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>UYKpouon cUUPEPOVTIWV

e TLUNTIKEC apOLBEC yLa OULALEC KaL XOpPNYLEC VLA
nopakoAovBnon ocuvedplwv amo Novartis,
Janssen, Roche
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— AYKUAOTTIOLNTLKA
ontovOUAiTIda

— Wwplaowkn apBpitda

— Evtepomadntikn
apBpitda

— Avtidpaotikn apBpitida
— Abladopormointn




Baolko yopaktnpLoTiko twv 2MA elval
n tpoooAn th¢ omovOUALKNC 0TAANC

* DAeypovwodnc
ooduaAyia /

— Mpwwvn duokapia
— BeAtiwon pe tnv Kivhon | f’ \ \
7 ! > | : ll.‘
— Embelvwon pe tnv | ; )
, 8 >
avaroauon \ =S /
/ A



AykuAoTmtolnTikn omovOuAitida

2uvNOwc pooPANAEL
VEQPOUC avOPEC

MpocBoAn Lepolayoviwyv
Kol oTtovOUALKNAC 0TNANC

Mropel va tpooBaAAeL ka
nepLPEPLKEC ApOPpWOELC
(kuplwe KATW aKkpa)
Mpoodeutikn aykKUAwoN Tou
aéoviIKoU OKEAETOU-
TIEPLOPLOUOC KLVNTLKOTNTOLG

Advanced
ankylosing
spondylitis
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AykuAormonTtikn ormtovOuAitida-
AKTWVOAOYLKN ELKOVA

Bambob spine in Ankylosing Spondylitis
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AykuAoTmolnTikn omovOuAitidba
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TL ouvOEEL AUTA TA VOO OTAL?

MpooBoAn
aéovikoU
oKeAETOU

EvBeoomaBela
OoTteonopaywyn

loxupn cuoxETLION
ue to HLA B27




Ow ortovbuloapBpornabelec eivol paAAov
«outopAeypovwdn» voonuota Kot 0L AUTOAVOGCQ...

Quter world

Pathogen-derived

lipid/protein/nucleic acid
’ Pathogen uptake
4““' - and elimination
I‘I‘oll—like receptor

Dendritic cell

Innate immunity
€

Inflammatory
Inflammatory O o e R
cytokine and shock

Attack on virus
Authoimmunity

Attack on virus/
Incterh/tumor

Atuck by
antibody release
Allergic reactions
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D Mendelian disorders |
D Polygenic diseases

Autoimmune

Organ-specific +

95‘3\‘;‘& Pathogenesis of spondyloarthritis: autoimmune
or autoinflammatory?

Systemic lupus
erythematosus

Organ-specific
autoimmune diseases |

Multiple .
sclerosis_

' Inflammatory
bowel disease

Rheumatoid |
arthritis

+ Systemic

: Systemicjuvenile!
]_§_p_9_r_\_q¥_loarthropgthies . |idiopathic arthritis |

Gout and other
crystal arthropathies

Autoinflammatory

Nature Reviews | Immunology

Carmen Ambarus, Nataliya Yeremenko, Paul P. Tak, and Dominique Baeten



OL ortovOuhoapBpormnabdelec
oxetilovtal Loyvpa pe to HLAB27
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* MéeMloc tou petlovoc
OUOTNHOTOC
LoTOooU UPATOTNTOC
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[TelpopaTika LOVTEAQ

* To HLAB27

o LAlYOV LOLOKO TTOVTLKL Human HLA-B27 Transfected Lewis Rats
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H yevetikn enmifapuvon oTLc
omovOuloapBpornabeLlec Hev elval povo to B27
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* MNMoAupopdLopnoc otov
Genome-wide association study of ankylosing spondylitis identifies 1
non-MHC susceptibilty loci urtodoxea tng IL-23
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IL-12 IL-23

Figure 1. Structures of IL-12, IL-23 and their respoctive cell-sunface receptors. Single nucleotide polymorphisms in the genes coding
for IL-12p40 (1L12B) and IL-23R ( ) are associated with increased risk of psoriasis.i®!
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Oepareia ZIMA

* Mepldeplkn vOoOC e Afovikn voooc

WHICH AS-PATIENTS SHOULD BE TREATED
WITH ANTI-TNF THERAPY IN DAILY PRACTISE?

