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EuTTopikn Ovouaoia dpaoTIKAG
ovouaaia ouaiag

HUMIRA Adalimumab
ENBREL Etanercept
CIMZIA Certolizumab pegol

RO-ACTEMRA Tocilizumab

MOA

TNF inhibitor

TNF inhibitor

TNF inhibitor

Anti-IL6 inhibitor
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* AvtévdeiEn atnv xopriynon DMARDs
» Aucaveéia

* 2uvvoanpoTNTa
bd: Approximately 30% of RA Patients Treated With Biologics Receive Them ps Monotherapy

* 2ZUPHOPYWaon aoBevolg
a From Biologics Registries and a US Claims Database

RABBIT?

2 34%
Health care insurance WJ¥” BSRBR ‘
claims database® 21 [N 32%

30%

ARTIS*

i
i 30%

Swiss
Registry

39%

LORHEN?
I 12%

/

CORRONA?

30%

1
-

All registries/studies are anti-tumor necrosis factor (TNFa) focused, other than ORA (abatacept), AIR (rituximab), and RABBIT (aTNFs and anakinra)
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MEAETEZ 2YTKPIZHX
TCZ povoBepartreia vs MTX povoBeparreia

MeAETeg

ROACTEMRA MANBuou6g 2 XE0I00MOG Aldpkela JeEAETNG

® 24 gBdouddeg
MTX/naive MovoBepaneia pe TCZ
MT X/free £vavtl e Makpoyxpovia

MovoBepareia pe MTX TTapakoAoudnaon

AMBIIHGON

SATORI MovoBeparneia pe TCZ o 24 ¢BSOUGSEC
£VOVTL

MovoBeparmeia pe MTX

— MovoBepaneia pe TCZ ® (24 eBdopadeq)
SAMURA MTX/combination —

DMARDs-IR ;
MovoBeparmneia MTX/ cuvSuaouo ® 52 ¢Bdouadeg
DMARDs




MEAETEZ 2YTKPIZHX
TCZ povoBepartreia vs MTX povoBeparreia

MeAETEC

ROACTEMRA MANBuouég 2 XE0I00MOG Aldpkela JeEAETNG

® 24 gBdouddeg
MTX/naive MovoBepaneia pe TCZ
MTX/free £vavrtl e Makpoxpovia
MovoBepaneia pe MTX TTapakoAouBnaon

AMBII OGN

KUpilog okomrég:
—  ATTOTEAEOUATIKOTNTA (TTEPIOPICUAG ONUEIWY KAl CUMTITWHATWY: ACR 20) povoBepartreiag

pEe TCZ €vavTi yovoBeparTreiag e MTX
—  AoQAAEIQ (avemBUUNTEG EVEPYEIEG KOI EPYAOTNPIOKES EKTIUNATEIG)

AguTEpEUWYV OKOTTOG:
— ACR 50/70, DAS28, EULARr, HAQ-DI, FACIT

Jones G, et al. Ann. Rheum. Dis. 2010; 69: 88—96



Characteristics
Age, years (mean+SD)
Female, n (%)

RF positive (%)

Mean disease duration, yrs
Disease <2 years, n (%)*
Previous DMARDS, n
DMARD naive, n (%)
MTX naive, n (%)

Oral steroid use, n (%)
DAS28

TJC

SJC

CRP, mg/dL
ESR, mm/hr
HAQ-DI

*Safety population (TCZ 8 mg/kg, n=288; MTX, n=284)

TCZ (8mg/Kg)

n=286
50.7+13.1
236 (83)
75
6.4+7.9
117 (41)
1.2+1.3
115 (40.2)
191 (67)
137 (48)
6.8+1.0
31.8+14.8
19.1+11.0
3.0+3.3
49.9+27.9

1.620.7

MTX

n=284
50.0+12.9
224 (79)
75
6.2+7.8
125 (44)
1.1+1.4
129 (45.4)
190 (67)
133 (47)
6.8+0.9
31.1+14.1
19.2+10.6
3.1+3.4
49.4+26.1

1.5+0.6




*p<0.0001

AcOeveig (%)

**p=0.0023

69.9%

ACR20

***p=0.0002

B TCZ8 mg/Kg
B MTX
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Patients (%)

-0.5 -
-1.0 -
-1.5 -
-2.0 +
—2.5 +
-3.0 4
-3.54

357
307
251
201

151
101

MTX

TCZ 8 mg/kg

—-2.05

“Ypeon kara DAS28

12.1%

33.6%

MTX
(n=284)

TCZ 8 mg/kg
(n=286)

Patients (%)

90 -
80 -
70 A
60 -
50
40 A
30 -
20 1
10 -

0 -

EULAR response

. Moderate
B3 Good

82.2%

64.8%

MTX  TCZ8mg/kg




YynAd rooootd upeong (DAS28<2.6) og aoBeveig
ME TTpwipn P.A. o€ povoBepaTtreia

PA. <2 ye

B TCZ 8 mg/kg (
B MTX (n=125)

