79T LT RiEERE A 80mg, 200mg, 400mg
ICEH9 &%

LERICRBEIN-ERICEIEINLEVICEENER VIR VT EROEEL
PN RERXSHICRET S IEOTHY .. YZEREZHEEFAUSNOEFEHIZFH
BT a3l &ETEEEA

bt B &




1.1 BEERFMEOME
SR 1

Vi o

T 7T AT S EREA 80 mg 1 22000AMX01593000

T 7T AT S EE A 200 mgs : 21900AMX01337000
T 0T AT S EREA 400 mg : 22000AMX01594000
* o RERTEA T2 T AT ARSI 2001 © 21700AMZ00601000

KBFEHA

T 7T AT A 80mg 1 2008 454 H 16 H (—#PAFAGE), 201943 H 26 H (—HE
FKEE), 2022 4F 1 H 21 H (@2 HKGR

T 0T T S EREA 200 mgx 0 2007 49 A 10 B (REEBTHRARE), 20194E3 H 26 H (—&
EHARR), 202241 H 21 H (A FAR)

T 7T LT AEEREH 400 mg : 2008 54 A 16 H (A EARR), 201943 H26 H (—#B
EHAARR), 202241 H 21 H (A FAR)

* o BIREEA [7 277 A7 R ERHER 200) 0 200544 A 11 H

HN 4
876399

HEAM . 44
LR S T AR IR EE D A N A Vi HIEERE - 2019 423 H 26 H~2023 4£ 3 H
25 H (44F)
SARS-CoV-2 I X Bl (72721, MiEkE542ETHHEEITRD) 1 202241 A 21 H~2023
3 125 B (FRAWIR)

WG4« 77 T LT 80 mg, 77 T AT U ATEEHEN 200 mg, 77 T LT O E
£ 400 mg

HHRS4% : Fo ) <7 GEBIE 8 2)
HEEE 4 - TSRSt

& B OAIE

T T AT EA 80mg 1 1 34 7L (4mL) HIZ b U X~7 (EinFfZ) 80 mg
AT HIER A

T T AT SEERHEA 200mg : 1 31 7V (10mL) I hv Y X~T GBS Z)
200 mg Z & A D TS

T T AT SEERHEA 400mg : 1 31 7L 20mL) I h Y X7 GEIE R Z)
400 mg & &4 7 D IESTA

FEL O &

<BAfi U U~ F K OZEEITEENE A2 A 7 o BRI BRI & >
EE, MU XvT (BiaH#z) & LTI IR 8mgkg % 4 MG CRIEENET 5,

< B TUEAEMERF MBI, BRA AT LR KR ONF v v AL~ [ >
'E, U7 (B 4:&%1@?@/1) & LT 11H 8mg/kg % 2 MMM CAREFHET 5, 725,

AIEARC 1



FERIC LV 1 E TR EHRZ & TE 2,

<BEBRE A T AR D A N A v B ERE >
Wi, by U AX~7 (Barffiz) & U CRE30kg LA EIE 1 (0] 8 mg/kg, REE 30 kg AliilE
1 7] 12 mg/kg Z Ml EHET 5,

< SARS-CoV-2 |Z L % JifiZs >

WE, AR, RIBREATaA REREOFHIZBWT, U AX~T GBI Z) &
L C 119 8 mg/kg & miliEFET D, JERPUGE L2WIGEEIZIE, PERGETE 8 UL E
OEEHIT T, b A~T7 GEfarfiz) &1L T8mgke % 1 FLIEMES TX5,

ZHRE TR
o BEAFIBHE COMRA 5372 FRiR A
B Y v~ (BfioMEMEEO IEEETe), ZREEIIRENIN: 28 3 2 B R R
ik, SEREEMERRPRIEBIEIR, RAAT LR
o Xy v AL I D FEIER K OMRE AT L (CRUGMES VX7 @fE, 747V ) —7 V&
fill, FRMERVEREEREETIHE, ~E7a Bl 77 I URE, 2F AR oE, -
7L, UL oEIORBRIEIG & e B IR WERE TR D,
o JEEHS A T RUBER RIS LE D YA b I A i E R
e SARS-CoV-2 IZ LBl (722 L, MEHRGZE T HBEICRD)

FAMDGERAFEH B

T T AT SEEREH 80 mg : 2008 4E 6 H 13 H
T 7T T S EE A 200 mg* : 2007 4512 H 21 H
T 7T AT S EEM 400 mg : 2008 46 A 13 H
* o RERTEA 777 T AT AERHEA 200) $ 2005 4E6 H 3 H

FEEHFEH B

T T AT SEEREH 80 mg : 2008 4F 6 H 13 H

T 7T AT S EEH 200 mg* 1 2005 4£ 6 H 13 H
T T T S EREA 400 mg 0 2008 456 H 13 H

* o RERTEA T 0T AT AEREEM 2000 0 2005 4F 6 A 13 H

HRFHO—HAEFAGREA B L OZEDOFIA

2008 =4 H 16 H : &V v~F (BfiofENBEEOR k2 &Te), ZEMICIEE M2 H
DAEFVERRE MR, SE R MRS MERIEI R @ [ZhEE TR R
KO THER O E] O—HE BN AR SN,

2019 4= 3 H 26 H : TEGFFED T MaEERIEICED 4 M A VIHEGERE o [2h6E
IR KON THER OV &) O EERAGR S,

201945 H 22 H : THAATF VNG @ SR TR ] O— AR KGR ST,

2022421 H 21 H : TSARS-CoV-2 IZ L o fifik (772U, MeFEG2ETHBEHIZRD) ] ©
[GHRE IR ) KO THER O E] O— A BN S N7,

5 -

e 2019 43 H 26 H O/KREIHO A FAAGRKIZ, BrizlCEZ3ih Y 2 7 &G EO R E &
O FE S DS ARSI SN BE TH D,

o ¥ v AN (FFRAEHM : 200544 H 11 H~201544 A 10 H) 122\ TlE, 2016
.9 H 30 BAF CHRSEARM RS W ST,

o BAfIY v~F (BAEiOMEBEO LA 5 Tr), ZBEEIIREIM: 2 A3 2 A F MR R
iR M OV B R AEPE R R RE R 2 (FF5R A IR - 2008 424 H 16 H~20144-2 A 15 H)
[ZDWTIE, 2016 4F 3 A 25 B CREEAA RS EE S vz,

AIEARC 1



o TUTATRTFIEIRmMg v U VY ROT VT ATRETEL2mg A — bAoA ¥ =7 X —D%)
BRXIIRO S B, iV v~F (BSOMENBEO IEEZETe) (FRAMN : 2 HH
FEH% 573 2013 45 3 H 25 H~2019 453 H 24 H, 1#AMREHEE 2017 4 6 H 26 H~2019 4
324 H) [ZOWTIE, 20204 12 A 9 BT CHEFAMEE @SN,

o TUTATRTEIRmg LY I ROT VT AT TFEIR2mg A — M V=7 Z—D%)
REXIIRD I b, FEERE, EMattBirs (FEaMf - 2017 48 H 25 H~2027 4
8 H 24 H) IZoWTIE, FHHRENMKTH 20274 11 A 24 HE CTICHBEEREEITO,

o AL O YE
e gAESEyEECE -

AR O Y4

AIEARC 1



1.2 AEBFDOIKRR

1.2.1 ERABFRUVOENZEE

1.21.1 EEZHICEEH HILEMXITILEYE
v Mbbie FIL-6 LT ¥ —F /7 o—F LHiE

1.2.1.2 FEB/EH

1.2.1.2.1 {ERBRLL - VERERF

Ao F—aALFxr6 (IL-6) 1%, BEREAMED D VIEAIAENED IL-6 2 /A (IL-6R) L iEaT
Do ZOBEKNIL-6 77 IV —HA b IA L OHED S T FIARES T T 5 gpl30 DRE
HA=w—%lTHZ LIk oT, MilRNICY 7T ABMeEEIND, U X~T70%, BEESME
IL-6R & AIEAME IL-6R ICHEAT 5 Z &2k Y, IL-6 & IL-6R DFEEAIET S, Zhicky
gpl30 DREX A v —K bILE S, IL-6 DA ~D > 7 FAREZIEIT 5 & 2 bh
%o

1.21.2.2 ENEEFFTSHBRAAE
1) AAMEIL-6 L& 7% —~D IL-6 A LEIER  (invitro)

k) X< 70 0.002~4 pg/mL THEERIFAIC IL-6 O AIENE IL-6R ~DFiAZHELZ, —
¥, ®E L THWEE b IgGl TIEEIN -7z, PLEORGENDS, U A~713IL-6
DRI IL-6 L& 7 % —~DfEA EHAMICET S Z L BRIz,

2) BEREAMEIL-6 L 7% —% A L7z IL-6 OIEMERBUC KIET 2 (invitro)

k) X TILREERIF I TL-6 (2 & 5 IL-6 {RAF MR o885l 2 3 L 7=, F£7=, Z Ol
TERIXIL-6 DEENEL b LA b oz, LLEDORGENS, by U X~ 73RS
IL-6 LB % —%4r L7z IL-6 DIFVERBZBIARNCIE T2 Z Emaivie,

3) IL-6 DFAFEIEH (W=7 A% n)

=T APV N Y X T oD WIEEEE (1%IEEIE D =27 A P v iz & te AR EK)
Z 1 [EERNE G- L, TOEEKNSGE B IL-6 2@ AR TG (7 AR L, miEH o CRP A
KON/ MR ZRE LTz, Z ORERXHRTH DI 58 TlX, CRP X IL-6 #5:-FthD 1 A% X
0, M/NRERIE 5~7 BfR K0 @O A R Lz, TSR L T Ry U X~ T B
TIEINHOHEMEZRITISEI Lz, L EORIENS, MU XTI h =7 A4 BN T
IL-6 DIEMERBAAET 5 Z LRI NI,

4) BEERETNLVTOER (W=7 A4H%1)
NV X=2 3= AP ras—r7 @RI W T, BfiRBIERNDOHREIZXY
BAEIIEAR ORI AT 25 & & HiT, BISRRIEL O 51 LV B OER 2 dE Lz,

1.2.1.2.3 ERXIRRRAE - FiREEH
R L.

EEMEEL 1.2-1



1.2.2 EYEpEE

1.2.21 MAPEEDHTE - BIEE
12211 BEEANLMbEE
BoLEE L,

1.2.2.1.2 fxo A EER|ERR
1.2.2.1.3 FERABR CHERR S -] 2R

1.2.2.1.3 BBRAB THESIN-OFEE

1.2.2.1.3.1 F 1 HHHR (BEHREGHER)

fEEERR N B 20 1 (1 BE S B) 2412, b U X~7L 1L T0.15 050, 1.0, 2.0 mgkg %
HEEGED U7z (1 ReEREERE) & 2 OMmET b ) X~ THRYBIE T A —H 23K
122.1.3.1-112787, Coax 1 EEGEICHH L TERLZHOD, BHEEOHEMIMES T ka LY
CLioa 1ZI U, tin KONMRT DA BEICIER L7122 205, by U X~ 7 ORNETEICIERENE
RS LT,

WD 77757 AEHEROAGEREL, B v~TF, LESORENEEE T 5 Bk, 28
RUEEVERPE PRI, AR TN, ¥ v A< iU SARS-CoV-2 1 K B ik Tid 1 [\
8 mg/kg, NEEHFRAY T AIRRIRTERIEICEE D DA DA U HHEERE TR E 30 kg L E T 1 [[] 8 mg/kg,
1K 30 kg AR5 C 1 [E] 12 mg/kg TH D,

