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>UYKpPOUON OCUUPEPOVTWY

Ta teAevtaia 2 £Tn EXw AABeL TLUNTIKA apoBn amno Ttic etatpeieg : Abbvie, Amgen,
Pfizer, Lilly, Genesis-Pharma, Novartis, UCB, GSK, Aenorasis, Astra Zeneca,
Boehringer-Ingelheim

TNtk apoBn armo tnv etatpeia DEMO yia tn oUyKeKPLUEVN OMLALaL



H evpwrnaikn Baon dedopevwy EUSTAR

2,500 —

2,000 —

1,500 —

1,000 —

Number of patients

500 —

[1 Male
] Female

<30

30-39

40-49

50-59
Age (years)

60-69

70-79

~ 10.000 aoBeveic (2013)

>80



2013 ACR/EULAR
KpLtnpla
Taélvopnonc yla SSc

Item

Skin thickening of the fingers
of both hands extending
proximal to the metacarpo-
phalangeal joints®

Skin thickening of the fingers!!

Fingertip lesions!!

Telangiectasia

Abnormal nailfold capillaries
Lung involvement

Raynaud phenomenon

Scleroderma-related
autoantibodies

Sub-item

NA

Puffy fingers

Sclerodactyly of the fingers (distal to
the metacarpophalangeal joints but
proximal to the interphalangeal joints)

Digital tip ulcers

Fingertip pitting scars

NA

NA

PAH and/or interstitial lung disease
NA

Any of centromere-, topoisomerase |- and
RNA polymerase lll-specific antibodies

Weight
or score?

9

Van den Hoogen, F. et al., Ann. Rheum. Dis., 72, 1747-1755, 2013



>KANpoodepua Kot OOKTUALKO €Akn (DU)

* 30% aoBevwv pe SSc kat’ toc kat 40-50% Twv acBevwy e
SSc GUVOALKQ

* 'lowc 1o cuyva otouc avopec (HR 1.28)

e [TLo MpwLpa O0TO OLAXUTO AT OTL OTO MEPLOPLOMEVO — WC 5 €TNn
vwplitepa otouc anti-Scl70(+) vs. ACA(+)

* 2NUAVTLKO POPBANpa: e€alpeTika enwouva, SUOKOAQ oTNnV
ETMOUAWON, oNUAvTLK) OUCAELTOLPYLA, LEYAAUTEPN QvAYKN
VLol XPrON UTTNPECLWYV UYELQC

e [TaBoduaololoylka, cuvduaouoc ayyeloomnacuou (Raynaud)
Ko mayuvonc tou deppatoc (avénon kwduvou
LLLKDOTPOU LATLOLLWV)

Denton CP, et al. Ann Rheum Dis, 2011; Hughes M. & Herrick AL. Rheumatology, 2016; Nevskaya T, et al. Arthritis Care Res, 2016



[Toloc elval o€ peyaAutepo kKivduvo va avamtuéel SAKTUALKA EAKN;

* Appev dUAO

* Mpwiun €vapén patvopevou Raynaud

* Anti-Scl70

* MMapouoia MVEUUOVIKAC aPTNPLOKNC UTIEPTAONC
e Kanviopa

e Auénuevec mpwTeiveg oéelac paonc

* To kKupLotepo: H mponyoupevn napouvacio SAKTUALKWY EAKWV (66%
UTtOTPOTIN)

Abraham S & Steen V. Ther Clin Risk Manag, 2015; Sebastiani M, Arthritis Rheum, 2009; Allanore Y, et al. Nat Rev Dis Prim, 2015; Sunderkotter C,, et al..
Br J Dermatol. 2009;160:835-843.



EUg AR

Ta OOKTUALKO EAKN WC TtapayovTac KlvdUvVou yLa OUCLEVELC EKPAOCELC

0TO OkKANpodepuQ

Bdon dedopevwy
EUSTAR

3196 aobeveic

34% otopko DU oto
baseline

>3 etn f-u 1 Bavatoc

2>UOYETLON E
duopevelc ekPaoelg

Mihai C, et. al. Ann Rheum Dis 2015

>
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>nuaocio twv DU oto moAU npwipo okAnpodeppa (VEDOSS)

e 110 aoBeveic ue VEDOSS

e Dus napatnpnBnkav MONO oe aoBevelc e MPOOPOAN ECWTEPLKWV
OPYOAVWV

TasLe 2 Risk of organ involvement in patients with DUs

DUs No DUs Relative

(n =25), n (%) (n =285), n (%) risk P-value®
No organ involvement 0 (0) 23 (27) 0.00 <0.01
Gastrointestinal involvement only 13 (52) 17 (20) 2.60 <0.01
Pulmonary involvement only 4 (16) 23 (27) 0.59 0.30
Gastrointestinal and pulmonary involvement 8 (32) 22 (26) 1.23 0.61

DU vs no DU, chi-squared or Fisher’'s test when appropriate. Values in bold are statistically significant with
P <0.05. DU: digital ulcers.

