Aebopeva utodopLag xoprnynong Tou
Tocilizumab

X. Narayopag
PeupatoAoyog

Enwotnpoviko Zuunooio EMEMY
KaAapdra, 23 Maiov 2015




YUyKpouon cUUPEPOVTIWY

TwunTtikn xYopnvia amno tn Roche

EKTTallO EUTIKEC-EPEVVNTIKEC-OUUBOUAEUTIKEC

ETILYOPNYNOELC TNV TeEAeuTaLa OLeTi:




Pevpatoeldnc ApBpitda: Naboduaoioloyia

Monocyte

Adhesion Endothelial
molecules IL12 cells

Ansis = /\‘
(&)
()

S

Synovial tissue

TNF, IL1, IL6 Auto-antibody (RF, anti-CP, anti-RA33)

1 (@

‘( Plasma cell

Matrix metalloproteinases

Synovial fibroblast

o

-
~™

£\ \ )
W K—v ]




IL-6: MoAAQITAEC TINYEC KOl OTOXOL
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ocilizumab: AvBpwronoinuévo LoVOKAWVIKC
OQVTIOWHO KATA Tou urtodoxea tng IL-6
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eite oge ouvdvaopo pe MTX
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DAS28 <2.6 (24 eBéouadec)




2. e povoBeparneia vnepexel ano to Adalimumab

i Adalimumab (N = 162) M Tocilizumab (N = 163)

51,5% p<o0,0001

39,9% p< 0,000
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DAS28 <3.2 DAS28 <2.6




DappakokvnTikn-OapuakoduvapLkn

In patients with RA, [iv] tocilizumab treatmen

ormalizes CRP levels as long as the free seru

tocilizumab concentration remains 1mg/ml”

Blood. 2008;112(10):3959—-39¢€




ACCP

Clinical MeAétn Oaonc I/

Pharmacology

Mechanism-Based Approach Using a Biomarker
Response to Evaluate Tocilizumab Subcutaneous
Injection in Patients With Rheumatoid Arthritis

With an Inadequate Response to Synthetic
DMARDs (MATSURI Study)




MATSURI

2t0)0¢: Mpoodloplopog tng 6oon¢ sc TSC mou mapEXEL O€

aoBeveic pe PA €kBeon ouykpiowun pe iv TCZ 8mg/kg

2UUUETEXOVTEG: 32 aoBeveig pe PA ko ammotuyia o€
DMARDs

AVOLKTN ETIKETA, TUYOALOTIOLNON
— 81 mg /2W (N=8)

— 162 mg/ 2W (N=12)

— 162 mg /W (N=12)




Enineda pappakou

AlaKUpavon oto Xpovo , )
(162mg/2W) EAaxiota emimeda
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ATOTEAEOUATLKOTNTA
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In summary, this study supported the dose selection of the SC
ocilizumab dose that results in exposure comparable to that ¢
e approved IV tocilizumab 8- mg/kg q4w dose in the Japane
population. Coupled with efficacy and tolerability results, the
propriate dose of SC tocilizumab was determined to be 162

qg2w for Japanese patients.”

SC Tocilizumab SC Tocilizumab SC Tocilizumab
Bl mg q2w (n=8) l62mg q2w (n=12) l62mg qw (n=12)

Male, n (%) 0 4 (33) & (50)
Female, n (%) B (100) B (67) & (50)
Age, years 554 14 594+ 10 52414
Body weight, kg 5354133 5551 106 5891125
Disease duration, years 53+63 80495 9.3 4+65
RF positive, n (%) 7 (88) 9 (75) 8 (67)




MeAétn paonc Il vtodoplou TCZ (lanwvia):
MUSASHI

.

Multi-Center Double- Blind Study of Tocilizu

Subcutaneous Injection in Patients Having
Rheumatoid Arthritis to Verify Noninferiorit

Against Intravenous Infusion




MUSASHI

JUYKpLoN
Lsc TCZ 162mg 2W VS iv TCZ 8mg/kg q4W

ExBaon: Mn-katwtepotnta
2XEOLOLOUOG: Tu)aLoTtotnEVn dutAa TudAn
[MAnBuopuoc: lanwvec acBeveic pe evepyo PA ka

arnotvyia og cuvOetwa DMARDs rj/kat TNFi
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2XEOLAOUOC

sc TCZ 162mg q2W

Ox. DMARDs
Nat PRZ o€ otaBepn 66on < 10mg/D

iv TCZ 8mg/kg q4W




XopoKTNPLOTLKA aoBeVWY

TCZ-SC
monotherapy
(n = 159)

