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ErtidnuioAoyla

* To kakonBec peAavwpa KM ocuviotd onpavTiko
KlvOuvo

* H enimtwon tou KM avéavel pe taxeic pubpouc
SLeBvwc kat ayyilel To 3-7% £TNCLWC YA TOUC
QVOLXTOXPWHOUC PWTOTUTIOUC

* H guyvotnta Tou O0ToV YEVIKO MANBUGoUO €lval
LEYAAUTEPN OTOUC AVOPEC EVW OoTNV AUEPLKN
£lVall CUXVOTEPO OTLC YUVOLKEC OLVOTTOLP ALY WYLKNG
NALKLOG



ErtidnuioAoyla

2tnv BA Eupwrn €lvoil GUXVOTEPO OTLC YUVOLKEC OAWV
TWV NALKLWV

H emimtwon tou otnv Kunon €ivot 2.8-5 ava 100.000
KUNOELG

2UVLOTA TO 8% TwV GUVOALKWYV KaKonBeLwv TNG KUNONG
2tnVv 2oundla amoteAOVOE TO CUXVOTEPO VEOTIAQC AL

NG KUNoNng kat evBuvotav yLa To 25% TwV GUVOALKWYV
KakonBewwv tnC

To 30-35% twv cuvoAlkwv KM oTLC YUValKEC
epdavidovral Kata TNV OLAPKELO TNC AVATIAPOYWYLKNC
nAtkiog



Kbnon & oot

* MeAayxpwportikotl omtihot MZ pmopet va
LLEYOAWOOUV KOl VOL GKOUPUVOUV GTNV KUNON
VEYOVOC TIOU TILOOVWC OXETL(ETAL LE OPLLOVLKEC
uetofoAec. O evdeifelc autec tpododotouv TNV
uTtOB€0N OTL OL OPUOVEC TTOU OXETL(OVTAL LE TNV
KUNoN UITOPEL VAL EMNPEACOUV TOV Kivouvo
eudaviong tov KM

* H kunon cuvOEctal pe dtadopou Babuou
QVOOOKOTOOTOAN amapaitntn yia tnv armoduyn
N¢ anoppuwpng tou eufpuou mou mBavwe
npodLaBetel otnv avamtuén kakonbeLag



* EyKuOC HE LOTOPLKO M2 Ttou  petafaAAeTol n
ne erBeBatwpevn Stayvwon KM armoteletl
NMPOKANoN yLa OEPUATOAOYO



TiBevtol Ta €€NC epwTAUOTAL

Elval avapevopevecg ol HeETABOAEC Twv M2 otnv KUNoN
H mpoyvwon KM tng kUNong elval XELpoTepn

H nipooeyylon aocBevouc pe Stayvwobev KM n M2
UTTOTITO KOTA TNV KUNON TIPETEL va SLaipOpPOTIOLELTOL
aro Touc aAdouc aoBeveic; Mmopel n Brogia N n
XELpOoUpYLKN €aipeon Tou umtontou M2 n tou KM va

EKTEAEOTEL HE AOPAAELOL OTNV KUNON N TIPETEL VAl
avaPANBOEeL peETA TOV TOKETO;

YUPoUAEC otnv acBevn pe KM oxetikd e LEANOVTIKEC
KUNOELC, LE TN XPNON AVTLIOUAANTITLKWVY SLOKLWV N
Beparmeloc OPUOVIKAC UTTOKATAOTOONC



MEAYNOWLCITUKOL
OTCLAOL

KO KUMOH)



MEAETEC CUCXETLOAV EVUPNMUOTO LOTOAOYLKNC
e€etoonC HE LETOPBOAEC O PEAAYXPWUOTLIKEC
BAaBec mouv napatnpnOnkav amo TLc LOLEC TLC
EYKUOUC



 Mua €06€L€e OTL TO €va TPLTO ATIO TLC 86
£YKUOUC TIAPOTPNOE KATTOLA LETOBOAN OTLC
HEAOXPWHUATLKEC BAABEC OL TEPLOCOTEPEC EK
TwVv orolwv 6gv ntav MZ aAAd AAAeC
kaAonBeic BAaPec.

* H iotoloyikn eéetaon M2 amo €YKUEC
OUVKPLTIKA LE M2 armo pn EYKUEC TNC OHAOOC
eAeyyxou katedelée eva ehadppa vpnAotepo
BaOuo atumioc mapOAo MOV KUTTAPOAOYLKEC
SLOPOPEC EKTLUNONKOV WC ULKPEC



e Aelypa 389 eykUwv avedpepav o€ MOOOOCTO
pneyaAutepo amo to 10% aAAayEC 0To Xpwo
TWV HeEAaXpwHoTKwY BAaBwv pLoeg €€ autwv
ouvalilveoav otnv OLevepyela Broyiac mou
e6eLe otL oL 23 amo tic 26 BPAaBec ntav M2.
Kopta amo avteg Oev €6eLée KUTTAPOAOYLKN N
HopPOoAOYLKN ATUTILOl LE ELKOVA LOTOAOYLKN N
SladpopomoLnNpeEVN amo autn Twv M2 tng
opadac eAEyyou



* [MPOOTTLKEC LEAETEC UE AVAOKOTINON METABOAWY
Twv M2 otnVv KUnon mou adopovoaV YUVALKEC LE
T0 oUVOpOoMOo OUCTIAACTIKWY OTHIAWYV Kot AAAN o€
yuvaikec dixwc to ouvopopo edeLéav:

