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Euxaplotieg

®Bavoviag oto tEAOG aUTg g epyaciag atobBavopal v UMOXPEWON VA £UXAPIOT0K
0AOUG auUToUug ITOU Je rapotpuvay Kat pe PorBrnoav tooo oto §ekivnpd g 600 Kal otnv nopeia ya

TV 0AOKAT)P®OOT TNG.

Apxikd ogeid® va ek@pdow To ogfaopd pou ot pvhun twou Kabnynu) Iedvvn
BAaxovikoAr] o omoiog urnpSe onpavuxkog rkaBodnyntrig katr ddokadog yia 1oAAd xpovia. Asv
prope va rapaBAéye to yeyovog ot ) 1d¢a g rnapovoag 618aKtopikng epyaciag urnr)pde dikr) tou
éurveuorn kat rapotpuvor. H «e§Eldny g {wng aAAddel rmopeieg Kat e1kOveg OX1 OP®G TIG HVIHES
Kat ta ouvawoBrjpata. AtoBdvopal €rmiong v UMOXPEWOL] VA €UXAPLOTN 06 ta PEAn g Tpipeloug
ZupPoudevtikng Emmutporirlg, k. Baoidn Tewpyoudia, KabBnynu) I[IaBoloyiag-Oykodoyiag, K.
Anpritpn Maupoudr), Kabnyni IlaBoloyiag-Oykoldoyiag kat k. 'epyo Zapovrn, Oykodoyo —
Notpwlodoyo, Kabnynt [IaBoldoyiag. [dattépwg Oa 116sda va avagepbBa KAl va eUxXapiotr)o® Tov
ermPAérnovia kaOnyntr, K. BaoiAn Fewpyoulia, yia tv avdBeorn tou Bepatog. Tov euxapilot® yia T
ouvexn) urnoot)pi§n kat kabodrjynon kata ) didpkela g ektédeong auvtg g epyaciag. Tov
EUXAPIOT® EITIONG Yl TNV €KTIPNOI KAl VvV €UIiotoouvr) rmou pou €dee aro 1o Sexivnpa g
TMOAUETOUG EMAYYEAPATIKIG PAG OUVEPYAOiag Otav IMPAypatika Xopig diotaypo rat ap@ifoiia pe
¢orpwSe ota Babia vepd, oltyoupog ot Ba avrane§eAbw otig omoleg avudootnteg. Eprmotoouvn mou

e€axkoAouBel va pou deixvel kaBnpeptva kat adiadeurta.

[apdAewn Oa nrav va pnv avagepbw ot PorBeia kat 1o evélapépov mou £€6e1§e N K.
Zogia Ayyeldkn, Enikoupn KaBnynrpia [TaBoAoyiag-Oykodoyiag yia v 0AOKANP®ON AUTHg g
epyaoiag. Trv euxaplot® yla TV EMOUHUOVIKY), IIPAKUKI KAt Nowkn g oupPoldr) otnv
nipoortaBeia pou. Emiong, euxapiot® tov K. ®avo Kotoakn, Aektopa [TaBodoyiag-Oykodoyiag, yia

N otevr) ouvepyaoia Kat fonOsia katd v teAevutaia @daon auvtg g epyaociag.

Me v eukailpia mou pou Oivertatr Ba 1bsda mpaypatika va £uxXaplotrjom OAoUg TOUg
ouvadédoug pou amd 1o ypageiou KAwvikov Medetwv, k. Eva Mapaykoudakn, k.Mdapba
Koutooupna, k. Mayda Kawvouptdkn, k. AAe§avdpo Bupagd, k. Niko Partn, k. I'avvn ABavaocakn

Kat K. Bao® ABavacdkn , yia tmv kabnpepivr) oupnapdotacn Kait guvepyaoia, tr) otrpiSn otov
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ayova T00mV XpOvev, T ouvexr] Kal otaBepr) rapouoia toco ot OUOKOAeg, 00O KAl OTIG
E€UXAPIOTEG OTIYHEG, XOPIG va TMapaAeiy® autoug rou ergdeav va avadntrjoouv KAt KaAUTtepo, K.
Mapia MepodouAdxkrn, k. Mapia ITaraddkn xkat autolg IOU €XOUV @UYEL yld «KATOU aAAou»,
Apiotéa Poybdkn. @a rtav nmapdAeiyrn Pou va Pnyv eUXaplotr)o® £IoNg TG VOONAEUTPIEG £pEuUvag
KaBbwg kat tov 1atpod k. dvvn ZouyrAdko, Aéktopa ITaBoloyiag-OykoAoyiag, tov oroio Bempd
@1A0 POU KAl £€vav aro Toug ITo ONHAVIIKOUG OUVEPYATEG OT0 XWPO TOV KAWIKOV PeAetdv OAa autd

ta xpovia. Ilpaypatikd n ouvepyaoia pou pe 6Aoug autoug toug avBpwrioug rtav Kat eivat

rabnpepwn epnepia {wng.

Tirota, 6pwg 6ev Ba eixe ermreuxBel xXwpig v aydrr, v UIIOHOVI] KAl TI] ONHCVIKY)
Bor|Beia g pntepag pou xkabwg Kat TV YPuxodoykr oupin g adeppng pou Mapiag. Tig

€UXAPLOT® yla OAd.

TéAog, Ba 118eda va euxaplotr)om TOV IO CIILAVIIKO OUVEPYATL], OUVOSOITopo KAl GUVIPOQO
otn {wr) pou, tov Tito, ywa tmv apeplotn aydrn tou, v UIToHovY Tou, TV Iapouocia tou ot {or
pou, To Koupdylo 1ou pou divel oto SUoKoAo HpoP0 PAg KAl KUPIRG yla tov kKowd Bnoaupod nag,

v Eppavougia.

Ayarmpéve pou MavoAdkn, oe euxaplot® rovu urmpseg [atépag pou!
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1. IIEPIAHWH

H xnpeoBepaneia 10 ypappng exel ermrtuxel ) PeAtioon tov Bepaneutikov arnoteAeopdtewv oto
MMKII otadiou IIIB kat IV. To amotédeopa autod obnyel oe €éva ouvexwg au§avopevo apiOpo
aoBevev o1 ortoiot £ite UMMOTPOITIA{OUV PETA AITd APXIKI] AVIAIOKPLOn £ite rmapouotafouv rpoodo
g vooou Katd v Ogparneia 11 ypapprng (xnpeto-avhekukr] vooog). I'ia toug aoBeveig autoug,
mou propei va eival Kat veapr|g OXeUKA NAKiag, 0f KAAI YeEVIKI] KATAOTAON KAl Pe eAdaxiota
oupr@pata arnod T vooo toug, 1 Xnueobeparneia 215 ypappng arotedel pia Aoyikn ermdoyr) mou
OKOITO €Xel va Peduwosl v nowdta {®rg Katr evdéexopévag, v emPinorn toug. EmutAéov,
d1apopeg peAéteg mou €xouv avalduoel ) yvopn acbsveov oxetikd pe ) Bepareia g vooou toug
£de18av o1 €vag peyddog aplBpog and autoug propel va avextel adloonpeiota erineda to§ikotntag

MIPOKEPEVOU va e§ao@aliosl €0t Kal Pikp1 PeAtioon g ermPinong.

Ta tedevtaia xpovia apreteég pedéteg @aong II éxouv Heifer 6Tt pepkoi amd toug veoug
AvVTIKApPKIVIKOUG mapdyovieg (rt.x. docetaxel, gemcitabine, irinotecan) epgavifouv dpactikotnta
®g Bepareia 2ns ypappng oe aobeveig pe mpoxepnpévo MMKII . Erurdéov, ouvbuaopoi twv
@PAPHAK®V autev &xouv avapepfel ©g dpaoctikoi oe mpo-Oeparmeupévoug aobeveig pe Tormka
extetapévo kat petaotatiko MMKIIL. Qotooo, ot 1ieplocotepeg art’ autég tig pedéteg dev avagpeépouv
6edopéva ooov agopd 1 mpornyoupevn Bepareia KAl Ta XAPAKINPEIOTIKA 1@V aoBevav. ErutAéov,
av Kat ot PeA€reg autég ava@EPoUV IMMOCOO0TA AVIAIIOKPLONG, IMOAU Alyeg ava@epouv dHlapeotn TUL)
empPioong 1] mooootd povoetoug emPimwong Xwpig va Propouv £tol va e§ac@alicouv ao@alr)

ouprniepdopata ya myv agia mg xnpeobeparneiag 2ns ypapprg.

Arnotedéopata arno dUo tuxatoronpéveg peAéteg £de1§av oapag Ot 1 Xnpeobeparteia 21 ypappng
oe aoBeveig pe mpoxwpnuévo MMKII pe Docetaxel (75 mg/m? kabe 3 efdopadeg) propet va
TMIPOO@EPEL OTATIOTIKA ONPAVIIKO OQeA0G otnVv ermPimon oe oX€orn Pe 1 KAAUTEPT] UTOOTIPIKTLKI)
ayayn (BSC) 1 ) povobeparnieia pe vinorelbine 1) ifosfamide. ErmuAéov, ot aoBeveig mtou ¢Aafav
Docetaxel amodedetypéva epgdvioav BeAtioon g KAVIKAG TOUG €1KOVAG KAl TG ITo0tntag {mng
toug. Télog, pia peyddn tuxalomoupévi) peAétn otnv oroia ouykpiBnke n povoBepareia pe
Docetaxel pe 1w povobepareia pe Alimta (premetrexed) Sev €de1§e Sagopa petaly wv 2

PAPPAK®V TOOO OGOV AMOPA TA ITOCO0TA AVIATIOKP10NG 000 Kal 1] OUVOAIKY| erifinor.



[Mapd tg Betikeg auteg evdeilelg, €vag onpaviikog apOpog acBevov pe MMKIT dev Oa Adafetr 2ns
ypoapprng xnpewoBeparieia. EmmAéov, ta Xapakmpouka v aofeveov 1ou Ba  Adfouv
xnpeofepanteia 218 ypappng €vavit v aoBevov mou de Ba Adfouv Gev eivar 1Arnpeg
terpnpepéva oty PipAoypagia. Ta dedopéva rmou teKPNPLOVOUV T XPL0n g Xnuetobepareiag
ot 207 ypappn eival meplopopéva Kat agifel tov KOIo va PEAET)0El KAVEIG ITPOOITIIKA TNV

enidpaor] g oV ermPimor), ota CUPITIOPATA KAl Ot 010t ta {®r)g aUteV 1oV acBevov.

Mexpt topa o poAog tng xnuetoBeparnieiag draomong (215 1) 3ns ypappng) otov npoxapnuevo MMKII
Oev éxel eviedag SexabBapiotei. Katd ouvénmela Sidgpopa epotrjpata o0oov agopd 1o poAo g

xnpetofeparneiag 6100mONG MAPAPEVOUV KAl ATOTEAECAV TOUG OTOXOUG TG Itapouocag diatpifrg.

lMa wmv emiteuln v otoxXeV, oUAAEXONKav otowxeia amd 1.624 aoBeveig pe 10todoyika
ermPePawpévo MMKII, otadiou III/IV, mou &AlaPav Oepareia mpoIng ypapprng ota riaiola
rKAWIK®V pedetav @daong I & III ou npaypatornoinoe 1 EAAnvikny OykoAoyikn Epsuvnukn Opada

(EOEO) katd v repiodo 1995-2004.

Ztoxog 1: Na SiepeuvnBei 10 0@edog rmou mpoodidet n xnuelobeparneia 215 ypappur|g otv ermpPiowon
v aoBevev, Kat va mpoodiloplotel 1 Xnpelo-eualodnoia tou Oykou petd 1 Bepareia mpwing

VPAPHDS.

IIpoxkepévou va BlepeuvnBel o mapandve otoxog, £yive avadpopikr] avdduon TV KAWVIK®OV
6ebopéveov amo 634 aobeveig pe MMKII, otabdiou IIIB/IV, mou avupeworiomkav pe
xnpetoBeparneia 1ns ypappng ota rmiaiola OepareuTtike@v MPOIOKOAAGV 0 OXE0n Pe to av eAafav 1)

OX1 emopevn Bepaneia.

H empioon tov aocbevav uroloyiotnke aro v nuepounvia évradng oug peAéteg xnuetobeparneiag
1ns ypappng (OS1) énwg ermiong Kat aro v nuepopnvia arotuxiag otn Bepareia 118 ypappng n
mv nuepopnvia évapéng g xnuetodeparieiag 2ns ypapprg (0S2) €¢wg to Bavato. H andgaon yua
) Xopryynorn xnpetoBepareiag 20 ypapprng rrav, oe kaBe mepimtworn, ot Kpion tou epeuvnt).
Awaroototl eikootl t€ooeplg aobeveig (35.3%) €dafav xnuetoBeparneia 2ns ypappng (opdda S-LCh)

Kat 410 (64.7%) éAafav ) KaAUTEP) UIMOOTNPIKTIIKI aywyr) (opdda BSC).



Awarmotofnke pia otatioukd onpavuxr dSiwagopd petady twv dvo opddwv (S-LCh kat BSC) 6oov
agopd Vv nAkia (p=0.012), tov 10t0A0yko TUIO (p=0.041), TV npdwpn Sakorr) g Oepareiag

1ns ypapprng (p<0.0001), xat ) yevikr) kataotaor (PS) peta ) Beparneia 1ns ypapung (p<0.0001).

[Mapawmnpnbnkav tpetg (1.3%) mAnpelg kat 25 (11.2%) pepikég vpeoelg otoug aobeveig rmou eAapav
xnpueoleparneia 2ns ypapprg (S-LCh) pe ouvoAwkr) avianokpion 12.5% (95% C.I: 8.2%-16.8%).
Aexatpeig (15.7%) amnd toug 83 aviartokpiBévieg (CR kat PR) kat 15 (10.6%) amd toug 141 un-
avrartokpiBévieg (SD kat PD) oty Bepamneia 10 ypapprng ep@Aavioav avilKEWIEVIKL] AVIAIIOKPLOL

otn) Beparneia 208 ypappng (p=0.396) ounv opdda S-LCH.

H Bepameia 2ns ypapprg pe rmlativouxo cuvduaopo eixe oav arotédeopa 16.4% aviKelpevikeg
avtartokpioelg évavit 8.8% aviuKelevikov aviarnoxkpioewv oe 2ns ypapung Oepareia pe pn-

rmAativouxo ouvéuaopo (p=0.0562).

H &idpeon OS1 emPiwon (and v €vapln g Bspanciag 17 ypauung) nrav 13 prjveg kat 7 prveg
(p< 0.001) kat 1 drapeon OS2 ermPiwon (arno v évapln g 21 ypauurg), 7 pnveg kat 3 prnveg (p<
0.001) ywa v S-LCh xkat BSC opdda, avtiotowxa. H moAunapayovtikr avdiuon t6co yua v 0OS1
000 kat ya v OS2 &de1fe 611 1 KAATL) yeviKI) Kataotaor, to otadilo g vooou IIIB, n avianoxkpion
Kat 1n oAoxArnpwon g Oepareiag 10 ypappng niav  OTATIONKA ONPAVTIKOL  ITPOYVEOTIKOL
napayovieg ywa v avénon g empPioong. Emiong, n xoprjynon xnueloBeparneiag 218 ypapprg
ntav evag aveSdpintog rmapayoviag KaArg e§EAéng g vooou. H avdaduon auvtr) deixvel ot ot dUo
opadeg (S-LCh kat BSC) avurnpoowrnietouv diagopetikoug mAnbuopoug acbevov pe MMKII.
Ald@opot rapdyovieg Iou @aivetal va ennpedfouv v auvdnon g emPioong Ba propovoav va
Xprjowportiotn@ouv otV emAoyr) 1@V aofevev ekeivev ou eival mbavotepo va a@eAnbouv amno 1

xnpeoBeparieia devtepng ypapprg.

Zroxog 2: Na afodoynBel av n adAndouxia tov OepareUTkOV oOXNUATOV 108 kAt 218 ypappng

avaloya pe 1o av meplExouv 1 oxt rmiativa, ennpedletl v €ékPaon twv aoBevov.

I'a ) &iepevvnion tou 2°v gtdoxou, arto 1.624 aobeveig eetdoBnkav 1.079 mou eixav AdPet
xnpeofepaneia 118 ypapprg pe pn-rdativouxo cuvduaopo. Ot 267 (25.0%) acBeveig mou ot
ouvexela  €AaPav  deUtepng  ypapprg  xnuewoBeparieia pe mMAATIVOUXO  oUvOUAoPO

oupnepteAn@Onoav  otnv ernopevnyy avdduon (Opdda A). Avtiotowxa, 545 aobBeveig  €Aafav
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xnueolepaneia npog ypappng pe Paon tn miativa. And auvtoug, 123 (23.0%) aoBeveig ot
oroiot ¢AaPav ot ouvéxela ©G Oeutepn ypAPMI]  HPI-TAATIVOUXO  OgpaIteutiko — oXnpa

oupnepteAn@Onoav otnv idta avaduon (Opdada B).

Efetaoinke n Sidpeon empioon t@v acbevov n oroia UMoAoyiotnKe arno v nuepopnvia eviagng
oug peAéteg xnuetoBepaneiag pwtng ypappng (E1) onwg ermiong kat ano v nuepounvia evaping

g xnpeobeparneiag devtepng ypapprng (E2) €éwg to Bavarto.

H ouvolAikr) aviamndkpion ot xnueoBepaneia npotng ypappng nrav 21.3% yua v Opdda A
(95% C.I:, 16.4% - 26.3%) kat 45.5% ywa v Opdada B (95% C.I:, 36.7% - 54.3%), (p=0.0001). O
kivbuvog pn-avrarnorplong nrav 3.1 @opég peyaAutepog yia toug acBeveig g Opddag A (OR:3.1;
95%C.I: 1.94-4.87, p=0.0001). Ertiong, o 61adpecog Xpovog 11€XP1 TNV UTIOTPOIT| 1)TaV O HAVIIKA
MKPOTEPOG yla toug aobeveig 1ou ot  Tpotn ypapprn €AaBav Bspareia pe pn-rAativouxo
ouvbuaopo (3.1 vs 5.8 pnveg, p=0.002). H avukepeviky) aviarnoxkpion ot Oeparneia devtepng
ypappng nrav 13.1% (95% CI: 9.06% - 17.16%) yia toug aoBeveig g Opadag A (rou ouvéxioav
pe mAauvouxo oxnpa) xkat 7.3% (95% CI: 2.7% - 11.9%) ywa toug acBeveig tng Opadag B (rou
ouvexioav pe pn-rdativouxo oxnpa) (p=0.093). O 6idpecog Xpdvog PEXPL TV UIOTPOIW] Ijtav

opotog Kat yia tg dvo opadeg (3.0 vs 3.1 prjveg, aviiotoxa).

ITap’ 6Ao 1ou o Kivduvog Bavdatou oOtovV MPOIO XPOVO ITaV ONHAVIIKA HPEYAAUTEPOSG Yyld TOUG
aoBeveig Trou €Aafav pn-rAativouxo cuvéuaopod otnv 11 ypappn (Opada A, OR=1.694, 95% C.I:
1.083-2.651, p=0.020), n &idpeon emPinon E1 (ard myv évapln tg Bepareiag 1ns ypappng €mg
10 Bdvato) dev 1Epepe onpavuka avapeoa otg dvo Opadeg [13.3 kat 15.7 prjveg yia tmyv Opdda
A xat B, avtictowxa (p=0.538). H didpeon ermPiowon E2 (aro v évapln tmg 20 ypapprng £mg to
Bdavarto) rfjitav 7.9 pnveg kat yia tg dvo Opddeg (p=0.451). H moAunapayovukr) avaduon yia Tt
ouvoAikr ermPinon £6e1§e 611 povo 1o otddio g vooou (IIIB vs IV) eixe pia oplaxkr) emidpaon otnv

auénon g empPinong (HR: 1.280, 95% C.I: 0.993-1.650, p=0.057).

Yupnepaopatka, otnv mapouca avaduon 1 ouvodikn emfioon nfrav mapopola Kat oe
OUOXETIOINKE HE TV akolouBia rata v oroia Xopnyndnke xnuelobepamneutikd oxrpa pe Baon
v mAativa (10 1) 219 ypapprn). EvBappuvtikn rfjitav 1 ouvoAikn diapeon ermPBinon rmou emreuxOnke
oe ermdeypévoug aobeveig pe MMKIT mou ¢Aafav 10 kat 20 ypappr) xnpetoBeparneia.
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2. TENIKO MEPOZ

2.1. TENIKA EIIIAHMIOAOI'TKA AEAOMENA I'TA TON KAPKINO TOY
IINEYMONA

Mexpt g apxég tou 1900 o KapKivog TOU IveUpova Itav Hid Omdvid vooog. XTd XpOovida Itou
népaoav Kat péxpt 1o t€Aog tou 20°Y aimva o Kapkivog tou rmveupova £yve 11 Kupla attia Bavatou

aro kapkivo oug HITA 1000 otoug avipeg 600 Kat otg yuvaikeg [113].

To 2002, dwayveoobnkav 1.35 exkatoppupla avOpwriol pe Kapkivo tou mveupova, apltdpog I1ou
avurpoorievetl 1o 12% odwv tewv dinbnukav rkapkivev [112], pe avénon katd 110.000 oe oxéon

e tov ap1Bpo KapKivou tou rveupova rmou eixav dtayveobei to 2000 [61].

[Tepimou 0 71% (1) 960.000) 1tV IEPUTIOOERV a@opoUce ot Avdpeg [61] katr avadloyka
avuotoxouv 40 rat 13 véeg meputtwoslg ava 100.000 mAnBuopo yua dvdpeg kat yuvaikeg

avtiotowxa [61] .

[MTaykooping o Kapkivog tou mveUupova eivat 1 Mo OUXvi] HoP@EI] KAPKivou Iou d1aylyveooKetal
emoing ard to 1985 kat peta [113] . To 2008, drayvoodnkav 1.61 skatoppupla avOpwIiol pe
Kapkivo Tou mvevupova, aplBpdg rmou avurpooerevel o 12.7% OAeov 10V Vémv dlayveoenv aro
Kapkivo. Arotedel v mo ouxvi) attia Bavatou ano rapkivo pe 1.38 exatoppupla Bavdroug,
apOpodg mou avuuarpoowrievel 1o 18.2% tou ouvoAlkou apiBpou Bavarwv (kupla attia Bavdatou

otoug avdpeg Kat 2" ouxvotepr otg yuvaireg) [2], [62] Ewkova 1 kat ITivakag 1.

O xkapkivog 10U Tveupova e§akoAouBei va eival 1 Imo ouxvi]y pop@n Kapkivou otoug avdpeg
naykooping (1.1 exkatoppupla meputtooelg, 16.5% 1OV ouvoAlkev 6layveoe®mv arod KApKivo),
akoAouboUpevn and 1oV KAPKIVO TOU TPOOTATH KAl TOU OTOPAX0U, HE€ Ta UWPNAOTEPA MOoooTd va
epuavifovial otV Keviplki)-avatoAikn kat vota Euvponn, Bopsia Apepikn kat Avatodikn Aoia

[112], [2], [62] Ewova 2.

Zug yuvaikeg o Kapkivog tou rmveupova eivat n 41 mo ouxvda sp@avi{Opevr] Hop@r] KapKivou
(516.000 meputtwoelg, 8.5% toU OUVOAIKOU apP1OPoU) PETA TOV KAPKIVO TOU PAoToU, TOU TPaxrAou

G PITPAS KAl TOU ITAXE0G EVIEPOU M Td UWNAdtepa IOCOOTA va mapdatnpouvidir ot Bopeia
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Apepixkr), Bopewa Euponn, Auotpaldia kat Néa ZnAavdia [112], [2], [62] Ewova 2. Tevikd, n tdon
EPNEAVIONG KAPKiVOU TOU ITveUpova OTI§ YyUvaikeg Uotepel o OXE0n He Toug avdpeg 610tL ot
YUVaikeg 1000 XpoviKa 000 Kal og aptBpd dpxioav va kKarvifouv apketég dekaetieg apyotepa arno
toug avdpeg [70]. Qg ek toutoU, ta IMpoo@ata ermdnuiodoyika 6edopéva avadeikvuouv o1l 1A
MOOOOTA KAPKIVOU TOU ITveUpova OTIS YUVaikeg au§avovtal oe IoAAEG Xmpeg eKkTOg aro g HITA,
tov Kavada, to HB kat tnv Auotpalia orou éxouv @taoet oe plateau. Eivatr a§loonpeioto oti, ownv
lIontavia, wm TaAdia, to BéAyio kat tv OAlavdia ot vedtepeg nNAKlaKeG opddeg yuvailkwv
epeavifouv audnpéva rnooootd KAapKivou tou rmveupova yeyovog Iou UnmodnAwvel OTL 11 EPQAVIOT
TG OUYKEKPIIEVIIS VOOOU OTIG YUVAiIKES OTIS XWPEG aAUTEG Katda raca rmbavotnta Ha ouvexiosl va

audavel yla apketeg dekaetieg akopn. [23] .
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Ewkova 1. Estimated New Cancer Cases and Deaths Worldwide for Leading Cancer Sites

by Level of Economic Development, 2008. Source: GLOBOCAN 2008.
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IIivakag 1. Estimated incidence, mortality and 5-year prevalence: both sexes
Crnaras ‘ Incidence H Mortality H S-year prevalence ‘
| Number” (%)HASR (W)H Number” (%)HASR (W)H Number” (%)||Prop.|
| Lip, oral cavity | 263020] 2.1 3.8 127654 1.7 19| 610656/ 2.1 12.4|
| Nasopharynx | 84441 0.7 1.2 51609| 0.7 0.8 222711 0.8 4.5
| Other pharynx | 136622 1.1 2.0 95550 1.3]] 1.4] 288038 1.0 5.9
| Oesophagus | 481645 3.8  7.0] 406533 54| 5.8 482145 1.7| 9.8
| Stomach | 988602 7.8| 14.0] 737419 9.7] 10.3| 1598440 5.5/ 32.5]
| Colorectum | 1235108]| 9.8 17.2]| 609051| 8.1  8.2| 3260890| 11.3| 66.3]
| Liver | 749744 5.9 10.8] 695726| 9.2 9.9| 613213 2.1 12.5|
| Gallbladder | 145203|| 1.1 2.0]| 109587|| 1.4/ 15| 168458 o0.6] 3.4
| Pancreas | 278684 2.2 3.9 266669 3.5 3.7 172492 o0.6| 3.5
| Larynx | 150677 1.2 2.2 81892 1.1 12| 425697 1.5 8.7
Lung | 1608055[ 12.7] 22.9]|1376579] 18.2[ 19.3] 1677416 5.8 34.1
| Melanoma of skin | 199627 1.6| 2.8] 46372 0.6 0.6 755878 2.6| 15.4
| Breast | 1384155|| 10.9| 38.9]| 458503| 6.1 12.4| 5189028| 18.0[210.7]
| Cervix uteri | 530232] 4.2 15.2] 275008| 3.6|  7.8| 1555341 5.4| 63.2]
| Corpus uteri | 288387 2.3| 8.2 73854| 1.0 1.9 1097620| 3.8| 44.6|
| Ovary | 224747| 1.8 6.3 140163 1.9] 3.8 549850| 1.9] 22.3]
| Prostate | 899102 7.1 27.9] 258133| 3.4/  7.4| 3200372] 11.1]130.4]
| Testis | 52322] 0.4 1.5 9874 0.1 03| 201562 0.7] 8.2
| Kidney | 273518] 2.2 4.0/ 116368 1.5 1.6| 744190 2.6| 15.1]
| Bladder | 382660| 3.0 5.3 150282 2.0 2.0 1172461] 4.1] 23.9|
| Brain, nervous system | 237913 1.9 3.5/ 174880 23| 25| 317039 1.1 6.4
| Thyroid | 213179 1.7  3.1]] 35383 0.5 0.5 862474 3.0 17.5]
| Hodgkin lymphoma | 67919 0.5 1.0 29902 0.4| 04| 196345 0.7] 4.0|
| Non-Hodgkin lymphoma || 356431|| 2.8|  5.1]| 191599| 2.5 27| 772021 2.7 15.7]
| Multiple myeloma | 102826] 0.8 1.4] 72453| 1.0 1.0 210697 0.7] 4.3
| Leukaemia | 350434]| 2.8| 5.0 257161]] 3.4 3.6| 499874 1.7 10.9
All cancers
(excl. non melanoma skin||12662554(100.0|| 180.8( 7564802||100.0|| 105.6||28803166(100.0||585.8
cancer)

only.

ASR (W) and proportions per 100,000.

Incidence and mortality data for all ages. 5-year prevalence for adult population
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Ewkova 2. Estimated age-standardised rates (World) per 100,000.

Source: GLOBOCAN 2008.
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2.1.1. Enintwon ava nAwkia

To 5% TeV MEPUTIOOEDV Pe KAPKIVO TOU veupova diayveobnkav oe nAwkia petalu 0-44 stov. Ztnv

opada 45-54 e avnke to 14%, 1o 25% rjtav petadu 55-64 etov Kat to 55% nrav nAkiag 65 etwv

16



Kat ave. Ot avaloyieg autég rtav opolopop@a katavepnpéveg kat ota duo @uda (GLOBOCAN

2002, IARC CancerBase 2004) [61].

ZUpeeva pe veotepa dedopéva aro to 2004-2008 (GLOBOCAN 2008), n diapeon nAkia katd 1)
d1ayveon kapkivou tou mvetpova ntav ta 71 €. Ta mooootd dayveong avd nAwkia nrav (PA.

[136]):

0.0% < tav 20 é1n

0.2% — 20-34 ¢y

1.6% — 35-44 ¢y

8.8% — 45-54 ¢

20.9% — 55-64 ¢

31.1% — 65-74 ¢

29.0% — 75-84 ¢ (8.3% ywa 85+ é1n)

H nipooappoopévn yia v nAikia ouxvotnta epgaviong ritav 62.0 £ ava 100.000 avbpeg rat

yuvaikeg £tnoing.

2.1.2. Enintworn ava 10TtoAoy1KOo TUno

Ot kUplol TUMOl KAPKivou TOU Iveupova eivat §Uo: PIKPOKUTIAPIKOG KAPKivog TOU Iveupova
(MKII) kat pn-pikpokuttapikog Kapkivog tou mveupova (MMKII). O MKII arotedei v 1mio
EMOETIKT] POP@T) VO €XEL TIG PEYAAUTEPEG TTIOAVOTNTEG Y1a PETAOTAON O OXE0T e AAAoug TUIToUg
KApKivou 1tou 1veupova. Lxedov 1o 95% rmou Srayryveooxkovrat pe MKII eivat evepyoi 1) mponv
ranvioteg [126]. O MMKII eivat pa etepoyevrig opada. Ot KUplot UNOTUITOL €ival Ol OYKOl AIto
mAaxkedn ruttapa (30-35%) xkat ta adevokapxrivepata (40-50%). Zniavidtepn urokatnyopia eivat

o1 peyadokrutapikoi oykot (5-10%).

To mMAakmdeg kKapkivopa ouvdéetal kata Kuplo Adyo pe to karviopa [13]. Ot oykotl autoi teivouv
va avantuooovidl Otd KEVIPIKA TUNPAta Tou ITveupova Kdl va €xouv peydlo péyeBog [144]. Ta

abdevoxkapkivopata ouvrfwg evtortifovial oty rmepipépela tou mveupova [144]. Ipokettat ywa to
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ouvnBéotepo TUIMO KAPKivOU TOU TveUpova mou gp@avifetat oe pn karvioteg [76]. Qotooco ta
tedevutaia Xpdévia TO KAIVIOPA OAO KAl IIEPLOOOTEPO OUVOEeTal G attia ep@Aviong Ttou

adevorapxivopatog [163], [36].

To mAarmdeg KAPKivOPA TOU ITveUova S1aylyVOOKETAL 0TOUG Avdpeg O TIOAU UYPNAOTEPO ITOCOOTO,
eve 1o adevorapkiveopa oug yuvaikeg. Avag@opikd yia toug avdpeg, 1o mAakmdeg KapKiveapa eivat
o o ouvnB1opévog 1otodoyikog tuttog oty Kopéa (46%), o T'addia (41%), oto Hvopévo Baoideio
(40%), eve to adevokapkivopa otig HITA (31%), otov Kavada (31%), oun Zoundia (30%) kat otnv
Auotpadia (29%). Ta adevorapKiveOPATA AIOTEAOUV TO HEYAAUTEPO ITOCOOTO KAPKIVOU TOU
nvevpova oug yuvaireg oe OAeg 11 Xopeg (aro 38% oug HIIA éwng 69% onv lanwvia) [25], pe
eaipeon to Hvopévo Baoidelo 6mou 28% twv mepimtwoe®v pe KapKivo Tou rmvelpova otig YUvaikeg

ntav and mAakodn Kuttapda.