£ 1221311 BEBRSEROEYFE/NS A —4

}&5‘% Cmax AUClast tie kel CLtotal MRT Vd,ss
n
(mg/kg) (u g/mL) (hr+ u g/mL) (hr) (/hr) (mL/hr/kg) (hr) (mL/kg)
0.15 5 2.4%0.6 11*+6 1716 | 0.068+0.0459 3.8£2.3 256+22 | 63.4+16.6
0.50 5 85*1.2 285£73 33+t4 0.021£0.0028 1.3+0.2 47+5 584%£17.1
1.0 5 19.5%+2.7 1009+222 49=*5 0.014£0.0015 0.8£0.1 69+8 57.3+10.9
2.0 5| 37.6*=88 2532+569 74+9 0.009£0.0012 0.6X£0.2 10716 | 65.9£8.3

AUChast : JETTHE T & o 72 W5 £ T o I8 i s — Rl R T i (EHIfE+SD)
ket : YHAHEEE RS

CLotw : E®H 7 VT 7 A

MRT : SRR P BA R

Vass © ERIREBIZ 1T DO FE

122132 X ASHEREZBREGFEA THREEEECHES YA FhA UBMEAERR
(CRS) BHEIZEIT2EMERE

¥ A TR AREEFEA T MAERTEREICHE D CRS 43 61 (AN 1 IR OSMEN) %%
G, RHE 30 kg UL EOGETEL 8 mg/kg, 30 kg Alili DA 13 12 mg/kg 2 5- Uiz (1 REfH AR E
e

kU X7 O iR EARIE S L7z 40 Bl A x5 & L3 mEhiieicisn e, PlEE R
EH RV U X~ TP D Crax 13 43.2~210 pg/mL (HA AN : 122 pg/mL) Tho7o,

1.2.2.1.3.3 SARS-CoV-2 [Z & Bt K EE THEYENHE

SARS-CoV-2 |Z & 5 ik B 25t 512, RN I W T U A<= 7 8 mgkg & 1~2
ML ERE L2 (1R GICo X | BFRLAGETE) & omEd vV X~ 7 Ryshe <o 2 —
HxF 1.22133-1 1587,

BRI 1.2-2



& 1.2.2.1.3.3-1SARS-CoV-2 [CL HiRBAICE T EEYBE/NF A —4

#1 22 [R5 OMmEF U X~ T IRENLRDT,

12214 &l
EERR L,

12215 BE - fHEOCEE
MUEER L,

AUClast
&5‘% Cmax (pg' tie CLtotal MRT Vd,ss
(ng/mL) (hr) (L/hr) (hr) (L)
hr/mL)
8mg/kg 18700+ 0.0285=*
1[5 160£27.1 6090 140£59.6 0.00833 195+64.8 5.22+1.17
8mg/kg 42400+
9 [EHE 5 2541+54.3 18000 177101 N.A. 2641 124% N.A.
CE¥ELSD, N.A. : B3

(1 [E#&E : n=37~41, 2 [A#&E : n=6~7)

12216 B&EH (REaL—Yay) @BFICKYHBAL-ERERNBELHER

REERR L,

1.2.2.2 FEMRERII/INT A —4
1.2.2.21 fBHAE
WL (Jrauo— KAy MEFTIC L Y Eii)

1.2.2.2.2 WRUREFETE $h
% LW,

12223 NAMATRASE) T«
Y LR,

1.2.2.2.4 HEKEETEH
[1.2.2.1.3 FERABR CHER INZMTPRE] 2l

12225 DYF7S52R
[1.2.2.1.3 BERABR CHER SINZMTPRE] 2R

1.2.2.2.6 NHEHE
[1.2.2.1.3 BERABR CHER SINZMLTPRE] 2R

12227 MEEEESE
B E R L,

1.2.2.3 IRIY
% LR,

1.2.2.4 %

12241 ME-RIPIEIBE
PR L

BRI 1.2-3




1.2.2.4.2 mi&-RaRERART @@ %
REERR L,

<BE =T A P>

AR 20 A OMEME S =2 A POUCHEE SO AE TRy U X~72, 10, S0mgkg % 1 A 1 &, #
31 MIEFHIRNR G- L2 25 10 mg/kg LA EDORET F o ) X< T OIRIB~OBITHAMHR SN
Y

12243 Eit~D#iTH
REERR L,

<BE>
kU A~ ZIEHUEGRRREL A2 BRE, & P IgGICHR L T\ 5, IgG It hicBird s 2 &
NHLILTWNBEZ M, BEINE Y AT O ITAH P IcBITT 5 CHERIS A,

12.2.4.4 BERA~OBITH
AR L

12245 ZOMOMEEADBITH
BB L

<BE W=7 AP N>

HEVES =27 A P 1B b v ) X~ 7 % 5 mgkg HLAIFR AR G- U 72 REO KRR TP hlch el B
KON U 7 v afiEg (TCA) JLEE SRR IC DWW CRET Lz, mlEk & b FRIR & 28
Z B3 < T O THRLAR O BRI RS 13 9% 5 30 y XL 2 BERICHREEA R L, D%, FUIR
iR % B & i L AFFE T LOVICIER Lie, HURIRFRGTRRIZR G- 14 A 1% £ CREFIC B L,
528 BEICBWTHEWBERES K S 7223, FRRAR T O BRI 3 0 sl HR IR
IZBWTH P v ) AT ORBIGIRTIT AW EHEER STz,

BAfL, VB ONIL-6 BMEH 2~k Ch 2RI, b, B0, KPR, EBE, e
EVVEREIR E o8 UTe, BEENWR, VB, B8 O OB REIZ R 5% 14 BETE DX &
A E DS TCA TR A3 IR SN2 2 e h, 2D OMARICIE P b ) X~ 7 DOREAIEE
L IE@Em HEIR i LD B 2 bz,

AR LV =7 AL TIE, P U X< ZIHEBITIER N S 0D 1IL-6 MEH 2R
HHE (FERORER) I3 T 25 2 EBRH LT 5T,

1.2.2.5 K
1.2.2.5.1 BB KR VBRI
EERR L,

<BE =T YPNL>

HEVED =27 A AT 1P b v U X~ T7 % 5Smg/kg O & CHIBIFIRNE S L1254, B5% 14
AETIZEAEDOHBRREIZ N ) A>T BRI Sz, 2O I M Al IL-6
T H I LT IBL by U R T ERIRE (92%LL L) oSt ERL, REBIKEEZ BN
776

EMIBTD P AT OREIRKIE, —onBExbR5, —Dlit b IgG & L TOREHTRR
BTHY, “oOBITARMEIL-6 L X —L b U X~ T RREEAEREER L, REEAE
ELTHRENAROMIIIC L VRSN 2RETHD, Z>HIIEEGEIL-6 L7 X —%2 0T 5
REEETH Y, MEROBEAMIL-6 L2 —I2 ) X~ 70658 L2k, Mk
BviAEh, Rer2idseBZx0605, WTORKIZENTH b U X~ 71 3HIRNIZERLY
AENTR, VY —AZBNTXTF RBAHWET I VRIS D EHELEINS,

BRI 1.2-4



12252 KRHICE5T HBR (CYP450 F) D7 Fig
REERR L,

12253 ¥EEBHROBEREVLZOEE
% L7Ry,

12254 REYDOEEDHEERVOLEER
REERR L,

12255 EHRBMOEERII/ NS A —4F
% LRy,

1.2.2.6 #HEitt

1.2.2.6.1 HEHERGL R R ER

R R N Bk 1 B S 1], &5k 20 il &2 %1502, 0.15, 0.50, 1.0, 2.0 mg/kg VA& 1 RS ERHR
WG L-L &, WPFRoOBSGEICEWNTY b X7 13RPIcHt s, Fo ) X=70
FWEEIZ VT T RIBN I VT T UoATHDZ EBNRENT,

<BE =4 PIL>

HEVEH =27 A4 P P v Y X~ T % Smgkg O & CHRFRIRNES L7254, &51% 28
H & TITHREUREE & L TRGHURRED 74.3% % DY 2.4% B F N EHUR L O ICHR S vz, £
7o, PRAPICHE S 4072 TCA PR 43 U BE 13 G- U BE D 5.24% & /D 7aunZ L, JRHFPICHE
WENTZIFEE A EOHEEEIT P A F o b WIHES FORBICH T S L EX L,

1.2.2.6.2 R
1.2.2.6.1 HEMSBAL K OREE | 2218

1.2.2.6.3 HEith&EE
1.2.2.6.1 HEMSERAL K OVRES | S8

1227 FSURKR—E—IZET 31EH

BB L
1.2.2.8 BMFIZLHREE
BB L

BREMEEL 1.2-5



1.2.3 BRREBREDEE
AR E TORWER « RYEDORBARIUZ DWW TIEBIFAER 2 Icit# o L B0, =771
Bnmﬁ%&ocnmﬁ%i%%&/vaw1~ﬁw@ﬁﬂ$&0 @%%w?éﬁﬁf%m
SNTRBROTD, MU A7 T AR RBEHTRESNTE LT, MU AT RIS
5 R RBAGREAM & S5 L TRV, Z D7), I\‘/) A= T7WEEGHE RN TF 77 v
iwtwwzﬁﬁﬁﬁm(?%EVV7w1~tw%&%3ﬁﬂa)if@ﬁ%%%%%%%ﬁ
2 CFREH LT,

1231 BERT—4N\v7r—o

PR RS SEHY T MR RR SIS AE 5 A DA L BHEBRE ) O iR R OV S OV RE 3340
RO —FETATBHATEREOMRRRR KA K 123.1-112, [SARS-CoV-2 2L Dz (72721
MRS -2 29 D AR D) | D LK OV B K UM AE S35 00— S B ARGR PR 3 RF O B IR
R AR 1.23.1 2177,

£ 1.231-1 BRHABR—F (BEHEN THEEIREICH I T A FH A VRHERE)

PEED | smrree | g B 5 - IR ho ) X T ORERORE | R
B2202 | %kl Btk | 2k 92 {5+ [ F30kgiEDEA] : kA
1 FEE ALL ## | CTLO19 ik : 75 f5i*1 o OB
(EBER) | Bing ONR) | CRSIZk 5 v U R~ 7425 : 28 12me/kgDEHE
(HAN 141) [A&E30kgLh EOLA] -
8mg/kg D #HE
(fx R F#800mg)
R2mEBe G (AARNITHR KRS
[\l 5-)
C2201 | ZhtiaxdklF DLBCL | %k : 147 f3il*2 [ F30kgiEDEA] : F Al
11 B BE CTLO19 #aiik : 99 {7 *2 s Rk
(EBER) | wimg (A) | CRS %45 v U R~ 75 : 15§ 12me/kgDfE
(AAN 0 1) [A&E30kgLh EOLZA] -
8mg/kg D EHE
(Fx R F#800mg)
oK 2 E#E (AARNEERK
3 [l 55)
B2205J | Zliig%xdk[A] B At | 8k : 3541 %%
i HEM ALL,/ | CTLO19 ik : 29 i ek
() | HaE UL oSfE | CRSIZHT 2 b U R~ T HE5 7 4 -
B
()

B2101J | Bk CD19 Bk | 4% : 73 41 %%
[/Ta HEMR B #mpar: | CTLO19 #ivE : 62 141 “k
(HE5%) HRE fEg (A | CRSIZxT 2 b ) X~ 745 17 i _

VAIZS
fiE) B
()
B2102J | Hjfix CD19 Btk | 4% : CLL 84 18 #,/ALL % 8 #i %%
I HEM Ay, | CTLO19 #ik : CLL % 14 61,/ _ g
(fE4h) B Vo8l | ALL B 6 4
B CRSIZxf4 2 ho U X~T7 b : 6l

FH 7 L7 v a—w VO O Z e ERR LRI BT, TS L b — e VISR e BIE
HTHD CRS DIFEIZ F ) A~THRHNWLNT,

ALL : 2VEY Vo EERME A MR, CLL : 181D o SMEEMAS, CRS : A b Ao Vit HEMERE, CTLO19 @ T4
VL7 )va—+t)L, DLBCL : OVF At éﬁfﬂﬂﬂ@i"éB AR Y N JE

*1:5—4 Wy bA7H @
*2: 5 —4%hv hATAH:

