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2YITKPOY2ZH ZYMOEPONTQN

« TiuNTIKA apoIPn yia TNV OuIAia atto TNV Pfizer
« TiunTikeS apolBeg Bristol, UCB



H AY xapaktnpeiletal atro XpOoVvIA PAEYUOV TNS OTTOVOLAIKNGC
OTNANC TTOL TTOOKAAEI AVATTNEIO

AZ= AykuAomotntikr ZrnovéulapBpitida

Little H, Swinson DR, Cruickshank B. Am J Med. 1976; 60:279-285.



To paopa twv ZrnovdulapOBpLtidbwyv

Afovikn Nepudepkn
InovéulapOpitida ZrtovéulapOpitida
l/
/

I
Mn-aKTwvoAoyKa Adwadopornointn
emBeBatwpévn Nepudepkn
A¢ovikn ZrnovéuAapBpitida InovéulapOpitida

AZ= Aykulomotntikr ZrmovéulapBpitda, WA= Wwplaotkn ApBpitida, ONE= QAeypovwdng vooog
Tou evigpou, InA= ImovSulapBpitida, AA= Avtidpaotikn ApBpitida Raycharudhuri S, Deodar A. J Autoimun. 2014;48:128-133.



OePATTELTIKEG CLOTACEIC

ASAS/EULAR 2010

e AvaBewpnueva amo 1o 2005
* APOPOLYV ACBOEVEIC hE AL KAI OAWYV TWV NAIKIGV

ASAS 2010°

e xyonon 1wV avTi-TNF otnv axSpA
ACR/SSA/SPARTAN 2015~

* APOPOLYV aoBeVEIC pe AL/Nr-AxSpA

Treat to target therapy:+:

e Low BASDAI+ normal CRP
e Low ASDAS

ASAS= Assessment of SpondyloArthritis international Society, ACR= American College of Rheumatology, EULAR= European League
Against Rheumatism, SSA= Spondylitis Association of America, SPARTAN= Spondyloarthritis Research and Treatment Network, AZ=
Aykulomointikr) ZmovbulapBpitida, nr-axSpA= agovikn ormovéulapBpitida xwpig aktvoloyika supruata, BASDAI= Bath Ankylosing
Spondylitis Disease Activity Index , ASDAS=Ankylosing Spondylitis Disease Activity Score, CRP= C-avtiSpwoa npwteivn

. Ann Rheum Dis. 2011 Jun;70(6):896-904.
. Arthritis Rheumatol. 2016 Feb;68(2):282-98. Epub

2015 Sep 24.

3. Ann Rheum Dis. 2014;73:6-16.
4.  Ann Rheum Dis. 2014;73:238-42.
5. Ann Rheum Dis. 2011 Jun;70(6):905-8.



2010 Xvortaoeg kata ASAS/EULAR!

. | [Mpoocapuoyn TNG BePATTEIAC OTIC KAIVIKEC EKENAWTEIC/CLUTITOUATA |
« [MapakoAoLONON ICTOTIKOL, KAIVIKGV TTAPAUETOWY, EOLYACTNPIAKWYV

« Ekmaibevon Tov acBevoLg/aoknon

. | AVTILETTTION TWV CLYVOONPOTNTWV PAdi hE AAEC €16IKOTNTEC |
« MAI® TPWTNC YPAUUNG BeparTteia

« [lavoittova utmopeEi va BewpnBoly WS PELOC TNS BepaTteiacg

e TOTIIKA KOPTIKOEIS UTTOPEI VA XPNOIUOTTOINOOLY

« Kavéevag pOAOC yIa Ta CLOTNUATIKA KOPTIKOEISN

« |_ H SS7 urmropsi va xono1uotroindsi via TNV TTEQIDEQIKY) a0BITISA |

« | O1 anti-TNF mTpéTTel va XoNoIWOTTOIOLVTAI OE TTEQITITWOEIC PE LWNAN
EVEQYOTNTA VOO OL TTAOA TN CLUPRATIKN BepaTTEia
« | ANayn anti-TNF o€ TTepITTTon aoToXIAG |

ASAS= Assessment of SpondyloArthritis international Society, EULAR= European League Against Rheumatism,
SSZ=couAdpacalalivn

1. Ann Rheum Dis. 2011 Jun;70(6):896-904.



2010 Xvotaoeg kata ASAS yia Tnv xpnon tov avrti-TNF!

Evepyn vooog
*  -EVEQYN VOOOCG = 4 eBSoadeg
« BASDAI > 4 kai n yvoopun ToL €18IKoL

Mapa Tnv mponyn®noa Bgparmcia

« 2MIAD o¢ diapkeia 4 Souadwyv o€ YEYIOTN avexouevn 600N
« [lepipepIKn aEOPITISA TOTTIKA OTEQOEISN, OKEPTEITE TN SSZ

« EvOeoiniba TOTIIKN aywyn

Aev vITapxovyV avrevdeigeig

EKTiunon tng vooou ot 12 eBSouadeg
BASDAI | 50% R 2 povadeg Kai Tn YVGHN TOL E18IKOL

ASAS= Assessment of SpondyloArthritis international Society, MZA®= Mn Ztepoeldr AvtidpAeypovwdn dappaka,

SSZ=couAdpacalalivn,
1. Ann Rheum Dis. 2011 Jun;70(6):905-8.



