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Wwprtaokn ApBpitida (WA - PsA)

Etepoyevnc vOOOC

Me onpueia kat cupmtwpata tou aAdote Bupuilouv:

e >rtovOulapBpitidba aAAd pe acBevn cuoxetion (<50%) pe to HLA-B27
e Peupatosldn apBpitda

e AA\oU TtUTOU WOLoTUTIEC pBpLkeC ekdnAwoelg (DIP, mutilans)



ddocpa twv ZrovoéuAapOpitidwv

AgoviKn Mepi1pepikn
21rovOuAapBpiTida 21mrovOulapBpiTida

Mn AkTiIvOAOYIKd
emBeBaiwpEvn SpA

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



WA: Ta&wopunon

ZUMUETPLKNA
noAvoapBpitida
15%
Kataotpodikn ApBpitida pe mpooPoln
apOpitida (mutilans) Twv anw M@
5% 5%
Aovikn AcGUpUETPN
NPocBoArn puovo oAwyoapOpitida
5% 70%

Me R xwpic Tepipepikh apOpiTida

Moll IM, Wright V. Semin Arthritis Rheum 3(1):55-78 (1973)



WA: Emudnuioloyia

Clin Rheumatol (2005) 24: 583-589
DOT 10.1007/s10067-003-1106-9

EANAAA (ESORDIG study)

ErurtoAaopoc WA: 0,17
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Abstract The objective of this study was to determine
the prevalence, clinical pattern, and management of
seronegative spondyloarthropathies (SpA) in the general
adult population of Greece. This population-based
study was conducted on a target adult (219-year-old)
population of 14,233 subjects by rheumatologists who
visited households in nine dispersed areas. An interview
(standardized questionnaire) was conducted, clinical
evaluation and laboratory investigation were done, and
established diagnostic classification criteria were used,
The age-adjusted and sex-adjusted prevalence (preva-
lence,.,) of SpA was 0.49% [95% confidence interval
(CI): 0.38-0.60], with a male to female ratio of 5.5:1; the
prevalence increased with age until the 59- 1o 68-year-
old age group and declined thereafter. The prevalence,,.,
of ankylosing spondylitis (AS) and psoriatic arthritis
(PsA) was 0.24% (95% CI: 0.16-0.32) and 0.17% (95%
ClI: 0.10-0.24). respectively. The mean age (years) at
onset was younger in AS (2583£6.5) than in PsA
(45.24 £ 12.94) (p < 0.01). Familial clustering was noticed
in 5.3% of AS probands. Sacroi was observed in
39.8% and asymmetrical oligoarthritis in 40.6% of PsA
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patients. Fifty-nine percent of SpA patients had pre-
viously visited rheumatologists (91.3% diagnosed cor-
rectly vs 11.6% of those who visited other specialists,
p<0.0005); 56.5% of the former had taken discase-
maodifying antirheumatic drugs compared to none of the
latter. The SpA in Greeks are as common as in other
European Caucasians, with a high male preponderance.
The PsA onset occurs at an older age than AS and fre-
quently presents with a spondylitic pattern. The correct
diagnosis was arrived at and appropriate treatment was
given when patients consulted rheumatologists.

Keywords Ankylosing spondylitis - Greeee -
Prevalence - Psoriatic arthritis - Seronegative
spondyloarthropathies

Abbreviations AS5: Ankylosing spondylitis - CF:
Confidence interval - DMARDs: Disease-modi
antirheumatic drugs - ESORDIG: Epidcmlolcgjcal
study of the rheumatic diseases in Greece - ESSG:
European Spondyloarthropathy Study Gro IBD-aA:
Inflammatory bowel disease-associated arthritis -
NSAIDs: Nonsteroidal anti-inflammatory drugs -
Prevalence,.: Age-adjusted and sex-adjusted
prevalence + PsA: Psoriatic arthritis - Red: Reactive
arthritis - SpA: Seronegative spondylarthropathies -
uSpA: UndilTerentiated spondyloarthropathy

Introduction

Seronegative spondyloarthropathies (SpA) are a group
of chronic inflammatory rheumatic diseases affecting the
spine and/or peripheral joints and periarticular strue-
tures and they are frequently associated with HLA-B27.
The SpA include ankylosing spondylitis (AS). psoriatic
arthritis (PsA), reactive arthritis (ReA). inflammatory
bowel disease-associated arthritis (IBD-aA), and undif-
ferentiated spondyloarthropathy (uSpA).




WA: AttomtoBoyevela

To OPYLKO QLTLO TIOPOLULEVEL AYVWOTO

[eveTikn podLaBeon (cuoyetioel pe HLA-B13, HLA B16
(B38/39), HLA B17, HLA B27, Cw6, HLA-DR7, DR4)

OLKOYEVELOLKI) CUCCWPEUON (50% auénpévoc kivBuvoc
O€ oUYYEVELC MpwTtou Pabpov pe pwplaon n WA)

MepBAANOVTIKEC EMLOPACELC
Avooormnaboyeveon

-Autoavoola

-Kuttapokivec



Kuttapokivec otnv Wwpiaon kat tnv Wwplaokn apbpitida

Avicopportia
oTNV mapaywyn DAcypovwderg
dAeypovwdwv
Kol avti-pAeypovwdwv
KUTTOPOKLVWV

IL-4 IL-10 TNF-q, IL-1b, IL-2,

IL-6, IL-8, IL-12, IL-
15, IL-17, IL-18,
IL-19,

IL-20, IL-22, IL-23

Avtl-pAeypovwoELg

1. Villanova F et al. Ann Rheum Dis 2013;72:ii104-10. 2. Schafer P. Biochem Pharmacol 2012 Jun 15;83(12):1583-90.
3. Coimbra S et al. Int ] Dermatol 2012;51:389-95.



WA: KAwLKn ekova

e Mepidpepikn apBpitida

e EvOesoomaBeLa

e OAsypovwdnc oodualdyia

e EEWOKEAETIKEC eKONAWOELC:

DAeyuovwdnc voooc Tou EVTEPOU

=  Qupnipitida

= BAevvoyovodepuatikes BAaBec

" JotbokukAitida

" Avenapkela aoptiknc BaABidac

"  Jvwon avw nveuuovIiKwy rtediwv

" Avénuevoc kapdlayyelakoc kivouvog
"  Auvloegidbwaon



[Mopela — mpoyvwon tnc WA

e [pOKELTOL VLA XPOVLA , EEEALKTLKI) VOOO OTOUC TIEPLOCOTEPOUC
aoBeveic (pLe vpEoeLc Kal e€APOELC)

* Mapouolalel NToTepPN Ttopeia amo tn PA A tnv Az,
aAAQ N voonpoTNTA Elval mapopoLo OTav N vooocg ival
rnoAvapBpikn N otav npooBarlovtal LeyaAeC apBpwOELC

* To 40% £w¢ 70% Twv 0.0OevwV MAPOoUCLALEL ALKTLVOAOYLKEC
BAAPec ota mpwTta Xpovia (oto 20% avornpkn voooc)

e Auénuevn Bvnopotnta (cvoxetllopevn e TN PapuTnTa TNG
vooou kal tnv avénuevn TKE  CRP)

Kane D. Rheumatology, 2003
Leyng YY. J Postgrad Med, 2007
Cantini F. Intern J Rheuma Dis, 2010



WA: NapaBupo sukatploc

* Mpwiun diayvwon
— Ektipunon arto tov PeuuatoAoyo

* ‘Eykoipn «emOetikn Oepameio»

— 2TO)Y0C: Uean 6paotnplotntac tnc vooou



YIAPXEL KEVO
oTNnV avayvwpeLon
the WA ?



