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Zuotnuarikd¢ Epubnuarwdnc Auko¢/ APl (22)
Idi1otrafeic PAsyuovwdeic Muomrabeiec (IOM)
Zuortnuarikn ZkAnpodepuia (22k)

AHMHTPIOZ T MITOYMNAZ, ANMNK, ATTIKON



EKMAIAEYTIKOI 2TOXOI

Na avayvwpifouv Ta VOO uaTa TOU GUVOETIKOU 10TOU

Na d1a¢popoTTolouV T0 £va Ao Ta AAAO KAl VA KATAVOOUV TN KAIVIKN
gnuaagia e d1a¢popoTToinaNng

Na tekunpiwvouv Tn d1ayvwan Je 1o BEATIOTO duvaTo TTAPAKAIVIKO TPOTIO



NOZHMATA TOY LYNAETIKOY IZTOY

loTopikn ovopacia —uaANov aTuxf¢-Trou uTTodNAWVEl auTodvoong apxnG VooTuaTa Tou KoAAaydvou Kal Twv ayyeiwv
(collagen vascular disease/ connective tissue disease aT1a AyyAika)

ZUOTNMOTIKEG EKONAWOEIS (TTUPETOC/TTUPETIO, KAKOUYXia, KOTIWAN, OVOPESia) e EpyOOTNPIOKN QAEYHOVWON
avrtidpaon

Tautoéxpovn | OTAdIOKN CUMUETOXNA aTrd ToIKiAa 6pyava.
-Ox1 omavia mpoeéapyel Eva opyavo (organ dominant) Ay dépua, veppoi, mveuuovac, aiua KAT

Luyvég ekdnAwoelg: ApBpwaoeig, dépua, ayyeia (paivouevo Pelvw-EAkn 6aKTUAwY)

Mapouaia avrirupnviKwv avTiowpaTwv ANA (mou eviore utropei va Agitrouv 10iw¢ otnv apxr) i GAwv g1dIKwv
auroavriowudrwyv (avri-DNA, Jo-1, Scl 70 / centromere)

AyyelomaBeia- omravia ayyelitida ou Kupaiveral amo Atia ( «gvéodnAitidar -evepyotroinon/ BAARN evdobnAiou oTo
2EA kail IOM éw¢ ooBapn —ekosonuaouévn e amdepagn Adyw mdyuvong oxnuaTiopol véou E0w XITwva/neointima)



2EA

AEPMATOMYOZITIAA MPIN KAI
META TH ©OEPATE’TA




KAIvikfy d1dyvwon pe atmrokAeIopd GAAwv voonudatwy: O avoooAoyikd¢ éAsyxoc
EmKoupikog !!!

Avoooloyikog
EAEyX0G
AutoavTicwpaTa

ATTeIKOVIOTIKG

EupfApara

loToAoyika

Epyaotnpiokd )
gupfApara

gupfApaTa

Aldyvwon ¢ atrokAgiopou Kai 0 poAog Tou MaBoAdyou
(Aorpwieig, kakonBeieg, yeTafoAika




To KaAgIOOOKOTTIO TWV EUPNUATWY OTA VOOALATA
TOU OUVOETIKOU I0TOU
KAvika supnuara uwnAng kAivikig aiag
Epyaotnpiaka: l'ev aiparog-TKE, CK,Asukwpartivn,
KpEATIViVN
lev oUpwv: AcukwpaTtoupia, aidatoupia




Mou ogeidovTail ? Movidia Kai TTePIBAAAOV
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Noonuara ouvderikou 10tou: Kupia kAivik@ ouvopoua yia ro la@oAdyo
«  OCeia @Aeypovn: Tolkiha dpyava

- E¢avBniuara, apbpitida, opoyovitides (mAcupitikn/mepikapdiakn auAoyn) veppitida, mveupovitida, Luoairida,
Luokapditida

«  [levieg aiparog: Acukotrevia, BpoufoTrevia, alpoAuTIKA avaipia
«  Opoppwoeig: PAEBwV Kal apTnpIwv

‘Ivwon: dépuarog, Trveupovog, Kapdiag

Mveupovikn utrépTaon

O&éa KaTAOTPOPIKA CUVOPOHA AVETTAPKEING OPYAVWV
- AIo@ayoKuTIapIkO aUvOpOMO, UIKPOYYEIOTTABNTIKN QILOAUTIKA avaiuia, KataoTpoQIKO aviigwa@oAITTIOIKO
auvopoLo, oéeia veppikn Kpian akAnpodepuiag



Zuarnuariko¢ Epubnuarwdng Aukog/ APl (22)



O AUKoC ival n mporuITn CUCTNUATIKNA, AUTOAvoon VOO oS TTPOORAAOVTAC KUpiWS
VEAPEC YUVAIKES TNG AVATTAPAYWYIKAS NAIKIOC pE TTOIKIAGUOP PN EUPAvIOon Kai

pBapurnra
KAIvik&
+ Kpitipia ACR
Avoooloyika ’ ’
(autoavTICWHATA) Aiagopotroinon atmo

aAAa ouvaen

Xpnoiua oxi1 arapairnra yia -
VOO jaTa

N diayvwon n orroia givai

KAIvIKN Kai €€ amrokAgiouoU
4 11 kpiTiip1a

ox1 atrapaitnTA N

ANA, ouviTtrapén o€ pia
ENA (a-DNA !,Sm,RNP,SSA/B) oedopévn oTiyun
a-PL !!!

E¢avOnua, éAkn oTéparog, apBpitideg, Acuko/BpopfoTrevieg, AIMOAUTIKA avaipio
Opoppwoztig, aroRoAEG, OpoYyOViITIOES, VEQPITION, VEUPOYUXIOTPIKES EKONAWOEIC,
mupeTdg, Raynaud



Ta kpitApia Kai n diayvwon Tou ZEA: veotepa dedopéva

SLICC: Movo-opyaviki ouvopopuf Ne@pitida (Bropia) kair ANA XEA
New weighted EULAR/ACR Classification Criteria 2018: ANA (1: 80) ka1 ouvoAiki BaduoAoyia 10

-Muperdc 2, -meviec 4, opoyovitida 5-6, apBpitida 6, xpuoalida 6, veppirida 10,
-OpoAoyika : aCL/LA: 2, Sm or anti-DNA: 6. Low C3 and or C4: 3-4