EEMEE 1.2-6



& 1.2.31-2 BRIRHABR—E (SARS-CoV-2 [Tk Bffit (f-72L, BMERSEZETHEEICR

%))
= 3= By s
S O S 1 258 - B by AT OREROMET |
RECOVERY 2 ik L[ FRED gk 4116 Bl kU R UL - %
/— S XMt | SARS-CoV-2 | bV X HEERETARERE o _
(FRH2E) FI v b7 | OABEERE FEAETRFRRE © 2,094 H (F K2l *2) ¥l
W At (R " [ EIOkgBOH 4] : 800mg
[ E65kgh /> >9I0ke L FDBHA] -
600mg
[ E40kghE /> >65ke L FDBHA] -
400mg
[AE40kgLl FDHA] : Smglkg
UETRIERE © I ORI
- % Jiti i 35 [F) HERED Gk - 49 h U Re 7 HEEHEIREE 0 1 A B #F
/JA42434 HEWH SARS-CoV-2 | b U X~ 7+t | hv U X~ 7 8mg/kg (K 800mg) il
il BRE 2 X BIifigeo> 48 #l RN G- (oK 2 [a1*2) %
(M) NG5 ¥t
MARIPOSA/CA42481 | Z ik Hhlm | 4E L OVE gk 1 100 4l F U X< dmglkg+EEUETRIRRE - %
il T nMb | JEOSARS- | hv U X~ 7 dmghkg HEYER | 1 ARIC R ) X~7 4mglkg (k. | %
(#E41) HEH CoV-212&% JRRE 49 B 800mg) % FRARIF L. (Fek 2 [[]*2) %
BRONGER | ) X< 7 8mglkg HIRHENS | h U X~ 7 8meglkg +HATHEIBIERE B
* PERE - 48 1 ABIZ Y X<7 8mg/kg (Fx K
800mg) & FRNIE 5 (B K 2 [1]*2)
COVACTA e EaT| FHED bk : 452 5l MU R~ T HERERERE LA | &
/WA42380 T HnMl | SARS-CoV2 | F U X7 HIEHEEFRRE 0 294 | h U X~ 7 8mg/kg (F KX 800mg) £
m “HEEWH 12X BhfigeD el EHRNES (K 2 [E1%2) %
GESH) IR | ABEEE | TR AR - 144 | IO RHEREERE  LRAK TS | B
N AT R R bl 15 TR LR (R 2 [3]*2)
EMPACTA Zhisk It | AT A gk 389 i MU X7 HIERERERE L HAIC |
/ML4252 Ty A AME | BB | R U R HERERRRE 0 249 | R U X~ 7 8mg/kg (B K 800mg) £
i1 “EER By i RN S (oK 2 [\1%2) %
(51 7T e | KEZITTC | TR HEERERE 128 | ST AR HIEERER LBRKCTT | B
NEATREMILLE: | 72V SARS- @l TR EEIRNELE (R 2 [F1*2)
CoV-2i2&5
LI YN
H
REMDACTA /WA42511| 2 i 7% LA HIED % 649 i MU AT+ L AT VENLHERER | S
il Fr A MM | SARS-CoV2 | hv U R~T+ L ATV EL [ 1 HAICLAT YV EL 200mg # | 5
(H#E51) “EER (RS 173} +HARHETRFRRE © 430 1 RN BTG+ F > U X~ 8mglkg | &
IRt | ABERE (2 | IR+ VATV EAHERE | (K 800mg) IR G, 2~10 B | Bt
N 4T T ] L e 127%) YRR £ 210 41 HIZLAF e 100mg 2 1 A 116
FlRN P 5%
TR+ L AT e+ EYE AR
Bf:1 BRIV AT U EL 200mg Ik
WEMEL+ 75 2R & HARN &S
2~10 HHIZL AT ¥ E/L 100mg % 1
A 1 [EE RN+
F U R TIF TR K 2 [E*2
VAT eI 10 [\ E T3

x1:7—4ny bA47 8 JED BE

%2 ERDEAL LT BAEITILE LR Do EEAITE, P ) A~ OBNEIRNES CUI " BESHRRT
IXEBAL LT2I6BREE) %, FIEFEIRIE G0 12~24 IR K OVl O3Bk CTlIw B AR 5.0 8~24 IH#H
HBIATH Z N TE B,

%3 TUH MMURNC VAT YV ENVERK 2B HZ LN TE 2, LAT Y ELD 10 BOKRKREGEEE B
RNEDIT, VAT UVENLORNREREOH 5 EH BRI OREBRPIC G SV AT e EETe)
IZOWTIE, VATV ELORERZFHE LI,

%4 T 7T LT EMEEROARAEIL, SARS-CoV-2 I & B g Tid 1 [ 8 mgkg (EIRNE LA2WES

X, WIEHRGAET 6 8 LI L&) T 1 BN 5-7) Th D,
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1.2.3.2 ERERZHER

12321 EEHEN T HRESTEECHES YA M ha4 UREBERE

12.3.2.1.1 BEXXIIHAMD BHBEEAN ) VAFREAMBRO/NREEENRELE=E IR
HER (ERHREEER)

3k (R U —=2 7K ~215% (FI2KE) OFRIENEMED B latEatE Y o ekt A
MFBFEICK LT, FYHF v va—e LV 25T 5 EEMRIEIRRBREZER L=, TV
LI Vv — L Ok EZIT T2 75 Bl 9 b, EIEE A RV CRS Z380E L7 28 #illC, AR 30 kg
il D BFNIIAH 12 mg/kg, A 30 kg LA EDBFITITIAHK] 8 mgkg (B K 800 mg £T) % H
FIUIRIEEEAT v A RELE O TERE L, JEROEENED DR WEAE, &R3EE
TR B LTZBROARAN OGN N2t 2t L,

F—u5y bA70G ([EV B ) Eco7—2 2 BormatEsim RRoRhic
B 57 HIEID CRS IZBIT D, AAIFEEH S CRS [FEHBrik S E TOHIM, CRS OFFHIF, HT
YA NI A RE (REIDSN O A N 1A VA, RIBREARAT v A Ra2ETe) BRLED D AREL
ECTOMM, HihA b AA CEERRME S FIEA 2B 5 £ COMIM, HiYA R b A HRIER
WD RERE T 2 — 7 OWE £ TOWRM, RE~—D—KOY A Mo OB OfiRE#E
1.2.3.2.1.1 -1 lZR,

KEID B E- STz 28 4B (100%) A3[E1E (CRS DEIEIE, 24 FEFLL ESEESERE L, H-
JERIARF O FEA 220 &I U 7= AR AS 24 RERILL Bl L7 pR & B3R, ) L7z, AFIEENS
CRS A8 HWrRE R E COHIM O Rl (95%FFEXM (CD) 1X5.0 (4.0;7.00 H (Ge/MEi~
KIE :2~29 H) ThHotz, BARAD 1HITIE, AFIHEEG5 CRS [BIFEHIWHE S E TOHMIX
11 HCTh -7,

RIE~—H— ROV A b IA L OHRBTIE, &/37 A—XEOEE L (RAIWIEE 5% 05 i
P 5.1% 8 B LA O/ ME /CRS ZBLREH & RFIPNEIE 5 F TORAKME) O RfEIE, CRP,
Ferritin, IFNy, IL-10, IL-13, IL-1B, IL-2, IL-4, IL-6, IL-8, IL-12P70, TNFa (% 1 LA FTH
0, AAEREIZ L VS RIE~Y—H— KOV A b A O P E XA Lz, sIL-6R OZE D
FOEIE 1 L0 E<, AFIFEGIZ XS SIL-6R O FEEEOBINNL, AHKIAS sIL-6R & a8 ok
PR THZLI2LY, SIL6RDZ VT T ANNEL o TWAHZ ENFEREEZ NS,

& 1232111 AMEFMHEE (BREXZHAMED B MEMERME) o/ FKREAMBED/NEE
BERRELEF IEFER (BRAREGER))

Sl s CRS A | CRS oty | T P HERE DDA 2 b ETOMM (R)
HIE RS E TOHM (R) (R) HoRfE (e M~ R E)
. (ne28) s SRR | ST 2 —
(n=25) (n=24) #E (n=10)
5.0 [4.0;7.0] 9.5 [8.0 ; 13.0] 2.000 3.000 6.000

#: CRS DI, 24 WLl LG ERE L, FERIIRAOREM 22y &Ik U 72 #1203 24 BpEILL_L3rgE L 72 s
l;ﬁ\; & E%O

1 : Kaplan-Meier VEIZ & 0 #EE L7oH Rl [95% EHHXIAT], (s IME~ iR KA

%2 AARN 1410 CRS OFfeedifiZ 18 H TH -7z,

F7-, AROYEFEE NS T2 Lo va—Y UliER% 3 0 H B £ oM HRE
NZTBWT, 28 Bi14f] (100%) IZHFFLNRO b, EERAEFLILA Grade T 25
(89.3%) (Z#H B, Grade3 (%7 ] (25.0%), Grade4 X 18 5] (64.3%) ThH-7-, 3 HILLE
IZ3RD HT- 4 Grade DEEZRAEFGT CRS 20 # (71.4%), AVERFESE 44 (14.3%) Th
>7, 3FILL RIZFRD HiL7e Grade 3 DEE A EFEFGIL CRS 4 6l (14.3%), 3 FILL EIZROH B
N7z Grade 4 D EE /2 HEFHGULCRS 16 i (57.1%) TH o7z,

AFE PG B[R B LA R B U7- EEE A CRS 20 91 1 Fl1%, JEBRE(EERMIC X 0 »lE o
CRS [F{E#I2, B3 L7ZEHEZ CRS SIS, 19 BlIEAHIR GRSk L T2 R0
CRS & —HOFELHTHY, TOKBOHTCTEE(L LT, 4 Grade T 20%LL LIZRD LN HEF

BEMEE 1.2-8



GONFRIE, CRS22 ] (78.6%) 3, J&#, AST #N, fF P EREEL, K0 U 7 AffES 8 i

(28.6%), ALT HihN, SAMEBbaE, KFEEE, miEs 76 (25.0%), =i, Eh, e, i
e YL E RN, AIMmEREED, EIE, KLy v AE, BER, (KIES 6 B (21.4%)

Thotz, BEMEHMEHIE PO X4 6] REMET, Wk, MM, SHEEFEES 16]) T
bole, 0B, BAEEFRLEAHK L OREBRITFHMEI N TWRWTEORHTH D,

H2)  BBRIENEFEE TR L W AARAI OB G ERL (K 3D K OKRHI O BEIRED H AAI I ML H 1> & #ESRIZ
HERLTWDHIMZEE L, AAPEIERS AR AL, FH7 v va—wL @mE#%3 vAE (5945
VLI N —R LD FEFANR A, 28 Ax3) £ THEEH L=,

H3)  HEHEGO CRS 1T 1 flakrE, AFPIEEE HANIHEEL L7 CRS 235k L T\ 5 I CEEEDZEIC &
DAEEFEG L U THRE SN HR L OARKIYIEIRS H OARRRGRNCREL L 7cH R Tho 7,

12.3.21.2 BEXITEAMOUVFAMAMEE B V/NERAZEENZRE LEFE 1R
5% (EEEREAER)

18 1% LA L OFEIE SUTEIEMEO OVE AMERHIRR B fifim Y o S ERE ABEF T LT, FH7 v
VI N a— LV E BT DIFEMRIENRRBRE LR L7, T Lo v —e L OEEZT
7= 11 BlD H B, BEAEENE CRS 2 3IE L7216 HlICARK] 8 mg/kg (Fx Kk 800 mg £T) ((AHE
30 kg ARiilE 1181 12 mgkg #5925 2 & EHE I LTV, BBRICHAAN G2 BF T
THLEEI0kg UL LOBETH-7-,) ZHASUIRIBREAT 01 N L O THEEL,
JER DUED B LR WAL, K2 [FE TREERS LB OARF OGN OV 2 2
L7,