* H ouyvotnta petafolwv kKAwika twv M2 ntav 3,9
bOopEC peYaAUTEPN OTNV KUNGCN ATIO TIEPLOOOUC
£KTOC KUNONC

* 21O €va Tpito oL M movu gpdavicov LETABOAEC
oTNV KAWLKN €€€taon €yve BloYila, ammo autouc
TOUC oTtiAouc ov epdAvVIoaV LOTOAOYLKH ATUTILA,
n ocuxvotnta petaoAwv ntav Suo Popec
LEYAAUTEPN OTNV KUNON OE OXECN LE TO
dlaotnua tou 6gV NTAV EYKUEC



e >& AAAN HEAETN €yLVE arelkovion Twv M2 mou
evromifovtav otnv paxn Ko £6eL€e OTL UTINPXE
likpn aAAayn oto peyeboc twv M2. Movo to
6,2% spdpaviocav aAlayec otn Stapetpo 4,
avénon kata 1mm, 4 eAattwon kata 1mm

* JTLC TILO OUYXPOVEC LEAETEC TV M2 otnVv
KUNon XpNOLlUOTIOLELTOL N SEPUATOOKOTINGN



* OL OEPUOTOOKOTILKEC ELKOVEC EKTLUNONKOV QO
TpELC SltapopeTIKOUC MAPATNPNTEC YL
netaBoAec otnv cuvoAlkn BaBpuoAloyia pe
Baon tov kavova ABCD aAAa kat aAAo
deppatookorika kpLtnpla. OL epeuvnTEC
Slarniotwooyv avénon otnV cUVOALKH
BaBpoloyia Katd TNV KUNON LLE TNV EKTLUNON
WC OTATLOTIKO CNLLAVTLKA LOVO yLa EVOV aTto
TOUC TPELC EPELVNTEC adOoU YEVIKA Ol AAAAYEC
BewpnOnkav NLEC



* Y& AAAEC LEAETEC CLUMTTEPAVAYV OL CUYYPADELC OTL
oL MeTAPOAEC oTNV SLAPETPO KaL TV popdoAoyia
Twv M2 mou prnopet va mapatnpnBouv otnv
kUnon mBavov va cuvdeovtal e Tn dlatoon Tou
dEPLATOC

* OLal\ayec M2 otnv kunon €xouv dlepeuvnBel
KOl LE TN XpNnon ¢ACUATOPWTOUETPLKNG
evO00epuULKNC avaluong kateAnéav 6 oto
CUUTTEPAOMO OTL N KUNON &gV emnpeadlel TNV
epdavion twv M2



e Juvoyilovtac TIC LEXPL ONUEPA ONLOCLEUMEVEC
neAetec 6ev dpatvetal va epdaviloviol ONUOVTIKEC
aAAayec otouc M2 otnv KUNON EKTOC OO TIEPLITTWOELC
EYKUWV LE cUVOPOUO OUCTIAAOTLKWY CTHAWV.
AEPUATOOKOTILKEC AANOYEC OTNV KUNON TtEpLteAapBavayv
M2 o€ neploxec mou emidexovtayv dlatacn otnv KUNon.
JUVETIWC N pHeTaBoAn evoc M2 oe peyeboc, oxnua n
XPWHO KOTA TNV SLAPKELA TNEG KUNONC Kol ELOLKA O€
nepLoxecg movu dev dlateivovtal, 6ev pUmopet va
BewpnBei ducLloAoyLKn N OVOUEVOUEVN KOl OTTOLTELTOL
n apeon adaipeon Tou Kol N LoToAoYLKN €€ETaon ,0TL
aKPLBWC LOXVEL KOL YLOL TLC LN EYKUEC YUVOLKEC



MNpoyvwon tou
HEAQVWHATOC KOTA TNV
kUnon




* H avtiAnyn ott KM rtou SlaylyvwokeTal otnv
KUNoN CUVETTAYETAL KOKN Ttpoyvwon Boaotlotav
o€ ntaAalotepec BLBAloypadLkeC avadopec OLXwWC
va AdBouv vtoyn to ayoc tov KM mou sivat Kot
0 BOOLKOTEPOC TIPOYVWOTLKOC TIALPALYOVTOLC.

* Neotepec epyaoiec exouv detéel ott KM mou
gepudoavidovial oTnv KUNoN Vol KT Kavovol
oYU TEPA ATTO AUTA TTOU Epdavi{ovTal O€ Un
EVKUEC Yuvaikec. H mpoyvwaon oxetiletol Kuplwg
LLE TO TIAXOC TOU OYKOU KOl OXL LLE TNV KUNON.
MNpodavwc n kaBuotepnon tnc Sltayvwonc otnv
KUNon €xeL oav amoteAeopa axutepeC BAaBec
Kata tnv dtayvwon.



* Meta tnv dekaetio tou 80 £xouv dnuoolevBeil
TMOAANEC peAETEC pE KATAAANAEC opadeC EAEYXOU
AopBavovtoc vrtogn tooo to otadlo TNC VOoOU
000 Kal To rtaxoc tou KM kata Breslow otic
aVAAUOELC TOUC.

* JTLC TIEPLOCOTEPEC N KUNON Sev armoteAel
ONUOVTLKO TIPOYVWOTLKO TtapAlyovTa ylo TV
ouVOoALKN eTtBilwon tng acBevouc.