TCZ-1V
monotherapy
(n = 156)

Women, no. (%)
Age, yearst
Body weight, median (min, max) kgt
Body weight, kgt
<60 kg, no. (%)
=60 kg, no. (%)
Disease duration, years

Disease duration, median years
RF positive, no. (%)
ACPA antibodies, no. (%)

DAS28-ESR

CDAI score

Oral glucocorticoids administered, no. (%)
Dosage, mg/day#

Previous MTX, no. (%)§
Dosage, mg/week§

Previous anti-TNF agents, no. (%)

133 (83.6)
52.1 = 12.6

53.0 (36.3, 83.3)

53.8 + 8.7
122 (76.7)
37 (23.3)
7.3+ 7.5
5.1
126 (79.2)
142 (89.3)

6.1+ 0.9
34.2 + 10.3
110 (69.2)
46+23
128 (80.5)
8.2 +2.2
30 (18.9)

128 (82.1)
51.8 + 11.8
53.1 (37.5, 96.3)
54.4 + 10.1
116 (74.4)
40 (25.6)
8.0+ 7.3
5.9

131 (84.0)
142 (91.0)

6.2+ 0.9
33.7 + 10.8
92 (59.0)
47+21
129 (82.7)
8.2+ 2.3
17 (23.7)
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Entineda TCZ opou
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BREVACTA

2UYKpLoN

sc TCZ 162mg q2W VS Placebo \

2XEOLOOMOG: TuXaLomoLlnueEvVn dutAa tudAn

[MAnBuopoc: «Autikol» aoBeveic pe evepyo P

ko arotu)ia o€ ouvOetika DMARDs r/kat
TNFi




2XeOLOLOMOG

sc TCZ 162mg q2W
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XapaKTNPLOTIKA acOevwy

TCZ-5C 162 mg every  PBO-5C every other
other week (n = 437) week ([n = 210)

Demographics
Women, no. (%) 475 (85.8) 181 (82.6)
Age, mean * SD years 52.1 + 11.45 52.0 = 11.71
B Weight, mean + SD kg 70.32 * 16.63 70.04 + 15.76
Weight group, no. (%)
<60 kg 119 (27.2) 58 (26.5)
60 to <100 kg 292 (66.8) 150 (68.5)
=100 kg 26 (5.9) 11 (5.0)
RF positive, no. (%) 349 (80.8)1 178 (81.7)%
ACPA positive, no. (%) 359 (83.7)§ 180 (82.9)9
Duration of RA, mean * SD years 11.1 = 8.24 11.1 = 8.39
DAS28, mean = SD 6.7 * 0.92 6.6 = 0.94
Concomitant medication, no. (%)
MTX 161 (82.6) 174 (79.5)
Other DMARDs 76 (17.4) 43 (19.6)
Previous DMARDs, mean = 5D 1.3 £ 0.7 1.4 = 0.8
Previously failed anti-TNF treatment, no. (%) 89 (20.4) 47 (21.5)




ATOTEAEOUATLKOTNTA

.1 PBO + DMARDs (N=219) M TCZ SC 162 mg g2w + DMARDs (N=437)
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Ydeon DAS28

.41 PBO + DMARDs M TCZSC 162 mg g2w + DMARDs

p<0.0001

‘Ydeon DAS28




ATOTEAECUATIKOTNTO O€ UTIOOUAOEC aoBEVWV
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Patients, (%)

Patients, (%)
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Me MTX

BTCZ-SC 162 mg q2w (N = 361)
OPBO-SC g2w [N = 217)
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ACR20 ACRS50

Anotu)ia o DMARDs

BTCZ-SC 162 mg g2w (N = 348)
DPBO-SC g2w [N = 172)

ACRT0

ACR20 ACRS50 ACRTO
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Me aAAa DMARDs

BTCZ-5C 162 mg q2w (N = 76)
BPBO-SC g2w (N = 43)

21

B

ACR20 ACRS0 ACRTO

Anotu)ia og TNFi

BTCZ-SC 162 mg g2w (N = 89)
DPBO-SC g2w (N = 47)

ACR20 ACRS50 ACRT0
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AnoTeAECHATIKOTNTA VS BAPOC CWHATOC

ACRTO

Il TC2Z-5C 162 mg g2w
] FBO-SC g2w
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Entineda TCZ opou & BApoc owpatog