F—uhy bA7G ([ERE D) EcoF—2a2mormotEaEm RRosic
Eo7=HRID CRS BT 5, AFIE L5 CRS [BIEHIERE S E TOWM, CRS OFfE#IM, it
TA NI A L (RRIUSNOTY A A VHEA] BIBREAT v A REETe) B O FE
FCOMM, HiA b A CRIEBRED D FIER ZHERL S D £ TOMIM, U A b A PRIER
BRI D RERE T 2 — 7 OHRE £ TOMIR, RIE~—H— KOV A bhA o OHER) OfERE %
12.32.1.2-1 1T,

AREID B E- S 16 FilF 1561 (93.8%) 23[E1FE (CRS DEIEE, 24 K] DL ESFEED FRGE L,
FEFIBR O MBS 2\ I L7 IR A% 24 BERILL_EHESE L7 Wem & B SR,) L7=as, 1l
BHETTIC L 23 C CRHMIRFT Bl LTz, ARFIF 5225 CRS IR Wrie S E T O HIfH o Hufil
(95% CI) 1%£6.0 (3.0;7.00 H (hIME~RXIHE :2~14 H) Th-ol,

RIE~Y—T— ROV A M IA OB TIE, &/37 A —ZEOEB (REIFIEE 5% 0 Kk
e b.1% 8 A LAN DR/ IMIE,CRS FEBLRE) & AFIWE G- £ TORKAE) OFRAEIX, CRP,
Ferritin, IFNy, IL-10, IL-13, IL-1p, IL-2, IL-4, IL-6, IL-8, IL-12P70, TNFa % 1A FTh
0, IL-1B ZBRNT, AFIBGIC L ERIEY—I—ROW A b I > O P I3 Lz,
SIL-6R DZEF L O UAEIL 1 LV &<, KA EGIZ X 2D sIL-6R O ML O¥EINE, AHIH
SIL-6R & S0 AR EIERT D52 LICL 0, SIL-6R DI VT T ANPNSL o TS Z &R
REZEZBND,

& 1232121 BYEFTHEE (BREXGSHEHAEDOUVFTAMKMRE B v/ \ERAESE
ERRELEE I BHER (ERAREER))]

iAo A AREBEN B A X METOHE (H)
ARHFN 5725 CRS [H1E# CRS DOFifse i . .
I £ COME (B) (R) R (T ME~ KA
(n=16) (n=16) fie 2 FHIEFIBESSE AERRET 27
(n=14) (n=11) wE (n=6)
6.0 (3.0, 7.0] 8.0 (6.0, 13.0] 1.000 4.000 10.000
(2~14) "1 (4~14) (0.08~7.00) (1.00~10.00) (3.00~20.00)

#: CRS DEIEIX, 24 WFHLL BRI EE L, SUEAIIRH OMIE 720 &l L 7= 123 24 eI e L 72 ike
1#; & E%O
1 : Kaplan-Meier YEIZ & 0 #EE L7z WMl [95% S HHXIAT], (s IME~ iR KA
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F7-, AFIOGEEESE B NS F VA Lo ba—w Ui 3 0 0 B £ Co%e e IR T
NZBNT, 16126 (100%) ([ZHEFRPRO b, EERAEFRSIL4E Grade T 13 4
@m%)_mw%hﬁ@3muL_m@%ntAGmm®§%ﬁﬁi$%icm7m
(43.8%), AMEREEE 3 6] (18.8%) Th o7z, 3HILL LIRS iz Grade 3 DEE A EHF R
m@<,3muL_m@gmﬁxmw4@§%@ﬁi$%iCM6ﬁlGH%)T%OKO
Grade T 20%LA BIC3E 0 SN =B EFRONRIE, CRS ™Y, KIMLFES 9 6 (56.3%), /Mt
P 8 B (50.0%), AMEERESE, A 66l (37.5%), T#, HIMEREREADE 56 (31.3%),
m¢7v7%:yﬁm,mmﬁ,ﬁUy@mﬁ,éﬁﬁﬁ@,%%ﬁﬁ@,m¢747U/ﬁy
WY, I EREORA A 4 ] (25.0%) Tholo, REMFAREIR O TIE 10 F (REET 9
B, BUMSE 1 ) Thotz, 7B, HFAEFGEARA L ORERERITIHME ST =H R
Th b,

HF ) IEBRINEFEE TR L TV AARAI OB G ERL (K 3[E) K OKRFOFEEIRED H AA I ML H 1> 6 #ESRIZ
HERLTWDHIMZEE L, AAWEIERS AR AL, FH7 v va—wL @mE#%3 vAE (545
VL7 v —Y O EEIHR S, 28 Hx3) £ CTHE L,

1 5) : AEFELO CRS 1%, AFWIEHE A ATICIEH L7 CRS 25k L TW AR CEIEEOE(IC L W FESRES
L LTHE SNAFR K OAAIRER G B OARAR SRR LEERTH -7,

1.2.3.2.2 SARS-CoV-2 IZ&k Btk (fzFZL, BRIERS5EETSHEEICRS)
1.2.3.2.2.1 ERNE Il FREEHER

18 ik LL D SARS-CoV-2 IZ X B ik B Zxtg & L TEEREIA TIcBWT ) X~w7
8 mg/kg (Fx K 800mg FC) %A 2EIEEST D (Walk5% 8~24 FEMHE IR OE(L Tk
TR HIVRWIGEIT 1 BB G- ATHE) 1 OE PN R 2 550 L7z, ARBRoO T 72584R -
IR EEHER SR 1.23.22.1-112, KRB TOH T I VINEFRE 2 AV TRk L 72 BRIk g 2 52
1.2.32.2.1 -2 1277,

FEEFME B 138 G5B 28 ARE SO 7 47 Y NERFEREEEDFIN TR L 7-FRRIRETH v
ARNDF G ST 48 BB T D=2 T A VDIEFREONRIL 2 234 6 (8.3%), 3 2329 i
(60.4%), 4723841 (16.7%), 52 66l (12.5%), 6 7 14l (2.1%) Th-oTz,

T ORGSR, 5 28 HIF R TORBE X ITIRBERAEIZ S - 7o F1E0E 35 61 (72.9%), FETCHIENL S
B (104%) THY, THT I VIEFRRENR—R T A LB LT 1 EFELL FikE U7 ERI
39 % (81.3%), 1 BxMELL EEAL L7=BEIT 66 (12.5%) Th-o7-,

H6): 77T LT M Ao AGE &L, SARS-CoV-2 (2 X Blili% Tl 1 [ 8 mgkg UEIRAUE LR WEE
1, PIEBEEAT 20D S BRMLL Ed i T 1 EENE) Th 5,

W77 hTIVNEFRRE (1 : BF TR, 2 ICU LIS OFFHUC ABE CRAZR R G- 3 2, 3 : ICU
DA ORI AR CTERHE R 503, 4 : ICU XU ICU LIS OFiic ARt TR A HE UL B it &
FEE/N L, 5 ICU IZ ABEH TRE K O LIRS MEE, 6 ¢ ICU I ABEH © ECMO 234038 DUV N EA
T 28 K O S Bh OB S BE, 7 ¢ FETS)

& 1232211 FEER - BFAEE (BRI FHHEEFHR)
COPROBRE (PR, 0K, R, 6, ZOMOKESE) T PCREBHEA
R AL, HoEs X R X% CT A% v 12 KV fEdR S iz SARS-CoV-2 I &

TRIRILUE
iz T ABE LIz B
« SpO2 2% 93%LL F X ik PaO2/FiO2 7% 300mmHg i
« AST 3% ALT A FE%EM EFRD 10 58
. - B EREG 1,000/l A
BRak e g

- I/ RER DY 50,000/uL A
o e SR L
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& 1.23221-2 h73YVIEFREZ AV TEHE L-ERKIKE (ERNE I FHERHER)

THT Y 48 1

e )R N—27 1 (1HHA) 28 HH
1 0 35 (72.9)
2 4 (8.3) 3 (6.3)
3 29 (60.4) 2 (4.2)
4 8 (16.7) 0
5 6 (12.5) 3 (6.3)
6 1 (2.1) 0
7 0 5 (10.4)

F7-, BWEHRBUEE X, 2T SIAER] 48 BH 15 4] (31.3%) THho7-, EREIWEH
X, AST #5006 % (12.5%), ALT #4006 % (12.5%) % Th-o7-, HELRBEMN, HE5PIkicE

STZRIWEM, SETICE S TZRITERIERBD b o 7,

1.2.3.3 FREREEAER

REERR L,
1.2.3.4 ERFRIHER
REERR L,

1.2.3.5 TRALAYEAER
1.2.3.5.1 HRPEREIHER
A%HE R L

1.23.5.2 REMHHER
REERR L,

EEMIEE 1.2-11

Bk (%)




1.2.4 EBEH
RS ) A7 FHGHE AR ED b, WUNCEmTHZ L,
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LSﬁm#bﬁ§E$ BICELETORE

1.3.1 RBFBEO—HER, FIFZEMDORERE
%E@ﬁ%ﬁﬁ%f%é,7&7A7ﬁ%#&m%ﬂ<uT,$m)@@%ﬁﬂ%T%@m&

BRIEICEE D VA b A O ERBRE KON SARS-CoV-2 IZ X Bfifidk (7721, MeERGA2ETHH

FIZRD) OEKRNOEREERFE COMMFIAT 2AREEO —HAETIZONTE 1.3.1-1
~F 1.3.1-3 1377,

e 2018 /£ 5 H 28 HHIFE, 201943 H 26 H KR
RS NT-FEAENM 44
Ij\%ér A 80 mg, [F] 200 mg, [f 400 mg (23317 % (G RE SR T MR IEICfE S A
A UHHEGERE) ORIREXIIZNE, AENR O EO —HA AR

F 1311 RBRBEO—HEE PEXTHE, AERUVRA=E)
HEA% WNE
HEN & W, MV AX~7 (Borffiz) & U TREI kg Eidln]
8 mg/kg, RE30 kATl 1[0]12 mg/kgZ A ERET D,
(FHRRER « A1l O FFRA AT R)
e X IzhR | OB R RO TR L 5 A b B A VR
(FHRRER « A1l DR AT R)

e 2018 4= 5 H 24 HHIFE, 20194F 5 A 22 HAGR
FBE SN HHEAMRE . fRER L,
W : AHI 80 mg, [F] 200 mg, [7] 400 mg (28T 2 TRAAF IR OREE XTI FE D
75 B AR

& 1.31-2 RPBEHEO—HEE GHEEXIIHER)
THHA4 AGRNE
IR AESIE OREFIRIE CRHRA 2372 TRl R
N A F VIR

e 2021 /12 A 13 HHIFE, 20224 1 A 21 AH&R
FBE SN FRAEIN 20224 1 A 21 H~2023 43 A 25 H (FRAHIRE)
Wa~:$%lmng,r1mmng,rbm0mg BT 5 [SARS-CoV-2 IZ L D%k (72721, W&
FRGEETHREICRD) | OBEESUIRE, HIEROHEO L E AR

©

x 1.31-3 RBRBEO—HEE DEXITHE BERUVRAS)

IEEZI TR W/ﬁ"
FE R OV & W, AR, BIBEEATeA REREOFHIZBWT b U X
~7 (Eflof##z) L L TIEI8 me/ked milshEd 5, JEIRI U
L2V A, PR G T 2 O 8L EOMEE HiFC, b
Y RX~7 (Efarffz) &L T8 mgkeZlmBI&ES TE 5,
(RSB « A1l O FFRA AT R)
ZhRE I3 2h R (OSARS-CoV-2IZ L Ak (272U, k52 EHT 2 BEIRD)
(FHRRER « A1l O FFRA A SR)

