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Iepiinyn

YKOTOG: 1 TAPOLGINGT) TV GTUSIMV KOl TOV CUUTTOUATOV TOL KAPKIVOL TOV VEQP®OV
Kol ot OBéoiueg BepamenTiKée emAoyEC. AkOuT, avaAdETAL O POAOG TOV VOGNAELTH
o1 PPOVTIdn TOV acheV] TOL TAGYKEL AMO KAPKIVO TV VEPPDOV KOl Ol OTOLTOVLUEVES
VOoNAELTIKEG TapEUPACELC.

Yo kor péBodoc: mpaypatomomOnke Piploypaeikny avalnmon oe Oebveig
EMOTNUOVIKEG PACES e OKOMO TN GLAAOYN OEOOUEVOV GYETIKO HE TN VOGO TOV
KOPKIVOL TV VEQPOV.

ATOTELEOPOTO: O KOPKIVOG TV VEPP®Y 0V TOPOLGLALEL GO auTloAoyia, YEYOVOS
nov duoyepaivel T didyvmon tov. H Bepanevtikny aviyetnion, n onoia kabopiletan
avdAoyo LE TOV TUTO TOL KOPKIVOL Kol TO GTAO0, TEPIAAUPAVEL TNV XELPOLPYIKN
apOIPEST) TOL OYKOV KOt TNV GLVTNPNTIKT Oepameio.

Yopumepacpota: To T0c0otd EMPiwong TV achevdv Tov TAoYoVV and KAPKivo TmV
veppmv £xel avénbel Ta tedevtaio xpovia, Eved 0 POLOG TOV VOOAELTY Gg OAN TNV
mopeia TG acBévelag, amd ™ ddyvoon €wg 1t Oepameion g, eivor kaBoploTikng

onpaciog yi v mopeia g vyeiog Tov acOev.

AEEEIC-KAELOA: KAPKIVOG TV VEQPP®V, GTAOI0MOINCT KAPKIVOL TV VEQPP®OV, POAOG

VoonAELTY.
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Abstract

Purpose: the presentation of the stages and symptoms of kidney cancer and the
available treatment options. The role of the nurse in the care of the patient suffering
from kidney cancer and the required nursing interventions are also analyzed.

Material and method: a literature search was conducted in international scientific
databases in order to collect data on kidney cancer.

Results: Kidney cancer has no clear etiology, which makes it difficult to diagnose.
Treatment, which is determined by the type of cancer and the stage, includes surgical
removal of the tumor and conservative treatment.

Conclusions: The survival rate of patients with kidney cancer has increased in recent
years, while the role of the nurse throughout the course of the disease, from diagnosis

to treatment, is crucial for the course of the patient's health.

Keywords: kidney cancer, kidney cancer staging, nurse role.
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Ewsayoyn

H avénon 1ov m0cocTtol U@AvIong ToV KOPKIVOL TOV VEQPAOV To TEAELTAIN
YPOVIOL OPEILETOL GTOV GUYYPOVO TPOTO (NG TOV avOp®OT®OYV, OTOL TO KATVICUA, TO
avOLYIEVO PayNTO KO TO AyY0S KuplapyovVv 6TV Kabnueptvotnta.

210 apyKd 6TAd10 TG VOGOV GTAVIN VITAPYOVY GUUTTMUOTO, KOl L TE UTopel
vo UV ekTiunBovv, 0mmg €va enelc0dt0 aaTtovpiog N Eva aicOnua Papovg de€id 1
aplotepd amd t péon. H aviyvevon kot n otadiomoinon tov yivetar pe v xpnon
OTEIKOVIOTIK®V HeBOd®V Kot 01 dtaféaipeg BepamenTikéc emAoyéc meptiapuBdvouy v
YELPOLPYIKN Beparmeio Kot TN HEPIKT 1] OAIKY] VEQPEKTOUN KOl T CLVTNPNTIKY Oepameio.

O pdAog TOV VooNAELTN givar W310iTEPO GNUAVTIKOG Y10 TNV TTOPEia TG LYEiNG
oL a.oBevi) Ko TEPIAAUPAVEL TN GLUUUETOYN TOV GTNV OAN OladtKacio omd T didyvoon
€m¢ ko TV taom omd v acHévela.

XKomdg TG TOPOVCOG TTVYOKNG EPYOGIOG MTOV 1] TAPOLGINCT) TOL KOPKIVOL
TOV VEPPOV KOl 1 0VAPOPH GTO CUUTTAOUATA, TN O1dyvmon, To oTad Kot T Ogpameio
¢ vocov. EmimAéov, n epyacia mapovctdlel To pOAO TOV VOGNAEVTY] GTOV KOPKIVO TV
VEPPOV amd TO OTAO0 NG ddyvmong uéxpt kol tn Oepameion Tov acbev 1 v

VROGTHPIEN TOV GTO TEAMKO GTASL0 TNG VOGOU.

[5]



A Mépog
1. Avatopio veppov

1.1 Ovvegpoi

Ot veppol eivar Opyava Tov avBpdOTIVOL GOUATOC TOL PPIicKOVIOL GTOV
omicomepltoviakd YMPO eKOTEP®OEV TNC 0CELIKNG HOTPOG TNG GTOVOLMKNG GTHANG,
LE TOV KAT® TOAO TOL VEPPOV Vo PTAVEL PEYPL TOV 30 00PLIKd omdvdvro. To oyfua
TOV VEPP®V HO1ALEL pe YN0 @acoA00 pe To Bdpog Tov ke veppov va ivor mepimov
120-300gr, to unkog 10-12 exatootd, T0 TAATOC 5-6 EKATOCTA KO TO YOG 4 EKOTOGTA

(Netter et al., 2014).

ANATOMIA NE®PQN

vedng
x0ya
PAOIK, .

NE@pxog
xoAnog

Negpur)

oAeha
Koo

Meilwv
xaluxac

Eiwxova 1: Avarouia veppav (Netter et al., 2014).

Ot veppol amoterovvTon 600 ETPAVELES, EEMTEPIKA OO TNV PAOIDOON {dVn oV
TEPALAUPAVEL TO, CTEIPALOTO KOl OPKETE TUNLOTO TOV COANVAPLOKOD GUGTHLOTOS KO

1 omoin JIEIGOVEL GTO HVEAD Kot dNUIOVPYEL TOVG VEQPIKOVG GTUAOVS Tov Bertini kot
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E0MTEPIKA amd TNV HLEA®ON {dvn mov amotereitor and apkeTovg VEQPLUKOVS AoBovc

kot oynuotiCet 8 — 12 kwvoedeic meproyés, Tic veppikés mopapideg (Netter et al., 2014).

Eiwxova 2: Avarouixn Asitovpyia twv veppayv (Netter et al., 2014).

H xopua Aettovpyia g @roiddovg (dvng elvar 1 omepapatikn dmbnon, n
COAMVOPLOKY ETAVOPOENOTN KL 1] COANVOPLOKT OTEKKPLOT, VO 1 KOPLo Agttovpyio

™¢ puedddovg Cdvng eivar | cupmdkveoon Tov ovpov (Netter et al., 2014).

1.2 llopaomepapaTiKy) GVGKELN

H nopoonepopatiky cvokevn amotedel Eva HIKPO evOOKPIVIKO OPYOVO TOL
VEQPP®VA, 1 OTO10L AEITOVPYEL G AVIYVELTNG TNG EMOPKOVS OLUATOGCNG TOVG Kol EKTILA
Tov OyKo Ttov aipatog mov kvkhoeopel. Evtomileton otnv ayyswokr mOAN Tov
OTEPANATOS Kot amoTeEAEiTaL amd TO EEMOMEPALATIKO LEGAYYELD, TNV TUKVY KNAida,
TO TEMKO TUNLLO TOV TPOGAYMYOV OPTNPLOIOV [LE TA PEVIVOTTOPAYMYE KOKKMOT KOTTAPOL
Kol Omd TO OpyKd TUAUO TOL amoywyod aptnpwiov. Baowkn Asrtovpyia g
TOPACTEPALATIKNG GUOKEVNG €lval 1 Topoywyn K EKKPLon G pevvivig and to

KOKK®OOT KOTTOpO TPog Tov e€mruttapikd evordpeco xopo (Richard et al., 2015).

[7]



1.3 Ayyeimon TV veQp@OV

H veppwkn apmpia dopeiton otig pesordfieg aptnpieg mov gvromifoviot péca
OTOV (AOL0 OVAIESO GTOVG KOAAVKEC. XTO onpeio avapeso oTov AOL0 Kol HVELD Ol
HecoAOPiec aptnpieg dtoupovvror oe Tooeldeic aptnpieg, ol omoiec dtokAadilovion o
necoAofioteg aptnpieg (Richard et al., 2015).

H poedddng poipa givar 1o pdévo onpeio 6mov dev eigépyovran aptmpies. Ta
TPOCAY®YE apTnPidiol TV GTEPAUATOV TPOEPYOVTOL amtd TIC LeGOAOPIdIEG apTnpieg o1
omoieg To GLVOEOLV LE TO OTEIPA, LE TNV TOPOYN TOV OHHOTOS OTIC TEPLOYES TNG
PAOIDO0VG KOl LVEAMOOVS LOTPOG VL TPOEPYETOL OO TO, LETACTELPOUOTIKO OITOLy®YEL
aptnpiowa (Richard et al., 2015).

Avalhoyo pe v meployn mov Ppiockovtar Slokpivoviol OTO Aoy @yUKd
aptnpidlo TG TOPAUVEADMOOVG HOIpaG, TO OTOl0 AVTITPOGMOTEVOVY T TPOPOPOHPL
ayyeio Tov poehov mov drakiadilovtal oe evbeia Katiovta gvbeio aptnpiote aAAG Kot
aptnpida wov PBpickoviar otov EA010. OAn avt) 1 doun TV aptpdiov onuovpyel

10 TPLY0eWKO TAEY U ayyeiwv Tov eAolov (Richard et al., 2015).

1.4 Nevpa tov ve@pav

Ot veppoi cuvdEovTaL [LE TO CLUTAONTIKO VEVPIKO GUGTNUA LEGH TOV VEVPIKADV
WOV KOTA UNKOG TOL TOYMUATOS TNG VEPPIKNG apTNpiog otV TEPLoyn Tov £ Y1ThVva,
LLE TOL TEPIOCOTEPA VEPPIKE VELPO VO EVTOTILOVTOL GTA TOYYMUATO TG VEQPPIKNG TVEALOL
(Richard et al., 2015).

Ot amaywyéc veppikés tveg EEKvOUV amd TO VEPPO Kol HECH TOV OTAYOYDV
CLUTOONTIK®OV VELP®VY KATAAYOUV Gt poylaio yayyAo. Ta epedicpata petapépovral
OUOTAEV PO KATA KOG TNG OTOVOLAIKEG GTHANG OTLLOTOS0TMVTOG TO KEVIPIKO VELPIKO

cvotnpo oAAG kot To etepdmAgvpo veppo (Richard et al., 2015).

1.5 Emwvegpiow

Ta emvepida eivor Eva evookpvikd Opyavo Tov EKKpivel oppuoves katevbeiov
otV KukAo@opia Tov aipatog. O ke adévag €xel fapog 7-8gr ki evromilovtot Tave®
amd TOVG VEPPOVS GTOV OTICHOTEPITOVIOKO YMDPO 1) OTNV EGMOTEPIKT EMLPAVELD TOV (VD

TOL®V ToVG (PovvTag, 2015).
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1.6 Avotepn amoyETEVTIKI poipa

H avo aroyetevtikn poipa meptlappavel  veppikn THEAO KoL TOV OVPNTHPO.
H veppikn] mbehog €xel oynua yodvng Kot Ppioketol 6TO0 £0MTEPIKO TOL VEPPOV.
[Tpoekteivetar oTov ovpnipa Kot fon0del LEG® GLGTAGEW®Y TNV LETAPOPH TV OVP®V
a0 TO VEQPO GTOV OLPNTNPA KoL TEAMKA GTNV ovp10pa.

Oocov apopd Tov ovpntipa ivar £vag tvopvdong coinvog unkovg 22-30cm
oL ywpiletal og dVO PUEPN KOl EVOVEL TO VEQPO UE TNV 0vpoddyo kvotn. Kabe veppd

etvat ouvoedepévo pe vav ovpntipa (Govvroag, 2015).

1.7 Kat®@tepn amoyeTeuTIKI poipa

H xatotepn amoyetevtikny poipa meptiapfavel v ovpoddyo KHGTN Kot TV
ovpnBpa. H ovpoddyog kdotn givar Eva Koiho poddec dpyavo pe péyebog mov moukidiet
avéroya pe tnv TAnpdtTa 6. Evionmiletatl 610 méve uépog e mueAKng KOhOTnTog
Kol amoTeEAEiTOL KUPIOE amd Aglo pv Kol KOAAQYOVO Kal, 6 TOAD puKpOTEPO Padud,
eraotivn (Povvrag, 2015).

To oynua ™g gival oxnuo Tpiymvov TETAAOV, LE T TOYMUATH TG OVPOSHYOL
KVOTNG EMTEPIKE VO OTOTEAOVVTOL OO £VOV AETTO VMOT YLITAOVA, EVOV LLIKO YITOVOL
Kol €6OTEPIKAE and PAevvoydvo. Otav 1o TeEPLEyOUEVO TG 0VPOSOYOV KHGTNG PTAVEL
ota 200-300ml dieyeipovtar o1 TacE0DTOS0YEIS [LE ATOTELECLO TNV EUPAVIOT OVAYKNG
Y. o0pnon, eved ota S00ml yivetor cOoTOoN TG HE OMOTEAEG O TNV OmEAELOEPOON

TV ovpwv (Povvtag, 2015).

2. ®vo10A0Yio TOV VEQPAOV

H ocwot) Asrtovpyio tov veppodv meptlapPdvel tn cvveyn pon Kot To
QUATpdpiopa aipatog 1 oroio dtadikacio avty cVUPAivEL 6E KPOSKOTIKO EMITEDO A0
TO, VEQPIKG coUATI, To. omoio To kabéva omoteleital amd éva omeipopo Kol pio
Kkéyovia Bowman (Gerich, 2010).

Ot veppol Satnpodv éva otabepd OyKo kot pio otabepn ovoTOo OTO

AV UATO. TOL AVOPOTIVOL COUOTOC, EEICOPPOTAOVING TVYDV JOKVUAVOELS Tovg. Ot
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Aertovpyieg TV veppdv dtakpivovtol oTig €Ng Katnyopies: puOUIGTIKES, OTEKKPITIKES
ka1 ovhvOeoT opuovaV Kat evepyomoinomn avevepymv eviopwv (Gerich, 2010).

Me 11¢ puOuocTtikég Asttovpyieg Tov 0 veppdc dratnpel otabepd Tov YKo Kot
TV o00TaoN TOV SWALUATOV ToL avBpodmvov ompatog (dmdnor, amékkpion,
emavappoéenon). To @urtpdpiopa Tov aipotog Yivetalr G6TO0 VEPPOVL HECH TNG
KOTOKPATNONG N AOBOANG VEPOV, NAEKTPOALTOV 1| 0EEMV OVAAOYOL LLE TNV TEPIGTOOT.
H puBuion g xatokpdmmong 1 omoPfoAng dpopmv UETOAA®V OTWOS pOGPOPOG,
LOYVIG10 KTA. OT®G Kl €MIONG 1OVTIOV VOPOYOVOL, £EAcPUAIloVY TV cTafepdTNTA TNG
WGUOTIKNG TieoNS TV KLTTAP®VY Tov avOpdTivov copatog (Gerich, 2010).

Me 11 amekkpITIKEG TOVG AEITOVPYieg Ol vePpol umopodv vo pvhuicovy v
amofoAn ToEvdv Kot GAA®V TPOIOVI®MV TOL HETAPOAIGHOD OTMG POPUAK®V HEG® TNG
ATEKKPIONG TOV OVP®V, LE GKOTO TNG S0THPNOT NG EGMOTEPIKNG OUOLOGTACNG TOV
avOpomvov opyaviopov (Gerich, 2010).

Ot veppoti umopodv va cGuvBEGOLV 1 VoL EVEPYOTOUCOLY avevepPYd VL TOV
CUUUETEYOVV G TOAAEC Aettovpyieg Tov avBpdTIVOL opyaviopov. Ta KoKkdN
KOTTOPO TNG TOPUCTEPOAUATIKIG GUOKELNG TOPAYOLV TNV OPUOVY) pevvivi e
OTOTEAEC O, TNV KATOAVGN TG GVUVOESTC TOVL AYYEIOTAGIVOYOVOL Kot aryyEtotacivng .
Me v dpdon evldopwv n ayysotacivn I petatpéneton o ayyertasivn I, n omoia
eumAéketal oty pHOon g aptnplakng mieong Kot Tov toolvyiov vatpiov.(Gerich,
2010).

Ot veppoi pvBuilovv v opipavon Tov epufpokLTTAP®Y GTOV HLEAD T®V
00TMV HECH TNG TOPAYOYNS TNG EpLOpoTOMTIVIC Kot Katd cuvénetla emnpedlovy TV
dwdkacio g epuBpmoinong. AkoOun, ot VeEPPoi GUUUETEYOVV GTIV EVEPYOTOINGCT) TNG

avevepyoug Lopeng g Prrapivng D (Gerich, 2010).

2.1 ITaBo@ucroroyia

To eyydc eomepdpevo coAnvaplo amotedel TV meployr] avamtuéng tov
KapKivov Tov veppov. Epgaviletor otov veppikd Aold amd tov omoio kot eopudron
TPOG TO TEPWVEPPIKO Almog péypt Ko v mepttovia Tov Gerota. e MEPUTTOCELS TOV
AaPet peydieg drauotdoelg Katalappavel 6Ao tov omcbomeprroviaxod yopo (Tpiyka kot
ouv., 2014).

Y& LOKPOOKOTIKO EMIMEOO 0 OYKOC Elval YpMOUATOS TOPTOKAAI-KiTptvov AOY®

™G evamdfeong Mmidiwv v apkeTd cLYVA EUEOVILEL YELOOKAY A OTOTEAOVUEVT OO
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OLUTIEGUEVO VEQPIKO TOPEYYVLO, QAEYLOVMON KOTTOPO KOl VMO GLVOETIKO 16TO
(Tpiyka ko cuv., 2014).

Apxketd ouyvn elvar ) omOnom g veepikng AEPOS pe amoTéELES L ) KATAANEN
TOV OYKOL UEXPL KOL GTNV TEPLOYN TG KOPILEG. ZuviOmg T KOTTAPO TOL KOPKIVOL TOV
VEQPPOV lval LEYAAN TOADYWOVIKA LE SLOVYEG 1) KOKKMOEG KLTTOPOTAAUCLLO EVD GTAVIQ
CLVAVTOVTOL KUTTAPO LE COPKMOUATMIN SLUUOPPMOT) TOV AVATTUGCOVTOL GE OECUIOES
N otpopata (Tpiyka kot cov., 2014).

H mo ovyvh dwtapayn g Asttovpyiog T@V veppdv mov oyetileton pe v
omapén kopkivov TV veepav sivar n Ymapén aipaToc oTo oVpa. XE TEPUTTOCELG
Evtovig apoppayiog to aipa ota ovpa eival {onpPov YPOUITOS, EVED CE TEPITTMOCELS
7oV M aoppayio yivetor apyd To ypdpo gival okovpo. H dmapén movev oty meployn
™G TAATNG-HEONC UTopel va. omoteAel Evoeldn yia VTapEn TOV KAPKIVOL TV VEQPOV
otV mEPITT®MOon Tov 0 OYKOG aokel mieon otovg mepPdAlovteg 16TOVE Ko vedpa
(Tpiyka ko cuv., 2014).

Emedn emiong 1o veppd £yovv onuaviikd poAo otnv méEYN Om®G Kol GTOV
HETAPOMGUO TOV TPOP®V 1 OmOAEW BApovg N amdAelo OpeEng N Kot ta dvo givat
OVNOLYNTIKG CUUTTOUATO TOV UTOPEL Vo 0PeIAOVTAL GTNV UN GOOTH AglTovpyio TV

VEQPOV Kol KoTd cuvEnEln aTtov KapKivo twv veppov (Tpiyka kot cuv., 2014).

2.2 Oykor ve@pov

O1 ve@pikég KOGTES OMOTEAODV TIG O KOWES VEQPIKES 0ALOIDGELS e TO 70%
TOV VEQPPIKAOV GYK®OV Vo lval veppikés KOoTeg. Mmopet va elvat Lovipng, ToAAATAES 1)
AUQITAELPESG KL LTOPOVV VO, OTEIKOVIGTOVV LLE OEOVIKT TOLOYPOPIN, VITEPTXOYPAPTLLOL
Kot payvntikn topoypoeia (Iektaciong, 2016).

Ov amhéc N pun emainypéves kvoteg eivor KaAon0elg kOOTEG LE AEmTO
TPLYOEWOES KAl OUOAO TEpiypappa, pe T0cootd Kakonbewdg 1,7% (Ilektaciong, 2016).

Ot gEhayoto emAreypéves KUGTES £ival KaAoNOEIS KUGTEG [LE AETTTO, TPLYOELDEG
Kol OLOAO Tepiypappo OTmg eniong Kot eAdylotn acPéotmon, pe Pabuod kokondeldg

18,5% 16111 (Iektacidng, 2016).

(11]



O emmheypéveg KOGTES £lval KVOTIKEG HALEC AMPOCIIOPIGTOL CYNUATOS UE
oyd Ko avoporo tolyopa. To mocootd koakonbewds tovg eivar 33% ko yprlovv
TEPALTEP® YEPOVPYIKNG depevvnong (Iextaciong, 2016).

To QVA®DOES dEVOPA VEPPOV lval LKPES OTEPEES PAOIDOELS AALOIDGELS TOV
veppav ov mhoavmg £xovv KaAonOn mopeia. 'a va Bewpnbodv emProapn Oa mpémet
10TOAOYIKA Vo £xovv uéyebog pikpdtepo 1 ico and Smm (Iextaciong, 2016).

To oykokVTTOpo omotedel Tov mwo  ovvnOwopévo  kodondn - dyko.
Moxkpookomikd gival €vog opKeETE KOAG TEPIYEYPOUUEVOS OYKOS LE YPDOHO GKOVPO
Kapé ko mepPaireton and kdya. Xe éva mocootd 33% egppavilel 6to KEVIpO Tov pia
OGTEPOELONG OVAN OIS KL ALPLOPPAYIKES £0Tieg o€ T0c00TO 20% (Ilektaciong, 2016).

To perave@pikd adévopo omotehel veepiky] oAloiwon e 1GTOAOYIKA
YOPOKTNPLOTIKA KaAonBovg 6yKov Kot peydro péyebog 6ykov. To péco péyebog sivar
ota 5,5¢cm kot puropet va ptacet puéxpt ta. 15 cm (Iektaciong, 2016).

To ayyswopvoriropo amotedeitor omd Aeieg pvikég iveg, dlopopomomuévo
MmO 16Td Kot oyyelo 6T TOY®OUTA TOV GYKov. YAPYEL 1| TOOVOTNTO OiLploppoyiog
He amelnTiKeS ouvémeleg yio v avBpamivn {on (Tlektaciong, 2016).

To KV6TIKO VEPPONE LTOPEl VO, EVTOTIGTEL TG TOL GUUTTOUATO TOV TPOKOAAEL
Omm¢ opotovpia, Koltlokn palo kol mOvog, OAAG HOVO OKTIVOAOYIKO UTOpEl vo
tavtomomBel. Zovnbwg etvar povipn pe mokidio peyédovug (Léco péyebog etvar ta 9em)
Kol PEPOLV 0GRECTOTOMCELS KATE UKOG TOVGS, EVIGYVLEVO OLOPPAYUATO Kol TPOEE0YES
(ITextaoiong, 2016).

O kTG emMONMAMOKOS KOl GTPOUUTIKOS 0YKOG POIVETOL OMEIKOVIOTIKA GV
pio moAdmhokn kvuotikr pala katryopiog I 7 IV katd Bosniak. Eivatr cvvBetog dyKog
OV OmMOTEAEITOL OO KLWEAMOEG KLTTAPWV, HEYOAES KOOTEG KOl MKPOKVGTES
(ITextaociong, 2016).

To vrepviéppopo 1| 0OEVOKUPKIVORO TOV VEQPPOV 1 O0ykog Ttov Grawits
amoteLel T0 2,8% OAOV TOV KOPKIVOV TOL avOpOTOL KOl AVTITPOSHOTEVEL TO 85% T™V
npoTonaddV kakonddv veomlaoudtov tov veepov. To vrepvéppopa eivor pio
eEAPETIKA EMOETIKY LOPQT| KOPKIVOD LLE TO VO TPITO TOV TEPUTTDOCEWV VO KATUANYOLV
og petaotdoelg Kot 1o 40% tov acbevav mov TpocPaiiovtal va KATOANYOLV GE VTN
™ VOG0 TeEMKA (ETVp1d6movAog Kat cuv., 2016).

Ot artoroywcol mapdyovieg meptiapfavoovy 10 kKdmviopa, v Kabiotiky {on
Kol TN 01aTpo@n. Ot KamvioTéG £oVV HEYOADTEPES TIOUVOTNTEG ELPAVIONG OVTOV TOV

eldovg Kapkivov amd 6tL o1 un kamviotéc. H mayvooapxia, to dyyog Kot 1 Katavdimon
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avBuylevod eayntod copPfdailovv oty avénon tov mHAVOTTOV EUEAVICNG TOV
(ZmvprddmovAog Kot cuv., 2016).

Axoun, dtopo mov TAGKOLV OMO TOAVKVLOTIKY] VOGO TOV VEQPPOV KOl UE
TETAAOELONG VEPPOVG emiong Exouv avénuévn mhavVOTNTU ELPAVIOTG TNG VOGOV QTNG,
KaBmg Kot atopa wov epeaviovv kahondeig dykovg (Zmvptddmoviog Kot cuv., 2016).

To vrepvéppopo LTopel va TOPAUEIVEL ACVUTTOUOTIKO Y10 APKETE XpoVid 1)
umopel vo. evtomiotel TVYOU0L KOTO TNV OPKELD OMEIKOVIGTIKOD €AEYYOV. X &va
eMdyiotov  mocootd  mepimov  10%  mopoINPOVVIOL  GUUTTOUOTO  OLLOTOVPING,
ymiaentg palag Ko 0o@Luikod TOvov (Zmvptddmoviog kot cuv., 2016).

[Ma ™ Oyvewon Tov VLIEPVEPPOUATOS OEV  VTAPYOLV  GLYKEKPUUEVOL
epyaomnplakd svpnuota. H avopio, m avénuévn taydmmra kabilnong epvbpov
apoceapiov, ta avénuéve nratikd Evivpo Kot to cOvopopo Stauffer amotelodv
TLY0LO01 TOPAYOVTEG EVIOMIGLOV TOV. ZVVNOMG TO LIEPVEPPMLOL EVTOTILETOL TVY LN [LE
vepNYOYPAPNUe 1 agoVikn Topoypoa@ic. XTO LETEPNYOYPAPNUO TopoTnpeiTon pHio
ocoumayng palo pe KOOTEG Kol TOAAEG QOPEG TNV TOPOVCIN VEKPOTIKOV 1M Kot
alpoppaykav tepoy®v. H akpifela g aneicoviotikng pebodov avtng OTavel ot
98% (Zmup1ddmovAog kot cuv., 2016).

H Oepaneia meprhapfavet tn pilikn vEQPEKTOUN UE TV APOIPEST] TOL VEPPOD,
HE TO €yyD¢ TUNAHUO TOL OLPNTHPO, TO TEPWVEPPIKO AMMOG Kot To EMVEEPIdIO Ko
neplpepelokong adéveg. H Aeppadevektopr| amorteitor povo yio agaipeon Tov
dykouévov N tpooPePAnuévov Aeppadévav. Kabiepopuévn texvikn amotehel
HEPIKT] VEQPEKTOUN KOTA TNV OTO10 ApOopOVVTaL OYKOL GE LOVIPT VEQPPO OT®G £miong

Kot 0YKovg yopuniov otadiov T1 (ZmvpiddmovAog kat cuv., 2016).

3. Kaxkon0n veorhdoporta

Me tov 0po KOKONON VEOTAAGULOTO TOL VEQPOD TEPLYPAPOVLLE L0 ETEPOYEVT
opdoo KakonBwv ETONAOKOV VEOTAACUATOV TOV EMONAIOL HE HOPPOAOYiD, TOV
poceyyilel TNV LOPPOAOYIO TOL AOEVOKAPKIVOIOUTOS KOL TTOV OVOTTOGGOVTIOL Ol TO
KOTTOPO TOV £YYVG EGTEPUUEVOV COANVOPIOV.

Ot kvploTepes  HOPPEG  VEQPPOKLTTAPIKOV  Kopkivov givar ot €ENg
(ZmvprddémovAog Kot cuv., 2016):

> Aswopdocopkopa: Anotehel £i60¢ kaAon0ovg 0yKov Tov TPoEpyETAL
and Aeto poikd kouttapa. Epeaviletor cuvinbme otnv veppikn kdya 1

OTOV PAOLO TWV VEPPOV.
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Awrocapkopa: Anotelel peydlov peyébovg mepryeypappévon dykov
mov gpeaviCetar otnv omcbomepiroviakn meployn. Ilpoépyetor amd
a0 POPOTOINTO LEGEYYVUATIKA KOTTOPO TNG KOWOS TOV VEPPOL KOl
OLYVA GLVOOEVETAL Omd WM OKANPLVON NG TEPOYNG OLTHG.
Iotohoywkd evromilovionr OpOOTNTEG HE TO AMTOGAPKMUO KOl O 7O
ovyvOg TOmOG elval TO HLEOELDEG MTOGAPKMUO. ZNUOVTIKO KAWVIKO
OTOL(EIOL TOV AMTOCAPKAOUATOS EIVaL 1] ATOVGi0 AOTOVPIOG KOO Kot
o€ OYKOLG PeyaAov peyéfoug, evd omavia divel HETAOTAGELS.
AyyelomepIKOTORO: ATOTEAEl OMAVIO OYKO KOAQ TEPLYEYPOLUUEVO.
ZeKva oo TNV VEQPIKN KAyo Kol EnekteiveTon oty teplpépetd e, H
TPOEAEVOT TOL PpIoKETAL OTA TEPIKVTTOPA TN EE® EMPAVELNG TOV
TPLYoed®V. Motdlel 16TOAOYIKA e TOV OYKO TNG TOPUCTEIPOLOTIKY
GUGKELNG OUMG HETA TN VEPPEKTOUN OTO  OULOYYELOTEPTKLTMLLOL
TOPOUEVEL TO GOUTTOUO TNG VTEPTACTG. AlVEL HETOGTAGES LEGM TNG
POTNG TOL OipaTOG Kot BepamedeTon Pe VEQPPEKTOUN.

Ivocapkopa: Amotehel OyKo TPOEPYOUEVO OO TNV VEPPIKT KAWL Kot
eEediooetan e tayvTatovg puiuovs, evd mapovctalel avheKTIKOTNTA
otV aktvofolia kot ynuelodepomeio.

