





ITANEIIIEXTHMIO IQANNINQN
IATPIKH XXOAH

TOMEAZ KOINQNIKHX IATPIKHX KAI WYXIKHX YT'EIAZ
EPTAXTHPIO YI'IEINHZ KAI EITIAHMIOAOTTAX

LYYYXTHMATIKA TEKMHPIA I'TA TON
KAPKINO TOY ENAOMHTPIOY

NIKOAAOZX II. IIOAYZOX
IATPOZ

ATAAKTOPIKH AIATPIBH

IQANNINA 2010






H éyxpion g dwdaxtopikng datpPng amd v latpikn Zyoin tov [avemotnpiov
loavvivov dev vTodnAdvel amodoyn TV YvoudV Tov cuyypopéa (Nopog 5343/32,

apBpo 202, map. 2)












Apiépmon

Méca 6° avtd 10 To&idl TOL AEYETOL EPELVA €10 TNV EVKALPIL VO YVOPIGHO TOAAOVG KOt
ONUOVTIKOVS 0vOp®TOVS TOV d1e0pLVOY TOLG 0PIlOVTEG OV KoL ETETEVAV TIG OVI|OLYIES LLOV.
AvTtovg B NBgda Vo VYOPIGTHC® Yo T GTHPIEN Kot TV KaBodNynomn Tovg.

Towg o mo onuovtikdg €& avtdv giote goeic K. Imavvidn. Kot oyt povo roym g
EMOTNHOCHVNG G0 aAAG Kot yroti kKibe popd mov cag Bupdpon giyate éva peydlo yopdyero
va pov Aéyate «unv avnovyeic Niko». Zog euyoplotd Aomov yioti TeTéyate o8 guéva, Yoti
pov pdbate Tt onpoivel épevva Kot Yol pe kavere vo apeiopntd to dedopévo. Nidbw
eEAIPETIKA VTEPNPAVOG TTOV €l €Ol TETO10 OGGKOAO GTA TPDTA OV EMGTNHOVIKA Brjpota
Kot ov gipon axoun pabng cag. Oa Nheia va yvopilete 6t1 kaOe emitevypa pov, PEPEL Kot
Oa pépet yio mavta, ave&itnin omd KaT® v voypoen cag. Thank you boss

‘Eva peydro gvyopiotd Oa n0eda vo o kol 6T0 0ACKUAO T®V TEAELTOI®V ETMOV TNG
eknaidevong pov k. lodvvn Meoorvn. o nfeha AodV VoL GOG EVYAPICTIOM TOV TIGTEYUTE
Kl €0€lg o€ gléva, Tov pov avoiate véovg opilovteg o€ Gy€om e TNV KAWVIKY EpEVVA Kal LoV
wpoopépote po a&éyootn KAwikn ekmaidevon. Kuplog OU®OC GO¢ €uyoplot® mov UE
otpi&ate auéplota Kot yopic Kavéva 0QEAOG OTAV TPAYLATIKA TO YPElOLOVY.

Oéhw emiong vo evyaploto® kot g€od¢ kK. Niko ITovAidn, yw v opépiot
GUUTOPACTOOT] GO, TNV KaBodMynon cog Kot TV oydmn oag, Tov LoV dMCUTE TOGO
amAdyepa. Kopie Anpolidtn ot d1kég cog mapatnpinoels oG HEAOG TG TPIUEAOVS EMTPOTNG
g SoTping pov Moy e£OIPETIKG ETOIKOSOUNTIKEG Kol TIUNTIKEG Y10, MEVA KOl YU auTd GOG
EVYOPLOTM TOAD.

"Evag omovdaiog emiotnuovag, ¢ilog kot «odedpoc» eloar eov Davide Mauri. Xe
ELYOPIOTA Yo TS ateAeiwTtes dpeg mov doviedape poli kol emedn pov €uabec va pnv
Kortdlo kovropBoipa. Emedn pov énabeg Tt B mel cuvepyasio kot 6TL HECH QLTS UTOPELS
VoL TETOYELG TO TTAVTO. LE EVYOPLOTD KAAE LoV PiLE.

Eniong evyopiotd ecdg ayonnuéve oile Zndpo TCopa ko Bayyéin Hamavikoldov yia
™V aydmn Kot Tig oTNPEN oag Kot Yo TNV ovidloTeAr] cag Bondeta.

Téhog, Ba Beka va guyaploTHC® o TOAD an’ OAOVG Tpia dTopa 6TOVG 0moiovg Kot Ha
APLEPOO® TNV OAN HOL TpooTdbelo HEYPL ONUEP. X* EVYUPIOTH «HKPE» adep@é Hhia
[MoAvo ywo v aydsmn cov kot T othpién cov og kdbe pov Prpa kon Oa HBeda va EEpelg OTL
K@0e pépa pe kdvelg vrepneovo. Iepiocdtepo amd omolovonmote OH®S Ho EVYAPIOTIC® EGAS
pmopmd Ko popd, ITovio ko EAévn, yati oe €66 opeiim avtd mov sipon onuepa. Mov
TPOCPEPOTE TO TAVTO, YA, GTOPYN Kol GTNPIEN KOl PE KAVATE VO TIGTEYM OTL UTOPD VO TOL
KOTOPEP®. “Agv VTAPYEL eV UmOP®d VIAPYEL 0 OEA®M” BupApOl Vo LoV AETE Kol TEAIKA
udAdov eiyote dikro. Eipon mpaypoticd ToAd tuyepog mov cag £y dimha pov o€ Kabe otiyun
g Long pov kot Ba Beka va yvopilete 0TL oG ayamd ToAD Kot 0O OAOL VO LTOPOVCALV
va &yovv yoveic cav e5dg. Evyopon sthikpvd va vidmBete 6t o1 drepeg Buoieg mov kdvate yio
péva, émocav tomo. Av Aowmdv £c¢€ig elote TEPNEOAVOL [ia POpa Yia péva va EEpete OTL €YD
elpon yileg emedn| giote yoveig pov.

Yog Evyapiotd ohoyvya 6Aovg

Me extipnon
Nixog [ToivZoc






ITPOAOI'OX

O kopxivog Tov evdountpiov €ivarl 0 mO GLYVOS YUVOIKOAOYIKOG KapKivog Kot
aroterel 6% OAwV TV KapKivov otig yovaikes. Eivar évag idoyog kapkivog dtav
dlyvootel ota apyikd otdda, pe ) BvntotnTa Ouwg va givar eEApeTIKA VYNAN o€
TPOYOPNUEVA GTASIO TNG VOGOV.

O xopxivog Tov evoountpiov eppaviCetoar pe avopain owoppayio oo 90%
TV 0c0evdv 68 TPMOIUO GTAS0 OKOUN TG VOGOL KOl GUVETMG 1 £YKa1pn O1dyveon
TOL vl €E0PETIKE oNUOVTIKY. To OUKOATIKO VIEPNYOYPAPNLO, T OLOYVOOTIKN
andEeon M N evoountpla Proyio TPOsEEPOLV TN SLVOTOTNTA JLAYVMOONG CE TPMOUO
6TAO10 , OVTOG SLYVMOOTIKEG LEBOOOL LE VYNAG TOGOGTA gvacONGiag Kot EOIKOTNTAG.
Evtovtolc, o€ pkpd mOCOGTO TWV YUVAIKOV O KOPKIVOG TOV €VOOUNTPIO
OlOYLYVOOKETOL GE TPOYMPNUEVO OTASIO HE CULVEMEW TNV OVAYKN CLGTNUOTIKNG
Oepamneiog.

O 6pog Tpoywpnuévog Kapkivog Tov evoountpiov avapépeton oto otddwo >II1
YL TNV  OVTIHETMOMTICY TOL OMOI0L YOPMNYEITOL GOUPMOVO HE TIC TPEXOVOESG
KatevBuvtnpleg oonyieg oppovobepamneio, povn 1 o cuvdvacud pe ynueodepansia.
H npdyvoon yia tovg ac0eveic v mpoyopnuévov otadiov eival Toyr Le CUVETELN
N kPPN OMOTEAECUATIKOTNTA TOV OEPOUTEVTIKOV AYOYDOV GTOV TPOYWPNUEVO
KopKivo Tov gvéountpiov va eivar acognc.

H amotehecpatikdtta g yopnynong ynuewobepanciog 1 oppovobepameiog
elvor oféfoata ko kapio cvomnuatiKy avaBedpnon Kol peTo-aviAlvon Oev €xel
€0TIAGEL OE AUECEG CLYKPICEIS OLUPOPETIKAOV YNUELOOEPATEVTIKOV AYOYDV UETOED

TOVG,.



Aappavovtog vroyn avtv ™V afePotdtnTo TPAYUATOTOMGALE TNV TOUPOVGH
UEAETN OVOCKOTIMVTOG OAEG TIG TLUYOLOTOINUEVEG KAWVIKEG OOKIUEG TOV HEAETOVV TN
yopnynon ynueodepaneiag otov TPoY®PNUEVO Kapkivo Tov gvoountpiov otadimv
>[I, Xt  ovvéxeln  EMYEPNCOUE VO KOTOYPOWYOVUE TIS GULGTAGES TOV
YOVOIKOAOYIK®Y KOl OYKOAOYIK®OV EMIGTNHOVIK®OV ETAIPLOV Yo TN YPNON 1TNG
mueodepancioc otov TPOYWPNUEVO KOPKIvOo TOL evdountpiov kol o€ GAAOVG
YOVOLKOAOYIKOVG Kopkivoug Kot va eAéyEovpe av ot KatevBuvinpleg 0dNyleg mov
nmapéyovtal, faciloviol o€ 10YVPA EMGTNUOVIKAE GTOLXELD 1] GE VITOKEYEVIKA KPLTHpLol

H perétn yopiletar og 600 pépn, yeviko Kot £1010.

210 YEVIKO UEPOG TEPTYPAPOVIOL O TPOYWPNUEVOS KAPKIVOG TOV EVOOUNTPIOL
00OV 0POPA TNV KAVIKT] TOL €IKOVA, TOV TPOTO JAYyV®GNG TOV, TNV TPOYVOGT, TNV
moboyéveld TOL KoL TOV TPOTO  OVTIUETMOMIONG TOV, oJivoviag £UQacTn oTo
OpLOVOOEPATEVTIKA KO YNUELOOEPATEVTIKO CKEVAGLOTO TOV YPTGLLOTOLOVVTOL Y10
™V OVTIHETOTION TOov. AkoAoVO®G meprypdoeton mn  peta-avdivon og péBodog
épevvag oty emdnuoroyio. To yevikd pEPog OAOKANPAOVETOL LLE TNV TTEPLYPAPT] TOV
GKOTOV TNG EKTOVNOMNG TOV OVO UEAETMOV TOV GLUTEPIAOUPAVOVTIOL TNV TTOPOVCO.
Satppn.

210 €01KO PUEPOC TTEPLYPAPOVTOL TO VAIKO, 01 HEBOOOL KOl TO OTOTEAEGLOTO TG
perég. Axoiovfel n ovl{nmon TV €UPNUATOV Kol 1 GLOYETION TOVG HE TO
BipAoypapikd dedopéva, ta copmepacuata, 1 TepiAnyn g epyaciog otnv EAANviKN
Kot AyyhMkn yAoooo kot 1 BrpAoypagpio

Embopuod va avapepdd oe 6Aovg 660vg Hov mapactddnkoy Yoo TV VAOTOiN o
oVTNG TNG LEAETNG.

[dwitepa vTOBAAA® TIG BEpUEC LoV EVYOPIOTIEC KO TOL EVYVOUOVO oucONpOTOL

pov otov Kadnynm Yyewng tov Ioavemommuiov loavvivov, k. Iodvvn looavvion,



KUplo emPAEmovTa TG STPIPNg HOL, Yo TNV avABEST] TOL EVOLAPEPOVTOS OVTOV
Bépatog kot v kaBodnynon tov Kab’ dAn TN JdpKEI TNG EKTOVNONG TNG MEAETNC.
Emiong, tov guyopiot® Oepud yio v akoTomOVnTn GUVOPOUN TOV GTO TPADTO OV
EMOTNUOVIKA PriporToL.

AtcOdvoparl v vroypémon va gvyopiotom Oepud tov k. NikoAoo ITovdion,
Kabnynt IaBoroyiag-Oykoroyiog tov Ilavemotnuiov Iwavvivov, péhog g
TPIUEAOVC EMTPOTNG, Y10 T GLVEYN TAPOTPLVVOT Kol EVOAPPLVGN TOL Yo TN GLAAOYN
TOV OTOWEI®V Yoo TNV TEPATMOON TNG UEAETNG, TIG OAAEMOAANAES EMICTNUOVIKEG
GUVOVTNGELS Y10 TNV TOPAKOAOVONON NG TPoddov NG HEAETNG KOOMC Kal Yo TV
Bonbeta Kot GLUPOAT TOV GTNV KPITIKN OVAAVCT) TOV OTOTEAEGLLATOV.

[dwitepa Bepuéc evyapiotieg anevbHivem otov Enikovpo Kadnynm Yyewvng tov
[Tavemomuiov Ioavvivov kot pédog g tpiperots emtponng, K. lodvvn Anpodrn,
YL TNV OVEKTIUNTo. ToAVTUn Bonbeta tov otnv dwdayr, opydvmor, ddpOpmon kot
EQUPUOYY TNG WTPIKNG pneBodoroyiag.

Emboud emiong va evyopiomom to péAn g Emtapelodg ZvppovAevtikng
Emitpomic: k. lodvvn Meoonvn, Kabnynt| Maevtikng-I'vvaikoroyiog, k. Zogia
Kohavtapidov, Avarinpotpro Kanynqrpio Matevtikng-I'vvaikoroyiag, k. Evayyeiio
Ntlbvn, Emikovpn KaOnynrpio Yyiewng, xor k. Aviovio T'kopd, Aéktopa

Matevtikng-I'vvatkoAoyiag, yio TG ETOIKOSOUNTIKES TOPATNPTCELS TOVG.
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I. TENIKO MEPOX






1. KAPKINOXZ TOY ENAOMHTPIOY
1.1. Ewoayoym

Ymoloyiletar 0Tt o1 véeg mepuTdGES Ko ot Bdvatolr amd tov Koapkivo Tov
’ 1
evoountpiov otic H.ILLA yw 1o 2009 evon :

e Néa mepiotatikd: 42,160.
e Odvarou: 7.780.

O xoapkivog Tov gvoounTpiov €ivarl 0 MO GLYVOS YLVOUKOAOYIKOG KOPKIVOG Kol
aroterel 6% OAwV TV KopKivov otig yuvaikes. Efvar évag 1doog dykoc. Ia va
aviyvevutel, n Aym Proyiog evoountpikov 1otov eival amapoitmtny. To 1eoT
[MoamavikoAdov dev amotedel a&lomotn pébodo yia Eleyyo tov TANOLGHOV Yoo TOV
KOpKivo TOV evoounTpiov, OV Kol Hio ovOOPOMIKY UEAETN PPNKE 1GYLPT CLGYETION
avapeoa otn Betikny Kuttaporoyio Ko v Vvmapén vosov vynilov KvoHvov (0YKog
vyNhov otadiov kat Bubid dmonon Tov poopntpiov)’ dnwg emione Kat Tov avENUEVo
Kivduvo ylo DmopEn Apeodeviknc Slaomopdc e vooov.” O Baduds dtapopomoinong
TOV OYKOV 00KElL ONUAVTIKN €MOPOCT OTN QLUOIKY 1oTopiot TG VOOOL KOl GTNV
emaoyn Bepaneiag. AvEnuévn enintmon Tov Kopkivov Tov gvéourtplov £xet Ppebel oe
nopateTopévy £kbeon oe pn-cvlevypéva owotpoydva.t’ Aviifeta, o cvvdLAGHOG
016TPOYOVMV UE TTPOYESTEPOVN OOTPEMOLY TNV AENCT GTOV KivOLVO TOL KapKivov
TOV EVOOUATPIOL OE oyéon pe v ékBeom oe pn-ovlevypéva owotpoyova.”’. e
pepkovg aochevelc pe xapkivo tov gvoountpiov, cuyvé vrapyel 16TopIKd cHVOETNC
vrepmlaciog Tov gvdountpiov pe atvrmia. Emiong, avEnuévn emintwon tov koapkivov
Tov gvdountpiov €xel Ppebdel oe aobeveic pe kapkivo Tov poctod vd Oepomeio pe
tapo&ipaivn, Tov mOavAOS va oYeTICETAL LE TNV O1GTPOYOVIKT OpAcT TNG TOUOEIPOIVIG

oto evdourrpro.t’. EEatioc authg tg avénong, acbeveic e Kapkivo Tov HaoTod vid



Oepancio pe topo&ipaivn emiPdiietor va  vroPdAAovTol 6€ GLYVO YLVAIKOAOYIKO
Eleyyo ko va  efetdlovtal EVOEAEYMG GE EUPAVION OTOLGONTOTE  OVMUUANG

apoppayiog Tov evoountpiov.

1.2 TTapdryovteg Kivdvvou

Emdnuoloyikéc peréteg €govv mpocsdlopicel TOVG OTUOVTIKOTEPOVG TOPAYOVTES
KIVOUVOL Yl TOV  €VOOUNTPLOEWY] Kopkivo Tov evdountpiov. Ot Poaoikdtepot
Tapayovteg Kivdhvou glvat:

1. H epunvémavon

2. H xotaviAoorn vynAov ToGOTHTOV ATovg

(98]

O Seiktng palog ooparoc (BMI >25 kg/m*)

10-15

b

H yopnynon e€oyevav otetpoydvov.
Evtovtoig, uévo ot picég and tig acbevelg £xovv epeoveig Tapdyovteg KIvouvou.
Ot dAheg piocég elvar cuvnBmg youniod kvdvvov: givarl Aentég 1 péoov PBdapovg, dev
EYouv  KOavévo  10TOPKO eEoyevoug  €kbeong oe  owotpoydva,  ival
nmepteppunvonavctokés (20%-25%), 1 etvan vemtepeg amd ta 40 £ (5%).

H mayvoopxio elvar petald 1ov Mo KOwov Topayoviov Kivohvov yio Tov
KapKivo Tov gvdountpiov. Ta emONOAOYIKA GTOLKEID OO TIC YDPEG UE OLOUPOPETIKA
TOGOOTA ToyLSapKiag vwoatnpilovv avt) ) Bewpia. [Tapadetypatog ybpv, povo 3%
TOV 1I®VIKOD TANOLoHoD Evavtt 40% Tov apepikavikoy TANBuepHob givol TaydoapKo
KOl TO TOGOOTO EMMTMOONG TOV Kapkivov tov gvdountpiov otic Hvopéveg Iolteieg
givar oxedov 7 gopéc tov mocootod oty lomavia.'® H nayvoapkio Ocwpeiton ot
avEAveL ToV KivOuvo Yoo Kopkivo Tov evOouNTpiov HE S1APOPOVS UNYOVIGHOVS. XTIC
TPOEUUNVOTOVCIOKES YOVAIKES, 1 ToyVoapKio TPokaAel aviioTaon otnv VGovAivy,

wofnkwkn vrepékkpion avopoydvev, avwobviaxkioppnéia, kot ypdvio avemdpkelo



TPOYESTEPOVIG. XTI MUETEUUNVOTOVCIOKEG YUVOIKEG, EVIGYVEL TN TEPLPEPELONK
LETOTPOT] TV OVOPOYOVMOV GE OIGTPOYOVA OTO TEPLPEPELNKA amobépuata Aimovg.
AVt N OpUOVIKT OALYT] VTTOKIVEL TOV TOAAATAAGIOCUO TOV EVOOUNTPIKDOV KVTTAPMYV,
eUmodilel ™V andmTooT, kot tpomdei Ty ayyeoyéveon. Eva BMI téve and 25 kg/m?
durhactdlel Tov Kivouvo pag yovaikog yuo Kopkivo tov gvdoountpiov, kot éva BMI

. . 2 . ; 11-15,17 »
enavo oand 30 kg/m” tpummlacialel tov kivévvo.

Eva vynAo BMI o i véa
nAkio kor n avénon BMI cuvvdéovtar emiong pe mmv euedvion kopkivov tov
svéow]rpiou.lg H moyvoapkio mapapével 1oyvpog mopdyovtag Kivovvou yio KopKivov
TOL €VOOUNTPIOV OKOUO KOL OTOV Ol GLUYKEVIPMOEL; KUKAOPOPOLVI®MV O10TPOYOVMOV
elval kavovikég, iomg AOY® oG pHeimong Tov eEO-0EGUEVTIKOV GOUIPVAOV  UE
omotéheopa v avEnon e Podwdecidtnroc v owotpoydvev.t H peiopévn
QLOIKN OPaoTNPIOTNTA, 1| VYNAN TpOSANYN Bepuidmv, N avénuévn  aptnplokn mieon
moveo ard 140/90 yh. Hg, xor ot vyniéc ovykevipmoelg yYAvkolng opol eivot
npdcbetor, aveEdpmnrol Tov BMI mapdyoviec kwvdvvov.'™ 27 Me Swtipnon evog
KOVOVIKOU BAPOVE KOl COUATIKY] ACKNGTN, 0 Kivduvog yio KopKivo tov gvoountpiov
umopet vo petwdei onpovtucd.

H obvoeon peta&d ypnong pn-ocvlevypévov ototpoyovev Kot avamtuéng
KOpKivov TOL €VOOUNTPLOL VTOGTNPILETOL TEPUTEP® OO TO UEWOUEVO KIVOLVO OTIG
yovoikeg pe pelwpEV enineda ootpoyovev. To kdmvicua epeovileTol vo LEUDVEL TOV
Kivduvo HEC® TNG OPVNTIKNG TOV EMIOPAONG OTNV  TOPAY®YN Kol TO UETOPOAMGUO
ototpoydvev.”>’ H eykopocivi, e TNV £VIOVI TOpay®yr] TPOYESTEPOVIG OO TOV
TAOKOUVTO, TPOGTATEVEL amd TOV Kopkivo Tov evoountpiov. H moivtokio emiong
TPOGTATEVEL, EVAD Ol ATOKEC YLVOUKEG &youv awénuévo kivovvo, diaitepa Otav M
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otelpod™TO €lval emiong moapovca. To amd 1OV GTONATOG OVTIIGVAANTTIKG TTOL

r ’ r , ’ 4 ,
TEPEYOVY OLGTPOYOVO KOl TIPOYESTEPOVY peldvouy tov  kivduvo.” H mpocOikn g



TPOYEGTEPOVIG OTA OLGTPOYOVO LETPLALEL T OLGUEVN EMIOPOCT] TOV OIGTPOYOVHOV GTO
evoountplo. Avt m Oepamevtiky] aywyn HEWOVEL TOV KivOLVO Yyl KOpKivo TOL
gvoountpiov oTIC TOXVCOPKES YLUVOIKES, €OIKA €dv ot 2 opudveg cvvovdlovton
Gl)vsxo')g.35'37

Ot yuvaikeg pe KopKivo Tov HOGTOD SlaTpEYOLY ALENUEVO KIVOLVO Yol KapKivo
70V V8o TPion, Kuping AdYo Kowdv mapaydvimy kvdovov.”® H yprion topofipaivig
0ToVG aoBeveilc pe ToV Kapkivo Tov paotol TpmAactalel Tov Kivouvo Yo KopKivo Tov
gvoountpiov kol avéaver emiong v wOavOTTO Yoo KOAONOES €VOOUNTPIKOVS
nohdmodec.” Me Tic mpdopates pelétec mov mpoteivovy Petiopévn emBioon otig
UETEUUNVOTOVCIOKES YOVOIKEG TOL YPNOILOTOIOVV OVOGTOAEIC apouaTdons (OTmG
avaoTpoloin 1 AetpolOAn), N AmOEOCT Y10 EVOAALOKTIKY OpLOVIKT Bepameion o oyéon
pe v toapolipaivn mpémer va Poacileton 610 mMPOEIA Kvdhvov g KaBEUIHG
ac@svobg.40’4l Evtovtolc, Ta evePYETIKA OMOTEAECUATO GTNV VITOTPOTN TOV KOpKivov
TOL HOGTOD KOl 1) GLGYETION TNG MPATIOTO UE KAPKIVO TOL €vOOUNTPiOv YOUNAOD

010010V VITOSTNPILOVV TN GLVENIGT TG XPNON TNG OE EMAEYUEVOLS acBeVELS.

1.3. Khvin eikdva

O kapkivog tov evoountpiov eppaviCetor pe avopoain oaoppayio 6to 90% twv
acBevov. Emopévmg, omoladnmote KOATIKY oUpoppoyiot 6€ Ul PLETEUUNVOTOVGIOKY
yovaika emParier Tov éheyyo v kapkivo tov evdopntpiov.”? O kapkivoc Tov
gvoountpiov Ppioketor oe mepimov 10% twv acbevdv pe PETEUUNVOTOVGLOKN
awoppayia. X éva 20-40% tov 000evov, HETEUUNVOTOVGLOKY  OLLOppayic
TPOKOAEiTAL MO TNV EVOOUNTPLO. VIEPTAAGIO, EVOOUNTPIOVS TOADTOOES, M GAAN

nmoboloyio Tov evoountpiov. 10 vmdéAouro 50-70% twv acbevov, Kapio opyavikn



oltio 0ev PpiokeTon, KOU 1 HETEUUNVOTOVGIOKT OLUOppayio amodidetal cuyvd otV

evdopTplo 1§ KOATKY atpopio.™

1.4 Abryvoon

Av kot to teot Tomavikordov gival g ToAd Ty dyveoTikn e€étacn Yo
TOV KOPKIvo TOv gvoountpiov, TOGO 0 KapKivog 060 Kol 1 VIEPTANGIO UTOpEl Gmavia
va aviyvevbody  o¢ cuvémelo evog mabohoyucod test Pap.*** Emeidf 1o 25% towv
acBevov pe droma evdountpikd kouttapa oto test Pap éyovv mbavotnta yo Kapkivo
evoountpiov , mpémet va vroPfAnBodv oe pa evoountpla Proyio. Ot yovaikeg pe droma
adevikd KOTTOpa TPETEL Vo, vIoPANBovV ot evdopmtpio Ployia kot koAmookdmnon.
Axoun kol n Tapovsio KaAONOmY evOOUNTPIK®V KLTTAP®Y 610 test Pap cuvdéeton pe
Kapkivo evdopmntpiov o 6% tov acdevév.’’ Ta test Pap mov amokaAdmTovy Kakoron
N VIomTO KOTTOPA EVOOUNTPIOL GLVOELOVTOL UE Evav DYNAOTEPO KIVOLVO Yo €V TM
Baber omOnon, younid Padbud dapopomoinong tov dykov, 1 TPOYWPNUEVOD GTAdIOV
voco.*

To 1995, Karlsson kot cuvepydtec” o o TOAKEVIPIKT, TPOOTTIKY HeAETN
1168 yvvoikeg pe HETEUUNVOTALGLOKY aipoppayic  vroPAnOnkov o€ OKOATIKO
VIEPNOYPAPT L. TOV 0KOAOVONONKE amd 10 dayvaotikn amoeon. To kotdToTo OpLo
TOYOLG EVOOUNTPIOL 5 yh. | Aryotepo mov ypnooromOnke £6eie evancOncio 94%,
ewwomta 78%, wa Btk tpoyvootiky agia (PPV) 69%, pia apvntik] TpoyvecTiK
acla (NPV) 96%, xor 84% avtictoyya. Mg avtd 10 kat®toto Oplo, 0 Kivouvog
evoountplog avopoiiog kabopiommke va givar 6.1% (avotepo eninedo eumoTocHVNG
95%, 010 8.5%).* To vynidé NPV avtiic e Sokiufc TopEyel e AOQOUAELL TOV
ATOKAEIGHO NG Vmapéng Kapkivov otovg acbeveic mov dev umopovv va vroAnfovv

otV evoountpua Proyia. Evrovtolg, mpénetl va vroypopiotel 0Tt to TpoovapephEvTa



anoteAéopato meplopilovtal 6Tovg acHeVeic e HeTEUUNVOTaLGLoKT ooppayior . H
SlwAoyn Yy TOV Kapkivo TOL €vOOUNTPiOL MOV YPNOLUOTOlEl TO OLUKOATIKO
VIEPNYOYPAPT O OTIG ACVUTTMOUOTIKEG LETEUUNVOTOVGLUKES YUVOIKESG £XEL VO PTMYO
PPV (9%) ka1 dev cvotiveton.*®

H &&étaon exkhoyng ywoo ™ Odyvoon Koapkivov Tov evdountpiov eivar m
dwyvootikn andceon. Ot Ayotepo emepPatikés pébodol, cuumeptAapPovorévng g
Bloyiag pe ovokevn Cornier Pipelle (Prodimed, Neuilly-en-Thelle, France), 1 fovptoa
Tao ( Cook Ob/Gyn, Spencer, IN), ko1 n avoappoentikn Proyio Vabra (Berkeley
Medevices, Berkeley, CA) £yovv avamtvybel kot pmopovdv va ypnoipomotmfovv
axivouva og Bdon eEwtepikod 1atpeiov ywpig avaroOnoio. Ta otoryeio Tpoteivouy OTL
avappoentiky Poyio Vabra sivon Aydtepo amotedeouatikny amd 1 cvokevn Pipelle
o Mjyn TOL IKOVOTOWTIKOD £VEOUNTPkod 16700 Y1 dtoyveotikode Adyove. ™
Evtovtoig, ko 1 ovokevn Pipelle kot 1 Bovptoa Tao eivar vrepPforikd axpipeic ot
dldyvmon kol Tov kopkivov tov gvoountpiov kot g atvriag. H cvokeun Pipelle €xet

o gvatsOnoio 81% g 88% kot n Bovproa Tao 95.5%.°%!

Kot ot dvo &yovv 100%
PPV, ka1 98% NPV. H axpipeia g evoountprog Proyiag Pipelle mov exteleiton oe
Baon e&mtepikov wTpeiov ivar cuykpiotun pe ™ O1yvoSTIKN amdEEST GTIC YUVOIKEG
LE METEUIVOTAVOLOKY opoppayio yo evdopitpo mhxovg éwc 6 yh.>? Ztoug
acBeveic pe maybtepo evdounTplo Kot po pucstoroykn Proyia pe Pipelle, mpémetl va
dlevepyeital VOTEPOCKOTNON Y VO OTOKAEIGTOVV KoAonOelg mabnoelg Omwg
EVOOUNTPIKOL TOAVTTO0ES . AV KOl T €0a1oONGio TOV SIUKOATIKOV LITEPNYOYPOPT LOTOG
kot e evdopntplag Ployiag eivon mopdpoes,” o cuvdvaouds  SlaKOATIKOD

VIEPNYOYPOUPNLATOG Kol gvoounTplog Proyiag pe Pipelle avéavel v evaichncio oto

100%.>* Evtovtow, 1 ektéheon g evdopntplac  Poyiag mpwv  amd  To



VIEPNYOYPAPN L UTOPEL VO BOADGEL TNV AMEIKOVIOT] TOL EVOOUNTPLOL KOl VO, dLENGEL

WYELSOC TV OTEIKOVICOHEVT TXOYEVELL TOV.

1.5. Tpomot d1aomopdc TOV KapKivov Tov evoountpiov

O 1poOMOg SLIGTOPAS TOL KOPKIVOL TOV gvdountpiov eEapTdTon HEPIKAOS OO TO
Babud wvttapikne olapoponoinong. Ot koAd-Olapopomomuévol Oykol Teivouy va
neplopilovy T S1oTOPE TOVG GTNV EMLPAVELX TOV EVOOUNTPIOV, EVD 1) ETEKTOCT EVTOG
ToL povountpiov etvar Mydtepo ovyvi. Xtoug acbevelc pe Oykovg pHe QTOYN
dlpopomoinon, N €6PoAn evidg Tov pvountpiov epeaviCetar cvyvotepo. H e1oPoin
TOL GYKOL €VTOG TOL HLOUNTPIOL €lval GUYVA EVOEIKTIKN TNG VTOPENS AEUPAOEVIKNG
SIOTOPAG KO OTOUOKPUOUEVOV HETOCTAGEMY Kol €lval cvyvd aveaptntn ond to
Babuod dapoporoinong. Ot petaoTdoelg 6Tov Kapkivo tov evdountpiov eppaviCovion
HE OLYKEKPWEVO TpOTO. Mebiototow O©TOVG TLEAIKOUG KOl TTOPA-0OPTIKOVG
Aeppadéveg. Ot amopaKpUOUEVEG LETOGTAGELS Elval omovVIOTEPES Kot TEPIAAUPAVOLY
TOVG TVEVHOVEG, TOVG PoLPmVIKOVS Kol LITEPKAEIOIONE AEUPAOEVES, TO NP, TO OCTA,

TOV €YKEPAAO, KOl TOV KOATO.

1.6. IIpdyvmon

"Evag onuavtikdg mapdyovtag mov Bpédnke va oyetiCetar pe ) daomopd twv
KOPKIVIK®OV KUTTAP®V EKTOC TNG EVOOUNTPLOG KOIAATNTOS KOl GTOVG AEUPOOEVES, elval
n Vmopén SMONoNg oTov Aéueo-Tprroedikd xhpo oty otomaboroyiky eEétao.’
Tpelg opddec pe eviehdS SOPOPETIKN TPOHYVMOOT €ivor SLVATOV VO OVOLYVEOPIGTOVV
petaly TV achevov pe voco kKMvikov otadiov I edv yivel TPOGEKTIKN YEPOVPYIKN

otadlomoinom. Ot acBeveig pe Babud drapopomoinong tov dykov 1 mov enekteivovton
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HUOVO TO €VOOUNTPLO YWPIG KavEVA GTOLEIO TNG EVOOTEPITOVOIKNG OloTOpds (ONA.,
enéktaon ota e€aptiuato 1 OeTikn KuTTOpoAoYIKn €€€tacT TEPLTOvVaiKoy VYPOL )
grovv yopumAd kivoduvo (<5%) Aeppadevikiic Swuomopdc.’’ AcBeveic pe Pabud
dpopormoinong tov Oykov 2 M 3 ko eméktacn o€ Hkpotepo ond to 50% Tov
poountpiov, ywpic Kavéva ototyelo TG EVOOTTEPITOVAIKNG S10GTOPAS, £Y0VV Kivouvo
AELOAOEVIKNG S10TOPAS 5-9% o1ovg mueAkoDg Aeppadéves kat 4% otovg mapo-
aoptikovg. Téhog ot acBeveic pe Oykovg pe  Pabdid dmbnomn evtdg Tov pvountpiov
>50%, Kaun evOOTEPITOVAIKY OLLGTOPA THG VOGOV £XOLV EVOV CTLAVTIKO Kivouvo Yia
EMEKTACT TNG VOGOV 6TOVG mVeEAKoVg 20-60% kar 10-30% otovg mapa-0opTikong
Aeppadéves. Mo pedétn mov ovumeptédafe povo acbeveic pe otddo vocov I, pe
Kapkvopato pe Pabud dwgopomoinong 1 koatéAnée oe TE0GEPIS OTATIOTIKA
ONUOVTIKOVG  OLGHEVEIS TPOYVMOOTIKODG TOPAYyovVTeEG: TNV ombnon &viog Tov
poountpiov, TV ayyewakn omonon, v Hrapén OKT® N TEPIGGOTEPOV MTOGEMY OVA

onTikd TESI0 , Kat TNV amovsio OETIKGV VIOSOYEWY TPOYESTEPOVIC.