American College of Rheumatology/Spondylitis Association of
America/Spondyloarthritis Research and Treatment Network 2015
Recommendations for the Treatment of Ankylosing Spondylitis
and Nonradiographic Axial Spondyloarthritis

Michael M. _\’ﬁ-";ll'd_' Atul Deodhar® Elie A. Akl? Andrew Lui,* Joerg Ermann,”

2015 ACR/SAA/SPARTAN recommendations'

« EmkevipovovTal TNV KAIVIKN TTRAEN KAl €ival CLOTACEIC €I6IKES
\Y{le
— TIC TTIO CLXVEC TTEQITTITAOEIG
— TTI0 SOUOKOAEC TTEQITITWOEIG

« ‘ExouLV eTTiKeVTPO TOV ACBEVh TTAPA TNV Aywyh

« |oxvpn ocvoTaon: oxedOV OAOI Ol AoBEvEIC Ba BEAavE TNV
TTEOTIVOUEVN CLOTAON
« YTTO OpOLE CLOTAON:

ACR= American College of Rheumatology, SSA= Spondylitis Association of America, SPARTAN= Spondyloarthritis Research and

Treatment Network, AZ= AykuAomotntikf ZmovdulapBpitida, nr-axSpA= afovikr ortovSulapBpitida xwpig akTvoloyLkd euprpata,

BASDAI= Bath Ankylosing Spondylitis Disease Activity Index , ASDAS=Ankylosing Spondylitis Disease Activity Score, CRP= C-avtidpwoa

npwreivn 1. Arthritis Rheumatol. 2016 Feb;68(2):282-98.



rvotaoelc ACR 2015

Bpadeiag Spaong dpapuaka

ENEPI'OZ AY %

[Hopapovn
— EVEPYOL

L TNFi

MXAQ®  syveyig yopiynon
Xopic mpotipunon

> (SSZ. Pamidronate)
Ye nepupepikn| ko avtévoeién TNFi

AvtévdeiEn TNFi —¥———  Alkoc Brodoyikoc
t avaoctoréag (U TNF)

Xwpic mpotiuno
d/O Evepyog oy mabntikn PISTR ,HT] 1
Ymotpomalovoa
TopveoTtiky Topd KoAdppnon [apapovh pitioa, Infiximab ¥ adalimumab
svaiyof) ONE

A)lhog anti TNF

> TNFi povokiwvika

Tlep1p. M eviepucn €€apon, eykopocivn

[« V|

Iepolayovitida
uovo . Tomika
Ioyvpn cvotoon GTEPOELON
Y7o cuvOnkec cuotoon [Tep1p

Yn6 cuvdfkeg apvnTikn cvcTOoN ApOpitda . Tomikd Av <2 apBpacerg, oxt
[ Ioyvpd apyntikn cdoTacH - 6TEPOELSN cLyVa
Qualifier
EvBecitda  Tomied Oy Ayidero,
oTEPOELON Emyovatidwo, Tetpaképaro

ACR= American College of Rheumatology, AZ= Aykulomointikr ZrmovéulapBpitida, ONE=
DAeypovwdng vooog tou eviépou,, SSZ=couldacalalivn, MIAD= Mn Itepoeldn AviipAeypuovwdn

baoLaKa ©/0= buolodeoareic. KT = FhokokonTlicostenosdh Mpooappoyr) ano Arthritis Rheumatol. 2016 Feb;68(2):282-98. Epub 2015 Sep 24.



XTAOEPH AX

—> Movobepomeio TNFi

MovobBepameio TNFi

v

AY Kou:

Ipoywpnuévn apOpitioo 16yiov

Bopid kvomon Emoyn kévtpov

O&sio 1piTIon

Tomud KopTiKOEWN

Ynotpomaovea 1pitide Infiximab 1 adalimumab

ONE

I Ioyvpy obdotoon
Yo cuvOnkeg cvoToom
I Y7o GuvOnKeC opvnTIK GOGTAGT
B Ioyvpé apvnTiky cvctoon
AZ= Aykulomotntikn ZnovduapBpitida, ONE= OAeypovwdng vooog tou evtépou, MIAD= Mn Qualifier
ZTepoeldi Aviidreyuovisn bdpuaka Mpooapuoyn and Arthritis Rheumatol. 2016 Feb;68(2):282-98. Epub 2015 Sep 24.




XAUNAN ETITTITWON OEEIAC PAEYUOVWDEOLC
VOOOUL TOL EVTEQLOL O ACBEVEIC pE AL KAl

avTi-TNF Beparreial

3 - ®ONE: ouxvotnta epdaviong

" (9 peAéteg, ouykevipwtika dedopéva n = 1130)?
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O T T
Infliximab Etanercept Adalimumab Placebo
618 625.4 132.3 150.4

FINX vs ETN IO=O‘001exposure years exposure years exposure years exposure years
"¥INXvs ADA p=0.02 O®ONE RR ETN=1.09 (8umtAéc TudAég pehétec)?

