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b P | B L e B LRI IR EI R B £ 2,400~3,200 A
FH I R TEER TG~ % — (http!//www.nanbyou.or.jp/entry/3946) ;gﬁﬁ“ﬂﬂ%
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U oarow | BB R, MERE. RRES. MATS) LAERTRAZRL. BMBZN. B
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LU, RRICHCHISSEWEEFEZEZRT L3 d 2 BB REL M E 35,
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e, I A N IA v EEZ—Fy FELTEEwFENRAITHD b
VU RX~7 (TCZ) (Bt b IL-6 Z&KPUER) ZEH L., S LIRSt
DIRGECA T XX ~T (CAN) (BUIL-1B HUik) Z=MEH T2 Z &30
DOEWE LTRSS HbN TS,

TCZ IR OHURER L TH Y | FEMRA (TCZ-1V) (T 277 L7
R R 80 mg, [F] 200 mg. [A] 400 mg ; FHAMEUSK) 23 JEAT L CBHSE &
AU, BEFIRERPIEOREI V U~ FX° s-JIA 1TxF L CIER A #h 70 KK ¢
bHZLIFREAINTEZ, T0%, AN T U X~ 7 FF N RA
(TCZ-SC) (775 A T® Fi¥ 162mg >V > ¥, [ 162mg 4 — kA >
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3.

FEANKITAR D BN OLAEKICHER » EFEFIZON
(1) BEAERACHEGR, KB ARTICRD ?S%XCT%M: L/TOHE&iHUR

<SCHRDORRFRITI5E. MRAE R, SCHK « pl 5 55 oD 13 7 BE H O AL 5

[E N Ak D 28 2 STk IZ D W CTPubMed Z 4 L . U\—F@*ﬁ%ﬁﬂffﬁ%ﬁ L7z, "systemic
juvenile idiopathic arthritis"[All Fields] AND ("tocilizumab"[Supplementary
Concept] OR "tocilizumab"[All Fields]) AND subcutaneous[All Fields] (~201947H
30 HHLAE)

AERL AEN LY L3I FR S (Limits : Clinical trial) THROA T & 3% kI3 M < |
BLRE 5L CTCZ-SCOs-JIAIZ k9 5 B IR thif sl B °randomized control study @ & 301k 1%
SN TWRWEZfHR LT,

D7D, KHFETIEIFDADR AR ICE > TR & LR o M EE “BLA Multi-
disciplinary Review and Evaluation BLA 125472/s31 Tocilizumab (ACTEMRA)” [2]
EHELLTRELE,

ZoWwEERNIX. BELITbNE ITCZIVDs-JIA~DIEER] TH D “A Study of
RoActemra/Actemra (Tocilizumab) in Patients With Active Systemic Juvenile
Idiopathic Arthritis (JIA) : (WA18221) ” OfEHE L. Z 0 EfTbivz TCZ-SCDs-JIA
~DigH | TH %5 “A Study of Subcutaneously Administered Tocilizumab in
Participants With Systemic Juvenile Idiopathic Arthritis: (WA28118) " ® k&,

[TWA28118D Z D% FEETORM TR EZMF T 2B (HEETT) | THD
“Extension Study Evaluating the Safety and Efficacy of Subcutaneous Tocilizumab

(RoActemra/Actemra) Administration in Systemic and Polyarticular-Course Juvenile
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Idiopathic Arthritis: (WA29231) "O@FBEEMEN G EN TN D

IR O RN HFDATIE, TCZ-SCOTCZIVIZK T 5 LB Z T 5 12+5
EHIErEN TV D

H. 24D DOIEBRIZ O W COFEMIFCKEE AN e (NIH) IZABR S TWD EL
TOR—L_X—=UTREBENTND
WA18221IZ-25W\W T
https://clinicaltrials.gov/ct2/show/NCT00642460?term=WA18221&rank=1
WA28118IZ-2>W\W T
https://clinicaltrials.gov/ct2/show/NCT01904292?7term=WA28118&rank=2
WA29231{Z25W\W T
https://clinicaltrials.gov/ct2/show/NCT02165345?term=WA29231&rank=1

UTONET, EFEiEHR &3 210 BN 2 5e# T 5,
: JRBRWA28118 D 5

D Tk

: PK/PD @ A

7RI S il

2 A O R

C R E &

@@@@@@

[D : IBHWA28118DHE]
“A Study of Subcutaneously Administered Tocilizumab in Participants With
Systemic Juvenile Idiopathic Arthritis (WA28118) ~
HEY : TCZ-SCOs-JIAICx T 2 HpEhne, Ak, a2 R+ 5,
WIET A > S ARBR (Phase Ib) . ZJfii%. Open-label, Hi[f & 24— b
2N« s-JIA 520
B2 - 521 [
eI : 2013428 H 15H ~201746 4 13 H
FHEFEMEE
1. 3EEhfe . TCZIE E-Fef i imfE (AUC)
2i% AT : Bl4EIFOh,day 5,14,42,70,85,88,98,182,266,364
215 UL I, 30kgsils : BALARFOR, 6h, 12h, day2, 5, 14, 42, 56, 70, 86, 87, 88, 90, 98,
182, 266, 364.
30kglL I~ : 0,6,12h on day0, 91;day 2,4,7,14,28,56,92,93,95,96,98,182,266, 364
2. FEWERE - MAEPTCZE EIRE (Cmax)
2r% A ¢ PAAAFEON. day 5,14,42,70,85,88,98,182,266,364
21 Ll . 30kgsil : BIA&MEOL, 6h, 12h, day?2, 5, 14, 42, 56, 70, 86, 87, 88, 90, 98,
182, 266, 364.
30kglL I~ : 0,6,12h on day0, 91;day 2,4,7,14,28,56,92,93,95,96,98,182,266, 364



