ITAPAPTHMA 1

MEPIAHYH TON XAPAKTHPIEZTIKOQN TOY ITIPOIONTOX



V¥ To ¢éppako ovtd teAel VIO GLUTANPOUATIKY TAPAKOLOVONGT. AVTO Dol ETLTPEYEL TO YPTYOPO
TPOGOLOPIOUO VEDV TANPOPOPLDY AGPAAELONC. ZNTElTOL 0Td TOVE EMAYYEALOTIEG VYETOG VO
avaPEPOLY OTTOIEGONTOTE TOUVOLOYOLLEVEG avemBOUNTEG eVEPYELEG. BA. mapdypapo 4.8 yia
TOV TPOTO OVOPOPAC OVETIBVUNTOV EVEPYELDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 60 mg KOVIC Y10, TUKVO GKEVOAGLLO Y10 TOPUGKELT] SIOADLOTOC TTPOG EYYVON

Zercepac 150 mg k6Vv1g Y10 TUKVO GKEVLACLLA Y10, TOPUCKEVT] OLOADUATOG TTPOG £YXLOM

Zercepac 420 mg kOV1g Y10 TUKVO GKEVAGLLO Y10, TOPUCKELT] OLHADLATOG TTPOG £YXLOT).

2. MMOIOTIKH KAI ITOXOTIKH XYNGEXH

Zercepac 60 mg KOVIC Y10, TUKVO GKEVOAGLLO Y10 TOPOGKELT] SIOADLOTOC TPOG EYYLON.

‘Eva. graAido wepiéxet 60 mg tpactovlovudunn, evog avOpmmomoinuévon LovOKAMVIKOD

avtioopatog IgG1, to omoio mopdyeTol amd KAAMEPYELN KUTTUPIKOD EVOIMPNLOTOS ONAaoTikoD

(Qobnrn Kwvelucod Kpwkntov) kot kabapiletor pécm ypopatoypaeiog cuyyEvelos Kot

YPOUATOYPAPiOG AvTOALAYNG 1OVTOV TOL TEPIAaUPavouy g1ducég nebddovg adpavomoinong Kot

0QOIPEOTG 1DV.

Zercepac 150 mg k6V1g Y10 TUKVO GKEVAGLLA Y10, TOPACKELT] SLHADLATOG TTPOG £YXLOT).

‘Eva graAido wepiéyet 150 mg tpactovlovpdunn, evog eEovOpomonomuévov LOVOKAMVIKOD

avtioopatog IgG1, to omoio TopdyeTol amd KAAMEPYELD KUTTUPIKOD EVOLMPTLOTOG ONAacTicoD

(Qobnrn Kwvelucod Kpiknrov) kot kabapiletor p€cm ypopatoypoapiog cuyyEVeLag Kot

YPOUOTOYPAPiag avTOAAAYNG 1OVTWV oV TEPIAaUPavouy e101kég HeBdOovE adpavomoinomg Kot

0QOIPESTG 1DV.

Zercepac 420 mg KOVIG Y10 TUKVO GKEDOG A Y10, TOPUCKEVT] SLAADUATOS TTPOG £YXLOT).

"Eva graAido wepiéyet 420 mg tpactoulovpdumnn, evog e£ovOpomnonompuévon HOVOKA®VIKOD

avtioopoatog IgG1, to omoio mopdyeTol amd KUAMEPYELN KUTTUPIKOD EVOIMPTLOTOS ONAacTikoD

(Qobnin Kivelucod Kpikntov) kot kabapiletor p€cm ypopatoypoapiog cuyyEVELNS Kot

YPOUOTOYPAPIOG AVTOALAYNG WOVTOV TOL TEPIAOUPAvoLY e10uKég neBddovg adpavomoinong Kot

0QOIPESTG LDV.

To avacvotafév dihvpa Zercepac mepiéyet 21 mg/mL tpactovlovpdpnn.

IMa tov TAfpn keTdloyo TV ekddywv, (BA. Topdypago 6.1).

3.  ®APMAKOTEXNIKH MOP®H
Kovig v mukvd oKevOoHO Y10 TOPAGKELT] SIHADLOTOS TPOG EYYLON.

Agvkn mpog eELappd KiTpyn AVOPIAN KoY.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikég gvoeitelg

Kopkivoc noctob




MetooTaTikOc KapKivog LaoTton

To Zercepac gvdeixvotarl yo ) Oepaneia evniikov acbevov pe HER2 Oetikd petaotatikd kapkivo
pootod (MKM).

- ¢ povobBepameio yia tovg acbeveic mov £xovv AaPel TovAdyiotov 000 YMuelbepameLTIKA
CYNMUOTA Y10, T LETAOTATIKY TOVG vOco. H mponyoduevn ynuetobeponeio Ba mpénet va giyxe
ouumePAaPel TOLAGYLGTOV pia ovOpaKVKAIVY Kot pia Ta&dv, KTog av ol aobeveig gival
aKOTAAANAOL Yo aVTEC TIG aymyéc. Ot BgTikoi Yo oppovikohe vrodoyeic acbeveic Oa mpémet
eMiong va, £(0VV amoTOYEL GTNV 0pLOVIKN Bepameia, kTOG av o1 aobeveig etvor axatdAiniot yio
OVTEC TIG AYYEC.

- 0€ GLVOLOCUO [E TOKAITOEEAT Yo T Oeparneia TV acBevmdv mov dev £xovv AaPet
ynpeobepamneio yio T LETACTATIKY TOVG VOGO KoL Y10 TOVG OTT010VG 0EV Elval KATAAANAN pial
avOpaxvrdiv.

- oe cuvdvaco pe dooetatern ya ) Oepaneio v achevdv Tov dev £xovv AdPet
ynueodepameio yio T LETOGTOTIKY TOVG VOGO.

- G€ GLVOLAGUO LE VOV OVOCTOAEN OPOUATACTG Yo TN Bepomeio TV PETEUUNVOTOVGLOKOY
acBevav pe MKM 0Oeticd 61006 0ppovikodg vodoyeic, mov dev Exovv voPinbel

TPONYOLUEVRG GE Depameia e TPaGTOVLOVUAUTT.

TTp®oc KopKivog LooTon

To Zercepac evdcikvoton yia tn Oepaneio evnlikov acbevov pe Tpopo kapkivo poctod (ITKM) pe
HER?2 0etiko:

- HETA Ao XEpoLPYIKN EXERPacT, ynuedepaneia (E100YOYIKN 1} EMKOVPIKT) Kot
axtivobepaneia (epdoov Exet epappoyn) (BAEne Tapdypapo 5.1)

- UeTd omd emtkovptkn ynueobepamneio e d0£opovPikivi Kot KUKAOQEMGPAUION, oE
GLUVOLOCUO UE TAKMTAEEAN 1) 00GETUEEA).

- 0€ GLVOLOOUO LLE ETKOVPIKN YNUEIODEpUTEiR TOV OmOTEAEITOL 0TTO OGETUEEAT KoL
kapPomiativ.

- € GLVOVOAGHO LE ELCOY@YIKN Ynuetofepaneio akolovBovpevn amd ETUKOVPIKT
Oepameio Zercepac, yio TOTKE Tpoy@pnuévn (cuumeptlapufavouévng
QAEYLOVDSOLC) VOGO 1| Yo OyKovg > 2 cm og dtapetpo (BA. mapaypdpovg 4.4 Kot
5.1)

To Zercepac 0o mpémel va ypnouomoteitan udvo o€ acheveic pe HETOOTUTIKO 1| TPOUO KOPKIVO
Haetov ot 6ykol TV onoiwv eite vepekppalovy to HER2 7 éyovv evioyvon yovidiov HER2, 6mwmg

npocdopiletar amo emaxpPn kot extkupouévn dokipacio (BAETE Tapaypdeovg 4.4 kot 5.1).

MeTooTaTiKOC YOO TPIKOS KOPKIVOS

To Zercepac 6e cuvdvacuo pe kameosttafivn 11 S-eBoproovpakikn Kol GlIOTAATIVI EVOETKVVTAL Y10 TN
Oepaneia evnAikov acbevav pe HER2 Oeticd PeTooToTiKd 00EVOKAPKIVOLN TOV GTOUMYOV 1
YOGTPOOIGOPAYIKNG GUUPBOANG, TOL dev Exovv VTOPANOEl TponyoLUEVMG GE avTIKOPKIVIKTY Oepameia
Y10l T LETOGTOTIKY TOLG VOGO.

To Zercepac 0o pémel va ypnoponoteiton poévo o€ acheveic e HETOOTUTIKO YOOTPIKO KOPKIVO
(MI'K) tv onoimv ot 6ykot vrepekppalovv to HER2 6nmg opileton pe IHC2+ ko pe emPeformticd
amotéleoua pe SISH ) FISH, 1 pe éva IHC3+ amotérecpa. EraxpiPeic kot emtkvupouévec pébodot
doKaoidV TPEMEL va ypnotponotovvtal (PAéme mapaypdpovg 4.4 ko 5.1).



4.2 Aocoloyio Kol TPOTOS YOPYNONS

O éheyyog Tov HER2 givan amapaitntog mpwv tnv Evapén tng Oepaneiog (BAéne mapaypdpovg 4.4 kot
5.1). H Bepamneia pe Zercepac 0a mpémet va EgKvd LOvo amd 10Tpd EUTELPO GTN YOPNYNoN
KLTTOPOTOEIKNG YMuetobepanciag (PAEme mapdypapo 4.4) Kot Tpénet vo yopnyeitor povo omd
emoyyeApatio vysiog.

To okevacpo evooEAEPLaG xoprynong Zercepac dev mpoopileton yio vrodopia yopnynon Kot Oo
TPETEL VaL YOPMYELTAL LOVO LE EVOOPAEPL EyyvoT).

[pokeévou va amopevydei 1 AavOacuévn yopnynon eopUaK®y, gival nUavTIKO vo eEEyyovTal

01 ETIKETEG TOV LOASI®V Yol va S10G(PAAGTEL OTL TO PAPUAKEVLTIKO TPOIOV TOV TPOETOLUALETOL KOl
yopnyeitan ivar to Zercepac (Tpactovlovpdunn) Kot 0t GAALO TPoidV TOL TEPLEYEL TPACTOVLOVHAUTN
(1. tpacToLlovudumn eptaveivn 1 tpactovlovudunn depovérekdvn).

Aocoloyia

Metootatikoc KapKivog Tov LaoToD

Tpoypoyua tpradv-gfooucomv

H ocvvietdpevn apykr d6om €podov givar 8 mg/kg couatikod fapove. H cuvictoduevn ddon
GUVTNHPNONG OE SLOCTHUATO TOV TPLOV-EPdopddov eival 6 mg/kg couatikod Bdpovg, EekvavTtag TPELg
ePdopdoeg petd ™ do6om EPOSoL.

Efdouadiaio mpoypouuo

H ocvvietdpevn apykr d6om epoddov tov Zercepac ivor 4 mg/kg copatikod fapove. H cuvictdpevn
gpdopadiaio d6om cuvtypnong Tov Zercepac eivar 2 mg/kg copaticon Bapovg, EeKvovTag pio
gPdouGda LETA TN dOGM EPOOOVL.

Xopnynan o ovvovaouo ue roxiitaléln 1 dooetaléin

>11¢ Pacucég peréteg (H0648g, M77001), n makittalédn 1 n doceTa&éAn yopnynonkoy v exduevn
UEPA. LETA TNV TTPAOTN d00M TpacToviovuaunng (yo tn 66om, PAéne v [epiAnyn tov
Xapaktnpiotik®v tov [Ipoidvtog (IL.X.IL.) yia v maxhra&édn 1 T 606eTaEEAN) Kot APECHG LETA
TG emakOAovOec 500ELg TG TPASTOVLOVUAUTNG GV 1 TTPONYOVUEVT dOGT] TNG TPOGTOLLOVUAUTNG HTOV
KOG, AVEKTT.

Xopnynon oe ovvovaouo ue Evay avaotoléo apmuoTaons

Yy Baowkn perétn (BO16216) n tpactovlovudunn kot 1 ovactpaloAn yopnynonkay axd v nuépa
1. Agv vfpyav TEPLOPICUOL GTNV GYETIKT ETIAOYN TOL YPOVOL TNG TPACTOVLOVHAUTNG KOt TNG
avaotpalding katd ™ yopnynon (v m doon, PAéne v [LX.IL yio v avactpaldin 1 yio Kadmolov
GANOV OVOGTOAEN OPOUATACTG).

Tpwioc kapkivog Tov HaoTob

LHpoypoua tprarv-gfdoucomy kot ef0ouadlaio mpoypouiLe.

Q¢ Tpoypape TPLDV ERSOUAS®Y 1) GUVIGTMOUEVT apyIKn 0061 €pddoL Tov Zercepac sival 8 mg/kg
couatikov Bapovc. H cuviotdpevn 66om cuvtipnong tov Zercepac 6€ Sl0CTHLOTO TV TPLDV-
epdopddmv eivar 6 mg/kg copotikov Bapovg, EeKvavtag Tpelg fSoUddeg LeTd T dOGT] EPOSOV.

Q¢ efoopadiaio poypappa (apytkn d6on epddov tv 4 mg / kg, akolovbovuevn omd 2 mg / kg kabe
€BOOUAON) GLYYOPNYOVUEVO WE TOKAITOEEAT LETA amo ynuelobepaneio pe doEopovPikivn kot

KUKAO(QOGOUION.

BAéme mapaypoo 5.1 yuo ) docoroyio ynueiodepaneiog cuvdvacov.



MetooTatikoc yaoTpikoC KapKivog

Tpoypoyua tpradpv-gfooucdmv

H ocvvietdpevn apyikn d6or epodov givar 8 mg/kg copatikod fdpove. H cuvictodpevn d6on
GUVTHPNOTNG G€ SCTAUATO TOV TPLOV-Efdopddnv sival 6 mg/kg couatikod Bdpove, Eekvavtag TPELg
eBoopddeg petd tm 8601 £QOd0vL.

Kopkivoc nootob Kot yaoTptkoc KapKivoc

Aidpxero. e Oepomeiog
Ot acBeveic pe MKM 1 MI'K Ba tpémet va vmoPAnbobv oe Bepamneia pe Zercepac péypt v eE€Mén
™G vOoOoU.

