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2UYKPOUOT CUHPEPOVTWYV

Auoi3n yia tTnv TTapouaciaon amro T1n UCB

EKTTAIOEUTIKEC-EPEUVNTIKEC-OUUBOUAEUTIKEC ETTIXOPNYNOEIC
TNV TEAeuTaia dIETIA:

MSD, Abbvie, Novartis, BMS, UCB, Roche



1° MNMep1oTATIKO

[TAApwPa EAIKOTTTEPOU (aEPOVAUTIAOG), ETWV 32
Ywpiaoikd e€avonua Tpixwtou KEPAANS Kal AKPWV
[Tpwivr) duokauyia

2Uykauwn AE aykwva

ApBpiTida MK® augepw

AakTuAiTida AE d€ikTn

Mepikn) avratrokpion o€ MTX



2° MepIOTATIKO

Méhog OYK, 28 eTtwyv

‘EvTovn TTpwiv duoKauwyia
AAyOC IEpOAQyOViWwY AuOW
2TEPVOTTAEUPIKN XOVOPITIOA
ApBpiTida AE MNXK

Mepikny avratrokpion o NSAIDs



2° MNepioTaTiko
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Infliximab in the treatment of AS
Improvement >50% in BASDAI
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% of Patients

Adalimumab in PsA

A. ACR20 -O-Placebo —=— Adalimumab

80 - Double-blind Open-label

D
o
|

e
(=
!

]
o
I

U 1 I I I | I ! I I I I I 1
0 2 & 6 8§ 10 12 14 16 18 20 22 24

Genovese M. et al. Journal of Rheum. 2007



ATLAS
(Adalimumab Trial for Long-Term Efficacy and Safety in AS)
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Abatacept (prevents costimulatory binding)

Abatacept
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Etanercept - Improvement in disability of RA pts
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Etanercept (EMBARK study)
proportion of nr-axSpA patients achieving ASAS40

ASAS40 response at week 12 and 24
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Golimumab og nr-axSpA

GO-AHEAD
C Change From Baseline in Patients Achieving
ASDAS-C Over Time (FAS) BASDAI Over Time (FAS)
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Tocilizumab (anti IL-6R)

Concept of blocking IL-6 signaling by Tocilizumab
sIL-6R .




ADACTA:

Monotherapy treatment with either tocilizumab or adalimumab

DAS28 Mean (+ SE*) over time

DAS28

-o- ADA 40 mg + placebo (IV) (N=162) -m TCZ 8 mg/kg + placebo (SC) (N = 163)
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ADACTA

Swollen Joint Counts 28

(intent-to-treat population)
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Aéopeuon Twyv IL-12 kai IL-23

IL-23

Th17

Nestle FO, Conrad C. J Invest Dermatol. 2004



MocooTo acBevov

Ustekinumab in PsA, PSUMMIT |

ACR20
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EBdopadec
——-PBO (n=206) ——PBO —UST 45 mg (n=189)
UST 45 mg (n=205) UST 90 mg (n=204)

Mclnnes et al. Lancet 2013



AvaoToAegig IL-17 otn Bepatreia Tng Az, YA

IL-6
!II'_N1F Psoriasis/Psoriatic
IL-23 TGFB Arthritis

Secukinumab > Brodalumab (AMG827)
(AIN457) IL-22
Ixekizumab IFN-y
(LY2439821)

Strzepa A, et al. Pharmacol Rep. 2011;63:30-44.130]
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Secukinumab in AS

MEASURE 2, ASAS40 Response
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Certolizumab, Fc-free, PEGylated Anti-TNF

Cimzia® Cimzia®
Observed effects Clinical Hypothesis Ongoing research

T N

Only
PEGylated
anti-TNF

Only anti-
TNF with no
Fc region

Only
univalent
anti-TNF

Increased half life (14 days) and
hydrosolubility with reduced mast cell
degranulation (in vitro), compared to the
non-PEGylated protein

May explain observed enhanced
penetration of Cimzia, as compared to
Humira and Remicade, into inflamed tissues
in animal models

A clinical study with radiolabelled Cimzia
demonstrated rapid uptake into inflamed
joints; in 4 case studies, Cimzia treatment of
TNF-resistant patients resulted in fast
clinical resolution of oligoarthritis'®

Avoidance of Fc-mediated effects such
as complement- or antibody-dependent
cytotoxicity

Longer residency in inflamed tissues

Cimzia does not cross-link antigens to form
large immune complexes, which can cause
neutrophil degranulation, superoxide
production (in vitro), and increased
clearance

Enhanced tissue penetration®

Distribution of
Tc99m
radiolabelled
Cimzia® in the

hands of a patient
with dactylitis of the

. 4t digit of the left
15 minutes 5 hours 22 hours hand

Small immune
complexes mount less
significant immune
responses than larger
complexes and prolong
sustainability

Exxelerate

Pasut G. Biodrugs. 2014

Palframan R et al. J Immunol Methods. 2009.
Shim H. Exp Mol Med. 2011

Carron P et al. Arthritis Rheum. 2013
Schouwenburg P et al. Nat Rev Rheum. 2013



Rapid Induction of Response for Patients with a Loading Dose

Cimzia®
concentration (ug/mL)
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Lacroix B et al. Clin Pharm Ther. 2009