O1 tpororior)oelg oto oxedlaopd tou Tolydpou (e1d1koOteEpa 1 adAayr) ota toydapa pe @idtpo g
dexaetieg tou 1960 kat 1970), n ouvbeon TV TOYAP®V KAl Il KAITVIOTIKL oUpIiepipopd Bewpeitat
OTL artoteAoUV TOUg KUPLOUG AOYOUG y1a T1] OXETIKY audnor g CUXVOTTAG TOU AdeEVOKAPKIVOIATOS
OUYRPIIKA pe dAAoug TUroug Kapkivou tou rveupova [150], [50], [65], [40]. O xkarvog aro
Toydpa pe Xapndotepa 1mocootd Iiooag, VIKoTivhg Kat pe @idtpo slorveéetal Babutepa, odnywviag
oe UYPNAOTEPT] OUYKEVIPWOI] KAPKIVOYOVRV OTIS £SOTEPIKEG IEPLOXEG TWV ITVEUPOV®V OITOU Ta
adevokapkivopata teivouv va oxnpatifoviat. EmutpooBeta ta xappdvia tou Karvou Iou
Xp1olporolouvial ot IMAPACcKeUl] TRV Toyap®v ddda§av Kal ImepExouv uyndodtepad ITO0OOTA
VITPIKQV ITOU £€ITI01G €X0UV ouoXetoBel pe tnv avarrtudn adevokapkivopatog. H taxeia auénon tov
abevOKAPKIVOPATOV onpaivel 0Tl topa eival MAEOV O OUXVOTEPOG TUIOG Kal otoug avdpeg oe
APKETEG XWPEG KAl oUVveXilel va eival o Kuplapxog TUIOG KAPKIVOU TOU ITveUHOovVA OTIS YUVAIKEG

[150], [4], [18].
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Ewkova 3. Pie-chart showing incidences of non-small-cell-lung-cancer as compared to small-
cell-carcinoma shown at right, with fractions of smokers vs smokers shown for each type

[85]
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2.1.3. Enintoon ava otadio

Zuvr|Bwg 0 Kapkivog Tou mveupova £ival ACUPITIOPATIKOS (X®PI§ CUPITIOPATA) Ota apX1Kd otddia.
Axopa rat otav gpavifoviat ovprtopata givar ouvrfog pn edkd [122]. Qg arotédeopa, 1)
meoyneia tov acbevov e KapKivo Tou rmveupova dlaylyveOoKeTdl Otav 1) vOoog exel e§edixtel oe
€va 1o npoxwpnpévo otadro. Lug HITA peta§y 1996-2003, povo 1o 16% eV MEPUIIOOE®V HE
KAPKivo TOU mveUpova 1tav TOIKA EVIOITIOPEVOL Katd tr diayvworn (Evavit 91% yia tov Kapkivo
tou mpootatn, 80% yia 1o peddvopa kat 61% ywa tov Kapkivo tou paoctou), 35% pe TorKo-
MEPLOXIKT] VOOOo, 41% e armopakpuopéveg Petaotdoelg , eve 1o 8% ntav adleukpiviotou otadiou
[6]. To peyadutepo 110000TO TV AVOP®V €1XAV AMOPAKPUOHEVEG HETAOTACEIS KATA 11 S1dyveon
(43% davdpeg, 39% yuvaikeg), evw o1 yuvaikeg eixav gla@pog peyaduteprn rmbavornta va
O1ayveoBouv pe Torkd eVIOIMOPEVO KAPKiVOo TOU IveUpova oe oxXEor pe toug avdpeg (18% xat

15% avtiotowxa), [6].
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Zupgeva pe veotepa ermdnpodoyikda dedopéva, amod to 2001 éwg to 2007, n ouvoAikr) S-etr|g
emPioon yla Tov Kapkivo tou mvevupova nuav 15.6% (SEER Stat Fact Sheets: Lung and Bronchus,
2011 (BA. [136]), mocooto 1ou deixvel pia otabepr) addda apyr) PeAtioon aro 12.5% mou ntav to
1975 [121]. O IMivakag 2 napouctddet v KATAVOUL) Tou otadiou Kat ) oXetk) emPinon ava otadio

Kata ) dtdyveorn Kat yua ta 6Uo @uAa.

IMivakag 2. Stage Distribution and 5-year Relative Survival by Stage at Diagnosis for 2001-2007, All
Races, Both Sexes

(http:/ /seer.cancer.gov/csr/1975_2006 /results_merged /sect_15_lung bronchus.pdf)

Stage S5-year

o — o q q o
Stage at Diagnosis Distribution (%) | Relative Survival (%)

Localized (confined to primary site) 15 52.2
Regional (spread to regional lymphnodes) 22 24.3
Distant (cancer has metastasized) 56 3.6
Unknown (unstaged) 7 8.1
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Ewova 4. Overall Survival by TNM Grouping, NSCLC

Overall survival by TNM grouping, NSCLC

S-year
Deaths/M MST (percent)
1A 4437831 al 30
E 1B 750/1284 43 43
s IIA 31B8/483 34 36
IIIA 2528/3175 14 19
IIIB 576/758 10 7
v 262772757 L]
Survival, years
S-year
Deaths/N MST (percent)
LA 1168/3666 119 73
& 1B 1450/3100 81 38
E IIA 148572579 49 46
E IITA Z8S6/3792 22 24
1IIB 263297 i3 9
v 224266 i7 13

Survival, years

Overall survival, expressed as median survival time (MST) and five-year survival, using
the sixth edition of TNM staging system by (A) clinical stage and (B) pathologic stage.
Reproduced with permission from: Goldstraw P, Crowley 1, Chansky K, et al. The IASLC Lung Cancer
Staging Project: proposals for the revision of the TNM stage grounings in the forthcoming (seventh)
edition of the TNM Classification of mafignant tumours. J Thorac Oncel 2007; 2: 706, Copyright © 2007

Linpincott Willliams & Wilkins.

2.2. IIAPATONTEZXZ KINAYNOY

! LipTolXar

O o onuavukog rapdayoviag Kivduvou yia avantudn KapKivou tou rmveupova €ival 1o KArviopd.

H ox¢on petalu kamnviopatog Kat KApKivou tou rvelpova eival amno ta miéov pedetnpéva Oépata

otV PBoiatpikn €peuva [149]. Hén aro ta péoa tou 200 aipva Urdpxouv 10xupeg evdeilelg otn

B1BAtoypagia érou to KATIVIopA avadelkvuetal @G 0 KUpiapxog attiodoylkog rapdyoviag yia v

avarttuén Kapkivou tou mveupova [71], [130], [76]. ZUpgeeva pe éva peyado aplOpod peletwv ot
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ranvioteg exouv 15-30 @opég peyaAutepo kiviuvo va avartu§ouv KapKivo Tou rveuplova 0g OXE0T)

e TOoUG I Karnvioteg [76].

To xarviopa artotedet 1o Paoikd emPapuvukod rnapdyovia oto 80% TRV MEPUTIOCEDV KAPKIVOU TOU
rvevpova otoug Aavdpeg kat touddxiotov oto S5S0% yia 1g yuvaireg rnaykooping [43], [44]. H
EPEAVION KAPKIVOU TOU ITVEUHOVA OTOUG AvOpPES PEIDVETAL OTIG IMEPLOCOTEPES XWPES TG duong, oe
apketeg xopeg S Euporning, ow N. Apepikny kat otnv Auotpaldia, omou 1 «ermdnpia» tou
Karnviopatog Kopueebnke ota péoa tou repacpévou awwva [23], [116], [79]. AvtiBeta ta rmooootd
Kapkivou tou mveupova auddvovial oe Xopeg onwg 1 Kiva, oe xopeg g Aoiag xat g AQPiKng,
orou 1 «erudnpiar Tou Karnviopatog deixvel va €xel eykataotabei mpoogata pe to pubpd tou

Karnviopatog eite va aufaverat eite va otaBeportoteitar [78], [91], [1695].

v Kiva mapd 1o Xapndo mooootd KAMvioTiKiG ouvrBeiag otig yuvaikeg (< arto 4% evrAikeg
KAIVIoTEG), Tapatnprdnkav uynAd Iooootd avartung Kapkivou tou rnvevpova (21.3 rneputtooetg
ava 100.000) oe oxeon pe xopeg g K. Eupornng, onwg n T'eppavia (16.4) kat n Itadia (11.4),
OITOU Ta II0000TA KAMMVIOUIKIG ouvrfelag otlg yuvaireg eivat moAu peyadutepa (20%), [95]. H
€viovn autr] dtagopd mmou mapatnpeital o’ autr ) Xopa Bewpeital otl ogeiletal ot pUIIAVOT] TOU
aepa E0MTEPIKOV XMPWV dArtd AvOpaka IToU XPNOoHOoIolEital ®@§ KAUOIH0o O OOUIEg KAl OTIS

avabupaoesig kata to payeipepa [91], [148].

®a mipéniet, ermiong, va avagepbel o6t 1 €kBeon oto mabnuko KArviopa priopsi va mporaA€oet
KapKivo Tou rmvevpova Katl Undapxouv cageig evoeilelg ya auto [158]. Qotdoo dev ogeidoviat oto
KAMmviopa 0Aol ol Kapkivol Tou rveupova kat rmbavov oto péddov va auinbet o apibpodg tev
aoBevov rou Oa avarttu§ouv T oUYKEKPEVE vooo Kat dev Ba eival karviotég [145], [5]. H éxBeon
oto padovio (Puolko padlevepyd AEPO) O €0WTEPIKOUG XWPoug Oswpeitat o deutepog
onpavukotepog rmepiPadldovikog mapayoviag xkivduvou [38] kat mpoogpata uroAoyiobnke ©g

urteuBuvog yia 10 9% O0Aev twv Bavdtev ano Kapkivo tou nvevpova oty Euponn [109].

Ztoug mapdayovieg Kivduvou ouprieplAapfavetal akopd, TO OLKOYEVEIAKO 10TOPIKO TO OItoio
dumdaotadetl v mbavotnta ep@Aviong KapKivou tou rveupova ave§aptnta arno to karnviopa [101],
[144], xaBwg wat: 1 pOAuvorn g ATROOEAlPAG, IPOUTIAPXOoUoeg Iab1oelg IOV TIVEUROVRV
(pupatioon 1 1veupovia), vwndég 6ooelg axktvoPfolriag kabwg kat 1n €kBeon oe Plopnxavika 1
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XNUIKA Kapkivoyova (aofeotog, rmupitio, apoévio, IMOAUKUKAIKOL apopatikoi udpoyovavOpaxreg)

[17], [149], [145], [89].

2.3. EIIBIQZH KAI ONHZIMOTHTA

H emfioon tov aocbevov mou diaytyvoorovial pe KAPKivOo TOU IveUHOovVA ITAPAPEVEL PTROXI)
MAyKOOoPing, pe v S-etr) ermPinon va xkupaivetat petasu 6 -14% otoug dvdpeg kat 7 — 18% oug
yuvaikeg. 'Evag ard toug Adyoug yia 1o Xapndo mocooto ermPinong sivatr ot n diayveorn yiverat

otav 1 vooog PBpioketatl oe ipoxwpnuevo otadio [127], [147].

Evag dAAog miBavog Adyog yia v kakn emPioon petadl tov acfevov pe KapKivo tou mveupova
etvatl n enidpaon tou KaAmvioparog Kat 1o yeyovog Ott To Karviopa cuvdeetal pe ouvodd voonpata
onwg ol kapdlayyelakeg rabrjoelg 1 n Xpovia Aro@PAKTiKL) rveupovortdBeia [125], [151]. Emiong,
unidpxouv Karmoteg evdeifelg Ot 1 mpornyoupevn) 1] I VUV XPI)ON] KAIvoU HEIWVEL TV
aroteAsopatkotta g axktvobepareiag 1 g Xnpeobepaneiag onv avupetomor tou [153],

[121].

H empioon otov kapkivo tou mveupova eival yevikd, 0Xt OP®G IAVIOTE, KAAUTEPD 0TS yuvaikeg
Kat oe vedtepoug aobeveig [19], [154]. Av katl ot akpiPeig pnxaviopoi yua mbaveg dragopég otnv
empPioon avdloya pe 1t @UAO KAt v nAwkia napapévouv aocageilg, 1mbaveg efnyrjoelg
niepltdapfavouv tig dragopég otn Broloyia tou dykou 1mou oxetifetal pe to @UAO Kal/1) oppovikoug
napayovieg [107], [28]. Karoilot oxXoAlaotég €xouv Ipoteivel Ot orolodr)rote ITAgoveKtrjpata
ermPinong petadl v veotepmv aoBevev e KapKivo ToU Iveuplova PItopel va ogeidoviatl otnv o

ermbeukr) Beparieia g OXEON e AUV ITOU Xopnyeitat otoug aocBeveig peyadutepng nAkiag [29].

[Tap’ 6Ao rou 1 emPBinon v acdevev pe KapKivo Tou rmveupova exel 8eifel pia pikprn) Pedtioon tg
teAeutaieg 2-3 Oekaetieg, e§arkoAoubel va mapapével @Ioxn [67], [26]. Qotdoo, avapéverat ou 1
XPIL)01 VEOTEP®V XINUEI00EPATIEVTIKGOV KAl BloA0YIK®OV ITapayoviov oe ouvduaopd pe ) Peldtioon
otV Katavonon tg Prodoyiag tou Kapkivou tou mveupova, Ba Ponbroet td6oo oy ermPinon 6co

KAl oty mootnta g {0rg avtev tov acdevav pe oto dpeco péAdov [96].

Zupgova pe arnotedéopata MIPOoEAT®V HeydA®V PeAetdv @aivetat OTl Ol YUn KAITVIOTEG IToU
avarntuooouv KApKivo Tou mveupova £€Xouv KAAUTeEPI NMPOYVAOI] O OXEOI HE TOUG KATVIOTEG, €AV

23



AneBouv unodyn kat aAdot apdyovieg ONOG dHNPOYPAPIKA XAPAKINPLOTIKA KAl OUVUITAPXOUCES
nabnoeig [111]. Autr) n Sagopd oty emPinon tou KAPKivou Tou Iveupova Petadl KAarviotov Kat
PN-Kanviotov Katd rdoa mbavotnta aviavakAd pla Sia@opetiky) Blodoyikn oupreptpopd otnv
Kapkivoyéveon (rmbava oav arotéleopa OPipev HPetaddde®v, avoooKATAOTOANG 1) 08e1dmTIK®OV
BAafwv OV 10TOV) TOU KApPKiVOU ITOU OXeTifetal pe to KAmviopa oe oxE€orn pe AAAeg Pop@eg

Kapkivou tou niveupova [125].

Eivat xown napadoxr) ott oxedov 0Aotl o1 aoBeveig 1Tou SlaylyvHoKovtal ple KapKivo Ttou rmveupova
nieBaivouv amo ) vooo toug. Opwg mepimou 20-40% twv acBevov mmou €xouv Siayveobel pe
npepo otddilo g vooou nebaivouv amo ddAeg attieg [45]. Zuxvotepeg eivat, 1 otepaviaia vooog 1)
TO AYYElaKO eYKEPAAKO ereloodlo [12]. Zinv Auotpaldia ot Odvatot acBevov pe KapkKivo tou
nveupova eiXav nave aro teooepls @opeg rmbavotnta va ouvdééoviatl pe dAAn attia [10] eve otg
HIIA ot aoBeveig pe kapkivo tou mveupova rou rébatvav arno daAda aitia frav Kuping avdépeg kat

pdAlota peyadutepng nAwiag [97].

Ao ta ortowxeia g EE kat B. Apepikrig @aivetal ot ot deikteg Ovnotpointag £xouv pe1nbdel otoug
avdpeg KAT® TV 65 TV, eve, £ite €Xouv @OAoel os plateau 1] €XoUv APXIOEL va HEIDVOVIAL OTOUG
nieploootepo NAkiwpévoug avdpeg [24], [139]. H Bvnowounta oug yuvaikeg yevika au{nbnke oe
0Aeg 11§ nAkieg ownv Euponn, aAAd otaBeporor)Onke 1) apxifel va peldvetal otlg yuvaikeg KAT®
v 65 etwv oto Hveopévo Baoilesio, v IpAavdia, tov Kavada kat tig HITA. Emiong, evBappuviikeg
etval raroieg ripoo@ateg evdeifelg rmou deixvouv ot o1 deikteg Bvnoottag mbavotata apxifouv

va pelpvovial otg vedtepeg yuvaireg (20-44 etav) oe pepikég Evuponaireg xmpeg [21].

2.4. GEMATA IIOY EITHPEAZOYN TO MEAAONTIKO AIEGNEZ
$OPTIO TOY KAPKINOY IINEYMONA

[Mapd 11§ MIETIKEG 1] 0TABePOTIONTIKEG TAOEIG OTOV KAPKIVO TOU MVEURIOVA O HEPIKEG XWPES, Ol
e1d1kol rpofAérouv 0Tl 0 OUYKEKPIIEVOG KapKivog Ba ouvexioel va eival 1 Kupla attia Oavdatou oe
OA0 TOV KOO0 010 IMPOooeXEG PEAAOV oav ouverela g yrpavong tou rminbuopou. Exupatatl ot €wg
10 2030 o rapkivog tou rveupova Ba arotedel v 6n attia Bavdatou aro v 9n Ofon 1ou

Bpioketat twpa [102]. H otpoer) ripog eva peyadutepo aplfpd KpoUopdi®v KAapKivou Tou rmveupova
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oug avarrtuooopeveg xopeg Oa ouvexioel va tapatnpeitat [18]. Motevetatl 6t ewg to 2025, 10 85%
TOV MAYKOOP1OV Karnviotov Oa {ouv o AlyOTepo AVEITTUYHEVEG XWPES KAl £¢wg To 2030 avapéverat
ot riepirou 1o 70% OAwv 1wV Bavatev rmou oxetifovial pe 1o kKanviopa (oupneptAapfavopévey Kat
TOU KApKivou tou mveupova) Oa cupfaivouv otlg MIOXOTEPES KAl pecaiou €10001patog Xopeg,
OuUyKpwopevo pe 1o woxuov 50% [20] , [159]. To kanviouko poviedo g Kivag eivat rmbavo va
EMNPEAOEL TO ITAYKOOU1O (POPTI0 KAPKivou tou rveupova ota ernopeva 10-20 étn. H Kiva orjpepa
Katavadevel o 1/3 1wv toydpev 1mou mapdyovialt naykoopieng [164], Aoye TOU TEpdoTIOU
mAnOuopoU g KAl g UPNALG ouxvotntag tou karnviopatog otoug Kivéfoug avdpeg (67%) [20]. Ot
deikteg Ovnowpomtag avavovial kat ota 6Uo @UAQ, oe OAeg TG NAikieg, Kal ot IMOAN Kat otov
aypouko rmAnBuopo. Av ouvexioBei autd to poviédo, npoPAénetal pla padikr) auvénon tov Bavatwv
nou oxetifovtal pe 1o karnviopa oty Kiva. H eminmtowon tou kanviopatog otoug véoug avBpwrioug
artotedei akopn éva rmaykoopto rpoBAnpa kat e181kotepa 1 auSnpévi Xprjon napayOyev KAarrvou
ota véa Kopitola og 1toAAEg xwpeg [152]. H American Cancer Society avagépet 611 oxedov 100.000
nada kat €gpnPor eBifoviatl kabnpepivd otov karvo rnaykoopia [20] kat dnpooteupéva otoxeia
artd 1o Global Youth Tobacco Survey 6eixvouv ot nepinou €vag (1) otoug €81 (6) (17%) pabntég
oxolAeiou petagu 13-15 etwv €xel karvioel totyapo Kat/r) aAda napayoya karrvou [160]. Autd ta
B¢pata unoypappifouv v auinuevn avdaykn yia €Aeyxo g XP1jong ToU KArmvou oav pia
nipoortabeila va reploptobel n naykoopa e§AMA®On Tou KapkKivou tou rveupova [22], eidikotepa
otlg Alyotepo avermtuypeveg xopeg. Ta mpoypdappata €A&yXou TOU KAITVOU €XOUV arodexBOet
Xprjola otV €AdTIOorn Tou Kamviopatog oe Xwpeg onwg ot HITA kat n Auotpaldia, av kat
avadnrouviat véa yia avlpeIloug HE KOIWVMVIKO-OIKOVOMIKA IpofAnpata Kat MayiopEveg
avtlAnyyetg. H TTOY mpoogata e§Edwoe 11ia avagopd 1mou rpownbei £§1 oTpATYIKEG AVIIKAITVIOTIKLG
ekotpateiag [162]. Autég eivali, o €AeyXog NG XPI)ONG KAIVOU KAl ITPOANITIIKEG ITOAITIKEG,
npootacia tv avhparnwv arod tov KArvo Tou Ttolydpou, Ipoo@opd Porfeiag yia diaxkorr) tou
ranviopatog, npoetdortoinon ywa Toug KivdUVOug TOU KAMMVOU, AIldyOpeuor) otn Slagrpon,

nipowBnorn, xopnyieg Kat audnorn v eOp®V OTo KATvO.

Edm Ba mpemetl va ripootebei 1) véa otadioroinon tou MMKII yiati mapakdte plddg yia otddia
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2.5. TTAAIONOIHTZH TOY MH-MIKPOKYTTAPIKOY KAPKINOY TOY
IINEYMONA (MMKII)

H axpiprig otadioroinon tou Kapkivou tou rveUupova eival arapait)tn yla To oxedlaopo g
Oeparnieiag kar arodedetypéva eivatr évag ImoAU onpavukog rnapdyoviag nipoyveong. Ipdypart,
Katd v apXikn aflodoynorn twv acbevev pe KapkKivo tou rveupova, 1o otadlo g vOooou Kat o
10TOAOY1KOG TUIoG eivat ot Vo arapaitntot mapdyovieg mou xpesiadovial yia 1o oxedlaopo g
Bepanciag. EruutAéov, n akpiPr)g a§loAdynorn g yeVIKLG KATAOTAoNS KAl 1] 0a@ng KAtaypaQr| g

OUV-voOo1pOTNTAg £ivatl {OTIKING onpaociag.

H ¢B8opn (7t edition) TNM (péyeBog dykou, Aeppadéveg, petaotaon) taivopnon yia tov KapKivo
ToUu mvevpova Baoifetal mAéov oty mpoogatn avabempnon rou éxet 110n dnpooteutel amo v
Aebvr) Evaoon kata tou Kapkivou (Internation Union Against Cancer) kat v APEPIKAVIKI
Eritporn ya oV Kapxkivo (American Joint Committee on Cancer),

(htt p: // www. cancer st agi ng. or g/ st agi ng/ posters/|ung8. 5x11. pdf) .
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Ewova 5. Lung Cancer Staging (AJCC, TNM staging, 7th Edition)

Definitions

Primary Tumor (T)

TX

T0
Tis
T1

Ta
Tib

T2

T2a

T2b

Primary tumor cannot be assessed, or tumor
proven by the presence of malignant cells

in sputum or bronchial washings but not
visualized by imaging or bronchoscopy

No evidence of primary tumor

Carcinoma in situ

Tumor 3 cm or less in greatest dimension,
surrounded by lung or visceral pleura,
without bronchoscopic evidence of invasion
more proximal than the lobar bronchus

{for example, not in the main bronchus)'

Tumor 2 cm or less in greatest dimension

Tumor more than 2 am but 3 cm
or less in greatest dimension

Tumor more than 3 am but 7 cm or less or
tumor with any of the following features (T2
tumors with these features are classified T2a
if 5 am or less): involves main bronchus, 2 cm
or more distal to the carina; invades visceral
pleura (PL1 or PL2); assodiated with atelectasis
or obstructive pneumonitis that extends to the
hilar region but does not involve the entire lung
Tumor more than 3 am but 5 cm

or less in greatest dimension

Tumor more than 5 am but 7 cm
or less in greatest dimension

T3 Tumor more than 7 cm or one that directly
invades any of the following: parietal
pleural (PL3), chest wall {including superior
sulcus tumors), diaphragm, phrenic nerve,
mediastinal pleura, parietal pericardium; or
tumorin the main bronchus less than 2 am
distal to the carina’ but without involvement
of the carina; or associated atelectasis or
obstructive pneumonitis of the entire lung or
separate tumor nodule(s) in the same lobe

T4 Tumor of any size that invades any of the
following: mediastinum, heart, great vessels,

trachea, recurrent laryngeal nerve, esophagus,

vertebral body, carina, separate tumor
nodule{s) in a different ipsilateral lobe

Distant Metastasis (M)

MO No distant metastasis
M1 Distant metastasis

M1a Separate tumor nodule(s) in a contralateral

lobe, tumor with pleural nodules or
malignant pleural {or pericardial) effusion?

M1b Distant metastasis (in extrathoracic organs)

Stage 1A

Stage IB
Stage A

Stage IIB

Stage A

Stage lIB

Stage IV

Notes

1 The uncommen superficial spreading temor of any size with its
invasive component limited to the bronchial weall, which may extend
proximally to the main bronchus, & abo dassified as Tla.

2 Wiost pleural (and pevicardial) effusions with lung cancer are due to tumor.
In a few patients, however, multiple cytopathologic examinations of pleural
(pericardial} fluid are negative for tumor, and the fluid i nonbleody and &
not an exudate. Where these elements and dinical judgment dictate that
the effusion k not related to the tumor, the effusion should be exchuded
as astaging element and the patient shoukd be classified as MO,

Financial support for AJCC 7th Edition Staging Posters
provided by the American Cancer Society
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Ewova 6. Lung Cancer Staging (AJCC, TNM staging, 7th Edition)

BNEKCL 2008

T MBKCE 2005

Supraclavicular zone

€5 1 Low cervical, supraciavicular,
and sternal noich nodes

SBuperior Hodiazgtingl Nodes

Upper zone
€2 2R Upper Paratracheal {right)
28 Upper Paratracheal {left}

Q 3a Pre-vascular

0 3p Retrotracheal

4R Lower Paratracheal (right)
@ 4L Lower Paratrachseal {lefi)

Bortic Nodos

AP zone
’ 5 Subaortic

{3 6 Para-aortic {ascending
aorta or phrenic)

nferior Medizstina! HBodes

Subcarinal zone
() 7 Subcarinal

Lower zone
8 Paraesophageal
(below carina}
o Pulmonary ligament
¥, Bodes
Hitar/interlobar zone

3 10 Hilar
% 14 Interlobar

Peripheral zone
12 Lobar
413 Segmental
O 14 Subsegmental

American
Cancer

Financial support for AJCC 7th Edition Staging Postars
provided by the American Cancer Society

Regional Lymph Nodes {(N)

NX Regional lymph nodes
cannot be assessed

NO@ No regional lymph
node metastases

N1 Metastasis in ipsilateral
peribronchial and/or
ipsilateral hilar [ymph nodes
and intrapulmonary nodes,
induding involvement
by direct extension

N2 Metastasis in ipsilateral
mediastinal and/or
subcarinal lymph node(s)

N3 Metastasis in contralateral
mediastinal, contralateral
hilar, ipsilateral or
contralateral scalene, or
supracavicular lymph node(s)

ILLUSTRATION

The IASLC lymph node map shown
with the proposed amalgamation
of lymph into zones.

{© Memorial Sloan-Kettering
Cancer Center, 2009.)
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2.6. ANTIMETQIIIZH TOY MH-MIKPOKYTTAPIKOY KAPKINOY TOY
IINEYMONA (MMKII)

H Bepaneia yia tov Kapkivo tou nvetpova neptAapfAavel ) Xe1poupyiky a@aipeon ToU KAPKivou,
m xnpetoBeparnieia Katr v axkuvoBeparieia, Kabwg Kat ouvduaopod aAutdv TV OepaIeuTikOV
nipooeyyioewv. H amogaon oxetukd pe 1o rowa Ogpareia eivar katdAAnAn ywa kdBe aoBevr) Ba
nipertiel va AapPaveratr pe Pdaon ) 6¢on kKat v €Ktaorn TOU OYKOU, KAB®MG KAl TI] OUVOALKI)

Kataotaon g uvyeiag tou aoBevn ( ITivakag 3).

H xeipoupyirn) e§aipeon arotedei ) Ogpaneia exkAoyng yia oAoug toug acBevelg pe MMKII
otadiou I kat II, 6nAadr) ot aoBeveig xwpig evdeifelg vooou oto peocobwpdkio 1 pe du)Onorn tormka.
O polog g Xelpoupyikrg erépfaong yia ) vooo otadiou III eivar apgideyopevog. Ot aobeveig pe
AT pn e§atpeopdtnta tou npetortaboug oykou (T4NO0) éxouv oAU KAAUtepn MPOYV®OOI] O OXEOT)
pe ekelvoug otoug ormoioug 11 vooog €xel e§armAmBei oto avtibeto pecoBwpdkio 1] OTtOUg
urnotporndikoug  Asppadéveg (N2), yeyovog mou urmodelkvuel OTl I €§AMMA®OrN TEPAV  TOU
npwtortaboug Oykou ouvdéetal pe Kakr npoyveor. Ot acBeveig pe dykoug otadiou IIIB 1) IV dev
etval oxedov mote xepoupyrjowpot. Eival onpavuxo va onpelndei 611 av kat évag 0ykog priopei va
elval avatopikd KatdAAnlog yla XEIPOUPYIKI) €§aipeor), €v TOUTOIS 1] XEIPOUPYIKI) ernépfaon
propet va pnv npaypatortoinBei av 1o dtopo €xel kat aAdeg rtabnoeig ornwg ooPfaprn kapdionabeia

1] TIVEUpovortdfeta.

H aktwvoBepancia xoprnyeital og Beparneutike) aywyr), iapnyopnuky Oepareia (pe xapndodtepeg
000e1g axtvoPoAiag amd oOu pe Ogpameutiki) aywyr)), I ©§ OUpMAnpopatkr Ogpareia oe
ouvduaopo pe Xelpoupyikr) enepfaon 1) xnpetoBeparieia. Mropei va 600ei edv 1o atopo apveitat
T XEPOUPYIKD) erepfaot, edv o Oykog €xel e§anmAmbei oe meploxég OnwG ot Agppadeveg 1) otnv
paxeia KAO1OTOVIAG £101 T XEPOUPYIKY) ertepfBaon aduvarn, 1) 6tav 1o ATOPo NACXel Kl artd dAAeg
naBbr)oe1g avaoTtaATikEG yia 1o Xelpoupyeio onwg avapeépbnke nmapandve. evikd n akuvoBeparieia
OUPPIKVOVEL £vav OYKO 1] Ieplopifel v avartudn tou otav xopnyeitat ®g povobepareia. Qotdoo,
urnapxet €va rnooooto acBevev, 10-15%, to omoio odnyeital oe parpoxXpovia UQeoT] KAl OUVINPNOT)

g VOoouU.

29



Ye aoBeveig pe MMKII otadiou I kat I, n xoprynon povo aktivoBeparieiag ermAgyetal e@Ooov 1)

XEPOUPYIKL apaipeon 6ev elval eQIKTL), IT1.X. O€ IEPUTIVOELS UITAPSNS OUVOSOV VOO |PATOV.

Mropet 1 axktvoBeparnieia va pnv €xel toug Kivduvoug rou diabétel éva peydadlo Xxelpoupyeio,
®wotooo eivatr duvatdv va rpoxadéoel duodpeoteg IapevePyeleg oupreplAapfavopevng g

Koupaong Kat mg EAAetyng evépyelag.

H xnpeoBepancia ava@eépetal ot Xoprynon @APHAK®V IOU OTtapatouv v avartuln tov
KAPKIVIKOV KUTIAPp®V eite mpokalwvtag 1o Bdvato toug eite armotpénoviag tn Swaipeor) toug. H
EIMKOUPIKI] XnpueloBeparieia xopnyeitatl oe aobeveig mpopev otadiev (and IB eng IIIA) petd ano
XelPoupylkr edaipeorn. Qotdoo, 1o 70% twv acBevav ep@avifovial pe TOImKA MPOX®PNHEVO 1)
HETAOTATIKO KAPKiVO TOU Iveupova Katd 1 diayveor] toug. H xnpuetoBeparneia eival suepyetikn

TMIPOO@EPOVIAG OTPLAVTIKY] AvaKoU@1oT] 0’ autoug Toug aoBeveig.

Av kai n xnpeoBeparnieia eival iowg 1 PoOv OepareuTiKe] MPOOLYy1on yia IToAAoug aoBeveig pe

Kapkivo TtoU T1veUpova, &v  ToUTOlg UIMAPXel 11 aiobnon oOu 1 Xpron 0V KAACOIK®OV
XN PE00EPATIEUTIKGOV TIAPAYOVIQV €Xel @tdoel oe €va plateau. H odogéva aufavopevn katavonor
g PlroAoylag Tou KapKivou €xel arokaAuyetl MoAAEg duvatotnteg OepAreUTIKOV OTPATYIOV OTIg
ortoleg ouprneplAapfavovial, ta POVOIIATIA AYYEIOYEVEONG KAl I OTOXEUOI] TOU AVACTIOALd TNG

Tupoovikng Kivaong EGFR kat dAAeov onpdtov petayoyns.

IIivakag 3. Treatment Recommendations of NSCLC (Author Winston W Tan, Mayo Clinic)
STAGE STANDARD MANAGEMENT RECOMMENDATIONS
Adjuvant Therapy
Stage Ia-Is Surgical resection (Chemotherapy/Radiation or
combination of the two)
Stage Ila Surgical resection Adjuvant Chemotherapy
Radiation therapy (primary or adjuvant)
Stage IIs Surgical resection Adjuvant Chemotherapy
Chemo-radiotherapy Neoadjuvant Therapy
Stage IIla Surgical resection in selected (Chemotherapy/Radiation)
patients To downstage primary tumor
Stage IIIs Chemo-radiotherapy Neoadjuvant Therapy
(Chemotherapy/Radiation)
To downstage primary tumor
Chemotherapy
Stage IlIs(wet) - IV Radiation (palliative)
Surgical resection (palliative)
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2.6.1. ZUVIONN 10TOPLKI) avadpopn

To 1948 1o mep1odiko “Cancer” dnpooicuoe eva apBpo pe titho “The use of nitrogen mustards in
the palliative treatment of carcinoma (with particular reference to bronchogenic carcinoma”
[83]. Autr) fjtav n mpwtn avag@opd otn Xnpetobeparieia yia tov KAapKivo Tou Iveupiova Kat o KUplog
ouyypapéag Aeyotav David Karnofsky. Auto rfjtav xkat 1o apBpo oto 6rtoto €yive yia Ipatr @opd 1
meplypa®n) g apl®punukeg KAlpakag mou meplypd@el T AETOUPYIKI) KATAOTAOI TOU ATtOHROoU.
Karmototl and toug aoBeveig autou tou apBpou rou w@eAndnkav napnyopnukd, eixav MMKII. Ao
autn) v alotddodn apxr akoAouBnoe ot ocuvéxela eva kevo 40 xpovav oxedov, O1ou 1 TIPO00dog
yua 1 Ogpareia tou MMKII rfrav pwkpr. Ot napdayovieg “mpotng yevidg” (pebotpeddrn,
KUKAo@oo@apidn, Pwvkplotivny kat dofopouPikivn) dev eixav kapia Spdon orov MMKII (rapd to
YEYOVOG OTL XPIOTPoro)0nKav eUPEWG OT0 PIKPOKUTIAPIKO KAPKiIVO Tou IveUpova otn dexkaetia
tou 1970 xat 1980). Zta t¢An g dekaetiag tou ‘80 ot mapayovieg “Gevtepng yevidg” (otormAartivi,
wpoopapidn, proptoivry, Pwdeoivn, PwvPAaoctivn, katr erortooidn) dpxioav yla mpwin @opd va
o6ilvouv avukelpevikég avrarnorpioelg. Xt deraetia tou 1990 avamtuxBnke €vag onpaviikog
ap1lBpog vémv eappdkev (rarAttadeédn, doostagedn, yepottafivn, BvopeAfivn kat ipvotekavr) ya
1 Ogpareia 10U PN-PIKPOKUTIAPIKOU KAPKIVOU TOU Itveupova (rapdyovieg “tpitng yeviag”). Autoti
ol mapdyovieg éxouv arodexBel anotedsopatikoi kat ao@aleig kat €éxouv audnoetl tg duvatdtnteg

1oV dtaBéopev emldoywv Beparteiag yla toug aobeveig pe MMKII.