Ot acBeveic pe [TIKM Ba mpénet va voPAnBovv oe Bepancia pe Zercepac yo 1 xpoévo 1 €wg v
VIOTPOTH TNG VOGOV, omotodnmote ovuPei mpdto. H enéktaon g Oepaneiog otov ITIKM wépav tov
£vO¢ £10V¢ dev cuviatdral (BA. mapdypoo 5.1).

Meiwon tn¢ doons

Kotd m didpkela tov KMVIKOV SOKIUOV eV TPy UaTomomnkay HEIdoEL ot 006T Tov Zercepac.
Koatd ™ didpkela tov meptddmv g LUELOKOTAGTOANG 1| omtoia opeiietal ot ynuetodeparneiol kot wov
glvar avaoTpéyun, ol acbeveig pmopovv va cuveyicovv tn Bepamneia, Oo Tpémel OUwS Katd To
SLIoTNUE 0VTO VO TOPAKOAOVOOVVTOL TPOGEKTIKA Y10, EMTAOKEC TG ovdetepomeviac. I'ia mAnpogopieg
oyetkd pe ) peiwon N v kabvotépnon mg doong, avatpéEate otnv [LXIL yio v mokAttagéln,
N 0GETAEEAN 1] Y10 £VOV OVOGTOAEN OPOUATACTS.

Edv to 1060616 T0L KAdouatog e£@nong g apiotepng kotkiog (LVEF) peiwbei katd >10 povadeg
amo v évapén g Bepaneiog KAI kdtw tov 50 %, n Oepancio Oa npémet va avactarel kot Oo mpénet
va paypatonomdet emavoinmriky a&oldynon tov LVEF gvtoc 3 efdopddwv mepinov. Edv to LVEF
dev €xel Peltinbdel N Exel perwbel Tepattépm, 1 Qv EXEL ELPOAVIOTEL GUUTTOATIKT] GUUPOPTTIKY|
KapdloKn avemdpkela, 0o mpénet va, AneOel coPapd VTOYT TO EVOEYOUEVO d10KOTNG TOL Zercepac,
eKTOC Kot €0V TaL 0QEAT Yo KABe acBevn| atopucd Bempeitar 6TL VITEPTEPOVY EVOVTL TOV KIVOUVOV.
O)ot avtot o1 acBeveig Ba Tpémet vo mapamépmovtol yio e£€T0oM 6€ KOPSIOAOYO Kot Vo
mapoakoAovbovvTal.

Hopoleimoueves dooeig

Edv o acOevnic éxel mopaieiyel pio d6om Zercepac yio pio efdopdado 1 Arydtepo, Ot 1 GLVNONG
0001 cuvtipnong (efoopadiaio oynua: 2 mgkg, oynua tpidv-gfdopddov: 6 mg/kg) Oa npénel va
yopnynOei to cuvtoudTEPO duVaTO. MNV TEPUEVETE EMG TOV ETOUEVO TPOYPUUUATIGUEVO KOKAO0. Ot
emokolovdeg 60celg cuvnpnone Bo mpémet vo yopnyodvtar 7 nuépeg 1 21 nuépeg apydtepa avaroyo
LE TO oyfua ava pio 1 Tpelg BOopdadeg avTioTotya.

Edv o acOevnic éxel mapareiyel pia d6om Zercepac yio meplocotepo and pio efoopdda, 0o mpénet va
yopnynOet Eavd pio d6om epddov Zercepac g dtdotnua tepimov 90 Aemtdv (efdouadiaio oynpo:

4 mg/kg, oynua tprov-efdouddov: 8 mg/kg) to cuvtopdTEPo duvaTd. Ot eTakdrovbeg 60ceLg
ocuvtipnong tov Zercepac (efdopadiaio oynua: 2 mg/kg, oynua tprav-efdouddwnv: 6 mg/kg
avtioctorya) Oa mpémetl va yopnyovvror 7 nuépeg 1 21 nuépec apydtepa avarloya. e TO oYL ova pio
1N TpeLg efoopadec avtioTorya.

Eidirxoi tAnbvouoi

Agv &govv de€oybel e101KEG PAPUUKOKIVITIKEG LEAETES GTOVG NAIKIMUEVOLS Kot 6 aoBevelg pe
VEQPIKN 1 NIATIKY SucAeitovpyio. e Ho avaAvoT QOPUOKOKIVITIKNG €Tl Tov TAnBvo o, n nAkia
KoL 1 VEPPIKT duoiettovpyia dev Ede1&av va emnpedlovv TNV Katavour g TpacTtoL OVUAUTNC.

Toidrazpiros minBoouog
Agv vTapyel oYeTIKN (PNOT TOV Zercepac oTov TandlaTpikd TANOLGuO.

Tpomog yopnynong




To Zercepac mpoopiletat Yo evooPAEPLa xprion Lovo. H d6om epddov tov Zercepac mpémet va,
yopnyeitanr og evooeAEPLa £yyvomn didpketag 90 Aemtdv. No punyv yopnyeitar og toyeio evooQAEPia
yopnynon (push 1 bolus). H evdopAéPia Eyyvomn tov Zercepac Oa mpémet va yopmnyeital amd mapoyovg
VYELOVOLUKNG TTEPIBOAYNG 01 0TTOl01 TTPETEL VO, EIVOL TPOETOUACUEVOL VO AVTILETOTIGOVY TNV
avoeviaéio kal éva Kouti TpmTtemv fondeidv Ba npénet va elvar dwabéoipo. O acBeveic Bo mpémetl va
TopaKoAoLOoVVTAL Y100 TOLAGYIGTOV €51 DPES LETA TNV EVOPEN TNG TPMTNG EYYVONG KoL Y10 SVO DPES
petd v Evapén Tov enakOAOVO®Y EYYOCENDY Y10 GLUTTMOUATO OTMG TVPETOHG KoL piyn 1 A
ocvopmtopate oxetiiopeva pe v £yyvon (PAére moapoaypdeovg 4.4 kot 4.8). H diaxonn 1 1 peioon tov
pLOUOY NG Eyyvong propel va fondncet otov EAeyyo aVTOV TV cupTTOpdtov. H éyyvorn prnopet va
enovoAneOel 6TAV TO GUUMTOUATA VTOYOPNCOLV.

Edév 1 apykn d60m £pddov ftav KaAd aveKTr, ot etakdiovbeg 660€1g UTopohv va, yopnyndodv mg
€yyvon oudpkelag 30 AemTmV.

IMa t1g 0dNyieg avacVGTOONS TOV GKELACUATOG Zercepac Yo evOoPAERLa ypnoT TPV amd T
yopnynon, PA. mapdypapo 6.6.

4.3 Avtevosielg

. YrepevoioOnoio 6ty TpacTov 0VUAUTN, O TPOTEIVES LLOG 1) GE KATOL0 amd Ta EKO0Y0 TOV
ovVOQEPOVTOL OTNV TTaPAypa®o 6.1.
° Yofapn dbomvola KOTA TNV MPERIn TOL OPEIAETOL GE EMTAOKEG TNG TPOYMPMUEVNC KakonOgtog

M 7oL YPEILOVTOL CLUTANPOUATIKY ay®YN Le 0Euyovo.
4.4 E101kég TPOoEOOTOU|GELG KOl TPOPUAAEELS KOTA TN Yp1ion

IyynAaciuotnta

Ipokeévovu va Bertiwbei 1 yvnAacudTnTo TV PLOAOYIKGOV QOPUIKEVTIKOV TPOIOVI®V, TO GVOUQ
Kot 0 aplOpog TOPTIONG TOL YOPTYOVLUEVOL TPOTOVTOG Oa TPEMEL VAL KATOYPAPETUL UE CAPTVELD.

Ot dokpacieg yia tov Edeyyo tov HER2 Ba mpémet va mpoypatonolovviol og £E10IKELUEVO
€PYOOTNPLO, TO 0010 UTOPEL VO SIUCPUAIGEL ETAPKT| EYKLPOTNTO TV SLOKAGLDV TNG SOKLULAGTOG
(BAéme mapaypo@o 5.1).

Kotd v mapovca nepiodo dev vdpyovv dtobéotpo Sed0UEVE amd KAVIKES SOKIUEG GYETIKA UE TNV
gnovayopnynon g Bepaneiog oe aobeveic e mponyovuevn ékBeor oto Zercepac 610 TAAIGIO TG

EMKOVPIKNG Oepameiag.

Kapdiakn ducsAsttovpyia,

Tevikéc Oswprosic

Ot aoBeveic vid Bepamneio e Zercepac datpEyovy aLENUEVO KivOLVO ELLPEVIOTC CUULPOPNTIKNG
kapdiakng avendpkelag (CHF) (Taéng II-1V katd v Kapdroroyikr Etarpeio tng Néag Yopkng
[NYHA]) 1 acvurtopatiknig kapdiakng dSusiettovpyiag. TEtolov gidovg cupfapata £xovv
napoatnpndei oe acbeveig mov Edafav povobepameia e TPAGTOVLOVUAUTN 1] GE GUVIVUGUO HE
mokATagEAN 1 dooeTaEENN, 1Waitepa petd amd ynueodepoamneia, 1 omoia wepieiye avOpakviiiveg
(d0&opovfikivn i empovPikivn). Mmopel va eivan pétpieg £og coPfapéc Kot £xovv oYeTIoTEL pe Bdvarto
(BA. mapdaypogo 4.8). Emumhéov, Oa mpémel va divetat mpocoyn Kotd t Oeponeio acOevav pe
avENUEVO KOPOLOKO KIVOLVO .Y, VTEPTACT], TEKUNPLOUEVT] GTEPAVININ VOGO, GUUPOPTTIKT KAPSIOKN
avenmdpkelo (CHF), LVEF <55%, peyaAbtepn nhia.



‘O)Lot ot vTOYN 101 Y10 Ay®YN LEe Zercepac, E10KATEP OLmG eKEIVOL e TTponyov ey €kBeon og
avBpaxvidivn kot kKokhoemaopapion (AC), Ba tpénet va vrofdiiovtar Tpv T Bepomeio o
a&loAdynon g kapdlokng Aettovpyiog Tov TEPILOUPAVEL AYN 10TOPIKOD KOl KAVIKT €EETAON,
niektpokapdtoypdonua (HKT), vrepnyoypdonua kapdids Korn padtoicoTomIKN KOIAL0YPaQia,
(MUGA scan) 1 poyvntiki topoypooeia. . H mapakolobnon pmopei va fondnocel 6tov eviomiopo tov
aofevav Tov avarTOGGoVY Kapdlokn ducAiettovpyio. Ot KapdloKES EXTIUNCELS, OTMG JIEVEPYOVVTOL
Katd Vv évapén, tpénet va emavarapPdvoviot kabe 3 upveg kotd ™ ddpketo e Oepameiog kot kdbe
6 unveg petd amod ™ otaxomnn g Bepomeiog uéxpt 24 unveg amod v tehevtaia yopnynon Zercepac. H
TPOCEKTIKT A&OAOYNOT TOV KIVOUVOU £VaVTL TOL 0PEAOVG Ba TPETEL VoL TpOTYEiTAL TG ATOPAONG Y1t
Oepaneio pe Zercepac.

H tpactovlovpdunn propei va mapapeivel otnv KokAoeopio £mG Kot 7 UAVES PETE TN S10KOTN TNG
Oepaneiog pe Zercepac PAcEL TNG QUPUOKOKIVITIKNAG vAAVoNG TANOLGHOD OA®V TV dtofécipumy
dedopevav (PA. mapdypago 5.2). Ot acOeveic mov Aapupdvovy avOpakvikiivec LeTd T S10KO0TTH TOV
Zercepac umopet, Thavmg, va dotpéyovy vymidtepo Kivouvo kapdlokng dvoiettovpyiag. Ot watpoi Oa
TPEMEL VoL amopevyovv, eav gtvar duvatdv, ) Pacilopevn oe avBpaxviiiveg Bepaneio yio Sidotnpo
€m¢ Kol 7 uNv@ev Uetd tn 6lokonn| Tov Zercepac. Av ypnoiuomolodvtol ovOpakviAives, 1 kapdtokn
Aettovpyia Tov acBevoig Ba mpémel va moapakolovbeital TtpocekTikd (PAETE akoloVOwC).

®a mpémet vo Aapfavetol cofapd vToy” 1 VIOPOAT G€ TLMIKY KAPIIOAOYIKY EEETAON, TV 00OEVAOV
Y10L TOVC OTOIOVG LITAPYOLY AVNGVYIES VIO TO KOUPIAYYELOKO HETE 0d T O1adtKacion SIHAOYNG KOTA
v €vapén. Xe 6Aovg Tovg acbeveig 1 kKapdiokn Aettovpyia Ba Tpémet vo TapakoAovdeital kaTd ™)
duapxeta tng Oepamneiog (w.y. kabe 12 gfdopnddec). H mapaxorovbnon umopel va fondnoel oty
avayvopLon TV 0cHeVOY oV avarTOGGoVY Kapdlokn ducAettovpyio. Ot acbeveic mov avanticcovy
OCVUTTOUOTIKY KapdlokT SuoAELITovpyio uropel va @eeindovv amd ) cuyvotepn mapakorlovOnon
(.. k6Be 6-8 gfdouadec). Av o1l acbeveig mapovsialovy cuvellopevn peioon g Asttovpyiag g
OpLoTEPNG KOIALNG, TOPAUEVOVY OUMG CLUTTOUOTIKOL, 0 1Tpdg Oa mpénel va eEeTdoet To evdgyOEVO
dtokomg tng Oepameiog epdoov dev Exel Tapatnpnel Khvikd d@erog and ) Bepameia pe Zercepac.

Agv €govv Yivel TPOOTTIKEG PHEAETEG (OC TTPOG TNV AGPAAELN TNG GLVEYIONG 1| TNG EMAVEVAPENG TNG
Oepamneiog pe Zercepac og acOeveic mov gueavicay kapdiokn dvcieitovpyia. Edv 10 m0o6ooto tov
LVEF pewwbei katd >10 povadec amod v évopén e Oepanciog KAI kdtm tov 50%, 1 Oepoameio Oa
npémel va avaotéAleTar Ko Oa tpémet va dievepyeiton pia emovainmrikn agtoadynon tov LVEF gvtog
3 gfdopddwv mepimov. Edv to LVEF dev €xet Bektindel 1| £xet peiwbel mepartépm, 1 €xel avamtuydel
CUUTTOUATIKY supeopNTiKn Kapdlakn averdpkelo (CHF), Oa tpénet va AneBetl coPapd voyn n
dloKoT TOL Zercepac, EKTOC Kot €AV Ta 0pEAT Yo Kabe acBevn atopukd Bempeitonl 6TL vTEPTEPOVY
&vavtt Tov Kivdovvev. Olot avtoi o1 acBeveig Oa mpénel va mapomépmovion yio EETaon o€ KapdloAdyo
Ko va, Topakolovbodvrat.

