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MPOOPIZOMENH XPHZH

Tta in vitro dLayvwoTikn xprion.

To CELLSEARCH® Circulating Tumor Cell Kit mpoopieTal yla v KatauéTpnon Twv KUKAOPOPOUVTWY KAPKLVLKWY
kuttdpwv (CTC) embnALakng mpogheuong (CD45-, EpCAM+ kal kuttapokepativeg 8, 18+ n/kar 19+) oe oAwkd afua.

H napoucia Twv CTC 010 mepLpepikd aipa, 6nwg autd avixvetovtal and to CELLSEARCH® Circulating Tumor
Cell Kit, oxetiCetal pe petwpévn empBlwon xwpig eEEAEN ™G vOoOU Kal e HELWHEVN YEVIKA emBlwon o aoBevelg
TIOU aKoAoUBNoav BEPAMEUTIKA AYWYN YLA HETAOTATIKG KAPK(VO TOU MaOTOU, TOU TAXE0G EVTEPOU - 0pO0U 1) TOU
nPooTd™*. H dokiuaoia mpénel va xpnotdomnoteltal wg Borenua otnv mapakoAolonon acleviv Ue LeTAOTATIKO
KQPK(vVO TOU paoToU, Tou Tax£og eviEPOU - 0pBoU i Tou PooTATn. O dadoxikeg dokiuaoieg yia CTC mpénel va
XpnouuomnoLolvTal o ouvduaoud pe AAAEC KALVIKEG UEBGDOUG YLa TNV MAPAKOAOUONOT TOU KapKivou ToU HacTou,
TOu Tax€og evtéPou - 0pBoU Kat Tou MPooTAT. H ektiunon Twv CTC onoladimote oTLyr) 0T SLAPKELa NG vOGOoU
eMLTPEMEL TNV AELOAGYNON NG MPAYVWONG TOu a0OevoUG KaL elvat mpoyvwoTikog deikmg Tou SLaoTANATOG
emBloong xwplc eEEAEN TG vooou Kal ™G YeviKNAg emBlwong.

*QC a0BeVe(G e UETAOTATIKO KQPKIVO TOU MPOOTATN O QUTH TN UEAETN oploTnKav oL aobevelc mou eugdvioav dUo
oLadoxikeG auénoelg tou deikm PSA opoU ndvw amd 1o eninedo avagopdc mapd ) X0enynon TUTILKIC OPUOVIKAG
Bepaneiac. Autol oL aoBeveic neptypdpovtal yevikd we aoBevelc mou EXOUV KAPKIVO Tou mpooTdTn aveédoptnTo
andé avdpoydva, 0puovodvToxo i e QvoxT) OTOV EUVOUXLOUO.

MEPIAHWH KAI ENMEZHIHZH

H petdotaon tou kapkivou ekdnAwvetal dTav Ta KUTTAPA TA OTO(Q AMOCTIOVTAL ATO TOV MPWTOYEVA 1) LETACTATLKO
GYKO, ELoEpXOVTaL 0NV KUKAoPopia kaL apxiCouv va avanTtiooovTal 0€ aMOUOKPUOUEVES TEPLOXES TOU OOUATOC.
Ta KapKLvOUaTa mpogpxovTal and emenALakd KUTTapa mou dev anavtwovTal Kavovikd oty Kukhopopia.! To
CELLTRACKS® AUTOPREP® System oxed1a0TnKe YLa TUTOTOINGN KAl QUTOUATOMOMON TOU MPWTOKOAAOU
napackeung detyudtwy yia xprjon pe To CELLSEARCH® Circulating Tumor Cell Kit (CELLSEARCH® CTC Kit).

H avdAuon kaw n katapétpnon Twv CTC npayuatonowodvtat he 1o CELLTRACKS ANALYZER 119, éva nuiautéuato
ULKpooKOTLO GBopLopoU. H eE€taon kataueTpd povo Ta KUTTapa ekelva nou ekppdgouv 1o MdpLo EmbnAiakriq
Kuttapwkrg MpookdAAnong (EpCAM) kat Tig kuttapokepativeg (CK) 8, 18 f/kar 19.

APXEZ THZ AIAAIKAZIAZ

To CELLSEARCH® Circulating Tumor Cell Kit meptéxet éva aviidpaotipLo cUAMNYING BAceL peppopayvnTikod uypol
Kal avTdpaoTipLa avoco®BopLopol. To avTidpaoTELO PEPEOUAYVNTIKOU UYpoU anoteAe(tal and cnuatidla pe
MayVNTIKG Tuprva o omolog mepBAAETAL and Eva MOAUPEPESG CTPWOHA TIOU PEPEL EMOTPWOT AVTLOWUATWV TIOU
oToxelouv 010 avtlyovo EpCAM yia m oUAANUN twv CTC. Metd v avooopayvnTiky GUAANUN KaL Tov
EUMAOUTLOUO, MpooTiBevTal pBopl{ovTa avILdpacTipLa yia TV avayvapLon kal mv katauétpnon twv CTC. Ta
@Boplfovta avidpacmpla mepthapBavouyv ta egng: avt-CK-pukoepubpivn (PE), EW3IKA YLA TNV EVOOKUTTAPLKT
MPWTEIVN KUTTAPOKEPATIVN (XAPAKTNPLOTIKY| TV ETBNALAKOV KUTTAPWV), DAPI, T0 omolo XpwuaTiCeL ToV KUTTAPLKS
nupnva, kat avti-CD45-aA\ogukokuavivn (APC), ldikr| yia AsukokUTTapa.

To pelyua avidpaompiou/delypatog dtavépetal and to ZUomua CELLTRACKS® AUTOPREP® g pta ¢UoLyya mou
elodyetal oe Baon ®uotyyag MAGNEST®. To oxupd payvnTiké medio me Baong duotyyac MAGNEST® mpoceAkuet
TA HAyVNTIKA emonpacpéva embnAtakd kiTtapa oy empdveta e euotyyac. To CELLTRACKS ANALYZER I1®
0apwveL aUTOUATa OAGKANEN TV EMLPAveLa TG PUOLYYACS, AauBdvel elkoved Kat epgavidel KABe ouuBdv 0To XPNOo
omnou evroniZeTal amnd kowvol o peopLopds Twv CK-PE kat DAPI. O elkdvec mapouctalovTal 0To Xpr ot o€ LopQr|
€kBeong (gallery) yia teAkn| Ta€véunon. Eva neplotatikd KaTtatdooeTal WG KAPKLVIKG KUTTAPO OTAV TA UOPPOAOYLKA
XOPAKTNELOTIKA Tou oupBadiCouv e Ta avT{OTOLYXA XAPAKTNPLOTIKA KAPKLVLKOU KUTTAPOU Kal Mapouctalel pavoTumo
EpCAM+, CK+, DAPI+ kaL CD45-.

MAPEXOMENA YAIKA

+ Odnyieg xpnong

+ 3,0 mL deppopaywmriké uypo Anti-EpCAM: Mepléxel evaidpnua HayvnTkav owuatidia 0,022%, culuywv pe
MOVOKAWVLKS avT{owua movTLkoU, eLOLKG yla ToV KUTTApPLKO empavelakod deiktn EpCAM nou undpyxel ota
EMONALOKA KUTTAPA 0 PUBULOTIKO dLAAuPa To omolo mepLexel Acukwpativn Bogiou opol (BSA) 0,03% kat
ProClin® 300 0,05% wg ouvtnenTiko. (KAQE Mwua)

+ 3,0 mL AvtiSpactipLo xpwong: Meptéxel ovoKAWVIKA avTLomuata movtikou 0,0006%, eLdIKA yLa
KUTTOpOKEPATiveG ouluyeic ue pukoepuBpivn (PE), povokAwvikd avticwua movTikol avti-CD45 0,0012%
ouCuY£G e aAogukokuavivn (APC) oe puBuLoTIKG dldAupa mou meptéxel BSA 0,5% kat alidLo tou vatpiou
0,1%. (Aeukd Q)

« 3,0 mL XpwoTiki voukAeikwv oE€wv: MeplExel 4, 6-OLauLdLVo-2-QaLvuALvdoAn, SLidpoxAwpidlo (DAPI) 0,005%
kat ProClin® 300 0,05%. (UmAe nwpa)

+ 3,0 mL EvioxuTik6 avtidpaotinplo cUAANYNG: Meptéxel anokAeLoTkG avTidpaoTtipLo 0,02% yia eAeyxOUevn
OUCCWPEUON PePPOAYVNTLKOU UALKOU, BSA 0,5%, kat agidlo tou vatpiou 0,1% o€ puBuLOTIKG SLAAUQ.
(dLapavég mwua)
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3,0 mL Avtidpaotrpro diarepardtntag: Meptéxel amokAeloTikd aviidpaotipLo danepatdmtag 0,011% kat
acidwo tou vatpiou 0,1% o€ PUBULOTIKG SLAAUUA. (TIPACLYVO TIWOUA)

3,0 mL Ztepewtikd kutTapwv: MeplExel 25% amokAeLOTIKA 0TEPEWTIKA ouoTaTIKG, BSA 0,1% kat af{dio Tou
vatpiou 0,1% oe puBULOTIKG SLAAUMA. (KOKKLVO TIOUQ)

2 x 110 mL @LaAn, Apaiwtiké pubuoTiké StaAupa: Meptéxel pudbuLoTIKG dLdAupa pe adidlo Tou vatpiou 0,1%.

16 Kwvikoi dokipaotikoi cwAnveg guyokevtpou (15 mL) CELLSEARCH® koL MATA KWVIKWV SOKIMACTIKWY
OWANVWV

16 dUCLYYES KaL TIWHATA PUOTYYWV

AMAITOYMENA YAIKA MOY AEN NMAPEXONTAI

CellSave Preservative Tubes (Ap. kataAdyou 7900005)

CELLTRACKS® AUTOPREP® System (Ap. kataAdyou 9541)

CELLTRACKS ANALYZER 1I® (Ap. kataAéyou 9555)

CELLSEARCH® Circulating Tumor Cell Control Kit (Ap. kataAdyou 7900003)

20 L CELLTRACKS® AUTOPREP® Instrument Buffer (Ap. kataAdyou 7901003)

duyokevTtpog TUMou optldvTiou oTpogeiou (dnA. ue TaAavTeudpEVo KAd0) xwpntikdmTag 800 x g
2707 SOKLUAOTIKWV CWARVWY

Babuovounuéveg HIKPOTLMETEG KaL MUTEG

Mikng mepLdivnong (Vortex)

MPOEIAONOIHZEIZ KAI MTPO®YAAZEIZ

1.
2.
3.

lla in vitro SLayvwoTIKA Xpron.
AwapdoTe 6A0 TO mMepLEXOUEVO auTWV Twv OdNyLOV Xerong MLy avaAloeTe OmoLodHTIoTE delyua.

Mpoooxn: ZUAEYETE alpa pévo oe dokLuaoTikd owAnva cuvtipnong CellSave Preservative Tube. Ta CTC
elval e0BpauoTa KaL anattolv dLAaTHPENON YLa EMAKELAT avaAuon.

. Mpocoxn: ONo To MPOCWTIKG MPETEL VA AKOAOUBEL TIG YEVIKEC TTPOPUAAEELS KaL va XPnoLuomoLel

€PYA0TNPELAKS eE0MALOMO acpaleiag (dnA. YUOALd aopaAeiag, epyaomELaKS LUATLOMO KaL YAVTLA).

. Mpoooxn: H pkpoplakn péAuvon twv avidpacpiwv unopel va mpokaAEoel ECPAAUEVA AMOTEAEOUATA KaL

npEEmeL va anogedyeTal.

. NMpoetdomoinon: ‘OAa ta BoAoyikd delypata, oL pUOLYYEC KaL TA UTIOAOLTIA UALKA TIOU £pXOVTAL O€ EMAQY| UE

10 éva 1| mepLoodTePa delypata BewpolvTal BLOAOYIKWE EMLKIVOUVA. XELPLOTETE TA WG LKAVA VA UETADWOOUV
AoLWAELG aoBEveleg. XelploTelte kaL anopplPTte OMOLAdNMOTE AMOPPIUUATA XENOLUOTOLWVTAG TLG KATAAANAES
TPOPUAAEELC KaL CUUPWVA UE TOUC TOTILKOUC, KPATLKOUG KAl OpOCTIOVALAKOUC KAVOVLOUOUC. MoTE un
XPNOLUOTOLE(TE MLTETA YLA AvapEOPNON KE TO OTOUA.

. Mpoetdomnoinon: Mepikd amd ta avTdpacTHPLA TEPLEXOUV al{BLo TOU vaTpiou we ouvInENTLKO. 2€ Mep(nTwon

Katdnoong, {NToTe QUEOWCE LATPLKN oUUBOUAR. GuAdoceTe pakpLa amd ta nawdld. Puldooete PakpLd anod
TPOQLa Kat oTd. ®opdTte KATAAANAO TPOCTATEUTIKO POUXLOUG. Z€ TepiMTWON EMAPNAG UE 0EEQ,
aneAeuBepwvovtal moAU To&lkd agpla. Ta alidla mpémnel va EemAévovTal pue HEYAAEG MOoATNTEG vepoU KaTd
v andppLdn yLa va anoPpeuxdel 0 OXNUATLONOG ETIKABIOEWV OTLG CWANVOOELG amd HOAUBSO i XaAkd émou
unopolyv va avanTtuxBouv ekpnKTIKEG ouvOnkeg. Opdoelg kvdlivou kal acpaleiag R22 (EmBAaBEG oe
neplnTwon Katdnoong) kat S28 (2 mepintwon enagrq Ue 1o dEPUA, MAUVETE e APBovVo oamolvL).

. Mpoetdomnoinon: Mepikd and ta avidpactipla neptéxouv ProClin® 300 w¢ ouvtnenTikd. Ta cuumt@uata

unepékBeong oe ProClin® 300 mbavév va mepth\auBavouv epeBLopd Tou SEPUATOC 1/KAL TWV MATLWY KABKC Kal
£peBLOUS Twv BAeVvOYOVWV HEUBPAVAV KAl TOU AV avamveuoTikoU.

. AnactelTal ekmaideuon TV XELPLOTWV Yia Tn dle€aywyn mg dladikaciag g dokuuactag.
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AMOOHKEYZH KAI XEIPIZMOZ ANTIAPAZTHPIQN

Ta avtidpactipLa dlatiBevtal £toua mpog xpnon. MNpénel va anobnkelovTal KAELOTA o€ Beppokpacia anod

2 éwc 8 °C.

MeTd To dvolyda, Ta avTdpaoTipLa TG ouokeuaoiac avdpaonplwv MEEMEL va anobnkedovTal Yia £we

30 nuépeg oe Bepuokpacia 2 €wg 8 °C. INa mv anobrkeuaon, Ta avolXTd avildpacTpLa mPEMeL va KAeloouv
Eavd pe Ta HOVAdLKA XPWHATLOTA TIWHATA TOUG, XPNOLUOTIOLOVTAC w¢ 0dNYS TA XPWUATA TOU UTIOJELKVUOVTAL
OTLG €TIKETEC TOU dlokou avTidpactnpiwy. Etol dlacpaAifeTal n amoguyn ¢ dlacTaupolpevns emudAuvong
TWV avTLOPaoTNPl®V.

SHMEIQZH: Metd 10 dvolyua, n GLAAN e TO apalwTKd pUBULOTIKG SLAAuUQ, ou dev amoTeAel H€Pog ™G
ouokeuaoiac avTdpaotnpiny, mpénel va anobnkeleTtal o Beppokpacia dwuatiou yla éxL mepLocdTEPO aMd
30 nuEPEC.

MpootateleTe Ta avTdpactipLa and Bepudtnta nou unepBaivel Toug 35 °C. Mnv ta kataPuxeTe.

Mpwv and ™ xpnon apiote Ta va eddcouv oe Beppokpacia dwuatiou (15 £wg 30 °C).

EmbewprioTe omTik@ TN cuckeuaoia avtidpaompiwy yla m cwoT
TOMOBETNON TWV avTdpaopiwy. EmaAnbelote OTL KGOE
avTidpacTpLo Bploketal 0T owoTr BEo, TaPLAdovTag To
MOVAOSLKO XPWHATLOTS TWHA TOU e TA XPWHATA TToU
unodelkviovTal oV eTkETA. AvatpéEte 0N pwToypagia yla va
delte ™ owoTn TomoBEMON. Av dlamoTweel OTL Ta avTLdpacTHPLa
Oev elval owoTd Tonobeuéva 1) av undpxouv AMAGTUNEG PLAAEG,
Un XPNOLUOMOCETE TN CUOKEUAGia avTdpaoctnpelnv Kat
evnuepnote mv Ymmpeotla Texvikng YnootpEng MeAatwv yua va
KavovioeTe avTIKATAoTAO.

MpoguAdETe Ta avTidpacTipLa and €kBeon oTo NALAKS PuC.

‘Otav anobnketovtal KATAAANAQ, Ta avTLOPACTELA TAPAUEVOUV aVAAAOLWTA PEXPL TNV NUEPOUNVia AENG mou
elvatl Tunwpévn oo doxelo Tou avTdpaopeiou i 0To KOUTL Tou KLT. Mn xpnotuomnotelte Anyuéva
avTidpacThpLa.

Ta ouoTatikd TOU KLT KATAOKEUAZoVTAL KAl EAEYXOVTAL WG OUVOALKY mapTida. Mnv avaulyvieTe aviidpaotpLa
ano dLAPOPETIKA KLT.

AIAAIKAZIA AOKIMAZIAZ
ZuAAoyn KaL TIapackeun deLydtwv
2UAAOYY) oAkoU afpatog oe CellSave Preservative Tubes

1. H agoAnyia apxikmv detypdtwy mpaypatonoleital mptv and v vapén Tou mpwTtokdANou Bepaneiac. Ta

endueva delyuata Aaupdvovral petd v Evapén tou mpwTokOAAoU Beparelag, ouvnBng e dlAoTAUATA 3 WG
4 eBdouddwv, yla mapakohoudnon twv emmnédwv CTC katd ) Bepaneia. Av 0 aoBevic akoAoubel Bepaneia
00E0pOoUBLKIVNG, aproTe va MapEABOUV TOUAAXLOTOV 7 UEPEG UETA TN XOPNRyNon Hlag d6one d0E0poupLkivng
mpLV ané mv atgoAnyia.

2. ZUNEETE 0ALKO alpa aonmTika pe eAeBokévnon 1 and AeBLkY) BUpa uévo oe CellSave Preservative Tube.
3. l'epioTe 10 oWAvVa €n¢ 6Tou N Pon AlUATOC CTAUATACEL YLa va SLAoPAAlCETE TN 0WOTH avaAoyia delyuatog

TPOG QVTLIMKTLKG KaL ouvTnENTIKO. Avaui§Te QUECWG QVAOTPEPOVTAG MPOCEKTIKA TO SOKLUAOTIKG GwARva
OKT® PopéC. H avaoTtpogr| Tou cwAnva mpoAauBdvel T BpduBwon. Avenapknig 1) KaBuoTePNUEVN avauLén
moavov va TPokaAEaeL avakpLBh anoteAéouaTa MG SoKLuaciag.

. Ta delypata alpatog umopolv va anobnkevovtal i va petagépovtal o CellSave Preservative Tube.

AvatpéETte oTLg 0dnyiec xpriong tou CellSave Preservative Tube yia 0dnyiec oxeTikd pe t dladikaoia, v
anoBrkeuon Kat  xpron. Mnv Tonobetelte Ta delyyata oto Yuyeio.

MPOZOXH: EAéyETe omnTIKA kABe delypa yLa mapoucia Tuxdv BpduBwong mpLv To eMeEepyaoTelTe 0TO
CELLTRACKS® AUTOPREP® System. As{ypata pe 8pdupwon mpémnel va anoppimnTtovIal.

EneEepyacia pe To CELLTRACKS® AUTOPREP® System

. Avapi&te T0 aipa oto owArva CellSave Preservative Tube avactp€povTtdg Tov e TO XEPL MEVTE POPEC. 2T

OUVEXELA aPALPEDTE TO EAACTIKO TIOUA.

. XpNOLUOTOLWVTAG pLa Kawvoupla TLnéTa, petapepete 7,5 mL aipatog and 1o CellSave Preservative Tube oe

avT{OTOLXA ONUACHEVO KWVLKO 0wAfva puydkevtpou 15 mL CELLSEARCH® mou napéxetal Je 1o
CELLSEARCH® CTC Kit.

3. XpnoLomnoLwvTag pa kawvolpyla mneta, npoodéote 6,5 mL ApalwTiké PubuLoTtikd AtdAupa.
4. TomoBeTNOTE TO MOMUA OTOV KWVIKO 0wARva uyokevtpou CELLSEARCH® kal avaui&Tte avaoTpépovTag Tov

enl mévte QOPEC.
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5. ®uyokevtprote To delypa ota 800 x g emi 10 AeTTA UE TO PPEVO AMEVEQYOTONUEVO XOENOLUOTOLOVTAG
(PUYOKEVTPO pE TaAavTeuduevo kado. O xpdvog puyokevTpnong Twv 10 Aetwv dev ouumepAauBAveL TO
XPovo ou amatteltat yia va emteuxbolv ta 800 x g. O€0Te TO PPEVO TG PUYOKEVTPOU 0N BEN “off” i, v
N QUYOKEVTPOC 00G MAPEXEL LETABANTS XAPAKTNPELOTIKO PPEVOU, BECTE TO PPEVO OTN XaUNAGTEEN PUBULON
ppévou. OuYOKeVTPNOTE O BEPUOKPATIa SWUATIOU XPNOLUOTIOLWVTAC PUYOKEVTPO Lkav va AeLtoupyel oe
Beppokpaoia dwpatiou. Apol puyokevTpnoeTe TO delyua, EAEYETE OMTIKA KABe CwANva delyuaToc yia
OLaxwpLopd Tou MAGOUATOG KAl Twv EPUBPWY ALLOCPALPlwY.

6. EneEepyaoTteite 10 avwtépw mapackelaopa detyuatog oto CELLTRACKS® AUTOPREP® System gvtog
1 wpag and v napackeur tou. AvatpéEte ot Odnyieg Xpnong tou CELLTRACKS® AUTOPREP® System
yla mARpELG odnyiec.

Avdhuon pe xprion Tou CELLTRACKS ANALYZER I1®

To CELLTRACKS® AUTOPREP® System dlavéuel To enefepyaouévo delypa oe pia euotyya EToun yla avaiuon
pe To CELLTRACKS ANALYZER 11®. H yepdm ¢uotyya péoa o Bdon ®lotyyag MAGNEST® npénel va
enwaotel 0To 0KOTAdL YLa 20 Aentd TOUAdYLOTOV Kal va avaAudel evidg 24 wpwv. AvatpeETte aTov 0dNy6 XPrnong
Tou CELLTRACKS ANALYZER I1® yia odnyieg oXETIKA e TV avAAuon Tou delylaTog kaL TV avacKornon
OEDOUEVWVY.

MOIOTIKOZ EAEMX0Z

To CELLSEARCH® Circulating Tumor Cell Control Kit (Ap. kataAdyou 7900003) eAEyxel TN YeVIKH anddoon
TOU OUCTAUATOG, CUMTEPLAQUBAVOUEVWY TOU 0PYAVOU, TwV avTLOpacTNPlwy KAl TNG TEXVLKAG TOU XELPLOTH.

To CELLSEARCH® Circulating Tumor Cell Control mpénel va avaiUetat kGbe nuepa dokiaciag tou aobevolq 1
onote xpnotdomnoteital véa maptida tou CELLSEARCH® CTC Kit. Avatpé€te 0TLG 0dnyleg Xpnong Kat oTLg
avapevoueveg TweS Tou CELLSEARCH® Circulating Tumor Cell Control Kit.

EPMHNEIA TQN AMOTEAEZMATQN
Ta anoteAéouata avapépovTal we o aptéuoc Twv CTC / 7,5 mL alpatoc.

MeTaoTarkog kapkivog tou pastou (MBC)

T CTC {on 1} yeyaAltepn Tou 5 avd 7,5 mL aiuatog avd ndoa oty Katd tn ddpkela g mopelag mg voéoou
oxeTileTal ue KAk mPAYVWon Kat lval mPoyVWOoTIKOG Selkng UikpdTePOU SLaoTAUATog emBiwong Xwpig eEEALEN
™G vOOOU KAl YEVIKAG emBlwong.

MetaoTatikdg kapkivog Tou maxéog eviépou - opfou (MCRC)

Ty CTC (on v ueyaAutepn Tou 3 avd 7,5 mL aipatog avd mdoa oTLyur| Katd m dldpkela e mopelac e vooou
oxeTideTal he Kakn mpoyvwon Kat elval mPoyvwoTIKOG de(KG UIkpOTEPOU SLaoTAMATOC emBlwong xwpig eEEALEN
™G vOOOU KAl YEVIKAC emBlwong.

MeTaoTarikdg Kapkivog Tou mpootdrn (MPC)

Ty CTC (on 1 ueyaAltepn Tou 5 avd 7,5 mL aipatog avd mdoa oTuypr| Katd m ddpkela e mopelag e vooou
oxeTideTal he Kakn mpoyvwon Kat elval mpoyvwoTIKOG delkG UikpOTEPOU SLaoTATOC emBlwong xwpig eEEALEN
™G vOOOU KAl YEVIKAG emBlwaong.

MpoguAdaEelg

2(AaAua ek petapopdg and éva delyua CTC pe 5000 n nepocodtepa CTC avd 7,5 mL aipatog pnopel va
emmpedoel Ta delyuata mou unoBdAAovTal oTn ouvéxela oe eneEepyaoia oto CELLTRACKS® AUTOPREP®
System, cuuneptAapBavouévng g petdnetta naptidag. Edv petapepbolv kitTapa oe peténetta delypara, o
aptBuol CTC auTtwv Twv detypdtwv pnopel va eivat eopaApéva ugnAdtepol and Tov mpayuatikéd aptéué CTC tou
aoBevolc. Avarpé€te atig Odnyieg Xpriong Tou CELLTRACKS® AUTOPREP® yia neplocotepes MANPOPOPIES.

MEPIOPIZMOI

+  Ta anoteAéopata Twv eEetdocwv CELLSEARCH® pmopolv va xpnotpomnomB8olv o ouvduacuo Ue OAEC TLG
KALVIKEG TTANPOPOPIEG TTOU TIPOEPXOVTAL AMO JLAYVWOTIKEG OOKLUAOLEG (dNAADY), AMELKOVIOELS, EPYA0TNPLOKEG
€ETAOELG), PUOLKN €EETAON KAL MANPEG LATPLKO LOTOPLKO OUPWVA UE KATAAANAEG dLadikaoieq dLaxeipLong
aoBevav.

* Aumi n MPOYVWOTLKY HEAETN Oev anodelkvUel OTL OTOLAdNTOTE TPEXOUDA Ypauun Bepaneiag elvat
nMePLO0OTEPO N ALYOTEPO aMOTEAEOUATLKY and omoladnmoTte AAAN Bepaneia.

+  Ta anoteAéopata Twv eEetdoswv CELLSEARCH® kal Ta anoteAéopata anewdviong dev ival Looduvaua
Katd mv a&loAdynon mg petdBaonc acbevav and un mpoioloa oe mpoioloa voaoo.

* Av 0 aoBevic akoAoubel Bepameia doEopouBLlkivng, agroTe va epAoouy 7 NUEPEC TOUAAXLOTOV avAeoa 0T
Xoprynon uLag déong Oepaneiac kat v aoAnyia. Ta anoteAéopata pag e€€taong CELLSEARCH® mpénel
va eppnvelovTal pe mpoooyn epdoov Ta delyyata AauBavovTal eviog 7 nuepav amd Tn Xopnynon g
Bepaneiag d0EopOoUBLKIVNG.

¢ O apBudg CTC nou dev ekppalel EpCAM dev Ba avixveletal amnd n dokiuaocia CELLSEARCH®.
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o Ty CTC mou ekppatet 1o EpCAM aAAd Oyt TG kutTapokepativeg 8, 18 kat 19 dev mpdkeLTaL va avixveuTel
ané v e&étaon CELLSEARCH®.

*  Ouoleg mopepBoOAnC:
Kottapa SK-BR-3 nou elxav eyBoAlacTel o€ delypata aliuatog eKTEBNKav o€ dUVNTIKEC 0UGLEC TAPEUBOANG
KaL ouykpiBnkav pe pn eppoAlacuévous napTupes. EEeTdokav Ta ToEIKA enimeda (SMAGoLEG MOOOTNTEG TOU
BepaneuTikol SelkTn) Twv MOPAKATW AVTIKAPKLVIKWY PAPUAK®V, PAPUAK®V XWPIG CUVTAYN Latpol Kat AGAAwv
eEWYEVWOV 0UOLOV: KUKNOQwopapidlo, Mitomycin C®, Procrit®, Blotivn, 5-¢pBopooupakiln, uedotpeEd,
KLTPLKN Tapo&Lpaivn, MakALTAEEAN, Arimidex®, akeTapLvopaivn, akeTUNOGAAIKUALKS 0&U, Kapeivn,
oeETpopeboppdvn, Aredia®, avBpwmivo avticwua avti-novtikod (HAMA) t0nou 1, HAMA tumou 2,
Herceptin® kat (Boutpo@évn. Aev avixveUnKav ONUAVTIKEG SLAPOPES OTLG TLUEG KuTTdpwv SK-BR-3, mou va
umodelkvUouv GTL auTéG oL ouoieg dev mapepBAAAovTal o Asttoupyia Tou CELLSEARCH® CTC Kit.

Aelypata epBoAlacpéva pe Togka enineda 00E0POUBLKIVNG TIPOKAAECAV EGPAAUEVN XPWON AEUKOKUTTAPWY WG
KUTTaPA BETIKG TOOO 0NV KUTTapoKepativn 600 kal 0To CD45, eneldn n do&opoupLkivn elval pia pBopilouca
0uoia ToU EVOWUATWVETAL HECA OTA KUTTAPA TTOU PEPOUV TIUPAVEG. KaTA TOV OTITIKG €AEYX0, TO MPOTUTO XPWONG
OAwV TV KUTTAPWV Tou elvat BeTikad oe CD45 kal BETIKA 0TV KUTTAPOKEPATIVN elval EUPAVES Kal EUKOAA
avayvwploo amd Tov XEpLoT w¢ MPOPIA xpwong and yvwoTr) napeBoAr). Av AneOel alpa UeTd Tn CUVLOTOHEVN
nep(0d0 AMOUAKEUVONG TWV 7 NUEPWY, UETA TNV Eyxuon do&opoupBLkivng, n mapeuBoAn autr elvat amibavo va
napatneEnBel oTNV KALVLKY MPAKTIKA SESOUEVWV TWV EAEYXOUEVOV BEQAMEUTIKWY EMLTESWV KAL TNG Taxelag
KABapong ™C PAPUAKEUTIKAG 0UG(ag.

H mbavn napeuBoAn g Aumawuiag peAetonke mpocbETovTag ota delypata Intralipid o ouykévtpwon 2,6%,

n omnola avTLoToLXel pe OUYKEVTPWON TPLYAukepLdiwv v and 1000 mg/dl. Ta delypata unégmoav Adon yia
nPOoooUolwaon OAKAG aludAuong. Mehembnkav enineda xoAepubpivng 7,4 mg/dL, HAMA 1/HAMA 2 kau
awpatokpitn and 18-60%. H Aunawuia, n awpdAuon, o (kTepog Kat Eva Peyalo eUpog TLHAOV alaTtokpit dev
napeppBaAovTal otn dokiuacia CELLSEARCH®. Ta HAMA 1 kat HAMA 2 eniong dev mapepBaiAovTal,
umnodelkviovTag 6TL dtopa mou AauBdvouv Ig movTtikoU and mapevIePKES 0d0UC UMOPOUV va eEETACTOUV EMLTUXWG
pe n dokiuaoia CELLSEARCH®.

ANAMENOMENEZ TIMEZ

Yyieig e0gAovtég, un kakondng vooog paoctou, un kakonbng dAAn véoog

Avalloelg CTC evég onuelou dleEnxonoav oe ouadeg eAEyxou 145 uyLwv e8eAovtiyv, 101 Yuvalkov pe un
KaKor6n vooo Tou paotol kat 99 yuvalkwv pe AAAEG Un kakonBelg voooug. Aev avauévovtal va epaviotolv
EMONALOKA KUTTAPA OTO MEPLPEPLKS alua Twv UyLwv aTouwv. And ta 345 ouvoAikd delyuata mou eAednoav and
TOUG UYLElG eBEAOVTEG KaL TIG YUVALKEG Ue N Kakonen vaco, puévo éva atouo eixe mavw and 5 CTC/7,5 mL.

Ta anoteAéopata mapatiBevral otov Mivakag 1.

