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Multistep progression to overt clinical CTDs
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2EA: T0L OVTLITUPNVLIKA AVTLIOWHATA TTPonyouvTol
TWV KAWVIKWV CUMITTWHLATWV

Department of Defense Umea (Sweden)
Serum Repository (DoDSR)
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N Engl J Med. 2003; 349: 1526-33 ** Arthritis Res Ther. 2011; 13: R30

» Sequential appearance: ANAs — aPL, anti-Ro/La (mean 3.2 years) — anti-dsDNA (mean 2.2 years)
— anti-Sm/anti-RNP (mean 1.2 years)

* Odds ratios (ORs) for SLE: 18.1 for anti-dsDNA; 11.5 for ANA; 8.9 for anti-Ro/SSA
« Accumulation of autoAbs closer to diagnosis/classification

» aCL IgG/IgM (15—-20%): tendency for broader clinical manifestations

Rheum Dis Clin N Am. 2014; 40: 621-35; J Autoimmun. 2006; 27: 153-160;
Seminars Arthritis Rheum. 2021; 51: 43-48; Front Immunol. 2022; 13: 890522.



2EA: avOOOAOYLKEG SLaTapayEC PLV TNV

eMPAVION KAWVIKWV OUUTTTWUATWY
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 “IFN-B score”: odds ratio 3.8 for SLE in ANA+ “at-risk” individuals

Mean gene expression 24-*Ct £ 95% CI

0.16
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1
HC Non-Progressor  Progressor SLE
(n=49) (n=86) (n=19) (n=114)

Ann Rheum Dis. 2018; 77: 1432-9

- A variety of immune aberrancies may predate SLE classification: 1 BLyS, 1 Ty17 cells; | T,

Front Immunol. 2022; 13: 890522; Front Immunol. 13: 866181; Arthritis Rheumatol. 2017; 69: 630-42; Arthritis Res Ther. 2019; 21(1): 260;

J Rheumatol. 2021; 48: 847-51



« 25-50% Twv aoBevwv TIOU KaATaARyouv ota  3pBaduia
PEVPATOAOYIKA KEVTpa Ogv €xouv Karolo oadpws opltlopevo
PEVPATOAOYIKO vOonua n tmapovotalovv otolkeia 2 N
TIEPIOCOTEPWV PEVHPATOAOYIKWY VOOI|UATWVY

4

- | ~_

Adla@opoTroinTo S0OvS0u0 EMKGAUWNG Mikrry véoog ,
voonua tou TOU OUVOETIKOU I0TOU
OUVOETIKOU 10TOU



AdliadoportoinTto voonua Tov cLUVOETIKOU LoTOU
(UCTD: Undifferentiated Connective Tissue Disease)

AcBevelc e KAWVIKA Kol VOCOAOYLKA EUPH AT
TIOU UTtIOSNAWVOUV VOGO TOU GUV. LOTOU,

oA Sev MANPOUV TA KPLTAPLOL KOTATOENC VL
OUYKEKPLLEVO VOONULA TOU OUVOETIKOU LoTOU

l

Anouoldlel eNicnnoc OpLONAC:

“Individuals with at 21 clinical manifestation
indicative of a CTD plus a positive ANA
measured on two different occasions.”

“UCTD-risk SSc”: Raynaud’s & either SSc-related
autoantibodies and/or SSc-related capillaroscopy
findings

Undifferentiated connective tissue diseases (UCTD):
Curr Rheumatol Rep. 2023. doi: 10.1007/511926-023-01099-5 A review of the literature and a proposal for

preliminary classification criteria

M. Mosca, R. Neri, S. Bombardieri



AdliadoportoinTto voonua Tov cLUVOETIKOU LoTOU
(UCTD: Undifferentiated Connective Tissue Disease)

EMRadin MGarcia MGuerrero M De Angelis
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Fig. 1 Frequent clinical manifestations of UCTD at diagnosis. Manifestation prevalence is depicted from select publications identified by the
first author’s name (Radin [17], Garcia [15], Guerrero [14], DeAngelis [11])

2Zuvurntapyouv ANA + aAda

Curr Rheumatol Rep. 2023. doi: 10.1007/511926-023-01099-5 avtoavtiowuate (anti-Ro/La, etc.)



