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Xoupetiopog nposdpouv EXEM

Ayarmintol  ouvadeAdo,
OtV MAAOOUE VLot TTPWTN
| dopd ya v mavdnuia
tou Covid 19 kavévag ¢
uropouoe va davtaotel
OTL oXeOOV Eva XPOVO LETA
Ba ouvexilape va {oUpe
QKOUQ OE GUVONKES Kapa-
VITIVAG KOL VOL QVTLUETWIT-
Toupe éva SeUTepo KUUQA
navSnuiog iowg Lo erikivéuvo amo To MPWTo, WE
QPEPALES AKOMA TIPOOTTTIKEC yLal To MéAov! Ohat
autd £éBecav o avaotoAr TOAEG SpactnpldtnTeg
o€ kaBe eninebo g {WNG MO Kat cuveyilouv va
EMNPEAIOLY  ONUAVTIKA TNV KABNUEPWVOTNTA LAG
KOL TOV TPOMO TIoU SLAXELPOHOOTE TIAEOV TOL TG
va. Onwe Arav ¢puokd Aoutdv , Kat oto Stkd pag
KAGSO TwV YyELovopkwy, GAAaEav Tapd oAAG Kait
TIPOCOPHOCTHKOYE OF |ULOL VEX TIPOYHOTIKOTNTAL St
otL Adyw ouvBnkwv ko TepBaAlovtog epyaaiag,
0 kivbuvog amo v €kBeon otov 10 eival caduwg
UEYAAUTEPOG VIOt EMAC. ML AUTO YLl Lo KO Gopd
0ag ePLOTW TNV TIPOCOXN OTNV TrPNoN OAWY Twv
HETPWY TIPOANUING ylaTt €xoupe UeyoAUTEPn €U-
B0vn amd 6AoUC Vo TTPOCTATEPOUNE TOV EQUTO
MOG TIPWTQ, YL VAL LTTOPOULE VOL TIPOOPEPOULE TIG
UMINPECIES LLOG OE GO0UG HaG EXOUV avaykn. Mapo-
QL QUTA TIOU GUKBALVOUY OUWC, LE MEYAAN UTtepn-
HAVELQ EXOULE VAL TIAPOUCLACOUE |ULOL OELPA TIOAU
enuynUévwy Webinars, onwc eiye mpoavayyel-
Bel, Ta omola Ba oAokANpwWBOoLV oTig 5 AekepBpl-
OU KAl KPIVOVTOG QO T GUETOXN O€ KABE €va
amno autd, otabepd 250 Kal TAEOV ATOUWY, KoTa-
AaBaivoupe OAOL OTL KE TN OWOTr OpyAVWaN, ML
Kowwvia, erthoyr) BepdTwy Ko opAnTwv 6Aa givat
£bIKTA aKOpA Ko o8 KaBeoTWG Kapavtivag! Moty

Oéua

EMITUYIA QUTH EUXOPLOTW Beppd O Tt EAN TOU
A.3. ¢ EXEM ko t8laitepat Tov ko Kovto ka tov ko
Aaitn ot ONeC TG HETAUESOVUXTIEC OUTNTHOELS
Yot TV OAOKAPWON TOU TPOYPAUMATOC, VLol TN
otpLén Ka T BorBeLal oty opyavwan aUTWY Twv
AabUKTIOKWY NUEPIOWY 0ANG KOl KABE GUMMETE-
XOVTQL TIPOOWTTIKY, TIOU aPLEPWOAV TO XPOVO TOUG
1600 TPWIVA ZaBBdTou yia va apakoAoubricouv
TG €EOUPETIKA ONUOVTIKEG OMIALEG KOl TTAPOUGLG-
ogLg. Emiong, oo mapouctaloupEe To TPITo TEUXOG
ToU Ivtepvetkol Teplodikol e EXEM, e molu
evoladépovta Bépata amod aglohoyous Omwg ma-
VIO OUYYPadEL§ TOUG Omoioug miong euyapLoTw
Beppd TO00 TIPOCWITIKA OGO KA EK UEPOUG TOU AT
™G EXEM. ZUvtopla Ba mapohdBeTe Kot T0 TETOPTO
€U0 T0 omoio Oa mep\aPBAVEL TIG TTAPOUGLATELS
Twv webinars mou gixav wg BEpa TV artokaTaoTa-
0On ToU aoToU. 2€ EMOpeva TelXn Ba avaluBolv
Ko Mo onpelal Twv webinars ta omolol Kot yevt-
K1} opoAoyia gival avtagiar e OAa Ta EmTuynuéva
Juvédpla Tou SLopyavwve Tooa xpdvia n EXEM kat
ftav avta onpelo avadopdg, ot Sloyeipion twv
nabnoewv Tou paotol. Oa BN ylo akOpaL pia
bopd val euxaploTiow TV Kot AVaoTAOAKOU Lol
TNV TPOOTIABELDL TIOU KOTABAAEL WOTE VOl Yivouv
TIPAYLOTIKOTNTAL QUTA T TEVXN TOU TEEPLOSIKOU.
EUxopat oAU clvTopa va tehewwoouv ta SUokoha
yLoL OMo Tov rhavrn ko va EavaBpeBoUie GAoL Omwg
TIOALAL OE YEUATA CUVESPLAKA KEVTPQ,, UYLEIS KO e
anoAhutn aodddeta. Méxpl tote Oa mpoomabricou-
UE UE KABE UECO VOl TIPOAYOUHE Tr YVWON Kall val
Suatnpriooupie og UPNAS eninedo g Spactnpd-
TNteg T EXEM mpoc 6dpelog GAwv Twv PeAwV TG,
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XapETLONOG amo TV UnMeLBOuvn Zuvtagng

Ayarntol
JuvadeAdot,

To ¢pBwonwpo PBpi-
OKEL OAOV ToV TTAQ-
VTN va TPOOoTO-
Bel va avayattioet
v €méAAon TOu
| KOpWVoiol HE TO
Seltepo KUMAL TNG
navénuiag va So-
KUULAZEL TNV UTIOMOVH KOL TLG QVTOXEG LOG.
Qadivetal OTL pia emSNL TTOU UTTIOTLUA-
Onke kat Sev matdyOnke otav ekivnoe ei-
VL TIOAU T1Lo SUOKOAO VAl VTIETWTTLOOEL
Twpa. To Ppetvo Suvédplo Tng EXEM avti-
Kataotadnke and pio oswpd Webinars,
TQ OOl €XOUV UEYOAN CUUMETOXN KoL
muotebw OtL Ba eivat Bondntika KoL oto
MéENov, Blaitepa Goov adopd TNV TTOAU-
TLUN ouvepyaoia e cuvadéAdoug amo To

€&wTePLKO. To 120 TeLXOG ToU MNepLodikol
elval adlepwpévo oe €va BEpa mou pog
anaoyoAel OAO Kal TEPLOCOTEPO, OTNV
VEOETUKOUPLKNA XNHeloBepareia. To BEpa
eMENEEQV KAl OUVEPYAOTNKAV WC guest
editors SUo e€aipetol ouvadeldol, o KU-
pLog Ztawpog IVIZEg amo tn Oeccalovikn
Kot n kupta Mapaokeur ALdKou amo tnv
ABrva. To telyxog mephapPavel apbpo
OXETIKA HE TO OXESLAOKUO TNG XELPOUPYL-
KNG Oeparelag PETA amd VEOETIKOUPLKNA
Bepareia (ue ouyypadéa tov K. tavpo
IVtZg), apbpo ylo TNV TIPOEYXELPNTIKN
XnuewoBepareia (amd t B’ Oykoloyikn
KAwwr) tou METROPOLITAN GENERAL
HOSPITAL pe ouyypadeig Toug eKAEKTOUG
KKk Mavlo Mamakwota, Aplotopévn KoA-
A& kat XpuodavOn Auyeplvol) kal apBpo
™E K. MopaokeUng ALAKOU OXETIKA IE TNV
TOTUKOTIEPLOXLKN UTIOTPOTTN UETA Qo Ve-

OETIKOUPLKN XNUeoBepareia. TENOG, Te-
PLEXEL YLA TIPWTN POPA Hiol CUCTNUOTIKA
QVOLOKOTIN O OXETIKA UE To WG Stadopo-
TIOLELTOL N «CUYKOULON» TwV Aepdadévwv
META amd TIPOEYXELPNTIKN XNUELOBepQ-
niela. Tuyypadeig eivat oL kK. Sunita Saha,
Rebecca Lewis & Suzette Samlalsingh
arno to Hvwpévo Baoilelo, Tig onoleg Ba
Bela péow Tou K. IVTEE blautépwg va gu-
XOPLOTHoW.

KAeivovtag, Ba nBeha va ekppdow tnv
eArtiba OtL Ba AVTIUETWITIOOUE UE ETTL-
tuyla tov 10 kal Ba emavéNBoupe otnv
KoOnpepvotnta o codot amno npw. Ma-
PALLEVOULE TTAVTA aLoLOS0E0L.

EUxopatl KOAR avayvwon Kat Tavw amnod
OAa uyela !

KopvnAia Avactaodkou
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Ek Eéeous TWV CUVTOKTWV

Ayanntol cuvadepdot

TNtk mpdokAnon tou MMpo-
H £€6pou TG EXEM K. Beviléhou

Kat g YmelBuvng 2uvtagng
tou HAektpovikoU [eplodikol K.
AvaoTaodKou va emipeAnBolpe ou-
VTAKTIKA TO 120 TEUXOG, QMOTEAECE
ylol EQAG ULo ONUOVTLKE gukalpia va
OUMUETACXOUE EUMPOKTA OTO ETIL-
OTNUOVIKO €pyo tn¢ Etatpeiag poc.
‘EpyO0 TIOU OVATTUCGGCETOL CUVEXWG KL
EeSumAwvetal oe moAAamAd enineda,
OTWG eVEELKTIKA QUTO TNG Slopyavw-
ong Tou etfolou Tuvedpiou Kal tou
Hands On Ekmaideutikol Zepvapiou
aAAd kal Tng otabepng €kdoong tou
HAektpovikoU Meplodikou, Kot wg Té-
tolo afilel evioyuong amo 6Aoug pag.
Me xopd Aotnov avaldBape Tnv mt-
UEAELD TOU TAPOVTOG TEUXOUG.
KaBwg ot katpol mou {oUpe pag otd-
viblalouv Slopkwg Kal MPe €vtaon,
SloyKWVOoVTaG TNV €0WOTPEPELD KoL
TOV QTMOUOVWTIOMO OAWV HOG, OKE-
dTAKAUE va KvnBolue oe éva Tio
OCUVEPYATLKO, €0TW KOl € amoota-
0sWw¢, KAlpa kat va KaAUPoupE €va
eviaio Bépa péoa amd pla odatpikn
Ko gL Suvatdv, MePLEKTIKNA apBpoypa-
odla. EmAEEape yia To oKOTIO QUTO va
avalntrnooupe T BeBatdtnTeg KoL Ta
E£PWTNMATIKA TIou adopolv otn Neo-
ETILKOUPLKH Oepareia, kaBwg 6Ao Kat
TIO OUXVA OTNV KaBnuepwr KAWIKN
pag paén akoAouBoUUE Ta avtioTol-
X0 BEPATEVTIKA TTPWTOKOAAQL.
Onwg yvwplloupe OAoL, N apxikn
TPOCEYYLON yla TN XPHon XnueLoBe-
PATEVUTIKWY OXNUATWY TIPO TNG XEL-
pouUpyLKNG Bepamelag otov Kapkivou
TOU paoTtoU, otnpixbnke otn duvato-
TNTA TWV CUOTNUATIKWY Bepamelwv
Vo UTTOOTASLOMOLACOUY TNV TOTILKA
TIPOXWPNLEVN LN XELPOUPYHOLUN VOO0
Kal va auénoouv €taoL v mbavotn-
ta plog RO ektoung. Emektddnke otn
XELPOUPYNOLUN VOGO ylol TEXVLKOUG
AOyoug, Ue tnv Tpoomabela  amo-
dUYNC HLOG PAOTEKTOUNAG AdYw TOU

uey€Boug Tou OyKou o OoXéon UE TO
péyeBog Tou paotol. e Kapia woTo-
oo mepintwon dev amodeixOnke ermi-
Sdpaon otn ouvoAwkr emBlwon twv
aoBevwv Tou umoBallovtav ce veo-
ETKOUPLKN Bepareia og cUyKpLON UE
TNV EMKOUPLKN Bepareia.

To kopBkd onueio aAAayng okéPng
Twv TeAevuTtaiwv eTwv eivatl n otadt-
0KA HETAROON OTN XPrRON AUTWV TWV
TIPWTOKOAAWV OTOV TPWLHO KAPKivo
Tou paotoU, ldikd otn HER2 Betikn
Kot TPUTAd apvnTiki vooo, kabwg &i-
VEL ONUAVTIKEG TIANpodopieg yla TV
in vivo xnuelogvalobnoia t™g mMpw-
tonaboUg €0Tiag Kol KAt €eméKTaon
NG WKPOLETAOTATIKAG vOoou. Ouot-
0OTIKA, JE TOV TPOTIO AUTO opadormnol-
el ta meplotatikd kaAng mpdPAePng
KOl ETUKEVTPWVEL TO EVSLODEPOV OTLG
TEPUTTWOELG HELWHUEVNG AVOTATIOKPL-
oNg, TIOU EKTIPOCWITOUV TG avOEKTL-
KEG HOpdEC OTA TPEXOVIA OXNHATA,
eival autég mou Ba umotpornidcouv
Kat emBarlouv tnv avalntnon véwv
QMOTEAECUATIKOTEPWY  Bepamelwv.
To ONUAVTIKOTEPO OAWV OMWG Ei-
val OtL oL mapandvw nAnpodopisg
avtAoUvTtal 0To MOAU GUVTIOHO XPO-
VIKO TTAdliolo amo tn Stdyvwon HEXPL
TO TEAKO XElpoupyeio, o clyKpLon
HE TN MHOKpOXPOVIA 5eTh Ko 10eth
napakoAoUOnon Twv onoteAEoud-
TWV TNG EMUKOUPLKNAG Oepameiag.
AuT n véa TTOAAG UTTOGYOUEVN TOKTL-
KI YEVVA KL KOLVOU PYLAL EPWTNATIKA
TIOU KOAOUMOOTE va SLOXELPLOTOUUE
0TV KAWLKA TIpAgn:

»>Moleg elval oL Tpéxouoeq evdeitelg
KOUL TQL MO TEAECHATIKOTEPQ OXNLATAL;
»MWE EKTIUOVUME TNV QVTATOKPLON
otn Bepamneia; Mwg oplletal n pepikn
avTanokplon Kalt moteg StaBaduioslg
EXEL;

»Mow elvat n Slaxeiplon TG TO-
TIOTEPLOXLKNG VOOOU WETA TN VEOE-
Tukoupkr Oepamneia; MNote eival o
€VOEDELYUEVOG XPOVOG XELPOUPYLKNAG
Beparmeiag, mola eival ta anmodektd
XELPOUPYIKA Opla Kal Tota n Slaxei-
pLon Twv pooxoAlaiwv Aspdpadevwy;
»MmnopouUpue va anopuyoupes e€oho-

KANpou TN Xelpoupylkr Bepaneia ot
TANPN KALWVLKN QVTAmoKpLon;

»Mowa eivat n ocuvéxela amd amoyn
CUOTNUATIKNG Bepamelag oe pePLKA
ovTamoKpLon;

»Molog o0 poAog TG aktvoBeparmeiog
TOCO OTNV TARPN 000 KAl TN HUEPLKN
VTaToKpLoN;

Ol anmavtnoelg o TOAAG amo Ta o~
pOMAVW EpwTNUATO oTnpilovtal oe
ONUOVTIKEG TUXOLOTIOLNUEVEG KALVIKEC
peAEéTeg kal Sev adrvouv meplbwpla
apdloBrtnong, Omwg Ty T AMOTEAE-
OUOTIKA OXNUOTA OTH UN OPHOVOE-
Eaptwpevn vooo. ANeg AL Sivovtat
pe mpoPoAn oto mebio NG veoemi-
KOUPLKNG Bepameiag, Twv cuumepa-
OUATWV QmoO HENETEC ETUKOUPLKAG
Beparmeiag, Onwg my oL evdeielg aktL-
voBeparmeiag ylo TOV TOTIOTIEPLOXLIKO
£€\eyxo tn¢ vooou. Kal og GAAEG KvoUu-
HaoTe o€ axaptoypadnta vepd, OTwG
n Swafdadbuion NG HEPKNAG avTamod-
KPLONG KaL TNG TIPAYUATIKAG KAWIKAG
NG onuaciag. Zelpd TUXOLOTIONUEVWV
peleTwy Sle€dyovtal auth TN OTYUA
yla va Swoouv amavtnon o€ MoAAG
Kalpla epwtnuoTa.

KAeivovtag, elval meplocotepo amo
cadEg OTL n MANPNG meplypadn Tou
TePIBAANOVTOG TNG VEOETILKOUPLKAC
Beparneiag amoteAel aviikeipevo on-
pavtikng BLBAloypadiag mou Eemepva
™ SuVaTOTNTA AUTAC TNG TPWTOAELAG
npoomnabelag. XTo mAaiolo auTo, emL-
Swéape va oklaypadroovpe adpd
TO GNUEPLWVO TOTIO HE TNV apwyn TTOAU
afLoAoywv cuvadEAPwv.

KaAr Avayvwon!

Oeppég EuyaplLotieg

Oecoalovikn / ABrAva

Ztavpog Ivtiég, MD,

Xelpoupyog Maotou,

latpikd AloBaikavikdé Oscoalovikng

Awakou Mapaokeun, MD, Xelpoupyog
Maotou Metropolitan General, ABriva
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Mpoceyxelpntikn Bepaneia otov Kapkivo tou Maotou

A.KOAMAAZ, X.AYTEPINOY KAI NM.MANAKQXTAL

B’ OFKOAOTIKH KAINIKH METROPOLITAN GENERAL HOSPITAL

nela -kaBe popodng- otav divetat

TPV TN XElpoupylkn efaipeon
Tou Oykou. Ol AdyoL mou emAéyou-
ME VO XOPNYNOOUUE TN CUOTNOTIKA
Bepamneia Mpo TOU XElPOUpPYEiOU KaL
OXL LETA (eMIKOUPLKA), ElVAL KATAPXNV
ota mAalola pLog mpoondBelag umo-
otadlomoinong tng vooou n omoia
ETUTPETIEL OTO XELPOUpPYOd va TipoPel
O€ LKPOTEPNC €KTOONG EMEUPAON UE
ALYOTEPEC UETEYXELPNTIKEG ETIUTAOKEG
Kal KaAUtepn molotnta (WG ylo thv
aoBevr). Ztnv (6la katevBuvaon, TOA-
AEGC TEPUTTWOELG TOTUKA TIPOXWPN-
MEVWV KapKivwv elval TAéov gUKoAQ
€€QPECLUEG UETA TN XOpHYNon £loa-
YwYLKNG Bepameiag[l]. MapdAAnAa,
N OVTATOKPLON OTNV TIPOEYXELPNTL-
K Bepamela MPOCPEPEL GNUAVTLKEG
mAnpodopleg yla TRV MPOYVWon Kat

ELcavaLKr'] ovopaletal n Bepa-

Betikol kapkivou, Tou amoteAel

pLa eTOeTikn popdn tg véoou,
n ecaywylkn xnueloBepameio Sivel
auvénuéva mooootd TMARpoug Tabo-
Aoyoavatopikng avtanokpong pCR,
Wdlaitepa otav n teAevtaia cuvduad-
Cetat pe avti-HER2 napayovteg (Tpa-
otouloupaunn+/- Meptouloupdunn)
[2,3]. Khaowko oxrua xnuelobeparnei-
oG anoteAel 0 cUVOUOOUOG avBpaKku-
KAlvng pe kukhodwodauidn kat ako-
AoUBwG tafavn pe TPAcTOUlOUUAUTIN
(+/- meptouloupdpumn), EVW yLa TOug

E 81k oTnV nmepintwon tou HER2

™ Bloloyia tng vooou evw pmopel va
koBopioel MAEoV TNV eMLAOYH TWV pe-
TEYXELPNTIKWV XEIPLOUWVY OE OPLOUE-
VEC TIEPUTTWOELG ETIOETIKWV popdwv
kapkivou (HER2+, TNBC)[2]. TéAog
e€loou onuavtikn ivat kat n cuvdpo-
U TNG ELOAYWYLIKAG-TIPOEYXELPNTIKAG
Beparmneiag oe aocBevelc mou eival
OVOYKOOUEVEC VA KaBuoTEPROOUV TO
Xelpoupyeio yla Stddpopoug Adyoug
(mpoPArjpata  uyelag, eykupoouvn
K.a).

Mo avoAuTtikd ot acBeveig pe >5ek.
oykoug (T3, T4) eival WSavikég umo-
PndLeG yLa tpoeyXeLPNTIKNA Bepameia
kKaBwe n vooog eival oANEG dopég
SUoKkoha €falpEOIUn UE ULKPEG TIL-
Bavotnteg Slatrpnong Tou Haotou
£VW N TOavATNTA ATIOUOKPUOUEVWY
UETOOTACEWY £lval uTtoAoylolun Kot
anattel OMWOSATIOTE  CUCTNUOTIKA

000eveic pe KOPSLOAOYLIKO LOTOPLKO
TIPOTIUATOL O CUVSUAOCHOG KAPUTIO-
mAativag pe tagdvn Kal tpactoulou-
paurmn (+/- meptouloupdumng) yua
v anoduyr tou Kwduvou kapdlo-
tofikdtnTag mou epdavilouv ol av-
BpakukAlveg. Ta TOCOOTA TARPOUG
TOOAOYOQVATOULKNG  QVTATIOKPLONG
gival épola yla tg duo Katnyopieg
Beparmelwv Kot Kupaivovtal cUpdw-
va Pe TNV daoswg Il pehétn TRAIN-2
oT0 67% Kal 68% avtiotola([4]. Ao
Sedopéva AMwV HEAETWV OMwG N
ddoswg Il TRYPHAENA €xet Stadavel

Beparmeio €KTOC TOU XELPOUpYELOU.
AN KOl UKPOTEPOU LEYEBOUG GyKoL
0f ULKPOUG HOOTOUC €lval OKOTILUO
VO QVTLUETWTI{OVTOL UE ELOOYWYLKA
Bepancia oe plo mpoomabsla opi-
KPUVONG TNG VOOOU Kal dLatipnong
TOU HOOTOU WUETA TO XELPOUpPYELO.