SUMMACTA

randomised, double-blind, parallel-group study c
e safety and efficacy of subcutaneous tocilizuma

ersus intravenous tocilizumab in combination wit

raditional disease-modifying antirheumatic drugs

in patients with moderate to severe rheumatoid

arthritis




SUMMACTA

2UyKpLon
Lsc TCZ 162mg qW VS  iv TCZ 8mg/kg g4W

ExBaon: Mn-katwtepotnta
2XEOLOOUOG: TuYaLoToLtnueEVn dutAa TudAn
[MANBuopoc: «Autikol» aoBeveic pe evepyo PA Kc

arnotuyia ae ouvOetikd DMARDs r)/kat TNFi
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2XEOLAOUOC

sc TCZ 162mg qW

2taBepad DMARDs
PRZ og otaBepr) 66on < 10mg/D

iv TCZ 8mg/kg q4W




XapoKTNPLOTIKA oBevwy

Tocilizumab-SC Tocilizumab-IV

162 mg 8 mg/kg
qw (n=558) qdw (n=537)

Sex, n (%)
Female 461 (82.6) 444 (82.7)
Age, years, mean (5D) 524 (12.29) 52.5 (12.50)
W) Weight, kg, mean (SD) 7407 (18.73)  73.82 (18.99)
Weight group, n (%)
131 (23.5) 129 (24.0)
374 (67.0) 358 (66.7)
53 (9.5) 50 (9.3)
) Duration of RA, years, mean (SD) 8.7 (8.18) 8.7 (7.94)
RF positive, n (%) 456 (73.5)* 465 (74.4)1
ACPA positive, n (%) 434 (72.2)% 471 (74.4)§
Patients receiving methotrexate,§ n (%) 503 (79.7)** 514 (81.5)**
Patients receiving glucocorticoids at 300 (53.8) 290 (54.0)
baseline, n (%)

"> W Previowsly failed anti-TNF treatment, n (%) 121 (21.7) 112 (209)

l..




MPWTOYEVEC KATAANKTLKO ONHUELO

2toOpuopévn dradopad: -4.0% (95% Cl, -9.2, 1.2)
OpLo un katwtepotntoc 12%
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ANOTEAEOPATIKOTNTA




ATOTEAECUATIKOTNTA

—l—TCZ-SC qw
—a—TCZ-IV q4w




——TCZ-SC qw
—a—TCZ-IV q4w
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AnoTteAeopATIKOTNTA VS BAPOC CWHATOC

W TCZ-SCaw <60 kg (n=131)

W TCZ- 1V B mgikg <60 kg (n=129)

W TCZ-SCow B0-100 kg (n=347T)

B TCZ-IV & mgfg B0 =100 kg (n=358)
TCZ-SCow =100 kg (n=53)
TCEZ-IY B mgikg =100 kg (n=50)
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Entineda TCZ opou

TCZ Cy;oyqn EBOOMGSEG O - 24

—m—TCZ-SC (N = 448)
—&—TCZ-IV (N = 493) * HC. ., ntov ubnAoteg

7 ylo to TCZ-SC
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SUMMACTA 97 eBdopadec (Avolktr enextaon)

TCZ-SC qw

TCZ-SC 162 mg gqw
+ Placebo-lV g4w

TCZ-IV q4w

TCZ-SC qw

Screening

TCZ-IV 8 mg/kg gq4w
+ Placebo-SC qw TCZ-IV g4w

24-week Follow-up
double-blind period : 72-week OLE ,',
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AnoteAeopatikotnta 97 eBdopadec

=—@—=TCZ-SC to TCZ-SC (N = 521) =—s&x—TCZ-IV to TCZ-IV (N = 372)
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AnoteAeopatikotnta (97 eBdopadec)

YtaBepn) PaPUAKOTEXVIKA HopPN
Bl TCZ-SC to TCZ-SC (N =521) [ TCZV to TCZAV (N = 372)
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AnoteAeopatikotnta (97 eBdopadec)
EvaAlayn ¢apuakoTEXVIKAC HOPPNC

M TSC-IV->TSC-SC (N=186) M TSC-SC->TSC-1V (N=48)

88,5
82,5




Aodalela




Aodalela
T USASHI(20cB5) | SUMMACTA (26 cB5) | BREVACTA 24 ¢B6)