”Evolving” vs. “stable” UCTD

About 30-40% may progress (“evolving” UCTD) especially during the
first 3-5 years (sooner when SLE develops)

(about 50% of UCTD-risk SSc will develop SSc over 20 years)

Table 3 Disease progression in UCTD patients

Study Evolvedn fSLE RA  \ SS SSc MCTD  PM/DM  OS Other*
n n n n n n n n

Mosca [5] 30 22 3 3 1 1 - - -

Bodolay [10] 230 28 87 45 19 26 3 0 22

De Angelis [11] 3 - 1 - - - -

Guerrero [14] 13 8 1 - - - - -

Garcia-Gonzalez [15] 14 = i gt 1 - 1 -

Radin [17e] 21 13 - 2 5 1 B -

Total % 311 \80 (25.7) 91 (29.2)] 56 (18) 29 (9.3) 29 (9.3) 3(0.9) 1(0.2) 22(74)

UCTD undifferentiated connective tissue disease, SLE systemic lupus erythematosus, RA rheumatoid arthritis, SS Sjogren’s syndrome, SSc sys-
temic sclerosis, MCTD mixed connective tissue disease, PM polymyositis, DM dermatomyositis, OS overlap syndrome

'Includes 2 patients with pre-scleroderma and one patient with diffuse systemic sclerosis

* . o
Systemic vasculitis

Curr Rheumatol Rep. 2023. doi: 10.1007/s11926-023-01099-5; Autoimmunity Reviews 20 (2021) 102751



MpoyvwoTtikol mapayovteg petantwong ano UCTD oe
Stadopornoinuéevo CTD

Table 4 Baseline risk factors associated with evolving UCTD

Risk factors Evolved UCTD SLE RA SSc SS MCTD

Younger age [4] SA

African American [4] SA

RP [10, 14] 5.70%% 5.39%%

Fever [5, 10] 5.49RR

Sicca [5, 9, 10, 14] 7.189R 5.64-18.54%R
Esophageal dysfunction [5] SA

Serositis [4, 10] 4, 10-7.50RR

Photosensitivity [10, 14] 11.80°R 3.49%R

Polyarthritis [10, 14] 12,038 3.39%R 6.75%%
Discoid lupus [4] 15.80RR

Sclerodactyly [5, 10] 4.28R%

Cytopenias [9, 15] 4.20°R

Multiple antibody specificities [22] SA

ANA > 1:640 [15] 7.00%%

ANA (nucleolar pattern) [10] 40.19RR

Anti-centromere [15] 3.77°R

ds-DNA [5, 10] 5.08-64.74%%

Anti-Sm [4] 25.70, 28.20RR

Anti-Ro [5, 10, 15, 179] SA 12.96RR
Anti-La [10] 22.69%R
Anti-RNP [10] 16.69RR
Rheumatoid factor [10] 12.42RR

aPL antibody [22] SA

Bone erosions on MRI [10] 3.03RR

Autoimmun Rev. 2022 Nov;21(11):103184.



Mua @AAn ekdoxn tou ASNZI: «ateAng AUKOG»

Table 1

Summary table of studies with subjects who transitioned to systemic lupus erythematosus
from incomplete lupus erythematosus

Transitions Predictors of Follow-
Reference, Year Subject Population to SLE Transition up
Ganczarczyk Latent lupus (1-2 7 of 22 No predictors 8y
et al,” 1989 ARA criteria, 71 or  (31.8%) (5-15y)
82), additional
minor criteria
Greer & Panush,®  ILE 2 of 38 No predictors 16y
1989 (5.3%)
Vila et al,®> 2000  ILE 8 of 87 Photosensitivity, 22y
(9.2%) malar rash, oral
ulcers, low C3
levels, and anti-
dsDNA
Stahl Hallengren  ILE (positive ANA 16 of 28 Malar rash and 53y
et al,>” 2004 and at least one 1 (57.1%) anticardiolipin (1-10y)
ACR clinical
criterion)
Laustrup et al,”® ILE 7 of 26 Mild disease, 8y
2010 (26.9%) absence of renal (1-8y)
and CNS
involvement
Olsen et al,*? ILE 3 of 22 Female, young age, 2.4y
2012 (14%) increased levels of

IgG, antibodies
against 2
microglobulin,
Clq, and
hemocyanin

Rheum Dis Clin N Am. 2014; 40: 621-35

 Typically, ILE has been defined as <4 ACR
criteria; however, variability exists in the
glossary, inclusion criteria, = background
ethnicity, clinical setting, follow-up duration etc.