Mivakag 1: Atopa opddag eAEyxou

Katnyopia N Méon Ty CTC | SD Apusagess‘é‘!l’.‘eus EAdy.* Méy.*
Yyieiq 145 0,1 0,2 0 0 1
Mn kakonfng voéoog pactol 101 0,2 1,2 1 0 12
Mn kakonéng GAAn véoog 99 0,1 0,4 0 0 3

* KateuBuvtipla odnyia NCCLS C28-A23

Yyieig e0gAovtég, un kakorfng vooog Tou maxéog eviEpou - opfou

Alua cUNEYBNKe amd uyLelc dvTpeg kal yuvaikeg nAkiag 35 eTwv kaL dvw. Autol oL uyLelc eBehovTég evTdyOnkav
o¢ tpla kévtpa Twv H.IM.A.. Tla Toug okomolg auThg TG MEAETNG, CUAAEXBNKAY BUO GOKLUAOTLKOL OWANVEG
aiuatog and kdbe acbevn kaL aupotepoL a&lohoynénkav wg mpog Ta enineda CTC. Ymp&av cuvoAikd 150
amoTIUAoLa dTtoua pe éva fy d0o EexwpLotd kAdopata alpatog Twv 7,5 mL mou unoBARenkav oe eneEepyacia yla
CTC. Aev umpEav dtaBéotpa anmoteAéopata CTC kat amd Toug dUo JOKIUAOTIKOUC OWANRVES yla dAa Ta
anoTiunoa atoua. O uécog aplBUdS KUKAOPOPOUVTWY KAPKLVLKGOV KUTTApwV YiTav 0,0 yla Tig dUo ouddeg atdpwy
ue Tumikég amokAioetg and 0,1 €wg 0,2. Ano 10 6UvoAo Twv 284 deLypatwv amd uyLelG e0eAovTEC (AVTPEG KaL
yuvaikeg), kavéva dtopo dev eupdvioe ndvw and 3 CTC/7,5 mL. Ta anoteAéopata eppaviCovtal otov Mivakag 2.
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Mivakag 2: AnoteAéopara tou CELLSEARCH® Circulating Tumor Cell Assay o€ aropa opddag eA€yxou

‘OAa ta aropa opddag EAEyxou Moévo avtpeg Movo yuvaikeg
qu’] 'Atgua
opdadag eAEyxou Zw)\1r’1vaq th;']vaq SGvoho Zo))\1r’1vuq Zw)\;’]vuq SGvoAo Zw)\1r’1vaq Zw)\?vaq SGvoo
N 149 135 284 68 64 132 81 VAl 152
Edpog tipwv CTC 0-1 0-1 0-1 0-1 0-1 0-1 0-1 0-1 0-1
Méon Ty CTC 0-0 0-0 0-0 0-0 0-0 0-0 0-0 0-0 0-0
CTC SD 0,1 0,2 0,1 0,1 0,1 0,1 0,1 0,2 0,2
N (%) >1CTC 2 (1%) | 4 (3%) | 6 (2%) | 1 (1%) | 1 (@%) | 2 %) | 1 (1%) | 3 @%) | 4 (3%)
N (%) >2 CTC 0(0%) | 0(0%) | 0(0%) | 0(0%) | 0 (0% | 0(©0%) | 0(0%) | 0(©% | 0 (0%)

Mepinou tptdvta mL aiuyatog (yLa va auéndel n mbavoTa avixveuong KUTTAPWY) CUAAEXONKAV OE TECOEPLS
EexwpLoTolg dokLuaoTikolg owArveg CellSave (Touldylotov 7,5 mL avd cwAnva) and acdeveic mou
UnoBARBNKav oe KOAOVOOKATINGON N XELPOUPYLKA eméuPacn yla kaAonin véco. Ewg t€ooepa delypata aiuatog
7,5 mL a&loAoynénkav yia kdBe dtopo mptv and m dadikacia. Ta anoteAéopata eupavifovral mapakdTw oTov
Mivaka 3. Aev ump&av dlabéotua anoteAéopata CTC kaL and Toug TECOEPLG DOKLUAOTIKOUG OWANVES yLa GAOUG
TOUG amoTIunoLuouc acBevelc. Kavévag and Toug acbevelg pe kaAondn véoo Tou max€og eviépou - opbol dev
euPpavioe mepLocoTEPA AMO £va KUKAOPOPOUVTA KAPKLVIKA KUTTapa avd 7,5 mL alpatoc.

Mivakag 3: AnoteAéopara g CELLSEARCH® Circulating Tumor Cell Assay og ac6eveig pe kahonén voco Tou
TAax€0G EVIEPOU - opOol

Aipa rou cUAAEXBNKe MpLv and T dadkaocia
Kahonéng vocog

Zwhivag 1 Zwhijvag 2 ZwAijvag 3 Zwhivag 4 Z0voho

N 55 55 53 47 210

Edpog tipav 0-1 0-1 0-1 0-1 0-1

Méon Ty 0,1 0,0 0,0 0,1 0,0

SD 0,2 0,1 0,2 0,3 0,2
% >1CTC 3 (5%) 1 (2%) 2 (4%) 4 (9%) 10 (5%)
% >2CTC 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Zmv Ewxoéva 1 eppavideTal n ouxvémta tTwv CTC ouvdUACTIKA YLO TOUC UYLE(C EBEAOVTEC KaL TOUC 00BeVE(C pe
kahorBn véoo (oudda eAéyyou) Kal yla Touc aoBeveic pe MBC, MCRC kat MPC mpv ané mv évapgn ¢ Bepareiag
Kat yla 1 prva mepimou pHeTd v Evapén g Bepaneiac.
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Ewoéva 1: Zuxvotnta twv CTC oe opddeg EAEYYOU (ATopa XwPL§ KAPKiIVO) KaL 0 aoBEVELG HE HETAOTATIKO
Kapkivo Tou pactou! (MBC), petactatikd kapkivo Tou max€og evrépou - opBod2 (MCRC) i petactarikod
Kapkivo Tou mpootdtn3 (MPC) mpLv amd v évapén véag ypaupng Oepaneiag (EvapkTipLag) kat yia
~2-5 eBBopadeg peTa ™V £Evapén g Bepameiag.
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Yyizig Calofjba ‘Evapin 35 zpBSoptSeg Evapln 35 rpSopddeg Evapfn 25 spBouddzg
lchovrig &0l
zhyyou AcBrvzig ye MBC! AoBeveig pe MCRC? Acleveig pe MPC3
Ap. mepmTwotwy 295 255 137 132 413 334 219 203
N (%) >1 €TC 10 (3%) ] ) 125 (7T1%) 73 (55%) 196 (47%) 89 {27%) 170 (78%) 123 {61%)
N (%) 22 CTC 0 (0%} 2 | 108 (61%) 53 (40%) 138 (33%) 48 (14%) 152 (69%) 106 (52%)
N (%) >3 CTC 0 (0%} 2 (1 102 (58%) 47 (36%) 108 {26%) 41 (12%) 139 (63%) 93 {46%)
N (%) = CTC 0 {0%]) (0 94 (53%) 42 (32%) 90 {22%) 34 (10%) 129 (59%) 86 {(42%)
N (%) 25 CTC 0 {0%]) 1 (0 88 (50%) 40 (30%) 75 (18%) 26 ( 8%) 125 (57%) 80 (39%)

1 MAnpopopieg yLa Tov mANBuou6 avagopdg pe MBC Mivakag 1 Twv KALVIKOV 0dNYLOV XprRong.
2TA\npogopieg yla Tov mAnBuoud avapopds ue MCRC TMivakag 12 Twv KALVIKOV 0dnyL@V Xeriong.
3 MAnpogopieg yia Tov minBuoué avaeopd e MPC Mivakag 22 Twv KAVIKOV 0SNYLOV XPARoNG.

XAPAKTHPIZTIKA AMOAOZHZ

Avaktnon

Aetypata afuatog ané vyl d6TpLa opoyevoTIoBnKav Kat Ta mévte and ta &L kAdopata 7,5 mL euBoAldokav pe
nepimou 1300, 325, 81, 20 kat 5 kaA\epynuéva KTTapa kapkivou Tou paotol (SK-BR-3). O éktog owAnvag meplelxe
UN €UBOALACUEVO UYLEG OUOYEVOTIOINKEVO QA KAl XPNOLUOTOMBnKe wg onuelo undév. Autd ta delypata
untoBArBnkav oe enegepyacia oto CELLTRACKS® AUTOPREP® System pe to CELLSEARCH® Circulating Tumor
Cell Kit kat oL Tipég CTC mpoodlopiomkav oo CELLTRACKS ANALYZER I1®. To melpaua enavaAneénke yia
TEOOEPLC aKOUN JOTPLEC. OL TIUEC TWV KUTTAPWY TOU TIAPATNEABNKAY ELONXEN0AV 0€ YPAPLKH MAPACTAON O OXE0M
KE TQ avauevoueva anoteAéopata KUTTdpwyv. Ta anoteAéopata ouvoyiCovtal otov Mivaka 4.

Mivakag 4: NMooooTLaiEG EKTYNOELS aviXveuong.

Avayevopevog apLBpdg KapKIVIKWV Méoog mapampouipevoqaptduog 'Opta dLakupavong
KUTTapwv KAPKLVIKWV KUTTAPWV TOCOOTLALAG AVAKTNONG
1300 1215 91 éwg 95%
325 308 82 éwg 101%
81 85 80 ¢w¢ 136%
20 22 95 €w¢g 140%
5 7 120 éwg 200%

la Tov mMPoadLopLlopd Tou YEVIKOU ) TOU KAAUTEPOU TALPLACUATOC EAAXIOTWY TETPAYWVWY, YLa TN GUYKOELON TNG
napatnENOeloag KaL ™G avapevopevng TLUNG KUTTAPWY o€ OAa YEVIKMG Ta dedouéva, dlevepyriBnke avaluon
YPOUUIKAG TIaAvdpounong. H e&lowon naAvdpdpunong ya ta 30 autd deiyuata fitav Y = 0,93x + 3,87 pe R2= 0,999
(R =0,999). Ta amoteAéopata MG MEAETNG QuTHG Selxvouv OTL KaTd PECOV 6p0 0TO £E£TACOUEVO EUPOG TLUWY
CTC, n avdknon, 6nwe ouvdyetal and v avaiuorn naAvdpounong, eivat 93%.

AedOUEVNC TNG YPAUULKAG amdKPLONG TWV UETPNOEWY KAPKLVIKWV KUTTAPWYV, Ba avapévape n KAON Tou YPAPAUATOS
TaPATNEOUUEVWV EVAVTL QVaUEVOUEVOV TLH@V va eivat 1,0. Qotdoo, n kAion ftav 0,93. AuT6 ogeiAetal 0To OTL TO

CELLTRACKS® AUTOPREP® System pe To CELLSEARCH® CTC Kit nepthapBavel tn cUANUN kat ™ oruavon
@BopLopol KuTTdpwy UoTtepa and aviyxveuon kat katapétpnon and To CELLTRACKS ANALYZER 11®. H anwAela
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KUTTApwV Ba Uropolce EMOUEVIG va oPe(AeTal og pLa and TG mapakdate méavomTeg: 1) avdkmon tou 93% pévo
TWV KAPKLVLK®V KUTTAPWV Tou €xouv epBoAtactel oe 7,5 mL alyatog and 1o CELLTRACKS® AUTOPREP®
System, 2) avixveuon tou 93% HOVO TwV KAPKLVIK®V KUTTAPWV ToU epgaviovtat 0to 6aAauo delyuatog Tou
CELLTRACKS ANALYZER 1I® Ay 3) ouvduaoud autiv Twv dUo myov opAAUaToc.

MpappéTa / Avagepoueva opLa SLakupavong

‘Evac dA\og Tpdmog eEETaong Twv mponyoluevmv dedopévwy elval va avaAubolv n¢ oelpd apaldoemwy yla Ty
a€LoAGYNON ™G YPOUUIKOTTAG NG dokidaciac. Apaipéoape T ouyxéouoa UETABANTY TG el TOLG EKATO
QvAKTNONG XENOLMOMOLOVTAG TNV MAPATNEOUUEVN TUUY) OTO OPXLKO delyua 0N oelpd apatoewy (dnA. 0ToV MPWTO
OWANvVa) dLa Twv CUVTEAECTWV apalwong yLa va mPoodLOPlOoULE TLG QVAUEVOUEVES TIEG YLA TN OELPA TV
apaLdoewv yLa kabe delypa and acbevn. MNMaAvdpdunon GAwv AUTWVY TWV TUOV TV TAPATNPOUUEVOV KAPKLVIKOV
KUTTAPWV WG TIPOG TLG AVAUEVOUEVEG TLIEG KAPKLVIKWV KUTTAPWY anedwoe kAlon 1,007, onuelo Topng Tov a&dvwv
10 3,0 kat R2 = 0,990 (R = 0,995). Emouévag, ueTd mv amopdkpuvon e et TolG ekatd avakmong (anwAela
KutTdpwv) and TG Tipég CTC yia kabéva and ta apyka delyuata, n avaluon Twv dedouévav SLamioTwoe OTL N
avixveuon tou CTC ATav YPQuULKN TAvw 0TO avapepouevo épLo dlakiuavong amd 0 £ng 1238 KapKLvika KUTTapa.

‘OpLa aviyveuong

‘Eva CTC avd 7,5 mL pnopel va aviyveudel and to CELLTRACKS ANALYZER I1® napéxovtag 6pLo avixveuonc 1
CTC avd @uotyya. H ypauutkn maAvdpounon deiyvel 6Tl katd uéoo 6po, 10 93% tou CTC nou eugavidetal o
delyua aipatog 7,5 mL avaktienke pe xpnon Tou CELLTRACKS® AUTOPREP® System (BA. evotnTa Avdktnon).
H anwAela nepinou Tou 7% twv CTC 010 delypa dev enapkel yla peiwon tou opiou avixveuonc, mou eivat 1 CTC.

EnavaAngpoétmra:

a. EnavaAnyiuéra custiparog pe o CELLSEARCH® Circulating Tumor Cell Control

Tpla EexwpLotd delypata tou CELLSEARCH® Circulating Tumor Cell Control mapackeudomxav kat urtoBAROnkav
oe eneEepyaoia kdbe pépa yla 30 nuépeg oluPwva e ™ HEBOdO mapateTauévng avaiuong e odnylag EP5-A2
¢ NCCLS. Kdbe pLaAn delypatog piag xprnong mepLléXeL Uia XaunAn Kat pia ugnAn ouyKEVTPwon KUTTApwv anod
LA LOVLUOTIOLNUEV YPOUUA KUTTAPWY TIoU €XEL MPOXPWHATLOTEL UE U0 JLAPOPETIKEC POOPOXPWOTIKES. H
OTATLOTLKY ene&epyacia yla ta uPnAd kaL Ta XaunAd KUTtapa eEAEYXO0U MOPOUCLAZETAL KATWTEPW TEPLANTITIKA.

Mivakag 5: MepiAnyn Twv avalucewv akpBeiag

Xaunho YynAo
N 99 99
Méoog 6pog apLOpol KUTTApWY 48 969
Turukn anékhion oAwg akpiBetag (S;) % CV 18% 5%

B. EnavaAnyudtnta cuotipatog e deiypara acdevawv.

Metaotarikog kapkivog Tou pactou (MBC)

‘Eva glvoho and 163 dimAdtuna delypata aipatog cUAEXBNKav and 47 acbevelc pe HeETAOTATIKO KAPK(vo Tou
MaOTOU KaTd T SLdpKela ™G KAWVIKAG heAéG. Ta delypata autd unoBAnenkav oe enefepyaoia o mOAAG
€PEUVNTLKA KEVTPA YLA VA TIPOCOLOPLOTEL N emavaAnWiuoTa Twv petpnoewv CTC. H e&lowon maAvdpdéunong yLa
™ oUyKpLoN aUT®V Twv 163 SLAGTUTIWV detypdtwy nTav Y = 0,98x + 0,67, R2= 0,99. Zv Ewkoéva 2 eugavicetat
€va vepedypauua Twv dtmotunwy anoteAeopudtwv CTC o1o aipa and acbeveic pe MBC nou anelkoviomkav
YPAPIKA o€ AoyapLouLkn KALHaka, pe Tl katw@Aiou 5 CTC nou unodelkvieTal and SLAKEKOUUEVES YPAUUEG.
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Ewoéva 2. EnavaAnypémra apiduwv CTC oe dumAdtumna deiypara MBC (n=163) pe peon tyn <51 >5 CTC ava
7,5 mL aiparog.
Ewkova 2 Znueiwon:
Evoéxetal va
undpxouv ndvw améd
N &va onueia mou
. unepTiBevTal ndvw
i andé dAAo onueio. a
° napddetyua, o€ autd
T0 Ypd¢nua,
: i . undpxouv 50
::q MEPLTTAOELC (31%)
| & onou kat ot dUo
- i SOKLUAOTLKOL
. OwARveg eixav 0
:_ - CTC, 18 neptntwoeig
) (11%) émou o
o W SwAnvac 1 eixe 0
CTC kaL 0 ZwArjvac 2
- elxe 1 CTC kat dAAeg
18 mepLMTWOELG
(11%) émou o
SwAnvac 1 eixe 1
CTC katL 0 ZwArjvag 2
elxe 0 CTC.
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MetaoTarikdg kapkivog Tou maxéog eviEpou - opBou (MCRC)

‘Eva olvoho 1.627 dtmAdTunwy delyddTwv aipatog cuUAEXONkav amnd 430 acbeveic ue MCRC katd n dldpkela
™G KAWVIKNG MEAETNG. Ta delypata autd unoBAnenkav oe enegepyacia oe MOANA EPEUVNTIKA KEVTPA YLA VA
npoodlopLoTel n emavaAnyudmta twv petpnoewv CTC. H e&lowon naAvdpdunong yia tn cUYKELON QUTOV TwV
1.627 dumAoTunwy detypdTwv ftav Y = 0,98x + 0,18, R2=0,96. Zmv Ewdva 3 eupavifeTal éva vepeAdypaupa
TV dMAGTUNWY amoteheopdtwv CTC oTo aipa and acbeveic pe MCRC mnou anetkoviomkav ypaglkd oe
AoyaptBuLkn kAlpaka, pe Ty katw@Aiou 3 CTC mou unodelkvieTal amnd JLAKEKOUUEVES YPAUUEG.

Ewova 3. EnavaAnyuotnta aptfpwv CTC oe dumAotuna deiypara MCRC (n=1627) pe péon i <311 >3 CTC
ava 7,5 mL aiparog,.
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O dlakupdvoelg Tou aptbpol CTC avd doKLUAOTIKO CWANVA JELYHATWOV a{uaToC and acheveiG e UETAOTATIKO
Kapk{vo Tou HaoToU Kal Tou max€og eviépou - 0p0oU eupavidovtal oTic Ewoéva 2 & Ewkdva 3. H katavoun
OTOPASIKWV CUHUBAVTWY (OMWG KAPKLVIKWOV KUTTAPWYV) evTog dedouévou dykou elval tuxaia kat avegdpmtn and To
KUTTAPO 1) TOV TUTO NG véoou. To yeyovoc autd xapaktnpileTal kaAlTtepa amnd v katavoun Poisson — pia
MaenuaTikh u€BodO mou epapudleTal and CUCTAATA HOVTEAOTOMONG Omou 1 meaveTa va MPOKUYEL Eva
OUUBAv elval oAU xaunAn aAAd 0 0pLBUAC TWV EUKALPLAOV YLA Eva TETOLO oUpBAV elval peydin.s MNa
DOKLUAOTIKOUG OwATveC he MOAU XapnAi mpooTtatiki Tiwh CTC, elval elAoyo va avapévoupe dLaKUUAVOELG O
amoteAéopata napduoLla pe autd mou eppavicovtal 0Tl Ewoéva 2 & Ewkéva 3. Eneldr) ot dUo mponyoUueveg
peAétec oe aobeveic ue MBC kat MCRC eugdvioav oxeddv mavopoldTuna anoteAéopata, dev mpayuaTonomenke
ouykpton Twv aptduwv CTC avd cwAfva o delypata aipatog and aobevelc he HETAOTATIKG KAPKIVO TOU
MPOOTATN KATA TNV KALVIKY SoKIUr mpooTtaTikdv CTC Tou CELLSEARCH®. Qotdoo, Ta anoteAéopata and
aveEApm YeAE Ue v TeXvoloyia CELLSEARCH® nou dlevepynenke oto Kévtpo Kapkivou Tou Memorial
Sloan-Kettering £€del&e 6TL dev UMAPXOUV CUOTNUATIKEG SLOKUPAVOELG PeTa&l BETEWV 1) WAVWY OE UETPNOELG
CTC mou eunintouv o€ elpog TiHwv amd 0 €wg 1192 CTC ava owArva o aobevelq pe UETAOTATIKO KApPKivo Tou
npooTtdn.4
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1 AoOgVeig pe HETAOTATIKO Kapkivo Tou pactou (MBC)

MpayuaTomoOnke MOAUKEVTPLKA KALVLKY) HEAETN TIPOOTITLKIG YA va MPOCdLOPLOTEL KaTd mdoov N T Twv

CTC npoéBAeme Vv €EEALEN NG VOOOU KaL TNV emBlwon. 2 UEAETN CUETEXQV A0BEVE(C e HETAOTATIKO
KQpK(vo TOU paoTou pe petpriown vooo (N=177), mou Eekivnoav pia véa ypauur Bepaneiag. Ta kAikd
dedopéva avalldnkav pe Baon v npddeon yia Bepareia. Ta dnuoypadlkd oToLxela Twv acBevav eugavifovtat
otov Mivakag 1.

Mivakag 1: Anoypagikd otolxeia acfevwv pe MBC

Katnyopia N=177 acbeveiq
HAwia kara v evapktipLa Méon twn * Turkn andkAon 58 + 13
detyparoAnyia Awquecog 58
Neprypagn katnyopLwv Ap18u6g acbevav (% ouvohou)
1 26 (15%)
2 92 (52%)
Z1dd10 3 26 (15%)
4 20 (11%)
‘Ayvwoto 13 ( 7%)
Aeurn 153 (86%)
, Maupn 14 ( 8%)
(WD) lomavol 7 ( 4%)
‘Ayvwoto 3 ( 2%)
0 82 (46%)
B} . 1 %
Evapktniplog Badbuog ECOG 2 zg E%OZ g
‘Ayvwoto 5( 3%)
. . Kokia 152 (86%)
©gon véoou Ootd 153 (86%)
+ 121 (68%)
ER/PR - 54 (31%)
Ayvwoto 2( 1%)
0 91 (51%)
1+ 12 7%)
HER2 2+ 18 (10%)
34+ 27 (15%)
Ayvwoto 29 (17%)
n ypappn 82 (46%)
pa— 20 ypayym 26 (15%)
Mpappn Bepaneiag >31 ypapun 67 (38%)
‘Ayvwoto 2( 1%)
XnperoBepaneia (Ch) 74 (42%)
Evdokpuvuai (En) 45 (25%)
Ztoxeupévn (Ta) 9( 5%)
Ch/En 10 ( 6%)
Tumog Beparneiag Ch/Ta 23 (13%)
En/Ta 7( 4%)
Ch/En/Ta 2( 1%)
ZUHTANPWHATLKY 2( 1%)
‘Ayvwoto 5( 3%)

H evapkpla T CTC mpoaodlopiotnke mpLy and v Evapén uLag veéag Ypauung Oepameiag. Ot emavaAnmTikE
petpnoelc CTC nmpoodloplokav UeTd Tnv évapén Tng Bepaneiag oe dlaothuata 3 éwe 4 eBdouddwy. Ma Tig
EVAPKTNPLEG AVOAUCTELG, HETPNONKE N emBlwon Xwplg eEEAEN ™G vooou (PFS) and 1o xpbvo TG EVApKTHELAG
atgoAnyiac éwe ™ dLdyvwon ™G eEEAENG Ue AEOVLKY) ToHoypapia 1/Kal KALVIKA onuela KaL GUUTITWUATA, KaL N
vevikn emiBinon (OS) petpriBnke amd Tn oTLYUR ™G EVOPKTAPLAC atoAnyiac we To Bdvato. Ma Tig
ENAVOANTITIKEC avaAloelg mapakoAolBnong, n PFS peTpnonke and m oTLyur| TG EMAVAANTTIKAG atdoAndiag wg
™ Oldyvwon ™G eEEAENG 1 To BAvato, kat | OS peTpriBnke anod tn oTLyUN TG ENAvVaANTTIKAG auwoAnyiag wg o
Bdvarto.

1.1 Zuxvomnreg CTC

Ta anoteAéopata CTC mou eM@pBnoav and TLG emavaAnmTkeg aoAnyieg oe 3-5 eBdouddeg, 6-8 eBO0UAdEC,
9-12 eBdouddeg kat 13-20 eBdouadeq Uotepa and myv Evapgn g Bepamneiag KaTnyopLomomBnKav we euvoika
(<5 CTC) 1 un euvoika (>5 CTC). Edv eAfpdnoav neplocdtepa and éva anoteAéopata CTC oto ddotnua
omnoloudnmoTe amd Ta KABoPLoUEVA XPOVIKA onuela mapakoAolBnaong, xenotuomnowienke to anotéAeopa CTC and
™V aoAnyia mou anéxel mepLocOTEPO AMd TNV EVAPKTAPLA auoAnyia.

And 10 oUVOALKO apLlBud Twv 177 acBevav ue MBC, 23 dev Tav AMOTIUACLUES OTNV MPWTN EMAVAANTITLKI
avaiuon. Amo TiG 23 autég aobevelg, oL déka anePlwaoav TpLy and TV ENAVAANTITIKA aytoAnyia, evvéa acBevelq
napouciacav eEEALEN TG vOooU TIpLY amd TNV EMAVAANTITIKA aloAnyia KaL oL TEGoEPLS dev eUPavioTnkav yla
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EMAVOANTITLKY) aLpoAnwia. Zuykekpluéva, kabepia and T déka aodeveic mou aneBlwoav eixav >5 £wg eEalpeTIKA
ugnAég Tpég CTC katd mv evapktipla avdiuon (tipég CTC 9, 11, 15, 24, 111, 126, 301, 1143, 4648 kat 23618).
Ané T1¢ 154 aoBeveig mou mapouctdomrav yla enavaAnmtikr) avdiuaon, oTig 132, 99, 129, kaw 85 éyve apoAnyia
oTLG 3-5, 6-8, 9-14, katL 15-20 eBdouddec Yetd TV Evapén g Bepaneiag, aviloTolxwe.

O Nivaxag 3 cuvoyiCel To GUVOAIKG apLOUd KaL TO TOCOCTO A0OeVWV e Un euvoikd aptBud CTC onv KALVLIKA
OOKLUI YLO TN YEVLKN emLBiwon, Tou dlagépeL and Toug aplBolc Kal Ta MocooTd Twv acevav pe emBlwon Xwpic
€EENLEN NG vdoou, dnwg euavifetal otov Mivakag 2. H dlapopd oTov aptbud Twv acbevav og KAOe XPOVIKO
onueio YeTa&l Twv dUo MvAKwV opelAeTal 0NV eEEALEN UEPLKWV aoBevav TpLY and v awoAnyia. H dlapopd
0TOV apLBO a0Bev®V evtdg TV MVAKWY ogelAeTal 0TovV apLBud Twv acBeviv Ue aloANWeg KaL Ue AmOTLUN oA
amoteAéopata CTC oe k&be xpovikd onpeio.

1.2 Avdluon g emBiwong xwpis eEEAEN (PFS) oe acbeveiq ue MBC
1.2.1 EmBiwon xwpig e€EMEn (PFS) pe Bdon ta evapktipra arnotreAéopara CTC

Kat oL 177 aoBeveig ue MBC uneBAnBnoav oe evapktipla e&€taon CTC. MNa avdAuon Kaplan-Meier, oL aoBeveig
dlaxwpiomnkav o€ d0o ouddeg, oluPwva pe ™ pétpnon CTC katd v évapén:

* H euvoikn oudda (N=89), nou unodnAwvetal pe mpdotvo, epleAduBave aobeveic e CTC <5.
* H un euvoikn oudda (N=88), mou umodnAwveTal Je kokkLvo, mepleAduBave acbeveic e CTC >5.

H dLdueon PFS Atav moAl ueyallTepn otnv euvoikr| opdda oe oUyKpLON Ue TN Un uvoikn oudda (7,0 évavt 2,7
unvov, avtiotolxa). Ta anoteAéouata autd eugavicovtal oy Ewéva 1.

Ewodva 1: PFS ac@evawv pe MBC pe CTC <5 i} >5 kard v evapktipla agoAnygia (N=177).

= 100%
wh
% 90% CTC/!7,5mL AiGpeon PFS oe
w otnv évapén N (%) prveg (95% C.1.)
‘a 80% <5CTC 89(50%) 7,0 (5,6 fwg 8,9)
§< >5CTC 88(50%) 2,7 (2,1 £wg4,4)
v 70%
g Adyog Kivduvwyv katd Cox = 1,9
3 60% X = 14,44
a P
= Tl = 0,0001
E I . T 7,0 pfveg (ruh p )
W 50%
o 27N, !
£ a0u 1"
2 .
2 30%
E ‘
ES o/ — i
» 20% 1
E 10%— Logrank Tipf p = 0,0001
I
0%

| |
L I I B O

0 5 10 15 20 25 30 35 40 45 50
Xpovog a1mo Evapén (pveg)

1.2.2 EmBiwon xwpig e&EMEN (PFS) pe Baon anoteAéopara enavaAnmkwv avaicewv CTC

l'a avdAuon Kaplan-Meier, oL acfeveig Slaxwpiotkav oe 00 opddeg, olpgwva e TiG petproelg CTC oe
KaBeuLd amnod TG dLAPpopes EMAVAANTITIKESG alpoAnyiec. Kat oL dUo ouddeg acbeviv oe Kabeuia and Tig
OLOPOPETIKEC XPOVIKEC OTLYHEC EMAVAANTTIKAG aldoAnwiag petd v évapén g Bepaneiag yla PFS
ametkovi¢ovtal onv Ewéva 2. O xpovol PFS unoAoylomkav and Tn xpovikn oTlyun kae aoAngiag kat kébe
a00eVAC TOU eUPAVLLE EEALEN TPLY amd LA CUYKEKPLUEVN atpoAnwia amokAetdTav and v avdiuon mg
OUYKEKPLUEVNC Kal OAWY TwV EMAVAANTITIKOV atdoAnywv. 2y Ewkdva 2 paivetal n duvatémta twv CTC oe
aobeveic pe CTC <5 kat >5 og 3-5 eBdouddec, 6-8 B0ouddeC, 9-14 eBdouddec Kal 15-20 eBdoUAdES UeTd TV
€vapén g Bepaneiag mpokeluEvou va mpoPAePBel 0 xpdvog £ng TV KAWVIKA eEEALEN oe 177 aoBevelg pe
HETAOTATIKO KapKivo Tou paoTol.

*  guvoikr opdda, mou unodnAwvetal ue Aadi, urAe, pwp kal yahdaZlo, nepteAdupave acbeveig ue CTC <5,

* N €UVOIKY 0UAda, TTOU UTIOBNAWVETAL PE KAPE, MaUPO, YKOL KAl , meplteAdupBave aodevelc ue
CTC >5.
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Ewoéva 2: PFS acbevwv pe MBC pe CTC <5 1) 25 o€ dLagopeTikols XpOVoug EMAVAANTTILKIG avaAuong

= 100%
o
S 90%
w _ CTC <5 0c: CTC 25 ot:
a 80%7 TS 3- 5 efBopadeg (n=90) 3. 5 ¢fBopdbeg (n= 36)
3 p 6- 8 eRBONGBES (n= 73) 6- B epBopddEe (n= 15)
w 70% - ; 9-14 efSopadeg (n= 91) 9-14 eBSopadeg (n= 11)
E 15-20 eBBopddeg (n= 64 15-20 £pBOABEC (n= 12
3 60%
b3
B so%---
o
=
£ 40%
5
@ 30%
E
R 2006
w
o
F o 10%
&
0% —

rT1riryrrrrrerrrrerind rrrrrrrrTrrrr T T e ey r v e i rvreana

10 15 20 25 30 35 40 45 50
Xpovog amd aipoAnyia (prjveg)

O Nivakag 2 cuvoyiCel Ta anoteAéopara g avaluong PFS xpnotomowivtag ta enineda CTC kaL pLa Tun
katwAlou =5 CTC/7,5 mL o€ kaBéva amd Ta SLAPoPETIKA XPOVIKA onuela awuoAnyiag.

Mivakag 2: EmBiwon xwpig eE€MEN (PFS) yia acbeveig pe MBC pe CTC <5 1 >5 o€ dlapopeTika

XPOVIKA onpeia
1 2 3 4 5 6
Xp6vog BerypaToAnyias Awdpeon PFS og pnveg (95% Cl) Logrank
HETA ™V évapén ™g N >5CTC 0g-r
‘Evapén 117 88 (50%) 7,0 (5,6 €wg 8,9) 2,7 (2,1 éwg 4,4) 0,0001
3-5 eBOOUADES 126 36 (29%) 6,1 (4,7 €wg 8,6) 1,3 (0,7 éwg 2,1) <0,0001
6-8 £RSOUGDEC 88 15 (17%) 56 (4,5¢6wC 7,6) 1,4 (0,6 60¢ 3,4) 0,0001
9-14 eBBOPABEC 102 11 (11%) 7,0 (5,1 éwc 8,8) 3,0 (0,9 éwc 4,8) 0,0251
15-20 eBBOUABES 76 12 (16%) 5,9 (3,8 6u¢ 8,7) 3,6 (0,7 $uc 7,0) 0,0610

‘Onwc anewkoviCetal omv Ewoéva 2 kat Tov Mivakag 2, acbeveic ye augnuévn T CTC (>5 CTC/7,5 mL oAikoU
aipatog) oe onolodnnote and Ta xpovikd onuela elxav moAl peyaAltepn mbavétnta Taxeiag eEEALENG and Toug
aobeveig pe CTC <5. Zm omAn 4 tou Mivakag 2 epgavidovtal oL didueool xpoévol PFS yia Tig acbeveig pe CTC
<5 mou kupaivovtav amnd 5,6 wc 7,0 ufvec kat ATav onuavTikd peyaiitepol amnd toug didueooucg xpdvoug PFS
yla Ti¢ aobeveic ue CTC >5, mou kupdvenkav amé 1,3 €wg 3,6 prveg (0THAN 5).

