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EYXAPIXTIEX

Oa 0éhape va guyoprotiioovus Ogppd tTnv KOO TPLO KO
Momavikordov XpioTiva Kupimg Y10, TNV EPALGTOGVVI] TOV ROG E0E1EE
KOl TNV VTOUOVI] TOV £KOVE KOTA T1] OLEPKELN VAOTOINGIS TG TTVYLOKIG
gpyooiac. Onmg emiong Kat Yo Tnv morvtTipn fondero kot kaBodnynon
™mGs. Kabog kat yia tnv enilvon dwa@opov Oepatov. Oa 0&hape emiong
V0. EVYUPLOTI|COVE TOVG YOVEIS MO OL 0TTOI0L GTHPLEAY TIS GTOVOES NOG
ILE OLAPOPOVS TPOTOVS, PPOVTILOVTAS YL TV KAAVTEPT OVVATI] HOPPOON
nog.
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INEPIAHYH

YKOmOG: TNG TOPOVGOS TTLYLOKNG EIVaL 1] AVAALGT TOV GUUTTOUATMV TOL KOPKIVOL TV
vepp®Vv kaBmg Kot 11 GLUPOAT TOL VOOAELTY| GE OA TOL TAdL dLdyvwong, Bepameiog Kot
amokatdotaons tov acbevods. To veppd amotehodVv To. «QIATPO» TOL AVOPOTIVOL
0PYOVIGLOV, 0 0moil0g givat TOG0 EEuTTva. dounUEVog MOTE Vo eppavilel cupmTOpaTe OTOV

KATL Oev TAEL KAAG.

Mé00dot: O voonievtng etvat to dtopo gketvo 6mov Ba draryvadcet kot Ba Bepamevoet tov
actevi] ypnoiponowdvtog Odpopeg peBOOoVLS. Apywd pe TV ANYN 16TOPWKOD TOV
actevoug, ot cuVEXED He KMVIKY €E£TOOT) MGTE VO Yivel Stdyveon Kot TEAOG pe TNV
Oepancio. Eniong Ba kaBodnynoet tov aslevn , p€om TV EEEIOIKELUEVMOV TOV YVACEWDV ,
Katd T Owdpkew ¢S Oepameiog TOGO o€ mMpoeyxEPNTIKO OTAOI0 OCO KOl OF
LETEYYEPNTIKO GTASIO L€ GKOTO TNV TANPN TOL OTOKOTAGTACN KOl OUOAN TOV €viaén

otV Kobnuepvi povtiva.

Amnotéreopa: H vocog dev £xet copn artiodoyio kot Eekva pe acaen cvuntopoto. Etot
oLYVA JPeLYEL NG Sdyvedong akoun Kot omd €0KoVG N EUTEPOVS 10TPOVS, UE
arotélecua TNV Kabvotépnon g diyvoons. H Bepaneio te vocov e€aptdton omd tov
TOO TOL KOPKivov kot To 6Thd0. X10Y0g KAbe Bepameiog eivar 1 ioom, kdtl Tov givon
dvoKkorlo otov kapkivo tov wodnkodv sfotiag g KabBvotepnuévng owdyvoong. Ot
ppéBodOL AVTIHETMMIONS TEPIAAUPEVOLY TNV XELPOVPYIKT OPAIPEST) TOV OYKOL LLE GKOTO
™V Tpapovny 660 To dVVOTOV AyOTEPNG VITOAEUUOTIKNG VOCOL Kot TNV ynuetodeponeia,

®G TNV TANPN EKTOUN OA®V TOV EEAPTNUATOV KOL TV YELITOVIK®OV OPYAVOV.

TopmEPAGNO: O KOPKIVOS TOL VEQPOU (OTTMG KOl Ol TEPIGGOTEPES LOPPESG KapKivov) €xel
mAéov  pewwpévo mocootd  Bvnmowdmroc.  [TAéov  ypnolpomotodvion  Kavovpleg
eEe101keLIEVEG HEBOOOL OTNV OVTILETMTICY] TOL CGLUVEPYOTIKA TAVIO UE TIG KAUOOIKES
puebdoovg. O voonievntng eivat To dtopo exeivo 1o onoio Ba KatevBivel 10 dtopo o€ OO

TOV «OPOLO» TTOL OLOVVEL , A0 TNV OLAyVmOT| HEXPL TNV TANPY| OTOKATACTOC.



ABSTRACT

Objective: The purpose of this thesis is to analyze the symptoms of kidney cancer as well
as the contribution of the nurse to all stages of the patient's diagnosis, treatment and
rehabilitation. The kidneys are the "filters" of the human body, which are so cleverly

structured that they show symptoms when something, goes wrong.

Material and Methods: The nurse is the person who will diagnose and treat the patient
using a variety of methods. First by taking the patient's history, then by  clinical
examination to diagnose and finally by treatment. It will also guide the patient, through
his or her specialized knowledge, during treatment both in the preoperative and

postoperative stages with the aim of fully restoring and integrating it into daily routine.

Result: The disease has no clear etiology and starts with vague symptoms. This often
escapes the diagnosis even by specialist or experienced doctors, resulting in delayed
diagnosis. The treatment of the disease depends on the type of cancer and the stage. The
goal of any treatment is to cure, which is difficult in ovarian cancer due to delayed
diagnosis. Methods of treatment include surgical removal of the tumor with the aim of
remaining as little residual disease as possible and chemotherapy, to the complete

resection of all parts and adjacent organs.

Conclusions: In conclusion, kidney cancer (like most cancers) now days has a reduced
mortality rate. New specialized methods are now used in dealing with the classical
methods. The nurse is the person who will guide the person throughout the “path” that
goes, from diagnosis to full recovery.



EIZXATI'QT'H

Ta tedevtaia ypovia Tapatnpeitol pio adENon ToV TOGO0GTOD EUPAVIONS TOV KOPKIVEOY
OA®V TOV TOTOV (CUUTEPIAAUPOVOUEVOL Kol TOV KOpKivoy TV veppdv). H abdénon tov
TOGOGTOV AVTOV OPEIAETAL KATA KUPLO AOYO GTO GUYYPOVO TPOTOo LmNG oL TepLapPaver
apkeTEC avBuylevég ovvnbelec, Om®G TO KATVIGUO KOl 1) KATOAVAA®ON EMEEEPYUTUEVOV
TPOPiL®V, aALG emiong Kot avEnpévn youyoroyikn mieon Kot otpeg. H e£éMén tov Topéa
g poplakng Proroyiag €xel fondnoel oty Katavonon TMV YEVETIKGOV TOPAYOVI®MV Kot
UNYOVIGLL®V TOV GUUBAAAOVY GTNV ELEAVIGT) TOV KOPKIVOL OAAG KOl GTNV OVIYLETMOTION
TOV pE GUYYPOVES YEVETIKEG LeBddovg. Me v évvola kapkivo Tov VEQPOD EVVOOVLE TNV
KaKonOn veomlacio mov TPOEPYETOL OO UN QUGLOAOYIKN KLTTOPIKN avamtuén otnv
TEPLOYN TOV VEQPPOV. YTAPYOLV TOALA €101 KakoOwV VEOTANCIOV OU®MG HE TOV OPO

KapKivog ToV vEPPOL £vVOOLLE GUVIOMGE TO ABEVOKAPKIVOLLO TOV VEPPOU.

O xopkivog Tov veppov dev elvar Gpesa avinmToc KabdG TIG TEPIGGOTEPES POPEG
pumopel vo, ToPaUEIVEL ACLUTTOUATIKOG Y10 OPKETO KopoO. & OPKETE PEYAAO TOCOGTO O
EVTOTIGHLOG TOV YiveTon TUYaiN [IE AmEKOVIOTIKEG HeBOOOVG (T.y. a&ovikn Topoypapia) Tov
yivovtot YU Al aitio , 0AAMG S0y VOOKETOL GE TPOYWPNUEVO GTAOLN 1] GE LETAGTAGELS

TOV UE EULPOVT] TAEOV GUUTTMOUATO.

[Taporo mov éyovv yivel Tpododol oTig Bepamevtikég nebddovg Tov Kapkivov n prlikn
VEQPEKTOUN G€ cLVOLOCUO pe GAAeS LeBOdoVS (oe mepimtmon mov ypelactel) amotelel
mv AoV oladedopévn néBodo avtipet®dmong tov. O VOONAELTNG KOTEXEL CMUOVTIKO
pOLO oe OAeg TIG OLOOKOGIEC OO TOV EVTOMIGUO TOL Kapkivov pHéEYPL TNV TANPN

ATOKOTAGTACT TOV 060EVOLG TOGO GE GOUATIKO OGO KUl GE YUYOAOYIKO EMITEDO.



MEPOX A
1.0PIXMOX

H évvola «kapkivog Tov ve@pov» ypnoyLonoteitat yioo v meptypaen Hog e1epoyevong
opdoac Kakondmv emONAOKOV VEOTAAGUAT®V, e LOPPOAOYIKA YOPOKTNPIOTIKA KLPImg
adevokapKivopotog. To kokonOn emBnilokd veomAdopoto ovTd AVOTTUGCOVTOL GTO
KOTTOPO TOV €YYVG ECTAPUEVOV COANVOPIOY TOV VEQPoV. O cuvnBéotepoc TOTOC eivat o
KOPKIVOG TV VEQPIKAOV KVTTAP®V (] 0AADS VEPPOKVTTOPIKO KOPKIVOUO) TOV OTOTEAEL

10 85% 0LV TV veomlaciov tov veppav. (F. Hoffmann-La Roche 2019)

Opwg to veppokutTopikd Kopkivopa oviiotoyel oA oto 3% tov kakondov oykmv
tov avOpdmov (ABavacioc Pryag 2019) O kopxivog Tov vepp®v glval eniong yvmoTo Kot
¢ Kakonfeg vedmhaspo tov veppdv. H cuyvotta epedvions tov Kopkivov tov veppol
elvar vynAOTEPN GTOVG AVOPES Ao OTL OTIS YLVOIKES KO 6€ NALKieg petald g 6™ ko 8"
dekaetiog Long. O koapkivog Tov veepol sivar petaéy tov 10 cvvnbéotepov kapkivov
1660 Y10 yuvaikeg 660 Kat yuo dvdpes. Ta tedevtaia yxpodvia  BvnodTnTa TG VOGOUL £)XEL

pewwbei. (American Cancer Society 2009).

Enedn o Oykog efopudte omd to €yyOg eomelpouévo coinvaple ovopdleTon
adEVOKOPKIVOUA 1 VEQPOKLTTOPIKO Kopkivopa. Zuvidwg o dykog eviomileTor oTov dve
TOAO TOV VEPP®V Kot To YOS Tov Kupaivetar amd 3-15em. H ypotd tov eivor Agvkm 1
KOl GTO YPOUO TNG TEPPOS LE TEPLOYES TOPTOKAAOKITPIVOL 1] YPLGOV XP®OUATOS. Mepikég
@opég atov 1010 dyko evromiletan mowihia ypopdtwv. To Aevkd ypodpo dnAmvel dyko Oyt
KOANG O10pOPOTOINGNG EVM TO KITPIVO YpdLO ONADVEL KOTTOPO TAOVGLN GE Aidta. XTOoV
oyko evromilovtal meployes vekpopéveg 1 apoppayikés. H meprpépeta tov dykov divet

TNV EVIVTTOOT KAWAG TOL 0LGLIGTIKA OV vVtapyet. (ABavédoiog Priyac 2019)



2.ANATOMIA NE®POY
2.1 NE®POI

Ot veppoi elvar  Opyava TtOoL avBpodTVOL cOUATOG TOL  Ppiokoviol  GTOV
omG00TEPITOVIOKO YDPO EKATEPMBEV TNG 0CPLIKNG UOIPAG TNG GTOVOLAIKNG oTnAng. O
KAT® TOAOG TOL VEQPPOL OTAVEL PEYPL TOV 3° 00pVIKO omovovAo. To oynua Toug potdlet
ue oyfuo acoiot (ITétpoc Kapkarovoog 2015) .

To Bépoc tov kdBe veppov eivonr mepimov 120-300gr, to unkog tov 10-12 exotootd, to
TAATOG TOVG 5-6 €KATOGTA KO TO TAYOG TOLG GTo 4 €KOTOOTA (o€ VYElG avOpdOTOLG).

(Moamoypnotov Evdyyehog 2019).

ANATOMIA NE®PQON

Ewéva 1 : Avotopio Neppov IInyn : https://slideplayer.gr/slide/11642357/

O veppot eppaviCovv dvo empaveleg. Tnv eAowdon {ovn (eEmtepikd) mov meptlapPdvet
TO GTEPAUOTO KO APKETA TUNIATO TOV COANVAPLOUKOD GLUGTAATOS 1] 0TToiol S1EIGOVEL GTO
HLEAO KOl OMOVPYEL TOLG VEPPIKOVG oTuAovg Tov Bertini. Kot v puedmon Covn
(ecwtepkd) mov Ppioketanr ecMTEPIKE NG PAOIDOONG EMPAVELNS, TOV OTOTEAEITOL OO
aPKETOVG VEPPIKOLG AoPolg kol oynuotifert 8 — 12 kovoewdeic meployés ot omoieg
ovopdlovior veppikég mupapideg. H kOpia Aettovpyio Tov @AO0D €ivar 1) CTEPAPATIKN
omonon, n coAnvoplokn ExavapOENoN Kot 1| coAnvaplokn anékkpion. Evo n kdpu

Aertovpyio oty poehmon {ovn elvat | cvpmvkveon Tov ovpov. (Ovton Anuntpa 2016)



2.1.1.TTAPAXIIEIPAMATIKH XYXKEYH

H napoaonelpapoatikn cuekev cuviaTd Eva PKpO vOOKPIVIKO Opyovo Tov veppava. H
TOPOCTEPALOTIKT] GUCKEVT] AELITOVPYEL MG AVIXVEVTNG EMAPKELNG TNG ALUATOONG TOLG Kot
EKTIUNONG TOL KLKAOQEOPOVHVTOG OYKOL oipotog. Bpioketor otnv ayystokn mwOAN TOL
OTEPALOTOS KO OTOTEAEITOL OO TO EEMOMEPAUATIKO HEGAYYELD, TNV TUKVY KNAdW, TO
TEAIKO TUNLO TOV TPOCSAY®YOD OPTNPLOIioN HE TO PEVIVOTOPAY®YHR KOKKMOT KOTTOPO KoL
TEMK®OG Omd TO Opykd TUNUO TOL omay®yov aptmpdiov. H Paocwkn Asttovpyion g
TOPOCTEIPAUOTIKI|G GUGKEVNG €ival 1 mopaymyn ki EKKPlom g pevvivng , omd to
KOKK®MOT KOTTOPO, TPOC TOV €EMKVLTTAPIKO evolaueso yopo. Kanwg £1o1 Aowmdv ta
KOTTOPO TG TOPACTEPOUOTIKNG GVOKEVNG Tailovv onuavTikd poAo otV avtoppLOuion
™G Asrtovpylolg TOL VEEPOV, OMMC Kol oTn pOOoN TG apTnplokng  mieomnc.

(ITamaypnotov Evdyyerog 2019)

2.1.2. ATTEIQXH TOY NE®POY

[aporo mov to péyebog Tmv veppmv givar ToAd pikpd, o 20% tov dyKov aipotog avd
Aemtd S10yeTEVETOL GE AVTOVG. APOVL 1 VEQPIKT apTnpia el6EADEL 6TV VEPPIKT TOAN GTO

kévtpo tov veppov (TTétpog Kapkaiovoog 2015).

Awnpeiton otig pecoAdPieg aptnpiec mov eviomilovror péca oTovV GAOL0 aVAESH
GTOVG KOAVKEG. ZTO onUeio avApeso 6Tov EAOLO KOl HVEAO Ol UECOAGPLEG aptnpieg
dwpovvtol mepatépw oe t0&0eels aptnpiec. Ot tofoedeig apnpieg oty cuvéyeld ,
€VTOG ™G PAOUDOOVS poipag, drakradilovtal oe pecoPidieg aptnpieg. H poelmong poipa
glval To pdvo onueio 6oL Oev E1GEPYOVTAL OPTNPIEC. XE YEVIKEG YPOUUUES TA TPOCAYWY
apTNPIOD. TOV GTEPAUATOV TPOEPYOVTOL omd TIG HeGOAOPideg aptnpieg ol omoieg ta
GLVOEOLV LE TO omelpapa. AVTO EYEL OC AMOTEAEGLLO 1) TAPOYT TOV OHLOTOG OTIC TEPLOYES
NG PAOUDOOVS KOl HVEADOOVG LOIPAG VO TPOEPYETOL OO T LEACTEIPOUATIKG OTAY®YO
apmpidw. Avéroya pe v meployn mov Ppickovior dwakpivovtar ce dVO TOTOLG :
OTOYOYIKE aptnpidle TG TOPOUVEAMOOVS HOIPOS , TO ONOI0 OVTUTPOGMOTEVOLV TO.
TPOPOPOPa ayyeion Tov pveAov. Avtd dSwkAadilovion oe evbeio katovia evbeio
apmpid oAAd Kot aptnpidie mov Ppickovior otov eAowd. OAn avty m doun TV
aptnpwiov onmuovpyel 10 TpLYoewkd mALypa ayyeiowv tov @Aowd. (I[Momaypnotov

Evdyyehog 2019)
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2.1.3.NEYPA TOY NE®POY:

» Tlpocaywyéc copumadntikég veppikég ivec. Ot veppoi cuvdéovial pe T0 GLUTOONTIKO
VELPIKO GUGTNUO HECH TOV VELVPIKOV VOV KOTO UNKOG TOV TOLYMUOTOS TNS VEPPIKNG
apmpiag oty mepoyn tov EEm yrtova. Ta mepiocdtepa veppikd vebpa Opmg
evtomilovtal oTnV TEPLOYN TNG VEPPIKNG TVEAOD KOl GUYKEKPIUEVA GTO, TOLYMUOTA TNG.
Tao copmadnTiKd vedpao TV VEQPIKOV apTnpLdv £(ovv LEYOAN onuacio otnv pououion
™G appokng mieons. Télog ta epebiouato 6To. CLUTAONTIKA VELPA TOV VEPPOV
pmopoHv va deyeipovv 0AOKANPO T0 GUUTOONTIKO GVGTNLLO TOL GMOUATOC.

»  Anoywyég copmadnTkég veepikéc tvec. Ot amaymyEs veepikés tveg Eektvouy amod

T0 VEQPO KOl HECH TOV OTAYOY®OV CLUUTAONTIKOV VELP®V KATOANYOLV Gt poryloio

yayyho. Ta gpebiopato peTa@EépovTal OPOTAELPO KOTE UAKOG TNG GTOVOLAIKES GTHANG

ONUATOO0TAOVTOG TO KEVIPIKO VELPIKO GUOTNUHO OAAE Kol TO  €TepOTAELPO VEQPPO.

Kotaiyovpue €161 610 amotédecpa 0Tt vdpyel aAANAEnidpacn peTa&d TV VEQPOV OAAL

Kot Tov cvumadnTiKov vevpikov cvotpatos.(Boywtln I'. Xpvcovia et al. 2013)

2.2.EININE®PIAIA

Ta emveppida elvarl Eva evookpvikd dpyavo mov ekkpivel opuoveg katevbeiav oty
KukAoopia Tov aipatoc. O Kabe adévag Exet Bapog 7-8gr Kt evromilovtor Téve amd Tovg
veppog 6ToV 0mMGHOTEPITOVIOKO XDPO 1) GTNV EGOTEPIKT EMPAVELL TOV VD TOAWV TOVG.

(ABavaciog Dovvrag 2015)

Onmg ko o1 veppol €tot ko ta enveepidwn ywpilovror oe 600 TUNHATA @ TOV EAOLO
€0MTEPIKA, (0oL EKKPIVEL TIG OPUOVES AOIOD TMV ETVEEPLOIMV) KOl TOV HVEAD TV
EMVEPPIOI®V  €0MTEPIKA Omov  ekkpivel v  adpevorivr. Kot ot 000 meproyég

OLULOTAOVOVTOL TTOAD TAOVGL0 0td Eva akTveTd TAEYUa ayyeiov. (Iodvvng Aalapéttog)
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2.2.1 ANQTEPH AITIOXETEYTIKH MOIPA

H dvo amoyetevtik poipa mepthapfavel  ve@pikn mHEL0 Kot TOV OVPNTHPO.

H veppwn mdelog éxer oynuor yodvng kot PpioKeETOl GTO €GMOTEPIKO TOV VEPPOV.
[Ipoekteivetar otov ovpnTipa (N KOPLEY TOL OLPNTNP EKPVETAL GTIV VEPPIKT THEAO)
Kol Bon0detl HEG® GLOTACEWV TNV UETOPOPE T®V 0VPWOV OO TO VEPPH GTOV OVPNTNHPA Kol

TEAMKA 0TV ovpnOpa.

NPOZOIA OWH OEZHZ NE9®PON-OYPHTHPLON

NE®$POZ

OYPHTHPAZ

OYPHOPA

Ewova 2 : TIpocHia 6yn ovpomomtikod cvotipotog Inyn ¢ https://www.poulakis-

urology.com/index.php/open-surgery/pieloplastiki

Axopo mepthapfdvel Kot Tov ovpnmipo 0 omoiog €ival €vag VoHLMONG COANVIS TOV
yopiletar e dVO PEPN KOl EVOVEL TO VEPPO HE TNV 0VPoddYo KOoTN. Kdabe veppd elvan
ouvoedepnévo pe évav ovpntipa. To unkog tov kvpaivetor omd 22-30cm. (Axpioc

Ioavvng 2018)

2.2.2. KATQTEPH AITIOXETEYTIKH MOIPA

H xatdtepn amoyetevtiky poipa tepthappavel v ovpoddyo KOGt Kot Tnv ovpn0pa.

H ovpododyog khotn elval Eva koiho pomoeg opyavo pe péyebog mov mokiAlel avaioyo
pe v minpommtd . Evtomileton o6t0 mhve UEPOC NG MLEAMKNG KOWAOTNTOC.

Amoteheitanl Kupimg amd Aelo po kot KoOAAaydvo Ko, 6€ TOAD pkpdtepo Pabuo, elactivn

12



(Aertovpyel amobnkevTiKd ™G TPOg T oVpa TP amoPfAnbodv oto mepIPdriov da LEGH
g ovpnBpac. To oynua g (6tav BéPata etvar adeia) ivarl oyfua Tpiywvov metdrlov. Ta
TOLYOUOTO TNG OVPOOOYOV KVGTNG EEMTEPIKA OTOTELOVVTOL OO VAV AETTO VMOT| (1TOVOL
, &vav poikd yuovo (oynuatiler tov e£motpa PV NG KOLOTNG O OMoi0G CLOTATE
LETAPEPOVTOS TO OVPOL. TNV OLVPNOPA ATO OTOL KOl ATEAELOEPDOVOVTAL) KOl EGOTEPIKA
and Prevvoydvo. Otav 10 mePlEXOUEVO TG 0VPOdOYOL KVoTNG PTavel ota 200-300ml
Oteyeipovtal o1 TOCEOVTOO0YEIS UE QMOTEAEGHO TNV EUPAVIOT] OVAYKNG YIOL OVPNON EVD
oto. 500ml cvondte pe amotélecpa TV anehevfépmon TV 0VPOV. XT0. OPOEVIKA KOl
OnAvkd dropo Saépel M ovaTopio. TG TEPOYNS TG 0VPOdOKOL KOoTNG. (AKpPog
Iodavvng 2018)

3.@YXIOAOI'TA

H cwotm Aettovpyia Tov veppol meptrapPdvel cuveyn pon kot GIATPAPIoHO aipatog M
omoila drdkacio oty cLUPaivel G WKPOCKOTIKO €MIMEDD OO TA VEPPIKH COUATLO
(nepkég exatovtdoeg yladeg oe aplBud ) ta omoio to Kabéva amotereitar amd Eva
onelpapo ko pio kdyovia Bowman. Me tnv pétpnom tov puBuod @iitpapicportog

EKTIULATOL KO 1] AELTOVPYIN TOV VEPPDV.

3.1.NE®PIKH AEITOYPI'TA

Ot veppol ocvpupdrrovv 610 va StatnpnBodv 6tabepés oL €0OTEPIKES CLUVONKEG TOL
avOpamvov opyaviopov. Ewdwdtepa o poAog Toug etvar va dtatnpovv éva otafepd 0yKo
Kol GUGTAOT 6TO SIIAVUOTO TOV avOPOTIVOL COUATOG AL Kol Vo E100PPOTOVY TLYDV
OlOKLUAVOELS TOVG. Xe VYW GTOMO. 1) OMOKATAGTACT TNG OlKOHOvVONG Umopel va
emtevyBel axopa kol péca oe pepikés mpec. Ot Agttovpyieg TV VEQPOV UTOPOVLV Vo
YOPIOTOVV OTIG €ENG KaTNyopleg | pLOUOTIKES, OMEKKPITIKEG KOl GUVOEST] OPULOVAV Kot

gvEPYOTOINGM OvEVEPYDV EVEOUM®V.
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Me 115 puBuiotikég Asrtovpyieg ToL TO VEEPO dlatnpel oTabepd TOV OYKO KOt TNV
oLoTOOT,  TOV  SWALUATOV  TOv  avBpodmvov  cmpatog  (dmbnom, amékkpion,
enavappoéonon). To @uhtpdpicpa ov aipatog yivetor ot veppmvn. H pvBuon avt
yivetanl HEG® TG KataKpATnong 1 omofoAng vepol , NAEKTPOAVTAOV 1 0EEMV avAAoya e
v mepiotaon. H pvBuion g kataxpdtnong 1 amofoing S10@dpwv HETAAA®V OT®C
QPOCPOPOS, HOYVACLO KTA. Omwg Ku emiong wOvieov vdpoyovov , efaceaiilovv v

oTafePOTNTO TNG WOUMTIKNG TECTG TOV KLTTAP®V TOV AVOPOTIVOU CHOMATOG,.

Me T1g ameEKKPITIKES TOVS AELITOVPYIES Ol VEQPOL Pmopovv va puBuicovv v amoPoAn
TOEWVOV Kot GAA®V TPoidvVI®V TOV HETAPOMGHOL OTWS PUPUAK®V (LECH TNG OTEKKPIONG
TOV 00pmV) HE OKOTO NG O0TNPNON TNG E0MTEPIKNG OUOOGTACNG TOV AvOpOTIVOL

0pYOVIGHOD.

Ot veppoil pmopodv vo cuvBécovv 1 va gvepyomomoovv oavevepyd Eviopa mov
GLUUETEYOVV GE TOAAEG Agttovpyieg Tov avBpdmvov opyovicpov. Ta kokkdon KdTTapa
NG MOPUCTEPAUATIKNG GUOKEVNG TAPAYOVV TNV OPUOVY] PEVVIVI] UE OTOTEAECUO TNV
KatdAvon 1ng ovvleong Tov ayysotacvoyovov Ko ayyelotaciving I (oeoipivn tov
aipatog). Me v dpdon evlouwv n ayysotacivn I petatpéneton oe ayysrtacivny 11, n
omola eUmAEKETOL GTNV PLOULIOT] TNG APTNPLOKTG Tieong Kot Tov 1solvyiov vatpiov. Ot
veppoi puBuiCouv v mpipoven tev epuOPOKLTIAPMOY GTOV HVEAD TOV 0GTMOV LECH TNG
mopayoyng g epuvbpomomtivng  (YAvkoliwpévn mpmteivi)) Kot KOTA  GUVETELD
emmpedlovv v dwdwkocio g epvBpmoinong. Télog eumiékovior or veppol otnv
dwdkacio g evepyomoinong g avevepyobs popong g Prrapivng D. H dwdikacia
avtn emtereiton oo emBLAKG TV e0TEPUUEVOV GoANvapiov o’ tédéng. H Prrapivn D
HE TNV GEPE NG EUMAEKETOL GTNV OUOLOGTACT] TOV 0CTMOV UECH TNG pLOUIGNG TOL
acPeotiov kot oo@opov. (Afpov Havayiwta 2003).

2VVOTTIKA 01 OpUOVES OOV TTAPAYOVTOL GTOVS VEQPOVG givat ot €€Ng : ayyeglotevaivn 11,
Brrapivn D, xwiveg, gpvBporomtivn, mpoostayiadives. TELog o1 veppol eivar tkavol va
mopdyovy YALKOLN amd YOAOKTIKO 0ED, YALKEPOAN Kol YAOLTOUIVN. X& GTOHO TTOV
Bpiokovion o€ katdotaon vinoteiog ol veppoi givor vtevhuvol yio To MHICL TEPITOL TNG
YAvKOVEOYEVEDTG OOV 1) dtdtkacio avt Aapfavel yopo 6to veppikd erotd ( Gerich, J.
E. 2010).
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3.2.XTOIXEIA ITAGOAOI'TAX

To eyy0¢ eomelpduevo coANVEPLO amotedel TV TePLOy] AVATTLENS TOV KAPKIVOL TOV
veppov. H cuyvoétta epugpdviong otovg 000 veppovg etvarl m 101a kot Kotd kvpto AOYo
etvon etepomievpoc. Eppaviletar otov veppikd @Aotd amd tov omoio kot eE0pUATaL TPOG
TO TEPWEPPIKO Almog péypt kot v meptrovia tov Gerota. e meputtdoelg mov AdPet
peyareg d100TAoES KATAAAUPAVEL OAO TOV OMIGOOTEPITOVIOKO YMPO. L& LOKPOCKOTIKO
EMIMEdO 0 OYKOG €lval YPDOUOTOC TOPTOKAAL-KITPIVOL AdY® NG evomdbeong Mmidimv v
OpKETA oLYVE euEavilel WYELOOKAWO OMOTEAOVUEVN] OO GULUTIECUEVO  VEQPIKO
TAPEYYLUO, QAEYHOVAOON KOTTOPO KOl vdON GLVOETIKO 10TO. ApKETd cvyvi eivan M
dmbnon g veppkng eAEPag pe amotéleoua N kaTdAnEn Tov Oykov UEXPL Kol GTNV
wePoy ™G Kapdds. Zuvibme tor KOTTOPO TOV KOPKIvOL TOv veppol &ivol peyaAa
TOAVY®VIKA LE O1VYEG 1] KOKKMOES KUTTOPOTAAGHO EVE GTAVIO GLVAVTMOVTOL KOTTOPO, LLE

COPKOUOTAOI OLUOPPDGCT TOV OVOTTVGCOVTOL GE OEGUIOES 1] GTPMUOTAL.
3.3. NAGOPYZIOAOI'TA

H ocvvnBéotepn dwatapayn g Aettovpyiog TV veppdv, mov oyetiletal te tnv VIOPEN
Kapkivov tov veppdv eivor m Ymopén aipatog ota obpa. Xe MEPUITAOCELS EVIOVNG
awpoppayiog to aipa oto ovpa ivor Lonpod YPOUATOS. Xe TEPIMTMOGELS TOV 1) ALLOPPOyio,
yivetar apyd to ypouo givor okovpo. H vmapEn ndéveov oty meproyn g TAATNG-HEONS
pumopel vo amotedet £vOeldn yia VIOPEN TOV KAPKIVOL TOV VEPP®OV GTNV TEPIMTOGT TOL O
Oykog aokel mieorn otovg TePPAliovteg 16ToVG Kot vevpa. Emeldn| emiong ta veppd €yovv
oNUAVTIKO pOAO STV TEYT OGS KOl GTOV HETAPOAICUO TOV TPOP®V 1 OTdAEW BApove 1
amOAE OpeENC N Ko oL OVO Elval avNGLYNTIKA GUUTTMUOTO TOV UTOPEL Vo oPeilovTan
OGTNV UN OOOTH AETOLPYIN TOV VEPPAOV KOl KATO GUVETELL GTOV KOPKIVO T®V VEQPPOV.
EmumAéov AOy® NG OLOI0CTOTIKNG AELTOVPYIO TV VEPPDV CYETIKA LLE TOVS NAEKTPOAVTEG
TOU OGMWUOATOG, OYETIKA pe TNV Swdkacio olomoinong kot mapaywyng acfectiov
OTOLOONTOTE GLUTTAOUOTO TOV ONAMDVOLV SOTOPOYEG OTIS TIHES TOV NAEKTPOALTOV TOV
CMUATOC, SOTAPUYES TOV OiHOTOG OTMG UEIWUEVO EpLOPE AOGPOIPIO KOl KOTAYLOTO
oV umopel va opeiloviat o€ pelopéves TYWES aoPectiov 610 avOPOTIVO GO, UTOPET VoL

vrtodnAdvovy Vv Ymapén kopkivov Tov veppmv. (ABavdaciog Priyag 2020)
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3.3.1.0I'KOI NE®POY

Ta veomldopato Tov veppikov mapeyyOpotog xwpifovtol oe kolondn kot kakonon. Ta
KoAlonOn veomldopoata amoteAobv pia €tepoyeviy ouddo PAafodv 6t0 VEEPO TOL
nepropupdvoov oamd pio amh KOOT pEYPL OAPOPoLS TOTMOVE GYyKwV OTw®G TO
oykokvttopa. H ocagng évoeln Aimovg , (mopatnpeitor 6T TEPLGGOTEPQ
QYYEWOUVOMTAOUATO) , OUOAL TOlYOMOTO KL EAAEWYT evioyvong piog kKOGTNG Kot 1
mAgoymeio Kohondmv oAAOUDGE®Y VTOINAMVOLY KoAonOn aitia Tov Oykov. AkOpa TO
pikpo péyebog pnalag, To yovorkeio OA0 Tov acfevoig Kot 1 HeydAn nAtkio Tov acevoig
éxouv ovvdebel pe kaionbio tov Gykov. BéPaia oe pepikég mepumrtdoelg povo e

enéuPaon eivar Suvatn 1 cvykekpyévn ddyvmon. (Ilevtlovpng Avopéag 2018)
Kolonn veorAdopata tov veppov sivor to €ENg :

o Negpkég kvoteg: AmoteloVV TIG MO KOWEG veppkéc airlowwoel. To 70% twv
vEPPIK®OV Oykov eivar veppikég kboteg. Mmopel va givor povipng, moAhamAés 1M
apeinievpes. Ot veppikég KOGTEG UTOPOVV VO, ATEIKOVIGTOVV UE OEOVIKT] TOUOYPAPiaL,
VIEPNXOYPAPTLLOL KOl LAYyVNTIKY TOHOYpapio. XopaKTNPIoTIKO TOV OTADY VEQPIKOV
Kbotewv e€ivol to OopoAd Tolywpo , €ivor PeLOTEG LVROMLKTEC KOl LE EVIGYLUEVO
eontepkd tolyopa. Eocotepikd dtoppdypota, oTOlXElo £0MTEPIKMOV AVINYNCE®V N
KOVOLAMON  ototyei  vmOOMA®VOLY  moAvmAokOtTnTto TG Kvotne. H  evpéog
ypnopomolovpevn ta&vounon tov kboteov givor n ta&vopnon kotd Bosniak mwov
yapaktnpilel Tig kvoteg w¢ kokonbeig N un (Bosniak classification of renal cysts). Ot
KUGTEC OTAVIO, OVOTTOGGOVTOL GE TOGO UEYAAO HEYEBOC MOTE VO TPOKAAEGOLV TTOVO 1|
GAAN cvuntopotoloyia. PMéEn e xvomg and tpavpaticpd N opoppoyio T pmopet
Vo SNUIOVPYNGEL Pt GEPAE CLUTTOUATOV OTMG TOVOG TOL VA TPAPNEOLY TNV TPOGOYN.