‘Eva Ao mbavo odelog and th Xo-

prynon TIPOEYXELPNTIKAG Bepameiag,
elval oe aoBeveig pe KAWVIKA BETIKOUC
paocxaAlaiovg Aspdadévec otadiou
cN1, n umoxwpnon twv omoiwv Ba
UTIOpOUCE VA ATOTPEYEL TOV XELPOUP-
YIKO KaBaplopd TG HAoXAANG UTO
TMPoUTIOOEDELG, HELWVOVTAG UE QAUTO
TOV TPOTO TNV MBavOoTNTA AVATTUENG
Aepdoldnpatog ta eMOUEvVA Xpovia
pe 0delog otnv moloTNTA TG {WNG
TOUG.

HER-2 Ostikd¢ Kapkivog

L. UTTEPOXN -iN OTATLOTIKA ONUOVTL-
KN- ylo To ouvbuaopd NG KOPUTO-
mAativag pe tagaveg[5]. H mpoobnkn
TEEPTOULOUUAUTING OTNV TIPOEYXELPN-
Tk Bepameia pe Tpactouloupaunn,
daivetal mwe avfavel Mepaltépw TNV
QVTATIOKPLON CUUPWVA UE TNV LEAETN
ddoewc Il NeoSphere kat evbeikvutatl
yla ooBevelg¢ pe BeTkoUG paoyaAl-
aioug Aepdadéveg 1 péyebog Oykou
>2ek.[6] H Sudpkela tng avti-HER
Bepanceiag dev mpémel va femepvael
TOUG 12 MAVEG GUVOALKAC XOpnynong
TIPOEYXELPNTIKA KL HETEYXELPNTIKA,
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NMpofAePn = Befaidotnta
Ma pla éykupn amavinon
otnv emAoyn e€atopikevpévng Bepaneiacg

otov mpwipgo Kapkivo tou Mactou!

MNa ti1¢ acOeveig pe:

HR+

HER2-

ApvntikoU¢ Aeppadéveg
n

OetTikoUC Neppadéveg 1-3

HER2-=human epidermal growth factor
receptor 2 negative;
HR+=hormone receptor positive

1. Paik et al. J Clin Oncol. 2006,

2. Sparano et al. N Engl J Med. 2015,
3. Geyer et al. npj Breast Cancer. 2018.
4. Sparano et al. N Engl J Med. 2018,

I RTHINEE | F R L TRUNY
RELEE BY P8 TR ERE] &Y © B BNY DR B

= EANvIKN Xeipoupyikh
Etapeia Macotou oeh. O

y Hellenic Society of Breast Surgeons

TOppwva pe Tn peXéTtn Tailor X
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34% ot acBevzeic us 6ykoug otadiou 3
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EVW TO OKEAOG TNG XNHELoBepamelag
TPOTIUATOL VO Xopnyeital oAdkAnpo
TIPOEYXELPNTIKA yLA TNV ETUTEVEN TNG
UEYLOTNC aVTOTTOKPLONG.

H mAnpng maboloyoavatopiky avia-
nokplon pCR amoteAel onuavtiko
TIPOYVWOTLKO SEIKTN yla TG aoBeveig
npoodEépovtag Odehog otnv OAKN
emuBilwon katd 64% to omolo ¢tavel
oTo0 76% yla TG 0oBeveic pe vooo
mou Sev ekdpalel 0ppOVIKOUE UTIOSO-
Xei¢[7]. H mapouoia umoAeumduevng
vOOOU OTO XELPOUPYLKO TOPOOKEUQ-
opO HeTA amd eloaywylkn Beparmeia
eTUPBAAAEL TTAEOV TN Yopnynon Emt-
Kouplkng Beparmeiag pe TDM1 (cuv-

"NEAEXEm

TEYXOZ 12

SV0OUO TPOAOTOUIOUUAUTNG HUE TOV
XnueloBeparmeutikd mapdyovia DM1)
yla 14 kOkAoug mou mpoodEpel 50%
Melwon Tou KwdUVoU UTIOTPOTNG TNG
vooou kat 40% peiwon tou kwdUvou
OQUTOMOKPUOUEVWY LETACTACEWY EVa-
VTL TNG KAQOLKNG EMKOUPLKAG Bepa-
neilag pe tpactouvloupdunn cupudwva
LE Ta amoTeAéopATO TNG TPOODATNG
peAétne ddaoswg Il KATHERINE[S].
JTNV TEPLMTWON TIOU €XEL ETIUTEU-
x0el mAnpng maboloyoavatoputkn
QVTOTOKPLON HE TNV TIPOEYXELPNTLKN
Beparmeia, emPAAAeTOL N OUVEXLON
™m¢ Oepaneiag pe Tpaotouloupd-
MTn €wG TNV OAOKANPWON CUVOALKA

€VOG €ToUC. H SumAn avti-her2 Bepa-
Tela LETEYXELPNTIKA (TpaoTouloUpa-
UTNG+TEPTOUIOUMAUTING) ETUAEYETAL
oe aoBevei¢ auénuévou Kwduvou,
otav dnhadn apxikd umnpxe Aepdoa-
SEVIKN CUPHETOXN N €AV N vooocg Sev
ekdpalel oloTpoyovikoUG UTIOSOXE(G
omote 1o 0delog emiBiwong DFS anod
™V nmpoacBnkn tng mMePTouloUUAUTING
avépxeTal oTto 2.5% Evavtt HOoALg 0.9%
yla TO GUVOALKO TTANBUGUO TNG UEAE-
™¢ [9]. OMot oL acBeveic pe oppo-
voevaiodnto/her2+ kapkivo pactol
TPETIEL VAL AQUBAVOUV UETEYXELPNTLKA
oppovoBepareia.

TputAd Apvntikog Kapkivog

TNV TEPLMTWON TOU TPUTAG ap-
ZW]ILKOL') Kapkivou TOU HOOTOU

(TNBC), n uovn BOepameutikn
T(POEYXELPNTIKA €mhoyn  €ival n xn-
peloBepaneia mou Sivel uPnAd mo-
COOTA QVTATIOKPLONG, EVW N ETTELEN
TIAPoU¢ TTolOOAOYOAVATOUIKAG avTa-
nokplong pCR amotelel mpoyvwoTtl-
KO Seiktn kal kaBopilel tnv emhoyn
TWV UETEYXELPNTIKWY OEPATIEUTIKWV
emthoywv[10]. Mo  OUYKEKPLUEVA
aoBeveic pe dykoug >2ek N pe Betl-
KoUG pooxoaAtaioug Aepdadéveg N+
eival umoPrdLot yla xopriynon oo~
YWYLKNG XnUeloBepameiag n omoia
adopd ocuvnbwg to cuvbuaoud av-
BpakukAlvwv pe KukAodwaodauidn
Kot Ta€dveg. EVOANOKTIKG UTTOpPEL va

xpnotuomnotnBetl o cuvduacuog dooe-
TtageAng pe kukhodwodauidn yla Tig
TIEPUTTWOELG TTIOU KPIVETAL OKOTILUN N
anoduyn xopnynong avepakukAivng.
Ta 6uo oxnuata daivovral oadla
og OTL adopd TA MOCOCTA TPLETOUC
eruBilwong DFS, pe umepoyn Twv av-
BpakukAlvoUxwv ocuvbuACHWV OTNV
nepintwon aoBevwv pe BeTikr Aep-
dadevikn vooo (>4 Betikol Aepdade-
veg)[11]. H mpoeyxelpntikn Bepamneia
TPOTIMATOL VO OAOKANPWVETOL TIPLWV
TO XeElpoupyeio pe PAon ta AMOTEAE-
opota tng HeAETng dpaocewg Il NSABP
B-27 n onoia avédeile Suthaolaocuo
Tou mocootou pCR[12].

O pbAog NG MPooBAKNG TNG KOPUTTO-
mAQTIvag OTNV €l0aywyLKr Bepameia

TOU TPUTAQ QpPVNTIKOU KapKivou Tou
paotou, daivetal va mpoodidel emt-
mAéov 0delog o dpoug kupiwg pCR,
ocludwva pe ta Sedopéva amd TtV
tuxalonotnpévn dpacswg Il perétn
ALLIANCE[13]. Avapévovtal woTtooo
neplocotepa Sedopéva yla tnv mni-
Spacn Tou ev Aoyw Tapdyovta otnv
emPBlwon auTwy Twv acBevwy.

TG oaoBeveic pe evamopeivouoa
vO0oO 0TO BLOMTKO TapacKeVACHA
LETA Tn XOpnynon €loaywylkng Oe-
pareiag daivetal mwg n xopnynon
8 KUKAWV KOTECLTAUTIVNG UETOYXEL-
pnTka, mpoodépel ddehog oe dpoug
nievtaetoug emPBiwong DFS (HR 0.58)
kat OS (HR 0.59) cUudwva pe ta amno-
teléopata Tng LeAEtng CREATE-X[14].

OppovoevaiocOntoc HEP-2 Apvntikog Kapkivog

TéNog, o a0Oevelg pe oppovosuaicdn-
to (HER2 apvntikd) kapkivo paotou,
UTTAPXEL TITWYXH OVTOTOKPLON  OTNnV
TIPOEYXELPNTIKA  XnHeloBeparmeior Kot
dlaitepa otoug AyKoug e UPNAL k-
dpacn oppovikwv UToSoxewv (>50%)
KoL XOUNAO Seiktn Kuttapkol TIoA-
Aarmaotacpol (<15%) Luminal A[15].
Ta mocootd pCR oTNV MPOEYXELPNTIKA
opHovoBeparela avépyovtal and 8%
yla toug Luminal A dykoug, £wg 16%
yla toug Luminal B. Etot, 0 poAog tng
T(POEYXELPNTIKNG Bepameiag meplopile-
TaL Kuplwg otnv enitevén pelwong tou
MEYEBOUG e OKOTIO TNV EUKOAOTEPN

adaipeon A ™ Sldcwon Tou pactou.
Oa TIPETEL OUWG VAL CNUELWCOUE TIWGE
n eniteuén mArpoucg maboloyoavato-
UIKAG avTamoKpLlong, OV Kal OXETIKA
omavia amote)el kot e6w BeTIkO Ttpo-
YVWOTLKO TTapAyovTa Kol OXETIlETaL e
odehog EFS (HR 0.49) kat OS (HR 0.43)
[16]. OL MPOEUUNVOTIOUCLAKEG aoBe-
velg dalvetal va odelovvral meplo-
O0OTEPO O OPOUC OVTOTIOKPLONG AT
TNV TIPOEYXELPNTIKY  XNUEOBeparmeia
(RR 75%) €vavtl tng oppovoBeparel-
oG (RR 44%) pe Bdaon to amoteAéopata
™G daoewg Il perétng GEICAM [17]. ZTg
UETEUUNVOTIOUCLOKEG Q0BEVEIG WOTOCO

daivetal mwg ot Suo Beparmeieg eival
LOGEIEG WG TPOG TNV AVTATOKPLON e
MIKPOTEPN TOEKOTNTO OTO OKEAOG TNG
oppovoBeparelag[17,18].  Zuvolilo-
VTOG, OTLG TIPOEMUNVOTIAUCLOKEG 000E-
Velg epdoov evdeikvutal n xopriynon
TPOEYXELPNTIKAG Oepameiog emAéyou-
ME VO XOpPNYNOOUME XnueloBepameia.
Ma TG PETEUUNVOTIAUCLAKEG 00OEVE(G
OUOTNVETAL N €r\oyn TNG opuovobe-
parmelag Kal HAACTA HE QVAOTOAEQ
apwpatacng Adyw uPnAotepwy moco-
OTWV AVTATTOKPLONG EVAVTL TV TOUOEL-
¢daivng[19]. H Sudpketla NG TPOEYXEL-
pNTKNAG oppovoBepaneiog sfoptdral
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oo to Babud avramokplong Kat Thv
TaXUTNTA EYKATAOTOONG QUTAG OL OTtol-
£¢ Stadépouv amnd acbevh os acbevr).
JuvnBwc xpetalovtal 4-6 PAVEG TIPOEY-
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olyXPOVN OVTLUETWTILON TOU
H Kapkivou Tou pooToU amattel

pla TTOAUTIAEUPN TIPOCEYYLON
ouvbualovtag TN XELPOUPYLKA  Kal
ocuotnuatikn Bepameia, kabwg Kat
v aktwvoBepareia. Itoxog ival o
BéAtiotog cuvSUAOUOG TWV oTadiwy
aQUTWV oUPGWVA HE TIG AVAYKEG Kal
T(POTIUNOELG TOU KABe aoBevolg Kal
n aflomoinon 600 yivetal Alyotepwyv
arnd autd, xwpic va emnpedletol n
aopaAELO. IAPEPA N VEOETILKOUPLKNA
XnHeEloBeparmneia xpnoluomnoleital oe

Mooootd 17%-40% oe acBevelg pe
mpwikn Stdyvwon Kapkivou Tou pa-
oToU, avaAoya HE ta BLOAOYIKA Xo-
PAKTNPLOTIKA TOUu Gykou. OL evleifelg
YlOL VEOETILKOUPLKN XNnUeLoBeparmeia
€xouv emektabel and v anootadl-
omoinon MLOG TOTIKA TIPOXWPNUEVNG
vOOOU WOTE VA ETUTPETETAL N SLaTh-
pNON TOU pHaotol, oty in vivo aflohd-
yNon tng avtamnokpLong oto GpAappoKka
™¢ xnueloBepaneioac. MaBape OtL n
TANPNG TaBOAOYOQVATOULKY) avTa-
TIOKPLON META TNV ELCAYWYLKN XNUEL-
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Xraupos IviZés | MD, Xeipoupyds Maotou, latpiké Alafaikaviké Beooalovikns.

oBepaneia €xel KaAUTEPN TTPOYVWON.
EMutAéov n €KTaon TNG XELPOUPYLKAG
NG HaoXaAng umopel va meploplotel
og aUToUG TouC 0oBeveic, pelwvovtag
™V avaykn yio Aepdadeviko kabapt-
OLO6.

O oKOTOG AUTAG TNG AVAOKOTNONG
glval va ylvel oulntnon yupw amo tn
XELPOUPYLKA TOU HAOTOU Kal TNG Ma-
OoXaAng kabwg kot Tov Xpdvo edap-
MOYNG TOUG UETA QTIO VEOETILKOUPLKA
xnueloBeparmneia oe aobevelg e kap-
Klvo Tou paotou. (1-2)

AfLoAoynon tn¢ Avtanokplong Kot ZXedLaopnog Xetpoupyeiov

L aoBeveig mou PBpiokovrtal oe
Oewavau(r'] XnUeloBeparteia

napakolovBolvtal Katd T
Slapkeld ¢ ya va afloloyeital n
QVTOIOKPLON OAAG Kal yla va armo-
KAELoTEL N Omola emdeivwon tng vo-
oou. Agv UTAPYOUV CUYKEKPLUEVEG
KateuBuvtnpleg obnyieg Kkal oL mpa-
KTIKEG SladEpouv. ZTo SIKO HaG KE-
vIpo £hapUOloUNE €va cUVOUAOUO
KAWVIKWV o€LOAOYNOEWVY Kal OTTELKO-
VIOTIKWV peBOdwv. EXel mponynOel,
ouvnBwg TPV TNV €vapén TNG XNUEL-
oBepamneiog kat Alyotepo cuxva LETA
TOV TPWTO KUKAO, N ocAupavon Tou
OYKOU Kal TWV TItOOAOYLKWY L)AL
alwv Aepdpadévwy. Kata tn Slapkela
™ Bepamneiag n acbevrg emavepyetal
ylo KAWVIKNA Kat urtepnxoypadLKr ekti-
pnon oto Latpeio. Avaloya pe tnv

OVTATIOKPLON QIOLTEITAL TEPALTEPW
anelkovion (pootoypadia, payvnti-
Kr Topoypadia) Kuplwg LETA TO TENOG
™G xnUeloBeparmeiag yla 1o TEAKO
oxedlaouod Tou xelpoupyeiou.

OL 61adopeg amelkovioTikég pebodot
£€XOUV KOl QUTEG TOUC TIEPLOPLOUOUC
TouG. H payvntikn topoypadia dai-
VETAL va €lval o akpLpng 6oov ado-
pA TNV OVTATIOKPLON OTOUG TPUTAG
apvntikoUg kat HER2 dykoug, evw n
gvaloBnoia tng meplopiletal otoug
OPHOVOELAPTWHEVOUCG Kal XopNnAoU
grade Oykoug. H katdaotacn tng pa-
oXaAng daivetal va aflohoyeitat ka-
AOtepa pe To uTtepnxoypadnua. tn
peAétn ACOSOG 71071 ¢pavnke OTL n
napoucia un pucolohoyikwv Aspda-
SéVwv 0T HOOXOAN HETA amo €lo0-

YWYLK xnueloBepaneio oxetlotav
o€ T0000TO 71.8% pe TNV mapoucia
UTIOAELUUOTIKAG VOGOU 0Th HOoXAAn
UETA& TO Xelpoupyelo. Emiong, onua-
VTIKO poho 8Laitepa 0T XELPOUPYLKN
™G HaoxaAng, pmopei va Stadpapa-
tioel n emavainyn tng Boyiag and
OTELKOVIOTIKA TtaBoAoyikd  Aepda-
S6éva PeTd to TENOG TNG XnUeloBepa-
nelag. Mapdloug Aowumdv toug mept-
0pPLOHOUC, N OTELKOVION TIOPOEVEL
ONUOVTIKO epyaleio yia tv aflohd-
ynon tng avtammoKpLong Kal T TeAL-
K amodaon yLa T XELPOUPYLKH QVTL-
petwrion. Qotdoo anatteltot peyain
TipoooxN, E€QLTIAC TNG TIEPLOPLOUEVNG
Toug akpifelag mou pmopet va odnyn-
o€l og A\avOaopévn extipnon (2-24).

Xelpoupykn Atatipnong tou Maotou €vavtt MOOTEKTOMAG

EYOAEG  KAWIKEC HENETEC
£6elav 6tL oL acBeveig mou
€xouv umoPAnBel oe elo0-

YWYLKN XnUeloBepameia umoKewvTal
TIO OUXVA Ot Xelpoupyeio Siatnpn-
ONG TOU HAOTOU OE OXEON ME QUTEC
TIOU KAVOUV XnueloBepameia peETA

To Xelpoupyelo. Meléteg OnMwe n
NSABP-B18 otnv omoia cupueteiyav
1523 yuvaikeg kot n EORTC Breast
Cancer Cooperative Group 10902
otnv onola cuppeteiyav 698 yuvai-
Keg €6eL€av OTL T TOoOOTA SLatrpn-
ONG TOU UOOTOU UETA ATIO EL0AYWYLKA

xnueloBeparneia Atav uPnidtepa oe
oXéon Ue aUTEG TTou EAafav xnUelo-
Beparmeio YeTA TO XELPOUPYELD, EVW
KaL oL 8Uo dev €delfav OTATIOTIKA
ONUOVTIKEG SladopEG OTN CUVOALKN
enBlwon n oto Sdotnua elelBe-
PO VOOOU. I€ QUTEG MPOOTEONKE Kal
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n ueAétn NSABP B27, mou kat auth
eruBeBatwvel To LPNAOGTEPO TOCOCTO
Slatrpnong Tou HaoTtou os aoBeveig
Tou €AaBav VEOETILKOUPLKH XNHUELOOE-
pameio Ywpig va eMnPedleTaL N oA
erupiwon, akdun Kal av uTtapxeL eAa-
dpwG UPNAOTEPO TOCOOTO TOTILKAG
UTIOTPOTIAG LOKPOXPOVLa. Agv €xouv
yivel peAETeC TTOU va GUyKpPIlvouv TN
XELPOUPYLKA Slatripnong tou pactol
UE TN HOOTEKTOUN Ot aoBeveig mou

0 eVOEBELYEVO XPOVLKO SLAoTN-
Tua QVAHESA O0TNV OAOKANPWGN

NG VEOETLKOUPLKAG XNUELOOE-
pameiog KAl TOU XELPOUPYEIOU HEVEL
aKoUn va koboplotel. MExpL OTIYUNG
TO TIEPLOCOTEPA CUUTIEPACUATA Ba-
oilovtal oe peléteg mou adopolv
TO SAVIKO XPOVIKO SLACTNUA HETOEY
XELPOUPYEIOU KOl ETILKOUPLKAG XNUEL-
oBepaneiac.
H peAétn twv Sanford et al. Atav n
TPWTN Tou afloAdynoE TN OxEon Ue-
Ta&L Tou SLOAEIPUUATOC AVAEST OTNV
OAOKANPWON TNG ELCAYWYLKNAG XNUEL-
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g\afav swoaywylkn xnueloBeparteia
Kal aktwvoBeparmeia. Mo povo pe-
Aétn amo to MD Anderson Cancer
Center avadEépetal oe MAPAUETPOUC
TIOU OUOXETI{OVTAL HE TOTUKOTIEPLO-
X\KAy uttotponr) oe 340 acBeveig mou
€\afav swoaywylkn xnueloBeparmneia
okoAouBoUpevn amo TUNUATEKTOUN
Kal aktwoBepaneia. H peAétn auvth
£€6eie otL N2 3 N3 vooog KAWIKA,
UTIOAELUMOTIKY)  vOooGg TaBoloyoa-

oBeparmeiog kal Tou xelpoupyeiou pe
v enpiwon. e auty tn HeAETN ol
aoBeveic YwploTnKaV OE TPELG KaTN-
yopieg 6oov adopd 1o Xpovo HeTafl
OAOKNPWONG TNG VEOETILKOUPLKNG XN-
peloBepamelag Kol ToU XELPOUPYELD
<4 eBbopadeg(30.4%), 4-6 eBdouad-
6e¢(47.6%) N >6 €BSopnadeg(22%). H
5etn¢ emPiwon Atav 79%, 87% kat
81% avtiotolya. Aev UTIPXE WOTOCO
Kapia OTATIOTIKA onuavtikn Stadopa
METAEL TV TPLWV OUASwV 6cov ado-
PA TNV UTIOTPOTTH ) TNV TOTILKOTIEPLO-
XIKA uTtOTPOTTH.

