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oy - B p =it . 256mg
1A T . AUV L_— | 80 2 0.5
( H) — i /A mg
a Ny 0. 6mg
anZE=F MU T ARKY 12, 4mg

AENE, Fr A =—A LA X—JIEMnz A CcilEsh 5,
W) 1A TADBHEFEIZ 100mg DA 7V Fo~T7 (ElaFi#az) (A7) Fo~T7%E 32k &)
HZENTEALOICEERELTWD,

(2) EMEDRE
MM E R L

(3) &8
MYER L

3. RMEMANHEMRVERE
Y LR

4. i
%M L7

5. iBRAT HAIHEME D & 5 K
2% B O ok 1

v, ®ENZBd AEE 10




6. RADZTBEHTICETSIREM

BNy PRAF S PR A7 HA 1 PRIFIRE ! e
o MEfD T T AL T )b
+
5+3°C 60 % H (R F A48 3 72 HFE N
] o AT T ANA T IV
30+2°C/70+=10%RH 60 % o 25 20 RN
. o 0 BT T ANALT IV
a5 40+2°C/75+5%RH 6 » H (R A48 3 72 BN
5 W5 AN T )L
-20+
20+5C 1% A (R F A48 3 72 JREEN
o A H T AN, T )L
50+2°C 1% A LT IA HIHE N
i T
i -20+5CC 1 » HERIFE, WD T 5 AN T )L sy
= 5+3C T 24 » HIRIE"? (i ) L 5 ) 4
B
40+£2°C/T5+E5%RH T 1 % HH-TEH%. A F T AN T L o
5+3°C Thek 24 # A1RFE*? (TR 2% )
2562C/60E5%RH | #RME : 120 7 Lxchr ROV | oo <
| mesopRy | ssiamre— | FET 7RSI i
AT T 200 hr/m? U

RERIEE MR, BEAERERE. pH, MIEEERER. K. AWTENE. TEE
1 HHEME T, BT FAVRIT LR OTAIMT Y v T 7%y o 7 TERL, BE (ZKkE
) I AN ke

1. RABERUVBRBREOREMN
BERAE  AFNIHRRRE T 52 L, (BFE 3SFFRIUINICEGMIEE 3252 &)
TR E T X ) =S TIER LT, 216 H D WL E IV ER S 2 VW T, 1
NATNYTZY) 10nl O HREFEHNAK (ARAEREBRRLHEHAR) ZF0ICEAT
5L, (ZOBRICEREREE TR WAL TIER LW &)
cANATNEEEES RN DRI L. BIRZIL S SMFET S 2 &, (PR
FEANRETIBENULLD D720, IRLTHLLIEST, EEFEMEVIRERVWE
L) ARFN L ASALT V% 10mL O HRESFHKTERLIZEEDA 7 )Xo ~<T
GEBET#z) (A7) Xy ~7%k 3] BEIX, 10mg/mL & 725,
AR OMRIE, BMENOMBEALOALAARTH D, GERIZHEM L TRV RiE
TEERALARNWZ &, £, 6, BYE2ROTLOFIMEHLRN &)
- W% OFRIR O FE AR TR N2 &y
FRAE  BEOEREY Y THEAE L LEEE ALK 250mL, KED 25kg Al O /NREIEHK
50mL, 25kg LA E/NEIEK) 100mL @ B RABAEERICHIRT 5 2 &, (7 RS
W% &0 B IR ABEER AN OESRIZAWRWZ &) BRABESER CART
D BRIE, AR A RRRICIEA L IRFIOBE S FNIITY 2 & AREOA 7 v
~7 (EETMEZ) (A7) F v~ 7tk 3] BEX, 0.4~4mg/mL 352 &,
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A 2 TS A CHeR L % AT CAVR L 1 WO R ERE 2 DL FIC R

R BRATSA PR A7 IR RIFIEE TP S
%%i*l » 2~30°C 24 WEfH ML T L RSN
ZEM
30°C 24 WA HEEN
ARE*2 D [ 9~8CC 26 K AR B 5
RIERE (AR, PRV AT PNy 7[R R
X SRIRC 10 B 36 W LR
M. =|ENET
EIR% S ROy | RV AT 2, ff;jgj ﬁ‘ﬁ% 500mL AR U F L7 ¢ 8l 15 N
BB OZEE|  EAET %;ﬁ o H%F.:EJ FARP B 58 7 ’

HERIEE B, pH, MR, AEMILNE, ER%E

%1 FEH K 10mL TEH&AE (10mg/mL)

%2 FEHHK 10nL TS, APREIER T 250mL (2 AR (0. 35~4. Smg/mL)

*3: REWREHON Y 7 IV EBEOFENKEZTEAT DI — A% I 21— L, 250mL DR U A L
7 ¢ ¥, dil[2-ethyl-hexyl]phthalate (DEHP) &AH(LA VU =/ (PVC), RV =FL v x=F
L/ TR E LNy TEEER A oM E OFIRNE S5 Ny 7% OV CRBR A FE i

AF 2 AL BRI CUS R L IR D2 EME 2 L ISR T,

R PRATSA PR A7 IR RIFEE S
%%i&;*l » 30°C 24 R M NA T L RN
TENE

HWERIEE : IR, pH. MIEERBR, AEWMTENE, TR%
k1 EFAEK 10nL TEEfE (10mg/mL)

8. #h¥F &L DESELL (MEILFMIEIL)
AFNIMSL L2 T A4 N TRET 200 L L, MoEHHAl, @WiRELIRG LRV &,

9. BHM™
EARAAA
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10. &% - 2%

() EBARELES - Q% NMEOSERUES - ARCHTHHE
G L

(2) 8%
100mg [1 XA 7L (16mL &gs) ]

) FHEE
MM E R L

(4) BHROME

T ANAL T ) Wttt I 7 A

=N SR =R =0 Y =N
Xy 7T Ry T

1. ARSI NDIEME
REER R L

12. Z0it
AR R L

v, ®ENZBd AEE 13



ARICEI SRE

1. REXITE

4. HEXIFTHE

BREARTHRT T+ TRRkE

OHfE U< F (HHDOBENBENHLESTD)

OR—F v MRICKHHEMRESE S EX

OSEMEfE. SRR, RAME. FBMEIRE

OREMHFHX
ORDWINMDKEZRYT 7V O—UREDARRVHFERE BFEARTHEF 2415
BICR D)

PEENCEEDTFHHICHLESE

NEERITLHEE
ORFENMCEENEBUEXRGRDER (BFARTHRTTHBIBEICRSD)

< fn >

Rz BE A%

[E SR OBNEE TN R B T 5 BAFES i (B %) 04O B\ IZ- DWW T
(EHEIEAERE 1222 55 5 5, [RIELFE 1222 F 2 5, M54 12 H 22 HfF) ICESEHEWR4A %
B TR — I (V7 — RAMEEER/ L = 28R ath) L oBE S 20  %ET L,
(2024 -5 H)

2. JEERIIHEICEET HFE

5. BhEEXRIFHRICEET DR

(A o< F)

5. 1 MEDIFFIZEBNT, AT oA FMEFIRIEAI LMLoY U ~FHEK (X L FH— |1
A2 ETe) B KDWY RIEEEIT> CTh, REICERT 2 5 M2 i RIE R 23 7% 25 5
Bl EITO L, £ A M MU XY — MUARIICAKZ ERET 52D 27 - X
X7 4 bEHEBLEZ ETHERATSZ &,

(R—F v MRIZKDHAMRESE SEX)

5.2 BEDIBRICEWT, foEYRIE (7 a 2R %) SO RIEEEZIT>Th, &
BUCEIN T 200 5 R BERIER D E D A ICAR OB 2175 2 &,

(RzfE)

5.3 EDIREICB VT, BEFOEH#IE RAIRIEL ET) HOMURIRRZT>oTh,
BB SMAR RO 10%A EICHFET 256, & L <IXERMEORZ . BEIER SOINRE %
BT 588 CAKFOREE21T9 2 &

(GREMEHX)

5.4 BEDOIFITB N T, thoEWEE GERAT oA RUERKERS) Loy iRk 4217T-
TH, FRIGERT 20 60 REBRERDSELIGHICAROR 21T 2 &
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(L a—¥m)

5. 5 M EDIFIIZIB VT, RERIE, MOEYEE (5-7 I 7% ) FABEHK, ZT7aA N,
TYWF AT L) EOMY AT Th, RABISERK T 2 S 22 R IR 23 5% 5
BECARR OB Z2175 2 b, ok, BREMEREGIZEREITOTRBZ B2 LR N 61T
5k,

CEBMHEXE2)

5.6 EDIBRICE W T, MoEYRE (5-7 2 U FABIA, 2704 K, 7THF4+7
U L) SO YIIRIEREIT - Th ., RERICENT 580 5 2722 BRI R 235 5 5 A IS AH
OG- %2175 Z &, EHMER D RIIMR SN TN 2 B MRE A% (213K kit 35
OB EZBRF L, MORRKIE~OUEZZZETHZ L,

<>

(e )T DHEHIZE W T, [BEfFRE CORA o2 TRRE] LW ORI HY . Th
&2 X VHMICT D720 BRI EE# LT,

(B&i Y v~)
[VII-5. EEREANEREZOHEE] OHSM,
7T R A RIS E i S - RSN R R BRI B T TN A SRS S A S Te bt TNF S
T ANEET N (BETHEEEZ) OUFRREZZ T -BEFERIT. DROHEBARINTED
T, PUINF A OB X DWEFE LA Z T - BFRE L0 b EGYE K OVETE 72 B YYE O R BLER D &
Mol EDHRENH DD, TAFET b B z) AL &

§) THRATNAFEEL 1T, A7V Fv~7 (EBEFHEBRX) MELZET, ok, KA X, A7
Vo< (BETHERZ) (A7)~ %E: 3] 1K &2,

3. RERURAE
(1) AERUVAEDHESR

6. AERUAE

(&) o< F)
WHE, A7 VX v~T7 (BETHRZ) (17 )Xo ~T7%E3] & LT, (K& lkg Y
720 3mg Z# 1 RlOFELEE LAREET S, MlERGHZ, 28, 6 MIZ&E L, L% 8
OB CTHELGEITH 2 &, 2B, 6 HOELL%, SRR+ I RN LicHa1c
i, BEBEOHMEBSLERGRHBOBEMNAETHD, ZNLOKGEOHBESCER G MBOE
FElXBEFERIIZAT 5, 1 BIORE 1kg 4720 o580 EIRIX, 8 EMOMEETHILIX 10mg,
BEMBEEZERLZSA oI 6ng 95, £/, KEOKRLGHEFET 48 LTS, K
B, AR FLrxg— MUK L DBECOHER L THWD Z &,

(R—F vy MRICKDHAMRBESRE S EHR)
WE, A7 )VF%v~7 (BEFHRZ) (A7) Fo~T7#%E3] & LT, (KE kg4
720 bmg & 1 [ OG- L LARFET 2, #PIEEG%, 28, 6 IS5 L, Ltk 8 JHfH
ORfETREEITY Z &,

(RzfE)
WE, A7V Xo~7 (BETHERZ) (170 F~T7%HBE3] & LT, KE kg H7=
D bmg & 1 MO &EE UnfEiiiEd 5, PIEEG%, 208, 6 BIcES L, Ltk 8l dfH
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RCHEGE2ITH)> 2L, 72k, 6 HWOEGL%, 2hRERT0 IR BB LeHaI1iE, &
HBEOHESHGEMBEOEMEN TR TH D, b DR EDOHEHR MO ILRE
OIRFEITIE U TEFEMICAT 5, 1 EIORE lkg H¥720 0L 2O LRI, s @O THI
13 10mg, H5MBEE AR LSS ThiLT 6ng 35, £7-. HAEOHR5MREIX 48 &+
%o

(GREMHEHX)

WE, A7 VX~ 7 (Baliz) (17 )F~71%
720 5mg & 1 BlOFELGEE LAMHET S, gE&E5%, 2 #,
HEOMBETEREEZITS 2 &,

(L a—¥m)

W, A7V Fv~7 (BETHBRZ) (7 ~7%E3] L LT, (KE kg Y
720 bmg & 1 [ O#F G- LAREFET S, #PIREG%, 28, 6 IS5 L, Lk 8 HH
ORIETHREEZIT) 2L, 2B, 6 BOEGLHE, WERNBBH LI2GAICIE, 5RO E
I EMROERENTTRETH 5, HEELZHET HHAIE. (AE lkg 24729 10mg % 1 [
DG EET D ENTE D, EEMBREEMT25A1E. KE kg %4720 bmg & 1 [HD
BhEL L, RE4EBOMBTRETLZENTE D,

CGEBMHRER)

WHE, A7V F v~ (BEHRZ) (17X ~T7%EE3] L LT, (KE kg Y4
720 bmg Z# 1 RlOEEEE LAREET S, MlEEGHZ, 28, 6 MIZ&E L, LIE 8 B
OERCTHEREEZITH> Z &,

3] L LT, IKHE kg Y
Wiz G L, LAtk 6~8

4tz
ML
6

(2) RERUVAZENDERTERE - IR
e RN, REEEGEERE ST 23BN RE, B Y v~ FERFICR T DBIRN AN, etk
O R PEIC B4 B BB O R L 0 | A & BT A AEHKSTH D L 2 r— NOAR R
100 & O RESEAME RN R Siviz, RANTIEAT A ARG & FEIC, £ OHMEIE
™NFa fERICEDEOND, 7o, BEMEICHOWTYH, BT AERLICB T 2287 n
T ANERFOEE Y U~ FHIZBITOALEMT 0 7 7 A VICKREREWIZRNI EN D,
AT FERGOFTHHE - HEEZAFORE « HEICHMTT L 2 L1324 L Hk L7,
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4. RERUVAEICHEYT HEE

1. BZERUBEZEICEET HXE

(Ghee k@)

1.1 KK & o £ A OO HIZ O W TR 2R OEIEITMEY L T 2RO THFH %
WTFHZ L,

(BEEEi) o< F)

7. 2[EN KR OV OB RRBRIC L 0 . A b b L — RUFIGEH T OB DMK OV 2 ME DS T RR
ENTWD, ENEERRBRICBIT S A b b XY — NUAIOPEF &L, 6mg/BLLETH D |
AN RUXH— NMFHAREOARAN T DHUEROEARIZ A N X — FEJFHAREL Y
Bk o7, k. AN ML X — NUKIDSAOH Y U~ FHEOEFHOA AT L Tn
72N, [8.8, 16.1.3 BRE]

7.3, 23, 6 HIEEH F TiX 10mg/kg HE~DMEHRHIIITHORNWI &, -, BEIZK VK
JIEDOFRBSEE N E E 28BN H 5720 BYEDORBUII+oEET 5 2 &, 10mg/kg 5
OEAREEZNEE G175 Z L1k, EEREYEORBE N E £ o7z & O®EN
b5,

T ARKNC LR 0T, @EREBGENS 14 BUNIZEOND Z ERHERIN TS, 1438
DNIZEZL RN/ O WGEE, MECH G HBOEM 217> THLHENRE LW
HBaIcix, BIEORRHEOME A EEICHE T 52 &,

1.5KRFET N 227 N GBETHELZ) OFHIF TR W2 & WA THEB LT 78R %
SR L LR RBRICRB W T, AR 2 ST INF /AL 7 27 b GBIz O
OF R E A2 Z T T2 BE CIEOFHIC KL 2 R ORI R SN TR b3 EYYE & OVE 8 72 %
YIE DB RNAHF 2 G et INF A DO L HIRREZ T IZEETORRRL LT
B o T,

(Rz )

1.6 400, 20, 6 &G £ Tl 10mg/kg HE~DOHEER GITITHLRNWI &, £, HREITXY
EYYEORBUBEENE EL2NNH 5720, BPEEORBUIIHERET H 2 &, RANC
LD ENR RO B WG, &G MR O MG 217 > THIER OB ENE D
LIV, BIEOIREF B OMGEZ HEICHEE T2 &,

(U a—29F)

1. IARK Z A%, 28, 63 & &G Uitk BARERSSHNRBERT %I X 0 IGEIR%
P 2 &y RNRDBERD DR WIEAITIE, S SR G AT THLRRER G L
WAREEER SV . thoiREIEEBE T H 2 L, F72. 10mg/kg ~D 8 B8 558 O 484
IX. bmg/kg 8 MMIBRHE G 1Z X HIRFEICL VW HRITFBO LN DD, HERHRETIZE R
DEET L, R OO DN BE TR L TITH 2 & BT 5-E O BE 21T
STHHEPRBD LN WVIERICIE., OB REEEBET D L,

CGEBHRER)

1.8 KK Z A EI BG4, 2 B, 6 B L#E L%, 8 B S CRERIERSCHESE &2 LY
TRIEN R ZFTMET 5 2 &, DENBD ONARWIEEICIE., &Ik G 217> TH %
DEFONRWAREMERH Y | MOIRFEIEEZZEET L2 L,

V. RREICBT 5 IEE 17



< >

7.1 ARH M OEDRANOOHIZ OO TEEMER CEEITM. L T RWnW), REEZ#
E LT,

7.2 FAT A AEEGSOENIAOEE Y v~ FICB T D KRR COFREIEO RN L e
PERMEREINTVWDHEAFNA N ML XY= THDHZ L, A N FLUFH— MEARRIZERITA
A FEES KT HPEELENMEBENDZ L. AN PLXFY— RUSNDOH Y v~ FHKL
DR OFERPMEIZHESL L TWARWZ Enb, KEEEZRE LT,

7.3 IVI-12. = OMOEE] OIS,

FAT A AEFEGSICTE L THlsh CIrbn 2B ) O~ FRE L xS & Lo ik R
(START 3B&) (2B W T, #HIEID S 10mg/kg ZHeH SN 7= BE TIX, 3mg/kg 2 HH SNz
FED L 2B COEBERIBYIEDORBUBHEENGRICE N T2 OREND D ?,

4 ARH 3mg/kg B AIEIFE G-, 14 BUNIZELIEPED SN WEE, £72. AH 3mg/kg
TR A5 TN FE D PET LBk L, &, &S5 MBOEMEEZ1T-> CHRRORD
DI T2 G AT, BREAFZHEGET, hoIRREEBET L L,

7.5 7 TR ERBICE S NI ESMNEERRBRICB W T, BTN AERS S 2 STt INF B
FET A "\2e7 b GBETHEZ) OFARIEZZ T T-RBEL, DROBMMIAREINTE
57, BUINF A D BN LDV Z Z T T2 BERE L U b SE K OVE FE 72 L E O 6 B3 3
BNl DRENHDHT20, TRZET b (Bl z) XA LRV &

7.6 HEAREREHICOWTIE, BT A A EHELSIITB W T 10mg/kg £ TOMER N
NTWDHHEES) v~F RO 0 —RIcBWTIE, BEERBYYEORBBEENGED Y A7
ZEBLT, EAHTHS 0, 2. 6 HEFOMERGIIRO LN TRV, REBIZBWTYH
REED Y A7 IIBETE W=D, A THS 0, 2, 6 BRFCIIMERGIXITHLT. 6
BHUBICHEERGZREE Lz, £, KANZ L 2R B 2B O R 0WEE, HE
R G MBEOFEME 21T > Th . JEROBEEDNRD SN WEGEITIE. BUEDO TR EHE Okt
ZEEICHESTOILEND D,

7.7 70— HRICBWT, AFIZEHFLG%, 28, 6 &8 L%, BEERSCHESET R
BIZXVBREDIREFTMMT D2 L, o, AFEPEL, 2, 6 ML 3 EERELTHHEN
RO B W EITIE, ARANC K IR 2 L THUENRBE SNV AREEN H 5 72
W, MOBFIE~OYIEZ ZEETH L, iz, HEHGOBRGMREMIT. Smg/keg @ 8
HRREGIZEVENRRD DTz OOHERF R AT LIER OFRB RO b vz B
ETRETHY, ME IR EBBOEMHEZIT> CHIEROLEN 2L FBO DR WEEIC
®LTCIE, thoVBRIELZZET L2 &,

7.8 AT A AEFL BT 2 ERNOEBEERIGRICE T 5 ERRBR T, 1731 FERL S %
el G%, 2, 6 & 3EOBREEZITo 2%k, 8 KA T Mayo A a7 ZHWTHRIM %
IS Tz b, KEEEZRE LI,

§) DEATAAAEES ) 2, A7V Fo~7 (BiariRz) RAZET, kb, TAR X, A7
V¥ v~7 (BEFHEZ) (A7 )Xo ~T%Ee 3] [AZET,

-3

V. RREICBT 5 IEE 18



5. ERPRAUHR

(1) BRT—2/\vH5—o

AL, Remicade (A 7 U X ~7) ONAFhfidme LT, ENTERBINLTWD LIS
— F®REREN 100 8H 3 2ICIED 5 b, AKEHGERF A (201748 H) CTHEFEANKT
LTWAIEISE CTH A Y v~F (B OMENEEO 25Ty | 71—, EEHE
KiG4e. BAEIREMERCRE™ . S0 VEaoiE, IR M e X OVHZ R AL R e TR 2 IS L7e, A
O RIS AR 52 KGR F5 T, A ES 1 AERER (B5371001 3ABR) K ONEER L [F S 3 FHEAER (B5371002
RER) O 2 RBROMA A TG R E Uiz, SMESE 1 HERER Tl @ERERE 2 R RITARH &
YERLA-EU K& OMEHERLFI-US OIWBREIZ I T D A2 50 L7-, EFEILFES 3 MaBRIL,
[N F %A D SE « 2 « HOMERERO - D DFRH ¥ (S x| RSN/ R Mo A
ZHME LT, BIFAAFEELTHD LI — FOAREHEN 100 OBED 9 HAAEK 7
R THLHEE Y U~ TF xRN L, A2 Zark, 5% iVE & OSEY B8 2 574f L 7=
N—F = v MEIZK DEIREREES L ) Bk, REMEFHER, 7 o— 0, mBEREX. B
BIAEVERCRE ™ . SR VR, R I R K OV R AL R JE I D WD TN AT RE e R AR RE 4 T
LWL, BRRERBRIT I T, AKRBPBICB T AMENMEICED L L LT,

* o TEIE S ORBESITZRFI BT 2 BIEVENE R (LtEBIE %) OAFROBIFNIZ OV T (EHIEF
J& 1222 55 5 B, RILFE 1222 5 2 5. A5 A 12 F 22 BA) (THESESRFA 2 YD TR a3
(L2 7 — PAffE R/ i 200 Aat) LoBAZ Y i,

) ARIETIE, [Remicade] AT A A EIMLICHOWTHAREZ DA WV—M R, (LI s —R®
SRIEEER 100 ZENOEIT A FEEML EERT D,

FEUERLAI-EU : Remicade® [EMA(BKINEIRFF)IC L VKRENT-A 7 ) ¥~ 7 (BT Z) 8H)]

2 HEBLFI-US : Remicade® [FDA CKEAMEIRG ) IC L VAR INIZA L7 ) X~ GG 2) 55
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BT

PROTE | jopy s/ B S 2 | e
1RERE 5 g o35 e s - & 2| %h | 53
[HhE] | 7 o 123 13 b o
AMMLFH—DFTHRAF
YIRS BE O F M
Vo~FEE (650 i, 5> HH
AN 46 il %= & Te)
< 5 1IREHIM (0~30 1)
ARFIRED
323 5l (HA A 23 i) G AW
TEAERIA)-EU £ Y - ARFN A HERIHF]-EU 3mg/kg
326 5l (HA A 23 i) EH 0, 2 LUV6EIT, 2 FER
et - 5 2 IR (30~54 ) DL B2 C ORI,
e o e o | AFH/AFIRE*
%3 HRBR Y|, EIE , )
B5371002  |Z&fk. — 2®W(HKAW@D . . ﬁ%§5ﬁ' ;
(2 »[E (0 |EEH FEAERIAI-BU/AZERLA-EU B |78 S | 25 14 W) O AKI UIIE#ER | OO (OO
A OKEE) ] jﬁﬁﬁir‘%ﬁ 143 5] (AAN 11 ) HI-EU 3mg/kg % 8 MHIIZ 1 [A]
’ L it TEAERIEN-RU/ A FIRE 2 R DA s T C A R
. 143 i (AAN 11 41) HUE D BRIR G © % HA L 72
< B 3 IRIRIIN (54~78 i) Motz b L ITERKRRIGD
AF /AT /A FIRE* W LR ER. HEE
253 % (H AN 19 i) 5mg/kg ¥4 A,
FEHERIAN-EU/ AA/ AARE (30
HTHyEz) *:
126 5] (AA A 9 fi)
FEEHERI A -EU/ A HE B AI-EU/ A< A
M GAETEHY L) *
126 5] (HAN 7 i)
i a0 |90 AR LR AL BB S
B5371001 | \o ™ | e oo A 4% 5] AI-US 10mg/kg % 2 FELL L |O|— (OO
Cry | DR AT\ ERIEDGHIEU & ;48 4 P T LA IR 5.,
BEREAER I HERLAI-US BE : 49 41

FEYERIHI-EU : Remicade® [EMA (KM ESE L) IC L W AR ENTA v 7V X~ (RIETHIRZ) RH

FEHERLFI-US : Remicade® [FDACKEEMERMGICLVARINEA 7 )Xo ~7 (BIEFHEBZ) KK

ko ARF/ARBNEE - ARKIB Gk GERE, AR RIAI-EU/AE HERLAI-EU B ¢ R UERUAI-EU e G kiR, AR VERLAI-EU/ AR
FIBE - FEYESRIFI-EU > & A H) -~ B R

a) & LIBEWIROT =2y A7 H 2016 4E6 H 29 A, &2 iRl T —4% 7~ b4 7 H 1 2016 4612 H 8 H

b) 650 FINSEEVEZA D (11T S, EEROIRERIEE GBS T ARIREDS 323 fi, FEHERIAI-EU BEAY 326 D55 649 1
ThoT-,

o) JEIWPBAEI S (68 BIFN) K OMEMRBAMI % (66 BIFN) OMFIZEBNT, XR—RA T A 2 b 20%LL Lok,

d) 85 HEWERKET L, 28 HRIUINDO R 7 U —=> 7 #IR. % 85 H AR s FVEEHEEE 6 » AM A<,

1) AANOERN THR S T2 ZRE TR

BEAAIRHE CONRA 143 72 T Ri iR
B Y v~ F (B oMENHEEGON 1z &)
N—F = v MEIZ & DEIGIERERES & D R
S UERCRE, OREVEBIEI R, MR VERCEE, WLEEVERL BUE
SRIEVEFFHE S

WONTNPOREEZ R 7 v — ORI &L OHERRIE BEFRIR THRA IO RGEICIRD)
TS BEOTREICH 5 BH
NEZHT D EE

HARIE S D EAE OTGBIERIG R O1EHE (BEFIR IR THORA T3R5 8 ICIRD)
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(2) ERAREEHER
NEE 1 BEEIBEAER (B5371001 ER) MWEAT—%) P9
SE N BEFEBER T 146 B (CARAIRE 49 B, FEYERLAI-EU B 48 7, AEYERLAI-US Bf 49 1) % %%
(CARA, AEERLAI-EU I HERLAI-US % 10mg/kg O M & T 2 RfAILL B2~ C HiEE i # RN
Beh L7- L& oy@iie, Rar kO M2 RE Lz,