I, Amhég N pn emminypéveg kovoteg: Eivar kalonBeic kOotes e Aemtd TpLyoetdes Kan
opord mepiypappa. Ecotepukd dev dabétovv kdmolo ddepoypo , COUTOYN
otoyeio , Gvnyeg N vrOmLKveS Kol gvioyvom ywpic oklaypdaenon. To mocootd
Kakon0e1dg toug givar 1,7%

1.  Elapote emieypéveg: Tpoxkerton yio kolon0elg KOOTES e AEMTO , TPLYOELDEG KO
opoAd  meplypoppa  Omwg emiong kot eAdylotn acféotwon.  Awukpivovron
OLOWOOPPEG  UEYAAEC OAAOIDGES <3CM (KVOTEG VLYNANG TLKVOTNTOGC) KOAQ
oprofBetnuéveg (elvar VIEPTUKVES Kol OUHOWOYEVEIC). Agv €YOUV  GKLOYPOPIKY

gvioyvon otV agovikn topoypaeio. O Babudc karxoneldg toug givar 18,5%
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1. Emmheypéveg kvoteg: [Ipokettat yio kuotikég HAles anmposdiopioTon GYNUATOS LE
oD KO OVOUOAO TOTYOUO. XTO EGMTEPIKO TOVG Olakpivovtal dto@paydtior Tov
TOoVOC epeavifovv oKlaypaplky evioyvorn TapAAANAC HE TOYES OKAVOVIGTEG
acPeotdoelg. To mocootd kokonbewdg tovg etvor 33% wxor yplovv meportépw
yewpovpykn depedvnon. IIF : TIpoxkerton yio kOGTEG MOV OMOUTOVV TEPLOOIKN
mapokolovOnon pe afovikn topoypaeio. Awabétovv mEplocOHTEPO  TPLYOEWN
Swppaypdatio and T kvoteg kornyopiag III ko II (pe eddyiom oxloypagikn
gvioyvon) kot dtbétovv LAy ThLVON TOYMOHOTOG 0LMON 1| Kol acPecTdon. Ot
KOoTES ivat KOAG oproBeTnuéveg Ko TEPLYPApPIEVES VITEPTUKVES PeYEDOVG >3cm.
[Tpdkertanr yio kaBopd kaonbelg kbvoteg mov JSbEToLV OAol TO KPITHPLYL TG
katnyopiog I ko emmAéov evioybovtor amd tunpate Aentov 16tov. Ta Opié Tovg
elvar acoen , vtog TG KVOTNG dlakpivovial Guumayn otolyeio Kot T0 TOGOGTO
kaxon0eldg toug gival 95% .

o OuiMocg adévopa veppov: Ta BLA®MON adevopato elval UIKPEG OTEPEES PAOIMIELG
OAAOLOCELS TV VEPPOV oL Thavdg €xovv korondn mopeia. o va Bewpnbodv
emProfr] Ba mpéner 1otohOyIKA v €xovv péyeBog pkpotepo 1 ico amd Smm. Ta
Bulmdeg adévopa etvor koAb opoBemuévo , yapoxtnpileror amd koAonon
opoopopea  PocedPiio KOTTOPO 1 NOCWOEIAIKA LE TLPNVIKA KOl KLTTOPKA
YOPAKTNPIOTIKA KOAONODV Kuttdpwv. Alotdccovtol o€ BuAddn apyltektovikn
COANV®OON 1] GLVOLAGHO Kot TV 6VO.

¢ Oykokvttopa: Amoteiel tov mo cvvnbiopévo korondn oyko. Makpookomikd To
0YKOKUTTOUO EIVOL £VOG OPKETO KOAL TEPTYEYPAUUEVOS OYKOG LE YPDOUO GKOVPO KAPE
Kot mepPdAletor and Kaya. Xe éva mocootd 33% eppavilel oto Kévipo tov pio
aGTEPOEWNG OVAN OmmG KU aioppayikés eotieg oe (20%). Ze kvtrapkd eminedo
amoTeAEiTOL OO OUOLOHOPPA KVTTAPO MWOEO0VS-TOAVYMVIKOD GYNUOTOS , EANPPDOG
KOKKMOEG KLTTAPOTAAGHO KOl UIKPOVG GTPOYYLAOVS Tupnveg. Aev gueavilel kdmowa
CUUTMTAOUATO 1) TOPOVCia TOV GYKOV 0ToD TOV €100VG Kot GLVNOMG OVAKOAVTTOVTOL
toyoio petd amd afoviky| topoypapio mwov epgoviletor o¢ piog cvumayng palo pe
YOUNAY TUKVOTNTO. 6TO KEVIPO KOl HE TNV Tapovsio. wadovg ovAns. (IMevilovpng
Avopéag 2018)

e Metaveppik6é oadévopoe: Ilpoéxettor yoo veppik] oAlolwon HE  1GTOAOYIKA
YOPAKTNPLOTIKG KaAor0ovg dykov kon peyaho péyeboc oykov. To péoo péyebog elvar

ota 5,5¢m kou pmopel va taoet péxpt ta 15 cm. To 10% twv acBevav eppaviCovv
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TOAVKLTTOPOLIO OV TPOKOAEL €KTOMN Topaymyr] epvbpomomtiviig Ommc Kot
vrepacfectoipioo amd TV EKTOTN TOPAYOYT TAPUOVPEOEWODY OPLOVDV. ATELOVICTIKA
ol OYKOl UmOopovV Vo gU@aviloviol ®¢ VTOOYYEOUEVOL KOl UE TEPLPEPEINKES N
KEVIPIKEG OMOTITAVAOCELS. XVVIO®G 01 YKol €ivol LOVIPELS VITOTIKTOL 1) 10O0TVKTOL LE
KaBopiopéva optar Kot Oyt 1060 KaAN OdKPIoT HUEAOV-QAOL0D. L& KVTTAPIKO emMinedo
ot Oykot gugavitouv otV emeaveld tovg PoacedPia eTBVAOKE KOTTAPO TOV
oynuotilovy cOANVOOELS OOUEC 1 ONAOEONG dOUEG OTO ECMTEPIKO EVOG AKVTTOPIKOV
otpouatoc. (Ievilobpne Avopéag 2018)

o Ayyswopvoritopa: To ayyslopvomope amoteleiton omd Asieeg MOIKEG  ivec,
SPOPOTOMUEVO MO 10Td Kol ayyeld OTO TOLYOUATO TOV OYKOVL. YTAPYEL M
mhavotto otpoppayiog pe amelAntikég ovvemeleg ywoo v avBpomwvn (on. To
ayELOPVOAMTTOMO Elvat 0 HoVadIKOG KahonOng OyKog mov Umopél va. eVIomoTel PECH
agovikng topoypaeiog pe Pefardmra. To yopakmploTikd Tov ayeloMTOpUaTOg vl M
napovcio AMmovg pali pe veppikn PAGPn. Kopro dpmg yopoaktnplotikd eivar n pkpn
€00Y1] OTO VEPPIKO TOPEYYVIO OKOUA KOl GTNV TEPIMTOGT TOL TO VEQPPO meP1PdAieTon
amd 10 0YKO. XNV epinton achevov pe ayyslopvorinopo ety oe AMmog (14% tov
TEPMTMOCEMY AYYELOUVOMTMOUATOS) 1 ddyvewon elvar moAd 6vokoAn. (Ilevilovpng
Avdpéag 2018)

e Kvotkd véppopa: Mnropel va eviomiotel and 10 COUTTOUATO TOL TPOKOAEL OTTWG
apotovpio, Kotkwokn palo Kor mOvog. AAAG pOVO  OKTIVOAOYIKO Umopel va
tavtoromBel. Xvvnbwg elvar povipn pe mowkidioo peyéBovg (péoo péyebog elvarl ta
9cm) Kot PEPOVY OIGPECTOTOGELS KOTA UAKOC TOVG , EVIGYVUEVO doPPAyOTo Kot
poeEoyéc.

o Miktog emONMOKOS Kol OTPONOATIKOG OYKOG: ATEKOVICTIKO QoaiveTon cov pio
ToAdTAoKT Kuotiky pale katnyopiag I 1 IV kotd Bosniak. Eivol 60vOetog dykog mov
amoteleiton amd KOYeMOES KVTTAP®V, HEYOIAEG KOGTEG Kol LKPOKDGOTEG. ZuVviOng givor
Kol M Topovsion evOg TUKVOL GYKOL KOAAAYOVOL OTMC KOl 1 TEPICTUGLUKT] TOPOLGIOL

Mmovg.

3.32.YHHEPNE®POQMA('H OT'’KOX GRAWITS'H KAKOHO®EX
NE®PQMA)

To adevokapkivopa tov veppol 1 aAAdG vIepvEPPOLA 1) 0AADG Oykog Tov Grawits

amoterel to 2,8% OA®V T®V KopKivov Tov avBpdmov kot aviimpocwnedel 10 85% tov
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TPOTOTAODV KOKONO®V VeoTAAGHAT®V TOV veppov.To vepvéppmpa ivar pio eoapetikd
eMOETIKN HOPET KOPKIVOL pHE TO €vo TPITO TOV TEPWTOCEMV VO KOTOANYOLV GOF
petactioelg kol 1o 40% tov aclevov mov mposPiAloviol vo KATOANYOVV GE QUTN T

vOGO TEMKA.

eAitwa: To «xanvicua, m kobwotiky (oM, 1N OTpoEn ATOTELOVLV  GNUAVTIKOVG
Tapdyovteg mov emnpedlovv TV guEdvicr] tov. Ot KomVIoTEG £(OVV UEYUAVTEPEG
TOOVOTNTEG EUPAVIONG OVTOV TOL €100VG KOPKIvOL (OAAG Kot KOpKIvOoy YEVIKOTEPQ)
amd Ot o1 un komviotés. H moyvoapkio , 0 dyyog OTmG Kol 1 KATOVAA®GN YPIYOPOL
QoynTov emiong cvpPdAiovy oy avénon Tov THAVOTHTOV EUEAVICNS Tov. AKOua
dtopo oV TAGYOLVV AMO TOAVKVOTIKY VOGO TOV VEPPMOV KOl IE TETAAOEONG VEPPOHS
emiong &yovv awénuévn mBavoTnTa ELEAVIONS TG VOGOL avTs. Télog avEnuévn etvan
N mBavoétra epedviong g vOoou avutng amd dtopa mov gueovifovv korondelg
OYKOUG.

o Khwvikn] eiéva:To vrepvéppopa pmopel vo TopopéveEl OGUUTTOUATIKO Y10, OPKETE
xpéVIo N propel var evTomioTel Tuyaio KAt TNV SLAPKELD OTEIKOVICTIKOD EAEYYOV. XE
éva. ehdyotov mocootd mepimov 10% moapatnpodvial GLUTTOUATO olpaTovpiog,
yniaentng palog Kol 0GeLIKOD TOVOV. g MEPUITAOOCEL UETACTACEOV gp@avifovrol
GUUTTMOUOTO GYETIKE LLE TOL OPYOVO GTO OTTO10 £XEL KAVEL LETAGTAOT).

e Awayvoon: o 10 vrepvéppopa 0ev VRAPYOLV  GLYKEKPIUEVO  EPYOCTNPLOKE

evpfjuata. H avapioa, avEnuévn taydmmro kabilnong epvbpodv apoceapiov, to

avénuéva nrotika évivua kot to ocvvopopo Stauffer amotehovv tvyoiol mopdyovTeg

EVIOTICUOD TOVL. XVVNOMC TO LVITEPVEPP®UO EVTOTILETAL TVYOIOL LE VITEPNXOYPAPNLO

aEoViKT Topoypagic. 1o VIEPTXOYPAPN LA TapaTnpeital pia cupmayng pdlo pe KOOTES

Kol TOAAEG QOPEG TNV TTOPOVGIO VEKPOTIKMVY 1] Kol OLLOppaytkadv meploydv. H axpifeia

NG amMEKOVIOTIKNG LeBdO0v avtng etavel ota 98%. (Ilevtlovpng Avopéag 2018)

* Ogpaneio: XV TEPITTOON EVIOMIGUOV TNG VOOOL GTNV TEPLOYN ®G UECO Bepameiog
ypnowonoteiton - plikny veppektoun. H pilun veppektoun meprhopfaver v
aQOiPEST) TOV VEQPPOL, LE TO €YYVS TUNLO TOL OVPNTHPA , TO TEPVEPPIKO MITOG Ko Tol
emwveepidto Kot Teplpepelakos adéves. Aoy dev elvar amapaitnn n agaipeon twv
eMvePPOimV edv 0ev VIAPYOLVV GTOLYElD TOL VO LOPTLPOVY dONGCN TOV GYKOL GE
avtd. H Aeppadevektopr] amouteitor pOVO Y OQOIPEST) TOV OOYKOUEVOV N

nwpocPePAnuévov Aeppeadévoy. Kabiepopévn texvikn amotelel 1 LEPIKT] VEQPEKTOUN
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Kotd TV omoia agaipobvtal 6YKol G HOVIPN VEQPO OTTMC emiong Kot GYKOVG YOUNA0D

otadiov T1.

3.3.3. KAKOHGOH NEOITAAXMATA

Me 10V 0po kaKONON VEOTAAGLOTO TOL VEQPPOD TEPLYPAPOVLE L0, ETEPOYEV] OLAdL
Kokon 0oV emONAOKOV VEOTAAGHATOV TOV EMONAIOV pE popPoroyia Tov Tpooceyyilel v
LOPQOAOYICL TOV 0OEVOKOPKIVMOUOTOG KOL TOV OVOTTUGGOVTIOL OO TO. KOTTAPO TMV €YYVG

ECTEPAUEVOV COANVAPI®V.
O KupLdTEPEG LOPPEG VEPPOKLTTOPLKOD KapKivov givar ot €1g :

o Asopvooopkopa: Artotelel £idog kalonBovg dykov mov mpoépyeton amd Asio poikd
kottopa. EpeaviCovral cuovnBmg otny veppikn kdya 1 6tov A00 Tov veppmv. Opmg
UTOPEL VO ELPOVICTOVY KOl GE TEPLOYEG OMMG 1) VEQPIKN KAWo 1 1 VEQPIKT QAR
Eivon ota0epn cvumayng arroioon. (Ilevilovpng Avdpéag 2018)

o Awmoocapkopa: To Mmocdpkoua gtvor peydiov peyédovg meptyeypaptévog 0YKog mov
eppaviCetor oty omcBomepitoviakn meployn. To MmoOpkopa TPoépyeTor omd
adlPOPOTOINTO.  HEGEYYLUOTIKG KVTTAPO TNG KAWOG TOL VEPPOL Kol GLYVA
GLUVOOEVETOL amd OO OKANpLVeN NG TepLoyng avtng. lotoloywd evromilovion
opOOTNTEG UE TO AMOGAPKOUO Kot O 7o oLyvdg TOMOG €lvol TO HLEOEIOEG
MITOGAPKOUA. ZNUAVTIKO KAWVIKO G6ToyElov TOL AMITOCOpK®UATOS €ival 1 omovsia
apatovpiog oKOpa Kol 6 Gykoug peydiov peyéfovg. Zmdvia divel HETAOTAGELS Kot M
pullikn veppextoun amoterel Bepaneio tov (o mepintwon mov dev enekteiveTtol €
yerrovikd opyavo BéPara). Edv vrdpyel eméxtaon oe yertovikd opyoava epapuoleTon
Oepamneio yio cvuppikvoon Tov. (Ievilovpng Avopéag 2018)

o AyysomepikTONo: Amotehel omlvio OYKO KOAG TEPLYEYPOUUEVO. EeKivd amd v
VEQPIKY KAy Kot emekteiveTton oty meplopépetd e. H mpoéievon tov Ppicketan ota
TEPIKHTTOPA TNG EE® EMPAVELNG TOV TPLYOEW®V. MO1ALEL IGTOAOYIKA LE TOV OYKO TNG
TOPOCTEIPALATIKY] CLOKEVNG OUMG HETO TN VEQPEKTOUN OTO OLUOYYELOTEPIKVTMOL
TOPOUEVEL TO COUTTOUO TNG VIEPTACTC. AlVEL LETOOTAGELS LECH TNG POTG TOV OHHOTOC

kot Oepameveton pe veppektopn. (Ilevtlodpng Avdpéag 2018)
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o Ivocapkopa: Eivar dykog mpoepyOuevog and v veppikn kdyo Kot eEgMoceTol e
taybtatovg  pvBuovs. Ilopovowdler  avBektikoOnTtas oV axTvoPoAic. Kot
ynueobepaneio. AvocolcToynuikd potdlel HE TO  VEQPPOKLTTOPIKO  KOPKIVOLQ
COPKOLATOE0VS d10POPOTOINCNG.

¢ Ooteoocapkopa: To 06TEOGAPKMOUO OTOTELEL GTAVIO VEOTAACO TOV VEQPPOL KOOMDG
uovo 5 mepumtooelg Exovv avoapepbel péypt onuepa. O cLYKEKPIUEVOS GYKO €VKOAN
dtvel petaotdoelg kot epgoavilel vrotpomés. Agv etvarl yvmotog o TOmog dOnpovpyiog
TOV TTOPATAVED OYKOL. MTopel va TpooPaiet dtopa nAtkiog ,<40 et@v, e {60 TOGOGTA
pocPordv o€ yuvaikeg Kot avopes. Eivol acuuntopotikdg 0yKog Kot dloyvaoKETo
otav ot dykot tov givar otadiov T3 1 T4. Onwg avapépbnke kot mapondve divet
€0KOAL LETOCTAGELG 1010UTEPA GTOVG TVEVUOVEC. ATO IGTOAOYIKY| GOy T KOTTOPO.
TOV 0GTEOGOPKMUATOG EIVOL TOADTUPNVO KO OTPOKTOEWY] , YiyavTioiov peyébovg mov
Topayovy veOomAOGUATIKE 00te0edn] Kou o0otd. H Oepameia tov meprlapPdvet
oLVOLOCHO  ynueloBepaneiag, oktvobBepameiog Kol XEWPOVPYIKNG  eMEUPOOTC.

(ITevtlobpng Avdpéag 2018)

o AdevokapKivopo veppov :(0ykolr Grawitz, veppokvttopikod Kapkivopo 1 Kapkivog
TOL VEQPOL).

¢ AuvyokvTTtopikd Kopkivope: To dovyokvttopwkd Kopkivopo oamoteieitor omd
KOPKIVIKA KOTTAPO. OV £XOLV OWYEG M IWGIVOPIMKO KLTTOPOTAOGHO, , TO OToid
evtomilovtal 610 €0MTEPIKO €VOC dKTOOL ayyeimv. Xto 25% TV mEPMTOGE®MV
EMKPATEL VEKPWON O OPIGUEVEG TEPLOYES OMMG EMIONG KOl KVLOTIKY EKQUMOT. Xg
LOKPOGKOTIKO €minedo 0 GyKog eitvan cvumayng kitpvog kot pe moAlovg Aofove. To
YOPOKINPIOTIKO TOV oToyeio Obyvoong elvar évog peydAog aplBudc TpLyoelddv
ayYElOV LE AETTAE TOTYDOUOTO TOV EVTOTILETOL GE OAN TNV TTEPLOYT TOV GYKOL OKOLLOL KOl
OTIG HETAOTOTIKEG TOL €otiec. Ta kVTTAPA TOL OLVYOKLTTOPIKOD KOPKIVMUATOC
otoyilovioan oe (MVEG OTO YMOPO, XOPOKTNPIOTIKO 7TOL TO KOAVEL OOKPITA OO TO
YPOLOPOPOo Kapkivopo 6mov To KUTTOPA £ivVOl OVAUEIKTO Kol Otvouv TNV VIVTMOON
LOGOiKOD.

e Negpofractopa: (6ykoc tov Wilm’s). Eidog kakonBovg dykov mov mopovstaleTol
Kot TV Todwkn nAkio. Amotelel 10 20-25% TV TEPITTOCEOY OA®V TOV KAKONOmV
veomlaopatwv. Koplo yapakmmplotikd €ivor 1 TOAVESTIOKOTNTA LUE COUTTMOUOTO TV

alotovpion Kol LVIEPTAOTN , OLVEMED TNG OVENUEVNG TOpOy®YNg pevvivig. Xe
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LOKPOCKOTIKG emimedo mopatnpeitor 0Tt 0 dykog epeavifel yevdokayo Kot givol
povipng, ne Papog mov mokidiet. (Ilevtlodpng Avdpéag 2018)

o ONrodes kapkivopo veppov: (PRCC). Anotelel to 10-15% 1oV veppokvTtapikdV
KOPKIVOUATOV. X& HKPOOKOTIKO EMIMESO OamoTeAEiTOl amd OMADIN HOPPOLOYIKMG
KOTTOPO LE OPYLTEKTOVIKT] COANVOELDT avATTLEN. Ol GOANVES 0VTOL ATOTEAOVVTOL OO
Oniég ot omoieg divouv v aicOnon ovumayodg otov OyKo. ApPKETE cuvyvA
GLVOVTOVTOL TEPLOYES OUUOPPUYIKEG, VEKPWOTIKEG TEPLOYEG 1 MEPLOYES LE  KLOTIKN

exQOMon.

3.4.AITIONAGOI'ENEIA TOY K.N

Ta aitia ToL KOPKIVOL TOV VEQPOD €lval TOTKIALL OUMOC KOVEVAS TAPAYOVTAG OEV €)EL
axopa emonuaviel. EEaipeon BéPara amoterel to kdmviopo dmov ot kamviotég Ppédnke
OTL JTPEYOLV TOV OIMAGCIO KOl TOPATAV® KIVOLVO Yo avATTUEN AOEVOKOPKIVAOLATOG

tov veppoV. (ABavaciog Pryyag 2019)
Yvvoyilovtog ta aitia Tov Kapkivov Tov ve@pov givor To ENG -

Kanviepa: [Tocootd peyarvtepo and 10 30% TV TEPMTOGE®V TOL TAPOLGLALOVV
VEQPOKLTTAPIKO KOpKivo opeiletar oto kanviopa. (La Vecchia C et al. 1990) BéBota
oLYVOTNTO KOTVIGUATOG AAL KO 1| TOGOTNTA TOLYApwV €MNpedlel TO TOGOGTO AVTO.
[MTapoéro mov pe TNV SLOKOM TOL KOTVICUOTOC Tapoatnpeital peimon Tov T0G0GTOD
EUOAVIONG KOPKivOu TOL vePpol Bo mpémel vo meEPAGOLY KATOWL YPOVIO, DOOTE TO
TOGOGTO OVTO VAL PTACEL OTA EMIMEDD EVOS LN KOTTVICTY.

Awrpooni-llayvoapkioa: H xotavaroon kaeé, (dyopng Ko yéioktog oyetileTor pe
aHENGT TOL TOGOGTOV EUPAVIONG KOPKIVOL TV VEQPOV. AKOUN G& TayOGOPKO GTOLLO
10 TOG0GTO aVTO awEdvetal eniong KaODS N AVIGOPPOTID. OPUOVAV TOV OTOU®Y CVTOV
ELVOEL TNV ELEAVIOT| TOV KAPKIVOL OVTOV.

"Ex0¢on og kapkivoyoves oveieg ko vikd: To pérorio kdopo, opyovikoi doaAdTEG
Om®G T0 TPYAPOAUBVAEVIO OALL KOt KATOl0 TAPOGITOKTOVA auEAVOLV TV TifavotnTa
EUGAVIONG KOPKIVOL TOV VEQEPOV. ZTNV TOPATAVE KOTYOpio. viKOLV To GTOLO TOV
oYOAOVVTOL ETOYYEAUATIKG LE TNV KOTEPYATTO OEPUATMV, DTOINUATOV OAAGL Kot GTOpO
OV €PYOVIOL OE EMOPN HE TeTperdikd mpoidvta. Emumdéov, m un oteposdng
AVTIPAEYLOVDONG ovsia @atvuketiv (TAéov €xel amocvpbel) oyetiotnke pe avénuévo
Kivduvo avamntuéng veppokvTTapikol Kapkivov.

Owkoyevelokd 1otopkd: 'Eyxovv yiver apketég upeAéteg yw v oLVOECT TOV

OLKOYEVELNKOD 10TOPIKOD Kot TNV mhovoTNTo €UPdviong kapkivov tov veppov. H
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Vi.

évoeldn vmopéng yevetikov mapdyovta otnpiydnke ota evprjuata , to 1975 , dmov
EVTOTIOTNKE HETAOESN YPOUOCOUIKOD VAIKOV peTa&d Tov 3% kot 8% ¥pmUocOUATOS
TV 0oBevav pe kapkivo Tov veppov (Cohen AJ. et al. 1979)

Yréptaon. Apxetég peléteg &yovv Ocifel v ovoyéTion ovAUEcH GE avEnuévn
apTnNpLoKn Ttieomn kot adENon Tov TOGOGTOV EUPAVIGTS TOL KAPKIVOL TOL VEQPOD.
Xpovior veppukoi vocor ki apokdBapon: H vocog Hippel-Lindau (ogeiheton o€
YEVETIKN] OVOUOAMA) , 1 TOAVKVLOTIKY] VEPPIKY] VOGO Kol Ol TeTAA0Eelg veppol. To
KOplo aito Oovdtov tov acbevov pe voco Hippler-Lindau sivon veppokvttapiko
Kopkivopa kobog kAnpovopeitol pe ovTocOMKO emkpatovvia TOmo. Télog 1

apokaBapon aw&dvel Tnv mBovoOTNTa ERPAVIONS KAPKIVOL TV VEPPDOV.

3.5.XTAAIOIIOIHXH TOY K.N
H vocog avt otadionoteiton otig €€ng katnyopieg (UICC 2009 TNM system) pe cikomd

oYL LOVO TNV TPOYVAOGT] OAAL KO TNV EKTIUNON TOV amotelecpdtmv g Oeponeiog :

X [Tpwtomabeic Oykog mov dev pmopel vo ektiundel yloti dev vadpyovv

dwbéopa otoryeia.

TO Oyt S100éo110 AmodEIKTIKA oTOtYELR Y10 VTTAPEN TPOTOYEVOVS OYKOV.

Tl oykog peyéBouvg <7cm, mepropiletar oty mEPLOYY| TOV VEPPOV

Tla 0yKo¢ peyéboug <4 cm

Tlb oyxog peyéBovg 4-7cm ko mepropileton oto veEpo.

T2 oykog peyéBovg 7-10cm, mepropiletor oty meployn Tov veppov. Eyxet

ELGYOPNGEL OTO TEPVEPPIKO Ao aALA dev €xel Eemepdoel TNV TepLToveia

tov Gerota.
T2a oykog peyéboug 7-10cm, mepropiletan oto veppd
T2b Oykog peyébovg >10cm, nepropiletar 6to veppo.

T3

O 0yKOG €xel €10(®PNOEL OTO TEPWVEPPIKO Almog, €xel mePAGEL TNV
neprrovia tov Gerota, AL €xel EIGPAALEL OTN VEQPIKTN KOl KAT® KOIAN

QAL KO GTOVG ETLYDPLOVG AOEVEC.

T3a

O oyKog &xer e€omlmbel 010 emvePpidlo N 610 MO 16T GALL Ol

népa, amd v meplotovia tov Gerota mov mEPPAAAEL TO VEQPPO KOl TOV
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MmO 16T

T3b O oykocg &yel e€amhmwbel otn veppikn | Kato koidn eAEPa evtog PEPara
g Koiog (KAtw amd to Sdepaypa).
T3c O oykog €xet e€amhmwbel otV KaT® KOIAN EAEPA TAV® ad TO SLAPPOyLLOL

(evtdg Tov Bopaka)

MMivaxag 1 : Xtadtomoinon tov kapkivov Tov veppov kotd UICC 2009 TNM system

Avaroya pe TNV KATAoTooN TOV AePPadévev TG mteploxng (N-teployucol Aeppadéveq)

&yovpe ta NG oTAd

NX Ag pmopet va ektiunBel kdamown maboroywkn Koatdotoom
OTOVG 0OEVEG NG TEPLOYNS KobMG Oev vmdpyovv dSwbéciua
otoyyeio

NO Agv  éxer yiver xopio  HETAGTAOT GTOVLG  YELTOVIKOV
AELPOOEVEC

N1 "Exet yivel petdotaon o évav meployikd Aep@adiva

N2 ‘Exet yiver petdotaon og meplocdteEPOLg amd Evav TEPLOYIKO

Aepoadéva

IMivaxag 2 : Xtodomoinorn tov kKapkivov Tov veepol oviloya pe v moboroyikn

Kkatdotoon Tov Aeppadévov (Kaiktoag Apng 2016)

Avdroya pe TO av €xel YiVEL LETAGTAOT GE LOKPLVY TEPLOYT TOV AVOPAOTIVOL GCAOUOTOG

N Oyt dakpivetan otig e&Ng Kot yopies :

MX

Agv vrdpyovv dabécipua otoryeia v vo exktiunOet Ta av €xet
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Yivel Lokpvr| petdotoon

MO Kopio pokpwvn petdotoaon dev €xel evromiotel

M1 ‘Exer evtomotel pokpivny peETdOTAON MY, OTO OCTH, GTOV

EYKEPAAO, GTOVG TVEDUOVEG

IMivaxkag 3 : Ztadomoinon Tov Kapkivov Tov VeEEPoD avdAoyo LE TO av €xel yivel
petdaotaon 1 oyl (KdAtoag Apng 2016)
Ta mapandve otadio avaeépovtol otnv TaboroyiKy KATAoTACT S0QOp®V UEPDY TOV
odpatog o€ Kabe 6TAd10 TOV Kapkivov Tov veppov. (Kaktoag Apng 2016)
2uvovdalovtog Ta Topamave ototyeia Yo Kafe otddio o€ kdbe nEPog mov TposPaiieTon

0 KapKivog , Ta 6Tdd10 TOV Kapkivov Tov ve@pol cuvoyiloviot og eENg :

Ytadwo I O 6ykog mepropiletal otnv mEPLOY TOL VEEPOV. Agv draKpiveTol KATOL0

EMEKTOON G€ AEUPAOEVEG 1] AAL OpYavaL.

2téowo 11 O 6ykog €xel dmBNoel 610 vePpkd Amog 1 6T0 Amog mov mepaiietl TO
enwveppidolo (mov Ppiloketon TAved amd t0 vePpd). Agv VIAPYEL KAmTOL0

EMEKTACT] GTOVG AEUPAOEVEG 1) GE ATOUAKPLGUEV OPYOVAL.

Ytaduwo 11T e ovtd 10 0TAd10 evromilovtat diapopot cuvovacpol otadiewv N kot T.
OMlot or cvvovacpol meptiapupdvovv GyKovg OTOIOLONTOTE GTAOIOV TOL
&xouv eEamAmbel 0TOVG AEPPAOEVEG KOVTIO GTOVG VEPPOUG 1 GE LEYOAES
QAEPeG OV 0dNYOVV 6TV KOPdd amd Ta veppd. Agv meptlapfdvovio

OYKOl GE YEITOVIKA 1] ATOLOKPLGUEVOL OPYOVOL

2tadwo IV Awdpopot cuvovacpol katnyopiodv T,N.M mepilopfdvoviar oe oot v
Katnyopia. Xe avtd 10 6Téo10 cuumEPAapPavovTal YeVIKA KAOe KapKivog
0 OTO10G €Yl KAVEL LETAGTACT] GE YEITOVIKA Opyava. XNV TEPIMTOGT TOL
Kapkivov TOov veppoL 0 Kapkivog eSamAdvetal 6€ £VIEPO 1M KOLMOKA

TOYMOUOTO 1) GE KOO0 TTLO OO LOKPVGUEVO, OPYOVOL.

IMivaxag 4 : 10010m0iNoN TOL KOPKIVOL TOV VEPPOV e BACT TNV LOPPOAOYiD TOV
OYKOV, TNV KOTAGTOON TOV AEUPAdEVOV Kot To av £xel kavel petdotaon (KdAtoog

Apng 2016)
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3.6.KAINIKH EIKONA

Ady® ™ TOKIMOG T®V CUUMTOUATOV OAAL KOl TOV YEYOVOTOg OTL Ogv euavilet
TPOUO COUTTOUOTA O KOPKIVOG TOL VEQPOD S10yVMGKETOL EVKOAN Kot dEV Elval capns 1
KAk tov ewcova. To 25-40% tov teputtdoeny evromiletal amd Tuyaia d1dyvmon HEcw
VILEPNYOYPOPNUATOC 1 aovikn Topoypapiog. Tig meplocdTeEPEC POPES O VEPPOKLTTAPIKOG
KOPKIVOC SLOMIGTMOVETAL OO TLYOLO AMEIKOVIOTIKO €AEYY0. MOVOo éva Likpd TOGOGTO NG
té&emg Tov 30% eppavilel cvunTORATO TOL 0PEIAOVTOL TNV UETAGTOCT TOV OYKOL OE
GAL0 pEPM Yoo TOPAdEYUA SVGTVOLM, P0G OE UETACTOOT GTOVG TVEVHOVEG ,00TIKOG
TOVOC G€ PETACTOCT OTO 0GTA KOl VELPOAOYIKG TPOPANLOTA GE TEPITTWON UETACTUCNG
otov gyképaro. Ta copntodpato Tov dyKov Tov £l KAVEL LETAGTAGEL SLOPOPOTOLOVVTOL
avdAoyo pe TO0 Opyovo 6To Omoio €yl KAveEL PLETAGTACT. MOVO éva moGooTd TG Tééng
10% epopavifel o KAaookd Yoo TNV VOGO TOL KOPKivov cupmtdpate , To oroio givotl o
ovog, opotovpia kKot yniaent pdla. Opmg Adym g avatopikng 0éong tov veppol
Uovo o€ TEPIMTOON EMEKTACNG TOL GYKOV €KTOC TNG TEPLOYNG TOL VEPPOL gupavifovtal
GUUTTOUATO TOVOL OMG €MIGNG UTOPOVV VO ELPAVIGTOVV GTOL OVpa OYKOl M aipa ota
ovpa. (Ovton Afquntpa 2016)

e YEVIKEC YPOUUES LEPIKA OO TOL GUUTTOUATO TO, OTToiol EIvort VTTOTTTA Y10, TV VOGO TOL
Kapkivov Tov ve@povy gival To aipa 6ToL 0VPa, ELEAVICT] OYKOL KOVOD Vo YNAOPLOTEL,
anmAgln Bépovg yopic mpoeavn aitio dnwg Kol ammAeln OpeENg Kot TOVOG otV péon M
otV 06QLikN teproyn. (Ovton Afuntpa 2016).

Ta mopandve copntopote epeaviCovral oto 10% tov nepumrtdcewv. Mepikd axopa
CLUTTOUATO, EIVOL O AYVOGTNG OLTIOAOYIOG TUPETOS KOt 1 KIPGOKNAN GTOoVG Gvopeg (o€
1060010 2%) oty de€1d mAevpd (mov mpokaAeitor AdY® TG amdPpaing g 0e&ldg £ow
oneppatikig OAERag amd v palo mov katoAapPdver v mEPLOXN TG KAT® KOIANG
OoAEPag). TELOC vIapyEL Kol M Katnyopio TOV TOPOVEOTAUGUATIKOV CUUTTOUATOV TOV
eppavitoviat (og m06ootd 10-40%) 0TOV EMNPEAGTEL 1] OLOAOTNTO LEPIKDOV AELTOVPYUDV
oV veepoV. Ta TOPAVEOTAACUATIKA CUUTTOUOTE TPOKAAOVVIOL OO TNV TOPAY®YN
OPHLOVAV OO TO KAPKIVIKG KOTTAPO 1| AOY® OVOGOAOYIKNG OTAVINGTG TOL OPYOUVIGLOV
anévavtt otov oyko (Sufrin G. Et al. 1989). Mepikd mapaveonlacuaTiKd GUUTTOUOTO,
elvan ta €€NG -

o Ynéptaon: H vnéptaon pmopel va opeileton gite oty mapaywyn pevvivig amd to

KopKvikd KOttopo €ite otnv mieon veppwkng apmpiog amd Tov OyKo gite amd
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apTNpLoPAePmon enkovovia. Epepavifetor e mocootd 40% tov acbevav. (Sufrin G.
Etal. 1989)

e [Molvkvtrapapio: Oesihetor oV VIEPUETPN EKTPOTN TOPAY®YN £pvOpomTOINTivig
oo TO KOPKIVIKA KOTTOPO (TOPaVEOTAAGLATIKY £pvBpokvTTapwon). Eppaviletol og
1060670 3-10% tov acbevav. (Sufrin G. Et al. 1989)

e Ymoylvkapia: [Tpoxoieital amd mopoymyq WGOUAVNG amd To KAPKIVIKG KOTTOPOL.

e Xvvdpopo Cushing: ITpokaAeitar Aoyw éktomng mapaywyn ACTH

o YrepaoPeorapio: IIpoxkoieitar Aoyw mopoymyns mopabvupoeld®dv oppuovav and to
KOPKWVIKG KOTtapa oe mocootd 3-13%. (Kemp B.E et al 1987) H vrepaocfeotaipio
pumopel var ONAMVEL PETAGTACELS TOV OYKOV OGTO 00TE OMMG emiong kot amdPPoén
VEQPPIKNG aptnplog amd Tov OYKo.

e DNuvakopaortio: aunvopola , pel@pEVN 6eE0VOAIKN embBupio 0ALG Kol TPLYOTTOON.

e Yvvdpopo Stauffer: IMeprypagnke amod tov Stauffer to 1961. Eppavileton 6€ 1060610
3-20% tov acBevov. Exdnidvetor pe advvapio, andieo BApovg, mupetod, Katafoin.
AkOpo 0¢ COUTTOUE TOV EVTOTILETOL KOL 1] dlOTOPAY] WV AETOVPYIDV TOL NTOTOC.
(aénon ALP, y-GT, BIL, mapdtacn ypdévov tpobpoufivng (ot tpaveapviceg pévoovv
avemnpéaoteg) Kot peimon Agvkopdtov. (Kditoag Apng 2016) To cvvépopo Stauffer

OVOGTPEPETAL LE VEQPPEKTOU).