1.2.3 H peiwon N n adgnon mg tyng CTC mpoBAEneL BeATiwpévn 1) petwpévn empBiwon xwpig eEENEN (PFS)

O dlavueévteg xpoévol PFS umohoyiomkav and v evapktipla aoAnyia. MNa myv avéiuon Kaplan-Meier

(Ewova 3), oL aobevelg pe MBC dlaxwplomkav o€ TE00EPLC OUAdES, oUUPwva We TIG peTpnoelg Tou CTC katd mv

evapkthpLa A, otig 3-5 fdouddeg, 6-8 3o0uddes, 9-14 Bdouddeg kat 15-20 eBdoUAdES LeTd TV Evapén TG

Bepaneiac:

* Oudda 1 (mpdctvn kaunUAn), 83 (47%) aobeveig ue CTC <5 og 6Aa Ta xpovikd onueia awonyiag. MNévte (6%)
and autég TIG aoBevelc umoBAROnkav Pévo oe evapkTpLa aloAnwia eva d0o (2%) mapouciacav pia pévo
awoAnyia HETAEY NG MPWTNG Kat ™S TeAeuTaiac awoAnyiag mou epgdvice CTC >5

* Oudda 2 (unAe KaumUAn), 38 (21%) acbeveic e CTC >5 mpLv and v EvapEn e Bepaneiag oL omoleg dUWG
epgdvioav peiwon oe CTC <5 katd 1o xpdévo e TeAeutaiag aoAnyiag Toug

* Oudda 3 ( KQUTUAN), 17 (10%) acBeveic pe CTC <5 o€ mpwiun Aqyn (evapktpta, 3-5 eBdouddeg f/kat
6-8 £BOouddEC) oL omoiec duwe eupdvioav augnon oe CTC >5 katd 1o Xpdvo ™G TeAeuTaiag apoAnyiag Toug

* Ouada 4 (koK KaumUAn), 39 (22%) aobeveig ue CTC >5 oe 6Aa Ta xpovikd onuela apoAniac. Aéka (26%)
and autég TIG aobevelg umoBAnBnkav pdvo e evapKTAPLa autoAnia.
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Ewoéva 3: Meiwon g tyung CTC kdtw and 5 petd v €vapgn Beparneiag mpoPAeneL peyakutepn PFS oe
aoOeveig pe MBC

100% Adpeon PFS oe
c \ Opéda Nepiypagii N (%) wfives(95% C.I.)
wr ‘e 1 CTC <6 ox 6Aa Ta Xpovied onucia 83 [47%) 7.2 (6,1 fwg95)
ﬁ 90% 2 :5 omv évapfn & CTC <5 ornv TeAzutala apohnpla 38 (21%) 6,1 (4,0 fwg96)
)
An 80%
g., 4 CTC =6 ox ha Ta Ypovikd onpcia 39 (22%) 18 (1,4 fwg2,2)
: 70% Z0yKpion Logrank
= ra T *
g 60%— 1 évevn 2 0,1664
a 1 évavn 0,1330
T-u 50%—1---1 1 évavm 4 <0,0001
o 2 fvavm 0,5540
£ 40%- 2 bvavm 4 <0,0001
‘5 Evavm 4 0,0004
§ 30%
2 -
& 20% 1
o
o+ 10%— —_—
iw 2
0% — 4 O muig p Sev Exouv Tpocapy ooTel yia EAeyxo
ryrrrrrrr T rrrrrrirrrrryrT irrrrrT ey i erTTd
0 5 10 15 20 25 30 35 40 45 50
Xpévog alé évapgn (ufiveg)

FH Ewova 3 deiyvel 6Tt aobeveig pe MBC pe CTC >5 oe dAa ta xpovikd onpeia (Opada 4) eixav ouvtopdtepn
dlaueon PFS, mou dlépepe onuavTika and m didueon PFS g , TG Opadag 2 kat g Opadag 1.
OL dLapopéC YETAEU TWV KAUTIUAWY YLa TIG AAAEC OUAdES O QUTAV TNV elkdva deV NTAV ONUAVTIKEC.

1.3 AvdAuon yevikig emBiwong (OS) acOevwv ue MBC
1.3.1 AvdAuon yevikig emmBiwong (OS) pe Bdon ta evapkmpla anoteAéopara CTC

OL 109 (62%) amé 11 177 acBeveic pe MBC aneBiwoav evd 0 HEGOG XpOVOG mapakoAoldnong yia Tig 68 (38%)
aoBevelg mou mapéuevav o L fTav 22,7 + 9,4 pAveg (dudueon T = 21,1, elpog TV = 4,4 — 48,6). 210
dLdonua auTtwv Twv availoewv, aneBiwoav ol 44 (49%) and Ti¢ 89 aobeveig TG euvoikng ouadag (CTC <5 katd
™mv €vapgn) oe oUykpLon We 65 (74%) amd Tig 88 e un euvoikng ouddag (CTC =5 katd v évapén).

lNa avdAuon Kaplan-Meier, oL aobeveig dlaxwplotnkav o€ 600 ouddeg, ue Bdon m pétpnon CTC katd mv évapén:
* H euvoikr| opdda (N=89), mou unodnAwvetal pe mpdotvo, nepteAdupave acbeveic pe CTC <5.
* H un euvoikn oudda (N=88), nou unodnAdveTal pe kokkwvo, mepleAduBave acdeveig pe CTC >5.

H dtdueon OS ftav moAU peyaAlTtepn 0TV €UVOLKN oudda am' 6,TL 0T Wn euvoikn oudda (21,9 évavtl 10,9
unvav, avtiotolxa). Autd Ta anoteAéopata eupaviCovtal otnv Ewdva 4.

Ewova 4: OS acbevav pe MBC pe CTC <5 1} >5 kard v evapktipta aoAnygia (N=177).

100% cTC/7,5mL Aidipean OS oE
_omnv évapfn N (%) priveg (95% C.L)
90%- <5CTC 89 (50%) 21,9 (20,1 Ewg 28,6)
s >5CTC 88 (50%) 10,9 ( 7,0 éwg 15,2)
§ 80%-
3 Abyog xivBivwy kard Cox = 2,4
@ 70% X' =19,54
E Logrank nipf (ripf} p<0,0001)
B8 60% p<0,0001
21,9
g e s T
E 40%
a‘?‘
w 0/ -
¥ 30%
=
ﬁ 20%1
10%
0%

LR L AL L L L L L L L

0 5 10 15 20 25 30 35 40 45 50
Xpévog amé évapin (pfjveg)
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1.3.2 l'evuix) emBiwon (OS) pe Bdon anoteAéopara enavaAnmukwv avaicewv CTC

OL avahuoelg Kaplan-Meier kat Twv d0o opddwv acdevav e MBC og kabévav amnd Toug dlapopeTKoUg Xpdvoug
EMAVOANTITIKNG aoAnyiag Uotepa and mv Evapén e Bepaneiag aneikoviovtal oty Ewoéva 5. Aut n elkéva
amnetkoviel ™ duvatémra Twv CTC oe aobeveic ue MBC pe CTC <5 kal >5 og dldompua 3-5 eBdopddwy, 6-8
€BOoUAdwv, 9-14 Bdouddwy kaL 15-20 eBdouddwy PeTd ™V Evapén g Bepameiag mpokeluEvou va mPoRAEPBel o
Xpovog €w¢ Tov BAvato oe 177 aobeveic pe PetaoTaTkd Kapkivo Tou paotol. Ot xpévol OS unoloyiomkav and
N XPOVLKY| OTLYMI| K&BE auoAnyiag.
*  H euvoikn opdda, mou unodnAwvetat he Aadi, umAe, pwp kat yahdallo, mepteAdupave acbeveic pe CTC <5,
* H un euvoikn opdda, mou umodnAwveTal Ue Kape, padpo, YKOL Kat , mepleAdupave aobeveiq ue

CTC >5.
Ewova 5: 0S aoBevwv pe MBC pe CTC <5 i} >5 o€ SLapopeTikoug Xpdvoug mapakoAoubnong.

100%

90% -

CTC <5 ox:

3- 5 eplopadeg (n= 92)
6- 8 gfBopddeg (n= 77)
9-14 efBopdbeg (n= 105)
15-20 gfBopdleg (n= 70)

=]
3
i

70%—
60%-

50%]

40%-]

30%-

20%

Emi Toig % mlavérnTa emBiwong

3- 5 efBopdBeg (n= 40)
10%, - 6- 8 gfdopddeg (n= 22)
9-14 efBopaBeg (n= 24)

20 efBopaBeg (n= 15)

0%

L N O N A L L |

10 15 20 25 30 35 40 45 50
Xpdvog amd aipoAnyia (prfiveg)

O Nivaxag 3 cuvoyiCel Ta anoteAéopata g avaluong OS xpnowomnolwvtag Ta enineda CTC kat TR T
katwAlou >5 CTC/7,5 mL og kabéva and ta dLapopeTIKA Xpovikd onueia atoAnygiac.

Mivakag 3: Mevikn emuBiwon (0S) yia acBeveig e MBC pe CTC <5 i) >5 o€ S1APOPETIKA XPOVIKA ONpEia.

1 2 3 4 5 6
Xpovog detypatoAnyiag Autyieon OS o2 pines (95% CI) Log-rank
HETA ™V €VapEn Tng N >5CTC g-r
Evapén 117 88 (50%) 219 (20,1 éwc 28,6) | 10,9 (7,0 wc 15,2) <0,0001
3-5 £RBOUADEC 132 40 (30%) 21,7 (18,8 6 25,9)) 6,2 (4,1 éwc 8,9) <0,0001
6-8 £BSOUAdEC 99 22 (22%) 19,1 (14,2 éwg 22,1) 6,3 (4,8 éuG 9,8) 0,0001
9-14 eBdouddeC 129 24 (19%) 20,8 (17,8 €wg >45) 6,4 (3,0 £wg 10,9) <0,0001
15-20 eBdONGdES 85 15 (18%) 20,1 (17,1 éwg >35) | 11,3 (2,0 éwg 22,9) 0,0021

1.3.3 H peiwon n n atgnon g tTyng CTC npoBAEnet BEATIWHEWN 1) HELWUEVN YEVIKN eTuBiwon

O dlavuBévteg xpovol OS unoAoyiotnkav and v evapkTpLa awoAnwia. MNa mv avaiuon Kaplan-Meier

(Ewoéva 6), oL aobevelc dlaxwplomkav oe TE00EPLC OpAdeC, oUuPwva pe TIG petproelg Twv CTC katd mv

€vapén, oe 3-5 eB0opddec, 6-8 eBO0oUAdEC, 9-14 £BdouAdeC Kal 15-20 eBdoUAdES UeTA TNV Evapén TG Beparneiag:

* Oupdda 1 (mpdowvn KaumUAn), 83 (47%) acbeveig ue CTC <5 oe 6Aa Ta Xpovikd onueia awwoAnyiag. Mévte
(6%) anod auTég TG aobevelq umoBArBnKav pévo oe evapktpLa apoAnyia eva dUo (2%) mapouciacav pia
M6VO aldoAnwia HeTagU ™G MPWTNG kal TG TeheuTaiac aoAnyiag pe CTC >5

¢ Opdda 2 (urmhe KauTUAN), 38 (21%) acbeveig pe CTC 25 mpwv and mv €vapén g Bepaneiag aAAd eppavicav
pelwon oe CTC <5 katd 10 Xpdvo e TeAeuTaiag alpoAnyiag Toug

* Oudda 3 ( KQUTUAN), 17 (10%) acBeveig e CTC <5 oe mpwwun AMun (evapktpLa, 3-5 eBdouddeq
n/kaL 6-8 eBOouAdeC) oL omoleg Guwg eppdvioav atgnon oe CTC >5 katd to Xpdvo g TeAeuTalag
awoAnyiag Toug
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o Opdda 4 (kOKKLYN KAUTUAN), 39 (22%) acbeveig pe CTC >5 oe dAa Ta ¥povikd onueia aoAnyiag. Aéka
(26%) amod autég TG aobevel uMOBARBNKaV LOVO OE evapKTAPLA aLoAnwia.

H Ewova 6 deiyvel 6tL oL aoBeveic e MBC mou unepBaivouv myv Tuur katwpAiou CTC 5 oe omolodninote Xpoviko
onueio petd v évapén g Bepaneiac eppdvioav moAU PeyaAdTepn mOAvVOTNTA VL0 GUVTOUATEQPN YEVLKA
emBiwon. Ou aoBeveig pe CTC >5 oe dAa Ta xpovikd onueia (Opada 4) eixav ™ ouvtoudtepn didueon OS, mou
ATav MoAU JLaPOPETIKN o€ oUyKpLon Ue T otdueon OS g , Tn¢ Opddag 2 kat ¢ Opdadag 1.

H dLapopd o didueon empBlwon Petagy mg Kat ¢ Opadag 1 fjtav eniong onuavTiki KaL mapdAo mou
n otdueon OS yia mv nTav ouvtopdtepn oe olykpLon pe TV Oudda 2, n Slagopd dev HTAV OTATLOTIKA
onuavtiki. Zmv Ewova 6 gaivetal emiong 611 aoBeveic pe CTC >5 oy evapktipla aioAnyia ot onoleg
0TAdLOKA eupavioav peiwon oe CTC <5 petd mv évapén g bepaneiag dETpexav mepimou Tov (dLo Kivduvo
BavdTou pe T aobevelg mou dev umepéBnoav moTé v Tiun KatwdAiou CTC 5.

Ewoéva 6: H peiwon mg tyung CTC katw amd 5 petd v €vapgn tng Bepaneiag anoteAei mpéyvwon peyahutepng
0S evw n avgnon twv CTC oe Ty ion ) peyalutepn Tou 5 anotelel mpoyvwon cuvtopotepng OS oe
aoOeveig pe MBC.

Mafyeon OS o
N (%)  priveg{95% C..)
100%,— 1 CTC <5 o dha Ta ypovied onpcla 83 (47%) 22,6 (20,4 b >45)
2 =6 omviévapin & CTC <6 omy reAcurala mpodngla 32 (21%) 19,2 (14,6 fwg 31,5}
90%- ' G
w onpcia 39 (227%) 41( 28 fwg 64)
E B0% Edyxpion Logrank
.3 kauTriAng Tipf o*
‘E— 70% 1 évavn 2 0,2023
w 1 évevm 3 0,0017
E B0%,— 1 fvavm 4 <0,0001
E | 2 Evavm 0,1025
C L7 [N WA - 2 évavn 4 <0,0001
E . 2 gvavm 4 0,0045
40%
- :
v 30%
o
[=3
B 20%-
IE [ — 2 i
10%- .
4 "On mips o Bev xouv TIpocappoaTel
0% Wiz EACYYD TIOAAOTTALIV UTTOBETELY

TTT T T T T T T TP Y I T I T T T I T T T TR T T eI T I T T T e v T IO rTIrTId
0 5

Xpévog amé évapgn (priveg)

‘Onwg anewoviCetal omv Ewéva 6 kat Tov Mivakag 3 otig omAeg 4 & 5, oL aoBeveiq e MBC pe CTC >5 oe
omoLadNMOTE AMO TLG XPOVIKEC OTLYHES eppAvioav MOAU JeyaAUTepn mBavoTNTA va anoBLioouv vwpltepa and TIg
aoBeveic mou elxav CTC <5. O dudueool xpdvol OS yuU' autég T aobeveic pe CTC <5 kupdvenkav amd 19,1 €ng
21,9 prveg kat ATav onuavTikd peyalitepol amd toug ddueooug xpdévouc OS yla Tig aobeveic e CTC >5, nou
Kupdvenkav amné 6,2 €wg 11,3 unveg.

1.3.4 AvdAuon naAwvdpopnong piag petapAntng kara Cox o€ acOeveig e MBC

OL mapakdTw napdueTpol avaAlenkav xenoLomnolwvtag avaiuon naAlvdpdunong uiag petaBAntig katd Cox yia
a&loAoynon g ouvagelag pe TG PFS kat OS: nAkia aoBevolg (ouvexng), otddlo véoou katd tn dlayvwon (1-4),
XpOvog €n¢ ™ petdotaon (ouvexng), katdotaon ECOG mpwv and mv évapén véag ypauung Beparneiag (0-2),
katdotaon ER/PR (+/-), katdotaon HER2/neu (0-3+), ypauun Bepaneiag (>21 K 1n), tUmog Bepaneiag
(XnueloBepaneia pévo 1 opuoviky / ouvduaoudg), evapktpla T CTC (CTC >51 <5 /7,5 mL) kat Tipég CTC
EMAVOANTITIKOV avaAloewv o€ 3-5 eBdouddeg, 6-8 eBdouddeg, 9-14 eBdouddeg kat 15-20 eBOONAdEC UETA TNV
évapén Bepaneiag (>5 1 <5 CTC/7,5 mL). Ztov Mivakag 4 eugaviCovtal Ta anoteAéouata authg ™G avaiuong,

0 Adyog Kvdivwv katd Cox (HR) kat n oxeti¢duevn T p (dokiur Wald 0TaTloTikAg Z), Kabwg Kat 0 apLbpdg
aofevwv o€ KaBe a&loAdynon.
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Mivakag 4: Avaluon naAwvdpounong piag petaBAntig kara Cox oe acBeveig pe MBC

] Ap. Kivduvog PFS am6 Kivduvog OS am6
MapapeTpog Karyoplss aoBeviv ™mv Evapgn ™mv Evapgn
pe MBC
Oetiky Apwmwr HR Ty p HR Ty p
HAkia katd v . .
EVOPKTIPLA QMOANYEG HAwia o€ €t 175 0,99 0173 0,99 0,375
2TAdL0 NG . .
MPWTOYEVOUG 4 gvavu 3 EvavtL 164 097 0723 1,00 0,969
p 2 évavte 1
SLdyvwong
ER/PR OeTu Apvntuay 175 0,84 0,327 053 0,002
Her-2/neu 8 eyavm 2+ cuavtt 148 091 0,207 093 0422
Evapkripia katdoTaon 2 évaviL 1 évavi 0 m 114 0,307 1,64 0,001
Xpovog £wg . .
MUeTAGTAoN Xpovog o€ € 175 0,97 0,048 0,95 0,018
pauur| Bepaneiag >2nd 1st 175 1,55 0,007 191 0,001
Toroc Bepansiac X““ii‘ﬁ%f,%““‘ H/C iykatl 1m 197 <0,001 222 <0,001
Evapkmpta Ty CTC >5 <5 1m 1,85 <0,001 2,36 <0,001
Twn CTC oe
3+ 5 £BOOUABEC >5 <5 132 2,52 <0,001 330 <0,001
Twn CTC oe
6- 8 £BOOUABEC >5 <5 99 357 <0,001 281 <0,001
T CTC oe
9+ 14 eBB0ABEC >5 <5 129 2,89 <0,001 3,64 <0,001
Twn CTC o€
15 - 20 £RSOUGBEC >5 <5 85 1,86 0,041 2,85 0,004

H / C / wka | - Oppoviki i avocoBepareia puévo 1 ouvduacudc OpuovIKAG 1/kal Xnuelodepaneiag r/kat

avooobeparneiag

1.3.5 AvdAuon maAwvdpounong moAAarmAwv petapAntwv kard Cox oe acbeveig ue MBC

Avaloelg naAlvdpdunone moAAamA@y HeTaBANTWV katd Cox dleEnxnoav oe aobevelg ue MBC yla v a&loAdynon
™mC aveEdpTnTG MPOYVWOTIKAG LoXUog ¢ HéTenone Tou CTC ue pUBULON TWV YVWOTWY ONUAVTIKOV KALVIKOV
MaPAYOVTWY ToU elval OTATLOTIKWG onuavTikol katd T avaAuoelg piag petaBAntic. OL Tiwég CTC dlamoTwenke
6TL amoTeAolv LoXUPOUG PoYVWwoTIKOUC tapdyovteg Twv PFS (Mivakag 5) kat OS (Mivakag 6).
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Mivakag 5: AvaAuon naAwvdpopmnong moAAamwv petaBAntav kata Cox yia v eraBiwon xwpig eEENEN

o€ aofeveig ue MBC

MetaBAnt N AGyog Kivdivwv Tym P

Evapktipla CTC (<5 évavt >5) 1,69 0,001

Xpoévog €wg ™ YetdoTtaon (€tn) 0,98 0,154

Mpauun Bepaneiag (1" Evavtl >219) 172 1,52 0,013

Tunog 6epanelag (Oppoviki/ANN EvavTl 174 0.001

XnuetoBepaneiag pévov) ' ’

CTC enavaAnmrikig avduong 3-5 epdopadwv

(<5 évavtL >5) 2,32 <0,001

Xpoévog €wg ™ petdotaon (€1n) 0,97 0,166
132

Mpaupn Bepaneiag (1" Evavtl >219) 1,68 0,008

Tumog Bepaneiag (Opuovikri/AAAN EvavTl

Xnueltobepaneiag pévov) 1,50 0,060

CTC enavaAnmrikig avaluong 6-8 epdopaduwv

(<5 évavtL >5) 2,92 <0,001

Xpoévog €wg ™ YetdoTtaon (€1n) 0,93 0,023
99

Mpaupn Bepaneiag (1" Evavtl >219) 1,36 0,175

Tumnog Bepaneiag (Opuovikri/AAAN EvavTl

XnuetoBepaneiag povov) 1,90 0,005

CTC enavaAnrrikig avaiuong 9-14 epdopddwv

(<5 évavtL >5) 2,23 0,002

Xpoévog €wg ™ YetdoTtaon (€tn) 0,97 0,170
129

Mpauur) Bepameiag (1M évavtl >215) 1,48 0,061

Tumnog Bepaneiag (Opuovikri/AAAN EvavTl

XnuetoBepaneiag povov) 1,73 0,007

CTC enavaAnmrikig avdAuong 15-20 eBdopdadwv 158 0140

(<5 évavtL >5) , )

Xpovog €wg ™ YetdoTtaon (€1n) g5 0,96 0,064

Mpappn Bepaneiag (1" Evavtl >219) 1,80 0,018

Tumnog Bepaneiag (Opuovikri/AANAN EvavTl

XnuetoBepaneiag povov) 1,66 0,049
13
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Mivakag 6: Avaiuon naAtvdpdpnong moAAarmAwv petaBAntwv kard Cox yia tn yevikn empBiwon
(< pe MBC

oe aofeveig pe

Xnuetobepaneiag pévov)

MetaBAnt N A6yog Kivdivwv Tyn P
Evapktipa CTC (<5 évavtl >5) 2,62 <0,001
ER/PR (Apvntiké évavil @eTikol) 0,57 0,016
Evapktipta katdotaon ECOG (2 évavtl 1 évavtt 0) 1,58 0,001

Xpoévog €wg ™ Yetdotaon (€1n) 170 0,97 0,078
Mpaupn Bepaneiag (1M Evavl 215) 2,33 <0,001
Tumnog Bepaneiag (Opuovikri/AANAN EvavTl

XnuetoBepaneiag povov) 1,78 0,006
CTC enmavalnmruaig avaiuong 3-5

€BBopadwv (<5 évavtl >5) 3,78 <0.001
ER/PR (ApvnTik6 évavTL OeTikol) 0,51 0,020
Evapkmpta katdotaon ECOG (2 évavtt 1 évavtt 0) 130 1,69 0,001

Xpévog €wg T petdoTaon (€1n) 0,96 0,142
Mpauun Bepaneiag (1M Evavl 215) 2,30 0,001

Tumnog Bepaneiag (Opuovikri/AANAN EvavTl

XnpeloBepaneiag pévov) 1,72 0,026
CTC enavaAnmrikig avauong 6-8

eBdopddwv (<5 évavrl >5) 2,88 0,001

ER/PR (ApvnTik6 évavtL OeTikol) 0,58 0,062
Evapkmpta katdotaon ECOG (2 évavtt 1 évavtt 0) % 1,32 0,173
Xpbvog €wg tn petdoTaon (€1n) 0,94 0,135
Mpauun Bepaneiag (11 Evavl 215) 2,51 0,001

Tumnog Bepaneiag (Opuovikri/AAAN EvavTl

XnuetoBepaneiag povov) 2,33 0,003
CTC enavaAnmrikig avdAuong 9-14

eBdopddwv (<5 évavr >5) 414 <0,001
ER/PR (ApvnTik6 évavTL OeTikol) 0,39 0,002
Evapkmpta katdotaon ECOG (2 évavtt 1 évavtt 0) ! 1,57 0,016
Xpévog €wg tn petdoTaon (€1n) 29 0,98 0,388
Mpauun Bepaneiag (11 Evavl 215) 2,21 0,003
Tumnog Bepaneiag (Opuovikri/AAAN EvavTl

XnpeloBepaneiag pévov) 2,28 0,003
CTC enavaknmrikig avdiuong 15-20 eBSopdadwv

(<5 évavtL >5) 3,44 0,006
ER/PR (Apvntiké évavil O@eTikol) 0,38 0,024
Evapktipta katdotaon ECOG (2 évavtt 1 évavtt 0) 85 1,33 0,321

Xpovog €wg ™ petdoTtaon (€1n) 0,94 0,150
Mpaupr) Bepameiag (11 vavtl 21) 3,43 0,001

Tumog Bepaneiag (Opuovikri/AAAN EvavTl 167 0,166

1.4 Xpnron twv CTC yia v napakoAoUénon tng KALVIKIG KATACTAGNG TOU HETACTATIKOU KAPKivou

TOU paotoul.

1.4.1 Xxéon peta&l g empPiwong, Twv CTC katL g agloAéynong g VOoOU HE ANELKOVIOTIKEG MEOODOUG

H akTvoypadiki amekdvion elval éva and ta KUpLa PEGA mPOoadLOPLOMOU TNG KATACTAoNE ™G VOoOU Kal TG
andKpLONG TWV A0BEVHV e HETAOTATIKO KAPK{Vo Tou HaoTol o Bepareia. Ma v edpaiwon g oxEonc me
KALVIKNC KaTtdoTaong, 6mwg mpoodlopileTal and v anetkévion, kat Twv CTC, ouykpibnkav ot tipéc CTC mou
HETPNONKaV o€ BU0 dLAPOPETIKA XPOVIKA onuela kalL TA AMOTEAECUATA AMEKOVLONG OUYKpBnkav 1) pe o
TPAYUATIKO KALVIKO TEAKO onuelo yevikng emBlwong kat 2) ueta&l toug.
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142 CTC

MponyoUueva dedopéva Edet&av 6Tl oL aobeveiq ue MBC pe CTC >5/ 7,5 mL aiyatog oe k&be enduevn eniokeyn
EMAVOANTITIKNG avAAuong UoTtepa and mv Evapén e Bepaneiag eupavicav uPnAdTtepn moavomTa yia eEEALEN
™G vOOOU KAl UELWUEVN YEVLKY emiBlwon o€ oUykpLon We aoBeveic mou ixav CTC <5/ 7,5 mL aipatoc. Ta
amoteAéopata CTC mou eApBnoav TNV mPWTN EMAVAANTTIKY avAAuon HETA v €vapgn tng Bepamnelag Kabwg
kat Ta anoteAéopata CTC mou eAeénoav o dLAoTUaA * evéc PRva amd T YEAETN anekovLoNg
katnyoptomowbnkav wg CTC <5 kat CTC >5. Edv eixav Angdel neploodtepeg and pia tiuég CTC oe ddomua +
evoc unva amd T YeAETN ametkéviong, Xenotuomnolienke to anotéleopa CTC nou eAp6n MANCLECTEPA 0NV
nuepounvia me HEAEG anELKOVLONG.

1.4.3 Anewovion

‘O\a Ta epeuvnTIKA KEVTPA ameLlkdvVLoNG CUPUopP@vovTav e ta mpdTumna Digital Imaging and Communications in
Medicine (DICOM). XpnGLUOTOLOVTAG TUTIOTIOLNUEVES WUNPLAKEG ELKOVEC, OUO EUTELPOL OKTLVOAGYOL (AVAYVWOTES),
epyadouevol aveEdpnTa Kat pn yvwpeilovtag TG KALVIKEG TANPoPopies, KaTéTagav KABE HETEMELTA AMOTIUNON NG
vooou (oUvolo 231 pehetov amelkdviong) and 138 acbevelc pe PeTpron vooo OTLG €ENG kKatnyopleg:
anpoodLéploTn (1), otabepn vooog (S), pepwkn andkplon (PR) 1y mpoioloa vooog (PD) oluewva pe Ta KPLTHPLA Tou
Maykéouou OpyaviopoU Yyetag (MOY) duo dlactdoewv. Q¢ HETPNOLUN vOOOG 0ploTNKE N Mapousia TOUAGXLOTOV
ulag aAoiwong pe peyalitepn dldotaon >2 cm. OL avayvmoTeg mPoodldpLoav £wG Kal OKTW AAAOLDOELS avd
a06evn KABE XPOVLKN OTLYUA EPLYPAPovTag T UeyaAuTepn dLdoTtaon TG aAAolwong kaL Tn YeyaAuTepn KABe
dlaotaon. MoAAarmAactdokay oL dU0 auTéG dLAOTACELG KaL avapéPBnKe TO “cOwTEPLKS YLVOUEVO”. To dBpoLoua
TOV HETPNOEWV amd T E0WTEPLKA YLVOUEVA UTOAOY(OTNKE KaL MPOCSLOploTNKE N el ToLG ekatd PeETABOAN and To
nponyouUuevo xpovikd onuelo. Mapd to yeyovoc 4Tt OAeC oL aobevelc elxav UETPROLUN VOGO, OL LN UETPNOLUES
AAAOLOOELG (TTOU TIAPAUEVOUV OKTLVOAOYLKA QVLXVEUOLUEG) MEPLEAPONCAV OTOV POOALOPLOUG TG KATAGTAONG
™G aobevolg Onwe meptypdeTal oTLC 0dnyieg Tou MOY. Q¢ mpololoa véoog oplotnke n augnon >25% oTo
@6poLoua OAWV TwV AANOLOCEWV 1| 1) EUPAVLON ULAC VEAC HETPNOLUNG N KN HETENOLUNG aAAolwong. QC HEPLKY
andékpLon oplotnke n helwon o mocooTd >50% Tou abpoiouaTog GAwvV TV AAAOLWOEWY KalL 1 arnoucia véwv
OAAOLOOEWV.

OL aKTLVOAOYLKEG eppnveleg amod Toug dU0 ELDLKEUMEVOUG OKTLVOAGYOUG KATATAXTNKAV WG EENG:
. Ta S kat PR Bewpnonkav 61t aviinpoownelouv aupotepa un npoiotoa véoo (NPD)
. To PD Bewpnbnke 6TL avtLmpoownelel mpololoa voco

. 2€& MEPLMTWOELG OTOU €vag amd Toug akTLVOAdYOUG XapaKTAPLOE KAmoLa mepintwon wg Ampoodléplotn (1)
aAAG 0 GAAoC akTLVOAGYOG TV xapakthpLoe w¢ S, PR 1 PD, n katdtagn Tou TeAeutaiou ek Twv dUo
AKTLVOAGYWV Xpnotuomotenke yla olykptlon e mv T CTC (n=11)

. ‘Otav kat oL 300 akTVOAGYOL XapakmpLoav kdamola mepintwon wg Anpoodloplot (1), Téte ta dedouéva dev
xpnouuormotenkav o ouykpLon e 1o CTC (n=3)

. ‘Eva tpitog aveEdptnTog akTlvoAdyog eméAuce Tn dlagopd avaueoa oToug dUo KUPLOUC avayvmoTeg doov
apopd 1o PD kat NPD (n=27)

. 2€& MEPLITWOELG OTOU 0 TPLTOC aveEAPTNTOC aKTLVOAGYOC XOPAKTAPLOE KAMoLa MepiMTwon wg
Anpoodiéplo (1), Ta dedopéva dev XpnoLuomoménkav otn obykpLon pe my T CTC (n=2)

. 2& OLAOOXIKEC HEAETEC ATELKOVLONG, TA OKTLVOAOYLKA AMOTEAEOUATA TTOU NYTAV TILO PACPATA amd Eva Prva
and v nponyouuevn napatpenon dev xpnouuonowenkav (n=1).

1.4.4 Zxéon tng emPiwong pe v anewkovion kaw ta CTC

ZeXwpLoTEG avalloelg Kaplan-Meier mpayuatomnotenkav yLa mm oUyKpLon Mg YEVIKAG eMLBLwoNG TwV acevmv
ue MBC oty euvoikn (<5 CTC) kat ™ pn euvoikn (>5 CTC) oudda xpnowuomnownvtag ta anoteAéopata CTC oe
OU0 dLAPOPETLKA XPOVIKA onuela KaL 0TV MEAOTN EMAVAANTITIKY LEAETN anEKOVLONG. XPNOLUOMOLWVTAG Ta
amoTeAEOUATA AMd TLG MPWTEG EMAVAANTITIKEG MEAETEC aMELKOVLONG ToU TipayuaTomnowénkav 10,1 £ 5,1
€BdopAdeG (dLdueon = 9,0 BOoOUAdEC) peTd Tnv €vapén g Bepaneiag (dnAadn, TNV evapkpLa atoAnyia), n
dLaueon emPinon Twv 96 (70%) acbeviv mou mpoadloplokav pe anelkdvion 6Tl €xouv NPD fjtav 23,8 pfveg
(95% CI 20,4 €wg 28,6) (Ewoéva 7, Mivakag 7). MNa 1ig 42 (30%) acbeveig mou mpoodloploTnke U anetkovion 0Tt
naoyouv and PD, n dldueon empiwon ftav 12,9 univeg (95% Cl 7,1 éwg 19,3).