Placebo/SSZ (n=436) R 0.73 100 patients/yr

ETN RCTs (n=887) R 0.80 100 patients/yr

ETN RCT+OLE (n=1074) R 1.77 100 patients/yr
AZ= Aykuhomointikn ZriovéudapBpitida, Cl=Confidence Interval; IR=Incidence rate,

OR=0dds ratio, ETN=Etanercept, PBO=Placebo, ADA=Adalimumab,INX=Infliximab,
ONE= OAsypovwdng vOooG TOU EVTEPNOU

Kapia otatiotikn
Sladopa petall Twv
avtl-TNFs KoL ELKOVLKO
dappako

Néeg neputtwoelc ONE
Kapia otatiotikn
Stadopa petaL ETN
EVOVTL TOU ELKOVLKOU
dopudkou

(0.8 vs 0.5 100 pt/yrs)

OR Flares (vs INX)
ETN=18 (Cl 2.1-154.4)
ADA=4.2 (Cl 0.4-44.2)

1.Arthritis Rheum. 2007 May 15;57(4):639-47

2. Scand J Rheumatol. 2014;43(1):49-53.



MElUEVN ETITTTAOON OEEIAC PAYOEISITIOAC
o€ aoBeveic ue AX kal avTi-TNF B¢partreia’

18 - Enintwon/100 xpovia acBevwv -
16 - (C17,8-27,9)*
n (7 peAéteg, ouyKevTpWTIKA SeSopéva n = 717)
©
o 14 -
>
c 12 -
2
-'g 10 B 7,9
(C11.1-8.0)

o 8 -
=
5 6
E 3,4
o 4 - (Cl 1.1-8.0)
e

p -

O T T T !

Infliximab Etanercept Placebo Literature
146.4 430 70.5 Npocappoyr and
exposure years exposure years exposure years Arthritis Rheum. 2005 Aug;52(8):2447-51.

H payosibitida €xeL avadepBel wg OxL cuxvee (21/1,000 £wg
INX vs PBO p=0.005 <1/100) A.E. kata tnv Bepameia pe etanercept?

ETN vs PBO p=0.05 1. Arthritis Rheum. 2005 Aug;52(8):2447-51.

INX'vs ETN p=0.08 2. Enbrel SPC accessed 23NOV16 at
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/huma
n/medicines/000262/human_med_000764.jsp&mid=WC0b01ac058001d
124

* Placebo p=0.01

AZ= Aykuhomointikn ZrovéuAapBpitida, Cl=Confidence Interval;, ETN=Etanercept,
PBO=Placebo, INX=Infliximab, AE=AvemBUUNTEG EVEPYELEG



http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000262/human_med_000764.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000262/human_med_000764.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000262/human_med_000764.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000262/human_med_000764.jsp&mid=WC0b01ac058001d124

AAANEC OLOTACEIG

loxLEN CLOTACN EVAVTIA OTN XPNON XEIPOTTOAKTIKGWV
XEIPIOUWV OTNV LY € aoOeveEIC ye PAPIG OOTEOTTOPWON KAl
fused spines

YTTO oLVONKESC CLOTACN KAI HETPNON OOTIKNG padag pe DXA

loxLEN CLOTACN YIA PN CLOTNHIATIKOLG EAEYXOLC VIO
KAPSIOAOYIKEC AVWPAAIEC XpnoiuoTToivTac HKI i utTEpNXO.

Arthritis Rheumatol. 2016 Feb;68(2):282-98.



Ao
ACR’16!

2016 Update ASAS/EULAR recommendation on the

management of axial spondylarthritis’

* AIQKOTIN TOL KATTVIOUATOG
* BioAoyikoi OTOLC ACBOEVEIC PE YN AKTIVOAOYIKA eTTIRERAIOUEVN
afovikn AL pe avénuevn CRP ) iepoAayovitiba otnv MRI
KAI
EVEQYO VOO O TTapd Ta 2 MEAD
(ASAS >2.1 i BASDAI > 4) kai n yvaun ToL €18IKoL
« EmiaocTtoxiac avTi-TNF, aAAayn o€ aAAov avTi-TNF n
AVAOTOAED TNG IVTEPAELKIVNG 17
van der Heijde D, Ramiro S, Landewé R, et al. 2016 Update of the ASAS-EULAR
ASAS= Assessment of SpondyloArthritis international Society, EULAR= European League Against Management Recommendations for Axial Spondyloarthritis [abstract]. Arthritis
Rheumatism, M2A®= Mn Ztepoelbn AvtipAeypovwdn ddppaka, MRI=Amewdvion Mayvntikol Rheumatol. 2016; 68 (suppl 10). http://acrabstracts.org/abstract/2016-update-
Zuvtoviopou, CRP= C-avtidpwoa mpwrteivn, BASDAI= Bath Ankylosing Spondylitis Disease Activity of-the-asas-eular-management-recommendations-for-axial-spondyloarthritis/.

Index

Accessed November 23, 2016.



AvTi-TNFs: Emidpaon otnv evepyoTnTa TNG VOOoOU

17 RCTs
BASDAI

Change in BASDAI, Ankylosing Spondylitis

Author, Year Treatment Standardized Mean Difference [95%CI]
van der Heijde, 2006 Adalimumab : —— 0.88[0863,1.12
Lambert, 2007 Adalimumab P = | 0.65[0.20, 1.09
Hu, 2012 Adalimumab E = . ' 0.88[0.27,1.49
Huang, 2013 Adalimumab i —— 0.84[0.60, 1.07
Landewé, 2014 Certolizumab 200mg; : = = ! 1.01[0.55,1.48
Landewe, 2014 ‘ 400m : b . — 0.75[0.28 1.21
avis, tanercept —— . 82,132
Calin, 2004 Etanercept : = = 099054 ,144
van der Heijde, 2006 Etanercept 225mg 2x weekly) = | 0.74[0.31,1.16
van der Heijde, 2006 Etanercept (50mg weekly) : - - 1.05[0.61,1.48
Barkham, 2010 Etanercept P = 0941021, 1.67
t : [ =} 4 0741029 119
Inman, 2008 Golimumab ; = 130 [0.99, 1.60
Braun, 2002 Infliximab : - = i 1.7511.20, 2.31
van den Bosch, 2002 |nfliximab ; ' . = 152[(054,250
Marzo-Ortega, 2005  Infliximab P - = 0.73[0.07,1.39
van der Heijde, 2005 Infliximab : —— 1.3411.05, 1.62

erogeneity: ?=42.4 % ,p= 0.035
RIE Kioagsinety P - 1.00[0.87,1.13]

Favours Control Favours TNFao Blocker
i | I | | |
0.00 0.50 1.00 1.50 200 240
RCT= Randomized Clinical Trials, Standardized Mean Difference

BASDAI= Bath Ankylosing Spondylitis Disease Activity Index Ann Rheum Dis. 2015 Jun;74(6):1241-8. Epub 2014 Apr 9.