https://clinicaltrials.gov/ct2/show/NCT01904292?term=WA28118&rank=2
https://clinicaltrials.gov/ct2/show/NCT02165345?term=WA29231&rank=1
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3. HWENRE . MAETTCZHEALIRE (Cumin)
30kg A : #% 5-Ai0h (dayO, day 84)
30kgll I : #% 5-fioh (dayO, day 91)
&R B H

- 15 IL- 63

- AR MEIL-6% AR (sIL-6R) %

- CRPIHE

- FRILERVERE HEE (ESR) fH

- FLTCZILIR G 5

- AEFESRAR

(@ : HiE]

wHE, (K1) Z#K,

1) 4840 s-JIABEHE Ext% L L, TCZ-IV 75 TCZ-SC ~EHEHIN 50%LLF & 725 &
91230 kg LA E. 30 kg RiIZE Y £+H1) 7=,

2) 30 kg LAk (n=24) 1% 162mg # & 1 [A], 30kg Aii(n=24)1% 162mg % 10 HIZ 1
=],

3) WM ERE (PK/PD) FFAfi : 14 O Ws & T 24 5] (30kg AKiiii : 8 i, 30kg LA I :
16 f51) & FFAf L 7=,

4) " PK/PD §Fffith. 30kg Riio#t % 10 HE& 505 14 B 5 ~ELHE L, Lk
B7IZSMUL7TZ 30 kg RiOXMBRHITIZI L DD 2HMEBORE LG & L,

5) 52 #HFFS F TD outcome DFEA 21T - 7=,




(E1)

Screening

(up to 21 days)
<50% Pts on TCZ IV

Interim PK/PD Analysis Final
n=24 (= 8 Pts <30 kg) PK/PD Analysis
Dosing regimen confirmed?
>30 kg — [ Ves
n=24 > 162 mg TCZSC . >
Qw ....i.....g
No i
<30 kg - Yes
n=24 > 162 mg TCZSC :
Q10D ) &P s g o
—»| No >
Recruit remaining patients
162 mg TCZSC
> Q2w »
Week 14 Week 52

Baseline

V=

SC = subcutaneous; TCZ = tocilizumab.
Source: WA28118 Final CSR, Figure 1, dated December 2017, page 24.

intravenous; QW = every week; Q10D = every 10 days; Q2W = every 2 weeks;

- WA28118 &N N# 52 alhs 3R

(4 2)

(&% SCHik 2 @ p48

BE L BIN B S, 44 B (86.3%) DIEBRAFr ¥ a— VA2 ER I,

K0 Hope]

(X 2)

isposition

Total Patients Enrolled
(N=51)
TCZ naive (n=26, 51.0%)
Prior TCZ (n 25, 49.0%)

v

TCZSC 162 mg Q10D or Q2W
< 30 kg BW
n=25
TCZnaive (n=15, 60.0%)
Prior TCZ (n=10, 40.0%)

Q10D (n=8; TCZ naive n=3)
Q2W (n=17; TCZ naiven=12)

TCZ SC 162 mg QW
2 30 kg BW
n=26
TCZ naive (n=11, 42.3%)
Prior TCZ (n=15, 57.7%)

Withdrew (n=4, 16.0%)
e Death (n=2)
e Lackof efficacy (n=2)

A

Withdrew (n=3, 11.5%)

Total Patients

Completing Study
(N=44, 86.3%)

e lackof efficacy (n=2)
e Physician Decision (n=1)

10




(2% 3CHk 2 : p56 £ 0 HFE]
cZMEOER (R1)
30kg REHEAF 25 #] : TCZ—1IV /5 OEFERE (Prior TCZ) 10 ], TCZ # 5 JE D
72WHE (TCZ naive) 15 #il, % Zckb 12:13, A4 5.1 ko
30kg UL F#EA Gt 26 5 © Prior TCZ15 5], TCZ naivell f5l, %7tk 10:16, FH)4
13.3 %,
Fo. 2R OMEM L 3 6] (10.3kg, 11.0kg, 11.5kg) & FEh T iz,