‘Epeuva Ayopag 2015
EPQTHZH:

Moiég atrd TIg TTapaAKATW TTABAOEIG TTOU Ba oag SiIaBdow oag Eival YVWOTEG;

ETIYNAIKA B ANAPAX mZIYNOAO
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WA: OepamneuTtikol oto)ol

» Avakoudion novou, duckapyiac, dStoykwong

» BeAtiwon tn¢ AsLtovpylkotnTac TWV apOpwoewv
Kot TNG PUOLKNAG KatAoTaong Tov aacBevoug

» Avoayaitnon tng apOpikng Kataotpodnc Kat TnNS avannpiog
» Napeunodion tTnc avénUEvnc voonpotntog Katbvntotntog

» 'Ydeon tng vooou



WA: Oeparmeutika peoa

e Ddappaka
e Aoknon ko pucLkoBepaneia
e EmavopOwTtikeC eMeUPACELC

e WuyoOBepaneia




3 katnyopiec DMARDs

AvaAoya LE ToV unxoaviouo dpacnc

conventional synthetic  (cs) DMARDs
Methotrexate, Sulfasalazine, Leflunomide, Cyclosporine

biological agents (b DMARDs)

targeted synthetic (ts) DMARDs
Phosphodiesterase (PDE) inhibitors
JAK-inhibitors (Tofacitinib)




GRAPPA Guidelines 2009: WwpLaowkn ApBpitida

Nepidpepkn Aovikn

e MZAD e MZAD e MZAD e MZIAO®
e Jtepoeldn evdapOpika e PuoikoBepaneia * ITEPOELON TOTKA * ZTEPOELSH TOTUKA
e DMARDs e Avti-TNFs e Avti-TNFs * AvtL-TNFs
MeGotpeéatn
KukAoomopivn
NepAouvouidn
JouApaoadalivn
* AvtL-TNFs
Etanercept
Infliximab
Adalimumab
Golimumab

opBpitida npoofoAn

Certolizumab Pegol
Ustekinumab

Ritchlin CT, et al. ARD 2009 Group for Research and Assessment of Psoriasis and Psoriatic Arthritis



Registries: 1 otou¢ 3 aoBeveic SLAKOTTEL TOV
BLoAoyLKO TOopAyovTa oTa MPWTA 2 Xpovia

AlTIA

* AVATIOTEAECHATIKOTNTA (MTPWTOYEVWC)
primary nonresponse

o AntwAeLla dpaotikotntac (beutepoyevwc)
secondary nonresponse

e AVETILOUUNTEC EVEPVELEC

o AN\



YIAPXEL KEVO
OTNV OCTOXEVMEVN ODepameia
tnc WA



2TOXEVMEVEG Oeparmeiec otnv WA

MEYpL Twpa OL LOVOL OTOXOL:

e avtl-TNF
e avtl-1L12/1L23

NEec e€eAielc:

* To Secukinumab deopeverL tnv IL-17A avaotéAAovtag Tt
dpaon tn¢

* To Apremilast avaotéAAeL evdokuttapra tnv PDE4




Apremilast
Mnyxaviopoc dpaonc



Apremilast: Boolka xopaKTnpLOTIKA

N-[2-[(1S)-1-(3-ethoxy-4-methoxyphenyl)-2-(methylsulfonyl)ethyl]-1,3-dioxo-2,3-dihydro-1H-isoindol

-4-yllacetamide and has the following structure:
0—

A 7 j\ st
Q;j (Lo

OT,NH O 0
Moplako Bapog 460,5 Da
Xpovoc NUUIWAC ~9h
0b806¢ xopniynong Per-os
MetafoAlopog Nedpot / nmoap
Apdaon Evéokuttaptla
Ytoxo¢ 6paong PDE4

http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human _med 0O
01835.isp&mid=WC0b01ac058001d124.



http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human_med_001835.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human_med_001835.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human_med_001835.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003746/human_med_001835.jsp&mid=WC0b01ac058001d124

Apremilast: AtapopeTIKOC pNXavIopoc Spaonc

Elvar el81ko¢ evéokuttaplog avaotoA£ac tng pwododieotepaonc 4 (PDE4)

Inflammatory @
cytokines

Anti-inflammatory
cytokines




PDE4: Apaon ota KUTTOpOL

H PDE4 eival pia Stakpitr) opada eviUpwy
aro T 11 tng owkoyevelac twv pwododlectepoocwy

Kepatwokuttapa

&

H PDE4 EKCI)deETaL MovonUpnva
TO0O0 OTOL LVOOOAOYLKA
000 Kal o€ AAAa KUTTOPAL.

T-KUttapa
H PDE4 sivau n Kupiapxn AgvépLTika KUTTAPO
PDE ota pAeypovwédn
KOTTtopa, NwowodlAa,
ouvdetepodiAa, pakpodaya, @ ” Kuttapa duoioi doveic
T-kuTTOpO, SEVOPLTIKA, Ousetepodia
uOVOKﬁttapa Makpoddya apBpLlkol UpEva

Schafer. Biochem Pharmacol. 2012;83:1583.
Gottlieb, et al. J Drugs Dermatol. 2013;12:888.



PDE4: Apaon oto c-AMP

Evepyormolnpévo KUTTapo

DAeypovwdeLg
KUTTOPOKIVEG

(TNF-a, IL-23,
IFN-y)

H PDE4 amodopel (UbpoAUEL)
TNV KUKAWKNA povodpwodopiki
adevoaoivn (c-AMP)

o€ aveVEPYO povodwodoplkni
adevooivn (AMP), mpodyovtac
™ $Aeypovi

AvtipAeypovwdeLg
KUTTOPOKIVEG
(IL-10)

Schafer. Biochem Pharmacol. 2012;83:1583.



c-AMP: TMpoaywyr g GAEYHOVAG

To cAMP AeLtoupyei evOoKUTTOPLKA
w¢ 6gUtepOC ayysAlodopo¢g o€

. . . DAeypovwderg
anoKpLon £peOLOpATWY ano to KUTTAPOKIVEC
gEwkutTtapLo mepfaiiov. (TNF-a, IL-23,

IFN-y)

H petafoAn otn cuykévipwon

Tou cCAMP eriudpEpet LeTOBOAEG

otnv mapaywyn eAsypovwdwv Ko

oVTLPAEYLOVIWS WV KUTTAPOKLVWV

AvtipAeypovwdeLg
KUTTQPOKIVEG
(IL-10)

Schafer. Biochem Pharmacol. 2012;83:1583.



