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Wwpiaon kot Ppwpltaoctkn opdpitida

K
Wwpiaon

* XpoOvia, BN HeTadotikn, PAsypovwdng
deppatonddela

* xopaktnpiletal ano tnv napovoia {wnpwg
EPUOPWV MAAKWYV TTOU KOAUTITOVTOLL OTTO apyupd
Afémua

* nMadnon e poKpOXPEOVLA TTOPEL TTOU
Xapoktnpiletal anod vpEoei KoL EEAPOELG

* TOAUTIOLPAYOVTLKNAG alttloAoyiog voonuo o
epdaviletol o ATopa HE YEVETIKA MPodLaBeon

Wwplaolkn apOBpitida

e Xpovia, npoodesutikn, PAsypovwdng dratapoyn Twv
oPOPWOEWV KoL TOU SEPUATOC

* EkdnAwvetal o€ mooooto £wg Kat 40% Twv acOevwv pe
Ywpiaon

e JIXETL{ETOUL LE OUVVOONPOTNTEC IOV EMiONG cUVOEovTaL
pne Ywpiaon

* MewwVEL TRV AELTOUPYLKA LKOVOTNTA KaL TNV IToLotnta
{wn¢




Wwpiaon: opltopoc Kat endnpioloyia

MpooBaAAeL mepinov to 2 % TOU MAYKOOULOU TAnOuopoU?

Hvwpéveg MoAtteieg kat Kavada: 4.6% ko 4.7% avtiotouyo?

2touc Adpikavouc, Appoapeplkdvouc, AAMwVEG Kat AoLlateg Kupaivetat oo 0.4 €wg
0.7% 2

‘EXeL utoAoyLoTel 0Tt ta 2/3 ndoxouv ano nra kot to 1/3 and cofapn Ywpiaon3

H ywpraoiki apBpitida paivetal va epdaviletat oto 5 £wg 30% twv aacOevwv pe
Ywptiaon.?

1. Nestlé FO, Kaplan DH, Barker J: Psoriasis. N Engl J Med. 361:496-509 2009
2. Christophers E: Psoriasis—epidemiology and clinical spectrum. Clin Exp Dermatol. 26:314-320 2001
3. Brandrup F, Green A: The prevalence of psoriasis in Denmark. Acta Derm Venereol. 61:344-346 1981



T UG Kupior KAivikoi Tummor Ywpiaong

Tomog

% aoBevwv Tou
mpooPARbnkav
oTrd TRV
Ywpiaon

Mepiypapn Twv PAafuv

Iyohia

Koréa mhékag
Ywpioon

75-80%

Orav avarmuyBei mAfpwg, n
pAGPn eival kahig opiapéwn,
epuBpa-1wdng, aTpoyyuhi n
wozeIdr¢ Thaka diapétpou 1
EKOT. | peyaAoTepn, KaAup-
pévr amTé apyupoeldeig
aompeg @ohidec. Mropei v
£ival oKoUpou ¥ pWHATITHOU
OE EYYPWHOUG | TKOUPOY pl-
poug avBpuTroug.

H mAfov kowvn poper Yw-
piaang, n omoia ovopalera
emiong we Wwpiaan vulgaris
(kown wwpiaan). O1 pAapeg
£ivall KOIVES £TTI TV OOTIKWY
TPOEEOX WY (TTX. AYKIDVEG,
yovara). O mhdkeg digupl-
VoVTal £WG £V OpITPEVD
péyeboc kal oTn guvexela
Topapévouy oTabepés yia
riveg 1 xpoviaL

LTayovoeldAg
Ywpioon

18%

MNohuapiBueg, pikpég PAaeg
oTayovosidolg oyNUaTIouod
pe DIGPETpO TTOU KupaiveTal
amd 0.1-1.0 exkar, kupiwg
OTOV KOpUo, OTd £yyUg akpa
kai o1o mpoowiro. O1 BAapeg
dev gival Téo0 £pubpéc 1| po-
Mdwrég 600 aTnV KaTd Thda-
KQC wwpiaar,

o kown oe Tandia kai
vEoug eviilikeg. 2uyva TTpor-
YEITAl QUTAG 1 OTPETITOKOKKI-
ki Acipwen. Miopei va givan
N apyikn exdnAwon e Yw-
piaang | pia otgia £bapan
NG MPOITTApYoUTAS ¥PovIag
KaTd Thakag ywpiadang.

Avaoctpodn
Ybwpiaon

12-26%

BaBuépuBpeg ) AeUKEG
emninedeg KOAQ
TIEPYLYEYPAUUEVEC TIEPLOXEC N
TAAKeC. Ta Aéra ouvnBwg
Aeimouv

xS0V AMOKAELOTIKA
KOUUTTTLIKEG ETILDAVELEG
(LaoxdAec, aykwviaiol kat
Lyvuokol B6Bpot, UTIoHdoTLEG
TITUXEG, OdAAOG, BOUBWVIKEG
XWPEC, LecoyAoutiala mTuyn,
Yevv. dpyava

Tuomowt Wwpiaong




KahOTITel Ao 1 TO peyahOTE-
PO PEPOG TN EMPAVEINS TOU
owyarac. 210 oTaDI0 aTTohé-
NG, HTOPE va aTTogha-
Baly peyakec meployéc Tou
Bépparog.