Ta teAevutaia xpovia didpopot véol tapdyovieg Exouv avarkaAu@Bel kat ripooteBei ot Bepareutikn
@PAPETPA YlA TO HI-PIKPOKUTIAPIKO KAPKIVO TOU Iveupova. Autol ot “tétaptng yevidg” rmapdyovieg
(yepuuvipmn, eplotwvipnn, prniefaocifoupdprnr, kpwotviprn) €xouv oxediaotel otoxevuoviag ta
evboKuTIapla ONpatd, TOV KUTIAPIKO ITOAAAITAAo1taopd Kal Td PIOVOITATIA TG AYYEIOYEVEDNG, KAl O
ermAeypévoug aoBeveig éxouv obnyrjoel ot aflodoyeg KAIWVIKEG OAVIATIOKPIOES HeE  €AAX10TN
toikotnta. Autég ot kawvotopeg Bepareieg onpatodotouv pla OepeAd1nddn aAlayr) oto oxedraopod
TOV QAPUAK®V KAl UIOPEl va emnpedoouv Mepattepm 1 Oeparieia 10U MPOoX@PNHPEVOU KAPKIvou

TOU ITveUpovda, EMITPEIIOVIAG O TEPLO0OTEPOUG aobeveig va {ouv KaAUtepa Kl IEPLOCOTEPO.
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2.7. ANTIMETQIIIZH TOY ITPOXQPHMENOY MMKII

O mpoxwpnpévog MMKII mepidapfavet tov petaotatkd (otadio IV) kat tov 1ormkda 1mpoxeppevo
mou dev emdéxetar Oepareia pe oxkoro v iaon (otabo IIBwet 11 Adoye umapéng ouvodwv

nabrjoewv tou aoBevoug).

H &iapeon ermPiowon otov rpoxepnievo kapkivo tou rveupova (otadio I1IB pe mAsuptuikr) ouAdoyr)
1) otddio IV), mou avupetenidetat pe ) BEATION) UTTOOTPIKTIKY aywyr) eivat 4-5 [rveg Pe rmocooto
1-et0Ug emPiwong nepirou 10% [92]. Ltig dexaetieg 70 kat 80, n ouvbuaopévr xnpelobeparneia
(ouvnBwg pe Paon v mAativa) €6wOE TOCOOTA AVIIKEIPHEVIK®OV AVIATIOKPIOE®V NG tasng tou 20-
30%. Qotooo n Oiapeon emPiwon rrav povo 6 €wg 8 prjveg kat edaxiorol acBeveig emPiovav
nieploocotepo arnd eva xpovo. [ToAdég tuxatorounpéveg pedéteg mpoortabaviag va aravirjoouv to
epaTNHIa Katd rooov eivat altddoyo to o0@edog g xXnuetobeparieiag e 10 oUuvennakoAoubo KOOTog
MG ToSIKOTNTAG £€vavilt g BEATIONG UITOOTNPIKUKLG aywyrng, Katéde§av eva pkpod, adda
OTATIOTIKA ONPAVIIKO O@elog otnv ermPiwon yia toug aocbeveig mou Aapfavouv xnuelobeparneia
[134]. AkoAdouBnoav didgopeg peta-avaluoelg Pe otdXo vad Aravirjoouv o’ autd to epotnpa [98],

[142].

To 1995 1n MPWEIOMOPLAKI] PETA-AVAAUOCT ITOU &ylve PBaAClopévi) O ATOPIKA OTOXEld PAKEAQV
acBevov aro 52 tuxaorioinpéveg peAéteg (9000 aobeveig) €6e1§e ot n xelpoupykn eSaipeon
évavilt tou ouvduaopou g pe  xnuewoBeparieia  ermtuyxavel o@edog 5% ota S €, 1
aktvoBeparieia evavtt tou cuvduaopou g pe xnpeloBeparneia ermruyxavel ogelog 4% ota 2 €1
Kal 1 xprjon g xnuetofepareiag oe aobeveig e MPoXPNPIEVO PI-PUIKPOKUTIAPIKO KAPKIVO TOU
mveupova OUYKPLVOPEVH] e 1 PEATion) UMOOTNPIKTIKY ay®yr) erutuyxdaver 27% peiwon tou
Kwduvou Bavatou kat 10% mpaypauxr avdnon ot 1l-eur) emPioon [110]. Ta anoteAéopata rtav
OTATIOTIKA ONPAVIIKA KAl TMPEMEL va onpelbel 0tt autég ol peldeteg meptedapfavav radaiotepa
XNPE00ePATIEUTIKA  OXNPATA KAl KAVEVAV A0 TOUG VEOTEPOUG KAl ITEPLOCOTEPO  EVEPYOUS

napayovieg rmou &ytvav dabéotpiot 1ig endopeveg deraetieg.

H i61a opada, NSCLC Collaborative Group, mpoxmpnoe oe véa peta-avaiuorn neptdapfdavoviag
ermrtAéov dedopeva ano 16 TuXAloIOEVEG PEAETEG TTOU OUVERPIVAV TI) Xnpetobeparteia évavtt g
BéAtiotng vrnootnpiktikng ayeyrg. Ta anotedéopata £€d6e1§av éva otatotika onpaviiko 0@eAog g
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xnpeoBepaneiag (HR:0.77, p<0.0001) rou 10o0duvapel pe pla amodutn avdnon g empPioong
ratd 9% otoug 12 prjveg (ard 20% oe 29%) kat diapeong ermpPioong kata 1,5 prjva (amro 4.5 oe
6.0 pnveg). Ta opéAn rtav napopola oe OAeg 11§ Urno-opdadeg twv aobevav aveapt)wg nikiag,
10ToAoy1KOU TUITOU Kal YeViKLg Katdotaong (PS). Aesv unirpxe Sagopa oty ermPiowon avaloya pe
10 Tt pappara xopnyndnkav (p=0.63) 1) av autd xXopnynbnkav wg povobeparneia 1) oe cuvduaopod

(p=0.40).

Ao pua peta-avdduon [93] mou ouvékplve 1 povoBepareia évavil g ouvduaopévng
xnpeloBeparneiag Bprke 611, EvVe TA MOCOOTA TOV AVIIKEIPEVIKGOV AVIAIIOKPIOE@V Ntav peyadutepa
otoug aoBeveig mou €AaPfav ouvbuaopévn xnueloBeparieia, 1 ouvodikn ermPiwon dev rtav
OTaTIOTIKA onpaviika peyadutepn. EnutAéov, n toikounta rjtav auSnpévi) oto OKEAOG TG
ouvbuaopévng xnpetoBeparieiag. Ao aAldeg, Baociopeveg ot PipAoypapia, peta-avadvoeig [72],
[39] avépepav ot ta dUO @Aappaka nrav reEPLOoOTEPO WEEATIA artd OTl To €va, aAAd ta tpia dev

ntav kaAvutepa v duo.

H xnpetoBepaneia pe Bdon v mAativa arnotedel ) Ogparneia ekAoyng yia toug aobeveig pe
MPOX®PNUEVO HUI-PKPOKUTIAPIKO KAPKIVO TOU Ivelpova, oupgeva pe 1ig 81ebveig 0dnyieg amo to

1997 [30].

Apketeg Tuxalortoinpéveg pedeteg @aong III €dei§av ot n xnpuetobeparneia pe Paon v miativa
Otvel Suapeon ermPinon 8-11 prjveg e mooooto povoetoug Kat dietoug erPinong 30-40% xat 10-
20% avtiotoxa [49], [15], [99], [124], [135] , ev®d o1 ouykpioelg petalu Ha@op®v MAATIVOUXGV
ouvduaopev KatéAniav ot 0Aa ta oxXnpata £€Xouv ouykpiolun KAwvikn dpaoctnpotta [131], [133],
[84], [49]. Metd Vv ep@avion eV rapayoviov 308 yevidg (maxkAttageédn, dooetadédn, yepottaprive,
BvopeApmivn kat 1pwvotekdavr)) og HPACTIKOV PAPHAK®V £vavil TOU HI-PIKPOKUTIAPIKO KAPKiVo
tou T1vevupova otadiou IIIB/IV, 10AAég tuxatoroupéveg pedéteg oxedlaotnkav ©OTE  vad
ouykpivouv, eite TOUg VEOUgG Tapdyovieg ®g povoBepareia évavit ocuvbuaopou mAativag pe
naAaotepa @APPAKA, £ite TOUG VEOUG TIapdayovieg ®G povobeparieia evavit ouvbuaopou Vvéou
napdayovia pe miativa, eite ouvduaopoug g miativag pe véo €vavu malalotepo rnapdyovia, eite
ouvduaop o mAativag pe véo rapayovia £vavit ouviuaopo aut®v IOV Iapayoviav [27]. Ze yevikeg

ypappég, ol pedéteg auteg avedei§av 100dUvapin armoteAeopatikoIa e KAT®OG H1a@opoItoloUeEvo
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npo@id toSikOINTag [27]. ErmmAéov, ta tedeutaia Xpovia UMAPXOUV APKETEG MEAETEG ITOU
ouykpivouv un-mlativouxa oxnpata pe miatvouxa [60], [87] kat éxouv Heifel 1006Uvapn
AMOTEAEOPATIKOTNTA KAl Otd §U0 OKEAN XWPig va urapxouv 81a@opeg ot S1apKela aviartokplong,
oto 8idpeoco draotnpa €mg v urotport) Kat oty empPinon. Opeg ot aobeveig rmou ¢Aafav to pn-

mAativouxo ouvduaopo eixav Ayoteprn altpatoAoyikr| to§ikotta.

Autd odrjynoe to ASCO oto va avaPfabpioet g kateuBuvir)pileg 00nyieg TOU Yl TV AVTIPETOITOL
tou MMKII kdvovtag amodextr) ) Xprjon PN-AATvouxXev ouviudopoVv O VAAAAKTIKI] €IMAOYT
ya ) xnpeoBepareia mpatng ypappng otav unapxouv avievdeielg xoprynong miativag [117],

9]

Apketég peta-avallyoelg IpaypatornofnKav yia va ouykpivouv v anoteAeopatkotta Kat v
todkotta g XnuewoBeparieiag pe Bdon n oxt v mAativa oe aobeveig pe MpoxXwprpévo pn-
HPKPOKUTIAPIKO KAPKivo Tou mveupova. Mia peta-avaluorn €86e18e 0Tl 11 OUVOAIKY] aviartdokplon Kat
n evog-€toug ermPinon nrav vPniotepeg ot Oepaneia pe Bdon v miativa [37]. Qotooco, otav
e€alpednkav o1 povobepareieg kat ot mAativouxol cuvduaopol ouykpiBnkav pe 308 yeviag
ouvduaopoug povo, dev Ppebnke kapia otatiouka onpavikn diagopda oty emifinon [37]. Mia
AAAn peta-avdaduon pedetwv @aong III, ouvékpive 315 yevidg TAATIVOUXOUG €vavtl PN-TIAATIVOUX®V
ouUVOUAOP®V OTOV TIPOXMPNPEVO HPI-HIKPOKUTIAPIKO KAPKivVo Tou rveupova, £6e1§e 0t ol aoBeveig
mou €Aafav Oeparneia pe Baon v miativa sixav xapnAotepo Kivouvo va pnv aviartokplBouv otn
XnpeloBeparieia, OTATIONIKA ONPAVIIKE] HEI®Oon Tou Kivduvou Bavdatou kat arodektd ermireda

toikotag [119].

Ad@opeg pedéteg diepelvioav T CUVIOHOTEPT] £VAVIL TG PAKPOXPOVIG XOPIYNONG IMAATIVOUX®V
Bepaneidv otnv 10 ypappn [140], [155]. Ta otowxeia arod téooeplg pedereg unootnpifouv
Oudpkela Oepaneiag 3-4 wKUKAwV KaB’ o6t peyaldutepng Owapkelag Bepameieg dev obryynoav oe
BeAtiowon g ouvoldikrg emPinong 1 g rowottag {wrg. Ta amotedéopata amnd toug Barata et al
[11] urootnpifouv 1 ouvéxion g Oepareiag €wg toug €81 KUKAoug dedopévou OTl U pPXE
BeAtiowon o Sidpeon ermPinon xwpig avénpévn to§ikotnta. H andAuty Bedtioon oy emPioon (S
PI1VeEG) 1NTavV OTATIOTIKA ONMPAVIIKI] KAl peyadutepn aro 1 dtagopd 1mou rapatnpndnke pe v

nPooB1KI TPITOU OTOXEUOPEVOU Tapdyovia ot Tpoo@ateg pedéteg gaong III [128], [118]. Mia
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peta-avaduon [141], Baoopévn ot PipAloypagia OAwv TV pedetdv mou agopouv ot diapkela
g XnpeoBeparneiag £de1le ot 1 apatetapévn xXopnynon xnpetobepareiag PeAtiwvel ovotaotika
1o PFS (HR:0.75, p<0.00001) kat apketa 1 ouvoldikn ermPioon (HR:0.92, p=0.03). AvaAuon uro-
opadev €de1§e o611 1o arotédeopa oo PEFS pe ta oxnjpata tpitng yevidg OUYKPLIKA pPe td
nadaotepa  oxnpata, 1nrav  oxupotepo (p=0.003). Qotéco 1 TAPATETAPEVI]  XOPIYNOY)
xnpueoBeparieiag ouvodeutnke arod aunpévy ToSIKOTNTA KAl OUVEN®G Oev €iXe aArotéAecpa otn

BeAtioon g mootntag {wrg.

AveSapmta arno 1t €idog mou Ba Ho0Oei ot Bepareia mpatng ypapprng, ot acbeveig tedikd Oa
UITOTPOITIA00UV Katd PEco opo 3 — 6 prveg petd v évapén wmg. H Siabeopointa vemv dpactirav
oxnpdtev oty XnpetoBeparieiag mpwtng ypappng ®Onoe rmoAloug epeuvnieég va OKEQPTOUV 11
xXoprjynon deutepng ypapprg xnuetoBeparieia oe aoBeveig pe mMPOX®PNHEEVO PI-HIKPOKUTIAPIKO
KApKivo TOU ItveUpovd, A@OU €va ONHAVIIKO ITOCO0TO AItd autoug eival o€ ITOAU KAAr] YEVIKI)
Katdotaon Katd 1) @aon tng uvrnotpori)g. Ol mpoteg HeA€teg ITOU XPNotporoinoav toug veoug
napayovieg, eite @G povobepaneia [14], [48] eite oe ouvbuaopo [46], [75], £de§av onpavuxkr)
dpaouxkonta oe 1poBepareupevoug aobeveig He IPOXWPNHEVO HUN-PIKPOKUTIAPIKO KAPKIVO TOU
niveupova. Qotd00, 01 TIEPIO0OTEPEG AIT’ AUTEG TIS PEALTEG TTaV PIKPEG, KAl APKETEG Bev aveépepav
AemTIOpEPEIlEG OXETIKA HE TV IIporyoUupevn Bepareia KAl 1ta XAPAKINPOTIKA TV aoBevov.
ErmutAéov, rap’ 0Ao 1ou oe OAeg AUTEG TIG PEAETEG AVAPEPOVIAL ITTOCOOTA AVIATIOKPL0NG ITOAU Aiyeg
napexouv dedopéva dapecwv ermPlOoe®v 11 TOCO0TA PovoeToug ermPinwong, arnoxkAgioviag €10t v

e€aynyr) acQalmv cCUPIEPACPATOV Yyia To poAo 1 tnv afia g 21 ypapprg Xnpetobeparneia.

H &ooetadédn, n nepetpedidn kat n Eplotvipnn eival ot mapdyovieg rou €xouv eykp1Bei yia xprion
o xXnpeloBepaneia devUtepng ypappng pe Paon ta aroteAéopard TUXAlOTOUPEVEV HEAETWV
pdong III. O mpwtog mapdyoviag rmou Soxkipdotnke oe tuxatoroinpéveg @dong III pedéteg oe
nipoBeparteupévoug aoBeveigc pe MMKII nrav n doostalédn. Oa mperel va onpeiwbel ot to
HEYAAUTEPO HEPOS TOV ACHEVOV TIOU eviaXOnkav otlg HEAELTEG AUTEG e€ixav AdPel otnv mpoin
ypappr xnpetoBeparnieia pe faon v miativa. Ot pedéteg auvtég €d6ei§av capng ot n Bepareia 2ns
ypapprg pe dooetalédn Mmpoo@Epel OTATIOTIKA ONPAVIIKO O@eA0G OtV audnorn tng HOVO-£T0UG

ermPinong Kat g ouvoAlkrg ermfiwong €vavit g PEATIONG UMOOINPIKIIKIS AYDYNG 1] NG
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povoBepaneiag pe Prvopedpfivn 1) wpoopapidn [137], [47]. X ouvexewa, 1 mneperpedidn
ouykrpiOnke pe ) dooetadédn [69]. Ta amotedéopata nrav ouykpioa 6cov agopd v ermpPinon

adAd pe onpavukd KaAutepo mpo@id to§ikotntag.

H eplotwvipmn éxel eyrp1Bel wg Beparneia deutepng rat tpitng ypappng kat n dpdon g eotiadetat
MEPLOCOTEPO OTOUG HI-KATIVIOTEG, OTOUG ortoioug dirmdaoctalel to xpovo Oiapeong ermPioong oe

ox£or pe 1) BéAtiot unootnpikuke ayeyn [138].

2.8. O POAOZ THX I'ONIAIAKHX TAYTOTHTAZ

H xAaocoikn xnpetoBeparieia €xel armodederypévn) anotedeopatikotta oe aoBeveig 1€ KapKivo Tou
niveupova. Qotooo, dev @aivetrat va o@edel e§icou toug aoBeveig pPe TOMIKA TIPOX@PNHEVY] 1)
petaotatikny voco. H yvoon g Prodoyiag 1tou KApKivou ToUu IveUlpova Kdl TeV d1a@opav
«HOVOTIATI®V» ITOU EVEPYOITOLOUVIAL AIT0 POPla «KAEO1d» KATA TV KAPKIVOYEVEDT], 081ynoe otn
dratuniwon g urodeong ot Beparteieg ot oroieg otoxXeUouv ta Blrodoyikd autd popla propei va
Bonbricouv oV KatarnoAépnon tou Kapkivou tou rveupova. 'Etot, yivetatl nmpoorndaBsia ermdoyng
ToU KatdAAndou Oegparnevtikoy oxnpatog Aapfdavoviag umoyw 1 yovidlakn tautdtnia TV
aoBevav, agou mponynBei avdduon totodoyikou delypatog mou exetl AngOei ard tov dyko. O
Blodoyikég Oepareieg kateubBuvoviatr o e181KOUG OTOXOUG OTa KAPKIVIKA KUTIAPd, AQIVOVIAG
AVENNPEEAOTA TA (QUOLOAOYIKA KUTtapd Tou opyaviopou. Kat’ auto tov tpomo 1 Ogpareia yiverat
MEPLOOOTEPO OUYKEKPIEVT], To €181Kr] Kat Atydtepo todikr). Ta Proloyikd @dppaka rmou €xouv
Oeilel arotedeopanikounIa OTOV KAPKiVO TOU TIveUpova evidooovidl OtV  Katnyopia tov
AVIAy®VIoI®V ToU Urtodoxea tou ermdeppikou audnukou napdyovia (EGFR) kat tov povorAovikwv

AVIIOOPATOV TTOU £X0UV ®G OTOXO0 TOV ayyelako evooBnAiako auinuko napayovia (VEGF).

EGFR (Epidermal Growth Factor Receptor): Amotedei tov mpwto umodoxéa au§nuxou
rapdyovia Iou MPotddnKe ®g OTOX0G AVIIKAPKIVIKYG Ogpareiag. O urodoxéag tou ermdeppikou
auvénukou napayovia EGFR @wogopuliovetal oe B¢oeig tupooivng, érnetta amo 1mmpoodeorn twv
ouvdéopwv. Evepyorotei ta povortatia RAS-RAF-MER-MAPK kat PI3K-AKt, ta omoia rpodyouv 1
petaypa@r] Kat Impowbnorn Tou KUTtaplkoU KUKAOU KaBog Kal v emPiowon KAl aroQuyr)

andrmewong. Ot aviayeviotég tou EGFR eivat ot avaotoleig g tupoowvikng Kwvaong tou EGFR
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(Erlotinib kat Gefitinib) kat ta povoxkAwvika avuoopata anti-EGFR (Cetuximab, Panitumumab).
O pnxaviopog dpaong toug givat o6t ouvdéoviatl otov EGFR kat gpnodifouv tov nmoAdarnAaoctaopo,
avantudn, ayyeloyeveor] Kal HPETAOTAOr KAPKIVIKGOV KUTIAP®V AOY® KATAOTOALG ITIPO0OE0NG TRV
ouvdéopwv. Ia to MMKII petaAdagelg, Kuping ota e§ovia 19 & 21 ocuvdéoviar pe audnpévn
avranokpilon kat ermPioon v acbsvev ot Beparieia pe @AppaAKa IOU PIMAOKAPOUV TOUG
urtodoxeig toug, onwg eivat to Erlotinib (Tarceva), to Gefitinib (Iressa) xkat to Cetuximab
(Erbitux). Alwagopeg pedéteg éxouv Oeifer 01t 0o MANBUOPOG TOU wEeAeital MepPloootepo eival

yuvaikeg, pn karnviotpieg, pe adevikou turtou MMKII.

VEGF (Vascular Endothelial Growth Factor): IIpokettatl yia pia npoteivn onpatog Kat arotelet
évav and toug Paoikoug pubulotég NG ayyeloyEveong Katl g ayyelak)g danepatotnrag. Augnpéva
erirteda tou oxerifovial pe QXN 1IPoyveon. To povoxkAemviko aviicopa Bevacizumab (Avastin)
éxel arodexBel 611 oxetifetal pe KaAutepn npoyveor otoug aoBeveig pe MMKII otav xopnyeitat og
Oeparnteia 1ns ypapprg padi pe rilacowkn xnpeofepareia. Exel ©¢ 0OtOX0 1OV AYYELAKO
evboOnAlako aufnukd napdyovia Kat dpa ota evdoBnAlakd KUTtapa TQV aAyyeiav pe anotédeopa
va napeprodidetl v avamntudn VE@V atplo@op®Vv ayyeiov, oote va avakorietal 1 po@odocia tou

OYKOU e aipa Kat Kat’ eréKtaot) 1 audnorn Kal e§arnA®or) tou.

AAAot tapdayovieg ToU PEXPL onpepa £xouv Ppebel ot aifouv onpaviiko poAo oIV aAviartokplon

g Bepaneiag oto MMKIT:

K-RAS petadAa§eig: H KRAS sivar pia mpeteivn rou kedikoroteitat artd 1o KRAS yovibio to
ortoio €xe1 Bpebel o eivar petaddaypévo oto 15-30% tou MMKII. Ot petadAdagelg tou KRAS éxouv
OUOXETIOTEL PE TNV KAIVIOTIKI] ouvrfela tov acfevev KAl 1 aviXveuor] TOUG £Xel AECT] OXEOT] [

Vv avlekukouta ot xnuetobeparneia kat ot Beparteia pe Brodoyikoug rapdyovieg.

TS (Thymidylate synthase): Eivat éva evfupo mou oupperéxet ot roouvBeorn tou DNA,
prilokdpetal and avupetafolditeg (0nwg to gemcitabine) kat unepek@pAletal MEPIOCOTEPO OTO

MAAK®OOEG KAPKIVOPA TOU ITVEUHPIOVA O OXE£0T] HE TO0 adevoKapKivapa.

ERCC1 kat RRM1l: H pewopévn Exkepaon v yovidiov autwv oxetifetat pe KaAutepn)
avranokpilon oe xnpeoBeparneia Paotopévn otnv mAatriva. To ERCC1 unepekgppaletal oto

mAak®deg KapKivopa tou riveupova eve to RRM1 dsv ouvbéetatl pe 10todoyiko turo.
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3. ZKOIIOI THX ITAPOYZAX AIATPIBHXZ

H xnpewoBepaneia 115 ypapprg €xet  ermruxet 1) Pedtiowon tov  Oeparneutikov
artotedeopatov oto MMKIT otadiou IIIB xkat IV. To amotédeopa autd obnyei oe €va ouvexwmg
audavopevo apOpd aocBevov ot oroiot eite urotrportdfouv PeETd ard APXIKI] AVIAIOKPLoLn) €ite
napouotalouv rpododo g vooou Katd v Bepareia 178 ypapprg (Xnpeto-avioxot aobevelg). Ma
ToUg aoBeveig autoug 10U eite eival veapr|g oxXeTKA NAkiag, eite eival oe KAAr YeviKr] KATAOTAOT)
Kal pe €AdX10ta oUPITtOpata arnd I vooo toug, 11 xXnuetobeparteia 20 ypappng arotedet pia
AOY1Kr) €ImAOYr) IOV OKOITO £€xel va Bedtiwoet v rmowotnta {@rg kat tmyv ermPinor toug. EmurmAéov,
d1apopeg peAéteg moU €Xouv avaduoetl ) yvoun acfevev oxXetikd pe ) Oepareia g vooou toug
€defav ot evag peyadog apiBpog amd auvtoug propei va avextel adloonpeiota erineda
1o81IKONTAg TMPOKEPEVOU va e§ao@alioel €otw kat pikpn PeAtioon g emPioong. Katda v
niepiodo 1ou §ekivnoe 1 mapovoa Siatpifr), ta Sedopéva 1mou TEKPnPiwvav T Xpron ng
XnpeloBeparieiag otig MEPUTTWOEIS AUTEG ITAV IEPLOPLOPEVA KAl A§le TOV KOO va HEAETI)OEL
raveig v enidpaon wmg oty emPiworn, KAl YeviKOtepa oty €KPacn autev tev acdevav.
ErurmA¢ov, n xkataAAndotepn Oepaneia 21ng ypapprg yia toug acbeveig mou UmotpoIrnalouv peta

and Oeparteia 1ng ypapprng pe mAativouxo 1) pn-rnAatnvouxo oxnpa, dev eixe ieukpiviotet.

Ta napandve epajpata 060ov agopd tTo poAo g Xnueobepareiag oty 21 ypappn arotédsoav

TOUG 0TOXO0UG TG rtapouoag diatpPrg.

Ztoxog 1: Na SiepeuvnBei 10 0@edog rmou mpoodidet n xnuelobepareia 215 ypapur|g otv ermpPioon
v acBevev Kai, va poodlopiotel 1 Xnpelo-eualcbnoia tou oOykou petd 1 Oepareia 1ns

YPAPHDS.

Zroxog 2: Na afiodoynBei katd moocov n addndouxia v BepareutikOV OXNPATOV 179 kat 208

ypapprg avdloya pe to av meptexouv 1 oxt rmativa, ennpeadetl myv €KPaon twv aobevov.

Ia v emiteudn tov napandave otoxev avadubnkav avadpopika ta dedopeva aobevav rou eixav
AdPer xnpeoBeparnieia 118 ypapprg ota miaioa Bepaneutik®v NMPOTOKOAA@V. Ol pedéteg autég
npaypatoriow)fnkav arno v opdda tou mveupova g EAAnvikng Oykoloyikrng Epeuvnuxrg

Opddag (EOEO) ratd v mepiodo 1995-2006 rat o1 meploodtepeg A0 AUTEG €XOUV dnpooteutet.
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[Ipoxkettat yla kKAwvikEG pedéteg @dong II 11 tuxaornowpeveg pedéteg eaong I, oe kapia amnd ug
ortoieg Sev oupnepldapfavotav 1 Xoprynorn KArnowou Blodoyikou napdyovia, 1doo oty 11 60o kat
otr) 21 ypappr). Autd o@eiAetal 0to yeyovog OTL Ol KAWVIKEG PeAETeg amo Tig oroieg aviAndnkav ta
b6edopéva yla toug oxortoug autrg g dtatpiPrig oAorAnpwbnkav Xpovika rpwv npooteBouv ot

otoxeuopeveg Bepareieg ot Bepareutikn paperpa v acfevov pe npoxwpnpévo MMKIT.
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4. EIAIKO MEPOXZ

4.1. AZOENEIZ - MEOOAOI

4.1.1. ZTOXOZX 1

Ia wmyv emiteudn tou mpotou otoxou autrg TS dtatpifr)g, ermave§etaonNKaAvV Td XAPAKINPLOTIKA
aoBevev pe PN-PIKPOKUTIAPIKO KAPKIVO TOU Itveupova Ipoxepnpevou otadiou (IIIBwet/IV)
avaloya pe 1o av €AaPfav 1 oxt 21 ypappr)g xnpewoBeparieia, o OXEON HE TV KAWIKI] TOUG
¢kPBaon. Ilpoxkertat yia pia avadpopkrn avdduon otnv omoia eviaxOnkav e§axkdolol tplravia
1eooeplg aobevelg (634) pe 10TOAOYIKA 1] KUTTAPOAOYIKA eImPefalopévo Pn-piKPOKUTIAPIKO
Kapkivo tou rveupova 1ou éAaBav 1ns ypappng xnpeobepareia rat eviaxOnrav oe S1aQOPeTIKEG
rAikEG peAdeteg gdong II xkat III, o1 omoieg H1e€nxBnkav aro v Opada Kapxivou tou Ilvetpova
g EAAnvikrg Oykodoyikrg Epeuvnuikrg Opadag (EOEO) katd ) Xpovikr) riepiodo ard to 1995
€wg 1o 2001. 'OAot ot aoBeveig eixav aveyxeipnro MMKII otadiou IIIB 1) pertactatikd Kapkivo

otadiou IV rat eixav Adafet éva aro ta napaxkdte oxXNpata og Xnpeodeparneia npwing ypappng:

Docetaxel/Cisplatin (n=249), Docetaxel/Gemcitabine (n=248), Docetaxel/Carboplatin (n=43),
Docetaxel/Vinorelbine (n=50), Docetaxel/Oxaliplatin (n=19), Docetaxel (n=80) and

Docetaxel/Vinorelbine/CDDP (n=17), [60], [63], [54], [88], [53], [59]

Ao autr) ) 8e€apevry aoBevov, Slakdolol eikoot téooeplg (35.3%) fAaPav ot ouvéxela
xnpeofeparneia 21 ypapprng (opdda S-LCh), kat 410 (64.7%) ) BEAT10T] UMOCTNPIKTIKI] AY®Y)
(opdda BSC). H amogaon yia 1 Xoprynon xnpeioBeparieiag 20 ypappng rnav, oe Kabe
MePIm@on, Katd v Kpion tou Beparovia yuatpou. Ot aobeveig oty opadag g S-LCh eixav
evtaxBel oe rAwvikég pedéteg @dong I n I mou 6elnxOnoav and v Opdada Kapxkivou tou
IIveupova tng EAAnvikrg Oykoloyikng Epeuvnukrig Opdadag ard 1o 1995 €wg to 2001, xat
mAnpovoav ta npoxkaboplopeva kpurpla éviadng oe kabe pia and aviég tg pedéteg [8], [80],

[104], [81], [1].
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Ta oxrjpata 1mou xpnotporno)dnkav og 21 ypapprg xnuetobeparteia nrav ta akdéAouvba: pe Baon
mv tagdvn pe 1) Xopig v rpoobrnkn riativag (n=39), pe Bdon v miativa xepig tmv poobnkn
ta§avng (n=99) xkat pe Bdon Vv 1pvoteKavn XepPig Vv npoodnkn miativag (n=86). O diapeocog

XpoOvog rapaxkoAoldnong yia 0Ao tov mAnbuopod v acbevav nrav 20 prjveg (10 — 72 pryveg).

4.1.2. ZTOXOZ 2

[Tpokepévou va mpoxwprioel 1 eriteudn tou deutepou OTOXOU, €ylve AVAOKOINOI ApXeiwv arto
1624 aobeveilg 1€ 10TOAOYIKA 1) KUTIAPOAOYIKA erIPBEPAIDPIEVO | — PIKPOKUTIAPIKO KAPKIVO TOU
niveupova 1poxepnpévou otadiou ([IIBwet xat IV). Ta &edopéva autd mporjABav aro
tuxatloroinpeveg @aoetlg III pedeteg ot oroieg oxedraotnkav katr de§xOnkav and v Opada
Kapxkivou tou Ilveupova g EAAnvikrng Oykoloyikng Epeuvnukrng Opadag (EOEO) katd
Xpovikr) repiodo 1997 ¢wg 2006. Metadu avtev tov acBevov ot 509 (31.3%) €AaPfav ot ouvéxela
xnpueoBeparieia devtepng ypapprg. EmmAéov, gyive kataypa@r oV OXNPAT®OV ITOU XOopnynodnkav
ot deutepn ypapprn. Etol, Ppébnke ot xiAol efdopr)via evvéa aoBeveig €éAdaPav xnpetoBeparneia
NMPpWING YPAPHNS HE UN-IAATIVOUXO ouvdéuaopo. Amod autoug, diakootlot efrjvia ertd (25.0%)
AVTIPEIOIMOTNKAV Pe KAMOol0 ITAATIVOUXO OXNpad Katd Tt Xnpetobepareia 20 ypappng xat
ouprniepteAneOnoav o’ avtr v avdduon (Cohort A). Ta oxnpata mou xopnyndnkav otnv 20

yPApUr) 1tav td Maparate:

Vinorelbine/Platinum (n=84); Taxane/Platinum (n=60); Gemcitabine/Platinum (n=5);
Pemetrexed/Platinum (n=5); Irinotecan/Platinum (n=80); Cisplatin/Etoposide (n=30);

Oxaliplatin (n=1); Ifosfamide/Mitomycin/Cisplatin (n=2).

Kata v 161a xpovikr) riepiodo, 545 aoBeveig edafav xnueobepaneia nmpwing ypappng pe pdaon
Vv nAativa €K TV oroinv ot ekatov eikoot tpetg (23.0%) ¢AaBav ot ouvéxela xnpelobepareia 2ns
ypapprg pe pn-rativouxo ouvduaopd (Cohort B) mou mepiedapfave eva and ta mapaxkdi®

oxrpara:

Irinotecan (n=27); Gemcitabine (n=1); Vinorelbine (n=2); Vinorelbine/Ifosfamide (n=19);
Docetaxel (n=6); Docetaxel / Gemcitabine (n=3); Vinorelbine /Gemcitabine (n=2);

Irinotecan/Gemcitabine (n=59); Vinorelbine/Topotecan (n=1); Etoposide (n=3).
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®a mpénet va onpewwbei out 1o 84.0% twv aobevev 1ou ouprnepleArjpOnoav otnv mapouoa

avdaduorn €daBav xnpetoBeparteia 21 ypapprg ota mAaiola KAVIKQV PeAETOV.

4.1.3. ZYMIIAHPQMATIKA AEAOMENA

Katda v avadpopikn avaokonnon tov apXeiov evioriotnke pia opada acBevov rou Aafav pn-
mAativouxo ouvduaopd xnpetoBeparieiag tO0O0 OV MPOI 000 KAl Ot Oeutepr ypapprn. Ze
OuUVEXela TG Tpornyoupevng availuong arnogaoiotnke 1 Oiepeuvnon g KAWVIKIG €kBaong autng
g opddag aobevav oe oxéon pe auty) vV acBevav mou glaPav xnuelobeparneia pe Pdon v

mAativa eite onv 11 gite ot 21 ypappr).

