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1.5 ERXEHEROBERUVHFEORER

1.5.1 EEXIIHERRDOEFRE
) X270, 1gG1Y 77 7 A0k Mtk hA ¥ —m A %6 (IL-6) LETH—F
Jr7a—F PR THY, v ATIERENPIE b IL-6L® T X —F ) 7 u—FLHilkE
T, EETREE L EIC LD F vy A =— XA A X —FH (CHO) Hfa% FVCREA &
iz, IL-61%, KIERES, FEx OMBO S LFEE-CHAH, 0% G OFRE & 5 T MR IE %
708, IEWICEHEEREREZAL, £, iV v~F (RA) , ¥¥ v A<, /1
— ¥R, ZRMEFHES, 2< ORBOREBICESEbo T I ERHALNIR-TE
(1.13.1-3 RAJIA 7KGRIFEEHMEE 1.5128) . b U X~ 70, IL-6DAEMFHIER 2 RE
THZ LWL ZOEYZRTZ ENGESN, IL-63E 53 DR BICKT H7E8EE L L CH
HENED N TETZ, KETIET 77 L7 SmEEHOEE - 2R LT, BV v~F
(B oEHEEDO L2 ETe) , ZEMICIEEM: 26 7 5 BFERsERE L, SHR
EPERERYEBIEI R, F v v A~ VIR O IR R ORI RO UGE ] AWRRENTEHE Y,
BEE T, H#EE T20,0000 %48 % 5 B ITHEH STV D,
F72, AN TIZ20094 1 H BRI, 2010451 12 K[E T RA OB L L TRBEN,
D%, SEREHEIER BB A OWBBRE L L CHARERG L T 5,

1.5.2 7OTLSORTEIREFNDORAFEDEE

Fko@y, U X<~7iEe Mebie b IL-6L BT X —F ) 7 a—FAPURTH Y, IL-6
L IL-6L B S E—DFEE R EAHNCIE L, IL-6D A& FHER 2+ s M— DK TH 5,
BAKREB TS b X~ 7 ORGREITATFEFHIRNE S (8 mgkg & LTI100~250 mL
OEBMBEEAKICMZ AR UIRFRRE cRE) ThrZ end, EGROFIEMEICE L TR
DEIRHENRDY, AR NV X7 %2852 L TRA DIEROEENHT LN D BE
THoTH P AT HRRTEIRWEGEAERH DL EEZXOND, HEO—DH XA
DFAE, HRHIOETH Y, BEARMIIT S 52 Y) 720 AL 5 % ONEEIEFE ORI Y
BCTHDHIENETOND, ZOZLIZLY, RO EREREM OB -CARH 235 - Tk
728, 1w OEREE~O@EPEE R SN BHE LDy, OB ITEREICKT 50
W ORIETH Y, $HZ RA BIED L M0~505% D& MEIXB Y Th D Z L BRI 722
HRNIRECH D, b U A2 T ORGRIEICE THRGOBRIEZ BT 2 LT, miE&k 5
MR ) ) — AP S, BEO=—XZE ) L OEREE TORGENRAREL 2 b, £
7z, FHRE O KRG X 0 BE ORI EMH SIS, LERN-> T, K TFHES5OM%
WERMEMER FICERCTE 2721 TR, AFCRRE L TRV X7 2RIRTE o7z
BEIC LIRIROMES 2T 28050 A U » MIKkE W,

% Z T, RA BEDIBROBINE 2 LT 5720, R TRGENATEER N ) XA~ 7 O EER
# (180 mg/mL) ZBA%E Uiz, B FERERANIIHRGICB T AR AREL L, AAWRKRGE
FHHE I A R OV O SE O LM Eo U A 7 8 & FIEER Loz, 50 UhEiRE
BEN09 mL 2V U PICEA LT L7 40 Ry Y o V8A] (BLF, PFS 84 & L7z, PFS
A EFTH2LT, BENMEETOHOAKRGE2M/ET HHATH, BRICACEGN AL /2
HEBEZT, £, —HO RA BEO LI ICFOEBELNICHIROH 2 EETH, ALK %
fEENOLRICERTE D XD, RA T HIHE TFHERGoRERE LTARTO <, IO
B> CEEEZITIRTHREAOA— oY= 2—8% (LLF, Al 8% &0 CH
LT,

ENCTHEM L 72 RRBRICB VT, RA BEZMG L LR TREMAIORHE - AEOZY
PEAERE L7z, F72, RA OJEIR - RIS T D S EHIRNE G & OIEL MR O F IR REdE
ShRENHER S, Wi, BEMEEROIE L 725 ~— 0 — O ) & BEAGE O s i i 3
F & RO BEEIE ORI R A FET D Z ENRB SN, £, oL ettrn s



7T AT T 1.5 IR U3 ROk K OB 38 DR Page 4

7 A TR TG 8E B RIS BIE S 5 R SIS & bR E, BEAAGE O s R A B & K& A
RO, BERMIIBHTH -7, FIZ, PFS /Al ®AIOEFIC L 2B COHKS5 %2FEhE L=k
B, Aot Btk bICHARSICK DRI L AR LT,

ZZTAIEl, T T 57O RA DHEEIZOWVWT, 162 mg/0.9 mL ¢ PFS #AI 313 Al 85| %2
R TR TG 5, Fr 5RO EELROERFTARHF 21T 2 & L L,

T 7T DT RCEICR T DB ORI 2 1.5.2-1 1277
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1.5.3 B (ZEE 9 S HIRE

kU X~ 7 FHIE, #HHR 2 DNA H4712 & 0 CHO FliE 2 F O CREAE S 7= HIa RS 28 [ 38 5
ThY, KA ZELRANLT 77 A7 sJifEiEHS0 mg, [F200 mg, [F400 mg & L CTRE
AR EN, Wiesn s, A, R rEEE A oW <GS 75
DEFEZTo T,

TOT AT TFEIR mg U P RORIA— b Vs XL, BEMOEREEED
FEMEZ A ESE7-/AITHY, P AT RELREML, AL OEEE TALEEZRT
g Sk LTS 5,

1.5.4 JEERERIZRE 9 S MBLRE

ho ) X< 7 OBLME, e, ZeMEic oV TE, TnETEICI=7 A4 vEHN
THME L7 BRARRIC L VoS Tl Y, BECHIFE E CORBRICREFATH S,

Lfal, KO FREMHOEKRBFEEIT S 2H-, -
wowss (032 . BB W0 >l -
otpssRic S, I
e
I - /-

1.5.5  ERERBAR D

1.5.5.1 ERNTORKAZEDEERWARHEHMROAR
ARER RO T2 0\ FE P T L 7= BRGRBRIBR O BN, OV L T e A PESE B E M B O
(A, Hetl) ~OWMBARKONE OB E B FIRT,

(1) &Y v~FREEZLSSELE LR THRGICE D% 1,/ THRAR
(MrA2273P, iR : 20 ~ 2ol . s R, ERE S 5.3.5.1-1)

AR (MRA227JP) 1%, 1HILL oo BEMMESLY v~ F3E (LU, DMARDs) (IZ#HRR
+5372 RA BEFE G L LI-IEEMR - BRI A &EWEE [/ THHBERRBR CTH S, RA BFE
KR MRA 2 T GRFD 240, SEYERE, CRP ZHRIEIZ L7 IL-6Y 7 MBEEICRE T
% EIVF R OF IO THRET L7z, 81 mg/2BlfE M (N162 mg/2REIL, ZHENAAIST mg
KON62 mg ZHIEEG L, #53% F CoRer, RYEhE K OV § I O & 2 576 L 7=

(E1LH) , 2%, F—H5E228MMRE CIEERS L, KERGREOL e, Kipahhk
MOFEMEEBRE Lz, CGEIH) . £ L CHEIZ6H ARKERS L, Z2aV, Aok kOoE
WEhiez it Le (GBI . 162 mg/EREIEEE T #IH & B4 LAKI162 mg Z LM IE T3[R
WEE L, 242t EpEELOaEEmE L GEILY) , BICH—oME - HETeh A
MRE#S Lz (GEI) |

(2) TRERFERE (35050 T AERERAE T2 HHER)
{  BEEERRER)

MRA227IP DO FERHT OFE RN, BEAROT 77 5T iEEH R & R%OF MR %4
PEa IR TR TR G TOBRKRAEEHE (162 mg2ill) 2R TE-EZE2 NI LD, FII
FRBROT VA M OHFET —Z Xy r — VO OW TR 21TV, LFOAE L TE)
k.t
1) FBHAHREBROT A

SRR 2 [ENE 17 I ERIRUER O PAEHTRE R O, BRIRHESE &4 162 mg/2 & 3%
ZEIFRYE LTS EORBEEST,

FIFEGRER TIE, AFN62 mgRE DKL FHRGHEE 7 77 57 S ErEH 08 mg/kg/4i D i
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FREREO2EECO EHEMIFITHEFILLIGERER (X7 v I —3k) 235 L, SMERERECR3
L TREROIELNEE ACR FEYE20%UGEME D EZFIELME~—T U 18% & L THiGET 5 2
EIOWTHZITANFRETH D Z L OAEERT, LN LAEND, s s K TR 5O
MO TIE, 774 v FREIBOARTIERL, =7 VI ~BAT LB oK Ehnme & O
BIREEGIE B % bl LIRS BIHIEr2 Z L BN Th 5 5O E 2157,

F72, RA KT D7 77 57 SiEEHOAGERHRGERICE, EROSE RN 2 TR
EEMEI R ZGER L, 2hEE - iR & LC TEfi Y v~F (BfiofEEEO k25T |
ERAELTWDED, ETFHRGOERBIZBWTIRZED 7 7REREZ T HE - HEZ A
WZL, LU Uv~FR GERowEZ ZEFMMEA & 32) ICBWTHELSEETHTHZ &
T, FIURhEE - IR ZHIGAIREE T2 B OAREEGT,

2) HET—# /Ny r—UOmgE
B PR GRAIOMEREBET — 2 8y r— L LT, ERNE TR & OE N I B
D2RER 2 TN E RS L, VSNEIRER 2 2B & & T oMkt Th D & DBIE 2157,

LLEDOARRRRE R 2B E 2 T, HEE ISR 2 LR LT,

() B v~FBEENG L LK TR 5 X 28 AR

(MRA229IP, EHaiRs : 2ofei ~Fhich, FRmER, GEES : 53.5.1-2~4)
MRA229JP |Z14ILL > DMARDs IZZEAR+5772 RA BEZ RS L LT EIMHABRTH Y,
28 D7 7 4 R &, 84D A —7 U IR T S T 5,

TIA4y RHIE, ZEEMA X I —, WITEMEERR TH S, MRA 8 mg/kg/4il T
SRR 545 MRA-TIV B2 GTHEEEL L, MRA 162 mg/2i TR F#5-4 % MRA-SC FED
Bk, ZRMEROSEMENEZ R Lo, FEEFGE B IEP)E 5-24i1% 0 ACR HHE20%LL
EHEL L, LM GELME~— 0 18%) ZMEELT-,

F—7 M TIX, MRA-SC #f, MRA-IV Bz [bT, 771 > NI O24H ] OBIEE % #&
T#%, AFE162 mg2il T4 KL TG L, EHE TEERFOAMER NVZ2EEZRGFT LT
W5, A—7 MR, BE OBRKRERSCERMRAMEOHER IS UC, 5k mHE & O
EEZAREE L, TOBOFMERONREMEEZRFTCTH D, T, BERHA OB IMICEET
5 RIE 2B L B3FIC, PFS BAIX Al A2 W CHAREZHE L, BOERGREOR
ik, REMEkR EYEELZRIT T D,

FEMED EEFMBEE X, [HL) v~F K - RIEORKRBREMIERE ) KO THY v~ F 3K
DEERFAGH BT 204 RT7 A4 2] THIRESNZFHMEEE THh 5 ACR FEUE20%LEHEE
M LT,

1.5.5.2 BN TOREKRFROEE
Y a2 N NGO O 7= HES THE L 72 RRREBRICOWTIE, K 1.52-1912R”R L
770 WCKETIZ20124E 12 122 & 2 4RI CARFIO B EE 21T - 1=,

1.5.6 A& DE AN
AFNOA REE DL ICiid# L7,
(1) ARANIBEE Y ¥~ FRER O SGE L OB RS RE LB R D e R8 S Ay, BE B8 o o Je i) 550
RORBEINT,
b U R~ FIEAEHERARANCTA B b —h (LT, MTX) IZEA 5D RA H
F e R E M S 7 B I E B RIEATRERE L EGRER  (MRA213JP) 123\ T, MTX 2kt
B L CHERBESY vvFHIEROEEL R~ LTc, £72, BEfFD DMARDs & 2 W 5z #iiH]
IR AT2r D RA B3 U CIEME S AU72 85 AR SR 2 B I TRE [ LGB (MRAO12JP)
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IZHB\W T, BEfF DMARDs {RIEREICHER LT, B - BB OEITIMEII RS 602 725 T
Wh, TS & ERERRERIE, WAMNERRBRIC L o THREN TN D, T, AFTOEEE
ICBWTHAHFEZKTL, FORFEERICBNTHLT 7T AT IEEWEIMEERT L L
W2, ZRMEOTa 7 7y A VP BHHER I Z L THIR EOBEEMDBFHEETZ D2 DI >obh
P

MRA229JP |23 T, MRA 162 mg/2i D S T #5130 E1#: 5241 % 0> ACR H:4E20%05 544
FEIZ W TR # RN G259 2 FEH P RGE S 41, ACR EHE20%, 50% K% UN70%I0 548 i
J Y DAS28 (Bi#i Y U~ F OISENEZ -3 2 F51%E) & EIRNE G- & FERICHERE L, ®mVE
W BIEOUENRENRBO Lz, £i2, BEORFHERNEL JHAQ (HAEBMAEHIZLD
A AR EORAN) ICXVFHME L7z 25, SIHEERIRNE S & RSO SRR OSGEZ R L
7oo I, BEEBEOERLEEENRH D EZLXHNTND MMP-3 (v U v 7 A A X rn
T7—E3) bAEIRNE S L AROUGEEZRD = &, KOMES MRA 7 Z7IRE S A
OB EZ R LI s, BEEOMENHEEOHIEZRGFERE THD Z ERRBINT,
STEFFIRN B G- B PR GO0 B2 12k > T, ACR FEMESFEHE & Y DAS28% 5
L L7z RAJEROUGES FITHER S, DIROBEITR D ehrote, iz, BEME FHEGIC
BT ORI 21T o2 BIC S RA GEROUEL) R ILFifE S 41, DAS28 K% TN SDAI (simplified
disease activity index) % F V72 BAFEEACGRITRERFAIC EAH LT,

LD E XY, RANTFIRNEE S & FEROm WAL R 2 LR ST,

Q) K FHEGRBEOBIMC I FEERE £ 2720 TIER <, BEITH 2RO RN 2 12

ftcx 3

AITHEREINTND IL-6DEMFHIER ZLET 2HANIBEDOE ZA MV AT D&
THDHN, TOEGRBEITATHFIRNEGOHRTH D,

R TEHEHAICORFEEZAREE 52 & C, AMErFEHARA &gl U CRnEEREER (F—
A, Xy R, HIER) OfE/NRSRRETH D, Fio, MIEREO R WEREBICBWTY, hv
VAT ORGENAHREE 70D, HIZ, EFHTRENK T T 5720, BEOEEERE TORE
BE OBEMEICEN D, O, FEEMHIR L OHIEMHIK S v ) A~ T Z R TE 20
BEICH L TH b A TICKDIBENAREL 225, Fiz, ITHRIC b U X~ 7 O iE
AIREZR ERHEEA N 70 <, EBH OB EZRERS STV DHEFIZXHLTY, IETOEREN
AREL 72D 2 & THMEMED M BICEBATE D, 2D X D e s F B 2 & B R v S~
DU BRADMERBHFICBNTS, BEMEICHENR2N ENERIN TS, MU X
TN L BIREZE R FIEAMAN CEHICESGT 2560 H7e 63, mUEEREARAID O K TFiE
FBAI~DE) 0 B 2 THXIGATREZe & S ITIRR OBIRUR A LT L W IHI B TRE R 7 4
v FERM T LDEE XD,

FIZiE, BKRRIC TG FE L, BEEFEICL TG LKL CH AR GROR
IMER OVZBPEICRERZEN WD EXRENTZ, AFIIL PFS/AlI WA THD Z L BIEEIC
XA GEZEPOBEICERTE S, HOBRENAEEIZ/RD 2 & T, BEILHEAZEG O
MIFRIIR U7 RBE IR & 72 0, TERDBE L RO DT D DRFEDHTHTr L H 17
0, BEEZ D BRSNS,

MRA229JP (250N L 72 R K OV O 52 FE0it L 72 BB E 123t L CIT » 72 FIE MBI %
T U — NORERNG, EREEOL LT REEFICE o THAMERIRNE G- & ik U TR
HBOREMENE W 8RS, ( 12.7.6.10.3 PFS BFI KO AL AN+ 57 7 —k
fER W)

1.5.7 )
ARIIZBNT, BEHEIY v~TF OIs & FFoEWFRRIANL6AI BN KR I TWH N, IL-61E
AEHETLIEANTI NV AT TH DL, F U X~7%, #EHAMAIIZB VT, DMARDs
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WHRA 4370 B D> TNF BLEANC DR A 140 72 B F TRV EIZHK LC, DMARDs %
HFFHALARWEAETHLEWSREZ T Z &, EYIChZ 0 R0 Fi LIERAI oM RN Em N2 &,
REORKEREEZRLTEY, 20 ORRICMZANEEN G £ 2 AKOERK EOGFEERITRE
W,

AHGFEE, BEFIRE COHRATo B Y v~TF (& oBENREON L&) (o5
% e A B LT 2 S ERIRIN R G2z, B2 T i A 2 s Gk E3- AL & L CHIGE
LD THD, RANINERD S EEA A OB/ RIS Z, BF K OEFRMESEH OFE M5
M ESEDLZENTELHEMREREEZ BN, BEFO S FEERFNIIN Z 872 7 IR ORI
oA IRE L 35, AMEO R TIEARFNLAFEERIRN R G 1oxt 3 5 LR R S,
MTX %#&Te DMARDs # 75 Z L7 <, MWAIEZRT Z EBNRAES N, AFIOZL
BT a7 7 A, BEE ARG 2 BR & sl ERE A A & bl LT, B 2R o RREIE
N2 o T,

U723 - C, s S & AR BE R COHORA 0 72 BE U v~ FBEIL, AFO
RTFHRGIE, X270y bV R % ERS EEHIZFEMEDO KR E Z2m BICHGTE 5 &l
L, SoEELEERTRKBHEFLITO & E LT,
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1.6 NEICET5FERKREICET H2EH
1.6.1 SNEIZEITHEERIRR

U X< 7H#FNE, SEEEARAINREE U U~ FOIREIE LT, KEIZEBWTIE2010
FE1H8H, EU Tl A 7202 X V2009451 H 16 H KRR S 7=,

20124F 12 A BIFEIZHBWT, & {riﬁa%&ﬁﬁ;ﬂ‘&ﬁl JI3KE, BEU Z1Z U o5 10080 EOETHRGE S
TEY, F72, ZOMORRE TIXEH R EERFRIEBIEI R ORI & L CRETIH201144
HA15H, EU T20114E8 A 1H %h%zm?( lEnTWb

7B, $$ 1 RUHK T B D Rz TR RAN TS m\f%m%m, EMA/FDA |Z%f L20124E12

HIZHEEHBFE I TS
# 1.6.1-1 FEERICHITH L) X7 THEIEZBIKR
[E4
HR5e44 RN (BhEE « VR KOKGREH H)
FIA - & &
b NES| [%hiE - 0] 20104E1 A8 H
ACTEMRA VDL oo BIERITEST Y 7~ F 3 (DMARDs) | 20124107 110"
[/3A T V] NPT TH o TR - EEOTFSMERETY | (FTNF PLEIRE
- 80 mg/4 mL U~ FRNEE OIRREZHEICE T 5, %% DMARDs (Z
- 200 mg/10 mL )
* 400 mg /20 mL (1735550 201141 H4R™
BAET U v~ FITFE S BIF O EMBE OB Ik &8 | (o Ef R B O
HE, S RRERE DUE i SSIEN))

[%hae - 2h#]
2L EDBE BT HIREE 2 AT D el A
PERFFEIME BRI R DI E IS & 5,

201144 H 151

EU (HREA S

[%hae - A

2009 41 H 16 H

RoActemra 1%, NSAIDs K O'4 BREATaA
I K 2 AR S D RA+5 T&aot%}tbjh@
BB DIREMEZ A9 2 25 AR FEE RS e R
ik (sJIA) DI I & 35, RoActemra [,
%ﬁlﬁé@& LTHHTDZ & (MTX ’iﬁ“éﬁ
BHENRBRTH L6, XiE MTX OF 5B
HOHGE) , MIX L7526 TE D,

) RoActemra [ A b F L ¥ H#— F (MTX) ézﬁ?ﬂ%] 2010486 541"
RoActemra 1%, 1FE¥ELL > DMARDs X% TNF BHESKIZ (e BRE R EE
[/XA T V] AHER DN REAR A5 T > 722 ﬁfﬁz#?ﬁf&)o P & B R H AR
- 80 mg/4 mL oA - EEOIFEMEREE Y v~F (RA) KA | O%E)
+ 200 mg/10 mL BEOWRELEICE T D, £, ZNHDHEET
* 400 mg /20 mL I%, RoActemra ZHFIEEEL LTHEMT L2 & 60

BBThHDH (MTX I T HEEMERARETH DY

A, XL MTX OfkfH G5R A E Th 5568) .

RoActemra # A F L FH—FEPJEH L= E 2 A,

X A7 R L T 2 BEEiEOERENKT

L, FAERENYGE LT,

[#hae - 23] 201148 A 1H
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1.6.2

KEXRUV EU DRAFXEDHE

S A O K ETRA SCE (Q0124F10H i) OEE A £ 1.6.2-11C, EU 28T U
CE (Q012ME8 A KET) OMEE A E 1.62-210R7 L, FNEFNDFRLA1.63, 1.64ZHMHT 5,
F72, R¥EPT—Z2— 1 (CDS) Z1.652A4d 5,

& 1.6.2-1 XEIZETH2ARMXEOHE

o4 | ACTEMRA

AR - AR N T

o & 80 mg/4 mL, 200 mg/10 mL, 400 mg /20 mL

e - | <BHEHY v~F>

EIUES 1FE¥ELL 00 DMARDs 23 RA+4r T o TS - EEOIREMWERG Y v~ F
RN OIRIRZ IR &2,
< P ERUEAEMERE R B F A >
25k LA E DRI T DISEWEE G T 5 RS BRI M B 2 DRI A G &
ERCE

MiE - | <) v~F>

ks HAWGEE LTHEMAT228 8, A M RL¥Y— FZ0Oftiod> DMARDs & ff 5

HZLEHTED, RABRFIT60 0 CTHALEHHET 256 o #8134
mg/kg TH Y, FERIISISIZH SN T8 me/kg IZHEET H Z &,

o FEEOREMBEN AR AEEE(L (FEEREM, 4R EkEeE, R
WIETR &) EZEET 521X, 8 mgkg 22H4 mg/kg IZHEET D Z ARSI
L[ THWE-- A&, Z2E5XMEREOFEE] , KO TRIEMR] 2%
N

e RA BETIE, EAIEDHZV800 mg Z#E 2 5 HEIFHES AW [ THEER
) 2]

< EH R EEVERP PRI K >

HARLEE LTHERT2288, A ML —bEFATHZ LB TE D,
sIIA B2 28 [IbE T605 2 THASTEEFHET 256 O RITRDO LB T
b5,

SIIA FBE OHESEH & QMR 5)
REE30 kg A O BE 12 mg/kg
RE30 kg LA LB 8 mg/kg
¢ KREIILHTHAEEERDH D20, 1BIOKFEOEREREDHIZFESNTHE
EEFTRETERND,

o MEMBRZREEIRRAMEE (TR, GFPeREE, (R E 72
L) OFHOD, BEOHRMNLELRLEANSD [ THIE - HE %
ZH]

ik - HE0EHE

HERBPEEN D b IZHAE, TORPEEN T br—LENDHET

ACTEMRA O 52 HWrd 252 &,

BAfi Y v ~F

g B [ [ZEROWH EoEE ) 258]
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Whe A A 1 HELE

B EIRMEZE | LIS T, P LTV 5 DMARDs O HE %45,

Z, 1EW ERRAE | Z O&IPHO &EMEN T 5% A, ACTEMRA O H & % 4
D3fFLLT mg/kg ([ZIET 572, ALT X% AST W IEFHMEIZETHE T
ACTEMRA O 5% FWi3 %,

EH EIRE O3 | B ERED3% % TEIS E T ACTEMRA O 54 Hl L,
fBaEz, EW| Lo NEW ERELZE, EW LRIEOIGLLT ) OHfeLE
R D55 LA 2D,

T (BRECE | EW EREOIGZE 2 DRELNFR LS ST,

v fERs ACTEMRA #H1E§ 5,
EH FFRME OS5 | ACTEMRA #H 1L %,
fGx2Bz5

Mt ERE (ANC) B
[ TSR OMER ForE] 23]

Bk R A A A HELE
(1Imm’H7= b
o M. ER¥)

ANC 731000% 8 | HEAHERF L TR 2 ke 5,

25

ANC 73 500 ~ | ACTEMRA O¥: 5% 425,

1000 ANC 731000/mm’ % E[f] - 72 BT, 4 mg/kg O ETH S
ZEBE L, BRI ZY & S8 mekg ([ZH T
éo

ANC 735007 | ACTEMRA % 1145,

i/ [ TS RO EoolkE] 22

i PR A A HELE
(1 mm*H7= b
o 1 BRE)
50,000~100,000 | ACTEMRA D% 5% Hir4 5,
1L/ A3 100,000/mm> % Bl - 72 BX ST, 4 mg/kg D& T
Beh A2 B L, BRARMIZ 2 &I S uiuiEs mg/kg (2HE &=
T 5,
50,000 A i ACTEMRA %= H1E§ 5%,

A By B AE RE S M BE R 2%

sITA 4 TlZ ACTEMRA DFEEIZHOWTORBAITHIL TV, sJIA BEIC
BT, LEREO RA BEDETHR LR L [FRRE ORISR RE, i HEkED,
K ML N 338 B T- 8 e 1%, ACTEMRA O &2 thikr+ 2 2 L e
LW, BHENZISET, BEFHLTWS A b h L Fd— b X3 oo 3R 5 oo & %2 0
TONEEEZELET D E L BT, BARKROFANATTHOIL S £ T ACTEMRA D%
HA2HMET %, sSJIA O%E, BRRRAEERTICE S5 ACTEMRA # 5 1k oYK
%, lx OBREOEFIFMCESNTITY 2 &,
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B 52 | ¢  ACTEMRA & ZE#%H) DMARDs (TNF [HZEZK, IL-1R #HHi#K, H1L CD20E /

45 7 a—F VR, T MR LA 2 &) L ORI o0V TIERR
— %I MNThHDH, BEMHEZHEBL CTEREV R ERDIBENLRDH LT,
FEF ACTEMRA & A#)%#) DMARDs (X6 L7222 &

IH o HERHTFTPERE (ANC) £32000/ mm’% FEIS B, Ifi/MiE73100,000/ mm®%

TEABE, XX ALT X% AST 28 1EH FRRME (ULN) DO15E%28x 5EE
TlX, ACTEMRA OEEGZBIAE L 72V ENEFE LV,

g EIEREYED U A Y

ACTEMRA O$:H- %2507 5 BF X, ABEXIIFTITE D A[REMED & 5 BHE 7o e

JEDFRAEY A7 BN [ MR OMERA EoE) , TRWER 228 . Zh

S ORBYEN B O BE O KEBIIE, GZEMHE (X F b dT— R d)

TR E AT v A REEZOFH LTz,

HERREENLLDONTESEAIE, TOREEN T Pr—LENDHET

ACTEMRA Ot 5% W45 Z &,

INFETITFRO & 9 RBYYENRE STV 5D,

o ILENMERSEE (WRSECRiSMEREE LCRBT A2 0% 5) . ACTEMRA O
i FHBAAA AT X Y ACTEMRA JRIE IS IZEBIEMEE R OB E2ITH 2 &,
ACTEMRA O fl % BRAG9 DRI, REEMERIOIRREITH 2 &,

o BREMEEERME (DU UXIE, TACULENLRIE, o —F T RAT 4 A
REEET) , REMEERHEYYEO B, REMERER TR  BREMEE R
TEZTHAREERD D,

o HMEEEYWIE, 7 A L RRYYE, KOYH R RIE RIS RS B £ O o REYYE

o BME T ERMERYIE DO BEIZ OV TIE, ACTEMRA O£ 5 % Bis4 % /i
2, 16 Lo EFREEHICBET D L,

¢+ ACTEMRA |2 X 1R R OVEHEZ L, 1R BRAA AT IS IS TEMERS B R G A 3
Ptk Cdh - - BEFE N RBE T D /R 2 50, BB - ER2H 5
PR TWRWOHEERRLBET L, [ EBEROHEHEOEE] 225
i

£y AFN R UBBUEDBEER O & 5 BE TR G Lans & [ MEEROER Lo

HE 25M]

L 7 JRYE

FEHEA (BE Y v~ FI5%H D ACTEMRA b &te) 2H%ELTCWHHEET
%, M, ~A4axs 77, REMER, AR, FH, XIZofMo T
AIRERIC KA EEREPEENH LN D ZEnH Y, HEIZE > TIBmn 7
BimaE 7o 8D DR HEINTND, mbE<HE I TV D EE RBIYET,
fitide, PREGEGYE, B, HWEE, HIBK, M=K, MuiE & OV E M BE i &
nEchs [ TRER #23W] . £7-, ACTEMRA Z##&5 L=EEHEICBWVT,
W, 7V ha v B RIE, TASXAKNVRE, DUV HE, —a—FY AT 4
ZIETR EOBFIREERHRE SN TV D, RS, BRRBRCIIHREINT
WRWEERBMEND DO DARELE L H D (EA NI T AVIE, a7 %
AT REE, VAT UTIERE) . BEIL, REMEEATITAEHEEERBAL LT
BT HAEEMELH VO, BFIIEES Y v~ F IO BEEEORIEIC S S5 W]
BEMEOH DREMHEE (A P ML XY — L) CRIBEEEAT A FEEOH
LTWDZENZ,

b C ol
S #F o}
i
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ACTEMRA (%, JEEMEEYGYE (R GTe) OBRFIITES LanT &,
WDOEEFIZOWNTIL, ACTEMRA O#F 5 %ZBGT D Ri1lC, 1RE EOGRM & B
PaE+3IcBET DL,

81 S PR MRS E O FR

FEZ B & ORIERAE A A3 DB

7R ST B A AU OBEEIRE O & 5 B

AR AT EEEN AT L TV DI B EIIRIT L2 o b s BFE

Sy RYME DIRFE L 72 D WTREVED & D iR B A T 5 B

* & 6 o o

SMERISOSE AR S5 2 LT X 0 AERIE O - JERANEET T 5 Al REME
N BT, ACTEMRA (T X AR L ONEEZ TG0 E - IERNH 6 b
TWARVWHEBRSBETLI2LER”NSD [ THE - BHE, TERWEH) , KO
TREF~OE RN 23]

B RYE, R REY:, SUIBUMAER H S b =54 121X, ACTEMRA O#
HA&mEr§ 25 Z &, ACTEMRA (2 X A1 TITHHOBERENH b b HAa1T,
FEIEREREME T L7 A2 Lo 22 Wi d 2 o i L 7= 9 2 T, b
RPUAEMEERIE ARG L, BEOREL HSICBIET A L,

(157

ACTEMRA O ZBRtET DRIIC, HFRBEEOKBEOMBRE 727 i+ 5 & &b
2, RO FEZBET D,

TETEVERS A SO TIEBIVERE R O BEE RN & 2 N U 72 1R o — AR HEE TE 72 0 A
F, ROVBIEMERS R O MRS BIXfar: T 5 NI D ERIE %2 A 5 B
\Z2WTIE, ACTEMRA O % BRtAT 5 AN PUREERIE DO EMIZ OV T H B E
T5HZ L, lxDREOHFEEIERBOBMES 2 fWr+ 25— +57-0, Kk
BRI OWC ORI E AT DEMCHRT D ENREE LU,

ACTEMRA JE{E O BRI ETE MRS R YE O MRS RN ZETh o BE L&
0, FEEOMIE - JFEIRDH 5 DIV TWRWNEEIRS BETHINELRD D,
ACTEMRA O A% BAtAT 2RI, BIEMMERIEYYEICOWTEEZ A7 U —=
VA ENZEFE LW, Fu— LK T 1 S5 AT, OB
JE130.1% Th 5, BIEMERE OB E X, ACTEMRA O 5 %G+ 5/, =Y
H7efi~A a7 7 ) 7B L DIREEZITO 2 L,

v A VA FIEHEAL

T INHIE D & 5 AW FREE AT > T2 HRE T A LV AFER LIS ST
Y, ACTEMRA DK CIXHIRIEZNEL-FANRRBO LN TWD, 1R
TiE, B BIFRPFHR LIRS TN oD, WRORI Y —=2 7
A Tt T - 7= BEIIERI L Tz,

THILE 22 5L

FE PR ARBR CIIHALE AL OFERNRESN TS (EIZ RA BEOHEEROAEDE
JEE L T) , HILEZELDO Y R 7 RNEWAEEMED & 5 B Tk, ACTEMRA %15
HICEEGETDHZ L, Bil-RBEEERNS bzl 0%2 LIZREICHOWTIL,
HILE SO BRI E DO T2 OHCMCFHliZ1T 5> 2 & [ TRIER] 2581 |

Pl A o AT A
BAE Y v~ F
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I P ER
ACTEMRA O 5 TR L C, MFHERJEAIEDRBLEE O EF PR 5T
%, WG O IR O ARERICB W CIE, ARG (2B L 7247 ER
JAMEIZ 0 JEYE DB L TIERIT ENTh o 72,
TFHEREAD LT % B (e HERE (ANC) 732000/ mm’ i1 o H
FHH ACTEMRA D% 5% BRMAd 5 Z LITHELE S 7wy, ot i ERE 23500/
mm’ A & /g o 72 B F TlE, ACTEMRA IZ X 2 1M ITHEE S,
- ﬁ%ﬂPiﬂﬁﬁz FA~8HE T LI T A& [ THREKE) 2#21] . ANC OfER
WCHES S HERA SR W T, THE - HE) 22BoZ b,

/R

ACTEMRA O #5ICEHE L C, M/REOBL AR D LN TWD, BEERBRT

%, BEHICEE Lo/ MR I K A EEARAHMFRITIRE O STy

[ TEHWEH) Z#Z&H]

- i/ MRE A3 100,000/mm’ A D #3578 ACTEMRA O 54 Bt 5 = LI3H E
L < Zpvy, /MR EA350,000/mm’ A 0 #.5 Tl%, ACTEMRA |2 L % iBIE 1%
HELZ X 70,

- M/IMREA~SE Z LB T D 2 b, /MR RS < HELEFH ESRET I oW
<%, Fﬂﬂiﬁ-ﬁﬁg EHOZ L,

iR N

ACTEMRA O HICEH LT, FT v A7 I F—BlE LR ORBMEED FH 1R

ODHNTWD, BRHRBRTIE, T UAT7 I —BlEFICTIVHL RGN

IR TR E LRI AR AFREEICE > -3 2w [ TRIER ] 28] . IFkE

EERZTAHREEO H Al (MTX 72 L) % ACTEMRA E0FH L7-BRC, +7

VAT =Y LR ORBBEE R OEIEELO EANED LN TN D,

N7 AT I F—BEEAORNEBEEIHFIZIBT, ACTEMRA 8 mgkg O HLHIH

BEICE Y IER EIREOI0fE 2B 25 AST EANRRBO LN, ZDOHREN, MTX

% ACTEMRA O LIZU®T=EZ A, ALT EFITER ERED164%% LA -

oo MAIOESZHWLIZEZ A, T AT IFT—VIXEFEMEICE LR,

MTX & ACTEMRA OHEZHE L) 2 TREZHET S EHO LA L,

MTX TN ACTEMRA OG- %Ik L7-E 24, BAEEO ERIZHEK LT,

- FFURATIF—F (ALT XL AST) DNIEH ERMED1.5% %8 2 5 EE R
ACTEMRA O 5281535 2 L1322 E L< 722y, ALT XX AST N IEH LR
EDO5E A %2 5 HBE TlX, ACTEMRA (2 Xk D IEEITHERE S,

- ALT MM AST Z4~8H Z L 28I T 52 &, R EETH L5513, ftho
FHgemE (B e s ed) oEixsEETH L, FToATIF—F
(S HER A BRI Wi, THE - HE 22RoZ &,

HE'E

ACTEMRA O#5ICEI#E LT, alL 27—, R, LDL 2L 27572 —

Jby HDL 2 LV AT r— 7 EOREMREHEBIC EAPRRBO LTS [ TRIFE

M1 28]

ACTEMRA LD BAG 7 DA~ Z IR E MR AT H O 21TV, £ DO%ITK

4R TITH Z &,

BB IMIE DB BB I 2K 7 4 K 4 > [National Cholesterol Educational

Program (NCEP) 72 8] (Zf» CHEZERT HZ &,
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4 By U AR R S BE B %

sIIA 25 TI1X, ACTEMRA O HIZBE LT, L L7\ % — O RRAEE

b OFEER E5, R EREgs,  f/ MBS K ONREE M) Ao 5 Tn

45 ﬁ%tljﬂﬁ M/h#, ALT KOV AST %2[01H OJEARHCEIZE L, ZO%IiF2~4
ICBET 52 L, JBEICOWTIE, Eitd RA OIETH#H LIEZANRICH > T

ﬁ 52k [ THE- A& 258]

S N

ACTEMRA O 5 N EMEIEE O F 412 T T2 S\ TlEb o TUZR N,
Il PR AR C VR 73 38 &ng'm\é [ TEIfEf]) #%M] . ACTEMRA (1%
EIHZETH Y, REMHIZEOR GBSOV 27 280 0 BT H 5,

WHEIESOS (T 7 4 X% —%5Te)
ACTEMRA OFEANICEEH U CGREVENKS (T 74 7% —RUBELE 2 ET) M
WESNhTWD [ TRWER 2281 . 65 AR EEBRICK N T, BED
0.1% (26444191 341) 128G FIENRKLELE DT T 7 4 7% 2 — KONZE O OIEE
SESS DGR DAL, AAlE#H LB Y ‘7’\77‘%. {K(all-exposure rheumatoid
arthritis population) CIZHEFT D0.2% (400941 H8%1) (2RO BTz, £z, sIIA g
SEEEER T, 11269 161 (0.9%) IZEGHFIERRELRLT T 74 7F%F— K
U2 DM OWBIER IS 8 b iz, Tk Tl ERIRAVICHE & 722 2B HUE &
T F 7 4 77X —0NAREEGBECH LD, HTCICESTZEMHHE ST
W5, S OREGNLBIE % %%%@%%ﬁﬁ b LTHESNTEY, KA
DG EIIMA Thol-, YEZERIIT VAT 4 r—3 a rMTbi-BE T
ﬁbfwéo%%%K%%kﬁéﬁ@ﬁ&@?%7%?%V—dﬁ@ﬁﬁﬁ@%
ﬁ%ﬁ¢é$% WONZRFEGOBEZ A SR WEFIZBNTHERD L, B
BIEIAFWEERGRFICEED TS [ TRIEH] 28] . ACTEMRA O
%Lﬂi, TFHF 74 9F—2EFEHTEX AT+ REREZEEGNESTWBE
BUEEZTOHLPITI Z &, 7%749%y~2i%$%’%%&&5%®M@@
BUES SN b -%A1%, ACTEMRA OB ZE HIZEIET S L L HIC
ACTEMRA | ié%%%ﬂmm hik4 2% Z &, ACTEMRA 1%, AANZ Uik
JEOMAREOH 5 BE TG Lz & [ 22 RO TEWER] 25K] .

i 2

ACTEMRA O 523 BIC KT THEIZOWTIIARH TH 503, RA ORFAKR

BR ClI MR ALIE e OB ERIEMEBEE S B =2 —a XTF—DOHREN ENICH

otoMﬁﬁ$%rﬂﬁéT PO B 58l - FERICHOWCRE 2 EEICBIET
Lo MBERE B OIBEB O H 5 BE K OBBEE BN T D bz BF I

wf@,mﬁ%iMﬁmmA®&5®ﬁf%£§ e 52 &,

ISENMERT IR B OB
TEEMEAFR B INTFIEED H 5 BHE 121X, ACTEMRA 5 LW Z ERZEE L
WL TREIER T, RO TRk EFICBIT ) 258

T 7 F o REE
BaIR COLREMENTESL SN TR, ACTEMRA 59T ED 7 F o 2
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LWz b, AU FUBMES T AN D ACTEMRA 5% 5 1F 72 A~D Ik
YRR IO W TII AT RER T — &ﬂ@m %72, ACTEMRA O EH %% )7~
BEICBITAU 7 F OGN ONT E T — 2B E LTV, IL-675FH
EIND L, FleRPficxdd 2 EER2@EISENG T o282 nd b7
D, AIEETHIIE, WTNDRBEES (FoamBE SRR EEESREE) |,
ACTEMRA JEIEDOBRIGE TIZBATO TR T A R 7 A4 it > TTXTO T
BRAFEETCBS ZENEE L, AU 7 F NS ACTEMRA RIEBAE
TOWIRIZ, SREMEFNCETABITOY 7 F o #EEN A RI A4 I+ 5 2
L,

R A AE

flDBAET U v~ FIR RS
ARRUFH—F MTX) , AT A RERIRIEELORIBREAT 7 A N3
MWV AT O VT 70 AL RIFET & O BIIRHEN Ky B REfEHT C
TR SN2 o T,

ACTEMRA (10 mg/kg, H[E#45) & MTX (10~25 mg, #H1EEE) OFEHIX
MTX OUgEFEEIZKR LT, BRI E 72 558 % RIS /2o Tz,

ACTEMRA & E¥)7") DMARDs (TNF [HE# 7 L) OffFHIZ DWW TiImET ST
W [T - &) 228]

CYP450E'E & DA HAEH
BN O F & 27 v— 2 P450IE, REYHIPE-CRIERL (IL-672 EDH A N A %
i) ICkoTH UL X2l —v g 85, RA BEICI U A~T7 254
HZETIL-6ZN LTIy I BENESIND E, PV AT 2L LN
G%& RS LU E T CYPASODTEYENBIE L, CYP450DFE & 72 5 FAK| D
R oTLHERZ R TEEMEN H 5, In vitro BBRTIX, F U X~ 7 R EHD CYP
B3 (CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6, CYP3A47: L) DIEH
B EZ RIETR[REERH D Z E N RmEnTW5b, hv U X<=7 5 CYP2CSK
T VAR L TR R T IE DT> TRV, In vivo RBRICEBWT,
ACTEMRA H[a[# 5O 1% ICA A 77—/ (CYP2C19K O CYP3A4IZ L V1R
WENnD) ROV R_R2ZF L (CYPIA4IZ LW &Ens) 25 L-E 2 A,
IREE &L ZNEN28% K S5T%IE T L7z, CYPASODFEE L 720, Hy o H &% #E
WCHRIET 2 L) IR WA E > T, FU Y XTI RTF v a—Alh
25 EE, MK EBERZRLOLRDWEERS D, ZOX I REA T OR[N %
B L TWD AN ACTEMRA BIEA B UIHIET BRI, 1EH (D7 >
Vo7p ) NEEARE (S 7uARY Y, 747 40 0728) 12OV TOIRE
FT=X V7 EERL, LEIZS U TEY OERFHELZHHEST 52 &, CYP3A4D
B L RDEANT, DOoOAIOBRTNRLEET LL AWV O (BEORERE, o/%
BFv, T RANRRAEZF 2 Y) & ACTEMRA & T 285A1%, A7FEIXEE
WATH 2k, FY U X7 CYPASODEERTENEIC RIEFTREL, U Aw Tk
EOEIER b EGERNC DT> TR T 2 AlietEn H 5 [ THREKE ] 22 M] |

RO T

KT F % ACTEMRA ERIBERICHEG LW & [ BEROER FoEE] %
S

Sl A
£ [T
BT 5
5 H

1Dt

A R 7 2 Y —C

It & Uiz, b7 ch B 2 & %i<m@éﬂtﬁ%iﬁbh1w&wo
SEBR R s NITIE, IR RS9 2 I ER 7 fE R ME DB TER) 7o A 28 PRI K - TIE Y
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fbENDHEITDIH ACTEMRA #4252 &,

BRI =7 A P b ) A~7 (1BFEHE2, 10, XiX50 mgkg ;
HTHR20~50H) & ERARINEE 59 DI « I s AR Bt kB 2 520 U 7=,
WTNOHETY, BT/ REEEEAIERZ R TIHLUIRD bk ol
2%, 10 mg/kg K ON50 mgkg O~V A~ 7 28 h LB CIImE/JIx8 - JBIRET
DOBEEN EA L7 (mghkg TOMRRICHES &, ZbOH&EIE, B M8 mgke
Z2~4 R TES L5 E OZ N E1.25E L T6. 255 1243 5) o

AT T LAS D AE

NV X7 O~y AT Fa Zhks~ o A THRFNTHREICEWNT, BIR
MO B (BEFL) F£ T3 HMIME TS50 mgkg ZEARNEG Li-L 25, HARI
KO A% O AR P I AN ISR LEE RIET 2 & 2R 3ELEERD S/
Molo, £, MAEROREE - 178, FEE, RERLKOZREOHENRESZ
IRTREL G RO S o Tz,

IEHRE S, : ACTEMRA [ZHRFR SN T-ilmDisifz =41 73 5728, MR
SRV AT L ERERE LT, EMICR L CTREZBRETL2LOBETLHE LI, 4
IRl LT H1-877-311-8972ICFERE L CHH 2887 D5 L 2 3EFH L T\ 5,

3L

N U X2 TR FICBATT 2008 20, BOBERZICEF TINS5 0
EDMMT oo Ty, L OEFNHLHFICBITT S 9 2, #ILFoART
IZ ACTEMRA (XY BELRBIERANECDAREMENH D Z L0nn, BHAICEBITS
AR OEEMZEE L) 2T, BALEFIETRENE I 0, KA G ZH1ET
RENEIMEHWT D &,

INRA~DEE-

SITA DIANDJEAR DO /NEEBEIZEB TS ACTEMRA D% 4 K O 0 I3/ S
TV, 72, 2ERMOBREEZ NS E LERBIIIThbh Ty, v X<
T D~ AT Fu SR EAWERER T, S8~ v ACEEITEED 5 Tn
RN, BT, CERAE, SR HRE R OMERR B FREE IR bR o 7z,

EE ~OF G-

AR I~V [ THERER) 28] T ACTEMRA O 5 %52\ 722644151 D HE O
26, FH35EIORRE Y U~ T RBENSHEL ETHY, 5 H50611L75m% L ETH -
Too 65 LA EOWERF 1X, ACTEMRA % &5 L7- & & OFEE 72 EYYE OIS HE
DI6SIE AT DHERE N LR TE D o 7o, minE B — MY O FE B L 23 15
W2 END, EREICERGTAGAIXEEEAT L2 L,

JF P

FiEEDH 5 BE (MIEFAIHRE T HBV MO HCV B0 BREEZET) 2B 5
ACTEMRA DZEVER NI OWTIIRBSTH D [ G KO Eon:
Bl 2]

e
WREREEOHHBE CTHERS 21T ) LE TR, PEE - BEOBEEDH
% B3 TO ACTEMRA ORFHIITHOIL TV e [ TERRIEE ] 258
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KW L
Va6
IRIFIE

ACTEMRA 73KTFMEZ 51 & 8 =9 AREMEIC SV THRat LI kBRIZ 2L, Lo L,
BHENTNHFT =475k, ACTEMRA 5 AMEFIEZ SIS 2 & & Rk
HUZFRW B,

'
5.

