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Thesis Abstract

The omics area that, was developed the past decades, has offered a basis for the development of systems
biology technologies that include the integration of several omics data types to uncover molecular patterns
finked with disease. Non-Alcoholic Fatty Liver Disease (NAFLD} is among the most common liver pathologies,
however, none approved condition-specific therapy vet exists. The present study introduces a drug
repositioning (DR} approach that combines in vitro steatosis models with a network-based computational
platform, constructed upon genomic data from diseased liver biopsies and compound-treated cell lines, to
propose effectively repositioned therapeutic compounds. The introduced in silico approach screened 20'000
compounds, whilst complementary in vitro and proteomic assays were developed to test the efficacy of the 46
in silico predictions. This approach successfully identified 6 compounds, including the known anti-steatogenic
drugs Resveratrol and Sirolimus. In short, Gallamine triethiotide, Diflorasone, Fenoterol and Pralidoxime
ameliorate steatosis similarly to Resveratrol/Sirolimus. The implementation holds great potential in reducingy

screening time in the early drug discovery stages and in delivering premising compaounds for in vivo testing.
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Mepthnn

Ot omic teyvoloyleg mou €xouv avamtuxBel tig teAeutaieg dexaetiec, éxouv mpoodépet tn Bdon ylo Tt
avantuén peBodoloyuwv Broroyiag cuotnudtwy, mou RepAQUPAVEL TO cUVSLAONS Sladipwy THTWY omic
OEOOUEVIOV LE OKOTIO TNV avaKAAUn poplakwy potiBwy nou oxetllovtal pe oobiveieg, H Mn AAKOOAWKA
Atmwéng Nocog tou Hratog (MAANH) GUyKATOAEYETAL avApET OTIC 1o Kowveg rafoloylee Tou fmatoc,
wotdoo Kaveva dappaxo dev €xel eyxplOel yla Tn Bepartela th. H mopoloa £psuva apoudtdlsl i
uséoéo?\oyia EMAVAOTOXEUONG PAPHAKWY TIOU GUVSLALEL in vitro HovIEAd ¢ vOOOU HE O UTOAOYLOTIK
rActdOppa Baollopevn ot BLOAOYLKE SIKTUQ, HE OKOTIO v TIPOTEWVEL EMITUXWIC EMOOVOTTOXEYAVEC OUGLEC vl
™ MAANH. H in silico mAatdoppa efgtaoe 20°000 evoeig, evw cru;m}\r]pmuaukéq in Vitro Kol mpwteopiké
Soxupaocieq avantoxdnkay ya va Soklpaotel n anoredeoparikdtnta twy 46 in silico npofAdpewy. Auth n
TIPOOEYYLON QVOYVWMLOE HE ETRTUYLO 6 EVWOELS, CULMEPIACUPAVOLLEVIWY TWV YVWAITWY QVIL-OTEATOYOVWY
bapudxwy Resveratrol kat Sirolimus. Ev oAlyolg, n Gallamine triethiodide, n Diflorasone, n Fenoterol kou n
Pralidoxime feAtiwvouv tn oTedTwon MApopola Je ta Resveratrol/Sirolimus. H edappoyr éxel peydie
BUVATOTNTES 0T HELWOoT TOU Ypovou SLOAOYRC ot TpWTE oTddia g avakGAuPng dhapudkwy xal oty

TIPOYY TLOAAY UTIOGXOMEVWY EVWGTEWY VLA N ViVo SOKLUEC,