I'a to orormo g IponyoUpevng avaluong eixav evrortiotel duo opddeg aobevav: (i) aro toug 1079
aoBeveig ou €AaPav xnpeoBeparieia 10 ypappng pe pn-rdativouxo ocuvduaopo, 267 (25.0%)
AVTIPETOIMOTKAV Pe KATO10 MAATIVOUX0 OXIIa Katd T XnuetoBeparneia 208 ypapprg (Cohort A)
Krat (ii) ard toug 545 aoBeveig rou €AaPav xnuetoBeparieia 1ns ypappng pe Pdaon tyv naitiva, 123
(23.0%) €AaPav pn-nmAatvouxo oxrjpa otn 20 ypapurn) (Cohort B). H tpitn opdda mou eviortiotnke
agopovoe og 94 aoBeveig (9.0%), aro toug 1079 (1n ypappr) pe pPn-mAativouxo oX1jpa), ot oroiot

¢dafav xnpetoBeparneia 278 ypapprng pe pn-rnAativouxo ocuvéuacpo.

4.2. ETATIZTIKH ANAAYZH (ETOXOZ 1 KAI 2)

O urnoAoyiopdg g smPiowong, yia to otoxo 1, €ytve amo v Nuépa eyypagrg tou aocbevn ya 1
Anyn xnpetoBeparneiag nmpwing ypapprg (ouvodikn empPiowon 1 [OS1]), kabwg emiong Kat amno v
nuepounvia arotuxiag oty Oepareia 118 ypappng (opdda BSC) 1) v nuepopnvia €vapdng g
xnpeolepanteiag 218 ypapprig (opada S-LCh) éwg to Odvato (ouvoAikr) ermPioon 2 [0S2]).
Avtiotowxa, ywa 1o 8eltepo otdxo o urmodoyiwopog g emPioong (E1 xkar E2) kat oug duo
neputooelg (17 katr 20 ypappr)) €ywve and v npépa eyypa@ng tou acbevr) yia ) Anyn
xnpeofepanteiag 118 ypappng, kabog Kalt amd Vv npepopnvia  eyypaeng ywa I Anyn
xnpeofeparneiag 2ns ypapprng €ng to Bavato. O xpovog €mg v e§€A1SN g vooou uroloyiotnke
and v npépa Xopriynong tou 1°v kukAou xnpuetoBeparieiag peéxptl v 1pdéodo g vooou 1) 1o
Bdvato anod orowadrnrote attia toco oty 11 6oo kat ot 21 ypappn. To pecodiaotnpa petadu g
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1ns xat g 21 ypappr|g UroAoyiotnke arnod v npépa rmou o aofeviig 0AoKANP®oe tov TeAeutaio
KUKAO TG TPOUG YPAPHNS HEXPL TV NEEPA XOPIYNONg TOoU IMPWIOU KUKAOU g deltepng
ypapprng xnpeobeparnteiag. Ot aoBeveig rmou gdafav Ayotepo ard 3 KUKAoug xnpetoBeparieiag
omv 1n ypappr Bswprbnkav ou eixav “nipowprn diarkor)”, eve exkeivol rmou €dafav neploodTePog
ano Tpelg KUKAoug BewprBnkav ot eixav “kabuotepnpévn draxkorr)” ot Bepaneia 1ns ypapprg. O
AbGYog g EITMAOYIG TV TPV KUKA®V 0§ cut off point €yive pe PAaon 1o okenmuiko OTL 0 OAeG TG
KAWVIKEG pedéteg 10s ypapprg ot aoBeveig Ba emperte va €Xouv 0AOKANP®OEL TOUAAXIOTOV TOUG TPELG
MPWIOUG KUKAOUG XnuetoBeparieiag oote va Propouv va a§lodoynbouv og Ipog v aviartokplon
ot Ogpamneia g exkdotote peAéng. Or dagopég ota 1mooootd peta§l v duo opdadwv
aStodoynOnkav xpnowpornowwviag to Pearson’s x2 test 1] arto to Fisher’s test katd nepimwon [7].
O1 Gwagopeg otig opadeg oOcov agopd TG ouvexelg petaPfAnteg allodoynOnkav pe to un-
niapaperpikd Mann-Whitney test [7], eved o1 61a@opeg yia 1o XpPOVo £€mG TV UITOTPOIT KABmg Kat
yua toug Sidpecoug xpovoug ermPiwong, aslodoynOnkav pe ) pébodo Kaplan-Meier (log-rank and
Wilcoxon test) [31]. H ave§dptntn enidpaon 1a@dpmv mapayoviev oXeTikd pe tov Kivéuvo g pn
aviamnokplong, g vurotporu)g 1) tou Bavatou adlodoyr)Onke pe  avaduon  YPAPUIKIG
naAwdpounong (logistic regression) [103], [32]. H enibpaon xabe Suvnukd poyvooTikoU
napayovia oty emPinon eKnprdnke pe Povoriapayovilkt] avaAuor avadoyikou kwvduvou (Cox
regression analysis, HR kat 95% C.I). Ot mapayovieg autoi ot ouveéxela ouprepleAn@dnoav oe
Pla ITOAUTIAPAyOVIIKY avaduor avaAoyikou kivéuvou (Cox proportional hazard regression model)
npokelpévou va agodoynBet n aveSapwn enidpaon Sagopetikav petaBAntov oty empPioon.

[33]. Ot tipég p<0.05 Bewpr)ONKAV OTATIOTIKA ONPLAVIIKEG yid OAEG TIG OUYKPIOoELG.
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4.3. AIIOTEAEZMATA

A) ITOXOZ 1

4.3.1. Anpoypa@ira Kat KALVIKA XAPAaKTPLOTIKA acOsvov

O TIlivakag 4 mapouoladel ta XAPAKINPIOTIKA TtV acfevov. YIrjpxav Otatotikd OnpavIlKES
dlapopég petalt twv aoBevov mou élafav deutepng ypapprng XnpetoBeparieia Kalt aUt®V ITOU
¢dafav ) PEATION) UMOOINPIKTIKY aywyr] 000V a@opd TG KAtavopuég, tng niikiag, otav auvt)
ratwnyoplorio)dnke oe <50 kat >50 ewwv (p=0.012), tou 1otodoyikoU tUmou, (p=0.041), v
npowpen dwaxkorr| g xnuetobeparneiag 118 ypappng (p<0.001) kat g YeviKIG KATAotaong eV

aoBevav (Performance Status) petd to t¢Aog g 1ns ypappng (p<0.0001).
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IMIivakag 4. Anpoypa@ikd Kat KAIVIKA XAPAKTINPIOTKA acOevev

271 yp - XMO BSC
n (%) n (%) p-value
AocOeveig mou peAstnOnKav 224 (35.3) 410 (64.7)
$vdo
Avbpeg 197 (87.9) 363 (88.5) 0.825
T'uvaikeg 27 (12.1) 47 (11.5)
HAwkia
Aldpeorn (min - max) 60.5 (38-79) 65 (34-80) 0.581
< 50 ¢ 33 (14.7) 34 (8.3) 0.012
> 50 éu 191 (85.3) 376 (91.7)
Iotoloyia
Adevokapkivopata 100 (44.6) 149 (36.3) 0.041
Mn-abevokapkivopata 124 (55.4) 261 (63.7)
XMO 1ng ypappig
[MAativouxo oxnpa 121 (54.0) 201 (49.0) 0.229
Mn-mAativouxo oxnpa 103 (46.0) 209 (51.0)
Avtanoxkpion - XMO 1715 yp
CR + PR 83 (37.1) 125 (30.5) 0.092
SD + PD 141 (62.9) 285 (69.5)
Awaxomnr) - XMO 115 yp
< 3 cycles 29 (12.9) 133 (32.4) < 0.001
> 3 cycles 195 (87.1) 277 (67.6)
Ceviki) Kataotaon —
tédog XMO 1ns yp
0-1 176 (78.6) 237 (57.8) <0.001
2 48 (21.4) 173 (42.2)
Ztad10 — tédog XMO 1ns yp
I11B 23 (10.3) 61 (14.9) 0.102
v 201 (89.7) 349 (85.1)
4.3.2. Avtanoxrpion otn Ospancia npoTng (17S ) ypappng

Katd ) Bepaneia 11 ypapprg aviikeipevikn avianokpion [[TAnpng veeson (CR) kat Mepikr) Ugeon

PR)] ermteuxBnke oe 83 (37.1%) amo toug 224 aobeveig otnv opdada autVv ITOU Ot OUVEXELA
(PR)] n ( ) S g oy op 1
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¢daPav xnueoBepaneia 215 ypapprng (opdda S-LCh) kat oe 125 (30.5%) and toug 410 aoBeveig
ot opdda autewv 1mou ot ouvéxela £lafav v PéAtiotn unooupikuky ayeyr (opada BSC),

(p=0.092).

Ot onpavukotepotl Adyot Imou odrjynoav o mpowpn diarkoru) g Oeparneiag nMpwng ypappng nav
n npoodog g vooou (92% twv acBevav) Kat n ermdeivoon NG YEVIKNG KATAOTAONG KaAtd 1
dudpkela g Oepareiag. Emdeivoon g yevikng kataotaong peta t) Bepareia 118 ypapprg
napatnpndnke oe 41 (18.3%) katr 124 (30.2%) and toug aoBeveig tng S-LCh kat BSC opddag,
avtiotoxa (p<0.0001). Metd v oAoxkArpwong g Bepareiag peng ypappng, ot acbeveig rtav
uro rapaxkoAoubnon kdBe 3 prveg. Ta mooootd rpoodou g vooou otoug Tpelg, €61 kat dwdexka
unveg nrav 8.8%, 46.7% xat 84.7% ya tv opdda g S-LCh kat 6.6%, 42.4% xkat 82.8% ywa v
opdda tou BSC, avtiotoxa. H moAunapayovtiky] avaduon ypappikng rmadivépopnong £dei§e ot n)
yevikn katdotaorn (PS) (p=0.001), o 1otodoyikog turog (p=0.021), kat n nAwia (p=0.023) eixav
onpavukr enidpaon otov kivéuvo e§EAdng g vooou (Ilivakag S5) evidog tou mpowtou €toug. To
@UAo, 1o O0tddlo g vooou, Kal 1 MPowprn I Kabuotepnpévn Olaxorr) g 11 ypappng
xnpeofeparneiag dev eixav onpavukn enibpacn otov Kivduvo tng UIMOTPOIG g VOOOU HETd 1)

Bepaneiag pang ypapurng.

IIivakag 5. Avdluon ypappikng raAdwvdpounong (Logistic regression analysis) yia to pioko

urtotport)g t@v aofevav pe CR+PR+SD petda ) XMO 118 ypapprg

IMapayovteg Odds Ratio 95% C.I. P
Hlwxia (> 50y vs < 50y) 4.740 1.81-12.5 0.023
Fevikr) kataotaon (2 vs 0-1) 6.572 2.47 - 17.50 0.001
IotoAoyia (adevokaprivepa vs jin-adevokapkivepa) 3.290 1.19 - 9.09 0.021
4.3.3. Avtanorpilon otn Oepanceia eutepng (21S) ypappng

Exatov deka (49.1%) aro toug acBeveig g opadag S-LCh ¢Alafav xnuetobeparnieia pe faon v
mAativa, kat 114 (50.9%) ¢AaBav pn-rmmdatvouxo cuvduaopo. To Sidpeco daotpa petadu tou

teAoug g 11 ypapung €wg v £vapdn g 2ns ypapprg xnuetoleparnteiag, nrav 2.5 prjveg (eupog,
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1.0 — 25.0 prjveg) yia toug aoBeveig 1ou eixav avukelpeviky avtarnokpion (CR kat PR) owyv 1n
ypappr kat 1.0 pnvag (eupog 1.0 - 29.0 prjveg) yia toug pn) - aviartokpfévieg (p<0.0001). ‘Ocov
agopd v aviarokplon ot Oepaneia, mapawmprnOnkav tpeig nmAnpng (CR ->1.3%) kat 25 pepikeg
ugéoelg (PR->11.2%) petd ) xopnynon tng xnpewoBeparneiag 218 ypapprng (opdda S-LCh). To
OUVOA1KO ITO0OOTO aviarnorpiong ritav 12.5%, 95% &actnpa eprmotoouvng, 8.2%-16.8%. Ilevrvia
teooepis (24.1%) aoBeveig eixav otabepr) vooo xkatr 142 (63.4%) epgpaviocav 1rpoodo ng vooou.
Aexatpeig (15.7%) aoBeveig aro toug 83 avrartokpiBevieg (CR kat PR) kat 15 (10.6%) aro toug
141 pn - avranorpBévieg (SD kat PD) o Oegpameia 118 ypappng, £P@AVIOAV AVIIKEIEVIKI)
avVIamnokplon KAtd T Xopnynorn tg xXnpewobepaneiag 21 ypappng (p=0.396 ; Ilivakag 6) otnv

opdda S-LCh.

IIivakag 6. Avtariokpiony ot XM® 205 ypapuprng avaloya He TV AVIATIOKPLON O

xnpetoBeparneia 10s ypappng

Avtanoxkpion - 21s yp XMO
Avtanokpion — 11s yp XMO CR+PR SD+PD Total
CR+PR 13 (15.7%)2 70 (84.3%) 83 (37.1%)
SD+PD 15 (10.6%) 126 (89.4%) 141 (62.9%)
Total 28 (12.5%) 196 (87.5%) 224 (100%)
a: p= 0.396

Ta mooootd avukepevikov avtarokpiocewv (CR kat PR) yia toug aoBeveig mou €AaPav
xnpetoBeparieia devutepng ypaprg pe mlativouxo 1] Pn — mAativouxo ouvduaopio nrav 16.4% kat
8.8%, avtiotoxa (p=0.0562 ; Ilivakag 7). H moAunapayovuikr) avaduon (Logistic regression
analysis) a§loAdynong tng enibpaong drapopnv napapétpev (nAkia, @UAo, yevikr KATdotaor),
otddlo g vooou, 10ToAoy1KOG TUTIOG, ardavinon otn Oepareiag rpwtng ypapprg kat €idog to €1dog
g Oeparneiag devtepng ypapprg) oxetka pe Ttov Kivduvo pn — avianokpilong ot Beparieia 2ns
ypapprg (opada S-LCh), emPefainoce 61t povo to eidog g xnpuetobepareiag 20 ypapprng

(mMlatvouxog évavtt | — mMAAtvouxou ouvduaopiol) €xel Karola enidpaot), av Kat 0Xt OTATIoTKA
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ONMavilkr] 60ov a@opd TNV aviartokplon Kat oxi 1 Beparteia 218 ypapprg (p=0.062; odds ratio:

2.282; 95% C.I: 0.98 - 5.33).

Mivakag 7. Avtarnoxkpiorn avaloya pe 1o £idog g XM® 21 ypappng

Avtanoxkpion - 215 yp XMO
2ns yp XMO - Ixnpa CR+PR SD+PD
[MAativouxo oxrpa

18 (16.4%)a 92 (83.6%)
(n=110)
Mn-rAativouxo oxnpa

10 (8.8%) 104 (91.2%)
(n=114)

Zuvodo (n=224) 28 (12.5%) 196 (87.5%)
a: p=0.0562
4.3.4. AEAOMENA EIIIBIQZHY

H &iapeon emPBioon (OS1: amo v évapdn g xnuetoBepareiag 1ns ypappng g to Bavato) nav
13.0 (2.0-79.0) pnjveg ywa toug acBeveig riou édaBav xnpuetoBeparteia 2ns ypappng (opada S-LCh)
rat 7.0 (1.0-67.0) pnveg yia toug aocBeveig rou €dafav ) PEATOT) UTTOOTPIKTIIKL aywyr (opada
BSC), (Ewova 7; p<0.0001). Ta rooootd g povo-etoug ermPiowong nrav 51.7% kat 29.9% ywa ug
6uo opddeg avtiotowxa. Opoiwg, n didpeon emPioon (OS2: amod 1o t€Aog g 17 ypappng 1 armo
mv évapsn g 21 ypappng) frav 7.0 (1.0-75.0) xat 3.0 (1.0-62.0) prjveg ya v opada g S-
LCh kat tou BSC, avtictoxa (Ewkova 8; P=0.001), eve ta rtocootd g povo-etoug srmpioong rrav

23.8% kat 17.8%, avtioctoixa.
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Ewkova 7. Tuvolikr) ermfioon 1 (0OS1) petalu tov opddov 20 yp-XMO kat BSC and wmv évapén

mg XM® 1ns ypappng

Probability of Survival

log rank p<0.001

O0S1

months
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Ewkova 8. ZuvoAikr) ermPioon 2 (OS2 ) petady tov opddev 218 yp-XMO kat BSC arnd 1o 1€Aog g

XM®O 1ns ypapprg (opdda BSC) 1) and v évaplén tng XMO 21s ypaprg (opada 2ns yp-XMO)

1,0
9 :‘%I 0S 2
1
1
b
17 T Ax
16 T

\ log rank p<0.001

S-LC

Probability of Survival
w

BSC

0 10 20 30 40 50 60 70 80

months

Atdgpopot mipoyveotikoi mapdayovieg eetdotnkav oe oxéorn pe 1 didpeon emPiowon OS1 katl
dwapeon emPBioon OS2 ya v opdda tng xnuetobeparneiag 2ns ypapprng (opada S-LCh), ([Tivaxkag
8). Tooo n Siapeon emPBivon OS1 6oo kat np OS2 nIav onPAvVIKA PeyaAutepeg Ootoug acHeveig pie
KaAn yevikn katdotaorn (PS katd v évapln 1 petd ) Ogpareia 11 ypapurng), otadio vooou I1IB
(katd v evapdn 1) petd ) Beparneia 11 ypapprg), avianodorplon otn Bepareia 115 1) 218 ypapprg,

Katl 0’ autoug rou dev Siekowav rpowpa ) Bepareia mpoONg ypappns.

H moAunapayovuxr) avdduon (Cox’s proportional hazards model) €6e1§e 611 o1 tapdayovieg mou

oxetifovtatl pe v aufnon 1600 10U OUVOAIKOU Xpovou ermPinong OS1 0o Kat Tou OUVOAIKOU
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xpovou ermPinong OS2 rfjtav n Kaldr) yevikr] Kataotaor), to otadio g vooou IIIB, n aviandokpion

Kat 11 0AOKAT|pwo1) g Beparieiag mpwing ypappng.

Emiong, n xXopriynon 2ns ypapprg xnpetoBeparieiag nrav €vag aveSaptniog rapdyoviag Kadng
e€eAigng g vooou (Ilivaxkag 9). Lo poviedo efetdoOnkav rat ot 6pot aAAnAemibpaong yua va
edeyxBel katda mooo autoi BeAtiovav v audnon g empPioong. Kavévag dev nrav onpaviikog
eKTOG anod v adAnldenidpaon v duo opddev (BSC vs S-LCh) pe tv avianokplon otn Bepareia
17 ypapprng 1600 wg 1pog to xpodvo ermPiovong OS1 6oo kat wg 1pog to Xpovo ermPinong OS2.
p<0.0001 xat p<0.0001, avtiotowxa. Ilpaypatt, omyv opdada tou S-LCh, o avaloyikdg kivéuvog
(HR) ywa evav aoBevr) xwpig avianokpion (SD 1) PD) oe oxéon pe évav mou eixe avranorpiBet ot
Beparteia (CR 1) PR) ntav 2.176 (95% &waotnpa eprtiotoouvng: 1.69 — 2.8) d6oov agopd 1o Xpovo
ermPioong OS1 kat 1.952 (95% 6waotnpa eprmotoouvng: 1.52 — 2.51) ya to xpdvo empPinong
0S2. Ot avtiotoxeg THEG avaloyikou Kivduvou otrnv opdda tou BSC rjtav emiong uyndotepeg oe
aoBeveig mou eixav aviarokplBei (CR xkat PR) oe oxéon p’ autoug rou eixav otabepr) vooo 1
nipoodo g vooou (SD kat PD), (HR: 4.258, 95% CI: 2.75-6.91 ywa v OS1 xkat HR: 4.450, 95%

CI: 2.77-7.30 ywa v 0S2), (ITivaxkag 9).
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IIivakag 8. Empioon ya mv opada 2ns yp-XM® a6 v évapln mg XMO 115 ypappurg (OS1)

Kat g XM® 215 ypappng (0S2) avdloya pe ta XapaKinplotikad 1oV acfevov

Xapaktnplotuka Median OS1 | p-value* | Median OS2 | p-value*
PS (évap$n XMO 11s ypappng)

0-1 9.5 5.0

>5 70 0.005 3.0 0.008
PS (tédog XMO 1715 ypapprg)

0-1 11.0 6.0

5 6.5 <0.001 3.0 <0.001
Ztadio (Evap§n XMO 115 ypappng)

I1IB 12.5 6.5

v 8.0 <0.001 35 <0.001
21ad10 (tédog XMO 1ns ypappng)

111B 14.0 9.0

v 8.0 <0.001 2.0 <0.001
Avtanoxkpion (XMO 11s ypapprg)

CR+PR 15.0 8.5

SD+PD 6.5 <0.001 3.0 <0.001
Avtanoxkpion (XMO 215 ypapprg)

CR+PR 23.0 18.0

SD+PD 12.0 <0.001 5.5 <0.001
Xpovog Srakomi)g (XMO 115 ypapprg)

<3 Cycles 3.0 1.0

>3 Cycles 12.0 <0.001 6.0 <0.001
$udo

Avbpeg 9.0 4.5

['uvaikeg 10.0 0.823 5.5 0.974
HAwkia

<50 £ 11.0 7.0

250 &m 50 0.052 iE 0.052
Iotoloyia

Abevoxkapkivopata 9.0 5.0

Mn-adevokapKivopata 9.0 0.888 4.5 0.667
EiSog XMO 171s ypappng

[TAativouxo 10.0 5.0

Mn-rmAativouxo 8.5 0.271 4.0 0.367
EiSog XMO 2715 ypapprng

[TAativouxo 12.0 7.0

Mn-rmAativouxo 13.5 0.350 6.5 0.636

*Log-rank test
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IIivakag 9. IloAurntapayovtikt] avdAuon (Cox’s proportional Hazards Regression Analysis) yla
) ouvoAikn emPioon OS1 (aro v éviagn ot XMO 1ns ypapurg kat OS2 (aro

Vv évtadn ot XM®O 218 ypappng)

0os1 OSs 2
Mapayovteg HR 95% CI p-value HR 95% CI p-value
Avtanoxkpion (XMO 11s ypappy]
pion | yeappns) 2.176 | 1.69-2.80 | <0.0001 | 1.952 | 1.52-2.51 | <0.0001
(CR+PR vs SD+PD) yia tv opada 2ns yp-XM®O
Avtanoxkpion (XMO 11s ypappr
pron { YPaRRAs) 4.258 | 2.75-6.91 | <0.0001 | 4.450 | 2.77-7.30 | <0.0001
(CR+PR vs SD+PD) ya tv opada BSC
Xpovog Sraronng (XMO 11 ypappng)
2.793 | 2.27-3.45 | <0.0001 | 2.101 | 1.72-2.56 | <0.0001
(> 3 cycles vs <3 cycles)
PS (téAog XMO 11s ypappf
( § yeapmns) 1.417 | 1.19-1.70 | <0.0001 | 1.300 | 1.09-1.56 0.003
(= 1vs?2)
Ztadio (téAog XMO 1n1s ypappr
( $ YPapas) 1.792 | 1.38-2.33 | <0.0001 | 1.663 | 1.28-2.16 | <0.0001
(IIg vs IV)
21 yp-XM®O vs BSC 1.138 | 1.03-1.26 0.015 1.206 | 1.02-1.45 0.041

B) XITOXOZ 2

4.3.5. Anpoypa@ira Kat KAVIKA XAPAKTPLOTIKA acOevav

O TIlivakag 10 mapouotddel Ta XApAKIPOTIKA TV aoBevev 1ou ouprieptieAn@bnoav o’ auty) v
avdaduorn. Eikoot €§1 (9.7%) xat dexkarévie (12.2%) aoBeveig otig opddeg A kat B eixav otadio
vooou IIIB pe mAsupiuko uypd emPeBaiwpévo xuttapoloyika. ESnvia €8 (24.7%) kat tpravia
niévie (28.5%) aoBeveig avtiotoxa oug opadeg A kat B eixav tormka npoxwpnpevn voco otadiou

[IIB vrayopevn oe puikr) akuvoBeparieia. Autoi ot aobeveig eixav mpoypappatotei va Aafouv
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EI0aYy®YIKY XnpetoBeparieia  pe mAAtivoUuxo 1] Hn-IAdtivouxo oXnpa akoAlouBoupevo aro
tautoxpovyy arktvobeparieia. Onwg deixver o Ilivakag 10, unmrpXe OTATIOUKA ONUAVIIKI)
avicopportia petady twv acBevaov rou Beparnevtnkav otg opadeg A xkat B ooov agpopd to didpeco
ap1Bpo rurAev xnpetobeparneiag rmou edafav (p=0.0001) kat 1o pecodiaotnpa petadu npwtng Kat

deutepng ypapung xnuetobeparneiag (p=0.001).

IIivakag 10. Anpoypa@ikd KAt KAIVIKA XAPAKINPLOTIKA aoBevov

Opada A Opada B 1
(n=267) (n=123) p-vatue
N (%) N (%)
HAwkia 61.0 60.0
Aldpeon (min-max) 34 - 85 38 -75 0.278
$ulo
Avbpeg 231 (86.5) 112 (91.1) 0.201
l'uvairkeg 36 (13.5) 11 (8.9)
T'eviki) Kataotaon
0-1 254 (95.1) 118 (95.9)
2 13 (4.9) 5 (4.1) 0.725
Iotoloyia
M axmbeg 86 (32.2) 43 (35.0)
Adevokapkivopa 115 (43.1) 39 (31.7) 0.146
Meyaloruttapiko 8 (3.0) 6 (4.9) )
AXAo 58 (21.7) 35 (28.4)
Ztadio
11IB 92 (34.5) 50 (40.7) 0.238
I\Y 175 (65.5) 73 (59.3
Ap1Opog xuxkAwv XMO
Awdpeoog (min-max) 3(1-12) 6(1-9) 0.0001
Awdotnpa petagu
1ns & 2ns ypapprg XMO
Aldpeoo (min — max) 1.4 (1.0 - 34.6) 2.6 (1.0 — 35.0) 0.001
4.3.6. XnpewoBepaneia 11s ypappng — Apactirotnta

O d1apeoog ap1Bpog KUKA®V mou xopnyr|0nke otoug aobeveig rou €Aafav xnueobeparneia pwNg
YPOaPHng pe pn-rAatvouxo oxrjpa nrav 3 (eupog 1 — 12 KUKAO), eV 0 avtiotoxog aptBpog otoug
aoBeveig Trou Aafav xnpuetobeparneia npwing ypapprng pe Pdaon v miativa fav 6 (supog 1 — 9

KUrAoi, p=0.0001). Avuxewpevikny avwarniokpon (CR+PR) ot Bepaneia mpotng ypapprg
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ermteuxOnke oe 57 (21.3%) amnod toug 267 aoBeveig g opadag A xat oe 56 (45.5%) amnod toug 123

aoBeveig tng opadag B (p=0.0001; ITivakag 11).

HMivakag 11. Avianoxkpion ot xnueloBepareia 108 ypappng

Opada A (n=267) Opada B (n=123)

N (%) N (%)
CR 2 (0.7) 2 (1.6)
PR 55 (20.6) 54 (43.9)
ORR 57 (21.3) 56 (45.5%)*
95% C.I. 16.4% - 26.3% 36.7% - 54.3%
SD 67 (25.1%) 36 (29.3)
PD 143 (53.6) 31 (25.2)

*p=0.0001

CR, mAnjpng vpeon; PR, uspikr) vpeon; ORR, ouvoAiko mooooto aviandkplong;
SD, otaBepr) vooog; PD, mpoobog tng vooou; 95% C.I, 95% Swaotnua sumotoouvng

O xkivduvog pn-aviarnokpilong nrav 3.1 gopeg vywndotepog ya toug acBeveig rmou lafav npwtng
ypapprg xnpetobepareia pe pn-miauvouxo oxrjpa (OR 3.1; 95%C.I 1.94 - 4.87; p=0.0001).
‘Otav arnod v avaduorn arnokAegiotnkav ot acBeveig rmou dev édafav ouvbuaopd aAAd povoBeparneia
otV TP YPAPHI), O Kivduvog g pn aviandkplong ywa toug aobeveig mou €AaPav pn-
MAATIVOUXO OXIJPA OUVEXICE va MApdpével onpavuka uvyndog (OR 2.8; 95%C.I 1.75 - 4.50;

p=0.0001).

Znpavukd uynAdtepa Imooootd AVIAIIOKPIONG mTeUxOnKav otoug aoBeveig Pe yeviKr Katdotaor
0 & 1 mou &AlaPav xnpeoBeparneia 17 ypapprg pe Pdaon v mdativa oe oUYKPLOn HPE TOUG
aoBeveig mou eixav v id61a yevikr katdotaon (PS: O & 1) kat éAafav xnpetoBeparneiag npwing
ypapprg pe pn-rdatvouxo oxrnpa, PS 0 (44.2% évavut 20.3%, p=0.001) xkat PS1 ( 45.5% évavt
21.6%, p=0.001). Opoiwg, otoug acbeveig pe MAAK®OEG KAPKivOIA, ITapatnpnbnke éva onpavuka
UWPNAO IOCOOTO AVIAIIOKPLoNG Otav Xopnyndnke xnpelobeparieia npotng ypappng pe paon v
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mAativa évavtl g avtiotowxng Oepareiag pe pn-rmAativouxo oxrjpa (67.4% évavu 14.0%,
p=0.0001). Qotooo, ot acBeveig pe adevoxkapKivopa 1] PEYAAOKUTIAPIKO KapKivopa dev £dei§av
Kapia 6lagopd ota IOCOOTA AVIAMOKPLoNG Otav autd oUykpibnkav avaloya pe 10 av 1

xnpetofeparneia pag ypappng reptedapfave 1 oxt rmiativa (28.9% évavu 27.3%).

H 6udpeon dwdpkela aviarnokpiong nrav 4.9 kat 4.7 prveg yua tug opadeg A kat B avriotoxa
(P=0.476). O bdiwapeocog xpovog 1IPoodou g voocou (TTP) nrav onpaviika pIKPOTEPOG yid TOUG
aoBeveig mou €AaBav xnpeloBeparneia 118 ypapprig pe pn-rmiatvouxo oxrpa (3.1 évavu 5.8
pnveg, p=0.002;Ewova 9). Opoing, ot aobeveig 1mou eixav yevikny katdaotaory O xkai
AVTIPEIOIMOTNKAV PE PI-TTAATIVOUXO0 OUVOUAOHO OV PO YPAHHI] £1Xav OTatiotiKA Onpavilka
MKPOTEPO XPOVOo £6EAENGS tng vooou (5.7 évavtt 3.0 prjveg, p=0.006). ITapopola tdon PikpOTEPOU
XPOVOU UTIOTPOITG QAVNKE eriong Kail otoug aocBeveig pe yevikn katdotaon 1 mou glafav pn-
mMAATvoUX0 OXfpa &vavil aut®v mou €AaPfav mAdativouxo ouvduaopo (5.7 évavul 3.5 purnveg,

p=0.057).

Avagopika pe toug Adyoug drakorng, @aiveratr o0t peyaAutepo 1mocootd aobevev otnv opada A
0iékoye ) Bepareia Adyw mpoddou g vooou (50.2% évavu 26.8%, p=0.0001), eve pmikpoTEPO
ooooTo TV acBevov oAokATpwoe ) Oepareia oup@mva pe 1o POtokoAAo (37.5% évavtt 61.0%,
p=0.0001) oe oUykplon pe ta avtiotowxa rooootd g opddag B. Qotoco, kapia dtagpopd ocov

agopa tn drakortr) g Beparteiag Aoy to§ikdtntag dev mapatnprBnke petadyu twv dUo opdadwv.
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Ewkova 9. O xpovog péxpt v urotportt] (TTP) ot xnuetoBeparteia 118 ypappng petadu twv

opadav A kat B

100%—
80% — Log Rank test: p=0.002
o
|_
|_
S 60%—
c
R
S 40%—
S Cohort B (n=123)
a
20% —
Cohort A (n=267)
0% — B +
| | | | | |
0 5 10 15 20 25 30
TTP (months)
4.3.7. XnpewoBepaneia npotng (11s) ypappng - ToSikotnta

H xnpewoBepanieia 118 ypapprg niav oe yevikeg ypappés KaAd avekt). Asv mapatnprfnrav
oNPavilkeg d1a@opeg ota rooootd cofapng arpatoloyikrg toSikottag Babpou III kat IV tooa ota
pn-rAativouxa oxnpata 600 kKat o’ autda pe Pdon v rmiativa (Ilivakag 12). Ocov agopd ) pn-
APATOAOYIKY] TOSIKOTNTA, ONPAVIIKA UpnAdtepa rocootd coPaprng didppoiag (6.5% évavtt 2.2%,
p=0.036) xat vauvtiag/epétwv  (9.7% évavui  0.4%, p=0.0001) ¢£xouv xataypagei o1
xnpeofeparneia 1ns ypapung yia myv opada B (mAat. -> pn-rmdat.) oe oUykplon pe v opada A

(un-rmAat. -> mAat.), (ITivakag 13).
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IMivakag 12. Awatoloyiky) to§ikowta grade III/IV ot xnpueoBepareia 105 ypappng

Opada A Opada A Opada B Opada B
(n=267) (n=267) (n=123) (n=123) p-value
GrIII GrIV GrIII GrlIV

N % N % N % N %
Oudceteponevia 43 16.1 23 8.6 13 10.6 | 23 | 18.7 0.342
Avawpia 2 0.7 - - 2 1.6 - - 0.009
Opopponcvia 3 1.1 1 0.4 1 0.8 - - 0.138
Epnupetn Oudeteponevia 7 2.6 6 2.2 2 1.6 3 2.4 0.725

Mivakag 13. M apatodoyikr) to§ikotnta grade III/IV ot xnuetoBeparteia 105 ypappng

Opada A Opada A Opada B Opada B
(n=267) (n=267) (n=123) (n=123) p-value
Grlll GrIV Grlll GrIV

N % N % N % N %
Nautia / 'Epetot 1 0.4 - - 10 8.1 2 1.6 0.0001
Awappota 6 22 | - - 7 5.7 1 0.8 | 0.036
BAevoyovitida 1 0.4 1 0.4 3 2.4 1 0.8 0.062
Neupoto§ikotnta 3 1.1 - - 3 2.4 2 1.6 0.057

4.3.8. XnperoBepaneia Ssutepng (21S) ypappng — Apactirotnta

To &iapeco Sidotnpa petagu tou téAoug g 11 ypappng Kat g £vapdng g 21 ypappng nrav
1.4 prjveg yla toug acbeveig tng opadag A kat 2.6 pr)veg yia auvtoug g opadag B (p=0.001). Meta
and ) Xopnynon g 2ns ypapprng, dvo mAnpng (0.7%) xkat 33 (12.4%) pepkég aviarnorpioelg
Kataypa@nkav yia toug aobeveig rmou ¢Adafav xnuetobeparneia ota miaiowa g opadag A (CUVOAIKO

roocooto aviarnokpong 13.1%, 95%C.1: 9.1% - 17.2%), eve oty opadag B, evveéa aoBeveig (7.3%,
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95%C.I: 2.7% — 11.9%) gp@dvioav aviKePEVIKT] AVIATIOKP10N OtV £rtakoAouBn xnpetoBepareia

2ns ypapprg pe pn-rmAativouxo oxnpa (p=0.093; [Iivakag 14).

