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= BRARFEE 1121401197 AR B A

ER- B Y AEN Y LU N O ES $ A ST -3 I
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000907 3%) , X EROES P L > B4k
Rz RmBn o
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P XAy BhR A VT

» I

e MO IRAE B IR B 80 B F, Actemra® 80 mg Solution for Infusion
B2 e B OFS B ME % X 54 A 200 & F, Actemra® 200 mg Solution for Infusion
2ot S OF% Bk XL % SE 5B 400 B F, Actemra® 400 mg Solution for Infusion

5 % W7 5 000907 B
ARmbBGRA

£ REAGARN

#% Actemra® e R RAABREAR IR A TR RER KA CHRBRIFAL EIERLEFNG.L]) « HER/FRELLG21D)] - K3

SR AR R AR AL E O A %% 47 # B (3o methotrexate &, & W W E &Y) -

WRFETREAN » HYH Actemra®6 B L2 KRB AR B EH -

YRR R as:

O EHH AR TR BT I R AF SR R R) 0 55 AR Actemra®R AT B A M R M AT B ARV % B M o £ M 648 T Actemra®
A BABATRRM SRR - .

® RN E R 0 4o ¢ &3k 8% (candidiasis) - 2§ & 5% (aspergillosis) + A7 & & 7% (pneumocystis) - AEA BB R LB/ A THEUUR
RUOHBRAER > RERTEHRYRHATE -

e MMRNRZBFERERGE - HEPLIERR -

BRI AR R AR A6 R AT © BIEWIP IS Actemra®i6 e o B3 5 -

£ Actemra® R MAM R G RE 0 BEVERRARTA R NOMERERTL > QLGB NBRELBR BRABHGBEATERE

SBR[ RE BEREHFFSLD] -

® MR RATBAETBRELHZFR LYDEBAERRAIRENREBHR (G ISR RBRESHR RO TENE - o RigFE
R » EBEER Actemra®iT B b3k £ &% R¥pis B -

e HEGRATBRMEHE FRARN B ERRMMEERERNRTREHERSR -

1 MR

1.1 FuErAR4E

R TR O IR IE 4R 80 £ &, | 4 tocilizumab 80mg - KX E A 4 £H (20 mg/ml)
R TR O IR EE B L 4R 200 £ 3%, 4 tocilizumab 200mg > £ &4 10 £ (20 mg/ml)
iR TR SO AKEEE L 4 ] 400 £ #, | 4 tocilizumab 400mg 0 K& & 20 £ (20 mg/ml)

12 mpm

Polysorbate 80 ~ sucrose ~ dibasic sodium phosphate hydrate * sodium dihydrogen phosphate dihydrate + water for injection »

L3 Az
# A
4

14 RasW
# 80mg/4mL - 200mg/10mL ~ 400mg/20mL + & ~ f& & 4 &35k » X 20mg/mL A R E BRI > B — S RBLHIBEEA o

1.5 RN
Tocilizumab # —# AL ERAAIAN G F-6 IL-6) X M2 EMyiM > BLARES [gCle 28 » HH B HIL2 S ik - B3R
Fa B 55 214 B AB AR S TR  WASKREN S TRAS FHELhEHBEER T ERFUHTFEL S 148kDa - st hn
BIMEH(TEERT R T R @ -

Bk
Actemra®(tocilizumab)# Ak 25 i 2 44 B & R 20 mg/mL ~ & B~ R A BRIGER > B~ S HERBISEEA cpH oA 65 ARH -
REZMFEETR - ADBFBIRIT - EREA PMREE » 4% Actemra® 80 mg/4mL ~ 200 mg/10mL ~ 400mg/20mL -

2. EEE

2.1 SRR M K (RA)

4Bt methotrexate (MTX)R A6 R A FAFTEEEHBEARMME X - $EA — A — MU £z DMARD B404 5 X R84 R B F 32 78]
(TNF antagonist)?& s M KB R4k K Bkt £ ehm A - BB A T  Hm AR MTX &€ XA RASBRKILHR MTX TEF RS EIH L%
ERMTIX SHERE s @& X AER > THREMGHETBILRE > sbsh > S HAQDI T X3P » THEAE ) -
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22 MERMME X(RA) - R¥EA MTX 6545 RA
4-# methotrexate (MTX) A # 6 F AT R EERA MTX ity E A& ~ Foth ~ ATHBEREM B ERARA - BEBLERAT » SHAYH
MTX k@t % AR BOMKZRMTX > THFALEEEH - EAMIX SRR X AER  THEMEGEHESLRE -

23 MG ENRELENE X(PIIA)
$2 methotrexate (MTX)# Fl » BB MNEH 2 RU Ly ZEH S M ERN RN X > B8 MTX R R BREHE HPHBEFLHFR
LW MTX beam A TERERAARS -

24 2% HHERRELM B X(SIIA)
BAPIE A 2 R AL 475 b 2 b4 AR A 85 R A+ B4 NSAID ZORE 8568 KB R A2 Ak at &4 «

2.5 $a Bk FHOE 12 % (CRS)
WARERBARELBCAR T SR 2 ERRAR LGN ERIERHORAR 2 RALRLERA

2.6 WMARESESSCOVID-19 BEFHAREMNE)
I A s AR A G B Dbl W 1) Y 4 T ST A AR AL otk B R A B A AR R L @ - A0 B bl LS B O SUIECMO) Z 4R
A AWM VAL S E5 A COVIDAY « BG4y 8 18 0 &) -

3. AARE

31 AxAE

310 BAREME X

Actemra® T BI5 45 8 » & 9 methotrexate &£ A  RAMNEHB T AHE 4 HLB—R R 60 PSERRBIHERT » BB TS 4
mglkeg » KB ABERREBEE S 8 me/ke -

® ERARREMERAMORRELREESL AHEARBEAS FTHORTHER MR THRYE > BFRE A 8mgkg AK
B dmgkg[ R LA AR F(3.1.6) - $BREGFHS.13)  S/HF/ FRRMS21)] -
® FEALARSECAKME KR AN RER—REERBRIB B0 mg [F R L EHE v EHMKA] -

312 SMEEsFRREEMBD X
Actemra®<T £354% A > 75T # methotrexate A4 £ A © $ PIIA 55 A% 4 B —K » 2 60 248 B RHMHIELF XA Actemra®i A i o 3L,
REH

PJIA %5 A% 4 8 — ke Rz A ¥
BERMNI0DFHRA 10 mg/kg
BEEIODNTAENEA 8 mg/kg

® ATHBERMNLSFNBERMNERAKALHE EAHRETHERLTAS -
o HARBERAMMORRERRERELEG  CHAMEFAD  FTHERED Kb RS > TRAYFLR[FFEALRAE
(3.1.6)] -

313 24 MHENREEND X
Actemra®<T 21855 B » 7757 $ methotrexate &% A - ¥ SIIA 58 AH 2 i — k2 60 548 B R#IHEZ 7 XA Actemra®;4 5 oF o9 3 A
g5

SJIA % A 2 B — kMR B E
BERNIODNFAHA 12 mg/kg
BEFI0NFURESHA 8 mg/kg

® ATHBEARDFHIBRERMNERNASRE BARETHRELTAY -
® LAAMERMATKRERBEREI LS AEARBEAS 5 PREHRD Kb KDY » THRAYNFLR[FREA LR F
(3.1.6)] °

3.1.4 b b, Ik B HUE 12 BE(CRS)
F# 4 CRS 8 » T4k #60kiE 184 8 o ¥ CRS 55 AL 60 48 # it 2 7 XA Actemra® 5 B sy WA T A ¢

CRS % AR Rz A
& 5h 30 2 B A 12 mg/kg
REE 30 AT AEGBA 8 mg/kg
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| I ITETYIT I 2 |

® WFH M doR CRS HBUKSER K B R ANE » THIXTRS 3 # Actemra® - ERAHZFABMHED 8 /6 -
® HCRSHA X FRMBERHKIEALEGI00 ELHHE -
® RTFIEMGLEFXERBBAERRN CRSHA -

L5 M E RIS FAH(COVID-19 + B E P R )

COVID-19 & JFuh A5t Bk 60 g9 1A i = 5 s M Actemra® ¢ G Y SR IR A & Bmp/ke ¢ B &) & 8 78 k4048 800 £ 4 -
LFR—88  oREEMEAS KSR KAE » TotdoS it 20 8 of i 00 7 it — & Actemra®
® kTR E M 8 o UL R R 2 COVID-19 5 A -

316 eRFAz—HHE

® HTH4A Actemra®RH b4 4 R A DMARDs » 4o TNF #3u8) ~ IL-IR #5408 ~ 41 CD20 Bl - 18380 2 F A A (selective
co-stimulation modulators) % # 4 &Gt A Y ES R B M - BATHR g R pH 92K « EM o R RME - Actemra® B8 A4 MY
#|% DMARDs 4 8 -

® 5 AZBHE TG 0K HANC)ER 2,000/mm® A 1000hmm " (COVID-19) ~ o) 53t 80 100,000/mm® & S0.0000mm (COVID-

LT & AST RA# E %44 FR(ULN) 1.5 458 Lt 1046 ULN(COVID- 94 » R # B4 F Actemra® o
BAEEARARLEGZCRS 4R AY R R ClafoFrht/b® 64 % CRS M H ALKV & ALT - ASTHEHHR & - BHEL LR

CRS #y4e 2 % 4B A Actemra®4 69 Bl » B AR A F T Actemra® -

317 BRER P XXM ERMRE R E A EHE
WRBARER L > §EH Actemra® LR H B B R E RSB IEH] -
MR

T REBE KRN RAA IR ER(5.13)]
oM A ' ARF R

AR F>1~3 EE | EEMRZ MTX M ¥

FHEERULN) | g g Actemra®Hakis s A » 2575 ARFBREE K5 86 705t
0 0 B8 Actemra®H E 2 dmg/kg R G % HE ALT
& AST {RAMLE 4 -

TR EEF>3~5 2 IE | %1% Actemra®f B H 2| FTREEE F R E N EHME LR 3
FEERULN) | possoieom b A RBEH>1~3 452 %48 E R(ULN)Z &

(R &AM AER) “R
WHRHATRBEFRASHNELELER 3 2 #LER
Actemra®

AR £>5 FEYF | #5.£8F Actemra®

1& £ [R(ULN)

Friah kBB RT/ AL FERZ L EXHG14]

MR B A F X
(cells / mm?)
ANC >1000 wHEME
ANC 500-1000 W45 Actemra®F B

#i% Actemra®#BRIE S5 A 0 & ANC 348 # Z>1000
cells/mm? » #¢ 4 mg/kg PA¥IRM Actemra®F] 8 » FALEE R
MEEZE 8 mgkg

ANC <500 1E b $4F Actemra®

A AR BART /AL FIER EEFH(GS.14)]
WA BAFX
(cells / mm?)
50,000~100,000 L ARETEY ]
® W% Actemra®BAREH B A Lo PERBREIFE
>100,000 cells/mm?» #¢ 4 mg/kg B4 W4 Actemra®Fd # »
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| BAREE RIS ZE 8 myke
| <50,000 5k # F Actemra® R
BB EL TR M L

B A7 % k 4131 PIIA 5% AR SIIA 75 ABATB MK Actemra®2 8] B 445 K « PIIA 7% A2 SHA 5 Adw Rt Rofo L UBURRIE M 85 3% AR R
AR R EY B P RS e BT AL MR HRTHR L  BHRYFE LT Actemra® - o BT84 BEELSHBEAZ
methotrexate & (H)E T By Bl F » REP BBy - BYFE LT Actemra® » HEZRBRKLYPELHE - HXBRERBRERER
BEHR 54 PIA 5 AR STA B A » BARBEANZAGSRPHLERRALATEA Actemra® -

32 WAFR
WIRME 2 MRS R
HUHIER 8 Actemra® B oy B B R EA LU B BRERFEAHE BESRLET

1 A G B StERAv E 4 8 WA Actemra® o

BEBRNIODNFEHRA I ERAEE 09%RK 0.45%FALSUESH B SO mL B BRI - RAHB TSR BRI 2 BT ETH
=

BEEONATFURLEHHBA EAEE 0.9%K 0.45% K AL8E 48] 100 mL @ 8ER KA REABRTHSH ] SPH W2 ehERik
TR

— SRR A ER KRB P R Actemra®sr E B B4 L WA Y 0.9% 3K, 0.45% HACKES B [F R L H AR A EG1.1)(3.1.2)(3.1.3)]
WUCEMEA BAFMERR Actemra®2 5§ |

& EAME BENFMERER Actemra®
z5#
dmghkg | RABURRLEMEH X 0.2 mL/kg
8mgkg | AR AMEBAMEM X 0.4 mL/kg
Ao A A SR B % R COVID-19 « /R E
AR I LA X))

&4 F ARG X(SIA) - 51
B M 40 SRR B B A7 K (PIIA)R fa B K
FAEHE 2B (CRS) (L E AN EH 30 2
i)

10mg/kg | % 0 46 bE &) & %R B2 B 85 X (PJIA) (# | 0.5 mL/kg
17 30 AF) |
12mgkg | 254 &2 R B X(SITA)R %88 | 0.6 mL/kg
| WA FRHOE B BE(CRS) A E /1% 30 2 F)

- B 2.8 Actemra®BiR Tk th A E BB EIRITES 0.9% K 0.45% RALMIER B A RIE R RIIEI P o LIS R M RERA
RA o BEEEBRK

R 0.9% FAL St &t BB R &ML 09 Actemra®HriE R T 2-8 °C 36-46°F) K £ BMRAER S 24 /155 » A RBRITH ©

2L 0.45% F 4642 9 BB 5 2 R B4 o5 Actemra®B Bk T4 2-8 °C (36-46°Fy AR $ 24 IR ERRAER S 4005 L RE T
# o