Vv
Treatment failure of
at least 2 NSAIDs over 3 months*
I[
v
eeeeeee d activity index:
BASDAI
plu:
Positive expert opinion based on parameters such as:
* Positive CRP/ESR
wwwwwwwwwwww
* Radiological progression
. D IVI A R D ( IVI I X Sf Z) . IVI z Q @ * Patient's history/clinical investigation
) *failure of intra-articular steroids if indicated,
and failure of sulfasalazine in patients with
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OTWC Kol otnv PA o

* 2EUN OLVT’OLT[C')KP}OH * JE N QVTATOKPLON
BloAoyikog mapayovtag BLOAOYLKOC TTOLPAYOVTOLC



H xprion twv avti-TNFa mapayoviwv
QNOTEAECE EMavaoToon...

2 NUOVTLKA MElwoN
novou-duokapuiog

BeAtiwon
AELTOUPYLKOTNTOC

2 NUOVTLK KALVLKN
QTOTEAECHATIKOTNTO

fpAyopn evapén
dpaonc

TNF Production, Action or Ncutrallsatmn
SYSTEMIC

Anti-TNF-a Protein-Engineered Antibodies
And Fusion Proteins

eric ur amzed Human Recombinar
Monoclonal I oooooooooo b
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/\ﬁ\/|

*PEG +PEG

CDR = complementarity-determining region,
PEG = polyethylene glycol.
Hanauer. Rev Gastroenterol Disord. 2004;4(suppl 3):818.

Certolizumab Pegol




[MpodlA achaAelog...

* [eVIKWC elvol pappako KAAWC AVEKTA

* [IpokaAoUV AVOCOKATOOTOAN Kol
npodLabetouv o Aolpwéelc. To mpodiA
aoPAAELOC ELVOL TTAVTWC OCUYKPLOLLO HME QUTO
TWV cVUPPOTIKWY Bepamelwy

* Y€ OTIAVLIEC TIEPUTTWOELC EVKOLPLOLKEC
AoLHwEELC



ATtapaitntoc o EAeyyoc yLa
AovBavouoa pupatiwon
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Mtb in aerosol
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Caseaous granuloma
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Infect n of
macrophages macrophages
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Granuloma

Key:

Macrophage  Foamy  Multi nucleated
macrophage  giant cell
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BCell TCell NKCell Neutrophil Dendritic Fibroblast Collagen
cell

TRENDS in Pharmacological Sciences

Aktwvoypadia Bwpakog
Mantoux/IGRA

Y€ MEPLTTWON
AavBavouoac pupatiwonc
xopnyouue oovialidn yla
9 unveg



Avti-TNF kat Kapkivoc....

* Aev dpaivetal va avéavouv tov Kivbuvo yla
epudavion KakonOeLac

e Aev YopnyouvTal O€ ATOUA LE LOTOPLKO
VEOTTAOLCLOTLKN G VOO OU



Neotepec Beparmelec...

e XTOoxeUoOUV KaTA Baon

tov afova IL-17/1L-23 &4 —o

immunity



AvaotoAn tnc IL-17..

e Secukinumab e ESalpetikn
QTTOTEAECHOTLKOTNTAL

otnv Ywploon

e Juykplolun
QTTIOTEAEOUATIKOTNTOC
e avtl-TNF og WA kaut
A2
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Clinical and epidemiological research

EXTENDED REPORT Secu ki n u m a b

Efficacy and safety of secukinumab, a fully human
anti-interleukin-17A monoclonal antibody, in
patients with moderate-to-severe psoriatic arthritis:
a 24-week, randomised, double-blind,
placebo-controlled, phase Il proof-of-concept trial

lain B Mclnnes, Joachim Sieper,” Jiirgen Braun,® Paul Emery,* ® AT[OTEAEG“(ITLKé Orr]v

Désirée van der Heijde,> John D Isaacs,® Georg Dahmen,’ Jiirgen Wollenhaupt,®
Hendrik Schulze-Koops,® Joseph Kogan,'® Shenglin Ma,'" Martin M Schumacher, "
Arthur P Bertolino,'® Wolfgang Hueber,'® Paul P Tak'* " LIJ A
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Time since dosing (weeks) Time since dosing (weeks)
Secukinumab 23 24 23 24 23 22 23 Secukinumab 23 24 23 74 23 22 23

Placebo 13 12 13 13 13 11 11 Placebo 13 13 13 13 13 11 11



ATIOTEAECUATLKO Kol oTnV A2

Anti-interleukin-17A monoclonal antibody secukinumab
in treatment of ankylosing spondylitis: a randomised,
double-blind, placebo-controlled trial

Dominique Baeten, Xenofon Baraliakos, iirgen Braun, Joachim Sieper, Paul Emery, Désirée van der Heijde, lain Mclnnes, Jacob M van Laar,

