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Actemra® 80 mg Solution for Infusion

Actemra® 200 mg Solution for Infusion

Actemra® 400 mg Solution for Infusion
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&AM

kg4 KER % 8% Actemra®ia R B IR AR @ Rl -

uAdFehg %o 3 :

O AR LM PR(T IR R B A R) > g B Actemra®r FH 2 ¢ FP AR
BREE PR i o R3S Actemra®® > kiR (TR L CAE ERES

® > MEKFRH 0 4 £z Fp(candidiasis) ~ # #p (aspergillosis) ~ ¥ & fy g
(pneumocystis) » § &> MK FRE F ek F > T URE AL R AR 25
e A A o

o FBERALRFBREI hwE HIFFHEE S

HiRESRFRE Ak F R0 FH o BERET Actemra®;s R ihk "G E o

b ACemra®is R B AR B AU ERL LT R RESEREL > ¢ § AR

PERRSREFRIBEARET AT LBRFAR R L LFFL 2L FHGL)] -
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L R

1.1 R BN & L (RA)

Actemra® & & methotrexate (MTX)® # 38 ja 2 # A ¢ BRI € RGRREME L > ¥ % - &
- a1 + 2. DMARD # % o & "% 3% 5~ ]+ HFUR|(TNF antagonist)isf m & 7 E 2 &

/zmﬂ‘xm%ﬂ ciFEEEY o FH LM MTX g2 @< &7 i 6 #FH e MTX > 7 %4

Actemra®¥ fpis R o

1.2 % B &% & A RE M & L (PIIA)

Actemra®sz methotrexate (MTX) & * » if * 3850 2 k(Z) 0 g dfd 5 B &2 E2 4 g
BM&EL T MIXaRF 3 EF c 0 g2 atd &7 £ 8 MTX ot % > 7 8
e+ Actemra®

13 254 s &3 RN & X (SIIA)
Actemra®ig # a2 R(F)U a2 B EA R M E L ,@,‘ﬁ » ¥ 43 NSAID %
RFMR IR F B E& Jﬁ/f“’ﬁ/‘j °

2. MEBLES 3
2.1 %R RIEHE K
Actemra®v ¥ jh % 5 & 2 methotrexate & & 8 % o & A guEZ WP L EF 4 LE - S5 1260
Aga H B IRGE A o AR E G Amglkg 0 AR SARTRA F BB E 5 8mglkg -

® FRHENREFIAMOTRIRBREFR o FIPRERZSF ‘“%"‘ (AR5 S
wol EP BT R 0 RRIE g 8molkg B F 5 Amglkg[gE R L HE £ HE S E(26)  E
20 8 E#(B3) > 7 2 F E6.1)] -
® PSR ATR RILM & LR F R 7B - LR FALE 800 mg [GERAZTRE FEF
(12.3)] -

22 SHEHLEAN RTINS L
Actemra®+ ¥ jhi¢ * > 7% ¥ 22 methotrexate & i @ * o % PJIA %—*‘Ffﬁ Ak— % > 1160 A4
TAE L2 3 N Actemra®; s pF e R A £

PIA R+ 45~ ¥ REFLERMNE

ME 30 27 m«‘ﬁ 10 mg/kg

p
WEE 30 2 7(F) Lt 8 mg/kg

[ ) ‘4?f?,&ﬁf:k,i&g;p#:’%gé_#ﬁiﬁll.ﬁé%faat%%d{é P FGHET A TR
! £ THRESEEFP RO E DB o e L T S ]

Page 2 of 35


170253
螢光標示

170253
螢光標示


Actemra IV_USPI201705_TPIv09
R T i R B R R (26)]
23 i_ﬁ/:f'}%_&ﬂl})ﬁ,)’f,ﬁ” éf' .£

Actemra®+ ¥ jié * > 7¢ ¥ 22 methotrexate & & & * o % SJIA BE# 21— 500160~ 488 =
BErRgF a2 2 R Actemra®is gy pEauE A E Lo

SJIA &—‘,‘5-’5 23— I PMRULE2 ZRAE

R K330 o 7R —*‘F]’ 12 mg/kg
MEL3027(5)2 m&—‘ﬁ 8 mg/kg

o I+ y@ﬁf%%%m@éﬁﬂ%%wa%W§’ﬂp%ﬁ gL Tk
o NMEMEIM NN R R R %W%%w’$‘%ﬁﬁéiﬁﬁ*§i*
W TR A b R ER#(26)] -

kil

24 bEwE3IN2 - T F
P it Actemra®s2 H @ 4 4 4| % DMARDS» 4o TNF 35303~ IL-1R $&4+u%] - #.CD20
H k> N E# M E R 1] (selective co-stimulation modulators) % 2 4+ £ & @ * chfpk
FAOFET R E L REP DR > T 4 APk Y o Actemra® i A2 2 5 B A
% DMARDs # * -«

® Rz Mg iy s sk E(ANC) Mt 2, 000/mm? ~ % | $= 3+ #c i< >+ 100,000/mm3 »
ALT & AST < *t 1 i+ *UULN) 1.5 % » 7 23k B 42357 Actemra®

25 #REILL UK 2 BFHF
oy e Actemra® kil § 4 % ¥ 4 L A A ITE AR 38 16 e

® HE 30 2 TMPIARLE L SIALE e G 0.9%045%¢ i 4 50 mL it
AL AR AN LN 2 ol

®  ENRREME LR EEMELI0 2T (F)0 0 HPIA LK SIA LY @ %]
0.9%s" 0.45% % i 40 100 mL m@?], g\:ﬁi,”: FT o f\,gﬁﬁa—r GEE SW-EE VTS
A -

= B Lp L RABAAY 4 02 Actemra®T F AR 4p ¥ R Ak 10.9%3 0.45%¢ i &
AR o o B2 RS2 AL P B 7 Actemra® 3 [ G B R R
(2.1)(2.2)(2.3)] -

BRAKET E>THRLERT Actemra®2 3 £
HE R A 27 E i Actemra®
258
4 mg/kg A NE R R & 0.2 mL/kg
8 mg/kg A NE R R & 0.4 mL/kg
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PR EDRF NS L(SIA)ZE 5B
Gz & A R M & LPIA)(E <
%230 o ,:r)

10 mg/kg | % BE & 4% & A R MR & L (PIIA) (%2 | 0.5 mL/kg
£330 2 7)
12mg/kg | > £ % &3 kg 4 & L (SIIA) (#8 £ | 0.6 mL/kg
330 2 7)

— B2 Actemra®EiL ¢ o T F EHREA L E Miie  0.9%E 0.45% 4 g
E&E\‘%]/TJ’E“ cHEIE BB IS KRB ERIRL > LA L EK o

® 0.9%F HaEIR 2 AR z’v’ﬂActemra®§i%J AT A 2-8°C (36-46°F): % iF %13 B 5
24 /| BF 0 ¥ R ERTF o

® 2 045%% -4 g 2 AR r—"iﬂActemra%%J AR R T A 2-8°C (36-46°F) %5 & % 24 /)
P 2R EgE s 4P ® RS -

°® Actemra‘ftgl‘ﬁ)@*é‘?d’ﬂwijxv‘ A RN RIEA T LG o

[ ) ﬁ/‘é#’v gp ) ’Eﬁ%—v}'§ 19 m%;?fﬂ i‘lj gi_.r_/g_ °

® UL RALE 60 AL 2 R FIREILR A o 7 7 4 %41 (bolus
or push) o

° Actemra®z FRH R R R A T 48 Actemra® B i B - Ac i F

e L 4 i 4p

® I i%‘?% BEENHEDPRAETF RS AR R BRRINBS AR E
3{;.] Tigr oo

® Rl 1 Actemra®2? polypropylene ~ polyethylene ~ polyvinyl chloride ++ %‘fmﬁ%l AR R
polypropylene ~ polyethylene f-z4 33 +4 fg’fmﬁ%] AFLE AR R e

26 FIRER AR HER ¥ T2 HEDN
dok g 2 BRER L 0 2 4% Actemra® 7;«‘-‘1%5,?" DA ALV E et I
HhGELEFL

R B ¥ (AT ERRLE ET)

BEREE FIRS 3
>3 B BAEH Y 2 MTX #E
Fiet KQ(ULN) fﬁ'"}%—i Actemra®i’ L J__}/j' ﬁ * , 75 )];‘5 B AT fj % P fg'/z A L

# B0 2 Actemra®# € T 4mglkg £ H7pF iR 0 3 3] ALT

2 AST g ¥ -
‘T3

e Actemra®* FE PIOFRRE S E LT ) ¥

R3S

=
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¥ &+ *I(ULN) B R FEREE>1-3 21 F &+ IULN)Z =
CRE 4 R AR o

E

W EF N RTREE AR E R L F T3 B R e
Actemra®

VRS £ > B F | Bk %5 Actemra®
® 1 "1(ULN)

B a REEUT(RTEFLLLEFA)

HREE FIR
(cells / mm?)
ANC >1000 k=2
ANC 500-1000 45 % Actemra®* %

i Actemra®# 5% st g 0§ ANC i # 3 >1000
cells/mm?® » j€_4 mg/kg B 414 Actemra®# % » ¥ L5
A E T 8mglkg

ANC <500 &&= Actemra®

L FEPERRT(RTEFLLLEH)

WoSREE FIRS 3
(cells / mm?)
50,000~100,000 rpE iR

® i Actemra®# kLAt R 0§ i) FHEEA D
>100,000 cells/fmm?> j&_4 mg/kg B 414 Actemra®* % >
AT e B 3 8 mg/kg

< 50,000 & %4 Actemra®

SHEEEPLBREYRELM L

P A 454 PIIA B & SIIA &% & (748°% i Actemra®z #| £ %= § -PJIA & % £ SIIA &
Aok NI b AR RIER LR F AR TR R R F Y M T A S
P ECT IR R R TR R 35 Actemra®e 4o % T4 i3 B A & ¢ % 2. methotrexate
2(R)E T EpH o AR it F o LA ER LI Actemra® - B 3] 2 fRak ki amE
Bald HPHZHRAFSF NRBEVREDPIA R F & SIA LY iy B ol p b g 85
TR % kA £ F %% Actemra® -

3 A3 aHE
Actemra®# 7% gLig 1 b4 0 H =0 i@ % [ Fg e £ (20 mg/ml) & 45
® 380 mg/4 mL
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® 200 mg/10 mL
® 400 mg/20 mL

o~
El

LR
* v drgt Actemra®iB At kK [ 2 L EF L2 E FH(B5)] -

=

5 EEeai$A

51 kER %

i@aﬁ£i¢%$w’é%Ammfﬂmﬁ o e N IERE R L 3 R A bR
FoORFTHER e A A EF BrRERE RS RASE R PREE L RER
B ARAEER G e 57 L R RER A g eR L AR 5T L BE X T
iﬁA@ﬁM%$Mﬁﬁﬂzﬂﬁ@wMoAmmﬁgﬁﬁ%@ﬁ@wﬁ@%g%$zﬁ\
*£ % 7] (cryptococcus) ~ 43 f# (aspergillosis) ~ ;&ﬁ&mmm%MUiH#iﬁ?ﬂmwmmﬁ%@io
B Jed O ABERILG BTRARBHRY T NR - » F TR GFL > blde - BRI FE
(histoplasmosis) ~ 3 f# /& (coccidioidomycosis) ~ % #74 7 (listeriosis) &imﬁ#?ﬁmé
LA @ 22 h ¢ B RINORRAL  F LR A TR L P B E AR Y LRI e
methotrexate # 4 Ff% > & ¥ it aflﬂx'ﬂ/;‘\rﬂk ﬂr*&?aﬂkmfiﬁsr]—k ek R R RIS
B FF o