* AUO PHEAETEC MOpoOLCLACAV ULKPOTEPO OLAoTNUAL
eAevBepo vooou otic acBeveic pe KM otnv
kunon dixwc dtadopec otnv entBiwon (cuAdoyn
gUPNUATWV aTto To Lblo apxeio)



Y UUTIEPOLOATLKA TTANBWwpPA LEAETWV
UTTOOELKVUOUV OTL N KUNon dev emnpeadet
duopevwe TNV emBlwon yuvalkwy PE
SLOYVWOUEVO (EVTOTILOMEVO) MEAAVWUO OTNV
kunon



NMpoyvwon tou KM Kkatd tnv
Kunon




Study

Daryanani et al

Lens et al

O'Meara et al

Reintgen et al

Mackie et al

McManamny et al

Wong et al

Cases

46 pregnant women
stage I+11

185 patients diagnosed
during pregnancy

412 patients diagnosed
with stage I+II during
or within 1y of
pregnancy

58 pregnant patients

92 patients diagnosed
during pregnancy

23 patients diagnosed
during pregnancy

Controls

368 nonpregnant
women stage I+II

5348 age-matched
patients not pregnant at
diagnosis

2451 age-matched
patients not pregnant at
diagnosis

585 nonpregnant
patients matched for
stage

296 patients who were
not pregnant at the
time of diagnosis

267 patients not
pregnant at diagnosis,
matched for thickness,
stage

Conclusion

Greater Breslow
thickness in pregnant
patients

No significant
differences in survival

No impact on survival,
lymph node
metastases, stage and
thickness

Cases had shorter
disease-free interval
and greater thickness
than controls

No significant
differences in survival
when matched for
depth

No significant
differences in survival
and disease-free
interval



Awayvwon Kot
avTipeTwnion M2
kot KM otnv €ykuo

yuvoliko




* H &lepelivnon pLac EyKUOU UE pLoL UTTOTITN
pedaxpwpatikn BAAPN eival mapopola pe avtn
LLOIC 1N eYKUOU. H SLaxeiplon Tou MeEPLOTATLKOU
Baoiletal oto BaBuo TNC LOTOAOYLKNC ATUTILOC

ToU M2 n to 0TtadLlo TNC VOOOU, TIPOKELLLEVOU YLa
Stayvwopevo KM.

* Qotooo dev umtapxeL opodpwvia ocov adopa
otnVv aoPAaAeLla OpLOUEVWV OLAOLKOOLWY OXETLKWV
le tn Stayvwon kat otadlomnoinon Tng vooou yia
TNV €YKUO Kol To EUBpuo.




* H aAloyn Twv XapoKTNPLOTIKWY EVOC OoTtiAOU OTNV
kunon 6gv unopet va BewpnBetl ducloloyikn Kot
aratteiton apeon PloPia pe tomikn avatocdnoia . H
AL(SOKOL'Lvn LUTTOPEL vaL XpnotpomolnOet pe aodpalela
otnv kunon. H enmwedpivn mou npocneerat oTh
)\LSOKaLvn avr] KEL OTNV KO(Tr]VOpLOL C tou FDA ka
OUVETIWG N XpPNon tng ivol nepmoorepo
aPLAEYOLLEVN. 2€ IELpApATOlwO UITOPEL va 0ONYNOEL
O€ MELWMEVN PO ALUATOC OTNV MATPA. 2€ TEPLITTWON
gVUPUTEPNG EKTOLNG EXEL TTPOTAOEL N XpNOoN MELYLLATOC
ALbokaitvnc-emvedpivne (ouykEVTpwOnN emvedppivng
amo 2.5-5.0ug/mL).Mna enutAéov aocpaAela cuviotatol
monitoring TnN¢ UNTEPAC Kol Tou epPpuou. H ektoun
BAaBnc umo yevikn avatcOnoia eav kplBel anapaitnto
MPETIEL VAL YIVETOL LTTO TTAPAkoAoLONGoN TNC KAPSLOKNG
Aettoupylac tov euPBplov.



* YItapyxeL OLYOYVWLLOL OXETLKA LE TNV aoPAAEL
TEXVIKWV yla TNV avixvevon kat Bogla
Aepdadeva ppoupou. 2uvnBwc xpNOoLLOTIOLELTOL
elte padlevepyo koAAoeldec cuyva Texvntio 99m,
elte Ypwon UmAe toocouvAdavnc 1% n kat ta dvo.
OplopEvol amodeVyouV TNV Xpnon
padloonUaopEVWY KOAAoELO WV oTnV KUNon Aoyw
£kBeonc tou epuPpuou og aktivoBoAia, evw aAlot
TILOTEVOUV OTL N pEon doon aktvoPoAiac ival
XapnAn kot acodpaAnc yia to epPpuo.

* Otav kpivetal amapaitntn n dlevepyela
AepdoomivOnpoypadrpUatoc ocuvioTaTal
artopuyn 6oonc peyaAutepnc twv 10MBg evw n
EKTOLLN TIPETIEL VAL EKTEAELTOL LECO OE 6 WPEC.



* Kamolot Bewpouv OTL YL YUVOLKEC TTOU
BplokovTol 0TO LECO N TO TEALKO OTAOLO TNC
kUNonc¢ kat €xouv uTtoBANBEeL o SLoyvwoTikN
eKkTOMN TNC BAABNC eml UYLWV LOTWV, N
oAokKANpwon tNc Bepartelac, N EVPELOL EKTOUN KoLl
n avevpeon Aepdpadeva ppoupol UTTOPEL va
avaPAnBOel peTA TOV TOKETO.