Octeooapkopo: Amotelel omdvio vedTAooa Tov veppol Kabmg Lévo
5 mepurtoelg £xovv avaeepbei péxpt onuepa. O cuykekppuévog dykog
dtvel evKoAo petootdoelg kor epeaviel vmotpoméc. Mmopel va
mpocParel atopa nikiog <40 etmv, pe ico TOG00TA TPOGPOADY OE
yovaikeg kot avopes. Eivol aocupuntopotikdg 0yKog Kot dloyvaoKeTo
otav ot 6ykot Tov givor otadiov T3 1y T4.

AJEVOKUPKIVONG VEPPOV: OVOPEPETOL TOPATAVE®.

AWVYOKVTTOPIKO KOPKIVORO: ATOTEAEITOL OO KAPKIVIKA KOTTOPO
OV  €YOLV JVYEG 1 WWGIWOPIAKO KLTTOPOTANGUO, TO OToio
evromilovtal 610 gomTEPKO €VOC dkTvoL ayyelwv. Xt0 25% TV
MEPMTAOCEMV EMKPATEL VEKPWOGT GE OPIGUEVEG TEPLOYES OTMC EMIONG
KOl KUOTIKT EKQUALON.

Negpopraotopa 1 6ykog Tov Wilm’s: Eidoc kaxonfovg 6ykov mov
napovctaletar katd v moudikn nikio. Amotedel to 20-25% twv
MEPUITOCE®Y  OAwV TV  Kokonbwv  veomAaoudtov. Koplo

YOPOKTNPIOTIKO €lvol 1 TOAVECTIOKOTNTO HE GULUTTOUOTO TNV
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OLOTOVPIOL KO VTEPTOON, OLVENEIL TNG OCLENUEVIG TOPOUYWYNS
pevvivng.

> Onlhoodeg kopkivopa veepov: Amotedei 1o 10-15% 1oV
VEQPPOKVTTAPIKAV  KOPKIVOUATOV. X€  HKPOOKOTIKO  EMImEDO
amoteAeiTol amd ONAMON HOPPOALOYIKADG KOTTOPO UE OPYLITEKTOVIKN
oANVOEWN avartuén. Ot cwAnveg avtoi amoteAovvion amd OnAég ot
omoieg divouv v aicOnon ovumayohs otov OyKo. ApPKETA GLYVA
GLVAVIOVTOL TEPLOYES OLOPPUYIKES, VEKPOTIKES TEPLOYEG N TEPLOYES LE

KLGTIKT EKQVUALO).

4. Opropog KapPKivov TOV VEQPAOV

O opiopdg TOL KOPKIVOL TV VEQPP®V 0pOPE TNV TEPLYPOPT| HioG ETEPOYEVODS
opdoag Kokonbmv emONMAK®OV VEOTAUGUATOV, HE HOPPOAOYIKE YOPOKTNPLOTIKA
KUPI®G  AOEVOKOPKIVOUOTOG, TO OTOi0 OVATTUCCOVIOL OTO KVTTOPO TOV EYYVG
ECTOPUEVOV COANVOPIOV ToL veppol. O cuvnbéotepog THTOG €ivat 0 KapKivog Twv

VEQPPIKAOV KLTTAPWOV G€ T0G0GTO 85% OAWV TV VeoTAAcIOV TV veppav (Creel, 2014).

5. Avtwoloyia TG VOGOV

Ta aitia ToV Kapkivov Tov veppdv eivar moikiAda kot eivar ta e€ng (Creel,
2014):
» Kanviopa: [Iave and 10 30% tov Tepmtdce®v mov mapovcidlovv
VEQPOKLTTAPIKO KOPKIVO OQEIAETOL OTO KATVIGLLOL.
> Awtpooi-Ilayveapkio: H xatovilmon kaeé, (oyapns Kot YOAUKTOG
oyetileTot pe avénon Tov TOGOGTOV EUPAVIOTG KAPKIVOL TV VEQPOV.
Eniong, oe mayvoopka dtopo 10 m0cootd ovtd avéavetal, kabmg M
OVICOPPOTLOL OPUOVAOV EVVOEL TNV EUPAVIOT] OWTOV TOV €IO0VG TOV
KopKivov.
> 'Ex0gon o¢ kopkwvoyéves ovoieg kor vikd: To pérodro kadpuo,
opyaviKol JAVTEG OmMOC TO TPYAPOUIOVAEVIO OAAG Kot Kol
TOPACITOKTOVE, aLEAVOLY TNV TOAVOTNTO EUPAVIONG KOPKIVOL TOV

VEQPOV.
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»  Owoyeveloko 1otoptko: Eyxovv yivel apketéc ueAéteg yia tnv oOvoeo
TOV OIKOYEVELNKOD 1GTOPIKOV Kol TNV TOAvOTNTO ELPAVIONG KapKivoy
TOV VEQPAOV, OTOL £XEL EVIOMIOTEL PETAOEST] YPOUOCOUIKOD VAKOD
peta&d tov 3% kot 8% ¥pOUOCOUOTOS TV AcHEVOV.

» Ynréproon: Apketéc pelétec £xovv deietl v cLGYETION aVANEGO OE
avénuévn apnplaky mieon Kot adEnon Tov ToGosToH EUPAVIONG TOV
KOPKivoL TV VEPPOV.

> Xpoévior veppikoi vooor kv apokaBapon: H vocog Hippel-Lindau
(opeileTon o€ YEVETIKN AVOUOALR), 1) TOAVKVGTIKY| VEQPIKT VOGO Kot Ol
METOAOEWELG vePpol, kaBmdG kot 1 opokdBopon avéavovv v

TOAVOTNTO EUPAVIONG KOPKIVOL TV VEQPPDV.

6. Khaviki] eikova

H 61dyvoon tov xoapkivov tov veppav egival dvokoin pe to 25-40% twv
TEPMTOGE®V Vo, EVIOTILETOL amd Tuyaio JUYVOON HEC® VIEPNYOYPOUPNUOTOS 1)
aovikn topoypaeiag. Movo éva pkpd mocootd g taEems tov 30% gpeavilet
CUUTTOMOTO, TTOV OQEIAOVTOL GTNV HETACTACT TOV OYKOL G€ AALN LEPT Y10, TTOPAOETY LA
dvomvola, PNyoc o€ LETACTOOT GTOVE TVEVUOVEG, 0CGTIKOC TOVOC O UETAGTACT] OTO
00TO Kol VELPOAOYIKG TPOPANUATO OE TEPIMTMOOYN UETACTOONG OTOV EYKEQPAAO
(Baotiedoov, 2008).

Moévo éva mocootd g taENg 10% epeaviCel ta kKhaoowkd yio v voGo Tov
KOPKivOL GUUTTTOUATO, TO OTTOT0L Elval 0 TOVOG, atpatovpio Kot yniaent) pnala. Ouwg
AOY® TG 0vaTOUKN G BE0MG TOV VEPPOL LOVO GE TTEPIMTMOOT) EMEKTACTG TOL OYKOV EKTOC
NG TEPLOYNG TOV VEPPOU EUPAVILOVTOL CLUTTONATO TOVOL OTMOS ENIONG UTOPOVV VL
ELPOVIGTOVV 6Ta. 0Vpa OYKOL 1) aipa ota ovpo (Bactielddov, 2008).

AxOuN, VITAPYEL KOL 1) KOTNYOPIH TOV TAPAVEOTAUGLATIKAOV CUUTTOUATOV TOV
eppaviCovtor 0tov EMNPENCTEL 1 OUAAOTNTO UEPIKAOV AELTOVPYLUDY TOL VEPPOV Kot
nepthappdvouv ta e&ng (Baoiietddov, 2008):

» Ymréproaon: Epeaviletar og mocootd 40% tv acbevav.

» Tolvkvtrapoapio: Eppaviletoar og mocootd 3-10% twv acbevav.

» Ymoylvkapio: IlpokoAeitor omd mopoymynq tvooviivng omd ta
KOPKIVIKA KOTTOPO.

» Xvvopopo Cushing: ITpoxadeitor Adyw éktomng mapaywyn ACTH
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> YnepaoPeotopio: ITlpoxodeitoar AOY®D mapoywyng moapabvpostdmv
OpLOVAV OO TO KAPKIVIKE KOTTOPO 6€ T0G06TO 3-13%.

» Tvuvawkopaotio: apnvopoto, petopévn oe&ovarkn embopio.

» Xvopopo Stauffer: Eppaviletor oe 106oot6 3-20% tv acBevdv kot

EKONAMVETOL PE adLVaia, amTdAELD BAPOVS, TVPETO.

7. Avdyvoon

2T TEPIOCOTEPEG MEPMTIMOELS O KOPKIVOG TV veppav evtomiletal oamd
VILEPN YO OV GLVNOWC £ytve Yo AALD aitia 1 e aKTVOYpaPio TG KOWAMAG, oTNV Omoia
Oa eivol ELEOVIG 1) OTTOLAONTOTE TOPUUOPPOCT) GTO VEPPIKO TEPTYPUUILO OTTOS KOt 1|
enocPéotwon og mocooto 10% (Baciieiddov, 2008).

H d1dyvoon tov kapkivov Tov veppdv UTopel vo YIver Kot e TV EQOPOYT TNG
nebooov evooAEPlag mueroypagioc. TIpdkettal yo pio axtivoloyiky| e€étaon Katd
NV omoia otov acBevn yopnyeitat evOoPAEPLO oKLoYpaPIKS. XT1 GUVEKELX 0 acHEVI
TEPVAEL OO UNYAVNULO TTOV CKAVAPEL TO GO0 TOV UE TNV XPNoN akTvav X Kot To
opyava armetkovifovior Tavm o€ Eva 101k0 PAp. Kotd v @domn Tov veQpoypapnUoTog
evtoTileTan TAPALOPPMOT) TOV VEPPIKOL TEPTYPAUUATOC, EVO GTNV domn TG Proyiog
ue Peldvo mapoatnpeitol ondOnon, aKpOTNPCUOS KOl ELEVTELGT TOV KOPKIVIKOV

KLTTAP®V 6ToVG 16Tovg (Baotieidoov, 2008).

8. Avwgopixi) Sudyvoon

H dtopopikn d1éyvoomn Tov VEQPOKLTTOPIKOD KAPKIVAOUOTOS YIVETOL At GALES
naleg mov evromilovtal 6ta vePpd, ot omoieg ival 6TV TAELOYN OO TOVG OTAEG KOOTEG
(Baotierdoov, 2008).

H didyvoon tov anhdv kdotewmv yivetar cuvnBmg pe Evav amid vaépnyo Kot
dev ypnlovv mepartépm diepevvnongs. Av 1 a&ovikn topoypagio dei&el copmayéc paleg
<7cm givon kohon0elg o€ 06061 Tepinov 20%, evd av ot cupumayeic pdleg sivor >7cm
ocvvnbog elvar kaxondelg. H dapopikny ddyvoon emiong mepthapuPdvel 1o ve@pikod
AYYELWOUVOMTOUN, TO VEPPIKO AEUQOUO, TO VEPPIKA OTOCTAUOTO, OLPOONALOKO

KOPKIVOUO VEQPIKNG TLEAOL Kot KOADK®V, TO KOPKIVOUO TOV ETVEQPOIOV Kol
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HETOOTATIKOVS OYKOVS 0O AAL Opyova (Kupiog paotod kot tvevpoves) (Baotietddov,

2008).

9. lIpoyvewon kon Tpodinyn

INa v mpoéyvoon tov Kopkivov TV veppdv £xet mpotabel m ypnon
HOPPOAOYIK®Y KOPKIVIKOV OekT®V. Ol Kapkivikol deikteg pumopel va ivot dtdpopeg
opuoveg, Evivpa 1 avtydvo dykov Kotd kopto A0yo Opmg gival cuvinBmg TpwTeives
ovvdedpeveg pe pia kakondeto. O o cuyva Yp1NGILOTOOVEVOL TPOYVMOOTIKOL OEIKTES
elval n otadlomoinon Tov Oykov, 0 16TOAOYIKOC Pabudc kaxkonbewog (grade), m
ovvomapén CIS, 10 péyebog kot 1 TOALATAGTNTO OYKOL, OTTWG KO 1] GUYVOTNTO TM®V
vrotpont®v tov (I[lektaciong, 2016).

H otadionoinon tov 6ykov gival icmg 0 oNUAVTIKOTEPOG TPOYVOGTIKOG OEIKTNG.
Avaroya pe v T Katnyopio Tov KoTNYOPlOToLEiTALl Kol 0 OYKOG dAA Kol 1] KATAGTOOM
TOV AEUPUOEVOV.

H xoatnyopionoinon tov kuttdpov oe kotnyopiec Grade oaviroya pe tmv
TUPNVIKY] TOLG OTLTHO, OPYITEKTOVIKY TOvg Oldtaln kot Pabud kaxonbeiog
YPNOUOTOIEITOL GOV TPOYVMOOTIKOG OEIKTNG Y10 TNV TPDOIUN S1IYVMOCT| LETOCTAGEMV Kol
TOV LTOAOYIoUO TOL T0G0oToV eMPBimong (Iextaciong, 2016).

"Evag axopa mpoyvmoTikdg dikTng mov ypnoHOTOLELTal Y10 TOV KopKivo TO
veppol eival 1o Katd Tdco 0 0yKog £xel dmbnoet ayyeio ko Aepeayyeio. Emiong n
TOPOVGIO VEKPMOEWMV EVTOG TOV OYKOL EIval 1010{TEPT TPOYVMOTIKNG ONUCiog KabmG
Kol T0 T0600T0 Tov Katalappaver n vékpoon (Ilextaciong, 2016).

AANOl TPOYVOOTIKOL OEIKTEG YO TO KOPKIVO TOV VEPPOV &ivor ot Tiuég
epvBpomomrivng ko pepprrivig. H yokaktikn apuopoyovaon (LDH) amotelel yevikod
delkmn mov €xel oyéon pe v Papvnta 160TIKNG PAAPN, He avénuévec g TG va
dnidvouy 1otk PAGPN Omwg emiong kol oe kdbe TOmO Kapkivov vo eppavileton
avénon g (Iextaciong, 2016).

H npdAnyn etvar 181aiitepa GNUOVTIKY Y10 TOV KOPKIVO TV VEPPOV, KaONDS ot
OTIOAOYIKOT TP BAYOVTEG ELPAVIOTIC TOV, OTTMC TO KATVIGLLO KO 1] TAYLGOPKIN LITOpovV
VO OVTILETMOTIGTOVY Kol Vo, petwbei n mbavotnta epedviong Kapkivov. Eropévmg, 1
JTPOPT, GE CLVOLOCUO |E EMOPKN GOUATIKY] GOCKNGON OTOTEAOLV GNUOVTIKOVS

napdyovteg tpoAnyng ([lektaciong, 2016).
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10. X1é610. TN VOG0UL

H acBéveln tov Kapkivov TV vePpdV KOTOTAGCETOL GE OGTAON, KOTE TO

ocvomnuoe UICC 2009 TNM vy v mopovcioong ng mpoyvemong Kot Tng

amoteAecpaTIKOTNTOG TG Bepameiog mov axolovbeitan (Noble & Page, 2015).

X

[Tpwrtomadng 6yKoc mov
dgv umopet va ektiun el
yoti dgv LIAPYOLV
dwbéoua ctoryeia.

TO

Oy dwobéoa

QTOJEIKTIKA oTOlYElD V10!

Omapén TpoToYEVODG
OYKOV.

Tl

Oyxog peyébovg <7cm,
nepropiletan otV TEPLOYN
TOL VEQPPOD.

Tla

Oyxog peyédovg <4cm.

T1b

Oyxog peyébovug 4-7cm,
nepropiletar 6To vePpo.

T2

Oykog peyébovg 7-10cm,
neplopiletan otV TEPLOYN
oL vePpov. ‘Eyet
ELOYOPNCEL GTO
TEPVEPPIKO MmOC, AL
dev éyel Eemepaoel TNV
nepttovia Tov Gerota.

T2a

Oyxkog peyébovg 7-10cm,
neplopiletarl 6To veppo.

T2b

Oykog peyébovg >10cm,
nepropiletar 6To veppo.

T3

O OyKog €xel 1oy mPNOEL
01O TEPVEPPIKO MTOG,
EXEL TEPAGEL TNV
neprrovia tov Gerota,
aAAG Oev €xel E1GPAALEL
OTT VEQPIKT KO KOT®
KoiAn eAEPa kot 6TOVG
EMYMOPLOVS OOEVEG.

T3a

O oyxog &yetl e€amhwOel
0TO EMVEPPIOL0 1} OTO
MO 16T, OAAG OYL

TEPQ omd TV TEPLOTOVINL

Tov Gerota mov
ePPAALEL TO VEQPO KO

TOV MO 1670.
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T3b O oyxoc €yetl e€amhwOel
OTN VEQPIKN 1 KAT® KOIAN
QAEPa evtog PEPata TG
KowAlag (KdT® amd To
dupparypa).

T3c O 6ykog €xet eEomhmBbel
otV KAt KoiAn eAEPa
Ve amd To SdepoyLLo
(evtog TOoV BOpaKa)

IMivakag 1 : X1a010 Tov Kapkivov Tov veppol katd to suotnua UICC 2009 TNM.

Emvegpidio { "

Negpikn
apTnpia
| Oykog péxp! 7 cm
I MIKpPOTEPOG

Neppikog
@Aoi1og

Oupnrpag

Ewova 3: Xraoio I kapxivos veppod (Kapayiavvyg, 2013).

210 otddwo I dykog elval pukpodTEPOC 0md 7 EKATOCTA KO Eival TEPLOPIOUEVOG
otov veppo (Ewdva 3), evd oto otddio II o dykog €xel uéyebog mévew amd 7 ekatootd

kot wepropiletar otov veepd (Ewova 4) (Kapayiavvng, 2013).
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Emveppidio A

NeppIkA
apTnpia

Ovykog
HeyaAUTEpOg
amé 7 cm

OupnThpag = z:tgﬁslgoc

Ewova 4: Xtaoro I kaprivog veppov (Kapayiavvyg, 2013).

210 otddo III o dykog 0Ol Tig peyareg EAEPES, ympic OUW®G Vo emekTeiveTOl
népav g meprtoviag Tov Gerota kot va dmBel to emveppido (Ewdva 5), evd oto
otadwo IV xatatdooetal o kapkivog mov éxel eEomiwbel mépav TG mePLToviag Tov
Gerota M/kat omnbel 10 emveppido N dAAa yertovikd Opyava M €xel emektabel og

anopakpvopéva opyava (Ewkova 6) (Kapayidvvng, 2013).

r Mohhathés
= heppabevikg
HETAOTAOEIS

NepQUBEVES
N z ) i'u .' ","'
EQPIKI P ;ﬁ?; ¢
PAEBa s Ty 1;.1‘4
dinénpevn * v lf T

aATTO TOV OYKO =

Eiwxova 5: Xtadro 111 kaprivog veppod (Kapayravvyg, 2013).
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Evkégaho

Mvelpoveg

‘Hrmrap
(oukwm)

Negpd
— Qord

Eiwxova 6: Xtadro 1V kapkivog veppod (Kapayiavvyg, 2013).

11. Ogpomeia

H Ogpaneio Tov kopkivov TV veppdv TepLapuPavel T XEPOVPYIKY KOl TNV
ouvtnpnTikn Bepaneio (Zmvp1ddmovAOS Kat cuv., 2016).

H yepovpywkn oavtipetdmion eivol 160C 1 OTOTEAEGUATIKY] OepamenTikg
OVTILETOTION Y10 TOV KOPKIVO TV VEQEP®V Kol TEPAaUPAveL T pepkn 1 ) plikn
VEQPPEKTOUN 1} TNV 0QOIPEST TOV TPOSPEPANUEVOV OPYAVOV GE TEPITTAOGELS VEPPIKOD
KopKivov pe Tomikn omonon (Xrvpddmovrog Kot cuv., 2016).

Y& OPKETEG TEPUTTAOOCELG 1] APAUIPEST] TOL OYKOV UTOPEL VO 0ONYNOEL OE OMKN
OVTILETOTION TOV, EVM OAAEC QOPEG UmOopel vo LIApEEL HETACTOOT TOL OYKOL.
[Tpoteivetan o€ acBevelg pe povinpn HETAGTACN OTTOV APALPEITOL O KVPLOG OYKOG KO 1)
petdotaot He 10 T060ooTd emiPimong yuo tpia xpovia va eivar 20% (Zmvp1ddmoviog Kot
ouv., 2016).

Yy mepintwon aclevdv pe KOPKIVO TOV VEEPOV VEQEPOL HE TOAAATAEG
HeETOOTACELS cvvioTtaton 1 veppekToun poali pe avocobepoameia, dOTE TO TOGOGTO
emPiowonc va avéndei otovg 6 puveg (Xmopdomoviog kot cuv., 2016).

Oocov agopd t cuvtnpnTikn Oepameio ypNOYLOTOIEITOL OE TEPUTTMOGELS TOV SEV
Kpivetal avaykaio M yxepovpykn Oepameio 1 cvvdvdletar TavTOHYPOVO UE TNV
YEWPoLPYIKN Bepameion yioo TANPN €EGAENYN TOL OYKOL KOl TWV CUUTTOUAT®V TOV
(Tpiyxa kot cuv., 2015).

H axtivoBepameio ypnoponoteitor yoo avokoHOIoN TOV COUTTOUATOV TOV

ToOVoVL, vo. teplopicel to péyebog kol Tov apliud tov palodv Kol VO OVIILETOTICEL
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TOOVEG LETOOTAGELS OTO KEVTIPIKO VELPIKO GVOTNUO Kol oTa 00Td (Tpiyka katl cuv.,
2015).

H ympewBeponcio nmepthapfdvel v gpnon SGeopov QopUAK®V To 0ol
etvar to&wcd yuoo ta Kopkwvikd kottapa. [Ipoyveotikol mopdyovieg mov SnAmvoLvV
opoAn petapaomn e ynuetobepaneiog stvor n nAwia, n KoANn ELGIKY KaTdoTOoN, 1| UN
anoAeln Bapovg mpv v Evapén g Bepaneioc, pikpov Pabuod Aeppadeviky] vOcog,
KaOdG Kot Ta YounAd enimeda alkorkng eoceotaong (Tpiyka kot cvv., 2015).

H avocoOepameio teptlapPdvel Ty yopnynomn ovcidv ot omoieg dieyeipovv o
OVOGOTOMTIKO GUOTNUO UE OKOTO Vo «emTefely oTo KOpKIVIKE KOTTOPO KO VoL TOL

eCaretyerl (Tplyka kot cvv., 2015).
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‘B Mépog

1. O p6Lrog Tov voonievtn

O pOLOG TOL VOGN AELTH OTN dLaXEIPLON, TNV PPOVTION, OAAA KoL TNV EKTTOdEVON
TOL a.oHeVN] TOV TAGYEL ATO KOPKIVO TV VEPPOV lvar Wdaitepa onuovtikds. Kabnikov
TOV VOOTAELTY] €lval va SNUovPYNGEL Eva KATLA cuvepyaciog Kot BTIKNG ETOENS e
Tov 000ev €161 MOTE v £0CPOAMGEL TNV EVEPYN GLUUETOYN| TOV GTIS OL0YVMOTIKES
eetdoelg ko og OAN N ddpkeln g Bepameiog mov Ba akoAovOnoel o acBevig
(Lemone & Burke, 2014).

Oa wpénetl va onuelmdel Twg 0 VOSNAELTNG amoTeAEL TO ATOMO LE TO OTO10 O
acBevng EpyeTol cuVEXELD GE ETOPT KOl TOL {nTdet Pondeta, aAld Kot vTooTIPIEN Yo
v Katdotaor] tov (Lemone & Burke, 2014).

YVUVOMKA, 0 POAOG TOV VOOMAELTN OTN QPOVIION ACOEVOV UE KOPKIVO TOV
veppmv gtvar kaBoptoTtikdg yio Ty mopeia g vyeiog Tovg, aAAd Kot yio Tt Pedtioon
NG WYLYIKNG TOVG VYEilag, 1 omoio doKpdaletatl avty T dVGKOAN Ttepiodo mov Pidvel o
acBevnc pe tn voco tov kapkivov. O voonievtrg Oa mpémel va Pondoetl Tov acbevn
va dlayeplotel Tov TOVO oL Pmopel va vidmbel og amotédespa g actéveldg tov, aAld
KoL VoL OloXEPLoTEL OO TO TPOPANLOTO TOV PUTOPEL VO OVTIUETOTIGEL KOTA TN SLOPKELL

¢ Oepaneiog (Lemone & Burke, 2014).

2. Afjyn 10V 16TOPIKOV

O voomnievtig eivar vredOBLVOG Yoo THV AYTN TOL 1ATPIKOV 1GTOPIKOV TOV
acBevn TOL €16AYETAL GTO VOGOKOEIO KOl O OTTOI0G TAGYEL OO KAPKIVO TOV VEPPOV.
Oa cuALEEEL Kat Ba KaTaypdyel OAEG TOG OMOPAITNTES TANPOPOPIES V1oL TNV KOTAGTAOT)
™G VYelog Tov achevr, To epyacTnPlOKd amoTeAEcHOTO eEETAGEDV TTOL £)EL KAVEL,
AL Ko yEpOVPYIKES eEmeUPAoelg oTiG omoieg £xel vToPAnOel mokandtepa (Lemone &
Burke, 2014).

Me tov tpomo avtd Oo PTOPECEL VO OMOKTIOEL Uil CUVOAIKY EKOVO TNG
KaTdoToonG TG LYEiNG Tov acBevn Kot Ba eKTIUNGEL TIC TPEYOVGES avykeg. AkOun, Oa
eMKeVIPMOEL 6TO oNUEIN KO CLUTTMOLLOTO, Y10l TOL 07010, TOPATOVIETOL O AloBEVIC Kol Oa
EVNUEPMOEL GYETIKA TOV 10TPIKO TOV PAKeAO kol Tov Oepdamovia 1tpd (Lemone &

Burke, 2014).
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Emiong, pe t Aqyn tov 10T0pIKoy GLYKEVIPOVOVTAL TANPOPOPIES CYETIKA e
TNV QOPUOKEVTIKN y®YN OV pUmopel va akolovBel o acbevng, TuxOv aAlepyiec, aALA
KOLL Y10, TO OLTPOPIKO TOV TPOYPOLLLO LLe OKOTO VO, EKTIUNO0UV 01 avAyKeg TOL aoBeEVN

(Lemone & Burke, 2014).

3. O poiog TOV VOONAELTI] OTNV QUOIKN EKTIUN G/ QUoIKY e€€Taon

O pbéiog TOL voonAevt otn euoikn e&étaocn Tov acbevr eivon Waitepa
ONUOVTIKOC. ApYIKA, O VOCNAELTIG EVIUEPMVEL TOV ACHEVY] GYETIKA LE TIG EVEPYELES
o115 omoieg Ba mpoPetl pe oxomd va dStacearicet T cuvepyacia Tov. Ilpw v extédeon
OTOLONTTOTE €VEPYELNG Ol TPEMEL O VOGNAELTIG VO TPOYMPNGEL GTNV EKTIUNGON TNG
KaTaoTaomn Tov acbevr|, akoAovbdvtag ta e&ng (Lemone & Burke, 2014):

» Extiunon g euoikng Katdotaong Tov acoevn.

» Evwnuépoon tov achevi] oyeTIkd e TNV TPOETOLAGIO TOV UTOPEL Vo
YPEWGTEL.

» Av o acBevig dev givar g Bom mov pmopet vo vroPAnbet og e€gtdioelg,
aALG 1 dtevépyeld Tovg eivar amapaitn, T0Te 0 VoonAevtés Oa mpémet
Vo 6LV0deHGEL TOV aicBevn oty e€étacn Tpoomad®dVTaG Vo TOV KAVEL VoL
aoBavOel 660 o dveta yivetat.

» ITBovn xopynon avoAynTIKOV Tpv amd v eEETao.

Kotd m owbpkelon g e€étaon tov acbevi) amd Tov 10Tpd, O VOGNAELTNG
ovppETEYEL TOTOOETMVTAG TOV 000evi] otV KAtdAANAN 0éom, evd mapaAinAa

npoonadel va dnovpynoet Eva dveto kipa (Lemone & Burke, 2014).

4. O poiog TOoV VOoNAEVTI] TNV SLAYVEOON

O voonAevtng evnuepmvel Tov acbeviy Kol ToV Guvodd TOV GYETIKA UE TIG
dwyvootikég egetdoelg mov Ba vwoPAndel 0 acbevig Kol TUXOV TOPEVEPYEIEC TOV
umopet vo mopovclactoVv.

Kotd v dwdpkelo tng otdyvoong o voonievtg 0o mpémet va a&loAoyel 1o
aicOnua mévov TOov 00OEVI] OE TOKTO YPOVIKG OLCTAUOTO KOVOVTOG YPNOT TNG
KAMpokog Tov tovov (0-10), mtapdAinia pe v yoyoroyikn tov katdotaomn (Noble &
Page, 2015).
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5. O pOAog TOV VOONAELTI] OTIS EPYUSTPLOKES EEETATEL

O pdAiog TOL voonievtn oTIG gpyaotnplokes eetdoelg meptlopufdvoouv v
TPOETOLOGIa TOV 060evn Yia TV e€étaon atnv omoia Ba vroPAnOei. Ot epyactnprokég
eetdoelc  mepthapuPdvouv  OQOPES  OUOTOAOYIKES €EETAOELS, OELYHOTOAOYIKES
e€etdoelc Ko aKkTvoypopies, aAld kot edkég eEetdoelg Yo tov kopkivo (Noble &
Page, 2015).

Yuvbwg o acBeviig 6to 6TAd0 aVTO Prdvel Eviovo eOPo Kot Gyxog yia To
amoteAéopaTo TV €EETAGEMY Kol 0 voonievtng Ba mpémer va tov Ponbnoel va
dwxelptotel aVTE TOL GLVOICONUATO KOL VO OVTIHETOMTICEL TO OTOTEAECUATO LE
yoypoytio (Noble & Page, 2015).

Oa wpémel va onpelmbel mmg 0 voonAevtig Oa Tpénetl vo eEAcQAAIGEL TN YPATTH
ovyKatdBeon Tov asOeVT| Yo TN OEVEPYELD LEPIKADOV OAYVOOTIKOV eEETACEWV, EVOD Oa
TPEMEL VO, EVILEPDVEL KOIL TNV OIKOYEVELYL TOV aGHEV] OXETIKA UE TIG EEETAGELG AVTES

(Noble & Page, 2015).

6. O poiog Tov voonievti] otnV Pfroyic Tov veppov

YV mepintmon mov o achevig ypelaotel va voPAndel oe Proyia veppmv, o
VOOGNAELTIG EVNUEPAOVEL TOV aieBevn Yia TV pnéBodo mov Ba ypnoomonOel, Tpoywpet
oTN YOPYNON NPELCTIK®V Kot TOV TOToOETEL 6TV KATAAANAN OEom.