B R LR ’1# Bt A s 2% T %S Actemra® e T 7| I & Bk Actemra®# i 17 fw
i H O e "t”f

i

® BUEFISMEEFMEREFIHE

® GaHTePRbEENA

O DRESPREEALELY

® 7 EAGAFN{EFTINN ‘J'JF'E:]& xgl]%‘]m 7 ek F

® jHURMTFF FaTVaERBLEFIFILS

o Actemra®iid B R R o2t BRUBRARETE DIE LMk o Tl 5 AR Lk
T LR LR s A BRI Lﬁe,fzwf_,zf:..@;w;z(m) CEFTUFR6L)F

& i%7q 1 B g a(L7)]

hok AP HDEFFEER L PHEL L NPt g BB f;%“ o bt WU R A TR
% @s;zv%&%i&iﬁ@@m%@“ RE2 LR L RS R DIRFIR 2
T LR

R
E@%Ammﬁ%ﬁﬁ’@i?%%Em%ﬁ@&%’iﬁﬂﬁkﬁ%ﬁﬁ®%°
25 3 ’ﬁ ,%Elk'l’i%f*)]%i\' /éﬁv'l’iéf*}]%}]% 4 mﬁ"ﬁ v ¥ o FEIE ‘a SR REORETS
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J%ﬁ{ﬁ%ﬁ{%kﬁﬁﬁ@ﬁﬁWMmEJ%ﬁ%&i%ﬁ%%@f@E@%NMWﬁ
e A LB PR o ZRFEAETRE R TAT BT R RIRERISR

Wit AR BRI R R S SRR b BRRBEREREFLE DR
S o

=k B 4 Actemra®is ok vk A PRLERBERESPRE 4 o & 2T TRk Fk IR ATE R
FPARFFLFE 01%  GHFERLEREE PR L F A F 4 Actemra®in g T30 R L A
B EOR SR o

SR REAPML Y BFRE O FELASR G ETS

w

FELET

B AP WAL R Y D RpA £k A Actemra®TRA % Y ¥ A

Fepe 7 B R4 o b Actemra®Tek i EE 0 X AN B APFR LR S R 0 &

WA BRSO E S o B AU RE S Y AR R R LR LB W LRS A

RV E AT B RE S E R R R B ZAR EE SV ER A S

Wi B AT pE LR iR

tedr s Actemra®is s i B £ 5 R R B 2T % C AR A H) o do s B A
Bt C AP AR R F 0 2 Rdk . Actemra®in g o e i AR REY B AR

R o T4 Actemra®is R B f g A EE2FURB LY EX 2EE L AFETE D LY

BLEA TG ”‘kiﬁs-w/rﬁ T, (& 5 ST N R B2 g*k}ﬁi-:r“]‘i‘ﬂr—‘,c)

GRESSE R R s ) Ea

52 % %7

WAk iR ¢ 0 Actemra®; s R AR R EER T SRR S R
Moo Actemra®it * BB G HE T IR 4 S b AR o B R E AT T IR
WA PR ERAE T A BT [GFFL 7 2F 6L -

53 RAZHR%H&KE !

Hh LM &L

R ik

#qm Actemra® ,pv),éf_tfi”%’ P LT E A FAF I M ARDAE YRR D SRES

B o FLARAPM A Y B S KT g HERRAOFAHFL (A F A o

- FRhii Pﬂﬁr”ﬁi-/» Actemra® ;5 f a2 Yl SR RST (T R Y S
(ANC) < 2,000 / mm®) » B % 2£ 3K BB 42 Actemra ol o kLR TG ﬁvi’ L EI RO £
#c'% F] 500/ mm3re T o PRk sk SR o

- ETRANIS R 4-8 %18 KR - :zv%’t’ Mo ow TRBcE 0 2 T RE 3B TR - = [# £ 4 7z
G #FEF122)] I wR[HELLE ;'2.‘(2.6)]i£i‘€iza‘%“%’ vode TR e o AR

B o
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o) R

B Actemra®issy 2 R HCT R G OM o LR RS 0 BISRARM [ 4 KT 2 AR

AApM B N FE[GFLL 7 "F/f%—(ﬁ ] -

- FRRE R RS Actemra®; s w2 o o] 45 2 BT (T 0] 45 < 100,000/mm®) 0 B 3 aE 3k
B 4o Actemra®; s o do S iodk B B o o) 45 %5 $] 50,000 /mmi s T s paE sk iRk A o

- BB R A8 ER - A FHRE 2 BT 3B R K DRR[FEA
W R L F A (2.6)]2 A ] F S B A

rrgaEF L

B Actemra®ip B 22 U vRfE (transaminase) 2 B cE 4 F R 4 h B o ATRERERKY > XA ¢

- HF A AANTREP IR G [FR L7 2F E(BL)] o do B RS 2 B (4

methotrexate) i * » 9% & + <l 44 2 BRE B & B4 o

B - BERGIFL I RERER Actemra®8 mg/kg E Bt & > ¥ A i apggveps b2 e B

* MTX B> T L AST 2 3 351 % @ 'J(ULN) 10 2> ALT 2 3 1 % i+ *3(ULN)

16 & - g B WHp  FREEF TRA T Y B F VRMHERRS BEF DL H R P

H-‘F—’?;ﬁﬁj#—%_ﬁ BAE o i ré!'; = ﬁgg#;,»m%ggg; ) a:—a%@#—% i'p.}{n@_,} ¥ oo

- PRI R ALT & ASTAZE R 4 84 "YULN) 15 & hf % > 7 23R B 4ai¢ * Actemra®
o e in B R ALT & AST AZB R # ¢ "UULN) 5 i3 2 &% 2 b % -

- RBEF 48T pl- =t ALT %2 AST #cid - Tk + B2 © 3%F5 i #gﬁdr}?%i:j% BB T
M7 g H e o RITREEF S URREREL D N FLRAHEL L FZ 2(206)]

g

i ’_fzﬂ ;?L

£ Actemra®ingr s fadplic b 2 B ¢ RERCETIM  Z A g~ KR R SRR
(LDL)% /2 % % & 3 3 ”"Wﬁ%(HDL)[ FRAF RFJEB6.1)] -

— AR Actemra®isgh 4~8 ik 15 0 BB 4 B EEERE SRl (67 IE 24X Fpl— =< o
— Ak BT R R (de F B NCEP)E 413 & 7 3 o

gL LB ETREEM T
L_n:e* * Actemra®; s 9 PJIA 8 % 2 SJIA BEP o » BHRAR R RGP RS F “‘g 4
Mv o TR HCET A PRI 2 L P B R o B S LR BERIFE Y M &
o~k F ~ALT 2 AST 215 - PIA R K s+ 42 8 £ Rl- = > SIIA e,—w*%a 2% 41
ER- K o BERI o ERS od ERESR NIRRT B - R[FLRLHE L
Y H = A(6)] -

54 LRI :
L Actemra®is f H E SRR B B A L ATRRRRY T Y # 4 EE R =] e S
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7 & & (6.1)] - Actemra® g — 4 f A Fr A 0 2L LR P FIR ISR T i § B b B R D
R oo

55 i§#TF B 0 ¢ 3 p L i®ATF B (anaphylaxis) :

WACF b0 ¢ HERE AR 0 B AR B Actemra®Ap B [F R L 7 2 £ £B)] 0 T E G
R ﬁi?l i Actemra®ts > F1 2 B BATE 2 A 2 EEL o AL B B mg}.»\»ﬁg;],l

Amwﬁﬁ%%%ﬂ’ﬂﬁiﬁwﬁﬁsﬁWﬁMF@5%%i$%ﬁﬁﬁ$éawﬂ%M

[had ﬁ 3306 T BEER ﬁia?J Actemra® e s 2o KF R JRIERE & WL ﬁ"z % 0.2% (4009 i
cHF BN s A REGIL Actemra®iE (72 SIIA $HEE% 112 =& 4 ¢ R 1 51(0.9%) 7]

E%@‘ﬁm; T @ JF &k R u%ﬂf«ﬁiﬂ T Actemra®iz 172 PJIA $RiEs% ¢ 0 i L E

’-"iﬁaaj 1 Actemra®; s 2. PJIA &-"z P od AR e R Bt ,r,;/%«.%z ' %5 0% (188 i+ @)&4

06l)c Fid b ipfenk oo s tblon s AL 2 ZfH o LNk JRIARY o8 [

£ 47 2 F 6)] -

A FE s éq_‘%gd s B * Qﬁ,«s@.

| &
EFH PR G R LB ﬁ%

AN

N~

Frgor brz Actemra® (B % & K & H U sk Bd)isk
LiEACE o2 v Rl o BRETFREF DG OLH
% %’ﬁ%ﬁi@azifmﬁﬁpo e T %f*bt’#\%’;"*@azﬁf@m%—*‘t’ ’*Kg WA EATk
&< a“ﬁ%‘é WACE F AR o T S B F - L Actemra®p# if ¢ 3 4 [,,j—ﬁc;z 7 2E R

6.4)] - %Jﬂ Actemra®® & 7 $H B € AR Bk i E Ak mf}%]‘mwd R 5313,],: o
4 % ’s?iﬁ%:é‘_@ﬁszﬁ B B v iEack o B it Actemra®§iﬂ Ao AR A B Actemra®is
Feo F H Actemra®s 2 EATE 5 0 F v % Actemra®in R [ R L F L 2 (8) £ 7 L F 6] -

.13‘-3

N~

1

5.6 3 ¥ 74 (Demyelinating Disorder) :

B Actemra®is 2w Rk B B BA e R AR REM S LiRRRRYF Y F L
B4R F A R R S R A B % (chronic inflammatory demyelinating
polyneuropathy) o it & s & A3 NI M R, - B 2 B 7 LY REAM B
RGNS Sk L CEal R AR LA RN N

B.7 i $ BAFRA 2 W i £ 4
$HE B BAFRR 2 R LR L 0 B R Actemra®in R [ R 2 7 2 £ £(6.1) ~ A%
T F(8.6)] -

58 Hw#&fh:

B w4 T Actemra®k PEH A > FATRE S 2BV AR o XL AEY
Actemra®; s 8 B s 4 iE R v 27 g - RBZL

AT F TR X Actemra®io B A w EFE § 4 2k o o g1 IL-6 GRET AL §
TR L K LRF 0 Tl E R AT %i,ﬁﬂ 32—!?_ g E&,-*z S1a8 SR £ e
B Actemra®in 2 BOEE AR BT AA R, I EROR Y c BBEBAT S

h
o

AT

F_L

“Sm
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Bt ® Actemra®is 2 B O IR 6 AR w8 fR4n 51 ¢ BT R ¥ LR P A g

6.  2F

i3 e BB afpk R A bt FaFR TR Fa - B8R ATRERKRY 7 A8 BE A F
LA &Y - FEF DR ERSE DR RO P - TR TR RS m R ORRE TRk
R P LR BHE L5 .

