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NEPIAHWH

O kapkivog tou evdountpiou eival o MO CUXVOG YUVOLKOAOYLKOG KOPKIvOG OTOV
SUTIKO XWPO Kal KUPLWG OTLG AVATITUYHEVEG XWPEG CUUTIEPIAAUBOVOUEVOU KAl TNG
EAGSag. Yrdapxouv Stddopol mapdyovieg mou auéavouv Tov kivduvo yla epdavion
TOU KapKivou Tou evountplou omwg n mapoucia TG UPNAAG CUYKEVTPWONG TWV
olotpoyovwy . O kapkivog tou evdountpiou Slakpivetal oe duo TUMOUG : a) TOV
olotpoyovoefaptwievo (tumou |) kat B)tov pn olwotpoyovoefaptwpevo (tumou ).
EmunpoocBétwg o kopkivog umopel va eival omopadlkdg i kKAnpovoukog. O
omopadlkog Kapkivog umopel va eudaviotel oe omolodAmote AToHo Xwpi¢ va
UTTAPXEL OLKOYEVELAKO LOTOPLKO. O KANPOVOULKOC KopKivog sudaviletal Kuplwg os
VEQPOTEPEC NAIKIEC Kal TpokaAsital amd tnv kKAnpovounon emBAaBwv yoviSiwv.
KAnpovouwa ocuvépopo pe auénuévo tov kivbuvo eudaviong yla Kapkivo tou
evbountpiou givat to ouvdpopo Lynch kat to ouvdpopo Cowden. OL GNUAVTIKOTEPES
YEVETIKEG METABOAEG MOV cUPBAAAOUV OTNV KOPKLVOYyEVEDN €lval n evepyormoinon
TWV TIPWTO-OYKOYOVLOlwY, 1N YEVETIKA ootdBela Kol oL  HETAANGEEL Twv
OYKOKOTOOTOATIKWY yoviSiwv. Mo CUYKEKPLUEVO QTIO TIC TILO OUXVECG YEVETLKEG
uetafoAéc mou  oupPaivouv  otov  Kapkivo Ttou evéountpiou  eivat n
uwpodopudopikry aotdbela, n adpavomoinon tou PTEN, n petdMaén tou
OYKOKOTOOTOATIKOU yovibiou p53 k.a. EmumAéov SlatopaxEG OTOUG ETILYEVETLKOUG
UNxaviopoug, onwg n uneppeBuliwon twv vnowdiwv CpG, pmopel va auvénoet tnv
mbavotnta ywa Kapkivo tou evdountpiou. BAaBeg ota cuotipoato emiblopbwaong
Twv BAaBwv tou DNA €Xouv WG AMOTEAECUA TNV KAPKIVOYEVEDK. ITOV KOPKIVO TOU
evbountpiou eumAékovial Ta cuoThpaTa Twv AavOaocuévwy {euywv BAacewv, NG
EKTOMNG TwV BAcewV Kol Twv VoukAeotidiwv. BAABNn oto clotnua MMR mpokaAel
uwkpodopudopikry actdbela evw daivetal va eUTAEKETAL KOL OTOV OTMOPASLKO
KapKivo Ue TNV umeppeBuAilwon tou umokivnth tou MLH1 yoviSiou. Ooov adopd ta
ocuotnuata emidlopbwaong BER kat NER 8ev umapyouv oxupég evdeifelg otL mailouv
pOA0 otnv avamtuén Tou Kapkivou. AKOUn PBpEOnke KoL OUOYXETION TNG
uwpodopudopikng actdbelag, Tng unepékdpaong Tou TP53 kat tng adpavomnoinong
tou PTEN, emiBefoaiwvovtag tnv avtaywviotiky 6pdon twv duo teAeutaiwv. OL
TEXVIKEC TIOU XPNOLUOTIOLOUVTOL EUPEWC ONUEPA €lval n avooolotoxnueia Kot n
oavaAuon ¢ HkpodopudopLkhG aoTABELAG, LE TNV TTPWTN VA TIPOTLUATAL, AV KOl HE
HULKpOTEPN eualoBbnola, emeldny umodelkviel T okpPny yovidiaky PAaBn. H
avakaAupn Kot epopUoyn VEWV LOPLAKWY TEXVIKWY, OTtwG N aAANAoUXLoN EMOUEVNG
yevidg (NGS), avapévetal va oUPBAAAEL OUCLAOTIKA OTNV EPEUVA YLA TN YEVETIKN
npodLabeon TwV atopwy UE Kapkivo Tou evéountpiou.
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ABSTRACT

Endometrial cancer is the most frequent gynecological cancer in the west and
especially in developed countries, including Greece. There are some factors which
increase the risk for endometrial cancer such as the high concentration of estrogens.
Endometrial cancer is classified in two groups: a) type | (estrogen related) and b)
type Il (non estrogen related). Furthermore, cancer can be sporadic or hereditary.
Sporadic cancer can be occurred to everyone but hereditary cancer can be occurred
to younger ages and it is caused by the inheritance of defective genes. Hereditary
syndromes with increased risk for endometrial cancer are Lynch syndrome and
Cowden syndrome. The most important genetic variations that cause endometrial
cancer are microsatellite instability, deactivation of PTEN etc. Moreover damages in
the epigenetic mechanisms, such as hypermethylation of CpGs islands can cause
carcinogenesis and endometrial cancer. Defective DNA repair systems can cause
carcinogenesis. Especially in endometrial cancer involved some of these systems
such as MMR , BER and NER pathway. Defects in MMR pathway cause microsatellite
instability while it seems that it plays a role in sporadic cancer with the
hypermethylation of the promoter of MLH1 gene. Until today, there are no enough
evidence about the fact that BER and NER pathways are involved in endometrial
cancer. Also it is found that there is a correlation between the over expression of
p53 and the inactivation of PTEN with the microsatellite instability. The laboratory
techniques which are known and useful today are immunochemistry and
microsatellite analysis. The first one is preferred because it detects the exact
damages in genes. The discovery and the implication of new molecular techniques
such as next generation sequencing will help for the prevention of people with high
risk for endometrial cancer.
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1.'ENIKO MEPO2

1.1. ANATOMIA TENNHTIKOY 2Y2THMATOz

H untpa eival éva opyavo TomoBestnpévo otn WIKPH TIUEAO QVAUECA OTnV
oupodoxo kUOTn KalL oto maxy éevtepo. Eival koilo opyavo pe peyebog mou
Kupalvetol os 7,5-8 ekOTOOTA MAKOC Kol TAATOC 5 ekatootd. Mowdlel pe oxnua
oxAadLol Kal ETUKOWWVEL LECW TWV COATILYYLKWY OTOUIWY HE TIG OAATILYYEG KO TLG
woBOnKe¢. NPo¢ T KATW ETMKOWVWVEL PE TOV TPAXNALKO CWARvVaA Kal TN KOWAOTNTA TOU
KOATIOU. H puAtpa anoteAeital anod:

e TOV TpAxnAo

e TOV lOOUO

e TO CWHA TNG MATPAC TTOU amoTteAs(tal anod tpia otpwpata: 1) To MEPUATPLO

TIOU €lval 0 €€WTEPLKOC XITWVOG TNG MNTPAC, 2) TO HUOUNATPLO TIOU £ival n
ueoaio otifada kat 3) To evOOUNTPLO TIOU (VAL TO ECWTEPLKO OTPWUA TIOU
KQAUTITEL TN UNTPLKN KOWAOTNTA. To EVOOUNTPLO €ival TTAOUGCLO O TPLXOELSN),

adévia kat Aepdpodopa ayyeia (Guololoyia Tng Avamapaywyng).

Ewkova 1. Avatopia Tng uATPOC.
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1.2. ENIAHMIOANOTIKA ZTOIXEIA KAPKINOY TOY ENAOMHTPIOY

O kapkivog Tou evéopuntplou €lval o o ouUXVOC TUTIOC YUVOLKOAOYLKOU KOPKIvVOU
oto 6uTlkd KoOopo. To 2014, 320.000 yuvaikeg Slayvwotnkov HE KOPKIVO Tou
evéountplou Kat mepimou 56.0000 yuvaikeg meBavav amnd tn voco. XTI HVWUEVEG
MoAwteieg Apepikng (HMNA) o kapkivog Tou evbountpiou eival o TETAPTOG L0 CUXVOG
KOPKIVOG KOl QVIUTPOOWTEVEL TO 6% OAWV TWV KAPKIVWV OTIG YUVOIKEC.
Juykekplpéva, to 2014 Sayvwotnkav 52.630 vEEG TEPUTTWOELS ME KOpKivo Tou
evbountpiou amo tig omoleg katéAn&av ot 8.590 neputtwoelg (Siegel R et al., 2014).
OL meploxég TG Bopelag Apeplkng kot TG BopeloavatoAikng Eupwmng
napouaotalouvv uPnAdtepa MOCOOTA EUPAVIONG KAPKIVOU Tou evlountpilou os oxéaon
LLE TOV UTTOAOLTTO KOOLO.

Ztnv Eupwrn, kataypadetal n LeyaAlutepn ocuxvotnta epdAVIONG TOU Kapkivou
Tou evdountpiou Kol avimpoowrneVel tTo 1-2% Tou cuvolou Twv Bavatwv amo
Kapkivo tou evbountpiou (Glob can 2008). Ta moocootd otnv Adplkn kat otnv Acia
glval apketad xapunAotepa. AuoTuUXWG, LE TNV MAPOodo Tou XpoOvou, ot avtibeon pe
AaAAoug Tumoug Kkapkivou, o Kkoapkivog Tou evdountpiou aufdvetal Slopkweg,
dlaitepa OTIC avamTUYUEVEG XWpPeC. Mia miBavr g€nynon autou tou $palvopEvou
elvat n avénon g maxvoapkiag, n €Aewpn kuRoEwv Kol n auvénon Tou
npoodokipou {wnG. 2to Hvwpévo Baoidelo kaBe xpovo Slaylyvwokovial Tepimou
7.000 yuvaikeg pe kapkivo evéountpilou, evw otnv Euvpwrnaikn Evwon o aplBuog
¢dtavel otig 86.000 yuvaikeg (National Cancer Institute).

OL xwpeg pe tnv uPnAdtepn ouxvotnta epudaviong Kapkivou tou evéountpiou
10 2012 Atav Ta vnold Mmapundvtog - He 10 VPNASTEPO TTOCOOTO KAPKIVOU TOU
evbountpiou- to DYPOM kat n Apuevia (Siegel R et al., 2011). H EAAada cuppadilet
0€ oUXVOTNTA KoL BVNOoLOTNTA CUYKPLTIKA e TNV uTtoAoutn Eupwnin (Ferlay J et al.,
2013).

O kapkivog Tou evbountpiou cuvnBwe eudaviletal oe yuvaikeg mou Bplokovrtatl
oTNV gUPNVOMaUon Ue pEon nAkio ta 63 €tn. Nap’ 6Aa autd pmopel va ekdnAwOel
KOl O€ T(POEWNVOTIAUCLOKEG YUVALKEG O€ TTOO0OTO Tepinou 25%(Wikipedia). H péon
nAwia Stdyvwong otig HMNA eival ta 60 €tn. Nuvaikeg mou avikouv otnv Kaukdola

duAn mapouaotalouvv 2.88% kivbuvo va epdavicouv Kapkivo tou evdopntpiou
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KAToLa oty TnG {whG TOUG CUYKPLTIKA HE APPOOEPLKAVEC YUVALIKEG OTLC OTIOLEC O
kivbuvog meplopiletal oe mooooto 1.69%(Ewk. 2). Qotdoo, sival mo mbavo ot
AdpPOAUEPIKAVIKNG KATAYWYNG YUVaikeg va €xouv upnAol BabBuou kakonBelag pn
evlouNTPLOELSOUG TUTIOU VEOTTAACUATA KoL TipoXwpnHévou otadiou vooo tn oTyun
™G SlAyvwong OUYKPLTIKA HE yuvaike¢ tng Kaukaolag ¢uAng pe mopopola
dnuoypadika otolxela (Oliver KE, et al. Racial disparities in histopathologic
characteristics of uterine cancer are present in older, not younger blacks in an equal-
access environment. Gynecol Oncol 2011;123(1):76-81).

O «koapkivog Ttou evdountpiou Oivel CUPMTWHATA OXETIKA Vwplg Kol €Tol
SloyLlyVWOKETAL oUVHROWC 08 TTPWLUO OTASLO. ITIC OVONTUCOOUEVEC KUPLWG XWPEG TO
TIOOOOTO TEVTAETOUG emiBiwong eival oxetikd vPnAo. Zuykekpiueva otig HMA, to
TIOOOOTO TIEVTAETOUC eMIBiWoNG ylot TO CUVOAO TWV MEPUTTWOEWV TOU KOPKIVOU TOU
evbountpiou eival mepimou 69% (American Cancer Society, 2013). Eddoov o
KOpKIvOG TtepLopileTOl OTO CWHA TNG UATPOC, Ta Tocoota emiBiwong ayyilouv to

90% (European Society of Medical Oncology).

Ewkova 2. JUVOALIKOG aplBudg Bavatwy amd kapkivo tou evdountpiou ava 100.000 dtoua

avaloya pe tnv eBvikotnta (National Cancer Institute).
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1.3. NAPATONTEZ KINAYNOY EM®DANIZHZ

MéxpL onuepa 8ev €xouv OLEUKPLVIOTEL MANPWC T aitia €pdAvIonc Tou
Kapkivou Ttou evbountpiou. Evag mapayovtag kwdUvou aufdvel tov Kivbuvo
gudpavionckapkivou tou evéountpiou aAAd dev eival amapaitnto otL Oa pokaAéoeL
KapKivo. To HeyoAUTEPO TIOCOOTO TWV TEPUTTWOEWV TIou epdavilouv kapkivo Tou
evbountpiov odeiletal otnv mopouciot UPNAWV CUYKEVIPWOEWV OLOTPOYOVWV
(amouoia oloTpoyovwy TAUOUV VA AVATITUGOOVTAL OL OYKOL 1] avamtuooovTal o
opya). AAAOG onUOVTLKOG Ttapayovtag KlvdUvou sival n nAkia kabwg 600 peyoAwveL
n yuvaika auvédvetat o kivbuvog euddviong kapkivou Ttou evdountpiou.
EmutpooBeta, ATopa Tou £X0UV CUYYEVELG TipWToU Babpou pe Slayvwopévo KapKivo
Tou evéounTtpiou SLaTpEXOouV CnNUAVTKO Kivbuvo sudaviong.

N'Vvwpiloupe onpepa OTL YUVOIKEG UE KANPOVOWLKO M TOAUTIOSLOLAKO KOpPKivo
Tou maxéoc eviépou (Hereditary Non Polyposis Colorectal Cancer, HNPCC), 1o
YVWoto wg olvdpopo Lynch, umopel va eudavicouv kapkivo evdountpiou.
Fuvaikeg pe oUVOPOUO TIOAUKUOTIKWY woBnkwv gudavilouv peyalltepo Kivbuvo
eudaviong Kapkivou tou evéountpiov AOyw Twv VP NAWV TOCOTHTWY OLOTPOYOVWV.
ErtutAéov, €xel Bpebel OTL yuvaikeg PE LOTOPLKO KOPKIVOU TOU HOOTOU TIOU £XOUV
QVTLLETWTILOTEL pE Tapodidaivn €xouv auénuévo kivbuvo eudaviong kapkivou tou
evbountpiouv efartiag tng Sleyeptikng TG dpaong oto evdountplo. H mayuvooapkia
Kal o StaBAtng amoteAolV ONUAVIIKOUC TAPAYOVTIEG KvdUvou Adyw avénong tTwv
oloTpoyoVIKwy erbpacewv. H EAAeWPn KUACEWV KAl N TAPATETAMEVN alpoppayia
auvéavouv Ttov Kivbuvo yla Kapkivo tou evdopntpiou. AvtiBETwg, n xopriynon
QVTLOUAANTITIKWY XATILWVY TIOU TIEPLEXOUV TIPOYECTEPOVN KL OLoTpoyova daivetal va
avTlppomoLV Tov Kivbuvo epudavionc Kapkivou tou evéountpiou.

MeAéteg mpoteivouv TNV EAAeWdn GUOCLKAG AoKNOoNG, TNV KATAVAAWON OAKOOA
Kall AAAOUC TTapAyoVTEG WC Tbava altia epdaviong Tou Kapkivou Tou evéountpiou
wotooo, ta dedopeva eival aviikpouodpeva. Tehevtaia, n npdodog tng Moplaknig
Bloloyiag kat GAAwv cuvadwy ETMLOTNUWY £XEL TIPOOOBECEL VEOUG TIOLAYOVTEC TIOU
6pouv oe KUTTaPLKO eminedo kol oxetilovtal pe tn vooo (European Society of

Medical Oncology).
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Ewkova 3. EvSoyeveic mopayovieg kal kivduvog eudaviong kapkivou tou evdountpiou

(Zadpakag , EAAnvik Maleutikr FfuvatkoAoyia).

1.4. NAOOAOTIKH ANATOMIKH TOY KAPKINOY TOY ENAOMHTPIOY

1.4.1. TYNOI KAPKINQN TOY ENAOMHTPIOY

O «kopkivog Ttou evbountpiou eivat o TmAéov Sladebouévog amd TOUG
yuvalkoAoytkoU¢ Kapkivoug. Eival yvwoto otL otnv Eupwrnn 1 otig 200 yuvaikeg Ba
avamntuéel kapkivo Tou evdountpiov og kamola otyun otn {wn tng. O Kapkivog Tou
evbountpiou ouvnBwg eudaviletal oe yuvaikeg > 50 €TwWV KOl EMOUEVWS
EULNVOTIOUCLOKEC.

O kapkivog Tou evbountpiou Slakpivetal oe dUo TUTOUG: TOV TUTOU | KAl TOV
torou Il. O tumou | elval olotpoyovosfaptwpevog Kal epdaviletal Kuplwg oe
YUVALKEG TIPLV TNV EQNVOTaUch. Ztov TUmou | tafvoueitatl to 70% tou omopadikol

KOPKIVOU LIE TILO ONUOVTIKO EKMTPOOWTIO TOoV evdountploeldr) tumo. Elval Ayotepo
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ETUOETIKOC KoLl meplAapBavel kapkivoug pe Babuod dwadoporoinong 1 kot 2. O
tonou Il epdaviletal ouvnBwg O YUVOIKEG HUETA TNV €Upnvomauon Kot &gv
TIPOEPXETAL QMO UTEPPOALK) TOCOTNTA OLOTPpOYOVWY. Epdaviletal oe mooootd
nepimou 20%. Adopd kuplw¢ kapkivou¢ pe BabBud Swadopomoinong 3 kat
OVTUTPOOWTEVEL T ONAWSN-0pwSN Kol Ta SLAUYOKUTTOPIKA KapKlvwpata. Eivat
TIEPLOCOTEPO ETIOETIKOC Ao Tov TUmou | Kabwg €xel T TAon vo e€QMAWVETAL KO
€€w amod TN uATPA Kal yL auto To Aoyo edapudlovral o enBeTIKEC Oeparmeieg oToug
aoBeveic mou eudavilouv tumou |l kapkivo tou evdountpiou (European Society of

Medical Oncology).