Phukravwdng 1.7% AmooTteipwpéves phoktaves | H péon nhikia exdniwong
WYwpiaon Tiou gvtomTi{ovTan oTig akd- | eivan Ta 50 &m.
HEG Kan T TIEAOTa 1 eV
KEUPEVES.
1. BEvtomaouén Apovia kan umoTpomalovta | ZUvaNTaTal ouyvOTED OF
Wiopiaan _ EEQVBAUOTT, JE KITPIVWITIES yuvaikec.
QAUKTQIVES TTOU EPgavifovTal
ot £pubpd, pohidwdeg dép-
pa. O phapec ev Biappn-
ywOovTal ahAG perarpémovTal
OF OKOUPOYPWHES KOpé-
Haopec.
2. Tevikeupévn Avipahee epuBpéc Tihakeg Mpdkeman yia pia omavia
Wopiawon - ToU BépUaTag OTIC OTIOIEG Hopr, amakahoUpevn emi-
SiapopgovovTal TohuapiB- | onc wwpiaon von Zu [ﬂgus«ch
HEC MIKPOOKOTTIKES ADKTAR | KQI 1] OTIOi gival TIOAD To-
VEG, GTIOU OTI) CUVEXEID Papr ko pepikéc popéc
anuoupyolvTar cubhoyic Bavarngpdpa. O1 acBeveic
TUau, o oTIoieC Pmopaly va | Tapoudialouy SUTTRWOTIKR
oTdoouy. aoBévela, P TTUPETS Kal
auenuévo apiBuo keukuy
aipocpaipiwy. Mrmopei va
TrpokhnBel amd Ty EvapEn i
Tn SiakoTr TG Bepameiag e
KOPTIKOOTEROEIDN.
EpuBpodeppikn ZoPapn kvnopwang ATiokaheiTal eTTiong amole-
Yuwpiaon 1-2% QAEYUOVE, QTTOAETTIOTIKY, TTOU | TOTIKG Depuarimda i wo-

plaaikn epubipodepyia, n
OTIoia avamTUTCETal TUVE-
Buwg we EGapon e Xpoviag
KaTd TAGKOC Wwpiaonc,
ahha JTTopei va edgavIoTE
KOl Wwg apyIkn ekBihuan e
Wwpiaong. H péan nhikia
ekBihwonc Tne eivar Ta 50
£tn kan Tipoopablhel auyvd-
TEpQ TOUC Gvdpec.

Tonolw Wwpilaong




Wwpraowkn apOpitida
= H apOpitdba

o ‘Emetan tnc Ywpiaonc: 75% . &
o MapAdAAnAn pe tnv Ywpiaon: 10%
= Mlponyeital tn¢ Ywpiaong: 15%

= Jyuxvotnto:

= 7-30% twv acOsvwv pe pwpioon

o HAWkieg: ATto tnv edpnPeia kot neEpa (Ewc 45-64 sTwv)

= Avdpec:Nuvaikeg 1:1



Tonolw WwpLaoiknc apBpitidog

TOmnog Zuxvotnta
AcUpHETPN OAlyoapOpitida 70%
ZUMUETPLKA TOAVapOpitida

, 15%
(opowalouvoa otn PA)
AfoVLKN vOOoOC 5%
ApBpitida twv AOOD <5%
Kataotpodikn apbpitida <5%

- ouxvh EMIKAAUYN TWV TURTWV KATA THV TOPEia TNG
vooou
- «EEXWPLOTESY KAVIKEC EKONAWOELC :

EvOeoitida

AaK'tUM'tl&l




2uoxetioelg Pwpiaong kot WA: xpovog ko Ektaon BAABNg

2tadlakn avénon cuxvotntac KE Th Mapodo Tou Xpovou

B % of patients with psoriasis who develop PsA per annum

e Cumulative% of patients with psoriasis who develop PsA
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Christophers E et al. J Eur Acad Dermatol Venereol. 2010 May;24(5):548-54

ErutoAacpog tnc Wwplaokng ApBpitidog oe
AocOeveic pe Wwpiaon os Zxéon pe tov Babuo
Aeppatikic MpooBoAng

PsA@prevalenceln@soriasis@atientsl
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Gelfand JM et al. ] Am Acad Dermatol. 2005;53:573-577



2UVOALKO £TNOLO LATPLKO KAl GOPUOKEUTIKO KOOTOC TNC PWPLOLGLKNAG
opOpitidac kat aykuAomointikng omovouAitidac

$25,000 -

Health care costs {unadjusted mean per patient)

$20,000 -

$15,000 -

$10,000 -

$5,000 -

AS

B Medical costs

Prescription drug costs

PsA

Mé£go LaTPLKO KOOTOG KOTA TV SLapKeLa
nopakoAouOnong 12 unvwv ano Baon
dedopévwv pe xthadeg aacBeveic otigc HMA. Zto
LOLTPLKO KOOTOC UTtoAoyi{ovta oL VoonAeieg, ot
EMLOKEYPELG OTAL ETLELYOVTA KOl OTA EEWTEPLKA
Latpeia. Ta ocuvtayoypoadoupeva pappoKa
nepltAappfavouv BroAoytkd Kot pun BLoAoyika

dappaka, oL TLHEG o€ SoAdpra HMA.

