NOZHMATA 2YNAETIKOY IZTOY
(ZYZTHMATIKOZ EPYOHMATQAHZ
AYKOZ-2KAHPOAEPMIA.-
OAEMMONQAHZ MYOINAOEIA)

NMEAATIA KATZIMIPH
ENIMEAHTPIA A" EZY
PEYMATOAOr Oz
A’ NA@OAOTIKH KAINIKH
MAN/KO FEN. NOZ. ATTIKON




[10TE UTTOWIA(OMAOTE VOGO KOAAOYOVOU

Eripovo epuBnpua , aipoppayiko loTopIkG TAEUpITIBAG 1)
eCCvOnpa Koppoo 1] KAatw akpuv, TepIKapdindac
ahwTrekia ) pwTtoevaioBnoia

« [lveupovikr ivwon

AgBec aoToparog pe >3 emeicodia (Tveupovimdal/aipoppayia

d1apkelag =2 efdopadec,
«  Alpartoupia i Asukwpatoupia

= iar Bahpi
npooTopia i gnpogBahpia « [leviegy Nevkomevia, Bpopfomevia

N avaigia
ApBpalyiec yepiwv i TodIwv, TpwIvr)

duokapwia >15 Aetrra «  Muiki adupapia i avénpévn CPK

Gaivopevo Raynaud — €Akn 1 « [lupetdg ayvwaoTou aimohoyiag
gkAfpuvan dakTiAwy

« Eykegahika emeigcodia ) emAnyia
oe nhikia <40 etwv




* Noonpato Tov cuVvOETLKOU LoToU (i KOAAayovou) £€xouv Kowva
XOLPOLKTNPLOTLKAL:

v/ TN cuoTNHUKN) TPOGBOAN,

v/ TO OLVTUTUPNVLKA OLVTLOWHOTA, KOl

v' 1o povopevo Raynaud
ZUCTNHATIKOS £pUBNUATWONG

AUKOG, cUuvdpouo Sjogren,
oKAnpodeppia, TTOAUPUOCITION,

ZNHAVTIKR voonpotnTa

AuvaroTnTta £yKaipng diayvwong
KOl ATTOTEAECHATIKNG BEPATTEICG




O AUkog gival n mpérumn oucTnuarikn, auroavoorn vooog mpooBalloviag
KUPIWG VEAPEC YUVAIKES TNC avaTrapaywyikig nAikiag pe moikiAopopen
supavion kai Bapurnra ( emimoAaouog 8/10.000)

KAwika Kpunpuax ACR

+
Avo coAOYIKA
(autoavnowpara)

Awadoporoinon
ano aAAa cuvadn
Vo oTata

. 4 /11 kpanpa
ANA, s s « R o)L aapaitnTn n
ENA (a-DNA,Sm,RNP.SSA/B) RO R AN ouvunapén ot pia

a-PL e Sedopevn oTiyun

E€avOnua, £Akn otopatoc, apbpitidec, Asuko/BpopPorevies, alHoAUTIK avatpio
Opoupwosctig, amoBolec,0poyovinideg, vedpitida, veupo PUXLOTPIKES EXONAWOELC,




ACR KPITHPIA TAZINOMHzH2 2EA

[t tnv taévouton tng vooou xpetalovtoal >4 oo tic 11 dtatapoyec.

N O kW INR

10.
11.

Eéavinua netadovdag.
Awokoelbéc eéavinua.
Qwrocvaiodnoia.
Jtopatika EAKN.
ApUpitiba.
Opoyovitida.

Alatapoayéc veppwv o.>0.5yp/24wpo Aswkwua n 8.>3+ AsUukwuatoupla i
V.KUAWVOpOL KUTTaPpWV.

NeupoAoyikécg dtatapaxéc o. EmiAnygia n 8. Yoywon

Aluatodoyikeg dtatapayxéc a. AlpoAutikn avaiuia n 8. Aeukomevia n y.
Neupornevia n 6. OpouBomnevia

Alatapayéc avooonoutikou a. +DNA n 8. +Sm n y. +abAPL

Mapouaoia ANA.

Arthritis Rheum 1997;40:1725



Marua:

Aépua:

Kapdid-nveuuoveg:

evbokapditida.

FaoTpeEVTEPLKO;

MUOOKEAETIKO:

KN2

Fevika

MPOZBOAH OPTANQN 2TO ZEA

Payoslditida, entokAnpitida, ontikn vevpitida.
E€avBnua netadovdag, dtokoeldéc e€avOnua, utofuc deppatikog AUKo¢, dwtosvatodnaoia.

MAevupitda, mvevpovitda, MVEUUWVLKN UTEPTOON, TtEpLkapditida, puokapditda,

HratopeyaAia, ommAnvoueyaAila, LECEVTEPLKN ayyeLitida, XOALKN Kippwon.
ApBpadyiec, apbpitda, pualyieg, puooitda.
EntiAnyia, pUxwon, moAuveupondbela, puehitida, eykepalondabdela.

Mupeto, anwAela Bapouc, komwon, Aspdadevondabela.



Ta moAAatAd npmzrumaiu Tou ZEA

;,h..r. ? H T?If

- i =|\

%ﬁ_ L f | *Erﬁj*

e {.- y = T
'““w_ -, "j g K ! | : " (I;I:;I
o SpAg# et
0 veupodoyog PAenel tnv emAnia, Tn pnviyyoeyedaiinda kalto
eykedahiko.

i

0 Seppatoloyoc Ta efavinuorata tov diokosdn AUKOU Kol TN
xpuoahidac,

0 nveupovoldoyog TIc TAsupLTdEC Kal o kKapdlodoyoc TIc MepKapditidec.
O awpatodoyog Tic eviec, Tn Aepdadevonabeia kot T omAnvopeyalic.

0 peupatoloyog tnv apBptda ko to Raynaud kot o maBoloyog 1o
TIUPETO.