m‘ WA28118 Demographics and Patient Characteristics at Baseline
Tocilizumab
(N=51)
T i e T TCZ 162mg SC Q10D or Q2W TCZ 162mg SC QW
(< 30kg) (= 30 kg)
(N=25) (N=26)
n (%) n (%)
Sex
Male 12 (48.0%) 10 (38.5%)
Female 13 (52.0%) 16 (61.5%)
Age
Mean years (SD) 5.1(3.2) 13.3(3.2)
Median (years) 5.0 14.0
Min - max (years) 1-13 6-17
Weight
Mean kg (SD) 18.7 (5.7) 51.7 (13.1)
Median (kg) 19.6 51.7
Min - max (kg) 9.2-27.2 30.0-73.2
Height
Mean cm (SD) 105.9 (18.2) 155.3 (14.1)
Median (cm) 104.5 154.8
Min - max (cm) 79.0-136.5 127.7-175.6
Race
White 20 (80.0%) 21 (80.8%)
Black or African American 1(4.0%) 0
Asian 0 1(3.8%)
Amferlcan Indian or Alaska 1(4.0%) 0
Native
Other? 3 (12.0%) 4 (15.4%)
Ethnicity
Hispanic or Latino 5 (20.0%) 1(3.8%)
Not Hispanic or Latino 19 (76.0%) 20 (76.9%)

[(2EZ&E 2 pb8 L 1 kK]

“Extension Study Evaluating the Safety and Efficacy of Subcutaneous Tocilizumab

(RoActemra/Actemra) Administration in Systemic and Polyarticular-Course Juvenile
Idiopathic Arthritis: (WA29231) ~

HH) : TCZ-SCORMIN 22 ek, AL T 5,

WIET A o S Nkl (Phase I) . ZJiia%. Open-label, Hfjlf & 23R8 — |

ZME - p-JIA 4861, s-JIA 4841, ZIMEH O ¥ % o417 D WA28117 (pdIA) &

11
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WA28118(sJIA)» 5 U 7 b — b, ZEICHR2]MF R Tld, 0¥ (201748 11 H AL T
DGR T — Z i) 30kgAKlifi1861, 30kgh E19fIA Bk ST WD,
BIEWIM - R

JEHI © 20134E8H 156 A ~BI/EHELT H
Figure 11: WA29231 Study Schematic

JIGSAW Studies:

up to 52 weeks of treatment N=4g® LTE Study WA29231: up to 5 years
B of treatment (pJIA and sJIA)

—D‘ Screening®

N=48"

WA28117 (pJIA) TCZ 162 mg SC Q3W or Q2W

Open-label TCZ 162 mg SC (dosage
determined by JIA subtype and body weight

WA28118 (sJIA) TCZ 162 mg SC Q2W or QW

[ZE&CHk2 p64n~ b Bk

[® : PK/PD® A ]
TCZ-SC @ TCZ-IV (ZxtT 2 EMIRE DI L MEEZFERA T 572012, s-JIA BEFLZD
TCZ-IV O irBk WA18221 DRk SNz, (BEXLM 2 K 3,4, £ 2)

“As noted in the Clinical Pharmacology review, the median AUCs were
approximately 30% lower with the SC TCZ compared to the IV TCZ program in sJIA.
However, the applicant provided adequate justification, based on the exposure-
response analyses from the IV TCZ program in sJIA, that this PK parameter was not
relevant for the PK bridging strategy. The steady state AUCs following SC regimens
were within the range of the IV regimens in sJIA patients. Further, differences in
AUC are not clinically relevant given the flat exposure-efficacy relationship in the IV
TCZ program in sJIA patients (study WA18221). Thus, the Clinical Pharmacology
review team concluded that the 30% lower AUC is unlikely to result in compromised
efficacy following SC administration compared to IV regimens.” (% ik 2 pll &
Y k)

TR EYREE (Cmax,Cmin) (2 IV & SCIZEITRD 20, AUC IZEBWT SC Bt
DI B0%IRN = & AR S A7z, LA L, TCZ-IV @ sJTA B3 5k 5 o il bR 5 B il i

IZHED S IRFEE- VR OBR2 51X AUC ZIXERKRSGEE IR EBIIE)» o7, Lieno
C. Clinical Pharmacology review team | TCZ-IV (Ztb# L T TCZ-SC @ AUC30%#
TERR D R G FE B O TORBITRLIT S 20 &R T 7z,

12
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Mean Pre-dose Serum Tocilizumab Concentration-Time Profiles from Baseline to
by Treatment Group

Mean (£ SD) Pre-dose Serum TCZ Concentration Time-Profile by Treatment Group from Baseline to Week 52, Safety

Population
Protocol: WA18221 and WA28118

150

100

TCZ (ug/mL)

e 5

S0

e
It o 3
— H——
X
Lo
ol

20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Week

o
N
IS
o
©
B
&
I¥]
=
B
B3

* IV 8 mg/kg >=30 kg(WA18221)(N=52) W IV 12 mg/kg <30kg(WA18221)(N=40)
* SC 162mg QW >=30Ckg(WA28118)(N=26) SC 162mg Q2W <20 kg(WA28118)(N=17)

[(ZE& Wk 2 p34 2D FE]

* 2 L Summary of Steady-State PK Parameter Estimates of Tocilizumab in SJIA Patients

