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2movOUAapOpITIOEC

Xpovia vooruata

IIpooParrovy vea atoua (OTnNV Tapaymyikn nAkia)

Meiwon molotntac (wng

2TAOI0KT) LEIWOT AEITOVPYIKIG/EPYACTIAKNC TKAVOTNTAC

KatavaAwon mtapoywv vyeiag



KoIVEG KAIVIKEG EKONAWOCEIG OTIG
2TMovOUAapOPITIOEC

o AEOVIKOC OKEAETOC

o Ilepipepikec apBpwoelg
o EvOeoerg

o OpOaiuol

o 'Evtepo

o Agpua

Yvoyetion ue to HLA B27y




2mMovOUAapOpITIOEC

= AykvAomomntikn ZmovovAapOpitida (AX)

= Avtidpaotikn apBpitida (ReA)/Xvvopouo Reiter (RS)
= Yppraowkn apbpitida (WA)

= YmovovAapOpitida oyeti(opevn ue IONE

= Adwapopogointn ZmovovAapOpitida (USpA)

Family of Spondyloarthropathies

The Spondyloarthropathies

Ankylosing
Spondylitis _
soriati \\
ritis

Juvenile




2movOuAapOpitidec Kata ASAS

Mn aKTWOAOYLKAL Wwplaokn apbpitda

emBePatwpevn

Afovikn ZmA AVUGIPOLGTLKT]
apBpitda
ApBpitidba oXeTI(OpEVN
AyKUAOTIOLNTIKA pe IONE
>rtovOUuAapBpitida
PEP Adladopormointn ZnA
ZriovSuAapBpitida ZriovéuAapBpitidba

ME KUpilwc A¢ovikn mpooBoAn HE KUpilwg Nepidepikn mpocsBoAn



Historical Look at Classification Criteria for Axial SpA

Amor Classification
Criteria for
Spondyloarthritis?

Scoring 26/23 points
Examples:

Good response to NSAIDs
Expanded pain description

Articular & Extra-articular
manifestations

Genetic Background (HLA-
B27, family hx)

Sacroiliitis (x-ray)

lvan der Linden et al. Arthritis Rheum. 1984 Apr;27(4):361-8. 2Amor et al. Rev Rhum Mal Osteoartic.1990 Feb;57(2):85-9.
3Dougados et al, Arthritis Rheum. 1991 Oct;34(10):1218-27. “Rudwaleit M et al. Ann Rheum Dis 2009;68 777-83




2mMovOUAapOpITIOEC

- A=ONIKH ZMONAYAAPOPITIAA
vVOOOG — TTANBuo oI

v Afovikn ZrtovoulapBpitida x.a.€. (xwplc aKTWVOAOYIKA
gupnuaTo)
v Aykulorotntikn ZrtovéulapBpitida

* WOPIAZIKH APOPITIAA

Me aAAnAokaAumtoueveg
apUpLKEC Ka eEwWapIPLKEC EKONAWOELC



Kpitnpla ta€ivounong ASAS yia A€ovikn ZmovouAapOpitida

AoBgveic pe 2 3 pRveEG AAyOoGg 22- nAIKia Evapéng <45 eTwv

lepoAayoviTida HLA-B27
ATTEIKOVIOTIKA* A
Kal
Kal . .
22 AAAO XOPOAKTNPICTIKA
21 XOPOKTNPIOTIKO ZTTA # STTA
# YAPAKTNPLOTIKA ZTTA

*TepoAayoviTiOa AITEIKOVIOTIKA

. CD}\ey'povd)Sng 00@UAAYIQ «  evepyd (oeia) @reypovh
«  apBpinda oe MRI 1oyvpa SnAwTikT)
« evBeoitida (AyiA\Aeiov) 18p0}\ayoviT16ag
payoeidiniSa OXETICOpEVNG He ZA
SakTuNTSa *  Béfawn: am}vo}\oyucd
wolas empPefarwpevn
wopaon - 1epolayovitida cOppwva
N. Crohn/ KOATIO ue ta KplTT'] plaL NG NY

Avtamokplon oe MIAD
O1KOYEVEINKO 10TOPIKO ZITA
HLA-B27

avénuevn CRP

Rudwaleit M et al. Ann Rheum Dis 2009;68 777-83

n=649 aoBeveiq e oopuaiyia;
EvaicBnoia: 82.9%, El6ikotnta: 84.4%

ATELKOVLON MOVO: EvawoBnoia : 66.2%,
Ewdwotnta : 97.3%
KALVLKO XOLPOLKTNPLOTLKO OVO: EvaiwcBnoia : 56.6%,