Ma ta CTC oy npwt enavaAnmtkn aoAnyia, mou devepynenke otig 4,3 + 2,5 eBdouddeg (dtdueon = 4,0
€BO0OUAdEG) HeTd TV EvapEn g Bepameiag, n didueon emBlwon twv 104 (75%) acbevwv e EUVOIKA
anoteAéopata CTC (<5 CTC) frav 21,9 prveg (95% Cl 20,4 €wg 26,9) (Ewkova 8, Mivakag 7). Tpldvta T€00ePLS
(34) aobeveic (25%) pe un euvoikd anoteAéopata CTC (>5 CTC) eixav didueon empBiwon 8,3 urveg (95% CI 5,9
énc 15,1).
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la va mpoodilopioete dv oL a&lohoynoelg CTC mou ekteAolvTal MANGLESTEPA OTO XPOVo NG anewdviong CTC
0drynoav o€ MapouoLeG MPOOMTIKEG emBlwong oe olykpLon ue a&lohoyroelg CTC mou mpaypatonowmenkav 4
€BOouAdeG mepimou petd v Evapén mg Bepanelag, avalibnkav pévo ol acbeveic pe a&lohoynoelg CTC mou
npayuatonomenkav o€ SLAoTNUA * EVOC UAva and v MPOTN ENAVAANTTLKY HEAET anetkdviong (9,9 £ 5,1
€BOouddEG, dldueon = 8,8 eBdouddes, UoTtepa amod Evapén g Bepaneiag) (Ewkoéva 9, Mivakag 7). Exatdv tpldvta
Té00¢epLG (134) ano Tig 138 aobeveig (97%) unoBArBnkav oe a&lohoynoelg CTC evtdg evog Unvog and my mpwTn
EMAVAANTITIKA YEAETN amelkoviong. H dldueon emBiwon twv 105 (78%) aoBeviv pe euvoikd anoteAéopata CTC
nrav 21,9 piveg (95% Cl 19,9 €wg 31,6). M'a 11§ 29 (22%) aobevelc e un euvoika anoteAéouata CTC, n didueon
empBlwon ftav 8,5 upveg (95% Cl 5,5 €wg 15,1). Ta dedouéva autd delyvouv 6TL oL a§oloynoetg CTC kal oTIC
OU0 XPOVIKEG OTLYMEG IAPEXOUV TIAPOUOLA AMOTEAEOUATA e TLG amelkovioelg mou dle&nxdnoav mepinou 9
eRdopAdEG Uetd v évapgn g Bepaneiag (Clin. Cancer Res. Vol 12: 6403-6409, November 2006).

Mivakag 7: OS acBevwv pe MBC pe aglohdynon CTC o€ diaotnpa evog prjva mepimnou Petd mv évapgn g
Oepaneiag KaL evrog £VOg unva anod tnv akTivoloyik agloAdynon

N Adpeon ermmBiwon & (95% Cl) piveg

Anekovion 138
Euvoikj (NPD) 96 (70%) 23,8 (20,4 - 28,6)
un euvoikny (PD) 42 (30%) 129( 7,1-19,3)

CTC 1ng enavaAnmrikig avaiuong 138
Euvoiky (<5) 104 (75%) 21,9 (20,4 - 26,9)
Hn €UVoiKn (25) 34 (25%) 8,3( 59-15,1)

CTC (*1 pvag amekoviong) 134
Euvoikn (<5) 105 (78%) 21,9 (19,9 - 31,6)
un euvoikn (25) 29 (22%) 8,5( 55-15,1)

*2e 134 /138 aobeveig degnyxonoav aglohoynoelg CTC evtdg (+) 1 pva and v anetkovion.

Ewova 7: Zuoxétion tng aktivoloywkig kat CTC aglohdynong pe tnv OS: OS twv acBevwv pe MBC pe
NPD 1 PD kata v 1n emavaAnmrikn HeAET anewkoviong (N=138)

100%
90%
80%
70%
60%
50%
40%
30%7
20%
10%

0%

ETri o1 % mbavérnra emiBiwong

Amaixdwvion otnv 1n Aipean OS ox
_smavaknmm aviivon N (%) AVES (95% C.1.)
NPD 96 (T0%) 23,8 (20,4 £wg 28,6)
PO 42 (30%) 12,9 ( 7.1 dwg 19.3)

Abyog KIvBOvwY karé Cox = 2,4
¥ =13,64
Logrank (nipR p = 0,0002)

nyh
p=0,0001

23,8 pnjveg

12,9
priveg

rmrrryrrrrrrrrrryrririrrerTrrTrTrrrrrerrTTrTrTrrrTrTrrTrrorTd

0 5 10 15 20 25 30 35 40 45 50
Xpévog amd évapén (piveg)
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Ewova 8: Zuoxetion tng aktivoloywkng kar CTC alohdynong pe v OS: OS twv acBevav pe MBC pe

CTC <51 25 otnv 1n enavaAnmrikn HEAETN peTA TV €vapgn g Oepansiag (N=138)

100%" CTC 17,5mL oV
) g N (%] I-!ims_@'l'zs:c‘.'l']
w 90%- <5 CTC 104 (T5%) 21,9 (20,4 fwg 26.9)
= 25 CTC 34 (26%) 8,3 ( 5.9 dwg 15,1)
80%-
é ' Abyog kivBovwy karé Cox = 3,2
E 70% X =19,73
Hiioi ] ; (nipf} p<0,0001)
E . e 21,9 prijveg
Ty et i e
é o E
E 40%- HNVEG !
= : i
Ww30%7
g : .
E 20%7 ! !
w i i
10%- { !
0% i i

rrrrrrrrrrrrrry N rrrrrrrrrerrrrryrrrrrtirrrrrrrTrrrrTd

0 5 10 1§ 20 25 30 35 40

Xpbvog amrd Evapln (pfveg)

Ewova 9: Zuoxétion tng aktivoloywkng kar CTC aglohdynong pe tnv OS: OS twv aclevav pe MBC

pe CTC <5 i} >5 og duaotnua £ 1 prjva and mv 1n enavaAnrrkn HeAE anewkoviong (N=134)

100% CTC /7,5 mL gmmv 1n
smaveATITIKG aEkévion N (%)
90%- < CTC 106 (76%) 21,9 (19,9 bwg31,6)
w o 25 CTC 28 (22%)
c
g 80%
& Abyog kivB0vwy kard Cox = 3,2
£ 70% ¥ =19,25
(npr p < 0,0001)
E 60% Logrank mipf
p=<0,0001 219 VE
T . WA 9 pfiveg
8,5
E 40%- HAVEC |
S :
W 30%
‘E 20%
10%
0%

Xpbévoe amé évapln (ufivec)

1.4.5 Zupguwvieg petagu Twv CTC Kat TNG aKTLVOAOYLKNG TtapakoAoidnong

S I L O U O O L I

0 5 10 16 20 25 30 35 40

‘Onwg emonudvenke mapandvw, oL HEAETEC ATELKOVLONG amoTEAOUV KUPLA CUVLOTMOA TOU TPEXOVTOG TPOTUTIOU

MEQLUVAG VLA TOV TIPOCdLOPLOUS NG PoloUoag vOoOoU KAl TNV amoKpLon 0NV aywyr 0To neplBalAov

HETAOTATIKOU Kapkivou Tou paoTtoU. lMa va unootpi&oule mepaltépw v anoteAeopatikdomta Twv CTC om
dlegaywyn autwv Twv KAVIKOV a&lohoyroewv (Clin. Cancer Res. Vol 12: 6403-6409, November 2006),
npayuatonoenkav mivakeg SLMANG £L66d0U TwV SUMPWVWY Kal acUppuvwy iapamperoewv avdueca ota CTC

KQL 0TNV OKTLVOAOYLKY| AmelKOVLON XENOLUOTIOLWVTAC TA KOLTAPLA TIOU TEQLYPAPNKAV TIPONYOUUEVHG.

XpnoLuomnoLwvTtag uévo ty 11 emavaAnmTiky JEAETN AMEKOVLONG, N AKTLVOAOYLKY amOKOLON OTNV eMioKEYN auTh
ouykpibnke ue Ta anoteAéopata CTC mou eAfeénoav evidg + evog uipva and autr Tn LEAETN anelkéviong.
>uvoAka 134 and Tig 138 aobeveig ue MBC (97%) eppdvicav anoteAéopata CTC mou mAnpoloav autd To
KpLtpLo. To anotéAeopa aumg TG olykplong “katd acBevelc” avaueoa ota CTC kal ov anetkdvion gaivetal

otov Mivakag 8.
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Mivakag 8: Zuykpion katd acOeveig pe MBC petafl twv CTC kaL g aneoviong

5 - CTC evt6g * 1 yva and v anekovion
Anokpion omy in smvuknrrrmn Sivoho
Kehé anewoviong <5CTC/7,5mL >5CTC/75mL
Mn npoioUoa véoog 85 9 9%
Mpolodoa véoog 20 20 40
20volo 105 29 134
Katwrepo Avitepo
Métpnon Ektipnon 95% CI 95% CI
OeTIKN oUUPWVIa % 50% 34% 66%
ApvnTIKN cupewvia % 90% 83% 96%
OeTIKA TMPOYVWOTLKA a&la 69% 49% 85%
ApVNTLKY TPOYVWOTIKA a&la 81% 2% 88%
levikn oupewvia 78% 70% 85%
MBavomTEG 9,4 3,4 26,8

XpNOLUOTOLWVTAC OAEC TLG EMAVAANTITIKEG LEAETEC amelkdvVLONG TIOU TipayUatomoménkav Yetd v Evapén me

Bepaneiac oTic 138 aobeveic ue MBC mou £€dwoav epapudoLua anoTeAEOUATA AKTLVOAOYLKAG anokpLong (n=225),
autd Ta anoteAéouaTa ouyKpiBnkav Katomy ue ta anoteAéopata CTC nou eAneenoav oe dLAoTnua + evog prva
and ™ PeAET amelkéviong. ZuvoAlka 219 amnd Tig 225 (97%) peAéteg anewkdviong eixav anotedéopara CTC nou
mAnpoUoav To KpLtpLo autd. To amoTéAeopa auThg G oUykpLong “katd mapatpnon” avageoa ota CTC kat
0TV anelkévion gaivetal otov Mivakag 9.

Mivakag 9: Z0ykpion kard napatipnon MBC petagl Twv CTC kaL TG anekoviong

. : CTC evt6g * 1 pva anoé v anekovion
Anoxpwl)]‘éornv n sl;lava}‘nrrrLKn Stvolo
HEASTN AMELKOVIONG <5 CTC/7,5mL >5CTC/7,5mL
Mn npoioloa vooog 151 16 167
Mpototoa véoog 30 22 52
Z0voho 181 38 219
Katwtepo Avitepo
Métpnon Ektipnon 95% ClI 95% CI
OeTIKN oUUPWVia % 42% 29% 57%
ApVNTLKY CUPPWVIa % 90% 85% 94%
OeTIKY) MPOYVWOTLKA a&la 58% 1% 74%
ApVNTIKN TPOYVOOTIKY agla 83% 7% 89%
levikn oupoewvia 79% 73% 84%
MBavoTTES 6,9 3,0 15,8

> JLadOYIKEG MapaTNPENOELG, HOVO ULa pelowndia Twv UETABACEWY YLa TA AMOTEAEOUATA NG ATELKOVLONG
avaueoa oTn un mpoiodoa vooo Kal 0Tnv mpololoa VOO0 CUVETEDE [E TNV QVTIOTOLXN METARAON avAueEsa OTLG
petprioelg CTC avaueoa oe CTC <5 kat >5/ 7,5 mL.

Eneldn n mpoyvwoTikn a&la Twv anoteAeoudtwv CTC og mpoTtepala XPoviky OTLY Tav LoodUvaun He ekelvn
Tov anoteAeopdtwv CTC katd 1o Xpdvo g anekdviong (Ewkova 8 kat Etkéva 9), mpayuatomolriénke oUykpLon

Katd aoBeveic pe Bdon Ta anoteAéopata pévo TG NG eNavaAnTIKAG HEAETNC anelkdvLong, Tou

npayuatomnomBnke 9 eBdoUAdec mepinou peTA TV évapEn ¢ Bepaneiac kal Ta anoteAéopata CTC mou
eNeenoav katd v 1n enavaAnmtiky) avdAuaon, rou Ole&nyen nepinou 4 eBdOUAdES UeTd TV Evapén TG
Bepaneiac. Kat ot 138 aobeveig ue MBC eixav anoteAéouata CTC mou mAnpoloav To KpLTpLo autéd. To

amoTEAEOUA AQUTAG TG oUyKpLong “kaTd acBevelc” avdueoa ota CTC og pLa mpoTepaia XPovikn OTLYUN Kal aTnV
amnetkévion gaiveta otov Mivakag 10.
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Mivakag 10: Z0ykpion kata acOeveig pe MBC petagl twv CTC kaL g anewkoviong

AnoKpLon 6TV 11 enavaAnTrTky CTC 1™ napaxohoubnong Sivolo
HEAET amEovong <5CTC/7,5mL >5CTC/7,5mL
Mn mipolotoa véoog 84 12 96
Mpoiotoa véoog 20 22 42
Zivoho 104 34 138
Katwrepo Avatepo
Métpnon Exktipnon 95% CI 95% CI
OEeTIKY ouUPwWVia % 52% 36% 68%
ApvNnTLK) oupPwvia % 88% 79% 93%
OEeTIKY) MPOYVWOTLKN a&ia 65% 46% 80%
ApVnTLKY TPOYVWOTIKA a&la 81% 72% 88%
levikn ouuewvia 77% 69% 84%
MoeavémTeC 7,7 3,0 19,9

1.4.6. CTC wg OUUMANPWUATIKO BorONHA anEIKOVIONG

Evw n yevikn oupgwvia avéueoa oto CTC kaL otnv anetkévion RTav kar (nepinou 78%), onueLnonke dlaguvia
0T0 22% Tepinou Twv aobevav pe MBC. Kabwg oL mAnpogopieg and Tig aglohoynoelc CTC mpoopilovTal yla
XPNon o€ ouVOUAOUS e AAAEG DLaYVWOTIKEG AELTOUPYLEC Yla TN AN anopAaceny BEQAMEUTIKOV AYWYWV, N
agloAdynon CTC katd mv 1n enavaAnmTiki avéluon (nepinou 4 eBdouddeg ueTd v évapén e Bepaneiac) Kat
™G AMELKOVLONG OTLG MAPAKATw OUAdes ouykpibnke pe v OS yLa va mpoodloploTel oo and Ta acUupwva
anoteAEouaTa napexeL KaAUTePN npdyvwon yia Tov acbevr| (Ewkéva 10):

¢ Oudda 1 (mpdotvwn kaumnUAn), 84 (61%) aobeveig ue CTC <5 oy 1" enavaAnmtiky) avdAuon kat v NPD

¢ Oudda 2 (umAe kapumUAn), 20 (14%) aoBeveig ue CTC <5 omv 1" enavaAnmtikn avaAuon kat mv PD

¢ Oudda 3 (

KaumUAn), 12 (9%) acBeveig pe CTC >5 omv 1" enavaAnmtikr) avéAuon kat v NPD

* Oudda 4 (kékkwvn KaumiAn), 22 (16%) acBeveic pe CTC >5 oy 1" emavaAnmtiki avaAuon kat mv PD.

2e aut TN YEAETN, 0 mpoodloplopdc Tou CTC elval évag Loxupoc aveEApTTOC MPOYVWOTIKAG MapdyovTac TG
vevikng emBiwone. Ta anoteAéopata e peAETne unédet&av 6TL 0 ouvduaouds Tou CTC Kal Twv AKTLVOAOYLKGOV
a&lohoynoewv napexeL v MAEov akpLpn a&loAdynon g mpdyvwong.

Ewova 10: OS aofevwv pe MBC otig Opddeg 1, 2 3 kaw 4 xpnowonolwvtag Tnv 1n enavaAnmrikn a§loAéynon
CTC peta v €vap&n g Bepareiag (n=138) kaL v KATAGTAON TNG VOGOU TIOU TIPOGBLOPIGTNKE KaTA
™V 1N EMAVAANTITIKA HEAET AMELKOVIONG

CTC karémyv 1”  Amépian ornv 17

Argptom OS5 ot
OpdBa avéiuon amkdnen M (%) g (95% C.1.)
1 <6 CTC NPD 84 (61%) 238 (20,5 fwg31,6)
2 <6 CTC PD 20 (14%) 19,9 {126 fwg235)
4 EﬁCTC PD 22 (16%) 64 {35 t;..;;zz.w
Ilyxpion Logrank
xoymhng g p*
1 &vavn 2 0,1219
1 évavn 2 0,0400
1 dvovm 4 <0,0001
= - 2 bvavmi 0,6665
2 dvavm 4 0,0039

Evavm 4 0,1163

1

“On it ¢ Sov Exouv TpooappooTH
¥ EARYKS TOAMITIAGNY UTrod bouy

I BN L L A N A ]

0 5 10

15 20 25 30 35 40 45

Xpévog arré évapdn (piveg)
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1.5 MetaBAntétnta tou CTC kaL Twv aKTLVOAOYIKWV aELOAOYNOEWV
1.5.1 CTC

H petaBAntdTTa QVaeoa O0Toug avayvaoTeg yia Ti¢ hetpnoelg CTC oy mpwn enavaAnmtiki adoAnyia
TPOCJLOPIOTNKE UE UETENOT TOU APLBKOU TV TIEPLITTOOEWV OTIOU 0 XELPLOTAG 0TN BEon eEETaoNC dev fyTav o€
OUMQWVa [E TO KEVTPLKO EPYACTNPLO YL TNV KaTnyopLomoinon tou delypatog wg CTC 25 évavtl Twv CTC <5.

Z¢ éva umooUvoAo 71 acBevawv, eAneenacav kat unoBAnenkav oe enegepyacia d00 OWARVES alpaToC VG OCUYKPIBNKE
n kamyoptomnoinon twv CTC >5 évavtl Twv CTC <5 og kabévav amnd toug 300 owAVeS dmwc mPoadloploTnke anod
™ 6€0m Kabw¢ KaL and To KEVTPLKS EpYACTPLO

1.5.2 Anewkovion

IH peTtaBAnNTO™MTA OVAUEDA 0TOUG AVAYVMOTEG MPOCOLOPIOTNKE CUYKPIVOVTAG TLG OKTLVOAOYIKEG EPUNVELEG TV

dU0 akTLvoAdYwy, Tou Ta&vounenkav wg NPD évavtl PD. H petaBAntdmTa evtdg avayvwoTwv UTOAOYIOTNKE
OUYKPLVOVTOG TLG OKTLVOAOYLKEG EpUNnveleg Twv U0 aKTVOAGYWVY G éva umooUvoAo acBevmv Omou KABe aKTLVOAOYOG
TPOCJLOPLOE TNV AMOKPELOT OE TPELG OLAPOPETIKEG TIEPLOTACELS, EKAOTN TWV OMolwv amelxe TOUAAXLOTOV HLa eB0oudda
amnd mv mponyouevn 1) enduevn. Emlong, peAeTBnkav TUAUATA AMEKOVLONG UETAYEVESTEQWV AELOAOYNOEWV OTLG
138 autéc aoBeveic ue MBC kaL a&loAoynoelc CTC mpLv and v Evapgn mC Bepanelag Kat oe EMAVOANTTIKEG
avaAUoelg.

Mivakag 11: MetapAntétnta aktivoloyikwv aglohoynoewv kat aglodoynoewv CTC oe aoleveig pe MBC

KTLVOAOYia CTC/7.5mL
n NPD évavtL PD n <5 évavtL >5
acuppwvia acupguwvia
Meta&u avayvwotwv
g)" EMAVAANTITLKI av(;\)\uon 132 11.49% 138 0.7%
TOLAdNMOTE EMAVAANTITLKY ’ ’
217 13,4% 695 1,0%

avdéuon

Evtéc avayvwotav
1" emavaAnmTikn avaAuon
Avayvaotg 1 (Aktvohoyia) 2% 25.0% _ _
Avayvootng 2 (Aktivoloyia) 9 91% _ _

OnoLadnnoTe EMAVAANTITLKY

avéAuon o - -
Avayvwotng 1 (AkTtvoAoyia) 0 2.0%

0, —_ —
Avayvwotng 2 (AkTtivoAoyia) 2 10.7%
CTC ZwAnva npo¢ owAiva
11 enavaAnmtikn avaiuon 0
. , — — n 5,6%
OnoLadnnoTe ENAVAANTITLKY _ o 403 55%

avéuon

O Nivakag 11 delxvel 6TL N LETABANTOTNTA PLETAEU TWV QVAYVWOTMV YLO TOUG AKTLYOAOYLIKOUC TPOGALOPLOHOUC
ATaV ONUAVTIKA uPnAGTEPN TOCO KATA TNV MPAOTN EMAVAANTTIKA a&LOAGYNON ™G vOOOU KAl 08 OAEG TLG
eNAVaANTITIKEG agLoAoynoelg TG vooou oe olykpLon Je TN eTaBANTOTNTA TV peTpRoewv CTC uetaku
avayvwoTov eviog Twv dlwv ouddwy (Fisher's P<0,001).

> mepumtwoetg mou n T CTC kat n aktvohoyLkr agloAdynon dev cupguvouoayv, 1 T CTC napeixe mv mo
EMAKPLPT aELOAGYNON NG MPOYVWONG.

2 AoOeveig e peTaoTaTiko KapKivo Tou maxEog eviépou - opBod (MCRC)

MpayUaTomoBnKe MOAUKEVTPLKA KALVLKY) UEAETN TIPOOTTIKAC YLa VA MPOGdLOPLOTEL Katd ndéoov n T Twv CTC
nPoERAETE TNV €EEALEN TNG vOGOU KaL TNV emBlwaon. 2 PeAE ouppeTElXQV a0OEVE(G e HETAOTATIKG KapKivo
TOU Max€0g eviEpou - 0pOoU pe petprowun vooo (N=430), mou dpxtloav pia véa ypauur Bepameiag. Ta KAIKA
dedopéva avaAudnkav pe Bdaon v mpdbeon yia Bepareia. Ta dnuoypadlkd dedouéva Twv acbevav epgavitovtal
otov Mivakag 12.

H evapkmpta T CTC mpoodloploke oLy and v EvapEn Wlag véag Ypauung Bepareiag. OL emavaAnmTikég
petpnoelg CTC mpoadlopiokav Petd v évapén e Bepamneiag oe dlaotpata 3 £we 4 eBdoUAdwy. Ma Tig
EVAPKTNPLEG avaAloeLG, ueTprBnke n emBilwon xwplg eEEALEN g vooou (PFS) amd 1o Xpdvo TG EVAPKTAELAG
atdoAnyiag €we  dLdyvwon G eEEALENG Ue QEOVIKN TopoYPapia f/KaL KALVIKA onpela KAl GUUTITOUATA, KAt N
vevikn emBiwon (OS) petpndnke and tn OTLYUN TG eVapKTAPLAG alpoAnyiag w¢ To Bdvato. IMa TG emavaAnmTkES
avaAloelg, n PFS peTprinke and oty ¢ enavaAnTTikig awpoAnyiac éwe m dtdyvwon g eEEALENG N TO
Bdvarto, kat n OS peTpriBnke and ™ OTLYUN TG EMAVAANTITIKAC atuoAnyiac we To Bdvato.
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Mivakag 12: Anpoypagka oroixeia aclevav pe MCRC

Katnyopia N=430 acbeveiq
HAwia kata tv évapén Méon twn + Turnkn AmnokAton
(o€ ) (Mépeon) 63,0 £ 12,6 (64)
‘Et €wg ™ petdotaon Méon Ty * Turnkn AnékAon (Aidueon) 09+14(01)
MepLypagn karnyopLwv ApLBu6G acBevav (% ouvolou)

. Tuvaikeg 192 (45%)

®iho Avtpeg 238 (55%)

Aeukn 305 (71%)

. Maupn 4 (10%)

LIDY] AN 2 ( 3%)

Avvworo 9 (16%)

0 196 (46%)

EvapkTiipLo Baués ECOG : 187 f %))

‘AyvwoTo 6 ( 4%)

’ : Maxv évtepo 292 (68%)

Qimgqt :‘){Kou ) ,Ope() ) 71 (17%)

TPWTOYEVY SLAyvwon "CIXU.X\‘{';TI;%?I ; 0pBo ((1 %{Z))

1 12 ( 3%)

Ztadlo 2 45 (11%)

otV 3 118 (27%)

mpwToyeVn dLdayvwon 4 232 (54%)

Ayvwoto 23 ( 5%)

Metdotaon oo nrap ﬁé: }g E ;:2;

, , 1n ypapyn 309 (72%)

Fpappn Bspaneiag 2n ypayyn 95 (22%)

3n ypappn 26 ( 6%)

Bevacizumab 43 (56%)

. . Ipwvotekawm 103 (24%)

Tunog Bepaneiag Ofahmkariv 253 (59%)

‘Ayvwoto 25 ( 6%)

21

Zuyvotnteg CTC

And Tov oUVOALKS apLBuod Twv 430 acbeviv pe MCRC, oL 9 umoBARBnKav og evapKTApLa atoAnyia kal o€ Kauia
ENavVOANTITIKY) apoAnwia. Ané Toug 9 aoBevelc, T€ooeplg aneBlwoav mpLv AneOel emavaAnmTiky aoAnyia, d0o
eykatéelpav  Bepaneia Adyw TOEKOTNTAG Tou oXeTL(OTAV e TN Bepaneia, Evac aobevng UMoBARBNKe oe
XELOOUPYLKN eMEUBAON YL adaipeon TG METPROLUNG vooou, évag acBevig apvribnke mepaltépw Bepameia kat
€vag aoBevic apvnenke va utoPAndel oe mepaltépw apoAnwieg. And Toug umbAoLnoug acbevelc, 362, 342, 321
Kat 211 unoBAROnkav oe enavaAnTTikEG alloAnwieg 1-2 eBdouddeg, 3-5 eBdoUAdEG, 6-12 eBdouddeg kat 13-20
eBOoUAdEC Yetd TV Evapén g Bepameiag, aviioTolya. H dlagopd 6Tov apLlbud TV AMOTIUAOWUWY AoBEVMV YLa
PFS kaL OS o€ k&g xpovikéd onuelo opelhetal oy eEEAEN HEPLKWOV aoBeV®VY TPLY amd Tnv aldoAnyia, ev n
dLapopd oTov apLbud acbevwv oe KABe Xpovikd onuelo opelleTal oToV apLOUd acBeviv pe auuoAnYieg kat oTa

anoTiunoa anoteAéopata CTC.

O Mivakag 13 deixvel Toug apLBuolc aoBevav o kKABe Xpovikd onueio mou anokAelotnkav and mv PFS, OS 1 T1g
avaAuoelg PFS & OS kat Tig attieg yia Tov anokAeLopd Touc.

21
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Mivakag 13: AnokAelopoi and avahuoelg empPiwong xwpig eEEAEN ka yeviknig emBiwong oe aoBeveig pe MCRC

Autieg yLa amokAelopo acbevwv pe MCRC and avalioelg:

Z0VOAO AMOTIUNOLHWY]
PFS & 0S PFS Only 0S Only | acevav pe MCRC:
Xpévog . Aipa rou Kapia Aiya Tou Kipa rou
apoAnyiag Aipa OUNAEXBNKE | emavaAnTTiK Mn OUAAEXONKE | OUAAEXONKE
Tou 3ev 1-7 nuépeg 1 avdluon |amotynoal HETA TV peTa TV PFS 0s

OUNAEXONKE pETA ™ pera v |amoteAécpa| npepopnvia | nuepounvia
¥opfiynon | npepopnvia | taCTC | e&ENEng g | EEMENG Tg

Bepaneiag aoAnyiag vooou véoou
‘Evapén 1 11 0 5 0 0 413 413
1-2 eBdouGdES 68 0 0 5 1 0 356 357
3-5 eBoopAdES 88 0 1 8 4 0 329 333
6-12 eBdONAdEC 109 0 4 7 26 0 284 310
13-20 eBdouAdES 219 0 9 8 14 1 180 193

Ta anoteAéopata CTC mou eAq@Bnoav and TIG eMAVaANTTIKEG aluoAnyieg oe 1-2 Bdouadeg, 3-5 Bdouadeg,
6-12 eBOouddeq kat 13-20 eRdouddeg UeTd TV Evapgn g Bepaneiag katyoplomoidnkav wg euvoikd (<3 CTC)
1 WUn euvoikd (>3 CTC). Edv eAfepdnoav neplocdtepa and éva anoteAéopata CTC oTo dLAoTNUA OmoLoudnmoTe
and Ta KaBopLouEVa XPOVIKA onpeia mapakoAolBnong, xenotuomowienke to anotéAeopa CTC and mv aoAnyia
TIOU aMEXEL MEPLOCOTEPO QMO TV EVAPKTAPLA ALoAnyia.

O Nivakag 15 cuvoyiCel 1o oUVOAKS aptBud Twv acBevav ue MCRC Kal To MOG0GTO A0OEVOV UE N EUVOLKNA TLUN
CTC otV KALVIKA doKLur| TTou Slapépel and Toug aptBpolc KaL Ta mooooTd Twv aoBeviv e emBlwon xwpic
€EENLEN NG vooou, Onwg eppavideTtal otov Mivakag 14.

2.2 Avaluon tng emBiwong xwpis eEENEN (PFS) oe aobeveig pe MCRC

2.2.1 EmBiwon xwpig eEEMEN (PFS) pe Baon ta evapktipra anoteAécpara CTC

lNa tetpakdoloug dekatpeic (413) and Toug 430 aoBeveic pe MCRC umnpge dLaBEOLUO0 eVapKTAPLO AMOTEAEOUA
CTC. l'a avdAuon Kaplan-Meier, oL agBeveig Slaxwplomkav oe 800 opddeg, olpguva pe m petpnon CTC katd
™v évapén:

*  H euvoikni oudda (N=305), mou umodnAwveTal ye mpdotvo, nepleAdupBave acBeveig e CTC <3.

e H un euvoikn oudda (N=108), mou unodnAwveTal e kokkwvo, mepteAduBave acbeveiq ue CTC >3.

H dldueon PFS Atav moAl ueyallTepn oTnv euvoikr| opdda oe oUykpLon We Tn un euvoikn oudda (7,9 évavil 4,5
unvav, avtiotolxa). Ta anoteAéouata autd epgaviCovtal otnv Ewdva 11 kat tov Mivakag 14

Ewova 11: PFS acfevwv pe MCRC pe CTC <3 1} >3 katd tnv evapktipla aoAnyia (N=413).

100%~
s CTC /7,5 mL Aigpeon PFS oe
g 90%- otnv évapén N (%) pfiveg (95% C.1.)
W <3 CTC 305 (74%) 7,9 (7,0 éwg 8,6)
ég" 80%- >3CTC 108 (26%) 45 (3,7 fwc 6,3)
X 70% Aévoc KivBivwy Katd Cox = 1,6
w 2
£ x2=12,19
5 60%= {mipf p = 0,0002)
“'E' =l ., S . 7,9 pfiveg
B aoud  wives!
.E- l ' Logrank Tipf p = 0,0002
'E 30%
EQ 20% i E
w i :
8 10%- i 5
IE 0% E i

L L L L 1T T rrrr iy urnrnrynrin ey na
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpdévog amd evapkriipia mipoAnyia (prveg)
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2.2.2 EmBiwon xwpig eEEMEN (PFS) pe Bdon amoteAéopara enavaAnmrikwv avahucewv CTC

lNa avdiuon Kaplan-Meier, oL ao6eveig ue MCRC dlaxwplomkav oe 300 ouddes, oUupwva We Tn METENON

CTC og kabeuLd amnd TL¢ dLaPopes enavaAnmTikég alloAnwieg: Kat oL dUo opddeg acbevav oe kabeuia amd TLg
OLOPOPETIKEC XPOVIKEC OTLYHEC EMAVAANTTIKAG aldoAnwiac petd v évapén g Bepaneiag yia PFS
ametkovi¢ovtal oV Ewéva 12. Ot xpdvol PFS unoAoyiomkav améd tn Xpovikn oTLyur) Kae aoAnyiag kat kéoe
0a00eVAC TIOU eUPAVLLE EEALEN TPLY amd LA CUYKEKPLUEVN alpoAnwia amokAetdTav and v avduon mg
OUYKEKPLUEVNG KAL OAWV TV PETEMELTA EMAVAANTITIKWOV aloANYL@v. 2V Ewdva 12 gaivetal n duvatdmrta twv
CTC og aobeveic pe MCRC pe CTC <3 kat >3 yla 1-2 eBdouddeg, 3-5 Bdouddeg, 6-12 eBdouddec kal 13-20
€RdOPAdEG UeTA TV EvapEn TG Bepanelag mpokeluévou va mpoBAepOel To PFS.

*  H euvoikn opdda, mou unodnAwvetat he Aadi, umAe, poB kat yaAddio, mepleAdupave acbeveic e CTC <3,

*  H un euvoikr opdda, mou UModNAWVETAL e KaPE, Hadpo, YKPiZo Kal , mepleAdupave aobeveiq
ue CTC >3.
Ewoéva 12: PFS ao0evwv pe MCRC pe CTC <3 1} >3 0g dLaPopeTIKOUG XPOVOUG ETIAVAANTTTIKNAG
availuong
100%

CTC <3 ox: CTC >3 oe:
2 gfSopadeg (n=315) 1- 2 ¢fSopddeg (n= 41)
3- 5 epfBopadeg (n=290) 3- 5efBopddec (n=39)
6-12 efBopddeg (n= 266) 6-12 :Bﬁouuazq (zr 18]
13-20 efBopddeg (n= 164) 13-20 ¢ c

Ewri Toig % mbBavérnra emiBiwong Xwpic e§Ehifn

I I L L L L L L L) I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpdvog amd cipoAnyia (HAves)

O Mivakag 14 ouvoyiCel Ta anoteAéopata g avdiuong PFS xpnowuonowwvtag ta enineda CTC kal pia Tiun
katwpAiou CTC >3 /7,5 mL og kaBeva and Ta dLAPOPETIKA XPOVIKA onuela aypoAniag.