Apremilast: PUBuLon tnc dAeyuovng

To Apremilast
dpa evdokutTapLKA
avaotéAAovtag tnv PDE4
Ko av§avovtog T
OUYKEévVTpwon tou cAMP

Evepyomolnpevo KUTTapo

DAeypovwdeLg
KUTTQPOKIVEG
(TNF-a, IL-23,

IFN-y)

PuBuilel Tnv
QAVOTOAOYIKI)
aTTAVTNON

AvtipAeypovwdeLg
KUTTOPOKIVEG
(IL-10)

Schafer. Biochem Pharmacol. 2012;83:1583.



Apremilast
KAWLKO mtpoypappa



O kUkAo¢ tng WA mou npEMEL vaL OTOXEVEL pia vEa Oepareia

/ ApOpitida \
Afovikn ' Wwplaon
nPOoGBoAn S€éppartog
AZQOAAEIA

Wwpiaon
ovUXWwV

EvOecitida

AaKTUAlTda

Zoe A et al, Ann Rheum Dis, 2012;71:319-326;



Apremilast: Mpoypappa KAWIKwv peAetwv ¢aonc lil
(4.000 ntepinov acBeveic)
WOPIAZH WQPIAZIKH APOPITIAA

aoBeveic

Study PSA-002 (PALACE 1)

Study PSA-003 (PALACE 2)

Study PSA-004 (PALACE 3)

Otezla EPAR http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-
Public_assessment_report/human/003746/WC500182629.pdf



http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/003746/WC500182629.pdf

Apremilast: ®@aonglll otnv WA (PALACE)

MoAukevtpkeg peA€tec (200 kEvtpa og 25 XwPEC) - 2.026 aoOeveic

NAnBuoNAG aoBevwV TeAwkd onpeia

Evepyog WA > 6 unveg, MNpwtelov
PALACE 1 - ME TiponyoUuevn ACR20 oTL¢ 16 eBSOUAESEC
(n=504) xprion DMARDSs r/kaut

anti-TNFs . KOpLa Seutepeovta
Méon aAAayn oto HAQ- DI
oTLG 16 eBSopadeg

PALACE 2
|
(n=488) #

(*pe TouAdLoTOV pLOL AN\a Ssutepevovia
gppatiki BAGBN 2 ; , evaiodnteg,
PALACE 3* |# 6 BAABNn =2 ACR50, ACR70 0
(n=505) cm, Wwpiaon <3% and SloykwEéVeG apBpwoelg, SF-36,
>3%) BaBuoAoyia movou VAS,

BaBuoloyia Baputntog
SdaktuAitdag, Babuoloyio MASES

PALACE 4 ) Evepyog WA> 3urveg (evBeoitida), PASI-75
(n=529) DMARDs naive

* BloAoyikol mapadyovieg dev emitpénovtayv ot dLapKeLa TG LEAETNG
* JupBatikd DMARDs ocuvexwlav va Aappavovtol og PALACE 1,2,3



2xedlaopoc peAstwv PALACE L, 2, 3
AocOeveig pe evepyn WA kat mponyoupevn xprion DMARDs

Blinded Active Long-term

Placebo-Controlled Phase Treatment Phase Open-Label Phase

I 1
ERS -4  Evap¢n EPS54 ERS 16 ERS 24 ERS 52 5 étn

Apremilast 30mg  Apremilast 30mg Apremilast 30mg
BID BID BID

x %— A
(= Q +H
b =) [
c S o
S - E £
E < g
SCREEN g~ Placebo 3
> &
" 5
>
Stratify by | g
DMARD use \"4 WV u
Yes/No
Apremilast 20mg Apremilast 20mg | Apremilast 20mg
BID BID BID

v

MNpwtelov KATAANKTIKO onlEio:
ACR20 tnv €B6. 16



JuyKpioua dSnuoypadikad Kot KAWVIKO XOp KT PLOTLKA

Kot TNV Evapén twv pedetwv Palace 1, 2, 3
(496 placebo - 500 APR20mg BID - 497 APR30mg BID)

Placebo Apremilast 20 mg BID Apremilast 30 mg BID
Anpoypadikd Kot KAWVIKG PALACE | PALACE PALACE PALACE | PALACE | PALACE

HAwio (péon) 51.5 51.2 49.5 48.7 50.9 49.6
Tuvaikeg, % 47.6 53.5 53.8 49.4 58.3 53.3 54.8 58.6 52.7
NAeukn duln, % 91.1 95.6 93.5 89.3 92.6 95.3 90.5 96.9 97.6
Bapog, péoo, kg 89.8 84.9 84.5 88.8 82.7 86.4 87.1 82.7 83.7
BMI, péoo, kg/m? 31.1 29.5 29.5 30.9 29.3 30.1 30.6 29.2 29.2
WA SLdpkela, péan, £Tn 7.3 7.8 6.8 7.2 7.8 7.7 8.1 6.8 7.5
ALOYKWHEVEG apBpWOELG 12.8 9.2 11.1 12.5 10.4 114 12.8 10.3 11.6
EvaioBnteg apbpwoelg 23.3 18.0 18.3 22.2 20.3 20.8 23.1 21.8 20.9
HAQ-DI (0-3), 1.2 1.2 1.2 1.2 1.1 1.1 1.2 1.2 1.2
SF-36v2 PF 33.8 34.5 34.3 35.1 34.5 34.9 33.0 33.7 34.2
SF-36v2 PCS 34.4 35.0 34.2 35.0 34.6 35.4 33.8 333 34.3
MponyoUpevn xprion Movo cs DMARDs, % 71.4 84.9 71.6 76.8 82.8 69.8 73.8 82.7 74.3
MponyoUpevn xpAon Bloloykwy, % 24.4 14.5 28.4 22.0 17.2 29.6 24.4 14.2 25.7
cs DMARD otnv évaptn, % 65.5 71.1 59.8 66.1 69.9 61.5 63.1 69.8 60.5
Koptikootepoeldr| otnv évapén, % 7.1 12.6 9.5 14.9 22.1 20.1 9.5 15.4 13.8
MZAD otnv évapén, % 70.2 67.9 68.0 73.2 70.6 71.6 71.4 70.4 72.5

Cutolo M, et al. ACR 2013, San Diego (Abstract 317)



Apremilast
ATtOTEAEOLOTIKOTNTA



PALACE 1 - 24 Béopadec

24-week, placebo-controlled,
patients (N=504) were randomised (1:1:1)

o Placebo
o Apremilast 20 mg BID
o Apremilast 30 mg BID

ACR 20

60
50

40

30

EBSopdda 16 - ACR20 20

e Apremilast 20 mg BID: 30,4% (p<0,01)
* Apremilast 30 mg BID: 38,1% (p<0,0001)
* Placebo: 19%

10

M aprem 20 MW aprem 30 placebo

Kavanaugh A et al. Ann Rheum Dis 2014;73(6):1020-6.



