H onuaotia tou ¢. Raynaud otnv npwipn
Sdtayvwon kai Oepansvutikn) mapEpBaon oto
OUOTNHOTIKO OKANpOdepuaL
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NOZOKOMEIO HPAKAEIOY
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2UYKpoOUuon CUUPEPOVIWV

* Boehringer Ingelheim EAAGC A.E. (Tiyuntikn
apopn)



Mepimrooon 1

@36 €TV, KOUUWDTPIO

a/a: BupeoclboTTaBEIa
Mn KaTTVioTPI0
XWPIC ANWn ¢ApUAKGDV

« [lapovoa vOoog:
— Raynaud amo 5 €Tiag

« KAIvVIKN e€eTaon:
— AYYEIOKIVNTIKA AKEO



Mepimrredon 2

@ 50 etV « [Mapovoa vOoog

a/a SvoAimdaiyia — ATTO 2¢Tiac Raynaud

Evepyocg kamvioTpla — AluSieC Kal oibnua
AVW AKPWV

DAPPAKELTIKN AYWYN :

oTaTivN « KAIVIKN €€eTaon

— O1bnuaTwdn akpa
(puffy fingers)



2UOTNUOTLKO OKANpOodepuaL

* MoAvocuoTnUATLKA VOGOC
e Auénuévn Bvntotnta
e JTAVLA VOGOC
— EmumoAaopog: 13,8/10°
— Enintwon :0,05/10° per year

Repa A et al, Annals of the Rheumatic Diseases 2017



2UOTNUOTLKO OKANpOodepuaL

* @awopevo Raynaud
— 96%
— Mpwto ocvprtwpua ( 2-10 €Tn)
e AlOYUTO cuoTNMATLKO okKANpodeppa: 1,8+5,5 £tn

* [1EPLOPLOEVO CUCTNHATLKO okKAnpodeppa: 5,149,1
£TN

Meier FMP, Frommer KW, Dinser R, et al. Ann Rheum Dis (2012)



@ouwvopevo Raynaud

* 5% tou yevikou TAnBuopou
— 90% npwTtomnabec
* HAkiot epdavioncg: 15-30 €tn
* [1L0 CUXVO O€ YUVALKEC
* OLKOYEVELOKO LOTOPLKO

e Antoucia LoTikn¢ BAABNC, yayypalwvag, EAKwV,
oldnuatoc




Aguteponta®éc pawopevo Raynaud

Table 1. Secondary causes of Raynaud’s phenomenon. Reproduced from Devgire V, Hughes M, Roynowd's

phenomenon. Br ] Hosp Med {Lond) 2019;80:658-64.

Yoscular {usually proximal lkarge vessel disease, often unilotenal Compressive (eg cenwical rib)
syITptoms) Obstructive: non-inflammeatony (e atherosderosis); inflommatony
vascular disegse (eg thromboangiitis obliterans {Buerger's disease))

Oocupational Hand-arm-vibration syndnome (vibration white finger)

Autoimmune conditions Systemic sderosis
Systemic hupws erythematoswes
Sjogren’s symdrome
Mixed connective tissue disease | overlop syndromes
Undifferentioted connective tissue disease
[diopathic inflammatory myopathies

DinugH! chemical-related Amphetomines
Beto-blockers
Blecimypcin
Cisplatin
Clonidinge
Cydosporine
[nterfarons
Mty sergide
Pohrvimy chloride
Conditions associoted with inoeased plosma viscosity and Cryoglobulinoemio
reduced digital perfusion Cryofibrinogenoemio
Paroprotesnoemin
Malignancy (induding os o poronecplastic phenomenon)

Crthier couses and assocations Corpal tunne] syndrome
Frosthite

Hypothyroidism



ARTHRITIS & RHEUMATISM

Vol. 58, No. 12, December 2008, pp 3902-3912
DOT 101002 ar. 24038

& 2008, American College of Rheumarology

Autoantibodies and Microvascular Damage Are
Independent Predictive Factors for the Progression of
Raynaud’s Phenomenon to Systemic Sclerosis

A Twenty-Year Prospective Study of 586 Patients,
With Validation of Proposed Criteria for Early Systemic Sclerosis