3.7.ATAI'NQXH

O kapkivog Tov veQpoy TOPAUEVEL AGVUTTOUATIKOG Y10 OPKETO KAPO amd TN GTUyUn
EUQAVIONG TOV. ZTIG TEPICCOTEPEG MEPMTMOELS EVIOTILETAL OO LIEPNYO TOv GLVHOWG
€ytve YU GAAo aitia M He akTvoypagio ™G Kowiag, otnv omoio Ba sivor gpeavig m
OTOONTTOTE TOPAUOPPOGCT) GTO VEQPIKO TEPiypappo OT®MG Kot 1 ENAGPECTOON OF

1060010 10%. (Obton Anuntpa 2016)

EminAéov o xopkivog tov veppolh pmopel va eVTOMIGTEL KOl UE TNV EQOPUOYN TNG
pebdoov evoopAéPrag muehoypapiag. TIpdkertan ylo pior axtivoroyky| eE€taon Katd v
omoia otov acBevn yopnyeitot EVOOPAEPLO oKIAYPOEIKO. TN GLUVEXEW O aGOeEVg
TEPVAEL A0 PUNYAVNLOL TTOV GKOVAPEL TO GAOUO TOV HE TNV ¥PNON OKTVOV X KOl TO
opyava amewkoviCovtal mve og éva €100 @IAp. Katd v @dacn tov veppoypaupatog
evtomileTal TopapdpP®ON TOV VEPPIKOD TTEPYPAULOTOS EVO GTNV (AcT NG Proyia pe
Beddvo mapatnpeitor am®ONoM, OKPOTNPOUOS Kol EUEVTELCY] TOV  KOUPKIVIKOV

KLTTAP®V 6TOVG 16T0VC. (OVTon Anuntpa 2016)
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H npdt evépyeta mov yivetat yuo tnv dudyvwon tov givol o acBevig va voPAnbei o
vIEPNY0. Méow Tov VIEPNYOV eviomileTon 1 KOKONOEW KOl GTNV GUVEXEWL O 0GOEVNC
vroPBaileTon o€ afovikn topoypoaeio . Me v ypnon Tov mopamdve 000 pnefddwv 1 Kot
HE TNV HOYVNTIKN TOUOYPOPiO TO 10TPIKO KOl VOOIAEVTIKO TPOCOMIKO elval Kavd va
Kaver akpiPn ddyvmon oAl Kot Vo EVTOTIGTOVV TO XOPOUKTNPIOTIKA ToV dyKov. Me v
CUUTANPOUOTIKY XPNOT  HOYVNTIKNG TOHOYPOQIOG €YOVUE TNV OKPIPN OTEKOVIOTIKN
amdd00N TOV OYKWOV TOV VEQPPOL DOGTE VO WTOPEGOLY Va. 6Tad10moIn0obv Kot Wiaitepa o
TEPUITAOGELS OOV £YEL TPOYWPNOEL GE peyaha ayyeia. O GuVIVACUOS VITEPNXWOV, OEOVIKTG
KOL HOyVNTIKNAG €ivol 1Kavog vor ODGEL TNV OPLOTIKY OTAVTNOY GYETIKA pe v Ymapén
Kapkivov tov veepol kot T popeoAoyio tov. ‘Etor Aowmdv m Proyio S Pehdvng
ypNoonoteitar oxeddV omdvia OTMG Kot SLAPOPOL JAYVOCTIKOL OEIKTEC Ol 0moiol dev

amodidovv Giyovpa dayveotikd anoteréspota. (Ovton Afuntpa 2016)

Zuvoyilovtog ot SlyVOoTIKEG EEETACELS TOV UTOPOVY VO ODCOVV GTOLYEIN CYETIKA LE

v Omapén kapkivov Tov veppov givar ot e€ng (OvTon Anuntpa 2016) :

> HKT

Edkég kot pn €101kéc eE€TA0ELS apLoTog
ATEIKOVIOTIKEG TEYVIKEG

A&ovikéc Topoypopieg
Ynepnyoypaenuo

Epyaotmplaxdc kot mopakAvikog EAEYY0G

YV V VYV V V

3.8.ATA®OPIKH AIAI'NQXH

H d1bdyvoon tov veppokvttapikolh KapKIvOUATOS Eitvar avtovontr étav TapovctdleTon
plo veppikn pdlo N petactotikés eotieg. H dapopikn o1dyvawon tov vEQPOKLTTOPIKOV
KapKIvOUaTog yivetar and dAlec ndleg mov evromilovtal 6Ta vePpd ot omoieg glvan otV
mieloynoia toug aniég kooteg. (Ovton Afuntpa 2016) H didyvoon tov anidv KOGTEDV
yivetar cuvnBmg pe évav amAd vIEpno Kot 0gv ypNiovy TEPUITEP® dlepedvnonc. Av m
aovikn topoypaeio deiEel ovumayég paleg <7cm eivar KaAon0elg oe T060oTd TEPIMTOL
20% evod av ot copmoayeig paleg etvar >7cm cvvnBwg eivor kaxkonBelg. H dapopikn
duyvoon emiong meptAapPavel 10 VeQPKO oyelopvoAinmpo (to omoio oe agovikn
topoypagia £xel ida mabyvovoukn ikova), o veepikd Aéupoua (Hodgkin 1 ox) , ta
VEQPPIKA omooThHOTe  (OTO GLUTTOMOTO  Teplapupdvovior o&0G mOvVoG, TLPETOC,
AEVKOKVLTTAPMOT, TUMOES EPLEYOLEVO) , OLPOONALOKO KAPKIVOUO VEQPIKNG TLEAOL Kot
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KOAOK@V (00 CLUUTTOROTE  TEPAAUPAvVOVTOL oipatovpia) , TO KOpKivopo Tov
EMVEPPLOIMV KOl LETOOTOTIKOVG OYKOLG amd AL Opyava (KUPImE HOGTO KoL TVEDLOVEG).
YHETIKA e TO OLOLYKLTTAPIKO KOPKIVOUO KOU TO OYKOKOLTTOMO, YPNOLUOTOlEITOL M
otoynuikny néBodog koAAoegdovg odnpov tov Hale yio v dapopikn didyvwon ne.
Kotd v pébodo ot 10 TpOTOTAACHIE TOV KOPKIVIKGOV KOTTAP®V amokTd &va Kuavo

ypopa. (Kovtookmotag Evdyyelog 2017).

3.9.1IPOAHYH

H mpdéAnyn givar dlaitepo oNUOVTIKN Y10 TOV KOPKIVO TOV VEQPOD KoL YEVIKOTEPQ Y10
oAV TV OV Kapkivoug. Exet Bpebel mmg ot kamviotég Exovv vymAdtepeg TOavOTNTEG
EUPAVIONG KOPKIVOL TOVL vEPPOL (OTMG Kol OA®V TOV €0MV KAPKIVOVS) GLUVETADS M
dwkonn tov Komvicpatog amotelel évo onpavtikd pétpo mpoAnymng. Omwg kot To
Kamviopo €16t Kot 1) €kBeon o€ VAKE OT®G TO KASH0, apiovtog kot LOAVPSog umopel va
odnynoel oe avénon TV TOAVOTATOV EUEAVIONS KOPKIVOL TOV VEQPPOL GULVETMOG M
QTOPLYY] TOVG Kot AyYN HETPOV TPOGTAGING amévavTl 6€ avutd cuvictatat. EmurAéov, to
vrepPoikd copotikd Aimog awéavel v mOavOTTA ELPAVIONG KAPKIVOL TV VEPP®V.
(Moapivog Towtdg 2013) edikd ot yovaikes. Opmg ot avdpeg &xovv vynAdTepeg
TOavVOTNTEG EPPAVIONG TNG VOCOL OVTNG GE GYECN UE TIS Yuvaikes. I avtd tov Adyo n
OlTpoP] € CLVOLAGCHO HE EMOPKN (OCKNGCN OTOTEAOVV OCNUOVIIKOVS TOPBEYOVTEG
npoAnyne. EmmAéov dtopo mov macyovv amd ypovieg mobncelg tov vePpov (Omwg
VEQPIKY| AVETAPKELR), ATOLO TOV VIOPAAAOVTOL GE OpLokABapoN KO GTOLO TOV TAGYOVY
amd PN Ko vIEEPTaoN £XovV aLENUEVES TOUVOTNTEG EULPAVIONG TOV KOPKIVOL TOV
VEQPPOV. XVVENMOC dtopa mov Ppiockovial 6TIC TOPATAvVe Katnyopieg vynAoh KivoHvou
KaAO gtvar va dtatnpovv Evav vylewd Tpomo (g Omwg Kot vo, vTofaAlovTal GuYVE G

eEetdoelc.

4.ITPOI'NQXH

o mv wpdyvoon tov kapkivov TOV veppov (OTwg Kol Yy TNV TPOYVEOGCT TOV
Kapkivov yevikotepa) Exel mpotabel n ¥pMon KATOIWV KOPKIVIKAOV SEKTMV Ol OO0l MG
eni to mAeioToV eivan popeoroyukoi. (Akpipoc Imavvng 2018) Me tnv évvola KopKIvViKOG
Oelktng evvoeiton omoladnmote ovcio pmopel vo ypnowomombel Ko vo dDGCEL

TANPoQopieg oxeTikd pe TNV mopovcio N e£EMEN evog Oykov. Ot kapkivikol Oeikteg
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umopet va givat dtdpopeg opuoves, Evivpo 1 oviyova 6ykov katd KHplo Adyo OpmG eivat
ownbog mpwteiveg cuvdedueveg pe pio kakondewa. (Znong N. Kovrovivag 2014) Ot
ovvNBEGTEPOL TPOYVOGTIKOL OElKTEG £V 1) 6TAO10TOINGT TOV OYKOL, 16TOAOYIKOS Pabuog
kaxonBelag (grade) , n cvvomapén CIS, péyebog kot moAAATAGTNTO OYKOL OTMG KoL M

GLYVOTNTO MV VTOTPOTMOV TOVL.

H otadiomoinon tov dykov elvar i6m¢ 0 ONUOVTIKOTEPOS TPOYVOOTIKOG OEIKTNG.
Avaroya pe v T katnyopia tov (T1,TO kAm.) Katnyopromoteitan kot 0 dykog aAAd Kot
TNV KOTAGTOON TOV ASUPAdEVOV akoAovBeital ko 1| KOTAAANAN Bepaneia Tov acBevoie

aALG Ko yiveTon evKoAdTEPT M TapaKorlovONoN TG mopeiag eEEMENG Tov dyKov.

H xomnyoplonoinon tov kuttdpwv o katnyopieg Grade avaloyo pe tqv TupNVIKI
TOVG OTLTIO , OPYLTEKTOVIKY TOVG OtdTaén kot Pabud kokondelog ypnoiponoteitor cov
TPOYVOCTIKOG OEIKTNG Yot TNV TPAOUN SIYVEOGCT LETAGTAGEDV KOl TOV VITOAOYIGHO TOV

10606700 emPimong. AvEavopevov kot tov Pabupod grade av&davovior Kot to T0G00TA

HLETAGTAOTC.

Grade | Mwpo¥ peyébovg, otpoyyvlol mupnveg, omovcio 1 GCT|LOVTOL
TLUPNVIOL KO JUTMGELG

Grade 11 Metpiov peyéBovg mupnves, OvVOUOAN TOPNVIKY HeUPpavn,
LKpd TupnVIaL, ELAYIOTES IMTACELG

Grade I11 Meydrov peyéBovg moupnveg, TOAD  OVOUOAN  TUPMVIKN
peuppdvn, peydio mopnvia, dehoveg LITOGELS

Grade IV Alav eopeyébelg, mapdadosotr moAvAOPOl TLPNVES, TOADLOPPQ
TLPNVIQ TUKVEG KNAOES YpOUATIVIG KO ATUTTES LUTAOCEL,.

IMivaxog 5 : Kotataén Tov 0yKeV 6 Kotnyopieg grade avaAoya pe TV TUPNVIKT TOVG

atumia. (Kaitooag Apng 2016)

‘Evag axopa mpoyvemotikdg delkTng TOv ¥PNCLUOTOLEITOL Y10, TOV KOPKIVO TOL VEPPOL
elvar 10 Kotd OG0 0 Gykog €xel dmbMoet ayysio ko Aeppayyeia. Emiong n mopovcia
VEKPAOGE®V €VIOC TOL OyKOL &ivor 1dwitepn TPOYVOOTIKNG onuaciog kabde Kot To

10600TO OV Kataapupdavel n vékpwon. (Kovtookmotag Evdyyeiog 2017)
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Téhog VILaPYOLV Kot AAAOL TPOYVAOGTIKOL OEIKTES Y10 TO KOPKIVO TOL VEQPOV TTOL dgV

€YOUV VL KAVOLV HOVO LE TNV HOPPOAOYiD TOV OYKOL KOl TOV KLTTAP®V Tov. Ot TIuég

gpvOpomomtivng KoL QePPLTivG HITOpovV av YPNOIUOTomBovy Yoo TN Sdyvmon Tov

KopKivov Tov veEEPOL (N Aertovpyio TOV VEPPOV €lval QUEGO GULVOEOEUEVT] LE TNV

dwdikooio tng epuBpomoinong). H yoroktikn devdpoyevaon (LDH) givar éva évlopo mov

KOTOADEL TNV UETATPOTNY] TOV YOAOKTIKOV 0EEOC TTPOG TUPOGTAPLAIKO 08D (mopaymyn

EVEPYELONG OTO KVLTTAPO). AToTELEL YEVIKO delKTN OV £)EL OYEOT UE TNV PapdTNTO IGTIKNG

BAGPN, pe avénuévec g TIEG Vo ONA®VOLY 1oTIKY PAGRT OTtmg emiong Kot g KaBe TOTO

KopKivov va gpeavifetal avénon mg. Avénuéveg Tyég mpmteivng CA 15-3 (mov amotedel

KOPKIVIKO avtlyovo) spoavifovtolr oe moAAG KoakonOn veomAdopato OTMC KOl TO

veppokvTTapiko Kapkivoua. (Zrong N. Kovtovivag 2014)

Avartopikot [otoroywkol KAwvikot Mopraxoti
MéyeBoc 6yKov Katdraén katd | [evikn katdotoon | KapB. Avodpdon IX
Furhman (CalX)
AmBOnon eAEPag [otoloyucog tonog | Tomkd VEGF, HIF
(d1o0vyoKLTTOPIKO, GUUTTAOUOTOL
omiwdeg I & I,
XPOUOPOPO)
Emwveppidio ZopPKOUOTOEL Kaye&ia Ki67, p53
otoyeio
Agpneadéveg Néxpwoon 0ykov Avapia PTEN
Metaotdoelg Awmonon Ap1Oudc E-cadherin
QOYETEVTIKNG LOIPAG | QUOTTETAAIV
CD44

IMivaxkag 6 : Ilpoyvwotikol mapdyovteg kapkivov veppod (Kov. I'. Ztpoafodnuog

2018)

4.1. OEPAIIEIA
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2 ovyypovn emoyn éva HeyiAo TocooTod Tov TANBLGHOV Ba gueavicel Kapkivo og
Kamwoto dtdotnua tng Cong tov. Opmg Tig Tedevtaieg dekaetieg 1 TPOOOOG TNG EMGTNUNG
G WITPIKNG KOl TNG HOoplakng Proroyiag €xovv odnynoel oe adéNom tov TocosTow
emPioong amd KopKivo yevikdétepa , CUUTEPIAOUPOVOUEVOL Kol TOL KOPKIVOL T®V
veppov. BéPaia 10 mocootd emPimong egoptdror amd mOAAOVS mapdyovieg OT®G M
emtuyio g Bepaneiag, nAikio acBevovg, evAo KAn. H cvuotnpatikny mtapakoiovdnon tov
OYKOL GE GLVOLOGUO LE TNV KOTNYOPLOTOINGT TOL OVOAOYO LE TO YOPUKTNPICTIKA TOV
glvol 160¢ T0 oNUAVTIKOTEPA GTASIO YloL TNV dNUovpyio Tov «oyediov» Bepameiag. 'a
TAPAdEY LA OYKOL TTOL KOTYOplomolovvtal 6to 6tddlo T2 | T3 n pilikn veppektoun oe
cLVOLOCUO pHE cuoTnuatiky ynuewbepaneio eivar icwg n acearéotepn Avorn. Oykot
katnyopiog T4 pmopoldv v aVTIHETOTIGTOVY apYIKA LE GLCTNUATIKY YNueobepaneio (Yo
peimon g palog kot otn cvvéxeln e aktvobepaneia N yeipovpykn enépupaot (avéioyo
BéPara ko v avtidpacn tov dykov otig Oepameieg). (Axkpipoc lodvvng 2018) Xy

TEPIMTMON TOV PETAGTATIKAOV OYK®V 1) XEWPOVPYIKN enépPaom eivot icwg povoédpopoc.

e Oha to otdola TG Bepameiag 0 pOAOS TOL VoonievTth lvar 131aHTEPA ONUOVTIKOG
TOGO YO TNV OVTIHETONION EMUWTAOKOV Kol SAANUATOV Kab  OAn tnv Oldpkeld g
Bepamneiog 660 Kat Yo TV epovtida petd 1o téhoc ¢ Bepoameiog Ko kabodnynon tov
actevoug oe OAN TV dudpketd e. H Bepaneia tov kapkivov Tov veppol dwakpivetal og 2

Katnyopies, TNV XEPOVPYIKT 0AAG KoL TNV cuvtnpnTikt. (Ovton Afuntpa 2016)

H yepovpyun avrypetdmion sivor icmg 1 omoteAeoHoTIKN BEPATEVTIKY AVTILETMOMTION
Y. Tov Kapkivo tov veppov. Ilepihapfdaver pepwkn M wor pulikny veppextoun (oe
TEPMTMGES MOV Ogv  pmopel vao yivel HEPIKN VEQPEKTOUN) 1 dAQaipecn ToOV
TpocPePANUEVOV OpYAVOV CE TEPUITAOGCEIS VEPPIKOL KOPKIiVOL pE TOmIKN OmOnon.
Avdroya pe To 6TAd10 TG VOGOL TPOTEIVETOL KOl SLOUPOPETIKOT TPOTOL OVTILETMTIONG TOV.

(ITevtlovpng Avopéag 2018)

H yewpovpywn} Oegpameia eivor 0 kupldOTeEPOg TPOTOG OVTILETOMIONG TOV KOPKIvOV
vevikotepa. Eivar 1 mododtepn Hopen avTipetdniong Tov kapkivov. Mmopel va yivel
elte yuo e€axpifwon tov 6ykov (av givon kalonOng eite kakonOng) gite yio v agpaipeon
NoN vdpyovtog Oykov gite yia v e&okpifmon eEAMA®MONG TOV KAPKIVIK®OV KVTTAPWOV GE
dAla pépn Tov copatoc. Olot ot 6YKo Be®PoOLVTAL XEPOVPYNGILOL OUMS Ol TEPLOPIGLOL
tifevror amd nv KMvikny €wova Tov 0oBevols, TOo TPOcdOKIo emPioong Kot Tov

YEPOVPYIKO KiVOLVO. LTIC TEPMTMOELS TOL deV Uopel va, aporpedel OAN N EMPAVELD TOV
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OYKOV , aQAPEITOL OGO JVVATMOV PEYOADTEPT] EMPAVELL TOV KOl GT GUVEXELD AAUPAVOLV
ydpa dArov gidovg Oepaneiec Ommwg wy. Aktivobepaneia. (Imdvvng I1. Avactaciov)
& OPKETEG MEPUTTAOOELG M APAIPEST) TOV OYKOV UTOPEL VO 0ONYNOEL GE OAOKANPOTIKN
OVTILETMOMIOT TOL VM AALES POPEG Umopel VoL LITAPEEL PHETAGTAGT TOV OYKOV AOY® TMV
KuTTdpwv mov Tafevovy péoa oto aipo 1 AEREO TPog GAAa péEpM TOL avOpdOTIVOL
oopatoc. H yeipovpywkn Bepomneio mpoteivetanr cuyvd oe acbeveic e povinpn LETAGTAOT),
onAadn aoapeitar o kbplog Oykog Kot M petdotoon. To mocootd emiPimong yia tpia
rpévwo givon 20%. v mepintowon Opmg acbevov pe kopkivo tov veppolh Tov
eueaviouv moALOTALC peTaoTdoelg cuviotatol 1 veppektoun poall pe avocobepameio
®oTe 10 1060010 emPimong va avénbel otovg 6 unvec. H yepovpywcn Bepaneia yopileton
o€ LePIKN Kot OMK™ veppektoun. (Ovton Aquntpo 2016).
> Mepicn veppextopr]. H pepikn| veppextoun| yiveton oe acleveic e evromopuévn
TV vOGO TOL KOPKIVOL TOL VEEPOL Kot TOLTOYXPOVA TNV VIapEn GAA®Y OVPOAOYIKAOV
KOTOGTAGEWDV TOV EMPAPVLVOLY TNV AEITOLPYIL TV VEQEP®OV. MEPIKT| VEQPEKTOUN EMiONG
yiveton kat og dykovg otadiov T1 dnmc K1 6g OYKoLg TEPLOPILOpEVOLG G Opyava <7Cm.
H pepwn veppektoun pmopel vo yivel Kot poumotikd Admopookomikd 1 avowtd. H
AOTOPOCKOTIKY)  VEQPEKTOUN €XEL TO TALOVEKTNUO OTL TapoLGlalel  HKpOTEPT
voonpotta o€ GYEoT He TV avolkt pilikn veppektoun. H pepun veppektoun pumopet
Vo Yivel Kot AamopooKomikd yio dykovg >7¢m. [Mveton emiong kot yioo OYKOLG HKPOUG
Kol TEPIPEPELOKOVS 0T0 vePpoV. H Aamapockomikn péBodog pnepikng veppektoun| pumopet
VO TOPOVGLAGEL AVENUEVES UTEYYEIPLITIKEG EMMAOKEG GE GYEON LE TNV 0vVOIKT HEB0JO.
(ITevtlobpng Avopéag 2018). Znv mepintmon petdotaot Tov GYKovg 6TV KATM KOIAN
eAEPa evdeikvoton 1 Bepameia pe pepikn veppextoun (gite apaipeorn tov OpouPov eite
EKTOUN NG KAT® KOIANG QAEPAG), e mT0oc0oTd emPimong evog étovg oto 75%. Akdua
OTNV TEPIMTOON EUPAVION KOPKIVOL GE HOVIPN VEEPO 1| OTNV TEPITTM®ON TOL O
Kapkivog eivol  ap@otepOmAELpoc (LEPIKN VEQPEKTOUN O©TOV &va veppod, pilikn
VEQPPEKTOUN GTOV GAAO VEQPO GE GLVOLOCUO e YPOVia aptokaBapon). (Ovton Afuntpa
2016)

> H olwkn veppextopr] meptlapupdvel v a@oipesn Tov VEPPOD Kol TOV 10TMOV
TEPLPEPELNKE TOL VeEPOD Tov eugoavilovy Kapkwvikd kOttapa. H olkn veppektoun
YIVETOL GTNV TEPITTMOT EVIOMIGUEVOL KOPKIVOL GTOL VEQPE, GTNV TEPIMTTOOT VEPPLKOV
Kapkivov pe dmOnom Kol 6TV TEPIMTOON HETOCTATIKOD KOPKIVOL. XTnV mMEPITTOON
EVIOTICUEVOD VEPPIKOV KOPKIVOL yivetol agaipeorn tov veppol pe to mepifAnud tov

poli pe Toug AepPadéveg TG mEPLOYNG YOP® Oomd TO VEQPO. TNV TEPITTOGT VEPPLKOD
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Kopkivov pe tomikn omonom yivetar pllikn oa@aipeon Tov veepol kabdg Kol TV
opybvav oto omoia £yel dmONoel o dykog. Thpa oV TEPITTOON TOV UETOCTUTIKMOV
Kapkivov, yivetal agoaipeon tov veepol (edv PéPaia eivar epikt M YEPOVPYIKN
OVTILETOTION GTO GNUEID TOV OYKOV) KOOMDS Kol 0pOIpEST) TOV HETAGTUTIKOD OYKOV €0V
BéPara evromioTet.

Mepikég amd T1g mo cvyypoves nebddovg eyyeipnong eival 1060 M AOTOPOCKOTIKN
enéupoon mov avoaeépOnke tapondve (eréppoon yopic Toun) 6o, n xpron Aéilep apyov
otV 0éom 1oL VVOTEPLOD OMMC KoL 1 XPNON KPLOYXEPOLPYIKNG (EmEUPocn o€ TOAD
YOUNAEG Beppokpacieg) kat padtocvyvintov (enéupaocn oe moAd vynAég Bepprokpacies).
(Obton Anuntpa 2016).

H cvvmpntum Bepaneio pmopel va Aeltovpynoel 6€ TEPIMTOGELS OV dgv KpiveTon
avaykaio M yepovpykn Bepameion 1 vo GLVOVOGTEL TALTOYPOVO LE TNV YELPOVLPYIKY
Oepaneio Yo AP EAAEWYM TOL GYKOV KOl TOV GUUTTOUATOV TOV. Mepkég popéc elvan
tolaimopn v tov aclevi) aALd pmopel va eEacparilel peyarvtepa mocootd emPBimong
Ommg Ko Kahvtepeg cuvinkeg emPimong.

H oxtwolgpancio amotelel mapnyopnrikny Oepameio.  Xpnotipomoteitor  yu
OVOKOVPIOT TOV GCUUTTOUATOV TOV TOVOVL , Vo Teplopioet To péyefog tov paldv 0mme Kot
TIG nalec aAAd Kot v oVTILETOTIGEL TOAVEG HETAGTAGELS GTO KEVIPIKO VELPIKO GVGTNHO
kot ota ootd. (Ilevilovpng Avopéag 2018) H aktivobBepaneio eppaviletoar oe mov dev
umopet va yiver yepovpywkn emnéppaor. Amotedel omotedecpatikny Oepomeio yio vo
TpoANQOel N peTdoTOon TOV GYKOVL GE TEPLOYES KPIGUUES. XTNV TTEPIMTOON UETAGTACEWDV
6T 0GTA 1 TOTIKN oKTvofepameio pmopel va avokoveicel To. copumToOpate oto 2/3 TV
TEPMTOCEMY. LNV TEPIMTOOT UETACTACE®V GTO EYKEQOAO 1 ¥pNon oktvobepomeiog
nepropilet ta eykepaiikd copntopata. (Ilevilovpng Avopéag 2018)

H ympewoBepancio amotedel LovOSpoHo OTIG TEPUTTAOCELS EUPAVIONG UETOCTAGEWDV.
I'evikotepa 10 30-40% tv acBevav pe omOnTkd kapkivo Ba avantdiovy PETAGTACELS
aveCapmtwg pe 10 av vmoPAnbodv oe plikn veppektoun 1M oktwvoobepameio. H
ynueobepaneio mepthappdvel mv xpnon ddpopmv eapuaKmV ta oroio eivol To&kd yio
o Kopkwikd kottapa. H ymuewoBepameio pmopel va meptrapfdver yopniynomn evog
QOPUAKOL OAAG Kol YOPNYNoTm TOAA®V QoapudKkov Tovtdypova (cvvnbog eivor mo
opaotikn). Ilépa amd v mepintowon petactdoewv 1 ynueobepomeio pmopel va
xopnynoel TPOEYYEPMTIKA, TEPIEYYXEPNTIKA KOL UETEYYELPNTIKA. [Ipoyvootikol
TOPAYOVTEG TOV ONAMVOLV OpoAN peTAPacm tng ynueobepaneiog sivar n nikio (<60

ETMOV), N KOA| QLGIKN KOTAGTOON, 1 UN anoAgle Bdpovg Tpv v Evapén g Bepaneiag,
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pikpov  Pobpod  Aepgoadeviky vocog kabmdg kol To YopnAd  emimedd  OAKOAIKNG
ooopotaonc. [ToAhég peréteg Opmg €xovv deilel mwg o Kapkivog Tov veEpol gueavilet
wolitepn ovOEKTIKOTNTO. OTOL PAPLOKO TOV YPNOCLLOTOovVTaL otV YnuEdepaneia.
(Axp1Bog Iodvvng 2018)

H avocoOgpameion mepilapfdaver v yopnynon ovcldv ot omoieg Oeyeipovv To
0VOGOTOMTIKO GUGTNO DOOTE VO «EMITEDED OTA KOPKIVIKE KOTTOPO KOt Vo To. eEaAeiyet.
O1 evioelg avtég ovoudlovtal Tpomomtég avoooloyikng amokpiong (biological response
modiifiers) kot amoteAoVV HOKPOUOPLOL TO. OTTOL0 EVIGYDOVY TOVG PLGIKOVEG UNYAVIGHOVS
dpovvog TPOKAAMVTAG avTIKapPKIVIKY dpdor. Ot ovoieg avtég etvan 1 wvtepievkivn 2 kot
wtepeepovn-a. H wvreplevkivn amotedel pio mpwteivn 1 omoia moapdyetor omd to
gvepyomomuéva Aepgoxvttapa-Ta kot dadpopatilel onpaviikd pOAO GTNV GLGLOAOYIKN
puOuon tov avocomomTikoV cvotnuatos. H tvrepAevkivn-2 av&dver tov KuTTOPIKO
TOALOTAOCIAGIO KOl S10POPOTOINGT TV AEVKADV OHOCPOIPIVY, SIEYEIPEL TV TOPAYMOYT
TEPLGGOTEPMY KVTOKIVOV kaBMDG emiong evioyvel v opdon twv T-kuttdpov. Ot
WTEPPEPOVEG YEVIKOTEPO. TOPAyovVTal Omd KOTTOPO TO OMOI0 AVIOTOKPIvOVIOL GE
howméelc N kan og ptoyova epebiopara, dtabétovrag Eva mAnbog dpdcewv. Tporonolobv
™V KLTTOPIK) Agrtovpyia, Tov puOpd avénong xkabag kol v cvvleon TV avtlydvav
TOV VEOMAAGUATIKOV Kuttdpwv. H avocobepaneio epeaviCer kodldtepa amoterécuarto
GTIG TVEVHOVIKEG LETUGTAGELS.

levikdtepa moAAéG peBddovg poOveg TOLG 1 O GLVOLOCUO  UTOPOVV Vo
YPNOLOTOM OO0V avAAOYa LE TO GTASIO TOL KOPKIVOL KOt T YOPOKTNPIOTIKA TOV achevr).
Alqpopeg pnéEBodotl pumopovv vo ¥pnoipomotnfovy dnmg Kot cuVOLAGHOG OA®V OVTAV, LE
v yepovpyky Bepameion va amotelel v aceoréctepn pébodo avtipetomions. Ta
amoteAéopato TS dpdong g Bepaneiog yivovral kupimg P amewovioTikég pnedddovg pe
v Kuptdtepn va givar n aovikn topoypoeio. Zuvnbwg ot vrotponés eppovifoviot oo
2-3 ypovia petd v eeapuoyn OBepomeiog , Kvpimg OTav ot OyKol NTav HeYdAol 7
omoOntikoti, YU’ ovTO KOl M TOKTIKY EKTEAECT] TNG GLVIGTATOL, TOLAGYIOTOV Y10 TO ETOUEVOL

2-3 ypovia. (ITevtlovpng Avdpéag 2018)
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MEPOX B

1.0 POAOX TOY NOXHAEYTH

O voonievtng €xel Waitepa onUovTiKO polo 6e OAN TV ddpkela g Bepameiog Tov
KOpKivov yevikOTEPO OALA Kol GLYKEKPLUEVE TOL Kapkivov tov veppov. Kabopiotikog
elvar BéPata 0 pOAOG TOVG OTNV EKMAIBELON TOL KOPKIVOTOOOVG 6TO vocsokoueio. Ot
voonievtég eival avtol mov Bo dnuovpyncovy 10 KatdAAnio KAipa {eotactdc, dveong
Kol EIMKPIVONG EMOPNG MOTE 0 AGHEVIG VO AVTANGEL YUYIKY] OVUVOUY DCTE VO GLVEYIGEL
™V udym Tov e Tov kopkivo. O voonievtig givorl to dtopo mov Bo «eodyewy tov achevi
0T0 voookouelo, 0o TOV EVOOUATMOGEL Kol OTN  oLvExEl Ba  Aeltovpynoet
GUUTANPOUOTIKA OC TPOG TOV YATPO Y10 TNV TANPOPOPNOT TOV AcHEVODG GYETIKA LLE TNV
mopeia ¢ Bepaneiog. Zuvoyilovtag o voonAevtig Tpénet va givan g Béom va pmopel va
dwyelprotet Tov mOvo Tov 0shevoi Tov Ba TpokvweL and TV achévela, va fondncet Tov
acBevi] TNV OVTILETOMTION TOV KOWOVIKOV Kot NoKdV TpofAnudtov tov Onmg eniong
Kot 0. 6€E0VAAIKA TpoPANpaTe TOV Bo TPOKVYOLV, VO TOPEYEL SIUTPOPIKT VITOCTNPLEN
otov acBevr] kol télog va @povticel tov acBevi] oto TEMKO 6Tdd0 NG Bepameiog.

(Puridov Zrvpidovia 2015)

1.1. O POAOX TOY NOXHAEYTH
XTH AHYH IXTOPIKOY

O voonievtig lvarl to dtopo ekeivo mov Ba emKovmvioel Pe Tov acBevi doTe va
nhpel mAnpoeopieg mwov Ba Tov Pondncovv va cuvta&el To VOoTAELTIKO 1GTOPIKO TOL
actevoug. To 10topkd Ba dMGEL KAADTEPN €KOVA Yol EKTIUNGT TNG KATAGTOONG TOV
ac0evoic kabmg kabopilel Ta mepioToTikd To 0moiol GuVOEovVTL e TO TPEYOV TPOPAN L
vyeiag Tov acBevoig kot avayvopilel To KOplo TpoPAnua vyeiag Tov 1 evoyAnud tov. To
VOONAELTIKO 16TOp1KO Tov acBevolg oyetiletar kupiog pe TV €lcoy®yn Tov achevoic
GTO VOGOKOUEIO Kot TNV TEPLYPAPN TOV SOSIKACIOV GTIG 0noieg VITOPANONKE TapdAAnAa
LE To cuvosOnuoTa Kot Tig epmepieg mov Piwce. Axodpa Aoppdvetor TANPES dSOTPOPIKO
16TOPIKO MOOTE VO Yivel ekTiunom Tov Kotd TG0 KOADTTOVTOL Ol O1APOPES AVAYKES TOV
acBevoig. Znuoavtikd emiong eivorl Kot To KOWmVIKO-01Kovoulko eninedo kabng autd gival
vtevbuvo Yo TG daTpoPikég cuvnBdeleg Tov acbevovg. To voonievtikd 10TOpIKd Elvarn
BonOnTikd g TPOG TOVG VOCAELTEG DGTE VO LTOPEGOVY VO OVATTOEOVV T GYECT| TOVG LE
TOoVG aoHeVEIC KOl VO LTOPEGOVY VO KAVOLY 6GTA TNV d0VAELD Tovg. Katd v Anyn tov
16Top1KoV vyeiog 0 voonievtrg Ba mpémetl va AdPel VoY 1oL TG 0 acheviic Ba vimbet

cuvatsOfuata apnyaviog 1 propel va amokpOTTEL TANPOPOPieS ondTE 1 EVGTPOPia. TOV
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voonievt Oa SOKIHOOTOOV PEYPL VO KATAPEPEL v Ypawel €va TANPES Kol GOQES

10710p1K0. (Anpomoviov Xapikieion 2016)

®OALO, NMKiog

"Yyog, Bapoc, Avénon n andreto Bapovg, oidnua

'ExBeomn og kopKivoyoveg ovcieg AOY® EXAYYEALOTOC

Owoyevelokn KATAoTOOM

AloutnTikn extipnon

[otopikdv aAdepyldv Kot opddo aipatog

[otopikd Mymc eappiaKov

[Tapovcio TOVOL, EVIOTIOT, YOPAKTHPAG, OKTIVOBOAIN, TOWOTNTA , TAPAYOVTEG TTOV

TOV EMOEWVMOVOVV 1) TPOKAAOVV

[Tpdypappo ovpNoNG, YOPOKTNPIGTIKA 0VPMV, OUOTOVPIO. GLVEXNG OVAOILVI] 1

£10Ka dtaAeimovoa

[Tapovsio 1 Gyt TLPETOL KO piyovg

Iotopikd Kamvicpatog

Noonuata mov £xel TepAcEL 0 0cOeVIg TOOKA Kol Un

IMivaxag 7 : TAnpoopieg mov mpénet va mapeyovtal o Eva 1otoptkd (Ovtom Afuntpa

2016)

1.2. O POAOX TOY NOXHAEYTH
XTH ®YXIKH EKTIMHXH,KAINIKH EZEETAXH

O voonievtng €yl oNUAVTIKOTOTO POAO GTNV KAWVIKY €£€Taom Tov acBevovg. Apyka
eEnyel otov acBevn to Tt B cvopmeplaPel n KhMvikn e€étact) Tov kabmg Kol T TOG O
010G 0 acBevig umopel va fondnoel dote va yivel opordtepa 1 eE€tact). v tepintmon
ov amotteitol Kamow €0KN dlouta , ypMon KabopTIKOV VIOKMOUMV 1 xopnynon

npepotikov. [pv yiver omowadnmote evépyela Ba TPEMEL 0 VOGNAEVTG VAL EKTIUNGEL TNV
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Kotdotaon tov acbevovc. H extipnon mepihappavel ta e€ng (Anpomoviov Xopikieto

2016) :

» Extiunon g euoikng Katdotaong Tov achevods 6mms yio mapadery o, tkoavoTnTo Vo
otabel OpOlog, aPLIGT®ON, TOVOG, ALATOVPIN KAT.