ACTEMRA O &G L TIE, RoNzT —Z LELL TV, B3R
WER G216 (40 mg/kg & HEH 5 L= 2R EHIERE) f5ShTnb, Fl
TERITFRD DiLZe oo, BEFEHERE ICHBIR G L8E, 28 mgkg ODH&EE T
HEEZEBIERAITEEO Ty, 72720, 28 mgkg (kmME) &5 L7561
EHNZBWNT, FAERIRIZ 72208 2 4 R ERE RS TRD BTz,

WEKEENAE CTHGEIE, BEHOEE - ERA bbby BlET 52 L
DEFE LW, BERARS OO BEICITEY R xHERRREITY 2 &,
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& 1.6.2-2 HIZET2RIXEOHE

W 7E 4

RoActemra

A
ERY

ETETR

FIAL . AT L
& 80 mg/4 mL, 200 mg/10 mL, 400 mg /20 mL

EUES

<PV v~TF >

RoActemra [ A F b L F¥H— K (MTX) E0FA] 1%, 15%ELL O DMARDs X%
TNF BHEHKIZ X DEHRENDIEAR TG TH D EFEN AR TH > 1P EE -
BEEOIFEMERME Y v~F (RA) RABREOREZESETDH, £/, ThbD
B TlE, RoActemra ZHAPEIEE LCHEHTA2Z ELAEETHD MTX (ZxT
HABRMENARBTHIHEE, ik MTX OMGEHRENRETHDIHE) .
RoActemra % A b hL ¥V — R HFHLTZE 2 A, X AT 251 L3 595
WEEOMERRENMMET L, B IAEEEN L7,

< AR R PR R ¢ >

RoActemra X, NSAIDs X O"EHEIE RZE AT v A RIEKIZ K DRHEED D REA 57
ThoT 2l EOBFITE T DIEEEZ2 A 3 2 4 0 B 5 R 58 1 B i 4%
(sJIA) DiE¥Z s &9 5, RoActemra X, HAREE L THEHTHIZ LD
(MTX 12X 2 RAEMEN AR THL5GE, T MTX OFKEXRETH LY
7)), MIX LT 2286 TE D,

M -

AFNOEE1X, RA XL sIIA OZW - IGEORERZ L OEREEFE DG 5 2
L. RoActemra D5 25T 54T T D HBRHEIZ Patient Alert Card ZE A5 2
ko

RA 8

HELEX 2 YL - HEE, 8 mgkg D4HEBIROE G TH 5,

RIEAN00 kg ##8% 2 BFH TIE, ARSI V800 mg %% % ARITHE X
AN

12 g %A 5 ARICOVTIE, FRRHBRIC X 232 T TR,

R R A SR (K 2 T R

JF I 5 S R

i R AR A s
EH ERMEA | ZISLE, PFALTWDS MTX O HEZHMEIT 5,
Mz, EFE L] ZofEOSMENFHT 5556, RoActemra O &% 4
BRAE O 31% LL | mgkg [CET S0, 7I9=2TI ) T AT 2T
T —t (ALT) XEITARTIXU@BTI ) NT R T =27
—¥ (AST) DIEFEIZHE T 5 £ T RoActemra D& 5%
HITT 5, ERIRAVICZY &Il S uiviF4 mg/kg XIE8
mg/kg THEEHHT 5,

EH ERED | B EREDO3E % Tl %5 £ T RoActemra D% 5% H [
3 A A, L, kit NEW EREEZE 2, EFE ERMEO3FELIT )
IEH ERED | OHERRICHE S, IEH ERMEO3G 28 2 D IREEDN Kk L 7=
5ELLT %6 1X, RoActemra ZH 135,

(FR&EIC X
V) HERS)
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E# FERE @ | RoActemra # H11E3 5,
SfEaBz 5

Mkt ERE (ANC) B
RoActemra (T & B IGHEEN 72V RE DA, M iF TERE (ANC) 232X 10°/L &
iiti CHAUIE RoActemra FIEZBIAE LW Z EXEE LU,

R R A R &
(X10°/L)
ANC 2’1 %8 | HEAHER L TG 2k T 5,
Z5

ANC 730.5~1 | RoActemra D52 H {95,

ANC 231X 10°/L % E[f] - 2B T, 4 mg/kg DI ETHR G %
FRBA L, ERIRAYIZ 24 &I S A8 me/kg ICHE &R 5,
ANC 230.5R7# | RoActemra # 1 1Ed 5,

JIINANY & el
W PR AR A i
(X10%/ul)
50~100 RoActemra D¢ 5-% T35,
I/ REA3 100 X 107 pl & Al 72 BEFE T, 4 mg/kg O &
THREZFR L, BRMIZZY &HF S iiE8 mg/kg (21
575,
504 RoActemra = H1(E3 5,
el 72 REEE
IR
sJIA B35 -

AT D FEFIZH1T D RoActemra DZEMER O IMEITMENSL STV RV, &
FER[REZ2 T — Z 1L 72\,

HELES B L - L, KE30 kg UL BB A8 mg/kg D2 M E# 5, K30
kg RIEOBF 12 mgkg O2EMREEG THDH, HEIZ, FEGRFOEEOKRE
ICESWTEHT S, BEOEREICRENIC B0 BN A bNTHEIC
DI, HEEELETDHI L,

SIIA BBE DA, TROBERBREMEENBOONIZ XTI N AT OEE
EHWrT 52 ENRZEE LV, BEIDSE, FFHLTWS MTX XidhoERK O
MAEEZRAHTH0EEE2EIET D L LB, BRROFHmAIThbA D £ TRy
VX7 DG EHPET 5, sTIA 121X, BRREMICEELZ KFTAEEoH D
AOHENEZ S HAET D720, slIA OLAITITEmAMEMETIZLS b U X<
TEE ORI, Hx OBREFOEFEHFHHIZESNTITY 2 L,
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JIT W R S H

i AR A

HE

1E % b RAE &
Mz, EFL
PRAED3FZLLT

FEHLTWA MTX O B2 EEFES T 5,
Z OFEFHOESES R T 255, ALTAST M IEHEICE
95 F T RoActemra D 5% 4 5,

B EIRED3
Bx28z, F
wEBRIE OS5
AR

BERHLTWA MTX O B2 TR %,

Ew EIRED3fE % TE D £ T RoActemra D& 5 % ¥
L, Eito NEE EREEZBE2, ER EREOMELLT] @
HELEITAE D

1E ERRE DS
BEBZ5

RoActemra & H11E9 5,
SJIA DA, WERMRAERFIZ L D RoActemra & -5-H1 1D
HIETE, & OEFOEFNFHHIZE SN TITY 2 &,

At af HEREL (ANC) i

i A PR A A1 s

(X 10°/L)

ANC 2’1 %2 | HEZMER L TG 2T 5,

)

ANC 730.5~1 | RoActemra D 5% 425,
ANC 281X 10°/L % EEl- 72 BT, RoActemra D% 5 % i
B4 25,

ANC 730.5K | RoActemra & H1 195,

it sJIA DA, HEBEMERIZL S RoActemra &5 1ED
MWL, H % OBEOELHFHMIICESNTITY 2 &,

LiRANY e el T

AR AR A HiE

(X10% 1)

50~100 BEH L TWaA MTX O &4 a5,
RoActemra D¢ 5-% 425,
MR EE 3100 X 10°/ 11 % B[] - 7= E¥ 4T, RoActemra D # 5.
BT 5,

5045 RoActemra % H1 195,
sIIA DA, WIRMEMERFIZ L D RoActemra £ 571 1L ¥
Wrik, fEx DBEOEFHFHIIZESNTIT) 2 &,

sIIA BETIE, BRBRAERTEIZL D F v ) A THEICOWTORFHI TN

TR,

BonTnsrFr—

PRARTGED AT 2 B ICRRET 95 2 &

EEEE 65Ul Lo BEA CTHERNE 21T 5 LEIXR U,

B

BEEEEOH L EHE THEFNEH 217 5 MBI R, THE - HEOF
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2251, RoActemra #%5-BRAAT4 61 [H AN IZ ER IR I CE DGR
LD ENREINTWVDS, ZOWENIZEKEN R LNZ2WEFEIZOWTE, 16
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EEDH HHBE TO RoActemra DRFHIITHIL TV, ZHUHDEE TIL, &
MR EEICBIZ T H Z &,

TFREE . JFEEOH D BE TIL, RoActemra ORENIITHOIL TRV, Lz -
T, MEICETOHERZITO Z LT TE R,

A
el

AFN DSy AT R LIBBUE DBAERE D & 2 BE,
HEDIHIMRSYED & % B,

oz
s?y*

b Gl 3R
S B
AR

JRYLIE

G IHIA (RoActemra 2 & dp) ZH5 L TWHHEETIE, BEERBWEND S
PNDHZENDY, GARICLo UIEmM iR zE =852 ERWEINTND
( TEMWEH) Z2ZM) , IHEMERYYE D B Tl RoActemra |2 X B & BHAA L
PNz b, EERBYREND LDLONTEAE, FORGENR T hr— L ENR5b
F T RoActemra OG- ZH W75, FRMEXITEMEIYEOBERD H 5 BEC
GIBGNEDIRBE L 72 D ATREME D & 2 JEHER R (=R, FERFREY) 26758
% T RoActemra Dff F Z M 2856121%, EEECEFEIEEZ#TH 2 L,
FRAERE « BE D RA YT sJTIA DB T2 AWM RA| O 5% %1 T\ 5
TlX, BRSO BENT L > TRMERAE OIE - FER T 5 AlRetER & 5
72, BEERRYYELZHEFICRET LN TEDILIEHRTIZENEEL
W TEYYENR S H DN D FREMEO H D BEEFM T 55, h U X7 RN C K
JGMEEE (CRP) |, AFHPER R OUES O - IERICRIETEELZEZET L L,
TG 225 & W) 2 1R IR & FIRE & 5 720, [RYYIEDIIE A R T DIERA B 5
O TG A TS O EREFEF ICERKEZ D L 2 BE (AFOERIC
WTHRET DREI N0 DED D sIIA A ZET) KO sIIA BEDOH,/ %A
NEFET 52 &,

iz

DAY FRIRANC L DR THLHERE SN TWVDH LB, RA BEKD SIIA HB#E
IZ 2 TIE, RoActemra L% BAAT D ANICIFEMEMEE (TB) B0 FHEE 7
V==V 7T H50END D, BAEVEREROEFE L, RoActemra D& H 2 BAtGT 5
B, EHEM i~ A a7 7 ) THIEIC X DB EITH 2 &,

PEAlX, FRICEIERIERRC, REIMET L TWDIER T, Y27 U RIS
AvH—TxznarH o~ TB MET A NOFERENEMEICHA ) A7 2BETH 2
s

BEIH L, AFNCL BB S LATBE LB, %, [KEORD, WME:
EDRERE DY T 25 K 9 RIERNIE Z o 2 HAI2IE, EFENARE 22T
HZ EEFRLRTNIZ B0,

v A L AFEEEAL

RA (Zxf LA RRIRIEEIT > T2BE B W, UA LV AFEEMAL (B R T A
LA E) BREENTWS, F ) AT OKARTIL, e 7 ) —=
v TRRENEME T o I BTSRRI LT,

=R DOAHHE

RA BH TIX, RoActemra &5 L7 A Il ENCEELZILOFERPZHTE I TV
5 (BEROADMEL LT) , RoActemra 1%, BHEIEE X ILRE % O RBEAERE
DHLHBRFIIFEERICKRET S L, BEROAGOHEZRET 5 AIEEMED & 5 IE
(8%, Him, FBEEM S RRARHAOYHEREEZE e L) Z2%8BLLT-AEICD
WL, THBEZALZE D fREE O H AWM ER 2 R ET 2720, HLnIZ
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Al Z1T 9 2 &,

W FBUIRE B

RoActemra @ £ AIZBEE U CHEE 2 WBUEK IS ME SN TW5DH, JiEOFEA
RRICIBBUE SN S S ONT-EBETIE, 72 AT A FEEOHIE A& I V3K
DEIH G 22T TWTh, £TOX I RIS E LICEHERT D ATREMERH Y, 5
Bl XTI EmP7eRiaz - 8581t H D, RoActemra OG- HIX, 7
T4 TR IER S DO GA IITEY R REN I ZIT DD L H I
LTHBLZE, TF7 4 7F 0 — K XUEE OMOEE 72 MHUE, HEE R EAL
PES RN Hbu=8E6 1%, RoActemra DG4 EH HIZIEIET 5 L &I,
RoActemra (& & DI & KFRICH LT 5 2 &,

TE B I B K OV R

RoActemra D5 - T (Bl MTX T A8EE) , IFNTI AT I —
PENEFTLHZENHD, LB T, IEEMEFREREIHEEZED H 5 BE~
DG ERHT AL EICXEREEZHT 5 2 &,

FFrZ7 A7 I F—ViE LA

iR R R TlL, RoActemra & 5-%412 — M UIFI KRG/ E - FEEOF KT v
AT ISVl EARECEETHE SR TV DN, IFEEICET LR
W, FREEZ K Z A RO & 5 3A] (MTX 72 Y) % RoActemra & fFf L72F5
2, hIUAT IS =P ERORBAKEED ERABBO LN TWDS, FFEEZLZ
T A[REMED B 5 A & OPEANEER ELETH DT, thoFiERE (Y
e E) OFEMEEETDH L,

EH EBRMEDO1SEAB 2% ALT EH XX AST EHABED 65 BEIZBWT
RoActemra DG BGEZ BT AL AICIIEEZM T2 2L, R—XF7 140D
ALT X% AST N IEH EBRMEDSE 2 2 2 BF TG LanZ ENRZEE L,
RA B TIX, ALT KON AST Z#5-BM%6 5 HRIT4~8H Z L IC@ZE L, £
BIZN2A L I2BET 528, P T UAT I F—RBICE S HERAEFRSICOW
TiE, THE- & 22BoZ &, EF EREOIEE~HLLTO ALT ES-X
1% AST E&EN, BHREICLVERINT-SE1E, RoActemra O 5% T4 5 =
&

SIIA BB TlE, ALT KOV AST A28 H OVEARRCBIZ L, ZO%ITERL O
KRB O FERE OFEEICHEIL L CBIZT 2 & (THE- lE 22BoZ L)

iR &S SE Y

kU X=78 mglkg & MTX & 0FH U 72 BRI 4 H EREOR OML/ MR ER D80 358
HILTW5, TNF PHEIKIC L DIEEROH 5 BE 1L, HFHERBIED Y 2 7 235G
WA[REMEDN B B,

RoActemra |2 X 2 IRIRIED 2 WEBEOBRE, #odtif P EE (ANC) 232X 10°/L &
i CTHIE RoActemra JEIEZBIIA LW E N E Ly, i/ REED  (fi/ )k
EH3100 X 10°/ ul Aii) D & 5 H# T RoActemra DO 5Bl A atT 25413, 14
HAEHT DL, ANC 2350.5 X 10°/L Afi UL/ MB350 X 10 pl Al & 72> 7=
BETIE, BEOMEITHERE 720,
BEOHHERBAIEITEEREGEDO R X7 @D 5/ ERNH D, 7272
L, RoActemra ODFFKRRER T, FrHEREGE/D & BEERRYYEDRA L OIC Z
AVETO & Z ABFEZRBEREMEITFEO ATV,
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RA ## Tl, RoActemra 5D BAIADN B4~ 8 1% | i 1 BRE M O/ 8K % 181 2%
L, TO%ITEAER R BERZHRICHEIL L TRIEST 5 2 &, ANC KON/ IMRE I I
SHEBREMASICOWTIE, THE - 18 22ROz &,

SITA BBE ClX, MFHPER L O/ MR Z 210 B OFEARFCBIER L, T O%ITERSD
DOFFKRABROEROLMEICHER L TBETL L (THE- AR 22K0C
E) .

HEE AT B

MU R= T 2G5 LEREICBONT, alxTo—)L, KEEVREAYE
(LDL) , mkEY AREH (HDL) , HEENZ: EOREMRAEREHIZ LA 235890
HITW5D, Ky oBETIE, @R HEE (Atherogenic index) @ EH-1IFR
5T, Ra L AT uo—/EO EF ISR FANC X D1EB ISR Lz,

SJIA HRE Y RA HE TlE, RoActemra HEIED BN HKI4~8E % IZIEEMATH
HOFGZ1T> Z &, EiRMEDERICE T 2BHOEEKR T A KT A it~ T
BEAEHTDHZ L,

R E

ERIIE, FPARR R BRSO R A R T D AR D H HIER D S B it T
WRWEEAR T 5 Z &, RoActemra $¢5-12 KV XA LBE AN 2E U 5 lREMEIC D
WTIEBIRE R CIIAHTH 5,

S

RA FEEIXEMEERE ORI A7 BNEW, RERESRITEEESEO Y X7 25D
5 A[REMEIN B D

U F R

IR COZEMEDHENL STV RN 28, RoActemra &5 HIXED 7 F 0858
T FUERERLRN L, WTHOERED (FFIC sIIA ) , RoActemra %
EORMGEE TIZBATO TR A R T A4 N> TTRTOTHi#EME F £
TRLIZIERLEE LW, £V T F )5 RoActemra LRI F TOHMIL,
CIEIHIFNCEE T 2 BATOU 7 F U8B A KT A4 WS D Z &,

DE D A7
RA BHITLMABFAEEDRKEY 27 RNEW-D, AR OEELREO—RE LTGH
BRIAF (BIE, MmIRMIER E) OFEHEZITH 2 &,

TNF [HEH & O fFH

RA BFH L sJIA BE 12T RoActemra 2 TNF [HEEHE W |34t oD A= 4 ~F g L 5]
EPEA L= RRBRIZ 72V, RoActemra & D /Wiy HiR| & g5 = & id e X
R,

F U UL

AANOFE HE (1200 mg) 121X, 7 MU 7 A231.17 mmol (26.55 mg) & Fil
%o BEITFT NV T LAGIREEZRFTOILEND D, RAIOEKGEHN1025 mg K
WOHBEIZE, T MU U AOEHEEIX mmol (23 mg) Kl THY, Lien-T
FHEMZ [F RV TLARE] ThD,

sJIA BB
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~ 7 a7y —EMCIEGERE (MAS) (X, slIA BEICH bbb Ao d 5
Mz EnTEERERTHD, HBIKERABRTIL, EFEME MAS oty — o
BEZRNGLTH U X7 ORBRIIITHOA TR,

U X<~7 (10 mgkg, HEHES) & MTX (10~25 mg, #EI1FEES) OO
1%, MTX OBEFERICH LT, BRMICHEEL R B2 RIFSehoTz,

MTX, FERAT A RHEHIAIESRK (NSAIDs) ROEIBREAT oA RER Y
R T DY V)T T2 AL RITT & OMITRHEN Y B EMAT ClimH S
o,

PSR CYP4SODFRELL, 1BMRIELEESEDLYA R A2 (L6732 L) I2Xk-
THHlEnND, Lo T, b URSTREDWMNIY A N hA VLEREE
AT DHZ LT Lo T CYPASOD BN EIE T 5 ATREME N B D,

HMEE MFMIEEZ AW in vitro ABR TlX, IL-62% CYPIA2, CYP2C9,
CYP2C19, KON CYP3A4DFEEAZ D IHEDLZ LR RENTND, Fv Y X+
7, INOOBEORBELYIEFIZET,

RA BEZExt& L LERBTIE, U X7 HEEGEOEBBZICY YRR X T
v (CYP3A4IZ X vt EaN D) 2% G LI A, VU RAXTF U OREITSTY%
KT L7z, ZOKRT LRI EREERE COME L FRRE DTN EFEISET
H5,

ho ) A= 7 EEE B E 5 IET DR, B IME RN &R S5 3EA
T, 7 CYP450 3A4, 1A2 X202 L » TR SN DA (7 bR L F
v, BNV LERE AT 4V, ULTFVY, Tx=hAr, VYT HEZA
Yy, XUV UTEBERERRE) ZRAL T DL5E, 1BENRMERFO
ODHABEAMETILENE D AREENS D70, BELZBERTIVNERND D,
F U X W3R () BDEWED, R U X<T7 0 CYPASODRERTS
PRI AT B, TR (L BRSOz > TR T 5 FIREMER & 5,

FAN
=]

b ﬁi

& o

¥

% 3 e

ZhEHE, im0~ D &5

LER

IHIZBIT 5 F v ) A~TOFRHICOWTIE, o727 —2R"E50 TR,
YRR TIX, SABETHRIKE/IE - BEETDOU 27 EERBDH LTV
%, & MZXT HEENRERMEIIAATH D, HIRT 5 AetER & 2 6 AN,
Be5%3 1 HRILL EIZ072 0 2 RAV BT 21T 5 B B D,

TR O AT, SN EEN D D5 512D A RoActemra & #5325 2
L.

L

MU X278t NOIHFHFITBITT 208 9 Ddbho Ty, F ) X~
T O A~OBITIZONWTIE, B EH =l BB iThbh Ty, #3715
Z L TCHIENEDFIE L RoActemra WIEAIT O 2 & TRHMADE D RIS 2 Mgt Lz
92T, ILOMEE, B ik K TN RoActemra $%-5-OfkfgE,/ B 1k O "] 85 & |45 =
L

&

=]

xf

B 981

P

o R B

¥ G E o
Rl il

TE |

)

B B S & OSBRI E IS T 2 B O W TR 23R BR I T TV,
UL, #EatEoFunaEgfEicREsn T taiExs s, FEatEnE
WD BN BFICK LT, ZORWERANERT 5 F T H B HEES & OB
BAIEZITORWEDOIEETHZ ENREE LY,
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$¢ | RoActemra O EHR GIZB L TIE, Ro/zT —Z Lo Tuhian, H3EE
RN (40 mg/kg & WIS U SRR BIERE) BESATWD, @
ERIFRD o T,

fREE BB I CH R G L7284, 28 mgkg DHEE TERERBEMIIZED SN T
Wy, 72720, HEFHIBRIZ D720 2 4 FERJME DN FR O BTz,

T
il
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Copy from GRASS

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ACTEMRA safely and effectively. See full prescribing information for
ACTEMRA.

ACTEMRA?® (tocilizumab)
Injection, for intravenous infusion
Initial U.S. Approval: 2010

WARNING: RISK OF SERIOUS INFECTIONS
See full prescribing information for complete boxed warning.

. Serious infections leading to hospitalization or death including
tuberculosis (TB), bacterial, invasive fungal, viral, and other
opportunistic infections have occurred in patients receiving
ACTEMRA. (5.1)

. If a serious infection develops, interrupt ACTEMRA until the
infection is controlled. (5.1)

o Perform test for latent TB; if positive, start treatment for TB prior
to starting ACTEMRA. (5.1)

o Monitor all patients for active TB during treatment, even if initial
latent TB test is negative. (5.1)

--------------------------- RECENT MAJOR CHANGES ----------en e
Indications and Usage (1.1) 10/2012
Dosage and Administration (2.1) 10/2012
Warnings and Precautions (5.5) 10/2012

- --- INDICATIONS AND USAGE----

ACTEMRA® (tocilizumab) is an interleukin-6 (IL-6) receptor inhibitor
indicated for treatment of:

Rheumatoid Arthritis (1.1)

e Adult patients with moderately to severely active rheumatoid arthritis
who have had an inadequate response to one or more Disease-Modifying
Anti-Rheumatic Drugs (DMARDs).

Systemic Juvenile Idiopathic Arthritis (SJIA) (1.2)
. Patients 2 years of age and older with active systemic juvenile idiopathic
arthritis.

ACTEMRA may be used alone or in combination with methotrexate, and in
RA, other DMARDs.

Rheumatoid Arthritis (2.1)

When used in combination with DMARDSs or as monotherapy the
recommended starting dose is 4 mg per kg every 4 weeks followed by an
increase to 8 mg per kg every 4 weeks based on clinical response.

Systemic Juvenile Idiopathic Arthritis (2.2)

Recommended SJIA Dosage Every 2 Weeks

Patients less than 30 kg weight | 12 mg per kg

Patients at or above 30 kg weight | 8 mg per kg

General Dosing Information (2.3)
. It is recommended that ACTEMRA not be initiated in patients with an
absolute neutrophil count (ANC) below 2000 per mm®, platelet count

PI D2012- 05174
below 100,000 per mm®, or who have ALT or AST above 1.5 times the
upper limit of normal (ULN). (2.1, 5.3)

e  ACTEMRA doses exceeding 800 mg per infusion are not recommended
in RA patients. (2.1, 12.3)

Administration

. For adults and SJIA patients at or above 30 kg, dilute to 100 mL in 0.9%
Sodium Chloride for intravenous infusion using aseptic technique.

. For SJIA patients less than 30 kg, dilute to 50 mL in 0.9% Sodium
Chloride for intravenous infusion using aseptic technique.

. Administer as a single intravenous drip infusion over 1 hour; do not
administer as bolus or push.

Dose Modifications (2.4)

. Recommended for management of certain dose-related laboratory
changes including elevated liver enzymes, neutropenia, and
thrombocytopenia.

Single-use vials of ACTEMRA (20 mg per mL):
. 80 mg per 4 mL (3)

e 200 mgper 10 mL (3)

. 400 mg per 20 mL (3)

------------------------------ CONTRAINDICATIONS -
e ACTEMRA should not be administered to patients with known
hypersensitivity to ACTEMRA (4)

----------------------- WARNINGS AND PRECAUTIONS -mmmmmmmmmmmmmmecmee

. Serious Infections — do not administer ACTEMRA during an active
infection, including localized infections. If a serious infection develops,
interrupt ACTEMRA until the infection is controlled. (5.1)

e  Gastrointestinal (GI) perforation — use with caution in patients who may
be at increased risk. (5.2)

e  Laboratory monitoring — recommended due to potential consequences of
treatment-related changes in neutrophils, platelets, lipids, and liver
function tests. (2.4, 5.3)

e Hypersensitivity reactions, including anaphylaxis and death have
occurred (5.5)

. Live vaccines — should not be given with ACTEMRA. (5.8, 7.3)

------------------------------ ADVERSE REACTIONS ------memmememmeee oo
Most common adverse reactions (incidence of at least 5%): upper respiratory
tract infections, nasopharyngitis, headache, hypertension, increased ALT.

6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

----------------------- USE IN SPECIFIC POPULATIONS ------——---memmmmem -
e Pregnancy: Based on animal data, may cause fetal harm. Pregnancy
registry available. (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 10/2012
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Copy from GRASS PI D2012- 05174
FULL PRESCRIBING INFORMATION: CONTENTS* 7.1  Other Drugs for Treatment of Rheumatoid Arthritis
WARNING: RISK OF SERIOUS INFECTIONS 7.2 Interactions with CYP450 Substrates
1 INDICATIONS AND USAGE 7.3 Live Vaccines
1.1  Rheumatoid Arthritis (RA) 8 USE IN SPECIFIC POPULATIONS
1.2 Systemic Juvenile Idiopathic Arthritis (SJIA) 8.1 Pregnancy
2 DOSAGE AND ADMINISTRATION 8.3 Nursing Mothers
2.1 Rheumatoid Arthritis 8.4 Pediatric Use
2.2 Systemic Juvenile Idiopathic Arthritis 8.5 Geriatric Use
2.3 General Considerations for Administration 8.6 Hepatic Impairment
2.4 Dosage Modifications 8.7 Renal Impairment
3 DOSAGE FORMS AND STRENGTHS 9 DRUG ABUSE AND DEPENDENCE
4 CONTRAINDICATIONS 10 OVERDOSAGE
5 WARNINGS AND PRECAUTIONS 11 DESCRIPTION
5.1 Serious Infections 12 CLINICAL PHARMACOLOGY
5.2 Gastrointestinal Perforations 12.1 Mechanism of Action
5.3 Laboratory Parameters 12.2 Pharmacodynamics
5.4 Immunosuppression 12.3 Pharmacokinetics
5.5 Hypersensitivity Reactions, Including Anaphylaxis 13 NONCLINICAL TOXICOLOGY
5.6 Demyelinating Disorders 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
5.7 Active Hepatic Disease and Hepatic Impairment 14 CLINICAL STUDIES
5.8 Vaccinations 16 HOW SUPPLIED/STORAGE AND HANDLING
6 ADVERSE REACTIONS 17 PATIENT COUNSELING INFORMATION
6.1 Clinical Trials Experience
6.2 Postmarketing Experience *Sections or subsections omitted from the full prescribing information are not
7 DRUG INTERACTIONS listed

FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS INFECTIONS
Patients treated with ACTEMRA are at increased risk for developing serious infections that may lead to
hospitalization or death [see Warnings and Precautions (5.1), Adverse Reactions (6.1)]. Most patients who
developed these infections were taking concomitant immunosuppressants such as methotrexate or
corticosteroids.

If a serious infection develops, interrupt ACTEMRA until the infection is controlled.
Reported infections include:

e Active tuberculosis, which may present with pulmonary or extrapulmonary disease. Patients should
be tested for latent tuberculosis before ACTEMRA use and during therapy. Treatment for latent
infection should be initiated prior to ACTEMRA use.

e Invasive fungal infections, including candidiasis, aspergillosis, and pneumocystis. Patients with
invasive fungal infections may present with disseminated, rather than localized, disease.

e Bacterial, viral and other infections due to opportunistic pathogens.

The risks and benefits of treatment with ACTEMRA should be carefully considered prior to initiating
therapy in patients with chronic or recurrent infection.

Patients should be closely monitored for the development of signs and symptoms of infection during and
after treatment with ACTEMRA, including the possible development of tuberculosis in patients who
tested negative for latent tuberculosis infection prior to initiating therapy [see Warnings and Precautions

(5.1)].

1 INDICATIONS AND USAGE

1.1 Rheumatoid Arthritis (RA)

ACTEMRA"® (tocilizumab) is indicated for the treatment of adult patients with moderately to severely active
rheumatoid arthritis who have had an inadequate response to one or more Disease-Modifying Anti-Rheumatic
Drugs (DMARD:s).
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1.2 Systemic Juvenile Idiopathic Arthritis (SJIA)
ACTEMRA® (tocilizumab) is indicated for the treatment of active systemic juvenile idiopathic arthritis in
patients 2 years of age and older.

2 DOSAGE AND ADMINISTRATION

2.1 Rheumatoid Arthritis

ACTEMRA may be used as monotherapy or concomitantly with methotrexate or other DMARDs. The
recommended dose of ACTEMRA for adult patients given as a 60-minute single intravenous drip infusion is 4
mg per kg every 4 weeks followed by an increase to 8 mg per kg every 4 weeks based on clinical response.

e Reduction of dose from 8 mg per kg to 4 mg per kg is recommended for management of certain dose-related
laboratory changes including elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and
Administration (2.4), Warnings and Precautions (5.3), and Adverse Reactions (6.1)].

¢ Doses exceeding 800 mg per infusion are not recommended in RA patients [see Clinical Pharmacology

(12.3)].
2.2 Systemic Juvenile Idiopathic Arthritis

ACTEMRA may be used alone or in combination with methotrexate. The recommended dose of ACTEMRA
for SJIA patients given once every 2 weeks as a 60-minute single intravenous drip infusion is:

Recommended SJIA Dosage Every 2 Weeks
Patients less than 30 kg weight 12 mg per kg
Patients at or above 30 kg weight 8 mg per kg

e A change in dose should not be made based solely on a single visit body weight measurement, as weight
may fluctuate.

o Interruption of dosing may be needed for management of dose-related laboratory abnormalities including
elevated liver enzymes, neutropenia, and thrombocytopenia /see Dosage and Administration (2.4)].

2.3 General Considerations for Administration

e ACTEMRA has not been studied and its use should be avoided in combination with biological DMARDs
such as TNF antagonists, IL-1R antagonists, anti-CD20 monoclonal antibodies and selective co-stimulation
modulators because of the possibility of increased immunosuppression and increased risk of infection.

e Itis recommended that ACTEMRA not be initiated in patients with an absolute neutrophil count (ANC)
below 2000 per mm’, platelet count below 100,000 per mm’, or who have ALT or AST above 1.5 times the
upper limit of normal (ULN).

ACTEMRA for intravenous infusion should be diluted by a healthcare professional using aseptic technique as
follows:

e Systemic Juvenile Idiopathic Arthritis Patients less than 30 kg: utilize a 50 mL infusion bag or bottle, then
follow steps 1 and 2 below.
e Adult Rheumatoid Arthritis and SJIA patients at or above 30 kg weight: utilize a 100 mL infusion bag or
bottle, then follow steps 1 and 2 below.
— Step 1. Withdraw a volume of 0.9% Sodium Chloride Injection, USP, equal to the volume of the
ACTEMRA solution required for the patient’s dose from the infusion bag or bottle.

— Step 2. Slowly add ACTEMRA for intravenous infusion from each vial into the infusion bag or bottle.
To mix the solution, gently invert the bag to avoid foaming.
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e The fully diluted ACTEMRA solutions for infusion may be stored at 2° to 8°C (36° to 46°F) or room
temperature for up to 24 hours and should be protected from light. ACTEMRA solutions do not contain
preservatives; therefore, unused product remaining in the vials should not be used.

o Allow the fully diluted ACTEMRA solution to reach room temperature prior to infusion.

e The infusion should be administered over 60 minutes, and must be administered with an infusion set. Do not
administer as an intravenous push or bolus.

e ACTEMRA should not be infused concomitantly in the same intravenous line with other drugs. No physical
or biochemical compatibility studies have been conducted to evaluate the co-administration of ACTEMRA
with other drugs.

e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. If particulates and discolorations are noted, the
product should not be used. Fully diluted ACTEMRA solutions are compatible with polypropylene,
polyethylene and polyvinyl chloride infusion bags and polypropylene, polyethylene and glass infusion
bottles.

2.4 Dosage Modifications

ACTEMRA treatment should be interrupted if a patient develops a serious infection until the infection is
controlled.

Rheumatoid Arthritis

Liver Enzyme Abnormalities [see Warnings and Precautions (5.3)]:

Lab Value Recommendation

Greater than 1 to | Dose modify concomitant DMARDs if appropriate

3x ULN
For persistent increases in this range, reduce ACTEMRA dose to 4 mg per kg or

interrupt ACTEMRA until ALT or AST have normalized

Greater than 3 to | Interrupt ACTEMRA dosing until less than 3x ULN and follow
5x ULN recommendations above for greater than 1 to 3x ULN

(confirmed by For persistent increases greater than 3x ULN, discontinue ACTEMRA
repeat testing)

Greater than 5x | Discontinue ACTEMRA
ULN
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Low Absolute Neutrophil Count (ANC) [see Warnings and Precautions (5.3)]:

Lab Value Recommendation
(cells per mm’)

ANC greater than | Maintain dose
1000

ANC 500 to 1000 | Interrupt ACTEMRA dosing

When ANC greater than 1000 cells per mm® resume ACTEMRA at 4 mg per kg
and increase to 8 mg per kg as clinically appropriate

ANC less than Discontinue ACTEMRA
500

Low Platelet Count [see Warnings and Precautions (5.3)]:

Lab Value Recommendation
(cells per mm®)

50,000 to 100,000 | Interrupt ACTEMRA dosing

When platelet count is greater than 100,000 cells per mm® resume ACTEMRA
at 4 mg per kg and increase to 8 mg per kg as clinically appropriate

Less than 50,000 | Discontinue ACTEMRA

Systemic Juvenile Idiopathic Arthritis:

Dose reduction of ACTEMRA has not been studied in the SJIA population. Dose interruptions of ACTEMRA
are recommended for liver enzyme abnormalities, low neutrophil counts, and low platelet counts in patients
with SJIA at levels similar to what is outlined above for patients with RA. If appropriate, concomitant
methotrexate and/or other medications should be dose modified or stopped and ACTEMRA dosing interrupted
until the clinical situation has been evaluated. In SJIA the decision to discontinue ACTEMRA for a laboratory
abnormality should be based upon the medical assessment of the individual patient.

3 DOSAGE FORMS AND STRENGTHS
Single-use vials of ACTEMRA (20 mg per mL):

e 80 mgper4 mL

e 200 mg per 10 mL

e 400 mg per 20 mL

4 CONTRAINDICATIONS

ACTEMRA should not be administered to patients with known hypersensitivity to ACTEMRA [see Warnings
and Precautions (5.5)].

5 WARNINGS AND PRECAUTIONS

51 Serious Infections

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, protozoal, or other
opportunistic pathogens have been reported in patients receiving immunosuppressive agents including
ACTEMRA for rheumatoid arthritis. The most common serious infections included pneumonia, urinary tract

5
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infection, cellulitis, herpes zoster, gastroenteritis, diverticulitis, sepsis and bacterial arthritis [see Adverse
Reactions (6.1)]. Among opportunistic infections, tuberculosis, cryptococcus, aspergillosis, candidiasis, and
pneumocystosis were reported with ACTEMRA. Other serious infections, not reported in clinical studies, may
also occur (e.g., histoplasmosis, coccidioidomycosis, listeriosis). Patients have presented with disseminated
rather than localized disease, and were often taking concomitant immunosuppressants such as methotrexate or
corticosteroids which in addition to rheumatoid arthritis may predispose them to infections.

ACTEMRA should not be administered in patients with an active infection, including localized infections. The
risks and benefits of treatment should be considered prior to initiating ACTEMRA in patients:

with chronic or recurrent infection;

who have been exposed to tuberculosis;

with a history of serious or an opportunistic infection;

who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or
with underlying conditions that may predispose them to infection.

Patients should be closely monitored for the development of signs and symptoms of infection during and after
treatment with ACTEMRA, as signs and symptoms of acute inflammation may be lessened due to suppression
of the acute phase reactants [see Dosage and Administration (2.3), Adverse Reactions (6.1), and Patient
Counseling Information (17)].

ACTEMRA should be interrupted if a patient develops a serious infection, an opportunistic infection, or sepsis.
A patient who develops a new infection during treatment with ACTEMRA should undergo a prompt and
complete diagnostic workup appropriate for an immunocompromised patient, appropriate antimicrobial therapy
should be initiated, and the patient should be closely monitored.

Tuberculosis

Patients should be evaluated for tuberculosis risk factors and tested for latent infection prior to initiating
ACTEMRA.

Anti-tuberculosis therapy should also be considered prior to initiation of ACTEMRA in patients with a past
history of latent or active tuberculosis in whom an adequate course of treatment cannot be confirmed, and for
patients with a negative test for latent tuberculosis but having risk factors for tuberculosis infection.
Consultation with a physician with expertise in the treatment of tuberculosis is recommended to aid in the
decision whether initiating anti-tuberculosis therapy is appropriate for an individual patient.

Patients should be closely monitored for the development of signs and symptoms of tuberculosis including
patients who tested negative for latent tuberculosis infection prior to initiating therapy.

It is recommended that patients be screened for latent tuberculosis infection prior to starting ACTEMRA. The
incidence of tuberculosis in worldwide clinical development programs is 0.1%. Patients with latent tuberculosis
should be treated with standard antimycobacterial therapy before initiating ACTEMRA.

Viral Reactivation

Viral reactivation has been reported with immunosuppressive biologic therapies and cases of herpes zoster
exacerbation were observed in clinical studies with ACTEMRA. No cases of Hepatitis B reactivation were
observed in the trials; however patients who screened positive for hepatitis were excluded.

5.2 Gastrointestinal Perforations

Events of gastrointestinal perforation have been reported in clinical trials, primarily as complications of
diverticulitis in RA patients. ACTEMRA should be used with caution in patients who may be at increased risk
for gastrointestinal perforation. Patients presenting with new onset abdominal symptoms should be evaluated
promptly for early identification of gastrointestinal perforation /see Adverse Reactions (6.1)].
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53 Laboratory Parameters

Rheumatoid Arthritis

Neutrophils

Treatment with ACTEMRA was associated with a higher incidence of neutropenia. Infections have been
uncommonly reported in association with treatment-related neutropenia in long-term extension studies and
postmarketing clinical experience.

— It is not recommended to initiate ACTEMRA treatment in patients with a low neutrophil count, i.e., absolute
neutrophil count (ANC) less than 2000 per mm’. In patients who develop an absolute neutrophil count less
than 500 per mm® treatment is not recommended.

— Neutrophils should be monitored every 4 to 8 weeks [see Clinical Pharmacology (12.2)]. For recommended
modifications based on ANC results see Dosage and Administration (2.4).

Platelets

Treatment with ACTEMRA was associated with a reduction in platelet counts. Treatment-related reduction in
platelets was not associated with serious bleeding events in clinical trials [see Adverse Reactions (6.1)].

— It is not recommended to initiate ACTEMRA treatment in patients with a platelet count below 100,000 per
mm’. In patients who develop a platelet count less than 50,000 per mm® treatment is not recommended.

— Platelets should be monitored every 4 to 8 weeks. For recommended modifications based on platelet counts
see Dosage and Administration (2.4).

Liver Function Tests

Treatment with ACTEMRA was associated with a higher incidence of transaminase eclevations. These
elevations did not result in apparent permanent or clinically evident hepatic injury in clinical trials [see Adverse
Reactions (6.1)]. Increased frequency and magnitude of these elevations was observed when potentially
hepatotoxic drugs (e.g., MTX) were used in combination with ACTEMRA.

In one case, a patient who had received ACTEMRA 8 mg per kg monotherapy without elevations in
transaminases experienced elevation in AST to above 10x ULN and elevation in ALT to above 16x ULN when
MTX was initiated in combination with ACTEMRA. Transaminases normalized when both treatments were
held, but elevations recurred when MTX and ACTEMRA were restarted at lower doses. Elevations resolved
when MTX and ACTEMRA were discontinued.

— Itis not recommended to initiate ACTEMRA treatment in patients with elevated transaminases ALT or AST
greater than 1.5x ULN. In patients who develop elevated ALT or AST greater than 5x ULN treatment is not
recommended.

— ALT and AST levels should be monitored every 4 to 8 weeks. When clinically indicated, other liver
function tests such as bilirubin should be considered. For recommended modifications based on
transaminases see Dosage and Administration (2.4).

Lipids
Treatment with ACTEMRA was associated with increases in lipid parameters such as total cholesterol,
triglycerides, LDL cholesterol, and/or HDL cholesterol [see Adverse Reactions (6.1)].

— Assessment of lipid parameters should be performed approximately 4 to 8 weeks following initiation of
ACTEMRA therapy, then at approximately 24 week intervals.

— Patients should be managed according to clinical guidelines [e.g., National Cholesterol Educational Program
(NCEP)] for the management of hyperlipidemia.
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Systemic Juvenile Idiopathic Arthritis

A similar pattern of liver enzyme elevation, low neutrophil count, low platelet count and lipid elevations is
noted with ACTEMRA treatment in the SJIA population. Neutrophils, Platelets, ALT and AST should be
monitored at the time of the second infusion and thereafter every 2 to 4 weeks. Lipids should be monitored as
above for RA [see Dosage and Administration (2.3)].

5.4 Immunosuppression

The impact of treatment with ACTEMRA on the development of malignancies is not known but malignancies
were observed in clinical studies [see Adverse Reactions (6.1)]. ACTEMRA is an immunosuppressant, and
treatment with immunosuppressants may result in an increased risk of malignancies.

5.5 Hypersensitivity Reactions, Including Anaphylaxis

Hypersensitivity reactions, including anaphylaxis and death, have been reported in association with infusion of
ACTEMRA [see Adverse Reactions (6.1)]. Anaphylaxis and other hypersensitivity reactions that required
treatment discontinuation were reported in 0.1% (3 out of 2644) of patients in the 6-month controlled trials, and
in 0.2% (8 out of 4009) of patients in the all-exposure rheumatoid arthritis population; and in the SJIA
controlled trial, 1 out of 112 patients (0.9%). In the postmarketing setting, events of clinically significant
hypersensitivity and anaphylaxis, including events with a fatal outcome, have occurred in patients treated with a
range of doses of ACTEMRA, with or without concomitant arthritis therapies. Events have occurred in patients
who received premedication. Clinically significant hypersensitivity and anaphylaxis events have occurred both
with and without previous hypersensitivity reactions and as early as the first infusion of ACTEMRA [see
Adverse Reactions (6.2)]. ACTEMRA should only be administered by a healthcare professional with
appropriate medical support to manage anaphylaxis. If anaphylaxis or other clinically significant
hypersensitivity reaction occurs, administration of ACTEMRA should be stopped immediately and ACTEMRA
should be permanently discontinued. Do not administer ACTEMRA to patients with known hypersensitivity to
ACTEMRA [see Contraindications (4) and Adverse Reactions (6)].

5.6 Demyelinating Disorders

The impact of treatment with ACTEMRA on demyelinating disorders is not known, but multiple sclerosis and
chronic inflammatory demyelinating polyneuropathy were reported rarely in RA clinical studies. Patients should
be closely monitored for signs and symptoms potentially indicative of demyelinating disorders. Prescribers
should exercise caution in considering the use of ACTEMRA in patients with preexisting or recent onset
demyelinating disorders.