Mivakag 14: EmBiwon xwpig 5€AEN (PFS) yia acbeveig e MCRC pe CTC <3 1 >3 o€ dLapopeTika

XPOVIKG onpeia
1 2 3 4 5 6
- - o
Xpovog detyparoAnyiag Audpzon OS oe pives (95% CI) Log-rank
HETA TNV €VapEn ™G N >3CTC g-r
‘Evapén 413 108 (26%) ( 8,6) 45 (3,7-6,3) 0,0002
1-2 €BBOUADEC 356 41 (12%) (6,5-8,1) 38 (1,9-5/1) <0,0001
3-5 eRBOUADEC 329 9 (12%) 8 (6,1-7,6) 1,9 (1,2-44) <0,0001
6-12 BBOPABEC 284 8 ( 6%) (58-77) 2,0 (0,5-2,5) <0,0001
13-20 eBBOUABES 180 16 ( 9%) (4,9-7,4) 1,2 (0,1-23) <0,0001

‘Onwg amnelkoviCetal otnv Ewéva 12 kat tov Mivakag 14, aoBeveic pe MCRC e auénuévn tur CTC (>3 CTC/
7,5 mL oAwkoU aipatog) oe omolodNmoTe anod Ta XPovika onuela elxav moAl peyaAitepn mbavédta Taxeiag
eEENENC am' 6,TL oL aobevelg pe CTC <3. 2 otAn 4 Tou Mivakag 14 eugavitovtat ot ddueool xpdvol PFS yia
Toug acBeveic pe CTC <3 mou Kupdvenkav amd 6,3 £wg 7,9 YAVEG KaL Tav ouoLaoTIKA peyallTtepol amd Toug
dlaueooug xpdvoug PFS yua Toug acBeveic pe CTC >3, mou kupdvenkav amné 1,2 éwg 4,5 pAveg (0An 5).
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2.2.3 H peiwon 1 n atgnon mg tyung CTC mpoBAEneL BeATiwpévn 1} pewwpevn emBiwon xwpig eEENEN (PFS)

OL dlavuBévteg xpovol PFS unohoyiomkav and v evapkpla atoAnyia. MNa mv avéiuon Kaplan-Meier
(Ewova 13), oL acbeveic pe MCRC dlaxwpiotnkav oe T€00epLg opddeg Bdoel Twv petprioewv CTC omyv
evapkTApLa atdoAnyia, oe 1-2 eBdouddeg, 3-5 Bdouddeg, 6-12 eBdouddec kal 13-20 eBdoUAdEC HETA TNV EVapEn
™G Bepaneiag:

e Opdda 1 (mpaowvn KaumuAn), 303 (70%) acbeveig ue CTC <3 oe 6Aa Ta Xpovika onueia. Entd (2%) and
autoUg Toug aoBevelg umoBANONKAV UOVO GE EVAPKTIPLA AloANYIia evw oKTW (2%) umoBARBnkav o uia
atgoAnyia peta&l e mpwNG Kal e TeAeutaiag awloAnyiag mou eupdvice CTC >3

o Opdda 2 (urAe KaumuUAn), 74 (17%) acbeveic pe CTC >3 npLv and mv Evapén tng Bepamneiag aAAd epdvicav
pelwon oe CTC <3 katd 10 XpoOvo ™G TeAeuTalag adoAnyiag Toug

* Oupdda 3 ( KaumUAN), 29 (7%) acBeveig e CTC <3 o€ mpwiun AYn (evapktpta, 3-5 eBOoudadeg
f/kat 6-8 eBdouddes) aAAG eupdvicav aténon oe CTC >3 katd 1o Xpovo TG TeAeutalag aloAnyiag Toug

o Opdda 4 (kOKKLVN KAUTUAN), 24 (6%) aobeveig ue CTC >3 oe 6Aa Ta xpovika onueia. Tpelg (13%) and autolg
Toug aoBevelc umoBArEnkav pévo o€ evapKpLa aloAnyia, évag (4%) umoBANONke pévo oe aloAnyia 3-5
€RdOUAdWY Kat €vag (4%) umoBArBnke o€ aoAnyia yeta&l ™G mpWTNG Kat TG TeAeutaiag aloAnyiag mou
elxe CTC <3

Ewoéva 13: H peiwon g tyng CTC katw and 3 petd v €vapgn g Oepanciag mpoPAENeL
HeyaAGtepn PFS og acOeveig pe MCRC

100% AiGpeon PFS oe
Qmm Neprypapd N{%)  pfveg (95% C.L)
& CTC <3 @8 GARG TI§ IPOANYIEG 303 (70%} 8,1 (7.2 g 8.7)
§ 90% 2 cTC 2 3qutvumsc7c 3mr|vruwwlu oupoknpla 74 (17%) 7.2 (4.2 bwg82)
_\-ar 80%— 24 { 8%} 22 (1,5 fwg 3,9)
’3‘ 70%
w
g 60% Zlyxpion Logrank
a . 1 KapTroAng T p*
R e B foites 1 évavT 2 0,0951
B L 1 évavm 2 <0,0001
£ 40%7] 1 évavr 4 <0,0001
. 2 Evavm © 0,0112
§ 30% <0,0001
0,0414
;E 20%-
w
s 10%~
2
IE on/n_ “On m kv% npogappocTel

4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpdvog amd evapkrijpia aipoAnyia (HRVES)

H Ewova 13 delyvel 6Tt oL aoBeveic pe MCRC pe CTC >3 o€ 6Aa Ta Xpovikd onueia (Opdda 4) elxav ™ ouvtoudtepn
dldueon PFS, mou fjtav onuavTikd dLagopeTiky| o€ olykpLon ue n ddueon PFS g , Ouadag 2 kau
Ouadag 1. H dlagopd ¢ didueong PFS ueTa&l autiv Twv acevwv mou €det&av pelwon tou CTC petd v évapén
™G Bepaneiag (Opada 2) nTav onuavTikd peyahltepn oe oUyKpLon e Toug aobevelg mou £det&av auénon tou CTC
( ).

2.3  AvdAuon yevikig emiBiwong (OS) acOevwv pe MCRC

2.3.1 AvdAuon yevikng emiBiwong (OS) pe Baon ta evapktipLa aroteAécpara CTC

OL 202 (47%) amé Toug 430 acbeveic ue MCRC aneBimoav, evw 0 HEoog xpdvog enavaAnmtikig avaluong yLa
Toug 228 (53%) aobeveiq mou mapéuelvav otn {wn ftav 12,6 £ 6,5 puriveg (ddueon twn = 11,0, elpog Twwv = 0,8
€w¢ 30,0). 210 dLA0TNUA QUTAOV Twv avaAucewy, aneBiwoav ot 124 (41%) and toug 305 acbevel ™G EUVOIKAG
opddag (CTC <3 katd mv €vapén) mou cuykpibnkav pe 68 (63%) and Tig 108 g un euvoikng ouddag (CTC >3
Kata mv €vapén).

lNa avéAuon Kaplan-Meier, oL aoBeveig Slaxwpiomkav oe dUo opddeg, ouppwva pe m pétpnon CTC katd mv Evapén:
*  H euvoikn opdda (N=305), mou unodnAwveTal e mpdaoivo, nepleAduBave acbevelc pe <3 CTC.

*  Hun euvoikn oudda (N=108), mou umodnAwveTal Ue kOkkwvo, mepleAdupave acdeveig ue CTC >3.

H dtdueon OS ftav moAU YeyallTepn oy euvoikr| opdda am' 6,TL 0Tn un euvoikn oudda (18,5 évavtl 9,4 unvav,
avtioTolya). Autd ta anoteAéopata eupavifovtal otnv Ewéva 14.
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Ewéva 14: OS acbevwv pe MCRC pe CTC <3 1} >3 katd tnv evapktipLa aoAnyia (N=413).

100%

90%

80%

T0%

60%—

50%-

40%

30%-

Emi roig % mBavérnra emiBiwong

20%-

10%—

CTC/7,5mL AiGueon OS o¢
oTnv évapén N (%) priveg (95% C.1.)
<3 CTC 305(74%) 18,5 (15,5 éwg 21,2)

>3CTC 108 (26%) 9,4 ( 7,5 &wg 11,6)

Abyog KivBivwy Karé Cox =25
¥*=31,48

(mipfj p < 0,0001)

18,5 prjveg

Logrank mpn
p < 0,0001

0%—

|

1 T 1T 1 r1r 17 riryr 7T i 1TTrr T 1T 1 1mv
(1] 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Emi Toi1g % mBavérnra emBiwong

2.3.2 Teviki emBiwon (OS) pe Bdon anotreAéopara enavaAnmrikwv avaAioewv CTC

TOu avaAioelg Kaplan-Meier kat Twv d0o opddwv acbevav pe MCRC og kabévav amnd Toug dLapopeTLKoUg
XPOVOUG EMAVAANTITIKAG atoAnyiag petd v évapén tng Bepaneiag anetkoviovtal ov Ewova 15. Autin

elkdva ame

koviCel T duvatdémta twv CTC oe aobeveig pe MCRC pe CTC <3 kat >3 oe dldotnua 1-2

eRdoUAdWY, 3-5 eBdoUAdWY, 6-12 eBdOUAdWY Kal 13-20 eBdoddwWY HeTA TNV EVapEn ™G Bepanelac MEOoKeLUEVOU
va PoBAEPOel 0 Xpovog Ewg Tov Bdvato oe 421 aobevelq e YETAOTATIKG KAPKIVO TOU Max€og eviépou - 0pBol.
Ou xpovolL OS unoAoylokav amd Tn XPoVIKA oTLYUn KABe atoAnyiac.

*  H euvoikn oudda, mou unodnAaveTal pe Aadi, pmAe, pwp Kal yahddio, mepleAduBave aoBeveic pe CTC <3,

« Hupne

UVOIKY| 0uAda, TToU UTOdNAWVETAL HE KAPE, MAUPO, YKAL KaL , mepleAdupave aoBeveic ue

CTC >3.

Ewoéva 15: OS acBevwv pe MCRC pe CTC <3 1 >3 o€ SLapOPETIKOUG XPOVOUG ETIAVAANTITIKAG
avaiuong

100%

ml’k—t

80%—

70%—

60%

50%-1

40%

30%

Eni roig % mBavéTnra emBiwong

20%
10%

0%~

CTC <3 oe: CTC =23 oe:
1- 2 efBopdBbeg (n=316) 1- 2 epSopdSeg (n=41)
3- 5 efBopdBeg (n=292)  3- 5 ePBopddeg (n=41)
6-12 ePOopdbec (n=285) 6-12 efBopdadeg (n= 25)
13-20 epBopasdeg (n=172)

13-20 epSopddeg (n= 21)

O Nivaxag
KatwpAlou

] 1 I 1 711 LI T 1 I 1 L L) LI LI | I L]
0 2 4 © 8 10 12 14 16 18 20 22 24 26 28 320
Xpbvog amrd aigoAnwid (Hiives)

15 ouvoyiCel Ta anoteAéopata ¢ avéiuong OS xpnotuomolwvtag Ta enineda CTC Kat T
CTC >3 /7,5 mL og kabéva and ta dLapopeTikA Xpovikd onuela atoAnyiac.
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Mivakag 15: Mevikn emPiwon (OS) yra acBeveig pe MCRC pe CTC <3 1} >3 o€ SLapOPETIKA XPOVIKA ONpEia

1 2 3 4 5 6
- " o

Xp6vo Setypatoknyiag Awapeon PFS og prjveg (95% Cl) Logurank

peTa v évapén g N >3 CTC .
Baseline 413 108 (26%) 18,5 (15,5-21,2) 9,4 (7,5-11,6) <0,0001
1-2 eBdOpAdES 357 41 (11%) 15,7 (14,3-18,4) 6,1 (49- 8)9) <0,0001
3-5 £BdoUAdES 333 41 (12%) 16,4 (14,1-18,3) 44 (26- 87) <0,0001
6-12 eBo0UGdES 310 25 ( 8%) 15,8 (13,8-19,2) 33 (1,8- 5,6) <0,0001
13-20 BdOUADES 193 21 (11%) 14,6 (12,0-21,5) 33 (24- 8)5) <0,0001

‘Onwg anelkovitetal otnv Ewéva 15 kal Tov Mivakag 15 o11g othAeg 4 & 5, oL aobeveic ue MCRC pe CTC >3 o¢
omnolodNmoTe amd Ta XPOVIKA onpela eugdvicav moAl ueyaAltepn mbavétnTa va anoBlnoouy vopitepa and
ekelvoug mou elxav CTC <3. O dudueool xpdvol OS yi' autolg Toug acBeveic e CTC <3 kupdvenkav and 14,6

WG
Tou

18,5 prjveg kaL RTav onpavTika peyahitepot and Toug dldpecoug xpovoug OS yla Toug aobeveig pe CTC >3,
Kupdvenkav ané 3,3 €wg Toug 9,4 Urveg.

2.3.3 H peiwon N n av&non ™mg g CTC mpoBAENEL BEATIWHEVN 1) HELWHEVN YEVIKY ETRiwON
Ot dlavuBévteg xpovol OS unoAoyiotnkav and v evapkTipla aloAnwia. MNa mv avaiuon Kaplan-Meier (Ewéva

16),

oL aoBeveig ue MCRC dlaxwpiomkav o€ T€00epLG 0pddeg Bdoel Twv petprioewv CTC oy evapktipLa

atdoAnyia, oe 1-2 Bdouddeg, 3-5 eBdouddec, 6-12 eBdouAdeC kaL 13-20 eBdOUAdEC:

Oudda 1 (mpdotvn KaumuAn), 303 (70%) acbeveic e CTC <3 oe dAa Ta xpovikd onpeia. Entd (2%) and
auTtoug Toug aoBevelg umoBARBnkav pévo oe evapkTpLa aluoAndia eve okTw (3%) unoBAnenkav o pia
awoAnyia HeTa&U TG mMPWG Kat ™G TeAeutaiag adoAnyiag mou £dwoe TR CTC >3

Oudda 2 (umAe KaUMUAN), 74 (17%) acbeveic pe CTC >3 mpLv and v Evapén g Bepaneiag aAAd eugdvicav
pelwon oe CTC <3 katd 10 Xpdvo ™G TeAeuTalag aldoAnyiag Toug

Ounadda 3 ( KQUTUAN), 29 (7%) acBeveig ue CTC <3 oe mpwiun Aqun (evapkmpta, 1-2 eBdopadeg
f/kat 3-5 eBOouddeg) aAld eppdvioav aténon oe CTC >3 T Xpovikr| OTLYUN TG TeAeuTalag Toug atoAnyiag
Oudda 4 (kKK KAUTIUAN), 24 (6%) acbeveig pe CTC >3 oe 6Aa Ta Xpovikd onueia alnoAnwiag. Tpelg (13%)
and autolg Toug acbeveig umoBAnBnkav pévo oe evapktipLa alpoAnia, évag (4%) umoBARBnke Pévo oe
awdoAnyia 3-5 eBdouddwv Kal évag (4%) umoPAriBnke o aluoAnyia YeTa&l Mg mpd G Kat ™G TeAeutaiag
atgoAnyiag mou eixe CTC <3.

Ewoéva 16: Meiwon g tyg CTC katw and 3 petda tv évapén g Oeparneiag anoteAel mpdyvwon

w

Emi Toig % mbavérnra empi

HeyaAutepng OS evw avgnon g pétpnong CTC €wg 1o 3 1) napandvw amoteAei
npoyvwon ouvropdtepng OS oe aocBeveig pe MCRC

Aépeon OS ox
Nsprypaps N (%) priveg (95% C.1.}
CTC <3 o Sheg g mipoAnyicg 303 (T0%) 18,6 (16,9 fwg 225)
100% CTC >3 omv dvepln & CTC <3 74 (17%} 1,7 ( 9.4 kg 18,7)
omy TeAzurala aipoAnyia
07 | pli i g o g o, et
S0% CTC 23 ox bheg nig mipoAnyleg 24| 6%) 39 ( 25 bwg 54)
80% Eoyxpian Logrank
KapwoAng nprj p*
70% 1 évavm 2 0,0007
1 évenvmi <0,0001
60% 1 évavm 4 <0,0001
2 évavm - 0,0078
50% 2 évavn 4 <0,0001
3 dvavn 4 0,0001

40%
30%"
20%
10%

0%

31 -Ovnakg p Bev tyouv mpocmppoeTe
'y &hnpm ToAhamidi umofdomuny

I T T 1 L L P T A L IO L O G R VR R N )
4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpévog améd evapkripia aipoAnyia (ufiveg)
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H Ewoéva 16 deiyvel 6Tt oL aobeveic pe MCRC mou uniepBaivouv v Tiun katwdAiou CTC 3 oe onolodnmote
Xpoviké onuelo petd v évapén g Bepaneiag eupdvicav moAU peyaAltepn mbavdtnTa va anopLnoouv
vopitepa. OL acbeveic ue CTC >3 oe 6Aa Ta xpovikd onueia (Opada 4) eixav ™ ouvtoudtepn ddueon OS, mou
JLEpePE onuavTika og olykpLon pe T dtdueon OS g , Ouadag 2 kar Opadag 1. Ot aobeveic pe CTC
<8 oe 6Aa Ta Xpovika onuela (Opadag 1) eupdvicav m peyalltepn dldueon OS, mou SLEPEPE ONUAVTIKA O
oUykpLon pe ™ dtdueon OS g Ouddag 1, KaL Opadag 2. v Ewdva 16 gaivetal emiong 6TL oL
aoBeveic mou eupdavioav yeiwon tou CTC (Opadag 2) dtétpexav onuavTikd xaunAdtepo kivduvo oe olykpLon Ue
Toug aobeveig mou eupavioav atgnon tou CTC ( ).

2.3.4 AvdAuon naAwvdpopnong piag petapAntig kard Cox oe acOeveig pe MCRC

OL mapakdTw mapdueTpol avaAltnkav xpnotpomnoLwvtag avaiuon naAvdpdunong piag petaBAntig katd Cox yia
agloAdynon tng ouvagetag pe TG PFS kat OS: @UAo, 0T1adL0 véoou katd T dtdyvwon (1-4), xpévog £wg Tn
petdoTaon (ouvexng), nAkia acBevolg (>65 1| <65), 6€on mpwToyevolg vOooU (TaxEog eviépou - opBol 1 opbol
1 naxéog eviépou), katdotaon ECOG mpLv and v évapén véag ypauung Bepaneiag (0-2), ypauun Oepaneiag (1n
N 2n 1 3n), napoucia petdoTtaong Amatog (va 1) 6xL), TUnog Bepaneiag (bevacizumab, Lpwvotekdvn H/kal
agalmAativn mepthapBavopévou iy 6xt), evapkmpteg petpnoetg CTC (>3 1 <3 CTC/7,5 mL) pe emavaAnmtikéq
petprioelg CTC oe 1-2 eBdouddec, 3-5 eBdouddeg, 6-12 eBdoudadec kal 13-20 eBOOUAdEG HETA TNV EVapPEN TNG
Bepaneiag (>3 11 <3 CTC/7,5 mL). Ztov Mivakag 16 mapatifevral Ta anoteA€opata autig ™G avaluong kat
eupavicetar o Adyog kvdivwv Cox (HR) kaL n oxetL{opevn Tn p (dokun Wald otatiotikig Z) Kabwg Kat o
apLBpo6G aobevav oe KABe eKTiUNON.

Mivakag 16: AvdAuon naAwvdpopnong piag petaBAntig katd Cox oe acOeveig pe MCRC

. Kivduvog PFS amé v Kivduvog OS ano
. Kamnyopieg Ap évapén ™mv évapén
Mapapetpog acBevav pe

Ocuay | Apwmuy | MCRC HR Tuu p HR Tua p
®uho ‘Avtpeg (1) | lNuvaikeg (0) 430 1.01 0,944 123 0,156
ZTA010 TNG MPWTOYEVOUG
Budyvionc 4vs.3vs.2 vs. 1 407 0,98 0,734 1,09 0,330
Xpovog £wg T peTdoTaon Xpovog o€ € 428 1,00 0,901 0,92 0121
HAwkia kard mv evapktipla . .
Betypatohnyia >65¢ém <65 €t 430 1,65 <0,001 1,82 <0,001

Max€og evtépou - opBou
. . (2) évavtL OpBou (1)
O¢0on mpwroyevolg vooou évavrt Maygog 429 1,03 0,733 1,02 0,866
evrépou (0)

E‘c’:“c‘,’g’""w KavdoTaon 2évavtt 1évavrL0 Ma 132 0.002 165 <0,001
Line of Mpapun Bepaneiag 3évavtL 2 évavt 1 430 2,04 <0,001 1,63 <0,001
Metaotdoelg oTo nrap Naw ‘OxL 430 0,86 0,225 1,23 0,198
Bevacizumab Nau ‘Ooxt 405 0,54 <0,001 0,62 0,001
Ipwvotekawm Nau ‘Ooxt 405 1,51 0,001 1,39 0,029
O&aAumAativn Nau ‘Oxt 405 0,53 <0,001 0,69 0,008
Evapkmipra Ty CTC >3 <3 Mn3 1,59 <0,001 2,48 <0,001
Tuwn CTC oe
1- 2 £BBopadeS >3 <3 357 2,02 <0,001 323 <0,001
Tum CTC oe
3- 5 £BBONABES >3 <3 334 219 <0,001 423 <0,001
Ty CTC oe
6 - 12 EBBONGBES >3 <3 314 4,59 <0,001 10,88 <0,001
Tuwn CTC oe
13 - 20 £BBoPGBES >3 <3 203 5,07 <0,001 4,88 <0,001

2.3.5 AvdAuon naAwvdpopnong moAAarmwv petaBAntwv kara Cox oe acBeveig pe MCRC

AvaAloelg maAvdpdunong moAAamAwv PeTaBAnTav katd Cox dleEnxBnoav yla v agLoAdynon TG MPOYVWOTIKAG
Loxuog tou CTC pe pUBULON TWV YVWOTOV ONUAVTIKOV KALVIK®OV TIApaydvTwV Mou elval OTATLOTIKWOG ONUAvVTLKOL
Katd TLG avaAuoelg piac petaBAnTAC. Ta CTC dlamotienke 6Tl anoteAolv LoXUPOUCG MPOYVWOTIKOUC MapdyovTeS
Twv PFS kat OS (Mivakag 17).
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Mivakag 17: Avaiuon naAwvdpopnong moAAamwv petaBAntwy kara Cox oe acBeveig pe MCRC

Kivduvog PFS am6 Kivduvog OS am6
™V Ve ™V Ve

MeTapAnTh N - n il - Tl el

I\ovoqa(wiiuv Ty p I\ovoqglviiuv Ty p
Evapktipla CTC (<3 évavrtl 23) 1,76 <0,001 2,46 <0,001
HAia katd v €vapgn (<65 évavTl >65) 1,47 0,002 1,84 <0,001
Evapktpla katdotaon ECOG (0 évavtl
1 évavL 2) 1,16 0,107 1,48 0,001
Mpauun Bepaneiag (10 Evavl 373
27 gvavL 3) 1,59 <0,001 1,41 0,009
Bevacizumab (Oxt évavtt Nav) 0,65 0,001 0,68 0,021
Iptvotekdvn (Oxt évavtt Nau) 0,76 0,156 1,25 0,363
OFaALmAaTivn (Oxt évavTt Nav) 0,57 0,002 1,00 0,984
CTC 1 - 2 eBdopadag (<3 évavtt >3) 1,76 0,003 2,77 <0,001
HAw{a katd v évapgn (<65 évavtl >65) 1,53 0,001 1,85 <0,001
EvapkTpla katdotaon ECOG (0 évavtl
1 évaviL 2) 1,26 0,025 1,54 0,001
Mpauur) Bepaneiag (10 évavtl 321
21 vyt 3) 1,76 <0,001 1,62 0,001
Bevacizumab (Oxt évavtt Nat) 0,66 0,003 0,77 0,156
lpwvotekdvn (Oxt évavtt Nau) 0,67 0,066 1,25 0,402
OFaAmAativn (Oxt évavtt Nau) 0,53 0,002 0,97 0,904
CTC 3 - 5 eBdopadag (<3 €vavre >3) 2,35 <0,001 4,54 <0,001
HAwia katd v €vapén (<65 évavTl >65) 1,58 0,001 2,06 <0,001
Evapkpla katdotaon ECOG (0 évavtl
1 évaviL 2) 1,16 0,149 1,33 0,032
Mpauur) Bepaneiag (10 évavtl 302
2% SvavTL 31) 1,74 <0,001 1,65 0,001
Bevacizumab (Oxt évavtt Nat) 0,68 0,007 0,86 0,410
Ipwvotekdvn (Oxt évavtt Nau) 0,58 0,012 0,99 0,966
OFaAmAativn (Oxt évavtl Nau) 0,47 <0,001 0,88 0,594
CTC 6 - 12 eBdopddag (<3 EvavtL >3) 3,04 <0,001 9,43 <0,001
HAwia katd v €vapén (<65 évavTl >65) 1,43 0,013 1,73 0,005
Evapktipla katdotaon ECOG (0 évavtl
1 évaviL 2) 1,30 0,027 1,53 0,004
Mpauun Bepaneiag (10 Evavtl 279
20 dvauL 31 1,73 <0,001 1,20 0,282
Bevacizumab (No vs. Yes) 0,61 0,001 0,82 0,337
Iptvotekdvn (Oxt évavtt Nau) 0,78 0,258 1,47 0,181
OEaAmAativn (Oxt évavtt Nau) 0,62 0,020 1,35 0,278
CTC 13 - 20 eBdopadag (<3 évavtL >3) 4,50 <0,001 4,97 <0,001
HAwia katd v €vapén (<65 évavtl >65) 1,26 0,218 1,55 0,061
EvapktpLa katdotaon ECOG (0 évavit
1 évavtL 2) 1,13 0,417 1,13 0,526
Moauun Bepaneiag (11 évavrt 186
27 évavTL 3) 1,68 0,004 1,12 0,628
Bevacizumab (No vs. Yes) 0,68 0,058 0,89 0,655
Ipwvotekdvn (Oxt évavtt Nau) 0,73 0,311 1,20 0,636
OEaALmAaTivn (Oxt évavTt Nav) 0,65 0,135 1,31 0,477
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2.4  Xpnon tou CTC ywa v mapakoAoubnon g KALVIKIG KATaoTaonG TOU HETACTATIKOU KaPKivou
TOU TaX£0G EVIEPOU - 0pHol

2.41 Zyxéon petagl g empBinwong, Twv CTC kar ™G agloAéynong tng VOoOoU UE QMELKOVIOTIKEG ue@6doug

H akTlvoypadikr| anekdvion eival éva and ta KipLa Yéoa mpoadlopLlopol TG KatdoTaong ¢ vOoou Kat
andkpLong ot Bepaneia Twv aoOevav Pe HETAOTATIKG KAPK(vo Tou max€og eviEpou - 0pBou. Ma v edpaiwon
™G oX€onG TG KALVIKAG Katdotaong, onwe mpoaodlopiletatl amd v amnetkdvion, kat Twv CTC, ouykpiBnkav oL
Twég CTC mou peTpriBnkav o€ dUo SLAPOPETIKA XPOVIKA onuela Kal Ta amoTEAEOUATA AMELKOVLONG
ouykpiOnkav 1) ue 1o MPAyMATIKG KALVIKG TEAKO onuelo yevikng emBlwong kat 2) peta&l Toug.

24.2 CTC

MponyoUueva dedouéva €del&av OTL oL aoBeve(G pe PETAOTATIKG KAPKIVO TOU MAXE0G EVTEPOU - 0pBoU pe

>3 CTC / 7,5 mL aiyatog oe kGO enduevn eniokeyn napakoAolbnong Yetd mv évapén e Bepaneiag eupavioav
udnAGTEPN MBavOTNTA YLa EEALEN TG VOOOU Kal MELWUEVN YeVIKT emBiwaon o oUykpLon pe aobevelc mou elxav
<3 CTC /7,5 mL a{patoc. Ta anoteAéopata CTC nou eAMjpBnoav 3-5 eBdouddec HETA TNV EVapEn e Bepaneiag
Kabwg kat Ta anoteAéopata CTC mou eAfjpdnoav oe SLAoTNUA * evoG Uva and ™ PEAETN amelkovLoNG
Kamyoptomotenkav wg Euvoikd (CTC <3) kat Mn guvoikd (CTC >3). Edv eixav Anebel neploodtepeg and pia
TWéG CTC og dldompa + evoc prva and  PeAET anelkévione, xpnotpomnomenke to anotéAeopa CTC mou
eNPON MANCLEGTEPA 0NV NUEPOUNVIa TG HEAETNC amelKdVLONG.

2.4.3 Anekovion

Kdbe aoBevrc ue MCRC énpete va €xel JeTPNOLUN VOO0, dnAadr TouAdxLoTov pia aAAolwaon peyéBoug 2 cm
MEXPL KaL 10 mapouoLeg aAhoLwaoelg To MoAU. H ueBodog amelkoviong yia kdbe acbevi mpoodLopiomke amd Tov
Bepdmnovta oykoAGYo e dlatpnon ¢ TpEXoUCas TUTKAG epovTidac. Mpayuatonownke CT 1) MRI wpakog,
KolAlag kat uéAou pe v mpolndBeon OTL OAEC oL AANOLDOELG TIOU eUPavifovTal 0TV EVAPKTAPLA aldoAndia
KaAU@BnKav e v (dLa uEB0do yLa BAeG TIC peTEMELTA YeAETEG amelkdvionG. H epunvela Twv anekovicewv
TPAYUATOMOLBNKE AMO EYKEKPLUEVO AKTLVOAOYO OTO GUUHETEXOV KEVTPO e BAON Ta KPLTHELA HOVOJLACTATNG
pétpnong katd RECIST mpokeluévou va kammyopLomown el k&be emavaAnmikr) a§LoAdynon vooou we MANENG
Upeon (CR), peptkn Upeon (PR), otabeponoinon g vooou (SD) 1 mpoioloa véoog (PD).

Kdbe aoBevrg anelkovioTnke TOUNAXLOTOV 0 OUO XPOoVIKA onuela €we 8 dLapopeTkd XPOovika onueia. AUTEG oL
HEAETEC TIEPLEAGUBAVAY ULA EVOPKTAPLA ATEKAVLON, ATIELKOVLOT OE YETEMELTA DLAOTAUATA 2-3 UNVOV

(6-12 eBdOUAdWV) KaL LA TEALKA HEAETN amekdviong Tav 0 aoBeVG anoxwenoe and m UEAE. Avtiypagpa Twv
MEAETWV amelkdviong OAWV Twv aoBeviv PeTaBLBACTNKAV OTO CUVTOVLOTH TG MEAETNG OE KABE KALVIKO KEVTPO
YL apXELOBETON OTA KALVIKA Sedopéva Tou aobevoug.

And 1o olvoho twv 430 anoTrotuwy acBevav e MCRC nou evtdybnkav o peAéTn, 28 (7%) dev unoBAnonkav
0¢ enavaAnTTiky HEAETN amelkoviong, 18 (4%) aneBlwoav mpLv mpayuatonomoel enavaAnmTiky) LEAETN
amnelkovione Kat 384 (89%) unopArenkav oe pia i mepLocdTePE UEAETEG ATELKOVLONC TTOU QELOAOYT|BNKAV e
Bdon Tta kpLthpta katd RECIST. Katd v 11 emavaAnmTiki ueAETn otoug 384 aoBevelg e emavaAnmIki
MEAETN amelkoviong, 4 (1%) mapouciacav mAnpn Ueeon, 117 (31%) mapouciacav peptkn) Upeon, 186 (48%)
elxav otabepomoinon g vooou kat 77 (20%) napouciacav mpdodo Tng vooou. INa Toug okomoUg auTwv TwV
avaAloewv, oL acbevel Tou aneBiwoav mpLv and eMAVOANTITIKY MEAETN ATIELKOVLONG BewpnOnke OTL elxav
npoiouoa véoo.

Ma v avtanodkplon oe Bepanela kATd TV MPWTN ENAVAANTTLIKS a§LOAGYNON TG vOoOoU, WG EUVOIKY oploTnKe
n ouada acbevav mou eixav otabepomoinon mg vooou (S), ueptkr) Upeon (PR) 1) mApn Upeon (CR) Bdoel Twv
kptpiwv RECIST (un mpoioloa véoo, NPD) kat wg un euvoikr oploTnke n oudda acOevmv mou ePPAavioav
npoiouoa véoo i aneBiwoav (PD).

2.4.4 Zxéon petagl g empBiwong Bdoetl anewkoviong kaL twv CTC

ZexwpLoTEG avahloelg Kaplan-Meier mpaypatomnotiénkav yia tm oUyKpLon G YEVIKNG empBlwong Twv aclevav ue
MCRC otv euvoikn (CTC <3) kaL ™ un euvoikrn (CTC >3) oudda xpnowuomnolnviag ta anoteAéopata CTC oe dlo
BLAPOPETIKA XPOVIKA ONela KaL 0NV MPWTN EMAVAANTTLKY MEAETTN amelkdvionG. XPnoLomoLmvTag Ta
anoTteAéopaTa and TIG MPWTEC EMAVAANTITIKEG HEAETEC amelKOVLONG ToU payuatomnowenkav 9,1 + 2,9 eBdouddeg
(Otdueon = 8,6 eBOOAdEG) LeTd TNV EvapEn ™G Bepareiag (dnAadr), n evapkpLa alwoAnyia), n dtaueon empBiwon
TV 307 (76%) aobevawv, mou mPoodloplotnke and v anewdvion 6Tt €xouv NPD, Atav 19,1 piveg (95% Cl = 17,0
€ 23,1) (Ewova 17, NMivakag 18). Ma toug 95 (24%) aoBeveic mou mpoodloploTnke e anelkdvion 6TL €xouv PD,
n ddpeon emPiwon fitav 5,8 prveg (95% Cl = 4,4 €wg 7,7).