0 vedporoyoc n vedpltda evw o YyuvalKoAOYog TIC AQUTOUOATEC
amopolsc.



AEPMA KAI BAENOITONNO

e E¢avOnuo mpoowrmou &iknv
nietalovdac(un-ovAwdn)

* QwtoevalocOnoia
e Kvndwon

* Alokoeldne e&avonua (atpodia Kat
OUAR)

 Whadty mopdpupa
* @®. Raynaud

* Livedo reticularis

* AAwrekia - 50%

* Entwduva €AKN otopaTtoc N
pwvodapuyya




Ynoéuc deppatiko¢ AUKOC

* BAAPeCc xwplc OUAEC pe e€apoelg Kol UPEODELC
* € TIEPLOXEC TOU ekTiBovtal oto nAlako dwc.

* MMOAUKUKALKEC 1 SaKkTUAOELOELC

* EpuBnuatwodelc BAatidec N pkpec Aembwdelc TMAAKEC, polalouv
ue pwpltaon N amAo Asyxnva. Adrnvouv amoxpwHOTIONO KL OXL
OUAN HETA UdEON.

* ANA +/-, ssDNA, anti-Ro, HLA-DR3



Qawwpevo Raynaud

Fingers become
white due to lack of
blood flow, then blue
as vessels dilate to
keep blood in tissues,
finally red as blood
flow returns




[MveUpOVEC

* MAevpitdba — 50%

* NMvevpovitda — 10%

e Mveupovikn atwpopayio < 5% |
e ALALEON TIVEVUHOVLIKNA lvwon L <5%

* [lvEVUMOVIKEC €UPBOAEC ocuvunapén aPL
e [lVEUMOVLKN} UTIEPTOLON.




Koapdia

* Mepkapditda - 30%

* Muokapditdba - 10%

e Evbokapobittda Libman- Sachs —10%, un-Baktnpidlakn ekBAaotikn



ALLOTOTIOLNTLKO

o Avatlula, Asukomevio/Aepdonevia, Bpoupomnevia
e Avatuia = opBoxpwun, opbokutTaplkn, omaviotepa otpoAutikn (Coombs +)
e AEUKOTIEVLO, OXL OTTOPOLTNTO OE EVEPYO VOGCO

* Aepdornevia <1.500 Kk CUOXeTI(ETAL UE AVTIAEUPOKUTTAPIKA QVILOWHATO —
EVEPYO VOOO.

* Baplac popodnc BpopPomevia- 5%, =/- avilalponeTtaAlakd aviiowpata, =/- aPL

e YrtAnvopeyalia - 15%, AepdpadevonaBeia — 20% (avidpaotiky Aspdadevitida).



‘ Nedpikn mpooPfoAn - Znepapotovedppitida ‘

Il. Meocayyelakn lll. EoTLOKA THNUOTIKA




Nedpikn mpooBoAn - Zrepoapatovedpitida

V. Awayutn Ynapn)\ucrtmﬁ

Zreziy u;.m (FI-E f'sam): u "Ij
i

LWy

VI. ZKANPUVTIKN

V. MepBpavwéng

Zrezipaua (PAS stain): uzuBoaywosie

ojnuertionol, Sudgmern) rdguvor) Baour)e
uzuBodvrc . Avogohdopiondc: Adgucee
ouoLoYzyic OKKWOZILE Eyanodsose
Ag-1g-C o toljwuc twy toozsIowy




KNZ MpooBoAn

e H sotiakn ayyslonaBsia pmopel va ekbNAwOel wc:
a. AEE pe oeia veupoAoyLkny onpeloAoyia
B. coPBapn kebalalyia & eykepaAikn alpoppayia

Y. EOTLAKN ETUANTITIKA Kplon

8. omTikn veupitda f veupomnabela

€. LUUEALVWTIKO cLUVOPOLLO
® H yevixeupévn ayyeionddeia propet va ekdnAwoOet wg:

a. yvwarakég Siatapaxég (duoyépera osuykevipwang, dratapayeg pviuncg)
B. kepaAalyieg
Y. ETWANTITIKEC KPLOELG

6. o€V ouyxuTIKO emeldodlo



© H gotiakn BAGBN cuoyeTileTal APECA UE UTIOKELUEVN
ayyewakn eykedakr) BAGBN

e H &uayutn BAaBn daivetar va oxetiletan pe avooLaKoUC
HNXAVIOROUC ETUTEAQUEVOUC QMO QUTOAVTICWHATA 1)
SLapeaoAafntég GAEYLOVIC TTOU MOPAYOVTAL TOTIKA Kalt
POKAAQUV SUCAELTOUPYLA TWV VEVPWVWV

® H npooBolr Twv pnviyywv ekdnAwvetar wg aonmen pnviyyinda

© H npoaPolr) tov NM exdnAwvetar we:

EYKAPOLA LVEAOTIAOELQ LE CUUUETPIKEC APNPOTEPOTAEUPEC QUTONTIKEC
dwatapayec, napatodnaieg, duakivnaiec (auvépopo Guiillain-Barré) i kau
SuaA&ltoupyia ToU AUTOVONOU cuaTiaToC o Stadopa Gpyava Onwe n
oupodi)0C KUGTN, TO EVIEPO K.A. (VEUPOTIABELQ QUTOVAHOU).