6.1 #r4x 7 Actemra®isR 8 b IRILM & & cfRk 325 11 5% (Actemra®-1V)

1 e 2 Actemra®-IV * AR AT R RIEM & X FAL G R T BER B R S o
Tk sk o B TRAF LY 0 o B 4K Actemra® 8 mo/kg H b £ 0 (288 p k) -
Actemra®8 mg/kg & # DMARDs (# 4% MTX)i5 5 (1582 i=p; &) & Actemra® 4 mg/kg & & MTX
iR (774 m ) o

BATY Y ST B B 450G R BT 0 - = Actemra®IV s cs B o hiE 4009
B¢ 23577 A2 3 S B9 A 3300 & 3 U adk— & 02054 A 3 ik A E 0 U2 2189
SR Py

T RREEDLY RIEREHATR BEME LR TI0ER L 52 Ko 1Y 82% 5 1
AR TA%E B 4

BF LBt AR i IR A [FRLEFL 2L FFGL] - b 24 B HHBERE
@ BF AR ES A UF (X Actemra®¥ jbiof & & % DMARDS o F # L 5
>506h% #)E b ek B 4~ BOFLL ~ FEF ~ B BE ALT 2 2 o

BHER CARAERLERERESRY FLEFESF T LR A Bl RaRE b &
Actemra®-1V ;5 2 5 5% @ o FAle L 3% Bt LeniR B R F) LA 2 L 2 (TR0 Rk
41 R RenfaBiER) U BRER L o

B 24 FHBALTRA % Y Actemra®-IV H s g w4 g 4eni S i 5 100 Bop £ K
(patient-year) 3 119 % &> 2 MTX ¥ jp s % e3¢ 4 Fi702- & 4 mg/kg ¢ 8 mg/kg & # DMARD
Rt B A A F 5 F 100 B & dc(patient-year)§ 133 & 127 % 6] 0 A A% A &

“ DMARD ‘R 5 112 % 6] o B ¥ ARF L g A F oI B 42 HeF1L > 38 4 50 w8 5%
27 8% -

BRI Eaop Y o AR AF L P FARBEITRAREY PF 2 ST .

SLEEH#

B 24 FHBALTRA % Y Actemra®-IV H sk w4 g B RS L F 100 Bk &
# He(patient-year) 5 3.6 &) & MTX E & e p] 2 1.5 % 5] - &4 mg/kg & 8 mg/kg & &
DMARD i s ehifie € B 3 2 5 2 u] 5 % 100 1 7 & # fic(patient-year) § 4.4 {v5.3 % 6] @

©% J& & % DMARD 2R3 3.9 %6 o
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Befnr Fphd  AREEAF LR LS RHBRRA R PR LG R
PRt R ¢ %“k\wﬁi RERE T FEEE T T AT AR LR QTS

2 m l;:]:[ﬂ_’_]’ﬁg § % o ’ﬁ ”Ja’éﬁ[’} "_}_ 3] 3 §F[F-LK)EZ ﬁfﬁ?l’f’/f 2 iJF(S 1)]

;’ ﬁfgg ;“JL

AR 24 E MR TRA Y CActemra®-IV sk e d 2 8 S T e 4 F L F 100 Bk
# #ic(patient-year) 7 0.26 & &) o

BRI FEeom b BT HE T EL O FEHRETRA SRR DL FiT0 e § G
FILhEBAEE AR R E LahE R 0 ¢ 3R M (generalized purulent peritonitis)
Tz%¢?w~@%ﬂ%%o?&%4%%%*“%%‘P%¢&ﬁ*%ﬁﬁﬁﬁﬁﬂ
(NSAID) ~ A 7 #fs - & MTX [ £ 2 52 £ F7(5.2)] - iz E4 & L4 Actemra®IV
TR BT PR 5.

N
B s B 243k St PR SRR iR ¢ 0 Actemra®-1V 4 mg/kget 8 mg/kg & # DMARD . B 24 5] 8%

B 1% .&ﬁfﬁﬁ?‘liiifﬁfﬁg 7 LR ECLE TR RE24 ) BN ) 0 @ % FH & HDMARD &
A1 5 5% - Actemra®4 mg/kg = 8 mg/kg ‘e WP EE AR 7 A LR R 5 1%)
WL RS2 PR B AR AR FA(F RIS ARF B S HAT BREE
Bt E A FF (E 51%) 0 P E B AP RRR

}iiﬁé’(ﬁ/@

S 24 ik ehdt RS ¢ o F) Actemra®-1V 513 B A E (¢ LB BATK )P R P BTis R
i 0.1% (3/2644) @ #7 3 @ #73 * Fom & 5 0.2% (8/4009)> r2 b F kMR Actemra®-1VvV
S &Ive IR R AR o B TRy Pl [F£ 2 E7 e

. ¥ 77(5.5)] -

Gy mk» [;

PaREEERE T

;;w VeI s R

Bh P 24 Fen¥ RIEA % Y o Actemra® IV 4 mg/kg {- 8 mg/kg & # DMARD ;53 fe s 6] §
1.8%%r 3.4%:hp; & # v‘g ¢oME % 3R 3 1000/mmirs T s & A & 5 DMARD 28] 5 0.1% -
é_“‘%,’ ¢ofd g IR E(ANC)HE 1 1000/mmiis T sk B¢ > K F L dos 2 N a Rk B At 8N o
Actemra®-1V 4 mg/kg fv 8 mg/kg & % DMARD ;55 fe i | F 0.4%2 0.3%:7:p5 B v—%’ Pt o
gt 3 500/mmPrt T o % Al & # DMARD Rl i 0.1%: e ef @ 46 i 3k 3 1000/mm?
U ek Gl A B B e Gl P OB o

e » BEpbagd "é’ Pk o IRTE MO0 2 g 2 K & S 24 SE R TRA R T
- R[GFLLEFLLEFHFGBI)] -
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o] R

Boi W24k R TR R ¢ > Actemra®IV 4 mg/kg{r8 mg/kg & # DMARD:: B 2 0 A B %
1.3%¢2 1.7%2’1’1:])% B H w47 % 3 100,000/mm3r2 T ;% & & 5 DMARD &R 5 0.5% ; & & 4!
APl dlw 0% o

LR P FEm g b i 2 g A S8 LA H R FRTE SR - R
(542 #7228 £7#(63)] -

SRRRE G

201 FRAERREE R R RN NRATREE R S R p ko A R R0 M E . DMARD
HE iz Actemra® 1V J5 & 5 1 Actemra®-IV | B ) (SR E B E T TR S v ¥
[ 2 HE 2 &2 2Q206)] e B A ATRARF D B EcFHE 2 > 12 FY

ROTHGR 2 R ARM R L FFs s EA(GI)] -

21 #%-27 AP 2LUIHRIT TR E RV RRE L 5

Actemra® Methotrexate Actemra® Actemra® X A+
8 mg/kg 4 mg/kg+ 8 mg/kg+ DMARDs
Hpew DMARDs DMARDs
N =288 N =284 N=774 N = 1582 N =1170
(%) (%) (%) (%) (%)
AST (U/L)
> ULN ~3X ULN 22 26 34 41 17
>3X ULN ~5X ULN 0.3 2 1 2 0.3
>5X ULN 0.7 0.4 0.1 0.2 <0.1
ALT (U/L)
> ULN ~3X ULN 36 33 45 48 23
> 3X ULN ~5X ULN 1 4 5 5 1
>5X ULN 0.7 1 1.3 15 0.3

ULN (Upper Limit of Normal) » ¥ &t % &+ *2 o
LR R TR ] (14) -

LT Bk o B ALTIAST cht = )8 5 9 24 e R TR R R AT S5 % - 5% o

Ay

Gh 24Tk SRR TR SRS Y 0 A deActemra® Vs 61F 5 F = 36w o H i (S PE T -

MR R0 B BRI RO 2 Y b fig) et SRR gL R e b A kT 2

fo WiFfE e > @ = feHY i fn 23500 mg/dL—*‘Ff Het oo Hofs n Fo¥iciE B 243 A HOT A Bhendy

Lo

— Actemra® 4 mg/kgfr8 mg/kg & % DMARD; % o » H % B %y F-v T35+ 2 {5 4 w] 513
mg/dL % 20 mg/dL ; 8 mg/kg ¥ s % e ) 5 25 mg/dL -

— Actemra® 4 mg/kgfr8 mg/kg& HDMARD s R e » 2 F % B fq Fev T30 4 A % 53
mg/dL % 5 mg/dL ; 8 mg/kgH 3% % 2 p) 2 4 mg/dL -
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— Actemra® 4 mg/kgfr8 mg/kg & % DMARD 5% & » # LDL/HDL - & % 354 u] + 20,14 %
0.15; 8 mg/kg ¥ &% = p) 5 0.26 °
= 4% Actemra®;s S B 0 H APOB/ADOALI i A K3 4 AT o

B 7 P—TJI':[J:;ET:’%%’\:} AN R AR EY 3 (R Pk 1
LR P Epk o B gt A8 L X HRER BRI L - Koo

ARAEF RV

BB 243 R TRAk % ¢ 0 £ 287615 B 45 anti-tocilizumabi Ak ] o £ 4615 £ (2%)
% anti-tocilizumab# 48 2 5 & > 2 ¢ 5= Ap i e F%;%_r P A B AT R i F @ 1T R
S o 301 & (1%) 4R ¢ fofbdany -
I PO AR T 4F TR S ¢ tocilizumabiisd & s Bt bl o ARFMGHEFTHF LT G
THASBERTF)R RHNRREEFEE REHR T RIS 2 CRAREERF EH Y
BEPZBELAR o d N FE 0 B ot fstocilizumabsr s e DR i o0 T i

HEEEDEE LY EE o

N

~

X

M i B

boh BP243F P BB TR S T 0 422 Actemra®-1Vis H k3 ISA 2 ERRE B HRE
284 o M EHE FE 15 Actemra®- Vi e (1.32% w/lOOlI?I{is B # #) &= % & & 5 DMARD
2(1.37% BI/100 1 s B 4 )% 4 & 4piT o
FLeerg " EuL o A2 ERHARs e L 22X HRBAZRTE S, - R[FFLE
Fer g EFH(GBA)] -

k Ed,‘}t
\*

HE 7 2F R
& Actemra® 4 mg/kg & 8 mg/kg £ & DMARD ;5 23 4 F A28 2% > © PR3 JAl &
DMARD & > 4 5 5 1%+ ch? 2k 'y B34 27¢ o

%2 fActemra®4 mg/kgst 8 mg/kgé # DMARDs K 28 4 F42:62% > * R X {H & &
DMARDE » % 2 % 31014 F ¢hA 4 F &

24 ~ R HRBHK 2L HH
Actemra® Methotrexate Actemra® Actemra® R +
8 mg/kg 4 mg/kg+ 8 mg/kg + DMARDs
Eme# DMARDs DMARDs
N =288 N =284 N=774 N = 1582 N=1170
7 RFE s (%) (%) (%) (%) (%)
e B 4 7 5 6 8 6
JeFl 7 6 4 6 4
R 7 2 6 5 3
B oo B 6 2 4 4 3
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ALTH#ciE + =
i
T
I

g Vofg-};
R A

¥ X

Woepr e +

PRI DN NN W w o
NP W RPN W
NN W N WWw|w|w

(1
2
3
1
1
2
1
1

G NI NI DN D>

B PR AL TR R P de 2 Actemra®-IVis i b RIS & X R R Y o BB R F R (A 5
HIP2%)hFRARM A LF e
;34, DUl e
EY R TERE
’Pﬁﬁﬁﬁs'c TR gi_pg‘ rwv?e -%L-J
ERE BT RSB 9 IR
-~ ARMER BB A G Pk
R K B0 AR QORVER VR FIEE Ut
P87 ° ‘%
TRA R ¢
F\"'\ﬁ&ﬁ-lﬁi

3
r2

3 n\\-

R T

H .4t %, 8 - tocilizumab vs. adalimumab

- B A BAEDER - T EER(RE b+ tocilizumab 8mg/kg F w i - =t % ﬁsw] pER
(1631 I B2 H iz * adalimumab 40mg = & iF¥ - =t & T3 4(1621 i B)) a2 - ﬁ
R A LR REEF A AR o k2 RE 7 RE gt b As k. _E_LF'“ T fren
(tocilizumab e 11.7 % vs. adalimumab 2 9.9 %) - 4p #+>+adalimumab i - tocilizumabie 3 - $&
R 4 F 2 (tocilizumab 2248 % vs. adalimumab 242 %) > 2 24 BrE R 2 F 21 5A e 5 3.1