1.3.2 FRALOIEDHETORE
M EOEE ) OWET OfE 2 BIREER 3 1TRT,

EEMIEEL 1.3-1



1.3.3 EERU RV EEHFEOERKIERUVEREDRFE

BEHRSL U R 7 PR O FERIR T 2 B 4 1R, 72, EEEHIMBG A S EEEH
FHERHEHH £ TOEEKM Y X 7 EHFHBOLEEORKIEITER 1.33-10EBY THD, vk, 4
BlOFHEE SR DONE L GO CiedE L,

x 133-1 EEMRI RV EHFBEDOEEDRELRE

JETIAE

EEHHE

{HEINA

ZE W DO EL

2019 4£3 H

AMEZBE 9% T H R

TIT AT
T IR 1 5
A DOV A b
Ak E
g T FR L %t
T DA

PR S0 T AR R A o
N0 A 2 TRHEAGRE D ZhRE ST R D
—EREE ARSI, AAMEIZBE
T O BRAHEEHEZ BN

PERE A1

s
i

BN o 1 3K
ThEh

8]

YA hIA
L H E A RE
R 5

PR S0 T AR AR A O A
N0 A 2 TRHEAGRE D ZhRE ST R D
IR AGRIAHIT A, ISR
T MBS EREC D A b A ik
HUEMERE (B9~ 2 BN oD PR 38 2 4
BT B 2B 0

BRIP4 2 A - R

P R A
i HIE R %
FRELI-RE
Extg e Lz
kR FE % T
—H N — R
o

LA S0 T AR AR A D o
N0 A 2 TRHEAGRE D RE ST SR D
— IR AGRIHIT A, ISR
T MBS EREC D A b A ik
HERE 2B 2 A2k 2 B3 5 A
Z BN

BIND Y 2 7 e /AMbiEE)

R B 1% A
WK B IR
fi£ (SC: RA)

JEIERR FLAY) T AR ENRE e D Yo
A R C B3 28 )
2 7 e/ IMEIEE OB NN A 5 FefiE

BIND Y 2 7 /MG

R B 1% 3 A
WL B IR
f£ IV : CRS)

JESE R S0 T MR IRIE L O A
N0 A 2 TRHEAGRE D RE ST R D
—EBAE RGBS, IS LAY
T MBEREREC D A b A ik
HUERREIZ B9~ 280 U 2 7 f/ME
{EB) & BN

BIND Y 2 7 e/AMbiER)

Hoe®& 512
95 & e it
(SC)

JEIERR FLAY) T AR ENRE S RE D Yo
A A R CB 3 28 )
2 7 e/ IMETEEY OB NN 5 FefiE

2019 4E 5 H

AMEZBE 9% T S

FIF AT
i e ) 4
DHF A A
o B 1 T
BE KT D
2k

AZNEIZ B9 2 MR A O RLRE R
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® 133-1 EERIV AV EHFBEOEEDRERE (FE)

SETIEE A

EEHHE

HENNE

IE W DO EL

2019410 A

LA F I

EERRE S
nry Rz
[ #% 6B R

=24
E

FHERER =2 B U CHERE ST i
WEb &I, EEREENY 2T O
FERESE ZHIBR L, EHELQR/RE SN
U A 7 \ZIFRReREEE 2380

BINDO Y R 7 Fe/MEIEE)

i I T B
%M AHTO
Tl 52 72 1 4R
ik, ERRBILR
H A~ DN WA
3

EEARWERN Y X7 TTRERERE ] 12
KT HEMO YU R 7 MEiEE O E
Br, ROBEELRFEINTCYRXZ TJF
FERERSTE | 1CRT 2BMD Y 2 7 K/
{LIEBY OB N

BINDO Y R 7 Fe/MEIEE)

BB~ D1
ettt

EIRRE STV A 7 TITHERERE |
WX 53BN U A 7 f/MEiEEh % B
I

2020 4£ 3 H

BN 0> [ 38 i 22 A PR RG AR
G2

YA hHA
i HE A RE
R 5

PR S0 T AR A 5 A
N A TRHERRE iR R S A
TITHE, FERLRDLZ & T ~ZEH

BINDO Y R 7 Fe/MEIEE)

R B 1% 0 A
WK B IR
f#£ IV : CRS)

PR S0 T AR IR A 5 A
N A RHERRE i HRIE R SR
TITHE, FERRIL 2 & T~

2020 4F 4 H

WO Y 27 e/ METES)

ISR

IS SCE TR S A D S IRASCE
BETIT AR D B IE KOG H i

BINO Y R 7 Fe/MEIEE)

= I BA AR A~
Off Rt

EFREBARE ~DOERIRMIEN (T2 7
LZHWEFHATA RBEE Y v~ (L4
T, RA) - ZEEICIFEIME AT 545
MR (LT, plIA) #R),
TITATEIEFERTA RN (REER
& (LT, TAK) - EfflattElrse (L
T, GCA) #)] DOBMLET

2020 4F 10 A

BINDO Y R 7 Fe/MEIEE)

= A BA AR A~
Off RSt

ERBMRE ~DIERIREER (T 7
LAZHWEFHATA K (RA - pJIATR),
TITATHMEMEHATAF (TAK *
GCA )] OHNREZUET

BINDO Y R 7 Fe/MEIEE)

Hoe®&5 12
95 1E e it
(SC)

HORGICHET 28 (77478
O EERREO O DOFF &, T
T LT ACHERNTA Ty 7)) OA
BWOUWET
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® 133-1 EERIV AV EHFBEOEEDRERE (FE)

J5 A ] IEBIE A EBINE 25 OB
SC BV v~FOHEESRKTIC
PRV, BIFO Y 27128 58BMOY
20 B METE) TEFRBUES ~ D #
SR ST 2T ATEIEMAYA R
I % B4R & ~ P
. o . RA - pJIAFR) D3 g (T
MDY 2 7 BAMETEE) | oofs é%ﬁgkg?xafﬁﬁﬁgéfi
ERJY A2 | @ Immunogenicity (0%
M), DBEE - LRS, Ml i
T EHiR o TEER Y R 2 EHE
B AR L 0 Bk O IR 2 Hl
Eg%f;f SC B U v~ F 0 A RA T 12
DY 27 BoMEES) | o D0 e o | PR, BRI T U X 2 R
g | REBISRELAND R Y B OVERZ HIER
SC BV v~FOHEESRKTIC
PRV, BIFO Y 27128 58BMOY
27 MRS [ERE~O IR
NOT 7T ATIZEDBIEEEIT- T
, o BE~OER | 2BES A~ TBEY v=F) ROD
BMOY 27 B/ MEED | 4oy Bl ((EE AR SNy 27 ),
BN RN A7 | OLEE -
DA, WO ERERI o [ES Y
A 7 EHEHER ELART & 0 Blds) o
B4 K
2020 %£ 12 A e P
i1 SR I 4% 7 A . oz P
YRR YNE I N T Y D AR
fit (SC : RA) > "
TITFANT K
T3 A o fi

AMEIZBE 9% T S

HERETICE
AR Y U
~ FREFICx
T HHEE

SC BffiV v~F OBEEEHFKTIC
RV, SEE A HIRR

BN 0> [ 38 i 22 A PR RG AR
G )]

BIEi U o~ T
TRE R A

SC BV v~FOHEFEEHRKTIC
RV, SR EIR

BIEI U o~ T

BEINOERGRZEMEER | g2 s & . o P
) U 7 1 ;ﬁ%%ggﬁgﬁﬁﬁﬁﬁﬁTk
HWEICRATATE R B | A& » a

ACT1301

Bk,

L0 e B U
B0 EEG TSGR | RBEEZNE | o . = e
BHWECEIT A - RBR | R oA !

(F #) -

ACT1701
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® 133-1 EERIV AV EHFBEOEEDRERE (FE)

ZE A 15 EE H IEERNRE 2 DR
BIVER, STk -
E Y a0)
PANESEr RN ey
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VRS AR IR AR SiE 1 (2.3)
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e R AR AT 11 (22.9%)
TANTGX T I ) b T AT =T —BHE 6 (12.5%)
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747V DX A~—HN 2 ( 4.2%)
N AT7 I F—F EFH 1 (2.1%
H i Bk E s 1 (2.1%)
FFNETE R P ( 4.2%)
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H ke 1 (2.1%)
L Fi 1 (2.1%
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I8 i 5 1 (2.1%)
FRARS 1 (2.1%
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P8 o 72 HH| 1 (2.1%)
TR L Ok E 1 (2.1%)
15 R R ILE 1 (2.1%)
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((REDHT= b OHEZD))
KE (kg) X8 (mgkg) **
20 (mg/mL)
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L0 BYYENEEAT B ENRH 572D, Tied
RICBET 22 &,
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PERFREVERIR . BAER Y v~ T A A Uk
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eETtE (F#R___ &6« 2GT)
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OBEAFRTE TRRA A3 70 FROR R
BIET Y v~ F (B OMERHEEOR 25 Te) | 2RI
GBI 2 A9 D IR VR BRI R . B R VR T
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& 2 R CAERET 5, A, ERICE Y LEMET
P ERIR R T 5,

3

=
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HIE L, BReHNE MAS (X9 2 MU IRIR 1T 5 2 &,

73

<R - AECEET A EoEE >
1. W
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4. EHTUEEMREREEEHREERVRARFNVHEBRE T
. BENZHOWT O+ L VTN DRBOIRRDORE
BE b OEMBMERT L,

5. W&

2. BEEREARNER
1~ @
(3) BYYEZ G L CLDBEICAAZ LG TLHZ LI
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U EEOYEITHE D
HE%GT
202241 A ZhRe AT, FIER OCHEDHEIZNEE X IIZN A TSARS-CoV- | 2022 41 A 21 Aft
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RYYENEALT D Eh i dH 5, [1.10 2.3, 8.4, 810, 11.1.2
]

(A P A v HEERE, SARS-CoV-2 I & 5 fifiZk)
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U axig & U EGEE

7 fE R

T — X _X— 2 (2022 £ 12 A
#%T)

- ERRBIMRE ~ DO RIEM (SC :

TAK, GCA) *!
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TU NI AERICANS T —XIHA

* CRS D[EHE DA HE

H AFERR FormsNet @ F4100 (il 7+ vu—7 v ) F— X 1HH
(A b A v HHEGRR LR L E LIz ?