Table 1. Characteristics of Type 1

and Type Il Endometrial Carcinomas

Characternistic Type 1 Type 11

Linopposed Fresent A

ERITCGEETh

Carcrwth Slonw -growing Kapid progreszion

Frecursor lesion Adypical boperplasia Emdometmal wvira-
epathelial carcinnona

Flistology E mcdosemeesricod s, Clear cell

Ciracke Lovey Highi

Depch of myvasion Ulsually susperficial CHien deep

Molecular FTEM or KA pene mumtion; 057 musackias

penetic changes miicrosatellice insmabilic

snurce: Reference 15

Ewkova 4. TuTol Kapkivou Tou evéountpiou Kot XapaKTneLOTLKA TOUG.

1.4.2. IZTOMAGOAOTIA

Makpookorikn popdoloyia: To Kapkivwpa Tou evéountplou Umopel va epdavioTel
o€ omoladNAMOTE TEPLOXN TNG KOWOTNTAC TNG MATPOG Kal va efeAlooetal eite
TIEPLOPLOUEVA ElTe KOT emidpavela. To onUOVTIKOTEPO otolyeio dev gival o Gykog Tou
KOPKLVLKOU LoToU, oAAA N €1¢ BaBog 61nOnon tou puopntpiou, n onola Bswpeital wg
€Vag amo ToUG ONUAVILKOUG POYVWOTLKOUG Seikteg tng e€EAENG tng vooou (Kaku T

et al., 2002).
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Muwpookorikny popdoloyia: Ixedov OAa T KAPKIVWHOTO Tou evdountpiou eival
adevokapklvwpata kal mapouctdalouv Sladopetikov Pabuol  Swadopormoinon
(Grading), mou ouvioTd KaBOPLOTIKO TIPOYVWOTIKO TapAyovTIa ThG vOoou (Xtolyeia
MaBoAoyikng Avatoutkng kat OykoAoyiag, AvBoUAn —AvaywaotornouAou Op).

JuvnBwce, oto péco tou adevikol emiBnAiou Tou evéountpiou BplokeTal Kol TO
mAakwde¢ emiOnALo. Otav mapouotalel xapaktrnpeg kahonOelag tote Yapaktnpilletatl
w¢ adevoakdvBwpa. Amd tnv AAn, otav to mMAokwdeg €MOAALO TTapPOUGCLATEL
XOPOKTNPEC KokonBelag avadeépstal wg adevomhakwdeg Kapkivwpa. Ta
adevomlakwdn  kapkwvwpato tou  emBnAlov  eivat  ouvABwg  XOUNARG
Slapopormoinong Kal Kakng mpoyvwonc. EmumAéoy, onavia, mapatnpeouvtal Kat aGAAa
aSeVOKAPKIVWHATA, TA OTtola €ival yvwotd w¢g adEVOKOPKIVWHATA €K TwV SLOUywv
KUTTOpwWV Tou evéountpiou. Evronilovtol Kuplwg o€ yuvaikeg mou Bplokovtal otnv
EUUNVOTIOUON KOL €XOUV XELPOTEPN TPOYVWON Ao TA TUTIKA OSEVOKAPKIVWHOTO
Tou evéountpiou.

Ta eKKPLTIKA KOpKIVwHATa Tou evbountpiou givat omavia, epudavifovral Kupiwg
0 TIPOEWUNVOTIAUCLOKEG YUVOUKEG KoL N TPpOyvwon Ttoug elval apketd KoAn.
Yxetilovtol Kuplwg HE TNV €midpacn TNG MPOYECTEPOVNG OTO EVOOUNTPLO, XWPLG
WOTO00 AUTO va eival andAuto kabwg eudavilovtal Kal 0 PETEUUNVOTIAUCLAKEG
YUVOLKEC.

Ta OnAwdn opwdn kapkwvwpata eival emiong omdvia kat o Babudg Ing
Slapopomoinong toug mMolkiAAeL avaloya pe tn mpoyvwaon. Napouotdlouv peyain
avamAaotiki Spactnplotnta tou emBnAiou kot OnAwpatwdn avantuén.

Iravia givat emiong to BAeEVVWEN KAPKWVWHATA KOL TO PWTOMAOEG KapKivwpa
and mAakwdeg emBAAo (Soutchcott BM, 2001, Zuvoyn MOALEUTIKAG KO

FuvatkoAoyiag, MavteAavakng Z€pyLog).
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1.4.3. 2TAAIONOIHZH TOY KAPKINOY TOY ENAOMHTPIOY

Ma tnv afloAdynon TG vOoOoU Kal TV EKTLULNON TNG TIPOYVWONG XPNOLUOTOLELTOL
cvotnua otadlonoinong, mov Baociletal otnv eAMAwon TOou GyKOU Ao TNV ApPXLKH TOU
Béon oto evdountplo oe dAAoug Lotol¢ f Opyava. Exel Beomiotel amd tn Alebvi
Oupoomnovdia Nuvawkoloyiag kat Mateutikig (International Federation of Gynecology
and Obstetrics— FIGO). H owotr otadlonoinon sivol onUavtikn KaBwc cupBAAAEL
otnv ekAoyn tng Bepamneiag mou Ba akoAouBnoel n acBevAg PETA TN XELPOUPYLKN
eneuPaon.

Ma tov Kapkivo tou evdountpiou To OTASIO OPLlETAL PETA TN XELPOUPYLKA
enépPaon tou aoBevoug kal PBaciletal oe autd Tou €ide 0 XEPOUPYOG, KATA TN
SLapKEL  TNC  XELPOUPYIKAG  €MEPBOONG KAl OTA  ONMOTEAECHATA  TNG
naBoloyoavatopkng €&€taong Tou Oykou Tou adalpédnke. Emopévwg, n
otadlonoinon eival xewpoupylkn kat maboAloyoavatoukn (Mivakag 1, Ewk. 5). O
ntaBoAoyoavatopog eAEyxXeL TNV €EAMAWON TWV VEOTIAOCUATIKWY AAAOLWOEWY OTOV
TpaxnAo, tn B£on kol €Kktaon Tou Oykou, To Pabuod Siadopomoinong Tou, Tov
LoToAoyLko TUTIO, To BAB0¢ TNG S1NONONE TOU OYKOU OTOUG HUG TNG UATPAC KAl EKTLUA
Vv mapoucia f amoucia ayyelakng OuOnong (European Society of Medical

Oncology).
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Itado

Oplopuadg

stadwo |

O Oykog evtoTileTal otn LATPO Kal SV EXEL ETEKTAOEL EKTOC AUTAC

stadwo IA

O oOykog eite meplopiletal oto evbountplo 1 €xeL SinBrioeL Ayotepo

arno 50% Tou MAXOoUG TOU HUOC TNC LATPAC

>tadwo IB

Exel 8inBroel meplocdtepo amd to 50% TOU OYKOU TOU MUOC TNG

HATPOG

staduwo i

O oykog BpEBnke otn uATpa Kal €xel e€amAwBel oto TpdyxnAo

>taduwo i

O Oykog €xeL emektabel €KTOG TNG MATPAG, O GAAO TUAMA TWV
YUVOLKELWV YEVVNTIKWV 0pyavwy (TT.X. KOATIOG, WOoBNKeEG KATT.) 1} oTOUC

Aepdadéveg

taduo A

O OyKoG £XeL SINONOEL TNV EWTEPLKN TIAEUPA TNEG UATPOAG

tadwo B

O OyKkog €xeL 51nOBrioeL TOV KOATIO 1} TO TTOPAUATPLO

taduwo lIIC

Bp€Onkav KapKvIKA KOTTAPO 0TOUG TTUEALKOUG AepudadEVEG

Ytado 111C2

Bp€BnkKav KoPKLVLKA KUTTOPA OTOUG MAPAAoPTIKOUG Aepdpadeveg

stadwo IV

O 6ykog €xel e€amAwBel otnv oupodoxo KUOTN 1) OTO EVIEPO ) 0 GAAQ

opyova oTo cwia (petaotaon)

Ytado IVA

O oOykog €xeL 8inBroel oto PAsVvoyovo TOU €VIEPOU 1) TNG oupodoxou

KUOTEWCG

Ytado IVB

Kapkwika kuttapa Bpédnkav otoug Aepdpadévec otn BouBwvikn xwpa

f TNV KOWLA 1l 0€ AAAQ ATOLOKPUCHLEVOL Opyava

Nivakag 1. >Votnua otadonoinong FIGO tou 20009.
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Elkova 5. ALOypaUUOTIKN OTTELKOVION TwV oTtadiwv Tou Kapkivou tou evountpiou.

12
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1.5. KAHPONOMIKOTHTA KAI KAPKINOZ TOY ENAOMHTPIOY

O kapkivog amoteAel ouxvo vOONUA, CUVETIWE OL TIEPLOCOTEPEC OLKOYEVELEG Ba
€XOUV €va N TEPLOCOTEPA UEAN He Kapkivo. O kapkivog mou bev odeiletal os
KANPOVOUNOLUN YEVETIKA aAAayn xapaktnpiletal «omopadlkoU TUTMOU» KOPKIVOG.
AUTO onualvel OTL Tuxaio KAToLoG Umopel va epudavicsl omoLodrmote TUMO KapKivou
QKON Kal av 8ev UTIAPXEL LEAOG TNG OLKOYEVELAG SLOYVWOUEVO HE KATIOLOV TUTIO
KapKivou.

O omopadikdg kapkivog SladEpeL amod Tov KANPOVOULKO ota €EAG:

e O KANPOVOULKOG Kapkivog epdaviletal oe veapotepn nAKia amo tn omopadikn
Hopdn Tou Kapkivou Kot yla to Adyo autd ol el8lkol ouxvad CUOCTAVOUV TNV
€vapén Tou MPOCUUNMTWHATIKOU EAEYXOU O VEAPOTEPN AWK yla ATtopa HE
LOTOPLKO KANPOVOULKOU TUTIOU KOPKIVOU OTNV OLKOYEVELQL.

e  OLkAnpovoputkol kapkivol eival amoteAeoUO KANPOVOUNONG KATIOLOG YEVETLKAG
oAAayAg mou €UBUVETOL yloL TNV KAPKLVOYEVECH TOU CUYKEKPLUEVOU TUTIOU
Kapkivou kot petoafipaletal amd Toug yoveig ota motdld. AvilBETwg, ot
omopadikol kapkivol mpokaAoUvtal amd €eMIKINTEG YEVETIKEG QAAQYEG TOU
Snuoupyndnkav Adyw 6pacng oppovwy, TEPLBAAAOVIIKWYV TapAyOVIWY,
ynpavong, aAAaywv otn dtatpodn K.a. Ta ATOUA TTOU €XOUV KANPOVOUNOEL HLa
VEVETIKN aAAayr) pmopel va mapouaotalouv peyaAutepo Kivéuvo eudaviong yla

TIEPLOCOTEPOUC ATIO £val TUTIO KOPKIVOU.

A&iZeL va onpelwBOel 6tL To 90% TOU CUVOAOU TWV TIEPUTTWOEWY TOU KOpPKivou
Tou evdountpiou eival ormopadikol TUTOU Kot TTOAAOL amd auTtoug MpokaAouvtal
AOyw peyaAng €kBeong oe olwotpoyova (tumog | kapkivou evdountpiou)
(Gynecological Cancer Management. Identification, Diagnosis and Treatment).

JUudwva PE TIPONYOUUEVEG UEAETEG, OTOUG OTIOPASIKOU TUTIOU KOPKIVOUG TOU
evbountpiou to KRAS yovidlo eival evepyomoinpévo oe mocootd 10-31% twv
TIEPUTTWOEWV. METAANAEELC OTO OYKOKATAOTAATIKO yovidlo TP53 eival cuxvég kat

eudavilovral o€ mooootd 10-47% Twv MEPUTTWOEWV.
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EKTOG oMo TIC YEVETIKEG AANAYEC TIOU EUTTAEKOVTAL KOTA TNV KOPKLVOYEVEDH OTO
€EVOOUATPLO, ONUAVTIKO pOAO daivetal OTL €XOUV ETILYEVETIKEG OAAQYEG, OTIWG N
pneBuAiwon tou DNA. H adpavomoinon tou MLH1 yovibiou, mou kwdikomolel thv
avtioTolyn MPWTEIVN, TTOU CUUMETEXEL OE UNXAVIOUO eriblopBbwong PAaBwv tou DNA
(Mis-Match Repair, MMR), amoteAel ouxvr) altio avamtuéng omopadikol TUTIOU
KapKivwv tou evéountpiou. H pn emdtopbwon twv Aabwv Katd to Euyapwua Twv
Baocewv tou DNA mpokaAel pikpodopudopik aotdBela mou amovtdtal T0oo oTn
onopadikn popdry popdn TOou Kapkivou tou evdountpiou. H pikpodopudopikn
oaotdBela mapatnpeital oe mMooootd 17-23% TwV MEPUTTWOEWV TWV OTIOPASIKWVY
Kapkivwv (Gynecologic Oncology, Robert F.Ozols).

Ztnv kAnpovoulk popdn (ocuvépopo Lynch) tou kapkivou tou evdountpiou
nmapotnpeital  ouxva adpavomoinon tou MLH1 yovidiou TOU GUOTAHOTOC
emdlopbwong MMR. Qotoéco, n adpavomoinon &dbw &ev elval amotéAeoua
HEBUALWONC TOU YEVETIKOU UALKOU aAAG odelleTal otnv Umapén YEVETIKWYV aAAaywv
(ueTaAAAgeLg) ota avtiotolya yovidia mou Kwdikomolouv ta emblopbwtikad evivpa

(Bajana et al.,2013).

1.5.1 2YNAPOMO LYNCH

O kopkivo¢ Tou evdountpiou elval To TO OUXVO OTO OUVOPOUO TOU
KANPOVOLLLKOU Un TtoAumoSLolakou KapKivou Tou max€og evtépou (ouvdpopo Lynch)
Kol KANPOVOUELTAL IE QUTOCWHLKO ETIKPATH Xapaktnpa (Ew. 6) .

To ouvépopo Lynch xwpiletal og dSuo katnyopleg:

e Tov KANPOVOUIKOU TUTIOU KOPKIVO TOU TIOXEOG EVIEPOU XWPLG ToAumodiaon

(HNPCC) ; cuvépopo Lynch
e To olkoyevég oUvdpopo kapkivou fp cuvépopo Lynch I, mou xapaktnpiletal anod

vPnAO Kivbuvo eudAviong VEOTTAACLWY EKTOGC EVTEPOU, OTIWE O KAPKIVOC TOU

evéountpiou, wobnkwv k.a. (Cancer Net).
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Ewkova 6. AUtOCWLKOG ETILKPOTHG TUTIOG KANPOVOLNONG TTOU TOpaTnpPELTaL oto cUVSpopo

Lynch.

Aebopévou OTL 0 YEVETIKOG EAEYXOG elval damavnpog Kot xpovoBopog, €xouv
BeomoTEL KpLTApLA Yla TNV avVayvWPLon TwV aoBsvwv pe KANPOVOULKOU TUTIOU
kapkivo. OL cuykekplpévol aoBeveig eival mBavov va dépouv petaldéelg oe
yovidia emibtopbwong BAaBwv tou DNA. Mpokettal yla ta Kpttripta Amsterdam
Ta omoia avaAUOVTOL OTN CUVEXELAL:

o Touldxlotov 3 ouyyeveilc He LOTOAOYIKA ETUPREBALWUEVO KOPKIVO TIOXEOG
EVTEPOU 1 KOPKIVO GAAWV opyavwv oXeTW(OPEVWY HE To ouvdpopo Lynch (o

évag oo Tou¢ ouyyeveic mpémnet va eivat 1°° BaBpol pe toug dAAouc Suo).

o HAkia SLayvwong evog TOUAAXLOTOV EK TWV TTACXOVIWV < 50 £1n).
o MpooBoArl amd tn vooo Touldxlwotov Suo Stadoxikwv yevewv (Shilpa
Gover,2016).

Y€ TIPOYOUMEVEG HEAETEC, avadEpeTal OTL n OUXVOTNTA TOU KOPKIVOU TOU
evbountpiou ¢tdvel o€ Mooooto to 20%, dtav untdpxel cUvEpopo Lynch, cuykpLtika

HE TO YeVIKO TANBuouo mou dev emepva os mMooooto 1o 3%. e avtibeson pe to
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YEVIKO TAnBuouo, mapouacia tou cuvdpopou Lynch o kapkivog tou evdopntpiou
eudaviletal oe HIkpOTEPEG nAlkieg (Watson P., 1996). To ouvépouo Lynch
TIPOKAAE(TAL OO KANPOVOUNOLUEG YEVETIKEC aAAaYEG TToUu cupPaivouv oe yovidla
Tou KwdKomoLloLV emdLopBwTIKEG MPpwTEiveg Tou MMR cuotiuato¢. H cuxvotnta
EUPAVIONC TWV KAPKIVWV Ttax€oc eviépou Kal evdountpiou eival 2-3% kot 12%
avtiotolya.

MetaAAdaelg mou evromilovtal o€ kamolo and ta yovidia MLH1, MSH2, PMS1,
PMS2 kat MSH6 gvoyxomolouvtat oto cuvdpopo Lynch (Peltomaki P. et al., 1997). 3¢
KapKlvwpoto Tou evdopntpiou €xel amodeyyBel otL n  adpavomoinon Ttou
oupmAéypatoc MSH2/MSH6 Stadpapatilel ouolaoTikO pOAO OTNV AVATITUEN OYKWV
oto evdountplo (Schweizer P. et al., 2001). e nmpoodateg peAéteg Ppednke OTL oTO
ouvépopo Lynch mapatnpouvtal cuyxvotepa HetaAagelg ota yovidia MLH1 kat
MSH2 o€ oxéon pe ta MSH6 kot PMS2 yovidia (Yamamoto H et al.,€tog;;;). MdaAlota
Sladaivetal 0Tl o0 Kivbuvog avamtuéng Kopkivou tou evdopnTplou TMOLKIAEL oE
TooooTtd avaAloya pe to yovidlo mou ¢Epel tn peTAAaN. Mo CUYKEKPLUEVA, YLa
HeTaAAAEeLG Tou adopouv oto MLH1 yovidio, o kivbuvog epdaviong tng vooou eival
54%, €V UELWVETOL CNUAVIKA OTav oL HeTaAAdfelg adopouv ta yovidia MSH2
(21%) kot MSH6 (16%).

Y& YeAETN Twv Hirai Kal ouvepyatwy, e€etaotnkav 120 acBeveic Pe KopKivo ToU
evbountpiou oL omoiol mMAnpoucav Tta KpLtipla Tou ‘Apoctepvtap A (évag n
TIEPLOCOTEPOL OUYYEVELC TPWTOU Pabuol pe Kapkivo oXeTW{OMEVO LE TO OUVSPOUO
Lynch) n B (aocBeveic pe Vo 1 meploodTEPOUG KAPKIVOUG OXETWIOUEVOUG UE TO
ouvépopo Lynch). BpéBnkav 18/120 acbeveic pe BAaBec oe yovidia tou MMR
ouotnuatog Kat 9/120 aoBeveig pe petaAlagelg oto MSH6yovidlo. And toug 72
aoBeveig mou mAnpoucav Ta kpttipla tou Apotepvtap A , 14 eixav BAAPeg o€
yovidio tou MMR cuoThaTog, woTtooo Kaveig &g Stayvwotnke pe ouvdpopo Lynch.
JUudwva HUE TN OUYKEKPLUEVN HEAETN TPOKUTTEL OTL To MSH6 yovidlo mailel
ONUAVTLKO POAO OTOV KOpPKivo Tou evdopntplou. EmutAéov, dpaivetal OtL Ta KpLThpLa
TOU APOTEPVTAU avayvwpilouv TIG ULOEG MOVO ATIO TLG TIEPUTTWOELS TWV KApKIVWV

Tou p£pouv petalalelg ota MMR yovidia (Hirai et al., 2008).
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1.5.2 ZYNAPOMO AMAPTQMATQN KAI NEOMNAAZIQON ZXETIZOMENO ME TO
FONIAIO PTEN

H vooog Twv moAamAwy apopTwHATWY Eivat yvwotn Kot ws ouvdpouo Cowden
KOl TI)PE TO OVOUA TNG Ao TO MPWTO Meplotatikd to 1963 (Burgdorf WH., 2006).
Xapaktnpiletal and opopTWHATWEEL OYKOUG €VOOSEPULKNG, UECOSEPULKAG Kal
EKTOSEPUIKNG TIPOEAEUONG, KOOWG Kol omo efepyaocieC Tou HaoTol Kol TOU
Bupeoelboug.

