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MNeplypappo

Noonpata: Pevpatoedn ApBpitda - ZriovouAapBpitideg
KAlVIKA 2ZToLxEla

Kpitripla Katataéng

OEPATEVTLKEC APXEC



Pevpatika voonpota

e OAeypovwdelc apbpitidec
— PA, 3TtA ( AZ,WA...)

e Noonuata KoAAoyovou
— 2EA,2 Sjogen, PM, 2kA
e AvutodAeypovwdn voonuata

e KpuotaAhoyevnc apBpitida
— oupLlkn, TupopwaodopLkn

e QOoteoapBpitida

e Oodualyia-auxevadyia

e [lepLapBpitida-mepLloyLka
cuvépopa Tovou

NOOMaATO 0CTWV-00TEOTIOPWON



Pevpatosidnc apOpitida

e Xpovia pAsypovwdng apBpitida nov npocoBAAAEL:

—ApOpwoEeLg
—ApOpKO VpEva
—OUAaKo
—Tevovtia éAutpa

—E¢wapBpika pyava

e KUpLEC KAWIKEC EKONAWOCELC

- NoAvapBpitida

- ZUOTNMOTIKEG EKONAWOELC
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KUpla XapoKTnpLoTKA:

e PAeypovwdng apbpitida (>6 eféopadec)
« Olbnua - movog
« Mpwwvn duckauyia >1 wpa
« Konwon

e JUMpMETPLKA apBpitida (>3 apOpwoserg)
« Turmka mpoofaAiovrad:
e O KQPTOG
e Ol METAKAPTILOPOAAAYYLKES
e Ol HETAPOLOPAANAYYLKEC
« 2uvnOwg AEN npooBaAAetal
« 2movOUAKn otAAN (ektog tng AM)
« OLteAkég DD twv XEPLWV



OAeypovwdng n un dpAeypovwong;

e Mn dAeypovwdng
— Ootikn dLoykwon

— Zmavia Beppotng,
gvooOnoia kotd TNV mieon
OAAQ TTAVTWCE XOLUNAOTEPNC
evtaoswc (low grade
synovitis)

e QAeypovwdng
— Oldnua poAakwv popiwy,
Bepuotng, evatoBnoia Katd
NV nieon, epuBpoOTNC.
— NMpwuwn duokaupio>45
Aemta




DAeypovwodnc N eKPUALOTIKN;

[

KOLTOLVO U

Peupatoeldnc apbpitida

OoteoapOpitida




Awayvwon PA:

H dtdyvwon glvat KAVLIKN

A€V UTTAPYXEL EPYOLOTNPLOKO EVPNLOL TTOVU va O€TeL LE aloDAAELA TN
SLayvwon

Peupatosldrg mopayovtog
« Aev exeL uPnAn edLkOTNTA
e 45% Betkoc oto 1o 6unvo
o 85% OeTLIKOC O€ EYKATEOTNEVN VOOO

OL 00TIKEC SLaPpwOoEeLg Ko N EAATTWON Tou pecapBpiov SLaoTAMATOC
elvall XapaKTNPLOTIKO OAAA OXL TIPWLLLO OLKTLVOAOYLKO €UpnUa

Arnett, et al. Arth Rheum. 1988;31:315-324.



AVTIOWMOTO EVOVTL KITPLAAOUVOTIOLNUEVWV
rnientoilwyv (avti-CCP n ACPA avtiowpata):

e XapnAn evatcbnoia ~40-60%
e YYnAn etdikotnta ~90-99%
e [IpoyvwoTikn aéia

A g ‘A A

Vimentin Fibrinogen Collagen Enolase




AKTLVOAOYLKOC EAEYXOC:
*80% PUOLOAOYLKOC OTNV APXLKN EKTLUNON

eEupnuota

NopapOpkn
OOTEOTIOPWON

YtéEvwon peoapOplou AwaBpwoelc




Peuvpatostdnc apOpitida: moTe Tt OKEMTONAOTE?

e QAeypovwdng oAyo/moAvapBitida
 [IpooBoAn HKpwV apBpwoewv KapmoU/akpac XELpoc/modoc

e JuyVA supnUATA e Amnouoia:
— Npwwh Suckauio >30’ — Agppatikwy eKONAWOEWV
— Kénwon * Wwplaong

e EpuBnpuoatog ZEA

e E¢avOnuatwv
— Epmupetou >38°C
— ZNUOVTLKNG amwAEgLoC fApouC
— Opyoaviknc mpooBoAng

— QAeypovwdouc cuvdpopou
e [upEtlo
e JHb, TPLT
o JAeukwpativn



e Ypuevitda touAdyxLotov o€ pLa apBpwon
e Amouoia aAAng dtayvwaonc

1 large joint

2-10 large |(oints

1=-3 amall points Jarge joints not counted )
=10 gmall pints {largs joints not counted)