AN

KRR Z S E TERWAEERIT, AHIEE 10.2% (5/49 1) | FEAERIFI-EU & 25. 0% (12/48
) K OMEAERLFI-US BF 22. 4% (11/49 ) IZFBD BN, DO H, WTNDOOHFEGEET 5%LL
ICRBL U, TERIEREUE [ARAIRE 0%, AEHERLKI-EU £ 6. 3% (3/48 i) . FEHERLHKI-US
BE 4. 1% (2/49 1) ] B OMEFS [ARFIHE 0%, FEAERLAI-EU # 6. 3% (3/48 i) | FEHERLAI-US #£ 0%
Tholz, AEFERDLL 1T Gradel THY . Grade 4 ODFEFRL KOOI EHNIRD LRI -
oo BIRE LT, BEFEGOME N OCRBMEEIL 3 SOBREE TEWIR LN -T2, KR
ERBETERVWEERAEFGL, EERAI-US BECH AN 16 ()5 : \lE) OA5BD L
oo WRBBENTE TCERWAERFZICLH2BRGHIEFITRD e hoTz, BLEX Y KAl
FEYE LA -EU 3 HERLAI-US o B[R IR B G- 1X, BRI R TH -7,

S

PUEMPUEA L O RIHUE 7 v 7 7 A Uik, RFNEE, EEERLAI-EU B K OMEHERLAI-US # 0 3 o
O GEEFTHEELL TW2s, 5 85 H ¥ TICHEMBIARDOF A 52T L7z 119 Flick T 54
FIREO UM BRI TR IL, EUERIAI-EU B K OREHERLAI-US BEIC AN TR o 7o [ARKIEE
16.2% (6/37 5]) . HEUERLHI-EU £F 32. 6% (14/43 f5i]) . FEAESRIFI-US #F 28. 2% (11/39 1) ],
TRERSE B 5.4 P BRI M A3 ER 8 7= 31D 5 B 26 5] (83.9%) 12 RN PE 23 3R
D BT [ARFIRE 83.3% (5/6 f) | HEHERIFI-EU Bf 85. 7% (12/14 i) | = HERIAI-US £ 81. 8%
9/11410) 1,
GEFMEICENTIHB8EER (T 7 4 7% =S K OTENEALR) 1, W o& 58
THROLNRD -T2 e D, FLEMPUAR P RPUAOEAIT, REMEICBT 2 KNI
HERBRFROFINTIE RN ERRB ST,

Ky Eh e
TVI-1. (2) FERRFBR CHERR SN iRE ] DHS M,

Grade 1% NCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.03 |Z¥#EL 5,
FEAEBRIFHI-EU : Remicade® [EMA (MEFRST)IC X W AR ENT-A v 7 ) <=7 (B FHZ) 595]
FEAERLAI-US : Remicade® [FDA CKEIAMERMICL WV ARENIZA 7 )Xo ~7 (BIaHHBZ) 595

) ARFOENTHER S 7= 2hhe I3 #

BETFIRIE TR A 4372 PRl
ME Y v~F (BEEoHENREO ILZET)
N—F = v MEIZL D EERERES &S BER
T VERLEE, ROREUERIEIS . BRVEVEELEE, SLREMERLRE
TR M HEZ

WONTNNOIRIEE RS 7 v — L fFORE L OHERRE (EFRE CTHRAT+SREAICRD)
FEENDEE ORI S 5 EHE
SRR L BE

HEENE D> b EE OWRBEERGR OIRE BEFIRE CHRA+42GEICRD)
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(3) AERGERHAR

M PR L

(4) HREERIEHER

1) AREREERER
[EIBRFLF 5 3 MA3BR (B5371002 BR) SMEANT —X &2 &ie) © 10
AR RLFRY—=FTHRATDTH T PHEEN L HEOHFEVEREE U v~ FRBE 2R
(2. A M b LY — MO T CAA LARHERAI-EU 2 AR EHE L7C & & O LAk,
So R IR K O ENRE 2 SR aY L 7,

<HEBRT WA >

551 AR SE2aRHER B3R
308/ 248/ 2438M

1
RS ARKT.RMOF0-TYT
—_— <

02 6 14 22 30 38 46 54 62 70 78 (&)

BRERE -EU 1:1

BRAERH| -EU

RBEES 77 T T T T T T T T

n=6142

arFEEERIIHNG6 1441, BRI H LT S50MMRIEARIUMATINE.

TR MR >

51 IRPRIH

5 2 TR

55 3 1R ]

3008 [0l (381 H) oMEIE G GE 30 3 OIRERIER 57l O FEAMN 5
THSR] (F—%HF v bA7H 201646 A 29 H)

ARFNEE & AEAERLE-EU BEIC 1 0 1 CEMELE 1T L,

24 M [Z5 30 OG- 5 5 54 H OIEBRIEEE G- A1 OFAN5E T REA] (7 —
Ay hAT7H 2016412 A 8 H)

55 30 H ORE T, EMERIAI-BU B OBEE 1: 1 O CHERMESLE D 17
L. % 1 JRE IR CREEREI-EU 2 5 L Tz 50% O B ITAANCE Y
AL R 50% D EFE TR ERA-EU o5& fk e LT,

c24 WM [ZB 54 PRGNS E 70 WICIHEBRIKD K Z G-, 1B T ERITE

78 (FET0HMOEL5%SHEE)]
95 54 38 OB T, BEHERIKI-EU O 5 & ik L TV 2T T O BRE & AFH
ey Rz, 5L,

. IRRRICBT 5 IE A
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BT YA | 563, EHERILEY, BIEA(, “EHEMR., WITHER R
% 126 9 E (AR, RA=T -~V =zdbF, IAHFVT, Fxa, Pa—IT7, KAV,
AN HY— Y RT =T BT R =T, uL TR, EAET. WS T AT
WE, hFF CKEH, KBRE, 7400V, IV ITT~T, Axva, ~Ub—,
ANFY, A=A RTYT, ET I, FazmTUT)
PO ANRMLFY— NTCHRERATSRPEENSEHEOIEEINEY v~ TF BE
%1 R
ARFIHE FEYERIAI-EU B
ITT £ 650 i 324 i 326 15
(B AT 5150 (AAA 23 i) (BARAN 23 61)
PP 2 569 #i 279 151 290 3]
(B 7 MHEfAT S 1 50 (BAA 20 1) (BAR A 18 1)
Be 5 51% 649 f 323 4 326 4
(B VEMAT G550 (AAA 23 #i) (AAAN 23 1)
% 2 IR AR
L | AEUERIKI-FU/ | FEAERLFI-EU/
AAAAE | i pupe | Aslme
ITT 42 566 280 1l 143 143 i
(B, etk (HARAN (AEARAN (HARA
EHT xS %0 19 i) 11 1) 11 %)
53 TR EAR
AA/AA | BE-EU/ Eﬁgﬁﬂgﬂj
peilkisa AH /AR B |
ITT 4R 505 i 253 4] 126 1] 126 13
(B#hiE, Zett (HEARAN (AN (BARA
IS EIE:S) 19 1) 9 ) 7 1))

ITT (intent-to-treat) M : IR O G 2 EIER IV (HT Shiz < TD
BELEELL,

PP (per—-protocol) [ : E|IEAZ|IV (1S3, F 14/ FE CTEHEINT-1ER
HoOBEEZZIT, BREMMFFEENS OBEBKRGERENA 2 NVT XTOBRE LT
L7,

L B VERAT ST 8 - RSB 0 AT S, IR S 2 1 | BT 2
TORFLEHR LT,

%2 IRFRIR OB G BE - ARFIE Gk e ORA/ARFIRE) | HEAERLAI-EU £ 50k
foelE (FEYERLA-EU/ AR VERL A -EU BF) | AR MERLAI-EU 7> & RAI~D O EE (FEUE
BIHI-EU/AFIEE)

% 3 IRTRMR OB G - ARFIE Gk CORA/ARA/ARFIRE) . 30 HEF R TO
TEHERLAI-EU 7> & ARH~ D GIRREE (I MUK -BU/ARA /AR AIRE], 54 WIE S TO
FEERIFI-EU 2> D ARFI~O UV R R vE LA -EU/FE Y RS -EU/ AR A B,

T BRI Y| @ 18R Ll ETH D B M NI &k,

@7 AU B u~FEE (ACR) / BKINY v ~F %2 (EULAR) OBV v~
FoFEEEYE (2010 4F) ICESXHEHEI Y v~F L2, T OIREDN 4
H AL ERHE L TnbD Z &,

O ACRIZL DY U~F 48 (1991 ki) o7 7 A 1, I XIXMZE ST 5
ek,

O U FOIMEIZHE SN TV D HFEENDEEDIREINEY 7~ T REDEE,
AT V== T ROR—RA T A O CERO S 2B (68 BAH

) 6 B,
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AT N == TR ONR—Z T A OB CHERD & 5 BHi2Y (66 BIHN
) 6 BEEILL E,

c A7 Y == JHEEE TR THEM L7 REICB W TEEE -
JoMEE B (hs—CRP) 75 1. Omg/dL VL, = O I AFUIEAES 7~ 7203,
F DT X TOMAANTEEL - THEEFIZOWTIL, 14 HUWICHEE
MiES hs—CRP i2E 2 & L, HRAE THE 57 hs—CRP A 1. Omg/dL
PLEDOSGEX, FOMIT R TOBIRIEMEL - LTV D Z & 258
~ORIAANE HE E T D,

O RO IIFERBIC LD A M U FY— P ERBRIEYER SRR L 12
WA L, 4 TS —Ef (10~25mg/il) 2B L2 T b
2, LAsL, 10~26mg/FD A b b L ¥ — MIRME TH D BEITK L
TiX. 7.5mg/ B XIFIEFE DO A X A THEEIN TWAEEEIL 6mg/ £ T
BWETHZEE2HRT D,

) HNICB T AERINTHEROHEE TR S,

@ I LFaxTuaA FRRAKEES SN TWAIEE I, 1G] [EH 5.7 4 18 W
7L R=Y > 10mg/H CUTR%ER) UUTFTO—EHETESG I TN E
Fo FTo. IRBIEYIEIE ST 4 BREILINICaLVvFaxTa A ROFANXIE
IR R A b G AY AN Y B

@ JEAT 1A FHIRIER (NSAID) XET 7 uF x4 F—F —2 (Cox-2) PHE
ARG SN TWDGAT, I6BREEWIRIE 58 4 3 H 1% NSAID/Cox—2 BH 3K
| FEHO R DR AR B TO—~EHRE TR E SN TWAHERE, £7-, O
BIRBIIRT DT AY oS (326mg/ HULF) 3BT 5, &

T pRA L UE

® Ll LG, IR ATRE 72 AV R OVAESRRE /) & 459 % BIE ¢, 1RBRIIM
R OVEBR DO RE&ES5% 6 » AL EOM., 1RBRFEHmE IR LD
e b 1 FEU EOMROBOBHTEAEAT ABEEO R WEE ., B
HWVEEHT 5 Z EMTERVERE,

O X ) —=V IR T TOBKMRELECTED S FH. I, &k, &
R DRSBERE E 2 & DRI E KRR R MEMRE N D 2 BE
cANEZBEE Y 9g/dL A,

o HESH TR ER SR ¢ 1500/mm® LA R,

« FIERS ;3. 0 X 10%/L R,

- IM/RER © 100X 10°/L A9,

« AST, ALT : JE¥E&IPH FFR o 2 504 E,
ULy EYEREPH ERRO 1.5 500k,

- &7 v 7 F=> : 1. 5mg/dL DL I,

c BD-ZNT BB W T (B AR L)
BEDHERBREOKMET 1 HE O IR o746, 14 BURNICH
MEEZITH) ZENTED, HREOKBENBIREEICESE L., oL
Y IZHR A L WS ITIRBRICBINT A 2 L 2 AlRE L T 5,

O A VITEEDOLASE [=a—3— 7 DIEHES (NYHA) 27 5 21/IV'YY ]
PHETLH, HDHVITEEAAT D BRE,

O HIEXIFMBEROMBEIMNEEBEZ AT S, DO2WIIBEZ2 A4 08K, %

R 77 1%

@ T RTCOAFIT 6 HMOFKEEAMICHECHE - HRICTRREOK %
BRtG L. DIRISHERFR G & LTI 2 & 5 LT,
- BRG] - ARH ST AERLHFI-EU O 3mg/kg A, 0, 2 KON6 HIT 2
REE LA BT TRl Lz, e &b SEEBEOREE
T (B UBEET) X, 2RECRLEERELE L,
c HEFFEE G 55 14 B A2 BRAARE S & LT, HERRERTE T A S A vE LR -
EU % 8 WMIC 1 [A] 2 IR LA B TR HHE L7, BLED
BRIR B 22 322 ik L 72 B3 T, 1 B 5- & % 3mg/kg CTHERF
Lo HEDKRMIGZER L o7, b L ITEE K
JEMEEE U BB TR, 1 B GR% bmg/keg IR LT,
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R H

o5 LR i ]

AN TE

FEEMBER 5514812815 5 ACR20% i # R

BIREHGIE R @ 452, 4, 6, 12, 22K 30235 1F HACR20% i #HRY |
2.4, 6, 12, 14, 22K B0 IZI51F B ACRE0% MY |
ACRT0% E#R | ACRFli DK/ T A —FD DR—2F A
UMb DZE{L ., Disease Activity Score 28-CRP
(DAS28-CRP) ZfEHE & L7 BIEEIMED X— X T 1 >
OOEA R, DASEME (2. 6A0H) % Ak w_%%aﬁl s
EULARSCGE R YE  (BOS RAF, FEES, OGR L) 1%
W A HBF OES & ONMCR/EULARE R 4 221k L 7~ R 0E|
& %

praeeyin

HERERLY %

S P SR

M3E FHUEE Y PR & O FIHUR o 2 BLE K O Al

5 27R R [

A0k

BIREHMIE H : 5538, 46 K% 5438 (23 1F 5 ACR20% ek # 3R> | ACR50% i
D ACRTO%LE RS | ACREUED K NNF A —xD DR
— 2T 4 b DE{LE ., DAS28-CRPZFEIE & L /- B IR
EDOR—RAT 4 b O L&, DASTEE (2. 647 )
BRER L7-BFE OES . FEULARCKFE R #E (Kb BA4F, &
BRI, BOS72 L) 12343 5 BE O |4 K UACR/EULAR
AR &R LT BE OES

praeXia

HEFELY %

eI JA e

75 FHCD T K ORI LIR O FE BLR K O )1l

B 3TR R [

AR

BIRGEAMIE R @ 5562, 70K ONT8HIZ I 1) HACR20% sk # R | ACR50% i #
HD ACRTO% LR | ACREHED K /NF A — D D—
AT A b DL L. DAS28-CRPA 518 & L /-5 BIEH)
PDOR—RFT A4 b OE LE, DASEHAE (2.6K%) %
B L7z BE OIS, EULARS #= M (RUS B4, PN
Jiny BOS72 L) 124 T 5 A OEIG & O'ACR/EULAR & i
Z R LI EBEOES

praetia

HEFELRY %

Sof e

1 75 R HTHD DA K O PRI D F8 Bl K O ) Al

1 YERIEI-EU : Remicade® [EMA FRMEISEITIC L VAR ENTIZA v 7 U ¥ ~7 GBETHMZ) 5570

a) ACRTERSNHNRT A—2Y 1TV T20% 2 Lotk (FFfBEEHR OIEIEME %S 2 h 2
N20% LI LikiE, HoZOMOACRZ 7 v FEIHE O 9 H3HA 320% L LikE) RO LTz
%%0)%}/\12) 13)

b) ACRTE

BENTLART A2V 1TBVTE0%L, Lo (LR B OEIRBE &K1 2 h 2

N50% LI EikiE, HoZOMOACRZ 7 v FEIHE O 9 H3H A BA50% L LikE) BRRH LT
%%0)%}/\12) 13)

c) ACRTIE

BENTLART A2V ITBVTI0%L, LodE (LR BEHR OEIRBE KR 2 h2

N70%LL EtkE, HoZOMOACRZ 7 v FEIHE O 9 H3HANT0% L LikE) BRRO LT
%%0)%}/\12) 13)

BB D IHAE
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d) Ly BIE S (68BN . MEARBIMI %k (66BIM) K UL FOACRa Y & v K5I H ! ¥

ACR= 7Tt v MBI H

OB X 2 Bk O (PGA) @EMIC X 2 B2 O AT (PGAA)

@BFIC L 2Bk OEIFEFAN (PAAP) @B HEIEEE & MO MBS OFFE (HAQ-

DI)

@EEEC-FOSMEE R (hs—CRP)

e) HEFLIT, ICHEREIKHGE (Medical Dictionary for Regulatory Activities : MedDRA)
F19. 0 AW, AEHEROBEIEE (Grade) IX. National Cancer Institute (NCI) Common
Terminology Criteria for Adverse Events (CTCAE) #54. 03 & A \TEEMM L 7=,

) BN CTERRENTZHAELEOCHE
BV v~<F)
WEL. A 7YX (BETEBRZ) [4"/7Uﬁv“/77“?§éﬁ’=ﬁ3] L LT, AE kg 4729 3mg % 1 [1]

DG UiEEET 5, Palkb%, 28, 6 T&EP L. Ltk S O THRE 2175 2 L. ks,
6 WoORL UK, DRA+7 Xixﬁ%?ﬁ){ﬁz%bt 213, BREBOWESRGHBOMEMESTETSH D,

Nl SYOE 8-k b st F A =YY SE A W=t DN :ﬁéo 1 [EOKRE kg 4720 oFGEED FRIZ. 8 R
OMEFRTHIIL 10mg, BEGHRZERL-HAaThbiE eng 35, o, HEORGHMREIL 488 &3
Lo AANZ, A M MLFRY— MIANZ L DBFEICOFH L THWD Z &,

(RN—F = v MEIZ L 2EEEREBRES & K

WHE., A7V~ (E m%ﬁ@x)ﬂf/7)%y77%m3]&bf RE kg %721 bmg % 1 [A]
OFHEEE LRHERET 2, MERGE%, 28, 6 EickE L, DS EBOMBTHREAITO 2 &

(WL TR

W, A7 VxR~ T (E m%ﬁ@x)E4V7U%V77%ﬁ3]&LT‘Wﬁng%k@&@%lt
OHEL UAHRNET D, PIEFREG%, 2, 6 }‘&Er L. LS HMOMETHE2ITO 2 L, i,
6 MOEE L%, SRR+ ixﬁﬁﬂﬂj){ﬁi%bt ZiX, EEOEBESCESRIFEOEMNAIETH D,

IS &R 5 EO B G- WIRE O B i%%‘@ﬁ (20 U CTERFENICAT 9. 1 BIDIKE 1kg M7z D& G
o ERIT, 8 BWEOFFETHALIL 10mg, ?foﬁﬁﬁﬁr%%@% L7 TE!%)%L T bng L5 2, £, KEDOH
BRI 4EME T 5,
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<HER >

AR TIX, 2EMICBNT, A0 EEFMIEE Th 55 14 1 D ACR20% R TAR
Al & AEVERLAI-EU o RIS/ [RVE M R S, S RIS W T b EEERLAI-EU &AL L C
Wiz, HARNEM TR, EEFMEE TH 558 14 31 D ACR20% L #5 TAH & 12 #E L) -EU
DOREMZEC LM LT R 72 2 A 2378 vz 23, ACR20% k=B 5k D Wi #ER] D21 2§ T
B, ITTEMOM R LT ET ARETIIR o7, F72. BARNEFHICEBIT 2 BERITD
R EORMEICIIRANH D Z & X HICRIKFIER ORI “Ti%.km% ﬁ
FIRE L AZVERIF)-EU BECHEBI LM RENE O TS 2 &bk E 2, AARANERICE

AFHI| & AU RIH-EU O A E D [ M 3 T Eéﬂé%@?i&m W E iz,

P2EMEOHARAANEAONTNIZEBNTSH, RFOEZEMET 1 7 7 A VITEAERA-EU &
FiETdH -7,
&5%%
51 JH R R
— &1y NA T (5 30 W OIRERIEE H-Ai OFEAMSE TR @ 2016 426 A 29 H
Be 558 7 e G- T
ANHNFE 280/324 5] (86.4%)
CHAA 19793 il (82. 6%) ] 22.1 1068. Omg
R -EU B 286,326 5] (87.7%)
CHA A 22/93 il (95. 7%) ] 22.1 1103. 5mg

* A

@ % 2 IR
T—H2Hy N4 T (55 54 WKRFOIRERIES 573l OFEANG7E TREAL) - 2016 4F 12 A 8 H

B 558 T B P -1 R T

AT /A FRE 254/280 f (90.7%)
[HA AN 19/19 ] (100%) ] 16.1 ¥ 707. 3mg
EEHERLHI-EU/ 126/143 1 (88.1%) - o
R ERLA-EU B [HANT7/11 6] (63.6%)] ) . Omg
HEYERLA-EU/ 126/143 1 (88.1%) o —
ks [AARAN9/11 61 (81.8%)] : . 9mg

* L

@55 3 150 A
T—=2 Ay A7 (5 78 H DOIREREE S 55l O 3 78 T R )

#5527
AFH /AN 237/253 f51 (93.7%)
fif;%if”fEU/j{ﬁu 117/126 1] (92.9%)

T HESLAI-EU/ B2 e

BUK-EU/ A FI R 116/126 B (92.1%)
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BEERE (X=X T A F)

@5 1 JRRIM (ITT 4£1H)

AR HKI B 1 YE T A -BU BE
N=324 N=326
PR n (%) Aok 258 (79.6) 264 (81.0)
B 66 (20.4) 62 (19.0)
T (%) SEBME (R R =) 52.8 (13.3) 52.8 (12.9)
R (ERPE) 54.0 (21~86) 53.5 (23~81)
RE (kg) SR E G ) 73.3 (19.8) 74.2 (20.0)
R (REPE) 70.3 (32.5~179.4) 70.8 (36.2~162.7)
BMI (kg/m?) Y E (R ) 27.2 (06.4) 27.7 ((7.0)
R (EEPE) 25.7 (15.8~ 62.1) 26.7 (14.5~ 75.0)
RA FEJR I (4F) EHE (R e ) 7.3 (8.6) 6.4 (6.7)
R (ERPE) 4.0 (0.3~45.0) 4.2 (0.3~40.0)
RF X3 Ht CCP HilkB . n (%) 249 (76.9) 267 (81.9)
ﬂiﬂﬁf‘a@aniﬁz SERME (YRR ) 16.1 (9.4) 16.3 ((8.7)
R (ERPE) 13.0 (3~62) 14.0 (6~53)
T B B #K SR E G ) 24.7 (13.9) 25.7 (12.9)
R (HEPE) 21.0 (3~68) 23.0 (6~67)
hs—CRP (mg/L) Y E (R ) 25.8 (24.3) 25.3 (28.4)
R (EEPE) 17.9 (0.5~135.0) 16.5 (0.8~203.0)
DAS28—CRP EEME (YRR ) 6.0 (1.0) 6.0 (0.9)
R (ERPE) 5.9 (3~8) 6.0 (3~8)
HAQ-DI SR E G ) 1.6 (0.6) 1.6 (0.7)
R (HEPE) 1.6 (0~3.0) 1.6 (0~3.0)
MTX & (mg/i#) Y E (R ) 14.2 ( 4.5) 14.4 ( 4.5)
R fE (EEPE) 15.0 (8~32) 15.0 (6~25)
aLFazxrrTeAf ROFEH, n (%) 178 (54.9) 192 (58.9)

N BEEAEID &S, n: #%
~ A RIEH-, CCP:

M35 HRFK. BMI (BREiER) =FE (ke) / [HE (em) /100] 2, RF: U ¥
BIRY b ) AT F B, hs—CRP : @& C-USMEE R

@ 2 JREWIM (ITT 4£1H)

AH 2 v R K -EU/ e T &I -EU/
YZN-iIL:E PRI -EU # AHIHE
N=280 N=143 N=143
PRI, n (%) g3 221 (78.9) 111 (77.6) 118 (82.5)
B 59 (21.1) 32 (22.4) 25 (17.5)
Tl (%) LY E YR ) 52.8 (12.9) 53.8 (12.7) 51.6 (12.9)
P fE (HEPE) 54.0 (21~86) 54.0 (23~81) 53.0 (23~77)
KE (kg) S E (R E R 72) 73.6 (20.2) 73.0 (20.8) 74.8 (18.7)
R (AR 71.0 (32.5~ 68.5 (38.4~ 71.0 (42.3~
179. 4) 154. 1) 162.7)
BMI (kg/m%) SR (R Y 72) 27.3 ( 6.5) 27.0 ( 6.6) 28.0 (7.2)
R fE (HEPH) 25.8 (15.8~ 25.6 (17.0~ 27.2 (18. 1~
62.1) 55.0) 75.0)
RA FEIW I () | FXME (B fw 72) 7.5 (8.8) 6.7 (7.0) 6.0 (6.2)
e (HEPE) 4.0 (0.3~45.0) 4.4 (0.3~32.0) 4.2 (0.3~40.0)
RF X4t CCP HiikEME, n (%) 215 (76.8) 111 (77.6) 121 (84.6)
ﬂiﬂﬁ%@]ané@& Y E R ) 16.2 (9.5) 15.7 (8.2) 16.5 (9.2)
e (HEPE) 14.0 (6~62) 14.0 (6~48) 14.0 (6~53)
9% B i %% FHE R ) 25.0 (13.9) 25.3 (12.7) 26.0 (13.3)
gl (FEPH) 22.0 (6~68) 23.0 (6~67) 23.0 (6~61)
hs—CRP (mg/L) A R =) 25.7 (23.6) 24.6 (22.8) 26.6 (33.8)
hgefE (FEPH) 18.1 (0.5~ 16.7 (0.9~ 17.1 (0.8~
135.0) 148.0) 203.0)
DAS28-CRP B R =) 6.0 (1.0) 5.9 (0.9) 6.0 (1.0)
e fil (FapH) 6.0 (3~8) 6.0 (4~8) 6.1 (3~8)
HAQ-DI EEE R =) 1.6 (0.7 1.5 (0.7) 1.7 (0.7)
e (HEPE) 1.6 (0~3) 1.5 (0~3) 1.8 (0~3)
MTX & (mg/iH) | F¥E BEHERZE) 14.0 ( 4.2) 14.0 ( 4.8) 14.5 ( 4.3)
Hhg i (FEPH) 15.0 (8~25) 15.0 (6~25) 15.0 (6~25)
aLFazxrToeA ROFEH, n (%) 156 (55.7) 84 (58.7) 81 (56.6)

N IE(EZREID AT AR n BT S BE K BT (IElifE%) =RE (ke) / [HK (em) /100] 2, RF: U ¥

~ bAoA FIRF., CCP: BRIRY b LY b7 F K,

hs—CRP : s C-BOGEE A
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@75 3G (ITT 4£H))