PALACE 1 - 52 Béouadec

At 24-week, all remaining placebo
patients were re-randomised) to:

o Apremilast 20 mg BID
o Apremilast 30 mg BID

ACR 20
60

50

EBSopada 52 - ACR20 30
* Apremilast 20 mg BID: 63%

20
* Apremilast 30 mg BID: 54,6%

10

Maprem 20 MWaprem 30 M placebo

Kavanaugh A et al. J Rueumatol 2015;42:479-88.
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PALACE 2 - 24 Béopadec
ACR 2013

AMERICAN COLLEGE
OF Rm-:umnol.o(:v
R rmtaviasne - assannct

\: Long-Term (52-\Neek) Results of a Phase 3, Randomized,
l controlled Trial Of Apremilast, An Oral Phosphodiesterase ‘

Tenerife, SP in, 8Ghent university Hospital Ghent,
Blomed‘ucal Rresearch unit and University of Leeds, L e

of Rheumatology and Clinical \mmunology: Charité university Medicine, gerlin,
Germany. SCelgene Corporauon. warremn. NJ. 1oclinical Research Centre Ltd, Tartw,
gstonia

Meeting: 2013 ACR/ARHP Annual Meeting

EBSopada 5@ - ACR20

' Alpre m
milast 20 mg BID: 32,9% (<0,0002)

e Apremilast 30
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o Apremilast 20 mg BID
o Apremilast 30 mg BID
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PALACE 3 - 24 Béopadec

52-week, placebo-controlled,
patients (N=505) were randomised (1:1:1)

o Placebo
o Apremilast 20 mg BID
o Apremilast 30 mg BID

BCR PASI

60
50

40

30

20

ERSoudda 16 - AGKRBASI

v Apremilast 20 mg BID: 28% (p<0,009)
v Rlprem@a2i3o mg BID: 41% (p<0,0001)
* Placebo: 18%

10

B dpopre2020 M apr@m@E@m 30 placelioplacebo

Edwards CJ et al. Ann Rheum Dis 2016 Jan 20. doi: 10.1136/annrheumdis-2015-207963



ALatApnon TOU AITOTEAECUOTOC

156 eBdopadec (Palace 1)
Avtarnokplon ACR20

100 1 -#-Apremilast 30 mg BID
80 -
S
S 65,0%
o
O
<
w
3
)
w
>
w
D
o]
<
O rrrrrrrrrrrrarrrrorrrr7r7r1rr 171 1T 1T 1 1T Tr 1T T1rT1TT1TT1T T T TT1TT1TTT1 EBéOud&a
0 1624 40 52 65 78 91 104 117 130 143 156
Apremilast 20 mg BID, n/m 109/183 89/167 85/161 88/148 84/138 78/134 84/132 77/130 85/125
Apremilast 30 mg BID, n/m 101/190 96/166 92/159 98/150 94/144 96/144 89/144 85/140 89/137

Kavanaugh A et al. ACR 2015 San Francisco. Abstract 2843.



156 eBédopadec (Palace 1)
Avtamnokpton ACR50

80 - :
! -e-Apremilast 20 mg BID
g 70 - = .
@ -B-Apremilast 30 mg BID
c |
(@] 1
2 60 - : ACR50
i i
§ 50 A E
O : 44,0%
< 40 - | 40,6%
] 1
=2 |
S 30 :
2 '
e
< :
s 20 :
= 1
Q |
T 10 |
o 1
Yy
1 1 1 LI 1 1 1 1 1 1 1 1
0O 1624 40 52 65 78 91 104 117 130 143 156
Study Week
Apremilast 20 mg BID, n/m 45/180 44/166 47/159 47/151 45/139 41/135 47/135 48/131 55/125
Apremilast 30 mg BID, n/m 49/191 56/168 49/160 50/150 49/144 49/143 53/144 56/140 56/138

Kavanaugh A et al. ACR 2015 San Francisco. Abstract 2843.
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Patients Achieving an ACR70 Response (%)
=
o

156 eBdopadec (Palace 1)
Avtamnokpion ACR70

--Apremilast 20 mg BID

-B-Apremilast 30 mg BID

ACR7Y0

23,2%
17,7%

1 1 1 1 l'll 1 1 1 1 1 1 1 1
0 1624 40 52 65 78 91 104 117 130 143 156
Study Week

Apremilast 20 mg BID, n/m 21/179 25/168 26/156 22/151 23/139 23/136 21/134 24/132 22/124

Apremilast 30 mg BID, n/m 27/191 33/169 26/161 32/152 28/143 26/144 24/145 31/140 32/138

Kavanaugh A et al. ACR 2015 San Francisco. Abstract 2843.



ALatApnon TOU AITOTEAECUOTOC

156 eBdopadec (Palace 1)
Meiwon aplBpol SLoykwueEVWY apBpwaoewv

0 1624 40 52 65 78 91 104 117 130 143 156

- O EBSoupada
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2 -20 -
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-100 -

Apremilast 30 mg BID, n 192 167 160 153 144 144 145 140 138

Kavanaugh A et al. ACR 2015 San Francisco. Abstract 2843.



AlatApnon ToU AITOTEAECUOTOC

156 eBdopadec (Palace 1)
Meiwon aplBuol evaioBntwv apbpwoswv

0 1624 40 52 65 78 91 104 117 130 143 156

....... EBSopada

o

-20 -

-40 -

-60 -

-80 -

Méon mocooTtiaia petaBoAn amo tnv Evapén

-100 -

Apremilast 30 mg BID, n 192 167 160 153 144 144 145

Kavanaugh A et al. ACR 2015 San Francisco. Abstract 2843.

-&-Apremilast 30 mg BID

-73,2%

140 138



52 eBdopadec (Palace 1, 2, 3)
Meiwon tou ntovou (VAS)

0 16 24 40 52 EBSoudda
O [ [ [ [ [ [ I I I I I I ]

Apremilast

-10 - 30 mg BID

15 -
-17,4

20 -

-25 -

Méon petafoAn amnod tnv evapén VAS (mm)

Apremilast 30 mg BID, n 450 434 394 375

MCID 10 mm improvement

Gladman D, et al. ACR 2014, Boston (1565)



EBSopada 24 - Zuykevrpwtika dedopeva (Palace 1, 2, 3)
: Afovikn) mpocBoAn
37% (548/1493) - 2,1% kupiwc afovikni poBoAn

MetafoAn BASDAI

0 8 16 24 EPdopada
0
&
Q
\g -0,2 -
>
E 04 -
~O
E
3
< -0,6 -
a
< —e—Placebo
= 08 1
S
3 .1 | -m—Apremilast 30 mg BID p<0,001
=
c —3
S 12 -
=
14 - Placebo, n 170 170
Apremilast 30 mg BID, n 183 184

AcOeveig pe npoimapyovoa agovikn npooBoAn kat BaOpoAoyia BASDAI 24 katd tnv Evapén
Mean Baseline BASDAI : 5,8 Placebo -5.91 Apremilast

Otezla EPAR January 2015



52 eBédopadec (Palace 1, 2, 3)
BeAtiwon 6éppatog (Pwpracikwv BAaBwv)

MetapBoAn PASI-75

50 -+
=—¢=—PALACE 1 == PALACE 2
39,3%
40 - = PALACE 3
_ 39,1%
S
o 36,8%
i
&
g
w
3
k%
w
>
w
D
o]
<
0 T T T T T T T T T T T T 1
0 16 24 52 EBSopada
PALACE 1, n 74 73 68
PALACE 2, n 66 67 56
PALACE 3, n 78 74 64

AoOeveic pue 23% emipAveLOG CWHATOC HE SEPHATIKEG BAAPEC

Cutolo M, et al. ACR 2103, San Diego (815), Edwards CJ, et al. .ACR 2103, San Diego (311)



MEAETEZ 2THN WQPIAZH

52 eBdopadec (ESTEEM 1)
Meiwon twv Ppwplactkwv BAaBwv

BeAtiwon tovu &eiktn PASI 75
RCT 16 - 32 eBdopadwv kot open extension €wg ti¢ 52 efdopadec
Placebo n=282, Apremilast n=562

Apremilast 30 mg BID Apremilast 30 mg BID Apremilast 30 mg BID
0- I I
T Period A i Period B i Period C
=19 | I
@ I I
- | I
2y 20 | |
Za -304 i |
Q£ | |
oo -40+ I I
= I |
[< E ED- | |
g @ i i
ga i i
c E -707 I |
E L 804 :
= ) | i
-90 ! :
| I
'1DD | ] I I | ] I :. 1 | 1 ] I

0 4 8 12 16 20 24 28 32 36 40 44 48 a2
Study Week

Papp K et al. JAm Acad Dermatol 201573(1):37-49.