AvTi -TNFs: ETidpaon oTnv AEITOUPYIKOTNTA TWV ACOEVWYV

18 RCTs

Change in BASFI, Ankylosing Spondylitis

BASFI

Author, Year Treatment Standardized Mean Difference [95%CI]
van der Heijde, 2006 Adalimumab - 063[ 0.39,0.86]
Lambert, 2007 Adalimumab = i 0.41]-0.02,0.85]
Hu, 2012 Adalimumab . 0.46[-0.13,1.08 |
Huang, 2013 Adalimumab —— 061] 0.38,0.83
Landewe, 2014 Certolizumab (200mg = 0.50[ 0.05,0.94
Landewé, 2014 Certolizumab (400mg = 0.50[ 0.04,0.95
Gorman, 2002 Efanercept - U888 U.Z3,T1.53
Davis, 2003 Etanercept : - 0.71] 0.46,0.95]
Calin, 2004 Etanercept : . 0.80[ 0.35,1.24 ]
van der Heijde, 2006  Etanercept EESmg 2x weekly) . 0.71[ 0.28 1.14 ]
van der Heijde, 2006 Etanercept (50mg weekly) : . 0.85[ 042 ,1.28 ]
Barkham, 2010 Etanercept . 0.75[ 0.03,1.47 ]
Dougados, 2011 Etanercept -— 0.57] 0.13,1.02
nman, 2008 Golimumab —— Ub4] 0.35, UYL |
Braun, 2002 Infliximab = - 1.02[ 0.52,1.52 ]
van den Bosch, 2002 Infliximab - 1441 047,241
Marzo-Ortega, 2005  Infliximab 0.61(-0.05, 1.26 ]
van der Heijde, 2005 Infliximab —— 0.78[ 0.51,1.05]
Heterucgmeity: P=0%,p= 0.9
RE Model - 0.67[0.58,0.76]

RCT= Randomized Clinical Trials,

Favours Control

Favours TNFa Blocker

| |
-0.50 0.00

BASFI= Bath Ankylosing Spondylitis Functional Index

| | |
0.50 1.00 1.50

Standardized Mean Difference

Ann Rheum Dis. 2015 Jun;74(6):1241-8. Epub 2014 Apr 9.

|
2.00

|
2.40




AvTi -TNFs: ZuvoAlkn etridpaon otn vooo (ASAS 40)

13 RCTs

ASAS40-Response, Ankylosing Spondylitis

Author, Year Treatment

ASAS40

Odds Ratio [95%CI]

van der Heijde, 2006 Adalimumab B = 429231, 7.96]
Huang, 2013 Adalimumab b L 7.31[3.77, 14.16]
Landewe, 2014 Certolizumab (200mg) = = 237[087, 6.45]
Landewe 2014 Certalizumah (400ma) = 3540128 975]
Davis, 2003 Etanercept = L 584312, 10.92]
Calin, 2004 Etanercept ; o 7.55[2.42, 23.58 ]
van der Heijde, 2006 Etanercept (25mg 2x weekly) = 351137, 9.00]
van der Heijde, 2006 Etanercept (50mg weekly) ’ - 425[1.66, 10.89]
Barkham, 2010 Etanercept . = 18.33[0.92, 366.20 ]
Dougados, 2011 Etanercept » 248[10.98, 6.31
Inman, 2008 Golimumab L 410[2.05, 8.18]
Braun, 2002 Infliximab = 583[1.60, 21.30]
van der Heijde, 2005 Infliximab = 6.43[3.09, 13.37]
Heterogeneity: I?=0% ,p = 0.706

RE Model s 473[3.75,5.98]

Favours Control

Favours TNFa Blocker

I
0.50

RCT= Randomized Clinical Trials,
ASAS= Assessment of SpondyloArthritis international Society

1.00

[
5.00

Odds Ratio (log scale)

I I
20.00 40.00

Ann Rheum Dis. 2015 Jun;74(6):1241-8. Epub 2014 Apr 9.



AX: EmBicoon avrti-TNFs

Two vear drug survival

1
0,9
0,8
0,7

¥

0,6 —_—
05 —Adalimumab

' —Etanercept
0,4 Infliximab
0,3 n=694
0.2 AuoTpia
0,1

0

A= Aykulomotntikr IrovSuapBpitida Int J Clin Pharmacol Ther 2012 Dec;50(12):867-72.



AAAayYn oTPATNYIKNG

[NpooBnkn csDMARDS auvfdvel TNV ATTOTEAECUATIKOTNTA KAl TNV
TTApApovn oTn Beparieia otny aywyn pe antiTNF (ueicwver Ta
antiTNF abs?)
— H ovyxopnynon éev ¢gaiveral va avavel TNV TTApaApovn KAl
ATTOTEAEOUATIKOTNTA TV ANfiTNF!