H xaunAf evaiodnoia Twv kpirnpiwv raivounonc (ACR kai SLICC)-16iwg o€ aoBeveig pe wpdo@arn vooo,
Kail n EAAEIYn avTirupnvikwy avriowpatwy (ANA) trepitrou 1o 20% Twv aoBevwy, ptropei va dnpioupynoel
mwpoBAfuaTa ornv ykaipn diayvwon Kai Ospameia aoBevwy ug oofapn vooo (A puehitida, KuweAIdIKA
aigoppayia

2g oofapéc mepIMTWOEIS uE acagpn 61IAyvwon 10 ONUAvTIKO EpWTNUA gival av n gAgyuovn givar onmrikn n
aonmrn Kai n ENTTEIPIKN Bsparreia tn¢

Diagnostic criteria for systemic lupus erythematosus: has the time come? Bertsias GK et al Nat Rev Rheumatol. 2013 Nov;9(11):687-94



EULAR/ACR 2018 SLE Classification Criteria and Weights

Entry criterion: history of a positive ANA by Hep 2 immunofluorescence =1:80.

CI!nlgaI SEMENNS Elne A Clinical domains and criteria Weight Im.mu.nolog|c HEMENTE EE Weight
criteria t criteria
Constitutional domain Serositis domain Ant'phOSphOHp'd antibodies

domain
e  Fever o |* Pleuralorpericardial 5 |e ACLIgM/IgG >40 GPL units

effusion
Cutaneous domain e  Acute pericarditis 6 or anti-p2GP1 IgM/IgG >40 units 2
e  Alopecia or oral ulcers 2 Hematologic domain or lupus anticoagulant positive
* SCLE or discoid 4 ° Leukopenia 3
lupus*

e ACLE 6 e  Thrombocytopenia or 4 Complement proteins domain
Arthritis domain autoimmune hemolysis o Low C3 or low C4 3
o Synovitis 6 . Low C3 and low C4 4
Neurologic domain Renal domain
o Delirium 2 o Proteinuria >0.59/24h 4 nghly specific antibodies

domain

6
e  Psychosis 3 |e ClassllorVLN g |°  Ant-dsDNAorant-Smith
antibody

o Seizure 5 o Class lll or IV LN 10

» Classification threshold of 10



Ta dUo TTPOCWTTA TOU AUKOU
OAeypovn kai 0poppwon (a-PL): ouxva ocuvutrdpyxouv




O GppwaTo¢ OTN «XWPA TOU TTOUBEVA» KAl ) «KATAPA» TOU AVOOOAOYIKOU EAEyYOU

Muvaika 36 eTwv

2012 apBpalyieg, apvnrikog Pr1

2014 rAcupoTrepIKapdiTIdA, TTEPIKAPDIAKG
TapaBupo. OpoyoviTida
- ANA apvnrikd. XaunAd ocuptrAnpwpara
-ZTEPOEIDN, TIOMATTAEC AONTITEC VEKPWOEIG KEQAAAS
Bpayxioviou, 10¥iou Kal unplaiou

«  2016: Bakmpiaipio-Salmonella
«  2018: OgTeopuehimida pnpiaiou-Salmonella

« 2019 ApBpiTida, aAwTrekia, pwTocuaiodnoia,
XpuoaAida

«Cherchez la lupus»




[epITTTWOEIG
Neapn yuvaika oravioTepa avopag pe

AkaBo6piota aAyn, KOTTWON, TTUPETIO Kot BeTIKA ANA
Ymrotpomialouoeg TePIKaPOITIOES

Autodvoon Bpoppotrevia

Avutoavoon nrraritida

Aipw0digc xeipwv Kai nuikpavia. MRl aropueAIvwTIKES BAGRES
OAeBobpopBwon R utroTpoidlouoes amrofoAéc

Oidnua KaTW AKPWV Kl TTPWTEIVOUPIa
ZTTOOHOUG
AEE, unviyyoeyke@aAitida 1 puehimida



Mwg epgavideral cuvRBwg o AUKOG;

—  Kakouyia/aduvapia

— AgKaTIKA Kivnon-TrTUpETOG

— ApBpaAyieg —apBpiTida

—  XdapaKTnpIoTIKA
ggavenuara

— OQuwrocuaiobnaoia

- O®aivopevo Raynaud

— Mevieg

— OpoyoviTideg




Key features and organs involved in SLE

Neurological disease (18%)
Strokes (5%), Seizures (4%)
Cranial neuropathies (2%), Cognitive dysfunction (2%)

Non-scarring alopecia (31%)

Acute cutaneous lupus (71%)
Chronic cutaneous lupus (11%)
Malar rash (45%)

Oral ulcers (26%)
Serositis (19%)

' Renal disease (21%)

Leucopenia (35%)
Thrombocytopenia (16%)
Antiphospholipid syndrome (10%)
Lymphadenopathy (9%)

Raynaud (37%)

Autoimmune haemolytic anaemia (3%) ~——————— Livedo reticularis (10%)
Arthritis (85%)
Childhood SLE
ﬂ Fever (31%) Fever (46%)
Neurological disease (17%)
Non-criteria major organ involvement (19%) Renal disease (42%)




Endotypes and organ dominant lupus




Ta ToAAaTTAG TTPOCWTTEIR TOU LEA

O veupoAoyog BAETTEI TNV ETIANWIA, T UNVIYYOEYEPAAITIO Kal TO EYKEPAAIKO.
O deppatoAdyog Ta cavBnuaTara Tou dICKOEIDr) AUKOU Kal TS XPUaaAIdag.
O trveupovoAoyog TIC TTAEUPITIOEC Kal 0 KAPDIOAOYOG TIC TTEPIKAPDITIOEC.

O aigatoAoyog TI¢ TTevieg, TN Aeppadevotradela kai T aTrAnvoueyaAia.

O peupatoAdyog Tnv apBpimida kal 1o Raynaud kai o raBoAdyog 10 TTUpETO.

O ve@poAdyog Tn vEQPITIOA VW O YUVAIKOAGYOGS TIC QUTOUATEC ATTOROALC.
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H xapnAf evaioBnoia Twv kpirnpiwv ra§ivounonc (ACR kai SLICC) yia tn Sidyvwon Tou
2EA (10iwg o€ aoBeveig pe mpdo@arn vooo) Kai n EAAEIPN AVTITTUPNVIKWY AVTICWHATWY
(ANA) mrepitrou 010 20% Twv aoBevwy, PTTopei va dnuioupynoel TpoBARpaTa OTHV
éykaipn d1ayvwan Kai Osparreia acbevwy e oofapn voaoo.