MEAETEZ 2THN WQPIAZH
32 eBdopadec (ESTEEM 2)
Meiwon twv Ppwplactkwv BAaBwv

Noocoota PASI 50, PASI 75, PASI 90
RCT 16 - 32 eBdouadwyv, Placebo n=137, Apremilast n=274

Period A Period B
(All patients on apremilast
Apremilast (n = 274) 30 mg BID)

70 7 1
g |
W Eﬂ 1 I
1y .
s .
a 507 | PASI 50
2 |
o 40 - I
£ i
@ 30 - |
= i
& : PASI 75
o 207 I
€ |
2 10 1 :
o I PASI 90

0 - ' T T T T T : T T T
0 2 4 6 8 10 12 14 16 20 24 28
Study week

Paul C, et al. Br J Dermatol 2015;173(6):1387-99.



EBSopada 104 - Zuykevipwtika dedopéva (Palace 1, 2, 3)
EvOeoitida

Nocootiaia peiwon MASES Noocooto acBevwyv xwpic evbeaitida

0 1624 40 52 65 78 91 104

0 rr1rrrrrrr1rrigrorrrrrrrrirrr1rr1rr1ri EBSOudSQ 100 7]
& —
g S
3 =
© 20 - o 80 1
= 15
o 0
-0
5 2
3 2 g0 -
S -40 - 3
@ = 48,7%
8 <
e )
3 . =
g 60 4 -57,5% 3 40 -
E 3
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@ 20 -
[ - -
E % e
= ,
ERSopada
-100 i O T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 16 24 40 52 65 78 91 104
Apremilast 30 mgBID,n 377 341 329 314 302 142/377 147/341 154/329 1 49/314 147/302

AcOeveic oe Apremilast 30 mg BID xwpig evBeoitida katd tnv Evapén

Gladman D, et al. EULAR 2015, Ann Rheum Dis 2015;74(Suppl2):133



EBSopada 104 - Zuykevipwtika dedopéva (Palace 1, 2, 3)
AakTtuAitida

MNocootiaia peiwon daktuAitdag Noocooto acBevwyv xwpic daktuAitida

0 1624 40 52 65 78 91 104
0 rTrrrrrrrrrIpgrrrrrrrrrr 77171711 EBGOH(XGQ 100_

-20 - 77,5%

-60

80 1 l\.\'\-/' -80,0%

-100 i 0 r T 11T 17T 17T 11 mwr 11717 17 1T 117 1717 7 1717 1T 1T"1T71T71TT°7
0 16 24 40 52 65 78 91 104

ERSopada
168/249 166/226 157/221 162/207 155/200

Méon nooootiaia petafoln amno ty évapén
AcBeveic pe anouaoia SaktuAitidag (%)

Apremilast 30 mg BID, n 249 226 221 207 200

AcOeveic oe Apremilast 30 mg BID xwpic daktuAitida katd tnv évapén

Gladman D, et al. EULAR 2015, Ann Rheum Dis 2015;74(Suppl2):133



MetaoAnl HAQ-DI

0 1624

156 eBdopadec (Palace 1)

BeAtiwon tng mototntog (wNnc |

65

Study Week

78

91

104

117
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156
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40 52
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-0,37
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Kavanaugh A et al. ACR 2015 San Francisco. Abstract 2843.




156 eBdopadec (Palace 1)
BeAtiwon tng mowotnta {wnc

80

Nocooté acBevwv pe petafoi HAQ-DI MCID 20,30
70 -
--Apremilast 30 mg BID
60 -

Patients Achieving HAQ-DI MCID >0.30 (%)

O 1 1 1 #ll 1 1 I I I I I 1
0O 1624 40 52 65 78 91 104 117 130 143 156
Study Week
Apremilast 30 mg BID, n/m 85/193 86/169 83/161 77/153 78/145 74/144 76/145 68/140 71/139

Kavanaugh A, et al. ACR 2015 San Francisco. Abstract 2843.



Apremilast
«MovobBepareia»
nipwv arto too DMARDs

PALACE 4



Naive oe DMARDs - MovoBeparneia

52 eBdopnadec (Palace 4)
Avtamnokpion ACR20

100 -~

58,7%
-0

53,4%

Apremilast 20 mg BID

-&-Apremilast 30 mg BID

Patients achieving an ACR20 response (%)

' ' ' Study Week
0 16 24 40 52
Apremilast 20 mg BID, n 162 155 131 131
Apremilast 30 mg BID, n 164 153 144 138

Wells AF et al. Poster presented at the 2014 ACR/ARHP Annual Meeting, 15-19 November 2014, Boston, MA (602)



Naive oe DMARDs - MovoBeparneia

104 eBdopadec (Palace 4)
Avtamnokpioelg ACR

Apremilast 30mg BID

* Avtamnokplon ACR20: 61,4% (105/171)
* Avtamnokplon ACR50: 40,7% (70/172)
* Avtamnokplon ACR70: 19,2% (33/172)

Wells AF et al. Ann Rheum Dis2015;74(Suppl2): 863



Apremilast
Aodalela



52 eBdopadec (Palace 1, 2, 3)
2UYKEVTPWTLKA Sedopeva aveMIBUUNTWYV EVEPYELWV

EBSopadeg 0 wg24 EBSopadec 0 wg52
Placebo Apremilast Apremilast Apremilast Apremilast
(n=495) 20 mg BID (n=720) 30 mg BID (n=721) 20 mg BID (n=720) 30 mg BID (n=721)
AE cOvoyn, n (%)
>1AE 235 (47.5) 456 (63.3) 476 (66.0) 524 (72.8) 534 (74.1)
>1 SAE 19 (3.8) 34 (4.7) 35 (4.9) 49 (6.8) 52(7.2)
> 1 Bapld AE 19 (3.8) 38 (5.3) 47 (6.5) 48 (6.7) 60 (8.3)
AE mou odriyncav og 21 (4.2) 48 (6.7) 51(7.1) 54 (7.5) 60 (8.3)
Slakorn Bepareiag
Odvarol 0 (0.0) 1(0.1) 0(0.0)
1(0.1) 0(0.0)
Zuxveg AE (5%)
Awdppola 14 (2.8) 80 (11.1) 109 (15.1)
88 (12.2) 118 (16.4)
Navutia 23 (4.6) 63 (8.8) 94 (13.0)
Kedbahahyia 23 (4.6) 56 (7.8) 72 (10.0) 71(9:9) 111(154)
URTI 15 (3.0) 55 (7.6) 54 (7.5) 65(9.0) 80(11.1)
Pwodapuyyitida 13 (2.6) 41 (5.7) 35 (4.9) 82(114) 67(9.3)
57 (7.9) 50 (6.9)