Martial Koenig,' France Joyal,' Marvin J. Fritzler,” André Roussin," Michal Abrahamowicz,’
Gilles Boire,* Jean-Richard Goulet,' Eric Rich,! Tamara Grodzicky,! Yves Raymond,’
and Jean-Luc Senécal’



loxupoli mpoyvwotikoil mapayovteg yia eEEALEN o€

2UCTNUOTLKO OKANPOdEpUA NTAV N Tapoucia

OLVTILOWMATWYV Kot N tat@oAoyLkn TPLXOELO0OKOTNOoN

Table 2. Identification of predictors of progression to definite S5¢ at the first evaluation in 586 patients with RP, by univariate and multivariable

Cox proportional hazards models*

Univariate analysis

Multivariable analysis

Hazard ratio

Hazard ratio

Predictor variable (95% CT) P (93% CT) r
Demographic variables
Age at onset of RP 1.04 (1.02-1.06) <0.001 1.02 (1.01-1.04) 0.006
Female sex 1.59(0.76-3.31) 0.217 NA -
Duration of RP 0.95 (0.91-0.99) 0.045 NS -
Clinical and capillaroscopic variables
Objective clinical signs{ 5.68(3.57-9.3) <0.001 1.98 (1.21-3.25) 0.007
Puffy fingers 8.30(5-13.7) <0.001 1.89 (1.12-3.26) 0.017
SSc pattern on NCME 1405 (8727 53 0001 A5(27.75) =0 001
apill: anlargement of grade 2 or 3 1161 (72651858 Q001 12(42-12.4) <0001
Capillary loss of grade Cor D 16.85 (8.94-31.75) <0.001 2.5(1.2-4.9) <20.001
Laboratory variables
ANAs by indirect immunofluorescence 2317 (8.45-63.5) =20.001 5.67 (1.87-17.1) 0.002
S5c-specific autoantibodiest 18.3 (10.5-31.97) =0.001 4.7 (2.48-8.9) <20.001
Anti-topoisomerase | 2.84 (1.23-6.6) =0.001 3.8 (1.49-9.7) 0.005
Anti-Th/To 5.9 (3.2-10.98) <0.001 3.56 (1.5-5.3) 0.002
Anti-CENP-B 9.34 (5.85-14.9) <0.001 2.8 (1.59-7.9) <0.001
Anti-RNA polymerase 111 4.2 (2.1-8.5) <0.001 2.44(1.19-5) 0.015
Any other abnormal laboratory finding 1.56 (0.958-2.48) 0.058 NA -

Koenig et al Arthritis & Rheumatism 2008



Mpoyvwotikoi mapayovtec yia e€EALEN o€
2UCTNUOTLKO OKAnpOodepua

Table 4. Definite SSc outcome in 586 patients with RP, classified according to NCM profiles and SSc-specific autoantibodies at the first
evaluation®

Definite SSc¢ outcome

No. of At 5 years of At 10 years of At last
Predictors at first evaluation patients followup followup followup

Normal findings on NCM and negative SSc-specific autoantibodies 446 6(1.3) T(1.6) 8(1.8)
SSc pattern on NCM and negative SSc-specific autoantibodies 31 7(22.6) 7(22.6) 8(25.8)
Normal findings on NCM and positive SSc-specific autoantibodies 63 14 (21.5) 21 (32.3) 23(354)
SSc pattern on NCM and positive SSc-specific autoantibodiesi§ - 29(65.9) 32(72.7) 35(79.5)
Total 586 56 (9.5) 67(11.4) 74 (12.6)
P - <0.001 <0.001 <0.001

ACBeveic ue Raynaud 1Tou 0LV TTABOAOYIKA ELENUIATA CE
TPIXOEI60OKOTTNON , KAl €181KA AV TICWUATA EXOLV ouénuévn
mecvomm va avanTu&ovyv okAnNpodepua (60 popEcg) , evaon
ATTOLOIA ALTWYV ATTOKAEIEl TNV eEEAIEN O OKANPOSEPUIT

positive predictive value [PPV] 79%,
negative predictive value [NPV] 93%

Koenig et al Arthritis & Rheumatism 2008



Original article

Improving outcome prediction of systemic
sclerosis from isolated Raynaud’s phenomenon:
role of autoantibodies and nail-fold capillaroscopy

Fic. 5 Decision tree for stratifying RP on the basis of the risk of developing SSc.

