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HEPIAHYH EPEYNHTIKOY YXXFAIAYXMOY THY AIAAKTOPIKHY ATATPIBHX

To avocomoTikd GOGTNUO, £xOVTaS O1TTO POAO otV TaHoyEVELD TOV KOPKIVOL, APEVOC dPOVTOG
TPOCTATELTIKG £VOVTL TOV KOPKWVIKOV KLTTAP®V KOl OQETEPOL Tpodyoviag TV &vapén kot e£éMEn g
KOPKIVOYEVEST|G, £XEL AMOTELECEL AVTIKEILEVO €EEXOVTOG EVOLAPEPOVTOC KOl LEAETYG Y10 OPKETEC OEKOETIES KO,
Ta. TElevTain XpOVID, 0 KAGSOC TNG avoocoAoyiag tov Kopkivov Ogiyvel toydtatn e&éMén pe v avamtuén
Oepomel®v TOV EVIoYHOVV TNV 0VOGOAOYIKT ATAVINGT) TOV OPYUVIGUOD EVOVTL TOV KAPKIVIKGOV KUTTAP®V.

[T ovykekpéva, o kapkivog g tpaynrompoconikng ydpag (HNC) (ue 1o 90% va amotehodv
KopKvopoato ornd to TAaKkddeg emtnito — SCCHN) Aapfdvel wdwaitepn mpocoyn 66ov agopd TN BepamevTIKn
OVTILETOTION, HE TNV 0vOocoBepamevTIKn TPocEyyion oloéva va kepdilel £6apoc, apov amotelel Tov €KTO
ovyvOTEPO Kopkivo maykoopimg, pe TNV Tevtaet ] emPioworn vo TOPOUEVEL YOUNA TOPA TG TOIKIAES
Bepamevtikég pHeBOOOVE AVTILETMOTIONG, Ol omoieg, emmAfov, emnpedlovy KOTA TOAD Tr VOONPOTNTO KOl TN
OvnToTo TOV 060EVAV.

"Exer pavel og peréteg, 011 | avrandkpion oty avocobepaneio eCaptdtor and 1o yevetikd vofadpo
OV OYKOV, gv@d 1 TPOyvwor oyetiletor pe ) dmbnon tov dykov amd Agppokvttapa (TILs). To kopkivikd
KOTTOPO OAANAETIOPOVV, KUPIWE, ME TO AEUPOKVTTOPO GAAG KOl UE TO AOITA GLGTOTIKG TOL OLVOGOTOUTIKOD
GUGTALOTOC, LE OKOTO VO KATAGTEIAOVY TNV 0VOGOAOYIKT avTIOPaCT), TNV OTTOi0, O OPYAVIGHOG VTOKIVEL EVAVTIOV
tovg. ['ivetal, Aowmov, caeég OtTL pe TNV avaoToA] avtod Tov €ldovg G aAAnAenidpaocng KaboTaToL EPIKTN M
EVIOYLON TOL AVOCOTOTIKOD GUCTHLOTOC EVATL TV KUPKIVIKGV KUTTAP®V Kat, EW01KOTEPO, £x0VV 10N €yKp1Oel
a6 tov FDA avactoleic g PD-1 kot evO¢ HOVOKAGVIKOD OVTIGMUOTOS £VAVTL TOL VITOO0YEN TOV OVENTIKOD
emdeppudkov mapdyovia (EGFR) yu ypion oty khvikn mpaén.

2V Tapovca EPELVNTIKN TPOTACT), Bol S1EPELVIGOVLE GE 16TOTAOOLOYIKA detypata amd avOpdOTIVOUG
OYKOLG KOPKIvoy NG TpayNAOTPOCOTIKNG YDOPaS (CUYKEKPIUEVE KOPKIVOUOTO 0O TO TAOKDOOES EMBNAL0 TOV
AGpLYYQ, TG YADOOOS Kol TV ¥EEW®V) TOov mapeAn@dncoav petd amd yewpovpykn emépfoom, Hio opdada
AVOGOYOVAOV/ 0VOGOKOTOOTUATIKOV OVILYOVOV TOV eKQPAlOVTOL OTA KOPKIVIKG KVUTTOPO KOl GTO KOUTTOPO TOV
AVOGOTOMTIKOD GLOTNUATOS 7oL dNbovv 10 oTpdua Tov Oykov (tumor infiltrating immune cells/ TIICs),