5.7 Active Hepatic Disease and Hepatic Impairment

Treatment with ACTEMRA is not recommended in patients with active hepatic disease or hepatic impairment
[see Adverse Reactions (6.1), Use in Specific Populations (8.6)].

5.8 Vaccinations

Live vaccines should not be given concurrently with ACTEMRA as clinical safety has not been established. No
data are available on the secondary transmission of infection from persons receiving live vaccines to patients
receiving ACTEMRA. No data are available on the effectiveness of vaccination in patients receiving
ACTEMRA. Because IL-6 inhibition may interfere with the normal immune response to new antigens, it is
recommended that all patients, particularly systemic juvenile idiopathic arthritis patients, if possible, be brought
up to date with all immunizations in agreement with current immunization guidelines prior to initiating
ACTEMRA therapy. The interval between live vaccinations and initiation of ACTEMRA therapy should be in
accordance with current vaccination guidelines regarding immunosuppressive agents.

6 ADVERSE REACTIONS

Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the
clinical studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not
predict the rates observed in a broader patient population in clinical practice.
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6.1 Clinical Trials Experience
Rheumatoid Arthritis

The ACTEMRA data in rheumatoid arthritis (RA) includes 5 double-blind, controlled, multicenter studies. In
these studies, patients received doses of ACTEMRA 8 mg per kg monotherapy (288 patients), ACTEMRA
8 mg per kg in combination with DMARDs (including methotrexate) (1582 patients), or ACTEMRA 4 mg per
kg in combination with methotrexate (774 patients).

The all exposure population includes all patients in registration studies who received at least one dose of
ACTEMRA. Of the 4009 patients in this population, 3577 received treatment for at least 6 months, 3309 for at
least one year; 2954 received treatment for at least 2 years and 2189 for 3 years.

All patients in these studies had moderately to severely active rheumatoid arthritis. The study population had a
mean age of 52 years, 82% were female and 74% were Caucasian.

The most common serious adverse reactions were serious infections [see Warnings and Precautions (5.1)]. The
most commonly reported adverse reactions in controlled studies up to 24 weeks (occurring in at least 5% of
patients treated with ACTEMRA monotherapy or in combination with DMARDSs) were upper respiratory tract
infections, nasopharyngitis, headache, hypertension and increased ALT.

The proportion of patients who discontinued treatment due to any adverse reactions during the double-blind,
placebo-controlled studies was 5% for patients taking ACTEMRA and 3% for placebo-treated patients. The
most common adverse reactions that required discontinuation of ACTEMRA were increased hepatic
transaminase values (per protocol requirement) and serious infections.

Overall Infections

In the 24 week, controlled clinical studies, the rate of infections in the ACTEMRA monotherapy group was 119
events per 100 patient-years and was similar in the methotrexate monotherapy group. The rate of infections in
the 4 mg per kg and 8 mg per kg ACTEMRA plus DMARD group was 133 and 127 events per 100 patient-
years, respectively, compared to 112 events per 100 patient-years in the placebo plus DMARD group. The most
commonly reported infections (5% to 8% of patients) were upper respiratory tract infections and
nasopharyngitis.

The overall rate of infections with ACTEMRA in the all exposure population remained consistent with rates in
the controlled periods of the studies.

Serious Infections

In the 24 week, controlled clinical studies, the rate of serious infections in the ACTEMRA monotherapy group
was 3.6 per 100 patient-years compared to 1.5 per 100 patient-years in the methotrexate group. The rate of
serious infections in the 4 mg per kg and 8 mg per kg ACTEMRA plus DMARD group was 4.4 and 5.3 events
per 100 patient-years, respectively, compared to 3.9 events per 100 patient-years in the placebo plus DMARD

group.
In the all-exposure population, the overall rate of serious infections remained consistent with rates in the
controlled periods of the studies. The most common serious infections included pneumonia, urinary tract

infection, cellulitis, herpes zoster, gastroenteritis, diverticulitis, sepsis and bacterial arthritis. Cases of
opportunistic infections have been reported [see Warnings and Precautions (5.1)].

Gastrointestinal Perforations

During the 24 week, controlled clinical trials, the overall rate of gastrointestinal perforation was 0.26 events per
100 patient-years with ACTEMRA therapy.

In the all-exposure population, the overall rate of gastrointestinal perforation remained consistent with rates in
the controlled periods of the studies. Reports of gastrointestinal perforation were primarily reported as
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complications of diverticulitis including generalized purulent peritonitis, lower GI perforation, fistula and
abscess. Most patients who developed gastrointestinal perforations were taking concomitant nonsteroidal anti-
inflammatory medications (NSAIDs), corticosteroids, or methotrexate [see Warnings and Precautions (5.2)].
The relative contribution of these concomitant medications versus ACTEMRA to the development of GI
perforations is not known.

Infusion Reactions

In the 24 week, controlled clinical studies, adverse events associated with the infusion (occurring during or
within 24 hours of the start of infusion) were reported in 8% and 7% of patients in the 4 mg per kg and 8 mg per
kg ACTEMRA plus DMARD group, respectively, compared to 5% of patients in the placebo plus DMARD
group. The most frequently reported event on the 4 mg per kg and 8 mg per kg dose during the infusion was
hypertension (1% for both doses), while the most frequently reported event occurring within 24 hours of
finishing an infusion were headache (1% for both doses) and skin reactions (1% for both doses), including rash,
pruritus and urticaria. These events were not treatment limiting.

Anaphylaxis

Clinically significant hypersensitivity reactions, including anaphylaxis associated with ACTEMRA and
requiring treatment discontinuation were reported in 0.1% (3 out of 2644) in the 24 week, controlled trials and
in 0.2% (8 out of 4009) in the all-exposure population. These reactions were generally observed during the
second to fourth infusion of ACTEMRA. Appropriate medical treatment should be available for immediate use
in the event of a serious hypersensitivity reaction [see Warnings and Precautions (5.5)].

Laboratory Tests

Neutrophils

In the 24 week, controlled clinical studies, decreases in neutrophil counts below 1000 per mm?® occurred in 1.8%
and 3.4% of patients in the 4 mg per kg and 8 mg per kg ACTEMRA plus DMARD group, respectively,
compared to 0.1% of patients in the placebo plus DMARD group. Approximately half of the instances of ANC
below 1000 per mm’ occurred within 8 weeks of starting therapy. Decreases in neutrophil counts below 500 per
mm® occurred in 0.4% and 0.3% of patients in the 4 mg per kg and 8 mg per kg ACTEMRA plus DMARD,
respectively, compared to 0.1% of patients in the placebo plus DMARD group. There was no clear relationship
between decreases in neutrophils below 1000 per mm® and the occurrence of serious infections.

In the all-exposure population, the pattern and incidence of decreases in neutrophil counts remained consistent
with what was seen in the 24 week controlled clinical studies [see Warnings and Precautions (5.3)].

Platelets

In the 24 week, controlled clinical studies, decreases in platelet counts below 100,000 per mm’ occurred in
1.3% and 1.7% of patients on 4 mg per kg and 8 mg per kg ACTEMRA plus DMARD, respectively, compared
to 0.5% of patients on placebo plus DMARD, without associated bleeding events.

In the all-exposure population, the pattern and incidence of decreases in platelet counts remained consistent
with what was seen in the 24 week controlled clinical studies [see Warnings and Precautions (5.3)].

Liver Function Tests

Liver enzyme abnormalities are summarized in Table 1. In patients experiencing liver enzyme elevation,
modification of treatment regimen, such as reduction in the dose of concomitant DMARD, interruption of
ACTEMRA, or reduction in ACTEMRA dose, resulted in decrease or normalization of liver enzymes [see
Dosage and Administration (2.4)]. These elevations were not associated with clinically relevant increases in
direct bilirubin, nor were they associated with clinical evidence of hepatitis or hepatic insufficiency [see
Warnings and Precautions (5.3)].

10
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Table 1 Incidence of Liver Enzyme Abnormalities in the 24 Week
Controlled Period of Studies I to V*
ACTEMRA Methotrexate ACTEMRA ACTEMRA Placebo +
8 mg per kg 4 mg per kg + 8 mg per kg + DMARDs
MONOTHERAPY DMARDs DMARDs
N =288 N =284 N=774 N = 1582 N=1170
(%) (%) (%) (%) (%)
AST (U/L)
> ULN to 3x ULN 22 26 34 41 17
> 3x ULN to 5x ULN 0.3 2 1 2 0.3
> 5x ULN 0.7 04 0.1 0.2 <0.1
ALT (U/L)
> ULN to 3x ULN 36 33 45 48 23
> 3x ULN to 5x ULN 1 4 5 5 1
> 5x ULN 0.7 1 1.3 1.5 0.3

ULN = Upper Limit of Normal
*For a description of these studies, see Section 14, Clinical Studies.

In the all-exposure population, the elevations in ALT and AST remained consistent with what was seen in the
24 week, controlled clinical trials

Lipids

Elevations in lipid parameters (total cholesterol, LDL, HDL, triglycerides) were first assessed at 6 weeks
following initiation of ACTEMRA in the controlled 24 week clinical trials. Increases were observed at this time
point and remained stable thereafter. Increases in triglycerides to levels above 500 mg per dL were rarely

observed. Changes in other lipid parameters from baseline to week 24 were evaluated and are summarized
below:

— Mean LDL increased by 13 mg per dL in the ACTEMRA 4 mg per kgtDMARD arm, 20 mg per dL in the
ACTEMRA 8 mg per kgtDMARD, and 25 mg per dL in ACTEMRA 8 mg per kg monotherapy.

— Mean HDL increased by 3 mg per dL in the ACTEMRA 4 mg per kgtDMARD arm, 5 mg per dL in the
ACTEMRA 8 mg per kgtDMARD, and 4 mg per dL in ACTEMRA 8 mg per kg monotherapy.

— Mean LDL/HDL ratio increased by an average of 0.14 in the ACTEMRA 4 mg per kgtDMARD arm, 0.15
in the ACTEMRA 8 mg per kg+tDMARD, and 0.26 in ACTEMRA 8 mg per kg monotherapy.

— ApoB/ApoAl ratios were essentially unchanged in ACTEMRA-treated patients.
Elevated lipids responded to lipid lowering agents.

In the all-exposure population, the elevations in lipid parameters remained consistent with what was seen in the
24 week, controlled clinical trials.

Immunogenicity

In the 24 week, controlled clinical studies, a total of 2876 patients have been tested for anti-tocilizumab
antibodies. Forty-six patients (2%) developed positive anti-tocilizumab antibodies, of whom 5 had an
associated, medically significant, hypersensitivity reaction leading to withdrawal. Thirty patients (1%)
developed neutralizing antibodies.

The data reflect the percentage of patients whose test results were positive for antibodies to tocilizumab in
specific assays. The observed incidence of antibody positivity in an assay is highly dependent on several
factors, including assay sensitivity and specificity, assay methodology, sample handling, timing of sample
collection, concomitant medication, and underlying disease. For these reasons, comparison of the incidence of
antibodies to tocilizumab with the incidence of antibodies to other products may be misleading.

11
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Malignancies

During the 24 week, controlled period of the studies, 15 malignancies were diagnosed in patients receiving
ACTEMRA, compared to 8 malignancies in patients in the control groups. Exposure-adjusted incidence was
similar in the ACTEMRA groups (1.32 events per 100 patient-years) and in the placebo plus DMARD group

(1.37 events per 100 patient-years).

In the all-exposure population, the rate of malignancies remained consistent with the rate observed in the 24
week, controlled period [see Warnings and Precautions (5.4)].

Other Adverse Reactions

Adverse reactions occurring in 2% or more of patients on 4 or 8§ mg per kg ACTEMRA plus DMARD and at
least 1% greater than that observed in patients on placebo plus DMARD are summarized in Table 2.

Table 2 Adverse Reactions Occurring in at Least 2% or More of Patients on 4 or 8 mg per kg

ACTEMRA plus DMARD and at Least 1% Greater Than That Observed in Patients on
Placebo plus DMARD

24 Week Phase 3 Controlled Study Population

ACTEMRA Methotrexate ACTEMRA ACTEMRA Placebo +
8 mg per kg 4 mg per kg + 8 mg per kg + DMARDs
MONOTHERAPY DMARDs DMARDs
N =288 N =284 N =774 N = 1582 N=1170
Preferred Term (%) (%) (%) (%) (%)
Upper Respiratory Tract Infection 7 5 6 8 6
Nasopharyngitis 7 6 4 6 4
Headache 7 2 6 5 3
Hypertension 6 2 4 4 3
ALT increased 6 4 3 3 1
Dizziness 3 1 2 3 2
Bronchitis 3 2 4 3 3
Rash 2 1 4 3 1
Mouth Ulceration 2 2 1 2 1
Abdominal Pain Upper 2 2 3 3 2
Gastritis 1 2 1 2 1
Transaminase increased 1 5 2 2 1

Other infrequent and medically relevant adverse reactions occurring at an incidence less than 2% in rheumatoid
arthritis patients treated with ACTEMRA in controlled trials were:

Infections and Infestations: oral herpes simplex
Gastrointestinal disorders: stomatitis, gastric ulcer
Investigations: weight increased, total bilirubin increased
Blood and lymphatic system disorders: leukopenia
General disorders and administration site conditions: edema peripheral
Respiratory, thoracic, and mediastinal disorders: dyspnea, cough

Eye disorders: conjunctivitis

Renal disorders: nephrolithiasis
Endocrine disorders: hypothyroidism

Systemic Juvenile Idiopathic Arthritis

The data described below reflect exposure to ACTEMRA in one randomized, double-blind, placebo-controlled
trial of 112 pediatric patients with SJIA 2 to 17 years of age who had an inadequate clinical response to
nonsteroidal anti-inflammatory drugs (NSAIDs) or corticosteroids due to toxicity or lack of efficacy. At
baseline, approximately half of the patients were taking 0.3 mg/kg/day corticosteroids or more, and almost 70%
were taking methotrexate. The trial included a 12 week controlled phase followed by an open-label extension.

12
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In the 12 week double-blind, controlled portion of the clinical study 75 patients received treatment with
ACTEMRA (8 or 12 mg per kg based upon body weight). After 12 weeks or at the time of escape, due to
disease worsening, patients were treated with ACTEMRA in the open-label extension phase.

The most common adverse events (at least 5%) seen in ACTEMRA treated patients in the 12 week controlled
portion of the study were: upper respiratory tract infection, headache, nasopharyngitis and diarrhea.

Infections

In the 12 week controlled phase, the rate of all infections in the ACTEMRA group was 345 per 100 patient-
years and 287 per 100 patient-years in the placebo group. In the open label extension over an average duration
of 73 weeks of treatment, the overall rate of infections was 304 per 100 patient-years.

In the 12 week controlled phase, the rate of serious infections in the ACTEMRA group was 11.5 per 100 patient
years. In the open label extension over an average duration of 73 weeks of treatment, the overall rate of serious
infections was 11.4 per 100 patient years. The most commonly reported serious infections included pneumonia,
gastroenteritis, varicella, and otitis media.

Macrophage Activation Syndrome

In the 12 week controlled study, no patient in any treatment group experienced macrophage activation
syndrome (MAS) while on assigned treatment; 3 per 112 (3%) developed MAS during open-label treatment
with ACTEMRA. One patient in the placebo group escaped to ACTEMRA 12 mg per kg at Week 2 due to
severe disease activity, and ultimately developed MAS at Day 70. Two additional patients developed MAS
during the long-term extension. All 3 patients had ACTEMRA dose interrupted (2 patients) or discontinued
(1 patient) for the MAS event, received treatment, and the MAS resolved without sequelae. Based on a limited
number of cases, the incidence of MAS does not appear to be elevated in the ACTEMRA SJIA clinical
development experience; however no definitive conclusions can be made.

Infusion Reactions

Patients were not premedicated, however most patients were on concomitant corticosteroids as part of their
background treatment for SJIA. Infusion related reactions were defined as all events occurring during or within
24 hours after an infusion. In the 12 week controlled phase, 4% of ACTEMRA and 0% of placebo treated
patients experienced events occurring during infusion. One event (angioedema) was considered serious and life-
threatening, and the patient was discontinued from study treatment.

Within 24 hours after infusion, 16% of patients in the ACTEMRA treatment group and 5% of patients in the
placebo group experienced an event. In the ACTEMRA group the events included rash, urticaria, diarrhea,
epigastric discomfort, arthralgia and headache. One of these events, urticaria, was considered serious.

Anaphylaxis
Anaphylaxis was reported in 1 out of 112 patients (less than 1%) treated with ACTEMRA during the controlled
and open label extension study /see Warnings (5.5)].

Immunogenicity

All 112 patients were tested for anti-tocilizumab antibodies at baseline. Two patients developed positive anti-
tocilizumab antibodies: one of these patients experienced serious adverse events of urticaria and angioedema
consistent with an anaphylactic reaction which led to withdrawal; the other patient developed macrophage
activation syndrome while on escape therapy and was discontinued from the study.

Laboratory Tests

Neutrophils

During routine monitoring in the 12 week controlled phase, a decrease in neutrophil below 1 x 10° per L
occurred in 7% of patients in the ACTEMRA group, and in no patients in the placebo group. In the open label
extension over an average duration of 73 weeks of treatment, a decreased neutrophil count occurred in 17% of
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the ACTEMRA group. There was no clear relationship between decrease in neutrophils below 1 x 10° per L and
the occurrence of serious infections.

Platelets

During routine monitoring in the 12 week controlled phase, 1% of patients in the ACTEMRA group and 3% in
the placebo group had a decrease in platelet count to no more than 100 x 10° per mcL.

In the open label extension over an average duration of 73 weeks of treatment, decreased platelet count occurred
in 4% of patients in the ACTEMRA group, with no associated bleeding.

Liver Function Tests

During routine laboratory monitoring in the 12 week controlled phase, elevation in ALT or AST at or above 3x
ULN occurred in 5% and 3% of patients, respectively in the ACTEMRA group and in 0% of placebo patients.

In the open label extension over an average duration of 73 weeks of treatment, the elevation in ALT or AST at
or above 3x ULN occurred in 13% and 5% of ACTEMRA treated patients, respectively.

Lipids

During routine laboratory monitoring in the 12 week controlled phase, elevation in total cholesterol greater than
1.5x ULN — 2x ULN occurred in 1.5% of the ACTEMRA group and in 0% of placebo patients. Elevation in
LDL greater than 1.5x ULN — 2x ULN occurred in 1.9% of patients in the ACTEMRA group and 0% of the
placebo group.

In the open label extension study over an average duration of 73 weeks of treatment, the pattern and incidence
of elevations in lipid parameters remained consistent with the 12 week controlled study data.

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of ACTEMRA. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

o Fatal anaphylaxis [see Warnings and Precautions (5.5)]
7 DRUG INTERACTIONS

71 Other Drugs for Treatment of Rheumatoid Arthritis

Population pharmacokinetic analyses did not detect any effect of methotrexate (MTX), non-steroidal anti-
inflammatory drugs or corticosteroids on tocilizumab clearance.

Concomitant administration of a single dose of 10 mg per kg ACTEMRA with 10-25 mg MTX once weekly
had no clinically significant effect on MTX exposure.

ACTEMRA has not been studied in combination with biological DMARDs such as TNF antagonists /[see
Dosage and Administration (2.1)].

7.2 Interactions with CYP450 Substrates

Cytochrome P450s in the liver are down-regulated by infection and inflammation stimuli including cytokines
such as IL-6. Inhibition of IL-6 signaling in RA patients treated with tocilizumab may restore CYP450
activities to higher levels than those in the absence of tocilizumab leading to increased metabolism of drugs that
are CYP450 substrates. In vitro studies showed that tocilizumab has the potential to affect expression of
multiple CYP enzymes including CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 and CYP3A4. Its effects
on CYP2CS8 or transporters is unknown. In vivo studies with omeprazole, metabolized by CYP2C19 and
CYP3A4, and simvastatin, metabolized by CYP3A4, showed up to a 28% and 57% decrease in exposure one
week following a single dose of ACTEMRA, respectively. The effect of tocilizumab on CYP enzymes may be
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clinically relevant for CYP450 substrates with narrow therapeutic index, where the dose is individually
adjusted. Upon initiation or discontinuation of ACTEMRA, in patients being treated with these types of
medicinal products, therapeutic monitoring of effect (e.g., warfarin) or drug concentration (e.g., cyclosporine or
theophylline) should be performed and the individual dose of the medicinal product adjusted as needed.
Prescribers should exercise caution when ACTEMRA is coadministered with CYP3A4 substrate drugs where
decrease in effectiveness is undesirable, e.g., oral contraceptives, lovastatin, atorvastatin, etc. The effect of
tocilizumab on CYP450 enzyme activity may persist for several weeks after stopping therapy [see Clinical
Pharmacology (12.3)].

7.3 Live Vaccines
Live vaccines should not be given concurrently with ACTEMRA [see Warnings and Precautions (5.8)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects. Pregnancy Category C. There are no adequate and well-controlled studies in pregnant
women. ACTEMRA should be used during pregnancy only if the potential benefit justifies the potential risk to
the fetus.

An embryo-fetal developmental toxicity study was performed in which pregnant cynomolgus monkeys were
treated intravenously with tocilizumab (daily doses of 2, 10, or 50 mg per kg from gestation day 20-50) during
organogenesis. Although there was no evidence for a teratogenic/dysmorphogenic effect at any dose,
tocilizumab produced an increase in the incidence of abortion/embryo-fetal death at 10 mg per kg and 50 mg
per kg doses (1.25 and 6.25 times the human dose of 8 mg per kg every 2 to 4 weeks based on a mg per kg
comparison).

Nonteratogenic Effects. Testing of a murine analogue of tocilizumab in mice did not yield any evidence of
harm to offspring during the pre- and postnatal development phase when dosed at 50 mg per kg intravenously
with treatment every three days from implantation until day 21 after delivery (weaning). There was no evidence
for any functional impairment of the development and behavior, learning ability, immune competence and
fertility of the offspring.

Pregnancy Registry: To monitor the outcomes of pregnant women exposed to ACTEMRA, a pregnancy
registry has been established. Physicians are encouraged to register patients and pregnant women are
encouraged to register themselves by calling 1-877-311-8972.

83 Nursing Mothers

It is not known whether tocilizumab is excreted in human milk or absorbed systemically after ingestion.
Because many drugs are excreted in human milk, and because of the potential for serious adverse reactions in
nursing infants from ACTEMRA, a decision should be made whether to discontinue nursing or to discontinue
the drug, taking into account the importance of the drug to the mother.

8.4 Pediatric Use

Safety and effectiveness of ACTEMRA in pediatric patients with conditions other than SJIA have not been
established. Children under the age of two have not been studied. Testing of a murine analogue of tocilizumab
did not exert toxicity in juvenile mice. In particular, there was no impairment of skeletal growth, immune
function and sexual maturation.

8.5 Geriatric Use

Of the 2644 patients who received ACTEMRA in Studies I to V [see Clinical Studies (14)], a total of 435
rheumatoid arthritis patients were 65 years of age and older, including 50 patients 75 years and older. The
frequency of serious infection among ACTEMRA treated subjects 65 years of age and older was higher than
those under the age of 65. As there is a higher incidence of infections in the elderly population in general,
caution should be used when treating the elderly.
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8.6 Hepatic Impairment

The safety and efficacy of ACTEMRA have not been studied in patients with hepatic impairment, including
patients with positive HBV and HCV serology [see Warnings and Precautions (5.7)].

8.7 Renal Impairment

No dose adjustment is required in patients with mild renal impairment. ACTEMRA has not been studied in
patients with moderate to severe renal impairment [see Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

No studies on the potential for ACTEMRA to cause dependence have been performed. However, there is no
evidence from the available data that ACTEMRA treatment results in dependence.

10 OVERDOSAGE

There are limited data available on overdoses with ACTEMRA. One case of accidental overdose was reported
in which a patient with multiple myeloma received a dose of 40 mg per kg. No adverse drug reactions were
observed. No serious adverse drug reactions were observed in healthy volunteers who received single doses of
up to 28 mg per kg, although all 5 patients at the highest dose of 28 mg per kg developed dose-limiting
neutropenia.

In case of an overdose, it is recommended that the patient be monitored for signs and symptoms of adverse
reactions. Patients who develop adverse reactions should receive appropriate symptomatic treatment.

11 DESCRIPTION

ACTEMRA (tocilizumab) is a recombinant humanized anti-human interleukin 6 (IL-6) receptor monoclonal
antibody of the immunoglobulin IgG1x (gamma 1, kappa) subclass with a typical H,L, polypeptide structure.
Each light chain and heavy chain consists of 214 and 448 amino acids, respectively. The four polypeptide
chains are linked intra- and inter-molecularly by disulfide bonds. ACTEMRA has a molecular weight of
approximately 148 kDa.

ACTEMRA is supplied as a sterile, preservative-free solution for intravenous (IV) infusion at a concentration of
20 mg per mL. ACTEMRA is a colorless to pale yellow liquid, with a pH of about 6.5. Single-use vials are
available containing 80 mg per 4 mL, 200 mg per 10 mL, or 400 mg per 20 mL of ACTEMRA. Injectable
solutions of ACTEMRA are formulated in an aqueous solution containing disodium phosphate dodecahydrate
and sodium dihydrogen phosphate dehydrate (as a 15 mmol per L phosphate buffer), polysorbate 80 (0.5 mg per
mL), and sucrose (50 mg per mL).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tocilizumab binds specifically to both soluble and membrane-bound IL-6 receptors (sIL-6R and mIL-6R), and
has been shown to inhibit IL-6-mediated signaling through these receptors. IL-6 is a pleiotropic pro-
inflammatory cytokine produced by a variety of cell types including T- and B-cells, lymphocytes, monocytes
and fibroblasts. IL-6 has been shown to be involved in diverse physiological processes such as T-cell activation,
induction of immunoglobulin secretion, initiation of hepatic acute phase protein synthesis, and stimulation of
hematopoietic precursor cell proliferation and differentiation. IL-6 is also produced by synovial and endothelial
cells leading to local production of IL-6 in joints affected by inflammatory processes such as rheumatoid
arthritis.

12.2 Pharmacodynamics

In clinical studies with the 4 mg per kg and 8 mg per kg doses of ACTEMRA, decreases in levels of C-reactive
protein (CRP) to within normal ranges were seen as early as week 2. Changes in pharmacodynamic parameters
were observed (i.e., decreases in rheumatoid factor, erythrocyte sedimentation rate (ESR), serum amyloid A and
increases in hemoglobin) with both doses, however the greatest improvements were observed with 8 mg per kg

16



TUT AT 1.6 SMENZ IS 2B ALIRDLSFIC B3 EokE Page 38

Copy from GRASS PI D2012- 05174
ACTEMRA. Pharmacodynamic changes were also observed to occur after ACTEMRA administration in SJIA
patients (decreases in CRP, ESR, and increases in hemoglobin). The relationship between these
pharmacodynamic findings and clinical efficacy is not known.

In healthy subjects administered ACTEMRA in doses from 2 to 28 mg per kg, absolute neutrophil counts
decreased to the nadir 3 to 5 days following ACTEMRA administration. Thereafter, neutrophils recovered
towards baseline in a dose dependent manner. Rheumatoid arthritis patients demonstrated a similar pattern of
absolute neutrophil counts following ACTEMRA administration [see Warnings and Precautions (5.3)].

12.3 Pharmacokinetics

Rheumatoid Arthritis

The pharmacokinetics characterized in healthy subjects and RA patients suggested that PK is similar between
the two populations. The clearance (CL) of tocilizumab decreased with increased doses. At the 10 mg per kg
single dose in RA patients, mean CL was 0.29 £ 0.10 mL per hr per kg and mean apparent terminal t;, was 151
* 59 hours (6.3 days).

The pharmacokinetics of tocilizumab were determined using a population pharmacokinetic analysis of 1793
rheumatoid arthritis patients treated with ACTEMRA 4 and 8 mg per kg every 4 weeks for 24 weeks.

The pharmacokinetic parameters of tocilizumab did not change with time. A more than dose-proportional
increase in area under the curve (AUC) and trough concentration (Cp,i,) was observed for doses of 4 and 8 mg
per kg every 4 weeks. Maximum concentration (C.y) increased dose-proportionally. At steady-state, predicted
AUC and Cy,i, were 2.7 and 6.5-fold higher at 8 mg per kg as compared to 4 mg per kg, respectively. In a long-
term study with dosing for 104 weeks, observed Cy,;, was sustained over time.

For doses of ACTEMRA 4 mg per kg given every 4 weeks, the predicted mean (£ SD) steady-state AUC, Cin
and Cp,x of tocilizumab were 13000 + 5800 mcgeh per mL, 1.49 + 2.13 mcg per mL, and 88.3 = 41.4 mcg per
mL, respectively. The accumulation ratios for AUC and Cp,x were 1.11 and 1.02, respectively. The
accumulation ratio was higher for Cy,;, (1.96). Steady-state was reached following the first administration for
Chax and AUC, respectively, and after 16 weeks Cpip.

For doses of ACTEMRA 8 mg per kg given every 4 weeks, the predicted mean (+ SD) steady-state AUC, Cin
and Cyax of tocilizumab were 35000 = 15500 mcgeh per mL, 9.74 + 10.5 mcg per mL, and 183 + 85.6 mcg per
mL, respectively. The accumulation ratios for AUC and Cp, were 1.22 and 1.06, respectively. The
accumulation ratio was higher for Cy,;, (2.35). Steady-state was reached following the first administration and
after 8 and 20 weeks for Cpax, AUC, and Cy,n, respectively. Tocilizumab AUC, Cyin and Cyax increased with
increase of body weight. At body weight at or above 100 kg, the predicted mean (= SD) steady-state AUC, Cyin
and Cp,x of tocilizumab were 55500 + 14100 mcgeh per mL, 19.0 + 12.0 mcg per mL, and 269 + 57 mcg per
mL, respectively, which are higher than mean exposure values for the patient population. Therefore,
ACTEMRA doses exceeding 800 mg per infusion are not recommended [see Dosage and Administration (2.1)].

Systemic Juvenile Idiopathic Arthritis

The pharmacokinetics of tocilizumab were determined using a population pharmacokinetic analysis on a
database composed of 75 patients with SJIA treated with 8 mg per kg (patients with a body weight at or above
30 kg) or 12 mg per kg (patients with a body weight less than 30 kg), given every 2 weeks. The predicted mean
(£ SD) AUC; weeks, Cmax and Cpyip of tocilizumab were 32200 + 9960 mcgehr per mL, 245 £ 57.2 mcg per mL
and 57.5 + 23.3 mcg per mL, respectively. The accumulation ratio for Cp,;, (week 12 over week 2) was 3.2 +
1.3. Steady state was reached on or after week 12. Mean predicted TCZ exposure parameters were similar
between the two dose groups defined by body weight.
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Distribution
Following intravenous dosing, tocilizumab undergoes biphasic elimination from the circulation. In rheumatoid
arthritis patients the central volume of distribution was 3.5 L and the peripheral volume of distribution was
2.9 L, resulting in a volume of distribution at steady state of 6.4 L.

In pediatric patients with SJIA, the central volume of distribution was 0.94 L, the peripheral volume of
distribution was 1.60 L resulting in a volume of distribution at steady state of 2.54 L.

The total clearance of tocilizumab is concentration-dependent and is the sum of the linear clearance and the
nonlinear clearance. The linear clearance was estimated to be 12.5 mL per h in RA and 7.1 mL per h in pediatric
patients with SJIA in the population pharmacokinetic analysis. The concentration-dependent nonlinear
clearance plays a major role at low tocilizumab concentrations. Once the nonlinear clearance pathway is
saturated, at higher tocilizumab concentrations, clearance is mainly determined by the linear clearance.

The t;» of tocilizumab is concentration-dependent. The concentration-dependent apparent t;, is up to 11 days
for 4 mg per kg and up to 13 days for 8 mg per kg every 4 weeks in patients with RA at steady-state. The t;, of
tocilizumab in pediatric patients with SJIA is up to 23 days for the two body weight categories at week 12.

Pharmacokinetics in Special Populations

Population pharmacokinetic analyses in adult theumatoid arthritis patients showed that age, gender and race did
not affect the pharmacokinetics of tocilizumab. Linear clearance was found to increase with body size. The
body weight-based dose (8 mg per kg) resulted in approximately 86% higher exposure in patients who are
greater than 100 kg in comparison to patients who are less than 60 kg.

Hepatic Impairment

No formal study of the effect of hepatic impairment on the pharmacokinetics of tocilizumab was conducted.

Renal Impairment

No formal study of the effect of renal impairment on the pharmacokinetics of tocilizumab was conducted.

Most of the RA patients in the population pharmacokinetic analysis had normal renal function or mild renal
impairment. Mild renal impairment (creatinine clearance less than 80 mL per min and at or above 50 mL per
min based on Cockcroft-Gault) did not impact the pharmacokinetics of tocilizumab. No dose adjustment is
required in patients with mild renal impairment.

Drug Interactions

In vitro data suggested that IL-6 reduced mRNA expression for several CYP450 isoenzymes including
CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 and CYP3A4, and this reduced expression was reversed by
co-incubation with tocilizumab at clinically relevant concentrations. Accordingly, inhibition of IL-6 signaling
in RA patients treated with tocilizumab may restore CYP450 activities to higher levels than those in the absence
of tocilizumab leading to increased metabolism of drugs that are CYP450 substrates. Its effect on CYP2CS or
transporters (e.g., P-gp) is unknown. This is clinically relevant for CYP450 substrates with a narrow therapeutic
index, where the dose is individually adjusted. Upon initiation of ACTEMRA, in patients being treated with
these types of medicinal products, therapeutic monitoring of the effect (e.g., warfarin) or drug concentration
(e.g., cyclosporine or theophylline) should be performed and the individual dose of the medicinal product
adjusted as needed. Caution should be exercised when ACTEMRA is coadministered with drugs where
decrease in effectiveness is undesirable, e.g., oral contraceptives (CYP3A4 substrates) [see Drug Interactions

(7.2)].

Simvastatin

Simvastatin is a CYP3A4 and OATP1B1 substrate. In 12 RA patients not treated with ACTEMRA, receiving
40 mg simvastatin, exposures of simvastatin and its metabolite, simvastatin acid, was 4- to 10-fold and 2-fold
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higher, respectively, than the exposures observed in healthy subjects. One week following administration of a
single infusion of ACTEMRA (10 mg per kg), exposure of simvastatin and simvastatin acid decreased by 57%
and 39%, respectively, to exposures that were similar or slightly higher than those observed in healthy subjects.
Exposures of simvastatin and simvastatin acid increased upon withdrawal of ACTEMRA in RA patients.
Selection of a particular dose of simvastatin in RA patients should take into account the potentially lower
exposures that may result after initiation of ACTEMRA (due to normalization of CYP3A4) or higher exposures
after discontinuation of ACTEMRA.

Omeprazole

Omeprazole is a CYP2C19 and CYP3A4 substrate. In RA patients receiving 10 mg omeprazole, exposure to
omeprazole was approximately 2 fold higher than that observed in healthy subjects. In RA patients receiving
10 mg omeprazole, before and one week after ACTEMRA infusion (8 mg per kg), the omeprazole AUC;,s
decreased by 12% for poor (N=5) and intermediate metabolizers (N=5) and by 28% for extensive metabolizers
(N=8) and were slightly higher than those observed in healthy subjects.

Dextromethorphan

Dextromethorphan is a CYP2D6 and CYP3A4 substrate. In 13 RA patients receiving 30 mg dextromethorphan,
exposure to dextromethorphan was comparable to that in healthy subjects. However, exposure to its metabolite,
dextrorphan (a CYP3A4 substrate), was a fraction of that observed in healthy subjects. One week following
administration of a single infusion of ACTEMRA (8 mg per kg), dextromethorphan exposure was decreased by
approximately 5%. However, a larger decrease (29%) in dextrorphan levels was noted after ACTEMRA
infusion.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis. No long-term animal studies have been performed to establish the carcinogenicity potential of
tocilizumab.

Mutagenesis. Tocilizumab was negative in the in vitro Ames bacterial reverse mutation assay and the in vitro
chromosomal aberrations assay using human peripheral blood lymphocytes.

Impairment of Fertility. Fertility studies conducted in male and female mice using a murine analogue of
tocilizumab showed no impairment of fertility.

14 CLINICAL STUDIES

Rheumatoid Arthritis

The efficacy and safety of ACTEMRA was assessed in five randomized, double-blind, multicenter studies in
patients greater than 18 years with active rheumatoid arthritis diagnosed according to American College of
Rheumatology (ACR) criteria. Patients had at least 8 tender and 6 swollen joints at baseline. ACTEMRA was
given intravenously every 4 weeks as monotherapy (Study I), in combination with methotrexate (MTX)
(Studies II and III) or other disease-modifying anti-rheumatic drugs (DMARDs) (Study IV) in patients with an
inadequate response to those drugs, or in combination with MTX in patients with an inadequate response to
TNF antagonists (Study V).

Study I evaluated patients with moderate to severe active rheumatoid arthritis who had not been treated with
MTX within 24 weeks prior to randomization, or who had not discontinued previous methotrexate treatment as
a result of clinically important toxic effects or lack of response. In this study, 67% of patients were MTX-naive,
and over 40% of patients had rheumatoid arthritis less than 2 years. Patients received ACTEMRA 8 mg per kg
monotherapy or MTX alone (dose titrated over 8 weeks from 7.5 mg to a maximum of 20 mg weekly). The
primary endpoint was the proportion of ACTEMRA patients who achieved an ACR20 response at Week 24.
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Study Il was a 104-week study with an ongoing optional 156-week extension phase that evaluated patients with
moderate to severe active rheumatoid arthritis who had an inadequate clinical response to MTX. Patients
received ACTEMRA 8 mg per kg, ACTEMRA 4 mg per kg, or placebo every four weeks, in combination with
MTX (10 to 25 mg weekly). Upon completion of 52-weeks, patients received open-label treatment with
ACTEMRA 8 mg per kg through 104 weeks or they had the option to continue their double-blind treatment if
they maintained a greater than 70% improvement in swollen/tender joint count. Two pre-specified interim
analyses at week 24 and week 52 were conducted. The primary endpoint at week 24 was the proportion of
patients who achieved an ACR20 response. At weeks 52 and 104, the primary endpoints were change from
baseline in modified total Sharp-Genant score and the area under the curve (AUC) of the change from baseline
in HAQ-DI score.

Study IlI evaluated patients with moderate to severe active rheumatoid arthritis who had an inadequate clinical
response to MTX. Patients received ACTEMRA 8 mg per kg, ACTEMRA 4 mg per kg, or placebo every four
weeks, in combination with MTX (10 to 25 mg weekly). The primary endpoint was the proportion of patients
who achieved an ACR20 response at week 24.

Study 1V evaluated patients who had an inadequate response to their existing therapy, including one or more
DMARD:s. Patients received ACTEMRA 8 mg per kg or placebo every four weeks, in combination with the
stable DMARDs. The primary endpoint was the proportion of patients who achieved an ACR20 response at
week 24.

Study V evaluated patients with moderate to severe active rheumatoid arthritis who had an inadequate clinical
response or were intolerant to one or more TNF antagonist therapies. The TNF antagonist therapy was
discontinued prior to randomization. Patients received ACTEMRA 8 mg per kg, ACTEMRA 4 mg per kg, or
placebo every four weeks, in combination with MTX (10 to 25 mg weekly). The primary endpoint was the
proportion of patients who achieved an ACR20 response at week 24.

Clinical Response

The percentages of ACTEMRA-treated patients achieving ACR20, 50 and 70 responses are shown in Table 3.
In all studies, patients treated with 8 mg per kg ACTEMRA had higher ACR20, ACR50, and ACR70 response
rates versus MTX- or placebo-treated patients at week 24.

During the 24 week controlled portions of Studies I to V, patients treated with ACTEMRA at a dose of 4 mg per
kg in patients with inadequate response to DMARDs or TNF antagonist therapy had lower response rates
compared to patients treated with ACTEMRA 8 mg per kg.
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Table 3 Clinical Response at Weeks 24 and Pin fArc(%an'eGgﬁaSPlacebop ontrolled Trials (Percent of Patients)
Percent of Patients
Study I Study IT Study I1I Study IV Study V
MTX ACTEMRA | Placebo+ ACTEMRA ACTEMRA | Placebo+ ACTEMRA ACTEMRA | Placebo+  ACTEMRA | Placebo+ ACTEMRA ACTEMRA
8 mg per kg MTX 4 mg per kg 8 mg per kg MTX 4 mg per kg 8 mg per kg DMARDs 8 mg per kg MTX 4 mg per kg 8 mg per kg
+MTX +MTX +MTX +MTX + DMARDs +MTX +MTX
N=284 N=286 N=393 N=399 N=398 N=204 N=213 N=205 N=413 N=803 N=158 N=161 N=170
Response Rate 5% 1)’ (95% CD)®  (95% CI)” (95%CD®  (95% CI)” 5% 1)’ (95%CD°  (95% CI)"
ACR20
Week 24 53% 70% 27% 51% 56% 27% 48% 59% 24% 61% 10% 30% 50%
(0.11,0.27) 0.17,0.29)  (0.23,0.35) (0.15,0.32)  (0.23,0.41) (0.30, 0.40) 0.15,0.36)  (0.36,0.56)
Week 52 N/A N/A 25% 47% 56% N/A N/A N/A N/A N/A N/A N/A N/A
(0.15,0.28)  (0.25,0.38)
ACR50
Week 24 34% 44% 10% 25% 32% 11% 32% 44% 9% 38% 4% 17% 29%
(0.04, 0.20) (0.09,0.20)  (0.16, 0.28) (0.13,0.29)  (0.25,0.41) (0.23,0.33) 0.05,0.25)  (0.21,0.41)
Week 52 N/A N/A 10% 29% 36% N/A N/A N/A N/A N/A N/A N/A N/A
0.14,025)  (0.21,0.32)
ACR70
Week 24 15% 28% 2% 11% 13% 2% 12% 22% 3% 21% 1% 5% 12%
(0.07,0.22) (0.03,0.13)  (0.05,0.15) (0.04,0.18)  (0.12,0.27) (0.13,0.21) (-0.06,0.14)  (0.03,0.22)
Week 52 N/A N/A 4% 16% 20% N/A N/A N/A N/A N/A N/A N/A N/A
0.08,0.17)  (0.12,0.21)
Major Clinical
Responses b
Week 52 N/A N/A 1% 4% 7% N/A N/A N/A N/A N/A N/A N/A N/A
(0.01,0.06)  (0.03,0.09)

* CI: 95% confidence interval of the weighted difference to placebo adjusted for site (and disease duration for Study I only)

® Major clinical response is defined as achieving an ACR 70 response for a continuous 24 week period
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Table 4 Proportion of Patients with DAS28-ESR Less Than 2.6 with Number of Residual Active
Joints
Study IT
Placebo + MTX ACTEMRA 4 mg per kg + ACTEMRA 8 mg per kg +
N=393 MTX MTX
N =399 N =398

DAS28-ESR less than 2.6

Proportion of responders at week 52 (n) 3% (12) 18% (70) 32% (127)
95% confidence interval 0.10,0.19 0.24,0.34

Of responders, proportion with 0 active joints (n) 33% (4) 27% (19) 21% (27)

Of responders, proportion with 1 active joint (n) 8% (1) 19% (13) 13% (16)

Of responders, proportion with 2 active joints (n) 25% (3) 13% (9) 20% (25)

Of responders, proportion with 3 or more active 33% (4) 41% (29) 47% (59)
joints (n)

*n denotes numerator of all the percentage. Denominator is the intent-to-treat population. Not all patients received DAS28
assessments at Week 52.

The results of the components of the ACR response criteria for Studies III and V are shown in Table 5. Similar
results to Study III were observed in Studies I, II and IV.

Table 5 Components of ACR Response at Week 24
Study III Study V
ACTEMRA ACTEMRA Placebo + MTX ACTEMRA ACTEMRA Placebo + MTX
4 mg per kg + MTX 8 mg per kg + MTX 4 mg per kg + MTX 8 mg per kg + MTX
N=213 N=205 N=204 N=161 N=170 N=158
Component Baseline Week 24" Baseline Week 24” Baseline | Week | Baseline Week 24" Baseline Week 24” Baseline | Week
(mean) 24 24
Number of 33 19 32 14.5 33 25 31 21 32 17 30 30
tender joints -7.0 -9.6 -10.8 -15.1
(0-68) (-10.0, -4.1) (-12.6,-6.7) (-14.6,-7.1) (-18.8, -11.4)
Number of 20 10 19.5 8 21 15 19.5 13 19 11 19 18
swollen -4.2 -6.2 -6.2 -7.2
joints (0-66) (-6.1,-2.3) (-8.1,-4.2) (-9.0, -3.5) (-9.9, -4.5)
Painb 61 33 60 30 57 43 63.5 43 65 33 64 48
-11.0 -15.8 -12.4 -23.9
(-17.0, -5.0) (-21.7,-9.9) (-22.1,-2.1) (-33.7,-14.1)
Patient 66 34 65 31 64 45 70 46 70 36 71 51
global -10.9 -14.9 -10.0 -17.4
assessment (-17.1, -4.8) (-20.9, -8.9) (-20.3,0.3) (-27.8,-7.0)
Physician 64 26 64 23 64 32 66.5 39 66 28 67.5 43
global -5.6 -9.0 -10.5 -18.2
aSSessmEmb (-10.5, -0.8) (-13.8,-4.2) (-18.6, -2.5) (-26.3, -10.0)
Disability 1.64 1.01 1.55 0.96 1.55 1.21 1.67 1.39 1.75 1.34 1.70 1.58
index -0.18 -0.21 -0.25 -0.34
(HAQ)C (-0.34, -0.02) (-0.37, -0.05) (-0.42, -0.09) (-0.51,-0.17)
CRP (mg per 2.79 1.17 2.61 0.25 2.36 1.89 3.11 1.77 2.80 0.28 3.705 3.06
dL) -1.30 -2.156 -1.34 -2.52
(-2.0, -0.59) (-2.86, -1.46) (-2.5,-0.15) (-3.72,-1.32)

“Data shown is mean at week 24, difference in adjusted mean change from baseline compared with placebo + MTX at week 24 and
95% confidence interval for that difference
® Visual analog scale: 0 = best, 100 = worst
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¢ Health Assessment Questionnaire: 0 = best, 3 = worst; 20 questions; 8 categories: dressing and grooming, arising, eating, walking,
hygiene, reach, grip, and activities

The percent of ACR20 responders by visit for Study III is shown in Figure 1. Similar responses were observed
in studies I, II, IV, and V.