‘Exel vOnua N aAAayn avTi-TNFe

10— Treatment course

DANBIO registry (A)
30%: AAAayR o€ 2° avTi-TNF
10%: AAAayn o€ 3° avTi-TNF

Proportion of patients maintaining treatment

004

T T T T T T AZ= Aykulomotntikr] ZmovéulapBpitida .
0 2 4 6 8 10 csDMARDS= Conventional Disease-modifying 1. Arthritis Rheumatol. 2016 Nov;68(11):2671-2679.

Treatment duration, years antirheumatic drug 2. Ann Rheum Dis. 2013 Jul;72(7):1149-55



« MepipepIkn vOOOG?

EANEIPN §€60UEVEIV, OTOIXEIQ ATTO AVAALON LTTOOUASWYV ACOEVV
LE TTEQIPEQIKN aPBOPITIOA.

Nepipepikn apOpitida— MIAD — DMARDS — antiTNF
EvOeoitidba/AakToAitida — MIAD — antiTNF

*  AKTIVOAOYIKAN €EENIENS

Aiya 6edbopueva.H TToIPOTEON KAl TTOPATETAMEVN KATAOTOAN TNG
pAeypovne ye antiTNF qaiveral va emppadovel To oXxNUATIOUO
TV O0TEOPLTWV

MZA®D= Mn Ztepoeldr) AviipAeypovwdn ddappoka, DMARDS=Disease-modifying
antirheumatic drug

Nat Rev Rheumatol. 2016 May;12(5):282-95



Ywplaoikn ApOpitida
ETEPOYEVNG VOO OG HE ELPN PACHA HUOOTKEAETIKGOV
eKSNAoewV aANa Kal e€apOpPIKES EKSNADOTEIG

(Aéppa, voxia)
TOmrog rpoo BoArg
ApBpiTida
AgZovikn Mepi1pepikn AakTuAiTida EvBeoiTida Aéppa - NOYI1a
mTpooBoAn apBpiTida . =

ZUPHETPIKNA OAiyoapBpiTida ApBpimda Karaorpo@ikn
moAuapBpiTtida AmTw Qalayyikwy apBpitida
(Tdmrou PA) apBpwoswv (mutilans)




Yowplaoikn ApOpiTida: OepatmeLTIKES ETMIAOYES

*  YOUPATIKAO AVOCOTOOTTOTTOINTIKA
« BioAoyika avoooTtpotmrorroinNTiKa( avTi-TNF, avTi-IL12/23,avTi-IL-17)

«  YTOXELUEVA CLVOETIKA AVOTPOTIOTIOINTIKA (AVAOTOAEIG TNG
PpwopodieoTepaoncg [PDE])

JVOTACEIG
« EULAR 2015( updated from 2012)'
« GRAPPA 2015 ( updated from 2009)2

EULAR= European League Against Rheumatism, GRAPPA= Group for Research and Assessment of
Psoriasis and Psoriatic Arthritis,

1.  Ann Rheum Dis. 2016 Mar;75(3):499-510. Epub 2015 Dec 7.
2. Arthritis Rheumatol. 2016 May;68(5):1060-71. Epub 2016 Mar 23.



AvaBewpnpéveg cuotaoelc EULAR yua tn diaxeipion tng WA

5 mpwTapxikeég apxes kal 10 cvoTaoceg

Level of agreamant

Overarching principles {meanzSD}
PsA is @ heterogeneous and potentially severe disease, which may require mulfidisciplinary freatment 9.6+1.1
Treatment of patients with PsA should aim at the best care and must be based on a shared decision 9.2+1.7

befween the patient and the theumatologist, considering efficacy, safety and costs

Rheumatologists are the specialists who should primarily care for the musculoskeletal manifestations 9.5+0.8
of patients with PsA; in the presence of dinically significant skin involvement a rheumatologist and a
dermatologist should collaborate in diagnosis and management

The primary goal of freafing patients with PsA is to maximise health-related quality of life, through 9.6+1.0
confrol of symptoms, prevenfion of structural damage, normalisafion of funcfion and social
participation; abrogafion of inflammation is an important component to achieve these goals

When managing patients with PsA, extra-articular manifestations, metabolic syndrome, 9.5+1.0
cardiovascular disease and other comorbidifies should ke faken into account

WA= Wwplaoikn apbpitida
Ann Rheum Dis. 2016 Mar;75(3):499-510. Epub 2015 Dec 7.



AvoBeswpnuevec cuotaoelc EULAR yia tn dtaxeipion tng WA

Recommendations

1. Treatment should be aimed at reaching the target of remission or, alternatively, minimalllow disease
activity, by regular monitoring and appropriate adjustment of therapy

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

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

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

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

6. In patients with peripheral arthritis and an inadequate response to at least one csDMARD, in whom
TNF inhibitors are not appropriate, bDMARDs targeting IL12/23 or IL17 pathways may be considered

7. 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

8. In patients with active enthesitis andlor 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

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

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

Level of Grade of Level of agreement
evidence recommendation (meanz5SD
b A 9.6+09

b A 9.6+0.8
*3 B 9.4+0.8
®1b

% 3b C 9.1+1.2

b g

b B 9.5+0.7

b B 9.1+11

b B 8.5+14
b B 9.1+1.2

b B 9.6+0.6
b B 9.6+0.7

'Ypeon : atTovoia KAIVIKAG KAl EpYACTNEIAKNS PAEYUOVAC ( EKTOC aTTO TNV aTToLCia apBpITIéag
H amouoia evBeoim&ag kal SAKTLAITISAC gival eTTIoNG CNUAVTIKNA)

WA= Wwplaoikn apbpitida

Ann Rheum Dis. 2016 Mar;75(3):499-510. Epub 2015 Dec 7.



