EITPA®O I'TA THN TPAMMATEIA THY IATPIKHYE EXOAHE

ONOMA YTIOYHOIOY AIAAKTOPA: AATKQONAKH ANAITAZIA
ONOMA EIMIBAEIIONTOX MEAOYZ AEIT: KOYXTIAIEPHZ MIXAHA

TITAOE AIAAKTOPIKHE AIATPIBHE: NEEX STPATHIIKEE ETTATQIHE ANOZOAOITKHE
ANOXHE ENANTI AYTOANTITONQN MYEAINHE I'TA TH @EPAITEIA THE SKAHPYNEHE
KATA ITAAKAE.

IZYNTOMH IIEPITPAQH:

H IxAfipuvon xatd [Thdkag (EKIT) eivar pia xpévia, @reypovddng eKQUAICTIKN acbévela Tov
Kevrpkot Nevpiko Lvotiuarog (KNE) Sapecorafodpevn ané 1o avoconomtkd cOoTnua.
Xapaxmpiletat ané katacTpoh ™S HVEAVIS (TOV poveTIKoD TEPIPATLATOS TGV VEVLPAZOVOV), TV
onoia SadéyeTal N KATACTPOYT TOV VEVPAEGVAV HE ANOTEAEGHA TNV EKSNAWOT] VEVPOAOYIKOV
cuunTOpaTeV oTove acheveis. O Bepaneies mov ypnoonoodvtal oTjuepa yia v ZKII,
EMIKEVTPOVOVTIAL GTT] YEVIKEDUEVT KATAGTOAT TOU GVOGOTOTIKOD GUOTAHHATOS HE ANOTEAEGHY VOt
oyetilovran ue coPupés napevépyeles Onwg o1 AOWGOEEK Kat 0 Kapkivog. YRapyet avaykn Aomov yia
vEeg DEPAnEVTIKES TPOGEYYIOELS O1 OTO{ES va ToYEbOLY EdIKG Ta KUTTApa exefva oV evBivovTal ia
TNV KATEoTPOOT TG HUEAIVIS KAl T@V VELPAZOVEY, dnAadr) Ta pueivo-edikd avTodpasTikd T
repooxutrapa. H enaywyh nennido-adikig avoyfc wc Bepansvtiki otpatnyikt, anoteiel pia morha
VTOCYOUEVT TPOOMTIKY Y1T TNV AVARTVEY COPUAECTEPMV KA ANOTEAECUATIKAV BEPUNEIDV Y1O TNV
TKIT xat éva and ta kbpra nedia Epsvvag Tov Epyactpiov Mopuaxtic I'evetiknc givat o
YAPAKTNPIoPOS MERTISiY HVEAIVIG KOl aVAAGY®V TOUG IOV £XOVV TNV IKAVOTNT ENAYWYNE TENTIHO-
gwdiktic avoymc évavtt avityévav Tov KNI xat va tapéxovy npootacia and myv Mepapatikn
Avrtoévoon Eykepahopveiinda (TTAE), éva nepapatiké poviéro e ZKI1. Enopéveg tétowov gidovg
nentidia Ko TENTIOWE avEAOYe BOTEAOVY TOALG VIOGYOHEVOVS OTOYOVE Yia TNV avocobepaneia g
TKII. Txomdc e napodoag Sratpiiic eivat 1 HEALTT TOV UNYAVIGHOD AVOGOAOYIKTIS GVOXTS IOV
endyetan amd TETowR MENTIdI TOGO GE in vivo HOVIEAR TOVTIKOD OG0 KL OE in Vitro LOVIEAQ UE
x0TTapa Kal cueTHpaTa cuv-kadhiépyiac. Ot péBodor mov Ba ypnoyonomBoy eival n KuTTapOUETpin
pofic, N avéivon tov RNA (qQRT-PCR ), 1 iotonaBoioyiki avéivem, 1) ORTIKY HikpooKomia Kat
HiKpooKomia EAOPIGHOY Kal avEAVoT) TOV aROKPIcE®Y TS TPOcApUOCTIKTS avosias. O
YAPUKTNPIOROS TOV PUNYAVIGHOD AVOGOAOYIKTIS VOYTE OV ERGYETal amd Ta mERTIdI HVEAVNS OE
TPOKAVIKG eMinedo ival oUavTIKOS Y1 TNV £VIOEY TOVG OE KAIVIKES SOKIUES, HE GKOTO TOV EAEYXO
MG AOQAAEINS KOL TT)S AMOTEAECUATIKOTNTAS TWV TEnTdo-Edik@V Bepaneidv ot acBeveig pe TKIL
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ABSTRACT:

Multiple Sclerosis (MS) is a chronic. inflammatory degenerative disease of the central nervous system
(CNS) which is mediated by the immune system. It is characterized by the disruption of myelin (that
insulates the axons of nerve cells) and axonal damage, and is manifested clinically by neurological
symptoms. Current therapies for MS are focused on inhibiting immune responses, but in a non-
selective way, resulting in increased susceptibility of treated patients to infection and cancer.. There is
an urgent need for new more specific therapies that specifically target the cells responsible for the
damage of myelin and axons, which are the myelin-specific autoreactive T cells. The induction of
peptide-specific tolerance as a therapeutic strategy is a promising approach for the development of
safer and effective therapies for MS. One of the main research areas of Molecular Genetics’ Laboratory
is the characterization of myelin peptides and peptide analogues which can induce peptide-specific
tolerance against CNS autoantigens and protect from the development of experimental autoimmune
encephalomyelitis (EAE), an experimental model for MS. Such peptides and peptide analogues
represent promising drug candidates for MS immunotherapy. The purpose of this thesis is to study the
mechanism of immune tolerance induced by myelin peptide antigens, using in vivo mouse models of
MS and also in vitro using cells and co-culture systems. The methods that will be used include flow
cytometry, RNA expression analysis (QRT-PCR), neuropathological analysis, light and confocal
microscopy and analysis of adaptive immune responses. Characterization of the mechanism of immune
tolerance induced by myelin peptide analogues at the preclinical level will facilitate the progress of
clinical studies aimed at testing the safety and efficacy of peptide-specific therapies in human MS
patients.
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