Diagnose isolated RP
on the basis of a negative
medical history and physical examination

Perform nail-fold capillaroscopy and

test for ANA
Me;lm - of nailfold ];'Leai.“ ;: é:’ ig?l:;z{:.d Mean no. of nail-fold
capillaries >8.4/mm. withF;ut giant lc;op*s a;'| d capillaries <8.4/mm, with
or F: 5, . +
iant loops, and ANA
mean no. of nail-fold ANAT £ P
capillaries <8 4/mm and
ANA-
vy
Low risk of transition ntermediate risk of transition H"Bhl risk of transition
from isolated RP to SS8¢ from isolated RP to S5¢ \ from 15‘3'3!&.‘1 RP to S8c
(probability <10%) (10%= probability >50%) (probability >50%)

N

Francesca Ingegnoli et al., Rheumatology 2010



Tpwyoeldbookomnnon

v' AplOuog tpyostdwy ava 1 mm
(capillary density)

v' MéyeBoc TpLYOELS WV

v' APXLTEKTOVIKNA

v\ IXAHO TPLXOELS WV I




YyiEC atopo

v' KOVOVIKN OPXITEKTOVIKN

v/ OMOIOUOPPO OXNUQA,
KATAVOUN KAl SIAUETOO

v Ta TTEPICCOTEPA TPIXOEISN
oxnpa U




Tpixo&ibookomnon

-~ ¢ AINOPPAYIEC
« MeyaAa/yiyavTia
TPIXOEION

\ « AlaTapaxn tNG
APXITEKTOVIKNG

« Neoayyeloyevveon



Tpixo&ibookomnon

* TO XOPAKTNEIOTIKO
TTOOTLTTO
TPIXOEI6OOKOTTNONC YIO
TO OKANPOSEPUA Eival Ol
TTAPOLOIA PEYAARDV
TPIXOEISWV




Mpwigo okAnPodepua

¢ YXETIKO KOAQ
SlaTnENUEVa TPIXOEION

¢ MEePIKA PEYOAC
/YIYOVTIO TPIXOEISN

« AIYEC QINOPPEAYIEC

« XWPEIC ATTWAEIO
TPIXOEISWV



Tpixo&ibookomnon

Evepyo TpoTLTTO EykateoTnUEVO TTPOTLITO
;‘% :

*YOXVA MEYOAQ /YIYOVTIA TRIXOEISN

*[TOANEG QIHOPPEAYIES *ATTAOAEIQ TTOAAWV TRIXOEIOWV HE
*ATTAEIA AIYWV TPIX0EIS WV EKTETAPIEV EC TTEPIOXEC XWPIC Ayyeiwon
*AIQTAPAXN TNG APXITEKTOVIKNG *AIATAPEAXN TNC APXITEKTOVIKNG

UIKOOL RPaBuOL *VEOAYYEIDON



2013 classification criteria for systemic sclerosis: an
American college of rheumatology/European league
against rheumatism collaborative initiative

Table 1 The American College of Rheumatology/European League Against Rheumatism criteria for the dassification of systemic sclerosis*

Weight/
ltem Sub-item(s) scoret
Skin thidkening of the fingers of both hands extending proximal to the = 9
metacarpophalangeal joints suffident criterion)

Skin thickening of the fingers fonly count the higher score) Puffy fingers 2
Sderodactyly of the fingers (distal to the metaarpophalangeal joints but 4
praximal to the proximal interphalangeal joints)

Fingertip lesions fonly count the higher score) Digital tip ulcers 2
Fingertip pitting scars 3

Telangiectasia = 2

Abnormal nailfold capillaries = 2

Pulmonary arterial hypertension and/or interstiial lung disease Pulmonary arterial hypertension 2

(maximum score is 2) Interstitial lung disease 2

Raynaud's phenomenon = 3

S5crelated autcantibodies (anticentromere, anti—topoisomerase | Anticentromens 3

[anti—5cl-70], ani—RMA polymerase I} (maximum score & 3) Anti-topoisomerase |

Anti-RMA polymerase 11

*These ariteria are applicable to any patient considered for inclusion in a systemic sclerosis study. The criteria are not applicable to patients with skin thickening sparing the fingers or
to patients who have a sderodema-like disorder that better explains their manifestations (eg, nephrogenic sderosing fibrosis, generalised morphea, eosinophilic fasditis, scleredema
diabeticorum, sderomyxedema, erythromyalgia, porphyria, lichen sderosis, graft-versus-host disease, diabetic cheiroarthropathy).

tThe total score is determined by adding the maximum weight (score) in each category. Patients witha total score of >0 are dassified as having definite systemic sclenosis.