« To mapadeiyua rou mupeEToU, Tou Peiivw, TNG TVEUOVITIONS, MUEAITIOAC KATT

o2& ooapéc mEPITTWOEIC e aoapn Siayvwon To OnNUAvTIKG EpWrnua ivai av n @Agyuovi gival onmrikn n aonmrn

« Aobevic ue ouurrrwuaroAoyia ZEA kai ritho ANA Aiywrepo amd 1:80 dev gival opoapvnriko¢ aAAd low-positive

« 2EA, MBavog ZEA —-Noonua koAAaydvou, Asv umropw va amrokAsiow ZEA

Diagnostic criteria for systemic lupus erythematosus: has the time come? Bertsias GK et al Nat Rev Rheumatol. 2013 Nov;9(11):687-94



SLE Risk Probability Index (SLERPI)
ANA not required for SLE diagnosis

Malar rash or maculopapular rash @ No PrObabIIIStIC approaCh to SLE
Subacute cutaneous lupus erythematosus (SCLE) or No d . .
discoid lupus erythematosus (DLE) @ > | ag n OS | S ~N ] I
Alopecia @ ‘ o agaInSt upUS—
Mucosal ulcers @ o O Def|n|t|Ve SLE > m|m|ck|n.g
Arthritis € No o L|ke|y SLE I’heumatlc

" diseases
Serositis @ ‘ J
Leukopenia <4000/uL (at least once) & No O CannOt rUIe_OUt SLE
Thrombocytopenia or autoimmune hemolytic anemia @ No o Un“kely SLE

ANA+ ANA—

Neurological disorder € No Leukopenia Low C3 & C4

o (=) (+) (=) (+)
Proteinuria 2500 mg/g & Synovitis Synovitis Alopecia Alopecia

-] +

(-) (+) (=) (+)

No
ANA © \

Low C3 and C4 © | Y P 0 Fesﬁsna';t? SLE
P— P > 0
Immunological disorder (any of: anti-DNA, anti-Sm, anti- No Cp0 g 4 g
L - 5 5 |
phospholipid antibodies) €@ %, H n 7 Probable SLE
Interstitial lung disease @ No © a (44-86%)
2
© —
£ ® w U Likely SLE
- - [ £ {cannat rule out)
SLE risk probability  ga g7 o E ok o é (15-43%)
=] - _|
SLE diagnostic certainty level & Likely/probable SLE @ kL Unlikely SLE
(<15%)

SLE diagnosis? € SLE

94.8% accuracy in validation cohort

https://www.rheumatology-uoc.gr/el/slerpi

Adamichou C*, Genitrsaridi I*, et al. Ann Rheum Dis. 2021; 80(6): 758-66



First Diagnosis of Systemic Lupus Erythematosus in Hospitalized
Patients (Kapsala et al Am J Med 2022
DOI: 10.1016/j.amjmed.2021.07.015)

One in five patients with new-onset SLE manifest disease presentations required
hospitalization.

Main causes of admission were neuropsychiatric syndromes (21.4%), cytopenias
(17.8%), nephritis (17.2%), and thrombotic events (16.2%).

Although early diagnosis in the majority of cases, in approximately 20%, diagnosis
was delayed by more than 3 months .

A lower SLERPI cut-off (25) in patients with fever or thrombosis could enhance
early diagnosis.


https://doi.org/10.1016/j.amjmed.2021.07.015

AIATNQZH-KUpia onpeia

Ta ANA: EtmavaAapfavovral govo av n axikn €§eraon gival apvntikn!

Ta oNUAVTIKO EPWTHHATA:
-apvNTIKA A XaunAog TiITAo¢? AZIoTrioTo £pyaaTrplo i ueBodog?
-M € 1] xwpic aupBarn KAIVIKR €ikova/kAIvikn utroyia?
-YynAn utrowia pe apvnTik@ ANA 1) XaunAo TiTho dgv aTTOKAEIEl TO AUKO.

- Evw ouvnBwg BeTiktrolouvTal pe T Tapodo TOU XPOVOU PEPIKEC POPEC
ApPVNTIKOTTOIOUVTAl

AlaBaduion BefaiotnTag diayvwong: 2EA, mbavoc ZEA, dev utmopel va
amokAeio0el ZEA (definite, probable, possible).

Ta Kpitnpia OV Eival amapaitnTo va GUVUTTAPXOUV TaUTOXpova aAAa UTTOPE!
va EMITPOaTIBevTal



EmitroAacpog: 8 otoug 10.000. Neapég yuvaikes ( 9;1). Makpoxpovn topeia. ...

2Travio voonua aAAG onpavTIKi voonpoTnTa
# o ST MoAuopyavikn /| povo/oAiyoopyavikiy TpooBoAR

Ll‘\i Genes J[Envimnnmt\
|
“

’mnoanﬁbodies =Iflammation /-'Flares h  ~Infections
general —specific *Imvolvement of *mvolvement of =Atherosclerosis

first organs additional organs =Malignancies
\°I)amage (SLICC)

General: SSA, SSB
Specific: Sm,RNP

Dominance of ab vs proteins - : . :
with RNA or DNA H BAGRN cuvetrdayetal voonpotnta kai Bvnrétnta. Ta

EvepydTnTta £€vavTi TG BAdBng

otepoeldn Tnv au§avouv n HCQ tn peiwvel

Bertsias et al ARD 2010 Aev gival 6Aa Ta auToavTicwpaTa idia aCL, anti-DNA



Crude incidence
(per 100,000 persons/years)
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10%

0%

15-24

25-34

56%

Mild

35-44

45-54 55-64 65-74 75-84

Severity pattern

39%

Moderate

Severe

0%

B Mild ™ Moderate m Severe

50%
33%

17%

85+

M At diagnosis
m At last evaluation

Mild Moderate Severe

Prevalence and disease severity

a) Community-based registries: most
middle-aged women with 50% of caseswith
mild disease at presentation. In tertiary
referral centres, most cases have moderate
or severe disease.

b) Disease progression in SLE. Although
most SLE patients initially present with mild
disease, a proportion may progress in
severity, so that mild, moderate and severe
cases are equally split over time




Clinical course, activity patterns, and adverse prognostic factors

70%: relapsing-remitting course; the rest 30%
prolonged remission and persistently active disease

Higher remission rates from Italy: 37% of patients
Remission for 2 years: halting of damage accrual.