Actemra® R4 5 B A > A MEFRARGRIIGRTEER ©

EERAT  RARANRRETE -

R PR 4 R O AR 60 SN L o 3 B AE A B ARENEIR A o AT # Ak 2 (bolus or push)

Actemra®R 7T #2546 B dy £ Pl SPRREE B 48 o 338 A 44 Actemra® b Bidh — Ao 4 B 0 M3 K A LA BM BATIREH R -
EHETZRYALENYBEARERTHENRRE - wREKHEMIBE  HRBATHEA -

#3814 ¢ Actemra®$ polypropylene ~ polyethylene ~ polyvinyl chloride #+ % #9#y3£ & » BA & polypropylene ~ polyethylene fo 3% 344 K #3 %
EMATIREY -
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4. 3
RN il Actemra® B R A[F R L KER L EFHGS.1.6)] -

5. $BRETER

51 $EEEER

511 REAR Y

EHARE LB HH > A3 Actemra® LB S YEERBRERLEEBINEGRL  RENRR AR WE > XBE  BA
HHE - FE  RAIEMARBREZIRER REYLANRERLCEMNE - R ER L - SBMRERE - FRES -BEX - AX
£~ Mt B b AN M K[ LR R/ FRRMB.2.1)] o Actemra® AR A B e MM R R A4 - IR E (cryptococeus) ~ M
(aspergillosis) ~ & #k # (candidiasis) B4 & At f & % (pneumocytosis) ¥ « R B EM R LBRAF AR ER  LETRRESHEL
4o ¢ 48 4% 4% # 2% (histoplasmosis) ~ Bk # 7 (coccidioidomycosis) + 2 #7 4% # 7% (listeriosis) o & A ERTHER S £ 04k » MEETAER
R ERTE  BAER L HASBEEELER 2% 4] B 4o methotrexate RAAERE » T THAR TR BRALME L mEF
moh o REHLBRENVERE -

REBHEEABLLT Actemra® 0 BAXBARARATE QA UBIEMAR AL KA RBEZAECGe  BERX ~ BAK - MK
B F TR A S SR FZRIE) ©

EEMEREANE A AHMBR  HARTETF Actemra® o $F COVID-I9 & 4 B8 ARSI S E B S aE il s s
B0 W Actemen (0 S N COVID- LD b s« e 06 ) T 3 AL Actemra®3 BT fa 3R 45 H R 2 A
%

PR R R R MR R R A

YRACESRAZEME

BEERESAMBRBZHELE

¥ EERBITENT MG E IMEBRTHHRE

BAHEMAREF  EmTASBRAEABRE)FERSE

A Actemra® R TR B6 B2t BEVREAT HAB LMK BASREXERTERRAER T 2R H A G R BRH/F5£ L
FE R E(3.1.4) ~ B/ R RRMEB.2.1) RAs AL S Aa(14)] o

W RARFMRBRERERSE - ARER R R g BYHFLE - LA BMEEFEMOBRE > BHR LR 8T 63 LR LHR AR
BER¥EZPWRE LM TFAENREACRATIORE -

oy g2 7
AL TRE Y AR R R R - A M E AR (AN Sl ETRRET AP A LR THRE -

r

e B4 Actemra® 4 AT+ B LIRS A S AK R AR 0 BHCRER ML B R E
HNREFEREEHHEREHEEHRBLOBA > BRALTHRE Y EESTENTEMLH » AR AR L EREELR HRIEH
1 B A AR B R B E MR B A Actemra® G B AT T B AH - ERBMENFETUARAT AL TRARSILR
BP AR R B 6 AT AR SR AR AR B A > EREMMYEERELS HRGHBRER -

AR K Actemra® S B AT B A5 A RERMEEE AR L  A2HBERRBERAERANSREREFLES 0.1% @FEALBREL
A AH AL M4 Actemra®4 B AT B SR LIS R A R E LR o

HEBRLEAMZAERAR  H4ALASAKRETENTE -

#5 EBELE

AR IR A MBS RIF S HRAEBIEILN EH A Actemra®BE R T ¥ H TS BALeHL - B RERTY > BRMA
BAMEBELORE  Af > FIRAFAGERBHLUMR BEFEBPREREAT AR R L2 A B UFRAERORALR
M- BAUMAAERCHABIRBDRABEGH)ER LT RALHUB LR CHRBBUH XBFHELHRE -

A3 Actemra® R AT B AL TR AMK B AT KA C BAFRRREN - b2 H B RHFERRME C HAFLFHMAA » REIEN
Actemra® & o ko BT X R FES RN BERZBRAL » THU Actemra® B EEUNANLAR L2 EBARBROMBHLGERPRE
ERMMBEATHIT KA EBILHEN (B4R SR E AR X% H483) -

HEEFEREAMZABERE  FLAAGARTENE -

512 BRI
FEEERRER T o Actemra®is BB AY A HA T B E FINRE > TERUAR TS FENA - Actemra®E AL EH HEFILRA R HA
BAEHER - BAL AN E A T B ERK » BB F ARSI AR AR T TR T W P R LI EH/FREAB2L)] -
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513 AF#4

Ja4p A Actemra®FARCE ST B K L TIEMBUG BB AT YIREL B EHATRRAEARG] 1 T A Lk F L% B R FETHRB AR -
B R Gl M S E L e e P BR X512 A tocilizumab SRS M A EHE ARG o AR S HA G & H AMESEAMR LI HRKES 4 ULN) »
128 bk 4 B & B RATHAE R AUk REIK - M AEEEEwM L -

MRS S EA TN A Actemra® e R ¥ W B L AN BA RSB[R LI AEL/FREMAB2])] - HEEELFELSG BH(
MTX)#u Actemra®pt F b > ¥ B2 B L ARROFARERBLENWHRL -

#RA BA » LM ER Actemra®iG i AT M6 St AT AT o fe 4 & 80 45 R (b ok 7 AR B AR AB[ALT] » R A RS0 AR BR[AST] ~ i aff 866 R 401G
EF) AMBLRBARNOEANMBE4IEZ8EKRE R A BBEIBMAME —R o HiREE ALT £ AST EAA2:8 1.5 45 ULN
#RA A FEMMBER Actemra®tt o # ALT 3 AST L5438 542 ULN #955 A > B2 A Actemra® o [l i Azse b A 1570 A A g
HERBEAET K HERFAEZAHEGE.1.6) -

(£ MLt COVID-19 3 ASTIE & ML ALT & AST EAtehin &« HRANM FEETENKELL COVID-Y stifGage— 0T
Actemra il ik & B i 6% COVID-19 a8 M Acternm® dfT R4 4o A 8L - #F ALT #¢ AST 4@t 10 & ULN o
COVID-19 g A » Rk M8 A Actemm®7%5 % » #1 COVID-19 s A » 8 PUE BT 2912 R BUE TR & &R ALT $0 AST -
HRBHRATHERG LB ZERCGoRE  BRR A LBERR  RRAERERTENARA B #ITHHERE - AEMER
BAT  wRBELRAGFH R LSRRG WALTREGSH A ER3ME o F @ KR BES K E ERY2E) B T BiActemra®sy
e BEAKRE  UAFEETENEE - EFHERELERRAEL A RAFAERELREYHLCREMBGRALT TENME
18 B Actemra®;4 5 -

5.1.4 XM EHmE AR

BB S RGP EREESGCOVID-19 » BTN RN L) 6 A

b M b 5 DN

#% Actemra® e FREF R AR B THOELEASEN - ERMESRBRA L THRBRERT > BARAMOEF RO aRKATEL—

SUBB A BEREL TR R,

— ZUELE N s A% Actemra®e R AT 2% T A SR BT (B4 E 1 & s KT B (ANC) <2,000/ mm’) » B R R
B4t Actemra®ig & o 4o RSB AN B P G KR E R 500/ mm® T 0 R ERAE LGSR -

— ERMeEH 48 BBEA R ET RS LRBE 2 AERE 3 BAERN—R[FRLHFEHEHI02.])] 0 BERB[HFRHFR
(3.1.6) ]z R E PG o BT RAFEEME -
£ ANC A 1000/mm’ ) COVID-19 5 A+ A SER M A 0 Aclemmn®™ /64 « BIERILG & IR BRI T L ER% PIL S ik -

B EADE
#% Actemra® e B WMo AR T A M o ABARET » R AN e MRATERTLERHOREN CE4/FREHHEH/FRR
£A(8.2.1)]
25 00 s A B 43 % Actemra®s8 B BT 2 fo o] AR 3T BUE T (B /MR < 100,000/mm’) » R R 3£ #h B 46 Actemra®ie A o 4o R4
o 3 ) o) 3R R 8] 50,000 /mm’ AT 0 BIEEMRAE L 6 o
— BRAMEGR 48 BB ER — R NRMME 2B BEE 3 EABR—R > BIRR[FLLEA AR F(31.6)]Z R HIE AR BT R
WEHE -
# do B ok BL AR S0.000/mm™ s COVID-19 3 A ¢« R FES - BT MRS R RGN ik -

Vid 159 %ia
£ R 53FEN - MAERRBERET X HRLA ARG EZHEHH3.16] -

A 5 S H

% Actemra® e B R fsiE M LA A M 0 A ABES - ZEH R AEEEEARESCDLR/XEEEREE 9l ENHDL)/ #L A
BIER/F R A M(E.2.1)]

- EMEeT Actemra®ep 4~8 B4 0 MM B BRI mASHH -

— Rk B ARKREERGHER (o £ B NCEP)E 4 & S Bs 5 -

BUGFRRLDS M FTFRMHEF S5 A

Fk B Actemra®ie ) PIIA i AR SITTA AT » ¥ B RMEM KA AR FAH » F 7o et 8AT » o R 8ET R0
FEGRE AE RS REAE THE R > bk - ALT RAST» 27 'PIIA BABE 4 Z 8 BER —R > STTA RABE 2
E4BEA R BEMNRE  BEAOF A LERBANSAEBEENT X —R[F RN FXSHF2(31.6)]°

515 ¥
% Actemra®ie R 8 B kAR &) i Bk do o (2R BEAR MO P ¥ B A R B MR [ 58 RS B H/ R RAE(8.2.1)] o Actemra®R —# %
A HIR > He % K I BRI 0GR T AR & 5 ho B B B9 R ©
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5.1.6 B RN 0 @35 R TiB# R M (anaphylaxis)

IR LRERERERE 0 $MIRE R L Actemra®ia M/ 3F R L F/7EF/F REMOB)] 1% H EBIEIE Actemra®g - BB ALK E
BRESRETHME - £ARAEA GHBIRME Actemra®H BT > AR TBRABRELCBHRBHESE LAFRAERES 0.1%
(2644 fLym AF 3 1]) » JL A S #EIRIE Actemra®ay 4 48 2 HEEURE I 8 X8 A% 0.2% (4009 4% AH 8 44]) + 42 SA#PAR#AIE Actemra®
@47z SIIA e 112 4 A ¥ A 1 4)(0.9%) H B &840 BB ™ 45 L4 0 A IREIE Actemra®i# 472 PIIA B B% ¥+ &
BB 4R S AEME Actemra®it B Z PIIA AT » $ 4 B KB RAREILGHEL » 898 0% (188 fLm AK 0 4]) « AE LGB RIE 155
Bl ~ B RERS - AWM RBAMA I [FRESERH/FREMLS)] -

EETHERERY  EALSEREBHICEL 2 Actemra® (HEA KA RA R CHREMSBRARATE A LANRE > OERETBHR
REFETHRYE - EHESFERBYSBRARATLE AR LR FHORE - EANEYFARAYFLABHUBRBARAT  HEFH LB
HEROIEREREFHRE ) BRTAE —RBE Actemra® 38 B 4[5 £ 2 5/7 5/ F B RA(S.3)] - #W¥ix Actemra®(§ 48 T %
RERHSRARBALRIVBRAEAIEEARRE v RFLREEMRABRE CREEM » BILBp4F 1k Actemra®HiiE » AR ME
i Actemra®e % o % ¥ Actemra®fF £ BH A BE > AL T Actemra® B[ F R A L EE )RR/ FREMEB)] -

5.1.7 & M¥E Kk (Demyelinating Disorder)

#% Actemra® 4 B H L MB RO B ES B Rdo o BABEAMI D SRR Y T RS 8 S B SRR MR K Y
#F 42 7% # (chronic inflammatory demyelinating polyneuropathy) » B EER AR T HR LMK - EHIR T LY A MY BB abm s »
KM G ERFEEGH/A  REHEE -

5.1.8 75 W) MLAT MR % 5% BT 2h #E R
HIEG WA ROR R RITAELBRA  FRRL T Actemra® [ £ B 5/ 7EH/F REMB.21) ~ 45 M X FIHG.6)] -

519 BuHM

MRS AR TR Actemra®E B4 F > B ABA RSN Y REIL o BRA AL THEFEE S Actemra® e R I MITERB E LT HBAK
MR-

SBAE FHRALES Actemra® b BB B R TR « BRIpH T IL-6 BB THRES THUMIRNEY £RAE » Bk ZH
FFABA ' LERBERESRA R THEME > £8% Actemra® /s B2 AT MR LM E BITLBBMIE ) HEROAY - BT
MR W B e E ) Actemra®is B 2 Mg M BB H A RATR BRI FHANMER SR H R AAK o

52 WmERREMME
B AT % & 847 Actemra® B R K » 12 B 37T 838 3BT Actemra® 9 £ & Map RS -

6. HBHARBMLIEENR

61 M

J e 4

B AT M Actemra® AN RIFHF R EM S FRUAEREFTH #3518 AN £ 40 R RE &0 Bt HRR o Bkl » dotocilizumab £ 8 =
PHEEREHTNERME > ETHEIVEHANEAIN BN AN ERR B[ FLLELEE] - EBHMAERAFART  RERBALES
T ARG T #FIKE A 2L Ttocilizumab > & W BOR E/AERE-RE R8T 0 AR TARE AN ABR SRR E(B2E4:8 #0044 8mg/ke)#y1.25
I L o By s BkAE 0 IL-6R AR R 2 23 TR TH T T A MR IFRE  REFEFFA U Bt TSR ) HIEE
[RARBBFTH] - BB SRR EMN > THRERBLLHLES AR -