* H dLepelivnon yKUOU yLOL OTTOLLOALKPUGLEVEC
LLETOLOTAOELC EUTTEPLEXEL TTOAA QL BEpaTa
aocdaAeiog yia To EpBpuo.



Aktwvoypadia Owpakoc Umopel va yivel pe aodaiela
epooov xpnotpomolnOel n amapaitntn mpootaocia.

H xpion umepnXwv €lval POTLULOTEPN YLa TNV
QTTELKOVLON TNC KOLALAC KOlL TOU NATOC Ao TNV
aéovikn Ttopoypadia (peiwon ekBeonc epfpvou otnv
aktivofoAla).

H poyvntikn topoypadia eivol TpoTIHOTEPN Ao TNV
aéoVLKN €KTOC Tou 1ou Tplpnvou NG KUNOoNG OTIOTE Kall
NPEMEL va anodevyetal (Aoyw avodou Bepuokpaotog
TWV EUTTAEKOUEVWV LOTWV Ao ta Ttedla
PadLOCUXVOTATWV).

H topoypadia ekmopnng nolttpoviou (PET) amoteAel
avtevoeLlén otnv KUNON.



e Ye aoBeveic ne vooo otadiou Il kat IV kata tnv
KUNoN ELVOIL CNUOVTLKO VO YLVETOL LOTOAOYLKN
g€€TOION TOU TTAQKOUVTA YLOL OAVEVUPEGDH TUXOV
LETOOTOTLKAC VOoou. Maviwc av kot to KM eilvai
0 OUXVOTEPOC KAKoNONC OyKoc tou OLVEL
LLETOLOTAOELC OTOV TTAOKOUVTO Kol 0TO EMPBpuo, ot
LLETOLOTAOELC QLUTEC OTNV IPAEN Elval EEQLLPETLKAL
oTavlec. Eav BpeBoUlv peTAOTACELC OTOV
nAokouvta n mBavotnta HETAOTATIKAC VOOOU
oTo EMBpuo avepyetal o Toocooto 20% Kal To
Bpedoc nMPEMEL va EAEYXETAL YLOL LETAOTATLKN
VOOO KOTA TNV OLAPKELA TOU TIPWTOU ETOUC TNC
(wNC ToU



MEeAAOVTIKEG KUNOELG KOl
LloTopLko KM




e Ye Sladopec peAEtec aoBevwv/paptupwy Oev
davnke va utapxet Stopopad otTnV MPOyvwaon
acBevwv OTLC OTTIOLEC N KUNON akoAovBnoe TN
dlayvwon evtornopevou KM (koo onpavTikn
dtapopa otnv eniBiwon n ota dtaoTnpoTo
eAeVBEpPa VOOOU)

e Y& peyaAn avadpopkn LeAETN TTov adopovoE
oTnV eNdpacn TNG KUNong KETA amo dtayvwon

KM
ETTL

oTnNV MPOyvwaon tng vooou Bpebnke OTL n
Blwon 6ev emnpeadletal (xpnolponondnke

£VOL TTOAUTTOLPOAYOVTLIKO MOVTEAO avaAuoNC TNG

ETIL

Blwonc Cox Regression Model)



 Ta StaBeoipa dedopeva detyvouv OTL N emIBiwon
TWV YUVOLKWV HE evtoritopevo KM bev
emNpealeTal OUOUEVWC OO TNV KUnon aAAd amo
YVWOTOUC TIPOYVWOTLKOUC TIOPAYOVTEC OTIWC TO
niaxoc Kkata Breslow kat n mapovoia e€EAKwoNC.

* EToL yLa Yuvaikec mou Bplokovtal o€ LeyaAUTEPO
Klvbuvo, OTtWG ALUTEC e Ttaxoc >1.0 mm wdlaitepa
aVv AUTO cuvodeUETAL ATTO TNV POV LA
eEEAKwONC lowc elvall oKOTILN N KaBuoTEPNON
yLa 2-3€Tn KUNONG EPLOodOC KATA TNV OTola lvaoll
OUXVOTEPN N UTTOTPOTIN



* 1o ouyKeKpLUEVA N KUNoN 6&v cuvioTtaTtal yLa
TovAaxlotov duo €tn oe aoBeveic pe KM >1.5mm
KOlL yLa TouAaxLtotov 5 €tn o aoBeveic pe KM
otadilov lll.H cuotaon avtn ylvetat yia va
arnodpevxBel N Tpaywdio anwAeLlog TNC UNTEPOC
TOU veoyevvntou. E€aAAovu otnv neplmtwon
UTTOTPOTIWYV OTNV KUNon touTo ivol eriBAaPEc
JpuxoouvaloOnuaATLKA KoL Ao LOTPLKN OKOTILAL
KaBw¢ ANV TNC XELPOUPYLKNC e€allpeanc, N
aktvoBeparmeia kat n xnUeloBepareia pmopouv
va BAaouv to EpBpuo. EnumAeov o kivouvoc
LETOOTAOEWV 0TOV MAakoUvTa N oTto epPpuo
TIOPOTL LKPOC ELVOLL TIAVTA UTTOLPKTOC.