» No evnuepooel tov acleviy oyetikd pe ta omoteAécpoto mov ovvnbmg €xet
GUYKEKPIULEVT TPOETOLLOGIO GTOV aGOEVT.

» Xeg mepintoon mov 1 Koatdotaon Tov aclevovg sivor actabng oAAd m e€étaom
AmOPOLTNT 0 VOONAELTNG O0PEilel va. cuvOdeLGEL ToV acbevn oty e&étaocn Kot va
Kavelr v dodikacio g e£€Taong 060 To Avern yuo Tov acBevn yivetat.

»  Av ypetdletor 1 Oyt va mhpel o achevig avolynTika Tpv v EETAGT TOV.

Kotd 1t Odpken g tatpikng e&€toong o voonievtig Ponbdst tov 1atpd
tonofet@vtag Tov achev) 6TV KOTAAANAN 0éom. Akduo mpoomabel va Onpovpynoet
aicOnpa Gveong otov acbevi Kot va tov e€nynoetl mmg dgv mpoketar vo. copuPel timotal
mépo amd v Swdwkacio kKAvikn eEétaong. Xe OAn v ddpkeld g e&€taong o
voonAevtig Oa mapapeivel oto mAeVpd TOoL 0GBeVOLS. O VOoNAELTHG OU®G TOPEXEL
Bonbela ko oTov YaTpd TOPEYOVTAS TOV TA KATAAANAQ epyOareia , YPAPOVTOG 1OTPIKES
oonyieg OM®G Kol EVNUEPDOVOVTOS TOV Yo TNV YEVIKY] KOTAGTAGT TOL 0cOevolc. Ztnv
dwdkacio NG kKAvikng e€étaong ypnoonoodvior  akpdact, Yynidenon enikpovor).

(Obton Anuntpa 2016)

1.3. O POAOX TOY NOXHAEYTH
XTH AIAI'NQXH

O voonAevtng opeilel va evnuepdoEL TOGO TOV 060ev) OGO Kol TO. GLYYEVIKA GTOLOL
TOV Y10l TIG OLOYVOOTIKEG EEETACELS AL KOt SLOyVOGTIKESG SLOdIKAGIES TOV TPOKELTAL VL
TpaypatoromBovy. AKOUo 0 VOGNAELTNAG OPEILEL VAL EVILEPADGEL Yo TNV dlodIKAGIo TNG
axtvoBepaneiog oe mepintwon mov axkolovdnbei cav dadikacia. Evnuepdvel tov acBevn
v OAn Vv dwdwkacio ™G aktvoBepaneiog Omwg emiong kot ywo TIG OVEMOOUNTES
TOPEVEPYELEG TOV TPOKELTOL VO, ELPOVICTOVV KOOMOG Kol Yoo TNV ovTIHeTdnior me. O
VOONAELTNG TPEMEL VO OlOTNPNGEL TNV Yuyporpics Tov Kab’ OAn v OpKel NG
Odyvmong Kot vo TépeL 060 dVVATOV TEPIGGATEPEG TANPOPOPieg umopel amd Tov acbevig
Om®¢ Yy mapadeypo toxdv moévol. To aicOnua mévov tov acBevoivg alloloyeitan
ypNnoonowmvtag tnv KAipata tdévov (0-10) dnwg eniong o acbevig agloloyeital Kot yio

v Vopén ALV TapayOVI®V TOV propel va Tpokarloby TGVo OTmG 0 pOPoc, KOTwon,
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dyyoc, Bopdc. H a&loldoynon ov moévov yivetol € ToKTO YPOVIKE S10GTHILOTO KO Yo TV
a&loAdyNo1 TOL YPNGLOTOIOVVTOL H1APOPO VITOKEUEVIKE 1] OVTUKELLEVIKA OEGOUEVOL OTIMG
Ol HOPQACUOL, HVIKNA TAON, UETOPOAEC TOL GELYHOV, Tieon Tov aipotog. Etor pe
TPOGEKTIKEG EPOTNOELG O VOONAELTNG Uopel va pdbet axpieic mAnpopopieg yia tnv Tdévo

oV a60evovg. (Dmridov XrvpdovAa 2015)

1.4. 0O POAOX TOY NOXHAEYTH
YXTHN EPTAXTHPIAKH EZEETAXH

O poLoG TOL VOONAELTH GE OVTO TO GTASGI0 GLVNOMG EXEL VAL KAVEL PE TNV KATOAANAN
TPOETOLLOGIO TOV AcOEVOLG Yo TNV EEETAGT. ZVVNOMC O1APOPES AUATOAOYIKEG EEETACELG,
OEIYUATOAOYIKEG €EETACELS KOl OKTIVOYPAPiEG mopayyéAvovior amd TOV VOONAELTH Yl
EKTIUNON NG KOTAGTACNG TOL 0oBevos. Mmopet va unv givar sdwcég e€etdoelc yio Tov
Kapkivo aAAd To amoteAéopatd Toug pumopel va Bonbncovv yia extiyunon tov. Ilaporo
OV 01 TEPLGGATEPES AYVAOOTIKEG EEETACELS OEV TPOKOAOVV TOVO GTOV 0icBevi) pmopet va
TPOKOAEGOLY avnovyia péxpt va Byovv to OmOTEAEGUOTA TOVG. X& OGO MEPIGGOTEPES
eEetdoelg vroPfdrdetar o acBevig, TOG0 YePoHTEPA €lvar kabmg vidbel 1o aicOnua pn
eAEYYOL OOV O VOGNAEVLTNG UITOPEL Vo KATELVAGEL glte €ENYDVTAG TOV GKOTO TG KAOE
eEétaong, elte EVUEPOVOVTOG Y10 TOV TPOTO KoL XPOVIKY Oldpkela g e€étaong eite y
™ YPOVIKN oTiyun] mov Ba yivouv ot €EETACELS. APOTOL TEAEUDGOLV Ol TPOKOTUPKTIKES
OlyVOOTIKEG €EETACELS YIVOVTOL EMMAEOV OYVOOTIKEG OUOIKAGIEG OOV TOAAEG amd
oUTEG amoTtovv ypomtn ovykatafeon tov acBevovg. Etor o voonhevtrg €xet v
«OTOYPEMOT VO EVILEPDGEL TOV 0GHEVT] KO TNV OKOYEVELL TOL (TP LITOYPAYEL) Y10 TO
L mephapPavel n e&étaon, tov Adyo mov o acBevng ypewaletar vo vmoPAndel oty
eE€taon Kot Tov pOAO TNG OTNV OAYVAOGTIKY| Oladtkacia, TG mBavEg emmAokég Tov pmopel
vo. VTEPEOLY KO TO AV LIAPYOVV EVOAAUKTIKEG AVCELS. L& YEVIKEG YPOUUES OU®G O
voonievtng ogeidel va eEnynoet avoAivtikd kot EekdBapa OAn v dadikacio mov Oa
akolovOnBel kot va mpoetodosl tov achevr| oe mepintwon mov ypeloTel Ty, KAmolo

diarra. (Anpomoviov Xapikieia 2016)

1.5. O POAOX TOY NOXHAEYTH
2XTON AIIEIKONIXTIKO EAEI'XO

O amelkovioTikOg EAEYYOG TOL KOPKIvOu TOL vEPPOV TeEPAaUPAVEL apylKE OmAEC
OKTIVOYPOPIEG KOl VREPNYOYPAPNUL VEPPOV ®OOCTE Vo evtomotel mOavog OyKoG.
ZOUTANPOUATIKE OTO TOPUTAVED OlEVEPYOLVTAL OEOVIKY TOHOYpOio Yyl TOV €AeyyO

TOOVOV AVOLOAIDV TOV VEQPOD.
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H axtwvoypagia veppav amoterel pio and T1¢ PacikdTEPES Kot TPOTAPYIKES LeBOSOVG
dudyvaong mov dgv Ba mpénet va mapafrénetat. O KapKivog TV VEQEPOV T apPYIKAE TOL
oTdo €lval ACLUMTOUOTIKOC OmOTE 1 aKTvoypagion €ival witepa onuoavtikr. O
VOONAELTHG €ival mopdv kab’ OANn v ddpkela TG aktvobepaneiog TomobeTmdvTOg TOV
actevi] otV KaTIAANAN B€om kot Bonbdvtag Tov va Eemepdosl To apykd AyYog Tov,

KAVOVTAG TOV VO VIWGEL Lo dveta 6€ OAn TN dtdpKelo TG dodikaciog.

Kotd v dwdikacioc Tov VIeEpNYOyPOPUOTOS O VOONAELTNG EMioNG TPEMEL VA
@povticel doTe 0 acBeVNG Vo elval KOTAAANAQ TPOETOLUAGHEVOG YU VT OTTWG EMIoNG VoL
elval Kot Topdv Katd v Sodikacion Tov VTEPNXOL GE TEPITTMOT TOV 0 0chevi Vidbet

dpolra 1 eivon ayympévoc.

H a&ovikn topoypapio amotelel v anewkoviotikn péBodo démov o acbevic Pidvel to
nepLocotePo otpec. O voonievtg Ba mpémer va eivor mapodv ®ote vo Pondhcest tov
actev] va eEowelmbel e TOV YOPO KoL TO Unxdvnuo OTMG EMIONG KOl VO LELOCEL TNV

avNoVYie OV GYETIKA LLE TO AMOTEAEGLOTAL.

40



1.6. O POAOX TOY NOXHAEYTH
YXTHN BIOYIA NE®POY

Ymv mepintoon Poyiog veeP®V 0 VOOTAELTNG EVNUEPDVEL TOV APPMCTO Yo TNV
uébodo mov Ba ypnotpomonBel. Xopnyel otovV ApPMOOTO MPEMOTIKG Kot TOV TomobeTEl

otV KOTdAANAN BEon dote va dievkoAvvOel ) dadikacio.

Bioyia veppou

Ewova 3 : Boyia veppov

Ymv meproyn 6mov Ba yivel n toun yopnyeitor Tomiky| avolcsOnoio Kot 0 VOoNAELTAG
otvel ta KatdAAnAa epyadeio otov 10tpd mov Ba Kavel v Proyic. APOTov TEAEIDGCEL M
dwdwacio ¢ Poyiog o acBevrg mopapével oto kpePdtt Yoo 24 Opec Ko
noapakorovdeitar Yoo Toy®@v ocvumtopato mov pnopel v gpeavicet. (Ovton Anuntpo

2016)

1.7.0 POAOX TOY NOXHAEYTH
XTHN OEPAIIEIA

[Tapdro mov 1 emotun €xel e€elybel Kou T0 Koppdtt TG Bepameiag Twv Kapkivov
éxer eelMybel, oto Koppdtt ™G wouyoroywng «Bepameiogy dev €xel dobel Wraitepn
onuacio. H dwadwacia g Oepaneiog Tov kopkivov Tov veppov umopet va mepthapPdvet
éva, €ldog Bepameiog 1 ocvvovacpd Bepameld®y OV KATOTOVOUV TOGO TO GOUO TOV

acBevoig 660 katl TNV YuyoAoyia Tov. O VOoNAELTNG amd TNV AAAN £xel Gmovdaio poOLo oe
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oA MV ddpketo g Bepanciog. Oa mpénetl va Ppioketal o€ cuveyn enaen Le Tov acbevn
wote va pumopel vo Aappdvel TAnpogopieg amd avtdv (Yo EKTIUNON TNG KATAGTOCNS TOV)
Kol v Tov  Ompovpyet aicOnpa acedieiog kot (eotactdg. H datipnon g eAnidog kot
™G aotodoéiog og OAN TV ddpkela TG Bepaneiag Oa Pondnoetl Tov acbevi dote va unv
SlTnpel TNV YOANVI TOV KoL VO LEWMGEL TIG TOPEVEPYELEG TOV TBAVAS va TpoéABovy amd
TNV avacTATOO, dyYXoc, oo Kot avac@dield tov. [Iépa and To mapamdve Evav akouo
pPOLO OV €Yl O VOONAEVLTNAG €lval va evnuep®cel Tov acbev yio Tov TOmovg Bepameiog
OV TPOKELTOL VO KOAOVONGEL. B0 TPEMEL VAL TOV EVNUEPDGEL GYETIKA UE TIG KAUOOIKES
pUeBOO0VG AVTYETMMIONG TOV KOPKIVOL TOL VEQPOD © TNV YEPOLPYIKY], TNV aKTivobepameio
Kot TV ynueodepomeio. Avtég ot péBodot pmopoHv va ypnoiorotnfodyv uoéves Tovg 1| Kot
GLUVOLAGHO HETOEL TOVG. (Yo mapddetypa 1 ynueodepaneion pmopel vo ypnoiponombet
LETE TNV YEPOLPYIKN apaipesn ToL Oykov Yo eEAGPAAIGN TG UN avATTLENG GYKOVL).
[d1aitepng onuaciag ivol 0 VOOMAELTNG VO EVILEPDGEL TOV 0COEVI] GYETIKA HE TNV
dpopd mov €xel | Bepomeion avaAoyo pe TNV KOTAGTACT Kol TO 10TOPIKO TOV 0cOevoic.
Téhog 0 voonievtrg Bo Tpémel vo evUep®GEL TOV aGHEVT] Yol TIG TOPEVEPYELEG KoL TOL
mBova mpoPfAquota mov Bo dnpovpynBovv amnd v OBepomeion TOL OTOC M ATOAEW
Bapovg, n didppota, N KVOTITION, O EUETOC, I VOUTIO GALL Kot Y10, AOUMEELS TOV UITOpEl

va TpokAnBovv. (Ovton Anuntpa 2016).

2mv mepintwon mov o acevig vmoPAndel oe aktvoBepaneio 0 voonAievtg Ba mpémet
VO EVIUEPMOGCEL TOV 00OEV] OYETIKOL HE TIC AEMTOUEPELEG TS OldKACioG NG
axtvoBepamneioc, Oo mpémer va mpoetopdoetl kot vo Bondnocel tov dppwacto achevr| yia
v Bepamneio, va epaprOGEL TOL KATOAANAN TPOGTATEVTIKG HETPO Y10 TOV aGBevn Ko Yo
10 YOpw TOoVL TMEPPAAAOV Omwg emiong kot va dwutnpel ™V youyoloyia Tov acBevolg
TOVOUEVT o€ OAN TNV dtdpkela NG Bepaneiog. Amd v otryun mov sweaydel acbevng otnv
povéoda aktvoBepomeiog Oa mpémel va eTidEel Tov @akeAo Tov acBevr), Aapupdvovtog
TAnpopopieg oyetwkd pe to €idog G axtivobepameiog, ™ 60éomn TOL OYKOL TOL
vroPdAleTon oe aktvoBepamneia, to okomd g oktvobepaneiog dmwg emiong Kot Tov

apOud TV cuvedprdV mov Ba mpémel o acbevig va TapaKoAoLONGEL

1.8. 0 POAOX TOY NOXHAEYTH
XTHN XEIPOYPI'IKH OEPAIIEIA

Ot yepovpyikég TaBNGES TOL OVPOTOINTIKOD ATOLTOVV EOKE EEATOUIKEVUEVES KO
VYNNG TOLOTNTOG VOGAELTIKES PPOVTIOES TOL UTOPEL VoL Yivouv udvo 6Tav 0 VOGNAELTNG

elvar kotdAAnio mpoetopacuévos. 'Etor mpwv and kdbe enépfacn tov ovpomomtikod
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wponyeitan £vo pakpd 6Tdd10 HEAETNG 6To 0moio 0 acBevig TposTodleTon katdAAnia. H
yepovpykn Oepameion dwokpivetor o mpoeyyelpttiky Kot peteyyepntikny (Axpiog

Iodvvng 2018).

1.8.1. 0 POAOX TOY NOXHAEYTH
ITPOEI'XEIPITIKH ®PONTIAA

H mpoeyyeiprtikny ppovtida givar wiaitepng onpaciog kabng ennpedlel queca ta 660
oupPobv oto yepovpyeio. O kbbe acHevig avTOPA SLPOPETIKA MG TPOS TNV EMEPYOUEVN
YEWPOLPYIKN eméuPacn OmmG emiong kot  kdbe acHevig Exel dLOPOPETIKO 1GTOPIKO Kot
dtapopeTikd opyavicpd. ‘Etol yuo va mpoodiopiotel 1 kaAdtepn dvvorr] @poviida Tov
ac0evoug TPEMEL vaL Yivel TPOCEKTIKT Kt EEEOKELUEVT] VOONAELTIKY| ektipnon. [Ipv v
YEPOLPYIKN EMEUPOAON O VOONAELTNG TAIPVEL TANPOPOPIEG Yo VO ONUIOVPYNGEL TO
VOGNAELTIKO 10TOPIKO TG emiong kdvel ko pio okt eE€taon tov acbevotg. Oia ta
nopondve yivovior @cte vo  ektiunfodv ot dotepdTeg oL acBevolg, va
AVOYVOPIGTOVV Ol GOUOTIKES KOl WYUYOAOYIKEG TOV OVAYKES KOl VO TPOGOLOPIGTOVV Ol
péBodoL TPooéyyiong Tov 0ehevols Kot T OIKOYEVELLS TOV MGTE Vo EVIUEP®OOVV Yo TNV

enéuPaon kKot TG depyasieg mov Ba akorovBovv. (OvTon Anuntpa 2016).

Fevikdtepa M yxepovpykn eméuPacn eivar pio 0pKeT GTPECOYOVOS OladtKaGio
avedptnra amd Vv dadikacio mov Oa akoAovOnbel ko ta evoldpeca otdod g, TOG0
vy Tov 060eviy 660 Ko Yo TNV okoyéveld tov. O voonievtig Oa mpémel va akoOGEL e
EVOLIPEPOV TOV ACHEVT] KOL TNV OIKOYEVELYL TOL, MGTE VO ONUOVPYNOCEL 1] VO SLOTNPYCEL
oYé0M EUTIOTOCHVNG LE TOV 0GOEVT] Kol VO avayvmpiGEL 0 VOGAELTHG TOV POBOLE Kot TG
emeuAaéels toug. O voonievtrg Aappdvovtog mAnpogopiec amd Tov achevi Kot v
01KOYEVELD TOV glval KOVOG v dNUOVPYNGEL £vOL TAAVO VOGNAELTIKOV TOpEUPAcE®V 1
TETOL0 TPOTO MOTE VO PEUDGEL GTO EAAYLGTOV TO Gyy0G TOL OGHEVI] KOl TNG OIKOYEVELAS
tov. O voonAevtig €xet évav akopa onuavtikd poro : va mopakoiovbei Tov acbevi yia
TUYXOV TaOAOYIKE EVPNUATH OTTWG aLaTOVPia 1 PiKpoPloovpia, Kol vo To AVAPEPEL GTOV

YTPO OOTE VAL SLOUOPP®OEL KATAAANAL TO HETEYYXEPITIKO TAAVO.

Kotd v ddpkela g eyyeipnong o voonievtig eivar vmevbuvog yuo v aciaieia
tov acfevolg, HEC® NG TOPAKOAOVONGNG (ULGLOAOYIK®OV TAPAUETP®Y. AKOUO O
VOonAevTti g popet va fonBdiel Tov yiatpd Katd tn SdpKen TS EYXEIPNONG TOV divovTog

TOV To KOTAAANAa epyadeia. (Ovton Anuntpa 2016).
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1.8.2 0 POAOX TOY NOXHAEYTH
METEI'XEIPITIKH ®PONTIAA

H peteyyeipntikny epovtida Eexwvder pe 10 mov o acBevig Ppebel ommv aibovca
avavnyme amd v aibovoa Tov yepovpyeiov. NOONAELTNG £xEL TNV TPOGOYN| TOL
otpappévn otov actevn mapoakolovddvtag dheg Tig {OTIKEG TOPAUETPOVS TOV AGHEVOVG
KaBmg emiong eKTHAEL KOl TO €Mimedo cuveidnone tov acbevovg. Xopnyel avadynTikd
oTovV aobeviy OOTE v PEIDGEL TO aicOnua Tov THvov Kol VTooTnPilel YLYOAOYIKA TOV
acBevy. O voonkevtig Ba mpémet va ivar og Béom va yvopilel Ta avoioOntikd edpuoxa,
TIG OpAoELS Kol TOPEVEPYEEG TOVG (MOTE VO OMDCEL TPOGOYN OTOVG OVTIGTOLYOVLS
napdyovtes. Kakr tonofétnon erniong tov acBevoig oto kpefdtt pmopet va 0dnNyNnoeL o€
COPOpEC UETEYYEPNTIKEG EMMAOKEG 7OV UTOPEL VO 0QOPOVV TOVG TVEVHOVES, TO
KUKAOQOPIKO , TO TEMTIKO, TO TPAOUO TOLG HOEC Kot TS opfpdcels Tov 0c0evovg.
[d1aitepnc onpaciog gival 1 mwocdtTa TPOSANYNG KOOMG Kol amofOoANG TOV VYPOV DOOTE
VO EVTOTOTEL TUY MV VEPPIKT] OLGAEITOVPYIN 1) OVGAELTOVPYIN GTO KOPIAYYELNKO GUGTILLOL
0V 060gvolc. EnuovTikn eivol 1 EKTIUMGON TOL XPOUATOG TOV OVP®V , TNG TOCOTNTAC
TOVG KOOMG KoL TNG 0ALOYNG 6TO Ypdua i dayeld Tovs. Ilpocoyn mpémet va dobetl otnv
Agrtovpyio TOL EVOTOUEVOVTOG VEPPOU. AKOU TPETEL VO CUELOVETOL 1 VIOPEN VYPOV N
KATAOTOGT TOLG KOl 1] TOGOTNTE TOVG OV TOPOYETEVOVTOL GTOVG CWOANVEG OV £XOVV
tonofetnBel oTov acBevr. EEmAvpa yiveton pdvo oty mepintmon mov divetor odnyia Kot
Topovcio. OiHOTOg N Un avapEVOUEVOV VYP®V ovyxvh dnAdvel emumhokéc. TEAOC O
voonAevtg Ba TpEmeL va ExEL TNV KOVOTNTA VO KOTavoel Tov Bpnvo tov acBevoig yia 1o
veppo tov. Ta veppd sivar onuavtikd 6pyavo otov avBpdTivo opyavicud, maporlo Tov 0
dvOpomoc pumopel va emiPrdoet kot pe Evo veppd 1ovo, TOG0 PEALOV TNV TEPITTMON TOV
pAGpe v kopkivo, pio acBévela mov amotelel Taumod Yoo TNV Kowovio pe tov achevn
va avnovyel évtova yoo TV vyeion Tov axkope Kol PHETd amd pio opoAn petdfocn g

Bepamneiag. (Ovton Afuntpa 2016)

O movog givor 1 oNUOVTIKOTEPT LETEYXEPNTIKY OLGYEPELD KaODG amoterel TO TPDTO
ocountopa apdTov o acbeveig Pyet amd to yepovpyeio. O voonievtig Ba mpémel va £xel
tomofeTnoEL TOV 000EV e TETOLO TPOTO GTO KPERATL MOTE VAL TPOAYETAL 1) YOAAPMOT)
TOV LGV TOL OTMG EMIONG Kot Vo, yopnyel avodynTikd @approKa oe EVESIUN LOPON OTOV

avtd KpiveTon amapaitnro.

Metd amd yevikn vapK®oN £vo. GOUTTOL TOL TapoTnpeital eivar n dlya. Avaroya pe
TNV KATAOTOOT TOL 060EVOVS OVTIHETOTILETOL e VYPAVOT| TNG GTOUOTIKNG KOWAOTNTOG
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TOV XEWMADV Kol TNG YADMCGOS €T U TNV YopNynon vypov o01d g mentikng odov. H
vouTtio Kot 0 UETOG glvat eMiong cLVNOIGUEVE GUUTTMOUOTO TOV TOPATPOVVTOL LETA O
pio vépkwor. Me v tomobétnon tov kepalov Tov acbevoic oe TAdylo Béon ®ote vo
peiwbovv ta cvuntopato avtd. Eva mepiepyo ocountopa mov epeaviCeton eivor kot o

AOErykag ko avtipetoniletat pe ToAd kpHo 1 oAl Leotd vepo.(Ovton Anuntpa 2016)
1.9. OPOAOX TOY NOXHAEYTH XTH XHMEIOGEPAIIEIA

2V ymueodepomeion YpNGIULOTOIOVVTAL SLAPOPO. PAPLLOKO Y10 TV OVTILETOTIOT) TWV
KOPKIVIKOV KVTTAP®OV 7OV OU®OC EMOPOVV TAVEO Kol OTO U1 KOPKIVIKE KOTTAPO TOV
avBpomvov opyavicpov. Ta meplocdtepo QAPHOKO TOL  XPNGLLOTOOVVIOL GTNV
ynueobepaneion yopnyovviol @ amd TO OGTOUA, EVOOUVIKMG, €VOOPAEPI®MG, VTOdOPIMG,
TOTIK®OG, EVOOUPTNPLUKDG, EVOOKPUVIOK®OGS, EVOCSTAAYVIKAG 1) e Eyyvon o€ kothotntec. H
EMAOYN TOV QapudKkov mov Ba ypnowyoromBodv yivetor pe PBdon mAnpoeopiec mov
Aappdvel o voonAevtg amd tov actevi] Kot oyetiCoviol pe TNV YEVIKN KOTAGTACN TNG
vyeiag tov acbevoic. Ta edppoka avtd cuvnBme TpoeToUALOVTaL KOl YOPNYOVVTIOL GTOV
dppwoto amd eEedkevévo OALL Ko TEMEPOUEVO 10TPIKO OAAE KOU VOGMAELTIKO
npocomikd. Emedn m Aqyn  dAlov  oopudkeov  pmopel  vo  mEMpEAceEl TV
OTOTEAECUATIKOTNTO TOV QOPUAK®V TOL YPNCLOTOOVVIOL otV ynueobepaneia o
voonAevtg Ba mpémel va evnuepmBel oyetikd pe ta Omoln eapuaKa Aappdvel o acBevig

pwv to Egxivnua g ynueobepaneiog. (Kpitowtdxne HAlag et al. 2007)

2.NOXHAEYTIKH ®PONTIAA XTIX ITAPENEPI'EIEX THX
XHMOGOEPAIIEIAX

Ta @apuoko 7TOv  ¥PNOYOTOOVVIOL Y0 TNV OVIUETOTION TOV  KoKOoNOw
VEOTAUGULATOV TTEPOL OTO TNV KATOGTPOPT] TOV KOPKIVIKOV KLTTAP®V TPOKAAOVV Kl GALNL
ocvpmtopato. Ot cuvnBéotepec mapevépyeleg etvat 1o aicOnua KOT®ONG, N OTOAEW TOV
HOAM®VY, 1 VouTio Kol Taon Yo epetd, n avopesion Kot peimon Agttovpyiog Tov pueron

tov ootwv (Kprtowtdxng HAiag et al. 2007)

H ymueoBepaneio pmopet va aArdéetl T1g dtotpo@ikég cuvnbeileg Tov avlpdmov GTov
omoio yopnyeitatl. Eite va v avénoet gite va v peidoet. [daitepng onuociog eivor n
KaToypaen Tov Bépovg Tov achevolg 6€ TOKTIKA S0GTHHOTO OO TOV VOCAELTH MOGTE Vo,
dwatnpel puooroyikd emineda copotikov PBdpovs. ‘Eva dilo ocbhvnbeg cHumtopo g
yueobepaneiog etvor n vovtic kot o guetog. Ilponmrikd oty ymueobeponeio o

VOONAELTIG TTPETEL VO YopTMYEL OVTIEPETIKA @dppoka 1 1 2 dpeg Tpwv v ynueodepamneio.
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Emedn n ddppota eivar éva akdpo Kotvd cOUTTOUO TG Y¥NUeodepaneiog 0 VOGNAELTNG
TpEnEL vo. yopnyel oTov acBevi] avTIOPPOIKE QAPHOKE OOTE v HeEwOel ovt) 1
TOPEVEPYELDL KOL VO TOV EVIUEPMOEL GYETIKA LE PLGIKOV TPOTOLS HeElWONG TG OmmS M
axoAlovOnon piog dioutag vypmv wov Ba Eekovpacel To £vtepo Kot Ho aVTIKATAGTHOEL TO,
VYPA oV Ba Ydoel 0 acBeVIC, VO TPMEL HKPEG TOCOTNTES PAyNTOV OAAL GUYVE Kot Vo
ATOPVYEL TPOPEG TTOV TPOKOAAOVV AEPLO OTMG TPOPES TOL TEPLEYOLY QVTIKEG Tveg. Ao
umopel vo gpeaviotel kot EnpoOTNTa OTNV OTOUOTIKY] KOWAOTNTO TOL 0oBevong.O
VOONAELTNG KL €00 mpémel va evnuepmbel omd tov acBevi yio v eueavion
CUUTTOUATOV 0ALL KOL VO TOL TTPOTEIVEL GUUPOVAES Y10 AVOKOV(PLOT TWV CUUTTOUATOV
OT®OC 1 KATAVAAMOT LYPOV TPOP®V , 1] OTOPLYN TNG KOTAVAAMONG TKAVIIK®OV TPOP®V
Kol TPOP@dV mov mepLEYovv o&fa. H onpavtikdtepn mapevépysia g ynueodepaneiog
elvar n Agvkomevio dmAadn M EAAenyn Aguk®dV apoc@apiov.O voonievtng mpénet va
eopael pdoko otov achevr Yoo 660 SAoTNUE 0 0GOEVIG KUKAOPOPEL GTOVE S1AOPOUOVG
TOV VOGOKOUEIOV, GTNV TEPITTMOT TOV VOGNAEVETAL GTO VOGOKOUEID Vo AapPdverl arnd tov
VOGNAELTI TPOCTOUTEVTIKA UEPAL Yol TG AOUMDEELS (.. v PplokeTon 6 AmOAVUAGUEVO
ADOPO) OALL KOU O VOOMAELTNG Vo QOopdel 0 1010¢ €0IKA YAvVTIO, TOdW Kol UACKO
TPOCOTOV OMMG KOl VO, TPOTEIVEL Tl 10100 TPOGTATELTIKA UEGO GTOVG GLYYEVEIG TOV

acbevoug mov Bpickovial GToV Y®Po avTo.

2V TEPIMTOON EUEAVIONG CLUUTTOUATOS OVOUIOG O VOOTAELTHG KOAO eivol va
npoteivel 6Tov achevn TPOTOVG AVTILETOTIONG TNG 0TS Ol aPYEG KIVAGELS, N Eexovpaon
aAAG ko vo petayyioet aipo oty mepimtwon mov ypewnotel. 'Eva akdpa countope tov
ueobepaneidv  ivar 1 BpopPomevian dniadn n peiwon opometorov. Il o
voonievtng Ba mpénel va mapokorovdel v vyeiog Tov acBevovg kot TV mocdTNTA
OLLLOTIETAAI®MY TOL KO VO LETAYYIGEL OUOTETAALD, TNV TEPITTMGT TOL YPEWOTEL AALA Kol
va aropevyfel n ypnon vrdfetwv 1 vrokivspov. Kouplo chuntopo exiong eivar kot n
aAomekio, N OTOAEW TOV HOAMOV TOv 0c0evovg. Ze pepwkd Qappoke pmopel va
EULPOVICTOVV GUUTTAOUOTO OTMG LOVIIUCL 6T, OGAKTLAN Kol ATMAELD TNG ICOPPOTING TOV
B mpémer va mapoakoAovBovvior amd Tov VOoonAevtn Kot va avaeepBovv otov 1aTpod.

(Kprtowtaxkng Hhiog et al. 2007).

2.1, AIMOKAG®APXH KAI POAOX TOY NOXHAEYTH

Aoy® ™¢ adhENONS TNG TEPLOTATIKMV TOV ¥Pe1dovTon atpokdbapor, omd TNV OeKoETiO
tov 60 Omuovpynnke M oavaykn @poviidag TV oachBevov mov vmoPdAiovior og

a1pokdOapon amd T0 VOGNAELTIKO TPOoOTIKO Kot Oyl To tpikd mpocwmikd. Katd v
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VI.

VII.

dwdkacio g aokdbapong to andPAnTa TPOIOVTA TOV CILOTOS APUIPOVVTOL OO TO
aipo kot yivetor O6tav 1 veppikn Asrtovpyio Ppioketor kdtw ond 10%. To aipa
koBopiletor €€ amd tO0 ohpo pEcw TG YpNong ueuPpavng apoxabaponc.. O
VOGNAELTNG KT TNV d1dpKeLn TG opokabapong otnpilel 1660 Yuyoloykd Tov acOevn
0G0 KOl TOV EVIUEPADVEL CYETIKA LE TNV dtadikacio opokdbapong. Alvel to amapaitnto
Bdppog otov acbevi MdoTe va pmopécel va avtaneEEADel 0T aAlayég Tov TpOTov (mNg
Tov. Mepikég amd TIC OPHOOIOTNTEG TOV VOGNAELTH KOTA TNV ookdaboporn eivor

(Anuntpédon Avva 2015)

H cwot yopnynon odnpov pécw evooeAéPrag Eveong. Oa Tpémel 0 VOGNAELTNG va.
xopnyel apyd kot otabepd Tov 6idNpo MGTE Vo UV TPOKOAEGEL O1APOPO. CLUTTMOLLOTO.
omwg (aAn, mopetde, piyog kat yevikotepa gikdva Shock kabmg o 6idnpog mov pévet
elevBepog oto aipa etvor ToAD To&iKdc.
2V TEPINTOON GLVEXOVS opoKdfapong o voonievtrg va tapakolovbel 1o eidtpo
a1pokdOaponc MGTE va EVTOTiceL VXDV BpouPwaon Tov.
O voonievtg Ba mpémel vo amoivpdver v meproyn mov Ba Kabetnpraocel , va
EVTOTIGEL TO ONUEID TNG TOPAKEVINGNS KOl VO AKOAOLONGEL GOOTA TNV dlodIKaGia
NG TAPUKEVINONG Kot 1 Tomofétnon Kabetnpa.
O voonievtg Ba mpémer va kabetprdlel T1g eictovieg oe onueia mov vo £xouvv
amootaon 10cm 1o éva pe To GALO [e AOTEAEGLLO TNV KOAN KABapoTn TOL aipatog.
O voomnievtig Ba pémel mavta va €xel AdPet Ta amapaitnTo pETpa ac@areiog OTwWg
Vo QOPAEL TAVTA YAVTIO KO LACKO TPOGTATEVOVTOS TOV aoOevn aAAd KoL TOV E0VTO
TOV OO TLYMOV LOAVVOT).
ZNUovtikd onpeio mov mPEmEL VoL TPOoEEEL 0 VOONAELTNG eivar va unv Egxdost va
TOPOKEVTGEL TNV PIGTOVAN GTO APTNPLIKO CKEAOG TNG S1OTL popel va eivort EPEavig
evd M EAEPa mapdAinAa va unv givor. AmoteAel Bavaocipo AaBog. H aptnpia mopéyet
aipo péxpt n eAEPa va wpipdoet Kot vo propécel va Kafetnplalel o€ avtn.
Kotd ta téhog g aprokdBapong o voonievtig Ba mpénet va ppovtilet vo kabapileton
TAMP®G 10 QiATpo alpokdbapone TANpws. Xe mepintwon pn kadod Kabopiopold Tov
oiAtpov M KotokAooT| aipatog amd Tov actevi) umopel vo €ivol  GMUOVTIKY.

(Anuntpuadn Avva 2015).
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2.2 0 POAOX TOY NOXHAEYTH XTHN YYXOAOI'TA
KAPKINOITAO®OYX

Amo épeuvég mov €yovv yivel €xel dwumiotwbel mwg ol Kapkivomadeilg eppavifovv
apKeTd Kowvd yopaktnplotikd peta&d tovg. H mapoatetapévn katdbiwym omoteAel kowvd
YOPOKTNPIOTIKO TV ATOU®V TOV B VOGNIGoVV amd KopKivo ToV VEQPOD OTMG MIOTG Kot
N YUYOVOYKOGTIKY] GUUTEPLPOPE. APKETA GLUYVA GTOWEID TNG TPOSOTIKOTNTAG TOLG
amotelel N Katomieon TOV cuvasOnUdTOV Tovg OTwG emiong Kol N U £KPPACT) TOLG,.