BAMMER R HARBRFLERBARMBERAENEH T REAR FAANRFLAFLHE LS - RELRACRRERG T RAR -
MEBS—BATTHET > AEBBEAKTHRRATT  FLIALAARERENEH T ERER S BH2E4%RISE20% -

EARAE
BRI/ HLERTRRM

AMPBET  EHRABBARBN T IREN > BEELZ2REIRAE - HH AN E RBENActema® 9 25 BT EMR S LF
MRERYZABAES BRLARRE B/ FREFZRELEFH(519)] -

WA T

2 E 8y

LE-FERBHER-BALEFTEEME F - NP H(gestation day, GD)E20-50R 9 BT 4 AN ER H 2B AIIEH2 - 10350 mgkgay
tocilizumab » & B F A HRHR/HEE LA S EAFHBICEN 1050 mg/kg(48E N HIEMH AR SZHRM T 4125800 L) B
TT RAME BEB-BARCHRERS -

Rtocilizumabey B E 4 # BEITZH R P 0 B FRBE(GDO)ZE £ E 21 X(H7w3)#8 F B3R 48 & S IEHE FS0mg/ke® & 4 KM
THENEN BOBRERNAEDHE - HAHFR T4 - BES - SEANRRLAEN TR ERA LML -

S FEFRT T FEANF GIL-6HARRI S o Xkt 0 IL-GMRAE R L 2SI T A TR T ERORBBFR » KR F T LR
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WIS 0 BT MBI B - a2 IL-680. HLII6T L BB NR) T - SR A RF A BT )N Qe BN R L - 6T R E 5
Bl B3P AR ERIL-65T /5 4 & B R R E Y o

62 KL

F a4 st

B 37 3 84217 W Mtocilizumab R F & H AN ABIT - AR AR LN VE  ALARHATERERAZIVEETOEH - G0
2K GG g0) % H AN AL I T P o 4o Rtocilizumab @ A EAAB A I T+ B AT R sotocilizumabZ R L T HEFHAHNEER
THRAMRGE S EECERTEBE - ARSI GERTH B AT 855k 2% IUN M E A Actemra®H 3 .57 5 Ry BB - B
Bh o MR CE LT SRR S0 R Ao B HActemraP B B AR & K 0 A Rtocilizumab R B A AR E R R BN I B AN TRARYYE
BE—RER -

64 bR
ACTEMRA #3CES THHRUATHERA
® 2RALHEHULEMHFURELWNE XAA
® 2 RALEFEHI S M LSRRG M LB A
® 2R ey CART $mfifift 2 F JE & & B A 4 4 o o o PR AOE 1% BH(CRSYR A

BTk B APIA - STIASCRSBUANZ B &5 a9 B S48 A Actemra® 22 M AR L - BT S AH2EN TH L &#-T848Mey
BE47 o % pttocilizumabel BRI M 4) RBATRM SR A EAEAENRMER - ARZEFRAR  ARHRAEANY B % RER4z
1TRE -

ZE 81445 A Actemra®i B CAR Téa 3% B CRSZ B AN RS S R EMNAMETH MBS P FLMAABLLECERMRLEELRRR) H1M
BABFDPE(2RULEIBR) - ARPURBHETE  RERARBAZIMEBER -

65 EFA

LM — B3R E P 3 A 264440 95 AME R #E0CGE S Actemra® [9F £ 8 25K sl FAH(12)] > A 435SR B AT X om AKOSRIUE » L PT5
B LB AL A S0 o 658 M Lok AdtkActemra® SRR B AR ER RN FLEBBAKORE S - GNEBEARBRTRXEESR B
db 2y AR LA B A 5 i B R -

1% /B Actemra®s4 B CRS#Y BEARA R 36 A MAR R 65 A L A > Bt BB SRR ARLTRAANRFBABA -

&£ EMPACTA ~ COVACTA & REMDACTA 108 4 « Actemra® 0 69 974 42 COVID-19 & A d# 375 f(39%6) 8 65 @05 L « 403 de htae
dror 2065 (&) ke A 65 B CLF s A2 M AE K& T, Actemra® bl b e f oL % 2 {7 R B4 A & 3L

ft RECOVERY s b+ Actemes®™ @ed 2022 40 COVID-19 8 A % # 691 4x(34%)8 70 ®(&)ee b « fSIE0oEM & » £ 700040l L ohal A
0270 W5 F s A2 M b R S0 Actemra® G ok A7 4E v IR 00 £ R -

6.6 FHEFL
B AT 4 R AT 2 SE R 2 (4 o B AR ZBAT R CHF M1 2 )5 B Actemra®y R &M R RMME[H R L F R EEFH(5.18)]

6.7 B R2
FEABERTETHERASEHERMNE - BN HAUNESET AR S BB Actemra® 2 R M A LW BITHMNA R/ F £ L Hyy oy 7 B
#FM(11)] -

7T XREHER

7.1 B BAGR BARBE B 0F R M

AR BMEM S X m AL B 1 #4543k F Riocilizumabey F B & % 2] methotrexate (MTX) - JEME BB X B X A K E
B R E -

15 A B B MR E Actemra® 10 mg/kgA B8 — R HMTX 1025 mg » HAMIXS R A B R R F XA BARBEROVE -
Actemra® & # Mk R 5 5 AR B HGoTNFR AR E)H A ERNETE [FREALRAEGB1L)] -

7.2 ACYPP450%& R X B4R

BT, P9 &4 Cytochrome P4507% b & % B &% 8 B A XM 2 (B o lL-6 8 fm B i F) M E RS M T & o EHEAM M8 XA A tocilizumab T # &
9 4)IL-6 89 3R MR > DHLCYPAS0RYE M » it M3 hu T CYPAS0% K #A M 4 9 433 - AR S el A Tetocilizumab T e # M 5 MCYPE £
(CYP1A2 ~ CYP2B6 ~ CYP2C9 ~ CYP2C19 ~ CYP2D6 R CYP3A4) & 3R, » 12 M CYP2C8 X B ¥ % & 49 % B 47 5k 4o o f£Omeprazole (s CYP2C19
A CYP3A4R #) Rsimvastatin (&3 CYP3A4R#) e M P 338 + » 44 F E M Actemra®— 814 M4 5 & ¥ 5 5 %1828% K 57% - Tocilizumabsy
A A @ECYPASOR M S A BRF R THEABERBEORE Bt BRI HETHEAAE - ERAREHFY R IBmA
B4 % T Wi Actemra®B A2 55 0 B ¥ MR 2 (4] ko warfarin) s, B4 R B (4] o cyclosporine g theophylline) de 47 & ) - 7o BoF 355 By
B EHBATHE - BEMLR S MIE EActemra®RCYP3A4% K Mip (0 A8 2 M ~ lovastatin & atorvastatin % )4F F 7T #E 4 3] 22 M2k H-188h
FERAHE 5 PR A tocilizumabt R CYPAS0RY B F 51 3 800 T RSB [ 5F £ 2 My 7 L4g i (11)] »
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73 EHRY
ElfE BActemra®is B E R GRS ER RS FRLPER L EFFG19)] -

8. BER/ARRM

8.1 BMARFRINERA/FARRE
THRERRRBEIM By BB A Hmeg A -

o RERL(ALFEEREZFHGSI)

o EBEHEFTI[LLFEREEFHG512)]

e ERERBRBM(LLFEEZRLZFHG1A)

o GRIHI[ L L EEREFFHEG15)]

o BEARM AHERERKRE[LL FERZEEEH(S.16)]

o EHMYER[FLEFEREEFAGSL)]

o  EHMITRERANARLH[LL FER LT FHG.18)

SRR BEBERRBRAETRGEATRITY  — RN AEBRRRRTHRARBELRERERS — BB RRBER TR
B LR EEARARNER S BARRELERSRFHORARABELE -

8.2 EYIRILMR 4B

8.2.1 #ARIXTF Actemra®:&# HUR AL W & 3 & B SR B8 48 M (A ctemra®-1V)

WA F A 72 Actemra®IV B 24 B BEEARMEME X EHARAZEY T - #HRaEH - § P oBRRKR - AELBERAR T BAEE
Actemra®-1V 8 mg/kg 335 4 85 74 5 (288 4% A) ~ Actemra®-IV 8 mg/kg 4-6f DMARDSs (£,35 MTX):4# (1582 4z A) » & Actemra®-IV 4
mg/kg A6 MTX 36 5(774 fg A) °

ERETHARRABACHEMEHLBE D —R Actemra®-1V 6 975 A o 4238 4009 fs5 AP » 3577 AL Z VX BAE&H - 3309 A
ELHR—F 2954 AEDEBRRE > AR 28 NED = Fehibsk -

FESBREMABTREEZERTHRBRAAEMB ERA  FHFRAES2E AP 2%AkMN s T4%EEA -
BRERABREFRRBARER N HFAEERZAZFHSD] - £ AR 24 B BB KRR FRERREHBHT RRBEER
Actemra®-1V B45 54 % %,4-6F DMARDs 48 48 4 £25% B4R LS Rl f g - BB X ~ 58 » HBAR ALT k4t -

LAYE REBMYUBZERRR T EAEMERYF RRBEGE LSRG E ALY » £ Actemra®IV 4508 5% MARMBEY 3% - &
FRGGBREELFEES R LA RRBH R EAAERGBREMH) UEARERS -

g

A0 24 B R EER A T 0 Actemra® 1V B84 B 425 2 R H e R A5 100 185 A S $(patient-year)H 119 R4 - R MTX E554
BaftRigm - £ 4mg/kg & 8 mg/kg 4-4F DMARD &/ a6 P A B 84 & B8 100 1855 AF ¥ (patient-year) & 133 & 127 K4 » @
AR B4 DMARD @R # 112 4] - REBEMEOR AR EFRERRRABE > B2 25 H R 5% 8% -

ARNABOYRAT ARRFANF A RN NBMEBRRER T L RN -

B S

F A 24 WH BB R R Y 0 Actemra®-IV IS4 M B £ B E R Rk o9 & A4 100 1875 A £ e (patient-year) & 3.6 &4 > f MTX £18
“E@AR A 1.5 R - £ 4 mg/kg & 8 mg/kg 46t DMARD & s eh L & B B8 4 £ 5% &5 100 /875 A5$(patient-year)F 4.4 9 5.3 &
) > @A B 449 DMARD 8% 3.9 £4] -

ARHABORAT  RRERRFLAFLENHNBBBEARETHR AR - BEMERAREAP LWL - A ER L %5
HEBK -~ RS - BIE - BREX MR UR@EEME R - THARME RO ROV BR/FLEFERLEFHGSLD] -

e fo B AR 45 RAT R WA25204 + » Actemra® 8 mg/kg IV 45 4 3l — R (AP K k49 DMARD) 2 ¥ ey B & Bk St 3 £ R A % 100 1855 A £ 3
4.5 4] » etanercept 50 & 8 — =k SC (& 6f X k44 DMARD)S + ey 5 4 BRI A8 100 A AFBI2 4] - [REBAMRTH121)]

FagiE FH

2B H0 24 MY B RIR T 0 Actemra® IV ie@ da i & F B ¥ 7Le0 5 £ & A6 100 8% A (patient-year)# 0.26 &4 o
AERNABRGBEAT RIBHEFZABFENFTLERUBHBEREBRTHFLE AN - FREFANRIREIZABRERINHTE &
A5 MU LR X (generalized purulent peritonitis) ~ T B M F7L - ME RS o S a4 F B FIeh5 AR WA LR A JE 52 B 8104 X Al
(NSAID) ~ R BB B » X MTX [F £ L $E R 2 FFH(5.1.2)] > ABEBHRR S Actemra® IV S e FHEFIL EWNERFH -

R
Jr B RA2448 oY 4 PR EE A 3B T Actemra®-IV 4 mg/kg 8 mg/kg s HDMARD 4 £ 42 4 % % 8% 7% &4 % AEMEE48 M ey R R EHCEA
PR & R 24005 ) 0 T R BA HEDMARD & 8) £ 5% - Actemra® 4 mg/kg K8 mgkga N EBE M BE KRR E DR R FHASTABR(E S
1%) » SESE R4 DN R FURBLARRFHABB(EBINRERRBE  ORES BARERSERHRBEAH1%) U LEHE
KB HHIKI o
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HZ iRt RS

A B 24 EeyH BT o B Actemra®IV 3] 5 40 @ R B( L35 B T RER KT A FUTERH1E 0.1% (3/2644) » ML+ A A A 87 A
2 0.2%(8/4009) » A LR B KX S HBAR Actemra®IV Bk E Zm-RBE M ZHARERERE B LT RERERE/FFALE
BEREZFHSLO)]

TR eReEy

o ot B A

LA 24 Wy HBERRR T » Actemra®IV 4 mg/kg Fo 8 mg/kg 4-4F DMARD 6B a5 54 1.8%5E J4%MAARE PR G LRKEE
1000/mm? 24 F » 22 & #] 44 DMARD 48] % 0.1% - £% ¥4 & s 33t HANC)E 2 1000/mm® SUF e B ¥ > 408 LB LN 4R M B%
8 i@ M o Actemra®IV 4 mg/kg #v 8 mg/kg -4 DMARD 445 429 5] # 0.4%5 0.3% 75 AL =5 & M & okt £ 500/mm® U F > 4 #|
A% DMARD 4814 0.1% : 22 ¢ & hKEE 1000/mm® R THEHAFEBRER N EFA L S ARBEMBKE -
HETHERBRAGLEE TR ODKEROBARELER > RAN M BHBBRARRAFLER-B/FREEZFRLEFHS14)] -

do A D A

48 9243 6 ¥ R ES AR 7 > Actemra®-IV 4 mg/kg#e8 mg/kg A DMARD:S 4 » 231 H 1.3% 8 1.7% &4 45 A3 fo /4% M £ 100,000/mm> 14
F M # S HDMARDSEA] £0.5% 5 H K H R4 H T4 -