Greenberg JD, Rheumatol 2016;43:88-96



KAwvikécg ekdnAwoelc Wwplaoiknc ApOpitidoc

Wwpiaon
MNpoofoAn
VUXLWV

ApOpitida

EvOeoitida
35%

AokKTuAitida
35%

Nepidpepikn npooBoAn
(60-90%)

!

}

!

!

MoAvapBpitida
(RA-like)
25% = 65%

OAwyoapBpitida

65% > 25%

MNpooBoAn AD
(OA-like)
10-20%

Kataotpodikn
<1%




Awayvwon tnc Wwpraotkng ApBpitidac: Ta Kpitipia CASPAR

Nivakag 1. Kpttripio CASPAR (10)*

1. Ywplaon
o. Tpéxovoa (2)

B. lotopiko (1)

V. OwKoyeveLako LoToplko (1)

2. NpocBoAn ovuxwv anod Ppwpiaon (1)

3. Apvntikn e€€taon ywa RF (1)

4. AaktuAitida (1)

a. Tpéxovoa

B. lotopwko

5. AKTLVOAOYLKEG evOEeigelg e§wapOpLkou
OXNMHATLOHOU VEOU ootou (1)

Enti Tou napovtog Umapén npooBePAnpévou anod Pwpioon SEpHatog j vOoou Tptxwtol kepaAng cupdwva
ME TNV Kpion peupatoAoyou N deppatooyout

lotopiko YPwpiaong nou pnopei va AndOei and tov aoBevi, TOV OLKOYEVELAKO LATPO, TO SEPUATOAOYO I} TO
pEVpaTOAOYO

lotopwko Ywpiaong oe cuyyeviy npwtou 1 deUtepou Babuov cupdwva pe tnv avadopd tov acdeviy

Turnkn ovuxoduotpodia anod Ywpiaon, cupneptAappavopévng tng ovuxoAuvong, tng Bobpiag kat tng
UTTEPKEPATWONG, TIOLPATNPOULLEVNG OE TPEXOUOO OVTIKELMEVIKN £€ETaON

Me onotadnmnote pEBodo ektdg anod latex, aAAd katd tpotipnon e eviupo-ocuvdedepévn avocoppodntiki
Sokipaoia n vedpelopetpia cupPwva pe To VPO avadopAag TOU TOTKOU EpyaoTnpiou

Oiénua og 0AOKAnpo to SAKTUAO
lotopLKO SaKTUALTIOOG KATAYEYPOHEVO ATIO PEVUATOAOYO

Acadn¢ 00TEOMOLNCN KOVTA 0T 0pLA TWV 0POPWOEWV (HE AMTOKAELOHO OLWGE TOU OXNUATLOHOU
ootedduTwVY) oe anAég aktvoypadiog xepov i modiov

*Evag ao0evig yla va mAnpot ta kpuenpla tng Opadag MeAétng Tagwvopnong Wwplaowkng ApOpitidag (CASPAR) npémneL va £xel pAeyovwdn
apBponadsia (apOpwoelg, omovOuAikn otAN 1 €vBeaon) ne = 3 Babpoug amnod 5 katnyopies. RF = peupatosldng mapayovrog

8[6 lKétnta 99% Vla 'tl‘]V taglvé I'ln o-rl tnq PSA 1. Mease P. Arthritis Care Res (Hoboken). 2011;63(Suppl 11):564-S85; 2. Strohal R et al. J Eur Acad Dermatol Venereol. 2013

3. Mease P, Armstrong A. Drugs. 2014;74:423-441.




H Ypwplaon mEpa ano to dEpua

MNpocOLa payoetditida

N. Crohn

EvOeoitida axtAAeiov



ApBpitida ADD: Wwplaolkn R oocteoapOpitida




Wwpiaon ovuxwv

25-50% twv acBsvwv pe Ppwpioon

F van den Bosch et. al, EULAR2007 abstract FRI0472



AoKTUALTLO QL




Ritchlin et al, N Engl J Med 2017;376:957-70



Wwplaokn ApBpitida: eUKoAn  SUGKOAN dLayvwaon otav SV UTTAPYXEL
evepyoc Ywpiaon f otav autn dev eivatl KAWIKA ERPOVAC




Wwpraokn apOpitida xwpic Stayvwopevn Ywpiaon

PSORIASIS

|||||||||||||||||||||||

[Ebows

Psoriasis, After Treatment
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H WA avnKeL O0TLC 0pOoapVNTIKEC oTtOVOUAOLPOpotAOELEC