Figure 1 Percent of ACR20 Responders by Visit for Study 111
(Inadequate Response to MTX)*

Percentage (%) of ACR20 Responders (+- SE)

WK2 WK 4 WK 8 WK 12 WK 16 WK 20 WK 24

Visit

Treatment Group —8—8—8— Placebo + MTX (N=204) —h—h—— ACTEMRA 8 mg/kg + MTX (N=205) —E—H—F+ ACTEMRA 4 mg/kg + MTX (N=213)

*The same patients may not have responded at each timepoint.

Radiographic Response

In Study II, structural joint damage was assessed radiographically and expressed as change in total Sharp-
Genant score and its components, the erosion score and joint space narrowing score. Radiographs of
hands/wrists and forefeet were obtained at baseline, 24 weeks, 52 weeks, and 104 weeks and scored by readers
unaware of treatments group and visit number. The results from baseline to week 52 are shown in Table 6.
ACTEMRA 4 mg per kg slowed (less than 75% inhibition compared to the control group) and ACTEMRA
8 mg per kg inhibited (at least 75% inhibition compared to the control group) the progression of structural
damage compared to placebo plus MTX at week 52.
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Table 6 Mean Radiographic Change from Baseline to Week 52 in Study I1
Placebo + MTX ACTEMRA ACTEMRA
4 mg per kg + MTX | 8 mg per kg + MTX
N=294 N=343 N=353
Week 52%
Total Sharp-Genant Score, 1.17 0.33 0.25
Mean (SD) (3.14) (1.30) (0.98)
Adjusted Mean -0.83 -0.90
difference** (-1.13,-0.52) (-1.20, -0.59)
(95%CI)
Erosion Score, Mean (SD) 0.76 0.20 0.15
(2.14) (0.83) (0.77)
Adjusted Mean -0.55 -0.60
difference** (-0.76, -0.34) (-0.80, -0.39)
(95%CI)
Joint Space Narrowing 0.41 0.13 0.10
Score, Mean (SD) (1.71) (0.72) (0.49)
Adjusted Mean -0.28 -0.30
difference** (-0.44,-0.11) (-0.46, -0.14)
(95%CI)

* Week 52 analysis employs linearly extrapolated data for patients after escape, withdrawal, or loss to follow up.
** Difference between the adjusted means (Actemra + MTX - Placebo + MTX)
SD = standard deviation

The mean change from baseline to week 104 in Total Sharp-Genant Score for the ACTEMRA 4 mg per kg
groups was 0.47 (SD = 1.47) and for the 8 mg per kg groups was 0.34 (SD = 1.24). By the week 104, most
patients in the control (placebo + MTX) group had crossed over to active treatment, and results are therefore not
included for comparison. Patients in the active groups may have crossed over to the alternate active dose group,
and results are reported per original randomized dose group.

In the placebo group, 66% of patients experienced no radiographic progression (Total Sharp-Genant Score
change < 0) at week 52 compared to 78% and 83% in the ACTEMRA 4 mg per kg and 8 mg per kg,
respectively. Following 104 weeks of treatment, 75% and 83% of patients initially randomized to ACTEMRA
4 mg per kg and 8 mg per kg, respectively, experienced no progression of structural damage compared to 66%
of placebo treated patients.

Health Related Outcomes

In Study II, physical function and disability were assessed using the Health Assessment Questionnaire
Disability Index (HAQ-DI). Both dosing groups of ACTEMRA demonstrated a greater improvement compared
to the placebo group in the AUC of change from baseline in the HAQ-DI through week 52. The mean change
from baseline to week 52 in HAQ-DI was 0.6, 0.5, and 0.4 for ACTEMRA 8 mg per kg, ACTEMRA 4 mg per
kg, and placebo treatment groups, respectively. Sixty-three percent (63%) and sixty percent (60%) of patients in
the ACTEMRA 8 mg per kg and ACTEMRA 4 mg per kg treatment groups, respectively, achieved a clinically
relevant improvement in HAQ-DI (change from baseline of > 0.3 units) at week 52 compared to 53% in the
placebo treatment group.

Systemic Juvenile Idiopathic Arthritis (SJIA)

The efficacy of ACTEMRA for the treatment of active SJIA was assessed in a 12-week randomized, double
blind, placebo-controlled, parallel group, 2-arm study. Patients treated with or without MTX, were randomized
(ACTEMRA:placebo = 2:1) to one of two treatment groups: 75 patients received ACTEMRA infusions every
two weeks at either 8 mg per kg for patients at or above 30 kg or 12 mg per kg for patients less than 30 kg and
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37 were randomized to receive placebo infusions every two weeks. Corticosteroid tapering could occur from
week six for patients who achieved a JIA ACR70 response. After 12 weeks or at the time of escape, due to
disease worsening, patients were treated with ACTEMRA in the open-label extension phase at weight
appropriate dosing.

The primary endpoint was the proportion of patients with at least 30% improvement in JIA ACR core set (JIA
ACR30 response) at Week 12 and absence of fever (no temperature at or above 37.5°C in the preceding 7 days).
JIA  ACR (American College of Rheumatology) responses are defined as the percentage improvement (e.g.,
30%, 50%, 70%) in 3 of any 6 core outcome variables compared to baseline, with worsening in no more than 1
of the remaining variables by 30% or more. Core outcome variables consist of physician global assessment,
parent per patient global assessment, number of joints with active arthritis, number of joints with limitation of
movement, erythrocyte sedimentation rate (ESR), and functional ability (childhood health assessment
questionnaire-CHAQ).

Primary endpoint result and JIA ACR response rates at Week 12 are shown in Table 7.

Table 7 Efficacy Findings at Week 12
ACTEMRA Placebo
N=75 N=37

Primary Endpoint: JIA ACR 30 response + absence of fever

Responders 85% 24%

Weighted difference 62

(95% CI) (45,78) ]
JIA ACR Response Rates at Week 12

JIA ACR 30

Responders 91% 24%

Weighted difference® 67 -

(95% CI)° (51, 83)

JIA ACR 50

Responders 85% 11%

Weighted difference” 74 -

(95% CI)° (58, 90)

JIA ACR 70

Responders 71% 8%

Weighted difference” 63 -

(95% CI)° (46, 80)

*The weighted difference is the difference between the ACTEMRA and Placebo response rates, adjusted for the stratification factors
(weight, disease duration, background oral corticosteroid dose and background methotrexate use).
® CI: confidence interval of the weighted difference.

The treatment effect of ACTEMRA was consistent across all components of the JIA ACR response core
variables. JIA ACR scores and absence of fever responses in the open label extension were consistent with the
controlled portion of the study (data available through 44 weeks).

Systemic Features

Of patients with fever or rash at baseline, those treated with ACTEMRA had fewer systemic features; 35 out of
41 (85%) became fever free (no temperature recording at or above 37.5°C in the preceding 14 days) compared
to 5 out of 24 (21%) of placebo-treated patients, and 14 out of 22 (64%) became free of rash compared to 2 out
of 18 (11%) of placebo-treated patients. Responses were consistent in the open label extension (data available
through 44 weeks).
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Corticosteroid Tapering

Of the patients receiving oral corticosteroids at baseline, 8 out of 31 (26%) placebo and 48 out of 70 (69%),
ACTEMRA patients achieved a JJA ACR70 response at week 6 or 8 enabling corticosteroid dose reduction.
Seventeen (24%) ACTEMRA patients versus 1 (3%) placebo patient were able to reduce the dose of
corticosteroid by at least 20% without experiencing a subsequent JIA ACR30 flare or occurrence of systemic
symptoms to week 12. In the open label portion of the study, by week 44, there were 44 out of 103 (43%)
ACTEMRA patients off oral corticosteroids. Of these 44 patients 50% were off corticosteroids 18 weeks or
more.

Health Related OQutcomes

Physical function and disability were assessed using the Childhood Health Assessment Questionnaire Disability
Index (CHAQ-DI). Seventy-seven percent (58 out of 75) of patients in the ACTEMRA treatment group
achieved a minimal clinically important improvement in CHAQ-DI (change from baseline of > 0.13 units) at
week 12 compared to 19% (7 out of 37) in the placebo treatment group.

16 HOW SUPPLIED/STORAGE AND HANDLING

ACTEMRA (tocilizumab) is supplied in single-use vials as a preservative-free, sterile concentrate (20 mg per
mL) solution for intravenous infusion. The following packaging configurations are available:

Individually packaged, single-use vials:

NDC 50242-135-01 providing 80 mg per 4 mL
NDC 50242-136-01 providing 200 mg per 10 mL
NDC 50242-137-01 providing 400 mg per 20 mL
Box of 4 single-use vials:

NDC 50242-135-04 providing 80 mg per 4 mL
NDC 50242-136-04 providing 200 mg per 10 mL
NDC 50242-137-04 providing 400 mg per 20 mL

Storage and Stability: Do not use beyond expiration date on the container. ACTEMRA must be refrigerated at
2°C to 8°C (36°F to 46°F). Do not freeze. Protect the vials from light by storage in the original package until
time of use. Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit. If visibly opaque particles, discoloration or other
foreign particles are observed, the solution should not be used.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide)

Patient Counseling

Patients and parents or guardians of minors with SJIA should be advised of the potential benefits and risks of
ACTEMRA. Physicians should instruct their patients to read the Medication Guide before starting ACTEMRA
therapy.

e Infections:
Inform patients that ACTEMRA may lower their resistance to infections. Instruct the patient of the
importance of contacting their doctor immediately when symptoms suggesting infection appear in order to
assure rapid evaluation and appropriate treatment.

e Gastrointestinal Perforation:
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Inform patients that some patients who have been treated with ACTEMRA have had serious side effects in
the stomach and intestines. Instruct the patient of the importance of contacting their doctor immediately
when symptoms of severe, persistent abdominal pain appear to assure rapid evaluation and appropriate
treatment.

MEDICATION GUIDE
ACTEMRA® (AC-TEM-RA)
(tocilizumab)

Read this Medication Guide before you start ACTEMRA and before each infusion. There may be
new information. This Medication Guide does not take the place of talking with your healthcare
provider about your medical condition or your treatment.

What is the most important information I should know about ACTEMRA?
ACTEMRA can cause serious side effects including:

1. Serious Infections.

ACTEMRA is a medicine that affects your immune system. ACTEMRA can lower the ability of your
immune system to fight infections. Some people have serious infections while taking ACTEMRA,
including tuberculosis (TB), and infections caused by bacteria, fungi, or viruses that can spread
throughout the body. Some people have died from these infections.

Your doctor should test you for TB before starting ACTEMRA.

e Your doctor should monitor you closely for signs and symptoms of TB during
treatment with ACTEMRA.

You should not start taking ACTEMRA if you have any kind of infection unless your healthcare
provider says it is okay.

Before starting ACTEMRA, tell your healthcare provider if you:
e think you have an infection or have symptoms of an infection such as:

fever, sweating, or chills

muscle aches

cough

shortness of breath

blood in phlegm

weight loss

warm, red, or painful skin or sores on your body

diarrhea or stomach pain

burning when you urinate or urinating more often than normal

o feel very tired are being treated for an infection

e get a lot of infections or have infections that keep coming back

e have diabetes, HIV, or a weak immune system. People with these conditions have a
higher chance for infections.

e have TB, or have been in close contact with someone with TB

e live or have lived, or have traveled to certain parts of the country (such as the Ohio and
Mississippi River valleys and the Southwest) where there is an increased chance for
getting certain kinds of fungal infections (histoplasmosis, coccidiomycosis, or
blastomycosis). These infections may happen or become more severe if you use
ACTEMRA. Ask your healthcare provider, if you do not know if you have lived in an area
where these infections are common.

O O 0O O o0 O 0 O O
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e have or have had hepatitis B.

After starting ACTEMRA, call your healthcare provider right away if you have any symptoms of
an infection. ACTEMRA can make you more likely to get infections or make worse any infection
that you have.

2. Tears (perforation) of the stomach or intestines.

e Tell your healthcare provider if you have had diverticulitis (inflammation in parts of
the large intestine) or ulcers in your stomach or intestines. Some people taking
ACTEMRA get tears in their stomach or intestine. This happens most often in people
who also take nonsteroidal anti-inflammatory drugs (NSAIDs), corticosteroids, or
methotrexate.

e Tell your healthcare provider right away if you have fever and stomach-area pain
that does not go away, and a change in your bowel habits.

3. Changes in certain laboratory test results.

Your healthcare provider should do blood tests before you start receiving ACTEMRA and every 4
to 8 weeks for rheumatoid arthritis and every 2 to 4 weeks for SJIA during treatment to check
for the following side effects of ACTEMRA:

e low neutrophil count. Neutrophils are white blood cells that help the body fight off
bacterial infections.

e low platelet count. Platelets are blood cells that help with blood clotting and stop
bleeding.

e increase in certain liver function tests.

You should not receive ACTEMRA if your neutrophil or platelet counts are too low or
your liver function tests are too high.

Your healthcare provider may stop your ACTEMRA treatment for a period of time or
change your dose of medicine if needed because of changes in these blood test results.

You may also have changes in other laboratory tests, such as your blood cholesterol
levels. Your healthcare provider should do blood tests to check your cholesterol levels
4 to 8 weeks after you start receiving ACTEMRA, and then every 6 months after that.
Normal cholesterol levels are important to good heart health.

4. Cancer.

ACTEMRA may increase your risk of certain cancers by changing the way your immune system
works. Tell your healthcare provider if you have ever had any type of cancer.

See “"What are the possible side effects with ACTEMRA?” for more information about side effects.

What is ACTEMRA?

ACTEMRA is a prescription medicine called an Interleukin-6 (IL-6) receptor inhibitor. ACTEMRA
is used to treat:

e Adults with moderately to severely active rheumatoid arthritis (RA) after at least
one other medicine called a Disease Modifying Anti-Rheumatic Drug (DMARD) has
been used and did not work well.

e People with active systemic juvenile idiopathic arthritis (SJIA) ages 2 and above.
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It is not known if ACTEMRA is safe and effective in children with SJIA under 2 years of age or in
children with conditions other than SJIA.

Who should not take ACTEMRA?

Do not take ACTEMRA if you are allergic to tocilizumab, or any of the ingredients in ACTEMRA.
See the end of this Medication Guide for a complete list of ingredients in ACTEMRA.

What should I tell my healthcare provider before receiving ACTEMRA?

ACTEMRA may not be right for you. Before receiving ACTEMRA, tell your healthcare
provider if you:

e have an infection. See “"What is the most important information I should know
about ACTEMRA?”

e have liver problems

e have any stomach-area (abdominal) pain or been diagnosed with diverticulitis or
ulcers in your stomach or intestines

e have had a reaction to tocilizumab or any of the ingredients in ACTEMRA before

e have or had a condition that affects your nervous system, such as multiple sclerosis

e have recently received or are scheduled to receive a vaccine. People who take
ACTEMRA should not receive live vaccines. People taking ACTEMRA can receive
non-live vaccines

¢ plan to have surgery or a medical procedure

e have any other medical conditions

¢ plan to become pregnant or are pregnant. It is not known if ACTEMRA will harm
your unborn baby.

Pregnancy Registry: Genentech has a registry for pregnant women who take
ACTEMRA. The purpose of this registry is to check the health of the pregnant
mother and her baby. If you are pregnhant or become pregnant while taking
ACTEMRA, talk to your healthcare provider about how you can join this pregnancy
registry or you may contact the registry at 1-877-311-8972 to enroll.

e plan to breast-feed or are breast-feeding. You and your healthcare provider should
decide if you will take ACTEMRA or breast-feed. You should not do both.

Tell your healthcare provider about all of the medicines you take, including prescription
and non-prescription medicines, vitamins and herbal supplements. ACTEMRA and other
medicines may affect each other causing side effects.

Especially tell your healthcare provider if you take:

e any other medicines to treat your RA. You should not take etanercept (Enbrel®),
adalimumab (Humira®), infliximab (Remicade®), rituximab (Rituxan®), abatacept
(Orencia®), anakinra (Kineret®), certolizumab (Cimzia®), or golimumab (Simponi®), while
you are taking ACTEMRA. Taking ACTEMRA with these medicines may increase your risk of
infection.

¢ medicines that affect the way certain liver enzymes work. Ask your healthcare provider if
you are not sure if your medicine is one of these.

Know the medicines you take. Keep a list of them to show to your healthcare provider and
pharmacist when you get a new medicine.
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How will I receive ACTEMRA?

You will receive ACTEMRA from a healthcare provider through a needle placed in a vein in
your arm (IV or intravenous infusion). The infusion will take about 1 hour to give you the
full dose of medicine.

For rheumatoid arthritis you will receive a dose of ACTEMRA about every 4 weeks.

For SJIA you will receive a dose of ACTEMRA about every 2 weeks.

If you miss a scheduled dose of ACTEMRA, ask your healthcare provider when to schedule
your next infusion.

While taking ACTEMRA, you may continue to use other medicines that help treat your
rheumatoid arthritis or SJIA such as methotrexate, non-steroidal anti-inflammatory drugs
(NSAIDs) and prescription steroids, as instructed by your healthcare provider.

Keep all of your follow-up appointments and get your blood tests as ordered by your
healthcare provider.

What are the possible side effects with ACTEMRA?
ACTEMRA can cause serious side effects, including:

See “What is the most important information I should know about ACTEMRA?”
Hepatitis B infection in people who carry the virus in their blood. If you are a carrier of
the hepatitis B virus (a virus that affects the liver), the virus may become active while you
use ACTEMRA. This happens with other biologic medicines used to treat RA. Your doctor
may do blood tests before you start treatment with ACTEMRA and while you are using
ACTEMRA. Tell your healthcare provider if you have any of the following symptoms of a
possible hepatitis B infection:
o feel very tired
skin or eyes look yellow
little or no appetite
vomiting
clay-colored bowel movements
fevers
chills
stomach discomfort
muscle aches
dark urine
skin rash

O O O O O O O O O O

Serious Allergic Reactions. Serious allergic reactions, including death, can happen with
ACTEMRA. These reactions can happen with any infusion of ACTEMRA, even if they did not
occur with an earlier infusion. Tell your healthcare provider right away if you have any of

the following signs of a serious allergic reaction:

shortness of breath or trouble breathing

skin rash

swelling of the lips, tongue, or face

chest pain

feeling dizzy or faint

O O O O O

Nervous system problems. Multiple Sclerosis has been diagnosed rarely in people who
take ACTEMRA. It is not known what effect ACTEMRA may have on some nervous system
disorders.

Common side effects of ACTEMRA include:

e upper respiratory tract infections (common cold, sinus infections)
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e headache
e increased blood pressure (hypertension)

Tell your healthcare provider if you have any side effect that bothers you or that does not go
away. These are not all of the possible side effects of ACTEMRA. For more information, ask your
healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

You may also report side effects to Genentech at 1-888-835-2555.

General information about ACTEMRA.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
This Medication Guide summarizes the most important information about ACTEMRA.

If you would like more information, talk to your healthcare provider. You can ask your
pharmacist or healthcare provider for information about ACTEMRA that is written for health
professionals.

For more information, go to www.ACTEMRA.com or call 1-800-ACTEMRA.
What are the ingredients in ACTEMRA?
Active ingredient: tocilizumab

Inactive ingredients: sucrose, polysorbate 80, disodium phosphate dodecahydrate, sodium
dihydrogen phosphate dihydrate.

This Medication Guide has been approved by the U.S. Food and Drug Administration.
MG Revised: October 2012

ACTEMRA is a registered trademark of Chugai Seiyaku Kabushiki Kaisha Corp., a member of the
Roche Group.

Genentech, Inc.

A Member of the Roche Group

1 DNA Way

South San Francisco, CA 94080-4990
US License No.1048

© 2012 Genentech, Inc. All rights reserved.
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1. NAME OF THE MEDICINAL PRODUCT

RoActemra 20 mg/ml concentrate for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml concentrate contains 20 mg tocilizumab*.

Each vial contains 80 mg of tocilizumab* in 4 ml (20 mg/ml).
Each vial contains 200 mg of tocilizumab* in 10 ml (20 mg/ml).
Each vial contains 400 mg of tocilizumab* in 20 ml (20 mg/ml).

*humanised IgG1 monoclonal antibody against the human interleukin-6 (IL-6) receptor produced in
Chinese hamster ovary (CHO) cells by recombinant DNA technology.

Excipients:
Each 80 mg vial contains 0.10 mmol (2.21 mg) sodium.

Each 200 mg vial contains 0.20 mmol (4.43 mg) sodium.
Each 400 mg vial contains 0.39 mmol (8.85 mg) sodium.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate).

Clear to opalescent, colourless to pale yellow solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

RoActemra, in combination with methotrexate (MTX), is indicated for the treatment of moderate to
severe active rheumatoid arthritis (RA) in adult patients who have either responded inadequately to, or
who were intolerant to, previous therapy with one or more disease-modifying anti-rheumatic drugs
(DMARD:s) or tumour necrosis factor (TNF) antagonists. In these patients, RoActemra can be given as
monotherapy in case of intolerance to MTX or where continued treatment with MTX is inappropriate.
RoActemra has been shown to reduce the rate of progression of joint damage as measured by X-ray
and to improve physical function when given in combination with methotrexate.

RoActemra is indicated for the treatment of active systemic juvenile idiopathic arthritis (sJIA) in
patients 2 years of age and older, who have responded inadequately to previous therapy with NSAIDs
and systemic corticosteroids. RoActemra can be given as monotherapy (in case of intolerance to MTX
or where treatment with MTX is inappropriate) or in combination with MTX.

4.2 Posology and method of administration

Treatment should be initiated by healthcare professionals experienced in the diagnosis and treatment
of RA or sJIA. All patients treated with RoActemra should be given the Patient Alert Card.

RA Patients

Posology
The recommended posology is 8 mg/kg body weight, given once every four weeks.



TIT AT TR

1.6 SENCIS 1T D R ILE IR T 2 &k Page 56

For individuals whose body weight is more than 100 kg, doses exceeding 800 mg per infusion are not
recommended (see Section 5.2).

Doses above 1.2 g have not been evaluated in clinical studies (see section 5.1).

Dose adjustments due to laboratory abnormalities (see section 4.4).

o Liver enzyme abnormalities

Laboratory Value

Action

>1 to 3 x Upper
Limit of Normal
(ULN)

Dose modify concomitant MTX if appropriate

For persistent increases in this range, reduce RoActemra dose to 4 mg/kg or
interrupt RoActemra until alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) have normalised

Restart with 4 mg/kg or 8 mg/kg, as clinically appropriate

>3to5x ULN

(confirmed by
repeat testing, see
section 4.4).

Interrupt RoActemra dosing until <3 x ULN and follow recommendations
above for > 1 to 3 x ULN

For persistent increases > 3 x ULN, discontinue RoActemra

>5x ULN

Discontinue RoActemra

. Low absolute neutrophil count (ANC)

In patients not previously treated with RoActemra, initiation is not recommended in patients with an
absolute neutrophil count (ANC) below 2 x 10°/1.

Laboratory Value Action
(cells x 10°/1)
ANC>1 Maintain dose
ANCO0.5t01 Interrupt RoActemra dosing
When ANC increases > 1 x 10°/ 1 resume RoActemra at 4 mg/kg and increase to
8 mg/kg as clinically appropriate
ANC <0.5 Discontinue RoActemra
o Low platelet count
Laboratory Value Action

(cells x 10%/ pl)

50 to 100 Interrupt RoActemra dosing
When platelet count > 100 x 10°/ pl resume RoActemra at 4 mg/kg and increase
to 8 mg/kg as clinically appropriate

<50 Discontinue RoActemra
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Special populations
Paediatric patients:

SJIA Patients
The safety and efficacy of RoActemra in children below 2 years of age has not been
established.

No data are available.

The recommended posology is 8 mg/kg once every 2 weeks in patients weighing greater than or equal
to 30 kg or 12 mg/kg once every 2 weeks in patients weighing less than 30 kg. The dose should be
calculated based on the patient’s body weight at each administration. A change in dose should only be
based on a consistent change in the patient’s body weight over time.

Dose interruptions of tocilizumab for the following laboratory abnormalities are recommended in sJIA
patients in the tables below. If appropriate, the dose of concomitant MTX and/or other medications
should be modified or dosing stopped and tocilizumab dosing interrupted until the clinical situation
has been evaluated. As there are many co-morbid conditions that may affect laboratory values in sJIA,
the decision to discontinue tocilizumab for a laboratory abnormality should be based upon the medical
assessment of the individual patient.

e  Liver enzyme abnormalities

Laboratory Action
Value

>1to3x ULN Dose modify concomitant MTX if appropriate

For persistent increases in this range, interrupt RoActemra until
ALT/AST have normalized.

> 3 x ULN to 5x | Dose modify concomitant MTX if appropriate

ULN
Interrupt RoActemra dosing until < 3x ULN and follow
recommendations above for >1 to 3x ULN

> 5x ULN Discontinue RoActemra.

The decision to discontinue RoActemra in sJIA for a laboratory
abnormality should be based on the medical assessment of the
individual patient.
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e  Low absolute neutrophil count (ANC)

Laboratory Action
Value
(cells x
10°/1)

ANC > 1 Maintain dose

ANC 0.5 to | Interrupt RoActemra dosing

1
When ANC increases to > 1 x 10°/ | resume RoActemra

ANC < 0.5 | Discontinue RoActemra

The decision to discontinue RoActemra in sJIA for a laboratory
abnormality should be based on the medical assessment of the individual
patient.

e Low platelet count

Laboratory Action
Value
(cells x 10°/pl)
50 to 100 Dose modify concomitant MTX if appropriate

Interrupt RoActemra dosing

When platelet count is > 100 x 10°/ul resume RoActemra

<50 Discontinue RoActemra.

The decision to discontinue RoActemra in sJIA for a laboratory
abnormality should be based on the medical assessment of the
individual patient.

Reduction of tocilizumab dose due to laboratory abnormalities has not been studied in sJIA patients.

Available data suggest that clinical improvement is observed within 6 weeks of initiation of
treatment with RoActemra. Continued therapy should be carefully reconsidered in a patient exhibiting
no improvement within this timeframe.

Elderly patients: No dose adjustment is required in patients aged 65 years and older.

Renal impairment: No dose adjustment is required in patients with mild renal impairment. RoActemra
has not been studied in patients with moderate to severe renal impairment (see section 5.2). Renal
function should be monitored closely in these patients.

Hepatic impairment: RoActemra has not been studied in patients with hepatic impairment. Therefore,
no dose recommendations can be made.

Method of administration
After dilution, RoActemra for RA and sJIA patients should be administered as an intravenous infusion
over 1 hour.
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RA Patients, and SJIA Patients > 30 kg
RoActemra should be diluted to a final volume of 100 ml with sterile, non-pyrogenic sodium chloride
9 mg/ml (0.9%) solution for injection using aseptic technique.

For instructions on dilution of the medicinal product before administration, see section 6.6.

SJIA Patients < 30 kg
RoActemra should be diluted to a final volume of 50 ml with sterile, non-pyrogenic sodium chloride
9 mg/ml (0.9%) solution for injection using aseptic technique.

For instructions on dilution of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Active, severe infections (see section 4.4).

4.4 Special warnings and precautions for use

Infections

Serious and sometimes fatal infections have been reported in patients receiving immunosuppressive
agents including RoActemra (see section 4.8, Undesirable Effects). RoActemra treatment should not
be initiated in patients with active infections (see section 4.3). Administration of RoActemra should be
interrupted if a patient develops a serious infection until the infection is controlled (see section 4.8).
Healthcare professionals should exercise caution when considering the use of RoActemra in patients
with a history of recurring or chronic infections or with underlying conditions (e.g. diverticulitis,
diabetes and interstitial lung disease which may predispose patients to infections.

Vigilance for the timely detection of serious infection is recommended for patients receiving
biological treatments for moderate to severe RA or sJIA as signs and symptoms of acute inflammation
may be lessened, associated with suppression of the acute phase reaction. The effects of tocilizumab
on C-reactive protein (CRP), neutrophils and signs and symptoms of infection should be considered
when evaluating a patient for a potential infection. Patients (which includes younger children with
sJIA who may be less able to communicate their symptoms) and parents/guardians of sJIA patients,
should be instructed to contact their healthcare professional immediately when any symptoms
suggesting infection appear, in order to assure rapid evaluation and appropriate treatment.

Tuberculosis

As recommended for other biological treatments, RA and sJIA patients should be screened for latent
tuberculosis (TB) infection prior to starting RoActemra therapy. Patients with latent TB should be
treated with standard anti-mycobacterial therapy before initiating RoActemra. Prescribers are
reminded of the risk of false negative tuberculin skin and interferon-gamma TB blood test results,
especially in patients who are severely ill or immunocompromised.

Patients should be instructed to seek medical advice if signs/symptoms (e.g., persistent cough,
wasting/weight loss, low grade fever) suggestive of a tuberculosis infection occur during or after
therapy with RoActemra.

Viral reactivation
Viral reactivation (e.g. hepatitis B virus) has been reported with biologic therapies for RA. In clinical
studies with tocilizumab, patients who screened positive for hepatitis were excluded.

Complications of diverticulitis
Events of diverticular perforations as complications of diverticulitis have been reported uncommonly
with RoActemra in RA patients (see section 4.8). RoActemra should be used with caution in patients
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with previous history of intestinal ulceration or diverticulitis. Patients presenting with symptoms
potentially indicative of complicated diverticulitis, such as abdominal pain, haemorrhage and/or
unexplained change in bowel habits with fever should be evaluated promptly for early identification of
diverticulitis which can be associated with gastrointestinal perforation.

Hypersensitivity reactions

Serious hypersensitivity reactions have been reported in association with infusion of RoActemra (see
section 4.8). Such reactions may be more severe, and potentially fatal in patients who have
experienced hypersensitivity reactions during previous infusions even if they have received
premedication with steroids and antihistamines. Appropriate treatment should be available for
immediate use in the event of an anaphylactic reaction during treatment with RoActemra. If an
anaphylactic reaction or other serious hypersensitivity / serious infusion related reaction occurs,
administration of RoActemra should be stopped immediately and RoActemra should be permanently
discontinued.

Active hepatic disease and hepatic impairment

Treatment with RoActemra, particularly when administered concomitantly with MTX, may be
associated with elevations in hepatic transaminases, therefore, caution should be exercised when
considering treatment of patients with active hepatic disease or hepatic impairment (see sections 4.2
and 4.8).

Hepatic transaminase elevations

In clinical trials, transient or intermittent mild and moderate elevations of hepatic transaminases have
been reported commonly with RoActemra treatment, without progression to hepatic injury (see section
4.8). An increased frequency of these elevations was observed when potentially hepatotoxic drugs
(e.g. MTX) were used in combination with RoActemra. When clinically indicated, other liver function
tests including bilirubin should be considered.

Caution should be exercised when considering initiation of RoActemra treatment in patients with
elevated ALT or AST > 1.5 x ULN. In patients with baseline ALT or AST > 5 x ULN, treatment is not
recommended.

In RA patients, ALT and AST levels should be monitored every 4 to 8 weeks for the first 6 months of
treatment followed by every 12 weeks thereafter. For recommended modifications based on
transaminases see section 4.2. For ALT or AST elevations > 3-5 x ULN, confirmed by repeat testing,
RoActemra treatment should be interrupted.

In sJIA patients, ALT and AST levels should be monitored at the time of the second infusion and
thereafter according to good clinical practice, see section 4.2.

Haematological abnormalities

Decreases in neutrophil and platelet counts have occurred following treatment with tocilizumab

8 mg/kg in combination with MTX (see section 4.8). There may be an increased risk of neutropenia in
patients who have previously been treated with a TNF antagonist.

In patients not previously treated with RoActemra, initiation is not recommended in patients with an
absolute neutrophil count (ANC) below 2 x 10%/1. Caution should be exercised when considering
initiation of RoActemra treatment in patients with a low platelet count (i.e. platelet count below

100 x 10°/ pl). In patients who develop an ANC < 0.5 x 10°/ 1 or a platelet count < 50 x 10°/pl,
continued treatment is not recommended.

Severe neutropenia may be associated with an increased risk of serious infections, although there has
been no clear association between decreases in neutrophils and the occurrence of serious infections in
clinical trials with RoActemra to date.
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In RA patients, neutrophils and platelets should be monitored 4 to 8 weeks after start of therapy and
thereafter according to standard clinical practice. For recommended dose modifications based on ANC
and platelet counts, see section 4.2.

In sJIA patients, neutrophils and platelets should be monitored at the time of second infusion and
thereafter according to good clinical practice, see section 4.2.

Lipid parameters

Elevations in lipid parameters including total cholesterol, low-density lipoprotein (LDL), high-density
lipoprotein (HDL) and triglycerides were observed in patients treated with tocilizumab (see section
4.8). In the majority of patients, there was no increase in atherogenic indices, and elevations in total
cholesterol responded to treatment with lipid lowering agents.

In sJIA and RA patients, assessment of lipid parameters should be performed 4 to 8 weeks following
initiation of RoActemra therapy. Patients should be managed according to local clinical guidelines for
management of hyperlipidaemia.

Neurological disorders
Physicians should be vigilant for symptoms potentially indicative of new-onset central demyelinating
disorders. The potential for central demyelination with RoActemra is currently unknown.

Malignancy
The risk of malignancy is increased in patients with RA. Immunomodulatory medicinal products may
increase the risk of malignancy.

Vaccinations

Live and live attenuated vaccines should not be given concurrently with RoActemra as clinical safety
has not been established. It is recommended that all patients, particularly sJIA patients, be brought up
to date with all immunisations in agreement with current immunisation guidelines prior to initiating
RoActemra therapy. The interval between live vaccinations and initiation of RoActemra therapy
should be in accordance with current vaccination guidelines regarding immunosuppressive agents.

Cardiovascular risk
RA patients have an increased risk for cardiovascular disorders and should have risk factors
(e.g. hypertension, hyperlipidaecmia) managed as part of usual standard of care.

Combination with TNF antagonists
There is no experience with the use of RoActemra with TNF antagonists or other biological treatments
for RA or sJIA patients. RoActemra is not recommended for use with other biological agents.

Sodium

This medicinal product contains 1.17 mmol (or 26.55 mg) sodium per maximum dose of 1200 mg. To
be taken into consideration by patients on a controlled sodium diet. Doses below 1025 mg of this
medicinal product contain less than 1 mmol sodium (23 mg), i.e. essentially ‘sodium free’.

Paediatric population

SJIA Patients
As described above.

SJIA Patients

Macrophage activation syndrome (MAS) is a serious life-threatening disorder that may develop in
sJIA patients. In clinical trials, tocilizumab has not been studied in patients during an episode of active
MAS.
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4.5 Interaction with other medicinal products and other forms of interaction

Concomitant administration of a single dose of 10 mg/kg tocilizumab with 10-25 mg MTX once
weekly had no clinically significant effect on MTX exposure.

Population pharmacokinetic analyses did not detect any effect of MTX, non-steroidal
anti-inflammatory drugs (NSAIDs) or corticosteroids on tocilizumab clearance.

The expression of hepatic CYP450 enzymes is suppressed by cytokines, such as IL-6, that stimulate
chronic inflammation. Thus, CYP450 expression may be reversed when potent cytokine inhibitory
therapy, such as tocilizumab, is introduced.

In vitro studies with cultured human hepatocytes demonstrated that IL.-6 caused a reduction in
CYP1A2, CYP2C9, CYP2C19 and CYP3A4 enzyme expression. Tocilizumab normalises expression
of these enzymes.

In a study in RA patients, levels of simvastatin (CYP3A4) were decreased by 57% one week following
a single dose of tocilizumab, to the level similar to, or slightly higher than, those observed in healthy
subjects.

When starting or stopping therapy with tocilizumab, patients taking medicinal products which are
individually adjusted and are metabolised via CYP450 3A4, 1A2 or 2C9 (e.g. atorvastatin, calcium
channel blockers, theophylline, warfarin, phenytoin, ciclosporin, or benzodiazepines) should be
monitored as doses may need to be increased to maintain therapeutic effect. Given its long elimination
half-life (t;), the effect of tocilizumab on CYP450 enzyme activity may persist for several weeks
after stopping therapy.

Paediatric population

Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of tocilizumab in pregnant women. A study in animals has

shown an increased risk of spontaneous abortion/embryo-foetal death at a high dose (see section 5.3).
The potential risk for humans is unknown. Women of childbearing potential must use effective
contraception during and up to 3 months after treatment.

RoActemra should not be used during pregnancy unless clearly necessary.

Breast-feeding
It is unknown whether tocilizumab is excreted in human breast milk. The excretion of tocilizumab in

milk has not been studied in animals. A decision on whether to continue/discontinue breast-feeding or
to continue/discontinue therapy with RoActemra should be made taking into account the benefit of
breast-feeding to the child and the benefit of RoActemra therapy to the woman.

Fertility
Available non-clinical data do not suggest an effect on fertility under tocilizumab treatment.

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed. However,

given that dizziness has been commonly reported, patients who experience this adverse reaction
should be advised not to drive or use machines until it has resolved.
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4.8 Undesirable effects

RA Patients
The safety of tocilizumab has been studied in 4 placebo-controlled studies (studies II, III, IV and V), 1
MTX-controlled study (study I) and their extension periods (see section 5.1).

The double-blind controlled period was 6 months in four studies (studies I, III, IV and V) and was up
to 2 years in one study (study II). In the double-blind controlled studies, 774 patients received
tocilizumab 4 mg/kg in combination with MTX, 1870 patients received tocilizumab 8 mg/kg in
combination with MTX or other DMARDs and 288 patients received tocilizumab 8 mg/kg
monotherapy.

The long-term exposure population includes all patients who received at least one dose of tocilizumab
either in the double-blind control period or open label extension phase in the studies. Of the 4009
patients in this population, 3577 received treatment for at least 6 months, 3296 for at least one year,
2806 received treatment for at least 2 years and 1222 for 3 years.

The most commonly reported ADRs (occurring in > 5% of patients treated with tocilizumab
monotherapy or in combination with DMARDSs) were upper respiratory tract infections,
nasopharyngitis, headache, hypertension and increased ALT.

The ADRs listed in Table 1 are presented by system organ class and frequency categories, defined
using the following convention: very common (> 1/10); common (> 1/100 to < 1/10) or uncommon
(= 1/1,000 to < 1/100). Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

10
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Table 1. Summary of ADRs occurring in patients with RA receiving tocilizumab as monotherapy or in

combination with MTX or other DMARD:s in the double-blind controlled period

System Organ Very Common Common Uncommon
Class
Infections and Upper respiratory Cellulitis, Pneumonia, Diverticulitis
infestations tract infections Oral herpes simplex,
Herpes zoster
Gastrointestinal Abdominal pain, Mouth | Stomatitis, Gastric ulcer
disorders ulceration, Gastritis
Skin and Rash, Pruritus, Urticaria
subcutaneous
tissue disorders
Nervous system Headache, Dizziness
disorders
Investigations Hepatic transaminases
increased, Weight
increased, Total bilirubin
increased*
Vascular Hypertension
disorders
Blood and Leukopenia,
lymphatic system Neutropenia
disorders
Metabolism and | Hypercholesterolae Hypertriglyceridaemia
nutrition mia*
disorders
General disorders Peripheral oedema,
and Hypersensitivity
administration reactions
site conditions
Eye disorders Conjunctivitis
Respiratory, Cough, Dyspnoea
thoracic and
mediastinal
disorders
Renal disorders Nephrolithiasis
Endocrine Hypothyroidism
disorders

* Includes elevations collected as part of routine laboratory monitoring (see text below)

Infections

In the 6-month controlled studies the rate of all infections reported with tocilizumab 8 mg/kg plus
DMARD treatment was 127 events per 100 patient years compared to 112 events per 100 patient years
in the placebo plus DMARD group. In the long-term exposure population, the overall rate of
infections with RoActemra was 108 events per 100 patient years exposure.

In 6-month controlled clinical studies, the rate of serious infections with tocilizumab 8 mg/kg plus
DMARDs was 5.3 events per 100 patient years exposure compared to 3.9 events per 100 patient years
exposure in the placebo plus DMARD group. In the monotherapy study the rate of serious infections
was 3.6 events per 100 patient years of exposure in the tocilizumab group and 1.5 events per 100
patient years of exposure in the MTX group.

In the long-term exposure population, the overall rate of serious infections (bacterial, viral and fungal)
was 4.7 events per 100 patient years. Reported serious infections, some with fatal outcome, included
active tuberculosis, which may present with intrapulmonary or extrapulmonary disease, invasive
pulmonary infections, including candidiasis, aspergillosis, coccidioidomycosis and pneumocystis

11
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jirovecii, pneumonia, cellulitis, herpes zoster, gastroenteritis, diverticulitis, sepsis and bacterial
arthritis. Cases of opportunistic infections have been reported.

Interstitial Lung Disease

Impaired lung function may increase the risk for developing infections. There have been post-
marketing reports of interstitial lung disease (including pneumonitis and pulmonary fibrosis), some of
which had fatal outcomes.

Gastrointestinal Perforation

During the 6-month controlled clinical trials, the overall rate of gastrointestinal perforation was 0.26
events per 100 patient years with tocilizumab therapy. In the long-term exposure population the
overall rate of gastrointestinal perforation was 0.28 events per 100 patient years. Reports of
gastrointestinal perforation on tocilizumab were primarily reported as complications of diverticulitis
including generalised purulent peritonitis, lower gastrointestinal perforation, fistulae and abscess.

Infusion reactions

In the 6-month controlled trials adverse events associated with infusion (selected events occurring
during or within 24 hours of infusion) were reported by 6.9% of patients in the tocilizumab 8 mg/kg
plus DMARD group and 5.1% of patients in the placebo plus DMARD group. Events reported during
the infusion were primarily episodes of hypertension; events reported within 24 hours of finishing an
infusion were headache and skin reactions (rash, urticaria). These events were not treatment limiting.

The rate of anaphylactic reactions (occurring in a total of 6/3,778 patients, 0.2%) was several fold
higher with the 4 mg/kg dose, compared to the 8 mg/kg dose. Clinically significant hypersensitivity
reactions associated with tocilizumab and requiring treatment discontinuation were reported in a total
of 13 out of 3,778 patients (0.3%) treated with tocilizumab during the controlled and open label
clinical studies. These reactions were generally observed during the second to fifth infusions of
tocilizumab (see section 4.4). Fatal anaphylaxis has been reported after marketing authorisation during
treatment with tocilizumab (see section 4.4).

Immunogenicity

A total of 2,876 patients have been tested for anti-tocilizumab antibodies in the 6-month controlled
clinical trials. Of the 46 patients (1.6%) who developed anti-tocilizumab antibodies, 6 had an
associated medically significant hypersensitivity reaction, of which 5 led to permanent discontinuation
of treatment. Thirty patients (1.1%) developed neutralising antibodies.

Haematological abnormalities:

Neutrophils

In the 6-month controlled trials decreases in neutrophil counts below 1 x 10%/ 1 occurred in 3.4% of
patients on tocilizumab 8 mg/kg plus DMARDs compared to < 0.1% of patients on placebo plus
DMARDs. Approximately half of the patients who developed an ANC < 1 x 10%/ 1 did so within 8
weeks after starting therapy. Decreases below 0.5 x 10°/ 1 were reported in 0.3% patients receiving
tocilizumab 8 mg/kg plus DMARDs. Infections with neutropenia have been reported.

During the double-blind controlled period and with long-term exposure, the pattern and incidence of
decreases in neutrophil counts remained consistent with what was seen in the 6-month controlled
clinical trials.

Platelets

In the 6-month controlled trials decreases in platelet counts below 100 x 10*/ pl occurred in 1.7% of
patients on tocilizumab 8 mg/kg plus DMARDs compared to < 1% on placebo plus DMARDs. These
decreases occurred without associated bleeding events.

During the double-blind controlled period and with long-term exposure, the pattern and incidence of

decreases in platelet counts remained consistent with what was seen in the 6-month controlled clinical
trials.

12
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Very rare reports of pancytopenia have occurred in the post marketing setting.

Hepatic transaminase elevations

During the 6-month controlled trials transient elevations in ALT/AST > 3 x ULN were observed in
2.1% of patients on tocilizumab 8 mg/kg compared to 4.9% of patients on MTX and in 6.5% of
patients who received 8 mg/kg tocilizumab plus DMARDs compared to 1.5% of patients on placebo
plus DMARD:s.

The addition of potentially hepatotoxic drugs (e.g. MTX) to tocilizumab monotherapy resulted in
increased frequency of these elevations. Elevations of ALT/AST > 5 x ULN were observed in 0.7% of
tocilizumab monotherapy patients and 1.4% of tocilizumab plus DMARD patients, the majority of
whom were discontinued permanently from tocilizumab treatment. These elevations were not
associated with clinically relevant increase in direct bilirubin, nor were they associated with clinical
evidence of hepatitis or hepatic impairment. During the double-blind controlled period, the incidence
of indirect bilirubin greater than the upper limit of normal, collected as a routine laboratory parameter,
is 6.2% in patients treated with 8 mg/kg tocilizumab + DMARD. A total of 5.8% of patients
experienced an elevation of indirect bilirubin of > 1 to 2 x ULN and 0.4% had an elevation of > 2 x
ULN.

During the double-blind controlled period and with long-term exposure, the pattern and incidence of
elevation in ALT/AST remained consistent with what was seen in the 6-month controlled clinical
trials.

Lipid parameters

During the 6-month controlled trials, increases of lipid parameters such as total cholesterol,
triglycerides, LDL cholesterol, and/or HDL cholesterol have been reported commonly. With routine
laboratory monitoring it was seen that approximately 24% of patients receiving RoActemra in clinical
trials experienced sustained elevations in total cholesterol > 6.2 mmol/ 1, with 15% experiencing a
sustained increase in LDL to > 4.1 mmol/ 1. Elevations in lipid parameters responded to treatment with
lipid-lowering agents.

During the double-blind controlled period and with long-term exposure, the pattern and incidence of
elevations in lipid parameters remained consistent with what was seen in the 6-month controlled trials.

Malignancies
The clinical data are insufficient to assess the potential incidence of malignancy following exposure to

tocilizumab. Long-term safety evaluations are ongoing.