=10 joints (at least one small point)

Megative BRF AND negative ACPA,

Low posibwe RF OF |low posibwve A0CFA
High pasitve BF OR high postive ACPA
b WBBKS

==G wesks

ACIITE PHASE REACTANTS (0-1)
Marmal CTRP AND rormal ESR

aSbmnormal GHP OR abnormal ESHE

Definite RA: score of 2 6/10




Evolution of Rheumatoid Arthritis

Genotype
HLA-DR4 alleles
PTPN22

Other genes, such as

CTLA4, PADI4 and cytokines

]

Environment
Smoking
Microorganisms
Stress

A’ h®
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damage

Atherosclerosis
Infections

Autoantibodies

Cancers

Sun
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Oeparevutikn Npoogyyion PA (1)

Disease actwity

6

Continuwe therapy

Lancet 2016; 388: 202338



Oepamnevutikn NMpoogyyion PA (lI)

Early diagnosis

Immediate treatment inbiative

Upon failure, stratify

nisk factors absent
switch to (or add) another

csDMARD plus gluco-
l Upon failure, switch
Upon failure: switch to

corbicoinds
any other biologic agent
(evenwithin same class)
plus methotreate or
to atsDMARD
{+/- methotrexate)

Follow up
patients using
a composite
measure of
disease
activity that
Comprises
joint counts.
Aim at dinical

Femission
{ACR-EULAR

criteria) or at

least how
disease
activity within
& months
(this requires
about B0%
improvement
of disease
activity within
3 months of
starting
treatment)

Lancet 2016; 388: 202338




Approved Immune-Targeted Therapies in Rheumatoid Arthritis.

Agent Class Target Structure

Adalimumab Cytokine inhibitor TNF-a Human monoclonal
antibody

Certolizumab Cytokine inhibitor TMNF-ce Pegylated humanized

pegol Fab® fragment of an

anti-TNF-a mono-
clonal antibody

Etanercept Cytokine inhibitor TMNF-« TNF-a receptor—Fc fusion

Golimumab Cytokine inhibitor TNF-a Human monoclonal
antibody

Infliximab Cytokine inhibitor TMNF-o Chimeric monoclonal

antibody

Tocilizumab

Cytokine inhibitor

Interleukin-6
receptor

Humanized monoclonal
antibody

Anakinra Cytokine inhibitor Interleukin-1  Interleukin-1 receptor
antagonist
Rituximab Cell-depleting agent CD20 Chimeric monoclonal
antibody
Abatacept Costimulation blocker CD80 and CTLA4—Ig fusion protein
CD&6

N EnglJ Med 2011;365:2205-19




JUMITEPOLCLOLTOL:

e H pevpatoednc apBpitida eival pa xpovia pAsypovwdng
apBpitida pe vPNAO OLKOVOULKO KOl KOLWVWVLIKO KOOTOG
e Amatteitol mpwipn dtayvwon kot evapén aywync pe DMARDs

® JTIC MEPLTTWOELC avOeKkTkeEC ota DMARDSs evapén BLoAoyilkwv
TIOPOYOVIWV



2rtovOuAapOpitidec



Pevpatosldng 2rtovOouAapOitideg
apBpitidba

e Afovikn npocfBoln
* JuppETpla * AcUMuETpla
e OAwyo/moAvapBpitida e MNpocBoAf KATW AKPWV

e ApBpwoelg akpag XELpOG/moddg o MeydAeg apOpWOELS




2rtovOuAapOpitidec (ZmA)

NaAawotepn Katataén

AykuAomolntikn crtovdulapBpitida

Wwplaokn apdpitda

AvtidpaoTtikn apBpitida
EvtepomaOntikeg apOpitideg
Abladopornointn onovbulapbpitiba




2rtovOuAapOpitidec (ZmA)

NaAawotepn Katataén

AykuAomolntikn crtovdulapBpitida

Wwplaokn apdpitda

AvtidpaoTtikn apBpitida
EvtepomaOntikeg apOpitideg
Abladopornointn onovbulapbpitiba

Katataén 2009-2011

Aykulortolntikn ortovbulapBpitida

Mn AktwvoAoyika Afovikn
>rtovdulapBpitida (nrax-SpA)