162mgq2W 8mg/kgqdW 162mggqW 8mg/kgqdW 162mggq2W  Placebo
AE 89% 90,8% 76,2% 77% 62,7% 57,8%
2AE 7,5% 5,8% 4,6% 5,2% 4,6% 3,7%
Nolpwéerg 41,6% 45,1% 36% 39,1% 30% 28%
2. AOLUWEELG 1,2% 2,9% 1,4% 1,4% 2,1% 1,8%
ISR 12,1% 5,2% 10,1% 2,4% 7,1% 4,1%
KoakonOeieg 0 0 3 (<1%) 1 (<1%) 3
Odvartot 0 0 0 1(2AYn) 3 (ZAYn)
Avti-TCZ Ab 3.5% 0 0,8% 0,8% 1.6%

Ot aptuoi avtiotolyouv o€ aoTeVEic kat oyt o€ ouuBavta
ISR: Injection site reaction




akpoxpovia Aopaieia (97W): SUMMACTA LTE
I = T N T
N 631 631 186 48

AE 415.9 408.6 394.9 271.9
2AE 14.6 154 19.6 9.1
Nolpwéelg 108.7 105.6 97 84.6
2. AoLUWEELG 4 3.9 6.7 1.5
ISR 33.6* 0*
KokonOeieg 0.9 0.7

Oavartot 0.4 0.5

AcOeveic pe
avtl-TCZ Ab (%)

1.6 1.1

O aptduoi avtiotolyouv o€ ouxvotnta,/100 aoBevo-£Tn

ISR: Injection site reaction

*H entintwaon twv ISR otnv ouada TCZ-1V dev kataypapotav Ueta tnv 24n eBdouada,
aoU SeV yopnyouvtav Sc EVECELC.




AodAAELO: EPYAOTNPLOKEC TIAPAUETPOL

P SUMMACTA (24 £B5) BREVACTA (24 £B6)

162mgqW 8mg/kgq4W 162mgq2W Placebo
ALT (1-3 x ULN) 45.8% 39% 32.7% 12.8%
ALT (3-5 x ULN) 3.8% 4.1% 1.6% 1.8%
ALT (>5 x ULN) 1% 1% 0.2% 0
PMN (1000-1500/pL) 12.8% 9.7% 5.1%
PMN (500-1000/uL) 2.7% 3.2% 3.5%
PMN (<500/pL) 0.2% 0 0.2%
PLT (LLN-75K/pL) 8.6% 9.4% 6.7%
PLT (50-75K/pL) 0.2% 0.3% 0.5%
PLT (<50K/uL) 0 0.2% 0
Chol <200-><200 (mg/dL) 23.6% 29% 51.4%
Chol <200-><240 (mg/dL) 16.8% 16.5% 6.9%
Chol <200->240+ (mg/dL) 7% 4.1% 1.4%

Ot aptduoi avtiotolyoUv o€ aoUEeVE(C Kal oxL o€ ocuuBavta




JUMUTTEPACHOTA

To TCZ xopnyoupuevo umodopiwg S&v eival Ayotepo
QITOTEAEGLLATLKO KOLL EXEL TIALPOUOLO TtpodiA acdalsra
ue to TCZ xopnyoupevo evbodAePiwe os boon 8mg/ki
BX/4 eBdopadec

Ta debopeva avta emBePatlwvoviol Ao LEAETEC
HEXPL ~2 £TN ouVEXOUC Deparmeiag,

cuunepllappavouevwy acBevwy mou petataydnkav




Evdetn & Aocoloyia otnv EAAGSQ

0 RoActemra, o€ ouvduaouo ue uedotpeéatn (MTX), evdeikvutal pt
Ueparneio HETPLOC EWC 00BAPC LOPPNC EVEPYOU PEULATOELOOUG
oUupltidac (PA) oe eviAikeg aoUeveic, ol omoiol €(te avtamokpidnka

VETTOPKWC EITE ELUQAVIOAV I AVOXIH OE TTPONYOUUEVN Beparmela UE
O 1) TTEPLOCOTEPX TPOTTOTTOLNTIKA TG VOOOU QVTIPEUUATIKY (PAPUOKO

JMARD) 1 avtaywVvIOTEC TOU TOPAYOVTA VEKPWONE TOU OYKOU

NF). 2e autouc touc aoUeveic, to RoActemra pmopei va xopnynodei

¢ povodspancia o nepintwaon un avoxnc otn uedotpeéatn (MTX)




Evdeltn & Aocoloyia otnv EAAGSQ

Aogoloyiu
H cuvictopevn docoloyia stvar 162 mg vrodopiag pio opd v efdopdda.
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EvXxXpLETw

Arcades at Vallauris, 1927, Raoul Dufy