H &wapeon didpkela aviarnokplong rav rnapopola Kat oug 6vo opadeg (5.7 evavil 5.6 pr)veg,

p=0.853).

IMivakag 14. Avianoxkpion ot xnueloBepareia 20 ypappng

Opada A (n=267) Opada B (n=123)

N (%) N (%)
CR 2 (0.7) -
PR 33 (12.4) 9 (7.3)
ORR 35 (13.1) 9 (7.3)*
95% C.I. 9.1% - 17.2% 2.7% - 11.9%
SD 76 (28.5) 44 (35.8)
PD 156 (58.4) 70 (56.9)

*p=0.093

CR, mAnpng vpeon; PR, uspikn) vpeon; ORR, ouvolikd mooooto avtanokpiong;
SD, otaBepr) vooog; PD, mpoodog tng vooou; 95% C.I, 95% Swaotnua sumotoouvng

Kat oug 8o opddeg, ta moocootd aviamnoxkplong ot Bepaneia 208 ypapung dev mapouoiacav

ONPavIKr) dtapopd oe oXEor Pe v avtanorplon ot Beparneia 1ns ypappng (CR+PR vs SD+PD).

‘Etot, otv opdda A , oe evvéa (15.8%) ard toug 57 aviartokpiBévieg kat oe 26 (12.3%) arnod toug
210 pn avwarnokpiBévieg ot xnuetoBeparieia 1S ypappng  ermreUXOnNKe  AVUIKEPEVIKI

avtanokpion ot XnpetoBeparteia 21 ypapprng (p=0.499), (Ilivakag 15).

Avtiotowxa, otnv opdada B, oe mevie (8.9%) aro toug 56 avrartokpiBévieg kat o 4 (6.0%) arod toug
07 pn-avranokp1Bévieg ot xnuetobepartieia 10 ypappr|g ermreUXOnNKe AVIIKEIEVIKL] AVIATIOKP10T)

ot xnpueoBeparneia 2ns ypapprng (p=0.530), (Ilivakag 16).
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O &iapeoog xpodvog yla v £§€A1§n g vooou 1)tav rapopolog kat otig 6vo opadeg (3.0 évavtt 3.1
pnveg, ywa v opada A kat B avtiotowxa, p=0.508). Asv napatpndnke xkapia Siagopda ocov
a@opd T XOPrynorn avaotoAéa tng tupoowvikng Kivaong (EGFR tyrosine kinase inhibitors) ot 30

ypappr) petady twv duo opddav.

IMivakag 15. Avtanokpion ot xnuewoBeparieia 20 ypappng avaloya pe Vv aviarokplon ot

xnpeoBepaneia 10 ypappng yua toug acBeveig g opddag A

Avtanoxkpion otn 27 ypappr
CR+PR (n=35) SD+PD (n=232)
Avtanoxkpion otnv 1n ypappi)
9 (15.8)
CR+PR (n=57) 48 (84.2)
95%C.I. 6.3% - 25.3%
26 (12.4)
SD+PD (n=210) 184 (87.6)
95%C.I. 7.9% - 16.8%

*p=0.499

CR, mAnjpng vpeon; PR, uspikr) vpeon; ORR, ouvoAiko mooooto aviandkplong;
SD, otaBepr) vooog; PD, mpoobog tng vooou; 95% C.I, 95% Swaotnua spumotoouvng

Mivakag 16. Avtaroxkpiorn ot Xnueobepareia 208 ypapprg avaloya e TV aviarokplon Ot

xnpetoBepareia 118 ypappng ya toug acbeveig g opddag B

Avtanoxkpion otn 27 ypappr)
CR+PR (n=9) SD+PD (n=114)
Avtanoxkpion otnv 17 ypapps
5 (8.9)
CR+PR (n=57)
95%C.1. 1.5% -16.4% 51 (91.1)
4 (6.0)
SD+PD (n=210)
95%C.I. 0.3% - 11.6% 63 (94.0)

*p=0.530

CR, mAnpng vpeon; PR, uspikn) vpeon; ORR, ouvolikd mooooto avtanokpiong;
SD, otaBepn) vooog; PD, mpoodog tng vooou; 95% C.I, 95% Swaotnua sumotoouvng
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4.3.9. XnpewoBepaneia (21S) ypappng — ToSikotnta

Aedopéva toikotntag ya ) xnpetoBeparieia devutepng ypappng nrav diabéopa oe draxkdoloug

eikool oxt® aoBeveig amo v opdada A kat oe ekatd aobeveig ano v opada B.

‘Ocov apopd NV ATPATOAOYIKI] TOSIKOTTA, UI)PXAV OTATIOTIKA ONPAVIIKEG dla@opég ota rmocootd
ooPBapou Pabpou OpopPoreviag (5.8% évavtt 2.7%; p=0.029) kat eprnupetng oudeteporieviag
(3.4% evavtur 2.6%; p=0.027) yua v opdda B (mAat. -> pn-mAat.) oe oUyKplon pe v opada A

(pn-mAat. -> mAat.), ([Iivakag 17).

Aev TapatnprBnkav onpavukeg d1a@opég ota 1moocootd cofapr)g PN-AlPAatoAoyiKLG TOSIKOTNTAG
Babpov III kat IV 160a ota pn-rAativouxa oxnpata 000 Kat o’ avtd pe Baon v miativa ([Iivakag

18).

HMivakag 17. Awyatoloyikr) to§ikotuta grade III/IV ot xnpeoBepareia 20 ypappng

Cohort A Cohort A Cohort B Cohort A
(n=228) (n=228) (n=100) (n=228) p-value
Grlll GrIV GrlIll GrIV

N % N % N % N %
Oudceteponevia 32 14.0 21 9.2 12 12.0 32 14.0 0.961
Avapia 8 3.5 1 0.4 3 3.0 8 3.5 0.058
Opopponcvia 4 1.8 2 0.9 4 4.0 4 1.8 0.029
Epnupety

1 0.4 2 2.2 3 3.0 1 0.4 0.027
Oudeteponevia
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IIivakag 18. Mn-awpatodoyikn to§ikotnta grade III/IV ot xnpeoBepareia 20 ypappng

Cohort A Cohort A Cohort B Cohort A
(n=228) (n=228) (n=100) (n=228) p-value
GrlIII GrlIV GrlIII GrIV

N % N % N % N %
Nautia/'Epetot 13 5.7 3 1.3 7 7.0 - - 0.971
Awappola 11 4.8 9 3.9 9 9.0 2 2.0 0.525
BAsvoyovitida - - - - - - 1 1.0 0.130
Neupoto§ikotnta 3 1.3 - - 2 2.0 1 1.0 0.961

4.3.10. AEAOMENA EIIIBIQZHZ

H 8idpeon ouvodikr) ermmPinon mou umoldoyiotnke aro v €vtadn ot XnpeloBeparieia mpotng

ypapprg pexpt to Bdavato (E1) frav 13.3 pnveg (95%C.I: 11.4 — 15.1) yua v opdda A kat 15.7

unveg (95%C.I: 13.4 — 18.0) yia v opada B. Ta rmooootd tng povo-gtoug ermPioong nrav 54.8%

(95%C.I: 50.1% - 59.5%) kat 67.5% (95%C.1: 62.7% - 72.3%), avtiotoxa (p=0.538; Ewkova 10).
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Ewkova 10. :Zuvodikr) Empioon twv acbevov petady tov opadev A kat B amo v évapén g

xnpetoBeparneiag 118 ypappng

100%—

80% — Log rank test: p=0.538

Cohort B (n=123)
60% —

40% —
L
Ny

%

20% — ‘;,l Cohort A (n=267)

I I I I I I I 1
0 10 20 30 40 50 60 70 80

OS (months)

% of Survival

0% —

Aev unrjpxe onpavukr diagopd g ouvoAikrg diapeong empPinong (E1) otoug aoBeveig pe yevike)
ratdotaon 0 1600 otV mpwtn 6co Kat ot devtepn ypapprn [13.3 (95%C.I: 10.3 - 16.2) xkat 16.9
(95%C.I: 12.8 — 21.0) prjveg, p=0.389] kat [8.4 (95%C.I: 7.3 — 9.6) rat 9.9 (95%C.I: 7.1 — 18.8)

pnveg, p=0.931] petadyu v duo opdadwv.

Avtiotowxa, kapia &wagpopda dev Samotwbnke Kal otV KAtyopia TV aoBevov PE  YEVIKI)
ratdotaon 1 ocov agopd tn S1apeorn OUVOAIKY| ermPiworn otnv Mp@tn KAl ot 8eUteprn ypappn)
[12.6 (95%C.I: 10.7 — 14.6) xat 15.2 (95%C.I: 13.2 - 17.2) prjveg, p=0.655] xat [7.3 (95%C.I: 5.9

—8.8) xat 7.2 (95%C.I: 5.6 — 8.8) prveg, p=0.571] xkat otig dUo opadeg.

Qoto00, 0 Kivouvog Bavdtou katd 1o MP®TO £T0G 1TAV ONPAVIIKA UWPNAOTEPOG OToug aobeveig 10U
¢daPav xnpeloBeparnieia mpotng ypapprng rou dev mepleixe mAativa (Opada A; OR: 1.668 ;
95%C.I: 1.066 — 2.611; p=0.024). Axopa kat otav e§apednkav o1 acBeveig rou ouppeteixav oe

pedéteg mou rmepteddpPavav povoBeparieia, ot acBeveig mou fAlaBav xnueloBepareia mpINg
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YPAPHLGS PE PIN-TTAATIVOUXO0 OXNpa ouvexi{av va €Xouv onpaviikd uynAdtepo kivduvo Bavdatou

Katd 1o npwto €tog (OR: 1.732; 95%C.I: 1.093 - 2.754; p=0.019).

H ouvoAkn Sidpeon emPioon (E2) rmou unodoyiotnke and v nuépa rnou ot acdeveig eviaxdnrav
va AdBouv xnpetoBeparnieia deltepng ypappung nrav 7.9 prjveg rat ya tg duvo opddeg (opdda A:
7.9, 95%C.I: 6.7 — 9.1 xat opada B: 7.9, 95%C.I: 6.9 — 8.9 unveg, p=0.451). EnmutAéov, ta
mooootd TG povo-etoug ermPiwong ywa t xnueoBepaneia deutepng ypapung nrav 34.6%
(95%C.I: 29.9% - 39.3%) rat 28.9% (95%C.I: 24.1% - 33.7%) yia toug acBeveig tng opadag A kat

B (Ewodva 11).

Ewkova 11. :Zuvodikry EmBioon twv acbevov petady tov opadov A xkat B and v évapén g

xXnpetoBepaneiag 218 ypappung

lOO%—‘\

80% —
Log rank test: p=0.451

60% —

Fad

40% —

% of Survival

Cohort A (n=267)
20% —

Cohort B (n=123)

0% —

OS (months)

[Ipaypatorotr)Bnke povortapayoviiky availuon katd v oroia e§etdodnke Katd mocov dideopot
napayovieg ennpedfouv 1] OXt t ouvoAlkr Siapeon emPiwon ([ivakag 19). Or mapdyovieg autoi
ntav n nAkia, 1o @UAO, 1 YEVIKI] KATAOTAOT], 1] 10TOAOYia TOU OYKOU KAl 1] Xoprjynon riativag otnv
npwtn 1 oty 8eutepn ypapprn xnpeobeparieiag. Movo to otddio g vooou arodeixOnke O1L £xel

onpavukr) enidpaon oty audnon tou XpOvou g OUVOAIKIG ermPBinong tov acBevav.
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21 ouveEXela Xpnotponolwviag to avaloyiko poviedo kivduvou Cox (Cox’s proportional hazards

model) mpoxewevou va efetaobel kar va emPePaiwdel n ave§apunt emidpaon avtav IOV

napayoviov, darmotwbnke 6t povo to otadlo g vooou (IIIB vs. IV) ennpedlet oplakda v

ermpPioon v acBevov (HR: 1.289; 95%C.I: 0.993 — 1.650; p=0.057), (Ilivakag 20).

IIivakag 19. Movorapayovtiki] avaAluor OUVOAKT|G ermiPBiwong

Log rank
Mapayovteg p-value HR 95% CI p-value
test
HAwia (270 vs <70) 1.763 0.184 1.209 0.913 -1.600 0.185
®ulo (Avbpeg vs I'uvaireg) 1.882 0.170 1.268 0.902 - 1.782 0.171
Fevikn kataotaon (1+2 vs 0) 1.158 0.282 1.127 0.906 - 1.403 0.283
lotodoyia 0375 | 0.540 | 1.081 | 0.842-1.387 | 0.541
(Adevo & peyald /xko vs [TAaRDOEG)
Ztadio (IV vs IIIB) 5.908 0.015 1.325 1.055-1.663 0.016
CDDP (2n ypappr) vs 118 ypappr)) 0.378 0.538 1.074 0.854 - 1.351 0.539
IMIivakag 20. TToAurtapayovtikr) avaiuor cUVOAKNgG ermpiowong
Mapayovteg HR 95% CI p-value
HAwia (270 vs <70) 1.242 0.901 -1.712 0.186
®dudo (Avdpeg vs I'uvaikeg) 1.125 0.781 -1.619 0.528
Fevikn kataotaon (1+2 vs 0) 1.017 0.790 - 1.307 0.898
lotodoyia 1.092 | 0.844-1.414 0.503
(Adevo & peyald/xko vs [TAaRDOEG)
Ztadio (IV vs IIIB) 1.280 0.993 - 1.650 0.057
CDDP (2n ypappr) vs 118 ypappr)) 1.180 0.903 - 1.543 0.226
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C) ZYMIIAHPQMATIKA AEAOMENA

4.3.11. Anpoypa@ira Kat KALVIKA XAPAKTPLOTIKA acOsvov

Ta KRAWVIKA XApAKINPoOTIKA TV aofevev rtapouctddet o ITivakag 21. Ixetikd pe v KATAVour| otd
KAWVIKA XApaKIploTikA TV acBevev ol IPelg opadeg 1tav oXeTKA KAAd 10oppornpéveg. Qotooo,
Unnpxav KAaroteg onpaviikeg diagopég petadu tov opdadev I' kat B 0cov agopd tewv 10t0Aoyiko
turo (p=0.006) kat 1o 1ooooto twv acdevav pe vooo otadiou IIIB (p=0.031). EmumAéov, o diapeoog
ap1Opodg v KUKAGV XnpetoBfeparieiag mou xopnynbnkKe otnv npot ypappr nrav tieooepig (4) xkat

€81 (6) yla g opadeg I' kat B, avriotowxa (p=0.001)
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Mivakag 21. Anpoypa@ikd Kat KAWVIKA XapaKinplotkd acdevav

Opadeg
r A B
p-value p-value
(n=94) (n=267) (n=123)
N (%) N (%) N (%)
HAwkia (¢1n)
Awapeon 63.0 61.0 60.0
0.170 0.106
Min-Max 43 - 82 34 -85 38-75
$PYAO
Av6pe 86 (91.0 231 (87.0) 112 (91.0)
Pes ( ) 0.205 0.911
T'uvaikeg 8 (9.0) 36 (13.0) 11 (9.0)
T'eviki Kataotaon
0-1 85 (90) 254 (95) 118 (96.0)
0.101 0.102
2 9 (10) 13 (5) 5 (4.0)
Iotoldoyia
MAakwdeg 24 (25.0) 86 (32.0) 43 (35.0)
Mrn)-riAakedeg 56 (60.0) 132 (49.0) 45 (37.0)
0.374 0.006
Adla@oporointo 11 (12.0) 35 (13.0) 24 (20.0)
Ayvwoto 3 (3.0) 14 (5.0) 11 (9.0)
Ztadio
11IB 25 (27.0) 92 (35.0) 50 (41.0)
0.161 0.031
v 69 (73.0) 175 (65.0) 73 (59.0)
Ap. KUxA®v nou xo NOnkav
P pavAEI 4 (1-10) 3(1-12) 0.704 6(1-9) 0.001
Aldpeoog (min — max)
Atdotnpa petagy XMO 1ns & 2ns yp
Aldpeoo (min — max) 2.2 1.4 2.6
0.6-50.4) | (1.0-34.6) | %013 | 1.0-35.0) | 0034
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4.3.12. Apactirotnta

Eixkool 1é0oepig (25.5%) aro toug 94 aobeveig tng opdadag I' kat 56 (45.5%) aro toug 123 g
opadag B eixav avureipevikr) aviarnokplon ot xnpewoBeparieia npatg ypappng  (p=0.002);
avtiBeta, dev urnrpxe dagopd 60OV A@OoPA Ta ITOCOCTA AVIAIIOKPLONG Otr Xnpetofepareia mpwtng

ypapprng petadu petady twv aobevav rmou Beparnevnkav otg opddeg I' kat A (25.5% wat 21.3%,

avtiotowxa; p=0.403), (Ilivaxkag 22).

Ia m Bepareia devtepng YypaAPIg Ta ITOCOOTA OUVOAIKI)G aviarniokplong nrav 17.0% otnv opdda
I, 13.1% owmv opada A (p=0.349) xatr 7.3% owmv opada B (p=0.027), ([Tivakag 23). H
avtanokplon ot xnpetoBepareia devtepng ypapprg 6 OUOXETIOINKE PE TOV 10TOAOYIKO TUIIO, TO
@UAO, T YEVIKI] KATAOTAON KATA T OTypn g €viagng 1] pe tv avianokpilon otn Oegpareia
MPpWING ypappng petasy v opddov I, A kat B. H diapeon dapkreia aviarnokpiong ot Ogpareia
np®ING ypappng frav 6.5, 4.9 kat 4.7 purveg (p=0.066 xatr p=0.185) kat ot Beparneia devtepng

ypapprg 5.6, 4.8 kat 5.4 prjveg (p=0.988 kat p=0.792) oug opddeg I', A kat B, avtiotowxa.

Mivakag 22. ZUVOAIKA MMOCOOTA AVIATIOKP10NG Ot Xnjuetofepareia 108 ypapprg

Opadeg

T (n=94) A (n=267) B (n=123)
CR 3 (3.2%) 2 (0.7%) 2 (1.6%)
PR 21 (22.3%) 55 (20.6%) 54 (43.9%)
ORR 24 (25.5%) 57 (21.3%) 56 (45.5%)
95 % C.I. 16.72%-34.35% 16.43%-26.26% 36.73% - 54.33%
SD 29 (30.9%) 67 (25.1%) 36 (29.3%)
PD 41 (43.6%) 143 (53.6%) 31 (25.2%)

Opada T vs. B: p=0.002; opada I' vs. A: p=0.403

CR, mAnjpng vpeon; PR, uspikr) vpeon; ORR, ouvoAiko mooooto aviandkplong;

SD, otaBepr) vooog; PD, mpoobog thg vooou; 95% C.I, 95% Swaotnua spumotoouvng
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IMIivakag 23. ZUVOAIKA [TOCOOTA AVIAIIOKPIONG Ot Xnjielo0eparieia 20 ypapprg
Opadeg
I’ (n=94) A (n=267) B (n=123)
CR - 2 (0.7%) -
PR 16 (17%) 33 (12.4%) 9 (7.3%)
ORR 16 (17%) 35 (13.1%) 9 (7.3%)
95 % C.I 9.42%-24.62% 9.06%-17.16% 2.7%- 11.92%
SD 26 (27.7%) 76 (28.5%) 44 (35.8%)
PD 52 (55.3%) 156 (58.4%) 70 (56.9%)

Opdda I' vs. B: p=0.027; opada C vs. A: p=0.349

CR, mAnpng vpeon; PR, uspikn) vpeon; ORR, ouvolikd mooooto avtanokpiong;
SD, otaBepr) vooog; PD, mpoobog tng vooou; 95% C.I, 95% Swaotnua sumotoouvng

4.3.13. TTP xat Empiwon

O 81apeoog XpOVOG PEXPL TNV UIOTPOIT] otr) Xnpetobeparteia 1ns ypappng firav 4.3 Prjveg yia toug
aoBeveig tng opadag I' kat 5.8 prjveg yia toug aobeveig g opadag B (p=0.324), eve ot acBeveig
g opddag A eixav diapeoco xpovo urotporu)g 3.1 pnveg (p=0.112), (Ewkova 12). ‘Ocov agpopd 1
xnpuetoBeparieia deutepng ypappng o didpeocog xpdvog urotportr)g dev SlE@epe oNPAVIIKA avapeod

oug 1peig opadeg (3.6, 3.0, 3.1 prjveg yia tig opadeg Iy, A kat B, avtiotoixa).

H &idpeon emPiwon otav urodoyiotnke ano v evapdn mg npoing ypappng rfrav 16.0, 13.3, kat
15.7 pnveg, pe rmocootd povo-etoug empPionong 64.6%, 54.8% rat 67.5% oug opdadeg I', A xat B,
avtiotowxa (opada I' évavtt A, p=0.101 kat opdda I' évavut B, p=0.268), (Ewwova 13). Akodoubawg,
otav n diapeon ermPiwon vroloyiomke and v €vapln g xnpelodepaneiag devutepng ypappng
nav 9.5, 7.9 kat 7.9 pnveg, pe mooootd povo-etoug ermPinong40.7%, 34.6%, 28.9% yua tug

opddeg I' kat A (p=0.157) ka1 B (p=0.063), avtictoxa.
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Ewkova 12.

Probability of TTP
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Ewkova 13.

Probability of survival
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4.3.14. To§irotnta

Avagopika pe ) oofapou Babpou (grade III/IV) aipatoloyikr) to§ikotnta otn xnpetoBepareia
npwing ypappng dev napammpnbnkav onpavukeg diagopég petalu tov opddev ([Iivakag 24). H
ouxVOTITA £UEAVIONG epuItupetng oudeteporeviag rrav 1.1%, 6.4% xat 6.5% oug opddeg T, A
(p=0.042) xat B (p=0.046), avtictoxa. XXeUKA HPe T YPN-ATPATOAOYIKE]  TOSKONTA,
napatnpndnkav xapnAdtepa rmooootd vautiag Kat epetav oty opada I' oe oxéon pe v opada B
(p=0.008). Aev mapatnprBnkav onpavukeg diapopég petadl v Iplwv opddwv 6oov agopd tn
6wappotla, tw PBAevvoyovitba, tn aoBeveia kar 1 veupoto§ikomnta (ITivakag 24). Emiong, 6ev
avaeépOnkav Bavatol Aoy® To§IkOTNTAg Katd 1) Xnpetofeparneia nmpong ypappng. Avagopira e
10 IPo@iA To§IKOINTAG TG XNpetoBepareiag Seutepng ypapprng, dev nmapatprndnkav onpaviukeg
dlapopeg ota 1mmooootd ocofaprig todikotntag petadu v eV opadev pe efaipeon ) Sidppola
Babpou III/IV n omoia nav onpaviikda rmo ouxvr] otoug aoBeveig tg opadag B oe oxéon p’

autoug g opadag I' (2.6% évavu 11.0%, p=0.036), (ITivakag 25).
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IMivakag 24. IIpopid cofapris toikdtntag ot xnpewoBeparieia 108 ypapprng avaloya pe wmyv

opada Bepareiag

r A r B p-
Opadeg
(n=94) (n=267) (n=123) (n=94) (n=267) (n=123) value
Fvs A
GrIII GrIII GrIII GrIv GrlV GrlV
'vs B
N % N % N % N % N | % | N %
0.961
Oubet/via 12 | 12.8 | 43 | 16.1 | 13 | 10.6 | 11 | 11.7 | 23 | 8.6 | 23 | 18.7
0.431
0.772
Avawia 1 1.1 2 0.7 2 1.6 - - - - - -
0.725
®popf/vi 1 1.1 3 1.1 1 0.8 1 (04 0.757
opp/via . . . - - . - -
PoH 0.848
Nautia/ 0.439
1 1.1 1 0.4 10 | 8.1 - - - - 2 1.6
Epetot 0.008
0.946
Adppotla 2 2.1 6 2.2 7 5.7 - - - - 1 0.8
0.128
0.272
BAevoyovitig 1 1.1 1 0.4 3 2.4 1 1.1 1 |04 1 0.8
0.617
0.962
Neupot/ta 1 1.1 3 1.1 3 2.4 - - - - 2 1.6
0.182
0.400
KatafoArn 5 5.3 8 3.0 7 5.7 - - 1 (04| 1 0.8
0.716
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Mivakag 25. TIpopid cofapris toikdtntag ot xnpewobeparieia 20 ypapprng avaloya pe v
opada Bepareiag
r r B p-
Opadeg
(n=76) (n=228) (n=100) (n=76) | (n=228) (n=100) value
F'vs A
GrIII GrlIII GrIII GrIV GrIV GrIV F'vsB
N % N % N % N | % | N| % | N %
0.104
Oubdet/via 7 9.2 | 32 [140] 12 | 120 | 4 |53 |21]9.2 | 11 | 11.0
0.156
0.079
Avawia - - 8 3.5 3 3.0 - - 1 104| - -
0.128
®poyp/vi 1 1.3 4 1.8 4 4.0 2109 1 1.0 0.508
opp/via . . . - - . .
PoH 0.182
Naurtia/ 0.061
1 1.3 13 | 5.7 7 7.0 - - 3113 - -
Epetot 0.075
0.074
Alappotla 2 2.6 11 | 4.8 9 9.0 - - 9 |39 2 2.0
0.036
BAevoyovitt - - - - - - - - - - 1 1.0 )
v s 0.382
0.315
Neupot/ta - - 3 1.3 2 2.0 - - - - 1 1.0
0.128
0.201
KatafoAr) 8 10.5 | 13 5.7 10 | 10.0 - - 1 (04| 1 1.0
0.920
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5. ZYZHTHZH

H xnpeloBepanieia arotedei to standard of care yia toug aoBeveig pe mpoxw@pnpévo pn-
HIKPOKUTIAPIKO KAPKiIvVo Tou rveupova. Ot aoBeveig rou urotporiadouv petd ) xnpetobeparneia
npwing ypapprg addd Ppilokoviatr oe KaAAn YEVIKI] KATAOTAOIN HITOPel va ITETUXOUV ONAVILKL)
napdataon g empioong pe ) Xopnynon xnpetoBepareiag 2ns ypappng. Ot petprjoelg otnv
nolotta {Wng 1mou €xXouv yivel o’ aut T @Aaorn £€6e1§av ol avernBupnteg evépyeleg TToU oxXeti{ovratl

pe ) xXnpuetoBepareia avriotaBpifouv ta o@eAn ng..

Zmv npotn avadpopkr] avaduor, e§etaotnke n rnopeia aro 634 aobeveig pe nmpoxwpnpévo pun-
HPIKPOKUTIAPIKO KAPKIiVO TOU TveUpovd TIOU AVIIPEIIUOINKAV 0f KAWIKA TIP®IOKOAAA
xnpeoBepaneiag 118 ypapprg. Ilapamprioape ot povo 1o 35% twv acbevav €dafe tedika
xnpueoBepartieia 20 ypappng. ®@a mpérnel va onpelwbel 61t autoi ot acBeveig urnoPArnOnkav oe
Oeparieia, PeTd TV UMOTPOIM) OINV MPWIN ypappn, oe pia emoxr) omou n xnueoBepareia 2ns
ypapprg 8ev eixe akopa kabiepwbei og pia mpooeyylon rou propet va Pedtiwoet v EKPaotn twv
aofevev Pe PN-PKOPKUTIAPIKO KAPKiIVO ToU Iveupova. Qotdoo, mapd TO YeEYovog OTL Ot
arnotedeopatnikég Oepareieg yia ) 27 ypapprn €ywvav dwabeopeg petd and auvtr) v rnepiodo,
aKOPA KAl og petayeveotepeg pedéteg 108 ypapprg povo o 30-40% tov acBevov Ba Adfouv tedika

xnpeoBeparneia 218 ypappurg [128], [93], [131], [140].

O1 aoBeveig ouv opdda 1ou £Adafe xnpuetoBeparieia 20 ypappng 1av OXeTKA Mo VvEol, nAkiag
KAt v S50 etwv. AUTO £¢pXxetal oe oup@mvia pe tr dnuooisuon tov Hensing et al ortou avagepete
OTl 1] IPOXWPNHEVI] NAKIA OUOXETOTNKE Pe pelwpévn mbavomta Anyng xnpetobeparneiag 2ns
ypapprng av kat autd dev Bpebnke oTtaTIOTIKA ONPAVIIKO OV IOAUMAPAYOVIIKI] avdAuon [73].
Ertiong, ot Massarelli et al. ava@épouv ot o1 aoBeveig tou €éAafav xnpetoBeparneia épa arno

2n ypappr ftav veotepot anod exeivoug rou dev edapav [100].

Znv opada rou 860nke xnuetoBeparteia 21 ypap g 0 10T0A0YIKOG TUIT0G ToU adeEVOKAPKIVOILATOG
1)TaV OUXVOTEPOG art’ Ott otV opada g BEATIOING UMOOTPIKTIKYG aywyns. Opoiwng, ot Hensing et
al dariotwoav ot ot aoBeveig pe pPn-mAakmdn Kapxkiveopata eixav peyaduvtepn mbavotnta va
AdPouv xnpeoBeparnieia 218 ypapprg [73]. Av KAl o1 ITOAUMAPAYOVIIKEG AVAAUOELG ITIOU £€ylvav o€

PEAETEG YA TOV IIPOX®PNPEVO KAPKiIVO TOU TveUpova He KUTtApotoSlkd OXnpatd Ol OIloieg
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nipaypatornotr)fnkav arno peydadeg ouvepyatikeg opdadeg [3], [90] deixvouv Otl 0 10T0AOY1IKOG TUTTIOG
EXEL PIKPIL MPOYVROTIKI adia, eival mbavo oplopévol UMOTUITol va €XOUV S1a@QopeTiKI] BloAOYIKT
ouprniepipopd. Etot ot aocBeveig pe Ppoyxokupeldikd xkapkivopa 1 adevokapkiveopa pe
XAPAKINPOUKA BpoyXoruyweAidikoU propel va ermPiovouv rnepioootepo [42]. Exupdrat ot ot
xapaktrjpeg BAC unidpxouv nepirou oto 40% tev adevokaprivopdiev, kat mbavov rpoodidouv

pa mo apyr) KAWviKr) ropeia 0’ autd to ouykekpipévo urtoturo [1035].

H aviandxkpilon ot xnpeoBepaneia 10 ypapprig e diépepes onpavuka petaly tov opddwv
xnpeofeparneiag 218 ypappng kKatr PEATIOMNG UMOOINPIKTIKIG AY®YNS, ©®OTOco otnv opdda 1ng
xnpeoBeparneiag 218 ypappng Ayotepotl aobeveig eixav drakoyet ) xnuetobeparnieia 1ns ypappng
PV TV OAOKATP®OOT TV TPIOV KUKAGMV KAl Atyotepol acBeveig eixav ermdeivmorn g YEVIKIG TOUG
Kataotaong katd ) didpkela g xnpetobeparnieiag 10 ypappng oe oxéon pe toug aobeveig otnv
opdda tng PEATIONG UTTOOTNPIKTIKIG ayayr)g. Ol tapatnpr)oelg auteg evioxUouy v Urtodeon ot
ol Oyrol Twv aobevev mou Ba AdPouv tedikd xnueroBepareia 20 ypappng €xouv rmbavotata

PoplaKda XapaKInplotka pe Arydtepo erubetikn Brodoyia.

Ot aoBeveig pe yevikr) katdotaon Pabpou 2 rjav Awyodtepot oty opdda g xnpuetobepareiag 208
YPAPPrg o oxeon pe v opdda g PEATIONG UMOOINPIKTIKAG AY®OYS. L& TUXAOTIOUHIEVES
peAéteg TIOU agopouocav ot xnuetoBeparieia 20 ypappng, ta ooootd OV acBevov PE YEVIKI)

Kataotaon Babpou 2 frav povo 11% - 25% tou ouvodikou mAnBuopou [47], [137], [69].

Ot aoBeveig pe praxo performance status emiong UITO-eKIIPOOKITOUVIAL OTIS PEAETEG TIOU APOPOUV
ot xXnpeoPeparnteia 1ns ypappng, €xouv vooo 1 oroia e§edioostatl ypriyopa Kal mapouotdfouv
pkpotepa roocootda ermPinong [35], [146]. Ilpaypat, otv mapovoa avaduor, ot acBeveig je
YEVIKI] Katdaotaon Pabpou 2 sixav peyaAutepo Kivouvo UTIOTPOIG PEtd T XnpetoBepareia 1ns
ypapprg. Eivar mpogavég ott autoi ot acBeveig eixav onpavuxkd xapnAdtepn mbavotnra va
AdPouv enopevn Beparteia. Auto propel va 10xUel akOpa KAl yia aoBeveilg pe yeviki) KATtaotaor)
Babpoy 1 kata 1w Oudyvwon, ot omoiot sp@avifouv  Atyotepeg mmbavointeg va Adafouv

xnpeoBeparneia 208 ypappng [73].

Ta amoteAéopata auvtrg g avdaluong &6eiav Ol Ol AVUIKEIPEVIKEG AVIAIIOKPIOES Otn)

xnpeoBeparneia 2ns ypappng nrav Imo ouxveg, addd dev Siegepav onpavukd (15.7% évavt
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10.6%, p=0.396), petadu v acbevav ou aviarokpibnkav ot Oepareia 17 ypapprng art’ ot
petall v pn avianokp@éviov. Emmdéov, oxebov oo 11% twv pn avianokpiféviav ot
xnpeofeparteia 10 ypapprg emreuxOnKe aviarokplon HETA Tr) Xoprynorn tng xXnuetobeparneiag
2ns ypapprg. Apkretég pedeteg gpaong II éxouv Heiel 0T Ta mooootd aviartokplong ot 2" ypappn
etvat uyndotepa petadly v aocBevov rou aviarokpibnkav oty 1n ypapprn [34], [8]. Zto apBpo
tov Shepherd et al. dev avagépetal kapia avuKeEPEVIKY] avtartokplon otr dooetadedn petadu twv
aoBevev ou eixav 1poodo vooou otn xnpetoBepartieia 1ns ypappurg [137]. Zn pedétn tov Fossella
et al mapawnpndnke pla taon epEAviong UWPNAOTEPOU TTOCOOTOU AVIATIOKPloNG otn 6ooetadedn
petalu 1ov acbevav mou rtav platinum-resistant (10%) oe oxéon P’ autoug mou rtav platinum
refractory (5%), [47]. Qotdoo, n Betikr) oxeon petadu g aviarnokplong oty 11 ypappr) Kat otnv
ermakoAoubn Beparteia 218 ypappng dsv eival opogmvn, apou dddeg opddeg dev avagépouv rapia

ouoxétion petadu aviarnokplong otn Beparteia 118 kat 208 ypappung [S1], [16], [157], [52].