N FEAERLRI-EU/ A | R VRSN -EU/ R %

AT A /A BB/ A AR
N=126 N=126
HER. 0 (%) ik 198 (78.3) 104 (82.5) 98 (77.8)
Hik 55 (21.7) 22 (17.5) 28 (22.2)
T Gsf) FHE R ) 52.4 (12.8) 51.3 (12.6) 53.5 (12.4)
&= (kg) SEHE (e =) 73.3 (19.7) 74.5 (18.0) 73.1 (21.0)
BMI (kg/m’) EEME (EERE) 27.1 (6.3) 27.9 ((7.1) 27.1 (6.7)
RA R I (4FF) | F¥iE GEERE) 7.4 (8.8) 6.1 (6.3) 6.9 (7.3)
JiERE B 5 3% SR GEHE(R 72) 16.3 (9.7) 16.4 (9.2) 15.3 (7.7)
T e BE i 5 EEME (EERE) 24.4 (13.6) 25.4 (13.1) 24.8 (11.9)
hs-CRP (mg/L) FHE R ) 25.7 (23.7) 27.2 (35.2) 24.8 (11.9)
MTX & (mg/i) | E¥E (FEAERE) 14.0 ( 4.2) 14.5 ( 4.1) 14.2 ( 4.9)

N: BEIEGE O (T E . n: %7 5 EEK. BNl (EWIEE) & (ke) / &5 (om) /100] % hs—CRP :

ERE C-BUGMEE A

ps2
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@ 1 {55 Hi[H]

FEFEAIE A
AR

(

Paran

o 14

BIZF T 5 ACR20% Bk #E=R)

ITT ST H1T 5 IEMEYE (Farrington-Manning A =2 7 #tat &4 W2 k) #HWz
%514 D ACR20% kL =R 1T, AHIRET 61. 1% (198/324 1)) . FEAERIFI-EU #£ T 63. 5%
(207/326 fl) ToH Y, FEANIHE L7 FEEM/REEOEMETH 2B GHEMOZEOMm
1 95%(FHE XM IXFZ%EE~—Y v (-183.5%, 13.5%) O#PHNIZE iz, £7-, PP
HEHICBWTH ., AFIRET 66. 7% (186/279 fi]) . FEUERIFI-EU BT 67.2% (195/290

Bl) THY | RERICE /R EMEO R 2w L,

L72hi o T, AHIREKR OFEHER

FI-EU FE D g R0 SR D R M/ RV ME SRR S 7,

%14 D ACR20%E=RIT X3 5 EMEEOR R (R4EH. & 1 IREHRH)

ACR20% B D
HEM 2
. X , , (A e —
G N AFHE R R R -EU BF S A
SRHETE B
(95% 15 #EHIX H)
ITT 4]
N 324 326
A AT R A -2.39
4514 T A e 198 (61.1) 207 (63.5) (-9.92. 5.11)
; -2.39
7R LoJ5ik" 198 (61.1) 207 (63.5) (-9.98. 5.38)
PP [
N 279 290
A AT AR A -0. 58
% 14 fﬁb‘fij%%Ea 186 (66.7) 195 (67.2) (-8.42, 7.23)
b -0. 58
FE72 L JikE 186 (66.7) 195 (67.2) (-8.81, 7.66)

ITT : intent—to—treat, PP:per—protocol, N: ACR FEflixf R HEE L. n: ACR TEEINT- 20% L ED

S A AR L2 B (R IESE S & L CHlisE)

a. [FIZEPEGEAN O EMENT : Farrington-Manning A 2 7t &4 FH\\ 2 Hik

b, RAREOTXTORMYGLHEOHF THRRD p HEEHNTRABBOZELTY R KR LD
771 (unconditional approach)
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HA N -

Parand

ITT £ M D H AN 46 $i] (A0 - 23 B, FEHERIFI-EU #f : 23 f5]) D IEMEYE (Farrington—
Manning A 2 7T EEZ AW HE) ZHWE 14 O ACR20% K ERIL, KAIRET
56.5% (13/23 #i), tEUERIKI-EU BET 69.6% (16/23 #fil) ThH V. HEHEMOEIZ-
13.04% & FHRNZHE Lz 2EM TORZEMSE/FEEF M CHW D REE~—Y Y (-
13.5%, 13.5%) IZ@ENT-, £z, PPAEMIZHBWT, &F 14 D ACR20%EHRIX,
ARAIFET 60. 0% (12/20 f) . FEAERIK|-EU B C 77.8% (14/18 f5) TH v . WEERH D
Z21X-17.78% & A E~— 2 (-13.5%, 13.5%) ICEHENRP o7, L LRR 5,
ACR20% Lk EHI B O mREM O ZEIT 2 Bl TH VY . ITT £ OFE R 2T ET HAERTIL 20
ST, £l BARANEMICE T 2 BEEIIV 2 ZOFMICIZRERA NS D Z &, EHIT
BIRGEMIE B OfE RIZB W CREN & RERICARFIRE & EAERIAI-EU B CHEEL L 72555
DELNTND Z E L E 2, HARNEMIZE T 2 ARKH & AZHERLFI-EU O A 2hit o [F %
HENRBEIND DD TITRW E RS,

14 3 D ACR20% e EZRIC k9 5 EREE O R (HAANER., & 1 nFEHR)
ACR20% L FH =R D
e 2=
FEAIL e AR FHHE FEERIKI-EU B (AR E—
PR HA n (%) n (%) FEYERLFI-EU #f)
SHEEE
(95% 15 fE X FH))
ITT 4£H
N 23 23
A a7 et e % -13. 04
w14 AWz HEe 13 (56.5) 16 (69.6) (-40. 32, 15.67)
. -13. 04
Stk LoD TR 13 (56.5) 16 (69.6) (-42. 13, 17.79)
PP £E
N 20 18
A a7 e EE -17.78
B4 T g 12 (60.0) 14 (77.8) (~46.35, 13.66)
Gl Lk 12 (60.0) 14 (77.8) -17.78

(-47.64, 13.66)

ITT : intent—to—treat. PP:per—protocol. N : ACR Fflix} 2 HEE L. n: ACR TEFRINTZ 20%LL ED
wEE K Lo B S (REME Ik EH & L CHlise)

a.
b.

) 5 M 5 O F=M#MT : Farrington-Manning A 2 7 #idt &2 V72 5
SN DOT X TOMY HIMHEO T THRARD p HEHNTEABEOLELIY R FHER LD
77 (unconditional approach)
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(DACR F:#EI1Z X 5 FFAfh
ACR20% 355 . ACR50% t 35 =8 K TN ACR70% it 38 32
@5 1 {HEHIH
ITT £ FIC I T 55 30 I & TOMBFOIHER | &R A COSGERIT, ARFIHE L O ER]
FI-EU TR H L L T,
ACR20% L=, ACR50%CL = K TY ACR70% i # 3 DR RF i HERS
(ITT %M. 25 1 15 HIH)

(%) : AFIBE(n=324) A—ah : RAESH -EUE (n=326)
100 ITT5RH
90
80
ACR20%
A —4 —a
C
R
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& —
E —
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0 T T T T T T T T T T T T T T
®O #2 H4 6 #12 ®14 ®22 %30 GO
958

O@F 2 5
ITT #£MIZBIT 28 2 IR EMB P O RERIT, SHITXTTHEFE SN TBY ., 5 308
DIRBRIIE GRS 55 54 @ £ TOEKBR S ToOERIT, SHETHEIL T\,

ACR20% B E 3R, ACR50% B 7 3R K T8 ACR70% il # 3R O R A HERS
(ITT %=, 26 2 IR

(%) (AH / FHIB (n=280)
100 1 A EAESE -EU/ ARAESH -EU B (n=143)
90 B e mun -EU/ KEIBE (n=143)
ITTSHE
80
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70 s . —r T a o
A — ACR20%
C 604
% 50 ——
§ ‘\F S— ACR50%
40
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@5 3 IHE MM
ITT £ M3 T 5 %5 54 B 5-Ri10> ACR20, ACR50, ACR7T0 D EESR 1T, AH|/AH]/AFH
B BEVERIA-EU/ A /A A BE S OVEE Y6 B4 54 —EU/ A% YE S5 -EU/ A AL BE T ACR20 -
199/280 51l (71.1%). 101/143 il (70.6%). 92/143 i (64.3%). ACR50 : 135/280 f
(48.2%). 65/143 ] (45.5%). 61/143 {5l (42.7%). ACR70 : 82/280 5] (29.3%).
35/143 il (24.5%) . 33/143 fil (23.1%) ToH Y . 5 78 W TITARHKI/AA/ KHIHE,
HERLF-EU/ AH /A FAEE S OVE HE B9 -EU/ A% ME R -EU/ A A BE T ACR20 @ 192/253 {5
(75.9%) . 98/126 f] (77.8%). 86/126 5] (68.3%). ACR50 : 150/253 f (59.3%) .
73/126 5l (57.9%). 57/126 il (45.2%). ACR70 : 98/253 fiil (38.7%). 44/126 fi
(34.9%) ., 33/126 f3 (26.2%) T&H o7,

ACRFHli DB /RTFT A —FDRX—=ZF A b DE{E

0%1%%%%
ITT EMICEB T 5D ACR DT A —& Th 5 EmEAE % (68 BIEN) | Hﬁﬂﬁ%ﬁ’é’ﬁ%ﬁk
%M%m\%% £ 2 BAE R ORI, B X 2 BEIR O SMREE, ERIC
6%%%@é$%ﬁ\MQM&UmsWP®A—X74/\%2‘&6\m\M\%
o T8 30 38 0 FENE O SEREA T _R— R T A b OZEARIE . AFIRE K O Yt
FI-EU BECW TR LTz, F 72 ARKI IR ERLF)-EU &% 512 XV ACR ZE¥ED
BT A—Z OEHEITME T L, hs—CRP ZFR\W\TH 30 WBICHR RKOZENRD L
77o hs—CRP JEEDYIENR—AT A4 Vb bR T LB S IX, WiEs b4 23
Th-oT,

HAQ-DI ON—RF A g OEHEIL, AHIEE K OEHERA-EU #FFOo W e 1.6 T
B oTo, RFNEER OEHERIAI-EU #EOWT O GHETEH, HAQ-DI O ILFRKE
B L, I OB O F RKE (5 30 ) 13AHIRE K OEE R -EU BE DU
TNH 0.6 THoT-,

@5 2 1HIE MM
ITT £HICF 1T 5 ACR HEHED/RF A — & Th 4 Em A% (68 BIfH) . Hﬁﬂﬁ%ﬁ’é’ﬁ%ﬁk
(66 BIH) . MBI IC & 2 BIEIR OEImaEN, B X 5 BEiKOLMFEm, EAZ
7% B % @iﬁﬁﬁ mcw&v«mDI@ImmiU_A~X74/xi%3mE
DOEGHMED b OZEAEIT, ARA/ARFEE, FEAERA-EU/ AR ERGA-EU B & OE ME Y
FI-EU/ARAFIFETHT B L L Tz,

@5 3 IR IR
HT%I BITD ACR BEHEDOE 54 WO HE 78 Wk TOEBILEIX., A/ AH/A&H
B EEVERLFI-EU/ ASH / ASF S OVEZE ME L -EU /A2 ME L -EU /AR HBE TV 3740 & 818
L TCWi=,
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(@DAS28-CRP |Z L % 2Af

@5 | {HE M
ITT EHIC BT DX — 2 T A D DAS28-CRP DB 1L, AHIRE J O He 8K -EU
BEOWTNS 6.0 Tholz, W0 DAS28-CRP OBLANE K ONF D_X— 2 F A L)
B DOELEIL, AAIFE R OREERA-EU BECHEUIL, WThoEGRETYH, RKDIA
N RILE 30 WIC A HNT-, 55 30 D DAS28-CRP D_X— R T A B DD RO
WEMEE, WThoREGERTH 2.1 ThoTo,

DAS28-CRP DX — 2 5 A1 v in b Db CEXE) ORRFHHEL
(ITT M., % 1 17%EMM)

R 0.0 1 (FHI# (n=324*") A RAERK -EUE (n=326*11)

[ i THEHRERE
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@5 2 IHIE I
ITT £ 31 2 5 30 B # 5-71 D DAS28—-CRP D Ml 1L, AHN/AAE, A=Y flH)-
EU/EEVERIFI-EU B M OUEVERIAI-EU/AHBET, WTHORETH 3.8 TH Y, 554 8
TIIAHN/AFIEE 3. 4, A= HERIA-FU/FEHERIFI-BU £ 3. 6 & OVMEHERIA|-EU/ A HKIHE 3. 6
WP U7z, DAS28-CRP M5 30 i 5-Rii 5 5 54 £ TO LB O FEYMHEITAAI/
AFIHE-0. 3, FEHERUA|-BU/FE HERIA-EU #£-0. 1 J OEE HERIAKI-EU/AAIRE-0.1 TH Y |
SEHBETHEMEIL T\,

DAS28-CRP D _X— 2 5 A b DO EbE CEHE) ORBFHHEL
(ITT £, %6 2 1B HRH)

1 FF/ FHIE (n=280%

0.0 A R -EU/ B S -EU B (n=143%)
4 B RAERE -EU/ FHB (n=143%)
| THEEREE
ITTHRE
-1.0

I
[Ng
[«]
! |
A
ﬂ

w3 " mas %54 GB)

@5 3 JHIE I
ITT M I T 5 55 54 #5810 DAS28-CRP DM IL ., AHI/AH /A FIRE, FEYE
BUFN-EU/ A /A TE B OV HE LA -EU /A HE UK -EU/ AR FIHE T, 3.4, 3.6, 3.6 TH
V. T8 M TIEARHN/ AR/ AFNEE, AEAERLE-EU/ A/ A H BE B OV e UK -EU /A
YERUAI-EU/ARHKIRET 3.2, 3.4, 3.1 L7z, DAS28-CRP O 54 M G-/ 5%
78 M E TOEA B O B IIARFN/AF]/ARFEE-0. 24, FEHERLIFI-EU/ AR K| /A FIFE-
0. 22 K O HERIA|-EU/AE HERLA-EU/ AR AKIRE-0. 27 ThH o 7=,

(®DAS Efi# (DAS2. 6 Adii) 12 & 2 FFAM

@5 1 {HE MM
ITT £ M) D 45 W7 C DAS B fi# (DAS 2. 6 Riii) Z 2R L2 B 0EIS X, Wkt
THEMBIL Tz, 5 30 MIZ DAS BfFZ 2k L2 BE OFIEIL, AFBET 19.1%
(62/324 1)) . HEHERIAI-EU BE T 16.6% (54/326 f5l) TH -7z,
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@ 2 15
ITT HEHIC 31T 2 ARH/AHI R, EEUERLA-EU/ R UERUR-EU ¥ K OMEHERLH-EU/ A
HET > DAS FLfift (DAS 2. 6 AK:li) 2 #Epk L 72 BH OFIG 1T, 5 30 HORGATD 22.5%
(63/280 1), 20.3% (29/143 f5il) KON 17.5% (25/143 ) 72°5. % 54 @ Tlx%
FLEI 28.2% (79/280 f4i]) . 23. 1% (33/143 i) J T~ 20. 3% (29/143 i) 1= E5H-L.
3 B HRECERSEEL L T,

@5 3 15
ITT 4RI 31T 2 AHN /AFN /A BE . R HERLF-EU/ A A/ A IR M OV Y A1 -EU /A
HERLA-EU/ARHIBE T O DAS TfAE (DAS 2.6 Kili) A L7 EFEOHIGIL, 5 78 1
TZENZEI 37.2% (94/253 1), 32.5% (41/126 f3]) TN 31.0% (39/126 ) TH

-7,

(DEULAR 212 X 2 5Hm
@5 | {HE MM
ITTE£MICB T 25 EN T TV —ICHYS T H2BFOEIG T, WA THEEL T\,
%5 30 1|2 EULAR o8 2 HE C Tt B AT ) & FFAl S v 7= B3 O FIA 13 ARKIHE T 31. 2%
(101/324 f5]) , +EAESRIFI-EU #E T 28.8% (94/326 f5l) T > 7=,

@5 2 G IR
ITT SR I1T 2 ARHKI/AFIHE, FEUERE-EU/ AR HE RIS -EU B K& OV Y LK) -EU/ A
BHCo IS RAF) &3l SN2 BFOEIG I, 5 30 MO G-R1D 35. 7% (100/280
B1) . 32.9% (47/143 §) } X 32.9% (47/143 fl) 776, % 54 BWTIXENEH 42. 1%
(118/280 f51l) . 37.1% (53/143 f51]) K1 35.0% (50/143 i) 1 EH- L. 3% 58T
BEFEELL L Tz,

@ 3 in MM
ITT 2L 31T 2 AFN /AT /AFRE . AR YRR -EU/ A / AFIRE Mo OVE Y B -EU /4
HERA-EU/ AR CO TRICRLA ) EFHMIiS N2 BEOEIEIX. H 18 ETIEZENAE
1 52.6% (133/253 B1). 45.2% (57/126 ff]) K TN 46.0% (58/126 f]) T -7z,

(®ACR/EULAR T2 & % Al

@75 1 IR MM
ITT £HIZEB T 5K Wi ACR/EULAR B f# % B L 72 BB OB G 1L ARFITE ) OFE e
HBIFI-EU BECHELL L TUN =, 5 30 11Z ACR/EULAR EfR 43Rk L - BE 0B 51X, &
FIEET 9.3% (30/324 ) , HEHERLFI-EUBET 7. 1% (23/326 ffil) T o7z,
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BREBEL LG 2 M (GRREEE)] AR, KEEFREZEETERVWEERRIC
LG HIER, ETHITERO o T,
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YERLAI-EU B 14. 0% (20/143 i) K OMEERIAI-EU/ARHIHE 11. 2% (16/143 fl) 1270 5
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DO ZD ) B HEBD LN FRIT FEATH D BUES [ARA/AFIEE 1. 1% (3/280
Bi) . FEUERIFI-EU/AZAERLAI-EU & 0. 7% (1/143 ) . EEHERLFI-EU/AHFIRE 0. 7% (1/143
B ] ThHhot-, BEBEEND 1%LLED Grade 4 X% Grade 5 OIEERIE L ORI R BEKRE S
ETERWVWAEERFRIIROONRN-T2,
R ORI RBEGRAE T ECTCERWEE AT FGL, AHN/ARARE 2 61 %R %
LB (IR B, 777 4 7% —UG/EANTHEED KOS 162 4 (0 BE) ] &
OV e LI -FU /A2 MESUKI-EU #E 5 5] [ALT/AST #4900 1 % 2 4 (839% : |fE) . HEAIEES
St /W K] 54 /4T BE 1 1§J3f¢ (a0 < [\18) . MigFEE /80 1 6 2 4 (EE0 < [9E) . il
fESE 1 (BE0R  d(PR) . =2 —F L RAF R« L u_F A iR/ 1 H 2 14 (R
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CREEL) 1T VEAITLE S B TAA/ A HIHE 051, 1 ME S5 -EU /A% HE B -EU #% 2 41 (18. 2%) |
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~EU/AZYERLAKI-EU/ AR AIRE 6. 3% (8/126 ) TH Y, AEFRICLHETHNIIRD L

Mo,
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B Y v~ F, 7 m—, IBERIBR, e R e LR AES 2 E it TH
Do
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A7V X< 7 GEETHEBZ) 54 5mg/kg 8 MR G CIIMRBMHFRFTE oWV 1
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o— R 14 B 6 BLAK L 8 MR T 46 WM E TH G L, BIENES L-BAIEENR
LUK 10mg/kg % 8 WMIME T 46 M £ TH G L7z, 54 BB OLERIT 1. 7% (11/12 4]) TH
7= (10mg/kg 8 IR G OHEBER G 21T EF L ET), A7 VX ~7 (Bt
FH z ) BUH bmg/ke 8 MM CRENII L= 5 BB NT, A 7V Fv~7 (Efst
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H L7, ZOfR, 14 BUBEORENKLE COMM (FRE) 1377 v RHERRE 14 8B
% LT, bmg/kg MEFFHEIL 40 WM 28 2. Smg/kg MEFFHETIZ Y 7 B ARMERIRE L Ll L TH
BILELOREME T ZEIRENT (p<0.001) »),

4) BEERY O TF

EREE I /IR

ARNMLEY— NIRRT RBESV O~ TFREEZSREL A NN — AT
(6mg/MLLE) T, 79 BARKROA 7 X ~7 (B z) 85K 3mg/kg & F1[H] .
2%, 6 EBICKERS L (CZEHEMRILKERR), o5, 14 1% O ACR ZE%E 20%
PLESGERIT, 778 AREE 23.4% (11/474]) 2 LT, 4 7 Vx> ~7 (Bin Rk
Z) WAL HEE 61.2% (30/49 ) THVY ., AEENED LN (p<0.001) Y, Fi=,
CTOTHEEREEBERRICENMLZABZCH LT, _ EEREERROHAEICED S5 &
fex 3mg/kg & S MR T 4[5 L, FHli L7z (EM&EGRR), ToOMKE, K&k#&k5 8
D ACR HE#E 20% LA Fek#31% 53.3% (24/45 ) TH Y, HAMEOHENRD SR
7L: 24)O

BIVERI S BUEE (BELEER) 13, A v 7 VX ~7 (B x) A 3mg/kg B ERET
49.0% (24/49 f51]) J QN7 Z & ARBET 51. 1% (24/47 1)) Toh o7z, ERRAWEM (FEFEAEIR)
%, 3me/kg BETHE12.2% (6/49 ffil) Th-7- %,

ERNFELHERR (EEHRE5R)
ABFRMUFEH—FHFEHT (6ng/#ALLLE) TA U7 U Fo~7 (BT L) BA 3mg/kg
@A, 2 B, 6 WEICEEG L, 5l &t 3mg/kg. 6mg/kg & DML 10mg/kg % 8 ¥ HI A
fﬁ@&%btom%iungﬁbf&ot
TR AWNE 54 W% D ACR-N M (CEXIfE£SD) 1% 3mg/kg B (99 f5i]) 51.3+32.1,
6mg/kg%3$ (104 %) 53.8+34.4, 10mg/kg # (104 ff]) 58.3+31.3 TH Y . 10mg/kg BET
I% 3mg/kg BEICHKT L CHEENRD BN (p=0.024) ), 10 ## I ACR FE4E 20% LA |
BE A S 2o T2 EBE O 54 W% D ACR FHE 20% L EdFERIT 3mg/kg 5 37.5%.
6mg/kg $£5- 61.5%. 10mg/kg %5 61.5% Td - 7= ¥,
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- BAENAREE DL I BIETAEEE R 2 F L OVE D XA 2T (Sharp Score) THEAH L 7=
R, A7 VX~ 7 (B z) "BAKREGEZO 1ER O 27 210i% 3mg/kg #f
0.00, 6mg/kg B 0.48, 10mg/kg # 0.00 (Wb FRfE) TH-o7z, P

BIVEF S BIBEE X, 86.1% (179/208 i) Toho7=, E/2EIEMIZ. DNA FUIKEGME 53.8%
(112/208 f5i) TdH->7=*,

BOVEMAEGER (ATTRACT RER)

AR bMUd— FRFNCHEAT2BEEHY) o~ TFRBEEFRE L, A N LY — M

AT (12.5mg/MLLE) T, TR KERA > 7 U X v~7 GEE T Z) 8K 3mg/kg %

ME, 2 @k, 6 W%ICHKRE L, 5l &k 8 MMM T 54 MMKEHRL Lz, MIZ Tieo

LBV ThoT,

< SEIR OWEJE 54 W% D ACR FEYE 20% UL EUGERIL, 7T B ARG (MTX BAREE) 17. 0%
(16/88 f) IZxt L., A7 V¥ ~7 (BT Z) WA GHETIL 4. 9% (36/86
) ThHo., AEENBO LN (p<0.001) 2020,

- B F I O MR B Ik BRI D 543 £ TOMFMEEREZ F R OE O XHA 27 (Sharp
Score) Tilfli L7=fEHR. 77 AN 4.00 (FRAE) BALL-DIZK LT, £ 7 U %
Vw7 (BEfn TR z) RIABE G 0.50 (FFfE) THY ., AEICBEEMEOEITN
mﬁémt(mwom)”

Y RHSREREE O W E B ERIND 54 E TO B FATREE (ADL) OtkEE HAQ 2 =27 (I&
@ﬁ@& HOVEESE 2T 2 EE) CRMEL72AER, 7 AR 0.1 (FRfE) 12
ﬂbf4/7)%/v7(LM%ﬁ@z)@ﬂ&ﬁﬁoa(¢%@)fﬁ%%ﬁ%b%m
7o (p<0.001), F7z, fEHERE QOL (SF-36) OH KRR~V —2 a7 0Z&{kix, 7
TYRREE0.6 (FRME) I LTA 7Y Fo~7 (Bariz) WFERGE 1.2 (F
i) THY., AEENBRD LN (p=0.002) 7,

BIWERRBIUBEE L, 4> 7 VX v ~7 (BB x) RFIE 58T 62.5% (55/88 fil) &

Q7 7B REET 44.2% (38/86 f5)) Tholc, EREMERHIZ. A7V X ~7 (Einf#

#ax ) SUFIBE G RECHENE 14.8% (13/88 f5) T - 7= 2,

5) R—F v MEICKZHAMMESRESEREX
ERNE IR
N—F = v MEIZLDEIEMEMES & BEREEEZ NG L L, A7 VX ~T (BET
KM Z ) UK Smg/kg A MR, 2%, 6 BERBRICKEERG Lc, TOME, 4BEMSZY O
AR VEMEI% R +SD) 1%, #5810, 17+10. 60 F 5 54 0.66+0.98 H & 72 0 | A
B L7z (p<0.001), F7=. 14 @M H72 0 ORFBIERBUL, BE5R1#%I2BVT 12 f
B O LT 2,
BIVEF R BIBEE 1L, 100% (12/126]) TH-7-, EREIEA L. DNA HUIKRESME 58. 3% (7/12
Bl FZRE4 41.7% (5/12 B) T o7 ™ 2,
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6) BLEE
E N 5 I 48 SR ER
TR R I R RS (RmA BN EREREEDO 10%LL B, 2D PAST
(Psoriasis Area andSeverity Index) RAa 7N 120l E) xR E L, 7T BREOA
7V X v~ (BETHRZ) BA Smg/kg Z#4IE, 2 %, 6 BEZICRE L (MEEAR
), FOREFR. 10 WH D PAST 227 T5%%GEHRIX, 77 BARE0.0% (0/19 1) &3t L
T A7V Fx~7 (BlaH#z) JARSE 68.6% (24/35 1) THYH ., AEENR
DB (p<0.001) 2, SEtEERERE (REELEZ N EREED 10%LL . 2> PAST
AT N 12 k), L iFa‘?J’E”ﬁJ%$% (M B B i 5 B OVA I B &S 5 LA B, 2>D CRP 8
1. 5mg/dL L BT Z 01XV 28 45 43 LA 1) o IREVE Rz R M OVRE BRI AL BE FR 3 & f
%&L\4V7U#va(ﬁ%%ﬁ@i)@ﬂ5m&g%@ﬁ\2ﬁ%\6@%KE5L\
FlEkeE 8 MR T 46 H £ TRE Lc (RHIRGRR), TORE., B&Fmc VT,
TR MR O PAST A a7 T5% R EHRT 54. 1% (20/37 f5]) . #zét: BAE 4 B o ACR
FEHUE 20% L ESR 1L 83.3% (10/12 f51) %@@%ﬁﬁﬁe%%@ﬂ&r$%®£&&%ﬁﬂ
MHR TS E ] OFSITZENTIET. 1% (4/76)), 87.5% (7/841) ThH-o7=,
BIWERRBIUBEE L, 4> 7 VX v~ (BT x) RFIE 58T 85. 7% (30/35 fl) &
O 7 2HREET 36.8% (7/191) Tholo, EREWEMIZ, 17V F v ~7 (BinTifl
#z) BUFIBE G T DNA FUIRIME 68. 6% (24/35 i) T -7 9,