‘Eva olvolo 320 aobevawyv ue MCRC unoBAiBnkav oe LEAETEC AMELKOVLONG TIOU TTPAYUATOTIOBNKAV TELY KAl HETA
mv évapén ¢ Bepaneiag 1) aneBiwoav mpLv dleEayOel n emavaAnmTiki HEAETN amelkovIoNG KalL UToRATBNKav oe
a&lohdéynon tou CTC 3-5 eBdopddeq petd my évapgn g Bepaneiag (u€on T = 3,8 + 0,7 eBdouddeg and
OTLYUN TNG eVapKTAPLAC atoAnyiag, didueon tn = 4,0 eBdouadec). H didueon empBiwon twv 282 (88%) acbevmv
ue euvoika anoteAéopara CTC (CTC <3) frav 17,3 unveg (95% Cl = 15,0 £wg 19,5 pAveg) (Ewoéva 18, Mivakag
18). Ot 38 aoBevelc (12%) pe un euvoikd anoteAéopata CTC (>3 CTC) eixav didueon emBinon 5,4 pnvav

(95% Cl = 3,6 éwg 9,4 prvec).
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la va mpoodlopLoTel edv ot agoloynoelg CTC mou mpayuatomnomenkav mANCLECTEPA OTO XPOVO TNG AMELKOVLONG
odrynoav og mapOUoLEG MPOOMTIKES emBlwong oe olykplon We a&lodoynoelg CTC mou mpayuatonomiénkav 4
€Bdouadeq mepimou petd v évapén e Bepamneiag, avalibnkav pévo oL acdeveic pe aglohoynoelg CTC mou
TPAyYMATOTOWENKAY o€ SLAoTNUA + evdg prva and TV MPWTN ENAVOANTTIKY HEAETN anelkdviong (Ewova 19,
Mivakag 18). Tplakdolol e€fvta t€0oeplg (364) and toug 402 acbevelc (91%) unoBAnenkav oe aglohoynoetg CTC
o€ dLdoTnua evoc ufva and Ty MPWTN ENAVAANTITIKY UEAETN amelkdvLong, Tou mpayuatomnojenke 9,0 + 2,9
€Bdouadeq (dLdueon = 8,5 eBdouddec) petd mv Evapgn e Bepaneiag. H didueon empPinon twv 335 (92%)
aoBevav Pe euvoikd anoteAéopata CTC ftav 17,2 urveg (95% Cl = 15,0 €wg 19,2 priveg). MNa toug 29 (8%)
aoBevelg ue un euvoika anoteAéouata CTC, n didueon emBiwon rytav 5,4 priveg (95% Cl 3,2 éwg 7,5 unvec).

Ta dedopéva autd €det&av 6TL oL agloAoynoelg CTC katl ota dUo xpovikd onueia mapeixav napdupola
anoTeAéOUATa UE TLG amelkovioelg mou dlegfxbnoav nepinou evvid eBoouddeg UeTd My Evapén g Bepaneiag.

2€ auth ™ PEAETN, 1 €PappoyT) avdAuong mMaAlvdpdunong mMOAAAMAGV HETABANTWY Katd Cox pe okomd v
TPOCAPUOYN YLa TNV anelkévion unédetée 6Tl 1600 Ta CTC 600 Kal 1 anelkdévion oxeTidovtal aveEdpmTa e
vevikh emBiwon aAAd n ) CTC [mpooapuoouévog Adyog Kivdivav: 7,9 (4,6-13,6)] elval LoxupOtepog
MPOYVWOTIKOG delktng and v anetkdvion [mpooappoopévog Adyog Kvdlvav: 3,1 (2,1-4,6)].

Mivakag 18: OS aoBevwv pe MCRC pe a§lohéynon CTC o diaotnua £vog [rva mepimou PETA v évapgn
™G Oepaneiag kat EViog evog Uiva amnod TV akTivoAoylky agloAdynon

N Agueon emmBinon & (95% Cl) oe pveg

A. Anewkovion 402
Euvoiks (NPD) 307 (76%) 19,1 (17,0 - 23,1)
Mn euvoiki (PD) 95 (24%) 58( 44— 177)

B. CTC 3-5 eBdopadwv 320
Euvoikn (CTC <3) 282 (88%) 17,3 (15,0 - 19,5)
Mn guvoikn (CTC >3) 38 (12%) 54(36- 94)

C. CTC (1 pivag anekéviong) 364
Mn euvoiky (CTC <3) 335 (92%) 17,2 (15,0 - 19,2)
Mn euvoikn (CTC =3) 29 ( 8%) 54(32- 75)

Ewoéva 17: Zuoxétion tng aktvoloywng kat CTC agoAdynong pe tnv OS: OS acBevwv pe MCRC pe NPD
N PD omv 1n enavaAnroikn peAém anewoviong (N=402)

100% Améxpion oy 17 Agpeon OS oz
A ewavaAnmraa] avdAvon N (%) prjveg (95% C.1.)
0f - NPD 307 (76%) 19,1 (17,0 éwg 23,1)
ggo %o PD 95 (24%) 58 (44&wg 7,7)
2 80%-
=4 Adyog kivBlvwy xerd Cox =4,9
E 70% - X = 9342
(npfi p <0,0001)
£ 60%]
Senep N Y 19,1 priveg
E 50% 58" Logrank Tipfy !
2 0% - Ve p < 0,0001 !
2 i
L 30%
=
- 0 =
E 20%
10% -
0%

6 8 10 12 14 16 18 20 22 24 26 28 30
Xpovog amd evapKThipia cipoAnwia (WAveg)

L |
0 2 4
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Ewoéva 18: Zuoxétion tng axtvoloywg kat CTC agoAdynong pe v OS: OS acBevav pe MCRC pe CTC
<3 11 >3 oV 1n enavaAnrokn peAé petd v évapén g Bepareiag (N=320

100% CTC/75mL ot Aidpeon OS ot
_3-5 gpBopadeg N (%) priveg (35% C.L)
" <3CTC 282 (88%) 17,3 (15,0 fwg 19,5)
& 90% >3CTC 38 (12%) 54 ( 36&uc 94)
g 80% =
s Abyog kivEiviv kard Cox = 4,1
E 70% x“:34,85
E (mpi p < 0,0001)
60% —
b T T, (T 17,3 prjveg
§ ? 54 Logrank mipf i
E 40%- uriveg;
. :
3; 30%
2 20%-
I.E 10%
0%

5 'fi ' é ' é I1IOI1I2I1I4'1]6|1]8|2[0|2i2|2|4|2]8|28 3'0
Xpévoc amd evapkriipia aigoAnwia (pfiveg)

Ewova 19: Zuoxétion tng aktivoloyikig kat CTC a&loAdynong pe tyv 0S: OS acOevwv pe MCRC pe
CTC <31 >3 og didotna 1 pva andé v 1n enavaAnmriky HEAETH anekoviong i and Odavaro

(N=364)
- CTC/7,5mL omyv 1n Aidpeon OS ot
100% sroveAnmi owemévien N (%) whveg (95% C.L)
90%- <3cTC 335(92%) 17,2 (15,0 fug 19,2)
§ 23CTC 29( 8%) 54 ( 3,2 kwg 7.5)
80%
@ Abyog kivBiviv karé Cox = 7,3
E 70% X =48,34
<0,0001
B 60%- (rfy p )
B L 17,2 pfiveg
50% 54 1 Logrank mipf
E 40% pives . R
% 30%
2
20%
E
" 10%
Oolfo_

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpévocg amd evapkriipia aipoAnyia (pRiveg)

2.4.5 Zuppwvieg petagld Tou CTC kat TnG aktivoloyikig mapakoAoubnong oe acOeveiq ue MCRC

‘Onwg emonudavenke mapandve, oL HEAETEG ATELKOVLONG aMoTEAOUV KUPLA CUVLOT®OA TOU TPEXOVTOG TPOTUTIOU
HEPLUVAC VLA TOV TIPOCBLOPLOUS TNE TpoioUoag vOGOoU Kal TNV amdkpLon oTnV aywyr) oTo neplBaAAov
METAOTATLKOU KaPKIVOU TOU Tax€og eviEPoU - 0pBoU. Na mepaltépw UnooTHPELEN TNG AMOTEAEOUATIKOTNTAG TWV
CTC om dle€aywyn autav ToV KAVIKOV a&loAoynoewv, Snuloupyndnkav mivakeg dLMANG Lo6d0U TwV GUUMPOVOV
Kal acUuewvwy napamperocwv avdueoa ota CTC kal 0TV aKTLVOAOYLKI QTELKOVLON.

la v andékpLon o€ Bepaneia, weg euvoikn oplotnke N oudda acbevawv mou elxav oTabepomnoinon g vooou (S),
peptkn Upeon (PR) i mAnpen Ueeon (CR) Bdoel Twv kpttnpiwv RECIST (un npololoa véoo, NPD) kat wg un
€UVOIKY| 0ploTnke N oudda acbeviv mou epgdvicav mpoiotoa véoo (PD). Anod toug 18 acbevei mou aneBiwoav
TPLV amod ULa ENAVOANTITLKY HEAETN ametkéviong, 10 unoBArenkav o€ emavaAnmTky apoAnyia evioc 30 nuepwv
npLv anod 1o Bdvatd Toug kat autol ot 10 aoBevelg katnyopLomoenkav wg €xovieg npoioloa vooo (PD) yia toug
OKOTOUC QUTWV TWV OUYKPIOEWV.
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Ta anoteAéopata CTC mou eAMq@Bnoav oe dLAoTNUA £ evag ufva and Tn YEAETN AMELKOVLONG KATNYOPLOTIOL|BnKav
wg euvoika (CTC <3) kat un euvoika (CTC >3). Edv eixav Anedel neplocdtepeg and pia twég CTC oe ddomua
+ evég unva amd n YEAETN amelkovLong, Xenotdomolenke 1o anotéAeopa CTC mou eMj@pbn MAnoLéoTtepa otV
nNUepounvia ¢ HEAETNC AMEIKOVLONG. 2€ AUTA TNV avAAUGT XPNOLUOTIOBNKAY OAEC OL AMOTLUNOLUES aoOANYieS
amd Toug acBevelq mpokeluEvou va avtlotolxlotolv ta CTC pe TIG HeAETEG amelkoviong, OxL MOVO QUTEG ToU
EMAEXONKAV YLa TO KABOPLOKEVA XPOoVIKA onuela dnwe meplypdpovTal oTo 2.1 mapandve.

‘Eva olvolo 366 aoBevav pe MCRC eugdavioav anotedéopata CTC oe dldomua evog Piva and tn UeAE
amnetkévione f 1o 6dvato. To amoTéAeopua autic ™ olykplong “katd acevelc” avdueoa oy TR CTC kat otV
amnetkovion (1) to Bdvato) eaivetal otov Mivakag 19.

Mivakag 19: Z0ykpion kard acOeveig pe MCRC avapeoa ota CTC kaL Tv anekovion

) . CTC &vtdg * 1 pva amnoé t HEAETN anelkoviong
Anokpron oy 1" enavaknmru 1} To Bavaro Sivolo
HEAETN aMELKOVIONG
<3 CTC/75mL >3CTC/7,5mL
Mn npoiotoa véoog 272 13 285
MpotoUoa véoog 65 16 81
Z0volo 337 29 366
Katwrepo Avitepo
Métpnon Ektipnon 95% CI 95% CI
OeTIKY ouUPWVia % 20% 12% 30%
ApvnTik) cupewvia % 95% 92% 98%
OETLKN MPOYVWOTLKN agfa 55% 36% 74%
ApvnTLKY| MPOYVWOTLKY| ala 81% 76% 85%
levikr| oupwvia 79% 74% 83%
MBavoTTEG 52 2,4 11,2

And Toug 384 aobeveic pe MCRC pe pia 1) meploodTEPES EMAVAANTITIKEC UEAETEC AMELKOVLONG,
npayuatomnowenkav ouvoAlkd 911 peAéTteg anetkéviong mou anédwoav EPAPUOOLUN AKTLVOAOYLK avTandkpLon.
‘Eva olvoho 805 amnd tig 911 (88%) peAéteg anekdviong €dwoav anoteAéouata CTC mou eAfgbnoav oe
dLaoTNUa £ evog piva and m peAEn anekovione. Ao toug 18 aobevelg mou anefiwoav mpLv and uia
ENAVAANTITLKA PEAETN anetkoviong, 10 umoBARBnkav o enavaAnmtikn aoAnwia evtdg 30 nuepwv mpLy amnod To
Bdavatd Toug kat autol ot 10 aoBevelg katnyopLomoenkav wg €xovieg mpdodo g vooou (PD) yia toug okomoulq
QUTOV TWV ouykpioewv. To anotéAeoua authg e olykpLong “katd mapatfpnon” avdueoa ota CTC kat ov
amelkévion (1) To 8dvato) eaivetat otov Mivakag 20.

Mivakag 20: 2oykpion kard naparipnon MCRC avaueoa oto CTC kaL Tnv anekovion

) . CTC evt6g * 1 yiva and ™ HEAETN aneEkOVIong
Arokpion oV 1" enavaAnmrkn 1 10 Bdvaro SGvoho
HEAETN AMEKOVIONG
<3CTC/7.5mL >3CTC/7.5mL
Mn mpoloUoa véoog 597 33 630
Mpototoa véoog 147 38 185
20voho 144 n 815
Katwrepo Avatepo
Métpnon Ektipnon 95% CI 95% CI
OeTIK ouupwvia % 21% 15% 27%
ApvnTiK) oupewvia % 95% 93% 96%
OEeTIKY) MPOYVWOTLKN a&ia 54% 41% 65%
ApvnTiKY| mPoyvwoTikh agla  80% 77% 83%
levikn ounewvia 78% 75% 81%
MBavoTTEG 4,7 2.8 7,7

2¢ OLaOOXIKEG TAPATNPENOELG, HOVO HLa petoyn®ia Twv YeTABACEWY VLA TA AMOTEAEOUATA TNG ATELKOVLONG
avaueoa oTn un mpoioloa vooo Kal 0Tnv mpoioloa VOO0 CUVETEDE [E TV QVTIOTOLXN METARAON avauesa OTLG
petpnoelg CTC avaueoa og CTC <3 kat >3 /7,5 mL.
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Eneldn n mpoyvwoTikn agia twv anoteAeoudtwv CTC og mponyoUuevn XPOVLK GTLYMN Tav LoodUvaun Ue eKelvn
Twv anoteAeopdtwv CTC katd oty TG anekdviong (Ewoéva 18 & Ewova 19), mpaypatomnotonke olykpLon
Katd acBevelg pe Bdon ta anoteAéopata pévo e Ing EMAVAANTITIKAG HEAETNG ameELKOvLOoNG, Tou dLe€nxon 9
eRdoUAdEC mepimou PeTd TV Evapén ¢ Bepanelag kal dlagopwenkav Ta anoteAéopara CTC nou eApénoav
4 eBdouddeg mepimou petd ™y Evapén g Bepaneiag. Eva olvolo 320 (80%) and toug 402 acbeveiq £dwoav
amoteAéopata CTC 3-5 eBdouddec petd v Evapén g Bepaneiac. To anotéAeopa aumg ¢ olykpLong “katd
aoBevelc” avayeoa ota CTC og pLa mponyoUpevn XPOVIKA OTLYUN KaL 0Tnv aretkovion (1} To 8dvato) gaivetal

otov Mivakag 21.

Mivakag 21: Zoykpilon kard acOeveig pe MCRC avdapeoa ota CTC kaL v anewkovion

) . CTC 3-5 eBdopadwv
Andkpron oy 11 enavaknrTokr Meta mv évapn Bepaneiag Total
HEAETN AMELKOVIONG
<3CTC/75mL >3 CTC/75mL
Mn npoioUoa véoog 228 18 246
Mpotlotoa véoog 54 20 14
20volo 282 38 320
Katwtepo Avitepo
Méetpnon Extipnon 95% CI 95% CI
OeTIKN ouPwWVia % 27% 17% 39%
ApvnTiK cupwvia %t 93% 89% 96%
OeTIK) MPOYVWOTLKA a&la 53% 36% 69%
ApVNTLK TPOYVWOTIKA a&la 81% 76% 85%
levikn oupoewvia 78% 73% 82%
MBavoTTES 47 2,3 9,5

2.4.6 CTC wg cUPMAnpWHATIKG Borénua anekoviong

Evd n yevikn oupowvia avdueoa oto CTC kat otnv anewkdvion ATav KaAr (mepinou 78%), onuelndnke dLapwvia
070 22% Tepimou Twv aoBeviv pe MCRC. KaBdoov oL mAnpogopiec and Tic aglohoynoelg CTC mpoopilovTal yia
XPNOM 0€ GUVOUAOUO e GAAEG DLAYVWOTIKEG AELTOUPYLECG YLa TN AN anoPpacenV BEPAMEUTIKOV AyWwYWV, N
a&loAoynon CTC oe 3-5 eBdopddec meplmou HETA ™V EvapEn TG Bepamelac Kal TG amelkovLong OTLG MAPAKATW
0MAdEG OUYKPIBNKE e ™ Yevikh emBlwon yia va mpoodloploTel moLo and Ta acUuPwva anoTeAEoUATa MapEXEL

KaAUTepn mpdyvwaon yia tov acevn (Ewéva 20):

*  Oupdda 1 (mpdotvn KaumUAn), 228 (71%) acbevelc ue CTC <3 oe 3-5 eBdouddeg kat NPD.
* Opdda 2 (urmke KaUMUAN), 54 (17%) acbeveic pe CTC <3 og 3-5 eBdouddec kat PD.
+ Opdda 3 ( KaumUAn), 18 (6%) acBeveig e CTC >3 oe 3-5 eBdouadeg kat NPD.

¢ Opdda 4 (kokKLvn KAUTUAN), 20 (6%) acbeveig pe CTC >3 oe 3-5 eBdopddeg kat PD

Ewodva 20: OS acBevwv pe MCRC oe Ouddeg 1, 2, 3 kat 4 pe Baon v Tyl CTC 3-5 epdopadwv HETA TV

€vaptn g Bepareiag (n=320) kaL TNV KATACTAGT TNG VOOOU TIOU TIPOGBLOPIoTNKE TNV 11

EMAVAANTTTKY HEAETN AMEKOVIONG
Améxpion oy 1"
CTC ox 3-5 erarvaknTrmed Madk OSeox
100%- OudSa _eBBoudBeg avéiluan N (%) piiveg [95% C.L.)
1 <3 CTC NPD 228(71%) 19,1 (17,2 fwg 23,1)
2 <3CTC PD 54 (179 9,1 { 6,8 fwg 11,6}
90% 3 >3 ETC NPD 69%) 2,2 ( 5,6 duwg >29
w 4 >3CTC PD 20 6% 36 [ 2,68we 50)
g 80%- E0yKplon Logrank
3 GA b1l i
= T0% 1 &vavm 2 <0,0001
E 1 &vavm 2 0,0035
g 60% 1 évavm 4 <0,0001
E 2&vavm > 02602
5 L e et T 2 fvavn 4 <0,0001
g Sévavmd  <0,0001
E 40%
N
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2e aum TN WEAE, 0 MPOoadLopLopog NG Tiung CTC elval évag Loxupdg aveEAPTNTOC MPOYVWOTIKOG MApAyovTag
™G Yevikng emBlwong. Ta anoteAéopata g ueAéng umédel&av 6TL o ouvduaouoég Tou CTC kal Twv
OKTLVOAOYLKWV OELOAOYNOEWV TAPEXEL TNV aKPLBEDTEPN AELOAGYNOT TNG MEOYVWONG..

3 Acbeveig pe peraotatiko kapkivo tou mpootat (MPC)

MpayuaTomoOnke MOAUKEVTPLKA KALVLKY LEAETN TIPOOMTIKAC YLa va MPoadLopLoTel katd ndéoov n T Twv CTC
npoéRAeME TNV eEEALEN TNC vOoOU Kal TV emBlwan. Q¢ aobevelC Ue HETAOTATIKG KAPKIVO TOU MPOOTATN 0 auT
™ HeAEm oplomkav oL aobevelq mou epgdvicav dUo SLadOXIKEG QUENOELG TOU OelKTM €LOLKOU POoTATIKOU
avTLyévou (PSA) opol mavw and To eminedo avapopdg mapd v TUTILKY 0ppovikn Slaxeipton. Autol oL acbeveig
nepLypdgovTal wg acdevelg mou maoyouv and Kapkivo Tou mPooTd, avefdpmTo and  dpdon Twv avdpoyovey,
OPHOVOAVTOXO KOl QVOEKTIKO OTOV EUVOUXLOUO. TN UEAET evTdyxBnkav OuVOALKA 231 aobevelG pe LeTaoTaTIkG
KapKivo Tou TpooTdTn We evdelEelg eEEAENG Tou PSA mapd tnv TuTilk) oplovikr| Bepareia kal v évapén véag
YPauUnG 1 TUtou Xnuetodeparneiac. Ta KALVIkA dedouéva avaAlbnkav pe BAaon v mpdbeon yia Bepaneia. Ta
dnuoypaglkd oToLxela Twv acBevav napatibevral otov Mivakag 22.

Mivakag 22: Anpoypagika otolxeia acdevwv pe MPC

] X . R ] ]
Katnyopia kn:g&w:]“( mZﬂm} Ap1Bu6g acbevav

HAwia kara v évapn (o€ €tn) 70+ 9 (70) 231

Mpwv arné ™ Bepancia:

PSA (ng/mL) 547 + 1616 (144) 231
Awtooarpivn (g/dL) 12,3£1,6 (12,4) 221
Ahxahuai puwogardon (AlkPhos) (1U/mL) 235 + 271 (144) 223
FahakTikn deidpoyovdaon(LDH) (IU/mL) 293 + 228 (224) 219
Aeukwparivn (g/dL) 3,9+26(3,8) 214
MepLypagn KarnyopLwv Ap;%:gﬁ\%%z\;wv

NeUKT 209 (90%)

duln Matpn 17 ( 7%)

AN 5 ( 3%)

0 101 (44%)

Evapktiplog pabuog ECOG 12 12? EA%O//:;

AyvwoTo 9 ( 4%)

>5 18 ( 8%)

6 28 (12%)

0,

Bafpoloyia katd Gleason g gg g%cﬁ;

>9 54 (23%)

Ayvn0TO 23 (10%)

274510 TNG MPWTOYEVOUG ; 133 §1§§2§

dLayvwong 3 58 (25%)

4 19 ( 8%)

AyvwoTO 110 (48%)

1st 154 (67%)

Ipapun Bepaneiag 2nd 38 (16%)

>3rd 39 (17%)

Taxof 3 Oxt 67 (29%)

xotere '0"l'l‘|V rps?(ouou N 162 (70%)

Ypappr Bepareiag; AYVwoTo 2 (1%)

ApVNTLKN 20 ( 8%)

Metdotaon ota ootd QETIKN 207 (90%)

AyvwoTo 4 ( 2%)

Oxt 142 (62%)

Metpriown vocog Nau 88 (38%)

AYWV®OTO 1 ( 0%)

‘OxL 141 (61%)

Kouakn petaotaon Nat 89 (39%)

AyvwoTO 1 ( 0%)
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H evapkmpla pétpnon CTC npocdlopiotnke mpLv and mv Evapgn ULag YPauung xnuetobepaneiag. Ta mapakdtw
XPOVIKA MAaloLa eTAEXONKav yLa ekTiunon: évapén (mpwv and v evapén bepanelag), 2-5 eBdouddeg (14 - 41 nuépeg
and mv Evaptn), 6-8 RdouddES (42 - 62 nuépeg and v Evapgn), 9-12 eRdouddeg (63 - 90 nuépeg and v Evapgn)
Kat 13-20 eBdopddeg (91 - 146 nuépeg and v évapén) Yetd v Evapgn g Bepaneiag. EQv neplocdtepeg and pia
aloANnyYieg evémmtav 0Ta kabopLopéva Xpovikd mAalola, n aytoAnyia mou amnelxe mepLOCOTEPO QMO TNV EVAPKTIELA
atoAnyia xpnotuomnoLenke wg anoTEAEOUA yla KABe xpovikd mAaioLo

3.1  Zuxvommreg CTC

Kat ot 231 amoTiunowol acbeveic e MPC umoBArienkav oe evapktpla atpoAnyia. Atakoatol eikoat €vag (221)
and autolg Toug aobeveic ue MPC unoBAienkav oe pia 1 meplocdTepeg and TG emavaAnmTikéC aldoAnyieg petd
v évapén Beparneiag. And Toug déka acbevelc ue MPC mou umoBARenkav e pia pévo evapktipla awuoAnyia,
TPelC aneBlwoav mpLv umoBANBoUv o eMavaAnTTKA aldoAnyia, oe Evav napatnenenke eEEALEN ™G vOOOU Kal 0
aoBevig 0TAABNKe 0 AOUAO aviaTwv, £vag acbevng dLEkowe T ynuelobepaneia Adyw Katayuatog Tou unpou,
€VaG UETAKOULOE, TPELG apviBnKav MePALTEPW AUOANYIES Kal £vag amoxmpnoe and T YEAETN. ZuuueTelixav
OUVOALKA 214, 171, 158 kaL 149 aobeveig pe MPC pe emavaAnmTikég auuoAnwieg 2-5 eBOoUAdeg, 6-8 eBdOUADES,
9-12 ePdouadeg kat 13-20 eBdOUAdES HETA TV EvapEn TG Bepaneiag, avtioToLya.

270 HETAOTATIKS KAPKIVO TOU TPOOTATN, N EEALEN TNC vOoou mpoadlopileTal Kuplwg Bdoel Twv aAAaywv oTo PSA.
Ma m peAém autr, n €EEALEN ™G vOooU POodLoploTnke amd Ta KEvTpa e Baon To PSA, mv amekdvion h/kat Ta
KAWVIKA onpela kal oupntapata. MNa tig evapktpleg avaAloelg, n emBiwon xwpig e&EAEN (PFS) mpoodlopiotnke
and T0 XPOVO NG EVAPKTAPLAG auoANPiag £wg Tov MPOoodLOPLopd ™G eEEALENG 1) TOU BAVATOU KAL N YEVLKY|
emBilwon (OS) mpoodloploTnke and Tn OTLYUN TG EVAPKTAPLAG alpoAnyiag €wg v nuepounvia Tou Bavatou 1) v
nuepopnvia g teheutaiag enagng Ue tov aclevn. Ma Tig emavaAnmtikég avaloelg, n PFS petpnénke anod
OTLYUN TNG EMAVAANTITIKAG alpoAnwiag éwg ™ dtdyvwon g eEEALENG 1) Tou BavdTou kal n OS mpoaodlopiotnke and
™ OTLYUA ™G EMAVAANTTIKAG auoAnyiag €wg v nuepounvia Bavatou i mv nuepounvia g teAeutaiag enagng
pe Tov acBevn. AoBevelg mou mapouciacav eEEALEN mpLv amd v nuepopunvia agloAdynong g awuoAnyiag
arnokAelomkav and TLG avaAloelg PFS Tou ouykekpLUéVoU Xpovikol onuelou Kat OAEG TIG UETEMELTA
EMAVOANTITIKEG atoAnwiec. AoBeveic mou dev UMoBARBNKav 0e MPOCBETN emavaAnmTiky) avéiuon emBinong uetd
™V nuepounvia ektiunong ™mc awoAnwiag anokAelomkav and Ti¢ avaiioelg PFS & OS Tou ouykekpLuévou
Xpovikou onuetou. Ztov Mivakag 23 supavidovTal oL aptBuol acbevwv oe kABe XPOoVIkO onpelo mou anokAelorav
ané TI¢ availoelg PFS ) PFS & OS kal TI¢ attieg Tou anokAeLouoU Touc.

Mivakag 23: AnokAetopoi anod Tig avalioetg PFS kaL OS oe acbeveig ue MPC

Mn arotyuowor acBeveig e MPC: SUVOAK6G ap.
] aoevav pe
PFS & 0S PFS Mévo MPCAnotinoot
Xpovog ] Aipg Tou Kapia Km{éva Aijia rou
ayoAnyiag Aipa OUAAEXONKE | eMAVOANTITIK | ATOTEAEOH GUAMEXBNKE HETA
Tiou 3ev 1-7 nuépeg i avdiuon nun "
A i y ! ™V nUepPounvia PFS 0s
OUAAEXONK pETa T HETA ™MV |amoTynowa EEEAENG TG
€ Xopriynon | nuepopnvia |anoteAéopa VOo0U
Bepareiag apoAnyiag | taCTC
‘Evapén 0 6 0 6 0 219 219
2-5 EBSOABES 17 0 0 11 4 199 203
6-8 eBdOUAdEG 60 0 0 22 141 163
9-12 eBdOUAdES 73 1 0 8 15 134 149
13-20 eBdouadeq 82 0 1 27 116 143

Ta anoteAéopata CTC mou eMebnoav amd v Evapen Kal TG EMAVAANTTIKEC aiuoAnyieg oe 2-5 eBdouddeg, 6-8
€BOOUAdEG, 9-12 eBdOUAdEG KaL 13-20 eBd0oMAdES UoTEPA aNd TNV EVAPEN NG Bepanelag KATYOPLOTIORONKAV WG
euvoikd (<5 CTC) 1) un euvoikd (>5 CTC). Ta enineda PSA, aAkaAwkng ¢wopatdong kat LDH, mou cuvoyiomkav
OTOV TI{VOKQ SNUOYPAPLKOV OTOLXEWV KaL XpnoLdomombnkav oe avaAloels, METPRBNKAY OE KEVTPLKS £pYaoTNPLO
o€ delypata opou mou cUAAEXBNKav Tautdypova pe delypata alipatog mou xpnotuomowmenkav yia extiunon CTC.
Ta enineda awpoopatpivng kaw Aeukwpativng mou cuvoy{fovTal 0Toug MVAKES KAl XPNOLUOTOONKAV OTLG
avaAuoelg fitav TYéG mou 88nkav amd Ta kEvTpa Kal emaAndeUtnkav and To LaTplkd apxelo Tou acbevols mou
npoodlopiotnkav o dldotnua + 30 nuepwv UeTd TV evapktpLa ektiunon twv CTC.
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3.2 Avdluon tng emuBiwong xwpig eEEMEN (PFS) oe acbeveig ue MPC
3.2.1 EmBiwon xwpig e&€NEN (PFS) pe Bdon ta evapkmpra amoteAéopara CTC

la dlakoatoug dekaevvid (219) amd toug 231 aobevelc anoTuRoLLoUG aobevelc utpEe BLABEDLUO EVAPKTPLO
anotéheopa CTC. MNa avaiuon Kaplan-Meier, oL aobeveic dlaxwplotkav o€ U0 opAdeS, OUUPWVA UE TN LETPNON
CTC katd v évapén:

*  H euvoikn oudda (N=94), mou umodnAwvetal pe mpdotvo, nepteAduBave aodeveig ue CTC <5.
*  H un euvoikn opdda (N=125), mou unodnAwveTal e kOkkvo, mepleAduBave aobevelc e CTC >5.

H dudueon PFS ftav peyallTepn oy €uvoikr| opdda oe oUyKpELON We TN un euvoikn oudda (5,8 Evavtl 4,2 unvav,
avtioTtoya). Auta ta anoteAéopata supavidovtal oty Ewéva 21 kat tov Mivakag 24

Ewova 21: PFS acfevav pe MPC pe CTC <5 1 >5 katd v evapkmpla aipoAnyia (N = 219).

5 100%
< o - CTC/7,5mL AiGpson PFS ot
g‘ 805 v N (% 95% C.I.
¥ 80%- <5CTC 94(43%) 58 (5,0 éwg7,9)
) >5CTC 125(57%) 4,2 (3,1 fux 4,9)
70%
&= . Aéyog kivBGvwv Karé Cox = 1,6
2 60%- X =11,03
% — (mipny p = 0,0009)
(T .
5
E 40%
© P
5 30%- 1 Logrank tipdg
D - p = 0,0008
E 20%- I
2 7
¥ 10% i
e L
E 0% P
L T T T T T T T 1

T PN R T T NN TN T R N T S R SO TR R T N O FNET M
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpoévog amd evapkriipia aipoAnyia (pives)

3.2.2 PFS pe paon anoreAéopara and enavaAnmukeg petpnoetg CTC

lNa avdluon Kaplan-Meier, oL ao6eveig ue MPC dlaxwplomkav oe 300 ouddeg, oUupwva ye Tig yetpnoelg CTC
o¢ KabepLd and TLG SLAPopes eMAVAANTITIKEG alloAnwies. Kat ot dUo opddeg acbeviv oe kabepia and Tig
OLOPOPETIKEC EMAVAANTITIKEC aoAnYiec petd Ty évapén g Bepanelag yia PFS anetkovidovtal oty Ewkéva 22.
Ze QuTAV MV elkéva eupavitetal n duvatémta twv CTC oe aobeveic ye MPC pe CTC <5 kaL >5 mpokeluévou va
nPoBAEPBel 0 Xpdvog £wg TNV KALVIKA €EEALEN 1) TO BAvaTto o 2-5 eBdouddeg (n=199), 6-8 eBdouddeg (n=141),
9-12 eBdouddeg (n=134) kat 13-20 eBdouddeq (n=116) uetd v Evapén mg Bepaneiag.

*  H euvoikn opdda mou umodnAwveTtal pe Aadi, pnAe, HwB kat yahddio nepteAdupave acbeveic ue CTC <5 oT1g
2-5, 6-8, 9-12 kavL 13-20 eBdouddeg uetd v Evapén Bepanelag, aviioTolxa.

* H un euvoikn oudda, mou unodnAwveTal Ue Kape, padpo, YKpL Kat nepleAdupave acdeveic ue CTC
>5 011G 2-5, 6-8, 9-12 kaw 13-20 ¢Bdouadeq petd My £vaptn Bepaneiag avtioToLya.
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Ewoéva 22: PFS acbevwv pe MPC pe CTC <5 i) >5 og SLapopeTikoug Xpovoug mapakoAoubnong

5 100% |
5_ ' CTC <5 oe: CTC>5 o
90% 4 | 2- 5 epBopddec (n=122)  2- 5 epBopdadeg (n= 77)
- 80% |4 6- 8 efSopdbeg (n=103)  6- 8 epSopddeg (n= 38)
i g 912 eBBopaBeg (n= 95)  9-12 eBBopdbe (n= 39)
w 70% - 1 13-20 efSopabeg (n= 89) 13-20 BS Sec (n= 27)
5 60% —
u [ 3
E 50% 1---14
o
E 40%
I s
E
= 20%
¥ 40
8 10%
E 0%

| L | 1 | L L | | L L L | L L L, LT L |
2 4 6 B8 10 12 14 16 18 20 22 24 26 28 30
Xpévog amré aipoAnyia (UAVES)

O NMivakag 24 ocuvoyiCel Ta anoteAéouata ™G avaluong PFS xpnotomnolwvtag Ta enineda CTC kat pLa i
katweAlou CTC >5/7,5 mL og kaBéva and Ta dLapopeTIkA Xpovikd onueia adoAnyiac.