The nature, incidence, and severity of AEs were comparable through the 24-wk and 52-wk periods-
These data do not indicate a need for laboratory monitoring

Mease P, et al. EULAR 2014, Ann Rheum Dis 2014;73(Suppl2):742-3
Mease P, et al. EULAR 2014, Ann Rheum Dis 2014;73(Suppl2):685



52 eBdopadec (Palace 1, 2, 3)
Mooooto aoBevwv 1tou dLekoPe Aoyw MoTpevTEPLKWVY dLaTtapoyxwy

Apremilast Apremilast

20 mg BID (n=720) 30 mg BID
(n=721)
Onotadnmnote 20 (2.8) 37 (5.1)
Awdppola 6 (0.8) 16 (2.2)
Nautia 8(1.1) 16 (2.2)
‘Epetog 1(0.1) 6 (0.8)
KotAtakod aAyog 4 (0.6) 3(0.4)

O Faotpevtepoloylkég AE Tav autoneplopl{OpeVeC Kat dgv emavepdavioTnkov
HE TN ouveXW{Opevn Oepaneia pe Apremilast

H dudppoia kat n vavtia epdaviotnkov cuxvotepa TG MPpwTeS 2 BSopadeg tnG €kBeong oe Apremilast ko
UNOXWPOUV o€ 4 eBSopadeg. NapatnpRONKe PELWHEVN ENMLMTWON LETA TOV TPWTO VA XoprRynong.
Katd kavova ntav Amieg €wg pétpleg (novo 0,3% coPapsc).

Mease et al. Poster presented at the 2014 EULAR, Paris (310)



52 eBdopadec (Palace 1, 2, 3)
MetafoAn cwpatikol Bapouc

Placebo-Controlled Period Apremilast-Exposure Period

I
Weeks 0 to 24* | Weeks 0 to =528
| Placebo
100 921 | Apremilast 20 mg BID
_ 90 935 86.4 | Apremilast 30 mg BID
= | 77.0
80 U758
g’ 70 |
S >5% Weight Loss >5% Weight Gain ! >5% Weight Loss >5% Weight Gain
= 60 — «— - 5 | « S
k= |
= 50 -
2 I
£ 404 I
=
3 30 :
5 20-
8 0 109 100 - 113 134 .
lost810 33 393424 030402, oM 1.8 > 1814
U T T T T I T T T T 1
>10% >5% to Maintained >5% 1o >10% >10% >5% to Maintained >5% 1o >10%
<10% +5% Baseline <10% <10% +5% Baseline <10%
Placebo, n/m 3/491 16/491 452/491 19/491 1/491 NA
Apremilast 9/496 54/496 414/496 17/496 2/496 36/708 80/708 545/708 34/708 13/708
20 mg BID, n/m
Apremilast 5/491 49/491 424/491 12/491 1/491 31711 95/711 539/711 36/711 10/711
30 mg BID, n/m

H anwAegwa Bapoug dev eival 6000e{0PTWHEVN SEV TPOKAAEL LATPLKEG CUVETIELEG
ko 8ev oxetiletan pe AAAEG avermlOUUNTEG EVEPYELEG altO To NEX
kot epdavileton Kupilwe peta tn 16" eBdopada
Mease b, et al. ALK 2U15 San Francisco. Apstract 15/9.



104 eBdopadec (Palace 1, 2, 3)

2UYKEVTPWTLKA Sedopeva aveMIBUUNTWYV EVEPYELWV

APR-Exposure Period™
Weeks 0 to =52

APR-Exposure Period™
Weeks =52 to =104

APR30 APR20 APR30 APR20
n=721 n=720 n=520 n=508
Patients, n (%)
=1 AE 524 (T2.7) 505 (¥0.1) 308 (59.2) 315 (62.0)
=1 SAE 47 (6.5) 40 (5.6) 33 (6.3) 38 (7.9)
AFE leading to drug withdrawal 56 (7.8) 52 (7.2} 13 (2.5) 11 (2.2)
Death 0 (0.0} 1% (0.1) 1% (0.2) 0 (0.0)
AEs in 5% of patients, any treatment group. n (%)
Diarrhea 112 (15.5) 88 (12.2) 20 (3.8) 10 (2.0}
Mausea 108 (15.0) 69 (9.6) 11 (2.1} T (1.4)
Upper respiratory tract infection 60 (8.3) 71 (9.9) 2T (5.2) 40 (7.9)
Headache 75 (10.4) 61 (8.5) 17 (3.3) 14 (2.8)
Masopharyngitis 41 (5.7) 48 (68.7) 31 (6.0} 29 (5.7
Select marked abnormalities in clinical laboratory parameters nfm (%)
ALT =3x ULM 9713 (1.3) 8713 (1.1) 2/518 (0.4) 17502 (0.2)
Creatinine =717 LULM 1713 (0.1) 1713 (0.1} 0/518 (0.0) 0/502 (0.0)
Leukocytes <1.5, 10%/L Q713 (0.0) 0712 (0.0} Q517 (0.0) 0303 (0.0)
Meutrophils <1, 10%/L 2/713 {0.3) 4712 (0.6) 3/517 (0.6) 27502 (0.4)
Platelets =75, 10%L 0713 (0.0} 0712 (0.0) /517 (0.0) 17503 (0.2)
Hemoglobin, male <10.5 g/dlL.. 5/713 (0.7) 5/712 (0.7) 3/517 (0.6) 0/503 (0.0)

female <8.5 g/dL

-

—

P S T

OLVAYKI YLOL EPYALOTNPLAKO EAEYXO POUTIVOLG

Mease P, et al. ACR 2015 San Francisco. Abstract 2840.

OL EpyaoTnPLAKEG EEETACELG TAV OTIAVLOL EKTOG 0PLWV OCUVENWG SEV POEKUYPE




156 eBdopadec (Palace 1)
Aedopeva aVeTOUUNTWY EVEPYELWV

Weeks >104 to <156
Apremilast
30 mg BID 20 mg BID
n=144 n=140
Patients, n (%)
>1 AE 88 (61.1) 78 (55.7)
>1 serious AE 10 (6.9) 9 (6.4)
AE leading to drug withdrawal 1(0.7) 1(0.7)
Death 0(0.0) 0(0.0)
AEs in 25% of patients, any treatment group, n (%)
Upper respiratory tract infection 10 (6.9) 10 (7.1)
Nasopharyngitis 4 (2.8) 9 (6.4)

Kavanaugh A, et al. ACR 2015 San Francisco. Abstract 2843.