( Pnydrog I'. 1985)

Emeon o xopxivog eivar acBévela mov cuviBwg oonyetl otov Bavato, ennpedlel TG0
Yuxohoywkd 660 kot copotikd tov acBeviy. H yuyoroyia tov kapkivomafolg
petafaiietor Ko ennpedlel dpecsa to yopm tov mePPAiov. Zuvifmg ot avTIdpAGELS TOV
otav pobaiver 0TL mhoyel amd kopkivo elvar o eOPog, N amedmicio, N KatdOAy”M, N
avnovyia. Etot Aowmdv amd pépouvg tov voonieuti) aAld Kot Tov yrotpd ypetdletan peyin
TPOGOYN YO TNV OVTIUETAOTICT] TOV GLVAGONUATOV aVTOV 0AAE KOl Yo TNV ovATTuén
TOV oYEcE®MV UETOED TOV Kapkivomafovg kot tov acBevr. To onuovtikdtepo Koppdtt
glvar n evnuépmon tov achevovg dote va unv vidber afondntog kot «yopuévog» Omwmg
eniong kol va Pondfcer omv dnuovpyia oyéoemv gumotoohvng pe tov acbevh. O
voonievtig eEnyet otov acBevr| Tov okomd ¢ Kabe kivnorg tov kot Tov Bonbdet vo tnv
emreLécel. oyvd o acBevig vimbel cuvousOnuata Bupov, BATYNG Ko dyyovg ta omoio
pumopel vo SUCKOAEYOLV TNV OOVAELL T®MV VOGNAELTAOV OAAL Kot OAOL TOV TPOGMTLKOV
vyetog. I avtd T0v AOY0 0 VOONAELTNG TPEMEL VoL TOPEYEL OVGLACTIKY GTNPEN GTOV
KapKivoradn dote va VIOcEL 0Tl umopel vo otnpyBel mévo Tov Ommg emiong Kot vo. Tov
Bonbnoel va ekppdocel ta cvvausOuatd tov. Oco mpoywpdaer n Oepancio TG0 TO
avac@oAeis vimbel o kapkvoradne toco yio v opoAn éxPoocn tng Oepaneiag 660 Ko
vy tov emikeipevo mBave Bdvatd tov. O voonievtig Bo mpémel vo KOAAEPYNOEL TO
aicOnpo acediewng péowm g dnpovpyiag piag cuveyohs poutivag oAAL Kot pong g
Bepancioc mov Bo akorovBel 0 asOevig Onwg emiong Kot vo, KOAAEPYNGEL TNV ALTOVOUIN
OV 000eVOLG PECH TNG EVNUEPMONG TOV CYETIKA e TG OAAaYEC otV (N Kol TO GOUO
tov. Ta tovg mopoamdveo Adyovg Aowmdv o acBevig B mpémer vo avtipetomileton
YEVIKOTEPO OAAL KOU OO TOVG VOOMAELTEG MG ATOMO TO omoio (el €xel aviyKes Kot

eAmidec.
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2.3 YYXOKOINQNIKH AITOKATAXTAXH KAPKINOITAGOYX

Otav 0 acBevig Bewpnoel mmwg mANcdlel 1 Opa BOVATOL TOL OTOKOTTETUL OO TOV
KOW®OVIKO TOV TTEPiyvpo Ko o€ TOALEC Tepmtmoelg Bempel mmwg Oa Tovg Pydretl £tot
amd v 0VoKOAN Béom. Lta TeAIKA oTAdn Bewpel mwg dev pmopel vo avtomokpdel oTig
KOW®MVIKEG TOV VTOYPEMGELS KL £TCL OMTOGVPETOL KO OTOUOVAOVETOL. O VOGIAELTNG OV
Bpioketon dimAa Tov o€ OA0 To oTAdIL TG Bepameiag Oa mpémetl va akoHEL TPOGEKTIKA TOV
acBevi) Ko va Tov aprvel va eKppdletl ehevBepa ta cuvaicOnuotd Tov. AkOpo enedn o
avtdv Bo amevBHvovTal ol GLYYEVELG KOl 1] OIKOYEVELL TOL Ba TTPEMEL Vo £xEl EKTAOEVTEL
KOTGAANAO doTe vo umopel va avtameEEADel 6TIG Tapamave GLVONKEG Kol VO TOVG
Kadnovydoet. Xe OAn v ddpketo g Oepoameiog Oa mpémetl va dei&el oTov acbevn Thg va
Umopel Vo GUUUETEYEL OTIG KOWVMVIKES TOV VIOYPEMGELS KOl VO £ival TOGO AEITOLPYIKOG
aAAd Ko avtdvopog. Télog, petd to mépag g Bepaneiog Oa mpénel vo GLGTHGEL TOV
actevi] 6 cOUPOLAO YVYIKNG VYElOG BoTe Vo pmopéaet 0 actevig va avtoneElfel oTovg

KOWV®OVIKODG TOL pOLOLG.
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MEPOX I

NEA AEAOMENA

1. 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

MATERIAL 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 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.

H xhvui] onpocia g ékgpaong tov CD4+CD8+ T KuTTAPp®V 6TOV KUPKIVO TOV
VEQPLKAOV KVTTAPOV.
YKOIIOX : Xg kdmowovg acbeveic pe Kapkivo TOV VEQPIKOV KLTTAP®V TopatnpovuE

ékppaorn tov CD4+CD8+ T wvttdpov. Ouwg wapio €pegvva dev €xel yiver yio v
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ava@opd g KMVIKNG onuaciog ta €Kkppacng avtng. A&loAoynoape v EKEPOCT TOV
CD4+CD8+ T xvtthpwv oe 0aobevelg pe KOpPKiVo TOV VEPPIK®OV KLTTAPOV (OOTE VO
dlcapnvicovpe To KAMVIKG YOPOKTNPIOTIKO Kol TNV TPOYVMOOTIKY ONUOcio Tov
oyetilovton p ta T kOTTOpO.
YAIKA KAI MEO®OAOI : H ékgppaon tov CD4+CD8+ T kvuttdpov sktyundnke
YPNOLOTOLDVTAG TNV UEBOSO TNG KLTTOPOUETPING PONG G AEUPOKVTTAPO. TTOV JEIGHVOVY
6TOV 1670 , To. omoia mapOnKav armd 260 KapKivikovg 1otobvg meptrapupavovioan 104 RCC
oetypota. H axodovBic tov RNA  ypnowomomOnkav vyia va dtaxpivoov ta
YOPOKINPIOTIKE TV KuTTdpov avtdv. H mpoyvootikn onuacia tov CD4+CD8+ T
KUTTAPOV EKTIUNONKE ypnoiponoldvTos TV oviivon COX.
AINIOTEAEEMATA : Avdueca ce 8 0100OpPETIKOVG TOTOVG KAPKIVOL 1| €KOPOCT T®V
CD4+CD8+ T xvttépmv Ntav onuoviikd vynidtepn o€ acBeveic mov émaocyav omd
VEQPPOKVTTOPIKO KopKivopa. Zopeova pe v pnébodo mov axolovbnnke, 24 acbeveic
(23,1%) Ppébnrov Betikoi oe CD4+CD8+ pe éxppaocn vyniotepn xotd  9,29% oo
veppokvttaptkd kopkivopo. H avédlvon tov RNA £&deiée o6ttt CD8+PD-1+TIM-
3+CD103- T wdtrapa eivor €8k vrokatnyopio twv CD4+CD8+ T kvttdpwv. Axdua
éoe1e mog to CD4+CD8+ T kbOtropa elyav Aydtepn mowkidopopoio and 6tL dAla Ta
KOTTOpO Ko iyov kovovg aviyveutés T kuttdpov pe ta CD8+ 6yt ta CD4+ T wottapa.
H éxppoon tov CD4+CD8+ T wvttdpov kamnyopromomdnke ocoav aveEaptntog
TPOYVOOTIKOG deiktng g yevikng emPioong (HR: 0.11, 95% CI: 0.01-0.86, p=0.035) o¢
TOAVTOIKIAES AVOADGELS.

YYMIIEPAXMATA : H éxkopoaon tov CD4+CD8+ T kuttdpov Ntov OnUovTiKa
VYNAOTEPN 6TOVG acbeveic mov Emacyav amd veppokLTTApPIKO Kapkivoua kot oxetilovioy

He TV TPOYvVecn TV acBevdv mov vrofdiloviol G xEPpovpyikn Bepamneio.

2. Body mass index and other risk factors for kidney cancer in men: a cohort
study in Lithuania

OBJECTIVES: Previous studies have observed notable unexplained geographic
differences in incidence of kidney cancer in Europe. Lithuania is among the countries
with the highest incidence and mortality. Our objective was to investigate the effect of
different lifestyle, anthropometric and biological factors on the risk of kidney cancer in
Lithuanian men.

METHODS: This population-based cohort study included 6,849 men initially free from
cancer. During the follow-up (1978-2008), 79 incident cases of kidney cancer were
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identified. Cox proportional hazards regression models were used to estimate hazard
ratios (HR) and corresponding 95% confidence intervals (95% CI).

RESULTS: Risk of kidney cancer was significantly associated with increasing body mass
index (BMI), the adjusted HR for > 35 vs. < 25 kg/m2 was 3.00, 95% CI 1.10-8.19 and
the HR per 1 unit increment of BMI was 1.07, 95% CI 1.01-1.14. In overweight men
(BMI > 25 kg/m2), the HRs for kidney cancer per 10 mmHg increment of systolic or
diastolic blood pressure were 1.10, 95% CI 0.96-1.25 and 1.26, 95% CI 1.01-1.56,
respectively. We found no significant association between smoking, alcohol consumption
or total serum cholesterol level and kidney cancer risk.

CONCLUSIONS: This study supports a link between increased BMI and the
development of kidney cancer among men in Lithuania. Hypertension appears to be
associated with risk of kidney cancer in overweight men, although the assessment was
limited by the lack of statistical power.

O ociktng paloc ocONETOS Kol GAAOL TOPAYOVTES KIVOUVOL Y10 TOV KOPKIVO TOV
VEQPAV 6TOVG AVOPES : pia Epeuva otnv ABovavia

YXTOXOX : Ilponyovueves peréteg €yovv mopatnpnost afloonueiotes avenynteg
YEDYPOUPIKES SAPOPES TNV EUPAVIOT] KapKivov TV veppmv otnv Evpodmn. H ABovavia
GUYKOTOAEYETOL OTIG YDOPEG UE TO PEYOADTEPU TOGOGTA TPOGPoAng kot Bvnoydtnro.
2T0Y0C HOG MTOV VO OEPELVICOLUE TNV EMOPACT OWPOPETIK®OV TPOT®OV (mNg,
avOPOTOUETPIKMV KOl BLOAOYIKOV TOPAYOVI®MV GTOV KIVOUVO KAPKIVOL TV VEPPOV GTOVG

avdpeg g ABovaviag.

ME®OAOI : H mapovoa épsuva meprhapfdver 6.849 avdopeg mov dev émacyov omd
kapkivo apykd. Katd 1 didpkeia g mapakorovdnong (1978-2008) gvtomictnkav 79
TEPUITAOCES TEPIOTATIKOV Kapkivov TtV veppov. [a v extipnon tov Adyov
emuwvovvotrog (HR) ko tov avtictoryov dtuotnudtov spmetociving 95% (95% CI)

ypMNOOTOmONKaV VITOdelyLaTa TOAVOPOUNONS avaAoyoL Kivohvov Cox.

ATTOTEAEXMATA: O «ivduvog Kapkivov TmV VEQP®OV GUCYETIGTNKE CNUAVTIKA LE TOV
avénuévo ogiktn pdlog copatog (BMI), o mpocappoosuévog HR yio > 35 évavr <25 kg /
m2 ftov 3,00, 95% CI 1,10-8,19 xor 0 HR avd 1 povéda avénong tov BMI frav 1,07,
95% CI 1,01-1,14. Ztovg vrépPapovg avdpes (BMI > 25 kg / m2), ta HR yw kapxivo
veppov avd 10 mmHg adénong g cuoToMKNG 1 OLCTOMKNG APTNPLOKNG TTiEGNS NTOV
1,10, 95% CI 0,96-1,25 wot 1,26, 95% CI 1,01-1,56, avtictoyo. Aev SOTICTOGOUE

52



ONUAVTIKY] GVoYETION PETAE) TOV KOTVIGUOTOG, TG KATOVOIAMONG GAKOOA 1] TOL OAKOD

EMTESOV YOANGTEPOANG GTOV 0pO KOl TOV KIVODVOL KOPKIVOL TOV VEPP®DV

YYMIIEPAXMATA: H pelétn avt) vrootnpilel  oxéon petald avénuévov AME ko
avanTLENG KapKivov veppolh peTadd avdpdv ot AtBovavia. H vréptaon eaivetor va
GLVOEETOL LIE TOV KIVOUVO EUOAVIONG KAPKIVOV TOV VEQPAOV GTOVG VIEPPAPOLS AVIPES, oV

Ko 1 a&loddynon meplopioTnke amd TNV EAAELYT GTOTIGTIKNG CNUOGTOC.
3. Local and distant recurrence of the chromophobe renal cell carcinoma.

INTRODUCTION : There is still limited knowledge about surveillance and optimal

management for patients with recurrent chromophobe renal cell carcinoma.

OBJECTIVE: Describe our experience in the diagnosis and management in recurrent

chromophobe renal cell carcinoma.

MATERIAL AND METHOD : Review of medical records ofpatients with

chromophobe renal cell carcinoma, selectingthose cases that developed recurrence.

RESULTS : Of the 23 patients, 4 developed recurrence andwere the subjects of our
analysis. The mean age was 61.5years. Surgical treatment of primary renal tumor
consistedof three radical nephrectomies and one partial nephrectomy.The mean time from
nephrectomy to disease recurrencewas 6.7 years. One patient had recurrence in the
retrovesical area, another in bone, and the two others in theretroperitoneum. The treatment
for retrovesical recurrencewas an incomplete metastasectomy followed by
temsirolimusand subsequent removal of the residual mass, stayingstable. The other three
cases were unresectable surgicallyand received sunitinib. One patient now has a stable
diseaseand the two others died. CONCLUSIONS: Chromophobe renal cell
carcinomashowed a greater tendency to metastasize, so requires asurveillance protocol

based on the risk of recurrence.

CONCLUSIONS: Chromophobe renal cell carcinoma showed a greater tendency to

metastasize, so requires asurveillance protocol based on the risk of recurrence.

TomKkn Kol poKPIV] ETAVERPAVIOT] TOV YPOUOPOBOV VEQPPLKOVS KUPKIVONOTOG.
EIZATQI'H : E&okoAovbel va vdpyel meplopiopdg oty mapakorovinon kot BEATIO
dwyeiplon og aoBevelg pe VTOTPOTALOVTOC YPOUOPOPO VEPPIKO KAPKIVOLLOL.

YKOIIOX : H mepiypagpn g eumepiog pog oty Odlyveoon Kot olayeipion Tov
VROTPOTIALOVTOG YPOUOPOPOV VEPPIKOV KOPKIVAOLOTOG,
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YAIKO KAI MEGOOAOI : Avookénmon Tov wIpikov opyelov tov acbevav pe
APOUOPOPO VEPPIKO KOPKIVOLN ETIAEYOVTAG TIG TEPUTTMGELS TOV AVETTLEAY VITOTPOTN.
AITOTEAEXMATA : Ano toug 23 aocbeveic, 4 oavémtuav vmoTpoOmy OMOL Ko
peretnkav yu v mapovoa Epevva. H péon nlkio ntav 61,5 ypoévia. H xepovpykn
Bepamneio TOL TPOTOTAOOVS VEPPIKOD OYKOL ATOTEAOVGE TPELS PLLIKEG VEQPPEKTOUES KO
pio pepikn| veppektoun. O pnEcog ypodvog amd VEQPEKTOUT| £MG VITOTPOTT TNG VOGOL NTaV
6,7 ¢. 'Evag ac0evng elye vmotpomnr] 6TV 06QLIKN TEPLOYY], AALOC GTOL 0GTA Kot 01 GAAOL
o000 otov omcBomeprtoviakd yopo. H Bepameion Tov 0yKov tov mpdTOL GOV MTOV
LEPIKY] LETOOTEKTOWT] 0KOoAOVBOVEVT atd apaipeon TG volowmng pnalag. Ot dAleg Tpeig
TEPMTMGES  OgV Umopovoay vo yxewpovpynbovv ki €lafav To Ynpeodepamevticd
eappaxo sunitinib. ‘Evog €& avtov Ppioketar og otafepr katdotacn Kot ot GAAol 600
mEbavay.

YXYMIIEPAZMA : To ypopdeofo veppokuttaptkd kapkivoua £0e1&e peyoAdtepn tdon
YU LETAOTOOT GLUVENMMG OOLTEL GLGTNUATIKY TOPAKOAOVONGN avaAioya pe Tov Kivouvo
EMOAVELPAVIGNS TOV.

4. Establishment of cohesion 1 homolog 2 facilitates cell aggressive behaviors
and induces poor prognosis in renal cell carcinoma.

BACKGROUND AND AIMS: 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.

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
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(AKT) and mammalian target of rapamycin (mTOR), proliferating cell nuclear antigen
(PCNA), and p53 were all down-regulated due to the ESCO?2 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

H dnpovpyio e ovvoyns 1 opdroyov 2 S1€VKOADVEL TV EMOETIKY] CLUTEPLPOPA
TOV KOPKIVIKOV KUTTAPOV Kol TPOKOAEL KOKN] O10yvmol TOL KOPKivoy TV

VEPPIKOV KVTTAPOV.

IZXTOPIKO KAI XTOXOI: H onuovpyia tov opordyov 2 cvvoyng 2 (ESCO2) éyet
avayvoplotel og évag Pactkdg mopdyovtog yio. T GLVOYN TOL KLTTOPKOD KOKAOL G€
moALomAoV¢ kapkivoug Tov avBpomov. [Tap 'Ol avtd, Ot AEITOVPYIKES EMMTMOGELS TNG
GTNV TPOYVAOCN KOl TIG KLTTOPIKEG GUUTEPUPOPEG TOV VEQPPOKVLTTOPIKOV KOPKIVOIOTOG
(RCC) onmaviog dwcaenviCovior. Extelécope oty ) HEAETN Y10 VO OVIXVEDGOLE TIG

emdpdoeig tov ESCO2 oty e£éhiEn tov RCC.

MEG®OAOI : Ewoyoprioope oty yovidiokn Paon dedopévov yuo kopkivo ATLAS ya
mv  afroynon  tov  enmédov  Ekepacng  ESCO2 oe  ot00C  OYKO®V,
coumepAapfovopévev 32 euCIOA0YIKOV 16TMV Kot 289 16TdVv Oykmv. Xpnoiponomonke
nocoTikn néBodog PCR og mpaypatikd ypovo kot pébodog Western blot (yio éleyyo tov
avticopdtov). Metd to ESCO2 knockdown ypnowponomnke mapepporny SIRNAS
oeénydnoav Aertovpykd mepapota yuoo va oepevvnfel o polog tov ESCO2 6mmg
avAALGY KLTTOPIKOD TOAAOTAGGLOGUOD KOl TPOGOOPIGUOS GYNUOTICUOD  OTOKiog
Kuttapov. AeEnydnoav emiong dokpacieg Transwell yio petavdotevon tov Kuttdpmv

QVTOV Kol EIGPOAY| TOVG G€ 16TOVG,.

ANIOTEAEEMATA: X¢ avt) ) perétn, o ESCO2 av&nbnke onpoviikd o 16To0g Kot
rkuttopés oepéc RCC. Ot acBeveic pe RCC pe vynAn ékeppaocn tov ESCO2 ftav mo
mhavd vo €xovv dVoUEVI] TPOYVOGS OMMG EMIONG KOl 1 €KQPOCT] TOV EYEL Lo EVIOVN
OY£0TM UE KAWIKE YOPpOKTNPIOTIKA TOL TTePAapBdvouy nikio, gOA0, TaBoAoYIKO 6Tdo10
k.0.K. EmmAéov, n xatactpoen tov ESCO2 avéoteile v KLTTOPIKY OvVATTLEN, TNV
€IGPOAN KoL TN UETAVAGTEVLOT. Z€ EMIMEOO UNYOVIKNG 1| GOCPOPVAMUEV] TPOTEIVIKN
kwvaon B (AKT) kot 0 ot6y0¢ ™¢ pomapvkivig (mTOR) , to moAlonmlaclocstikd avtiydvo

tov oprve (PCNA) kot p53 frav 6Aa younAid Aoyom g avaotoing ESCO2.
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YYMIIEPAXMATA: Q¢ ek 10010V, TO amoteléopatd pag £0ecav v mbavotra oti 10
ESCO2 pmopel va Aettovpynoel o¢ pio. TOAAL LTOGYOUEVN €MAOYN Yo OepamevtiKn
nopEUPoacn otov GyKo, EMOEIKVOOVTOG AVENUEVT EMAEKTIKOTNTO £VOVTL TNG CUUPATIKNG

ymueodepameiog

5. Development and validation of an immune prognostic classifier for clear cell renal

cell carcinoma.

BACKGROUND: Tumor-infiltrating immune cells are indispensable to the progression

and prognosis of clear cell renal cell carcinoma (ccRCC).

OBJECTIVE: The aim of this study was to explore the clinical implications of immune

cell infiltrates in ccRCC.

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% CI 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.

AvanToén Kol emMKOPMON €VOG GVOGOAOYIKOD TPOYVOGTIKOD Tatvounti Yo TO

OLIVYOKVTTUPIKO KOPKIVORA TOV VEQPOV.

IXTOPIKO: Ta avocokvttapo mov O1€1600V0VYV GTOV OYKO &lval omapoitnTo yioo Tnv

TPAOOO KoL TNV TPAYVOGT TOL GOPOLS KVTTAPIKOV KOPKIVOUUTOS vepdV (ccRCC).
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YKOITIOX: Xkomdg avthg TG LEAETNG NTOV VoL S1EPELVNBOVV 01 KAVIKES EMMTMOGCELS TOV

dmOnuatev avocokvttapwv oe ccRCC.

MEQ®OAOI: H Baon oedopévov tov Atlas Genome Atlas (TCGA) (N = 515) kot n
opada E-MTAB-1980 towv acBevov (N = 101) vioBetibniov yio tv ektiunon g
npoyvwotikng aflag g Oombnong tov avocokvttdpwv. Eikoot téooeplg tOmMOL
OVOGOKLTTAP®V a&L0A0YNOMNKOV YPNCIUOTOIMVTOS OVAALGT EUTAOVTIGLOD GE £va Oetypa
yovidiov. Avaivoelg Cox deénybnoav yuoo v avdmtoén evog Pabuod avosoroyikol

Kvovvov.

AINIOTEAEEMATA: Ot avaAvcelg tov atdpmv mov emiPiocav amokdivyav ot 13
yoviole mov oyetifovror onuovtikd pe m ovvolkn emBioon (OS). Emmdiéov, n
moAvmapayovtiky avdivon Cox avayvopioe po. fabpovopnon ovosoroylkoy Kivouvou
pe Péom o LocTOKLTTOPM, TA PLGLOAOYIKA KOTTOpO KVTTapvV CDS6bright, ta kbttapa T
helper 17 (Th17) ko ta k0tTtapa Th2. O Babudg avocoroyikol KivdoHvVov GUGYETIGTNKE LE
10 OS, pe avaroyieg kwvdvvov 2,72 (95% CI 2,17-3,40) xon 3,24 (95% CI 1,64-6,44) oc
onadeg oedopuévov TCGA «xor E-MTAB-1980, avtioctorya. Avty m  Pabuoroyia
aVOGOAOYIKOD  KIVOOVOL  GUGYETIOTNKE  ONUOVTIKG pE  oplopuévoug  Prodeikteg

oxetilopevoug pe v avocobepaneio.

YYMIIEPAEMATA: AUOpO®OCOLE LU0 TPOYVAOCTIKN DITOYPOPY| Kot Kadepdoape Evo
mpoétvmo PBabpoioyiog avocsoroyikov kvdvvov yia to ccRCC, 10 omoio 6o pmopovoe va
TOPACYEL VEOUS TPOYVAOOTIKOVG deikTeg Yo Tovg aoBevelg pe ccRCC kot évav dgiktn vy

™ pétpnon g andkpiong ovocobepameio.

6. A historical turning point for the treatment of advanced renal cell carcinoma:

mhibition of iImmune checkpoint.

BACKGROUND: Renal cell carcinoma (RCC) is the most common type of renal
malignancy with 87% frequency. As a global health problem, kidney cancer is responsible
for 2.2% of new cancer cases. One of the highly effective mechanisms that renal cancer

cells avoid in the immune system is PD-1 and PD-L1 interaction.

PURPOSE : Literature search is made from PubMed, Medline, and ASCO and ESMO
Annual Meeting abstracts using the following search keywords: "nivolumab,”
"pembrolizumab,” "atezolizumab,” "avelumab,” "durvalumab,” and "renal cell cancer.”

The last search was on Nov 1, 2019.
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FINDINGS : 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.

CONCLUTION : 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.

‘Eva 1610p1k6é onpeio kopmig yw 1 Ogpameio Tov mpoywpnuévov Kapkivov

VEQPLKOV KVTTAPMV: TO GNUEL0 KATAGTOM|S TOV GVOGOTOU|TLKOV.

YIIOBAG®PO: To veppoxvttapikd kapkivouo (RCC) elvar o ovvnbéotepog tHmog
veppikng kakonfelag pe 87% ocvyvomta. Q¢ maykdspo mpdfinua vyelog, o Kapkivog
TOV veppov gitvar vedBuvog ya to 2,2% tov véov mepumrtdcemv Kapkivov. ‘Evag and
TOVG ECOUPETIKA OMOTEAEGUOTIKOVG UNYOVIGLOVG TTOV OITOPEVYOVV TO VEPPIKA KAPKIVIKAL

KOTTOPO GTO OVOCOTOMTIKO cvoTnUa elvarl 1 adinienidpaon PD-1 ko PD-L1

YKOIIOX : H avalnmon Biphoypapiog yivetor and Tic TEPIMYELS ETNCIOV GLVEIPLOV
PubMed, Medline ka1 ASCO kou ESMO ypnoiponoidvtag tig okdAovBeg AEEEIG-KAELO
avalnmong: "nivolumab", "pembrolizumab", "atezolizumab", "avelumab", "durvalumab"

Kol "KopKivog VEQPIKOV KLTTAPOV.

2019.

H tehevtaio avalnmon €ywve v 1 NoeguPpiov

EYPHMATA : O ocvvdvaoudg tov nivolumab kot tov ipilimumab éyer kaidtepa
amoteAéoparo emPioong and OtL To Sunitinib yuw tovg acbeveig pe evdidpeon M kaky
Aotpmén, aALd Oyt Yo evvoikég opddeg Kvovvov. To 2019, dvo cuvovaoTikd BepamevTikd
oyfuoto pe pembrolizumab ocvv o&wtvip kot avelumab plus axitinib onédei&av
AMOTEAEGLOTIKOTNTO £vavtt Tov Sunitinib yioa «kébe opdda xwvdvvov. Ta cvvoAikd

dedopéva emPimwons ovTdV TOV SOKIUOV Eival aKOUN avdpLULa.

YYMIIEPAXMA: To xoindlwv RCC éxet vynAn voonpomnta kot Ovnoudtnro pe

avéavopevn emkpdnon. Metd amd tovg avactoieic TG Kvdong tng Tupocivig, ot
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OVOOTOAELS TOV ONUEI®V €AEYYOL TOL OVOGOTOMTIKOD &YOLV HEYAAN emMidpacTm o
Bepaneio Tov wpoywpnuévov RCC , Wbwitepa o cvvovacuds Tov Bepaneidv avtdv. To
2019 avtég o1 cuvovacpéves avtég pEbodot Bepameiag £de1&av TANPM vrodpnomn tov RCC
6€ MOG0GTO 5% |l& TOGOGTO OVTIKEWWEVIKNG OvVTATOKPoNG €mg Kot 60%. Av kot Oyt
apécms, aAAG iomc oto €yyvg péAlov, to Tpoywpnuévo RCC Ba yivelr po droyepioyun

xpévwo acBéveta, axdpa Kt av dgv etvar duvatn 1 Oepaneio.

7. Clinical Outcomes of First-line Sunitinib Followed by Immuno-oncology

Checkpoint Inhibitors in Patients With Metastatic Renal Cell Carcinoma.

BACKGROUND: The present retrospective, longitudinal cohort study assessed the
association between the first-line sunitinib treatment duration and clinical outcomes with
second-line immuno-oncology (I0) therapy among patients with metastatic renal cell

carcinoma (MRCC).

PATIENTS AND METHODS: A total of 161 patients with mRCC who had been treated
with first-line sunitinib and subsequent 10 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 10 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 10 outcomes, including the time to next therapy (HR,
0.89; 95% ClI, 0.52-1.51; P = .66), time to treatment discontinuation (HR, 0.85; 95% ClI,
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 10 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.
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These findings support the paradigm that previous therapy will not dictate the
effectiveness of subsequent immunotherapy.

Klvikd amoteléoporto g Tp@TNG XpNons Tov Sunitinib wov akolovdeiton amd
TOVG OVOGOAOYIKOVG OVUGTOAEIS 08 000EVEIS NE PETUGTUTIKO KOPKIVONO VEQPPIKOV

KUTTAPOV.

IXTOPIKO : H mopodca avadpoptkn, dtaypovikn HEAET k0OpTnS a&loldynce T oyxéon
petalh g Bepameiog mpodTG Ypappng g Oepameiog pe sunitinib Kot T@V KAMVIKGOV
amoterecudTov pe Bepomeia avocso-oykoroyiag devtepng ypapuuns (I0) peta&d acbevov

LE LETAGTATIKO VEPPIKO KLTTOPIKO Kopkivopa (mRCC).

AXOENEIX KAI MEOOAOI: Xvvolkd counepiiednkav 161 acBeveic pe mRCC ot
omoiot glyav vwoPAinOei oe Bepameia pe sunitinib TpOTNS Ypoppng Kou peténetta Bepameia
pe 10 amd emreypéva o1ebvn kévipa cvykpotriuatog Pacewv dedopuévov mRCC. H
ouvoMK emiPimon, 0 xpovog £wg TNV emouevn Bepameia, o xpovVoc péypt T SloKom TG
Oepaneiog kot 1 KaAVTEPT avTOTOKPION TOV EKTIUNONKE amd TOV YyloTpd mov petpnonke
amo v évapén g Bepaneiog pe 10 avaidOnkav kol cuykpinkav peta&d acbevaov mov
éhoPav Bepameio pe sunitinib TpdC Ypopung yioo > 6 pnveg kot exeivovg mov Eaafov

Oepaneio yio < unveg.

AIIOTEAEEMATA: Ot 116 acBeveic mov éAafov Beponeio pe sunitinib yio > 6 pvec
elyav v 1don va glvar peyaldtepot Ko va EXouV KOADTEPO Kivouvo Yo T o1efvr| opdda
Consortium Database mRCC an6d tovg 45 acBeveic mov érapav Oepameio yio <6 pnveg
(svvoikég, 36% évavtt 8%, P =.001, 59% évavtt 70%, P = .21, etoyn, 5% Evavtt 22%, P
= .007). H Myn tov sunitinib yuo > 6 pnveg évavit <6 pUNVOV GLCYETICTNKE LE
peyorvtepn emPioon (avaroyio kivdvvov [HR], 0,42, 95% ddotua gpmictocvvng [CI],
0,21-0,87, P = 0,02). Aev mapatnprinke onUavTiK) cueYETIoN HETAED TG SIUPKELNG TNG
TPAOTNG YPOUUNG TOL sunitinib kot TV oamotedecpdtov 10 debtepng ypopung,
ocoumepAapfovopuévou tov xpdvov g v enduevn Bepaneio (HR, 0,89, 95% CI, 0,52-
1,51, P = 0,66), ypévog £m¢ drakomn g Oepamneiag , 0.85, 95% CI, 0.54-1.34, P = .49) ko
amoKplomn 0ykov (avaroyia mbavotrag, 0.73, 95% CI, 0.22-2.49, P = .62).

YYMIIEPAXMATA: Agv SOMGTOCGOUE OTATICTIKO CGNUOVTIKY GLGYETION UETAED NG
OUIPKELNG TNG TPOTNG YPOUUNS TOV Sunitinib Kot TV KAVIKOV OTOTEAEGUATOV HE TN
Oepancio 0evtEpNC Yoo 10. Ot acBeveic mov Edafav TpdTG YpoUUNG sunitinib yuo >

6 uveg og oOyKpLom He <6 PNVES CLGYETICTNKOV LLE KAAVTEPT GLVOMKN EMPiomn, av Kot
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Bo pmopovoay va peavicTodV dSuvnTIKE U S10pHBmUEVOL GLYYVLTIKOL TOPAYyOoVTEG. AVTd
ta gupnuate vrootnpilovv 10 TOpdderypo 6Tl M mpomyovuevn Oepameion dev Oa

VITOYOPEVEL TNV OMOTEAEGLATIKOTNTO TNG ETOKOAOLONG avocobepameiag.

8. Complete metastasectomy in renal cell carcinoma: a propensity-score matched
by the International Metastatic RCC Database Consortium prognostic model.
PURPOSE: We evaluated overall survival (OS) benefit of complete metastasectomy
(CM) in metastatic renal cell carcinoma (mRCC) using a propensity score-matched (PSM)
analysis to balance groups by age, gender and by the International Metastatic RCC

Database Consortium prognostic model (IMDC).

METHODS: We included patients (pts) treated at the AC Camargo Cancer Center
between 2007 and 2016. Pairs were matched by age, gender and IMDC. Kaplan-Meier
survival estimates and Cox proportional hazard models were used to evaluate OS on CM

and no-CM group.

RESULTS: We found 116 pts with clear cell mRCC. After PSM, the number was
reduced to 74 (37 CM, 37 no-CM). The median OS for CM and no-CM was 98.3 months
and 40.5 months, respectively (hazard ratio 0.24 95%CI 0.11-0.53 p < 0.001). The OS
benefit of CM was confirmed on favourable and intermediate IMDC but was absent on
poor IMDC. The CM group received less systemic therapy than the no-CM group. Ten pts

in the CM group still have no evidence of disease (NED).

CONCLUSION: After matching for age, gender and IMDC, we found CM impacts on
OS and also diminishes the need for systemic treatment. Survival benefit was confirmed
for favourable/intermediate IMDC but not for the poor IMDC prognostic model. Further
studies correlating IMDC and metastasectomy are needed to guide clinical decision-

making.

MM pNG PETAUOTUGTEKTONY] GE KOUPKIVOUX VEQPIKAOV KVTTAPOV: Babpovopnon pe
paon T0 mWPoyvwSTIKO povrého Tov AleBvovg Metaostatikov Kévrpov Baong

Agdopévov RCC.

2KOIIOX A&woioynoape 10 O0Qerog NG ovvolkng emPioong (OX) tng mApovg
petactootektopns (CM) o610 HETAOTATIKO VEPPIKO KuTTopkd Kopkivoue (mRCC) pe

avéivon weopporiog (PSM) pe otoéHxo Vv €€100ppOTNON TOV ORAd®V KOTA NAtKia, @OAO
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Kol amd TO TPOYVMoTiKO pHoviéAo Tov AleBvolg Metaotatukod Kévipov Bdong

Agdopévov RCC IMDC).

MEQ®OOAOI: Zvunepihdfope acbeveig (pts) ot omoior vwoPAndnkav ce Bepameio oto
Kévtpo Kapkivoo AC Camargo peta&y 2007 kot 2016. Ta (evydpla ovTiotoyovcay 6ty
nAwia, to @OA0 ko to IMDC. Ot ektynoelg emPioong Kaplan-Meier kot povtéia
avaloykov kvovvov Cox ypnoipomomdnkay yu v a&toddynomn tov OS og opdda CM

Ko 01 oe CM.

AITOTEAEXMATA: Bpnkape 116 onueia pe saer koyerido mRCC. Metd 1o PSM, o
apBudc petwdnke oe 74 (37 CM, 37 6i-CM). To duapeco OS yuoo CM kot 6x1-CM ftav
98,3 unvec kou 40,5 pnqveg avtiotorya (avaioyio kwvdvvov 0,24 95% CI 0,11-0,53 p
<0,001). To 6@erog and to OII Tov CM emPBePaiddnke oe gvvoikd ko evoldpeco IMDC
AL amovciale and to kakd IMDC. H opdda CM éhafe Arydtepo cuotnuotikn Oepameia
amd v opada ywpic CM. Aéka onpueia otnv opdada CM dev £xovv akoun Kopio EvoeEn
acBévelog (NED).

YYMIIEPAXMA: Metd v avtictoiyion ywo mv nikio, 1o ¢OAo kot to IMDC,
dwmotocapne Ott ot emmt®celg tov CM omv OS Kot HEWOVOLV TNV avAayKn Yo
ocvotnuatiky Oepaneia. H emBioon emPeformbnie yio 1o gvvoikd / evdidueco IMDC
oAAG Oyt Yo 10 koKO mpoyvwotikd poviédo tov IMDC. Ilegpartépo peAiéteg mov
ocvoyetiCovv to IMDC Kot TN HETACTOCTEKTOUN €ival amapoitnteg Yo TV kafodnynon

NG AYNG KAVIKOV OmoQaceEmV.

9. 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.

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,
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chromatin immunoprecipitation assay and luciferase report assay were applied for

mechanism dissection.

FINDINGS: 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/TEADL1 signaling, then TEAD1 altered Twistl expression at the transcriptional

level via directly binding to its promoter region.

INTERPRETATION: Our findings established that SH3BGRL2 performed as a tumor
suppressor and modulator via Hippo/TEAD1-Twistl signaling in ccRCC, and the
alteration of SH3BGRL2 could serve as a functional response biomarker of tumor

progression and metastasis in cCRCC.