% o wied Bipfy B Y o FHE RS BCE DR B 4P 0(e #é“‘,%’ EEACRE s GE A O 11
T 50 ALT S ASTHes fq st =)0 A o jhiglt & 1 P enfg i 1§ A oif & @ 5 - tocilizumab
2 Ap ¥t adalimumab e 3 o

wtocilizumab = £ adalimumab e~ %] 5 465](2.5%) % 2] (1.2%) 75 B CTC 344 mv?,’ L
0o IRBCE T E oo gt b s ftocilizumab fe g2 adalimumab 4 ) 5 1161(6.8%) & 5&1}(3.1%):;%,@,‘ &=
B CTC 2% (7 ) e ALT F 2 o M3 B Pq Fev AP A B B2+ A T 33F Atocilizumab e &2
adalimumab ‘4 %] % 0.64mmol/L (25mg/dL) 2 0.19mmol/L (7mg/dL) -

i iE P o tocilizumab e ATEL R P % > BB EE2 © Fratocilizumab® > R AEME - R
TG AT AIFH NES R LE L o

6.2 #%3L 3 Actemra®iok 5 M & 1% E A RF M & X ik B 2% (Actemra®-1V)
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B 4b4 188 2 3 17 & ~ B PJIA ~ ® ¥ methotrexate Tk o & &7 i & & F @ &
R Actemra®-1V 1% 2 4 Actemra®- 1V =13 * FRb(Tas£x17°- A AC temra® v
REE ) PRBE R R BPR S 1844 Bop b Edce BARRPE 9 LB FE AR Y O
PRA R B e 0 £ F 1T 80% i * methotrexate iefr o — A 5 o PIA & ¢ 2B
VF Al fr e RA R F 2 SIA ¥ ¥ “T R4 X Ripk [ £ 2 7 ¢4 £(6.1,63)] -

Amm#ﬁV%??%%&ﬂﬁ@%%i$;ilm%%&ﬁﬁj1%7%%0&%#%%1
ELRAFIE et R4 o AR E 1330 o7 & @ % 10 mg/kg 2 tocilizumab i 5 r’v’ﬂ,&ﬂ‘ﬁ
Yoo Bt R A (R 100 Bop b E st 122 % 6)) 0 ABcE R F AL R 30 2 7(F)
m b * 8 mglkg 2 tocilizumab i m%ﬁ“(# 100 i s BREHGF 40 %F06)) i g i< 30
o7 x % 10 mg/kg 2 tocilizumab e ok F ¢ 0 FIR % ARWYiRLE2F A F(21%) bliciE
PR EE 30 2 7(F) L £ 8mglkg 2 tocilizumab i k3 (8%) -

I

EPIA B P o SAp M F R A G BRI R S R 24 PP T A chery 3
o Acemra®IV g R A 0 f 1L FEN)ERILYEEL AFE 0 B
b5 Q02%)atiia b d s 24 1 PR FA 3 AFE o AWADFEAFL HE L L GR R
forloi B B ERGE2A P ER R FL DT R LAP oML B o - AT AR
AL R e 24 PN CTRBETES G AR o A e RA L4 2 SIA B ¢ e
Fapm[pRL 7 5 (6.1,63)] -

& 24 fotocilizumab § B 2 ZE Bk a2 TRk BRI AT R i iR £

ARAEF )
AfEE M 30 27X @ 10mg/lkg 2. A& o R s ke o g - u:ﬁ,—*ﬁ ' IR anti-tocilizumab
PRI F o R AFAEATF o & RPEIIFEY

7RE LT

T u R
EFRFHTRFERIYE & Actemra®IV #r * Fop R? § 7%k K 2 f Y 1 sk
LT s % i 1x10%/L IR % o

PR MG b R D MO IXA0L S B E R A st 2 2 R R P ROl

o] PR
EYAF R WAHTRIDET 0 & Actemra®IV G BB R Y G %R FF L L T
% 2 50,000/mmiR { Mg o E A LEE A I Tt oo

fr 7
TR
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A RFHRIHRBRTRYE > & Actemra®IV #r3 PELRY 0 A uT 4%feR B 1%k K F
4 ALT & AST 2 & 3 2 ULN (3)10 1} i % o

£ 5
BF R kWS ERIW T 0 & tocilizumab G * B k¢ 0 G 1 im K (0.5%)F L WL AR
A AW 152 B ULN s g 5 1 2 & 4 (0.5%)% 2 LDL = % A2 1.5-2 8 ULN & 4 -

6.3 #S Actemra®ipf > 1% E | RF MM & X ehipsk 5%k 5% (Actemra®-1V)

Tt AR PR - R B Jef‘f;’witﬁ?l é"ﬂ%‘? R % Actemra®-1V o chg % o i
B 7 11223 17K~ &5 SIA = $2 A‘E\;T"]ﬁ%:}m’s? £ Z (NSAIDs) & & B 4g FfF )
BAME B Fnd i p R o hARRE S 9 L F L i * 0.3mg/kg/day(F )
Foend B RIS 0 $F 3T 70%0 fié * methotrexate e o TRk 7o BLAY 12 %
SR LN N - BRERENY  AEHAT DR FRHBELIG 0 LG Bk
a‘ 52 Actemra®-IV o GRM E @ 20 B E 5 8 & 12mg/kg) o £iF 12 tF2 (5 » &30 Fp o & 1
DipHPE o RE TR BRENY > H R Actemra®-1V ;5% o

AR R 12 FHEAA I 0 i % Actemra®IV s 2 B¢ BG K L3 AF E(F L
05 5%) 5 e R S B~ JFILE I -

3
(«a

e
-

i

L

Z

AW 12 HEA B o Actemra®IV m MR A2 F L F 100 Bop b E#cf 345 %
bl % G R 5% 100 Bop b Hc) 287 R 6o TR H I L T3 PR ut W
HHME R34 555 100 @ & # 85 304 %6 -

AL R2FHBATE Y o Actemra®-IV e € R 48 4 F 52 & 100 B b 8 115 %
BT DRI S T3k B W R R A A 55 100 Bop kg 114
Tl o B URPBERLEFEL BT L~ kRz P B

bR
7&:

<o

<o

—

| o

g dm e )5 T g IE
hon i 12 % j‘P@k’ﬂ’“ﬂP“‘ PR et RER L AR IR ER SR L E e e S
‘o FF(MAS) ; aie * Actemra® IV s B s B ¢ 0 3/112 = (3%) R K # 2 MAS -
FTRAEG - hE AR 2PFE ARG R LA Actemra®-1V 12 mg/kg ;o % 0 &1 &
FiRa® 70 X L MAS e ¥ 2k 2 i éiﬁm{’éfﬂwm R EE A MASe &3 g
& 5 FH A MAS ¥ & @ #pF ¢ $7(2 i+ 8 F)e iR (Lim g )R Actemra®-1V » ¥ 3 4p B o
iR LR FOMAS B R 230 A 2 A T f@é}fﬁ o & Actemra®-1V = SJIA 72
BE RS o T W m;gwga MAS e 4 F 3 XA IR F g g 5 P ooy 2 A

ERPrEaEd o

BARYT ABIFREOEL S L ANMPREMEE R L FHAMBKE SIA % F
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R ER  BARNE B R S AR T AR 24 LN R ] R e b
AP L2 R LY 0 G 4% Actemra®-IV e & K & 0%:n% A kK gl a2
PRER G- BEAGEBRERRIS AL R AR PROF B ERFETRL R
XL EP iR e

7 16%:h Actemra® IV & & 4 & 5%:h% Fale b b ki Jﬁﬁ%*ﬂﬁi*
Actemra® IV e @ 75 4 (0% 2 & A B - RS + ’?,‘E%‘K oMERERER

o BEE(RRE)RRTS KL -

™ F_L

,ﬁéé‘iﬁé’fﬁ/@
G 112 A RA T E 2 Bt ¥R+ Actemra®-1Vv R E Y R G 1B 19%)
A EWMERE Bl R [ R L EFE 2T EFGD)] -

ARFEF RN

ESLN VLY B! te k2 BEpEgRAR 2 anti-tocilizumab e Rle F 2 . & 3 anti-tocilizumab
MBS B Y - BRFH L P EREERE BTE ﬁngg:—_g_x 2 B (ERA e F ok
) LHFAINFEY V- R R A RGBT F]A 3
,};:r;i“ °

FHEEET
gﬂﬂaiﬁﬂéﬁ

GAM L2AHEFEL YK AT R HRATRYE > Actemra®IV 7%”7%:“? SR
9o TR D MY IXI0L I g A FM R R ER L FHF 2 SR G o BT *3""’%;”; ¥ s
T3 B WA o @ Actemra®IV iR ek K § 1795 A vf ¢ 1y b sk T
TG o oh P R IR T RO IXI0YL & Be® B A R 2 2 X P RN g -

o] R
BAP LR2EHBFLHOFRFHZTRBRTRD T > § 1% Actemra®IV 2 k4 2 3%:h%
Rralie &% 2 & [ 473+ 8 % 2 +422(100,000/mmP . % -

bR R S T3k en@E 2at W Hp Y o Actemra®-1V s R kK A% L
TG o A EEF A L T

a%zgg‘_;;%_l =

BAY 12 BHUBFELHOF R KT RFT R T Actemra®-IV 2w G 5%2 3% R H
#2 ALT & AST = 32 38 ULN(7 )t ehm g » % Faled g 2 Fal 5 0% -

BT n kRS T3k B g W e o % Actemra®-1V iR E A HF 13%E 5% 4
ALT & AST2 3& 3B ULN (7)1t a4 o

.
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- Py
BAP REFERFALH TR R I HRHBERD P > Actemra®e§ 15%: R F# 2 REAR

A B AL 152 % ULN o g > % @l e ? o 2 Sp) % 0% - Actemra®e § 1.9%:hk ¥ % 2
% LDL = B 42iF 1.5-2 8 ULN ehi & > % @&l e ® g 4 X0 5 0% o

T Iin RS T3 nB st WY g g e § i g A 0o L B 12 F R
TY P EFOT AR E o

6.4 B AT

e Actemra®# ok B LSRR ARG OR Y DT EFRT I AL o d WL F B
R AREETA ) FENARER TP T AR R EE AT A R B
T % B oo

o RGN LENF R4 LEFLLE F7(55)]

e Tocilizumab s f 8 & 8 3 2 € # %58 2 g i ¥ Stevens-Johnson Syndrome (SJS) 3k 4

7T EHRS iER

ENCERS ¥ T ERE T 20

AR REER S s E S $ 4 £ 2479 0 T A F Btocilizumab m,—).?-ﬂf & s | methotrexate
(MTX) ~ 2L A s LB & L FRABGEEF BT -

@ H A% @,J,: Actemra® 10 mg/kg & # & ¥ - = cAMTX 10-25 mg » $H*MTX5HE 4 & & £
F e ETRA R

Actemra®s 2 3+ 135 s 3 Ak RS (I TNFRFLH £) 8 * chig & 0 @y [FFR 2 #/E 2
#HF=AQ21L)] -