XpnRon avtioUAANTTTKWY N
OPMOVLIKNGC Oepameiog
UTTOKOLTALOTALO NG OE YUVOLLKEC ME
LoTopPLKO KM




OL TtEPLOOOTEPEC MEAETEC TTOU QLéLOAOYOUV
ouoxeTioelc cuxvotntoag epdavionc KM kat Andng
QVTIOUAANTTTLKWV €lval eTIONULOAOYLKEC. MEAETEC
N teAevtaiac dekaetiac deiyvouv otL OV UTTAPXEL
au&nuévoq kivbuvoc KM o€ yuvalkeg mou Kavouv
Xpnon avtloUAANTITLKWY. ETtutAgoy apkereq
entﬁnuto)\ovtkeq LEAETEC 6£vaouv otL ev au&averat
n ocuxvotnta eucbavu)r]q KM uera QTTO OPUOVLKN
Bepamneia vtokataotaons. H xpnon
QVTLOUAANTTITLKWY KOl N OPUOVLIKHN Beparmeia
UTTOKATAOTAONC OEV AVTEVOELKVUTOL OE YUVOLLKEC
nov epdpavioav KM kata tnv kunon n tnv
avarapoywyLtkn nALkio



O QIELKOVIOTIKEG EAEYXOC KOl N
OEpATEVTLKI TTPOCEYYLON EYKUOU
LE TOTILKEC N OLTTOUOLKPUOMEVEC
LETOLOTOOELC



* Mo EyKUOC PE HEAQXPWLLATIKN AAAOLWON
LETABAAANOLEVN TIPETIEL VO TPOCEYYLIETAL
Omw¢ oAot ot aAAot acBeveic. Exel amoAutn
evOeLlén n apeon dtevepyela Bloylocg n omola
UTTOpEL va eKTEAEOTEL pE alodpAAELA UTIO
ToTikn avalodnotoa. Eykuoc pe cuvopouo
SUOTIAAOTIKWY OTIAWYV TIPETIEL VAL
nopakoAouvBeital oteva koBwc ot M2 tNn¢
uropel va epdavicouvv peyalltepn
ouxvoTNTA KAWVIKWY aAAaywV KOTA TNV KUNON



e JTOolXEla pEAETWV LTTOSELKVUOUV OTL N KUNON
TPLV, KOTA TNV SLAPKELO 1) LETA TNV OLAyvVWoN
evtorilopevou KM 6ev datvetal vo emnpeadel
TNV POyvwaon tn¢ vooou.

* Hmnpoyvwon Baociletal og kpLtrpLlo OMwc To
NAXOC, TNV €EEAKWON TTOU €lval LOLa yLa TLG
EVYKUEC KOlL LN EYKUEC. TEPUATIOMOC TNC
kUnonc 6ev paivetal va PeTaPAAAEL evvoika
TNV nPOoyvwaon.



e Y& MEPUTTWOELC KUNoNnC ne KM emiBaAAetal n
XELPOUPYLKN adpalPEC TOU UTIO TOTILKN
avaloOnolo, evw yivetat eEVOEAEXNC TOKTLKN
deppatoloyikn e€staon kat PnAadnon
Aepdadevwy. Eav vdplotatal evdelén Broyiac
Aepdadeva ppoupou, N TEXVLKN Kat n EmAoyn
TOU XPOVOU TTIOLKIAAEL avaAoya LE TO KEVTPO
KOlL ETILITAEOV TIPETIEL VO EEATOMLKEVETAL YLD
KaBe aoBevn.



JUMTTEPOAOHOTOL



* O QIELKOVLOTLIKOC EAEYXOC KL N BepameuTikn
NPOOCEYYLON EYKUOU HE TOTILKEC N
QTTOLOKPUCLEVEC LETAOTAOCELC OEV EXOUV
anooadnviotel kKaBwc dev ummapyouv
¢ekaBapec odnyiec yLa TIC EVOELKVUOUEVEC
QTTELKOVLOTLKEC LEBOOOUC EVW ETILITTWOELC
BeparmeuTIKeC O0TO EUPPUO OEV EXOUV
SlepeuvnOEeL EMOPKWC.



e Y& yuvalikec pe evtoriiopevo KM, ta dtaBsoipa
dedopeva delyvouv OTL TUXOV HEAAOVTLKN
kUnon dev dpatvetal va emnpealel SUOUEVWC
NV eriPBlwon. MNa yuvaikec pe KM pe mtwyn
POYVWOon, lowc elval oOKOTILMO VoL
kaBuotepnoeL yLa 2-3 €tn n KUNon, neplodoc
KOLTAL TNV OTtOLAL ELVOLIL CUXVOTEPN N UTTOTPOTN



e Y€ YUVOLKEC avammapoywylkng nAkiac pe KM
dev paltvetal va urtapxel SUCUEVNC ETTIMTWON
Qo TNV Xopnynon €Ewyevwyv OPLOVWV EVW OE
YUVALKEC e AemTO evtoTmiopevo KM n xpnon
QVTLOUAANTITLKWY N OPUOVLIKNC Beparmeiac
vuTtokataotaonc dev NMPETMEL va amodevyeTal
epooov KplBel amapatnTto.
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Abstract Pregnancy alters the frequency and natural course of certain skin tumors. Pregnancy-associated
changes in melanocytic nevi are transient, and there is no substantiated evidence of increased risk of malig-
nant transformation of melanocytic nevi in gestation. Characteristic vascular and pigment-related dermato-
scopic features are helplul in evaluating pigmented lesions, but a biopsy should be performed for significant
change or other worrisome features in a lesion. Qutcomes for pregnancy-associated melanoma do not appear
to be poorer compared with nonpregnancy melanoma; however, data are limited for advanced (stage III/TV)
melanoma. Some studies suggest increased propensity for lymphovascular spread, but more data are needed
for definitive conclusions and guidelines on prognostication, workup, and treatment ol pregnancy-
associated melanoma. Vascular tumors, particularly pyogenic granuloma (granuloma gravidarum), occur
with increased frequency and are associated with pro-angiogenic hormonal influences. Dermatofibrosar-
coma protuberans has a more aggressive course during pregnancy with both prompt surgical treatment
and close monitoring for recurrence being indicated.