ERNFOHERR (EBEks)

A7V XT~7 GBI Z) A Smg/ke 8 3 FIFE R 5 CTrIh B HERE T & 72\ iLfiE
BFE B (S VEEEEE 31 ], wERrERREN BT 8 B, MRV E T B, HomEME
RRIERFE 5] Zxtgl L, A7 Vx> ~7 (EETFHEB2) 84 1omg/kg 8 W8RG
T 32 if&%btoMMX:7i4/7)%/77(Lh%ﬁ@ﬁ)%ﬂmymﬁﬁ
AR a7 25Ul L U7, B8 24 WHEESICI 1T A PAST R 27 75% 035 38 | 3 =0 5 e o2 e
BT 40.7% (11/27 B1) . qzfigtk B & B TiE 42.9% (3/7 ) | %@i%%$%f
1% 33.3% (2/6 f51]) . BLMEMEAL RZIE B TIX 40. 0% (2/5611) ToH - 7= %Y,

BIVERZE BB X, 74.5% (38/514) TH-o72 Y,

BN EMAEGER (IMPACT2 FER)

H R R ET R B (AR BIEI A M OV R B &A% 5 BL . 73D CRP 28 1. bmg/dL LA 1 I3
DTN A HLE) 2% L, YT ERERRA 7YX ~7 GEEFHIEZ) &
Al 5mg/kg Z#El, 2 WL, 6 WEIZHEG L, sl & s MR C46 Wk E THRE Lz, £
DOFER . 14 1% D ACR Y 20%ch#HmRIL 77 B AREE 11.0% (11/100 ) 2xtL T, A~
TV XxT~T (B TEM ) RUFIEERE 58.0% (58/100 f5]) THo ., AEENBD BN
72 (p<0.001) °9: 2 BAHIAEEREZ FRLOED XA 27 (Modified Sharp Score) T
FEAM L 72 R 24 RO R a7 2k CEAMECEERZ) 1377 B ARHE0.8242. 62 ITxt L
T A7V Fxv~7 B rfiz) MARGH-0.70£2.53 THYH, AEENRDLN
7= (p<0.001) *,

BIERRBMEE X, A7V X~ (Efnrifaz) WA SEET 48.2% (92/191 fi)
KT T vREET26.5% (26/9815]) T o7z (22METIXTF TR, 24 MLUKRIZA 7
V¥~ (Blarifz) WAZRG LTENEET), EREWERIZ, /1> 70 %o~
7 (Efm R z) REIBE SR T EROERYE 11.0% (21/191 #1) THh -7 0,
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1) SEEMEEH %
ERNE DA
BEFIRIE CORA o MEEFHEREZT ZXGE L A7)V ~7 (B 2)
A bmg/kg ZMIEl, 2 W, 6 WHICHEREG L, sl&kix 6 HRER RS L GEEMRT),
FOREE. 24 %, 48 HH D ASAS (Assessment in Ankylosing Spondylitis) XE#E 20%
Ll EsERITZ N4 97.0% (32/33 ). 96.9% (31/3241) Th o7z,
BIVEFH R BISEEE L. 87.9% (29/33 #) TH o 7=, E72BIVEH L. DNA BuikEGE 48. 5% (16/33
Bl) ThHotz

By EMAAER (ASSERT 5HER)

BB TR BEEETHERBREEZ2 AR LE L. 778 RKROA 7 Vv ~7 (G
fa 7 z) B4F) Smg/kg ZFIE], 2 W, 6 WHICHEG L, 5l &k 6 @R TRE L,
ZOREF. 24 W% D ASAS FHE 20% LA ESGERILT 7 BARRE 19.2% (15/78 fil) (2%t L.
A7 VX~ 7 (GBI FHEZ) ®ARGETIX61.2% (123/201 ) THOH , AEZEMN
R BNz (p<0.001) 9,

BIERZBIBEE L, A 7 U X~ 7 (BT ) RAIE 58 T 64.9% (131/202 1)
K ONT7 72 REET 48.0% (36/75 ) ThH o727,

8) EEMRER
E N 5 048 SR ER
BETEIEE (AT uA R, THFA TV %) THRA A 85 KI5 2 B 208 6] % x4
L, ITERKOA 7 )X~ 7 (B H#LZ) A dmg/kg 24, 2 #%, 6 %
CHEE L, SlEkix 8 MR T 22 % E CHEE L, 30 B E CHAMMEELTM L, TR
B FEHDMEIMEEE Ch D 8 WHD Mayo 2 2 7ikiERIT, 7T AL 35.6% (37/104
B L, A7V Fv~7 (B i#z) BAEG5EE 54.8% (57/104 %) THY ., A
7R~ (EmERZ) BMARAEICEVEERE R L (p=0.005) ¥,
BIVERZSBUBEEE L, 41> 7 VX v ~7 (BT x) ARG T 73.1% (76/104 1)
FEOT T HREET59.6% (62/104 ) THo7-, EREWEMIZ. A7V X ~7 (G8fx
THRAHE ) BIHIEE 5 REC DNA BURIGPE 51.9% (54/104 B)) TH - 7= Y,

ERN/NEEER

AR (A7 A R, 7HFF 7V %) CHHRAR+5 72/ NEOEIEMERIBR EE 21 6]
ERBLL, A7 VX~ (EaTH#x) ®A Smeg/keg Z )R, 2 @Bk, 6 HZITE
HL, sl sHMMM T2 BEECHRE L, 30 BT CHMMELZFIM LZ, £ OREE,
CAT Z a7 Efpa %, #4523l T60.0% (12/204) L7200 #5456, 8 #4L(Z 80.0% (16/20
£) LU, #5 10~30 # £ TORTIX 64. 3~87.5% CTHER L 7=, PUCAT % =1 7 E fif R
I, #5210 T35.0% (7/204) &7ev ., #45 8T 40.0% (8/204) L#hmL7=, %
72 Mayo A a7 O ER L OVEMRIT, 85 30 A TENEN 42.9% (3/7 #1) . 14.3% (1/7
B) Td iz 010,

BIEFA BB IL, 71.4% (15/21 ) TH o712,
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BHONEMAEGER (ACT1 :KER)

BEfFIRR (RAT7aA K, 7HF47V %) THRAHDEEERERXEE 242 Hllxt
L, 77BRKOA 70 X~T (Baf#fz) ®Al Smg/kg ZHIE], 2 #Hik, 6 @k
WEH L, Bl&Hix 8 MR T 46 METHE L, b4 MK ETHDMEZFEML -, T O
B BEEAIMEFMIEE TH D 8 %D Mayo A a T kERIL, 77 AR 37.2% (45/121
B R L, A7V Fv~T (BEFHARZ) AR GSE 69.4% (84/121 ) TH Y |
A7 VX~ (EETHERz) BEFFRECHEEERERLE (p<0.001) 7,
BIEFRBIBEE X, A7V X ~7 (B fz) WAKRLGEET 48.8% (59/121 #i)
BT T vREET42.1% (51/121 ) Thot=, EREMERIZ. 417V Fo~7 (&ix
FHEMA 2 ) BRI 5EETEDR 9.9% (12/121 f5]) Th 7= %,
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VI. EPEEICEATSEHE

1. REPMCEEHILEMRITILEYEH
A T7VXv~T TEFXAET R, THY LT, "YU RYT TAREZET b, T AT,
FUNL=T, BA R XwT AT
HHE : B0 H LG ONETNREL, BHFOBTFRLESHT L2 L,

2. EBEER

(1) EFAERGL - tERBRE 2
A7 VX~ TF 7 a—VEeEE ) v~ T OREKICERZIZES LT\ 5 INFa OFEH
EIET D, EOBTILATEME INFa OFEYIEEREZ T 5 & &I, BEREEA TNF o B
% CDC (RHARMRAEPERII ) & 5 N E ADCC (FUR R A PE R A T (5 ) 12 &k v 455
T5HZ &, BROWICZRERICH AL INFa 2S5 2 212X INFa DERHZRET %
EEZLBNTWD,
AR INFa ~DEES - dRFEME Y

TNF o RBHEE DHES TNFaRBEHZE DM

— Reverse signalinglc&3 — - thfkFEMERESR — — -~ i FttiREs
PRE—VZADFRENE Y (ADCC) &t (CDC) &g

v IJIo5—HiR

, FcrR
MAC*
TNFaE&E#i
AVTIF IR TS ETNF o (TH ‘ ’

kRS

BTBEICKUTNF o EEMRIC SV
TReverse signaling (SMUH SR

ANDVIFIRE) ERASEPI=Z TNFaEEE#R

EUTAY %. Reverse signaling TNF o B #RR

DERELT BB H. Pib—

VZBLUHRERELELISNG,

CNSOBRBISIFRICERTHIRHIE TNF o EEMFE LEOTNFalc17Y TNFoEEMBER LEOTNFai1>
RRBFIKEEACRATNTVLRL FURTHES. TIT05— MR TVXUITOREA, S T7UF
MIERDIn VitroRICBWT, A7V FUVTICRHAL. HEEE RT3, IRTICHEAL. MBWE AR
FUYTHRET LOBREERTNFIC ZORR. TNFoEEARISERTLIIE BRING TORR. TNFaEEM
BAL. TNFaRR#ERAICY Y VR %93, BRIFERE T T 5.
EFBIkiCLoTUAVROEEER

SCEHEFRTNTVS.

*:Membrane Attack Complex RIBMEAHE
A TNFa I TNFaBE& : :

REAETNFa MUDVFURITBS TP~
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(2) EEBMFITDHBRBAE
ARANTAA AR TH D | FEBLREAM TIESEAT A A RS (FERERA-JP & OEHERA-EU)
LR E AT Z L 2 BRICKTE in vitro ARBRZ FM L THE L7z,

1) AIB&E INFa (sTNFa) RUEHEE INFe (ImTNFa) (233 HHEEHMNM
(/n vitro SKER)
a) AAE INFa (sTNFa) ~D#EESE
AN R OFEMERLF-EU > STNF a 1T D A6 AFrtE GG R OFRBEE S (I2HoW\W T, #
"7 XE o 3ng (SPR) 12XV FEM L7,
ZORER ., FEIE L LI ARFIEEYE OB (K - Ko=fRBER B e 5 (ko) /G
EHC (k)] BT 250B O K EOFXHE (%K) OFEIME (SD) 25, AH 103 (7.4) Kk
OEAERLAI-EU 101 (4.1) TRIZETHY ., DANEL>TNDH I &b, RH| & EAERLE -
EU & @ sTNF a D& FetE O BB R R S vz,

A B OFEHERLAI-EU 0 STNF o ~D 5 EIEME (K DO FEXHE : %K,)

st N R SD cV (%) e /IME e KAE
AH 11 103 7.4 7.2 93 114
HE HERI A -EU 11 101 4.1 4.0 93 107

N=w v hEk, SD=HEHE(F A, CV=2C@hfR¥k
FEAERIFI-EU : Remicade® [EMA (KM EZES ) IC L W &R ENIA v 7 ) o ~7 GBIGTH#Z) ] BUH)

b) E##AE INFa (tmTNFa) ~DHEEEMH

AH|, FEAERIK-TP K OEURERIFI-EU & . NSO MO FEICHIT D tnINF o & OFESIEME
IZoWT, 7a—H%A hA M) —ZHNCTHELT,

ZORER, AR, FEAERF-JP K OEEERA-EU 1Z, WD tnTNF o [IZHRERTFIICH S
L7z, E72, tnINF o fEGIEE DR & U 7= RFNEAEYE O ECs (2 X3 2 308D EC5 D FH %}
il (%ECs,) DI (SD) 23AK] 102 (8.3) K OMEUERIAI-EU 109 (9.7) THZ%ETH Y,
SAITERD o TWDBZ & AFIO tnTNF o fif S &M DWW THEEMERLFI-EU & D FE{EL
PR E NIz, Fio, EERK-IP (1 vy b)) OEIZZO&EANTH Y . AFH| K OEHER
FI-EU &L L Tz,

AAN, ARYERGH-JP K& OHEAERIAI-EU @ tmTNF o ~Dii G EME (ECs FHXHE : %0ECs,)

Eaas N IS SD cV (%) s/ MiE KA
ASHA 11 102 8.3 8.1 89 116
=LA -JP 1 NA NA NA 112
FE HE BRI -EU 16 109 9.7 8.9 93 | 133

N=m v N, SD=EYE(RZE, CV=A®{RE. NA=RZM72 L,

REHERIEI-TP : L X & — ROSIEFHEA 100 DEAEFEIC L VAR INIA v 7 ) o~ 7 Glhfs i
Z) ]

FEYERUHI-EU : Remicade® [EMA (RRMNESRS ) IC L W AR ENTA 7 ) F~7 (Ba T Z) ] RH)
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2) A% INFa (sTNFa) SFEM (/n vitro 3ER)
a) TNFo f0;EMH
AR, FEAERIE|-TP N OMEHERIKI-EU @ TNF o FRHEMEIZOW T, b FEEZERR U937 M
(INF e 2K 1 2 3681) 12 K03 L7z,
Z ORGSR INF o FAITEMEOFRRE & U 72 Mg M (Rt J4) o S (SD) 1A 99 (5. 8)
FEYERLEI-TP 105 (5.0) . K OMEAESRIFI-EU 103 (8.3) THIZETHY . HANEL>TW5D
TENG, ARH, EEHERIF-JP K OREHERIAI-EU @ TNF o HFIEME O FEPER R S iz,

AF, FRERF-TP M ORI -EU @ TNF o PATE M (REXHEME)

B N Sl SD vV (%) e/ ME R E

A 15 99 5.8 5.8 87 108
T VLA - TP 10 105 5.0 4.8 98 111
12 E L) -EU 60 103 8.3 8.0 77 122

N=m v N, SD=HE¥E(RZE, CV=2@h{R%k

FEYERLAI-TP : L X & — NOREFHEM 100 [EAEFEEIC LI VAR INTZA 7 ) o ~T7 (BB THH
%) ]

FEYERIKI-EU : Remicade® [EMA (BRMEIRS T IC L W AR ENTZA > 7 ) F <7 (GBIEFHBEZ)] RFH)

b) TNF o S%E ELAN-1 RIFEEEM

AH Je OFEHERIFI-EU > ELAM-1 PR ETEMEICOW T, b MFHE RPN B/ (HUVEC) %
FAW TR L 7=,

ZORER . ARF B OREHERA-FU 12V b TNF o 2355595 HUVEC E o> ELAM-1 J& 51 %
EERFEICHET D Z A RENT, 72, INFaihE ELAM-1 BHEMLEFEREORE L Lz
ARHINREHEWE D ECso 15T 2 3hBFD ECso DFAXHE (%ECs,) DFEHfE (SD) 23474 96 (4. 3)
K OREHERLAI-EU 100 (5.2) TR TH Y, AN EL > TND T &b AHl & AERERF
-EU & @ TNF o #%538 ELAM-1 FEBLFH FTEME O FEIMED R S v,

ARH B OAZAERIA-EU O ELAM-1 B BUHETL M (ECso AHRHME : %ECs)

B N SEYIAE SD cV (%) e /IME B KAE
A K 8 96 4.3 4.5 91 104
= e BRI -EU 7 100 5.2 5.1 93 110

N=w v h%k, SD=HE#E(RE, CV=2@fR%k
FEAERIFI-EU : Remicade® [EMA (RNESES ) IC L VKR ENIA 7 ) X~ 7 (GBI 2)] K]
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3) IRFESE INFe (tmTNFa) #4195 TNF EAEHIRED reverse signaling 2k B3F7R F—
ADFEFM (/n vitro HER)
ARH, FEAERIF|-JP J OMEHERLE|-EU o TNF PEAFNL O reverse signaling ICX 27 AR h—
¥ AFHETEMIC DWW T tnTNF o 2 J8 8L S B 72/ 2 Jurkat AR * 1 2 F W TR L 7=,
T ORER ., AAI, AEERF-TP L ORERERF-EU 1L, Wb IR EKAERIIS tnTINF o IZHE A
L TNF FEEAMIIL D reverse signaling ICE AT R b=V A Z2FETDHZ ENRENT, F
7. TNF EEARMNAD reverse signaling I2X A7 R h— Y RAFEIE M OIE & L= ARHKHE
HEW) ' D i FE IS B BR D ECso (259~ 2 BB I BE IS Bl 0D ECsp DAERHE (%ECs) D -8
fill (SD) A3AHA 104.9 (5.13), AEAERIKI-JP 110.3 (2.52) M OMEAERLKI-EU 104. 2 (6. 05)
TRI%HTHY, BAREL>TVWDL I &b, KA, EERA-JP & OFEHERF-EU @ TNF
EEAMILD reverse signaling IZ2 K2 7 A b — AFHEEMOFELMEN R I,

RYRNFEZ A O RPRBERITFPE % R NEZ2ERE 8% Loits

ARFK|, FEUERIK|-TP K OMEHERIZ|-EU @ reverse signaling (2 X A7 AR b— v RFHEEM
(EC50 *Hi‘j‘{[ﬁ : %EC50>

okt N 1A i SD vV (%) /M R E

A 10 104.9 5.13 4. 89 96 112
EVERL - TP 3 110.3 2. 52 2.28 108 113
FEE L | -EU 10 104. 2 6.05 5.81 97 115

N=m v N, SD=E¥E(RZE, CV=EBh{R%k

REERLAI-TP © L X 7 — FOLGEEA 100 [BEAEFEEICL VAR INA 7 )Xo ~T7 (BT
fex) Bl

FEVERIHI-EU : Remicade® [EMA (RN P I L VAR ENIZA > 7 U ¥~ (GBIGT-HIRZ) ] H5H)

4) R#FEEE INFa (ImINFa) ZN T KK EEMREES (ADCC) &t (/n vitro BAER)

a) #XEEE NK M8 % AL 7= ADCC SE
AF, FEAERLFI- TP K OMEHERIKI-EU 0> ADCC {EPEIZ DU T, tmTNF o 3 A CHO AR & FE )
e L, =7 =7 Z—Hiflat LT FeyRIlla (GEfxF7 1658V/F*) & FH T 5 {05 NK
HRME 2 B CREAME L 7=,
Z OFER ADCCIEMEDFEIE & L 7o RANEEDE D ECso 12T 530k D ECsy D AR RHE (%ECs,)
OEIME (SD) 254K 78 (12.9) K OEHERIFI-EU 87 (28.8) TR TH Y, /HMmILER
DdHo>TWDZ LS, AKFID ADCC JEMEIZ DWW THEAERIFI-EU & OBEPMER RE N, £
7o, AEWERIAI-TP (1 2 v b)) OMEIIAFOFEIIZO TN S DD ARHF| K OFE e
HI-EU &L L Tz,

*18FHDODT I VNNV, T2=)LT 7= O~T aEsil
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AF, AEAERLFK - TP K OEAERLHKI-EU 0> ADCC JEME  (ECso AH I © %ECs,)

Ak N Sl SD vV (%) e/ ME e KAE
Al 10 78 12.9 16.5 65 110
A YERLA - TP 1 NA NA NA 121
2 ] -EU 9 87 28. 8 33.2 50 | 139

N=m > M, SD=fEHE(RZE, CV=EEN{REk, NA=# Y47 L

FEERIAI-TP « L X — ROSMFHEA 100 UEAZ@BEIC L VARSI v 7 U v ~T7 (BT
#z) A

FEHERIF-EU : Remicade® [EMA (OMNESESL ) I L W ARSI A v 7 U v~ (BT )] 5H)

b) Fcy 28K Ma LIR—2—EBEFT7vt4A4 (FcrRIla RGA) ;&%

AFH, FEAERIF-TP K OEAERIFI-EU @ Fcy RIla OIEMEICHONWT, =7 =7 X —fifaL L
T Jurkat MifE, EEAJAIAE & L C tmTNF @ 228 Bl S 72 NSO fifa 2 W T, FtiRn 2 Z i
DOHIED tmINF o LW Fey RIla IZF5EG T2 Z LIk v an s LR — % —#E 1 OfE Nk
IbERIET D EICEVEE M LT,

ZOFER, FcyRIlla RGA IEPEDFRIE & U 7= ARAIREHEY)E O I FE RO FIER D EC50 12 %9 53
FHIR B B HTR D ECso DFAXHE (%ECs) DFHIE (SD) 1. AHI 99 (7.0) K OVE R
-EU 108 (8.9) TRIZETHY . HWAilFELV G- TNDH I END, AFID FeyRIlla RGA 1%
PRI DWW THEHERLAI-EU & LM N RSN, £, EHERIF-TP (1 oy b)) OfEixz
DHFIFAINTH D . AH R OFEAERIFI-EU & FEIL T\,

A, FEHERLA-JP K OMEHERLAI-EU @ Fc y RTla RGA #iE  (EC5o #HAFE : %ECs,)

Aokt N SR fif SD eV (%) fe/IME I5e KAB

A 12 99 7.0 7.1 84 109
RS- TP 1 NA NA NA 109
A -EU 11 108 8.9 8.2 96 | 126

N=m > M, SD=fEHE(RZE, CV=EEN{REk. NA=# Y47 L

FEERIAI-TP « L X — ROSIMFHEA 100 UEAS@BEIC L VARSI v 7 Y v <7 (GEE T
#z) HH]

EHERIF-EU : Remicade® [EMA (OMNESESL ) I L W AGRENIA v 7 U v~ (BT )] 5H)

c) FcyRIIa ~D#E &M
AR, FEUERLF]-JP K OMEHERLEKI-EU @ Fey RIla GE=F 158V/F*) ~DOfEakE (S
BRI BE R ONRE S BLFnPE) 12T SPREEIC L 0 3Rl L 7=,
Fcy Rlla ~D#EEFEDIEIE & U o ARFIE EYE O Mgl e 5 (K« Ky= i f L e

(kq) /REAEEES (k)] ISR 23080 Ky OFFHE [FEXF G EHE (%K) ] 0
fE (SD) &, 158V TITAAI 83 (3.7) KOMEHERLA|-EU 83 (7.4) . 158F TILAA] 83 (4.6)
K OREHERLAI-EU 82 (7.3) TRETHY | HAITERLV G- TNDL I b, KHAID Fey
RIla ~D#EAFFMEIZ DWW THEAERIAI-EU & OFEBMEN R S iz, Fio, EHERF-IP (1 =
v &) DAL Fey Rllla 158V TARFIOEIFH % O F 22472 b O D ARHK| K OFE YR -EU
EIEELL T,

XIB8FEHDT I /BRANY L, T LT T2 DONT a s m
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ARFH, FEAERLFK-TP K OEYERIFI-EU @ Fey RIla 158V X TN 1658F ~D s A HtE (FERHRE &

W %K)

sk [N | wmm | oso [ ove) | R | Rk
Fcy Rllla 158V IZ%F9~ 2 AREfEEHAHXE (%K)

AHAl 10 83 3.7 4.5 76 | ss
A ERLA - TP 1 NA NA NA 90
R HERAI-EU 10 83 7.4 8.9 72 | w
Fcy Rllla 158F \Z%F9~ 2 fREfEEHAHXE (%K)

A 10 83 4.6 5.5 6 | 92
YR -JP 1 NA NA NA 84
2 v 807 -EU 10 82 7.3 9.0 R

N=m v N, SD=E¥E(RZE, CV=A®{REk., NA=M7 L

FEAERIA-TP . L I — ROGREEA 100 URAEFBEIC I VAR INIEA 7 ) F o~ (BB TR
%) A

FEYERUHI-EU : Remicade® [EMA (RRMNEZRS ) IC L W EABENTA v 7 ) F~7 (s T Z) ] RH)

5) B#HEER INFa (tmINFa) ZN T 2@ IKFEMARESE (CDC) EME (/n vitro FHER)
a) NSO #Hf=Z L = CDC ;&%
ARF, FEYERIF-TP f OMEAERIFI-EU @ CDC & PEIC DWW T, tmTNF o 2 F 84 % NSO #llfa %
FERIANE & UCTHWCRME L 7=,
ZORER, AA|, FEUERLFI-TP K OMEAERIAI-EU (X, W40 b NSO M o fl i 5E % 12 B8 (K 77
MICHEET DI ENRESNTZ, £z, CDCIEMEDIRIE & L2 RKBAREUEYE D ECs 2% T 27
BED ECso DFHRHIE (%ECs) D -HIE (SD) 1EAA] 102 (3.0) K OMEHERIAI-EU 96 (10.2)
TR%ETHY ., HAITERDH->TNDHZ b, KAID CDC FEMIZ DV CHEAERIKI-EU &
DOFRMER RS NI, Fio, EHERF-IP (1 2y N OEIIAFI ORI Z DT 2o 7z
b DD KA R OFERERIFI-EU & B L Tz,

ARA, EUERIA-TP K OMEHERIFI-EU @ CDC {E1E  (ECs AHRHIE : %ECs5,)

¥ N FHE SD cV (%) e/ ME SN [}
AHA 10 102 3.0 2.9 97 106
A28 e L 1) - TP 1 NA NA NA 92
R HERFA-BU 10 96 10.2 10. 6 86 | 123

N=r > &, SD=fEHE(m 2, CV=2BIfRE. NA=RZ4 72 L

REHEREI-TP : L X & — ROSIEFHEA 100 EEFBEIC L VAR INZA 7 ) X~ T Ghfs
%) HFI]

FEYERUHI-EU : Remicade® [EMA (RRMNEZRS ) IC L W EABENTA v 7 ) Fo~7 (s T Z) ] RH)
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b) ELISA.kIZ& % Clq#E&iEH

ARHA, FEAEGHE-TP K OUEAERLHKI-EU |2 DWW T, & b Clg ~DAEE1EME % ELISA ¥ TR L
7=,

ZORER, A, FEAERF]-TP L OREHERLF-EU 1T\ T 1 b Clg ICIREERFICHEST 5 2
EMTRENT, 2, Clg #EATEMEOFIE & U AA, AEAERIA-TP & OMEHERLAI-EU @ Clq
BTG O AR K EY B )T 2 M AHE (%RP) OFEEIfE (SD) 1%, AH| 98 (8.5) K UUE
HERLFI-EU 94 (7.3) TRHRZETHY ., DMIFER VG- TNDH I EnD, AFID Clg #EATE
PEIZ DWW CHEYERIAI-BU & OBERIMERN R Sz, EAEREK-TP (1 vy b)) Oz O#HPH
WTH Y, AKHI K OEEERIFI-EU & B L T\,