¢SLE, males, low complement, positive anti-DNA or aPL
antibodies, and moderate to high activity indices more
likely to develop severe SLE.

-Ideally referred to referral centres for initial evaluation

Disease activity

10%

15%

D Relapsing-remitting

D Prolonged remission

l Persistently active

v

Time



O ZEA otnv EAAGOa: Apxeio AHTQ KpATng

O XEA mpooBdaAAel repitrou 8.000-10.000 ‘EAAnveg (Trepitrou 10% otn Taudikn-veavikn nAikia)
-emimoAacuoc 123 acbeveic ava 100.000 EAAnves aro Apyeio AHTQ

Amé autoug,
- To 50% éxer nmmia voao (avBehovoaiaka Kal XaunAES 000€IC YAUKOKOPTIKOEIDWY).
-To 33% éxel perpiwg oofapn vooo Tou amaiTtei PETPIES DOTEIC YAUKOKOPTIKOEIOWY PEXP!I 0.5mg/kg pEyIOTO
-To 17% éxel aoBapn véoo tou amaitei >0.5mg/kg TpedvI(OVn PE i) XWPIC AVOOOKATACTAATIKA.

H veppikn kai veupowuxiarpikn vooocg €ival o1 ouxvoTepes ekdnAwoeig atrd Ta peifova dpyava, ue EmmoAacuo
13% ka1 8% avrioroiya.

Mapd v ATTIa IK6va GTNV TTAElown@ia Twv acBevwy, 30% Twv acglsvwy avamruooouv péviun BAanN evidg e
TPWTNG 7€TiAg TNG VOOOU.

Gergianaki et al ARD 2017



Systemic Lupus Erythematosus Cost of Care in Greece Study (LyCoS)

« Nationwide study (7 large referral centres, 215 patients,
* Retrospective chart review and abstraction

» 19% mpooBoAn uei{ébvwv opyavwv

» 30% umoAgiméuevn vepyornta mapa@ n pEyIoTn
ouuparikn Bspameia (standard of care)

*  60% ue e€apocic kai upéoeig, 30% oc Upson

WA _ . « 5% ue evepyd vooo mapd tn péyiotn
R~ Ty S X avoookaraoTaAtikn Bspameia -duvnTika
I~ umrowneiol yia BioAoyikéc Bsparreieg.

» Apugoo kéorog : 1.2000 Euros nmiog; 3.800
oofapd¢

Bertsias G, et al. Lupus. 2016; 25(12):1385-94



O 2EA oT1n KaBnuepivry KAIVIKA TTPAEN

AocBeveig pe pn yvwoTto ZEA TTOU ETTICKETTTOVTAI TOUG IATPOUG
ME TTOIKIAEG AITIACEIG

- 1ote va rov okémrrouai?

AobBeveig pe yvwoto ZEA TTOU ETICKETTTOVTAI UN
PEUMATOAOYOUG ME TTOIKIAES AITIACEIG

- Zxeriferal o mpoBAnua ue ro ZEA?
- E¢oIikeiwon ug To voonua Kai ra apuaka



Clinical course-activity, damage, co-morbidities
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Co-morbidities

Infections
=volvement of =Afherosclerosis
first organs additional organs =Malignancies
*Damage (SLICC)
General: SSA, SSB

Specific: Sm,RNP
Dominance of ab vs proteins
with RNA or DNA




Morbidity-mortality-disease burden

X2-x5 risk of death (cardiovascular, infections)

Premature atherosclerosis: for patients with moderate-severe disease may he
comparable to diabetes (RR1.5-2.0). Role of statins?

Cancers:
-NHL (breast, lung)
-Cervical ( cytology plus HPV DNA?)

Vaccines:

-HZV (??? for younger patents)
Stagakis et al PLOS 1 2011

Use lowest possible of steroids taper within 3 mo to 15 mg god




CUMULATIVE SURVIVAL (%

ApapaTiki PEiwon TG BvnNTOTNTAG LE TNV AVOCOKATAOTAATIKN Bepatreia
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Ocpartreia: Baoikéc apxEG-KUPIOI OTPATNYIKOI OTOXO!

AvtipeTwrion avaAoya e Tn cofapoTnTa:
-Q¢epartreia AtTiou ZEA
-OQ¢epartreia peTpiwg cofapov
O¢partreia cofapou ZEA



Inflammation

Inflammation

Natural history of SLE and the potential impact of a treat-to-target strategy.

3

A
Preclinical Clinical
phase disease
Accrual of
autoantibodies
Conventional approach
h
N
I
e |
I8
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T
1 1
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1 \
/ ‘\ Zy
II __________________________
_________ / Treat-to-treat strategy

sanjIpiqiowod - abeweq

sanIpiqiowod - abeweq

Activity/Flare
Damage

-=== Activity/Flare

==== Damage



EULAR 2023 Treatment of extra-renal Systemic Lupus

Erythematosus

Mild Moderate* Severe* Target

GC PO/IV (short-term use to control active disease; taper to <5 mg/day as quickly as clinical SLEDAI=0
possible and discontinue, if possible) HCQ
GC < 5 mg/day

MTX
T ’

Baseline
measures

Sun protection
Exercise
No smoking
Balanced diet
Vaccinations
Normal body weight
Blood pressure,

activity
SLEDAI <4
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lipid, glucose control CNI - cc <I-;CQ y
< 5 mg/day
Ace\BﬁSAachey;;iﬁCid' MMFE _ Immunosuppressive
at stable, tolerated
I -

Grade A Grade B Grade C Grade D

Fanouriakis A, et al. Ann Rheum Dis 2023;0:1-15



Immunosuppressive therapy in LN improves outcomes
The need for long-term follow-up

100 y=—r—= IVCY
AZCY
80 1 POCY
AZA
60 -

PRED (Group 1A)

AN
o
I

PRED (Group 1)

Probability of no renal failure
N
o

0 20 40 80 100 120 140 160
Follow-up (months)
Austin HA et al. NEJM 1986; 314: 614.