Mo GAAN gpevvnTIKY OUdda TPOGOOPIGE TNV KVTTAPIKY] OVELTAOEWI0 Kot TO
VYNAO TOGOGTO KUTTAP®Y S-QAoTS WS YAPAKTNPLOTIKE SUGHEVODG Tpdyveonc.” Mo,
ueiétn and 1o Gynecologic Oncology Group avédeile Tn CLUGYETION  YXEPOVPYIKDV-
IGTOAOYIKAOV TOPOUETPOV KoL UETEYXEPNTIKNG Oepaneiag pe 10 ddotnua-eAevdepo
VIOTPOTNG Kol He To onpeio g vrotponng. ' Toug acbevelg ympig enéktaon g
VOGOV TEPOV TNG EVOOUNTPIKNG KOMATNTAG, Ol TO KOOOPIOTIKOL TOPAYOVTEG YioL TV
vrotponm NTav o Pabudg 1otohoyikng Swwpopomoinong 3 kot M ev Tt Pdbet
poopnTpikn dmbnon. X peEAETN avTh, M GLYVOTNTO VIOTPOTNG ALEAVOVTAY OTOV
vpyxav  Betikol muelkol Agpeodéveg, UeETAOTACELS oTo  eSapTHHOTO, OLTIK)
TEPLTOVOIKY] KLTTOPOAOYiD, OOTOPE KLTTAPWV €VIOC TOL TPLYOEWKOD YDPOV,

dmdnon tov 160HoY N ToL TPOYNAOL, Kal, WloiTtEP, OTAV LANPYE SUCTOPE GTOVG
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TOPA-00PTIKOVG Aeppadéveg (aveaptra and to Pabud kot to Bdbog g o1mOnong).
Ex tov acBevov pe petactdoelg otovg mopa-aopTikoVs Aepgodéves, 98% elyav
BeTIKOVG TLEMKOVG AEUPAOEVES, EVOOTEPITOVOIKEG LETAGTACELS, 1} OLLGTOPA TOV OYKOL

010 eEwtepkov 1/3 tov mdyovg Tov uuounrplou.60’6l

Otav 10 povo ctoryeio 01oTopds KTOC TNG KOIAOTNTAG TNG UNTPOS Elval BeTiKn
TEPLTOVAIKN KLTTOPOAOYiD, N enidpacn otnyv emPiwon tov acevodv dev €xel akoun
Eexaboplotel. H a&lo g Oepameiog oe acbeveig pe povadikd edpnuo T Oetikn
TeprTovaiky Kuttapoloyia dev ivon oxdun enapkdc tekpnpopevn.’> ¢’ Ta vedpyovto
®0TOG0 GTOLKElD PAIVETAL VO GLVNYOPOLV GTO OTL TPEMEL VAL VILAPYEL KOl AAAT EvOeIdn
EMEKTACNG TNG VOOOV, TEPOV NG OETIKNG MEPLTOVAIKNG KVLTTAPOAOYING, MOTE Vo
odnynbovue o mepotépw  peteyyelpntiky  Oepameio  ( axtvobepameic M

ynueobepameia).

Mo emimAéov pedétn, €0eiEe OTL To. emimedo LVWOOOYEWV TPOYECTEPOVNG
ATOTEAOVV TO HOVOSIKO GNUOVTIKO TPOYVMOGTIKO Tapdyovta Yo TNV TPET) emPinon
og voco khvikoV otadiov I kot II. Ot acBeveic pe eninedo vwodoywv mpoyecTEPOVIG
vynrotépa tov 100 eiyav tpet emPioon 93% oe oxéon 36% 1tV acbevov e
emineda vrodoyswv pikpodtepa tov 100. Movo 1 tpaymAikn dtacmopd TS vOcou Kot m
OeTIKN TEPITOVAIKY] KLTTOPOAOYIOL MTOV ONUAVTIKES TPOYVMOOTIKEG TAPAUETPOL OTOV
éywe mpocoppoy pe Paocel  To emimedo TV VIOSOYEMV TPOyeEsTEPOVIGC."® AAkeC
peAéteg emPePfaidvovv T onuacios TG KATAGTOCNG TOV OPULOVIKMOV VTOSOXEMV G
ave€apTNTO TPOYVAOGTIKO napdyovra.69Entnp(')008w, 1 OVOGOIGTOYNIKY XPOCT TOV
GTOV Y10, VIOJ0YELG 016TPOYOVAOV KOl TPOYESTEPOVNG £xel amodelyBel va oyetileton
1660 pe T otadtonoinon katd FIGO 600 kot pe T cvuvolkh emBoon.”” > Me Béon
AOUTOV TO. TOPOTAVE® OTOLXELD, Ol VIOJOYEIG TPOYEGTEPOVIG KOl OIGTPOYOVMV, EITE

otov petpovvtal pe  Proynuikég eite pe avocoiotoynukés puebodovg, mpémel va
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ocvoumeptlappdvovtat, 0Tav eivat SOuvatdv, GTNV EKTIUNON TOV AcOeVAOV LLE KapKivo TOV

evoountpiov kot KAvikod otédwo I 1 I1.

H éxppaon oykoyovidiov, n mhogdikotnta Tov DNA, 10 1060616 TV KLTTApOV
o€ Kuttopikn edon S €yovv Bpebel emiong va amoteAodV TPOYVOOTIKOVS TOPAYOVTES
yio v tehkh KAy ékBoon.”’ Tw mopadewypa, vrepékepact Her-2/neu

oykoyovidiov éxet cuvdedel pe o Suopevly yevikd npdyvoon.”

1.7 IotoAoyia

O mo xowdg 10TOAOYIKOG TOMOG — Kopkivov Tov gvdountpiov egivar 10
EVOOUNTPLOEEG  adevoKapKivoua, To omoio amoteAeiton amd koakondn adevikd
emOnlokd otoyeio. Agv elvar omdvioe ®wotdG0 Kot 1 GLVOTOPEN TAAKMOOLG
emOnlokng  petdmAaong evtdg TV adevik®v  emOnlokov - ototyeiov. Ot
AOEVOTAKMOES OyKol Tepthapfavouv KakonOn otoyeio Kol TOv AdEVIKOD Kol TOV
TAaKGdove emnAiion.” Ta veomAAoLHOTA EK SIVYDOY KUTTAPOV KO T, 0pdT-ONAdN
Kapkivopa Tov evoountpiov eivar dykot mov eival 16TOAOYIKA TOPOUOL0L HE EKEIVOLG
OV GLVOVTAOVTOL GTOV KOPKIVOV TV 0oONKOV Kol TOV GOATIyy®Vv, Kot 1| TpOyveOcn
Yo auTov TOLC Oykove eivol dvopeveotepn.’t Ot Brevwddele, mAokddelC Kat

ad1POPOTOINTOL OYKOL EIVAL OYETIKA GTLAVIOL OYKOL.

H ocuyvomta Tov S10QopeTIKOV 1GTOAOYIKGOV TOTMV TOL KOPKIVOL TOL €vOoUNTPiov

etvau n axdlovbn:

1. Evoountproedés (75%-80%)
1. Kpooowtd adevokapkivopa.
2. Exkpttikd adevokopKivopo

3. OnAmddec N adevoroyvwtd
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4. Adevokapkivoua pe TAaUK®OT d1popoToinoT.

1. AdevookdvOopo
2. AdevomhaKmoeg

2. Opiddec (<10%).

3. BAevwwdoeg(1%).

4. Ex dwwyov kuttapav (4%).

5. Ex mAiaxmddv kuttépov (<1%).

6. Muwtdc (10%).

7. Adwpoponointog.

1.8 Zrtadiomoinon

H devépyeia votepektoung Bempeiton amapaitn mtpoxkepévon va kabopiotel o
Babuog eméktaong tov Oykov €vtog tov pvountpiov. H axdiovdn yepovpyikn
otadlomoinon £xel vioBeOel and ™ Aebvy Opoomovdio T[yvarkoroylog Kot g
Matevtikng (FIGO) kot amd v Apepwcavikny Mt Emitpor Katd tov Kapkivov

(AJCC): "7
Xtaowo 1

To otddo I kapxivov Tov evoountpiov givor kapkivouo mov meplopileTor 610 GMOUM

™G MTPOg
e 210010 TA: 6yKog mov mepropileTon 6TO EVOOUNTPIO.
e 2164010 IB: dmBnon oe Arydtepo amd 50% tov mhyovg Tov pvounTpiov.

e 216010 IC: dmMbnon o peyarvtepo and 50% tov mdyovs Tov pvountpiov
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2taow 11

To otdowo II kapkivov Tov gvdountpiov mepthapPavel T0 GOUO KOl TOV TPAYNAO GAAL

dev €xet emextabel extOG T™NG U TPOG.

e 216010 ITA: gvdoTpoynAMKN-0dEVIKT) GLUUETOYY] LOVO.

e 1410 IIB: 61jfnon kot Tov GTPOUATOG TOL TPAYNAOV.

>taouwo 111

To otéowo III kapxivov Tov gvdoountpiov emekteiveTal €KTOC TN UNTPO OAAG elval

TEPLOPICUEVO GTNV THEAO.

e 21410 IIIA: 0 6yKog dmbei Tov opoydvo g UnTpag 1/Kot T eEapTiuoTa 1/Kon
VILapyEL BETIKN TEPLTOVAIKT KLTTOPOAOYICL.
e X1d010 I1IB: xoAmikég petactdoels.

e X16010 IIIC: petaoctdoelc 6Tovg mueAkons 1/Kot TaPo-0oPTIKOVE AEUPOUOEVEC.

2taow IV

To o14d10 IV Kapkivov tov gvdountpiov meptlapfavet omdnomn tov PAevvoydvov g

KOGTNG 1/KOL TOL EVIEPOL 1| LETAGTACEL GE OMOUOKPVGHEVO OPYAVAL.

e X164010 IVA: 011Onon tov PAevvoydvou e KOGTNG 1/KaL TOV EVIEPOV.
e X14010 IVB: omopokpucuéveG UETOOTACELS, GULUTEPIAOUPOVOUEVOV TV

EVOOTEPLTOVOIKAOV 1}/K0l BOVPOVIKOV AEUPAIEVDV.



15

O evoountplog kopkivoc pmopel va  opadomombel O6cov  apopd TO Pabud

SLLPOPOTOINGNG TOL AOEVOKAPKIVOUOTOG, 1G EENG:
e G1: KOA®G O10(pOPOTOINUEVO
e G2: petpiog dtapopomomuévo

e G3: KaK®G SLOLPOPOTOINUEVO

H ctadionoinon ®otd60 10v Kopkivov Tov evoountpiov tpomomombnke LePIKAOG amd

m FIGO 7o 2010% ko Exel o¢ ENG:
214010 1

To otdodlo I kapkivov Tov gvdountplov ivar kapkivopo Tov mteplopileTor 6T0 GMOUA

NG UNTPAG

e X1d010 IA: 6yKog oV epropiletarl 6to evoounTplo 1 dmbnon oe Mydtepo omd
50% tov mdyyovg Tov pvountpiov.

e 21410 IB: 010nom o peyodvtepo and 50% tov méyovg Tov poountpiov**
21610 11

To otéowo II kapkivov Tov gvdounTplov TEPAAPPAVEL TO GO KOL TOV TPAYNAO GAAL

dev €xet emextabel exTOG T™NG U TPOC.
2tédwo I1IT *

To otdoo III kapkivov TOL EVOOUNTPIOL EMEKTEIVETOL EKTOG TN WNATPA OAAG &ivon

TEPLOPICUEVO TNV THEAO.
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e 216010 IIIA: 0 dykog dmbel Tov 0poydvo ™G unTpag /Kot ta e€aptrporto

e 21410 I1IB: KOAMKEG HETAGTACELG 1] LETOGTAGELS GTO TOPOUNTPLNL

e X16010 IIIC: petaoctdoelc 6Tovg mueAkons 1/Kot Tapo-0oPTIKOVS AEUPOUOEVEC.
o [IICI1 petootdoelc 6ToVG TVEAMKOVG AEUPUEVEGS.
e [IIC2 petootdoelg oTOLG TAPO-0OPTIKOVS AEUPUOEVEG HE N YOPIg

LETOOTAGELS GTOVG TVEMKOVG AELPAOEVES

2tadw IV

To o14d10 IV Kapkivov Tov gvdopntplov meptlapfavet omdnon tov PAevvoyovov g

KOGTNG 1/KOL TOL EVIEPOL 1| LETAGTACEL OE OMOUOKPVGHEVO OPYAVAL.

e Xtdowo IVA: dtbnon tov PAevvoydvov Tng KOGTNG 1)/Ko TOV EVIEPOV.
e >1G4d10 IVB: amopakpuopéveg HETOGTAGELS, GUUTEPIAAUPOVOUEVOV TOV

EVOOTEPLTOVOIKAOV 1}/K0l BOVPOVIKOV AEUQAOEV®V.

** H cuppetoyn Tov evooTpayniov mpénet Lovo vo, BempnOet amd €00 kot 610 €ENC MG
o01ao10 I kan oy TAéov ¢ otdowo I1.
* H Betikn xuttapoloyion mpEMEL TAEOV VO OVOPEPETOL YOPIOTE YWPIG ANy TOL

otadlov.
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1.9. O¢paneia Kapkivov Tov gvoountpiov

1.9.1. I'evikd

Ot acbevelg pe xopkivo tov evoountpiov moOL €YOVV EVIOMIGUEVH) VOGO
Oepamevovtol cLVNOME PE OTAN VOTEPEKTOUN KO OLULPOTEPOTAEVPN EEAPTNIATEKTOUT.
Ta KoAVTEPO AMOTEAEGUATO EMITLYYOAVOVTIOL HE MO €K TOV OVO TLIOTOUUEVOV
Oepamelmv: votepekTop] N voTepekTou pall pe emkovpikn oaktvobepomeio (dtav
vrdpyet enéktaon o€ > 50% tov mAyovg Tov pvountpiov 1 Otav VRAPYEL OYKOG e
Babuod owpopomoinong G3 kot dmbnon tov pvountpiov). To oamoteléopoto VO
TUYOLOTOMUEVOY  KAVIKOV  OOKIUDV  OYETIKA OTn  YPNOoN 1TNG  EMKOLPIKNG
axtvobepaneioc otoug acheveic pe otddlo vocsovu I dev £0e1&av Pertiwon otnv OAIKY
emPioon, aAld €dei&av peimon otov aplud tev tomkdv vrotpondv (3%-4%
evavtiov 12%-14% petd and péom mapakorovdnon tov acbevov yo 5-6 xpovia, p <

.001) pe wa advéEnon ©otdc0 6oV aplipd TV Tapevepyelhy.t

H evdokothotikny PpayvOepameio evoéyetoan va oyetileton pe  pkpoOTEPN
voonpotta 6 oyéomn pe v eEmTePIK mueAKn oktivoPfolia. ‘Exer amoderybel 6Tt
LEWDVEL TOV KIVOUVO VITOTPOTNG 6TO KOATIKO KOAOPmUa, ympic OHmS Kapio exidpacn

oV emPioon.

Mepoi acBeveic £x0VV TOTIKES KO OTOUOKPVOUEVES LETOGTAGELS Ol OTTOLES, OV
KOl TEPIGTACLOKE €VOEYETAL VO OMOVTNCOVY GTNV oppovobepaneia, eivor omdvia

wopes. o avtodg Tovg acbeveis, n Tomikn Bepaneio paiveTot vo etvor avemopknc.

Ta mpoyeotayova €xovv oa&oroynfel g emwovpikn Oepameion oe  pa
TUYOLOTOMUEVT]  KAWVIKT S0k Yo voco otadiov I kot dev €xel amoderybel va Exovv

ONUOVTIKO OQEAOG. AVTEC Ol HEAETEG, EVTOVTOLS, Ogv emyeipnoav vo ehéyEovv tnv
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OmOTEAECUATIKOTNTA NG Oepameioc pe Baoet to emimedo TOV  VTOOOYE®V
TPOYESTEPOVNG GTOV apykd 0yKo. Kapio KAvikn dokuun yio emkovpiky| Oepomeio pe
TPOYESTEPIVOELDN Oev €xel avapepbel oe vOGo mo mpoywpnuévov otadiov. O
TPOGOIOPIGUOC TV EMITEIMY TOV VTOOOYEWV TPOYEGTEPOVIG GTOV APYIKO OYKO TPEMEL
va yivetatl, Kot 1 OlEVEPYELD Log KAVIKNG doKIUNG (edv T emimeda TV VTOS0YEWV

etval vymAd) eivon amapaitnto va devepynOet.

1.9.2. O¢gpamneio mpoympnuévou otadiov 111

I'evikd , o1 acBeveig pe kapkivo gvoountpiov otadiov I avripetonilovion pe
yepovpykn Bepameia ko axtvobepaneio. Ov acBevelg pe aveyyeipnt voco, Adym
eMEKTAONG TOL  OykOov ©T0 TueMkd  Tolympa, oavtipetonilovior povo pe
axtivoBepaneio. H cuviOng mpaktikn givar va ypnoyorombel cuvdvacudg Oepameiog
EVOOKOIAOTIKNG Ko EEMTEPIKNG akTivobepameiag.

Ot acbBeveic mov dev umopotv va voPAnbodv eite oe yepovpyikn Bepamneia eite
oe axtwvobBepameio. UmopodlV OVTILETOMIGTOOV HE TN YOPNYNON TPOYECTAYOVMV.
Meteyyepntikn axtivobepaneio ypnoiponoteitonr otovg acbeveig mov OBewpeitar va
EYouv TV evtomicpévn vooco (KAvikob otadiov I 7 II) aAdd damictodveTol Kotd
OLIPKELNL TNG VOTEPEKTOUNG Vo EXOVV TOVG OeTIKODG ASUPAOEVEG M| EMEKTOOT OTA
eCapmuata. Ot peAéteg mov Olevepyndnkav eA&yyovtog Tov AOYo omotuyiag NG
xewpovpyikng Oepameiag M g axtivobepaneiag €£0eiCav  avénuévo mOc0GTO
OTOLOKPUOUEV®V LETACTAGE®MY OTNV OVAOTEPT TEPLTOVAIKT KOIAOTNTA Kol 6 OEcelg
EKTOG NG TTEPITOVAIKNG KOOTTOS. [t awTdv TOV AOYO0, 01 acBeveic e oTddo VOGOoL

III pmopel var etvar vTOYNELO1 Y100 KMVIKES OOKIUES VEDV (papudev.84
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1.9.3. O¢pancio Tpoywpnuévov otadiov IV

H Ogpaneia tov acbevav pe kapkivo evoountpiov otadiov IV eEaptdton amd v
mePLoyN 0mov pebictaton 0 GyKog Kol To COUTTAOUATA TOV GYETICOVTOL UE TNG TEPLOYES
petdotaons. o copmayeic 6YKovg TEPLOPIGUEVOVG GTNV TVEAO, aKTvoBEpamEia TOL
OmOTEAEITOL OO  GLVOVOOUO EVOOKOWAOTIKNG KOl eEMTEPIKNG  oKTvoBepameiog
ypnopomoteitat. Otav VTAPYOLV OTOUOKPVGUEVES LETACTAGELS, EOIKA TVEVUOVIKEG, |
N opuovikn Bepameio evoeikvutat Kot givot yprotun.

H mo xown oppovikny Oepomeio eivor tor mpoyeotaydva, To Omoio £Xovv KOAN
anokpion oto 15-30% tov acBevov. H avromdkpion ot Oepameio eaiveror va
OLVOEETOL Ko Le onuavTik) PeAtioon oy emPimon. Ot vrodoyeic 01oTpoyOdVOV Kot
mpoyeotePOVNG  £xovv  Ppebel o 10TOVC  TPOEPYOUEVOLS OO KOPKIVMUOTO
evoountpiov. Ot avtamdKplon TOV VEOTAAGLOTOS GTNV OpUOVIKN Oepameio eapTdTon
and TNV TOPOLGIO KOl TO EMMEOO TV OPUOVIKOV VTOOOYE®V Kot To Pabud
dwpopomoinong twv Oykmv. Ot YpNCIUOTOIOVUEVOL TPOYEGTEPIVOEIOEIS TAPAYOVTES
elvar m vopoéumpoyeotepdvn (Delalutin), n pedpoSumpoyeostepovn (Provera), kot 1

ofuchi peyeotporn (Megace).®

1.9.4. O¢gpancio vrotpomidlovtog Kapkivov Tov evoountpiov

o toug acBevelg pe tig TomKég vmOTPOMEG (MHEAOG KOl TOPO-OOPTIKOVG
AELQOOEVEG) N HE ONOUOKPUGUEVEC HETAOTACES OE emAeyuéva  onueia, 1
aktvofepaneion pmopel vor elvanl po mOTEAEGUOTIKY] aVAKOVPIOTIKY Oepameia. Xe
OTAVIEG TEPIMTMOELS, N eEWTEPIKN akTvOPoMMa otV meployn TG mMuéAov umopel va
&xel BepomenTikd okomod, OtV OPMS VILAPYEL LOVO VITOTPOTY| GTO KOATIKO KOAOPmUa

Kol 0ev €xel ypnotpomondel axtivoPforia oe kapio mpoyevéstepn Oepancia. AcOeveic
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HE BETIKOVG VTOJOYELG OLGTPOYOVMV KOl TPOYESTEPOVIG OMOKPIVOVTOL KOADTEPU OTN
Oepancio pe mpoyeotepvoeldn. Metald 115 acbevav pe mpoympnuévo koapkivo Tov
gvoountpiov mov Oepamevbniov pe TG mpoyeotepvoewdn, 75% (42 ek tov 56
acBevmv), ekelvol pe Tovg elyav BeTIKOVG VTTOSOYEIC TPOYESTEPOVIC GTOVG OYKOVG TPV
ano ) Bepaneia, aviamokpiOnkav ot Oepancia, oe oyéomn pe povo 7% ywpig Beticong
vmodoyeic mpoyeotepdvIe (4 ek Tav 59 aobevdv).® H amovoia Oeticdv oppovikédv
VIOO0YE®V UTopel va TPoPAEYEL Ol LOVO TN GTOYN OTAVINGT OTO TPOYEGTEPIVOELON
OAMGL KO e EVEEYOPEVOC KUADTEPT OmGVTNON OTV KLTTOPOTOEIKH ynueodepomeia.”’
Ta dedopéva Tov VILAPYoLY GNUEP TPOTEIVOLY OTL 1 YopryNnon Taposipaivng (20 mg
300 Qopéc TV Nuépa) Ba dwaoel éva mocootd andvinong 20% twv acbevav mov dev

, , , . 88
avTOTOKPIveETOL 6TV TVTIKY Bepameia e TPOYESTEPIVOELDN).

1.9.5. O¢gpanciec vTd PEAETN

Koavéva tomomompévo mpdypappa ynuetodepaneiog dev vmdpyet yio tovg acheveig pe
HETOOTATIKO KOPKivo TOov gvdountpiov, av kot 1n doEopovfikivn eaivetal vo €xet
Kémow JdpactnpotnTa. Mepikég perétec  €xovv  deifel  dpaoTtnpdTnTO  TOV
GLVOLAGUAOV QUPUAK®OV HE O0E0POVPIKiv, av Kol 0EV VTAPYEL TPOOTTIKY] GVYKPLON
OV VoL £S€1EE VIEPOYT TOL GLVSVOGLOD POPLAK®OV 6E oYéon pe T povobepomeio. ™
H moxhta&éln £deiée dpactnprotnta Katd tov 6ykov kot £xet peketnOel.’”

Olot ot acBevelg pe v mpoywpnuévn voéco mpémet vo Bewpnbovv yia va

OLUUETACYOVV O€ KMVIKEG OOKIUEG TOL  UEAETOUV  GLVOLOGU®OV  PUPUAK®V

povoBepaneia yuo ) Ogpomeio g vocov.
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1.9.6. EmPioon

H mevtaetc emiPioon tov acbevdv pe kopkivo Tov EVOOUNTPLOL OVA GTAO10,
kabopioke péow v avaockomnong tov SEER ( Surveillance and Epidemiology End
Results) ka1 mepreddpPove yovaikeg mov giyov dyvmodel petacnv 1999-2006 o n

nevtaeThc emPimon éxet og ERG (tivaxag 1):%

Iivakog 1. Katavopun otodiov kot 5-etng oyetiky empPioocn ovaioyo pe to
06TA010 VOG0V KaTd TN d1dyvoon

Kotavop 5-etng

L7G310 K0T¢ ™ d1dyvere otadiov (%) Xyetu Empioon (%)

Evtomopuévn vooog (otnv tpotonadn eotia) 69 95.5
Tomikn dtuomopd (EmyM®PLOL AEUPAOEVES) 19 67.5
ATOPOKPLUGUEVEG LETOCTAGELS 8 17.1

Ampocdiopioto (actadionointn vosoq) 4 55.5






2. OPMONOGEPAIIEIA KAI XHMEIOQGEPAIIEIA XTON ITPOXQPHMENO

KAPKINO TOY ENAOMHTPIOY

2.1 OpuovobBepameio

Ao kapd €xel mapoatpnBel OTL M avanTLEN TOV KOPKIVOL TOL EVOOUNTPLOVL
OULVOEETOL GUECO [IE TNV VIEPTOPAYMYN| OLGTPOYOV®V, €ITE MO TIG EVOOYEVELG TNYEC
(1.x., moyvoapkia), eite v eEwyevn ékBeon (m.y., un ovlevypévn (pMoN O1GTPOYOV®V
OTIG LETEUUTVOTIOGIOKES YOvaikes).” 0 AvTh 1) yvdon odfynoe ot dekaetio Tov '50
0TO VO YpNoIponombel n oppdv, TPoyesTEPOHVY], MG OVTIKOPKIVIKY Bepameia yio TIg
Yovaikeg pe Kopkivo €VOOUNTPLOL, HE TNV TPAOTN emionun €kBeon TG KAWIKNG
YPNOOTNTAG AVTHC TG oTporTytkcic to 1961.77

Endpeveg peréteg katénéav 6Tt 10 €va TpiTo TV YOVOIK®OV LE HETACTATIKO M
VIOTPOTIALOVTO KAPKIVO TOV EVOOUNTPIOL Bal EMTHYOVY OVTIKEEVIKT ATAVINGT OTAV
OVTIHETOMIGTOVV [E SIAQPOPA TPOYEGTEPIVOELDT ", AV KOL Ol TO TPOGPATES, KOADTEPQ
oxedloGHEVEG  OOKIUEG €xovv deiEel OTL TO TOGOOTO AVTOTOKPIONG Elvol  KATMG
YapnAotepo (20-25%).”°1" Evéd o1 mepiocdtepeg vmotpomég eivon pepikés oto Badud
KOL L€ GYETIKA PIKPT OAPKELN, TEPIOTAGIOKA Ol aoBeVelg Tapapévouy ympic Tpdodo
™G vOGoL Yo peydAa ypovikd dwactipato (>2 €m). [Hopadeiypotog yapv, yio Toug
145 oaoBevelg pe mpoywpnuévo M vmotpomalovia Kopkivo Tov €VOOUNTPIOL OV
Ehafav pedpobumpoyeotepovn  oe pia 66omn 200 mg/muépa o€ o KAWVIKY NG
Gynecologic Oncology Group (GOG), n péon emPioon ywpig mpdodo vocov (
progression-free-survival, PFS) kot n péon cvvolikn emPioon ( overall survival, OS)

frav 3 pivec kat 11 pivee, avrtiotoya.”
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Evod ot axpiBeic unyoviopol yioo v avTiKopKivikn opaon TG TpoyeEcTEPOVIG
elval dyvootot, auty 1 KaTnyopio opudKmv xel amoderydel vo EAEYYEL TOV KLTTAPIKO
TOAMATAQGIACUO, VO EVIGYVEL TN O10LPOPOTOINGN KOl VO, TOUPEUTOOIGEL TN JEICOVTIKN
KAVOTNTO TOV EVOOUNTPIKDV Kvtrdpmv.loz

AlGpopo KAVIKGE YOpaKTNPIGTIKE YVOPIGUATO TOV GLVOLOVTIOL UE TOV KAPKivo
TOV EVOOUNTPLOL £YOVV avadEL el o€ aVAOPOUKES KOl TPOOTTIKEG KAVIKEG OOKIUEG MG
YPNOULO Y10 TNV ETILOYT TOV ACHEVOV TOV EVOEYETAL VO EXOVLV QVENUEVT] AVTOTOKPIOT

ot Bepomeia kot 6@erog amd T epappoyn opuovobepameiog (ITivakag 2).99’100

Iivokeg 2. KAvikd yopokTNploTiKd YVOPIGRATO TPOYVOOCTIKG HLOS EVVOIKNG

amavToNG 6TV 0PUOVIKY Ogpameio 6TOV EVOOUTPLO KOPKIVO

XopoKTNPLeTIKG OYKOV

[Tapovsio VYNAGOV EMTESWV VITOOOYEDV TPOYEGTEPOVIG GTA KOAPKIVIKE KOTTAPO

Grade 1 kapkivot

AvEnuévo ddotnpa yopig Oepamreio petald e apyikng ddyvmong Kot g
avAmTLENG TOV PETAGTATIKOD KOPKivOL

H napovsio vmodoyéwv mpoyestepOVNG GTO KAPKIVIKA KOTTOPO TOV EVOOUNTPIOL
éxel amoderyBel 611 oyetiletor pe T ovTamodKplon G TPog TN pelmwon Tov peyéboug
ToVG HeTd amd térola Bepameia. Xtnv mpoavapepbeica kKAvikn dokun tov GOG, to
OVTIKEWUEVIKO TOG00TO amdvinong Ntav 37% otov TANOuGHO TV YOVOIKOV UE
BeTicovc vtodoyelg mpoyeotepovNg (1646 acbevelg), evd pdévo 8% tmVv pe apvnTIKovg
Vrodoyelc mpoyeotepdvng amokpiBnke (786 acheveic).”

O BaBuog dapopomoinong twv dykwv (grade) enmpedletl eniong v andvinon,

pe puovo 9% (127) acbevov pe grade 3 dykovg vo avtamokpivetar, évavtt 37% (59)
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otopov pe 1o grade 1 oykove.” Oykot pe 16tohoyucd Padud dagpoponoinonc 2 eiyav
éva  evdldueco mocootd amdvinong (23% 113 acbeveic). Mo GAAN peAétn amd to
GOG e&iye mapdpo cvunepdopata, pe 37% acbevov pe 1o Babud dapopomoinong
1-2 KapKivov Tov EVOOUNTPLOL VO EMTVYYAVEL AVTIKEWEVIKN amdvInot, v Hovo 8%
grade 3 dykot avramokpOnkay.'®

Ot acBeveic twv omoimv ot OyKot glval yaunAotepov grade dykmv Kol KotEYouv
VI0d0YElC TPOoYESTEPOVNG £Y0ovV TN PEATIOT emPBimon, Evavil ekelvov TOV OTOU®V L
oykovg vynAolh grade ot OTOO1L GTEPOVVIOL KOL OPLOVIK®DV 1)71:080)(8(0\/.99’103 2
puerétn GOG, n péon emPioon yo toug acbeveig pe grade 1 dykovg nrav 18.8 punvec,
évavtt povo 6.9 unvav ywoo to grade 3 0y1<00g.99 Ta mapamdveo otoyeio Kabiotovv
SVOKOAOTEPO VO AEIOAOYCOVE TOV GUECO OVTIKTUTO TNG OPLOVIKNG Oepameiag otV
emPimon otov mpoympnuévo kapkivo Tov evoountpiov, O£00UEVOL OTL Ogv givon
duvato va gtvan yvwotd edv ot acBevelg {ovv meplocOTEPO AOY® LUOG OTAVTNONG OTN
Oepamncio, | €dv o1 anavtioelg epeaviCovtal ota dropa mov Ha giyov mpoPrepbel ek
TV Tpotépwv Ot Ba elyav kKaAdtepn EKPoon.

O popeég mpoyeotepdvNG OV givon O1BECIIES Kal €1TE Y10 0O TOL GTOLOTOG
elte v mapeviepikn] yopnynon. Ta dwbéopa onuepa otoryeia deiyvouv 6t Kabepio
puéBodog yopnynong etvar OmoOEKT] OTNV KMVIKN| TPOKTIKY ©¢ Oepameion ToL
HETOOTATIKOD KOpKivov Tov gvoountpiov. Mo dueon cOykpion tov emmEd®V opol
HETG omd TOV OTOUATOC 1 E€VOOUVIKN YOPNYNON NG TPOYECTEPOVNG OTOKAALYE
VYNAOTEPEG OCULYKEVIPMOELS UEOPOELTTPOYESTEPOVIG HETE omd TN ypNom NG
OTOMOTIKNG 000V, OV Kol Ol KAIWVIKEG EMMTMOOELS OLTNG NG OMICTMONG &lvol
opéporec.'™

H Oepamneia mpoyeotepovne vynidc-06cemv (m.y., o&ikd drag 1000 mg/muépa

pedpoéumpoyeotepdvng) €xer  epeuvnbel g pébodog Yo vo  PeAtidoer v
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OMOTEAECUATIKOTNTA TNG OPUHOVIKNG Oepomeiog Tov kapkivov tov evdountprov. Ta
OmMOTEAEONATO G Qaone 2 pehetnc' ), Kot Hag TuXOTOmUEVIG KAVIKAG SOKIUAC
@aomng 3%, amETLYOV VO OEIEOVY VIEPOYN TNG TPOGEYYIONG, £VOVIL TNG XOPNYNONG
YOUUNAOTEP®Y  BEPOTEVTIKOV ay®YDV d0cewV (my., o&ikd daiag 200 mg/muépa
HEOPOELTTPOYEGTEPOVIC).

