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Abstract

Hepatocellular Carcinoma (HCC) is a leading cause of death and accounts for ~80% of
cases of liver cancer worldwide. Because there are no biomarkers that allow the early diagnosis,
HCC is diagnosed at late stages when the tumor is developed enough and is resistant to
chemotherapy. The liver is characterized by an immunosuppressive environment and due to this
environment, liver is prone to HCC development. Once HCC is developed, the function of
immune cells that fight the tumor such as dendritic cells, natural killer cells, helper and cytotoxic
T cells is suppressed while the function of regulatory T cells and myeloid- derived suppressor
cells is enhanced. However, the role of Natural Killer T cells (NKT) is not known. SMYD2, a
protein lysine methylotransferase, is found to de upregulated in HCC and is associated with poor
prognosis in patients with HCC. We will use genetic models that lack or overproduce NKT cells,
to investigate the role of NKT cell in chemical-induced HCC (DEN) that recapitulates the
development of human HCC. In addition, using mouse model which targets Smyd2 expression in
T cells we aim to unveil the molecular circuits that shape the function of both NKT cells and
other T cells populations in HCC upon Smyd2 depletion. By defining NKT cells biology in HCC we
will open new avenues in development of targeted immunotherapies.
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MepiA

To Hratokuttapwkd Kapkivwpa (HKK) givar pla kUpua awtio Bavdtou kol amotelel
nepimou 1o 80% MEPUTTWOEWY KAPKIVOU TOU NIATOC MOyKOOHIWwG. AuTO cupBaivel S1oTL dev
urtdpxouv BLodelkteg mou va EMLTPEMOUY TNV Eykaupn didyvwon, pe anotéheopa to HKK va
Suayyvwoxketal oe petayevéotepa otddia ota onola 0 Oykog £xel avartuyBel apkeTd kot eivat
avBekTIkOC o€ ¥nueloBepaneiec. To frap yapaktnplletal anod éva avoooKATECTAALEVO
neptpariov kat e€attiag autou Tou neptPdAAoviog, To frap ival EMLPPENEG OTNV avanTuén Tou
HKK. MoALg to HKK avarnttuxBei, n Aertoupyla Twv KUTTApWY TOU AVOGOTOLNTIKOU GUATHLATOG
nou Spouv evavtiov Tou Oykou Onwg devdpiTika kUTTapa, duoika dovika kUTTapa, fondntikd
KOl KUTTOPOTOEKA T KUTTOPX KOTOOTEAAETAL EVI) N AELTOUPYIX TWV pUBHLOTIKWY T KUTTAPWV Kal
TWV HUEALKWV — TIPOEPXOHEVWV KATAOTAATIKWY KUTTApwV gvioxVetal. Qotooo o podhog Twv
Quowwy Qovikwv T kuttapwy (NKT) Sev eivan yvwotdg. H SMYD2, pa mpwteivikn
peBulotpavodepdon tng Avoivng, éxel PpeBel 6TL unepekdpaletal oto HKK kat oxeTiletal pe
KoK Tpoyvworn o€ acBeveic pe HKK. Oa xpnolponotiooupe poviéha Ta onola Sgv mapdyouv
unep-napdyouv NKT kUTtopa, yia va Sitepeuvrioouple Tov poAo Twv NKT kUTtapa o€ Eva Xnptkd
enayopevo HKK to omolo pupeital tnv avantuén tou avBpwrivou HKK. EmumAéoy,
XPNOLUOTIOLOVTAS VO HOVTEAD TIOVTLIKOU, TO Onolo oToXeVEL TNV Ekdpacn tng Smyd2 ota T
KUTTAPQ, OTOXEVOUHE VO antokaAUPOUHE Ta pHopLakd Siktua Ta onola epnAgkovial otnv
Aettoupyia Twv NKT kuttdpwy kabBwe kat dAAwv T kuttapwy oto HKK peotd and éAAeupr g
Smyd2. OpiZovtag thv Blohoyia twv NKT kuttdpwy oto HKK, Ba avoifoupe véeg Suddoug atnv
AVANTUEN OTOXEUUEVWY aVOo0BEpameLwy.