P.A. 22 years

B TCZ 8 mg/kg (n=148)

50 — B MTX (n=134)

42%
40

28%t

30 -

20

AobBeveig (%)

10

* Mean difference vs. MTX (95% CI) = 24% (11-37)
T Mean difference vs. MTX (95% CI) = 24% (14-34) Jones G. Expert Rev.Clin. Immunol. 2010;6(2):189-195



AMBITION w240 :

57,2% Twv aoBevwy TTapépeive o€ povoBepartreia e TCZ ota 5 €1n

--DAS28 <2.6 ®-DAS28 <3.2

90-
80 e Ll ==
70-
60 -
50
40
30-
20-
10 -

0.

Patients (%)

0z 24 1 72 120 168 192 216 24IO
Week#

DAS28 <2.6 0/138 55/137 65/121 69/115 70/111 73/107 62/100 58/87
DAS28 3.2 0/138 74/137 90/121 89/115 84/111 82/107 76/100 68/87

n/n = number of patients achieving response/number of patients with valid assessments

* Baseline in AMBITION; T LTE entry (243);
* Assessed numbers of patients decreased over time because some had .
not yet reached later assessments or had withdrawn. Jones G, et al. Poster presentation 454



MeTtaBoAr| (Trpocappocuévn péon TiPnA

10,0 7

Patients (%)

FACIT

50 ~

45

40 -

35 ~

30 A~

25 4

20 1

15 ~

10 A

5

MTX (n = 219)

Total cholesterol

45.8

13.2

0.4

TCZ 8 mg/kg (n = 226)

LDL cholesterol

21.8

3.1
0.0

Mo change 4 Change to
=240 mgidL

No change T Change to
=160 mgidl

O Methotrexate M Tocilizumab 8 mg/kg

Aocbeveig (%)

359

Patients with reduced neutrophil counts (%)

20 1

18

16

14 4

12

10 4

ALT AST

31.6
30.3

23.6

2.2

1.0

ULN-3xULN >3xULN ULN-3xULN >3xXULN

B MTX B TCz 8 mg/kg
7.7
10.4
7.7
341
241

’ﬂl 00 00

T T T
Grade 1 Grade 2 Grade 3 Grade 4

O Methotrexate ®mTocilizumab 8 mg'kg



AcOgveig, n (%)

JNEC Ol AE /6éppaTog Kai uttodopiou 10ToU, M'E

OJEVEG UE TO PAPUAKO

U 10 1\ 8YXUOT]

ynoav otn Ol1aKoTTr BepaTreiag

ynoav otnv aAAayn doooAoyiag

* pivitida(1), oiehoadevitida(1), rveupovia(2), onwn(0): 0,0,1,1

TCZ (n=288)
230 (79.9)/

4.1%, 0.3%
11 (3.8)
4 (1.4)
4 (1.4)
7 (2.4)
11 (3.8)

56 (19.4)
3 (1.0)

MTX (n=284)
220 (77.5)/

0.7%, 1.8%
8 (2.8)
4 (1.4)
2 (0.7)
1(0.4)
15 (5.3)

63 (22.2)
1(0.4)




MEAETEZ 2YTKPIZHZ
TCZ povoBepartreia vs MTX povoBeparreia

MeAETEG . ] . .
ROACTEMRA MANBUC NGOG 2 X010 NOG AlGpkela HeEAETNG

SATORI MovoBepareia pe TCZ e 24 cBBOIABEC
£VavTL

MovoBepamneia pe MTX

KUpl10o TEAIKO onuEio: mooooTd BeATiwong ACR 20 oTi¢ 24 £BSOUAEDES

AcguTepevovTa TEAIKA onuEia: ACR 50/70, DAS28, avramokpion EULAR, HAQ-DI, FACIT, SF-36

Nishimoto N, et al. Ann Rheum Dis. 2006;65 (Suppl I1):59

MTX (n=64) TCZ (n=61)

Aidpkela P.A. (éTn) I— 8.7 8.8
Méoog ap1Buog mponyn8éviwv DMARDs — 3.6 3.3
Ab0on KOPTIKOOTEPOEIBWV

5.4 6.1
(mg prednisolone equivalent) 4

Mean DAS28 évapéng — 6.2 6.1
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']

Patients (%)
(*))
=)

iy
o

20

p<0.001

80.3%

ACR20

ACR50

Bl MTX (n=64) [l TCZ (n=61)

ACR70

Patients (%)

100

80

60

40

20

DAS28 remission
ERSopdada 24

p<0.001

EULAR AvTatroékpion
EBSopada 24



AE Control group (64 TCZ group (61)
Pivo@apuyyitida 7 (10,9) 11 (18.0)
ZTopaTITISA 0 7 (11.5)
YrrepAimidaipia 1(1.6) 4 (6,6)
KegaAaAyia 2(3,1) 4 (6,6)
ESavenua 2(3,1) 4 (6,6)
AiGppoia 1(1.6) 4 (6,6)