To SH3BGRL2 avactéirel TV avdmwtodn Kol T1 RETAGTAGT TOV SLOVYOKVTTUPIKOV

KOPKIVORATOS TOV VEQPAOV PESO® Evepyomoineng s 000V hippo / TEAD1-Twistl

YKOIIOX : To 310wyoKuTTaptkd KopKiveopa Tov Kuttdpomv Tov veppav (ccRCC) elvar
plo omd TIg Mo O1ded0oUEVEG KAKONOEIEC OTOV KOGHO KOU 1 HETACTOCT TOL OYKOL
TOPOUEVEL O KVUPLOG AOYOoS vy v €EEMEN g vocov. Ta cvoowpevpéva otoryeia
detyvouv 611 to SH3BGRL2 pmopet va dwdpapatiost onpavtikd poro otnv tpoodo Tov
OyKkov Ko otn petdotacn. Qotoéco, o poAog tov SH3BGRL2 ot0 ¢ccRCC dev €yet

peretn el GLGTNUATIKG KO TOPOUEVEL OCAPNG.

ME®OAOI: H khvikn onpacio tov SH3BGRL2 a&oloynbnke pe Prominpopopiiég
avoAvoelg ko oelypata pikpoovototyiog totov (TMA). H éxepaocn SH3BGRL2
npocolopiotnke pe T pehBodovg RT-PCR, wmAidwon Western «xow ypaoon
avocoictoynueiog. H  xotaotodtikny emidpacn tov  Oykov tov  SH3BGRL2
Tpocdopiotnke TOGO pe in vitro 000 kot pe in vivo peiéteg. AweEnyOncav knAideg
Western, dokipacio  ovocoxkotafvbiong ypopativiig Kot SOKIHOGIo  avapopav

AOVGLPEPAOTC Y10 AVATOUT UNXAVICHLOD.

ANIOTEAEEMATA: To SH3BGRL2 ftov kpicyo ywoo v mpododo TG UETATTMOONG
emOnMov-peceyyvpotikng petdpoonc (EMT) kot yia ) petdotaon oe ccRCC. Kavika,

to SH3BGRL2 avayvopiomke o¢ aveEdptntog mpoyvooTtikog mapdyovtog yio acteveig
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pe ccRCC. Ta amotedéopato KEPOOLS KO AMMOAEWG AerTovpyiog VTOdNA®VOVY OTL TO
SH3BGRL2 Swadpapdrtice kaBoptotikdé poOAo GTOV TOAAUTAAGCIOUGUO TV KLTTAP®V, TN
HETOVAGTEVGN Kot TNV €l6foAn. Mnyaviotikd, Bpnkape 611 to SH3BGRL2 evipynoe wg
0YKOKOTOGTUATIKOC TTapdyoviag péocw onuatoddtong Hippo / TEADI, kot xotémv to
TEAUL] aAloiwoe v €ékgpacn Twistl o610 peTaypopikd emimedo pécw amevbeiog

GUVOEDNG LLE TNV TTEPLOYN TPOAYMDYOV.

EPMHNEIA: Ta svpnuatd pog kotédeiéov 0t 1o SH3BGRL2 dieénybn g katactoréag
Kot Slopopa™g dykov pécm onpotoddtnong Hippo / TEAD1-Twistl e ccRCC kou i
petafoin tov SH3BGRL2 0o pumopovoe vo ypnoipevost g Prodeiktng AELTovpyikng

amOKPLoNG TNS TPOOdOL TOV GYKOoL Kot NG petdotaons oe ccRCC.

10. 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.

PATIENTS 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 pT2aNO; 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.
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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

Empioon oclevov pe pn petostotikd kopkivopo veppikov kvttapov: Iog

petafnOnke n OvnopdtnTe AOY® KOPKIvov NETA OO VEPpPEKTOMT).

YKOITIOX: H v 6povg emPioon (CS) pmopel vo omoKaADYEL CNUAVTIKES OLOPOPES
ommv Bvnowdmra tov kapkivov (CSM) peta&d acbevav pe pn petaotatikd veppikd
Kuttapikd Kopkivopo (nmRCC). Avt) n perétn a&loddynoe v vd 0povg emiPiowon CS
cvppwva pe ta otad T ko N og acBeveic mov vrofAndnkav ce xepovpykn enépPoon

ywo nmRCC.

AXQOENEIX KAI MEO®OAOI: Zm Bdon dedopévaov SEER (2001-2015) evtoniomnkav
ohot ot acbBeveic pe nmRCC mov €haPav eite pepwkn eite plikn] veppektopn.
Extymnkov extipunoeic yopic CSM ocdppova pe tig katnyopieg T kot N Babuidov kot
vrnootpopdtov  (pT1aNO-pT4NO «kor pTanyNl) ot mwolvmapoyoviikd  HOvTEAQ

nodvdpounong Cox pe mpocappoyn yia fabpodc Fuhrman kot 16todoykd vrotono.

AINIOTEAEXEMATA: Zopowvo pe 11g opddeg T kot N otadiov kot vwoopddwv, ot
axoiovBotl acOeveic copumepNEOnkay ot perém: 35.966 (46.2%) pe acBévelo pT1aNO,
18,858 (24,2%) pe pT1bNO. 5,977 (7,7%) pe 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. ko 1,302 (1,7%)
pe pTanyN1. Ot vrd Oopovg ektyunoelg emPimong yopic CSM nrav 98,2% oe 1 €t10g
évavtt 98,0% oe 10 ypovia mapakorovOnong ywpic mepiototikd yio acbevelg pe voco
pT1aNO0, oe oyéon pe Vv opykn TN. AvVoTpOQMS, Ol eKTIUNGES mPimong ywpic
eEaptopevo and CSM ywpig xopriynon CSM ntav 55,8% oe 1 ypovo évavtt 77,9% oe 8
1POVia Tapakorlovdnong ywpic copPavta. H Bopd Adyw Bvnopodtntag nTav vynmAdtepn
oe acbeveig pe acBévein pT4NO / pTanyN1. e avalvoelg TaAvOpOUNONG TOALATADY
petafintov Cox, 10 otadwo T, o Pabudc Oykov kot 0 16TOAOYIKOG VLTOTOTOG
AVTITPOCAHOTEVAY  OVEEAPTNTOVS TPOYVOOTIKOVG TAPAYOVTEG, OAAL OEV EVIOMIGTIKOV

aAANAETIOpAOELS.

YYMIIEPAXMATA: To 014510 T0V OYKOL KOl TO VTOGTOTIKG TOL OVTUTPOCMOTELOVLY
e€apetikd  onuUovTKODS  KOBOPIGTIKOVG  Tapdyovteg NG TPOYVMOOoNG UETO  Omd

pakpoypovia tapakorovdnon yopic copPavra. Ot KatoyeypaUUEVES TOPATNPNOELS EXOVV
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otk onpacio yioo Tovg YoTpovug 0OV aQOopd TNV TAPOKOAOVONCT Kot TV Topoyn

GLUPBOVADY amd ToVG aobevelg

11.  Correlations between tumor-infiltrating and circulating lymphocyte

subpopulations in advanced renal cancer patients treated with nivolumab

PURPOSE : In clinical trials with immunotherapy, histological features such as tumor-
infiltrating lymphocytes (TILs) are investigated as potential predictive biomarkers, with
the limit of an outdated parameter for a typically dynamic element.

METHODS: This explorative study compared, in metastatic renal cell carcinoma
(mRCC) patients, basal pathological data about TILs on diagnostic histological specimens
with circulating lymphocyte subpopulations measured before and during therapy with

nivolumab.

RESULTS: Of 11 mRCC patients, 5 had low presence of TILs (L-TILs), 3 moderate
amount (M-TILs) and 3 high number (H-TILs). Overall, 8 patients had low intratumoral
pathological CD4+/CD8+ ratio (LIPR) <I and 3 cases high intratumoral pathological ratio
(HIPR) >2. Of 8 patients with LIPR, only 2 matched with low circulating CD4+/CD8+
ratio (LCR) <1; 5 had high circulating ratio (HCR) >2. All 3 cases with HIPR (>2)
conversely had LCR (<1). Circulating CD4+/CD8+ ratio remained unchanged during
therapy (mean -0.12 in 8 weeks). The respective percentage values of CD4+ and CD8+
circulating T cells also remained stable (variation 0%); the absolute value of CD4+ was
more likely to increase (mean +46.3/mma3); the level of CD8+ tended to slightly decrease
(mean -6.5/mm3). No correlation of lymphocyte subpopulations with treatment outcome
was found. Of note, we did not evidence correspondence between histopathological and
circulating findings in terms of T-lymphocyte subpopulations, also suggesting the

inconsistency of circulating data in terms of relative variations.

CONCLUSIONS: Considering the likely high dynamism of TILs, rebiopsy before
therapy might be proposed to assess the utility of TILs characterization for predictive

purpose. (www.actabiomedica.it).

Yvoyeticelg petafd vTonANfvop®@V AERPOKVTTAPOV TOV J1ELGOVOVY GE OYKOVS KL
KUKAOQOPOUV o 0.060eveic pe mpoyompnuévo veppikd Kapkivo mov vmoPfairlovror og

Ogpomeio pe nivolumab.
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YKOIIOX: Ze kKAMvikég O0KIUES e avoooBepameio, To IGTOAOYIKA YOPAKTPICTIKG OTMG
ta Aeppoxvttapa dieiocdvong Ooykwv (TIL) diepevvdvtar o¢ SuvnTikol TPOYVMOGTIKOL

Blodeikteg, Pe To 0Plo LG TOPOYNUEVIS TOPAUETPOV Y10, EVOL TUTTIKE OVVAUIKO GTOLYELO.

MEG®OAOI: Avt n depeuvnTikn HEAETN oLVEKPLvE, o€ 0aobevelc pe PeTOoTATIKO
Kapkivopa veppikov kuttdpwv (mRCC), Bacikd maboroywd dedopéva yuo tar TIL og
Oy VOOTIKA 16TOAOYIKE deiypota e VITOTANBVGHOVS KUKAOPOPOULVTI®MV AEUPOKVTTAPMV

oL LETPNONKOY TPV Kol Katd T dtdpkewa g Oepaneiog pe nivolumab.

AITOTEAEXMATA: An6 11 acBeveic pe mRCC, 5 giyav yapunin moapovcio TILs (L-
TILs), 3 pétpuog mocodmrag (M-TILs) ko 3 peydiov apiBuov (H-TILs). Zvvorwd, 8
acOeveig elyav yaunid Adyo evookapdiakng maboroyiag CD4 +/ CD8 + (LIPR) <1 xou 3
TEPMTMGES VYNNG moboroyikng avaroyiog evdoppaylaiog (HIPR) >2. And touvg 8
acBeveig pe LIPR, povo 2 avtistoryovcav pe Adyo youning kvkhoeopiog CD4 +/ CDS8 +
(LCR) <1. 5 &lxe vyndo Adyo kvkhopopiag (HCR) >2. Kot o1 3 teputmoeig pe HIPR (>2)
avtiotpopwg elyav LCR (<1). O Adyog kvklogopovvtog CD4 + / CD8 + mapéueive
apetdfintog kotd t Sdpkelo g Oepameiog (uécog dpog -0,12 oe 8 gfdouddeg). Ot
avtiotolyeg ekatootiaieg Tiwég tov Kuttapov T kvklopopovviov CD4 + ko CD8S +
napépevav eniong otabepéc (petaforn 0%). n ardivtn T tov CD4 + ftav mbavotepo
va ovénbet (pécog 0pog + 46,3 / mm3). 1o eninedo tov CDY + teivel va peidvetor erappd
(néoog Opog -6,5 / mm3). Aev Bpébnke cvoyétion LIOTANBLVGUOV AEUPOKLTTAP®Y LE
arotéleouo Oepaneioc. A&ilel va onuelwOel otL dev amodeiape v avtiotoryio petald
TOV  10TOTOOOAOYIKOV KOl TOV  KUKAOQPOPOOVI®OV EUPNUAT®OV OCOV  aQOpd  TOLG
vromAnBuopovg  T-AepPOKVLTTAP®V, VTOJEIKVOOVTOG E€MIONG TNV OCLVERELD  TOV

KUKAOQPOPOVLVTI®MV OEGOUEVAOV OGOV QUPOPA CYETIKES TOPOUALAYEC.

YXYMIIEPAXMATA: Aoappdvovtag vroyn tov mhovd vyniod dvvapoud tov TILS,
uropet va mpotadel avaPoyio mpv amd ™ Bepaneio yro va ekTiunOei n xpnopodTNTO TOL

yopaxtnpiopov tov TIL yio tpoinnticd okomod. (www.actabiomedica.it).

12. 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).
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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
(mm2) divided by the square of the body height (m2). We divided patients into two
groups based on the median PMI (409.64mm2/mz2).

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.

O yopnAoTEPOg 0YKOG TOV AOYOVOWOITI] BV GUGYETIGTNKE NE VO VYNAOTEPO TOGOGTO

VAOTPOTNG GE AVOPES NE OLUVYOKVTTUPIKO KOPKIVONRO VEQPIKOV KVTTAP®V.

YKOIIOX : H ocoapkomevia opiletar g €vag yapmAdg OYKOG OKEAETIKOV HLOV.
[Ipoécpateg PHEAETEG £XOVV OVOPEPEL OTL 1| COPKOTEVIO. GLUVOEETAL LE KAKT TPOYVMOOT GE
O1apopovg Kapkivovg. XKomdg avTng NG HEAETNG eivan 1 a&loAdynom g GuoyETiong
peta&h tov OyKov TOL Aayovowoitn pv Kot g emiPimong yopls emavepedvion oe

acbeveig pe Tomud kapkivopa veppikmv kuttdpwv (ccRCC).

MEG®OAOI: Xvvolkd, 316 apoevikoi acBeveig pe tomukd ccRCC mov vrofandnkav ce
pulikn veppektoun oto Yokohama City University Hospital (Yokohama, lamwvia) kot
oto Kévtpo Kapkivov Kanagawa (Yokohama, JAPAN) peta&d 2002 wor 2018
ovppeteiyov ot peAémn ovty. O deiktng psoas muscle (PMI) vmoloyiotnke
KOVOVIKOTOLOVTOG TNV TEPLOYN TOV Hu®V psoas otnv avtifetn mAevpd 0V OYKOL GE
afovikr CT, n omoia vroroyiotnke oto eminedo L4 (mm2) dtoipoduevo He TO TETPAY®VO
OV VYOLG copatog (m2). Awywpiocape tovg acbeveic oe 000 opddeg Pacetl Tov PEGOL

PMI (409,64mm?2 / m2).
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ANIOTEAEEMATA: H younAdtepn opddo PMI €oeile otoyn emiPioon yopic
enavepueavion (RFS) and v vynidtepn opdda PMI (p = 0,030). Avagpopikd e To SeTég
RFS, évag younAotepog PMI ftav €voc onuovtikdg mPOyVOOTIKOC TOPAYOVTOG TNG
vrotponnic (p = 0,022, avaroyio kivdvvov (HR): 2,306) kor pio moAvpetafAnti avaivon
amokaAvye 0Tt Eva youniotepo PMI (<dudpecog, p = 0,035, HR: 2.167) to péyebog tov
oykov> 4 cm (p = 0,044, HR: 2,341) kot to maBoroyikd otado> 2 (p <0,001, HR: 3,660)

nrav aveaptnrot mopdyovieg kKivovvou yua kakn RFS.

YYMIIEPAXMATA: H mopovcio capkomeviag (youniotepn PMI) Ppébnke o1
ovoyetileton pe Kok RFS oe apoevikovg acbeveic pe ccRCC. To PMI pmopetl va
YPNOEVCEL OG HETPO acbeveiog Kot pmopel va etvat ypnGIUO Yo T SUGTPOUATOGCT] TOV

TPOYVMSTIKOD Ktvdvvov 6to ccRCC.

13. Knockdown of miR-572 suppresses cell proliferation and promotes apoptosis
in renal cell carcinoma cells by targeting the NF2/Hippo signaling pathway.
Background: Renal cell carcinoma (RCC) is one of the most common types of cancer.
miR-572 has been proposed to be implicated in a number of human cancers, including
RCC. Nevertheless, the detailed functions and molecular mechanisms of miR-572 in RCC
have not been well illustrated.

Methods: gRT-PCR assay was used to assess the expression of miR-572 in RCC
specimens and cell lines. Loss-of-function experiments were carried out to explore the
effect of miR-572 on proliferation and apoptosis in 786-O cells. Predicted by TargetScan,
the interaction between miR-572 and neurofibromin 2 (NF2) was explored by dual-
luciferase reporter assay and western blot analysis. To investigate whether the regulatory
effect of miR-572 was mediated by NF2, 786-0 cells were transfected with anti-miR-572
alone, or together with si-NF2. After that, western blot assay was used to validate
whethermiR-572 regulated proliferation and apoptosis of the RCC cell line through
NF2/Hippo signaling.

Results: miR-572 expression was upregulated in RCC specimens and cell lines, and
miR-572 knockdown suppressed proliferation and enhanced apoptosis in 786-O cells.
miR-572 repressed NF2 expression by binding to NF2 mRNA 3'-UTR. Moreover, the
anti-miR-572-mediated regulatory effect on proliferation and apoptosis was abated by the
restoration of NF2 expression in RCC cells. Furthermore, miR-572 knockdown activated
NF2/Hippo signaling pathway in RCC cells.
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Conclusions: The regulatory effect of miR-572 on proliferation and apoptosis is mediated
through modulating NF2/Hippo signaling in RCC cell lines, providing a novel potential
strategy for RCC.

H xotootpopn Tov MIR-572 KoTOOTEALEL TOV KUTTOPIKO TOALOTAOGLOGHO KoL
TPOAYEL TNV OTOTTMOGT TOV KUPKIVIKOV KUVTTAPMV OTO VEQPOKVTTUPIKO KOPKIvONO

6TOYEVOVTOG TO povordTt onpatodotnong NF2/Hippo.

Iotopwké : To xopkivoua tov veppikdv kvttdpov (RCC) eivor évag amd toug
ovvnBéotepoug tomovg Kopkivov. To MIR-572 éyel mpotabei va gumiéketon oe Evov
aplBud avlponvov xopkivov, cvurepiropfavopévov tov RCC. Ilap '6Aa avtd, ot

Aemtopepeic Aettovpyiec Kot ot poprakoi unyavicpoi tov MiR-572 oto RCC dev éxovv

TEPLYPAPEL TANPWG,.

Mé00dor : H pébodog qRT-PCR ypnoyomomnke v v extipnon g €Kepacng Tov
MiR-572 oe deiypato. RCC kot kvttapikég oepéc. Aeénydnoav mepduata yio va
dtepevvnbet n emidpacn tov miR-572 otov moAlomiaciacpd Kot TV OTOTTOON GTO
kottopa 786-0O. Onwg mpoPrépdnke and to TargetScan, n aAAnAienidpaor petacd miR-
572 w1 vevpoproPpopivng 2 (NF2) diepevvinke pe tqv avéivon Dual Luciferase ko
Western blot analysis. T'wa va diepevvnfei katd ndéco 1 pvOuiotikny enidpoaon tov miR-572
ntov pecorafoovpevn amd 1o NF2, ta kdttapa 786-O StopoidvOnkov povo pe avii-miR-
572 M pali pe si-NF2. "Yotepo ypnowyonomnke mpoodopiopdg Western blot yio va
emkvpwhel o pvOloduevog molhamiacloopnog kot n anontwon s RCC kutrapikng

oepds péow g onuoatoddtong NF2 / Hippo.

Amnoteréopata : H ékppaon miR-572 avénonke oe deiypato RCC kot 6g kutTopicés
YPOUUES KOL 1] ATOVGI0 TOV KOTEGTEILE TOV TOAAATANGLOGUO Kol EVIGYVOE TNV OTOTTMOOT)
ota kuttapa 786-0. H miR-572 katactéAdel v ékppaon tov NF2 pe déopevon pe to 3'-
UTR mRNA tov NF2.EmmAéov, n mpoxoroduevn amd avti-MiR-572 puOuiotikn
EMIOPOOT) OTOV TOAAATANGLOGUO KOl GTNV ATONTMOON UEWMONKE e TNV ATOKATAGTAOT TNG
éxppoaong tov NF2 oe kbtropa RCC. EmimAéov, to miR-572 gvepyomoince to povomdrt

onpotoddtmong NF2 / Hippo og kdtrapa RCC.

Yvpnepdoporta @ H puBuctiky enidpaocn tov miR-572 otov mOALOTAAGIOGHO KoLl TV
amonTwon olapesolofeitan péow g dSopdpemong onuotoddotnong NF2 / Hippo oe
rKuttapikég oelpég RCC, mapéyovtag pio véa mbav oTpaTnyikn Yo TV OVILETOTION Kol

dwyeipron tov RCC.
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14. The Specific Magnetic Resonance Imaging Indicators in Predicting Clear-
Cell Renal Cell Carcinoma Metastatic to the Sinonasal Region.

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.

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 the
internal 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.

H ypion ™c¢ poyvntiky topoypo@io ywo. tnv mwpofreyn Tov OLVYOKVTTUPLKOD
VEPPIKO KOPKIVORATOS KOL 1)G RETAGTAGNS TOL GTNV PIVIKT KOLAGTNTO.

YKOIOX: Xxondg avtig G HEAETNG NTOV O TPOCIOPIGUOS TV YUPUKTNPICTIKMOV
YVOPICUAT®OV HOYyVNTIKNAG TOHOYPOPIOG TOV SoDYOKLTTOPIKOD KOpKivoy TmV veppdV (cc-
RCC) mov €yet kdvel PETACTOON OTNV PWVIKN KOWOTNTA, e Wwaitepn EUpoon ota

SLVOUIKE YOPOKTNPIGTIKAE TOV

MEG®OAOIL: Ta ocvpfotkd gopiuato HoyvnTikng topoypagiog 8 acBevov pe
otomaforoykd emiPePfaropévo petactactikd CC-RCC eéetdomray amd 2 axTivoAdyoud.
H opdda 8 acBevav pe opayyeiopo tpryocddv vrofAndnkav ce afovikn topoypagio

emiong.
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ANIOTEAEXMATA: Ot petactatikoi 6ykot tov €C-RCCs avanthybnkav otnv meployn
TOV VO TOLYDMOTOC, TOL 0TicBov NOUOEBOVE Kol GOALPOEIBOVS KOATOV KoL TNG PLVIKNG
Kootntag oe 2 acBevelc 10 kibe €va. Avtol ot Oykol Ntav Kadd oplofeTnuévol Kot M
péon péylot dudotactn Toug nTav 42 mm. H £viaon tov 6NHotog autdv Tov oALOIhGE®Y
NnTav iong o€ OAEC TIG OAAOLDCELS TPOS TO GTEAEXOC TOL EYKEPALOL Kot oTig dvo MR T1-
Kot T2-otabuopéveg sidvec. OAotl ol pHeTacTaTiKol OyKol ELPAVICAY VIOV ovATTLEN
otV evioyvuévn eikova T1.Ze 6 acBeveig evionioTnroy TOALATAGL KEVE KATA TNV pOT| TOV
acBevoig oto pnydvnuo. Xe 4 acbeveic aviyvedTNKe TEPIPEPELNKT KOGTN MG TPOG TOVG
oykovc. Ta petactatikd cc-RCC eppdvicay koumdin TIC tomov 4, mapduota pe ooty g
EC0MTEPIKNG apTNPlaG TNG KOPMTIONS EVM TO TPLYOEDN OLUAYYEIOUOTE 0150V KOUTOAN

TIC tomov 3 oe MRI duvapukng evicyvong.

YYMIIEPAXMATA: Mia vrepayysiokn pala pe 1o yopaktnpiotikd tomo 4 TIC oty
TEPLOYN TNG PLVIKNG KOIAOTNTOG LITAPYEL ) LEYAAN TOAVOTNTA VO SINADVEL LETAGTOOT) TOV

cc-RCC.

15. 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 1V

disease must be reevaluated.

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
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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).

CONCLUSION: 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.

Extetopévn PETOOTEKTON] TOV MAMOTOS Y0 HETAUGTACELS TOV VEQPOKVLTTUPLIKOV
KOPKIvov -véeg TTVYES 6€ TEPLOOOVS oTOYEVUEVN S Oepameiog : pio epmepia (povikg

oudpkelog Tave and Tpeic dekaeTiES.

YKOIIOX: [Tapd v elcaymyn| vE®V 6ToxeLUEVOV Bepaneidv o€ acheveic pe KapKivopo
VEQPPIK®OV KLTTAP®V TAPATNPOVVTIOL GLYVEG LETACTAGELS TAVTOYPOVA 1) KO 0PYOTEPQ )
NV EUEAVICT] TOL VEPPOKLTTAPIKOD KOPKIVOL (CUUTEPIAAUPOVOUEVOV TOV NTOTIKOV
Brafov) kot ennpedlovv onuavtikd v emPioon tov acbevav. Me v gcayoyn
GTOXEVUEVOV BEPOTELDY, MG OTOTEAEGUOTIKNG EVUALUKTIKNG ADGONG OTN YEPOVLPYIKN
eméuPoon, ot Oepoamevtikés oTpatnyYKES o1 vOco Tov otadiov IV mpémer va

emavekTiunfovv.

ME®OAOI: Tlpokertor yoo avadpopkn avdivon 40 acBevov mov vmoPfAndnkav ot
NmaTikn extopr] wotoroyikd emPePoaropévav petactacewv RCC oto dpoud pog petald

Ampidiov 1993 ka1 Armpirhiov 2017.

AINIOTEAEEMATA: To duwomuo HETAED VEQPEKTOUNG Yo KOPKIVOUL VEQPIK®OV
KUTTAp®V Kol MTATIKNG petactacektoung nrav 44,0 punveg (3,3-278,5). Awéniydnoav
EKTOWEG MTTOTOG O1POPETIKOV ekTtdoewv. H péon moaparxorovdnon firav 37,8 punqveg (0,5-
286,5). H vmotponr tov dykov petd omd EKTOUN TOV NTOTIKOV UETACTAGE®MV EMNADE G
19 acBeveic pe amotédeopa pe HEGO ypovikd ddotnpa eniPimong xwpig v vOGo va ftav
ot 16,2 upveg (0,7-265,1) ko1 n puéon ovvolikn| emniimon vo frov ot 37,8 unveg (0,5-
286,5). H avdAivon moAlomAdv peTaPANTOV ovayvoplioe TV ektour] ¢ aveEdptnto
Tapdyovta. Kivovvov yia v enifioon yopig v acBévein p = 0,043 wor p = 0,001
avtiotorya). ‘Eva peyoAvtepo odotnua HETAED TNG VEPPEKTOUNG KOU TNG MRATIKNG
HETOOTACEKTOUNG  avayvopiotnke ¢ ave€dptntog ONUOVTIKOS TPOCTATELTIKOG

mopdyovtag yw ) ocvvoAlkn emBimon (p <0.001). Ot acBeveig mov vrmoPfdriiovion ce
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LETOCTOCTEKTONY] HETA TNV €160y®YN Tov sunitinib otv Evponn to 2006 (n = 15)
TOPOVGIOCOYV CMUOVTIKA HEYOADTEPT GLVOMKY emiPimon (45,2 (9,1-111,0) évavt 27,5

(0,5-286,52) ufveg otnv mponyovuevn exoyn, p = 0,038).

YYMIIEPAXMA: H nrotiky] HETOOTAGTEKTOUN, CUUTEPIAAUPOVOUEVOV TOV UEYAA®V
KOl EKTETOUEVOV EKTOUNCEWV, O 0obeveic pHe HETAOTATIKO KOPKIVOUO VEQPIKMV
Kuttdpwv umopel vo mpayuotomombel pe ac@dreln kKot Umopel vo OELKOAVVEL TN
poxkportpoBeoun emPioon. Adym NG ONUAVTIKNAG vOoNnpOTNTAG KOl TG avénuévng
Bvnoottog, TPETEL Vo avTIOGTAOUIGTOOV Ol SLOTUNUOTIKEG EKTOUES GE OYEOT UE GAAEG

EMAOYEC, OmwG M oToY00eTIEVN BEpameia.

16. Effects of autophage on the proliferation and apoptosis of clear cell renal
carcinoma 786-0 cells.

OBJECTIVE: Autophagy plays important roles in tumor occurrence and development.
The present study aimed to investigate the association between autophagy and apoptosis
in clear cell renal carcinoma cells (ccRCCs).

METHODS: Atg7-overexpressing and -knockdown RCC 786-0O cells (pLenti6.3-ATG7
and sh-ATG7-2 Iv) were established using lentiviral transfection and interference shRNA.
pLenti6.3-GFP and sh-scramb-con Iv were used as controls. Cells were cultured in
medium with or without the apoptosis inhibitor Z-VAD-FMK. Cell apoptosis were
detected by flow cytometry. Cell proliferation was determined by MTT assay. Expression

of apoptotic pathway proteins was measured by Western blot.

RESULTS: The apoptosis rate of Z-VAD-FMK-treated cells was significantly decreased
compared with untreated cells (P < 0.05). However, no significant difference in the
apoptosis rate was detected among cell groups with different autophage level. The Z-
VAD-FMK treatment induced significant changes in apoptosis rate in all cell groups, but
only slightly changed the cell proliferation. When cell apoptosis were inhibited by Z-
VAD-FMK, the cell viability in pLenti6.3-ATG7 group was significantly reduced
compared with 786-O control (P < 0.05), whereas the cell viability in sh-ATG7-2 Iv was
significantly enhanced (P < 0.05) indicating that cell proliferation was closely associated
with the level of autophage. The expression of caspase proteins in pLenti6.3-ATG7 was

significantly higher compared with sh-ATG7-2 Iv group (P < 0.05).
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CONCLUSION: autophagy and apoptosis are independent processes of PCD in human
ccRCC 786-0 cells. Autophagy is the main type of PCD and may be closely associated
with apoptosis through the classical death receptor, mitochondria and endoplasmic

reticulum apoptosis pathway.

Emopdoseig TS avto@ayiog 6TOV TOALUTANGLAGRO KOl TV ATOTTMON TOV KVTTAP®V

786-0O 1oV 010VYOKVTTUPIKOD VEPPIKOD KOPKIVONOTOG,

YKOITIOX: H avtopayio mailet onpovtikods poOAOLG TNV EUOAVIOT] Kol OVATTLEN TOV
oykov. H mapovca peAétn oT1oyevel o1 OlEPELVNON TNG OCLOYETIONG HETAED TNg

AVTOPOYIOG Kol TNG AMONTOGNG GE KOTTAPO, TOL SLOVYOKVTTAPIKOD KOPKIVoL.

ME®OAOI: Anuovpyndnkav kotrapo RCC 786-0 (pLenti6.3-ATG7 ko sh-ATG7-2 v)
1e vepekPpaoelg Atg7 ypnoponoldvrag extporvven kot Topeporr; sShRNA. pLenti6.3-
GFP «xau sh-scramb-con 1v ypnoporombnkav og péptopes. Ta kdTTopa kKoAlepyhonkov
€ HEGO pe M ywpig tov avoaotoréa andntwons Z-VAD-FMK. H kutrapikr| andntwon
aviyvebnke pe kottapopeTpio pong. O TOALATAAGIOGUOG TOV KVTTAP®OV TPOGOI0PIGTNKE
pe mpoodopopd MTT. H ékppaon Tov amontoTik®dv TpoTeivdy 0000 Letprdnke pe

pébodo kniidowong Western.

AIMOTEAEXEMATA: O pvBuog andmtwong tov enclepyacuévav pe Z-VAD-FMK
KUTTOPMOV NTOV CNUOVTIKA LEIWUEVOS G GUYKPIoN Ue To U enegepyacsuéva kottapa (P
<0,05). Qotoc0o, kapio onuovtikn OPopd 6To PLOUO ATOTTOONG OEV AVIXVELTNKE
HETOED TMV KLTTOPIKAOV OUAO®V HE OpopeTIKO eminedo avtoeayiag. H Oepaneio pe Z-
VAD-FMK mpoxdiece onuovtikéc PETOPOAEC otV TaOTNTO OMOTTMONG O OAEC TIG
KUTTOPIKEG OPAOES, AL UOVO eAa@pd HETEPOAE TOV TOALATAAGIOCUO TOV KLTTAP®V.
Otov 1 kuttapikn omdéntoon avactéAietor amd to Z-VAD-FMK, 1n xvtropikn
Brocywomra omv oudda pLenti6.3-ATG7 peuddnke onuoavtikd ce cOykpion pHe TOV
éleyyo 786-0 (P <0.05), evod n Prwoyotnta tov kuttdpov oto sh-ATG7-2 v ftav
onuavtikd evioyvpévn (P <0,05) mov deiyvel 0Tt 0 TOALUTAAGIOCUOS TOV KLTTAP®Y NTOV
oTeVO oLVOEdEUEVOC e TO emimedo avtogayiag. H ékepaon tov mpoteivdv oto
pLenti6.3-ATG7 ftov onuoviik@ vyniotepn ce ocvykplon pe Ty oudda sh-ATG7-2 Iv (P
<0.05).

YYMIIEPAXMA: n avtogayio kol 1 amontwon eivon aveEdptreg diepyacieg PCD og

avOpomiva ccRCC 786-0O xkottapa. H avtogayia kot o kuprog tomog PCD pmopodv va
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CYETICTOVV HE TNV avuToayio. HEcw Tov vrodoyéa Bavdtov , pEcwm TV HITOXOVOPimV

OAAG KOt TOV EVOOTAAGHOTOD SIKTVOV OTOTTMOOTG.

17. Musashil promotes tumor metastasis and is a prognostic marker for renal

carcinoma.

BACKGROUND: Musashil (MSI1) has been reported to be involved in cancer
development and progression. The biologic role of MSI1 in renal cell carcinoma (RCC),

however, remains unknown.

METHODS: Expression of MSI1 in normal kidney cells and kidney cancer cells were
measured by real-time PCR. In addition, MSI1 expression in 20 paired kidney cancer and
non-cancerous tissues were quantified using real-time PCR. Furthermore, the expression
of MSI1 in 115 kidney cancer samples was detected to analyze the correlations between
MSI1 expression and the clinicopathological features of RCC patients. The biological
function of MSI1 on tumor cell invasion and migration were explored through wound

healing and transwell migration assays

RESULTS: MSI1 was significantly upregulated in renal cancer cells and tissues
compared with normal kidney cells and tissues. High levels of MSI1 were positively
associated with tumor stage (P=0.002) and distant metastasis (P=0.013) of RCC patients.
Patients with higher MSI1 expression had a significantly poorer overall and recurrence-
free survival time (P=0.019 and P=0.012, respectively) than patients with low MSI1
expression. Multivariate analysis showed that MSI1 overexpression was an independent
prognostic indicator (P=0.009 and P=0.015, respectively) for the survival of RCC

patients. Ablation of MSI1 inhibited the invasion and metastasis of renal cancer cells.

CONCLUSION: Our results suggest that MSI1 expression is upregulated in RCC, and
that MSI1 plays an important role in promoting cell invasion and metastasis of RCC.

H npoTeivy Musashil wpodysl TV HETAGTOGEL TOV OYKOV Kol ATOTEAEL H10YVOGTIKO
OEIKTY Y10 TOV KOPKIVO TOV VEQPOV.

YKOIOX : H npwteivn Musashil (MSI1) €yet avoapepbel 0T1 gpmiékeTon otnv ovanTuén
Kot €EEMEN tov Kopkivov. O Proroyikdg porog g MSII oto kopkivopo veEQPIK®V
kuttdpov (RCC), ootdco, mapopével AyvmoTtog. Xkomdg €ival 1 YVOOTOTOINGT TOL

BloAoyucod g poAov.
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ME®OAOI: H ékppaocn ™ MSIl ce @uotoloyikd veppikd KOTTopo Kol KOTTOPO
KapKivov veppov petpndnke pe PCR og mpaypatikd ypoévo. Emmdéov, n ékppaon MSI1
oe 20 QUQITAELPOVE  KOPKIVOUG  VEQPPOL KOl GE€ U1 KOPKIVIKOOG  16TOVG
mocotikomomOnkav ypnoponoiwvroag PCR og mpaypoticod ypdvo. EmmAéov, n €kppaon
g MSII og 115 delypoata kapkivov TV veppmdv oviyvedbnke yuo. va avoAdCEL TIG
ovoyetioelg petald g éxepaong MSIT kot TV KAVIKOTaBoAOYIKGOV YOPAKTNPICTIKMV
tov acBevov ue RCC. H Proroyikn Aettovpyion g MSI1 eni g €ioPoing ko tng
UETOVAGTEVLGNG TOV KLTTAPW®V TOV OYK®V O1EPELVNONKE HEGM TPOGOIOPICUDYV EMOVAMONG

TANYOV Kol LETOVAGTEVGNG, YpNolporotdvTas v uébodo Transwell.