- ¥llEl> CRS Wi A :

H AFER FormsNet @ F4100 (REflaiaie “7+w—7 v ) F—FIHH
[CRS D2 H J

- CRS D[EE A :

H ASEERR FormsNet @ F4100 GREfaiadg 7+ n—7 v ) 7 —XIHH
Mt A

FRHTIC AL U 7e it B3

WRTERE O BE R Gl EEED - 78

PE OGS  IRAEER 2.5 (7277 AT 80k E TR R
T MRREREICLE S Y1 N b A BRI E B L B x5 b
L7 B Te % 7 — & R — AFHAE (ACT2001) Soflfil St #

KM EEOLEE AL

HRE OHIPH B AFERR FormsNet ([ THERSNIZBED 5 5, KHIC
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SMEFHE E RS OARDL
SAEICET DHED | PMDA fii
Sb EHEE R S DR 2 AFKE
INFEIRI RS | M
<20194E 3 A 15 HAFE, 20194F 3 A 29 HRAHERE > DAA A | HACTEMRA
AAADE Y 2502 L Y Core Data Sheet (LA, CDS) A3 18.0 iii~ELET S 4172, 2)AA A | (Tocilizumab) Core
AYGETE, v 2tD 7 v — L OSEFIEERRIRDLZ FEE U 72 RICES K WET TH 5, 3)AA A | Data Sheet version
(EZRUETHE) H==— | 18.0
UToIBRE - BEMR RSN, P—F | 2)Tocilizumab
» Section 2.4.1 Warnings and Precautions, General, Hepatotoxicity R Hepatotoxicity DHPC
77T AT EEHROBMENITIARE, TR, HEZECEEREAIMITREENGIEINT, EERITEEDL 727745 | 5W T | US
THNEE 50 2 D SELL R THET L5 2 &, B EZ LE LT 2FAAERlE S, 6)7 # U | 3)Tocilizumab
RA, GCA IThNAx TZ MR EIERr R LRI (LT, pIIA) R OVES BRI AR R R (LT, sJIA) @O | &R E | Hepatotoxicity DHPC #
FIZBWC, 777 LT7%ERBE6 W AITA~8EIT LI, TORIZI1I2BEIEICALT XITAST#E=X V73 | 7)7 7> | EEAROW AG 4
LI, TIOTLATOHIEEED, FTUAT IFT—BD LU ESWTHBEFE 245 X 5#RS N, 2 4)[japic_daily mail 18500729 P
8)4— % | 2391]JAPIC Daily
» Section 2.6.1 Undesirable Effects, Clinical Trials, Laboratory Abnormalities FZ U7 | Mail No.4373
WA25204 RER DT 77 5T P G- X7 P - HEZ RA B3 1538 AIZEWT, ALT XX AST>3XULN O E&H- | 9 F U | (2019.5.15)
78 5.3%, 22%0DBE T LI, 2 5)[japic_daily mail
FT T LTEEEEELEE YL E U MIEF 5 BERIEAMEITR D | FlEE SNz, 10) % A 2406] JAPIC Daily
2 Mail No.4378
» Section 2.6.2 Undesirable Effects, Post Marketing Experience 1)AA A | (2019.5.22)
RIVERH] OSEFERICHFIMENTES, T, TARSE, dESBilsh, 12)4— | 6)US Package Insert
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* Section 2.2 Dosage and Administration

T U T AT ORI OFRERC 1T D 2 A O sJIA B3 O PK analysis OFERICESE, DUFANBEL I

7=
I~2EDOSIA BFICH L TT 77 2T TFENH (BT, SC) 162mg ##% 53 5856

K 10 kg DIKE T

TSR 5720,

<2019 4 A 1 HBMEBRATF >
AA ZADE Y 2T LY LT letter Z AF L7z, Wb CDS 5 18.0 R~DUGETIf R, BHINTZHDTH D,
+ DHPC-2019-000008_Tocilizumab Hepatotoxicity DHPC US

* DHPC-2019-000008 Tocilizumab Hepatotoxicity DHPC EEA ROW

(FEARFIAR)
+ DHPC-2019-000008_Tocilizumab Hepatotoxicity DHPC US

>

77T AT ORI R VBRED D VTP EEO @M SOIMBENC 8T AT IR BRI 2 Lk
LNTHY, FITBIERITITEEN S 53K & OOFIIC LY, BHEDO LARA LD,

FH ATREZR B PR AABR & TR T — ¥ OWEHRHEIC L D &, 7277 47 LBEEOH DRFREEN 8 FlFid 5
N, TNOOEGIT 7T LT EGMER 2O SHE ERICHR SN, TREZ I8 A7,
AERFEEEEFEZIIENTHD LB XN, ARISNEEEICBITDLT 7T LT7DXRT 4 FY R
I RT AIMEIRE LTRAFCTH D,

+ DHPC-2019-000008_Tocilizumab Hepatotoxicity DHPC EEA ROW

>

T T AT EEHROBMENTARAE, TR, BEA GO EEREHIMENITESE DSBS, TONITIINITBIRE LE
ETRIER L B oTo, EERFEEORBEEIIENTHDL EEX LN,

ALT i AST>5xULN O _FH 3B LN HREITBWTCL, 7277 A7 OIREHEE L2V &, ALT XX
AST>1.5xULN OEFICEBNTIE, 777 2T REBGOBERTHZ &,

ALZY
-
13)a
14)7 A
U]
15)E%
16)a%
17)4—
A7V
-
18) A A
A

19)# [E

21

7)RoActemra
(tocilizumab) : Risque
rared’ atteintes
hepatiques graves, y
compris d’
insuffisance hepatique
aigue necessitant une
greffe - Lettre aux
professionnels de
sante
8)tocilizumab-and-
hepato
9)tocilizumab-
roactemra-rar

10)EU SPC and PIL
EMEA/H/C/000955/1
B/0088/G

11)WHO
Pharmaceuticals
Newsletter No. 5,
2019

12)update-
tocilizumab-and.pdf
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> RA, GCAIZMZ T plIA EWNSTIA OBFIZBWNT, 777 LAT7EERIG 6 H AIX4~8BI LT, ZD%iX
R2BEZTEIZALT U AST A2 E=F Y 795 L,

> TR O RE AR CHERE SN 2 HEAE (i - il - k) I3EER 2, BAERICE EN LA X
Y AEBRTDH L,

<20194 5 A 15 HEMEHRAF>
Roche Products (New Zealand) Limited (Roche) (Z & U TR T2 letter Z AT L7, WILd 201944 A 1 HIZ
AT L7 letter ERINFDO LD TH D,

<2019 45 A 22 HEMEBAT>
I FEHESL RO HP I, EERFEMZICHT HFEEOBISE RSB Sz, WIhd 201944 A 1 HIZATF L
letter L [RINED LD TH 5,

<2019 4 6 A 14 HEMEHRAFE>

US Package Insert (LLF, USPD 23&GET S#L7z,

FRUGTRIFUTOLEBY THD, WTHLh CDS BERTONFIZE DB TH D,

5 WARNINGS AND PRECAUTIONS

5.3 Hepatotoxicity

T 0T AT G HICEEEE (W2 LE L LTIEFRTESNZ S T) BRI, 777 A 7HES
DET A D SEEETHIT THEBL T,

RA, GCABEIZBWT, 777 AT7#&E5HIE6 W HIX4~8 T L2, TDO®%IL 12 T & IZ ALT, AST, alkaline
phosphatase & O\ total bilirubin ZE=% 1 7§25 Z &, ALT Xi% AST>5XULN O EH23ZD bl B, 77
TLTOREERIETSHZ L, ALT XL AST>1.5XULN OBFIZEWTIE, T2 T AT ORFEEHER LN &,
pJIA K OVSJIA B ICBWTHIRERIS, 727 7 AFEGIC LD FEEFE EANRIND Z MG, plIA BFIZBWT
1%, 2 BIHOFEGREROZF OHKIT 4~8 T LI, sTA BHEICBW T 2~4 ML ICE=HX VT2 FEMTHZ

https://www.tga.gov.a
u/publication-
issue/update-
tocilizumab-and-
hepatotoxicity
13)Tocilizumab &5y
B 22 A EB BT
EES
14)WPN-2019-06-
eng.pdf
15)20200221-
Actemra IV_TPIv13-
A . pdf
16)20200221-
Actemra SC_TPIv8-
oA . pdf
17)update-
tocilizumab-and.pdf
18)ACTEMRA PBR
ER_1100604
19)ActemraSC_ver
6.0_200813
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ko

6.1 Clinical Trials Experience in Rheumatoid Arthritis Patients Treated with Intravenous ACTEMRA (ACTEMRA-IV)
WA25204 FRERDT 7 7 LT G S h AL - EEZR RA #1538 AT\ T, ALT X% AST>3xULN O L5
8 5.3%, 22%0DEE TR LN,

FT7 77 LT EEELGEYE YL E S MEZ M O BEZAREANETR S 1 FlE S,

6.9 Postmarketing Experience

AR, HF%, BFR4, HH

%72, Medication Guide ~JFEMHIZ B4 2 IEE LN IBRC Sz,

<2019 7 A 11 HBINEHRATF>
7T AR A EEICE T B EFEME AT letter 2 AT L7, 2019 £ 4 A 1 HIZ AT L7 letter & RINED

LDOTH D,

<2019 4 7 A 12 HBMBHRAF >

A=A NZ VTHBEBO HP 2T 77 57 OFEPEIC BT 5 safety update & L THEHE S 417z,
FRAFIUTOLEY THDH, WINHLBAFONETH D,

s T T L IREHEOBMNITIASE, IR, HELE GO EEREAMEITESESBE S, TONTIITBEE L L
THEFE oz, BEERTFEEORIBEEITENTHD B X ONT,

« ALT X% AST>5XULN O _EF23BO HLNIZEBFICBWTIL, 77T AT ORFEEHR LRV &, ALT X
AST>1.5xULN OBEFICEBNTIE, 777 LT RERBOBERT L Z &,

- RO R R AERHCHELE SN D I BA T (B - il - k) 1250 TiE, I EESETLH L,

T T AT OFERIZL Y —@ESUIFEBRRIICRES D WVIIFEED N T AT I F—EB EABROLND T &N
HHNTND,
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<20194 7 A 18 HiBMMEHRAF>

AXY ZBEYLHO HPIZT 77 5T OFREIC B9 5 152N drug safety update & L TH#E S 7z,

F72N% (Advice for healthcare professionals) IZLATD LB ThHDH, WTNLBBEEAFONETH D,

* T I T AT EEHROBYEITRE, IR EOHERERIHMETES 2N ENBE SN, TONTITBEE L8
T DR S B o7z,

*RA, GCA, pJIA KUNSIA ODBEFIZBNT, 77T L27HGHB6 W AIZ4~8 BT iz, ZO®RIT1R2EIT &I
ALT XU AST 2 E=HF V7§52 L,

- EEAREEFIL, T2 7 ATHEEE O 2@ S SEL I TRET D LRESN TN,

+ ALT 3% AST>1.5XULN ORBHICEW T, 7277 A7 REBOBERETLZ &,
ALT X% AST>5XULN @ _FH-BFBD SN BEFICBON T, 777 L7 ORBEHER Lians &,

- FFEESR O B RARNCHER SN 2 A REFICIEER 2, MRERE2BT52 &,

<20194 9 H 1 HBMNEWRATF >

EU-SPC N GT &7z,

FRUGTRIZUTDO LB THDH, VT b CDS BEITORNRICES B - EETH D,

4.4 Special warnings and precautions for use

Hepatotoxicity

T 0T LT EGHOBMENITARL, ITR, HEEEOREREREAMENTEENBIE S -, BERRITEEL, 7772
ZEI G0 2 BN S S FELL BT TR L TWe, TR E LE LT A FRERNHE Sz,

RAIZMZ T pJIA R ONSTIA DREFIZBWT, 77T LAT7HRERMGE6 I AIX4~8 BT LIZ, TO®RIT1I2BI LI
ALT T AST 2= V7 $52 L,

4.8 Undesirable effects
- BWEHOBEER (Rare) (ZHEAIMENFRESE, R, HFARL, #EMNBLINT,
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* Hepatic transaminase elevations

LUF O HIBR S iz,
BRI S D2 HF e OFFRIC LV oD M7 AT IF—B EFIE, BE#ENRE Y v E Y BERR, IR
SAFHTHERERE T ORFARAYREIL & & B L Tuedo /e,

<2019 11 A 7 HiBIMERAFE>

TANT» REFISRICE > TT 277 45 OIFFEEICET 2 @anR s hr-,

FRAFIIUT DO LB THDH, WINBBEAFONETH S,

< T T LT EREMED B D IHFRED 8 BRSO bNIFBE A LE L T AR WE S,

< ALT KON AST OfixE=# 1 7 L, HEEDIKMEN RO 5N HEIIIEMCHERT 5 2 &, "RaERICE
FNDIHAFX L AR TDH L,

<2019 £ 12 A 20 HEMERAF >

BIEHEIL R L D7 7 7 57 OFHEMICET 5 letter # AF L7z,

ERARIUTOLEY THD, WTNBEAFORNETH D,

< T T AT EEHOBEERIEAIMIFRENBIE SN, TORIITFBMEE LE LT 55N S Ho T,

T TLATOMBRICE D —IEEORED ALT EFRNMLATEY, EBIEMICIFRENH H3A (X b L4
—bF) LOBRICEY, BEDCEARRLND,

< T T LT EEEND & DITEED 8 B bAUTBEE LE L T AENRE S, 777 27 8EkE D
2D 5 FLLEIZT THBLL T,

<2020 4F 1 H 20 HEMERATF>
WHO Pharmaceuticals Newsletter (2, 727 7. 7 OFFEtEIC B2 B AO & EEH S B# Sz, ERRNFILLT
DEEYTHD,

cEWATT 77 L7 2R E5 S N EE OITHRREREES N RE SN TWD, BARTIE, BIEE CIOITERRES 215
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1 IEFIBRE SNTWDR, 7277 57 L ORBEBRITPFE IR, BEOFETITHE I T2,
« EATHEAE AR TR A TR TSR RIS X, ENRMN CEOWET LT & iEiwmf T 7z,