AlaTapayxég avatTvVEUOTIKOU OUOTHMATOG, Bwpaka Kal pegoBwpakiou 4 (6.3) 3(4.9

2AE 4,7%

Mveupovia 1

6,6%
1
ZUMTTIECTIKA KaTtdypaTa orovOUuAIKAG oTHANG il

Kartdyparta auxéva Tou pnplaiov ootou

Noipwdng apbpiTida

MoAUTT0deg TTaX€0G EVTEPOU

Mapatnpndnkav auénoeig Twv AImdiwv oTnv oudda tocilizumab ol 0TToieg OUWG OTABEPOTTOINBNKAYV KOVTE OTO AVWTEPO PUCIOAOYIKO OPIO

H ouyvéTtnTa Kataypa@rg TTaboAoyIKWYV TIHWV NTTATIKWY £pyacTnplokwy egeTdocwy (AST, ALT, xoAepuBpivn) wg AE ATav eAa@pws uwnAdTepn oTnv opdda
™G MTX (8, 11 ,0%) ato 611 aTnv oudada Tou TCZ (3, 5, 2%), otabepoTtrobnkav tnv egdoudda 16

Aev avixveuTnkav anti-TCZ avtiowuarta




MEAETEZ 2YTKPIZHZ

MeAETeG

ROACTEMRA Ll

2XEQIQ0POG

MovoBepaneio pe TCZ

MTX/combination evavtt
DMARDs-IR MovoBepamneio MTX/ cuvduaouo

DMARDs

SAVIYURA

Kupiog oko1rég:

- AvoOTOAN TNG AKTIVOYPOPIKAG ECENIENG

AguTEpEUWYV OKOTTOG:

- AtroteAeopatikétnta (ACRr, DAS28, HAQ)

TCZ povoBepartreia vs MTX povoBeparreia

AlGpkela EAETNG

® 24 efdouadeg (evbilapeon
aéloAoynan)

® 52 gfdopnadeg (teAkn
afloAoynon)

Nishimoto N, et al. Ann Rheum Dis. 2007;66:1162-1167



145 157
53,1 52,9
82 80
24213 22214
2,8 2
30% 46%
37% 27%
5,4%32 54%£31
11:114:20:0 12:126:19
18:57:51:19 14:77:46:
14472 15,3 £
11,955 12,5 %6,
B0 £ 25 2 70,8 £ 27,
49 * 29 47 £ 29
6.5 6.5




H Udeon €xeL CUOXETLOTEL E TNV OVAOTOAN TNG KTWVOAOYLKNG EEEALENG,
™ BeAtiwon tng uoikAc SpaoctnplotnTag Ko tTng mowdtntog I{wng
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BEST study : 5 érn follow-up
Klarenbeek N B et al. Ann Rheum Dis 2011;70:1039-1046




P<0.01

7- )
o 6.1%
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Total Sharp
Score

P < 0,05 yia k@B¢ aUykpion

Il
B 7CZ8 mg/kg(n=157)

P<0.001
I I P<0.05

3.2%

Erosion score Joint space
narrowing



ERSouada 52
100 - L
M Tocilizumab 8 mg/kg

<
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O
z

20 -

0 \ /
ACR 20 ACR 50 \ ACR 70 /
n=145 n=157 n=145 n=157 \\n=145 n=157 //
/’
*p<0.001 A -



W Tocilizumab 8 mg/kg

100 - DAS28 < 2.6
e
— 80 - .
g 59%
D
w 60 1
o)
w
[
w 40 -
@
)
<

20 -~

3%
0 [ —

*p<0.001

ERSonGda 52

MHAG

—+— DMARDs

—— Tocilizumab




H ouvoAikry cuxvotnta eugaviong AE, repiAaupfavouévwy TTabBoAoyIKwY TIHWY KAl
gepyaoTnplokwy eCeTdocwy, ATav 89% kai 82% oToug aobeveic Twv opadwy tocilizumab kai
DMARDSs avTioToixa

H cuvoAikry ouxvoTnTa EuQAaviong copapwy aveTTiBUPNTWY EVEPYEIWV KATA TN DIAPKEIQ TNG
Bepartreiag, Arav 18% ka1 13% oToug aobeveic Twv opadwy tocilizumab kai DMARDs avrtioToixa

Pivogapuyyitida (tocilizumab 36%, DMARDs 32%), kai ATTIEC, TTAPODIKEC AUENOEIC TWV TIMWV
TWV £CETACEWV NTTATIKAG AsiToupyiag (LFT) TTapatnpri@nkav ocuxva Kal oTi¢ dUO OPAdEC

AvTIOpAoeIC Kata TNV Eyxuon: 7% (kepalaAyia, uttépTaon, vauTia, EJETOC, Kvidwan)