VOTOULKA TTAvw armd 2 €KATOOTA, TIO-
AUECTLAKI UTIOAELUMATIKA VOOOG Kol
Aepdayyeloky dlaocmopd oTo TAPA-
okevaopa oxetilovtav pe vPnAote-
pa TTOCOOTA UTOTPOTIAG. AMO auTd
cuumepaiveTal OtL n amodaon yla
Slatrpnon tou paotol UETA amod €L
COYWYLKN XNUELoBepamela TPEMEL va
VIVETOL ylO TPOOEKTIKA ETUAEYUEVOUC
aoBeveic. (25-29)

Xpovog Tou Xelpoupyeiov

Alddpopeg TOPAUETPOL TIPETEL va
AapBadvovtat umopn otav anodaci-
{OULE YLOL TO XPOVO TOU XELPOUPYELOU,
OTWG TLG T(POTIUNOELG TOU aoBevoug,
TOo XnUeloBepameuTikd OXNUQ, TOTE
£€A\aPe Tov TeAeuTaio KUKAO KaL TIC Tta-
PEVEPYELEC TIOU epdavioe. Me oTtd)o
0 acBevig va £xel GUVENBEL Ao TtV
oudeteponevia, To Xelpoupyeio Ba
TPEMEL va oxeSLAleTaL HETA Ao €va
StaAeppa tpuwv efdopadwy anod to
Té\og TN XNueLloBepareiag. (29-33)

Xelpoupykn tng MaoxaAng

ladopeg HeAETEC amOSELKVU-
Aouv otL n Boyia tou Aepda-

6éva dpoupol petd amd xn-
peloBepaneia eivat pla  aflomotn
Sladkaoia yla t otadlomoinon tng
MaoXAANG yla ooBevig UE KAWLIKA
apvntikn voco. H Blodia tou Aepda-
6éva ppoupol peta tn xnueloBepa-
nela erutpénel ) otadlonoinon Ing
MaOXAANG KaL TNV €€aipean Tou OYKOU
0€ £va XELPOUPYELO, ENATTWVEL TO TIO-

H eloaywylkn xnueloBepameia €xet
e€elyBel wote va amotelel onpavtl-
Kr erhoyn yla acBevelg pe kapkivo
TOU MOOTOU KOl EMNPEATEL TIG ATO-
dACELG Ylo TN XELPOUPYLKA QVTLUE-
Twrion. AugAVEL TO TTOCOOTO TWV XEL-
poupyeiwv SlatApnong Tou UaoTou
LE €va UIKPO OXETIKA PLOKO TOTIKNG

000TO TWV BeTIKWV Agpudadévwy mou
aveuploKovTaL OTO XELPOUPYELD, Kal
neplopilet tn mbavotnta yia Aspda-
Seviko kabaplouo.

Ot peléteg ACOSOG Z1071, SENTINA,
FN SNAC ywa aoBeveig pe N1-2 voco
TPV TNV ELOAYWYLKN XNHELoBepa-
nelo  katadelkviouv OTL onpavon
Twv Taboloykwv Aepdadévwy mpv
TNV EL0AyWYLKN XnUeloBeparmeia Kot
n avayvwplon kot adaipecn Tplwv

Zupnepaopota

UTIOTPOTINAG Kol Xwpig¢ va emnpedle-
Tal n ouvolikn emPBiwon. EmumAéov
n £looywyLkn xnuelobeparmeia umo-
pel va petatpéPel pa KAWVIKG Beti-
KN HaoXGAn os maboAoyoavaTopika
apvNTLKn, va Bepameloel Pl KAWVIKGA
0pVNTLKA VOOO, KAl Va PELWOEL £TOL
™ mbavotnta avelpeong BeTkwv

Teplocotepwv Aepudadévwy pe SImAO
evioTUOMO (pablevepyd TEXVATLO Kol
UMAE XpwOTIKA), Hall HE AUTWV TIOU
€xouv onuavBel elval n evedelypévn
avtetwrion. MNpog to mapodv dtav o
Aepdadévag dpoupdg elval Betikog
LETA OMO ELCQYWYLKN XNUEloBepa-
niela SV UTIAPXEL TIPOG TO TIAPOV K-
véva SeSOUEVO LKOVO VoL OTTOTPEPEL
pe aodpdreio to Aepudadeviko kabapl-
opd. (21-24, 34-49)

paoxaAlaiwv Aepdadévwv oto XeL-
poupyeio. H Boyia tou Aspdadéva
dpoupol daivetal va elval akpLpng
TO00 0g 0l0BEVAC UE ApVNTIKH 00O Kal
UE BETIKA VOCO TPLV TNV ELOAYWYLKA
xnueloBepareia.
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A systematic review to assess the impact
of neoadjuvant chemotherapy versus primary surgery
on axillary node clearance yield for stage

i-iii breast cancer
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Abstract

Background: Conflicting findings
regarding the impact of neoadjuvant
chemotherapy on axillary node
clearance yields have been reported.
Current recommendations  state
that a minimum of ten lymph nodes
should be retrieved at axillary node
dissection. The aim of this systematic
review was to assess if neoadjuvant
chemotherapy  reduces  axillary
nodal yield and if a yield of less than
ten is more common in this group
compared to patients treated with
primary surgery.

Methods: A computer aided search of
CENTRAL, MEDLINE/PubMed, EMBASE
and ICTRP databases was undertaken to
identify studies assessing the impact of
neoadjuvant chemotherapy on axillary
node vyield for breast cancer. Two
reviewers examined all publications
independently and extracted the
relevant data in accordance with
the published protocol on the NIHR
PROSPORO systematic review register.
RevMan 5.3 software was used for
guantitative analysis of relevant data.

Results: A total twelve studies
comprising data from 4623 patients
were included within the review.
On pooled analysis of studies, lower
nodal harvests and more harvests
lower than ten were noted in the
neoadjuvant chemotherapy group
however considerable heterogeneity

between studies was noted.

Conclusions: This study suggests that
axillary nodal harvests are reduced
following neoadjuvant chemotherapy
and the current recommendation of a
minimum harvest of ten lymph nodes
should be reconsidered in the context
of neoadjuvant chemotherapy.

Introduction

Historically, axillary node dissection
in early and locally advanced disease
was done for loco-regional control
where nodal involvement was proven
(Veronesi et al, 1990, Cabanes, 1992); to
determine prognosis and to determine
need and extent of adjuvant therapies.
In an axillary clearance, the axillary
nodal yield depends not only on patient
anatomy but also the surgical dissection
and the quality of pathological
processing. Currently, the performance
indicator for adequacy of axillary
clearance is a harvest of ten lymph
nodes (Chagpar et al, 2007, Fitzgibbons
et al, 1999, ABS, 2009, ASBrS, 2014).
This benchmark of at least ten lymph
nodes for appropriate staging was
based on a mathematical model to
ascertain the sample size of nodes at
axillary dissection necessary to have
a >90% certainty of NO axillary status
(Kiricuta et al, 1992). The benchmark
of ten nodes was further substantiated
by data from clinical studies in the early
1990s, which demonstrated a survival
benefit for patients who had more

than ten nodes removed at axillary
node dissection (Axelson et al, 1992,
Sosa et al, 1998 and Mathieson et
al, 1990). These improved outcomes
were however noted in node negative
women undergoing axillary dissection
in an era where this was standard
practice in all breast cancer patients
and at a time when systemic adjuvant
therapies were less sophisticated.

Regional axillary node status is an
established prognostic indicator of
recurrence and survival (Fisher et al,
1983, Wilking et al, 2009). Important
studies such as the NSABP B-04 trial
have demonstrated the correlation
between the number of positive
axillary nodes and long-term
outcome in terms of overall survival
and of disease-free survival (Fisher
et al, 1983, Carter et al, 1989). In
the setting of neoadjuvant therapy,
McCready’s MD Anderson study of
women with locally advanced breast
cancer also supported the prognostic
significance of extent of nodal burden
(McCready et al, 1989).

Breast surgery has seen a paradigm
shift over the last two decades with
de-escalation of the extent of axillary
surgery. In the IBCSG 10-93 trial
(Rudemstan et al, 2006) of women
over 60 vyears with early breast
cancer randomly assigned to axillary
clearance versus none demonstrated
no differences in survival in their short
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follow-up of 6.6 years. Sentinel node
trials such as NSABP B-32 (Krag et
al, 2010) further support the notion
that survival is not impaired by the
omission of axillary node dissection,
providing the sentinel nodes are clear
or did not contain a significant nodal
burden, such as isolated tumour
cells (De Boer et al, 2009), micro-
metastasis (Gilamberti et al, 2011,
Sola et al, 2013), and even low volume
macro-metastasis (Giuliano et al,
2011) in early disease, demonstrated

non-inferiority in terms of survival.

Indications for neoadjuvant
chemotherapy have also seen a shift
with increasing use in early breast
cancer with the goal of tumour
shrinkage within the breast and
axilla to improve operative outcomes
(Mieog et al, 2007), allows time
to consider the diagnosis, surgical
treatment and reconstructive
options (Chaterjee et al, 2017) and
provides an in vivo evaluation of
chemo-sensitivity and  response
(Teshome et al, 2014). Chemotherapy
regimens have undergone incredible
development in the last 40 years,
including Her2 guided therapies,
where response rates of 50-80% and
complete pathological response rates
up to 30% have been reported (Mieog
et al, 2007, Teshome et al 2017). Also
up to 30-40% of nodal disease may be
down-staged (Hennessey et al, 2005,

Boughey et al, 2013).

In the UK it is now accepted practice
for sentinel node biopsy to take place
post-chemotherapy to take advantage
of any axillary down staging and thus
limit axillary surgery and subsequent
morbidity where possible. Taking
this further, the ACOSOG 721071 study
(Bougheyetal, 2013) of seven hundred

women with node positive disease
at diagnosis who underwent sentinel
node biopsy and axillary dissection
following neoadjuvant chemotherapy;,
demonstrated false negative rates
of 12.6% (90% BCl, 9.85%-16.05%)
and a pathological complete nodal
response rate of 41% (95% Cl, 36.7%-
45.3%). The group later reported that
clipping of the involved node at the
time of diagnosis further reduced the
false negative rate to 6.8% (95% ClI,
1.9%-16.5%) and is removed in 76% of
sentinel node procedures (Boughey et
al, 2016). Given these developments,
the quality criteria of a nodal yield
of greater than ten may become
redundant in the face of the trend for
de-escalation of axillary surgery.

The intention of this systematic
review is to ascertain if axillary
nodal dissection harvest is truly

reduced in the setting of neoadjuvant
chemotherapy compared to
Our

aim is to consider whether the same

chemotherapy naive patients.

quality assurance parameters should

be applied to nodal assessment
in the neoadjuvant setting in
current practice and should the
recommended number of nodes

harvested be adapted for patients
undergoing neoadjuvant treatment
for invasive breast cancer.

Methods

A systematic review was undertakenin
accordance with Preferred Reporting
Iltems for Systematic reviews and
Meta-analysis, PRISMA guidelines
(Moher et al, 2009).
protocol was registered with the
National Health Institute for Health
Research PROSPORO
prospective

The review

international
register of systematic
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reviews (Saha et al, 2015) registration
number CRD42015025146.

Search Protocol

The string
“neoadjuvant” or

search used were;

“primary
chemotherapy” and “axillary lymph
node(s)”

combined with the synonyms “yield”,

and  “breast cancer”

“harvest

” o«
’

count(s)” or “number(s)”.
Databases searched are as follows;
The Cochrane Central register of
controlled trials (CENTRAL), MEDLINE/
PubMed (January 1980 - Search date),
EMBASE (January 1980 - Search date)
and the WHO
Registry Platform

International Trials
(ICTRP)
portal for all prospectively registered
and on-going trials.

undertook database

search

Two reviewers

searches in
August 2015 with an updated search
using the same terms and protocol
in January 2017 by one reviewer and
a medical librarian. Other search
resources included references from
published studies; the forward citation
function from ISI of science and
conference proceedings to ensure the
search was as exhaustive, sensitive
and representative as possible. No
search restrictions on age, sex, race,
tumour size or histological type were
applied.
involving human participants and
articles published in the English

Included were full articles

language, as there was no funding for
translation services.

Study Selection Criteria

Papers for inclusion were based
on pre-determined inclusion
(table 1) and exclusion (table 2)
criteria as outlined in the review
protocol. The comparator control
being chemotherapy naive patients
(primary surgery) having axillary node

dissection for breast cancer.
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Table 1. Inclusion criteria and rationale for use

Criteria domain

Inclusion Criteria

Rationale

Study
design/features

Peer-reviewed full-text studies

Randomised-controland
observational studies

Quality of data and study design
with at least Level Il evidence

Participants

Human participants

Males and females >18yrs

Early and locally advanced
breast cancer

Clinically relevant studies

Intervention

Neoadjuvant chemotherapy +/- Her2
guided therapy group with primary
surgery control group.

Clinically relevant to current practice
but specific to chemotherapy effects
on outcome

Outcome Quality data on cljym?h node yield To allow pooling of data in
from axillary node clearance .
meta-analysis
Time frame 1980 to search date To maximize identification of

available studies

Table 2. Exclusion criteria and rationale for use

Criteria domain

Exclusion Criteria

Rationale

Study features

Non-English language articles

To avoid misinterpretations (lack of
formal translation service).

Study only available in abstract form

Study quality and full data cannot be
scrutinized

Study does not meet Newcastle-
Ottawa Score or STROBE statement
quality measures

Maintain quality of evidence within
study

Participants

Animal or laboratory-based studies

Previous history of breast cancer

Metastatic breast cancer

Such studies would not be as
clinically relevant

Intervention

Neoadjuvant hormonal therapy or
radiotherapy

To maintain homogeneity in terms of
intervention being assessed.

Outcomes

Insufficient data available on the
median or mean nodal yields or
frequency lymph node yield <10.

To ensure study hypotheses are
appropriately addressed.
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Data Extraction and Quality
assessment

Studies were assessed using the
STrengthening the Reporting of
OBservational Studies in Epidemiology
(STROBE) checklist (von Elm et al,
2007). Study quality for inclusion was
assessed using the Newcastle-Ottawa
nine-star system (Wells et al, 2013).
A minimum Newcastle-Ottawa score
of seven was required for inclusion in
this systematic review. Two reviewers
performed data extraction and study
quality assessment independently;
any disagreement was resolved by
consensus with a third reviewer.

Data Analysis

RevMan 5.3 software (RevMan, The
Cochrane collaboration) was used for

guantitative analyses of studies with
relevant data. In order to pool this data
within a meta-analysis, means and
standard deviations were required.
As far as possible this was extracted
from the relevant studies. Where
the mean and standard deviations
from the raw data were not available,
transformation calculations from the
median, minimum and maximum
values and sample sizes were used to
estimate the mean and variance as
described by Hozo et al (2005).

Subsequently, the mean differences
and 95% confidence intervals were
computed using inverse variance
statistical method and the random
effects analytical model based on the
assumption that the treatment effect
varies across studies. For studies
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where, dichotomized data on the
adequacy of nodal harvest (i.e.<10
lymph nodes) were available, odds
ratios of a resultant inadequate nodal
harvest and their 95%
intervals were computed using the
Mantel-Haenszel statistical method
and random effects analytical model.

confidence

Results

The literature search resulted in 404
citations and a further 25 citations
were identified from other sources.
Eleven papers were selected. The
PRISMA diagram in figure 1 outlines
the selection process.

Figure 1: PRISMA diagram demonstrating the process of article selection

*Unable to retrieve data despite contacting authors

S
c Records identified through Additional records identified through
-% database searching other sources
5 (n =404) (n=25)
=
£
1
=
4
Records after duplicates removed
£ (n =355)
S
[+ 1]
z
o Records excluded after
preliminary screen,
Excluded based on title = 288
™y "
Records screened by title and abstract
- Excluded based on Abstract =
(n =355) >
£ 42
E
5
[rvi
- Full-text articles review and
—_— Full-text articles assessed for eligibility exclusions with reasons:
{n=25) '
» Not relevant = 4
3
T Insufficient data * =
E i Editorial = 1
Studies included in review
_— {n=12)
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Study Characteristics and Quality of Included Studies

Twelve single-centre retrospective cohort studies published between 2002 and 2016 fulfilled the inclusion and exclusion

criteria and met the study quality assessment criteria for inclusion in this systematic review (Table 3).

Table 3: Table outlining included studies and main characteristics.

Study Characteristics

Study Quality Assessment

Freiberg.

Cohort

Reference Year of Country of origin Study centre Study Period Sample size | Sample size | Newcastle- | STROBE
Publication Ottowa | checklist
score
Baslaim et al. 2002 | SaudiArabia | KingFaisalSpecialist | 19951999 | petrospective | 135 7 13
Hospital and Research Cohort
Centre, Riyadh.
| s University of North 8 18
Neuman et al. 2006 USA Carolina-Lineberger | 1990-2001 | Retrospective 313
Comprehensive Cancer Cohort
Centre Chapel Hill.
Belanger et al. 2007 Canada Maisonnoueve
Rosemont Hospital, 2003-2006 Retrospective 283 8 18
Montreal. Cohort
Straver et al. 2009 Netherlands Net.herlands Cancer | 5001-2006 Retrospective 383 8 16
Institute, Amsterdam Cohort
Boughey et al. 2009 USA Mayo Clinic, Rochester. | 2004-2007 | Retrospective 698 9 18
Cohort
Moffitt Cancer Centre,
Leeetal. 2012 USA Tampa. (from Neen | 20202008 | Retrospective 1143 7 20
database) Cohort
Unal et al 2011 USA Magee-Women's 1999-2007 Retrospective 373 8 16
’ Hospital, Pittsburgh. P
Cohort
Naumann 2013 UK Sandwell Hospital, 2010-2011 Retrospective 232 8 13
& Sintler Lyndon. Cohort
Assadi et al. 2014 Iran Quaem Hospital, 2012-2013 Retrospective 100 7 12
Mashad. Cohort
Erbes et al. 2014 Germany University Medical 2001-2010 Retrospective 533 9 16
Cohort
Ramadanetal. | 2015 Egypt Center Freiburg, | 2013-2014 | o pective 237 8 17
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Study Outcomes
Twelve studies comprising data

from 4623 patients provided some
appropriate data on nodal harvest
for patients who required axillary
node dissection for management of
their early or locally advanced breast
cancer either in the primary surgery
setting or following neoadjuvant
chemotherapy. The main findings
from the included studies are
summarised in the table 4.

In all but one study the control
population represented more than
50% of the total study population

Study Outcomes

Twelve studies comprising data
from 4623 patients provided some
appropriate data on nodal harvest
for patients who required axillary
node dissection for management of
their early or locally advanced breast
cancer either in the primary surgery
setting or following neoadjuvant
chemotherapy. The main findings
from the included studies are
summarised in the table 4.