Paediatric population

SJIA Patients

The safety of tocilizumab in sJIA has been studied in 112 patients from 2 to 17 years of age. In the 12
week double-blind, controlled phase, 75 patients received treatment with tocilizumab (8 mg/kg or

12 mg/kg based upon body weight). After 12 weeks or at the time of switching to tocilizumab, due to
disease worsening, patients were treated in the ongoing open label extension phase.

In general, the ADRs in sJIA patients were similar in type to those seen in RA patients, see section
4.8.

Infections

In the 12 week controlled phase, the rate of all infections in the tocilizumab group was 344.7 per 100
patient years and 287.0 per 100 patient years in the placebo group. In the ongoing open label extension
phase (Part II), the overall rate of infections remained similar at 306.6 per 100 patient years.

In the 12 week controlled phase, the rate of serious infections in the tocilizumab group was 11.5 per
100 patient years. At one year in the ongoing open label extension phase the overall rate of serious

13
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infections remained stable at 11.3 per 100 patient years. Reported serious infections were similar to
those seen in RA patients with the addition of varicella and otitis media.

Infusion Reactions

Infusion related reactions are defined as all events occurring during or within 24 hours of an infusion.
In the 12 week controlled phase, 4% of patients from the tocilizumab group experienced events
occurring during infusion. One event (angioedema) was considered serious and life-threatening, and
the patient was discontinued from study treatment.

In the 12 week controlled phase, 16% of patients in the tocilizumab group and 5.4% of patients in the
placebo group experienced an event within 24 hours of infusion. In the tocilizumab group, the events
included, but were not limited to rash, urticaria, diarrhoea, epigastric discomfort, arthralgia and
headache. One of these events, urticaria, was considered serious.

Clinically significant hypersensitivity reactions associated with tocilizumab and requiring treatment
discontinuation, were reported in 1 out of 112 patients (< 1%) treated with tocilizumab during the
controlled and up to and including the open label clinical trial.

Immunogenicity

All 112 patients were tested for anti-tocilizumab antibodies at baseline. Two patients developed
positive anti-tocilizumab antibodies with one of these patients having a hypersensitivity reaction
leading to withdrawal. The incidence of anti-tocilizumab antibody formation might be underestimated
because of interference of tocilizumab with the assay and higher drug concentration observed in
children compared to adults.

Neutrophils
During routine laboratory monitoring in the 12 week controlled phase, a decrease in neutrophil counts
below 1 x 10°/1 occurred in 7% of patients in the tocilizumab group, and no decreases in the placebo

group.

In the ongoing open label extension phase, decreases in neutrophil counts below 1 x 10°/1, occurred in
15% of the tocilizumab group.

Platelets
During routine laboratory monitoring in the 12 week controlled phase, 3% of patients in the placebo
group and 1% in the tocilizumab group had a decrease in platelet count to < 100 x 10°/ul.

In the ongoing open label extension phase, decreases in platelet counts below 100 x 10*/ul, occurred in
3% of patients in the tocilizumab group, without associated bleeding events.

Hepatic transaminase elevations
During routine laboratory monitoring in the 12 week controlled phase, elevation in ALT or AST >3 x
ULN occurred in 5% and 3% of patients, respectively, in the tocilizumab group, and 0% in the placebo

group.

In the ongoing open label extension phase, elevation in ALT or AST > 3 x ULN occurred in 12% and
4% of patients, respectively, in the tocilizumab group.

Immunoglobuilin G
IgG levels decrease during therapy. A decrease to the lower limit of normal occurred in 15 patients at
some point in the study.

Lipid parameters

During routine laboratory monitoring in the 12 week controlled phase, elevation in total cholesterol

> 1.5 x ULN to 2 x ULN occurred in 1.5% of the tocilizumab group and none in the placebo group.
Elevation in LDL > 1.5 x ULN to 2 x ULN occurred in 1.9% of patients in the tocilizumab group, and
in 0% of the placebo group.
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In the ongoing open label extension phase, the pattern and incidence of elevations in lipid parameters
remained consistent with the 12 week controlled phase data.

4.9 Overdose
There are limited data available on overdose with RoActemra. One case of accidental overdose was
reported in which a patient with multiple myeloma received a single dose of 40 mg/kg. No adverse

reactions were observed.

No serious adverse reactions were observed in healthy volunteers who received a single dose up to
28 mg/kg, although dose limiting neutropenia was observed.

Paediatric population

No cases of an overdose in the paediatric population has been observed.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Immunosupressants, Interleukin inhibitors; ATC code: LO4ACO7.

Mechanism of action

Tocilizumab binds specifically to both soluble and membrane-bound IL-6 receptors (sIL-6R and
mlL-6R). Tocilizumab has been shown to inhibit sIL-6R and mIL-6R-mediated signalling. IL-6 is a
pleiotropic pro-inflammatory cytokine produced by a variety of cell types including T- and B-cells,
monocytes and fibroblasts. IL-6 is involved in diverse physiological processes such as T-cell
activation, induction of immunoglobulin secretion, induction of hepatic acute phase protein synthesis
and stimulation of haemopoiesis. IL-6 has been implicated in the pathogenesis of diseases including
inflammatory diseases, osteoporosis and neoplasia.

RA Patients

Pharmacodynamic effects

In clinical studies with tocilizumab, rapid decreases in CRP, erythrocyte sedimentation rate (ESR) and
serum amyloid A (SAA) were observed. Consistent with the effect on acute phase reactants, treatment

with tocilizumab was associated with reduction in platelet count within the normal range. Increases in

haemoglobin levels were observed, through tocilizumab decreasing the IL-6 driven effects on hepcidin
production to increase iron availability. In tocilizumab-treated patients, decreases in the levels of CRP

to within normal ranges were seen as early as week 2, with decreases maintained while on treatment.

In healthy subjects administered tocilizumab in doses from 2 to 28 mg/kg, absolute neutrophil counts
decreased to their lowest 3 to 5 days following administration. Thereafter, neutrophils recovered
towards baseline in a dose dependent manner. Rheumatoid arthritis patients demonstrated a similar
pattern of absolute neutrophil counts following tocilizumab administration (see section 4.8).

Clinical efficacy and safety

The efficacy of tocilizumab in alleviating the signs and symptoms of RA was assessed in five
randomised, double-blind, multi-centre studies. Studies I-V enrolled patients > 18 years of age with
active RA diagnosed according to the American College of Rheumatology (ACR) criteria and who had
at least eight tender and six swollen joints at baseline.

In Study I, tocilizumab was administered intravenously every four weeks as monotherapy. In Studies
I, III and V, tocilizumab was administered intravenously every four weeks in combination with MTX
vs. placebo and MTX. In Study 1V, tocilizumab was administered intravenously every 4 weeks in
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combination with other DMARDs vs. placebo and other DMARDs. The primary endpoint for each of
the five studies was the proportion of patients who achieved an ACR 20 response at week 24.

Study I evaluated 673 patients who had not been treated with MTX within six months prior to
randomisation and who had not discontinued previous MTX treatment as a result of clinically
important toxic effects or lack of response. The majority (67%) of patients were MTX-naive. Doses of
8 mg/kg of tocilizumab were given every four weeks as monotherapy. The comparator group was
weekly MTX (dose titrated from 7.5 mg to a maximum of 20 mg weekly over an eight week period).

Study II, a two year study with planned analyses at week 24, week 52 and week 104, evaluated 1,196
patients who had an inadequate clinical response to MTX. Doses of 4 or 8 mg/kg of tocilizumab or
placebo were given every four weeks as blinded therapy for 52 weeks in combination with stable
MTX (10 mg to 25 mg weekly). After week 52, all patients could receive open-label treatment with
tocilizumab 8 mg/kg. Of the patients who completed the study who were originally randomised to
placebo + MTX, 86% received open-label tocilizumab 8 mg/kg in year 2. The primary endpoint at
week 24 was the proportion of patients who achieved an ACR 20 response. At week 52 and week 104
the co-primary endpoints were prevention of joint damage and improvement in physical function.

Study III evaluated 623 patients who had an inadequate clinical response to MTX. Doses of 4 or
8 mg/kg tocilizumab or placebo were given every four weeks, in combination with stable MTX (10 mg
to 25 mg weekly).

Study IV evaluated 1,220 patients who had an inadequate response to their existing rheumatologic
therapy, including one or more DMARDs. Doses of 8§ mg/kg tocilizumab or placebo were given every
four weeks in combination with stable DMARDs.

Study V evaluated 499 patients who had an inadequate clinical response or were intolerant to one or
more TNF antagonist therapies. The TNF antagonist therapy was discontinued prior to randomisation.
Doses of 4 or 8 mg/kg tocilizumab or placebo were given every four weeks in combination with stable
MTX (10 mg to 25 mg weekly).

Clinical response

In all studies, patients treated with tocilizumab 8 mg/kg had statistically significant higher ACR 20,
50, 70 response rates at 6 months compared to control (Table 2). In study I, superiority of tocilizumab
8 mg/kg was demonstrated against the active comparator MTX.

The treatment effect was similar in patients independent of rheumatoid factor status, age, gender, race,
number of prior treatments or disease status. Time to onset was rapid (as early as week 2) and the
magnitude of response continued to improve with duration of treatment. Continued durable responses
were seen for over 3 years in the ongoing open label extension studies I-V.

In patients treated with tocilizumab 8 mg/kg, significant improvements were noted on all individual
components of the ACR response including: tender and swollen joint counts; patients and physician
global assessment; disability index scores; pain assessment and CRP compared to patients receiving
placebo plus MTX or other DMARD:Ss in all studies.

Patients in studies I — V had a mean Disease Activity Score (DAS28) of 6.5-6.8 at baseline.
Significant reduction in DAS28 from baseline (mean improvement) of 3.1-3.4 were observed in
tocilizumab-treated patients compared to control patients (1.3-2.1). The proportion of patients
achieving a DAS2S clinical remission (DAS28 < 2.6) was significantly higher in patients receiving
tocilizumab (28—-34%) compared to 1-12% of control patients at 24 weeks. In study II, 65% of patients
achieved a DAS28 < 2.6 at week 104 compared to 48% at 52 weeks and 33% of patients at week 24.

In a pooled analysis of studies II, III and IV, the proportion of patients achieving an ACR 20, 50 and
70 response was significantly higher (59% vs. 50%, 37% vs. 27%, 18% vs. 11%, respectively) in the
tocilizumab 8 mg/kg plus DMARD vs. the tocilizumab 4 mg/kg plus DMARD group (p< 0.03).
Similarly the proportion of patients achieving a DAS28 remission (DAS28 < 2.6) was significantly
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higher (31% vs. 16% respectively) in patients receiving tocilizumab 8 mg/kg plus DMARD than in
patients receiving tocilizumab 4 mg/kg plus DMARD (p< 0.0001).

Table 2. ACR responses in placebo-/MTX-/DMARDs-controlled studies (% patients)

Study I Study II Study ITT Study IV Study V
AMBITION LITHE OPTION TOWARD RADIATE
Week TCZ MTX TCZ PBO TCZ PBO TCZ PBO + TCZ PBO +
8 mg/kg 8mg/kg | + MTX | 8 mg/kg | + MTX | 8 mg/kg | DMARD | 8 mg/kg | MTX
+ MTX + MTX + + MTX
DMARD
286 284 398 393 205 204 803 413 170 158
ACR 20
24 70%** | 52% | 56%** 27% 59%** 26% 619%%** 24% 50%*** 10%
* * *
52 56%** 25%
*
ACR 50
24 [ 44%* | 33% | 2% | 10% | 4% | 11% | 38%FF* | 9% | 29%** | 4%
* *
52 36%%** 10%
ACR 70
24 | 28%*F | 15% | 13%*** | 2% | 22%** | 2% | 21%*** | 3% | 12%** | 1%
*
52 209%%** 4%
CZ - Tocilizumab
MTX - Methotrexate
PBO - Placebo
DMARD - Disease modifying anti-rheumatic drug
*ok -p<0.01, TCZ vs. PBO + MTX/DMARD
Hok -p<0.0001, TCZ vs. PBO + MTX/DMARD

Major Clinical Response
After 2 years of treatment with tocilizumab plus MTX, 14% of patients achieved a major clinical
response (maintenance of an ACR70 response for 24 weeks or more).

Radiographic response

In Study 11, in patients with an inadequate response to MTX, inhibition of structural joint damage was
assessed radiographically and expressed as change in modified Sharp score and its components, the
erosion score and joint space narrowing score. Inhibition of joint structural damage was shown with
significantly less radiographic progression in patients receiving tocilizumab compared to control
(Table 3).

In the open-label extension of Study II the inhibition of progression of structural joint damage in
tocilizumab plus MTX-treated patients was maintained in the second year of treatment. The mean
change from baseline at week 104 in total Sharp-Genant score was significantly lower for patients
randomised to tocilizumab 8 mg/kg plus MTX (p<0.0001) compared with patients who were
randomised to placebo plus MTX.
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Table 3. Radiographic mean changes over 52 weeks in Study 11

PBO + MTX TCZ 8 mg/kg + MTX
(+ TCZ from week 24)
N =393 N =398
Total Sharp-Genant score 1.13 0.29*
Erosion score 0.71 0.17*
JSN score 0.42 0.12%*
PBO - Placebo
MTX - Methotrexate
TCZ - Tocilizumab
JSN - Joint space narrowing
N -p<0.0001, TCZ vs. PBO + MTX
*% -p<0.005, TCZ vs. PBO + MTX

Following 1 year of treatment with tocilizumab plus MTX, 85% of patients (n=348) had no
progression of structural joint damage, as defined by a change in the Total Sharp Score of zero or less,
compared with 67% of placebo plus MTX-treated patients (n=290) (p < 0.001). This remained
consistent following 2 years of treatment (83%; n=353). Ninety three percent (93%; n=271) of patients
had no progression between week 52 and week 104.

Health-related and quality of life outcomes

Tocilizumab-treated patients reported an improvement in all patient-reported outcomes (Health
Assessment Questionnaire Disability Index - HAQ-DI), Short Form-36 and Functional Assessment of
Chronic Illness Therapy questionnaires. Statistically significant improvements in HAQ-DI scores were
observed in patients treated with RoActemra compared with patients treated with DMARDs. During
the open-label period of Study II, the improvement in physical function has been maintained for up to
2 years. At Week 52, the mean change in HAQ-DI was -0.58 in the tocilizumab 8 mg/kg plus MTX
group compared with -0.39 in the placebo + MTX group. The mean change in HAQ-DI was
maintained at Week 104 in the tocilizumab 8 mg/kg plus MTX group (-0.61).

Haemoglobin levels

Statistically significant improvements in haemoglobin levels were observed with tocilizumab
compared with DMARDs (p< 0.0001) at week 24. Mean haemoglobin levels increased by week 2 and
remained within normal range through to week 24.

Tocilizumab versus adalimumabin monotherapy

Study WA19924, a 24 week double-blinded study that compared tocilizumab monotherapy with
adalimumab monotherapy, evaluated 326 patients with RA who were intolerant of MTX or where
continued treatment with MTX was considered inappropriate (including MTX inadequate responders).
Patients in the tocilizumab arm received an intravenous (IV) infusion of tocilizumab (8 mg/kg) every 4
weeks (q4w) and a subcutaneous (SC) placebo injection every 2 weeks (q2w). Patients in the
adalimumab arm received an adalimumab SC injection (40 mg) q2w plus an IV placebo infusion q4w.
A statistically significant superior treatment effect was seen in favour of tocilizumab over adalimumab
in control of disease activity from baseline to week 24 for the primary endpoint of change in DAS28
and for all secondary endpoints (Table 4).
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Table 4. Efficacy Results for Study WA19924
ADA + Placebo (IV) TCZ + Placebo (SC)
N =162 N=163 p-value®

Primary Endpoint - Mean Change from baseline at Week 24

DAS28 (adjusted mean) -1.8 -3.3

Difference in adjusted mean (95% CI) -1.5 (-1.8,-1.1) <0.0001

Secondary Endpoints - Percentage of Responders at Week 24

DAS28 < 2.6, n (%) 17 (10.5) 65 (39.9) <0.0001
DAS28 <3.2,n (%) 32(19.8) 84 (51.5) <0.0001
ACR20 response, n (%) 80 (49.4) 106 (65.0) 0.0038
ACRS0 response, n (%) 45 (27.8) 77 (47.2) 0.0002
ACR?70 response, n (%) 29 (17.9) 53 (32.5) 0.0023
“p value is adjusted for region and duration of RA for all endpoints and additionally baseline value for all continuous

endpoints.
b Non-responder Imputation used for missing data. Multiplicity controlled using Bonferroni-Holm Procedure

The overall clinical adverse event profile was similar between tocilizumab and adalimumab. The
proportion of patients with serious adverse events was balanced between the treatment groups
(tocilizumab 11.7% vs. adalimumab 9.9%) . The types of adverse drug reactions in the tocilizumab
arm were consistent with the known safety profile of tocilizumab and adverse drug reactions were
reported at a similar frequency compared with Table 1. A higher incidence of infections and
infestations was reported in the tocilizumab arm (48% vs. 42%), with no difference in the incidence of
serious infections (3.1%). Both study treatments induced the same pattern of changes in laboratory
safety parameters (decreases in neutrophil and platelet counts, increases in ALT, AST and lipids),
however, the magnitude of change and the frequency of marked abnormalities was higher with
tocilizumab compared with adalimumab. Four (2.5%) patients in the tocilizumab arm and two (1.2%)
patients in the adalimumab arm experienced CTC grade 3 or 4 neutrophil count decreases. Eleven
(6.8%) patients in the tocilizumab arm and five (3.1%) patients in the adalimumab arm experienced
ALT increases of CTC grade 2 or higher. The mean LDL increase from baseline was 0.64 mmol/L
(25 mg/dL) for patients in the tocilizumab arm and 0.19 mmol/L (7 mg/dL) for patients in the
adalimumab arm. The safety observed in the tocilizumab arm was consistent with the known safety
profile of tocilizumab and no new or unexpected adverse drug reactions were observed (see Table 1).

Paediatric population

_SJIA Patients

Clinical efficacy

The efficacy of tocilizumab for the treatment of active sJIA was assessed in a 12 week randomised,
double blind, placebo-controlled, parallel group, two arm study. Patients included in the trial had a
total disease duration of at least 6 months and active disease but were not experiencing an acute flare
requiring corticosteroid doses of more than 0.5 mg/kg prednisone equivalent. Efficacy for the
treatment of macrophage activation syndrome has not been investigated.

Patients (treated with or without MTX) were randomised (tocilizumab:placebo = 2:1) to one of two
treatment groups, 75 patients received tocilizumab infusions every two weeks, either 8 mg/kg for
patients > 30 kg or 12 mg/kg for patients < 30 kg and 37 patients were assigned to receiving placebo
infusions every two weeks. Corticosteroid tapering was permitted from week six for patients who
achieved a JIA ACR70 response. After 12 weeks or at the time of escape, due to disease worsening,
patients were treated in the open label phase at weight appropriate dosing.

Clinical response

The primary endpoint was the proportion of patients with at least 30% improvement in the JIA ACR
core set (JIA ACR30 response) at week 12 and absence of fever (no temperature recording > 37.5°C in
the preceding 7 days). Eighty five percent (64/75) of tocilizumab treated patients and 24.3% (9/37) of
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placebo treated patients achieved this endpoint. These proportions were highly significantly different
(p<0.0001).

The percent of patients achieving JIA ACR 30, 50, 70 and 90 responses are shown in Table 5.

Table 5. JIA ACR response rates at week 12 (% patients)

Response Rate Tocilizaumab Placebo
N=175 N =37
JIA ACR 30 90.7%' 24.3%
JIA ACR 50 85.3%' 10.8%
JIA ACR 70 70.7%' 8.1%
JIA ACR 90 37.3%' 5.4%

1p<0.0001, tocilizumab vs. placebo

Systemic Effects

In the tocilizumab treated patients, 85% who had fever due to sJIA at baseline were free of fever (no
temperature recording > 37.5°C in the preceding 14 days) at week 12 versus 21% of placebo patients
(p<0.0001).

The adjusted mean change in the pain VAS after 12 weeks of tocilizumab treatment was a reduction of
41 points on a scale of 0 - 100 compared to a reduction of 1 for placebo patients (p<0.0001).

Corticosteroid Tapering

Patients achieving a JIA ACR70 response were permitted corticosteroid dose reduction. Seventeen
(24%) tocilizumab treated patients versus 1 (3%) placebo patient were able to reduce their dose of
corticosteroid by at least 20% without experiencing a subsequent JIA ACR30 flare or occurrence of
systemic symptoms to week 12 (p=0.028). Reductions in corticosteroids continued, with 44 patients
off oral corticosteroids at week 44, while maintaining JIA ACR responses.

Health related and quality of life outcomes

At week 12, the proportion of tocilizumab treated patients showing a minimally clinically important
improvement in the Childhood Health Assessment Questionnaire — Disability Index (defined as an
individual total score decrease of > 0.13) was significantly higher than in placebo treated patients, 77%
versus 19% (p<0.0001).

Laboratory Parameters

Fifty out of seventy five (67%) tocilizumab treated patients had a haemoglobin < LLN baseline. Forty
(80%) of these patients had an increase in their haemoglobin to within the normal range at week 12, in
comparison to 2 out of 29 (7%) of placebo treated patients with haemoglobin at baseline (p<<0.0001).

The European Medicines Agency has waived the obligation to submit the results of studies with
RoActemra in all subsets of the paediatric population in rheumatoid arthritis and has deferred the
obligation to submit the results of studies with RoActemra in one or more subsets of the paediatric
population in juvenile idiopathic arthritis. See section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties

RA Patients

Absorption
The pharmacokinetics of tocilizumab were determined using a population pharmacokinetic analysis on

a database composed of 1,793 RA patients treated with a one-hour infusion of 4 and 8 mg/kg
tocilizumab every 4 weeks for 24 weeks.

The following parameters (predicted mean + SD) were estimated for a dose of 8 mg/kg tocilizumab
given every 4 weeks: steady-state area under curve (AUC) = 35000 = 15500 h pg/ml, trough
concentration (Cy,;,) = 9.74 £+ 10.5 pg/ml and maximum concentration (Cy,.x) = 183 + 85.6 pg/ml, and
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the accumulation ratios for AUC and C,,.x were small, 1.22 and 1.06, respectively. The accumulation
ratio was higher for C,;, (2.35), which was expected based on the non-linear clearance contribution at
lower concentrations. Steady-state was reached following the first administration for C,,,x and after 8
and 20 weeks for AUC and Cy,, respectively. Tocilizumab AUC, Cy, and C,,y increased with
increase of body weight. At body weight > 100 kg, the predicted mean (£ SD) steady-state AUC, Cn
and Cy,,x of tocilizumab were 55500 + 14100 pgeh/mL, 19.0 = 12.0 pg/mL, and 269 + 57 pg/mL,
respectively, which are higher than mean exposure values for the patient population (AUC =

35000 + 15500 h pg/ml, Cpin = 9.74 £ 10.5 pg/ml and C,,.x = 183 + 85.6 pg/ml). The dose-response
curve for tocilizumab flattens at higher exposure, resulting in smaller efficacy gains for each
incremental increase in tocilizumab concentration such that clinically meaningful increases in efficacy
were not demonstrated in patients treated with > 800 mg of tocilizumab. Therefore, tocilizumab doses
exceeding 800 mg per infusion are not recommended (see section 4.2).

Distribution
In RA patients the central volume of distribution was 3.5 1, the peripheral volume of distribution was
2.9 1 resulting in a volume of distribution at steady state of 6.4 1.

Elimination

Following intravenous administration, tocilizumab undergoes biphasic elimination from the
circulation. The total clearance of tocilizumab was concentration-dependent and is the sum of the
linear and non-linear clearance. The linear clearance was estimated as a parameter in the population
pharmacokinetic analysis and was 12.5 ml/h. The concentration-dependent non-linear clearance plays
a major role at low tocilizumab concentrations. Once the non-linear clearance pathway is saturated, at
higher tocilizumab concentrations, clearance is mainly determined by the linear clearance.

The t,, of tocilizumab was concentration-dependent. At steady-state following a dose of 8 mg/kg
every 4 weeks, the effective t;, decreased with decreasing concentrations within a dosing interval
from 14 days to 8 days.

Linearity

Pharmacokinetic parameters of tocilizumab did not change with time. A more than dose-proportional
increase in the AUC and C,,;, was observed for doses of 4 and 8 mg/kg every 4 weeks. C,,,x increased
dose-proportionally. At steady-state, predicted AUC and C,,;,, were 2.7 and 6.5 fold higher at 8 mg/kg
as compared to 4 mg/kg, respectively.

Special populations

Renal impairment: No formal study of the effect of renal impairment on the pharmacokinetics of
tocilizumab has been conducted. Most of the patients in the population pharmacokinetic analysis had
normal renal function or mild renal impairment. Mild renal impairment (creatinine clearance based on
Cockcroft-Gault < 80 ml/min and > 50 ml/min) did not impact the pharmacokinetics of tocilizumab.

Hepatic impairment: No formal study of the effect of hepatic impairment on the pharmacokinetics of
tocilizumab has been conducted.

Age, gender and ethnicity: Population pharmacokinetic analyses in RA patients, showed that age,
gender and ethnic origin did not affect the pharmacokinetics of tocilizumab.

SJIA Patients:

The pharmacokinetics of tocilizumab were determined using a population pharmacokinetic analysis on
a database composed of 75 sJIA patients treated with 8 mg/kg (patients with a body weight > 30 kg )
or 12 mg/kg (patients with a body weight < 30 kg), given every 2 weeks. The predicted mean (£ SD)
AUC)yeekss Cimax and Cpy, of tocilizumab were 32200 + 9960 pg-hr/ml, 245 £ 57.2 pg/ml and 57.5 +
23.3 png/ml, respectively. The accumulation ratio for C,,;, (week 12 / week 2) was 3.2 = 1.3. The
tocilizumab C,;, was stabilized after week 12. Mean predicted tocilizumab exposure parameters were
similar between the two body weight groups.
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In sJIA patients, the central volume of distribution was 35 ml/kg and the peripheral volume of
distribution was 60 ml/kg resulting in a volume of distribution at a steady state of 95 ml/kg. The linear
clearance estimated as a parameter in the population pharmacokinetic analysis, was 0.142 ml/hr/kg.

The half life of tocilizumab in sJIA patients is up to 23 days for the two body weight categories
(8 mg/kg for body weight > 30 kg or 12 mg/kg for body weight < 30 kg) at week 12.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity and genotoxicity.

Carcinogenicity studies were not performed because IgG1 monoclonal antibodies are not deemed to
have intrinsic carcinogenic potential.

Available non-clinical data demonstrated the effect of IL-6 on malignant progression and apoptosis
resistance to various cancer types. This data does not suggest a relevant risk for cancer initiation and
progression under tocilizumab treatment. Additionally, proliferative lesions were not observed in a
6-month chronic toxicity study in cynomolgus monkeys or in [L-6 deficient mice.

Available non-clinical data do not suggest an effect on fertility under tocilizumab treatment. Effects on
endocrine active and reproductive system organs were not observed in a chronic cynomolgus monkey
toxicity study and reproductive performance was not affected in IL-6 deficient mice. Tocilizumab
administered to cynomolgus monkeys during early gestation, was observed to have no direct or
indirect harmful effect on pregnancy or embryonal-foetal development. However, a slight increase in
abortion/embryonal-foetal death was observed with high systemic exposure (> 100 x human exposure)
in the 50 mg/kg/day high-dose group compared to placebo and other low-dose groups. Although IL-6
does not seem to be a critical cytokine for foetal growth or the immunological control of the
maternal/foetal interface, a relation of this finding to tocilizumab cannot be excluded.

Treatment with a murine analogue did not exert toxicity in juvenile mice. In particular, there was no
impairment of skeletal growth, immune function and sexual maturation.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sucrose

Polysorbate 80

Disodium phosphate dodecahydrate

Sodium dihydrogen phosphate dihydrate

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
Unopened vial: 30 months

Diluted product: After dilution, the prepared solution for infusion is physically and chemically stable
in sodium chloride 9 mg/ml (0.9%) solution for injection at 30°C for 24 hours.
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From a microbiological point of view, the prepared solution for infusion should be used immediately.
If not used immediately, in use storage times and conditions prior to use are the responsibility of the
user and would normally not be longer than 24 hours at 2°C—8°C, unless dilution has taken place in
controlled and validated aseptic conditions.

RoActemra is supplied as a sterile concentrate that does not contain preservatives.

6.4 Special precautions for storage

Store vials in a refrigerator (2°C—8°C). Do not freeze.

Keep the vial(s) in the outer carton in order to protect from light.

For storage conditions of the diluted medicinal product see section 6.3.

6.5 Nature and contents of container

RoActemra is supplied in a vial (type I glass) with a stopper (butyl rubber) containing 4 ml, 10 ml or
20 ml concentrate. Pack sizes of 1 and 4 vials.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

Instructions for dilution prior to administration
Parenteral medicinal products should be inspected visually for particulate matter or discolouration

prior to administration. Only solutions which are clear to opalescent, colourless to pale yellow and free
of visible particles should be diluted

RA Patients

Withdraw a volume of sterile, non-pyrogenic sodium chloride 9 mg/ml (0.9%) solution for injection
from a 100 ml infusion bag, equal to the volume of RoActemra concentrate required for the patients
dose, under aseptic conditions. The required amount of RoActemra concentrate (0.4 ml/kg) should be
withdrawn from the vial and placed in the 100 ml infusion bag. This should be a final volume of

100 ml. To mix the solution, gently invert the infusion bag to avoid foaming.

Use in the paediatric population

SJIA Patients > 30 kg

Withdraw a volume of sterile, non-pyrogenic sodium chloride 9 mg/ml (0.9%) solution for injection
from a 100 ml infusion bag, equal to the volume of RoActemra concentrate required for the patients
dose, under aseptic conditions. The required amount of RoActemra concentrate (0.4 ml/kg) should be
withdrawn from the vial and placed in the 100 ml infusion bag. This should be a final volume of

100 ml. To mix the solution, gently invert the infusion bag to avoid foaming.

SJIA Patients <30 kg

Withdraw a volume of sterile, non-pyrogenic sodium chloride 9 mg/ml (0.9%) solution for injection
from a 50 ml infusion bag, equal to the volume of RoActemra concentrate required for the patients
dose, under aseptic conditions. The required amount of RoActemra concentrate (0.6 ml/kg) should be
withdrawn from the vial and placed in the 50 ml infusion bag. This should be a final volume of 50 ml.
To mix the solution, gently invert the infusion bag to avoid foaming.

RoActemra is for single-use only.
Any unused product or waste material should be disposed of in accordance with local requirements.
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7. MARKETING AUTHORISATION HOLDER

Roche Registration Limited
6 Falcon Way

Shire Park

Welwyn Garden City

AL7 ITW

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/492/001

EU/1/08/492/002

EU/1/08/492/003

EU/1/08/492/004

EU/1/08/492/005

EU/1/08/492/006

9. DATE OF FIRST AUTHORISATION/DATE OF LATEST RENEWAL

16 January 2009

10. DATE OF REVISION OF THE TEXT
3 August 2012

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/.
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o1 148,000 oy 18 $9148,000
A - AL BEA ) P A= A P =y F ) AT A (34 T V)
e (1YY (09mL) igA— bV %— (09mL) ] : b | && (A7 A0F) @ hv U X~vT (EETHELX) 80 mg, 200 mg,
VI AT (BEETHEX) 162mg 400 mg
ZHHE « 2h R ORI COHIRA+ 0B ) v~F (BBSOBENBREON IEEE | OBEFIRE COREAR+572 Filka
i) MU v~F (MfiofEmiReolikzate) , 2EHICEEEE2E
T 5 EFIERPR MR, SE TR MR
OF ¥ v A~ IR O IR K ORAFT A (C KISEX 37 &iE,
T4 7Y )=V EE, RLERCFESRETTE, ~E s e RE, T
TIVRE, EHTARR) o, 7L, U BORER S &
RORWEEIZIRD,

¢ a8eq



—RHI4 TR

b ) A= 7 (BB FHHZ)

P U AT (BE R Z)

WR5t 4

TITFATETEIZmg VY Y, TITATRTEIZmg A — A Y
= J K —

T U T AT RSSO mg, 77T AT SEEEH200mg, 77T AT
WiEFE 400 mg

Zhie - 2RI
BE 3 4 B i
torE

BEOEFICBNT, D & HIFIOFY v~ F I X By R EE 21T
S>ThH, IRA+HSRGEIHEGTH L,

BIE U o~ T KOS EFNISE: 2 A 3 2 B FEMERSMEREI R - lEolR
JRIZBWT, D7 LB v ~F I L5 RE8EET>ThH,
IRAV Gtk EG 52 L,

A BRIV I B A%

1. WBEOIHFEIZBWT, BIBREAT oA FERIZL DB RIEEEIT-
TY, IRA+DRGEICEETH L,

2. BERAMEL LT~7u 7y —UFEMLEGE (MAS) ZRAET 5D
ZERBH B, MAS ZAPFL TV B EETIE MAS XK DRI A8
SHAROBG BB LN &,

F7-, KFFEETIC MAS BRI LEZEAIE, 52 dIkL, #Heh
IZ MAS \ZX 9 B8 268 21T 5 2 &,

M- &

WE, A, hY U X~T GEfEH#L %) L LCTLEI62 mg %28
W@ CR T ST 5,

OB ) v~F, ZEMICIEEIM:Z A3 25 ErEReR M g%

WE, MU AT (BIsTHMRZ) L L TIES myke &4 MME TR
LT 2,

OB RUEHENMERFR MBI K, v > AL~ L

WE, PV A<T BIEFHHEZ) & LTIES mgkg %238 METH
WS 5, 2P, JERICE Y AWM E CREGHRZ R TX 5,

Ak - HEC
A3 4 % i H
torE

1. Mg b ) AT BRENHEFINRVIRECTEREEZET S &, Bt
F U R~ THRNEIET DAl getERN @< 25720, Rk - AE% M
SFTHZ &,

2. 1ENZAKIOERBEFHT L Z &,

3. ARFOEGERBICHT- > X, EFREMHICBEWT, LTEMIZED
D, ERIOBEBEOEEOL L TREEZITHI>ZE, £, RFIZXL DR
FEBRMRRE, ERIC LV EAN Y SRS iz BEIC oW T, BE
BELAETHD, ( TEERILAER] OHESH)

4, VEEEBIESAHRE SN TWAHD T, BEMICHESEELEZ L2 L
( THEZREAMNER] KO HEH EOEE] OmEEH)

1. M bV R TREBMER S WIREE TR 2k T2 &, BT
U X THURR BT D AREME R E L e Do, WL - HEE2M
SFTH &,

2. BHRUEAEMERERMEREEIZ  ERUGEN R+ TH Y, D CRP* %
FRE L LT IL-6EROMBIREN A+ L HB S D EEICR Y, #
H-RkR % s T & b,

3. ¥y v A UNF  BEEIC CRP ZIE L, AEIRESEN R4 & Hlkr
SNDHEITHRY, CRP ZHEIE & L TG flR2 i T & 5,

* 0 CRURES o)y

4. TG  KRNOBENAL T RO kv ) A< TPREIT20 mg/mL Th
%, BEOKRENOHE LI VEREKES kg LT OHA1Z50 mL
25 kg B2 5EA12100~250 mL @ HRABRAEEFRICNZ, 7R
D,

<{KEH 7= OHF S>>
HEMYVE (mL) =(A&E (kg) x8 (mgkg) 20 (mg/mL)

5. BHEFE

BAFLT Ly L

F W E ] LT

v a8eq



— 4 T FU X< (s TR Z) U X~ (BT Z)
WR5e4 TITATHETEIRZMg S VY, TIOTATHTEILRmg A — bV P | 77T 5T SEEMSO mg, 777 AT HEEEH200mg, 777 5T 5
= 7B — T ERE 400 mg
1) AFNZA v TA TN E—FHNTEET2Z L ((T#HAHLEDOE
Bl 0mEZR)
(2) HGPHARHIRRICRFEIEEITY, BEOREE+oIEgEL, &
WD & MER%, IR 2 IR TR 5 D,
it 1. EYYE 1. EYYE
AHFFEIC LY, BGE, MRSEOEERBRYEND Sbh, Hmiy AFEEIC LY, BRIE, MRSOEERBREEND b, Hmn
RRORAETZEDZEND D, AANT IL-6DVE Z i LA R %2145 B A ED ZEND D, AFNT IL-6D1EM &4l LIRS R 4215
LIAITH D, IL-61TRMEHIS G, CRP #AN%S) %5132 LHHNTH D, IL-6ITAMEMRS GEE, CRP ¥N%E) #5175V
A NIAUTHY, KAEREIZLYD 2N ORISIFMHI SN 729, A NIALTHY, RFBEIZLY 2o ORIGIIH S D79,
JEYSEITLE 5 BRI SN D, ZOTZDBYSEDOR R RN, BHE JEYREIZPE D SER DS SN D, £ D7 DEYSE D3 RSB, BE
kT2 B3HDHDOT, RAFZGHITBEORELZ 082 LHZ 6T 5203 H2OT, AFRGEHRITEEZOREL+5ITBIE L2
EITHZ &, ERDEHTH 0 BSOS RBO DNV EETY, IT9 Z &, EIRPEBMTH V BMEHERRBD NN E X TH,
BBk, FPEREOEBICEE L, RPENSEDNDIBAITIE, FIMERE, FHPEREOEECEE L, BRYENEDN D HA L, W
WX B, CT ZoMEZFEmL, WURLEELZITY Z & ( TEERK WX B, CT ZoMEa2Em L, WURLELITY 2 & ( [EEARK
AR, [ERXREWERIOESR) | AHER) , TEKRZEWER) 0mEZR) .
2. TRIRBIRICEE L TIE, EEARARMESORENRS bbb 2 ENbh | 2. HWEBIIAICKE L TE, BEERBRYESAORWERRH bbb Z L1bh
52 EROARRDEFRZ BRI ELEF TRV ELEDTRFICT 52 EROARFIDIEFESEIRSELHA TRV ELEDTREICT
B L, B L7 L AR LI BT, BR EOGRMENERM A SYBAL, FRMEL7-Z L ERMEGR LT BT, R EoARIENERNE A
LAlZ LB SN DG EICOBRREEREGTDH &, LR LB SN BGAEICOBAF ERET 5 &,
3. ARBIOWBEEZITHIRNS, D EHI1FORY v~FEOERAEZ ol | 3. BE Y v~FBE L OEBEIIEEINEE A3 2 EME R R E 2% 8
RTHZ L, £, KANTHOWT O 7p5mi & BV ¥~ F DR FHTIE, ARIOWEREREITIENS, D L HIFIOHY v~FHEOfH
RS AE b OEMBMEAL, ACEGOHALZOEHEIEEDE L T EEoBEdTs b, £, AFliconToHakmiks WIhao
A5z &, R OIRERBRE b OEMAERT 2 &,
4, EHFIEEMEREBEESIREE TIL, AFICOWTOHoRmE s 2
RV BRI R IR IR ORBR B b DIERIAMERT 5 Z &,
o (RoHB |1 BEERBPEZAMFLCVIESE ERENELTIBZARD [ 1. BEERQBRYYEZAEIFL T2 EE RYYENELTIBZLNH
FHiTlxEs L %, ] %o ]
RNz L) 2. IEEMERSOBRE UERZELIEIBZELNH D, ] 2. IEEMEREOSBE DERZELLSEIBEARD D, ]
3. AFIORAZX LiBEE OBHERE O & 5 B 3. ARBNOR 3 VIRBEUE OBEERE D & 5 BE
A EOREE | (1) BYUEZ AL T D BE UIBYUEN TR 5 B EYYE N EL

HELEE (K
D BF I
HIIEET D
Zl)

ToHRTANDHL, 1 ( TEERERNER] OEHSR)

(2) MEEOBREGE (FrZR OB O & % BF RO X R LR
WATROH % EE) [(MEEEIESEDMRERESGTETE RV
T, WfB X M 2 EIRICAT O 2 Y, REUEIROFEBU iR

(1) BRYWEZ A0 L TV D BE UIRGUEN SebN 2 8F RIWEN Bk
ToORENNDHD, ] ( [HEEREANEE] OHZR)

(2) FEEOBERGE (FrioftZ OB O & 2 BF KON X #r LG
WATR OO % EE) [(MEEEIMESEDTRREPGTETE RV
T, Ml X SRS 2 EHRICAT O 2 L, RMEEROFEIUS DR

BAFLT Ly L

F W E ] LT
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— 4 T FU X< (s TR Z) U X~ (BT Z)
WR5e4 TITATHETFEIRmg YY) Y, TIZTATHEFEIRmg A — AP | 77T 27 milEEFASO mg, 77 7 57 milEEHA200mg, 7277 LT 8
= 7B — T ERE 400 mg
T5HZE, 1 (THEEARALKNEES] OESR) T52L, ] (THEEREARNEE] OEBM)
(3) GEYNEORREIZH D BE [BYELFHRT 2B ENRH D, ] (3) FHEGHOREBICH 2 BE BYYELHET 28T H 5, ]
(4) RIEMEMiZ%OBER OB 5 B [MEMEMANEEIFEE T2 & | @) MEMMEOBEREDH 5 BE [MEMEMANHEE I IHERE T2 &
N5, 1 (TEXZEWER] OHBEZMH) N5, 1 (TERZEWER] OHEESMR)
5) BEREOHLBEH ( TERAEWEH] OBBH) (5) BEBEEOHDBE ( TERZRWEH] OBESH)
(6) BIMEREAD, HPEREAD, f/MORD O B EBE [AmEED, &9 | (6) BifEkED, ek, /MR o b 5 BE [AmEkED, 45
gD, MR N EICEL T RBEARDH D, 1 ( THEAAREIE B, f/ s NS EICE LT A RBENAH D, ] ( [EAREIE
Al oEBR) 1 OEZBH)
FHEOEE |(1) 7F74 9%y —vavy, THF740 7% —ERROLDONDZ | () TT747F%—vavy, 7740 7% 20— KERBRLLDOND
A N ERBHBHOT, WEREYIER (T KLYy, BIBEREAT A R ERBHOT, WYRIEYIRE (T KLYy, BIEREAT A R
HE W, Pre A IS RCBRBLEZEDICERTEL X IICLTE W, e A I VES) CRALABZELICEBETELHLHICLTE

@

€)

4
1)

2)

3)

)

(6)

2 &, BRENEDONTZLAEICIEBIIREELTIET S Z L,

AFP G L0, $HRELE R, EIE, IR, WM, SR, %2
L) WRILTHFRMENDH D720, BEOREL FOICBRL, B
DO LNTZGAIL, WYRMELZITY Z &,

ARAB G54, EFHBAAOG GRLBE, MRk, MfE, MR, Him, %&m
) MBBITDHZENPFEINTWEZ LD, BE5IIHTZ-> T,
HEHEA OGS OFBUIERZ L, HEIS U CHEURMELRTTH 2 &,

BYSEZE GPFL QWD BHICAANZ RS T2 LIk Y, BYYENE
BIbT2B8ZWH D720, TrROLIEETLZ L,

B GBIAICEE L, MiRSEORIIEOFREWRTH L, B

BE Y v~ FOERIER (R, FABK, Vo SEERES) R
FEDIEIR S B L TV D720, BRZ 4512415 2 L,

BREYE ORI T, BRAERENBEELTIBERRH D 2 L
5, BEEZBTDLZENEE LY, 2B, UL SERERD ELE L
et (A& E LT500/ul K5 1%, #EERMLARNWT &,

EIHE 2 S0 L TO A B IRISE DIRE A BT 5 &,

Y o~FARRK 2GS B BFR VANV AX Yy ) T OHBREIC
BT, B BFR VA NAOFEHRLARE SN TS, B BFR Y
ANAX X U T OBREFICAFEELGT 5560, IEEREMECIT %
TANAS—H—DE=F Y T E4757E, B BPFRTAVADHE
TEMEAL OB R DRBUIEE T 5 Z &,

CRP BAIN%E) , REGeSE kD> Bl

@

©)

1)

2)

3)
4)

®)

LT &, BEMBOONZHEAIIFEBICRGEPIETEZ L,
ARFNEE 5 338524 HIZ Infusion Reaction (FEZA, HEIE, IRX, IR
M, BEYR, B BNEETIAREND DD, BEOREEZ S
IZBIZE L, BREPROONTEHEIITEDICEGEFIEL, @R
B (e A¥ I V¥, EBREOREE) #1752 &,

EYIEE AL TV A BHEICAFEZ LG T2 L0k, MYENE
BAbTABENNH BT, TiORICHEETHZ L,

BHBIARICEE L ClE, MREOBPIEORMAMGET 2 L, ek,
Xy v AN, EERIEEEERIERE %, SRS A
T OEAEER R, BEY v~ FOBKER CGEE, AR
B, UV NEEIRSS) IUSMEOER UL T D, #RE+
FTATH 2 &,

SR OMREE T, BRIREENBEELT A2BZENRNH D &0
5, BEEBTDZENLEE LV, 25, U L oSERED AEBIE(L L
7e%a (B#&E L T500ul) 1%, ®5Z2BmLRnT &,

JEYMEZ A 0F L CO DG A IS YSEDIRIRZ BT 2 &,

Y U~F AR 2R E SN B BFR YA L 2% ¢ U T OBREIC
BWT, B HFRETANAOFIEH LA HE I TWD, B BFRY
ANAF Y VT ORECARKNZZGT 2560, HEEREMECIT R
TANASY—=H—DF=H VT EFTH7E, B BFRTANVADH
TSP OB RIER DRI EE T H 2 &,

ARG XD, SIS GEEL, CRP HMN%) |, REGER A HIH]
S, FEYER AP END RN D D720, QUVEMIEIENRD i
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—RHI4 TR

b ) A= 7 (BB FHHZ)

P U AT (BE R Z)

WR5t 4

TITFATETEIZmg VY Y, TITATRTEIZmg A — A Y
= J K —

T T LT RSSO mg, T T AT SENER200me, 77T AT
A FH400 mg

SN, BRYJERRBNEN S TEEN S D720, AMEHRISSRD bh
RNEETY, BB, HPEREE EMICIEL, ZAb0EH)
R OWRES, BRI, WREEYR 5 ORER > B EYYE N B b D AT, 1
X M, CT HOMEL Fh Lt RL@ 21795 2 L, £z, MRS
BEYe D Fr T & F R E RGP R BB E O A ERIC O W T H TR
L, BENSAONAEGAICE, #HONCHYEMICHKRT A XS, &
FrefEads b,

(1) ARFEHIIESL > THZICBET 2 072 (OB, #i%a
F L ORITHMES) |, WH X BREROY V7 ) U REREEAT
W, EEME CT A, A2 —T7=xur y SEHE (V4T 47
) BETIIEILIY, MEEROREEMET DL L, K
)y e SR A E R N R ON wt oA YN = oY AWAR e el O e AR 3
TRERD B D BRI T D Z &y LFOWT oo BFEICE, JFAlE
L CAKIOE G BMGRTIC MU IR R A I 592 Z L.