* Aug¢noeig Aimodiwyv ava@épbnkav Kupiwg atnv opada tocilizumab evw Ta péoa etitreda
XOANOTEPOANC oTaBepoTroindnkayv (217 + 39,3 mg/dL) Kovtd oTo avwTePO PUCIOAOYIKO OpIo

* AvTI-TCZ avtiowuaTta: 2.5%




MovoOepartreia pe BioAoyiko A

MovoBepaTtreiag
B.MN

2uvouaouog BioAoyikou A pe MTX




MEAETEZX ZYTKPIZHZ
BioAoyikou tTrapdyovta wg povoBepartreia évavti Biohoyikou trapdyovta o€ ouvduaoud pe MTX

MeAéreg

ROACTEMRA NMAnBuocpuog 2XedI100UOG Aldpkela peAETNG

RDBPC/phlll
JUYKPLTLKN) LEAETN YL TNV aAVASELEN
UTIEPOXNG H€T0!'§U TWV 2 BEPATIEVTIKWY o 24eBBOGEC

oxnuatwv tou TCZ.
MovoBepaneia pe TCZ
€vavtl

Juvbuaopou TCZ+MTX

ACT-RAY
o 52 gBOouddeg

DMARDs-IR/ MeAétn Taparipnong/phlVv
AGIESURE MovoBepaneia pe TCZ kot o 24eB3d0opdadeg
TNFi-IR Juvbuaopog TCZ +MTX




ACT-RAY

AITTAR TUQAR, TuxalotToinuévn, ph b peAéTn, yia TNV avadeign uTTEPOXAG

avaueoa ota dU0 BepaTTEUTIKA oXruaTa Tou Ro-Actemra (aTtroTEAECUATIKOTNTA KOl AOQAAEIQ)

Weeks 24-52

Continue
treatment

Weeks 0—24

TCZ 8 mg/kg IV g4w +

: Coni
continued oral MTX* ontinue

| treatment and add
open-label DMARD
—Ves — Continue
I treatment
DAS28 -
<32t Continue
| treatment and add
I open-label DMARD

MRI substudy: 63 patients, w: 0,2,12,52

IV =intravenous
* Oral MTX/PBO is blinded throughout the 2-year study
t Open-label DMARDSs other than MTX were added at Week 24 or later, usually if DAS28 was >3.2, maintaining blinding of MTX/PBO

Dougados M, et al. Ann Rheum Dis. 2013;72(1):43-50
Dougados M, et al. EULAR 2012; Abstract THU0093



24 g3douada:
TTapOMOoIa KAIVIK) ATTOTEAECUATIKOTATA OTNV povoBepartreia TCZ ye tov ouvduaoud TCZ+MTX

B 1cz + MTX (n=277) B 1CZ + PBO (n=276)
Nooota DAS28 remission Noocootd ACR anaviioswv
(mpwteVOV KATAANKTLKO ONUELO )
p=0.87
ns 1
(A =5.65, p=0.19,
- 95% Cl [-2.41, 13.71 -
60 | [ 1) | 80 71,5 703
70 - p=0.30
= 40,4 <
7]
£ 40 1 34,8 = 50 1
= = 40
IS g 407
o 30 A F
30 -
20 A 20 -
10 - 10 -
0
0 -

ACR20 ACR50 ACR70

ns = not significant
ITT population



52 g3douada:
TTAPOUOIA KAIVIKA OTTOTEAECUATIKOTATA OTNV JovoBepartreia TCZ pe Tov cuvouaouo TCZ+MTX

"Ypeon (DAS28<2.6)

607 p=0.025
ACR avtamokploelg £o o )
g 401 . 36.6
1 w
80 69.3 ¢g.5 M 1CZ + PBO (n=276) 3 301
70 1 ; [ TCZ + MTX (n=277) g .
. <
;\; °0 48.0 >4.3 101 n=112/
= 90 1 - 277
~a O
2 40 1 TCZ + MTX TCZ + PBO
> 30.0 30.4
<) 30 1
<
20 1 12.3 XAN (DAS28<3.2)
10 - 10.9 p=0.22
n=| 199 125 69 16 70- | |
0 ) ) " 62.5
ACR20 ACR50 ACR70 ACR90 60+ 57.2
< 504
< 40,
w
p value for all comparisons >0.1, differences not significant C‘E 30-
2 20
10 n=171/
0 277
TCZ + MTX TCZ + PBO

Dougados M, et al. EULAR 2012, Poster Presentation THU0093



24/ 52 ¢Bdopdada:
TTAPOMOIA ATTOTEAECUATIKOTNTA OTAV AVAOTOAN TNG AKTIVOAOYIKAG £€EAIENG 0Tn povoBepartreia TCZ pe Tov ouvduaoud TCZ+ MTX