Ta onuovtikodtepa ToEIKA OMOTEAECUATO TNG TPOYECTEPOVIG OPEINOUEV.  GTO.
VYNAQ enineda 00GEMV TOV YPNGYLOTOOVVTUL GVVHOME 6T Bepameio TOV VOO TPIOV
Kapkivov meptapfdvouv v avimtoén g OpouPoerepitidag, T®V TVELHOVIK®OV
eUPOLMV, TNC OOENCTC TOV COUATIKOD BAPOLS Kot TOV TEPLPepkdY owdnudtav.”
Me 115 Ogpamevtikéc aymyEég LYNAGV 00Ge®mV €yl KMVIKA onuelmbel oyetikn
vrepylokao. '

H topoéupaivn, opudvn evpéwg ypnoylomorovpevn otn Oepomeio kot v
TPOANYN TOL  KOpPKivOv TOL pOoTOL, avEAvEL TOV KivOuvo Y KOpKivo TOL
evdopfitprov .1 Tapadotog, £xet eppaviotel emione vo eival omOTEAESHATIKY
1E00S0C GTV OVTILETOMLON TOV HETAOTOTICOD evdopfiTpon kapkivov.'®™ Evod dev éyet
vrdpEer Kapia dueon ovykpion petalld tapollpaiving kot mpoyeotepdvng Otav
vioBeteitan oe avTO T0 KMVIKO TAAiG10, T0G00To amdvinong (10%) mov mapotnpndnke
oe po.  @dong 2 ook oamd GOG NMrav mepimov t0 UIGO ©€ GYEoM HE TNV
TPoyesTEPOV] OtV ypnowomomifnke oe mapdpowo TANOuopd  acbevov.’’ %1%
[Tepartépw, n tapolipaivn etvar avevepydg otovg acheveic o1 TV 0moimV OYKOL EXouVV
amodeyfel ywoo va eivon avBektikol otn Oepomeio pe mpoyeotepovV 1 OTN
ymueodepaneio.'” Onog pe ™ Bepancio npoyeotepdvne, ot xaunrot grade dykot sivat
oAy mhavotepo va  amokpilodhv ot Oepameion o oyfomn pHe TOVG LYNANG

8

Sapopomoinone oykove.'”™ “Eva mheovékTnuo TG TOHOEWQOivVIIG OE OYEOT pE TV

TPOYEGTEPOVT EIVOL M ATOPLYN GNUOVTIKNG TPOcANyMS Papovs. o e acbeviy mov
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o Mrav KatdAANAn vmoymolo Yoo oppovobBepameio, oAAd O6mov oavty 1 mOAVN
TOPEVEPYELDL EIVOL U0 GNUOVTIKT TOPAUETPOS, 1 TALOEPOIVY) UTOPElL VO, ATOTEAEGEL
pio Aoyikn OepamenTikn emAoyn.

M GAAN Bempia mpoteiverl 6t Bepaneio pe TapoSipaivn uropel va avéncetl to
TOGOGTO TMV KOPKIVIKMOV KVTTAPWOV TOV TEPLEXOVY VITOOOYELS TPOYESTEPOVIC, KAOMG
EMIONG KOU TN OLYKEVIP®OY TOV VLITOJOYEWDV smcpdvsuxg.“o Avt n  Beopia
vrootnpilel 6tTL  opuovikn Bepameion cuvdvacUOD, akolovBovpevn amd yopNyNon
TPOYESTEPOVNG, UTOpel va glval amoteleopotikotepn Oepomeio amd T ypnon &vog
Qopudkov povo. Avotvoywe, o dokyuny GOG mov a&odoyel avtiv v vrdbeon
amétvye va. 0gigetl omoladnmote PEATIOON OTO AVTIKEIUEVIKO TOGOGTO ATAVTNONG VIEP
™e pag 1 g GAANG oppovikiic Oepometac. !

AALot oppovikol mopdyovteg £xovv emiong peletndel oyetikd pe to poAo Tovg
OTNV OVIETOTION TOV HUETOCTOTIKOV 1 LTOTPOTIALOVIO KOPKIVO TOL €VOOUNTPLOL.
Amo mBavo evolapipov, £xel amodeybel O6tL Eva VYNAO TOCOGTO TV EVOOUNTPLOV
KUTTAP®V KOPKIVOL KOTEYXEL LITOJOYELG Yo TNV EKALTIKY] OPUOV] TOV YOVOOOTPOTIVMDV
(GnRH), cvunepiappavopévov kot Tov oykev pe vyniéd grade.''! Evéd o perém
mov meprapPdvel ™ Bepamcio tov kapkivov Tov gvdountpov pe GnRH avdroya
£8€1EE TOGOOTO AVTIKEIWEVIKIC ovTamdKplone o€ 10600td 28%' 2, o GAAn dokun
oméTuye va avadeifel omondfmote onpavtiky amodkpion ot Bepamewa.' Iepontépw
®WOTOCO HEAETN OWTNG TNG KATNYOPIOG QOPUAK®V OTOLTEITOL TPOTOD VO UITOPEGOVV
OTO0ONTTOTE CLUTEPAGUATO VO OLLUOPPMOOOVY CYETIKA UE TN YPNOUOTNTE TOVG CE
ot TO KAVIKO TAaic1o.

H ovvovaouévn Oepameio mov ypnoipomotel évav Kuttopotoikd kot €vov
oppovikd mapdyovia €xer gpevvnbel ot Bepameion Tov evoopnTpOVL KAPKivOL ©E

OlaPopeg MOAD UKPEG KMVIKEG OOKIUEG. Agv LIApPYEL aLTV TNV TEPI0d0 KAvEVA
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OoTOWEID Yo TNV aVOTEPOTNTA OVTNG TNG TPOoEyylong, Evavtt Kabepiog Oepameiog
pnovouéva. ITlepattépm, n xopnynomn Hiog opuovng pe Evav Kuttapotollkd Tapdyovia
Katopyel £vo amd To ONUOVTIKOTEPO TAEOVEKTILATO TTOV GLVOEOVTOL LE TN XPNON NG
Oepameiog opuovdv, OMA., HEIMON TOV TAPEVEPYEIDV TOV GUVOEOVTIOL [E TO

KUTTOPOTOEIKE PappaKa (T.)., ELETOVS, QAMTEKIN, OVOETEPOTTEVIM, VEVPOTTADELR).

2.2 Xnuewobepameio
2.2.1. Ewcaymyn

H xvtropoto&ikn ymueoBepaneion eivar 1 cvvnBéotepa xpnNGYLOTOIOVUEVN
Bepaneio yuoo v Oepameia Tov Tpoywpnuéveov otadiov, 0tav 1 oppovobepameio
amoTuyyavel. QoTdG0, OPIGUEVO YOPAKTNPIOTIKE TV acBevdv Omwg 1 TpoympPUév
nlkio, T0 eTtyd performance status, kol ot GLVLTAPYOLGES VOGOL, ATOKAEIOLV TN

yxpNom g ynueobepaneiog oe mToAAES and T1g acbeveic pe Tpoywpnuévn voco.

"Evog ikavomromtikog aptBuog ynuetofepamevtikdv oKevaouitov el peietn el
oTOV KOopKivo Tov gvdoountplov amd t dekaetioo tov 1960. O mepiocdtepeg and Tig
apywéc peréteg  ypnowomoincav povoBepomeio oe  perétreg oaong I Avo
CLUOTNUOTIKEG OVOOKOTNGCELS CLYKEVIpOGOV TG HeAETEG Yoo TN Oepameia TOL
TPOYOPTUEVOL KOPKIVOD TOL evBopnTplov ota péoa g dekaetiog Tov 70. 1 Méypt
TOTE, TO GTOLYELL TV TEPLOPIopEVA Kot Aryotepot amd 200 acBeveig peremOnkav. Ta
Koplo @dppoka mov £deiEav kdmow OpactnpotnTo NTav 1 doEopouvfikivny, 1N
KUKAOQOGQapion Kot n S-eOwpoovpakiin. Xt dekoetio Tov 90 avakalvednkav ot
mAativeg ol omoieg £0e1&av PETPLOL OPAGTNPLOTNTO GTOV KOPKIVO TOV EVOOUNTPIOV, EVHD

070 TEAOG NG deKaeTiag Tov 90 Ko 01 TaEAVES ApYLGAV VO YPTCLUOTOI0VVTOL.
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2.2.2. XnuKoBepomevTikK@ QAPUOKO YO0, TOV TPOYOPNUEVO KOPKivo TOV

EVOOUNTPLOV

[a ™ Oepameio Tov TPOY®PNUEVOL KOPKIVOL TOV EVOOUNTPLOV  OPKETH
peodepanevtikd  oynuata  £govv  ypnowomomBel  péyxpt  onuepa  avtd

nmepapBavovv:

2.2.2.1.AAxvlobVTEG TOPEYOVTES
Yopoyrwpikn pexAopootBopivn
XAwpappouvkiin
Kvukhopoopapion
lowoeapion
Bovcovipavn
Koappovotivn
Aopovotivn
Apovv avegaptnta amd T PAcN TOV KLTTOPKOD KUKAOVL, oynuatiovtog 1oyvpd
Oetikd popTicuéva 16vta mov avidpobv pe to DNA pe amotéleoua d106TOLPOVUEVO
deopnd, oynuatiopd Cevyovg pe Bopudivn avti pe kvtooivn, didoracn YdaloAiukoh

JOKTLAIOL KOl avaGTOAR 6OvOeong Tov DNA.

Kvxiopwaopouion (Cyclophosphamide)

Evepyomoteitar oto Mmoap war €xer ypdvo muicewog Comg sivoar 6-7 opec.
ATOTEAEGUOATIKOTNTO GTOV KOPKIVO TOV €VOOUNTPIOV KOl TOL KOPKIVOL TOV TPOyNAOL

™G UTPOG €xEL amodelytel HECH KAVIKOV UEAETDV
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Ex tov mopevepyeidv TG n onuoavtikdtepn ivarl 1 aipoppayikn kvotitdo (5-
10%) opelopevn otov petafoAritn akpoAeiv, TOL &ival EVIOVOTEPT GE TEPIMTMOGELS
TANUUEAODG evddTmong TG acbevoig (yopnyeitoan cuvnBmg pali pe o BedAn, ™
uéova 1 omoia adpavomolel Tov ToEIkO petafoiitn).

Empépovg TopevEPYELEG  elvanl  oAwmmekio, vovtio, EUETOl,  OAPPOILES,
TVELLOVITION, OTPOQio TV OpYE®V, aunvoppotla, Kvidmorn Kabdg Kot Kapkivog tng

0VPOOOYOV KVGTNG, KO KLTTAPIKEG SOVCTAUGIEG,.

lpwopouion (ifosfamide)

Etvon mapdpoa pe v KokAOQOOQOUION Kol £XEl OC Kupieg TAPEVEPYELEC TN
poehotolkOTNTa, TN VOLTio, TOVS EUETOLE KOl TNV OUOPPOYIKN KLGTITION 7TOL
opeiletal oTOLG TOEIKOVC UETOPOMTEG OKPOAEIVN Kol YAmPo-0&ewkd o0&V, Emdvia

npokoiel avopoiies omd to KNZ.

2.2.2.2. IMhativeg

2iorhazivy [Cisplatin (KAK-diamminedichloroplatinum I1)]

Etvor  dwapuvo-otydopomiativy kor dpa oynuotifoviag  O100TaupOVIEVOVS
deopovg oto DNA.

H ocwomhativy yopnyeiton evooprePing ko oty mepintmon tov Kapkivov Twv
wobnkov yopnyeitan emiong evoomepirovaikd. Katda v evooprépio €yyvon to 90%
TOL POPUAKOV YPTYOPO GUVOEETOL LE TTPOTEIVEG TAPAUEVOVTOG GTO TAAGLA Y10 LEYAAO
YPOVIKO d1doTn L.

Av kot ypnowomoteitar ot Oepameion TG VTOTPOMNG GTOV KOPKIVO TOL

gvoountpiov, n ypnowdtto ¢ povobepaneiog pe clomiativn ogv eivon EekdBapn.
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H «opio moapevépyslo G eivar 1 vEQPOTOEIKOTNTA, WHEGH  VEQPIKNG
ocOANVOPLOKNG PAAPNC, 0ALG OTav yopTYELTAL [LE OVOYKOGTIKN S100PNoT Eival OYETIKA
acQOANG. AAeEG TapevEPYeEleg eival, voutio Kol EUETOL, avopesio, LTOUAYVN OO,
euPoéc ko Poapnroion ot VYNAEC cLVOTNTEC ZMAVIOTEPO TPOKOAEL TEPIPEPIKN

vevpomadela, ardAELN YEOONG KOl GTOGOL.

KapPoniativy [Carboplatin (diamminecyclobutatte-dicarboxylatoplatinum (I1)]

Eivon moapopolo pe v olomhativip oAAG pE  AlyOTEPM  VEQPOTOEIKOTNTOL.
Xopnyeital kKupiowg 6ToV KopKivo TV monK®V Kol £XEl ¢ KLPIEC TAPEVEPYELES T

poehotolkoTNTa, T1 VOLTiO KO TOLG EUETOVG.

2.2.2.3. Ta&dveg

Ot ta&aveg eivor pio oetikd véo Katnyopios KVTTopoToIK®V QopuiKmy, pe v
KAMvikn avamtoén e mokMta&éAng (paclitaxel) ota péoo g dexaetiag Tov '80.
Evtovtolg, n maxMra&édn (paclitaxel) avoakadlveOnke £t vopitepa ©¢ TUUO TOV
TPOYPAUHOTOS TOV €0viKov 10pOpatog kapkivov (NCI) v tnv avedpecsn ovcudv UE
dpacTNPOTNTA KOTA TOV OYKOV € YAAoeG ekyvAiopota eutdv. H maxAitagéin

(Paclitaxel) ko1 1 docetalédn (docetaxel) £yovv mapdo1OLE UNYOVIGHOVS OpAcNG.

Hoxhitoééln (Paclitaxel)

H moxMra&én amotedel v KOpLo mapdyovia TG KATNYopiag QopuiKmy Twv
TaEavav Kol avakoAveinke ) dekaetio Tov *80.
H wopua mapevépyera g eivan n ovdetepomnevia. [lapovoidler kol dAAleg Oyt TG0

coPapéc TapeEVEPYELEG, LE TIO GLYVY] EIVOL TNV OGVUTTOUATIKY Ppadvkapdio Katd TV
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gyyvon 1oL  Qapupdakov. XoPapdtepeg  Ppadvoppvbuieg  €yovv  maparnpnOei,
ocvumeptlappovopévov devtépov Pabod KoAmokoillokoy amokAeiopnot tomov I kou 11
Mobitz kot KOATOKOIAMOKOD — amOKAEIGHOD TPiTov-fafuod, oAAG M avaEepOUeEVN
enintoon elvar povo g tééng tov 0.1%. I[Mopatetapéves OepamevtiKeés oywyég
E&yyoong evogyeTol Vo TPOKOAEGOVV  PAevvoyovitido. Yvvoéetar emiong pe
veVPOTOEIKOTNTA TOL GLVNOMG EKEPALETOL OC AGONTNPLO TEPLPEPELOKT] VELPOTTADELQL.
OLot 6yeddv ot acbeveic mov Aapupdvovv copfotikéc d0oelg makMTaEEANS eppoavifovv
alomekio Tov OpmC TEPAaUPAvEL OAEG TIG TEPLOYES TOV CAOUOTOS, GE ONUEI0 TOV 0L
acBeveic va ydvouvv epvdta, PAE@apa, NPkd kol poacyoiaio tpiyopo. H makAitaéin

onavidtepa TPokKaAel vovtio 1 EpeTo.

2.2.2.4. Avédroyo TV TUPIUIOIVAOV

5- pOoprovpaxiiny (5-fu), floxuridine (5-fudr), cytarabine and gemcitabine

Movo 1 5-pBoprovpakiin eaivetal va €xel dpdon GTOV YUVOIKOAOYIKO KapKivo.

Apa avactélhovtag T ovvBeon tov DNA f/kon evoopotoopevn oto RNA. H
yopnynomn g yivetoan evoopiefimg kot o ypovog nuicetog Long g etvar 10-15 Aemtd.
O evepyog petaforitng eivor To 5- pBoprodco&uobpidthopovopwaspopikod (5-FAUMP).

O xvp1dtepeg mapevépyeteg givor n poedoto&ikdT T Kot 1 To&IKOTNTe. 0Id TO
yvaotpevtepkd. Ilpoxaiel emiong Aevkomevia, OpopPomevia, otopatitidn, vovtia,
dwappota, deppatikd eEavOnua, emme@uLKiTIOn. Kol omoaviotepe  aAmmekio. Mo
acLVNoTN TapevEPYELn GE PEYAAES OOCELS Elval 1 TaPEYKEPAAOKN atasio 1 omoia

VIOYWPEL QVTOUATO PETA TN OLOKOTT] TOL PAPLLAKOV.
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2.2.2.5. Avootoieig TG Tonoicopuepdong 1 ToO0QLAAOTOEIVES

Ot xOplot avtumpocwnol givor 1 Tomotekaun kot n Ipwvotexkdun (CPT-11).
[TpoxaAoOv avacTOAN TG LETAPOOTC.

O kOpleg mapevépyeleg Tovg eivan poeroto&ikdtnta, vovtio, Epetol, avopeéia,
mupeTdS, VILOTACT OTN JSAPKEWL TNG XOopNYNons, BpouPoerepitida otnv meploynq g

EVEGTG TOV POPULAKOL, KOl LIKPT (VOO0 TV NTATIKOV EVEOL®V.

2.2.2.6. Kvttapoto&ikd aviirotikd

ATOTELOVV OOUIKES 0VGIEG OUPOPETIKEG METAED TOovG. Oleg OLmG TpoépyovIon
and 1 (Ouwon pkpofiov. H xuttapotolikdmta Toug To amokAEiel amd ™ ypnon
TOVG ®G AVTIPLOTIKA ARG £xovv amodely el oNUOVTIKE GTN OVTILETOTION OAPOPwOV
OYK®V.

[Tepoppdvovron ot avOpakvkAives-  do&opouvfikivn  (adpropvkivn),
daovvopvkivn, empovfikivn. Emiong ta aviiPfotikd pmieopvkivn, axtivopvkivny D,
HITOpLKIVY.

Enedn) moAAd kuttapotolikd avtifloTikd £(ovv  OKTIWVOMUNTIKY Opdom, M

TOLTOYPOVN aKTIVODEpATEID TPETEL VO ATOPEVYETOLL.

AvBpaxvriiveg (anthracyclines)
H mo cvyva yopnyovpevn givor n doEopovPikivn (adprapwkivn).
Aolopovfikivy 1 Adproauvxivy (Doxorubicin 1 adriamycin)
Apa ovvoedepévn oto DNA. Xopnyeitor evooeAefing Kol amopaKpOVETOL GE
TPEG PAcES: o Tayeio Ao oL APOoPE TNV KATAVOWUY] GTOVG 10TOVG dtdpkelog 15
Aemtddv, pio dgvtepN @domn (HeTtafoMoudg Kot amopdKpuvon) SEpKELNG OPKETOV MPDOV

Ko pio Tpitn dbpxetag 24-48 wpdv mov apopd arehevdEP®ON TOL PAPUAKOV 0T TIG
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Béoeic ovvoeons. MetaPoAiletor 6to Nap Kot 1 066N TPEMEL VOL LELDVETAL GE MTOTIKY|
PAGHN.

H wopuo tofikotnta g do&opovPikivng eivar m poeroto&ikdtnto. AAAEG
TOPEVEPYELEG Elvan vaTia, Euetol, dappota, admmekia kot Tpetds. Otav yopnyeitot
0€ PEYAAEG OOGEIC N OTAV GLVOLALETOL UE KATOL PAPUAKO TOL TPOKAAOVLV PAGE™
otav yopnyeitoan mpv N petd omd aktvoPforio mpokaiel PAAPeg otovg PAevvoyodvoug.
Koapdroto&ikodtnta £xet eniong avapepOel wg oNUOVTIKY TOPEVEPYELD KO EKONADVETOL
HEe KopolokéG appuluies, daTapayss ay®YUOTNTOS KOl GUVOPOLO TEPIKOPIITIONG-
pvokapditdag. H PAdPeg omnv kapdid etvar avaioyeg Tng 0061G TOV PaPUAKOL.

Téhog yperaleton 1dwitepn mPocoyn KATtd TN Yopnynomn AOy® TG  10TIKNG
VEKPWOONG TTOL TPOKOAEiTAL KOTd TNV €EAYYELMOT TOV KOl UTOPEL var 00N yNGEL PLEYPL KO
o€ AMMAELD, LEAOVG,

Téhog, pmopel va mpokarécetl EpuOpd ypdon Twv oHpwV.

Emipovpixivy (Epirubicin)

Eivon mopdporo pe v 6o&opovfikivn ardd pe Aydtepn KopdlOTOEIKOTNTOL.

daiveton va givon e€loov amoteleopoTikn Kot £yl TG 1d1eg evoei&els.

2.2.3. Xnuelofepamevtikd oYNUOTO OTOTEAEGUOTIKE Y. TOV KOPKIVO TOL

EVOOUNTPLOV

ApKeTég Tuyomomompéves KAvikég dokipég amd to Gynecologic Oncology Group
&xovv peietnoetl v emidopacn ¢ doEopovfikiving oty Bepaneio Tov Kapkivov TOL
evoountpiov. H mpooHnkn oiomhativing ot do&opovfikiv avénce 1o mOGOGTA

avtamokplong otn Oepamneia kol v emPioon yopic Tpdodo g vocov (progression-
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free survival, PFS) ce oyéon pe tm yopnynon uévo do&opovPikiving, aAld dev glye
kopio enidpaon oty ohkhy emPioon (0S).''® Eviovrowc, oe o kKAvikn ok mov
mpaypatonombnke oe €vo vwoohvoro TV acbBevov pe voco otadiov I 7 1V,
VTOAEWTOUEVO OYKO HIKPOTEPO OO 2 €KOTOOTA KOl KO0 UETACTOOT GE GLUTOYN
TOPEYYVUOTIKA OpYyOva, O GLVOLOOUOG olomlativig pe do&opovPikivn avénce
oLVOAIKY| emPiwon oe oyéon pe T yopnynomn e&mteptkng aktvobepaneiog (oyeTikdg
kivovvoc= 0.68 pe Opuo dactnuatog gumictocvvng 95%, 0.52-0.89 p = 0.02; ko
T0GOGTA TEVTasTovg emPioong 55% evavtiov 42%).""7 Ze wo 6AAN ToyaomOMpéVY
KAMVIKT] 00K, 0 oLVOLOGHOG TaKATAEEANG pe doEopovPikivn elxe pia wapduolo
éxPaon pe 1o cuvdvaoud oomhativig pe dofopovPuciviy.' 1 H Bepamevticy ayoym
HE oLVOLAGUO TPLOV PapUAK®V (doEopovPikivn, clomiativn, Kot TakAltagédn) pall
pe mapdyovia di€yepong twv Agvkokvttapwv (GCSF), ftav oTatioTikd onuovTiKa
avoTEPN OO TO GLVOLAGLO GloTAATIVIG e 00EopOoVPIKivN: T0 TOGOGTH AVTOTOKPIONG
ntav 57% evavtiov 34%, to PFS ftav 8.3 unveg evavtiov 5.3 punvov, Kot n oAk
emPioon Nrav 15.3 unveg evavtiov 12.3 unvov, avtictoya. Qot6G0, 1 0y®YN UE TO
TPWAO OepamenTikd oyNUa 0dNYNGE AVENUEVO TOGOOTA TEPUPEPIKNG VELPOTAOELNG

Baduov 3, oe 12% kot Padpod 2 oe 27% tov acheviv.''*?

2.2.4 Kavikn avamtogn xopnyoOUEV®V YNUELODEPATEVTIKMV Oy YDV

Adyow tov peydov oplBuod  AVTIVEOTAMGUATIKOV TOPAYOVT®V, 7YoL TNV
OVTILETOTION TOV KaKonOewdv, Kabmg Kol ToV SPOPETIKOV UNYOVIGLOV OpAcNG,
elval dSVOKOAO Yyl O00VG dev elval eCOIKEIOUEVOL UE TN YPNOLUOTOINCT QLTOV TOV
QOPUAK®OV VO KOTOVOT)GOLV TOV TPOTO ¥piong Tous. Evd pepikég Bepamevtikés aymyég
£YOVV L0 POPUAKOAOYIKT AOYIKT TTOV KPOPRETOL TG® amrd TN (P1|OT| TOVS, Ol O TOAAES

&xovv avamtuydel pe faon oty KAWVIKY gumeipio.
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[Topd v eumelpio T@V GLVOLAGTIKOV OEPATEVTIKOV Oy®Y®DV ynuedepaneiog,
VILAPYOVV UEPIKEG OPYES TOV OIKOLOAOYOUV TNV VIapPEN TOVE. XOPOKTNPIOTIKA, GOV
TPATY YPOUUN YOPYNONG EEKIVALE LE EVADGELS TOV £XOVV OTOOEIEEL TN OPOCTIKOTNTO
TOVC.

Yav eVOALOKTIKT AOoN KAmolog pmopel va, xpnoIoTomGeL 000 GAapuaKa, Adym
TOV YEYOVOTOG OTL £VAL OO T PAPLLOKOL ITOPEL VO TPOTOTOUCEL TOV TPOTO dPAOTG TOV
dArov. Etvan emiong onuovtikd va vdpyet yvmon g ToEIKOTNTOG TOV QOPLAK®V TOV
ocvvovdlovtal, £T61L MOTE VO ATOPEVYETOL 1) YOPNYNON QOPUAK®V pe TIG 1d1eg

TOPEVEPYELEG Ko 1] THOVOTNTA ELPAVIONC 0OPOIGTIKOV POVOUEV®V.

2.2.5. Avamtoén vémv QopuaKmOV Kot KMVIKES OOKIUES

Adym ™G ovveyodc avalnmong vEOV KLTTOPOTOEIKOV TOPAyOVI®OV Yol TN
Oepameio TV KaKonOe®V Kot TOV LEYAAOL EVOLNPEPOVTOC Y10 TO YEVETIKO VITOGTPMLLOL
TV dyK®V, 0 TPOTOG LLE TOV OMOI0 TPAYUATOTOLEITAL 1| OVATTTUEN VE®V QOPUAK®OV
TOPOVCIALEL 1O10ATEPO EVOLUPEPOV.

[Mapaxdto meptypapovTol ot TPES PAGEIS KAIVIKOV HEAETOV HEGH TOV OTOIMV ol VEQ
OVTIKOPKIVIKT] 0LG10 TPETEL VO AmOOEIEEL TNV OMOTEAECUATIKOTNTA TG TPOTOV Yivel

EUTOPIKA Ota0€oiun.

2.2.5.1. ®don 1

H @don-1 evog véov kuttapotolikod gappdikov £xel og 6tdyo Tov kabopiopd e
HEYIOTNG aveKTNg 000oMG Tov Papupdkov Kot g 06ong mov Ba cvotnbel yoo v
emopevn a&loAdynon g anoterecpatikONTds ¢ (eaon-II). Ot acBeveig ywpilovion
oe ouddec ol omoieg avtiueToOmlovion HE aVEAVOUEVEG OOGELS TOVL TEPAUATIKOD

QoapuaKov puExpt T 060 mov epeavileTon ToSiKoOTNTO.
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2.2.5.2. ®hon 11

MoAg koboplotel 1 amOdEKT 000 €VOG QopUdKkov amd ™ ¢daon I kivim
HeAETN, otn ovvEreln alloloyeitar 1 TOAVY amoTEAEGHOTIKOTNTO TG VENG Oepameiog.
H @don-II mpoorabel va aEloloynoel T 0pacTIKOTNTA TOL PAPUAKOV KATH TOV OYKOV
HE TN Yopnynom Mg PEATIOTNG 0O0NG GE Lo opdda achevdv He To 1010 6TAd10 Kot

TUTO OYKOV.

2.2.5.3. ®don I

H ooxyéc @don-III elvar yopaxtnpiotikd TLUYOMOTOMUEVES UEAETEG TOL
ovykpivouv ) véa Oepaneia pe v Kabepopévn Bepancio pog vooov. OgpeMmong
elval n apyn 6t o1 acBevelg mpémet va TvyoomomBovv TPoonTIKA, Yia vo AdPovv gite
mv mepopotikny Oepameio, eite v tvmomomuévn Oepameio, TpPoKEWEVOL VO

eEalelpOel omo100MmoTe GOAALN ETIAOYNG.






3. META-ANAAYXH

3.1. Opwopdg

H Meta-avdivon €xel okomd vo. cuvOesel TocoTika, O£d0UEVO amd PEAETES UE TO
1010 Bépa pe oTOYO APEVOC TOV LIOAOYICUO EVOG GLVOAMKOV omoteléopotog (pooled
effect) ko apetepov TNV AVAAVOT TOPAUETPOV GTIC OTTOIEG O1 LEAETEG ALTEG OLOLPEPOVV
HETOEDL TOVG, €iTe YTl LAWAPYOVV TPAYUATIKEG OlPOPES, €lTe AOY® Tuyai®Vv 1
GLOTNHOTIKOV COOAUATOV. 120

H peta-avaivon dtapepel amd Tn CLGTNUOTIKN OVOGKOTNGY GTO YEYOVOG OTL N
CLOTNUOTIKY OVOGKOTNOT AVAPEPETAL GTY] GLVOMKN TOPOVGINcT) dEdOUEVODV GLUVIOWG
OVOOPOUIKA, EVD 1) UETO-OVOAVOT TEPIAUUPOVEL LEAETEG YPNOULOTOLOVTIOG TOGOTIKES
pofnuotikée pebddovg yuo T ovvleon Kol ovAAVLOY TOV OTOTEAECUATOV TOV
SPOP®V HUEAETDV.

H ovykévipwon moAAdv dedopévev umopel va, avENGEL T OTATICTIKN Y0 Y100 TN
dlepedvnon vmobécewv, TIC omoieg emUEPOVG ovvnOmG HeEAETEG dgv €yovv TNV
amopoitnTn oYL Vo TEKUNPLOGoLY amd poves tovc. Emiong, umopel va peudoel v
afeporotnta yio to péyebog VoG amOTEAEGLATOG KOL VO OTOVTIGEL GE EPOTIUATO TOV
dev elyav apykd Tpoceyyioel ol Tpwtoyevelc pedétes. Emmpocbeta, oe mepimtmon mov
o1 014popeg HEAETEG TAPOLGLALOVY ETEPOYEVELN OKOMO KOl OV OIGYOAOVVTOL LLE TO 1010
TPOPANUO, N HETA-OVAALOT EXEL TN SLVATOTNTO VO OVIYVEVCEL TNV ETEPOYEVELN OVTN,
VO TNV EKTIUNOCEL TOCOTIKE, VO TY) GUVUTOAOYIGEL Kol VoL 0&i&el Pe TOGOTIKO TPOTO OV
TO. TEKUNPLOL TOV EXOVV GLYKEVTPWOEL fvarn emapkr kot dev xpeldlovTol TEPIGGOTEPES
puerétec oe éva Bépo, M av yperdlovrol Kol GAAEG HEAETEG KOL GULYKEKPIUEVA, TL

’ I , . ’ 121
akpPmg peAETEC Ko 6€ TO10LG TANOVCHOVG TPETeEL va Yivouv.
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H peta-avédivon ootoco dev amotelel ypnown péBodo, povo Otov oe éva
OVIKELLEVO VTLAPYOLY TOAAEG KO LUKPEG LEAETEG. XTIC TEPMTMOELS AVTEG 1) THOVOTNTA
CLOTNUOTIKOV GCOUALATOV Eivon PeyaAdTePN. AVTIOET®S, 1 LETA-0VOAVGT Ivat aKOUOL
O YPNOUN OTAV VILAPYOLV HEYOAES EMUEPOVS LEAETEG.

H o&io g peta-avdivong oty epapyio Tov dedouEvVeV ivor LEYOIADTEPT] OO
mv o&lo TOV EMPEPOVS UEAETMV, TOV OTOIMV YPNOIUOTOIEL TO. amoTEAEGHOTA. AVTO
OPEILETOL OTO YEYOVOG OTL amoteAel T povadikn pEBodo mov €xel v evkopia va
OVIYVELGEL GUVOMKEG TAGELS, OKOUO KOl GUOTNUOTIKE GOOALOTO, OTO EMUEPOVLS
dedopéva mov v amoptilovv. 't awto kol petTa-avaivon ivar icwg N 1oyLPOTEPN

HEBOOOG Yo TNV OViYVELOT) KO EKTIUNGN TOV GUGTNUATIKOV COOAUATOV.

3.2. Avadpopkn Kol TPOOTTIKY LETO-0VAALGN

M peto-avaivon pmopel v yivel He TPES TPOTOLS TPOOMTIKA, OVUOPOUIKAL,
gite 08 GUVOVLAGHO AVASPOLIKHG KoL TPOOTTKAC &pevvac.'* Tty TPoOmTIKy peTa-
avéAvon, €va GOVOAO HEAETOV OYedOldleTal €K TMOV TPOTEP®V UE OKOMO T O-
moteAéspata Tovg Oa avaAvfodv 610 UEALOV GUYKEVTIPMOTIKO MG M0 PETO-OVOALGOT.
Me auTOoV TOV TPOTO EVOG TETOLOC GYESIUGHOC EMTPEMEL TV EK TOV TPOTEPWV dOUNON
VoBEGEMVY Yo TNV KTOOT] KO TOVG TOPBEYOVTEG TNG ETEPOYEVELNG.