Bruni C, et al. Rheumatology 2015;54:7276



DU kot Bvntotnta oto okAnpodepua

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Altman et al. 1991 0.174 0.1258 15.4% 1.19[0.93, 1.52] ull
Aznar et al. 2015 0.4174 0.1804 12.7% 1.52[1.07, 2.16) i
Bulpitt et al. 1993 -0.5276 0.552 3.4% 0.59 [0.20, 1.74) S ——
Ferri et al. 2014 0.9002 0.239 10.2% 2.46 [1.54, 3.93] -
Foocharoen et al. 2014 (early) 0.0296 0.6126  2.8% 1.03 [0.31, 3.42) PSS, —
Foocharoen et al. 2014 (late) 0.5822 0.4304 5.0% 1.79 [0.77, 4.16) T
Hachulla et al. 2009 0.1655 0.2812  8.6% 1.18 [0.68, 2.05] ——
Joven et al. 2010 1.2528 0.5053 3.9% 3.50[1.30, 9.42] —
Mihai et al. 2016 0.7031 0.0971 16.7% 2.02 [1.67, 2.44) -
Poormoghim et al. 2016 -0.3285 0.3828  5.9% 0.72 (0.34, 1.52) —y
Tolosa-Vilella et al. 2016 0.5068 0.1208 15.6% 6 [1.31, 2.10) -
Total (95% CI) 100.0% 23, 1.90] *
Heterogeneity: Tau® = 0.06; Chi’ = 26.43, df = 10 (P = 0.003); I’ = 6X¥ ¢ + + i
Test for overall effect: Z = 3.80 (P = 0.0001) wl 0.1 A W 200

~50% auénuevoc kivbuvoc ylo Bavato

Meunier P et al, J Eur Acad Dermatol Venereol, 2019



Avtipetwriton DU oto okAnpodeppua

* Mevikec apxEC: Eknaidsvonc aocBevouc Kat un GopUOKEUTIKNA
Oepancia
* [lptv 0 EAKOC:
* Amoduyn napayoviwyv mou ekKAUouv patvopevo Raynaud
* Amoduyn TpalATOC 0T AKPA
e Alokomn Kamviopatoc!!

* Emti eupavionc EAkouc:
* EvOeAeXNC TOTILKOC KABOPLOUOC
* AOYW TNC OUXVNAC ETILOAUVONC, APEDN LATPLKN PpovTida
* Mpwiun xopriynon ovtiPLoTikwy
* Emapknc avaiynoia
* MNeploplopéva dedopéva yia uttepBapiko 02, apvntikn mtieon, Stadeimovoa cupmieon

* QappakevTikn Oeparneia
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DappoKeUTIKN avTlpeTwrion yio. DU oto okAnpodepua

* QappakevTikn Beparmneia

* Avaotoleic urtodoxewv evooBnAivne-1 (ERA)

* AvaoctoAelc pwododleotepaonc-5 (odevadin, tadaradiAn)
e Avtaywviotec dtaUAwv Ca (CCBs)

* [lpootavoeldN

* Nttpwon - AyyelodpaoTika

* AVTLOLUOTIETAALAKA-AVTUTNKTLKA



recommendation

Update of EULAR recommendations
for the treatment of systemic sclerosis

m Digital ulcers in Intravenous iloprost should be considered in the treatment of digital ulcers in patients 1B A \ 8.39
patients with SSc with SSc.
PDE-5 inhibitors should be considered in the treatment of digital ulcers in patients with 1A A 8.03
SSc.
Bosentan should be considered for reduction of the number of new digital ulcers in SSc, 1B A 8.19
especially in patients with multiple digital ulcers despite use of calcium channel blockers,
k PDE-5 inhibitors or iloprost therapy. j

Kowal-Bielecka O, et al. Ann Rheum Dis 2017



DappoKeVTIKN avTilpeTwriion ywa DU oto okAnpodepua
H npaypatikotnta (DeSScipher study)

e IKOMOC: H xaptoypadnon twv Beparmewwyv tou AapBavouv acBeveic pe SSc ko
DUs o€ expert centres yta SSc

1. CCBs ta ouxvotepa xpnotpornolovpeva (71.6%), katomv IV iloprost (20.8%) kot
ERA (20.4%)

Movo 32.6% pe DU o€ SutAn Bepamneia
3. 65% pe untotporialovta DU os bosentan r/kat sildenafil

23.1% pe evepyo kat 23.6% pe untotpomnialovra DU povo oe CCBs!