72 #CYPP450% Fr2. 2 3 i£%

iFgE e chCytochrome P4507E 14 € % FIR 4 2 3 L (bl 4rIL-6% o e 2 ) B Fm F T
oo B h RMM & i"(«‘}lis B tocilizumabv ;ﬁc} FrIL-6571 8@ v > v 42 CYP4A50eE 14 » &
@ 3 4 7 CYPABO = 7 4F % 4~ e 1% 3 o AH 7h 38 % A o7 tocilizumab ™ iv § #2F 5 BCYPE 4
(CYP1A2 ~ CYP2B6 ~ CYP2C9 ~ CYP2C19 ~ CYP2D6% CYP3A4) % 3. » fe >+ CYP2C8:\ 18 3%]
v P 80 A s o Omeprazole (¢ CYP2C193% CYP3A4 ik #f) 2 simvastatin (¢ CYP3A4 it 3)
SN RS Y o Bb S H A Actemra®— & (5 E 4k B £ A4 W' 1428%% 57% - Tocilizumabii
B 7R i CYPAS0 % B2 i dp ot K DB S T AL TRk BE R T 0 s e 2 A
BREEADE o R A B s B0 B e 2 ¢ MTActemra® R AR 0 B R ok (B)
howarfarin) & 2 4~ Jk & (] 4-cyclosporine & theophylline)ig 17 & | » ¥ 3t % & pryf & w| B 4 & £
EEARE o FEHE 2RO P il L Actemra®s CYP3AAL T % 4+ (v IR 2 % - lovastatin 2
atorvastatin £ ) & * ¥ iy € 3140 s Menz I Y B Tk o % # o tocilizumab¥tt CYP450
g R R R T FH RS [ AL st FEE(123)] -

Page 18 of 35



170253
螢光標示

170253
螢光標示


Actemra IV_USPI201705_TPIv09

73 BHEY
e Actemra®in g F 2 Wi EMR G [F R L EFL 2L FH(G8)] -

8. Brk%ET F

8.1 %

B

W B Actemra®* 2t R 4F e AT A 2 KRR AT € E A A R LA E
#ﬂ#ﬂf’a@ ' o H BR3AE > dotocilizumab > % = Z I € HiE @%@ﬁ%i;‘@’?gﬁ BE A A
NA D RBRNEL L BODLEF B[FFALBATE] bB A AP N E R ELRT
4 XA F%L A tocilizumab o g IR GR A [T Ps-Rs e = 0 BB E AR E T X BB
AR (F 23 4 0%1 518mQIKQ) 1125 (7 )14 b o Bs e sk 2 fedp 11 IL-B L IE Y £ 5

Pl T g FHEF T HF O RERFFE LR F g TR T T o RS B[R
L@ FH] o RIpFdr BTl VAl e @X DI EDR s

R Rk SRR T I 3 2 SoAh S e T = U i ,ﬁm@#"’“%ﬁ.lﬁowp SEE R S L i el

MAR AR 2 ALEENT R R G 1*1 Beh— A v a T G USSR LR g

AvR s A AN B e B R e A Y 525 4% 153 20% o

ek 4 &
PAST TS 577 R F B
LR ZEARY O HE R E R PR A T e AR A PETE AT o H A B
% BT Actemra®sB 57 0 A B R
FLLE (B8] -

BE TR
7 14 7 A

- JB S R JEaRPA-PANIE T F 2 3 P > 3 4 ) (gestation day, GD) % 20-50% s E F 4 = Hp
P X %% 4% 3 542 ~ 1024 50 mg/kg:rtocilizumab o 2 & & &% R D IRE A/ B K I % o
fe f® REEEP% 1 54102 50 mo/kg(Ap & *S 32 7% 1 5t A AT B 2 R AR 11258 (3) 1 ) ehal £
T HURA ~ RERRRAI S R RGE o

rrtocilizumab e B AF i ) Rig 72 A7 ¢ 0 p E A 15(GD6)L 4 A 1 (wﬁ)ﬂp & 33
A R E LR A 50mo/kgHE o BERTHENAD S EX AL 6 o %
R B~ T2 BV v ~ kB azdans ¥ ANRS Fil‘lft?%i"

P G A S T SIL-BE P AT R o 2 e N LB IEY £ Tl i 4
s REEEAE EE LR el i o o
v R(IGTAFIPIg ] B¢ > 2 o e 2 3(116™) | Bk o g o $HI6T A F17I%
)RR AFERIL6F @ 2 AP IRRDT F o
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8.2 i

R N

B ?zﬂ i o B >t tocilizumab _F € J1 IRt A ~ A BT R L2 fz? ﬁaﬁﬂg’;fgﬁ VR A
A2 20t 2 EE S g hE o “»?f'mé‘u ﬁi}w G (IgG)g IS A FFengt P o 4o
%tocmzumabg#ﬁ i AFgangtit > pow v 7 g 4etocilizumab BB ¢ f%_{g’ voihh itk A
w gb’}s m_}:_ﬁ/%%g =% aa;féf' BMod A3k 7 v ek B 7 11,1, I R e R !
2R Actemra®$ R 2ot d khk k5 T o kel 2 FUSHE T 2GR B ehdE Aufe® A
Actemra®sfeE 2 0 1 % tocilizumab et & LA AR TS P R BSE IS 2

et

i #
ACTEMRA # 411 47 5o 11 %4 L °
2R (F)t nEd 2 PP R RF LM S L F
o2 R (F )k cjE et 5 B &R E A R LM & LR K
ré ;\L§= b éf% PJIA_\;SJIAIX ‘/7]‘ 7‘ —‘,E! T{’ ﬁ}?—jﬁ?};f_ ]'% # Actemra®m:§ }_“H’_l :),%f i/{iﬁ% o El
“\5 AH2B T O R Y o 1Y tocilizumabﬁvﬁlil;a’wzﬁﬁiu#% 24 BLiE (7 RER
BEFAAAEPIPET c A BT AFREA L CABEP A IBAR G P AFREPHT o
5 %47
Bk 13RI P 17 2644 a5 B H T B;TActemra®[’i—9c;Z 7E7 4 5 (14)] > 43514
BORIEM & L B 65K 1 Lo P T5K b s B 5§ 5010654 14 b s R X Actemra® i
BEF L RERFPFL FRABOOKEF o WEEERRTALTIE S F L EE R
BB ABERRENLILR G

8.6 " A 2>
RIETE B Gl ka2 iy S (;L,Fé‘f%ﬁ%} Bz C’?H%r}—‘k)xé’*Actemra SEE Y A I - R
A E XS Eklaiﬁﬁm

87 T#itd 2
AEARERT AL 2EAEHE P B A ALHERTH NG 24 * Actemra®2
iﬁ e dn AT T [ £ 4 ER FE 5 (12.3)] -

\‘:r afsﬂ

9 BT 2 Rigls
P AT Actemra®E f kAT Y 0 i PP R FESRE T Actemra® g A 4 B kg it o

10 * ¥:§ ¢
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P Actemra®* FiE R Ap M e Ap g Lo - BT BEEHE 6 G - F T R
;;% B3 40 mg/kgsrdE i3 st Actemra®®| £ 0 B A BRI LESHE o B YRS REES S
228 mglkgend £ 15 ¥ A NI E 7 %#:}ﬂﬁ & o 25 4% 28 mo/kgH £ s & ¥

;L__Kqﬁ; F’:‘,’7 \'—";lﬁl F,}Wﬂ— j{]\&—f;[ﬁ_—‘o
FrEERMERIBLILF T AR BRRER  F A0 AR B RS AR
J}%fo

11 F&f 4

Actemra® (tocilizumab) 3 — f& % #g i & i 54 0 %-6 (IL-6)% 2 H pyudd » B LB zk 3
9 1gG1kT A > F F L AleHaLo SRR o F - dmehz E4aY £ 2142 4B IRAR A G
oo B FARAAGIL TN R oGRS Eadgles o AR ms 3 E 5 5148kDa -
Actemra®# % gL i1 54| 5 )k B 20 mg/mLu%%i.&ﬁ;L CEEFCFEFERBBR pHY LS 6.5
SR IHE SRR AFEEREI cHR Y LFge %> 7 3 Actemra® 80 mg/4mL ~ 200
mg/10mL ~ 400mg/20mL -

F&A54 1 polysorbate 80 ~ sucrose ~ dibasic sodium phosphate hydrate ~ sodium dihydrogen phosphate
dihydrate ~ water for injection -

12 e g
12.1 f® #&ﬁ
Tocilizumab 7 £ 7 73 B2 445350 E 53 8 IL-6 # A (SIL-6R 2 mIL-6R)ie 7 4 & » # 47

¥ ] IL6;§*§-d T XA ﬁ‘“ﬁﬂéﬁif@i’iolL-G ;%— i Lwbejprk »d Twe B
TR CHEPH R e B o6 ERFET e s BB FE IR Ry /,,\,,\, .
Fobo P 2 VR RS B S 0 E (g d B 5@‘97”5% 2Lt E SRR BT R Bgf
ROBREMELEF LR Y o AR Z 2L e i e IL-6 K515 K I0R & e - )
IL-6 -

12.2 &%

Tk sk ¢ ¢ * Actemra®4 mg/kg e 8 mg/kg## ki1 s+ B S RATR RIER S £
- ﬁ;ﬂw?f;*l?uc;: Jed-9 (CRP) I & ¥ ¢ > T MECH F BT+ 1 (bl4csf b iR 5
fz o TR s 5 (erythrocyte sedimentation rate, ESR) ~ w G fs AT M 0 2 g R H A
He @8 mg/kg—‘ﬁ*,a e krecd o #HPJIAR ¥ & SJIA%%”#;«: Actemra®z_ 14 7 7 LR %%'
B G %t (CRP~ESRM M2 4 =% + 2) o P % & 4 FE4Tid %%*xé‘f’ﬁmrw&wm
W%%ﬁ°

& X Fés $ % 2% 28 mg/kgs#E 7% 1 s+ Actemra® ﬁv* Py on IR RN BB S3T 5% (2

I ﬁsﬁ’»'”&‘%}« ’ "* ¢od o e a2 f’#‘lii# B0 R RMEM S LR R R

Actemra®ts ke s ﬁ: FHBE PR R R [F R AL EFLL L FHOBI)]

LA
SRS

—_

~

\./4.4
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123 ¥pded &

R RELHGE-FRELT

R B G AT B AL M KL o d 5 4 #rin 07 - Tocilizumab g 5 (CL)EH £ 4
%

F @ 10 mo/kg AR 5B R RN & LR T 90 5 5020 £0.10

mL/hr/kg » T 5% 0 L % ¥ 5 151 £59/] p#(6.3p ) -

Tocilizumab 3 5 # 4 & 7L R >0 1793 = Actemra® 4 mg/kg = 8 mg/kg# 41k % % — = (% 24i%F)
SRR ORIEM S Lp ROEEESE 4 F 047 .