QoT000 KOl OTIS OVAOPOMKEG UETO-OVOADGES VTAPYEL M OLVATOTNTO TNG
TPOOTTIKNG evnuépwong (updating) Towv anoteAecudTmV pe To dEGOUEVA OO KOVOLP-
yiec pehétec, ol omoieg yivovtar yio o 810 0épa.'> Me tov opo 0fpoloTikh peto-
avéivon (cumulative meta-analysis) evvoovpe 1t odwdikacio, OTOL TO GLVOAKO
OMOTEAECHO. UOG HETO-OVOAVONG LOAOYileTal He TN Old0YIK) TPOocONKn VE®V

OEOUEVOV GOUPMOVO LE L0 OPIOUEVT] CELPA.
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3.3 Ilpwtdéxoro peta-avaivong

H molamAdtto tov dedouévav Kot 1 mOOVOTNTO VTOKEWWEVIKNG EKTPOTNG
AOY® TPOKATOANYE®DV TOL EPELVNTN, OMOLTEL TOV GO TPOGOIOPICUO TOV

TPOTOKOLOV.

3.3.1 Zt0y0¢

Ot otdyor pog peta-ovoivong emPordetal va eivol GOQel dOTE Vo Unv
aenvouy meptimpia mwapepunveldv. O1 6TOYOL TPEMEL VO, EXOVV KAVIKT] GTOVIOOTNTO
O(PEVOC KOl OTOTIOTIKY] CGOQNVELL OPETEPOV. AVLTO amortel T OMUovPYLR LG

EPEVVNTIKNG OUAOOG LLE KAVIKOVG EUTEIPOYVOUOVES OAA Kot LE LeBOdOAOYOVC.

3.3.2 IInyéc dedopévav

Y€ U0 TPOOTTIKY] UETO-AVAAVOT T OEGOUEVA GUYKEVTPMVOVTOL TPOOTTIKA OO
TIC EMUEPOVG HEAETEC. AvTifeTa, L0l OVOOPOUIKT) LETO-OVOAVGT] TPEMEL VO EVTOMIGEL
Kol vo avacOpel Ol ta oabéotua dedopéva, tao omoio efvor KatdAAnAo yio TO
TPOTOKOALO TNG. XVVETWG, N UETO-0vOALON ypealetal vo avalntnmoel otolyeio amd
Baoeilg mAnpopopidv, 6oL KATOY®POLVTOL ONUOGIEVGEIS TPOTOTLTOV EPYACIOV KoL
Vo GUUTANPOGEL Ta TOOVAE eAAem dedopuéva amd GAAeG TnyEg mANpoopldv. Ot
KuploTePEg MAekTpovikég PBacelc mAnpoopiog (electronic databases) otnv taTpikn
etvar n apepwovikn MEDLINE kot 1 evponaiky EMBASE. H aAAniokdivyn tov
dv0 Bacemv dedopévav eivar pHeyaAn, oAl apkeTd TEPLOOIKA TOV KAADTTOVTOL OO TN
p, 0ev kodvmrovtal amd v aAAn. Kot ot dvo Pdaoeig pali kaldmtouv éva pikpd
OYETIKO TOGOGTO TOL GLVOAOL TMOV OTPIKOV TEPLOJKOV TOL  ONUOCIEHOVTOL

TOYKOGHMG, 0AAG €XOUV TOAD 1KOVOTOMTIKO TOc0oTO KAAvyng ¢ PipAtoypaeiog
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TOV £YKVPOV TEPLOOIKMOY TMV TPOOOELUEVOV Yopadv. H amdielo g vmolownng
BipAoypapiag eivar apgiieyopevng onuaciog, AOY® g apgifpoAng modTds e,
Meléteg mTov dNUOGIELVOTAL GE UM AYYAOP®VO, TEPLOJIKE elval mOHavo va dnpoctehovy
apvntikd amotehécpato N Oetikd  amoteAéopato  ovoroyo pe to  Oéua oL
Swomparypotevvrar. 241 Addec copumAnpopatikéc niektpovikéc Pacelc dedopévov
KOAVTTOUV GLYKEKPIUEVOLS TOEIC TV emotnu®mv vyeiog (m.y. AIDSLINE, CANCER-

LIT, TOXLINE).

3.3.3 IIAnpdtTO TG avdovpong

H mwnpomrta g aviovpong TANpo@opidv amd TIG MAEKTPOVIKEG PACELS
dedopévav e€aptdton oe peydro Pabud amd tov adkydpduo avalntnong (search algo-
rithm) mAnpogopidy mov ypnowonoteitar.?® Metd v Tpdtn emhoys TOV oYETIKOV
apBpwv, mpémel vo aKOAOVONGEL CLOTNUOTIKY EMAOYT] EKEIVOV TOL TANPOLV TO.

KpUTfplo. ToV TPOTOKOAOVL.

3.3.4 EEaymyn| dedopévav

H ocvppetoyn 600 tovAdyiotov aveEdpTnTOV €PELVNTOV €IVOl GNUOVTIKY GTO
01010 NG e€aymyng Tov dedopévav (data extraction) amd TG ONUOGIEVUEVEG LEAETES
Kol TIg GAAeg mNyEC oL €xovv GLYKEVTPWOEl, doTe Vo amopevyBohv VTOKEIUEVIKES
EMAOYEG Kal o@dApata and anpocesio. H mpaktikn g anpdkpuyng tov ovopdtmv
TOV EPELVNTOV ATO TOVS GLYYPOPELS elval apEILeYOpEVNS a&log, amd OTL PaiveTol amd

’ ’ ’ r 127 ’ 7
KOTOlEG pYaoieg dev eivar kaBolov amapaitntn. = Ot Katoy®pnoES TV OEdOUEVOV
nmpémel Petd va eleyyBovv amd €vav tpito avefdptmro epevvnt| (1 amd Kovol amd

TOVG OLO TPMTOVG), MGTE VO EMAVOOVV AVTIKEILEVIKA 01 TVYOV OLOPOVIES.
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3.4. Avélvon dedopévav

H avéivon tov cuykevipouévomv dedouEVmV YIVETOL e KAUGIKES OTOTIGTIKES
puefooovg Ko Kotd cuvémeln eEAPTATOL OO TIG TOPAOOYES MOV KAVOLV OUTEC Ol

pébooot.

3.4.1 ZtaBepd amoteréopata

211 mpooeyyioelc otabepmv amotedecudtov 1 otabepdv emdpdoewv (fixed
effects), n onuavtikn Tapadoyn ivor OTL T0 ATOTEAECUATO TOV SLOPOPETIKMOV LEAETMV
OV GLUTEPIAOUPAVOVTOL GTI LETO-0VAALGT OLAPEPOVY HETAED TOVG, LOVO A0 TLYOLO
CQAALO. ZOUQMOVO, LE QDT TNV TAPUOOYN, O TEPITTMGT TOL O APOUOS TOV ATOU®V
o€ KaOe perétn Nrav moAd peyarog, 10te Bewpnrtikd, o pEyebog Tov AMOTEAECUATOC
Oa Mtav to 1010 o¢ Oheg Tig peAétec. H mapadoyn avtr| dev ivor peaMOTIKN GE TOAAES
MEPUTTAOCELS, OEOOUEVOL OTL €K TOV TPAYUATOV Ol TPMOTOYEVEIG HEAETEG TOV
CLUTEPIAAUPAVOVTOL GE 0L LETOOVOAVGT] £XOVV GYEOAOTEL OLPOPETIKA, KO GUYVAL &-
YOLV YPNOUOTOMGEL OEIYUATO ATOU®Y amd O1aPopeTIKOVG TANBvsrovs. Tlapd avt)
™mv emELAOEN, N Topadoyn TOV 6TafepdV OTOTEAECUATOV YPNOUOTOIEITOL TOAD
ovyvd Kot ToAlol epeuvnTég T Bewpohv av Oyt TEAEL, TOLAGYIOTOV OVEKTN, EKTOC Ko
av LEhpyel EKONAN ETEPOYEVEINL OTO OMOTEAECUATO TOV EMUEPOVS pereTdv. O
VIOAOYIGUOG TV 6TafEP®V amoTEAEGUATOV YiveTal e T ypromn Tov uedddwv Mantel-

Haenszel'*® 1§ tne puedodov Peto.'
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3.4.2. EAeyyoc ylo TOpOUGC10. GTUTIOTIKNG ETEPOYEVELNG

O eleyyog Yo TNV TAPOLGIN ETEPOYEVELNG YIVETOL IE GTOTIOTIKEG HeBAOOVG OV
eAEYYOLV TN UNOEVIKN LOBEST, OTL ONANOY|, Ol JSPOPEG OC TTPog 1o HEYEBOS TOL
OTOTEAECUATOC OTIG EMUEPOVG UEAETEC opeilovtal otnv Toyn Koi povo. H pn
amoppyY” NG UNOEVIKNG LIODEONG O€ ONUOIVEL OVOYKAOTIKO TG OEV LIAPYEL
Bloroywkn etepoyévela. TToAlamiol mapdyovieg PloAoyikng etepoyévelag Umopel va, &-
Eovdetepmvovtol LETAED TOVE /Kot 0 aplOUOS TOV OTOUMY Kol TOV HEAETMV UTOPEL va,
elval oxeTikd pKpoOg Yo va, amodeiEEL TNV VTTOPEN ETEPOYEVELNG.

H ovvnéotepn Sokacio otnpileton oty katavoun x> H dokipacio Oeopeito
KOVOG OTOTIOTIKG GNLLOVTIKT Yol va. amoppleOel 1 undevik] vdbeon OtL dev vIapyel

gtepoyévela, otav p < 0,10.

3.4.3. Tuyaia amotehécpata
O mpoceyyioelg Toxaiwv amoteAecpudtov (Toyoimv emdpdoemv) EeKvouv amd
™V apyn Otl 0ev VTLAPYEL KATOL0 KOO OMOTEAEGHO TO OOI0 LEAETOVV OAEG Ol EMUE-
POVG UEAETEG, QAL OVOTTOPEVKTO, TAL OMOTEAECUATO TNG KAOE oG avapéveTol va eivol
SLPOPETIKA KOl OTAQ TTPOEPYOVTOL OO KAmolo TANBvopd anoteleoudtov (population
of effects). Xxomdg eivar vo vroAoyicovpe T YOPAKTNPIOTIKG TOV TANBLGUOL TV
amoTEAECUATOV (HLEGOC OPOC, SOKLUOVOY], HOPPN KoTavoung). Ta povtédo avtd
Kévouv Topadoyég Yy T Hopen avtov tov mAnBuouov, amd Omov vmoAoyilovv
TOPOUETPOVS GYETIKES LLE TNV KOTAVOUN TOV.
To Khaowd poviého kotd DerSimonian xat Laird"”‘mpoteiver évav epmeipucod
VTOAOYIGUO TNG SLOKVUOVOTG TOV OMOTEAECUATOV UETOED TV SIOPOPETIKMOV LEAETDV.
Ta povtéda TuYoiOV OTOTEAEGUATOV EVOMUATMOVOVY GTOVG VITOAOYIGHOVS TOVG

EKTIUNOELS Yo TO HEYEDOC TG eTEPOYEVELNG HETAED OAPOPETIKAOV HEAeTOV (between-
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study heterogeneity). Ta pelovektipata ivol OTL 0PEVOS TOL GLVOTTTIKO OTTOTEAEGLOTOL
dev gival Quecsa epunveDSILO KOt PETEPOV , ivar cLVNBWE SVoKOAO va eAeyyBoVV o1

TOPAOOYES Y10 T LOPPT TNS KOTAVOUNG TV TANOVGUOV OTOTELEGUATOV.

3.5. Tomikd cpdApaTo LETO-OVAADCEDV

3.5.1 Zvomuotikd cedipa dnpocicvong (publication bias)

Amotelel TO ONUOVTIKOTEPO COAANO Smkoyﬁg.m'm

Kot opiletoar g 1M
CLOTNUOTIKY EMAOYY] UEAETOV TPOG Onuocicvomn, avdioyo pHe TO TL AEVE TO
amoteAEoUATA TOVG. OTMOC POIVETOL OO EUTEIPIKEG LEAETES, WEAETEC TTOV OE PTAVOLV
o€ ovuPatikd emineda otaTIoTIKNG onuavTikoTtag (p < 0,05), £xovv TOAD HKpOTEPT
mOavotT T dNpocievong HEca o€ GLYKEKPIUEVO dtdotnua arnd v Evapén tovg. To
QOIVOLEVO 0POPE OAEC TIG KMVIKEG UEAETES, OVEEAPTNTOC oyedOGHoV. Ot cuvEémeleg
TOL GUOTNUOTIKOV OCQAAUNTOC ONUOGIELONG KOl NG YPOVIKNG Kabvuotépmong
dnuocievong ivan n dnuovpyio g TAAcTG EKOVaG dNBEV GNUOVTIKAOV VpMUdT®V
otV wTpkn Piproypaeio. [ToAAEG @opéc avtd KaTappimTovTol HE TN CLYKEVIPOON
TEPOCOTEP®Y  OEOOUEVOV. AAAEC QOpPEG, 1 TapepUNVEl  OovTH  pTOpEl  vo

OPLOTIKOTOGEL TV AVAOPEAT (P10 OVGLUCTIKA GYPNOTOV TEXVOAOYLDV.

3.5.2. To Zedipa tov Topyov g Bapér

To ceaipo avto TPOKHNTEL ANO TOV ATOKAEIGUO OEOOUEVMOV TOL ONUOGIEVOVTOL
o Piproypagio oe yAhooec dhikec amd v ayyhkh.'>* ToAhoi epevvntéc mov M
UNTPIKY] TOVG YADGGO Ogv elval M ayyAMkn ONUOolehovy GE ayyAOQmva, TEPLOOKA
EMAEKTIKA TIC LEAETEG TOVC, Ol OTTOIEG PTAVOLV GE EVIVIMGLOKA, CTATIGTIKG GNLLOVTIKE

OTOTEAECLATO, EVAD OVOPEPOVY GE MO OVGEVPETO, TOTIKA TEPLOJIKE GTN UNTPIKT] TOVG
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YADGGO OAOL TOL LN OTOTIOTIKG GNUOVTIKA TOLG €upruoTe. AV ovTO TO QEOIVOUEVO
ovpPaivel og gvupeion KAMpoaka, tOTe 1 €koéva TG PipAoypapiog Tov ayyloeovov
TEPLOOIKMVY glvol mOavOV va, €ivor TOpALOPPOUEVT], £0TM KOL 0V TO TEPLOOKE OLTA
elvarl ta mAéov €ykvpo otnv maykoouo Pipioypapio. Mo ovclaoTIK TPOTOGT Yo
TNV  OVTIHETOTION OVTOL TOV GOOAROTOS &lvar M emipovn mpoomabelo vo
OLYKEVIPMVOVTOL TPOOTTIKA 1 ovadpopkd OAo to. dedopévo yu éva  Béua,
ave€apt)Tmg omd TN YAMGGH TOL TPMOTOKOALOL KOl TOV ONUOCIEDGE®MY T®V
anotedecudtov. H mpotaon ovty dev elval kaboAkd amodekty. 'Exel meprypoget
EMIONG Kol TO OVAGTPOPO GOAAL TOL TOPYOL TG Bapér. Zvpowva pe avtd, n fipito-
YPOQioL OPICUEVOV YAMOO®V Yoo ovyKekpiuéva Bépota umopel vo  omaptileton

OTOKAEIGTIKA OO GTOTIOTIKO CT|LOVTIKA EVPTUOTOL.

3.5.3. [Towomta TV dedopéEvVeV

Q¢ ovvletikn pébBodog, M peTa-ovAALON  avTIpHETOTICEL TO TPOPANUA NG
To10TNTOG TOV OEOOUEVOV TTOL GLVOPUOAOYEL. TNV TpaypatikdtTo, £vog KOPLog
KAAOOG NG UETO-AVAAVONG OGYOAEITAL LE TNV EKTIUNOT] TNG TOLOTNTAG TV OEOOUEVOV.
'HoM, TOMG EmMOTNHOVIKG TEplodikd £xovv vioBetioer ™ Sflwon CONSORT!*
(CONSORT Statement yia TV avanTuEN TOV GTOWYEI®V TG ONAMONG), EVO TEAELTAIN
vioBetndnke 1 pebodoc PRISMA."”> H dnioceic CONSORT kar PRISMA
TEPLYPAPOVY 01E€00IKA TOV TPOTMO LE TOV OO0 TPEMEL VO TOPOLGLALOVTOL Kot Vol
ONUOCIEHOVTOL TO. OTTOTEAEGLOTO TUYOLOTOUEVOV KAWIKOV dokiudv. H dounuévn
mopovcioon HEWVEL TNV MOAVOTNTO VTOKEWEVIKAOV EKTPOTAOV KOl  €yyvdTot
GTOLELDOT TANPATNTA Y10, TNV TAPOVGINOT) TOV KUPIOV dESOUEVOV.

H mpaxtikn g xpriong Papdv and ) Pabporodoynon g modtnrog dev Exet yivel

eVpEmC amodekTn, e&ottiag Tov KOHVOL VITOKEUEVIKOTNTAG OTNV EKTIUNGT NG
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To10TNTOG Kol S10TL, 1 AmAO0GN LKPOTEPOV PAPOVG GE [ KOKN HEAETT, 00TE AVOLPEL,

ovte 010pOMOVEL TOL COAALATA TNG, ATTAG TN BETEL GE devTEPT Hoipal.






4. XKOIIOX

2UVOMKE, M OKPPNG OMOTEAECUATIKOTNTO TOV DEPUTMEVTIKOV AYy®OY®OV HE TN
yopnynon ymueobepaneiog n/koar oppovodepaneiog 6Tov TPoYOPNUEVO KAPKIivo TOV
eEVOOUNTPOL  glval  aGAQPTS. H omotehecpotikétnto TtV  JSdQopmv
ANUELODEPATEVTIKMV KOl OPLOVODEPUTEVTIKMOV Ay®YDV HETAED TOVG givarl aféPfata Ko
Kopio TpONYOOUEVT] GUGTNUOTIKY AvABEDPNON Kol LETA-OVAAVOT| OV EYEL EOTIAGEL GE
apeceg cuykpicels, o0TE EMIONG KoL GTO YEYOVOG EQV Ol TPOTEWVOUEVEG OYMYES EYOVLV
empépet kamota Bertioon otnv ol emPioon pe v Tadpodo Tov Ypdvou.

Aoppdvovtag vroyn avtyv v ofefordtmro Kot Ot apkeTég VEEG KAVIKEG
JOKIEG Eyovv dNUOGLeLDEl TPOCPATA, TPOYLUTOTOMGOLE U0 OVOCKOTNON OADV TOV
TUYOLOTOMUEVOV KAIVIKES SOKILMY TOV 0pOPOVV T YOpnyNnon ynuetodepameiog 1/xon
oppovobBepaneioag  otov mpoy®pPNUEVo Kapkivo Tov evdountpiov otadiov >III.
E&etdoape T ovykpicelg tov So@OpOv  YNUEIOOEPATEVTIKOY CKEVOGUATOV KoL
OPLOVOBEPATEVTIKMY GKEVOCUATMV HETAED TOVC.

e Mépog mpmTOo: ZTOuEiol OO TLYOMOTOMUEVEG KAWIKEG OOKIUEC Yo TN
ynueodepaneion kot T oppovikég Bepaneieg otov mTPoywPNUEVO KapKivo TOV
evoounTplov: Mia emoKkOnNon TV oTotyeiwv emPimong

210 TPMOTO PEPOG TNG UEAETNG CLGTNUOTOTOMGOUE TIC OBEGIIES TANPOPOPiES
Ko eEgTdoape e4v vITapyovy atotyeia Yo opéAN emPiwong pe ™ ynueodepaneio, ebv
VILapyEl PETOPANTOTNTA TOV OATOTEAEGUATOV TWV SLUPOPETIKMY OOKIUMV, £V LILAPYEL
ONUAVTIKO OPELOG LE TNV TAPOOO TOV YPOVOL GE GYECT LE TN GLVOMKN emPiwon Kot
av avTO TO OPEAOG EVIEXETUL VO OPEIAETAL OE AALOVG TTAPAYOVTESG EKTOG TNG OPAOTG TNG
ynpeodepaneing, OTMS Y10 TAPASELYHOL GTNV EMAOYN 0COEVOV EVTOG TOV UEAETOV UE
KOAVTEPA TPOYVOOTIKA oTOlYEWd. TEAOC, peleTnoaue dv vapyel petafAnTotTnTo TV

OTOTEAECUATOV TOV SOPOPETIKAOV OOKILAOV KOl GE QTN TNV TEPIMTOGT, €AV VTN 1
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HETOPANTOTNTO UTOPEL VO OTEIKOVIGEL TIG IKOVES SLOUPOPES LETAED TMOV GUYKEKPIUEVOV

OepamenTIKOV Ay®YDV 1} CLOTNUOTIKA AGON dnpocicvong.

o  Mépog dgvtepo: KatevBuvimpieg odnyieg v m ynueobepaneio oty
QVTILETMTICT TPOYMPNUEVOV GTOSIMV YOVAIKOAOYIKOD KOPKivov: o
a&lohdynon 224 eMGTNUOVIKOV ETAPLOV

Y10 0e0Tepo  pEPOC NG MeAéTnG e€etdoape  ovotnuaTikd TV vmopén
EMGTNUOVIKOV ETAUPLAOV KOL OPYOVIGL®V Y10, TV TOPOY] KATELOUVINPLOV 0dNYIdV G
oxéon pe v ynueodepomeio. GTOV TPOYWPNUEVO YOVOIKOAOYIKO KapKivo ( HOoTOL,
®OOINKOV, TPOYNAOL NG UNTPOG KOl EVOOUNTPLOV) Kot eAEYEQNE €dv ot 0dnyieg mov
napéyovtal Paciloviar oe oTorKeld amd Tuyomomompéves kKAvikég dokiues. Emiong
eréyCape e€dv LAPYOLV JPOPES OVAUESH OTIG 0dMyieg Yo TOV KOPKivo TOv
EVOOUNTPIOL KOL TOLG VLIOAOMOVG KOPKIVOLG Ge oyxéom HeE TNV TOV aplBpd tov
Jbéoumv  Kotevbuvinplov odNyudv, T®V GLOTACE®MV Yo TN yopnynon n oyt

MUE0OEpaTEING Kot TV TOWOTNTA TOV LEAETOV GTIG omoies PaciloTav.



II. EIAIKO MEPOX






1. YAIKO KAI MEO®OAOI

1.1 Kpumpla oyedtacpod, emAoyng Kot avalnnong Kot Kpitnplo KOToAANAOTNTOG

1.1.1 Mépog npwro:

To mPpOTOKOAMO OYESAOTNKE MG TUNUO HWOG HEYOAVTEPNG UEAETNG, OOTE Vo
a&loroynfodv ta péypt Tdpa otoryeia yioo v emPioon, petd m yopnynon Oepameiog oe
acBevelc pe Kapkivo Tov gvdoountpiov mpoywpnuévoyv otadiov. H deaymyn e peAémg
£€ytve 000 UéPM:

To VAIKO amOTELOVV Ol TUYOOTOMUEVEG KAMVIKEC WEAETEC, Ol OMOIEC APOPOVV TOV
TPOYOPNUEVO KOPKIVO TOL EVOOUNTPIOL :

- otadiov III xou IV, yio v ovtipetdmon tov omoiwv  yopnynonke
oppovoBepamneio ko ynueodeponeio.

Avalnmnkav oe 1tpeic Paoceic oedopévov (MEDLINE, EMBASE kot COCHRANE
LIBRARY) Ompoctevpéveg TuYOMOTOMUEVEG KMVIKEG WHEAETEC, Ol omoieg GLYKpivouv
mueoBepamevtikd  M/kot  oppovobepamevTikKd  GyNUoTe.  XVUTEPIANQONcaY  pEAETEG
ONUOGIELUEVES GE OTOLONTOTE YAMOoO. TNV avalntnon ypnooromdnkoyv O6pot, Omwg
«kopkivog evdountpiovy, pali pe GAAOVS OPOVE EVOEIKTIKOVS TMV TUYOLOTOUEVOV KAVIKOV
pueretov. Emmiéov, avalnmOnkoav OAEC o1 TPONYOVUEVES OVOGKOTGELS KO LETO-OVOADGELS
TUYOLOTOMNUEVOY KAVIK®OV HEAETOV Kol e€etdobnkayv ot BPAoypapikés Toug ovapopés.
Eniong,  mpaypatomombnkav  dwwotavpodueves  avoalnmoelg  oto  MEDLINE,
YPNOLOTOUDVTOS TO OVOUATO TMV EPELVITMV Ol 0010t ElYav ONUOGIEVGEL TOVAAYLIGTOV il
KOTAAANAY KAVIKY] HEAETT).

Téhog, EepuAdicOnkav TOHOL TEPLOdIK®Y, TO. omoio. €yovv TO HEYAADTEPO aplOud

NAEKTPOVIKE avayVOPICIH®V KAVIKOV LEAETAOV.
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Ta kprriplo KATAAANAOGTNTOG aPOPOVV OAEG TIG TUYOOTONUEVEG KMVIKES LEAETEG TTOL
GLYKPIVOLV TOVAIYIGTOV dVO JUPOPETIKE YNUEIODEPATEVTIKA / OPLLOVODEPATEVTIKG GYN LT
o€ aobeveic pe mpoywpnuévo kopkivo tov gvoountpiov (otadwo III v IV), cdupwva pe to
ovomua otadonoinong FIGO. Touyotomomuéveg wMvVIKEG HEAETEC TOL  GLYKPIvOLV
OLOLPOPETIKA OOGOAOYIKGL CYNUOTO KOl TPOTOVS YOPYNONG TOL 1010V GKELAGHOTOS Elval
anodektéc. Emiong, perétec otic omoieg ypnowomomOnke 1 0o aktivobepomeio 11 GALOV
gldovg Oepameia oto VIO pEAET OkEAN Kou M SQOpPE MTAV  GTO  YOPTYOVUEVO
mueodepamevTikd/oppovikd okebacua, eivol katdAinies. Emiong, tuyotomoinpéveg KAVIKEG
perétec pe tpia (3) N meprocdTEPU OKEAN Elval KOTAAANAES EQOCOV TO AYOTEPO VO OO TOL
OKEAN TTEPIEXOVYV GUYKPIGELS YNUELODEPATEVTIKMOV GKEVAGUATMV.

Agv  ovumepinednoov oty peAémn: un TUYOLOTTOUNUEVECS peréTec,
YEVOOTVYALOTOMNUEVEG UEAETEG KO KMVIKEG UEAETEC MOV GLYKPIVOLV OKTIVOOEPATEVTIKA
oynpota . Ot Tepthyelg cuvedpiov amokAieiovtal, OTmMG Kol 01 AAAETOAANAN KOTOYWOPTLLEVES

peAéTeC. ATO TIG TEAEVTOLES YPNCUYLOTOLEITOL 1] LEAET HE TN HEYLOTN TANpOPOpiaL.

1.1.2  Mépog debtepo:

1.1.2.1 I1poGd10ptGHAC ETAPLOVY Yo TNV TAPOYN KATELOLVTIPLOV 0N YLDV

Koataokevdoape o Baon d£d0UEVOV TV YOVOIKOAOYIK®V KOl OYKOAOYIK®V ETAIPLOV
mov  evogyetoan va mapelyav  Katevbovinpleg odnyieg yw T ynueobepomeio  oTov
TPOYOPNUEVO  YovoukoAoyikd kapkivo. Efetdoape tig etoupieg mov mMrav  debveig,
NREPOTIKEG (cvumePAapPavorévey S0 1 TEPICCOTEPMOV YOPAOV GE o NTEWO), N €OVIKEG
OV VO VKoLV G€ o amd T 20 yopeg pe Tov vynAoTEpPO dOeiktn avlpomvng avamtuéng
(human development index)."*® Aev eEetdoape Ta 1B10TIKES, 1| TOTIKEG KOWVIES, aveEdpTnTa

amd 1o edv mapelyav 1 oyt KatevBuvinpleg oonyies.
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[Tpayuatomromoape ovalntoel oto AladkTOoov oTIG unyovés avalnmong Google kot
Yahoo (mov oAokAnpoOnkav Maiov 2009). Apykd Kdvape 624 S10popeTIKES avalnToELS LE
KOs pnyov kail ta Tpota 100 amotedéopata yo kKOs avalrtnon oepgvvnOnkav. Kdabe
@OpG. TTOL GLUVAVIOVCOUE TLYOIN U0 10TOCEADO 7oL Tepleldupave €va KATOAOYO  UE
EMOTNUOVIKEG €TOPieg OV €vOEYeETOL Vo Topelyav KoatevBovvtnpileg oomyiec, wasope
OAOKANPO TOV KATAAOYO. L& OAOVC TOVG 1OTOYMPOVS TOL EAEYYOMKAY, Eyvav TEPUUTEP®
ava{nTNoELS TPOKEWEVOL va. BpeBovv emmALov eToupieg. LT CLUVEYEWD  KOTOYPAYOLE TOVG
OPYOVIGHOVG e TPOCPACIUES 10TOGEMOES , KOG emiong kot eKeivovg ol omoieg &ite dev

glyav AELTOVPYIKN GUVOEST 1 OEV ELYOV 1GTOGEAIDN TTOV OEV UTOPOVGOLE VO TPOGOIOPICOVLLE.

1.1.2.2 TIpocdiopiopdg katevbuvinplov oonyldv TapeyOUEVEG OmO TIC OLPOPES

gTapieg

Ot dwbéoipeg 10T0oeAdEC amd TiG eMALEIUES eTOPIES dlEPELVIONKAY Y10 OTOLOONTTOTE
€ldo¢ katevBuvINPLOV 0ONYLOV Y10, OO0 TOTE TTEPLEXOEVO (TEAevTaia avalntnon lovviog
2009). Omnote vanpye 1 SvvoTdHTNTO VO TPAYUATOTOMGOVIE NAEKTPOVIKY avalntnon péoa
OTN  GUYKEKPWEVN]  10TOGEADN,  YPNOUOTOMGOUE TOLG Opovg  «guidelinesy 1
«recommendations» 1 «position statements» ota oayyAikd. [a tovg  un-ayyAitkovg
1GTOYMPOVG, UETAPPACAUE OVTOVG TOLG OPOLS OO TNV AYYAKN YADCGO GTN YAMOOCO NG
Kk&Oe etarpiog kol eEAEYEapE Yoo TNV VTOPEN KaTELOVVTNPLOY OONYIDV. AVLTO fTOV EPIKTO Y1
OLeg TIC YAmooeg €kTOC amd téaoepic; 1 loamwvikn, 1 Zounodwkr|, 1 Orhavown, 1 AavElikn kot
2 OMhavdkég eTonpies.

Emniéov, pedetioape cuyKeEKPIUEVOVS 1GTOXDPOVS TOL EIVAL YVOGTOL Yol TV TOPOYN
katevBuvplov odnyiov copreptrappovouéveov National Guidelines Clearinghouse (NGC)
(www.guideline.gov), Guidelines International Network (G-I-N) (www.g-i-n.net), National

Institute for Health and Clinical Excellence (NICE) (www.nice.org.uk), National Library of
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Health (www.library.nhs.uk), New Zealand Guidelines Group (NZGG) (www.nzgg.org.nz),
Guidelines Advisory Committee (GAC) (www.gacguidelines.ca), Australian National Health
and Medical Research Council (NHMRC) (www.nhmrc.gov.au) and the Scottish
Intercollegiate  Guidelines Network (SIGN) (www.sign.ac.uk) TPOKEEVOL VOl
npocdloptotovy mpdcbeteg katevBuvinpleg odnyiec. Télog, avalnmooaue oto PubMed
yPNooTolmVToS ToVg 0povg (guidelines OR recommendations OR position statement) AND
(breast OR mammary OR ovarian OR ovary OR endometrial OR endometrium OR uterine

OR cervical OR cervix) AND (cancer OR carcinoma OR neoplasm OR neoplasia).

1.2. E&aywyn otoyeiov

1.2.1 Mépog mpwro:

Ao kéBe emleypuévn HEAETN KaTaypdpOnKav 0 cuyypapeic, T0 £T0¢ ONUOGIEVCEMV, TO
TEPLOOIKO dMpocievong, to péyedog derypatwv (cuvoro acbevav, Kot aptOpdc acbevov ova
okéhog Bepameiog), ot Bepamevtikég aywyég mov cuykpidnkav, o TOmog ynueobepaneiog M
opupovoBepaneiog, 1 yoOpa TPoEAELONG, TO KPPl EKAEEUOTNTAG TV TANBLoU®OV NG
HEAETNG, TO MOCO00TO TV acbevodv pe kMvikn Koatdotaon ( performance status) >2 1
YEWPOTEPO, TO TOGOGTO Pe 6TAd0 vOooL IV ava Bepamevtind okéAog, Kal o1 TANPOPOpPiES Yo
nwponyovuevn Bepomeio otV omoia vOPANON KAV o1 acOeveis.

Emniéov, xataypayape t péon emPiowon avd okéAog, Kol €4v VIPEE OTOLOONTOTE
OTATIOTIKG ONUAVTIKY 010popd otn péon emiPioon petald tov cvuykpvopevayv Beporeldv (p
< 0.05). Otav d1apopeg aVaADGELS OVOPEPOVTOVCAY LE OLOPOPETIKA EMIMEDN GTATIGTIKNG
ONUOVTIKOTNTOC, TPOTIUGAUE TN X¥p1on Tov log-rank te0T and dAleg otatioTikéS peBodovg,

ogdopévou OTL 1 KOPLOL apyn TNG TLYXOMOTTOINONG ivan OTL TPEMEL VoL TOPAYAYEL TIG TOPOLOLES
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OUAOEG GVYKPIONG KO VO UMV DITAPYEL OvAYKN Yo EmUEPOVS puOuicels pe Pdon ddpopoug
GUYYVTIKOVG TOPOYOVTEC.

Kotaypayope emiong 11§ MOOTIKEG TAPAUETPOVS CLUTEPIAAUPOVOUEVOY TOV  TPOTOV
TLYOOTTOINONG, TNG ATOKPLYNG TOV TPOTOV KOTOVOUNG 0GOEVAOV KOTA TNV TUYAOTOINCT Kot
™V amdKpLYN TOV €100VG TNG YOPNYOVUEVNC aywYNS Y. TOvg acBeveig 1| Tovg Bepdmovteg
(blinding) . Kataypdyope t€A0C 0mMOMONTOTE OvOPOPd EMUEPOVS avaAvcemy. Ola o
otoyeio e&nybnoav amd dVo aveEApTNTOLG EPELVNTES KO M cLVOiIvEST EMTEVYONKE HEC®

™G 6V{NTNONG OTOLOVONTTOTE AMOKAMGEMV.