5,0
n
(|Q 4,5 - Méon peraBoAn amd 1o gTSS MooooT16 aoBevwv Xwpig akTIVOAOYIKN £§EAIEN
(o)) —_
£ 4,0 - & 100 - 92,4
() c 85,5
£ 307 2 80
(<] 7)) -
§ 3,0 - B cz+ mTx (n=277) [ Tcz + PBO (n=276) g
£ 2,5 - g_ 60 -
“ 2.0 4 o
() ! p=0.36 <
@) £ 40 -
S 1,0 - 1 0,63 2 20 -
o 0,5 - 024 %40 0,35 =
= & 0
0,0 -+ i
’ Week 24 Week 52
ANUHOYPA@PIKE XAPAKTNPLOTIKA TCZ + MTX
otV £Vvapén TG HEAETNG (n=277)
Total GSS 30.4 (31.8)
Annualised progression rate 3.71
JSN score 14.7 (17.3)
Erosion score 15.7 (15.4)




Week 2
Week 12 TCZ + MTX (n=30) [ITCZ + PBO (n=29)

-0.1

Change in mean RAMRIS score

Synovitis

-0.9 -0.9

<0.001*
p _1l9

p<0.01*

p<0.0001*

* Wilcoxon Signed Rank test for no change from baseline within group

MRI utroavdéAuon:

mTwon ota RAMRIS scores yia upeviTida Kai ooTeimda Tapatnperidnke atd Tnv 2" eFOoudda e ONPAVTIKES dla®opég TNV 121 Bdoudda,
TTapOuOoIa OTN YovoBepaTrEia Kal aTov ouvOuaouod

®TCZ + MTX (n=31) ™ TCZ + PBO (n=32)

Osteitis Erosion
00 072 0,0
; _——
0.3

p<0.001*

-5.1

p<0.01*

Conaghan PG et al. Arthritis Rheum 2011; 63(Suppl. 10):S165.



Kauia diapopd a1o TTPo@iA aOPAAEIOG KAl avOoOoyoVIKOTNTAG 0T OUO OKEAN TNV 52 £Bdouada

AE (avd 100 PY)

2AEG (ava 100 PY)

2 0BapEc Aolpweels (ava 100 PY)

2. UVOAIKOG apIBuoc Bavatwy

Aucnoeig ALT, %(n)

n=244**

n=242**

>ULN-1.5 x ULN

27 (67)

17 (41)

>1.5-3 x ULN

25 (60)

14 (35)

>3-5 x ULN

8 (19)

2 (6)

>5 x ULN

3 (8)

<1(1)

AvTI-TCZ avtiowpata (ADAS), % (n)

4.7 (10/215)

5.4 (11/204)

E¢oudetepwTikG avTicwpata ADAs, % (n)

® From week 24 to week 52 approximately a third of patients in each arm
had received DMARD intensification

3.7 (8/215)

** Number of patients with normal values at baseline

4.4 (8/204)

AST = aspartate aminotransferase; ULN = 55 U/l for ALT and 40 U/l for AST; BL, Baseline



ACT-SURE

ph lllb avoixT peAETN exTipnoNg TNG ac@aAciag (AE, ZAE) Kal atroTEAEOUATIKOTNTOG
(ACRr, DAS28, ELARr) Tou TCZ ce DMARDs-IR/TNFI-IR

|
I
|
I
|
|
|
|
|
|
|
|
|
|
|
|
*y:82 ey:11.2 ey 11.7 :
FDASZE59 . | -DAs28:62 - DAS28: 6.0 o
* previous DMARDs (n): 0.5 « previous DMARDs (n): 2.5 « previous DMARDS (n): 2.5 |

Bykerk V, et al. ARD 2012;71(12):1950-4



Safety outcomes, % (95% CI)

AEs *

SAEs ¥

AEs leading to withdrawal

Infections

Serious infections

Grade 3/4 neutropenia (at any time point)
ALT elevations >60 U/l (at any time point)
AST elevations >50 U/| (at any time point)

TCZ (n=239)

82.4

(77.0, 87.0)
7.9
(4.9,12.1)
5.4
(2.9,9.1)
38.1
(31.9, 44.6)
2.1
(0.7, 4.8)
iL7
i1,
4.2

suggesting that a washout period may not be required?

TCZ +
1 DMARD
(n=1124)

75.4

(72.8, 77.9)
7.9
(6.4,0.7)
4.6
(3.5, 6.0)
34.1
(31.3, 36.9)
2.3
(1.5, 3.4)
2h7
16.6
7.0

Safety was similar after patients switched from a TNFi to TCZ with or without washout,

TCZ +
> 1 DMARD
(n=318)

80.5

(75.7, 84.7)
7.2
(4.6, 10.7)
6.6
4.1,9.9)
37.7
(32.4, 43.3)
1.6
(0.5, 3.6)
5.7
15.1
8.2

* nasopharyngitis,incresed cholesterol,headache,nausea,upper respiratory tract infection,diarrhoea,incresed ALT (lowest in TNFi-naive)

o higher in TNFi-previous




YtmroavaAuon TNFi-IR oTig 24 w

ZUYKPIOIPN aTTOTEAEOUATIKOTNTA OTN povoBepartreia pe TCZ kail oTov ouvduaopé TCZ + MTX