Mivakag 24: EmBiwon xwpig 5€AEN (PFS) yia acbeveig pe MPC pe CTC <5 i} >5 og dLapopeTikd

XPOVIKG onpeia

1 2 3 4 5 6
Xp6voc Seyparohniiag Adueon PFS og piveg (95% Cl) Log-rank

peTa ™V €vapén g N >5CTC I
egpqmiuq <5 CTC > 5CTC p-value
‘Evapén 219 125 (57%) 58 (50-7,9) 42 (31-4)9) 0,0008
2-5 ERSOUABEC 199 77 (39%) 6,5 (4,9-7,4) 21 (1,4-323) <0,0001
6-8 £BSOUGBEC 141 38 (27%) 59 (4,2-7,0) 19 (1,3-27) <0,0001
9-12 eBBOUAdEC 134 39 (24%) 49 (3,8-62) 1,6 (0,9-2,6) <0,0001
13-20 eRSOUGDES 116 27 (23%) 41 (33-58) 12 (05— 1,5 <0,0001

‘Onwg anewkoviCetal omv Ewéva 22 kat tov Mivakag 24, acOeveic ue MPC pe augnuévn ) CTC (CTC
>5/7,5 mL oAkoU aipatog) oe onolodnnote and Ta xpovikd onueia elxav moAl peyaldTepn mbavotnTa Taxelag
eEENENG at' 6, TL oL acbeveic pe CTC <5. Ztov Mivakag 24 oA 4 napatibevral oL dtduecol xpovol PFS yla
Toug aoBeveic pe CTC <5 nou kupdvenkav amd 4,1 éwg 6,5 YAVES KaL TAV ONUAVTLIKA UEYOAUTEQOL AMO TOUG
dldueooug xpévoug PFS yia Toug aoBeveic pe CTC >5, mou kupdvenkav amnd 1,2 éwg 4,2 prveg (oAn 5).

3.2.3 H peiwon 1 n atgnon mg tyng CTC mpoPAEmneL BeATLwpEWN 1] peLwpEVN emuBiwon Xwpig eEENEN (PFS)
Elapsed PFS

O dLavubévteg xpdvol PFS unohoyiomkav and mv evapkmpla apoAndia. MNa myv avdAuon Kaplan-Meier mou

napatibetal omv Ewéva 23, oL acbeveic e MPC dlaxwplotnkav og T€00epLG OpAdES OUUPWVA UE TIG METPNOELS

CTC katd mv evapkmpta Aqyn, oe 2-5 eBdopddes, 6-8 eBdopddeg, 9-12 efdopddeg kat 13-20 eBd0UAdEG PeTd ™V

Evapén ¢ Bepaneiac:

* Oudda 1 (mpdotvn kaumUAn), 88 (38%) acBeveic e CTC <5 oe dAa Ta ¥povikd onueia. Mévte (6%) and autols
ToUug aoevelq elxav uévo evapktpLa apoAndia eva entd (8%) elxav pia ayoAnyia peTagy TG mPWMG KaL TG
TeleuTaiag awoAnyiag mou eugdvice CTC >5.

e Opdda 2 (urmhe KaumuAn), 45 (20%) acBeveig e CTC >5 mpwv and mv évapén g Beparneiag aAAd eppaviocav
peiwon oe CTC <5 katd 10 Xpovo ¢ TeAeuTaiag aloAnyiag Toug.

e Oudda 3 ( KaumUAn), 26 (11%) acBeveic e CTC <5 oe mpaiun Myn (evapkmpLa, 2-5 eBdopdded fi/kal
6-8 eBdOpAdEC) aAAG eppavioay algnon oe CTC >5 katd to xpdvo ™G TeAeuTaiag aloAnyiag Toug.

e Opdda 4 (kokKwvn KauuAn), 71 (31%) acbeveic pe CTC >5 o€ 6Aa Ta ¥povika onueia awpoAnwiag. Okt (11%)
and autolq Toug acbevelq elxav udvo evapktpLa awoAnwia kat duo (3%) elxav pia ayoAnwia peta&l ™mg
TPWTNG KaL ™G TeAeutaiac aloAnyiag mou eugdvioe CTC <5.
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Ewoéva 23: H peiwon mg tymg CTC kdtw amd 5 petd v évapgn tng Oepamneiag mpoBAENEeL peyaAUTepn
PFS o€ aofeveig pe MPC

PFS
100% Oudda Nepivpaed New et on
& 1 CTC <5 o heg g apoAnylzg 83 (38%) 186 (5,5 fwg 8,3)
= 90% - 2 CTC> omy dvapln & . omv reAsuraia mpchnyla 45 (20%) 1.7 (55 fwgT,8)
J-a-" 80% 4 CTC= c;':.dn\lq i aipoAngyieg 71 (31%) 2521 bwg 3.3
a 70% - Elyxpion Laogrank
§ 60% 1 évavn 2 0,5714
[} 1 &vavn 0,0001
E 50% t------%--%--- 1 vervr 4 <0,0001
- 2 fvavm 0,0001
[ o — 2 évavn 4 =0,0001
E 40% 3 vavn 4 0,0548
o — O ks Bty Exouv TROsapeoTE
30% i theyyo noAanAdw UToBEOELV
‘_’ 90,
g 10% " g
Eooud 1 F.

T PR T ) o ) R T Y P e L I S R G PO [ O T |
6 B8 10 12 14 16 18 20 22 24 26 28 30

Xpovog amé evapkTipia aigoAnyia (pAveg)

H Ewoéva 23 deiyvel 611 aobevel pe MPC e CTC >5 oe 6Aa ta xpovika onueia (Opada 4) eixav cuvtoudTepn
dldueon PFS, mou ftav onpavTikd dLaQopeTikr o alykpLon pe Tn dldueon PFS g , TNG Opadag 2 kat
™G Ouadag 1. H dlapopd g dtdueong PFS peTa&l autwv Twv acbevwv mou €del&av pelwon g tiung CTC
META TNV €vapEn g Bepaneiag (Opada 2) RTav onuavTikd peyaAltepn oe oUYKPLON e TOUG aoBevelG mou
£delkav augnon tou CTC ( ).

3.3  Avdluon yevikng emBiwong (OS) acBevwv pe MPC

3.3.1 AvdAuon yevikng emBiwong (OS) pe Bdon ta evapktnpla anoteAéopara CTC

O 119 (52%) amno Toug 231 acbeveig pe MPC anefimoav evid 0 pEooG xpévog mapakoAoubnong yia toug 112
(48%) aoBevelg mou mapsuevav o Cwn ATav 16,1 £ 4,9 uiveg (dldueon = 16,5 prveg, elpog Tav = 1,9 €ng 25,
7 uivec). Katd 1o xpdvo autiv Twv availoewv, aneinoav ot 28 (30%) and toug 94 aobevelc TG EUVOIKNG
opddag (CTC <5 katd mv evapkpla apoAngia) evw otn un euvoikn oudda (CTC >5 katd mv evapkmpLa
awoAnyia) aneBiwoav oL 83 (66%) amnd Toug 125.

lNa mv avaAuon Kaplan-Meier, oL 219 and toug 231 exTimpuevoug aobevelg mou elxav evapkTpla anoteAéouata
dlaxwplomkav og dUo opddeg Bdoel e pétpnong CTC oty evapkTipLa avaAuon:

* H euvoikn oudda (N=94), mou unodnAnveTal pe mpdowvo, nepleAdupave acbeveic pe CTC <5.

* H un euvoikn oudda (N=125), mou umodnAwveTal pe kOkkLvo, mepteAdupave aobeveic ue CTC >5.

H dtdueon OS fjtav moAU peyaAdTepn oy euvoikr) opdda am' 6,TL TN pn euvoikn oudda (21,7 Evavtl 11,5 unvav,
avtioTolya). Autd Ta anoteAéopata eppavidovtal otnv Ewova 24.
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Ewoéva 24: OS aocBevwv pe MPC pe CTC <5 1 >5 katd v evapktipia apoAngia (N = 219).

100% CTC/7,5mL AiGipeon OS o
omy évapn N (%) pfiveg (95% C.1.)
90% <5CTC 94 (43%) 21,7 (21,3 g —)
’ 125 (57%) 11,5 ( 9,3 fwg 13.7)

s5CTC

Logrank mipfy
p <0,0001

21,7 piveg

Ewi roig % mlavéTnTa emBiwong
a
=
1

11,5
40% piveg |
30% = ;
20% - ]
Abyog kivBivwy kard Cox =3,3 |
10% X =3448
(Tiuf p < 0,0001)
0% : }
I I | I I I T I L] I 1] I 1 I 1} 1 1 Ll 1] I 1 1 ) I 1) 1 1] I 1) 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Xpévog amé evapkTiipia aipoAnyla (urfiveg)

3.3.2 T'eviki emBiwon (OS) pe Bdon amotreAéopara enavaAnmrikwv avalucewv CTC

OL avahloelg Kaplan-Meier kal Twv 800 opddwv acbevwv ue MPC og kaBévav and Toug dLapopeTIkoUg XpOvouq

EMAVOANTITIKNG aoAnyiac uetd mv €vapén e Bepaneiag anetkoviovtal oty Ewoéva 25. Ze auth) mv ekdva

epgaviCetal n duvatdémra Twv CTC oe acbeveiq ue MPC pe CTC <5 kat >5 og 2-5 eBdouddeg (n=203), 6-8

€BOoUAdEG (n=163), 9-12 eBdouddeg (n=149) kat 13-20 eBdouddeg (n=143) ueTd ™V Evapén g Bepaneiag

TIPOKELUEVOU va TPORAEPOEL TO Xpovikd dldoTtnua éwe To 8Avato. Ot xpdvol OS unoAoyioTnkav amd ™ XPOVLKY

OTLYMT| K&BE auoAnyiag.

* H euvoikn oudda, mou umodnAwveTal ue Aadi, urmie, pwp kal yaAdZlo, nepleAduBave acbeveic pe CTC <5.

* H un euvoikn oudda, mou UMOSNAWDVETAL e KAPE, HAaUPO, YKL KAL , mepLeAdupBave aobevel ue
CTC >5.

Ewova 25: 0S aoBevwv pe MPC pe CTC <5 1 >5 o€ dLapopeTikolg Xpovoug rapakoAoldnong.

100% = =

CTC <5 og:

90% 2- 5 efBopddeg (n=123)

. 6- 8 efBopdabeg (n=110)
E S 9-12 eBBopaBes (n=100)
% 70% 13-20 efBopadeg (n= 99)
E 60% - .
g B0% = ~====rm=mmrame w1
E 40%
ES
¥ 30% :
= CTC>50E: \

0f -
E 20% 2- 5 efBopadeg (n= 80)

" 6- 8 sPBopdBeg (n=53)
10% 9 9.12 epBopédeg (n= 49)

13-20 epSopdadec (n= 44)

0% —

™1 1

| ] 7717 T 07T 7T 7T 717 T 01 T 7T 71
4 6 8 i0 12 14 16 18 20 22 24 26
Xpévog amé aipoAnyla (priveg)

O Nivakag 25 ouvoyilel Ta anoteAéopata ¢ avaluong OS ypnotuomnolwvtac Ta enineda CTC kat Tun
katwpAlou CTC >5 /7,5 mL o€ kabéva amd Ta dLaPopeTIkA XPOVIKA onuela aloAnyiag.

T U

| L T 1
o 2 28 30

39 e631600001_EL



Mivakag 25: Mevikn emBiwon (0S) yra acbeveig pe MPC pe CTC <5 1) 25 o€ dLapopeTika Xpovika onueia

1 2 3 4 5 6
- - "

Xo6voq Beiyparohnyios Awapeon OS oe pveg (95% Cl) L?rg-r:ank
peTd mv évapén meg N >5CTC ump
E0-UIE 219 125 (57%) 21,7 (21,3-NR) 11,5 (9,3- 13,7) <0,0001
2-5 £RO0UABES 203 80 (39%) 20,7 (20,5 - NR) 9,5 (58-10,7) <0,0001
6-8 £ROOUATES 163 53 (33%) 19,9 (17,9 - NR) 8,5 (50-10,2) <0,0001
9-12 eB30UGdEC 149 49 (33%) 19,6 (18,5 - NR) 76 (62- 86) <0,0001
13-20 £RSOUGSES 143 44 (31%) 19,8 (17,1 - NR) 6,7 (49- 7,6) <0,0001

‘Onwg anelkoviletal otnv Ewéva 25 kat Tov Mivakag 25 o11¢ othAeg 4 & 5, oL acbeveic ue MPC pe CTC >5 oe
omnolodNmoTe amd Ta XPOVIKA onpela eudvicav moAl ueyaAltepn mbavétnTa va anoBLnoouv vopitepa and
ekelvoug mou elxav CTC <5. O dudueool xpdvol OS yi' autolg Toug acBeveic pe CTC <5 kupdvenkav and 19,6
€wg 21,7 unveg kaL RTav onuavTikd peyaiitepol amnd toug ddueaoug xpdvoug OS yia toug acbeveic pe CTC >5,

nou Kupdvenkav amé 6,7 €wg Toug 11,5 pnvec.
3.3.3 H peiwon 1 n av&non g g CTC mpoBAEmeL BeATLwpEVN 1) pewwpévn OS

O dlavuBévteg xpovol OS unoAoyiotnkav and v evapkTipLa awoAnyia. MNa mv avdiuon Kaplan-Meier
(Ewdva 26), oL aobevelc Slaxwplomkav oe TEGOEPLS OPAdES, OUpPwva Ue TiG petpnoetlg CTC katd my
evapkTApLa AnYn, oe 2-5 eBdouddec, 6-8 eBdouAdec, 9-12 eBdouadeg kat 13-20 eBdoUAdeC ueTd TV Evapén g

Bepaneiag:

« Opdda 1 (mpdowvn KaumUAn), 88 (38%) acbeveig ue CTC <5 oe 6Aa ta xpovika onueia. Mévte (6%) and
autoUg Toug aoBevelq umoBARONKav UOVO e eVapKTAPLA aloAnwia evm entd (8%) unoBARBnkav oc uia

atgoAnyia peta&l e mpwng KaL TG teAeutalag aoAnyiag mou eppdvioe CTC >5

o Opdda 2 (urmAe KaumUAn), 45 (20%) acbeveic ue CTC >5 npwv and mv Evapén tng Bepamneiag aAAd epdvicav

pelwon oe CTC <5 katd 10 Xpdvo NG TeAeutaiag aluoAnyiag Toug

+ Oudda 3 ( KaumUAn), 26 (11%) aoBeveig e CTC <5 oe mpwiun Aqyn, ot omofot 6uwG eRPavLoav

au&non oe CTC >5 m XpoVLKr OTLYUr ™G TeAeuTaiag Toug alpoAnyiag

o Opdda 4 (kokkLvn KauTUAn), 71 (31%) aobeveig ue CTC >5 og 6Aa Ta Xpovika onpela awpoAnyiag. OKT®
(11%) amo6 autolq Toug acbeveic udvo elxav evapktipLa aloAnia kat duo (3%) eixav pia aoAnyia peta&u

™G MPWING KaL TG TeAeutalag atgoAnyiag mou eppdvioe CTC <5

Ewova 26: H peiwon g tyung CTC kdtw amd 5 petd v évapén tng Oepaneiag armoteAei mpoyvwon
peyaAutepng OS evw n atgnon tou CTC og Tyn ion N peyaAutepn Tou 5 amotelei mpodyvwon

ouvtopotepng OS oe aoBeveig pe MPC

Asipeon 0S o

Ousba ____ Teprypowh N (%) pfveg (95% C.1)
1 CTC <5 oz 6Aeg Tig aipoAnwyisg 83 (38%) >26 (21,4 fudg -

2 CTEC 26 o évapln & CTC <5 omv 45 (20%) 21,3 (18,4 fwg -

Tehsutala mﬂn;@

100% -

90% -
80%
70%
60%
o1 e peltiei r e e ‘) """""""""""""""""""""""

Logrank
I v
of = 1 Ewvevm 2 0,1528
0% 1 fvavm <0,0001
o - 1é&veyma  <0,0001
2% 2 évavn <0,0001
A 2évayma  <0,0001
10% 3 fveavT 4 0,5013
o, “On TRt P OV EXOUY TIpOOapHooTH
0% — ywa sy mrobamhdy vroiomy

40% | Eoyxpion

Emi Toig % mBavérnra emiiwong

EL 2

| L L L) | DL L L L L 1 | I [ B [ BN NI B 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Xpobvog amd evapKriipia aipoAnyia (prjves)

40

OTTyY TEALUT G aipol i
CTC 5 ox kg Tig mipoAnyizg T 31%) 65 ( 55 fwg 10.3)
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H Ewova 26 deiyvel 6TL oL aobeveic pe CTC >5 oe onolodnnote xpovikd onueio petd v évapén g Bepaneiag
ep@avioav moAl peyaAltepn mbavétnta va anoBlwoouv vwpitepa. Aobevelg ue CTC >5 oe 6Aa Ta Xpovikd
onueia (Opada 4) eixav ™ ouvtoudtepn didueon OS, mou dLEPepe onUAvTIKG o oUYKpLon e T ddueon OS g

Ouddag 2 kat ¢ Opddag 1 aAAd 6L ™¢ . AoBeveig pe CTC <5 oe dAa ta xpovikd onueia ( )
eueavioav m peyaliTepn dlaueon OS, mou fitav moAU dLagopeTik) o GUYKpLon e ) ddueon OS g Ouadag 4
KaL ™G , GAAG 6L NG . 2V Ekéva 26 paivetat emiong 6Tl oL aoBevelc mou eupavioav

pelwon tou CTC (Opada 2) BeAtiwvouv TI¢ mBavoTnTe emBlwong Toug Kat eixav dtdueon OS mapoéuola pe
authv Twv acBevav pe euvoikn CTC oe dAeg TIG awoAnyieg (Opada 1). Zv ewdva epgaviletal emiong 6TL Ta
enineda CTC g pn euvoikng ouadag peTd v évapén Bepaneiag pelwoav onuavTikd m yevikr empiwon

( Kat Opdda 4).

3.3.4 AvdAuon naAwvdpopnong piag petaBAntig katd Cox oe acleveig pe MPC

H avaAuon naAvdpounong avaloykov Kvduvev piag peTaBANTC katd Cox xpnotuomolrenke yia agloAéynon
™G OUVAPELAC TWV TIAPAKATW TIAPAUETPWY TPLY and T Bepanela pe Tic PFS kat OS: o1ddlo véoou katd
dLayvwon (1-4), nAkia acBevouc (>70 1) <70 eTwv), 0Tadlo ECOG mpLv and mv Evapén veéag Ypauung Bepamneiag
(0-2), BabuoAoyia katd Gleason (2-10), eninedo awuoopatpivng evtog + 30 nuepOV and TNV evapkTpLa aoAnyia
(g/dL, ouvexng), eminedo AcukwuaTtivng evtog + 30 nuepwv and my evapkthpLla alwoAnyia (g/dL, cuvexnc),
eninedo 1E0TO0TEPOVNG KATA TNV evapkTpLa atoAnyia (ng/mL, ouvexng), eninedo LDH katd v evapkTipLa
awoAnyia (IU/mL, cuvexng), eninedo aAKaALKNG PwOPATAONG KATA TV evapktpLa aoAnyia (IU/mL, cuvexng),
eninedo PSA katd v evapkmpta aoAnwia (ng/mL, cuvexng), xpovog Sumhactacpol PSA npv and ) Bepaneia
(uqveg, ouvexng), TaxumTa PSA mpLv and  Bepaneia (ng/mL/unvag, ouvexnc), ypauun depaneiag (1, 2n, 31, 40,
5n 1 61), Tinog Bepaneiag (av meptAauBaveTal 1) OxL taxotere), mapoucia petpriong vooou (vat 1) 6xL), mapouacia
peTAOTAONG 0TA 00Td, Mapoucia KOLALAKNAG heTtdoTaong (vaw fi dxL) kat evapkthplo eninedo CTC

(>5 CTC/7,5 mL 1 <5 CTC/7,5 mL) kat enavaAnmtikég petprioelg CTC oTig 2-5, 6-8, 9-12 kat 13-20 eBOOPAdEC.

lMa T avaAloelg autég, oL dlavubévTeg xpdvol yia Tig PFS kat OS umoAoyiotnkav and 1o xpdvo g
EVAPKTNPLAG alpoAnyiag. Ta anoteAéouata naAvdpdunong katd Cox (dnAadr), o Adyog KLvdUvwy Kal To
OXETLLOUEVO DLACTNUA EUTILOTOOUVNG 95%, TO AMOTEAEOUA TOU EAEYXOU X TETPAYWVO KAL OL OXETLLOUEVEG TLUEG
p) YL@ TV LKavOTNTA TWV MAPAUETPWV TIPOKELUEVOU va MPoBAEPBoUV aveEdptTa oL TiwEG PFS kau OS napgxovta
otov Mivakag 26 Kabwe kaL 0 apLBU6S Twv acBevwv oe kABe exTiunon.

3 e631600001_EL



Mivakag 26: Avaluon naAwvdpopnong piag petaBAntng katd Cox oe aceveiq pe MPC

. SUVOAKOG Kivduvog PFS am6 Kivduvog OS ané
. Kamnyopicq ap. ™y EvapEn ™y évapEn
Mapduetpog AcBevavpe
Octua} | ApvnTia} | o HR Ty p 2 HR Ty p 2
214010 TNG MPWTOYEVOUG SLAYvVWoNg 4vs.3vs.2 vs.1 121 0,88 0,206 0,83 0174
HAwia kard v evapktipLa apoAnyia >70 <10 231 0,96 0,764 1.28 0,178
Kardotaon ECOG kard mv évragn om 2vs.1vs.0 m 134 0,011 2,36 <0,001
peAET
Babpoloyia kata Gleason 10to 2 208 1,01 0,919 1,02 0,717
Xpovog dumhaoctacpiol PSA mpLv ané .
Bepaneia (MAve) Zuvexnig 230 097 0,542 0,97 0,664
Tayutra PSA rpwv arnd  Bepaneia .
(ngimLiyiva) Suvexng 20 1,00 0,200 1,00 0,544
Evapktipla ayooparpivn (g/dL) Zuvexng 21 0,87 0,002 on <0,001
Evapktipla Acukwparivn (g/dL) Suvexng 214 0,99 0,748 1,02 0,557
EvapktipLa Te0T00TEPOWN (Ng/mL) ! Zuvexng 223 1.07 0,900 21 0,060
Evapktripto LDH (IU/mL) ! Suvexng 219 1,001 <0,001 1,002 <0,001
ﬁﬂ‘}‘&'}_‘)ﬁ!"“ ahkahix} puopardon SuvEXfC m 1,00 0,158 1,008 0,001
Mpapyn Beparneiag Zuvexng (1-6) 231 1.23 0,003 1.28 0,003
Tuornog Bepareiag (Taxotere: NavOxu) Na ‘Oxt 229 0,57 <0,001 0,59 0,006
Metprioyn vooog; Nau ‘OoxL 230 1,00 0,993 1,28 0,181
Metdotaon ota ooTd; Nau Oxt 227 1,02 0,933 2,22 0,057
Kou\taxn petdotaon; Nau ‘OxL 230 1,01 0,918 1,26 0,216
Evapktipto PSA (ng/mL) ! Zuvexng 231 1,00 0,746 1,00 0,907
PSA 2 - 5 epdopddwv (ng/mL) ! Suvexig 207 1,00 0,819 1,00 0,794
PSA 6 - 8 £BSopadwv (ng/mL) ! Suvexig 167 1,00 0,426 1,00 0,654
PSA 9 - 12 eBdopadwv (ng/mL) ! Zuvexng 155 1,00 0,684 1,00 0,324
PSA 13 - 20 eBdouddwv (ng/mL) ! Zuvexng 143 1,00 0,639 1,00 0,205
Meiwon PSA og 2 - 5 Bdopadeq and mv
évapEn (%) 1 <30% >30% 207 1,56 0,006 124 0318
Meiwon PSA o€ 6 - 8 eBdopadeq amnd mv
évapen (%) 1 <30% >30% 167 221 <0,001 221 0,001
Meiwon PSA o¢ 9 - 12 gBdopadeq amnd
™V évapén (%) * <30% >30% 155 2,76 <0,001 2,30 <0,001
Meiwon PSA og 13 - 20 eBdopddeg and
™V £vapEn (%) ! <30% >30% 143 269 <0,001 319 <0,001
Evapkipta Ty CTC >5 <5 219 1,62 0,001 333 <0,001
Ty CTC o€ 2 - 5 epdopudadeg >5 <5 203 2,34 <0,001 4,46 <0,001
Ty CTC oc 6 - 8 eBdopddeg >5 <5 163 329 <0,001 3,66 <0,001
Twn CTC o€ 9 - 12 eBdopdadeg >5 <5 149 323 <0,001 5,82 <0,001
T CTC o 13 - 20 epSopGdES >5 <5 144 482 <0,001 718 <0.001

1 MpoodLopioTnKe anod Tov opd mou GUAAEXBNKE TNV iBLa npEpounvia pe To aipa ou GUAAEXBNKE yia T pétpnon CTC

2 R p and dokyr) Wald orariotikig Z

3.3.5 AvdAuon naAwvdpopnong moAAamwv petapAntwv kara Cox oe aoBeveig pe MPC
AvaAuloelg moAvdpdéunong moAAamAwv petaBAntav katd Cox dleEnxdnoav yla v agLoAdynon G MPOYVWOTIKAG

LoxUog Twv CTC e mMPOoapUoYn TWV YVWOTWY ONUAVTIKOV KALVIKOV TapayOvTwy Mou elval 0TATLOTIKOG
onuavTikol katd T avaiioelg piag yetaBAnmg. Ta CTC danotwénke 6TL anoteAolv LoXUPO TPOYVWOTIKO
napdyovTa oTa neplocdTEPa Xpovikd onueia tTwv PFS kat OS (Mivakag 27).
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Mivakag 27: Avaluon naAwvdpopnong moAAamwv petaBAntwv kara Cox oe acBeveig pe MPC

Kivduvog PFSamné Kivduvog OS
MapdpeTpog 0B ™mv évapén anoé mv évapén

HR Ty p 2 HR Ty p 2
Evapktipla CTC (<5 évavt >5) 1,14 0,455 1,92 0,009
Evapktpla katdotaon ECOG (0 évavtl 1 évavt 2) 1,00 0,982 1,46 0,032
EvapkmpLa atpoogatpivn (g/dL) 3 0,88 0,027 0,81 0,007
EvapkTpto LDH (IU/mL) 1.3 188 1,0007 0,018 1,002 <0,001
EvapkipLa aAkakr ewopatdon (IU/mL) 1.3 1,00 0,410
Mpappn Bepaneiag (1n Ewg 61) 1,14 0,145 1,07 0,547
Tumnog 6epaneiag (Taxotere: Nav/Oxt) 0,63 0,009 0,70 0,139
CTC 2 - 5 eBdopdduwv (<5 évavrl >5) 1,48 0,041 2,91 <0,001
:‘gg%‘gzn;;ﬁﬂ%g%f19350““58‘3 an6 mv £vapén 1,40 0,077 1,13 0,637
Evapkmpta katdotaon ECOG (0 évavtl 1 évavtt 2) 0,97 0,836 1,46 0,054
EvapktipLa awoopatpivn (g/dL) @ 173 0,93 0,246 0,89 0,141
Evapkipto LDH (IU/mL) 1.3 1,002 0,002 1,003 <0,001
EvapkmpLa aAkaAwki ewopatdon (IU/mL) 13 1,00 0,622
Mpappn Bepaneiag (1n £wg 61) 1,11 0,274 1,11 0,399
Tumnog Bepaneiag (Taxotere: Nav/Oxt) 0,75 0,133 0,80 0,397
CTC 6 - 8 eBdOPGBWV (<5 EvavTL >5) 2,14 <0,001 2,13 0,009
?{I)%ng/(:rl: VPQ%QZ% 80/-(,)818860“(16& and v évapgn 188 0,002 2,38 0,007
Evapkmpta katdotaon ECOG (0 évavtl 1 évavt 2) 1,04 0,810 1,52 0,088
EvapkTipLa aoopatpivn (g/dL) 3 139 0,97 0,695 0,79 0,013
EvapkTipto LDH (IU/mL) 1, 3 1,002 0,003 1,004 <0,001
Evapkmpla aAkaAwki ewopatdon (IU/mL) 13 1,00 0,780
Mpappn Bepaneiag (1n £ng 61) 1,37 0,001 1,35 0,035
Tumnog Bepaneiag (Taxotere: Nav/Oxt) 0,80 0,278 1,45 0,276
CTC 9 - 12 eBBopadwv (<5 £vavie >5) 1,74 0,015 3,94 <0,001
g%%?,/‘j”é\f’asvﬁfsg%;? £Bd0uAdEC amd TV EvapEn 2,23 <0,001 146 0,221
Evapkmpta katdotaon ECOG (0 évavtl 1 évavtt 2) 1,21 0,307 1,89 0,004
Evapkmpla atpwoogatpivn (g/dL) 3 125 0,93 0,322 0,97 0,758
Evapkmpto LDH (IU/mL) '3 1,00 0,190 1,003 <0,001
EvapkmpLa aAkaAki ewopatdon (IU/mL) 13 1,00 0,989
Mpaupn Bepaneiag (1n £ng 61) 1,25 0,052 1,11 0,499
Tumnog Bepaneiag (Taxotere: Nav/Oxt) 0,97 0,903 1,26 0,486
CTC 13 - 20 £BSopadwY (<5 Evavit >5) 2,95 <0,001 3.75 0,001
g%%*},g”éfg’jﬁ%g%f? £Bdopddeg and mv Evapgn 1,97 0,002 152 0,275
EvapkTipla katdotaon ECOG (0 évavtl 1 évavTt 2) 0,98 0,919 1,98 0,002
Evapkmpla atpoogatpivn (g/dL) 3 123 1,03 0,723 0,87 0,232
Evapkmpto LDH (IU/mL) '3 1,00 0,380 1,003 <0,001
EvapkmpLa aAkaAki ewopatdon (IU/mL) 13 1,00 0,078
Mpaupn Bepaneiag (1n £wg 61) 1,25 0,050 1,06 0,751
Tumnog Bepaneiag (Taxotere: Nav/Oxt) 1,04 0,882 0,90 0,770

1 MpoodLopioTnKe anod Tov opod mou GUAAEXBNKE TNV iBLa npEpopnvia pe To aipa ou GUAAEXOBNKE yia ) pétpnon CTC

2 R p andé dokyr Wald otariotkig Z
3 AZLoAOYNONKE WG GUVEXNG TIAPAUETPOS
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3.4 Xpnon twv CTC yia TV napakoAoubnon g KALVIKIG KaTAoTaong TwV acbevwy He HETAGTATIKO KAPKivo
TOU TPOOTATN

3.4.1 Xxéon petagu tng emBiwong, Twv CTC kar TnG a&LoAéynong tng vooou pe Bdon to PSA

Auti TN oTLyun, n pelwon Tou PSA eival éva amd ta Kipla YE€oa yla Tov mpoadLlopLopd TG andkpLong Twv
aoBevav e MPC o1tn Bepaneia. Ma va npoodloploTel n oxéon TG KAWVIKAG katdotaong énwg mpoodlopileTat
amnd pia T PSA npog ta CTC, n pelwon katd >30% 1 >50% twv PSA kat CTC petpribnke oTig 2-5 eBoouddeg,
6-8 eBdouddec, 9-12 eBdouGdeC kaL 13-20 eBOOUAdEC HETA TV EVAPEN TNG Bepamnelac Kal CUYKPIBNKE e ™
YeVIKN emBlwaon.

lNa mv avdAuon Kaplan-Meier oL dtavubévteg xpdvol OS umoAoyiotnkav and m XPovikn oTLyun ™G atloAnyiag.
OL aobevelc dlaxwplomrav oe uvoikég ouadeg Baoel Tung CTC <5 katd mv agloAdynon kat peiwon >30% Tou
PSA ané v évap&n €wg ™ oTLyun) e agloAdynong. OL acBevelc dlaxwplotnkav o€ pn euVoikéG ouddec BAoel

ptag tng CTC >5 kat pua yeiwon tou PSA katd <30% amnd v évapgn £wg Tn oTLyUn ™G agloAdynong.

>mv Ewdva 27 gupaviCovTal Ta anoteAéopata meg avaiuong oTig 2-5 eBoNAdEG UETA TV EVaPEN TG
Bepaneiag, oy Ewdva 28 n avdAuon tov 6-8 eBdouddwyv petd v évapén g Bepaneiag, omyv Ewkéva 29 n
avaiuon tTwv 9-12 eBdouddwv petd v évapén g Bepamneiag kal otnv Ewdva 30 n avdiuon tov 13-20
eBOoUAdwWY YETA TNV EvapEn Tng Beparneiac.