1.2.2  Mépog devtepo

[Ma kéBe oyetikn emotnuoviKny €topion Le TPOSPAGIUN 10TOGEADN, KATOYPAWOLE TO
ovopa, URL, v nmepo f/kar m yopo omd v omoia mpoepyotav, To €100 TS eTonpiog
(Yevikn koTd TOL KOPKIVOV, OYKOAOYIKY|, OKTIVODEPUTELTIKY], YEPOVLPYIKNG OYKOAOYING,
£€PELVOG Y100 TOV KOPKIVOV, 1| YOVOIKOAOYIKT]), Kol €0V TOPETYE OTOEGONTOTE KATELOLVTNPLE
oonyieg yio omolodnmote Opa, aveaptnrta amd v o1 0dnyieg iyov avarntuydel amd v 01
v etoupion 1 Kdmowo AAAN TyN Kot emiong av mapeiyov omoladnmote katevhuvimpio odnyio
Y évav amd TOVG YUVOIKOAOYWKOUG kopkivoug mov efetdoape. o kdOe O1abéoun
KatevBuvTiplo oonyia , KaTaypaYWaUe €AV Ol GLGTACELS NToV EAeVBepa TPOGPACIIES HECM
TOV 16TOYDPOV Kol €4V Tapeiyov Eexmplotég mAnpopopieg mov avantdyOnkoy amd n ida v
etaupio N Tapelyav vrepovvoeon (hyperlink) ce dAAN 16T00EADO e TIG 00N YiEG LG AAANG
gToupilog.

Yyxetikd pe Tig emdeypéveg xatevBuvtnpileg odmyiec, Kataypdwyape v okpipn
OlTOTTMOT KoL TNV TEKUNPIOON OYETIKA pe TtV ypnon 1N Oyt ynuewobeponeiog otov
TPOYOPNUEVO M LIOTPOmALoVTe, KOPKivo TOL HOGTOD, TV Mofnk®v, Tpayniov Kol

gvoountprov. IMa tov kapkivo ToV TpaYNAOL TG UNTPAG KATAYPAYOALE XOPIOTA TIC 00MYieg
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yw 1o otadowo II-IVa xor to otdoo IVb, dedouévov 611 M amdvinon Tov OyYKOv o1
ymuetodepaneio Stopépet petatd avtdv tov otadiov. >

[Ma k60e emAéliun odnyia e€etdoape edv mapeiye ™ Pabuordynon oe oyxéon pe v
mowdtnta tov peretov (level of evidence) ko ™ 1woyd TtV ovotdoewv (grade of
recommendations) . EmumAéov, koataypdyopue Ty nuepounvio T ONUOGIELoNG TOV 00NYLOV
KOl TV Muepounvia g OMUOGIELoNG TS MO TPOGPATNG OVAPEPOUEVIC TUYOLOTOTNIEVG
KMVIKNG dokiung M petavaivong. Eetdoape emiong evidg T@V  OMOOVONTOTE
KaTELOVVTHPLOV 0OMNYLDOV EAV 01 001 YiEG AVEPEPAY HEGO GTOV KATAAOYO UE TIC AVAPOPES TOVG
OTOLOONTTOTE TLYOOTTOINUEVT] KAWVIKT] SOKIU| M/KOL UETO-OVOADOT OYETIKEG UE TN YPNOoN
mueodepaneiog Ko, 68 ALt TNV TEPITTOOT, Katoypdyape tov akpiPr] apBud toug. Télog
KoToypoyoue €av  €kavayv  éva GYOMO  yloL TNV  OVAYKN OLEVEPYEWNS TEPLICCOTEPMOV
TUYOUOTOMUEVOY  KAWVIKOV  OOKIU®OV  TPOKEWEVOL  va.  KataAn&ovv ot Oopdpemon
aE10MOTOV GUUTEPUGLATOV.

Avalvoape emiong T ekPdacelg mov culntOnkav otic oonyies. E&etdoape €bv ot
oonyleg mapeiyav omoladNTOTE ONAMOT CYETIKA He KAOE o amd T1g aKOAOVOES TTLYES TV
amoteAecUdTOV NG ynueobepanciog: yevikn emiPioon, emPioon-ehevbepn-vdécov, 10606TO
ATAVTNONG KOl TOCOGTO VIOTPOTNG HETO amd ynueobepancia, PeAtioon tov countOUdTOV,
nmotdtnta {ong, toSikdtnta Ko KOGTOG TG Ynuetofepameiag.

Télog, yia kdBe odnyia ko kébe TOMO KOpPKivov, KaTayplyape T oTdom 1TNG
KatevBuvTprog odnyiag oxeTikd pe to v M ynueodepomeio mpémet va ypnoipomondel 1 oyt
Ta&wvopnoape T1g odnyleg o€ «vmép» M «evlviiay, €dv vmoompllav caedc 1 0V
vrootNPoV Gapags, avtiotolya, T ¥pnomn e ynuewbepanciog. Emiong xataypdwyoaue edv
ol odnyieg vmép g ynueobepameiag MTav COEElG OYETIKA HE TNV VTEPOYN NG
mueoBepancioc oe  Ott apopd  OPEAOG-KIVOOVO NG 1N TPOCEOEPOV  OTOLEGONTOTE

TPOEOOTOMGELS,
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1.4. Zratiotikn avdivon

1.4.1 Mépog mpmrto:

Ta&vopnocape TiIc OepamevTiKég aywYEC KOl TIG GVYKPIGES COUP®VO HE TNV KPPy
mueoBepaneion 1 ) Oepameicc OPUOVAOV TOV YPNCULOTOLEITOL GOUPMOVO UE TIC ELPELEG
katnyopieg mov kabopilovioaw pe v ypnon tev  tafovov  (mokAMtagéAng), g
d0&opovPikiving M/xot TG Glomhativig, /KoL TOV OPLOVIKMOV GKEVAGUAT®OV Kol GOUPOVO, LE
T0 €Gv povobBepoameio 1 TOLAQYIGTOV OVO Oepamevtikol TAPAYOVIEG GLUTEPIAPONKOV.
Xpnowonowwvtag Spearman correlation analyses, aioloyficape €dv 10 £€t0G dNUOGIELONG
™G peAETNG ovoyetilotav pe to péyeboc tov delypatoc twv acbevdv, 10 TOGOCTO TMOV
acBevov pe performance status 2 1| peyolhtepo , Kol T0 TOGOOTO TOV acevdv pe 61do10
vooov IV. Ta otoyela oe oyéon pe 10 mOGO0TO TV aohevodv mov vroPAndnkav ot
mponyovuevn ynuetobepaneio, opuovikn Oepameio, 1| axtivobepameio dev NTOV EMOPKN DOTE
VoL Y10 VO ETTPEYOVY TNV TOPOLOL0. avEAAVoT).

Eniong eetdoope eav n avagepduevn péon emPioon Peitiodnke katd m SdpKew
TOL YPOVOV, KOl GE QTN TNV TEPITTOGN, €AV AVTO OPEIAETOL EVOEYOUEVIOS GE GLGTNUOTIKO
cpdApo emAloyng Tov aclevov. H péon emPioon oe ka0e okéhog Oepamneiog peretnOnke oe
oyéon Ue 1o £10¢ dnuocigvong, to péyebog detypdtmv tov kibe oKEAOVS TNG LEAETNG, KO TO
m0600TO TV 060evav pe eTeyd performance status. OAeg ot petafAntéc eetdomkay pe 10
HovTéLo ToAAOTANG TaAwvopounone (multivariate regression model). Ta amoteAéopata
Tpémel vou epUNVELHOVY TPOGEKTIKA YO OLTHV TNV avVAALGT dedopEvoy OTL ot avTIfEoELg
TLYOOTTOINGNG JEV SLUTNPOVVTOL KO VITAPYOVV GYETIKA AlYEC TAPATNPNCELS.

Ot avoivoelg oevfivinkav to otatiotikd mpodypoupo (SPSS) 12.0 (SPSS ALE.,

Yakayo, IL). O tyég p-a&ieg etvan apeimievpeg ektdg av d1evKpvilovtal S1opOPETIKAL.
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1.4.2 Mépog debvtepo:

Aflohoynoape €dv ot KOTELOLVINAPLEC OOMYIEC YO TOVLG OLPOPETIKOVS TVLTOVG
YOVOIKOAOYIKOD KOPKIVOL O1EPEPOV UETOED TOVG GE OYEOT UE TN XpNnon ¢ Pabuoidynong
(grade 7 level of evidence), Tng emKopOTNTAG, TNG YPNOWOTOINCNG TOV CTOLEI®V oI
TUYOMOTOMUEVES KAMVIKEG SOKIUES, TV ekPdoewv mov cu{ntnOnkayv, Kot e 0Eong Tpog ™
ypnon g ymuewodepameioc. Ot ovykpioelg opdoog Yo TG KATNYOPIKES UETOUPANTEG
ypnowonoincov Fisher’s exact test kot ot cvykpioelg opdoag yio Tic ovveyelg petaPAntég
ypnowonoincov Mann-Whitney U test kot tqv avaivon owakdpovong ANOVA. Oleg ot

avalvoelg dtevfovinkav oty €ékdoon SE STATA 10.0. tyuég p-a&ieg elvar apginmievpeg



2. AHOTEAEXMATA

Ta aroteAéopata Ba avapepBovv Eexmwplotd yio 1o Kabe pépoc.

2.1. Anoteléopoto: HEPOG TPMTO

2.1.1. Em\é&uuec dokiuég

AeKATEVTE TUYOMOTOMUEVES KAMVIKEG OOKIUEG emAEYONKay amd v avalnon otig Pacelg
OedoUEVDV, VD 2 aKOUT avEVPEOMKOV LETA aO EAEYYO TMV OVAPOPDOV 0ONYDOVTOG GE £Vl
oOvoro 17 emhéEov peketdv. 4010
Ot 17 emré&ueg dokipég (Ilivakag 3) dnuooiedtnkay og pia ypovikn mepiodo 27 etadv. To
néco péyebog oetypudrov frav 131 (interquartile range, 47-312). Movo pio apyikn perémm
elye ovpmephafer kar acBeveic e mpdio otado vooov.'* H péon ] tov apBpod tov
acBevov mov emAéyOnkoav nNtav 114 (interquartile range, 42-290). ZuvoAikd 2964 acHeveic
Toyonomomnkav ko 2771 emdéyOnkav yo tig avaAvoelg emPioong. Aéka tpelg peéteg
npoepyodtav and 1ig HILA., 1 and tov Kavadd kot 3 and oty Evpaonn. Ot tepiocotepeg and
TIC UeAETEC TpaypoatomomOnkay amd HeYOAES OYKOAOYKEG opdoeg Omwg, Gynecologic
Oncology Group (8 peAéreg), Eastern Collaborative Oncology Group (3 doxiuég), European
Organization for Research and Treatment of Cancer (EORCT) Gynaecological Cancer Group
(EORCT) (2 peAéreg), xou 4 dAdeg opddeg (o perérn kabe o). Ymnpée dwaitepn
O10popoTOiNoM 6T0 TOCOGTO TV achevodv pe OTyd performance status kot acOevaov pe
6tdo10 vooou IV petald tov peretav (Ilivakag 3).

AcBevelg mov  elyav  mponmyovpéveog vmoPinbel  oe ymuewoBepameion  dev
GUUTEPTAOUPAVOTOV GLYVA OTIG LEAETEG, EVM GLYVA Ol HeAETEC cvumepteAdpuPavay acOeveig
mov glyav AaPet mponyovuévmg oppovikn Bepaneio (9 and tig 14 peréreg giyov coumepthdpet

OlLPOPETIKA  TTOGOOTA TETOWWY 060evAV), evd TEAOG Mool 1 Kol TEPIGGOTEPOL OO TOLG
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acBevelc mov TuyoomomOnkav  eiyav AdPel  mwponyovpévmg axtivobepameia, oe OAEG TIC

dok1uéG mov mapelyav avtég Tig TAnpoopieg (Iivakag 3).
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HINAKAY 3. EmiéSipeg Toyaromompéveg KMVIKES 00KIPES Yo T Y petofepaneio ko

oppovodepaneio TOL TPOYWPNUEVOL KAPKIVOL TOV EVOOUNTPIOV

Mehétn ApOpog Xopo Xyqpota AcOeveic | Méom PS>2 Xtaow | IHponyodpevn Iponyodpevn
ac0evav Ogpanciog ava empPioon (%) IV (%) GUGTNPOTIKT akTvobepamsio
(emAr£&ipor) okélog Ogpoameia (%) (%)
Toeming | 273(263) | HITA. | Doxo+CisPl 129 123 1512) | 2822 E'ha”"“’ed (NA).no 166 51y
Doxo + CisPl H allowed (NA), no
 Paclit GOSF 134 15.3 nE |36en | o 62 (46)
Fleming .
2004 328 (317) HILA. | Doxo+ CisPl 157 12.6 15(10) | 41(26) | 29 (18)H, no Ch 83 (53)
Doxo + Pacli
GOSE 160 13.6 138) | 36@23) | 31(20)H, noCh 81(51)
;:‘(;fpe“ 299 (281) HILA. | Doxo 150 9.2 25(17) | NA 44 (29) H, no Ch 93 (62)
Doxo + CisPl 131 9.0 29(22) | NA 46 (35) H, no Ch 89 (68)
Gallion Doxo + Cis P1 H allowed (NA), no
2003 352 (342) HIA. | () 169 11.2 29(17) | NA o 96 (57)
Doxo + CisPl H allowed (NA), no
(seh2) 173 13.2 24(14) | NA o 95 (55)
Aapro ,
2003 177 (177) Evpémn | Doxo 87 7.0 17(20) | NA 15(17)H, 1 (1) Ch 48 (55)
Doxo + CisPl 90 9.0 15(17) | NA 25 (28) H, no Ch 40 (44)
gg(')‘ldya 66 (62) HILA. | Megestrol 20 12.0 4(20) | NA No H, 2 (10) Ch 16 (80)
Megestrol + TMX | 42 3.6 7(17) | NA No H, 2 (5) Ch 35 (83)
g‘;gpe“ 324 (299) HILA. | MPA (schl) 145 111 30(21) | 32(22) | NoH,noCh 98 (68)
MPA (sch2) 154 7.0 38(25) | 36(23) | NoH,noCh 99 (64)
f;‘;‘;‘“s"‘ 74 (61) HILA. | Cyc 29 NA 7(24) | NA 10 (34) H, 15 (52) Ch | 20 (69)
Tfosfamide 32 NA 6(19 | NA 7(22)H, 16 (50)Ch | 21 (66)
g‘;gpe“ 387 (356) HILA. | Doxo 132 6.9 50(29) | NA No Ch 116 (68)
Doxo + Cyc 144 73 60 (33) | NA No Ch 132 (71)
‘?gg’;b 46 (43) Kavadé | Cyc+Doxo+5FU | 20 11.0 NA 7(35) | NoH,noCh 10 (50)
Cyc + Doxo + 5FU
MPA L TMX 23 14.0 NA 9(39) | NoH,noCh 11 (48)
IE;’S';“’“S"" 30 (30) H.ILA. | CisPl 14 42 7 (50) 12 (86) | NoH,no Ch 8(57)
CisP1 + Doxo 16 6.7 7(44) | 12(75) | NoH,noCh 11 (68)
+ Cyc
:’ ;g‘g 18 (18) HILA. | Mel+5FU+MPA | 9 77 NA NA No H, no Ch NA
Mel + 5FU + MPA
TMX 9 7.7 NA NA No H, no Ch NA
f;slf“ 205(253) | HILA. | Mel+SFU 122 10.6 3120) | NA Ighall"wed (NA),no 1 0
Mel + SFU+Cyc | 131 10.1 NA gha”"“’ed (NA),no 1 g0
f;s“f’“a 93 (93) oo | TMX 45 NA NA 4(9) NA NA
MPA 43 NA NA 5(10) | NA NA
Horton Megestrol + Cyc
1982 131 (114) HILA. | [ 56 6.2 17(30) | NA 21 (37) H, no Ch NA
Megestrol + Cyc
Do SFU 58 62 18(31) | NA 22 (38) H, no Ch NA
f;;g 24 (22) H.ILA. | MPA (sch1) 11 NA NA NA NA NA
MPA (sch2) 11 NA NA NA NA NA
g";;““ 47 (40) HILA. | Doxo 21 NA NA NA 21 (100) H, No Ch NA
Cyc 19 NA NA NA 19 (100) H, No Ch NA

Doxo, do&opovPikivn; CisPl, ciomhativn; Pacli, makiirag&éhn; GCSF, avénticds mapdyovrag Aevkokvttapov Cyc, KuKAOQOGOALioN;

5-FU, 5 ¢Bopo-ovpakiin; TMX, tapo&ipaivn; MPA, o&wn pedpo&unpoyestepdvn, sch; oxnua; H, oppovoBepansio; Ch, ynueobeponeio

NA, un dwbéoa otoryeia, PS; performance status
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2.1.2. Zuykpvopeva ynUE0DepATEVTIKA Kol OPUOVOOEPATEVTIKA GYNLOTOL

YvvoMkd, 7 povobepaneiec kol 14 cuvovacHOl SLPOPETIKOV POPUAK®V EEETACTNKOV
(ITivaxag 3). H ovwnBéotepa  ypnoipomoloduevn oppovobepaneion oTIc HEAETEC TOL
avaAlvOnkayv, tav n pedpoSumpoyecstepovn M omoio  ypnotpomomOnke oe 3 dokuég (5
okéAN), 000 amd TIG omoieg GUYKPVAV  OlPOPETIKA oynuoto Kol 06celc. H ovvnbéotepa
YPNOOTOOVUEV,  yMUeEBepamevTIK)  aywyn, owomhativip kot doEopovPikivn,
ypnowonombnke oe 5 dokiég (6 okéAn), pwoe omd TG Omoieg CVYKPIVE OLOPOPETIKG
npoypaupoto g dwag Bepamevtikng aywyne. Téooepa Bepomevtikd okéAn mepleddpupavay
povoBepoameio pe doEopovPikivn kot 2 povobepameia pe kokhopwoeauion. H uévn cdykpion
mov a&loloyndnke oe meplocOTEPES amd 1 onuoctevuévn puerAétn Nrav n doEopovPikivn
EVOVTIOV TOL GLVOLACUOD O0E0POVPIKIVIG HE CIOTAATIVI: VO TLYOMOTOMUEVES KMVIKEG
doKluéG ovumeplelaupavoy Ty Topomdve oOyKplon, He  GLVOAMKO aplBud povo 458

acBeveic.

[Tévte odoxwég meprélafav T ovykpilon povobBepameiog evdviio 6€ GLVOLOGUO
QopuaKkwv, 5 1N ovykplon povobepameldv pOvo kol 7 cLYKpvOV TOLAGYIGTOV OVO0
OLLPOPETIKOVG cLVOLAGHOVS Papuakmy. Eikoot éva Ogpamevtikd okéAn ypnoipomoincav
povo ynuetofepamevtiky aywyn (mov mepiEyovy makAtaéAn v = 2; do&opovfikivn v = 6;
do&opovPikivn kol ocromiativn v = 7; dAho ymueoBepamevtikd edppoko v = 6), 8 okéAn
ypNoonoincayv povo Tic oppovodepaneia, Kot 5 okéAN  ¥PNOLOTOINGAY KO TIG OPHOVIKES

KOl YNUIKOOEPOTEVTIKES Oy OYEG.
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2.1.3. TIowoTIKEC TOPAUETPOL TOV TUYOLOTOMUEVOV KAIVIKOV OOKIUMV

Ao 11 17 doxpés, 3 (17%) mepiéypayov Le IKAVOTOMTIKEG AETTOUEPELES EVOV KATAAANAO
TpoOmo TVYoLomoinong Kot 8 (47%) mov mEPEYPAWOV LE IKOVOTOMNTIKES AETTOUEPELES EVOV
KATOAANAO TpOTO omdKpLYNG TG Kotavounsg tov ochevov. Movo 4 odokipég (23%)
avaeépOnkay  Omov pwe  akpifr)g  «intent-to-treat analysisy @davnke va  ekteleital,
oovunepthapfoavouévev OA®v TV acBevedv Tov TVYOOTOMONKAY OTNV  avAALGY NG
emPioong (IMivaxog 4). Ot mpoypappaticpéveg evoldueceg avaivoelg (interim analyses)

avapépinkay oe 3 (17%) dokés. 1 *1* Kapio amd tic 17 dokués dev frav SutAi-togAd.

Iivaxkoeg 4. [Towotynto ™S vwoPorc £kBeong TOV eMALCIHOV SOKIPOV

oyypoagéac, £Tog Anéxpoyn g pedodov M£00d0g Yoppetoyn 0A®V TOV
onpoocigvong T0m00éTNONG TOV TVYO0TTOINGNG TUYOLOTTOUREVOV
ac0evav 610 oKEAN acOevav
Oepameiag

Fleming, 2004

Fleming, 2004

Thigpen, 2004

Gallion, 2003

Aapro, 2003

Pandya, 2001

Thigpen, 1999

Pawinski, 1999

Thigpen, 1994

Ayoub, 1988

Edmonson, 1987

Piver , 1986

Cohen, 1984

Rendina, 1984

Horton, 1982

Sall, 1979
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vell loell [ovl lo- vl o) o) Loel fovd kvoll Lvell foe) o) vl fuol Lvel foe

Horton, 1978
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2.1.4. Méon emPiomon

Yroryela yio v emPiowon Nrav dwwbécipa oe 13 dokipés. Or vrdrouteg 4 dokiuég giyov
UIKPA peYEDn Oetypdtomv Kol mpoavmg oev gixe vmdplel Kopio OTATIOTIKE OMUOVTIKY
O10popd HeTad TMV GUYKPIVOUEV®V OKEAMV CYETIKA [E TNV MPIoN, aALL KovEVO akpiPég

otoyeio dev vanpye dabéoipo.

H povn dokiun pe otatiotikd onuaviikn dwgopd otnv emPimon otig puvbuiouéveg
avalvoelg (adjusted analyses) ovykpive 10 dofopovfikivn pe oclomiativn  evavtiov Tov
do&opovPikivng pe olomhativig kot mokAMTaEéEAng pall pe avéntikd mapayovia GCSF
doxorubicin + cisplatin + paclitaxel + GCSF .'* To cvykpwopeva Oepamevticd okéAn Sev
otépepav uoévo 010 €100g ¢ ynueobepaneiog, aAld emiong Ko ot yoprynon N oy evog
aLENTIKOV OUOTOTIKOV TTOPAYOVTIO OV KPiOnke omapaitnTog yio vo, LEIWGEL TOV Kivouvo
0VLOETEPOTEVIOG GTOV TPITAO oynua ynueodepanciog. H dtapopd ot péon emPimon aviibe
o€ 3 unveg, kot Nrav otatiotikd onuovtikn (12.3 uqveg evavtiov 15.3 puniveg, p = 0.032).
Tpewg emmiéov pehéteg Ppnkav  Oweopés emPioong otic Odpopes OevTEPEVOVGES
avoddoelc. Ot Aapro Kol cuvepyates - dev Pprikav kapio S10popd LETaED ToV GLVEVOGHOD
do&opovPikivng kot clomhativing evavtiov e doopovPikivng oty kvpla avéivon (p =0.11
yw log-rank test), aALQ BpEOnKe GTATIGTIKA GNUOVTIKY] O10(pOpd OTaV £YIVE TPOGOUPLOYN LE
Béon to performance status (p = 0.024). Ot Thigpen kat cuvepyotec ** Swmictowoav 6Tt 1
péom emPioon Nrav xepotepn puéxpt 4.1 punveg otov mEWPOUOTIKO PBpoayiovo pog HEAETNG
oLYKpivovTag TNV LYNAN-0001 0md TOL GTOHOTOS HEOPOELTTPOYEGTEPOVIG EVAVTIIOL GTNV
YPNOUOTOOVUEVY  YounAOTEPT d0om. Koavéva oyoAo 0Oev  €ytve O  OTOTIOTIKN
ONUOVTIKOTNTO OVTNG TNG SPOPAS, AALL INAmONKe 0Tt 0 Kivouvog BavaTov NTaV oNUOVTIKG
peyaAvtepog (oyetikn avénon 31% xwovvov, p = 0.026) petd and mpocapuoyn pe Pdomn to

performance status , 10 eninedo VLOOOYE®V TPOYESTEPOHVNG, TO Pabud dlapopomoinong Twv
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dykav, kat tv niia tov acbevév. Téhoc, ot Thigpen kot cvvepyatec' ™ dev Pprikav kapia
dlpopd oty KOpla ovaivon ocvykpivoviog 1o doEopouvfikivn palli pe KuKAOQOOEOUION
evivtio otn do&opovPikivny (dtapopd otn péon emPioon 0.4 unveg, p = 0.24), ahdd éva
ONUOVTIKO OpeAog mapatnpnOnke petd mpocapuoyn pe Pdon to performance status , to
Babuod dtapopomoinong Twv OyK®V, Tlo NTOTIKEG LETAOTACELS, KOl GAAAEG EVOOTEPITOVOIKEG
uetaotdoels. H mpocappoouévn peimon tov kvdovov katd 17% oyxetikn NtV oplokng
oTATIOTIKNG onuavTikotnrag (p = 0.048).

Ye oyxéon pe vV amoOALT] avénon otn péon emPioon, N OPopd HETAED TOV
Ol0POp®VY Bepameldy NTOV TOAD HIKPY KO YOPOKTNPIOTIKA OeV VIEPEPN Tovg 3.5 punveg, e
mv ekaipeon pog peremnc e, omov wa dpopd 4.1 pnvév mapatnpROnKe, 0AAd ovTd fTav

GTNV TPAYUATIKOTNTA EVAVTIOL GTO VIO £pguva BepamevTikd 6KELOG TNG LEAETNG.

2.1.4 EEEMEN ™¢ péong emPiowong pe tnv Tapodo Tov Ypodvov

YmpEav 1oyvupd otorgeion mwov VWOONA®VAY OTL Ol MO TPOCPUTEG HEAETEG
nepteAdpPavay éva pikpOTEPO TOGOGTO TV 0cBevadv pe @Toyxd performance status
(ovvteleotng ovoyetiopoV -correlation coefficient peta&y tov €rovg dnpocicvong Kot TOV
m0c006ToV TV 060evav pe performance status 2 1 yepdtepo —0.83 , p = 0.001) ko vipEav
emiong otoyyeio OTL 01 O TPOGPATEG HEAETEG TTEPLEAAUPOVOY PEYAADTEPO aPBUd 0G0EVDY GE
OYEON HE TIG TPONYOVUEVEG (CLVTEAECTNG GcLoYETIoUOV- correlation coefficient petald Tov
€toug onupoocievong kot tov peyéBouvg oerypdtov 0.56, p = 0.019 yia Olovg TOLG
Toyonomompuévovg acBeveig kar 0.61, p= 0.009 yw tovg acBeveic mov BewpnOnkav
emAéEpor). Aegv vnpe kapio cagng opopd €mAOYNG o€ GYXEON HE TO YPOVO YO TO
T0G0GTO TV 0cHevdVY pe T0 6Tdd10 vocou IV (cuvtereotrg suoyeticpov 0.06, p = 0.91), av

Kol TOAAG oToyEio EAETOY.
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2N HOVOTOpayovTIK) aviAvon, mn moapoampndsica péon emPimon nNTov  oploxd
oyetilopevn pe 1o péyebog detypdtmv (cvvteleotng omioBodpounong-regression coefficient
1.8 unveg v k6B avénon avé 100 acBeveig otovg emAaéEipong acbeveig, p = 0.060), ntav
OUMG COPESTOTO EMNPEACUEVT OO TO TOGOOTO TV acbevdv pe T @Tteyd performance
status (—2.3 pnveg ava avénon 10%, p < 0.001), kot n péon emPioon avénbnke emiong
ONUOVTIKA HE TNV TAPodo Tov Ypovov (1.6 pnqveg avénon avd dekaetio, p = 0.016).
Evtovtolg, avtd e&nynnke €& oAokApov amd TO UEYOAVTEPO TOCOCTO TWV ACHEVOV UE
yepodTEPO performance status oTIC TOAMOTEPEG UEAETEG. XTNV TOAVTOPOYOVTIKY] OVOALGOTN,
dev vpée amoAvTmOC Kopio emidpacn ¢ PeAtiouévng emPioong ot Mo TPOSPATES
dokipég (0.0 punveg ava dexaetia, p = 0.99), kor kopio enidpacn Tov peyébovg detypdrmv
omv emPioon (0.2 puiveg avénon avéd 100 acbeveic, p= 0.89), evodo m emidpacn ToL
performance status mapéuewve apetdfintn (—2.3 unveg avd avénon 10% oto m0G06To TOV
acBevov pe performance status 2 1 yepotepa, p < 0.001). To performance status gvbvvotav
Y TEPLocOTEPO Omd Ta OVO Tpita NG Tapatnpndeicag petafAntotroc ot péomn emPimon
oe TG TO oTOLKElD (GUVTEAESTAC TOL TPoGdlopiopod  coefficient of determination R’=

0.72).

2.2. Amoteléopoto: PEPOG OEVTEPO

2.2.1. EmAé&yuec emotnuovikég eToupieg

Yuvolka koatanéope oe 224 emotpovikég etoupieg ( Ilivaxag 5). Ot avalnmoeig
Awdiktoov odynoav oty avevpeon 220 etapiov. Or mpdcbeteg avalnmoelg mov
ektelécOnkav oe Pubmed kot avalnnon o€ GLYKEKPIUEVOVS 1GTOXDPOVS TOV gfvan YvmaoTtol
Yy TNV Tapoyn Katevhuvinplov odnyidv odnynoav oty avedpeon 4 emmiéov etoupiov (1
Kol 3 avtiototya) mov moapelyav 0molooNmoTe 100G KatevBuvploy odnyldv. Ympéav 26

oebvelig, 77 nrepotiKég, Ko 153 eBvikég ovidtTeg TOV KAAVTTTOY OLOPOPETIKES EOIKOTNTEG
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(mivaxog 6). Evvéa amd 11g 224 etapieg oev eiyav mposfaciun totoceridn, 23 dev elyav
AELTOVPYIKY 10TOGEAID, Kol 6 glyov meploptopévn tpocPaon; koatd cvvénewa 192 etaipieg
nrav duvatov vo, aEloAoynbodv yua v mapoy] katevduviiplov odnyldv. Ot TeplocoTeEpE

and avtég (n=149) eiyav wotocedida ota ayyAkd (wivakag 6).
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KOTELOLVTIPLOV 00NYIOV

Axpovopio Erapia Iotocerida
gTopiog
AACE American Association for Cancer Education www.aaceonline.com
AACI Association of American Cancer Institutes WWW.aaci-cancer.org
AACR American Association for Cancer Research WWW.aacr.org
AACS American Anti-Cancer Society http://americananticancersociety.com
AAGL American Association of Gynecologic Laparoscopists www.aagl.org
AANCART Asian American Network for Cancer Awareness www.aancart.org
ABOG American Board of Obstetrics and Gynecology www.abog.org
ABS American Brachytherapy Society http://www.americanbrachytherapy.org/
ACCC Association of Community Cancer Centers WWW.accc-cancer.org
ACO-ASSO Austrian Society of Surgical Oncology WWW.aco0-asso.at
ACOG American College of Obstetricians and Gynecologists WWW.acog.org
ACR L'Association pour la Recherche sur le Cancer (ARC) www.arc.asso.fr
ACRF Australian Cancer Research Foundation www.acrf.com.au
ACRO American College of Radiation Oncology WWW.acCro.org
ACS American Cancer Society WWW.cancer.org
ADROP Association for Directors of Radiation Oncology Programs www.adrop.org
AECC Spanish Association Against Cancer www.todocancer.com
AFCR Asian Fund for Cancer Research http://afer.org.hk/
AFROC Association of Freestanding Radiation Oncology Centers www.afroc.org
AFROX Africa-Oxford Cancer Consortium www.afrox.org
AGES Austrialian Gynecologic Endoscopy Society WWW.ages.com.au
AGOF Association of Gynaecologists and Obstetricians in training. www.agof.fr
AGOS American Gynecological & Obstetrical Society www.agosonline.org
AICR American Institute for Cancer Research WWW.aicr.org
AICR Italian Association for Cancer Research WwWw.airc.it/
AIRO Italian Association for Radiation Oncology www.radioterapiaitalia.it
AMWA American Medical Women's Association www.amwa-doc.org
AOGOI Italian Association of Hospital Obstetricians Gynecologists http://new.aogoi.it
AORTIC African Organisation for Research and Training in Cancer www.africa.aortic.org
APAGE Asian Pacific Association for Gynecologic Endoscopy and www.apagemit.com
minimally invasive therapy
APFOCC Asian Federation of Organizations for Cancer Research and http://apfocc.org
Control
APGO Association of Professors of Gynecology and Obstetrics WWW.apgo.org
APOCP Asian Pacific Organization of Cancer Prevention WWW.apocp.org
ARRO Association of Residents in Radiation Oncology WWW.aITo.0rg
ASCO American Society of Clinical Oncology WWW.asco.0rg
ASEICA Spanish Association for Cancer Research www.aseica.com
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ASGO Australian and New Zealand Gynaecological Oncology Group WWW.asgo.net.au

ASOP Austrian Society of Oncology Pharmacy WWwWw.asop.at

ASPO American Society of Preventive Oncology http://aspo.org/

ASTRO American Society for Therapeutic Radiology and Oncology WWW.astro.org

AWCAA African Women's Cancer Awareness Association WWW.awcaa.org

AWS Association of Women Surgeons WWW.WOmensurgeons.org

BACR Belgian Association for Cancer Research www.bacr.be

BACR British Association of Cancer Research www.bacr.org.uk

BACUP British Association of Cancer United Patients www.cancerbackup.org.uk

BASO British Association of Surgical Oncology www.baso.org

BASROC British Accelerator Science and Radiation Oncology Consortium http://basroc.rl.ac.uk/