Tocilizumabs#E 4 6 + § #c@ ¥ 3 € g % i o Actemra® 4 mg/kg 2 8 mg/kg# 41k &8 - =
H o BIRAE-ERE Y R G fFH(AUC)2 5 Ok A (Cmin)H e chvt GlAZE & AL & 2t B o &

KR (Cmax) e s bt IR & E 2t o AT R ET » FHAUCE Comin 8 mg/kgle» %) 5 4
mo/kg#H| & e 2. 782651 o h- R ELIAF L T ¢ o STRED| Cmin T 7 IF ¥ 3w
AR T

%3 Actemra®4mg/kg # 4 3% - = K AR TR T 2 tocilizumab AUC e - T 308 (£45 2 £ )
Cmin% Cmax% %] % 13000 £5800 mcg-h/mL ~ 1.49 £2.13 mcg/mL > 14 2 88.3 +41.4 mcg/mL - AUC
¥ Cmax2- 3% ## 4p #ic(accumulation ratio) » &) 5 1.11 2 1.025 Cmin2- % fi 4o B ® > 5 1.96 ° Crmax
BAUC* 5 - L FELEIRETRE > Coinf1 2 16 F 8 E FIET -

%3 Actemra®8 mg/kg # 43 - = & AR TR T 2 tocilizumab AUC e - T 308 (£45 2 £ )
Cmin% Cmax4 %] & 35000 £15500 mcg-h/mL ~9.74 £10.5 mcg/mL > 2 2 183 +£85.6 mcg/mL - AUC
22 Cmax2 % ## 4p #ic(accumulation ratio) %] 5 1.22 2 1.06; Cmin2- 3 f# 3p #c#e % » 5 2.35°Crnax >
AUC & Chin > W33 % - I FEL - F - IBFEL 802 5 - LB 20 EFEhik-
Tocilizumab 7 AUC ~ Crin % Crmax & "EH L 4cm = - EZ 100 2 700 F > BURET
2. AUC ~ Cmin %2 Cmax i1 3+ T #2278 (H1R 38 £ )~ | & 55500 £14100 mcg-h/mL ~ 19.0 +12.0
mecg/mL 2 269 £57 meg/mL > $is B % H DT IR ZEF 0 Actemra® & =t i B4iE ik F ALiE
800 mg[ 774 2 #/ & £ % %= #(2.1)] -

SHGEBETRELHM G E—FRE

Tocilizumab & 48+ 4 Frm i g §- HRBFEF B TR TR > B AT D
BeU L% 5T 188 £ 5 M BB E AR M E L -

ye& 435 8 mo/kg tocilizumab & £ @ 5 (£ 30 2 7(3) 1+ shit ) tocilizumab 2
AUCs4 ~ Cmax® Cminififs 3+-T 3278 (£SD) 4 %] 5 29500 £8660 mcgehr/mL ~ 182 £37 mcg/mL £
7.49 £8.2 mcg/mL -

ﬁ#ﬁ 4 F P = 10 mg/kg tocilizumab =@ & » % (B8 £ 13t 30 2o 7 8, —*‘Ff)’tocilizumab 2. AUC4
2 > Cmax % Cminenfs 32T 3328 (2SD) 4 % & 23200 £6100 mcgehr/mL ~ 175 £32 mcg/mL ¥ 2.35
+3.59 mcg/mL -

ﬁ%‘u 10mg/kg (#8 & <>+ 30 = 7)2&2 8mg/kg (R £:£ 30 = 7(2) )& £ @ 5 » AUCsx 0%
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fidpdcs B 5 1058 116 > Crinthg fidpdics W) 5 14382 222 % Crax > & RIAF R TP F
T R %

PLPBRETRESYT E-FREL
Tocilizumab eh# 46 4 SR 256 - B R BFEF 64 F o TR TS - B A {TOTH Y 0

Bohp B3 :F 75 i E 23k - 4 8mglkg (M E ik 30 = 7 (7)) b ek F) & 12 mglkg (48
& 4330 o 7 e g ﬂ)?\ A& e 1 SIA %ﬁ > Tocilizumab 2. AUCz2x ~ Cmaxi Cminshig 2+
I 35 (+SD) 4 W] 2 32200 £9960 mcgehr/mL ~ 245 £57.2 mcg/mL ¥ 57.5 £23.3 mcg/mL ° Cpin
EHF(F 1285 2% a0t B)5 32213 N E 12 A2 BEFAEERE 0 AT R
b AR 22 FF o tocilizumab R 3 € St TIEE A Rk4ppE o

AR

Tocilizumab § # %L » {8 #-A & FEBLIE (74205 TR BRI & Uk &Y & 2 F A 35
|_\%g/w\#gﬁﬁ«;ng;{;}séq\,qmm\#%ﬁﬁ—tii64b

A FPIASIE LY 0 A ALOBL A A A 210 AR REA T
= 24.08L -

R SIAGEmREY > P Ao F ML 0940 ¥ A5 160 @k
Wigs 5 254L -
#%

Actemra® il g 5 5 SU R 5 g 2hat wm e o 220k R AR B ez a i peg St
tocilizumabik & # i< pF 5 B *"'f“ LR AEFZ ARBERT B RsULpR e Rk ke
T Jigip 54 & S & /L ° *”ﬂl”*#”‘f LS e i RE P ke f B U S AT E A
BB o Actemra®me%4v'frv4 S AR I

‘—H

EIpw AERBRREDEEESFE S F o4 t::%é;—‘réh#ﬁg,ﬁi“!f—f B B R ey
LR e R e

EHE D G OATRT o MR BN & LG s 5 B B E 2 125mUh > PIIARE
& 5 58mL/m - SIALE 5 &R 57.1mUh -

d %?gfé;}w R g5 2 Actemra®s F ik A AR B > fTi Actemra®end R g F ¢ BROER G M

‘.

P ES L 7 FER B -

iﬁ%d*ﬂn'f (AT 2 4 mo/kg 2 8 mo/KgH P% i3 st 38 B cnE b JRIERE & L R
Hp 4w 5 11= 213

ﬂha FPIASZE H RS 5 R ETHOREFRDE 3 BHELFHMLEI027(7)
kg 8mglkg AL e R R o AME K302 T & ¢ % 10 mg/kg2. # £ r)ﬁ‘ k%)
® dtocilizumab® % 8 % &£ £ 16% o

B BHEFRPSIALE B LY o %128 P atocilizumab ® % 8 & & 223 o

=k

e N Y
B 2%

PBREHL FFFSE
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FE AR BREME R R L EHEL R BT 0 E S N 2 0% T 2L tocilizumab
4 BEFS A AP SR E S L AN« AP ROTREE 100 60 2 TR
FRE MEF 100 2 T F L RWESI oM E@mokg) i FFRFE YLD 86%

Poav i AL 70 5N i i 72 ﬁ—*ﬁtocilizumabﬁﬂ%%'#’ﬂéé A BT

T s 7 2
By AT LT a3 > ftocilizumabeE 84 By o

CRERFEL B o7 o AR RS LHERAT PRIV AL EAOT SR 2 o4
K % # i 7 2 (Cockeroft-Gault = % 2+ & E"“ﬁ’xﬁ‘t‘i“/f—; #50 mL/minyz b - fe & 3280 mL/min) ¢
ehtocilizumab 4 6 4 e r @ X B o g REERTH i 257 FAEHE -

FHLTIE?

B b 2% T IL-6 7 2 M3F 5 CYP450 F # = ()4 CYP1A2 ~ CYP2B6 ~ CYP2C9 ~
CYP2C19 ~ CYP2D6 £ CYP3A4) MRNA e J ik i5 > @t 84 IE MORIR G405 Tk 8 * Jk
B entocilizumab & dU I MRAR o FI 0 A ié * tocilizumab JoF ernE b JRIERE & &Jﬂz ? 5 |L-6
B e 2P| Prdl kg & 7 oaw § @ CYPA50 /5 214k I A 2 * tocilizumab FF { B 42

B da HRE CYPAS0 % Fr2 Fhhi e & = % o A 4> CYP2C8 & @ ﬁ%] v
(transporter » &4c P-gp) i@ 581 A P o g $430 5 5 R F o dp B CYPAS0 X Fa 3 & 5 TRk
ARRE N 0 FI R BRI AR o @& % 00 AFAI B s ROV 4 Actemra® 7 AR PF 0 ¥ #
Fr »x ()4 warfarin) &8 2 1= )k & ()4 cyclosporine ¢ theophylline)d *& & | » & 3> & pFyt 2 w)
B E &R o Actemra® v JREF S E(CYP3AL £ F)% 7 # 3 8 Bt M ehE - ¥ @
R A EF T PP (1.2)] -

Simvastatin
Simvastatin = - faCYP3A4% OATP1B1z % B - 121> A #& < Actemra®; s g b RIS BE & Jﬁs
B % 40% 5. chsimvastatin{s > simvastatingz B i #4~ simvastatin acidsigk & £ ~ Wiz & X F'
:"45 101 % 2% o ;1 5+ H & Actemra® (10 mg/kg)— i {4 » simvastating? simvastatin acid % &

| tE M57%2239% > dITEH B TR X Ff:si e iRk HAER RIEM S LR R R Actemra®
t¢ > simvastatingz simvastatin acid =% & £ T &&= o 5 &R JRIEH & R & - Lsimvastatin
FEPERY E R4 Actemra® (SERED &G E ' (d SCYP3ALH R E K)o & B
BEREFRBERB OV Lo
Omeprazole
Omeprazole 5 — & CYP2C19 & CYP3A4 = 1 - 2 b JRALA & L5 & %% 10 mg ¢ omeprazole

{$ »omeprazole ek & £ it B £ ;f:ﬁ—*ﬁ B2 B dph JRIER S s & %4 10 mg omeprazole
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% Actemra® 8 mg/kg i % - i¥ 15 > 2 A £ 5 omeprazole % 37 % 4 (poor metabolizer, N=5) & #
B gﬁir—*ﬁ (intermediate metabolizers, N=5) » AUCint"% i< 12% > & i~ éﬁ»ﬁ'\»%—*ﬁ (extensive
metabolizers, N=8)"% i< 28% » # it B % ;éﬁ B o

Dextromethorphan

Dextromethorphan % — f& CYP2D6 £ CYP3A4 < B o 13 =4 b JRI-B & uﬁs B &< 30mg
dextromethorphan & > dextromethorphan TRk GLEREXFHAY 0 &2 NHY dextrophan
(CYP3A4 2 F)ik & £ RIPEE < Pf:ﬁi % o 2 Actemra® 8 mg/kg & %1

dextromethorphan m;% BEE Y 5% @ dextrorphan =)k & P 3 B~ ' 15 (29%) -

Jiprid g

131 RBPIREES L T 3 BP

poan iy k2 Ftocilizumab i g | ek B B f 2R o ?‘JI%#;] 4o |L-6i BV IR_E A A dm te 4R R
PR DT IR 5% KA IR F o 0 P o B A danEdRY Bor 0 BEIL-6E
ArA A IL-6@ (T ¥ oy 2 EREHF A il B Pow T A FEAT A SE TR A LR SRR
IL-63% % #8897 & 4 2. @30 (7% enpfll (4otocilizumab) @ 38 4 %8 e ' o

A& = % $20%3 5450 mg/kgz tocilizumab &R ag e cho ) R o &P 5 4 7 4 B4 gE gy 4
TAXP|BE o

]

14 A #HRS

14.1 R JBRIEM & L -#%IK3

ek bt Actemra®z okt % 2T B BR 2 5 TR BRREFER 0 HR S
18 fert b~ i 2 Fb RF FL(ACR)I 45 5 5 0+ 12 4 b RIS M & W engm & o p 0 A E Bt
ROEE U F 8 BIER M -6 BUAR & o Actemra® Fow B B - S IRILEF o Esk - (study
)5 5 bt % ~ 325 = (study )& 3#% = (study 1) & & % MTX 75 MTX 5 g7 &4 ~ % e
(study IV) %= & * DMARD:s /% DMARDSs ~ J& % xii ' 3EE&R T (study V) & & MTX E o 5
TNF =53 5% F 7 xi—‘k °

Study | E_&- % 18 & fe a 24 TP AELMTIX o & AFIRES 322 F BiEm &k W
& MTX B Azend & 3 & RS h BIEM & LR LR - 27 67%;,;;&#\3 i
* MTX > 2 5 40%2 b s BensmAz A 2 o s R4 X Actemra® 8 mg/kg E s 0 & MTX
Hmiofr@ap > #E 45 75mghF B2 20mg) o 1 & focdpdh 5o &0 5 24 s&sgm
ACR20 et 5] ©

Study 18— 58 5 #104ik a3 > 2. 18 S 156 cnat W 8 > HMTXE 7 Feh? BRI € R F
MR R & I;’i:]}’;‘;&{g‘.f—?gﬂlfé o 1];36, FMTX (#3i103225mg) > & &H F A H5 % FH
Actemra®4 mg/kg 8 mg/kgis o 52iF 1 5 & 7 # % Actemra®8 mglkg2 B it s 0 B H
SRR M e E B T T0% K I T E 9 A B GRS PR AT L il o B 240 5§52
PR Ea Y 247 0 524 B F *xa‘ﬁ & 5 :]}%,&éE'JACRZOﬁWL b o &% 52£71043%
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hi & o oedp HR G i3 & 4<Sharp-Genantig, » £ A # v 2 e ¥ E 0 1 2 HAQ-DIZ v 5T &
M AHE P2 T HE -