AKOAOUBEL OQUTOOWULKO ETUKTPATH TPOTUTIO KANPOVOUNONC XQPOKAL TO
umevBuvo yoviblo ebpaletat oto  Xpwpoowpo 10. [Mpokewtat  ywa  TO
OYKOKOTOOTOATIKO yoviblo PTEN to omoio €xel BpeBel petalAaypévo Kal o€
omopadikeG popPEC Kapkivou tou evdountpiou. AL0POPETIKEC UETOAAAEELC TOU
yovidiou PTEN guBuvovtal kat yla GAAat KANPOVOUOUMEVA KAPKLVLKA cUVEpOUa OTWG
To oUvdpopo Bannayan-Ruvalcaba-Riley (pakpokedalia, moAamAd AUmwpoTa Kot
awayyelwpata) (Pilarsky R et al., 2004) kat n vooo¢ Lhermitte-Duclos (SuomAaotika
YayYALOKUTTWHOTA TNG apeyKepaAidag).

H vooog Cowden eival yvwotn yla tig SeppatoBAevvoyovieg ekdNAWOELS TNG,
mou TepAapBAvouv TPIXIANUUWHUOTO TIPOOWTIOU, OLYUOELSEIC UTEPKEPATWOELC
TOAOUWY KoL TEAPATWY, TOAMAMAG wwuata, AUwuata, OnAwpata Kot
oLpoyyeElwpaTa SEPUATOC. ITa TSI Ta LoOva EVOEIKTIKA onUela TG vOooU elval n
HokpokedaAia, n ATLA voNTIK KaBUOTEPNON KoL N OCXEOELSNC YAWaCoa.

Ta duo tpita Twv acbevwv pe véoo Cowden mapouotalouv uprpaTa Ao To
Bupeoeldn, pe avénuévn enimtwon Bulaklwdoug adEVOKAPKIVWHOTOC, EVW Ta TPl
TETAPTA AUTWV epdavilouv auvénuévo kivbuvo yla kapkivo Tou poaotou. O kivéuvog
€UPAVIONC KapKiVOU TOU evOOUNTPLOU EKTLUATOL OE TTOCOOTO 5-10% TWV ATOUWV HE
ouvépopo Cowden r; cuvdpopo Bannayan-Ruvalcaba-Riley (Martinez-Mir A et al.,

2003).
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1.6. MHXANIZMOI KAPKINOTENEZHZ

1.6.1 TENIKA

H eudavion kakonbou¢ HOPpPWHOTOC OE CUYKEKPLUEVO LOTO 1) Opyovo Eeival
amotéAeopa TNG SlatapoxnG TwV PUOULOTIKWY HUNXOVIOUWV TIou SLETOUV TOV
KUTTOPLKO TIOANQITAQGLOAOUO KOl TOV TIPOYPAUUATIOMEVO KUTTOPLKO Bdvato. Auto
€XEL WG OTMOTEAECUO TN HETOTOTLON TNG LOOPPOTIOC TOAAATMAQCLOCHOU-0avaTtou
TPOG TNV MAEUPA Tou ToAAamAactacpol (Hanahan D. et al., 2000).

MNa t™ élatpnon TG aVWTIEPW LooppPoTiac eival amapaitntn n mopoudia
PUBULOTIKWY HOPLWV TIOU amoTteAoUV mpoiovia €KPPacns MTPWTOOYKOYoVLSiwY Kal
OYKOKOTOOTOATIKWYV yovidiwv. H emttayxuvon tou moANamAactacpou 1 n eAaTTwHEVN
anorntwon 1 ouvduaocpog kat twv Suo odnyouv otn Snuoupyia oykwv. O
SLOTOPAXEC ETUTUYXAVOVTOL HE METAAAAEELC O EUMAEKOUEVA PUBULOTIKA MOPLAL,LE
OTOTEAECHO TOV QVEEEAEYKTO KUTTOPLKO TIOAAQTAQOLOOMO KOL TN U €AEYXOUEVN
anontwon (2uyxpovn Maotoloyia, Zékepnc K).

INUOVTIKO pOAO OTNV Kapkilvoyéveon ¢aivetal va dtadpapatilouv ol BAaBeg ot
PUBOULOTIKOUG pNXOovIopoUG Tou euBlvovtal yla t0  owotd Sloaxwplopd Twv
XPWHOOWUATWY HE amotéAeopa tnv aveumhoeldia. Afilel va onuelwBel otL n
anwAela TnG etepoluywtiag (Loss Of Heterozygosity, LOH) aufavel tnv mbavotnta
OTWAELOC TWV OYKOKATAOTAATIKWY YoviSiwv (Orr Weaver T.L. et al., 2008).

ErunpooBeta, €xel amodelyBel 6tTL otn Slatipnon Kat emavénon t¢ KUTTAPLKAG
pnalag oupBaAlouv pnxaviopol ayyeloyeveonc kabwg mpoodEépouv OTOV OYKO
ofuyovo kal Bpemtikég ouoieg (Hanahan D. et al.,, 1996). BAABegoe HnXOVLOMOUG
emdLopBbwonc BAaBwv tou DNA 0dnyouv oe cucowWPeUON HETAANAEEWV KOl YEVETIKN

00TAOELa, TTAPAYOVTEG TIOU ETIAYOUV TNV KOPKLVOYEVEDT).
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1.6.2 TENETIKEZ METABOAEZ KATA THN KAPKINOTENEZH

ESw kot mepimou €vav awwva €xel amodelyOel OTL 0 KOPKIVOC €XEL YEVETIKO
umoBabpo. e authi tnv avokdluyn €xel cupBaiAel Spaotikd n TPOodog TNG
Moplakng Blohoyiag n omola CUVETEAECE OTNV KATOVONGN TNG YEVETIKAG BAONC TNC
vooou. Etol yvwpiloupe mAfov ta Bactkd yovidia mou gumAEKovVTAL OTh VOGO, TO
POAO TWV TPWTEIVWY TIOU KWELKOTIOOUV Kol Toug mibavolg KNXOVIoHoUG Tou
puBuilouv tnv £kdpaor) Touc.

Katd tnv avdamtuén tou kapkivou, ta ¢ucloAoykd KUTTAPA METATIMTOUV O€
KOPKIVIKA. H yeveTikr) BAon tng KapKlvoyEveonc mpotabnke amd toug Fearson kat
Volgestein katd tn peAétn tou adsvwpatwdoug moAumoda maxEog EVIEPOU KL TN
otadlakn tou e€€AEN os adevokapKivwua.

MéxpL orpuepa €xouv SLEUKPLVIOTEL TPEL OUASEG YEVETIKWY aAAaywV:

o gvepyormoinon mMpwTo - oykoyovidiwv
o HETAAAAEELC TTOU 06NnYyOoUV 0 aSpavomoinon OyKOKATAOTAATIKWY YOVISLwV

o yevetikn aotabela (Cooper, 2000).

1.6.2.1 OrKOrONIAIA

MéxpL onuepa €xouv tautomolnBel meplocotepa amd 50 SwadopeTika
oykoyovidla. OL mpwteiveg mou kwdlkomolovvtal and ta yovidia autamnailouv
ONUAVTLKO pOAo og Slddopa pUBULOTIKA LOVOTIATLA OTIWG AUTA TNE OMOTITWONC, TNG
Sladopomoinong, ToOu  KUTTtaplkd  TOAAamAaclacopol  k.o. H  mapouocia
EVEPYOTIOINTIKWY HUETAAAEEWV TIPOKAAEL TNV UETATPOT TWV TPWTO-0YKOYOVLSIWV
o€ oykoyovidla Je AmOTEAECUA TOV AVEEEAEYKTO KUTTAPLKO TTOANQTTAQGLAGHO KOL TNV
QVAOTOAN TNG KUTTOPLKAG ATOTTWONG.

Ta oykoyoviSia Taflvopouvtal o€ TEVTE KATNYOPLEG SUUDWVA HE TIC BLOXNULKEG
Kall AELTOUPYLKEG LOLOTNTEG TWV TPWTEIVWV Tou kwdtkormoLloLv. (Pierotti, 2000).

o Metaywyeilg onUATOoS0TIKWY MNVUUATWY TIou Slakpivovial o€ MPWTEIVIKEG

KLvaoeg- ou &g Spouv we urtodoxeic- kot G-mpwtelveg.
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o Auvéntwkol mapadyovteg (m.x. TGF, EGF, VEGF) ot omoiotl guBuvovtal yla to

TIOANATAQOLOO O TWV KUTTAPWV.

o Yrnoboxeig avéntikwy mapayoviwv (r.x. HER2, EGFR, )

o Metaypadikol mapayovteg oL omoiol pubpilouv TV €kdpacn Twv yovidiwv-
OTOXWV.

o MNapayovteg mou puBuilouv TNV AMOMTWOoN.

1.6.2.2. OFTKOKATAZTAATIKA TONIAIA

O duoLoAoyIKOC POAOC TWV OKYOKATAOTAATIKWY YoviSiwv eival va avaoTtéAAouv
TOV UTIEPUETPO TTIOAAQTIAQCLOOHUO TWV KUTTAPWY TIoU GEPOUV YEVETIKEG BAABEG KaL va
eunodilouv tnv petdotaon. Auto entuyxavetal mapeppaivovtag otn ¢pdaon G1 tou
KUTTOpPLKOU KUKAOU 1 Tmapoateivovtag t ¢aon G2, otadlo Katd TO Ormoio
emdlopBwvovtat ol BAABeG o €xouv MPOoKUPEL KATA TNV avTlypadn TOU YEVETLKOU
UALKOU, &ladopeTikd evepyomololvTal pnxaviopoli mou oényolv To KUTTAPO
oceanontwon (Hartwell L, 1994).

To yovidlo TOU KWOLKOTOOUV TIC TPWTEIVEC TIOU OCUMHETEXOUV OTOUG
unxaviopoug emudlopbwong ta§lvopouvtal otig €AG KOTNYOPLEG:

o lovidla-dpoupol twv TmUAwWvV (Gatekeepers), 6&nAadr yovidia mou
KwSLKOTIoLoUV yla €va cloTna eAEyxou To omoio dtaodaAilel Tnv Loopportia
HETAEL KUTTAPLKOU TTOAAATTAQGLAGHOU KOl OITOTTWONG.

o PuBulotika yovidia (Landscapers), dnAadr yovidia mou oOtav umootouv
HETAAEN oupPBAAlouv oTtnv KapKlvoyéveon Adyw Tng avénong Twv
KOPKLVLKWV KUTTAPWV KOl £TOL £XOULE AMOPPUBULOUEVN KUTTAPLKA aoTabela.

o Fovidia-ppovtiotég (Caretakers), dnAadny yovidia mou eAéyxouv 1N
otaBepotnTa TOU yovidlwpatoc. Ot LETOAAGEELC TOUC TIPOKAAOUV YEVETLKNA

00TABela e CUCOWPELON TWV LETOAAAEEWY 1 XPWILOCWHLLKY aoTABELL.

H anevepyomoinon Twv OyKOKATOOTOATIKWY YOVLSIWV TPAYLOTOTIOLETOL HECW

ONUELONKWV HETAAAEEWV 1 HEOW KOAOPBwoNG OAANAOUXLWV TWV TIPWIEIVWV TNG
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(Pierotti, 2000). Emiong n adpavomoinon Umopsl va cupPel HEOW QAMWAELOG TNG
etepoluywtiag (LOH r pe peBuliwon o€ puBULOTIKEG TTEPLOXEG TOU YEVETIKOU UALKOU

(Versteeg, 1997 kat Jones and Laird, 1999).

1.6.2.3. TENETIKH AZTAGEIA

Q¢ yevetkn aotdabela opiletal n avicopporia UETOEY TWV UNXAVIOUWVY TIOU
emudpépouv PAAPeg oto poplo tou DNA kal twv pnxaviopwv emdlopbwong twv
BAoBwv.

OL tuxaieg petaAragelg mov oupPaivouv katd tn Stdpkela {wRG EVOG ATOMOU
elval apkeTd onavieg wote va BswpnBouv wg £va GalvOUEVO PETACKNUOTIOUOU TWV
GUOCLOAOYIKWY KUTTAPWVY O€ KAPKWIKA. Mt autd to AOYOo TPEMEL Vo UTIAPXEL €Vag
HUNXOVIOUOG TIOU TIPOKAAEL CUCOWPEUON TWV METAANAEEWV KOl ETIAYEL YEVETIKN
aotdBela pe emakoAouOn avamntuén vEOMAAoUATWVY.

H yevetikil aotdBesla Slakplvetal o XPpWHOOWMLKA Kal HikpoSopudoplkn
ootaBela (Kinzer Kw et al., 1996). Itn XpWHUOOWHLKA OOTABEL E£XOUUE
XPWLOCWHULKEG OVAKATATAEELG TTOU adopoUV O TUAMA 1} OAOKANPO XpwHOoWUA. H
XPWHOOWHULK) aoTdBela mpoKaAel amoppubuion tnG yovidlaknG £kppoong HE
amotéAeopa tnv auénuévn €kdpacn Twv oykoyovidiwvkal adpavomoinon twv
OYKOKOTOOTOATIKWY yoviSiwv. H XpwWHOOW UK 0.0TABELN armavTATOL KATA KAVOVA OE
npoxwpnuéva otadla  kapkivou. Mpwtaywviotikd poAo daivetal va €xeL n
npwteivn-ppoupog.

H pikpodopudopikn aotdBela €xel peAetnBel ekteveéoTtepa Kal xapaktnpiletat

oo MUIKPEG oAAayEc otnv aMlAnlouxia tou DNA, mou ocupBaivouv katd tnv
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avtiypadn Kat eivat ouvnBwc mpooBnkeg i analolpec piag | Suo VOUKAEOTLO KWV
Baocswv. OL aM\ayEéC OQUTEG TIAPOTNPOUVTOL OUXVOTEPA OE TEPLOXEC HE
enavolapBavopevee oMnAouxieg DNA. OL TEPLOXEC QUTEC yapoktnpilovtal wg
uwkpodopudopikég  (Microsatellite) meploxég tou  yovibiwupoatog, Kkabwg n
emavalapBavopevn povada MePLEXEL Hia EwG TECOEPLG VOUKAEOTIOIKEG Baoelg. OL
HULKPpOSOpUPOPLKEG TIEPLOXEC evToTi{OVTOL TOOO O KWOLKOTIOLOUOEC TIEPLOXEG, TIOU
Sleyeipouv TNV avamtuén Oykwv, 000 KOL O MU KwSOLKOTIOLOUOEG 1| PUBULOTLKEG
neploxég yovidiwv (Perucho M., 1996). Quololoylkd, oL avadEPOUEVEG YEVETIKEG
BAaBec amokaBiotavtal PEOW TWV MPWTIEIVWV TWV pNXoVWoUwv erdlopbwong

(Chiaravalli AM et al., 2001).

Ol 6ykol oL omoiol TapoucLlalouV XpWHOOWLKA aoTtabela:
o Oswpouvtol aveUTAOELSE(C
o D€pouv CWHATIKEG LETOAAOYEG KUPLWG OTO OYKOKOATOOTAATLKO yovidio TP53
Kall oTo oykoyovidio KRAS

o Oswpouvtal otabepol o eninedo pUikpoSopuPopLkng aoTABELAG

AvtlB€Twg, oL dykol tou Ttapouctalouv pEpouv pikpodopudopiki aotdbela:
e Xapaktnpilovtat amo uvPnAd emnineda aotdBelag otig UkpodopudopLKES
oAAnAouyieg

e Eival duthoedeic

Av Kol UTAPXOUV ONUAVTIKEG Sladopeg HeTAy NG XPWHOOWHLKAG KoL TNG
HkpoSopudpoplknG aoTabelag, woTO0O0, UTAPXOUV OYKOL OTOUG OToloug
OUVUTIAPXOUV Kal Ta SU0 €16Nn YeEVETIKNAG aoTABELAG. Z€ TPONYOUUEVEG UEAETEG, N
ovAAuon VeEOTAAOUATWY Tou Toapoucialav pikpodopudopikrny aotabela pe xprion
HULKPOOUOTOLXLWV  OVESELEE  EKTETOMEVEC XPWUOOWHUIKEG OoAAayeEG oe 5/23
TIEPLOTATIKA, 7/23 mepumtwoelg €pepav tautoxpova BAABEC Oe PLIKPO TUAUA TOU
XpwHoowpatog, evw 11/23 dev mapouaoialav xpwHoowlikr aotaBela(Larissa Pikor

et al.,2013).
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1.6.3. TENETIKEZ KAl MOPIAKEZ METABOAEZ 2TON KAPKINO TOY ENAOMHTPIOY

JTovV Kapkivo Tou evlountpiou, oL YeVveTIKEC aAAayEC adopolv Kupiwg ot
TIPWTEIVEC TTOU EUMAEKOVTAL OE UNXOAVIOUOUC HETAYWYNG CNUATWY KOL KUTTOPLKAG
eTKOVwviag. To evlounTploeldEG Kal TOo 0pwdEC Kapkivwpo Tou evdountpiou
OVTUTPOOWTIEVOUV KATA KOVOVO TOUC TUmoug 1 kal 2 avtiotolya Kal xapaktnpilovtat
and SLPOPETIKEG YEVETIKEG KAl HOPLAKEG METABOAEG KAl CUVETIWG SLadopeTIKOUG

maBoyeveTIkou¢ pnxaviopoug (Bansal N., 2009) (Nivakoag 2).

FEVETIKEG PETABOAEG Kapkivwpa Tomou | Kapkivwpa Tomov i
Abpavornoinon PTEN 50-80 % 10 %
MetaAAagelg K-RAS 15-30 % 0-5%
MetaAlagelg B-catenin 20-40 % 0-3%
Mikpodopudopikn actdbela 20-40 % 0-5%
Awatapoyég HER-2/neu 10-30 % 40-80 %
Abpavornoinon pl6 10 % 40 %
MetdMagn TP53 10-20 % 80-90 %
Awatapaxeg E-cadherin 10-20 % 60-90 %

Nivakag 2. MeveTIKEG OAAAYEC TTOU TTOPOTNPOUVTAL O TUTOU | Kal TUTtou |l KopKIVWLOTO TOU

evbountpiou.