Responders (%)
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Rapid ACR Responses in Certolizumab pegol-treated
RA Patients by Week 1 — RAPID 1
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Rapid Improvements in Pain from Week

1

Improvement

Mean change from Baseline in pain (PtAAP-VAS) at Week 1
in certolizumab pegol-treated RA patients (RAPID 1)

Mean Change from Baseline

Actual Baseline Scores 63.6 62.1
n 199 393
0
-2
-4
-6
-8
-10
-12
-14
-13,9
-16 M Placebo
M Cimzia 400 mg at Weeks 0, 2
-18 and 4 followed by Cimzia 200
20 mg Q2W + MTX

Strand V et al. Arthritis Res Ther. 2009



< Improvement

Rapid Improvements in Disease Activity
In Certolizumab-pegol-treated PsA Patients by Week 1

—o—Placebo (n=136) —#=Cimzia® 400 mg at Weeks 0, 2 and 4 followed by Cimzia® 200 mg Q2W (n=138)
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Improvement

Rapid Improvements in Pain from Week 1

Mean change from Baseline in pain (PtAAP-VAS) at Week 1
in PsA patients (RAPID-PsA)

Actual Baseline Scores 60.0 59.7
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Gladman D et al. Arthritis Care Res. 2014



< Improvement
Mean BASDAI Score?

Rapid Improvements in Disease Activity in axSpA
with certolizumab pegol by Week 1

Mean BASDAI score in overall axSpA, AS and nr-axSpA subpopulations

=4 axSpA PBO (n=106) —&— axSpA Cimzia® combined dose (n=218)
—&— AS Cimzia® combined dose (n=121) —— nr-axSpA Cimzia® combined dose (n=97)
-<4- AS PBO (n=57) --# - nr-axSpA PBO (n=50)
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Sieper J et al. Arthritis Rheumatol. 2015
Landewé R et al. Ann Rheum Dis. 2014



Improvement

Rapid Improvements
In noctural pain from Week 1

Mean change from Baseline in nocturnal back pain at Week 1
in certolizumab pegol-treated axSpA patients (RAPID-axSpA)

Actual Baseline Scores 6.90 6.94
n 106 111
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Sieper J et al. Arthritis Care & Res. 2015



< Improvement

Mean Change in Daily Pain from Baseline

Rapid Improvements
In daily pain from Day 2

Mean change from Baseline in daily pain to day 7 in
certolizumab pegol-treated axSpA patients (RAPID-axSpA)

—e—Placebo (n=100) =—#=Cimzia® 400 mg at Weeks 0, 2 and 4 followed by Cimzia® 200 mg Q2W (n=110)
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Sieper J et al. Arthritis Care Res. 2015



Exxelerate: First Blinded Randomised Head-to-Head Superiority
Study Within the Anti-TNF Class

_ _ To evaluate the short- and long-term efficacy of Cimzia® compared with Humira, both in
Objectlve combination with MTX, in the treatment of moderate to severe RA that is not responding
adequately to MTX

nclusion Crterla: Cimzia® LD ek 12 responders:
" RA patients with an followed by Cimzia® 200 mg Q2W + MTX completers’
inadequate Cimzia® 200
response to MTX mg Q2W +
. . - MT X2 Week 12 > d ** ‘Cimzia® >
Biologic-naive ee non-responders :
. Humira
Positive RF and/or Humira 40 mg Q2W + MTX switchers’
anti-CCP n=916 1:1 randomisation
(no stratification)
Moderate to severe Week 12 responders*
RA: )
Humira 40 mg Q2W + MTX completers
— 24 swollen joints Humira 40
- +
E:;’AEZS(ESR) mgM?i\QV Week 12 non-responders** T
CRP 210 mg/L or Cimzia® LD (at Weeks 12, 14, 16) followed by Cimzia®
ESR 228 mm/hr Cimzia® 200mg Q2W + MTX Switchers
o
Primary % with ACR20 response DAé)zvg(lltEhSR)
Endpoints at Week 12 <3.2 at Week 104
4 ')
| |

Week 0 12 24 52 78 104



2UMUTTEPOCMATIKA

« Q1 BloAoyikoi TTapayovtec eugavidouv taxeia Evapen dpaoncg
KAl OTTOTEAEOUATIKOTNTAC OTn PeupaTosidr abpitida Kal TIC
2TTOVOUAOQPOPITIOEC — NON aT1Td TN 2" £fdouada.

 To certolizumab pegol epavicel OedolEVa
ATTOTEAEOUATIKOTNTAG ATTO TNV 1" ¢fdouada.

 Avaykn UTTapcnG TIEPICOOTEPWY OEQOUEVWY aATTO  AMEDN
ouykplion (Head-to-head comparison).



EMIZTHMONIKH ETAIPEIA FIA
TH MYOEZKEAETIKH YTEIA
(ENEMY)

21-24

Anpiiliov

80 Ethoio Emotnpoviko 2016
Z2upndoilo EIIEMY Avra

Imperial

Ofoxfnpwpévn Siaxeipion wwv Avtodavoowv Pieypovadov X s
Noonpdarov ka1 vwv afdfiov Muookefieuxdv ITabhoewv avia