Study H#>>MTXTRp & 57 e BRI ERFEHRFLBER S LB LLEFTE o pRER
MTX(# 103 25 mg) » & & & 4ix 45 % & ~ Actemra®4 mg/kg 8 mg/kgis R o i & E=r
5 % 24% 5 &£ FIACR200v B -

Study IV p @ % (- 4802 + 2 2 DMARDS)F Jg 7 & e BB (7356 o o B4R =
DMARDs > & & & 4i% 355 % 4] & Actemra®8 mg/kgis © 1 & foxdpth i % 243k 5 & & 71
ACR20¢&rt i) o

Study V 2 #4202 5 - A TINF HAHSH F 7 a2 27 2an? R 1 € REREER R
B & B T (TNF SR FB Sg g e T e i )o s B 45X MTX (¥ i 10 2 25mg)>
£ # & 44 & A - Actemra®4 mglkg & 8mglkg o o 1 R pondp iR F 24 p R &
7] ACR20 & ] o

237 4 32 Actemra® ;o m}]% B ¢ Z I]ACR20 ~ ACR50 ~ ACR70:1+t 7] o %75 F7 7 *% % 243%
P 52 Actemra®8 mg/kgis i siups & 2 ACR20 ~ ACR504 ACR70:0v b 3ot £ MTX & 4 |
HEF

Bip - 1R 2GR HRBIRT HE L AR B AR RES L TNF BFAF K7 @
% £ Actemra®4 mglkg 2 »cF Js#i 8 mg/kg & i -
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BRE AW
Study | Study 11 Study 111 Study 1V Study V
MTX Actemra® Z A+ Actemra® Actemra® & B+ Actemra® Actemra® & B+ Actemra® & A+ Actemra® Actemra®
8 mg/kg MTX 4 mg/kg 8 mg/kg MTX 4 mg/kg 8 mg/kg DMARDs 8 mg/kg MTX 4 mg/kg 8 mg/kg
+MTX +MTX +MTX +MTX + DMARDs +MTX +MTX
5 s 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
3 (95% CI)y* (95% CI)*  (95% CIY? (95%CIP  (95% CI)* (95% CI)y* (95% CI)y* (95% CI)y*
ACR20
i 24 70% 51% 56% 48% 59% 61% 30% 50%
53% (0.11,0.27) 27% (017,029)  (0.23,035) 27% (0.15,0.32)  (0.23,0.41) 24% (0.30,0.40) 10% (0.15,036)  (0.36,056)
552 % . 47% 56%
N/A N/A 25% 015028  (0.25038) N/A NIA N/A N/A NIA N/A N/A N/A
ACR50
%244 . 44% , 25% 32% . 3206 44% . 38% . 17% 29%
34% (0.04, 0.20) 10% (0.09,0.20)  (0.16,0.28) 1% (0.13,0.29)  (0.25,0.41) 9% (0.23,0.33) 4% (0.05025)  (021,0.41)
552 , 20% 36%
N/A N/A 10% 014025  (02L032) N/A N/A N/A N/A NIA NIA N/A NIA
ACRT0
% 24 28% 11% 13% 12% 22% 21% 5% 12%
1% (007,022 2% (0.03,013)  (0.05,0.15) 2% (0.04,0.18)  (0.12,0.27) 3% (0.13,0.21) 1% (0.06,0.14)  (0.03,0.22)
552 16% 20%
N/A N/A 4% 008017  (0.12,02) NIA N/A N/A N/A N/A N/A N/A N/A
1A
F b
5 523 0 4% %
N/A N/A 1% 001008  (0.05,008) NIA NIA N/A NIA NIA NIA N/A NIA

AR H R (R Study | B opAR) EER Y SR E o X FH LR 5% iR T -
i B RA R R 0 5 24P FHET) ACRT0 20t b -
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Study Il ¢ %% 52 ¥ iz Actemra® 4 mg/kg & 8 mg/kg & & MTX i fs AR O % A
2 (% BA+MTX) > & 3] 408 g5 % §5 & (DAS28-ESR 43¢ 2.6)ct bl -

#4700 Study I ¢ > st Actemra® s it 3] DAS28-ESR 4% 2.6 s vt b 0 12 B R
HAARG B

% 4 DAS28-ESR %>+ 2.6 Hf R bz AaEid i &k

Study 11
% A Actemra® Actemra®
+MTX 4 mg/kg 8 mg/kg
N=393 +MTX +MTX
N=399 N=398
DAS28-ESR<2.6
Y 52:’{5'1%1; e v #1(n) 3% (12) 18% (70) 32% (127)
95% 1% ¥ % 0.10, 0.19 0.24,0.34
EFEFE2Z? 05 0BEERMEF G 5)(n) 33% (4) 27% (19) 21% (27)
EFEE2Y 05 LREFMEE S (N) 8% (1) 19% (13) 13% (16)
EFREZ? 03 2 BEEME I 5)(n) 25% (3) 13% (9) 20% (25)
EFBFEZY 03 3BEEME S gt 5(n) 33% (4) 41% (29) 47% (59)

ARt G & e Gl o ITT o %3 > & 2h9r ) T B 52 ki 28 Ak Ef*f)i?fﬁﬁ‘iéﬁ%fi
(DAS28):= i -
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% SActemra®# i # 3 fRh %Y 245 ACRER=RA P

Actemra IV_USPI201705_TPIv09

Study 111 Study V
Actemra® Actemra® & /A& Actemra® Actemra® % /&
4 mg/kg 8 mg/kg +MTX 4 mg/kg 8 mg/kg +MTX
+MTX +MTX +MTX +MTX
N=213 N=205 N=204 N=161 N=170 N=158
F P AR ¥ 2412 p- R 3 ¥ 2412 AR ¥ 243k FE T ¥ 2452 -39 13 $ 2412 AR ¥ 243%
(= 35)
875 BE & B 33 19 32 145 33 25 31 21 32 17 30 30
(0-68) -7.0 -9.6 -10.8 -15.1
(-10.0,-4.1) (-12.6,-6.7) (-14.6,-7.1) (-18.8,-11.4)
"R B & i 20 10 19.5 8 21 15 19.5 13 19 11 19 18
(0-66) -4.2 -6.2 -6.2 -7.2
(-6.1,-2.3) (-8.1,-4.2) (-9.0,-3.5) (-9.9,-4.5)
KRR P 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)
-'}l% BEMTE b 66 34 65 31 64 45 70 46 70 36 71 51
-10.9 -149 -10.0 -17.4
(-17.1,-4.8) (-20.9,-8.9) (-20.3,0.3) (-27.8,-7.0)
%5 FrERl g b 64 26 64 23 64 32 66.5 39 66 28 67.5 43
-5.6 -9.0 -10.5 -18.2
(-10.5,-0.8) (-13.8,-4.2) (-18.6,-2.5) (-26.3,-10.0)
ES #ﬁ& 1.64 1.01 1.55 0.96 1.55 1.21 1.67 1.39 1.75 1.34 1.70 1.58
(HAQ)® -0.18 -0.21 -0.25 -0.34
(-0.34,-0.02) (-0.37,-0.05) (-0.42,-0.09) (-0.51,-0.17)
CRP 2.79 1.17 2.61 0.25 2.36 1.89 3.11 1.77 2.80 0.28 3.705 3.06
(mg/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)
ary ¢ ?;ii;; $2FTHE 5 2AFEEF[HEAMIX BV Rt TP ELBE > W2 LR EPBWNEHERR -

b gt R 2

CHEBIERR L 10 LA 3 LA L X 820 B FAE Ak 24

0%&i 100 5 &4 -

N f—?g‘\

A2 Bt s FRBBEd G 4 o
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B 1714 Study NP &2 =kiE ACR20 5 ernt ] > Study |~ 11~ IV >V #F1 & vt B 7% 4p 4%
i e

-~

W 1 Study 11l £ ¥ = ACR20 ﬁ’!:)?,,&‘ﬁbw

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

WK 2 WK 4 WK 8 WK 12 WK 16 WK 20 WK 24

Visit
Treatment Group —9—@—@— Placebo+ MTX (N=204) —A—h—A— ACTEMRA 8 mg/kg + MTX (N=205) ——H—F+ ACTEMRA4 mgikg + MTX (N=213)

o A - RNE - PFERRNRE

Wbt K

Study Il B & 45 T A2 & 02 X ka2 (73%E > & 2 Sharp-Genant 34,4 2 ¥ [ &4 3 &2
MEZFRFIEEIATIRMCENLT N ARB 5 24% - 5 52%2 5 1043 % 7
AR Rk g X ke 0 P R E I AR R Lrig,,pag?vgffi&;tgt:z % 671 p A&
BED ¥ 52k HEL I FH L H MTX chit g ienit o 4 Actemra®4 mglkg % (&
PR e Ap it > e B 1K 75%) 22 Actemra®8 mg/kg F(EHEREp PR 0 E 7%
BT EMARR Y A SWEFIREZ Prdl otk o
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& A Actemra® Actemra®
+MTX 4 mg/kg 8 mg/kg
+MTX +MTX

N=294 N=343 N=353
% 52 %=
Sharp-Genant &, 4 T 35E 1.17 0.33 0.25
(12 1) (3.14) (1.30) (0.98)
BTz g grx -0.83 -0.90
(95% 1% i % ') (-1.13, -0.52) (-1.20, -0.59)
T xadpictioE 0.76 0.20 0.15
(12 1) (2.14) (0.83) (0.77)
BTz g grx -0.55 -0.60
(95% 1% #F % ¥) (-0.76, -0.34) (-0.80, -0.39)
M& g Bk F iR 0.41 0.13 0.10
(128 1) (2.71) (0.72) (0.49)
BTz g grx -0.28 -0.30
(95% 12 #F % ) (-0.44,-0.11) (-0.46, -0.14)

*5 B2 AT HA A 2% & iiﬁ?’r&"ﬁfi B g ¥ SR T AL o
G L T EGL B E(X R MTX—*‘a‘r"’T‘-’é’@ w4 H MTX Jﬁ‘) °
SDF LB X o

#% Actemra®4 mg/kg & 8 mg/kg 4 » i A B3 % 104 ik <0 Sharp-Genant i 4 T 35 % i £ &
WG 04T (1R £ 5 14T)% 034 (2 £ 5 124) - <R A HEBE (X FHE 6 MTX)pB L §
104 3516 ¢ P £ EMEFH ISR HF OV RZ LR RS WA R E B kLY

-l E s f (cross-over) 0 B % B ik RATS o fe A E B W[EEL o

bR 5 66%E B eh% 523 X ke s % & AR E 1k (Sharp-Genant s 4 % - £
7 43t 0) @ 4% Actemra®4 mg/kg 2 8 mg/kg ﬁ P& B 5 78%F 83%-° % = 104 i ek A7 {8 o
oA SR A B Actemra®4 mg/kg & 8mglkg % > H BHEGH T A NRE L F ant blaH 5
75%2 83% > % A B 5 66% o

ZE 1K

Study Il % 02 i B =8 B % 2 % i 43 B(HAQ-DI)F= 2 4 323 it 2 4 i k7= - 2 HAQ-DI ig {7 3%
BB JFa et o % Actemra® ,r);ﬂ‘ﬁ% LA E - 32 HAQ-DI ipdkz. AUC 7 ALty
52 ikers it $ % DI P B d o H ¢ 22 Actemra®8 mg/kg ~ 4 mg/kg % & A e w]
HAQ-DI p jL# 8% % 52 sk chT3og it § 4 w5 06052 0.4 @ &% Actemra®8 mg/kg =
4mglkg % » ©|F 63%% 60% » % 52 ik it 5| HAQ-DI e Ap b e L A2 & (A A B2 %1t
T2 03H =) X gHep T3 53% -