Kata myv nepiodo tng rmapovoag avaAuong reploptopéva otoxeia unrpxav diabéopa oxXeuka pe
m dpaoctikotnta g riativag ot 2" ypappr), ®G AroteAeopd tg 0 CUXVI|G XOPIYIOLG TG O
mAativouxa oxnpata oty 1n ypappr). To rmoocootd avianokplong pe mAativouxo ouvduaopo 1ou
Kataypagnke ot 20 ypappn nav mg tadng tou 16%. [lapatnpriBnke pia taon peyadutepng
dpaotkontag oxXnupatewv pe Pdaon v midtiva évavil 1oV Pn-rmiatvouxemv Imou opwg dsv nrav

otatiotka onpavuky (p=0.0562).

O anwtepog otoxog g Bepareiag twv acfevov pe Pn-PiKPOKUTIAPIKO KAPKIVO TOU Iveupiova givat
N napataon g empPioong. H Sidpeon ouvoldkr) ermPinon yia myv opada tng xnuetobeparieiag 218
YPOPHIG, 11 oroia UrtoAoyidetal amo v npepopnvia eyypaeng ya ) Anygn xnpeobeparneiag 2ns
ypapprg, fitav 7 prjveg, amotédeopa IMou €pXETal O oup@evia pe ta arnotedéopata emPioong
(amtd 5.6 éwg xkatr 8.3 prveg) mou emIeUXOnNKAvV O€ TUXALOTIOUNPEVEG HEALTEG yla 278 ypapprng

xnpeoBeparneia [47], [137], [69].

[Tapopolog xpovo diapeong empPinong (6.7 pnveg) avapépdnke kat ya v opada acBevov rou
¢daBav eprouvipnn (EGFR-TKI) oe tuxatomounpévn pelétn oUYKPlong tng eplotwvipmng évavtt

E1KOVIKOU (Pappdkou, &g Bepareia 20s 1 3ns ypapprng [138].
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H yevikr) katdotaon (PS) éxel enmavelAnupéva avayveoplotel ©G IIPOYVOOTIKOG Tapdyoviag O
aoBevelg Pe PN-PIKPOKUTIAPIKO KAPKivo Tou mveupova [114], [3]. £’ autr) tv avdAuorn, 1 KAKn
YEVIKI] Katdotaorn Katd v €vapdn Kait Hetd 1o TtéAog g XnpetoBepareiag 10 ypapprng
ouoxetiotKke pe PKpotepn ermPioon OS1 (OS1: amd wyv €vapdn tng xnpewoBeparieiag 1ns
ypapprng €og to Bavato) kat OS2 (0OS2: arod 1o t€dog tng 1178 ypapung 1 arno v £vapdn g 2ns

ypapprg) yla autoug rou dafav xnpeobeparteia 20 ypapprg.

H véoog otadiou IIIB katd ) Sidyveon kat petd v oAokAnpwon g xnpeobepareiag 10s
ypapprng eixe Osuikn emidpaon oty ermPioworn oe Ox€on PE TO MPOXAPNHEVO 0tdadlo g VOoOoU
(otadio IV), kan mou ermonpaivel v avdykn yia €yraipn S1dyvaorn Tou Pn-piKPOKUTIAPIKOU
Kapkivou tou nvevupova. H aviikeipevikr] avianokpilon otnv Xnueobeparteia 118 kat 20 ypappr|g
Kabwg Kal 1 oAorAnNpwon g Xnpetobeparieiag 1nS ypapprng emong oUoXeTiotnKav Pe KAAUTepn)

ermPinon.

H moAunapayovtiki) avdduon epappootnKe 0TOUG ITAPAYOVIEG ITOU OUOXETIOTNKAV HE T OUVOALKD)
emPivon OS1 kat OS2 kat €de1§e o1 1 KAAL yevikr] Kataotaon, to otadio voocou IIIB, 1
QVTIKEIPEVIKI] AVIAITOKPLON KAl 11 OAOKATP®On g Xnpetobepareiag 10 ypapprng aroteAouv
aveSaptnToug IPOYVAOTIKOUG Itapayovieg KaAutepng ermPionong. H xoprynon xnueloBeparneiag 2ns
ypPapprg nNrav erniong aveSdpintog mpoyveoTikog mapayoviag yia kKadutepn ermPinon, ave§aptnta
arnd TG ONUAvuKeS O1aQopég OTta XAPAKINPEOTIKA TV aofevov petau v opddov g
xnpeofepartieiag 20 ypappng kKatr tg PEATOING UMOOINPWKUKNG aywyrg. [Ma ta napandve
ouprniepdopata Oa mpérnet va AneOet v’ oY 1 avadpopiky @UON autng tng avaluong. Qotdoo,
OUVEIOQEPOUV OTI] YEVIKOTEPN OoUPQavia tng asiag g xXnpeobepareiag 20 ypappng yia v

AVTIPETOITION OP1OPEVEV A0DEVOV e PN -IIKPOKUTIAPIKO KAPKiVO TOU Iveupovd.

T v npotn autr] avadpopikr] avaAluon @AavnKke Ott o1 aoBeveig e PI-HIKPOKUTIAPIKO KAPKivo ToU
mvevpova Ol oroiol IPOoX®PoUV ot Anyn XnpeoBeparieiag 278 ypapprg avilipoO®IIEUOUV
mbavotata éva erdeypévo mAnbuopd acbevov e €UVoiKA XAPAKTINPIOTIKA ITOU TOUG EITITPEITOUV
va Adafouv nepattépe Oepareia. Autd ta XApaKkinplotkd Ha propovoav va Xpnotporolfouv ya
OV eviormopd uroopddwv acBevav pe meploodtepa 1mbavd o@éAn amd ) XnpeloBepareia 208

YPAPULG 08 KAAd 0XeS1A0PEVEG TUXATOTIONLEVEG PEAETEG
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H xnpeoBepancia pe Bdaon v nmAativa £éxet kaBiepwbel wg 1 Beparneia ekAoyrg yia toug aoBeveig
HE MPOX®PNIEVO HUI-PKPOKUTIAPIKO KAPKIVO TOU ITveUplova IOV £ival 0€ KAATL YEVIKI] KATAOTAOL.
Qotdoo, didgpopeg peta-avadvoelg eixav og arotédeopa o ASCO va avapfabpiost g péxpt tote
rateubuvirpleg odnyieg TOU yld TV AVIPEIOINON TOU HI-HIKPOKUTIAPIKOU KAPKivou Tou
IveUpova KAVoVIag arnodextr| ) Xp1j0r Pn-rAdtivoUux®v ouviuaopov ©G eVAAAAKTIKY) €ITAoyr) yia
) xnuetoBeparteia 11 ypapprg, orou unidpxouv avievdeielg xoprynong mAativag [117], [9].
Ebdei§av eriong 6t o1 ouvduaopoi pe Pdaon v rmiativa éxouv peyadutepa IT0000TA AVTIATIOKPIONG
rat emPioong [37], [119], [120]. Ilap’ 6Aa autd, o6Aot ot aoBeveig pe mpoxwpnpévo pn-
HPIKPOKUTIAPIKO KAPKIVO TOU TveUpova tedika Oa urmotporidcouv Katl n XxnueloBeparneia 2ns

ypapprg, onwg £idape katl nmapandave, ca@og odnyei ot Pedtioon g ermPBinong 1oV acBevov.

Qg &Kk tOUTOU, 1 ¢KPaOT IOV aoBeveV ITOU avIipeIRITi{ovtal og tuxatorotpéveg pedéteg paong 111,
MOU OUYKPivouv TAATivoUuxXd €vavil HPI-IMIAATIVOUX®V  OXNHUATI®V  OToV  IMPOX®PNPEVO  Un-
PIKPOKUTIAPIKO KAPKIVO TOU Iveupova, 6a priopouce Bempntikd va ennpeddetal ano v EAAswyn
100pportiag oto 1mocootd TV acfevev rou glafav xnueloBeparieia 218 ypappng. Emumdéov, n
¢kBaon 1wv aobevav rou eAafav xnueobeparieia 118 ypappr|g pn Jn-rativouxo oXpa PIopet va
ernnpeaotel Suopevedg €av KAl amd T 201 ypapprn rnapalei@Bei o mAativouxog mapdyoviag.
[Ipdaypatt, n kataAAnAodtepn Oeparneia 215 ypappng yia toug acdeveig rou €daPav pn mAativouxo

oxrpa oty 11 ypappr) 6ev €xel arooca@nviotel.

Yriapxouv oxetikd Atyeg rmAnpogopieg otn PipAloypa@ia oxetkd pe myv emidpaon 1@V oxXnpatav 2ns
YPOAPPNG IMou IepExouv mAativa 1 oxi, owmyv emPioon. Emmdéov, eivar akdpa acagég av 1
aroAoubia Xoprjynong twv miatvoUxev Kal Pn-ItAdtivoUuXeVv OXNPATOV HITopel va ennpeddetl myv

ermPinon.

Zto deutepo pepog g avadpopikrg avdduong diepeuvOnke n €kBaocn v acbevav rou Aapav
xnpeofeparneia 1ns ypappng pe Pdon v rmiativa ota mAaiola TUXALOTIOUMPEVRV €AEYXOPEVROV
pedetwv mou Sie€nxbnoav amo v EAAnvikr) Oykoloyikr Epsuvnukr) Opabda (EOEO) kat ot
ouvexela eAafav xnuetobepareia 21 ypappng pe pn-rianvouxo oxnpa (Opdada B) oe oxéon pe 1o
arotédeopa v aocBevov 1ou €AaBav Bepameia pe v avtiotpopn oepd (Opdada A). Ta

aroteAé¢opata auvtng g avdaduong £6eav ot 1 xnpeoBepareia 108 ypappng pe Paon wmyv
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mAativa retuxaivel uyndotepa 1mooootd aviandkplong 0 OXE0T U Td Pn-rAdtavivouxa oxrjparta.
H napandve napatpnon eivat oe ovpgevia pe pedéteg Kat avadpopikég avaduoelg Imou
glonyouviat 0Tl 1] AVIAIIOKPLON €ival onpaviikd uynAotepn e OXINPata ITOU MEPLEXOUV rmAdativa
[37], [119], [120], [60]. Autr) n Stagopd mapépeve aropa kat otav £§alpednrav ot acHeveig 1ou

¢AaPav povoBepareieg.

O 61apeoog XpPOVOG UTIOTPOTITIG I)TAV €TI0NG ONPAVIIKA PeyaAutepog yia toug aobeveig rou dafav
xnpuetoBeparieia 118 ypappng pe Bdaon v rmAativa. Emmrméov, oy ida opada o didpeocog apiBpog
KUKA@V xnpetoBeparnieiag rmou eAaPfav ot aobeveig oty 1n ypapprn nrav peyaiutepog (p=0.0001)
KaBwg Kal 10 11000010 1OV acHevav ITou 0AorANpwoav 1) Bepareia cUup@E®vVA PeE T0 TIIPOTOKOAAO 0e
oxé¢on pe v opada A (p=0.0001). ITap’ 6Ao TOU 1A TOCOOTA TNG AIPATOAOYIKI)G KAl Hn-
atpatodoyikrg tofikéttag rnrav peyadutepa otn Ospareia pe Paon v miativa, autod dev

OUOXETIOTNKE € AU{NOT OTo 1oocooto dlakoIr|§ g Beparneiag Aoyo to§ikotntag.

Yridpxouv meploplopéva otoxeia otr PifAloypagia OXeETKA PE TO POAO TV TAATIVOUXQV
ouvbuaopwv ot XnupeoBeparieia 20 ypappng yia twoug acbevelg pe mpox@pnpévo  pn-
HIKPOKUTIAPIKO KAPKIVO TOU ITVEUPOVA, KUPIwg AOYyo TG XOpPnynorng toug &g KaBlepopéveg
Bepaneieg owv 10 ypappr). Apketég pedeteg @aong II exouv Beifel ott n xnueloBeparneia 218

ypapprg pe Paon v mativa eivat dpaotikn [606], [143], [74], [157].

Fevikd, uynAd mnooootd aviarokplong é&xouv avagepbel meploodtepo pe ouvduaopoug g

mAativag art’ Ot Pe ) Xoprynon g rmiativag og povobepareiag [57].

Zumv mnapouoa avdduon, TO TII0OCOOTO AVIAIIOKPIONG IOU  EIMTIeUXOnKe pPe 11 XOoprjynon
xnpeoBeparneiag 218 ypappng pe Paon v miativa nuav 13.1% pe diapeon emPioon (E2) 7.9
pnveg. ITapopola mooootd aviarnodorplong katr didapecou xpovou ermPinong (E2) (7.3% xatr 7.9
pnveg) ermreuxOnkKav Katr Pe T Xopnynon un-rmAatvouxev ouvluacpwv otn 27 ypappr. Ta
MAPATIAVR ATIOTEAEOPATA AVIIOTOIXOUV HE eKeiva TV acbevav mou £lafav xnuetoBeparneia 2ns
ypapprng pe dooetadédn 1 meperpeSidn petd v arotuxia otV rponyovpevn xnpelofepareia pe

Baon myv mAativa [47], [137], [69].

H mAsoyneia twv aoBevov kat otg O6vo opddeg €AaBav ouvdbuaopolg oxnNpdiov ©g

xXnpetoBeparieia 21 ypapprg Kupieg ota miaiola g €viagng toug os KAvikeg pedéteg. Qotooo, Ba
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niperel va avagepBel 0Tl 0e pla mpoo@atn peta-avaiuon nou otnpixtnke ota dedopéva acBevov
and TMEVIE TUXAOIOUHEVEG MEAETEG OIMOU OUYKPiONKe 1 Xoprjynon povoBepareiag E€vavtt
ouvbuaopou ot 20 ypappr, @Aavnke Ot ot ouvduaopol ouvbéoviatr pe edagpwg UPndotepa
IMOCO0TA AVIATIOKPL0NG AAAd PE KOOTOG TV audnon g toS1kotnTag Xopig KAIolo 181aitepo 0pelog

oV ermPioon [41].

ErmutAéov, oty napovoa avaduon, ot acBeveig rou éAafav xnpueobeparneia 1ns ypapprng pe pn-
mAativouxo ocuvduaopd eixav onpavuxkd uvwnlotepo Kivéuvo Bavdatou katd to mpwto €rtog. H
MapAtrPNor autr) CUPQ®VEL Pe ta arnotedéopata g peta-availuvong tewv Pujol et al. [119], omou
@avnkre ol xnpeloBeparieia pe Paon v miativa odnyel 0e OTATIOTIKA ONPAVIIKI] HEIRON TOU
rKwdUvou Bavdatou Katd 1o €va €10G 0 OXEorn He T XnpeloBepareia Xwpig mAativouxo oxXrpa.
Opoiwg, otV peta-avaduorn v Rajeswaran A. et al. [120], ot ouvduaopoi pe rAativa aAAd oxt pe
rapPordativa ouoxetiotnKav Pe onPAaviika UWPNAOTEPO ITOOOOTO HOVO-£T0UG ermPBinong oe OXEor)

e toug ouviuaopoug Xwpig rmAativa.

[Tapd tov uyndotepo kivbuvo Bavdtou katd 1o MPOIO £10G yla toug aobeveig g opadag A, 1
avdlduor| pag dev propeoe va arodeifel ot pia and 1g duvo axkodoubieg xnuelobepaneiag 1ns
ypapprg pe Paon v miativa axkolouBoupevn and xnpewoBeparieia 20 ypappng Hpe pn-
mAATvoUuXxo oXMpa 1 XnpewoBeparieia 10 ypappr)g pe pn-rmAanvouxo oxnpa akoAoubolupevr aro
xnpueoBepartieia 218 ypappng pe Paon tv miativa- eivatr kadutepn 00OV A@OPA T OUVOALKI)
empPioon v aocbevov (E1). EmumAéov, n nmoAunapayoviiki avaduorn ermPefainos o0t 1 ypappn

Xoprynong g riativag (11 évavt 2ns) dev €xel kapia enibpaon oty empPinon v aocdevav.

®a mpenet emiong va onpewwdet o611 o1 acBeveig Katl 1@V dUo opddwv rétuxav H1apeon) CUVOAIKD
ermPinon (E1) dve teov 13 pnvov katt ou dev €xel mponyoupeva ermteuxBel oe peAéteg gaong 111
xnpueoBepartieiag 1ns ypappung [60], [133]. Auto mBaveg ogeidetatl oto yeyovog ot o AnBuopog
MOU OUPIEePLEANPONKe O’ autr] TV avdduon otV IPpAaypatkotnta unéotn ermdoyn Baon tov

Kpunpiev kataAAndowmtag ya v nepattépe Oeparneia 21 ypapprg.

Zv napovoa avdduon o dapeocog Xpovog empPinong nrav evBappuUVIIKOG X®PIG va OXeTifetal pe
T og1pd XOoprynong g rmiativag. Qotooo, KAl 0g oup@evia pe tg npodo@ateg Peta-avaluoeg, 1
xXnpueoBeparieia mpwing ypappnsg pe Pdaon v mAativa odrynoe oe OnNpAviiky PEI®Oorn Tou
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KwdUVOU g PN-aviarokpilong Kat tou Kwduvou Bavdtou katd to rpwto €rog [37], [119], [120],
oe OUYKplon pe 1 XnpetoBepaneia xwpig miativa. H mapandve napatpnon Oa mpénet va
e€etdletal AapPavoviag U’ Oylv OTL €vag ONPAvVIKOG aptBpdg acbsvov pe Pn-pKpoKUTIAPIKO

Kapkivo tou rveupova dev Aapfavetl xnpuetoBeparieia 2ns ypapprng [128], [140].

®a npénet va avagepBei Sava ot 1 avadpopikr) uUOorn autrg g epyaciag arotedei Eva onpaviko
meploplopo oty e€aywyr) teAKev ouprepaocpdatev. EmmAéov, n xoprynon xnueobeparneiag 1ng
ypapprg xopig mAativa akolouBolpevn aro xnpeloBepareia devutepng ypappng pe Pdaon v
mAativa €yve ota rmAaiola KAIVIK®OV PeAet®v Kal dev 10XUel yia Oepareutikoug Xe1ploploug 1mou dev
EUITIITIOUV 0 KAWVIKEG HeA€teg Ormou ol ouviuaopoi pe mAativa Oa rmpéretl va Xopnyouvidal ®©g
Bepaneia 1ng ypapprg oe aobeveig mou Oev mapouoitdalouv avievdeifelg ywa ) Xprijon s.

ErmutAéov, otn 21 ypappurn ot ouvduaopoi oxnuatev de arotedouv to standard of care.

Zto tpito pépog g rapovoag epyaciag, ekupnOnke avadpopikda n eékpfaon v acbsvaov rou dev
¢AaBav mAativa oUte otnv mpot oute ot deUtepn ypappng xnpetobepaneiag. H opdda auvtr
(opdda I') ouykpiBnke pe g 6o opddeg tng mponyoupevng avdiuong: opada A (pn-rAativouxo

oxrpa -> mAativouxo), opada B (mAativouxo oxnpa -> Pn-rmAdtivouxo).

Onwg kAt oty Iponyoupevr) avaluor, 1 XnuewoBeparieia mpotng ypappng He Pn-rAdtivouxo
OXI|a €XEl MG ATIOTEAEOPA ONHUAVIIKA XAPNAOTEPA IMTOCOOTA AVIAIIOKPIONG O CUYKP1on HE autd
nou neplapPavouv mAativa, yeyovog 1ou efnyel Kair tov peyaAutepo aplbpo vV KUKA®V

xnpeoBeparneiag o’ auvtr) v opdada.

H napandave napatpnon eivat oe ovpgevia pe pedéteg Kat avadpopikég avaduoelg Imou
glonyouviat 0Tl 1] AVIAItOKPlon £ival onpaviikd uynAotepn e OXINPata ITOU MEPLEXOUV rmAdativa
[87], [119], [120]. ITap’ 6Aa autd, n dapeon dapkela aviartokplong, Kabwg Kat 0 XpoOvog £€xg v
UImotporu] Nnrav ouykpiopa kat oug tpelg opadeg towv acBevov. Emrdéov, kat oe oupgovia pe
nporyoupeveg peAéteg, n xnpelobeparieia mpwing ypapprng pe pfaon v miativa €xet vypnidtepa
nocootda cofaprng vautiag 1 €PEToU 0g OUYKPLon Pe ) pn-rdatvouxa Beparneia [60], [56], [57],
[55]. Qotooo, dev mapatnpr|bnke kapia Swagopd ot ouxvotnta ep@aviong cofapou Babuou
avapiag (III kat IV) mBavotata Adyw tng xoprynong spubporointivng oe acbeveig rou epgavifav

avalpia kata ) diaprela mg xnuetobeparneiag.
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H xnpeoBepanceia deutepng ypappng exel arnodexBei ot mapateivetl v ermPinon tov acbevov pe

TMPOXMPNHIEVO PN-IUIKPOKUTIAPIKO KAPKIVO TOU rveupova.

Apxretég peldéteg @dong II pe mpotevovia OTOXO TV AOTEAEOPATIKOINTA TG MMAdtivag ot
xnpeofepaneia  devtepng ypappng €deav ) Spacukdunta g aKOpA Kat oe  aocBevelg
nipoBeparteupévoug pe mAativa [82], [157]. EmutAéov, meploplopéva dedopéva eivar dabéopa
OXETIKA PE TO POAo g mAativag ot xnuetoBepareia devUtepng ypappng otoug aoBeveig Imou
¢dafav xnpeobeparieia xwpig mAativa oy npotn ypappr). H O EOEO  &welryyaye pua
Tuxatlorotnpevy peAétn @dong II mou ouvékpive 1o ouvduaopd oloTIAATIVIIG HE 1PIVOTERAVI] EVAVTL
povoBeparneiag pe oworndativny oe ripoBeparteupévoug pe taavn katl yepottaprnivn aocBeveig. [apa
TO YEYOVOG OT1, TO ITOCOOTO AVIATIOKP1OoNG 1TAV ONUAVIIKA UWNAOTEPO Oto o0KEA0og Tou ouvduaopou
(ORR=22.5% ¢vavut 7.0%; p=0.012) bev unrjpxe kapia dagopd avagopika pe v empPioon (7.8

m ¢vavut 8.8m avtiotowxa; p=0.934) petay tov duo opddwv Oepareiag [S52].

Zmv napovoa avdaduor, acBeveig mou €dafav xnpetoBeparneia devtepng ypapprng pe miativa
(opdda A) epdvioav 1IT0000Td AVIIKEIPEVIKIG aviarnokplong 13.1% pe diapeon ouvoldikr) emfinon
7.9 prjveg. Zuykpiowa arotedéopata avianokpiong kat empioong (7.3% xkat 7.9 prveg,
avtiotowxa) ermreuxdnkav kat otoug aoBeveig rou eAaBav xnueloBeparneia devutepng ypappng pe

pn-mAativouxo oxnpa (opdada B).

Eivat evbiagépov va onpewwbei Ot 11 OUVOAIKI) avtarokplon oty XnpewoBeparieia devutepng
ypapprng rou dev mepteddpPave mAativa ftav onpavilkd Xapndoteprn yia toug acBeveig 1ou
nipoBepantevnrav pe miativa (opada B) oe oxéon P’ autoug rmou eixav Adfet pn-rAativouxo
ouvbuaopo (opada T) xnpeloBeparneiag oty npot ypappr (7.3% évavtt 17.0%, p=0.027). H
efnynon avw)g g rnapatpnong dev eivar mpogavrg: mapott Ba prmopouos va artodobei oe
pepoAnmuikn) ermdoyr) aoBevov (aoBeveig pe KaAdUtepn Yevikr Katdotaon eixav peyadutepn
mbavotnta va Adfouv xnpueoBeparnieia pe Paon v miativa oty PO Ypappr), 1) €mAoyr)
aoBevov Paon kKpunpiov MPEIoKOAA®V, O6gev PMOPOUPE va daroKAsicoupe OTl emrpooBetol
apAayovieg On®G 1] 10ToAoyia 1) T0 HOPLaKO IMPO@IA TOU OYKOU HUITOPEl va OUVEICQEPOUV O’ AUt TO
awopevo. EmutAéov, npoogata otowxeia €6e§av ot 1n rmeperpe§idn  €xel  meploplopévn

ATTOTEAEOPATIKOTTA OTOV TAAK®O1] PI-HIKPOKUTIAPIKO KAPKIVO TOU IveUupovd, eve 1) yepottafiv
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paivetal va eivatl mo arotedeopatiky] oe aobevelg pe veormtdaopata MAAK®O0UG 10T0AOYIKOU TUITOU
[94], [132]. Zv napouca avdaduor, av Kat dev urrjpxe Kavevag aocBevr)g rou €Aafe repetpedidn
®g Oepareia 1ns ypapprg, éva pkpod moocootd acBevav AaBav 10 CUYKEKPIIEVO QAPHIAKO OTr) 21
YPappr Kat ouykekpipéva otn opada I' oty omoia to mooootd tewv acBevov pe pn-rmdaxkodn

10TOAOY1KO TUTIO 1)Tav peyadutepo aro ou oty opdda B.

Mua evbiagepouoa mapatr|pnon o’ autn tv avdduorn nuav o6t ot aoBeveig ng opdadag I, mapa to
yeyovog ott dev €AdaBav mAativa oute otnv 117 oUte otn 20 ypappr), eixav diapeon ermPiowon 16
pnveg 1 oroia ntav ouykpioyan pe myv €kPaon v acbevav rou edafav xnpetobeparneia pe Bdon
v rmAativa, eite Rkatd v 1n gite katd ) 21 ypappr). EmnAéov, kat oug tpeig opadeg n diapeon
ermPioon Nrav dve tov 13 pnveov arotédeopa rou dev eixe mponyoupeva ermteuxBel oe peAeteg
pdong III xnpeoBeparnteiag 118 ypapung [37], [56]. H dartiotwon auvtr) mapatnpnbnke kat otnv
niponyoupevn) avaduon kKat emPefaidvel 1o yeyovog Ot o TANOuopog 1mou avadubnke otnv
npaypatkotnta uréotn ermioyr Bdon v Rpttnpiov kataAAndowmtag ya v rnepattepe Oepareia

215 ypapprg.

Ta amoteAéopata g rapouoag avaAuong Seixvouv OTL 1 XPHOn TV PN-IMAATIVOUX®V OXNUATOV
xnpeloPeparneiag, toco otnv 11 600 Kai ot 2" ypapprn, ot Oeparieia tou Pn-PKPOKUTIAPIKOU
KapKivou tou mveupova, de @aivetal va ennpeddel apvnukd v emPioon twv aobevov Kal og K
TOUTOU Ta OXNpatd autd MPIopouv va darotedoUv evalAaKukeg ermdoyég g Kabiepopévng
Oeparneiag pe Bdon v mAativa. [Iapd to yeyovog OTL KAl OtV Iapoucda avadpopikr] avaduor
emPefarwdnke 1n vumepoxn g xnuewoBepareiag 1nS  ypappng mou ImepiExel miativa, 1n
OepAmeVTIKI] QVIIPETQITON He Pn-rAativouxo oxnua Oa mpémel va arotedel epebpela ya g
MEPUTIMOELS €KEIVEG OTIG oroieg 1 Xoprnynon g mAativag avievdeikvutat. Emudéov, ta
XapnAotepa IOCOOTA AVIAIIOKPIONG TIIOU  EIMITUYXAvOvVIAl Pe T Xnpelobepareia 1ou  dev
nieprdapPfavetl mAativa dev Ba mpernel va ayvoouvtal 1dwaitepa Otav 1] CUPPIKVOOI Tou OYKOU eivatl

KAWVIKA ONPAVTIKI).

Onwg £xel 1161 avagepbel, onpaviikog IePLoPIoRog AUtV TV avaduoe®v eival 1 avadpopik:) toug
@Uo1. QOT000, CUNITEPAOHATIKA, A0 TA AIMOTEALOPATA KAl IOV TPV availuoewv eraAnBsvetat o

onuavilkog poAog Kat to O@edog ng xnuetobeparneiag 215 ypappng oe aobeveig pe Poxwp1peEvo
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PN-PIKPOKUTIAPIKO KApPKivo TOUu TIveupova. ®a mpémel va onpewdel kar va toviotel ot 1
MPOKANO1N yla IV Iepattep® Bepareia petd v 1n ypappr) eival n MPOCEKTIKY] €ITIAOYL] KAl O
EVIOIMTIONOG TV aoHeveV e XAPAKINPLOTIKA T€Tola ITou Ba augrjoouv tig rmbavotnteg o@eAoug arod
m xnpewoBeparnieia 20 ypapprig. Eva onpavuko oupniépaopa erniong eivat o evlappuviikog
dldpeoog xpovog g OUVOALKTG ermPBimong rmou rnapatnpnbnke kat otig duo tedeutaieg avaiuoelg
eve emPeBaidvertat o Bepedwdng poAog TV MAATIVOUX®V CUVOUACP®OV OTV AVIIHPEIOITOLN TV
aoBeveov pe MMKIT xwopig va propet va arokAeioBei to mbavo ogelog g Oepareiag pe
ouvbuaopoug mou Sev mepllapPfavouv miativouxa.  Avapéveral OTl 1 EVOOUATOOI TRV VEDV
Brodoyikav tapayoviev Ba Pedtidoet epattépw® v eékBaon g Oepareiag oto Pn-PIKPOKUTIAPIKO

KapKivo Tou rveupova Kat Oa arnotedéoel IPOKAN O yia PeAdoviikeég avadpopikeg peta-availuoelg.
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A Retrospective Analysis of Second-Line Chemotherapy
or Best Supportive Care in Patients with Advanced-
Stage Non-Small-Cell Lung Cancer

Dora Hatzidaki,! Sofia Agelaki,! Dimitris Mavroudis,! Ioannis Vlachonikolis,2

Athanasios Alegakis,2 Vassilis Georgoulias!; for the Lung Cancer Group of the
Hellenic Oncology Research Group

Abstract
BACKGROUND: We retrospectively evaluated the clinical characteristics and outcome of patients with stage
HIB/IV non-small-cell lung cancer (NSCLC) enrolled in first-line chemotherapy trials conducted by our group
with respect to receiving or not receiving subsequent treatment. PATIENTS AND METHODS: Data were col-
lected from 634 patients with stage IlIB/IV NSCLC treated with platinum and nonplatinum agent-based first-
line regimens. Patient survival was calculated from the day of registration to first-line chemotherapy trials
(0S1) as well as from the day of first-line treatment failure or the initiation of second-line chemotherapy (0S2)
until death. The decision for administering second-line chemotherapy was, in all cases, at the discretion of the
physician. Two hundred twenty-four patients (35.3%) received second-line chemotherapy (second-line group)
_in the context of second-line clinical trials run by the same group, and 410 (64.7%) received best supportive
care (BSC group). There were significant differences between second-line and BSC groups in terms of age,
histology, early discontinuation of first-line chemotherapy, and performance status after first-line treat-
ment. RESULTS: Three (1.3%) complete and 25 (11.2%) partial responses to second-line chemotherapy were
observed for an overall response rate of 12.5% (95% confidence interval, 8.2%-16.8%). The median 0S1 was
13 months and 7 months (P < 0.001) and the 0S2, 7 months and 3 months (P < 0.001) for the second-line
and BSC groups, respectively. Multivariate analysis revealed that good performance status, disease stage IIIB,
response to first-line treatment, and late termination of first-line chemotherapy were significantly associated
with increased survival. The administration of second-line chemotherapy was also independently correlated
with better outcome. CONCLUSION: The second-line chemotherapy and BSC groups represent different popula-
tions of patients with NSCLC. Factors indicative of increased probability of survival could be used to identify
the subgroup of patients most likely to benefit from second-line chemotherapy.

Clinical Lung Cancer, Vol. 8, No. 1, 49-55, 2006
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Introduction

Platinum agent—based combination chemotherapy represents
the standard of care for the first-line treatment of patients with
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advanced-stage non-small-cell lung cancer (NSCLC) after the
advent of several metaanalyses showing a small but statistically
significant survival benefit and improvement in quality of life
compared with best supportive care (BSC).!-3 The newer agents,
ie, gemcitabine, docetaxel, paclitaxel, and vinorelbine, that were
developed during the past decade, combined with platinum
agents have been proven more effective than monotherapy with
an older or newer drug%6 and demonstrated an advantage over
the older combinations with respect to efficacy, toxicity, quality
of life, and occasionally survival.57 Nonplatinum agent—based
doublets have been shown equally effective and can be used as
alternatives to platinum agent—based regimens.8-10

Authorization to photocopy items for internal or personal use, or the internal or personal use of specific clients, is granted by CIG Media Group, LP,
ISSN #1525-7304, provided the appropriate fee is paid directly to Copyright Clearance Center, 222 Rosewood Drive, Danvers, MA 01923 USA 978-750-8400.

Clinical Lung Cancer July 2006

49



Second-Line Chemotherapy in Advanced-Stage NSCLC

50

Initial studies in the second-line setring using the newer
agents alone!l:12 or in combination!3:14 showed considerable
activity in pretreated patients with advanced-stage NSCLC.
However, most of these studies were small, and many did not
report details on previous treatment or patient characteristics.
In addition, although all the studies reported response rates,
very few provided median survival times or l-year survival
rates, thus precluding safe conclusions for the value of second-
line chemotherapy.

Docetaxel was the first agent to be tested in randomized
phase 111 trials in pretreated patients with NSCLC.15.16 These
studies clearly demonstrated that second-line doceraxel was as-
sociated with a staristically significant survival benefit over BSC
or monotherapy with vinorelbine or ifosfamide. In addition,
the analysis of quality of life and clinical benefit showed an
advantage in favor of patients treated with docetaxel. Subse-
quently, pemetrexed disodium was compared with doceraxel
and resulted in equivalent survival but with significanty fewer
adverse events.17 To date, docetaxel and pemetrexed are the only
chemotherapeutic agents approved for the second-line treat-
ment of patients with advanced-stage NSCLC.

However, despite these positive results, a signiﬁcam propor-
tion of patients with NSCLC still do not receive second-line
chemotherapy.4:6:18.19 Moreover, the characteristics of patients
who receive second-line chemotherapy versus those who do
not have not been clearly documented. In this retrospective
analysis, we reviewed the patient and disease characteristics
of 634 parients with advanced-stage NSCLC who received or
did not receive second-line chemotherapy with respect to their
clinical outcome.