Ewdwotnta : 83.3%



ASAS Criteria are Highly Sensitive and Specific for SpA

Gold standard = expert physician's diagnosis
694 patients with onset of chronic low back pain (=23 months) prior to age 45

Sensitivity, % Specificity, %

ASAS Criteria for Axial & Peripheral
SpA Combined

ASAS Criteria for Axial SpA

Amor Criteria

Modified Amor Criteria*

ESSG Criteria

Modified ESSG Criteria*

*Modified with MRI

2010 ACR/EULAR classification criteria for RA: sensitivity 51-90%, specificity 48-90%

1Rudwaleit et al. Ann Rheum Dis 2009;68:777-783. 2Rudwaleit et al. Ann Rheum Dis 2011;70:25-31.

3Varache et al. J Rheumatol 2011:38(7);1250-1257.*Britsemmer et al. Ann Rheum Dis 2011;70:1468-1470.



EmKkaipomoinueveg ocuotaoelg Kata ASAS

ARD 2010 Update of the international ASAS
recommendations for the use of anti-TNF

agents in patients with axial
spondyloarthritis

Désirée van der Heijde, Joachim Sieper, Walter P Maksymowych, et al.

Ann Rheum Dis 2011 70: 905-908
doi: 10.1136/ard.2011.151563



EmKaipomoinUEVEG cuoTAoEIC Kata ASAS

Table 2 2010 Update of recommendations for the use of anti-tumour necrosis factor agents in patients with
axial SpA (including AS)

Recommendation

s —————— I ([} | e o e i
e oo st SR "‘
30R St hal 0 el patentsulng e

adequate thempeullc trial is defined as at Ieast two NSAIDs over a 4-week perlod in total
a a_o o N s
> Patlents wnh predomlnamly axlal mamfestatmns do not have to take [JMAR[Js before

Kar EULAR anti-TNF treatment can be started

» Patients with symptomatic peripheral arthritis should have an insufficient response to m Udm ‘. New [][ ena I | [] m [] ||[|
recommendations at least one local steroid injection if appropriate and should normally have had adequate a
therapeutic trial of a DMARD, preferably sulfasalazine

» Patients with symptomatic enthesitis must have failed appropriate local treatment

oot e et with - aent, s mekesan e o

ASAS core set for daily practice and BASDAI
Assessment of response

Responder criteria > Eﬁil[l]:\(:f zgzﬁih;el!z‘;:\:; change or absolute change of 2 (on 0-10 scale) and expert opinion in S[an: in Th d p[[][:e p h‘el A E[:[]nd mal[]r

Time of evaluation » After at least 12 weeks




2MMoVvOUAapOpITIOEC:
MIA vooog, MOAAA «tipocwta»




Afovikn ZrtovoulapBpitida
Spectrum of Axial Spondyloarthritis

Patients with chronic back pain 23 months and aged <45 years

Axial SpA (ASAS criteria)
N°“"‘;‘<‘_’rL°y‘t"n'§'gZﬁ}i‘; stage Ankylosing Spondylitis (modified New York criteria)

MRI positive
sacroiliitis Radiographic stage
X-ray-positive sacroiliitis

S5
4

Radiographic stage
X-ray-positive sacroiliitisand/or
spinal changes***

MRI negative, ~
| HLA-B27-positive** ~ _

Estimated proportion of affected individuals*

\ 4

* Heights reflect an estimate of the proportion of patients in each group-r"ne

** Clinical arm if non-radiographic axial SpA Aﬂs
*** Radiographic evidence if inflammatory spinal changes including i.e., syndesmophytes, fusion or posterior element involvement

This illustration was adapted from an illustration that was developed by, and is the intellectual property of, the UK Axial SpA Special

Interest Group: Used with permission.

OoualAyia Oo@ualAyia Oo@ualAyia
|£pOAaYOViT|6q (0 3 4 AKTIVOAOV,IKﬁ ZUVGSO“é(PUTG
MRI lepoAayoviTidq




Ae Ba e€eAixOouv oMol ol acBeveic o€ A.X.1

Xpovog

v AoBgeveig pe ASovikn
21TovOUAQpOpITIOO X.0.E. MTTOPEI TTOTE
va unv €§eAix0ouv og AyKUAOTTOINTIKA
21TOoVOUAapBpiTIOX