His ks

AT IRV P o ¥ 1% SF-36 K K Ei - ik Bk o &% Actemra® /p%méi SF-36
LI -4 mi 72 (Physical Component Summary, PCS)& %~ J2 (Mental Component Summary MCS)
Bom 2 2308 B AR Y A e g R PO X AL e
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¥ %258 - tocilizumab vs. adalimumab
Study WA19924:= 1z 7 326 =4 kb i{%'ﬁ_h‘? & k}ﬁa B BEPIMTXad R 3 8 7 3f & @
(CECIEY S0 S 3. DR R * tocilizumab je chup B 4% & 4k - % %]/1
tocilizumab (8mg/kg) & # & 23 — =t & T L B4 FAA R 5 @ adalimumab i B F 23 -
2 i %tadalimumab 40mg & & & 4iF - =t %‘?"?"\'ﬂi%]ii%‘ Bl oR o

LA A R B R TE S R ndp iRt o SRDAS28HIE iR H 24 Ap T AR B eng - £ 175
i & 45 1% - tocilizumab 3 & focdg A H & S & o ocdp 2 g radalimumab o ¥ i B SRR
FRLAERET) -

%7 Study WA19924 ey »x % %

ADA TCZ
+Z /A (IV) +& | #)(SC) p-value®
N = 162 N = 163
ARG - fARRD UG AT
DAS28 (i & T 33) -1.8 3.3
BrToi R (%% LHEET) -15(-1.8,-1.1) <0.0001
=B Poedn i - $24A ISR F RE 4 (%) O
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
ACRTO0 response, n (%) 29 (17.9) 53 (32.5) 0.0023

SRS PR YIRS e R TRl R S e EE
PER @ (T3 B o

b&r“ﬁ oLk 4 JF'f v ARG EF )’%Jﬁ o #dy % £ 1212 Bonferroni-Holm Procedures; 41

142 M2 & RFEHN S k(P\]lA) B LT

— e 7 BRI E SR AZINGFEYT 0 ¥ 2 1 17 &~ ¥ methotrexate 75 + & 7

ERERER - a i iF M ﬁf’rn‘%ﬁ*“']b’a"? Dl 2 SN (PJIA)?;"Z’J‘—Ip Actemra® s 3% o %J‘“"K
RFZAAFKELI OB (TR pmR L 42237 £) 3 125 BHEF L FEHEH S L(E
SRR ER R P ok f R AR EA) S B/ D0 3 BrRBMEG S8R \mxiék(i
3920214 BEFM ) o #a-)up)?xﬁimf‘ )]35’?% A8 FEAEF FJA LA > ¢ FEEER

BRI FHEENEE IS A S4B A S A AT F LiFe 2 & R * fE
| €« methotrexate /5% ° % methotrexate 2 *t » # 3 MR X 7 u3F & B ¥ B A R

/B%E 1 (DMARDs) # v 2 F= LA (4 TNF 354 &8 T e 2 e 1 &) o

IR 85 16 3 eniE 1 Actemra®is R o ) (n=188) - T Ok F I 3> EE B 24 et
CER CEEAEREREED BT RS NG EZD 64 TR R o FEEREY M

30 2 T(F)M Lt R PR F 4 FER 'ﬁgr];#— = 8 mg/kg 2. Actemra®sis R o M8 E
3027 mﬁi WLl EN GRS A B2 {8 A BIERRF A% "ﬁ‘?]?i‘ =t 8 mg/kg & 10 mg/kg

Page 32 of 35



Actemra IV_USPI201705_TPIv09

2. Actemra®ein g o B ATAF e |G T B A § 91%4% % 4 § MTX e tocilizumab
io g Sk F o 83%3% 5 tocilizumab ¥ - 5o hRk F &% 16 X FE 5] ACR30 /5% F (e
25 gk Ap LL ) TErEHEFT DER BEDH(F N RE) &L F R MTX 4 tocilizumab i 5
28} S e % |30 FT 3 & 3] JIA ACRS0/70 jof F Js i Bve 5 4 %] 5 84.0%% 64% » ik =
tocilizumab ¥ - Z % ;5% m,&ﬁ ¢ R A w5 80%% 55% -

)

R 8GR d o B (ITT, n=163) 12 1il et BIAg s A e 2 8> A 4= Actemra® (#| &

G | IR A7 * B £ 4p ke ) & JR chis 0 I ik A_FE % methotrexate 2 E_F i % LT

BHAMBEFAS K o LEBAT NF I/ixd > &= &&?’K:ﬁ:ﬁgié’fﬁfﬁj:ﬁ 40F > & ® 3 ,&Jﬁé
T JAACRI0 R E( ¥ 5 16 1F) » ¥ # £ Dipfpenig 2 50k o

'F_
‘3'"}

3%
+L

A% eondp ik G % 40 P 4 JIA ACR 30 43 (P #1308 16 i) em &0 5 < JIA ACR 30
RADLELCOHLEREREY § ()0 o ¥ 16 T4p 1 & 1 15 8 & 0% 11
P HRE Y L IFRACE 0% E T AL 19 - % Actemra®in R 0k F B 2 B R
g ot RPN T AL R (4 u] 5 26% [21/82] 8 48% [39/81] 5 A5k K1 s
B FZ B %5-21% 5 95% Cl : -35%, -8%) o

i

BRESH (R NRR)Y o @ Actemra®io cnk K forc® & FASR AR A% 40 %
7| JIA ACR 30/50/70 jnf F sl o

143 2 £ 2 & 3 Rg |2 M & & (SIIA) -#2% 3K 3

Ba-did R2FAgE - XA HEBE - T e R EFAY Y FRER Y Actemra®
i AR SIIA ot o % S AR MTX ipf sh 3 g A fe e 54 (Actemra®e @ &
Fale= 2104 +a Bisfgle: § 75 RhEHRLE 2 K- & Actemra®disg - L
30 27 (F) ek 8mglkg nH B REE 13 30 2 TR F Rl 12mg/kg H R
A REA &ﬁ,m 0 {S4RF 2 Lo Sk @A o 5] JAACRT0 (s F ek
FPH OB T EB L THAMROT £ G 12F2 8 ANTFARKE A IDIR
P RE T B ) o g & H A E 2 AR o0 Actemra®in g o

iRendgihi % 12pF1 S e g 30% JIAACR 4 £325 38 p (JIA ACR30 /o 7 Ji) 2 A I3
FEEAGES 7 X R P AAE 37.5°C)m.)}% Bt b] o JIAACR (2 Rk BRER)IcFKF o
THELZEO6HIELEEREY N3 AHPE oA EAP " freree L b & (30 30% ~ 50% ~ 70%)
FPHAREY B gRE 30% (7)) R EIARE 1 - A RDSERE C HF W
T omAREFUEE H A EB NS M Sl 6L UM Sl d g g
(ESR) ~ 12 2 # i i 4 (523 B 326 B % - CHAQ) -

$ 2P TR S5 E JIAACR ISR F S 4o 8 9777 o

28 ¥ 12ikchRrcia 2%
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ACTEMRA % B
N=75 N=37

3R BB JIAACR 30 5 & F l+4 A Sk

sk F h¥ 85% 24%

4o 3 £ 8 (95% CI) 62 -
(45, 78)

5 123@ i JIAACR 2R F B

JIAACR 30

EinfF g 91% 24%

e Z B2 67 -

(95% CI)° (51, 83)

JIA ACR 50

EinRF 85% 11%

efg g B @ 74 -

(95% CI)® (58, 90)

JIAACR 70

EinfF g 71% 8%

e Z B2 63 -

(95% Cl)® (46, 80)

oip £ B hdp Actemra®e s X FA e kA K FS (ML epET R R
PRA AR B oA 2~ 02 2 & methotrexate 0 * A5 B L sk F
PCI: 4L R R ER o

Actemra®sis ok e JIAACR G F 2 & % 8 60975 3R P ¥ 4§ - K- & JAACR
FEAGRNMB R G BN P i F BB LN gk S R (e
7 3] 44 TR o

Bt s

BAEELEE G FES A ke F Y o % Actemra®in R it I 2 L Mgk 0§ 35/41
= (85%) & F A NI YRR (E2 14 X MR Y A4 37.5°C) > @ i & {ASRK DR F R
R § 524 - (21%) A IR Ytk 5§ 14122 = (B4%) R F A NIRA Bk 0 @ R F & BRI R
SEFH RIS G 218 =(11%) A NIRA Bk o BF R U P inf F s < RE PR (G
&7 5] 44 T DT AL o

R [THFIFE T B SE b

BAEERPEe AR vRA PR ARG DRF Y 0 F 881 2(26%)% A Lt K 2 48/70
= (69%) Actemra®m g K 2t % 6 & ¥ 8 ik iE 5| JA ACRTO0 iy & Ji o & 17 10 vk S 4 A 7
fRenB R o § 17 = (24%) Actemra®mcng & 2 1 =(3%)% A LR F T L AT FIEE 0|
BEMIT S 20%0 - B 3% 12 M A RS FRE JAACRS0 (R % 245 2 > gk o
BGIAT Y OB AR N 0 FIH 443 5 0 0§ 44/103 +(43%) Actemra® e R F % 2 8
CORA TR o A4 R Y 0 G 50%R ¢ L AR 18k o
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ZE 1K

I A 2 ERETRE S #ﬁﬁx(CHAQ D)k:iin 4 B it B4 A2k » % 12
#FpF > Actemra®ef 77% (58/75 i)z B % 0 CHAQ-DI 3= 'g % & T3 | Toh £ & s (fr A
A AP % 120,13 B )k 0 & % BALLRIG 19% (7/37 )it K i Fl bk

16. ¢ K/t 2 g 32

F iy 2

Actemra® (tocilizumab)# % BEE I BEA| L H G 2 3 SR 0 2 5 R
T 2 Rk iR (20 mg/mL) -

CAE R & e A FREAREFE ¢ KR BT s ® % o Actemra® Jf ik 32
__LSOC ’Fﬂ/”/i‘g‘l?°;F%*gi'vql?’&}€"_’;&ﬂ ,ﬁyb;%ﬁﬁ’”‘?,é'}fp?_ﬁm o,‘é'}l’/l_&,:]-é/%’-

=)

AT BETAMERBRERNLT AR AF SR c FHERRI T ALIEPF TR
NIBE o E%" P oo

17. f RN TR
k2 A E2ZPIARF SSIAR F & & Eik 4 TR fAACtemra® st s F % b ' “
Tetam p & B he-Actemra® A2 F B E 4 i ¥ 4n 51 o
e B
£ o BT Actemra®® AL ¢ MASHUE A i 4 o hop B RRART 6 SR 2Rk
fnpi}?&\;i_‘.’k BT I"pl'f&/\i@/r%mﬁ‘ﬁf“}"

® FHFI
ff’ffﬁ% ‘)'KA\*-E)\ Actemra /\'»"}%‘ m%&g ﬁ&é‘_[ﬁ% ”%%‘J iT* o é’f?ﬁ,&ﬁ;%&ﬂ
m&ﬁ;%@ﬁmaﬁ&%@;%f;\ai i LRI g iR DER L

B B4 T4 g’v”:—&:r},&—*ﬁ Y gfé:a\l’?;b'i'ﬁ;%’ ek FEATR R RE 0 - TR 2 A

%+ 7 : USP11201705

B ;;‘i’*‘t’ M-I BLE A

BE DS AT P R OO AL 260 B3 1

EIREY e Utsunomlya Plant of Chugal Pharma Manufacturing Co., Ltd.
RFv kb ° 16-3, Kiyohara Kogyodanchi, Utsunomiya-City, Tochigi, Japan
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