Edv gpoavicbei copntopotikn kapdiokn averdpkelo Kotd T didpkela g Oepaneiog pe Zercepac, Oa
TPENEL VO, AVTILETOTIOTEL UE T KAOIEPOUEVO POPUOKEVTIKG, TTPOTOVTA, Y10, T GUUPOPTTIKY KAPOLOKT|
avemdpkelo (CHF). O mepiocdtepot acbeveic mov avErTuEay GOUPOPNTIKT KapSIOKT avemdpKeLo
(CHF) 1 aovpntopotikn kapdiakr dvoieitovpyia o Pacikég peiéteg fertimbniay pe  cvvion
ay®yn yuo. T cvueopnTikn kapdiokn averdpkela (CHF) n omoia mepiehdupave Evav avacTtoAén TOL
petatpentikov eviouov g ayyeloteveiving (MEA) 1 amokAEIGTH TOL VTOS0YEN TG QY YELOTEVGIVIG
Kot €va fto-amoxkieiot. H mielovotnta tov aclevov pe Kopdiokd GCUUTTOUATE, TOV TOPOVCINCHY
oTorela KAVIKOD o@élovg amd tn Bepaneio pe tpactoviovpdunn, cvuvéyioe T Oepaneio pe
TPooTOL{OVUAUTN YOPIC TEPULTEP® EUPAVIOT KAPIIOKDY EXEICOdIMV.

Meraototiog kopKkivog uaoTob

To Zercepac kot o1 avOpakLKAIveg dev TPEMEL VO YOPNYOVVTUL TOVTOYPOVE GE GLVIVAGCUO GTO TANIGLO
tov MKM.



Ot aoBeveic pe MKM mov €yovv AdPel mponyovpévmg avBpakvkAiveg dtatpéyovv eniong Kivovvo
KaPOKNG OLGAELTOLPYING LE TNV ay®YN He Zercepac, 4V Kot 0 Kivduvog avtdg ivor PikpoTepog am’
OTL LE TNV TAVTOYPOVN ¥PNomn Zercepac Kot avOpoKuKAVaV.

Tpooc kapxivoc 1naotod

INa aoBeveig pe IIKM, 1 kapdioroywkn e&€taor, Ommg dievepyeitol KoTd TV Evapén, TPEMEL va
emavarapPdavetor kdbe 3 pveg katd ™ ddpkela TG Bepameiag Kot kébe 6 pqveg Letd T dlokomn TG
Oepameiog puéypt 24 uveg and v televtaia yopnynon Zercepac. Xe acbeveic mov Aapfdvouy
ynueobepamneio Tov TepAapPivel ovOpaKLKAIVY, GUVICTATOL TEPOLTEP® TOPAKOAOVONGT] Kot Oa
TpEMEL vaL yiveTan Kabe xpovo uéypt kot 5 £tn and v televtaia yoprynon Zercepac 1 TePIocOTEPO OV
mapatnpnOel cuveyng peimon Tov KAdouotog eEmnong apiotepnc koioc (LVEF).

Ot acBeveic pe 1otopucd epepdypotog Tov pookapdiov (EM), otnbayyn ypnlovoa watpikng Oepamneiog,
16TOPIKO 1} LELOTANEVT cVUPOPNTIKT Kapdlokn averdpkelo (CHF) (NYHA Taén 11 -1V), khdoua
eEdOnong aprotepnc kohag (LVEF) < 55%, aAAn kapdiopvoradeia, kapdiakn appubuio ypnlovoa
wTptkng Bepameiog, KAvVIKG onuavtikny Kopotakn BoAPidonddeia, avemropkds ELEYXOUEVT VIEPTACT
(acBeveic pe véptacn, eleyyOUEVT LE KOTAAANAT WoTptkn Oepaneio cuUTEPIANPONCAY OTIG UEAETES),
KoL TEPTKAPIAKT) GLAAOYN 1 01010l £)XEL OLUOSVVOLIKEG GUVETELES OMOKAEIGTNKOV OO TIG TIAOTIKEG
UEAETEG EMUKOVPIKNG KAl EIGAYMYIKNG Bepaneing oTov mpdLo KapKivo Tov LacToD pe TNV
Tpactovovpaunn, kot emopéveg 1 Bepaneia dev pmopel va cuot el og avTovg Tovug acbeveic.

Emixovpixn Osparncio

To Zercepac kot o1 avOpaKkvKAIveg dev TPEMEL VO YOPNYOVVTUL TOVTOYPOVE GE GLVIVAGUO GTO TANIGLO
NG EMKOVPIKNG OBepameiag.

e aoBeveig pe IIKM pio avénon otn cuyvotnTe CUUTTOUATIKOV KOl GGUUTTOUATIKOV KAPIOK®OY
ocvppaudtov topatnpnOnke étav 1 tpactovlovudunn xopnyndnke petd and ynuetobepamneio wov
nepleAdpfove avOpaKvAivi CLUYKPLTIKG LLE TN XOPTYNOT CYNUATOG d0GETAEEANG Kol KapfomAativag
7oV dev meplerdppave avBpakvriivn Kot fTav To Evtovo 6tav 1 TpacTov oVHAUTN XopTynOnKe
TanTOYpova e Tadvec amd 4, Tt dtav yopnynHonke dadoyikd pe ta&dves. AveEdpmnta amd To
YPTCULOTOLOVUEVO GYNMA, TEPIOCOTEPH CUUTTOUATIKG KOPOLokd cuuPauoto cuvénoay eviog Tmv
TpoOTev 18 unvov. Xe pia oand 11g 3 facikéc peréteg mov devepynniav (BCIRG0O06) tng omoiag n
duapeon mapakorovOnon tov 5,5 et@v Nrav dtbéoun, moapatnpndnke cuvexlouevn avénon oto
GUVOAKO TOGOGTO TOV GUURTOUATIKOV KOPIOKOV GUUPBALATOV 1] GUUPANATOV TOV KAAGHOTOC
eEdBnong aprotepng kothiag o€ acbeveic oTovg O0mOiovg YopM YN ONKe TpacTOL OVUAUTN TAVTOY POV
pe o toEdvn petd ) Oepaneio pe avBpakvikhivn €nc kot 2,37% o€ cuykpion e tepinov 1% ota dvo
oKEAN oLYKPLoNC (avOpaKLKATIVY 6LV KUKLOQOGEAION akoAovBobuevT 0mtd Ta&dvn Kat Tagdvn,
KkapPomhativn Kot TpacTovfovpdaunn).

O1 TopdayovTeg Kivovvov Yo Kapdlako cOUBopo wov evtomicOnKoy GTIC TEGOEPIC LEYAAES ETKOVPIKEG
ueAéteg meptedauPavoy v mpoywpnuévn nhkio (> 50 et@v), to yapnid LVEF (<55%) kotd thv
évapén g Bepomeiag, Tpv omd 1 HETA amd TV Evapén Oepamneiog pe makAttaléln, peiowon oto
KAaopa eEdOnong aprotepng kothiag (LVEF) katd 10-15 povddeg, kot tnv mponyoduevn M
TOVTOYPOVI YPNOTN AVTIDTEPTUCIKDOV QOPUUKEVTIKMOV TPOTOVIMV. LTOVG 00Beveic mov AaPav
TPOGTOLLOVUAUTN HETA OO TNV OAOKANP®GCT TNG EMKOVPIKNG YNUEI0OEpamEing, 0 Kivouvog
KapdlaKNG SOLVGAEITOLPYIG GYETIOTNKE [E LYNAOTEPT 0BpOoLoTIKT dOGM AVOPAKLKAIVIG YOPTYOULEVT|
nptv omd v Evapén e Tpactoviovpdumng ko pe deiktn palog chpatog (AMY) >25 kg/m?.

Eiooywyikn-smxovpikn Ocporeio.

e aoBeveig pe [IKM mov eivar emAEEIIES YO EI0AY®YIKN-EMIKOVPIKT Bepameio, To Zercepac pmwopet
va ypnoyomroindei Tavtodypova pe avBpakvikiveg poévo o acbeveic mov dev Exovv AdPet
ynueobepamneio Kot LOVO 6€ S0GOAOYUKE GYNUATO XOUNANG SO0 G avOpaKLKATVIG OMA. HEYIOTEG
ovvorikéc d6oeic doEopovPikivic 180 mg/m? 1| empovPikivng 360 mg/m?>.



Edv o1 acBeveig xovv AdPel Tavtdypova TAN P KOKAO He avOpakvkAiveg oe younAn d6om Kot
Zercepac 6To TAUIG10 TNG EICUYMYIKNG 0y®YNS, 0V TpEmeL va 000l emumpdeOeTn KLTTAPOTOEIK)
ynueobepamneio LeTd T YEPOVPYIKN EMEUPAOT. TE AAAEG TEPMTMOGCELG, 1] OTOPAGCT] Y10 TNV AVAYKT)|
emmpoceTng KuTappoTolikng ynuetodepaneiog kabopiletar fAoel ATOMKOY TOPAYOVI®V.

H eumepio and v tavtdypovn yopiynon Tpactov{oVUAUTNG HE GYNLOTA YOUNANG 000G
avBpakvidivng eivar meplopiopévn eni tov mopovtog oe dvo peréteg (MO16432 ko BO22227).

v Aotk pedétn MO16432, i tpactovlovpdunn yopnynonke tavtdypova, Le ELGOYOYIKN
ymuetodepancio n onoia mepieiye Tpeig kKOKAoLG So&opovPikivng (adporotikh §oon 180 mg/m?).

H ocvyvomta epodviong copuntopatikig kapdlokng dvciettovpyiag tav 1,7% oto oxéhog g
Tpa.cTov{ovpAUTNC.

v mhotiki perétn BO22227, n tpactovlovpdumn xopnyndnke tontdypova LE EIGOY®YIKI
ymuetodepamneio n onoia mepieiye Téooepic kKhkhovg empovumikivic (adpototiks §6om 300 mg/m?). Xe
pia diapeon mapakorlovbnon n omoia Eemepvodoe Tovg 70 PNVES, 1 EMIMTOON TNG CLUPOPTTIKNG
Kapdrakng averdpkelag tav 0,3 % oto 6kéA0G NG VOOPAEPLAS TPAGTOVLOVUALITNG.

H i epmepia givon mepropiopévn oe aobeveig niikiog dvo tov 65 etdv.

Avtdpdosic oyetilduevec pe tnv €yyvon (IRRs) ko vrepevousHncio

Yofapég avtidpaoelc oxetiopeveg pe v £yyvon (IRRs) g tpactovlovpdung,
ovumeptAapBavopévng g SVCTVOLOG, VITOTAGNG, GUPLYHODV, VITEPTACNS, BPOYYOCTAGLOV,
VILEPKOIALOKTG TOYLOPPLOLLNG, HEI®EVOL KOPEGHOD 0EVLYOVOVL, AvAPLANEING, OVOTVEVCTIKNG
duoyEpelog, Kvidmong Kot ayyelootdnpatog £xovv avaeepdet (BAéne mapdypago 4.8). Ilpoxatopktikn
yopnynomn eopudxkov pumopel va ypnotponombei yio vo peiwbei o kKivouvog epeaviong avtov Tov
ovuPapdtov. H mietovotnta autdv tov cupfapdtov mapatnpeital kotd ) didpkela 1 eviog 2,5
OPAOV Ao TNV Evapén TG TPOTNG £YYVONGC. L& MEPITTOON EUPAVIONG OvTIOpAcT|g amd TNV &yxvon, M
&yyvon tpactovlovpdunng Ba mpénet va dtakomel 1 0 puOUOS Eyyvong va pelmdel kot o acbevig va
mapakolovdeitar LEYPIC OTOV VITOYWPNHGOLY OAL. TO. GUUTTMOUOTA TOV TopatnPNOnKay (BAéne
Topdypoo 4.2). To COUTTOUOTO AVTA UTOPOVV VO, AVTILETOTIGO0VV LE EVOL AVOAYNTIKO/AVTITUPETIKO
OmG eivon 1 pemepdivn N 1 TOPAKETAUOAN 1] VO AVTUCSTOUIVIKO OT®G etvat 1) Stparvudpapivi.Ta
GUUTTMUOTO VTOYDPNOAV GTIV TAELOYN@io ToV 0oBevdV o1 omoiot EAafav akolovOmC TeEpUITEP®
gyyvoelg tpactovfovudumng. Ot coPapég avTidpACELS EXOVV AVTILETOTICTEL EXITVYMG LE
VROGTNPIKTIKY Bepameio, OTm 0&LYOVO, PNTA-AYOVIGTEG KOl KOPTIKOGTEPOELDN. LE OMAVIESG
TEPIMTMOGELG O OVTIOPAGEIS OLTEG GYETIOTIKAY LLE KALVIKT TOPELN TOV KOPLPOONKE e potpaio
éxPaon. Ot acbeveic Tov Tapovcidlovy dHGTVOLN GE KATAGTACT PEUING TTOV OPEIAETAL GE EMITAOKES
NG TPOYMPMUEVTS KakoNBELNS Kot 6 GLVOGTPOTITES UTOPEL VO SaTtpéyovy avénpévo kivouvo
potpaiag avtidpaons Kotd tnv £yyxvon. ¢ ek To0Tov, ot acheveis avtoi de Ba mpénet va Aapfdvovv
Oepamncio pe Zercepac (PAéne mapdypago 4.3).