* 10-20% will progress into classifiable SLE
within a median 5 years

* Predictors: SLE-FDR (10%); DLE, ulcers (OR
2.4), serositis, ANA homogenous, complement
activation-| C3 (HR 1.7-3.1), anti-DNA/Sm (OR
2.6-2.9), urinary casts

Int J Clin Pract. 2014; doi: 10.1111/ijcp.12466;
Arthritis Rheumatol. 2020; 72: 78-88;
Curr Opin Rheumatol. 2015; 27: 433-9



What is left as “UCTD” or “incomplete lupus” since the
introduction of the new, more sensitive classification criteria?

100%
97.0%
, WACR 1997
o e SLICC 2012
R 87.3% |1 SEULAR/ACR 2019
Y|
% OAny of the three sets
79.9% \ S
80% | §
\ + Up to 34% of ACR-designated incomplete lupus
70% \ patients may be classified with the 2012
\ SLICC and/or 2019 EULAR/ACR criteria!
- XN * Beware of the trade-off between sensitivity and
Sensitivity (early disease) specificity

Crete SLE registry
(disease duration <2 years)

Ann Rheum Dis. 2020; 79: 232-41
Lupus. 2017; 26(6): 616-622
Lupus Sci Med. 2017; 4:e000176



KAwwko doptio o aoBeveic pe UCTD/ILE

 UCTD: yevikwg nTiloTePnN KALVLKI) ELKOVOL OE OXEON HE TO KAOOLKA
(6ladopormoinpéva) avtodvooa voorpata 2|

* Incomplete LE: pmopel va €xouv mio cofapri KAWLKAR ewkova (my,
oOoPOpEC KUTTOPOTIEVIEG) IOV amottoUv Beparmeia pe pETPLEC/VPNAEC
S500€eLC YAUKOKOPTLKOELOWV /KAl AVOCOKATOUOTAATLKA

* Metafl twv aoBevwv UCTD/ILE mou petamnintouv o taéivounuévo CTD,
LOALC To 10-20% €xouv peilova pocBoAn opyavwy (rx, vedpitda)

Clinical Experimental Rheumatology. 2022; 40: 575-580



MCTD (MKt vOOOG TOU GUVOETIKOUL LOTOD)

Overlap syndrome originally
described as ‘an apparently distinct
rheumatic disease syndrome
associated with high titres of
antibody to an extractable nuclear
antigen’’

Sharp et al 1972

» Erudnuioioyia?
» ErurtoAaopég 3.8 ava 100.000

» Enimtwon 2.1 ava 108 ava €t1og

C. Tani et al. / Journal of Autoimmunity 48-49 (2014) 46-49



MCTD: OpiouoGg Kal Siayveon

* Noonua Tou cLVOETIKOU LOTOU TIOU XAPAKTNPICeETal
ano tnv rapovacia vPnAwv TiTAwv anti-U1-RNP
AVTICWHATWV

« 20VOpoHO AAANAETULKAALYPNG TIOVL TIEPIAaUPavel
otolxeia

OLOTNUATIKO gpLONUATWON ALKO (ZEAN)

oLOoTNUATIKR okApLVon(Scl) U1-RNP complex

deppatopvoaoitida (DM) ) rtoAvpvooitida (PM)
pevpaTtoeldr) apBpitidoa (RA)
obvdpopo Sjogren(SS)

* Ta aAAnAoeTIKAAUTITOPEVA OTOIXEIA oTtAvia
eugavifovtal Tavtoxpova



MCTD: ndte va To 6KEPTOUUE;

Anti-RNP(+) patient presenting with:
e Raynaud’s phenomenon,
e diffuse hand edema (“puffy hands”), and

» >2 of the following features: arthritis, myositis,
leukopenia, esophageal dysmotility, pleuritis,
pericarditis, interstitial lung disease (ILD), or pulmonary
hypertension (PH)




KAIVIKEG EKONAWOTEIC

ApBpitidoa 60-100 %

- 110 coPapn o€ oxeon pe to 2ZEA

* RA like (moAvapBpitioq,
OULUETPIKN HIKPWV apBpwoewv
XEPLWV, TIOOLWV)

* 30-70% OSlaBpwTIKA

» Swan neck deformities, Jaccoud's
arthropathy, arthritis mutilans

- RF (+) 70 % Ttwv acBevwyv pe
MCTD, oplopevol aoBeveig
niAnpouv ACR kpttripla yia RA kat
apxKa AappBavouv auvtn th
olayvwon