Aged 2-17 Years Old Following Subcutaneous Administration (Study WA28118) and
Intravenous Administration (Study WA18221)
SJIA Subcutaneous Administration (Study WA28118)
Dosing Regimen Weight Group Chmin,ss Cmax,ss AUCoweeks, ss
(ng/mL) (ng/mlL) (ng-Day/mL)
162 mg Q2W <30 kg 64.15 126.6 1298
(16.61 — 135.9) (51.67 — 265.8) (539 — 2792)
162 mg QW 230 kg 72.37 89.8 1154
(19.52 — 157.8) (26.37 — 190.2) (334 — 2370)
SJIA Intravenous Administration (Study WA18221)
Dosing Regimen Weight Group Ctrough,ss Cmanx,ss AUCGCweeks, ss
(ng/mL) (ng/mL) (png-Day/mL)
12 mg/kg Q2W <30 kg 65.86 274.4 1734
(18.99 — 135.5) (148.8 — 444.0) (840 — 2712)
8 mg/kg Q2W 230 kg 70.73 253.0 1631
(5.26 — 126.6) (119.6 — 404.3) (526 — 2779)

[ZE R 2 p24 7 D HREE]

AUCz2weeks, ss
X 4
— e
= &
8 i
g §
e
_
£ 8- 5
z = i
s 8 = i
3 s s s
= g b3
8 8.l = g =
&= T < 2
=
Z = E
E=1 o
= £
=2
2 2 - 1 = El
2 i : >
_ “ 2
?
s i E
8 -
12 mg/kg Q2W IV 8 mg/kg W2W IV 162 mg W2W ST 162 mg QW Sc
(WT = 30 ko) (WT == 30 kg) (WT = 30 ka) (WT >= 30 ka)
n=46 n=43 n=25 n=26
(Source: Population PK and PK-PD Analyses Report 1084039, Figures 49-50, pp 114-115)
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@-1 : A I DT O A S 5

»TCZ-IV & TCZ-SC % g L 7= (3% 3),
TCZ-SC Ol (¥ 514 52 WEFA) . TCZ-IV OMAE (5% 12 HEES) & B

DB ST TIEH 25, CRP » ESR + IL-6 * sIL-6R IZ DWW TEEZED TV,

[ZE TR 2 p.26 7 B iR EE]

: Comparison of Mean and Median Steady-State PD Markers (PK Population)

Dosing Regimen | n | Visit | Mean * SD | Median (min — max)
C-Reactive Protein (mg/dL)
TCZ 5C in 5/IA
162 mg Q10D or Q2W (BW < 30 kg) 25 Week 52 | 0.273 +0.249 0.200(0.20 — 1.23)
162 mg QW (BW = 30 kg) 26 Week52 | 0.381 +0.549 0.200 (0.20 — 2.45)
TCZ IV in 5JIA
8 mg/kg (BW 2 30 kg) 35 Wweek12 | 0.061+0.114 0.025 (0.012 — 0.658]
12 mg/kg (BW < 30 kg) 37 Week 12 | 0.376 +2.081 0.013 (0.010 — 12.688)
Erythrocyte Sedimentation Rate (mm/h)
TCZ 5C in SJIA
162 mg Q10D or Q2W (BW < 30 kg) 19 Week52 | 211+ 1.56 2.00 (0.0—5.0)
162 mg QW (BW > 30 kg) 23 Week52 | 3.65+4.59 2.00 (L.O—24.0)
TCZ IV in SJIA
8 mg/kg (BW > 30 kg) 36 Week12 | 4041 3.0(0.0-21.0)
12 mg/kg (BW <30kg) 37 Week 12 30+132.1 2.0(0.0-8.0)
Interleukin-6 (pg/mL)
TCZ SC in SIIA
162 mg Q10D or Q2W (BW < 30 kg) 17 Week 52 60.429 + 68.889 40.800 (13.70 — 297.00)
162 mg QW (BW = 30 kg) 20 Week52 | 49.947 + 55.430 25.20 (8.43 — 182.00)
TCZ IV in SJIA
8 mg/kg (BW = 30 kg) 35 Week 12 281.02 + 360.158 100.00 (22.90 — 1370.00)
12 mg/kg (BW <30kg) 28 Week 12 144.57 + 236.424 73.10(18.60—1210.00)
Soluble IL-6 Receptor (ng/mL)
TCZ 5C in S)IA
162 mg Q10D or Q2W (BW < 30 kg) 18 Week 52 764.83 + 271.32 737.0(270.0 — 1490.0)
162 mg QW (BW > 30 kg) 20 Week52 | 55800 + 227.28 598 0 (199.0 — 1070.0)
TCZ IVin SHA
8 mg/kg (BW = 30 kg) a5 Week12 | 772+179.5 776 (426 — 1140)
12 mg/kg (BW < 30 kg) 33 Week 12 | 770 + 204.5 790 (53 — 1040)

(Source: CSR for report WA28118, pages 273, 279, 283, 287; CSR for report WA18221, pages 530, 532, 687, 689)

[Z% ik 1 p.36 7> 6 k]

» [TCZ-TV 775 TCZ-SC ~8] 0 # % B (prior TCZ) | & [B#&I /5 TCZ-SC %1 L
72#f (TCZ naive) | Oz L7z
- (M35 IL-6 JREE (DWW T (X 5)