<20204 3 A 2 HEMEBRAF >

TW-PT (FIRESAH (LR, IV) 8 13|, SCH 8 MG &hic, ERUGTRITIUTOLREY ThD, »Wih
% USPI 2520 il (REE=4 U >V OBIELRE, WA25204 B SLDE5E, Phamacokinetics D7 — 4 #i4) KO
F21 R (IFEtE0IBE) SGETONFICHESBRTH D,

5 WARNINGS AND PRECAUTIONS

5.3 Hepatotoxicity

T 0T AT B BICEE RS (W2 LE L LTEFRORTER 2 5 T) SRS, 77 7 AT YRR
DOFA A D SRS THRIL T,

RA, GCARBEICBWTC, 777 L 7% 586 W HIZ4~8 W LIZ, ZTD%IT 12 T & IZ ALT, AST, alkaline
phosphatase & O\ total bilirubin ZE=% 1 7§ % Z &, ALT Xi% AST>5XULN @ EH23ZD bl HE1E, 77
TATORGEFIET DL, ALT XL AST>1.5XULN OBFIZEWTIE, 7277 A7 OIRREHIE L2002 &

pIIA KON STIA BRF BT HREES, 727 T AT EIC L ANTE LHNTREND Z L 05, plIA BEIZHWT
1%, 2 BIHOHRGREROZEDOHKIT 4~8 BT LIZ, sTIA BEICBW UL 2~ AL ICE=F VT2 E /T HZ
Lo

5.4 Laboratory Parameters

BEBRFIZOWNWT, BRTA RIA L ZEICE=F VT2 THZERFRREE o122, Bk L2 24 BRET
FMiT 51 L DOXEDBHIBRS I,
6.1 Clinical Trials Experience in Rheumatoid Arthritis Patients Treated with Intravenous ACTEMRA (ACTEMRA-IV)
14.CLINICAL STUDIES
WA25204 38R Tl T RERYUEDOFELZRIL DMARD OF EIZ )b HF, 7 277 57 8 mg/kg IV T 4.5/100 patient-
years, X/ b 50mgSC T 3.2/100 patient-years T& > 7=,
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WA25204 FRERDT 7 7 L7 B G- ST FE - BIE7R RA B 1538 AW\ T, ALT X AST>3xULN O |5
75 5.3%, 22%DEE TRO b,

T 7T ATEE EBE LB E YL E U IEZ 5 B IEAIMEITR S | i S,

WA25204 FREROFER, LILE Y A7 ZOWTZZ Rt 7 MR 57T 7 7 2T OIERLENHR Sz,

6.4 Postmarketing Experience

FAWETIRE, Tk, A%, BE

12.3 Pharmacokinetics

RABEEXRZE L2 IV RN SC OFT — X OFEEINTOFER, PK XT A —X BNEH I NIz,

<2020 4 3 A 12 HEMBHRATF>

A —2 b T U 7 HH RO HP I 2 828 safety update & L CH# SN7-, ERARIILUTOLEEBY
Th o,

+ 777 2T @ Product information 23 BT S, TEMED U 2 7 RGBS L7,

T T AT EEENDH DN EENLBEEOSMETFRE, K, BIEEZ SRR 8 HIFRD bivlz, i
HOREGLILT 7T LT HRERMGE 2 @25 5 B EZRICHER S, HREIX 98 RiZo7z, 8 fil 2 Flo & EFAR
ETHBMEZ LIS Lz,

- EESIFEEEEFERITENTH D EBEX N, KR SNIEMEIZBIT AT 7T LT DR T 4y FY AT N
T VAR E LTRATH D,

c T TF AT ORI D BN S TEE D ALT ERBMONTEY, BEMICITEE 25 & 23
REMEDH DK (X h b LFdH— 1 E) PN L YV BEED LANAZBID,

TV T AT R EROBEDOREBICER L, HE, KR, 204, BERAER, B, IRHSOFHE6ERE Ok
DRD ONTHEIXELICEMOBREEZ T AL EETHZ &,

* ALT 3T AST>1.5xULN DEE BN TIE, A MU A CHHYERRE (LT, CRS) BEZRE, 777470
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B 5B & HELES & TUIIR WV, ALT XU AST>5XULN O LR BRBO LNHAL, 777 L7 OS5 %21+ 5
N

- EEEEFRT (LT, HCP) IXEH SN2 PSS SN TV RIEA AR, 777 A7 0FIL250, HERER
FICHHT 2T _RCOHAF U AIHED Z &,

<2020 % 6 A 9 HBMEMATF >

PSUR (PBRER) tocilizumab - 11th Apr. 2019 to 10th Apr. 2020 X ¥, CDS % 18.0 FL~D LT ITHEA A T )L TIRAT
LENUFET SN LW FEHREATF LT, PSUR ANORHANFIZLLFOLEEBY THD,

HCP ~D el

A AT T)L

2019429 A, 20204F 1 H, KU02020 4 4 AIERESCENFIT SN, 7277 57 SC OIRMCEROEERY —
7Ly NOEHITE LT, HCP R OSEAIRT~EA Y 74 L HREZE UGl Sz, Z 0BG SCEICIE, IHRO Y
=7 Ly FIOERFO Y —7 by h~OEE 5 (FRC, Fi- W) Mt sni, RA3CEE CDS &%
18.0 AR OV 19.0 FRIZ PRV R S 7,

BHOHENC L0, B STEOW ) HEEIZOWCH HCP CEAIN & OER) (C@T 5 2 & AEBAHT
LTS, AFITERES L LT, BHoME, 2BsgilcEisnsd,

<2020 4 8 H 19 HENMERAF >
2020 £ 8 A 13 HIZHEE DT 77 2T SC DI LEDE 6.0 ICHWET Siv7e, ERUGETRIFUTO LB TH D,
- Indication & Dosage and Administration (= FLfZMEB R OIS BN Sz,
- Instruction for use 1. Warning 7) Hepatoxicity
T U T AT EERICEETARE, TR, BEE SO EERIERFFRIETREESHE SN TS, B ITHRER
EIX, 777 LTRSS O 2 BN D 5 HELL EIZNT TREL LT, A LB L3 AFRE0ER] b #®iE S
NTW5, 7277 57 ERERICFERERE OBIEIERPBD bNHEITEBICEMOREEZIT5 L9
BEITHRET 2 L, (B HBEREO LHICESL T 77 AT O IbE SR s s HEETIZ OV T,
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5. General Precautions & 95 Z &

* Instruction for use 4. Adverse Reactions
RIVEROBER D Rare ICAT 4 —T A« Va Y VR, 7174 7% —, ERBRUETESE, HXk,
FJH, Very Rare I[ZFRENBINSTZ, 0¥, AT 4—T VR Va Y U EWREET T 7 4 7% —I3 post
marketing surveillance % il U CRFE SNZRIEH TH 203, BERABRICBW IS SN -T2 FLTH 5,
77T 57 SC OEAMBAMEERIIRK 239 2 BRRBROFERICESE, BIEMORIER, EREIEROFL4L N8
LTz,

+ Instruction for use 5. General Precautions
EM IR EIARA 2 k52 & L2 BRRERIC I WC, &I vaanrFa s ReT7 7727 00T 5 E
HOZRMEIFBEESNTWRY, T2 T AT HEERZIE, BEORBIIECL T vaarFa,f RoTF—nRY 7
BTS2 &,

* Instruction for use 8. Pediatric Use
12 LA T o/NR A5 & U - B EhR % DRRRERBR IS G L Cuvieyvy, L7zht > ONEDBEITITER -
DOFEYEDERMEZ BB &l SN DGR L, RITERORBUZIZHAREEEZIL D 2 &,

L EOWED L FY CDS & 18.0 SRICHFRMIEABIE SN2 2 S I2fky, BARIZET 2 FEMEIC W COERRI &
B Uz, SERRHIOR S, SFHESCEIHED ) 27 OFEIZEb LT, 77747 LOMELHY LEXONLE
BRatE R oEEN O, 20k, EWNRMCED 2. BEERARINEE] RO [3.2) Z20ftio
RIVER ) OlfFatEB s RIc BT o5Edicmz, HEEREOZD 2019 4F 9 HICENRSCEZSETL, 13.() &
RZZREWER ) ICAFHERERE B 2504 L, ®IZ, 2019 4F 10 A GEHRZ ORHIA 2019 4F 12 H) (ITEHEG Y 2 7 &8
FEOEERETEN Y A 7 OIFERBRT ZHIBR L, EERRE SN Y A7 IF#EREZBINLE, €O% LT
BIECBT 2B INOANERH E S 2 AF LA, Bl ifiidianizo, BIORZeMREEIIREE BT,
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SAENZRT BHEED | PMDA i
SN ERT E RS O INFRIE ] )
INFARDL WA E |
<20194 11 A 16 HAF>
1)tocilizumab DHPC
T 7T T DEFHEME AT L # — (Dear Health Care Provider Letter) 233 &4, slIA KO plIA B ICRIT S S 180612019
-U -Oct-201
ACTPen A — b A > ¥ = 7 Z—HICEET 2HIRNHRE Sz, ERNFEZ L TICEEHT 5,
Global.0.pdf
2)tocilizumab DHPC
ALEE, 77757 ACTPen A — b V=7 Z—%HHTE 5 sJIA L pJIA BBH DRV F#E 12 Pl k& OW 18062015
- ROW 18-Oct-201
TOEBEREE L HCP IZJHMT 52 LA HRE T 5, REEL, 12 @Rl CHIBROEE /NI T 2 HE R Global.0.odf
obal.u.p
RPRERICBIT AR Y R 7 IS, 727555 SCHF LT 40 Ry Uy (BUF, PES) KONV BFIOM | 1)AA R
3)P12019-194194.pdf
FIZBT 2 AT IT 220, DAL A
4)tocilizuamab DHPC
3)AA A
o ) 3 -ROW 18-Oct-2019
TIT AT, wEIa T (g Gl V77 7 AOBEBETHEAMZ e Mubie A v Z—a A %26 (IL-6) L | 4)BKM Global0.nd
obal.0.p
v FH—F ) 7 u—F PR THY, VXA TR SCPFS/ACTPen A — A > V= 7 X —NERTRETH D, | & 3
5)tocilizamab DHPC AG-
INBTIE, 72T 5T IV EONSC O A 2 Ll EOTHREME pJTA IZIFEIE sTTIA BE TERBENTWD, £77, | 5)FKM #E o o
-ROW 19101145
TIT AT VL2 EOF A THRZARE (CAR) TMREFERMEOEE I Am %% 2 3 CRS BEICKT 26 | & P
Communication plan
AbLEREINTND 6) PR 8L
18-Oct-2019
&
\ Global.0.docx
pJIA XiT sTIA/NRBEICIIT BT 75 5T ACTPen — b A v P =7 Z—# 5 TAA A
. 6)tocilizamab DHPC
T 7T LT ACTPen A — b A ¥ =7 X —1T 2% LA LD pIIA J OV sTTA BB L, 2018 4E 11 HICAGR &z, | 8) A A A

s By 2tk s B VLT = S N2, RS 3 Z O O BRI BT 5 A EF LN ACTPen & H.
BEACBEE LD 2 & ARl L IIEGIR S 17220,

* ACTPen A— hA ¥ = 7 X —DKBEZ T, v atbdSUkL B —I2 TR 2RI T CRRINESIZ BT 5
FIREVEIC RS 2 K1 234l L7z, AEVERP MR S BB I B9 2 SUIAER D e o 7223, 12 3Ai Cil
W, G — FAEOEEEINME pIIA T slIA BFICBWT, B LESHOREE LT 7555 ACTPen 4 — ~ A o