Xopnyeitar tomikny avocOncio oto onueio mov Oa yiver m Top| Ko O
VOGNAELTIG CUUUETEYEL OTT OLAOIKOGT0 dTVOVTOG T OIapOiTNTA YEPOLPYIKE Epyaieio
otov 1atpd ov Ba kKavel v Proyia, eved TapdAinia epyvydvel Tov achev). Metd to
TENOG NG OANG O1001KOGT10G O VOGTAELTIG GLVOOEVEL TOV aloBevn 6To KpeRdTt 6OV Bt
TPEMEL VO TOPAPEIVEL Yo 24 DPEG KOl TOV TOPOKOAOVOEL Y10 GUUTTOUOTO TOV UITOPET

va eppoavioet (Lemone & Burke, 2014).

7. IlpogyyelpnTIKN VOGAEVTIKY] QPPOVTIOQ

H mpogyyeipntikn epovtida Tov acbevi eivar wdwaitepa onuovTikn kobmg Kade
acOeVg EYEL OLOPOPETIKY AVTIOPAOT OTEVOVTL GTNV 0GOEVELYL TOV KOl TNV XEPOVPYIKT|

enéppoon otnyv onoia Oa vToPAnOel. O voonievtng Ba Tpémel Tpv amd TV XELPOLPYIKN
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eméppoon va Tapel OAEG TIG amapaitnTeg TANPOPOPieS Kot va eKTIUNOEL | KaTAoTOON
™G vyeiag Tov (Aaumpivod & Agpovidov, 2014).

Eivor onpavtikdé o voonkevtig va epyouymver tov acbevi mpwv amd v
YEPOLPYIKN EMEUPOAGT KOL VO TOV EVIUEPDVEL GYETIKA e TNV eXéUPact oty omoia Oa
vroPAnOel. Eniong, o voonievtig OBa mpémel va mapaxorovdei tov acbevny yoo Tov
EVIOTIOUO TaBOAOYIKOV gupnuatev Ommg ooatovpic 1 Hikpofroovpia, Kot va
EVNUEPDOVEL GYETIKA TOV BgpdmovTa 1Tpd (Aapmpivod & Agpovidov, 2014).

Kotd v dudpkea g eyyeipnong o voonAevtg eivar vmevBovvog yoo v
ac@aArel Tov acBevi) mapakorovBdvtag to {oTIKA ToL onueio Kol TNV TOPOYN
Bonbetog otov 1tpd divovtag Tov Ta KatdAAnia epyadeio (Aaumpivod & Agpovidov,

2014).

8. MeteyyelpnTikn VOGNAEVTIKY] GpovTiod

H peteyyeipntikn voonievtikny epovtida Eekvdet pe to mov o acbevig Ppebet
oV aibovca avavnyng HETA TO TEAOG TNG XEWPOVPYIKNG enépPaocns. O voonievtng
mopakorovdel Tov acBevn eAEyyovTag TOKTIKA Ta (OTIKG TOV onueia Kot 1o ENinedo
ovveionong tov. Emiong, mpoywpel omv yopnynon avaiyntik@v cOUP®VOE UE TIG
WOTPIKES 00MYIleS Yoo TNV OvaKOLPLON TOV 0oBevi) omd TovV TTOVO, EVD CLVEXMDS
ELYLYOVEL Kot vooTnpilel yuyoAoykd tov acBevn (Aaurpvod & Agpovioov, 2014).

[MapdAAnia, Oo mpémer va mapoakoAovBel v mocoOTNTA TPOGANYNG Kot
amoPOANG TV VYPAOV LE OKOTO Vo aviyveDoel Thova TpofAnuata otn Asttovpyio TV
VEQPP®V 1 OTN AETovpyio. TOL KOPSYYEWWKOD GLGTHUATOS TOL acbevn. Akoun,
TAPOTNPEL YOPUKTNPIOTIKA OTTMG TO YPDLO KoL TH SLDYELN TMV OVPOV KoL EVILLEPADVEL
dueca tov Oepdmovta 10Tpd GE MEPIMTOON 7OV EVIOMIGEL OMOLOONTOTE CGAANYY
(Aaumpivov & Agpovidov, 2014).

Téhog, o voonhevtig Ba mpémer va mapokolovBel tov acbevi kol vo
avVOKOVQILEL CUUTTOUATO TTOL HUTOPEl VO EUPAVICEL HETA OmO TNV YEPOLPYIKN
eméupoon O6mwg vy mopaderypo €viovn otya, vavtio kot epetd (Aaumpivod &

Agpovidov, 2014).
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9. O poiog TOV VOO AELTT] 6TV YnEL00EpUTELQ

Koatd v odpketa g ynueodeponeiog o achevig Aappavel moAld @dppoko
TO, OTTO{0. GTOYEVOVV GTNV KATUGTPOPY| TOV KOPKIVIKOV KLTTAP®V, ToPAAANAL OUMG
EMOPOVV KO TAV® GTO 1] KOPKIVIKE KOHTTOPO TPOKOADVTOS TOAAEG TOPEVEPYELEG GTOV
acBevn (Dewit 2016).

O 1o oVyVvEG TopevEPYELES Vol TO aioON L KOTOONG, 1 ATTOAELD TOV LOAM®OYV,
N vavtio Kot 1 Taon Yo UETO, N avopetia kot N peiwon g Asttovpyiog Tov pueAoD
TV ootV (Dewit 2016).

Axoun, o acBevng eppavifel avénon 1 pelmon Tov GOUATIKOL Tov BApovs, Kt
EMOUEVMG 0 VOONAELTNG Bal TPEmel var EAEYYEL KO VO KOTOYPAPEL GLYVE TO COUATIKO
tov Bdapoc (Dewit 2016).

Mio 6AAN mapevépyeln g ynuewobepameiog elvar m ddppot d6mov o
voonievtg o mpémer va yopnyel otov acBeviy avTSPPOIKE PAPUAKO KOl VO
evBappivel Tov asBevr| va mivel TOAAA LYPA Y10 VoL OVOTTANPDOGEL ALTE TOL YAVEL Kol
va amopevyBel n apuddTmon Tov opyaviopov (Dewit 2016).

H onpavtikdtepn, dpmg, mapevépyeia g ynuetodepaneiog eival n Agvkonevia,
onradn 1 Eldhenym Aevkadv apooceatpiov. O voonievtng Ba mpémel va gopdel HioKo
otov acBevi] yio 660 dodotnuo o acBeviic KuKAOQOpel GTOLG S1OPOUOVS TOV
VOGOKOUEIOL Yoo TNV amopuyn AoiumEng kot vo AapPdaver OAo to omapoitnTo
npootatevTikd pétpa (Dewit 2016).

Mio  GAAn  mopevépyswr NG  ynuewobepoameiog  a@opd TV EUEAVIOT
Opoppomeviag, dniad ¢ pelmong TOV OUOTETOM®Y. LTV TEPIMTOON OULTH O
voonAevtig Ba mpémel v TopoKoAovOel THV TOGHTNTO TOV OUUOTETOA®V Kol Vo
EVNUEPDVEL TOV 10TPO GYETIKA UE TNV OVAYKN HETAYYIONG OUOTETAAM®Y GTOV acbevn

(Dewit 2016).

10. O porog T0V voonAevT] 6TV ApoKaBapon

H dwdikacio g apokaBapong amotehet pio 0OcKoAN mapépufacn oy omoia
vroBdAreTon o acbevig. POLog Tov voonlevty| gival va epyuy®dvel Tov acBev katd
mv ddpKew G opokdbapong Kot va tov otpilel youyoroywkd (Aaumpvod &

Agpovidov, 2014).

(28]



Eniong, o voonievtic Ba mpémer va yopnyel ocwotd TOV GIONPO HECH
eVOOQAEPLag €veone, apyd kot otabepd, ®oTE vo unv mpokAnBodv avemBounta
ocuoumntopate Onmg (AAn, Tupetds, piyog kot yevikdtepa sikdva shock kabmg o oidnpog
Tov pével eEAedBepoc 6To aipa ivar moAd to&kog (Aaumpvod & Agpovidov, 2014).

Ymv mepintwon mov o acBeviig vmoPdAletar oe cvveyn opokdBopon o
voonAevtig Ba mpénel va mapakorlovdel o @pidtpo apokdBapong Ko vo gviomilet
Tox®Vv Bpoupncels (Aourpvod & Agpovidov, 2014).

Axoun, Bo Tpémel 0 VOGNAELTNG VAL TPOYMPNGEL GTNV ATOADLOVGT) TNG TEPLOYNG
ov Oa Kabetnplaotel, vo VIONiGEL TO oNUEI0 TG TAPAKEVINONG Kol Vo aKOAOVONGEL
omoTd TNV Jdkacio NG mTopakEévinong kKot g tomobétnong tov Kabetnpa
(Aapmpivov & Agpovidov, 2014).

O voonievng Oa mpémet vo AapuPavel Ta amapaitnto TPOPLAAKTIKA HETPO KOt
va eopdiel TAvTo YEVTIO KOt LAoKO PLE GKOTO VOL TPOCTATEVGEL TOV 0,60V dAA Kol TOV
€avtd Tov amd ThavEC podvveelg (Aaumpivod & Agpovidov, 2014).

¥10 onueio avtd Ba mpémel vo avaeepbel Tog elvar Wlaitepa oNUOVTIKO O
VOONAELTIG Va. £ivail E101KE EKTAOEVIEVOS, £TGL MOTE VO UMV EEXAGEL VO TAPAKEVTNOEL
™V PIoTOVAN GTO APTNPLOKO OKEAOG TNG O1OTL UTOPEL Vo Efvat ELPOVIG, dAAL Vo unv
etval n oAEPa (Aaumpvov & Agpovidov, 2014).

Metd to mépag g apokabapong Ba mpémel 0 voonievtng va gpovtilel va
kaBapiletar TANp®G TO PIATPO OpoKdBaPONGS, Y0 TNV OTOPLYT KATAKPATNONG OULOTOC

and tov acBevi (Aaumpivod & Agpovidov, 2014).

11. Yoyokoivoviky 0ToKaTAGTOON

Otav 0 acbevig vidoel mwg o BGvaTog Tov givol KOVTd, TOTE OTOUOVOVETOL
KOWOVIKG BE@pOdVTOC TMG £TG1 TOVS AMUAALAGGEL A Eva BAPOG. XTo TEMKA GTAd
NG VOGOV 0 VOGAELTNG B0l TPEMEL VOl ELYLYDVEL KOIL VO, KOVEL TOV 0lGOEVT LLE TPOGOYN.
Oa mpémel axduN vo elvar KATAIAANAO EKTOOEVUEVOG, £TGL MGTE VO UToPEl va eivat o
EMKOVOVID KO e TNV 01KOYEVELX TOVL aioBevn ko va Tovg kabnovydletl (Eby & Brown,
2014).

Téhog, 0tav tedeidoetl 1 Bepameion 0 voonievtng Ba mpémel va Tpoteivel oTov
acBevi] v emiockeyn oe cOUPOVAO YLYIKNG LYelag, o omoiog Ba tov Pondnocel va
OVTILETOTIGEL TOLG (EOPOLE TOVL KO TO. OPVNTIKG TOL ocLvIeHuATH Kol Vo

KowmvikoromOei ek véov (Eby & Brown, 2014).
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12. O péirog T0V VOGN AEVTI] GTNV YVYOAOYIM TOV KOPKIVOTAO0VG

O aoBevig mov TacyEl amd KapKivo EpyeTor avTéTOTOG e Tov Bdvato Kot
Blover évtovo Ayyoc, kotdabiym kot mANn0o¢ apvnTikdv cuvaicOnudtov. Otav o
acBevic pobaiver yio v achévelo frovetl Evrovo eoOfo kot ameAmicio. X1o 6Tdo10 avTd
0 voonAevtig Ba mpémer vo vmootnpiel tov acbevi kol va tov Ponbnoet va
avtieTonicet Ta cuvorsOnuatd tov (Eby & Brown, 2014).

INUovTikd givor emiong va. EVUEPADVEL GLUVEYELD TOV aCOEVT] OYETIKA LE TIg
€EETACELS TOV, TO GTAOI0 TNG VOGOV KOl OTOLONTOTE AAAN TANPOPOpia Kpivel Tmg Oa
Tov Bondnoet va avipetonicst kadvtepa v kotdotacn tov (Eby & Brown, 2014).

Eivar cvyvd @awvdpevo o acbeviig mov mhoyel omd Kapkivo vo, ekQpaoel
ocvvalcOnuota Bopod amévovtt otV 0KOYEVELWD TOv, OAAG Kol OTEVOVTL GTO
VOGNAELTIKO KOl 10TPIKO TPOCSHOTIKO dSVCYEPAIVOVTAG TNV OOVAELNL TOV VOGAELTAOV KO
TOV 1W0TPAOV. XTNV TEPITTOON LT 0 VOoonievtng Ba mpémel va avtipetonilel tov
acBevn| pe koTovonon kot vo tov fondncel va EKPpAcEL Kot VoL KOTOVOTGEL TOL 0PVITIKA

ocvvaicOnuota wov Puovel (Eby & Brown, 2014).
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T Mépog
1. Ta véa dgdopéva.

1. Beetz, O., Soffker, R., Cammann, S., Oldhafer, F., Vondran, F., Imkamp, F.,
Klempnauer, J., & Kleine, M. (2020). Extended hepatic metastasectomy for renal
cell carcinoma-new aspects in times of targeted therapy: a single-center experience
over three decades.

Purpose: Despite the introduction of novel targeted therapies on patients with renal
cell carcinoma, syn- and metachronous metastases (including hepatic lesions) are
observed frequently and significantly influence patient survival. With introduction of
targeted therapies as an effective alternative to surgery, therapeutical strategies in stage
IV disease must be reevaluated.

Materials and Methods: This is a retrospective analysis of 40 patients undergoing
hepatic resection of histologically confirmed RCC metastases at our institution between
April 1993 and April 2017.

Results: The interval between nephrectomy for renal cell carcinoma and hepatic
metastasectomy was 44.0 months (3.3-278.5). Liver resections of different extents were
performed, including multivisceral resections. The median follow-up was 37.8 months
(0.5-286.5). Tumor recurrence after resection of hepatic metastases occurred in 19
patients resulting in a median disease-free survival of 16.2 months (0.7-265.1) and a
median overall survival of 37.8 months (0.5-286.5). Multivariable analysis identified
multivisceral resection as an independent risk factor for disease-free and overall
survival (p=0.043 and p=0.001, respectively). A longer interval between
nephrectomy and hepatic metastasectomy was identified as an independent significant
protective factor for overall survival (p <0.001). Patients undergoing metastasectomy
after introduction of sunitinib in Europe in 2006 (n = 15) showed a significantly longer
overall survival (45.2 (9.1-111.0) versus 27.5 (0.5-286.52) months in the preceding era;
p=0.038).

Conclusions: Hepatic metastasectomy, including major and extended resections, on
patients with metastasized renal cell carcinoma can be performed safely and may
facilitate long-term survival. Due to significant morbidity and increased mortality,
multivisceral resections must be weighed against other options, such as targeted

therapy.
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1. Beetz, O., Soffker, R., Cammann, S., Oldhafer, F., Vondran, F., Imkamp, F.,
Klempnauer, J., & Kleine, M. (2020). Extetapévn pHETAGTEKTOUN TOV NTOTOS Y10,
UETUGTAGELS TOV VEQPPOKLTTUPIKOV KOPKIVOL -vEeg TTLYEG ©€ TEPLOOOVG
otoyevpévne Oepameiog : pio gpumepio yPoviKNS OIPKEWNG TAVEO amd TPEig
OEKOETIECS,

Ykomog: [Tapd v elcaywyn vémv oToxeLUEVOVY Bepameldv e acOeVEic e KopKivoua
VEPPIKAOV KVTTAPWOV TAPOUTPOVVTOL GLYVEG HETAGTAGELS TAVTOYPOVA 1] Kot apyOTEPQL
amd TNV EUEAVION TOVL VEPPOKLTTOPIKOD KOPKivoy (CUUTEPIAAUPOVOUEVOV TOV
nroTik®v Prafov) kot exnpedlovv onuovtikd v emiPioon tov acbevav. Mg v
EI0AYWYN OTOYEVUEVOV OepamEL®V, OC OMOTEAEGUOTIKNG EVOAAUKTIKNG ADONG o1
YEPOLPYIKN EMEUPAOT], Ol BEPATEVTIKES GTPATNYIKEG GTN VOGO TOL otadiov IV mpémet
Vo ETaveKTIUNB0UV.

Yiké kor Mé@ooor: Ilpokertar ywo avadpopikny avédivon 40 oacBevov mov
vrofANONKaV 6 NIOTIKN EKTOUT 16TOAOYIKA eMPePfatopévov petaoctdoewv RCC oto
dpopd pog peta&h Anpiaion 1993 kot Anpiriiov 2017.

Amnoteréopata: To Sidotnuo petalld veQPEKTOUNG Y10 KOPKIVOLL VEPPIKOV KLTTAP®OV
KOl NOTIKNG petaotacektoune nrav 44,0 unveg (3,3-278,5). Ae&nydnooav extopég
NmaTog dopopeTik®V ektdoewv. H péon mapoakorovnon nrav 37,8 unveg (0,5- 286,5).
H vrotponn] Tov yKOL HETA OO EKTOUN TOV NTOTIKOV HETAOTAGE®V eMNAOe o€ 19
acBeveig pe amotélecpa Pe HEGO YPOVIKO SLAoTN O ETPIOONG XWOPIg TV VOGO VoL TV
ot 16,2 unveg (0,7-265,1) ko n péon cvvolkn emBimon va frav ot 37,8 unveg (0,5-
286,5). H avdAvon moAamA®v HETOPANTOV avayvdPIGE TNV EKTOUN O aveEaptnTo
napdyovta Kvovvov yio v emPioon ywpic v acBéveln p = 0,043 ko p = 0,001
avtiotorya). ‘Eva peyodvtepo dtdomuo petald e VEQPEKTOUNG Kol TNG NTOTIKNG
HUETOOTAGEKTOUNG  avoyvopiotnke ¢ aveSdptnTtog ONUAVIIKOS TPOGTOTEVTIKOG
mopdyovtag yio T cvvolkn emPioon (p <0.001). Ot acBeveig mov vroPfdriovron o
LETAGTOCTEKTOUN UETE TNV €100y®YN TOL sunitinib oty Evpdnn to 2006 (n = 15)
TAPOLGIOCAY GNUOVTIKG peyoldTepN cuvolk emiPimon (45,2 (9,1-111,0) évavt 27,5
(0,5-286,52) unveg otnv mponyovuevn eroyn, p = 0,038).

Yoprepacpora: H nmotikn HETAOTACTEKTOUN, CUUTEPIAAUPAVOUEVOV TOV UEYOA®DY
KOl EKTETOUEVOV EKTOUNCEMV, G€ acbevei e UETOOTOTIKO KOPKIVOUO VEQPIKMOV
KUTTOpOV umopel vo mpoaypatoromel pe acedieio kol umopet vo S1ELKOAVVEL TN
paxporpofeoun emiPioon. AOy® TG ONUOVTIKNAG VOO POTNTOS KOl TNG QVENUEVIG
BvnodTToc, TPEMEL VO, OVTICTOOUIGTOVV O1 SIOTUNUOTIKES EKTOUEG GE GYECN LLE AALES
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EMAOYEG, OTmG M otoyobetnuévn Bepameioa.

2. Beltran, E., Garcia-Robledo, J. E., Rodriguez-Rojas, L. X., Rengifo, M., Perez,
B., Pachajoa, H., & Zambrano, A. R. (2020). Clear cell renal carcinoma
synchronous with dedifferentiated liposarcoma: a case report and review of the
literature.

Purpose: Multiple primary malignant neoplasms are not frequent but are increasing in
incidence. Some of them are associated with genetic syndromes such as von Hippel-
Lindau syndrome and Li-Fraumeni syndrome. Dedifferentiated liposarcoma is one of
the rarest soft tissue tumors, and clear cell renal carcinoma is the most frequent kidney
cancer. The concomitant presence of these tumors is extremely rare; however, some
cases have been reported, none of them presenting with liposarcoma of the limbs. We
report an interesting case of a patient with synchronous multiple primary tumors
presenting with a very rare liposarcoma associated with renal cell carcinoma (a very
rare association). A review of the literature and a collection of similar cases published
previously are also provided.

Materials and Methods: We report a case of a 62-year-old Hispanic man who
presented to our institution with a left thigh mass compatible with dedifferentiated
liposarcoma synchronous with metastatic clear cell renal carcinoma. Multiple treatment
lines were provided with no response, with a further metastatic transformation. Genetic
analysis by liquid biopsy showed some mutations that were not susceptible to targeted
therapy. At the time of this report, the patient is undergoing palliative care because his
nonresponsive metastatic disease persists.

Conclusions: We present the first reported case of clear cell renal carcinoma
synchronous with dedifferentiated liposarcoma of a limb. The association between
renal cell carcinoma and dedifferentiated liposarcoma is unusual, and there are few
reports of this presentation in the literature. More research about these tumors along
with genetic tests needs to be performed to seek a better understanding of the

fundamental basis of this rare association.

2. Beltran, E., Garcia-Robledo, J. E., Rodriguez-Rojas, L. X., Rengifo, M., Perez,
B., Pachajoa, H., & Zambrano, A. R. (2020). H mapovcic 6100Y0KVTTOPLKOD
KOPKIVOUROTOS TAVTOYPOVE PE 0.OLQPOPOTOINTY] AMTOGAPKONA: 1] AVAPOPd EVOS
ac0evn] kot n Brpiroypagikn avoockénnon.
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Ykomog: H mapovcio moAomAdv TpmToyevdv Kakondmv vEoTAacudTov dgv gival
ovyvi 0ALG avédvetal og cuyvoTnTa gpEdvions. Optopéva and avtd oyetilovrol pe
YEVETIKA oOvdpopa Omw¢ to obvdpopo von Hippel-Lindau kot to ocbHvopopo
LiFraumeni. To dtapopomompévo Mmocdpkopo ival €vog omd Tovg GmoviOTEPOLS
OYKOLG TV UOAOKOV HOPImV Kol TO SLOVYEG KLTTAPIKO VEQPIKO Kopkivoua eival o
ovyvotePOC kapkivog veppov. H ocuvakoiovdn moapovsio avtdv twv OyKov givol
e€apetikd ondvia. Qotdc0, £x0VV avaEepel HePKES TEPITTMOGELS. AVAPEPOLLLE Lo
EVOLPEPOVGO TEPIMTOOT €vOG acBevn pe oOyypovovg TOALUTAODS TP®TOTOOES
OyKovg mov TapPovcldlovy v TOAD OTAVIO ATOCHPK®UE 7oL oyetTiletal pe
KOPKIVOUL VEQPIKOV KLTTAP®V (Ui TOAD omdvia cuoyEtion). Mo emoKOn o ™G
Bproypapiog kot pi CLAAOYY] TOPOUOIWV TEPMTOCEMY TOV ONUOGLELONKAV
TPONYOVUEVMOG TAPEYOVTOL ENIOTG.

Yikéd kor Mé0odor: Avapépoupie pio TepinTmon evOg 62YpOVou 1GTOVOPOVOL (vopa
OV TOPOLGINcE OTO 10pLHA pog o palo opiotepod pnpolv cvuPatny  pe
ATOJPOPOTOMUEVO AMTOGAPKMLO GLUYYPOVIGUEVO LE UETAGTATIKO SLOVYOKLTTOPIKO
veppwkd Kapkivopa. ITolhamiéc Oepameieg yopnyndnkav yopic amdkpion, e
TEPOUTEPM UETACTUTIKO petacynuaticpd. H yevetikn avaivon pe vypn Poyia £deiée
Kamoleg HeTaAlAEELS TOV Oev MTav EMPPENEIC o€ oToYeLUEVT Bepameia. Tnv emoyn g
ékbeong avtg, o acBevig voeioTatol TOPNYOPNTIKY AY®OYN EMEWN M uUn
OVTOTTOKPIVOLLEVT] LETOCTOTIKT TOL 0GOEVELN EMUEVEL.

Yopnépaocpo: Ilopovocialovpe v wpdtn avagepbeica mepintmon capoig
KUTTOPIKOD  VEQPIKOD  KOPKIVOUATOG — OLYXPOVOS  UE  OOOL0POPOTOMUEVO
Mmocdpkopa evog dipov. H cuoyétion peta&h tov Kapkivov Tov vEQPIK®V KLTTAP®Y
KOl TOL MTOGAPKMLL TOV OTOSOPOPOTOMUEVOD €Vl 0GLVIOIGTN KoL VTTAPYOVY AlYES
BipAoypaikég avapopés. Tlepiocdtepn Epevva GYETIKA LE QVTOVG TOVG OYKOLG pall
LE YEVETIKEC EEETACEIS TPEMEL VAL Yivel Yoo va. emdtmyBel KaAOTEPN KATOVON O TNG

BepeMmdO0ovg BAONC OLTNG TNG OTAVING CLGYETIONG.

3. Chayed, Z., Kristensen, L.K., Ousager, L.B. et al. (2021). Hereditary
leiomyomatosis and renal cell carcinoma: a case series and literature review.

Background: Hereditary leiomyomatosis and renal cell carcinoma (HLRCC) is a rare
genodermatosis characterized by cutaneous leiomyoma (CLM), uterine leiomyoma

(ULM) and renal cell carcinoma (RCC).
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Materials and Methods: Five HLRCC patients are presented with a compiled database
of published HLRCC cases to increase understanding of HLRCC. Furthermore, a
surveillance program is suggested. Our review is based on a PubMed search which
retrieved case reports and cohort studies published before November 2019. The search
yielded 97 original papers with a total of 672 HLRCC patients.

Results: CLMs were present in 474 patients (71.5%), developed at the mean age of
28 years. Five patients had cutaneous leiomyosarcomas. ULMs were present in 356
women (83%), while two had uterine leiomyosarcoma. ULMs were diagnosed at a
mean age of 32 years, with the youngest diagnosed at age 17 years. The most common
surgical treatment for ULMs was hysterectomy, performed at a mean age of 35 years,
with the youngest patient being 19 years old. RCCs were present in 189 patients
(34.9%), of which half had metastatic disease. The mean age of diagnosis was 36 years
with the youngest patient diagnosed with RCC at the age of 11 years.

Conclusions: We suggest a surveillance program for HLRCC including a
dermatological examination once every 2 years, annual magnetic resonance imaging
starting at the age of 10 years to monitor for early RCCs, annual gynecological
examinations from the age of 15 years and counseling regarding risk of hysterectomy
and family planning at the age of 18 years. CLMs are often the earliest manifestation
of HLRCC, which is why recognizing these lesions, performing a biopsy, and making

a prompt referral to genetic counseling is important in order to diagnose HLRCC early.

3. Chayed, Z., Kristensen, L.K., Ousager, L.B. et al. (2021). Kinpovopkn
AELOPVONATOGT] KO KOPKIVORO TOV VEPPIKAV KVTTAPOV: PLY GEPT TEPLTTOCEDV
Kol avaokomon s fifroypagioc.

Iotopikd: H kKAnpovopikn AEI0pumpUdTmon Kot To KOPKIVOLO TOV VEPPIK®Y KUTTAPp®Y
(HLRCC) eivar pio omavio yovidiopotioon mov yopoknpiletor amd depuatikd
Asopdopa (CLM), Aetopwopa g ptpog (ULM) kot kopkiveopo veppik®v KuTtipmy
(RCC).

Yiwkéd wkor MéEOooorw: Ilévte acbeveic pe HLRCC mopovoidlovror pe po
ovykevipouévn Paon dedopévov onuoctevpévov mepimttocemy HLRCC yu v
avénon ¢ xatovonong tov HLRCC. Emutiéov, mpoteiveton €vo mpOypopLpLoL
empnong. H kpitikn pog Paciletor oe pia avalrjtnon ot Paon dedopévov PubMed

OV AVEKTNGE AVAPOPES TEPIMTMOEMY KOl LEAETEG KOOPTNG OV ONUOGLEVTNKAY TPV
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and tov NoéuPpro tov 2019. H avalfmon anédwoe 97 mpototLma £YYpOopo HE
ovvoAkd 672 acBeveig ue HLRCC.

Amnoteréopata: CLM vnpyav og 474 acBeveig (71,5%), mov avantdydnkay ot pnéon
nhkio tov 28 gtdv. [1évte acBeveig elyav deppatikd Astopvoodpkopo. ULM ftav
mapovies o 356 yuvaikeg (83%), evd dvo giyav Astopvosapkmpa e untpag. ULM
dwyvoomnkay o péon nAkio 32 €1V, HE TOVG VEOTEPOVS VO SLOYIYVMOOKOVTOL GE
nikio 17 etov. H mo ko yepovpyikn Bepaneio yio ULM ftav 1 votepektopn, M
omoia wpaypotonombnke oe péon nAkia 35 etdv, pe tov vedtepo acbevi va etvor 19
etov. RCCs vmpyav oe 189 aocbeveic (34,9%), ek tov omoiwv ot ool elyoav
petaotatikn voco. H péon nlkia g stdyvoong ntav 36 etV pe Tov vedtepo acbevn
nov dayvaotnke pe RCC oty nAikia tov 11 etdv.

Yvpmepaocpota: [Ipoteivoops éva mpodypappa mtapakorovbnong yio to HLRCC, to
omoio meprlauPdvel depuotoroyikn e&étaomn pio @opd kabe 2 ypovia, €L
OTEIKOVIOT] LOYVITIKOD GLUVTOVICHOL Tov Eekvd amd v nAkia tov 10 etdv yia
napokorovdnon tpodipwv RCC, etoieg yovatkoAoyikég e£€TAGELG Ao TNV NAKio TV
15 etdv kot cVUPOLAEG OYETIKA HE TOV KIVOLVO VOTEPEKTOUNG KOL OUKOYEVELNKOGC
nmpoypoppotiopnds oe nikia 18 etov. Ta CLMs givat cuyvd n Tpdiun ekdnAwon tov
HLRCC, y1'avtd n avayvopion avtdv tov BAafov, 1 Tpayuatonoinon Proyiog kot m
GUEON TOPOTOUTY] GE YEVETIKN GUUPBOLAEVLTIKY €lvol ONUOVTIKY YL TNV £yKoipn

duyvoon tov HLRCC.

4. Choueiri, T. K., Powles, T., Burotto, M., Escudier, B., Bourlon, M. T., Zurawski,
B., Oyervides Juarez, V. M., Hsieh, J. J., Basso, U., Shah, A. Y., Suarez, C.,
Hamzaj, A., Goh, J. C., Barrios, C., Richardet, M., Porta, C., Kowalyszyn, R.,
Feregrino, J. P., Zomierek, J., Pook, D., ... CheckMate 9ER Investigators (2021).
Nivolumab plus Cabozantinib versus Sunitinib for Advanced Renal-Cell
Carcinoma.

Background: The efficacy and safety of nivolumab plus cabozantinib as compared
with those of sunitinib in the treatment of previously untreated advanced renal-cell
carcinoma are not known.