AvtipwodpoAutidiko Z0vépopo (APS) kat KNZ

e To KNZ amotelel to cuotnua-otoxo touv AD2

® KAWLIKEC ekbnAwoelg mapopoteg pe NW-ZEA

® Juxvotepn KAIKA ekdnAwon:
AEE gykedaAiko Eudpakto ano aptnplakn 8poupwaon

® OQpopBwon twv PAELWSWV KOATIWV Kal LETAOPOUBWTIKA NULKpaAvia
glvall OUXVEC KALVLKEC EKONAWOELC

e H BpopPBwtikn apudiBAnotposidonadeia + xoploebonabela pe mapodika ensloodia
HELWONC TNS 6paong, apalpwonc, SUTAWTLAC, TIEPLOPLOUOU TWV OTTIKWYV Ttediwv N
dwtodofiac eival ocuxvotepn ATO TNV OMTIKN VELUPOTIABELQ

e AldpvidLa aloOnNTIKOVEUPLK ATIWAELA TNC AKONC OE APKETOUC aoBeveic



ApBpalyieg/apbpiTida, ToAuapBpikd cuvdpopo

ESR, CRP, (Ferritin)
+

ANA , RF,Anti-Citrulin

Berd
RF 1) avT-cmpouAive

Nooog kohhayivou? : [ PruiaToeiBitc aplp.

Benixd ANA




[Mevieg: AeukoTtrevia, OpouoTrevia, avaipia

fuvaika 34 etwv pe Aevkomnevia (<4000 WBC)

Alapoplkn dtayvwon:

eDadppaka

e Nowpwéelc : EBV, CMV, HBV,Riketsies, Aetopavia
* ALLOTOAOYLKEC KOLKONOELEC

® AAKOOALOLLOC, UTTEPOTIANVLIOUOG

* ALOLTNTIKEC QVETIAPKELEC: B12, dUALKO 0OV

e AutoAvoon



OpoyoviTida

Fuvaika 23 eTWV PE TAEUPLTIKO AAYOG Kall SEKOLTIKN
TLUPETLKA Kivnon

e[TAgupLtikr) cUAAOVYN)
e Mikpn mepikapdiakr cuAAoyn
eMoAuvapBOpitida

Awadopikn Stayvwon :

e Nolpwén

eELdkN Aolpwén Ax TB

e[Tlveupovikn epuPoAn

eKapdlakn avenapkela r} veppwaolkd cuvOPOoLo
eKakonBela

*>UCTNUOTLKO VOO

Enopevn e€€taon?



[MoAvapdpitidba os yuvaika PA n ZEN?

KALVIKA EupripoaTa Tou cuvnyopouv yua 2EA:

-Qwtoevatodnoio

-leviec

-Eéavinuata

-Raynaud

-KN2

-Alpuatouplia N mpwteLvouplo



Opoyovimda, veppimba, wvevpovimda, TVEVHOVIKR Ve, HUIKR aduvapic, VEVPOoAOYIKES
exkdbnhweozig, wevieg, Bpopfwosig, amofolig




Nedpitidko n vedppwoiko cUVOPOMO N
2Uvdpopo nvevpovoc-vedppou

ENA (Sm, anti-DNA c-ANCA, p-ANCA



A 2B-year-old woman is evaluated because of a 2-
month history of arthralgia of knees, elbows, and
hands and swelling of the lower extremities.

On examination, blood pressure is 150/95 mm Hg,
pulse rate 79/min, temperature 37.1 "C (98.8 °F). A
malar rash is present. She has 2+ pitting edema
below the knees. She has no swelling or redness of
the joints. The remainder of her examination is
normal.

Urine microscopy shows many granular and
erythrocyte casts, dysmorphic erythrocytes, and one
mixed-cell cast.

Which of the following is the most likely diagnosis?

{ A ) Polyarteritis nodosa
{ B ) Post-streptococcal glomerulonephritis

{ C ) Systemic lupus erythematosus

{ D ) Rheumatoid arthritis with renal involvement




@awopevo Raynaud

H Itévwon Twy ayyeiwy
HEWIVEL TNV NCPOXH
aiparog ota SaxTula Kai

TQ KEVEL > v
va aonpilouy .

Exdva and
TO EOWTEPIXG TV OyyEiwv
‘-—

YriepPoAikn avtibpaon twv ayyeiwv oto KpUO 1] 0TO OTPEC.
EkOnAwveTal KAWVIKA PE amotopa oploBetnévec aAAOYEC OTO
XPWHA TOU S€PUATOC TWV SAKTUAWV.



PREVALENCE

Community-based surveys estimate the prevalence of RP in the
general population.

Estimates of the prevalence of RP have ranged from:

» 3 to 20 percent in women and
>3 to 14 percent in men.

RP is more common among:

young women,
younger age groups, and
family members of patients with RP



International consensus criteria for the diagnosis of Raynaud's

phenomenon

Three-step approach to diagnosis of Raynaud’s Phenonmenon

Step 1:

Step 2:

Step 3:

Ask screening Question

Are your fingers unusually sensitive to cold?

lYes, proceed to step 2

Assess color changes

Occurence of biphasic color changes during the

vasospastic episodes (white and blue)

lYes. proceed to step 3

Calculate disease score

a) Episodes are triggered by things other than cold
(i.e. emotional stressors)

b) Episodes involve both hands, even if the involvement
is asynchronous and/or asymmetric

c) Episodes are accompanied by numbness and/or
paresthesias

d) Observed color changes are often characterized by a
well-demarcated border between affected and un-
affected skin.

e) Patient provided photograph(s) strongly support a
diagnosis of RP.

f) Episodes sometimes occur at other body sites (e.g.
nose, ears, feet, and areolas).

g) Occurence of triphasic color changes during the

vasospastic episodes (white, blue, red)

If 3 or more criteria met from Step 3 (a - g), then the patient has RP

Emanual Maverakis et al.
Journal of Autoimmunity, Volumes 48-49, 2014



Primary Raynaud’s phenomenon(RP) if symptoms occur in the
absence of any associated disorder.

Secondary RP refers to the presence of the disorder

In association with a related iliness, such as SLE or scleroderma.