AyYKUAOTIOLNTLKN

InovéuAapBpitida

v' Kdtroiol aofeveig 0a e§eAix0ouv

1. Haibel H, et al. Arthritis Rheum 2008;58(7):1981-1991.



Progression from Non-radiographic SpA to AS
Longitudinal Studies

Includes only patients age 217

0-2 years'2 | 2-9 years'37 | 210 years1®

%
Progression

e Variable methodology and disease definitions were used in the studies reported
e Most studies included report mixed axial and peripheral disease at baseline

e No study used ASAS criteria for axial SpA

e Reported range represents data from different sources, study N range 23-119

1Sampaio-Barros et al, J Rheumatol 2010; 37:1195-9. 2Poddubnyy et al, Ann Rheum Dis 2011; 70: 1369-74. 3Schattenkirchner et al, Clin Rheumnatol 1987; 6
(Suppl 2): 83-6. 4Sany et al. Arthritis Rheum 1980;23(2):258-9. >Mau et al. J Rheumatol. 1988;15:1109-14. 80ostveen et al, J Rheumatol 1999; 26:1953-8.
“Bennett et al. Arthritis Rheum 2008; 58(11):3413-18.



Burden of Disease Is Similar Between
AS and nraSpA

Registry Data RCT Data*

. Maastric| ATLA|ABILIT|,, _.

1 2 6
GESPIC Kiltz ht3 g4 | y.15 Haibel
IN=236|N=119N=226[N=56| N=44 | N=68 |N=315| N=185
IBP

AS |nraSp lsymptoms]
A <5 nr;Sp <2 years| AS |nraSpA

years (AS &
nraSpA)

*Patients in RCTs were selected for high disease activity

1IRudwaleit. Arthritis Rheum. 2009:60(3)717-727. 2Kiltz et al. FRI0529 3Heuft-Dorenbosch et al. Ann Rheum Dis 2007;66:92-98. 4van der Heijde et al. Arthritis
Rheum 2006;54(7):2136-2146. 5Sieper et al. ACR 2011. Tues2486A. SHaibel et al. Arthritis Rheum 2008;58(7):1981-91.




Pain Levels Are Similar Between
AS and nraSpA

Registry Data

RCT Data*

GESPIC'

Kiltz®

Maastric
ht3

ATLA
g4

ABILIT
Y-15

Haibel
6

N=119

N=226

IN=56IN=44

N=68

N=315

N=185

AS
=5

nraSpA
=5 years

[nraSpA

IBP
symptoms =2
years

(AS &
nraSpA)

AS

PBO/AD
A

*Patients in RCTs were selected for high disease activity

IRudwaleit. Arthritis Rheum 2009:60(3)717—727. 2Kiltz et al. FRI0529. 3Heuft_Dorenbosch et al. Ann Rheum Dis 2007;66:92-98.4van der Heijde et al.
Arthritis Rheum 2006;54(7):2136-2146. >Sieper et al. ACR 2011. Tues2486A. ®Haibel et al. Arthritis Rheum 2008;58(7):1981-91.




A€ovikn XmovouAapOpitida - EmdnpioAoyia

A¢. Z1tA X.0L.E.:

*1:1 Avtpeg/luvaikeg 13
*@Aeypovwdng oopualyia yia tovAdayxiotov 3 puniveg?
*HAwia <45 étn??
-2Tn 1o napaywylkn nAwkia, ue puEon nAtkio
Evapénc cuunTwuatwy ta 33 £TN

A.Z.:

*  3:1Avtpeg/Tuvaikeg >8

*  Onset
-Méon nAwkia évapénc cuuntwuatwy ta 23 £€tn’
-Jnavia ekvael peta ta 45 €tnto

* H éuayvwon ouvBwg kaBuotepel >5 £€tn *

1. Sieper J, et al. Ann Rheum Dis 2013;72:815-822. 2. Rudwaleit M, et al. Arthritis Rheum 2009;60(3):717-727. 3. Haibel H, et al. Arthritis Rheum 2008;58(7):1981—
1991. 4. Sieper J, et al. Ann Rheum Dis 2005;64:659-663. 5. van der Heijde D, et al. Arthritis Rheum 2006;54(7):2136—-2146. 6. Davis JC, et al. Arthritis Rheum
2003;48(11):3230-3236. 7. van der Heijde D, et al. Arthritis Rheum 2005;52(2):582-591. 8. Inman R, et al. Arthritis Rheum 2008;58(11):3402-3412. 9. Taurog JD, et al.
Harrison’s 15th Ed of Principles of Internal Medicine 2001;2:1949-1955. 10. Khan MA. Ann Intern Med 2002;136:896—-907.



Percent Female in Non-Radiographic Axial SpA

Female sex generally >50% of nraSpA cohort

100
90
80
70

68,2

%

GESPIC Haibel ABILITIY-1 Kiltz ASAS
Vallidation

GESPIC combines patients with primarily axial and primarily peripheral symptoms

1Rudwaleit. Arthritis Rheum. 2009:60(3)717—727. 2Haibel et al. Arthritis Rheum 2008;58(7):1981-91. 3Sieper et al. ACR 2011. Tues2486A. “Kiltz et al. EULAR
2011 FRI 0529. 5Rudwaleit et al.Ann Rheum Dis 2009;68:777-783.