The management of LN in 2010

Prednisolone
lMISSIOM INDUG‘I‘IDI

NIH: monthly intravenous  Euro-Lupus: infravenous ,
cyclophosphamide® " cyclophosphamide (6 pulses O Mycophenolate mofetif™®
spaced 2 weeks apart)®

\J or B Mycophenolate mofetil®

Figure 1| Treatment of proliferative lupus nephritis (World Health Organization class |1l or
IV). Evidence-based treatment of proliferative lupus nephritis,

Kidney International {2006) 70, 616-618. doi:10.1038/5}.ki 5001722



@ Diagnosis/Targets

* Kidney biopsy

Indispensable; repeat if clinical
uncertainty

* Target - prevention of
-Chronic kidney disease

-Flares

* Milestones

-Kidney function: preservation
or improvement by 3 months

-Proteinuria:

*reduction by 25% at 3 mo
*reduction by 50% by 6 mo
*UPCR < 700 mg/g by 12 mo

E‘} Immune therapy

* Early combination therapy

Hydroxychroloquine and
Glucocorticoids with
immunosuppressive and/or
biologic therapy

* Glucocorticoids

-Start with pulses

-Continue with 0.3-0.7 mg/kg/day
prednisone

-Taper to 5 mg/d by 3 mo and
withdraw when possible

* Immunosuppressives
-MMF, AZA, low-dose CY

-CNls: voclosporin or
tacrolimus(cyclosporin)

* Biologics

Belimumab, Obinutuzumab

@J Non-immune

* Nephroprotection (if residual
proteinuria and/or | eGFR)

-Low salt (less than 5 g/d

-Control blood pressure (RAAS
blockade 15t choice)

-SGLT2-inhibitors (in stable disease, if
residual proteinuria after 12 mo)

* Dyslipidaemia

e Vaccinations

Influenza, COVID-19, HZV,
S. Pneumoniae

¢ Bone health

; Severe or Refractory

* Severe
Pulse IV-MP plus high-dose IV-CY

* Refractory

-Combination of IV-CY with B cell
depletion

-Addition of a CNI if heavy
proteinuria

-Experimental therapies in the
context of a protocol

*  Thrombotic

microangiopathy

-Plasma exchange
-Complement inhibitors

-Anti-vWf (caplacizumab)



Risk-stratification for lupus nephritis: Attikon and Cretan Cohorts
Male patients less than 26 with low C3 and DNA positivity x80 OR to develop

«  Additive risk aHR for incident LN (females) aHR for incident LN (males)
* Risk factors: male, age less than 26, serology

3.79
Male - @ 0 0
80 Eil
0.94 ** n 0
Age of SLE diagnosis = @
£0 &0
50 50
2.45 | L]
anti-dsDNA - . 2
30 0
0 ﬂ b}
, o B
3.64 10 . Agecl6 1 Age <26
Low complements = @
. av £y Oy Age» 36 e 26
Seralogically LowC3/C4  a-dsDNA(+  Both Serologically Low C3/C4 a-dsDNA{+)  Both
01 05 1 5 10 inactive [only) only) inactive only} [only)

Lupus Nephritis adjusted Hazard Ratios

Katechis S, Nikolopoulos D, Flouda S, Chavatza K, Kapsala N, Katsimbri P, et al. P88 Baseline factors associated with subsequent development of incident
nephritis in patients with systemic lupus erythematosus: a retrospective cohort study. Lupus Science &amp; Medicine. 2024;11(Suppl 1):A105-A6; .;;
Rheumatology May 15, 2024



NoonpoTtnTta amo Tn voao Kai Tn Bepartreia ( Kupiwg aTePOEIdN)

ABnpwpatwon BoABI1S0TTa0EIEG OoTeomropwon- AonmTn
VEKPWOT




SLE AND APS

Thrombosis —, ~— Recurrant

pregnancy loss
=

Persistently positive
test for LAC andior
aCL and'or anti-f 2GPI

{ Diagnosis )

Conssquences for treatment
& prognosis

Figure 1. The updated classification critera for APS,

aPL antibodies are commonly (30-40%)
encountered in SLE and are associated with
increased risk for thrombo-occlusive incidents



When to suspect APS

v Occurrence of one or more otherwise unexplained thrombotic or
thromboembolic events

v One or more specific adverse outcomes related to pregnancy

v Otherwise unexplained thrombocytopenia or prolongation of a test of blood
coagulation (eg, PT or aPTT)



Women's health, fertility and pregnancy in women with SLE.

* Personal relationships

* Decision to have children
* Cervical dysplasia/cancer
* Fertility

* Pre-eclampsia
* Congenital heart block
* Miscarriages

Risk Stratification

\

\s

=

Maternal characteristics Low risk
Age _ No activity
Smoking Absent autoabs

Previous pregnancy
complications

Intermediate Risk

No activity
Disease characteristics Present autoabs
Activity/Organ damage
aPL/APS, anti-Ro/La High risk

Activity
Medications Irreversible damage
Embryotoxic drugs Present autoabs



Sjogren’s syndrome



Sjogren's Syndrome — Autoimmune Epithelitis: key facts

 Female predominance : Q/3 : 9/1
«  Common: 0.2-1% of adult females
« Slowly progressive

« Peak 4t -5t decade of life

Photos courtesy of Drs Moutsopoulos and Tzioufas, UoA




The American-European Consensus Group classification criteria
Subjective and Objective criteria

Definitive primary SS
1. Any four of the 6 items

2. 3 objective criteria in patients without
any potentially associated disease

Secondary SS

 ltem-1 or item-2 plus any two from
items 3, 4, 5 in patients with a
candidate connective tissue disease

#1 Ocular Symptoms

#2 Oral Symptoms

#3 Ocular Signs
— Schirmer’s | test
— Rose-Bengal score

#4 Histopathology
— Focus score = 1

#5 Salivary Gland involvement
— unstimulated Salivary Flow
— parotid sialography
— salivary scintigrafy

#6 Autoantibodies
— Ro (SSA) and/or La (SSB)




The American-European Consensus Group classification criteria

Mimics of SS

« Exclusion criteria:

— prior head and neck irradiation

— pre-existing lymphoma

— acquired immunodeficiency disease (AIDS)

— hepatitis C infection

— sarcoidosis

— graft-versus-host disease

— sialoadenosis

— drugs (neuroleptic, anti-depressant, anti-hypertensive, parasympatholytic)

Vitali C et al., Ann Rheum Dis. 2002;61:554



Noonuara ouvderikou 10tou: Kupia kAivik@ ouvopoua yia ro la@oAdyo
«  OCeia @Aeypovn: Tolkiha dpyava

- E¢avBiuara, apbpitida, opoyovitides (mAsupitikn/mepikapdiakn auAoyn) veppitida, mveupovitida, yuoaoirida,
HuokapdiTida