) MEEGRE RIS ICA BT 20 E SN2 a1 2 BE

2) FEEEOIRRE (MisMEEEZE1) 26T 285

3) YUY ) VISR, VA =T xay y IWEHE (AT 4T
) FEOREBICEY, BUERYESHL b b BE

4) FEEERE L ORESMEL G 2 BE
ARG HE, M X RS OB Y A & AT © 7 Eiik
FEDOFBUNTHTER L, BT L, MgEa g ) ERkangi L=
Le (Bt d 20%, ZEVEE) (IXlion Y ERTNC @35 X 5
M5z, B, MEOHRBMENER S NS IEARR &5 E
T, MEOBREERT D L,

Q) AFIFH L, £V s FoBERICIVRETIBENALLDT, &
U F R TN &,

9) EERFEBICBWTHER (BREENFFE TS holcbDEETe) 2
WEENTWD, IBREHMRICER (BT MoK, MaEm, e
W IR BEAE) ANFRD BB AL, TORRETCER L, RYYE
TRWEAEDER L CEbZ2AELSITY 2 &,

(10) #a L AT u—fE, FUZU+EY RfE, LDL 22 L AT a— EOH
MEDOIFERBEMAEEN S LMD Z ENHDHOT, HERHIT A%
AL, DRIIVNBIOSCOREREL FEm L, R ELE LR
BITEAITIE, s MAE IR OB 55 0 R VB %+ ZET 5 2

RNEETYH, AMERE, FHEREEEHICEEL, ZhboZd
RO I, WHEERR ZE OER D S YYE R BN D AL,
X B, CT ZHoMRE L £ LEY R AEEZITY 2 &, £z, kR
YD BT BRI R RS o AR ER IO VWL EE
L, BENRLLNDIEAICIE, HONCHYEMICHEK TS L), B
FEEETHZ L,

(6) AAIE G- TREZICET 2+ 07l (EOBERE, Mi%E
F L ORBHEMES) |, W X BRER Y V2 ) VRIS Z1T
vy, EEME CT B2, A ¥ —7xay v IWEHE (U +rT47
zul) HETHIILICED, MEEROFRERGE T L, Mk
DR H T D56 R OSERRE N DN 2 A2, MEoRHE
RN S D EMICRHET L2 &, UToWnThrofEiclE, KRl
L CAAKI O£ G- BIARTNOEEN ik 2 B 535 2 &,

1) HEEGRE CRIBERSICA R T 20 MES NI BEEZ AT HEE

2) fEEEORER (WisMEEZEL) 28T 58%E

3) YR Y VRSB, v —T xay y SENE (T 4T
zaYy) SOREBICELD, BN b b B

4) FEZBRE L ORBEMEBEL AT 5 BE
AFIBEETE, MIER X SRRSO 2R A 2 EHIRCAT O 72 Rk
JEORBUCIZHoICER L, BEICHTL, BRI ERSERLE
LA (Fied om%, RBEGE) I ERICER T 5 X 9l
HI 2D Z L, 2B, MEOBRIMENIHERSINZE/IIAR 2 K54
T, MEEORRAELETAZ L,

(7) AHEG L, EUV I FUOBRICL VBT BTN H DT, &
U F o BERIITh RN &,

(8) ERRFBRICIBW TR (BYYEDNFFE CE oo bDEETr) 2
WEINTWD, IR miER (BT - BokIFE, M,
W REESE) NFEO LA, FOWKE D8R L, RYYE
TRWEALEE L GHEZRLEEITH 2 &,

Q) #WwaLzxFo—fl, U7 VUEY KE, LDL 2L AT a— L{EDHE
MEOREMBEMBERNHODONDZENRNHLDT, 53T A%
HZIZ, DRIV EICS U CIREMAEZ R L, R LI LD
LNTEGEITE, SR IERREO R GEORE AL E L ERET H 2
L,

BAFLT Ly L
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— 4 T FU X< (s TR Z) U X~ (BT Z)
WR5e4 TITATHETFEIRmg YY) Y, TIZTATHEFEIRmg A — AP | 77T 27 milEEFASO mg, 77 7 57 milEEHA200mg, 7277 LT 8
= 7B — T ERE 400 mg
L. (10) FPEE 2 Z 3 alREME 0 & 2 3654 & 0F 4 2 56 CTE B MR o0 T
(11) FFBESE &k 2 3 ATREME D & 2 FEAI & BE 9~ 2 56 0TG B AT B ST fFFEE O BFICHEGT 25810, P UAT I =B ERICHE
FEEDBRFIHRETAHEAICE, P URAT I =P ERICEE T 50 EBEE ST, BREPRD SNGA TG E IR
T AR EBRETSITATV, BENRO SN AICITEE 2 f1Ed L7 EOME)RALEEITH 2 L ( [ZoorEE] OESR) |
27 EOMERNEETTO 2L ( [ZoMoER] OBEBH) | (1) &HREFHRFRMEREES R K O v v 2L~ VIR OGS
(12) BRFRBRICB VW TLEENRRBO SN TWAH Z LD, BEORELZ+ AHFNE R - PIET HEICIE, TL-6DIEHA DS EENIHE LFRiENS B L
SICBIE L, MNEIS U CLERRE, Mk, Moo —%5%3% TAHARMENPSEETERNDOT, LEISUTRIBRE AT oA FK
Mid 5z &, WEREZAL TOWABEEICRST AL, EHITL OB - HEBEHEOWEEYRNEEZEETDH L,
BRRELZITWEOEICEET DL &, (12) BEERBRICB DT LEENRBO SN TWAE Z LD, BEOWREL T+
(13) HEeBR GBI 2 ER ST L, KBS U CLERRE, mikkds, MWz —%4%5%
1) HOEGOBEAIZOWTIE, ERRAZOZ4EREEICRRIL, +52 M9 52 &, DREEAEEZAIL TV BEICERLGT L, EMISDL
REE A E M L%, AFEGIC L DERE L SSREIC W TR BRIREEITWEOBLICERET D &,
FHNEMREL, BEEOHMEICKREGETEAZ LB L ET, B0
BHFEEO T CHETDZ &,
2) BOELOWMA%, BYSEEOARICLZRERABEDNZHAHE
CH G- OGS R EEA R & 72 D AT REME H D 5E8121E, EbICHD
BhHZPRILEY, EAOFHRT CEEICBIZET 57 CEO R AEZ1T
Ik, T, AFEGRICEWERORBRP DN DIGEIL, EEH
ARG 2 X O BEFICHEZIT O 2 &,
3) HHAFAOERBEFEHR LRV ) ICBRFICEREZEL, T3TCo
A DO BEIFECET 2IMEORMIKEIT 5 L RIS, A%~
DOEFRRERIET LRI D L,
i EoEE | BN THRERRBRICR T D LR GYEFI346 Flo 5 b, HEEG24E | F ¥ v A~ ROAGRR E TOFEISH, B v~F, LEHICES
BIVER BETIC, HTHERGHL73 GIF14961 (86.1%) , STEEERE 1736151445 | M2 AT 2 PR IERIZE, 2R EMERER % BRI R O LIEEB N

(83.2%) IZREWERDGR® bivie, K TFRGHOTARIERIL, EXGERKGS5H
(31.8%) , 2L AT r—AMEMN31 B (17.9%) , LDL #8hn24 i (13.9%) ,
SR AOG2161 (12.1%) , R U Z V& U REMISH (104%) %ThHho7=,
SRR O ERBIERIL, ERERGESSH (31.8%) , = L AT o —/LEEN33

# (19.1%) , LDL $8Mm3061 (17.3%) , 21961 (11.0%) , NV 7 U&VU K
BM751 (9.8%) , ALT ¥M1761 (9.8%) & Th o1z, (KIBEE)

TERARENER] KO T2OMOBWER] OB, S HEHRA
OEINERRRBRTSIH (¢ v v AL~ 45 : 3561, BEEIY v~ : 601451, %B5
HIZIGEI: 2 A 2 RS IR R 2%« 1961, S B MERP R PERIR K
128%1) , FrEfEHAGETE (2FHEE) 80808 (BAfY v~F : 790141, %

F CORES 260151, 1961, 12841, FH7834HIZ I\ THEIEA L7515
(95.9%) IZRD BTz, EREIWERIX, SHEAER4214 (53.8%) , =L
2T a—/LHIN2924F (37.3%) , LDL #ihn148f: (189%) , RV 7 Ukl

N6t (16.1%)
CEENIS)

BIf Y o~ T RO BEEIIREINEZ A3 2 B EER Rk 2 x5 & L
7o, BEEMRBETRE (RFHE) T8\ T, MR A 418,080
(&) v ~F : 7,901, ZEAEICIHENE A2 A9 5 EAEME SR
17961) =, 3,07141 (38.0%) (ZEIERFEO v, EREWERIE, [
RERLH 40401 (5.0%) , HIMmERIEA 32561 (4.0%) , E5EEG27661

ALT (GPT) EH1191 (152%) FEThoT-,

BAFLT Ly L
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— 4 T FU X< (s TR Z) U X~ (BT Z)

WR5e4 TITATHETFEIRmg YY) Y, TIZTATHEFEIRmg A — AP | 77T 27 milEEFASO mg, 77 7 57 milEEHA200mg, 7277 LT 8
= 7B — T ERE 400 mg
BAEIZIG B 28 3 A AR R MR R E 2%« 1791]) RO FIERAIOEMNEER | (3.4%) , = VAT v — #2024l (2.5%) , mHEME185H] (2.3%)
2B (MY v~F) 3BFIORKEEZEDETHEE L, HThotz, (20104117 HE7HEf)

MAFIORNEE « HIFRITEH Y v~F ThH D,

TERARBER O TZ2OMOBITER] ORIBEL, [F AR5
(BrREBINER) K ORPER FIkRRA (2plfd : B ) v~F, LB
CIEBIE 2 AT D IHEIERR IR ) OfRE S DR THRIILE,

(1) EXRZENEH

) 7F745F%v—vavy (01%KRN) , 7T 747 %2 —iER
(0.1%) : MJERT, FRREEE, BZikiER, HFV, ER, EHE, &
FERG, WSRO bND ZENHDHOT, AFIFGHIL, BEOR
ReZ FIcBlel, RENRDOLNEEAICEELICESEZPIEL,
T RLFUY, BIBEEATaA R, file AX I VEERE5T 570
CE R AE AT D & & bITERNSEET S £ TREDREL I
BT arz b, 1, BEKRTHRUIERORZNZ 2RI DI L,

2)  RRYME : i (2.0%) , RINEE (1.6%) , BYMEEBE (0.6%)
LIS (1.0%) , REUeMERIEIZL (0.3%) , MUmfE (0.2%) , FERskEd:
PMBEIE (02%) , % (01%KiH) , =a2—F A F A%k
(0.2%) FHDOBMAEYEZ G HEERBYSEN H b, BEamriak
WEZEDLZENH D, KEEGHIT, BEOWREL HHICBIEL,
BERROONTHGEICTES 2 IET 57 EOwEYI R EE21TH Z
L,

3) MIEMERE (04%) : MEEMEDRS LI ZERHDHDT, %
B ngk, PRI R SR ORI ZHERICH I ER L, BRESEO LN
FBAITIE, BN X K, CT RONMWIES AME%% FEiL,
ARNOBEEEZRIETHE EHIC=a—F Y AF AL L OERNZ W
(B-D-Z N1 v DRIESE) ZZBEICANED RNEEITOZ &, 72
B, BEMMROEAEEO S 2 EEF X, EMOICHZE2IT) e L,
EETDHI &,

4 BEZEIL (0.1%) : BEELAFRESIN TS, KEZEGICED, @
BEREOBZMIGEOTER (I8, FEE) MM s, I ENT
FIHICED RN H D72, BRENTO NG EITIE, B X
M, CT SEOMELEMT 5708+l L, WERAEZITH 2
L,

5) MEPERIERAE (0.1% W) , AMERB A (4.7%) , 4 P ER D
(1.9%) , I/ (2.1%) 0 SEEERIERGE, HmBRE, A TP ERE

(1) HEKRAEIEM

) 7F749%>—avr (01%KRM) , 7T 747 % —HER
(0.1%) : MJEART, PRORREE, ZFiEse, oV, ER, mEE, 2
FPER, WHLENH LMD ZENHBEDT, AFELETIL, BED
RHEZ +SICBEL, RENRDLNEEAICITEBICH G 2P IE
L, 7TRVF Uy, RIBEEAT oA N, i 24 I e RE+
570 EHRAVE 1T H & & BICERAEIET S TREDOREE T
DIBET DL L, T, BEKTHRLIERORWI L2HRET D2
L,

2) ERYMRE - ik (2.0%) , HRIEZ (1.5%) , B BK (0.5%)
MBS (0.9%) , RRYeMERAfIZE (0.3%) , RRIIE (0.2%) , FEREEME
PR #IE (02%) , fEEE (0.1% AR , == —F A F AWML
(0.2%) FOHAMALEYZ S HEEREGYEN H bbb, Empyiait
WEZEDLZERD D, AFIBE®RIT, BEORELZHICBEL,
FENRO SN HEII RS 2 IR 57 O i #4175 Z
B

3) [EMERIZR (04%) : B v<=FBE TlE, MEEMERS 5 b
DT ENHDOT, FEN, Gk, MRS O MR ERERIZ 5 I0E
BL, BENROONZEAITIE, #HoNE X #f, CT KOk
HARESEZEwmL, AFloOREEPIETEE LB —FT AT
At & OEERIZET (B-D-Z v h > ORIESE) = EBBITANEE) 7240
EEITH 2 &, 7ok, MEMMEOBAERO S 5 EE X, EHHIC
MZxEiTH7e s, EETHI L,

4 BEZL (01%) : BEFLSHREINTNDE, AAlEEGICED, @
EREORMEIEDTER (B, BEAE) KM S, BABENRT
BHICEDFREMEN B D72, BENEO LN HEITIE, Kl X
B, CT HOMRELFET S EHIcBlgE L, WU L@Es1TH 2
&,

5)  MEWECRIERJE (0.1%ARN) , HMmEK D (4.4%) , & EREAD

BAFLT Ly L

F W E ] LT
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—RHI4 TR

b ) A= 7 (BB FHHZ)

P U AT (BE R Z)

WR5t 4

TITFATETEIZmg VY Y, TITATRTEIZmg A — A Y
= J K —

T T LT RSSO mg, T T AT SENER200me, 77T AT
A FH400 mg

B, MR R B oD T ENRHDH DT, BEETSITITY, B
WARD LN GEIE B G E2 P IET 57 EOMY R NAEEZTH 2
L,

6) LAE (0.1%A1)  DABRORENRHDHDT, BEDOREEZ I
B, BRESROLNGEAIITES 2P IS 572 E 0wy g
o B RN

(1.6%) , M/ (2.1%) - SERDRIERGE, HMEkED, A ek
B, /MR R D B D 2 ERHDLOT, BEESITITY, B
HRROONTZGEIIEREEZRIET R EOEIRAELITS Z
&

6) AR (0.1%AKW)  LAROBERHDHDOT, BEORELTHIC
BEL, BENEDONHA TG AP IET 57 & oY) E
i o I

BAFLT Ly L

F W E ] LT

01 a8eq



— x4 F b ) X~=7 GBIs LX) MU X~T (EETHBEX)
WR5e4 TITATHETEIRZMg S VY, TIOTATHTEILRmg A — bV P | 77T 5T SEEMSO mg, 777 AT HEEEH200mg, 777 5T 5
=7 H— WiEFE 400 mg
Q) ZOMOENEM (2) ZOMoOEIEM
#£ 1.725H £ 17358
B EOEE | —ICEEE CIEABEKENMET L TWL 0T, BEOREL H0ICBIE | —RICEIRE CIXEBREBENME T L TS0 T, BEOREL Fo0I1c8l5
FE~OF | LARBNSEECRET DL, LR OEEICRET DL,
5.
A LEOEE | (1) EESUIEREL TO D aTREME O H i@ i, 1B LEOARMIENER | (1) SR XUTER LW D ATEEEO S 2R AT, R LOFRIEDNER
il PE R, Pa b2 LM ENDGEICOREETEZ L, [RAIOTRES O M k|2 LpM SN GEICOREETHZ L, [REIOTES O
BHImE~D BHICET 2 RZEMIIEL I TR, F2, h=7 A4 Frizkn BHICET ARSI I TRy, F, b= A4 iz n
5 TAANIIRARBEIM @i 3 5 2 L Al S Tnd, ] TAANIIREBIM @35 2 L AlmE S TW5, ]
Q) BARCEETIHEAICIRLEPIEEES 2L, [BATOREIC | Q) BALRBICEST ISR ALE IS5 2L, [BATO®REIC
B9~ 2 2 eMEIIaEST L Qe ] B9 2 2 MEIdiES LT, ]
A EOEE | DNREITHT DRI LTV Ry (AR 2D CHAMRE I, B AR SOT LR 9 B 2 MEidmesr L iy (T34
NS~ Fhie )] OEBM) |
5.
A EoEE | (1) B5RE (1) FAfdms
W EoiEE HFCoAEETH L, 1) FREEROFIRZICIEN S X D R LWEE 2 5 272002 &, [ARH]
(2) #HwI WERY YL R=FZEFLTHDHDT, BB, ]
) |RICELTELZE, 2) HIRFFRRLL, PHRZIIESOERT 2 L, £, BRIRITFEET D
2) BHEIE TARFOEREOX v v T2 Z RN &, v v T RS Z L,
LEbEBICEETLZ L, (2) #hHk
(3) #EH; ) AANTAHEHERE LTORAY, BT - HIHAIICEES LARNE
1) FEFHBAIE, EES, KIBE U EREE RS b, R — R~ 0K b
LiES$ 2 2 L3, Bz i B TR OFEFAL 6070 < | 2) AFNIEE - M e V=2 T V=D TA T 4 E— (RTHA
EH3em BT Z L, K123 70 LF) ZHVISI LT A e TEETHZ L,
2)  FERENBURIRENL, FBREICBREOH DA (B, 5, BIR, B |3) MoEEH, @Sl Re L E,
&) ITIFHER LW &,
3) MOFEKERA LRI &,
@) AANL, 1EFEHORAITHY, HHEHLRNT &,
(5) HEHEIESRE LN &
6) 77T LATETHI2mg A — b P Z—OFERIZHT--> T,
Vo RT O HTE A il Z &
A EOEE | (1) AFEGICLOP N ) XA THERRE LI EORERDHD BT | (1) AFERGICLVP MU A~ THENER LI oRERH S (BN
FDOMOER WA OENEERRER (7 TR 2056153761 (18.0%) , s HEPERAER - B, BAE Y v~F : 60161841 (3.0%) , ZEAHIC

i SR oD [ PN i AR R BR - R, BAET ) U <~ F 60161 1184l

IHENE 2 9 2 FAEVERFIEPEBIET A% - 198 161 (5.3%) , 5

BAFLT Ly L

F W E ] LT
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—RHI4 TR

b ) A= 7 (BB FHHZ)

P U AT (BE R Z)

WR5t 4

TITFATETEIZmg VY Y, TITATRTEIZmg A — A Y
= J K —

T U T AT RSSO mg, 77T AT SEEEH200mg, 77T AT
WiEFE 400 mg

(3.0%) , ZBEICIEEINEZ A 2 EAEMER R KT 196191
Bl (53%) , EETUFSEERRIEIEREERT 12861 1141 (8.6%) ,
Xy v AU 35T 6] (2.9%) )

Q) AFIZBWT, KAIEHY v~F K (DMARD) & O EICBIT
HEVER ONLREMEIIESL LTy, 2B, WA oY v~F %
®G L Uz M A OB RERBR I, P AT I —BEE
H O FE B FE DS BARIRIERE 2 e~ C DMARD FRIERE CEM-o T2,
HUEED3EEZB 2D ALT (GPT) 25\ AST (GOT) LHOIEH
#EFE X, DMARD ff H ik : 8 mgkg + DMARD #¥ 103/1582 #
(6.5%) , 7Z7%&74K + DMARD E£18/1170%1 (1.5%) , AL :
8 mg/kg #E6/288%1 (2.1%) , MTX HiAl#£E14/284%1 (4.9%) T, b
DOEEF T B THECHARIZHES O T o7,

3) AFIOEERRERIL, ENTIE80ME (52~ F ki) £To
BHMBCERINTEY, 2ol E B2 AR ORI &SRO
TARMEIIMESL L TR, 7ok, RIREHERRA O ENOBRRRER T
132.9%F (BHHIR0.1~81F 0 IfE) T, WO ) v~F %
KPR & LT BRI Tldd.6F (5HIM0.0~5.8F D RfE) £ ToD
BHHMCER S TN D,

4) b MFMREEZ W in vio RERICEBWT, IL-623 T 2R HETEESR
(CYPs) REZMHITHZENBESINTWVWELZ LD, b MM
\Z IL-6% b A= T7HETFTTHRMLIZEZ A, CYPs OFHITE
TR bR hoTe, £, RIERKISEART HEEHETIE, IL-6DiEE
FEAIZL Y CYPs OFEN/IMFI SN TWD L OFENRH D, BFY v
~ FEEERG L Ul sl AN X D BRERBRICBW T, &5
%17 IL-6FAEIT > T CYP3A4, CYP2C19/Tr CYP2D6FSE B AMHIAN
THZENRBINZ, ZOZEND, BEIO IL-612 L - THfHl S
TV 7z CYPs OFBENAFIFEGIZ L 0 EIE L, RIERSDOEFEITH: -
TOFRAZEDOZI I T 5 AIREMEII A E T 220,

(B5) BWER (w7 R) IZBWT, gpl30&It Lz 7T UmizEis D ih#iie
OHEERZHT D Z ENHE SN TS, gl302 N LTy 7 vin
BIZEGT A A A FEEALNTEY, IL6bTD—D2ThH
b, AT IL-6DERZMETETSZ 000, DIE~OREIRETE
20N,

©) AEiZe b= AP0 IL-6L & 7% —1Tx L TP gtz R

MR VERIAEIZ - 12801 1161 (8.6%) [LA L, #hEEBIIEE] , v
v A= 0 35BN (2.9%)  DERFREE] )

(2) AIIZBNT, KFIEHY v~F I (DMARD) & OPFAFIEIZBIT
A IWE R OV VRIS LTV, 2238, TS oY) v~F %
st e LEERRER I, FT AT I —Bl LA ORBEE N AR
KK ERC T DMARD (ERBIER CEd o7, FEUE[ED3E
8z 5 ALT (GPT) » 5\ X AST (GOT) EHOREIMEEIL,
DMARD % © A#I8 mg/kg + DMARD B£103/1582%1 (6.5%) ,
Z ¥R + DMARD #E18/1170%1 (1.5%) , HAPEREL : AHI8 mgkg Bf
6/288%1 (2.1%) , MTX HAIFE14284061] (4.9%) T, T HDHEFIX
—PE TR R RIS & D TIE R - 72,

(3) AANOEERRABT, ENTIE2.9% (BHE5HEO&5HM0.1~8.1
FEORIAE) £T, WA TIHLIE (FFRIZ0.I~2.8FEDHRAH) £ T
OHFTEBENTEY, Zh b0 ZB 2 AR OREHEE O
FEAMEIIHESL L TRy,

4) & MR E AW in vio BBRIZEBWT, IL-603AF M EE R

(CYPs) RELZMAEITHZ ENMEINTNDZ LD, b MR
12 IL-6% U X THGFTTIHRIMLIZEZ A, CYPs OFELIZAL
ERO LN, Fl, RIERICEAT2EETIE, IL-60HE
FEAIZL Y CYPs OFREBPMFI SN TWD EOHENRH S, BEHEiY v
~FREEMNBE L LEBEERBRICE N T, AFEEHLIC IL-6MLEICE
- T CYP3A4, CYP2C19} 1} CYP2D6FEE ENHNNT 2 Z L VR X
Nz, ZoZ e, BREO IL-612 X > T STz CYPs D%
BRAANBGIZE 0 EE L, RIERISOUET > THFHZEDO RN
BT D ATREMEI I A E TE 220,

(5) B3R (=7 R) IZBWT, gpl30& /i Liz s 7 Ui DA
OREEREZH T2 EAME STV 5D, gpl30x A LTy 7 s
BIZEET YA A T EEM LN TRY, IL-6HLZD—D2Th
5o AT IL-6DERZET D Z 0D, DE~OEBIGE TE
AN

6) AT hEH=7 AP NLD IL-6L & 7% —Tx LTI fiEtt 2R
TR, vTAKRNT v D IL-6Lt 7% —I2k L TIERRENZ R S
RN, O, BRAFERERIZIN X TR,

(7) B v ~F &G & LT AR O ERRBIC BT, AHI8 me/ke
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—RHI4 TR

b ) A= 7 (BB FHHZ)

P U AT (BE R Z)

WR5e4 TITATHETEIRZMg S VY, TIOTATHTEILRmg A — bV P | 77T 5T SEEMSO mg, 777 AT HEEEH200mg, 777 5T 5
= 7B — T ERE 400 mg
TN, vTVARTT v hD IL-6L& 7 H—I1Zk LI RTEHEZ R S B GRF D HEE R RYYE DR BISHENAEI0 kg 2 B2 5BEFERHETH
2, T, BARHERERIIIM S TR, fHA B D b =8, WM IT B 1R G 2O ERIZ800 mg & &
(7) BAfiY U~ Faxtg & Ul il st A ois AR B IC BV T, nTna,
8 mg/kg 5 510D B AR I YSIE DO S BSHFE AMAE 100 kg B2 D BEEE | (8) BEEI U v~F x5 & LImMNERRBRICB W T, AFl & ORERFR
TEWEAIAFE D bz, MBI 5 1R 580 FERIZ800 mg IR TH 2 03RRI EREENRBD LN & ORERDH 5,
LEh T3,
(8) BAHiY U~ TF &g & Ul illsti A o AR RERIC BV T,
RRBIRII AR TH 5 2R EIE B GRD b & OWERH 5,
H4) AF|ITIIAGRINLTH D,
s (EHE 20124F9 H ekiT (5513050
HA) K HEHK

BAFLT Ly L

F W E ] LT

€1 a8eq



& 1.7-1 FEERMR—EX )
— R R 2 h~7 (GBfafHiz) (JAN) TH) hwT (Eriaz)  JAN)
W5E4 VUR=—ETESOmg v Y 23T FHE20mg VP04 mL, b2 T FE4 mg VU Y
0.8 mL
s BERR T T, Y ok v T 7 — RS BUERRTE (A) o/ TRy b Dy S okiatt
Foeot, M = ZE RIS WFEt,/ = — A RSt
HKFRAEH H 20114E7H 1A 20084F4H16H : 40mg U > 0.8 mL
20104E1H20H : 40mg >V 0.8 mL GES&EM)
2010410 27H : 40mg > U > 0.8 mL (i fi-iB)
20114E7H1H : 20mg vV > 204 mL, 40mg > U > 08mL GlliiBN)
HEEEA A
Ml A B
FLHI X 43 A= SR A= H SR L
JEI3E JEI3E
L7 A SR % A5 A ESR L
EE —EMSEON A IV EHATHZ b ) EE-ERMSOMGEAMCEVHETLZ b
{b A= —4 TV A~ (BEETMBx)  JAN) — 4 T XY A~ (BT x)  JAN)
Golimumab (Genetical Recombination) (JAN) Adalimumab (Genetical Recombination)
AE TV A~70E, b MEEESLRNT o (8T 2B G e b IgGl | A - & Mk b TNFa £/ 7 0—FAHEKTH D IgGOEH (y184) &
E ) ru—FAHETH S, O (x $4) 3 — F4% cDNA OFBUTEIVFr A =— AL AHF—
Y ATIE, vUAITr— (Sp2/0) MlAIC LV EASID, DEERAIR CREA SN D451 DT I ) EFREE (ChoHa306N5840678S15 5 771
TY A<TNE, S6[HOT I JEEENG/RD H 8 (y18H) 20 TR URIS | & @ 4931895, C Ko U YV Uy EEMRXIXRELTWVWDH H O
BOT IV BEENGRD L (x $0) 20 7 TSN AHEY /X7 B | CyioiH3384Nss:0677815 5 57 T : 49,190.78 % i) 730 72 5 HEH2 ) - £ 214
(55 : 149,802~151,064) Th 5, DT 2 7 FaFEkk (Cpa7H 606N2520332S6 ; 71 @ 23,407.82) 75 72 HHREH
N AT S v I =L}
¥ HER C2220H3427N50504680S 17
Lf'/é\ C1043H1608N2800333SS
-1 1 149,802~151,064 471 : #49148,000
I - E gy e v (1Y 205 mL ) - TV AT EBETERR) S0mg & | A BEHAl L7 Ry o)
H By - &8 1) oroh)  7H ) AT GElaFHE#EZ) 20 mg,
40 mg
ZhHE - ZhE BETRIBIR CROIRA 072281 Y v~ (BfiofEBRE o & &) taITH FE20mg Y P04 mL

BEHRMR CRURA A0 72 T RiR &
ZBAEN IR BN & A 3 D A EVERR R R & ¢

BAFLT Ly L

F W E ] LT
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—RHI4 TR

Y A7 BETHEEZ)  JAN)

THEY AT GEETHELZ)  JAN)

Wae4a VUR=— K TESOmg vV Y 23T FA20mg VP04 ml, EaI T FE40 mg VU Y
0.8 mL
taIJ KT E40mg >V 0.8 mL
MY v~ (BSOEENREO k& &T)
BEFFIRHR CONRA 0072 TR iR
[ VERCRE, BIMTAE PRI
SRIELMEATHESR
% BAENCIRENE 2 A 3 5 B R MBI i 2%
HEE U EE OTREINC B D 7 1 — Ui O B MRS A K ORI (BE
TR TR G EITRD)
(%)
t=2ITJEFHE20mg U P04 mL
B o~F : —
TR VECRE, BIEREMERCEE - —
SREMERHER © —
ZRAENCIRENE 2 AT D BRI AR PRI 2%« O
ra—20 s —
t2I 7K FiE40mg ) 2208 mL
i) o~F: 0
A VEVCRE, BIEREMERHEE - O
REMEHER « O
ZEAENCIREE 2 AT D B AR ERIREI 2%« O
rua—295 0 O
Zhie » 2 RIC | 1. BEOBRICBNT, L2 EH1AloR ) v~F3 (K% | BE) v~F
B 3 % fif H <) B XL DM R EIT> T, RAICERT WO NERD | (1) AFOBMAE, FAIE L CEERR COIRATS2REE ) v~F B
roEE BAOGAEICHRETHZ &, WIRET D2 &, 72720, BfioMErREOERN RN E PRI

2. AREFIETAREZET N GEEHEEZ) ORI IThbRVnZ &,

(ITH®E
MRS ] DESR)

HEFEITHLTL, HV U~FEICE B EBEERR2NEETHHEH T
XEHN, MEOHA FTA 0 %EBR LU ET, BEOREELZ R
L, AAHIOMHEHOSHEM,ZEEICHBTT D Z &,

Q) AHIETA"ZET N (Efz) ORI fThRnwZ L (( THE
RIEARMNTEE) OB |

=5 LR K OFBE B RE 1L HLHE

]

BAFLT Ly L

F W E ] LT
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—RHI4 TR

Y A7 BETHEEZ)  JAN)

THEY AT GEETHELZ)  JAN)

WR5t 4

R T Omg Y Y

bEaI T TFE0mg VP04 mL, B2 T FHE4M mg VY Y
0.8 mL

(1) D7 EHIFEEOBETFOEEEE EMNRIEE &) THokohi
DELNT, RENEERE (BSA) DO10%L Ik SEAICH 54
HIk,

Q) HRMEORIZ X OIBEEEREZ AT 258 5T 2 L,

SRIEMEAHESR
BWEDIFIIZIBNT, BEARIEE GEAT v A FHERIRELRS) (2L 55
YRGB R AT > T, HEICERET 28 & 0 REBRIERD KD HE &k s
T5HZ &,

S BRI IEEINE 2 A 2 BRIV R VE B Ei 2%
HWEDIHRICENT, D EBIAIOHIY v~TF (EMRAIZRS) %
WX DWERIBIREITo T, RRIGERT 2 52 R ERREER DX 55
BICHEET 5 2L, RFREFERRIEBES IOV T, EFERICH
TOENER OLZEMENHESL LW RWe e, REERNZE L, %
RISTIEROG ARG 52 L,

7 a— ¥R
WEOIRFICEWT, REEE, oEyRE (-7 3 73U F g
A, A7uaA R, 7THFATY %) FICX LMY RIBHEEIToTH, K
BRI T 2 S0 RERERDEDBE G T2 b, B, AR
FREEGITBAR EITO TR EBE L RRHITH Z &,

M- &

AR bLdY— LT 5

WE, AT TY AT (B 7H#Z) & LT50 mg 48T, 5
THEHT 2, 2ok, BHEOREICIE U TIEN0 mg M+ 252 LATE
50

AN MUFH— 2 LRWES
W, RACIETY A~7 B THfez) & LTI00 mg Z4#(C1E], 5
THERT D,

Bt Y v~
WE, BRACET H Y AT (BB Z) L L T4 mg 2281,
BTERNT 5, 28, 2IRA+07254, 1H80 mg £ THETE 5.

T PR EE K O B EAE P L
WE, AT Z Y A~7 EaiEz) & LTHmIc80 mg 2/ F
HH L, DE2EIC1E], 40 mg AR TERT 2, 28, RN +00%E
IZ1X1B180 mg £ CTHETX 5,

SRIEMEATHESR
WE, AT XY hvT GRETHEZ) L LT40 mg 2281,
TR D, 7B, RS T37256, 180 mg £ THRETE 5,

BAFLT Ly L

F W E ] LT

91 a8eq



— A% 2 A~7 (EETHEEZ)  (JAN) THY AT (EETHEEZ)  (AN)
Wae4a VUR=— K TESOmg vV Y 23T FA20mg VP04 ml, EaI T FE40 mg VU Y
0.8 mL
L BRI IR BN 2 A T 2 B RS MBI 2%
WE, TV LAY (BeTHBZ) L LT, {KELS kg PLE30 kg Ko
BA1320 mg %, (KHE30 kg L EOBHFAIT40 mg Z20I21[H], B PSS
2,
7 a—9H
WHE, RAIET XY AT (EE7HE#RZ) & L THIENZI60 mg %, #)
[EI# 520 121280 mg & K TiER T 5, FIE#E G4 %L, 40 mg &
21\, RTFENT 2.
ik - HEIC | 1. 100 mg #¥5-%217 9 B31%, 100 mg #5-1350 mg #H#EICHBE LT, —#D | (1) KB OFELEFRBICH - > TIE, ERMZICEWT, LTERMICE S
B9 % i A EEREWERORBBEN S E D ATREMENH L Z L E2BETH L, 2y, ERIOBEEOEBEOL & TREEITO 2L, RANC X IR
roEE ( TZ0MoEE] OEEBR) %, BRI LV EANZY LS BEIC O VT, Be&EED

2. AFB3~4EEGZITRELISHE SN2 WEEIE
&, RFERIHEZEETL L,

3. A bR FLEP—FEHTTOI00 mg #51E, 50 mg 5T~ TR
OREEREOMEREG LV EAMED Z LR SN TND Z &b,
BEOER, BEOBGRRIEIR, WRREMSZME L CREfiok
EHHREOERNBENEEZONDIBAICHEEICEET D &,
( TERPRARE) DB

4, KAIEMFEEIC L ZEIEIZA b LFY— MIEFHBRCE RN &
DRINTNDD, AROHEMBELIZA b ML — IRl T
RWBARHEICERT A L, ( THERAGE) OESIR)

HEp/ s TR

"HECTH D ( THEARKEANEE] OEBR) |

Q) BHEBICEHNIMNAEEZDZ L, £io, BRENSEURERAL, IR
WO AN (5, B, B, HFEEOWAL) , FEOALITIXE
FLanwz e (TEAEOEE] OESBR) |

(3) BV v~F R UBREMEFHERIZBN T, AANC X 2IEHMISIE, 8
WG O RELUNIZE LN, 128 LNICIHEERIS S S/
WAL, BUEOIERHBEOKGEAZEEICES T2 L, £2, HE
T THORBE LN WIS, BUEOIRREE Ofki & 18 E I
ETHI L,

4) =M N OBEEMETREC BV C, ARRNC X DIRIRGIE, @
BeH-BAA N D16ELUNIZE DL D, 1688 LNIZIE RS0 S S
LA, BUEOREHBEOMGEZEEICHES T2 L, £, HE%
fTo THORRBBONRWES, BUEOIREHE O A HEICHE
TAHI L,

(5) ZBRAMICIEEME 26 3 2 B EEFREREHRICB N T, RAIZL 518
PESOE, BEEGBEN S RELNIZE LS, 12 LINICTRE X
JERELNRNEAE, BEOREHBOME A EEICHEST 52
k.

(6) 7 v — IRIZBNWT, ARFNZ X ZIRERISIL, W& GBA 548 DL
MIZBE D, 4EFE R TEEARAER-SC RS LI X 2 18R G035
LIRWIEE, Fi0, FMRHERER G TIORA T E oG AT

BAFLT Ly L

F W E ] LT
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— MR B T 2 AvT (EETHIEZ)  JAN) THEY AT GEETHELZ)  JAN)
WR5E4 VR TEOmg v oY 23T FA20mg VP04 ml, EaI T FE40 mg VU Y
0.8 mL
AHNORfe 3 G- O LEEEZRFT L, tMOIBRE~OEZ 2BET 5
Z L,
(7) AFNXIENCEEEZFEHTDHZ &,
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b, BEEZTS5IATY, BRENHEO SNEAICITREE I 574
EOBYIRME EZITV, BYUENHRT D E AR ZHR G L
Lo B, BUYEIZ LV ECICE SRR RE SN TN A,

Q) fitE GEEARH) g (BHEESE, WWEEZ2EDR) Kebbh
LTERHDHDT, BIEEZTHITITY, BENBO ONZLGAITIE
PG hIbd 57 EOMY R MEEIT) Z L,

(3) MifEEE (BEERE) o AR U RS R OB R (25
PEREAVAE, fRARRRAR, FEMHERRER, X7 - NL—IERERES) B3
BN ENHLOT, BEETHSITY, BELSRDLNTHE
Wi, BEEPIET 52 P OB REEITO Z L,

@) EELMEREE GEERE) - FuinskEdE, Aimskd, ek
B, MR FEOEE R MEEERH bbb 2 EBHDHDT, #l
LBaT0IATY, BREBEO ONGEAICITREEFIET 572 E 0l
BI7puE %1795 Z &,

6) o -oMtELALE EEARH) 9 > AREOREIIEAR D D
P2 ENHDOT, BEELTHITITY, BENRBDOLNILEEIC

(1) ERZEIEH

) AidE (03%) , ik (2.9%) FOEERRIYE « BulE, ik
OBEEREGYE (ME, BEE (22—FvRAT 4 R%E) , VALVRE
OHFRERIZEDHD) BHLONDEZ ENRHDHOT, JHEFIT T
VBB ATV, BENRD LN HA IS % P+ 5% 0uEY)
RAVEEITO Z &, B, BYYEIC L VIETICE - ERDHE Sh
T35,

2) i (03%) g (WishREEE (M, U oo #i%) |, BREPER
BED) DHLDONDIENDH D, YUy ) U RIEEOHRENEN
DOBEFIZBWT, BH®BRIEEBMEEERL bR EbH b, Mo
BERGULE CIE, SERDBEIE LT 2B NN H D=0, HEBLEHIC,
FEREELOZW AT, PUEEL G52 L, RO
I2iE, MR R OIS X MRES 2 ENMNICIT> 2 ik v, fEEE
KORBNHSITERT D &, £z, MisERE (R, Vo i
) bHOLONDIERHDLZ LD, TORHRENL BB L
BriTH &, BEPREOONTHAICIEREETIEL, @Y 0E
1O &,

3) A—TREEEERE (0.1%)  A— T AEEERENDH DD T ER
B, TOXIRGAEILE, BEEPETHI &,

4) PSR GEEAPY ) BBEEE (SREMEEOE, ALK, B

BAFLT Ly L

F W E ] LT

vC a8eq



— A4 TR Y A~T (GEHETREEZ)  JAN) TH) AT (EETHEZ)  JAN)
Wae4a VUR=— K TESOmg vV Y 23T FA20mg VP04 ml, EaI T FE40 mg VU Y
0.8 mL
[ G AL 57 E O AR B AITH &, WrtEFRES, X7 « NL—EFERS) O RS L EEEs
(6) BEERTVAX—G BEERH) 7T 74 7% —HRIEREOE HobbdZ Enbb, RENEDOOLNTHAICE, #5E2FPI1ETS
BERTUVALX—FRENH 6N Z ENH Y, ARAWIEFRG%ICHEER HEOWY)REEITH Z L,
LEER S D, BEE DI, BENPROONEZEAICEAA | 5 BHEELTLVAX—MGE GEERRAT ) 737 0 7% RS
OEEERIEL, BWURMEEITY Z L, ODEERT VAR —ENHEbNDZ 03D, +RITBEEIT
(7) N—T ARG BEERY) V=T RREEEN D b D Z & VW, 2O XS BRSO BNIGAITILEC O ICE G ERIE L, J#
NHDOT, BENRD ONIHEIITIAROREEZFRIEL, #HEkR U1 ALB %475 2 &,
WEEATH Z &, 6) EEAIMEEE (LERBAE, m/MBE, BIMEREE, kL
BRE)  EEEART ) HARRBME M A& el m BRIRAME,
M EREAE (I IMBIBAE,  H M EREE, FERERBES) Bd 5
PN ERDH D, BENPBOONZHEAICIEGE L, @Yk
WEEITH Z &,
7)) RIEMERIR (0.9%) : FRRMEEZ & REEMRRS bbb 2 &
DHDHOT, FE, EHK, FERNESEOMRIHERICHAERL, R
WFRD LIVZEAITIE, ERCET X AR, M CT MK
QMR A EE L FZ L, AfRGEPETLEEBII=a—FEY
2T 4 A L ERIZWT (B-D-Z v v DRIES) A EEICANED
RAVE AT Z &, ek, MEMEMEOFEREDH B BEITIL, EM
MICIRZ 21T H 72 8, HETH L,
8) BURERTe, FFREREREE, WE, RS (EEAW® ) . BUERZ%,
FL\W AST (GOT) , ALT (GPT) o> LH-% £k 5 fFHREREE, 2%
JH, FARERHLONDZENHDDT, HMICBELEITY, BEN
RSN EAIIFEG 2L L, BYIARLEERITO L, B, T
NWHOHIZIE B BFR YA NV ADOEIEHALICE A L OREFN TN
72
B ESN ST E IS RO B NZEWEA O, BTN,
2) ZTOMOENEH (2) ZOfhORITEH
# 1.7-4518 #£ 175881,
A EOEE | —RICEEE T EREE (GREERES) NMETLTCWDOT, RYWES | BT ICBWTEERAEFTRORARO LANRDO LTS, £
B E SO | ORWEAORBUCEE L, +oeBlgasirH> 2 L, —RICEERE TIXAETRRREE (S RERES) DMK T L CWA DT, o7
5 BEITV, BYYESORHERORBUCHET DT L,
A EOEE | 1) R SUTEE L TW D ATREVED H 40 i, H EOFRMENER | (1) S UTERE LTV A ATREED & 5 i AL, 8 LB RIS Gk
AL b, PE I, P BB L HW SN A BEICOBEETL 2, [RBIE 1gGlE/ Pz B LS D HEAICOREST 52 UERFO# 52
IR E~D Ju—FAPRTHY, 1gG PLUREHREERESH D Z LMoL T T 5 AR LT

BAFLT Ly L

F W E ] LT

ST a8eq



— A4 TR 2 AvT (EETHIEZ)  JAN) TH) AT (EETHEZ)  JAN)
Wae4a VUR=— K TESOmg vV Y 23T FA20mg VP04 ml, EaI T FE40 mg VU Y
0.8 mL
5 Wb, o T, KFOEGEEZZTEBENOEENTLARICENT | Q) RANTREBHRERSH D LEORERH D, o T, KFloREGEZZT
1T, YOV R BNEEDLFREND D128, HLRICET I F U2k -RENLOHARICEWTE, B0 X7 BNEEDHAREERSH B
BT 5BICIFTEENRLETH D, ] 7, BT FUEESTABRIIIEENLETH B,
2) AFELGRIIELERT S22, (Ko MaBT2HH~D | ) BRAFOELIZET 2 RAMIIMENL L TV, BELT O NI
BATIIAHTH 03, BER (L) CTHHHTF~BITT 5 Z &3 #® HaehiEsws2 L [(REloe NLH~OBITIZIAHATH DL, loht
HEInTna, ] TNF A TX@ L Tl ~OBITAME ST\ a] |
A EoEE | INREICKT B2 eI LTy (BRI 20 (1) FEMERPRMERIEI R
ANVAE SONF '3 ARF AT DB ST AL EVEITRESL L TRV, (B FRRBR A 72
5. W, )
(2) AFEVERPREPEBIHIZ LIS
INREER R DRI L TRy, (BEARREBR 220, )
A EOER | BARRBRIZBWT, 10 mgke £ TOHBEOHBEIFIRNE G THERIBENE | © MBI 2 K8 O R Kt RIS STy, BRRERICE VT, M
EERG RO TV e, IBER LRI, BIEAOBEBERER ZEEERSE | §i) v~ FBE AR Z R K10 mgkg FCXEES LI-RFTE, =
2L, JERDEED HNTIEAICITER)N Y A ERIEEIT ) 2 &, FREIEITFED LTV, BEREOLAIL, AEFROMECIERE
EEECBIEL, HONIHEY) 2 fHEREEITH 2 &,
FEHAEOEE | 1) BRSRE: RTOREETLHZ L, (1) HERE K TFICoRE5T5 2L,
W EoEE |2 H®EHE Q) #HEF:
ETEMHCHZ->TE, ROSITEETDHI L, 1) EEERALIERBBER, MEE T B A RO, EE ISR A L E
() B51%, EBaEs, MEEHSOIRBSERSZ &, R—ET~ 0 I LT L, SRR AL~ 0 R LIRS TR W2 &, HifzpiE
F4pZ SITRET D L, FHERAZIE, RIRIOERENL NS D72 E b3 em BT Z &,
Q) HERNCHBENSRY HLERICELTEB ZEREE LU, 2)  REREDTEBAL XSG DBURAR AL, B RE O H DAL (1,
HIZ, R, WRHEFEOA) IITHRH LW &,
3) MOFEAIERA LRI &,
4 FFENFEEHORAITHY, FHEH LN L,
A EOBEE | 1) AL, EWNCIES2EM, WA CIEBEMEZB X R GREOZ2ME | (1) ARORKRERE, EWNT299EME T, WA CIXI34EME ToMMT
ZDMMOIEE e AV DAY AN SN TEBY, ZIhb o282 AR ORRE RO 2T
2)  AFIOM AFMHERBIL I TV, TN ZUTUVRUY,