ATONIKH ZMMONAYAAPOPITIAA (peA€tn ABILITY)

EMA APPROVAL - 24/07/2012

«To HUMIRA™ evbeikvutal yia

n Bepansia evnAikwyv acbevwv pe
cofapn aovikry omovbuAapBpitiba
¥wpic aktivohoyikd supripata

DINTIKNG oTTOVOU

AZ), ahhd pe avTIKEIPEVIKG onpeia
pAeypovric pe avénuévn CRP kau/ry
VNTIKN Topoypadgia (MRI),
mou eixav d ' ANOKpPIaN

| £xouv duoaveia os pun oteposidn

avTighsypovwdn gappakas.



A€ovikn omovOuAapBpitida (HeAeTn RAPID-axSpA)

"To Cimzia evdeikvutal yla TNV avtlUETWITLON coBapnc, eVEPync
aéoviknc orrovoulapUpitidac o€ evnAlkec aodeveic, mou
neptAauBavet:

» AykuAormolntikny ortovOuAitda (AZ)

. Evn)\LKeq LE ooBapn EVEPYO ayKU)\onomuKn ortovOUAitida ot
omolol mapouciooayv avemapkn avtanokplon N €xouv duoavetia
o€ pUn otepoeldn avtipAeypovwdn dapuaka (MZAD).

« Atovikn omovoulopBpitda xwpic akTVoAoYLKA supripata A2

e EvnAikec ue ocoBapn evepyo aéovikn orovoéulapUpitida ywpic
aKTIVoAoyIKa eupnuata A> aAdda UE AVTIKEIUEVIKA onUE(D
pAeyuovnc, onwc dtaniotwvetal ueow avénuevne C-avtidbpwoac
npwteivnc¢ (CRP) ko /n peow payvntikng touoypapioc (MRI), ot
ortolol mapouciaoav aVETTOPKN avtartokplon n exovv duoaveéia o€
MZAQ."



Spinal Inflammation in the Absence of Sacroiliac Joint
Inflammation on Magnetic Resonance Imaging in Patients
With Active Nonradiographic Axial Spondyloarthritis

Désirée van der Heijde," Joachim Sieper,” Walter P. Maksymowych,” Matthew A. Brown,*
Robert G. W. Lambert,” Suchitrita S. Rathmann,” and Aileen L. Pangan’

Conclusion. Assessment by experienced readers

showed that spinal inflammation on MRI might be
observed in half of patients with nonradiographic axial

SpA without SI joint inflammation.



Evepyog @Aeypovn orovOUAwWY o€ Z1TA otnv MRI

Ta BEANn deixvouv 10
0idnua Tou 0OTIKOU
MUEAOU o€ BIAPOPES
TTEPIOXEC TNG
OTTOVOUAIKNG OTAANG

®AeypovA TNG
ATTOPUOIOKAG
dapBpwong




Evepyog @Aeyuovn o€ TTAEUPOCTTOVOUAIKE ApBpwon
oTn Owpakikn poipa og MRI

STIR P T1 pe okiaypa@iké (Gadolinium)
OBcAiaia akoABUBIa! Eykapoia akoAouBia
il ¢

o

_;,‘. L o
{‘ﬁr Y / ‘*

ASAS handbook, Ann Rheum Dis 2009; 68 (Suppl Il) (with permission)



Evepyog @Aeypovn (BEAOG) O€ ATTOPUOIAKEGS
apBpwoeic (STIR) og Z1rA o MRI

ASAS handbook, Ann Rheum Dis 2009; 68 (Suppl Il) (with permission)



* H AL, Zra xwplc akTvoloyLkad eupApota eivol
uia urtoopada tng A€, 2ma.

* Opolotnteg e A.Z.: KAWVLKN €lKOvVa, eTtimedo
\/ EVEPYOTNTOC VOOOU, aVTAOKpLoN o€ anti-

— TNF Bepaneia.
KT ke

/70/)78 /)78556238 * Aladopeg pe A.2.: katavoun ¢ulou, EKtaon

NG SOULKAC KataoTpodnc, emimeda
$Aeypovnc.

* Meploootepol aoBeveig Exouv mpooBaon otn
Oeparmeia KAl £TOL VOULLOTIOLOUVTOL VAL
AapBavouv KatdAAnAn aywyn.

* MNapdBbupo «eukalplag» yLo Eykaipn
napEufaon.



KaAo lNaoxa