«  [levieg aiparog: Acukotrevia, BpoufoTrevia, alpoAuTIKA avaipia
«  Opoppwoeig: PAEBwV Kal apTnpIwv

‘Ivwon: dépuatog, TTveUpPOvoG, Kapdiag

Mveupovikn utrépTaon

O&éa KaTAOTPOPIKA CUVOPOHA AVETTAPKEING OPYAVWV
- AIo@ayoKuTIapIkO aUvOpOMO, UIKPOYYEIOTTABNTIKN QILOAUTIKA avaiuia, KataoTpoQIKO aviigwa@oAITTIOIKO
auvopoLo, oéeia veppikn Kpian akAnpodepuiag



Noonuara ouvoerikou 1otou: Kupia kAivik@ ouvopoua
«  OCeia @Aeypovn: Tolkiha dpyava

- E¢avBiuara, apbpitida, opoyovitides (mAsupitikn/mepikapdiakn auAoyn) veppitida, mveupovitida, yuoaoirida,
HuokapdiTida

«  [levieg aiparog: Acukotrevia, BpoufoTrevia, alpoAuTIKA avaipia
«  Opoppwoeig: PAEBwV Kal apTnpIwv

‘Ivwon: dépuatog, TTveUpPOvoG, Kapdiag

Mveupovikn utrépTaon

O&éa KaTAOTPOPIKA CUVOPOHA AVETTAPKEING OPYAVWV
- AIo@ayoKuTIapIkO aUvOpOMO, UIKPOYYEIOTTABNTIKN QILOAUTIKA avaiuia, KataoTpoQIKO aviigwa@oAITTIOIKO
auvopoLo, oéeia veppikn Kpian akAnpodepuiag



Id1omrabeic PAsyuovwdeic Muomrabeiss (IPM)



To “statin or not” ka1 n «<euhoyia» Tou avoooAoyikoU epyacTnpiou

«  Tuvaika 60 eTwv 0€ OTATIVES X 2€TN

*  MuaAyieg kai puiki aduvapia pe avo§non CK (1.890)

«  AloKOTTA oTATIVWV

«  EmpovA cupmrTwpdTwy

*  Avri- anti-HMG CoA BeTiIkn

«  MaBoAoyiké HMI™ kai Bioyia

«  Statin-associated necrotizing autoimmune myopatb*

‘if( *  An immune myopathy with MHC-1 upregulation without inflammation
* Necrotizing myopathies can be idiopathic, paraneoplastic, or associated with a
connective-tissue disorder




MuaAyieg pe /) xwpi¢ MuikA aduvayia f ad¢non CPK
OAeypovwdng puocitida? Zmdavio voonua




Standardized Motor Examination Rating Scale

SCORE RESPONSE

0 Total paralysis

1 Palpable or visible contraction

2 Active movement through full range of motion with gravity
eliminated

3 Active movement through full range of motion against gravity

4 Active movement through full range of motion against

resistance (but weak)

5 Normal

Medical Research Council. Aids to the investigation of peripheral nerves. London: Crown Publishing; 1976




MuaAyigg pe i) xwpi¢ puikn aduvayia f augnon CPK
Opiopoi ka1 KAIVIKG oUvopoua

MuoTtrd@sia: Muikr) aduvayia (6x1 kOTTwan) e i xwpic auenon tn¢ CPK:
Muocitida (EoTiakn, ToAu/dpparopuoaitida): Muikr aduvapia (0x1 kOTTwan)
ue N xwpic augnon ¢ CPK,mupétio/kakouyia, TKE/CRP, ANA, apBpitida,
ecavlnuara, wrosuaiobnaia Tveudovikn ivwan, Raynaud

Muik6 épgpakto (AlapnTikoi AA Zdpkwpa MNuouuoaitda)

AU¢non tng CPK xwpig pUikf aduvapia (uttoBupeoeIdIopoc, 181010l ¢
utrepCPK-aipia)

Muikn aduvapia xwpig au¢non tng CPK: yuomdBeia amd atepocidn
TTaparerapévn karakAion, xaunAr Birapivn D

PafdopudAuon:ekoconuaopevn aio¢non CPK pe mpodiadeoikd trapdayovra
ZTATIVEG KO HUOTTOONTIKG OUVOpPOMQ



Myopathy: Differential Diagnosis

Inflammatory/autoimmune

Paraneoplastic: Dermatomyositis more than Polymyositis x2. Colon, lung,
breast, ovaries

Electrolyte disturbances ie hypokalemia, low vitamin D
Drugs and Toxins: Statins
Active endocrinopathy (hyper- or hypothyroid, hyperparathyroid, Cushing’s)

Inherited or acquired diseases (e.g. Muscular dystrophies, Metabolic
Myopathies)

Neuromuscular disorders(e.g. spinal muscular atrophy, myasthenia gravis)

Infection




Symptoms Common-Injury Rare:

-2 -11 % myalgias,0.5 % for myositis, 0.1 % for

rhabdomyolysis.

Statin-induced myalgias without an elevation

in serum creatine kinase (CK) concentration.

Muscle symptoms usually begin within weeks to

months after starting statins.

Myalgias, weakness, and serum CK

concentrations usually return to normal over days

to weeks after discontinuation.

Necrotizing myopathy

Routine monitoring of serum CK levels is not
recommended -useful to obtain a baseline CK
level for reference

Alert patients to report the new onset of
myalgias or weakness.

Rule out CK elevations related to
hypothyroidism or muscle injury during
sports (running, diving for a volleyball, hockey

CK measured before engaging in exercise that
day.



Statin triggered autoantibody mediated necrotizing myopathy: anti-HMG CoA reductase

Statin induced necrotizing myopathy

An immune myopathy with MHC-1 upregulation without
inflammation

Autoimmune. Macrophagocytic infiltrate engulfing necrotic T :
muscle fibers, responds to immune therapy

Autoantibodies directed against HMG CoA reductase. J

Hopkins 2010. 1/3 statin naive

Necrotizing myopathies can be idiopathic, paraneoplastic, or
associated with a connective-tissue disorder

Trigered by statin. Can develop after statin
discontinuation. May persist after discontinuation.

Young patients worse prognosis.