Vg B—|ZHET 90 EORMAEIZ L D RHAERGANGER U A7 OFEEMHEIZOW TN =T A0 Y

- US 18-Oct-2019
Global.0.pdf
7)DHPCActemraAge
Restriction_d
8)ACTEMRA PBRE
R 1100604
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b Iz,

cPRIE L LC, 77T AT ACTPen A — bA ¥ =7 X —OMIHIL 12 LA LD pIIA KO8 sTIA B (2R
Do MNBEICHEIT D ACTPen A — A V= 7 X — NI L ST 20,

< 77T T IV AR SC PFS 8AIIE, WP h FDA 25387 L7z 2 5L oD pIIA/SIIA FBRE 254 5 i8R &
LCHET,

- ACTPen I, MiNIEH D U 27 AMEW 12 5L, EOBHE TRIATE 5,

WHEDT 72 ay

« T T 5T ACTPen A — b A V=7 X —%MHHT 5 12 A OTTO plIA KO sJIA BEZFHRHF L, B
FRO XIS B AR HBRBHANER O U 27 ORFEMEICHOWTBIET 52 &,

< MFBFNLT 7 7 LT SCPFS UL IV A~ B2 #itd 5 2 &,

77T 5T ACTPen 4 — ~A ¥ = 7 X —IZ X BHANER OV BEMARRENTh - T, BEHICEMEZZ
WMETHIICEERD/ XINEHEIED &,

<2019 4E 11 A 20 HBIMEHRATF>
CDS % 19.0 fRIZ T, 12 B o/ NREBFIZIIT D ACTPen OEAFIEBINE N, FRNAELZLLFICTR#HT 5,

2. CLINICAL PARTICULARS

2.2 Dosage and Administration

T 7T T SC KX PFS+& 2L E A & S (NSD) I L7 4 b RRUCEDEAICTRE SN D, L7
AV R B I RLRRIE O S K D TER OWTERY ) 27 038 % %, 12 AR O/NEEE ORI &
NDHRETIERNY,
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ZOMULFIZOWT BB « BHEARENT,
2.6.2 Post Marketing Experience
IR RERR S OBUEE S BT STz,

4. PHARMACEUTICAL PARTICULARS

4.1 Storage

EEGLIT PFS XIT T L7 4 )V Ry, ROVED /Ry r— DGR s S i AR A 4~ & TldZe v, PES X
X7 LT 4L B3 2~8°C (36~46°F) OMEENTRETHZ &, MLET, N bRi#ET 280 — F A
BREL, MRSETREAHROZ L, —ERBREN DY X7z PFS XTI 7 L7 4 /L RA1E30°C BLF T2
METIRETHENTED, PFS VUTT L7 4L RAUATEICH — R RIS LT hiE e b,

<2020 4 1 A 3 HEMEBRAF>

CDS % 19.0 JREGTICEEL T, 7277 57 ACTPen A — b U V= 7 X =D HGRENTWAHE (A—A TV 7,
AARA, VT rvadAy, KE) kT 5 EREZEMHEMEIT L Z — (Dear Health Care Provider Letter) 73%8H E 41
7eo ATICERNE 2T D,

RV B 2 — DR R, 12 R D sTIA OV plTA BRAEICB L C, NAEARMRMNESICRBIT DEER Y A 7 23R
ENTee Ry atbD s m— /ST — 2 R— 22BN T, FRNER I OO ERICE#ET 2 5 FEFRNR T L7
4 L R~ X% ACTPen & [EAEMJICBIIE L T2 Z & AR L 7EFIERSIX 720,

c THHEEBE LT, BUET 7T L7717 4L RNV KN ACTPen A — b A V¥ = 7 X —OMEHIE 12 5 LL Eo &
FITHIREN TV D,

CBTET LT 4V R XT ACTPen A — A ¥ =2 7 Z—% ANWTT 77 A7 AL TV D 12 AR D plIA
K OVSTTA BB IZDWT, 12 R OB IZH# LTV 5 PFS XTIV A~ Y B2 2HFT 5 2 &,

<2020 4% 6 H 9 HEMERATF >
PSUR (PBRER) tocilizumab - 11th Apr. 2019 to 10th Apr. 2020 £ ¥V, CDS % 19.0 fR~DUGETIZ A 2 T /L TIRAT
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LENUFET SN LW FEHREATF LT, PSUR NORHANFIZLL FOLEEBY THD,

HCP ~ DIzt

A AT )L

2019429 A, 20204F 1 H, KUr2020 4 4 AIHERESCENFITSNTZ, 7277 57 SC OIRMCEROEERY —
7Ly FOEHFICHE LT, HCP R UEKAIRT~TA Y T4 VHEEE 8 U TR Sz, ZOMECECE, HRO Y
=7 Ly EIOERFDO Y —7 by h~OEE G (FRC, B eEEW) At sn, RA3CEE CDS &%
18.0 AR OV 19.0 FRIC PRV R S A7z,

BHLOBIHENZ L 0, BHOBRMSTEO W IR HZEFITOWT S HCP GEFIAN K OERT) (28T 5 2 & B EdAHT
LTS, RFITERES L LT, BHoME, 2asgilicEiansd,

U EOHEDEFY, sIA KO plIA BEIZBIT 5 ACTPen A — A > ¥ = 7 Z —fEHIRORECEHT D77 T
LT OEFEMEE T L #— (Dear Health Care Provider Letter) 23R H &4, EOHAMFIZBI L CDS 235 19.0 il
BET &Nz, BARTIZACTPen A — A V= 7 X —DERZTF L TE LT, il L TWRWI b, ik
LARMRRTEIIARE L B 2 7, £72, CDS 5 19.0 R~OBGETRIZ, 77 7 57 SC ORRETIEICEET 2830 & ONF
HEREREE DB OEH S IR, REICHEL TE, —MRINRRENETH Y, ITHERERREE OB DTN L T
1, ENERREER R OCBOE R GC R O RIS T ENRM CEORIERIRBBEE A HIN L T\ b 2 &b, B
R COENRA CHBGETE DL LRI EII R E L ZE 2 50, 5% BRBROMREDIEEIEHH L L L,
FIZZ D%, CDS & 19.0 ~OWETIZEEY, 7277 5T ACTPen A — b A > V=7 4 —RNAGRENTWHE (4
—ARNTUT, AL A, Ve T rvad Ay, KE) T HEFRZHE A1) L % — (Dear Health Care Provider Letter)
DI, A 2T T NVOFRMLERGETCET 2 BMOSNERERE 2 AF L7122, ZHE TOAFIERNLHT- 2N
B3 <, B COENT CEURTFEO L EMREEITIAE L B2 50, 4% bFEROHRE DNEIZE DD Z
L,
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<2020 6 A 9 HAF>
2020423 A 27 RICA—RA N T U 7 OIRMCENRURET Shic, EREGTAIZLTO LB TH D,

- 4.1 THERAPEUTIC INDICATIONS, 4.2 DOSE AND METHOD OF ADMINISTRATION, 4.4 SPECIAL WARNINGS
AND PRECAUTIONS FOR USE, 4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS), 5.1 PHARMACODYNAMIC
PROPERTIES, 5.2 PHARMACOKINETIC PROPERTIES (Z2\C, sTAWZKT DR FEEICE 2T 77 LT T
DOFFHRD WA28118 FER DG RIS ETH S iz,

- 4.2 DOSE AND METHOD OF ADMINISTRATION IZ 12 ATl O/ NRIZKkT 2 7 L7 ¢ b KX (ACTPen) Dffi
MHIRRDSERE S 7z,

+ 4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE @ HEEHMEATEB R ONTREE ) TIFEME] BNEH S,
AR ORFHEMEICET 27 — 2 B S 7,
> T T LTINEHMEONIHER R ONTEED H 5 EF TR S a0
> FRBEROHEEDOH L BEICETL2E=42Y 7 & HEEFICET 2 1EH

* 4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE 0> [HEWVEfEES | (ZLLF OPNAE B S U7z,

FPEMEIRIE % T D BE IR ER (REELOIEEREE) oV 27 3M8Nd 5, AU A7, {50k
ERAOMEHA LD b, G ORESCHMICEET 2 L EX DN TWD, KIFEDY 27 BEWBETRTI
LR ENHER S D, £z, PREROE KO A BB IEEE @O ABET LD OEIC L - T, A
R QRSN ~ DOV R 2 IR T2 B B 2

+ 4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS)?® [if#gdk 0 L5 TRAET U v~ [FARNE 51 A% WA25204
B (ENTRACTE) OF7 —#IZHESEFEH INIZ,

- 4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS)? 3 2 iflitk OB b ORIVEM ) (CIFIHE R BEE %8
SNz,

- 4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS)IZ J% & (SREAfER OIHRANE) o U X Z7ICB LT TN
KPBRLE NI,

T

o

DA—A
U7
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INFORMATION
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20000291
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B, B KUOSEIRAOBAEY (#lRBIOR Y —7%25T)  REAMKEOIRAMEIERED, tocilizumab 17
WIEE THEST TV,

ULomEo LY, 20204E3 A 27 BICA—A M F VT ORMNICENYET SN, FHickV 227 & LT, Sl
WIEEZZ T CWDBEICKT 58 (REEEKOIEREGNE) (B o BmEnzs, avatid, KU X
7 %[ UHRHAI 7 T 2Bl A H L L TR Y, 7277 AT CEET A BEOREIT RN B X, AV TS
WET 7T LT ELTOY AT OFEEMENREEINTZZ LD, CDS OFH G ARE LR TRy, BlRR
TIEH R BZRERIEE IR E L B2 T, £z, ENIRMNCED 115, 200z, ROERKG D 2 7 8
DEILIRETIER) ) A 7 \ZH L CHERE AT > TR Y, il R R REIIARE LB 27,
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AENZ BT HHFE D PMDA G
PANESE R R L AF[E ] )
ANFARI kRS | A
<20204-6 A 18 HAF>
2020 £ 6 A 15 BIZHEE O T 7 7 5T SC O STENE 5.0 iRIZIET 241, 2. Do not administer ACTEMRA-SC in
W2 TARMAIE UC L-T X = R 2 Ede) OO BE R OO EDBEEIRO H 5 BE | 2NBRLE iz,
< ETHI>
2. Do not administer ACTEMRA-SC in
€ 9)
3) 7T AT SCXILT 7T 5T DRSNS 5B BuE o B
<UETH% >
2. Do not administer ACTEMRA-SC in 7
1)ActemraSC_ver AG-
€Y 1) 4
5.0 200615 20000587
3) 7T AT SC XILT 7T T DRSNS 5B BuE o B [

4y (FNAIE LT L-T AKX = VR 2 5 Te) (DO BE E O OBEER O & % B3

U EOHED LR, @EDOT 7T 5T SC OELENHF 5.0 BICKET S, L-7F=H\RELiRmm e L
TEHDIEANCBNC, DIHFEOBE R OBNEO & 2 BE~OR IS L T2 EMBR SR, #ENO ME
IRELTIIFNI BB A A RF A > (Pharmaceutical additive considerations guideline)  section 2.6 DIRAMFID U A b | 12
L-7 V% = R EER STV D 2 LICESSHEY R RIC LD, L7 A= U2 iRnm & L CE e
FEANZx L C—RICBER SN O TH D, ARENTRUICHN STV D AARERSIRINAIHES OHET
(3, L7 /=MD SC TORKMMEIL 20mg & ShTWb, 7277 47 SC TOMMEIT 19mg T, H
REIELTMAH S OBE OFRFANOMEHETH 5720, B TIXENTHT- 2L e EoBRIThneE 25
i, BINOZLREREEIIRNE L B 27,
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