Materials and methods: In this phase 3, randomized, open-label trial, we randomly
assigned adults with previously untreated clear-cell, advanced renal-cell carcinoma to
receive either nivolumab (240 mg every 2 weeks) plus cabozantinib (40 mg once daily)

or sunitinib (50 mg once daily for 4 weeks of each 6-week cycle). The primary end
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point was progression-free survival, as determined by blinded independent central
review. Secondary end points included overall survival, objective response as
determined by independent review, and safety. Health-related quality of life was an
exploratory end point.

Results: Overall, 651 patients were assigned to receive nivolumab plus cabozantinib
(323 patients) or sunitinib (328 patients). At a median follow-up of 18.1 months for
overall survival, the median progression-free survival was 16.6 months (95%
confidence interval [CI], 12.5 to 24.9) with nivolumab plus cabozantinib and 8.3
months (95% CI, 7.0 to 9.7) with sunitinib (hazard ratio for disease progression or
death, 0.51; 95% CI, 0.41 to 0.64; P<0.001). The probability of overall survival at 12
months was 85.7% (95% CI, 81.3 to 89.1) with nivolumab plus cabozantinib and 75.6%
(95% CI, 70.5 to 80.0) with sunitinib (hazard ratio for death, 0.60; 98.89% CI, 0.40 to
0.89; P = 0.001). An objective response occurred in 55.7% of the patients receiving
nivolumab plus cabozantinib and in 27.1% of those receiving sunitinib (P<0.001).
Efficacy benefits with nivolumab plus cabozantinib were consistent across subgroups.
Adverse events of any cause of grade 3 or higher occurred in 75.3% of the 320 patients
receiving nivolumab plus cabozantinib and in 70.6% of the 320 patients receiving
sunitinib. Overall, 19.7% of the patients in the combination group discontinued at least
one of the trial drugs owing to adverse events, and 5.6% discontinued both. Patients
reported better health-related quality of life with nivolumab plus cabozantinib than with
sunitinib.

Conclusions: Nivolumab plus cabozantinib had significant benefits over sunitinib with
respect to progression-free survival, overall survival, and likelihood of response in

patients with previously untreated advanced renal-cell carcinoma.

4. Choueiri, TK, Powles, T., Burotto, M., Escudier, B., Bourlon, MT, Zurawski,
B., Oyervides Juarez, VM, Hsieh, JJ, Basso, U., Shah, AY, Suarez, C. , Hamzaj,
A., Goh, JC, Barrios, C., Richardet, M., Porta, C., Kowalyszyn, R., Feregrino, JP,
Zolierek, J., Pook, D.,... CheckMate 9ER Investigators (2021 ). Nivolumab ko
Cabozantinib évavri Sunitinib ywe #poyopnpéve Kopxivopora Negpikov
Kvttapov.

Iotopké: H amotedespatikdtnto Kot 11 ac@dielo Tov nivolumab kot cabozantinib e
oVYKPION HE €KEIVEG TOL sunitinib otn Oepameion TPONYOLUEVOC UM KOTEPYUGUEVO
TPOYWPNUEVOV KOPKIVAOUOTOS VEPPIKAOV KVTTAPWOV OEV EIVOl YVOOTEG.
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Yikéd ko péfodor: Xe ovtnv 1N @don 3, TuYOOTOUmUEVT, OVOLYTY] OOKUA,
EKYOPNOOLE TLUYOUOL GE EVNAIKEG UE TPONYOLUEVOS UM KOTEPYOSUEVO KOPKIVOUOL
VEQPPIKAOV KLTTAPOV, Yopig Bepaneia vo Aappdvovy gite nivolumab (240 mg xkdbe 2
efdopdoeg) ouv cabozantinib (40 mg pia @opd v nuépa) N sunitinib (50 mg pia eopd
v nuépa yia 4 efoopndadeg Kabe kuxkAov 6 efdouddmv). To TpwTapykd TEAMKO onpeio
nrav N emPioon yopic tpdodo, 0nwg kabopileTon amd TV TVEAN AveEAPTNTI KEVIPIKN
avackomnon. Ta devtepedovia TeMKd onueio TepteAaupavay T cuvoAlkn emiPioon,
TNV OVTIKEEVIKT] omdkpion onwg kabopiletar amd aveEdptnn avabemdpnon kot tnv
acearela. H moidtnta {ong mov oyetileton pe v vyeia ftov Eva d1epeuvnTikd TEAMKO
onueio.

Amoteréopata: Xvvolikd, 651 acbBeveic avatédnkav va AdPovv nivolumab kot
cabozantinib (323 ac0Ogeveic) 1 sunitinib (328 acBeveig). Xe didpeon mapoakorovdnon
18,1 umvav yia cuvolikn emiPiwon, n péon emPioon yopic e£EMén nTav 16,6 uveg
(01dotnpa epmotoovvig 95% [CI], 12,5 €wg 24,9) pe nivolumab plus cabozantinib ko
8,3 unveg (95% CI, 7,0 éw¢ 9,7 ) pe sunitinib (Adyog Ktvovvov yia £EMEN TG vOGOL M
Oavaro, 0,51, 95% CI, 0,41 éwg 0,64, P <0,001). H mBavoétta cuvorikng emPiovong
otovg 12 pnveg Nrav 85,7% (95% CIl, 81,3 éwg 89,1) pe nivolumab plus cabozantinib
kat 75,6% (95% CI, 70,5 éwg 80,0) pe sunitinib (Adyog xvovvov yuo Bavato, 0,60;
98,89% CI, 0,40 £wg 0,89 - P =0,001). Mo avTIKEWEVIKT] AVTOTOKPIOT) ELPAVICTNKE
010 55,7% 10V acBevdv mov éhafav nivolumab cuv cabozantinib kot 610 27,1% avtov
mov Adupavay sunitinib (P <0,001). Ta opéAn amotelecpotikdOTTog e To nivolumab
plus cabozantinib ftav cvvenn petald TV vroopddwv. Avembounto cvupdvia
omolaconmote outiog Pabpov 3 1 vynAdtepov gueaviotrkav oto 75,3% twv 320
acBevav mov £Lafav nivolumab cuv cabozantinib kot 6to 70,6% twv 320 acOevdv mov
éhafav sunitinib. ZvvoAkd, to 19,7% tov acBevdv oty opdda cuvdvacrov dEkoyE
TOLAGYIOTOV €val amd TO OOKIUOOTIKA (PAPUHOKe AOY® OVETIBOUNTOV EVEPYELDV KOl
5,6% O&iékoye ko ta dvo. Ot acbevelg avépepav kaAvtepn mowdtnta (NG Tov
oyetileton pe Vv vyeia pe To nivolumab plus cabozantinib a6 9, Tt pe To sunitinib.
Yoprepaocpora: To Nivolumab plus cabozantinib eiye onuovtikd o@éAn évavtt Tov
sunitinib oe oyéon pe v emPioon yopig e£EMEN, ™ cvvolkn emPimon kot TV
TOAVOTNTO OVTATOKPIONG O ACOEVELG [LE KOPKIVOLLO VEQPIKMY KUTTAPWOV TOL OEV £iye

TPONYOVUEVOS OVTILETMMIOTEL.
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5. Dudani S, de Velasco G, Wells JC, et al. (2021). Evaluation of Clear Cell,
Papillary, and Chromophobe Renal Cell Carcinoma Metastasis Sites and
Association With Survival.

Purpose: To characterize sites of metastasis and their association with survival across
the 3 most common histologic variants of mRCC: clear cell (ccRCC), papillary (pRCC),
and chromophobe (chrRCC).

Materials and Methods: In this multicenter, international cohort study, the
International mRCC Database Consortium (IMDC) database was used to identify
consecutive patients starting systemic therapy for mRCC between 2002 and 2019.
Patients with mixed histologic subtype were excluded. Statistical analysis was
performed from February to June 2020.

Results: A total of 10.105 patients were eligible for analysis. Median (interquartile
range) age at diagnosis was 60 (53-67) years, 7310 (72.4%) were men and 8526 (84.5%)
underwent nephrectomy. Of these, 9252 (92%) had ccRCC, 667 (7%) had pRCC, and
186 (2%) had chrRCC. The median number of sites of metastasis was 2 (range, 0-7). In
ccRCC, the most common sites of metastasis were lung (70%; 6189 of 8804 patients
[448 missing]), lymph nodes (45%; 3874 of 8655 patients [597 missing]), bone (32%;
2847 of 8817 patients [435 missing]), liver (18%; 1560 of 8804 [448 missing]), and
adrenal gland (10%; 678 of 6673 patients [2579 missing]). Sites of metastasis varied
between subtypes. Lung, adrenal, brain, and pancreatic metastases were more frequent
in ccRCC, lymph node involvement was more common in pRCC, and liver metastases
were more frequent in chrRCC. Median OS for ccRCC varied by site of metastatic
involvement, ranging between 16 months (95% CI, 13.7-18.8 months) for the pleura
and 50 months (95% CI, 41.1-55.5 months) for the pancreas. Compared with ccRCC,
patients with pRCC tended to have lower OS, regardless of metastatic site.
Conclusions: Sites of metastatic involvement differ according to histologic subtype in
mRCC and are associated with OS. These data highlight the clinical and biological
variability between histologic subtypes of mRCC. Patterns of metastatic spread may
reflect differences in underlying disease biology. Further work to investigate
differences in immune, molecular, and genetic profiles between metastatic sites and

histologic subtypes is encouraged.

(39]



5. Dudani S, de Velasco G, Wells JC, et ai. (2021). AS0A0yN61] TOV TEPLOYOV
HETAGTOONS NE KOPKIVOUROTO VEQPIKOV KLTTAPpOV, Onlopdtov Kol
APOROPOPIKAOV VEQPOV KU 6VGYETION pE TNV emPimon.

X16y0¢: No yopoktnplotobv Tomodesieg LETAOTAONG KOL 1) GXE0T TOVG L TNV emPicoon
oT1g 3 mo Kowég 10tohoyikég moparrayég Tov MRCC: dwowyég kbttapo (ccRCCO),
OnAddeg (pRCC) ko ypopoeopo (chrRCC).

Yikd kor M£0odor: Ze ovtv TV TOAVKEVTPIKY, O1efvr pedétn kodpne, N Paon
dedopévov International mRCC Database Consortium (IMDC) ypnopomomonike yio
TOV eVTOTIGUO dtadoyk®my acBevav mov Eektvobv cuotnuatikn Bepaneio yio mRCC
peta&y 2002 kon 2019. Ot acbeveig pe puktd 16toAoyiKd vtotumo amokAeiotnkay. H
OTOTIOTIKY avdAvon TpaypatoromOnke and tov PePpovdpio mg tov Iovvio tov 2020.
Amoteréopata: Xvvolkd 10105 acBeveig Ntav emiégyuol yuoo aviivon. H péon
nAkia (evpog petaéd Tov Tepoydiny) Katd ™ diyvmon frav 60 (53-67) £, 7310
(72,4%) Ntav avopeg kot 8526 (84,5%) vmoPAndnkav ce veppektoun. And avtovg,
9252 (92%) iyav ccRCC, 667 (7%) lyav pRCC, kot 186 (2%) elyav chrRCC. O pécog
apBpdc tonobecumv petdotacng nrav 2 (gvpog, 0-7). Xto ccRCC, ot mo cvyvég Béoelg
petdotaong Nrav o mvevpovag (70%, 6189 and 8804 acOevelg [448 Aeimovv]),
Aeppaodéves (45%, 3874 and 8655 acBeveig [597 Aeimovv]), ootd (32%, 2847 and 8817
acBeveig [435 Aetmovv]), Nmap (18%, 1560 and 8804 [448 Aeimovv]) kot emveppidia
(10%, 678 amd 6673 acbeveig [2579 Aeimovv]). Ot Tonobecieg petdoToons dSEpepav
HETOEL TV VIOTOHT®V. Ol UETUOTACELS TOV TVELHOVA, TMOV EMVEQPPOIOV, TOL
eYKeQPAAOL Kol TOv TayKpéatog Nrav ovyvotepeg oto ¢ccRCC, n ocvppetoyn tov
Aeppadévov frav cvyvotepn oto pRCC kol Ol HETOOTAGELS TOV MTOTOS MNTOV
ovyvotepeg oto chrRCC. To didpeco Aettovpywd cvotnua yioo ccRCC mowcidAet
avéloya pe TN B€om TG HETACTUTIKNG EUTAOKNG, TOV Kupaivetol HeTtald 16 unvaov
(95% C1, 13.7-18.8 unvav) yia tov velokota kot 50 unvov (95% C1, 41.1-55.5 pnveg)
v 0 Thykpeas. Xe ovykpion pe to ccRCC, ot acBeveig pe pRCC étewvav va €yovv
YOUNAOTEPO AEITOVPYIKO GVGTNO, OVEEAPTNTO OO TN UETAGTATIKY TomobeaiaL.
Yoprepacpora: O Toto0eciec HETAOTATIKNG EUTAOKNG OLOPEPOVY OVAAOYOL LE TOV
16Tt0A0Y1KO Vtotvo 6to MRCC ko oyetiCovian pe 10 Aettovpyikd cvoTnua. Avtd To
dedopévo  vmoypappifoov ™V KAMvikn kot PloAoyikn  peTafAntomTa  peTaEd
16ToA0YIKAOV VToTHT®V Tov MRCC. Ta potifa g petactatikng eEdmimong urnopet va

avTikotonTpilovv TIg dopopéc oty vrokeipevn Proioyia ™ vocov. EvBappivetan
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TEPOUTEP® EPELVO YO TN OEPEVVION OOPOPDV GTO OVOCOAOYIKE, HOPLOKG Kot

YEVETIKA TPOPIA PETAED UETOOTATIKMOV OEGEMV KO IGTOAOYIKDOV VTOTOHT®V.

6. Gu, Y. Y., Chen, G, Lin, P., Cheng, J. W., Huang, Z. G., Luo, J., Zhai, G. Q.,
Wang, Y. L., Yan, H. B., & Li, S. H. (2020). Development and validation of an
immune prognostic classifier for clear cell renal cell carcinoma.

Purpose: The aim of this study was to explore the clinical implications of immune cell
infiltrates in ccRCC.

Materials and Methods: The Cancer Genome Atlas (TCGA) database (N= 515) and
E-MTAB-1980 cohort of patients (N= 101) were adopted to estimate the prognostic
value of immune cell infiltration. Twenty-four types of immune cells were evaluated
using single-sample gene set enrichment analysis. Cox regression analyses were
conducted to develop an immune risk score.

Results: Survival analyses revealed that 13 genes significantly associated with the
overall survival (OS). Furthermore, multivariate Cox analysis identified an immune risk
score on the basis of mast cells, natural killer CD56bright cells, T helper 17 (Th17)
cells, and Th2 cells. The immune risk score was associated with OS, with hazard ratios
of 2.72 (95% CI1 2.17-3.40) and 3.24 (95% CI 1.64-6.44) in TCGA and E-MTAB-1980
datasets, respectively. This immune risk score was significantly correlated with some
immunotherapy-related biomarkers.

Conclusions: We profiled a prognostic signature and established an immune risk
score model for ccRCC, which could provide novel predictive markers for patients with

ccRCC and an indicator for immunotherapy response measurement.

6. Gu, Y. Y., Chen, G., Lin, P., Cheng, J. W., Huang, Z. G., Luo, J., Zhai, G. Q.,
Wang, Y. L., Yan, H. B., & Li, S. H. (2020). Avantoén kol emkopmon &vog
OVOGOLOYIKOV TPOYVMOOTIKOU TOEWVOUTT] Y10 TO OLOVYOKVTTUPIKO KOPKIVONR TOV
VEQPPOV.

YKOmOG: TKomOC VTG TNG LEAETNG NTaY VA O1EPELVNOOVY 01 KAVIKEG ETIMTAOCELS TOV
dmonudrtev avosokvttapwv oe ccRCC.

Yikd kot Mé0ooor: H Baon dedopévov tov Atlas Genome Atlas (TCGA) (N = 515)
kot 1 opdda E-MTAB-1980 tov acBevav (N = 101) vioBethOnkav yio v ektipnon
™G TPOoYVeoTIKNG a&ilag ¢ omdnone tov avocokvttdpwv. Eikoot téooepig tomot
OVOGOKLTTAP®Y a&OAOYNONKAY YPNOULOTOIOVTAS OVAALCT] EUTAOVLTIOUOD OE &val
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detypo yovidiov. Avaivoelg Cox oeEnydnooav yio v avdmtoén evog Pabpov
OVOGOAOYIKOV KIVOUVOUL.

Amoteréopata: Ot avaAVGELS TV ATOU®MV TOL eMPBincav arokdAvyay 6t 13 yovidia
nmov oyetiCovior onuoviikd pe ™ ovvolkn emPioon (OS). Emmdiéov, 1
molvmapayoviikyy oviivon Cox avayvopioe o Pabpovopmon  ovosoroyikol
KWvoOVoL pe BAon o LOGTOKVTTAPA, TO PUGLOAOYIKE KOTTOPO KuTTdpwv CD56bright,
ta kOttapa T helper 17 (Th17) kot ta kotrapa Th2. O Babudc ovocsoroyikod Kivouvou
ovoyetiotnke pe to OS, pe avoroyieg kvdvvov 2,72 (95% CI 2,17-3,40) kon 3,24 (95%
CI 1,64-6,44) oc ouddec dedouévav TCGA kot E-MTAB-1980, avtictorya. Avti 1
Babuoroyia avocoAOYIKOD KIVOOVOL GULGYETICTNKE ONUOVIIKO HE OPIOUEVOVG
Brodeikteg oyeTilOpEVOLS e TV ovocobepameia.

Youmepacpota: AUOPPOCOLE LU0 TPOYVOOTIKY VITOYPAPN Kot Kabiephoope Eva
npoTLTO Pabuoroyiag avocsoroykob kivdvvou Yo to ccRCC, to omoio Ba pmopovoe
VO TAPAGYEL VEOLG TTPOYVAOGTIKOVG OETKTES Yo Toug aoBeveic pe ccRCC kan évay deiktn

Yo TN pETpNon g amdkpiong avocobepansiog.

7. Harada, H., Shikama, N., Wada, H., Uchida, N., Nozaki, M., Hayakawa, K.,
Yamada, K., Nagakura, H., Ogawa, H., Miyazawa, K., Katagiri, H., & Nakamura,
N. (2021). A phase II study of palliative radiotherapy combined with zoledronic
acid hydrate for metastatic bone tumour from renal cell carcinoma.

Purpose: Palliative radiotherapy is the standard of care for bone metastases. However,
skeletal-related events, defined as a pathologic fracture, paraplegia, surgery or
radiotherapy for local recurrence, or severe pain in previously irradiated bone with
radio-resistant histology type still present high incidence. The primary objective of this
study was to determine whether zoledronic acid hydrate and palliative radiotherapy
could prevent local skeletal-related events.

Materials and Methods: Eligible patients with bone metastases from renal cell
carcinoma were treated with zoledronic acid hydrate every 3 or 4 weeks and concurrent
palliative radiotherapy of 30 Gy in 3 Gy fractions. The criteria for radiotherapy were
established by the treating physician, but patients with complicated bone metastases
(impending pathological fracture or spinal cord compression) which needed immediate
surgery were excluded. The primary endpoint was the local skeletal-related event-free

survival rate at 1 year.
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Results: Twenty-seven patients were included in the study. The median age was 65
(range, 50-84) years. Radiotherapy dose was 30 Gy for all patients except 1 whose
radiotherapy was terminated due to brain metastasis progression at 18 Gy. Zoledronic
acid hydrate was administered in a median of 12 (range, 0-34) times. The median
follow-up period was 12 months and 19 months in patients who were still alive. Of 27
patients in the efficacy analysis, the 1-year local skeletal-related event-free rate was
77.6% (80% confidence interval, 66.2-89.0). Common grade 3 toxicities were
hypocalcemia (1 [4%]), sGPT level increase (1 [4%]) and sGOT level increase (1 [4%]).
There was no grade 4 or 5 toxicity.

Conclusions: Zoledronic acid hydrate administration and palliative radiotherapy were
a well-tolerated and promising treatment reducing skeletal-related events for bone

metastases from renal cell carcinoma.

7. Harada, H., Shikama, N., Wada, H., Uchida, N., Nozaki, M., Hayakawa, K.,
Yamada, K., Nagakura, H., Ogawa, H., Miyazawa, K., Katagiri, H., & Nakamura,
N. (2021). Megiétn @aong I mapnyopntikig axtivodepanciog 6 cLVOVOGHO pe
£voopo (oredpoviké 05D Y10, HETAOTATIKO 0YKO 06TOV 010 KUPKIVOROL VEQPIKOV
KUTTAPOV.

Ykomog: H mopnyopntiky axtivobepaneio glval to TPOTLTO PPOVTIONG Y10 OGTIKES
petaotdoels. 26T060, T0 TEPLOTATIKA TOV GYeTIlovVToL e T0 GKEAETO, oL opiloviat
®¢ ToBOAOYIKO KATOyHa, TopomAnyio, yepovpyikn enéupoocn 1 aktvobepameio yio
TOTIKY] VTOTPOTN, N COPaPOG TOVOG GE TPONYOLUEVAOS OKTIVOPBOANUEVA 0GTA e
padloavBeKTIKS TOTO 16TOAOYING £E0KOAOLOOVVY Vo Tapovstalovy VYN AR cuyvotnta. O
TPOTOPYIKOS GTOYOG OVTNG TNG HEAETNG MTAV VO TPOcIopPlotel €dv to €vudpo
CoAedpovikd 0EL Kol M TapyopnTIKn aktvobepomreio Oo pmopovoay vo amoTpEyouy
ovpPavta mov oyetilovtol Le TOTIKA OKEAETIK.

Yhiwkd ko M£0odor: Ot emAé€ipor acbeveic pe 00TIKéG HETAOTACELS O KOpKivVOLLo
VEQPPIKAOV KLTTAP®V vToPANOnkav oe Bepaneia pe Evodpo Loredpovikd o0&y ke 3 1 4
gPoopadeg ko Tawtdypovn Tapnyopntikn aktvobeponeio 30 Gy oe kAdopata 3 Gy.
Ta xpunpla axtvobepanciog kabopiommkav oamd Tov Oepdmovia 10Tpod, OAAG
amokAeioTNKOV 000eVELG e TOADTAOKEG 00TIKEG PETAGTACEL (emiKeipevo TafoAoyLKd
KAtaypo 1 cupumieon voTioiov HUEAOD) TTOL YPELACTIKOY ALECT XEPOVPYIKT ETEUPACT.
To x0Oplo teEMKO onueio MOV TO TOMIKO TOCOGTO eMPiwong ywpic cvopuPdvia mTov

oyetileTon pe 10 okeAeTo o€ 1 €toc.

[43]



Amoteréopata: Eikootl entd acOeveic counepiinednkov ot perém. H péon nlkio
nrav 65 (evpog, 50-84) étn. H 06om axtivobepaneiog ntav 30 Gy yi 6A0VG TOVG
acBeveig extog amd 1 Twv omoiwv 1 axtvobepaneio teppatiomnke Aoy g e£EMENG
g eykepolkng petdotaong ota 18 Gy. To évudpo (oredpovikd o&L yopnynbnke oe
dwapeco 12 (evpog, 0-34) popéc. H péom mepiodoc mapakorovOnong ntav 12 unves ko
19 unveg og acbeveig mov NTav axoua Loviavoi. Amo Tovg 27 acbeveig oty avdivon
NG OMOTEAEGUATIKOTNTAG, TO 1-€T1 TOMIKO OKEAETIKO TOCOGTO YwpPic cLUPdy NTav
77,6% (dtdotnua gpmotoocHhving 80%, 66.2-89.0). Xvyvég to&ucodtnteg Babpov 3 rav
vrokaAopia (1 [4%]), avEnon emmédov sGPT (1 [4%]) kot avénon emmédov sGOT
(1 [4%]). Aev vanpye To& kot Ta faduod 4 1 5.

Yvpumepacporta: H yoprynon évudpov Loredpovikod 0EEOC KOl 1) AP YOPNTIKY
axtivobepameio NTov po KoAd avekt] Kot ToAAd vrooydpevn Bepameio TOV PEIDVEL TOL
OKEAETIKG OV oyeTilovTol pe CLUPAVTA Y10 OCTIKEC UETOOTACELS OO KOPKIVOLOL

VEQPIKOV KLTTAPM®V.

8. Hinata, N., Shiroki, R., Tanabe, K., Eto, M., Takenaka, A., Kawakita, M., Hara,
I., Hongo, F., Ibuki, N., Nasu, Y., Teishima, J., Kawai, N., Kawauchi, A., Kondo,
T., Kawamorita, N., Oyama, C., Horie, S., Shimbo, M., Kato, M., Kanayama, H.,
... Japanese Society of Endourology (2021). Robot-assisted partial nephrectomy
versus standard laparoscopic partial nephrectomy for renmal hilar tumor: A
prospective multi-institutional study.

Purpose: To investigate whether robot-assisted partial nephrectomy compared with
laparoscopic partial nephrectomy is effective for renal hilar tumor removal.

Materials and Methods: This was a prospective, multicenter, single-arm, open-label
trial with a 2-year enrollment period. A total of 22 academic hospitals in Japan
participated in the present study. Comparison with historical control values from
reported studies of laparoscopic partial nephrectomy was carried out. The warm
ischemia time and positive surgical margin rate were set as primary perioperative and
oncological outcomes. In the historical control group, these were 27.7 min and 13%,
respectively.

Results: The analysis population included 105 participants. The mean warm ischemia
time was 20.2 (95% confidence interval 16.7-21.8; P < 0.0001 vs 27.7). Two of 103
participants (1.9%) had a positive surgical margin (95% confidence interval 0.5-6.8%).

Both results satisfy the prespecified decision criteria for the superiority of robot-
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assisted partial nephrectomy over the historical control of laparoscopic partial
nephrectomy. Resected weight and preoperative estimated glomerular filtration rate
were predictive factors of functional loss of the partially nephrectomized kidney after
robot-assisted partial nephrectomy.

Conclusions: Robot-assisted partial nephrectomy for clinical T1 renal hilar tumors
results in shorter warm ischemia time than and comparable positive surgical margin

rate to those reported for laparoscopic partial nephrectomy.

8. Hinata, N., Shiroki, R., Tanabe, K., Eto, M., Takenaka, A., Kawakita, M., Hara,
I., Hongo, F., Ibuki, N., Nasu, Y., Teishima, J., Kawai, N., Kawauchi, A., Kondo,
T., Kawamorita, N., Oyama, C., Horie, S., Shimbo, M., Kato, M., Kanayama, H.,
... Japanese Society of Endourology (2021). Mgpiki] ve@peKTOU] HE POUTOT EVAVTL
TUMKNG AUTTOPOCKOTIKNG REPIKIS VEQPPEKTOUNS YL VEQPPIKO O0YKO: Mia TPOOTTIKY)
moAlv-0go ik pnEAETY).

X1dy0g: H diepedvnon tov katd TOGOV 1 LEPIKT| VEQPPEKTOUN LE POUTOT GE GVYKPION
LLE TN AOTOPOGKOTIKY] LEPIKT) VEQPEKTOWTN EIVOL ATOTEAEGILATIKY Y10l TNV ATOUAKPLVOT)
TOL VEPPIKOD OYKOV.

Yiké kot Mé0odor: Avti ftov o TPOOMTIKY|, TOAVKEVIPIKY, €Vioid, avolyTh
JOKIHOOTIK Teplodog pe mepiodo eyypoaeng 2 €T®V. Xuvolkd 22 axodnuoikd
vocokoueio oty loamwvia coppeteiyav oty moapovoa peAétn. Ilpayuatoromdnke
OVYKPION UE 1OTOPIKEG TUYES EAEYXOVL OO OVAPEPOUEVES UEAETEG AOTOPOCKOTIKNG
HePIKNG veppektouns. O Beppog xpovog oyorpiog kot o 0etikdg puOUOS YEPOVPYIKOV
neEPO®PIOL OPIGTNKOV MG TPMTOYEVY TEPLEYYEIPNTIKA KOl OYKOAOYIKE amoTELECUATO.
2V 16Top1KY| opdda eAéyyov, avtd nrov 27,7 Aentd ko 13%, avtictoyo.
Amoteréopata: O TAnOvordg avaivong mepteddpPave 105 ocvppetéyovieg. O uéoog
xpOvog Bepung woyopiog rav 20,2 (ddotnpa epumietocvvng 95% 16,7-21,8, P <0,0001
évavtt 27,7). Avo amd tovg 103 ovupetéyovieg (1,9%) eiyav Betikd yeipovpykd
nepopro (95% odbomua epmotoovvng 0,5-6,8%). Kai to dvo amoteAéopota
KOVOTO10UV T TPOKAOOPIGUEVA KPLTHPLOL ATTOPACTG Y10 TV OVOTEPATNTO TNG LEPIKNG
VEQPPEKTOUNG LE TN PoN0€10L pOUTOT EVAVTL TOV 1GTOPIKOD EAEYYOV TNG AOTAPOCKOTIKNG
peptkng veppektoung. To ek@UMGOUEVO PAPOC KOl O TPOEYYXEPNTIKOS EKTILMUEVOC
pLOUOG  omEpapaTiKnG OMBnoNg MTaV TPOYVOGTIKOL TOPAyovVIES AEITOLPYIKNG
OTAOAELNG TOV UEPIKMG VEPPEKTOTOMUEVOL VEPPOV UETA OO HEPIKT VEQPEKTOWUN ME
poundt
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Yoprepacpora: Mepikn veppektoun vmofonbovuevn omd poumdT Yoo KAVIKOOG
oykovg veppikng T1 veppod odnyel ce pikpotepo ypdvo Bepung oyarpiog amd Ko
oLYKpioIHo BeTikd T0c0oTO TEPBMPIOV YEPOVPYIKNG HE EKEIVO TOV avaeEpONKe Yo

AOTOPOCKOTIKY LEPIKT] VEQPEKTOLLT.

9. Hizal, M., Sendur, M., Bilgin, B., Akinci, M. B., Sener Dede, D., & Yalcin, B.
(2020). A historical turning point for the treatment of advanced renal cell
carcinoma: inhibition of immune checkpoint.

Purpose: research regarding treatment of advanced renal cell carcinoma.

Materials and Methods: Literature search is made from PubMed, Medline, and ASCO
and ESMO Annual Meeting abstracts using the following search keywords:

nn n.n n.n

"nivolumab," "pembrolizumab," "atezolizumab," "avelumab," "durvalumab," and
"renal cell cancer." The last search was on Nov 1, 2019.

Results: The combination of nivolumab and ipilimumab have better survival results
than sunitinib for intermediate and poor risk patients but not for favorable risk groups.
In 2019, two combination regimens with pembrolizumab plus axitinib and avelumab
plus axitinib demonstrated efficacy over sunitinib for every risk group. The overall
survival data of these trials are still immature.

Conclusions: Advanced RCC has high morbidity and mortality with an increasing
prevalence. Following tyrosine kinase inhibitors, checkpoint inhibitors have a great
influence on treatment of advanced RCC, especially the combination of these two
strategies. In 2019 these combined strategies demonstrated 5% complete remission with
up to 60% objective response rate. While not immediately, but perhaps in the near
future, advanced RCC will become a manageable chronic disease, even if a cure is not

possible.

