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TITIAOZ: MeAétn pnxaviopwv avriotaong tou anti-PD1 oe acBeveig pe peTaoctatikd
HEAGQvwHQ

NEPIAHWH NMPOQTOKOAAOY AIAAKTOPIKHZ AIATPIBHZ

Mia and T o emikivbuveg popdég kapkivou Ttou Séppatog amoteAel To peAdvwpa, To omolo
xapaktnpiletatl and peydAn petaotatikl tkavotnta Kat dlakpivetal oe Téooepa otddia avaAoya HE TNV
npdodo ¢ vooou. MAnBwpa petaldfewv éxel evoxomolnBel yia tnv évapén kat tnv eféAifn tou
HEAQVWHATOC ME TIG TIO YVWOTEG PeTaAAGEels va adopolv ta yovidia BRAF, NRAS, p53. Av kat ol
BEPAMEVTIKEG TIPOCEYYLOELS YL TNV QVTLUETWITLON TOU HEAavwpaTog otkiAouy, Ta teAeutaia xpovia n
avocoBepaneia amoteAel tnv mAéov umooxduevn Bepaneia évavit Twv @Mwv Bepamewwv. Ot
Bepancutikol otéyol Tou T KuTtapotofikoU aviyovou, CTLA-4 kal n MPWTIEivn TPOYPAUUATIOUEVOU
kuttapikol Bavdtouv-1, PD-1, eival ta mMpwrta MOVOKAWVIKA aviiowpata mou eykpiBnkav yia
Bepaneia Tou peAavwpatog kal éxouv Seifel Beapatikd amotedéopara. QoT6c0 UTapXouv ToAAol
aoBevelg, ot onoiot AapPavovrag avti-CTLA-4 rj avti-PD-1 cav povoBepaneia, epdavilovv avtiotaon
kat Sev punopolv va avranokplBouv otn Bepaneia. Mo ouykekppéva otnv avriotacn tou avii-PD-1
éxouv epurmhakel Siadopol poplakol pnxaviopol, Onwg PETAAAGEELS Kal arOpUBUITELS TwV pHovVOTaTIWY
NE WrephepdvNg TUMoL | Kat Tumtou |1, petaAAdgels ota povomndria MAPK, WNT kat oto poplo B2M.

Ikonog tne napovoag SiatpiPrg eival n Siepelvnon mBavwy UNXaviopwy kat popiwv mou uropel va
gumAékovtal otnv avtiotaon tou avti-PD-1 aoBevwv pe peAdvwpa, HE QMWTEPO OTOXO TNV Tubavr
gvpeon véwv Blodeiktwv. MNa To okomd autd, kal énewta and yparmtr ouvaiveon twv acBevav, Ba
yivetar cuMoyr] BloAoyikol UALKOU Kal QITOMOVWON TWV MEPLPEPIKWY HOVOTUPNVWY KUTTAPWY ToU
atlpatoc. @a akoAouBoEL XapaKTNPLOKOE KAl IOUOVWOT CUYKEKPLUEVWY KUTTaPLKWY TANBuouwy. Ev
ouvexela Ba yivel MOLOTIKOG KAl TOOOTIKOG TPOCSIOPLOHOS TNG EKDPAOTG CUYKEKPLUEVWY YOVISiwY,
avoooioToxnuikdg EAEYXoC NG ékdpaocns autwv KabBwg kal Tpoodloplopos Ekdppacng KAMOWwvV
TPWTEIVWY Tou opou. TEAOG, yla TNV epunveia Twy anoteAecpdtwy Ba mpayuatonownBel otatiotkn

enefepyaoia.



NAME OF PhD (DOCTORAL) CANDIDATE: Palli Eleni

APPONITMENT OF THREE-MEMBER COMMITTEE: 1) Gogas Helen (Supervisor)
2) Mantzourani Marina
3) Verginis Panagiotis

TITLE: Anti-PD1 resistance mechanisms research in patients with metastatic melanoma

ABSTRACT OF DOCTORAL DISSERTATION PROTOCOL

One of the most dangerous forms of skin cancer is melanoma, which is characterized by great
metastatic ability and is distinguished in four stages depending on the progress of the disease. A lot of
mutations have been implicated in the initiation and the progression of melanoma; the most
pronounced mutations are in the BRAF, NRAS, and p53 genes. Although therapeutic approaches in the
treatment of melanoma vary, in recent years immunotherapy is proving to be the most promising
treatment compared to other therapies. The therapeutic targets of the T-cell cytotoxic antigen, CTLA-4
and the programmed cell death-1 protein, PD-1, are the first monoclonal antibodies approved for the
treatment of melanoma and have shown spectacular results. However, numerous patients taking anti-
CTLA-4 or anti-PD-1 as monotherapy, have shown resistance and cannot respond to immunotherapy. In
particular, various molecular mechanisms have been implicated in the anti-PD-1 resistance, such as
mutations and deregulations in Interferon type | and type Il molecular signaling, mutations in the MAPK,
WNT and B2M pathways.

The purpose of this dissertation is to investigate potential mechanisms and molecules that may be
involved in the anti-PD-1 resistance of patients with melanoma, with a view to find potential new
biomarkers. For this purpose, and after a written consent form by the patients, biological material will
be collected and the peripheral blood mononuclear cells (PBMCs) will be isolated. Characterization and
isolation of specific cell populations will follow. Qualitative and quantitative determination of the
expression of specific genes, immunohistochemical assessment of their expression, as well as
determination of expression of certain serum proteins will then be performed. Finally, statistical analysis

will be performed to interpret the results.