> Rheumatological diseases

Scleroderma, SLE, Polymyositis/dermatomyositis Sjogren's syndrome UCTD, MCTD.
» Hematologic/oncologic

Paraneoplastic syndrome,Cryoglobulinemia, Cryofibrinogenemia, Cold agglutinin,
Paraproteinemia, POEMS syndrome

> Endocrine
Hypothyroidism
> Vascular

Thoracic outlet syndrome, Emboli, Vasculitis, Prinzmetal angina, Atherosclerosis,
Thromboangiitis obliterans

> Neurological

Carpal tunnel syndrome, Migraine headache
» Environmental

Vibration injury, Frost bite, Emotional stress
» Drugs/toxins

Sympathomimetic drugs, Chemotherapeutic drugs, Interferons, Nicotine, Cocaine,
Ergotamines, Polyvinyl chloride



Useful criteria for primary RP include the following:

1. Symmetric episodic attacks

2. No evidence of peripheral vascular disease

3. No tissue gangrene, digital pitting, or tissue injury
4. Negative nailfold capillary examination

5. Negative antinuclear antibody test and normal ESR



The following features increase the likelihood of secondary RP:

1. Later age of onset (greater than 40 years)

2. Male gender

3. Painful severe events with tissue sign of ischemia (ulceration)
4. Asymmetric attacks

5. RP associated with signs or symptoms of another disease

6. Abnormal laboratory parameters suggesting vascular disease or
an autoimmune disorder

7. RP associated with ischemic signs or symptoms proximal to the
fingers (such as the hand or arm) or toes (foot or limb)

8. Abnormal capillary nailfold microscopy with enlarged or distorted
capillary loops



|m* . | Normal during primary Raynaud’s phenomenon
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Loss of capillaries and “"desertification

Panel A) The normal nailfold capillaroscopic pattern, showing regular disposition of
the capillary loops along the nail bed (original magnification 200x, M. Cutolo).

Panel B) A decreased number of loops should be considered highly specific for secondary
Raynaud's phenomenon and induce 'desertification' of the nail bed (original
magnification 200x, M. Cutolo).




Recommended laboratory testing includes:

«Complete blood count

*General biochemical analysis incl. renal and liver function
*Urinalysis

*Rheumatoid factor and anti CCP

Complement (C3 and C4)

*ANA (if positive ANA, then test for antitopoisomerase I, anti-RNA
polymerase Ill, and anticentromere antibodies)



2Y2THMATIKH
2KAHPOAEPMIA

Scleroderma Scleroderma

\ ]

SCLERODERMA
I Localised ‘ Systemic

Linear Sl O] Diffuse Systemic
Scleroderma Systemic Systemic Sclerosis Sine
Sclerosis Sclerosis Scleroderma

* Awayutn (Diffuse)

* Neplopiopévn (Limited). Na dtakpivetal ano tnv
torik okAnpodeppia (Localized) mov dev eivan
OUOTNHLOTLKN VOGOC




KpITApId TASIVOUNONS 2UCTNMATIKAG
2KAnpoodepuiag kata ACR

» Meilov KpolTtnpLo

2UHMMETPLKA OKAPUVON, TIAXUVOTN Kol 6Lr']9r]or0;(tou OEPUATOG TWV
SaKTUAWV Kat tou deppatog eyyus twv MKO & MTQ apBpwoswy, mou
Hrtopetl va KataAapBavel kat OAO To OKEAOG, TO TPOCWTTO, TOV TPAXNAO Kall

TOV KOPUO.
» EAadooova Kpltnplo
* JKAnpodSakTuAla

. ?u)\éq C,ST(;L AKPOL TIOU KATAAELTTOUV EVTUTIWHA 1] ATTWAELX UTTOOOPLOU LoTOU
LoxoupLio

* AuPoTEPOTAEUPN LVWON OTLC TIVEUUOVLIKEC BAOELC

>kAnpodepua= Meilov i} 2 eAdcoova




NeoTepa OIAYVWOTIKA KPITAPIA 2> EVTOTTI(OUV a0BEVEIG
ME TTPWIMN VOO O

Table 1. The American College of Rheumatology/European League Against Rheumatism criteria for the classification of systemic sclerosis (35¢)*

Item Sub-item(s) Weight/scoref
Skin thickening of the fingers of both hands extending proximal - 9
to the metacarpophalangeal joints (sufficient criterion)
Skin thickening of the fingers (only count the higher score) Puffy fingers 2
Sclerodactyly of the fingers (distal to the 4

metacarpophalangeal joints but
proximal to the proximal

interphalangeal joints) S core Z 9

Fingertip lesions (only count the higher score) Digital tip ulcers 2
Fingertip pitting scars 3
Telangiectasia - 2
Abnormal nailfold capillaries - 2
Pulmonary arterial hypertension and/or interstitial lung disease Pulmonary arterial hypertension 2 S S
(mrximum score is 2) Interstitial lung disease 2 C
Raynaud's phenomenon - 3
5Sc-related autoantibodies (anticentromere, Anticentromere ]
anti-topoisomerase [ [anti-Scl-70], anti-RNA Anti-topoisomerase

polymerase 111) {maximum score is 3) Anti-RNA polymerase 111




Early symptoms of Systemic Sclerosis

* Raynaud's phenomenon
— May precede skin changes and visceral disease
by several years especially in limited SSc
— In dcSSc, RP may begin shortly after or
coincident with the onset of skin disease
— SSc patients may have less hyperaemia than in
primary Raynaud's due to structural
vasculopathy in SSc
* Puffy fingers may be the presenting sign in dcSSc
 Malaise, fatigue, arthralgia, myalgia
* Gastroesophageal symptoms or dyspnoea may be
the presenting symptoms




|l ocalized scleroderma -

Divided into:

1.

Linear scleroderma (en coup de sabre) - most commonly occurs in childhood.
Follows a dermatomal distribution on one side of the body.

Localized and generalized morpheae - characterized by patches of sclerotic
skin that develop on the trunk and limbs at sites of previously normal texture.
Generalized morphea typically spares the hands and face and is not associated
with major vascular symptoms or with visceral disease. Unlike SSc!!