Aepuartouuoaitida XapaktnpIoTIKA ecavlnuara poladel pe ZEA

Skin lesions
-Heliotrope rash
-Gottron's sign

-Erythema
(extensor surface of
extremity joints:
slightly raised red
purple erythema
over elbows or
knees




Aiayvwon: Eav puikn aduvapia, ao¢non CK, e¢avBipara, apBpitida, TKE

' Muiki
PAeypov arpogia
HAekTpopuoypa@nua ‘ ™ pepia BAARN

ANA-Positive anti-Jo-1 (histadyl tRNA
synthetase) antibody



PAeypovwdelg puoTtradeieg kai Kakonoeia

Kupiwg depuaropuoaitida 70%
YUVAIKOAOYIKOU KOPKiVOl, TIVEUUOVAC,
TTAYKPEAC, OUPOETTIONAIOKOI, TTAYKPEQC,
OTONAXOG

[piv, TAUTOXPOVA 1) META TN GAEYHOVWON
HuoaiTida

E101kG autoavTiowuata

‘EAeyxo¢ yia kakorBeia (avaAoya e nAikia
Kal QUAO)
- CA 125, d1akoAmiko US?

2€ ETMIQUAQKT) ETTI pid TIEVTOETIO

H avramokpion atn Bepateia TTwyoTEPN-
0€ QVOEKTIKI) JUOTITION ETTAVEKTIUNON YIA
KakonBela



AgppaTopuoCiTION ME GUVOPOHO AVTIOUVOETAONG

[uvaika 62 sTwv

«  Amo €Touc epubnua mpoowrrou kal V Aaiyou pe Gottron's kai |
Peivw

« [loAuapBpitida diknv peuparogidous

«  Znpdc¢ Baxac ue duomvola emodeivouuevn - > ILD 40%,
FVC 45%

« A 6urivou Puikh aduvapia ( pUIKR 10X0C 4/5 KauTTThpwy
IoYiwv , au¢non CK 2.600

« [MBavn mpooBoAn puokapdiou: Taxukapdia,
apvntikotroinon T og V1-V3 + au¢non tpotrovivng

«  AvoooAoyikdc éAsyxoc : ANA 1/640, Ro+ kai Jo1+

« Aiayvwon: Aepuaropuocitida ye ouvopouo
avtiouvleraong, copapn

«  Oc¢pareia : iv MP 1g x3 = Medrol 16mg S:3x1 +IV Rituximab




Antisynthetase Syndrome Extramuscular Phenotype

Raynaud’s

Interstitial Lung Disease



Inclusion Body Myositis (IBM)

« May be labeled as “treatment-
resistant polymyositis”

RED FLAGS
« Dysphagia
« Falls

« Footdrop

« Facial muscle weakness
« Hand weakness

 Lack of improvement with
immunosuppression




MuaAyieg pe /) xwpig MuikA aduvapia A ad¢non CPK otn kKAviKi Tpda¢n Tou MaboAdyou
Opiopoi Kal KAIVIKG cuvdpopa

MuoTtrdBeia: Muikr) aduvapia (Oy1 kOTTWoN) Pe 1) xwpi¢ avenan e CPK:
Muocitida (EoTiakn, ToAu/deppatopuocitida):
-Muikn aduvapia (ox1 korwon) ue (i omavia ywpic) avénon tng CPK,mupério/kakouyia, TKE/CRP, ANA,
aplpitida, éavlnuara, pwrosuaiodnaia mveupovikn ivwaon, Raynaud
Muiko eugpakTo (AlapnTikol AA 2apkwpa | luopuoaitoa)
AU¢non g CPK xwpig puikn aduvapia (UroBupeocidiouoc, 10101rabnc utrepCPK-alyia)
Muiki aduvapia xwpig au¢non tng CPK: puomdabeia amo aTepoeldn 1 TrapaTteTapévn KatakAian, yaunAn Birapivn D
PaBdopudAuon:ekoconpacpevn aunon CPK pe mpodiadeoikd mapdayovra
LTaTiVES KOI pUOTTABNTIKA CUVOpOA



MoAupuooitida (TouhdayioTov 4 amd Ta e¢n¢ 8):
KAvika supnuara kai auroavriowpara (ANA, Jo-1) emapkouv yia tn diayvwon!!!!

KAIvika
*  Muoaimida

-uuikn aduvauia, auénuévn CK, uualdyie aurouarec i Je m mmieon
«  ApBpadyiec, apBpitida

Epyaotnpioaka
o QAeyuovn: MNMupério, auénuévn TKE/ CRP
« Avriowuara (ANA, anti-Jo-1)

HMI -Bioyia
«  HMI
*  Bioyia



OEPAIEIA AEPMATOMOAYMYOZITIAAZ : ENAIQrH YOEzZHz

KAl ZYNTHPHZH

HMIA METPIA -

l_

2 KOPTIKOEIAH

% (ZTOXOZ: MPEANIZONH =<6 mg/d oTtoug 3 pfiveg

S YAPOZYXAQPOKINH ~AEPMA -APOPQZEIE

N~

S MEGOTPE=ATHAZAOGEIOMPINH

O

= IV-IGG MYEZ/AEPMA

N ey

o MMF (MYEZ/NNEYMONEE)

&

m RITUXIMAB
IV-MP + IV-CY

2YNTHPHZH YOEZHX: HCQ, MTX,AZA, MMF

ENIKOYPIKH: EMBOAIA, ANTIOZTEOMNOPQTIKH, AlTO®YIH HAIOY



MuaAyieg pe /) xwpi¢ MuikA aduvayia f ad¢non CPK
OAeypovwdng puocitida? Zmdavio voonua

AvalnthoTte apBpitida, TKE, CRP, ANA




Aiayvwon: Eav puikn aduvapia, ao¢non CK, e¢avBipara, apBpitida, TKE

' Muiki
PAeypov arpogia
HAekTpopuoypa@nua ‘ ™ pepia BAARN

ANA-Positive anti-Jo-1 (histadyl tRNA
synthetase) antibody



Zuarnuarikn ZkAnpodepuia (22k)

Peuvw o€ veapn yuvaika. 1010Ta0ég 1) deutepoTraBéC?