"Eyet emiong avapepbel apyn Pedtinon, akolovBovpevn and KAVIKN eMOEIVOOT Kol OYIIUES
avTiopdoelg pe tayeio KAk emdeivaon. 'Exovv eppavictel Bovoatnedpa TepioTatiKa EVIOC mpmv
Ko £0¢ ol efOOpAd LETA TNV £YYLOT. X€ TOAD OTAVIEG TEPITTAOGELS, TOL GUUTTMLOTA, OO TNV
&vapén g EyYLoNG Kol To TVEVUOVIKE GUUTTOUTA Tapo TP OnKay otoug acheveic petd tnv
TaPELELOT TEPLOGOTEP®V TV £EL POV amd TNV Evapén tng £yyvong tpactoviovpaunns. Ot acBeveic
0o Tpémel va TPOEIGOTOIOVVTAL Y10 TNV TOAVOTNTO UG TETOLNG OWIUNG Evapéne Kot Oo Tpémel va
KaBodnyohvTol Vo ETIKOIVAOVODV LE TO YIOTPO TOVG, GE TEPIMTMOT ELPAVIONS TETOL®Y GUUTTOUATOV.

IIvevuovikd coufduata

Metd v KuKhoeopio Tov TPoidvTog £xovv avapepbel coPapd mvevovIKG cVUPAUAT e TN ¥PNoN
tpactoviovudunng (BAéne mapdypago 4.8). Ta coufauate avTd 1TV € OPIGUEVEG TEPUTTMCELS
potpaio. Emmpoctétme, £xovv avapepbel mepntdoelg SIAUECTC TVEVLOVOTAOELNG
GUUTEPTAAUPAVOUEV®Y TTVEVLOVIKAV d1NBfcemV, GuVOPOLOL 0EETING AVATVEVGTIKNG OLGYEPELNG,



TVELOVING, TVELHOVITIONG, VTECMKOTIKMV GUAAOYMV, OVOTVEVGTIKNG SVGYEPELNG, 0EE0G TVEVLOVIKOD
010N HOTOC KOl OVOTTVELGTIKNG avemapkelog. Ot Tapdyoviec Kivduvov mov oyetilovion pe T Stdpeon
TVELUOVOTIAOELD, GLUTEPIAAUPAVOVY TPOTYOVLEVT 1] TOVTOY POV Bepameio pe GALES avTL-
VEOTAQGLOTIKEG Bepameieg mov elval Yvawoto 0Tl oyetilovion pe avth, OTmg ot TaEAveS, M
yepottapmivn, n Bvopeiumivn kot 1 aktvobepaneio. Ta coufdpata avtd propel vo amoteAobv HEPOG
™G avTidopaong mov oyetileTon pe v £yyvon 1 va £xovv Oyiun Evapén. Ot acbeveic mTov
TAPOoLGIALovY SVGTVOLO KATE TV NPEio TOV OPEIAETUL O EMUTAOKES TPOYMPMUEVIG KakonBetog Kot
GUVOGTPOTNTEC, TOAVOV VO SLATPEXOLY QLENUEVO KIVOUVO TVELLOVIK®Y Gupfoudtov. Q¢ ek To0ToL,
o1 acbeveic avtoi dg Oa Tpémel va Aaupavouvy Bepancio pe Zercepac (PAéne mapdypoeo 4.3). Oa
TPENEL VO, STVETAL TPOGOYN OTNV TVELUOVITION, 1W10iTEPA o€ 0IoOEVELg 01 omoiotl AapPdvouy Tavtdypova
Oepamneio pe Tagaved.

4.5 Aliemopdosic pe GAlo QUPRIOKEVTIKA TPOIOVTA KOl GAAES poPPES aAINAemiopacC
Agv &yovv die€ayOel emionueg peEAETEG UPLOKEVTIKNG OAANAETIdpaonc. Agv Exovy mapotnpnOel
KAWVIKG GNUOVTIKEG OAANAETIOPAGELG AVAESH GTO Zercepac Kol 6To QUPLOKEVTIKA TPOIOVTO TOL

YPNOLLOTOONKOAV TOVTOYPOVA GE KMVIKES LEAETEC.

Eridpaon e tpactovlovudunnc oty QopuUoKoKIVITIKY GAAWY OVTIVEOTAQCUATIKWV TOPOYOVTIWV

Ta papuaxoxvnTikd dedopéva amod tig peréteg BO15935 kar M77004 o¢ yuvaixkeg pe HER2-0gtuco
MKM vrootipiéav 0t1 1) €ékBeon oty TakATaEEAN Kot T do&opovPikivn (Kot Tovg Khplovg
petaforitec toug 6-a vdpoLui-taxkittalédn, POH, kot do&opovfikivodn, DOL) dev petafindnie pe
v mapovcia g tpactoviovpdunng (8 mg/kg n 4 mg/kg ED 8601 epoddov axorovbovuevn amd 6
mg/kg kdOe 3 efoopnadec M 2 mg/kg kabe 1 efoopdado ED, avtictorya).

Qo61660, 1 TPASTOVLOVUAUTN UTOPEl Vo ENGEL T GLUVOAKY| £kBeom evOg petafolitn TG
do&opovPikivrg, (7-6g0&v-13 dtbdpo-d0&opovPukcivovn, D7D). H Brodpactikdmra g D7D xon n
KAMVIKT emidpaoT TG avénong awtod Tov HeToPoritn NTav acaPnc.

Ta 6edopéva amo tn perétn JP16003, pio pedétn evog okéhovg g tpactoviovpdunng (4 mg/kg E®
86om £9o6dov kar 2 mg/kg ED efdopadiaing) kot g dosetacéing (60 mg/m? E®) ot lamwmvileg
yovaikeg pe HER2-6etiké MKM, vootipi&e 6TL 1) To0TOY POV XOPNYNoN TPOSTOVLOVUAUTNG deV Elxe
Kopio enidpacT 6T PUPLOKOKIYNTIKN TNG £QAmas doong doceta&éing. H pedétn JP19959 ntav pia
vropeAétn g perétng BO18255 (ToGA), | omoia mpaypatomotfnke o€ Gvopeg Kol YOVOIKEG
TamwvéCovg acBevels e TPOoYOPNUEVO YOSTPIKO KOPKIVO Yio va LeAeTNnOel 1| QUPUOKOKIVITIKY TNG
KOMESITOPIVNG Kol TNG GIOTANTIVIG OTOV XPTGLULOTOI00VTAL LE 1| X®pig TpacTovlovpdaunr. Ta
OTOTEAECLLOTO, VTG TNG VITOUEAETNG VITooTPIEAY OTL 1] £kBgom 6TOVG PlodpacTikos PeETOoriTeS
(1. 5-FU) ¢ xameoitafivng 6gv emnpedotnke amd TV TaTOY POV ¥PNOT CLOTANTIVIG 1| aTd TNV
TAVTOYPOVT YPNON CIGTANTIVIG GLV TpacTov{oVUduT. QoTdG0, 1) Komesttafivn and uovn g €deée
VYNAOTEPEG CLYKEVIPDGELG KO LEYOADTEPO XPOVO MULONG OTAV GUVOVAGTNKE UE TPOGTOLLOVUAUTT).
Ta dedouéva TpoTEVOY, ETIONG, OTL 1] PUPUAKOKIVITIKT| TNG CLOTAOTIVIG OEV emnpedoTnke amd TV
TAVTOYPOVT YPNoN Komeattafivig 1 omd v TouTdypovn XpNoT Kamesttafivng cuv
TPAGTOVSOVULALLT.

Ta papuaxokvnTikd dedopéva amd t Merétn H4613g/GO01305 og acbeveic pe petactotikd M
tomkd Tpoympnpévo aveyyeipnto HER2-Betcd kapkivo vrodniwoav 6t 1 tpactoviovpdumnn dev

éxel kapia enidpaon otn OK g kapPomiativne.

Eridpoon twv avtiveomAaouatiKmy Topoyoviwy ot QopUOKOKIVHTIKY THE TPOCTOVOVUGUTHS

Me 1 GUYKPIOT T®V TPOGOUOIOUEVOV GUYKEVIPDOGEMY TPAGTOVLOVUAUTNG GTOV 0pO LETE amd
uovoBepomeio pe tpactovlovpdaunn (4 mg/kg d6om epddov/2 mg/kg kabe 1 efdoudda EP) kot tov
TapaTNPNOEVTOV GUYKEVIPOGEWDY 6TOV 0po o€ lamwvéleg yuvaikeg pe HER2-0etikd MKM (peAétn
JP16003) dev Bpébnkav otoryeio ®K enidpaong amd Ty TavTd)YpovT YopnyNnon doceta&éAng ot
QOPUOKOKIVITIKT TNG TPAGTOLOVUAUTNG.
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H o0ykpion tov @K anotehespdtov and dvo peréteg @dong I (BO15935 kot M77004) ko pio
perétn @aong I (H0648g) émov o1 acBeveig Ehafav Bepameio Tavtdypova e TpacTov oV AT Kot
marhtagéln kot dvo peréteg @aong Il 6mov N Tpactovovpdunn xopnyndnke wg povobepaneia
(W016229 xoar MO16982), o€ yuvaikec pe HER2-0etiko MKM deiyvel 6Tt ot aTOHIKES Kol LECEG
EMAYLOTEG CLYKEVIPDGELS TNG TPACTOLVLOVUAUTNGOTOV 0pO TOIKIAOY HETOED KO KATE TN SIAPKELD TV
HEAETMV, 0ALA dev VINPEE COENG EMOPACT) TNS TAVTOYPOVNG YOPNYNONG TAKAMTAEEANC OTN
QOPUOKOKIVTIKY TNG TpacToviovpdunng. H ovykpion tov OK dedopévov tpactovlovpdunng and
Melétn M77004 oty onoia ot yovaikeg pe HER2-0gtico MKM fjtav vd Oepameio tantdypova. e
tpoaotovlovudunn, takiraéln ko do&opovfikivn ue ta PK dedouéva g tpactovlovudunng o
peAéteg 6mov N Tpactovfovpdunn xopnyeito oc povobepaneio (H0649g) N oe cuvdvacud e
avBpakvidivi cvv KokAopooeapion 1 Takittalédn (Melétn H0648g), £dei&av O0TL dev vapyet
emidpaot g 60&opovPikivig Kot TN TAKMTAEEANC GTN PUPUOKOKIVITIKY TNG TPUGTOLLOVUAUTNG.

Ta pappaxoxvnTikd dedopéva amd t Meiétn H4613g/GO01305 vrodnlmcav 6tL | KapPomAiativn
dev elye kapia emidpaon otn @K ¢ tpactovlovudunng.

H tavtoypovn yopnynon avacstpoloing dev @dvnke va, ennpedlet Tn QopUOKOKIVITIKN TNG
TPOGTOLLOVUAUTNG,.

4.6 Tovipétra, KOO KO Yorovyio

Tvvaikec o avoropoywyiki niikio.

Ot yvvaikeg o€ avomapaymyikn nikio 0o TpEnel va GUUBOLAELOVTOL VA YPTCILOTOLOVV
OTOTEAECUATIKN OVTIGOAAN YT KaTd TN S1dpKela Tng Oepameiag pe Zercepac kot yio 7 Wveg PETE amd
™V oAokANpwon g Bepaneiag (PAéme Tapdypapo 5.2).

KdnonMerétec avamopaywmyng mov devepyndnioayv oe monkovg Cynomolgous pe 36615 £0¢ 25 popég
UEeYOADTEPEC 0o TNV gfdopadiaio 5061 GLVINPNONC CKEVAGLOTOC Y10, EVOOPAEPLN YOpnIYNoN
tpoaotovlovudunng tv 2 mg/kg 6Toug avOpmOTOVE, dEV OUTOKAALYAY KOVEVO GTOYEID LEIOUEVTS
AVATOPUY®YIKNG tkovoTtntag 1 PAAPNG oto EuPpvo. [apoatnprOnie HETOEOPE LEGH TOV TANKOVVTOL
g TPASTOVLOVUAUTNG KaTd T S1dpKela Tng apyikng (nuépeg 20—50 g KdMoMG) Kot TEMKNG

(Muépeg 120 - 150 g ximong) avantuéng tov eufpvov. Agv gival yvootd gdv 1 Tpactovlovpdumn
umopel va emmpedoet ) dvvatdtnto avaropaywync. Ereidn n avBpdmivn avtandkpion dev gival
mévto duvoTov va TpoPrepbet pe Pdon Tig peéteg o€ mepopatolma, 1 tpactoviovpdunr O Tpénet
VO OTOQEVYETOL KOTA TN SIAPKELDL TNG KONOTG EKTOG EAV TOL SUVNTIKA OQPEAN Y1a. TN UNTEPU VITEPTEPOVV
o€ GY£0T LE TO SuvNTIKO Kivouvo Yia to EUPpvo.

Metd v Kukhoeopio 6TV ayopd, £(ovv avapepel TEPIMTOGELS dlTOPOYNG TNG ELPPLIKNG VEPPIKNG
avamTuéng Ko Aettovpyiog o€ oyéomn 1e oAyobdpapvio oe £YKve yovaikeg mov Aduovoy
TpocTovovUdun, HEPIKES OYETILOUEVES e BavaTnPOPA TVEVUOVIKT VTOTAAGIO TOL EUPPHOV.

Ot yuvaikeg mov pévouv €ykveg Ba mpémet va eviuepavovtal yio tnv mhoavotnta PAAPng oto Eupuo.
Edv pia éyxvoc yovaika vrofaiietar o Oepameia e Zercepac, 1 €av pio 0c0evig KaTooTel £YKLOG
evo AopPavel Zercepac 1 o€ S1AGTNHO 7 UNVOV UETA 0o TNV TEAEvTain 006N TOL Zercepac, sivol
emBoun N oteEVN TOpoKoAovONoN amd pio SEMGTNHOVIKY OpLAda.