Systemic sclerosis

Two distinct subsets:
1.

diffuse cutaneous systemic sclerosis (DcSSc)
2.

limited cutaneous systemic sclerosis (LcSSc).

Subsets are defined on the basis of the extent of skin
involvement.

Patients with limited cutaneous systemic sclerosis may
display features of the CREST syndrome (calcinosis cutis,
Raynaud phenomenon, esophageal dysmotility,
sclerodactyly, and telangiectasia).



MEPIOPIZMENH ZKAHPOAEPMIA

ZupHETPLKA TtpooBoln SEppartog SaktuAwy, The limited symptoms of scleroderma are
anw avtippayiwv, npoocwnou/avxéva referredtoas CREST

20vdépopo CREST
-C=Calcinosis (aopBéotwon)
-R=Raynaud (¢pawvopevo Raynaud)

C alcinosis - Calcium deposits in the skin.

-F= i A Raynaud's phenomenon - . ”*-\‘

E Esophageal disease (owcodaywkn e S A\
VOO Oc) in response to cold or stress. .
-S=Sclerodactyly (ockAnpodaktuAiay) "

. . ’ E sophageal dysfunction - acid reflux and
-T=Telangiectasia (tnAsayyelektaoicg) dactesss i miotility of esophiagus.

OYun omAayxvikn mpooBoAn, KUpilwg (e

A . S clerodactyly - thickening and tightening
RVEULOVLKN UTtEPTACH of the skin on the fingers and hands.

Napovuoia avtikevipopuepLtdLlakwv Ab T oo B patirar Ly
-

v v 7 r ’ capillaries causing red marks
ZXETWKA KaAn tpoyvwon (10etng emBiwon o5 S Uitce oLt skil)
>70%)







AIAXYTH ZKAHPOAEPMIA

* Toxela Kot EKTETANEVN deppaTikn MPOSPBoAn XElpwv, aviBpoxiwv
KoL EYYUC AKPWV, TPOOWTITOU, OLUXEVA KOL KOPHOU

* 2NMUAVTLKA otAayxVviki tpooBoAn (MVEVUOVEC, KOPOLA, TTEMTLKO,
vedpol)

* 2uvNOw¢ OeTIkO To avti-Scl70. Mpoyvwon kakn (10etiAc emBiwon
nepi to 50%)




[TPO2BOAH AEPMATOX2

MNpwiua, To «odnuatwdeg otadio», epdaviletal

oldnua pe peiwon TNG EAQCTLKOTNTOG

2TN CUVEXELA TO S€ppa okAnpaivel, paivetol TETAUEVO,
NPOOKOAANUEVO OTOUC UTTOKELLEVOUG LOTOUG, HE KVNOUO
(vwTtIKO oTAdL0)

MpokaAovvtatl mTapaApopPWOELC = AYKUAWOELC TWV
daktuAwv (claw hands)

Kataotpédovtal ta eaptipota

Meta amnod ypovia to d€ppa yivetol atpodiko, AEnTo Kot
HaAaKkwVeL (atpod ko otddLo)




Early Scleroderma-Puffy
Phase

© www.rheumtext.com - Hochberg et al (eds)



ATpOo@IKN pAon

Fibrosis or Atrophy??
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MPOZBOAH MENTIKOY

 AUCKOTOTTOCIA, YOOTPOOICO®AYIKA TTaAIVOpOHUNON, d1dTaoN
0100 AYoU, 0|oo<pay|n6a

 Kauoog, avaywyéEg, TTVEUHOVIA aTTo 10pOPnon

* EAATTWHEVOG TTEPICTAATIONOG KOl OIATACN TOU EVTEPOU, OTACN
TTEPIEXOMEVOU, UTTEPAVATTTUEN MIKPORBiIwWV, cUVOPOMO
ouoaTToPPOPNONS

* AUOKOIAIOTNTA, OIAPPOIA, EUPUCTOMA EKKOATTWHATA TTAXEOG EVTEPOU



[MPOZBOAH ANATINEYZTIKOY

H kUpLa attia Ovnrotnrac

Aldpeon nvevupovonaBela mov e€EAioGETAL OE TIVEUMOVLKA
lvwon

=npog Pnxac kot duonvoia

Aentoi tpilovteg otnv akpooon

AKTLVOAOYLKA ELKOVA iVWwoNG TOU SLAUEGOU LOTOU OTLC BACELC

Otav epdaviocBoUv KALVIKEG EKONAWOELG KOl AKTLVOYPAPLKES
aAlowwoelc eivon apyall!l

Eéetaoelc ekAOyn¢ yLa mpwipn dtayvwon

* HRCT (a&ovikn topoypadia Owpakoc vPNARG SLakPLTIKAC
gUKplvelag).

* AVOTVEUOTLKEG AELTOUPYLKEC SOKLUAOLEG
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2UVvNBwg evepyog KUWPeAIOITIOA,
OuUVNTIKA AVTINETWITIOIUN

Ivwon, un avaoTpEWIiun



AVATTVEUOTIKEG OOKIMOOIEG

 DLCO (éwoyvtiki wavotnta): H mo gvaicOntn A
KOl TPOIROTEPQ EMNPEALONEVN i/ 1
* FVC (lotikn yopntikotntae): Msioon g
OGN ULUIVEL TEPLOPLOTIKT] VOGO "
* Avoavaloyo peyain 1| HEROVOREVI] HELMGT TNG
DLCO o¢ oyéon pe s FVC onuaiver o ol
2 2 4 CREST T I - R
TPOTOTA 01 Tvevpoviki vaéptaon ( ) A IS
S - I
MMEF 75/25 Us) 192
EF 75/85 Us}] 03 o:g



[TveupoVvIKR UTTEPTAOC

* Méon mieon MveVHOVIKNG>25 mmHg o€ npepia

* Y& MEPLOPLOEVO OKANPOdepua Kal o€ acBeveic pe ACA.