, , Kolwva xapaktnplotika:
Aovikn Nepudepikn

ZriovéulapBpitida ZrovéulapBpitida = MpocPoAn aovikol okeAETOU

Nepidepikn apbpitida
= EvBeoonabeia
" |pLbOKUKALTLOQ

= Ywpiaon

= MpooBoAn evtépou
Mn AKTVg poofodn P

A&ovikn Sp? ' = Anoucio pEVHATOELS0UC tapayovia

" Yuoxétwon pe HLA-B27

Raychaudhuri S, J Autoimmun. 2014;48-49:128-133



2rtovOoulapBpomnaBdeiec: lepodayovitida cuvnOwe etepontAsupn otnv WA

AnAn aktwoypadia Mayvntiki topoypadia




«— Joint resorption
'\Ank losis
Y!

y .
| Erosion

Achilles’ tendon

Calcaneus

AKTLVOAOYLKA

XOPOAKTNPLOTLKA TNG

Ywplaciknc apOpitidoc

Panel A show arthritis mutilans, with pencil-in-cup
deformities (arrow) and marked bone resorption
(osteolysis) in phalanges of the right hand. The
hand radiograph in Panel B shows joint resorption,
ankylosis, and erosion in a single ray. Panel C
shows enthesophytes at the plantar fascia and
Achilles’ tendon insertions. Panel D shows
syndesmophytes involving the cervical spine, with
ankylosis of facet joints (arrow). Panel E shows
bilateral grade 3 sacroiliitis. Panel F shows a
paramarginal syndesmophyte bridging the fourth
and fifth lumbar vertebrae. Panel G shows bone
marrow edema in the second and third lumbar
vertebrae in a patient with severe psoriasis and a
new onset of back pain. The high-frequency (15-
MHz) gray-scale ultrasound image in Panel H
shows synovitis of the metacarpophalangeal joint.
Distention of the joint capsule is evident (arrows).
The confluent red signals (box in the lower part of
the image) with power Doppler ultrasonography
indicate synovial hyperemia.

Ritchlin et al, N Engl ) Med 2017;376:957-70



Duowkn €€€Aén tnc Wwplaoiknc ApBpitidoc

‘Evtovog mévog Kal avannpia

Napapdpdwon Touldxiotov 5 apBpwoew
2
o
<]
-0
2
v
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)
B , , J
,:‘_: TouAayiotov 1 duaBpwon Y
?} 47% Auénpévn Bvnopdtnta Adyw CVD
[a4]
| |
T | I I I
Evapén Tne 10 12 20 30
Wwpiaong

‘Etn

(Nepimov 30% Oa epdaviosL PsA)

20%: ZoBapn/Kataotpodikr) vooog

Gladman DD et al. Ann Rheum Dis. 2005 Mar;64 Suppl 2:ii14-7



WA: KaBuotepnpEvn SLAyvwon - ZUVETIELEC

KaBuotépnon petaév
Evapéng CUUMTWHATWY — 1S eKTinoNG oo PEVUOTOAOYO:

Ektipnon amno psupatoAoyo 1 xpovog
80 1 KaBuotépnon dtayvwong ywa > 6 HVeg
60 - 51
4,25
4 -
% 40 " E
30
@)
= 3
2
20 -+ § 2,2
2 -
S 1,47
T
0 - (@)
< 6 months <1year < 2years 1- 0.42
O -
Erosions Functional No. of DMARDs/ DMARD/
disability TNFi failures TNFi free
(HAQ)

Haroon M et al. Ann Rheum Dis. 2015 Jun;74(6):1045-50



KaBuotépnon otn dtayvwon otnv WA

H kaBuotépnon tn¢ dtayvwonc tnc WA yia mepLocoTtePOUC oo 6 HRVEG CUMBAAAEL otn SucuEevN
g€€AEN tng vooou

11 — 10.6 (1.4-80.6)

10 —

4.6 (2.5-8.2)

Odds ratio (95% Cl)

2.3 (1.2-4.4) 2.2 (1.3-3.6)

1.1(1.0-1.1)
0.4 (0.2-0.9)

AwaBpwocelg ApBuGC lepoAayovitiba MNPWTKA Aettoupyiki DMARD/

npooBePAnuévev apBpitda eKkntwon anti-TNF free

; (HAQ score)
apBpwoswv

Haroon M, et al. Ann Rheum Dis. 2015;74:1045-50.



Treating axial spondyloarthritis and peripheral

spondyloarthritis, especially psoriatic arthritis, to ®Aeypovn - BAaBn
target: 2017 update of recommendations by an Avikavotnta - Avannpia
international task force

Disability

Irreversible

Smolen JS, et al. Ann Rheum Dis 2017;0:1-15
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* Axial disease

Medscape

Images courtesy of Richard Langley, MD, FRCPC. st bk



O poAo¢ tn¢ EvOeonc otn Bepameia Twv ZMA

‘EvOeon »TO ONUELO MPOOoPUCNC TWV TEVOVTWYV KOl TWV CUVOEGWV OTO UTIOKELMEVO 00TO

Normal joint Synovitis (RA) Enthesitis (PsA, SpA)