EXTEMDED REFORT

Pharmacological treatment of psoriatic arthritis:

a systematic literature review for the 2015 update of
the EULAR recommendations for the management
of psoriatic arthritis

Sofia Ramire, Josef 5 Smolen ® Robert Landews, ® Désirée van der Heijde,
Mawime Dougades, ™ Paul Emery,® Maarten de Wit,® Maurizic Cutelo,®
Susan Civer ' Laure Gossec'™

« MTX vTTEPEXEI EVAVTI TOL placebo oTo patient kal physician global
assessment

« O1 avTi-TNF s 100TIuO ATTOTEAECUATIKOI KAl aopaAAEic otnvy WA

« A&V DTTAPXOLV UEAETEC TTOL VA CLYKPIVOLV povoBeparTTeia avTi-TNF
ue covévaouo antiTNF + MTX

« | PRESTA: 0ykpion Etanercept 50mg/epdouada pe 50mg svo
POPEC TNV eRSOUGda —LTTEPOXN OTIC SepuaTikeS PAAReC (PASI 75
36 vs 55 Zo)

« UST, SEC kal APR ¢ival kaivoupylia ¢pAapuUaKa HE

ATTOTEAECHATIKOTNTA oTNV WA aAAQ xpeialovTal JaKpOoxXoovia
OTOIXEIO ApAAEIQC.

MTX=Methotrexate, WA= WwpLaotkr apBpitida, Ann Rheum Dis. 2016 Mar,75(3)490'8 EpUb 2015 Dec 11.

UST=Ustekinumab, SEC=Secukinumab, APR=Apremilast



AvTtatmokplion PASI TiIc eRdouadec 12 kal 2413

100
90
80
70
60
50
40
30
20
10

0

M PASI50 mPASI75 PASI 90

P0.185
8]2,5

P0.049 86,2 [

80,1 |

P<0.001

50 mg BIW/ 50 mg QW/ 50 mg BIW/ 50 mg QW/
50 mg QW 50 mg QW 50 mg QW 50 mg QW
(n=379) (n=373) (n=379) (n=373)
EBSopada 12 EBSouada 24

PRESTA: H povn kAwviki peAétn pe avti-TNF otnv WA omou 6Aol ot
acBOeveic eiyav peEtpla €wc cofapn Ywpiaon (Leon BSA 30, péon PASI 19)

PASI= Psoriasis Areas and Severity Index; QW= once weekly;

BIW=Twice weekly

1.Data on file, Pfizer Inc.; 2. Sterry W, et al. BMJ. 2010;340:c147.; 3.Schewe S, et al. Poster
SAT0366 EULAR 2009.



GRAPPA: oxnua yia tnv evepyn Ywpraoikn apBpitida

GRAPPA=

Which domains are involved?

- k .
Peripheral arthritis Axial Disease Enthesitis Dactylitis Skin Nails
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Consider previous therapy, patient choice, other

comorbidities. Choice of therapy should address

Group for Research and Assessment of Psoriasis and Psoriatic Arthritis,

o

a5

2t

many o«

Mmamns

wolvement and

S POS!

ible

Treat, periodically re-evall

modify therapy as required

Arthritis Rheumatol. 2016 May;68(5):1060-71. Epub 2016 Mar 23.



Safety and Efficacy of Therapies for Skin Symptoms of
Psoriasis in Patients with Psoriatic Arthritis:
A Systematic Review

Wolf-Henning Boehncke, David Alvarez Martinez, James A. Solomon, and Alice B. Gottlieb

“To decide which treatment to choose in these
patients, physicians often evaluate PsO literature (and
guidelines) and assume that observations from PsO
trials can be extrapolated for patients with PsA.
However, efficacy data from PsA or PsO studies, using
the same drug, often show discrepancies.”

PsO=Psorisis, PsA=Psoriatic Arthritis J Rheumatol. 2014 Nov;41(11):2301-5



AvTattokpion ACR20 oe aoBeveic ue Wwplaolkng apbpitiébac
LTTO Bepartteia pe avTi-TNFa, GAAOLC BIOAOYIKOLC KAl JIKOO
uopia*
efdopada eBdopada eBdopada  efdopdda  eBdopada eBodopada  efdopada  efdopada
14 12 12 14 12 24 24 16

60 | 58 53 58 58
51 51

50 -

41

40 -

20 -

10 -

INX/Placebo? ETN/Placebo? ADA/Placebo3 GOL/Placebo*  CZP/Placebo®  UST/Placebo® SEC/Placebo’  APR/Placebo?®

1. Antoni C et al. Ann Rheum Dis 2005;64:1150-57
% , , , , , 2. Mease P et al. Arthritis Rheum 2004;50:2264-72
ALapopETIKEG LEAETEG. AEV Elval AUECN OUYKPLON. 3. Mease P et al. Arthritis Rheum 2005;52:3279-89
4. Kavanaugh A et al. Arthritis Rheum 2009;60:976-86
5. Mease P et al. Ann Rheum Dis 2014;73:48-55

. . . . . 6 Ritchlin C et al. Ann Rheum Dis 2014:73:990-9
INX=Infliximab, ETN=Etanercept, ADA=Adalimumab, GOL=Golimumab, CZP=Certolizumab, UST=Ustekinumab, 7 Melnnes IB et al. Lancet 2015 386:113746.