* MpokaAeitol amo «ayysLlonabela» Twv MVEULOVLKWYVY QYYELWV

* 'YrtouAn voooc.
e Kakn mpoyvwon

* M&BoboL ekAoync yla mpwiun Stayvwon
* YriEpnxog KapOLAC
e AE KOOeTNPLOOUOC

Scleroderma and PAH
Recommended Screening

Patient with
existing
diagnosis
of scleroderma

Patient newly
diagnosed
with scleroderma

Perform basefine Annual
echo and PFT fi echo and PFT



Limited and Diffuse SSc—
Skin Involvement

Limited

Medsper T. [n Clenscnts 2ad Fusst 2% Edition, Systemae Sclerasis

Classification of systemic sclerosis

Limited cutaneous scleroderma
Raynaud phenomenon for years, occasionally decades
Skin invalvement limited to hands, face, feet, and forearms {acral distribution)

Mailfald capillary pattern typical of scleroderma predominantly nailfold capillary loops with
capillary drop-out

A significant (10 to 15 percent) late incidence of pulmonary hypertension, with or without skin
calcification, gastrointestinal disease, telangiectasias (CREST syndrome), or interstitial lung
disease

Renal disease rarely occurs

Anticentromere antibody (ACA)in 50 o 60 percent but other patterns also occurring in 5 to 10
percent (especially anti-Ph-5cl and anti-Scl-70)

Diffuse cutaneous scleroderma
Raynaud phenomenon followed, within one year, by puffy or hidebound skin changes

Truncal and acral skin involvement; tendon friction rubs

Mailfald capillary pattern typical of scleroderma with dilatation (early), dilatation and drogp-out
[active), and tortuasity with drop-out (late)

Early and significant incidence of renal, interstitial lung, diffuse gastrointestinal, and myocardial
disease

Anti-Scl-70 (20 percent) and anti-RMA polymerase-1, 11, or 111 {12 to 15 percent) antibodies
Scleroderma sine scleroderma

Presentation with pulmonary fibrosis or renal, cardiac, or gastrointestinal disease

Mo skin invalvement

Raynaud phenomenon may be present

Antinuclear antibodies may be present {anti-5cl-70, ACA, or anti-RNA polymerase-1, 11, or 111D

Environmentally induced scleroderma

Generally diffuse distribution of skin sclerosis and a history of exposure to an environmental
agent suspected of causing scleroderma

Overlap syndromes
Features of systemic sclerosis that coexist with those of another autoimmune rheurnatic disease

such as systemic lupus erythematosus, rheumatoid arthritis, dermatomyositis, vasculitis, or
Sitgren's syndrome,

Pre-scleroderma
Raynaud phenomenon
Mailfald capillary changes (early or active pattern typical) and evidence of digital ischemia

Specificcirculating autoantibodies - anti-topoisomerase-| (Scl-70), anti-centromere (ACA), or anti-
Rha polymerase-l, [, or Il ar other hallmark scleroderma reactivity




Clinical features of thhe major systemic Sclerosis subseaets

Diffuse
cutaneous

Early { ——3 years
after onset)

Late {32 years after onset)

Constitutional

wascular

Cutaneous

Musculoskaeletal

Sastroinmtestinal

Cardiopulmonary

FRernal

Limited
cutaneaous

Fatigus and weight loss

Ravyvrnaud's often
relatively mild

Rapid progression
imnvoalving arms, trunk,
face

Prominent archralgia,
stiffrness, myalgia,
muscle weakness,
tendon friction rubs

Dyvsphagia, heartburn

Ma=irmurm risk for
myocarditis, pericardial
effusion, Ntersitital
pulmornary fibrosis

Ma=imum risk period for
scleroderma atter S
YEIrs

Early (<10 yvears
after onset)

Minimal, weight gain typical

PRavnaud's more severe, more telangiectasia

Stable or regression

Flexion contractures and deformities,
Jjointymuscle symptoms less prominent

More pronounced symptoms, midgut and
arnorectal complications mMmore common

Feduced risk of new invalvemaent but

progression of existing established visceral
fibros=sis

FRernal crisis less freqguent, uncommMmon atter S
YEars

Late (=10 years after onseaet)

Zonstitutional

wascular

Cutaneous

Musculoskeletal

Sastraintestinal

Zardiopulmonary

Fernal

MHone

Ravrnaud's typically
sewveare arnd
longstanding
telangiectasia

mMild sclerosis with little
progression on trunk,
face

O ccasional joint stiffness

Dyvsphagia, heartburn

Uswally mo invoalvemeant

Mo involverment

Cinly secondary to wvisceral complications

Ravyvrnaud's persists, often causing digital
ulceration or gangrena

Stable, calcinosis more prominent

rMild fle=ion contractures

More pronounced symptoms, midgut and
anorectal complications mMmore common

Lurng fibrosis may develop, but often
progresses slowly, Anti-SCL-70 predices
increased risk of severe fibrosis., Maximum risk
for developing isolated pulmonary
hvpertension and secondary right ventricular
failure.

Raraely involved, anti-RHAS polvmerase predices
increased risk of renal involvemeaent.




[MepiTTTLOON

Avtpoc 60 etwv, cuvtaélouxoc.

Autia €Ll0060v: EAKN SAKTUAWV Kol KUAVWON XEPLWV OTO KPUO.

Napovoa vOooG: ATO 2eTiag avapePOUEVN KUOVWON XEPLWV OTO KPUO Kal €AKN SOKTUAWV E
dUOKOAN €mouAwon .

ATOMLKO QVOUVNOTLKO: APTNPLOKN UTIEPTAON, KOATILKA HOPUOPUY.
2uvnBeleg ko tpomog wng: METPLlog KamviotnC ewg mpo 20etiog.