IL-6I3#E GZIEMTEA L, 12BBIZT TIRF LTV, Z O ILTCZ naived
THprior TCZRETH AR ICHER Sz, HEGZR128E 2 55280 O RHIZIZTCZ naive#t,
prior TCZE ORI ZITF O TIAE S (30kgbh E/ARNH) THZEITRD o7,
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: Median Serum IL-6 Concentrations in TCZ Naive and Previously Exposed to TCZ SJIA

5 2 - 17 years of Age
Study WAZ8118: Median IL-6 Concentration versus Time by BW Group
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fMedian ESR Following Tocilizurmab 162 mg Q2W or 162 mg Q3W in TCZ Naive Patients
8 nts with Prior Exposure to TCZ

Study WAZE118: Median Eryvthrocyte Sedimentation Rate Concentration versus Time by BW
Growup
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»Juvenile Arthritis Disease Activity Score (JADAS)-71 % H Tl 247 - 7=,
- TCZ-IV (75%HWA18221) & TCZ-SC (iFBRWA28118) o ki (IX9)

9 14: Comparison of Median JADAS-71 through Week 52 (WA28118 and WA18221)
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10 |: Median JADAS-71 Score (0-101) by Visit and by Prior TCZ Use (WA28118)
Ireatment TLZ S 162 mg QUL Or Q2W (< 53U ng Ireatment iLZ 50 102 lT\g Jwiz=3u Kg)
40
= 30kg A< i fif 30kg LL ERE
2 30
3 - naive TCZ
R o + TCZ prior
3
a g
§
5 10
g 4\ + ‘l’l‘hﬁ«l
31-“} %HM r;isrw
O"%,‘k‘e,%‘e,‘k‘o(%Q{%«(%o(q{‘s,@ ,z(‘c, Sop :'m%or%w%o,%o{& Q‘q}@%( o “oy “«(it"a, 'E‘o,%‘e,‘1{‘@(11(‘0,%'@(:L“s,%‘o,@%(%e(%o(z"‘@(6
R A A A AN R R A A A % v 0 Dl e oy N B B H D
visit VISt
Prier Trcatment: ~0—— TCZ Naive X FPriar TCZ

30kglL L/ KW EHHDHETY
(JADAS-71<1.0) L7z, F7z. prior TCZ# TIZTCZ-SC
FRELTEY, UOHBIEDL T ORKZR

* TCZ-SCORMM B R OB (K11)

naive TCZH#E 1% B 1h 4

(ZEZEE2  p.650 DY)
SR ETE B MR MR
(ZH) D HaZ D S IR TS

THERF ST,

EHMTHZFET TH D18 WA292317° 5 2017THE8H 11 A K E TOREET — %

(80kgA i HE 1841

30kgll ERE19HB) % fEAT L 7=,

[RonlzT —2 TiEd 208,

JADAS-THEIZEWE FMHEF I TWVWD L E R foifbf:o

L2 L. 30kgRiifi OfE T4 £ THEER SN 7= DIL8HI,
SN OHRTHY | ZOFE7Z1F TTCZ-SCHOE H
HZEITRETH S,

30kgll O BET1361E £ T

E@fﬁfﬁ%®£ﬁﬁ%rﬁ§ﬁ@ﬁ

Median JADAS-71 Values by Visit (LTE WA29231)

X 11

]

Median JADAS 71 Score [+/-IQR)

Visit

Treatment —©— TCZ SC 162 mg Q1CD or Q2W (< 30 kg) (N=19) — —» -

TCZ ST 162 mg QW (= 30 kg) (N=19)

ﬂ—

4
B¢

4
e &,
* 7

1‘))

(® : L4 LR ]

(ZECHR2  p.657 b k)

17




IV—91

TCZ-SCD 5218 F T O IREA K (WA28118: 8L H[M521) . & D% 2017TH8A K m D F
Rt s (WA29231;81 22 Wl [ 2l Jefil = 1.83642/0.774) & TCZ-IV D IR Bufs £
(WA18221; 81 22 [ M/ v sl = 1.184E/1.144F) NS N TV 5 (F£4),
TCZ-IVD iR & FAEkIZ, TCZ-SCOBBRTHIZIERFICRA LI O EFLEZRD
7o WA28118 T3St 2f], HERAETFLRTHIN R HRE SN TRV FEMELZIRT 5,

Table 16: Overview of Safety in sJIA in Studies WA28118, WA29231, and WA18221 (Incidence and AE Rate)