3) ARANT D oMt LAREF ZRIG L UK Z £ L T2
N, AFFETTH > MIELREDOFER UTE(LA WG SN TV 5,
fhooPt TNF HANZIBIT D 9 o iR e E 38 & LR RER T,
DAREIEROBEAL, 1RO EERHE SN TN 5D,

4 AREHOWSERRFERD 77 & A 5k K OFEx IR 38T, 100
MNEHTZ Y OV L JEDORBIRIT, 50 mg FEASIBHRHIE2313 A4 T0.04
(1)) TH-o=0IZE LT, 100 mg BESBHIMIMKI3400 A4ET0.18 (6

Q) SRR & OB EE MR RS 1R\ T, ARK & SRR TE X BE
TFEOEEEE L OPFHIZONT, ARhE R ORI ST
W,

(3) MHDEFIRABRIZIBW T, FilEdifR (ANA) BMEEAR 8 &L 7o AH
BHBEOEIGE, T ERBLEBELTHEM L, Zhb0BHIC
BWTENIZ, Ficlo— 7 ARG 2 R T D EENE O bl
2, EHPIERICEE LR,

BAFLT Ly L

F W E ] LT
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— A% 2 A~7 (EETHEEZ)  (JAN) THY AT (EETHEEZ)  (AN)
Wae4a VUR=— K TESOmg vV Y 23T FA20mg VP04 ml, EaI T FE40 mg VU Y
0.8 mL
Bl L@Emroi, @) AANZX, ~VAKROT v MEFSwWEICREG T 5L, bRt
5)  AAIOWESERREER 0O 7T & At B K O IR IS ) T, 100 L FEPFEPEPEOHR RO b, +HRBEENGEOLNRY, 20
NEDH T2 OEEEYE DR BELZRIT, 50 mg HENBHRIR2313 A4 7o, DAJRPEBERITEM S v Tuniauy,
T3.03 (5764) THH7=DITH LT, 100 mg FE2NEHHIMB401 AT | (5) AFNT S o Mt L AREBEE G E U BRRERZ Ei L T\
5.09 (11761) &@EnoTz, N, FAFEET TH > P LREOEANRE STV, £72, i
FE72, 100NFEHT Y OFREZEORBHIE, 50 mg FEANBHIM2313 A4 DL TNF "WHNZBIT 5 5 o iR ez 55 & UBRRER T, D
T0.17 (4B)) THoDIZH LT, 100 mg HEASBHIIRI3401 AT REFER OB, FECRO EFNHE SN TWA,
0.35 (1266) &minoT,
I HIT, 100ANF-dH 7= v O H I REYYE O FKBLZRIL, 50 mg FEDBHR
M2313 AET0.13 (3f) TH-o=DIZRk LT, 100 mg BEAS BRI
3401 NHET0.24 (BfF) & @doTz,
6)  AHIDOUESMGEIRFRER D 7" F & ANk I & O FFEs IR L2 B\ T, 100
NEDH T2 0 OBIBERBEOFE =T, 50 mg BEDNIBHRMIRT2426 A4ET0.00
o) THo=dixk LT, 100 mg REASEHMIE3644 N4 C0.14 (5
fil) EEnoi,
i % (FHAE | 20114E10H k3T (F52R) 20124E 11 A EET (314050
AHR)

BAFLT Ly L

F W E ] LT
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® 1.7-1 REREED&G—ER )

—HREIA R TH BT N s Z)

kae4h T UV 2SS mg ) P05 mL, =T LV FESOmg V) oY
1.0 mL
A WiEWR e, 7 7 A P — st
WR7e /B TR
HKFRAEH H 200843 H14H : 25mg >V > 0.5 mL
201042 H5H : 25mg >V > 05mL, 50mg >V > 1.0 mL (I E:80)
FHEAFEH M
M H
TRy A R B

e
WA A B O
(FED) VERE — [ERISE DI AT & 0 B3 5 = &

I e —fxs A I T Gl TRRR)
Etanercept (genetical recombination)

{54 : 1-235-Tumor necrosis factor receptor (human) fusion protein with 236 -
467 - immunoglobulin G1 (human y1-chain Fc fragment), dimer

AE : FrA =—ANL2Z—JHMlE (CHO) ZFIH L7-#m 1/ x
WL VEASNT, B b 1gGl® Fe fifilk & 43 F 875 kDa (p75) Dt hEE;
BRI B84 (TNFR-ID Offast KA A v oW 7 2= b &K
DR LR AE

ZyF-H : #9150,000

BT 2R 934

FIRL - G R FIR
T LV FTE2S mg U 2205 mL ;KPS
T LA TESOmg U > P10 mL : AKPEEEFA
e
T T LV TFE2S mg Y 2 20.5mL
12V 205ml feg v b GEBETHHZ) 25mg &H
T T UV FESOmg > U P 1.0mL :
1) 210ml P& xLv7 b GEBETHHZ) S0mg &H

BdHT L L

F W E ] LT

8C a8eq



—RHI4 TR

TR (Bn A Z)

WR5t 4

TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y
1.0 mL

RIEE + VR

BEAARIR COURA T 2B U v ~F (B OMErIRIEGE O 1k 2 & Te)

e - AR

I BWEOIEEIZBWT, EAT A FHEFIRIEA KR OMLOHL ) 7~ F 3

BE 39 % i A HICK WU RIBEEIT > T, FEBICERT 28 50720k 085% 5
LoEE LalckET o2&,
2. AREETANEZET N (Eafiz) offidtrbrns e, [ THE
B HARNEE ] OEEBMR]
M- & KAk, @E, BAIZT 2T b EBETHEELZ) & LTI0~25mg
Z1A 1], #ic2mE, XiE25~50mg 218 18, #IC1E, & FERT S,
ik - BB 1L AFNE, 1H0FRGE225 mg XiE50 mg DEFIOREESHZ L,
RBE 89 % i A 2B, 1IECAROEBEFERTZ L,
rorE 2. ARBOEGEHBICHT- > L, ERMEICEWT, LTEMIZED
D, EROBESHOEEDOS & THEEITY 2L, RN K DIREMA
%, BERIC L EAN Y LS BEIC OV, BeEE b
ARETH D, [ TEEREAWEE] OHESR]
3. HESEEALAOES GRLBE, FEAR, #m, MEAR, % 5% @G ShTwn
LHDT, PHBIZENTEEZ D &,
4. AR ZEBEI20EG5 T 2561, #5EREEI~4EMBE T L,
i 1. AFELHICEY, fi, BUE % & T B 72 RYWE K OVDLBEEE B o

(EERREINTEY, AFEOBIEMIZIE S 2 TrEangy, EiEE
BORBLMEIN TN D, RAIDERFRZEIRSE LA TR &
LEWD, INOLOEREBREIC UL, BENEM LI LB
WU BT, 1BFE EOARMENREREEZ EEb b S M Sh B4
DHPEEFTH L,
F72, RFOBEIZENT, EERBWERICLD, EMampails /-
EDBZENHDLDOT, BARFORIG 14y Al HE 7 R % I OV ffi A3
ERL, REIFBGZICEWERNRE L HA121E, HREICEET S
IOBFICEEEEZD L,

2. RYWIE

(1) EEREYYE
B SE, B RME & e BN RUBRE 2 O SRR 72 REYURE D il &
NTNWD72®, +oeBIEEIT 5 7 ERGYEORIEICERTHZ &,

(2) Kz
FEREVERERE (GBRIERE) RO (MR, Vo "fi%) &k
BERHIE L, HEHHME SN TWD, OB E TR 0B

BAFLT Ly L

F W E ] LT

6¢C a8eq



—RHI4 TR

TR (Bn A Z)

WR5t 4

TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y
1.0 mL

LR OEALORBZENLN D D12, REIEGAHT - TEZICET 5
+53 727, MERL > N URRER Y L7 U U RO EITV,
BHME CT MASZITI Z &Ly, BEREOAFELERTSZ
&,

Fio, MEOPERYEEICT, EgEo&L % L LT, KRS
THZ L,

VL7 ) CRIGEDBREDNEIEDBRE IR T, WS SIEIIERE
NRDLNTHHHE SN TN D,

WBER B OBRRAELR - B2 Lo®E LS, KHIZE T TNF #fil/EH
EETOEFTHONZ EOWERD D, BBERE (BRMEBEE
8 ROVFOBEROSH D BHICIIRGE LAV L L, BiiREEE
50 BRERCFEERE 2 H T 5 BEICEET 2561003, MERBR2 NS
OREEFERT 5728, +oeBlE%1T5 2 &,

AFNOBIREAT HRNS, AT oA FEFRIEA R O OF Y 7 < F
WEOHAEZ OB ETDZ L, 2, AAllC W TO o7k s
U < FIRREORER A b OEMMMEN T 5 2 L,

e (KOR
HIIEES L
AAND)

1)

2)
3)
4)
5)

6)

UMAE D RE XIIZ DV A7 25T 5 BE EREZ XL E L
FERERBRICEB W T, AFBGRETITHREOBMIEVIEL RN R L
7o [ZDMMoEE] OESMRE]

EHERBYYEDORE UEREZBELSEIBZNLED D, ]

WEME O BRE DEREZEASEIBENND D, ]

AFN O B3 LI e OB O & 5 B

BB (ZRMEI(LES) ROZOMERED D 5 EBE EIRO R
KOEOBENLH D, ]

) o MPELAREDRE UEREZELLIELIBENNH D, [ZOMO
HEE] OS]

i Lo
HEEE (K
O BHFITITIE
HIIEET D
&)

(M

@)

(€)

JRYE D B SUTBILEN B 5 BH AR IS 2 e 5
ERZA L, EERBEISEICHEL 52D RIERDHLOT, HY)
IRRLE & R BB METH D, [HEREARER] OHEMR]
R DOBREE (RO OBIEED H 5 BE R WH L~ 7o b
TRABEAT RO & 5 BH)  [MEAZEISE 28N RH LD T,
Mt L2 b A 2 EIACAT O 2 L, RERAEIR OFEBUC 43
HHZ &, THELREARNER OEHSHR]
GIBGNEOIRREIC & D B IBIELZHRE T 2B LN H D, ]

BAFLT Ly L

F W E ] LT

0¢ a8eq



—RHI4 TR

TR (Bn A Z)

WR5t 4

TV LIV TS mg VY P05 mL, T LV FHESOmg VU Y
1.0 mL

4

)

(6)
0

B BN BN DG L H T 2 BEROFERED & 2 BF [
BREBEOBZNADH L7120, WHBEGZHEOREL I L, +oik
Bioz e, THEERLEANEER] OHSR]

HE 2 MBS GLILERERD, FAERRERMNSE) O»BFLE DRE
EafT 8% DERNE T 2820055, TEWEM] © TEK
IREIER OIEZM]

rilE [ Teles ~oh ) OmEEM]

VMG DRALE D & 2 8 [MEMEM RS HEEIITE T2 2 &
Wb, TERZEIWEM] OHEZM]

O N Y=+
BB 7 R
T

(M

@)

1)
2)
3)

4)

€)

AFNE, MM RS 2 995 TNF OAFEMEZ Jif 35 DT,
IR T 55 EMEIC B2 RIET B8 H D, TDOTDAHA
BTGB LT, HaRBlEi e 1T O RIE ORBICHEICER T 5 2
b, Fe, BEICKL, BE, BRESNHOLDNLEHEAIE, EP
MICEREICHRE T L9852 &,

AENEGAHENL - TRZIC BT 5 o372 ffize, L v U RER
YL 7 U U RISREEIT, WEME CT ME, ¥ —7=xn
oy SERIE (AT 4T eny) HETHIEICEY, fEREY
DHEMERERT D L, BEOBEREAE AT 556 & OFRZRYL 23 5
DDA, BEOBERBRN S DEMICHERT I, UTD
WO BEICIE, FHAE L THifigEo®R S5 % Lz BT, K&l%
BE55Z L,

Mo GRS CRRIB A AT D EE SN DB AT 585
FEEOIRIRE (MM EZET) 2 HT 2485

VAL U RSB, v —T xu sy JWERE (AT 4T
=) REOREICED, BRGNS b b g

FEZ A & OREHENE A A T 5 BE

F7o, KAFEGT Y, BWEL > b AU RES OEY A R 2 S #IIC
179 7 EREOBBLTHolc B L, BEICRL, A5 D ik
DFBLLUTEA (R T 2%, JEVE) 1Tl EIREICHER T
LHEFWT DL, kB, MEOEIMERER SN-SEITAH %
BH LNk,

AF &G iehl TNF A 2% 5 Sz BRIFFR A VA% vy ) 7 OBRE
WZBWT, B R YA NVAOERHEALAHEE SN TS, B B
VANAXX VT OREFICAEELGT 2560, IFEEHRERESH

BAFLT Ly L

F W E ] LT
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—RHI4 TR

TR (Bn A Z)

WR5t 4

TV LIV TS mg VY P05 mL, T LV FHESOmg VU Y
1.0 mL

4
)

(6)

0

®)

€

RKRIANAST—H—DE=Z ) L TE2ITH570E, B BAFLTA L AD
FHEE LOBMBEPERORBIICERE T D22 &, 28, ZhbooWEo
£ <%, MhoOREMEER % b S Z FHER G Lo BEITEE Tw
5.

ARG L, AUV FUBREICLVERETIBENRH DT, 4
U7 FUERIIITDRN E, [ [Z0MOER) OEBH]

AHN & E TPl TNF BHAICEB W T, #i-/2 B EPROBE N R E ST
Wa, [ TEWER) o TZotogIER] oESHE]

AFN &G Tehl TNF BEICBW T, RS (3 LE, Rkt
%, HWMERFHRSE) ROERMMRR (X7 - NL—ERERSE) ©
JRBER BOFHLE( N HME SN TWD, TODMBIER N RZED
BEERED & 5 BE~NIRFN 2R E L &, BRENSEDN D R
FIZOWTHE, MRFZFHMESCEGRZW S OMRAE 21TV, EEIC AR
M EBRMEZ TG Lz ECAFIEH o4 2 me L, &5%I3+o
WCBIREITH 2 &,

AFNCEHHE LT LAX—eN G SN Tns, BT LV —
XIETF 7 4 THRU=FUENRB LIZEAIE, EeickG ik L
WY RAEETS 2 &, [ TRER) o TEXAREWER) OESMK]
Fo, EERIERUATYH, RFZEGRIE, RO, 5
R, I, BEIR, & 5 S OVEFHINLSUG & 2 WIS ERAL H if 253
ZHEBEOOLNTNDEOT, KFIEFEEIZEET S L L b, BIUHE
BL, VEIISCCEYZRAELZITY Z &,

AKENOEFE O 7L, FT v 7 AZEALTWDLTED, TT v
7 ZAMBUE OBEER H 5 VIZTREME D b B 548, EREO X+ v 7~
DR 5 VIARF ORIV, BEMKISHRBZ 5 ENHHDT
HEETDHI &,

FR AR AR N N DI SER ORI, B oS OBV O
FENME I TWD, —ikIS, BEREEKBROH 5 BT IR
HilF 2 B E L E, YECEME Y o EO R O LR
BELZEDMESNTWD, -, AHIZETH TNF 8F 24680 L
ToNRRFHERRAICB W T S, kY o ES O B EE S S Sh
TW5B, AFRNTRIK ST 2200 50TV, RS OREIITE
BTz b, [ THERMHE 0ESHR]

(10) AA AR — T ARIEGEHEAFEIL L, S 5ICHT dsDNA HUiEg L L

BAFLT Ly L

F W E ] LT
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—RHI4 TR

TR (Bn A Z)

WR5t 4

TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y
1.0 mL

Rol-H81E, W52+ CRAFSIC X Y HT dsDNA HifEo

B L R O — 7 AR 2 DT D IERDBET 5201 H

%) . [ TZ2oMoikE) omEsH]

(D) 1) BEHELEOEAIZOWTL, EMNTORYEZERERICRFL, +
DIREEIGE TR L0, AREEEIC X B fEkE & sHukico
WCRERENHEML, BEALOMIEICRETELZ 2R L L
T, ERIOEIEEO S L TEMT DL L, T, @EAK, BYYE
HAKNC L ARWERAN DN B56S0 8 C 5 Ok /s R #E 2k i
LRDFREMER D ALAICIE, EBICH ARG EZFIESE, EMO
BE T CHEBICHET DR PEURLEEITY Z L,

2) HEABEAOENE (EHE T Z2FEHA L2V L S ICBEICE
BEERL, BEREETIECOVWTREAMET S Z L, £2TOMH
BB iR BT 28852175 LRIRRC, R (R
—{kR) RBEETIABEERMTI L,

(12) AFNIFEHIZ L0 i@ BB UTENT 5 Z ERAHE SN T\ D, FHIE
RGEIIIAR RGO FIL2EETHZ L,

(13) KA T A"E2E2T N (o) ORI TR &, T
L L7277 v R &R E LEERRBRICBE VT, AFIEETH TNF
AT ANZET N GBETHEEX) OPFRAREE ST BE TIEpE
FICE 2RO RENTE 5T, BYYE L O FEE 72 BRYE O %
BLZRDBARH & S Lo T TNF BAN D 12 X D IRFE & % 7o A TORBR
LR TE»o T,

i Lo

FHEAEH

PEHER PFHICERTDZ &)

R4 5
YIS AT YD

ERAREIR - B TIE
I ANT Y D EEROBRBEIIARB BN LIZE A,
Ko QHEMBEGRE L R LT, YA MERE DS HF RIS A B L
T DWERD D,

e - faRA T
HFIIARBTH D,

i Lo

Rl 1A

([EIN B PR AR BR i)
AFN D10 mg V25 mg, MW2[EHEEE-72 5 NIAAID25 mg K TS50 mg 1
[\ 5 2t L7 E N ORERRERIC I\ T, 22 PEETAT x 5266015 11448

BAFLT Ly L

F W E ] LT

€€ a8eq



— A4 R TR (Bn A Z)
WRoE4 TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y

1.0 mL

B (67.9%) \CRIERMRRBO S, TOERE O, BYE T2 28241

(42.7%) , TESTESAL IS (83 15641 (23.6%) , B EY 1064

(16.1%) , = D FEJE26H (3.9%) , BEJE25HI (3.8%) , HEIED FW»

2161 (3.2%) , TFHR1B1 (3.2%) ETholz, F-ERKRAMER T AH)

%, ALT (GPT) EH53461 (52%) , AST (GOT) L5256 (3.8%) %

Thoto, (E2EEE20084E5 H E i, —Z4 /&R

(F2) SWHEHZE, LROERY:, WHEHZS, BEREZe, KB X4k, #RE
%, Mid, QE~LVRR, thERSE

(13) TESTEMLORIBE, * 5 PEk, FEIRS:

(F4) W95, KRG, FBE%

(EI P R R AT SR (&) )
iR % D — BRI 3 GE B 0> 241 % Bk L C M L 72 fRA ISRV T,
2 EMETN T 221389441 13714451 (26.7%) WCEIWERANRD b, TDE
b OIE, RYE T 120761 (8.7%) , EETERALEG609%] (4.4%)
95 V5O 55741 (4.0%) , EHEELR24261 (1.7%) , HTHEARE 552284
(1.6%) , FEE22201 (1.6%) % Th-o7z, (200844 A 45 1)
(HES) S|IHgEZE, K[EZK, Mk, ®HREBS
(16) #IBE, 1095, RIER%

MRS AR D
AHID10 mg e U25 mg, W2lE% 52/t LiziEsh CRE) OF I
EERMBRBRICE W T, 22t G154 F, &Y e 88 il
(57.1%) , TESHEMIARTIE] (46.1%) , FOM118%1 (76.6%) DAEE
5 D BROONTZ, BYYEZRSAEFLD Y b, KAIL ORISR
R EETERND O, EFEAIST06 (45.5%) , FHE 84
(52%) , F&B5SHI (3.2%) , WKWK, SR, F D PEAE, JHBAE 441
(2.6%) %LTHoTz, (KRB
(7)) AFIE ORBEROFEIZH»D L TRE L8

AF| D25 mg #2005 K50 mg #1E4EE 2Rt Li2iEsh CRERD
AFE) OF I EEREGRERIZB T, MR 53676+
166f (45.2%) [ZCRIVERARD b, TOEbOIE, S R6T
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— A4 R TR (Bn A Z)
WRoE4 TV LIV TS mg VY P05 mL, T LV FHESOmg VU Y

1.0 mL

Bl (183%) , BEFE2161 (5.7%) , L2060 (54%) , B 1741
(4.6%) HThHotl-, (KRR

(1) EXRZENEH

) BIE (02%) , ik (ma—FL 25 4 2% %EET)
(1.5%) , BEHEHBEYYE (0.2%) %0 A1 REGYE (2.6%)
TOXIBIERNH HbID Z L NH DD THREDIREEEL /51085
L, BENPRBDONIZEAICIE, #EFIEEOMEYRAEEITY 2
Lo B, BYYEIC X VI TIZE S TERMRHE ShTn b,

2) #EZ (0.1%Al)
AENB T L DAEREDIIEIL, HH5HHN G H 5D ATEEER 5 5
7o, RO, AR %, M2EOE LY SRR
BEL EYN (B 5-BHA%2 0 A RNZATREZR R 0 17 HIiZ1E], PARES
WHMSEIS U X7 28Ik, MREROBIICTOICER
THZE, £, WA (R, VoSS bl sh sz
s, ZORBEMRL BB L-EEE21THIZ L, RENRROLN
AR EETIE L, WUIRAEEITY Z &,

3) BERTLAX—KIE (0.5%)
MERE, 774 7% —, [ESEREKROFHRBEORERERT L
X —=FIERHHEDLNDEZENHHDT, BEEL+SIITV, ok
5 IR FUEDFRD BV AITITELNI B G- 2tk U, @R ALE %
1752 &,

4y  EERMKREE (0.9%)
AR B I OVLIN B (BammRiisimic E -7z Gte)
HImERED, AR, MRS, B, mERE RSEGEREA S D
bNDZENDD, BEITKIL, ARENE G I iR EE R YYE & 5
JIEMR (FEEAOFREE, HIERE, WM, AE%) b biiEAI
I, NI EREICHET I L OBE T2 L, 2O L9 REFIC
X, R MR AT S 2 S L, MR E SRR S AT,
WhEPIET DL,

5)  MBEEEE GEERET O9)
MiBEZE R (BRMEREILE, SPRtss, MRBTERRER, 72 - NL—
SEMRES) DN oD ZENnbD, BENHEONHEITE, B
by %0 e Bl AT Z &,

6) RNz (0.7%)
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—RHI4 TR

=4

Tt 7 N (s HEBR)

WR5t 4

TV LIV TS mg VY P05 mL, T LV FHESOmg VU Y
1.0 mL

VMR S b Z ERH B DT, FE, Wk, R IR S D
MR BREIRIC HAMTIER L, BESRD SNZHAITIE, Eehich
WLy MU, BEE CT A K OULiE Y A RS2 EhE L, A
DEEGHEPIETD L EBIC=2—FELXT 4 Atk & DERIZW (B-
D 7Ny DPESE) ZHFEICANETZRLEZITH 2 &, b, M
BV OBEEED H 5 BAEICE, SNSRI EIT Y R Y, EET
HT &,

7) Pt dsDNA HUADBEHEAL 2 1 9 b — 7 ARRFEGRE (0.1%A7H)

PU dsDNA HUADBEMEAL L, BAfiE, fiPe, RBEOER1H 6D
N2 ends, ZOLIRGEEITE, BEERIETHZ L,

8) fFpkBEREE (3.1%)

AST (GOT) , ALT (GPT) o L5H- %k 5 IFfER =N H Sbh b
ZERHDHOT, BIEEATZITITY, BENPEO NG AIZIIRS
ZHIEL, @WERLEEITY Z L,

9) ThEEMEF A REEAE (Toxic Epidermal Necrolysis : TEN) — (BHEEAR
By GE® ) Rz B REIRERE S (Stevens-Johnson JEfERE)  (0.1%AK
i), ZIHEE (0.1%A3m)

R B RE, FERIRIREERE, 2R H Db 2
ERHDHOT, BEETHIATY, RENED NG AICITEE %
FIEL, WYRMEERIT) 2L,

10) HUAFPERMIAE A (ANCA) BRMEMAE 2 (BEEEARH ©9)
PUFHERAIARE SR (ANCA) BHEMERN S SbND Z ERNH DD
T, BEE2 I, BESRO NGRS ETIEL, &
IR ALEEFTH 2 &,

1) BMHEEARE (0.1%) , *7a—BEERE (0.1%A7)

BMEBASE, X7 —BEEERH LN ENHHDOT, HEEY
F3AT, BEPRD ONEGEITES 2L L, HEERAE %
17952 &,

12) DA% (0.1%A0)

DARERH LD ENHDLDT, BEEZ+SITITY, BENED
LIEHEAITIE, FH5E2PIET 2HOMURAEEITH Z L,
) ZOfOEIVER

# 1.7-62H
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— x4 F THE IV T N GEE TR Z)

WRoE4 TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y
1.0 mL

R LoBERE | —MRICE RS TIRAERRE (EEESE) METLTWA0T, MYYES

B E SO | ORWEAORBBUCEE L, +oBlggsirH 2 L,

5

A EOREE | (1) TR SUIETIRE L TO 2 RREMEO & 2 i AL, 1R EOFRIEN G

il PE R, PEEEbd LS HAICOREETHZ L, UEERO#RY

BHImE~D WZCBAT A RMEIIMENL L TRy, ]

5 Q) BAFOBANEET D L 2T, COEEHTERETIHAIRAL

FhilksEsZ &, [BER (7> b)) TERAOLHBITARD D
nTnsg, J

A EoEE | INREICKT B2 eI LTy (BRI 20

ANVAE SONF '3

5.

FEAEOEE | & MBI A2 AR ORRKEREITML SN T, WEERIERBIC)

BERS W, EHEBRE 1260 mg/m®E T HEIHAIRNE G L2 & 24, ARHIR
7R mME T A Do de, B Y v~ FRFICBIT 2 RE# G I, )
B #5532 mg/m>DOFWRNIE S (FD%ITE FH516 mg/m® (~25 mg) %
LEZ2E#R 5] ThoT,
AENOFFTFIRITIN DI TR,

A EoEE | (1) B5RE

A EoEE EFZoAEETH L,

) #EHi

1) HEEHRIS~300RNCEIRICELTRBL 2 &, BRICED T, AH
OEHE DX ¥ v T EIE N L,

2) HEENIC, NEYEZBRICE VERT S 2 &, AANIE, BOOEAMK
K 2BOLERNHDIN, FAOELGIZHT-> TIRER WV, 72
B, HOEMIFEARRDONLGAEE, FH LN &,

(3) B

1) VESHEBAL 2 KBRS, JEHE, RREEEicsR, EFRBEIL, FHRH
W —EAE~D KBRS AT LSRN & FEsEAE, w0
B D7e &3 em BT Z &,

2) FEPEURREZ A, MEOHD LA, BERXITE/EL WD ED
ASOEFEFHIRET B Z &,

4 FHNE, 1EEAORAITHY, FHEA LR &,
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— AT TR (Bn A Z)

WRoE4 TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y
1.0 mL

R EOERE | (1) AROEKRRBRIEL, ENCIEs2EM (RERBROE S HIK3E~1120

ZOfOEE OHRAE) £T, WATIESFERE TOWMTERES N TEY, Zb

@)

€)

“)

)

(6)

0

ORI % M8 2 T AK ORI OZ &I LTV 720,
BRI IZ B W T, FIELEG (L (ANA)  (=1:40) , #L
dsDNA HUEBEAL R OHLA DA U E U HURBE(L 3288 B 7= AH
WEERFOENGIL, TS EREEL E L THEMLT-,

Fiz, VU~ b FRFEEOREE ) v~ FRBEEZEO T, BRER
FHMOERIC LY, BEAMEREL—T 2 NTABCRAL —F 2B
VD FEIE K O— 7 ZRRREAERE & 1 O B 7270 H CHURZ B L 12 B3
DG S5,

MM BT, AFEE P O LR % 85 ClE, MRERE SRR
T 7 F K LTHZ e B MilafEIinE 255 2 LM TE L OWE
N5, LNLAKIEZRS L CWRWEE LT 5 &, 20K
THRMAORIR L, PR 2HICE LI BF XD e d o Tz, Z Ok
KHBERIIRHATH D,

A~ R, Ty MEOTFoWEICEET 5 L, PRIUAE L
EILEEOWHERRD b, +oRBERENE LAY, Z07k
B, BAFMERBR T I STV,

AIFICBNT, KR EMOPLY v~FEEOHHICOWT, Fo&
O BT STy,

WA CRUIENE S 3 v 7 O BE 14101 &2 G212, 77 'R IAHA
0.15, 0.45, 1.5 mgkg % HEIFARNELG T2 77 2R REES T E
BERERBRAER SN, FRICED L, AFIOFS TITRBOEITE
T 5D Z M TEY, ARG THEORINCE L RD EFR
i, FEFMER CTHH28HMLLERIL, 77 REETI0%
(10/3351) , AF#10.15 mg/kg BFET30% (9/3041) , 0.45 mg/kg i T48%
(14/29%41) , 1.5 mg/kg BETS53% (26/49%1) TH-7-,

WA T 9 > MMELARABRE (NYHA DHRESE I~1V) Zxtg s Li-
2507 T B AR RIEVES B E MR FEM SN2, Wb AR
HRRD NN Enb RN IEE 7 GEBFERK R o 9 fEmix
TNEN, 12787, 5900 THoT) . BOIORBRTIE, AH25 mg
H2EIRE (308%1) K OAHI25 mg #H3EEE (308)) OWTFhb, 7T
TAREE 309f) &l L TOAREDHE LK OFET R EVMERNIC & -
7o BEH24BEOLDALEDEL, AFI25 mg ¥ 2[EEEH 89 H
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—RHI4 TR

TR (Bn A Z)

WR5t 4

TUTUNVETE2S mg Y P05 mL, T T LIV FESOmg T U Y
1.0 mL

(29%) , 25 mg WEIEFENSIBI (27%) , 7 TR 6261 (20%)
Thote, FIRMTHIENL, AAI25 mg EH2[EHENS556 (18%)
25 mg W3EEECIH] (20%) , 7T BAREEN44H] (14%) Thotz, 2%
HoORBTIE, 1123612344125 mg B 1EIRE, AH25 mg #H20EIRE, XX
7T REBEEEEOWTICE D T DR, DAEOE LT
CIZBWT, AAHERERLE 7S B RBEORM TEIIA SN -T2,
728, MLOPT TNF BIEIZBWTE, DASEROB(LE UL,
FTERBEL Y LERICED LN EDHRERH B,
(8) TFHiEIHEOABNDOEGIZONT, LRMEIIHT S TR,

i+ (CEHE
AHA)

20124E9 A iT (11D

BAFLT Ly L
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Z DD EIERE
1152 &,

77T hTRTIE 1.7 [RVREIR 8t — B
*x1.7-2 79%A5&T3w2mbu>§ BA—bkA DT R—
WD X D RBEWER RO BT 5A10E, REK - drik7Ze Pl E &
HEA 1%LL = aw«q%ﬁﬁ 0. 1%
PR AR AT A LA | BNE R
Y, A Tx
W, ApEh s
g, H PR
IR 2 FRGERG (SIREE WW @%W* B | i, THSHALEE, &
%, ERIERSE) s, MR, M| Hif, &SP, REX
(10.7%) , [EX ﬁ%,mﬁIR@ JEARIE
%, WAMEEERC R
at SVAT N | LDH k4, HDL # | MTH Y v AR,
(62%) , NV 7 U& e . MopERE N, Mg~ =
v kg, LoLgy |0 MY 7Y DN ik y
o, wERsmsE, o | FMUE, CK(CPK) B | wogapn - b, e
L AT a—/VIfiE 5o R, | Ay A
PEIR P I B, KRR
ek
Ji i PR RE B, EULE N, Al | jEEE
ALT(GPT) b5, PLA, REVIIT
AST(GOT) L5,
y-GTP L 5§-
TEERAR =iINES 11| W SN e = || DEEY 155 ST 7 5« TR,
T, @hE, Tigwils - | TIERE SN
IRhER, Rk
INE g PN
Mg - HEE | V2B i, 747V /% | ~~ b7 Uy ME
VR, FERERERHE | A, SR EREGED,
hn, A B, TATHE N
R EREEE I, ¢
7V U RRFEY)
[FDP, D¥ A ~—)
B, NESmEy
B, U oIk,
U R EiER
T bas aONgE, Bk, T | B, L, R, HILAR, &, H
I, NEE E4¢, REEASR 1B, OB, 2
B, H-BRY—7, *
WA,
¥, BEIRRE, Ak
IR
AR, EEE, EPY | HEARAREY
K, B
FERRAAE SR FEMED F VY, KR KM= 2 — Ry
BOR, RIRGE —
F REHZ%, e A, ShEk, 4%
S, TR
53 AERRgE, FROE, A | AR, TR
fEH i, ARECAER, B %,mﬁmm ARG
VALl K
& »5 (L%, 525, MR, JTURYe, SRR | FAEFENE
%) |, RIEE, %, KLBE, SR
e, B2 RS g B, R FHm, fafk
5E, BLEBE, A
N, B, KIS
W, K
il - B RAHER, W, | AECEBIEI A
Jw (e, JBZ
v), BHRE H
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TIF AT T 1.7 FIFERIZh S — B
HHA 1%24 1 0.1%~ 1% 0.1%AK:0if

o, WURE, B
B Jeh

IBRER Rt ds, PRESIEYY, BREA, NAGHESN,
SR AR L BRBRE, BPR, R A ERE
BUNEIN, JRpE, & | M
BER, REH

st LR g J Y Mg, R

ANy —F
Z D FEE TRNE, TEHTERACRS | PUREBLABEMETD

CRLBE, JRpeRk, N8
i, i, g, &
W) IFABR,
GyE s 07 ) G
A, MR BT
LLX—, o,

CRPM, 7 L¥
— PR, AR
B, SRR, KE
#m, 1\FTY, WL

TeERRZ, DNAfL
RERES ) o=
R BtE, SEITRE

HE3) EIEERE ARANC BT AR Y v~ T8 1 AH2EER T DNA HiiRoHERIL, 21761230

TREMIb106] (4.6%) ,

(11.1%) , BEPEb18f (8.3%) Th 5.

BEIEALOBI TH 5, FUEIUIA DHER 122166112 55\ TR MR L2441
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£ 1.7-3 7OTLSHHEEEMAE80 mg, F200 mg, [F400 mg FDHOEIERR

WD XD REWEHAPRD bNTFEITIE, RIE - b2 SO RNEE1T 2 &,

HEA4 1%L 1 0.1%~ 1%ATi 0.1%A i
RS AR ZAT A VAR | BEEARE, ARG
w, 47z
¥, AMES Y HRE
IR %5 FRGERYe (RUHEE | WEMESERE, MK, | HEEALBE, &P, &
%, ERERE) |#&ER, &%, & M6, KEIRE
(8.7%) , [EX%K | W, MK, v,
ML, MREA AP
R L AT o—/ LN | LDH 5, HDL # | fopEsEhn, fdy
(56%) , NUZU |m, @KV ZURY | 8- ED, Mg
U RN, &AM | NE, mPRERE | =V F oL, mHd
JE, M2 L AT m— |1, CK (CPK) Lk | BivoiEd
JVILSE, LDL 0 ., REAED, b
SREHEE, sy
v L
likRL AT K% BB B 4, ALT | v-GTP L5, v U | JEASE
(GPT) k&, AST | v #/n, AP L
(GOT) k& 5, NeMillF
B wm =iINES e E&F, @B | EEEANNHE, ST

T, B, T EW
5 e IRMERAD, D=
PRSI ISR

oy LA - TR, T

PP N

i - ELE

U U REREOR A, A
i, [ skEEm,
747V 7 F
A i EREREE N,
T4 T REY
(FDP, D # A ~
=] M, ~~r7
Uy MBI, ~ES
7 e, U R
Bk, U oNEiE

AR, A ERECE N

AR M EREL K ), TAT
AN

SER %, TR, B | W, B, @R, | iR REX, 5
* Wa N, MEESRPLER, | B, HAEA R, B
RIEZ%, MmN, |8, &%, BHEE,
BRI, B - BA | Sk
y—7
oETE AN, B, A | ARG
%, B
FEthpfiRe SR FEMED E, BE | REE=2—m Sy
BEER, AIRE —
B hE%E, I RIS, SHRK,
Hp, H AP
iR RENEAE, ZERINE, R | AR, AHF IR
WOfR, AEREHIM, | 4, IRWRk, MG
Rz ifiL
P& ®Z URE, %, | RERYE, RE, N | REEE
EBE] , O | B, KB, i
iE, FfiE BE, BCFEWESE, BT
M, #& AN, &
B, KEEE, K
T, FAUAE
i) PR, TR, 7 | AEVEBEET SO
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HEA 1%L E 0.1%~ 1% 0.1%A i

WOLmWw, B Z
D), MR, B
T

WAPR 2% BEEde, IREEECYY, | B, NAG Hin,
BUN 40, FRepaRin | 8858, SR [ Bk
e, BEREE, |
JR¥E, JREHA

S AR ER A PESRH M, T EEE

R —7

Z 0 FE B VEIE, AR, % | mMBMEHIRZE, DNA
Era 7Y G| PURBHER , Uy~
D WagE, WA | FIR T, RE
B, FEEiVET LV | N, PR
—, CRP #/m, M
ML, T L
—HEER, KoL
B, 12Ty

13) AU &~ 7 4 1 2B C 0 DNA FUADHERIE, 217B1ICH 0 CIATHE106] (4.6%) , BE(LOBITE %,

PR OHER 2166 BV CRat k245 (11.1%) , BEtE18H] (8.3%) TH D,
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£ 174 DUR=Z—ETFTEOmg )oY ZOMOBEMERE

5%LL b

1~ 5% 15

1 %A i

B

EYLAE 5 &

SHEASE, BB

B R G, KU X

AT,

RO, FEER

OFAEMGE | Y, THIAZ xR, MEBEHBY, |ANVAKRYE, BHR | 12770 7K
WS, N~V | K, RS, MRIEZ, | 4y, R AURYL, A
N, K, FlE | ML, REMEE | MK, Y
fede, mMkde, JNBH | Y, &%, BLE | KoK, X NTT
% R, ma—FVRT | AVIE, a7 VF

+{ AJE A T AHE

IR/ ESPRON 2 1.

U R

S REE 7 LVX —RE E=EINLN kR

PR R IR E D F BRI

I FEE e I APk R

B ks 15K

JHF JH 58 R B ALT (GPT) EH AST (GOT) t&H

FEB LW o (FE/RIKE

B2 T AL A% e, MRRRE LR

& FEmER, BERE

ol (P2 | AL RS R | F8EL

SEELRE, | BE, WA, % O FE

MM M| R, SRR

fE) , KB

% 28, fil

ESE

) SHETHE SN TERY, ERNTLRERTH SN DEITERM
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x®1.7-5 EaISTRTF20mg2)220.4m, E40 mg 1) 2208 mL
ZDHDOEERRE
RO X9 IERDBEN TG AT, SERICIS U THEY) 2L E 2175 2 &,

5%LL L 1~5%A 15 1% HEE B TED
Rt R | BEIE ARHIRGE, BlERMES F | M f, MMEEZE, k| Ko E, #Rii
W, FEIED F 0, B, 77 08| B, EE, BHEX

JEGE IR

i

ZE, MR, i,
5 22 i PE U 3R A Ak
SiE, M RE i, 2 B
iE, BHEEMNEIRE,
SHEWNIE B, HEA
T, DR Ao IR,
fRREAR B, BUIR,
< HEET H M, #
B, = XphigE, B
AEMREIEE, RLR
F, Bx, ERE

&, ARE, BAE

DR E, PR
E(HRERE 2GS
te) , HEMRFEE

R RE, Bk,
Wage, &R, Kyt
—a—aRXF—, X
DA, RO F
vy, 9O
mig - Vo | BEHEEMNE (U U kA, & | Vo SERERER, | st/ M
A DNA FUIKEEME, Bik% | BRERERES N, AmER | f/hdssin, V> | 5835 (ITP)
oo B M) | BaREEY (Al | NHEE, U U oNEH | APTTIER
(20.4%) , Aifn BREE N A& & Te) 9, TR i, R AR
FEZE, U v oVER,

Vo~ A AT
(RF) #m, i p-
D-Z v o H#Em, Y
YONERE R R
(B EEms &
i) HAOBR H B R
(B 27 R0 K OV
YEET) , KPR
[E R L BR B 1, 2R I
BRI AL, IR M EK
B, ko
m, ifHeE s e
Uy E #hn, Ui
Bt rrrv
veTrFrure
v EEEEE,
7T —E I,
M - U 72

fRa - e

me sy Z7UkY R
&

I R ER RN, i A
=R P Sl =l
5, HLEEMOKFERESR
(LDH) k&, A®E
W, &Ik, CK
(CPK) L&, CRP
L&, EEELY, &
REIME, BRI

MU L, BEk
AR, 7T
VI, RE A
m, s U T A
N IRl RV AV
WA, ALy
LHM, s v —
LA, Mt a &
T a— LA, i
7 RU U AW,
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5%LL L

1~ 5% bl

1%

BUETRDT

B RUZUEY RE
4, CK (CPK)
A, REARED, B
K, @AV v AM
JE, AR, ‘BT
#E, BEG, Kb,
M~ 27 % v L
m, iy e,
JYa~Es oy
bl

o

e, IR o B
&, ZRIfE, TR

By, IRBeyiE,
B, #AH%, BN
P, HAPREE, H
i, B, iR
M, Wbk,

LA, R g%, WokL
fE, WA, A,

FIRAE, e AR EAE

JEHUAE, MEIRAS T,

N R PA 2, il
JEPEREREE, 58 A5 H
i, 5 g, HER
HE, kPR, Hm,

AR, Bk
%, AKRDL A, IR
o, A TR
Yy, HRKYG:, BRI
A LR, R
o, HE, —EvE
JHET

IR o FJ ST RIE,
PR, IREKEEE
R, 2IRER%K, A
%o, HITHENR, H
Z D FEIE

%
5

g, SR, K
M, OFEE, Bk
DE, DF IR R,
NEENR, LR BE IR,
DARAE, LD¥ VR T
—5, DI RS,
MEIRE B, D=L
&, ZERBEILE, 74
7V D XA ~—H
m, BEAR, AR
WRZS, EhARAE(LIE,
Him, 1ETH, R&
E L E, KRS B R
B, ERSE, M
A4, M Lk,
BELREE, LE
B

DA Ik, e B AR R
4, LEEITE, M
fE, g PHZE, KB
IS =N ). 3/

W0

SOE G (SR

(65.7%) ,

0%

A7, &
%K, BiF, =M

18 MR E XK, T
B, K&,
HRERE XK, 1
v P
P, EHm, FEEE
REALM e, R
O R, e
JE R, WRBRLEE,

Jifi A e, R L




TITATRTE 1.7 FEFERZh S — 3R Page 47
5%LL 1~ 5% 1% BEPERBHTD
Lok, KBk
72, MR, MoK,
Jifo R R A RE , g e
%%, KM, WENE,
BWARY—Z, HH
W, Vg, TXIED
RIAE, WMERE,
HEAE K
Hib#s TR, RENE, S | (R, L, DN | R, BEK, R | BER, OBENER
%, Bk, W, R | (FERBME S | B, ERfm, K
M, Hk, B | ), BIEE, QM| BE, DEE

&, HEk, MEEE
i, P~V Z,
7 A v APEE B,
ALV A

vV HYE, NN
B, HIETRR, W
AR, M0 AR PR,
MR, R, A
ARy =7, @
=, + HBEE,
+ ek, LEE
THRE, 8 —
7, WHiEET InA
F—v 2, HiEH
i, PR A4,
W, I, OO
R BIRR, 2 WO G
JEBERE, REEE,
Mg JBE 2%, AL P9 JE BH
W, BAFEREER, &
=, HoOB%, AE
B AR, RGO,
BIBREG, ~U anx
7 H—&Y, B TR
K, AR, R
Y, MffE, {Ei@AHR
Al, AR, DE
Hr g, HOTRIE R,
TR, toREE,
Horany z—ig
BeYy, ALY A A R
B, wBEk, WMo
RUMH A, WHeE s
L, AL MEERIEE,
RLF 842, RERRIE T
MR, MR~ L=
7, RfE~v=7,
Biam%, WEX,
SRS

JFF Rk JiTmEsR B 5 RN, e v | BEE, 74— | JF#EE, Fk, B &
BN PERFBR &, JRFEVERAR | TR DA
THPERTREZE, AHSER
U—7, &> -
i, AR BE A A 5%
H, ALP J, fR%%E
*K, MHEZR
P& %, TORE, AL | HEZ, BOUR, K| BEEE, BEBE, | W% EE, BRI

OE, 195, ARG

Ji§ & (4 fik vk B2 RE

P R, i Ak,

i, RENG#%ZE, i




TIT AT TE

1.7 [FIFE[RZh i — 5

*

Page 48

5%LL L

1~ 5% bl

1%

&EEK%U‘_I)