KAIVIKEG EKONAGWOTEIC

Muvogitiéa 15-75 %
* lotoAoyia: 6pola pe 16lortadr) pAeyuovwon puordabela
Aduvapia Twv eyyug puwv
MuaAyieg gival cuxvo coumTwua
2 TOUG TIEPLOCOTEPOUCG aoBeveic Oev vrtdpxovv EMG avwpaAieg i
av§non Twv HUIKWV evCOUWV

Ayyelakn voooc
- Raynaud’s 75-96%
- HIKpoQayyeloTidBela opola pe 22, Opola TPLXOOKOTIOEIOIKA euprjpata
(LIKpoalpoppayieg, dlevpnopEva TPLXOELON)
- TIPOOPBOAN ayyeiwv pecaiov PeyEBOLG

* NMvevpovikA YniEptaon 20-30 %
- ovuvurtdpxouv avtl-CL
« Baolki attia 8avarov otouvg acBeveig pe MCTD



KAIVIKEG EKONAGWOTEIC

lMvevuovikn ntpooBoAn 75 %
-ILD (67 %)
- ground glass (48-78%)
- | DLCO
- TIAELPITIKN CLAAoOYH/TIaxuTIAELPITIOQ

Kapodiakn NMpoofBoAn 20-30%
- Mepkapditida
-AlQTAPAXEG AYWYIHOTNTAG

Neppikrn) voooc 25 %
-Artouoia cofBapng vedppikng voOoou
-MepBpavwdng vedppormdabela
* Nedpikn Kpion opola pe auTr) TOU OKANPOOEPUATOCG EXEL TIEPLYPADEL

Noooc¢ tou lNentTikov
To 1O oUXVO OTOLXEIO ETTIIKAALYNG PE TO OKANPOSEPLA
AlQTAPAXECG KIVNTIKOTNTAG TOL AVWTEPOUL TIETITIKOU cwArva (60-80%)

KNX 25 %
Nevpalyia Tptdvpou
Aonritn pnviyyitioa



KAIVIKEG EKONAGWOTEIC

AILIATOAOYIKEG —£PyaAoTNPIAKEG OlATAPAXEC
« Avawpia 75%
* Aepdorevia
» 2XeTiCeTal PYE TNV EVEPYOTNTA TNO VOOOL
« LTIEPYQUUaodalpvalpia
« RF+ 50 pe 70 %
« Antiphospholipid antibodies
« 2xetiCovtal pe BpopPorievia kat MY
* OXL OpWC pe BpOuPwon Kal artoPoAEG
-Oetika ANA pe eldikotnta evavti oto U1 RNP



Clinical Rheumatology (2022) 41:3503-3511

3505

Sharp (10)

Serologic:
Anti-U1-snRNP >100 U/mli
Anti-Sm negative

Clinical:
24 of the following:

e Severe myositis

e Pulmonary involvement
(DLCO <70% or PH)

« RP or esophageal
dysmotility

e Swollen hands or
sclerodactyly

Kasukawa et al. (11)

Serologic:
Anti-U1-snRNP >100 U/ml

Clinical:

RP and findings from 22 of
the following categories A,
B, and C.

A SLE-like: Polyarthritis,
lymphadenopathy, facial
erythema, pericarditis,
pleuritis, leukocytes
<4’'000/mm3, thrombocytes
<100'000/mm3

B SSc-like: Sclerodactyly,
pulmonary involvement (VC
<80%, DLCO <70%, or
fibrosis), esophageal
hypomotility or dilatation

C PM-like: Muscle
weakness, increased
muscle enzymes, myogenic
pattern in EMG

Alarcon-Segovia and
Villareal (12)

Serologic:
Anti-U1-snRNP >100 U/ml

Clinical:
23 of the following:

e Edema of the hands

¢ Synovitis*

o Myositis* (laboratory of
biopsy proven)

e RP

o Acrosclerosis

*either synovitis or myositis
is mandatory

Kahn and Appelboom
(13)

Serologic:
Anti-U1-snRNP >100 U/ml

Clinical:

RP and 22 of the following:

e Synovitis
« Myositis
e Scleredema




Eival Eexwplotr) ovtoTnTa 1) oLVOPOPO AAANAOETIIKAALYNG N TIPWIUN
Hopdr] vOoruatog cUVOETIKOU LOTOU;;

