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Ovopa Yrownowe Awdaktopog: Mapuavvae I'pivielaxn

Tpweine Emrponn:

o Toipryomyg Havayiomg, Kabnynme Awatoloyiag, latpikny Zyokn, EBviké ko
Kanmodotpaxo [Mavemotmpo Abnvav (Emprénov)

o  Kaotpitng Evetabog, Kabnymtig Ocpansvtikne/ IMaboroyiag-Oykoroyiag, latpikn
Zyoh, EOviko ko Kamodotprako TNavemomo Adnvaov

¢  Towreihdvn Ovpavia, Kabdnmipw Avocolroyiag, Tunue Biodoyiag, EBvikd ko
Kanodiotpuako [Mavemompo ABnvov

Tithog Awtpifig: «Merétn TOV pNyovicpov avrictacns otny avocobepamsia ot
aoBeveig pe kKokonOn opoToloyikd voopato»

Iepiinyn:

H avocobepansic pe kottapae CAR-T, povoxhovikd (mAbs) kat dedid aviicdpata
(BiAbs) £xet @éper emavaoctaon ot fepancio Tov Kapkivov, PeAtubvoviag CNUAVTIKG T
TOGOGTH OMOKPIGNG Kol owvolkng emPioong tov acBevdv He OPIGHEVOLG TOTOLG
QLATOMOYIKOV KokonBeidv, Omwg eival 10 moAlamAovv puélope Kot 1o AEPQOME non
Hodgkin. Tlapéio mov ot avocoBepuncieg avtég eival moAld VMOGYOUEVEG, LRAPYOLV
nepioOpe Pedtioons g amOTEAEGUATIKOTNTAG TOVG, KABME 1660 10 M0G0oTd TV acheviv
nov dgv amokpivovtan ot Bepaneicn 660 Kot avTdV Tov vroTpomdlovv petd tn Bepamsia,
napapével vymio. To yeyovog avtd sivonr mbavov va ogeiketon ot oyetildpevn pe v
acOéveln  duchettovpyi  TOV  GVOGOTOWMTIKOD — GUOTHUATOC, Kol  Kuplwg, oIy
AVOCOKATACTUATIKY £midpacn Tov pukpomepifarroviog (TME) mov Svoyepaiver v
anoteleopatikoTnta ™ Oepanciag. H mapovoa dwrpiff anockonel oty ektevn eEétaon
TOV  UNYOVICPUOV  avTioTaong oty avocobepaneia, eonidloviag otnv  avaivon g
aVOCOaTOKPIoNG Kot TNG Prodoyiag TeV KUTTApOV-oToYMYV, HE EMIKEVIPO TOVG acbeveig pe
Mpoopa non-Hodgkin kot pe mollamhodv pvéhopa, otoug omoiovg Oa yopnynfoiv
povoxkAwvikg (mAbs) 1 diewdwkd aviicdpata (BiAbs) wg povobepansin, kal twv omoimv 1o
npoadokyo {omg extipdtar mog Ba eivar Gve Tov 6 uvov. ZVYKEKPHEVE, 01 GTOYOL NG
Adaxtopikig Swtping eivat: 1) va peretnBei n ernidpaon g Bepaneing pe POVOKAMVIKA Kot
SlediKd avTIoOUATE OTNV IKAVOTNTA GmOKPIoNG TOL OVOSOTOU|TIKOV CUCTNUATOC. ©TO



TEPIPEPIKS aipo Kat oTo pKporeptBdrlov tov dykov, ot acheveig pe Aépgopo non-Hodgkin
Kot pe tordamhodv puéhopa kot 2) va tavtoromBoiv ot mapdpetpor mov oyetilovial pe my
amoTLyie TNG EMAYMYNS TOV GVOGOTOMTIKOY GUGTNUATOS 1| HE TNV EmakOAoLON advvopia
andkpiong ot Bsponeia. [ to okomd avTd. B cLAAeYBoVV deiypata meprpepikoD aipatog,
0pov, TAACHATOS KoL HUEAOD TOV 06TOV 1060 TP TV évapén g Bepansiog 660 Kkt oe
poKaDOPIGPEVES XPOVIKEG oTIYUES Katd NG didpkew g Bepaneing, £wg Kat 18 pnveg petd.
Oa ypnoonombovv S1GEopeg TPONYHEVES TEYVIKEG VIt TV UTAVINGY TOV EMCTNHOVIKOV
EPOTNUATOV, OMMG Eival 1) TOAVTEPAUETPIKN KUTTApopeTpia pofig Yy TV avdivon tov
AVOGOQAIVOTOTMY, 1 avoooictoynueie  yw Vv a&oAdynon 1oL AVOGOAOYIKOD
rkponepBariovtog Tov dykov oe FFPE delypoata puehod tov octov, n texviki) ELISA ya
mv afoldynon tov dwivtov smmédov BCMA kot 1 OT0TI0TIK  avaloon  tov
anotehespdtov. Ta sopuata g napodoag Awtpiic, Bu copfdiiovy 6ToV TPOGHOPIGUS
KOL TV KOTAVONon Kaiplov mopaydviov mov exnpedlovy Ty amotuyic TV GUYKEKPIHEVOVY
avocoBepancidv, mpokeévoy v avortoyfouv véeg otpatnyikég yw ™ Peitioon ng
AMOTEAECUATIKOTITOS QVTMV.
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Summary

Immunotherapy with CAR-T cells, monoclonal antibodies (mAbs) and bi-specific antibodies
(BiAbs) has revolutionized cancer treatment. significantly improving response rates and
overall survival of patients with certain types of hematological malignancies, such as multiple
myeloma and non-Hodgkin's lymphoma. Although these immunotherapies are promising.
there is room for improving their effectiveness. as both the percentage of patients who do not
respond to treatment and those who relapse after treatment remain high. This is likely to be
due to disease-related immune dysfunction, and in particular, to the immunosuppressive
effect of the microenvironment (TME) which hampers the effectiveness of treatment. The
current PhD thesis aims to comprehensively examine the mechanisms of resistance to
immunotherapy, focusing on the analysis of the immune response and target cell biology,
regarding patients with non-Hodgkin's lymphoma and muitiple myeloma, who will be
administered monoclonal antibodies (mAbs) or bi-specific antibodies (BiAbs) as
monotherapy, and whose life expectancy is estimated to be more than 6 months. Specifically,
the objectives of this PhD thesis are: 1) to study the effect of treatment with monoclonal and
bispecific antibodies on the immune system's ability to respond, in the peripheral blood and



tumor microenvironment in patients with non-Hodgkin's lymphoma and multiple myeloma
and 2) to identify the parameters associated with the failure of immune system induction or
the subsequent failure to respond to treatment. For this purpose, peripheral blood, serum.
plasma and bone marrow samples will be collected both before the start of treatment and at
predefined time points during treatment, up to 18 months afterwards. Several advanced
techniques will be used to answer the scientific questions, such as multiparameter flow
cytometry for immunophenotyping, immunohistochemistry to evaluate the tumor immune
microenvironment in FFPE bone marrow samples, ELISA technique to evaluate soluble
BCMA levels and statistical analysis of the results. The findings of this thesis will contribute
to the identification and understanding of key factors that influence the failure of specific
immunotherapies, in order to develop new strategies to improve their effectiveness.