Ewova 27: OS acfevwv pe MPC oTig 2-5 epdouadeg peTd TV £vapén tng Oepaneiag

A. CTC 2-5 eBdopaduwv B. Meiwon PSA >30% o711 2-5 eBdopddeg

100% c;c:umn. ; nmonasaln 100%-| m?nmpsa . M]lm]OSu":
[-i3 A ! A
90%- <5CTC 123 (61%) 0,7 (20,5 kg —) 0% Miwan >30 61 (29%) 17,2 (15,7 bwg 20.7)
w 25CTC B0 (30%) 8.5 ( 58w 10,7) Meiwaon <30 ME(T1%) 152 (11,7 fwg 20.6)
g 80%- 80%-|
g Adyog mvBivwy xard Cox = 4.5 Adyog ervBivuw xard Cox = 1,2
T 70% X =5231 709 X =008
E (mpfh p < 0,0001) E (A p = 0,3604)
60%— B 60%-| Logrank
8% . } 20,7 piveg oo IO . A 17,2 piveg
95 152
40%-1 piveg 40% wriveg
Ed =
E 30%-] 30%-]
E 20% E 20%
10%-] 10%
0% 0%
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
gl 2 4 6 8 10 12 14 18 18 20 2‘2 24 26 28 30 1] 2 4 (-] B 10 12 14 16 18 20 22 24 26 28 30
Xpévog amé ampoknyla 2-5 efSopabuwv (piveg) Xpévog amd apohnyia 2-5 efBopdBuv (pfiveg)

Ewodva 28: OS twv aclevwv pe MPC oTLg 6-8 BdodAdeg HeTd TV €vapEn Tng Oepameiag

A. CTC 6-8 eBdouadwv B. Meiwon PSA >30% oTig 6-8 Bdopddeg
100% CTC/T.5mL Msdpzon OS5 o deani) Meiwen Tou PSA MIIH!‘IOSI?
90% <5 CTC 10 (67%) 19,9 (17,9 buwg —) akoam 2 iy
=5CTC 53 (33%) 8,5 [ 5.0 dwg 10,2) w 90% - :lk-'ﬂn ;:‘; ‘:; It:::: iii :‘:ﬁ : "_g:
% Abyos kvBlviv ward Cox = 3.6 §- 80%~ i Cox = 2.2
] X = 2008 -3 0%+ X' =11,06
(mipfy p < 0,0001) E Logrark Tipf (i p = 0,0009)
60%— cod p = 0,0014
i 18,9 priveg
EoN Logrank T g 50%— ra 22,8 prfiveg
A VE P 0,0001 ?
A40% whveg E 40% prveg
3t
¥ 0% w 30t
E 20%-1 E 20%
10%~ 10%4
0% 0%
T T T T T T T T T T T T T T T T T T T T T ] | L | T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 20 0 2 4 € 8 10 12 14 16 18 20 22 24 26 28 30

Xpévog amd apohnyla 6-8 efSopdBuwv (pfves) Xpévog amwd aipohnpia 6-8 efSopdBuv (pfveg)
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Ewoéva 29: OS aocBevwv pe MPC otig 9-12 efdouadeg petd v £vapn tng Bepaneiag

A. CTC 9-12 eBdopadwv B. Meiwon PSA >30% oT1ig 9-12 eBdopadeg
100%- eTCiT5mL Asépeom 05 or 100%-] Miiwen Tou PSA Auiarom OS o
-1, N . 1, N L]
0% - <5CTC 100 (67%) 10,6 (18,5 dag —) a0%— Melwon =30 B3 (34%) 18,5 (17,2 fag 22,1)
*5CTC 49 (33%) 76 ([ 6.28wg B6) Mclwon <30 T2 (46%) 10,2 { 7.6 fwg 14,3)
g 80% g 80%
Adyog xvBiviwy kerd Cox = 53 Adyog xnBiinwy kord Cox = 2.2
@ 704 ¥ =44.46 & 7qy| ¥=11,08
E (riph p < 0,0001) E Lograrsk 1w {TpA p = 0,0009)
60%— B 0%+ p = 0,0007
E 0% 19,6 piiveg g 50% 18,5 pfveg
16 Logrank npf
E 40%- priveg P =0,0001 E do%
= P
w 30% v 30%-]
2 g
E E 2%

10%

0%

1 T T L) T T L L) T 1 T | L § T 1 1 T L) 1 T | 1 1) 1 1 I 1) L

o 2 4 3 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 [ B 10 12 14 16 18 20 22 24 26 28 30
Xpévog améd aipohnyia 5-12 efBopdBuy (uiveg) Xpévog amd aipohngla 9-12 epSopdBuv (piveg)

Ewova 30: OS aocfevwv pe MPC otig 13-20 epdouadeg petd v €vapén tng Oeparneiag

A. CTC 13-20 eBdouadwv B. Meiwon PSA >30% oTig 13-20 eBdopuadeg
100%- STehomt Ay 03 v 100% Mriwor Tou PSA Bsom 05 ox
“—W—m—"—lﬁl—m—ﬁ—*—ﬂc'c T Ty e _oe 13-20 cBBioydlie N (%) wiveg (85% C.L)
. e el g, . Mhwen 230 B4 (50%) 17,7 (14,8 bog —)
T e ESETE e AT {40k TR i Meiwen <30 SB41%) BT | 67 8wg122)
5 0% E 80%
Adyog mvBivwy kerd Cox = 6,5 Adyog mvBivwy kard Cox = 2,9
2 703 X =50,72 a 70%- ¥ =1749
[ p < 0,0001) (mpf p = 0,0001)
E
B 60% B 60%-
g s 19,8 piveg g s 17,7 phves
6.7
E 0% wiveg Logrank g 40%
= =
v 30%— ¥ 30%-
g 2
20% 20%
E E
10%~ 10%—
0% 0%
T T T T T T T T T T 1} T T T I T T T T T T T L LI § T T 1} L} T T I 1
0 2 4 B B8 10 12 14 18 18 20 22 24 26 28 30 0 2 4 8 B8 10 12 14 16 18 20 22 24 26 28 30
Xpdvog amd aipohnyia 13-20 efSopdBuwy (pfveg) Xpdvog amd apokmypia 13-20 efBopdSwy (pfives)

>1ov Mivakag 28 anewoviCetal n oUyKpELON TG SLAUEONC YEVIKAG EMLBlwONG 0 dLAPOPETIKA XPOVIKA onuela uetd
™ Bepaneia pe CTC, pelwon tou PSA katd 30% kat pelwon tou PSA katd 50%

Mivakag 28: Z0ykplon didpeong OS petagl euvoikig kat pun guvoikng opddag CTC kar opadag peiwong PSA.

Xpovikd CTC/7.5mL Meiwon PSA 30% amo v évapén Meiwon PSA 50% amnod v évap&n
onueio . i .
N |55 (%) ALGHEO OS | logrank | g |y | g0 (o | ALdiEO OS torank | g | N |<s0 (o Audpeo 0S togrank | g
5 | 55 | mp >30% | <30%| P >50% | <50% | P

2-5Weeks | 203|39% | 20,7 | 9,5 | <0,0001 | 4,5207 | 71% |17,2| 15,2| 0,3653 | 1,2 (207 | 83% | 17,5[ 16,2 | 0,5599 | 1,2

6-8 Weeks [ 163 | 33% [19,9| 8,5 | <0,0001 | 3,6 [ 167 | 60% |22,8 [ 11,5| 0,0011 | 2,2 |167| 75% | 22,8 | 14,4 | 0,0117 | 2,1
9-12Weeks | 149 33% (19,6 | 7,6 | <0,0001 | 5,3 |155| 46% | 18,5 10,2 | 0,0007 | 2,2 |155| 59% | 19,6 | 10,8 | 0,0006 | 2,3
13-20 Weeks | 143 [ 31% [ 19,8 | 6,7 | <0,0001 | 6,5 | 142 | 41% | 17,7 | 8,7 [<0,0001|2,9 [142| 46% [ 17,7| 9,9 | 0,0001 | 2,6

Ta dedopéva and v Ewoéva 27 £wg v Ewéva 30 kat tov Mivaka 28, anelkoviCouv pLa eEALpeTIKA onUavTikn
dlapopd o yevikn empBlwon petagl acbevav pe pn euvoikd CTC kat euvoikd CTC oe 6Aa ta Xpovika onueia
nou eEeTdoTnKay, eV oL agloAoynoelc PSA dev fiTav onuavTikéC €wg TIC 6 - 8 eBJoUAdES UeTd TNV Evapén TG
Bepaneiac. MapdAo mou oL dlagopég otn dldueon OS petagl ¢ euvoikng (uelwon PSA katd >30% 1) >50% amnd
v évapgn) kat un euvoikng (uetwon PSA katd <30% f <50% and v €vapén) opddag pelwong PSA ftav
ONUAVTLKES, 0 dlaxwpLopds ueTAEU ™G euvoikng (<5 CTC) kal pn euvoikig (>5 CTC) opddag CTC eppaviletal
HEYAAUTEPOC KaL ATAV ONUAVTLKOG o€ A Ta XPOVIKA onpela HETA v évapgn Tne Bepanelac.

3.4.2 Zupguwvieg petagu Twv alhaywv CTC kar PSA og aoOeveig pe MPC

AuTA ™ OTLYMR, XPnotpomoteital and KowvoU pla peiwon tou PSA katd >30% 1 >50% yia v agloAdynon g
€EEALENG NG vOoOoU 0 aoBevel( e PeTaoTaTikd KapKivo Tou mpooTat. Enopévwg, yla va npoadLoploTtel n oxeon
peta&l tou CTC kat Twv aAAaywv Tou PSA, dnuloupynénkav mivakeg SLTANG £L06D0U TWV OUPPWV®Y Kat
aoUuewvev apatnenocwyv ueta&l Twv CTC kat Twv aAAaywv Tou PSA yia kdBe xpovikd onuelo petd mv évapén
™G Oepaneiag. MapdAo mou umohoyiomkav oL cuykpioelg Twv CTC pe v aAAayn tou PSA ota d0o peyéon,
avagépovTal pévo Ta dedouéva and ta CTC oe oxéon pe v alayr PSA katd >30%. Aut 1 andpaon Baciotnke
oe mpdopatm dnpocieuon (J Nat Ca Inst. 98 (8):p.516-521, 2006) mou deixvel Tt pa 3unviaia peimon tou PSA
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Katd 30% £d¢eLEe ueyaAltepn ouvdgela pe pelwon yia kivduvo Bavdatou am' 8,1t pua peiwon tou PSA katd 50%.
EmnmAgov, olykpLon Twv anoTteAeoudToV katd aoBevelc kal katd napatipnon and m pelwon tou PSA katd 30%
KaL katd 50% pe Tig avaAuoelg Twv CTC dev £deL&e 0UOLAOTIKEG DLAPOPES 0T BETIKN OUUPWVIA %, TNV APVNTLKA
OUMOWVIa % KaL TN YEVIKA oupwvia oe KaBéva and ta mapampeoUpeva XPovikd onueia.

‘Eva olvolo 197, 159, 146 kat 138 acBevwv unoBANOnke o€ avaAuon delyddTwy opou amd To KEVTPLKO EpYAcTAPLO
Kal £dwoe anoTunowa anoteAéopata CTC yia TI¢ 2-5 eBdouddec, TIC 6-8 eBdOUADES, TIC 9-12 eBDOUADEC Kal TIC
13-20 eB0ouddeg Yetd mv Evapén g Bepaneiag, aviioTolxa. MNa va npoodLoploTtel n andkpLon evag acbevols
0T Bepanela, n mocooTiala aAlayr Tou PSA and v evapKTAPLA TLUY UTOAOYIOTNKE YLa KaBéva and ta Xpovikd
onuela petd v évapén g Bepaneiac. Ma Tiq alayég Tou PSA oe kdbe xpovikd onuelo, n euvoikn oudda
nepleAdpBave aobevelq pe peiwon tou PSA katd >30% kal n un euvoikn opdda meplteAdupave aobevelg ue pelnon
Tou PSA katd <30%. MNa mv i CTC og kdBe xpovikd onuelo, n euvoikn oudda nepteAdupave acdevelg mou
elxav CTC <5 avad 7,5 mL aluatog kat n un euvoikn opdda nepteAduBave acbeveig nou eixav CTC >5.

Eneldn ta anoteAéopata twv CTC évavtt Tou PSA yla Ti¢ ouykpioelc katd aoBeveic petagd Tou CTC kat pelwong
Tou PSA katd >30% 071G 2-5 eBdouddeg kat oTLg 13-20 eB0ouddeg uetd v €vapén g Bepamnelag £deL&av v
TILO ONUAVTLKY AcUUPWVIa kaL cuupwvia, avtioTolxa, autd Ta anoteAéouata napatibevral otov Mivakag 29 kal Tov
Mivakag 30, avtioTolxa.

Mivakag 29: Zgykpion Twv Tiuwv CTC kat Tng peiwong Tou PSA kata 30% oe aoBeveig ue MPC oe

2-5 edouadeq
Mocootiaia peiwon Tou PSA Ty CTC og 2-5 epdopddeq perd mv
ané Ty évapEn oTLg 2-5 ePSopAdeS €vap&n g Bepaneiag SGvolo
Hetd mv Evapgn G Bepaneiag <5 CTCs/7,5mL >5CTCs/ 7,5mL
Meiwon tou PSA katd >30% 50 11 61
Meiwon tou PSA katd <30% 69 67 136
20voho 19 78 197
Katwrepo Avitepo

Métpnon Ektipnon 95% CI 95% ClI
OeTIKY ouUPwWVia % 49% 1% 58%
ApvnTiK) cupPwvia % 82% 70% 91%
OETLKN MPOYVWOTLKN a&fa 86% 76% 93%
ApVnTiK TPOYVWOTIKA a&la 42% 33% 51%
levikr) oupewvia 59% 52% 66%
MoeavéTeC 4.4 2.1 9,2

Mivakag 30: Z0ykpion kard acOeveig MPC twv Tuwv CTC kat Tng peiwong PSA katd 30% oTig

13-20 epdopadeg.
MNocooTiaia peiwon Tou PSA Tuég CTC omig 13-20 £pBopddeq petd
ané v £vapin otig 13-20 edONAdES v évapén Bepaneiag Zjvolo
peTa v évapgn g Beparneiag <5CTC >5CTC
>30% Reduction in PSA 72 9 81
<30% Reduction in PSA 23 34 57
Total 95 ) 138
Katwrtepo Avatepo
Métpnon Ektipnon 95% ClI 95% C
OEeTIKY ouUPwWVia % 60% 46% 72%
ApVNTLKY oUPPWVia % 89% 80% 95%
OETIKY) MPOYVWOTLKN a&la 79% 64% 90%
Negative Predictive Value 76% 66% 84%
levikn ouupwvia 77% 69% 84%
MBavomTEg 11,8 49 28,3
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Ta anoteAéopata pag “katd napatpenon” olykplong Twv aAAaydv CTC kat PSA xpnotuonolovtag i
KatweAlou pelwong katd >30% oTLg 2-5 eB0ouddeg, 6-8 eB00uddeS, 9-12 eBdouadeq kat 13-20 eBdouadeq puetd
™mv €vapén g Bepaneiag ouvduaoTikd mapatibevral otov Mivakag 31.

Mivakag 31: Zoykpion kard maparipnon MPC petagl Twv Twwv CTC kat Tng peiwong PSA katd 30%.

MocooTaia peiwon Tou PSA CTC petda mv évapgn tng Bepaneiag
ano mv Evapén PeTa v évapén Z0Ovolo
™¢ Bepareiag <5CTC >5CTC
Meilwon tou PSA katd >30% 243 4 284
Meiwon tou PSA katd <30% 175 181 356
20volo M8 222 640

Katwtepo Avitepo

Métpnon Ekrtipnon 95% CI 95% CI
OeTIKh ouUPWVia % 51% 46% 56%
ApvnTIKN cupewvia % 86% 81% 89%
OeTIKA TMPOYVWOTLKA a&la 82% 76% 86%
ApPVNTLKY TPOYVWOTIKA a&la 58% 53% 63%
levikn oupewvia 66% 62% 70%
MBavoTES 6,1 4,1 9,1

H vevikr oupgwvia peta&l Twv aAaywv Twv CTC kat PSA ota dtdgopa xpovikd onueia petd v Evapén
Bepanelac kupdvenke and 59% €wg 77% o6tav ouykpiBnke pe pelwon tou PSA katd >30% kat and 52% £we 75%
otav ouykpiBnke pe pelwon Tou PSA Katd >50%, delxvovtag 6Tl ummpye acupdpwvia peta&l twv CTC kat Twv
aAAaywv Tou PSA o010 ~25% €w¢ 40% Twv aoBeviv.

3.4.3 Zuvduaouog emnedwv CTC kaL peiwong Tou PSA yia mpoBAeyn tng yevikig empBiwong oe
aoBeveig pe MPC

la va mpoodlopLoTel molo and ta actuwva anoteAéopata dMAwve KaAlTepa TV mEdYVWON Tou acdevolq,

n a&lohéynon twv CTC kat ot aAAayég Tou PSA oe 2-5 eBdouddeg, 6-8 eBdouddec, 9-12 eBdoUAdeC Kal

13-20 eBdouddeq uetd v évapén g Oepamneiag ouykpiBnkav pe ™ yevikn empiwon. Ot dlavubévTeg xpovol

OS unoAoyiotnkav and v ekTLOUeVN aloAnyia. Ma mv avdAuon Kaplan-Meier, oL aoBeveic g Ewoéva 31

(Mivakeg A, B, T kaw A) dtaxwplomkav o€ T€00ePLG 0UAdeC olpgwva pe Ti¢ petprioetg CTC kal ™ pelwon tou
PSA o€ 2-5 eBdouddeg, 6-8 Bdouddeg, 9-12 Bdouddec kal 13-20 eBdouddec Yetd TV EvapEn g Bepamelag,
avtioToLya.

« QOudda 1 (mpdowvn kaumUAn), acbeveic e CTC <5 katd v exTiunon kat yeiwon tou PSA katd >30% and
™V EvapEn PEXPL T OTLYUN TNG eKT{UNONG.

e Opdda 2 (urme KaumUAn), acbeveic ue CTC <5 katd mv ektiunon kat peiwon tou PSA katd <30% and v
€vapén €wg ™ OTLYUN) TNG EXTIUNONG.

« Oudda 3 ( KQUTUAN), acbeveic pe CTC >5 ) oTlyun ™G exTiunong kat peiwon tou PSA katd
>30% anod mv EVapen €wg  OTLYWT| TNG EKTIUNONG.

o Opdda 4 (kOKKLVN KAUTUAN), acBeveic ue CTC >5 m oTlypr| TG eKTiunong kat pelwon tou PSA katd
<30% amnd mv &vap&n wg TN OTLYUA ™G eKTiUnoNG.
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Ewoéva 31: Zuvduacuog ermnedwv CTC kar aAhaywv tou PSA yia va mipoBAeBei n OS oe 2-5 efdouadeq
(Mivakag A), 6-8 eBdouadeg (Mivakag B), 9-12 eBdopddeg (Mivaxag IN) kat 13-20 eBdopddeg

(Mivakag A) petd v €vapn g Beparneiag

309% — 1&vavm2

209, — 1dvevnd

A. 2-5 eBdopadeg
Medwor Tou
CTC ot 25 PSA gt 25 Axipgom OS o1
100%, — OwiBo spSoakibe;  eBBopGSec N (%) wiveg (95% C.1.)
° 1 <5CTC Mkoom >30% 50 (25%) 17,5 (16,4 &og 23.8)
2 <5CTC Mitioom <30% 69 (35%)  -—- (20,6 bwg ——)
w 90% — c Mixiwom >30° 1(6%) 10,7 ( 5.2 g —
g 4 25CTC Mckoom <30% 67 (34%) 8.6 ( 58 fag 10.8)
3 80%
=
E 70% —
B 60% -
c | -
.g 50— oo 1
®
E 40% 7| Zoyxpwm
E
i
g
I

2 bvavn 4 <0,0001
vawvn 4 0,4631

o “O1 kg p Bev EX0UV TTPOGOPOOTED
0% 1 ym EAryeo ToAMATAGA UTdETTUR

10% —

T T T T T T T T T 1T T T T T T T+~ T T T 1

T 0L VL F 0 B _L_T LT 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Xpévog amo aipoAnyia 2-5 gfSopabuv (URveg)

B. 6-8 epdouadeq

Meluion Tou
CTC 0868 PSAoEc8 Asipzem 0S ot
N (%) piveg (95% C.1.)
100% 1 <5CTC Mighoom >30% 54 (34%) 2238 (19.4 fwg -——-
<5CTC Moo <30% 53 (33%) 191 (11,1 fwg -——)
":" 90% — gstc ﬁ&ﬁén«b% 43(2'."%) 3;9(5,25;;910,3)
3 so%-
@
E 70%
B 6% -
s .
E 50% T """t TN T Tt
E 40% — 2
Ed
%l 30% b— |
= of —4
E 2% 2 byl 0,0353 4
1] 2 bwevmi 4 <0,0002
0% 5 omma 039416
O mpiig p St Erouv Tpeaappoond
0%_ ya dhayyo makdartkiy umoliosuy
1 LI LU | LI} LI | ! 1 ¥, Y L LI ! 1 1 1 LI 1 T 1 1 T 1 1 1
0 2, 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Xpévog omd aipoAnyia 6-8 efSopdSwv (pijvec)
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I. 9-12 eBdouadeg

Meiweon Tou
CTC oe 912 PSA o 9-12
5a [+ [ N
100% — 1 <5CTC Meiwon >30% 67 (46%)
2 <5 CTC Meiweon <30% 30 (21%)
E 90% - =5CTC Meiwon <30% 37 (25%)
=]
3 80%—
3
E 70%
E 60% |
é L [ = T | ik s
E 40%- =Zovkpion Logrank
35, 309 1tvavnz 0,8909
é 1 évavm 0,0001
F 0% 1évavn 4 <0,0001
E 2 évavm 0,0022
w 2 évavm 4 <0,0001
10% . evavna 0,7102
“0n mpé, p Bev dyouv mpoooppoael
0% — 1o tAsyxe Tohamhiy umdlety
L L AL (LA N N S N S N N N Y SN N S N SN B RN N A
0 2 4 6 B8 10 12 14 16 18 20 22 24 26 28 3

A. 13-20 eBdouadeg

100%—
90%—
80%—
70%—
60%—
50%
40%—
30%

Ei Toig % mBavérnra emBiwong

20%—
10%
0%

Xpévog amd aipoAnyica 9-12 efdopddwy (pAveg)

CTC oe 13-20
Opada
1 <5CTC
2 <5CTC

>5CTC

Mziwaon Tou
PSA o 13-20
Be

N (%)

Meiwaon >30%
Meiweon <30%

Meiwan <30%

72(53%) 19,8 (17,1 fwg
22 (16%) -

34 (25%) 6,7 ( 48 kwg 7.8)

Zhyxpion

1 fwavn 2
1 &vavn
1 gvavm 4
2 ivavm
2 dvavm 4
Evavn 4

O mpkg p Bev Exouv Tpooapuooe
i EAEyyD TolkamALsy uoBéonuwy

0

I PR i o
2 4 6

8

L S I R O T R e SR Y VW O I 1 LT
10 12 14 16 18 20 22 24 26 28 30

Xpoévog amd aigoAnyia 13-20 epSopdadwy (HRVES)

H Ewova 31 deiyvel 611 oL aobeveic pe CTC >5 oe onolodrinote onuelo peTd v évapén g epaneiag
eUPAVLOaV MOAU PeyaAUTepn MBavOTNTA va amoPLOOoUV vwpitepa, aveEaptnTa and TG AAAQYEG TV ELMEdWV

Tou PSA amé v évapén. Ot acBeveic ue CTC >5 oe 6Aa ta Xpovika onpeia (

KaL Oupdada 4) ixav Tig

ULKPOTEPEG TLUEC DLAPEDNG YEVLKNC emBlwong, Tou dev SlEpepav onuavTikd. Qot6oo, n didueon OS autwv Twv
300 opddwv dLEPePE ONUAVTIKA 0g oXEon We T ddueon OS twv acBeviv pe CTC <5 oe OAa Ta Xpovikd onueia
(Opada 1 kaw Opada 2). Autég oL 300 opddeq (Opada 1 kat Opada 2) eixav TG HEYaAAUTEPES TUUEG BLAuEONS
YeVIKNG emBlwong, mou dev ATAV ONUAVTLKA JLAPOPETIKEG. To ONUAvTIKG elpnua mou anewkoviletal omyv Ewkéva
31 elvat 6Tt mapdAo mou n pelwon Tou PSA o€ pepIkd Xpovikd onpela peTd v évapén e Bepaneiac umopel va
QmoKToeL onpacia yla v mpéyvwon yla empiwon, n euvoikh CTC oe kABe xpovikd onuelo fTav akplBEaTEPN
and v ektipnon Tou PSA. H mpakTik ouvénela eival n xprjon e avéiuong twv CTC mpokelpévou va eKTLunBel
n méavétnTta yia empBiwon twv acbevav pe MPC. e nepintwoelg mou n T CTC kat n aAAayr tou PSA ftav

aolpewveg, n TR CTC mapelxe ™v akplBEaTEPN AELOAGYNON TG TPOYVWONG.
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IZTOPIKO ANAGEQPHZEQN

Huepopnvia Kwdikog Meprypagn TwV TEXVIKWV aAAaywVv
avafewpnong e&apmpuarog

2013-08-29 €631600001_EL | Texvikd LoodUvauo pe 1o €631500023_EL pe TIG akdAoUBEG
aAAQYEG:
e Ekxwpnon véou apLbuol mpoidvTtog
e Evnuépwon Pe Ta ETALPLKA XAPAKTNELOTIKA TNG
Janssen, 6nwg:
— Noyétuno Tng Janssen
— Ale0Buvon KXTHOKELAG
— Aletbuvon EC/REP
— AptBuol TmAepwvou
— AKTUOKOG TOTOG

EEAAewPn OAwv Twv meptntwoswv CELLSPOTTER®
Analyzer

* EvnuEPwon OAWV TwV MEPLMTOOEWV dLATUMWONG KWVLKOU
doKLuaoTkol owAriva CELLSEARCH® og Kwvikd
doKLaoTIkO owAnva euydkevtpou (15 mL) CELLSEARCH®

e Evnuépwon dAwv Twv neptntwoewv CELLSEARCH® Kit oe
CELLSEARCH® CTC Kit
e >V evémTa EPMHNEIA TON AMIOTEAEZMATQN :
— Evnuépwon twv nANpo@opLev oQAAUATOC €K UETAPOPAG
KuTTapwv oe ‘5.000 1) nepLoodtepa’
e 2TV evoTnTa TeXViKA YTIOOTHPLEN:
— Evnuépwon dAwv twv neptntwoewy Veridex, LLC oe
Janssen Diagnostics, LLC
— Evnuépwon mg dAwong dtMAwudtwy eupeoLtexviag
H.M.A.

e 2mv evotnta ENEEHFHZH ZYMBOAQON:

— MNpogeNKn Tou GUUBOAOU NUEPOUNVIAG KATAOKEUNG KAl TOU
Keluévou ‘Huepounvia kataokeung’

* Evnuépwon g nuepopnviag avabempnong

i

Janssen Technical & Customer Support
Janssen Diagnostics, LLC

700 US Highway Rte 202 South
Raritan, NJ 08869-0606 USA
documents.cellsearchctc.com
TnAépwvo: 1-877-837-4339

00 8000 8374339 (EV)

To CELLSEARCH®, CELLTRACKS®, CELLTRACKS ANALYZER 11®, MAGNEST® kot AUTOPREP® g{vat
koTaTeOévTa eploplké onuaTa TNE Janssen Diagnostics, LLC. To Mitomycin® elvat kaTateBév eplopikd
ofua TN Bristol Meyers Oncology. To Procrit® elvat kaTatedév eplopikd onpa tng Ortho BioTech.

To Armidex® sivail kataTe0éy eplopikd onua Tng AstraZeneca. To Aredia® eivail kataTe0éy eplopikd oA
Tng Novartis. To Herceptin® eivait katare0év eplopikd onua tng Genentech. To Proclin® elvai kataredév
euloptkd onua Tg Supelco.

Auti n TeXvoAoyia, ouuneptAauBavouévav mPOLOVTWY R/KAL CUVAP®V CUCTATIKWY QUTHG, KABWG KaL oL
dLadlkaoieg KaL Ta CUCTARATA 0PYAVWY TIOU TIEPLYPAPOVTAL GTO TapdV EVTUTO, mpooTaTelovTal and SMAdUaTa
eupeotteyviac Twv H.M.A. kat avtioTtoLxa dlebvr| dLMAWUATA EUPEOLTEXVIAC KAl EKKPEUOUOES ALTHOELG
SLMAWUATWY eupeoLtexviag, kat mepthaupdvouy éva i meplocdTepa amd Ta MAPAKATw: APLBUOL SLMAWUATWY
eupeotteyviag H.MN.A. 5,466,574; 5,459,073; 5,512,332; 5,597,531; 5,698,271; 5,849,517; 5,985,153; 5,993,665;
6,120,856; 6,136,182; 6,365,362; 6,551,843; 6,620,627; 6,623,982; 6,645,731; 6,660,159; 6,790,366; 6,861,259;
6,890,426; 7,011,794, 7,282,350 kal 7,332,288.
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KEY TO SYMBOLS / LEGENDE DES
SYMBOLES / LEGENDA DEI SIMBOLI /
SYMBOLLEGENDE / GLOSARIO DE
SIMBOLOS / ENEEHFHZH ZYMBOAQON /
LEGENDA DOS SiMBOLOS / FORKLARING AV
SYMBOLER / SEMBOLLERIN ACIKLAMALARI

The following symbols may have been used in this instruction for use or in the
associated labeling. / Les symboles suivants peuvent avoir été utilisés dans le
présent feuillet technique ou sur les étiquettes jointes. / Di seguito sono indicati
i simboli che appaiono nelle istruzioni per I'uso o nelle etichette associate. /
Die folgenden Symbole wurden gegebenenfalls in dieser Gebrauchsanweisung
oder zur damit verbundenen Kennzeichnung verwendet. / Los siguientes sim-
bolos pueden haber sido empleados en estas instrucciones o en el etiquetado
asociado. / Ta mapakatw cUpBoAa mbavov va £xouv ndn xpnotuorotnet oTig
Tapouceq odnyleq XpnoTn 1 o ouvagn emonpavon. / Os simbolos seguintes
podem ter sido utilizados nestas instrugdes de utilizacéo ou na rotulagem
associada. / De falgende symbolene kan ha blitt brukt i denne bruksanvisningen
eller i tilharende merking. / Asagidaki semboller bu kullanim talimatinda veya
ilgili etiketlerde kullanilmig olabilir.

Use by

YYYY-MM-DD or YYYY-MM

A utiliser avant la date de péremption :
AAAA-MM-JJ ou AAAA-MM

Utilizzare entro la data di scadenza
AAAA-MM-GG o AAAA-MM

Verwendbar bis
JJIJ-MM-TT oder JJJJ-MM

Usar antes de
AAAA-MM-DD o AAAA-MM

Huepopnvia Angng
EEEE-MM-HH 1} EEEE-MM

Utilizar até
AAAA-MM-DD ou AAAA-MM

Brukes far o
AAAA-MM-DD eller AAAA-MM
Son kullanma tarihi

YYYY-AA-GG veya YYYY-AA
Batch code
Numéro du lot
Codice lotto
Loscode

Cadigo de lote
Kwdikog naptidag
Cadigo do lote
Batch-kode

Parti kodu

Serial number
Numéro de série
Numero di serie
Seriennummer
Nimero de serie
AUEwv aplbuog
Nimero de série
Serienummer

Seri numarasl

Caution, consult accompanying documents
Attention, consulter les documents joints
Attenzione, consultare documenti allegati

Achtung! Beigefiigte Dokumente beachten
Precaucion, consulte los documentos adjuntos
Mpoooxr, cUUBOUAEUBELTE Ta OUVOBEUTIKA EYYPAPA
Cuidado, consultar os documentos em anexo
Forsiktig, se vedlagte dokumenter

Dikkat, birlikte verilen belgelere bakin
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Date of Manufacture
Date de fabrication
Data di produzione
Herstellungsdatum
Fecha de fabricacion
Huepopnvia kataokeung
Data de fabrico
Produksjonsdato

Uretim Tarihi

Manufacturer
Fabricant
Produttore
Hersteller
Fabricante
Kataokeuaotng
Fabricante
Produsent
Uretici

Contains sufficient for < n > tests
Suffisant pour < n > tests

Quantita sufficiente per < n > test

Inhalt ausreichend fiir < n > Tests
Contiene suficiente para < n > pruebas
[MepLEXOUEVO EMAPKES YLa < N > EEETATELQ
Inneholder nok til < n > tester

Contém o suficiente para < n > Testes
<n> test icin yeterli miktari igerir

Harmful

Nocif

Nocivo
Gesundheitsschédlich
Nocivo

EmBAaBég

Nocivo

Skadelig

Zararli

Catalog number
Référence catalogue
Numero di catalogo
Artikelnummer
Namero de catélogo
Ap. kataAoyou
Nimero de série
Katalognummer

Katalog numarasi

Authorized representative in the European Community
Mandataire dans I'Union européenne
Rappresentante autorizzato per la Comunita Europea
Autorisierte Vertretung in der EU

Representante autorizado en la Comunidad Europea
E&ouctodoTtnuevog avTinpoownog oTnv Eupwraikn
Evwon. ZupBouleubeite TIq

Representante autorizado indicado nas instrugges
de Consulta para utilizacdo na Comunidade
Europeia

Autorisert representant i konsultasjonsinstruk-
sjonene for bruk i EU

Avrupa Toplulugu'nda Yetkili Temsilci Kullanim
talimatlarina bagvurun

€631600001_EL



Temperature limitation
Limitation de température
Limiti di temperatura
Temperaturbereich

Limite de temperatura
Meptoplopoi Beppokpaaciag
Limite da temperatura
Temperaturbegrensning
Sicaklik siniri

Biological risks
Risques biologiques
Rischi biologici
Biologische Gefahren
Riesgos bioldgicos
Blohoyikol kivduvol
Riscos bioldgicos
Biologiske farer
Biyolojik riskler

Consult instructions for use

Consulter le mode d’emploi (feuillet technique)
Consultare le istruzioni per I'uso
Gebrauchsanweisung lesen

Consulte las instrucciones de uso

BAETe 0dnyieq xpriong

Consultar as instrucdes de utilizagcdo

Se bruksanvisningen

Kullanim Talimatlari Bakin

In vitro diagnostic medical device

Pour diagnostic in vitro

Prodotto medico per la diagnostica in vitro
In-vitro-Diagnostikum

Dispositivo médico de diagnéstico in vitro

In vitro 8layvwaTIKN LATPOTEXVOAOYLKY) GUCKEUN
Dispositivo médico para diagnéstico in vitro

In vitro diagnostisk medisinsk enhet

In vitro tani amagch tibbi cihaz
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Janssen Diagnostics BVBA

Turnhoutseweg 30
2340 Beerse
Belgium
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Janssen Diagnostics, LLC

-
700 US Highway Rte 202 South
Raritan, NJ 08869-0606 USA J dnssen
documents.cellsearchctc.com

TnAépwvo: 1-877-837-4339
00 8000 8374339 (EE)
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