BGCS British Gynaecological Cancer Society www.bgcs.org.uk

BOA British Oncological Association www.boanet.org

BOPA British Oncology Pharmacy Association www.bopawebsite.org

BSGE British Society for Gynaecological Endoscopy www.bsge.org.uk

BSMO Belgian Society of Medical Oncology www.bsmo.be

BSSO Belgian Society of Surgical Oncology www.belsurg.org

BVRO Belgian Association for Radiotherapy and Oncology www.abro-bvro.be

CAGPO Canadian Association of General Practitioners in Oncology WWW.C0s.ca/cagpo

CAMO Canadian Association of Medical Oncologists WWW.C0s.ca/camo

CAPHO Canadian Association of Pharmacy in Oncology www.capho.org

CAPO Canadian Association of Psychosocial Oncology WWw.capo.ca

CARO Canadian Association of Radiation Oncologists WWW.caro-acro.ca

CCA Cancer Council Australia WWW.cancer.org.au

CCRA Canadian Cancer Research Alliance WWW.ccra-acre.ca

CCS Canadian Cancer Society WWwWw.cancer.ca

CNGOF French National College of Gynaecologists and Obstetricians www.cngof.asso.fr

COS Canadian Oncology Societies WWW.cos.ca

COSA Clinical Oncological Society of Australia WWW.cosa.org.au

CPC Conseils pour la chimiothérapie http://users.telenet.be/cr34200/bib/chimi
o/index.htm

CRFA Prevent Cancer Foundation www.crfa.org

CRI Cancer Research Institute http://www.cancerresearch.org/

CSNZ Cancer Society of New Zealand WWW.cancernz.org.nz

CSSO Canadian Society for Surgical Oncology WWW.C0S.ca/csso

CTNZ Cancer Trials New Zealand www.fmhs.auckland.ac.nz/sms/oncology
/ctnz/default.aspx

DCS Danish Cancer Society www.cancer.dk

DSC Danish Cancer Research Society www.dscf.dk

DSOG Danish Society of Obstetrics and Gynaecology www.dsog.dk

EACE European Association for Cancer Education www.eaceonline.com

EACR European Association for Cancer Research WWW.eacr.org

EBCOG European Board and College of Obstetrics and Gynaecology www.ebcog.org
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EBMG Evidence Based Medicine Guidelines http://ebmg.wiley.com
ECCO European CanCer Organisation WWW.ecco-org.eu
ECL Association of European Cancer Leagues WWwWw.europeancancerleagues.org
ECPC The European Cancer Patient Coalition http://www.cancerworld.org/cancerworld
/home.aspx?id stato=1&id sito=9
EORTC European Organization for Research and Treatment of Cancer www.eortc.be
ESCII European Society of Cancer Immunology and Immunotherapy wWww.escii.org
ESGE European Society for Gynaecological Endoscopy WWW.esge.org
ESGO European Society of Gynaecological Oncology WWW.eSg0.0rg
ESMO European Society for Medical Oncology WWW.eSmo.org
ESO European School of Oncology http://www.eso.net/esonet’/home.aspx?id
~sito=1&id stato=1
ESOP European Society of Oncology Pharmacy WWW.esop.cu
ESSO European Society of Surgical Oncology www.esso-surgeonline.org
ESTRO European Society for Therapeutic Radiology and Oncology WWW.estro.org
FCC belgian federation against cancer www.cancer.be
FCO Finnish Cancer Organizations www.cancer.fi
FESEO Federation of Spanish Cancer Societies www.feseo.com
FIGO International Federation of Gynecology and Obstetrics www.figo.org
FLASOG Latin American Federation of Obsterics and Gynecology Societies =~ www.flasog.org
FNCLCC Fédération Nationale des Centres de Lutte Contre le Cancer www.fnclce.fr
FSG French Society of Gynecology www.sfgynecologie.org
GCF Gynecologic Cancer Foundation www.thegcf.org
GCS Australian Gynecological Cancer Society WWW.gcsau.org
GGOLFB French Speaking Belgian Society of Gynecologist and www.ggolfb.be
Obstetricians
G-0-C Society of Gynecologic Oncologists Canada WWW.g-0-C.0rg
IACR Irish Association for Cancer Research www.ia-cr.ie
ICORG Ireland Cooperative Oncology Research Group www.icorg.ie
ICS Icelandic Cancer Society www .krabb.is
I1CS Irish Cancer Society WWW.cancer.ie
IGCS International Gynecologic Cancer Society WWW.1gCs.org
INC French National Institute of Cancer www.e-cancer.fr
ISBTC International Society for Biological Therapy of Cancer www.isbtc.org
ISC International Society of Chemotherapy (ISC) for Infection and www.ischemo.org
Cancer
ISCO International Society of Cellular Oncology http://www.qub.ac.uk/isco/iscoweb/
ISGE International Society for Gynecologic Endoscopy http://isge.org/
ISIORT International Society of Intraoperative Radiation Therapy WWwWw.isiort.org
ISOBM International Society for Oncology and Biomarkers www.isobm.org
ISOPP International Society of Oncology Pharmacy Practitioners WWW.isopp.org
ISPO International Society for Preventive Oncology http://www.cancerprev.org/ISPO/
ISREC Swiss Institute for Experimental Cancer Research www.isrec.ch
JCA Japanese Cancer Association WwWWw.jca.gr.jp




73

JFCR Japanese Foundation For Cancer Research www.jfcr.or.jp

JSCO Japan Society of Clinical Oncology http://jsco.umin.ac.jp

JSGO Japan Society of Gynecologic Oncology WWW.jSg0.gr.jp

JSOG Japan Society of Obstetrics and Gynecology WWW.jSOZ.0T.jp

LILCT Italian League Against Cancer www.legatumori.mi.it

LLNCC La Ligue Nationale contre le Cancer www.ligue-cancer.net

MASCC Multinational Association of Supportive Care in Cancer WWW.mascc.org

MOGA Medical Oncology Group of Australia WWW.moga.org.au

NAHPCO National Hospice and Palliative Care Organization www.nhpco.org

NCCN National Comprehensive Cancer Network WWw.ncen.org

NCGC National Centre for Gynaecological Cancers http://www.canceraustralia.gov.au/ncgc-
homepage.aspx

NCI National Cancer Institute WWW.cancer.gov

NCRA National Cancer Registrars Association WWW.NCra-usa.org

NCS Norwegian Cancer Society www.kreftforeningen.no

NCU Nordic Cancer Union WWWw.ncu.nu

NFCR National Foundation for Cancer Research www.nfcr.org

NGF Norsk Gynekologisk Forening www.legeforeningen.no/ngf

NHMRC National Health and Medical Research Council www.nhmrc.gov.au

NICE National Institute of Health and Excellence www.nice.org.uk

NK Dutch Cancer Society www.kwfkankerbestrijding.nl/index.jsp

NSGO Nordic Society Gynecologic Oncology WWW.Nsgo.org

NVCO Dutch Society of Surgical Oncology http://nvvh.artsennet.nl

NVMO Dutch Association of Medical Oncology WWW.NVmo.org

NVOG Dutch Society of Obstetrics and Gynecology www.nvog.nl

NVRO Dutch Society for Radiotherapy and Oncology www.nvro.nl

NZACS New Zealand Association of Cancer Specialists WWW.Nzacs.org.nz

OEGGG Austrian Association of Gynecology and Obstetrics www.oeggg.at

OEGHO Austrian Society of Hematology and Oncology www4.billrothhaus.at/oegho/cms1

OGO Austrian Society of Oncology WWW.0ego.or.at

OGRO Austrian Society of Radiation Oncology http://gin.uibk.ac.at/oegro

RANZCOG Australian and New Zealand Royal College of Obstetricians and www.ranzcog.edu.au

Gynaecologists

RCOG Royal College of Obstetricians and Gynaecologists www.rcog.org.uk

RTOG Radiation Therapy Oncology Group WWW.Itog.org

SAKK Swiss Group of Clinical Cancer Research http://sakk.ch/

SASRO Scientific Association of Swiss Radiation Oncology www.sasro.ch

SCGP French Society for Gynaecologic Surgery WWW.scgp.asso.fr

SCL Swiss Cancer League www.swisscancer.ch

SCS Swedish Cancer Society www.cancerfonden.se

SEG European Society of Gyneacology www.seg-web.org

SEGI Italian Gynecologic Endoscopy. Society www.segionline.it

SEGO Spanish Society of Gynecology and Obstetrics WWW.Sego.es
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SEOM Spanish Society of Medical Oncology: WWW.Seom.org

SEOQ Spanish Society of Surgical Oncology WWW.S€0(.0rg

SEOR Spanish Association of Radiotherapy and Oncology WWW.SEor.es

SFCO French Society forSurgical Oncology www.sfco-esso.com

SFOG French Society for Gynaecologic Oncology http://asfog.free.fr

SFRO French Society of Radiation Oncology www.sfro.org

SGGG Swiss Society of Obstetrics and Gynecology www.sggg.ch

SGI Society for Gynecologic Investigation www.sgionline.org

SGO Society of Gynecologic Oncologists WWW.SZ0.0rg

SGS Society of Gynecologic Surgeons www.sgsonline.org

SIC Italian Cancer Society www.cancerologia.it

SICO Italian Society for Surgical Oncology www.sicoonline.org/

SIGN Scottish Intercollegiate Guidelines Net work www.sign.ac.uk

SIGO Italian Society of Gynecology and Obstetrics WWW.sigo.it

SIOG Italian Society of Gynecologic Oncology www.siog.info

SKI Icelandic Association for Cancer Research http://www2.hi.is/page/lif iacr

SLACOM Latin American and Caribbean Society of Medical Oncology http://english.slacom.org

SLO Luxembourg Cancer Society www.slo.lu

SOGC Society of Obstetricians and Gynaecologists of Canada WWW.S0gC.0rg

SROA Society of Radiation Oncology Administrations WWW.SI0a.0rg

SROC Swiss Radiation Oncology Centers www.radio-onkologie.ch

SSO Society of Surgical Oncology WWW.SUrgonc.org

SSO Swiss Society for Oncology WWW.S$S0-5g0.ch

SwissAGO Swiss Society for Gynecologic Oncology WWW.swissago.ch

SwissBridge Swiss Bridge Foundation www.swissbridge.ch

SYNGOF National Association of French Obstetrians and Gynecologists www.syngof.fr

TROG Trans Tasman Radiation Oncology Group http://trog.com.au

UICC International union against cancer WWWw.uicc.org

UPIGO International Professional Union of Gynecologists and Obstetrics WWW.upigo.org

VVOG Flemish Speaking Belgian Society of Gynecologist and www.vvog.be

Obstetricians

WCRF World Cancer Research Fund International www.werf.org

WFSOS World Federation of Surgical Oncology Societies www.wfsos.com.br

WHO World Health Organization www.who.int

WOG Dutch Gynecologic Oncology Group http://ike-
net.nl/IKMN/werkgroepen/gynaecologisc
he oncologie/index.php

ACOR Association of Cancer Online Resources

ACOS Asian Clinical Oncology Society

AOC Alles Over Cemotherapie

AOCOA Asian Oceania Clinical Oncological Society

CAPCA Canadian Association of Provincial Cancer Agencies

DSKO Danish Society of Oncology
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DSMO Danish Society of Medical Oncology

ECSAOGS East Central and Southern African Association of Obstetrical and
Gynaecological Societies

FGA Finnish Gynecological Association

FIK Icelandic Society of Obstetrics and Gynecology

FSRO Fnnish Society for Radiotherapy and Oncology

GCIG Gynecologic Cancer Intergroup

IGOS Irish gynaecological oncology society

IRCA International Cancer Rehabilitation Association

ISCGT International Society for Cell and Gene Therapy of Cancer

ISMO Irish Society of Medical Oncology

ISRO International Society of radiation oncology

ISSO Irish Society of Surgical Oncology

JASTRO Japan Society of Therapeutic Radiology and Oncology

JNCC Japanese National Cancer Center

JSGOE Japan Society of Gynecologic and Obstetric Endoscopy

JSMO Japanese Society of Medical Oncology

NFGO Norwegian Forum for Gynecological Oncology

NOGA Norwegian Obstetrics and Gynecology Association

NVVO Dutch Society of Oncology

NZSO New Zealand Society for Oncology

SFEG French Society for Gynaecological Endoscopy

SFOG Swedish Society of Obstetrics and Gynecology

SGMO Swiss Society of Medical Oncology

SLACOG Latin American and Caribbean Society of Obstetrics and
Gynecology

SOE Swedish Society of Oncology

SRC-CRS Cancer Research Society of Canada
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EmAé&ipeg Erapieg pe Erapieg mov wapseiyav
(ne mpospaciun 1otocerion) 16T06EAIO0 6TV 0TTOLEGONTOTE
Etapieg ayyMKn yAoooao KOTELOLVTIPLES 00N YiEg
‘Hreipos
Aebvig 26 (22) 22 6
Apepikn 35(33) 32 16
Evpdmn 16 (16) 16 8
Appkn 4(3) 3 0
Aocio 7(5) 5 1
Avotporio & N.
ZHMVPM 15 (14) 14 9
Xaopa
HITIA 32 (31) 31 16
Kavadag 13 (11) 11 3
Boépewa Evpdmnn
2ovndia 3(D) 1 1
NoppPnyia 6 (4) 2 1
Iloiavdia 3(2) 1 0
Dviaviio 3(1) 1 0
Aavia 5(3) 3 0
IpAaviia 6 (3) 3 0
Hvowuévo Boaiiero 11(11) 11 5
Kevtpwn & dvtikn
Evpomn
Avopio 6 (1) 1 2
Ilomavio 7(7) 3 1
Elpetio 10 (9) 4 2
Lollia 13 (12) 2 4
OlAavdia 8 (6) 1 2
Bélyio 8 (8) 5 2
Aovéeufotpyo 1 (1) 0 1
TItolia 9(9) 3 5
larwvia 9(5) 5 0
Tomog Korvwviag
IMyvawkoloyikn 64 (53) 35 21
Fsvu<’ﬁ Katdé Tov 53 (47) 38 17
KOPKivov
OyKoAoYIKY| 22 (13) 10 4
AxtvoBepamevtikng 23 (20) 15 6
Xelpovpyikn oyKoroyio 11 (10) 6 3
‘Epgvva kapkivov 24 (23) 21 7
A\ 27 (26) 24 11
Zvvolo 224 (192) 149 69
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2.2.2. AtoBectudTTO OTOLOVINTOTE KATELOLVTIPLOV 0ONYIDV

E&nvra evvéa etanpieg (31%) mapeiyav omotodnmote 100G 00NY1DV GTOVG IGTOYMDPOVG
toug (mivaxag 6). I'a mevivia evvéa amd aVTEG, TOLANYIGTOV LU0 00T Yio HTOV OVOTTUYUEVN
amd 1 dw TV etapia kot ot vworoneg 10 mapeiyav vVepoHVOIEST GE KaTELOVVTINPIEG 0N YiES
mov avortoydnkov amd kdmowo dAAn etaipio. Ilevvra 600 (75%) etaupieg mapeiyav Tig
odnyleg otv ayylkn yAoooca. Ot vmorowmes 17 (25%) mopeiyov Tic 0dnyieg oe GAAeg
yAdooeg (4 Ttalkn, 3 Tepuavikn, 3 Toddkn, 1 Toddwkn ko Fepuovikn, 2 Olhavowkn, 1
NopPnywn, 1 Belywn ko 1 oAk (AovEeppoidpyo)). H dabeciudtta tov odnylov dgv
OLEQepPE aVAAOYO LLE TN YEOYPOAPIKT EVTOMION N TNV EOIKOTNTO TNG KOs etaupiag (mivaxog

6).

2.2.3. Emé&ueg odnyieg yuo ™ ynuetobepaneion 6TOV TPOYWOPNUEVO YOVOIKOAOYIKO

KopKivo

Eikoot opyaviopol mopelyav omotodnmote €idog kotevBuvinpiog odnylag ywoo
ymueodepaneion 6TOV TPOYWPNUEVO 1| VTOTPOTIALOVTO YUVOIKOAOYIKO Kapkivo(mivakoag 7).

Meta&d avtov, 14 giyov avartiéel TovAdyiotov po eMAEEUN 0dnyio 6TV ayyAKn YAOGGO.

Oyt ovrotneg mapeiyav odnyiec Yo T ynueodepansio kapkivov tov pactov™ ' | 10 ya

157-166 157-161, 164,166

TOV KOpKivo TV wodnkmv , 8 Y1 TV Kopkivo TOL TPayNAOL NG UNTPOG ,

157-161,165-167

Kol 8 Yy Tov  Kopkivo TOL €VOOUNTPLOV . [Tévte  etoupieg elyav avamtuéet

katevBuvtnpleg odnyleg oe oyéon pe ™ ynuewoBepameion Yo OAEC TIG TOPATAVOD

157-161
veomhaotec. >
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TPOYOPMNUEVO YUVULKOAOYIKO KOPKIVO

™ ynuewdepancio otov

Emompoviki)
gTapio

Iotocelidoa

Kapxkivog
RO.GTOV

Kapxkivog
QoOnkev

Kapxivog
TPOUYNAOL

Kapxkivog
EVOOUNTPIOV

American Cancer
Society

WWW.cancer.org

NAI

NAI

NAI

NAI

American College of
Obstetricians and
Gynecologists

WWW.acog.org

OXI

OXI

OXI1

NAI

American Society for
Therapeutic Radiology
and Oncology

WWW.astro.org

YIIEPZYNAEXH

YIIEPZYNAEXH

YIIEPZYNAEXH

YIIEPZYNAEXH

Association of
Residents in Radiation
Oncology

Www.arro.org

YIIEPZYNAEZH

YIIEPXYNAEXH

YIIEPXYNAEZH

YIIEPZYNAEZH

Australian
Gynecological Cancer
Society

WWW.gcsau.org

OXI

NAI

NAI

NAI

British Association of
Cancer United Patients

www.cancerbackup.org.uk

YIIEPZYNAEXH

YIIEPZYNAEXH

YIIEPZYNAEXH

YIIEPZYNAEXH

Canadian Association
of General
Practitioners in
Oncology

WWW.cos.ca/cagpo

YIIEPZYNAEZH

YIIEPXYNAEXH

YIIEPXYNAEZH

YIIEPZYNAEZH

Cancer Council
Australia

Wwww.cancer.org.au

OXI

NAI

OXI

OXI

European Society for
Medical Oncology

WWW.E€5mo.org

NAI

NAI

NAI

NAI

International
Federation of
Gynecology and
Obstetrics

www.figo.org

OXI

NAI

NAI

NAI

International
Gynecologic Cancer
Society

WWW.igcs.org

OXI

NAI

NAI

NAI

Medical Oncology
Group of Australia

Www.moga.org.au

YIIEPZYNAEXH

YIIEPZYNAEXH

YIIEPZYNAEXH

YIIEPZYNAEXH

National Cancer
Institute

WWW.Cancer.gov

NAI

NAI

NAI

NAI

National
Comprehensive Cancer
Network

WWW.Nncen.or

NAI

NAI

NAI

NAI

National Foundation
for Cancer Research

www.nfcr.org

NAI

NAI

NAI

NAI

National Health and
Medical Research
Council

www.nhmrc.gov.au

NAI

NAI

OXI1

OXI1

National Institute of
Health and Excellence

www.nice.org.uk

NAI

NAI

OXI1

OXI

Royal College of
Obstetricians and
Gynaecologists

www.rcog.org.uk

YIIEPZYNAEXH

OXI

OXI

OXI

Scottish Intercollegiate
Guidelines Net work

www.sign.ac.uk

NAI

NAI

NAI

OXI1

Society of
Gynecologic
Oncologists

WWW.Sg0.0rg

OXI

OXI

OXI1

NAI




79

2.2.4 BaBuordoynon peretdv, 160G GLOTACEMV Kol YPOVOAOYio OMUOGIELONG TV

KateLOLVINPLOV 0N YLDV

Atyo mepiocdtepec amd TIC WGEC amd TIC 00MYyleg mOL KAALMTAY Tr YPNoTm NG
mueoBepaneioc  oTOV  TPOYWPNUEVO  YOVOIKOAOYIKO  Kapkivo  avépepav  cOGTNUO
BabpoArdynong o oxéon pe v molotnta tev peretov (level or evidence) v Ayotepeg amd
TIC JGEG avépepav cOoTU Pabuoidynong yo Ty 100 TV cvotdoewv (recommendation
grade) (mivaxog 8). O ypOvog ONUOGIELOTG TOV KOTEVOVVTPLOV 0ONYIDV O JEPEPE UETAED
TV veomlaoimv mov e&etdotnkay (mivakag 8). Ilepimov ta 600 Tpita TV 0dNYLOV MTOV
ONUOGIELEVEG HEGH GTO TEAELTAN 5 €T KOl TEPLOCOTEPES OO TIG LMGEG UECH OTA TEAEL T
2 ¢ém. Koplo onuovtikr dweopd dev mapatnpidnke otic odnyieg yioo Toug TE00EPLS
YOVOIKOAOYIKOVG KapKivovg 0UTE Yo TNV MUEPOUNVIR TG ONUOGIELONG TG TTO TPOSPOTNG
aVOQEPOLEVNG TLUYOMOTOMUEVNS KAVIKNG OOKIUNG 1] UETO-OVOALONG, OVTE Yo ToV apliuod
AVAQEPOLEVOV TUYOOTOMUEVOV KAVIK®V SOKIUOV 1] UETO-OVOADGEDV TOL dNUOCIELON KOV

Héca ota TeEAEVTOi 5 €T Kot GUUTEPIANPONKOY EVTOC TWV 0N YUDV.



80

IHINAKAY 8. Avanton Kot pnopomoinoen otoiyeimv amd Tuyalomompéveg

KAVIKEG OOKIUEG EVTOS TOV KATELOLVTIPLOVY 001Y1OV

: z P
Eidog kapkivov value
2 2 Kapkivog Kapxkivog 2
Kapkivog Kapkivog g z Kapkivog
ROoTOV 0odnkav Tpayithov III- Tpaiihov gvoountpiov
IVa IVb
ApOpég drebécipmv 0oLV
8 10 8 8 8
BaOpoloynon Tov HEAETOV KOL TOV GVGTACEMV
Erinedo ororyeiowy 5 (63%) 5 (50%) 4 (50%) 5 (63%) 4 (50%) 0.96
Bafuée cboraons 3 (38%) 3 (30%) 3 (38%) 3 (38%) 2 (25%) 1.00
XTolyElo M TPOS TO YPOVO AVATPOCOPUOYS TV 00N VLAV
ﬁ‘;ﬁiﬁ”gﬁ;ﬁw 2008 2007 2008 2008 2008 0.97
, (2001-2009) (2001-2009) (2001-2009) (2001-2009) (2001-2009) '
Kol EPOg)
Odnyieg mov
onuoaigvovial uéoa. 6 (75%) 6 (60%) 7 (88%) 7 (88%) 6 (75%) 0.66
oto, teAevtaia 5 étn
Odnyies mov
onuoaigvovial uéoa. 5 (63%) 5 (50%) 5 (63%) 5 (63%) 4 (50%) 0.97
oto, tedevtaia 2 &ty
Huepounvia g mo
TPOCPATHG
KVAPEPOUEVIS 2008 2006 2005 2005 2006 -
CLXCROTOUILLEVIS (2000-2008)  (1996-2007)  (1999-2007)  (1985-2007)  (2004-2006)
OOKIUNG 1] UETO-
avaloong (uéon tyun
Kai E0POS)
Avagpopa. oe
TOYOLOTOINUEVN
ﬁiﬁfm perar 6 (75%) 5(50%) 3 (38%) 3 (38%) 4 (50%) 0.81
ONUOGIEVUEV ETOL
oto. tedevtaia 5 étn
Xpnowyonoinon TV 6Totyei@v amé ToyaoToIUEVES doKINEG
Avogpopa o€ uio.
iggonom@m 7 (88%) 9 (90%) 3 (38%) 4 (50%) 4 (50%) 0.09
doxiun
Ap1Buog avapopdrv
TLHOTOUEVY 11.88 9.9 1.63 1.25 138 <0.00
OOKIUWV (UEGOS 1
0pog)
Avapopa o¢ pia 6 (75%) 3 (30%) 2 (25%) 1 (13%) 0 0.013
E0T UETA-OVALDON
Ap1Buog peta-
ovalboewv (UEoog 1.38 1.1 0.63 0.13 0 0.19
9pog)
2boraon yio avaykn
V1 TEPIOCOTEPES 6 (75%) 7 (70%) 3 (38%) 5(63%) 4 (50%) 0.62

TOYOLOTOINUEVES
OOKIUES
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2.2.5 Xpnowonoinon otoyelmv amd TuYooTOMUEVEG KAVIKES OOKIUEG

O opOudc TV TLYUOTOMUEVOV KAVIK®V SOKIUDV OTIC OTOlEG £YVE avapopd oTa
TAOLG10 TOV 0OMNYLDOV O1EQePe onUovTIKA petald tov egetalopévov veomlaoiov (p< 0.001)
(mivaxog 8). Xyxeddv Oheg o1 0d0MYyieg Yoo TO KOPKIVO TOL HOGTOV Kol WOONK®OV avépepav
TOVAQYIOTOV 10 TUYOLOTONUEVT] KAVIKT] QOKIUY HEGO OTIS GLOTAGELS TOvg evovtt 50% N
MYOTEPO TV 0OMNYIDV YO, TOV KOPKIVO TOL TPAYNAOL NG UNTPOG M TOV KOPKivo TOL
gvoountpiov. H avagopd oe peta-avoldcelc MoV emiong cvyvotepn OTIC oonyieg Yo
KOPKIVo HaoTOV Kol woONK®V 6€ oY£0T LE TOVG KAPKIVOLG TOL TPUYNAOL TG UNTPOS 1 TOV
gvoountpiov. Iopdia avtd, o aplBUOC 0dNYIOV TOL TPOTEWVAV TNV OVAYKT Yo OlEVEPYEL

VEOV TUYOLOTOUNUEVOV KAMVIKOV SOKIUDV O€ SEQEPE UETAED TOV TEGCAPMV VEOTAUGLOV.

2.2.6. Xvinmon tov exPfdcewv g ynueobepaneiag evtog TV Katevbuvtplov

0on Y1V

Avoldoape Tic  O0popeg ekPAoEl o€ GYEON UE TNV OMOTEAEGUOTIKOTNTO TNG
mueodepancioc mov cvlntnkav otic odnyiec. Eetdoape edv ol odnyieg mapeiyov
OTOLONTOTE ONAWGOT GYETIKA e KOO o amd T aKOAOVOEC TTLYEC TOV AMOTEAECUATMOV TNG
mueoBepancioc: péon  emPimon, emPimon-ededBepn-vocov, mococTd OmAVINGNG KOl
TOGOGTO LLOTPOTNG HETA amd ynueodepaneiog, Pedtimon T@V cuuTTOUATOV, TOLOTNTA (ONG,

To&IKOTNTO KO KOGTOG TNG YNuelofepameiag.

ANAOGEIS oYeTIKA e T péomn emPimon Mrov S0OEGIES OTIC TEPLGGATEPEG 00NYiEG
YOPIG ONUOVTIKY O10popd GTO GYOA OVTNG TS KBNS YO TIC SPOPETIKEG VEOTANGIES
(mivaxog 9). AvtiBétwg, n cvl{nmon tov ekBdcemv Onmc N emPimon-eAedlBepn-vocov , to
TOCOGTO amdvInomg otn ynueodepanciog, n Pedtioon OV cuUTTOUATOV, 1| TOOTNTO TNG

Cong, kot 1 To&IKOTNTO TOV EOPUAK®V SEPEPE CNUAVTIKE LETAED TV TEGGAP®Y HOPPDOV
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KopKivov, pHe TG 0dnyiec Yoo TOV KOPKivo TOVL HOGTOD Kol TV MOONK®V  vo TopEyovV
oLYVOTEPQ TETOLEG ONAMOELS GE GYXECN LLE TOVG KOPKIVOLS TOL TPOYNAOL TNG UNTPOG KO TOV
evoountpiov. Mo ovykekpéva, kopio omd TIC 00Nyieg Yy TOV KApKivo TOL TPOyNAOL
otadiov III-IVa v tov kapkivo tov evoountpiov dev acyoAndnke pe {ntmuoto c€ 6yEon 10
KkooTOg TG YMueoBepaneiog, evad Ayotepo amd 40% £xave omoladNmoTe AVaPOPE GYETIKA

pe v to&ikotta g (tivaxog 9).
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HINAKAY 9. Xvinmnon ekpfdaceov o¢ oyéon pe TV GMTOTEAEGUATIKOTNTO TG

Oepameiog
Eidog kapkivov P value
, , Kapxivog Kapxivog 2
Cherat. Qobeoy  Turidov  mapiton GRS
" L I-IVa Vb TP
Ap1Bpdc dwbéoumv 8 10 8 8 8
odNyLdV
Méon emPioon 7 (88%) 8 (80%) 5 (63%) 5 (63%) 5 (63%) 0.68
EmBioon-gledbepn-
véGoL 7 (88%) 8 (80%) 2 (25%) 3 (38%) 3 (38%) 0.033
Amdvtnon ot
Oepomeio 7 (88%) 10(100%) 3 (38%) 5 (63%) 5 (63%) 0.024
Ymotpor 4 (50%) 6 (60%) 7 (88%) 8(100%) 7 (88%) 0.092
Avakovpion
CUUTTOUATOV 4 (50%) 8 (80%) 1 (13%) 6 (75%) 1 (13%) 0.005
Towmra torg 6 (75%) 5 (50%) 0 5 (63%) 0 0.001
Tocuwdmra 7 (88%) 8 (80%) 3 (38%) 2 (25%) 3 (38%) 0.039
Koorog fepanciog 3 (38%) 2 (20%) 0 0 0 0.054

2.2.7 Zu6Tda0EIS MG TTPOG T XPNOoT TG YNHeodepameiog

Kopio oand tig dwbéoiueg odnyiec dev MOV €VAVIIOL OTN YPNCLLOTOINGCT NG

nreobepaneiog e avtovg Toug acheveic. Oleg ol 0dnyieg AVNKAV Vo ETIKLPOVOLV dpEeca

N éupeca tn xpnomn Kamowog Hopeng ynuetobepameiog, TOLAN(IOTOV GE KATOLES OUAOEG

acBevav. Kapio onuovtikn dtapoporoinon yio ) xpnon ynueodepomneiog o datvmmOnke

Yo TOV Kapkivo paotol, modnkav 1 tpoyniov puntpog otadio I-IVa.

157-166

I"a tov xapkivo

Tpoyniov pntpag otadiov IVb ot odnyieg eiyav pepikéc emeuidéelg onlwvoviag o1t

Bepamneio mpénel va e&atopikevbel («oe acBeveic pe otdoo vocov IV m Bepaneio mpémet va

’ I , I r r 166\ - ~ ’ r
eEatopukevdel mhpa ToAD avaroya pe T dacmopd TG VOGOL» ) N OTL KOO TUTOTOINUEVT

wupeobepamneia dev eivor dabéoun («Kapio tomomompévn Bepaneio ynueobepaneiog dev
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gtvon 01Béoun yu Toug acbeveig e koapkivo Tpayniov untpag otadiov IVb mov va mapéyet
TO OVGLOCTIKY (XV(XKOﬁ(plcn>>160 Kol « Agv vmapyxel kopio KoAn eviaio wpocEyyiom
mueoBepaneiog mov pmopetl va PeAtidoel v emPimon otovg achevelg e TO PETAGTOTIKO
KopKivo TpoynAov G UnTpos. Avotuxdg, avtég ot ynuelobepomeieg  Asttovpyovv
YOPAKTNPIOTIKA LOVO Y10, LEPIKOVS UMVES TPOTOV VO apyiceL Vo avEaveTal TAAL O KopKivog.
O meprocdtepol acbeveic evoldovy TEMKA OTOV KOPKIVO KOl Ol KOADTEPEG GTPUTNYIKES

161

Oepancioc omatteitor va PpeBodvy ). T'lw tov Koapkivo tov evdountpiov, 3 odnyieg

mopovciocayv HOVo o oToryeio omd TIC OOKIUES YOPIG COPEIG GLGTAGELS TTOL VO VITOONAMVOVY

. , , . . 159,160,166
0Tt o1 acbevelg Ba weelovvtov amd 1 ynuebepaneio .

OMec o odmyieg, pe
e€aipeon 1 otov kopkivo Tov gvdountpiov kot 1 otov Kapkivo Tpayniov UNTpog oTadiov

IVb, mapovciacav oTotyeld 6 GYEON HE TN YOPNYNOT OCLYKEKPIUEVOV YNLEI0OEPATEVTIKMDV

oyMUdTov.



3.XYZHTHXH
H mopodoo perétn moap€yel onuaviikn mAnpogopio yioo v mwpdodo otV
OVTILETOTIGT TOV KOPKIVOV TOV EVOOUNTPION TPOY®PNUEVOD GTAdIO0V.

To mTpdTO HEPOG TNG LEAETN OLPOPE TNV OVTILETMTION TOV TPOYOPNUEVOL KAPKIVOL TOV
gvoountpiov. H 01k1| pag avackomnon g Pipioypapiog £0e1&e OtL Ta GTOTYXELR Yot TN YpNON
TOV OPLOVODEPUTEVTIKOV KO YNUELOOEPATEVTIKDV OY®YDV GTIC YUVAIKES UE TPOYMPNUEVO
KOPKivo TOv evdounTpiov TOPOUEVOLV TEPIOPIGUEVO KOl OYETIKA adUVApL. APKETEG
TUYOLOTOMUEVES KAMVIKEC OOKIUEG €XOVV TPOKVYEL OTIC TEAELTAiEg 3 deKaeTieg ol omoieg
€yovv mpaypatorombel and menelpapévoug epevvntéc. Evtontolg, yio va KuploAEKTGOVIE,
oVte N opuovikn Bepameio ovte N ynuelobepaneia £xel amoderybel 0VGLUOTIKA VO TPOGPEPEL
OTOLOONTOTE CAPES OPEAOG EMPIMONG EVAVTIO GTN U1 YOPYNON GLGTNUATIKNG Oepoameiog og
avtog Tovg acbeveils. Néeg OepamevTiKEG ay®YEG TOV YPTCLOTOLOVVTOL GE AALEC LOPPEC
KOPKivou evogyopévme vor €xouv BETIKA amOTEAEGHOTO Y10l TOV KOPKIVO TOL gvdountpiov
omw¢ eaivetar amd pikpéc peréteg edong I/I1 oe 011 apopd v amdvinon t®v OYKoOV o1t
ymuerodepamneiog.