AK . FEAERLK - TP K OEAERLKI-EU O D Clg fEATENE (FHXHEM: © %RP)

o N Sl SD vV (%) H/ME KB
AH 13 98 8.5 8.6 83 114
1 L - TP 1 NA NA NA 96
R -EU 13 94 7.3 7.8 83 | 112

N=m > M, SD=fEHE(RZE, CV=EEN{REk. NA=# Y47 L

FEHERLAI-TP : L X & — NOREEEA 100 DEASBEIC L v ERanicA v 7 ) o~ 7 GBS Tk
z) S

FEERUHI-EU : Remicade® [EMA (FINEIRSHTF) IC L W AR SN A > 7 U o~ 7 (BEEfZ)] 55

6) Ba'R1H Fc 284K (FcRn) & DEEHM (/n vitro RER)
FURO 3311 1861 @ FeRn ~DFEAMEIC L 0 B L2235 2 L AME SN TN D 9,
AFH R OEHERIF-EU (2SN T ., SPR ¥EZ VT, FeRn ~OD A B 3 B M OVt & B %
A L7 . AR M OMEHERIAI-EU D% >3 — 27 T JTELL L TEY . FeRn 125 5 #E
BT EE~EB MM TH o7, £72. FcRn ~OFEBSIEMHORRE L L 7= RAEEY'E O
i f e e (K, - K =MEEEE e (k) /AEEEEES (k)] ECxHd 2380 K, 0%t
fill [FERHRS Gl e (%K,) 1 OFEHfE (SD) 1d, ARHI 97 (7.6) K OREHERIFI-EU 105 (6. 5)
THRZETHY ., BHANELS>TND I END, AREID FeRn ~DFEA R D THEAE R
-EU & OFELIMED R ST,

AF Je OAFEHAERLF-EU @ FeRn ~D 5 SR (K B OFEXHE : %K)

ok N SEYIAE SD eV (%) B/ IME B KAE
A K 15 97 7.6 7.9 85 112
FE YE &I -EU 10 105 6.5 6.2 96 114

N=w v hEk, SD=HEYE(R, CV=2L@hfR%k
1 HERIFI-EU : Remicade® [EMA (BRINESESTFIC L VKB INA L7 VX~ T GEETHIRZ)] 85

(3) FFASTRBSNT - FEAERE
AR L
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VII. EMBREICEY SHE

1. MAREDHRS

() BRELAMGMPRE
AR L

(2) BRERARBCTHESA-OFRE

(AHAD

1) BERS [BERA GAEAT—4%) : S\EE 1 4853X88 (B5371001 E)] ©- 40
SME MR ER A 130 il & kt5 & LT, ARAI (n=41), HEHERIF|-EU (n=45) K OEHERIHA|-
US (n=44) % 10mg/kg O M & CTHEIFHIRNE G- L1z & X O BA OEMENRE T X — X 1L,
MmiEFRE -7 7740 (FR) I2—% LT, 3®BARMTHELLL Tz (FTHR), =
YERIAI-FU M O HERIAI-US (2% 3 2 AH | A ONCAE UERL A -US 129 D AR YERLKI-EU O C,y
AUC e B T8 AUC,,; DA D B Sy OV D 90%AZHEIX L., WFh & HEafcHE L7
KEFHN (80.00%~125.00%) IZ& N2 &b, 3 WAIMOKYBHREIZ IS 1T 5 RIS
JTRVE PED HERR STz,

A E NG FEHR B IAH AR YERAI-EU e OMEMERLH-US % 10mg/ke o> I B T H AR
BELELEOMBETRE-KHT 07740 (hRfi) *

300000
I
-t
th 200000{ 1
E |0
S 180000 r.y‘
x 1
N
100000 §%‘\k\‘.
\‘\\\B
5000 e T
S .::t:'—:?-' :‘1‘}“ —
LS |} CET—— TR———
"0 10 200 0 400 500 60 700 &0 90 1000 1100 1200 1300 1400
B (hr)
AR —— Al - - O MEHA-US - 1R2ES -EU

TR THRE (100ng/mL) RO MEFEEIX, Ong/mL & L CEMKHELZFEH LT,
128 HEHUHI-EU : Remicade® [EMA(BRMIESLGTIC LV EKRINTA v 7 VX< (BETHEMRL) 8

1]
128 48U -US : Remicade® [FDA CREMEMES MM ICL VAR SNIA L7 ) X1 <7 GRIGTHMZ) 8
]
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A PR RE A R 8 I ASA | A v -BU K O U -US % 10mg/kg o & CH[alHE Ik N # 5-
L7zt EOEYBRENT X —H

SR - 8 il = A A 2

RT A =% (HfL) A FEVERLA-EU FE VR -US
(n=41) (n=45) (n=44)
Coax (12 g/mL) 221.9+ 43.8 202. 7+ 46. 1 209. 3+ 50.5
AUC ;. (g hr/mL) 5696012157 51180+12868 5301011906
AUC;,¢ (p g-hr/mL) 61460+ 14386 56130+ 15972 57610+ 14334
CL (mL/hr/kg) 0.1725+0. 0456 0.1918+0. 0527 0. 1855+0. 0521
V. (mL/kg) 79. 58 +20. 73 92. 06+25. 85 84.92+24. 52
Ty (hr) 344.5+99. 72 367.6+106.7 335.1+124.5

FEHERIFI-EU : Remicade® [EMA(BRINESGFIC L VAR EINTZA L7 ) X~ (BIEFHIZ) RHI]
FEHERIFI-US : Remicade® [FDA CKIEASMERLEN IZ L 0 ARENIA 7 ) <7 GBRIETHMZ) R

n o W ENRE & AN L 72 R AE L Coas

e L9 PR BE

AUCyasr @ O IRFFH 2 & B #& E B AT RERFFH] S C oD if 3 o i P2 — B [ R T i

AUCi ¢ :

CL: 7 U7 7 A, Vg

TEFIRREIZ

0 FRf ] 7> & HERR I IRE ] % C oD i o i BE — B ] R 7
B D0MER, ty « FARAA OISR

HME N EFEBE R 2 6 SIS AR F, FEAERIAI-EU e OMEHERIF-US Z HEIER RN 5 LTz & &
DHEWERE T A — F ORI LR

. e A fE e fn] . 90%
A7ATS MD mm | omEAL | PEokt | R
A CRBAD)  BERA-EU O FAGAD
Cpax (1 g/mL) 217. 4 197. 6 110. 03 101. 32, 119.49
AUC1,.. (pgehr/mL) 55600 49650 111.98 102. 85, 121.92
AUC;.; (ug-hr/mL) 59750 54080 110. 49 100. 67, 121.28
A AR N BERAUS O D
Coax (1 g/mL) 217. 4 203.1 107. 05 98.53, 116.31
AUCy,., (pg-hr/mL) 55600 51640 107. 67 98. 85, 117.28
AUC;,y (u g+hr/mL) 59750 55810 107. 06 97.49, 117.58
B BLAT B0 (RRLAD % BERATUS GO RBiAD
Cpae (e g/mL) 197.6 203.1 97. 29 89. 72, 105.50
AUCL... (pg-hr/mL) 49650 51640 96. 15 88.45, 104.53
AUC;,y (u g+hr/mL) 54080 55810 96. 90 88.42, 106.18

1 AEBLF-EU - Remicade® [EMA (BRMNEHFF)IC L VKR ENA v 7 U F i~ (BisH#LZ) 5]
2 AEBLF-US : Remicade® [FDA CKEIAMEMRGE IC L VERINIA 7Y i ~T (BEETHEZ) 5]

Coa + F5 50 LT 795 S

AUCyr @ O FRFFH] > B Fig & A 8 P RE I ) S5 C oD LY A a5 P — e ] R T v o

AUCinf N

0 FRf il 7> & HE RS RF ] S C oD LI Hh I B — g ] st 0 T i

kHEAEE ot GRERELA 5 LA ROV D 0% EBIXHE T A—k v FERRLE Lz,

TE) AHIOERN TR S - ke

(ESIES

BEAFIRIR TR0 70 T RLIR IR
Bt ) v ~F (B ofMERE O k25 Te)
N—=F = v MEIZ K DERIEREELS &5 R
S PEECRE, ORETERIRETA . MRIEMERORE, SRR BOE

SR ELME A HE 2

RONTNPOREEL RS 7 01— IFOIGRK L OCHERRE BEFRR THRA D REEITRD)
HEEN O EEOIFEICH 2 BE

NEE AT DA

HEAE D b BAE OIRIBEMERIG R OIGH (BEFARIR CARR T2 25812 RD)
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2) REHRE BEHiVOTFEE NBEAT—2E5D) EEXRE 3 858 (B5371002 58] ©
ANMLFY— N THRERRTDRBEES Y v~ T HBE 649 BlaxtRic, A ML XH— MMf
AT CTAA (n=323) XIFHEHERIAFI-EU (n=326) Z %5 1 BB (0 #2565 30 B R
BHRITET) I2BWT, RESHIRNZEG LZE & (0, 2 RO 6 BIZIRBREK 3ng/kg % /5
TR G L2, 5 14 80613, BEOREBIG 2 K L 72 B8 13 3mg/ke ZHERF L
Too o BEOERKREIG Z R LieroTo, b L KRR S 238059 L 72 BB 12 1% Smg/kg
R L, FhE 8IS L BHEE Lic) . ARFI R OAEAERIFI-EU o (i i B HER 13
FTHEELTEBY ., PP RyEIEIC RIETEE S 2 RFIRK CHEELTWD Z &R
RSNz, £, HARNEFE 46 i CRAIRE n=23, EEAERLFI-EU n=23) T [AEROMEA
Iz,

(TV-5. (4) 1) QLiRER] OEZM)

B Y © ~ F B & R GUTARF S IAR ERA-EU &2 G SRR G Lz & & o i i
CEY By et REE . 5 1 IR EIH) GtEAT —Z &)

A 2 ADA B5 ADA &k
S A | i) -EU KA | v -EU A | 5 -EU
Cirougn (ng/mL) *
0 1 N=322 N=323 N=156 N=166 N=163 N=156
(1 H) 0 0 0 0 0 0
(0~0) (0~0) (0~0) (0~0) (0~0) (0~0)
14 8 N=302 N=310 N=154 N=159 N=148 N=151
1497 1025 0 0 3351 3063
(0~10590) (0~7643) (0~4014) (0~3428) (492~15660) (197~8440)
30 11 N=281 N=290 N=143 N=149 N=138 N=141
413 279 0 0 2846 2385
(0~17253) (0~6017) (0~533) (0~575) (386~10050) (192~7580)
Cuax (ng/mL) *
0 N=319 N=322 N=154 N=166 N=162 N=155
(BB 1R) 64240 62200 63830 59290 65530 66080
(31570~102000){(23260~95990) |(35630~101500)| (1603~93170) |(11180~102000)[(29140~101200)
14 8 N=297 N=299 N=149 N=152 N=148 N=147
71250 68450 68280 62010 75640 75090
(1617~150500)[(3367~144500)| (0~157500) [(1091~118200)|(5633~129400)|(8857~159800)

FEHEHLHI-EU : Remicade® [EMA(RRIMNEIRGF P ICE VAR ESNA L7V X2 ~=7 (B -HEz) 559

* o ERETRME (100ng/mL) HROMIE P EREIL, Ong/ml & L CEMMHEZFHH L. Coroun KX O Crax
EHICHRIE (5= HANE—95 RX—t XA HE) ERT,

N - BN REAENT T2 R E. ADA : HUEEMIPUR. Cirown © MIEH b T T PEEE . Coax i LT H 8 2
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B Y O~ F B & R GUTARF TR ERA-EU & SAE# RN R G- LTz & & oI iR E

CREhiefEdTxr G4E R . 28 LIRIM)  (H AR ALER)

FFAT AR ADA [51: ADA Fat

IRe 51 AA | - AA | s AA | R R

Cirougn (ng/mL) *

03 N=23 N=23 N=8 N=9 N=15 N=14

(#®18) 0 0 0 0 0 0
(0~0) (0~0) (0~0) (0~0) (0~123) (0~0)

14 A N=21 N=22 N=7 N=9 N=14 N=13
2361 1158 0 0 3351 2811

(0~6489) (0~7420) (0~2361) (0~1202) (711~9304) (0~7561)

30 3 N=19 N=22 N=7 N=9 N=12 N=13

1718 1237 0 0 3036 1935
(0~7253) (0~3545) (0~0) (0~483) (1402~7253) | (192~4605)

Cuax (ng/mL) *

0 N=23 N=23 N=8 N=9 N=15 N=14

(#18) 56820 60590 57600 56420 56820 62730

(33730~79660) | (43610~71080) | (42590~78440) |(43610~67170)| (7051~87520) | (42730~73220)

14 58 N=21 N=22 N=7 N=9 N=14 N=13

63050 66980 61970 73430 63140 66700
(47710~98040) |(45640~102200)|(38440~90470) |(43280~102200)|(47710~128600)|(50070~135100)

FEHERIKI-EU : Remicade® [EMA FRMEISEITIC L VAR ENTZA L7 U ¥ ~7 GEBETHMZ) 5575
% B FIRME (100ng/mL) ARf O MG EE X, Ong/mL & L TEARFEEZEH L. Coroun X Chay
EHICHFRfE (B RX—E HXANE—95 N—k X A VE) ERT,

N BB REMEAT X R E R ADA  HUEMIPUR, Corou : IEH ~ 7 7R, Couy

B e L7 T e RS
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(L2 — RO S EER 100)

3) REHE [VOo—VEESH]
ERNZ a—JFREICA 7 ) Fv~7 (Glin T z) 8K % Smg/kg O ET 3@ (0,
2, 6 ) FREEEIRNE 5%, 10 BFEIERFIC Y EAFE O Sz BE 2 x50 14 H LK 8 1
kG TG L -0y 2 it Lz, 8 MR G OB ERTOMIET A7 U X
S TWEE (APT V) TR SR Y,

4) BE®RS [(V0—2REE]
Smg/kg 8 WMMREE G TRHENHERF CERWEFE O bmg/kg &5 8 WHOIMEF A > 7V F
VY TRE (AVT V) 130.30ug/mL THoTZN, ZHHDEEIC 10mg/kg 2R E L=
A, 10mg/kg 5 8B OMIET A L 7 VR~ THRE (AT ) 1£1.29ug/mL £TEH
HL=m,

5 BE5RfFEERR [V 0—2REHE]
5mg/kg 8 WML TR DMERF TE 2 WEE 19 BIIZ bme/kg 4 BRI G E2{To7- & X
D 4 W OMIE PR, B&5-HIFRERMEAT & el LTI L7, E72, Mg iR e X 40 18
¥ CHEFRF S L2 Y,

6) BEERURERE [V0—VREE]

Smg/kg DHMIEE TlIfmim P HEE (Cmax) OPIAEIL 118 4 g/mL, DR (VdE) o
OB 3. OL, YA PEEINIX 9.5 B Th o7z, BRRBRIZE VT, BE O, Fin, KE,
FF R OB RS RE S O BN O Y BN REN 2R 2213 O bR o 7o, B B RV Al & fif
HALZEETEH, FHLRWVWEFICKH L CVAMEOEERBEMARD by, BB EER
NEVHINEBRENT AR BT L0, RERIFE~MER LR EEZEZ bR Y,
A7V Fv~7 (BlafFfaz) "WAOZ VT I 2F, BEOIZ LT F=ME1dH 50T
AST LAHBHIZER O HLT . BHRE - ITHEREELT ICB T 28HBOEITFRO N o T,
bmg/kg DIREH G Z2Z T =31 TIX 1 BlIcA 7 ) Fv~7 (BE MR AN
LEERBRE S GEEANCBT B ) 1,

Y ENRE N T A — X 03 Cyy 2 3 Cpre 6 Cpre

5mg/kg AT 168 33.7 21.8
B (n=28~30) DU 3 a7 F i duke 113-206 26. 7-46. 4 13.8-33.3
ii 10mg/kg AT 359. 5 75. 1 50. 6
" (n=29~32) DU 4 A7 5] B 3% 274-419 54.1-93.7 31.7-69. 1
Co: B G-HET 1 RF[E M. Cpre: & 5-Al{H (u g/mL)
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1) REHRS (B o< FEE]
ANMBPLEF—RMEAT (bng/lLLE) T, A7V Xo~7 (BB THEBZ) 8K 3,
10mg/kg Z#A], 2@, 6 WBICKEHRG Lz &omFEFEEXHEIIZIE®mE L T
U7 (ZEEREERER), £72. Y, T, RIBRERLVE UV AlHDWVIEIERAT B A R
PEPLRIERIDE I L 2 S OEMBNRED Z= XA L2 o 7223, B (BMI) oI
PE o THlE FIRE ST 2 EmN A bz, TFXIXBEREEEZ AT 588 2D ERE
DENFET EDEDIAHTH S 0~ 3mg/kg OB G- %25 1F 72 49 H1Tix 2 #i,
10mg/kg DIER G- 22T - 50 FTIiX 4Bz, A7V Fx~7 Bz ®Hc
PIRCARAETINLN/AY i Aan R 4V RN

0.1

0 2 4 6 8 10 12 14

t t t HE5 %R (week)

1147 xv~7 (EaTfz) M) v~FBREFICA 7)o~ T
A - (EfEFHMZ) ®AIZ A N hLxd—

—O— : 3mg/kg (n=49) MR T (6mg/3ELL L) SEHEFGE RPN %

—@— : 10mg/kg (n=48~51) S LEROMBERA 7)o ~T R

EHRE (P77 V)

miFh1>7Ux < TRE (pg/mL)
>

WY ERE N T A — X 0 Cyy 2 ¥ Cpre 6 ¥ Cpre 14 &
3mg/kg Sl AR YRS | 47.9+11.3 | 11.5+4.1 5.6+4.1 |0.8*+1.1
B (n=49) AT v 47.5 10.8 4.8 0.5
2 10mg/kg | P A= (RS | 168.4+48.6 | 35.6+15.2 | 22.3+13.7 | 5.4+5.8
| (n=48~51) AT v 168. 3 33.7 20. 6 3.6
Cop: BGHT 1 FERI#EME, Cpre : % 5-Rifi (ng/mL)

8) BEHRS [AfM) v<vFEE]
AR R — AT (6mg/#@LLE) T, A7 VX ~7 (GBI Z) 8UHK 3mg/ke
ZEl, 2 H%, 6 ME IR IR G- L, 9l &Ht & 3mg/kg, 6mg/kg & %V I 10mg/kg %
8 WM CHKERG Lz & oMmEPRETHEICIFIZHA L CHEMLEZ (EERR),
3mg/kg B 5% 21T 72 99 Bl TIL 27 B, 6mg/kg G- %51 7= 104 11 TiX 24 i, 10mg/kg &5
T 104G IR 136IC, A7V F~7 (BIETFEBLZ) BANCKT 2P0 M H
é z}”u‘: 53) . 54)o
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9) REH/RS [AfH) o< FEE]

WK 5 T AERRBR (ATTRACT #BR) 128\ C, A b bW — MEA T (12.5mg/#HLL E) T,

A7V Fo~7 (BinrHiz) 5% 3, 10mg/kg ZA0E, 2 W%, 6 % ICH R EIRA

L, 5l&fiE 4 MRS 5\ V% 8 MR T 102 MM KE G LI MR L &M

MEIZ AR BELFMEREELZEMRIICHIEVHERTL 2 BB SN, 3ng/kg DX

w\eh (4 HRER) %07 73 61 TIE 10 #], 3mg/kg DXEHRE (8 W) %=J7- 71

B TIL 8 f5il, 10mg/kg DKAEH G- (4 BMFE) 25157 74 B TiX 1 ., 10mg/kg O KIE & G-
(8HMME) ZZT- 7T HTIZ6epliz, A7 )Xo~ T (EinTiz) ®ENCHTS

PR SN GLEANCB T 2 k) 50 %,

F1) A7 )xv~7 (BETHE) JBAOKRRKHEIT L 10mg/kg TH D,

10) REHE [R—F v MRICKDPHAMBESNESBELEE]
A7V F <7 (BlaF#z) #8545, 10mg/kg ZHE, 2 H%E, 6 BEICKRLEL, 5l
frx SIEMIME T 46 % £ CRER L Lz & & O MiEPEE IR G BEOBINIE-> TE< 22
D, BELIZMETRREEZEMICOEVHERET S Z ERBEINT, KRR TIT 5,
10mg/kg DREHR G 2% T2 8HIICBNTA 7 )Xo~ (B z) RANCHT D
PUAR I S e o 7z 29 50

1000

(O B o o e o e o e e S B e st e B e e e e e
02 6 14 22 30 38 46 50 54
tt ot

t t t t 1
VE S %ISR (week)

miFhA > 7 ) %< TRE (ug/mL)

T A7 )X ~7 (B z) NR—F = v MFIZ XL HHEERMEREES E
A& 5 IERBEIZA 7 ) v ~T (BIZT
—O— : 5mg/kg (n=3~4) R 2 ) BN A R B IRN R G- L
—@— : 10mg/kg (n=3~4) FEOMBERA L 7Y %~ 7 EEH
B (AT Y)
e o= . . . 30 18 .
HYEHRE T A — X 03 Cyy 2 38 Cpre 6 i Cpre c 54 38
pre
5me/k LAl £ 114.9%+20. 3 15.9%9.9 14.3x7.7 6.7t4.5 | 6.8%t4.7
mg/kg e
£ | gy | IR
5 AT v 119.0 15.7 13.3 6.3 7.0
£ | 10ma/k SEfEE | 193.1+17.2 | 32.5+£22.7 | 26.0*+17.6 | 5.9+t6.3 | 4.8%+6.1
& mg/kg e
(h=3~4) 2 HE AR 7
AT 185.9 32.9 32. 1 5.2 2.6
Coy: B 54T 1 W%, Cpre : #H-HIE (ng/mL)

E2) A7) Fr=T (BIBTHBA) BFIOKBRKMARIL 1A Sng/kg Th 5,
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1) RiERE [Rr@EE]

SRR S L RS R B E IS T ) o~ T (BB ) BK Sme/ke & 1)
[\, 2 %, 6 HZRICKE L, slEkiE 8 HEMRT62 AZE CHRELLEE, ZE LM
HEPREZMERFT 5 2 L BlE SN (REEAYRRER I OWkfe & 5-5888) . Smg/kg DK £ 5
ZZTT 3 B 8, A7 X~ T GRE B RANCKHT 2B B S
Too B PERRE A | RREMEBEI AR | IRIE M R R O AL RE B IS A 7 Y
¥ov7 (BlaFHHz) ®H bmg/kg ZH)El, 2%, 6 HRICKRE L, Jl&kix 8 MM
T 46 % ETHRE LI EE, 4BEEND 4BEETORY S EEDOMIEPHE (i
fiE) 1% 0.39u g/mL 205 2.27 u g/ml OFIFH THERS L7z (B H558), dmg/kg OKE K5
ZEFo 64l 19 B, A7 VXU~ GEBEE B L) AN T 2 PR3 M &

ﬂf: 58). 59)
S EhHE N T A —H 03 C,y 14 3# Cpre | 30 ¥ Cpre 70
»w Sma/k YA fE A 97.18%£19. 40 3.34%+2.95 2.1612.18 | 2.22%+2.26
mg/kg o
5 YR 2=
. | (n=27-35) Eﬁ;ﬁ
= ATV 98. 33 2.45 1.48 2.09
Coy: B 54T 1 BeI#%1E. Cpre : #G-HIE (ng/mL)

12) RigixE GREMEHERXESE]

A7 VX~ T (BiaTH#Z) KA Smg/kg ZAIE], 2 Bk, 6 MHEICHELG L, 5l &kt
6 HERT 42 WEETERLG L E, XELLLMETREZMER T2 2 0BIEIN
7o bmg/kg DEF G- ZZ T =33 FTIX 26, A > 7V X ~7 (ETRHEZ) BA
SR B BRI S gz 0 0,

SMENRE /ST A — K 03 C,y 24 ¥ Cpre 48
f 5mg/kg SEHE RS | 91, 76+21. 10 7.40%+4. 33 6.96+4. 48
= | (n=32-33) AT v 86. 28 7.01 7.37
B
Cop: BHHT 1 HE#% M, Cpre : % 5-Hifi (ng/mL)

13) RiEE DEBMRBREE]

A7 VX~ T (BB Z) BA Smg/kg A, 2 Bk, 6 BHICELG L, 5%k
& 8 HAMRT 22 B ETHRE LLLE, BELELMEPRELMRF T2 2 0388
7o 5mg/kg DREHR G272 104 FITIZ 10BN A > 7 U X ~7 (EinFHHz) A
W2 PR S vz 9,
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14) RE®RE [EEEXBXEE]
ACTL RBRIZBWTC, A > 7V X ~7 (B Ti#z) Al Smg/kg 240, 2 H%, 6
BT HETEEIRNEE G L, 9l & sTHMM T46 M ETHREGE L L &, B LM
EAEEMMICOE 0 #EEET 2 2 RSN, Smng/keg DNE®R G 25T 72 116 HlTix 9
BNCA 7V Fo~T GBI Z) JANH T2 PR Sz GFEANCBT Dk

) s

(3) s
AR L

(4) BE - fREOXE
EE R L
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2. EMEERB/INS A —F

(1) BEmAE
pEhEEIL, v ar X— NA Y MENTEZHOTIHRE LT,

(2) RIEEEH
Y LR

(3) HKEEEH
YR L

4) DIyr7r7320RX
R A 10mg/kg CHEIFIRNIESG- L2 XD 27 U7 52 A (CL) 1Z. 0. 1725+0. 0456mL/hr/kg
Thotlz, WEANT—F)

(5) NHEE
fERERRALZ 10mg/kg CTHIEIFFIRNE G L7- L & OEFIREIZB T 2 0MA 5 (Vss) 1%, 79.58+
20. 73mL/kg TH-o7-, GEAT—%)

(6) Z0ft
AR L

1) AHIOE N THGE S A7 B ae U320 R

BEAAIBHE CRRA 143 72 F Ao
Bt ) v ~F (B ofERE oY 1k z & Te)
N—F = v MEIZ & D EIRERER S & D K
SRR, FOREVEBIER A, MR IERCRE, HOREVEAL O
TRIEME A HE SR

RKONTNNOREZIRS 7 B —FOIRR L OHERRIE (BEFERR CORA TR 5EICRD)
HEENO EEOFEHHICH 5 BHE
NEE AT DB

HAEIE 20 b BAE OTEIBIERIG R DK BEFIR R TR T3R5 E8I2IRD)
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3. B&M (REaL—Yav) @Hm™