M TCZ povoBepaneia Bl TCZ + DMARDs
50 | p=0.78 30
41.6
=0.14 p=0.15
40 P
20.4
2 g 20
-a .6
> >
(V] (V]
? 20 ?
< < 10
10
0 72/173 205/532 39/173 94/532 27/146 62/436 29/142 (YLED]
0
ACR50 ACR70 CDAI SDAI

remission remission

p values are for the test of the “TCZ monotherapy = TCZ + DMARDSs hypothesis” using logistic or linear regression models adjusted for previous treatment (DMARD-IR/TNF-IR)
and baseline DAS28, CDAI or SDAI.

n/n = patients who responded/patients with efficacy output at Week 24

Ostor A. et al. EULAR 2012 Poster: FRI0179



YtmroavaAuon TNFi-IR oTig 24 w

M TCZ povoBepanceia Bl TCZ + DMARDs
90 - p=0.35 p=0.07
80 . 8.0 80.3
70 71.8
g 60 -
‘< 50 -
@
Cg 40 -
<
30 -
20 4
10 -
0 . 102/205  724/1250 98/146 315/439
EULAR DAS28 <2.6 HAQ-DI reduction from
good + moderate response baseline >0.22

p values are for the test of the “TCZ monotherapy = TCZ + DMARDs hypothesis” using logistic or linear regression models adjusted for previous treatment (DMARD-IR/TNF-IR)
and baseline DAS28, CDAI or SDAI.
n/n = patients who responded/patients with efficacy output at Week 24

Ostor A. et al. EULAR 2012 Poster: FRI0179



MovoOepartreia pe BioAoyiké A

MeAEteg

MovoBepaneiogB.M |
(1) Movo@epameia pe Biohoyiké B




ADACTA

TTOAUKEVTPIKK), TUXaIOTToINUEVN, DITTAR TUQAR, didpkeiag 24 w
oxediaopévn yia Tnv avadeitn utrepoxng avaueoa o TCZ kai ADA kai 01 dU0 wg povoBepaTreia

'EBAOMAAA 24 |

\

TCZ 8 mg/kg IV kaBs 4 eBSouAdeg

AoBeveig pe PA .
Sldpkeiag 26 (+ placebo ADA): n=163
MNVEG ,HE ’ )
duoavesia oTn . J 8 epOopadES
MTX, R} KATAANKTIKO nupaKo’Aouenon

ADA 40 mg SC ka0s 2 eBdopadsec onueio:
(+ placebo TCZ): n=162 ADAS28

-

OKOTAAANAN N
ouvéXIon TNG
MTX, pe
\ DAS28 >5.1

Tuxalomoinon
1

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

. KOpLa eutepeiovia KATAANKTIKA OnMEia :
: *Noooot6 twv acBevwv rnou netuyaivouv DAS28 Udeon

: *M0c0oTd TWV AcBEVGV TIov Tietuyaivouv DAS28 XAN

: *MNocooto Twv acBevwv tou netuxaivouv ACR 20/50/70
. OMOVTACELG

Kputripla Stdowong: <20% BeAtiwon amd tnv apxn og SIC kat TIC tnv eBSopdda 16 f HeTd
Oepancsia Sldowonc: EBSopadlaicg SC (ADA/placebo) evéoelg, To dappako tng LEAETNG TTOPEUELVE TUGAO

(10 ADAkau 7TCZ aoBeveis Siéduyav) Lancet 2013 Mar 18. pii: S0140-6736(13)60250-0.doi: 10.1016/S0140-6736(13)60250-0. [Epub ahead of print]



ADA TCZ
Méon TiuA XOPAKTNPICTIKWY évapéng N =162 N =163
HAwia, y 53.3 54.4
AwGpkela PA ('F:'l‘l'l) / 6.3 7.3
( eykataoctnuévn PA )
DAS28> 5,1 6.8 6.7

« AmapaitnTn n Tponyoupevn/Twpivy Beparreia pe MTX

-AoBeveig e duoavedia otn MTX A aoBeveig oToug oTToioUG N CUVEXNG XopPriynon MTX kpiBnke akatdAAnAn
-Kapia rponyouuevn Bepatreia pe BioAoyikd Trapdyovta
* OAa Ta DMARDs atrooupOnkav yia 22 eBOONAdES TTPIV TNV YPAMKNA EKKivhong!
Emirpémmovtav: yAukokopTikogidry <10 mg/d prednisolone 1 avTtioToixo av ae atabepr] d6on yia 24 doudadeg; NSAIDs av Atav o1aBepd yia =4 BOOUAdES



Méon peraBoAn Tou DAS28 tnv eBdopada 24

Méon petapoAn oto DAS28

0,0

v

=

2 0,5

3 Y,

F

w -1,0

o

E

c -1,5

o

2

. -2,0

: 1,8

'g -2,5

<

3 -3,0

_g B TCZ (n=163) B ADA (n=162)