In all but one study the control
population represented more than
50% of the total study population

and ranging up to 89%. All included
studies demonstrated lower or equal
mean or median nodal counts in
the neoadjuvant groups, but this
was only assessed to be statistically
significant in six of the twelve studies.
Of the nine studies possessing
dichotomized data on whether
the minimum ten nodes harvested
was reached, five demonstrated a
statistically significant increase in the
frequency of inadequate (<10) nodes
harvested. Also heterogeneity was
noted across the studies in median

and ranging up to 89%. All included
studies demonstrated lower or equal
mean or median nodal counts in
the neoadjuvant groups, but this
was only assessed to be statistically
significant in six of the twelve studies.
Of the nine studies possessing
dichotomized data on whether
the minimum ten nodes harvested
was reached, five demonstrated a
statistically significant increase in the
frequency of inadequate (<10) nodes
harvested. Also heterogeneity was
noted across the studies in median
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nodal counts and broad ranges of
nodes harvested in both control and
study groups. The extent of surgical
dissection was limited to levels | and
Il in only six of the studies. In these,
lower median nodal harvests and
more nodal harvests less than ten
were more frequently documented.
Only one study reported the use
of fat dissolution techniques to aid
pathological identification of nodes
from clearance tissue.

nodal counts and broad ranges of
nodes harvested in both control and
study groups. The extent of surgical
dissection was limited to levels | and
Il in only six of the studies. In these,
lower median nodal harvests and
more nodal harvests less than ten
were more frequently documented.
Only one study reported the use
of fat dissolution techniques to aid
pathological identification of nodes

from clearance tissue.
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Table 4: Summary table of main findings from included studies comparing the findings
in the control population of primary surgery group (PSG) and the study population
exposed to neoadjuvant chemotherapy (NAC)

Study Details Control Population - PSG

Reference Total Number | Number | % of Study Pop. | Median LN Yield (range) | No. LN Harvest <10 | % LN Harvest <10
Baslaim et al, 2002 135 58 42.96 15 (4-48) No data No data
Neuman et al, 2006 313 170 54.31 17 (not stated) 6 3.53
Belanger et al,2007 283 176 62.19 12.5(0-30) 49 28.00
Straver et al, 2009 383 192 50.13 15.5 (6-33) 11 5.73
Boughey et al, 2009 698 627 89.83 21(5-65) 44 7.02
Lee et al, 2012 1143 903 79.00 17(2-64) Not stated No data
Unal et al, 2011 373 319 85.52 19.2 (mean) 42 13.17
Naumann & Sintler,2013 232 134 57.76 14 (0-27) 28 20.90
Assadi et al, 2014 100 50 50.00 16 (5-25) No data No data
Erbes et al, 2014 533 351 65.85 16(5-32) 12 3.42
Ramadan et al, 2015 237 144 60.76 14 (not stated) No data No data
Uyan et al, 2016 193 144 74.61 20 (5-55) 17 11.81
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Study Population- NAC Study Analysis
Number | % of Study Pop. | Median LN Yield (range) | No. LN harvest <10 | % LN Harvest <10 | Significant difference in LN Yield |Significant differencein % harvested

77 57.04 14 (1-41) No data No data No (P=0.057) No Data

143 45.69 17 (not stated) 19 13.29 No Data Yes (P=0.003)

107 37.81 10 (0-38) 48 45.00 Yes (P=0.0023) Yes (P=0.0067)
191 49.87 15 (4-38) 13 6.81 No (P=0.6) No (P=0.7)

71 10.17 19 (5-56) 5 7.04 No (P=0.131) No (P=0.514)

240 21.00 15 (1-46) No data No data Yes (P=0.0003) Yes (P=0.0116)

54 14.48 15.2(mean) 19 35.19 Yes (P=0.001) Yes (P=0.0001)
103 44.40 14 (1-27) 22 21.36 No (P=0.529) No (P=0.931)

50 50.00 14 (5-32) No data No data No (P=0.122) No Data

182 34.15 13 (4-17) 27 14.84 Yes (P<0.0001) Yes (P<0.0001)

93 39.24 9 (no data) No data No data Yes (P=0.0001) No Data

49 25.39 16 (6-23) 8 16.33 Yes (P<0.001) No (P=0.57)
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The extent of surgical dissection was
limited to levels | and Il in only six
of the studies. In these studies in
general lower median nodal harvests
and more nodal harvests less than
ten were documented. However,
these findings were noted in both
the control and study populations of
patients and thus ratios of studies
which  demonstrated differences
in average vyield and proportions
of yields with LN<10 were similar
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regardless of extent of surgical
dissection. Surgeon experience in
terms of sub-specialization (surgical
oncologists versus general surgeons)
and seniority was been cited in one
study (Naumann and Sintler, 2013)
as a cause for variation in nodal
harvest. Of the remaining eleven
studies, seven studies attempted
to limit this confounding factor by
only including cases performed by
experienced oncological surgeons.

Interestingly of these, six studies did
demonstrate a statistically significant
lower nodal count and or a more
frequent inadequate nodal harvest.
Only one study reported the use
of fat dissolution techniques to aid
pathological identification of nodes
from clearance tissue. All studies
were of a similar generation and thus
chemotherapy regimens used were
fairly standard although during this
period the use of neoadjuvant single

Table 5: Median and range of nodal yields noted in control primary surgery group and study
neoadjuvant chemotherapy groups with calculated transformed means (Hozo et al, 2004)
and standard variations if data not available to permit pooled analysis.

Study Control Population - PSG
Reference Number |Median LN Yield58 Range Yield Mean value if SD value if Transformed Transformed SD
available available Mean

BBaslaim et al, 2002 58 15 4-48 16.9 8.8
Belanger et al, 2006 176 12.5 0-30 13.75 5
Straver et al, 2009 192 15.5 6-33 15.8 45
Boughey et al, 2009 627 19 5-65 20.2 10
Leeetal, 2012 . 903 17 2-64 25

10.33
Unal et al, 2011 319 19.2 6
Naumann & Sintler, 2013 134 14 0-27 14.40 4.50
Assadi et al, 2014 50 16 5-25 15.5 5.0
Erbes et al. 2014 351 16 5-32 17.25 450
Uyan et al, 2016 144 20 5-55 25 .33
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and dual Her2 guided therapies have
become more widespread.

Most of the included studies included
some information regarding the age
ranges of study subjects and some had
information on TNM or AJCC stage at
the time of treatment for the patients
included in the studies. In many studies,
the study populations of women having
neoadjuvant chemotherapy  were
younger and presented at a later clinical
stage at diagnosis.

The moderate heterogeneity in the
results of the studies both in terms
of the median nodal harvests and
proportion of harvests below the
recommended ten nodes was noted.
Thus, to determine if the differences
in the results of available studies
were significant, data was pooled and
limited meta-analysis calculations
were undertaken. In order to pool
the data from the available studies
and attempt statistical analysis,
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continuous data summaries are
required i.e. mean and standard
deviations of nodal harvests. In
the studies that did not report
continuous data summaries (i.e.

reported median, range and sample
size data), transformation calculations
were performed (Hozo et al, 2004)
to obtain an estimate of mean and
standard deviation from median and
range data (Table 5).

Study Population - NAC

Number Median LN Yield | Median LN Yield Range Yield Mean value if SD value if Transformed Transformed SD
available available Mean

77 14.00 14.00 1-41 143 6.7

107 10 10 0-38 14.40 6.33
191 15 15 4-38 16.3 5.67
71 21 21 4-56 21.9 8.67
240 15 15 19.25 7.5
54 1-46 15.2 6

103 14 14 13.90 433
50 14 14 127 16.25 6.75
182 13 13 5-32 1175 217
49 16 16 4-17 15.25 4.25
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A forest plot of the ten studies with
appropriate data on nodal harvests is
shown in figure 2. The pooled weighted
mean difference  (WMD -2.47, 95%
Cl: -4.67 to -0.27, P=0.03) in nodal
harvest demonstrated a lower nodal
yield in the neoadjuvant chemotherapy
group. However, there was significant
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heterogeneity between these studies, as
quantified by the inconsistency statistic
index (12) of 97%. Figure 3 shows a forest
plot summarizing the pooled analysis of
studies, which reported dichotomized
data of the proportions of nodal harvests
below ten nodes in the primary surgery
and neoadjuvant chemotherapy groups.

The pooled weighted odds ratio showed

significantly greater odds of a less than

ten node harvest in the neoadjuvant

chemotherapy group (pooled weighted
odds ratio 2.2, 95% Cl 1.29 to 3.49,
P=0.003). Moderate heterogeneity was

noted between these studies (12 = 59%).

Figure 2: Forest plot summarising pooled analysis of mean nodal counts for the ten
studies with appropriate or transformed data.

NAC Primary Surgery Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Rand: 95% CI
Assadi et al. 2013. 16.25 6.75 50 155 333 50 97% 0.75 [-1.34, 2.84) w—
Baslaim et al, 2002, 143 6.7 77 169 88 58 9.1% -2.60(-5.31,0.11)
Belanger et al, 2008. 144 633 107 13.75 S 176 102% 0.65 [-0.76, 2.06] o
Boughey et al, 2010. 219 8.67 71 20.2 10 627 9.6% 1.70 [-0.46, 3.86) e ——
Erbes et al, 2014 11.75 2,17 182 17.25 45 351 105% -5.50(-6.07, -4.93) -
Lee et al, 2012, 1925 75 240 25 103 903 103% -5.75[-6.91, -4.59] -
Nauman & Sintler, 2013 139 433 103 144 45 134 103% -0.50[-1.63,063] —r
Straver et al, 2009, 163 567 191 158 45 192 104% 0.50 [-0.53, 1.53] T™
Unal et al, 2011, 15.2 6 54 192 6 319 100% -4,00(-5.73,-2.27] pom——p
Uyan et al, 2016. 15.25 4.25% 49 25 833 144 9.9% ~9.75[~11.56, -7.94) —
Total (95% C1) 1124 2954 100.0% -247[-4.67,-027] R o=
Heterogeneity: Tau® = 11.89; Chi* = 265,75, df = 9 (P < 0,00001); F = 97% lo _35 3 s fo

Test for overall effect: Z « 2.20 (P = 0.03)

Lower nodal yield in NAC Lower nodal yield in PSG

Figure 3: Forest plot summarising pooled analysis of odds ratios of the event of a nodal
count less than ten in the study (NAC) and control (Primary surgery) groups for the six
studies with appropriate dichotomised data.

NAC Primary Surgery Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total ght IV, Rand 95% CI 1V, Rand 95% CI
Belanger et al, 2008. 48 107 49 176  22.5% 2.11(1.27, 3.49) —
Boughey et al, 2010. 5 7 44 627 14.0% 1.00 [0.38, 2.62) -_—1tT
Erbes et al, 2014, 27 182 12 351 18.4% 4,92 (2.43,9.97) p—
Neuman et al, 2006. 19 143 6 170 142% 4.19(1.62, 10.80) R P —
Straver et al, 2009. 13 191 11 192 16.1% 1.20 [0.52, 2.75) ——
Uyan 2016 8 49 17 144 14.8% 1.46 [0.59, 3.63) o Pl
Total (95% C) 743 1660 100.0%  2.12[1.29, 3.49) i
Total events 120 139
Heterogeneity: Tau® = 0,22; Chi¥ = 12,19, df = S (P = 0.03); I = 59% 0'605 250

Test for overall effect: Z = 2.95 (P = 0.003)

0.1 10
Lower odds <10LN post-NAC Higher odds <10LN post-NAC
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Discussion

The aim of this systematic review was
to determine if the nodal harvest at
axillary dissection is truly reduced
by  neoadjuvant  chemotherapy
compared to primary surgery controls.
Across the studies identified, the
median/mean nodal yields were
found to be equal or lower in the
neo-adjuvant chemotherapy group.
Meta-analysis of this data revealed a
statistically significant weighted mean
difference across included studies
although marked heterogeneity was
highlighted. Specifically, the odds of
a nodal harvest below the reference
standard of ten were assessed in
the two groups of patients. A larger
proportion of casesin the neoadjuvant
groups had nodal yields below ten but
this was only statistically significant in
five of the studies. The forest plot
and meta-analysis of relevant studies
did show a statistically significant
greater odds ratio of this occurring
in the neoadjuvant compared to the
primary surgery group albeit with
moderate heterogeneity between
studies.

It is recognised that histopathological
assessment of lymph nodes in the
setting of neoadjuvant chemotherapy
may be technically more challenging
(Pinder et al, 2007) and discrepancies
exist in studies examining total lymph
node vyields in axillary dissection
following the administration of
neoadjuvant chemotherapy. Several
studies have reported lower nodal
yields following treatment (Baslaim
et al, 2002, Neuman et al, 2006,
Belanger et al, 2008, Lee et al,
2012, Unal, 2011, Erbes et al, 2014,
Ramadan et al, 2015, Uyan et al, 2016)
whilst others have reported that no
difference exists (Straver et al, 2009,
Boughey et al, 2010, Naumann and
Sintler, 2013, Assadi et al 2014). The
histopathological changes ranging
from nuclear and cytoplastic changes
to degeneration and fibrosis (Sneige
et al, 2011) following neoadjuvant

treatment, may be an explanation
for such variation in nodal yields.
Sniege’s study also indicated that
chemotherapy response may not
be uniformly present, and this may
represent clonal heterogeneity within
the tumour.

A possible explanation for the
reduced number of lymph nodes
after neoadjuvant chemotherapy
may be it’s impact on nodal tissue,
potentially reducing its volume,
the  effectiveness of  surgical
dissection as well as subsequent
pathological assessment. It is well
documented that chemotherapy
induces characteristic histological
changes within the primary tumour,
background breast and regional nodal
tissues. These alterations include
marked fibrosis often associated with
histiocytic infiltrate, calcification,
fat necrosis and haemosiderin
deposition and hyalinisation (Fisher
et al, 2002, Newman et al, 2003).
Lymphoid depletion is a hallmark
feature of cytotoxic effects and
thus theoretically nodes may shrink
or involute completely or become
replaced with fat. Potentially it may
also render treated nodes impalpable
to the surgeon and pathologist
particularly on the background of
surrounding tissue fibrosis (Neuman
et al, 2006). However, Straver (2009)
noted no significant differences in
nodal harvest in patients who had
had a complete pathological response
with chemotherapy compared to
those with residual disease. Other
potential factors, which may impact
nodal harvest, have been identified;

a) Patient factors — It has been shown
that patients within the neoadjuvant
groups were generally younger than
those in primary surgery groups. It
has been previously shown that nodal
harvests reduce with advancing age
(Schaapveld et al, 2004, Petrik et al,
2003) and thus this does not explain
the meta-analysis findings.

b) Tumour factors — A higher stage
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was also noted in the neoadjuvant
chemotherapy group. Higher nodal
harvests are associated with greater
tumour burden (Baslaim et al, 2002,
Patel et al, 2004) and potentially
patients who have benefitted from
nodal down staging by chemotherapy
have a lower nodal harvest therefore.

c) Surgical factors — The level of
surgeon experience has been reported
in several studies as an important
factor influencing the quality of nodal
harvests (Naumann et al, 2013, Cil
et al, 2008). Petrik and colleagues
(2003) reported a higher number
of lymph nodes retrieved at axillary
dissection in academic institutions
and teaching hospitals. Some but not
all the included studies attempted to
adjust for this by only including data
from surgical oncologist specialists.
The extent of surgical dissection will
inevitably influence the volume of
nodes harvested as removing level
Il nodes in addition to | and Il will
result in a greater volume of tissue
is resected. In the studies included
in this systematic review, only one
group performed level Il clearance
routinely, however level Il was
dissected in cases of palpable or
abnormal nodes in a further four
studies which may explain some of
the heterogeneity noted in the study
outcomes. Fibrosis and scarring
caused by previous sentinel node
biopsy makes axillary clearance
technically more challenging, however
it has been shown that this does not
influence subsequent nodal harvests
(v). Following chemotherapy, fibrosis
within treated nodes and surrounding
tissues may also impair surgical
technique and potentially limit nodal
yields.

d) Pathological factors — Pathologist
and pathology technician experience
have also been cited as a potential
reason for variable nodal counts post
chemotherapy (Cil et al, 2008). As
with surgical dissection, the tissue
fibrosis, lymphoid depletion and
possible shrinkage of previously
involved nodes make dissecting the
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Kivbuvos Tononeploxikns Ynotponns petd
Neoenikoupikn Bepaneia otov Kapkivo tou Maotou
BeBaidtntes kat Epwtnhyatika

Niakou Mapaokeun | MD, PhD, FEBS Xeipoupyds Maotou, Metropolitan General, ABnva

Katda tnv edpappoyn Thg VEOEMLKOUPLKNG XNHELODEPATELONG TO APXLKO KALVLKOEPYQOTNPLAKO
otadlo ¢ vooou s&elioostar oto TeAkO maboloyoavatopiko. Mwg ennpedletar o
Kiv8UVOG TOTIOTIEPLOXLKIG UTOTPOTIAG KATA T HETABOAN autr woTte va ertAeyel n avtiotowyn
emkouptkn Bepaneia; Kabwg avfavetal n kAWK epnelpia, yivetal cadég ot Sev eiva
navta opOoloyko f Kat epLkto, va akoAovBolpe Kavoveg mou LoXUoUV OThV TEPLMTWON
NPWTOYEVOUG XELPOUPYLKAG Beparmeiag (Upfront Surgery), oto tomomneploxtkd neptBaAiov
TOU HOOTOU KO TNG HOOXAANG HETA TNV eMidpacn tng ouotnpatikng Bepanciag (Upfront

NACT). Napakdtw mapatiBevtol CUVONTIKA BACIKA EPWTNLATIKA TTOU £XOUV avaKUYPEL Kol
OL TPEXOUOEG MEAETEG TTOU SLe§dyovTal MAVW OE AUTA.

MNouwa eivon ta Emapkni Xewpoupykd Opia;

NUAVTIKA €mituyla TG €loayw-
ZVLKr']c XnUeloBeparneiag amote-

Ael n avénon tou mocooTtol Twv
enepPdoswv Satipnong Tou po-
oToU, Tou amodelkvuovtal aodaleig
OYKOAOYLKA 0 KATAAANAQ eTiAEYUE-
voug aoBevelg. Itnv emiloyn auth
MPWTOPXKO pOA0 Tailel n akplBig
EKTLUNON TNG UTIOAELUUATIKAG VOOOU.
H teleutaia Suoyepaivetat amd 2
Baowkég ouvOnKec: To potifo avtamno-
KPLoNG tou OYKOU KOl TNV Tapoucia
UTIOTITWY ULKPOOTTOTITAVWOEWV.
M'Vvwpiloupe OTL N OVTATIOKPLON TOU
OyKOU, €L0IKA OTNV TPUTAA apVNTLKNA
kat HER2 (+) vbéoo, pmopei va eivat
OUYKEVTPLKI KOTOARyovtog o€ pia
€otia VOOOU OTO TEAKO TIOPOOKEV-
oopa, onmote 0 Kavovag “no ink on
tumor” tng un UTaPENG KAPKLVIKWY
KUTTAPWV OTa  XELPOUPYLKA Oploa
elvat edapupdolpog. H Sldomaptn

WOTO0O0 TOAUKEVTPLKA avtamokplon,
Wdlaitepa otoug ER (+) oykoug, adn-
VEL TIlOW TNG TTOAUECTLOKA VOCO OTO
TeAkO mapackevaopa, SnULoUpyw-
VTOG EPWTNHATIKA yla TNV EMAPKELA
TOU Mapanavw oplou. Mia mpocdatn
avadpouLKn HEAETN TNG onUACiag TG
€KTAONG Twv oplwv petd amd NACT,
a6 to MD Anderson Cancer Center,
avadelkvUel  TOPOUOLA  TTOCOOTA
5-€T0UG Kal 10-eToUg emBiwong, T000
€\eVwBepng Tormikn g umotpomnng (Local
Recurrence Free Survival LRFS) 6co
KaL eAevBepng vooou (Disease Free
Survival DFS) kat ocuvoAikng (Overall
Survival OS), og umtoopddeg a.oBevwv
ME Opla < 1xx, 1-2 xx Kot > 2xx Kat
avefaptATwe aplBuol ECTIWV OTO TE-
Ako mopookevaopa.(1) EEGAAoU, pa
npoodatn peta-avaluon 9 tuxato-
TIOINUEVWY HUEAETWV VEOETILKOUPLKAG
xnueloBepareiag, mou mephapBavel
KOl TOL VEOTEPA XNMELOBEPATEVUTIKA

Kat avtl-HER2 oxfuata, avadelkvuel
TPOOLO TTOGOOTA TOTILKAG KOl TIEPL-
OXLKNG UTIOTPOTING YLOL TN LOCTEKTOMN
KOl TNV OYKEKTOUN UE OUVOSO QKTLVO-
Bepaneia. (2) Gaivetal 6tL TO “nO ink
on tumor” oplo pmnopei va edappo-
otel og KGO TEPIMTWON OYKEKTOUNG
peta ano NACT, pe mpounoBEoelg Tnv
adaipeon OANG TNC QATELKOVIOTLKAG
UTIOAELUUOTIKNG VOOOU Kal TN AEMTO-
pepry moaboloyoavatoulkny e€étaon
TOU TAPOCKEUAOUOTOG Kal ULOBEeTEl-
tat otadlakd wg odnyia. (3) Avtibeta,
n mapoucia UTOMTWY ULKPOOTIOTITO-
VWOEWV OTNV TIPOEYXELPNTLIKI LOOTO-
vpadia peta amno NACT eruBANAEL TNV
EKTOMN TOUG OKOWN KO L€ MOOTEKTO-
un, kobwg omavia eMITUYXAVETOL h
e€adavior Toug apoAo Tou n apa-
LOVI) TOUG EVOEXETAL VA LNV OUVOSED-
£TAL ATO EVEPYO VOOO OTO TIOPOOKEY-
oaopa. (4)

Mouwa eiva n xelpoupykn draxeipiton tng LooXaAng
o€ nepintwon OetikoL Aepdpadéva ppoupol petd tn
VEOETLKOUPLKN Oepaneia;

O TIPONYOUEVA XPOVLA, N EPEV-
va 6oov adopd otn dlaxeiplon
TwV paoxoAlalwyv Aepdadévwv

anédele tnv aflomiotia tng Blodliag

Tou Aepdadéva dpoupol oTNV KAWL
K& apvnTikA Kol TN BTk pooxaAn
ME KAWIKA QvTamokplon, optlovtag
Tavtoxpova TG eAAXLOTEG TpoUTO-

