TitAog Sidaktopikic SratpBrc:

MEAETH BIOAEIKTON KAINIKHZ ENEPTOTHTAZ KAl OEPANEYTIKHZ ANTANOKPIZHE IE

AZOENEIZ ME AYZOYPEOEIAIKH ODOAAMONAGEIA

Ynoyndia Sibdaktwp: Xatln Zodia
MéAn tpipeAol ETLTPONAG:

o  EmPAénwv : FToudég Avbpéag, Enikoupog KaBnyntic, Turpatoc Naboloyikrc
QuowoAoyiag, latpkrg ZxoArc EKNA

e  Méhog Tppueroug enttpontic: Tloudag ABavdoiog, Kabnyntrc, AtevBuvtic,
Tunpatog NaBoloykng Quatoloyiag, latpikic ZxoAnc EKMNA

e  Méhog tpluerol emtponig: BAaxoytavvonovdog Navaywwtng Kadnyntic,
Tunpatog NaBoloyikrig Quaoiodoyiag, latpikrc ZxoAng EKMA

NepiAnyin

H ducBuposidikr odpBaAponabela anotelel pla avtodvoon dAsypovwsdn Siatapaxr
n omnoia otoXeUeL 0TOUG LOTOUG TOU 0PBaApIKOU KOYXOU Kat £XEL ETAOLA EMIMTWON
16/100.000 AnBuopou yia tig yuvaikeg kat 3/100.000 yia toug avdpeg. Mapatnpeitat
oto 30-50% twv acBevwv nou ndoxouvv and vooo Graves kal Xapoktnpiletal anod
npontwon odBaAukot BoABou, dAeypovi PAeddpwv  kat  emumedukoTa,
orucBoBoABiko movo, SumAwnia kat o coPfapéc mnepuMTWOElC odnysl o€
ducBupeoeldiky omtk) veupomaBeta. Mapddo mou o akpPric maboyeveTikd
HNXaviopog dev £xeL anoocadnVIoTEL MANPWG, O LOTOAOYIKEC MEAETEC EXEL amodeyDei
Suaxutn d1Bnon Twv eviokoyXIKWVY LOTWY and povorupnva kuttapa, onwc CD4+ kat
CD8+ T Aepdokutrapa, B Aspdokitrapa kat pakpodaya. Npwtapxikd polo otnv
e&€AEn NG vooou €Xouv oL KUTTAPOKIVEG, WG 0 Bactkd¢ pecorafntic HeTafl Twv

QVOCOKUTTAPWY Kal Twv KoyXwwv woBlactwv. ExBeon twv woPlactwv ot



npodAeypovwdelg kuttapokiveg odnyel oe moAlamiaciacpd kat dadoponoinon
TOUC Of WPLMA ATOKUTIapA UE amotéAecpa v avadiapopdwon twv dopwv tou
KOyxou, Siepyaocia pe onpavtikd avénuévn ékbpaon popiwv 6mwg n IL-1B, TNF-a kat
IL-10. Z€ MPONYOUMEVES MEAETEG, N CUYKEVTPWOT) TPOGAEYLOVWEWY KUTTAPOKLVWY Kal
kupiwc tn IL-6 otov 0pd acBevwv EXEL CUOYETIOTEL e TNV epdavion kat t Bapltntd

gvepyoU SucBupeoelbikng opOaApondderas.

TkomoC ¢ mapovoac HEAETNG eival 0 KaBoplopog duvntikwy PlodeikTwy yla
Stayvwon, tTnv ektignon g Papltntag Onwg €Miong KoL TG aVIAMOKpLoNnG otn
Bepaneia. Kuttapokiveg kat aviiowpata tou BipAoypadikd €Xouv CUCXETIOTEL LE TN
naBoyévela tng vooou Ba petpnBolv oe deiypa Opou kat Sakplou acBevwv pE
SucBupeoeldik opBaApondadeia. Ie acbeveig pe pétpla npog coPapr) vooo deiypa
Ba AndBel mpwv KAl HETA TNV MPWING Ypauung Oepanceiag pe evbodAéPla
ueBUARpeSVIZOAOVN Ka OE Un avtandkplon mpo Kal petd Bepaneiag pe Blodoytkolg
napayovtes. Z0ykplon Ba yivel EMiong He avTiOTOLXEG HETPOELS O aoBeveig pe pn
evepyn odpBaipondbeia, vooo Graves xwpic opBalpondbeia kat o€ paptupeq. TEAOG
Ba afioloynBei n ocuoxétion METAE) KUTTQPOKWWY KOl QVIIOWHATWY HE KAWLKA

£PYOOTNPLOKA KAL OTIELKOVIOTIKA EUPHHATA.

T AVAPEVOUEVR QMOTEAEOMATA OITOOKOMOUV O pia pun enepfatikny pebodoloyia
yla tov kaBoplopd g evepydtntag kat Paputntag vooou, kat tnv mpoBAedn

UTOTPOTIAC Kat TNG afloAoynong Tou BepameuTiKoU AMOTEAECUATOG.
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Protocol overview

Thyroid eye disease (TED) is an autoimmune inflammatory disorder affecting orbital
structures with an annual incidence of 16/100.000 population for women and
3/100.000 for men. TED is observed in 30-50% of Graves disease patients and is
characterized by proptosis, eyelid and conjunctival inflammation, retrobulbar pain,
diplopia and in severe cases dysthyroid optic neyropathy. Although the exact
pathogenetic pathway remains unclear, diffuse infiltration of the orbital tissue from
mononuclear cells, such as CD4+ and CD8+ T cells, B cells and macrophage is well
proven by histologic evaluation. Cytokines seem to play a pivotal role in the disease
process, as the main mediator between immune cells and orbital fibroblast. Orbital
fibroblast proliferation and differentiation to mature adipocytes after exposure to
these proinflammatory cytokines lead to orbital tissue remodeling and significant
increase in expression of IL-1B, TNF-a and IL-10 have been described. In previous
studies the concentration of proinflammatory cytokines, especially IL-6, in patients

serum have been associated with the presence and severity of active TED.



This study aims to determine potential biomarkers for disease diagnosis, severity
evaluation and response to treatment. Serum and tear profile of specific for TED
cytokines and autoantibodies from different subgroubs will be evaluated. For patients
with moderate to severe TED specimen will be analysed before and after first line
treatment with intravenous methylprednisolone and for non responders before and
after second line treatment with biologic agents. We will also evaluate the molecular
profile of patients with inactive TED, patients with Graves disease without TED and
healthy controls. The correlation between specimen analysis, disease course and
various clinical, laboratory and radiological parameters will be also investigated. The
intended results would potentially offer a non-invasive method for determination of
disease activity, severity risk assessment, recurrence prediction and therapeutic

outcome evaluation.