Patients and Methods

Patients

Six hundred thirty-four patients with histologically or
cytologically confirmed NSCLC were enrolled in different
phase 1I and III clinical trials of first-line chemotherapy
conducted by the Lung Cancer Group of the Hellenic On-
cology Research Group from 1995 to 2000. All patients had
inoperable stage IIIB or metastatic stage IV discase and had
received the following regimens as first-line chemotherapy:
docetaxel/cisplatin (n = 249), docetaxel/gemcitabine (n = 248),
docetaxel/carboplatin (n = 43), docetaxel/vinorelbine (n = 50),
doceraxel/oxaliplatin (n = 19), docetaxel (n = 8), and docetaxel/
cisplatin/vinorelbine (n =17).8.20-24

Two hundred twenty-four patients (35.3%) subsequently
received second-line chemotherapy, and 410 (64.7%) received
BSC. The decision for administering second-line chemo-
therapy was, in all cases, at the discretion of the physician. The
patients in the second-line group were enrolled in phase I or
11 second-line chemotherapy trials of the Lung Cancer Group
of Hellenic Oncology Research Group from 1995 to 2001 and
fulfilled the predefined inclusion criteria required by each of
the studies.25-30

The following regimens were used as second-line chemo-
therapy: taxane-based with or without platinum compounds
(n = 39); platinum agent-based, nontaxane-containing
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(n = 99); and nonplatinum irinotecan—based (n = 86). The
median follow-up period for the whole cohort of patients was
20 months (range, 10-72 months).

Statistical Analysis

Survival was calculated from the day a patient was registered
to receive first-line chemotherapy (overall survival 1 [OS1]) and
from the day of first-line treatment failure (BSC group) or from
the day of registration to the second-line chemotherapy proto-
col (second-line group; overall survival 2 [OS2]) until death.
The interval berween first-line and second-line chemotherapy
was calculated from the day the patient completed the last cycle
of first-line chemotherapy until the day of administration of the
first cycle of second-line chemotherapy. Patients who received
< 3 cycles of first-line chemotherapy were considered to have an
“early discontinuation,” whereas those who received 2 3 cycles
of chemotherapy were considered as having a late discontinu-
ation of first-line chemotherapy. The cutoff point of 3 cycles
was chosen because, in all first-line chemotherapy trials of our
group, 2 3 courses had to be completed before the evaluation of
response to treatment. Differences of rates between groups were
assessed by Pearson’s %2 test or Fisher’s test where appropriare.3!
Differences of groups in terms of continuous variables were
assessed by the nonparametric Mann-Whitney test, whereas
those in terms of survival data were assessed by the log-rank
and Wilcoxon tests (Kaplan-Meier analysis).32 The indepen-
dent influence of several factors on the risk of nonresponse or
relapse was assessed by logistic regression analysis,33.34 whereas
the influence on the failure of survival was assessed by Cox’s
proportional hazards model.30

Resuits

Patient Demographics and Clinical Characteristics

Patient characteristics are presented in Table 1. There were
statistically significant differences between the patients who
received second-line therapy and those who received BSC in
terms of age (P = 0.012), histology (P = 0.041), discontinuation
of first-line chemotherapy (2 < 0.001), and performance status
(PS) after first-line chemotherapy (2 < 0.001).

Response to First-Line Chemotherapy

An objective response (complete response [CR] plus par-
tial response [PR]) to first-line therapy was achieved in 83
(37.1%) of the 224 patients in the second-line group and in
125 (30.5%) of the 410 patients in the BSC group (P = 0.092).
The reasons for early discontinuation of treatment were mainly
disease progression (92% of the patients) and deterioration of
the PS during treatment. Deterioration of PS after first-line
chemotherapy was observed in 41 (18.3%) and 124 (30.2%) of
second-line and BSC group patients, respectively (7 < 0.001).
After the end of first-line chemotherapy, patients were followed
every 3 months. The 3-, 6-, and 12-month disease progression
rates were 8.8%, 46.7%, and 84.7% for the second-line group
and 6.6%, 42.4%, and 82.8% for the BSC group, respectively.
A logistic regression analysis revealed that PS (2= 0.001), tumor
histology (P = 0.021), and age (P = 0.023) had significant effects
on the risk of disease progression within the first 12 months



Table 1 Patient Demographics and Clinical Characteristics

=  Second-Line i s
8l | ae |
Patients Studied 224(35.3) 410 (64.7)
Sex
7. 63 (88.
Male 197 (87.9) 363 (88.5) 0.825
Female 27 (12.1) 47 (11.5)
Median Age, Years (Range) 60.5 (38-79) 65 (34-8) | 0.581
<50 33(14.7) 34 (8.3)
0.012
> 50 191 (85.3) 376 (91.7)
Histology
Adenocarcinoma 100 (44.6) 149 (36.3) B
Nonadenocarcinoma 124 (55.4) 261 (63.7)
First-Line Chemotherapy
Platinum agent—based 121 (54) 201 (49) 0.229
Nonplatinum agent—based 103 (46) 209 (51)
Response to FL Chemotherapy
R + PR | 125 (30.
CR + 83(37.1) 5 (30.5) 0.092
SD + PD 141 (62.9) 285 (69.5)
Discontinuation of FL Chemotherapy
< 3 Cycles 29(12.9) 133 (324)
< 0.001
2 3 Cycles 195 (87.1) 277 (67.6)
WHO PS After FL Chemotherapy
i 176 (78.6 237 (57.8
: (RS L2101 e
2 48 (21.4) 173 (42.2)
Stage After FL Chemotherapy
1B 23(10.3) 61(14.9)
0.102
v 201 (89.7) 349 (85.1)

Abbreviations: FL: first-line; WHO = World Health Organization

(Table 2). Sex, disease stage, and early or late discontinuation of
first-line chemotherapy had no significant effect on the risk of
relapse after first-line chemotherapy.

Response to Second-Line Chemotherapy

One hundred ten (49.1%) patients in the second-line group
received platinum agent—based regimens, and 114 (50.9%) re-
ceived nonplatinum agent—based regimens. The median interval
between the end of first-line chemotherapy and the initiation of
second-line chemotherapy was 2.5 months (range, 1-25 months)
for the patients who exhibited an objective response (CR plus
PR) to first-line chemotherapy compared with 1 month (range,
1-29 months) for the nonresponders (P < 0.001).

In an intent-to-treat analysis, 3 CRs (1.3%) and 25 PRs
(11.2%) were recorded after the administration of second-line
chemotherapy (overall response rate, 12.5%; 95% confidence
interval [CI], 8.2%-16.8%). Fifty-four patients (24.1%) exhib-
ited stable disease (SD) and 142 (63.4%) exhibited progressive
disease (PD). Thirteen (15.7%) of the 83 responders (CR plus

Dora Hatzidaki et al

Tahle 2 Logistic Regression Analysis for the Risk of PD

in Patients with CR plus PR plus SD After First-Line
Chemotherapy

Variable 95% C1

Age (> 50 Years vs. < 50 Years)

1.81-12.5 0.023
Performance Status (2 vs. < 1) 2.47-17.5 0.001
Histology (Adenocarcinoma vs. 1.19-9.09 0.021

Nonadenocarcinoma)

PR) and 15 (10.6%) of the 141 nonresponders (SD plus PD) to
first-line chemotherapy exhibited an objective response to sec-
ond-line chemotherapy (P = 0.396; Table 3). Platinum agent—
based second-line chemotherapy resulted in an objective
response rate of 16.4% compared with an overall response
rate of 8.8% obtained with nonplatinum agent—based
regimens (P = 0.0562; Table 4).

Logistic regression analysis evaluating the effect of various
parameters (age, sex, PS, stage, tumor histology, response to
first-line chemotherapy, and type of second-line regimen) on
the risk of nonresponse to second-line chemotherapy confirmed
that only the type of second-line regimen (platinum agent vs.
nonplatinum agent-based) had a marked but not significant ef-
fect (P = 0.062; odds ratio, 2.282; 95% CI, 0.98-5.33).

Survival Data

The median OS1 was 13 months and 7 months for patients
who received second-line chemotherapy and BSC, respectively
(Figure 1A; P < 0.001). Similarly, the median OS2 was 7 months
and 3 months for the second-line and BSC group, respectively
(Figure 1B; P < 0.001).

Table 5 shows the median OS1 and OS2 for the second-line
group with respect to different prognostic factors. OS1 and OS2
were significantly higher for patients with a good PS (at baseline
or after first-line chemotherapy), stage IIIB disease (at baseline
or after first-line chemotherapy), responders to first-line or sec-
ond-line chemotherapy, and those with a late discontinuation of
first-line chemotherapy.

The Cox’s proportional hazards model analysis demonstrated
that variables with significant influence on OS1 and OS2 were
responses to first-line chemotherapy, early termination of first-
line chemotherapy, and PS and disease stage after first-line che-
motherapy. Administration of second-line therapy also emerged
as an independent prognostic factor for better survival (Table 6).
The model also included the interaction between groups and
the other explanatory variables. Only the interaction between
groups (BSC vs. second-line) and response to first-line chemo-
therapy (CR plus PR vs. SD plus PD) were significant for OS1
and OS2 (P < 0.001 and P < 0.001). The hazard ratio (HR) for
a patient with SD or PD relative to a patient with CR or PR for
the second-line group was 2.176 (95% CI, 1.69-2.8) for OS1
and 1.952 (95% CI, 1.52-2.51) for OS2. The corresponding
HRs were also significantly higher in BSC patients with CR or
PR than those with SD or PD (HR, 4.258; 95% CI, 2.75-6.91
for OS1; HR, 4.45; 95% CI, 2.77-7.3 for OS2; Table 6).
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Tahle 3 Response to Second-Line Chemotherapy According

to Best Response to First-line Chemotherapy

Response to First-Line | :
Chemotherapy - ] -
' CR+PR | SD+PD |

CR + PR 13:045:D* 70(84.3) 83 (37.1)

SD + PD 15 (10.6) 126 (89.4) 141 (62.9)

Total 28 (12.5) 196 (87.5) 224 (100)
Values in parentheses are percentages.
*P = 0.396.

Discussion

Relatively recently, chemotherapy has become the standard
of care for patients with advanced-stage NSCLC. Patients with
PD after first-line chemotherapy but who have a good PS can
still achieve significant prolongation of survival with second-
line chemotherapy. Quality of life measurements performed in
this setting have shown that the chemotherapy-related adverse
events do not outweigh its benefits.

In this retrospective study, we reviewed the course of 634 pa-
tients with advanced-stage NSCLC treated on first-line chemo-
therapy. We observed that only 35% of the patients finally went
on to receive second-line therapy. These patients were treated at
a time when second-line chemotherapy was not yet established
as an approach that improves the outcome of patients with
NSCLC. However, despite the fact that effective second-line
treatments became available after this period, even in recent tri-
als of first-line chemotherapy only 30%-40% of patients finally
received second-line treatment.46,18,19

The group that received chemotherapy consisted of relatively
more patients aged < 50 years. In accordance, Hensing et al
reported that advanced age was associated with a decreased
likelihood of receiving second-line chemotherapy, although this
was not significant in multivariate analysis.35 Massarelli et al
also reported that patients who received chemotherapy beyond
second line were younger than those who did not.36

Adenocarcinoma histology was more prevalent in the group
that received second-line chemotherapy than in the BSC group.
Similarly, in the report by Hensing et al, nonsquamous cell
histology was associated with a higher likelihood of receiving
second-line chemotherapy.35 Although multivariate analyses
performed on large cooperative group studies of cytotoxic che-
motherapy in advanced-stage NSCLC suggest that histology is
of little prognostic significance, it is possible that certain sub-
types might have different biologic behavior.37.38 Thus, patients
with bronchioalveolar carcinoma (BAC) or adenocarcinoma
presenting BAC features might survive longer.39 It is estimated
that BAC features are present in up to 40% of adenocarcino-
mas, possibly conferring a more indolent clinical course to this
particular subtype.40

Response to first-line chemotherapy was not significantly
different among the second-line and BSC groups, but in the
second-line group, fewer patients had discontinued first-line
treatment before the completion of 3 cycles, and fewer patients
had demonstrated a deterioration in their PS during first-line
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Tahle 4 Response to Second-line Chemotherapy According

to Regimen

S CR + PR SD+PD
Platinum Agent—Based
@ = 110) 18 (16.4)* 92 (83.6)
Nonplatinum Agent-Based ;
(n=114) 10(8.8) 104 (91.2)
Total (n = 224) 28(12.5) 197 (87.9)

Values in parentheses are percentages.
*P = 0.0562.

treatment compared with the BSC group. These observations
also support the hypothesis that tumors of patients who finally
receive second-line treatment perhaps have a molecular signa-
ture characteristic of a less aggressive biology.

Patients with a PS of 2 were represented to a lesser extent in
the second-line group compared with the BSC group. In the
randomized trials of second-line chemotherapy, patients with PS
2 compose only 11%-25% of the total population.!5-17 Patients
with a poor PS are also underrepresented in first-line chemother-
apy trials, have disease that tends to progress quickly, and have
substantially shorter survival rates.41:42 Indeed, in our analysis,
patients with PS 2 were at higher risk of progression after first-line
chemotherapy. It is expected that these patients have a signifi-
cantly lower probability for receiving further treatment. This is
true even for patients with PS 1 at diagnosis, who were shown to
be less prone to proceed to second-line treatment.35

The results of the present analysis indicate that objective
responses to second-line chemotherapy were more frequent
but not significantly different (15.7% vs. 10.6%; P = not sig-
nificant) among patients responding to first-line chemotherapy
than among nonresponders. Moreover, approximately 11% of
nonresponders to first-line chemotherapy obtained objective
responses after second-line treatment. Several phase II studies
have demonstrated that response rates to second-line chemo-
therapy are higher among patients who respond to first-line
treatment.25:43 Shepherd et al reported no objective responses to
docetaxel among patients whose disease had progressed on first-
line chemotherapy.!6 A trend toward higher response rates to
docetaxel was also observed among patients who had platinum-
resistant disease compared with those who had platinum-refrac-
tory disease (10% vs. 5%, respectively) in the trial by Fossella
et al.1> However, the positive relationship between the response
to first-line and subsequent second-line therapy is not univo-
cal, because other groups have reported no correlation between
response to first-line and second-line treatment.44-47

Limited data are available on the activity of platinum-con-
taining doublets in the second-line setting as a result of the more
frequent administration of platinum agent-based regimens as
first-line treatment. A response rate of 16% was recorded upon
treatment with second-line platinum agent—based combina-
tions. A trend toward higher antitumor activity with platinum
versus non—platinum-agent—based regimens that failed to reach
statistical significance was also evident (P = 0.0562).



Figure 1 Overall Survival in Patients Receiving Second-line

Therapy Versus Best Supportive Care
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(A) Overall survival of patients treated with second-line chemotherapy or BSC from
enrollment to first-line chemotherapy (OS1). (B) Overall survival of patients treated with
second-line chemotherapy or BSC from the day of first-line treatment failure (BSC group)
or the day of registration for second-line chemotherapy (second-line group; OS2).

Despite the fact that all possibly relevant predictive factors of
response to chemotherapy have been included in a multivariate
analysis, the only factor with a marginal significance was plati-
num agent-based second-line therapy. It is possible that a larger
sample would have enabled us to identify factors predictive of
response. To the best of our knowledge, no such factors have
been consistently identified in the literature.

The ultimate goal of treatment of patients with NSCLC re-
mains the prolongation of survival. Median overall survival for
the second-line group, calculated from the day of registration
to second-line treatment, was 7 months. This is in accordance
with the survival outcomes of 5.6-8.3 months achieved in the
randomized trials of second-line chemotherapy.’5-17 A median
survival time of 6.7 months has also been reported for the group
that received the epidermal growth factor receptor tyrosine ki-
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Tahle 5 Survival for the Second-Line Group from the Time
of Enroliment to First-Line (0S1] and Second-Line

Chemotherapy (0S2) According to Patient and
Treatment Characteristics

Characteristic
Performance Status at Baseline
<1
22

Performance Status After
First-Line Chemotherapy

=1
2
Stage at Baseline
1B
v

Stage After First-Line
Chemotherapy

1B
v

Best Response to First-Line
Chemotherapy Regimen

CR + PR
SD + PD

Best Response to Second-Line
Chemotherapy Regimen

CR + PR
SD + PD

Early vs. Late Discontinuation
of First-Line Chemotherapy

< 3 Cycles
= 3 Cycles
Sex
Male
Female
Age (Years)
=50
> 50
Histology
Adenocarcinoma
Nonadenocarcinoma
Type of First-Line Regimen
Platinum agent—based
Nonplatinum agent-based
Type of Second-Line Regimen
Platinum agent—based
Nonplatinum agent—based

Median
081 | Value* 082 Value*
95 - 5
0.005 0.008
7 3
11 6
< 0.001 < 0.001
6.5 3
125 6.5
< 0.001 < 0.001
8 3.5
14 9
< 0.001 < 0.001
8 4
15 85
< 0.001 < 0.001
6.5 3
23 18
< 0.001 < 0.001
12 5.9
3 < 0.001 ; < 0.001
12 6
9 45
0.823 0.974
10 5.5
11 7.
0.052 0.052
9 45
9 5
0.888 0.667
9 45
10 5
0.271 0.367
8.5 4
12 7
0.35 0.636
135 6.5

*Log-rank test.
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Table 6 Cox's Proportional Hazards Regression Analysis for Overall Survival from Enroliment to First-line (0S1) and
Second-line (0S2) Chemotherapy

; Variable

 Overall Survival 1 |  Overall Survival 2

HR

N o : . R | 95%CI | P Value| HR | 95% CI | P Value
Response to First-Line Chemotherapy (CR + PR vs. SD + PD) for Second-Line Group 2.176 | 1.69-2.8 | < 0.001|1.952|1.52-2.51 | < 0.001
Response to First-Line Chemotherapy (CR + PR vs. SD + PD) for BSC Group 4.258 [2.75-6.91 | < 0.001 | 445 | 2.77-7.3 | < 0.001

Discontinuation of First-Line Chemotherapy
2 3 Cycles vs. £ 2 cycles
PS After First-Line Chemotherapy
<1lvs.2
Stage After First-Line Chemotherapy
IIIB vs. IV group
Second-line vs. BSC group

2.793 |2.27-3.45 | < 0.001 | 2.101 | 1.72-2.56 | < 0.001

1417 | 1.19-1.7 | <0.001| 1.3 |1.09-1.56 | 0.003
1.792 {1.38-2.33 | < 0.001 | 1.663 | 1.28-2.16 | < 0.001

1.138 [1.03-1.26 | 0.015 | 1.206 |1.02-1.45 | 0.041

nase inhibitor erlotinib in a randomized comparison of erlotinib
versus placebo in the second- or third-line setting.48

Performance status has been consistently identified as an
important prognostic factor in patients with NSCLC.3749 In
this analysis, poor PS at baseline and after the end of first-line
treatment was associated with shorter OS1 and OS2 for patients
who received second-line treatment. Disease stage IIIB at diag-
nosis and after the completion of first-line chemotherapy had a
positive influence on survival compared with disease stage 1V,
underlining the need for earlier diagnosis of NSCLC. Objective
response to first-line and second-line treatment and late discon-
tinuation of first-line chemotherapy were also associated with
better survival outcomes, possibly reflecting tumor characteris-
tics associated with a more favorable clinical course.

Application of multivariate analyses on the factors associated
with OS1 and OS2 in the total patient population showed
that good PS, disease stage IIIB, objective response, and late
discontinuation of first-line therapy were independent prognos-
tic factors for better survival outcomes. The administration of
second-line chemotherapy was also an independent prognostic
factor for better survival, irrespective of the significant differ-
ences in patient characteristics between the second-line and
BSC groups. The retrospective nature of this analysis should
be taken into account when considering the above-mentioned
observation. However, it adds to the general agreement on the
value of second-line chemotherapy for the treatment of certain
patients with NSCLC.

The new challenge in the treatment of patients with NSCLC
posed by the availability of the new targeted therapies is the
selection of the patients more likely to benefit from these well-
tolerated and effective agents. However, erlotinib, the only agent
available as a second- and third-line treatment received approval
after the BR.21 study, which included patients who had re-
ceived 1 or 2 previous therapies and were deemed unsuitable for
further chemotherapy.48 It is not yet clear whether patients who
are otherwise eligible for chemotherapy should receive a second-
line chemotherapeutic agent or erlotinib. Therefore, selection
criteria to better define patients who will derive greater benefit
from second-line chemotherapy are still of value.
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Conclusion

This retrospective analysis shows that patients with NSCLC
who proceed with second-line chemotherapy probably represent
a selected population with favorable patient and/or tumor char-
acteristics that enable them to receive further treatment. These
characteristics could be used to identify the subgroup of patients
more likely to benefit from second-line chemotherapy. Future,
well-designed, randomized trials targeting patients with good
prognostic factors could help to advance our treatment options
for patients with NSCLC. However, because a plateau has prob-
ably been reached with existing cytotoxic drugs, the promising
results coming from the field of targeted therapies have raised
hopes that significant progress will emerge from the incorpora-
tion of these agents into the standard treatment of patients
with NSCLC. Patients included in the less favorable prognostic
group are candidates for treatment with epidermal growth factor
receptor tyrosine kinase inhibitor. Alternative treatment options
for these patients should also be explored.
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Abstract

Background: Non-platinum-containing regimens have
been proposed as alternatives to platinum-based doublets
in the first-line treatment of patients with non-small cell lung
cancer (NSCLC). However, conflicting results about their
equivalence have been reported. Methods: We reviewed
the records of patients enrolled in randomized controlled
first-line trials conducted by the Hellenic Oncology Research
Group from February 1997 to September 2006. The outcome
of patients treated with first-line non-platinum-based che-
motherapy who received platinum-based chemotherapy

upon progression (cohort A) or platinum-based first-line
chemotherapy followed by non-platinum-containing sec-
ond-line chemotherapy (cohort B) was retrospectively ana-
lyzed. Results: Two-hundred and sixty-seven patients were
identified in cohort A, and 123 in cohort B. Median follow-up
time was 12.5 and 15.7 months for cohorts A and B. A sig-
nificantly higher response rate and time to tumor progres-
sion (TTP) was recorded for patients treated with platinum-
based compared to those receiving non-platinum-based
first-line chemotherapy (45.5 vs. 21.3%, p < 0.0001 and 5.8
vs. 3.1 months, p=0.002, respectively). Platinum-based regi-
mens administered as second-line treatment resulted in a
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13.1% response rate. TTP for second-line chemotherapy did
not differ significantly between the two cohorts. Median
overall survival was 13.3 and 15.7 months for cohorts A and
B (p = 0.538). Conclusion: Both sequences resulted in similar
efficacy in terms of overall survival. Encouraging median
survival was achieved for selected patients with NSCLC who
received both first- and second-line chemotherapy.

Copyright © 2010 S. Karger AG, Basel

Introduction

Platinum-based chemotherapy represents the stan-
dard treatment of patients with advanced non-small cell
lung cancer (NSCLC) according to recommendations in
use since 1997 [1]. During the last decade, new agents,
including paclitaxel, docetaxel, gemcitabine, vinorelbine,
and irinotecan, emerged as active single agents in stage
IIIB/IV NSCLC. Several randomized trials comparing
combinations of these agents with the new agent plus ei-
ther cisplatin or carboplatin were designed to challenge
the role of platinum compounds mainly due to the no-
table toxicities associated with the use of cisplatin [2].
These randomized trials generally found equivalent ef-
ficacy with somewhat differing toxicity profiles [2], and
led to the current American Society of Clinical Oncology
(ASCO) guidelines stating that non-platinum doublets
can be used as alternatives to the classical platinum-based
combinations in advanced NSCLC [3].

Subsequently, several meta-analyses were undertaken
to compare the efficacy and toxicity of platinum- to non-
platinum-based chemotherapy in advanced NSCLC pa-
tients. One meta-analysis demonstrated that the response
rate and 1-year survival were higher with platinum-based
regimens [4]. However, when single-agent trials were ex-
cluded and platinum-based therapies were compared
with 3rd-generation-based combination regimens only,
no statistically significant difference in survival could be
found [4]. Another meta-analysis of phase I1I trials, com-
paring 3rd-generation platinum- versus non-platinum-
based combinations in advanced NSCLC, showed that
patients treated with platinum-based doublets had a low-
er risk of being refractory to chemotherapy and a statisti-
cally significant reduction in the risk of death without an
unacceptable increase in toxicity [5]. A third meta-analy-
sis confirmed that cisplatin- but not carboplatin-based
regimens are associated with a slight survival advantage
at 1 year compared to non-platinum-based doublets [6].

Regardless of the type of first-line therapy, patients
eventually experience disease progression, generally
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within a median of 3-6 months from the initiation of
front-line chemotherapy. Although it is difficult to esti-
mate the proportion of patients who receive second-line
treatment, approximately 40-50% of patients did so in
recent first-line trials (7, 8]. The administration of sec-
ond-line treatment has been clearly shown to improve the
survival of patients with NSCLC and this strategy is now
considered as the standard of care for patients with good
performance status (PS) who are resistant to first-line
chemotherapy [3].

Docetaxel, pemetrexed and erlotinib are the agents
currently approved for use in the second-line setting on
the basis of the results of randomized phase III trials [9-
11]. It should be noted here that most of the patients en-
rolled in these trials had been treated with platinum-
based first-line regimens. The optimal second-line treat-
ment for patients progressing after non-platinum-based
first-line therapy is not currently known. Platinum-based
chemotherapy possibly represents an option for those pa-
tients who maintain a good PS.

The Lung Cancer Group of the Hellenic Oncology Re-
search Group (HORG) conducted several phase I11 trials
comparing either platinum- to non-platinum-based dou-
blets [12-14] or different non-platinum-based regimens
[15, 16]. Eligible patients progressing after or during first-
line chemotherapy were subsequently given second-line
chemotherapy. In this report, the outcome of patients
treated with first-line non-platinum-based 3rd-genera-
tion regimens who received platinum-based second-line
chemotherapy upon progression (cohort A) was reviewed
with respect to the outcome of patients treated with first-
line platinum-based chemotherapy who subsequently re-
ceived non-platinum-based second-line chemotherapy
(cohort B).

Patients and Methods

The records of 1,624 patients with histologically or cytologi-
cally confirmed stage IIIB/IV NSCLC enrolled in randomized
controlled first-line chemotherapy trials conducted by HORG
from February 1997 to September 2006 were reviewed. Among
those, 509 (31.3%) patients subsequently received second-line
chemotherapy. Second-line regimens administered to the pa-
tients were also recorded. One thousand and seventy-nine pa-
tients received first-line non-platinum-based chemotherapy. Two
hundred and sixty-seven (25.0%) patients who were subsequently
treated with platinum-based second-line chemotherapy were in-
cluded in the present analysis. Second-line regimens adminis-
tered were the following: vinorelbine/platinum (n = 84 patients);
taxane/platinum (n = 60); gemcitabine/platinum (n = 5); peme-
trexed/platinum (n = 5); irinotecan/platinum (n = 80); cisplatin/

Agelaki et al.



Table 1. Patient characteristics at baseline

Cohort A (n = 267) Cohort B (n = 123) p value
n % n %

Age, median (range) 61.0 (34-85) 60.0 (38-75) 0.278
Sex

Male 231 86.5 112 91.1

Female 36 13.5 11 8.9 0.201
Performance status

0 143 53.6 52 42.3

1 111 41.6 66 53.7 0.083

2 13 49 5 4.1
Histological subtypes

Squamous 86 322 43 35.0

Adenocarcinoma 115 43.1 39 31.7

Large cell 8 3.0 6 4.9

Other 58 21.7 35 28.4
Stage

1B 92 34.5 50 40.7

v 175 65.5 73 59.3 0.238
Cycles received, median number (range) 3(1-12) 6(1-9) 0.0001
Interval between first- and second-

line chemotherapy, median (range) 1.4 (1.0-34.6) 2.6 (1.0-35.0) 0.001

etoposide (n = 30); oxaliplatin (n = 1), and ifosfamide/mitomycin/
cisplatin (n = 2).

During the same period, 545 patients received platinum-based
chemotherapy. One hundred and twenty-three (23.0%) patients
were subsequently treated with second-line non-platinum-based
chemotherapy consisting of the following regimens: irinotecan
(n = 27 patients); gemcitabine (n = 1); vinorelbine (n = 2); vino-
relbine/ifostamide (n = 19); docetaxel (n = 6); docetaxel/gemcita-
bine (n = 3); vinorelbine/gemcitabine (n = 2); irinotecan/gemcita-
bine (n = 59); vinorelbine/topotecan (n = 1), and etoposide (n =
3). It should be noted that in 84% of patients included in the
present analysis second-line chemotherapy was given within a
clinical trial.

Statistical Analysis

Survival was calculated both from the day that the patient was
registered to receive first-line chemotherapy until death and from
the day of registration to second-line chemotherapy until death.
Time to tumor progression (TTP) was calculated from the day of
administration of the first cycle until progression or death from
any cause for both first- and second-line chemotherapy. The in-
terval between first- and second-line chemotherapy was calcu-
lated from the day that the patient completed the last cycle of first-
line chemotherapy until the day of administration of the first cy-
cle of second-line chemotherapy. Differences in rates between
groups were compared with either the two-sided Fisher’s exact
test or the Pearson’s x” test. Differences between groups in terms
of continuous variables were assessed by the non-parametric
Mann-Whitney test. The Kaplan-Meier method was used to esti-
mate survival and TTP curves, and the log-rank test was used to
compare the curves. The risk of non-response or death was as-

Pt- and Non-Pt-Based Regimens in
First/Second-Line Treatment of NSCLC

sessed by logistic regression analysis. A univariate Cox regression
analysis, with hazard ratios (HRs) and 95% confidence intervals
(Cls), was used to assess the association between each potential
prognostic factor and survival. These factors were then included
in a multivariate Cox proportional hazards regression model to
evaluate the independent significance of different variables on
survival. p values of <0.05 were considered statistically signifi-
cant for all comparisons.

Results

Patient Demographics and Clinical Characteristics

The characteristics of the patients included in present
analysis are presented in table 1. Twenty-six (9.7%) and 15
(12.2%) patients in cohorts A and B had cytologically
proven wet stage I1IB disease. Sixty-six (24.7%) and 35
(28.5%) patients in cohorts A and B had locally advanced
stage ITIB disease amenable to radical radiotherapy. These
patients were planned to receive induction chemotherapy
with platinum- or non-platinum-based regimens fol-
lowed by concurrent chemoradiotherapy. As shown in
table 1, there were statistically significant imbalances be-
tween the patients treated within cohorts A and B in
terms of the median number of cycles received (p =
0.0001) and the median interval between first- and sec-
ond-line chemotherapy (p = 0.001).
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=1

[=]

o
1

log rank test: p = 0.002

[=2)
o
]

(o))
o
A

:

N
o
1

Proportion of patients progression free

o
1

T T T T T 1

5 10 30

o

TTP (months)

Fig. 1. Time to progression (TTP) in patients treated with first-
line chemotherapy within cohorts A and B.

First-Line Chemotherapy Efficacy

The median number of cycles administered to patients
who received non-platinum-based first-line chemothera-
py was 3 (range 1-12 cycles), whereas the respective num-
ber for patients who received platinum-based first-line
chemotherapy was 6 (range 1-9 cycles, p = 0.0001). An
objective response (CR+PR) to first-line therapy was
achieved in 57 (21.3%) of 267 patients in cohort A and in
56 (45.5%) of 123 patients in cohort B (p = 0.0001; table 2).
The risk of being a non-responder was 3.1 times higher
for patients treated with first-line non-platinum-based
chemotherapy (OR 3.1; 95% CI 1.94-4.87, p = 0.0001).
When patients treated with single agents were excluded
from the analysis, a significantly higher risk of being a
non-responder was still evident for patients treated with
first-line non-platinum-based chemotherapy (OR 2.8;
95% CI 1.746-4.497, p = 0.0001).

Significantly higher response rates were achieved with
first-line platinum-based compared to non-platinum-
based chemotherapy, both in patients with PS0 (44.2 vs.
20.3%, p = 0.001) and PS1 (45.5 vs. 21.6%, p = 0.001). Sim-
ilarly, in patients with squamous carcinomas, a highly
significant response rate with first-line platinum- com-
pared to non-platinum-based chemotherapy was ob-
served (67.4 vs. 14.0%, p = 0.0001). However, patients with
adenocarcinoma and large cell carcinoma treated with
first-line platinum- or non-platinum-based chemothera-
py did not demonstrate a significant difference in re-
sponse rates (28.9 vs. 27.3%).
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Table 2. Best response to first-line treatment

Cohort A (n=267) CohortB (n=123)

CR 2(0.7%) 2 (1.6%)

PR 55 (20.6%) 54 (43.9%)

ORR 57 (21.3%) 56 (45.5%)*
95% CI 16.4-26.3% 36.7-54.3%

SD 67 (25.1%) 36 (29.3%)

PD 143 (53.6%) 31 (25.2%)
* p = 0.0001.

CR = Complete response; PR = partial response; ORR = over-
all response rate; SD = stable disease; PD = progressive disease;
95% CI = 95% confidence interval.

Median duration of response was 4.9 and 4.7 months
for cohorts A and B. However, median TTP was signifi-
cantly shorter for patients receiving first-line non-plati-
num-based chemotherapy (5.8 vs. 3.1 months, p = 0.002;
fig. 1). Similarly, patients with PS0 treated with non-plat-
inum-based first-line chemotherapy had a significantly
shorter median TTP (5.7 vs. 3.0 months, p = 0.006),
whereas in patients with PS1, a trend for shorter median
TTP was also evident with non-platinum- compared to
platinum-based chemotherapy (5.7 vs. 3.5 months, p =
0.057). More patients in cohort A discontinued treatment
due to disease progression (50.2 vs. 26.8%, p = 0.0001),
and less completed treatment as per protocol (37.5 vs.
61.0%, p = 0.0001) compared to cohort B. However, no
difference was observed in treatment discontinuation
due to toxicity among the two cohorts.

First-Line Chemotherapy Toxicity

First-line chemotherapy was generally well tolerated.
No significant difference in the rates of severe grade III
and IV hematologic toxicity was observed for platinum-
and non-platinum-based regimens (table 3). Regarding
non-hematologic toxicity, significantly higher rates of se-
vere nausea/vomiting (9.7 vs. 0.4%, p = 0.0001) and diar-
rhea (6.5 vs. 2.2%, p = 0.036) were recorded in the first-
line for cohort B compared to cohort A (table 4).

Second-Line Chemotherapy Efficacy

The median interval between the end of first-line and
the initiation of second-line chemotherapy was 1.4
months for patients treated in cohort A and 2.6 months
for those in cohort B (p = 0.001).