Nepludepikn XA

>1tA pe Wwplaon (Wwplaokn apBpitida)
21tA ue IONE
Avtidpaotiki apBpitida




Afovikec ZrtovOuAapOpitidec:
Kowo Xapaktnplotiko PAsypovwdnc Ocdpualyia

OAEI'MONQAHX MHXANIKH

HAwcda évapénc <40 Omoladnmote
Eunpavion Bpaoeia, Oc&eia

[Mpwivn dvokapyia >45 min <30 min

Aoxnon/kivnon Beltioon Emdeivoon

Nuyteptvog movog Xoyva Anov

Adpkero
GUUTTOUATOV

25-45% Twv MApATIOUTIWV «XPOVLIAC 00PUAAYLOC» OE PEULATOAOYO LLETA
arto apxLkO EAeyxo pn €LO6KOU €ixe 2TA

Nat Rev Rheumatol 2012; 8: 262




2MMONAYAOAPOPITIAEZ
KOINA KAINIKA XAPAKTHPIZTIKA

lepoAayovitida-
omovOuAiTtda

AcUppeTpn epLPePLKN
apBpitda

EvBecomabela
E€wapBplkec ekONAWOELC



MNote okentopaote ZrtovéuAapOpitida?
(«AAyoplOuoc Maparmopmnng»)

v ®Aeypovardng , v Ypeviuba
ocdualdyia n v’ EvOeoitiba
v Aaktuhitida




MNote okentopaote ZrtovéuAapOpitida?
(«AAyoplOuoc Maparmopmnng»)

v ®Aeypovardng v Ypeviuba
oodualyia n v’ EvOeoitiba
v AakKtulitida

\ 4

Avaintnote

e EvaAlaooopevo aAyocg yYAouTwv
e lepolayovitda
e EvBeconaBela
e Ywplaon
* OLKOYEVELAKO LOTOPLKO Pwplaonc
e QAeypovwdn vOOO TOU EVTEPOU
e OQupnBpitda i koAmitida N o€ela Slappola
EVTOC TOU TEAEUTOLOU UV TIPO TWV CUUITTWUATWV



H €€€Aén tng AZ:
Ano tnv oécia PpAsypovn otnv aykUAwon




E€Aen otnv Katataén twv 2ZmA
e [Mpwiun dtayvwon
e Avayvwplon Qatlvotunwv



1984 modified New York classification criteria for AS

Table 2 Modified New York criteria for ankylosing

spnndylitis[“]

Low back pain for at least 3 mo duration improved by exercise and not

Limitation of lumbar spine motion in sagittal and frontal planes
Chest expansion decreased relative to normal values for age and sex

1
relieved by rest

2

3

4a  Unilateral sacroiliitis grade 3—4

4b  Bilateral sacroiliitis grade 2-4

Definite ankylosing spondylitis if (4a or 4b) and any clinical criterion
(1-3)




1984 modified New York classification criteria for AS

e Limitations:
v' patients fulfilled these criteria based on radiographic sacroiliitis only

v’ radiographs become positive only at a rather late stage because they
detect only structural damage as a consequence of inflammation and
not inflammation itself

Thus early inflammatory cases were not covered by these criteria.



ASAS criteria for axial SpA (2009)

ASAS classification criteria for axial SpA

i_ (in patients with back pain = 3 months and age at onset < 45 years) |

Imaging
Arm

Sacroiliitis on imaging*
plus

= 1 SpA feature**

or

HLA=-B27
plus

= 2 other SpA features**

Clinical
Arm

Ann Rheum Dis 2009;68:777




ASAS criteria for axial SpA (2009)

ASAS classification criteria for axial SpA

i_ (in patients with back pain = 3 months and age at onset < 45 years) |

Sacroiliitis on imaging*

Imaging

plus
Arm

= 1 SpA feature**

* Sacroiliitis on imaging:

— Active (acute) inflammation on
MRI highly suggestive of
sacroiliitis associated with SpA
ar

— Definite radiographic sacroiliitis
according to mod. New York
criteria

or

HLA=-B27
plus

= 2 other SpA features**

Clinical
Arm

Ann Rheum Dis 2009;68:777




ASAS criteria for axial SpA (2009)

ASAS classification criteria for axial SpA

i_ (in patients with back pain = 3 months and age at onset < 45 years) |

Imaging

plus
Arm

= 1 SpA feature**

Sacroiliitis on imaging*

or

HLA-B27

plus

= 2 other SpA features**

Clinical
Arm

* Sacroiliitis on imaging:

— Active (acute) inflammation on
MRI highly suggestive of
sacroiliitis associated with SpA
ar

— Definite radiographic sacroiliitis
according to mod. New York
criteria

** SpA features:
* Inflammatory back pain
* Arthritis
* Enthesitis (heel)
* Uveitis
* Dactylitis
* Psoriasis
* Crohn's disease/ulcerative colitis
* Good response to NSAIDs
* Family history for SpA
« HLA-B27
* Elevated CRP

Ann Rheum Dis 2009;68:777




ASAS criteria for axial SpA (2009)