BEoelg Slevépyelag Kal epunvelag Tng
TeXVIKNG (SutAn uébodocg aviyveuong,
onuaveon KAWIKA Betikwv Aspdadé-
vwv Kal adaipeon avtwy, adaipson
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TOUAQLOTOV 3 apvNTLKWV yLo amodu-
vn Aepdadevikol kabaplopou). (5,6)
Jtnv nmapovoa ¢acn yvwpiloupe OTL
KGBe umoAeumopevn vooog ot pa-
OXAAnN UETA VEOETUKOUPLKY Beparmeia
(LoKpOUETAOTAON, UIKPOUETAOTACH)
eTUPBAAAEL TN Slevépyela paoyoAtaiou
Aepdadevikol kabaplopol, Kabwg
£€xeL Bpebel 6Tl n mopoucia akoun
KOl LLKPOUETAOTAONG 0TO Aepdadéva
dpoupod oxetiletal pe eMUTAEOV VOOO
0T HOOXAAN Kal XELPOTEPN TIPOYVW-

on, KaBLoTwvtag tov PLlkd TOTLKO
£€\eyxo oAAA KOl TN CUVEXLON TNG OU-
OTNUATIKNG Bepameiag amapaltnteg
OUUTMANPWUOTIKEG evepyeles. (7,8)
Y10 mMAaiolo WoTOoo TG MPOCTAOEL-
0G QIOKALLAKWONG TNG XEPOUPYL-
KNG Bepamelag otnv mepintwon Tou
Betikol Agpdadéva ppoupol UETE
armd veoemikouplkn Oepameia, pe
peyalo evéladépov avapévovtal ta
anoteAéopata 800 TIOAUKEVIPIKWY
T(POOTITIKWY TUXOLOTIOLNUEVWY EAE-
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Twv mou Sle€ayovtal otnv mapovoa
ddon. Kiplo spwtnua tng mMPWTNG
(ALLIANCE 011202) eival n oykolo-
VWK achAAEld avTLKATACTACNG TOU
paoxaAlaiov Aepdadevikol kabapl-
opoU amd MEPLOXLKA aKTvoBeparmeia
KaL Tng deltepng (TAXIS), Tou cuvbdu-
aopoU otoxeupévng adaipeong Bett-
KwV Aepdadévwy e aktvoBeparmeia
otn Oéon tou pacyaAlaiouv kaBaptl-
ouov. (9,10)

Mowog 0 pOAOC TNG OKTLVOOEPATIELOG LETA
OLTLO VEOETILKOUPLKN Oepareia;

¢ véoou kabopilel To emkoupl-

KO OKTLVOOEPATTEUTLKO TPWTOKOA-
Ao, mapaBAEnovtag og auth T daon
TNV EKTAON TNG OVTOOKPLONG, KOBwg
Sev undpyouv wptua, eruedou | Se-
Sopéva o va EMITPEMOUY TNV TIOPA-
Aewbn 1 ™ pelwon tng évtaong g
ETILKOUPLKAG oKTwoBepameiag. 2n-
HOVTIKA €PWTAMOTA WOTOOO aAVaKU-
TITOUV, OTIWG 0 POAOG TNG aKTvoBEpa-
nelag otnv TomomnepLoxikn Slaxeipion
00B0evwv Ue KAWVIKA BeTiky paoXAaAn
KAl TIANPN QVTATOKPLON OTO TEAKO
XElpoupyeio. Amd pla cuvduaopévn
avaiuon 1o 2013 tTwv ePBANpATIKWY
UEAETWV VEOETILKOUPLKAG Beparmeiag
NSABP-18 kat NSABP-27, dpaivetal ott
0€ KAWIKA BETIKA HaoXAAn Le TANpPN
TIlBOAOYOOVOTOLLLK) AVTOTIOKPLON, TO
TTOOOOTO TOTIOTIEPLOXLKNC UTIOTPOTING
otn 10etia kupaivetal oe Alyotepo
amno 10-12%, oe cuykplon pe 15-20%

I—vailouus OTL TO QpXIKO oTadlo

TIOU TIOPATNPELTOL OE UTIOAEUTOUE-
vn Aspdadeviki vOoo, Kol UELWVETAL
QKOpN TepLocoTEPO o€ 0-7% OTAV OU-
voSeleTal amd TARPN avtamokplon
KOl 0TO HOOTO, avoiyovtag to pouo
yla Tubavn anoduyn tng MEPLOXLKAG
aKTwoBepamneiag e(Te HETA LAOTEKTO-
un (PMRT) eite oe oykektoun (RNI).
(11) AvtiBeta wotoco amoteAéopa-
Ta £pxovIal amod Hla PETO-avaAuon
twv GEPAR Trials, 6mou to mocooto
™G 5€ToUg eAelBepng TOTOTIEPLOYXL-
KNG vooou emiPBlwong, akoun kal o€
TAAPN QVTATOKPLON OTO HAOTO Kol
™ HooXaAn, Atav 95,7% pe aktwobe-
parteia kat 85,5 % xwpig RT evw avti-
oton Helwon mapatnpeital kat otnv
e\evBepn vooou emiBiwon (86,9% pe
RT kat 56,1% xwpig RT). (12) Opiotikd
Sedopéva avopévovtal amno tny Tpé-
xouoa tuxatomotnuevn perétn NSABP
B51/Radiation Therapy Oncology
Group 1304, mou HEeAETA akpLPwg

™ duvatotnTa AMOKALUAKWONG TNG
ETIKOUPLKAG akTvoBeparmeiag, Tuxat-
omolwvtag acBeveic apxkd cN+ kot
ME apvNTIKO Aepdadéva ppoupod oTo
BepameuTikd xelpoupyeio, oe AN
N OxL TEPLOXIKAG OKTwoBeparmeiag,
elte PMRT o€ paotektoun eite RNI og
oykektoun .(13) e avrtibetn katev-
Buvon KAlHAkwong tng aktvobepa-
TElOC, OVAUEVOVTOL TOL ATIOTEAECHATA
™G peAéTng ALLIANCE 011202 mov,
OMw¢ avadpEépONKe TaPAMAVW, ETILKE-
VTPWVETAL 0TN Slaxelplon g BeTIKNG
MOOXAANG LETA VEOETILKOUPLKH Bepa-
nela kat tn Suvatdtnta amoduyng
tou Aspdadevikol kaboplopol e
QVTLKOTAOTOON QUTOU OTd TEPLOXLKN
RT otnv eAd(LOTO XELPOUPYNUEVN L
oXaAn petd amo Blodio Aspdadéva
dpoupou. (9)

Mrnopei va napaAndOsei n xetpoupyikn Oepaneio o€ MARPEN

enitevén mAnpoug maboAoyo-
H QVOTOLKNG avTamoKplong o€

vPnAa mooootqd, Slaitepa
oTNV TPUTAQ apvntiki Kat tn HER2(+)
vOo0, €XEL 08NyNoEL oTn oKEPN TNG
Suvatotntag anoduyng MANPWE TNG
XElPOUpPYLKNG Bepaneiag. (14,15) NoA-
AQ epwTUaTA TPEMEL VA anavtnBouv
TIPONYOUMEVWG, OMWG €AV UTAPYXEL
aoPaANG TIPOEYXELPNTIKN Slayvwon
N¢ MAnpoucg avtanokplong SeSope-

KAWVLKN ovTomoKpLon;

vwv Twv uPnAwv Peudwg apvnTkwv
TOCO0OTWV TNG Sladeputkng Blodiag
OTO HAOTO KOl TN HOCXAAN, O€ TIOLEG
TMEPUTTWOELG N TARPNG QVIATIOKPL-
on 6&v AMOKAELEL TNV TOTOTEPLOXLKNA
UTIOTPOTTH, TIOLO £ival To 0deAOG TNG
EVTATIKNG TopakoAolBnong mou ou-
VETIAYETAL N LN XELPOUPYLKA e€aipeon
NG APXLKNG KAPKLVLKNG €0TIAC. XTNV
napoloa GACnH TPOTEPALOTNTA EXEL
n aveUpeon anoteAecpatikwy Bepa-

TEWWV yla €KEIVEG TIG aoBeveig mou
€KOGNAWVOUV UETPLA 1 KOKN QVTATO-
Kplon otn Slaboiueg Bepareieg, mou
napouolalouv AAAWOTE KoL TN XELPO-
TepN MPoyvwon. (16)



EAANVIKN Xelpoupyikn
Etaipeia Maotou

Hellenic Society of Breast Surgeons

o€eA. 28 . "

BIBAIOTPADIA

"NEAEXEm

TEYXOZ 12

1.Choi J , Laws A, Hu J et.al. Margins
in Breast-Conserving Surgery After
Neoadjuvant Therapy, @ Ann Surg
Oncol 2018, Nov; 25(12):3641-3547

2.Valachis A, Mamounas EP,
Mittendorf EA. et.al Risk Factors for
Locoregional Disease Recurrence
After Breast-Conserving Therapy in
Patients With Breast Cancer Treated
With Neoadjuvant Chemotherapy:
An International Collaboration and

Individual Patient Meta-Analysis.
Cancer, 2018 Jul 15;124(14):2923-
2930

3.H J Burstein , G Curigliano , S Loibl
et.al. Estimating the benefits of
therapy for early-stage breast cancer:
the St. Gallen International Consensus
Guidelines for the primary therapy of
early breast cancer 2019, Ann Oncol.
2019 Oct 1;30(10):1541-1557.
4.Feliciano Y, Mamtani A, Morrow
M, et al: Do calcifications seen on
mammography after neoadjuvant
chemotherapy for breast cancer
always need to be excised? Ann Surg
Oncol 24:1492-1498, 2017

5.Kuehn T, Bauerfeind I, Fehm T et.al.
Sentinel-lymph-node biopsy in patients
with breast cancer before and after
neoadjuvant chemotherapy (SENTINA):
a prospective, multicentre cohort study.
Lancet Oncol. 2013 Jun;14(7):609-18
6.Boughey JC, Suman VJ, Mittendorf EA
et.al. Sentinel lymph node surgery after
neoadjuvant chemotherapy in patients
with node-positive breast cancer: the
ACOSOG Z1071 (Alliance) clinical trial
JAMA 2013 Oct 9;310(14):1455-61.
7.Moo TA, Edelweiss M, Hajiyeva S, et
al: Is low-volume disease in the sentinel

node after neoadjuvant chemotherapy
an indication for axillary dissection?
Ann Surg Oncol 25:1488-1494, 2018
8.Wong SM, Almana N, Choi J, et al:
Prognostic significance of residual
axillary nodal micrometastases and
isolated tumor cells after neoadjuvant
chemotherapy for breast cancer. Ann
Surg Oncol 26:3502-3509, 2019
9.Alliance for Clinical Trials in
Oncology. National Cancer Institute
(NCI) Canadian Cancer Trials Group
Comparison of Axillary Lymph Node
Dissection with Axillary Radiation for
Patients with Node- Positve Breast Cancer
after Chemotherapy. ClinicalTrials.gov
Identifier: NCT01901094

10.Swiss Group for Clinical Cancer
Research, International Breast Cancer
Study Group, Austrian Breast Cancer
Study Group. Tailored AXlllary Surgery
With or Without Axillary Lymph Node
Dissection Followed by Radiotherapy in
Patients With Clinically Node-positive
Breast Cancer (TAXIS). ClinicalTrials.gov
Identifier: NCT03513614
11.Mamounas EP, Anderson SJ, Dignam
JJ et.al. Predictors of locoregional
recurrence after neoadjuvant
chemotherapy: results from combined
analysis of National Surgical Adjuvant
Breast and Bowel Project B-18 and B-27.
J Clin Oncol. 2012 Nov 10;30(32):3960-6
12.Krug D, Lederer B, Debus J, et
al:  Relationship of omission of
adjuvant radiotherapy to outcomes of
locoregional control and disease-free
survival in patients with or without pCR
after neoadjuvant chemotherapy for
breast cancer: A meta-analysis on 3481
patients from the Gepar-trials. J Clin

Oncol 33, 2015 (suppl 15; abstr 1008)
13.NSABP Foundation Inc, National
Cancer Institute (NCI), Radiation
Therapy Oncology Group. Standard
or Comprehensive Radiation Therapy
in Treating Patients With Early-
Stage Breast Cancer Previously
Treated With Chemotherapy and
Surgery. ClinicalTrials.gov Identifier:
NCT01872975

14.Basik M, Cecchini R, De los Santos J,
et al: Primary analysis of NRG-BR0OOS5,
a phase Il trial assessing accuracy
of tumor bed biopsies in predicting
pathologic complete response (pCR)
in patients with clinical/radiological
complete response after neoadjuvant
chemotherapy to explore the feasibility
of breast-conserving treatment without
surgery. Presented at the 42nd Annual
San Antonio Breast Cancer Symposium,
San Antonio, TX, December 10-14, 2019
(abstr GS5-05)

15Vrancken Peeters MJ, van Loevezijn
A, van der Noordaa M, et al: Towards
omitting breast surgery in patients
with a pathologic complete response
after neoadjuvant systemic treatment:
Interim analysis of the MICRA trial
(Minimally Invasive Complete Response
Assessment). Presented at the 42nd
Annual San Antonio Breast Cancer
Symposium, San Antonio, TX, December
10-14, 2019 (abstr GS5-06)

16.Monica Morrow, MD and Atif J. Khan,
MD, MS. Locoregional Management
after Neoadjuvant Therapy. Accepted
on February 12, 2020 and published at
ascopubs.org/journal/jco on May 22,
2020



"NEAExXem €

TEYXOZX 12
REFERENCES
ABS surgical guidelines for the

management of breast cancer, EJSO
2009.

ASBrS guidelines - Performance and
Practice Guidelines for Axillary Lymph
Node Dissection in Breast Cancer
Patients (2014)

Assadi M & Khayyat R. (2015)
Dissection axillary lymph node count
in patient with breast cancer followed
by neoadjuvant therapy. Journal of
surgery and trauma, 1(3) pp. 59-62

Axelsson C, Mouridsen H, Zedeler K.
(1992) Axillary dissection of level | and
Il lymph nodes is important in breast
cancer classification. The Danish
Breast Cancer Cooperative Group
(DBCG). Eur J Cancer. 28A pp.1415-8.

Baslaim MM, Al Malik OA, Al-Sobhi
SS, lbrahim E, Ezzat A, Ajarim D,
Tulbah A, Chaudhary MA and Sorbris
RA. Decreased axillary lymph node
retrieval in patients after neoadjuvant
chemotherapy. The American journal
of surgery, 2002, 184(4); 299-301.

Belanger J, Soucy G, Sideris L et al.
(2008) Neoadjuvant chemotherapy
in invasive breast cancer results in a
lower axillary lymph node count. J Am
Coll Surg 206:704-708

Boughey JC, Donohue JH, Jakub JW
et al. (2010) Number of lymph nodes
identified at axillary dissection: effect
of neoadjuvant chemotherapy and
other factors. Cancer .116 pp. 3322—
33209.

Boughey JC, Suman VJ, Mittendorf EA,
Ahrendt GM, Wilke LG, Taback B, Leitch
AM, Kuerer HM, Bowling M, Flippo-
Morton TS, Byrd DR. (2013) Sentinel
lymph node surgery after neoadjuvant
chemotherapy in patients with node-
positive breast cancer: the ACOSOG

721071 (Alliance) clinical trial. JAMA
Oct 9;310(14):1455-6

Boughey JC, Ballman KV, Le-Petross
HT, McCall LM, Mittendorf EA,
Ahrendt GM & Hunt, KK. (2016).
Identification and resection of the
clipped node decreases the false
negative rate of sentinel lymph node
surgery in patients presenting with
node positive breast cancer (TO-
T4, N1-2) who receive neoadjuvant
chemotherapy —results from ACOSOG
721071 (Alliance). Annals of Surgery,
263(4), 802-807.

Cabanes P, Salmon R, Vilcoq J, Durand
J, Fourquet A & Gautier C. (1992).
Value of axillary dissection in addition
to lumpectomy and radiotherapy
in early breast cancer. The Breast
Carcinoma Collaborative Group of
the Institut Curie. Lancet. May 23.
339(8804), pp. 1245-8.

Carter CL, Allen C, Henson DE. (1989).
Relation of tumor size, lymph node
status, and survival in 24,740 breast
cancer cases. Cancer Jan 1. 63(1):181-
7

Chagpar A, Scoggins, C, Martin, R,
Sahoo, S, Carlson D, Laidley A, El-
Eid S, McGlothin T & McMasters, K,
(2007) Factors Determining Adequacy
of Axillary Node Dissection in Breast
Cancer Patients The Breast Journal
Volume 13(3), pp. 233-237

Chatterjee, A & Erban, JK. (2017).
Neoadjuvant therapy for treatment
of breast cancer: the way forward,
or simply a convenient option for
patients? Gland Surgery, 6(1), 119-
124.

De Boer M, van Deurzen CH, van
Dijck JA, Borm G, van Diest P, Adang
E, Nortier J, Rutgers E, Seynaeve C,
Menke-Pluymers M & Bult P. (2009)
Micrometastases or isolated tumor

EANvIKN Xeipoupyikh
Etaipeia Maotou

Hellenic Society of Breast Surgeons

oel. 29

cells and the outcome of breast
cancer. New England Journal of
Medicine, 361(7), pp.653-663.

Erbes T, Orlowska-Volk M, zur
Hausen A, Ricker G, Mayer S, Voigt,
M, Farthmann J, Iborra S, Hirschfeld
M, Meyer PT and Gitsch G (2014).
Neoadjuvant chemotherapy in breast
cancer significantly reduces number
of yielded lymph nodes by axillary
dissection. BMC cancer 14(1), p.4.

Fisher B, Bauer M, Wickerham D,
Redmond C, Fisher E, Cruz A, Foster R,
Gardner B, Lerner H, Margolese R &
Poisson R. (1983). Relation of number
of positive axillary nodes to the
prognosis of patients with primary
breast cancer. An NSABP update.
Cancer, Nov 1;52(9), pp. 1551-7.

Fitzgibbons P, Page D, Weaver D,
et al. (2000) Prognostic factors in
breast cancer, College of American
Pathologists consensus statement
Arch Pathol Lab Med. 124, pp. 96678

Galimberti V, Cole BF, Zurrida S, et al.
(2011) Update of International Breast
Cancer Study Group Trial 23-01 to
compare axillary dissection versus
no axillary dissection in patients with
clinically node negative breast cancer
and micrometastases in the sentinel
node. Cancer Res 71 p. 102s

Hennessy BT, Hortobagyi GN, Rouzier
R, et al. (2005). Outcome after
pathologic complete eradication of
cytologically proven breast cancer
axillary node metastases following
primary chemotherapy. J Clin Oncol.
23(36):9304-9311.

Hozo SP, Djulbegovic B & Hozo, (2005)
I. Estimating the mean and variance
from the median, range, and the size
of a sample. BMC medical research
methodology, 5(1), p.13.



EAANVIKN Xelpoupyikn
Etaipeia Maotou

Hellenic Society of Breast Surgeons

o€eA. 30 . =

Kiricuta C & Tausch J (1992). A
mathematical model of axillary
lymph node involvement based on
1446 complete axillary dissections
in patients with breast carcinoma.
Cancer 69(10), pp2496-2501.

Krag D, Anderson S, Julian T, Krag,
Brown A, Harlow S, Costantino J,
Ashikaga T, Weaver D, Mamounas E,
Jalovec L. & Frazier T. (2010). Sentinel-
lymph-node resection compared with
conventional axillary-lymph-node
dissection in clinically node-negative
patients with breast cancer: overall
survival findings from the NSABP B-32
randomised phase 3 trial. The Lancet
Oncology, 11(10), pp.927-933.

Lee MC, Plews R, Rawal B, Kiluk JV,
Loftus L & Laronga C, (2012). Factors
affecting lymph node yield in patients
undergoing axillary node dissection
for primary breast cancer: a single-
institution review. Annals of surgical
oncology, 19(6), pp.1818-1824.

Mathiesen O, Carl J, Bonderup O, et
al. Axillary sampling and the risk of
erroneous staging of breast cancer
(1990) An analysis of 960 consecutive
patients. Acta Oncol 29:721-5.

McCready D, Hortobagyi G, Kau S,
Smith T, Buzdar A & Balch C. (1989).
The prognostic significance of lymph
node metastases after preoperative
chemotherapy for locally advanced
breast cancer. Arch Surg. Jan. 124(1),
pp. 21-5.

Mieog JSD, van der Hage JA, van
de Velde CJH (2007). Neoadjuvant
chemotherapy for operable breast
cancer. BrJ Surg. 94: 1189-200.

Moher D, Liberati A, Tetzlaff J, Altman
DG, The PRISMA Group. Preferred
Reporting Items for Systematic Reviews
and Meta-Analyses: The PRISMA
Statement. BMJ. 2009; 339:b2535.

"NEAEXEm

TEYXOZ 12

Naumann DN & Sintler, M. (2013) The
surgeon as the most important factor
in lymph node harvest during axillary
clearance. Anticancer research, 33(9),
pp.3935-3939.

Neuman H, Carey LA, Ollila DW
et al. (2006). Axillary lymph node
count is lower after neoadjuvant
chemotherapy. Am J Surg 191:827-
829.

Newman LA, Pernick NL, Adsay V et al.
Histopathologic evidence of tumour
regression in the axillary lymph nodes
of patients treated with preoperative
chemotherapy correlates with breast
cancer outcome. Ann. Surg. Oncol.
2003; 10; 734-739

Petrik D, McCready D, Sawka C & Goel
V. (2002) Association between extent
of axillary lymph node dissection and
patient, tumour, surgeon and hospital
factors in patients with early breast
cancer. Journal of Surgical Oncology
82; 84-90.

Pinder SE, Provenzano E, Earl H and
Ellis 10. (2007) Laboratory handling
and histology reporting of breast
specimens from patients who have
received neoadjuvant chemotherapy.
Histopathology. 50, pp. 409-417.

Ramadan R, Hamed Y, El-Sheredy H,
& Maghraby H. (2015) How much
is the axillary nodal status in breast
cancer affected by neoadjuvant
chemotherapy? An Alexandria
medical research institute hospital
experience. Egyptian Journal Surgery
34 pp. 94-96.

Schaapveld M, Otter R, de Vries E,
Fidler V, Grond J. van der Graaf W,
de Vogel P. & Willemse P. (2004)
Variability in axillary lymph node
dissection for breast cancer. Journal
of surgical oncology. 87(1);4-12.