© 2016 Elsevier Inc. All rights reserved.
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Estrogen receptor B expression in nevi during pregnancy
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Abstract

Estrogen levels increase during pregnancy and clinical evidence has long suggested that melanocytes
are estrogen-responsive. We hypothesized that nevi from pregnant patients would exhibit increased
expression of estrogen receptor £ (ER/f) and thus enhanced potential to respond to altered estrogen
levels. Normal, dysplastic and congenital nevi (7 = 212) were collected from pregnant and non-
pregnant women ranging from 18 to 45 years of age. Immunohistochemical staining was performed
on these nevi using antibodies specifically directed against estrogen receptor a (ERa) and ERf.
ERa was not observed in any lesions; thus, ERf was the predominant estrogen receptor in
melanocytic cells from all types of nevi. Enhanced positivity for ERf in normal nevi during pregnancy
was noted, compared with non-pregnant controls including nevoceytes residing in both the epidermal
and dermal micro-environments (7 = 0.005 and P = 0.001 respectively). Nevi with increasingly
melanocytic atypia showed increased ER/f in nevocytes nested within the epidermis. No additional
increase in ER/ in atypical nevi was observed during pregnancy. For normal and congenital nevi,
regardless of pregnancy status, dermally associated nevocytes tended to have greater ERf
immunoreactivity. Significant decreases in ERf immunoreactivity were observed in congenital nevi
from pregnant women compared with normal and dysplastic nevi from pregnant women. Our data
suggest that nevi possess the capacity to be estrogen-responsive. Factors such as pregnancy and
degree of atypia are associated with enhanced ERf with the exception of congenital nevi where the
melanocytes were unique in their response to pregnancy.



Fig. 3 Stage T1 a melanoma on the back of a pregnant woman. The
lesion grew rapidly at the onset of pregnancy and was biopsied in the
1 1th week of gestation. Histologic features of regression were found.
(Courtesy Dr. Erika Richtig.)
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Melanocytic nevi in pregnancy:.
histologic features and Ki-67/

proliferation index

Background: Changes in the clinical appearance of benign dermal
nevi during pregnancy may be concerning for malignant
transformation. Because the hormonal milieu of pregnancy has not
proven to alter their banal behavior, histologic characterization is
needed to prevent over-diagnosis and unnecessary treatment.
Methods: Dermal nevi excised from pregnant women (n = 16) were
compared with nevi from location- and aged-matched control patients
(n = 15). Histologic features and Ki-67 proliferation index were
evaluated.

Results: Nevi in pregnancy were more likely to have dermal mitotic
figures (62.5% vs. 13.3%, p = 0.028) and higher mitotic rates (1.44 vs.
0.20 mitoses/mm?, p = 0.0027) than control nevi. A distinctive
histologic entity, termed superfictal micronodules of pregnancy (SN O Ps), was
observed more frequently in the nevi of pregnancy (81.3% vs. 26.7%,
P = 0.040), and showed consistent immunoreactivity for HMB45.
"There was a trend toward higher Ki-67 proliferation index in the nevi
of pregnancy (3.0% vs. 1.0%, p = 0.073). Prominent multinucleated
melanocytes were seen only in controls. TThere was no significant
difference in pigmentation or irritation changes between groups.
Conclusions: Dermal nevi removed during pregnancy show
characteristic histologic features mcluding increased dermal mitoses,
superfictal micronodules of pregnancy (SNIOPs), and trend toward increased
Ki-67 proliferation index.

Chan MP, Chan MM, Tahan SR. Meclanocytic nevi in pregnancy:

histologic features and Ki-67 proliferation index.

J Cutan Pathol 2010; 37: 843 -851. © 2009 John Wiley & Sons A/S.
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Learning objectives
After completing this learning activity, participants should be able to distinguish physiologic versus worrisome changes in pigmented lesions of pregnant women; describe a biopsy
protocol that is safe for pregnant patients; and list the methods for prevention and treatment of pigmentary changes during pregnancy, including melasma.
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Changes in the moles of pregnant women are frequently attributed to pregnancy, but recent studies suggest
that pregnancy does not induce significant physiologic changes in nevi. It is common for nevi on the
breasts and abdomen to grow with normal skin expansion, but studies that have examined melanocytic
nevi on the backs or lower extremities have found no significant changes in size during pregnancy. Several
studies have also investigated the belief that moles darken during pregnancy and have found insufficient
evidence to support this idea. Dermoscopically, transient changes have been identified, but none are
suggestive of melanoma. Results vary in terms of histologic changes seen in samples taken from pregnant
women, but all authors agree that any histopathologic features consistent with melanoma should be
viewed as melanoma and not attributed to pregnancy. Biopsy specimens should be obtained promptly
from any changing mole that would raise concern for malignancy in a nonpregnant patient. Such
procedures can be performed safely during pregnancy. (] Am Acad Dermatol 2016;75:661-6.)