Oniaouoc

Mio pelétn mov dievepyndnke oe mbniovg Cynomolgous pe d0celg 25 popéc peyahdTepeg omd TNV
gfdopadiaio 06T GUVTHPNONG CKELAGUATOS Y10 EVOOPAERLO Y0P YNOT TPUGTOVLOVUAUTNG TOV

2 mg/kg otovg avOpmmovg yia i nuépeg 120 émg 150 ¢ eykvpocivne, Katédel&e 0TI M

TpacTov ovudunn ekkpivetol 6To YaAa peTd Tov Toketd. H ékBeon otnv tpactoviovpdunn ot untpa
KoL 1 TOPOVGIa TNG TPOGTOLLOVUAUTNG GTOV 0PO TV VEOYVMV TOK®V OE GYETICTNKE [E KO0
ovemBOuNTN evépyela o€ OTL aPopd TNV ovATTTLEY ToVG omtd T Yévvnon €m¢ TV nAtkia tov 1 punvoc.
Agyv gival yvmot6 gdv 1 tpactov{ovpaunn ekkpivetol oto avOpomivo ydia. Ereidn n avOpomivn IgGl
EKKPIVETOL OTO UNTPIKO YAAQ Kot 1) duvatdTnTa PAAPNG 6TO vEoyvo glval dyvwoTn, ot yovaikes o€ Oa
npénet va, Onidlovv Katd ™ dudpkela g Oepaneiog pe Zercepac Kabmg Kot yio 7 unveg Uetd tnv
TeAEVTOIO OOGT.
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Toviudtnzo
Agv dwatiBevton dedopéva yio Tn YOVILOTNTOL.

4.7 Emopaceig 6TV IKEVOTNTA 001]Y1|61G KOl YEIPICHOD U OVILdTOV

To Zercepac €xet pikpn eXidpACT) GTNV IKOVATNTO 001 YNONG KO XEPIGLOL pnyovnudtomy (BA.
Tapdypoeo 4.8).

Kota ™ didprela e Oepamneiog pe Zercepac umopel va epgaviotel {dAn kot vovniia (BA. Tapdypago
4.8).

Y10v¢ aoBeveig mov Tapovslalovy cupmtopata oyeTLopeva pe Ty £yxvon (PA. mapdypapo 4.4) 6o
TPENEL VAL YIVETOL GOGTOGT VO UV 0d1yovV kot va pun yewpilovron pnyovipoto péypt va eEaierpbovv
TO, GUUTTMOLLATO.

4.8 AvemOOunteg evépysieg

2Hvown TPOGIA ACQAAELOC

Meto&d TV Mo Gofoapdv Ko/ GuYVOY avemBOUNTOV EVEPYELDY OV aVOQEPONKOY MG GTILEPO KOTA
TN XPNon ¢ TPacToL OVUAUTNG Eival 1 Kapdlakn dVGAELTOVPYia, Ot oXeTILOMEVEG LE TNV EyYLoN
avTIOPACELS, 1) AUATOAOYIKT TOEIKOTNTA (E101KOTEPO 1) OVOETEPOTTEVID), O1 AOIUMEELG KOl Ot
TVELUOVIKEG aVETIOOUNTES EVEPYELEG.

Katdloyoc ovemQountmv VEPYELDY GE LOPOT TIVOKO

2NV Topaypapo T, £Xouv ¥pnoiuoroindei ot akdlovbeg Katnyopieg cuXVOTNTOS : TOAD CUYVEG (2
1/10), cvyvég (= 1/100 éwg <1/10), &yt ovyvég (=1/1.000 £mg <1/100), ombvieg (=1/10.000 £mg
<1/1.000), moA¥ omdvieg (<1/10.000) ko un yvootéc (dev pmopet va ektiunel and ta dtabéoipa
oedopéva). Evtdg kdbe katnyopiog cuyvotntog epedviongs, ol avemBOunteg evépyeieg mopatifevton
Katd eBivovsa celpd coPapotnToag.

[Mopovcialovtar otov [Tivaka 1 ot avemBounteg evépyeteg mov £yovv avapepbel oe oyéon pe )
¥pHoM evooPAEPLag TpacTovlovuaunng ®g povobepaneio | o€ GuvovOoUd e ynuelobepameio oTIC
Baotkég KAvikég SOKIUES Kot PETA TNV KVKAO(QOPio TOV TPOoidvVTOoG.

O)ot ot 6pot ot omoiot epthappdvoviat Bacilovtal 6To VYNAOTEPO TAPOTNPOVLEVO TOGOGTO GTIG
Backég kKhvikég pedétec. EmmpocOeta, o1 0pot mov avapéptnkoy 6To HETEYKPITIKO TANIG10
oouneptiappavovtar otov [ivoka 1.

[Mivakag 1 AvemBounteg evépyeleg, ol omoieg avaeépnkay e v TpacTtov VAT Y10 EVOoPAEPLa
yopnynomn wg povobepamneia 1 o€ cuVOLAGUO L ynuedepanein 68 TIAOTIKEG KAMVIKEG LEAETES
(N=8386) ka1 petd amod v Kuklopopio

Katnyopia /opyaviko AvemOOunTn evépysia Yoyvomrta

ocvoTNNO

Aoméelg kan mapacttooelg | Aoipmén oo ouyvn
Pwogapuyyitido oo ouyvn
Ovdetepomevikn oNym Zoypv
Kvortitida oy
Ipinn Zoyvi
KoAritido oy
Agppatiki Aoipwén oy
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Koatnyopia /opyaviko Avem@opuntn evépyera YoyvotnTo
oVoTHO
Pwitida Zoyvn
Aolp®wén avdTEPOL AVOUTVEVGTIKOD Xoyvn
Ovporoipmwén Zoyvn
Dapuyyitida Zoyvn
Neomhdopoto Koionon, E&EMEN kaxonBovg veomAdoUaTOC Mn yvoot
KaKonon kot pun kabopiopéva ; - -
(mepLapBévovTal KOGTEL E&EMEN veomhdopatog Mn yvoot
Ko TOAOTOOEC)
Awotapoyéc Tov Eumopetoc ovdetepomevia IToAv ouyvn
OLLOTTOUTIKOD KOl AELPIKOD ; - ;
GUGTANATOC Avopio IToAv ouyvn
Ovdetepomevia IToAd ouyvn
Ap1Oudg AevKoKVLTTAPW®Y HELOUEVOG / IToA0 cvyvn
Agvkomnevia
®popPonevia IToAv ovyvn
YmompoBpoppvorpio Mn yvooti
Avocoloyikn| Opoppomevia Mn yvooti
Awotapoyéc Tov YrepevaroOnoio Xoyvn
0VOGOTOINTIKOY GLGTHLOTOG } } -
*AVaQUAOKTIKY avTidpaon Xrdvio
*AVaQLAOKTIKO 60K Xrdvio
AwTopayéc Tov Mewopévo Bapog /Andreto Bapovg IToAv ouyvn
petaforiopo Kot tng N - Ho ;
Opéumc vope&ia 0AD GV
2Hvdpopo Abong 6ykov Mn yvoot
Yreproahonpio Mn yvoot
Yoyrorpikég droTapoyég Avmvia IToA0 cvyvn
Ayyog Zoyvi
Koatdfiyn Zoyvn
Alotapoy€ ToV VEVPLKOD 'Tpduog IToA0 cvyvn
GLGTNHATOG - - ;
Z6én IToAv ouyvn
Kepoaiaryia IToAv ouyvn
MMoparctnoio IToAd ouyvn
Avcyegvcia IToAv ouyvn
IIeprpepikn vevpomadeia Xoyvn
Yneptovia Xoyvn
Yrvnhia Zoyvn
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Koatnyopia /opyaviko Avem@opuntn evépyera YoyvotnTo

cvoTNO

OpBoipukéc dratapoyéc Emnepukitioa IToA0 cvyvn
AvEnpévn daxpvppola IToA0 cvyvn
Enpoedaipio Xoyvi
Oidnpa g omTIkng ONANG Mn yvooti
Apoppayio Tov apEIPANGTPOEIdONG Mn yvoot

Awtapoyéc tov 16c kot tov | Kopwon Mn yvoot

AafopivBov

Koapdiaxég dratapoyég 'Apmpraxn wieon petwpévn IToAv ovyvn
'Apmpraxn wieon ovénuévn IToAv ouyvn
M1 @vo10A0Y1KOC Kapdrakodg puOudg IToAv ouyvn
"Kapdrakdc mrepuyiopdg IToAv ovyvn
KAdopa eEmbnong peiopévo* IToAd ouyvn
"Kapdaxn avemdpkeia (GLUQopnTIKy) Xoyvn
Y reprothioxy tovoappvOpio Xoyvn
Mvoxapdonadeio Zoyvn
'AicOnpa TaApdvy ARG
Iepikapdiakn GLAALOYT Mn covyvi
Kapdioyevng katominéia Mn yvoot
KoAmaotikdg puuoc Mn yvoot

Ayyelokég datapoyég "E€aym IToAv ovyvn
“TYrotoon Zoyvn
Ayyelod106ToMN Xoyvi

Awotapoyéc Tov *Avoenvola IToA0 cvyvn

OVOTTVELGTIKOV, TOV Bdpaxa

Kot Tov LecoBmpdxiov Briyag T1oAd oy
Eriotaén IToAv ouyvn
Pwoppoia [ToAb cuyvn
“TIvevpovia Zoyvn
AcbHua Zoyviy
Awotapoyn TveLUOVOV Xoyvi
"Yrelokotiki GLALOYN Zuyv
TXvpryuog Oyt cuyvn
ITvevpovitida Oy ovyvn
“TIvevpovikn ivoon Mn yvoot
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Koatnyopia /opyaviko Avem@opuntn evépyera YoyvotnTo
oVoTHO
*AvamvevoTikn SuoyEpeLa Mn yvooti
*AVAVEVGTIKY] AVETAPKELOL Mn yvooti
*Amnon mveduova Mn yvoot
*O&D mvevpoviko oidnua Mn yvooti
"X0vopopo ofeiag avomvEVOTIKNAG SVOYEPELNG Mn yvoot
“Bpoyyoomoouog Mn yvoot
“Yro&ia Mn yvootn
"Melopévog Kopeodg 0EVYOVoL Mn yvoot
Otdnua Adpoyya Mn yvooti
OpBonvola Mn yvooti
ITvevpovikd oidnpa Mn yvooti
Aldpeon vevpovondoeia Mn yvooti
Awotapoyéc Tov Aldppora IToAv ouyvn
YOGTPEVIEPIKOV - - ;
Epetoc [ToAb cuyvn
Noavtia IToAv ouyvn
10{dnpa tov e éonv IToAv ouyvn
Kook dAyog IToA0 cvyvn
Avoreyia IToA0 cvyvn
AvokootTo IToA0 cvyvn
Zropotitidn IToA0 cvyvn
Apoppoideg Zoyvn
EnpooTtopio Zoyvn
Awtopayég Tov Nratog kou | Hratoxvtropwkn PAGPN Suyvi
TV YOI QOpOV - -
Hrartitda Suyvi
Hratum evaicOnoio Zoyvn
‘Tktepog Xrdvio
Awotapoyéc tov déppatog kot | Epbonpa IToA0 cvyvn
70V VILOSOPiov 1GTOV ; - -
E&avOnpua IToA0 cvyvn
'0idnuo Tpocdmov TToAD cuyvi
Alomexia oAb cuygviy
Awotapoyn Tov ovoxmv IToAv ouyvn
2Hvopopo modopo-telpotioiog IToAv ouyvn

gpvbpodvcaisnciog
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Koatnyopia /opyaviko Avem@opuntn evépyera YoyvotnTo
oVoTHO
Axpn Zoyviy
Enpodeppia Xoyvn
Exydumon Zoyvn
Yrepidpwon Zoyvn
KnAdoPratidmdeg e&bvOnua Suyvi
Kvnouocg Zoyvn
Prén ovoya oy
Agpportitidon Suyvi
Kvidwon Mn cuvyvi
Ayyelooionpa Mn yvoot
Awotapoyéc Tov ApbBpoudyia IToA0 cvyvn
HVOOKEAETIKOD GLOTANOTOG [~~~ } ]
KOLL TOV GUVIETIKOD 16TOD Muiké opidipo T1okb ouyxvi
Mvaodyia IToA0 cvyvn
Apbpitida Zoyvn
Oocpuaiyia Suyvi
OoTikd dhyog Suyvi
Mvikoi oacpoi Zoyvn
Avyevaiyio oy
I1I6vog ota dxpa Xoyvn
Awotapoyéc Tov veppov kot | Neeptkn| dtatopayn Xoyvn
TV 0VPOPOPOV 00DV - - -
Mepppoavmdng GTEPALOTOVEQPITION Mn yvooti
ZREPOUATOVEPPITION Mn yvooti
Neppikn avendpreio Mn yvoot
Kotaotdoeig g xomong, g | OAryoddpapvio Mn yvoot
Aoyxetog kot g - ; -
EPLYEVVIITIKNG TEPLOSOV Yromlaocio Tov veppov Mn yvoot
Yromlooio Tov mvedpova Mn yvoot
Awotapoyéc Tov dLeyuovn Tov pactod / Maotitida Zoyvn
OVOTTOPOY®YKOD GUGTILOTOG
KOl TOL LLOGTOD
Ilevikég Sratapoyég Kot E&ac0évion IToAd ouyvn
KOTOGTAGELS TNG 000V o s Ho ;
ZOPTYNONG WPAKIKO GAYOGC OAD oLV
Piyn IToAv ouyvn
Konmwon IToAd ouyvn
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Koatnyopia /opyaviko Avem@opuntn evépyera YoyvotnTo

cvoTNO
I'putddng cuvdpoun IToAd cuyvn
Avrtidpaomn oyetilOuevn e Vv €yyvon IToA0 cuyvn
Akyog IToA0 cuyvn
TTvpegia IToA0 cvyvn
dAeypovn PAevvoyovov IToAd ouyvn
[eprpepikod oidnua IToAv ouyvn
Koaxovyia Zoyvn
Oionua Zoyviy

Koakooeig, ninmpiéosig kot | MOlorog Zoyvn

EMTAOKEG OEPOUTEVTIKDV

YEPLOUDV

+YmodnAover Tig avemBOuNTEG EVEPYELEC TOV avapépOnkay o€ oyéomn Le popaic EkPaon.

1 YrodnAdvel Tig avemBounteg evEPYELEG TOL EVPEWS avaPEPONKaY og oyéon pe oyeTIlOUEVES LE TV
£YYVON OVTIOPAGELS. ZVYKEKPLUEVA TOGOGTA Yo OVTEC dev glval dOtabEaa.

* [Tapatnpovpueveg og Bepaneio cuVOVAGHOD PETE omd avOPAKLKAIVEG KOl GUVOVAGUEVT e TOEAVEG.