(1) @AE
o =M A "L OMEHEERBEEZME) 2—a X=XV ET L

(2) IS A—BEHER
ONEANT — 2 Ete)
AR ML ¥V — N THRAR S RIGEMERE U U~ T B Z X SR TR ERLA-EU % X
EHNRA RS L= EEIE R 3 /B3R BR (B5371002 3RBR) OF 1 1SR (0 B 55 30 Mo
TR 5T E C) 12 649 Bl B LN Z MG FIRE - BT — & & iV CREER SK ) Bh aE A
Mra d2he L, AH| & AmAERIFI-EU O Z 2SO W CTREEMEYBIRE T T L 25 LTz,
ARLE BB RBARAT OFE R . ARH R OIEERA-EU OEMEREIZ, hRa =k )
SOMIBHEEBREAME) 2—a L /3— AV FNEFAMICE D FHA I, MEHORKET VI
BWT, 7V 7 Z A (CL) IZiE, PiEmbiiR (ADA) JROMERI, Hidea > X— K X > kD434
R (V) 1QZ, mENEELEE L L TELERERN I N,

4. RN
ML

5. 7

(1) Mm%k — fxBE P9 @@ 14
MYER L

(2) mik—REEREMERE
UGB L
<BE>
FAT A FEIE S TIE, BBREBEEN DD L ORENDH D, Lo T, KAIOE G 2% 1)
TRENPLOHAERICBWN T, BEOV A7 NEEDAMENRDH D72, £ T 7 F o & Bl
THRICITEEDRLETH D,
§) THRATSAFAERER] X, A7V Fv~7 (BETHEZ) ®WAZET, o, TRA X, 1~

TV XU~ BEETMEZ) (A7) v~ 7%k 3] JElIEET,

(3) HIA~DBITH
AR L

(4) BEHR~ADFITH
MM E R L

VII. HApEhhelZBd4 2 HHE 71



(5) ZohoiBEE~DBITHE
MU ER e L
<ZF . LI — RUUEEES 100>
EhINFa FT7 AV 2=y 73T ARRRRMBAER~ 7 212, PSE#HIEA 7Y X~
TH) 10mg/kg ZFARNER G- L7z & & Oy « SRR BER B 1TV b Dk, Al BRI
<, IR, FFRE, AU R ORI R AL TR o 72 0V,

(6) MFBEFAE
AR L

6. X

(1) BB R O BHR R
MUERR L
<BZ LI — ROAEEEA 100>
th TWNFa hT7 VAV x2=w 7~ 0 AT PSEEIEA 7 ) X2~ 7K 10mg/kg % RN 5-
L7ce A, MIEFIZIZFEE LTRE KSR S, @It Snenrorz, £/, &
b 1gG, & [RIERICHIMEN 2 RIS 12 X 0 (RN T BRI E NS b o Ll SN D 0,

(2) RHIEIET HEE (C1PAS0 %) OHFH, H5E
G L

() VEBEBNROBERVZDEE
Y LR

(4) REMOFEOERRUEMRLL, FELE
AR L
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1. e

(1) Bt Ep B UAEER
MR L

(2) s
MUERRL
<BHZ LI — NOaiEEEA 100>
thTNFa hT7 ATV 2=y 70 R, P"SE@EA 7Y X ~7K 10mg/kg & RN
LA, 5 14 HEETOREKPERANIEGHHNEEDZNEI 11. 5% KT
12. 2% 3P S 4L, Rk =% 23. T% CTH o 7= ),

(3) HFitREE
EER e L

8. FIURKR—E—IZET B1ER
AN -2 YA

9. BZICLBRBREE
MmMEER L

10. HEDERZAY HESE
REER L

1. Z0fs
WG L
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VITI. 21 (FALDOIESF) ICEIHIEHE

I BEREETOEH
| s
(EEstE)

11 REIF\EEICKY ., B, RIEZESCEELGREERVEREBEREOEBLENHOONESI L
AHY. XFEDBEEEIEHALANTEGLD, BEEBSEOXRKBRLHESN TS, KFINERE
SEASEAERTHNILLED, CNoDFEREBEICTAHAL, BEENEBBLI-Z L
FHRLI-LT, AELOARUNERMEZ LEHLL L INIBEEICOAIRETH L,
F. XROHFEEICEWT, EELGEMERICK Y. GG RBEE LS EAHLIDT, B
SEFICTRIHEETETIERERRVEMDE L THRE L, AFIREZICEMERAAKER LT
BEICIEK., FREICERTILOIEBEICTEFEEZEZADIE, [1.2.1, 1.2.2, 1.4, 2.1, 2.2,
2.4,8.2, 87, 9.1.1,9.1.2, 9. 1.4, 11.1.1, 11.1.2, 11.1.4, 15.1. 4 BH&]

1.2 R

1.2.1 EELRREE
B, ERREEZSCAMAREEFOHREMGREENHoONEZ LA HDH=H. +
NGBRETOGEREEDREITEET S E, [1.10 2.1, 9. 1.1, 11.1.1 SH]

1.2.2 #%

BEEME (RAER) RUMAMERZ REIR. MR, U U /N\E%) 280HEEAREL. BT
BlHLRHENTNDS, #EZDOBEREE CTIHEROBEILRVBILDOESETNALH 510, KFIH
BIZHI>THRZICEAT 5+ LGEZRVBHLY M UBREICMA, 4104 —J A -y
WEHRBRX (I YRILY ) URIGEREZTVD., BEMR CTREFZITO> I LITK Y., BRRE
DEEZHERITHI L, -, BROBRBREEICIX., NEREDREZ LI-LT, AFZzES5
TBHIE YNV Y ORREOBRENEMHDEFICEVNT., BEZFBHEZISREO N
BlEEESNTWNS, [1.1, 2.2, 8.2, 9.1.2, 11.1.2 B8]

1.3 XF®EIZEET 5 RIG

1.3.1 Infusion reaction
AFIEERHHMNIESERTE 2 FFRLIAICREIZT S infusion reaction D55, EELT
FTIO47F— (FRRHE,. JEXEE, MELER. MFEET. OEZE. F7/—t€. BEE
RIE. B, CARPESE). EELXHo N EH D, FFIEREBICHRERICDTSE
PEFEELI-LETHREZHBL.BRERTRLTALGEHEEITO 2 &, £ EEX infusion
reaction NI LG EICIE. AFDFEEZHILE L., BULGEREZEITS> 2 &, [2.3. 8.6, 8.8,
9.1.7. 11.1.3, 14.2.2 B8]

1.3.2 ERMBBUE (BIREDIES)

AHFIEE5E 3 BUERBRICEEGLOZECERMTEBE (FHAK. 5. R, LEHM
. TOE. F-HEEEE. BTESE. CAKRS. REERE. 8E%) "hobhd I ehdhd,
BESICIERMTABECHKBICHA. THLEHRREITOIE,[2.3.8.6,9.1.7.11.1.7%&
#a]

1.4 BEEEBOBRKERREY/ XITEGRZE LEDOBEN., XFZET INF FERZET HEH
ThHhobnNdIehHd, HHEEER (ZHRUBILES) RUVUTOBREEOHLIBEHFICIEEREL
BWIEEL MBREBEZR O BECREEZE T HRABICKET H58ICE, BEEGRZH
EOREBEZERI ALGE. +HLGEHEZITIE, [1.10 2.4, 9.1.4, 11.1. 4 SH]
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(EE) V< F)

1.5 REIOABETSRNIC. EXTOA FERREFIRCHOR) DY FEEDFEAE+HHE
T5IE, Tz, AFIZODVWTO+HRHBHEE )OI FARAERORERE L DEMMNERT S
Eo

(R—F v MRIZKDEAMBESRE SEX)

1.6 RFIOABEETORIC. BEARE VAR KRY UE) OFERETIHERT LS L, Fi=.
R—F v MRICKZHAMRBESRE S EXOABRRBREE ODBHELAFIZOVWT+oHE
MBEETIRNREOEMMN S EABICH LTHR LR EEZEYFERT I &,

(EH%)

1.7 REIDKREETSRIC. BEOLEEELZ (BNBEEEST) OERE+TMMETHILE, F
f=. EEOAEBRRBREZE DEMERFICODVWTHALMNEZET SEMIEREZ L YFERT S
&

(GREMEHX)

1.8 KEIDABEETOENC. BEAEE GEXTO4 FHRXERSE) OFERE+IEETI L,
Fiz. FFIZOVTOHA BB S BEESHXOZH R AEOREREZ L DEMNMERT 5
&,

(U a—2®m)

1.9 REIDABETSRIC. BFEAREOFERZTIHMET S5 L, £z, FFIZODLWVTO+5H
HEEE I O—URABRDRBRE L ODEMMNMERT S &,

CEBMEXRE )

1.10 AFIDBRBETIRIC. RFABREOFERZTIMET S &, £z, KFIZ DLW TO+5
B E BBEERGRABRORRBRE L DEMMNMERT S &,

<R >

1.1 AAICIE, REIORT XS 2BERBEASAREIN WD, T07H, BEARKTH-TH
F B TE D EER L NEMOL & TR T ZEBLETH D, LER-> T, HEICH
oo CIRERL OBEENERAMEEZZE I NS X 5 ARER Z25%E L2 (IVI-8. BIfEM ) OTESH),

1.2

L.2.1 KHFEE DS OPT INF VEH 20 3 2 A OIRM SCEOLEMICIL, B b O % 5Tk
YUEDRBINE VIAEN TS, KANL, AENAEEEICB O CTEERBEX %2 D TNFa D
TERZMA 2 Z L IC K VBRI RERET 2EATH D720 RIS EZHITT 2 2 L NE R
bhd, o, REIOEKFHE 20T H BEMEZ B E T e WEEREYYENHE Sh T
BY, AAOMARENEMCRRTHZEE2E20 Lo iBoBERvETHS (VI
2. BENEEZOEMB ], VI-6. FEOE A AT L2EBEICHETEE] KO IVI-8. g
M) omEzH),

1.2.2 FERZIZBIT DMAMNRAEIL, BT 5 EERNRFELZBRLIGE LD, MEIXEIICRA L
YR AVE A4T 9 2 & THE(LZBET S ND ATREMNN S D, AT A AEEKS S ITB T, 5k
DG SITIEFI Tl EH%E» H TRIELTZ O RO L, RN EH b s Sh T
W5, E7o, BRIBEERSEED SIEEBMEREEE AT LT EHER SN D EFI BO LN Z &0 b,
AN, ML N UREICINZ, A ¥ —T7 = v -y R T vy Y v
FOGHRAE 21TV, B EEE CT M s 2 320 L TR OB O G A2 R T 20BN D 5,
F 7o, A OMRBRYSE IR OB 52 Lz BT, ARl EREGET DL, £, et
FEEESITBNTY L7 U VRIS ORENRMED BE 1B W T H &GS IREIERS 2
BOLNEZHRENSH D (V-2 DN &2 O], V-5, EEAREANEE &L OFH)
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VI-6. FFEDOH RAATHBFICHET 2R KO IVI-8. FIEH] OHEZH),

1.3

L3, 1 AT A A EEBS B TIE, EHEGFH 5 0354 7% 2 R LI @IE A
(infusion reaciton) 23T L7-HEIC, BHEE O H D EH L L, @EUNZALE Z1T
H5Z LT LV FDLL RFERLHNZEE LT % B infusion reacion DIER & LTI,
TFT7 4T xR kRN (R, KE SRR, E BR ER T, mEEE, T —
B, KB RAE, BE, FBE), EREAH S (V-5 EEAREANER L ZOHE ] OES
),

1.3.2 [VI-5. EZEREAREE L ZORH] KO VI-8. BIEM] OEEME,

1.4 JeA7 /34 AEIRGLSITBI LT, INF o PSR & BB R A & o BIEE (B L Cid, HT INF o B
AT D INF SZRERANC BV CIHME S /- 2oL B E 2t D BRI B W T, 7
TR L CHBIERDSEL LIz s OoWmERH D ) £z, BEEEEOBHEIZKIT A
FEHENGSZHEE LIZL 25, EROBAER O E OWENRD S 09 ([VI-2. 2N &
ZOHH ], V-5, BEEAKRAWEREZOHB) VI-6. HEOEREATHBEEICHETLE
B, L V-8, BIER) omESH),

1.5 TV-2. ZRE IR T 21 <PIE Y v~F>] OESBH,

1.6 TV-2. ZhAe TR BRI BEE T 5 1 < ~N—F = v MEIZ X DHEHEMEEES & 9 % > | OIES R,

L7 TV=2. ZhEeSUIZh RIS 2 [ <> OHSM,

1.8 TV-2. ZhaE I RICEIE T 5 R <TREVEFHER > | DIEZM,

L9 V-2, XTI RICHET I EE <7 m— > OS],

110 TV=2. ZhRESUIZENRICEET 2 R <IEFAEKGR > OHESBM,

§) AT A FERSN 1T, A7V Fv~T (Blarifz) MEAZHET, 28, TARFL X, 17U F%
=7 (B\ETHEIRZ) (7 ) R~ 7% 3] BAIZHET,

*

2. ERARLZNDER

2. B2 (ROBFIZEFHBELLEWLI L)

2.1 EERBYYE UNES) OBE UERkEsE(bsErB82nndH 5, [1.1,1.2.1,9. 1. 1, 11. 1. 1
]

2.2 IEEMEREORE DEREZEASEIBZNRH D] [1.1, 1.2.2, 8.2, 9. 1.2, 11.1.2 /]

2.3 KRNORRG I~ AHKOEAE (2B A T8 b MEPUERS) (233 28 BUE O
BEREOH 54 [1.3.1, 1.3.2, 8.6, 8.8, 9.1.7, 11.1.3, 11.1.7, 14.2.2 ]

2.4 BiBERAR (BRMEMLIES) KO OBEREROSH 5 B3 DEROFRE NElLOBZNRH 5, ]
[1.1, 1.4, 9.1.4, 11.1.4 BH]

2.5 9ol LAREDREE [16.1.2 ]

<SR >

2.1 V-1, =ERNFEZOHEMB ], V-6, HEOERE2ATDEREICHETHER] KO [VI-8.
RBIVER ) OHESH,

2.2 IVII-1. HENEEZOH ], V-5, EEAREAWEEEZOE] VI-6. FFEOEREH
THREFICHETIER) KO VI-8. BIEM) OESMH,

2.3 WMBUED R A ELEST 5720, AFlEHE LRV &,

2.4 FeATA FEHE S 2 E e INF FEEICBN T, AR R (I MERI(LIE ., (AR, BT
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FHRE) KOKRBEMHRER (X7 2 - N —IEGERESE) OBSIREORIECE OB ZNLNH D

T O BER B ONZE DB D & 5 BE ~FAF A G LenZ & (V-1 HERARE O
. V-5, EEAQLARER L EOEMB ), VI-6. BFEOEREAFTHHEEICETIEE &
O TVI-8. BfER ] DIEZMR),

2.5 =—a—a—7LIRHBENED T, LAEOEIEL /S (NWHA) MEOIVED 5 - il R4 R
Faxtg b Uiz Jet13 FEIRS S OMFSMNERRBRIC B W T, DAREIERZE OB X D AR
FECINIAT/NA A BEHR G S 10mg/kg HGHETEWZ L B3RD LTz,
1E> T, ARFFEEGIT L > TORBIERDEALT DA REMER H D 1D R AR E Lz (IVI-12. &
DOMDOFEE] OHESH),

§) DEATAAAEREG] 12, A7V Fo~T (Blarilifz) RWFEZET, 2k TAF 3 170 %
=7 (BisFHER) [ 7 U Fo~T7 %3] WAIZET,

3. BMEEXIIMRICEET HFE LT DER

[V-2. BEESUIZNRICEES DL 22T D52 &,

RAERUVRAEICEET 5TE L ZTNER

V-4, AIEROHEICEET A IEE] 228752 &,

5. BEEREXRMIE L ZNER

8 EELEARNIEE

8.1 AANIMPBRENEMICOZD T 5720 (Gmg/kg HEFFIID< &b 8~12 #WE). =
MICIXEMER OBBUCERE T2 2 L, o, hoEMEA L OU D BRZOBLERT HI L,

8.2 KA G- TREZICBET 2+ R KO L > R Uiz, A v 4 —7xnr
— v FEEERRER XY UL 7 ) RS ATV, BEME CT A% 21T ) Z LIk v, R
DEWMEMERT DL, Tz, RAEGT G, %%vybfyﬁﬁ%wﬁﬂﬁﬁﬁ%ﬁ%m:ﬁ
D 72 ERSEHEORBUII o ICER L, BEICKI L, AR D IEIRDHEL L-5E (Fiid 5
W%, FEENG) (I3 EIRIEI i%#éiﬁﬁ%?é_koDJ‘LZZZ&9JQ\HJJ
HH]

8.3 AH|& S TeHl INF KNI X 5 B EBIFFA 7 A4 L ZADFIEMAL A SHE S TWA DT, AFIEEIC
HNr o T, BRFR T A NV A EROF WA MRS HZ L, [9.1.3 2]

8.4 ARFNAEG Licth, FEN WKWK, WRUL R EEE o MBI ORER D B & b 72 5812 1TE
WCEREIGERT 2 L BE AT 2L, [9.1.5, 11. 1.5 & ]

8.5 AFNGENIL., AUV FUERAIThRN &, -, AFIOEELED 7 F B L ORI
BT DEZENEE LV, RLE2ETEY 7 FUBERN LARIORS £ THoeREE
BT D ENTERVEAITIE, J17-~z74/b%ﬁé R L7 BT S Z L
BT 7 F AT L D EYYERBLO A REME N B E TE 720,

&6Kﬂ&5¢ﬁmmﬂmr%dbnﬂﬁ#éﬁﬂ@ﬁﬂ%%(TFVT)V B ERLTE
Fl, PIEAZ I UAIIZT B R T 7 7o) RCBRBNEBLZELICE/TE D XL+
flob & T, BHEEZRMGL, &5%Tﬁ%+\@@%%ﬁo_k F7o, EFRMREUE (3 HLL
ERE%) RHObND I ERHDHDOT, BEICHSIIAL, BB, BE £ o8, T - AR
., CABRE, SERSENTHEE LIZ%A . ‘%@K@%#éib%ﬁ#éﬁfﬁ@&ﬁm%ké
Z&, [1.3.1. 1.3.2, 2.3, 8.8, 9.1.7, 11.1.3, 11. 1.7, 14.2.2 ]
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8.7 E’:E?ant% B 2 ¥5-4% 3 EMOBHFA T, D ‘//Q@%@E@Eﬁr@%fﬁf)ﬁ&iéﬂf
%o WBMERIEMIRE O H 2 BEICRB OMEMGIR 2 G LcGE ., BYYEREMEY o E

@%ﬁﬁ@ﬁigﬁ@ﬁ%i HIERREEINTND, £, AH 75:5@# TNF AR L7/
RN BNTH, B O NEEOEEEENRE STV, AANCERT 2006
DTV, MRS ORBUITEET S 2 &, [1.1, 15. 1.4 B ]

88$ﬁ177255m%$ IRB LT, B MIFRMERTHY . 5%, KAICKH 580k
MDEEINDZ ERH D, HERRBRIZIBW TARANZ X T 2 BUR O PEE DR S vz BE T
PURDEEAR SN o T BEREIZH R, infusion reaction OFEEHNZVMEHAIZH Y . F7/-, K
Fl o R E DO RGN E < 72 DEM A A S v, MHEEIMET U772 EB3E TIEREOWEE O e
"ndH 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 =]

8.9 AANEFE LI-BFITB T, BN E(OIHRBE Lzt oWmENRD 5, BIERLAICIX
ARG ORIEEBETHZ &,

< it >

8.1 AT/ 3A AEES S O M PR L, 98~9.5 HE K<L, bmg/kg DEAIFL72 &L 8
P35 12 JERFEI AP EE ASRGE L TN D ARAFI DI HPi B R 18 344, 5299, 72 B CH B Y
(TVI-1. L IREEDHERE ) OHBI), 16> T, AFOEEIZ L 2EIWEROFHBUZ SV T,
BHE®ZIZT TR, TOBLHICERTLILERD L.

8.2 BEITHEBIEY: Lo BE T IERAH TW AR WSS TH, AFIO#EEIC X v fitENEE
KO T D820 H 5, 2 TORE T AL OA B2 MR 512 ORFIE G,
FEEICOWCBEHEREZ ST+ i L > N7 U RESSY L7 U ROSHRA KON H.
JB CT MRAE, A v ¥ —7 = -y R E 21T 5 MR H D, L OBERYE K OFEZIK
M EEDN D BT ITIL, PSR A 5 L ECARAIZ S L, %%Vybfyﬁﬁ%%ﬁ%
%Kﬁﬁﬁgﬁﬁfw%ﬁ IR L. BEICE. BEBEOERNEDN S EE (FikT 5
%, FEEVE) (TN E;E%#éio 2443 @ﬁ%%ﬁo_&(mn,%iﬁﬁk
%@@ELVWZ.@EW&&%@@ELVW6.%E@%%%€T5%%L%T5EEJ&
O IVI-8. FIfEH) OIEERR),

8.3 AT NA AR 2 ETe Pl INF BAI &2 &5 Sz BRFR VA VA% v U 7 O BHE IEE
JEYsE (HBs U FatE. 7> HBe /K i HBs HiikBtE) 123\ T, BRITFR 7 A L 2D FHIE
PEALDRHE SN TWD, ok, ZIHOHEDZL 1L, toOREMHIER %2 © D342 0F H 1
HLEBREICEE TV, RAFGIZHEL > T BT R U A NV AR O L HEGRT5 2 &,
BRIFR D A VA X% U T OBF B FERYE AR 2 £ 53 25613, FEERAEHE-CH
RIANAS—T—DE=H ) T ELTH 2 E BRIFR T A L ADFIEMAL O RECIER D
HHUIERETHZ &,

8.4 AFIROAT A AEHKES OF 5 L0 BEMERR OWMENH D0, AEICFE#HE L, 72
BLEICA N b U — NURIOFH R ERZE 23 BL LBy m&ﬁL%tkotfm#%
TFAA FEEL B THRE SN TS (IVI-6. BEDEREATLIREEICHET TR &
W V-8, FIEH ] OHEZM),

8.5 AKIOEEZZ T T-BENLDOHAERIZBNTIL, DY AT NEEDFREMEND D18
BT FURERETARIITERNSLETH D,

WM T, AT AEKL S O T ENREEZ T LA, E#% 3 » ARRICBCG V7 F
YOEREZT, B A 2N T TIRRYMEIC L VAR 4 5 BB TRE Lz L oSN
DT END, KRB ST /NRTE, RAIRS L BCG 2 &b T 7 F B & OfMER
BNGEICIX, BV 7 FUoBERICRR T 2 BYYEN BT 5 U A7 BBEIND, L7351 4
RSB W THA TORERDH D H DD, AFI R OFAT A A EIL S OARFROIEERJ O
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MR I BV T, é?&%y’tlﬁéﬁmf%ﬁ BO LTV, /NRICBITF 54D
7 F BRI R B RYME DO FEHNERO SR EAITIE, B ARLEEITS Z &,

8.6 SEAT/SNA AEFES L FEIREIC. AFIEGIC JZ%)lnfu51on reaction IZ DWW T, @S DG
ﬁ_%w%né%%(7bvij BB RERLVEVAL PLle AZ I VAIEFETE R T R
V7 2 V) OG- DVITEY R ALEN TE D K 9 RGE - FRIROMELE, Bk & O YEE A 1T
STELIRETHD Y, &5, BREBEUEICOWTIE, EMSOAELZEBICZIT b

BabEZ O, EM»GEFICHE YN TOND L5 bbby CARBEICEM Lz (VI
-1, BEENELEZOHEB] KO VIS8, EfEH] OERMH),

8.7 BMERIEMEIRED B D BEITRIOREMRAZ KL LI5E . BYYEREM Y o ED3
BOfERENEED 2 ERREINTND, FT2, %NAKﬁE% LS et TNF S5 A4
U7 /NESREAERR AT Tl e < BEARRBRICH W T h B Y B S o BN 2 s &
NTWD, AFNTREKET 200 5TV, BRSSO RTUITEE T 52 &,

8.8 V-5, (4) 1) AZhEMFERER] KO TVI-1. (2) FERHEBR CHgd SN-ImHRE] OESM,

8.9 AR ONIEAT/ A AEHN S 2 ETeHT TNF o AN OF 512 & 0 §ERELIAN 0 38 T b BoRHER
HEIRNERD BT & WO JEBIRE 9 235 Z L b, AFIA#EE LZBEICRBW T, wigEnE
ESUTHTHFEELT 5 FTREMEIC DWW TRk L 72, EIEOLAIILE U 258 21TV, KEIR 50
HIEEZBETHZ &,

§) THRAT A FEHEN ] 1T, A7V Xo~T Bl Hfz) WAE2ET, 2B, TAF) X, 17U %
=7 (BEETFHEIRZ) (o7 ) X~ 7% 3] A2 HET,

6. RENERERILBAICHTIIRE

(1) AHHE - BIEEFOHDEE

9.1 AHHE - BERZEOHLEHE
9.1.1 BRyF (EELGRPELZRC) OREEXIIRFEENEONLIESE
WY& &+ e BB NETh D, AANIRERSEZHG T 5ERZA L, IEF R0
ISE B G2 DR H D, (1.1, L.2.1, 2.1, 11.1. 1 ]
9.1.2 #RZOBRREE WFIHEOBEEOHIEERUVWIL Y MU LERARBROSHLE
F) XITEZBRENTEONISIESE
(D) FEEZEOBEREGF L, M2k O L > N7 oS4 EWn (B 5-861% 2 » ARIXATae
72BRY 1 A 1A, PERRITEELEISSETC) IZiT7H 2 &Ik v, ek oRIIC+
TCEBETDHZ L&, s ES s BEAH D, [1.1, 1.2.2, 2.2, 8.2, 11.1.2&
il
@)##wﬁﬁﬁ%ﬁﬁé%é&w##ﬁﬁbMéﬁA &, FEEORZIERRERD & 2 ERTIAH
HKTHZL, LTFOWTNhDBREITIE., @W&LT##H%@&@%LKLT A %
&5#6 &,
- AR A CRRIBM I A BT 20 E SN LR 26T 5B
- FEEOERE (WS EET) 2 AT 58%
A B =Tz -y RO L7 U VRS 7R EORAEIZ L 0 | BRI 5 < B
bivsBE
- WA & ORIEEME A AT 5 8E
(1.1, 1.2.2, 2.2, 8.2, 11.1.2 /]
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9 1.3BEFLEVAMINRFr ) 7TOBREXIFEEERLEE (HBs HulRIEME. M D HBc HikFE f=1& HBs i
K1)
FHSRER B R VAN A~ — D —DF =X U T R4TH 72 8 BRIFFR T A L 2 DEENE
(L DOBETER DFBUCIEE T 5 Z &, RAIZETeht INF BAIQ &G vz BRFR VA LA
X v U7 OBE TP LT ICB T, BRFR VAV ZAOBIFHE A RE SN TND, 72
B, INHOREDL L, MOGREMHERZ b3 L2 HEG LIZBFICEX T0D,
(8.3 ZH]
9.1.4 REEBENTEONIMIZREZET IBERVREROHLESE
(1) BB RN DN A MELY T 5 BEICHONTIL, RN 2 W5 O A 51T
VY, EEICERRNE & A ARMEZ T L B AR O LA R L, BH%IE I8
BEITH L, MBREEBERBEOBZNANH D, [1.1, 1.4, 2.4, 11. 1.4 B&]
(2) BBREBOZEREDOH 5 BE T, BERBZHEORELFHL, +oICEETH I L,
BEREFRBOBENRDH D, [1.1, 1.4, 2.4, 11. 1.4 B ]
9.1.5 MBEMMADEETEDHZEE
EMANCRIZ 21T 8 EET 2 2 &, MEMMRPEESUIBTRT L2 0H D, [8.4,
11.1.5 2]
9.1.6 EELMAAEE GLOEKEL. BEFERMHENE) OREXIZOBREEOHLESE
MERENENTIBZENRH D, [11.1.9 58]
9.1.7 REZEEBROHLHEE
Infusion Reaction, FEFEPEIMMBUEN BT L AlRetEnNH 5, [1.3.1, 1.3.2, 2.3, 8.6, 8.8,
11.1.3, 11.1.7, 14.2.2 ]