AvaoKOTINON CUCTNMATWV:

AVaTVEUOTLKO: XpOvLog €Npoc BAXOC, KUPLWG KATA TLC TIPWLVEC WPEC.
KukAodopikd: Avomvola otnv Komwon ano 12unvou.

Memtiko: AloBnua BApouc OTO ETYAOTPLO UE UETEWPLOMO KL OELVEC EPUVEC, KUpLwC To Bpadu.
Oupormolntiko-veupouxlatplko: Oubev




* AVTIKELMEVIKN €€€TooN:

 KaAn oyn kot BpgPn, amnvpetoc.

* Aéppa: TnAeayyeLlEKTAOIEG OTO OTOMATIKO BAEVVOYOVO, KUPiLwG OTNV €E0w eTLdAveELd
Twv XeWewv. EAKn_oe amobdpopury oto 6eiktn kat peocalo dAKTUAO tou 6eélou
XEPLOU, odnuatwon XEpLa UE ONHELR AYYELOOUOTIAONG. ALKTUWTH TtEAIWON EUPAVNG

OTOUC MNPOUC.

* Qwpakag: Tpillovtec oto TEAOC TNC ELOTIVONG OTLC PACELC TWV TIVEUUOVWV.

* KukAodopiko: All 145/85, oﬁuistq 88/Aemto, dppubuoc opuypoc, EVIovoc
TIVEULOVLKOC 6eUTEPOC NXOC, duonuata (-).

e KOWAO-VEUPLKO-LUOOKEAETIKO: OUbEV




[MepiTTTLOON

EpyoloTnpLOKEC £EETACELC:

Hct=45,8 %, Hb=15 gr/dl, MCV=88 fl, Aeuka=6.300 (N=60 %, A\=28 %, H=1
%),Alpomnetaila=220.000 /mm?

TKE=5, CRP=0,3 mg/dl (0T<0.8 mg/dl)
TSH=0,89 pu/ml (®T=0,5-5 pg/dl), TPO/Tg (-)
RF (-), ANA=1/640, dsDNA (-)

ENA (+), anti-scl70 (+), anti-Ro/La/RNP/Sm (-)
AMA/ ASMA (-), ANCA p/c (-)

* Agpla aipatoc: pH 7,44, pCO,=40mmHg, pO,=81mmHg.
e Jrupoypadnua: TLCO=70%( ), Aowna k..




[MepiTTTLOON

* Aéovikn Topoypadio Owpakoc:
AAMOLWOELC TIVEUUOVLKNC Lvwon¢g LE Ttaxuvon tou SLAECOU LOTOU OTOoV
QPLOTEPO AVW Kol LEcO AoPO kal Atyotepo oto 6€€L0 kKatw Aofo.
AAN\OLWOELC LE XAPOKTNPLOTLKA HEAKUPNBpOC o€ apudOTEPEC TIC BACELC.

* Ynepnyoypadnua (TpinAe€) kapdLag:

Ae€La Kolla eAadpld SLATETAMEVN, CNUAVTLKA dlaTtoon Tou apLotepoU
KOATtou. KAaopa €€wbnonc=60 %, TAPSE (LETPpNON TMVEUUOVLIKNAC
niiteong)=32 mmHg (nra avénuevn).

AIATNQ2H;



[MepiTTTLOON

KUpwa onueia:

1.H &layvwon tou cuotnuatikol okKANPodEPUATOC €ival KALVIKA Ko
BaolopEVN OTNV XOPOKTNPLOTNKA Ttaxuvon Tou SEPHATOC, TO GOLVOUEVO
Raynaud, KoL TN CULLUETOX OTAQYXVLKWV OPYAVWV. 2TO CUYKEKPLUEVO
TIEPLOTATIKO TIPOKELTOL Ylo TIVEUMOVLIKA TtpooBoAn ( kupilwg lvwon Kot AL
TIVEUMOVLKN UTtEPTAON) Kal TtpooBoAn mertikou (FOM).

2. Hxpnon OUYKEKPLUEVWV AUTOAVTILIOWHATWY BonBd oto dlaxwplopo
OVALECO OTO TIEPLOPLOUEVO KOl SLAXUTO CUCTNUOTIKO OKANpodepua.

3. H Bepamneio €KTOC AMO CUUMTWHATLKA/BoNONTIKA KOl OVOCOKATAOTOATLK)
KaTeUBUVOUEVN TIPOC TA Opyava OTOXOUC, TwPO OTOXEUEL OTOUC
NaBoyeVETIKOUC UNXaVIOpHoUC tTNG (vwong Kol TN ayyelonabeLac.

4. H €ykoalpn dlayvwon tou Tpwipou otadiov tng svepyol dAeypOVAC
QUEAVEL TNV QTIOTEAECHATLKOTNTA TNC OVOOOKATOOTAATIKAC OyWYNC.



DAeypovwoEIC HUOTITIOEG

* MoAvpvooitda
e Aeppatopvooitida
* Muooitda €€ eykAeiotwv

* Muooitidba voonuatwy cuvdeTikov Lotou
* 2EN
* JUOTNMATLKO OKANPOOEPUOL
* 2. Sjogren
e Pevpatoeldnc apbpitida




XopOoKTNPIOTIKA

e Auénuevn CPK

* JUMMETPLKN MUIKN alduvapio KEVTPOMEALKN
e E¢avOnua deppatopvoaotitidoc

* Muomnadntikou tumtov HMTI

e XapoKTNPLOTIKA eupnuata K. Bloiog




EMAHMIOAOIIA

* AUO NALKLAKEC oy HEG: 10-15 ko 45-60 eTwv

* H napaveonAaopatiki puooitida kat n puoottida twv eyKAeiotwv
META To 500 £10¢

e X2 0TLC YUVOLKEC ( EKTOC OO TNV pHUooiTda TwV EYKAELOTWYV



ANTIZQMATA 2TH MYO2ITIAA

Myositis-specific and associated antibodies (modified from

Table 2
Targoff et al.%)