52 eBdopadec (Palace 1, 2, 3)
YUYKeVTPWTIKA dedopeva ZOBAPQON avermlBupuntwy eVveEPYELWV

Apremilast Z0volAo =1,535.4
EAIR/100 Etn acOsvwv

MACE (peitova avembopnta 0.2
Kapdlayyelakda cupfavta)

Kakon|OeLeg

ALLOTOAOYLKEG 0.1
AEpIJ.CITLKéC (ektOC pedavwpartog) 0.5
ZUHT[CXVE 'LC (ne peddvwpa) 0.2
NoLpwéELg

Mn gUKALPLOKEG COBOPEC 0.5
AOLUWEELC

Eukalplokéc AOLUWEELC 0.0

Aev untip§av neputtwoels epdaviong n enavepdaviong pupatiwong.
(20 AoU¢eveic eixav totopiko TB kal ertunAéov 12 eiyav Lotoptkd UGetikn¢ Mantoux)

EAIR per 100 patient-years is 100 times the number (n) of patients reporting the event divided by patient —years (up to the first event start date for
patients reporting the event)
EAIR=exposure adjusted incidence rates; BID=twice daily;



SPC Mpoiovtoc

YUXVEC OVETILOUUNTEC EVEPYELEC

MoAu cuxveg (>1/10)
* Aldppola
* Navutia

OxL ouxVEG

(>1/1000 £w¢ <1/100)

* YnepevaloBnoia

* E&avBnua

* Meiwon ocwpatikol Bdapoug

2uxVEG (>1/100 £€wg <1/10)

e Bpoyxitda

*  Nolpwén avwTtepOU aVATTVEUOTLKOU
* Pwodapuyyitidba

e 'Epetog

* Bnxoag

* Avoneyia

*  JUXVEC KEVWOELC

e AAyOG KOLALOKNC XWPOLS

* [aoctooloodayikn maAvdépounon
* Melwpeévn opeén

e Alnvia

* Hukpavia

* Kedpalayia taong

* Oodualyia
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>UOTOOELC



GRAPPA: Treatment Recommendations for PSA 2015

Peripheral Arthritis

Recommended Recommended No
Strong Conditionally Recommended | Recommendations

(lack of evidence)

DMARD naive DMARDs NSAIDs, oral CS, IL12/23i, IL-17i,
(MTX, SSZ, LEF), IA-CS, PDE4i
TNFi

DMARD inadequately TNFi, NSAIDs, oral CS,

response Ustekinumab IA-CS, PDEA4,
PDE4i IL-17i

Biologic inadequately = TNFi NSAIDs, oral CS,

response IA-CS, PDEA4i,

IL-17i, I1L12/23i

Coates C Laura, et al. Arthritis & Rheumatology, published online: 23 MAR 2016
DOI: 10.1002/art.39573



GRAPPA: Treatment Recommendations for PSA 2015

Axail PsA

Recommended Recommended Not
Strong Conditionally Recommended

Strong

Biologic naive NSADs, IL-17i, SU-CS, DMARDs, IL-6i,
Physiotherapy, bisphosphonates  cp20i
Simple Analgesia, (I1L12/23)
TNFi

Biologic inadequately  Physiotherapy, NSAIDs, TNFi,
response Simple Analgesia, [IL-17i, IL12/23i

Coates C Laura, et al. Arthritis & Rheumatology, published online: 23 MAR 2016
DOI: 10.1002/art.39573

No
Recommendati
ons (lack of
evidence)



GRAPPA: Treatment Recommendations for PSA 2015

PsA: Enthesitis, Dactylitis

Recommended Recommended Not
Strong Conditionally Recommended
Strong

Enthesitis TNFi, 1L121/23i NSAIDs, DMARDs

Physioterapy, CS

injections

PDEA4i, IL17i
Dactylitis TNFi ( INF, ADM, CS injections,

GOL, CZP) DMARDs (MTX,

LEF, SSZ),

TNFi (ETN),

IL12/23i

Coates C Laura, et al. Arthritis & Rheumatology, published online: 23 MAR 2016
DOI: 10.1002/art.39573

No
Recommendati

ons (lack of
evidence)



GRAPPA: Treatment Recommendations for PSA 2015

Psoriasis
Recommended Recommended Not No
Strong Conditionally Recommended | Recommendati
Strong ons (lack of
evidence)
Plaque Topical therapies, 1L17i, PDEA4i DMARDs

Phototherapy,

DMARDs (MTX,

LEF, CyA), TNFi,
1IL121/23i, IL17i,
PDEA4i

Nail TNFi, IL12/23i Topical therapies,
DMARDSs (CyA,
LEF, Acitretin,
MTX, 1117i, PDE4i)

Coates C Laura, et al. Arthritis & Rheumatology, published online: 23 MAR 2016
DOI: 10.1002/art.39573



Clinical and épi.&émiolog-ical research

EXTENDED REPORT

European League Against Rheumatism (EULAR)
recommendations for the management of psoriatic
arthritis with pharmacological therapies:

2015 update
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Table 1

agreement

Updated EULAR recommendations for the management of PsA, with levels of evidence, grade of recommendations and level of

Overarching principles

PsA is a heterogeneous and potentially severe disease, which may require multidisciplinary treatment

Treatment of patients with PsA should aim at the best care and must be based on a shared decision
between the patient and the rheumatologist, considering efficacy, safety and costs

Rheumatologists are the specialists who should primarily care for the musculoskeletal manifestations
of patients with PsA; in the presence of clinically significant skin involvement a rheumatologist and a
dermatologist should collaborate in diagnosis and management

The primary goal of treating patients with PsA is to maximise health-related quality of life, through
control of symptoms, prevention of structural damage, normalisation of function and social
participation; abrogation of inflammation is an important component to achieve these goals

When managing patients with PsA, extra-articular manifestations, metabolic syndrome,
cardiovascular disease and other comorbidities should be taken into account

Recommendations

Treatment should be aimed at reaching the target of remission or, alternatively, minimal/low disease
activity, by reqular manitaring and appropriate adjustment of therapy

In patients with PsA, NSAIDs may be used to relieve musculoskeletal signs and symptoms

In patients with peripheral arthritis, particularly in those with many swollen joints, structural damage
in the presence of inflammation, high ESR/CRP andfor dinically relevant extra-articular
manifestations®, csDMARDs should be considered® at an early stage®, with methotrexate preferred in
those with relevant skin involvement®

Local injections of glucocorticoids should be considered as adjunctive therapy in PsA®; systemic
glucocorticoids may be used with caution at the lowest effective dose®

In patients with peripheral arthritis and an inadequate response to at least one sDMARD, therapy
with a bDMARD, usually a TNF inhibitor, should be commenced

In patients with peripheral arthritis and an inadequate response to at least one sDMARD, in whom
TNF inhibitors are not appropriate, bDMARDSs targeting 1L12/23 or IL17 pathways may be considered

In patients with peripheral arthritis and an inadequate response to at least one csDMARD, in whom

bDMARDs are not appropriate, a targeted synthetic DMARD such as a PDE4-inhibitor may be
considered

In patients with active enthesitis and/or dactylitis and insufficient response to NSAIDs or local
glucocorticoid injections, therapy with a bDMARD should be considered, which according to current
practice is a TNF inhibitor

In patients with predominantly axial disease that is active and has insufficient response to NSAIDs,
therapy with a hbDMARD should be considered, which according to current practice is a TNF inhibitor

In patients who fail to respond adequately to a bDMARD, switching to another bDMARD should be
considered, including switching between TNF inhibitors