<R >

9. 1. 1 AFNISIERIGZ T SEH1ERNH 2 D T, EH RSB L 5.2 H RN H 5,
DD, BEYYE (BEREGYELZRS) OBEH D WITBYEN DN D BE A~ 5
B L CILi ) 72 i &+ Bl g L 70 b, 7ol BB ZREYYE K OVE B RS EZ O B
~OFHIE THg) Tha (V-4 FEROHEICE#ET HEE] ], VI-1. BENEEZ
OHEMH ], V-2, Z22NREZORMA |, VI-5. EEAREANEE L ZOHEM |, VI-8. &l
TEF. TVI-6. (8) miln& ~D# | OHEEBM),

9. 1.2 AFNIIEEMERZZ B S BENRH LD T, BHEANZ A RMBZ RN L >~ o
BEICMZ, A ¥ —7 z8v -y WHEBR LY v 7 U U ROGRAE 21TV, BB CT
MEFEZITO LTk, BB EORELZHEZRET L2 L, MEOBTELET 255K
FERZRE S B DN D AT, A ORI & 2 ERINCAHRT 2 2 &, M OB
Wi, PRSI OB 5% Ui ECL AR Z 8L L, WE L v b7 RS 2 E AT 5 %,
IR ORHICHSCERTH 28 ™ (V-1 BHENELEZOBB ], V-2, Z2NE &
ZOHEMB ]|, V-5, EEARAARNEEEZOHEB] KO VI8, BIEH] OIEEMH),

9.1.3 i34 AEIRE S 25Tt INF 8K 2 B 5. Sl BRIFR VA VL AF v U 7 OB TR
ERYeE (HBs HURFAYE, 7> HBe HUK I HBs HLIARESIE) 1238\ T, BRUFFR 7 A L 2D
EHEERHE SN TS, 2B, Zhb0MEDL X, hofEfER % & 234 % 0f
MG L2 BEFICRE TWD, REIEGIZHESL> T, B BUFR Y A L R EG D 1 % iR
HZE, BRFRTANAF v VT OBE IR AR AN 2 B 59 5651, TR
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BREBSCHRTVANAY—T—DF=F Y T EITH 70 E, B BIFR DA NV ADFIEELO
BUEIER OB EE T2 2 &,

9. 1.4 INF o IHIVER 263 2 3HITix, BSEREEOEEDH 2 BF BT, BEiREEOTR, 11
BOFRMEREWEOEERE LT DD, IEIREOEEZW A TOILTWRWEET, £
DEBER DD BEICONT S, MRI HFOEBZENIC LY | BHEOFEAHGE L5425
BT o0ENDH D, £, ZRMEMLIE: & TlX, FENBIEEREWNETHREDRDH V|
FRRICIEET 208N H S (V-1 BENEFEZOE), V-2, Z2oNE L Z20Mb ],
(VII-5. BEEARFEARMERE L ZOBM] KO VI-8. EER] OHEBM),

9. 1.5 [AVEMEMI R DI HHET D52 L BB D, KFIEEG Utk FEEL Wk, PR RS o %E
KD B ONTGE TN EIBEICEE T 2 L0 BEICHAT L& B, 20k
IRIERDN o & DTG EITITMER L > N7 AR OES CT A ATV, B RE AL
E R OEEEOBYIMNEEITH 2L, EELTA NS — MUFIGFHBICRBW T,
M PENG 2 2 R B L B 072 888 & 72 & o TIEBI A AT A AEE G S e B W TiE & T
W5 (TVII-5. BEFEARIEAREE L OB KO VI-8. FWEM] OmEEBM),

9. 1.6 JefT 3 A IS S O 512 X 0 PLMERD . iR i BRI  BERIERE D ERE
BIEERE, M/ MO HESEBR N H DD E W IMENH D72, AFlOFEIZ XV Mk
FENELTHIBZNNH D, 6o T, BIELZH2IITV, BEPRD DN HAICITERS
ok L, @EARLEZITH Z & (IVI-8. EIWEM) DEBM),

9.1.7T Kflx oA 7 ) X~ T RAOEGERBEOH 25 BEHEICHEE LA, BEER
infusion reaction RCH¥EFEMEMAMUE S OWMBUER NS HELT D FREMERH D, E- T, AHIL
fhdA > 70 X~ TRBAOR 5RO H 5 BF K L UEEICE G T2 L (TVI-1. %
BN EZ OB KO V-8, BIEH] OHEEMR),

§) AT A AERG ) 13, A7V Fo~7 (Biarffz) "z, 2k IAA) . 170 %>
~7 (BIETHIZ) (47 ) x>~ T7thie 3] WAlZRT,

(2) BHeEESEE
BRE SN TV

(3) FFifeEfE=SEE
REESH TR

(4) KFEREZET HE
FESH TR
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(5) BEiE

9.5 1F4@

9.5. 1 I8 X UTATHR L TV B RIREME DO & 5 e MEIZIX, 1R EOF RN ERMEZ EEb b S sh
HERICOREE T 5 2 L, RE G X 2 A5 A EERBRI LI M S Tuneny (REIRNE b
INF o e BA) CTEM RN T TE 2V 2d) o £7o, vV A INFa 2F T 8051 XD,
~ U A% W TRRE SN RERTIE, fEarE, RHAENE, BBIRFEMEIEERD S TR0y,

9.5.2 AFNINAREIENEN B D & OWEN B D, 1E> T, KFOFG %22 T2 BENHDOHAERIC
BOTIE, BGEOV A PNEEDLRREEN S L7200, AV 7 F 28T HBICITERN L
HTH D,

< i >

9.5.1 7GR CITARR SUTEEIR L TV 2 AIREMED & b LetE~D R IV 72 < IEEF O
Be 5Tk B2 RIS STV,

9.5.2 HeAT 8 AEIG S ITEAEBEEN H D EORENDH V. AR OEEEZ T IEENS O
ARIZBW L, BRIV A7 NEELREMENH D Z e, RE L (IVI-5. \EER K
KHEE & DB OEBM),

§) AT A AEREG) X, A7V Fo~7 (B2 REZET, b TR 13, 17U %
v~ 7 GBI Z) [ 7 U X7k 3] WHIEHET,

OF:EE

9.6 RELI&
1B EOARIERORFARBOARMEZ ZE L, RILOMBEUT T IEZ2MRET 5 2 &

< figdn >
AHN R AT R FEIL S O ~OBITHEICET 2 ahifThh T\ n=n, #ILh o
BT B 22 ML LTV R0,

(1) /MR

9.7 INR%Z

(U B—URRVEBHEREL)

9.7.1 6mARMOIEEE %G L U ENEFRRBRIIEM L TR0, b oBFICiTiERE
DAERVEDfERIEZ BRI &M SN ABEAEORFEE L, BWEHORFUCHSEET D Z &,

(LN DIIEE)

9.7.2 /NRZEEG L U BERRBR XTI L CTUheuy,

< i i >
9.7.1 ARAIOEEY v~FHBE LR E LRI O Tk, EERERRRBR E b2 18 Lk
DENERGE L,
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9.7.2 77— 95K OB RIBR O I, o&R &7 FEHNL S O/~
FEFRRBRDN R D720, MOIREXITE L X5 LT, HH EOFEEERRE LT,

§) THAT A FERER] 1T, A7 VX ~7 (BEFHEBZ) RAZET, kB, TR 3. A7 0%
7 (B R) [ 7 U R~ T7 k3] WAL ET,

(8) =tnE

9.8 SHhE
BYYELEDORIWERORBUCEE L, +0RBIRE21TH 2 &, —MRICAETRERE (uEEEs) MK
TLTWA,

<fifzn >

— I S TIEINE AW REME T L TV D LB X b DT, BEDIRIEL 17128l
LN EEICRETDZ L,

1. HAEEHA

(1) BHAZERLEZDER
REESH TR

(2) BtREFE L ZFDER
BRESH TR

8. BIEA

11. 2lER
WKORIWERR S LoD Z ERHDDT, BEEZ 7TV, REPRD ONZHEICITRS
kT 57 CEU R AEEITO 2 &,

(1) EXLGEIER & DHER

1.1 EXAEIER

11.1.1 RS (3.5%)

BSE, ik (m2—FT AT 4 AMikEETe) | BHEBYYE, MR, BEEER (U 27V 7 HE%E
Bk 2 &te) | BRERSOEERBYYE (AfAERRMEZET) BbobhbZEnd b, 7
B, FEEICESTIEBIO% X, BYJEIC LD b0 THh-o7-, [1.1, 1.2.1, 2.1, 9.1. 1 ]
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11.1.2 ##% (0.3%)

FERORIEIL, BEOHNLH SN AREMENS D, £, skt
) b ObND I ENHDH I ENLZOHREN L BB L BlE %1
2.2, 8.2, 9.1.2 W]
11.1.3 EE%: infusion reaction (0.6%)

av s, TFT74 7% — (MERREEE, K[ESORE, mE RS, mEKT, LERE 77
— B AREEHRIE, BB, LA EOEBRAIER) JEERH bbb D 2 &ER3d 5, £72, infusion
reaction (25| E XM, MEEN S LONDLZ ENH D, [1.3.1, 2.3, 8.6, 8.8, 9. 1.7,
14.2.2 ]
11.1. 4 BEgE&E (0. 1%)

ZRPERBAVIE . BRI E R BER . £ T v N —JEBEREER S LA Z b 5, [1. 1.
1.4, 2.4, 9.1. 4 BH]
11.1.5 REMRE (0.5%)

BB EIK, TR DR A O BRI SR IS A ICIEE L. BE AR DREAITIE, #e
Ly N A, M CT M e NI T AR A 2 i L, AFIL A B S Lt — Al
O GEFIET DL L BICm 2 —F VAT ¢ Zfflidk & OEBBW (B-D Z L ORIES) %
BRI, BIBE RN AORGEOBEY/IMEEZITH> 2, FELTA R LFH—F
BUHIOF AR\ C L VMM 2 3881 L B2 Gl 2 72 & o T EFI 3 s KT b, 8.4,
9.1.5 2M]
11.1.6 FF#EERES (0. 1%)

AST, ALT, y-GTP, LDHH D L\ EHR-Z ) EERIFHERENH DI DL Z L03d 5,
11.1.7 EFRMEBEAE (0.6%)

(AL, Mise, U > S
THZ L, [1.1, 1.2.2,

FATE, 295, REN LR, T O, T - EmE, wENEE, CARS, WHEEE, SER S
RO BERMEEUE 3 AU EREE) NhobhbdZ EnbDb, [1.3.2, 2.3, 8.6, 9.1.75
iy

11.1.8 1 dsDNA $LADSHEIL & 44 5 )L— T XERAEEEE (0. 4%)

PL dsDNA FLiRDSBMAL L, BEEE. fAME. KEFEOERRS b D ZEnH D, ZD K57k
BEiE, #E5EPIETS L,

11.1.9 BEELMKEEE (0.1%)

PLI BRI | iR A ek BERiEk > M ERERIEGERE, /M SRR 23 &
LN Enb5, [9.1.6 2]

11.1.10 HE#mRARE (B ARH)

A&, A5, CK 5. MR ORB I A7 ey FRICEZE L, 20 L 5 7ERRH 5 bh
ARG R L, WEUREEITH I &,

< i >

ARARBWERIZOWTIE, LI/ — ROERHEM 100 DEFRSUCHELT TRE L, BIER DI

BUSARE 1T, AGRRE DGR O RISV TR Lz, Zods, AGRRFICHERABR TRIE L T

WEITERIZ W T, BEEARB & LT,

1. 1.1 64734 AESRE S I2B W T, RRBREAGTE TE RWEEZREYIENRE SN Tnb, K
A OEBEHLRIE 3 HRERIZ I\ TEE ZEYYE (KRR Z D2 23 2.8% (9/323 f4)
IZRD BT Y, AFIOERE (INF o IIHITER) £ VIEGHED ) 27 BN PllEinsd (VI
-1, BENFEZOBEE ] | V-2, ZR2NEEZOHB ) KO V-6, HEOYRE2AT
LEEICHET 2 EE) OHESR) |
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1112 JefT 3o ABEIEG BN T, RRBMRAEGE TE RV ST 5, AFIOHE

55 1 FHERIRSRBR D AHI e 58 49 1) K ONEIRBRIL[F 25 3 FHERBR O A HKI B 5.8 323 BllZIsVTHg
EOFRBUIEED biiginoton, EELERSE 3 HRBRIC W TR 0.6% (2 61) |
FERE B A MED 0.6% (2 6) IZRO N (WTH B KRR ZRDAV) &9 KK
DOIERBF (INF o #IHIEH) KV #EEOEE LD Y 27 83 Fllcinng (V-1 BENE
EEOBEMm] | V-2, 22ENEEZORE ) | V-5, BEEAREANEE EZOHEM] &
W IVI-6. #FE0ERE2ATHREICHETI2EE] OESMR) |

11. 1.3 AFEGIZBNT, Yav 2y, TFH7 4 T7%— (R, 48308, mF B, e

KT, &R, 77 2 —8, KEEIE, B, FEMEFOEERRIER) | KEXH LD
NH5ZERDD, TTF7 4 F7F—0Nbh-b, AFlOESG 25 ichiE+ 5, BHHZiMm
JERIEZITVD, E2 A RETHIUL IV A A T2 A —F —IZ L D ENRIEE SR 45 E 12 B E 21T
D, THF74F7F v —Nbi-b, EHIZABCDE 7 72 —F 5170, BT 5™ (VI
-1 BERNRLEZOEB ] KO V-5, BEREAWER EZ0OHB] OHSR) |

11 1.4 SE47 /3 A EFL S &5 T INF MIER 23 2 35 TRBNEE STV D, AEIOSME

91 MR RRER K ONE BRI RS 3 MRBR IC B W CHBIR B ORBLUIRD b o7z V- 0
( TVll-1. #ENEEZORE ] | VI-2. Z22RREZOHEB ] | [VI-5. SEEZRIEAN
FEEZOMEME] KW VI-6. FFEOHREZATHEEICETLIER] OHBH) |
72 B — W 7o A IR B O PR IL FRED@ Y TH 5,
DO FH LA
AIBRIER D72 NG E N A, R, 2L, B ARIEIR, Bl « EMH7e &35 10% D i
BHNZHHND, FIFIERIIVBIFREEOMAAC IV ZETHY . EREEE (37%) . HHihRkk
(36%). M1 (35%). BEEHE (24%). #EH (15%) . /MMFIE (11%) Off, [ElEsED
T, ZERMERME, BEEERAOND, WEO LOTUT— D Z & Lo 2 &b
& 2 BRI D ZFEMEREAVIED 50% LA EIZHAHIND, FHEDFEE I D &l T O RENE R
ROKFRMERFREL 2 X 73, MRS SN2 A IR, SEMAMEBINICHITE IS EEND
EHIZT TSR > TP~ T 28Ry 2 v 7D BB ED VDWW DH LV v b
HlERHBND ™,
QR MR %
MAODIET, HEORE . FFICHREOT LA RIS K 2 PLE SN ThH D, il
FNCIE—HIORERICE BRI CTRABEE 2 723, 1 H» 2 HCTHRADERZE -T2 L D
b, PIHICIREKEERNCHEOIREEZHFZADHZ b H D, FMRRETNOEERE LTHDL
NEGA. 2095 b0 1/213F OB EZRMEMALIEOMOIER 2 X729, 7eds, SRk LISt
IR AL B WA C B B MRT CHREREGENE D BLEER 2L 03 7 5 2 5 A 13 2 58 R LA
(CHEE LT D ATREMEAS E L ™2,
QEM I EEX
W LUWSER & 2 WX EE ChlaE 5, 2RI EE R CITE &b 48 FEEILINIZIHG
X5ERT D, TORDHEAMNICITERY 2 v 7 L0 kRt (WEERZE) &5
AR DU R (SEBERZ) . TRAERLL T O 2R 5 M ORI R ST o, B IGREE .,
DBERREER A2 RT D, FO%., RAICRMIEREICET S ™,
@X5 > - INL—EERE
W FEOH MK T TR L, FTT 255082\, AL O Tl  EINLFH O KT b A
b, £, EERIROBG &5, 2  IEWRFRECTH KT RHBLT 508, 2400
ERENHROLNDZ Ebd D, BMREEEIIFRITZET 50 EEEEICH L TREDZ
EMEL, IFEAEEBEEENLA LN ELH D, BENFHIIK T 220 LIEERT 5 2364
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11

11.

11

11.

11.

11

bbb, B, REKEEIREE, BRI e & OB RIEIR TRIET 20 b H 5,
TLENTIES DD, AT A AEHG I EERICE T v SU—JEEREH DL T 4 v ¥
—IEEREEY 2R T DL ERHESN TR Y, WEHITORIEERT 34~84 m% LIFIEL
FEAT A AESS S OPE G- HIIEE TOFHMENIF 4 » A (1.5 » A~2 ), &5
BT 2~12 BORERH 5, ERIE, EITEOVER OB, FERFHEZ 2325 6 O
5. EEIKHREDT 4 v v —JEGERE 2T HEE E THRAY THDH, BRAEFHFMITIL,
RMEDLBEME DR R IEE Y — L B 95 Z LNV, BRI E R = 2 —n X F—Hl %
E2T500bH 5, EHNC K> TIEGHER CEROFREADL Z EbH D, HFEICITEL
DIEBIT, &7 a7 ) RN TIMREEEZR &, BEOX T >« N U—ERERED
TR IEIT S0, 2 ~%n H CTEAIEE L72Bln % ™,

A1) BYEOIRERIEBN S - EBENIGH - BLOHEARE ST 5, ¥ T 0 - NLU—fEREREE

RO A A L, RIEBEREOIEI L E 2 5T\ 5,

C15 SEAT A A EHR ST BV TRRBIR NG E TE RVEEMEMRSEE ST 5, AEIO

EFR [R5 3 ARRRBR IS B\ CRIE MR B2 0.3% (1/323 f1) (2@@d bz @ ( TVI-5.
BHEREANEE EZOHEB ] KO VI-6. FEOHREZATL2BEICHET2ER] OBES
)

1.6 AT A AEEDICB T, KEBMENGE TE R WEE R IR EN A ST b,
AFNOHMEE 1 ARG RER b ONEBRILE S 3 ARRRER I\ CHEE A IFRERERE = o R B LR
DN oI, EERILRE 3 FHFRBRICI VT AST (GOT) HEINZAS 4. 6% (15/323 f])
ALT (GPT) ¥§hN735.9% (19/323 fil) | HFAERERMRA T 2% 0.3% (1/323 f3i]) 12RO LT
(WP RERBRE R DR VWEESRES) V-0

LT ST AEIE S I B W TR RBR A E T E R WVERMBBUET Y A ShTw 5,

AFNOHME 1 FHERBR M ONE B ILF S5 3 ARBRICH T MedDRA FEAGED 4 BEEUE) | M
B . TEREESOG ) 1SS T 2R EFRIIRO LN -7 (V-1 245 o
HEZH)
1 2) Bl 1~14 BRRICHBL U2 O/ ST FRIE % £ 5 BIETE & OV XTI AT . U,
B b 1~14 BRI D S T EREE (MERERKEEET) S5 SNz F8,

1.8 AT A AEELI BT, KREBRAEGE TE RV — 7 ARFEERE A HAE ST 5,
AHNOHEF 1 FERARRER L OFEBRIEFE S 3 HRBRICB VT, — 7 REREBRE O BLIX
RO B Ty, ERESLFEEE 3 fHRER O H AR NIGER 23 51 2 58125t dsDNA HLikiA %
Ehii L= A BIHEEREOEEIZA T Y —= F T 13.0% (3/23 1)) . 5 30 # T 39. 1%
(9/23 f5l) . HHIFIE/IEERK TET 13.0% (3/23 %) Toho7= Y9 ( [VI-5. HE 2K
AEEE L Z0HE ] OESR) |

1.9 4734 FEIELSICB W CRERBFENGE CERVEE R MEFREENSH#E I TN D,
AFNOHE S 1 FHEERRBRIC BV CHEEZRMEMREEORBIIR® ben o728, FEESE
[ 3 HRBRICB W CEEZRE M (RABZRZRMDIRV) 23 0.3% (1/323 fi) 58D 5N
71~:4)\6>O

110 JEAT A A EH S IZ BV T RIRBIRAEE T & RVVEBITBARE DS W ShTund, K

HIOSEZ 1 FEERR R K OEFRIEF S 3 FHEERI 30V TREBUT EARIE 1338 b7 o
7 4) | 6) .

§) MATAAAEREG) X, A7V Fo~T7 (B REIZET, b, TR 13, 17U %
o

w7 (BT z) (A7) R~ 7%k 3] KRR T,
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(2) ZDHthDEI1ER

11.2 ZothoEIER

5% - 15%5{% 1%kl SR
Fath - pbieR | 9B FFEMED E N, K | BEERR PR, RALME D U, A | IR EE
FOBURR, BERE | B, Jokh, MRRSERA. BREEE . MR | 22 —m Ry —,
. AREEMERR I, FEERE. IRER. | TADARIE
WHEENEL, VAR — WIEZE,
FEEN R ANHRE, R, FRE i,
D O¥F, BUIE AR E, L3R5y, $L.
IR (IRR)
iRz 2 (BRRZYER | U oo SEide, PRAE, BLERBE, U voX | Ak i R R
i, e . | BRIBE, U o SERBIIE, BEERHIAN | PELEBES
Y 7L, M| AE, EIERBEINE, - EREIGE, e
JINREE N BRIEANAE, JRIMEREEE ., KH U ¥ Al
JiE ., FTREREGR D, BREEREHEN, 7
T —VHINN, $E AR, BRE AN,
TNT IR, 7 a— VB Y
7 LD, T, U oSBT RE R
(FIEY 38K VU R EVE, RE R
BREGENN, JREEEENN, 5 U 7 LHEH0, CRP
W, ~~ 27Uy M
TEERan WETY L, i | M, B AR, R, IR, | B (TgA M5
£, R, BB, | SR, DEEMEISMRGE, PELE, O | K)
MERF, i E |4, DaseEm
=
e OB, WERGSE MR ORI, SUE S | REFEREE, WAMERCHERS, s, MR | VEPERRRMELE
* g, WMk, s, Bl | 2, Mok, M. RV SORERE, MR X R
e (CT) H%. Pa02 KT, KL-6 0N,
Pk
Frefi ALP $8)10 RERAIF, FF2¢. MBgEZ, FFlER, mEY
JLE U E
WAIR2S MpR (RN | RIS, R | BEEk, PERINEE, R A mERES
Kok, R | ME. BEIR, 2 LT T =08, R
EEBME, BN 8 | vo vy o —4F U sahn, BEEZ
. R
T B W, AL NS, | _ERESE ., TR, e AE R, B
R, BIHK PAZE, WiEpize, LR B, IfE, 15
ZAL, HA%, R, ITE PR, BHER28,
NEEAm . B —7, BiE. Em
P, NETAPURE, A%, B ATRER, #R(E,
e
ANgE, R OISR, R, RUEZ, MEN
. BER, MERIRA. 0¥, EX
a1 5 (MR | B RS2 (IR | ZRiE, §o, MEERRG. REH
5, BRIRES ., BE | PERCE S, AabE | 15, FETENE, SE. RE, REE
REIBIREE ., | BEdk. wofebiR | (. RIS, PLBE, ¥, BRIk,
IEMERE ., | e, SIERREN | AUIRH., R RETESS. FEUR. Ak,
TOFEMERE, | R). BEK, £ O | MREIESOS, REERE, 2BIE, 7
195, KLEEPERZ | FERE. CABRS AL | B —PERE %
%, SEECHUBES . | BE (&R) . SITE
2. mERME
%)
P 5507 TSRO B (ESERAER TR
PAE VEFFNCAERR, SR i, ¥
HHERALZ 5 FEED)
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o r 1%L E~ . -
5%LL E 5ot 1% A B A
54 RPN, TREskE, MR, IRigdk, R
TREE AR, IRERTE, 50, TR,
FRNRE, IRIE 5 IR, #EiEge, fbRs
Feifn, FREPKIR. R IREAZE
F Ha, B#stED F U, HE, BRI
(EFRARS) . B (OB, HHEK,
KHFER)
i« BHR BefiR. AR BEEIER, a0m. AvERREE, FEE0 | RSk, %
Jr. BHEIZC. B, MRS, VIR, | MR
WS, CK SN, Bk
PRPTHE ERETRLN TN a7 ) N VRS, RREE | =2 —F v &
(HT DNA Uik B YA R AT a oA VAGUERE. | 7 4 ARE. HL
M, LA BT D HYE, B TR TIE, P
R TN a4 R—3 R,
M, BUZHUARRS FRERE~ A
M), TANVARE anRyF YT
Yy (HrRIES, B Y (GEREEENE
fi~R A PURBEEIE) . 7
TN IEAEEE
%/%\ A7) XE
)
R L AT )L | RS, S IE, FURRAVE RS
HLfE S 2 VAT a— g, N Z YR
U REEN
D, FEEN e BN BE | IEEY, PhiERe, FUBIRK, BIEEK
B ST, Mg, K | 5. ARBIARR, BB, MHERso W)
S VEIE CRRSPERE | (AT T) . BEJE, AP, Mgk
JiE, B, 2y | R, FERE, BACRIR, BAOTHE, EUE,
PEVRIE, IREE P | RERN, RERD, e TEAE, Y
TRAE, MR, WA | B F—Jal, RRYIER
SR, MREATENE)
<figsn >

ZOMOEWEMIZOWTIE, b 2o — RERGEFHEN 100 OB AU T TROE Lz, BITEAO
FEBMRE L, AR DR FRBR DO RAZIED W TR L7z, 7238, AR ORRKABR THELL TV

