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Obesity is strongly assodated with pathologies such as insulin resistance and non-alcohelic fatty liver disease
(NAFLD}. The low grade inflammatory state present in obesity is a major component of the progression of NAFLD
non-alcoholic steatphepatitis (NASH), a disorder characterised by exacerbated hepatocellular injury that can lead to
fibrosls, drrhosls or even neoplasla. Although the study of Inflammatory mechanisms Implicated In the promotion of
hepatic lipid accumulation, liver damage and fibrosis is a major target of NASH research, very lite is known about
the celluler interactions amongst cells of the innate and adaptive Immunity as well as between immune cells and
parenchymal cells of the liver that lead to NASH development. Therefore, In the cumrent propasal, the applicant alms
to unravel the pathophysiological events that determine the interactions between parenchymal cells, innate immunity
and adaptive Immunity In the steatotic ver environment, by focusing on a major player of cell-to~cell communication
processes, the CD40/CD40L system. Our in vivo and in vitro preliminary data suggest that the CD40/CD40L duo has
2 predominant role in the hepatic immune-parenchymal cell crosstalk and thereby in the regulation of hepatic
steatosis and progression to NASH. To this end, we will utilize genetically modified mice, including mice with
hepatocyte- and myelold/macrophage cell-specific ablation of CD40, as well as mice with lymphocyte-specific
deletion of CD40L that will be assessed for diet-induced development of NAFLD and NASH. In addition, we will
thoroughly investigate the moleaular events (intercellular or intracellular) that are responsible for the (D40/CD40L-
dependent reguiation of steatohepatitls. We expect that these findings will significantly Improve our understanding of
the Inflammatoty cell Interplay In the Iiver during NASH development and may pave the way for novel therapeutlc
strategies to prevert obesity-related NAFLD and transition tp NASH,
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Ayannté KUpe Xat{nyewpyiou,

To Aowkntikd TupBodiw (AL} tng EAAnvikAG Etapelag MeAdtng Hrarog (E.E.M H.) glval, otnv guxdpiotn Béon
V(L GG EVNLEPWOEL STLTO £pEUVITIKG TP WTOKOAAG rov unofdAlate, petd and afoddynon and 3 avetdpinroug
KPLTEG Kal T JEAN tou A, I, tng E.E.MH,, npokplOnke petald twv dAAWY UnofAnBEvTwV MpwToKOAMIV Kl
ENopévwe Aappdavel ypnpatobdtnon twy (15.000€) dekanévre yabwv eupw.

H kataBoAr Twv xpnudrtwv Ba yivel pe paon Tov olkovollkd TtipolnoAoylopud rou &xete KoraBéoel. Ewbwotepa,
n karafodn Twv Xpnudrwy yu Ta vAkd mou Ba Xpnoluonown oy, Ba yivel pe tnv unofoln twv avricTolywv
TpoAoyiwy, énerra and afloddynon & éAeyxo autwv ard Ta |EAN tou Alokntikov ZupBouliou.

H ypnuatobétnon tng E.E.M.H. 8a nipérnel va avayvwplletal oe kd8e emwotnuoviky gpyacia nou Ba npokiPel
ano To NPWTOKOAAO autd (aVaKOLVIWOEL, OTIOU KaL av yivouv, AN pelg BnUocLevoeLs, kaBwe Kal S15aKTopkes
SwatplBéc). Ava Suaotna EEL nvu, kaBwc kol onowadrinote otyun oag IntnBei and to Aowkntikd Zuppolio
¢ Etaipeiag, Qa ipénel va unopadietal otnv E.E.M.H. ouvoAKOg amoAOYLOUOS {OKOVOLLKOC, ETILOTNLOVLKNG
Suiyuonc KoL arnoteAEoUATWY) OE NAEKTPOVIKN Kal Eviurn popdr, npokeliévou va aflodoyeital and tnv EEMH
n nopela g epguvnTiktig Spaotnpidtnmag.

To ypovoSidypapupua nou €xeL untoPAnBel otnv mpodtaon oag Ba mpemel va tnpeital Tuotd. Ze Swadopetiki
nepintwon oag evnuepwvoupe nwg to AX, Ba Ppebel otn Suodpeotn katdotaon vo Swaxkdper
xpnpartobotnon. Ma tnv unopoAn tou amoAoyiouoy ava efaunvo, Ba oag anootalei elb6iké Eviumo amnd v
EEMH.

Iag euxaploToUpe moAl Kal oag cuyxalpoupe yix tTnv unofoln authg tng eEalpetne epeuvnTiKrg MpoondOeLac,
nou eipacte BéPawoL 6t Ba cuppdiel otnv npdodo Tng Hratohoylag otn Ywpa pag.

Me rmoAA£é¢ euxég yux KAAH ANAITAZH,

O NPOEAPOZ O TENIKOZ TPAMMATEAZ
Ka®nyntri I'. Nanadeobwpibng Av. KaBnyntic E. XoAbykitag
Toiag Ty 4l 18 Softas Sliman T, 2106748561
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