H mAelovoTnTa TWV YEVETIKWV aAAaywv mou cuppaivouv otov evdountploeldn
TUTO TOU KOpKivou Tou gvdountpiou (TUmog 1), mapatnpouvtal o€ TPWLLA oTAdLa
Xwpic wotdoo va kabiotatal cadeg moleg sival oL mpwteg evOeifelc TnNg KakonBoug
e€alMayng. Onwg daivetar kot otov Mivaka 2 n adpavomoinon Tou
oyKoKaTaoTtoATikoU yovidiou PTEN eival n mio ouxvy otov TtUmou | KopkKivo Tou
evbountpiou. OL yevetikég alayég ota MLH1 kat MSH6 yovidia oxetilovtal pe
uikpoSopudopiky aotabela. Metal\d€el oto oykokataoTaAtikd TP53yovidio,
unepékdppaon tou Her2/neu mapdyovta kot n adpavomoinon tg plé mpwteivng
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TIOU CUUUETEXEL OTN PUBMLON TOU KUTTAPLKOU KUKAOU BEwpouvTolL LETAYEVECTEPEC
VEVETIKEGOAAOYEG KaBwG €xouv evtoruotel Kuplwg O©€  OyKoug  XapnAAg
Slagpopomoinonc. Emiong ol ouykekpuuéveg oAAayEC Oev  mapatnpouvIOlL OF
TIEPUTTWOELG ATUTING UTtepmAaciag Tou evbountpiou (Bansal N et al., 2009, Esteller M
et al., 1997).

AvTIB€TwG, ota TUMou |l Kapkvwpata avixvevovtol UeToANGEel oto yovidio
TP53, katl adpavomnoinon t¢ pl6 nmpwteivng (Mivakag 2). EmutAéov, mapatnpouvtatl
Swatapaxec otnv  ékdpacn tnNc E-kavtxepivng (E-cadherin) kot omwAesla
etepoluywrtiog oe kamola xpwpoowpata (LOH) (Hecht JL el al., 2006).

H evepyomoinon tou PI3K/Akt/mTOR povomatiol mopatnpeital ocuxva o€
KapKlvwpota tou gvdountpiou tumou | kupiwg (Oza AM el al., 2011). levetikég
oA\ayEC og yovidla mou KwOLKOToLoUV SOULKEG TIPWTEIVEG TOU LOVOTOTIOU QUTOU
eudavilovtal cuxva oe Kapkivoug tou evdountpiou (Pavlidou A et al.,2014).
Yndapyxouv otolxeio OTL n amoppuBbuwon tou PI3K/Akt/mTOR povomatiol armod
OYKOYOVEC METOAAAEELS, N amwAela TG Asttoupyiag tou PTEN yovidiou kati/nAn
umtepékdpacn twv UToSoXEwV TNG Kwvaong tupooivng odnyel oe aveféleykto
KUTTOPLKO ToAAamAaclaopo kot emifiwon (Hecht JL et al.,2006). , To povomatt
onupatodotnong twv MAPK kwaocwv ¢aivetal va mailel onpaviikd polo otov
TIOAATAQOLAOUO TWV KAPKIVIKWY KUTTAPWY OTOV KOpKivo tou evdountpiou (Gori S.
et al., 2009). Qot600, UTIAPXEL TIEPLOPLOPEVOG apLlBUOG peAeTwy ou adod oTo poAo
TOU OUYKEKPLUEVOU ONUATOSOTIKOU HOVOTaTIoU OTOV KOPKivo Tou gvdountpiou.
AtiZeL va avadepbel 6tL n mapatripnon twv Castellvi kat cuvepyatwy, OTL Ta emineda
€kppaong g dwdopuAlwpévne MAPK kivaonc ntav avénuéva otov evOounTpLKo
KAPKLVLKO LoTO pe BeTikoUG oloTpoyovikoUg urtodoxelg, umodekvuovtag tnv mibavn
onuatodotnon tou povormatiol Twv MAPK kivaowv amod ta olotpoyova.(Castellvi J.

et al., 2009).

24

Institutional Repository - Library & Information Centre - University of Thessaly
01/06/2024 18:01:55 EEST - 3.21.46.173



1.6.4. ENITENETIKEZ AANATEZ

O 0po¢ "EMLYeVETIKN” avadEPETOL OE EVAV OXETIKA VEO TOMEA TNG MEVETIKAG, av
Kall 0 0pOG Xpnoluomnolndnke yla mpwtn dopd nepimou mpv amnod 60 xpovia. ZAUEPQ,
0 EUPUTEPO OTIOSEKTOC OPLOMOC avadEPETAL OTN HUEAETN TWV KANPOVOUNCLUWV
oAAaywV TNG AslToupyiag Tou yoVvISLWHATOG, TTOU GUVTEAOUVTOL XWPLC Tpomomnoinon
™G aAAnAouxiag tou DNA. NeplapBavel Tnv dtadikaoia enibpaong otn Asttoupyia
€vog yovidiou, xwplc opwe va aAlalet to (6o to DNA tou yovidiou. JUVOTTIKA N
Eruyevetiky amotedel 1t yédupa petafy  yovotumou kot dawvotuTou,
TPOTIOTOLWVTAC TO TEAIKO TPOIOV Tou yovidiou xwpic aAlayr tn¢ akoAouBiag tou
DNA, npoodépovrag éva €i6o¢ petaypadikol eAéyxou, mou pubuilel Tnv €kdpoaon
TwV yovidiwv. OL emiyevetikol pnxoviopol, mou SLapopdwVoUV TNV ETMLYEVETIKN
KOTAOTOON €VOG OpyavIopoU, elval amapaitntol yla tvn Kuttaptki Sltadopomnoinon
pHeTadEpoviag TNV VYeVETIK TAnpodopia Katd tnv Kuttaplkn Oblaipeon. O
ETILYEVETIKEG, OTWG KOL OL YEVETIKEG aAAayeC kAnpovopouvial Qotdoo, eival
ovaotpEPlueg kot Sduvavtal va ennpeoctolv amd molkila epeBiopata  Kat
nieplBaAlovtikoug napayovteg (Goldberg et al., 2007).

H emwyevetikn koatdotacn Tou yovidlwpatog petafdretat Suvaulkd ota
KOTTopa Twv dladpopwv otwy, os avtiBeon pe tnv akoAouBia tou DNA, mou
TIapapeVEL otoOep Kal XPNOLUOTOWVTIAG €va UeEYAalo oplOud eviupwv o€
OUVTOVIOMO HETAEL Toug, pubuilel tnv ékdpacn Twv yovidiwv kot Stapopdpwvel
Sladopetikoug dawvotunoug oe Sladopetikd kUTTapa. OL KUPLOL pnXaviopol Tou
SLopopdWVOUV TNV ETLYEVETIKI) KOTAOTAON TOU YOVISLWUATOC Elval:

o n HeBuAiwon tou DNA
o N TPOTIOTOLNGCN TWV LOTOVWV

o Ta UN kKwdikomolovvta popa RNA

H SuoAsltoupyia TWV EMLYEVETIKWY HNXOVIOUWY €XEL WG OMOTEAECUO TNV
avamtuén oUVBETWY VOooNnUATWY TIOU TPoKaAouvtal amd To OuVOUAOUO
ETILYEVETIKWY, YEVETIKWV KOl TIEPLBAAAOVTIKWY TIAPAYOVIWY. I€ QUTA TO VOO HOTO

ocuunepapPBavetal kat o kapkivog (Handel AE et al., 2010).
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Mo CUYKEKPLUEVQ, N TIPWTN ETLYEVETIKN Slatapaxn mou mopatnpndnke otov
kapkivo eival n umopeBuAiwon twv enavalapBavopevwy aAAnlouxiwv tou DNA
KOTA MAKOC TOU YOVISLWHOTOC, KWOLKOTIOOUOWY TIEPLOXWV KOL LVTPOVIiwY, HE
OTOTEAECLO TN XPWHUOOWULKA aoTABeLa.

H umeppebuliwon CpG vnoldiwv mou evromilovtol 0TouG UTIOKIVNTEG YovISiwy
LE TOLKIAN 8pdon - oOTov KUTTapLlKO KUKAO, otnv emibtopbwon BAaBwv tou DNA,
OoTNV QMOTTWON- KOL OYKOKOTAOTAATIKWY Yovidiwv, €XEL WG OMOTEAECHA TNV
adpavomnoinaon Toug Toug Kal Th SnuLoupyia VEOTTAOCUATWV.

Ye ouvduaouo He TG datapaxEC TG LEBUALWONG CUUUETEXOUV N OKETUALWON
Kol NUEBUALWON TWV LOTOVWY, ME amoTéAecpa Slatapoxeg ot dadlkaoieg g

avtypadnc kat petaypadrctou DNA (Esteller M., 2008,Gal-Yam EN et al., 2008).
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2. EIAIKO MEPO2

2.1 MHXANIZMOI EMIAIOPOQZHZ BAABQN TOY DNA

2.1.1 TENIKA

To avBpwrivo yovidiwpa anoteAeital anod 3 Stoekatoppvpla Levyn Bacswv mou
Kwdkomolouv 30.000-40.000 yovidia umo TNV amelir] yovadoTtoélkwy mapoyovIwy.
MNa to Adyo auto, eival anapaitntn n mopoucia Stadpopwv UNXAVIOUWY yla ThV
emdLopBwon evdoyevwy 1 e€wyevwv alowwoswv tou DNA mpv Tn otabepormotinon
TOU yovidlwpatog péow tng dtadikaoiog tng avtypadng (Christmann et al.,2003). H
amokataotacn Twv AaBwv Ttou DNA emtuyyavetor pe  Stadopa  Evivpa
emublopbwong, T oOmola  OMOKOMIOUV TG EAATTWHATIKEG PACELS KAl  TIG
ovtikaBblotouv péExpL va amokataotabel n  ¢uolohoylky aAAnAouxia Tou
voukAeotidiou. H umepuwdne aktwvoPoria (UV) eival mBavwg o ocuvnBéotepog
efwyevng petaAllaloyovog mapdyovtag oTo omoio ektibevial ta avBpwriva
kOTTOPAL.

Alatapaxég Tng Asttoupylag twv emdlopbwtikwy pnxaviopwyv tou DNA €xel
0PVNTIKEC emumTtwoels. MNa mopadeypa, BAABeg otnv petaypadouevn emnnpedlet
apvnTikad tn yovidlakn ékdpaocn (Hoeijmakers, 2001a).

O mowkilogc aplBpog BAaBwv amaltel mapouciot TEPLOCOTEPWV TOU €VOG
unxaviopwy emdlopbwong,wote va emblopbwvetal n mAsoPndia autwv. Ztov
avBpwrno €xouv mpoaobloplotel > 130 yovidbla embopbwong. Ta  yovidla
emdlopbwoncg dlakpivovtal os ekeiva mou oxetilovtol PE TN onuotodotnon Kat
puBuLoN Twv eTOLOPOWTIKWY MNXOVIOMWY KoL Of €KElvOL TOU TAPAYOULV

TMPWTEIVIKOUC mapayovteg emidlopbwonc. H tedeutaia katnyopia nepthapBavet :
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o Mnxoviopog apeong avaotpodng BAaBng (Direct Damage Repair, DDR)

o ErbLopbwon twv Aavbaouévwy euywv Baoewv (Mis-Match Repair, MMR)

o Emdopbwon twv SikAwvwv Bpavopdtwv tou DNA (DNA Double Strand
Break repair, DSB)

° EmdlopBwon pe ektoun Baong (Base Excision Repair, BER)

° Erudopbwon pe ektoury voukAeotdiwv (Nucleotide Excision Repair, NER)

(Cooper GM., 2000)

Ta cuotApata mou oxetifovtal Ke TNV avamtuén Tou kapkivou Tou evdountpiou

Kol To omtoia Oa peAetriooupe ektevéotepa eival ta cuotipata MMR, NER kot BER.

Ewova 7. Mapdyovteg mou euBlvovtal yla PAAPec oto DNA Kal OL EMUTTWOELS TNG
SUOAELTOUPYLOG TWV UNXAVIOUWY ETLOLOPBWONC.

2.1.2 MHXANIZMOZ ENIAIOPOQZHEZ ME AMEZH ANAZTPO®H BAABHZ

Ot BAGBec mou mpokaAouvTaL oo AAKUALWTLKOUG apayovTec emiSltopOwvovtal
pue apeon avaotpodn PBAABNG. Mia amd Tic mo onuaviikég BAaBeg sivalt n 0-6
oAKUAO-youavivn Kol TILO CUYKeKPLUEVA ol O-6-puéBUA- kat O-6-atBuAyouavivn. H
Tapoucia Toug pokalel petaotpodég Tou tumou GC>AT (Christmann et al., 2003).

Ta AaBn auta emblopBwvovtal and tnv mpwteivn aAkulotpavodepdaon tg O-6
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aAkuloyouavivng (O-6-methylguanine-DNA methyltransferase, MGMT), n ormoia
Kwdkomoleitat and to MGMT yovidio. H mpwteivn autn petadEpet TNV aAkuAopdda
oo TN youawilvn O€ MO TIEPLOXN KUOTEIVNG OTO €vepyd TNG KEVIPO Kol €TOL
emudlopBwvetatl n BAABN. Itn cuvéxela n MGMT mpwrteivn amevepyomoleital Kat
amotkodopeital amno to npwteodowpa (Christmann et al.,2003).

Eva akOpn €vIUUO TIOU CUMMETEXEL OTO OUYKEKPLUEVO cuoTnpa emidlopbwaong
elvat n mpwrteivn AlkB. Eivat pla ouyevaon mou emiblopBwvel PAaBeg mou
TIPOKUTITOUV OO OAKUALWTIKOUC TOPAYOVTEC OTWC TNG 1-pebuAadevivng kat tng 3-
pneBuAkutooivng oto Baktrplo E.coli. Tpia avaloya autol tou eviUpou PBpébnkav
oTov avOpwrivo opyaviopo Kat eival ta ABH1, ABH2 kot ABH3 éviupa (Christmann
et al., 2003).

‘Eva akopn mapadelypa apeonc emdlopbwaonc mapatnpeital ota Baktrpla e To
évlupo pwtoAuvaon. H dwtoludon npocdévetal oe PAAPBec tou DNA ta omola givat
Slpepn Bupivng kat mpokaAouvtal amo tnv uneplwdn aktivoBolia. Adou to Eviupo
ouvdeBel kal evepyomolnBel, omael TOUG OUOLOTIOALKOUG SEGUOUC TTIOU CUVEEOUV TLIG
napokeipeveg Bupiveg ota Siuepn Bupivng pe amotéAeopa tnv emdlopbwon tng
BAaBN¢ (Christmann et al.,2003).

O OUYKEKPLUEVOCG UNXAVIOUOG emdlopbwong Sladépel amd Toug UTOAOLTOUG
UNXovIwWopoUg emdlopbwonc yoti eival apecog, dnAadrn mpaypotomnoleital os éva
HOVO BApa kal amd éva eviupo kaBe ¢opd. EmutAéov, Sladépel amod TOUG
punxoviwopoug erudlopbwong pe ektopn, kobwg dev amaltel tnv efaywyn Twv

Tpornomnolnuevwy Baoewv amno to DNA (Hakem, 2008).
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Ewova 8. O pnYaviopog tng apeonc avaotpodng PAaPNG and ta éviupa MGMT kat AlkB

avtiotolya.

2.1.3 MHXANIZMOzZ ENIAIOPOQ2ZHZ TQON AANOAZMENQN ZEYTQN BAZEQN

To otowxela TOU OUYKEKPLUEVOU pnxavolpol emidlopbwong (MMR) eival
ouvTnpnUEVa amo ta Baktipla HEXPL Tov avBpwro. ASpavormoinon Tou UNXoviopou
obnyel oe cuoowpeuon HeTaAAAfewv. Xtov AvBpwmo un Aesttoupyia tou MMR
punxoviwopol obényel oe auénuévn ouyxvotnta eudaviong kapkivou. Atilel va
onuelwOel OtL omoladnmote mapeKKALON amd to ductoAoykd MMR punxaviopogxet
W¢ AMoTEAECUA TNV alEnon ¢ HKpoSdopudopikn g acTtabelac, yeyovog mou odnyel
oe avénon twv AaBwv ot yovidla Tou €eUMAEKOVTOL OTNV KOPKLVOYEVEGNH KOl
LETATPOTI) TWV PUCLOAOYLIKWV KUTTAPWYV OE KOopKLVIKA (Jiricny J et al., 2006).

To yoviéio MLH1 e6paletal oto pikpo Bpaxiova tou xpwpoowpatog 3 (3p21-
p23) Kal elval umevBuUvVo yla TNV KWSLKOTOINoN TNG avtioTolnNg MPWTEivng Tou
OUMMETEXEL OTOV OUYKEKPLUEVO pNnXoviwopod emudopbwone PAafwv tou DNA
(Andersen SD et al., 2011, Raevaara TE, 2005). To yoviéio MSH2 e8paletal oTo HKPO
Bpayxiova tou xpwpoowpatog 2 (2p21) kat KwdKoMoLlel TRV avtiotolyn mpwTteivn
emubLopbwong. H mapayodpevn mpwteivn emblopbBwvel opdApata mou POKUTTOUY
KaTtd TV avilypadr tou DNA, mpLv amnod tnv MPOETOLUOCia TG KUTTAPLKNG Slaipeong
(Mitchell RJ el al., 2002). To yovidio MSH6 edpdletal emniong oto XpwWHOCWUA 2

(2p26) kot epmAékeTal otov 8o emiSlopOwTikd pnxaviopo. TéAog, To yovidlo mou

30

Institutional Repository - Library & Information Centre - University of Thessaly
01/06/2024 18:01:55 EEST - 3.21.46.173



Kwdkomolel tnv PMS2 mpwteivn edpaletal oTov Kpo Bpaxiova Tou XpwWHOOWHOTOC
7 (7p22.2) (Edelbrock MA et al., 2013, Gill S. et al., 2005).

Touldyxlotov £€L MPWTEIVEC CUUUETEXOUV OTOV HUNXOVIOMO £mdlopBwong tou
AavBaopévou levyapwpatog tou DNA otov avBpwro. To MPwTEIVIKO CUUMAOKO yLa
™V avayvwplon twv Aabwv g avilypoadrc amoteAsital amod dUo £Ttepodluepn
N¢MSH2 mpwteivng pe tig¢ MSH3 kat MSH6 mpwteiveg, mou ovopalovtalt hMutSa kat
hMutSB kat avayvwpilouv Siadopetikd umootpwpata. To hMutSa ocuumAoko
avayvwpilel kot mpoodévetal ota AdBo¢ leuyopwpéva levyn PBacswv, evw TO
hMutSB ouUumAoko avayvwpilel kat mpoodévetal povo ota levyn TOU E€XOUV
npouPel amod tnv mpocOnkn f analoiwdr kamolag Baong. Eva GANO €TEPOSIUEPES
(hMutLa) Twv MLH1 kat PMS2 npwteivwv S10oUVOEEL TO CUUITAOKO aVAyVWPLONG LE
aA\eg mpwrteiveg amapaitnteg ya tnv emdopbwon. Autég sival to PCNA, ot DNA
noAupepaoeg & kat €, n DNA SSB (Single Strand Binding) mpwteivn kat mbavov
KATIOLEG €ALKAOEC. O pOAOG GAAWV TIPWTEIVWY KoL TWV CUUTTAOKWY TOUG £(Te elval
YVWOTOC, OMwC yla to €Tepodipuepes Twv MLH1 — MLH3 (emiblopbwon BnAwwv), eite
OKOUN €peuvaTal OMwWCE yla to etepodipepéc hMutlp twv MLH1 — PMS1. Zuvontika,
n 6pacntou MMR emibLopOWTIKOU pNXOVIOHOU OTNPLETAL: A) OTNV AVOYVWPELoN TNG
BAABNC, B) EeTUALYHA TNG EAKaG (EAkAoN), V) adaipeon BAABNG (evbovoukAedon), 6)
TIOAUMEPLOUOC Kal ouykOAAnon (moAupepaocn kat Awyaon) (Marsischkky GT et al.,
1996, Leung WK et al., 2000).