55¢, systemic sderosis.

van den Hoogen F, et al. Ann Rheum Dis 2013;72:1747-1755.



2013 classification criteria for systemic sclerosis: an
American college of rheumatology/European league
against rheumatism collaborative initiative

Abnormal nailfold capillary pattern consistent with
systemic sclerosis

‘Enlarged capillaries and/or capillary loss with or

without pericapillary haemorrhages at the
nailfold.

van den Hoogen F, et al. Ann Rheum Dis 2013;72:1747-1755.



2013 classification criteria for systemic sclerosis: an
American college of rheumatology/European league
against rheumatism collaborative initiative

Table 4 Sensitivity and spedificity of the 2013 S5c¢ dassification criteria and previous 55c¢ dassification citeria, overall and in early 55¢
Validation sample, disease duration

Derivation sample (n=200) Validation sample (n=405) =3 years (n=100)

Sensitivity Specificity Sensitivity Specificity Sensitivity Specificity

(95% 1) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI)
1980 ACR 55c criteria 080 (0.72t0087) 077 (068to084 075 (0.70to0.80) 072 (064 to0.7%  0.75 (0.70 to 0.80) 0.72 (0.63 to 0.79)
2001 LeRoy/Medsger S5c 0.76 (068 to 0.84) 0A9 (06Bto084 075 (D.70to0.B0) 078 (0.70 to 0.85  0.80 (0.69 to 0.88) 0.76 (0.53 to 0.92)

critera
2013 ACR/EULAR S5c aiteria 0.95 (0.90 to 0.98) 093 (0.86to 0.97)  0.91 (0.57 to 0.94)  0.92 (0.86 to 0.96) (_0.91 (0.83t00.96 090 (0.70 to 0.99)
ACR, American College of Rheumatology; EULAR, European League Against Rheumatism; 5S¢, systemic sclerosis,

van den Hoogen F, et al. Ann Rheum Dis 2013;72:1747-1755.



Mepimrooon 1

@36 €TV, KOUUWDTPIO « [lapovoa vOoog:
— Raynaud amo 5 €Tiag
a/a: BupeoclboTTaBEIa
Mn KaTTVioTPI0 « KAIvVIKN e€eTaon:
XWPIC ANWn ¢ApUAKGDV — AYYEIOKIVNTIKA AKEO

*KAIVIKN EvTOTI®OON :
TTOWTOTTAOEC Raynaud
*EAeyxog :
*QVTIOWUATA, TTOOYLRAUUATIOUOC
TPIXOEI6OOKOTINONG



Mepinmreoon 1 -Tpixoeidookomnon




Nepimrdon 1 -TpixoeiSookomnon




Mepimreoon 1

« AVOOOAOYIKOG EAEYXOC
— ANA 1/640 kevTpopepIdiov

« AlQyvwon
— Pre-SSc

¢ OgpArcio
— Nigpedittivn 30 mg/day



Mepimrredon 2

@ 50 etV « [Mapovoa vOoog

a/a SvoAimdaiyia — ATTO 2¢Tiac Raynaud

Evepyocg kamvioTpla — AluSieC Kal oibnua
AVW AKPWV

DAPPAKELTIKN AYWYN :

oTaTivN « KAIVIKN €€eTaon

— O1bnuaTwdn akpa
(puffy fingers)



MepimTon 2- TpixoeiSooKomnon

NMp®Ipo oKANPOSepua




Mepimrredon 2

« AVOOOAOYIKOG EAEYXOG
— ANA 1/1280

« Alayveon
— WO OKANPOSEPUO

- Ayoyn
— Nigpedirtivn 30 mg/d



JUUTTEPACHATA

To gpaivouevo Raynaud €ival n TTpwTn eKSNAWON
TOL CLOTNUATIKOL OKANPOSEPUATOC

|IOTOPIKO, KAIVIKN £€€TAON

AVTIOQUATO
ToixoeibookotTnoN