Sola M, Alberro J, Fraile WM,
Santesteban P, Ramos M, Fabregas
R., Moral A, Ballester B. & Vidal S.
(2013) Complete axillary lymph node
dissection versus clinical follow-
up in breast cancer patients with
sentinel node micrometastasis: final
results from the multicenter clinical
trial AATRM 048/13/2000. Annals of
surgical oncology, 20(1), pp.120-127.

Saha S, Lewis L, Samlalsingh
S & Snooks S. The impact of
neoadjuvant therapy in early and
locally advanced breast cancer on
axillary lymph node yield. PROSPERO
2015:CRD42015025146 Available
from http://www.crd.york.ac.uk/
PROSPERO_REBRANDING/display_
record.asp?ID=CRD42015025146

Sosa J, Diener-West M, Gusev Y, et al.
(1998). Association between extent
of axillary lymph node dissection and
survival in patients with stage | breast
cancer. Ann Surg Oncol. 5, pp. 140-9.

Sneige N, Kemp B, Pusztai L,
Asmar L & Hortobagyi, GN (2001).
Chemotherapy-induced histologic
changes in mastectomy specimens
and their potential significance. The
Breast, 10(6), pp.492-500.

Teshome, M & Hunt, K. (2014).
Neoadjuvant therapy in the treatment
of breast cancer. Surgical Oncology
Clinics of North America, 23(3), 505—
523.

Rudenstam C, Zahrieh D, Forbes
J, Crivellari D, Holmberg S, Rey P,
Dent D, Campbell |, Bernhard J, Price
K, Castiglione-Gertsch M, Goldhirsch
A, Gelber R & Coates A. (2006).
Randomized trial comparing axillary
clearance versus no axillary clearance in
older patients with breast cancer: first
results of International Breast Cancer
Study Group Trial 10-93. International
Breast Cancer Study Group, J Clin Oncol.
Jan 20; 24(3), pp. 337-44.



TEYXOZ 12

"NEAexem €

Straver ME, Rutgers EJ, Oldenburg HS,
Wesseling J, Linn SC, Russell NS and
Peeters MJTV. (2009) Accurate axillary
lymph node dissection is feasible
after neoadjuvant chemotherapy. The
American Journal of Surgery, 198(1),
pp.46-50.

Wilking N, Rutqvist L, Carstensen J,
Mattsson A & Skwg L. (1992) Prognostic
Significance of Axillary Nodal Status in
Primary Breast Cancer in Relation to
the Number of Resected Nodes. Acta
Oncologica, 1992; 31(1), pp. 29-35.

Unal B, Polat A, Andacoglu O,
Bonaventura M, Gur S & Soran A
(2011).  Clinical and pathological
features associated with removal of
fewer than 10 lymph nodes in axillary
lymph node dissection for breast
cancer. ) Breast Health 7(4)221-226.

Uyan M, Koca B, Yuruker S. & Ozen
N, (2016) Effect of Neoadjuvant
Chemotherapy on Axillary Lymph
Node Positivity and Numbers in
Breast Cancer Cases. Asian Pacific
Journal of Cancer Prevention, 17(3),

EANvIKN Xeipoupyikh
Etaipeia Maotou

Hellenic Society of Breast Surgeons

oeh. 31

pp.1181-1185.

Veronesi U, Luini A, Galimberti V,
Marchini S, Sacchini V & Rilke F.
(1990). Extent of metastatic axillary
involvement in 1446 cases of breast
cancer. Eur J Surg Oncol. Apr. 16(2),
pp. 127-33.

VonelmE, Altman DG, Egger M, Pocock
SJ, Gotzsche PC, Vandenbrouche JP,
Initiative S (2007) The strengthening
the reporting of observational studies.
Lancet 370(9596): 1453-1457.



EMNVIKN XeIpoupyikn - TA THx
oeh. 32 Etaipeia Mactou N EAEXEM TEYXOE 12

Hellenic Society of Breast

A EndoPredict

Mia E€¢€taon - Tpelg AMavtACELG

Avwtepn NMpoyvwoTtikn Ikavétnta

‘Epmota E¢atopikeupéva
AnoteAéopata

* H povadikn mpoyvwoTIKn €€Taon MOV UMOPEL va amavTrioEl
- av n aoBevig oag UMopEl va amo@UyYel Ue ao@ANELa TN XNUEOBepareia
- 1000 Ba lval To OeAOC amd TN Xopryynon xnUeloBepareiag
- av n aoBevrc oac pmopel va Slakdel TNV evOOKPIVIKY Bepareia e acpaAela

HETA TA 5 €TN

o H peyalutepn «aAnBivr» opdda xaunAou Kiveuvou yia TNV ac@ain Jeiwon TnG
XnNUEoBepaneiag
- TIEPLOOOTEPO Ao TO 70% Twv a0Bevwv pe apvnTika SinBnuévous Aeppadéveg (NO)

+ €W¢ 30% pe 1-3 SinBnuévoug Aepadévec
« Tovidlakn e&€taon 2n¢ YeVeAC Yo avwTePN TTPOYVWOTIKH SUvaun

* Movadikda emAeypéva yovidia yia tnv akpifn a&lohdéynon tou Kivoivou TN MPwIUNG Kal TNG
QTTOPOKPUOMEVNG UTTOTPOTIAG

o Melétec 0pBd oxedlaopéveg pe otabepd Sedopéva tou emmédou TG TIUAG Staxwplopou (cut off)
OANG KAl TWV OTOLXEIWY TWV EUMAEKOUEVWV ACOEVWY OTIG ETMIAEYUEVEG KOOPTEG

o ATt anotéeopa Kivduvou (xaunAou rj upnAou)

« Taxeia amoteAéopata o€ 2 NUEPEC OTAV EKTEAEITAL OF
TOTTIKA EpyaoTApLa

To NICE Tou Hvwpévou BaciAsiov
ouotnvel to EndoPredict

H aflohoynon katédeife ot to EndoPredict sival
KAIVIKA QITOTEAECHATIKS KAl OIKOVOUIKA ArmoSOTIKO

Avapéveral Zovropa otnv HAektpovikn Zuvtayoypagnon tov E.O.ILY.Y.

ArmokeloTiki AvTimpdownog yia iy ENMada, Ty Kimpo, Tnv ZepBia kat GAeg xwpeg

Gene Analysis

i, Myriad Genetics GmbH
E E Matpiapyou Mpnyopiou E'2 Y Leutschenbachstrasse 95
G N 56123, Oscoalovikn .. r I a 8050 Zurich
: info@geneanalysis.eu o. ° ®  switzerland
On0|y5|s +302311211686 :. WH EN DECISIONS MATTER www.myriadgenetics.eu

www.geneanalysis.eu N www.endopredict.eu

Myriad, the Myriad logo, EndoPredict, and the EndoPredict logo are either trademarks or registered trademarks of Myriad Genetics, Inc. and its subsidiaries in the United States
and other jurisdictions. ©2020 Myriad Genetics GmbH. Not for distribution in the US.
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~ H Em\oyr cov
10 MéAAOV TNG'>3

MNa yuvaikeg ye HER2+ eBC kai uttoAeimmépevn
0INBNTIKA VOO0 PETA aTTd EloaywWYIKr BepaTTeia

METAMOP®QzH TOY
OEPAINEYTIKOY AATOPIOMOY
2TON HER2+ eBC'?

Kadcula

ado-trastuzumab emtansing

AIAANYMA 20mg/ml I'A ENAO®PAEBIA EFXYZH

METAMOP®QNEI TH ZTIrMH

BIBAIOTPA®IA NEA GEPANEYTIKH ENAEIZH

1. von Minckwitz G, Huang CS, Mano MS, et al; KATHERINE Investigators. Trastuzumab To Kadcyla, wg povoBeparreia, evOeikvuTal yia TNV ETTIKOUPIKI
emtansine for residual invasive HER2-positive breast cancer. N Engl J Med. Beparreia evnAikwy aoBevidv pe HER2-B€TIKG TTPWIHO Kapkivou Tou
2019;380(7):617-628. 2. KADCYLA MepiAnyn twv XapaktmpioTiKwy Tou MNpoiévtog 3. NCCN HaaToU, Ol OTToioI £XOUV UTTOAEITTOpEVN BINONTIKH vOCO0, OTO HaOTO Kal
Clinical Practice Guidelines in Oncology (NCCN Guidelines). Breast cancer, version 1.2020 /A oToug Aepadéveg, PETG atTd TIPO-EYXEIPNTIKA Baciouévn o€ Tagavn

kal HER2-oToxeupévn Bepatreia?
eBC: mpwiyog kapkivog paoTtou; HER2+: BeTIké yia Tov utrodoyéa 2 Tou avepwiTivou
£MOEPHIKOU augnTIKOU TTapdyovTa
ROCHE (Hellas) A.E.
i . . 5 Alapavag 4 & Aehpwv 151 25 Mapoual, ATTIKN
BonBiioTe va Yivouv Ta pApHaKa TTI0 ag@aAr Kai TnA.: 210 6166100, fax: 210 6166159

AVaQEpETE: email: hellas.medinfo@roche.com
OAEZ Tig avemBUpnTeg evepyeles via EAGSa 800 111 93 00 (SwpedV YpapUK ETTIKOIVWVIAG)
OAA 10 QapuaKa

KoTrpog 800 92 668 (Swped : i
SupTAnptvovtag v «KITPINH KAPTA» uTpos (Bwpedv ypappn emkoIvwviag)

KADCYLA-BC-03-012020
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Kadcyla 100 mg kovig yia TTukvé didAupa yia TTapaockeur) SiaAiparog wpog
€yxuon.

Kadcyla 160 mg kévig yia TTukvé SidAupa yia Tapackeun] SioAUpaTog Tpog
gyxuon.

Kévig yia mmukvo didAupa yia TTapackeun SIaAlpaTog TTPog €yxuon. AEukr €wg
uttoAeukn Auo@idotroinuévn kévig. TMoloTIKA Kai TroooTik) oUvleon: Kadcyla
100 mg kovig yia Tukvo SidAupa yia mapaokeur SiaAUuarog mpog £yxuorn:
‘Eva @IaAidio kOVEWG yIa TTUKVO dIdAuPa yia TTapackeur SIaAUUATOG TTPOG £yXuon
TepiExel 100 mg TpacToudoupduTing epTacivng. Metd tnv avacuoTaon, éva
@laAidio SiaAupatog 5 mL mepiéxel 20 mg/mL TpacTouoUPAUTING euTavaivng (BA.
Trapdypago 6.6). Kadcyla 160 mg ko6vig yia mukvo SidAupa yia Tapaokeun
SiaAuparog mpog éyxuon: ‘Eva ¢@ialidio kévewg yia TTukve Sidhupa yia
Trapaokeur] SIaAUPATOG TIPOG  €yxuon Trepiéxel 160 mg TPACTOUZOUPANTING
epTaoivng. Metd Tnv avacUoTtaon éva @iaAidio diaAupaTog 8 mL mrepiéxel 20 mg/mL
TpaoTouloupdpTing eptavoivng (BA. Tapdypago 6.6). H TpacTtouloupdutin
eutavoivn  eival éva OUZEUYPEVO  QVTIOWHA-QAPUAKO, TO OTIOI0  TTEPIEXE!
TPACTOUJOUNANTIN, éva e§avBpwTToTToINUEVO HOVOKAWVIKG avTiowpa 1gG1, To
oTT0i0 TTaPAYETaAl aTrd KAANEPYEIQ KUTTAPIKOU evaiwpripatog BnAacTikoU (woBnkn
KIVEQIKOU KPIKNTOU), OMOIOTIOAIKG ouvdedepévo pe 1o DM1, évav avaoToAéa
HIKPOOWANVioKwy, péow Tou oTaBepol  BeloaiBepikol  ouvdétn  MCC
(4-[N-maleimidomethyl] cyclohexane-1-carboxylate). Na Tov WAApN KardAoyo Twv
ekdoXwv, BA. Tapdypago 6.1. 4.3 Avrevdeifeig: YmepeuaioBnaoia oT1n dpacTIKn
oucia ) o€ KATToI0 amd Ta €KOOXA TTOU avagépovTal oTnv Trapdypago 6.1. 4.4
Eidikég mposidotroinoeig kal Tpo@uAdelg katd Tn xprnon: [pokeipévou va
BeATIWBET N SuvaTdTNTA EVTOTTIOHOU TWV BIOAOYIKWY POPHAKEUTIKWYV TTPOIGVTWY, N
EUTTOPIKA) ovopacia kal 0 OpIBPOG TTapTidag Tou XOopnyoUHeEVOu TTPoidvTog Ba
TIPETTEl VA KATAYPAPETAI (1) VO SNAWVETAI) EUKPIVWIG OTOV PAKeEAO Tou aaBevoug.
Mpokelpévou va amogeuxBei n AavBaouévn Xopriynon QapuakeuTIkoU TTPoidvTog,
€ival onUavTiKd va eAEYEETE TIG ETIKETEG TOU PIaNIDioU yia va dlac@alioeTe 6T TO
PAPUOKEUTIKO TTPOIGV TTOU TTapackeuddetal kal xopnyeitar eivar 1o Kadcyla
(TpaoTouloupduTtrn  eptavaivn) kar Ox1 1o Herceptin  (TpaoTOUJOUPANTIN).
OpopBorrevia: OpopPoTrevia, i PEIWPEVOG apIBUOG alpoTTETOAIWY, avapépdnke
Ouxva PE TNV TPACTOUOUPAUTIN €uTavVOivn Kal ATAV n TTO OUXVH QVETTIBUPNTN
evépyela, n omoia odnyouoe oe SiakoT) TNG Bepareiag, peiwon Tng doong, Kai
TIpoowpivr) dlakoT TG ddong (BA. Tapdypago 4.8). TG KAIVIKEG WEAETEG, n
ouxvéTnTa Kai n coBapdtnta TnG BpopBoTreviag ATav uwnAdTePEG aTOUG ACIATEG
aoBeveig (BA. Tapdypago 4.8). ZuvioTdral n TapakoAoubnon Tou apiBpol Twv
QIMOTTETANIWY TTPIV OTTO TN Xopriynon kaBe d6ong TpacToU{OUNAUTING EUTAVOIVNG.
O1 aoBeveig ue BpopBotevia (< 100.000/mm?) kal oI AoBEVEIG UTTG AVTITINKTIKN
Bepatreia (T1.X. Bap@apivn, nTapivn, nmapiveg xapnAou popiakou Bdpoug) Ba
TIpémel va  TrapakoAouBouvtal OoTeEVA Katd Tn Oidpkela Tng Beparreiag pe
TPACTOUZOUNANTIN ePTavaivn. H TpaoTouloudduTIn epTavaivn Sev éxel ueheTnOei o
aoBeveig pe apiBpd aipometaAiwv < 100.000/mm?® TpIiv o6 TNV €vapgn g
Bepartreiag. X TEPITTTWON PEIWPEVOU apIBUOU alpoTTETOAIWY o€ 3% 1 peyaAUTeEpou
BaBuou (< 50.000/mm?3), un xopnynoeTe TPACTOUJOUPGUTIN EPTAvVaivn PEXPI va
emmavéNBel o apiBudg Twv aigomeTaliwv ge 1% BaBpol (= 75.000/mm?®) (BA.
TTapdypagpo 4.2). Aipyoppayia:  MNePITTTWOEIG AIHOPPAYIKWY CUMPBAPATWY,
oupTTEPIAAUBAVOUEVNG TNG QIMOPPAYIOG GTO KEVTPIKG VEUPIKO, TO AVATTIVEUCTIKS Kal
TO YOO TPEVTEPIKO OUCTNHA, £XOUV AVOPEPBOET KATA TN BepaTTeia he TPOOTOUJOUPAUTIN
epTavaivn. Opiopéva ammd autd Ta aIJOPPAYIKG CUPBANATA EiXaV WG aTTOTEAEOUA
BavaTneopeg eKBACEIG. Z€ OPICUEVEG ATTO TIG TTEPITITWAEIG TTOU TTaPATNPABNKAY, oI
aoBeveig eixav BpopBoTrevia, | Adupavav £TioNg AVTITINKTIKA A avTIQIMOTIETOAIAKY
Bepateia’ oe AAEG TIEPITITWOEIG SEV UTTAPXAV YVWOTO! EMITTPOOBETOI TTAPAYOVTESG
KIVOUvou. XpNnGOIYOTIOINOTE PE TTPOCOXH AUTOUG TOUG TIAPAYOVTEG Kal EEETAOTE TO
evOeXOpEVO ETTITTPOOBETNG TTapakoAouBnong, 6tav n Tautdxpovn Xprnon Eeivai
1aTpIKG atmapaitntn. Hmarorodikérnra: HmaToTogIKATNTA, KUPIWG UTTO TN HoPen
OQOUNTITWHATIKWY  QUEACEWV  OTIG OUYKEVTPWOEIG TWV TPAVOOUIVACWY 0poy
(Tpavoauivacaipio 1°°-4° BaBuoul), €xel TapatnpenBei katd Tn didpkela TNG
Bepartreiag pe TPAOTOULOUPANTIN EPTAVOiVN O€ KAIVIKEG HEAETEG (BA. TTapdypago 4.8).
O augnoeIg OTIG TPAVOOMIVACEG ATAV YEVIKE TTAPOSIKEG pe PEyIoTn algnon Tnv
nuépa 8 PeTd TN Xopriynon Tng Beparreiag kai emakdAoudn emmavodo oe 1° Babuou
f HIKPOTEPOU TIPIV TOV €TOHEVO KUKAo. ‘Exel emmiong mapatnpnBei abpoioTikr
£TTIOPAON OTIG TPAVOAUIVATES (TO TTOCOOTO QOBEVWV PE UN QUTIOAOYIKEG TIHEG ALT/
AST 1ou - 20u BaBpou augdavetal pe Toug SiadoxikoUg KUkAoug). O1 aaBeveig e
augnuéva emiTeda Tpavoapivaowy BeATiBnkav oe 1ou Babuol A guoiohoyika
emiTeda, eviog 30 nuepwyv atrd TNV TeAeuTaia 560N TPACTOUJOUNANTING EUTAVOIVNG,
oTnV TAEIOYN@ia Twy TEPITTWOEWV (BAETTE TrTapdypago 4.8). ‘Exouv TapatnpnBei
ooBapég diatapaxég Tou ATTATOG Kal Twv XoAn@dpwyv, cupTtrepiAapBavopévng Tng
o{wdoug avayevvnTikAg utreptTrAaciag (NRH) Tou Amatog kai opiopéveg pe
Bavatneodpa ékBaan, Adyw @apuakoeTTayduevng NTraTikAg BAGRNG, oe aobeveig
uttd Bepartreia Pe TPAOTOUZOUPANTIN gpTavaivn. O1 TTapaTnpnBEioeg TEPITITWOEIG
eVvOEXETOl va  TTEPIETTAGKNOAV QTG  OUVVOONPOTNTEG  Kal/fj  OUyXOopnyoUueva
PAPHOKEUTIKA TTPOIOVTA, PE YVWOTH NTTaTtoTogikA dpdaon. H nmaTiki Acitoupyia Ba
TIPETTEI VO TTapaKoAoUBEiTal TTpIV aTrd TV évapgn Tng BepaTreiag Kal TNV K&Be doon.
Or1 aoBeveig pe augnuéveg Tipég NG ALT katd évapgn (T.X. ASyw nmmamkwv
HETAOTAOEWYV) €VOEXETAl va eu@avifouv TpodidBeon yia nmaTiky BAGBN pe
upnASTEPO KivOuvo eupaviong nrraTtikod oupPavrog 3ou-50u Babuou ) augnuéveg
TIpéG aTov EAeyxo NTTATIKAG AsiToupyiag. O1 peloeig i n diakoTrA TNg d6ang Adyw
auénuévwy  ETTTEdWY  Tpavoopivacwy  Kal  OAIKAG  xoAepuBpivng  opou
TTpoadiopidovtal TNV TapAypa®o 4.2. 'EXouv EVTOTTIOTE TEPITITWOEIG 0{WOOUG
avayevvnTikig utreptrAaaiog (NRH) Tou Ammarog amd Bioyieg ATTaTog oe aoBeveig
Trou €AaBav Beparreia pe TpacTouloupduTn eptavoivn. H NRH eival pia otrévia
TTaBoAoyIKA KATAoTAON TOU ATIOTOG, N OTToia XapaKTNPiZeTal atrd didxuTn KaAoron
e€ahhayfy Tou nmaTikoU TTapeyxUPaTtog o€ pIkpd avayevvnTikd ogidia. H NRH
eVOEXETAI va 0BNYNOEI O€ N KIPPWTIKA TTUAaia utréptacn. H didyvwon tng NRH
pTopei va emBeRaiwdei pévo ioTtomaBoloyikd. To evdexdpevo Tng NRH Ba mpéel
va egeTadeTal og OAOUG TOUG ACBEVEIG JE KAIVIKG CUUTITWHATA TTUAQiag uTrépTacng
KaI/fj onueiwv TUTTOU Kippwaong oTnv agovikf Topoypagia (CT) ATatog ald e
PUOIOAOYIKG ETTITTEDA TPAVOAUIVAOWY Kal XWwpig GAAEG ekdNAWOTEIG Kippwong. MeTa
n didyvwon g NRH, n Bepatreia pe TpacToudoupdiuTmn ePTavaivn TIPETTEN va
SiakoTrTeTal opIoTiKG. H TpacTtououpduTtn eptavoivn Oev éxel YEAETNOei o€
aoBeveig pe Tpavoapivaoeg opol > 2,5 x ULN rfj oAk xoAepuBpivn > 1.5 x ULN
TPIV atré TNV évapgn Tng Bepatreiag. H Bepatreia Ba el va SIAKOTITETAI OPICTIKA
ot aoBeveig pe Tpavoapivdoeg opol > 3 x ULN kai Tautdxpova OAKA