AINIOTEAEEMATA: H MSI1 av&nfnke onuovtikd 6 veQpikd KopKIviKe KOTTapo Kot
1GTOVG GULYKPITIKA LE TO QUOLOAOYIKE VEQPIKE KOTTOPO KOl TOLG 16ToVS. To vymAd
enineda MSI1 cvoyetiotnkoy Oetikd pe to otddto Tov 6ykov (P = 0,002) Kot TV pokpvn
petaotaon (P = 0,013) tov acBevov pe RCC. Ot acBeveig pe vynidtepn éxepacn g
MSI1 mopovciocav onpavtikd youniotepo ypdvo emPimong yopic eraveppdvion (P =
0,019 xon P = 0,012, avtictoya) ce oyéom pe acbevelg pe younir éxepoon MSIL.
[ToAoamloclootiky avdivon €5eie Ott M vrepékeppaocn MSI1 frav  avedptnrog
mpoyvwotikog deiktmg (P = 0,009 kau P = 0,015, avtictorya) yio v emPioon tov
aclevav pe RCC. H apaipeon meg MSI1 avéoteile v €ioPorr] Ko T peTdoTOoN

VEPPIKOV KOPKIVIKOV KUTTAP®V.

YYMIIEPAXMATA : To omotehéopotd pog vmodeikvoovv 0Tt 1 ékgppacn MSIL
avéavetal 6to RCC kot 1 mpoteivn avt) mailel onpoviikd poro otov va Tpodyst v

KuTTOPIKY €I6POAN aALd Ko petdotaon tov RCC.

18. Real-world evidence on first-line treatment for metastatic renal cell
carcinoma with non-clear cell and sarcomatoid histologies: are sunitinib and

pazopanib interchangeable?

INTRODUCTION: Non-clear cell renal cell carcinoma (nccRCC) and sarcomatoid renal
cell carcinoma (sSRCC) are underrepresented in clinical trials. Treatment approaches are
frequently extrapolated from data of clear cell renal cell carcinoma, in which pazopanib is
non-inferior to sunitinib. We aim to compare the effectiveness of first-line sunitinib and

pazopanib for nccRCC and sRCC.

METHODS: We evaluated a retrospective cohort of patients with metastatic nccRCC and
SRCC treated with first-line sunitinib or pazopanib at an academic cancer centre. Overall
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survival (OS), progression-free survival (PFS) and response rate were measured. Kaplan-
Meier and log-rank analyses were used for time-to-event data. Cox regression was used

for prognostic factors.

RESULTS: Fifty-three patients were included; 16 (30.1%) treated with sunitinib and 37
(69.9%) with pazopanib. Forty-six (86.8%) patients had nccRCC and 7 (13.2%) had
SRCC. The majority had intermediate or poor International Metastatic Renal-Cell
Carcinoma Database Consortium risk (93%).Median PFS was 6.6 months with sunitinib
and 4.9 months with pazopanib (HR 1.75; P = 0.078). Treatment with pazopanib was
associated with inferior OS in comparison with sunitinib (median OS: 30.4 months versus
8.7 months; HR 2.71, 95% CI 1.31-5.58, P = 0.007). These results were confirmed in
subgroup analysis of patients with papillary, chromophobe and MiT family translocation
histologies (median OS: 38.7 months versus 14.7 months; HR 3.16, 95% CI 1.20-8.29, P
= 0.019). Unclassified and sarcomatoid histologies had inferior OS (median: 6.9 and 1.1

months, respectively) regardless of the treatment used.

CONCLUSION: In this patient cohort, pazopanib was associated with inferior OS in
comparison with sunitinib for metastatic nccRCC. Larger trials are ideally warranted to

confirm these results.

[paypotikd otoyeio oyetikd pe v TPOTN @Qhon Oepomeiog 6TO0 NETUGTOTIKO
VEPPIKO KOPKIVORG GE PN 100y KOTTOPU OTMG KOl 6€ KOTTUPO. NE GUPKOUATOELO

LOTOLOYIKA YOpaKTNPIGTIKG : €ivan To Sunitinib kot To pazopanib eveilaipa?

YKOIOX: ' to un-dtowyég Kuttopkd kapkivopo veppik®v kuttdpov (nccRCC) kot
TO0 COPKOHOTMOOEG KopKivopa veppikdv kuttdpov (SRCC) dev éyovv yivel apketéc
KMvikég dokipég. Ov mpooeyyioelg Ogpameiog ocvyvd eEdyovv dedopéva amd 1O
VEQPPOKLTTOPIKO KOpKivopo 610 0moio To pazopanib dgv ivat kotdtepo omd To sunitinib.
X1630G pag glvar vo. cuykpivovpe Ty amoteAespoTikOTTa Tov Sunitinib ko pazopanib

v nccRCC ko sRCC.

MEGOOAOI: A&wloyndnke ot peletmOnke 1o 10T0pkd 0achevdv HE HETACTOTIKO
nccRCC kot sRCC mov éhafav Oepameio pe sunitinib. H cvvolikr emiPimon (OS), N
emBioon yopic e&EMén (PFS) kot n cuyvomta avtamodxpiong petpndnkav. Ot avoAdoelg
Kaplan-Meier kot log-rank ypnoyomombnkav yia to dedouévo ypdvov-yeyovotog. H

peAétn g maAvdpdunong Cox ypnoiomomdnKe yio TpoyvmGTIKOC TapAyOoVTaG.
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ANIOTEAEEMATA: Zvurnepuihednkav 53 acBeveig. 16 (30,1%) mov éhafav Bepameia
pe sunitinib kot 37 (69,9%) pe to pazopanib. Xoapdvta £&1 (86,8%) acOeveic eiyav
nccRCC kot 7 (13,2%) elyav sRCC. H péom tyun PFS frav 6,6 pnveg pe sunitinib kot 4,9
unveg pe pazopanib (HR 1,75, P = 0,078). H Oepancio pe pazopanib cvoyetiotnke pe
Katdtepo OS o€ chykpion pe to sunitinib (Sidpecog OS: 30,4 punveg évavte 8,7 puiveg, HR
2,71, 95% CI 1,31-5,58, P = 0,007). Avtd ta oamoteAéopata emPefordOnkav otnv
avAAVOT VTOOUAdWV 0COEVAOV HE 10TOPIKO KAPKIVOUATOS VEQEPOL YpoUOPofov Kot
InAddovc. (dtdpecog OS: 38,7 unqveg évavtt 14,7 unvov, HR 3,16, 95% CI 1,20-8,29, P =
0,019). Ta un to&wounuéva Kol GOPKOUOTOEWN €101 VEPPIKOL KopKivov elyov
youniotepo OS (dtdpeon: 6,9 kot 1,1 pnqveg avtiotorya) ave&dptnto ond T Bepaneia

OV XPNGLOTOM|ONKE.

YYMIIEPAXMA: Zg¢ ovtyv v ouddo oacBevov, to pazopanib cvoyetiotnke pe
katotepo OS oe ovykplon pe to sunitinib ywoo petactatikd nccRCC. Ilepioodtepeg

SOKIUES TpEmeL vaL Yivouy dote va emPeParmbBodv avtd to amoteAécaTaL.

19. MiR-935 Promotes Clear Cell Renal Cell Carcinoma Migration and Invasion
by Targeting IREB2.

PURPOSE: Clear cell renal cell carcinoma (ccRCC) has the highest rate of metastasis
and invasion in RCC and is the third most common adult urinary malignancy. miRNA
may serve a critical role in human cancer development and progression, has been
confirmed to play a pivotal role in RCC cell invasion and migration. Since miR-935 had
been verified to be an oncogene or tumor suppressor in various cancers, the role of

miR-935 in RCC was unclear.

METHODS: Real-time quantitative polymerase chain reaction (qQRT-PCR) was used to
verify miR-935 expression. CCK-8 assay, wound healing assay and transwell assay were
used to investigate the cell proliferation, migration and invasion of miR-935. Receiver
operating characteristic (ROC) curve analysis was applied to discriminate different
clinical classifications. Gain or loss of function approaches were used to investigate the
cell proliferation, migration and invasion of miR-935 in vitro. Bioinformatics analysis and

dual-luciferase reporter assay were used to identify the target of miR-935.

RESULTS: MIiR-935 had a higher expression level in RCC cells and cancer tissues.
MiR-935 mimics promoted cell proliferation, migration and invasion, and miR-935

inhibitor inhibited cell inhibit malignancy of cancer cells. Bioinformatics analysis and
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dual-luciferase reporter assay identified iron-responsive element-binding protein 2
(IREB2) as a direct target of miR-935. gRT-PCR showed IREB2 expression was
downregulated in ccRCC cancer tissues and high IREB2 expression had a longer overall
survival (OS) and disease-free survival (DFS). Silencing IREB2 could reverse the

function of miR-935 inhibitor on cell proliferation and metastasis in renal cancer cells.

CONCLUSION: The study indicated that miR-935 may act as an oncomiRNA and
influenced migration and invasion progress of ccRCC by targeting IREB2. Oncogene

miR-935 may be a molecular marker and uncover new strategies for ccRCC.

To MiR-935 mpowBei TV pETAOTHGN TOV SLOVYOKVTTUPIKOD KOPKIVOUATOS TOV

VEQPIKOV KVTTAPO®V 6ToYEV0VTAS TNV TpoTeivi) IREB2.

YKOIIOX: To dtavyokuttoptkd kapkivopa tov veppikodv kuttdpov (ccRCC) €xet tov
vynAotepo pvbud petdotaong kot dombnong oto RCC kot eivan m Tpitn mo kown
oporoyikn mabnon evniikowv. To miRNA pmopel va gumnpetnoet évav kpiciuo poAo
otV ovartuén kot e£EMEN Tov KopKivov tov veEPov €xetl emPeformbel 0T mailet
KEVIPIKO pOlo otnv dmbnon kot petavdotevon towv kuttdpwv RCC. Enedn to miR-935
elye emPePormbel 6T NTOV 0YKOYOVO 1 KATAGTOAENS OYK®V GE O18QPOPOVS KOpKivovs, O

porog Tov miR-935 oto RCC ftav acaenc.

MEG®OAOI: Xpnowonomdnke mOGOTIKY] 0GAVCIO®TY] 0VvTIOPOON TOALUEPAONG OF
mpaypotikd xpovo (QRT-PCR) ya v emainBevon g ékppaocng miR-935. H aviyvevon
CCK-8 , n pétpnon g emodrimone tov TANy®dv O0nmg emiong kot 1 dokur Transwell
YPNOLOTOMONKAY Y10 TN SEPEVVIOT TOV TOAAATAACIOGHOV, TG LETAVAGTELONG KOl TNG
dmOntwoTog tov miR-935. Xpnowonombnke avédAvon KoOUmOANG YOPAKTNPICTIKMOV
Aertovpyiog (ROC) vy 1w  OKplon  SlOQOPETIKOV  KAMVIKOV — TOEWVOUNGEMV.
XpnowyomomOnkav tpoceyyicelg avénong 1 andAElog Aettovpyiog yio T O1EPELVNOT TOL
TOMOTAOCIAGHOD TOV KLTTAP®V, TNG HETOVAGTEVOTG Kol TG €16POANG Tov MmiR-935 in
vitro. H avdivon pe v Pondela g PromAnpopopikng kot 1 dokur Dual-Luciferase

YPNOLOTOMONKOV Y10 TNV TOVTOTOINGN TOL 6TOYOL TG MIR-935

AITOTEAEXMATA: To MiR-935 eiye vynAdtepo eninedo Ekppaong o€ kotrapa RCC
Kol Kopkwvikovg 1otovc. H mpwteivn avty ppeiton ovcieg mov mpodyovv 1OV
TOALOTTAOCIIGUO TOV KVTTAP®V, TN UETOVACTELON Kol TNV €WGPOAN KOL O OVOCTOAENS
MIiR-935 avéoTele TV KLTTAPIKY AVOGTOAN TNG KAKONOEWG TOV KOPKIVIKOV KUTTAPMV.

H avdivon pe ) ypnon g Prominpogopikng kabmg kot 1 dual-luciferase avogopd
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TaVTOTOINCAV TV TPOTEIVI 2 oL deopevel To ototyeio Tov ownpov (IREB2) wg dueco
o1dyo tov miR-935. H qRT-PCR £d¢1&e o611 6tav 1 IREB2 ftav younAn og KopKivikovg
16to0¢ ccRCC ko 1 vymAn IREB2 eiye peyoivtepn emiPioon (OS) ko emPimon ywpig
acBévelo (DFS). H xaunAn noocdtnta IREB2 0o pumopodoe va avactpéyel ) Aettovpyio
oV ovootoAéa miR-935 otov mOAOTANGIOGHO TOV KLTTAP®Y Kol TN HETACTOON GTO

VEPPIKA KOPKIVIKA KOTTOPO.

YYMIIEPAXMA: H perém £€dei&e 6t 10 miR-935 pmopel va dpdost g oncomiRNA
Kol vo emmpedoel v e£EMEN TG petavdotevong kKol tng ombnong tov ccRCC
otoyevovtog 1o IREB2. To oykoyovidio MiR-935 umopei va gival £vag poptakog deiktng

KOl VO OTOKOADYEL VEES GTPOTNYIKES Yo TNV dtayeipnon Ttov CCRCC.

20. The De Ritis (Aspartate Transaminase/Alanine Transaminase) Ratio as a
Prognosticator in Patients With End-stage Renal Disease-associated Renal Cell
Carcinoma.

PURPOSE : The aspartate transaminase (AST)/alanine transaminase (ALT) ratio (ie, the
De Ritis ratio) is associated with prognosis in some types of cancers including renal cell
carcinoma (RCC). Meanwhile, an effective prognosticator for end-stage renal disease
(ESRD)-associated RCC remains unknown. Thus, we investigated the prognostic impact
of the AST/ALT ratio in patients with ESRD-associated RCC.

PATIENTS AND METHODS: We retrospectively evaluated 243 patients receiving
radical nephrectomy for nonmetastatic ESRD-associated RCC. The patients were divided
according to the cutoff value of preoperative AST/ALT ratio. Prognostic factors

associated with cancer-specific survival (CSS) after radical nephrectomy were analyzed.

RESULTS: The maximum Youden index showed that the cutoff value of the AST/ALT
ratio was 1.42. The high AST/ALT ratio group (> 1.42; n = 88) had a significantly shorter
10-year CSS than the low AST/ALT ratio group (64.3% vs. 87.2%; P = .0027).
Multivariate analysis revealed that the AST/ALT ratio was an independent prognostic
factor of CSS (hazard ratio [HR], 3.03; P =.0020), together with serum C-reactive protein
level (HR, 4.84; P <.0001), pathologic stage (HR, 2.79; P = .0030), and tumor grade (HR,
7.08; P = .0087). Based on these independent factors, the patients were further classified
into 3 groups: low (0-1 factor), intermediate (2 factors), and high risk (3-4 factors). The
10-year CSS in the high-risk group was significantly shorter than that of the other groups
(68.9% vs. 70.9% vs. 94.4%; P <.0001).
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CONCLUSION: The AST/ALT ratio can aid in the risk classification of patients with
ESRD-associated RCC.

H oavoloyia De Ritis , onhadf Tto 7NAiKo GGTUPTIKIG TPOUVORLVAGIS /aAOvViviig
TPOVOHIVAGTNS , OOV TPOYVOOTIKOS Tapdyovtos oe aoleveic pe tEMKO 6TAO10

VEQPIKOV 0.00EVELOV GYETILONEVOV IE TO VEQPOKVTTUPIKO KUPKIVONOL.

YKOIIOX : H avaloyia acmaptikng tpavoapuvacons (AST) / tpavoapivéong aravivig
(ALT) (dniaon n avoroyia De Ritis) oyetiCeton pe v npodyvmon 6€ HEPIKOVS THTOVG
Kapkivov, courepthapfavouévonv tov Kapkivov tov veppikdv kuttdpov (RCC). Ev to
HETAED, £vag AmOTELEGHOTIKOC TPOYVOGTIKOC mapdyovtog yio Tnv RCC mov oyetiCeton pe
™ veepikn voco telkoy otadiov (ESRD) mapapével dyvootoc. ‘Etol, epevviinke m
TpoyvwoTikn enidpaon g avaroyiog AST / ALT og acBeveig pe RCC mov oyetileton pe
ESRD.

AXQOENEIX KAI MEOOAOI: AZwloynoape avadpoutkd 243 acbeveig mov lafav
plikn veppektoun vy pn-petactotikd RCC mov oyetiCetor pe 1o ESRD. O acBeveig
YOpIoTNKAY COLPOVO, LE TNV T ATOKOTNG NG TTpoeyxelpnTikng avoroyiog AST / ALT.
O mpoyvmotikol mapdyovieg mov oyetilovrol pe v €W0KN Yy Tov kapkivo emPimon

(CSS) petd amd plikn ve@pekToun ovoAvonKay.

AIIOTEAEXEMATA: O péywotog deiktng Youden €0ei&e Ot M T OMOKOMNG TNG
avoroyloag AST / ALT frav 1,42. H opdda acBevav pe vynin avaroyio AST / ALT (=
1,42 - n = 88) &iye onuoavtikd pkpdtepn 10t CSS amd v opdda aclevov pe avaroyio
AST / ALT (64,3% évavtt 87,2%, P = 0,0027). H moAvmapayovtiky aviAvcn amokgivye
o0tL 0 Aoyog AST / ALT mrav évag ave&aptntog mpoyvmotikds mapdyoviag CSS (Adyog
kwdvvov [HR], 3.03, P = .0020), pali pe 1o eninedo g mpwteivng opov C (HR, 4.84, P
<.0001) (HR, 2,79, P = 0,0030) kor Bobuov 6yxov (HR, 7,08, P = 0,0087). Me Bdon
avtovg Toug avedptnrovg mapdyovieg, ot acBeveic taivopunnkav mepoitépw oe 3
opddeg: younin (0-1 mapdyovtag), evotbpeon (2 mapdyovieg) kot vYNA0D Kvovvov (3-4
napdyovteg). To dexaetég CSS otnv opddo vYNAODH KvOHVOL NTAV CTUOVTIKA HKPATEPO

amd aVTo TV AAA®V opddmVv (68.9% évavtt 70.9% évavtt 94.4%, P <.0001).

YYMIIEPAXMA: O Adyoc AST / ALT pmopel va Bondnoet oty ta&vounon Kivohvoo

tov acevav pe RCC mov oyetileton pe to ESRD.
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21. 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.

MTERIALS 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.

H mopovoio 6100Y0KVTTOPIKOD KOPKIVORATOS TOVTOYPOVE NE 0OLOPOPOTOINTN

MTOGAPKMNA : | ava@opa evog acBevoig kar 1 Pifplioypa@iki] avackonnon.

YKOIIOX : H mopovcio TOAATAGY TPOTOYEVOV KOKONOWV VEOTAACUATOV dgv €lval
ocvyvn aALd av&dvetar oe cuyvotta epedvions. Opopéva amd avtd oyetiCovion pe
YeVETIKG cOVdpopa 6nwg to cuvdpopo von Hippel-Lindau kot to ovvdpopo Li-Fraumeni.
To odwpopomomuévo Amocdpkopa givor €vog amd TOVG GTOVIOTEPOVS OYKOVLS TMV

HOAOKOV HOopimV Kol TO Ol0LYEC KLTTOPIKO VEQPIKO Kapkivopa eival o cuyvotePOg
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KopKivog veppov. H cuvakorlovdn mapovsio avtdv tov 0yKmv givol eEalpetikd ondvia.
Qot600, £xovv avagepbel PEPIKES TEPMTAOCELS. AVOQEPOVUE IO EVOLAPEPOLGA
mepimtwon €vOog aoBevodg pe GUYYPOVOVG TOAAATAOVG TPMOTOTAOES OYKOUG Tov
ToPoVctalovy €va TOAD oTdvio AMTOGAPKMOUO TOL GYETICETAL HE KOPKIVOUO VEQPIKOV
KUTTOp®V (o ToAD omdvia cvoyétion). Mia emokomnon g PifAoypapiog Kot o

GLALOYT TAPOLOLOV TEPUTTOCEMY TOV ONUOGLEVONKOV TPONYOLUEVMG TOPEYOVTOL ETIOTG.

YAIKA KAI MEOOAOI : Avagépovpe o mepintmon evog 62xpovou 16TavOoemvon
dvopa mov mopovcioce oto dpvud pog por palo apleTEPOy UNPoL cvuPaty e
ATOJPOPOTOUNUEVO  ATOCEPKMOUO GUYYPOVIGUEVO UE HETACTOTIKO Ol0VYOKVTTAPIKO
veppkd kapkivopa. TToAlamAiég Bepaneieg yopnyndnkay xopig amdKpion, Le TEPOULTEP®
petactotikd peracynpatiopd. H yevetwkn avaivon pe vypn Poyio €dei&e kdmoteg
HeTOALAEES TTOV dev Ntav emippeneig oe otoxevuévn Bepancio. Tnv emoyn g £kBeomng
avtng, o acfevig voeiotatol TAPNYOPNTIKY Oy®YN EMEWN 1 U OVIOTOKPIVOUEVT

LETAGTOTIKT TOV 00OEVELD EMUEVEL.

YYMIIEPAXMA : Ilopovcidlovpe tv mpotn avaeepbeico mepintmon ocagpoig
KUTTOPIKOD VEQPPIKOD KOPKIVOUATOG GLYXPOVAOS LE OTOJOPOPOTOINIUEVO ATOGAPKMLLOL
evog Gxpov. H ovoyétion peta&d tov KopKivou ToV VEQPIKOV KLTTAP®V Kol TOL
MTOGApKOUE TOL  Omodl@OopoTOMUEVOL  glval  acuvnBoTn Kot VEApyovv  Adyeg
Biproypagpikég avapopés. Tlepiocdtepn Epevva oyeTikd pe avtodg Tovg OYKOLG Hali pe
veveTwkée efetdoelg mpémel va yivel vy vo emdwwyfel koAdtepn koTovomon g

BepeMddovg BAcnS 0TS TS OTAVING CLGYETIONC.
22.  Sunitinib Rechallenge in Patients With Metastatic Renal Cell Carcinoma.

PURPOSE : Sunitinib has been the standard of care for patients with metastatic renal cell
carcinoma (mMRCC). However, nearly all patients will eventually develop resistance.
Before the introduction of novel agents, few treatment options remained after sunitinib
failure. Sunitinib rechallenge is a strategy based on the presumption that resistance might
be only temporary. The aim of this analysis was to evaluate the efficacy and safety of

sunitinib rechallenge in patients with mRCC.

PATIENTS AND METHODS: Patients who had undergone sunitinib rechallenge (SU2)
at the Medical University of Vienna from 2010 to 2017 were identified for the present
retrospective study. The primary endpoint was the treatment duration with rechallenge
(TDSU2). The secondary endpoints included the treatment duration with upfront sunitinib
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(TDSUL), progression-free survival (PFSSU1 and PFSSU2), overall survival (OSSU1 and
OSSU2), the objective response rate in both settings (ORRSU1 and ORRSU2), and

toxicity.

RESULTS: A total of 31 patients were eligible. The median TDSU2 was 7.2 months, and
the median TDSU1 was 17.8 months. The median OSSU1 and OSSU2 was 57.9 months
and 14.7 months, respectively. The median PFSSU1 and PFSSU2 was 14.2 months and
5.6 months, respectively. The ORRSUL and ORRSU2 was 34% and 16%, and another
48% and 42% achieved stable disease (SD), respectively. Fatigue and hypertension were

the most common adverse events.

CONCLUSIONS: Sunitinib rechallenge appears to benefit patients in later treatment
lines. With the abundance of novel treatment options available, this approach might
appear less relevant. However, novel agents are not yet available everywhere. Thus,
sunitinib rechallenge could be an additional strategy to improve the outcomes of patients
with mRCC.

H enavoloppavopevn Oepomeios acBev@v mov maoyovvy om0 PETAGTATIKO

VEQPOKVTTUPIKO KapKivopa, pe to Sunitinib.

YKOIIOX : To sunitinib amotehel mpdtumo @povtidag yio acOeveic pe HETACTOTIKO
kapkivopo veppikov kuttdpov (mRCC). Qo1660, oyeddv 6Aot ot acheveic telkd O
avontoéovv avtictaon oto eappoko ovtd. Ilpv and v ewcaywyn véov mTapayovioy,
Myeg emhoyéc Oepamelag mapépevov  pPeTd TNV amotvyion ¢  sunitinib. H
enavorapPavopevn Oepameio pe Sunitinib elvar o otpatnyiky] mwov Paciletor oto
TEKUNPLO OTL 1) OVTIOTAOT UTOPEL va glvarl HOVO TPOGMPIVY]. XKOTAS VTG THG OVAALGNG
NTav 1 aEOAOYNON TNG OTOTEAECUATIKOTNTOG KoL TNG ACPAAELNS TNG ETOVOALUPOVOUEVNC

Oepamneiog pe sunitinib oe acBeveic pe mRCC

AXOENEIX KAI MEO@OAOI: Ot acbeveic mov giyav vroPAndel o emavalopfovopevn
Bepamneio pe sunitinib (SU2) oto latpwd [Mavemotiwo g Biévvng and to 2010 émg t0
2017 evromiomnkayv yio TNV mopovco avadpoutkn pHeAétn. To koplo telkd onueio nTav
oapkela g Bepamneiog pe emoavorpdsinyn (TDSU2). Ta devtepevovia teMKd onueio
neprelapPavav m dbpkela g Oepameiog pe v avénon tov sunitinib (TDSU1), v
emPioon yopig e&éMén (PFSSUL xar PFSSU2), ™ ocvvolikn emPiowon (OSSUL ko
OSSU2), v avtikepevikn avtamokpion kot otig dvo puBuicelc (ORRSUT kot ORRSU2)

KoL TNV To&IKOTNTA.
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ANIOTEAEXMATA: Zvuvohikd 31 acBeveig emiéyOnkav. H didpeon tiun TDSU2 frav
7,2 uqveg ko m dtdpeon Ty TDSUL fArav 17,8 uiveg. To ddpueco OSSUT ko OSSU2
nrav 57,9 unveg ko 14,7 unveg avtiotoryo. H diapeon tyu PFSSU1T ko PFSSU2 ftav
14,2 pfveg xou 5,6 unveg avtiotorya. To ORRSUI kot to ORRSU2 Ntav 34% ko 16%,
eved dAla 48% kot 42% métuyov otabepn acBévela (SD), avtictorya. H kémwon ko M

VIEPTOOT) NTAV O1 O GLYVEG AVETBVUNTEG TAPEVEPYELEC.

YYMIIEPAXMATA: H enovolapPavopevn Oepomeio pe sunitinib @aivetor vo o@elel
acbeveic oe petayevéotepa otdda Bepaneidv. Me v aebovia Tov dbéciuov vénv
DepamEVTIKOV EMAOY®V, T TPOGEYYIOT OLTH UTOPEl VO QOIVETOL ALYOTEPO GYETIKN.
Qo1660, o1 véeg péBodot dev givar axdun dtabésipot mavtov. ‘Etot, n emavaiapPoavopevn
Oepaneio pe sunitinib Bo pmopovce va amoteAécel po TpdGOeTn GTPATNYIKY Yoo T

BeAtioon Ttov anotedecpdtov tov aclevav pe mRCC.

23. Prognostic Values of TIGAR Expression and 18F-FDG PET/CT in Clear Cell
Renal Cell Carcinoma.

PURPOSE: Evaluation of 18F-FDG accumulation using PET/CT is an potential imaging
biomarker to reflect tumor metabolic burdens and to help predict prognosis in renal cell
carcinoma (RCC). p53-induced glycolysis and apoptosis regulator (TIGAR) is a protein
regulates glycolytic activity and glucose metabolism. The deregulated TIGAR expression
has been associated with tumorigenesis and poor disease prognosis in several cancers. The
purpose of this study is to evaluate the impact of the TIGAR expression and the maximum
standardized uptake value (SUVmax) of 18F-FDG PET/CT on survival for patients with
clear cell RCC.

Methods: A total of 62 patients with confirmed clear cell RCC were included in this
retrospective study. The TIGAR expression of tumors were determined through
immunohistochemistry staining. The SUVmax of clear cell RCC lesions were assessed
using 18F-FDG PET/CT. The impact of TIGAR expression and SUVmax on overall
survival was evaluated by the Cox proportional hazards model and the Kaplan-Meier
survival analysis.

Results: Increased TIGAR staining was associated in clear cell RCC patients with older
age, venous tumor thrombus, or increased SUVmax. A positive correlation was found
between TIGAR expression and SUVmax in patients (r=0.396, P=0.001). Patients with
positive TIGAR expression had a decreased overall survival time than those with negative

TIGAR expression. The overall survival time was significantly shorter in patients with

86



high SUVmax (>5.25) compared with those with low SUVmax (<5.25). SUVmax and
Fuhrman grade were identified as independent prognostic factors in clear cell RCC.
Patients with high SUVmax (>5.25) and positive TIGAR expression were associated with
a worse disease prognosis.

H npoyvootikny ofic m™c ékgpaong TIGAR ko 18F-FDG PET / CT o¢
OLOVYOKVTTUPIKO VEQPPIKO KAPKIVONQ.

YKOIIOX : H a&ordynon ¢ cvocmpevong 18F-FDG ypnopwonowwvtag PET / CT eivar
€vag OLVOLIKOG PlodeikTng OmEKOVIONC Yo VO, OVTIKOTOTTPILEL TO PETOPOAIKO PopTio TOV
OyKoL ®oTe vo fondncel oty TPOYVMOOT TOV KVTTAPIKOD veppikol Kapkivouatog (RCC).
H p53 , mov puBuiler v yAvkdAvorn kobog kot emiong eivor kot pvOuotg g
arontwons (TIGAR) , etvar pia mpoteivn mov puBuilet ) yAvkoAvtiky| dpactnplotnTo
Kot 1o petoforopd g yhvkding. H amophBuon mg ékppaong TIGAR €yxel cuoyetiotel
HE TNV OYKOYEVEGT KOl TNV KOKN TPOYVMOOT TNG VOGOV GE OPKETOVS KAPKIVOLG. XKOTOG
NG Topovoag HeAETNG etvan 1 a&loddynon g enidpaong g ékepaong TIGAR kot g
pEYIoTG TVmOTOMUEVNG TS Ttpdoinyng (SUVmMax) tov 18F-FDG PET / CT omv
emPioon achevav pe dSoyoKLTTOPIKO VEQPIKO KOpKIvmLLa.

MEG®OAOI : Zvvolkd 62 acbBeveic pe emPefaiopévo So00yoKLTTOPIKO VEQPPIKO
Kapkivouo couteptAnenkay ce avtv v avoadpoptkr| perétn. H ékppaon TIGAR tov
Oykwv mpocdlopionke pe ypwon avocoictoynueics. H SUVmax tov acBeveidv tov
dwwyovg kvttapov RCC a&oroyndnke ypnoiponowwvroag 18F-FDG PET / CT. H
enidopaon g Ekppaong TIGAR kot g SUVmax ot cvuvoAikn emPimon extiundnke pe
T0 povtédo avoroyikol kivdbvov Cox kot 1 emiPioon avadbOnke pe to poviélo Kaplan-
Meier.

AIIOTEAEEMATA : Avénuévn ypoon  TIGAR ovoyetiotke oe acBevelg pe
dwwyokvttapwkd RCC pe peyordtepn niio, Opdupo oAefikod oykov 1 avénuévo
SUVmax. 'Eywe Oeticny ovoyétion petald g éxppaong TIGAR kot ¢ SUVmax og
acBeveic (r = 0,396, P = 0,001). Ot acBeveig pe Betucn éxppaon TIGAR elyav peiopévo
ouvolMkO ypévo emPiowong and avtovg pe apvnriky €kppacn TIGAR. O cvvoAikdc
1POVoG emBimong Nrav onuovtikd pikpodtepog o acbeveic pe vymdd SUVmax (> 5,25)
oe ovykplon pe toug acBeveic pe younAn SUVmax (<5,25). Ot BaBpoi SUVmax kot
Fuhrman tavtoromfnkav og aveEdptnTol TpoyvmoTikol Tapdyovies o€ dlavyn KOTTOpO
RCC. Acbeveic pe vynin éxepaon SUVmax (> 5,25) wkor Oetikn ékppaon TIGAR

GLGYETIOTNKAV LE YEPOTEPT] TPAYVWOGT TNG 0CHEVELNGS.

87



YYMIIEPAXMA : H ékgpaon tov TIGAR cvoyetiCeton onpavtikd pe to SUVMax oto
drovyokvtrapikd RCC. H cuvdvacuévn yprion g éxepaonc TIGAR kot 18F-FDG PET /
CT pmopet vo mapdoyel mpocHeteg mANPoeopieg Yoo TNV UETOPOAIKY] KOTAGTOON NG

YALKOING TOL OYKOV Ko TNV TPOYVMOSN NG vocov og acbeveig pe dtavyokvttapikd RCC.

24, Dietary Patterns in Italy and the Risk of Renal Cell Carcinoma.
PURPOSE : Conclusive evidence on foods, nutrients, or dietary patterns and the risk of
renal cell carcinoma (RCC) is lacking in the literature. The purpose of this study is to

create some content about this stuff.

METHODS: We considered data from an Italian hospital-based case-control study
(1992-2004) on 767 incident RCC cases and 1534 controls. A posteriori dietary patterns
were identified by applying principal component factor analysis on 28 nutrients derived
from a 78-item food-frequency questionnaire. We estimated the odds ratios (ORs) of RCC
and corresponding 95% confidence intervals (Cls) for each quartile category (compared to
the lowest one) using conditional multiple logistic regression models providing

adjustment for major confounding factors.

RESULTS: We identified four dietary patterns, named "Animal products”, "Starch-rich",
"Vitamins and fiber", and "Cooking oils and dressings". Higher intakes of the "Starch-
rich" pattern were positively associated with RCC risk (OR = 1.38, 95% CI: 1.04-1.82 for
the highest quartile, p = 0.018). The association was inverse with the "Cooking oils and
dressings" pattern (OR = 0.61, 95% CI: 0.47-0.80, p < 0.001), whereas no association was

found with "Animal products" and "Vitamins and fiber" patterns.

CONCLUSIONS: Higher intakes of starch-related foods may increase RCC risk,

whereas consumption of olive and seed oils may favorably influence RCC risk.

AwTpo@kd potvma otV ITorio Kol KivOUVeg VEQPOKVTTUPLKOD KUPKIVONOTOG.
YKOITOX : Agv vrépyovv apkeTd PAIOYPAQIKE CUUTEPACLATO CYETIKA LLE TO TPOPLLLA,
To OPENTIKA GLOTATIKA M TO SOTPOPIKA TPOTLTAL KOl TOV KIvOLVO KOPKIVOL VEPPIKMV
kuttdpov (RCC). Zkomodg eivor n BAoypaikn avacKOTNoN LEPIKDV.

MEQOOAOI: Efetdomrav dedopévo amd ItolMkd voookopeio 6to ypovikd dSdotnuo
1992-2004 mov Paciomkav ce 767 mepurtoelg nepiotatikddv RCC kot 1534 ghéyyoug
ov €ywvav. Ot €K TOV VOTEPOV SATPOPIKES GLVIOELES EVTOTIGTNKAY [E TNV avAAvoT 28

DpENTIKOV GLGTATIKOV ATO EPOTNUATOAOYIO 78 EPOTNCEMV GYETIKA HE TO TPOPILO TOV
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KotavaA®voy Kot Ty ovyvotnta. Yroloyicape toug deikteg mbavotrag (RCs) tov RCC
KOl T0 avTioTO0 SGTHHOTO EUTIGTOSVVIG 95% Yo KGBe Kotnyoplo ¥pNGULOTOLOVTOG
HOVTEAQ TTOAAOTANGC AOYIKNG TAAVOPOUNONS , VTTO OPOVG, TOV TPOGAPLOLAV TOLG KHPLOLG

TOPAYOVTEG GUYYVONG.

ANIOTEAEXMATA: Evtonicape técoepa S10tpo@ikd TpdTuma e TIG €ENG OVOUOGTES -
Zowka mpotovta”, "TThovowa oe duvro", "Brtauiveg kot tveg”, kot "Addio poyeipikng kot
oditoec”. Ta droua mov avikovv oto dwatpoeikd mpotvmo "ITAovow oe Guvro”
ocvoyetiomkav Oetikd pe tov kivovvo RCC (OR = 1,38, 95% CI: 1,04-1,82 ywo 1o
vynAoTEPO TeTapTUOpLo, p = 0,018). H ocvoyétion Ntav avtioctpoen pe tO0 TPOTLTO
"Addw payeipikng kot gmoécpovg” (OR = 0,61, 95% CI: 0,47-0,80, p <0,001), evd dev

Bpétnke cvoyétion pe ta poviéda "Zowd tpoidvia” ko "Biropiveg kot tveg".

YYMIIEPAXMATA: H vynAdtepn mpocinymn apvAovyov Tpogipmv pumopel vo avénocet
tov kivovvo RCC, evd 1 Kotavahoon gLaoAdd0L Kot ALDV QUTIKOV glaiov umopel va

gvvonoet v epeavion RCC.