Ewkova 9. O pnxoaviopog emdlopbwaong MMR otov avBpwro.
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2.1.3.1 MMR MHXANIZMOzZ ENIAIOPOQZHZ KAI KAPKINOZ TOY ENAOMHTPIOY

Mpoodateg peAETeC £xouv Seifel onuavtik cuoxetion MeTafl Twv BAaBwv oe
yovidia MMR emib1opBwong kot TNV KapkLvoyEveon Tou evéountpiou.

MetaAldagelc ota MMR yovidia eite mapepmodilouv TNV Kwdlkomoinon twv
ovtiotolwv MPpWTIEIVWY,eite 0dnyolv otn dnuloupyila pUn AELTOUPYLKNAC TIPWTEIVNG.
‘Etol mpokaAeital cucowpeuon Twv AabBwv katd tn Slapkela TNG aviypadng kot
ouVENWC auEnuévoc kivbuvog oykoyéveong oto evdountplo (Mitchell RJ et al., 2002,
Pande M et al, 2012). Ot petalda&elg ota hMLH1 kot hMSH2 yovidia, ota
XpwHoowpata 3 Kot 2 avtiotola, suBuvovtal ya tnv mAstoPpndia twv HNPCC
neputtwoewv. Qotdoo, ol petaldielg oto hMSH6 yoviblo daivetal va oxetifovtal
e HNPCC oUvSpopo oxeTlOpevo Ue Kapkivo tou evbountpiou (Banno et al., 2009).
OL ouxvotnteg Twv petald&ewv otig meputtwoel HNPCC oxeTI{OMUEVEG UE KOPKIVO
Tou evdountpiou eival 50-66% yla to MSH2 yovibio, 24-40% yiwa to MLH1 yovidio,
10-13% yia to MSH6, kat poAlg 5% ywa to PMS2 yovidio (Uterine Cancer: Diagnosis
and Treatment, Shalini Rajaram).

Jtov Kapkivo tou evdountpiou, moocootd tng taénc 10-20% twv acBsvwv
napouotalouvv pelwpevn ékdpaon katd 10-20% tou etepodipepou¢ MLH1/PMS2,
WOTO00, ULKPO TOCOOTO auTwV gival popeic petaAAdéswy (Daniel D. Buchanan et al.
,2013). MeAéteg atopwy mou edpepav petaAAagelg ota MLH1 kat MSH2 yovidia
€6eléav OTL autég ol mpwrteiveg dev ekdpalovral én oto otddlo TNG ATUTING
UTtEPTAQOLOG 1 TNG EVOOUNTPLKAG UTtEpMAAciag, PV akoun SlayvwoTel 0 KopKivog
Tou evéountpiou.

To npwteivikd cuumAoko hMutSa, Twv mpwteivwv MSH2 kat MSH6, guBuvetal
yla TNV avoyvwplon Twv KOKoeEUyopwHEVWY BACEWY Kal UKkpwv BnAlwy, evw to
oUuumAoko hMutSb avayvwpiletl peyadUtepou peyeBouc BNALEG TTOU TTPOKUTITOUV ATIO
HeTaAAAEeLg tpooBnkng i amaAoldpng. Ot MSH3 kat MSH6 mpwteiveg daivetal va
glval oXETIKA TeEPLTTEC, KABWCTO cUUTAOKO hMutSa pnopel LeEPIKWG va «loodapiosLt»
™ Aewtoupyia tou hMutSa edpooov avayvwpilel mpooBrikeg kat amaloldeg. Etay,
napovoia MSH6 petoAAdfswv mpoKaAeital cuocowpeuon PBAcewv TOU £XOuv
ovtikataotabsl kat omavidtepa  aAAalel To mAaiolo  avdyvwong o€

HikpoSopudopikeg aAAnAouyieg. Autod e€nyel ylatl ol oykol pe PAaPeg oto MSH6
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yovidlo xapaktnpilovtat amo ukpry Hikpodopudopikny aotdBela (Reeta Kariola,

2002).

Avaloya amoteAéopata mpogkuPav Kal oge plat AAAN HeAETn, Omou OAoL ol
KapKivol Tou evéountpiou acBevwv mou €dpepav petaAlatelgc ota MLH1 kot MSH2
yovidla €6etéav upniol Babuol pikpodopudopikr aotabela. AvtiBétwg, vPnAn
uwpodopudopikry aotdbela mapatnpndnke WoOvo o€ Tooootd 36%  Twv
eVOOUNTPIKWY  KOPKWVWHATWY Tou £depav UeTtoAldéelc oto MSH6 yovidlo
(Pathology and Genetics of Tumors of the Breast and Female Genital Organs,
Fattaneh A.)

e mMpoodatn HUEAETN KAPKIVWHATWY TOU evOountplou €ylve CUOYKETION TWV
puetaAAaéewv mou oxetilovrtatl pe anwAeta tn¢ PTEN npwteivng pe BAaBec otov MMR
HUNXaviopo emidlopbwong pe avoooiotoxnuikeg pebddoug . AlamotwOnke OTL OUTE
n netaAlaén oto PTEN yovidlo, oUte n anwAsla tng Ekdbpaong davnke va oxetiletal
HE TN HKpoSopudoplky aotdBela ota evOOUNTPLOELSH KapKIVWHOTA. AVTIOETWG,
oTa KN-evOOUNTPLOELS KOPKLVWHOTA N OMWAELX TNG TPWTEIVIKAG €kdpaong Kot oL
puetaAAaéelc oto PTEN yovidio cupPaivouv cuxvotepa og OyKouc pkpoSopudopLka

aotaBeic (Bojana Djordjevic et al., 2013).

2.1.3.2 MIKPOAOPY®OPIKH AZTAGEIA

H upikpodopudopiki aotdbela aveuplokeTal Tepimov o€ mocootd 15-20%
TIEPUTTWOEWV TOU OpBOOKOALKOU KOPKIVOU, TOU KaPK(VOU TOU OTOHAXOU KOL TOU
eudountpilou, evw MapPATNPEITAL HUE MIKPOTEPN OUXVOTNTO O GAAOUG TUTOUG
kapkivou (Yamamoto et al., 2015).

AmnoteAel ouxvny yevetkr) dlatapaxr oto evOOUNTPLOELOEG KapPKIVWHA TOu
evbountpiou kot evrtormiletal o€ mMoocootd mepinmou 20-45% twv omopadikwy
TMIEPUTTWOEWY, EVW N OvVeUpeoH NG ota opwdn-BnAwdn KapKIVWHOTO TOU
evbountpiou eivat omavia (Burks RT et al., 1994, Goodfellow PJ et al., 2003).

H nikpodopudopikr) actdbela xopaktnpilletal and cuCoWPEUON UETAANGEEWY

OTLG ULKPOU MAKoug emavalapBavopeveg aAAnAouxieg kal eival amotEAECUO TWV
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odalpatwv Tmou oupPaivouv katd Tt OSlApkeld TNG avilypadnc kot Oev
emudlopBwvovtal (K.Kobayashi et al., 1995).

H mo ouxvry BAABn, mou eumAéketal otov omopadlkol TUTMOU KapKivo Tou
evbountpiou, eivat n adpavomoinon tou MLH1 yovibiou, MOUEMITUYXAVETAL HE
urneppeBuAiwon Béoswv twv CpG vnoidwv otov umoklvntr) tou yovidiou Kot
akoAouBei n adpavomoinon twv MSH2 kat MSH6 yovibiwv (Salvesen HB et al.,2000).
H adpavomoinon tou MSH6 yovibiou eival amotéleopa petaAAdéewv, evw o
unxoviwopog adpavomoinong tou MSH2 yovibiou &ev  elvat yvwotog. H
adpavornoinon tou MLH1 yovibiou euBuvetal yla tn pikpodopudopikr aoctdbela o
T0000TO 70% TWV TEPUTTWOEWV LIE.

H uiwkpodopudopiky actdBela oxetiletal pe petaragelg oto PTEN yovidlo kat
urniepékdpacn tou TP53 oykokataotaAtikou yovidiou. O Bilbao kal oL cuvepydteg
Tou €8el€av OTL UTIAPXEL cUOXETION HETAL tnG adpavomoinong tou PTEN yovidiou
KOl TNG HIKPoSopudOPLKNG AOTABELOC O KOPKIVWUATA TOU evOounTpilou, YEYovog
mou kaBotd to PTEN yovidlo miBavo otoxo ylo HETAANAEELS O TIEPUTTWOELG N
anoteAeopatikig emdlopBwong twv AabBwv tou DNA (Bilbao C. Et al., 2006).

Ou Banno et al., peAétnoav T10 mpPodid KAl TA XAPAKTNPLOTIKA TOU
KANPOVOUOUEVOU KOPKIVOU TOU €VOOUNTPLOU OCUYKEVIPWVOVTOG TO LATPLKO Kal
OLKOYEVELAKO LOTOPLKO armo 385 aobeveic mou gixav kavel Bepameia yla Kapkivo tou
evbountpiou. Mpayuatomouibnke avaAuon NG Hkpodopudoplkig aotabelag
(MicroSatellite Instability, MSI) oe 38 oaoBeveic. MapAdAAnAa, GCUYKEVTPWON
OLKOYEVELAKOU LOTOpLKoU Kapkivou 890 cuyyevwv (439 avdpeg, 451 yuvaikeg) amo
touc 38 aoBeveic avalubnkav ywo pikpodopudopikny aoctabela avédelée uPnAo
kKivbuvo vyl Kkopkivo tou evbountpiou, opOOKOAIKO KOPKIVO KoL KOPKIVO Twv
woBnkwv, amodelkvuovtag OTL 0 KANPOVOULKOG MapAyovtas (KOWOg UE aUTOV TOU
ouvdpopou Lynch) mailet onuavtikd poAo otov Kapkivo Ttou evdountpiou.
EmunpdoBeta, n  MSI  avaluon avixvevuoe oaotdBswa o€ TOUAdxlotov 5
HikpoSopudopikoug Seikteg os 12/38 aoBeveic. H avaloyia autn eival Wblaitepa
vPnAn ouykpwopevn e TN HIKpodopudoplky actdBela ToOu TapATnPELTAL OE
aA\oug TtUmoug Kapkivou, emiBeBawwvovtag ot PAGBec otov MMR pnxoviouo
auvéavouv tn mBavotnta ylwa Kapkivo tou evéountpiou. Itnv (dla peAétn BpEdnke

OTL oL aocBeveic pe pkpoSopudoplkny aotabela sixyav peyoAltepn mBavotnta vo
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gudaviocouv duo eidn kapkivou (m.X KapkKivog Twv wobnkwv) oe oxéon HE aUTOUG

bev napouciacav pikpodopudopikn aotdBela (Banno et al., 2011)

2.1.4 ENIAIOPOQ2ZH ME EKTOMH BAzHZz

O OUuyYKeKpLUEVOC pnxoviopog erudlopbwong  Slopbwvel  BAaBeg, mou
oupBaivouv pe anomoupivwon, aAkuAiwon K.a. pe ektopr Baong (Chan et al.,2006).
To nmpwto Brua eivat n avayvwplon tou AdBouc and tig DNA yAukoluldosc. Mo
ouykekpluéva, ot DNA yAukoluAdoeg avayvwpilouv T BACELG TOU €XOuv
evowpotwOel Aavbaopéva Kal TG omopakpuvouv pEow udpoAuonc tou N-
YAukolttikou  Seopol. OuL Béoelg mou  mPOKUTITouV  avayvwpilovtal  Kat
amopakpuvovtal péow evdovoukheaowv (APE 1) kot £ToL TPOKUTTEL €val eAeUBepo
5’- kat 3’- dkpo. To Kevo o MPOKUTITEL OTOV €val KAwWVO TNG SUTANG €Atka Tou DNA
KaAUTTeTal anod tn dpacn tng DNA moAupepdonG. ITnV cUVEXELD AaUBAVEL XWPa N
olvOeon TWV YELTOVIKWVY VOUKAgoTSiwv pe tn BorBeta twv DNA Awyacwv | kat lll.
A&ieL va onuelwBel OTL O CUYKEKPLUEVOG UNXAVIOUOG eTiidlopbwong meplhapfavel
Suo Eexwplota povomatia: a) to SN-BER mou adrvel kevo evog voukAsotibiou oto
onueio tng PAAPNG kat B) To LP-BER mou adrvel kevo pepkwv VoUKAeoTIdlwy (2-9).
H Awydon | aAAnAemidpd pe to mpoiov tou PCNA yoviSilou Kol CGUPUETEXEL OTO
povordtt LP-BER (Long Patch BER) (Acilan et al.,2007), evw n Awyaon Il aAAnAerudpa
HE To Mpoldv tou yovidiou XRCC1 kat tnv DNA moAupepdon B KoL CUMHETEXEL OTO
povordtt SN-BER (Single Nucloetide BER)(Christmann et al., 2003).

INUOVTIKO pOAO OTO pnXaviopod emibtopbwong BER Swadpapatilel n mpwteivn
PARP (mtoAU-APP-pLBolomoAupepdon). MpoKeLtal yla pia mpwteivn mou mpocdévetal
oe onaocipata tou DNA kot cuvBetel alucideg oAwyo- ) moAu- (ADP — pBding)
xpnotponowwvtag to NAD™ (Malanga et al. 2005). TéAog pia. okOpn TPwIeivn mou
OUUMETEXEL oTo povormatt BER eivat n PNK (moAuvoukAeotidikn kwvaon). Mpokettat
yla €va €v{Uo TIOU TIPOOTOTEVEL Ta HOVOKAWvVA akpa Kol ta PaAldilel katdAAnAa

yla va akoAouBnoet n cuvBeon DNA (Whitehouse et al., 2001).
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2.1.5. ENIAIOPOQZH ME EKTOMH NOYKAEOTIAIQN

XOpOAKTNPLOTIKO TOU UNXOVIOUOU €TISLOpOwaonG Ue eKTOWN VOUKAsoTISlwY gival
va anokaBlotd éva peyalo eupog BAaBwv nou mapapopdwvouv TV EAtka tou DNA.
Kamote¢ amo tic PBAaBec eivar ta OSwuepny mupwudivng, dwrtompoiovia mou
Snuoupyouvtal and v unepwdn aktwvoPforia kat BAAPeg mou dnuloupyouvtal
armd TOAUKUKALKOUG OpWHATIKOUG USpOoyovAavOpaKeG Kol XNUELOBEPATIEUTIKA
dappaka pe aAkUALWTIKA 6pacn (Hoeijmakers et , 20014, Leibeling et al., 2006).

MpoypoTomoLETAL AMOKOTI KAl QMOMAKPUVON LG UKPAG TtEpLoxng Tou DNA,
TIou TePLEXEL TN BAAPBN Kol otn ocuvéxelwa amokabiotatal n aAAnAouyia tou DNA
MEOW TIOAULEPLOUOU XPNOLUOTIOLWVTAG WG UATPA ThV ABktn aAuacida.

IToV unXoviopo emdlopbwaong NER umtapyxouv U0 SLOKPLTA HLOVOTTATL:

o To GG-NER (Global Genome NER), to onoio endtopbwvel BAABEC KATA HUAKOG
OAOKANPOU TOU YOVISLWHATOG

o To TC-NER (Transcription Coupled NER), to omoio emdlopBwvel PAaBeg kata
KOG Twv petaypoadopevwy oAucidwv DNA twv petaypadlkd evepywv
yovidiwv (Hanawalt, 2002).

H evepyomoinon tou GG-NER povomnatiol mpokaAeital and tnv avayvwplon tg
napapdpdwong otnv €Atka tou DNA Adyw tg PAABNG amod ta cupmloka XPE kat
XPC-HR23B. Avrtifeta, n evepyomoinon tou TC-NER povomatiol amottel tnv
akwntomnoinon tg RNA moAupepdong Il oto onueio tng BAAPNG. ATtd KeL KaL TEpa Ta
Brjpata mou akoAouBouv eivat kowva ota Suo povonartia (Fousteri et al., 2008).

To mpwto BAua sivat n avayvwplon tng PAAPNG. Zto povonatt GG-NER autd
ETUTUYXAVETOL MECW TOU TPWTEIVIKOU mapayovia XPC mou omoteAel HEPOC TOU
€TEPOSLUEPOUG oupmAOkou XPC/HR23B. H mpoodeon Tou GUUITAGKOU OTO ONMELO TNG
BAABNG mpolmoBETEL TNV Tapoucia Tou CUMMAOKOU XPE TpPOKELEVOU Vol YIVEL N
OTPATOAOYNON KAl TWV UTIOAOMWY TPWIEIVWY TOU OUOCTAHOTOC £mbLopBwong
(Fousteri et al., 2008). 2to TC-NER pOVOTATL GNUAVTLKO POAO OTNV QVAYVWELON TNG
BAABNGg dtadpapatilouv ol mpwteiveg CSA kat CSB. H mpwteivn CSB avayvwpilel tTnv
akwntomotnpévn RNA moAupepdon Il kat mpoodévetal og autr. Eival amapaitntn
ywa tn petadopd tng npwteivng CSA oto MUPNVOMAACHA TOU KUTTAPOU KOl Yo Th

OUYKPOTNON TOU CUMMAOKOU €VepyoTtoinong Kol oTpatoAdynong tTwv UTOAoutwy
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TIAPOYOVIWY TIOU QTTALTOUVTOL VLA TNV OAOKANPWON TOU HNXOVIOUoU emibtopbwaong
NER (Newman et al., 2006).

Enopevo BrApa eivat to EeTOALYpa TG EAkac Tou DNA otnv meploxrn tng BAABNG.
InUavtikd poAo Stadpapatifouv o petaypadikog mapdyovrag TFIIH kat n mpwteivn
RPA (Leibeling et al.,2006). H mpwteivn RPA evioxUel tn dpdon tou mapayovta TFIIH
oxnuatilovrag CUUMAOKO UE Tn MPWTEivn XPA TPOKELUEVOU Vol OTABEPOTIOL|OEL TO
EeTUALYHa TNG €Akag Tou DNA yUpw amd t PAABN. H BAGPN amopakpuveTal amod Tig
evbovoukheaoeg XPG kat ECCR1-XPG. AvaAutikotepa, n evOovoUKAEAon KOPEL
aAAnAouxia purkoug 5 voukAeotidiwv Sg€la amd tn BAGPN kat pe katevBuvon 5’23/,
EVWw TOo ouUpmAoko ECCR1-XPG «koBet pa oAAnAouxio pnkouc mepimou 20
voukAeoTiSiwv aplotepad tng BAABNS pe katevBuvon 523’ (Emmert et al., 2001).

H mpwteivn PCNA, autr mpoodEveTal 0To KEVO TIOU €XEL TIPOKUEL KOIL OTN CUVEXELD
oL moAupepdoeg & kalL € cuvBetouv DNA xpnolpomolwvtag wg MATP Tov ABkTto
kKAwvo. H DNA Awydon | cuv8EeL TOV KalvoUpLO KAWVO LE TA YELTOVIKA VOUKA£OTISL

(Fousteri et al., 2008).

Ewkova 10. Ta Suo povomdria tou cuotrpatog emblopbwong GG-NER,TC-NERR Kkat to Kowo

povoratt NER.