SEC=Secukinumab, APR=Apremilast 8 Kavanaugh A et al. Ann Rheum Dis 2014;73:1020-6



Mepipepikn WA: Zuykpion avti-TNFs (RCTs)
ACR 70

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.26.1 anti-TNF
Antoni 2005 INF (IMPACT) (1) 15 52 0 52 8.1% 31.00 [1.90, 504.86] - -
Antoni 2005 INF (IMPACT2) (2) 15 100 1 100 15.6% 15.00[2.02, 111.41] _
Genovese 2007 ADA 7 51 0 49 78% 14.42 [0.85, 245.94] -
Mease 2000 ETAN 4 30 0 30 76% 9.00 [0.51, 160.17] -T-
Mease 2005 ADA 30 151 2 162 31.3% 16.09 [3.91, 66.18] —
Vander Cruyssen 2007 INF 3 9 0 9 7.8% 7.00[0.41, 118.69] -
Subtotal (95% CI) 393 402 78.2% 14.61 [5.96, 35.76] <>

Ash Z, et al. Ann Rheum Dis 2012

Non-progressors (RCTs) ~ AKTIVOAOYIKN TTPO0O0OG 24 £B50uGdEC

TNF blockers Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Mease (ETN - 2006) 64 71 48 70 8.7% 4.19[1.65, 10.61]
Gladman (ADA - 2007) 131 144 108 152 17.4% 4.11[2.10, 8.02] —
v.der Heijde(IFX-2007) 90 100 78 100 14.3% 2.54 [1.13, 5.69] ——
Kavanaugh (GLM50 - 2010) 104 132 64 102 28.1% 2.21[1.24, 3.93] —
Kavanaugh(GLM100 - 2010) 105 137 64 102 31.4% 1.95[1.11, 3.42] —
Total (95% ClI) 584 526 100.0% 2.68 [1.99, 3.60] L3
Total events 494 362
Heterogeneity: Chi? = 4.13, df = 4 (P = 0.39); I = 3% t

Test for overall effect: Z = 6.49 (P < 0.00001) 0.02 0.1 » 10 20

Ann Rheum Dis. 2014 Feb;73(2):414-9. Epub 2013 Jan 25.
WA= Wwplaotkn apBpitida



PoAog Tng ovyxopnynons DMARDs (MTX)

NOR-DMARD

-7 No co-medication n=440
- MTX co-medication

B
1,01
3 years:
n=128
p=0.07* a5
L\\—._._ 0,6
041 0.4
Etanercept
0,21 0.2
1 year: 2 years:
n=261 n=181
0,01 p=0.001* | | p=0.02* 0,0- Days
L 1
0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200
1,0 1
081
061
04+ .
0.2 Infliximab 0,2 Adalimumab
0,01 Days 0,0- Days
0O 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200

1001 ACR50

60 1
40 +

20 1

0 - T 1
Anti-TNF Anti-TNF+MTX

Fagerli KM, et al. Ann Rheum Dis. 2014 Jan;73(1):132-7

MTX=Methotrexate, DMARD=Disease Modifying
antirheumatic Drug



YLOTNUATIKN AVACKOTINON: UXVOTNTA KAl
KAIVIKN onuaoia Tov ADAbs ce aoBeveic pe WA

Etanercept Infliximab Adalimumab Golimumab Certolizumab
pegol

Associated Associated Associated Associated Associated
with clinical with clinical with clinical with clinical with clinical
response response response response response

4.6-

0, 0, 0, :
PsA 0% No 15.4% Yes 18% Yes 499"

No Nd n/a

"Neutralising Rate range representative of reported studies;
Either ELISA or RIA methods and different follow up times

MNpooappoyn ano from Vincent FB, et al. Ann Rheum Dis 2013;72:165-178.
Adabs=Antidrug antibodies, WA= WwpLacokn apbpitida, POodpHovh

Nd=not described, NA=not available



EANGSQ: TTapapuovn oTnv Beparreia pe avTi-TINFs otnvy WA

Infliximab

Baseline (30 pts)

3 discontinuations
- 2 adverse events
-1 Lost from follow-up

1%t year (27 pts)

3 discontinuations

i

- 2 adverse events
- 1 lack of efficacy
2™ year (24 pts) |
5 discontinuations
- 4 adverse events
- 1 lack of efficacy
3" year (19 pts) I
2 discontinuations
- 2 adverse events
4™ year (17 pts) |

5t year (17 pts) I

Etanercept
Baseline (25 pts)

-1 Lost from follow-up

| 1%t year (24 pts)

1 discontinuation
-1 adverse event

2™ year (23 pts)
2 discontinuations

-1 adverse event
-1 lack of efficacy

| 3" year (21 pts)

2 discontinuations
- 2 lack of efficacy

| 4t year (19 pts)

i B i B\

| 5t year (19 pts)

Adalimumab
Baseline (10 pts)

1%t year (10 pts)

1 discontinuation
-1 adverse event

[yeartopm) ]

2 discontinuations
- 2 lack of efficacy

3" year (7 pts)

2 discontinuations
- 1 lack of efficacy
- 1 lost from follow up

4™ year (S pts)

Cum Survival

1,0
—l =
0,8 " —\—\—
e
0,

|

[=}
FS
1

—Iatanercept
Minfliximab

I adalimumab

02+ —1 etanercept-censored

4 —t— infliximab-censored

—+— adalimumab-censorec

0,0

T T T T T T
10 20 30 40 50 60

=T

NMapapovhn oTnv Beparreia
(MeTd TO 5° £TOG) (N = 65)