14
* Mn ewbwka: Avti-Ro, avti-La KAm
% of lIMD Disease state
14 1 4 [ 4 [ 4 [ 4 - . & "
PY E 6 n q 9 x e v p A Myositis-specific antibodies
l lKa t vo Go U E o U v T[a o svs.tho o o Anti-Jo-1 histidyl-tRNA synthetase 18-20 Antisynthetase syndrome
° ’ Anti-PL-7 threonyl-tRNA synthetase <3 Antisynthetase syndrome
E l6 I'Ka Anti-PL-12 alanyl-tRNA synthetase <3 Antisynthetase syndrome
4 ’ Anti-0J isoleucyl-tRNA synthetase <2 Antisynthetase syndrome
[ ] -
aVTlKUttaponAacuattKa’ (av.tl Guvestaosq Kal Anti-EJ glycyl-tRMNA synthetase =2 Antisynthetase syndrome
a"tl-s R P) Anti-KS asparaginyl-tRNA synthetase® =2 Antisynthetase syndrome
14 [ . . o
° ( - - / ) Anti-tyrosyl tyrosyl-tRNA synthetase Unknown Antisynthetase syndrome
aVTan p nv lKa av.tl M I 2 Kal thl P M SCI Anti-Zo phenylalanyl-tRMNA synthetase® Unknown Antisynthetase syndrome
’ ’ ’ ’ ’ ’ ’ Anti-SRP signal recognition particle 4 P
. ) 6
Eva'g ao Evng unopel Va exel sva uovo sl lKo Anti-Mi-2 nuclear protein complex 8 (o] Y]
th low ua Anti-155/140 autoantibody 10-20 DM and malignancy
Anti-200/100 autoantibody® Unknown Necrotic statin myopathy
Myositis-associated antibodies
Anti-PM-Sel nucleslar protein complex 8 PM, DM, 55e
Anti-U3RNP Owverlap syndrome  SLE, 55c, MCTD
Anti-RNA polymerase |, 11, 11| Owerlap syndrome  SLE, S5c
Anti-THITO Overlap syndrome  SSc

Abbreviations: DM = dermatomyositis; MCTD = mixed connective tissue disease; FM =
polymyositis; SLE = systemic lupus erythematosus; S5¢ = systemic sclerosis.
4 Not yet commercially available.



AvTI-tRNA ouvbBeTaoec

e Avtl-LottOUA-tRNA cuvBetaon
(avti-Jol): n o ouyxvn

* JUvOpouO aviiouvOsTaocwyv

MupeTo¢

Qawopevo Raynaud
MoAvapBpitda

Aldpeon mveupovonadeLa
Mechanic’s hands




DOAeypuOVWOEIC MUOTITIOEG-TTPOCEYYION

* HAektpouvoypadnuoa (90% raboAoywko)
* Auénuevn dpaotnpLotnta otnv elcodo tn¢ BeAovng, autopatn SpaoctnpLotnTa
e XapunAd vPoug, Ukpnc Sapketag MoAUPACIKA SUVOULKA
s HMT EOLGLKO otn AA Huomadntikwy amo veupomadntikeg Ax (ALS, mepldepikn moAuveuponadbela,
myasthenia graV|s

¢ MapopoLla EVPAMATA OE LLUOTIABELEC:
* Muooitideg
* NolpwdELC
* Tofkecs
* MetaPoAKeg

* Buoyia puog
* Nékpwon, ekpuAnon, avayevvnon, dAsypovwdng dtnbnon
MM—CD8* & evbopuikn
AM — CD4* & meplpuikn-mieplayyetakn 6tnnon
Bloia €€ eykAeiotwv — €ykAelota (=x70%)

¢ Emt umoyiag petaBoAiknc puomnabelog N AAAwVY puonabeilwy
® HAEKTPOVIKO ULKPOOKOTILO
e EVIUULKOC €AEyXOC




[TOAUPUOCITION-OEPUATOMUOCITION:
Ala@opEc oTNV TTABOYEVEIO

AgpUOTOUVOGITION.
HO?\ULLDOG{TIS(X: BAaPn emayduevn amd 1o cvpninpouo (MAC) —CD4+
CDS8 T cell 871:0(’Y(’) Levn BkdBn Me Tpocforn] TV ayyel®V GTNV TEPLPEPELD, TOV HVTKOD

depatiov




AANANEZ EKAHAQZEIX

* MoAvapBpalyia N moAvapBpitida, pn
StaBpwtikn

* @awvopevo Raynaud

* ATTOTITAVWOELG OTOUC HUC

¢ Ald[.lSO N MVEV [.lOVOT[dBE wa oto 30% BAatidec Gottron otiC payLoieg EMIPAVELEG TWV
) , , apBpwoewv (PIPs, yovarta, aykwveg, opupad).
* Mvevpovia amno stopodpnon MoBOYVWHOVIKES

* Mupetoc, katafoAn

ATOTITAVWOELG

HAwotpomio




MYOZITIAA KAl KAKOHOEIA

* H moAu- ko n deppotopvooitida UMopEL va ivoll TOPOVEOTIAQOHOATIKA
oUvopopa Kat va tponyouvtal tnv ekKdNAwaon tn¢ veonmAaotiac.

* Ytokeipevn KakonOewta 6to 30% TwV MEPLMTWOEWV SEPUATONVOGITLOOG
Kot 0T0 15% TwV MEPMTWOEWV UE TTOAVVOOoLTIOO

* JUXVOTEPN OTLC LEYAAUTEPEC NALKLEC KOl OTOL TPLA TTPWTO XPOVLOL OLTTO TN
diayvwon