* Yniép
-2 VOXETION pe ovykekplpuevoug Turtoug HLA ( HLA-DR1,DR4,DR2)
- YPnAOS¢ TitAog IgG anti-U1-RNP avtiowpata
- 2UYKEKPLIPEVO ‘set’ KAWVIKWV EKONAWOEWV

(orravia n mpoaBoAn tov KNZ, twv veppwv arda rmoAv ouvxva RF (+), ue
olaBpwtikr apBpitida kat ouyva 1Y)

+ Kata
- AoBeveic TTANpoLV Ta KPITAPLA KATATAENG YIa AANO VOO A TOL CUVOETIKOU 1OTOV

- Aev vrtdpxouv Kolva arnodekTa Kplthpla katartaéng yia t MCTD
- Ta anti-U1-RNP artavtouv kat oe aAAa CTDs (rtx, 2EN)



MCTD: npoyvwon

o Avtipatikda dedopeva otn BLBAoypadia

e >40-50% «petarmintet» o aAlo dtadopomoinuevo CTD (SSc, SLE, RA,
Huooitda — avriotowyol mapdyovtes kivbuvou)

e To 1/3 €xeL o «emBeTkO Yapaktnpo» (vPpnlol tithot anti-RNP =
TIVEULOVLKN (VWwon) — avayKn LoXUpnS avOOOKATAOTAATLKNG A BLOAOYLKAC
Bepareiog

 H petaPfoln ¢ KAWLKACG €kOvoC TpokaAel 6/6 mpoPAnpata (my, véo-

eudpavilopevn vedpkn mpooPolny 2> vedpitidba IEA? vedpk Kplong
OKANPOSEPUATOC?)

Clinical Rheumatology (2022) 41:3503—3511; Rheumatology International (2018) 38:1169-1178



20vopopa aAAnAosrikaAvync

o ACOEVEIC PE PELUATOAOYIKO VOONUA TIOL TANPEOLV Ta KPITHEIA
KaTaTaéng yia >1 PELPATOAOYIKG VOOHUATA

¢ JOXVQ, 6nuloopyouv 6L>Ol<o)\|£g otn S1IAyveon aA\a kalr Begpareia
(eTTIAOYN OXNUATWY TTOL VA €ival CLPPATA KAl PE TIGC VO VOTOULG KATT)



20vopopa aAAnAosrikaAvync

« 2EA/PA («Rhupus»)
O Artavtd oto 2-10% Ttwv KoopTtwv pe 2EA (“RA-like” apBpitida)

O >uvABwcg oplopdc: 0 acBevrg va TIANPEOoI Ta Kpttipla Talvopunong Kat Twy 2
VOONUATwV (rponyeital n PA oto 60%)

O ? mpolmndBeon amd KAMOLOLG €ival N TtTapouvcia ooTIKWY SlaBpwaoewv r/Kal
RF-ACPA

U Mpoooxny: va unv_ouyxeetal pe tnv_apbporabela Jaccoud touv 2EA (uUn-
olaBpwTiKn, avatalun vreEapbpwaon)

O Atyotepo ouxvn n ipoofBoAr) KN, vedppol, coapwv KUTTAPOTIEVIWY

0 H PA propei va eival coapny kat va kabopilel tn Beparneia Twv acbBevwv

Autoimmunity Reviews 19 (2020) 102612




20vopopa aAAnAosrikaAvync

« 2ZEA/Sjogren
O Amavtd oto 15-20% Twv KoopTwv pe ZEA

0 O acbevrc va mAnpoi ta Kpttrpla ta&ivopnong
KAl TwV 2 VOoNUATWV (sicca cuprtwpata eival
ouxva oe aoBeveic pe CTDs)

L O1L aoBeveic Tteivouv va eival
NAIKIQg, pe ouxvotepn apBpitida

HEYAAUTEPNG

U ‘Exouv Alyotepo ouxva vedplkr TipoofBoAn, anti-
Sm, anti-cardiolipin avticwpata

U H npdyvwon/paivoturog tou o. Sjogren YAANoV
oev dlagoporoleital onuavtika

J Clin Rheumatol 2012;18: 28Y32; Open Access Rheumatology: Research and Reviews 2019:11 33-45

Table | Main serological features observed in pSS and SLE

Serological features pSS SLE
(%) (%)
Antinuclear antibodies™* 70 99
Anti-Ro (SSA) ¥ 50-50 3040
Anti-La (SSA)~* 25-€0 10-15
Anti-dsDNA™ - 40-70
Anti-Sm™* - 2040
Anti-ribosomal P protein™ - 13-20
Rheumatoid factor = 36-74 15-30
Cryoglobulins®233 7-20 4838
Antiphospholipids™*# 16 40
Anti-c2M3PR® 622 7.1
Low C3 complement fraction™* 13.4 413
Low C4 complement fraction™* 14.4 488

Abbreviations: SLE, systemic lwpus erythematosus: pSS, primary Sjogren's
syndrome; antlc2M3RFP, anticydic type 3 muscarinic acetylcholing receptor

peptidas.

