Ofua Aaktopkic AlatpBnc: Nepapatikn peAétn g Spdong tou atezolizumab oe

AELOHUOCUPKWHATA KAl AUTOCOPKWHATO
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H avoooBepaneia anotelel éva véo OmA0 0T dapétpa Katd Twv Kapkivwy Kal EXEL SWOEL
ONUAVTIKG anoTeAéopata. Apa €VIOXUOVIAG TO AVOOOTONTIKG OUOTNHA TwV AoBEVWV pE
okomé autd va EeSOVIWOEL Ta KOPKWIKA KUTTapa, Kuplwe péow NG Siéyeponc
KuTtapotodikwy  T-Aepdokuttdpwy. Ta TO EUPEWG  XPNOLUOTOOUMEVA  appaka
avoooBepaneiag avikouv otnv Katnyopia Twv QvaoTOAéwv Twv ONUEIWV avootakol
eAéyxou, Onwg TO atezolizumab, éva povokAwvikG evatiowpa évavit tou PD-L1
(programmed death-ligand 1). ExelL eykpBei otov oupoBnAiakd kapkivo, otov upn
HIKPOKUTTAPLKO KapKivo TOU TIVEUOVA KAl OTOV TPUTAG apvnTIKO Kapkivo pactou.

O MpwTeg andmelpeg Xprong avactoAéwy onpeiwv avoolakol eAéyxou wg povoBepaneia
0t un eneypéva oapkwpata dev ATav MOAU EMUTUXELS, EVW ONUELWBNKAV UEMOVWHEVEC
QVTOQMOKPIOEL O KAMOWUG UTOTUTIOUG. EXOUV YIVEL KOl OMOMEWPES OUVSUACHWY
avoooBepaneiag pe Mo evBappUVTIKG AMOTEAEOHATA, EVW APKETEG MEAETEC Elval oe eEEALEN.
To atezolizumab dev €xel alohoynBel o capkwpata, €kTOg and pia pkpr HEAETn oe
KU EASIKS oapkwpa HoAaKwY Hopiwy.

Ta Autooapkwpata Kal AEOHUOCAPKWHATA EXOUV  OXETIKG udnAolc Prlodeiktec
avoooBepaneieg ot S1apopeg HEAETEG, OMWCE N AVOCOIOTOXNMIKY EKDpacn TNE MPWTEIVNC
PD-L1. Entiong, éxet avadepBel 6TL Ta CapKWHATA PE OUVOETEC YEVETIKES QVWHAALES OMWE Ta
Aslopvooapkwpata embeikvoovy LPnAd enineda 5inBolVIWY TOV ByKO AEUPOKUTTAPWVY.
EnutAéov ta Autocapkwuata éxouv Bpebel va éxouv to udbnAdtepo doptio petadfewv
(TMB) petagl twv oapkwpdtwy pahakwy popiwv kat éva uPnAé mooootd Sopudopikic
aotaBeiag (MSI).

AapBavovrag undn v éNewpn Sedopévwy tou atezolizumab ota capkwpata paAaKwY
HOpiwv Kat TNV avdykn yla VEEG OUOTNUATIKEG Bepaneieg, BeAfoaue va SLEPELVIICOVHE TNV
Spdon tou Pappakou OTO AELOHUOOAPKWHA KAl AUTOCAPKWHA MOVO TOu KaBwe Kal o
ouvbuaopo pe ta dappaka trabectedin, doxorubicin, dacarbazine kat pazopanib. Ze npwtn
¢ddon Ba SOKIHAOTEL OF KUTTAPLKEG OELPEG AELOUUOCAPKWHATWY Kal ATOCAPKWHATWY TOU
EMMOPiOU, HEOW SOKLUAOIWY KUTTAPIKOU TTOAAQTMAQOLAOHOU KAt KUTTapoTofkotnTac. Z& pia
npoondBela va ektpnBel n Spdon twv papudkwy ev GYEeL Tou pikponeptBAAAOVTOC Tou
oykou, Ba avantUgoupe eniong Tplodldotate kuTtapokaAAépyelec. MNa tnv evioxuon twv
QMOTEAECUATWY, UMOPEL VL IPAYHATONOLOOUE Kal in vivo melpdpata oe NOD/SCID piec
ywa va dnuovpynBolv xenografts pe tig npoavadepOeioec oepéc, ota onoia Ba eveBolv
avBpwrmiva Aevkokitrapa and nepipepikd aipa (humanized mice). Eniong, ot Siadopot
Blodeikteg avoooBepaneiag Ba peAetnBolv mbBavétata os avBpwmniva Seiypota acbevwv
HE AELOHUOCAPKWHATA KAL AUTOCAPKWHATA.




Immunotherapy constitutes a new therapy in the armamentarium against cancers with
remarkable results. It induces the activation of the patient’s immune system in order to
attack cancer cells, mainly through activation of cytotoxic T lymphocytes. The most widely
used drugs belong to immune checkpoint inhibitors (ICl), such as atezolizumab, a
monoclonal antibody against PD-L1 (programmed death-ligand 1). It is approved in urothelial
carcinoma, non-small cell lung cancer and triple-negative breast cancer.

The first attempts of ICI monotherapy in unselected sarcomas were not very successful,
whereas some isolated responses were noted in some histotypes. Combinations of
immunotherapy have also been attempted leading to more encouraging results and many
trials are ongoing. Atezolizumab has not been evaluated in sarcomas, apart from a small
study in alveolar soft part sarcoma.

Leiomyosarcoma and liposarcoma exhibit relatively high levels of immunotherapy
biomarkers in the different studies, such as the immunohistochemical expression of PD-L1
protein. In addition, it has been reported that sarcomas with complex genetic aberrations
like leiomyosarcomas exhibit high levels of tumor-infiltrating lymphocytes (TILs).
Furthermore, liposarcomas have been shown to harbor the highest tumor mutational
burden (TMB) among soft tissue sarcomas and a high incidence of microsatellite instability
(MSI).

Given the lack of data on atezoliumab in soft tissue sarcomas and the unmet need for new
systemic therapies, we want to investigate atezolizumab efficacy in leiomyosarcoma and
liposarcoma as monotherapy, as well as in combination with the drugs trabectedin,
doxorubicin, dacarbazine and pazopanib. It will be tested initially in leiomyosarcoma and
liposarcoma cell lines, through cell proliferation and cytotoxicity assays. In an attempt to
evaluate the drugs activity in view of the tumor microenvironment, we will also establish 3D
cell cultures. To strengthen the results if the in vitro experiments, we may realize in vivo
experiments in NOD/SCID mice to establish xenografts derived from the above cell lines,
which will be injected with human leucocytes (peripheral blood mononuclear cells) to
generate humanized mice. Furthermore, immunotherapy biomarkers will probably be tested
in human leiomyosarcomas and liposarcomas tissues from patients.