PeUvw o€ veapn yuvaika. 1010Tabég i deutepoTTabES

«  OQoirntpia 23 eTwv otn Pwpn, ¢.Psiiviy 010 KPUO
«  Zradlokn emdeivwon, o1daAéa Xépia, «<KaoUPEG
«  Avrirupnvika (ANA), 1:640

«  Tpixo€1dookoTTNON TTABOAOYIKN

*  Meawpévn DLCO, HRCT: BaupnA 0aAog




Zuotnuatikn ZkAnpodeppia: AIAXYTH avri-topoisomerase (Scl-70)




[MEPIOPIZXMENH cuatnuartikr) okAnpodeppia (avTi-KEVIPOPEPIDIOKA
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Tagivopunon Zuotnuatikig ZkARpuvong katé ACR

> Meiov kpitiipio

. ZUNUETPIKN OKAnpodepuia Twv gyyuc Twv MK &
MT%” PIKI) OKANPOOEPH yyug
apBpwoewy.

- Mmropei va karaAaupavei kar 6Ao 1o okéAog, To
TTPOOWITO, TOV TPAXNAO KaI TOV KOPUO.

> EANdooova kpitipla

«  IKAnpodakTuAia

*  OuAég gra dkpa A amwAeia uTTod6pIOU 1I0TOU
(1oxaipia)

*  ApgorepomAsupn ivwarn GTIG TIVEUHOVIKES BACEIG

XKAnpo6deppa= 1 MeiCov 1) 2 eAdooova



2013 classification criteria for systemic

ZUO'Trl”q'"KfI O'KAnpoasp”iq- Tl'p(j sclerosis: an American college of

rheumatology/European league against
rheumatism collaborative initiative

= a"ap a"Tn Tn n ﬁae”OAoYia To Frank van den Hoogen, Dinesh Khanna, Jaap Fransen, et al.

Ann Rheum Dis 2013 72: 1747-1755
doi: 10.1136/annrheumdis-2013-204424

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

Weight/
tem Sub-item(s) scoret
Skin thickening of the fingers of bath hands extending proximal to the = = 9
metacampophalangeal joints (suffident ariterion)

Skin thickening of the fingers (only count the higher score) Puffy fingers 2
Sclerodactyly of the fingers (distal to the metacarpophalangeal joints but 4
proximal to the proximal interphalangeal joints)

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

Telangiectasia = 2

Abnomal nailfold capillaries - 2

Pulmonary arterial hypertension andfor interstitial lung disease Pulmonary arteral hypertension 2

{maximum score is 2) Interstitial lung disease 2

Raynaud's phenomenon - =) 3

S5c+elated autoantibodies (anticentromere, anti-topolsomerase | Anticentromere = 3

[anti—Sd-70], anti—RNA polymerase I} {marvimum score is 3) Anti-topoisomerase |
Anti-RMNA polymerase ||

*These aiteria are applicable to any patient considered for indusion in a systemic sdersis study. The oriteria are not applicable to patients with skin thideening sparing the fingers or
1o patients who have a sclerodema-like disorder that better eqplains their manifestations (eg, nephrogenic scersing fibrosis, generalised morphea, eosinophilic fasditis, sceredema
diabeticorum, scleromyxedema, erythromyalgia, porphyria, lichen sderosis, graft-versus-host disease, diabetic cheirarthropathy.

1The total score is determined by adding the maximum weight (score) in each category. Patients witha total score of =9 are classified as having definite systemic sderosis.

S5¢, systemic scersis.



SYSTHMATIKH EKAHPOAEPMIA ME AIAMESH
NMNEYMONOTA®EIA
m METPIA >OBAPH

|_
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T

" NMPEANIZONH <15mg Id

=

g AZAOEIOMNPINH

@)

—

2 MYCOPHENOLATE

z MOFETIL (MMF)

™ RITUXIMAB
IV- MP + IV-CY

METAMOZXEYZH

EMIKOYPIKH: EMBOAIAZMOI, ANTIOZTEOINOPQTIKH, PPI A I'Onl,

ERA A IV ILOPROSTOL A AAKTYAIKA EAKH



2Y2THMATIKH ZKAHPOAEPMIA ME NMNEYMONIKH YMNEPTAZH
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EXTENDED REPORT

- . . . To cite: Minier T,
Preliminary analysis of the Very Early Diagnosis

of Systemic Sclerosis (VEDOSS) EUSTAR multicentre Guiducd 5, BE"-‘?ndU'
study: evidence for puffy fingers as a pivotal sign Randane S, et al. Ann

for suspicion of systemic sclerosis Rheum Dis Published Online
Tiinde Minier,' Serena Guiducci,? Silvia Bellando-Randone,? Cosimo Bruni,? Fir';.[: [;_J.'IE'.-_'i'LE' .'.."?(_'.'I"_.'C:'l@' D’ﬂ}'

Manth Year] doiz10.1136/
annrheumdis-2013-203716

Red flags: Peivw, o1daAéa yépia, ANA (+):
[Maparouty o€ €10IKO, TPIXOEIOOTKOTINGN, £I0IKA AUTOAVTICWHATA
Trveupdovikée dokiyaaieg, HRCT, utrepnyxoypdenua kapdidg

O15aAéa xépia (puffy hands) |




[MoAU Mpwipn!!!! AiIdyvwon ZkKAnpodepHiag

«  OQaivopevo Pelvw ouyvo o veapd kopitola (rpiv Ta 30)

«  Meta ta 30 utrowia yia oKAnpodeppia eav ouvodeUETaI
amo :

-010aAéa xépia, Kvnouo oro 6épua
- ANA, avriowuara kara kevrpopepidiou ) Scl 70 n
-rra@oAoyikn Tp1xo€I60aKOTNON




MCTD (MeikTi) v6G0G GUVOETIKOU 10TOU)

’ ANnAemmikaAuyn: Mixed connective
2kAnpodépuarog, LEA kai tissue disease
MUOO’iTI5C(§ Positive anti-RNP at a hemagglutination
R r/A =3/1.3-4/100.000 titer of 1:1600 or higher
avn)thwv ] Edema of hands
«  ZuvnBwg,15-25 €Tn Synovitis
. Myositis (laboratory or biopsy proven)
Anti- Ul- Raynaud phenomenon
b ) Acrosclerosis (with or without
S R proximal scleroderma)

For definitive diagnosis, serological
| | | criteria plus at least 3 of the 5
| | clinical criteria are required

Schematic




EKMAIAEYTIKOI 2TOXOI

Na avayvwpiouv T0 VOO |HOTO TOU CUVOETIKOU I0TOU

Na diagpopoTroiouv 1o £va atrd Ta GAAO KOl VA KATAVOOUV T KAIVIKR) ONHOCia TN
dlagpopoTroinong

Na tekunpiwvouv T didyvwaon pe 1o BEATIOTO duvaTd TTAPAKAIVIKO TPOTTO
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