B P AE AR AR R RO X R AR BARMAHBERRRA IR [FRLEFRLEFHACIA] -

Vil 1

£ 1AIE B ATREE R B HOR o RATRREE K A & 60 A 0 4 R AR A2 (do (45 446 DMARD #{ 8 - %45 Actemra®-IV 6% & %18 Actemra®-
IV B EYAFREF R AR EHIE S RDHEE FREANFRCEFT#(316)] ALBEFFHRERBEOERY MR RE LA AR
HERFHERSAFERAM/FRLEHERLEFHG135149] -

A1 RM—23 A7 24 ANRAR 0 ATREEE R W RAB LB

Actemra® Methotrexate Actemra® Actemra® T MR+
8 mg/kg 4 mg/kg+ 8 mg/kg+ DMARDs
MM DMARDs DMARDs
N =288 N =284 N=774 N=1582 N=1170
(%) (%) (%) (%) (%)
AST (U/L)
>ULN~3X ULN j 22 26 34 41 17
>3X ULN ~ 5X ULN 0.3 2 I 1 2 0.3
>5X ULN 0.7 | 0.4 0.1 I 0.2 <0.1
ALT (U/L) ) [
>ULN~3X ULN 36 33 45 48 23
>3X ULN ~ 5X ULN | 1 i 4 5 il 5 1
>5X ULN | 0.7 1 1.3 1.5 0.3

ULN (Upper Limit of Normal) + Bp iE.§ {ii £ FR
BRI 3 R ERMR T H(12) -

HREPHARBRA > L ALTAST 9 LA BHERARN 24 AHBEBRABRAMFER - -

LR WA25204 &4 1538 4248 A tocilizumab 6B P 2 EHE RABAF[R AL LB FTHI2)] 53 FH 5.3%F0 2.2%85m A BB ALT
AST E#4>3 45 ULN 938, & - & — 5 & B35 8 MAT X A5 5 M 4 F ok 49 7% Bl AL B 3R 4 X tocilizumab A8 M) 6y Be & F 44 -

Iy

ABH24W W R EE AR T 0 M Actemra®-IVig RO K HRIPROMSH AR - RELEEES - HFERES - Z8H 488
AR - hEE R AR AR AR ZARIREAR T 0 T S B H R ASARRS00 mg/dLAE Y o Rk RS A B4 B H N A EEE R
fbdnF

—  Actemra® 4 mg/kg#o8 mg/kg A DMARD:G# 42 » FIKHE B ASE & P34 EsHEH 5 513 mg/dL&20 mg/dL ; 8 me/kg B IR & ¥ 4a R £25
mg/dL

Actemra®4 mg/kgFe8 mp/kg A DMARD G f de > 2 & B BB & & T3 LA 45 %) A3 mg/dL A5 mg/dL ; 8 mg/kg £ 45 44 H sa R A4 mg/dL -
Actemra®4 mg/kg#v8 mg/kg4-#DMARD % & 48 » A LDL/HDLLE:AE F39 4 %] £ 9-0.14%0.15 ; 8 mg/kg R I B ap 5026 -

- #%Actemra®ia B a9 A 0 FAPOB/ApoAlLh{E ¥ k5 A AL -

Ao g B AR LT 36 & 40 e s B AR A B4 4] o
METHAARBEA  RbAaBESN ARV RLHN4ABHBERRBRMMIFER - -

£ 5 RN
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Form A RGN UM — % AL TRESTELLRSTRBN - ARNBABRAERBAEGRIN T LM RERE M - oo
Ao THREAHAM(AE TR EAMGEETEE LS ER FOBE QIO T E  HRAGRET X - R EHReyodn
BEA B B - ARBRAE SR - AN ER R #tocilizumabE FEM R T3 BFRMO B LR ERRAR P RA0E DI FIme gL %
EATLB TR EREY -

£ B 39248 o) H B S ARk T 0 2287641 % A4k £ anti-tocilizumabiiL A R o 46458 A(2%) £ Hanti-tocilizumabii B MG R > B F54 H
RABME ~ B LA B R R E MR g o 304 m A% H R P Fo b o

BHEE

£ A R4 B H BB R IR T 0 B EActemra®IViG B e m AF ISAR L BEMERE > HHBEABA - HERMER K% » Actemra® Vit aa
(132K /10018 7 A 5 $0) 52 5 A A1 4 6 DMARD4a(1.37 R 451/ 10018 % A 55805 £ £ 4834 -

HETHAAERBRA  ARLEMEEREAHINIANBERARBRAFER-R[FRLEERLEFHGSILY)] -

RibF REME
4= Actemra®4 mg/kg & 8 mg/kg 44 DMARD ;& 45 4 £ 4338 2% » RAERARUA S DMARD 4 - B4 £ % %A L RRRBEYK
BERER2LE .

%2 f£Actemra®4 mg/kg K8 mg/kg APt DMARDG R G 8 4 $42i62% » BAARNELKEMSHDMARDE > HAH 5 1% R LR RRME

2430 ~ B =AW MRz KR
Actemra® Methotrexate Actemra® Actemra® ZEN +
8 mg/kg 4 mg/kg+ 8 mg/kg + DMARDs
e n DMARDs DMARDs
N =288 N =284 N=1774 N=1582 N=1170
FREM (%) (%) (%) (%) (%)
T 7 5 o 6 8 6
RoE ¥ 7 6 4 6 4
T R 2 6 5 3
o B 6 2 4 4 3
ALT$fE L5+ 6 4 3 3 1
sqE 3 1 2 3 2
AER 3 2 4 3 3
A 2 1 T4 =~ 3 1
o ik 2 2 1 2 1
T 2 2 3 3 2
E3 1 2 1 2 ]
MY I 1 5 2 T2 1

JE 4 RAME B R SR F 8 Actemra®-TV i B 4 BURA LM 85 Rm AZ ¥ 0 RALROR ¥ RO A R A% BRAME AR T ¢
Bl o R

WAER orEX - RS

kiR RE LA MK A

BB RWERRER | GBI

— A R ML R kA

SRS MRERBIRAE RS | R B - KR

R - X

ThR% : Bz

A sbk Ak - FARMARERT

E Ao 4R - tocilizumab vs. adalimumab

A B HA2H T ~ FITRBOLREIRERA tocilizumab 8mg/kg Hm il — R IE(163m AR EIE A adalimumab 40mg &
B RETEMAMAA) BB E —HWERRAREBEEFLNEAM - BABLRERRFHALOIAEREZME LY
(tocilizamab4a 11.7 % vs. adalimumab#a. 9.9 %) » 48 #t#adalimumabé -+ tocilizumab4a 7 Lb % % 44 & i ¥ 4F (tocilizumab4a 48 % vs.
adalimumab#ad42 %) * A R ER L FH LG HEEA3.1 % - EIHEEGREN T BREABBMAEHBLH QI L TG bk
S RBAB S T % 0 ALT - ASThe s figeh L) R » B4 R H5R B 9 /L8 B A3A % M5 » tocilizumab4a4a #f thadalimumabia & -
#tocilizumab#a $2adalimumab e 2~ 3| # 445 (2.5%) & 2451 (1.2%) 5% A48 R TCTC 3 KA eyk P L& o3k B4 T - sbo) o ftocilizumabia s
adalimumab#a 4 7] & 114#)(6.8%) & 54%((3.1%) % A4 TCTC 26 A EHALT LA - BEFEIS R A8 HN LR ME 2 ¥ P #4448 £ tocilizumab
42 fadalimumabir £~ %] £0.64mmol/L (25mg/dL) & 0.19mmol/L (7mg/dL) »

F AR P o tocilizumabia A RL R B 49 R 2 M HIE BB O o thtocilizumabR 2 HHEE R ER AN O RERMOEDRARRBEAL -

& B0 AMTX %8 69RA
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HAE VI (WA19926) % 4+ #1624 43Tk 5 B AMTX A6k A 4 W ALG B o T4 7 £ & ERAK AT - ftocilizumabig B 4a F AR5 2]
B 5 2 g 2P L Fotocilizumab gl B ke ML R B 48 ) -

8.22 #HRILF Actemra®a 5 W & bk 4% 4 AR B0k IR 85 3 49 B R MR SR MR (Actemra®-IV)

WEHe 18842 2 £ 17 ~ B4 PJIA - B % methotrexate B A6 % R B F 42 K &5 &% &) 28 % AH I Actemra®-1V gy 2 -
Actemra®-IV fid A MmA(ERAEEE D — B Actemra® IV i BB A) PORKRAREFHNA 1844 MRAFH - AXRBH B4
Lpom AEAER ORE K ME MGH o 3K 80%EAL(E R methotrexate 6 H o —R&ME ' PIIA RATZIRHAREBG B £
RA 55 AR STIA % AP 7 A B XBABR [ HF LR YR/ FREMEB.2.1,823)] -

V-

Actemra®-IV i A R B AR A PR R EARAE 100 HBEALHE 1637 £6] - RAYASHFHAHR AR R EFRER S - LB FE7 30
ANF 348 A 10 mg/kg % tocilizumab s ehsm AT 0 RER BB L EE 100 EAAFRA 22 R4 ABRBE L ZEHNMEEI0 AT
345 A 8 mg/kg z tocilizumab 54 #8975 A(F 100 8% A F3ck 4.0 £4]) - L8 E4/7 30 AF EE A 10 mg/kg 2 tocilizumab 74 5 &9 5%

Ad BREURYELBR2H4 BQI%)AMME LbHAMEE 30 2/ R EE4E R 8 mgkg 2 tocilizumab 654 49 5% A(8%) -

BAERR

42 PIIA 5 AP » Syitda MRS o0 8 B 2 2 4 3 1 SRBRE 45 R 7R 24 1B P AT AR 04T A B4 - & Actemra®IV A A RAB AT 0 & 11
M A(6%) L MUE AP A R RFH > A H 38 Bk AQO2YMEHIE M & 24 NN FE AR RFH - AMEMMR LT HLGFMHAHR

H BofoRn B ARESRE 24 DHENRTFALANTHLTEFBRAE - —RA T AREMMARELERE 24 DFRMRER S
B R > A L4850 RA % AR SIIA 55 A ¥ PF RA SR 37 F R S/1EA/F R R EB.2.1,82.3)]

3 485 4 Fo tocilizumab & M B A k6 % 2 B K PA BRIRSUR B 49 3R% -

ER YR B
ERERNI0AFEBEAE 10mgkg Z B ESBHFAET » F—REA
4 3, anti-tocilizumab LB HERIE - 238 R 5 L BMRE - R ABRHERRE -

& XL i

o i B D AE

EEAXBRERBEMMNM - £ Actemra®IV A A A BB AT H 3.7% %A LS PG aR BT HEEZERN XL AL -
o P A BT RN X100 R ER RO F LM AR L

A o) HR D AE
AEATRERBEAME > £ Actemra®IV #i A A BAA T A 1%8% AG 4 bR st 8T B ZE 50,000/mm’ £ B AR R R - 2 RFME
A R F -

AFBEBEF_LH

AEATBREHRBRE R » £ Actemra® IV FFE A BAEAT » 251 F 4%F0 R3] 1%eh 5% A% 4L ALT & AST # &k 3 44 ULN X L#g 3,
g\ °

Y

AERTRTRRE RMR A tocilizumab A B B AE 0 A 1 Am A0.5%)5 4 4 B BE A 54838 1.52 4 ULN R » 34 1 s
A(0.5%)% % LDL %488 1.5-2 42 ULN ¢y 3R.& -

8.2.3 #BBRLF Actemra®iG 2 S Moy £ RBHHE T 85 3K & 6 2R MM R Mk (Actemra®-1V)

T FHAT R —JAAR - BT - REMYRRABPER Actemra®IV 4B HER > TEALTRACA 112222 17TR BF SIIA
B JEHEE SRR R BNSAIDS) R g FHE S EAENREIARAEHLERA - EAERS 97 F30B A ELER 0.3 mgkg/day 24
L R HHRE BEA A 0 A 3T T0%IE4E 48 B methotrexate J4 8 o EIRMHR A4 —E AN 2 ANYRARH » RE—EMBRIEMNSI - £ER
e 12 MM T H ARG - £4 75 Bum ALS Actemra® IV 4 BGAREMH T » B E A 8 K 12 mgke) - L% 12821 » KINERERK
BALM R AR EF 0 5 ABP A HIE R 0 34 A Actemra®IV 44 o

AEEARY 12 BHBARITH > £A Actemra®IV R ZRATEAL AN RRFHRLRED B 5%)E ' LSRERE A #
o8 X BB

a#

EAE 12 AHBHEM T o Actemra®1V 4 ) M A 5 4 & B 100 8% AEHA 345 B LB AR HE 100 Ex AFHE 287 R
Bl o PRI A T3 W MBS T o R PR R B E 100 B AFRE 304 Kb -

ZEBH 12 BH B R T Actemra®IV ey B E R R B4 E 55 100 BRAFHE 115 il o £-FH0RNM A 73 Aoy ABESI T
EHE TR ERLERAE 100 @BASHA 114 Rl - RYBROFIJ RN B RX KRARTFX -
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B o b 55 AL 4E 1R B