BER, NER MHXANIZMOI ENIAIOPOQzHZ KAl KAPKINOZ TOY ENAOMHTPIOY
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Y& €peuva TOU TpaypOToToL)OnKke o voookoueio tng MoAwviag cuAAExBnke
aipa and 94 yuvaikeg (néon nAwkio: 48 €tn, BMI: 28) pe kapkivo tou evéountpiou
Kol UEAETABNKE n OUCYXETION TOU Kapkivou Tou evdopntpiou kot Twv Stadopwv
voukAeotiSikwv ToAupopdlopwv (Single Nucleotide Polymorphisms, SNPs) twv
yovidiwv Tou petéxouv otou¢ BER kat NER pnxaviopouc emiSiopbwong.
JUYKEKPLUEVA PEAETNOOV TOUC TIOAUHOPPLOHOUG: p.Argl94Trp kat p.Arg399GIn tou
XRCC1 yovibiou, p.Ser326Cys tou hoGGlyovidiou kat p.Lys751GIn tou ERCC2
yoviSiou. Ot ouyKkekpLpévol oAupopdLlopol eMAEXONKAV AOYw TNG CUCXETLON G TOUC
HE AAAOUG TUTIOUG KOpPKivou, OTWG O KOPKIVOG TOU HOOTOU, TOU TIVEUMOVA KAl TOU
6éppuatog (Sobczuk et al., 2012).

Ta amnoteAéopata £8slav ocuoxEtion UETAlU tou yovotumou GIn/Gin  tou
p.Lys751GIn moAupopdlopol tou ERCC2 (XPD) yovidiou Kal TOUu KOpKivou TOU
evbountpiov (Mivakag 3). Aev mpoékuPav OUCYETIOELG yla TOUC UTIOAOLTOUG
TIOAUHOPPLOHOUC HETAEU aoBeVWY Kal UYLWV atOpwV (opada eAéyyou)(Mivakeg 4,5).
MapdA\nAa e€etdotnkav oL OUVOUOOUEVOL YOVOTUTIOL TWV OUYKEKPLUEVWV
noAuvpopodlopwy. H avaluon €6ei&e 6tL o yovotumog Arg/Arg tou XRCC1 yoviSiou
auvéavel tov Kivbuvo eudaviong Kopkivou Tou evdopntpiou mopoucio Tou
yovotumou751 GIn/GIn oto ERCC2 yoviSio (Mivakag 6). EmutAéov, mpoékue OTL oL
Cys/Cys kot Arg/Arg yovotumotL tou p.Ser326Cys moAupopdiopot tou hoGG1l
yoviSiou kat o Arg/Gln yovotumog tou XRCC1 yovidiou o6tav cuvundpxouv daivetal
va £XOUV TIPOOTOTEUTIKO pOAO KABWC MELWVOUV TOV Kivouvo gudaviong Kopkivou
Tou evbountpiou. AoBeveig pe olkoyevelaKO LOTOPLKO Kapkivou mou €depav To
yovoturmo GIn/GIn  tou p.Lys751GIn moAupopdlopol oto ERCC2 yoviblo

napouaotalouv avénuévo kivduvo eudaviong Kapkivou Tou evduntplou.

AoBeveig (n=94) Ouada eAéyxou (n=114)
Ffovotumog AptBuog  Iuyxvotnta AplBuog  Iuyvotnta  OR
Lys/Lys 30 0.32 38 0.33 0.93
Lys/GlIn 36 0.38 64 0.56 0.48
GIn/GIn 28 0.30 12 0.11 3.95
Lys 96 0.52 140 0.61 0.65
GIn 92 0.48 88 0.39 1.52
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Nivakag 3. H cuxvotnta tTwv oAAnAopOpdwY Kal TwWV yovoTUMwY Kol n ouxvotnta Twv

mBavotntwy (OR) tou p.Lys751GIn moAuvpopdiopol tou ERCC2 yovibiou otov Kapkivo Tou

evéountpiou.

AcBeveic (n=94) Ouada eléyyou (n=114)
Fovotumog AplBudg  Zuxvotnta AplBuog  Zuyxvotnta OR
Ser/Ser 64 0.68 83 0.73 0.79
Ser/Cys 23 0.24 28 0.24 0.99
Cys/Cys 7 0.07 3 0.02 2.97
Ser 151 0.82 194 0.85 0.71
Cys 37 0.18 34 0.15 1.39

Mivakag 4. H cuxvotnta Twv oAANAOUOpdWY Kal TWV yovOTUMWY Kol n ouxvotnta Twv
mBavotntwy (OR) tou p.Ser326Cys moAupopdipol tou hOGG1 yovidiou otov Kapkivo Tou

evéountpiou.

AcBeveic (n=94) Ouada eléyyou (n=114)
Fovotumog AplBuog  Zuyxvotnta AplOuog Zuxvotnta  OR

Arg/Arg 27 0.29 43 0.37 0.66
Arg/GlIn 45 0.48 48 0.42 1.22
GIn/GIn 22 0.23 23 0.21 1.21
Arg 99 0.53 134 0.58 0.78
Gln 89 0.47 94 0.42 1.28
AcBeveic (n=94) Ouada gléyyou (n=114)

Fovotumog AplBuoc  Tuyvotnta AplBuog Juxvotnta OR

Arg/Arg 89 0.95 103 0.90 1.90

Arg/Trp 5 0.05 11 0.10 0.53

Trp/Trp 0 - 0 - -

Arg 183 0.97 217 0.95 1.85

Trp 5 0.03 11 0.05 0.50
39

Institutional Repository - Library & Information Centre - University of Thessaly
01/06/2024 18:01:55 EEST - 3.21.46.173



Nivakag 5. H cuxvotnta twv oaAAnAopOpdwY Kal TwWV yovoTUMWY Kol n ouxvotnta Twv
mBavotntwy (OR) twv moAupopdlopwv p.Arg399GIn kat p.Argl94Trp tou yovidiou XRCC1

OTOV KapKivo Tou evdountpiou.

AcBeveic (n=94) Ouada eléyyou (n=114)
Fovotumog AplBudg  Zuxvotnta AplBuog  Zuyxvotnta OR
Arg/Arg— 28 0.30 36 0.31 0.92

Lys/Lys

Arg/Arg- 33 0.35 57 0.50 0.54
Lys/GIn

Arg/Arg- 28 0.30 10 0.09 441
GIn/GIn

Arg/Trp- 2 0.02 2 0.02 1.21
Lys/Lys

Arg/Trp- 3 0.03 7 0.06 0.29
Lys/GlIn

Arg/Trp- 0 - 2 0.02 -
GIn/GIn

Trp/Trp- 0 - 0 - -
Lys/Lys

Trp/Trp- 0 - 0 - -
Lys/GIn

Trp/Trp- 0 - 0 - -
GIn/GIn

Nivakag 6. H Slaomopd twv cuvSUOOUEVWY YOVOTUTIWY Tou p.Argl94Trp moAupopdlopou
Tou XRCC1 yovidiou kat tou p.Lys571GIn moAupopdilopol tou ERCC2 yovidiou otov Kapkivo

Tou evdountpiou.
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AcBeveic (n=94) Ouada gAéyxou (n=114)
Fovotumog AplBudg  Zuxvotnta AplBuog  Zuyxvotnta OR
Ser/Ser— 16 0.17 33 0.29 0.50

Arg/Arg

Ser/Ser- 30 0.32 34 0.30 1.10
Arg/GIn

Ser/Ser- 18 0.19 16 0.14 1.45
GIn/GIn

Ser/Cys- 9 0.10 9 0.08 1.23
Arg/Arg

Ser/Cys- 12 0.13 12 0.10 1.24
Arg/Gln

Ser/Cys- 2 0.02 7 0.06 0.33
GIn/GIn

Cys/Cys- 2 0.02 1 0.01 2.45
Arg/Arg

Cys/Cys- 3 0.03 2 0.02 1.85
Arg/Gln

Cys/Cys- 3 0.02 0 - -
GIn/GIn

Nivakag 7.H &laomopd Twv OUVOUOOUEVWY YOVOTUMWY Tou  p.Ser326Cys
moAupopdlopol tou hoGG1 yovidiou kat tou p.Arg399Gin moAupopdlopot tou XRCC1

yoviSiou otov kapkivo tou evéountpiou.

O tumog | tou kapkivou Tou evéountpiou eival olotpoyovoefaptwievos. Ot
HUNXoVIopHol TIPOKANGNG TOU OUYKEKPLUEVOU TUTIOU KOpPKivo tou evdountpiou ev

elval katavontol. Qaivetal MTwg 0 HETAPBOALOUOC TWV OLOTPOYOVWY OTa avBpwriva
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kKOttopa Tmailet poAo otnv avamtuén oykwv, mBoavad péow PAafwv TOU
nipokaAovuvtal oto DNA Adyw tng mapaywyns tou ROS mou mpokaAel oeldwtikn
kataotpodny oto DNA. AutoU tou eidoucg ot BAaBeg amokabiotavral omod Toug
unxaviopoug emblopbwong BER kat NER, emopévwg SucAettoupyia Toug evbexeTal
va TIPOKAAECEL KapKivo Tou evéountpiou.

QoTto00, amo TG HEXPL TwPA UEAETEC EV TIPOKUTITOUV LOXUPEG eVOEIEELC yia TN
OUOXETION TwV yovidiwv Ttwv pnxaviopwv BER kot NER pe tov kapkivo Tou

evéounTtpiou, cUVENWG ammatteital mepattépw peuva (Sobczuk et al., 2012).

2.1.6. EMIAIOPOQZH TQN AIKAQNQN OPAYZMATQN TOY DNA

Ta dikAwva Bpavopata Bswpouvtal cofapr amell) yla To KUTTOPO KOl TO
yovidiwpa tou. Elval amotéAeopa BAaBwv mou é&nuioupyovuvtat oto DNAamo
EVEPYEC HOpdEC ofuyovou kal eumodilouv TO OXNUATIONO TNG OSLXGAAG TNG
avtypadng (Shen et al., 2007). Pyupata pmopolv €niong va mpokUPouv Katl amno
S1APOPEC AVTIKAPKLVIKEG EVWOELG, OL OTIOLEG aVOLOTEAAOUV TIG Tomoloopepaoeg | ko |l
kat eurtodifouv tn Stadikacio Tng avtypadnc.

Otav o embLopOBWTIKOC UNXAVIOUOG Sev elval o B€on vol AMOKATAOTHOEL QUTA
TQ PAYHATA EVEPYOTIOLEITOL O MNXOVIOMOG QmoOMTwong TOU  KUTIApou N
SnNUoUPYoUVTOL XPWHOCWHLKEC OANAYEC METAEY TWV OTOLWV ELVOL Ol UETATOTIOELG
Kol ToL EAAELUATA, XOPOKTNPLOTIKA TTOU QTTOVTWVTAL OTO KOPKLVIKA KUTTOPAL.

Ytov avBpwro, ta SikAwva prypota Stopbwvovtal pe 2 TPOmouG:

o un opdAoyn ouvdeon akpwv (NHEJ)
o ouoAoyn cuvdeon (HR) (Shrivastav et al., 2008)

e MHOMOAOIH ZYNAEZH TQON AKPQN

O OUYKEKPLUEVOC UnXaviopog av kat daivetal dlaitepa amAog dev eival ylotl
amoattel Tt ouyxpoviopévn Opacn moAMwv evilpwv. To Tpwto Prijpa  oto
OUYKEKPLUEVO UNXAVIOMO €lval n mpoodeon tou Ku70/80 ota Suo dkpa Tou

SikAwvou Bpavopatoc tou DNA. H mpdodeon tou tepoSiuepol ival amapaitntn
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yla TN otpatoAoynon Twv umoAoumwy evIUPUwWV oAAA KoL Yyl TNV Tpootacia amo
e€wvoukAeaoeg ( Lieber, 2010, Christmann et al., 2003). Ztn cuvéxela TO GUUTTAOKO
DNA/Ku mpooeAkUel tnv KataAutiky umopovada tn¢ DNA — efaptwpevng
MPWTEIVIKNG Kwvaong (DNA-PKs). Ta duo mapamdavw évivpa petadépovial oTo
SikAwvo prAypa kat n kwaon ¢epvel ta duo akpa tou DNA kovta (Mladenov et al.,
2011).

Otav ta dkpa Tou prAyuatog kataAnyouv o {evyog Baocswv tote Ta Suo AKpa
evwvovtal ar’ euBeiag petal touc. Opwg otav kataAnyouv o 3’ [ 5’ povokAwvo
TUAMA yLa va evwBoUv Ba TIpETEL val YiVOUV CUUIANPWHOTLKA L€ AUTA TOU OTEVAVTL
kKAwvou. To €viupo evdovoukAedon Artemis eival autd elvol autod mou eivat
umeuBuUvVo yla TN oLVBeon TNG CUMMANPWHATIKAG aAAnAouxiag. MeTA To cUUTAOKO
Awyaon IV/XRCC4 eival amapaitnto yia tn ocuvdeon twv akpwv tou DNA(Weterings

et al., 2008).
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Ewkdva 11. To LOVOTIATL TNG N OMOAOYNG OUVEEGNG TWV AKPWV.

e OMOAOIoz ANAZYNAYAZMOZ

Kata tn dtadikacia Ttou opdAoyou avacuviuaouoU, n YEVETIKN TTAnpodopia TG
CUMMANPWHOTIKAG aAuaidac | tng adeAdrnc xpwHatidac XpnolHeVEL W LATPA YL
v emdopbwon. Av KOl O MITWTIKOG oavaouvduacpdg Oa pmopoloe va
OTTOKATAOTAOEL TNV apXLIKA GUOLK) 0PyAVWON TOU YOVISLWHATOC auto 8 cuppaivel
ylati Ba elyape anwAela tng etepoluywtiag (Jasin, 2000).

To mpwTto Bripa otnv emdlopbwon tTwv SIKAWVWYV pnyUATwyY €ivol PE opOAOYO
avaouvduaouo sival n enegepyacia tou DNA wote va mpokuPouv 3’ dkpa yla To
oxnUatwopo tou vnuatiou Rad51 .MNa va mpokupouv ta 3’ dkpa amapaitntn ivat n
napovoia Twv mpwteivwv MRX (Mrel1-Rad50-Xrs2), tnv 5’-3’ e€wvoukAedon Exol
kat tn mpwteivn SAE . Na onuewBel 6tL mo mpwv oto povokAwvo DNA eival
ouvdedepévn n mpwteivn RPA.

21N ouvéxela akoAouBel to otadlo tng cuvayng dnAadn n avalitnon opoAoyiag
kat n Sieiodbuon tou kKAwvou oto DNA péow Twv MPWTIEIVWV TIOU £XOUME NAdN
avadepeL.

Amo oUTO TO OTASLO KoL TEPOL O NXOVIOUOG UTtopel va akoAouBnoel dtadopeg
TIopEeieg:

e 0OTNV TEPLOXN TOU pryuatog umopel va deopevoel kat to SeUteEpPO
akpo tou DNA kat va apxioel n cuvBeon o’ auto to onueio(doun Holliday)

e 0 KAwvog eloxwpel oto SikAwvo poplo DNA, Snuioupywvtog pia
SiyaAa avtiypadng kal €tol avilypadetal Ao to DNA mou Xpnolpelel wg
uRtpa

e n BnAa D SaAvetal adol MpwTa TPaAyHATOomolnOel pag HUIKPAG
€ktoong ouvBeong DNA Kol HETA AMOUAKPUVETAL KOl CUVOEETAL UE TO AAAO

akpo tou DNA (Li et al., 2008).
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O opoloyog avacuvduaopog Beswpeital mo akplBig amoé T un opoAoyn
ouvdeon akpwv SLOTL XpNOLUOTIOLOUV OUOAOYEG AAANAOUXIEC YLOl TNV QMOKATACTACN
Twv BAaBwv. Nop’ 6Aa autd Kal n pn opoAoyn ocuvdeon Akpwv elval amapaitntn
TOOO YL TNV KATOOTOAN TWV OYKWV 000 Kot YA Tn oTtaBepotnta TOU YoVISLWUATOG.
Emopévwg oupmepaivoupe OTL Kal oL Suo pnxaviopol eivatl onpavtikol yia anoduyn

NG KapKlvoyEveonc (Shrivastav et al., 2008).

Double-strand break

5
3

Em:! resection +

L

- 5‘
ir 37 3
Strand invasion +
and DNA synthesis
[EEE——
7 3
e XN
5 ——— 3
3 5"
SDSA # \ DSBR
Strand displacement Second end capture
¥ 5 3 5
5'_‘L _— 3 3
. —— i —>L- 3
o -3 ¥ 5
DNA synthesis
Strand annealling + and ligation
: : pe
H =
s s e =X (=,
: y ¥ i i 5
DNA synthesis * Holliday junction resolution
and ligation \
[ 5 3 S CI:
§ - 3 §— " 35
5 3 5 35 —
3 5 3 ¥y
Noncrossover Noncrossover Crossover

Ewkdva 12. O unxaviopdg tou opoAoyou avacuvoduaopou.

e pla €peuva Tou €ywve otnv AyyAia to 2011 amodeixbnke otL mBavwg ot
avaotoAeic tng PARP va pmopouv va xpnotpornotnBouv ylwa tn Bepaneia kapkivou
Tou evdountpiov. Onmwg elval yvwoto n anmwAsla TG Aswtoupylog Tou
oykokataotaAtikoU yovidiou PTEN umopel va odnyrnoetL o avamntuén kapkivou tou
evbountpou. OL Dedes et al.,, amédelav OTL T KUTTAPO TIOU £XOUV XAOEL TNV
anwAela Tn¢ Asttoupyiag tou PTEN &g pumopolv va XpnoLUOTIOL|COUV TOV OUOAOYO
0VOOUVSUOOUO KOl ETIOUEVWG TN CUCCWPEUON HETAAAEEWVY KOl TNV EMAYWYH TNG

KQPKLVOYEVEVEDNG.
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2.2. MAPEKKAINOYZA MEGYAIQzZH TOY DNA

H peBuliwon tou DNA Sadpapatilel onpavtikO pOAO yla OPLOUEVEG 0LODEVELEG
mou oxetilovtal pe ¢alvotumoug otov AvOpwro, CUUMEPAAUBAVOUEVOU KOl TOU
Kapkivou. H pebBuliwon tou DNA tpomormolel Tnv ékdppacn tou yovidiou, aAAa Sev
OAAATeL TIG YEVETIKEG TTANPOdOpieg Tou Kuttdpou. H peBuliwon DNA meplapfBavet
™V mpoodnkn pog peBulopddacg otnv Kutooivn evog popiou DNA kot og autd to
onueio v avoifel n SMAR €Aka €ToL wote va poBAarAetal emi T €KTOG TOU vonTou
kKaOetou afova tou popiou n kKutooivn (Issa Jp,2004). 3to GHUCLOAOYIKO OUWC
yovibiwpa n peBuAiwon NG KUTOOIvNG MPAYUATONOLELTAL 08 EMAVOAAUBAVOUEVEG
oAAnAouyiec DNA kat oxL og €€ovia. H peBuliwon Twv UTIOKLVNTWYV YEVIKA eTLPEPEL
uetafoAn otn dpaotikdTnTa TV yovidiwv (Issa Jp, 2004).