BROVEWERICOWTIX, BEERHELE L,

BEREFRIIE, ERRILEI 3 fHRBR (B5371002 #BR) DOAKIEGRETRILL T X CORIERA %
( TEXRZEIWEA] CRE LZRIERZRL) , ERELFESE 3 MR (&
(B5371002 3XER) OAFIFEGRETIITEH LR o722, L 7 — ROE#ETFHEH 100

L7 (B 541 54 )
511 54 58)

OIERIZFLR D H 2 BIEIZ, SHEARIMICC ORIEMA 270l L7,
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SERAEERARRBER VERRREERTE —

LI

BIVE R BRI — B &
[EERIEE 3 FA3RER (B5371002 3AER) ]

@RIl (LA e SVERRHT Kt SUE ], 54MRIOIEED

. N AH HEHERI K -EU
3§E;§iz§§7ia (N=323) (N=183)
" n (%) n (%)
RIEH 98 (30.3) 56 (30.6)
MR LY v GRREE 10 ( 3.1) 5 (2.7
E=4iil 2 (0.6) 1 (0.5)
IR fE 0 1 (0.5)
e SN 1 (0.3) 0
I EREEI0E 1 (0.3) 0
1 ifn BRI iE 1 (0.3) 3 (1.6)
U 2B E 0 1 (0.5)
I BRI E 5 (1.5) 2 (1.1)
IR A 2 (0.6) 0
il 5 2 (0.6) 3(1.6)
BlMiE 1 (0.3) 0
LI PR 1 (0.3) 0
F7 ) —F 1 (0.3) 0
ElEs 1 (0.3) 1 (0.5)
BENR 0 2 (1.1
FI XUk REE 0 2 (1.1)
[El#RE D F 0 2 (1.1)
ARpEE 1 (0.3) 0
RkEE 1 (0.3) 0
H ks 13 ( 4.0) 11 ( 6.0)
i3 1 (0.3) 0
-G 1 (0.3) 2 (1.1)
D 0 1 (0.5)
ki Y 0 1 (0.5)
TR 1 (0.3) 0
LR R 1 (0.3) 1 (0.5)
O APEE R 0 1 (0.5)
B W D RAE 1 (0.3 0
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[=A=R=d I\ z&%” t%@%%U_EU
Eﬁggggj‘§;§5 (N=323) (N=183)
o n (%) n (%)
2 IE R R 1 (0.3) 0
M ENTE B AR 1 (0.3) 0
HEL 5 (1.5) 5 (2.7)
WAL TR 0 1 (0.5)
1PN 2 (0.6) 0
I 0 1 (0.5)
A 2 (0.6) 2 (1.1)
— R - EHFEER L ORSERALORE 12 (3.7) 13 (7.1)
Mg 1 (0.3) 0
e 4 (1.2) 2 (1.1)
957 2 (0.6) 1 (0.5
ek 1 (0.3) 1 (0.5)
STV R R 1(0.3) 0
ek 1 (0.3) 0
FE LB TR 1 (0.3) 0
T 0 1 (0.5)
KA PR 0 2 (1.1)
FEEN 3 (0.9 6 (3.3)
2B PESIE SO IEERE 0 1 (0.5)
o RbEE 4 (1.2 0
TFr T4 TR~ 1 (0.3) 0
A BUE 1 (0.3) 0
BUE 2 (0.6) 0
JRYWE RS L OV e 35 (10.8) 17 ( 9.3)
SVERI SR 1 (0.3 0
FMEPER A 1 (0.3) 0
FH T PR 1 (0.3) 0
KB KR 6 (1.9) 1 (0.5)
B D B 1 (0.3) 0
IR 1 (0.3) 0
HiEE 2 (0.6) 2 (1.1)
J o\ v A L A E R 1 (0.3 0
AP 0 1 (0.5)
AN 3Ny — Y 1 (0.3) 0
HLfli~ L~ 1 (0.3 1 (0.5)
TG IS 1 (0.3) 0
AT W 1 (0.3 1 (0.5)
B IRAERZ 0 1 (0.5)
SLREASR 7 (2.2 3 (1.6)
Mg o 2 A2hE 1 (0.3) 0
[ e~ L2 2 2 (0.6) 2 (1.1)
i JE K 1 (0.3) 0
NHEEZS 1 (0.3) 1 (0.5)
U Y ER B MR NHEEA 1 (0.3) 0
NHSE Rk 2% 0 1 (0.5)
Za—F VAT A« A BT A i 1 (0.3) 1 (0.5)
fii g 0 1 (0.5)
SRR R 1 (0.3) 1 (0.5)
KB Y 1 (0.3) 1 (0.5)
Bl S 1 (0.3) 1 (0.5)
RS 1 (0.3) 1 (0.5)
B2 T AR 0 1 (0.5)
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AFH

FRUERGH-EU

K
- (N=323) (N=183)
EA h (%) h (%)
JE S A i 1 (0.3) 0
&GE Y, 6 (1.9) 1 (0.5)
RS 1 (0.3) 2 (1.1)
RS 1 (0.3) 0
A L AR 1 (0.3) 0
A1 B e L A SR 1 (0.3) 0
B PERB X OLE A IHE 24 (7.4) 22 (12.0)
HEACLE S ROk 24 (17.4) 22 (12.0)
ik R AR A 25 ( 7.7) 8 (4.4)
TS T I ) NTURT =T — BRI 12 (3.7 5 (2.7
TANTEXURT 2 ) T AT =27 —BEN 9 (2.8) 3 (1.6)
E=ERLN e 0 1 (0.5)
M7 /LH Y RRT 7 Z—FHEA 1 (0.3) 0
M7 R oo 1 (0.3) 0
JiEE SN 1 (0.3) 0
R~ — A — 8N 1 (0.3) 0
T ARSHDNABTIR 1 (0.3) 1 (0.5)
R BHDNAF LIRS 1 (0.3) 0
U o RERER I 1 (0.3) 0
UL RERER AN 0 1 (0.5)
U U ORERIERE R 2 (0.6) 0
AR AR 1 (0.3) 0
P02 1 (0.3 0
/MR 0 1 (0.5)
KT AT I —F E&H 1 (0.3) 0
TR N U ARERE 1 (0.3) 0
R AIMERT AT 7 —B5ME 1 (0.3) 0
R 1 (0.3) 0
1 ifn BRI 1 (0.3) 0
H I ERECHE N 1 (0.3) 0
A L OREEE 0 1 (0.5)
5 A 0 1 (0.5)
B A& RS KOG A HLRk P 4 (1.2 4 (2.2)
R 0 1 (0.5)
i R 0 2 (1.1)
HHLERAE 1 (0.3) 0
IR 1 (0.3) 0
EEENEEEDS 0 1 (0.5)
B o~ 1 (0.3) 0
VRIS 1 (0.3) 0
Bk, EER X OREHRARHA O AY 0 L (0.5)
(BB L ORY —7%25T0) )
AN 0 1 (0.5)
R R E 5 (1.5) 3 (1.6)
BN 0 1 (0.5)
FEIME D F 1 (0.3) 1 (0.5)
SHYR 3 (0.9 1 (0.5)
SRR 1 (0.3 0
Fp R 1 (0.3) 1 (0.5)
N= 7 3E 1 (0.3) 0
BTHEZXDORS 0 1 (0.5)
Bk K OUR bR E 1 (0.3) 1 (0.5)
BRI 0 1 (0.5)
BEHIR 1 (0.3) 0
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[=A=R=d I\ z&%” t%@%%U_EU
EEE;§;§§;7§E (N=323) (N=183)
o n (%) n (%)
MER R, BOERE K OMEhRPEE 9 (2.8 12 ( 6.6)
Wi B 1 (0.3) 0
NIk 0 2 (1.1)
IR IR B 1 (0.3) 7 (3.8)
£ Hf 2 (0.6) 0
LR 1 (0.3) 0
B i R 1 (0.3) 0
1 PENH g 1 (0.3) 0
M7k 0 1 (0.5)
i ARHEE 0 1 (0.5)
JilimiE 0 1 (0.5)
I e 1 (0.3) 0
IR 55568 0 1 (0.5)
SE D oI 0 1 (0.5)
Bl & e 5 oIl 1 (0.3) 0
FeJEF KOV T fi kb 28 (8.7) 21 (11.5)
Wi ESE 1 (0.3) 0
1 1 (0.3) 0
miT 0 1 (0.5)
BAEES 1 (0.3) 1 (0.5)
T LV — PR R 1 (0.3) 0
FE G v 0 1 (0.5)
iz 1 (0.3) 0
FLEE 1 (0.3 5 (2.7
SO I A % 1 (0.3) 1 (0.5)
5 FEIE 7 (2.2) 5 (2.7)
Wi 1 (0.3) 0
I 1 (0.3) 0
5 6 (1.9) 5 (2.7)
ALBLVER 5 0 1 (0.5)
L EH VRS 0 1 (0.5)
BEIK 25 2 (0.6) 0
DR 0 1 (0.5)
NEIRE B I % 1 (0.3 0
Ediis 4 (1.2 2 (1.1)
Hr R IE 1 (0.3) 0
I8 fE s 9 (2.8) 5 (2.7
b 1 (0.3) 1 (0.5)
E ) 1 (0.3) 0
Fe i 0 1 (0.5)
e 1L 2 (0.6) 1 (0.5)
e 1 R AUE 1 (0.3) 0
[EINES 3 (0.9 1 (0.5)
LA ) —B% 0 1 (0.5)
JIKEE/S 1 (0.3) 0

MedDRA/J ver 19.1, N: MM SEEL, n: ZYTDEEK

PEHERUFI-EU : Remicade® [EMA (RN ESKST)ICE W ARENIZA v 7 U X ~7 (GEETHBEZ) HUHI]
KB OYNEE G0 b AR 58 R% E TINE SN2 T X TOT =X 25T,

54 DEEFHI IS 1T 2 AKIBET, BRI MMPAAG I IR L SN AR O BE RG220 | FEER
FI-EUREIL, 5 LIAMR I OFRMERGI-EURE O /5 7 B SR 20R iR BAAGRE  (B53038) (AR MERGH-
EU/AFIFECHBEN D (ST SheBEEZRWTZBENL R D,
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9. FRRBRERBRICRITTHE

10.

11.

PREZ LTV

BERE

FRIE STV

BRAEDIE

4. #FRLEDEE
14.1 EXFRAHBFOIE
14. 1.1 R iE
AFNIHARRAfRE 35 2 &, (BEfgE 3RFMUNICERGEHEE T2 2 L.)

(1) T2z xs ) — % TR L2, 216 H 50T E ISV EREZ AT, 134
TVHTZ0 10nL O HFES K (HRAEBRSERGEHRR) 28HNICEAT LI L, 0
BRICFEERRE TR WAL TR L7222 &,

(2) A TN Z[EHR S W72 DRI L, W% 6 EE T2 2 &, PUREAE
ETHBENRDHL7O, RLTHLLIELST., ERMIEVIRE RV &,

(3) IR tL DOPEIRIT, EANSEEOLOILARTH D, TRICHEML TWRVIRIETHA L
N bk, Fo, B, BMERBOTLOIIMERH LnZ &,

(4) VEfR% OFRIR O FERSCRIFIIATO RN D &)

14.1.2 W51k
BEOREY - CTHE LML EREZ R AT 250mL, REA 25kg A5 0/NEITHI 50mL,
25kg LA EO/NRIEH) 100mL @ H RAEBLRERICAINT 2 2 &, REDS 100kg #H 2 5 B
BT AEAIE. HREOA 7 X~ BIEFHIRZ) [0 7 X~ 7% 3]
BEEDS Amg/mL X 70V K 5 HRABRIEROEZEST S 2 &, 7 FUBESKEZE
O H AR OFEFHRIZA V2N &, BRABLRIER CHIRT 28T, WER %
FEARICHEA L, IBFIOBELEHNITI 2 &, REOA 7 )Xo ~7 (Bia M x) [
V7YX~ Tk 3] IBEEX, 0.4~4dmg/ml LT H T L,

14.2 EXRIZEBOFE

14.2.1 533 H
AFNTER - "Ml 7V —DA v FA T4 NE— (RTHAX1.2 I 71 LUTF)
ZHWTEGT L2 &,

14.2.2 P58 B O -3
AENIINE LT T A A TERETHH0 L L, oEHAl, @ik L RG LR &, 2,
BRI, 2 BERLLEZ 20T TRERICAEFET 5 2 L,
B, 6 HOELHE, FNE TOHEE T infusion reaction 235388 LU, AiE
FEZ B AR 2 BT 2 2 e TE D, T2 L, T 1 1 REf 720 Smg/kg
ERGTOREAB AN & (BRBRBRICB WD TR GRBRA720),
F 7o, AR A EAHE L7 BRI infusion reaction 23R HIZGAEIZIE, WKIBIIED 5
T, AR ARSIk ET 52, [1.3.1, 2.3, 8.6, 8.8, 9.1.7, 11.1.3 ]
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<t >

4. 1.1 ERRICITH RESFHKZAWS Z & (BRARERER LR, B8R - AREOZEMER
B (B JREBREEIRICOWTIE, MR OREMRER) Tik, =R T 24 REHEHE % 125
L7 f g, AIEIS O W ICELITRD b Ty (TIV-7. F85EN AR DR E
PEI. TV-4., HEROHEICEET 2EE] OHEBR),

14. 1.2 BHEEZRET 5720, FROBELFNIITO ZENREE L,
FTRBEDA 7 U T~ TPE 0. 4~4mg/mL [IZOWTIE, FREOREMENHR SN TS
(TV-4. HEEROHEICE#ET HEE] OHSHR),

14.2.1 AHIOERRBRCIT, BE - A2l 7 —DA T T 4N E— (R7HA X 1.2
27 YLTF) LU CHEINE L RO RIS/ FEEAHR SN TND Z e,
He MYz 7 )—=DA L TA T ANE— (RTH A X123 70 LF) 20T
B4 8 (V-4 AEROCHERICEETSTEE] OESMR),

14.2.2 JeA73A ARG S L FRRIC, AFIOREESCRLE 2L 2B T2, M LIzl 7 4 e T
BT HMLERD L, £, I v 7 ) VBRI EZBIRNE ST 255, ARG 21T
I ERERMNEIRT A Z NN TWAH T, JRHLL 2 B DL E T TRERIC G+ 5 2
LELTW5S,
BN BN TU, B T3 A ESEL S O S RIIC S\ C, wllal b2 5 3 Ll B 5%
17> T% infusion reaction 2338 H LT, ERMEICHIEO W NS TIE, 2 BRI S
1 BFRICERET 2 Z ERARETH 5, ENICEB O TR, 1731 A EHKS S 10mg/kg % 2 Ff
TS LA TH, WmEHE (3 Xk bmg/kg % 2 B TR 25 LI-GA &R
DAFMETRT T —ZPEHI N L X0, 6 HOBLLH%, £ E TOH YT infusion
reaction NFEH LR TIE, AR AZEMF T e TE s (V4. HAIEEROHEIZ
BT 5 7EE ] OHBM),

§) THAT A FERER] 1T, A7 VX ~7 (BEHEEZ) RAZET, kB, THRH 2. A7 0%
~7 (B R) [ 7 U R~ T7 k3] WAL ET,
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12. ZDMOEE
(1) EREREAICEDCER

15. ZDH/DFE

15.1 BRERERAIZE D <R

15. 1.1 AR OEERFBRIL, EANTIX62 @M (14) £T, WA Tix 102 8 (24) £ToOHMT
Fhi SN TW5D, £, AFIOEWME BT 2 e HEGETR AT 2 £ F CoMIFT%
S TWD, T O A X 7= KA O R 5K ORI THENL L TR0,

15. 1.2 150 f3ij o> 2 fﬁ%EF@OOE@uTA®$%(E%%méﬁ%uFfJWM@%%“E
M/IVEE) 12, 77 BRKOAKA S5, 10mg/kg ZHIE], 2%, 6 %I 3 [EHE L2/ T
DGR % Fhe U7, T OREF., AR GEE, FFIZ 10mg/kg BEIZB W TLARAER DL
KO CR@EBIZRD L2 E OWREDNH H, HEIFELG#% 28 BFFAIZIHBVT, 10mg/kg Ff
T 3Hl, bmg/kg BET 1 FIOFRLEDRBO BV, T T ERRETIIHCHIL 2o T2, F2, IE
REALIC X D ABEIX, 10mg/ke & 51 F9 11 {51, 5mg/kg #£ 50 B 3 B, 7 F & REE 49 i+
S5HITHoTe, SHIT, 1EBROFHIICE T AL LEHIE, 10mg/kg #ET 8 il Th - 7= DIkt
L. bmg/kg BER O T EAREETIXENEN 4B TH -7, [2.5BK]

15.1.3 HEBFICIV T, ARAI & SEAMRIE XUIBEF O 2516 & OPFR I3 26 2%
PEIZRENT L TR0y (ERRER 2N 7200N)

15. 1. 4 RH| O R RS M O ARRERAL T 3 4R U 5 AEM oBIRRAE IC VT, EIEY VX,
o, SEANE, RO EROE, BB, SR & O B DS 169 FllcliE ShTun b
AF e b & BEVERE A EL 0O BRI 2 Mgt 5 72 0 SRS IS MR 35 @%htmﬁiv
KBUL 2T —H _X— AL LR —S mafF 45— &%l#%@%mmﬁ%%1~3
R U7, ZOTREIGEIL, EFmEOME, Fil, BEFIRS XD NIH SEER 77— X—X
(National Institute of Health (NIH) Surveillance, Epidemiology, and End Results
(%m)@MMw)ﬁ%%ﬁbtm%mwtoﬁl@&m VIR TOETIX, AHIE
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AIRE % 1 INDICATIONS AND USAGE

2h . 1.1 Crohn’s Disease

IXIFI is indicated for :

* reducing signs and symptoms and inducing and maintaining clinical
remission in adult patients with moderately to severely active Crohn’s
disease (CD) who have had an inadequate response to conventional
therapy.

« reducing the number of draining enterocutaneous and rectovaginal
fistulas and maintaining fistula closure in adult patients with
fistulizing CD.

1.2 Pediatric Crohn’s Disease

IXIFI 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 CD who have had an inadequate
response to conventional therapy

1.3 Ulcerative Colitis

IXIFI 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 (UC) who have had an 1inadequate response to
conventional therapy

1.4 Pediatric Ulcerative Colitis
IXIFI 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 UC who have had an inadequate
response to conventional therapy

1.5 Rheumatoid Arthritis

IXIFI, 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 (RA).

1.6 Ankylosing Spondylitis
IXIFI is indicated for reducing signs and symptoms in adult patients
with active ankylosing spondylitis (AS)
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1.7 Psoriatic Arthritis

IXIFI 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 (PsA).

1. 8 Plaque Psoriasis

IXIFI is indicated for the treatment of adult patients with chronic
severe (i.e., extensive and/or disabling) plaque psoriasis (Ps) who are
candidates for systemic therapy and when other systemic therapies are
medically less appropriate. IXIFI should only be administered to patients
who will be closely monitored and have regular follow—up visits with a
physician.

MELT
s

2 DOSAGE AND ADMINISTRATION

2.1 Dosage in Adult Crohn’s Disease

The recommended dosage of IXIFI 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 CD or fistulizing CD. 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 IXIFI in these patients.

2.2 Dosage in Pediatric Crohn’s Disease

The recommended dosage of IXIFI for pediatric patients 6 years and older
with moderately to severely active CD 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 IXIFI 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 UC.

2.4 Dosage in Pediatric Ulcerative Colitis

The recommended dosage of IXIFI for pediatric patients 6 years and older
with moderately to severely active UC 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 IXIFI 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 RA. IXIFI 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.

2.6 Dosage in Ankylosing Spondylitis
The recommended dosage of IXIFI is 5 mg/kg given as an intravenous
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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 AS

2.7 Dosage in Psoriatic Arthritis

The recommended dosage of IXIFI 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 PsA. IXIFI can
be used with or without methotrexate.

2.8 Dosage in Plaque Psoriasis

The recommended dosage of IXIFI 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) Ps

2.9 Assessment for Latent and Active Tuberculosis

Prior to initiating IXIFI and periodically during therapy, patients
should be evaluated for active tuberculosis and tested for latent
infection.

2.10 Administration Instructions Regarding Infusion Reactions

Prior to treatment, ensure appropriate personnel and medication are
available to treat reactions (e.g., hypersensitivity, other reactions)
that occur during infusion and shortly after infusion. Prior to infusion
with IXIFI, patients may be premedicated with histamine—1 receptor
antagonists, histamine—2 receptor antagonists, acetaminophen, and/or
corticosteroids.

For mild to moderate reactions during the infusion, consider slowing or
stopping the infusion. Upon resolution of these reactions, may reinitiate
at a lower infusion rate and/or with histamine—1 receptor antagonists,
histamine—2 receptor antagonists, acetaminophen, and/or corticosteroids
Discontinue the infusion if the mild to moderate reactions reoccur.

Discontinue the infusion if severe hypersensitivity reactions occur
during the infusion.

2.11 Reconstitution, Dilution, and Administration Instructions

IXIFI is intended for use under the guidance and supervision of a
healthcare provider. The supplied Ilyophilized powder must be
reconstituted and diluted prior to administration. The infusion solution
should be prepared and administered by a trained medical professional
using aseptic technique by the following procedure:

1. Calculate the dose, total volume of reconstituted IXIFI solution
required and the number of IXIFI vials needed. More than one vial may
be needed for a full dose

2. Reconstitute each 100 mg IXIFI vial with 10 mL of Sterile Water for
Injection, USP, to obtain a concentration of 10 mg/mL, using a syringe
equipped with a 21-gauge or smaller needle as follows:

* Remove the flip—top from the vial and wipe the top with an alcohol
swab.

« Insert the syringe needle into the vial through the center of the
rubber stopper and direct the stream of Sterile Water for
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Injection, USP, to the glass wall of the vial. Gently swirl the
solution by rotating the vial to dissolve the lyophilized powder,
which has a cake like appearance. Avoid prolonged or vigorous
agitation. DO NOT SHAKE. Foaming of the solution on reconstitution
is not unusual.

Allow the reconstituted solution to stand for 5 minutes. Visually
inspect the reconstituted solution for particulate matter and
discoloration. The reconstituted solution should be colorless to
light brown and opalescent, and the solution may develop a few
translucent particles as infliximab—gbtx is a protein. Do not use if
the lyophilized powder has not fully dissolved or if opaque
particles, discoloration, or other foreign particles are present. Do
not store unused reconstituted IXIFI solution.

Dilute the total volume of the reconstituted IXIFI solution to 250 mL

* with sterile 0.9% Sodium Chloride Injection, USP, (do not dilute with
any other diluent) as follows:
Withdraw a volume from the 0.9% Sodium Chloride Injection, USP, 250 mL
bottle or bag equal to the total volume of reconstituted IXIFI required
for a dose. Slowly add the total volume of reconstituted IXIFI solution
from the vial(s) to the 250 mL infusion bottle or bag

Discard any unused portion of the reconstituted IXIFI solution
remaining in the vial(s)

Gently invert the bag to mix the solution. The resulting infusion
concentration should range between 0.4 mg/mL (minimum recommended
concentration) and 4 mg/mL (maximum recommended concentration) of
infliximab—gbtx.

For volumes greater than 250 mL, either use a larger infusion bag (e.g.
500 mL) or multiple 250 mL infusion bags to ensure that the concentration
of the infusion solution does not exceed 4 mg/mL.

The IXIFI infusion should begin within 3 hours of reconstitution and
dilution. The infusion must be administered intravenously for at least
2 hours with an infusion set with an in—line, sterile, non—pyrogenic
low—protein-binding filter (pore size of 1.2 pum or less)

Given that the vials do not contain antibacterial preservatives,
discard any unused portion of the infusion solution (do not store for
reuse).

No physical biochemical compatibility studies have been conducted to
evaluate the co—administration of IXIFI with other agents. IXIFI should
not be infused concomitantly in the same intravenous line with other
agents.

(2023 4F 12 A BIfE)
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(2023 4= 12 AH4E) | 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 nonbiologics. However, findings on other birth and maternal outcomes were not
consistent across studies of different study design and conduct.

Monoclonal antibodies such as infliximab products are transferred across the placenta
during the third trimester of pregnancy 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.

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 risks
of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.

Clinical Considerations
DiseaseAssociated Maternal and/or Embryo/Fetal Risk
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
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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. Cases of agranulocytosis in infants
exposed in utero have also been reported.

Data

Hman 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 nonbiologic 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 pregnancy
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 nombiologic 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 immnosuppressants (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 monotherapy,
the analyses could have been underpowered to detect an association.

There were additional methodological limitations with these 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 TNFo, 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
TNFa, an analogous antibody that selectively inhibits the functional activity of mouse
TNFo. 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.

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
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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 IXIFI and any potential adverse
effects on the breastfed child from IXIFI or from the underlying maternal condition.

F—AF VT DL
( An Australian
categorisation of
risk of drug use in
pregnancy)

SYHE 0 C (2024 4F 4 A BITE)

<BE : PEOME>

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing
malformations. These effects may be reversible. Accompanying texts should be consulted
for further details.
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K E O CE Pediatric Use
(2023 4 12 HHIE) The safety and effectiveness of IXIFI have been established in pediatric patients 6 to
17 years of age for induction and maintenance treatment of CD and UC. However, the

safety and effectiveness of IXIFI in pediatric patients <6 years of age with CD or UC
have not been established. The safety and effectiveness of IXIFI 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 IXIFI 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 IXIFI for this indication is supported by
IXIFI’s approval as a biosimilar to infliximab and evidence from a randomized, open-—
label pediatric (D study of infliximab in 112 pediatric patients aged 6 years and
older.

Infliximab has been studied only in combination with conventional immunosuppressive
therapy in pediatric (D. The longer temm (greater than 1 year) safety and effectiveness
of infliximab products in pediatric CD patients have not been established in clinical
trials.

Postmarketing cases of HSICL have been reported in pediatric patients treated with TNF
blockers including infliximab products. Due to the risk of HSICL, a careful risk—
benefit assessment should be made when IXIFI is used in combination with other
immunosuppressants in pediatric CD patients

Pediatric Ulcerative Colitis

The safety and effectiveness of IXIFI 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 IXIFI for this indication is supported by
IXIFT’s approval as a biosimilar to infliximab and 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. 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
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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 IXIFI is used in combination with other immunosuppressants in
pediatric UC patients.

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 IXIFI in the treatment of pediatric patients with
juvenile rheumatoid arthritis (JRA) have not been established.

The safety and efficacy of IXIFI in patients with JRA is based on IXIFI’s approval as a
biosimilar to infliximab and evaluation of infliximab in a multicenter, randomized,
placebo—controlled, double—blind study for 14 weeks, followed by a double-blind, all-
active treatment extension, for a maximum of 44 weeks. Patients with active JRA between
the ages of 4 and 17 years who had been treated with MIX 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 infliximab or placebo were administered intravenously at Weeks 0, 2
and 6. Patients randomized to placebo crossed-over to receive 6 mg/kg 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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A total of 68% (41/60) of patients who received 3 mg/kg infliximab in
combination with MTX experienced an infection over 52 weeks compared
with 65% (37/57) of patients who received 6 mg/kg 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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