9. Hizal, M., Sendur, M., Bilgin, B., Akinci, M. B., Sener Dede, D., & Yalcin, B.
(2020)."Eva 1oTtopiko onueio Koumig yio 11 0gpameia Tov Tpoympnuévou Kapkivov
VEPPIKAV KVTTAPOV: TO CNUEI0 KATAGTOANG TOV (LVOGOTOU|TLKOV.

YKomOg: M €pevva oYETIKE e TN Bepameiot TOV TPOYWPMNUEVOL KOPKIVOL VEQPPIKMDV
KUTTAP®V.

Yhiwkd kor Mé0odor: H avalnmon Biprioypaeiog yivetar amd Tig TEPIAMNYELS ETHOLOV
ovveoplv PubMed, Medline kot ASCO xor ESMO ypnoipomoimwvtog tig akdAovdeg

AéEec-kAedd  avalnmmong:  "nivolumab", "pembrolizumab", "atezolizumab",
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"avelumab", "durvalumab" woi "kopkivog veppikdv wvttdpov." H televtaia
avalntnon éywve v 1 NoeuPpiov 2019.

Amoteréopata: O cvvdvacpdc tov nivolumab kor tov ipilimumab €yxel kaAvtepa
aroteAéopato eniPimong amd OtL To sunitinib yio tovg acbeveic pe evolapeon 1 Kok
AOlpHmEN, aArd Oyt yio evvoikég opdadeg kivdvvov. To 2019, 600 cvvdvaoTikd
Oepamevtikd oyfuato pe pembrolizumab cuv axitinib ko avelumab plus axitinib
amEdelEay amotelecpaTikOTNTA VOVTL TOL sunitinib yio kKGBe opdda kvdvvov. Ta
OLVOAKG 0£00UEVA ETPIMONG AVTAOV TOV SOKIUAOV EVOL QKO AVOPLLLOL.
Yoprepaocporta: To kolnalowv RCC éxer vynin voonpotnta Ko Bvnootnro pe
avéavopevn emikpatnorn. Metd and Tovg avasTOAElS TG KIVAONS TNG TVPOGIVNG, Ol
OVOOTOAELG TV onpeimv EAEYXOV TOV OVOGOTOMTIKOD €XOLV UEYAAN EMIdPAOT GTN
Bepamneia Tov Tpoywpnuévov RCC , wwaitepa 0 GuvOLAGHOG TV Bepameidv avtdv. To
2019 avtég o1 cuvovacuéveg avtég pEBodol Bepameiog £d€1Eay TANPN LIOYDOPNOT TOV
RCC o€ m10600610 5% pe TOGOGTO AVTIKEWWEVIKNG avTamOKplons £o¢ Kat 60%. Av kot
Oyt apéows, oAAd icwg oto eyyvg péddov, 1o mpoywpnuévo RCC Ba yiver o

dwyepion xpovia achévela, axodua K av dgv givatl duvart 1 Oepamneia.

10. Kulterer, O. C., Pfaff, S., Wadsak, W., Garstka, N., Remzi, M., Vraka, C., Nics,
L., Mitterhauser, M., Bootz, F., Cazzamalli, S., Krall, N., Neri, D., & Haug, A. R.
(2021). A Microdosing Study with **™Tc¢c-PHC-102 for the SPECT/CT Imaging of
Primary and Metastatic Lesions in Renal Cell Carcinoma Patients.

Backgraund: *™Tc-PHC-102 is a *™Tc-labeled derivative of acetazolamide, a high-
affinity small organic ligand of carbonic anhydrase IX (CAIX). *™Tc-PHC-102 has
previously shown favorable in vivo biodistribution properties in mouse models of
CAIX-positive clear cell renal cell carcinoma (ccRCC) and colorectal cancer. In this
study, we aimed to explore the targeting performance of *"Tc-PHC-102 in SPECT in
patients with renal cell carcinoma while also assessing the safety and tolerability of the
radiotracer.

Materials and Methods: We studied 5 patients with localized or metastatic ccRCC in
a microdosing regimen, after the administration of a 50-ug total of CAIX ligand and
600-800 MBq of **™Tc-PHC-102. Tissue distribution and residence time in normal
organs and tumors were analyzed by serial SPECT/CT scans at 3 time points (30 min,

2 h, and 6 h) after intravenous administration.
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Results: In the 5 patients studied, *™Tc-PHC-102 was well tolerated and no study drug-
related adverse events were recorded. In the stomach, kidneys, and gallbladder, the
radiotracer showed a rapid initial uptake, which cleared over time. Localization of the
study drug in primary tumors of 5 patients was observed, with favorable tumor-to-
background ratios. *™Tc-PHC-102 SPECT/CT allowed the identification of 4
previously unknown lung and lymph node metastases in 2 patients.

Conclusions: *™Tc-PHC-102 is a promising SPECT tracer for the imaging of patients
with ccRCC. This tracer has the potential to identify primary and metastatic lesions in
different anatomic locations. *™Tc-PHC-102 might also serve as a companion

diagnostic agent for future CAIX-targeting therapeutics.

10. Kulterer, OC, Pfaff, S., Wadsak, W., Garstka, N., Remzi, M., Vraka, C., Nics,
L., Mitterhauser, M., Bootz, F., Cazzamalli, S., Krall , N., Neri, D., & Haug, AR
(2021). Mehétn pikpodocolroyiog pe >mTe-PHC-102 yio v ansikévion SPECT /
CT npotonadov kKot petaotaTiKAV BAaPOV 6€ acBeveic pe ve@piko kapkivopa.
Istopik6: To *mTc-PHC-102 sivar éva emonuacuévo pe mTc mapdymyo
aKeTaloAapiong, €vag HKPOG OpYOVIKOG GUVOETNG LYNANG GLVAQPELNG KOPPBOVIKNG
avodpaong IX (CAIX). To ?mTc-PHC-102 &iye mponyovpévo Seifet svvoikég
W10 TEg Prokatavoung in vivo og HOVTEAN TOVTIKOD LE KOPKIVO VEQPIK®V KVTTAP®V
Betikod CAIX (ccRCC) kot kapkivov Tov moy€og €VIEPOL. X& QVTNV TN UEAETN,
oTOXEVOALE VO SlepeuviicovpE TV omddoon otdysvong tov mTe-PHC-102 610
SPECT og acbfevelg pe KapKivopo vEQPik®v KOTTAP®V, EVEO EKTIUNCOUE ETIONG TV
ACOAAELD KOL TNV OVEKTIKOTNTO TOV POOIOOVIYVEVLTY].

Yikd ko Mé0Bodor: Meletooape 5 acBeveig pe evromopévo 1 petactatikd ccRCC
o€ OYNUO LIKPOSOCGOAOYING, HETE TN Yop1yNon cvuvoAlkov 50-pg mpoodéuaroc CAIX
xar 600-800 MBq *mTc-PHC-102. H xotavous| Tov 16TOV Kol 0 YPOVOC TOPUUOVIG
0€ PLGLOAOYIKA Opyova, Kot OYKoLg avaAibnkay pe oeplokn odpwon SPECT / CT oe
3 ypovikd onpeio (30 Aemtd, 2 dpeg Kot 6 ®PeG) HETA amd evOOQAEPL yopnynon.
Amoteréopara: touc 5 acheveic mov peletOnkav, to *’mTc-PHC-102 frav koAb
aveKTO KoL OgV Kataypdenkay avemBounteg evépyeleg oyeTILOUEVES LE TO PAPLLOKO.
270 OTOMAYL, OTO VEQPPA KOl OTN YOANOOXO KVUOTN, O PUdOUETOdOTNG £0€1&e o
YPNYOPN OPYIKY TPOCANY™N, 1 Omoio. VIOYMOPNCE HE TNV TAPOSO TOL YPOHVOV.
[MapanpnOnke evtomopds ToL EOPUAKOL TNG MEAEING OE TPWTOYEVEIC OYKOLG 5
ac0evav, pe suvoikéc avaroyiec oykov mpoc eovto. To *?mTc-PHC-102 SPECT / CT
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EMETPEYE TNV TOVTOTOINGT 4 TPONYOLUEVOS AYVOGTMOV LETACTAGEDV TVELUOVOV KO
Aeppoadévov og 2 acbeveic.

Yopnepaopato: To **mTc-PHC-102 givar évag moAld vrooyopevog tyvmidtng SPECT
vy Vv aneikdvion aclevov pe ccRCC. Avtdg o yvnAdtng €xel T dvuvatdtnta vo
EVIOTioEL TPWTOYEVELG Kol HETOOTATIKEG PAAPec 0 OSUPOPETIKES  OVOTOMIKES
tonofeciec. To PmTc-PHC-102 pmopei emiong vo ypnoUEDCEL OC GLVOSELTIKOC

AyVOOTIKOG TapdyovTtag Yio peAlovtikég Oepamneieg otoyevong CAILX.

11. Lee, C. H., Motzer, R. J., Glen, H., Michaelson, M. D., Larkin, J., Minoshima,
Y., Kanekiyo, M., Ikezawa, H., Sachdev, P., Dutcus, C. E., Funahashi, Y., & Voss,
M. H. (2021). Correlative serum biomarker analyses in the phase 2 trial of
lenvatinib-plus-everolimus in patients with metastatic renal cell carcinoma.
Background: No biomarkers have been established to predict treatment efficacy in
renal cell carcinoma (RCC). In an exploratory retrospective analysis of a Phase 2 study,
we constructed composite biomarker scores (CBSs) to predict progression-free survival
(PFS) and overall survival (OS) in patients with metastatic RCC randomised to receive
lenvatinib-plus-everolimus.

Materials and Methods: Of 40 biomarkers tested, the 5 most strongly associated with
PFS (HGF, MIG, IL-18BP, IL-18, ANG-2) or OS (TIMP-1, M-CSF, IL-18BP, ANG-
2, VEGF) were used to make a 5-factor PFS-CBS or OS-CBS, respectively. A 2-factor
CBS was generated with biomarkers common to PFS-CBS and OS-CBS. Patients were
divided into groups accordingly (5-factor-CBS high: 3-5, CBS-low: 0-2; 2-factor-CBS
high: 1-2, CBS-low: 0).

Results: PFS/OS with lenvatinib-plus-everolimus were significantly longer in the 5-
factor CBS-high group versus the CBS-low group (P = 0.0022/P < 0.0001,
respectively). In the CBS-high group, PFS/OS were significantly longer with
lenvatinib-plus-everolimus versus everolimus (P < 0.001/P = 0.0079, respectively);
PFS was also significantly longer with lenvatinib-plus-everolimus versus lenvatinib (P
= 0.0046). The 5-factor-CBS had a predictive role in PFS and OS after multivariate
analysis. Similar trends were observed with the 2-factor-CBS for PFS (i.e., lenvatinib-
plus-everolimus versus everolimus).

Conclusions: The 5-factor CBS may identify patients with metastatic RCC who would
benefit from lenvatinib-plus-everolimus versus everolimus; additional validation is

required.
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12. Lee, CH, Motzer, RJ, Glen, H., Michaelson, MD, Larkin, J., Minoshima, Y.,
Kanekiyo, M., Ikezawa, H., Sachdev, P., Dutcus, CE, Funahashi, Y., & Voss, MH
(2021). Avaivon Broroykov o€iKkT 0pov 6T1) doKip) paong 2 Tov lenvatinib-plus-
everolimus 6g 0.60gveig pe NETUGTATIKO KOPKIVONO VEQPPIKAV KVTTAPOV.
Iotopiké: Asv  éyxovv  amoderyBel  Prodeikteg Yoo v wPOPAEYN NG
OTOTEAECUOTIKOTNTAG TNG Bepameiog oTo Kapkivopa Tov veppikodv kKuttapwv (RCC).
Ye po OlEPELVNTIKY avOadPOLIKY avaAivon oG perétng ddong 2, KotaoKELACOLE
ovvleteg Pabuoroyieg Prodeiktdv (CBS) ywo va mpoPAréyovpe v emiPimon yopic
e€EMEn (PFS) ka1 1t ovvolikn emPiwon (OS) oe aocBeveic pe peraoctatikd RCC
TUYOLOTTOMEVO Yo va, AdPovpie lenvatinib-plus-everolimus.

Yikd kor Mé0odor: Anod 40 Prodeikteg mov dOKIUAGTNKAY, Ol 5 GLGYETIOTNKOV
neplocotepo pe PFS (HGF, MIG, IL-18BP, IL-18, ANG-2) 1 OS (TIMP-1, M-CSF,
IL-18BP, ANG-2, VEGF) ypnotpomombnkav yio v mopoywynq €vog S-moapdyovta
PFS-CBS 11 OS-CBS, avrtioctorgo. Anpovpyndnke CBS 2 mopaydviov pe Prodeixteg
kowég yia to PFS-CBS kot OS-CBS. Ot acfeveig yopiomrav o€ opdoeg avaroyo
(vynAo S-mapdyovta-CBS: 3-5, younioé CBS: 0-2, vymAd 2-mopdyovta-CBS: 1-2,
younid CBS: 0).

Amoteréopata: To PFS/OS pe lenvatinib-plus-everolimus wtav  onuaviikd
peyoAvtepo oty opdda vyniod CBS 5 mapaydéviwv Evavtt g opddag youning CBS
(P =0,0022 / P <0,0001, avtiototya). Znv opddo pe vynio CBS, to PFS / OS frav
onuavTIKA peyoivtepo pe lenvatinib-plus-everolimus évavtt everolimus (P <0,001 / P
= 0,0079, avtictorya). To PFS fitav eniong onuovtikd peyalvtepo pe 1o lenvatinib-
plus-everolimus £évavti tov lenvatinib (P = 0,0046). To 5-factor-CBS &iye tpoyvwotikd
poro oto PFS kot to OS petd amd molvmapayoviikn avaivon. Ilapoupoleg tdoeig
mopatnpnOnkav pe 1o 2-mapdyovia-CBS yio PFS (dniaon, lenvatinib-plus-everolimus
évavtt everolimus).

Yvpnepaocpota: To CBS 5 mopaydviov prnopet va evtonioet 0oOevelg e HeTACTOTIKO
RCC nov 6o eropeAnfovv amd 1o lenvatinib-plus-everolimus évavtt Tov everolimus.

Amonteiton emmAEOV ETIKVPMOT).

13. Makimoto, G., Hotta, K., Oze, 1., Ninomiya, K., Nakanishi, M., Hara, N., Kano,
H., Watanabe, H., Hata, Y., Nishii, K., Nakasuka, T., Itano, J., Ninomiya, T.,
Kubo, T., Ohashi, K., Ichihara, E., Minami, D., Sato, A., Tabata, M., Maeda, Y.,

... Kiura, K. (2021). Randomized study comparing mannitol with furosemide for
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the prevention of cisplatin-induced renal toxicity in non-small cell lung cancer:
The OLCSG1406 trial.

Purpose: Evidence is lacking on the best standard method for forced diuresis to prevent
cisplatin-induced nephrotoxicity. We compared the cisplatin-induced nephrotoxicity
prevention effect of furosemide or mannitol in patients with advanced non-small cell
lung cancer.

Materials and Methods: Patients with advanced non-small cell lung cancer suitable to
receive cisplatin-containing regimen were randomly assigned to receive furosemide or
mannitol with appropriate hydration. The primary endpoint was the proportion of >
grade 1 serum creatinine elevation in the first cycle.

Results: The trial was terminated early with 44 (22 per arm) of the planned 66 patients
because of slow accrual. Patients' characteristics were well balanced with median
baseline creatinine clearance of 98.0 and 95.1 mL/min in the furosemide and mannitol
arms, respectively. In the first cycle, two (9%) and four (18%) patients developed grade
1 creatinine elevation (P = .66), respectively, despite no > grade 2 toxicity. The median
times to develop the worst creatinine score were 10 and 8 days, respectively. For all
cycles, median times to recover to grade 0 were 56 and 20 days, respectively. The
furosemide arm was characterized by relatively high urine output after cisplatin
administration (900 vs 550 mL/h), low frequency of unplanned additional hydration
(14% vs 32%), and high incidence of hyponatremia (18% and 5%) compared with the
mannitol arm. Both arms showed similar progression-free survival and overall survival.
Conclusions: The preventive effect of the two forced diuretics on cisplatin-induced
nephrotoxicity was not significantly different. However, the two diuretics have some

distinct types of clinical presentations.

13. Makimoto, G., Hotta, K., Oze, 1., Ninomiya, K., Nakanishi, M., Hara, N., Kano,
H., Watanabe, H., Hata, Y., Nishii, K., Nakasuka, T., Itano, J., Ninomiya, T.,
Kubo, T., Ohashi, K., Ichihara, E., Minami, D., Sato, A., Tabata, M., Maeda, Y.,
... Kiura, K. (2021). Tvyoromoimpévny peAéTN TOV GUVEKPLVE T1] LOVVITOAY HE 1)
QOVPOGENION YO0 TNV TPOANYT TS TPOKUAOVUEVIG OO GLOTAUTIVI] VEQPPIKIG
TOEIKOTNTOG O©€ U1 MIKPOKLTTOPIKO Kopkivo Tov mvevpove: H  doxipn
OLCSG1406.

Y16y0g: Ta otoyeio dev drobétovy TV KaAVTEPN TLMIKY HEDOOO Yl AVOYKOGTIKN

dovPNoN Yo TV TPOANYT TG VEQPOTOEIKOTNTOG TOL TPOKAAEITOL AT TN GloTANTIVY).
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Svykpivape ™ Opaon wPOANYNS TS VEPPOTOEIKOTNTAG OV TPOKOAEITOL Omd TN
O1oTANTIVI] TNG POVPOCEUIONG 1) TNG LAVVITOANG G€ AoHEVEIC e TPOY®PNUEVO UN LUKPO
KLTTOPIKO KOPKIVO TOL TVEVLLOVAL.

Yikd ko Mé0odor: AcOevelg e Tpoywpnuévo U UIKPOKLTTOPIKO KOPKivo Tov
TVEVILOVOL TTOV Elvail KATAAANAOL va AGBoVV oYU TOL TTEPLEYEL GIOTANTIVY avaTEON KOV
Toyoio vo AGBovv PovpoGEUION N UAVVITOAN pE KATAAANAN evuddtmorn. To kvplo
TeEMKO onueio Mtav to TocooTd avénong kpeatviviig opod Pabuod 1 otov mpmdTOo
KOKAO.

Amoteréopato: H ooxyn teppatiotmke vopic pe 44 (22 avd okéAog) ToV
TPOYPOUUOTICUEVOV 66 060evidv AOY® PBpadeiag cvocmpevonc. Ta yapaknpioTiKd
TV 000evAV NTaV KOAQ 1ooppomnuéva pe tn péon kdbapon g Kpeatviving factkng
ypopug 98,0 ot 95,1 mL/min otovg PBpayioveg QOVPOCEUIONG Kol HOVVITOANG,
avtiotoro. Xtov Tp®dto KOKAO, 600 (9%) war téooepic (18%) acbBeveic avémtvéav
avénon kpeotvivng Paduod 1 (P =.66), avtictoryo, mopd v toiotnra xwpic Paduo
2. Ot dugpecot xpdvot yuo TNV avantuén g xepotepns Padporoyiog kpeativivng rav
10 o 8 nuépeg, avtiotorya. I'io 6Aovg ToLg KHKAOLS, Ol S1GUEGOL XPOVOL OVAKOLYNG
otov PBabuo 0 Nrav 56 kor 20 nuépeg, avtiotoyya. O Ppoayiovac TG ovpoceUiong
YOPOKTNPIGTNKE OO GYETIKA VYNAT TOPOY®YN OVP®V UETE OITO YOPNYNON CLOTANTIVIG
(900 évavtt 550 mL/h), younAnq ocvyxvotnTo PN TPOYPUUUOTICUEVNS TPOGHETNG
evudatwong (14% évavtt 32%) kot vymAn cvyvotnta vrovatproiog (18% kot 5%) oe
ovyKplon pe tov Ppoyiova povvitoane. Kot ta 600 yépra £dei&av mapopota emPioon
Y®pPig TPO0OO Kol GLVOMKN eMPimon.

Yvpmepaopota: H mpoinmtikn dpdon t@v VO OVOYKOSTIKOV SOLPNTIKOV OTN
VEQPOTOEIKOTNTO. TOL TPOKOAEITOL OO 1Tr OOTMAOTIVI] 0EV NTOV  GNUOVTIKA
SlpopeTiky. QotOG0, T OV0 JOVPNTIKA £YOVV OPIGUEVOVG TOUTOVG KAVIK®V

TOPOVCIAGEMV.

14. Mao, W., Fu, Z., Wang, K., Wu, J., Xu, B., & Chen, M. (2021). Prognostic
nomogram for patients with lung metastatic renal cell carcinoma: a SEER-based
study.

Background: Our study aimed to establish a clinically practical and reliable prognostic
nomogram based on the important prognostic factors to predict the prognosis of patients

with lung metastatic renal cell carcinoma (RCC).
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Materials and Methods: Clinical data of patients with lung metastatic RCC between
2010 and 2015 were collected from the SEER database. Prognostic nomogram was
established using R software to predict the OS and CSS probability for individual
patients. Consistency index (C-index), calibration curve and decision curve analysis
(DCA) were used to assess the predictive performance of the nomogram, and to
calibrated the nomogram for 1-, 2-, and 3-year cancer-specific survival (CSS) and
overall survival (OS).

Results: 1,563 patients were enrolled in this study. All patients were randomly divided
into the primary cohort (937) and the validation cohort (626). Multivariate Cox
regression showed that age, histology, N-stage, T-stage, surgery and radiotherapy were
independent risk factor of OS, and histology, N-stage, T-stage, surgery were CSS
related factors in patients with lung metastatic RCC in the primary cohort. The C-index
of the nomogram OS was 0.662 and the C-index of CSS was 0.658 in the primary
cohort. In the validation cohort, the C-index of the nomogram CSS and OS were 0.685
and 0.694, respectively. Moreover, the calibration curves showed good consistency
between nomogram predictions and actual 1-, 2-, and 3-year OS and CSS rates in the
primary and external verification cohorts.

Conclusions: The prognostic nomogram constructed in this study can provide an
individualized treatment and risk assessment for survival in patients with lung

metastatic RCC.

14. Mao, W., Fu, Z., Wang, K., Wu, J., Xu, B., & Chen, M. (2021). [IpoyvooTtiko
VOROYPaON IO Y10 000EVEIS NE HETUOTATIKO KUPKIVORU TOV VEPPIKAV KVTTAP®V
TOV TVELVPOVOV: o perétn pe paon to SEER.

Iotopwkdé: H perétn pog otoyevel otn Ompiovpyio €vOG KAWIKG TPOKTIKOV Kot
a&OTIGTOL TPOYVIOGTIKOV VOLLOYPOPTLLOTOG e BACT) TOVS ONUAVTIKOVS TPOYVOGTIKOVS
TAPAYOVTEG Y10l TNV TPOPAEYT TN TPOHYVOONG TV AGHEVAOV LE LETACTUTIKO KOPKIVOLLOL
TOV VEQPPIKOV KLTTAp®V TV tvevpovav (RCC).

Yiwké kor Mé0ooor: KAwvikd dedopéva acBevov pe petactatiké RCC tov mvedpova
peta&y 2010 ko 2015 cvAlEyOnkav arnd ™ Paon dedopévov SEER. To tpoyvmotikd
nomogram OMHovVPYNONKe YPNOUOTOIOVTOS AoYiopkO R vy va mpoPAéyel v
mBavotnto OS ko CSS yuo pepovopévoug acbeveic. O deiktng ovvénetag (deiktng C),
N KoumOAn  Pabpovounone kot n avdivon  KoumoiAng amoedcemv  (DCA)
ypnoorombnkay  yioo v aSloAdynon TG TPOYVAOOTIKNG  OmOd0oNG  TOV
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VOUHOYPAIIaTOS Kot Yo T Bafovounon tov vopoypaupatog y enioon 1-, 2- kot 3
etmv Yo kopkivo (CSS) ) kol cuvorikn emiPioon (OS).

Amoteréopata: 1.563 acBeveig ocoppeteiyov oe avtyv tn peAétn. Olot or acbeveig
yopiomkav Tuyaio oy Tpwtoyevi opdda (937) kol oty opdda emtkbpwong (626).
H moAwvdpounon moAhamidv mtoikimav Cox £0e1&e 0T 1 nAikia, 1 1oToAoYia, TO 6TAS10
N, to otddo T, n yepovpywkn emépPaocn Kor n aktvobepomeio frav aveEdptnTot
TAPAYOVTEG KIVOUVOL TOV AELTOVPYIKOV GLGTHLATOG Kot 1) 16TOA0Yid, T0 6Tdd10 N, T0
otadwo T, n yewpovpyikn eméuPoaocn Ntav mopdyovieg mov oxetiCovion pe CSS oe
acBeveic pe perootatikd RCC tov mvevpova n koupla kodptn. O C-index Tov
nomogram OS ftav 0,662 kot o C-index tov CSS Ntav 0,658 oty mpwtoyevn opdda.
2y opdda emkdpwong, o deiktng C tov ovopartoypdeov CSS kot OS frav 0,685 kot
0,694 avtictorya. EmmAéov, ot kapmoleg fabpovounong £6e1&av KaAn cuvoyr HETAED
TOV TPOPAEYEDV TV OVOUATOV KOl TOV TPOYLATIKOV TOGOGTOV Ae1Tovpytkov kot CSS
1-, 2- ko 3 €TV oTIG KOPLEC KOl EEMTEPIKEG OULAOES ETAANOEVOTG.

Xoprepacpota: To TPOyvOOTIKO VOLOYPAPTUE TOV KOTOGKEVAGTNKE GE QTN TN
peAétn pmopet vo mapéyet pa e€atopkevpuévn Bepaneio Ko 0E0AOYNON KIVOLVOL Yo

emPimon oe acbeveig pe petaoctoatikd RCC tov mvedpova.

15. Mennitto, A., Verzoni, E., Cognetti, F., Miceli, R., Milella, M., Mosca, A.,
Chiuri, V. E., Bearz, A., Morelli, F., Ortega, C., Atzori, F., Donini, M., Claps, M.,
Guadalupi, V., Sepe, P., Cappelletti, V., de Braud, F. G., & Procopio, G. (2021).
Radical metastasectomy followed by sorafenib versus observation in patients
withclear cell renal cell carcinoma: extended follow -up of efficacy results from
the randomized phase II RESORT trial.

Background: The RESORT trial showed no longer relapse free survival (RFS) with
sorafenib following radical metastasectomy in metastatic renal cell carcinoma. We
present the updated 42-month follow-up data.

Materials and Methods: The phase Il RESORT trial randomized patients to sorafenib
or observation within 12 weeks from surgery. RFS was the primary endpoint.

Results: We analyzed 68 patients (32 in sorafenib and 36 in the observation arm),
randomized between November 2012 and November 2017. Eighty-one percent in the
sorafenib arm and 80% in the observation arm had one metastasis . At a median follow-
up of 42 months (interquartile range 31-58), in the observation arm the median RFS

was 35 months, RFS probability was 57% (95% CI 42-76%) at 24 and 44% (95% CI
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30-65%) at 48 months. In the sorafenib arm, median RFS was 21 months, RFS
probability was 50% (95% CI 34-71%) at 24 and 32% (95% CI 18-57%) at 48 months
(p = 0.342;HR 1.35;95% CI 0.72-2.54). Forty-seven percent and 37.5% of the patients
in the two arms, respectively, are disease free. The site of relapses was independent of
the previous metastasectomy site.

Conclusions: Sorafenib after metastasectomy did not improve RFS, but surgery in

selected patients should be considered in order to potentially improve survival.

15. Mennitto, A., Verzoni, E., Cognetti, F., Miceli, R., Milella, M., Mosca, A.,
Chiuri, VE, Bearz, A., Morelli, F., Ortega, C., Atzori , F., Donini, M., Claps, M.,
Guadalupi, V., Sepe, P., Cappelletti, V., de Braud, FG, & Procopio, G. (2021).
Pl petaostaoctektop] akoiovBoduevn amd sorafenib évavti mapatipnong oe
0060eveEIS nE KOPKIVORO VEQPIKAOV KVTTAP®V: TOPATETANEVY] TAPOAKOAOVON OGN TG
OTOTEAEGPUATIKOTNTOS TPOKVATEL OO TNV TUYoomouuévy ookiun ¢@dong Il
RESORT.

Iotopwké: H doxyuny RESORT £€6¢e1&e 011 dev vapyel mAéov vrotpomidlovoa erevbepn
emPioon (RFS) pe 1o sorafenib petd amd pilikn HETOCTOGTEKTOWUN GTO HETOCTATIKO
Kapkivopa tov veppikav kuttdpov. Ilapovoidlovpe to evnuepopéva dedopéva
TapoKoAovOnong 42 unvov.

Yikd kor Mé0odor: H doxyun edong II RESORT tuyotomoince tovg acbeveig oto
sorafenib 1| v mopatipnomn evtog 12 gfdopddmv and ™ xepovpykn enéuPaoct. To
RFS ftav to xvp1o tedikd onueio.

Amoteréopata: Avolvoape 68 acBevelg (32 oto sorafenib kot 36 o610 oKéAoOg
napoTnpNoNng), toyowomompévor petad NoeuPpiov 2012 kor NoeguPpiov 2017.
Oyd6vta €va to1g ekatd 6To oKEAOG sorafenib kot 80% 610 okéLog mapatpnong elyav
pio petdotaot. Xe otdpecn mapakorovdnon 42 unvaov (evpog peta&d tepayiov 31-58),
010 okéLog mapatnipnong n dwapeon RES ftav 35 punveg, n mBoavotnta RES frav 57%
(95% CI 42-76%) o€ 24 ko1 44% (95% CI 30-65%) otovg 48 unveg. 1o 0KEAOG TOL
sorafenib, n owdpeon Ty RFS frav 21 pnveg, n mbavomta RES ntav 50% (95% CI
34-71%) otovg 24 ko 32% (95% CI 18-57%) otovg 48 unves (p = 0,342, HR 1,35;
95% CI1 0,72-2,54). Zapdavta entd 1015 ekatod kot 37,5% tov acBevov oto d0o okél,
avtiotoryo, eivar amoAraypévo ond acBéveleg. O 16TOTOTOS TV VTOTPOTAOV NTOV

avedpTNTOoC OO TOV TPONYOVUEVO IGTOTOTO UETACTUCEKTOUNG.
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Yoprepacpora: To Sorafenib petd 1 petactactektoun dev Bertiooe to RFS, addd
N XEWPOLPYIKN eMEUPOT OE EMAEYUEVOVS 000evelc TpEmeL va eEETAOTEL TPOKEIUEVOL

va Bedtimbel evdeyopévag 1 emPioon.

16. Motzer, R., Alekseev, B., Rha, S. Y., Porta, C., Eto, M., Powles, T., Griinwald,
V., Hutson, T. E., Kopyltsov, E., Méndez-Vidal, M. J., Kozlov, V., Alyasova, A.,
Hong, S. H., Kapoor, A., Alonso Gordoa, T., Merchan, J. R., Winquist, E., Maroto,
P., Goh, J. C., Kim, M., ... CLEAR Trial Investigators (2021). Lenvatinib plus
Pembrolizumab or Everolimus for Advanced Renal Cell Carcinoma.
Background: Lenvatinib in combination with pembrolizumab or everolimus has
activity against advanced renal cell carcinoma. The efficacy of these regimens as
compared with that of sunitinib is unclear.