Enthesis
Bone

Enthesitis

Ligament Tendon

Articular
cartilage

Synovium

Synovitis

Muscle

H £évBeon npoteivetatl wg SLtakpLtiko ma0odpucLoAOYLKO XOPAKTNPLOTLKO TWV ZITA

1. McGonagle D, et al. Arthritis Rheum 2007;56:2482-91; 2. Benjamin M, et al. Arthritis Rheum 2004;50:3306-13; 3.Huber LC, et al. Arthritis Rheum 2007;56:4—8; 4. Haroon M, et al.
Ann Rheum Dis 2016;75:155-62; 5. Kehl AS, et al. Arthritis & Rheum 2016;68:312-22; 6. Sieper J, Poddubnyy D. Lancet 2017 [epub ahead of print]; 7. McGonagle D, Benjamin M.
Topical Reviews 2009;4:1-6; 8. Schett, G. et al. (2017) Enthesitis: from pathophysiology to treatment Nat. Rev. Rheumatol. doi:10.1038/nrrheum.2017.188



O poAog¢ Tn¢ EvOeonc otn Bepameia Twv ZMA

Enthesitis (PsA, SpA) Table 1] Comiarison of the features of enthesitis and sinovitis
& o > Anatomical localization Extra-articular Intra-articular
Tissue composition Fibrocartilage Synovial membrane
Mechanical trigger e+ +
Aetiopathogenesis Danger response Autoimmunity
; Resident immune cells YO T cells, type 3 innate lymphoid cells | Tissue-resident macrophages
Resident non-immune cells Periosteal and fibrocartilage MSCs Fibroblast-like synoviocytes
Type of immune activation Innate (mostly polymorphonuclear Mixed
Nature Reviews | Rheumatology ncutrephils
Genetic associations MHC class | genes, IL23R MHC class Il genes
Clinical symptoms Pain Pain, swelling
Pre-clinical phase Subclinical enthesitis Autoantibodies, tenosynovitis
Bone marrow involvement +++ +
New bone formation o+ -
PGE2 dependence 4 +
Clinical effect of methotrexate - G
IL-17-1L-23 dependence +++ +
IL-6 dependence - +++
R TNF dependence s e
Associated organs Gut, skin Lungs

-, absent; +, minor; ++, moderate; +++, strong; MSC, mesenchymal stem cell; PGE2, prostaglandin E2; PsA, psoriatic arthritis; RA,
rheumatoid arthritis; SpA, spondyloarthritis-,

Schett, G. et al. (2017) Enthesitis: from pathophysiology to treatment
Nat. Rev. Rheumatol. doi:10.1038/nrrheum.2017.188



fEnthesis
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Ritchlin et al, N Engl J Med 2017;376:957-70




Wwpraowkn apOpitida — Zuyxpovn kot peAAovtikn Oepaneia

H kAaowkn Bepaneia Neodtepec Osparneie

. NSAIDs e Ustekinumab (IL-12/IL-23 i)
e Apremilast (ts DMARD)

* DMARDs: * Secukinumab (IL-17i)

* Methotrexate

Sulfasalazine
MeAAoVTIKEG Ospameieg

* Ixekizumab (IL-17i)
e Anti-IL-6 mopAyovTteC

Cyclosporine (?)

Leflunomide

anti—-TNF-a mapayovtec



Wwplaokn opOpitida —
-~~~ | Axial disease GEpa',.tsia'

= NSAIDs

= Physiotherapy

= Biologic agents:
TNF inhibitor

H Oepancia otnv pwplacikn apOpitidba

Skin and nail disease
= Topical treatments

= Psoralen + UVA/UVB
= DMARDs:

€EOTOMLKEVETOL KOIL TTPOOAPUOTETOL OTO KALVLKO

Methotrexate
Cicl i ’ ’ ’ ’ ’
.$§|F3§%f’égents; g ddopa kdBe acbevouc. Eival Stadopetiki n
innipitor /
Oepamneutikn) MPOCEYYLON OTNV AOVLKH VOOO
Tt KoL otnv nepLldpepkn apOpitida, kKaBwg Kot
= NSAIDs
e otnv daktuAitida kat tnv PwpLactki ovuyio
it oteate
Ciclosporin
Sulphasalazine
Leflunomide
N Biolqgic_ agents:
.| TNF inhibitor
Dactylitis $ ” | Enthesitis
= NSAIDs 3 = NSAIDs
= Steroid injection N = Steroid injection Olivieri, I. et al. Nat. Rev. Rheumatol. 10, 531-542 (2014)
= Biologic agents: = Biologic agents:
TNF inhibitor o ’ TNF inhibitor




H mpaypotikotnta twv BloAoyikwv Bepamneiwv otnv WA

e OLavtl-TNF nopayovtec
* O duaAutac untodoyxeac Etanercept
* Ta 4 HOVOKAWVLKA avTLIoWHOTO KoL Ta BLo-OHoELS TOUG
= Infliximab
= Adalimumab
= Certolizumab pegol

= Golimumab
e O avaotoAsac tnc IL-12/23, Ustekinumab

* O avaotoAéag tnc IL-17, Secukinumab



* Synoviocytes express the IL-17A receptor

* |L-17A-producing CD4* memory T-cells and IL-
17A levels elevated in the synovial fluid