Current Commentary
Pigmentation and Pregnancy
Knowing What Is Normal

Amy Kalowitz Bieber, Bs, Kathryn J. Martires, rmD, Jennifer A. Stein, rmD, PrD, Jane M. Grant-Kels, A,
Marcia S. Driscoll, r1D, PrarmD, and Adiriam Keltz Pomeranz, AD

Changes in melanocytic newvi during pregnancy are
frequently attributed to the new hormonal miliea and
are dismissed without concern for malignancy. Recent
studies suggest that pregnancy itself does not induce
significant change in nevi, and delays in the assessment
of changing moles may contribute to the often more
advanced nature of melanomas diagnosed during or
soon after pregnancy. MNewvi on the breasts and abdo-
men can grow as a result of skin expansion, but studies
have found no significant changes in newvi located in
more stable areas such as the back or lower extremi-
ties. There is also insufficient evidence to support the
notion that nevi darken during pregnancy. As such, any
changing newvus that would raise concern for malig-
nancy in a nonpregnant patient should do so in
a pregnant patient as well. Pregnancy can, howewver,
induce physiologic pigmentary changes that are often
worrisome  to both patients and physicians. These
benign changes include melasma, pigmentary demar-
cation lines, secondary areola, and linea nigra as well as
other less common findings. It is important for physi-
cians to recognize these changes as physiologic to
provide adequate reassurance to their patients and
avold unnecessary stress.

(Obstet Gynecol 20717 7129:-T1658-73)
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Abstract Malignant melanoma is among the malignant tumors whose incidence has risen
markedly in recent decades. For many years the medical community debated the potential
adverse effects of female hormones (whether of exogenous or pregnancy-related endogenous
origin), on melanocytic nevi and malignant melanoma. Given that women have been delaying
pregnancy until their thirties or forties and that the incidence of malignant melanoma increases
in those decades, the likelihood of this tumor developing during pregnancy has increased. Recent
clinical and experimental evidence has suggested that pregnancy does not affect prognosis in
malignant melanoma and that it does not seem to lead to significant changes in nevi. This review
examines the relationship between malignant melanoma and hormonal and reproductive fac-
tors. Evidence was located by MEDLINE search (in PubMed and Ovid) for articles in English and
Spanish for the period from 1966 to March 2010; additional sources were found through the
reference lists of the identified articles.

© 2010 Elsevier Espana, S.L. and AEDV. All rights reserved.
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Table 2 Case-Control Studies of Localized Melanoma Diagnosed During Pregnancy,

Stuay No. of Patients Follow-up Time Effect of Pregnancy on Survival
Reintoen et al * 196 i 3 (me) o
Nelanamny et a7 1989 i 1mo-d0y o
Wong et al,* 199 fo Not reported o
ingluff et al, " 199 B8 by (mean) \o
Mackie et ol % 1091 0 Not reported o
Daryanani et al, " 200 lh 109 mo (mean) o
Lenset al * 2004 1 {14y o
O'Mearatal,® 200 18 Not reported o
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Abstract

Among women, pregnancy-associated melanomas may have a poorer prognosis than other melanomas, but evidence is
inconsistent. We conducted a systematic review and meta-analysis to assess the effect on melanoma outcome of a
coinciding pregnancy. The objective of the study was to conduct a systematic review and meta-analysis of risk of death
from, or recurrence of, pregnancy-associated melanomas compared with other melanomas in women of reproductive
age. Cochrane (1996-2013), MEDLINE (1950-2013), EMBASE (1966-2013), CINAHL (1982-2013), and PUBMED (1951
2013) databases were searched for studies assessing the risk of death and recurrence in pregnancy-associated melano-
mas. Eligible studies investigated melanoma outcomes in women with pregnancy-associated melanomas (diagnosed
during pregnancy or in 12 months following pregnancy), included a comparison group and reported measures of risk of
melanoma death or disease-free survival. Eligible study designs were cohort studies of women of childbearing age with
confirmed diagnoses of cutaneous melanoma. Individual study effect estimates were pooled using the weighted average
method. Studies that did not report a quantitative estimate were summarized narratively. Of 304 citations identified, 14
studies met the inclusion criteria, with assessed outcomes being melanoma death (7), recurrence (3), or both (4). Pooled
estimates of mortality risk from four studies showed increased risk of melanoma death after adjustment for patient age
and stage of melanoma (pHR 1.56, 95% CI 1.23-1.99) for pregnancy-associated melanoma compared with other mela-
nomas. Based on limited quantitative evidence, pregnancy-associated melanomas appear to have poorer outcomes
than other melanomas.

Received: 28 September 2014; Accepted: 19 December 2014



Table 2 Study results

Reference Follow-up period Statistical Risk of melanoma Risk of recurrence Adjustment for
analysis death (patient group, (patient group, confounding factors
N cases) N cases)
Houghton et al. 5 years Fisher exact test Melanoma survival rate Pregnant (12) 41.7% Matched for age, site
(USA)® Pregnant (12) 55% Non-pregnant non- and stage
Non-pregnant matched matched (175) 68.0% Survival analysis
controls (24) 58% only
Non-pregnant non-
matched (175) 83%
Sutherland et al. 5 years None Melanoma death rate NA None
(USAy® Pregnancy associated
(18) 55.6%
Melanoma before
pregnancy (12) 20%
Reintgen et al. 5 years Multivariate Melanoma death rate Pregnant (58) 37.9% Clark’s level,
(USA)’ regression Pregnant (58) 20.7% P =0.04 ulceration and
analysis Non-pregnant within Non-pregnant within tumour thickness
5 years of melanoma 5 years of melanoma
(585) (control group) (585) (control group)
171% 29.2%
McManamny 2 months— Mantel Cox Melanoma death rate Pregnant (23) 27% None
et al. (UK)° 20 years statistic Pregnant (23) 26% (P = 0.44) No difference found
(P =0.28) Non-pregnant at time between anatomical
Non-pregnant at time of of diagnosis or after site and thickness
diagnosis or after diagnosis (243) between groups
diagnosis (243) (reference group)
(reference group) 13% 20%
Wong et al. 5 years None Melanoma survival rate Pregnant (66) 74% Matched for tumour
(USA)'® Pregnant (66) 86% Non-pregnant (66) invasiveness,