* ETN 76%

YA= Ywpiaoikn apbpitida, ETN=Etanercept; ADA=Adalimumab;

INX=Infliximab

* INX 56,7%
*ADA 50%

Semin Arthritis Rheum. 2011 Apr;40(5):398-406



TuuTepaouara Al

« O1 BePATTELTIKES ETTIAOYEC VIO TNV AL £XOLV SIELPLVOEI
« Ta MIA® mmapapevouy 1n emAoyn otny AL Kai ol avTi-TNF 2n

« Ta DMARD:s &ev £xouv §paon oTnv aSovikn TTOOOPROAN AANG TTRETTEN VA
SokipadovTal o€ A0OEVEIC UE TTEQIPEPIKN TTOOCROAN

« O1 BePATTELTIKES ETTIAOYEC SIELPVLVOVTAI PE TOV AvAaoToAea TG IL 17
KAl AAAOLG PIOAOYIKOUC TTAPAYOVTEC, H BepaTtreia oToxeLEl o€ LPECN
Kal/n LDA, Teivel va yivel eEaTopikevuevn.

¢  XpeialovTal OHWG TTEPICCOTEPA §e50UEVA YIA TO CLVSLACUO TWV
OEPATTELTIKGWYV ETTIANOYWV AAAA KAl TN PEATION CEIPA XPNONG TOLG

« Ev avapovn TV veéwv avabBewpnuevy ASAS/EULAR BepatTevuTIKWV
OLOTACEWYV

ASAS= Assessment of SpondyloArthritis international Society, EULAR= European League Against Rheumatism, AZ= AykuAomolnTikn
YrnovéulapBpitida, LDA=Low Disease Activity, DMARD=Disease modifying antirheumatic drug



Tvutmrepaocpuara WA

« 21NV WA €ival atmapaitNTOC O £AEYXOG TNG VOO OUL OE OAQ TA
ETTITTESQ ( OKEAETIKEC KAl €€WAPOPIKES EKONAWTEIC, CLYOONEOTNTEG)

«  XpelalouaoTe KAADTEQN TLUTTOTTOINCN OTOV XOPAKTNPICKO KAl TNV
UETONON EVEQYOTNTAC TGV TTESIV TNG VOO OL PE OTOXO TNV LPECN
N XOUNAN EVEQLYOTNTA VOO OUL.

« O1antiTNFs amTOTEAECUATIKOI O OAQ TA ETTITTESA TNC VOO OV,
TTEQICCOTEOLA OTOIXEIA YIA TN SOUIKN €EENIEN KAl KAOTACTOOPN.
« Huywwpiaon kai n WA cival Vo §iIapoEepELIKA VOOHUATA KAl EiVAl

ONUAVTIKO VA PNV ETTEKTEIVOLE TA ATTOTEAEOUATA TV UEAETWYV TNG
ywpiaonc otnv VA.

WA= Wwplaoikn apbpitida



H AykuAoTtroinTikr ZmovouAapBpitida Xapaktnpifetal amd Xpovia
PAeypovi TNG ZTTOVOUAIKAG ZTHANG TTOU TTPOKAAEI avaTtrnpia

AykuAoTroinTikn Z1rovduAapBpiTida (AX) - A

= Makpoxpovia vOOOG TToU TTPOKAAEI PAEYHOVH TwV
apBPWOEWYV PETALU OTTOVOUAWY KAl TWV apBpwoewv
METAEU oTTOVOUAIKNG GTAANG Kail TTuéAou?

= TeNIKG TTPOKAAEI TN oUVTNEN TWV TTPOCRERANUEVWV
oTTOVOUAWV?

= 270 KAIVIKG XOPOKTNPIOTIKA TTEPIAQUBAVETAI N GAEYHOV,

n douikA BAGRN Kal N ooTeoyéveon? dustoroyi
omovSUALKNA

’ P ” P P A

= ‘Exel apvnTIKO QVTIKTUTIO GTNV Tro1dThTa {WAS KAl 0TV o
wuxoAoyikr gueiad R

ue AZ

= 2XETICETAI PJE YEVETIKOUG KAl TTEPIBAAAOVTIKOUG
TTapAyovTeG?

=  Ep@avion tng vooou oTnV TTpwIdn eVAAIKN (wi

—  2UVvNBwg peTagu 17 kai 35 eTwyv

MAdyLa aktvoypadio 0oduikng
poipag omovSUALKAG oTtHANG oE
aoBevn pe ooPapr) AS Seixvel

= NpooBarrovTal Kupiwg avdpeg nAIKiag <45 eTwv VEbopec aUvBEaBGUTIY (axlBec)
...36\ 19 L o0& TOMar\d entineda.’

I‘Ipoocpopa KAIVIKoU oxediou: http://www.drugs.com/health-quide/ankylosing-spondylitis.html.

Spondylitis Association of America. Ankylosing Spondylitis. Available at: http://www.spondylitis.org/about/as.aspx. Accessed on 8 November 2011,

Maksymowych W. Nat Rev Rheumatol. 2010;6:75-81;

Sieper J et al. Ann Rheum Dis. 2002;61:iii8-iii18,; 36
El-Gabalawy H et al. J Rheumatol. 2010;37(Suppl 85):2-10;

Jang JH et al. Radiology. 2011;258:192-198.
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BonOnote va yivooy Ta @ApLOKO TTLO 0GQAATN KO
AvaQépete
OAEX 11¢ avemOounTteg evépyeles Yo
OAA ta appoko
Xouninpovovras Ty « KITPINH KAPTA»

™

BRI Etanercept