EAMI2BHBAETM T BI0RE D BAETH ALER IR K6 R4 M5 4 B fbm i 75 (L 12 BH(MAS) | 24 A Actemra®-IV 545k #
MBCERM T > & 3/112 %)%k AR £ MAS « SR GEHF —fm AL R 2 @ E &% EHERERKA Actemra®IV 12 mg/kg 6% » i
A ARRES 70 Reps A MAS © 5750 2 4 AR R A& R R ZE P26 H 39 B8 & MAS « 38 3 4205 AP E & £ MAS 4% % o+ Wi 2 {15
A) B (L Am AT Actemra®IV 0 35 %48 M egi6R » BB Al MAS HRMEDHEB » MERFLEFRIE - & Actemra®IV
& SIIA BE AR B R R ¥ > BRPAMRABEHB  MASHIBARBRAERAFBYRE  EANH R LB IETALNER -

2 R
HARMAL R LT Mo BAIe R AR RALAGER R T MBI SUA STA T RGKR B -MERMRBALRAHERIN
SBEME R 24 DN B LA B o AR 12 MHBHRM T o F 4% Actemra®IV sk AR 0%#4 42 RSB de s AZE B IE 30 PR
ERRFH A BFH L EREBERELERELA LSBT HYRE » 4% AMB P LELARRY LR -
£ 16%#y Actemra®-1V #ak A S 5% e R B4 AL BIEE k4% 24 N AE R REM o £ Actemra®IV @ VB A B3 2B
HRG ~ BUR - LB R MERRSER - AP A —EEHERSRREARE -

HIGHRR
A 112 A7 3 RRAR SE00 PR ASE AP B4R A Actemra®IV iR shiR A RA 1RO 1%)8 4 SHLBER B o BB # £ 2 $35 2
EEFH(S1O]

£ EREYE

23R 112 fi s A A B2 3% T anti-tocilizumab HLMARR] » & 2 125 A 23 anti-tocilizumab LM EFHRRE ' £ F—RB AR LT HS
BREBEERERNRERARFHERS R LT KM ERARBHAR 5B ARRALABRBRERBT L E RS ®s £8
BRHHR -

R ERREE

o F o e A

LA 12 B BT ERTREAR SR - Actemra®IV @5 %% AB L% PHE LR THEEMRMN IXI07L 9B & > REM G
S BAE TR AR E SRR o £ TSR N A 73 Wy MBGEM BRI T 0 £ A Actemra® IV SRR AF 1T%H A% VA h kit #T
MRS o F PO T EZAN 1x10%0 SR & AR a5 £ 2 M 3 A B -

e o]\HR 2 A

AN 12 BHEMEBROEARBRERBREMNARE > F 1% Actemra®IV 85 AR 3%465 %K B % AR 4 o R ST BT B E687
100,000/mm® 53 %

AT RIM 2 T3 W e ABER IR T 0 AR Actemra®1V 6 695 AK 4% 5 A b MR R T RGORA R RRHMEL N0y -

Vi T e

AR 12 ANBARTY G EATRTRKRE AN » Actemra®IV &£5-3] % 5%A& 3% A4 ALT & AST # % 3 42 ULN R L5
F o REBMETHFELEBAL 0% -

Je 346 R M A 73 M MBGEAR AT - A Actemra®-IV iamahm AR A 13%K 5% 4 ALT K AST ##iE 345 ULN st Leg R & -

Iy

A0 12 BHEARHGERTREHRMEARME » Actemra®iad 1.5% 85 AF LABE BT 54281524 ULN R & » REHa T
#E A R A A 0% o Actemra®@ g 1.9% 4 m AB 248 LDL #4838 1.5-2 48 ULN a3 & » REBGE T B A LA 4 0% -
APHEREE T EAGERLEFRNAT > aEFRABTHORARFTLERTf LY 2 BHRARB T ARTHEREHSL -

8.2.4 MARALT Actemra®s i se Bl A AR 42 955 A 40 B K M A0 M

AR 5 MBI Z A A RER LT @IS+ A 45 % AR tocilizumab 8 5 £/ F (AR 30 247 407% ARIE
R 12 B A/ M B )A 6 SR A-9F IR 0 % A A WRE BL6 A 8 8 %A & 4 4rey CAR T dm i 42 CRS o Tocilizumab # 4248 F 1
A 1 AGIEE © 1-4 A)) - 34 tocilizumab 48 W R S 0484 [ £ £ 26K 58 FHH(12.4)] <

8.2.5 $IR42F Actemrn® (Actemra®-1V)ie 8 COVID-19 g A &) 18 5 D08 40 A

8 Actemra® &% COVID-19 {2050 Af R 2 PE0R 5 10000 4 GBS RSN B 058 « 38 4 008 05 — SRR M -~ # M0 A 9 - AVZEME - 7 & ek
|l 8 fit COVID 19 &8 7 F(RECOVERY ) SHe] « 02 3 36AUM - W ~ 5 8 & 030 s [MLA25ZE (EMPACTA) ~ WA42380 (COVACTA)
Fo WA42511 (REMDACTA)] »

F R R 6 74 fh st EMPACTA “COVACTA fo REMDACTA 3086 B 4+ 30 o 4647 974 fn s AR T Actemrn® » 42 5L 3 4o 48 ¢ RECOVERY
VOSR o) S A WA B B A O E 0 R R TR TS B - EMPACTA - COVACTA 4o REMDACTA SO8 F 6 8 A8 2 5 X 60 5 4 e i
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3£ Actemma® 8 me/ke (5 M 8 & 800 4 ) 0476 8 < 4o F 00 A AU A8 1D R (L 28 A2 B T 40 i SRR TR B-24 1 05 M ARk — = Actemma®
8 mpkg *

MFWMFINR I PR AAEN P RIS ERS NG S D ETHEES P HEY 3%0E Actemn™E8 68 AL LREHEM WK
[ NGR 20

&3 £ Actemm B ERMH RS RE LB THERF PHENAF LRE
FRAM Actemra® EE L
8 mgikg
N =974 N =483
(%) (%)
T e A 96 (10%) 40 ( 8%)
[T 88 (9%) 37 B%)
BER R 9(5%) 21°( 4%)
MmaB 42(4%)
{8, do §7 N 39 4%) 16 (3%)
EE 3R (4%) 12102%)
R 37 (4%) 12 2%)
FXA 36.(4%) 130 3%)
33(3%)
FRARMELABAN  AAAE- WK EANE—

T & EMPACTA < UOVACTA o REMIDACTA S0 eont il Wy M = F LR

# EMPACTA  COVACTA #o REMDACTA 1080 #) 8 41 % 214 TR0 b« doR/ M 88 i £ $ 062 Acemn® Z 5 Al
30.39/18.6% + k4% % AL o ARy 32.0%228%

5 R0 & At O 86 4 A P IR 8 Actomra® F 2 HEILA0 & 3 F 00 IR BE S B IR SRS B - AT 0

v b Actemm® Z o A S B AT 278%F0 18 1% 6 L SO R B B A B R B RGR 5A R W 30.5% e 22.9% 6 & ik RUILE
Bk .

FEREH T MM MR R — AR A Acemn® G2 COVID-19 % AR KR E N X T &L Fdode &5 BN )& A K Hoh
& AR SRS 0 Bl 4ET Actemra®E @ 0 AP ¢ o REE P A RIACE R ALT #AST EAehfe kR RECEH MR A
Bl -

8.3 LWk

£ Actemra®# Bk EE A E M BN AR A A ER MM EBATIRRRM - R EERBALLRE RHERDZBHYEHRR > DLt l
EREREERAFARR > SABIARERARBOBERM*% -

o BAWMBREBMAR/HFFLEFREEFH(S16)]

o % % 3% 4 5 1% 2 Stevens-Johnson Syndrome (SJS)

o JREE X

o WYHAPLATRARM © FF X - AFRRES - RA[RREEREEFRGLI]

9 i%¥

B ATActemra® R BB & th4 ek inia A IR o — &S0 F BB B oy K005 — 10 3 50 F MR 5 Adk %40 my/kged #3024t Actemra®B| &
EAFARERRDEM - REEMLREHLRHES mp/keg R EA SR HARERRBHRMS » 2508228 mgkeR Eam A HA
B E IR M2 F P S IRAET E -

ZRAEBERERNFARTRARRBERES - FARRRBHBABHERELREGR -

10 Ms24dn

10.1 R MM

Tocilizumab T 7 bk & 4t i 7B b 8 46 IL-6 % MGIL-6R R mIL-6R)&AT 454 > 8RR THp ] IL-6 3 oy 18 stk & A AF 4R 65 49 SR BRIRE -
IL-6 % —# % B /RE XbmBoitt K » B Téwi ~ Bémih » HEHK - EMRAME T B - IL-6 LRXAT i3 - RELAKEES
B BB ERMZITRESRAA  RAARE a IR L RSCESHEERRE N - AMAALME XERXREY > HIAFHR
F B S BT i 4 IL-6 M5 B R A M Bp e — F AR IL-6 -

102 M MIEHHE

102.1 Ka®

B8 BR iX8k & 45 Fl Actemra®4 mg/kg .8 mg/kg i Ak E 5 M Mt RMAVAM MM XRA - RREF B THACRBE G(CRP)EZEX KM
353, M 8 BB B T R A o MR B F ~ 4o 3K T [ ik % (erythrocyte sedimentation rate, ESR) ~ o i SR AMRAR » AR S b K LF)

R A8 my/ked A B AR & o HPIIA®R ABSIIAR AL FActemra®z 4% R T K 2] 12 5 He)#/L(CRP - ESRE AR b K EA)
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B AT 3t 7R B %o 38 8k 0 2 5 5 50 B8 AR 2 2 AT 04 R R -
RS RE L2828 mykg #F Ak E ST Actemra® » B PR G LT HNLBBIZIRAGE B2 TR X PR A RS AER
EEEEAAMME  BEERMRR D s AR AActemra®EE PR G AREHBENRILKATR/ARLLER T FEHS14)] -

103 BB ZRATR M FH

103.1 BBtk - RMMRETRALE

B A7 i & 4T tocilizumab gk A8 1 89 o B Sy 4 308k o k25 0 IL-6iB 25 TR 48 %% b BT R ORI M B 30 AR NI R - Rig
BAT & RGEH LT 0 BBIL-6ELMAaTE 2 HIL-6MMAER TR RS BEREF LIRS - BATE R4 ABEER & radifall-64
F e & & 2 AR A &y LR (Jetocilizumab) @ B 4 B8 & A -

F = R EMGES S0 meg/kgZ tocilizumab BURB U A A N BRE R T AT B HEH B R LBBE -

11 WRipnsh /) B45 M

Tocilizumabz PK &4 45 % & & &bk & B 4E A #tMichaelis-Menten$E R 4 B f8.4- M % 89 JE SR MEBERRAE A o Tocilizumabz 3k 15 F a4 JE SR L2040 &
UHHARETHHE BN EAR L M % o Tocilizumabey B ip#) /7 2 28 3 R REF I MR o f N FMR BIR M tocilizumabsy da 35K
B 0 Bk tocilizumabey ¥ R B FREREN LESMa A REORERKIE - REB ML - BB MR ARBEAT BT R’y
B £ 5 EBT  BRAUFR R R RS R A I 2 R 3E B AETR -

MERLEHE - BRRTFRRTET

HRSEERBURREM T LR As) Ripd H B4 mi e

BN PK AR AR AR -AEIVRARLV Z 1793 x5 A6 IV EHE » ARHR SC-1 42 SC-I1 2 1759 fum A8 IVHR SC §
AP A FAE © A Crean B AUCk * BIARARE B me B ERER T > LR e F4ME R AUCw RAERE TS
HEEE -

LB HHLFIRET » tocilizumabsy AR F £ RGN G FHRE - KM S A RFHKB ERMGOB2I5K -

W& 48— KRBT 4 mg/kg tocilizumab 9B E M T » AR ZRE T » tocilizumab 2 Cmax > Crrough & Crean B34 5+ T L (35 H) 5 %) & 86.1
(44.8-202) meg/mL ~ 0.1 (0.0-14.6) meg/mL & 18.0(8.9-50.7) mcg/mL = #t4 4 3 — R #$ k4% F 8 mg/kg tocilizumab ey B E M T » AR THKET

tocilizumab 2 Crex ~ Curough & Crean #5463t P 1 8($ )2 5] & 176 (75.4-557) meg/mL ~ 13.4(0.1-154) meg/mL & 54.0 (17-260) meg/mL - £ 4 £
8mgrkg IV % 4 B — R ey B FRE P > Crox FREB T AR IEH & » Crnean L Crrougn M A FHA B EE LM BB A A% - £EZHET » Smgkg
A 3] 8 Crean $2 Crrough 2~ 31 £tk 4 mg/kg & H 3.0 48 52 134 1% -

$RALT 4 R 8mgkg IV QAW &5 F 244 » AUC $ Conax 89 E K EIARMR M Crrough 89 B M BRI BB (59 4 2.62 $2.47) ° #. Cox T » £
FIRIVEZEZ BRI TEIBEREIHMAE 90%MU E o 3 AUCuu £ Conean 115 » 4 mg/kg B 8 mgkgIV AFITHRE | RAE 3 RBE2HhE
BARE AR AR BAE ) 90% > M Crougn T 7 » MAB FHATHE 4 RIVEEZRFR B EREHMAL 00%EE -

WA 2B —RETT 162 mg y# &M E - tocilizumab 2 58 7 1 88 Crmax * Cirough & Cmean 894531 F 1 30 ($LH) 551 & 12.1 (0.4-49.3) meg/mL ~
4.1 (0.0-34.2) meg/mL & 9.2 (0.2-43.6) meg/mL o