ASAS classification criteria for axial SpA

i_ (in patients with back pain = 3 months and age at onset < 45 years) |

Imaging

plus
Arm

= 1 SpA feature**

Sacroiliitis on imaging*

or

HLA-B27

plus

= 2 other SpA features**

Clinical
Arm

* Sacroiliitis on imaging:
— Active (acute) inflammation on

MRI highly suggestive of
sacroiliitis associated with SpA

ar
— Definite radiographic sacroiliitis
according to mod. New York

** SpA features:
* Inflammatory back pain
* Arthritis
* Enthesitis (heel)
* Uveitis
* Dactylitis
* Psoriasis
* Crohn's disease/ulcerative colitis
* Good response to NSAIDs

criteria * Family history for SpA
« HLA-B27
* Elevated CRP
i v’ The entire set: specificity 84% - sensitivity 83% and
i v The ‘imaging arm”: specificity 97.3% - sensitivity 66.2%

Ann Rheum Dis 2009;68:777




ASAS Classification Criteria (2009):
NOVELTIES

Ann Rheum Dis



ASAS Classification Criteria (2009):
NOVELTIES

e ASAS classification criteria for axial SpA for patients with and without
radiographic changes in the sacroiliac joints (nr-axSpA)

e Use of MRI

4 A

Axial SpA
Axial SpA Axial SpA with
without radiographic
radiographic findings
findings (AS)

o J

Ann Rheum Dis



New classification Criteria for Spondyloarthritides:
ASAS Classification Criteria (2011)

2011 ASAS new classification criteria for SpA generally characterized by predominant
peripheral OR axial (spine and/or sacroiliac joints) involvement SpA



New classification Criteria for Spondyloarthritides:
ASAS Classification Criteria (2011)

2011 ASAS new classification criteria for SpA generally characterized by predominant
peripheral OR axial (spine and/or sacroiliac joints) involvement SpA

4 N

Peripheral SpA

21 SpA feature
e uveitis

ek =2 other SpA features

e arthritis
Arthritis* or e enthesitis

enthesitis or |P1US Crohn's/ulcerat QR . qactylitis
L ive colitis
dactylitis « precedin « IBP ever
> prec g o family history for
infection S
pPA
« HLA-B27

e sacroiliitis on

imaging
Ann Rheum Dis 2011;70:25

The specificity was 82.2% and the sensitivity 77.8%




Full spectrum for Spondyloarthritides:
Axial (nraSpA) — peripheral SpA

e 2009: ASAS classification criteria for axial SpA for patients with axial SpA
with and without radiographic changes in the sacroiliac joints

e 2011 ASAS new classification criteria for SpA generally characterized by
predominant peripheral OR axial (spine and/or sacroiliac joints)
involvement SpA

4 N )

Axial SpA Peripheral SpA
""""""""""""""" 21 SpA feature
Axial ‘SpA Axial gpA with : g‘s,s;ti::sis 22 other SpA features
without radiographic N . :2;?}111::;;8
radiographic findings Arthritis*or | Crohm's/ulcerat QR - ohnest
findings (AS) enthesitis or ive colitis « dactylitis
dactylitis « precedin * IBP ever
: prececing « family history for
infection SpA

Ann Rheum Dis 2011;70:25

Ann Rheum Dis e HLA-B27
2009;68:777 e sacroiliitis on
; \ imaging /




v" These are all CLASSIFICATION Criteria

v Having more homogeneous groups would also have advantages for
future etiologic and genetic studies.

v These criteria do not define/describe a new group of SpA patients but
rather improve classification of these patients.



Afovikec ZrovOuAapbBpitidec:
OEPTEVTLKN MPOCEYYLON

Predominant Axial manifestations: Peripheral manifestations:
manifestation Back pain and stiffness arthritis, enthesitis, dactylitis
First-line therapy NSAIDs

Non-pharmacological treatment: education, exercise, physical therapy,
rehabilitation, patient associations, self help groups

Local steroids

DMARD:s sulfasalazine, methotrexate

Second-line therapy

TNF a blocker or IL-17 blocker

Additional therapy
and therapy in special
clinical situations

Analgesics

Surgery

Lancet 2017; 390: 73-84




>rtovOuAapBpitidec:
EpWINMOTA

e [lpwiun avayvwpLon:
— BeAtiwon mpwLUNg avayvwpLong — MOPATIOUTIAG
e ALOYVWOTLKA EPWTHLLOTAL
— ZrovOuAkn ZtAAN: EkToc kpttnplwv (Xrays & MRI)
— MRI: xpoviec BAaBec, evBeoitda 227?
e OeparmevTikol EpwTApaTA:
— 2toyol: Ydeon?
— Emnibpaon bDMARDs og pokpoxpovio akTlvoAoyLlkn €kBaon