25. Prognostic Significance of Inflammation-associated Blood Cell Markers in

Nonmetastatic Clear Cell Renal Cell Carcinoma

OBJECTIVES: Our objective was to evaluate the effect of the neutrophil/lymphocyte
ratio (NLR), platelet/lymphocyte ratio (PLR), lymphocyte/monocyte ratio (LMR), and red
blood cell distribution width (RDW) on the survival outcomes of nonmetastatic clear cell

renal cell carcinoma (ccRCC).

RESULTS: A total of 687 patients had undergone nephrectomy. The optimal cutoffs for
NLR, PLR, LMR, and RDW were 3.3, 210, 2.4, and 14.3%, respectively. The NLR, PLR,
LMR, and RDW were significantly associated with a larger pathologic tumor size, and
stage, more aggressive Fuhrman grade, and the presence of tumor necrosis. After
adjusting for age, baseline Eastern Cooperative Oncology Group, pathologic tumor and
nodal stage, and Fuhrman grade, only PLR remained an independent prognostic marker
for both cancer-specific survival (hazard ratio, 2.69; 95% confidence interval, 1.36-5.33;
P =.004) and overall survival (hazard ratio, 2.19; 95% confidence interval, 1.36-3.50; P =
.001). When the PLR was included with the Leibovich score and University of California,
Los Angeles, integrated staging system, the Harrell's c-index increased from 0.854 to
0.876 and 0.751 to 0.810, respectively, for cancer-specific survival at 5 years after
nephrectomy. When risk stratified by the Leibovich risk group and UCLA integrated
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staging system, PLR was a significant prognostic factor only within the intermediate- to
high-risk groups.

MATERIALS AND METHODS: We accessed our single-center, urologic-oncologic
registry to extract the data for patients who had undergone nephrectomy for nonmetastatic
ccRCC. The optimal cutoff for these markers was determined using X-tile software, and

survival analyses using Cox regression were performed.

CONCLUSIONS: PLR is a robust prognostic marker in nonmetastatic ccRCC that
clearly outperforms other inflammatory indexes in those who had undergone
nephrectomy. However, its prognostic effect was limited in the low-risk category of
ccRCC.

[Ipoyvootikn onpocioc TOV KUTTEPOV OV Gipotos Mg Ocikteg oyeTiCopevol e

QLEYROVES OTO N1 HETUCTATIKO VEQPOKVTTUPIKO KapKivopa.

YTOXOX: O otdéyoc pog NTav vo a&loAoyfoovpe Tny emidpacr Tov AOGYOL TV
ovdetepdPA®V / Aepporvttdpov (NLR), Tov Adyov tov arponetoliov / AEUPoKLTTApOV
(PLR), tov Adyov tmv Agppokvttdpwv / povokvttidpov (LMR) kot tov mhdtovg

Katavouns tov epufpav apocpapiov (RDW) kapkiveoua veppikdv kuttapav (ccRCC).

YAIKA KAI MEQO®OAOI: Emotpéyope o©t0 HOVOOIKO KEVIPO  OVPOAOYIKAOV-
OYKOAOYIK®V UNTPO®V Y1 va e&arydryovpe ta 0edopéva. Yo acBeveic mov giyav virofinOet
o veppektoun v un petaoctotikd ccRCC. H dpiot amopdveon avtodv Tov SEIKTOV
TPOGOIOPIGTNKE YPNOUOTOUDVTOG AOYIoHKO X-tile kot mpaypotomromOnKay avaAvcelg

TOL XPOVOVL EMPIOONG AVTOV TOV SEIKTOV YPNOIULOTOLDVTIC TV avdAvon CoX regression.

ATTOTEAEXEMATA: Xvvolkd 687 oacOeveic elyav vmoPAnbel oe veppektoun. Ot
Bértioteg amoxomés ywoo NLR, PLR, LMR ot RDW nrav 3,3, 210, 2,4 ko 14,3%
avtiototrya. Ta NLR, PLR, LMR ka1t RDW cvuoyetictnray onpovtikd e Evo HeyaAvtepo
péyebog maboloyuod Oykov kol 6tadlo, mo embetikoi katd Fuhrman kou pe v
TOPOVGio VEKPOONG 6ToV 0YKo. MeTd TV Tpocapproyn Katd nAtkia, Katd otddlo OyKov,
katd Babud Fuhrman povo to PLR mapéueve aveEaptntog mpoyveoTtikdc deiktng 10c0
v TV emiPioon mov oyetileton pe Tov kapkivo (avaroyio kvdvvov 2,69, 95% ddotnua
eumotoovvng 1,36-5,33, P = 0,004) kot t cvvolikn emBioon (avaroyio kvdvvov, 2,19,
dtdotnua gpumotoovvng 95%, 1,36-3,50, P = 0,001). Otav 1o PLR cvunepianednke pe to

oeiktn Leibovich kot to IMavemotmiuo mg Koipdpviag, 10 0AOKANp®UEVO GOGTNUO
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oTad0moinong Tov 0yKoL katd Aog AvtleAeg o deiktng ¢ tov Harrell av&nonie and 0.854
o€ 0.876 ko1 0.751 o€ 0.810, avtictoya, yio emPimon €01KN Yo TOV KapKivo o€ 5 ypdvia
petd tn veppektopr]. Otav o kivduvog NTav GTASIOTOMUEVOS omd TNV OpAda KvoHvou
Leibovich kot amd to ohokAnpwpévo cvotnua otadtonoinong UCLA, to PLR ftav évag
ONUAVTIKOG Tapdyovtag mpdyveons HOVo evidc Tov opddmv evolduecov 1 vyniov

Kvovvov.

YYMIIEPAXMATA: To PLR e&ivon évag 1oyvupOdg TPoyvmoTikOg OEIKTNG ©TO Un
petactotikd ccRCC mov Eemepvd codg GALOLS PAEYUOVAOIELS OEIKTEG GE (TOUM TTOV
€yovv vVrooTel veppektopr). QoTOCO, 1 TPOYVMOGTIKN TOV EMIOPACN NTOV TEPLOPICUEVN

otV Katnyopia youniot kivovvov tov ccRCC.

26. MSRB3 promotes the progression of clear cell renal cell carcinoma via

regulating endoplasmic reticulum stress.

OBJECTIVE: Renal cancer represents about 3 % of all human cancers. Clear cell renal
cell carcinoma (ccRCC) is the main type of renal cancer. Methionine sulfoxide reductase
B3 (MSRB3) is a protein repair enzyme that specifically catalyzes the reduction of
methionine-R-sulfoxide residues and has an antioxidant function. However, MSRB3's role
in ccRCC is still obscure. The present study will attempt to understand the association of
MSRB3 with ccRCC.

METHODS: Immunohistochemical staining and Real-time PCR were used to compare
the expression level of MSRB3 in ccRCC tissues and adjacent tissues. Western blot was
used to detect the expression of MSRB3 in cell lines. Chi-square test were applied to
evaluate the potential of MSRB3 to function as a cancer biomarker. RNA interference was
used to inhibit MSRB3 expression in ccRCC cells, followed by detecting cell
proliferation, apoptosis, migration and invasion. The markers of endoplasmic reticulum

stress were then detected by western blot.

RESULTS: In this study, we validated that MSRB3 was significantly up-regulated in
ccRCC samples and cell lines. It was also demonstrated that the up-regulation of MSRB3
was associated with several clinicopathologic features. Knockdown of MSRB3
remarkably arrested the proliferation, migration and invasion, while promoted apoptosis,

and induced the changes of markers of endoplasmic reticulum stress.
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CONCLUSION: In conclusion, we demonstrated that MSRB3 was an oncogene of
ccRCC associated with patients' pathological characteristics and modulated endoplasmic

reticulum stress of cancer cells.

To MSRB3 mtpoayel v £€MEN d0VYOKVTTUPLKOD VEQPIKOD KUPKIVONUTOS HECH TG

L POPPMONG TNG TIEGNS GTO EVOOTAUGUATIKO OIKTVO TOV KLTTAPOVL.

YTOXOX : To davyokvtTopikd kapkivopo arotelel mepimov to 3% TOL GLVOLOL TV
avOpomvov kapkivav. To dtavyokuttapikd veepikd kapkivopa (ccRCC) givarl o kuprog
TOMOG Kapkivov Tov veppov. H avaywydon covieotewdiov pebeiovivng B3 (MSRB3)
elvan éva évlopo emdopbwong mpwteiving 10 omoio KataAvel tn pelwon VITOAEWUATOV
pebetovivng-R-covdpoetdiov kat £xel avTlo&edmTikn Asttovpyio. Qotd6c0, 0 pOAOC TOV
MSRB3 oto ¢ccRCC mapapével acapng péxpt otryune. Xmv mopovca Epevva Ha yivel
mpoondOeln KoTavonong g ovvoeong tov MSRB3 pe to drowyokvttapikd Kapkivopa

VEQPOV.

MEQ®OAOI: XpnowonomOnkav avocoictoynukn ypmon kot PCR wpaypatikov ypdévov
v va. cuykpdel to eminedo éxppaong tov MSRB3 ce 16t00¢ ccRCC kot yertovikong
otovg. H pébodoc Western blot ypnoporombnke yuo tnv aviyvevon g £kepacng tov
MSRB3 oce kvttapikég dopés. AeEnybnoav dokiuég Chi-square yoo va a&lohoynOei n
ovvatdtra oo MSRB3 va Asttovpynoet g Prodeiktng kapkivov. H mapepfoir; RNA
ypnowonomdnke yww v avactoAd] g €kepacns MSRB3 oe ccRCC «itropa,
akoAlovBovpevn amd aviyvevorn TOALATAAGIOCILOD KVTTAP®V, OTOTTMONG, LETOAVAGTEVOTG
Kol €10PoAng. Ot dgikteg TG TAGNG TOL EVOTANGCUOTIKOD OIKTVOL oviyvevdnkav otn

ouvvéyelo pe v teyvikn Western blot.

ANIOTEAEEMATA: ¢ ovt) t perém emPefordoope mog avéndnke onUovikd to
MSRB3 o¢ deiypata ccRCC kot o€ kuttapikés dopéc. Emiong, anodeiybnke 611 avénon
g pvOuong tov MSRB3 cuoyetiotnke pe apketd KAVIKOTOOHOAOYIKA YOPAKTPIOTIKA.
H anmovcio MSRB3 peimoe a&loonpeimto ov TOAATAAGIOGHO, TN HETAVACTELGT KOL TV
EIGPOM TOV KOPKWVIKAOV KLTTAP®V TPomBdVTaG TopdAANAQ TNV omoOmTOo! Kot

TPOKAAEGE TIG LETOPOAEG TOV OEIKTMV TLEGNG TOL EVOOTAAGLLATIKOD SIKTOOV.

YYMIIEPAXMA: Xvunepacpoatikd, anodsi&ope 61t To MSRB3 ftav éva oykoyovidio
tov ccRCC mov oyetileton pe ta mwaBoroywd YopakTNPoTIKG TV 0cBevdv Kot

OLOLOPPMVEL TNV THEGN GTO EVOOTAAGHATIKO SIKTLO TOV KOPKIVIKOV KLTTAP®V.
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27. Does Bone-targeted Therapy Benefit Patients with Metastatic Renal Cell

Carcinoma?

OBJECTIVE: In metastatic renal cell carcinoma (mRCC), the bone is the second most
common site of metastasis and is associated with increased morbidity and poorer quality
of life. Bone-targeted therapies (BTTs) such as denosumab and zoledronic acid may
prevent skeletal-related events (SREs). However, the benefit of BTTs in combination with
tyrosine kinase inhibitors (TKIs) remains unclear so we will try to find if a connection

exists.

METHODS: We performed a retrospective chart review at the Urologic Cancer Centre
for Research and Innovation. Patients with mRCC were included if they had bone
metastases treated with TKIs between 2010 and 2017. Our primary outcome was overall
survival (OS), defined as the time elapsed from clinical diagnosis of mRCC to death, and
modelled using the Kaplan-Meier method. Secondary outcomes included the median time
to SRE and the analysis of prognostic factors of OS using Cox proportional hazards

regression.

RESULTS: In total, 230 patients with mRCC were identified; of which, 46 had bone
metastases treated with TKIs and were included in the study (TKI-only, n = 37; TKI +
BTT, n = 9). In the TKI + BTT cohort, patients received either denosumab (n = 5) or
zoledronic acid (n = 4). At the time of analysis, 63% of patients were deceased. We
observed an OS trend favouring the TKI + BTT cohort (13.8 months [95% confidence
interval {Cl}: 12.3-15.2] vs. 29.6 months [95% CI: 7.2-51.9], hazard ratio [HR]: 1.66
(95% CI: 0.62-4.45), P = 0.31). When patients in the TKI + BTT cohort were stratified by
type of therapy (denosumab or zoledronic acid), the median time to SRE was similar
between the groups (4.2 months [95% CI. 2.28-6.14] vs. 2.2 months [95% CI: not
available], P = 0.71]. On univariate or multivariate analysis, it was found that age, gender,
comorbidities, International metastatic RCC database consortium (IMDC) prognostic
group and pathologic tumour grade were not significant predictors of worse OS.
Pathologic stage 3 or 4 was an independent predictor of worse OS (HR: 5.8, 95% CI:
1.41-24.03, P = 0.015).

CONCLUSION: BTTs may have a continued role in the era of targeted therapy and

immunotherapy. Further prospective data are required to validate our findings.
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Q@ehel TOvg 000evEIG PE PETACTATIKO VEQPOKVTTUPIKO KOPKIVONA 1] EGTIOAGUEVY GTO

oota Ogpameia;

YKOIIOX : 1o petactotikd Kapkivopo veppik®v kuttdpov (mRCC), 1o 0otd givon 1
dgvtepn mo cvvnOouévn TEPLOYN UETAOTOONG Kol oxetiletarl pe avEnpévn voonpotnta
Kot @ty mototnto {wnc. Ot Bepaneieg mov oToxevOVYV GTO 0GTA OMWS TO PAPUAKO
denosumab ka1 to zoledronic acid umopodv va mpoAdfovv emikivovvee yio. Ta. 00TA
kataotdoelg (SRES). Qot6c0, 10 69eroc twv BTT o cuvdvacud pe toug avaoToleig
Kwaong tvpocivng (TKIs) moapapével acoeéc y avtd oty mapodoo peAétn Oa

TpooTadnGovE va. fpovpe HETOED TOVG GUVOEDT.

MEG®OAOI: TIpoyloTomomoope o ovOOPOUIKT OVOGKOTNGOT YPOENUATOV  GTO
Ovporoywd Kévipo Kapkivov yun ‘Epevva kot Kowvotopia. Ot acBeveig pe mRCC
ocoumepteAnedncay epdcov giyav peTactdoelg oto 0otd ot omoiot glyav vroPAndel og
Bepaneia pe TKI peta&y 2010 kot 2017. To kVpro amotéresia fTav 1 GLVOALKN emPimon
(OS), m ov opiletar wg o xpodVoOg ToL TEPAGE amd TNV KAWIKY ddyveon Tov mRCC péypt
Bavdtov kot povteAomomnke pe T pébodo Kaplan-Meier. Ta dgvtepgvovia
amoteléopato mepleAdpPfoavay tov ddpueco ypdévo oto SRE kar v oavdivorn twv
TPOYVAOGTIKMV TOPAYOVIMV TOV AELTOVPYIKOD GUGTILOTOS XPTCLLOTOLDOVTOS THV OVOLymYN

TOV AVOAOYIKOV Kvohvev Cox.

AINIOTEAEEMATA: Zvvolkd, evtoniomnkav 230 acBeveig pe mRCC. And Tov onoiovg
ot 46 elyav petaotdoglg oto ootd ,  vmoPAnOnkav oe ayoyn pe TKI ko
ocounepM@Onkav otn perétn (povo yo TKI, n = 37, TKI + BTT, n = 9). Ztnv opdda
TKI + BTT, ot acBeveig érafav eite denosumab (n = 5) eite zoledronic acid (n = 4). Katd
T0 POVO NG avidivong, 1o 63% tov acBevov mébave. [apatnpnoaue pa tdon OS mov
gvvoovoe v opdda TKI + BTT (13,8 punveg [95% CI: 12,3-15,2] évavtt 29,6 punvov
[95% CI: 7,2-51,9], Aoyog kwvdvvov [HR]: 1,66 % CI: 0,62-4,45), P = 0,31). Otav ot
acOeveic omv opdda tov TKI + BTT katnyopromomOnkav xoatd tomo Oepomeiog
(denosumab 1 zoledronic acid), o pécog ypdvoc oto SRE Mrav mapdpotog petald tomv
ouddwv (4,2 uveg [95% CI: 2,28-6,14] évavtt 2,2 unveg [95% Ze o povopetafinti 1
TOALTOPAYOVTIKY]  avéAvor Owmiotddnke 6Tt 1 NAklok) mAkio, 10 @OAO, Ol
ovvvoonpPOTNTES, N Kotnyoplonoinon ot Pdon dedouévov (IMDC) kot o maboAdyikog

Babuog Tov OyKov dev NTOV GNUOVTIKOL TPOYVMOOTIKOT TapdyovTes yio To xepotepo OS.
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10 oTdo10 3 N 4 frav aveEapTnNToc MTPOYVMSTIKOG Tapdyovtag xepdtepov OS (HR: 5.8,

95% ClI: 1,41-24,03, P = 0,015).

YYMIIEPAXMA: Ta BTTs pmopet va £€govv cuveyn] pOAO GTNV ETOYN TNG GTOXEVUEVNS
Bepamneiog Kot TG avocobepaneiog. ATortovvtol TEPATEP® HEAALOVTIKA dedopéva Yo TV

EMKVPWOGCT] TOV EVPNUATOV HOG.

28. Delayed nephrectomy has comparable long-term overall survival to
immediate nephrectomy for cT1a renal cell carcinoma: A population-based analysis.

OBJECTIVES: Early surgical resection remains the recommended treatment option for
most small renal mass (<4 cm). We examined the long-term overall survival (OS) of

patients managed with delayed and immediate nephrectomy of cT1a renal cancer

PATIENT AND METHODS: We utilized the National Cancer Database (2005-2010) to
identify 14,677 patients (immediate nephrectomy: 14,050 patients vs. late nephrectomy:
627 patients) aged <70 years with Charlson Comorbidity Index 0 and cT1aNOMO renal
cell carcinoma. Immediate nephrectomy and late nephrectomy were defined as
nephrectomy performed <30 days and >180 days from diagnosis, respectively. Inverse
probability of treatment weighting-adjusted Kaplan-Meier curves and Cox proportional
hazards regression analyses were used to compare OS of patients in the 2 treatment arms.
Influence of patient age and Charlson Comorbidity Index on treatment effect was tested
by interactions. Sensitivity analysis was performed to explore the outcome of delaying

nephrectomy for >12 months.

RESULTS: Median patient age was 55 years with a median follow-up of 82.5 months.
Inverse probability of treatment weighting-adjusted Kaplan-Meier curves suggest no
significant difference between treatment arms (immediate nephrectomy [<30 days] vs.
delayed nephrectomy [>180 days]) (Hazard ratio 0.96; 95% confidence interval 0.73-1.26;
P=0.77). This outcome was consistent between all patients regardless of age (P =0.48).
Sensitivity analysis reports no difference in OS even if nephrectomy was delayed by >12
months (P = 0.60).

CONCLUSIONS: We report that delayed and immediate nephrectomy for cT1a renal
cell carcinoma confers comparable long-term OS. These findings suggest that a period of
observation of between 6 and 12 months is safe to allow identification of renal masses,

which will benefit from surgical resection.
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H ko@votepnuévn veppektun £(el oLYKPIoIHO ROKPOYPOVIO OTOTEAEGUATO GTNV
empfion TOv 000evOV og oyéon pe TNV AUECT] VEQPEKTOUN OTO VEQPPOKVLTTUPLKO

KopKivoua.

YTOXOI: H mpodiun x€povpyikn EKTOUN TOPAUEVEL 1] CUVIGTOUEVT EMAOYT Oepoameiog
vy v mepiocdTepn veppikn pala (<4 cm). E&etdoope ) HokpompdBeoun GLVOAIKY|
emPioon (OS) tov acBevov mov aviyetomioTkov He KoOLoTEPMUEVY] KOl GUEOT

VEPPEKTOUN TOL KapKivov tov veppov cTla

AXOENEIX KAI MEOOAOI : Xpnowonomoape tv E6vikn Bdon Agdopuévov yia tov
Kapkivo (2005-2010) o tov gvtomiopnd 14.677 acBevav (dupeon veppektoun: 14.050
acBevelc €vavil apyng veppektopng: 627 acbevelg) niiag <70 etdv pe Asiktm
YvvaOpoiong Charlson 0 kot xopkivoua veppikov kvttapov CT1aNOMO. H dueon
VEQPEKTOUN KOL 1] OYILUT VEPPEKTOUN OPIGTNKOV MG VEPPEKTOUT TOV TPOLYLOTOTOW OnKov
<30 nuépeg ko> 180 muépeg amd ™ OSdyvmon, avtictowyo. Avtictpopn mBavoTnTL
Bepanciog mpocoppoopéveg pe Paon v koumodn Kaplan-Meier kor  avoldoelg
TaAvdpoOUMoNS avaroyov kvdvvov Cox ypnoipomombnkay yia ™ ovykpion tov OS tov
actevav otovg 2 Bpayioveg Oepaneiag. H emidpaon g nikiog tov acbevovg Kot Tov
deiktn Comorbidity Charlson yio 10 oamotéheopa g Oepomeiog SOKIUAGTNKE e
aAAniemdpdoeic. Ae&nydn avdivon gvaicOnoiog yio va diepevvnbel 1o amotélecpa g

KaBvoTépnong TG veEQPEKTOUNG Yo 12 pnvec.

AITIOTEAEXMATA: H péon niikio acBsvav ftav 55 €t pe péon mapakorovOnon 82,5
unvov. Avtiotpoen mbavotnta Bepanciog pe Pdon tig kapmoieg Kaplan-Meier pe Bdon
™ Papdra deV LTOOSNADVOLV CMUAVTIKY OPopad HETOEL TV PBpayidvov Oepomeiog
(Gueon veppektoun [<30 nuépeg] évavtt kaBvotepnuévng veppektoung [> 180 nuépec])
(Avaroyio ktvdovov 0,96, 95% ddotpa epmotoovvng 0,73-1,26, P = 0,77). Avtd 1o
AMOTELEG O TV GVVETEG HeTalD OAwV TV acbevav aveCaptitog nikiog (P = 0,48). H
avéivon gvoicOnociog dev avagépel Kapio 010popd 6To AEITOLPYIKO GUGTNUO OKOUN Kot

av 1 veppektoun kabvotépnoe> 12 unveg (P = 0,60)

YYMIIEPAXMATA: Avoeépovpe 0Tt 1] KoBootepnpévn Kol GUECT] VEQPEKTOUN YL TO
Kapkivouo veppikav kKuttdpov cTla tpocdidel cuykpiocio HaKporpoOdeso AmTOTEAEGLA.
AvTd T0. gLUPNHATO VTOONADVOLV OTL o TEPT0d0G TapaTnpN oG HeTalld 6 Kot 12 umvov
elval acEOANG Yo Vo ETITPEYEL TV OVAYVAOPLOT TOV VEPPIK®V pal®v, ot omoieg Oa

ENOEEANB0DV aTd TN YEPOVPYIKT EKTOUN.
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29. LncRNA DLEUL accelerates the malignant progression of clear cell renal cell
carcinoma via regulating miRNA-194-5p.

OBJECTIVE: The aim of this study was to illustrate the role of long non-coding RNA
(IncRNA) DLEU1 in regulating the malignant progression of clear cell renal cell
carcinoma (ccRCC) by targeting microRNA-194-5p (miRNA-194-5p).

PATIENTS AND METHODS: DLEU1 expression level in ccRCC tissues and para-
cancerous tissues was determined by quantitative Real Time-Polymerase Chain Reaction
(QRT-PCR). The correlation between DLEUL expression and pathological indexes of
ccRCC patients was assessed. After the silence of DLUEL, the proliferative and migratory
abilities of ACHN and 786-O cells were evaluated. Furthermore, Dual-Luciferase reporter
gene assay and rescue experiments were conducted to identify the role of
DLEU1/miRNA-194-5p in regulating the ccRCC progression in vitro

RESULTS: DLEUL expression was markedly up-regulated in ccRCC tissues when
compared with para-cancerous tissues. The rates of lymphatic metastasis and distant
metastasis in ccRCC patients with a high level of DLEU1 were significantly higher,
whereas the prognosis was significantly worse. Transfection of si-DLEU1 remarkably
attenuated proliferative and migratory abilities of ACHN and 786-O cells. MiRNA-194-
5p was identified as the target gene of DLEUL. In addition, the knockdown of miRNA-
194-5p could reverse the regulatory effect of DLEUL on the proliferative and metastatic
abilities of ccRCC.

CONCLUSIONS: DLEUL is closely related to lymphatic metastasis, distant metastasis,
and poor prognosis of ccRCC. It aggravates the progression of ccRCC by targeting
miRNA-194-5p.

To LncRNA DLEU1 emroayvver v kokonqOn e£émEn tov O100Y0KLTTOPLKOD

VEPPLKOV KOPKIVOROTOS OLIpESoL TG puOmong tov miRNA-194-5p.

YKOIOX: Xt0x0¢ avtig G MEAETNG MTav 1M amelkdévion Tov pPOAOL TOL un
koowkomomrtikod RNA (IncRNA) DLEUI om pvOuion g kaxonBovg €£EMENG TOL
drovyokvTTaptkoy vePpikoy kapkKivdpoatog. (ccRCC) otoyevovtag to microRNA-194-5p
(miRNA-194-5p).

AXQOENEIX KAI MEO®OAOI: To eninedo ékppaong DLEUI og 10100¢ ccRCC ko

TOPO-KOPKIVIKOVS 16TOVG TPOCIOPIGTNKE LLE TOGOTIKY] OVTIOPUGT OAVGIONG TOAVUEPACTS
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oe mpaypatikd ypovo (QRT-PCR). H ocvoyétion peta&y g éxepoong DLEUL kot twv
naforoyikev dektdv TV acbevav pe ccRCC a&oroynbnke. Metd ) oiyaon tov
DLUEI, oa&orloyndnkov ot TOAAOTAOGIOCTIKEG KOl UETOVOOGTEVLTIKEG IKOVOTNTEG TOV
ACHN ka1 786-O «xvttdpov. Emmdiéov, Sweéiybnoav téot double-luciferase oto
avoEEPOUEY YOVIO0 Kol TEWPdpaTa Yoo Tov TPocsdlopicpd tov poéilov tov DLEUI /

MIRNA-194-5p ot pvOuion g e€éMEng tov cCRCC in vitro

AIMOTEAEXMATA: H éxkgpaon DLEUI avénbnke onuoavtikd oe 1otoug ccRCC og
OUYKPION HE TOVG TOPU-KOPKIVIKOVG 10Tovg. Ot puBuol Agu@ikng HETAGTOONS Kot
pokpwvav petactioemv oe acbeveic pe ccRCC pe vynid emimedo DLEUL rtav
ONUAVTIKE DYNAOTEPOL, EVO 1 TPHYVOSON NTAV SNUOVTIKG YeWpoTepn. H empdivvon g
si-DLEU1 o&oonpeiota e&acbevnuévov ToALOTAOCIOOTIKOV KOl UETOVOGTEVTIKOV
wavotntov TV kuttapwv ACHN kot 786-O. To MiRNA-194-5p avayvopictnke o¢ to
yoviolo otoyog tov DLEUIL. EmimAéov, n kataoctpoen tov miRNA-194-5p 6o propovoe
va avtiotpéyel to puluotikd amotédespo tov DLEUL 611¢ moALAmAaGIaGTIKES Kot

petactotikég wovotntes tov ccRCC.

YYMIIEPAXMATA: To DLEUI oyetiCetor otevd pe AEUOIKEG LETAGTACELS, LOKPIVESG
petactioelg kol kakn mpdyvoon tov ccRCC. Emdewvover v mpdodo tov ccRCC

otoyevovtog 0 MIRNA-194-5p.

30. Efficacy and Safety of Approved First-Line Tyrosine Kinase Inhibitor

Treatments in Metastatic Renal Cell Carcinoma: A Network Meta-Analysis.

OBJECTIVE : This network meta-analysis aims to deliver an up-to-date, comprehensive
efficacy and toxicity comparison of the approved first-line tyrosine kinase inhibitors
(TKIs) for metastatic renal cell carcinoma (mRCC) in order to provide support for
evidence-based treatment decisions. Previous NMAs of first-line mRCC treatments either
predate the approval of all the first-line TKIs currently available or do not include

evaluation of safety data for all treatments.

METHODS: We performed a systematic literature review and network meta-analysis of
phase I1/111 randomised controlled trials (RCTs) assessing approved first-line TKI
therapies for mRCC. A random effects model with a frequentist approach was computed
for progression-free survival (PFS) data and for the proportion of patients experiencing a

maximum of grade 3 or 4 adverse events (AEs).
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RESULTS: The network meta-analysis of PFS demonstrated no significant differences
between cabozantinib and either sunitinib (50 mg 4/2), pazopanib or tivozanib. The
network meta-analysis indicated that in terms of grade 3 and 4 AEs, tivozanib had the
most favourable safety profile and was associated with significantly less risk of toxicity
than the other TKls

CONCLUSION: These network meta-analysis data demonstrate that cabozantinib,
sunitinib, pazopanib and tivozanib do not significantly differ in their efficacy, but
tivozanib is associated with a more favourable safety profile in terms of grade 3 or 4
toxicities. Consequently, the relative toxicity of these first-line TKIs may play a more
significant role than efficacy comparisons in treatment decisions and in planning future
RCTs.

ATIOTELECPATIKOTTA KOl OCQPAAELD TOV EYKEKPIUEVOV OVOUOCTOLEMV KIVAGNG ©C
Ocpaneio TPAOTNS YPUPUPIS OTO NETOOTATIKO VEQPIKO KOPKIivONe, : pio peTo-avadivon

OLKVOV.

YKOIIOX : Avti 1 HeETa-avAAVGT) TOV SIKTVOV GTOYEVEL GTNV TAPASOCT| OIS GVYYXPOVTS,
OAOKANPOUEVNG  OOYKPIONG TG OMOTEAEGUOTIKOTNTOG KOl TNG TOEKOTNTOG TOV
EYKEKPIUEVAOV  OVOOTOAEWV  Kvaong tupocivng mpodtg ypouung (TKIs) yw to
peTaoTatikd vePpikd kuttapikd Kopkivopa (mMRCC) mpoxeyévov va vrootnprydel pe
dedopéva n amdeacn akorovBnong avtng g Bepameiog. Ilponyovpeva NMAS tov
TpOTOV Ypoupmv Bepameiog tov MRCC gite dev mephduPavay €ykpion OA®V T®V
Bepameimv TpOTNG Ypouug gite 0ev TepAaupovay aloAdynon TV dEoUEVOV aGPAAEING

vy OAeg TIC Oepameieg.

MEG®OAOI: Awényope cvotnuatiky] PBPAoypaeikny ovockOnmnon kol HETo-avaAvon
owtvov tov toyxaiov dokiumv eacng II / I (RCTs) mov a&ioloyodv eykekpluéveg
Oepanciec mpatng ypapung TKI yiao mRCC. 'Eva povtélo tuyoiov amoteAecpdtov pe
oLYVN TPOGEYYIoT LTOAOYioTNKE Yo dedopéva emPiwong yopig eEEMEN (PFS) kot yia 0
TOGOGTO TV 0GHEVOV OV TOPOoLSLAlovy PEYIOTN avemBount evépyela Babuov 3 1 4

(AEs).

ANIOTEAEXEMATA: H peta-avaivon tov PFS 610 diktvo dev katédeiée onuavtikég
Spopég peta&d TV eoapudkov cabozantinib kot tov sunitinib (50 mg 4/2), Tov

pazopanib 1 tov tivozanib. H peta-avdivon tov diktdov £deiée 6t1, doov agpopd tic AE
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Boabpov 3 ko 4, to tivozanib eiye 1o mo guvoikd TPOPIA ACGPAAEING KOl GLUVOEONKE e

ONUAVTIKA PKPOTEPO Kivouvo To&ikotntog omd 6tt Tor dAha TKI.

YYMIIEPAXMA: Avtd to 0€00UEVA HETO-OVAAVONG OIKTVOV KOTAOEIKVOOLY OTL TO
cabozantinib , sunitinib, pazopanib ka1 to tivozanib dev SlPEPOVY GMUOVTIIKA GTNV
AOTEAECUATIKOTNTA TOVG, OAAG TO tivozanib cuoyetileton pe €vo eVVoiKOTEPO TPOPIA
acQAAELDG amd amoyT To&kOTNTag Badrov 3 1 4. Zuvendg, 1 GYETIKN TOEIKOTNTO ALTOV
tov TKI mpd™g ypopung pmopel vo O100papaTiGEL GNUOVTIKOTEPO POAO OO TIG
OLYKPIGELS AMOTEAECUATIKOTNTOG OTIG omopdcels Oepomeiog Kot oTOV  GYEOACUO

perrovtikav RCTs.
YYMIIEPAXMATA AIIO TA APOPA

Meletovtag ta mapondve apdpo cCLUTEPOIVOVUE TG O KOPKIVOS TOL VEQPOU OTMG
emiong kot to ddeopa €i0n Tov ivor pio moAvmapoayovtiky voécoc. H mbavotnta
EUPAVIONG TOL OAAG Kot TOpEiag TG VOGOV GLUVIEETAL GIEGH LE TNV EKPPOCT] SOPOP®V
yYovidiov onwg eniong oyetileton Kot pe mapdyoviec mov ennpealovy tov dvOpmmo Omwc

N S10TPOPY| TOV.

O xapkivog Tov vepp®dv 0ev TOPOLGLALEL CLUTTMOUATO GTO OPYIKE TOL GTASN Kot
cuvnBog evromiletar Tuyaio. Me ™V mPdOdO NG EMOTAUNG £XOVV EVIOMIGTEL dLAPOpPOL
TPOYVOGSTIKOL delkTeg OTTMG Yo Tapadetypa 1 ékppoon tov CD4+CD8+ T kuttépmv mov
eaivetal vo givor onuovtikd vymidtepn o€ ac0eveig TOv TACKOLY ATO VEQPPOKVTTOPIKO
Kapkivopo O0mm¢ Kot dAAol deikteg , OP®G emiong K1 €0d TPEMEL Vo Yivouv EMTAEOV
peréteg mote va emPefordBel apkeTéC POPES M XPNOT KATOL®V TPOYVAOCTIKMOV OEIKTMOV

Yl TOV KOPKIVO TOV VEQPOV.

Zyetikd pe v Bepameio TG vOGOL, LIAPYOLY aPKETES emAoYEC. H yprion popudkwmv
6mwg To cabozanitin, sunitinib, tivozanib wou pazopanib evéeikvuton PéPara oe
OLOPOPETIKOVG  GLVOVACUOVS UETAED Toug. Opme to Tapamove GapuaKe O0ev elval
€EEIOIKEVUIEVOL MG TTPOG TOL KOPKIVIKA KOTTOPO ETGL TPOKOAOVV TOPEVEPYELES KOL GTOL LN
kapkvikd kotropa. [apdrho mov n ypnon mo e€edikevpévav eapudkmy et Eekvioet
dgv gtvan dwbéoun moviov. EmmAéov peiéteg mpémet va yivouv emiong kot mive GTo
KOUUATL TG OEPAMEVTIKNG OVTILETOTIONG TOV SIPOPO®V HOPPAOV TOL KOPKIVOL TwV
veppav. Katd v Oegpomneia pe yepovpyikn eméufPaon dwaitepng onuociog eivol kot n

YPOVIKN GTIYUN TNG VEPPEKTOUNG TNV TBovOTNTA TTOL 1 0IGOEVELD VTTOTPOTAGEL.
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[TpoyvwoTtikoi deikteg emiong pmopovv v ypnooronBodv kot Yo v Tpdyvmaon g
TOOVOTNTOSC ELPAVIONG LETACTACENDY TOV KOPKIVOL TOV VEPP®OV OTMG Y10 TOPASELY LA M
gvepyomta N Oyt Oeopwv yovidiov (my. to yovioro DLEULl mov ¢@aivetor va
KOTAOTEALEL TOVG OYKOLG Kot cuVNB®G eivarl amevepyomompévo oe acheveilc mov mdoyovv

amo YPOVIO AELPOKLTTOPIKT Agvyotpio B-KuTtdpmv).

Xvvoyilovtog, TeEPLocOTEPEG LEAETEG TPEMEL VO YIVOLV Y10 TO KAPKIVO TOL VEQPOD Kot
T SLAPOPa. €101 TOV TOGO GE YEVETIKO €MIMEDO 00O Kol 6€ eninedo Oepaneiag Tov MOTE
070 HEAAOV VO LELWOOVV TOL KPOOGHATA TNG VOGOU aThG OmG emiong Kot v, petwBodv ot

TapeVEPYELG TNG Bepameing Tov, MOTE TAEOV VO LLIAGLLE Y10 OPIOTIKT) TOV OVTIUETMION.
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