ﬁiﬁ‘iﬁ"ﬂk&'ﬁ_"fi?’ 162 mg M &M E o tocilizumab Z 48 & 4k & Crex Cu'ough& Cmean 8915 5t ‘*"41&(-‘@4 )/IJ\E'J% 49.8 (3-150) mcg/mL ~42.9
(1.3-144) meg/mL & 47.3 (2.4-147) mcg/mL - 3% F 162 mg SC QW k4 A 2l o9 K B 21k 162 SC Q2W A& H 5.1 42 (Crean) £ 10.5 4%
(Ctrough) °

EHMSCRIEMN F RARBE MBI RERIVRE » 3 2 Crougntd & AR &K %(162 mg SC QW 162 mg SC QW4 3] 26.02 $6.30) - £ 4
BERET > e R F IR F B Corougn#) BB T 48 H o WCrax 5 * QQWRQWHL DA TABSR R R 12RSCE A4 548
EREHMAHI%IAL o HAUCRCrean F > 162 mg SC QQWRQW ik 251 T2 F6R R B 125K 2 5t 16 38 2146 2k 46 $048 6990% 2 Curough
@+ 162mg SCRWRQWRES A TR FEORAF 12K EH K E 28R BB HI0% LS -

IEPK 247 BT > M E & — B & % Ftocilizumabz B % h L ey T E A B o ¥ img/kg B AHIVITReF > M E>1000 F FArk 2] 6 8%
KREZE TR E SN R AR T4 o Bk $RARA » HREEwtocilizumab®) & R R KA B0 E H/ R L H 22X H#(3.1.1)] -
SC#x FtocilizumabR 1k A A E A& » Hob - H@RERBELE R T HERE -

PURRGEDRBBEH G — R T

Tocilizumab &) 5497 %) /1 SR E B — RO W R dy 7 R OWRFAL SRS WARAGRBRELEE 188 g A TCZIV 62 % W 6
Pegh F AR MM XA

WA 4 BRI T 8 mg/ke tocilizumab BB E M T EE 30 XA U LB A) » £REIKET » tocilizumab 2 Cmax ~ Crrough B Cnean #9453 F
A B (M) % %) & 181 (114-331) meg/mL ~ 3.28 (0.02-35.4) meg/mL $ 38.6 (22.2-83.8) meg/mL o

:ﬁ,& 4 ﬁﬁ%*ﬁ% 10 mg/kg tocilizumab & #ﬂi i ’é‘(ﬂ!iﬁ?’:‘ 30 ’l}ﬁ' :oF] }\) » tocilizumab 2 Cmax © Clrough A Crezn éﬁﬁiﬁ' q"fﬂ&(ﬁ )’;J\ﬁ‘]
# 167 (125-220) meg/mL » 0.35 (0-11.8) meg/mL #2 30.8 (16.0-48.0) meg/mL o
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. 10 mg/kg (B FAEA 30 2 )R 8 mg/kg (M EiE 30 AF R L)W #HRBTHEM T - AUCi e EHIEH DA A 1.05 B 1.16 » Crrougn # &

BEMANH 138222 £ Co T RANAFRETERRER - HPIABKAQ 217 R)% 4 BT 10 mg/kg R 8 mg/kg &4 TCZIV 248 - 4%
FAR AR GRS IR RT3 R B L HA RA & A% 4 B F 4mpkg & 8mgkg 2 A E# A2 AR FyRA M - PIIA 5 Asya8 ik
1 KRB A B A RA 5 AR 4 B8 T 8 mgkg 2 B B R ATEHGRTRERERERE -

MY EZEF RN L - BT
Tocilizumab 72 SIIA s5 AP 8 B8 /1 LM AF B —F R E 89 it A TCZIV iR 2% A Windh ) B oA MAFREL -

8 2 @ #$AkIL T 8 mg/kg tocilizumab & B & W = (M FiE 30 A F LA L&l Atocilizumab 2 Crex » Crrough & Crmean 9464 T S(FKB) 23 %
253 (120-404) meg/mL ~ 70.7 (5.26-127) meg/mL 2 117 (37.6-199) meg/mL « %% 2 @ #3k4& F 12 mg/kg tocilizumab &) #| & 5 (44 & &7 30
NF#y% A) ¢ tocilizumab 2 Cmax ~ Crrough & Crean 8453 P AL B (. H) 2 5] & 274 (149-444) meg/mL ~ 65.9 (19.0-135) meg/mL $& 124 (60-194)
mcg/mL °

# 12 mg/kg (B F /87 30 A7) 8me/kg (M £k 30 A5 U E)HBIKIRTHEDE - AUC ash EHI5 B4 7 & 1.95 82,01 - % 12 mg/kg (8
FHEA 0 QAR mgkg (B EE 30 2AF R L) BRIZTFHERE > Coa 9 ERIEHH BB 137 8 142 « £ 5 2 B — kK F tocilizumab IV
2% 2 EMEES TR SBZBEINRTRE - ARMEEIHHEH FR2H - tocilizumab FEE Sy Fst FHERRAE -
COVID-19 - #0857

Tocilizumub £ COVID-19 #5 A 65 Wb % A 4510 + 8 i — 41918 K 380 fo f& WAA23B0 SUME 18 CAJ24R1 DMy 48 € 8 mp/kg §000 4 i
o A 2 S A ) T P T 0 SRR R ) A R AR

W0 T — & 8 mg/ke tobilizumab 23  wocilizumab 2 Cops 98 Cn s 89 81 b 40 SLCRED 9 51 & 151(77.5-319) meg/ml. $20.229.(0.00119-

19:4) mog/ml « MAGE & 8 fOfP e 6 B 8 me/kg weilizumub 2 weilizamab 2 O 98 Cagon @ fE S G 9008 1) 950 3y 290 (152-604)
meg/mb # 704 (0.00474-54.8) megrml. «

24

Tocilizumab & ##83kE AR A A R IELEATHER » BUEAMM S R B AG T RHOFRAMASSL - A/ WAKA29L - SAERE S H BAHR
£H64L -

EBAPIAGAERAT > FRAOAHMABIIBL  AESAMHAA2IL » RZRESH MR AAH408L -

EEASIAMRERAT » THRLOFHAKL 0941 - AN A RS 6L MABTKRELS A MRS 2541 -

AR LRI E — R R MW B A NE W 8 ma/kg G COVID-19 s A% + fEafpdabimd 452 1 & MBrtlms 423 L
s Ak B 8T5L -

P/

Actemra®ay S8 R B A B b E TR B B IR PE PR B ey kR o o SR E A M &9 JE B R AMocilizumabiR E MK A B FEARENEER
o ARFHRET » LIHRKUEMBBRBRLEHTE > GFREEEHREFRRRE o FFRMEYERIBE et Wk Bip 2 B § 6h39 Joi2@H
F bt o Actemra®y Bin®h H # 5HB R ¢ ME M @B o

BB BT EEMAARBSG NN RGN 250 0 HRBTRYEFHR R R B DI 672 M F 2T M -

SR 34t 9y Jy B 47 BROT » HUR R B B0 X% A it SRE PR B £ B8 %12.5 mL/h » PIIA S & 9 A 4 5.8 mL/h » STHA R, &% ARl 47.1 mL/h -
ZCOVID-1945 A ¥ - Mt — Krocilizumab IV 8 mz/kg= ik + PSR AR R E ML ER TR » SHE W8 A% o lT - LA lF
FAFIBGEALOS3 S ERAGE )Y FURD AR FAESMNITOEAN oY - ARABNOSIIEA(TEZHRERLRARAS
FE A S A B22. ST ARG INOS S0 ACTAR BRI E 85 AP B29E A DU - 4 R IOS GohE AR At
SRS A B R 2 VECMO) 2 MRS B R SE B W 450008 A) ' R B35 AEH/ 1505 »

B B M PR R i Actemra® e R EAB M 0 AT U Actemra® el F R Bt i b BB A B o & B R F IR R -

EREKRET » B4AH 24 mgkeR8 mekeRMOEM S RBBRARLEMBRXBA » BPERMIANBHIIRKIZR -
RELPIAMAEHRAM S » AR TRE THREMBHME > HEMERSGEF30L T A LBE A mekez Hl EERABA » AWEH
30 Fr 3648 A 10 mg/kgz B &6 R b % A) F shtocilizumab ¥ R ¥ % /R EI6K -

AREREHENHSIARTRAT + E12:8 s ahtocilizumabE F % K E23R -

sz Wty sy

BAEAGERAEMS X R AZN 0B H S5 RT » £6 - 5] RM% B IE tocilizumab ) R B A BER T > MBEFARERM TR
B o AR EES 60 AT e BEBAEMB X AEA MEFZN 100 XF FHLSEMEETHRE@ meke)th » BHEEFTLH S H

86% o

A COVIDA9 gy A« ST RUR o 2 3k ol ) (0 F 6 A3 38 100 28 38 4 tocilizimab 8 me/ke « fE5 88 8 B0 E £ ek s1e KE &
ek AR U R ik T ROSER T FM GG R ER - £5—10 OS Faok iR mE A 80 27 gl Aty - M) # 60 o 264

ARBREREL 0% BELH 100 2FZRAGEREFIMEL R0 AF 2@ AGER TN E LMo EE L 880 24 L6y
ARE BB EEIE OS F oL % i M4 ¢ G — e - RS aEm 3%

AT £
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B AT 4% R 3047 B X 69 B 35 4B R & Ftocilizumabey B4 8y ) 57 K -

B AT R 34T E X 69 B 20 5 R 2 A tocilizumabey B i & ) S 7,

¥ B h okt RESCHRBEMA XAATHEEFREABENTHEFR S - 8§ o4 R £(Cockeroft-Gault 2> & 3t H AL8L &F
A& #50 mL/minik b {2k #80 mL/min)# gytocilizumab B8y Ak AL B 2R > AWERTFTEAFHERSH A EHERE -

WYX ZER

B 21 3RBR M BE T IL-6 T B4R 35 3 CYP450 ] 2 84(#] 40 CYP1A2 ~ CYP2B6 » CYP2C9 ~ CYP2C19 ~ CYP2D6 J& CYP3A4) mRNA & ik
&+ b e R BRI LA 18 P B8 AR 4R B IR A &4 tocilizumab 4% Bp B MR o B b 0 4245 B tocilizumab 4R ey AR M S Em A Y 0 IL-6
MRk R 2 B HpH 60 & R T HE & 48 CYP450 4975 Mtk 4L 2] 8 k45 A tocilizumab BE B F ey - @M W BB CYPAS0 £ H 2 ipe R &
& o A%H R CYP2CS %85 % & (transporter » fi4o P-gp) B E TR A o BHMRA R E G RHEHH CYPISO £ 4 M2 BA B K48 W
P B SbAE SR E o B LA R AN Actemra® RAZEE o K4 B AR () ke warfarin) &, 8 HK B (f514m cyclosporine 3,
theophylline) ¥ 46 8 A1) » 370 B W53 5 5] B4y B § 84T o Actemra®R 0 R 8 2 B (CYP3A4 % KSR A L& B IBA%e0 By — HH15 F oF
BER[FFEXEZERH(72)]

Simvastatin

Simvastatin & —#CYP3A4 R OATPIB1 = % § o 124 k3% % Actemra®i& 5 o4 52 B AL M A5 X 7% A% £40%E % #gsimvastatin{g - simvastating
A% #tHsimvastatin acidsg & E 5 A B F 4 B HIZ 1048 2245 524t A Actemra® (10 mg/kg)— 84 - simvastatinfsimvastatin acid#y & &
B2 HI RS TY%HI9% » Heif KA &P LA 1248 L M BUR R B AT K% AE A Actemra® 4% > simvastatin@simvastatin acide) & & & 8p
AERI o ABRANM 8 X% A sk Esimvastatin®] & 558 4§ F 44 Fl Actemra® 1% W2 B & B & F(d RCYP3A4ShRE WM E¥) » &
BRASBRENZETREH TR -

Omeprazole

Omeprazole % —# CYP2C19 # CYP3A4 £ % - $HEARMEM & £ 5% A% 10 mg 45 omeprazole # » omeprazole 9 {Z B ERBFE LR EH H 2
1 o LBEEAMME X% A% T 10 mg omeprazole & Actemra® 8 mg/kg 3T & — 7% » £ A% B omeprazole X, # R R #(poor metabolizer, N=5)
£ & K #A (intermediate metabolizers, N=5) » AUCinr 45 12% > /4K 84t R 4% (extensive metabolizers, N=8)[# &% 28% » s & L REH & -

Dextromethorphan
Dextromethorphan % —#& CYP2D6 $2 CYP3A4 %% o 13 (%A E A ML B F X 5% AdE % 30 mg &) dextromethorphan # - dextromethorphan & & &

FRMEELRERE  2E A% dextrophan (CYP3A4 £ a9 R & BRI 42 B L R4 K 4424 Actemra® 8 mg/kg Bk M — 8%
dextromethorphan #) & & & 184 5% » @ dextrorphan &4 8 & R 1 B8 K [#18(29%) °

12 B RRM T

121 SRR M & X -k T

FE A Actemra®Z B R LS R AULEMM - T2 5 P OBRRBETPE > B2 H IBRRE REABRALKEACRMEESE 5
EHBREAN M K AA c RARNARIHLAE VA SEMMAME - 6 EMEM o Actemra® H o BRI T — REIRILH o RBp—
(study 1) & BB 45 4 8 ~ 308k = (study IT)$E 348 = (study II1) & 4% B MTX s& 4 MTX R R4k ~ s (study IV) % 4 A DMARDs 6%
DMARDs & R {4 + 3Bk B (study V) &6 F MTX 644 TNF #5806 % KB R L% -

Study I 4t H MM 5 BLRT 24 AR kB L MTX 68 » A RBBAREN - A2 RAMRME LR MTX RE0 T EE §E S8 ERRRMEM G
K ARITIRE - KRR TH 67%BAREER MTX » BH 40%5 Lk At miEiiE 2§ - B AES Actemra® 8 mg/kg B854 % + & MTX
EEaAGCHEN  BEEFRTSmgHESHIEAE20me) - TR RBIERLHBANE 24 B 5] ACR20 &b o