Medscape

Raychaudhuri SP, et al. Mol Cell Biochem. 2012;359:419-429. EDUCATION



To povonartt tne IL-17A otic ootikec StaPpwoelc otnv Wwplaoikn ApOpitida

IL-17A = H Ypwpraowkn apBpitida
Xapaktnpiletal anod katactpodn
TOU 00TOU OTLC apOpwWOELC Ko oo

SlaBpwoclg e€attiog tnG avénUeévng

@ . ‘ SPAOTIKOTNTOC TWV OOTEOKAQOTWV

Ooreophdores o0 Maxpobdya  VoBAdoTES = O GXNHATIOMOG OOTEOKAACTWY, N
apBpLKos UpEva Swadopomnoinon Kot evepyonoinon
npowOBovvtaL anod tnv IL-17A
RANKL L1
M-CSF
IL-15 .,
TNF-a = HIL-17A umopelL eniong va
odnynoetL otnv kataoctpodr Tov
Odteokhiotes oTpwpaToC Sleyeipovtoc tnv
Alai’:f;‘:’tg?ncn aneAevBépwon tou NO and ta
Evepyomoinon xovdpokuttapa kat MMP ano ta
| 4 14 4 1
OoTtikn Stafpwon nakpopaya
Miossec P, Kolls JK. Nat Rev Drug Discov. 2012;11:763-76;
M-CSF, macrophage colony-stimulating factor ; MMP, matrix metalloproteinase; NO, nitric oxide; BraunT, et al. Arthritis Res Ther. 2011;13:235;

RANKL, Receptor activator of nuclear factor kappa-B ligand

Maruotti N, et al. Clin Exp Med. 2011;11:137-145



MovokAwvika aviiowpato evavtt IL-17

Secukinumab

Ixekizumab

RG4934
SCH 900117 RG7624 Brodalumab

[L-17A—
IL-17A  |IL-17F IL-17F IL-17C IL-17B IL-17D IL-17F  IL-17A
Unknown
O (D- igand

0 ¢ 0 ¢ Qoiﬂﬂo 00 @o @c

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

................................................................................................................................................................................................................

i &S
IL-17RB IL-17R IL-17R
gl e Hem §im IS O
IL-17RA IL-17RA IL-17RA IL-17RA Unknown IL-17RD IL-17RA? IL-17RD  IL-17RA
receptor
IL-17RB

Patel DD, Ann Rheum Dis. 2013;72 Suppl 2:ii116-23
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Recommendation

Treating axial spondyloarthritis and peripheral

spondyloarthritis, especially psoriatic arthritis, to
target: 2017 update of recommendations by an
international task force

N ACCESS

Table 3 The 2017 updated treat-to-target recommendations for spondyloarthritis

LoA (0-10)
LoE GoR Voting Mean (5D)
Overarching principles
A The treatment target must be based on a shared decision between patient and rheumatologist n.a. n.a. 69.4% 9.7 (0.7)
B. Treatment to target by measuring disease activity, and adjusting therapy accordingly, improves outcomes n.a. n.a. 83.3% 9.3(1.2)
C. SpA and PsA are multifaceted systemic diseases; the management of musculoskeletal and extra-articular n.a. n.a. 86.1% 9.8 (0.5)

manifestations should be coordinated, as needed, between the rheumatologist and other specialists (such as
dermatologist, gastroenterologist, ophthalmologist)

D. The goals of treating the patient with SpA or PsA are to optimise long-term health-related quality of lifeand  n.a. n.a. 86.1% 9.9(0.3)
social participation through control of signs and symptoms, prevention of structural damage, normalisation
or preservation of function, avoidance of toxicities and minimisation of comorbidities

E. Abrogation of inflammation is important to achieve these goals n.a. n.a. 94.4% 9.2(1.8)

Smolen JS et al. Ann Rheum Dis. 2017 Jul 6.



2TOX0G tnNC Oepameiog otnv WA: to KaAUTEPO

A::;t,;? :;:gy Adapt therapy
L
disease activity* if state is lost

Use
clinical
measures plus CRP
(ASDASfor axSpA and

clinical

measures plus CRP
(ASDAS for axSpA and
DAPSA or MDA for

Adapt therapy
according to Adapt thenpy.
disease activity* if state is lost

*Consider extra-articular
manifestations, comorbidities,
other patient factors and
drug-related risks

Smolen JS et al. Ann Rheum Dis. 2017 Jul 6.



AfLoAOynon omoTEAECHOTOC

4 Body Areas Grading of Psoriatic Plaques
- Vw
Head ) Intensity Sa:no MM| Scavz. Soa-:
(ncludes neck)
(ndudes hands)
(ndudes axilae
and groin) =
Sealing : '
Lower limbhs
(neudesbuteeks) T Composite absolute score: 0-72

Treatment response relative to haseline: PASI 75/90/1 00

DAS28

DAS28 = 0.56%v/ tender28 4 0.28 # y/swollen28

+0.70 # In(ESR) + 0.014 % GH

Medscapes www.medscape
ACR20

Patient must show Tender and swollen joint counts and
20% improvement in: | 3 of 5 other measures:

* Patient global assessment

+ Physician global assessmeant

= Patient pain assessment

* Physical disability scora

* Serum levels of acute phase reactants

PsARC
PsARC
Patients must show | * Physician global assessment (0-5)
improvement in 2 of 4 | = Patient global assessment (0-5)
criteria, including: = Tender joint score (>30%)
= Swollen joint score (>30%)
And
* |mprovement in at least 1 of 2 joint scores
- f‘hmlﬂgﬂﬂ'ﬁﬂiﬂlﬂ




To npoypappa KAtvikwv dokitpwv FUTURE:
AéloAoynon tou Secukinumab otnv WA

Q1 Q2 Q3 Q4 Q1 Q2 Q03 Q4 Q1 Q2 03 Q4 Q1 Q2 03 Q4 Q1 Q2 a3 a4

FUTURE 1- N =606

i.v. loading (10 mg/kg) = s.c. maintenance dosing Extension study
(75 and 150 mg)

FUTURE 2 - N =397

s.c. loading (75, 150, and 300 mg) = s.c. maintenance dosing (75, 150, and 300 mg)
Pre-filled syringe

FUTURE 3-N =414

s.c. loading (150 and 300 mg) = s.c. maintenance dosing (150 and 300 mg)
Autoinjector

FUTURE 4-N = 341

s.c 150 mg with or without s.c. loading
Pre-filled syringe

FUTURE 5-N =990

s.c 150 mg and 300 mg with or without s.c. loading
(Pre-filled syringe)

FUTURE 1 is a 2-year studyéprlmary endpoint at Week 24{ with 3 year extension study; FUTURE 2 is a 5 year study (prlmary endpoint at Week 24); FUTURE 3 is a 3 year study (primary endpoint at Week 24);
FUTURE 4 is a 2 year study (primary endpoint at Week 16); FUTURE 5 is a 2 year study (prlmary endpoint at Week 24).
i.v., intravenous; s.c., subcutaneous

vV V VY VvV V¥



Lancet: MeAgtn @aong Il otnv WA

Secukinumab, a human anti-interleukin-17A monoclonal 9’@4} @
antibody, in patients with psoriatic arthritis (FUTURE 2): a -
randomised, double-blind, placebo-controlled, phase 3 trial

lain B Mcdnnes, Philip | Mease, Bruce Kirkham, Arthur Kavanaugh, Christopher T Ritchlin, Proton Rahman, Désirée van der Heijde, Robert Landewé,
Philip G Conaghan, Alice B Gottlieh, Hanno Richards, Luminita Pricop, Gregory Ligozio, Manmath Patekar, Shephard Mpofu, on behalf of the
FUTURE 2 Study Group

Mclnnes IB, et al. Lancet. 2015. pii: $0140-6736(15)61134-5



Secukinumab Inhibition of Interleukin-17A In
Patients with Psoriatic Arthritis

Philip J. Mease, M.D., lain B. Mclnnes, Ph.D., Bruce Kirkham, M.D., Arthur
Kavanaugh, M.D., Proton Rahman, M.D., Désirée van der Heijde, M.D., Ph.D.,
Robert Landewe, M.D., Ph.D., Peter Nash, M.B., B.S., Luminita Pricop, M.D.,

Jiacheng Yuan, Ph.D., Hanno B. Richards, M.D., Shephard Mpofu, M.D., for the
FUTURE 1 Study Group

N Engl J Med
Volume 373(14):1329-1339
October 1, 2015

e NEW ENGLAND
JOURNAL o MEDICINE




FUTURE 1: Napatstapévn avranokpion katd ACR20/50/70 £wc ta 3 £tn Ospareiog

Overall Anti—-TNF-naive Anti—-TNF-IR
(Multiple Imputation) (Observed Data) (Observed Data)
100 - 100 - 100 -
81,0
80 - 76,8 80 -
£ 61,5
()
3 60 u
a
©
)
s 38,8 a0
g 32,9
o
a
20 - 17,9
. 0 .
ACR20  ACR50  ACR70 ACR20  ACR50  ACR70 ACR20  ACR50  ACR70

Secukinumab IV->150 mg

Mease PJ, et al. Arthritis Rheumatol. 2016;68 (suppl 10): abstract 961.



FUTURE 1, AnoteAéopata 3 etwv : Anodpopn AaktuAitidoc & EvOeoitidac

(TNFi-Naive + TNFi-Exposed Patients)

100 =

80—
a
c
2
e
©

Q 60 =
G
5}
)
Q0
8

S 40 =
=4
o
a

20 -

0=

Amnoépoun AaktuAitidag

82,0 84,4

Week 52

B Secukinumab 10 mg/kg i.v. > 150 mg s.c.

86,5 386

Week 104

(Daktylitis: N = 83)
(enthesitis: N =99 )

88,1 86,8

Week 156

Percentage of patients

100=-

80—

60—

40—

20

Anodpoun EvBeoitidag

80.3
74,8 75,6 74.5 76,7 74,8

Week 52 Week 104 Week 156

[ Secukinumab 10 mg/kg i.v. * 75 mg s.c.
(Daktylitis: N = 77)
(enthesitis: N =91)

Antodpopun AaktuAitidag kat EvOeoitidag o€ aoBeveiq e AUTA T CUMITTWHOTA KOTA TV Evapén

Mease PJ, et al. Arthritis Rheumatol. 2017;76 (suppl 2): abstract SAT0470.