TCzZSC TCZIV
Study WA28118 (Week 52) Study WA29231 (Data cutoff Aug 2017) Study WA18221 (LTE cutoff May 2010)
F 4 162mg Q10D | 162mg QW All TCZ 162mg Q10D | 162mg QW All TCZ 12 mg/kg 8 mg/kg Al TCZ
or Q2w (230kg) or Q2w (2 30kg) Q2w Q2w
(<30 kg) (<30 kg) (<30 kg) (230 kg)
(N=25) (N=26) (N=51) (N=18) (N=19) (N=37) (N=50) (N=52) (N=112)°
Study Duration(PY) 22.95 23.79 46.74 14.73 35.52 50.25 57.18 63.81 132.40
AE 25 (100%) 25 (96.2%) 50 (98.0%) 10(55.6%) | 17 (89.5%) | 27 (73.0%) | 49(98.0%) | 51(98.1%) | 110(98.2%)
No. of AEs 233 328 561 83 170 253 559 489 1137
Rate per 100 PY 1015.3 1378.7 1200.3 563.5 478.6 503.5 977.7 766.3 858.8
(95% ) (889.1, (1233.4, (1103.0, (448.8, (400.4, (443.3, (898.3, (699.9, (809.6,
1154.3) 1536.3) 1303.8) 698.5) 556.2) 569.5) 1062.2) 837.4) 910.2)
SAE 5 (20.0%) 2(7.7%) 7 (13.7%) 1(5.6%) 1(5.3%) 2 (5.4%) 14(280%) | 9(17.3%) 25 (22.3%)
No. of SAEs 7 2 9 1 1 2 17 13 33
Rate per 100 PY 30.5 8.4 19.3 6.8 2.8 4.0 29.7 20.4 24.9
(95%cl) | (12.3,62.8) (1.0, 30.4) (8.8, 36.6) (0.2, 27.8) (0.1,15.7) | (0.5,14.4) | (17.3,47.6) | (10.9,34.8) | (17.2,35.0)
AE with fatal 2 (8.0%) 0 2 (3.9%) 0 0 0 ) 0 1 (<1%)°
outcome
Asvli::::i: 1(4.0%) 1(3.8%) 2 (3.9%) 0 0 0 2 (4.0%) 2(3.8%) 4(3.6%)
No. of AEs 3 1 4 2 2 4
Rate per 100 PY 131 42 8.6 0 o 0 35 31 30
©5%Cl) | (2.7,38.2) (0.2,23.4) (2.3,21.9) (0.4,12.6) | (0.4,11.3) (0.8,7.7)
AE leading to
dose morraption | 7 (280%) 5(23.1%) 13(255%) | 3(16.7%) 4(211%) | 7(189%) | 24(a8.0%) | 28(538%) | 57(50.9%)
No. of AEs 18 10 28 5 10 15 66 79 164
Rate per 100 PY 78.4 420 59.9 339 282 299 115.4 1238 1239
(95%cI1) | (465,124.0) | (202,77.3) | (30.8,866) | (11.0,79.2) | (135 ,518) | (16.7,49.2) | (89.3,146.9) | (98.0, 154.3) | (105.6, 144.3)
AE: adverse event, SAE: serious adverse event (BECWR2  p. 730 b HREY)

FECIEBNZ OWT (BELHR2  p.747> B SGER)

30kg Ry ICIB W T 2HIETHI 2B D7, LT, FETIERIC DV TRLH,

O : 8 B, TCZnaive #il, day 15 (Z/iliHifLd 723 1=, Day 1 12 #]E TCZ-
SC (162mg) % #& 5 L, NSAIDs REIBEREAT v A RELZJH L T\, Day 121
Byt day 13 1% & teif, day 14 IZFER A4, day 15 ICAERNT & L ik D2
Lo, NLFFREREHEMAELEZ1T O bUWHEETIEC, TCZ 1T K D HIERKYED
wELEZ BT,

WO : 13 w4 i, TCZ naive #il, Day 262 (24010, BRLAEF 2 W M 5-72 - 72 MK
Eiﬁ'bu (30kg LA |) 12V day 218 Bl O 5 ICEE, MTX, #EfE, 7 7uxt

MEEAT A FEZHEH, Day 239 £ TIZA&F 20 M0 TCZ-SC ##% 5 &h T
b\f:o Day260\ DT APt, day262 [ZIGE, Zldias N~ DT Lz, TCZ

IR D HEIEBYIEDOEBELEZ b,

Reviewer’s comment: sJIA @ IV-TCZ 55 (WA18221) TIISLTN 1 Hl7ZIF ThH -
T EIFERICET S, L L, WA28118281T 5 2 ADFET DRI, YLE iz
BROAWED P HIE) D WIE., i i Jﬁ_lﬁ‘éﬂ EMER D D, 0)*%%.
TITEGIE PR ORI DO Y 27 TH VO | WkE &L bRIBREAT oA FEZEZHHE
BomEmHH G RA L T\,