Study I — B A A104B MR » 24 B156AM MR - SMTIXR B AN FTEZ SR EHEBEREM S X8 AETIPE - BARE
MTX (#i810225 mg) » &4 5484 F B - Actemra®4 mg/kg .8 me/kegib# - 5284 7% AT S Actemra® 8 mg/kgZ MM M 6% » £ 1
FH AR/ TR ) 6 BB B T0% R T BIR Mk 4 5 B F RIS AT R w06 - BB R B2 HBATHRIAT 44 - F4BH =B84
AR B AR BACR2089 L p] o BS281104i8 49 £ B R 235 4% % 5 £ SR Sharp-Genantde - A s b 2 B # ¥ » UM RAHAQ-DIZ th4: T @
AR yBE o

Study HTHRMTXES R R T4 84 ¥ £ &K S S BRRM M & X R AT - BABRSMTX(EHL0225 mg) » 4 M H4BR T LR

#) ~ Actemra®4 mg/kg8 mg/kgit Ak o £ BR AR B B 2434 Ak B|ACR208) b f) -

Study IV 4> B B # 3% (—# 04 = £ 6DMARDS) R & R 4 7% A #47324% © 95 A3k 2DMARDs » 45+ B4 4% T % 4 #] S Actemra® 8 mg/kgi4
o ERRMIERS F 248 m AEFACR208 s -

Study V AHRHE D —4 TNF B R R B AR E XA S ARG P EE ERZHEBERIEM XA AT IPE(TNF 3R 2K -5
AEPEAER) » % A% MTX (38 10 £ 25 mg) » A48 4 WAL F A B - Actemra®4 mg/kg % 8 mp/kg /64 - X BA MRS 24 BHEA
% 3% 5] ACR20 &4tk f) -
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BE AR

A5 4 32 % Actemra® 698 675 AP £ B ACR20 ~ ACR50 ~ ACR70#y t1s] o Fr & SR %554 $ 24 8% » 1% Actemra® 8 mgrkgi4 & &9 7% A B
ACR20 ~ ACRS0# ACRT708Y Lb )34 4 = MTX R 3c R Bl A 5 -

LRI — ERRE 6 24 BT HIBATR > AR 5 SRR B 4 S TNF #4503 R JE R 144 4% % Actemra®™4 mg/kg 2 2 BB 42 8
mg/kg FH IR o
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7

Study IT & £ % 52 B e53:% Actemra® 4 mg/kg % 8 mg/kg A4 MTX 4% 84975 Ata BN/
B 48 (A BI+MTX) » & 24K 5 7% 75 8 B (DAS28-ESR &4 2.6)89 Lb 480 % o

% 7# Study Il F - 4% Actemra®4 % i& 8] DAS28-ESR 87 2.6 #9538 ALbf] » AR B R JE
HEABREE M -

% 5 DAS28-ESR & 2.6 &5 A b4 SA R 74k 75 8 T 40 3¢

Study I
B S M B Actemra® Actemra®
+MTX 4 mg/kg 8 mg/kg
N=393 +MTX +MTX
N=399 N=398
DAS28-ESR<2.6
# 52 B ey RBA Ll (n) 3% (12) 18% (70) 32% (127)
95%fE R & M ) 0.10, 0.19 0.24, 0.34
BREE2Z T » & 018758 b & & 84 tb45)(n) 33% (4) 27% (19) 21% (27)
BREAEZT A | 858 M & 3t tetl(n) 8% (1) 19% (13) 13% (16)
BREEZ Y A 2 187E5 M & &89 thl(n) 25% (3) 13% (9) 20% (25)
BRMEZ T & 3 18758 M & &6 4] (n) 33% (4) 41% (29) 47% (59)

*n RAHLBIREM RO o ITT j6%RE > SFEAERANS 52 BEHL 28 AMBERTHE
(DAS28): 4%
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B 1 7 # Study I ¥ &35 ki ACR20 F &gt > Study 1~ 11~ IV ~ V A 43 R & EL ) IR 48 5 4%
ii o

B 1 Study IIT &3k ACR20 &% AB 4tk

104G

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

1
WwK2 WK4 WK e WK 12 WK 18 WK 20 wK 24

Treatment Group —@—0—@— Placebo + MTX (Na204) ———A— ACTEMRAB mg/kg + MTX (N=205) —E——HB—5~ ACTEMRA4 mgkg + MTX (N=213)

*E AR — AR R B LA o

B A ERSE

Study I Bf & 4545 £ E % U X bRk #473FF » 3 2L Sharp-Genant 485 R B § 154535 # 2
A TR EERERBFASBICENRT IR AR - F 24 B - F52BRF 10485 F
W F BN AT X otkEe 0 BWMA F R ARRMBEAMBIEREERLT LR - R THHAE
REZES2ENER  BAESEHEB A MTX ¥ RBatath » 3% Actemra® 4 mg/kg (3
$ AR 4048 b o 3B RN 75%) 42 Actemra®8 mg/kg F (Bt IRl F 2D i# T5%)E &
HEEBCREESFFRRERI B HHR
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RT AR AXALEE 52 ABEFHM

Actemra IV_ USPI202212+Taiwan format TPI V17

R Actemra® Actemra® |
+MTX 4 mg/kg 8 mg/kg
+MTX +MTX
N=294 N=343 N=353
% 52 8%
Sharp-Genant 48 534 & 1.17 0.33 0.25
(BEE) (3.14) (1.30) (0.98)
BRI E R FH -0.83 -0.90
95%1E R & 1) (-1.13,-0.52) (-1.20, -0.59)
B H a8 E 0.76 0.20 0.15
(B £) (2.14) (0.83) 0.77)
BEFHERE . o 055 -0.60
(95% 2 #A & F4) (-0.76, -0.34) (-0.80, -0.39)
M 8 22 Pl e % 45 BT 344 0.41 0.13 0.10
(REE) (1.71) (0.72) (0.49)
1% B34 £ B §** -0.28 -0.30
(O5% 1z E ) (-0.44,-0.11) (-0.46, -0.14)

RS2EMSM P HNKRERE - BB SIREMRA  REAREMEEH -
RSP A E BE(R AN MTX Zhor R B A0 MTX &) ©
SDEFARE £ -

3% Actemra®4 mg/kg % Smg/kg % > B A EZEZE ¥ 104 i &4 Sharp-Genant 48534 # 1L &
SR 04AT(REEA 1AM 034 (R R E S 1.24) - R HBA(KHB S8 MTX)m AR
%104 B BB TR ENSEE > HARLBRZBERER - HHE R HERH AL RS
E 5 —@EM G R (cross-over) » & RAMRBRM B B Eap L o

ARBERE T - 66%5m% AshH 52 B X s R I AR B LK U (Sharp-Genant 48 5 % 1b
EARAN0)» Mm% Actemra®4 mg/kg % 8 mg/kg H R 5 51 & 78%4L 83% - % & 104 i a5
Rk REHEMR Y 8L Actemra®4 mg/kg & 8 mgkg & - HEMEERERBE ML
B -5 B T5%32 83% » R B 4R A 66% o

1278 i 4R

Study IT 44 bA 4 B 37 8 ] % 2 % 4545 S((HAQ-DI) 3R 44 4 32 o S $1 &k S 9K 0%, A HAQ-DI i 47
FE o REMB AL BE Actemra®4 B H R 5B E 0 £ HAQ-DI #a#2 AUC A A %8
EES2BGILET HRABRABAE o £ PH L Actemra®8 mg/kg ~ 4 mg/kg R M B o @
%] HAQ-DI B A#EZZE ¥ 52 By PHYILENF % 0.6 0.5 04> Mik% Actemra®8
mg/kg & 4 mg/kg & 5B 63%5 60% - #F 52 Big 2| HAQ-DI shes KA Bl e &R E (A A
EE LB 03 B t) RERANES 53% -

Hibft AR R &R

AR IEV ¥ G4 A SF-36 P& — AR EAKE - 8% Actemra®% % 49 % A4 SF-36
P % #4 4 #2 (Physical Component Summary, PCS)& & ~ «& 22 (Mental Component Summary, MCS)
B B2 A AAAR T RAMM L ENIZREL LR AKX -
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o B AR B 4 R

R WA25204 % — B4t L B H T2 EHRAZE AFTRITHEMR - FAE(EREE M) -2
WETrE - 5P RS ChBCVBMERREE BACVREMARNRIBENA
HeM 1k A Actemra®i4 % 2 5 A 89 CVER € 8 TNFp 4] B 4% 2 B8 3% (etanercept) 7+ 3 89 7T s 1% -
BIEH R A 493,080 B A EE M ER - HIFE DR RBEHIURREN G R RBERE 50
BUE~ BARAZSER 2D —BCVARE T oy aFHHRAR A « B AR L GIEHR D
4% 4513 %IV Actemra® 8 mg/kg Q4W %,SC etanercept 50 mg QW &4 i47# » 3 -F-393B #3254 o
F2HRBHRBAGRBPAEE-FEARRCVESAMACE ; JERAMCHARE - JFRFEM TR
HFCVHEMAT)ZFHALBER  RELETR LAV ORELBEIMEGHILE®IFFER
B&#iTE Lo RCVE(Actemra®48.83/1538 [5.4%] ; etanercept4a78/1542 [5.1%)]) °

g3 % MACE E\F & 48 #5609 T HE M HEFS T>80% » B 3k » Actemra®f2.& 5o % B K 7 &0 48 87
etanercept &9 R % MBI E o £54 MACE R F @ > Actemra®ig &t 7 etanercept #91&
A% bk & (HR) 2 1.05 5 95% CI(0.77 » 1.43) -

Ha 4o R4 . tocilizumab vs. adalimumab

A2 VI(WA19924) & — 38 4+ #tocilizumab B — & ik $1adalizumab & — & ik AT L 8 892404 F
B 0 SRS RIS T 3264 SRR I B KR A 0 HEAMTX AT R PR R R B 6 R1E
A (456 R IER4EE) - R £ =4 ¢ tocilizumabia &9 7% A4 % 5438 — RFMREE
tocilizumab (8mg/kg) A& Hf 28 — R & FiE 4t 2 B B4 %4 5 Madalimumabia i A% 8288 —
& & F i 4tadalimumab 40mg 4 418 — R AR BIE R A BIIS R o

LAIE 5 7 T By AR BB KA AR 346 > SRDAS28 B A RER B 24 BARH N A BB BRI EHA
A X B IHE > tocilizumab i X Bk 3542 Fu B 4k B R k4542 394 #adalimumab » BiE B 4
HREEARGRY -

& Study WA19924 &4 5 s 4 R

ADA TCZ
+EBR (V) +5 B AI(SC) p-value®
N=162 N =163
EEHMAE - ARAEREH24AHFHYELE
DAS28 (f§ £ F-34) -1.8 -33
BEFHEREO% FHRERM) -1.5(-1.8,-1.1) <0.0001
REBBARAR — F24EE 6 BB H AB(%) 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
ACRT0 response, n (%) 29 (17.9) 53 (32.5) 0.0023

AR R AR BT R R p R AR B E SURBUATE I B R 89 T
75 0P AR SR o
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Pk Bk L RAEREE o 3iE % € uBonferroni-Holm Procedure 41|

k¥4 AEMTX 4 % 89RA

A FVIL(WAL9926) & — B4 #1162 A AT R B AMTX GBI T 2 EHEHH FHRARA
FANCE BR B E<6M8 B )BATFE 9258 R » BRBNES2BRITERZ O - 4H20%4Y
B ATUAT % 2 MTX A 4 Z DMARDs#) 54 % 383851 K 4F#HV tocilizumab 4 .8 mg/kg 5418
— RIMTX &6t B % ~ IV tocilizumab 8 mg/kg & — F ik RMTX B — & ik /£ 88 M 81 30 T 240k
EREERBICRES BORBET TI104B 8314 o L EHEIHERA F248 05353
DAS284% 2 3 R(DAS28<2.6) 89 75 Atufs] o Fv B354 I MTX 48 kb2 > tocilizumab 8
mg/kg+MTX 8 $itocilizumab B — kA 5| X KR LIEZ B ALLBABERS - A EEHR
F 4 BE1542H & » tocilizumab 8 mg/kgtMTX 44 2R B 431 & R 89 & F - Tocilizumab 8 mg/kg
E-RLIAAMANRELBIER(OERS R ELBHER)PHRERHME AN ERE R
MTX &) B2 RJE o JE 5B R T 44t ACR/EULAR & #2234 £ (Booleansiz Index) (T8 3% &9 4E &
M4 BEARAR)EAT A7 0 3 B Atocilizumabid A A PR 2| 8B S RN RIE o B R VIIEY A8 M 4