ACR 20 Avtanokpion otnv eéopada 24, pe  XwpPLE TNV ocuyxopnynon
MTX

60 — 60 = * *
53.6 53.6

» 90- ., 50-
O O
g £
o 40+ o 40+
0 O
o o
s 30- %S 30-
)] ()
o1} [o70]
S 3
§ 20 - § 20 -
2 2

10 - 10 -

0 0
Co-treatment With MTX No MTX Treatment
B Secukinumab 300 mg s.c. M Secukinumab 150 mg s.c. B Secukinumab 75 mg s.c. I Placebo

*P < 0.0001; 'P < 0.001; 3P < 0.01; *P < 0.05 vs. placebo

Missing values were imputed as nonresponse (nonresponder imputation) up to Week 52 Mclnnes IB, et al. Lancet. 2015 Jun 26. pii: $0140-6736(15)61134-5



~ 70 % peiwon tou NAPSI otov 1.5 xpovo pe secukinumab 300 mg

-

-10.8%

mf== Secukinumab 300 mg (n = 66)
me== Secukinumah 150 mg (n = 67)
Placebo (n = 63)

-10

Mean % change in NAPSI from Baseline

01234 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 /2 76 80

*p<0.01vs. placebo Weeks of Treatment
** P < 0.001 vs. placebo
**£% p<0.0001vs. placebo

Secukinumab Shows High and Sustained Efficacy in Nail Psoriasis: 1.5 Year Results From the TRANSFIGURE Study, K Reich et al, Poster presented on Sunday 05 March, 13:10-13:15; 2017 AAD
Meeting, Orlando, Florida, USA



FUTURE 2: To Secukinumab 150 & 300 mg nopEXeL GNUOAVTLKA Kol Ttapotetapévn BeAtiwon ot KAipakeg PASI
75 kaw PASI 90 otnv EBSopdda 104 (2uvoAikog mAnOuopog)

PASI 75 PASI 90
(NRI data at Week 24; Ml data at Week 52 (NRI data at Week 24; Ml data at Week 52
and Week 104) and Week 104)
1007 1007

79,7 79,5

(00]
o
|
(00]
o
1

69,6

(o))
o
|
(o))
o
1

N
o
|

Percentage of Responders
N
o
|

Percentage of Responders

N
o
|
N
o
1

0 0 n=41 n=58
Week 24 Week 52 Week 104 Week 24 Week 52 Week 104
B Secukinumab 300 mg B Secukinumab 150 mg B Secukinumab 75 mg B Placebo
*P < 0.0001; P < 0.001; SP < 0.01 vs. placebo
P-values at Week 24 adjusted for multiplicity of testing Mclnnes IB, et al. Lancet. 2015;386:1137-46;
Data from subjects with psoriasis > 3% body surface area at baseline. Mcinnes IB, et al. Poster presentation at the American College of Rheumatology

(ACR) 2016 Annual Scientific Meeting, Washington DC, USA.



Rheumatol Ther (2017) 4:509-513 CrossMark
DOI 10.1007/s40744-017-0084-0

A Case of Recalcitrant Psoriatic Arthritis to TNF
Inhibitors Improved After Administration
of Secukinumab, an IL-17A Inhibitor

Eleftherios Pelechas - Tereza Memi - Paraskevi V. Voulgari -+ Alexandros A. Drosos

a Skin involvement while on etanercept. b Marked improvement on week 4 of secukinumab administration. c Significant
improvement on week 36 of secukinumab administration

Pelechas et al., Rheumatol Ther (2017) 4:509-513



JUMITEPACHATOL

= H pwpiaon kat n pwplacikn apOpitida eival oXETKA cUXVA vooripata Ta onoia
urtodLayvwokovtal  n dtdyvwon Kabuotepel, LE AMOTEAECHA VAL SNLOUPYOUVTAL N

avaotpEPLueg BAABEC oTic apOpwoEeLC
* Ta teAevtaia £Tn £XEL EMITEVXOEL CNUOVTLKA TPOOS0 OTNV AVTILUETWIILON TG VOOOU HE TOUG
BLoAoOYyLKOUC TTOPALYOVTEG

= O avaotoAéag tng IL-17, Secukinumab amoteAei neplocotepo otoxeVpEVN Bepaneia otnv WA, Kol
unteptepei mBavwe ano tou¢ TNF otnv Bepancia tng deppatikng BAABNC HE ouykpiolpa

anoteAEopata otnv apOpikn neocsBoAn



"You have your way. | have my way. As for the right
way, the correct way, and the only way, it does not
exist."

-Friedrich Nietzsche

H Ogpansia twv acOevwv pe WA Oa npEnel va emintei to KAAUTEPO OEPATTEVUTIKO
amotéAeopa, Kal MPENEL va Baociletal o cuvanodpaon petafl Tov acOevol Kol Tou
peVpOToOAOYyou, Aappavovtac ulmoyn TNV anoteAECHATIKOTNTA, TNV AcPAAELA KL TO

KOOTOG 2vuotaoelc EULAR 2015