TIeprypaon smdeyuévayv avemBountwv EVEPYEIDV

Kopdioxn dvaleitovpyio,

H ocvpgpopnrtikn kapdaxn avendpkeia, (Tagng -1V katd NYHA) eivon pia cuyvn avemBountn
gVEPYELD TOL GYETICETON PE TN YPNOT TNG TPASTOVLOVUAUTNG Kol £YEL GUGYETIOTEL e potpaio EkPaom
(PAéme mapdypago 4.4). Ta onueio Kot GUUTTORATA THG KOPOLOKNG SVCAELTOVPYING, OTTMOC ivorl M
dvomvola, 1 opBoTVOLA, O LENUEVOS PNYOG, TO TVELLOVIKO 0idN e, 0 KOATAGIOS S3 1] TO Lelopévo
KAdopa eEdOnong kotkiog Exovv mapatnpnbei o acbeveig vd Bepaneia pe Tpactoviovudumn (BA.
Topaypaeo 4.4).

X 3 Baoucég KAVIKEG dOKIUEG pe TPASTOVLOVUAUTY MG ETKOVPIKY Bepameia. yopnyovuevn o
cuvdvooud pe ynuetodepaneio, n cuyxvotnto Kopdiokng dSuchertovpyiag fabpov 3/4 (cuykekpiuéva
ocopmTopatikny Zopeopntikny Kapdiokn Averdpkela) fray mapopole o€ acbeveic 6Tovg omoiong
yopnynOnke povo ynuetobepoameio (Sniadn dev Erafav tpactovlovudunn), Kabmg Kol o aobeveig
6TOVG 0moiovg yopnyNHonke tpactovlovudunn Sadoyikd petd and o tagavn (0,3 - 0,4%). To
TO0G0GTO NTAV VYNAGTEPO 08 0oOEVEIS GTOVG 0TOIOVE XOPNYNONKE TPAGTOVLOVUAUT THLTOYPOVO. LE
o TaEGvn (2,0%). 1o TAAIG10 TG EIGAYMYIKNG AY®YNS, 1| EUTEpio amd TNV TavTdypovn Yopynon
TPAGTOVCOVLLAUTN KOl GYALOTOS XOUNANG 8001 avBpakvkAivig etvon meplopiopévn (BAEme
Tapaypaeo 4.4).

Orav n tpactovlovpdunn xopnyndnke Letd amd TV OAOKANPMOT TG ETKOVPIKNG YN uel0bepaneiog,
napatnpnnke kapdiokn avendpreto Tagng HI-IV xatd NYHA 610 0,6 % tv acBevdv 610 6KELOG
€vOG £toug Hetd amd didpeon mapoakoiovdnon 12 unvav. Xt pedétn BO16348, petd and didpeon
mapakolovinon 8 etwv, N enintwon ¢ coPapnc XKA (Taéng III & IV katd NYHA) 6to 6xélog mov
éloPe Bepameio pe Tpactovfovpaunn v 1 €tog nrav 0,8%, Kot T0 TOGOGTO TNG NG
GUUTTMOUATIKNG KOl OCVUTTOUOTIKNG SueAgttovpyiag aptotepn|g Kowiag ftav 4,6 %o.

H avaotpeyipotmra g coPapng ZKA (opiletor og axorovdio TovAGyIGTOV dVO S1US0YIKOV TIUDV

LVEF >50% petd amd to supfav) nrav epeavig yo 1o 71,4% tov acbevaov vid Beponeio pe
tpactovlovudunn. H avaotpeyipdtnta g o GUUTTOUATIKNAG KOl GV LITTOUOTIKNG
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dvodettovpyiag apiotepng Kotkiog Katadeiynke yia to 79,5% tov acbevov. To 17% nepimov tov
oYETILOUEVOV LE KOPOLKT SVCAEITOVPYIN GUUPAVTOV CNUEIDOONKE LETE QO TNV OAOKAP®ON TNG
Tpa.cToV OVUAUTNC.

2TIG TAOTIKEG LEAETEC TOV GKEVAGLATOG EVOOPAEPLAG YOpTYNONG TPOCTOVLOVUAUMNG GE LETOCTOTIKY
vdG0, 1 enintoon g Kopdlakng ducAettovpyiag toikihe avdueoa g 9% kot 12% Otav cuvdvdctnke
pe makAtacédn ovykprikd pe 1% — 4% yio maxdtalédn poévn mge. ot povobepamneia, 10 1060610
nrav 6% — 9%. To peyold1epo m0G0GTO KOPOLOKNG SOLGAELTOVPYING TopatnPNONKe oToVC aobeveig
7ov éhafav tpactovlovudunn tavtdypova pe avOpoakvkAivi/Kokhoemapauion (27%), kot oy
ONUOVTIKA VYNAOTEPO amd 0LTO TV 0.60evdv VIO povobepameia pe avOpaKLKAIVI/KUKAOPOCEALION
(7% — 10%). Ze pio emoOpevVn HEAETN UE TPOOTTIKY TALPAKOAOVON G TG Kapdlakng Aettovpyiag, M
EMIMTOON TNG CUUTTOUATIKNG GVUPOPNTIKNG Kapdlokng averapkelag CHF fitav 2,2% otovg acbeveig
mov Ehafav TpacTov{oLUAuT Kol S0GETAEEAT, GLYKPLTIKA HE To 0 % oTovg acbeveig Tov Elafav
doocetalédn povo.

O teprocotepot acbeveic (79%), oL 0moiot EpPAavVIGOY Kapdlakr SVGAEITOVPYIN GE OVTEG TIC LEAETEG
eupavicay Pedtioon petd amd ™ ANy kabiepopévng Bepameiog yio T CLUEOPNTIKY KOPOLOKN
avendpkelon CHF.

Avtidpdaelc amd v Eyyvar, 0lAepyiod THOmOV OVTIOPATEIS Kol DIEPELOIOONTLO.

Extpdron 611 mepinov 40% tov acbevav mov Aappdavouvv Bepaneio pe tpactovlovpdaunn o
TOPOVCIACEL KATOL0, LOPPT] OvTidpaoNg mov oyeTileTan pe v £yyvon. Evtovtoig, n mietoynoio tov
oyeti{OeEVOV e TNV Eyyvon avTidpdoemV eival NTEG £0G PETPLEG o€ £vTaoT) (cuotnua Badpoidynong
NCI-CTC) ko teivouy va epgavifovtol ota mpodipo 6Tado TS Oepaneiog, ONA. KOTA TNV TPOTN,
de0TEPT KOl TPITN £YYLON KOt 1] GLYVOTNTA TOVG HELOVETAL OTIS EMOKOAOVOEC eyyvoEIC. Ot avVTIOPAGELS
nepthappavouy piyn, mopetd, SVOTVOLN, VIOTAGT], CLPLYLO, BPOYYOCTAGHO, TAXVKOPSIM, UEIMUEVO
KOPEGHO 0EVYOVOV, OVOTTVELCTIKT dLuoyEpted, eEAvONL, vavTio, Epeto kat kepaiadyio (PAETE
apdypoeo 4.4). To 1060010 TV GYETILOUEV®V LE TNV £YYVOT AVTIOPACEDY OA®V TV Babumv
TOIKIAE UETAED TOV UEAETAOV aVALOYO, LE TNV EVOELEN, TN UEDOOO GLAAOYNG dESOUEV@Y, KOL TO EGV M
TpacToviovudumn yopnyndnke tavtdypova pe ynueobepaneio | g povobepansio.

YoPapéc avapLANKTIKEG OVTIOPAGELS, Ol OTTOIEC AmOLTOvY dueon Tpdcebetn mapéuPacr ekdnAdvovtal
ocuvnBmg Katd T dudpkela gite TG TPAOTNG €ite TG de0TEPTS EYYVONC TNG TpacTOL OVUGUTNG [PAETE
Tapdypoaeo 4.4] Ko éxovv oyetiotel pe popaia ExPaon.

Avoeuloktoeldeic avtidpdoeic £xovv mapotnpnbel oe LELOVOUEVES TEPITTMGELC.

Awozoloyixn tolikotyto

H eumdpemn ovdeteponevia, Aevkomevia, avaipio, Opoppomevia Kot ovdeteponevio cuvéfnoay ToAD
ovyva. H ouyvotnra epepdviong g vrorpobpopfivaipiog dev ivorl yvooty. O kivovvog
ovdeteponeviog Umopel va elvar ELaEpdS ovénpévog 0tav 1 TPacTOLLOVUAUTT YOpTYEITOL LE
doceTaéAn petd T Bepameio pe avOpakviveg.

Ilvevpovikd ovufduaro.

YoPapég mvevpovikéc avemBvunTeg evépyeleg cupuPaivouy o oyéon Ue T XpNnon TG
TPa.oTOLLOVUAUTNG KoL £OVV OYETIOTEL LE potpaia EkPaot. Avtéc suumeptlappdvovy, aArd dev
nepropifovior o TveLUOVIKEG OB oELS, CUVOPOLO 0EELOG OVOTVELGTIKNG SUGYEPELOG, TVELLLOVIM,
TVELUOVITION, VTTECMKOTIKN GLAAOYY, AVOTVEVGTIKT SUGYEPELD, 05D TVELLLOVIKO OO AL Kol
TVELLOVIKT avemdpkela (BAEne mapdypapo 4.4).

Ot Aemtopépeleg TV PETP®Y ELAYIOTOTOINGNG TOV KIVOLVOL 7OV gival cOUP®VES pe To Evpomaikd
Yyéo10 Alayeipione Kivdovou mapovcialovor otic (mapdypago 4.4) Ewdikég mpoeldonooelg kot
TPOPLAGEELS KaTd TN Xpron.
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AvocoyovikdtnTa,

2V E100YOYIKN— enKovpikn HeAét yia tov ITIKM (BO22227), og o Sidpeon mapokorobnon 1
omoia emepvovoe Toug 70 unvecg, 10,1% (30/296) tov acBevav vid Bepancio pe evoopiéfia
TPOGTOLLOVUAUTN OVERTVENY aVTICOHOTA EVOVTL TG TpocTovlovpdumnc. Ta eEovdetepmTikd
OVTICAOLOTO KOTA TNG TPAGTOVLOVUAUTNG EVIOTGTNKAY GE dElylaTo LETA TV apyY| TG Oepamneiog o€
2 and 30 acBeveic 610 evOOPAEPLO OKELOC TPAGTOLLOVUAUTNG.

H A cveyétion autdv tov avticoudtov dev ival yvoortr. H topovcio aviicoudtev katd tng
TPOoTOLLOVUANTNG deV glxe Kapia EMIOPAOT OTN QOPUOKOKIVNTIKY, OTNV OTOTEAEGUATIKOTNTA (1)
omoia opiletan amd v ITAnpn [aBoroyikn Avtandkpion [pCR] kot oty emPioon ehevbepng
ovupaudtov [EFS] ko otnv acedieio n oroia opiletar omd v epuedvion oyxeTilOUEVOV LE TN
yopnynon aviwdpdoemv (ARRS) g evdopréPiag tpacTovlovudumng.

Agv vapyovv dabEc1U. 0EG0UEVI BVOGOYOVIKOTNTOS Y10, TNV TPAGTOVLOVUAUTT GTO YOOTPLIKO
Kapkivo.

AvoQopd mBavoLoyoLUEVOV aVETBOUNTOV EVEPYEIDY

H avopopd mBavoroyodevemy avemiBountmy evepyeumy HeTd amd T xopnyNno” Adelog KukAopopiog
TOV PAPUOKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakodlovdnon g oyéong
0PEALOVC-KIVOHVOL TOL QOPLOKEVTIKOD TPOTOVTOG. ZNTEITOL 0O TOVG EMAYYEALOTIEG TOL TOUED TNG
VYELOVOLUKNG TEPIBOAYNG VO, AVAPEPOLY OTTOLEGONTOTE THUVOLOYOVEVEC OVETIOOUNTEG EVEPYELEG
LEG® TOV €6VIKOD GLOTNUATOG AVOPOPAS TOV avaypapetal 6To [apdptnua V.

4.9 Ynepdocoroyia

Agv vapyet epmeipio vIEPS0GOLOYING 08 KAMVIKEG OOKIUES e avBpmmovs. Eedmat 60ce1g Zercepac
¢ povoBepameia, peyorvtepec amd 10 mg/kg dev Exovv yopnynbei otig kKAvikég dokipéc. Adon
£pooov 8 mg/kg axorovBovuevn amd ddon cuvimpnong 10 mg/kg kabe 3 efdoudodsg Exel peleOei o
KAWVIKY] SoKIUN o€ 0oOEVEIG [IE LETAGTATIKO YUOTPIKO KOpKivo. AOGEIS £0¢ 0TO TO EMIMESO NTAV KOAG
OVEKTEG.

5. OAPMAKOAOI'IKEX IAIOTHTEX
5.1 ®@oppokodvVOUIKES 1O10TNTES

Doppokobepamentikn kaTnyopic: AVTIVEOTAAGHOTIKOL TOPAYOVTES, LOVOKAWMVIKA AVIICOLOTO
kwdwoég ATC: LO1FDO1

To Zercepac givar Plo-opoeldég papuakevtiKo mpoidv. Aentopepeig minpopopieg eivon dabécipeg
GTOV O1KTLOKO TOTTO ToL Evpmnaikod Opyaviopuol @apudkmv: http:/ www.ema.europa.eu.