Level of
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1b
1b
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B b

1b

1b

1b

1b

Grade of
recommendation

A

A
B

Level of agreement
(mean+SD)

9.6+1.1
9.2+1.7

9.5+0.8

9.6+1.0

9.5+1.0
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9.6x09
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9.6=0.7



In patients with peripheral arthritis and an inadequate response to at least one sDMARD, in whom

bDMARDs are not appropriate, a targeted synthetic DMARD such as a PDE4-inhibitor may be
considered

overall safety profile, we suggest the place for this drug should at
this time in most cases be limited to patients who failed to reach
the treatment target on ¢sDMARDs and for whom bDMARDs
may not be appropriate. This would include, for example,
patients with comorbidities or a history of infections contraindi-
cating any bDMARD. Such a recommendation cannot be consid-
ered as based mainly on evidence, as this use was not studied
specifically in the large apremilast phase 3 programme, which
included mostly patients who were naive to bDMARDs. Thus in
some cases apremilast can also be considered earlier in the algo-
rithm, perhaps for patients without markers of severe prognosis
or those who explicitly do not wish to receive a parenteral medi-
cation; this would however be at the discretion of the physician,
as the group did not reach consensus on such a situation. This
recommendation received the lowest level of agreement among
all bullet points, reflecting the diversity of opinions.




FDA approval 2014

The US Food and Drug Administration (FDA) today approved a new treatment
for adults with active psoriatic arthritis (PsA).

EMA approval 2014

Otezla, alone or in combination with DMARDs, is indicated for the treatment
of active psoriatic arthritis (PsA) in adult patients who have had an inadequate response
or who have been intolerant to a prior DMARD therapy.

EPE — ENEPE 2016

To APREMILAST (OTEZLA) npoot€Bnke oto ONZ tng WA (08-008) petd armnod amotuyia
A 1N avoxn Twv cupBatikwv DMARDs oto idlo entimedo pe tnv mpwtn €mAoyn
KArmowou BloAoylkou mapadyovta (20 Bripa tou OM2)



Oepansutiko npwtokoAAo WA — EPE-ENEPE

JYNOHKH EIZATQIH: 3TO 1o BHMA:
ApEowC peTa TN dlayvwon - 2toxoc n BeAtiwon tou deiktn PsARC

v Eni nepidepknc mpooPoAnc: Xopriynon csDMARDs

YYNOHKH EIZATQIHZ 3TO 20 BHMA:
MpéEmel va umapyouv >3 SLOYKWUEVEG Kal >3 evaiocOntec apOpwoeLg,
napa tnv enapkn Bepamnevtikn dokiun pe DMARDs €7t 3 pnveg

v' EmAéyeton €vag oo touc avtl-TNF tapdyovteg 1 to Ustekinumab,
N to Secukinumab 1} to Apremilast

2YNOHKH EIZATQIHZ 2TO 3°, 4° kAt BHMA:
Mn BeAtiwon tou deiktn PsSARC o€ 2 amo 4 eKTILWUEVEG TIOPOUETPOUC
HeTA armo Bepareia 16 eBdopadwv pe tov 1o BLoAoyLko mapayovta

v' ErtAéyeton dAAo¢ avti-TNF apadyovtec fj to Ustekinumab
N to Secukinumab 1 to Apremilast



Apremilast
[Mpoktika Bepata



Apremilast - Otezla

QopUAKOTEXVLKN ETMkaAULEVO PE AETTTO
nopdn UHEVLO SLokio
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MePLEKTIKOTNTEG 10 mg, 20 mg, 30 mg
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TItAomoinong




TitAomoinon

- 10 @AY

nto

Katd 116 5 TpwTeg
NUEPES

1" Huépa
2" Huépa
3" Huépa
4" Huépa
5" Huépa

6" Hpépa
KOl META

v BN
10 mg
10 mg

10 mg

20 mg
20 mg

30 mg

10 mg
20 mg

20 mg
30 mg

30 mg

Aocoloyiké oxnua cuvrtipnong: 30mg X2/d




Apremilast

e Agv aAANAerdpa UE:

*  Xwpic anaitnon ywa mpo-Bepameutikd
EPYOOTNPLAKO EAEYXO

*  Xwpig araitnon yLo TAKTLKN
EpyooTnpLoKn mapakoAovbnon

Tormukn Bepamneia

UVB dwtoBeparmeia

KetokovaloAn

MeBotpefatn

ATtO TOU OTOMOTOC OVTLOUAANTITLKA

npoduAatelc oe atopa pHe ouvnOeLg

Ye aoBeveic pe unepevalocbnoia otn

*  Xwpig L6KEG TPOELOOTOLNCELG N f *  Avrtevbeikvurtat:

OUVVOONPOTNTEC:

» Yméptaon

» KapblayyeLokn vooog
» Zakxapwdnc dtafntng

SpaoTikn ouoia / ékboyxa

2TnV eykupoouvn Kal OnAacpo
AcOeveic pe omavia KANpOVOULKA
npoBAnuata ducavetiag otn yodaktoln

* [Mpocappoyn 6oonc (30mg) os coBapn

» Hnatwkn duoAettoupyia XNA

* OyLotn ouyxopnynon pe toxupouc

avaotoAeic tou CYP3A4, 1uy. plpaprikivn

Otezla EPAR http://www.ema.europa.eu/docs/en GB/document _library/EPAR_- Public_assessment_report/human/003746/WC500182629.pdf (Huepounvia

televtaiog mpooBaong 1/3/2016)
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2YMNEPAZMATA 1

WAQPIAZIKH APOPITIAA

YNAPXEI KENO

e Ytnv avayvwplon tng WA armo to Kowo
e JTNV £yKalpn SLayvwon Kol TPWLUN AVTLUETWTILON

e JTO TTOCOOTA 0TABOEPNC BEPATTEVTLKAC ATTAVTNONG
ota StoBeoipa pappako



2YMNEPAZMATA 2

Apremilast

e ‘ExeL Stadopetiko pnxavicpo dpaonc (ts DMARD)

Eival Evac armo Tou OTOUATOC ULKPOUOPLOKOC EVOOKUTTAPLOC avaoToAeac tn¢ PDE4

e EXEL TEKUNPLWUEVN OTIOTEAECHATLKOTNTA OE TTOAAQTTAEG
ekbnAwoeig tng W kat tng WA

Aepua, apBpwoclg, evieaitida, daktulitida, tepoAayovitida kat rmrototnta {wng
ota (bla ertimeda touc¢ BLoAoyLlKkoUC MoPAYOVTEC

* ‘ExeL euvoiko mpodil achAaAeLog
Xwpic avénuevn enintwon kapdlayyelakwy cuuBaudatwy, kakonveiac, coBapwv
gukalplakwv Aotpuwéewy, TB

* Eilvaw eUkoAo otn AQYP N Ka v xpelaletol EpyacTnPLOKOUC
eAEyXoUC

2€ 4.000 aoUeveic ol KUPLEC aVETTIBUUNTEC EVEPYELEC NTAV NTtLa-TtopodIkn vautia
N dtappota atnv apxn kat cuvnNIeLC AoIUWEELC AVWTEPOU AVATITVEUOTLKOU
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