YPTOULOTOIOVTOS TIC TEXVIKEG TNG OVOGOIGTOYNMUEING. ZTN GUVEYELN, TO OVOGOAOYIKO TPOoPiA Twv Oykwv Oa
GUGYETIOTEL UE YOPUKTNPLOTIKA TOV UIKPOTEPIBAAAOVTOG TOV OYKOV TTOV EVEXOVTOL GE OLAPOPES OPACTIPLOTITESG
mov Aappdvovv ymdpa e avtd, Om®G 1 LVHoSio Kot TO OEEOMTIKG Stress, 1 oyYELOYEVETIKN KOl OLTOMAYIKT
dpactnprotnto. H ototiotikny ovéAlven kKot 1 TPOETOWOGiO KOl 7TOpOLCiaon TOV ypoenuitov O
mpaypatorombei pe t ypron katdAiniov Aoyiouikov (GraphPad PRISM 7.0).

2KOTOC €ival 1 KOTavonon TOV UNYAVICUOV TOL EUTAEKOVTOL GTO WKPOTEPIBAALOV TOV GYKOL Kot 1
gvpeon mOavdV mopepPdoemy Pe GTOYO TN UETOTPOTN OVTOV ONO «AVOGOAOYIKE AOPOVEC) GE «UVOGOAOYIKA
evepyd». To yeyovog ovtd eivor 10104TEPA GMUOVTIKO Yo TN CLPPIKVOCN KOL TOV EAEYYO TNG TOMKA
TPOYWPNUEVIC N LETAGTOTIKNG VOGOV, GALG KO Y1 TNV €EAAEYT] TG MKPOUETOCTATIKNG VOGOV, TOpUTELVOVTOG
mv eniPioon tov acBevadv. O cvvOVACUOS OVOGOAOYIK®MY Oepamel®y HE TOPAYOVIEG TOL GTOXEVOLV CTINV
Vto&i0/0EEBMTIKG stress UTOpel Vo TPOCPEPEL KAADTEPH OMOTEAECUATO OO TIG NHON YPNCULOTOLOVUEVES
KutTopoTo&ikég Oepaneies.
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SUMMARY OF THE RESEARCH PROTOCOL - DOCTORAL THESIS

The immune system, having a dual role in the pathogenesis of cancer, acting protectively, on the one
hand, against cancer cells, and promoting the onset and development of carginogenesis, on the other hand, has
been the subject of great interest and study for several decades and, in recent years, the branch of immunology of
cancer shows a rapid progress in the development of therapies that enhance the body's immune response to
cancer cells.

More specifically, head and neck cancer (HNC) (with 90% of them being squamous cell carcinomas
— SCCHN) receives special attention in terms of treatment, with the immunotherapeutic approach gaining more
and more ground, as it is the sixth most common cancer worldwide, with the five-year survival rate remaining
low despite the variety of treatments which, in addition, greatly affect patients' morbidity and mortality.

Studies have shown that the response to immunotherapy depends on the genetic background of the
tumor, while the prognosis is related to the infiltration of the tumor by lymphocytes (TILs). Cancer cells interact
mainly with lymphocytes, but also with some of the other components of the immune system in order to
suppress the immune response, which the body stimulates against them. It is, therefore, loud and clear that
inhibiting this type of interaction makes it possible to boost the immune system against cancer cells and, in
particular, PD-1 inhibitors and a monoclonal antibody against the epidermal growth factor receptor (EGFR) have
already been approved by the FDA for use in clinical practice.

In the present research thesis we will immunohistochemically investigate a group of immunogenic /
immunosuppressive antigens/proteins that are expressed in cancer cells and in the immune cells infiltrating the
tumor stroma (tumor infiltrating immune cells / TIICs) in histopathological samples of surgically resected head
and neck tumors from human patients (specifically squamous cell carcinomas of the larynx, tongue and lips).
Subsequently, the immune profile of the tumors will be correlated with the expression of molecules present in
the tumor microenvironment and being involved in various activities that take place in it, such as hypoxia and
oxidative stress, angiogenic and autophagic activity and others. The statistical analysis and the preparation and
presentation of the graphs will be performed using the appropriate software (GraphPad PRISM 7.0).



The aim of the project is to understand the possible mechanisms involved in the tumor
microenvironment in order to propose interventions that would transform an “immunologically inactive”
microenvironment to "immunologically active". This is particularly important for the remission and control of
locally advanced or metastatic disease, but also for the elimination of micrometastatic disease, thus extending
the patients' survival. The combination of immunological therapies and agents targeting at hypoxia / oxidative
stress can offer better results than the cytotoxic therapies already used.
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