HEREIEIZOWVWT (¥ 5)
TEBIMEIZ OV T TICR#E T2 (BB L2 p.75% & i)
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Table 18: Incidence of AESIs and Selected AEs in sJIA in Studies WA28118, WA29231, and WA18221
TCZSC TCZIV
Study WA28118 (Week 52) Study WA29231 (Data cutoff Aug 2017) Study WA18221 (LTE cutoff May 2010)
162mg Q10D | 162mg QW Al TCZ 162mg Q10D | 162mg QW Al TCZ 12 mg/kg 8 mg/kg AllTCZ
or Q2W (230kg) or Q2W (230kg) Qzw 2w
(<30kg) (<30kg) (<30 kg) (>230kg)
(N=25) (N=26) (N=51) (N=18) (N=19) (N=37) (N=50) (N=52) (N=112)°
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Infections 22 (88.0%) 18 (69.2%) | 40 (78.4%) 9 (50.0%) 13 (68.4%) | 22(59.5%) | 43 (86.0%) 44 (84.6%) | 97 (86.6%)
Serious infections 4 (16.0%) 0 4 (7.8%) 1(5.6%) 0 1(2.7%) 9 (18.0%) 5 (9.6%) 15 (13.4%)
Opportunistic b b b
infections 0 0 o] 0 0 0 N/A N/A! N/A
Hypersensitivity 2(8.0%) 1(3.8%) 3(5.9%) 0 0 0 14(28.0%) | 10(19.2%) | 25(22.3%)
reactions
Anaphylactic o 0 0 0 0 0 1(2.0%) 1(1.9%) 2(1.8%)
reactions
Injection site
reactions 5(20.0%) 16 (61.5%) 21 (41.2%) 0 3(15.8%) 3(8.1%) N/A N/A N/A
i::””s bleeding 1(4.0%) 0 1(2.0%) 0 0 0 0 0 0
Neutropenia 5 (20.0%) 8 (30.8%) 13 (25.5%) 2 (11.1%) 3 (15.8%) 5 (13.5%) 11 (22.0%) 8 (15.4%) 20 (17.9%)
Thrombocytopenia 2 (8.0%) 0 2 (3.9%) 0 1(5.3%) 1(2.7%) 2 (4.0%) 2 (3.8%) 4(3.6%)
MAS 0 0 0 0 0 0 1(2.0%) 1(1.9%) 3(2.7%)
Incidence = Total number of patients with at least one of the AEs
a The “All TCZ IV" group includes all patients in the WA18221 safety population, including those in dose groups not show
b MedDRA basket for Opportunistic Infections not available for MedDRA Version 13
Source: BLA 125472/031 Summary of Clinical Efficacy, submitted March 2018, page 11

(BB W2 p.80OM D k)
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ZE K 2, p.10-15,87 IZIEBR O A ST\ 5,

PITERET 5,

sJTA IZ%} 9% TCZ-SC DIRBAFE RITN R 2 BT IR HERTH - 72, WA28118 |2
B 5 HMFMIL. TCZ-IVIC L A1HFICk ptkE L —FH L THB Y . TCZIV 7> b TCZ-
SC ~DE W Bz 0&EME, AHMEICOVTHMRIN TS, TCZIV i sJIA &I
LU TCHNRIBEETIEH A, —HOBE TIILEBICHEL, FARSRES SO
(EEOE ) oI/ d, TCZ-SC OHIT, BEFELIZE > THE LWUEDIA
RN L 727259,

sJIA BFICHRET H R THREREIZILULTOEY &35,

{KH : =30kg: 1A 162mg % 1 WM TR FET 5,

{RHE : <30kg: 17 162mg % 2 W E MM TR FTET 5,

72720, 2Ll RITER D,

YICH-GCP #HLO KRB Ic>W T, 2ogR&ET52 L.,

(2) Peer-reviewed journal DfRGEL, A &% « T F U ¥ ZZEDOHME IR

Cochrane T "systemic juvenile idiopathic arthritis"[All Fields] AND
("tocilizumab"[Supplementary Concept] OR "tocilizumab"[All Fields]) AND
subcutaneous[All Fields] (~2019 4 7 A 30 HEI{E) TH¥* L7=» Cochrane
Reviews IZ#ZM T HA X - 7TV R E 0ol

(3) HREBEA~DOEREFTRE & L COeHEIRI
2018 IR A ENTZH DO TH Y, HBEFE~OFLHITBLIR A (20194 7 H 31 H)
TRV,

(4) ZRNTMMEFEOBIRETA BT A ~D LRI
<IN T HHA KT A 5F>

Ringold S, Weiss PF, Beukelman T, DeWitt EM, Ilowite NT, Kimura Y, et al.
2013 update of the 2011 American College of Rheumatology recommendations

for the treatment of juvenile idiopathic arthritis: recommendations for the
medical therapy of children with systemic juvenile idiopathic arthritis and
tuberculosis screening among children receiving biologic medications. Arthritis
and rheumatism. 2013;65(10):2499-512.

s JIA DA T A BT D CERZZ0 . S CTOEGRETDO & D THh Y TCZ-
SC IZ oW TREHIE 2RV,
<HRIZBTDHA RT A FE>

TCZ-SC @ s-JIA IZxt 3 24 H DR IT 72V,
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TuA FEOWENKNHETH-T-7-, TCZ DBABLEML. RIBKEAT A R
FEA IR AN TTRE & 72 o T2 DB O 72 6O AR A 5 R IS B OR 1S BE R DR IE A e W T, BE N
ML B OKRRE., ARG Y U~ FIRBREH 2 & 5 TCZ BT A~ H
L7c, FHI~NEEH S, FRIER IBEICHE S SR ITMIE Sz, TCZ KT HEHNH
VR MR R 7 — R o /NGNS A H CTh D AREMEDN B 5,