Materials and Methods: In this phase 3 trial, we randomly assigned (in a 1:1:1 ratio)
patients with advanced renal cell carcinoma and no previous systemic therapy to receive
lenvatinib (20 mg orally once daily) plus pembrolizumab (200 mg intravenously once
every 3 weeks), lenvatinib (18 mg orally once daily) plus everolimus (5 mg orally once
daily), or sunitinib (50 mg orally once daily, alternating 4 weeks receiving treatment
and 2 weeks without treatment). The primary end point was progression-free survival,
as assessed by an independent review committee in accordance with Response
Evaluation Criteria in Solid Tumors, version 1.1. Overall survival and safety were also
evaluated.

Results: A total of 1069 patients were randomly assigned to receive lenvatinib plus
pembrolizumab (355 patients), lenvatinib plus everolimus (357), or sunitinib (357).
Progression-free survival was longer with lenvatinib plus pembrolizumab than with
sunitinib (median, 23.9 vs. 9.2 months; hazard ratio for disease progression or death,
0.39; 95% confidence interval [CI], 0.32 to 0.49; P<0.001) and was longer with
lenvatinib plus everolimus than with sunitinib (median, 14.7 vs. 9.2 months; hazard
ratio, 0.65; 95% CI, 0.53 to 0.80; P<0.001). Overall survival was longer with lenvatinib
plus pembrolizumab than with sunitinib (hazard ratio for death, 0.66; 95% CI, 0.49 to
0.88; P =0.005) but was not longer with lenvatinib plus everolimus than with sunitinib
(hazard ratio, 1.15; 95% CI, 0.88 to 1.50; P = 0.30). Grade 3 or higher adverse events
emerged or worsened during treatment in 82.4% of the patients who received lenvatinib
plus pembrolizumab, 83.1% of those who received lenvatinib plus everolimus, and

71.8% of those who received sunitinib. Grade 3 or higher adverse events occurring in
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at least 10% of the patients in any group included hypertension, diarrhea, and elevated
lipase levels.
Conclusions: Lenvatinib plus pembrolizumab was associated with significantly longer

progression-free survival and overall survival than sunitinib.

16. Motzer, R., Alekseev, B., Rha, SY, Porta, C., Eto, M., Powles, T., Griinwald,
V., Hutson, TE, Kopyltsov, E., Méndez-Vidal, MJ, Kozlov, V., Alyasova, A., Hong,
SH, Kapoor, A., Alonso Gordoa, T., Merchan, JR, Winquist, E., Maroto, P., Goh,
JC, Kim, M.,... CLEAR Trial Epgovntég (2021). Lenvatinib cvv Pembrolizumab
1 Everolimus yio wpoy@pnpévo KopKivopo veppik®V KVTTAp®V.

Iotopwké: To Lenvatinib e cuvovacpod pe to pembrolizumab 1 To everolimus €yet
Opdon KOTA TOL TPOYWPNUEVOL KOPKIVOUOTOS TMV VEPPIKOV Kuttdpwv. H
OMOTEAECLOTIKOTN T QLTOV TOV BEPATELOV GE GUYKPLON LE €KelvN TOV sunitinib eivat
aGoPNC.

Yikd kor Mé@ooor: Ze avtrv ) dokiun @dong 3, ekyopnoape toyoio (o€ avaroyio
I: 1: 1) aoBeveig pe mpoywpnuUéVo KOPKIVOUO VEQPIKOV KLTTOP®OV Kol YOPIg
TPONYOVUEVT] cvoTNUaTIK) Oepameion va AapPdvovv AevBatvipnn (20 mg ond tov
otopaTog pion @opd tv Nuépa) ovv pembrolizumab (200 mg evdopAefimg pio popd
Kd0e popd) 3 gfdoudocg), AevPativipmn (18 mg amd Tov 6TOUATOG pio Popd TNV NUEPQL)
ovv everolimus (5 mg and Tov 6TOUATOG pia Popd TNV NUEPA) 1| sunitinib (50 mg amd
TOL OTONOTOG Mo Popd TV NMuépa, evarliaooopeveg 4 efdopnddeg mov Aappdvouvv
Oepameio ko 2 gfdopadeg ympig Oepaneia). To kOpro TeEMKO onueio NTav 1 emPioon
Yopic Tpoodo, Ommg afloloyndnke amd por aveEdptntn emtpony) ovabedpnong
ovppwvo pe ta Kprmpia A&oldynong Anodkpiong o Solid Tumors, ékdoon 1.1. H
OLVOAIKY] emPiwon kot acParela a&loloynOnkay eniong.

Amoteréopata: Xvvolka 1069 acbeveig avatédnkay Tuyaio va Adpovv lenvatinib cuv
pembrolizumab (355 acBeveig), lenvatinib plus everolimus (357) 1 sunitinib (357). H
emPioon yopig e£€MEN Nrav peyadvtepn pe ™ Aevpatvipnn kot to pembrolizumab
amd O, Tt Le To sunitinib (d1dpecog, 23,9 évavtt 9,2 unvav. Adyog kivovvou yuo eEEMEN
1N Bdvaro vooov, 0,39; dibotnua epmictociving 95% [CI], 0,32 éwc 0,49; P <0,001) ko
nrtav peyolvtepn pe Aevpatwvipnn ovv everolimus amd 0, Tt pe sunitinib (didpecoc, 14,7
&vavtt 9,2 umvov, Adyog kivdvvov, 0,65, 95% Cl, 0,53 £wg 0,80, P <0,001). H cuvoAikn
emPioon Ntav peyoAvtepn pe lenvatinib cvv pembrolizumab and 6, Ti pe sunitinib

(AOyog Ktvovvou Yo Bdvaro, 0,66, 95% CI, 0,49 éwg 0,88, P = 0,005), aAld oev TV
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mAéov pe to lenvatinib plus everolimus oand 0, Tt pe to sunitinib (AOyog kvovvov, 1,15,
95% (1, 0,88 ¢m¢ 1,50 - P =0,30). Ot avemBOunteg evépyeteg Pabpov 3 1 vyniotepec
eupaviomkav 1 emdevodnkay kotd ™ dwdpkea g Bepaneiog oto 82,4% twv
acBevav mov éhafav lenvatinib cvv pembrolizumab, 83,1% exeivov mov €lafav
lenvatinib ocvv everolimus kot 71,8% avtdv mov élafav sunitinib. AvemBOunteg
evépyeteg Poabuod 3 M vynAdtepeg mov epgaviomkav ce tovidyotov 10% tov
aclevdv oe omoladNToTeE opdda mepleAdufovay vIépTacn, ddppota Kot avénuéva
emimeda AMmaonc.

Yoprepaocpora: To Lenvatinib plus pembrolizumab cvoyetiotnke pe onupoviikd

peyoAvtept emiPioon yopic e£EEMEN kot cuVOAIKY| emPiwon omd To sunitinib.

17. Nishida K, Kawashima A, Kanazawa T, Kidani Y, Yoshida T, Hirata M,
Yamamoto K, Yamamoto Y, Sawada M, Kato R, Kato T, Hatano K, Ujike T,
Fujita K, Uemura M, Morimoto-Okazawa A, Iwahori K, Yamasaki M, Ohkura N,
Sakaguchi S, Nonomura N, Doki Y, Wada H. (2020). Clinical importance of the
expression of CD4+CD8+ T cells in renal cell carcinoma.

Purpose: CD4+CD8+ T cells are expressed in some cancer patients including those
with renal cell carcinoma (RCC). However, no reports have mentioned the clinical
importance of this expression. We evaluated the expression of CD4+CD8+ T cells in
patients with various cancer types to clarify clinical characteristics and prognostic
importance significantly correlating with these T cells.

Materials and Methods: Expression of CD4+CD8+ T cells was evaluated using
flowcytometry in tissue-infiltrating lymphocytes extracted from 260 cancer tissues
including 104 RCC samples. RNA sequencing and characterization and regression
(Citrus) was used to determine characteristics. Prognostic importance of CD4+CD8+ T
cells was evaluated by Cox regression analysis.

Results: Among 8 cancer types, expression of CD4+CD8+ T cells was significantly
highest in RCC patients. According to the expression of CD4+CD8+ T cells in adjacent
normal tissue-infiltrating lymphocytes, 24 patients (23.1%) were defined as being
positive for CD4+CD8+ with an expression higher than 9.29% in RCC patients. Citrus
showed CD8+PD-1+TIM-3+CD103- T cells to be a specific subpopulation of
CD4+CD8+ T cells. RNA sequencing revealed that CD4+CD8+ T cells had
significantly lower diversity than the other T cells and shared most T cell receptor

clones with CD8+ not CD4+ T cells. Expression of CD4+CD8+ T cells was identified
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as an independent predictor of overall survival (HR: 0.11, 95% CI: 0.01-0.86, p=0.035)
in multivariate analysis.

Conclusions: The expression of CD4+CD8+ T cells was significantly upregulated in
RCC patients and correlated significantly with prognostic importance in surgically

treated RCC patients.

17. Nishida K, Kawashima A, Kanazawa T, Kidani Y, Yoshida T, Hirata M,
Yamamoto K, Yamamoto Y, Sawada M, Kato R, Kato T, Hatano K, Ujike T,
Fujita K, Uemura M, Morimoto-Okazawa A, Iwahori K, Yamasaki M, Ohkura N,
Sakaguchi S, Nonomura N, Doki Y, Wada H. (2020). H xhaviki] onpocio g
ékppaong Tov CD4+CD8+ T KuTTAP®OV GTOV KOPKIVO TOV VEQPIKOV KVTTAP®V.
YKOmOG: Xe KAmolovg aoevelg e KapKivo TV VEQPIKOV KLTTAP®V TOpATpOVUE
éxppaon tov CD4+CD8+ T xvttdpwv. Opmg koapio Epguva dev €xel yivel yi v
avaeopd TG KMVIKNG onuaciog ta Ekepaons avths. AEIOAOYNCALE TNV EKOPOCT TOV
CD4+CD8+ T xvttdpwv oe acbeveic pe Kopkivo TOV VEPPIKOV KVTTAP®V OGTE Vo
dlcagnvicovpe To KAWVIKG YOPOKTNPIOTIKA KOl TNV TPOYVMOCTIKY CNUAGI0 7OV
oyxetilovron p ta T kdTTOpO.

Yiwkéd wor péBooor: H éxgppaon tov CD4+CD8+ T xvttdpov exktiundnke
YPNOWOTOIOVTAG TNV HEBODO TNG KLTTOPOUETPIOG PONG OE AEUPOKLTTOPA TOV
JlEIcdVOVY  O6TOV 10T0, TO. omoia mapOnkav oamd 260 KAPKIVIKOLG 10TOVG Kot
neptroppdvovror 104 RCC detypata. H akolovBio tov RNA ypnoyomomnke yia va
SLKPIVOUV TOL YOPOKTINPIOTIKA TOV KVTTAp®V avtdv. H mpoyvootikny onuacio tov
CD4+CD8+ T xuttdpwv ektiundnke ypnoyonotdvag tnv avaivon COX.
Amoteréopata: Avdpeco oe 8 SOPOPETIKOVG TOTOVG KOPKIVOL M €KPPOoT TOV
CD4+CD8+ T xvuttépmv NTav onUavTIKG VYNAOTEPN o€ aoBeveic mov Emacyov omd
VEQPOKLTTAPIKO KapKivoua. ZOpuemva pe v uéhodo mov akoAovdnonke, 24 acbeveig
(23,1%) Bpédnkav Betikoi oe CD4+CD8+ pe ékepaorm vynidtepn kotd 9,29% oto
veppokvttapkd Kopkivopa. H avdlvon tov RNA é6eiée 611 1o CD8+PD-1+TIM-
3+CD103- T xottapa eival 0k vrokatnyopio tov CD4+CD8+ T kuttdpmv. AkOpa
£0e1Ee mmg ta CD4+CD8+ T kitrapa eiyov Aryotepn motkilopopeio and 6tL dAla. Ta
KutTOpa Kot giyov kotvovg aviyveutég T kuttdpav pe ta CD8+ oyt ta CD4+ T kottapa.
H éxppoon tov CD4+CD8+ T xvttdpov katnyopromomdnke cav oveEdptnrtog
TPOYVOSTIKOS deiktng TG Yevikng emPioong (HR: 0.11, 95% CI: 0.01-0.86, p=0.035)

0€ TOAVTOIKIAEG AVAAVCELG.

(59]



Yoprepaocpora: H ékppaon tov CD4+CD8+ T kuttdpwv fTov onpovtikd vynAdtepn
0TOVG acBEVEIC TOV EMOGYOV OO VEQPPOKVTTOPIKO KopKivoua kol oyetiloviay pe v

TPOYVAOGCT TV 06HEVOV OV LITOBAAAOVTAL GE XEPOVPYIKT Bepameia.

18. Noguchi, G., Kawahara, T., Kobayashi, K., Tsutsumi, S., Ohtake, S., Osaka,
K., Umemoto, S., Nakaigawa, N., Uemura, H., Kishida, T., & Yao, M. (2020). A
lower psoas muscle volume was associated with a higher rate of recurrence in male
clear cell renal cell carcinoma.

Purpose: Sarcopenia is defined as a low skeletal muscle volume. Recent studies have
reported that sarcopenia is associated with a poor prognosis in various cancers. The
purpose of this study is to evaluate the correlation between the psoas muscle volume
and recurrence-free survival in patients with localized clear cell renal cell carcinoma
(ccRCC).

Materials and methods: A total of 316 male patients with localized ccRCC who
underwent radical nephrectomy at Yokohama City University Hospital (Yokohama,
JAPAN) and Kanagawa Cancer Center (Yokohama, JAPAN) between 2002 and 2018
were enrolled in this study. The psoas muscle index (PMI) was calculated by
normalizing the psoas muscle area on the contralateral side of the tumor on axial CT,
which was calculated at the level of L4 (mm?2) divided by the square of the body height
(m2). We divided patients into two groups based on the median PMI (409.64mm2/m?2).
Results: The lower PMI group showed poorer recurrence-free survival (RFS) than the
higher PMI group (p = 0.030). Regarding 5-year RFS, a lower PMI was a significant
predictor of recurrence (p = 0.022, hazard ratio (HR): 2.306) and a multivariate analysis
revealed that a lower PMI (<median, p = 0.035, HR: 2.167), tumor size >4 cm (p =
0.044, HR: 2.341), and pathological stage >2 (p<0.001, HR: 3.660) were independent
risk factors for poor RFS.

Conclusions: The presence of sarcopenia (lower PMI) was found to be associated
with poor RFS in male ccRCC patients. The PMI might serve as a measure of patient

frailty and might be useful for prognostic risk stratification in ccRCC.

18. Noguchi, G., Kawahara, T., Kobayashi, K., Tsutsumi, S., Ohtake, S., Osaka,
K., Umemoto, S., Nakaigawa, N., Uemura, H., Kishida, T., & Yao, M. (2020). O
YOUNAOTEPOS OYKOG TOV AAYOVOWOITH PV GUGYETIGTKE PE £vo VYNAOTEPO TOGOGTO
VAOTPONNG GE AVOPES UE OLIVYOKVTTUPIKO KUPKIVONA VEPPIKAV KVTTAP®V.
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Ykomog: H capromevia opileton o¢ Evag yapnAog 6ykog okeAeTIKOV poov. [Ipdceateg
HEAETEC EYOLV OVOPEPEL OTL 1] COPKOTEVIOL GUVOEETAL [LE KAKN TPOHYVMOOT GE O1APOPOVE
KOPKIVOUG. XKOmOG 0TS TNG HEAETNG etva 1 aEL0AOYN O TNG SLGYETIONG HeTAED TOV
OyKov Tov Aayovoyoitn pv Kot TG emPioong yopig emavepeavion oe acbeveic pe
TOTIKO KopKivouo veppikdv kuttdpwv (ccRCC).

Yiwké kor pé@oodor: Xvvoikd, 316 apoevikoi acBeveic pe tomikd ccRCC mov
vrofAOnkav oe puwlik veppektopn oto Yokohama City University Hospital
(Yokohama, lanwvia) kot oto Kévipo Kapkivov Kanagawa (Yokohama, JAPAN)
peta&y 2002 ko 2018 cvppeteiyov ot perétn owtn. O dgiktng psoas muscle (PMI)
VTOAOYIOTNKE KOVOVIKOTOIDOVTAG TNV TEPLOYN TWV HVGV psoas oty ovtifetn mievpd
0V 6yKkov ot afoviky CT, n omoio vroloyicke oto eminedo L4 (mm?) Stapoduevo
LLIE TO TETPAY®VO TOV VYOLS Gdpatoc (m?). Ataympicape Tovg acdeveic oe 500 opadeg
Baoet Tov pécov PMI (409,64mm?/m?).

Amoteréopata: H younddtepn ouddo PMI £€deiée  oroyn emPioon yopig
emoveppavion (RES) and v vyniodtepn opdda PMI (p = 0,030). Avagopikd pe to
Setég RFS, évag yaunidtepog PMI fitav €vag onpoavtikog TpoyveooTIKOS TopayovTog
¢ vrotponng (p = 0,022, avaroyia ktvovvov (HR): 2,306) kot pio tolvpetafAnm
avéivon amokdAvye 0Tt Eva youniodtepo PMI (<didpecog, p = 0,035, HR: 2.167) 1o
uéyebog tov Oykov> 4 cm (p = 0,044, HR: 2,341) ko 10 maBoroywkd otddo> 2 (p
<0,001, HR: 3,660) fjtav ave&dptntotl mapdyovies Kivovvou yio kokr RFS.
Yoprepaocpora: H mapovcio ocapxomeviog (yoaunAdtepn PMI) PBpébnke om
ovoyetiCeton pe kaxk RFS oe apoevikovg acBeveig pe ccRCC. To PMI pmopei va
YPNOEVGEL G HETPO aoBeveing Kot umopel va givol ypMGIUo Yo T SIGTPOUATOON

TOV TPOYVMOGTIKOV Kivduvov 6to ccRCC

19. Palumbo, C., Mistretta, F. A., Knipper, S., Pecoraro, A., Tian, Z., Shariat, S.
F., Saad, F., Simeone, C., Briganti, A., Antonelli, A., & Karakiewicz, P. 1. (2020).
Conditional Survival of Patients With Nonmetastatic Renal Cell Carcinoma: How
Cancer-Specific Mortality Changes After Nephrectomy.

Purpose: Conditional survival (CS) may reveal important differences in cancer-
specific mortality (CSM) among patients with nonmetastatic renal cell carcinoma
(nmRCC). This study assessed CS according to T and N stages in patients treated
surgically for nmRCC.

(61]



Materials and Methods: Within the SEER database (2001-2015), all patients with
nmRCC treated with either partial or radical nephrectomy were identified. CSM-free
estimates according to T and N stage and substage groupings (pT1aNO-pT4NO and
pTanyN1) and multivariable Cox regression models with adjustment for Fuhrman grade
and histologic subtype were assessed.

Results: According to T and N stage and substage groupings, the following patients
were included in the study: 35,966 (46.2%) with pT1aNO disease; 18,858 (24.2%) with
pT1bNO; 5,977 (7.7%) with pT2aNO0; 2,511 (3.2%) with pT2bNO; 11,839 (15.2%) with
pT3aNo0; 1,037 (1.3%) with pT3b-cNO; 402 (0.5%) with pT4NO; and 1,302 (1.7%) with
pTanyN1. Conditional CSM-free survival estimates were 98.2% at 1 year versus 98.0%
at 10 years of event-free follow-up for patients with pT1aNO disease, relative to
baseline. Conversely, pT4NO/pTanyN1 conditional CSM-free survival estimates were
55.8% at 1 year versus 77.9% at 8 years of event-free follow-up. Attrition due to
mortality was highest in patients with pT4NO/pTanyN1 disease. In multivariable Cox
regression analyses, T stage, tumor grade, and histologic subtype represented
independent predictors, but no interactions were identified.

Conclusions: Tumor stage and its substages represent extremely important
determinants of prognosis after lengthy event-free follow-up. The recorded
observations have critical importance for physicians regarding patient follow-up and

counseling.

19. Palumbo, C., Mistretta, F. A., Knipper, S., Pecoraro, A., Tian, Z., Shariat, S.
F., Saad, F., Simeone, C., Briganti, A., Antonelli, A., & Karakiewicz, P. 1. (2020).
Empioon acOevov pe pn petoototikd Kopkivopo veppikav kuttdpov: Iag
petofinOnke n OvinopétnTe AOYy® KOPKivov PETA 0td vEQpPEKTOMT].

Ykomog: H vio 6povg emiPimon (CS) umopel v amoKaAOYEL GNUAVTIKES SLOPOPES GTNV
Ovnowomta tov Koapkivov (CSM) petald acBevdv pe U1 HETOOCTOTIKO VEQPPIKO
KutTopkd Kopkivopo (nmRCC). Avti n pelé a&oAdynce v vd 0povg emPimon
CS ovppova pe ta otadowa T kot N og acBeveig mov vmoPAnOnKav 6e xelpovpyikn
enéupoon yio nmRCC.

Yikd ko M£0odor: Xt PBaon dedopévav SEER (2001-2015) evtomiotnkoav 6Aot ot
acBeveig pe nmRCC mov éhafav eite pepikn eite plikn veppektopn. Extundnkov

extiunoelg yopic CSM ovupove pe 11g katnyopieg T xou N Pabuidov won
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vrootpopdtov (pT1aNO-pT4NO wor pTanyN1) kot mwolvmapoyoviikd povtéla
molvopounong Cox pe mpocsappoyn yuo Babpodg Fuhrman kot 16toAoyud vrotomo.
Amoteréopata: Zoppova pe Tig opddeg T kot N otadiov Kot vroopddwy, ot akdAovhot
acBeveig copmepnednKav ot peAétn: 35.966 (46.2%) pe acBévewo pT1aNoO, 18,858
(24,2%) pe pTI1bNO. 5,977 (7,7%) une pT2aNO0. 2,511 (3,2%) pe pT2bNO. 11,839
(15,2%) pe pT3aNo0. 1,037 (1,3%) pe pT3b-cNO. 402 (0,5%) pe pT4NO. xon 1,302
(1,7%) pe pTanyN1. Ot vmo dpovg extipnoei emPimong yopic CSM frav 98,2% o¢ 1
étog évavtt 98,0% og 10 ypovia mapakorovbnong xwpig meptotatikd yio acOeveic pe
voco pT1aNO, oe oyxéon pe v apykn . AVTIGTPOQ®C, 01 EKTIUNCEL EMPIOONG
xopic e&optopevo and CSM ywpig yopriynon CSM ntav 55,8% oe 1 ypdvo évavti
77,9% oe 8 ypoévia mapoakorovOnong ywpig coppdvra. H ¢Bopd Loyw Bvnopdttog
ntav vynAotepn oe oobevelg pe acBévein pT4NO / pTanyNl. Ze avoiivoelg
moAMvopounong moAlamimv petapintodv Cox, to otddo T, o Pabuoc dykov kot o
1OTOAOYIKOC VITOTVUTOC OVTITPOCMTEVAY AVEEAPTNTOVS TPOYVOGTIKOVS TOPBEYOVTES,
aALG dev evtomioTNKAY OAANAETIOPAGELC.

Yvumepaopota: To o14d0 TOL GYKOVL KOU TO VTOGTATIKA TOV OVTITPOGHOTEVOVV
eEAPETIKA  ONUOVTIKOVG KOOOPIOTIKOVG Tapdyovteg g mPOyvVeOons HeETE  omd
HaKpoypovio. TapakoAovOnomn ywpic couPdvra. Ot KaTOyEYPUUUEVES TOPOUTNPNOELS
&xovv {MOTIKN OMUOGIO Y10 TOVG YTPOVG OGOV APOpd TNV Tapakolovinon kot v

Tapoy] GVUPOLVAGYV atd ToVG acbeveic.

20. Powles, T., Plimack, E. R., Souliéres, D., Waddell, T., Stus, V., Gafanov, R.,
Nosov, D., Pouliot, F., Melichar, B., Vynnychenko, 1., Azevedo, S. J., Borchiellini,
D., McDermott, R. S., Bedke, J., Tamada, S., Yin, L., Chen, M., Molife, L. R.,
Atkins, M. B., & Rini, B. L. (2020). Pembrolizumab plus axitinib versus sunitinib
monotherapy as first-line treatment of advanced renal cell carcinoma
(KEYNOTE-426): extended follow-up from a randomised, open-label, phase 3
trial.

Background: The first interim analysis of the KEYNOTE-426 study showed superior
efficacy of pembrolizumab plus axitinib over sunitinib monotherapy in treatment-naive,
advanced renal cell carcinoma. The exploratory analysis with extended follow-up
reported here aims to assess long-term efficacy and safety of pembrolizumab plus

axitinib versus sunitinib monotherapy in patients with advanced renal cell carcinoma.
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Materials and Methods: In the ongoing, randomised, open-label, phase 3 KEYNOTE-
426 study, adults (>18 years old) with treatment-naive, advanced renal cell carcinoma
with clear cell histology were enrolled in 129 sites (hospitals and cancer centres) across
16 countries. Patients were randomly assigned (1:1) to receive 200 mg pembrolizumab
intravenously every 3 weeks for up to 35 cycles plus 5 mg axitinib orally twice daily or
50 mg sunitinib monotherapy orally once daily for 4 weeks per 6-week cycle.
Randomisation was done using an interactive voice response system or integrated web
response system, and was stratified by International Metastatic Renal Cell Carcinoma
Database Consortium risk status and geographical region. Primary endpoints were
overall survival and progression-free survival in the intention-to-treat population. Since
the primary endpoints were met at the first interim analysis, updated data are reported
with nominal p values.

Results: Between Oct 24, 2016, and Jan 24, 2018, 861 patients were randomly assigned
to receive pembrolizumab plus axitinib (n=432) or sunitinib monotherapy (n=429).
With a median follow-up of 30-6 months (IQR 27-2-34-2), continued clinical benefit
was observed with pembrolizumab plus axitinib over sunitinib in terms of overall
survival (median not reached with pembrolizumab and axitinib vs 35-7 months [95%
CI 33-3-not reached] with sunitinib); hazard ratio [HR] 0-68 [95% CI 0-55-0-85],
p=0-0003) and progression-free survival (median 15-4 months [12-7-18-9] vs 11-1
months [9-1-12-5]; 0-71 [0-60-0-84], p<0-0001). The most frequent (>10% patients in
either group) treatment-related grade 3 or worse adverse events were hypertension (95
[22%] of 429 patients in the pembrolizumab plus axitinib group vs 84 [20%] of 425
patients in the sunitinib group), alanine aminotransferase increase (54 [13%] vs 11
[3%]), and diarrhoea (46 [11%] vs 23 [5%]). No new treatment-related deaths were
reported since the first interim analysis.

Conclusions: With extended study follow-up, results from KEYNOTE-426 show that
pembrolizumab plus axitinib continues to have superior clinical outcomes over
sunitinib. These results continue to support the first-line treatment with pembrolizumab

plus axitinib as the standard of care of advanced renal cell carcinoma.

20. Powles, T., Plimack, ER, Souli¢res, D., Waddell, T., Stus, V., Gafanov, R.,
Nosov, D., Pouliot, F., Melichar, B., Vynnychenko, 1., Azevedo , SJ, Borchiellini,
D., McDermott, RS, Bedke, J., Tamada, S., Yin, L., Chen, M., Molife, LR, Atkins,
MB, & Rini, BI (2020). Pembrolizumab plus axitinib ¢vavti sunitinib
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povolepancioc ¢ Ogpameio TPOTNS YPOUMNS Y0 TPOYOPNUEVO KOPKIivONQ
veppik@v Kuttapv (KEYNOTE-426): ektetopévn mopakorovOnon amé o
TUYOLOTTOU HEVT], AVOLYTT], OOKIUN @aonc 3.

Iotopwké: H nmpod evdtdpeon avirvon g perétng KEYNOTE-426 £6ei&e avotepn
OTOTEAECUOTIKOTNTA TOV pembrolizumab plus axitinib évavtt tng povobepansiog pe
sunitinib g TPONYOOHUEVO KOPKIVOLO VEQPPIKDOV KLTTAP®Y TOL OEV EYE TPONYOVUEVOS
Oepanevbel. H diepevvnTikn avaAvon pe EKTETOUEVT] TOPAKOAOVON O TOL avapEPETOL
€0 otoyevel oty afloAdynon TG HOKPOTPODECUNG OMOTEAEGLOTIKOTNTOS KOt
ac@aAelag Tov pembrolizumab plus axitinib évavti g povoBepaneiog pe sunitinib g
a00eVEIC e TPOYMPMNUEVO KOPKIVOLO VEQPIKDOV KLTTAP®V.

Yikd kor Mé0odor: Xt cuveytlOuev, TuyooTompévn, avoryty, edon 3 peiét
KEYNOTE-426, evijAikec (=18 £TV) [Le TPONYOVUEVO KOPKIVOLL VEPPIKDV KVTTAP®V
Yopig Oepamneia, eyypdonkay oe 129 tonobeoieg (vocokopeia Kot KEVIPA Kapkivov) oe
16 ydpec. Ztovg acbeveic 00Onke Toyaia (1: 1) va Aappavovy 200 mg pembrolizumab
evoopLePimg kdbe 3 efdopades yia mg 35 kbkAovg cuv 5 mg axitinib and Tov GTOHATOC
dvo eopéc nuepnoing 1 50 mg sunitinib povobepaneio pio popd v nuépa yo 4
gPoopnddeg avd koxho 6 eBdopdowv. H tuyatomoinon &ywve ypnowomoidvtag Eva
SOPACTIKO GHOTNUA POVNTIKNG ATOKPIONG 1] £VO OAOKANPOUEVO GUGT LN ATTOKPLONG
1GTOV K01 GTPOUATOTOWONKE 0d TNV KATACTOGT KIVOUVOU KoL TN YEWYPAPIKY| TEPLOYN
tov International Metastatic Renal Cell Carcinoma Database Database Consortium. Ta
TPOTAPYIKA TEMKA onueio NTaV 1 cVVOAIKY emPiwon kot 1 emiPiowon yopic TpoOodo
otov TANBvoud TpoBeonc yia Bepameio. Acdopévou OTL Ta TPMOTEVOVTO TEAKE onueio
TANPOVVTOL KOTE TNV 7PAOTN EVOLAUEST aVAALGY, TA EVNUEPOUEVA OESOUEVA
VOPEPOVTOL LLE OVOUOGTIKES TILES P.