Non-pregnant (66) 92 %

82%

anatomic distribution
of primary lesions
and histopathological
features



Table 2 Study results

Reference Follow-up period Statistical Risk of melanoma Risk of recurrence Adjustment for
analysis death (patient group, (patient group, confounding factors
N cases) N cases)
alingluff et al. 10 years Kaplan—Meier MNA Pregnant (88) 50% aite, thickness and
(USAF analysis (P =0.039) Clark's level
MNon-pregnant (79) Age-matched groups
(reference group)
67%
MacKie et al 20 years Hazard ratio Pregnant (92)HR 1.30 (CI MNA aite and tumour
UKy~ 0.54-3.15), P= 056 thickness
Melanoma between
pregnancies (68)
(reference group) HR 1.0
Travers et al o years Odds ratio MNA Pregnancy Tumour site,
(USAF* associated (45)0.44 histological type, age
(Cl0.17-1.11), at diagnosis and
P =008 tumour thickness
Mon-pregnancy
associated (420) 1.0
Daryanani et al. 10 years Kaplan—Meier NA, Pregnant (46) Matched for age,
(the analysis otage 1 B8% gender and AJCC
Metherlands)'’ (P = 0.6541) stage
otage 2 67%
(P =0.7322)
MNon-pregnant (368)
{control group)
otage 1 86%
otage 2 73%
Lens et al (UK)™ Mean 12.9 years Hazard ratio Pregnant (185) MNA Breslow thickness,
HR 1.08 (Cl 0.60-1.93), tumour site, Clark's
P =0.804 level and age

MNon-pregnant (534 8)
(reference group) HR 1.0




Table 2 Continued

Reference

O'Meara et al.
{UE‘&'}E}I’

Follow-up perod

11 years

Statistical
analysis

Kaplan—Meiar
Hazard ratio

Rizsk of melancma
death (patient group,
N cases)

Melanoma survival rates
for localized melanoma
Kaplan-Meier)
Fregnant (303)

P = 0.16)
Mon-pregnant (1799)
freference group)

Risk of melanoma death

all stages

Pregnant (412)
Diagnosed 0-9/12 prior

to and at delivery: HR

0.7/ (P =0.570)
Diagnosed 1 year post-

parturm: HR 0.58

P = 0.162)

Mon-pregnant (2451) HR

1.0

Risk of recurmence
(patient group,
N cases)

Adjustment for
confounding factors

Controlled for age,
race, disease stage
and tumour thickness

(all stages)

Silipo et al
(Italy)™

5 years

Exact Fisher test

Melanoma death rate
Pregnant (10) 10%
MNon-pregnant (30)
B.67 %

Matched for age,
localization,
histological typeand
AJCC stane

Stensheim et al.
(Norway) ™

Median
11.9 years

Hazard ratio

Fregnant (1 &0)

HR 1.52 (Cl 1.01-2.31),
P = 0.05
MNon-pregnant
{nulliparous or no
pregnancies at or after
diagnosis) (4460)
freference group) 1.0

Age at diagnosis,
initial extent of
disease and
diagnostic periods

Maolleret al
(UK)™

Max 11 years

Hazard ratio

Fregnancy-associated
diagnosis (306)
HR 1.92 (Cl 1.32-2.79)

Age and TNM stage
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Abstract

Background Management of melanoma during pregnancy can be extremely challenging. The reported incidence of
melanoma in pregnancy ranges from 2.8 to 5.0 per 100 000 pregnancies. There are no guidelines for the management of
melanoma during pregnancy.

Methods The survey was designed to investigate the opinions of melanoma physicians on decision making in relation
to pregnancy and melanoma. A clinical scenario-based survey on management of pregnancy in melanoma was dis-
tributed all over Europe via the membership of the EORTC and other European melanoma societies.

Results A total of 290 questionnaires were returned with a larger participation from southern Europe. A large hetero-
geneity was found for the answers given in the different clinical scenarios with 50% of the answers showing discordance,
especially regarding sentinel lymph node biopsy during pregnancy. Discordant answers were also found for the coun-
selling of women about a potential delay in getting pregnant after a high-risk melanoma (35% for a 2 year wait minimum
vs. 57% no waiting needed), while for thin melanomas, as expected, there was more concordance with 70% of the
physicians recommending no delay. Fifteen per cent of physicians recommended an abortion in stage Il melanoma dur-
ing the third month of pregnancy. Twenty per cent of the responders advised against hormonal replacement therapy in
melanoma patients.

Conclusions The management of melanoma during pregnancy varies widely in Europe. At present, there is a lack of
consensus in Europe, which may lead to very important decisions in women with melanoma, and guidelines are needed.
Received: 16 October 2015; Accepted: 18 January 2016