Fho KOPF R o

& 9 HR VII(WAL9926)+ # & ¥ 4 I MTX /6% 2 F 4 RA B Adg@imil s £

TCZ TCZ TCZ
8 mg/kg 8 mg/kg 4 mg/kg ZHH
+MTX +RER +MTX +MTX
N=290 N=292 N=288 N=287
EX X3 L
DAS 28 4 2 3%
E
% 24 n(%) 130 (44.8)*%*% 113 (38.7)*** 92 (31.9) 43 (15.0)
TERBHIER
DAS 28 4 3
£
% 52 n(%) 142 (49.0)*** 115 (39.4) 98 (34.0)  56(19.5)
ACR
%24 ACR20,n (%) 216 (74.5)* 205(70.2)  212(73.6) 187 (65.2)
ACR50,n (%) 165 (56.9)** 139 (47.6)  138(47.9) 124 (43.2)
ACR70,n (%) 112 (38.6)** 88(30.1)  100(34.7)  73(25.4)
%52 ACR20, n (%) 195 (67.2)* 184 (63.0) 181 (62.8) 164 (57.1)
ACR50,n (%) 162 (55.9)** 144 (49.3)  151(52.4) 117 (40.8)
ACR70,n (%) 125 (43.1)** 105(36.0) 107 (37.2) 83 (28.9)
HAQ-DI (F= 2 o {4 48 bb &% 44 2 B34 # 1)
% 52 -0.81* -0.67 -0.75 -0.64
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B A R RS ARG B AR th i o P34 R 4L)
% 52 mTSS 0.08%** 026 042 .14
CLE TN 0.05%* 0.15 025 0.63
JSN 0.03 0.11 017 051
AHERE KL (F) (mTSS *fﬁgiﬁg 263 266 211(79)  194(73)
TR MBI
% 24 1 | ACREULAR Boolean @M#L R, n (%) 471847 38(142)  43(167)F  25(10.0)
ACR/EULAR Index #82 %,n (%) 73285}  60(226)  58(226)  41(164)
% 52 : ACREULAR Boolean &5 %, n (%) 59257  43(187)  48QL1)  34(15.5)
ACR/EULAR Index # 8% %, n(%) 83361}  69(300)  66(293)  49(224)

mTSS—% ik Sharp 4%
JSN—f) & i '8 E 4L
Fit A7 o G2 REBIHMTX A8 B8 69 2K b 845 5 » *%*p <0.0001 5 **P<0.001 ; *p<0.05 ;

g Ao R BIMTX AGLb i sy p < 0.05» 2EAR ARLBHBGRAANSRIT T BKE > AEXFES
FR T Ao AT H| A — R £)

12.2 B4 FRREM M B X PITA)-# k& T

—FEA4— MK~ RIGRIMGZIHR 0 4148 2 E 17 & ~ ¥ methotrexate /&% K& R
1 R 2 ESME S B4 E AR & B (PIIA) 5% AR Actemra®# L o B A
MERRAREKEY CEACFHBEREMA423THE)- FED SEAMNBE LTS EME £
(EERESH SR AFAFARR/REREER) B/XRAEZD 3 EEHMGHE A ETHTRORAL
(T34 2014 BAESHME) - B ERZIFBAGERBFAXNSEHETIRANIA 1 - a8
BORE T REME S MG JIA > RIFBAD D MG JIA - £ AR ERER S
% #] & 4 methotrexate 4% ° & 7 methotrexate 2 st » B} 58 #A R 3E R A% A 4F 8 A IR B 1545410
J. B % 4 (DMARDs) s, £ & 4 # 8 8](d0 TNF 308 & T 4= 8 i B R BGR & &)

% LA AH 16 Bay BN Actemra® e B EAR(=188) TR E MR AR 24 B
Mo EE > TRBHRMAFES BTRE NI AAR 64 BYHBEHE - FEHEM4 LR
FiE 30 N A Loy AR S B 4 B EFIREE — 2k 8mg/kg 2 Actemra®sy 4% o 38 E &M 30
N AR 1] e te AR a2 4k 0 5 3R E 4 B IREE — R 8mg/kg & 10mgkg 2
Actemra®ayi6 % o HEMOEEG E [ A ARLE R > A 91%E % H & MTX 4o tocilizumab 4
B8 % Ao 83%4 % tocilizumab ¥ — E M4 & ek AL E 16 BeFE 2] ACR 30 6% R E(Fo
AL E)  BEANEFEARHETFEHNGE U 34) - HLH F MTX Ao tocilizumab &
R AL IR iE S| JIA ACR 50/70 765 R & 84 % AL R 5 5] & 84.0%42 64% » 4
% tocilizumab $ — 46 R ey A T R 53] & 80%5 55% -
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RN AR T B AITT, n=163)8% 111 #ytbplEM N a2 7% > 531482 Actemra® (#] &
AL IHGPAER B ERE)R BB G E% KR ZE T 6 A methotrexate R R FH A £ 4
MEREITHRE - EEFEARGE NIRG T > BB ALFHEHREHE 408 > A2 B AR
2] JIA ACR30 B2 EGa N $ 16 8) » B4R GRS A I o

X Z ey IR A F 40 S5 A JIA ACR 30 A8 (Ga 7 % 16 ) 4% Ak % o JIA ACR 30
HHNERAOCAIZHREETAE I AU LS 16 Atb ey B EiE 30% R U E > B
Her¥ & P A EBEAE 30%M ¥ T RARE 1 18 ° #% Actemra®a @ o5 A £ R R A
o APL R BN R R R BIGH 6% A% B A 26% [21/82]57 48% [39/81] 5 42 FBEH# 6% A
b 2B A-21% > 95% CI & -35%, -8%) °

EAFBEE L) > £ Actemra®4 89k Afe 5B R A B89k AR LR > £ % 40 g
%] JIA ACR 30/50/70 4 B R B th B A % -

123 25 M4 SR REHEM B XSIA) -BIRE T

$h-EAM 2EMEM- ST  RRBHBME - PIToe RERE PRE8% R Actemra®
SRR TESIME STTA 893k o 18 KRB A MTX 458 647 A AR M 588y F R (Actemra®4a : 52
Bda=2: D)y RmEsRE  F 75 mAESE 2 BHE—R Actemra®sy 6% - B Fi& 30
N A Ly AR 8me/kg 9B E 0 B8 E8A 30 A a5k ARMER 12mg/kg #4985 K 37
Bm AR AR ETE 2 BEE—REER 6% - 23] JIA ACRT0 5B RESHAE
HOBMABTRM ARV R EHEABHAE - 8B 12824 » INBERBLRER HGHEE

o NBPENHIBIEIEE > BB A A LB EZ B T Actemra®iG % o

ETBMIEEAE 128055 VL E 30% JIA ACR * £304578 B (JIA ACR30 ;4% R ) H & 1 3,
FIRERGEE T RGBS RARE 37.5°C) 6y % Atk o JIA ACR (£ BERLIR)E R R B
ERHEOCRELERFFT V63 AP i A48 th 88y 2L 58 E (30 30% ~ 50% ~ 70%) >

AEGBFEFEBERIONALNBEIABB ]I B - L RNLERETOHLEHEHIE &
ARKEMIPE - BAZHUMS KOME S - FH LR AR ~ £ aIKIUEREESR)

AR ) et RE /1 (S & B 3745 ] %- CHAQ) -

F 12BN ERHERPFERATIAACR SBERE R4k 10 FFF o

AN F 12 BedRaiaMesR

ACTEMRA B2 M
N=75 N=37

ERAEXIHER IJIAACR3 e R B+R HABRENK

HIGRREHE 85% 24%
Aol £ R(95% CI) 62 i
(45.78)
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%12 8We5ey JIAACR R EBER
JIA ACR 30
EHBRREE 91% 24%
Aot E R 2 67 =
(95% CI)® (51, 83)
JIA ACR 50
EERREE 85% 11%
Aotk £ R 2 74 -
(95% CI)® (58,90)
JIA ACR 70
EERRES 71% 8%
i ER® 63 »
(95% CI)® (46, 80)
ajui £ BRI Actemra®a B R BB ek, R B F(HE S BREM - FF0
MR A& E A B BE e B & « MUK & methotrexate 8948 A )R B4 Z 4R R A&
EEhER -
°Cl: i £ E1ERERN -

Actemra®sy 6 B £ 42 JIAACR 6B RE X B B WA -E7R B P 4048 % — 2 - JIAACR
FOoBARRBBRERY D MAEFH PR REMEBHENGHERRBAA(FE
TR 44 BB ER) -

25 4 K

LAERERBEBBERESERGBEAT > EA Actemra®iL B E 8 ) RS G HEK A 35/41
R (85%) Ak B B R E KGR E 14 Ry BB S K418 37.5°C) > e A R R6H695% AR
RA 5124 8(21%) & B RBBREK T A 14122 £(64%) % AR B R R AEK > MR R ZEBS R
B AR RAE 2/18 (11%)k R R A EAR o A HHIEAHA F 6965k REL KK uA8 F(H
BATE] 44 B FH)

BB A B R

AEBERFOCAEROREEHEBEISRAORAT & 831 M(26%) B a6y m AR 48/70
£L(69%) Actemra®#a by AW 6 K 5 8 Wik 2] JIAACRT0 7654 RJE » 43 A& A G #HE
BEGgBIE o A 1714 (24%) Actemra®4a 6% AR 1 HL(3%) % &L B 48 64 7% AT 4§ A %8 B 8% 64 )
EMKEDY 20% > B—HHE 2B R EREEEAF TAACRIO R LR LS H HEMRK -
LIEEA R AL BRI 0 B E 44 B8 1k 0 F 44/103 £2(43%) Actemra®4a #ym A K 21 A
O R EHAERE - A M EBEAT 0 A S0%IBRA & AR B I8 AL -

REEHER

BEARGAA R ERE AR A RS H(CHAQDDRFPAE L EHAEBAERE - F 12
HEF o Actemra®iaF 77% (58/75 1)z 5% Aty CHAQ-DI 35 & R 3| RN EEREZ R E(Fo &
B 48 b B ey $1620.13 Bar)eh R 0 MR AB @R A 19% (7/37 )by AE B sk o

12.4 4 po i K FEBOE R BE- B IR T

K —IR4tH R CAR T el k4 B iR BB Z B R R LSS RENAmETH D MM
P ERAEE A Actemra®i4 & CRS &2k o TiREehm A% ¥ 48 A tocilizumab 8 % 31/ (B4
E<B0 AR eRARER 12 EX/AFHBE)EHAREMHBNNBRERL T REF LR E
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BERAERLE4H) CRS ; BHESMHEMNETRE AL CRS c BFRERFOIE 24 M P MM 2] 14
MAAE A5 MBEA) PAERS 12 RGEEE 323 KR) 2% AT mwEA - HEHLH L CRS £
1% F % — A tocilizumab & F4reFf A 4 R(JEE : 0-18 X) - CRS B#H A ARBIEELER
B BB E D 24 NEE o 4o s Al CRS £48F % — 8| tocilizumab % 4 14 K W& » T8
A & tocilizumab R 4838 2 ] » H k45 A tocilizumab & & & %8 Bl 82 s s 44 CRS 45 84 » Bpia
52 A H B (responder) & 31 B A(69% 5 95% CI : 53%-82%)E BB M R JE - # 14 R
& CRS ey M B2 B —3BMA 15 4L CAR T e 354 CRS 55 AGLE : 9-75 R)2 B Lk
BRI P RAF R -
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SOC TCZ Favors Risk

Study Total n Deaths (%) n  Deaths (%) TCZ SOC Difference (95% Cl)

WA42380 97 41 12(33.5%) 56 14 (29.5%) -4.06 [-24.71, 16.59)

ML42528 274 91 10(11.4%) 183 23 (13.3%) .___.,__, 1.82[ -6.56, 10.19]

WA42511 539 181 39 (21.8%) 358 69 (19.5%) r——-—o——-\\ -2.30[-9.62, 5.01}

RECOVERY 3385 1721 600 (34.9%) 1664 482 (29.0%) —— -5.95{-9.09, -2.81]

Pooled (FE model, p-value = 0.0008) - -4.61[-7.31,-1.91]
Heterogeneity: (Q = 3.3469, df = 3, p = 0.3412; 1? = 10.3654%, H = 1.1156)

I I | | 1
-20 -10 0 10 20
Observed Cutcome

Zee and Xie (2018) estimates of proportions and differences from the Kaplan-Meier cumulative survival estimate
at day 28. Risk differences and inverse variance welghts were used to estimate the fixed effect model

for the pooled estimate. Proportion In each treatment arm were estimated at Day 28 using Kaplan-Meier approach.
Roche Data Sources:

root/clinical_studies/RO4877533/share/pool_COVID19/prod/outdata_vad

13. AR AMHF

13.1 &%

b /3 pE A

Actemra® (tocilizumab)## AR S5 BEH B AR S BRI B EH - BF - EEEMTEZR -
Actemra®sy 4 & #.4 A 80mg/4mL ~ 200mg/10mL & 400mg/20mL > & %20mg/mL 8 &) R K - 42
- S MHBEFIREIEER o

13.2 %34

AR FLRIE

13.3 BEFHR4

MERREMN 2R EMBEE - ABARTHEABR > FHER ° Actemra®L B N2
E8Cr A RBH - HRERBENROLEY > BELR  WERFEMA - RS
BIAT  RETHRUABRRELHZTHABRYRBAYE - LEBEE - THERLREAME R
HREY FHER -

14. 5 AE R ZR %0

AR N TR

AW

7B AR KR EZPIIAR A~ STIA A BCRS Ath R & & 5 # A B M Actemra®s) B A 35 R
JA M e

® P
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4 hogm A ¢ Actemra® T e & B RIS LR S #0AE 71 o 0 AARAR B BT A6 B B S 4R AR
AR R TR L RS AL SR ERN -
® EHmEL:
FalmAHHHER Actemra®iL BB AR B AR EN T HEER - (R ARELR
BRERSEHRGARKBIHE AL BAF AR L AL ABNERN .
3
BbhoRA RN thRMAA TEGEABRLGE  wRdlRRUEE  — B0 0A
F RT3 F R A & FH(G.])] -

15. R4

S8 USPI20221 2+Taiwan format
B EiRK:

i R

B i g 0 Samsung Biologics Co. Ltd.

300 Songdo bio-daero, Yeonsu-gu, Incheon City, Korea 21987, Korea Republic
AR 3 i R Utsunomiya Plant of Chugai Pharma Manufacturing Co., Ltd.

16-3, Kiyohara Kogyodanchi, Utsunomiya-City, Tochigi, Japan
— & & ¥ B  Nipro Pharma Corporation Ise Plant

647- 240, Ureshinotengeji-cho, Matsusaka-shi, Mie , Japan

R #H
S Mg s AL A PR )
&b F AL & bk 260 35 3 4%
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