H tpactovlovpaunn givar Eva avacvvovacuévo eavBpomomompuévo [gGl povokimvikd aviicopa
£vavTl ToL VTodoYE 2 TOV OVOPOTLYOL EMdEPUIKOD avéntikod wapdyovta (human epidermal growth
factor receptor 2 - HER2). Ymepéxoppoaomn tov HER2 gpopavietar to 20 %—30 % t0v mpotonadmv
KapKivov pootov. Meiéteg tov mocootol Betikdtnrag HER2 yaotpikdv kapkivov (GC) otig omoieg
ypnooromdnie avocsotstoynpeio (IHC) ko pBopilwv in situ vppidiopnog (FISH) v ypopoyevikog in
situ vBp1doudg (CISH) €xovv dei&el 0t vdpyet svpeia dtokvuavon g HER-2 Oeticottog omd
6,8% £mg 34% yio T péBodo THC kan 7,1% €wg 42,6% yio tn pnébodo FISH. Meléteg vmodeikvihovv
0T1, o1 aobeveic pe KapKivo pooTod TV omoimv ot 6ykotl vrepekepdlovv To HER2 éyovv Bpaydtepo
dtonuo ehevbepo VOGO, GLYKPLTIKA pe acbeveic TV onoimv ot ykot dev vrepek@pdlovv 0 HER2.
To eEokutTapikd Tunua tov vrodoysa (ECD, pl105) unopet va. e16éA0gL 6TV KLKAOQPOPID, TOV QULOITOC
Kot vo petpnBei og delypata opoo.
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

Mnyoviopdc dpdonc

H tpactovlovpdaunn deopevetal pe vynin cuyyévela kai eEgdikevon otny vro-nepoyn 1V, pa
mopapeppaviki meptoyn tov eEmkutrdplov tunpatoc tov HER2. H 6éopevon g
tpactovlovudunng oto HER2 avacstéAdel TV aveEdptnn amd T0 GLUVOETI LETASOOT) G LLOTOG TOL
HER?2 xo gpmodilet Ty Tp®@TEOAVTIKY] 0T0dOUNGT TOV EEMKVTTAPION YDPOV, EVOG UNYOVICLOV
gvepyomnoinong tov HER2. Q¢ amotéleoua, £xel deybel, oe Tpocdlopiopong in vitro kai o€ {da, 0TI N
TPOoTOLLOVUAUTT AVOCTELAEL TOV TOALOTAUGLUGUO TOV AVOPOTIVOV 0YKOYOVOV KUTTAPMV T, 07Ol
vrepekepdalovv o HER2. Emumpdcheta, n tpactovlovpdunn givar £vag 1oyvpog pesorapntng e
OVTICOUOTOEEQPTOUEVNG, KLTTOPIKDG ETayopevng kKuttapotodikottag (Antibody Dependent Cell-
mediated Cytotoxicity, ADCC). "Eyet dery0¢i in vitro 011 1| emaryopevn amod tnv tpoactovlovudumn
ADCC, aokeitol emAeKTIKA 6TO KOPKIVIKE KOTTOpO ToL Vepekppalovy to HER2 ce oyéon pe ta
KOPKIVIKG KOTTOpO Tov Ogv vrepekppaovv 1o HER2.

Aviyvevon e vrepékppoonc tov HER2 1 tng evioyvonc yovidiov HER2

Aviyvevon ¢ vrepéxppoonc tov HER2 1 ¢ evioyvong yovidiov HER2 otov kopkivo puaotot

To Zercepac Ba mpénel va ypnopomoteitol poévo og acbeveig o1 6yKol T@v onoimv dabétovy
vrepékppacn Tov HER2 1 evioyvon yovidiov HER2 6nmg kabopiletor and pio emaxpiPn kot
a&lohoynuévn g emkvpopévn doxyocio. H vrepékppacn tov HER2 Ba mpémet va aviyveveton pe
ypnon Baclopevng oty avocsoictoynueia (IHC) a&lordynon tov otabepdv TUnpdToV Tou 6YKoL
(BAéme mapdypago 4.4). H evioyvon yovidiov HER2 Ba mpémel va aviyvevetar e tn ypnon
@Bopilovrog in situ vBpdopod (FISH) i ypopoyeviko in situ vppidicuod (CISH) o otabepd
TuAoTo Tov 0ykov. Ot acbeveig ivar kaTtdAAnAol yia Ogpaneia pe Zercepac pOGovV Tapovclalovy
oyvpn vepékppact tov HER2, dnwg meprypdeeton amd anotéiespo 3+ katd IHC 1 Oetiko
amotéieopa FISH 7 CISH.

IMa vo e£ao@oietony akpiPr Kot ovamapoy®YLo amoTeAEGOTA, Ol doKIuacieg Oa Tpémel va
TPOYUATOTOIOVVTOL G€ EEEIOIKEVIEVO EPYUGTIPLO, TO 0010 UTOpEl va S1acPaAIcEL TNV eyKLPOTNTA
TOV SAOKAGIDV TNG OOKILOGING.

To cvvietdpevo chotuo fadporoynong yia v a&lordynon tov popeav ypmong IHC éxel dmwmg
avaeepeton otov ivaka 2:

ITivaxog 2 Zvviotopevo cuotnuo Babpoidynong yia tnv agloddynon tov popeav ypwdong IHC otov
Kapkivo Tov HoGTOD

BaBpog Mopon ypoeng Adwohdynon g
vaepékgpaong tov HER2
0 Agv mapornpeiton Kapio ypdon 1 topatnpeitol Apvntuco
ypdomn g HepPpavng oe < 10 % tov KLTTAp®V
TOL OYKOL
1+ AviyvedeTor apudpn/LOME avTIMNTTN XpDOCT TNG ApvnTiko

peuppavnc o > 10 % tov xuttdpmv ToV dyKOU.
TTapamnpeiton ypdon poévo ce PEPOG TV
HEUPPAVOV TOV KLTTAPOV.

2+ Aviyvedetor acBevig Eoc pETpla TANPNG pDOON Apoionpo
TV pepppavav o > 10 % tov KuTTdp®V TOL
OYKOVL.

3+ Aviyveveton 1oyvpi TANPNG XPDOCT TOV LepPpovov | Oetikd

o€ > 10 % TV KLTTAPWOV TOL OYKOV
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T'evikd, n FISH Bewpeiton Oetikn edv 1 avaioyia tov apiBpod aviypdeov yovidiov HER2 ava
KOTTOPO GYKOV TTPOG TOV aplOUd ovTLYpAPoV Ypouocouatoc 17 sivol peyaidtepn 1 ion tov 2 1 by
VIApYoVV mEPLocOTEPD amd 4 avtiypaga yovidiov HER2 avd kbtrapo dykov g mepintwon mov dev
ypnoomoteitol To ypoudcopa 17 yio chykpion.

I'evikd, n CISH Bewpeiton Betikn edv vndpyovv neprocodtepa and 5 aviiypaga yovidiov HER2 avé
mopnva o€ mePocotepo and 50 % tev KuTTdp®V ToL HYKOV.

Mo T pelg 0dMyieg oYETIKA UE TNV EKTEAEGT] KOL TNV EPUNVEIN TOV UETPTCEDV, TOUPAKOALOVE
avatpeEate ato POAAN 0ONYIDV XpNoMg TV AEI0A0YNUEVOV O¢ emkupopévay petpnoemv FISH kot
CISH. Mnopei eniong va £xovv epappoyn Kot enionpeg ovotdoelg yio ) dokipacio HER2.

INo omoadnmote GAAN péBodO Tov mBavov ypnoponoteiTal yio T LETPNOT TG EKQPAONG TNG
TpoTEIVNG N ToL Yovidiov HER2, o1 avolvcelg Ba mpémel va mparyotomolobvtol HOvVo Gg EpyOcThpLa
OV TTOPEYOVY EMAPKT], TPONYUEVNG TEYVOLOYIOG EKTEAEGT] T®V OEIOAOYNUEVOV MG ETIKVPOUEVOV
uefddmv. Zapng, ot uébodot avtéc Tpémel va eivar apketd emaxpiPeig kot opfég dote va KatadeiEovv
v vepékepact tov HER2 kot Tpémetl va mapéyovv v duvatdtnra S1dkpiong Letalld HETPLog
(oOpPVNG He To 2+) Kot 1oyvpic (cOUP®YNG He To 3+) vtepékppacng Tov HER2.

Aviyvevan e HER2 vrepéxppaonc ) ¢ evigyvong yovidiov HER2 oto yootpiko kopkivo

Movo pia emkvpopévn dokipacio akpieiog TPETEL VO YPNGIUOTOLEITOL Y0 TIV OVIXVEVCT TNG
vrepék@paong Tov HER2 1 ¢ evioyvong tov yovidiovo HER2. O éheyyog pe pébodo
avoooiotoynueiog (IHC) cuviotdton mg TpmTOg TPOTOC SIEPEVVNONG KOl G TEPIMTMOGELG OOV
amorteiton yvaon kot g Kotdotaong evioyvong Tov yovidiovo HER2, npénet va ypnoytomoteiton gite
TEXVIKN in-situ VPOV pe apyvpo SISH 1 pia teyvikn FISH. Xuvictdton gv To0T01G TEXVOLOYin
SISH ®ote va givon emttpentiy | mopdAAnAn agloddynon ¢ 1I6ToA0YI0G KOl TG LOPPOAOYING TOV
oykov. ['a va eEaopaloTel 11 eyKLPOHTNTA TOV SUOIKACIDOV EAEYYOV KOl 1) ANYN ETAKPIPOV Kot
AVOTOPUYD YOV ATOTELECUATOV, 0 EAeyyog Tov HER2 mpémetl va diedyetan og epyactipla
EMOVOPOUEVA UE EKTTALOEVUEVO TTPOcOTIKO. [TANpELg 0dnyies yia v extédleon TV uebddmV Kat TV
gpUNVEiD TOV OMOTEAECUATOV TPETEL VO AAUPAVOVTOL 0O TIG TANPOPOPIES TOV TPOTOVTOG TOV
mapéyovtor e Tig dokipacieg Eréyyov tov HER2 mov ypnoipomolovvrat.

> dokun ToGA (BO18255), acOeveic tov onoiwv ot dykotr ntav eite IHC3+ 1 Ogtucol katd FISH
yopaktnpiotnkoyv og HER2 Betucol kan €161 cupnepieAn@dnoay ot dokiun. Me Bdaon ta
OTOTEAECUATO, TNG KAVIKNG SOKIUNG, TO, EVEPYETIKA AMOTEAEGLOTA TTEPLOPIGTNKOY GE 00DEVEIC e TO
vynAoTepo emimedo HER2 vrepékppacnc e npmteivng, 6mwg kabopiomnke pe 0Tikd anotéhesuo, pe
T 3+ pe ™ puébodo IHC, 1) 2+ pe THC kon pe Oeticd amotédeopa pe tn FISH pébodo.

e pia perétn ovykpiong pebddmv (peiétn D008548) mapatnpnOnke vynAiog Babudg avtiotoryiog
(>95%) v 11g teyvikég FISH kou SISH w¢ mpog v aviyvevon g evioyvong tov yovidiov HER2 ce
aoBeveig e yaotpkd Kapkivo.

H vrepékopoaon tov HER2 Oa mpémet va aviyvedeton pe m ypnon Pacilopevne oty avocsoictoynueio
(IHC) a&oAdynong tov HoVIHOTONUEVAOY TUNHdT®V Tov Oykov. H evioyvon yovidiov HER2 Oa
TPETEL VO, AVIYVEVETOL e TN XpNom in situ vPpdiopov, ypnopomoidvrog eite SISH 1 FISH oe
LOVILOTIOUNLEVOL TULLOLTO TOV OYKOU.

To cuvictdpevo chotnuo fadporoynong yio tnv a&lordynon tov popeav ypmons IHC éxel 6mwg
avaeépetor otov Ilivaka 3:
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ITivaxog 3 Zvviotopevo cuotnuo Babpoidynong yia v agloddynon tov popeav ypwdong IHC otov

YOGTPIKO KapKivo

BaOuog Agiypa yerpovpyeiov - Mop@1] | Asiypa froyiog — popoi A&oroynon g
APOONG APOONG Ynepékgpaong tov HER2
0 Kopia aviidpootikotnta 1 Kopia avtdpootikotran | Apvntiko
AVTIOPOCTIKOTNTO TG AVTIOPOCTIKOTNTO TG
pepppavng oe < 10% tov pepppavng oe omolodnmote
KLTTAPWV KOTTOPO TOV OYKOL
1+ Apodpn/HoMg avTiAnm Oudda kuttdpmv 0yKov pe | ApvnTiko
OVTIOPACTIKOTNTO TNG apLdp” / HOAIG AVTIANTTY
pepppavng oe >10% tov OVTIOPACTIKOTNTO TNG
KLTTAPWV TOV GYKOV. pepppavng ave&aptnta and
To KdtTOpa avTidpovv Pdvo o€ | T0 TOGOGTO TOV KVTTAP®OY
TUA O TOV LEUPPOVOY TOVG. TOL OYKOL GTa OToin
TOPATNPEITOL XPDOOT
2+ AcBevig ém¢ pétpla Ouddo Kuttdpwv OyKov e | Apgpionuo
OVTIOPACTIKOTNTA OAOKAN PG M | acBevn émg pétpla
NG TAayloPactkng HepPpdvng | aviidpactikdtTTa
oe > 10% tov KutTdpmVv TOVL OAOKANPNG M TNG
OyKov. mAayloBactkng pepBpdvng
ave&aptnto amd T0 T0c0eTO
TOV KLTTAP®V TOV OYKOL
o710 oToia TapoTPEiTOL
XPOCN
3+ Ioyvpn avTdpactikdéTTA Oudda kuttdpmy 0yKov pe | OeTicd
0AOKANPNG M TNG GYLPN VTIOPUCTIKOTNTO
mAayloBactkig pepppdvng oe | OAOKANPNG 1 TNG
>10% TV KOTTAPOV TOL TA0yoBactknG HepPpavng
OYKOUL. ave&aptnTo amd T0 T0c0eTO
TOV KLTTAP®V TOV OYKOL
o710 oToia TapoTnPEiTOL
XPOCN

I'evikd, 1 SISH 1 ) FISH Bewpeiton Oetikn dv n avaroyio tov apiBuov avtiypdeov yovidiov HER2
vl KOTTOPO OYKOL TPOG TOV aplBpd avitypdemv ypowpocopatog 17 sivar peyolvtepn 1 ion tov 2.

Khlvikn omotelesnotikdTNTo Kol 0CQAAELO

Metootatikoc KapKivog Tov LaoToD

H tpactovlovpdunn £xel ypnooromel o kKAvikég dokipég wg povobepameia yio acbeveic pe MKM
o1 omoiot £yovv dykovg mov vrepekEpalovy To HER2 kat éxovv amotvyet o€ éva 1] TePIocOTEPQ
ANUEL0OEPUTEVTIKE GYNUATA Y10 T LETACTATIKN TOVG VOoO (Tpactovlovpdunn uovo).