FRRUEFIERE O X ST, MR TITEIRE R ICER T DEFAN LS FEEL, TD X
) IR BE DIRIFRIEIRE LT TCZ-SCITAIRBIREL L2V G EFE 2D,

(6) ki (1) 726 (5) B EATELEDZHMEITHONT

<G RHINLE ST IC DN T >

UUTFORBENS, TCZ-SC OALE-SIT & LTIid TCZ-IV & A OO AEE LU,
- RHELTIE, TCZ 1 s-JIA IZXf L CRIBREAT v A REOWRDIGHF R & L
T FFERA TIT T TIZ BAFRIBREAES S ST 2 23 BURIE TCZ-IV @
—iRTH D, BB WA28118 I LY s-JIA 12 L THIEM D TCZ-SC 25 S ni-
JEBI T, TCZ-IV o080 B X TZIEF THL AIMENHERINTWDH 2, B
1 2 OARPANZ G D T TCZ-IV, TCZ-SC N3 F b d Z & THEDIHEFE~DA
., EEOEOLESMFEIND,

<BEERE - HRITHONT>
AR - W BEFIRR CRORA 072 TRl &
4 By P AR M AR 1 B £ %

UTFTOBEENG, RELOEAMEE - RITZY LB 2T,

- WA28118 JABRf5 5725 PK IZHSWT TCZ-IV & RGNS b TCZ-
SC OHENREINTWVD,

- FDA 2B W\ TR RS FE MR MR 8 TR S, BCKTHEH STV 5,
AR TIE RV A 7T EEREBIZH L CRIBEE AT a4 REDRDIHEER
el LTbin, S$ERATIIT TICRERBEEBEIREI N TWS,

<EYEME - HEIZOWVWT>
WM - A&
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K 30kg LA E: 18] 162mg & 1 BEFME TR FET 5,

K 30kg Riii: : 18] 162mg % 2 WM TR FiET 5,

7elZ L, 2mkbl BIZIR S,
Lo mr6, EEME - HEZRE LT,
LR RIZIAH WA28118 THRO LN - AR TH 5,
cRETAREHFEELE LC, TCZIV O HEN 30kg Al OEF] TIIAH & Bk TR 7
LENBE D, KHTIX TCZ-IV O HEITEEICK ST [8mg/kg/2 ., JERIZ LY
8mg/kg/JH £ THAMNAFHE] TH LA, Bk TCZIV O &EiX 30kg Kl :
12mg/kg/2 # . 30kg LA L : 8mg/kg/2 | Th D,
< EEB I BRIZDVW T 0 WA28118 THEER S AV72 2 kAT DIE ] 8 Bl >\ T FIXITHR
4%, Wb Prior TCZ # T TCZ-SC ~UI 0 # 2 % & EMMERF N ER STV
2 DMl HRREBR 3D 7Tz o FDA TIHAERHIBRA G T 6 TWD, K TOEHIZS
WTH FDADHEHIHED 2 ENZETH D &M Lz,

Table 13: JADAS-71 Result of Patients < 2 Years Old and Lightest Weight (< 10 kg) in WA281

, JADAS-71
Subject ID BW TCZ Status Baseline | Week 10 | Week 26 I Week 52
< 2 years old
Rl 10.3kg | Prior TCZ 1.0 1.1 0.6 0.4
11.0kg | Prior TCZ 0.0 0.0 0.0 0.0
11.5kg | Prior TCZ 0.8 0.3 0.4 0.0
| <10 kg BW at baseline
i Ll | 9.2kg | TCZnaive 120 | 0.4 | 0.2 | 0.0

(BECHR 2 p.67 22D k)

o

L FEETARERBPOBE L O FIER

AT D sJIA BE x5 & U7 R RBGHE RA NS HCK TOMEMAEH R H 2 2
EPBTET VY AFHRELTND EEXOND, WS TO sJIA 21 & LI HiRR
BT, U X T IRMREIC OV T IV B L SC MANEITF O S, R
THRDRGELZICEEEZRES RO LRI T0D, ERNTO IVERAIOME -
AEIFHHTOL VA E— =B LTV I La2BExD L, SO SC HAD
AL - AR L > TEMNEF CTHEADREZGD 2 DTS HIAROBREDLHIHF S
Do Flo, HANRY U~ FRRBBEFEN L TV LA (258 JIASH T2~
) X< 7 R FERAIE A R A) 2BV T, sJIAICX TS v U X+ 7 SC A
BGROXENET -2 ZWELTBEY, O2ICHRPELNLTETHD, kX
D, ENICBWTGEMRBROEBIFRNETH L LHIT D,

ik

RIFTIIHF AR NRE - 21T TRV, T TICEET Y v~ F . BEflaMEh ik
K, BMEZEIRE CHREEHS SN TWD, [4]

a

25 3k — %

1. HIGHLIGHTS OF PRESCRIBING INFORMATION  (U.S.7 7 7 A Z iRfI3C
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)
2.BLA Multi-disciplinary Review and Evaluation.BLA 125472/s31.Tocilizumab
(ACTEMRA)

3.k B, B n, B R, BCE R0, ORRE PG, B 52, Tocilizumab 2R G
iz ko EEsRA A2y MAEFMEFRMEBRG XD 1 . N EZ K.
2014;77(11):1711-4.

AT 7T LT TFE162 mg Y Y - WL TIE 162 mg A— b ¥ =7 X — KA
XF
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