X0AepuBpivn > 2 x ULN. H Bepatreia aoBevwv e ntratikr) ducAeiroupyia Ba TrpéTel
va yivetal e mpoooxr (BAéme Trapaypdgoug 4.2 kai 5.2). Neuporodikérnra:
Mepipepikny veupoTraBeia, kupiwg 1° BaBuol kal wg eTTi To TTAEioToV aioBNnTIKN, £XEl
ava@epBei OTIG KAIVIKEG HEAETEG E TNV TPAOTOULOUPAUTIN epTavaivn. O1 aoBeveig e
MKM ka1 2 3°° BaBpoU Trepi@epIkr) veupotraBeia kai ol aoBeveig pe MKM kai 2 2°¢
BaBuou mepipepikn veupotrdBeia katd Tnv évapgn Tng Bepatreiag aTroKAEioTNKAV
atmd TIG KAIVIKEG peAéTEG. H Bepartreia pe TpaoToUlOUPAUTIN epTavVaivn Ba TIPETTEN va
SIOKOTITETAI TIPOOWPIVE OE AOBEVEIG TTOU EPPavi(ouV TTEPIPEPIKNA VEUPOTTABEIa 3%
4% BaBuou, Yéxpl TNV aTrodpopn i BEATIWON TwV CUNTITWHPATWY Ot < 2° Babuou.
O1 aobeveig Ba TTpETTel va TTapakoAouBouvTal KAIVIKG a€ ouvexr Baon yia onueia/
OUMPTITWHATA VEupoTogIKOTNTAG. AuaAsiToupyia apiarepris koiAiag : O1 aoBeveig
utté Bepartreia pe TPACTOUZOUMAUTIN epTavaivn SIaTPEXOUV augnuévo Kivouvo
epaviong duaAeitoupyiag apioTePRg kolhiag. ‘Exel rapatnpnBei kAdopa ewonong
apioTepng Kolhiag (LVEF) < 40% og aoBeveig utrd Bepartreia Pe TpacTOUJOUNGUTIN
EPTAVOIVN, KOI ETTOPEVWG, UTTAPXE! TNBAVOG KivOUVOG CUMTITWHATIKAG CUP®OPNTIKAG
kapdiakrig averrdpkeiag (CHF) (BA. mapdaypago 4.8). Or yevikoi TTapAyovTeg
KIvOUvou yia éva Kapdiakd cUpBapa Kal EKEIVOI TTOU EVTOTTIOONKAV OTIG HEAETEG TNG
ETMIKOUPIKAG  Bepareiog Tou KaPkivou TOU paOTOU ME  TPAGTOUZOUMAUTIN
mepiAapBavouv TTpoxwpnuévn nAikia (>50 eTwv), xapnAég Tipég LVEF (<55%) kata
TV apXIKf HETpNon, XaunAda etrimeda LVEF Trpiv fj peTéd Tn Xprion TakAITagéAng oto
TAQioI0  TNG €TIKOUPIKAG Bepateiag, TponyoUuevn 1f  Tautdxpovn XpAon
QVTIUTIEPTOOIKWY  PAPPOKEUTIKWY  TTPOIOVIWY, TIponyouuevn  Bepatreia e
avBpakukAivn kal uwnAod Agiktn Zwyatikig Madag (BMI) (> 25 kg/m?). Oa Trpéel
Va TTPAyUOTOTIoINB0UV TUTTIKEG EGETATEIG KAPDIOKAG AEITOUpPYiag (UTTEPNXOYPAPNUT
kapdidg 1 padioicotoikA kolkioypagia (cdpwon MUGA)) Tpiv até Tnv évapgn
TNG BepaTTeiag Kal ETTIONG O€ TAKTA XPOVIKG JIaoTAATA (T1.X. KAOE TPEIG MAVES) KATA
T didpkeia TG Beparreiag. H xopriynon tng ddong Ba Trpémel va kaBuoTeprioel fi Ba
TpéTel va SlakoTiei n Bepatreia, £pdOOV KpiveTal ATTOPAITNTO, OF TIEPITITWOEIG
SuaAeiroupyiag apioTeprg KolAiag (BA. TTapdypago 4.2). TG KAIVIKEG JEAETEG, Ol
aoBeveig eixav LVEF 2 50% kard tnv apxiki pétpnon. O acBeveig e 10TOpIKO
oupopnTIKAG Kapdiakrg avemdpkeiag (CHF), coBaprg kapdiakng appubpiag yia
TNV QVTIPETWTTION TG OToiag oTraiTeital Bgpartreia, I0TOPIKG EUPPAYUATOG TOU
Huokapdiou i acTaBolg oTnBAyxnNg €vidg 6 pnvwv amod Tnv Tuxaiotroinon, f
Tpéxouoa dUOTIVOIO KOTA TNV npepia Adyw  TTpoXwpenuévng  KakorBeiag
atokAgioTnkav amd TIg KAIVIKEG PEAETEG. H xopriynon Tng doong Ba mpéTel va
kabuoTeprioel i Ba TTPETTEl va JIakoTTEl N BepaTreia, OTTWG KPIVETAI OTTAPAITNTO, OF
TIEPITITWOEIG BUOAEITOUpPYiag apioTeprg KolAiag (BA. Trapdypago 4.2). ZupBavria
peiwong Tou LVEF katd >10% atré Tnv apxikr pétpnon kai/ i CHF mapatnperiénkav
oe pia yehétn maparripnong (B039807) aoBevwyv e MKM pe LVEF 40-49% katd
TNV apXIKA PETPNON, UTTO TTpaYHaTIKEG oUVOKeG. H amdépaan yia Tn xopriynon Tng
TpaoTOUdOUPAUTING epTacivng o€ aoBeveig pe MKM pe xaunAd LVEF Ba mrpémel va
AapBaveral poévo PETE atmd TTPOOEKTIKY agloAdynon Tng axéong opéAoug KIvEUvou
Kai n kapdiakr Asitoupyia Ba TIPETTEl va TTapakoAouBeital oTevd o€ autoug Toug
aoBeveig (BA. Tapdypago 4.8). Mveupovikn To§ikoTnTa: ZTIG KAIVIKEG HEAETEG ME
TPAOTOUOUPAUTIN  epTavaivn  €Xouv  ava@epBei  TTEPIOTATIKG  dIGPEONG
TveupovoTiddeiag (ILD), ouptrepidapBavopévng NG TIVEUHOVITIDAG, OpIopéva €K
TwWv oToiwv odrynoav ot oUVOPOUO OEIOG QvVATIVEUOTIKAG OJUOXEPEIDG 1
Bavatnedpa ékBaon (BA. Tapdypago 4.8). Ta onueia Kol TA CUPTITWHATA
TepIAapBavouv dUoTvola, BAXa, KOTTWON Kal TIVEUHOVIKEG SINBROEIS. ZuvIoTATal N
OpIOTIKA BIaKOTIY TNG Bepateiag pe TPAcTOU{OUNEUTIN euTavoivn o€ acBeveig, ol
oTroiol £xouv dlayvwoTei Je diGpeon TrveupovottdBeia (ILD) A Trveupovitida, e Tnv
€€aipEdN TNG OKTIVIKAG TIVEUPOVITIBAG, OTO TTAQICIO TNG ETMIKOUPIKAG Bepatreiog,
610U N TPACTOUJOUHAUTIN euTavaivn Ba TIPETTEN va DIOKOTITETAI OPIOTIKG yia = 3¢
BaBuou ny yia 2° BaBuou TTou dev avratrokpivetal og kabiepwpévn Bgpartreia (BA.
Tapdypago 4.2). AcBeveig pe dUOTIVoIa KATE TNV nPepia, n otmoia o@eileTal o€
ETMTTAOKEG TTPOXWPENHEVNG KOKOABEIG, OUVVOONPOTNTEG Kal Ol oTToiol AapuBdvouv
TaUTOXpOVN Bepartreia pe akTIVOBOAI OTOUG TTVEUHOVEG WTTOPEI VO dlOTPEXOUV
augnuévo KivOUVO TIVEUPOVIKWY OUMBAUATWY. ZXETI(ONEVES pE TNV €yxuon
avridpdosig: H Bepameio ye TpacTOU{OUPGUTIN epTavaivn dev £xel peAETNOEI o€
aoBeveig, ol oroiol £xouv  JIOKOWEl OPIOTIKA TNV TPOOTOUJOUPAUTIN Adyw
oxengdpevwy pe TNV €yxuon avridpdoswv (IRR). H Bepatreia dev ouvioTdral yr’
auTtoug Toug aoBeveig. O1 aoBeveig Ba TTPéTTel va TTapakoAouBolvTal OTeEVd yia
OXETICOMEVEG WE TNV €yXuon avTIdPAoelg, €18IKA KaTd Tn JIAPKEIQ TNG TTPWTNG
€yxuong. 'Exouv avapepBei oxeTICOEVEG PE TNV €yXuon avTidpdoelg (e§aitiag Tng
aTrEAEUBEPWONG KUTTAPOKIVWIV), Ol OTTOIEG XapakTnpifovTal aTrd €va i TTEPICOOTEPT
amd Ta akdélouba cupTTwpata: e€dyelg, piyn, TUpegia, duoTtvola, uTréTAON,
OUpPIYHO, BPOYXOOTIAOHO KAl TOXUKOPDIA. Z€ YEVIKEG YPAUMES, TO CUUTITWHATA QUTA
Sev fTav ocoBapd (BA. Tapdypago 4.8). ZToug TrEPICOATEPOUG QOBEVEiG, Ol
avTIOPACEIG AUTEG UTTOXWPNOAV HECT OE PEPIKEG WPEG EWG i NUEPA PETA aTTd TNV
olokAfpwon Tng éyxuong. H Bepareia Ba Tpémel va diakoTrei 0t aoBeveig pe
ooBapry oxenfduevn pe v €yxuon avrtidpaon (IRR) péxpr Tnv ammodpopr Twv
OnUEIWV Kal Twv CUPTITWPATWY. H e&étaon Tou evdexouévou eTTavabepartreiag Ba
TpéTel va BacifeTal oTnv KAIVIKA €kTiunon Tng coBapdtntag Tng avridpaong. H
Bepatreia TPETTEl va DIOKOTIET OPIOTIKA OF TTEPITITWON ATTEIANTIKAG yia TN {wh
oxengduevng pe TNV éyxuon avtidpaon (BA. mapdypago 4.2). Avridpdosis
umrepeuaiobnaiag: H Bepatreia e TPaoTOUOUPANTIN EPTAVOivn OEV EXEl HEAETNOET
oe aoBeveig, o1 oTroiol €xouv OIOKOWEI OPICTIKA TNV TPAOTOUJOUPAUTIN Adyw
utrepevaiodbnoiag. H Bepateia pe TpaoTouloUPduTIn euTavoivn dev ouvioTdTal yi’
autoUg Toug aoBeveic. O aoBeveig Ba TPéTel va TTapakoAouBouvTal aTevd yia
uTTEPEUaITONTIa/aAAEPYIKEG AVTIOPATEIG, O OTTOIEG UTTOPET VO EKBNAWVOVTAI KAIVIKG
pe Tov idlo TPOTO Pe T OoXeTICOPEVN He TNV €yxuon avridpaon (IRR). ZoBapég,
AVOQUAOKTIKEG avTISPACEIG €XOuv TTapaTnPnBei OTIG KAIVIKEG MEAETEG pE TNV
TPAOTOUOUNAUTIN epTavaivn. Oa Tpémel va eival dlabéoiya yia Gueon XprRon
PAPUAKEUTIKA TTPOIOVTA YIO TNV AVTIMETWITION QUTWY TWV GVTIOPACEWY, KaBWG Kal
€EOTTNIONOG  QVTIUETWTTIONG ETTEIYOUCAG AVAYKNG. Z€ TIEPITITWON TIPAYMATIKAG
avTidpaong utrepeuaiobnaiag (oTnv oTroia n coBapdTNTa TG AVTIdPACNG AugaveTal
HE TIG £TTOPEVEG €YXUOEIG), N BepaTTeia PE TNV TPAGTOULOUPATIN EPTAVTIVN TTPETTEI
va SiakoTTEl OpIoTIKG. MMepIEKTIKOTNTA vaTpiou oTa ékSoxa: To APUAKEUTIKO QUTO
Tpoidv TepiExel Aiydtepo amd 1 mmol varpiou (23 mg) avd doon, dnAadn
0UOIaoTIKG €ival «eAelBepo vaTpiou». 4.8 AveTriBUUNTEG EVEPYEIEG: ZUVOW TOU
mpoiA aocedAesiag: H ao@dAeia NG TPOAOTOUJOUHANTING EPTAVGIVNG €XEI
aglohoynBei o€ 2.611 aoBeveig Ye KOPKIVO TOU PAOTOU O€ KAIVIKEG PEAETEG. XTOV
OUYKEKPINEVO TTANBUOO aoBevwV: ol ouxvoTepeg OoBapég  avemBUPNTEG
avTidpdoelg gappdakou (ADRs) (> 0.5% Twv aoBevidv) Atav n aigoppayia, n
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Trupegia, n BpopBoTrevia, n SUCTIVOIA, TO KOIANIOKS GAYOG, TO HUOGKEAETIKO GAYOG KAl
0 £UETOG. ® Ol UXVOTEPEG AVETTIBUUNTEG avTIdPAoElG papudkou (ADRS) (225%) pe
TNV TPACTOUJOUNANTIN EUTAVOIVN ATAV N vAUTia, N KOTIWOT, TO MUOCKEAETIKO GAYOG,
n aigoppayia, n kepaAadyia, ol auénuéveg Tpavoauivaoeg n Bpopfotrevia kal n
TIEPIPEPIKT)  VEUPOTTGBEID. H TAclown@ia Twv ave@epBEVIwWY  avemOuunTwy
avTidpdoewv gapudkou (ADRs) rAtav 1 f 2 BaBuol ocofapdtnrag. e ol
OUXVOTEPEG QVETTIBUNTEG avTIOPdoEls gapudkou (ADRs) Babuou = 3 katd NCI-
CTCAE (National Cancer Institute - Common Terminology Criteria for Adverse
Events) (> 2%) ftav n BpouBotrevia, Ta augnuéva TTiTEdA TPAVOAUIVATWY, N
avaiyia, n oudetepotrevia, n kOTwon kai  n  utokoAioupia.  KardAoyog
avemOuunTwyv avridpdoswyv umé popen mivaka: O1 avemBUuunTeg avTIdpAoelg
@apudkou (ADRs) oe 2.611 aoBeveic umé Oepartreia ye TPAGTOULOUMAUTIN
epTavaivn Tapouaiddovtal otov Mivaka 3. Or avemBUPNTEG avTIdPAEOEIG POPUAKOU
(ADR) maparifevial oTn ouvéxela avd katnyopia/opyaviké cuotnua (SOC)
oupewva pe Tn Bdaon dedopévwv MedDRA kai Tig kartnyopieg ouxvotitwy: Ol
KaTNyopieg oUXVOTATWY opifovTal wg TTOAU GUXVEG (2 1/10), ouxvég (= 1/100 wg
< 1/10), éx1 ouxvég (2 1/1.000 éwg < 1/100), otréavieg (= 1/10.000 éwg < 1/1.000),
TTOAU oTrdvieg (< 1/10.000), pn yvwoTég (dev pmmopolv va ekTiunBolv pe Bdon Ta
SiaBéoipa dedopéva). Xe KABe KaTnyopio CUXVOTATWY Kal KaTnyopia/opyavikéd
ouotnua (SOC), ol avemBUPNTEG avTIOPATEIG TTAPOUTIGLovTal PE OEIpd @Bivoucag
ooBapdétntag.  O1 avemBiunTeg avmidpdaoelig gappdkou (ADRs) avagépbnkav
xpnoigotroiwvtag Ta kpitipia NCI-CTCAE vyia Tnv €KTignon Ttng TogIKOTNTAG.
Nivakag 3 KardAoyog utré pop@n TrivaKa TwV aVETIOUUNTWY avTISpAoewv
@appdkou (ADR) o€ agfeveig uTTd Bepatreia P TPAGTOUJOUNGUTIN EUTAVTIVN
og KAIVIKEG BoKIpég

Karnyopia/ MoAU ouxvég Zuxvég Ox1 ouyvég
Opyaviké Z0oTnua
NOIPWEEIG Kal Oupoloipwén
TIOPACITWOEIG
Aiarapayég Tou OpopBotrevia, |Oudetepotevia,
QIPOTTOINTIKOU Avaipia Aeukotrevia
Kol TOU AeJ@IKOU
OUCTAHATOG
Aiatapayég Tou Ymepeuaiobnaia oTo
avoooTIoINTIKOU @apuako
OUOTAPATOG
Alarapayég Tou YTokaAiaiyia
peTaBoAiopoU Kal
g Opéwng
Yuyiatpikég AlTrvia
diatapaxég
Alarapayég Mepipepikn Z&An, Auoyeuaoia,
TOU VEUPIKOU VeUpOTTaBEIQ, Emmpeaopévn pviun
OUCTAKATOG Kegpahahyia
O@pOBahyIkég =npogBaApia,
dlatapaxég Emimrequkimda,
Oaptm 6paon,
Augnpuévn SakpUppoia
Kapdiakég AucAerroupyia
diatapaxég apIoTEPAS KolAiag
Ayyelakég Aipoppayia Yméptaon
diatapaxég
Aiarapayég Tou EmioTtagn, Mveupovitida
QAVATIVEUOTIKOU Brxag, (ILD, Aigpeon
OUOTAPATOG, TOU AuvoTvoia TIVEUPOVOTTGOEIT)
Bwpaka Kal Tou
pecoBwpdkiou
Aiarapayég Tou ZTodarimda, AvoTreyia,
YaoTpevTEPIKOU Aidppoia, QOuhoppayia
OUOTAPATOG ‘Epetog, Nauria,
AuokolNidtnTa,
=npooToyia,
KoiAiaké dAyog
Alarapayég fAmratog | Augnuéveg Augnuévn aAkaAikn HmatoTogikéTnTa,
Kal XoOAn@opwv TPavoauIvaoes | @woardon aipatog, |HTaTkA
augnuévn xohepuBpivn | AVETTAPKEIQ,
aipartog Ofwdng
QavVayEVVNTIKA
utrepTTAaoia,
MuAaia utépTaon
Aiatapayég Tou E&avenua,
OEpPUATOG Kal TOU Kvnoudég, AAwTrekia,
utrod6piou 16ToU Aiarapayn Twv
ovUxwv, Z0vdpouo
TTaAapo-TrEAaTiaiog
£pubpoducaicbnaiag,
Kvidwan
Aiarapayég Tou MuooKeAETIKOG
HUOOKEAETIKOU Tévog,
ouoTApaTog kal Tou |ApBpaAyia,
OUVOETIKOU 10TOU MuaAyia
Ievikég diatapaxég | Komwon, Mepipepikd oidnua, Egayyeiwon otn
Kol kataoTaoelg NG | Mupetia, Piyn Béon Tng éveong
0dou xopriynong EgaoBévion
Kakwozelig, 2XETICOPEVEG HE TNV MveupoviTida
dnAnTtnpidoeig £yxuon avTIdpdoelg atrd akTivoRoAia
Kal ETTITTAOKEG
BepaTTEUTIKWY
XEIPIOUWV