= % 3.3 l ]

p<0.0001*
ADA 40 mg SC TCZ 8 mg/kg IV
+ |V placebo + SC placebo

n 162 161
Mpoocapuoouevn HECH TLUN -1.8 -3.3
Awadopa ( Slopbwpevn peon dwtadpopa ) -1.5
95% Cl StaoTnpa EPMLOTOCUVNG -1.8to-1.1
P value <0.0001




M ADA (N = 162) M TCZ (N = 163)

60% -

51,5%*

50% - :

40% -

30% -

19,8%

20% -

AcOeveic

10%

+95% Cl
LDA=4.5(2.7,7.5)
DAS Rem = 5.7

39,9%*

10,5%

0% -
DAS28 XapunAn Apactnpiéotnta Nécou < 3.2

DAS28'Ydeon < 2.6

*P < 0.0001 (vs ADA); significance was determined using a logistic regression analysis (covariates included treatment, region, and duration of RA).

LOCF was used for missing TJC, SJC, no imputation was used for ESR and Patient’s Global VAS. Non-responder imputation was used for missing data. If ESR=0 then ESR=1 was substituted into the DAS28

calculation to enable a non—-missing DAS28



90%
80%
70%
60%
50%
40%
30%
20%
10%

AoOBeveic %

0% -

***p<0.0001

B ADA40mg B TCZ8 mg/kg

77.9%

) I

Moderate or good

* k%
51,5%
19,8%

Good response



OR (95% CI): 2.0 (1.2, 3.0) B TCZ (n=163) M ADA (n=162)

P <0.005

70 65,0
f i OR (95% CI): 2.4 (1.5, 3.9)

60 7 P <0.0005
50 - 47,2 f l \ OR (95% CI): 2.3(1.3, 3.8)
40 - P <0.005

325

30

AcOeveic %

20

10

ACR20 ACRS50 ACR70

*P < 0.005 (vs ADA). P <0.0005 (vs ADA).

Significance was determined using a logistic regression analysis (covariates included treatment, region, and duration of RA).
LOCF was used for missing TJC, SJC. If CRP was missing ESR was substituted.

Non-responder imputation was used for missing data.



ADA group (162)
Pateients with at least 1 AE 134 (83%)

Infection AE 106 (65%)
Patients with at least 1 infection AE 68 (42%)
SAE 16 (10%) 19 (12%)
Infection SAE 7 (4%) 6 (4%)

Patients with at least 1 infection SAE 5 (3%)
Cellulitis 4 (6.3)
Perforated appendicitis 0 (0%)
Bronchitis 0 (0%)
Haematoma infection 0 (0%)
Infective tenosynovitis 0 (0%)
Parotitis 1 (1%)
Postoperative abscess 0 (0%)
Sinusitis 1 (1%)
Urinary tract infections 1 (1%)
Urosepsis 1 (1%)
Vestibular neuronitis 0 (0%)

Viral labyrinthitis 1 (1%)

i



Other SAE of special interest ADA group (162)

Myocardial infarction of acute coronary syndrome 2 (1%)
Stroke 1 (1%)
Cancers 1 (1%)

Hypersensitivity raection 1 (1%)

* [NaBoAoyIKEG TINEG O€ EPYACTNPIOKES ECETATEIS OTTWG:
- augnoeic Tpavoauivacwy Kai LDL
- TITWON TWV OUOETEPOPIAWV
EMpavioTnKav Kal oTa U0 OKEAN, ME TO TTOOOOTO TWV ACOEVWV YE M QUOIOAOYIKEC TIMEC UPNASTEPO
oTo okéNog Tou TCZ
* 2UVOAIKA ava@épBnkav 2 Bdavarol, kal ol dUo 010 okéAog Tou TCZ :

évag aipvidlog BAvaTog Kal £Vag a1t TTAPAVONN UTTEPOOCOAOYIA VOPKWTIKWY OUCIWV



MeAétec MovoBepaneiog Ynepoxn €vavtt tng MTX

TCZ vs MTX

ZUYKPLOLN ATTOTEAECHATIKOTNTA KALVLKI) KOlL QKTIVOAOYLKN) OTN
MeAéteg MovoOepareiog HovoBepaneia Kal 6Tov GUVSUAOUO

TCZ vs TCZ+MTX

Yriepoxn €vavti evocg TNFi

MeAétec MovoBepaneiog
TCZ vs ADA




ExTeTapEVO TTPOYPOaMMa KAIVIKWY doKIjwy @aong Il otn P.A.