H povn toyaomomuév kKAviky peketn' ™ oty omoio Ppédnke kGmoo Oehog oty
eMPlOONG OTIC UM TPOGOPUOCUEVEG OVOADGELS EIYE OPLOKT] CTATIGTIKY] GNUOVTIKOTNTO, KOl
0 mapatnpnfév deerog NTav Kkpd and amoymn Peitimong oty cvvolkn emPioon. Ta
VNG TocooTd  vevpotofikdtntag oe ovth T ok Y kobioTodv fva TéTolo 6QENOC
akoun mo appiofnowo. EmmAéov, n o ko pdévo oplokd GTaTIGTIKA OTUAVTIKT O1opopd.
oty emPioon pmopel va avapévetor amid kotd toyn petald tov 17 doxav. Eilval
evolpépov va avapepbel  OtL 01popeg AAAeC doKIEG Exovy avadeiel mOavEg dapopég
otV emPimon, 0t OHOS OAeg LVIEP TV VIO Epevva BepamevTik®dv aywymv. Evtovtolg, avtég
ol dpopeg mapatnpnnkav otic mpocapuoouéveg avarvoels ( adjusted analyses) mov

UTOPOVV va. unv €ivorl 1 To KOTAAANAY TPOGEYYION Y10 TIG GOOTE TUYOOTOMUEVES KAVIKEG
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Sokuéc'’

. Ot TpoCaPLOGUEVEG VOADGELS UTOPEL VO 00Ny OOVV GE GTATIGTIKG CTULOVTIKG
OTOTEAEGUATO, OUPIGPNTACIUNG ®CTOGO 1(5)(1’)09168

H onuovtikn etepoyévela  otig Oepamevtikés aywyéc mov ypnowomomdnkav (21
olpopeTikéc  Oepamevtikég aywyéc o 17 dokég) miotomolel TN OvoKOAMO GTOV
TPOGOIOPIGUO T®V MO amoteAecUaTIK®V Oepaneidv. TTapd tovg mepimov 3000 acbeveic mov
ToyoomomOnKav, Hovo 000 BepameVTIKEG ay®MYEG CLYKPIONKAY GUEGA Yo TN OpOPd TOV
otV emPiwon o€ TEPIGGOTEPEG OO O LEAETEG KOl OKOUN KOL Y10 OVTEC TIG GLYKPIGELG
Myotepot amd 500 acBeveig aforoynOnkav. Ot tuyotomomuéveg KAVIKEG OOKIUEG TOV
Tpaypatoromonkoy péxpt onuepa MTav TOOVOS UIKPNG OTATIOTIKNG 16Y00C Yo vol
avyyvebGOUY  IKOVOTOMTIKEG OlpOPES OtV eMPION 0EO0UEVNG TNG TPOCOOKDOUEVIG
OTOTEAECUATIKOTNTOS TV Olnbéoiuwv onuepa Bepamevtikodv oyoydv. O oyedOGUOC
UEYOAVTEPOV KMVIKOV OOKIU®V 1owg vo Pondnoel ommv avedpeon OmOTEAEGUATIKOV
Oepameimv.

Ov 01bpopeg pHeAéETeG OV avalOONKay €0® Oev TOpelyov OTOXELD OYETIKO HE TO
TO10TIKA YOPOKTNPIOTIKA TOV 0pOpoVV TOV TPOTO TVuYatomoinong. H éldenym simhov-tupAav
UEAETMOV, KOL 1] OMOVGI0 OTOLEI®V GYETIKA LE TOV TPOTO TLYOLOTOINGNG, KO TV OTOKPLY)
KOTOVOUNG £xouv cuvdedel e Ta WeLdmg evepyeTIKd amoteAéopata e Oepaneiog oe GALOVG
atpucong topets. " Qotd00, ot HEBOSONOYIKES OVETAPKELEC Ol Omoleg avapEpANKaY oF
TOAAEG oo TIG PEAETEG TOV GLUTEPIANPON GV dev £yovV TAVTOTE GLVOEDEL Pe amoTeAécpato
OV £6QOALEVE VoL EULVOOVY TO VT eEETaoT oKENOC TNG Oepametac.'”

AveEapmra ®oTOC0 amd TIG OTOiEg EMPVAAEELS, O GOOTOC GYESOGLOS KOl 1 OLVOPOPAL
TOV TOOTIKAOV GLOTATIKOV MG HEAETNG Oa ftav ypnoiua oe avtdv Tov Topéd, Om®G GE
onoodNmote wTptkd topéa .0 H peydhn mheloynoio Tov HEAETOV Y10 TOV TPOY®PTHEVO
KOPKIVO TOVL EVOOUNTPLOV ATEKAEIGE PEPIKOVG TLYOMOTOMUEVOLG 060eVElS amd TIC AVaAVGCELG

emPioong AOYw tov dtdpopwv kputnpiov un emioyng tovc. O PBabuodg otov omoio avtd
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umopet va etoaydyetl AdOn (biases) oev umopel va kaBopiotel, aAld 1o 1Wavikd HBa frav avtol
ol acBeveig va &xovv avaivbel, yioo v emiPiwon TOLAL(IGTOV, GLUVOMKA ceROUEVOL TNV
OPYIKT TLYOLOTTOINOT Tovg.13 7 Meyodtepn Opoc avnovyia mpokalel 1 xpHon Sbpopov
TPOGAPUOCUEVAOV deVTEPOYEVOV avalvoewV (secondary adjusted analyses) mov viofetiOnkoav
TPOKELUEVOL Vo ovadei&ovy omopadikd o@éAn oty emPiomon. H ekiektikny avoapopd Tov
feTikdV amoteleoudTOV elvar Eva OAO KO TEPIGCOTEPO OVAOLOUEVO TPOPANUOL OTIG KAVIKES
neAéteg o OAN TV 1arpu<1’1168’172 , KOl Ol HEAETEG Yl TN ynuetobepaneiog otov Kapkivo Tov
EVOOUNTPLOL PaiveTorl vo eppavifovv to TpdfAnua avto.

Muw onuavtikn mAnpoeopio. Tov mopabicape 6 aLTAV TNV avackKonnon sivar Ot
TEKUNPIOGOLE oL IoYVPN TAOT EMAOYNG (CLGTNUATIKO GPAALO ETAOYNG) LLE TV TAPOOO TOV
xpOVoL 61N cvvbeon TV TANBLVoUOY peAéne. Yanpée po cagpng HEI®mOT 6TO TOGOGTO TV
ovumepthapfoavouévev acbevov pe kokd performance status oTig TUYOOTOMUEVES KMVIKEG
doK1UEG pe TNV TApodo tov ypdvov. To performance status eival pia ToAD 16YLPY TOPAUETPOG
o€ O0TL apopd Vv emPimon Tov achevov mov vrofdiroviat o€ ynuelofepameia Kot pmopel vo
ouvtelel o€ peydro Pabud oty avénon g emPimon wov TapatnpnOnke pe T TEPOOO TOV
ypovov. Evtovtolg, ovclaoctikn avénomn oty emiPioon doev mapatnpnidnke  HOAMG
pvOuiomnkav ot ekTunoelg oe oyxéon pe 1o performance status. Ilapdpolo cvoTnuaTIKO
COAALO  ETIAOYNG EXEL TEPLYPOPEL TPONYOLUEVOS YO TIG TUYXOLOTOUMUEVEG OOKIUES
TPOYOPIUEVO UT-HLIKPOKVTTOPIKS  KopKivoe Tov mvevpdve.'”  Katd cvvénela vrdpyet 1
mhavotto PAEmovTag oAl To. 6ToLXELd va vioBeTcoVE (o Yyevdn aicBnon Ot TPOodog
ONUEDVETAL GE AVTOV TOV TOUEN 1] BAAOVG TAPOOIOVE TOUEIG TNG GLOTNUATIKNG Oepameiog
Tov kopkivov. Ta otoyeio mov VIAPYOLY WEYXPL ONUEPO OLGTLYMG Oelyvouv OTL Kopio
oNUOVTIKH TPO0dog oty emiPinon dev £xet emrevydel.'”

210 mPp®TO aVTO HEPOG NG MEAETNG pog dev eEetdoovpe oty Vmapén mbovaov

GUOTNUOTIKOV  CGQOARAT®OV  Onupocicvong omv  ynueobepomeioc 100 Kapkivov TOL
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gvoountpiov. Ymapyovv droitepa otoryeio amd ToAAEG KAMVIKES TEPLOYES OTL O1 SOKIUES LIE TO.
«OpVNTIKE» omoteAéopaTo, €0IKA OTOV €ivol WIKPES, €YOVV GYETIKY] OLOKOMO GTO Vv
dnpootevfodv'”® 1 umopei va dnpoctevovton pe Wioitepn KaBVOTEPNON OE oYEoN He HEASTES
mov Ppiokovy Ta oNUavVTIKG 0En Yo Tic Oepameicc mov efetdlovton'’® Aev Bo fytav
TOPAO0E0 GUVERMC KATOLEG Omd TIC LEAETEG GTOV TPOYWPNUEVO KOPKivo TOL gvoounTpiov va
unv &yovv ompoctevdel kKaBoAov. Omoradnmote Opme  Vmopén GLOTNUATIKOD CEAALATOC
onuocigvong Ba ofuove OtL Ta GTOTYXELN ElvaL AKOUN TO «OPVNTIKO» KOl OPIOTIKA EVOVTLOL
GTY| GTEPEOTVAY| YPNON OTOECINTOTE A0 ALTEG TIG OEPATEVTIKES OyWYEC.

Ymv mopovoa PEAETN Oev efetdoape GAAeG EKPACELS, OTMG TOL TOGOGTA OMAVINONG N
70 Otdlotnua eAevBepo voocov. T'a avtég T1g evdldueoes exPdoels, odpopes BepamevTikég
ay®y£EC WTOPEl TPAYUOTL VO TAPOVGIAGOVY TOAD UEYUAVTEPT] ATOTEAEGLOATIKOTNTO GE GYEOT
HE TNV OTOTEAEGUOTIKOTNTO TOVG GE OTL AQOPd Tr GLVOAIKN emiPiwon, kot avtd £xet
TeKUNPLwOel capmg Kot oe peéteg eaong Il Omm¢ emiong Kol 6€ TLYOOTOINUEVES KAIVIKES

s . 140,142
Sokuée. 4

Evtovtoig, Aoupdvovrog vmoyn v mbovi) TokdtnTa. ovTOV TV
DepamevTikdv aymydv, omotadnmote OeTikd mOTEAEGLOTO GTO TOGOGTE OTAVINOTG KOl GTO
owdotnuo. ehevBepng vocov amid Ba mpoAeioivav to £d0¢p0g Yy Eykplon TV Oepameldv
QLTOV GTNV KAWVIKT TPA&N.

210 OeVTEPO UEPOG TNG UEAETNG HOG EEETAGAUE €AV O1 OAPOPES YUVOIKOAOYIKEG 1)
0YKOAOYIKEG eTapieg mapéyovy katevBuvinpleg oonyieg Pacilopeves 6€ OVCIACTIKA GTOYELN
OO TUYOLOTOINEVES KMVIKES QOKIUES Yol T ymueoBepaneion 6TOV Kapkivo Tov EvOOUNTPion
Kol GAA®V yuvorkoAoyikK®v kopkivov. H a&loddoynon pog xotéAnée oe movo omnd 200
YOVOLKOAOYIKEG KOL OYKOAOYIKEG €TOpieg mov Aegttovpyovv oe OeBvég 1N eBvikd emimedo.
Avtdg elvar évag  eviumoolokog aplBpdg Kor mPooeEpEl o ewovo  akpdlovoag
emayyehpatikng opaoctnprotroc. [ToAléC amd avtég Tig opyavmoelg £xovv ToAvapOua PéA,

OPYOVAOVOLV HEYAAN GULVEDPLO, KOL £YOLV OVLGLUCTIKY] EMPPON EMAVEO GTO UEAN, TOLG
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GLUVOPOUNTEG, KOl TOVG EMIOKENTEG TWV 1GTOYDPWOV Iovg.m'lgo Avetuymg, povo 1o €val Tpito
QLTOV TOV OPYOVICU®V TOPEYE OMOI0ONTOTE €100G KOTELOLVIPLOY 0INYUBV UECH GTOVG
OTOYMPOVG TOVG. X€ OTL aQopd TN ypnon g ynuewodepomeiog otov TPOY®PNUEVO
YOVOIKOAOYIKO KOpPKivo, TOV avaAvcape €00, LOVO TO £va OEKOTO TMV ETUPLDOV TPOCEPEPE
TETOlEG 00MYieg, KOl €vag OaKOpO KPOTEPOC OplOUOC OpYOVIGU®V &ixe amd uodvog Tov
avamtuEel KatevBuvtnpieg 0onyieg. Xvvenms, Myeg HOVO EMOYYEALATIKEG OVIOTNTEG POIVETOL
va KatokAvlovv v vrapyovca PipAtoypaeio oe oyéon pe v Vmapén Katevbvvrplov
ooy, HepKol GAAOL LIOOETOVV OTL TOPAYETOL OO OQVTOVG, EVA 1 TAELOYNQIO TOV
OPYOVIGU®OV OV POIVETOL VO GYOAEITOL OVGLOOTIKA pE T dnuovpyia odnytmv. O apBudg
ootV ooyl de pavnke va e€aptdtor ovte omd ToV OYKO TV O1abEcIU®Y oToLYEIMV,
00TE Ao TNV 10YL TV CTOLYEIMV GE GYEON LE TNV OMOTEAECUATIKOTNTA TNG YNUEl0DEpameiag.
[Tapopotog apfuodg odnyldv NTav S10bECIUOG Y10 TOV TPOYWPNUEVO KOPKIVO TOL LOGTOV Kol
TOV  0oOnK®OV  Kopkivo, OMOV  EKOTOVTAOEG  TLYOMOTOMUEV®V  QOKIU®DV  £XOVV

r181,182
dnpootevdei'

, OTWG EMIONG KO Y10 TOV TPOYWPNUEVO KAPKIVOo TOV vOOUNTPion TOV OTT®G
QAavMKE I TO TPMOTO UEPOC TNG LEAETNG HOG EIVOL TEPLOPIGUEVQL.

Ot avaAvBeiceg oonyieg dev d1Epepav peTalh TV O1POPOV HOPPOV KOPKivOoy ©€
oyéon pe t Pabuoroynon ywo to eminedo TV otoyeimv tov peietov (level of evidence),
Babporoynom twv cvotdcewv (grading of recommendation), 1 T ypovoAroyio dnpocicvong
tovc. Ta otogela avtd de dwpépovv ce oyéon pe Katevbuvinpleg odnyieg oe GAALOLG

. 183-1
Topgic!®1%

Kol @oivetal vo vdpyel ovolaotikd mepBmplo yio Peitioorn. H yprion tov
cuoTiratog agloAdynong Y 1o eninedo twv ototyeiov Tov peretov (level of evidence) kot
™ Pabporodynon twv cvotdcewv (grading of recommendation) pmopei va evioyvBel edv avt
N Tpocéyyion viwobeteital KEVIPIKA Yo OAES TIC 00N Yieg TOV TapdyovTol amd pio 0pydveon,
. ommv kopdoroyikn etopic ACC/AHA ot odnyieg ypnopomolodv wévio oty v

1

mpocéyyon .1 To ypovodidypappe avamposaproyiic tov odnythv omotedel emiong éva
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coPapo Cﬁmualgz Kol Umopel va €YEl EMMTAOGEIS OTNV OEIOTIOTIO OVTOV TOV EYYPAQOV,
€101KA Y100 TOVG TopElg OTOV TaL oToLYElol AAAALOVY Ypryopa. YThpyetl LeyaAn peTafAntotnta
GTOVC 10TPIKOVG TOUEIS Kot 6To KAVIKG B0t EVO1APEPOVTOS Y10 TO TOGOGTO LE TO OTO10 TO.
véa ototyeio cvsompevovton kot aAldlovy tn yeviky eucova.” " T dhovg Tove kapkivoug
oL avaAVONKaY £0M, 01 TEPLEGATEPEG 00MYieg elyov evnuepwbel péoa ota tedevtaio 5 €.
Av16 givor mOaVAOS Eva amodeKTO TANIGLO Y100 VTOVG TOVG TOUELS, av Kol elval akopo Thavo
o0t éva xpovikd Tapabvpo 5 etV va evOHVETAL Y10 TNV OTOAELD CNUOVTIKOV TPOGPATMV
otoyeimv oTlg ovykekpluéveg OBepomevtikéc aywyéc. Tomg TteMKE TO OmOdEKTO YPOVIKO
mAaiclo avabedpnong Tov Katevbuvinpliowv odnylidv va mpénel vo, avabdempnbel kabng véa
otoyeion cvuveymg yivoviow Swabéoipa. QoT000, 01 MEPIGOOTEPEC EMOTNUOVIKEG ETALPIES
oTEPOLVTOL TIG EMIONUES OldIKAGIEG Yoo TNV ovobedpnon ToV KaTeLHLVINPILV 0dNYLUDV
tovg. '’

Ot odnyieg mov avOADGOUE SEPEPOV OVCLACTIKG UETAED TV JAPOPDOV VEOTAUGLDY
610 Babud ypnopomoinong otolyeiwv amd TLYOUOTOMUEVES KAVIKEG OOKIUEC. AvTO glval
UOAAOV avapEVOUEVO, OEOOUEVOL OTL VTTAPYOVY TOAD TEPIGGOTEPES TLYOLOTONUEVES KAVIKEG
OOKIUEG KOl HETA-OVOADGELS Y10 TOVG KOPKIVOVS TOL HAGTOV KOl TOV MOONK®OV 6 GYEon UE
TOoV Kapkivo Tov TpaynAov ¢ pntpag N tov evoountpiov. H devépyela tétoiwv peletdv
glval cop®G O GLYVN OTOVLG TOMEIG OTOL Ta amoteAéopato NG ynueobepameiog eival
guepyeTIKd Yoo Toug aobeveic (Kapkivo Tov paoTob Kol @oONKAOV), EVO 01 EpELVNTEG 10MG
glval Ayotepo €vOOLCIMOELS Yo VO EKTEAEGOVV TEPIGGOTEPES KMVIKES OOKIUEG GTOVS TOUELG
Omov 1M ynueodepomeio dev TAPOLSIAGEL GaPN OQEAT (KOPKIVO TOL TPOYAOL TG WTPOG Kol
gvoountpiov). O meprocidtepeg amd T1g avarvbeioeg 0dnyieg eiyav evidg TOV avOQOPOV TOVG
TOLAGYIOTOV oL TVYoLOTOINUEV KAWVIKN dokiun. ‘Exel mapotnpnbel otovg dtopopetikong
TOUEIG OTL 1 YPNGILOTTOINCT TV GTOYYEIWV OTO TLYOMOTOINUEVES KAWVIKEG OOKIIES avEavovTal

, ’ ’ ’ 1 , r I3
0TI KaTeLOVVTAPLEG 0dNYies pe TV TApodo Tov ypdvov.'* Evtovtolc, ot meplocdtepsg omd
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TIC avaAvOeioeg 0dNyieg avePepav AYEG TUYOOTOMUEVEG KMVIKEG OOKIUEG OE OYECT UE AVTEG
ov vrdpyovv otV PiprAoypagio. Xvvemmdg 1 ¥PNON AVTOV TOV GTOYEIOV QoaiveTon va
TOPOUEVEL EKAEKTIKT) EVTOG TOV GLGTAGEMY OV TAPEYOVTOL OO TIC KOTEVOLVTIPLEC 0dNYiEC.

[Taporo mov Ta oPEAN NG yMueoBepameiog TOtKIAAOVY TOAD LETAED TOV VEOTAUCIDV
OV OVOADGALLE, OAEG O1 00MYiEG AUESO 1) EUUEGH VTTOGTHPILOV TN XPNON TNG YNHE0DEpamEing
o€ OAEG TIC TEPMTMOOELG. AVTO SIKOOAOYEITOL TANPMC Y10 TOLG KOPKIVOUG LAGTOV, mOONK®OV
Ko TpoynAov otdoto I1-IVa, émov ta dtbécipa atotyeia delyvouv 0Tt 1 ynuetobepaneio £xet
ovotooTicd 0@éhn. BB Aytifetac, 1 ynueodepomeio dev £xel mapovoldoel Kavéva
TEIOTIKO OPELOC, €10IKA o€ eKPAcEIC Ommg M emPimon, Yo ToV TPOY®PNUEVO KOPKIVOL TOV
gvoountpov ( Omwg eavnke omd TO0 TPMOTO HEPOG TNG UEAETNG MOC) N TOV KOPKIVO TOV
Tpayfhov 610 otadio IV Evrovtolg, pévo 3 amd tic 8 odnyie yia kéde vav omd tovg dvo
TEAELTAIOVE TUTOVG OYK®V ElYOV UEPIKES EMPULAAEEIS Ko Ogv MTAV OvOyTé LEEP NG
S1adedopEVNC XPNONGS TS yMUeloBepameiog o€ avTog Tovg acheveic.

EmnAéov, oxolo vy Tic empépovg ekPACElS amOTEAEGUATIKOTNTOS KO Yo TNV
To&IKOTNTO. TOV YOPNYOVUEVOV QAPUAK®OV NTaV J1aBEGIO cLYVATEPO Y10 TOV KOPKIVO TOV
HOGTOV Kol T®V ®oONKOV, Eved ot Katevhuvtnpleg oonyieg yio tov kapkivo Tov gvoountpiov
KOl TOV TPOYNAOL NG UTPOG TOPELELYOV OTTOIECONTOTE ONAMOELS CYETIKA LE TNV EMOpAoT
Tov OegpamevTik®v oynudtov oty mowotnta (NG v actevdv ol 6T0 KOOTOC TG
ymueoBepaneiog Kot Nrav Ayotepo cvyvd ta oyoMa Yo T dAleg exPaoceic. H mapdbeon
oToyElmV Yo aVTEG TIG TOPAUETPOVS Elval TOAAEG POPEG onUavTIKN Yo vo vioBetnBel 1| va
amoppipbel n ypnon tov ocvykekpévov Bepamcidv. Edikd otig veomlacieg ekeiveg otig
omoiec M ymuewoBepaneion dev QOiveTal Vo TPOCPEPEL TO GAPEG OPEAOG OTN GLVOAIKN
emPioon, ot devtepoyeveig eKPAGEIS AMOTEAEGHATIKOTNTOG, 1 TOEIKOTNTO, 1) TOWOTNTO TNG
Cong kat to K66TOG eVOEYETAL VO Elval Ta pOva ototyeia dtaféoipa Yo va SIKOOAOYGOLV 1)

oyt M xpnon ™e. H mapdretyn tov otoyyeiov oyetikd pe avtég T eKPAGEIS YU 0VTOL TOV
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€100VG TIG veomAaoieg eVOEYETAL VO OONYNOEL OE EGPUAUEVO, COUTEPAGLATO KOl LUTOPEL VOL O
AOyog yio T OeTikn oTdoN TOV OOMNYIOV MG TPOG TN YNuUeEodepomeio akOun Kol yo. Tov
TPOYMPNUEVO KOPKIVO TOL EVOOUNTPIOL 1 TOV TPOYNAOL TG UNTPOG.

Mepucol mepropiopol g peAéng pog mpémel va cagpéotato vo ovinmobovv. Kort'
apynv, v 32 etaipieg dgv Nrav dvvotdv va €xovue TPOSPaon OTNV 1GTOGEAIDN TOLG.
Evtovtolg, dev eivar moAd mBavd avtéc or etoupieg o eiyov avomtiéel Katevbuvtnpieg
oonyieg, TG0 pudALov edv giyav va fToy VYNANG TodtnToc. Agutepov, elval mbavd pepikol
opyavicpot voa unv  giyov  onuoolevcel  katevBuvinpleg oonyieg ywo T xpnom
mueoBepaneioc, v €kpvav 0Tt 1 ynuewoBepameion eivor oteAécopn kot dev  €xel
ovolaotikn déla. Evrovtolg, Bpikape Evov Tapopolo aptBpd odnyidv yio Tovg dyKovs 0mov 1M
mueoBepaneion  elvar  MOAD  OMOTEASGUOTIKY] KoL Yy €Ketvoug Omov  givor 1
ATOTEAECUATIKOTNTA NG elvan aueiofntioiun. Tpitov, dev vdpyel KATOOC OVCIUCTIKOC
TPOTOG avalTNONG EMAYYEAUOTIKMOV ETOPLOV YO TV TOPOYYT] KOTELOLVTPL®V 00NYIDOV Kol
Ogv amokAeieTon HEPIKEG amd ALTEG Vo UV GLUTEPIANeONKaV otn peAétn pog. Iopa tavra,
Aoppavoviag vwoyn To TOAAATAG oTpOUATO TG ovalnnong pog, eivol amiBovo va
TopoAeipONKaV KAmoleS peydheg eTapies.

Ev xotaxieidl, n a&oddynor pog mpoteivel O0tL ot katevBuvinpleg oomyieg amd
EMOYYEAULATIKEG YUVOLKOAOYIKEG KOL OYKOAOYIKEG eToupieg £xovv ovolaoTIKO TEPOmPLO Yo
BeAtioon. Ot cvotdoelg mov TapEyoviol TPEMEL Vo fACIGTOVV GE OVGLUGTIKGA EMIGTNUOVIKA
otoyeio pe o woppomnpévn oulnnon 6A®vV TV THUVOV 0PEA®V, TOV KIVOUVOV KOl TOV

KOGTOVG TMOV TPOTEWVOUEVOV YNUE0DEPATEVTIKMOV GYNUATOV



4. CZYMIIEPAXMATA

1. Ta ynueoBepamevtikd Kot 0ppovodepamELTIKE GYRUATO TOV EXOVV ¥PNGLLOToIN el
uéypt onuepa yo T Bepoameio Tov TPOY®PNUEVOL KapKivov Tov gvdountpiov 0 gpavnke omd
TN UEAETN UG VO TPOCOEPOVY CNUAVTIKA TN PBertioon g cvvoAikng emPiwong. Omowa
avénon oty emPioon owmotodnke pe ™V TAPOSO TOL YPOVOL, EAVNKE VO, OPEIAETOL
OTOKAEIGTIKA 0TV €MAOYN acBevdv pe kaAdtepn yevikn Katdotaor ( performance status)
OTIG VEOTEPEG OE GYEON LE TIG TOAOTEPES LEAETECG.

2. Ot katevBovinpileg odnyieg mov mapEyovial amd TIG EMOTNUOVIKEG YUVOIKOAOYIKEG
eToupieg yo ) ynueobepaneion GTOV TPOYOPNUEVO YUVAIKOAOYIKO KopKivo elval eAdIGTES.
Age @aivetor vo vdpyel oopopd otov apliud TV odNyldV HeTaEd TV 00NYIdV Yo TOV
KOPKivo Tov gvoounTpiov Kot Tovg KapKivoug HOGToD, moNK®V Kot TPayNAoL TG WTPOG.
[Tapd T0 YeYOVOC 06TOGO OTL 1| ¥MuE0bepameia Yoo TOV KapKivo TOv vOOUNTPiov d€ paivetal
va av&dvel TV oAk emPimon, ot kaTevBuvTIpleg odnYieg amd TIG EMOTNUOVIKEG ETOUPiEG
GUOTAVOLV OVETIPUAOKTO TN ¥pnon e Agv mopovcidalovv ototyeia Yoo devTeEPOYEVEIQ
eKPACELS AMOTEAEGLATIKOTNTOC, OTTMOC 1 TOEIKOTNTA, M TOOTNTA TNG MNG Kot TO KOGTOG TNG
Oepancioc evd ocvvnbog Pacilovror oe Alyo Kot OUEIAEYOUEVNG TOLOTNTOG EMIGTNUOVIKA

otoyeia.






5. MEPIAHYH

[pwro pepoc:

H Bepancio Tov apyikdv otadimv 1oV adeVoKapKIVOUATOS TOV gvoountpiov Paciletot
Koteoynv oTO0  OLVOLACUO  OakTvoDepomelag Kol  YEPOVPYIKNG  avIHETOTIoNS. To
AOEVOKOPKIVOLO TOV  €VOOUNTPIOV  TPOYWPNLEVOL otadiov ®OTOCO  QoiveTol Vo
avTomokpiveTon HOVo otn xpnon ynueodepaneiog Kol oppovobepamneiog Kol 0pKeETE GYNIOTL
£€YOVV KATA Kapovg TPOTAOEL Yo TNV AVIUETDOTICT TOV

Y115 Paoerg dedopévov  MEDLINE, EMBASE ot COHRANE Library avalntonkov
TUYOMOTOMUEVEC KAMVIKEG TOV VO GLYKPIvOuV ynUeEoBepUmELTIKA 1 OpLOVODEPATEVTIKA
oynuoto o€ acbevelg pe TOmKE TPOYOPNUEVO 1M UETOOTATIKO OOEVOKAPKIVOUN — TOV
gvoountpiov. H pekétn emkevipdOnke otnv avadAvon ToV amOTEAECUAT®OV GYETIKA UE TNV
emPioon tov acbevav, evd eEetdobnkov Kol To YOPOKTNPIOTIKA TOV HEAETMOV KoL 1
TOOVOTNTO VTOPENS CPAALATOV KATA TOV GYEOAGUO TOVC.

Ao Tic 17 Tuyonomompéves KMVIKES OOKIUEG TOV CLUUTEPIANPON GOV GTN OVOGKOTON
(2964 acBeveic mov tuyatomomOnkav oe 34 Oepamevtikd okéAn), povo 4 OepomevtiKd
oynuoTa ypnoyoromnKay oe meplocdTePES amd pio LeAETN Kol LOvo 000 cLYKpIVAY To 1010
Bepamevtikd oynuata.

2T0TIOTIKO  ONUOVTIK  Olpopd oty emPioon  HeETaED TOV  CLYKPIVOUEVOV
Bepamevtikov oynudtov Ppédnke uoévo e pio TPOGEATO ONUOGIELUEVT UEAETT], OV OUMG
Nrav oplakd onuovtikny ( p=0.032) kot 1 dapopd oty emPioon avépyoviav HOAS 6Tovg 3
unves. Tpelg emmhéov pedéteg mapovoiocay LEPIKA 0QEAN emPBimong, OAAG oLTA TPOEKLY OV
UOVO HETA amd TG GLYKEKPIUEVEG pLOUICELS, KOl 1 O1POPAE NTOV EVAVTIO GTO VIO EAEYYO
Oepamevtikd oyfuo o poe and avtég. Movo 4 doxyég (24%) avélvcav OAOVG TOVG
TLYOOTTOMUEVOVG acBeVELS, evd Kapia omd TIG TUYOMOTOMUEVES KAVIKEG OOKIUES OEV MTOV

OUTAN-TVPAN).
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H péon emPioon froav aivopevikd peyoldtepn oTIC To TPOGPATES GE GYECT UE TIG
TOAOTEPEG LEAETEG, GAAGL TO ATOTEAEGHLO OVTO TPOKVITEL OITO TO GUVLTOAOYICUO CTUAVTIKA
Myotepov acbevav pe yxepotepo performance status (PS) otic mo mpoécpoteg d0oKIUES
(p<0.01).

SVUVOMKA, TO. GTOLEID TOV TPOKLITOVV OO TIG TLUYOLOTOMUEVES KAIVIKEG OOKIUES Yo
™ Ogpameic oL TPOY®PNUEVOL KopKivov TOL evdountpiov eivar meplopiopéva. To
Oepamevtikd OPEAOG TOV GUYKEKPIUEVOV OYNUATOV  €ivol  opelofnTtioiLo KOl M
OTOTEAEGUATIKOTITO. TOVG , TOVANYIOTOV O OY£0M UE TNV OMKN emiPioon tov achevov,

puaAAov oyt Eekabapn.

Ag0TEPO UEPOC:

O katevBouvtpieg 0dnMyieg mov TaPEYOVTOL OO TIC OLAPOPES EMOTNUOVIKEG ETOPIES
glvol onuavTikéG Yoo TV kKalBodynon g KAMVIKNG mpdéng, aAAd sivar acapég dv mavtote
Bacilovtat og 1oyvpd emoTHOVIKA dEdOUEVAL.

E&etqoape T1g odnyleg mov moapnyOnoav oamd OYKOAOYIKEC KOl YUVOUKOAOYIKEG
EMOTNUOVIKEG  eTapieg ko alloAoynoape v kdAvyn ot ™ 0€om tovg mpog 1
mueodepancioo o voco mpoywpNUEVOL otadiov HETAED 4 YUVOIKOAOYIK®V KOPKIVOV
(LaoToV, WOINKAOV, TPOYNAOL TNG UNTPAG KOl EVOOUNTPIOV) OTTOL TO GTOLXELD Yo TN YP1|oM
™G ynueobepameiag etvar moAv dapopetikd. Ot emALEieg etoupieg Tpoodlopionkay HEGH
TOV GLOTNUATIKOV avalntnoewv Atadtktoov. Ot oyeTikol 16ToX®POoL diepevviOnkay yio TNV
mopovcios  KOTELOVVTIPLIOY KMVIKOV 0ONYldV  TPOKTIKNAG, KOL Ol OYETIKEG 00MYyieg
avaAvOnKay.

Meta&d 224 mpocsdopiopévev emAésipov etaptav, 69 (31%) moapeiyov omotodnmote
€ld0¢ TOV 0o0MYIDV, EVM® Ol OLOTAGES Yl TN ynuewbepancion oToOvV TPOYOPNUEVO

YOVOIKOAOYIKO KOopKivo yuvaikoAoywkée ntav owbéoes o 20 and avtég. Movo 14 eiyav
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avamtuEel S1kEG TOVG 0dnyieg, Katl povo 5 glyav avamtdcel oonyieg kot yio Toug 4 KapKivoug.
H ypnon tov emnédwv otoryeiov (level of evidence) kot tov Babudv cvotdoewv ( grade of
recommendations), Kot TO ¥POVIKO O1AGTNO OVOVEDGNG TOV 00N YDV 0 OIEPEPAY CTUAVTIKA
petald tov 4 veomlaoumv. Ot 0dnyieg ®OTOCO Yo TOVG KAPKIVOLG HOGTOD Kol moONKdV
YPNOOTOINGOV CNUOVIIKA TEPIGGOTEPEG TUYOIOTOMNUEVEG KAWVIKEG OOKIMEG KO UETO-
avolvoelc. Ot odnyieg Opepav emiong otnv moapdbeon oToryelwv Yoo OELTEPOYEVN
amoteAéopato G ynuewbepaneiog Ommg emPimon-ehevbepn-vocov (p=0.033), moc0GTO
andvinone ot ynueodepomneio (p=0.024), v avaKoLPICN GLURTOUATOV TV AcOEVOV
(p=0.005), Vv mo1dttog g Long (p=0.001) ko to&ikdtrog (p=0.039), pe Tovg KapKivoug
TOL EVOOUNTPIOL KOl TOL TPUYNAOL TNG UNTPOG VO AVOPEPOVTOL CTOVIOTEPH GE OVTEG TIG
mopapétpous. Olec o1 oonyieg dueca N Eppeca vrooTHPLOV TN XPNON TS ¥NUEloBepameiag.
SVVENMS, 01 KaTeELOLVTAPLEG 0ONYiEC KMVIKNG TPAKTIKNG TOPEXOVTOL OO T UELOVOTNTO TMV
emayyehpatikov etaplov. Ot dwbéolueg odnyieg Telvovv Vo GLGTAGOVY TN YPNON
mueoBepaneiog akdUN Kol yioo TG vOoovg Omov 1 emidpacn ¢ ymueodepaneiog eivor

AUEIGPNTOVUEVT KO 01 GLGTAGELS TOVG Eival GLYVE Baciopéveg ota TEVIYPA GTOoLYELOL.