Table 3 Main demographic. dlinical, and serological features of

pSS and sSS-SLE

Features

sSS-SLE

Ageuw
Female prevalence''&&
Frequencies
Eye dryness“¥2%
Dry mouth®&%
Parotiditis ™5
Arthritis™
Kidney involvement®®&
Anti-Ro (SSA)/anti-La (S5B)%*

Ll I | ||

—p G

I &

B

g%

Abbreoviations: SLE systomic lupus erythematosus; pSS,
syndrom; 555, secondary Sjcgren's syndroma.

1
T
T
1
primary Sjcgren's



20vopopa aAAnAosrikaAvync

e ZUOTNHATIKO OKANPOdepua/CTD

Table 3
Number of patients (%) with scleroderma Overlap Syndromes: results from the analysis of six studies.
Caramaschi [32] Hudson [34] Hunzelmann [33] Balbir-Gurman [35] Pakozdi [31] Koschik [36] Total

Patients with SSc¢ 118 719 1483 165 1700 2425 6610
SSc/CTD Overlap 38 (322%) 273 (38%) 162 (10.9%) 40 (24.2%) 332 (20%) 223 (9.2%) 1068 (16.2%)
SSc-PM/DM 2 (53%) NR NR 19 (47.5%) 127 (42.8%) 134 (60.1%) 282 (44.6%)
SSc-RA 3 (8%) 57 (21.1%) NR 6 (15.4%) 95 (32%) 14 (6.2%) 175 (19.3%)
SSc-SS 10 (26.3%) 50 (18%) NR 17 (42.5%) 50 (16.8%) NR 127 (18.5%)
SSc-SLE 14 NR NR 2 (5%) 25 (8.4%) 59 (26.6%) 86 (13.6%)

N R: not reported; SSc: systemic sderosis; CTD: connective tissue disease; PM/DM: polymyositis/dermatomyositis; RA: rheumatoid arthritis; SS: Sjogren syndrome; SLE: systemic

lupus erythematosus.

U Anti-PM/Scl = okAnpo-puoaoitida (Yevikd, coBapog oavoTuriog)

U SSc/Sjogrens = pAAOV  NTUOTEPO  OKANPOOEPUA  (?NTIOTEPN  TIVEVLHOVIKI
TIPOCBOAN), TO O. Sjogren UropEi va eival emiBeTIKO!

U SSc/SLE = Ayotepo Oeppatikr TIPOCPBOAr, OLXVOTEPN N TIVEUPOVIKI) LTIEPTAON
(xwpic dtadpopd we mpog ILD, SAKTLAIKA €AKN)

J Rheumatol 2018;45:1406—10; Rheumatology 2007;46:321-326; Clinical and Experimental Rheumatology 2013; 31: 272-280; Seminars in Arthritis
and Rheumatism 51 (2021) 36 42; Autoimmunity Reviews 12 (2013) 363-373



2 UUTIEPACOTOL

Ta oautodvooo voonuata 2l €xouv QApPKETA KOWWA KALWVLKA KOl OVOOOAOYLKQ
XOPOKTNPLOTLKA, KOl TIOPOUGCLA{OUV CNUAVTLK GOLVOTUTILKY) ETEPOYEVELA OTIO
aoBevr) og aoBevn

AcBeveic pe Adtadopomointn N2l xpralouv mapakoAovONoNC KATA TA TPWTA £TN
yLoL TNV EyKoLpn avixveuon VEwWV KAWVIKWY EKONAWOEWV

H ouviumapén 2°° voonuatog Umopel vo tpormormnolnosl eAadpwe tnV KALWVLIKA
nopeto/mpoyvwon (oxL edpnovyaouoc!)

H Beparmeia mpemnel va eEATOUKEVETOL HE PAON TLC KAWLKEC EKOSNAWOELC KoL T
npooBeBAnuéva  Opyoava, avefdptntad TOU «OVOUOTOC» TNG TPEXOUOOC
Stayvwong