> 4000 aoBeveig

OptiC;)n ~

TRIAL

SO
TOward > AvOskTIKOI 0 DMARD/MTX

TRIAL

L_ﬁﬁiea —~

TRIAL

Ambition MTX avTatroKpI10EévTEG

TRIAL

o
Radiate AvOekTiKOi o€ avTI-TNFa

TRIAL



MeTavdAuon 6 KAIVIKWV HEAETWV
Makpoxpova dedopéva atroTeEAEOHATIKOTNTAG TNG MovoOBepartreiog pe TCZ

—&- ACR20 =& ACR50 =¢~ACR70
100 — 8 7
6

{ J

80— e—*—°"

:! — .l _.—. @ =

Patients (%)
N O
o O
L1

DAS28 (ESR)
D
—

0 | | | |

0 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
Time (years) Time (years)

100 M o-o—0—®—0-0—0-0—0—9~0=0—9—0-¢

=®= EULAR KaAn /JETPIa avTaTTOKPION
== EULAR KOAR avTatrokpion

~®- Yoeon (DAS28 <2.6)

Patients (%)

Time (years)



Longterm safety and efficacy of tocilizumab in patients with
rheumatoid arthritis: a cumulative analysis of up to 4.6
years of exposure

Genovese M, et al. J Rheumatol. March 1 2013;d0i:10.3899/jrheum.120687

Improvements from baseline in clinical efficacy, measured as ACR 20/50/70 responses,
TJC, SJC, ACR core set components and LDA and DAS28 remission, were generally

sustained through at least 216 weeks of followup
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(TTpocapuoyr atro Ti¢ ouoTtaoels TN EULAR)

[[EpUAVIKEG OUOTACEIC YIa TNV dIadOXIKN BEpATTEUTIKN avTIMETWTTION TNG P.A. 2012

MTX( 15mg/w)+ Prednisolone

—

J 4-6 eBdopadeg

BeAtiotonoinon MTX, npocappoyr) Prednisolone

l 4-6 eBOOMAdEG

ocuvduvaouog DMARDs
MTX+LEF / MTX+SSZ+HCQ
.......................... .
3 MAVEG MONOGOEPATEIA
ME BIOAOTIKO NAPATONTA*
1°s BIOAOlIKOZz ABA, ADA, ETN, IFX, GOL, CER, TCZ
NMAPAIONTAZ + MTX
\ Y J
3-6 pRveg
2°s BIOAOlI'IKOZ ABA, TNFi, RTX, TCZ
NMAPAIONTAZ + MTX

*a 6coug xpnfouv povobeparreiag pe B.M.

Deutsche Gesellschaft
fiir Rheumnatologie eV,







Comparative efficacy of biologics as monotherapy and in
combination with methotrexate in rheumatoid arthritis
patients with an inadequate response to conventional
DMARDSs: A network meta-analysis

F. Buckley, A. Finckh, T.W.J. Huizinga, F. Dejonckheere,
J.P. Jansen

| Poster presentation 2171 | Tuesday 13 November 9.00am-6.00pm | Poster Hall (Hall B)




Objective and methods

Objective

*To compare ACR response at 24 weeks in RA patients with an inadequate response to
conventional DMARDs (DMARD-IR) receiving approved biologics as monotherapy or in
combination with methotrexate (MTX)

Methods

°A systematic literature review identified 22 RCTs that assessed approved biologic
therapies as monotherapy or in combination with MTX in DMARD-IR RA patients

— Studies evaluated tocilizumab (TCZ), adalimumab, certolizumab pegol, etanercept,
golimumab, infliximab, abatacept or anakinra

*ACR responses at 24 weeks were extracted and combined by means of Bayesian network
meta-analyses to obtain treatment effect estimates between all interventions included in the
analysis, whether directly or indirectly compared

*An assumption was made that the effects of the anti-TNF-a agents (aTNFs) are
exchangeablel?

— Based on this assumption, and the limited data identified for these therapies in monotherapy,
aTNF data were pooled

DMARD = disease-modifying anti-rheumatic drug; RCT = randomised controlled trial
1.Nixon R, et al. Rheumatology 2007; 46:1140-1147
2.Salliot C, et al. Ann Rheum Dis 2011; 70:266-271



Expected ACR50 at 24 weeks

B Placebo + MTX M aTNF*+ MTX Abatacept + MTX WMl TCZ + MTX
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* This network meta-analysis, involving indirect comparison of trial findings,
suggests that in DMARD-IR patients TCZ + MTX shows comparable efficacy to
other biologics + MTX

* In monotherapy, TCZ is likely to have a greater efficacy than aTNFs and
shows comparable efficacy compared to TCZ + MTX, whereas aTNFs are likely
to show lower efficacy compared to aTNFs + MTX

* Pooled from available adalimumab, certolizumab
pegol, etanercept, golimumab and infliximab data



f Results: Chance of ACR20, ACR50 and ACR70 responses with monotherapy is likely to be

7 greater for TCZ compared to aTNFs

Probability of better response as
monotherapy for TCZ vs. aTNF
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* Theseresults are in line with recently reported outcomes of a trial comparing TCZ and adalimumab?

1. Gabay C, et al. Ann Rheum Dis 2012; 71(Suppl. 3):152