O Mivakag 3 BeiXVel OUYKEVTPWTIKG Oedopéva aTTd Tn OUVOAIKH TTrEpPiodo
Bepateiag oTig peAéTeg MKM (N = 1871 o diduecog apiBudg kKUKAwv Beparreiag
pe TpaaToufoupduTin eptavoivn ATav 10) kai otnv peAétn KATHERINE (N =
740" o diduéoog apIBuog KUKAwY Bepatreiag ATav 14). Mepiypapr) emAsypévwv
avemuunTwy avridpdoswv: GpoupPomevia: OpopBotrevia i PelwPEva ETTITEdA
aigotreTaNiwv avagépbnkav o1o 24,9% Twv aoBeviv oTig KAIVIKEG peAéTeg MKM
HE TNV TPOOTOUJOUPAUTIN EUTAVOIVA Kal ATAV N TTIO OUXVH QVETTIBUPNTN EvEPyeia
TroU 0dnyouaoe ae dlakoTr TG BepaTreiag (2,6%). H BpopBoTrevia avagépbnke aTo
28,5% Twv aoBevwv oTIG KAIVIKEG HEAETEG MTKM pe TNV TPACTOUJOUNANTTN EUTAvVOivn
Kal ATav n o ouxvh avemBuunTn evépyela TTOU ava@épBnke yia GAoUg Toug
BaBpoug kai yia BaBpolg = 3 kal ATav €TTIONG N O CUXVI avemluunTn evépyeia
TToU odnyouae oTn diakoT TNG Bepateiag (4,2%), o€ TTPOOWPIVEG BIAKOTTEG TG
58d6ong, kal og PeIWoEIG TNG doong. H TAsioyngia Twv acBevwv eixe oupBavia
1°v 1 22 BaBpou (= 50.000/mm?), Ye Ta KOTWTOTA ETTTTEST VA ONUEIVOVTAI WG
TNV Nuépa 8 kai yevikd va BeAtiwvovTal e 0% 1) 1% BaBuou (2 75.000/mmd), péxpi
TNV ETTOPEVN TTPOYPAUMATIOUEVN BOOT. ZTIG KAIVIKEG PEAETEG, N OUXVOTNTA Kal N
ogoBapdtnta TNG BpoupoTreviag ATav upnAdTepeg ot AoidTeg aoBeveig. AveapTATwg
QUANG, N ouxvoTNTa EPPAVIONG TwV CUPRAvTwyY 3% 1) 4 BaBuou (< 50.000/mmd)
frav 8,7% oTtoug acBeveig ue MKM Trou éAaBav Bepatreia pe TPAOTOUJOUNANTIN
epTavaivn kal 5,7% oToug aoBeveig pe NMKM. Ma Tig TpoTTotroIRoeig Tng ddong
oTnV TepiTrTwaon Tng BpoppoTreviag, BA. TTapaypdgoug 4.2 kai 4.4. Aipoppayia:
Aigoppayika gupBavra avagépbnkav oTo 34,8% Twv acOevWV OTIG KAIVIKEG HEAETEG
MKM pe TV TpaoTOU{OUPGUTTN EUTAVOIVN KOI ) CUXVOTNTA EPPAVIONG TWV COBAPWYV
QIJOPPAYIKWY CUpPBaudTwy (BaBuol = 3%) Atav 2,2%. Alpoppayikd cupBavia
avagépbnkav o1o 29% Twv acBevwv pe NMKM kal n ouxvoTnTa ERQAavIong copapwyv
aIPOPPAYIKWY £TTEICOdIWYV (BaBuou = 3°) Atav 0,4%, cupmepiAapBavopévou evog
oupBavTog 5% BaBuoU. Ze opIoPEVES ATTO TIG TIEPITITWOEIG TTOU TTApATNPrOnKav, ol
aoBeveig ixav BpoppoTrevia, ) AduBavav eTiong avTITINKTIKNA 1) AVTIAIKOTTETOAIOKA
Bepartreia’ o€ AANEG TTEPITITWOEIG EV UTTAPXAV YVWOTOI ETTITTPOCOETOI TTAPAYOVTEG
KivdUvou. ‘Exouv TapatnpEnBei  TTEPITITWOEIG  QIHOPPAYIKWY  ETTEICOBIWV  HE
Bavarngopa ékBaon 1éao oto MKM éoo kai atov MKM. Auénuéveg tpavoauivdaoss
(AST/ALT): ‘Exel maparnenei avgnon oTa emimeda Twv TPAVOAUIVACWY 0poU
(1°v-4° BaBuou) katd Tn didpKela TNG BepaTreiag HE TPAGTOUZOUNAUTIN EPTAVTivn
o€ KAIVIKEG HEAETEG (BA. TTapdaypago 4.4). Or augnoeig oTIG TpavoapIvaoeg ATav
yevikd Trapodikég. ‘Exel TapatnenBsi aBpoiaTikr £TTidpacn TG TPAoTOU{OUNAUTING
£UTOVOiVNG OTA ETTITTEDQ TWV TPAVOAMIVOOWY, KOI YEVIKG Ta ETTITTEDQ ETTAVEPYOVTAV
pe TN dIOKOTTA TNG Bepatreiag. Augnuéva eTTITTEDD TPAVOAUIVOOWY avagépenkav
010 24,2% Twv aoBevwv ot KAIVIKEG HeAéTeg MKM. Augnuéva emrimeda AST kai
ALT 3% 1} 4°° BaBuoU avagépbnkav o1o 4,2% Kai 2,7% Twv acbeviv pe MKM
avTioTolxa Kal ouvABwg ep@avifoviav oToug TTPWIPOUG KUKAOUG Tng Bepatreiag
(1-6). Augnuéveg Tpavoapivaoeg avepépbnkav oTo 32,4% Twv aoBevwv pe MKM.
Augnpéveg Tpavoapivaoeg 3 kal 4°° Babpou avagépBnkav aTo 1,5% Twv aoBevwv
pe MKM. Ze yevikég ypappég, Ta nTTaTikG cupBavTa Babuou = 3% dev OXETIOTNKAV
pe TTwXn KAvikf ékBaon. Or emakéAouBeg TIPEG TTapakoAouBnong £Teivav va
Sei¢ouv BeAtiwon o€ elpn TTOU ETTETPETIAV TNV TIAPAUOVH TOU a0BeVOUg OTN PEAETN
Kal TN ouvéxion TG AYng TnG uTté pEAETN Bepatreiag otny idia fj o€ pelwpévn
06on. Aev TrapatnperiBnke oxéon avdueoa oTnv €kBeon oTnV TPAGTOUJOUNAUTIN
eutavoivn (AUC), oTn péyioTn OuyKEVTpwaOn TNG TPACTOUZOUPAUTING EUTAVOIVNG
oTov opd (C, ), 0Tn OUVOAK £kBeon oTnv TpaaTouloupaut (AUC), ot C
Tou DM1 kai OTIG QUEAOEIG OTIG TPAVOAUIVATES. Ma TIG TPOTTOTTOINCEIG TNG dOONG
og TEPITTTWON au§nuévwy emTTEdWY Tpavoapivaowy, BA. Trapaypdoug 4.2
Kal 4.4. AugAeiroupyia apioTepric koiAiag: AucAeitoupyia apIoTEPHG KOIAiag
ava@épBnke oTo 2,2% Twv acBeviv pe MKM oe kAivikég peAéteg Tou MKM pe Tnv
TPaoTOUloUNANTIN ePTavaivn. H TTASlown@ia Twv CUPBAVTWY ATAV AOUUTITWHATIKEG
peiwoeg 1°v 4 2° Babpou oto LVEF. ZupBdvta 3 ) 4°° BaBuol avagépbnkav
010 0,4% Twv 00Beviv pe MKM. AucAeitoupyia apioTeprig KOIANIOG PQavioTnKe
0710 3% Twv acBevwv pe MKM, 3% kai 4° BaBuoU o1o 0.5% Twv acBevwy. Ze pia
peAétn apatripnong (B039807), Trepitrou 22% (7 atmé Toug 32) Twv aoBevwv pe
MKM trou §ekivnoav TpactoudoupapTrn egtacivn pe LVEF 40-49% katd tnv apxikr
péTpNON, epgavicav peiwon Tou LVEF katd >10% améd tTnv apyiki pérpnon kai/ f
CHF" oI repioodtepol atmd autoug Toug aoBeveig gixav dAAoug kapdiayyeiakolg
TTapdyovTeg Kivduvou. lMa Tig TPOTTOTIOIRCEIG TNG dOONG GTNV TIEPITITWON PEIWONG
Tou LVEF, BA. Mivaka 2 otnv Trapdypago 4.2 kai Trapdypago 4.4. Mepipepikn
veupomrdOeia: H epipepikr veupotdBeia, kupiwg 12 BaBuou wg eTTi To TTAgioTOV
aIoONTIKA, ava@épBnke o€ KAIVIKEG DOKIUEG PE TPOOTOULOUPAUTIN eUTavVOivn. Z€
aoBeveig ye MKM, n ouvoAikfy ouxvoTnTa EPPAVIONG TTEPIPEPIKNAG VEUPOTTABEIOG
Arav 29,0% kai 8,6% yia BaBuod = 2 Ze aobeveig pe NMKM, n ouvoAiki ouyxvotnTta
epgaviong Atav 32,3% kai 10,3% yia Babud = 2. Zxen{oueves pe v éyxuon
avridpdoeig: O1 Oxemlopeveg Pe TNV €yxuon avmidpdoelg xapaktnpifovial
atmd éva | TEPIOOOTEPA ATTO TG TTAPAKATW CUMTITWHOTA: £§ayn, piyn, TTupegia,
SuoTIvola, uTTéTacT, GUpIyHOG, BPOYXOOTIOOHOG Kal TaXUKapdia. ZXETICOPEVEG HE
TNV éyxuon avtidpdoeig avapépbnkav o1o 4,0% Twv acBevwv o€ KAIVIKEG HEAETEG
MKM pe tnv TpaocToufoupdutin eptavaivn, O6mou avagépbnkav €€ gupBavta
3°v BaBpou kai kavéva oupBav 4° BaBuou. ZXeTIIOPEVES PE TNV £yXUon avTIdPAoElg
avagépbnkav o1o 1,6% Twv acBeviv pe NMKM, evwy dev ava@épBnkav oupBavia
3% | 4% BaBpou. O1 oxemfdueveg Ye TNV €yxuon avTidpdoelg amédpapav péoa
O€ PEPIKEG WPEG EwG Pia nuépa PETG ammd TNV OAOKARpwaon Tng €yxuong. Aev
TrapatneABnke axéon pe Tn ddon oTig KAIVIKEG PEAETEG. Ma TPOTTOTIOINTEIG TG
560NG o€ TePITITWON OXETIOUEVWY PE TNV £yXuan avTidpdoewy, BA. TTapaypa@oug
4.2 kai 4.4. Avridpdoeis umepevaiobnoiag: Ytepeuaiobnoia avagépbnke oTo
2,6% Twv 000eviv o€ KAIVIKEG peAéTeg MKM pe TNV TpaoTouloUpduTIn euTavaivn,
HE avagepdueva éva oupBdv Babuol 3 kal éva BaBuou 4. Ymepeuaiobnaoia
ava@épbnke oTo 2,7% Twv acBeviv pe MKM, pe 3% kar 4° Babuou oto 0,4%
Twv 0a0Bevwdv. ZUVOAIKG, n TIAEloyn@ia Twv avTIdPAEoEWV UTEPEUAITONOiag
ATav ATTIEG 1) PETPIEG O€ COBaPATNTA KAl UTTOXWPENOAV KATA T Beparreia. Ma Tig
TpoTroTIOINCEIG TNG 8O0NG o€ TEPITTWON avTIdPAoewy uTrepeualadnaoiag, BA.
Trapaypdgoug 4.2 kai 4.4. Avoooyovikérnra: Omiwg pe OAeg TIG BePATTEUTIKEG
TPWTEIVEG, UTTAPXEI TNBAVATNTA OVOTOAOYIKAG ATTAVTNONG OTNV TPOGTOUJOUPAUTIN
eptavaoivn. ‘Eva olvolo 1243 aoBevwv atréd emTd KAIVIKEG PEAETEG e&eTAOTNKAV
o€ TTOANATTAG XPOVIKG OnEia yia aTavTAoEIG avTIOWHAETWY KATd TwV QapHaKwy
(anti-drug antibody, ADA) oTtnv TpacTtouloupduTtn eptavoivn. Metd amd
xopriynon tng 8dong TpaocTouloundauTIng eptavaivng, To 5,1% (63/1243) Twv
aoBevwv ATav BETIKOI OTNV €§£TAON YIa AVTIOWHATA KATE TNG TPAOTOUOUHAUTING
euTOVOivNG O€ éva | TIEPICOOTEPT XPOVIKG Onueia PETG atrd Tn 860n. ZTIG HEAETEG
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ddong | kai dong Il, 10 6,4% (24/376) Twv acBevwv ATav BeTIKoi TNV £&éTaon
yio avTiowpara Kard Tng TPacTouloudEuTING epTavaivng. Ztn peAétn EMILIA
(TDM4370g / BO21977), 70 5,2% (24/466) Twv acBevwyv ATav BeTikoi oTnVv e&éTacn
yia avTIoWHaTa KAatd TG TPAacToudOUPAUTING EUTAvVOivNg, €K Twv otroiwyv 13 ATav
€TTioNG BETIKOI YIa €EOUDETEPWTIKG avTIoWHATA. ZTN peAéTn KATHERINE (BO27938),
10 3,7% (15/401) Twv aoBevwv fATav BETIKOI 0TV €EETAON YIA AVTICWHATA KATE
NG TPAOTOUJOUPANTING EUTAVOIVNG, €K TwV OTToiwY ol 5 ATav emiong BeTiKoi yia
£€oudETEPWTIKG  avTiowpaTta. Adyw Tng XOoWnAAg ouxvoTnTag EPQAVIONG Twv
ADA, dev pmopouv va egaxBolv CUMTTEPATUATA OXETIKG PE TNV €MidpaAcn Twv
QAVTIOCWHATWY KATA TNG TPAOTOU{OUHAUTING EUTAVOIVNG OTN QAPUAKOKIVATIKA, TNV
AOQAAEIO KOI TNV ATTOTEAEOHATIKOTNTA TNG TPOOTOUJOUPAUTING ENTAVTIVNG.
E§ayysiwon: Avnidpdoeig egaitiag Tng efayyeiwong éxouv TraparnenBei oTig
KAWVIKEG HEAETEG PE TNV TpaoTouloupduTmn eptavaivn. Or ev Adyw avTidpdoeig
ATav ouvABwg ATTEG i pETPIEG Kal aTroTeAoUviav aTméd epUBbnua, euaiobnaia,
OeppaTIKG £PEBITPO, TTOVO 1 0idnua aTo anpeio TNG £yxuong. O1 avTIdPAoEI auTég
€xouv TTapatnpEnBei ouxvoTepa o€ didoTnua 24 wpwv amd Tnv €yxuon. H ediki
Bepatreia yia TNV ggayyeiwan atméd TNV TPACTOUJOUPANTIN EPTAVOIVN €ival dyvwoTn
auTr Tn oTiypr. Mn uaioAoyikég epyaarnpiakég e§eraoeig: Ol Trivakeg 4 kai 5
TTAPOUCIAJOUV TIG UN QUOIOAOYIKEG EPYOOTNPIOKES EEETAOCEIG TTOU TTapaTnprénkav
oe aoBeveig uTTé Bepartreia Pe TPAOTOUJOUPAUTIN euTavaivn oTnv KAIVIKS PEAETN
DM4370g/BO21977/EMILIA ka1 ot peAétn BO27938/KATHERINE.

MNivakag 4 Mn @uoioAoyIKEG EPYOOTNPIAKES ESETACEIG TTOU TrAPATNPHONKAV
ot aoBeveig UTTO Beparreia PE TPAGTOUJOUNAMTIN EMTAVOIVN OTN HEAETN
TDM4370g/B021977/EMILIA

TpaoTtouloupdutrn eptavaivn (N=490)
Mapdperpog ‘OAoli o1 3% Babpou | ,., .
BaBoi % %) 4> BaBuoU (%)
HiraTikég
Augnpévn xoAepuBpivn 21 <1 0
Augnuévn AST 98 8 <1
Augnuévn ALT 82 5 <1
AipaTtoloyikég
Meiwpévog apiBudg aipoTTeTaAiwy 85 14 3
Meiwpévn aigoopaipivn 63 5 1
Meiwpéva oudeTepOPIAa 41 4 <1
KdAio
Melwpévo KAAIo I 35 I 3 I <1

MNivakag 5 Mn @uoioloyikég EpyaoTnpPIaKéG ESETACEIG TTOU TTapPATNPAONKAV
ote aobBeveig UTTO Bepatreia pe TPACTOUJOUMAHTIN EMTAVOiIVN OTN HEAETN

B027938/KATHERINE
TpacTtouloupdputrn eptavaivn (N=740)
Napduerpog OAoi o1 3 Babpou |, , .
BaBpoi % %) 4°° BaBuou (%)
Hmrarikég
Auénpévn xohepuBpivn 1 0 0
Augnpévn AST 79 <1 0
Auénpévn ALT 55 <1 0
Aipartoloyikég
Meiwpévog apiBudg aipoTTeTaAiwy 51 4 2
Meiwpévn aigoo@aipivn 31 1 0
Meiwpéva oudeTEPOPIAa 24 1 0
KdAio
MEIWPEVO KAAID I 26 I 2 I <1

Avagopd mi@avoloyoUusvwy avem@uuntwv evepysiwv: H avagopd
TMOAVOAOYOUPEVWY QVETTIOUUNTWY EVEPYEIWV PETE aTmd T Xoprynon adeiag
KUKAOQOPIOG TOU QapUAKEUTIKOU TTPOIOVTOG gival anuavTiki. EiTpémer Tn ouvexn
TTapakoAoUBnon TG ox£éong OPEAOUG-KIVOUVOU TOU (QOPHAKEUTIKOU TTPOIOVTOG.
ZnTeital ammd TOug ETTAYYEAUOTIEG TOU TOMEX TNG UYEIOVOUIKAG TrEPiBaAyng va
ava@épouv  oTToleodNTIOTE  TBAVOAOYOUUEVEG  aveTIBUUNTEG  evépyeleg  (BA.
AETITOPEPEIEG TTAPOKATW).

Komrpog: ®appakeuTikég YTTnpeaieg, Youpyeio Yyeiag, CY-1475 Asukwoia, dag:
+ 357 22608649, loTétotrog: www.moh.gov.cy/phs

EAAGSa: EBvikog Opyaviopog Pappdkwy, Meooyeiwv 284, GR-15562 XoAapyog,
ABrva, TnA: + 30 21 32040380/337, dag: + 30 21 06549585, loTdéToTrog: hitp://
www.eof.gr

10. HMEPOMHNIA ANAGEQPHZHZ TOY KEIMENOY: 16 AekepfBpiou 2019
AetrTopepr) TTANPOQOPIOKA CTOIXEIQ yia TO TIOPOV QAPUAKEUTIKO TTPOIdV givail
Sl0Béoipa oTov diKTuakd TéTTO Tou Eupwtraikoy Opyaviopou dappdkwv: hitp:/
Wwww.ema.europa.eu.

Me Trepiopiopevn 1aTpikn ouvtayr. MOvo yia VOOOKOUEIOKH XPrion aTré yiatpd e
KOTAAANAN €18iKeuan Kal EPTTEIPIOTINES

Kadcyla 100 mg: Noookopelokn Tipry: 1.385,17 € - Aiaviki Tipry: 1.694,27 €
Kadcyla 160 mg Noookopeiokn Tipry: 2.207,54 € - Aiaviki Tipry:  2.674,13 €



TA THE EAMnviIkn Xeipoupyikn
TEYXOE 12 NEAExem € ) EwpeiaMagtod oed. 37

PERJETA-BC-4-012020

Hellenic Society of Breast Surgeons

H EmAoyn oovu
TO Mé}\AOV Tnc1,2,3,4

EFKEKPIMENO

yla 18 KUKAou¢ o€ aoOeveic pe
HER2+ eBC upnAo? kivéuvou
unmotpomnng'>

Ta amoteAéopata NG 6€TiOG TNG
perétng APHINITY, &gixvouv 28%
MEIwoN Tou KIVOUVOU UTTOTPOTING
o€ aoBeveic pe N+. *

Aev anelkovi(eTal Tpaypatikry aoBevrc. /

eBC= nmpwIpog Kapkivog Tou HaoTou. =
*AaBevelg uPnhou kivShvou //

- /I
(N+ kav/ry HR-)

® 1Ime
BifAoypagpia: P E RJ E I A Herceptln SC
1. Minckwitz G, et al. APHINITY. N Engl J Med 2017; 377:122-13 trastuzumab
2. PERJETA Mepihnn Twv XapaktnpioTikwy Tou Mpoiévtog DertUZUmab

3. NCCN guidelines version 1.2020
4. SABCS-2019-oral-piccart-interim-overall-survival-analysis-of-

APHINITY-BIG-4-11
ROCHE (Hellas) A.E.
BonénoTe va yivouv Ta @ApHOKA TT10 ac@paAr] Kal ANOLAVOC 4 & AeA@V 151 25 Mapouol, ATTIKY
AvaQEpeTe: TnA.: 2106166100, fax: 210 6166159
OAEZ TiG aveTTIBUNTEG EVEPYEIES VIO email: hellas.medinfo@roche.com
OAA 10 pappaka EMGSa 800 111 93 00 (Swpedv ypauur emkovwviag)
ZupmrAnpwvovtag Thv «KITPINH KAPTA» Kurmpog 800 92 668 (Swpedv ypauur mkovwviag)

H etaipeia Roche Hellas AE eival motomoinuévn pe 1ISO 9001:2008



EMNVIKN XeIpoupyikn - TA THx
oeh. 38 Etaipeia Mactou N EAEXEM TEYXOE 12

Hellenic Society of Breast

)

AGENDIA

MAMMAPRINT+BLUEPRINT

KaBe lNuvaika Awkatoutat
‘Eva E§atopikeupévo Oepansutiko MAavo

® ZupnANPWHATIKA
XnpeloBepaneia

© MpogyxelpnTikn O Xwpig ZupnAnpwpatikn
OppovoBepaneia XnuetoBepaneia

O Bpaxeia
OppovoBepaneia

To MammaPrint kat to BluePrint Baoioteite o EekdBapa anoteAéopata KabBobnyoUpevog ané toxupd 6ebopiéva,
MApPEXOUV anoQacloTikng onYaciag  pe 1o nio oAokANPwHEVO YoVIBIaKS 0 Bepanwv 1atpd¢ PeAuotonotel pe
nAnpoopieg yia tov oxedlaopo npo@i\ atov Kapkivo tou paotoy, BeBaidtnta v npoeyxelpntki A n
ToU BéAtioTou Bepaneutikol oupnepAapBavopévou Tou HoplakoU oupnAnpwpatikn oag Bepaneia akopa
nAGvou yla KGBe aoBevi Je MPWIHO  undtunou Tou Kapkivou. Kt av oupneptapBdveote otig KAVIKG
Kapkivo Tou paotou. uynAoU Kiv6Uvou acBeveic.

DKARYO adi

MOLECULAR DIAGNOSTICS LABORATORY

Ocooalovikn B info@karyo.gr i ABfva B4 athens@karyo.gr ; s
MA. Aptototéhoug pe Eppod 51 T (+30) 2310 235233 | Aewe. Meooyeiwv 73 & ‘HNbog 35 T(+30) 210 64 10054 | [
(20 6pogog) T.K.: 54623 F(+30) 2310235232 ; (eiooSog, 4og 6pogog) TK.: 11526 F (+30)210 64 10058 :
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NpoBeopia unoBolns Ma v online
epyaciwv éws | unoBoln epyaciwy
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