K, T LILX—ME
MRkE&ETe) , KM
ELR R, RN ALEA
e, BT, otk
B, S, JNBH%K

KT R IR S, %
BE, R et 5%
i, f e R B,
KRR, T8
A9, Bz, Bk
g, B, B
T A NG, AT
J YA NEREE, A
YA, IEW
JiE, PENE, AT
B, N vk e vz
VT A KRB, B
oL, ZITIE,
iR AN, HLEE, K
o, PEEEREE, K
JERERE, FITREE,
IR, i
MRS, NRIR, KA
OB A, BEHM,
B & R, A i R
Mg, ®RE, AN
JEERE, ¥ o, W
T, mkE, EExTY
T =T A,
B, FBERE/NES, W
IENE, IEEMEEE,
LA B, Mo E
EH, OGRS

PRV I, B I

Porang)
BR

BT, HEE, B
J, DU, i

HHRE, W%
L, FMEWTER, B
b, R
Rt HHEsR, B
k3%, 5B & R
e, WA AR, BR
HEARZETE, MBS HRAE
FE, MERIARZEH, B
M AR, DY AN R
&, PR OHE R R
72, WEHE, K
T, HEE, FBHE
%, JA [E] e i e AR
A, 5 B E,
PAiJe, BIEIfESE,
DU DT, FFHET
~NDAE, EEE, HE
AR ZE PEAE, P A
D%, TR, HERIR
%, BRI, B
Mg, s, FARE
JiE R

FROPR R, AR B
REVCIESE, M e k
MEMEAFT N
M, R AE
IKTE,  BIERE

SN




TIT AT TE

1.7 [FIFE[RZh i — 5

*

Page 49

5%LL L

1~ 5% bl

1%

&EEK%U‘_I)

W IR -
il

5

iR, BEpEs, otk
AGE R R, EH
PR, R A MmERT X
7 7 —EB, mh
PRFEYEIN, PRIEHE S
P, RPT oS
s

R b ARG,
PR PR R, AT
R, ANIEFE
i, e PRESHEA,
R, mhs v
F =M,
TR, PR RE PR
IR, BUEEAR
&, KEIE, B
&, WRARIE, PEdH
i, A&, wiz
B, BEE T D FE
iE, WY, JR pH
b5, BEKE, R
Farvn—-~, #
R, WRIEZR, KT
fm e, PR IR 4,
REYNA, i
F, RAERTSLARAE KR
SE, REE BRR, &
MR, Rl SZ i A5 Sk
PUREE N, BORER
b, AR, AN
A%, PAREIIER

=
=11

BB IDE Ko O R JE S 4R,
SRR, R A

i

e ER

FERN

ek, wiE, M
i, FEHIMET LLY
—, HHAS AR

G

LI R NS
B, AN A RY,
mYE, WK, bhE,
AYe, 97, M,
BRI E, BV, K
iR, HETAR, R
Wik, &%, 'YW
LV X —, BUEEPER
HEYE, 77 =
v 1 ANE, Y, 3
B, HEEE, AlE
B, CT 8%, Ml X
PRELH ) SR IR
wERY, 2T
T~ h—F A, HHE
BRAE, LB O RBMEH
£, AFER, FLEH
e, PIEEE, 2
Yy, MR, MRS
Yy, 9w, T
B, MR, &R7 L
VX —, KGR
Yo, WAGE, REE
HiE

A v 7T PRER
B, Yraf F—v
A

BT

PER B

B,
9_///:\,
ki)

(fr

O R, R

Hifn, AERR,
(29.9%)

(BEIZENORRRRBROEFHERICE D)
ED WA S L IZARRETRDO LN TN D,
12) AN I E-BRLA & 10 A ORI @8 THELL,

ZDOHRBY L TND,



TIT AT TE

1.7 [FIFE[RZh i — 5

*

Page 50

#1.7-6 ToTLILKRTE2S mgs)220.5n, F50 mg 1) >o1.0 mL
TOMDEIMERE
RO & REWER 2 & B OIS, SERICHE UGl 2B 2175 Z &,

—_— BE 1%Lh F 0.1~ 1% 0.1%A1i NI
RS BE, EXOGEREYE, | %k, WHEAK, & | WE, WK, EiF,
KU SR %, BlaEHR, & | &M, WK, <EHR
I, k% %2, KB XILERIE,
U ST T BOE,
il i)
id ¥ (WIB, KIE | FRS, AR, B BRE, REGgE, | RS
%, RLBE%) , =95 | B, NEAX TR e, R M R
FEIE e, N RE, B
I, SeRBmuE, ¥
g (BlbzaETe) ,
B, AL RV IR
K, CRIERFEE
ER(e B2, TH - 8| WEEARE, HEX
B, nN%, E%m, (AARE) , JEH
WHMEEEIE R, ML, | BEE, W, o B
WE M, ERL, B A | K, DREREYE, O
K, BECREE, A | 05, P E
%K, BEME, BEAR | IR EE, BEX
R, AL
Et R A T S AT S ()
(hLpE, Hmes, =
IR, KRB, K
JE, %)
WAPR 7 R Gy (BEREZ | EAKR, 7 LT 5=
), BWEBE, |V LEH, HER, R
BUN #00, Rt | 0, ZRRIE Bisa
R
FERARR R SEUR, REhME W F | SR (YU B UK
W, EREREGE (LY | %), IRE, BRRR
TUERSE) |, AR W, PR E R,
Rz, BRERE, W
i B R
STl ALT (GPT) LE#H,
AST (GOT) k&5,
ALP k5., LDH k&
TEER AR m e, ME RS, | BISNGHE, SEAR, m

}iF, W

B (A i BRA R
mER, ~/ vk -
vr—r T A VR

)




TIT AT TE

1.7 [FIFE A bt —

i

*

Page 51

BASE
S

1%LA 1

0.1~1%AH5

0.1%K0if

&g\gz: EH (1:8)

IIRT:3

(SINIIRE= ) | I < g1}
(xzZzMra
i) , ~E/rE S
2

FFRRERIE N, ~~ b
7 U w A, PRl
ERA, i/ A
o, U oREREEN,
iy T, AF P ER
e, AR BR T s R
W, OH Bk 4y R
L MR R i BRI N

iR

Mg, ZORIE

T RUEE, AN
B, FEREFIm, £
B, REES, R
Db boE, Rz
M IRYE, TR,
AR oD #2177 %

{CIBPERIEiZe, P
(MR, BE, 5,
BHE)

BAHiE, e, L —
7 ARRIEMERE F1O
WX, HZV, ¥

maE, BEEIA,

%Bﬁ'—m;

FHELE

B

HUREAS

RS, Bk,
AT W,
%

AR, (CIRPE D
%

RSN

HIEANIE, FLIRSR

Z DA,

FEFA

R, B (AT
PEEET) , i,
Mg, EHK, M
X R

alL A7 u—/)bk
H, AP, 9
¥, WO, T
UL, 0¥, H
[SEAREN T
, XA E, CRP
wm, REREL, K
2, SEE, UER
P, W E M,
ok, BT RIEE,

EE H s

(18)

HI3EMEH D VITHEI D DOHRAE

(F£9) HEHEILUSIE, #5210 A OMICEBEECTREL, ZO%ED LTnD, HEHENOSIE, L
BIZIES L72Eic b H o b aleEEn H 5,

(E10) TZofhoksE) 2oz L,

BEEEIZEIN O EEFRFER (B Y ¥~ F RO EMERE R AR) KON A GREREME R (2pRE, B

U~F) OEHMERICKL D,



TIT AT TE 1.8 IMT3E () Page 1

TOTLORETEI62 mg )2 - Al
(FYXTT GEEFHEEZ) )
[RE&ERY) < F]

gL (B a—1)
H 5 AT BUE M ONRAT SCEICEE T A 15

1.8 WA E ()

AR A AL


123943
テキストボックス
最新の添付文書を参照すること。


7T AT 1.8 Wi (%) Page 2
B R
=t
1.8 IRITIETE (Z2) oo 3
1.8.1  ZhHE - 2R, FIE « FZEOFEE DR cooooooe e 3
1.8. 1.1 ZhEE « ZhR L OZ DFEIEBEHT oo 3
1.8.1.1.1 FHHE * I (Z2) e 3
1.8.1.1.2 ZHEE « ZDF (B2) DOFEEFEH oo 3
1.8.1.1.3 ZhiE « 3 () (CBIET 2 H EOTER e 3
1.8.1.1.4 ZhiE « i (R) ([CBET 26 H EOEBOFREHEH oo 4
1.8.1.2 ML HE () KOZDOBTEIRH e 4
1.8.1.2.1 FHVE « B (B2) oo 4
1.8.1.2.2 FE < HE (B) OFETEFRH e 4
1.8.1.2.3 ik - HE (R) ICBET 28 H EOER e 5
1.8.1.2.4 Ak - HE (R) ICBEET 2 EOEBEOREHEH o 5
1.8.2 Ml EDTEFEDFETE DFRIL ..o 8
TRET SCTE (Z2) e 17



TITATRTE 1.8 IMT3E () Page 3
1.8 &HRfRIXE (%)
1.8.1 %hge - 1R, F&E - AEOHRTEDRRL
1.8.1.1  =hgg - )JJ%&U%G);&EIEHE
1.8.1.1.1  %hee - R ()
e - R (R )’ET.:E_/TT

| OBEAFIBCHRA BB ) v ~F (WEOMEMRGOR L& 5T)

1.8.1.1.2  %hek

- MR () OFREEA

ARANDOBEE - DRITEE ) v ~F (RA) BEEZMRE LEEERNOEERABRTH 5 H MHMK

SEEER (MRA229IP) OfEHRICE S X, BEKR

DT 7T 5T R EHE R & FERICERE LT,

MRA229JP [Z1/4ILA .0 DMARDs ([Z#RA+4772 RA B 23R L LI2HEIERBRTH Y,
MRA 162 mg/2il8 D& F#ch (MRA-SC ) OREARMIEMNRE TH S MRA 8 mg/kg/41H D miiH

kNS (MRA-TV E)

X DS GESME~Y—T 2 18%) %, FIEIE 52411 D ACR

FEUE20%UGESAE 2 F AT H & U CHREE L7 (MRA229IP 77 1 » RHiRE)

WIIal #5241 % O ACR FENE20%C #4EH % 1X, MRA-SC #£TlX79.2%, MRA-IV £ TI%88.5%
ThHY, TOREHEDE (95%IEHEIXME]) 73-9.4% (-17.6%, -1.2%) &, 95%IEFHEXE D TR
TERIELHEDORIME L L TRE LZ-18%% TR b Zeho72Z Lvh, MRA-IV BEICXxH3 5
PEDSIRGE S 4L72, F£72, MRA-SC B Y MRA-IV #f & # 12 ACR FEHES0%EL
FEHARE KO8 ACR JEHETO%CGESEE 1T, 2418 £ TREFNIZ EH- L, 24FFSTO ACR HEHES0%
BGEBE 1T Z 2 4163.5%, 67.3%, ACR HEUETO%UGEME X2 E4137.1% K 41.0% & 72 0,
MRA-SC 1%, MRA-IV B & [RERICE WA RIMEEZ R LT,

MRA-SC BEDHL

MRA229JP 7 7 A > REARMIHE T# I 2

(MRA229JP A —7"HiM) 1B W T, 24BERCAH LN T-HRIME
BY, BOAMEREYNCIE > THEFFSND Z EREN TN D,
MyEH FV X<v7 b7 7RESH MRA-SC BN MRA-IV B CRIBROHER AR LT, £,
IL-6> 7 FIWARED AL F~—H—TdH2 CRP LWL HIZMIES hs U X~ 7 REN

1 pg/mL L EZHERF L T2 #IfH CIER 0 B TR L2358

MRA 162 mg/2i %&F&@a‘éﬁ%ﬁ&@ﬂ;ﬁfﬁ

el LTHERF SN T

OB, AR IR & Rk

WCHETFHETYH, MiEFR M) A~ T7EEMN] pg/mL LLEFET D2 T, IL-62 7 FVniE
EIHETE D Z ARSI,

FICHEEMWE S EERDH D EEZ LN TS MMP-3DOHES %

Sl L& 2 A, MMP-3134)

¥ 5-5%, WfEE b LRBRICHER L7 Z Lnh, THRETY, AEEIRNES TR L

AT BRI O E R BG IEN R 3 RIE S ATz, ARHIOWESN S AR G R
AHFN162 mg/2ifz FHG1E, 7 7R
FlZRDIZZ L b b, ARANOBEEE DR L2 R R S,

AR (NA25220) 12380 T,
(\Z%f L C modified Total Sharp Score D2l & DH B /240

PLED X ST, KAN62 mg2ld Dz TH 51X, BEAROT 77 57 SiEHIENS mg/kg/4 D
5{%5%)1)[’2?%&5 IR DIEBERBEES N, MiEH b U X~ T b T 7 RE S RROHER 2 oR

Li=Z s, 77757 S5 L FEORNEE

1.8.1.1.3  =hee
AHFETOR

"R (B) ICHETIERLDEE

BE - 2R (R (CHEHET LM LOEREE TRLISRT,

cBWRZEHEET D RN LT LT,

BWEDIRFIZBNT,

Dl LB IHIOHY U~ FIHIC L DY 20K E2IT>TH, WRAT5
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| REAICEE T L,

1.8.1.1.4 B - R () ICHET SEALOIEDORTEER

BEAGROT 7 7 57 SEHER AN O T, BRRBRO GBS RIS E, T
b2 TNF EAORLEESZICHE Lz, ARNTBOTE, AHREOROICER Sz EN
R ABR O G BH LMD, BARDT 7 7 A7 MIEHER ORN HE & RICRE L,

1.8.1.2 HR&-HAE (B) RUZOXRTEEH
8.1.2.1 RiE-RE (B)
Wik - B (R) ZLFIORL,

W, A, U X7 (B ffiz) & LTIEI162 mg 220k TR IS
50

1.8.1.2.2 H&*-HAE () OXTEEAH
% 1/ MM (MRA227JP) (2 X 2 W EhRE, 3 H P72 mer, K& OV IAH R B
(MRA229JP) |2 X 2 3MEhRE, HihE, ZEMEOMFHEREND, AF162 mg2ilH Dz T 5
WEEEAGRD T 77 L7 SiEERER 8 mg/kg/4il L FEEDIMIET v U A~7 F 7 7 REHEB M
RENTZZ &, AMEICBTAEEERIRIES N &, FRZEeEME T T s A NI ONTH
DRAETHDL ZERMRINTZZENOHE - AR (8) 2#RE L, M ROEMZ T
SR,

ENTHEii Sz RA BEEZXMNGE LEE 1 IHERER (MRA227JP) TiX, b U X~7
81 mg X1iX162 mg O H[RIE T 5 K OG- L 7-BEO I EhE K Y CRP Z 4512 & L7 IL-6
2T FAREEICEI T 2 AT OV TTRGT LTz,

o A= TR TFRE#IC IL-6 7 T MMBEREO NS, A~—T1—EE 2 HD CRP [
RN LTz, MiEHh h U X~ TREN pg/mL UL EICHERF SNTBET, 77T LT 8
TSR R & B CRP AEML L2 &nd, B RGBT MmER hv U X~7
Mg A1 pg/mL PAEICHERFT 5 2 & T IL-6D Y 7 T MRIER M IE SR D 2 LR E T,

iR 520 % My S o) X< TN pg/mL UL EZR LIZBEOEISIE, 81 mg &5
W C11/8%1 (12.5%) , 162 mg H5-HTIE7/1261 (58.3%) T o7, RKAEHGRFO M b
YA T N7 7REE, 81 mg2 TIXE G HAEE% £ T85O B TR H R

(0.1 ug/mL) K TH Y, 81 mgR## 5T, +o7RiiE bV X~7 ~ T 7R Z#EFF
T5ZENHNEETH D LB STz, 162 mg/20H & TM62 mg/#HIZHBWT, MmiEH F U X~
TIREE N EFARBICE LR SRR IS LI O EInER h v ) X~7 N T 7REIXERE
6~9 png/mL K U25~30 pg/mL THERE L7z, 77 7 A7 5 it A OB 5 IAHRER ©°F &
N2 LIE O MEH h v ) X~7 h 7 7E139.64~12.7 uyg/mL THo7=Z &nb,
162 mg/2i D & TGP EFIRNE G- L RFEOMER ) XA~7 87 7REZHERT 57201
W) e Rk - RSB 2 AERER 2 £ L7-,

EWNTIHE S 7z RA BE LG L LB IHRAB (MRA229JP) TlE, AAIDKL FH L
(162 mg/2iH - MRA-SC #f) K ORTHFARNE G (8 mg/kg/4iE - MRA-TV #f) RO IEMEREIC
DWW L7z, MRA-SC B &Y MRA-IV BEO 12FF S OIMER N>V X~7 b7 7RI
ZIEIL, 9.74 +7.18 pg/mL (mean + SD, LAFEER)  (n=152) K T*10.5 +7.22 pg/mL (n=150)

Thotz, 24HEERIE, 10.6 £ 7.79 ng/mL (n=141) K N2.4 + 7.89 ug/mL (n=147) THY,
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WD N7 7HREZ24EMZE C, 1ZIEFRCEZ R Lz, £oT, 162 mg2#l O T 513

8 mg/kg/4H D T FFIRN IR G- & RO MIEF U A~7 M T 7REZRT Z LR EERI L
7o

AP ON TS LI2ETREM L2 LBV, MRA22IP 2BV T, #5248 % D
ACR JEHE20%LFHHLIZH51T 5 MRA-IV (8 mg/kg/4l8 O siiFIRNE ) BECHT 2 MRA-
SC (162 mg2i D K T#5) BEDIHLYE (LM~ —V v 1 18%) BRI SHT=, £z,

MRA-SC FE& Y MRA-IV & 12 ACR EYES0%U 5 J OY ACR FEHETO%IGESLIE, 243
F RIS LA L, 248 T D ACR JEHESO% IR AL 132 2 4063.5%, 67.3%, ACR
HET0%LHEHE 1T T NEN37.1%% 041.0% & 72V, MRA-SC BElE, MRA-IV & [FEEEICE WA
2R LTz,

ARENORE.ET 07 7 A4 WL, BN OS % BRI E A RA & K& 7pzEnial, &
T IR R EORBEIZ A Do 7o, BHENSSICEY LT X TOFERIRETHY, B
BSOS L0 ik L7z B 1370 <, R E, ARWER@ANES 2 bk,

PLE VU A= 7RO, MRA-IV BEE LB L TE-T2b 0D, B3, etk
OSBRI %3 D A B B IR O b e o 7z,

LED X 912, AFIN62 mgHE D FRGIIFEATR DT 77 57 miiiiEH 8 mg/kg/4l &
FEEOMEFR PV X~T7 NI 7REZRTZENBRIN, 727757 8HErEH
8 mg/kg/4BIZ KT D ANMEDIELED AL S Tz, BT 0T 7 A LIZONTH, T/ 7T
LT SEER E RE T e, BEBMISZRWNT, Fie 2R EORMBITRS bl
Mmool

KoT, ML AI&EF TEE, A, P X7 (BIaFHH#z) & L T1E162 mg
2B TR TIN5, | ERELL,

1.8.1.2.3 RE-HAE (B) ICEHEILIHERALDEE
Mk - ME () (CBET M EoEF L2 FREliord,

1. MyEH R U XA 7REDPHEFF S VR WVIREE TR G2kt T2 &, Bt v U X~ 7 HiLn
%ﬁ?éT MWnRmE<7eb=0, Hik - HEZETT5HZ &,

2. 1ENCAKIOEEEFEHT D Z &,

3.$ﬂ@&5%%mﬁkofﬁ,@ﬁ%%ﬂ%wf,%fgﬁﬁiéﬂ,E%@E%@%g
DOHLETEGEITY Z &, Tz, RFNCX D1RFERMG%, EAIC X @AY &S
NIZBFEIZOWTUL, BEREGLRETH D, ( THEREAWER] OHESMH)

4. EREBOLIEDHRE SN TND DT, EHGBIENIMNEELX D Z L ( THEEREANE
Bl RO TR EoEE] oESR)

1.8.1.2.4 Hi-HE (X) ICHET SHEALOIEDOREER
(1) T M b ) R TREAHER SRR VIREE TR G AT 5 L, BV U X T
RASFEBLT 2 ATREVEAS B < e D7D, G - FIEASFT 52 &, | 22T

AR T 77 5T S E A ORMSCETIE, TiET MU X~ TERERNHER S
RECTRG 25T 2L, PN U XA~THAERRET L AREENEGLS 25 7-0, HiE - HE
HMSFT AL, ) O—XEHE - AEICEETAHH EOFEENICERK L TWD
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AFNOUH LETIE, AFIOHEERBRICBNT, MiE R ) A~ T REOHERFEH F U X
~ 7 HURRBOBEEIII O TR WA, MIEF U X~ TIREDNHERF T E RVREE TR 5
Tkl LT2BRS, 77 T ST SR LR #b/)xv7#%#%ﬁ¢67 EME & BERR
TERWe, BEAREOT 77 L7 miiHER OB LEEL S BT L TRE L,

MRA229JP | T,mﬁ&ﬁm;&ﬁ%@E&ﬁuL%if@%WTm@$by)fvfb?
TIEENT pg/mL DL EHERF S 7 BB OEIA 13 MRA-SC BEM ON MRA-IV B CTENZE180.2%~

87.2% K% UN73.1%~86.6% T o 7=, LoT, HHEHBHMIZIHENTE, 162 mg2ld D& Fith-
WLV MEF Y X7 T 7REDHER SN RBEFEOFIGIE, 8 mgkg/4l O S EIRN
BehHLREETH D, 162 mgREOD KL FTHRGICEBWTHIEF ) X~7 b7 7RENHER TX
RN EIZEY, PLh v Y X TR ILT D Al REME SRR G- L FRRE LB 2 o
776

AANOEEHRABRTIL, HLhT U X~T7HRIE, U E TOWNMEERBRICTHO LA TV
Py X~THikamti+ 2227 VU —=7 (SC) &, 777 L7 s oK
THE L7z U X~7 @ Fab #5512%5T 2 HuiA % HIE 3 55T MRA-Fab HUARIEE KL Y k&
U X< 7Nk % IgE BUFUA % JIE T 5 5T MRA IgE BUHTATAE 1 00 35RO I & v & F VO TR
L7, LTI, BHUROIREBLSE L RBBIRFIIZOW TR T 5, ENRBR CARENE G I A
#3784 wf PLh U X=7HiK (SC) , HT MRA-Fab HiiA& K 0T MRA IgE BUHTIAIL
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KOF— A Y= Z—8HTH D, RERREGIZIY R BN LR ATRENE
MEBERINDTO, BEEOBEIZIL, 2RI 20T,

(3) 3. REIOEGEBICHT- > UL, EFEERICBWT, NTEMICE D, EMOBEED
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BEHREE - 8 mgkg + DMARD #f 103/1582
(6.5%).7FAR + DMARDEE18/1170 141 (1.5%) .
HAIEE 0 8 mg/kg BE 6/288 5] (2.1%) . MTX Hifl
RE 14284 ] (4.9%) T, ZNDHDEFEIT @M CTH
ROIFREITHED b O TR T2,

(3) AR OEEFRHRBRIL, EHNTIE 80 (5 2 ~92
HoORRAE) FTOYMTEREINTEY, Zhb
] % B8 & T2 AR O e s -5 D2 A 1M VR SE. L T
W, i, RUEFRE A RA o E N O R RER T
13 2.9 4 GEHI 0.1~8.1 FoF i) * T,
OBF Y v~ TF Extg b LR T 4.6 4= (¢
HHH] 0.0~5.8 FOHRAH) F TOHM TEME S
T3,

(4) b NATHIR 2 N = in vitro BREBRIZEBUVN T IL-6 23T
IR (CYPs) RELZIHIT 2 2 L3 S
NTHBZENHY 2 b MFAIIRIC IL-6 % h



VAT HIFTFTIHRIMLZ & Z A, CYPs DFRBITE 1 H[AR5EEOEKYERE T A —F

i@ onienoz?, o, MIERIEEAT S B | ik Tinax Conax tip Y AUCfiie

B CIE, IL-6 O\EIFEAIC LY CYPs OFETAH & (day) (ng/mL) (day) (ng*

FERNTWDEDWERH L O BEFY v~F A (mg) day/mL)

Faxtg e Ul s AN X 2 BRRR Ik 81 8 27 =+ 34 + N.A. 214 +

WT L B 54412 TL-6 BRAE 2 £ > T CYP3A4, CYP2C19 1.4 43 33.3

KON CYP2D6 FEELESHENNT 5 Z & AR S iz, 162 12 46 + 10.9 + 1.6 + 96.7 *=

ZOZEND, BRI IL-6 Lo THHl STV 2.4 5.6 0.2" 53.7

CYPs DREBUBAAIL G LV EE L, RAESIE Dk CPHIE @RS, NA. : BT, 4 n=11)

B THHHIRDO BRI 5 AIREMEIL R E T EB) kU R~ T OERNBIBEITIRIETH Y . miEH h Y

ERZAEN Rz 7 PHEAME T U7 R4 HHE AN VR C O S0 %
(5) BWEER (w7 &) IZBWT, gpl30 &N Lz R L7,

MR DA REIEM 2632 2 L BRES MAKIO AR EIT 111 162 mg % 2 WM TR FEHTH S

NTV5Y, gpl30 ZM LT Y 7 I REICEET 5 (TH: - [ OEBM),

PA P IA L FERFR LN TEY, IL-6 HED D a1

T B, AL IL6 OIEREMET S L b, D 2. REBSER® B

i~ D B T 257 & A, BV v~FBELENEE L _EERILERRICBW

T, MU X7 162 my 2L TiE (L TFHEGR) KO
h U X~ 8 mgky 4 W AT (GRREEFER) © 24
HE oGt b X707 7REHER X 212

(6) KIEIZe R H=I AP ILDIL-6 L EFZ—ITxIL
TIFHFEEEZRTH, ~UAKOT v PO IL-6
7= LTI RIEREEZ R SR, 2O,

75‘/\/),'?’\'[‘%%?&%!1%75@5%“(1/\@1/‘ /jt\‘ L/f:.o /JF)]@TQ’J}24 ﬁ?ﬁmﬁ]ﬂ%qﬂ }\ v U 7\‘77/}§J;<fﬁi 10.6
(7) BAG ) ¥~ F EAHG L Ui SRR RO 78 ngml (% FECGER PIMEARER) KO 12.4
PRAMBUZH T, 8 mylkg B SO TS AR =79 ng/ml GRHHHERE) T o7,

FEHBEFE NMAE 100 kg 248 2 5 BERE TRV E R\ A
RO LN, MBI D 1 RS RO LRI
800 mg & IFL TV 5, 9

(8) BIHiY v~ F & xbG L LI sUliE A R O T . EEREE
PRARBRIC I\ T R B BRI R C b 2 75 i B Bt =7
PR LT L OBER B B, "o
E4) A TIHEARITH S, Eo
N
[ZEMENRE] ME o %
BEi U Y FEETOEYBE 5 +
1. BEHREHRY 7 . . . . . .
BB Y U~ T BEERRIC bV Y X~ 7 81 mg XL 162 0 4 8 12 16 20 24

- ; e BEHEY D)
mg & EEIC R TG Lic, Mg b o) A= 7R EHER

ZX 1, EPEEAT A =S 2R LITRLT,
2 B v=TFREICET D MUY AT EREREO
Mg b7 7 REAR (TR

20

. (BETH5-8E - n=141, SUREHERE - n=147 (24 0K))
w ] (ERER Al )
Be s s 1. % 1S EER TR R
X TSR LAILL £ DMARD THVRA53 2 B U &~ F B %
% o gL L, by Y X~ 7162 mg/ 2 TR (B F 5 58E)
g N R U AT 8 mgkg 4 AATEHE RIEHER)
e T MR VR 9 FRAREMEE T _EeRmiEAR e E L7, —EHE
m5EAN @) BB IE T4, 162 mg/ 2 8% a4 FFE T Tk
Beh Uiz, BAILIFO LB Thorz,
K1 BEEY o~ FRECBITS ) A~ THER FRY (1) EROEH (HEHTANE & OLE)
%O MIGTREHR (TP + YRS HIEE 5241 % D ACR HHE"120%. 50% K 0%k
(81 mg #58 : n=8, 162 mg 58 : n=12 XL 8 (5% B A TELOR 21777, ACR H:UE20% B
17 BEDOR)) I, TFHEERETI9.2% THT-DITKR L, sillieE

BET88.5% T W IEHPEN AL S iz, (RERIZE™S)
-9.4%, 95%(EHEXM : -17.6%. -1.2%)



7 2 Wlal 524 1% O ACRIENE20% ., 50% K ON70% A

# 3 F5.52i1% OModified SharpiElZ X 5% A a7 O &

RIS | R THRER Bz
e 156 159 [95%{F X[ ]
ACR20 88.5% 792% [4?2?2]
ACRS0 67.3% 63.5% [-1:‘.53;2.0]
ACR70 41.0% 37.1% [-14;.35??81

1 6) BEMZE (B FHGRE— i S e (B8RO R E (60 kg
R, 60kg LLE) & HITNF SBUAIORTER O A 8% JE Hil K
¥ & L. Mantel-Haenszel %% FVWCI#E L7z,

(2) RHEBEIZKSERDEN
ARFNOIEEM T TOMBERET (Bl - 147610%2) 128
WL B 572087 T ACR HHE*120%, 50% K
O T0% L ESEFEILENZE189.1%., 73.5% M 1N56.5%

THoTz,
#1 T AV B Y =T (ACR) ORFRMIE O M
e

#2 AU TR N GEECEIS T b el 5725 #
(2B LRI C & 72 E B

2. ENEIHE-EETRIETHELERERY
1 AL = DMARD THIEAN 2BV v~ FEEE
%4l L, DMARD I FC U X<7162 mg/ 2
T (B 43760 UIF TR (B 219610) %24
ST 5 “EEREERE M Lo, BRRITSAT
DEBYThoT,
(1) fEKDOFERM
Wal$ 52411% D ACR HHE20%SGEHE L, 77 &
AHE3LS5%ITx L, AAIFG-HET60.9% & A EISE D
-7 (P<0.0001),
(2) BEHOBEMEBEDORLE
B5-Ri0 5240 £ CORfMEE R A FROED X
A 27 (Modified Sharp Score) CTEFAf L 7= 7% L. Total
AaATIZRNWC, 7T RBETI23EL LDl L
T, AAEGEET0.62TH D | AEICHEREOET
NH &= (P=0.0149. van elteren fi#tT) .

3. (%) FLASEASMTHTHMLEERRY | SHEHT
REA
DMARD & % W Il BN SRR+ 2B ) v~
FBEEMEE L, b ) X~7 8mg/ke 4 B D s
SUTBEAFIRIE (DMARD & 2 WX & HIHIF OTRE) %
523 ke~ 2 MR A I R Lot ak B & 2t L7, AR
REIILLTO LB THHoT-,
BAET DB EMBIEDH L
B HHI 552 £ TOREMIFEER 2 TR OO X #it
Z a7 (Modified Sharp Score) THFM L 7=f& % F#IC
N9, Total 22 7 IRV, BEFIARE T612E L L7
DICH LT, AR GET2.34TH Y . AE B E
OHEFTHRH S 7= (P=0.001),

WEFF IR ro U X=7 b i

s 143 157 -
OB A 3.21(1.0) 0.85(0.0) 20,001

PEH LR

Sl 2.91(1.0) 1.49(0.0) 0.024

Total 6.12(2.5) 2.34(0.5) 0.001

() PIEh i

4 BAGEHE (RBHIRUA) (25115 BHEERTR

E

WA OGN Y U~ FBEExIG & L “HE MR
W23 B IR OR BT, AFIBEEHETIX1.60/100
N 4 (95%EMEX R ¢ 1.04-2.37, #&E5HF O FHfE : 0.5
BRI - 2,64401, HEASEEL 0 1,560N - )| Bkt
IR ERE (A B F LY — F&H DX DMARD) Tl
1.48/100 A « % (95%(5HHX [ : 0.74 - 2.65, #HE5HIMDF
Pl 0.5, WRBRESL - 1,45400, E~HRE 743N - 4F)
Tholz, ZHERERERE G TEsME ki 555k
WZB T B EMIESEORBRIL, 1.62/100 A - 4 (G551
DPRAE : 4,658, WEREI : 400900, HEHEE ¢ 14,994
N4 Thot,

(€3 B3|

1. AIT invitro \IZBW T, AIEEMER OWESREAPEIL-6 L
A —TREA L TEND &2 Lz IL-6 DEMIEEDORE %
L=,

2. REF, H=r A FricEESh-E b IL-6 OEMEIRBL
P L

3. AL, h=r AP ag—rUERESHRICBNT,
BEEI R FIERT B O 512 X 0 BIEIIEIR O R 8L 4 I 4
L e BT, BEERBEZOESICL Y BEEOMERZ L
%EL/?": 16), 17)O

4. Pz U AIL-6 LET X —HiKIZ, IL-6 N T AV =y
7= ATOAEMKE, BEAR, &y 7v7 U v ES
OFfROFEBEME L, EFHREERE S Y,

(B#RS ICET 5 EBIEFERER]
—fxk4  F U A= (BT R)
(Tocilizumab (Genetical Recombination)) (JAN)
W T X R 214 ORG240 7 & T X /i 447, 448 (3=
RR4Y) X% 449 EOEH 2 510 b7 D PR A
o3 F 3 BEL (CroasH1606N278033756)
FH (CausiHsz08Ns5820672S15 @ ELAY)
& ) 148,000

(B EDIFE]
VR T D72 AFNMEICANTRFAT D2 &, &
7o SMEBIER DOt R RIFT D 2 &

(B2 %]

TITATETEIRmgY Y Y 1YY
TITATETE 162 mgh— V7 ¥ — 14—
Ve S

(EX:349)
1) Abdel-Razzak Z, et al. : Mol Pharmacol : 44, 707 (1993)



2) Muntane-Relat J, et al. : Hepatology : 22, 1143 (1995)
3) Pascussi JM, et al. : Biochem Biophys Res Commun : 274, 707
(2000)

4) FENEEE . b MR A RO T AR VR R

5) Rivory LP, etal. : BrJ Cancer : 87,277 (2002)

6 ) Warren GW, et al.: J Interferon Cytokine Res.: 21, 821 (2001)

7) SR AT, M ERPRIEEL 38 Suppl, $236 (2007)

8) Hirota H,etal. : Cell : 97, 189 (1999)

9) thNER BT U v~ FRE RIS & L VI AHERR
R (MRA227JP 5R) 123607 2 3dhfe

10) fEPNERE : B Y v~ FBE AR E L2 TR
AR (MRA229IP i) (1Z361) 2 Sl ik

1) &R B Y v~ F R ERE L NI E
BERICATRER iR (MRA229JP 3R05R)

12) &R : B ) v~ FREFERG L Uy S I
TIEEBOATRER AR (NA25220 FUER)

13) Nishimoto N, et al. : Ann Rheum Dis. : 66, 1162 (2007)

14) Mihara M, et al. : Int Immunopharmacol : 5, 1731 (2005)

15) Shinkura H, et al. : Anticancer Res : 18, 1217 (1998)

16) Mihara M, et al. : Clin Immunol : 98,319 (2001)

17) Uchiyama Y, et al. : Biol Pharm Bull : 31, 1159 (2008)
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TOTLOERTFEI62 mg )2 - Al
(P X< T GEGFHEEEZ))
[RE&ERY) < F]

1L (Y a—l])

HRR & A TEUE & O SCEIZ B 5 1R

1.10 F3 - BIEREDOREFEEROFE LD

AR A AL
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DIFEFREERIOE LD Page 2

1.10 #3E - BEREOREREELROE LD
To10. T BT e
1100 2 GBHM e

BR

H
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110 % - RSO REBEAHOE LD
1.10.1 R1T

~ AP IL-6 LB T ¥ —F /7 a—F A PUROMAMER EEE L e kN 1gGlD
7 v—nv—yiamaareasstan Lo (E [ 22 ) oo
KAt Mb~ o AfLIL-6L 8 7% —F ) 7 o —F k% a— K4 % cDNA %
ALTTF ¥ A == AL AZ—IRRAEN S FEA SN D, 214E DT 2/ Bk
(C1033H1606N2780337S6 5 20 F 1 : 23,503.86) DIEREH2 S+ L 447, 448 X 1T449(H DT
IR (ERDE, N K7 X VBRI V2 I e a sy I URRIC
L, CRIMV ComT a7 LT-448E DT I BEEN SR DR Y R~
F F8H, Ca151H3308Ns5800672S15 3 27 F 5 1 49,004.79) DOEEH2 0Dk HHEX X
(558 $9148,000) (B4 R U X~T GEIGF#HAZ)) KOV DRIA
o | 7 BRESNIRIRD B0
OBEfAIEH CRHRA 072 FRosR i

BT Y v~ F (EfioREEE O IE 2 5T), ZESIIEEM: 24 2 354
PERFRPEBAEI S, B A AR RIS 2%
OF ¥ v AV~ UIFICIE D FEIER R O AT R (C RISEY 87 @fll, 747
U = E, RMERILEEE T, ~T S u v R, 7T RE,
EHEERK) O, 1L, U U SEIORMBRNEIE & IR SR VBEIZRD,

Y
anp
o
g.t
A

OB Y v~F, ZEEEICIRENEZ AT 2 B EER R B E 2%
BE, bV X~7 (B Z) & L TIES mgkg % 4[N CAEEE
T 5,

IR o b g et s MBI 45, % » 2 b L
BE, bV X~7 (GEE7HH#Z) & L TIlES mgkg %21 CAlEirE
T5, B, ERICE D UEE CRSHREEERTE B,

B % %

. g Bl R R, SIS, AL A [ S

I . 77T AT R
A

| D7 (4ml) Fig, by X~7 (EfsF#fz) & LT80mg F4]
DT 7T AT R EE 200 mg
o E | g7y (10mL) i, b U AT (EfaHEfz) & LT200 mg &A]
T 7T 5T R 400 mg
(13470 Q0mL) HiZ, hv U X~7 GEE L) & L T400mg &4 ]
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[&4E])

FrRN & 5
HEWE DOESE R (mg/kg) Ty h L > 150
H=rAFN I > 100
[ H 2]
i 5 £l B b MR ESASIT)
HIR R (mg/kg/H) (mg/kg/H)

Fy b 1WA EIRAN 0, 2, 10, 50 10 50 mg/kg BEDOMECIRE
= M W, BiEE, &
= KEOET,

h=r 1HA  ERIRN 0, 2, 10, 50 10 50 mg/kg/ H THREE DI

A P HERIAD

[184%]

HyE &5 5 Beh & MR EA )

HrH) TR (mg/kg/ i) (mg/kg/i#)
J=r 6#H FARN 0, 1, 10, 100 100 BEOBELEZ LN
A ¥ LA LR L,
BIVER - BRI R Al F 5o Bl
i o~ 585/601451 =97.3%

L BIHICIE BN IR & 3 2 A TR R M B 18/19%1 =94.7%

B RUPAE PR SE E B Fi A 115/128%1 =89.8%

Xy v AL YR 33/35% =94.3%

BIWEA - BRRMAMET O/E

<Bf U v~F> < R HRUAEMERR S R >
ELHGE S 960  LRMHEAK 278
M= L 25 o — L HIN 331 ARGE R 129
R 180 Bk 95
LDL #4/1 167 L5GEDRAE 64
A ~U 7 UtEY R 136 WHEESE 58 A&
< LBIENTIGEIME 2 45 3 2 A TR R M B H R >
s :
= UEBIER/S
alfF B 10
T2 6
L5GEDRAE 5 %
<F ¥ v A= R >
ENIFEDS 31
595 17
TR 11
% 9 FIE 10
1A Rk 9
SHR 8
NEEI % S AR 7
T 7
TAT k5 7
U ZURY RS 7 &
= | AR TR B, B . BE
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1 10 20
pGlu Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Arg Pro Ser Gln Thr Leu Ser Leu
21 30 40
Thr Cys Thr Val Ser Gly Tyr Ser Ile Thr Ser Asp His Ala Trp Ser Trp Val Arg Gln
41 50 60
Pro Pro Gly Arg Gly Leu Glu Trp Ile Gly Tyr Ile Ser Tyr Ser Gly Ile Thr Thr Tyr
61 70 80
Asn Pro Ser Leu Lys Ser Arg Val Thr Met Leu Arg Asp Thr Ser Lys Asn Gln Phe Ser
81 90 100
Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cbs Ala Arg Ser Leu
101 110 120
Ala Arg Thr Thr Ala Met Asp Tyr Trp Gly Gln Gly Ser Leu Val Thr Val Ser Ser Ala
121 130 140
Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
141 150 160
Thr Ala Ala Leu Gly C&s Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
161 170 180
Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly
181 190 200
Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr
201 210 220
Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys
221 " v 230 . 240
Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
241 250 260
Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu
261 270 280
. Val Thr C}s Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
281 290 "300
Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
301 310 320
Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
321 330 340
Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
341 350 360
Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu
361 370 380
Thr Lys Asn Gln Val Ser Leu Thr C&s Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
381 390 400
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
401 410 420
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln
421 | 430 440
Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
441 450
Lys Ser Leu Ser Leu Ser Pro Gly

Bl R VX7 ERSOHBEDT I /RS (pGlul - Gly448)
TR =T A AT~ 7 A0 CDR fEI A R,
*1: H222-L.214 disulfide bond *2: H228-H228 disulfide bond (#£7E)
*3: H231-H231 disulfide bond (/&) *4: Glycosylation site
pGlu: Pyroglutamic acid



Gal: #7727 h—A
Man: v/ — A&

X3

h ) =7 D N FEAREH O

GlcNAc : N-TE®F L7 ay I v
Fuc

T a—RA

fa
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1 10 20
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr
21 30 40

M o q . e AL
Ile Thr Cys Arg Ala Ser Gln Asp Ile Ser Ser Tyr Leu Asn Trp Tyr Gln Gln Lys Pro
41 50 60
Gly Lys Ala Pro Lys Leu Leu Ile Tyr Tyr Thr Ser Arg Leu His Ser Gly Val Pro Ser
61 70 80
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
81 90 100
Glu Asp Ile Ala Thr Tyr Tyr dys Gln Gln Gly Asn Thr Leu Pro Tyr Thr Phe Gly Gln
101 110 120
Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro
121 130 I 140
Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
141 150 160
Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
161 170 180
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr
181 190 200
Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala dys Glu Val Thr His Gln Gly
201 210 "
Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
X2 hVUX~T L#EOT I /RS (Aspl - Cys214)
T UH =T A ST~ U A D CDR $M AR
*1: H222-1L.214 disulfide bond
#1 U X7 OHEKROL ORI
H # L #4
N R 5isk £ C Rufk ks N R 5isk £ C Rk s
- Gly448 (FRk%y)
Glul (FEp5y), Glnl ’ Aspl Cys214
P ’ 47, Lys449 P y
G(0) G(1)-1
Fuc Fuc
GlcNAc>Many % Gal-> GIcNAc>ManN N2
Man->GIcNAc->GIcNAc Man->GIcNAc-> GlcNAc
GIcNAc>Man? GIcNAc>Man2
G(1)-2 G(2)
Fuc Fuc
GIcNAc>ManN % Gal=>GIcNAc>ManyN %
Man->GIcNAc->GIcNAc Man->GIcNAc>GIcNAc
Gal->GIcNAc>Man2 Gal->GIcNAc>Man2



TIT AT TE 1.10 7 - BIEEEOREFAEGROE L Page 7
1.10.2 &N
b4 « W4
@& K
2 RE - b B | BEFRE CTHREAR O REE Y v~TF (RS OEENBE O A S Te)
[T WE, AL, b X~ (EEfz) & LTlE162 mg %2
| CHE ST S,
- )
5 i
A Fo U R~ TR
0O 4 R O |
- AT T ATR T E162mg U Y
BT 5y 7 0T kTl mg A— b A vV s S —
A B 1y (09mL) XA — AP =7 ¥— (09mL) Hl2, Fo U X<
7 (BlaTffiz) &L Tl62mgaE A
A % 5-
R kE5E &5 B h & RV T A
. b M &K (mgkg/i)  (mg/kg/#)
I
H=7 9l KT 0, 100 100 - BB L E
A Y 26D mtE
b7z L,
BIEH « R M i B s 3R
BEi Y v~F (K F#&5) 149/173f51 = 86.1%
BIVER - Fa PR M il S o e B
<BIfiV v~F (RTFHLE) >
gOE A AGE R 55
oL AT u—/ LN 31
LDL ##/in 24
RS SO 21
KU ZU® Y RN 18 &
£ t
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TOTLIETEI62mg 1) > = Al
()X T GEGFHEERZ) )
[RE&ERY) < F]

1 (Y =2—11)

HRR &  TEUE & O SCE IS B 5 TR

112 IfT&ER—5

AR A AL



FE3E (EPa1—IL3)

- mBICETIXE

AEH—KE

325 B (+ux<7, IHIIEGEGIIND

EHEE =8 = i ey |- 2ot S
32581 —gEREUX<I, |

32801 | skttt (45 (Fou 2=, D N g G2
32812 | skttt (s (rou <7, D N g P4t
3.2.8.13 | sttt [t (rou <7, D N g APt
3282 #EUXT, R

32821 | s a (EEE (ro) 2~7, D S N R A
32522 | IMUIRB fopt (T IEROT EA  m PR (RS AT, . st g | R
32823 | kiRt EMEoEsE (Fo) 2+, || D S FEN R A
32.8.24 | skt [EE TRroEEPEEoER (Fo) 2<7, || VS FENE R AT
32.52.5 | AR AT 7‘3&1";”?“”’ /TEERRE (R X7, i s | R
32.8.2.6 | Hiskmusepst et (i TRoBERoE (Fvv x~7, [ WS HPE R g2
32583 #i (r2ux<7, |G

32.83.1 | dsmmgtpka et iz omostomy (b x<7, || I %N v i
32832 | st | R (v 2<7, I 71N v At

32584 BExog® (+2ux<7, KGN

LR ELT L4 L

B E N T

Z 9bed



FE3E (EPa1—IL3)

- mBICETIXE

AEH—KE

325 B (+ux<7, IHIIEGEGIIND

CTD No.- - . EHEIS AT s T
BHES ol =& (@) |BEE TOM | S g
32841 | skt Bk oRBAE (Fo) 2+, | WL FE R A
32.8.42 | dspduskpksatt [yt (o) (rov 2=, I TN PR G2
32.84.3 | AR AL ifﬁﬁff Gtisig) oy 7—var (b2~ R e mn | e | owm
32844 | skttt vy bt (R U 2+, [ WS FENE R AT
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