Amoteréopata: Metald 24 OktoBpiov 2016 kot 24 Tavovapiov 2018, 861 acOeveig
avatédnkav Tuyaio va AdBovv pembrolizumab plus axitinib (n = 432) 1} povoBepameio
sunitinib (n = 429). Mg d1dpeon moapakorovdnon 30 - 6 unvov (IQR 27 - 2-34 - 2),
napoTnpOnKe cuveyés KMviKO 6@elog e To pembrolizumab plus axitinib évavtt Tov
sunitinib 6cov agopd T ovvolkn emPiwon (didpecog dev  emtedydnke pe
pembrolizumab kot axitinib évavtt 35,7) unveg [95% CI 33 - 3-6ev emtedybnke] pe
sunitinib); Adyog kivovvov [HR] 0 - 68 [95% CI 0 - 55-0 - 85], p = 0 - 0003) ko
emPioon yopig e&EMEn (dudpecog 15 - 4 unqveg [12 - 7-18 - 9] évavti 11 - 1 purveg [9 -
1-12 - 5]; 0 - 71 [0 - 60-0 - 84], p <0 - 0001). O1 o cvyvég (=10% aocBeveig kar oTIc
000 opadeg) oxetilopeveg pue m Oepomeio 3ov Pabpov N yePpdTEPES OVvETBOUNTES
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evépyetec Nrav vEptaot (95 [22%] and 429 acbeveic otnv opndda pembrolizumab plus
axitinib évavtt 84 [20%] omd 425 aocBeveig pe sunitinib opdda), adEnon g
apwvotpoavoeepdong g aravivng (54 [13%] évavtt 11 [3%]) ko dappota (46 [11%]
évavtt 23 [5%]). Aev avaeéptnkav véor Bdvatol mov oyetilovion pe ™ Oepaneio petd
TNV TPOTY EVOIIUEST) aVAAVOT).

Yoprepacporta: Me extetopévn TapakoAovONon TG HEAETNG, TA ATOTEAEGIATO OO
10 KEYNOTE-426 deiyvouv 611 10 pembrolizumab plus axitinib cuveyiler va €xet
avAOTEPO KAMVIKO OmOTEAEGHOTO €vovTl TOV sunitinib. Avtd to omoteAécpota
ovveyiCovv va vrootnpilovv ) Bepaneio TPOTNG YpapunG pe to pembrolizumab plus
axitinib ®g mwPOHTLO EPOVTIONG TOL TPOYWPNUEVOL KOPKIVOUATOS TOV VEPPIK®OV

KUTTAP®V.

21. Rini, B. 1, Pal, S. K., Escudier, B. J., Atkins, M. B., Hutson, T. E., Porta, C.,
Verzoni, E., Needle, M. N., & McDermott, D. F. (2020). Tivozanib versus sorafenib
in patients with advanced renal cell carcinoma (TIVO-3): a phase 3, multicentre,
randomised, controlled, open-label study.

Background: Treatment for renal cell carcinoma has been revolutionised by inhibitors
of VEGF receptor. Previous studies have suggested that treatment with a VEGF
receptor (VEGFR) tyrosine kinase inhibitor might be effective in patients who had
previous checkpoint inhibitor therapy. Therefore, TIVO-3 was designed to compare the
efficacy and safety of tivozanib (a potent and selective VEGFR inhibitor) with those of
sorafenib as third-line or fourth-line therapy in patients with metastatic renal cell
carcinoma.

Materials and Methods: In this open-label, randomised, controlled trial done at 120
academic hospitals in 12 countries, we enrolled eligible patients older than 18 years
with histologically or cytologically confirmed metastatic renal cell carcinoma and at
least two previous systemic treatments (including at least one previous treatment with
a VEGFR inhibitor), measurable disease according to the Response Evaluation Criteria
in Solid Tumors version 1.1, and an Eastern Cooperative Oncology Group performance
status of 0 or 1. Patients were excluded if they had received previous treatment with
tivozanib or sorafenib. Patients were stratified by International Metastatic Renal Cell
Carcinoma Database Consortium risk category and type of previous therapy and
randomised (1:1) with a complete permuted block design (block size of four) to either

tivozanib 1-5 mg orally once daily in 4-week cycles or sorafenib 400 mg orally twice
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daily continuously. Investigators and patients were not masked to treatment. The
primary endpoint was progression-free survival by independent review in the intention-
to-treat population. Safety analyses were done in all patients who received at least one
dose of study treatment.

Results: Between May 24, 2016, and Aug 14, 2017, 350 patients were randomly
assigned to receive tivozanib (175 patients) or sorafenib (175 patients). Median follow-
up was 19:0 months (IQR 15-0-23-4). Median progression-free survival was
significantly longer with tivozanib (5-6 months, 95% CI 5-29-7-33) than with sorafenib
(3-9 months, 3-71-5-55; hazard ratio 0-73, 95% CI 0-56-0-94; p=0-016). The most
common grade 3 or 4 treatment-related adverse event was hypertension (35 [20%] of
173 patients treated with tivozanib and 23 [14%] of 170 patients treated with sorafenib).
Serious treatment-related adverse events occurred in 19 (11%) patients with tivozanib
and in 17 (10%) patients with sorafenib. No treatment-related deaths were reported.
Conclusions: Our study showed that tivozanib as third-line or fourth-line therapy
improved progression-free survival and was better tolerated compared with sorafenib

in patients with metastatic renal cell carcinoma.

21. Rini, B. 1, Pal, S. K., Escudier, B. J., Atkins, M. B., Hutson, T. E., Porta, C.,
Verzoni, E., Needle, M.N., & McDermott, D. F. (2020). Tivozanib évavt: sorafenib
o€ ac0seveic pe mpoywpnpuévo Kapkivopa veppik@v kuttapov (TIVO-3): eaon 3,
TOLVKEVTPLKI], TUYOLOTOUUEVT), ELEYYONEVT], OVOLYTT] REAETY).

Iotopwkdé: H Oepameio yio 10 kopkivouo Tov vEPPIKOV KLTTAPOV EYEL QPEPEL
eMOVAoTOOT HEe TOVG avaotoieig Tov vodoyéa VEGE. ITponyodueveg peréteg éxovv
dei&er 6t Bepameio pe Evav avactoréo VEGF vrodoyéa (VEGFR) tupocivng kivaong
umopel va eivarl amotehecpatikn oe acbevelg mov eiyov mponyovpévmg Oepameia
avaoToléa onpeiov eléyyov. Q¢ ek TovTov, T0 TIVO-3 oyedidotnke yio va cuykpivel
TNV OMOTEAEGLOTIKOTNTO KOl TNV OCQAIAED TOL tivozanib (16YVPOG Kol EKAEKTIKOG
avactoréag VEGFR) pe avtotg tov sorafenib g Oepaneio tpitng ypoppg 1 t€tapng
YPOUUNG 6€ 000EVEIQ LLE LETAGTOTIKO KOPKIVOLO VEPPIK®V KUTTAPMV.

Yiké kot MéQodor: Ze otV TNV 0VOTYTN, TUYOLOTOUEVN, EAEYXOUEVT] SOKIUTN TOV
npaypatoromOnke oe 120 axadnuaikd vocokopeio oe 12 ympeg, Kotaympicope
emhéEovg acbeveic niikiog aveo tov 18 €tdv pe 16TOAOYIKE 1] KLTTOPOAOYIKA
emPePaiOUEVO PHETOOTATIKO KAPKIVOUO VEPPIKAOV KLTTAP®OV KOl TOLANYIGTOV O00

TPONYOVUEVEG CLOTNUOTIKES Oepameieg (cLUTEPILOUPAVOUEVOV TOVAGYLOTOV LILOG
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nmponyovpevn Bepancia pe avactoréa VEGFR), petproun acbévela coppmva pe to
Kpumproe A&ohdynong Amoxpiong oe Solid Tumors €kdoom 1.1 kol katdotaon
arodoong Avatoikng Zvvepyatikng Oykoroyiag 0 1 1. Ot acbeveilg amokieiomkay
eqv elyav AdPer mponyovuevn Oepameio pe tivozanib 1 sorafenib. Ot acBOeveic
oTpopaToToOmONKaY pe TNV Katnyopio Kwvovvov ¢ Kowompaiog tov Metastatic
Renal Cell Carcinoma Database Consortium kot tov TOmo g Tponyovuevng Oepomeiog
Kot Toyoomomonkoy (1: 1) pe mAnpn petasynUoTicpévo oyedaoptd purhok (péyebog
UTAOK TE0OGP®V) €lte 010 tivozanib 1 - 5 mg and 10 otépa pia popd Vv nuépa og 4-
KoKkAovg gfdopadag 1 sorafenib 400 mg amd 10 GTOUA VO POPES TNV NUEPO CLVEYDG.
Ot gpeguvnTéc Ko o1 acBeveig dev amokdAvyayv Bepaneio. To kKOpro TeEAMKO onueio NTav
N emPioon yopic Tpdodo pe aveEdptntn avaokdnnorn otov TAnBucud tpdeong yo
Oepaneia. 'Eywvav avoldoelg acedielng oe Olovg tovg acbBeveic mov €lafav
TovAdyoToV pia d0om Bepameiog LEAETNG.

Amoteréopato: Metabd 24 Moaiov 2016 ko 14 Avyovotov 2017, 350 acBeveig
TuyatomomOnkay va AdPouvv tivozanib (175 acbeveic) 1} sorafenib (175 acbeveic). H
péon mapakorovdnon fnrav 19 - 0 uqveg (IQR 15 - 0-23 - 4). H péon emPioon yopic
e€EMEN NTov onuavTikd peyalvtepn pe to tivozanib (5 - 6 unveg, 95% CI1 5 - 29-7 -
33) amod 0, T pe to sorafenib (3 - 9 unveg, 3 - 71-5 - 55 - Adyog kvovvou 0 - 73, 95%
CIO0-56-0-94 - p=0-016). Hmo cuyvn avemBountn evépyela mov oyetileton pe
Oepaneio fobpod 3 1 4 Ntav n vaéptaon (35 [20%] and 173 acBeveig mov lafav
tivozanib xor 23 [14%] amd 170 acbBeveic mov élaPav sorafenib]. ZoPoapég
avemBounteg evépyeleg oyxetillopeveg pe t Oepameio epeaviotrov oe 19 (11%)
acBeveig pe tivozanib ko oe 17 (10%) acbBeveig pe sorafenib. Agv avapépOnkov
Bdvarotl mov oyetiCovtan pe ™ Bepameia.

Yoprepacpora: H pedét pog £dei&e 0TL To tivozanib wg Bepameio tpitng 1 T€T0PTNG
ypopung Bertiooe v emPionon ywpic EEMEN Ko TV KOADTEPO AVEKTT GE GLYKPLON

e 1o sorafenib o acOeveic e HETAGTATIKO KOPKIVOUO TV VEQPIKMOV KLTTAP®V.

22. Sobottka, B., Lorch, A., Silina, K., van den Broek, M., & Moch, H. (2021).
Renal cell carcinoma pathology in 2021: 'mew need for renal cancer immune
profiling'.

Purpose: The aim of this review is to outline characteristics of the renal cell carcinoma

(RCC) tumor immune microenvironment (TIME), the potential impact of tumor
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intrinsic alterations on the TIME and the value of metastatic tissue assessment in this
context.

Results: According to the latest European Association of Urology, European Society
for Medical Oncology and National Comprehensive Cancer Network guidelines
immune checkpoint inhibition represents a new core treatment strategy in advanced
clear cell RCC (ccRCC). Despite its success, the prognosis of many RCC patients
remains unsatisfactory most likely because of resistance mechanisms within the TIME.
Moreover, most studies assess the primary tumor even though the advanced metastatic
disease is targeted. Overall, metastatic RCC has hardly been investigated. First insights
into the complexity of the genomic and immune landscape in RCC were recently
provided. The functional impact of tumor intrinsic alterations on the TIME has just
been described potentially contributing to therapy response in RCC.

Conclusions: The complexity of the RCC TIME and its potential interdependence with
tumor intrinsic alterations has only just been recognized. A deeper understanding of the
TIME may reveal predictive and prognostic biomarkers long-awaited in RCC, improve
RCC patient stratification and could possibly be most instructive if assessed in

metastatic tissue.

22. Sobottka, B., Lorch, A., Silina, K., van den Broek, M., & Moch, H. (2021).
HaBoroyio KOPKIVORATOS VEQPPIKAOV KLTTAP®V TO 2021: «véa avaykn yw. TO
OVOGOTONTIKO TPOPIL KAPKIVOL TOV VEQPOV».

YKom6g: O 6KomOG ALTNG TNG EMOKOTNONG EIVOL VO TEPTYPAWYEL TOL YOPAKTNPLOTIKE TOV
Kopkvopatog  tov - veppwov  kvttgpov  (RCC)  tov  avocomomtikov
pkponepBdArovioc tov dykov (TIME), tov mbavd avtiktomo Tov €vooyevmv
petafoAimv Tov 6ykov oto TIME kat v a&ia g a&loAdynons Tov HETAGTATIKOD 1GTOV
o€ aVTO TO TANiG10.

Amoteréopata: XOopeova pe v televtaio Evpomaikn Evoon Ovpoloyiag, ot
katevBovipieg ypoppés e Evpomaikng Etapeiag latpikng Oykoloylag kot Tov
EBvicov Tlepiektikod Awtdvov Kapkivov oavaotoAng omnueiov er€yyov Tov
OVOGOTONTIKOD OMUEIOV OVTITPOCO®TEVOVV Lo VEX Bactky] oTpotnyikn Oepaneiog oe
nponyuéva cagn RCC kdtrapa (ccRCC). Iapd v emttvyio g, N TPOYVAOGCT TOAADY
acBevav pe RCC mapopével pn tKovomomtikn mlovotata AOYym TV UNYOVIGHOV
avtiotaong evidg tov TIME. EmmAéov, ov mepiocotepeg peréteg allohoyovv tov
TpwToyeVy OYKO, TAPOAO TOV OTOYXEVETOL 1) TPOYMPNUEVN HETOCTOTIKY) VOCOG.
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Yvvolka, 1o petaotatikd RCC ogv €yel diepeuvnOel. TIpdopata d0Onkav o1 mpdteg
TANPOPOPIES YO TNV TOALTAOKOTNTO TOL YOVIOI®WUATIKOV KOl TOL 0VOGOTOTIKOV
toniov oto RCC. H Aettovpyikn enidpacn TV eVOOoyEVOV HETAROA®Y TOV OYKOL GTO
TIME poéiig meprypaonke mbovmng cuppdiroviag oty andkpion g epaneiog 6to
RCC.

Yoprepaocpora: H molvriokdmra oo RCC TIME ko n mbavi) aAAnieEdptnon Tov
ne evdoyeveig petaforég Oykov pOAG avayvopiotnke. Mia Babvtepn katovonon tov
TIME pmopel vo omokoAVWYeL TPOYVOOTIKE Kol TPOYVOOTIKG Plodeikte mov
avapévovtor €d® kot ToAV Koupd oto RCC, va Beitidoetl ) d00TpOUAT®OOT TV
acBevov pe RCC kot Ba propovce evoeyolEvms va etvart o d10aKTikn edv a&loloyn el

o€ PETOOTATIKO 10TO.

23. Tachibana, H., Kondo, T., Ishihara, H., Fukuda, H., Yoshida, K., Takagi, T.,
Izuka, J., Kobayashi, H., & Tanabe, K. (2021). Modest efficacy of nivolumab plus
ipilimumab in patients with papillary renal cell carcinoma.

Purpose: Combined immunotherapy of nivolumab plus ipilimumab for intermediate-
and poor-risk metastatic clear cell renal cell carcinoma showed prolonged progression-
free survival and high objective response rate in a randomized phase III clinical trial.
However, the efficacy of this treatment for papillary renal cell carcinoma remains
unclear. In the present study, we analysed the efficacy of nivolumab plus ipilimumab
therapy for papillary renal cell carcinoma compared with that for clear cell renal cell
carcinoma.

Materials and methods: This is a retrospective study of 30 patients with metastatic
renal cell carcinoma who received nivolumab and ipilimumab as first-line therapy
between December 2015 and May 2020. The objective response rate, progression-free
survival and toxicity were compared between the two groups (clear cell renal cell
carcinoma and papillary renal cell carcinoma).

Results: Out of 30 patients, 7 and 23 were diagnosed with papillary renal cell
carcinoma and clear cell renal cell carcinoma, respectively. With a median follow-up
of 7.2 months, the median progression-free survival was significantly shorter in
papillary renal cell carcinoma than in clear cell renal cell carcinoma (2.4 vs. 28.1
months, P = 0.014). Of the seven patients with papillary renal cell carcinoma, one had
partial response, one had stable disease and five had progressive disease, resulting in

an objective response rate of 14.2%, which was lower compared to that of clear cell
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renal cell carcinoma (14.2 vs. 52.1%, P = 0.06). Discontinuation due to toxicity was not
observed with papillary renal cell carcinoma, meanwhile 60.8% of patient with clear
cell renal cell carcinoma discontinued treatment due to toxicity.

Conclusions: Nivolumab plus ipilimumab had modest efficacy for papillary renal cell
carcinoma compared with that for clear cell renal cell carcinoma. Nivolumab plus
ipilimumab remains an option for a limited number of patients with intermediate- or

poor-risk papillary renal cell carcinoma.

23. Tachibana, H., Kondo, T., Ishihara, H., Fukuda, H., Yoshida, K., Takagi, T.,
Izuka, J., Kobayashi, H., & Tanabe, K. (2021). Métp1o. aw0TELECRLATIKOTTA TOV
nivolumab plus ipilimumab cg a60gveig pe KOPKIVO TOV VEPPIKOV KVTTAP®V TOV
OnArdv.

Ykormog: H ovvovacuévn avocoBepameion tov nivolumab plus ipilimumab ywo
EVOLIUECO KOU QTOYO KIVOUVO HETACTOTIKOV KOOOPOD KOUPKIVOUATOS VEPPIK®V
KUTTOpoV £€0e1Ee  mapateTapévn emPioon yopig €£€MEN kot VYNAO TOGOGTO
OVTIKEYLEVIKNG amOKPLoNg o€ pio Tuyonomomuévn edon I kivikn dokipr. Qotdco, n
OMOTEAECLOTIKOTNTA OVTNG TNG Oepameiog Yo TO KAPKIVOLO TOV VEPPIKOV KLTTAP®V
TV ONAOV  TOPOUEVEL  OCOPNG. XTNV  TOPOVGO  UEAETN, OVOAVCOUE TNV
amotedeopaTikoTnTo TG Oepameiag pe nivolumab plus ipilimumab yia kapkivépoto
ONAOCTIKOV VEQPPIKAOV KLTTAPOV GE CLYKPION He eKeivn Yoo KabBapd kopkivopo
VEQPIKOV KLTTAPM®V.

Yhwké ko pé@oodor: [poxetrar yio po oavadpoptkn perétn 30 achevav e HETACTOTIKO
KOPKIVOUO TOV VEQPIKOV KLTTApV mov éAdfov nivolumab kot ipilimumab wg
Bepaneio Tpd TG Ypopung petad Askepfpiov 2015 ko Maiov 2020. To avtikepevikd
T0C00TO OmdKPIoNG, N enPiwon ywpig eEEMEN kot 1 ToEkOTNTA CLYKPIONKAY pETAED
TV 000 OUAdES (SLOVYEG KOPKIVOLO VEQPIKMY KVTTAPMV KOl KOPKIVOUO VEQPIKOV
KUTTAp®V ONA®V).

Amoteréopata: Ao toug 30 acbeveic, 7 kKo 23 dayvdotnkav pe ONAmOS veppikod
KOPKIVOUO TOV KUTTAP®V Kol S100Y1] VEPPIKA KOPKIVOUATO, avtioTolyo. Me didpeon
mopakorovdnon 7,2 unvav, n péon entPioon ympic Tpdodo NTov onUavTiKd Bpoydtepn
0TO KOPKIVOLO TOV VEQEPIKOV KVTTAP®V TV ONA®V omd 6Tl 6T0 KapKivouo VeppmV
KUTTOP®V dopavovg Kuttdpov (2,4 évavtt 28,1 unvov, P = 0,014). And tovg entd
acBeveic pe INADOEC vEPPIKO KapKIVOLL TOV KVTTAPWV, £VOG ElYe LEPIKT omdKpLon,
évag elye otabepn acBévela kol TEVTE €ixe TPOOSELTIKY VOGO, HE OTOTEAEGHO £val
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TOGOGTO AVTIKEWUEVIKTG amokpilong 14,2%, 10 omoio ftav YauUnAdTEPO GE GUYKPION LE
avTd TOL JPAVOVS KAPKIVOUATOG TV VEPPIK®V Kuttdpwv (14,2 évavtt 52,1%, P =
0,06). Agv mapatnpndnke doukonn AGY® TOEKOTNTOG IE KOPKIVAOLATO TOV VEQPIKMDV
KUTTOpOV TV INAdv, evd 10 60,8% T0oV 060eVODg e dlonYEg KOPKIVOLO VEPPIKMV
KLTTAp®V O1€Koye T Bepameio Adym ToEikdTNTOC.

Yoprepacpora: To Nivolumab plus ipilimumab eiye pétpla amoteAespatikdTTO Y10
TO KOPKIVOLO TOV VEPPIKAOV KLTTAPOV T®V ONAdV g cOYKpIon pe avTo Yo To Kabapo
Kapkivoua tov veppikdv kuttdpov. To Nivolumab plus ipilimumab moapapéver pio
EMAOYN Yo TePLOPIOUEVO  aplBud acbevov pe evdldueso M @Toyd Kivovvo

KOPKIVOUATOS TOV VEPPIK®OV KVTTAP®V TV ONADV.

24. Taylor, M. H., Lee, C. H., Makker, V., Rasco, D., Dutcus, C. E., Wu, J., Stepan,
D. E., Shumaker, R. C., & Motzer, R. J. (2020). Phase IB/II Trial of Lenvatinib
Plus Pembrolizumab in Patients With Advanced Renal Cell Carcinoma,
Endometrial Cancer, and Other Selected Advanced Solid Tumors.

Purpose: Modulation of vascular endothelial growth factor-mediated immune
suppression via angiogenesis inhibition may augment the activity of immune
checkpoint inhibitors. We report results from the dose-finding and initial phase II
expansion of a phase Ib/Il study of lenvatinib plus pembrolizumab in patients with
selected advanced solid tumors.

Materials and Methods: Eligible patients had metastatic renal cell carcinoma (RCC),
endometrial cancer, squamous cell carcinoma of the head and neck (SCCHN),
melanoma, non-small-cell lung cancer (NSCLC), or urothelial cancer. The primary
objective of phase Ib was to determine the maximum tolerated dose (MTD) for
lenvatinib plus pembrolizumab (200 mg intravenously every 3 weeks). In the
preplanned phase I cohort expansion, the primary objective was objective response
rate at week 24 (ORRyeek 24) at the recommended phase II dose.

Results: Overall, 137 patients were enrolled during phase Ib (n = 13) and the initial
phase II expansion (n = 124). Two dose-limiting toxicities (DLTs; grade 3 arthralgia
and grade 3 fatigue) were reported in the initial dose level (lenvatinib 24 mg/d plus
pembrolizumab). No DLTs were observed in the subsequent dose-de-escalation cohort,
establishing the MTD and recommended phase II dose at lenvatinib 20 mg/d plus
pembrolizumab. ORRyeck24 was as follows: RCC, 63% (19/30; 95% CI, 43.9% to
80.1%); endometrial cancer, 52% (12/23; 95% CI, 30.6% to 73.2%); melanoma, 48%
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(10/21; 95% CI, 25.7% to 70.2%); SCCHN, 36% (8/22; 95% CI, 17.2% to 59.3%);
NSCLC, 33% (7/21; 95% CI1, 14.6% to 57.0%); and urothelial cancer 25% (5/20; 95%
ClI, 8.7% to 49.1%). The most common treatment-related adverse events were fatigue
(58%), diarrhea (52%), hypertension (47%), and hypothyroidism (42%).

Conclusions: Lenvatinib plus pembrolizumab demonstrated a manageable safety

profile and promising antitumor activity in patients with selected solid tumor types.

24. Taylor, M. H., Lee, C. H., Makker, V., Rasco, D., Dutcus, C. E., Wu, J., Stepan,
D. E., Shumaker, R. C., & Motzer, R. J. (2020). Aoxipi} @dong IB / II Tov
Lenvatinib Plus Pembrolizumab ot ac0gveic pe mpoympnuévoe kapkivopo
VEPPIKAOV KLTTAP®V, KOPKIVO TOV gvoopuntpiov kKo AGAAovg emAeypEVOLS
TPOYOPNUEVOVS GVUTTAYELS OYKOVG.

Ykomog: H pOOpion ¢ ovoGOKATOGTOANG TOL TPOKOAEITOL OO TOV OYYELOKO
evooONMaKO avENTIKO TOPAYOVTIO LEGM OVOGTOANG OLYYELOYEVEGNG UTOPEL VO QVENCEL
™ OpUCTNPOTNTO TOV OVOCTOAE®V TOV OVOGOTOWTIKOD onueiov  eA&yyov.
Avaeépovpe to amoteAéopato amd TV €HpeSN NG dOOTG KOl TNV apyIKN ETEKTOON
eaong T pog perétng eaong Ib / I tov lenvatinib plus pembrolizumab oe acOeveig pe
EMAEYUEVOVC TTPOYMPNUEVOLG CLUTOYEIS OYKOVC.

YAwa ko MéBodot: Ot emdé€ipor aoBevelg eiyov HETAOTATIKO KOPKIVOLL VEQPIKOV
kuttdpov (RCC), kapkivo tov gvdountpiov, KopKiVOUO TAAKOI®V KLTTAP®V TNG
KePOANG kot Tov Aopov (SCCHN), peddvopo, Kopkivo Tov Tvevpova Yopic Uikpa
rkottapo (NSCLC) 11 kapkivo tov ovpobniiov O mpotapyikdc otdyog g edong Ib
NTOV 0 TPOGIOPIGUAC TG HEYIOTNG avektg d0ong (MTD) yw to lenvatinib cvv
pembrolizumab (200 mg evdopiefing kdbBe 3 eBdopddec). Xmv  mpo-
TPOYPAUUOTICUEVT EMEKTACT] KOOPTNG @dong I, o mpwtopykds ©610Y0g NTOV TO
TOCOGTO  OVTIKEIWEVIKNG oamokplong v 24n ePoopdoa (ORRweek 24) o
ocuviotdpevn 86on edong 1L

Amoteréopata: Xuvolikd, coppeteiyov 137 acbevelg katd ) @don Ib (n = 13) xon
mv apykn enéktaorn @dong I (n = 124). Abo to&ikdtTeC TEPLOPIGUOD TNG dOONG
(DLTs, apfBpaiyio fabupod 3 kot kOmtmon Padbuod 3) avapépdnkav oto eminedo g
apykng 60ong (lenvatinib 24 mg / d cvv pembrolizumab). Agv moapatnpnOnkav DLT
OTN UETEMEITO, KOOPTN SOONG-AmOKANdK®oNS, Kobiepovovtag ™ MTH Ko
ocuviotopevn 06on eaong Il oe AevBatwvipmn 20 mg / d ovv pembrolizumab To

ORRweek24 giye og e&ng: RCC, 63% (19/30, 95% CI, 43,9% ¢mc 80,1%). Kapkivog
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tov gvoountpiov, 52% (12/23, 95% CI, 30,6% éwg 73,2%); pelavopa, 48% (10/21,
95% Cl, 25,7% ¢wc 70,2%); SCCHN, 36% (8/22, 95% CI, 17,2% £w¢ 59,3%); NSCLC,
33% (7/21, 95% CI, 14,6% ¢mg 57,0%); kot Kapkivo Tov ovpodniiov 25% (5/20, 95%
Cl, 8,7% émc 49,1%). Ot o ovyvég avemBounteg evépyeleg mov oyetilovior e ™
Bepaneio rav KOnwon (58%), dwbppora (52%), véptaom (47%) Kot VTOBVPEOEOIGUOC
(42%).

Yvumepaospora: To Lenvatinib plus pembrolizumab napovciace Eva edypnoto Tpoii
ACGPAUAELNG KOL VITTOCYOLEVT AVTIKAPKIVIKT OpaoTnplotnTa 68 acOEVELS [IE EMAEYHEVOVC

TUTOVG GTEPEDV OYKMV.

25. Tsimafeyeu, 1., Tishova, Y., Zukov, R., Borisov, P., Bondarenko, A., &
Zakurdaeva, K. (2021). Testosterone for Managing Treatment-related Fatigue in
Patients With Metastatic Renal Cell Carcinoma: A Phase 2 Randomized Study
FARETES.

Background: Fatigue is one of the most common adverse events of systemic therapy
in patients with metastatic renal cell carcinoma (RCC). The aim of multicenter
randomized phase 2 study was to determine the efficacy and safety of testosterone in
patients with fatigue developed during targeted therapy.

Materials and Methods: Male patients with metastatic clear-cell RCC, normal
prostate-specific antigen level, low testosterone level, and no evidence of
hypothyroidism receiving first-line sunitinib or pazopanib with fatigue were randomly
assigned (1:1) to either testosterone undecanoate (1000 mg) and targeted therapy or
targeted therapy alone. The primary endpoint was the mean change of fatigue from
baseline to 28 days according to the Functional Assessment of Chronic Illness Therapy-
Fatigue scale. Secondary endpoints were safety, Functional Assessment of Cancer
Therapy-Kidney Symptom Index 19, testosterone serum concentrations, red blood cell
count, and hemoglobin level.

Results: Sixty patients were assigned to receive testosterone and targeted therapy
(N=30) or targeted therapy alone (N=30). As of the data cutoff on December 30, 2019,
median follow-up was 18.2 months. The study achieved its primary endpoint based on
the significant differences at day 28 favoring testosterone over targeted therapy alone
regarding the decreased level of fatigue (difference between groups, 22.5 points; 95%
confidence interval, 18.4-26.6; P=0.012). Significant changes in scores demonstrating

the enhanced quality of life with testosterone compared with targeted therapy were also
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observed for Functional Assessment of Cancer Therapy-Kidney Symptom Index 19
disease-related symptoms (P=0.01). There were nonsignificant differences in red blood
cell count and hemoglobin level between the 2 groups (all P>0.05).

Conclusions: Male patients with metastatic RCC and hypogonadism receiving

testosterone had less fatigue and better symptom control during targeted therapy.

25. Tsimafeyeu, 1., Tishova, Y., Zukov, R., Borisov, P., Bondarenko, A., &
Zakurdaeva, K. (2021). H teotootepovn Yoo TN O gipion TNG KOTMOOGNS 7OV
oyetiCerar pe T Ogponeio 6e 060eveic pe PETUGTOTIKO KOPKIVORO VEQPIKOV
kvttapov: Toyaio perétn eaong 2 FARETES.

