Ofpa Adaxtopuciic AwotpiPiic: «MrKog TELOHEPGOVY Kol QAEYLOVASEC VOGO TOV EVTEPOL:
Zuoy£Tion pe Y avantuén g vosou Kot Ty avtamdkpion oe anti-TNF Oepansioy

Ymoymeiog Aidaktop: Ztpafodipog Nedpyioc

Tpwpeing Emtpomi:
1. Homakwvetavtivov lmdvvng, Kabnyntic Xepovpyumc, latpiky Zyohn, EKITA
(EmpBrenmv)
2. T'ufovAn Mapia, Kabnyntpu Biokoyiag-Navoiatpiic. latpin Zyoh. EKITA
3. Mrépag ledpylog, Kabnyntig Fastpevieporoyiac. latpuen Zyohs, EKITA

Mepiinyn

To tehopepn eivar e&edikevpéveg Sopég vovkieompoteivav mov Ppickoviar 6to TEAOG TV
YPOUUMIKOV YPpOUOCOUGTOV Kat 1 tehopepdon eivar to évivpo mov svfdverat Y v
empKuvon tov tehopepdv. H 1piff] tav tehouepdv mpokakeiton and TOALOVG TTAPAYOVTEG
Omog N avirypagn, 1o 0&edmTikd otpeg Kot 1) ereypovi. Ta KOTTApa pe Kovid TeElopepn sival
KOVA VoL TPOKAAEGOVY QAEYHOVI] HEGEM U1 KVTTAPLKOD auTGVOpOV Tpdmov. Me i VIGPYOVOES
YVOOEIS VIGAPYEL £VOL KEVO GTNV KATAVOTOT Y1d TO TO10 YEYOVAS TPONYEiTaL OTIg MEPIOCOTEPES
PAEYHOVOSELS KATOOTAGEL

[odrég peléteg £xouv katagépst va cuvdécovy T gpdvia GAEYHOV LE T Stapayn ™mg
Proroyiag Twv tehopepmv/telopepdone. £va GavopEVo mov GupPaiiel uetald GAlov oty
EKTTMON TOV GVOGOTOUTIKOV GUGTAHUTOC QUTOV TV aoOeVAV.

Or pheypovadeig vooor tov eviépov (IONE), svurepirapfavopévng te Nocov tov Crohn
(NC) xar g Eixddovg Korimdag (EK), eivar ypévieg morvmapayovrikéc acBéveleg mov
mpokoAobvtar amd  yeverki) mpodidBeon. mepadloviikéc alhayéc, un (QUGIOAOYIKN
Hikpoyhwpida Tov eviépov Kot Suohettovpyin TG AVOGONMEKPIGNS OV 0dNYE( oE vrepRoik
QAEYHOVT] TOV EVIEPOU.

Buowé Bepancvtikd epyadeio yia myv Swyeipion tov IONE eivan o1 Brohoyikoi TAPAYOVTE
mov otoyevovy Tov TNF (avti-TNF mapdyovieg) pe kipovg ekmpocdnovg ty welEpafn
(infliximab) xat mv adalpwovpdpn (adalimumab). O avtiktvmog g dvohertovpyiag tov
TEAOHEPGY GTO YOSTPEVIEPIKS GOoTHA £xel pedeTnBE, VIOdEVhOVTAC pict OLCYETION HETAED
g duohertovpyiag TV TELOpEPGOY Kat TG avamtuéng tov IONE kat kuping g EK.

H perém avthy éxel o¢ mpotapyikd otox0 v extipmiost ) ovoyétion Tov HKOVG TV
tehopepdyv pe v avantoén tov IONE kar av napatnpeitor Sugopd 1o KOG TMV
TEMOPEPDY 08 TO £bKoIa TpooPacipa Seiypata dnwg 10 0MKS aiua, Kavi GoTe vl umopei va
xpnoipomombei wg Propdprupog yo my avantvén tev IONE. Kipog 6téyoc ™ pekétne
eivat va eKTiunBel av To pNKkog TV TEAOPEPOY PTopei VoL GUGYETIOTEL e NV AVTATOKPLoY OTNV
anti-TNF Oepancia oe IDNE acBeveic. Andrepog 61dy0¢ ivar va emPePorobei av 1 xPNon Tov
HNKOVG TOV TEAOUEPGOV umtopei va amotehéoet fropdptupa yio Ty TPOYVOON TV VOGOV aAAG
Kot TpdPAheyme g avtamdkpiong g Bepanciag.

Backn emdindn g perég eivon n e¥peon IPOYVOSTIKOV Tapaydvimy. 1660 Yo TV vooo
™m¢ Eikddoug Kolitdac 6co kar te Crohn, 1 omoia 6a cuvelspéper kan O Sdvatar va
KatevBover mpog sfatopukavpives Bepanevtikéc Tpoceyyiceic. pe duvatdtna TpoPreyng g
andKPIoNg N 61 TV EKAGTOTE 16HEVOVC.



PhD Thesis: "Telomere length and inflammatory bowel diseases: Association with disease
g Y
progression and response to anti-TNF therapy”

PhD Candidate: Stravodimos Georgios

Advisory Committee:
1. Papakonstantinou loannis, Professor of Surgery, Medical School, National and
Kapodistrian University of Athens, (Supervisor)
2. Gazouli Maria, Professor of Biology-Nanomedicine, Medical School, National and
Kapodistrian University of Athens
Mpamias Georgios, Professor of Gastrenterology, Medical School, National and
Kapodistrian University of Athens

(U]

Summary

Telomeres are specialized nucleoprotein structures located at the end of linear chromosomes,
and telomerase is the enzyme responsible for lengthening telomeres. Telomere attrition is
caused by many factors including replication. oxidative stress and inflammation. Cells with
short telomeres are capable of inducing inflammation. With existing knowledge there is a gap
in understanding as to which event precedes in most inflammatory conditions.

Many studies have been able to link chronic inflammation with the disruption of
telomere/telomerase biology, a phenomenon that contributes among other things to the decline
of the immune system of these patients.

Inflammatory bowel diseases (IBD), including Crohn's disease (NC) and ulcerative colitis
(UC). are chronic multifactorial diseases caused by genetic predisposition, environmental
changes, abnormal gut microbiota, and dysfunction of the immune response leading to
excessive inflammation of the intestine.

A basic therapeutic tool for the management of IBD is the biological agents that target TNF
(anti-TNF agents), with infliximab and adalimumab being the main representatives. The impact
of telomere dysfunction on the gastrointestinal system has been studied, indicating a correlation
between telomere dysfunction and the development of IBD and especially UC.

The primary objective of this study is to assess the association of telomere length with the
development of IBD and if a difference in telomere length is observed in more easily accessible
samples such as whole blood. sufficient to be used as a biomarker for the development of IBD.
The main objective of the study is to assess whether telomere length can be associated with
response to anti-TNF therapy in IBD patients. The ultimate goal is to confirm whether the use
of telomere length can be a biomarker for the prognosis of diseases and also for predicting
treatment response.

The main aim of the study is to find prognostic factors, both for Ulcerative Colitis and Crohn's
disease, which will contribute and may direct towards personalized therapeutic approaches,
with the possibility of predicting the response or not of each patient.