To vyoviblo Ttou ouotiuatog emblopbwong MMR, hMLH1 tumka
anevepyoroleitat and DNA peBuliwon. Itov Kapkivo Ttou evdountplou n
anevepyomnoinon tou yovidiou hMLH1 Bp€bnke oto 40% TwV MEPUTTWOEWV Kal lvat
€va ONUOVTIKO BAMO OTO TPWLHO OTASLA TNG KAPKLVOYEVEDNG, LE TN OMWAELA TNG
AELTOUPYLKOTNTAC TOU cuoThpatog emdlopbwong MMR va odnyet kat otn petdAagn
OpLOHEVWY yovidiwv omwc tou PTEN. H mapekAivouoca peBuliwon aveuploketal
otov tumo | tou kapkivou tou gvéountpiou aAAd OxL otov tUTo Il. Auth n dtadopd
ota enineda tn¢ peBuAiwong avapeoa otov tumo | kat Il pmopei va e€nynBel amo tnv
auvénuévn ékdpaocn tng DNA peBulotpavodepdong 1 kat tnG 3 os avtiBeon pe tn
HEWMEVN €kdpaon toug otov tumou Il (Epigenetics in Human Disease, Trygve
Tollefsbol). Ot Banno et al., Bpnkav oc aoBevei¢ pe kapkivo tou evéountpiou
avwpaAn unteppeBuliwon tou hMLH1, APC, E-cadherin and CHFR oto 40.4 %, 22%,
14% kot 13.3% Twv MEPUTTWOEWV avTioTolya. Mia onUOVTIKH HElwWoN TS Ekdpaong
BpéBnke o aoBeveic pe avwpain pebudiwon tou hMLH1 kal tng E-cadherin, evw
oavwpoAn pebuliwon Bpebnke mepimou kot oto 14.3 % Twv acBevwv HE ATUTIN

uneprAacia Tou evéountpiou.
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Ewkova 13. O unxaviopdc tng amevepyomoinong twv yovibiwv Adyw avwpaAng

pebuAiwong tou DNA.

2.3. TO OrKOKATAZTAATIKO FONIAIO P53

To oykokaTaoTaATIKO Yyovidlo p53 evtomiletat oto Ppoaxy OKEAOG TOU
Xpwpoowpatog 17 otn Lwvn pl3 (Umesh et al.,1988). Eival to kKuplotepo yovidlo
TIOU TIPOOTOTEVEL TO KUTTOPOo amo PAdBeg tou DNA &ite GUMMETEXOVTAG OTOUG
pUNxoviwopoUg emdlopbwaonc eite odnywvtog to KUTTapo ot amontwon (Harris et
al.,1993, Hollstein et al., 1991, Levine et al., 1991). e ¢pucLOAOYLKEG CUVONKEG
A€LTOUPYLOG TOU KUTTAPOU TO Yovidlo p53 evepyomoleital kot puBuilel tn petafaocn
TOU KuTtdpou amod tn ¢don Gl otn ¢don S tou KUTTAPLKOU KUKAOU. ETOL €XOUUE
TIPOOWPLVI SLAKOTIH TOU KUTTOPLKOU KUKAOU ylol va. Umop£couv va emdlopBwbouv
Ttuxov PAdPec oto DNA pe toug pnxaviopolg emidlopbwong i va odnynbel oe
anorntwon. To petalAaypévo yovidlo TP53 amoteAel TNV MO OUXVH YEVETIKN
HETAAAOEN TOU cuvavtatal otov avBpwro. Mpokettal yla petaAagelg 5-8 e€oviwv
TOU XpwHoowpatog 17(Stewart et al., 1998). Ouwg o€ mepimtwon HeETAANAENG TOU
OYKOKOTOOTOATIKOU yovidiou p53 ta kKuttapa cuveyilovtal va oavamtuooovtal, dev
obnyouvtal oe amomtwon Kat eivat mBbavé va avamtuxBouv oOykol. o va

avamntuxbolv OpwE OyKoL glval amopaitnto o KAmola KUTTapa vo LetaAAayxBel kat

47

Institutional Repository - Library & Information Centre - University of Thessaly
01/06/2024 18:01:55 EEST - 3.21.46.173



To SeUtepo avtiypado tou p53.(Kinzler et al.,2001, Fearon et al., 2008, Vasquez et al.,
2008).

Ye OTL adopa tn oxéon ¢ MPpwTelvng p53 pe ™ mpwteivn PTEN 8¢ daivetal va
UTIAPXEL KATIola cuvePYLKA dpdon aAAd avtiBeta n UTaPEN TNG ULAG AVOOTEAAEL TV
avixveuon tng aAlng (Koul A. et al., 2002). To i(6to LoxUEL KAl yla TN OXEON TNG
HikpoSopudoplkne aotabelag¢ pe tnv p53. Auto emiPePalwvetol Kot amd TNV
avelpeon tng PTEN kot tou MSI oto tumo | tou kapkivou tou evbountpiou o€
avtiBeon pe ™ mMpwrteivn p53 n omoia aviyvevuetal otov tumou |l Kapkivo tou

evéountpiou.

Ewkdva 14. To JoVOTATL TG MPWTEivng p53.
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2.4 AIATNQ2ZH KAPKINOY TOY ENAOMHTPIOY

H 8lebvwg avayvwplopévn péBodoc yla Tt Sldyvwon Tou KapKivou Tou
evbountpiou glval n KAaopatikn anodgeon TnG LATPAG, TNG Omolag N L6LKOTNTA KAl N
gvalobnola ayyilouv to 100%.

Kata tn O&uwdpkela autic tne Sadlkaociag mpaypatomnoleital andfeon Tou
evbotpaynAou Sla Aemtol €€otpou, Xwpic va €xel mponynBel SltaotoAn tou éow
TpaxnAlkoU OTOMIOU, WOTE VA MNV  UTAPXEL OVOUELEN TwV EEOMATWV TOU
evbotpaxnAou MeE autd TG €VOOUNTPLKAG KOWOTnTag. To MAKOG TNG MATPAS
urtoAoyiletal pe tn BonBela tng UAANG, YEYOVOC TIOU £ival APKETA CNUAVILKO TIOU
aMote AapPavotav ocofapd umoyn otn otadlomoinon Tou €vOUNTPLKOU
KOPKIVWHUOTOC, UE OPLO TA 8 cm, av Kal oL SLOOTACELC TNG UNTPAG MTTOPEL va lval
HEYAAEG Kal yla AAAOUG AOYOUG EKTOC Qo Tov Kapkivo (.. opvwuata). Mpénet va
YIVEL TIPOOEKTIKN SLAOTOAN Tou £€0w TPaxnNAWKoU oTopiou Kot MARPNG KEVWON TNG
evlounTplkNg KoWotntag He TN Xpnon opPAéwv EEoTpwv TIPOKELUEVOU Vo
amodUyoUUE TNV amofeon NG MATPAC Kol Oa UTApXEL KAl OPKETO UALKO yla
Stayvwon (Kaku T et al., 2004, Deruelle P et al., 2001).

H Sokwpaotikn anoeon anotelel Stayvwotiki nEBodog kat OxL BeparmeuTikn Kal
yU auto n Sdadikaoia Ba MPETMEL Vol OTOUOTA OTAV EXOUUE TIAPEL APKETO UALKO. Av
yivouv AdBog xelplopol katd tnv KAACHATIKN armofeon Umopel va avapxBel UAKO
oo to evéountplo ota Eéopata tou evdotpaxnAou ondte Ba mpokU el AavOacopévn
€KTiNON Tou otadiou Tou Kapkivou kal dokomn untepOeparmeia.

Eutuxwg Kol PE TNV MPOoodo TNG EMIOTAUNG onuepa edpappolovial 6Ao Kot
neploootepeg MEBOSOL oL omoieg dev amaltolv vAapkwon Kkal voohAeia oto
VOOGOKOUELO aAAA UTtopoUV EUKOAA VO POPLOOTOUV OE EEWTEPLKO LATPELO XWpIg TNV
ToAaumwplo Twv yuvakwv(Gupta JK et al.,2002, Perasadie RJ, 2002).

H teAelomoinon Twv CUCKEUWV UCTEPOCKOTNCEWV €PYOAEiwV PwTIOMOU Kal
KOTOTITEUONG, €XEL emavadEpeL otV KAWLKA TPAEN Tn OUYyKeKPLUEVN HEBOBO, He
efalpetika amoteAéopata. O ekteAwv tnv emepPacn pmopel va npoodlopioet kAOe
BAaBn otov evdotpaxnAo Kol TO €vOOUNTPLO, VO EVIOTIOEL TOAU WUIKPEC EOTIEC
Kapkivou, oL omoieg Ba pmopovoav va Sltaduyouv KOTA Tt KAACUATIKA anoeon, va

npoodloplosl tTnVv éktaon pag BAABNG, tTn yeltviaon tng KakonBeLag mpog tov .oduod
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N TNV enwvéunaon tou evdotpaxnAou kat va AdBel BoPieg akplBwg amod TG UTOTTES

TLEPLOXEC.

Eniong 1o kOATUKO umtepnyoypddnua €xel SOKLMAOTEL OTNV OMELKOVION TOU
TIAXOUC Tou evOouNTpiou, wg oTolxeiou evOELKTIKOU KakorBelag. AuoTuxXwg UTTAPXEL
UTtEPKAAUYN TIHWV OTO TIAXOC Tou evlountpiou HeTaty Kopkivou Kat Sdtadpopwv
OAWV KOTOOTACEWVY, PE amoTéEAeoua n BeTikn mpoyvwoTtikn afia tg pebodou va

UNV €lval LKAVOTIOLNTLKN).

TeAevtaia n HayvnTIKA TOpoypadilol XpNOLIOTIOLETAL Yl TOV TIPOCSLOPLOUO TNG
€Ktoong kot Tou Baboug inBrioewg tou puountpiou, aAAd n péBodog autn eivat
oAU akplBn yia va edpappocBdel otnv kabnuepvy KAWIKA paén, kat Ba pmopoloe
va avtikataotabel pe to tplodldotato umepnyxoypadnua (Gupta JK et al.,, 2002,

Persadie RJ, 2002, Dubinsky TJ, 2004).

Hysteroscopy
Q Wagina Carvix Lterus

Hysteroscope --"'"ﬂ_;-‘ :
#
/é}%

Vacuum Syrnge

Speculum

Cervical Soal

Ewkova 15. H Stadikacio TG uoTeEPOOKOMNONG

H &udyvwon tou cuvbépopou Lynch, mou aufdvel tov kivbuvo euddviong
Kapkivou Ttou evdountpiou, pmopel va emteuxBel pe yevetrikd €Aeyxo. Mo

OUYKEKPLUEVQ, Yl TouG aocBevelg mou mAnpoUv Tt Kpltipla Sldyvwong Tou
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ouvdpopou Lynch kat yia emiBeBaiwon ¢ petarraéng mouv adpavormolel to MMR
yovidilo pumopouv va xpnotpomnotnBouv duo doklpaoieg:
o H aviyveuon tng pikpodopudopikng actdbelag

° H avoooiotoxnueia (IHC)

H Sokwuoaola aviyveuong tng HkpoSopudopikne aotabelag Paoiletal oto
YEYOVOG OTL 6tav yovidla Twv emblopBwTtikwy pnxoviopwyv Sgv Aettoupyolv cwotd
6ev  emiblopbwvovvtal Ta AABn KAl OUVEMWC UTIAPXEL ooTABsela  OTLG
uwpodopudopikég  aAAnAouxieg oL omoieg amoteAoUv  emavOAAUPAVOUEVEG
oAAnAouvyieg unkoug 1-6 voukAeotidiwv. To National Cancer Institute mpoteivel tov
€\eyxo TEvie UKPOoSopUPopkwYV aAANAOUXLWV: TPLWV SIVOUKAEOTIOIKWY OEIKTWV
(D2S123, D5S346, D175250) kat duo povovoukehotdikwyv (BAT25, BAT 26), yia tov
€\eyxo TNG HUikpoSopudoplkng aotabelag pe tn pEBodo TNG aAuoLldwTng aviidpaong
noAupepaong (Polymerase Chain Reaction, PCR).

Eav kaveic amd Ttouc uikpodopudoplkolg beikteg bdev  epdavioet
HUikpoSopudoplky aotdbela, TO veOmAaopa xapaktnpiletal pikpodopudoplkd
otaBepo (MicroSatellite Stable). H mapoucia pikpodopudoplkng aotabelag o > 2
otoug 5 Seikteg umodnAwvel pn amodotikd pnxaviopd emblopbwong Kal to To
veomAaopa xapaktnpiletat uPpnAng pkpodopudopikng aotdbelag (>40%). Otav n
HikpoSopudoplkn ootabela meplopiletal os évav HOVO HKpodopudoplko Seiktn
(<20%) to veomAaopa xapaktnpiletol wg xapunAng wikpodopudoplkng aotabelag.

Qotooo, n mapoucia pkpodopudopiknc aotabelag dev sival amoAUTwE elSIKN
yla to ouvdpopo Lynch, kaBwg pmopel va adopd kot o omopadlkeG HopdEC
KapKivou. Z& autn TNV nepimtwon n ukpodopudopikr) aotdbela sivol anotéAeopa
¢ umeppebuAiwogn twv CpG vnoidwv otov umokvnt tou yovidiou MLH1 pe
omoTéAeop TNV adpavomoinor) Tou.

TNV MPOKELWEVN Tepimtwon yivetal éAeyxog tng petaAlaéng V600E oto BRAF
yovidilo yia tn dldkplon tou cuvdpopou Lynch amod tov omopadikol tUMoU Kapkivo.
Ta veomAdopata mou mapouctalouv anmwAela ¢ MLH1 mpwteivng aAAd oOxL

puetaAAagelg BRAF-V600E 6 cuvdéovtal pe to cuvdpopo Lynch.
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Y& molougaoBeveic ocuviotatal n eé€taocn twv MMR mpwteivwy; ZUpudwWVA UE TIC
TPEXOUOEC KaTteuBUVTNPLEG 0ONyLlEC TNG KAWVIKAG OYKOAOYiag o€ auth TNV Katnyopla
EUTUTITOUV:

o AcBeveic nAkiag <50 etwv pe avénuévn mBavotnta mapouaciag cuvépopou
Lynch 1} evaAlaktikd oAot oL a.oBeveig nAtkiag <70 etwv Kot acBeveic nAwkiog
> 70 eTwv TOU TTANPOUV Ta KpLtrpLa Bethesda.

o AoBeveiq pe koapkivo otadiou I, otoug omoioug oxedialetal n €vapén

xnueloBeparneiog pe tn xprion pAovopoponuplutdivwy (5-FU).

Ztnv avootoiotoxnuikn €€taon (ImmunoHistochemistry, IHC) yivetal n xprion
OVTIOWHATWY YO TNV OVAYVWPELON CUYKEKPLUEVWY TIPWTEIVWY. ITOV Kapkivotou
evbountpilou xpnoluomololvTal avilowuata yla tig npwieiveg MLH1, MSH2, MSH6
Kot PMS2. H IHC eival pla texvikn SlabB£oiun oto LOTOAOYIKO TOPACKEVAOHO TOU
oykou tou umoyndiou 1} Tou CUyYyEVIKOU TIPOCWTIOU TIOU TANPOL TA KPLTAPLA TOU
Lynch.

Edv 6ev umdpyel LOTOAOYIKO TTOPACKEVAOUA, UTTOPEL va xpnoLuomolnBel LoTtog
oo OyKo GAAOU opydvou Tou acBevolg, HE ULKPOTEPN WOoTooo gualcOnoia. H
evaoBnoia kat n e€elbikeuon Otav XPNOLUOTIOLOUME KAl TOuG Téooepl; MMR
npwtelvikoug Seikteg eivat 91% kat 83% avtiotolya.

Meta€l Twv OUO TEXVIKWY, av Kal n esvowbdnola tng aviyveuong tng
uwpodopudopikng aotdbelag eivatl eAadpw uPNAOTEPN TMPOTIUATOL WG TPWTN
EMAOYN N OVOOOIOTOXNMELQ, OTIC OLKOYEVELEC PE auénuéEVo Kivbuvo petaAlaéng,
eneldn umodelkvueL TNV akpPn yovidlakni PAABN amo to €idog TNG mapaTNPOUEVNG
xpwong. Qotdoo, n IHC texvikn Sev aviyvelel PeTaANAEELS TNC BAAOTIKIC OELPAG OTIC
omoleg oL MMR mpwrteiveg mapdyovtal, oAAA €lval pn AELTOUPYLIKEG, OTWG OTNV
TIEPUTTWON TWV KN VOoNUOTIKWY pHetallaéewv (Adele Wong, 2015).

OL puololoyikeg MMR mpwteiveg Aettoupyouv w¢ etepodiuepr cUumAoka. H
MLH1 npwteivn oxnuoatilet cUUMAOKO PE TNV MpwTeilvn PMS2 kal n mpwteivn MSH2
pue tnv MLH6 mpwteivn. MetaAlaén o pla amd TIC MPWTEIVEC TWV MPWTIEIVIKWV
OUMTTAOKWYV €XEL WG OMOTEAECMO TNV ATIWAELA TNG XPWONG TNG MPWTEIVNG UE TNV

ormola oxnuatilet to ovuumAoko. Mo TAPASELYUA, CWHOTIKA UETAAAAEN, HEOW
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pneBUAlwong tou umokwntr tou MLH1yoviSiou, €xel WC AMOTEAECUA TNV ATIWAELN
™G Xpwong tng PMS2npwteivng.

Qotooo, petaldlelg TG BAaoTKNC ospag ota MSH6 kat PMS2 yovidia dev
obnyolv oe anwAela ¢ xpwong twv MSH2 kat MLH1 mpwrteivwv avtiotowya. H
OMWAELA TNG XPWONG HOVO TwV TPWTEivwv PMS2 1 MLH6 umobelkviel miBavi
HETAAAOEN oTn BAAOTIKI OElpd TwWV avtiotolywv yovidiwv (Adele Wong, 2015).