6. SUMMARY
Doctoral Thesis

Nikolaos P. Polyzos, M.D.

6.1. Part 1: Randomized evidence on chemotherapy and hormonal therapy

regimens for advanced endometrial cancer: An overview of survival data

Treatment of advanced stage endometrial cancer is challenging. Radiation, the standard
modality along with surgery, for treatment of early disease and local or regional
recurrences has no clear benefit in advanced stage patients or patients with non-
localized recurrent disease Chemotherapy and/or hormonal therapy are often considered to be
the only active treatments in advanced disease.

Many different chemotherapy and hormonal therapy agents have been tested in this
setting. The most common regimens in clinical practice include doxorubicin, cisplatin and
paclitaxel (either as single agents or in combination), and medroxyprogesterone acetate. The
activity of hormonal regimens, mainly progestins, is thought to be influenced by certain
prognostic factors, such as receptor content. However, response rates are unlikely to be high
and the exact impact on survival is uncertain. It is also unclear if chemotherapy offers any
survival benefit. Several phase I or II uncontrolled trials have been conducted to evaluate the
efficacy of the most commonly used regimens either as single agents or as combinations in an
effort to identify better treatments. However, what is the current evidence on the efficacy of
available systemic therapies? Do they prolong survival? There is concern that for some
advanced stage cancers, progress has been limited, and randomized clinical trials literature
may be subject to biases. Is there evidence that biases may also be operating in the literature

on advanced endometrial cancer treatment?
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In order to address these questions, we performed an overview of all randomized trials
of systemic therapies in patients with advanced endometrial cancer. We analyzed the
available data and examined whether there is evidence for superior survival outcomes with
specific chemotherapeutic or hormonal regimens against others. This overview aims to
provide insights for helping guide future clinical research in this field.

The protocol was designed as part of an overarching effort to appraise the evidence on
the treatment of advanced stage malignancies on survival. It follows the same principles, as
that used for an overview of trials in advanced lung cancer. We searched MEDLINE,
EMBASE and the Central Library of Controlled Trials of the Cochrane Library. The search
strategy used “cancer or carcinoma or neoplasia or neoplasm” and “endometrial or uterine”
with an array of terms suggestive of randomized controlled trials, as recommended by the
Cochrane Collaboration Reviewer Handbook. The full strategy is available upon request. In
addition, we identified all previous reviews of randomized trials in this field and perused their
references. Finally, cross-searches were performed in MEDLINE using the names of
investigators who were lead authors in at least one eligible trial.

We considered all randomized controlled trials that compared at least two arms of
different chemotherapy or hormonal therapy regimens in patients with advanced endometrial
cancer (stage IIIB or IV, unresectable, or recurrent) with at least 5 patients per arm. We
excluded non-randomized trials or pseudo-randomized trials with alternate allocation of
subjects, trials limited to non-advanced disease and those limited to cancer of the uterine
cervix. For trials that had included also some patients with non-advanced disease or other
malignancies, we focused on the eligible patient subgroups. We accepted randomized trials
comparing different dosing schemes and schedules of the same agent or combination of
agents. For completeness, we also recorded trials comparing chemotherapy or hormone

therapy against best supportive care without any systemic treatment.
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Trial reports were scrutinized to identify potential duplication and overlap, in which
case only the latest report with the most complete information was retained. Meeting
abstracts were excluded as they provide insufficient information for appraisal of a study and
its results. We set no language restriction.

From each eligible trial report we recorded authors, publication year, journal, sample
size (total randomized, considered eligible, per arm), regimens compared, type of
chemotherapy or hormone therapy, country(ies) of the investigators, study population
eligibility criteria, the percentage of patients with performance status 2 or worse and stage [V
disease per arm, and information on prior treatment.

Furthermore, we recorded the median survival per arm, and whether there was any
statistically significant difference in median survival between compared arms (P < 0.05 on
two-tailed inference). When several different analyses were reported, we preferred the log-
rank test results over other statistics and unadjusted analyses over adjusted analyses, since the
main principle of randomization is that it should generate similar compared groups and
remove the need for adjustments for measured or unmeasured confounders. All claimed
survival differences were scrutinized to evaluate on what analyses they had been based.

We also recorded qualitative parameters including blinding, adequate reporting of the mode
of randomization (generation of randomization sequence), allocation concealment, and
whether all patients randomized were included in the survival analysis according to a strict
intention-to-treat principle. We also recorded any mention of planned interim analyses. All
data were extracted by two investigators and consensus was reached through discussion.

We classified regimens and comparisons according to the exact chemotherapy or hormone
therapy being used; according to broad categories defined by the use of taxanes (paclitaxel),
doxorubicin and/or cisplatin, and/or hormonal agents; and according to whether monotherapy

or at least two agents were involved. Using Spearman correlation analyses, we evaluated
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whether the publication year was related with sample size, proportion of patients with
performance status 2 or worse, and proportion of patients with stage IV; data on proportion of
patients with previous chemotherapy, hormonal therapy, or radiotherapy were too sparse or
disparate to allow similar meaningful analysis.

We also probed whether the reported median survival improved over time, and if so,
whether this was potentially related to selection biases. The median survival in each arm was
regressed against the year of publication, sample size of the study arm, and proportion of
patients with poor performance status. Multivariate regression models were also evaluated
considering all variables. Results should be interpreted cautiously for this analysis since the
randomization contrasts are not maintained and there are relatively few observations (study
arms).

Analyses were conducted in statistical package for social sciences (SPSS) 12.0 (SPSS

Inc., Chicago, IL). P-values are two-tailed, unless specified otherwise.
Fifteen trials qualified and another two were identified through cross-referencing for a total
of 17 eligible trials. In the search for additional trials comparing systemic therapy against best
supportive care or no therapy at all, we found only one randomized trial. This trial compared
progestins against no therapy and included patients with various disease stages (total n = 429,
of which 47 had advanced disease, but only 26 were analyzed after various exclusions). The
study found no overall difference in mortality rates (P = 0.71) and 5-year survival was 73.4%
in the progestin group vs. 79.9% in the control group; no separate data were provided for
advanced stage patients.

The 17 eligible trials had been published over a period of 27 years. The median sample
size was 131 (interquartile range, 47-312). One early trial included patients with non-
advanced disease. The median eligible sample size was 114 (interquartile range, 42-290). A

total of 2964 subjects were randomized and 2771 were considered eligible for survival
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analyses. Thirteen trials involved USA investigators, 1 was performed in Canada and 3 were
conducted in Europe. Highly experienced trial groups were typically involved in the conduct
of these trials, including the Gynecologic Oncology Group (GOG, n = 8§ trials), the Eastern
Collaborative Oncology Group (ECOG, n = 3 trials), the European Organization for Research
and Treatment of Cancer (EORCT) Gynaecological Cancer Group (n = 2 trials), and 4 other
teams (one trial each). There was considerable variability in the percentage of patients with
poor performance status and stage IV disease. Inclusion of patients with previous
chemotherapy use was uncommon, while inclusion of patients with previous hormonal
therapy was common (9/14 trials had included variable percentages of such patients), while
typically half or more of the randomized patients had received radiotherapy previously, in all
trials that provided this information.

Overall, 7 monotherapies and 14 combinations of different agents had been tested. The
most commonly assessed hormonal regimen, medroxyprogesterone acetate, was tested in 3
trials (5 arms), two of which compared different schedules and doses thereof. The most
commonly assessed chemotherapeutic regimen, cisplatin + doxorubicin, was utilized in 5
trials (6 arms), one of which compared different schedules of the regimen. Four arms used
doxorubicin monotherapy and 2 arms used cyclophosphamide monotherapy, otherwise all
other 17 regimens had been involved only once in a single arm of a single published
randomized trial. The only comparison that was evaluated in more than 1 published
randomized trial was doxorubicin versus the combination of doxorubicin + cisplatin: two
trials were published for this comparison, but still the total sample size amounted to only 458
patients.

Five trials involved comparison of monotherapy against combinations, 5 compared
monotherapies only and 7 compared at least two different combinations of agents. Twenty-

one arms used only chemotherapeutic regimens (containing paclitaxel n = 2;
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doxorubicin n = 6; doxorubicin + cisplatin n = 7; other n=6), 8 arms used only hormonal
regimens, and 5 arms used both hormonal and chemotherapeutic regimens. Paclitaxel-
containing regimens had been used only in the most recent trials published in 2004, and the
doxorubicin + cisplatin combination regimen had also been used mainly after 2000 (only one
arm in a trial prior to 2000).

Of the 17 trials, 3 (17%) described in sufficient detail an appropriate mode of
randomization and 8 (47%) described in sufficient detail an appropriate mode of allocation
concealment. Only 4 trials (23%) were reported where a strict “intention-to-treat” analysis
seemed to have been performed, including all patients randomized in the analysis of survival.
Planned interim analyses were mentioned in 3 (17%) trials. None of the 17 trials could be
blinded.

Median survival data could be retrieved for 13 trials. The other 4 trials had small
sample sizes and apparently there had been no statistically significant difference between the
compared arms regarding survival, but no exact data were provided.

The only trial with statistically significant difference in survival in adjusted analyses
compared doxorubicin + cisplatin versus doxorubicin + cisplatin + paclitaxel + G-CSF. The
compared arms did not differ only in regards to the chemotherapy regimen, but also regarding
the receipt or not of a haemopoetic growth factor which was deemed necessary to control the
risk of neutropenia in the triple chemotherapy arm. The difference in median survival
amounted to 3 months, and it was of borderline statistical significance (12.3 months vs. 15.3
months, P =0.032). The trial had performed a planned interim analysis and the investigators
mentioned that they did consider alpha-spending correction in interpreting the significance
level.

Three more trials claimed survival differences in various secondary analyses. Aapro et

al. found no difference between doxorubicin and cisplatin vs. doxorubicin alone in the main
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analysis (P =0.11 for log-rank test), but claimed significance after adjusting for performance
status (P =0.024). Thigpen found that median survival was worse by 4.1 months in the
experimental arm of a trial comparing high-dose oral medroxyprogesterone against the
traditional lower dose. No comment was made on the statistical significance of this
difference, but it was stated that the risk of death was significantly greater (relative risk
increase 31%, P = 0.026) after adjusting for performance status, progesterone-receptor level,
tumor grade, and age. Finally, Thigpen found no difference in the main unadjusted analysis
comparing doxorubicin + cyclophosphamide against doxorubicin (difference in median
survival 0.4 months, P=0.24 one-tailed), but a significant benefit was observed after
adjusting  for  performance status, grade, liver metastasis, and other intra-
abdominal metastasis. The adjusted 17% relative risk reduction was of borderline
significance and it was based on a one-tailed P-value (P = 0.048 one-tailed).

In terms of the absolute impact on median survival, differences between arms were
very small and typically did not exceed 3.5 months, with the exception of the one trial
mentioned above , where a difference of 4.1 months was observed, but this was in fact
deleterious (against the experimental arm).

There was strong evidence that more recent trials were including a smaller percentage
of patients with poor performance status (correlation coefficient between year of publication
and proportion of subjects with performance status 2 or worse —0.83, P=0.001) and there
was also evidence that more recent trials were getting larger than earlier published trials
(correlation coefficient between year of publication and sample size 0.56, P =0.019 for all
randomized patients and 0.61, P = 0.009 for patients considered eligible). There was no clear
selection difference over time for the proportion of patients with stage IV disease (correlation

coefficient 0.06, P = 0.91), but many data were missing.
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In univariate analyses, the observed median survival was borderline related to the
sample size (regression coefficient 1.8 months per 100 patients’ increase in the eligible
sample size, P =10.060), it was clearly affected by the proportion of patients with poor
performance status (—2.3 months per 10% increase, P <0.001), and median survival also
significantly improved over time (1.6 months increase per decade, P = 0.016). However, this
was entirely explained by the greater proportion of patients with worse disease in earlier
trials. In a multivariate model, there was absolutely no effect of improved survival in more
recent trials (0.0 months per decade, P =0.99), and no effect of sample size on survival (0.2
months per 100 patients’ increase, P = 0.89), while the effect of performance status remained
unaltered (—2.3 months per 10% increase in the proportion of patients with performance
status 2 or worse, P <0.001). Performance status accounted for over two-thirds of the
observed variability in median survival in these data (coefficient of determinationR? = 0.72).

This overview suggests that the evidence for the use of hormonal and chemotherapeutic
regimens in women with advanced endometrial cancer remains fragmented and relatively
weak. A considerable randomized literature on systemic therapy for these patients has
emerged in the last 3 decades and these trials have been conducted by experienced
investigators. Nevertheless, strictly speaking, neither hormonal treatment nor chemotherapy
has ever been explicitly proven to offer any clear survival benefit against best supportive care
in these patients. Leaving this important proof of concept aside, new regimens seem to have
been tested following the current mode of treatment for other cancers and the potentially
promising results of small phase I/II uncontrolled studies on tumor response. Regimens are
then tested against even newer regimens, typically with an expanding number of drugs. This
has led to combination treatments that may be quite toxic (causing significant neutropenia,

cardiac toxicity, and neurotoxicity) with unclear survival benefits.
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The only trial that has found a modest survival benefit in unadjusted analyses had
borderline statistical significance, and the observed benefit is small in terms of the absolute
survival improvement. The accompanying high levels of incremental neurotoxicity in that
trial make such a benefit even more debatable. Moreover, one borderline statistically
significant finding may be expected simply by chance among 17 trials. It is interesting that
several other trials have claimed potential survival differences, not all of them in favor of the
experimental regimens. However, these are based on adjusted analyses that may not be the
most appropriate approach for properly randomized trials. Selective adjustments and
flexibility in outcome analyses may yield formally significant results of questionable validity.
The considerable variability in the regimens being used (21 different regimens in 17 trials)
further testifies to the difficulty in identifying effective treatments. Despite approximately
3000 randomized patients, only two regimens have been directly compared for their impact
on survival in more than one trial and even for this comparison fewer than 500 patients have
been assessed. Trials conducted to date are probably underpowered to detect plausible
survival differences given the anticipated effectiveness of the currently available regimens.
Running very large trials may pose considerable challenges to the field.

Lack of double-blinding, reporting on the mode of randomization, and allocation
concealment has been associated with spuriously inflated treatment effects in other medical
domains. Several trials analyzed here did not score high on reporting of these quality aspects.
Nevertheless, blinding is not convenient for chemotherapy trials and perhaps comparative
survival may not be as easily affected by methodological shortcomings, unless accompanied
by additional biases such as lack of intention-to-treat analysis, and lack of pre-specified
stopping rules. Moreover, reporting does not always reflect the actual study design. For
example, some trials not reporting adequately on the generation and concealment of the

randomized sequence may still have generated and concealed the randomization sequence
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appropriately. This is very likely for several trials analyzed here that were conducted by
experienced multicenter teams. Finally, methodological shortcomings such as those noted
here have not been associated with inflated outcomes in all medical domains.

Regardless of these caveats, meticulous study design and reporting would be useful in
this field, as in any medical field. The large majority of trials on advanced endometrial
cancer excluded some randomized patients from the survival analyses due to various
ineligibility criteria. The extent to which this may introduce bias is unknown, but ideally
these patients should have been analyzed, for survival at least, according to a strict intention-
to-treat respecting their original randomization. Of greater concern is the use of several
adjusted secondary analyses that were employed to make sporadic survival benefit claims.
Selective reporting of outcomes is an increasingly recognized problem in clinical trials across
medicine, and endometrial cancer trials are unlikely to be spared.

We also documented a strong selection trend over time in the composition of the study
populations. There was a clear decrease in the proportion of enrolled patients with poor
performance status in randomized trials over time. Performance status is a very strong
predictor of survival and may account to a large extent for the observed improvement in
survival over time. However, no true improvement in survival remains once the estimates are
adjusted for the performance status. We should acknowledge that this is only an ecological
adjustment, and thus should be interpreted cautiously. However, a similar selection bias has
been previously described for randomized trials of advanced non-small cell lung cancer.
While sophisticated methodologists and investigators are aware of the danger of comparing
such data across trials, many clinicians often naively compare survival estimates across trials
performed on different populations at different periods of time. Thus one may get a false

sense that progress is made in this field or other similar fields of systemic treatment. The
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available evidence suggests that no major advances in survival have been achieved in this
field.

We could not probe into the extent of potential publication bias and time lag bias in this
field. There is considerable evidence from many clinical domains that trials with “negative”
results, especially small ones, may have difficulty being published or may be published with
considerable delays compared with trials who find significant benefits for the tested
interventions. It would not be surprising if several trials on advanced endometrial cancer have
not been published at all. Any publication bias would mean that the evidence is even more
“negative” and definitively against the routine use of any of these regimens.

We did not examine other outcomes, such as response rates or progression-free
survival. For such intermediate outcomes, several regimens may indeed show far more
promise than they do for survival, and this has been clearly documented both in single-arm
phase II studies as well as in randomized trials. However, given the potential toxicity of these
regimens, any claimed effects on response rates and disease progression would offer soft

ground for the adoption of these treatments in routine clinical practice.






6.2. Part 2: Guidelines on chemotherapy in advanced stage gynecological

malignancies: an evaluation of 224 professional societies and organizations

Clinical practice guidelines are important for interpreting and translating research
evidence for clinical practice and medical decision making. As stated by the Institute of
Medicine “Guidelines are systematically defined and evidence-based statements that reduce
undesirable practice variation by discouraging use of services of questionable value while
encouraging use of services with proven efficacy”. However developing reliable, updated
and uniform guidelines requires great care and commitment and professional organizations
often do not offer detailed recommendations for certain diseases or groups of patients.
Moreover, even when guidelines are available, it may be difficult to locate guidelines
developed by diverse organizations. For some diseases and questions of interest, sufficient
and/or good quality scientific evidence about what to recommend is lacking and subjective
recommendations may sometimes be inconsistent across guidelines by different societies, or
even harmful. Even when extensive, high-quality evidence exists, there is no assurance that
different guidelines make similar recommendations and timely updates are also essential,
especially when evidence is changing rapidly. When there are guidelines on the same
question of interest produced by different organizations, discrepancies in recommendations
may generate confusion.

Here we aimed to examine systematically guidelines produced by professional
societies and organizations in the fields of cancer and gynecological oncology and evaluate in
depth guidelines that address the use of chemotherapy in advanced stage gynecological
malignancies, including breast, ovarian, cervical and endometrial cancer. All these
malignancies are common. Importantly, they respond differently to chemotherapy, with

extensive evidence and clear benefits demonstrated for breast and ovarian cancer and
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questionable benefits, for advanced endometrial and cervical cancer. Moreover, these
malignancies differ a lot in the number of randomized trials that have been conducted on
chemotherapy: recent meta-analyses have identified 370, 198, 65, and 13 randomized trials
on chemotherapy for advanced stage breast, ovarian, cervical, and endometrial cancer,
respectively. We performed an extensive search to catalogue relevant societies and
organizations worldwide and examined which of them provide any sort of clinical practice
guidelines pertinent to chemotherapy for these malignancies. These guidelines were then
scrutinized to assess and compare their features and concordance with the available evidence.

We constructed a database of gynecological and cancer societies and organizations
that might provide guidelines for chemotherapy in advanced gynecological malignancies.
We considered societies and organizations that were international (with global outlook),
intercontinental (including two or more countries in a continent), or national belonging to one
of the top 20 countries with the highest human development index. We did not consider
private institutions, regional or local societies, regardless of whether they might have
produced guidelines or not. Organizations could be either professional societies for
specialists or other public not-for-profit organizations.

We performed internet searches in Google and Yahoo (completed in May 2009).
Initially we made 624 different searches with each engine and the first 100 results for each
search were scrutinized. The 624 searches pertain to all the possible combinations of 8
subject matter terms (“cancer”, “oncology”, “medical oncology”, “radiation oncology”,

99 ¢ 99 ¢¢

“surgical oncology”, “cancer research”, “gynecology”, “gynecologic oncology”), three terms
for type of entity (“society”, “association”, “organization”), and 26 terms for geographic
identifiers (“International”, “European”, “Asian”, “African”, “American” , “Australasian and

“Oceanian” and other eligible countries’ names). Whenever we came across a URL referring

to a potentially pertinent society or organization, we searched the entire directory. All the
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links in these websites were further searched in order to reach any additional pertinent
societies or organizations. We recorded both organizations with accessible webpages, as well
as those whose presence was mentioned in some URL, but either their link was not functional
(not working or under construction) or they did not have a webpage that we could identify.

Available websites from eligible societies and organizations were scrutinized for any
sort of clinical practice guidelines on any subject matter (last update June 2009). Whenever
there was availability to perform an electronic search within the website, we used the terms
“guidelines” or “recommendations” or “position statements” in English. For non-English
websites, we translated these terms into the language the website used. We could do this in
all languages except for 4 Japanese, 1 Swedish, 1 Finnish, 1 Danish and 2 Dutch
organizations.

Additionally, we perused some standard websites containing information and/or links
to guideline-related information, including the National Guidelines Clearinghouse (NGC)
(www.guideline.gov), Guidelines International Network (G-I-N) (www.g-i-n.net), National
Institute for Health and Clinical Excellence (NICE) (www.nice.org.uk), National Library of
Health (www.library.nhs.uk), New Zealand Guidelines Group (NZGG) (www.nzgg.org.nz),
Guidelines Advisory Committee (GAC) (www.gacguidelines.ca), Australian National Health
and Medical Research Council (NHMRC) (www.nhmrc.gov.au) and the Scottish
Intercollegiate Guidelines Network (SIGN) (www.sign.ac.uk) in order to identify additional
potentially eligible guidelines. Finally, we also searched PubMed with the strategy
(guidelines OR recommendations OR position statement) AND (breast OR mammary OR
ovarian OR ovary OR endometrial OR endometrium OR uterine OR cervical OR cervix)
AND (cancer OR carcinoma OR neoplasm OR neoplasia).

For each pertinent society or organization with an accessible website, we recorded its

name, URL, continent and/or country(ies), specialty setting (medical oncology, radiation
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oncology, surgical oncology, cancer research, or gynecology), and whether it provided any
clinical practice guidelines on any topic, regardless of whether the guidelines had been
developed by the specific society/organization or some other source and similarly whether
they provided any eligible guideline addressing chemotherapy for one or more of the eligible
malignancies. Whenever any eligible guidelines were available, we recorded whether
recommendations were freely accessible through the website and whether they provided
separate information developed by the society/organization itself or a link to another
society/organization’s guidelines.

We recorded the exact wording and documentation regarding the chemotherapy
question from all the eligible guidelines that mentioned anything on chemotherapy of
advanced or recurrent breast, ovarian, cervical and endometrial cancer. For cervical cancer
we separately recorded statements for stages III-IVa and stage IVb since treatment and
chemotherapy response differs between these stages.

For each eligible guideline we addressed whether it provided grading for the levels of
evidence and the strength of recommendations. In addition, we recorded the date of
publication of the guidelines and the date of publication of the most recent cited randomized
trial or meta-analysis. We addressed the utilization of randomized evidence within the
guidelines by recording whether guidelines cited within their reference list any randomized
trials and meta-analyses pertinent to the chemotherapy question and, if so, how many; and
whether they made a comment on the need for more randomized trials to provide sufficient
guidance.

We also analyzed the outcomes discussed in the guidelines. We addressed whether the
guidelines provided any statement regarding each of the following aspects of the effects of
chemotherapy: overall survival, disease-free interval or progression-free survival, response

rate, recurrence rate, symptoms relief, quality of life, toxicity profile and cost.
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Finally, for each guideline and each type of advanced stage malignancy, we recorded
the position on whether chemotherapy should be used or not. We classified guidelines as “in
favor” or “against”, if they clearly supported or clearly opposed, respectively, the use of
chemotherapy. We also recorded whether guidelines in favor of chemotherapy were
unequivocal about its overall favorable benefit-risk ratio or offered any caveats.

We evaluated whether guidelines for the different malignancies differed among
themselves in the use of grading, timeliness, utilization of randomized evidence, outcomes
discussed, and stance towards use of chemotherapy. Group comparisons for categorical
variables used Fisher’s exact test and group comparisons for continuous variables used
Mann-Whitney U test and analysis of variance. All analyses were conducted in STATA SE
version 10.0. P-values are two-tailed.

Internet searches identified 220 societies/organizations. Additional searches
performed in Pubmed and standard guideline websites identified 4 more societies (1 and 3
respectively) that provided any sort of clinical practice guidelines. Of the 224 entities, 105
were named “society”, 51 “association”, 8 “organization” and 60 had other names (alliance,
board, centers, coalition, college, consortium, council, federation, forum, foundation, fund,
group, institute, league, network, school and union). There were 26 international, 77
intercontinental, and 153 national entities covering a diverse array of countries and a range of
specialties. Nine of the 224 did not have an accessible webpage, 23 had no functional
webpage at all, and 6 had restricted access, thus 192 entities could be accessed and evaluated
for the presence of guidelines. Most of them (n=149) had a webpage in English.

Sixty-nine entities (31%) provided any sort of guidelines in their websites. For fifty-
nine of them, at least one guideline had been developed by the society/organization itself and
in the other 10 there were only links to other societies/organizations’ guidelines. Fifty two

(75%) made their guidelines available in the English language. The other 17 (25%) provided
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only guidelines in other languages (4 Italian, 3 German, 3 French, 1 French and German, 2
Dutch, 1 Norwegian, 1 Belgian and 1 Luxemburg). Availability of guidelines did not vary per
geographic location and specialty setting.

Twenty entities provided any sort of guideline for chemotherapy in advanced or
recurrent gynecological cancer. Among them, 14 had developed at least one eligible guideline
in English language on their own. This included 8 entities with eligible guidelines for breast
cancer chemotherapy, 10 for ovarian cancer, 8 for cervical cancer, and 8 for endometrial
cancer. Five had developed guidelines for chemotherapy for all these malignancies.

A little over half of the guidelines covering the use of chemotherapy in advanced
gynecological malignancies addressed the level of evidence available for the
recommendations and less than half provided a grading system for the recommendations with
no significant differences across the examined malignancies. The timeliness of the guidelines
was also comparable among the malignancies tested. About two-thirds of the guidelines had
been published within the last 5 years and more than half within the last 2 years. No
significant difference was observed across guidelines for the different malignancies neither
for the date of publication of the most recent cited trial or meta-analysis nor for the number of

cited trials or meta-analyses published within the last 5 years.

The number of randomized trials cited within the guidelines significantly differed
among the malignancies tested (p<0.001). Almost all the guidelines for breast and ovarian
cancer cited at least one randomized trial within their statements compared to 50% or less of
the guidelines for cervical and endometrial cancer. It was also significantly more likely for
meta-analyses to be cited in the former than the latter group of malignancies. However, the
number of guidelines suggesting the need for more trials to be conducted was comparable for

the malignancies tested.
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Statements regarding overall survival were provided in most guidelines with no
significant difference for the discussion of this outcome for the different malignancies.
Conversely, discussion of outcomes such as disease-free survival, response rate, symptoms
relief, quality of life, and toxicity of medications significantly differed across malignancies
with breast and ovarian cancer guidelines providing more frequently such statements
compared to cervical and endometrial cancer. In particular, none of the guidelines on stage
IlI-IVa cervical cancer or endometrial cancer touched on issues of costs related to

chemotherapy, whereas less than 40% addressed issues regarding toxicity.

None of the analyzed guidelines for these advanced stage gynecological malignancies
were against using chemotherapy in these patients. All guidelines seemed to endorse
explicitly or implicitly the use of some chemotherapy, at least in some settings and patients.
No major caveats were raised for breast, ovarian, and stage III-IVa cervical cancer. For stage
IVb cervical cancer three guidelines had some caveats stating that treatment should be
individualized (“Patients with stage 4 disease have their treatment very much individualized
depending on the distribution of the disease” ) or that no standard chemotherapy is available
(“No standard chemotherapy treatment is available for patients with stage IVB cervical
cancer that provides substantial palliation” and “There is no good single chemotherapy
approach that can improve the length of survival in patients with metastatic cervical cancer.
Unfortunately, these chemotherapies typically work for only a few months before the cervical
cancer begins to grow again. Most patients ultimately succumb to cancer and better treatment
strategies are clearly needed”). For endometrial cancer, 3 guidelines only presented data from
trials without clear supportive statements that patients would benefit from chemotherapy. All
guidelines, with the exception of 1 on endometrial cancer and 1 on cervical cancer, also

presented information on and/or endorsement of specific chemotherapeutic agents.
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Our evaluation identified over 200 cancer and gynecological societies and
organizations that operate at international or national level. This is an impressive number and
it offers a picture of flourishing professional activity. Many of these organizations have very
extensive membership, organize large meetings, and have substantial influence upon their
members, subscribers, and visitors to their websites. Yet only one third of these
societies/organizations provided any sort of guidelines within their websites. When it comes
to specific questions of interest, such as the use of chemotherapy in advanced stage
gynecological malignancies that we analyzed here, only one in ten societies/organizations
offered such guidelines, and an even smaller number of them had developed their own
guidelines. Therefore, a few professional entities seem to dominate the literature of these
influential documents; some others adopt what is produced by others, while the majority is
unfamiliar with the guideline concept. The number of available guidelines did not depend on
the bulk of available evidence or the strength of the evidence in favor of chemotherapy. A
similar number was available for advanced breast and ovarian cancer where hundreds of trials
have been published as well as for advanced endometrial and cervical cancer where the
evidence is more limited.

The analyzed guidelines did not differ across malignancies in terms of their adoption
of levels of evidence, grading of recommendations, and aspects of timeliness. Their
performance in this regard on average is comparable to guidelines from other fields and there
is substantial room for improvement. The use of levels of evidence and grades of
recommendation may be enhanced if this approach is adopted centrally for all guidelines
produced by an organization, e.g. in cardiology ACC/AHA guidelines always use this
approach (9). Timeliness of guidelines updates also constitutes a serious issue and it can
affect the reliability of these documents, especially for fields where evidence changes rapidly.

There is large variability across medical fields and across clinical questions of interest in the
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rate with which new evidence accumulates and changes the overall picture. For all the
malignancies analyzed here, most guidelines were updated within the last 5 years. This is
probably an acceptable frame for these fields, although it is still possible that a window of 5
years may miss some important recent randomized evidence on specific regimens. One may
need to re-assess the acceptable time frame as new evidence arises, but most guidelines
developers lack formal procedures for updating their guidelines.

The guidelines that we analyzed differed substantially across malignancies in the
extent of utilization of randomized evidence (citation of randomized trials and meta-
analyses). This is not surprising, given that there are far more randomized trials and meta-
analyses performed for advanced breast and ovarian cancer than for cervical and endometrial
cancer. The conduct of randomized trials may be encouraged in fields where results of
chemotherapy have been favorable (breast and ovarian cancer), while investigators may feel
less enthusiastic to perform more trials in fields where chemotherapy has shown equivocal
results with no clear benefits (cervical and endometrial cancer). Most of the analyzed
guidelines cited at least one randomized trial. It has been observed across diverse fields that
utilization of randomized evidence has increased in guidelines over time. Nevertheless, most
of the analyzed guidelines cited few randomized trials of those performed on the respective
questions. Therefore use of randomized evidence seems to remain eclectic in these
documents.

Even though the benefits of chemotherapy vary a lot among the malignancies that we
analyzed, all of the guidelines explicitly or implicitly endorsed the use of chemotherapy for
all malignancies. This is fully justified for breast, ovarian and stage III-IVa cervical cancer,
where the available evidence shows that chemotherapy has substantial benefits. Conversely,
chemotherapy has shown no convincing benefits, especially for hard outcomes such as

survival, for stage [Vb cervical and advanced endometrial cancer. However, only 3 of the 8
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guidelines for each of the latter types of tumors had some caveats and were not openly
committed to widespread use of chemotherapy in these patients.

Furthermore, outcomes such as secondary effectiveness measures and toxicity profile
were addressed more frequently in breast and ovarian cancer, whereas cervical and
endometrial cancer guidelines totally omitted statements regarding quality of life and costs of
chemotherapy and were less likely to discuss also these other outcomes. Reporting of these
issues is important for one to adopt or decline the use of specific treatments. Especially in
tumors in which chemotherapy does not appear to offer clear benefit in terms of overall
survival, secondary effectiveness outcomes, toxicity, quality of life and cost may be the only
data available to justify or not its use. Omission of statements regarding these outcomes in
these malignancies may mislead conclusions and may explain the generally favorable stance
of the guidelines towards chemotherapy even for advanced cervical and endometrial cancer.

Some limitations of our work should be discussed. First, for 32 entities we could not
find access to a website. However, it is not very likely that these entities would have
guidelines of their own, let alone high-quality ones. Second, it is possible that some entities
may not have published guidelines on chemotherapy, if they deemed that chemotherapy is
ineffective and thus not worth addressing. However, we found a similar number of guidelines
for tumors where chemotherapy is very effective and for those where it is more controversial.
Third, there are no established validated searches for unearthing professional societies and
organizations and some of them may have been missed by our searches. However, given the
multiple layers of our search, it is unlikely that prominent entities were missed.

In conclusion, our evaluation suggests that guidelines from professional gynecological
and cancer societies and organizations have substantial room for improvement.
Recommendations should be based on solid scientific evidence with balanced discussion of

all potential benefits, harms and costs of the proposed interventions
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