Iotopiké: H «o6mworm eivor plo amd T1g Mo ovyvég avemBounteg evépPyeles
oLOTNUOTIKNG Oepameiag oe acbeveic pe HETOOTATIKO KOPKIVOUO TOV VEQPIKMOV
Kuttdpwv (RCC). O 61610¢ TNG TOAVKEVTPIKNG TUYOOTOMUEVIC LEAETNG (pdiong 2 fTav
VO TPOGOIOPICTEL 1 OMOTEAECUOTIKOTNTO KOU 1 OOQAAELD TNG TECTOCTEPOVNG OE
acBeveig pe Kdnwon mov avartHynkay KoTd T SdpKeln oToXEVIEVNG Bepameiog.
Yikd kor MéBodor: Avopeg acBeveig pe petactatikdé RCC dwwydv kuttdpov,
(QUVGLOAOYIKO EMIMEDO AVTIYOVOL E1OTKA Y10, TPOGTATN, YAUNAO ETIMESO TEGTOGTEPOVNG
Kol 0V LILAPYOLV eVOEIEELG LITOBVPEOEdITHOD TTOV EAafav sunitinib TPMOTNG YPOLUNG
N pazopanib pe koémwon exyopndnkav toyaio (1:1) oe omowodnmote amd TO
1e6t00TEPOVN undecanoate (1000mg) Ko otoygvpévn Bepaneio 1 otoyevpévn Bepameio
uévo. To kOp1lo telkd onpeio Nrav n péomn aArayn g KOTmong amod 1o Pactkd o 28
NUEPES oOUPmva pe v khpaka Agttovpykng AEloAdynong g Oepamneiog Xpoviag
AcBéverng-Komwong. Ta devtepedovia telkd onpeio Tov N acOAAELL, 1) AELTOVPYIKY
aflohdynon G  Kapkvobepamelag-0eiktng  veppod 19, o1 GLYKEVIPOGELS
TEGTOOTEPOVNG OTOV 0pO, O OPOUOC TV €pLOPOV CPUOGPUIPIOY Kol TO ENITESO
alposeopivng.

Amoteréopata: E&nvra acbevels avatédnkav va AdPovv 1ectooTEPOVN KoL
otoxevpévn Bepamneio (N = 30) 1 otoxevpévn Bepamneio povo (N = 30). And ) dakomn
dedopévav otig 30 Aekepfpiov 2019, n péon mapoakorovOnon nrav 18,2 unves. H
HEAETN TTETVYE TO TPOTAPYIKO TNG TEAKO onpeio e PAoN TIG ONUAVTIKES O10POPES TNV
nuépa 28 mov €LVOOVGAV TNV TEGTOGTEPOVN EVOVTL TNG OTOXEVUEVNG Bepameiog poévo
OYETIKA LE TO HElOUEVO eminmedo kOmmong (dtapopd peTa&d opddwv, 22,5 povadeg,
dionua epmotoovvng 95%, 18,4-26,6, P = 0,012). Enuovikés oAAayes oTig
Babuoroyieg mov amodekviovy v BeAtiopévn mototnTa (NG e TEGTOOTEPOVT GE
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OVYKPION HE TN oToYevuévn Oepomeio mapatnpiOnKav emiong yio Tn AEITOLPYIKN
a&loAoynon ¢ KapkivoBepameiog-0eikTng COUTTOLATOV VEQPOL 19 cuurTdOpaTo TOV
oyetiCovion pe voco (P = 0,01) Yanp&av pn onpavtikés Stapopés otov aplipd tomv
ePLOPAOV AHOGPALPIMY KOt GTO EMITEDO TNG AOSPoPivG LETAED TV 2 OUddwV (OAEG
ot P> 0,05).

Yoprepacpora: Or dvopeg acbeveig pe peraotarikdé RCC kot vroyovadiopd mov
Eafav 1eoTooTEPOVN ElYOV AyOTEPN KOTMOOT KOl KOAVTEPO EAEYYO TV CUUTTOUATOV

Katd T oToxevpévn Bepameia.

26. Wang, Q. L., & Liu, L. (2020). Establishment of cohesion 1 homolog 2
facilitates cell aggressive behaviors and induces poor prognosis in renal cell
carcinoma.

Purpose: Establishment of cohesion 1 homolog 2 (ESCO2) has been identified as an
essential factor for cohesion in cell cycle in human multiple cancers. Nonetheless, its
functional implication on prognosis and cellular behaviors of renal cell carcinoma
(RCC) is rarely elucidated. We performed this study to detect the effects of ESCO2 in
RCC progression.

Materials and Methods: We accessed The Cancer Genome Atlas (TCGA) database to
evaluate the ESCO2 expression levels in tumor tissues, including 32 normal tissues and
289 tumor tissues. Quantitative real-time PCR and Western blot were implemented for
expression detection. After ESCO2 knockdown using siRNAs interference, functional
experiments were conducted to explore the role of ESCO2, such as cell proliferation
analysis and colony formation assay. Transwell assays for migration and invasion was
also performed.

Results: In this study, ESCO2 was significantly increased in RCC tissues and cell lines.
The RCC patients with high expression of ESCO2 were susceptible to unfavorable
prognosis, and its expression has a marked association with clinical features containing
age, gender, pathologic stage, and so on. Furthermore, knockdown of ESCO2 inhibited
cell growth, invasion, and migration. Mechanistically, phosphorylation protein kinase
B (AKT) and mammalian target of rapamycin (mTOR), proliferating cell nuclear
antigen (PCNA), and p53 were all down-regulated due to the ESCO2 inhibition.
Conclusions: Therefore, our results raised the possibility that ESCO2 may act as a
promising option for tumor therapeutic interference by exhibiting enhanced selectivity

over conventional chemotherapy.
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26. Wang, Q. L., & Liu, L. (2020). H onuwvpyia ™g ovvoyns 1 opdroyov 2
OLEVKOAVVEL TNV EMOETIKI] CUUTEPLPOPA TOV KOPKIVIKAV KVTTAPOV KOl TPOKAAEL
KOK1] 010YVOG1 TOV KOPKIVOD TOV VEQPIKOV KVTTAP®V.

Y16y0g: H dnuovpyia tov opordyov 2 suvoyng 2 (ESCO2) éxet avayvopiotel og évag
Bactkog TapdyovTag Yo, T GVVOYT TOL KLTTOPIKOD KUKAOV € TOAAATAODS KOpPKIvVOLg
oV avOpmmov. [Tap '6Aha avTd, 01 AELITOVPYIKEG EMMTMGELS TG GTHV TPOYVMOCT| KOL TIG
KUTTOPIKEG GULUTEPLPOPEG TOL  vePpokvTTaplkoD kapkvouatos (RCC) omaviog
dwcapnviCovtal. ExteAéoape avtr tn HEAETN Y10 VO OVIXVEDCOVLLE TIG EMOPAGELS TOV
ESCO2 omyv e£éMén tov RCC.

Yikd kor Mé0ooor: Ewoympnoape otnv yovidlokn Pacn dedopévev yio Kopkivo
ATLAS ywoo v a&oddynon tov ermédov ékepoong ESCO2 o 10100¢ OyK@V,
ovunepthapfovopévev 32 QUOIOAOYIKOV  10TOV kot 289 1otV OyK®V.
XpnoworomOnke mocotikn péBodoc PCR oe mpaypatikd ypdvo kot uébodog Western
blot (ywn éleyyo towv avticopdtov). Metd to ESCO2 knockdown ypnoiomomdnke
napepfoin siRNAs de&nybnocav Asttovpykd mepdpato yio vo depevvndet o poAog
tov ESCO2 6mwg avdAvon kuttoptkod TOAAATAOGLOUGUOD Kol TPOGOOPIGHOGC
oYNUOTIGHOV amotkiog Kuttapwv. AleEnydnoav emiong dokipacieg Transwell yio
LETAVAGTEVCT TOV KLTTAPWOV ALTAOV KOl EIGPOATN TOVG GE 1GTOVG,.

Amoteréopata: Xe vt ™ perém, 1o ESCO2 avénbnke onpovtikd ce 16tovg Kot
rkuttapikég oelpéc RCC. Ot acBeveig pe RCC pe vynin éxepaor tov ESCO2 ftav mo
mOavo va £xovv duouevn TPOYVOC OTMG EMioNg Kol 1 EKEPOCT TOV £XEL Lo EVTOVN
oxéon HE KAWVIKA YOPOKTNPLOTIKA 7Tov meptlopfdavouv nikio, @OA0, TaboAoyikd
01ad10 K.0.K. EmmAéov, n katactpoen tov ESCO2 avésteide TNV KuTTOPIKN OVATTVED,
™V €10POAN KOl TN HETOVACTELCT. X& EMIMEIO UNYOVIKNG 1 QOCPOPLAIOUEVN
mpoteiviky xwdon B (AKT) kot o otdéyog g pomapvkivnig (mTOR) , 1o
TOAALUTAOCIAGTIKG 0vTtydvo Tov mopnva (PCNA) kot p53 tav dAha younid Adym g
avactoAng ESCO2.

Yoprepacporta: Q¢ €K TOVTOV, TO. AmOTEAEGHATA pag €0ecav v Thavotta 6Tl TO
ESCO2 pmopet va Aettovpynoet o¢ po ToAAE VTOGYOUEVT EMAOYN Y10 OEPATEVTIKTY
napéuPacn otov Oyko, EMOEKVOOVTOS CLENUEVY] EMAEKTIKOTNTO  €VOVIL NG

cuupatikng ynuetodepomeiog.
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27. Wang, K., Wu, Z., Wang, G., Shi, H., Xie, J., Yin, L., Xu, T., Mao, W., & Peng,
B. (2021). Survival nomogram for patients with bone metastatic renal cell
carcinoma: A population-based study.

Purpose: Increased attention has been focused on the survival of renal cell carcinoma
(RCC) patients with bone metastasis. This study proposed to establish and evaluate a
nomogram for predicting the overall survival (OS) and cancer-specific survival (CSS)
of RCC patients with bone metastasis.

Materials and methods: RCC patients with bone metastasis between 2010 and 2015
were captured from the surveillance, epidemiology and end results (SEER) database.
Univariate and multivariate cox regressions were performed to assess the effects of
clinical variables on OS and CSS. The nomogram based on the Cox hazards regression
model was developed. Concordance index (C-index) and calibration curve were
performed to evaluate the accuracy of nomogram models, receiver operating
characteristic (ROC) curves and decision curve analysis (DCA) were conducted to
assess the predict performance.

Results: A total of 2.471 eligible patients were enrolled in this study. The patients were
assigned to primary (n=1.672) and validation (n=799) cohorts randomly. The 1-, 2-,
and 3-year OS and CSS nomogram models were constructed based on age at diagnosis,
sex, marital status, pathological grade, T-stage, N-stage, brain/liver/lung metastasis,
surgery, radiotherapy and chemotherapy. The ¢ for OS and CSS prediction was 0.730
(95% confidence interval [CI]: 0.719-0.741) and 0.714 (95%CI:0.702-0.726). The
calibration curves showed significant agreement between nomogram models and actual
observations. ROC and DCA indicated nomograms had better predict performance.
Conclusions: The nomograms for predicting prognosis provided an accurate prediction
of OS and CSS in RCC patients with bone metastasis, and contributed clinicians to

optimize individualized treatment plans.

27. Wang, K., Wu, Z., Wang, G., Shi, H., Xie, J., Yin, L., Xu, T., Mao, W., & Peng,
B. (2021). Nopoypapnua empioong ywo ac0eveic pe PETOGTOTIKO KOPKivopo
VEQPIKAV KVTTAPOV TV 06TAOV: Mo perétn fdosr aAnOvopod.

Ykomog: H ovénuévn mpoooyn €xel emkevipobel oty emPioon acbevov pe
Kapkivopa veppikdv kuttdpov (RCC) pe petdotacn ootov. Avti 1 HeAETn TPOTELVE

va kobiepwel kot va a&roloynei Eva vopoypdenua yio Ty TpoPAEYT TS GUVOAKNG
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emPioong (OS) kar g edwne v kopkivo emPiowong (CSS) acbevarv pe RCC pe
OCTIKY] LETAGTOON.

Yikd kot pé@odor: Ot acbeveic pe RCC pe petdotoaon ootov petad 2010 o 2015
oLAMEONKOY amd T Bdon dedopévev TapakoloHONoNG, ETONUIOA0YIG KOl TEMK®MV
anotereopudtov (SEER). IlpaypoatomomOnkay mTaAtvopouncel LOVOUETARANTOV Kot
TOAMOATA®V HETOPANTAOV COX Yoo TNV AEOAOYNON TOV ETOPACEDV TOV KAWIKOV
petafAntdv oto Agttovpykd cvotnua kot to CSS. To vopoypdenua mov facictnke
070 HovTéLO aAvdpounong kvdvvev Cox avartoydnke. O deiktng aviiotoryiog (C-
index) kot 1 KopmoAn Pobpovounong mpaypotomomOnkav yo va agloroyndel n
akpifela TV HOVTEL®V VOLOYPAPTLOTOS, Ol KOUTVAES YOPOKTNPIOTIKMOV AEITOVPYIOG
déktn (ROC) kan 1 avaivon kapmving arogdoemv (DCA) tpayuatomodnkay yio v
a&lohdynon g anddoong TpoPAEYNC.

Amoteréopata: ZuvoAikd 2.471 emAéEipol oo0eveic GuUUETEIYOV GE QLTNV T LEAETN.
Ot aoBeveic avatédnkav oe Tpotoyev (n = 1,672) kot 1 emkvpwon (n = 799) kodpteg
toyaio. Ta povtéda 1-, 2- kau 3-year OS kot CSS katackegvdotnkay pe fdorn v niwio
Katd ™ S1dyveor, To VA0, TNV OIKOYEVEINKT KOTAGTAGT, TOV TaBoAoYIKO Babuo, to
otdolo T, to otddo N, 1N peTdoTaon TOL €YKEPAAOVL / MTATOC / mVeELUOVA, TN
YEPOVPYIKN eméuPaoct, TV akTvobepaneio Kot ynueobepaneio. H mpoPreyn ¢ yia OS
kot CSS frav 0,730 (Sidotnpa epmictocving 95% [CI]: 0,719-0,741) kon 0,714 (95%
CI: 0,702-0,726). Ot kaumOres Bobpovounons £3€1Eay SNUAVTIKY GCOUPOVIN HETAED
TOV HOVTEA®V OVOUATOV Kol TV Tpaypatikav mopatnpioeov. Ot ROC kit DCA
£0e1&av OTL T vopoypaenpata elyay KaAvtepn TpdPreym anddoong.

Yopumepaoporta: To vopoypagnuata yio v TpdfAeyn g TpOYVOONG TAPELYAY Lo
axpin mpoPreym yia OS kot CSS oe acbeveig pe RCC pe ootikn petdotaocn Kot
oLVEBOAOY OTOLG KAMVIKOUG 10TPOVUC Vo PEATIOTOMOMC0VLY T €SOTOUIKELUEVD,

OepamevTikd oyéoto.

28. Wells, J. C., Graham, J., Beuselinck, B., Bjarnason, G. A., Donskov, F.,
Hansen, A. R., McKay, R. R., Vaishampayan, U., De Velasco, G., Duh, M. S.,
Huynh, L., Nguyen, C., Zanotti, G., Ramaswamy, K., Choueiri, T. K., & Heng, D.
(2020). Clinical Outcomes of First-line Sunitinib Followed by Immuno-oncology
Checkpoint Inhibitors in Patients With Metastatic Renal Cell Carcinoma.

Purpose: The present retrospective, longitudinal cohort study assessed the association

between the first-line sunitinib treatment duration and clinical outcomes with second-
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line immuno-oncology (IO) therapy among patients with metastatic renal cell
carcinoma (mRCC).

Materials and Methoda: A total of 161 patients with mRCC who had been treated
with first-line sunitinib and subsequent IO therapy from select International mRCC
Database Consortium centers were included. The overall survival, time to next therapy,
time to treatment discontinuation, and real-world physician-assessed best response
measured from 1O therapy initiation were analyzed and compared between patients
treated with first-line sunitinib for > 6 months and those treated for < 6 months.
Results: The 116 patients treated with sunitinib for > 6 months tended to be older and
to have a better International mRCC Database Consortium risk than the 45 patients
treated for < 6 months (favorable, 36% vs. 8%, P =.001; intermediate, 59% vs. 70%, P
= .21; poor, 5% vs. 22%, P = .007). The receipt of sunitinib for > 6 months versus < 6
months was associated with longer survival (hazard ratio [HR], 0.42; 95% confidence
interval [CI], 0.21-0.87; P = .02). No significant association was observed between the
first-line sunitinib duration and second-line IO outcomes, including the time to next
therapy (HR, 0.89; 95% CI, 0.52-1.51; P = .66), time to treatment discontinuation (HR,
0.85; 95% CI, 0.54-1.34; P = .49), and tumor response (odds ratio, 0.73; 95% CI, 0.22-
2.49; P =.62).

Conclusions: We found no statistically significant association between the first-line
sunitinib duration and clinical outcomes with second-line IO therapy. Patients receiving
first-line sunitinib for > 6 months compared with < 6 months was associated with better
overall survival, although potential unadjusted confounders could have been present.
These findings support the paradigm that previous therapy will not dictate the

effectiveness of subsequent immunotherapy.

28. Wells, J. C., Graham, J., Beuselinck, B., Bjarnason, G. A., Donskov, F.,
Hansen, A. R., McKay, R. R., Vaishampayan, U., De Velasco, G., Duh, M. S.,
Huynh, L., Nguyen, C., Zanotti, G., Ramaswamy, K., Choueiri, T. K., & Heng, D.
(2020). Khvika omoteréopoto NG APOTNG YPNonNs Tov Sunitinib mov
0KOAOVOEITAL 0T TOVS AVOGOAOYIKOVS OVOOGTOAEIS 68 0o0eveig nE NETOOTATIKG
KOPKIVOLO VEQPLKOV KOTTAPOV.

Ykomog: H mapovoa avadpopuki, dtaypovikny HeAETn Kooptng alloldynoe t oyéon

peta&y ¢ Bepameiog TpOTNG YPOUUNG ™S Bepameiag e sunitinib kol T@V KAVIKGOV
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anotelecpudtov pe Bepameion avoco-oykoroyiag devtepng ypouuns (I0) peta&y
acOevoV pe HETAOTOTIKO VEQPIKO KuTTaptkd Kapkivouo (mRCC).

Yikd kor Mé0odor: Zuvolikd cvunepinednkav 161 acbeveic pe mRCC ot onoiot
etyav vroPAnOei o Bepaneia e sunitinib TPOTNG YpOUUNG Ko petémeita Oepaneia pe
10 omd emreypéva o1ebvi kévipa cvykpotiuatog Paoewv dedopévov mRCC. H
OLVOAIKY] EMPion, 0 xpovog £m¢ TV emduevn Bepaneia, 0 ¥pOdvoc HEYPL TN O1UKOTY
™G Oepameiog Kol 1 KAADTEPN OVIOTOKPIOT TOL EKTIUNONKE Amd TOV YlTpO TOV
petpnonke and v Evapén g Bepaneiog pe 10 avarbOnkay kot cuykpibniay petald
acBevov Tov Edafav Bepameia pe sunitinib TpOTNG YPAUUNG Yo > 6 UVES KO EKEIVOLG
mov Ehafav Bepameio Yoo < pnvec.

Amnoteréopata: O 116 acBeveic mov EAafav Oepomeia pe sunitinib yio > 6 pnveg siyov
™V Tdon va givoar peyaddtepot kot va £xouv KOADTEPO Kivouvo yia T debvr opdda
Consortium Database mRCC and toug 45 acbeveic mov Erafav Bepameio yio <6 punveg
(svvoikég, 36% évavtt 8%, P =.001, 59% évavtt 70%, P = .21, etoyn, 5% &vavtt 22%,
P =.007). H AMyn tov sunitinib yio > 6 uveg évovtt <6 punvav cGLCYETIOTNKE L
peyoAvtepn emiPioon (avoroyio kwvddvov [HR], 0,42, 95% ddotua eumiotochvng
[CI], 0,21-0,87, P = 0,02). Aev mopatnpnOnke ONUOVTIKY GLGYETION HETOED TNG
SLIPKELNG TNG TPAOTNG YPOUUNG TOL sunitinib kKot twv amotelecpdtov 10 debtepng
YPOUUNG, coumepthapfavorévov Tov xpovov €oc v emduevn Bepancio (HR, 0,89,
95% CI, 0,52- 1,51, P = 0,66), xpovog £wg drakomn tng Oepaneiog , 0.85, 95% CI, 0.54-
1.34, P = .49) xon anoxkpion 6ykov (avaroyia mbavomntac, 0.73, 95% CI, 0.22-2.49, P
=.62).

Youmepdopota: Aev S10MGTOCUUE GTATIOTIKA ONUOVTIKY GLOYETION HeTa&d NG
SUIPKELNG TNG TPADTNG YPOLUNG TOV Sunitinib Kot TV KMVIKOV ATOTEAECUATOV UE TN
Oepancio devtepng ypouung I0. Ot acBeveic mov Elafav TpdTNG YOG sunitinib Yo
> 6 unveg e cLYKPLoT e <6 UNVEG GLGYETIOTNKAY UE KOADTEPT) GLVOMKT emPiwon,
av Kot o pmopodoov vo EUPOVICTOLV OuVNTIKG Un dtopbwpévol cuyyvTikol
TAPAyovTeg. AVTd Ta EVPNUATO VTOSTNPILOVV TO TAPAdEYUA OTL 1 TPONYOVUEVT
Ocpameioc 0ev  Ba  vWOyOpELEL TNV AMOTEAECUOTIKOTNTA TNG  €MOKOAOVONG

avocobfepoameiag.

29. Yang, B., Wang, Z., & Dong, J. (2020). The Specific Magnetic Resonance
Imaging Indicators in Predicting Clear-Cell Renal Cell Carcinoma Metastatic to

the Sinonasal Region.
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Purpose: The aim of this study was to determine the valuable magnetic resonance
imaging (MRI) features of sinonasal metastatic clear-cell renal cell carcinoma (cc-
RCC), especially focusing on its dynamic-enhanced characteristics.

Materials and Methods: The conventional and dynamic-enhanced MRI findings of 8
patients with histopathologically confirmed sinonasal metastatic cc-RCC were
reviewed by 2 radiologists. The control group of 8 patients with capillary hemangioma
underwent the same MRI protocol.

Results: Metastatic cc-RCCs arose from the nasoethmoid region, maxillary sinus,
posterior ethmoid and sphenoid sinus, and nasal cavity in 2 patients in each. These
lesions were well circumscribed and the mean maximum dimension was 42 mm. The
signal intensity of these lesions was isointense to brain stem on both MR T1- and T2-
weighted images. All metastatic tumors showed vivid enhancement on enhanced T1-
weighted image. Multiple flow voids within these metastatic lesions were identified in
6 patients. Peripheral cyst was detected around the metastatic tumor in 4 patients.
Metastatic cc-RCCs exhibited a characteristic type 4 time intensity curve (TIC) similar
to that of theinternal carotid artery, whereas capillary hemangiomas showed a type 3
TIC on dynamic-enhanced MRI.

Conclusions: A hypervascular mass with the characteristic type 4 TIC in the sinonasal

region is highly suggestive of a metastatic cc-RCC.

29. Yang, B., Wang, Z., & Dong, J. (2020). H ypiion ™S poyvnTikis TOpoypo@iog
Yo ™V 7APOPAEYNn TOV OLHVYOKVLTTUPLKOD VEQPPIKOD KOPKIVONOTOS KOl 1S
UETAGTAGNGS TOV GTNV PIVIKI] KOIAOTNTO.

YKOmMOG: TKOTOG OUTNG TNG HEAETNG NTOV O TPOGOOPIGUOS TMV YUPOUKTNPIOTIKMV
YVOPICUAT®OV UOYVITIKNG TOUOYPOPIOG TOV S0VYOKLTTAPIKOD KAPKIVOL T®V VEQPOV
(cc-RCC) mov £€yet kdvel HeETAGTACT) GTNV PVIKN KOWAOTNTO, UE 110iTEP EULPACT] OTA
SUVOLIKG YOPAKTNPIGTIKA TOV.

Yhiwkd kor Mé0odou: Ta cupfatikd evpripota LoyvnTikng topoypagiog 8 aclevov pe
otomaforoywkd  emPBeParopévo  petaoctaotikd cc-RCC  efetdomkay  and 2
aktvoloyovs. H opdda 8 acBevov pe opayysiopo tpryoeddv vroPAndnkav ce
aEOVIKT TOpoYpaQia ETioNC.

Amnoteréopata: Ot petactatikol 6ykot Tov cc-RCCs avanthynkay otny meployr tov
v TOY®OUATOC, TOV 0Tic010V NOUO0EB0VE KOl CPUIPOEDOVE KOATOV KoL TNG PIVIKNG

KOO TaG € 2 aobeveic To KAOe Eva. AvToi ot OyKol fTav KaAd optoBetnuévol kot m
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péomn péylomn owdotacr tovg Nrov 42 mm. H €évtaon Tov GNUOTOS OWTOV TV
aAAOIDGE®V NTaV 101G G OAEC TIC OALOUDOELS TPOG TO GTEAEYOG TOV EYKEPAAOL KOl
o115 600 MR T1- ko T2-ctabpiopéveg eikdveg. OAot o1 peTaoTATIKOL OYKOL EPLPAVIGOV
évtovn avantuén oty evioyvpévn ewova T1. Xe 6 acbeveig evtomiomkoy TOAATAL
Kevd Katd v pon tov acbevodc oto pnyavnuo. Xe 4 acBevelc aviyvedtnke
TEPLPEPELOKT] KVOTN ®G mPoc tovg Oykovs. Ta petractotikd cc-RCC gppdvicav
kapmoAn TIC tomov 4, Tapodpoto Pe auTr TG ECMTEPIKNG aPTNPING TNG KOPOTIONG EVD
To. TP opayysiwparta £oei&av kKoumdAn TIC tomov 3 oe MRI Svvapuknig
gvioyvong.

Yoprepacpora: Mio vrepayyelakn palo pe to yapoakmpotikd tomo 4 TIC oty
TEPLOYN TNG PVIKNG KOIAATNTAG VITAPYEL LEYOAN TOOVOTNTO VO ONADVEL LETATTOGT TOV

cc-RCC.

30. Yin, Lei & Li, Wenjia & Xu, Aiming & Shi, Heng & Wang, Keyi & Yang, Huan
& Wang, Ronghao & Peng, Bo. (2020). SH3BGRL2 inhibits growth and metastasis
in clear cell renal cell carcinoma via activating hippo/TEAD1-Twistl pathway.
Purpose: Clear cell renal cell carcinoma (ccRCC) is one of the most prevalent
malignancies in the world, and tumor metastasis is still the main reason for disease
progression. Accumulating evidence shows that SH3BGRL2 may play a key role in
tumor progression and metastasis. However, the role of SH3BGRL2 in ccRCC has not
been systematically investigated and remains elusive.

Materials and Methods: The clinical significance of SH3BGRL2 was evaluated by
bioinformatic analysis and tissue microarray (TMA) samples. SH3BGRL2 expression
was determined by RT-PCR, western blot and immunohistochemistry staining. Tumor
suppressive effect of SH3BGRL2 was determined by both in vitro and in vivo studies.
Western blot, chromatin immunoprecipitation assay and luciferase report assay were
applied for mechanism dissection.

Results: SH3BGRL2 was crucial for epithelial-mesenchymal transition (EMT)
progression and metastasis in ccRCC. Clinically, SH3BGRL2 was identified as an
independent prognostic factor for ccRCC patients. Gain- and loss-of-function results
suggested that SH3BGRL2 played a critical role in cell proliferation, migration and
invasion. Mechanistically, we found that SH3BGRL?2 acted as a tumor suppressor
through Hippo/TEADI1 signaling, then TEADI altered Twistl expression at the

transcriptional level via directly binding to its promoter region.
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Conclusions: Our findings established that SH3BGRL2 performed as a tumor
suppressor and modulator via Hippo/TEADI1-Twistl signaling in c¢cRCC, and
thealteration of SH3BGRL2 could serve as a functional response biomarker of tumor

progression and metastasis in ccRCC.

30. Yin, Lei & Li, Wenjia & Xu, Aiming & Shi, Heng & Wang, Keyi & Yang, Huan
& Wang, Ronghao & Peng, Bo. (2020). To SH3BGRL2 avaotéirer Ty avaatoén
KOl TN METAGTOON] TOV OLOVYOKVTTUPIKOD KOPKIVOROATOS TMOV VEPPAOV HEGEH
gvepyomoinong s 0000 hippo / TEAD1-Twistl.

Ykomog: To dtavyokvtTopikd KapKivopo tov kuttdpov Tov veppmv (ccRCC) eivar
pio omd T mo drdedopéves KakoNOelEC GTOV KOCUO Kot 1) LETACTACT TOL OYKOL
TAPOUEVEL 0 KOPLOG AOYOS Yoo TNV €&éMEn g vocov. Ta cvuoocwpevpéva oTotyeio
delyvouv 611 0 SH3BGRL2 pmopei va dtadpopatioet onpaviikd poro otnv mpoodo
TOL OYKOL Kol 6T petdotaon. Qotd6co, 0 poroc tov SH3BGRL2 610 ccRCC dev €yet
peietnOel GLOTNUOTIKG KO TOPAUEVEL AGOPTS.

Yikd kor MéOodor: H whwvikr onuocioo oo SH3BGRL2 a&oloynbnke pe
BromAnpopopikéc avalvoelg kot detypato pkposvototyiag wotod (TMA). H éxepaon
SH3BGRL2 npocdiopicmke pe 116 pebodovg RT-PCR, kniidwon Western kot ypoon
avocoiotoynueioc. H «xotaotoltikny emidpacn tov Oykov tov SH3BGRL2
npocdopiotnke 1000 pe in vitro 660 Kot pe in vivo pehéteg. Ae&niybnoav kniideg
Western, doxkipacio avocokotafvdiong ypopativig kot OOKIHLOCIN  ovVopop®OV
AOVGLPEPACTC Y10 OVOITOUT UNYOVIGLLOV.

Amnoteréopata: To SH3BGRL2 ftav kpicipwo yw tv mpododo TG UETAMTOONG
emOnAiov-peceyyvpatikng petdfoaong (EMT) kot yuo ™ petdotaon oe ccRCC.
KAwid, to SH3BGRL2 avayvopiotnke ®g aveEdpTnTog TPOYyVOSTIKOS TAPAYOVTOS
v acbeveig pe ccRCC. Ta amoteAéopato KEPOOLG Kol OMMOAENG AelTOLPYIOG
vrodniovouv 61t 1o SH3BGRL2 Swdpapdrice  kabopiotikd polo  oTOV
TOAALOTAQCIAGUO TOV KVTTAP®V, TN HETOVACTELST Kol TV €6BoAY. MnyovioTikd,
Bpnkape 6Tt to SH3BGRL2 evijpynce ®¢ 0yKOKATUGTOATIKOG TAPAYOVTOS HECH
onpatoddtong Hippo/TEADI, kot katomy 1o TEAD1 adAdoiwoe v Ekppaon Twistl
OTO PETAYPAUPIKO EMIMEDO HECH® omeVOeing cHVOEDNG UE TNV TEPLOYT TPOOYWYOD.
Yvpmepaopota: To sopnuatd pog koatédeGov 6t 1o SH3IBGRL2 delnybn wg
KOTOGTOAENS Kol OLOUOPPMOTHG OYKOL pécm onuatodotnong Hippo / TEADI-Twistl
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o€ ccRCC kain petafoin oo SH3IBGRL2 Ha propotoe va ypnoyuevoet og rodeiktng

AEITOVPYIKNG amdKPIonG TNG TPoOdoV Tov dykov Kot TG peTdotaons o ccRCC.
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