Eva kowo mpoPfAnua tng IHC elval otL ta AgpdokuTtrapa €vtog Tou OyKou
purmopouv AavOaopéva va BewpnBolv KUTTAPO TOU OYKOU KOl OTNV TIEPLITTWON TIOU
€XOUUE pla duaolodoylkr xpwon va odnynbolue oe AABOC CUUMEPACUOTO KAl OE

Peubwe Oetika amoteAéopata. Eva akopun mpoPAnuo eivat n SuckoAla va

uTtoB£€00UUE TNV eTEPOYEVH dUON TNE Xpwong tou MSH6E IHC deiktn.
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MSlavaAluo | Avoooiotoxnutkn Ekdppacn MBaveg attieg | AVILLETWILON
n TWV MPpWTElVWV
MLH1 | MSH2 | MSH6 | PMS2

MSS/MSI-L | + + + + Inopadikog Kapia
KapKivog

MSI-H + + + + MeTtaAAaelg FEVETIKOG EAEYXOG
™¢ PBAaoctikng | tou MLH1, MSH2
OELPAgG TWV | Kalt HETA
MMR A | MSH6,PMS2 kot
EPCAM EPCAM yovibiwv
yoviSiwv

MSI-H NA NA NA NA YopadlkéG N | Avdhoyo pE TNV
HETAAAAEELG IHC mpoteivetal
™C¢ PBAAOCTIKAC | KAl 0 avtioTolyog
OELPAG TWV | YEVETIKOG EAEYXOG
MMR Kal | dAALWG  YEVETIKOG
EPCAM €\eyxo¢g Twv
yoviSiwv MLH1, MSH2,

MSH6, PMS2 kot
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EPCAM yovibiwv
MSI-H  or - Zrnopadikog ‘EAeyxog ™meg
NA KapKivog N | ueBuliwong Ttou
HETAAAAEELC UTTOKLVNTA TOU
™G PAaotikng | MLH1. Tevetikog
OELPAG ToU | €Agyxou ToU
MLH1 MLH1 av Oev
UTTAPXEL
umepueBUAiwon N
Sev elvat
SloBéo1uo To teoT
MSI-H  or + MetaAAagn FEVETIKOG EAEYXOC
NA ™¢ PBAaoctikng | Tou MLH1
OELPAG ToU
MLH1
MSI-H  or - MetaAlagn FEVETIKOG EAEYXOC
NA ™¢ BAaoTknC | Tou PMS2 av slvat
OELPAG TOU | OPVNTLKO 10
PMS2,0maviwg | YEVETIKO TEOT yla
tou MLH1 to MLH1
MSI-H  or + MetaAAagn FEVETIKOG EAEYXOC
NA ™¢ PBAaotikng | tou MSH2, eav
OELPAG Tou | elval apvntikd to
MSH2 1 Ttou | tTeot ywo EPCAM
EPCAM,omnavia | kat MSH6
Tou MSH6
MSI-H  or + MetaA\agn FEVETIKOG EAEYXOG
NA ™¢ PBAaotikng | tou MSH2, eav
OELPAgG TOU | lval apvnTkoO TO
MSH2 teot ywoo EPCAM
MSI-H, MSI- + MetaA\agn FEVETIKOG EAEYXOG
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L or MSS ™¢ PBAaotikng | tou MSH2, eav
OELPAG Tou | elval apvntikd toO
MSHS6, kat | teot yia MSH6
Alyotepa
ouxva TOU
MSH2

Nivakag 8. Aokwaocieg aviyveuong Uikpodopudoplkng aotabelag,avoooiotoxnueiag Kol
gMUMPOcOeTO TEOT yla TNV aviyveuon Ttou ouvdpopou Lynch  oe evlountplosldn
kapkwvwpata (Adele Wong, 2015).

MAEOVEKTAMOTO KOl LELOVEKTILATA TWV TPOAVOPEPOUEVWV TEXVLIKWV.

H Sokwaoia aviyveuong ¢ Hkpodopudoplkng aotabelag mpoodEpel Evav
efalpetikd Oeiktn ektipnong ¢ Hkpodopudopikne aotabelag. Mpoodateg
BEATLWOELG TNG OUYKEKPLUEVNG TEXVIKAG HeElwoav To KOOTOC Kal PBeAtiwoav tnv
oakpiBela (Promega kit). H dokipacia avaAuong tng pUikpoSopudoplkng aoTaBeLag
€XeL > 90% gvawcOnoia. EMUTAEOV, N CUYKEKPLUEVN TEXVIKA TIAEOVEKTEL OTO YEYOVOG
otL aviyveLel Ti§ PAABec Twv MMR yoviSiwv akopa Kot otav UTIApXEL GUOLOAOYIKN
XpWon otn TEXVIKA TNG avoooiotoxnpeiag (mbavotata AdOyw Hn VONUATIKWY
puetalaéewv). Télog, n MSI avaluon uMopel va avayvwploel oToug OyKoug
uikpoSopudopikn aotabela ou dev opeiletal oe BAABEC AMOKAELOTIKA OTA yovidia
MLH1, MSH2, MSH6 ko PMS2.

QotO00 n OUYKEKPLUEVN HEDOSOC amaltel e€elSIKEUPEVO TIPOOWTILKO KoL
xpelaletal Selypa 1600 oo VEOTMAACUATIKO 000 Kal and ¢pucoloAoyko otd. To Tio
ONUOVTLKO PELOVEKTNUA £lval oL OyKol pe petaAlaéelg oto MSH6 yovidlo teivouv va
eudavifouv xapunAa enineda pikpodopudoplkng aotdbelag katl £€Tol ival Alyotepo
gvaiodntn otnv anwAsla tng npwteivng MSH6 (Liying Zhang, 2008).

Ze dtopa uPnAol KwSUVOU TPAYUATOTOLETAL OVOOOIOTOXNULIKA €E€TaoN Kal
ovaloyo HE TO amoteAéopata  akoAouBel avaAuon TG UIKpoSopudOopLKAG
0.0TABOELOG YE YEVETIKO TEOT.

OL aobeveic e Betkniy  Sokwacia  MSI (MSI-H)  xpetdlovrtal
VEVETIKNOUUBOUAEUTIKI). O YEVETIKOC EAEYXOC TIPETIEL VO TIPOTEIVETOL OE GUYYEVELG

npwtou Babuov acBevwv pe yvwotr petaAaén ota MMR yovidia. To idlo oxveL
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Kal yla acBeveic xwpic yvwot petaAdaén twv MMR yoviSiwv otnv olkoyevela

epooov mAnpeitat to 1 amd ta 3 Tpomomolnuéva Kpuipla Bethesda. Ta

amoteA£opaTa Tou eivat mBavov va mpokuPouv ival ta e€nc:

o OETIKO AMOTEAECUA. TIOU ONHOIVEL TIOPOUCLO CUYKEKPLUEVNC YEVETIKAG
HETAAAOENC TTOU oXeTileTal e To ouvdpopo Lynch

o ApPVNTIKO QIMOTEAECHA, TTIOU UTTOSNAWVEL AmoUcia CUYKEKPLUEVNG HETAANAENG.
Auto bev amokAeiel tov kivduvo euddaviong Kopkivou o€ TIOCOOTA OPWG
ovAAoyo LE QUTA TOU YeVIKOU MAnBuGuoU

o Mn mAnpodoplakd apvntikd amotéAeopa (Peudwe OeTIkG), TOU onuaivel OTL
Sev pmopol e va EEpoupEe av €Xel KAnpovounoet Tn Hetalhaén n oxL e€attiag

emBapupévou okoyevelakol otoptkol (National Cancer institute)

To yevetlkO teot umeptepel Twv pebodwv IHC kat MSI kaBwg pmopel va
avixveloel KaBe eiboug petalhagn kat va Bpel mBaveg PeTAAAAEELS Yl AAAOUG
KANPOVOLLKOUG KOPKivoug. QoTd0o0, lval OpKETA TILo akplBo amod TG TPonyoUUEVES
Sdoklpaoieg aviyveuonc. EQv To YeVETIKO TEOT avixveUOoesL pia oAAayr) n omolia givat
KOV} OTOV YeVIKO MANBuoud xwplc kapkivo , n allayn aut) elval yvwoth wg

noAupopdLlopog (National Cancer Institute).
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Ewkova 16. MpwtokoAlo Stoxeipong atopwv vPnlol kwvdlvvou ya Tto clvdpopo Lynch

OXETLW{OEVO UE TOV KOPKiVO TOU evbountpiou.

H yevetiky CUUBOUAEUTIKY EVNUEPWVEL TA ATOMA TIOU TIPOKELTAL VAL KAVOUV TO
TEOT Yyl TOUG KvSUVOUG, Tat 0dEAN, TOUG MEPLOPLOUOUG TOU TECT OTN CUYKEKPLUEVN
nepintwon.

H yevetiky oupBouleutikny TepAapBAvVeEL AETITOUEPEG LATPLKO LOTOPLKO TOU
OTOMOU, TIOU TIPOKELTOL VO KAVEL TNV €EETOON KAL TNG OLKOYEVELAG Tou. Emiong
nephappavel minpodopieg yla BEpata Onwe:

o TIOTE TO YEVETIKO TEOT Bewpeltal KATAANAO, TTOLO. GUYKEKPLUEVA TECT UIMOPOUV
va xpnottomnotnBoulv kal mola n akpiBela Tou TeoT,

o Ol LOTPLKEG EPapPUOYEC EVOG BeTIKOU N apvNTIKOU AMOTEAEGUATOG,

o n mbavotnta To TECT va N UMopel va pag dwoel Tig mAnpodoplec mou
XPELA{OUOOTE KOL VA [N UTTOPOUE VO TIAPOULE ATOPATELC,

o Ta PuyoAoyikd opEAN Kal Toug KivdUvoug pabaivovtag To amoTteAECUATA TOU
TEOT

o 0 kivduvog va mepAoel pLo yeVeTkn HETAAEN ota maldld otnv mepimtwon

TIOU UTTAPXEL OTOV €Va yovea

H edoapupoyi Twv HOPLOKWYV TEXVIKWV UTopel va oUUBAAAEL otnv €ykalpn

Slayvwaon Kal mpoyvwaon Twv dtapopwv TUMWV KapKivou.

H yvwaon tng mapouoiog KLag CUYKEKPLUEVNG LETAAAOENG 08 0loBEeVELG TTOU €XOUV
SlayvwoBel pe kapkivo tou evdountpiou pmopel va PonBrioel otnv emloyn NG
KatdAAnAng Beparmneiag. Nvwpilovtag tn akpPr yevetkn Statapaxr tou acBevoug
umopet va tpomornownBel n Beparmeia kal va pewBouv ol mapevépyeleg (National

Cancer Institute).

To ouvbdpopo Lynch avtutpoowmneVel LEYAAO TOCOOTO TWV MEPUTTWOEWYV UE KOPKIVO
Tou evbountpiou. Qotodoo,, moAA aAAa yovidia oxetilovtal pe avénuévo kivéuvo
eudaviong kapkivou tou evdountpiou. TeAeutaia, umapxel n duvatdtnta e €va

VEVETIKO TeOT val avaluBel tautoxpova mAnBoc yovidiwy, onwg ta BRCA1, BRCA2,
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CHEK2, EPCAM , MLH1, MSH6, MSH2, PMS2, MUTYH, PTEN, TP53 yoviéia, mou
ouvbéovtal pe auvénuévo kivbuvo euddviong kapkivou Tou evbountpiou.

npoodEpovtag naparAnia vpnAn evatodnoia kat anodoon.

Fovidia uPnAng dietodutikoTnTOG Fovidia xapnAng dietodutikdtntag

lovidia: MLH1, MSH2, MSH6, PMS2, | Tovibia: BRCA1, BRCA2, TP53, MUTYH,
EPCAM, PTEN CHEK2

KaAd peAetnuéva OxL 1000 KOAQ PEAETNUEVA OTOV KOpPKivo

Tou evéountpiou

Inuavtika avénuévog kivbuvog yla | Ta dedopéva PBacilovtal iowg os pKpn

Kapkivo tou evbountpiou opada acBevwv

Kivéuvoc kat yla dAAoUC KapKivoug AkplBeic kivbuvol yla Kapkivo TOU

evbountpiou dev €xouv oplotel

MpwtokoAa Stayvwong kot mpoAndnc | Auénuévog  kivbuvog¢  yia  aAAoug

uTtapyouv Nén KOpKivoug

MpwtdkoAa Sldyvwong kot mpoAnyng

Sev €xouv SLeUKPLVIOTEL aKOUA

Mivakag 9. XoapoKTnplotikd Twv Yyovidiwv uPnlol kot xoapnAol Kwdlvou ToU
£VOXOTIOLOUVTOL OTOV KapKivo Tou evdountpiou.

H tautoxpovn YeveTikny avaluon moAwv yovidiwv elval Suvatr HE TEXVIKEG
oAAnAouxiong emopevng yevidg (Next Generation Sequencing, NGS) oe €ldiko
oavaoAuty kot pe T Ponbswa olvOstwv Kal e€eldIKEUHEVWY  epyaAEiwv
BlomAnpodopikng. (Hampel et al., 2006, Pennington KP et al., 2013, Barnetson RA et
al., 2007).

2.5 MNPOAHNTIKA METPA TA ATOMA YWHAOY KINAYNOY

Yriapxetl molkAia pebodwv mpoAndng yia aocbeveic mou Sayvwodnkav pe
YVWoTH LeETAAAOEN OXETWLOMEVN E TOV KapKivo Tou evbountpiou.
Oocov adopd oto cuvdpopo Lynch umapyel mpwtokoAo mapakoAoUuBOnong yla

a0Beveig pe BeTKO yeVETIKO €Aeyxo | acBevn mou mAnpol ta kpitipla Amsterdam |l
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N ta avabswpnuéva kputipla Bethesda pe aduvapia mpaypatomoinong tou

VEVETIKOU €Aéyxou OAAA pe Oetikd amotéAeopa amd TNV  Qvixveuon 1Ing

uikpoSdopudopikng actabelac n n Betikn IHC anwAela €kdpacnc TWV MPWTEIVWV

embLopBbwong tou DNA pe avoooiotoxnpeia. Npoteivivtat Aoutodv ta €€AG:

o KoAovookomnon kaBe 1-2 xpovia eklvwvtag amo veapr nAwkia.

o Ma TIC YUVALKEG TIPOTEIVETOL E€TAOLA  YUVALKOAOYLK €€€Ttaon HE TEOT
MamavikoAdou, Slayvwotik) amofeon Ttou evdountpiou, €eVOOKOATILKO
UTtEPNXOYPAPNUA LATPAC I WOoBNKWV Kol LETPNON TwV emMESwV Tou Selktn
CA 125 otov 0p0 Tou aipatog o€ nAkia> 30-35 etwv.

o Faotpookomnnon kabe 1-2 xpovia oe nAkia> 30-35 €TwV, O OLKOYEVELEC LE
BETIKO OLKOYEVELOKO LOTOPLKO OFE TIEPLOXEG ME MEYAAN EMIMTWON TOU KapKivou
TOU OTOMAXOU.

ALaKOALAKO UTIEPNXOYPAPNQ, YEVIKN Kal KUTTOPOAOYLKH g€€Tacn olpwv kabe 1-2

€T, €¢$OCOV UTAPXEL LOTOPIKO KOPKIVOU TOU OUPOTOLNTIKOU OCUOTUATOG.H

XELPOUPYLKA AVILHETWTILON TOU ocuvdpopou Lynch meplappavet:

e Tnv TPOoPUAAKTIKI) KOAEKTOWI, ocuviotatal oe aoBevelg¢ pe peTaAaén ota
MMR yovidia

e TNV TPOPUAOKTIK OALKA UOTEPEKTOMN HE Ta efaptApata.  Amotelel
Bepamevtiky emAoyn ywa yuvaikeg ouvnBwg nAwkiog > 40 €tn, mou €xouv
TIPAYLOTOTIOL OEL TOV OLKOYEVELOKO TOUC TIPOYPOUUATIONO. AUTH N EYXElPNON

HELWVEL OPKETA TOV KivOuvo yLa kapkivo Tou evéountpiou (cancer.net)

MNapdAAnAa, Ta atopa pe auénuévo Kivouvo yla KAnpovouLlkoU TUTIoU KapKivoug Ttou

adopouv petaAlatelg tou PTENyoviSiou (cUvSpopo Cowden) mpémet va eAEyxovTal

we e€NG:

o KAwiwkn g€€taon pootol og veapotepn nAkia

o f'vwon tTou paotol amd tnv dla TN yuvailka Kol TOKTIKG oUTOEEETOoon Tou
pHaotou

° MaoTtoypadia Kal urtepnyxoypadia Tou pootou o€ veapotepn nALkia

o Blopia evbountpiou kol SLOKOATILKO uTtepnxoypadnua o veapotepn nAkia

yla tnv mpoAndn £vavtl Tou Kopkivou Tou evéountpiou
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o TNV MEPLMTTWON TNG XELPOUPYLKAG QVTLLETWTILONG TIPOTELVETAL N TIPODUAAKTLKN

LLOLOTEKTOUN N} UCTEPEKTOUN.

ZNUELWVETAL OTL O€ OAEG TLG TEPUTTWOELG ELVOL ONUAVTIKO TOL ATOMA VoL akoAouBouv

vylewn datpodn kat va aBAouvta(NCCN Clinical practice Guidelines in Oncology).

3. ZYMNEPAZMATA

O «kopkivog Ttou evbountpiou amoteAel €vav amd TOUG GCUXVOTEPOUG
YUVOLKOAOYIKOUC Kopkivoug MetaAAaéelc yovidiwv kat SoptlkéC allayéc tou DNA
EUMAEKOVTAL OTNV ALTLOMABOYEVELD TOU OYKOU. ITNV Mopoloo EpYaciot E0TIACUAE
OTN MEAETN TwV KUPLWV pNXovWopwv emidlopbwong BAaBwv tou DNA Kkal otn
OUOXETLON TOUG LE ToV Kapkivo Tou evéountpiou.

To cvotnua emdLopBwong twv AavBaopévwy leuywv PBacewv Sladpapatilet
ONUAVTIKO pOAO OTNV KOPKLVOYEVECHN TOU KapKivou Tou gvéountpiou. Mpoodateg
HeAETeG €6el€av 0L 0 MMR pnxaviopog emdlopbwong uvdiotatal BAAPeg amod
VEVETIKECG KOlL ETILYEVETIKEG aAhayEG. H pikpoSopudopikry actdBela amoteAel ouxvn
YEVETIKI aAAayr) oTto eVOOUNTPLOELSEG KOPKIVW A TOU evdouNnTpilou, Evw N avelpeon
™M¢ ota opwdn-OnAwdn TUMOU KapKwwpata tou sdountplou eivat omavia. H
umteppeBUAilwon Tou umokwnt) Ttou MLH1lyovibiou amoteAel ouxvy autia
onopadikol Kapkivou Tou evdountpiou, evw oto ocuvdpopo Lynch kot maAl n
HikpoSdopudopikn aotdbela Stadpapatilel oUCLAOTIKO POAO HE TNV CUXVH TTapoucia
petalaéewv oto MLH1 yoviSio. MapdAAnAa, AlamotwBbnke OUOXETION TNG
HikpoSopudoplkng aotabelag Pe tnv umepekppaon tou TP53 yovidiou Kal tnv
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adpavomnoinon tou PTEN yoviSiou. Ot pnxaviopol emidopbwong BER kat NER
daivetal va eumAEékovTal oTov KapKivo Tou evdountpiou, Xwpi¢ wotdoo LOYXUPEG
evOel€elg uéxpL onpepa.

OL TEXVLKEG TIOU XPNOLLOTIOLOUVTOL EUPEWG OAKEPA Elval n avoooiotoxnueia kat n
oavaAuon ¢ HUkpodopudopLkiG aoTABELAG, HE TNV TTPWTN VA TIPOTLUATAL, AV KOl HE
HULKpOTEPN eualoBbnola, emeldny umodelkviel T okpPny yovidiaky PAaBn. H
avakaAupn kot epopUoyn VEWV LOPLAKWY TEXVIKWY, OTtwG N oAANAoUXLoN EMOUEVNG
veviag (NGS), avapévetal vo UUBAANEL OUCLOOTIKA OTNV €PEUVA YLOL TN YEVETIKA
podLabeon TwV ATOUWV HE KapKivo Tou evdopuntpiou. ZTOXOG TNG MEAETNG TWV
UNXOVIOHWV €TSL0pOBwong eival vor SLEUKPLVIOTOUV OAEC YEVETIKEC KOl ETILYEVETIKEC
oAAayEg ou evoyormololuvtal otov kivbuvo eudaviong kapkivou tou evdountpiou
Kat vo Bpebolv kataAAnAot Blodeikteg mou Ba amoteAéCOUV OTOXOUG Yyl TNV
avantuén véwv Bepameutikwy Tpooeyyioswv. MapadAAnia, Ba cupBaillouv otnv
avantuén Selktwv mou Ba EMITPEMOUV TNV MPOyvwaon Kot €ykatpn Slayvwon tng

VOOOU € amMOTEAECHA TNV KOAUTEPN KOl TAXUTEPN BEPATIEVUTIKA OVTLLETWTILON.
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