In an intention-to-treat analysis 2 (0.7%) complete and
33 (12.4%) partial responses were recorded following the
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Table 3. Incidence of grade Il and IV hematologic toxicity recorded in the first-line treatment

Cohort A (n = 267) Cohort B (n = 123) p value

grade II1 grade IV grade 111 grade IV

n % n % n % n %
Neutropenia 43 16.1 23 86 13 10.6 23 18.7 0.342
Anemia 2 0.7 = - 2 1.6 = = 0.009
Thrombocytopenia 3 L1 1 0.4 1 0.8 - - 0.138
Febrile neutropenia 7 2.6 6 22 2 1.6 3 2.4 0.725
Table 4. Incidence of grade I1T and I'V non-hematologic toxicity recorded in the first-line treatment

Cohort A (n =267) Cohort B (n = 123) p value

grade ITI grade IV grade 11 grade IV

n % n % n % n %
Nausea/vomiting 1 04 = = 10 8.1 2 1.6 0.0001
Diarrhea 6 2.2 = = 7 5.7 1 0.8 0.036
Mucositis 1 0.4 1 0.4 3 24 1 0.8 0.062
Neurotoxicity 3 1.1 = = 3 24 2 1.6 0.057

Table 5. Best response to second-line treatment

Cohort A (n=267) CohortB (n=123)

CR 2(0.7%) =

PR 33 (12.4%) 9 (7.3%)

ORR 35 (13.1%) 9 (7.3%)*
95% CI 9.1-17.2% 2.7-11.9%

SD 76 (28.5%) 44 (35.8%)

PD 156 (58.4%) 70 (56.9%)
*p=0.093.

CR = Complete response; PR = partial response; ORR = over-
all response rate; SD = stable disease; PD = progression disease;
95% CI = 95% confidence interval.

administration of second-line platinum-based chemo-
therapy in patients treated within cohort A (overall re-
sponse rate 13.1% (95% CI: 9.1-17.2%)), whereas in co-
hort B, 9 patients (7.3%, 95% CI: 2.7-11.9%) achieved an
objective partial response to second-line non-platinum-
based regimens (p = 0.093) (table 5). Median duration of
response was similar for both cohorts (5.7 vs. 5.6 months,
p = 0.853).

Pt- and Non-Pt-Based Regimens in
First/Second-Line Treatment of NSCLC

In both cohorts, the response rate to second-line
treatment was not significantly different among the
groups achieving complete and partial response versus
stable and progressive disease to first-line chemothera-
py. Thus, in cohort A, 9 (15.8%) of the 57 responders and
26 (12.3%) of 210 non-responders to first-line chemo-
therapy achieved an objective response to second-line
chemotherapy (p = 0.499). In cohort B, 5 of the 56 re-
sponders (8.9%) and 4 of 67 (6%) non-responders to
first-line chemotherapy achieved an objective response
to second-line treatment (p = 0.530). Median TTP was
similar for both groups (3.0 vs. 3.1 months for cohorts A
and B). No difference regarding the administration of
third-line EGFR tyrosine-kinase inhibitors was ob-
served among the two cohorts.

Survival Data

The median overall survival calculated from registra-
tion to first-line chemotherapy until death was 13.3
months (95% CI: 11.4-15.1) for cohort A and 15.7 months
(95% CI: 13.4-18.0) for cohort B with 1-year survival rates
of 54.8% (95% CI: 50.1-59.5%) and 67.5% (95% CI: 62.7-
72.3%), respectively (p = 0.538; fig. 2). Median overall
survival did not differ significantly in patients with PS0O
[13.3 (95% CI: 10.3-16.2) and 16.9 (95% CI: 12.8-21.0)
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Fig. 2. Overall survival in patients treated within cohorts A
and B.

months, p=0.389] and PS1 [12.6 (95% CI: 3.5-43.9) and
15.2 (95% CI: 2.6-52.2) months, p = 0.655] treated in
cohorts A and B. However, the risk of death in the first
year was significantly higher for patients treated with
first-line non-platinum-containing chemotherapy (co-
hort A; OR: 1.694, 95% CI: 1.083-2.651, p = 0.020). Sim-
ilarly, even when patients treated in single-agent trials
were excluded, first-line non-platinum-based chemo-
therapy was shown to result in a significantly higher risk
of death in the first year (OR: 1.732, 95% CI: 1.093-2.745,
p = 0.019).

The median overall survival calculated from the day
that the patient was registered to receive second-line
treatment was 7.9 months, for patients treated within
both cohorts. In addition, 1-year survival rates after the
initiation of second-line chemotherapy were 34.6% (95%
CI: 29.9-39.3%) and 28.9% (95% CI: 24.1-33.7%) for pa-
tients treated in cohorts A and B (p = 0.451).

The Cox’s proportional hazards model analysis evalu-
ating the effect of various parameters (age, gender, PS,
stage, tumor histology, administration of cisplatin in the
first- or second-line setting) on overall survival revealed
that only the stage of the disease (IIIB vs. IV) had a mar-
ginally significant effect on patient survival (p = 0.057,
HR: 1.280; 95% CI: 0.993-1.650; table 6).
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Table 6. Cox’s proportional hazards regression analysis for overall
survival

Variable HR 95% CI p value
Age (270 vs. <70) 1.242 0.901-1.712 0.186
Sex (male vs. female) 1.125 0.781-1.619  0.528
PS (1+2 vs. 0) 1.017 0.790-1.307  0.898
Histology (adeno- and

large cell vs. squamous) 1.092 0.844-1.414 0.503
Stage (IV vs. IIIB) 1.280  0.993-1.650  0.057
CDDP line (second vs. first) 1.180 0.903-1.543 0.226

Discussion

Recent meta-analyses challenged current ASCO
guidelines stating that platinum-based doublets may be
substituted by non-platinum-based chemotherapy in the
first-line treatment of patients with advanced NSCLC [3].
These meta-analyses showed that platinum-based regi-
mens result in higher response and survival rates [4-6].
Nevertheless, all patients with advanced NSCLC ulti-
mately progress and the administration of second-line
chemotherapy clearly leads to improved patient survival.
Therefore, the outcome of patients treated in randomized
phase III trials comparing platinum- versus non-plati-
num-based chemotherapy in advanced NSCLC could
theoretically be influenced by an imbalance in the pro-
portion of patients who received second-line therapy. In
addition, platinum agents may unfavorably affect the
outcome of NSCLC if omitted from the second-line in
patients who received first-line non-platinum-based reg-
imens. Indeed, the optimal second-line treatment of pa-
tients who received non-platinum first-line therapy has
not been clarified. In this report we sought to investigate
the outcome of patients treated with first-line platinum-
based therapy within the context of randomized con-
trolled trials conducted by our group, who subsequently
received second-line non-platinum-based chemotherapy
with respect to the outcome of those treated with the re-
verse sequence.

The results of the present analysis demonstrate that
platinum-based first-line chemotherapy resulted in high-
er response rates compared to non-platinum-based regi-
mens. The above observation is in accordance with indi-
vidual trials and meta-analyses suggesting that response
is significantly higher with platinum-containing regi-
mens [4-6, 12]. The difference was still present when pa-
tients treated with single agents were excluded, in light of
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the results of a meta-analysis demonstrating that the ob-
jective response rate to platinum-based doublets was
more than two-fold higher than to single-agent therapy
[17].

Median TTP was also significantly longer for patients
treated with first-line platinum-based chemotherapy. In
accordance, a higher median number of front-line treat-
ment cycles was administered to patients treated within
cohort B (p = 0.0001) and more patients completed treat-
ment as per protocol compared to cohort A (p = 0.0001).
Although higher rates of hematologic and non-hemato-
logic toxicity generally occurred with platinum-based
first-line chemotherapy, this was not associated with an
increased incidence of treatment discontinuation due to
toxicity.

There are limited data published on the role of plati-
num compounds in the second-line treatment of patients
with advanced NSCLC, mainly due to the administration
of platinum-based combinations as standard front-line
therapy. Several phase II studies have shown that plati-
num-based chemotherapy is active in the second-line set-
ting [18-21]. Generally, higher response rates have been
reported with combinations than with platinums admin-
istered as single agents [22].

In the present analysis, an encouraging objective re-
sponse rate of 13.1% associated with overall survival rates
in the range of 7.9 months was achieved with platinum-
containing second-line chemotherapy. Similar response
and survival rates of 7.3% and 7.9 months were recorded
with second-line non-platinum-based chemotherapy in
patients pretreated with platinum-based regimens. The
aforementioned outcomes correspond to that of patients
who received second-line docetaxel or premetrexed after
failure of prior platinum-based chemotherapy [9-11].

The majority of patients in both cohorts received com-
bination regimens as second-line therapy mainly due to
their enrollment in clinical trials. However, it should be
mentioned here that a recent meta-analysis based on in-
dividual patient data from 5 randomized trials compar-
ing a second-line single agent with combination chemo-
therapy in advanced NSCLC demonstrated that combi-
nations are associated with slightly higher response rates
but at the expense of increased toxicity and without a sur-
vival advantage [23].

In the present analysis, patients treated with non-plat-
inum front-line regimens were at a statistically signifi-
cant higher risk of death at 1 year. This is in accordance
with the meta-analysis by Pujol et al. [5], where it was
shown that platinum-based doublets result in a statisti-
cally significant reduction in the risk of death at 1 year

Pt- and Non-Pt-Based Regimens in
First/Second-Line Treatment of NSCLC

compared to non-platinum chemotherapy. Similarly, in
the meta-analysis by Rajeswaran et al. [6], cisplatin but
not carboplatin-based doublet regimens were associated
with a significantly higher I-year survival compared to
non-platinum-based doublets.

Despite the higher risk of death at 1 year for patients
treated in cohort A, our analysis failed to demonstrate
that first-line platinum-based followed by second-line
non-platinum-based chemotherapy or the reverse se-
quence is better than the other in terms of overall sur-
vival. In addition, application of multivariate analysis on
the factors associated with overall survival showed that
the line of cisplatin administration (first vs. second) did
not affect patient survival. Of course, the retrospective
nature of the present study should be taken into account
when considering the above observations. It should also
be noted that patients treated in both cohorts achieved a
favorable median survival of more than 13 months that
has not been previously reached in first-line phase 111
chemotherapy trials [12, 24]. This is probably attributed
to the fact that the population included in this analysis
was in fact subjected to a selection based on the eligibil-
ity for further second-line treatment.

In conclusion, an encouraging median survival that
was not related to the order of administration of plati-
num-containing chemotherapy was recorded in this
analysis. However, in accordance with recent meta-anal-
yses, platinum-containing first-line chemotherapy re-
sulted in a statistically significant reduction in the risk of
non-response [4-6] and in the risk of death within 1 year
[5, 6], compared with platinum-free chemotherapy. The
above observation should be considered under the fact
that a significant number of patients with NSCLC do not
receive second-line chemotherapy [7, 8].

An important limitation of our study is the retrospec-
tive nature of the analysis. In addition, the administra-
tion of first-line non-platinum-based chemotherapy fol-
lowed by a platinum-based regimen in the second-line
was performed within the context of clinical trials and
does not apply to the non-clinical trial setting where plat-
inum doublets should be administered as first-line treat-
ment in patients presenting no contraindications to their
use. Moreover, combination regimens are not recom-
mended in the second line. Our results support both the
pivotal role of platinum compounds and the necessity for
second-line treatment in patients with NSCLC failing
first-line chemotherapy. Certainly, additional improve-
ment in the outcome of patients with NSCLC is warrant-
ed and is anticipated from the successful implementation
of targeted therapies to existing treatment strategies.
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A Retrospective Analysis of Non-platinum-based
First- and Second-line Chemotherapy in Patients
with Advanced Non-small Cell Lung Cancer
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Abstract. Background: Platinum-based chemotherapy
represents the standard of care for advanced non-small cell
lung cancer (NSCLC) while non-platinum-based regimens are
frequently administered in patients with relapse. A retrospective
analysis of the sequence administration of these regimens in
the first- and second-line setting was performed. Patients and
Methods: The records of patients enrolled in the Hellenic
Oncology Research Groups's randomized advanced NSCLC
trials from February 1997 1o September 2006
retrospectively reviewed. The efficacy of non-platinum-based
chemotherapy administered as first- or second-line treatment
(n=94, cohort A) was compared to that of non-platinum-based
first-line followed by platinum-based second-line chemotherapy
(n=267, cohort B), and the reverse sequence (n=123, cohort
C). Results: The objective response rate (ORR) to first-line
chemotherapy was higher in cohort C compared to cohort A
(45.5% vs. 25.5%, respectively, p=0.002) and cohort B (45.5%
vs. 21.3%, p=0.0001). The ORR to second-line therapy was
17%, 13.1% (p=0.349) and 7.3% (p=0.027) in cohorts A, B
and C, respectively. Time to progression and the overall
survival were comparable among the three cohorts in both
first- and second line therapy. Conclusion: Platinum-based

were

first-line chemotherapy improved response rate compared to
non-platinum-based regimens; however, the overall survival
was comparable, irrespective of the sequence administration of
these regimens is the first- and second-line setting.

About 80% of patients with non-small cell lung cancer
(NSCLC) are diagnosed with advanced disease. Moreover, a
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significant percentage of patients with local or locoregional
disease will develop metastatic disease. For these patients
treatment is of palliative intent aiming in the prolongation of
patients’ survival and in the improvement of their quality of
life (QOL).

Several meta-analyses have demonstrated a significant
benefit in terms of response rate, overall survival (OS) and
QOL associated with the use of chemotherapy in patients
with advanced disease (1-3). Platinum-based chemotherapy
represents the cornerstone of treatment for these patients.
During the last decade, new agents such as paclitaxel,
docetaxel, gemcitabine, vinorelbine, pemetrexed and
irinotecan have shown activity against NSCL.C. Randomized
trials evaluating the combination of these agents with
cisplatin and carboplatin demonstrated comparable results in
terms of clinical efficacy. Despite the large number of trials,
no particular regimen has emerged as the best option for the
treatment of advanced disease (4).

The use of platinum-based regimens is associated with
significant primarily anemia, nephrotoxicity,
neurotoxicity, nausea and vomiting. The necessity to reduce
toxicity led to the development of non-platinum-containing
combinations. Individual studies comparing non-platinum- to
platinum-based regimens. demonstrated comparable efficacy
results in terms of objective response, time to tumor
progression and overall survival (OS) rates. However, several
meta-analyses demonstrated a slight, but statistically
significant, reduction in the risk of death for patients receiving
front-line platinum- compared to non-platinum-containing
regimens (5-7). Thus, the American Society of Clinical
Oncology (ASCO) guidelines recommend that first-line
therapy should consist of platinum-based doublets, whereas
non-platinum-containing combinations should be considered
for patients who are not fit to receive platinum agents (8).

Most of the patients treated with first-line chemotherapy will
eventually experience relapse, usually within 3-6 months from
the initiation of treatment. Approximately 40-50% of these
patients subsequently receive second-line chemotherapy (10).

toxicity,
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Table 1. Second-line regimens.

Cohort A Cohort B

Cohort C

Irinotecan (n=5)
Irinotecan/gemcitabine (n=12)
Irinotecan/temozolamide (n=3)
Vinorelbine (n=9)
Vinorelbine/ifosfamide (n=3)
Vinorelbine/gemcitabine (n=3)
Gemcitabine (n=3)
Pemetrexed (n=18)
Pemetrexed/GEM (n=2)
Docetaxel/gemcitabine (n=5)
Docetaxel (n=21)
Docetaxel/pemetrexed (n=2)
Docetaxel/zactima (n=1)
Paclitaxel (n=1)

Etoposide (n=6)

Oxaliplatin (n=1)

Vinorelbine/platinum (n=84)
Taxane/platinum (n=60)
Gemcitabine/platinum (n=5)
Pemetrexed/platinum (n=5)
Irinotecan/platinum (n=80)
Cisplatin/etoposide (n=30)

Ifosfamide/mitomycin/cisplatin (n=2)

Irinotecan (n=26)
Gemcitabine (n=1)
Vinorelbine (n=2
Vinorelbine/ifosfamide (n=20)
Docetaxel (n=6)
Docetaxel/gemcitabine (n=3)
Vinorelbine/gemcitabine (n=2)
Irinotecan/gemcitabine (n=60)
Etoposide (n=3)

Fossella ez al. (10) demonstrated that single agent docetaxel
was associated with a survival benefit in pre-treated patients
with advanced/metastatic NSCLC. Similarly, Shepherd et al.
(11) demonstrated that the administration of docetaxel plus best
supportive care (BSC) was superior to BSC alone, regarding
median OS and 1-year survival rate, as well as QOL. Moreover,
pemetrexed (12) and erlotinib (13) have been approved as
second-line treatment based on equivalent efficacy in
comparison with docetaxel and the improvement of progression
free survival (PFS) and OS compared to BSC, respectively.

There is very littele information in the literature
concerning the impact of second-line platinum- and non-
platinum-containing regimens on OS; in addition, it is still
unclear whether the sequence of administration of platinum-
and non-platinum-based regimens in the first- and second-
line setting may influence OS. The Hellenic Oncology
Research Group (HORG) has conducted randomized phase
III trials evaluating the efficacy and the toxicity of non-
platinum-based first-line chemotherapy (14-17). Relapsing
patients that maintained an adequate performance status (PS)
were treated with second-line chemotherapy, mostly in the
context of clinical trials (18-21). In a retrospective review of
the records of patients enrolled in first-line phase TII
chemotherapy trials, we identified a group of patients that
received non-platinum-based regimens, in both the first-and
second-line setting. The aim of the current study was to
analyze their clinical outcome with respect to the outcome
of patients that received platinum-based chemotherapy either
as first- or second-line treatment.

Materials and Methods
Patients. The records of 1.624 patients with histologically or

cytologically confirmed locally advanced (stage IITB with pleural
effusion) or metastatic NSCLC who had been enrolled in randomized
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first-line chemotherapy trials conducted by HORG from February
1997 to September 2006 were retrospectively reviewed. One thousand
and seventy-nine (66.4%) patients who received non-platinum-based
chemotherapy in the first-line setting were identified. Among them:
(i) 94 (9%) patients were treated with a non-platinum-based regimen
in the second-line setting (cohort A). (i) 267 (25.0%) patients
received a platinum-based second-line chemotherapy regimen (cohort
B). (iii) During the same period, 545 patients were treated with a
platinum-based regimen in the first-line setting. Among them, 123
(23.0%) received non-platinum-based regimens upon relapse (cohort
C). The second-line regimens are shown in Table 1.

Statistical analysis. Survival was calculated both from the day that
the patient was registered to receive first-line chemotherapy until
death and from the day of registration for second-line chemotherapy
until death. Time-to-tumor progression (TTP) was calculated from
the day of administration of the first cycle until progression or death
from any cause for both first- and second-line chemotherapy. The
interval between first- and second-line chemotherapy was calculated
from the day that the patient completed the last cycle of first-line
chemotherapy until the day of administration of the first cycle of
second-line chemotherapy. Toxicity was evaluated according to
National Cancer Institute Common Toxicity Criteria, version 2 (22)
and the worst toxicity for each patient across all first- or second-
line chemotherapy cycles were used in the toxicity analysis. Two
separate analyses comparing cohort A with cohort B, and cohort C
were performed. The Kaplan-Meier method was used to estimate
survival and TTP curves. Differences in rates between groups were
assessed by Pearson’s y2 test or Fisher’s test where appropriate.
Differences of cohorts in terms of continuous variables were
assessed by the non-parametric Mann-Whitney test, while those in
terms of survival by the log-rank and Wilcoxon tests.

Results

Patient demographics. The clinical characteristics of patients
are listed in Table 1I. The three groups are well balanced as it
concerns the main patients’ clinical characteristics. However,
there were significant imbalances between cohorts A and C
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Table I1. Patient characteristics at diagnosis.

Cobhorts
A B p-Value ¢ p-Value
(n=94) (n=267) (n=123)
n (%) n (%) n (%)
Age (years)
Median 63.0 61.0 0.170 60.0 0.106
Range 43-82 34-85 38-75
Gender
Male 86 (91%) 231 (87%) 0.205 112 (91%) 0911
Female 8 (9%) 36 (13%) 11 (9%)
Performance status
0-1 85 (90%) 254 (95%) 118 (96%)
2 9 (10%) 13 (5%) 0.101 5 (4%) 0.102
Histology
Squamous cell carcinoma 24 (25%) 86 (32%) 43 (35%)
Non-squamous carcinomas 56 (60%) 132 (49%) 0.374 45 (37%) 0.006
Undifferentiated carcinomas 11 (12%) 35 (13%) 24 (20%)
Unknown 3 (3%) 14 (5%) 11 (9%)
Stage
1B 25 (27%) 92 (35%) 0.161 50 (41%) 0.031
v 69 (73%) 175 (65%) 73 (59%)
No. of cycles received
Median (range) 4 (1-10) 3(1-12) 0.704 6 (1-9) 0.001
Interval between 1st and 2nd line treatment (months)
Median (range) 2.2 (0.6-50.4) 1.4 (1-34.6) 0.013 2.6 (1-35) 0.634

in terms of histologic subtype (p=0.006) and the number of
patients with stage IT1IB disease (p=0.031). Moreover, the
median number of administered cycles in the first-line was 4
and 6 in cohorts A and C, respectively (p=0.001).

Response to treatment. Twenty-four (25.5%) out of 94 patients
in cohort A and 56 (45.5%) out of 123 patients in cohort C
achieved an objective response to first-line chemotherapy
(p=0.002); conversely, there was no difference in terms of
response rates to first-line chemotherapy between patients
treated in cohorts A and B (25.5% and 21.3%, respectively;
p=0.403) (Table 1IT). The objective response rate (ORR) to
second-line treatment (Table 1V) was 17% in cohort A, 13.1%
in cohort B (p=0.349) and 7.3% in cohort C (p=0.027). The
objective response to second-line chemotherapy was not
correlated to tumor histology, gender, PS at the time of
enrolement to second-line treatment or to response to first-line
treatment for patients treated within cohorts A, B and C. The
median duration of response to first-line treatment was 6.5, 4.9
and 4.7 months (p=0.066 and p=0.185) and to second-line
treatment 4.8, 5.4 and 5.6 months (p=0.988 and p=0.792) in
cohorts A, B and C, respectively.

TTP and survival. Median TTP to first-line chemotherapy
(Figure 1) was 4.3 months for patients in cohort A and 5.8

months for patients in cohort C (p=0.324), whereas patients
in cohort B had a median TTP of 3.1 months (p=0.112).
Median TTP in the second-line settings did not differ
significantly among the three cohorts of patients (3.6, 3.0
and 3.1 months for cohorts A, B and C, respectively).
Median OS calculated from the initiation of first-line
chemotherapy (Figure 2) was 16, 13.3 and 15.7 months, with
1-year survival rates of 64.6%, 54.8% and 67.5% in cohorts
A, B and C respectively (cohort A vs. B, p=0.101 and cohort
A vs. C, p=0.268). Median OS calculated from the initiation
of second-line chemotherapy was 9.5, 7.9 and 7.9 months for
cohorts A, B (p=0.157) and C (p=0.063), respectively.

Toxicity profile. Grade III-IV anemia, neutropenia and
thrombocytopenia rates observed in the first-line treatment
did not differ significantly among cohorts (Table V). The
incidence of febrile neutropenia was 1.1%, 6.4% and 6.5%
for cohorts A, B (p=0.042) and C (p=0.046), respectively. If
patients who received monotherapy were excluded from the
analysis, neutropenia rates were 1.4% and 5.4% for groups A
and B, respectively (p=0.150). Concerning non-hematologic
toxicity, lower rates of nausea and vomiting were observed in
group A compared to group C (p=0.008). No significant
differences were observed between cohorts A and B, or C, in
terms of diarrhea, mucositis, asthenia or neurotoxocity (Table
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A (4.3) vs. C (5.8); p=0.324
A (4.3) vs. B (3.1); p=0.112
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Figure 1. Time-to-tumor progression in the first-line chemotherapy.

Table III. Objective response rates to first-line chemotherapy.
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Figure 2. Overall survival from the first-line treatment.

Table IV. Objective response rates to second-line chemotherapy.

Cohort Cohort

A B & A B c
CR 3 (32%) 2 (0.7%) 2 (1.6%) CR - 2 (0.7%) -
PR 21 (22.3%) 55 (20.6%) 54 (43.9%) PR 16 (17%) 33 (12.4%) 9(7.3%)
ORR 24 (25.5%) 57 (21.3%) 56 (45.5%) ORR 16 (17%) 35 (13.1%) 9 (7.3%)
95% CI 16.72%-3435%  16.43%-26.26% 36.73%-54.33% 95% CI - 9.06%-17.16%  2.7%-11.92%
SD 29 (30.9%) 67 (25.1%) 36 (29.3%) SD 26 (27.7%) 76 (28.5%) 44 (35.8%)
PD 41 (43.6%) 143 (53.6%) 31 (25.2%) PD 52 (55.3%) 156 (58.4%) 70 (56.9%)

CR, Complete response; PR, partial response; ORR, overall response
rate; SD, stable disease; PD, progressive disease; 95% CI, 95%
confidence interval. Cohort A vs. C: p=0.002; cohort A vs. B: p=0.403.

V). No deaths from toxicity were reported with first-line
chemotherapy. Regarding the toxicity profile of the second-
line treatment, no significant differences in severe toxicity
were observed between the three cohorts of patients with the
exception of grade III/IV diarrhea which was significantly
more common for patients treated within cohort C compared
to cohort A (2.6% vs. 9%, p=0.036; Table VI).

Discussion

Platinum-based chemotherapy has been established as the
standard first-line treatment of patients with advanced
NSCLC that maintain an adequate PS. According to ASCO
guidelines, non-platinum-based doublets should be reserved
for patients who cannot tolerate cisplatin toxicity. Our group
had conducted several randomized phase III trials evaluating
the efficacy and the toxicity profile of non-platinum-based
regimens (14-17). Relapsing patients that were eligible for
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CR, Complete response; PR, partial response; ORR, overall response
rate; SD, stable disease; PD, progressive disease; 95% CI, 95%
confidence interval. Cohort A vs. C: p=0.027; cohort A vs. B: p=0.349.

further chemotherapy received second-line treatment mostly
in the context of clinical trials. In the present study, we were
interested to retrospectively assess the outcome of patients
who did not receive platinum agents either in the first- or
second-line setting. For this purpose, we identified three
cohorts of patients: cohort A was treated with non-platinum
containing regimens administered both in the first- and
second-line; cohort B received non-platinum- first-line
followed by platinum-based second-line chemotherapy and
cohort C was comprised of patients who received the reverse
sequence of first- and second-line chemotherapy regimens.
Non-platinum-based first-line chemotherapy resulted in
significantly lower response rates compared to platinum-based
regimens (Table III) which could explain the higher number
of cycles administered to the patients of this cohort C (Table
II). The above observation is in accordance with individual
trials and meta-analyses suggesting that response is
significantly higher with platinum-containing chemotherapy
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Table V. Severe toxicity profile of first-line chemotherapy according to the treatment cohort.

Cohort Grade IIT Grade TV p-Value
A B C A B C Avs.B
Avs. C
N 9o N % N % N % N % N %

Neutropenia 12 12.8 43 16.1 13 10.6 11 1.7 23 8.6 23 18.7 0.961
0431
Anemia 1 1.1 2 0.7 2 1.6 - - - - - - 0.772
0:725
Thrombocytopenia 1 L 3 1.1 1 0.3 - - 1 0.4 - - 0.757
0.848
Nausea/vomiting 1 1.1 1 04 10 8.1 - - - - 2 1.6 0439
0.008
Diarrhea 2 2.1 6 22 1 5.7 - - - - 1 0.8 0.946
0.128
Mucositis 1 1.1 1 04 3 24 1 1.1 1 04 1 0.8 0272
0.617
Neurotoxicity 1 11 3 5] 3 24 - - - - 2 1.6 0.962
0.182
Asthenia 5 53 8 30 i, 57 - - 1 04 1 0.8 0.400
0.716

Table V1. Severe toxicity profile of second-line chemotherapy according to the treatment cohort.
Cohort Grade I Grade TV p-Value
A B C A B € Avs.B
Avs.C

N % N N % N N % N % N %

Neutropenia 7 92 32 4 53 21 4 53 21 14.0 12 120 0.104
0.156
Anemia - - 8 - - 1 - - 1 315 3 3.0 0.079
0.128
Thrombocytopenia | 1.3 4 - - 2 - - 2 1.8 4 40 0.508
0.182
Nausea/vomiting 1 1.3 13 57 7 70 - - 3 1.3 - - 0.061
0.075
Diarrhea 2 26 11 4.8 9 9.0 - - 9 39 2 20 0.074
0.036
Mucositis - - - - - - - - & _ 1 1.0 0.483
0.382
Neurotoxicity - - 3 1:3 2 20 - - - - | 1.0 0.315
0.128
Asthenia 8 10.5 13 57 10 10.0 - - I 04 1 1o 0.201
0.292

(5-7). Nevertheless, the median duration of response, as well
as the median TTP was comparable between the three cohorts
of patients. Moreover, in accordance with previous studies,
platinum-based first-line chemotherapy resulted in higher rates
of severe nausea or vomiting compared to non-platinum-based
treatment (14-17). However, no difference was observed in the
incidence of grade Il and IV anemia probably due to the

administration of erythropoietin in patients developing anemia
during the course of chemotherapy.

Second-line chemotherapy has been shown to prolong OS
in advanced NSCLC. Single agent therapy with docetaxel,
pemetrexed or erlotinib has been approved for patients failing
first-line treatment (10-13). Combination regimens have
demonstrated efficacy and acceptable toxicity in the second-
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line setting (23-30); however, studies comparing combination
regimens to single agent chemotherapy (20, 21, 31) failed to
demonstrate a significant advantage in terms of OS for patients
treated with combinations. Moreover, a recent meta-analysis of
five randomized trials comparing second-line single-agent with
combination chemotherapy showed that combinations are
associated with slightly higher response rates but at the expense
of increased toxicity and without any survival benefit (32).
Patients included in the present analysis received second-line
treatment that consisted of either single agent or combination
chemotherapy due to their enrolment in clinical trials.

Platinum-containing regimens are considered as the
standard front-line treatment in advanced NSCLC, therefore
their use in the second-line setting is limited. Several phase
11 trials that explored the efficacy of second-line platinum-
containing chemotherapy revealed their activity even in
platinum-pretreated patients (33, 34). Moreover, limited data
are available on the role of second-line platinum-containing
chemotherapy in patients that received non-platinum-based
first-line treatment. The HORG conducted a randomized
phase 11 trial comparing the combination of cisplatin with
irinotecan to cisplatin monotherapy in pretreated with
taxanes and gemcitabine patients. Although, the response rate
was significantly higher in the combination arm
(ORR=22.5% vs. 7%; p=0.012) there was no difference in
terms of OS (7.8 vs. 8.8 months, respectively, p=0.934)
between the two treatment arms (21). In the current analysis
patients  treated with  second-line  platinum-based
chemotherapy (cohort B), achieved a 13.1% ORR associated
with OS rates of 7.9 months. Comparable response and
survival results (7.3% and 7.9 months, respectively) were
obtained with second-line non-platinum-based chemotherapy
in patients treated within cohort C.

It is of interest to note that the ORR to second-line non-
platinum-based chemotherapy was significantly lower in
patients pretreated with platinum-based (cohort C) as
compared to those treated with non-platinum-based (cohort
A) first-line regimens (7.3% vs. 17%, p=0.027). The
explanation for this observation is not obvious; although it
could be attributed to a patient selection bias because
patients with a better PS had a higher probability of
receiving platinum-based chemotherapy in the first-line
setting, we cannot exclude that additional factors such as the
histology or the tumor genotype could account for this
phenomenon. Moreover, the results of the present analysis
are in contrast to a recent retrospective study which revealed
that gender, PS and best response to first-line therapy
significantly influenced the survival of patients treated in the
second-line setting (35). Indeed, our group has previously
reported that patients with adenocarcinoma histology
achieved a  significantly higher ORR with a
docetaxel/gemcitabine regimen compared to patients with a
non-adenocarcinoma histology who responded significantly
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better to the docetaxel/ cisplatin regimen (15). Moreover,
recent data demonstrated that pemetrexed has limited
efficacy in squamous cell NSCLC, whereas gemcitabine
seems to be more effective in patients with squamous cell
histology (37). However, in the present study, there was no
patient who received pemetrexed as first-line treatiment,
while very few patients received it in the second-line setting.
Thus, the observed differences among the distinct cohorts
cannot be attributed to the administration of pemetrexed in
patients with squamous cell pathology.

An interesting observation in the present analysis was that
patients treated within cohort A, despite the fact that they did
not receive platinum agents, achieved a favourable median
survival of 16 months that was comparable to the outcome of
patients treated with platinum-based chemotherapy, either in
the first- or second-line setting. In addition, patients treated
within all three cohorts achieved a favourable median survival
of more than 13 months that had not been previously reached
in first-line phase Il chemotherapy trials (5, 15). This finding
is most probably related to the fact that the population
included in this analysis was in fact subjected to a selection
based on eligibility for further second-line treatment.

The role of the excision repair cross-complementation
group | (ERCCI) gene has emerged as a potential predictor
for tumor response to chemotherapy since it has been
demonstrated that low expression of ERCC/ is associated
with a better response to platinum-based regimens (37, 38).
However, there is inconsistency concerning the expression of
ERCCI and the histological subtype of NSCLC. Squamous
cell carcinomas have been found to have lower ERCC/
expression (39) than in adenocarcinomas, whereas in another
study the opposite was reported (40). Etxensive investigation
is required regarding the tumoral expression of various genes
(e.g. ERCCI, ribonucleoside-diphosphate reductase subunit
1[RRM1], breast cancer 1 [BRCAI, etc.) in the different
histological subtypes of NSCLC in association with the
efficacy of platinum-and non-platinum-based regimens.

In conclusion, the results of the present study show that the
use of non-platinum-based regimens both as first- and second-
line treatment of advanced NSCLC, does not seem to
negatively affect patient survival and therefore, these regimens
could be an alternative therapeutic option to the standard
platinum-based first-line treatment. Although, the superiority
of first-line, platinum-containing therapy was confirmed in the
present retrospective study, non-platinum-based treatment
should be reserved for those cases where the administration of
cisplatin is contraindicated. In addition, the lower response
rates obtained with non-platinum-containing chemotherapy
should be taken into account, especially when tumor shrinkage
is clinically important. The results of the present study also
verify the significant role of second-line treatment and
underline the likely contribution of pharmacogenomic studies
to the selection of a more customized treatment. It is



Kotsakis ef al: Sequence of First- and Second-line Platinum- and Non-platinum-based Regimens in NSCLC

anticipated that the incorporation of the new biologic agents
will further improve the outcome of NSCLC treatment.
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