Robert Landewé, Paul Wordsworth, Jirgen Wollenhaupt, HerbertKellner, Jacqueline Paramarta, Jiawei Wei, Arndt Brachat, Stephan Bek,
Didier Laurent, Yali Li Ying A Wang, Arthur P Bertolino, Sandro Gsteiger, Andrew M Wright, Wolf gang Hueber

Responders, Responserate® Differencevs 95% credibility Probability

n %) placebot intervalt
Secukinumabi§ 14 (60.9%) 592% 34-7% 11.5-56-4% 99-8%
Macebo 1{167%) 245%

Baseline 6 weeks




Secukinumab

Eykplon ywa WA kat A

2uyKplopo podiA aoPpaAeLlog pe to aAAa
BloAoyika pappako

OxL EUKOLPLAKEC AOLUWEELC.

Mukntnolakec Aotpwéetc-Oxt
ocoPBapec/sukola SLaxelploLUEC



AvaoteA\ovtac tnv IL-23....

Human anti-p40

Qj {0

Human IgG;
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ORIGINAL ARTICLE

Comparison of Ustekinumab and Etanercept
for Moderate-to-Severe Psoriasis

Christopher E.M. Griffiths, M.D., Bruce E. Strober, M.D., Ph.D.,
Peter van de Kerkhof, M.D., Vincent Ho, M.D., Roseanne Fidelus-Gort, Ph.D.,
Newman Yeilding, M.D., Cynthia Guzzo, M.D., Yichuan Xia, Ph.D.,
Bei Zhou, Ph.D., Shu Li, M.S., Lisa T. Dooley, Dr.P.H., Neil H. Goldstein, M.D.,
and Alan Menter, M.D., for the ACCEPT Study Group*

Ustekinumab

MoVOKAWVLKO
avtiowpa Evavtl
IL-12/1L-23

[MoAU KaAa
QTMOTEAECHOTA OTNV

Jpwplaon



Ustekinumab og WA..

e Juykplolun
QTTOTEAECUATIKOTNTO UE

avtl-TNF

* OxL1000 ypriyopog .
HNXOWVLOUOG dpaaong E

* Juykpiolo rmpodil
aodAAELAC-OXL OXEON 0 + () Zofﬁif,pdf;il _ () s
LLE EUKOLPLOKEC UST 45 mg (v=205) ST 50 mg (n-204)

AOLUWEELC



Apremilast. ‘Eva kawvoupylo ¢pappako
otnv WA

* AvOOTOAEQLC
EXTENDED REPORT (I)Q)O'(I)O6LEO"[EpdGr] q-4

Treatment of psoriatic arthritis in a phase 3

randomised, placebo-controlled trial with apremilast, ° Ka)\(') T[pO(I)O\ ('10'(1)('1)\8 LOLC

an oral phosphodiesterase 4 inhibitor

Arthur Kavanaugh,' Philip J Mease, Juan J Gomez-Reino,® Adewale O Adebajo,*
Jiirgen Wollenhaupt,® Dafna D Gladman,® Eric Lespessailles,” Stephen Hall,®
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Marla Hochfeld,” ChiaChi Hu,” Douglas Hough,” Randall M Stevens,” Georg Schett G-protein coupled receptor
| M& /—| Apremilast
A QOverall Population (Primary Endpoint) B Biologic Experience /
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Patients Experienced Failures transcription factors
Patients
[-] Placebo [Z] Apremilast 20 mg twice a day B Apremilast 30 mg twice a day -

Decrease cytokine production




TL KAVOUE OTAV £VaC peupatonadnc umo
BloAoyLko mapayovta epdavicel Aotpwén?

* ALOKOTITOUE TIPOOWPLVA TOV BLOAOYLKO
rnopayovta kat ta DMARD

e JuveXLW(OUE TaL OTEPOELON AV TTALPVEL

* OeparmeVoupe TNV Aolpwén pHe avtiBlotika
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Toward a cytokine-based disease taxonomy

Georg Schett, Dirk Elewaut, Iain B McInnes, Jean-Michel Dayer & Markus F Neurath
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IL-12/23
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Rheumatoid arthritis

Giant cell arthritis

JIAJAID

Gout

Crohn’s disease

Ulcerative colitis

JIVAID

Psoriasis

Psoriatic arthritis

Ankylosing spondylitis

Multiple sclerosis

Drugs

Anakinra
Canakinumab
Rilonacept

Adalimumab | Tocilizumab
Certolizumab | Sarilumab®
Etanercept
Golimumab
Infliximab

Ustekinumab
Briakinumab®

Brodalumab*
Ixekizumab®
Secucinumab®
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