EUSTAR

Blagojevic J, et al. Clin Rheumatol 2020;39:27-36



EvooBnAivn-1 (ET-1)

Prepro-ET-1 mRNA Prepro-ET-2 mRNA Prepro-ET-3 mRNA

| | |

Prepro-ET-1 Prepro-ET-2 Prepro-ET-3
lFunn-hke protease lFunn-Iuke protease lFunn-llke protease
Big-ET-1 Big-ET-2 Big-ET-3

-1 ECE-2 15051 ECE-2 1KELL ECE-1

ECE
ET, receptor ETg receptor
.t Weeas: = e LS LTI
Receptor ... T e Receptor ..o A Receptor
antagonist antagonist agonist

* loxupO ayyELOOUCTIOOTLKO
* [podyel ToV TOANATIAQCLAOHO TWV AELWV HULKWV KUTTAPWY TWV ayyEiwv



OL QVTOVWVLOTEC OVOOTOAEWYV evdoBnAlvne (ERAS)
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Bosentan Macitentan

Hs

Ambrisentan

Non-
selective




% of patients without new digital ulcer

Avtipetwriton DU oto okAnpodeppua
O pOAOC TNC UITOOEVTAVNC

ITT (Intent to treat population)

RAPI DS_ 1 ITT (Intent to treat population) with Digital Ulcers at Baseline
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. -@ .- Bosentan - --# -+ Bosentan

40 40
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% of patients without healing

Logrank p-value: NS Logrank p-value: NS

Visit 1 Visit 2 Visit 3 Visit 4 Visit 1 Visit2 Visit3 Visit4

Patients 78 57 44 36 Patients 51 35 25 15
at risk 43 27 20 17 at risk 24 14 8 ]

Korn JH, et al. Arthritis Rheum, 2004

1) Meilwon otnv epdpavion VEwV eEAKwV
2) OxL emtayuvon tng EMOVAWONG
UTTAPXOVTOC EAKOUG



Avtipetwriion DU oto okAnpodeppua
O pOAOC TNC UITOCEVTAVNC
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H eEadavion twv DU cuoyetiletal pe BeATIwEVN AELTOUPYLA TWV
AKpwV Xelpwv (mpoorttikn peletn ECLIPSE)

Left hand
08+1.1

Right hand

Both hands
2.1+1.8

Left hand

Right hand

Both hands
1.0+19

B Number of DU per patient

e 120 aoBeveic pe DU kot bosentan
e 1 €toc mapakoAouBnong

* 61.7% xwplc VEO €AKOC

Cochin Hand Function score decreased from 29 + 20 to
25 £ 20 (p = 0.005) for the CHFS

Pain score decreased from 4.3 +3.1t02.9+2.8 (p <
0.0001)

Mouthon L, et al. Semin Arthritis Rheum, 2017



Aocoloyla bosentan kol Tpomoc mapakoAouBnonc

* Apxka 62,5 mg bid (mpwi — Bpadv) yua 4 efdouadec, katomiv 125 mg
bid otaBepa

* Xwplc ouXVEC AVEMOUUNTEC EVEPYELEC

* JUXVOTEPO KALVIKA CNUOVTLKO MPOBANUA N nratotoélkotnTa —
ALyOTEPO OUXVA, CVALUiOL

* Mpoooxn otnv Al (oxL evapén, o€ TTOAU XatnAEC TLES ZAMM)

* AvtevOeikvuTal 0 KUNoN



JUMITEPACHATOL

AOKTUALKA EAKN: ZNUAVTLKO «dOPTLO VOOOU» 0TOUC Al0BEVELC LE CUOTNMATLKNA
okAnpodeputia

MoAurtapayovtikn atttoAoyio — Kevtplkog o poAog tTng ayyelomabeLag
Ateriiotnpovikn (multidisciplinary) mpoogyyion

2NUavTkn n eknaidbevon tov acBevouc — YPnAoc Selktng eyprnyoponc
Mrtooevtavn: NMoAU amoteAeoHATIKN) 0TN MElWON TNE EpdAvVIoNC VEWV
SOKTUALKWV EAKWV

O povadikoc ERA LLE T OUYKEKPLUEVN EVOELEN



Feasibility study of mobile phone photography

as a possible outcome measure of systemic
sclerosis-related digital lesions

In Focus

~ Image quality was
Study Design assessed using 6 factors:

e Takeimage of ulcer e Uploadimages | i Blurriness
@ Shadow

5 Even lighting

@ Dot location
B Dot angle
:0: Centrality of the lesion

Key Messages Even Lighting
1. Smartphone photography of ulcers

was feasible for most patients
2. Most patients were able to take
photographs in focus, central in the
image
o Repeat for 30 days 3. Support required to improve

lighting, shadow, and dot positioning
while minimising discomfort

Patient attaches measurement
dot adjacent to ulcer

Good Dot Angle

Py

Uneven Lighting

‘Qﬁ ('

O [Foorootange

No Shadow

)

%

T . — .
Good Dot Location ? Poor Dot Location

"
-

Ulcer Centred Ulcer Off-Centre

Davison AK, et al. Rheumatology Adv Practice. 2022;6 (3):rkac105