H tpactovlovpaunn £xet eniong ypnoomombei oe cuvdvacud pe makMtaéAn 1 606ETOEEAN Y10 T
Oepancio acBevov mov dev £xovv AdPel ynuelobepaneio yio T PETAGTOTIKY TOVG vOG0. Ot acbeveic
7oV glyav TponyovpEvmg AdPet emcovpikn ynuetobepaneio Pacilouevn og avOpoaKvKAiv
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avTipetonicTnKay pe TakAMtaéAn (éyyvon 175 mg/m? eni 3 dpec) pe f yopic Tpactoviovpdpumn.
Tty Bacikh ok g Socetacéing (éyyvon 100 mg/m? ent 1 dpa) pe 1 yopic tpactovlovudpumn,
60 % twv acBevav giyav mponyovpévmg AaPel erucovpikn ynuelobepaneio Pacilopevn oe
avOpaxvidivn. Ot acBeveig Adpupavay tpactovlovpaunn péxpt v e&€Mén g vocov.

Agv €xel peetn el n omoTeEAEGUATIKOTNTA TNG TPAGTOVLOVUAUTNG G GLVOIVACUO LE TOKMTAEEAN o€
acBeveic mov dev Elafov TPoNyoVLEV EMKOLPIKN aymYT| P avOpaxvihives. Q6T1000, 1
Tpoactovlovudunn e cuvovacuUd ue doceTaEEAN NTaV amOTEAEGHATIKO o€ 0oOevels, aveEapTnTmMS TOL
€av glyav N Oy AaPel Tponyo VeV EMIKOVPIKT Oy LE avOpaKVKAIVES.

2 pébodo dokipaciog mov apopovoe Ty vepékppact Tov HER2, yia tov mpocsdiopiopd g
KATOAANAOTNTOG TV ac0evdv oTIG Bactkéc KAVIKES doKiuéC povobepameiog e tpaotovlovudunn Kot
TPOGTOLLOVUAUTNG GE GUVOLOCUO PE TAKMTAEEAT, EYIVE XPTOT] OVOGOTCTOYN KNG XPDONG Y1 TO
HER2 amé povipomompévo vAkd 0yk®v Tov Haotov, e T fondela Tov HOVOKA®VIKOV aVTICOUATOV
uvog CB11 kot 4D5. Ot 1670l 0vTol, NToV LOVILOTOIIEVOL GE OopUOAN 1| atafepomointikd Bouin. O
EPEVLVNTIKOG OVTOG TPOGOIOPIGLOC TPAYUATOTOONKE KOTA TIg KAMVIKEG SOKIUEG GE EVOL KEVTPIKO
€PYOOTNPLO Ue TN ¥pNomn wog kKAipaxog and 0 éog 3+. Zoumeptednenoav o acbeveic pe katdToén
2+ 1 3+ Bdoetl g ypdong evd ot acbevelg Tov omoiwv 1 ypdorn NTav e Taéng tov 0 1 1+
amoxieiotnkav. [Tocootd dve tov 70% tev acbevadv mov cupnepiednedncav topovciole
vrepékppaon 3+. Ta dedopéva vTodetkvhovy OTL TAL EVEPYETIKE OMOTEAEGLOTO TAV HEYOAVTEPOL
petald tov acbevav pe vymidtepa enineda vrepékppaong HER2 (3+).

> Baotkn dokn g dooeTa&éAng, e N yopic tpactoviovpaunn, n kopla pEBodog doKipaciog Tov
ypPMNoLoToONnKeE Yo ToV Tpocdoptopd g Betucotntog HER2 ftav n avocoictoynueio. Mo
uetovotn o, acbevav e€etdotnke pe ypnomn ebopilovtog vPpidicpot in-situ (fluorescence in-situ
hybridisation, FISH). Xt doxiun avtn, 87% tov gyyeypappévav acbevav giyav voco IHC3+ kot 95%
TV eyyeypoppévev acbevav eiyav voco IHC3+ koavn FISH-0gtikr.
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Efoouadiaio 006010y1x0 oynuo. otov HETAOTOTIKG KOPKIVO TOD [UATTOD

H anoteleopatikotnta ond peréteg povobepamneiog kot Oepomneiog cuvovaouod cuvoyilovtol otov

ITivoko 4:

ITivaxoc 4 AToteAécaTO GE GYECT] LE TNV OMOTEAECUOTIKOTNTO Ot TIG LEAETEG pLovoBepameing Kot
GLVOVAGTIKNG Bepameiog

Hopapetp | MovoOepamsio Ogpaneia cvvovAGNOD
0g
Tpastoviovpdp | Tpastoviovpap | Moxkitatéd | Tpastoviovpdp | Aocetatéin?
m' m™m n m™m
Ko Kot dooeTaléin’ N=94
N=172 makhratéin? N=77 N=92
N=68

IHocooto 18% 49% 17% 61% 34%
aVTOTOKPL (13 - 25) (36-61) (9-27) (50-71) (25-45)
ong
(95%CI)
Awdpeon 9,1 8,3 4,6 11,7 5,7
duapkara (5,6-10,3) (7,3-8,8) (3,7-7,4) 9,3 —15,0) (4,6-7,6)
avVTaTOKPL
one
(mivee)
(95%CI)
Awdpeoog 3,2 7,1 3,0 11,7 6,1
TTP (2,6-3,5) (6,2-12,0) (2,0-4.,4) (9,2-13,5) (5,4-7,2)
(mivee)
(95%CI)
AwGpeon 16,4 248 17,9 31,2 22,74
smpioon (12,3-6v) (18,6-33,7) (11,2-23,8) (27,3 - 40,8) (19,1-30,8)
(mivee)
(95%CI)

TTP: xp6vog g v e&EMEN, TO “OV” VTOJEUKVOEL OTL OEV NTOV SVVOTOV VO VITOAOYIOTEL 1] OEV EXEL
aKxoun emrevydel.
1. Melétn H0649g: vroopdda acBevav IHC3+
2. Melémn H0648g: vmoopdda acBevarv THC3+

3. Melétn M77001: TTAfpng opdda avaivong pe mpdbeon Bepaneiog (intent-to-treat),

omoteAéopato 24 unvav

2vvivaotiky Oepomeia pe pooTovl0VUGUT KoL avooTPoloin
H tpactovlovpaunn £xet peretn0el o€ cuvdvacud pe avaotpaloin yio Oepomeio TpOTNC YPOUUNG
010 MKM o¢ petepunvonavciokég acbeveic pe vrepékepoaon tov HER2, Oetikobc 6tovg opuovikong
VIod0YElg (T.y. oloTpoyovikovg vodoyeic (ER) xau/f vmodoyeic mpoyeotepovng (PR)). H emiPioon
yopic e&EMEN ™G VOGOL NTOV SIMAAGLO 6TO GKEAOG LITO TPAGTOVLOVUAUT LV OVAGTPALOAN
GUYKPIVOLEVT] UE 0TIV GTO OKELOG TNG ovasTpaloAng (4,8 uivec évavtt 2,4 uiveg). o tig ddheg
TOPUUETPOVG Ol PEATIOCELS OV TOPATPHONKAY Y10 TOV GLVIVAGUO MTAV: Y10, TNV GUVOAIKN
avtonokpon (16,5% &vavtt 6,7%), yia to deiktn kKAvikod opélovg (42,7% évavtt 27,9%), yia tov
1povo g v e&EMEN g vooov (4,8 unveg Evavtt 2,4 uiveg). Agv kotoypaenke Kopio
dtopopomoinomn LeTa&d TV GKEADY (¢ TPOG TOV ¥PAVO MG TNV CVTATOKPIoT Kol TN SIUPKELN TNG
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avtamokpione. H didueon cvvolkn emPioon empumrdvinke katd 4,6 piveg otovg acbeveic oto

okéA0G ToV cuvdvacuoV. H dtapoporoinon dev oV GTATIGTIKA CUAVTIKT, EV TOVTOLS TEPIGCOTEPOL
Ao TOVG PIooVg acheveic amd To GKEAOG TNG aVAGTPAULOANG TPOYDPNOAY GE EVO GYNLLOL TTOL TTEPLELYE
tpactovlovpdumn petd v e&EMéEn g vocov.

A060A0Y1KO YO, TPIOV-ELIOUCGIWV TTOV UETATTOTIKO KOPKIVO TOV UAGTOD
To 0TOTEAEGOTO GYETIKA LLE TNV ATOTEAEGLOTIKOTITO OO [T CLYKPITIKEG LEAETEC povobepameiog
Kot peréteg Oepamneiog cuvdvacuov cuvoyiloviat otov [livaka 5:

[Tivakag 5 Amoteléopata 6€ GYEOT LE TNV OTOTEAEGUOTIKOTNTO OO TIG U1 CUYKPITIKEG LEAETEG
povoBepoameiog Kot cuvovacTIKNG Oepameiog

Hopapetpog MovoOeponcia Ogpameio GLVOIVOOHOV
Tpacstovloopapnn | Tpastoviovpapnn | Tpactovlovpaprn | Tpactoviovpdpmn
! 2 kot wakhraléin® | kon doceratéin?
N=32 N=110
N=105 N=72

MMococTo 24% 27% 59% 73%

avTOmoOKPLoNg (15-35) (14-43) (41-76) (63-81)

(95%CI)

Avdpeon 10,1 7,9 10,5 13,4

&dl"‘ﬁ“‘ (2,8-35,6) (2,1-18,8) (1,8-2,1) (2,1-55,1)

OVTATOKPLONG

(wiivec)

(g0pog)

Avapecog TTP 34 7,7 12,2 13,6

(mveg) (2,8-4,1) (4,2-8,3) (6,2-p) (11-16)

(95%CI)

Avdpeon v ov v 47,3

gmpioon (32- 3v)

(mivee)

(95%CI)

TTP: yp6vog g v e&EMEN, TO “OV” VTOJEUKVOEL OTL OEV NTOV SVVOTOV VO VITOAOYIGTEL 1] OEV EXEL

okoun emrevyOet.

1. Melétn WO16229: 660m gpodov 8 mg/kg, axorovBoduevn amd 6 mg/kg mpdypappo 3

ePdopddmv

2. Melétn MO16982: d66om epddov 6 mg/kg 3 popég v efdopdda, akorovbovuevn amd 6 mg/kg
Tpoypouua 3 fdouddmv

3. Megkém BO15935

4.  Mekémm MO16419

Eotieg elédiéne

H ocvyvémta vmoTpomng 6To HIop TV CTUAVTIKG LEIWHEVT] 6TOVG acOeVEIG TOL OVTIHETOTICTNKOY
UE TO oLVOVAGHO TPAGTOVLOVUGUT KOl TOKAITOEEAT, € GUYKPIoT e ToKAMTOEEAN ®¢ pLovobepameia
(21,8% évavti 45,7%; p=0,004). [Teprocdtepol aobeveic TOV AVTIUETOTIGTNKAY UE TPAGTOV OVUAUTN
Kol TOKMTOEEAT] TOAPOVGINGY VTOTPOTN GTO KEVIPIKO VELPIKO GUGTNUA ald EKEIVOVG TOL
avtetonioTnKay pe makitacéin uovo (12,6% évavtt 6,5%; p=0,377).
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Tpowioc kapxivoc Tov uooTov (smikovpiko Tiaiolo)

O mpdog kopkivog pootobd opiletal mg un LETASTATIKO TP@TOTafES SnbNTiKd KapKivopa TOV
HO.oTOV.

210 TAaic1o TG EMKOLPIKNG Bepameiag, To TpacTovovuduny diepevvnonke oe 4 peyaheg
TOAVKEVTPIKEG, TUYULOTONUEVES OOKIUES:

- H MeAétn BO16348 1 ool 6y€d100TNKE Y10 VO GLYKPIVEL TNV 0y®YT| LE TPUGTOVLOVUAUT
avd tpelg efdopdoeg enl £va £T0¢ Kat dvo €11 EvavTl TG Tapakorlovnong acbevov pe IIKM
pe Oeticd HER2 petd amod yeipovpyikn enéppoon, kabiepopévn ynuetodepaneio kot
axtvobepaneia (epdcov £xet epappoyn). Emmhiéov, npaypatomombnke cbykpion tov dvo
etwv Bepaneiog pe tpaoTovlovudunn £vavtt Tov evOg £Tovg Bepameiag [Le TPAGTOVLOVUALTY.
Ot acBeveic o1 omoiot opiotnke va Adovv Tpactovfovpdumnn, Erapav pio apytkn 66om epoOdov
tov 8 mg/kg, akolovBoduevn amd 6 mg/kg kabe Tpelg fOoUAdES eml Eva £TOg 1 dVO £Tn).

- On peréteg NSABP B-31 kou NCCTG N9831 mov meprhapffavouv v amd Kovol avaivon, ot
0m01eg GYESACTNKAV Y10 VO, SIEPEVVHGOVV TNV KAWVIKT ¥PNGIUOTITO TOV GLVIVAGUOD TNG
Oepaneiog tpactovlovudunng pe mToakArtalédn uetd amd ynuetobepaneio AC, emmAéov 1
peiétn NCCTG N9831 depevvnoe eniong tnv npocstnkn tpactovlovpdunng S1odoytkd pe
wueobepaneio AC—P oe acBeveig e HER2 Oeticd [IKM petd amod yeipovpyikn enépfoon.

- H perétn BCIRG 006 1 onoio oyedldotnKe yio vo dlepeuvioet T Bepaneio cuvovacon
tpoacToviovudunng pe docetalédn eite petd amod ynuetobepancio pe AC gite 6 cLVOVAGUO pE
doceta&éAn kau kapPomiativn o acBeveig pe HER2 Oetikd IIKM petd amod yeiypovpyikn
enéppoon.

O mpdpog kapkivog Tov pactov ot dokiuny HERA mepropiotnke oeg eyyepicipo, mpotonadic,
dMONTIKO 0OEVOKAPKIVO U TOV LOGTOV, UE HOCYOALOIOVG 0dEVES OETIKOVG 1 LOCYOALOIOVG OOEVES
apvNTUCONS €4V 01 OYKOL 1TaV TOLAd)IoTOV 1em og dtdpeTpo.

v amd kool avaivon tov peretdv NSAPB B-31 kot NCCTG N9831, o [TIKM zepiopilotav og
YOVOIKEG UE YELPOVPYNGIUO KAPKIVO TOL HaoTol g VYNAO Kivouvo, tov opiletar wg HER2-0etikd kot
Betucong pacyoaiovg Aeppadéveg 1 HER2 Oetid kot apvntikodg AeUQadEVES e YOpaKTPLOTIKA
VYNNG emkivouvotntog ( uéyebog 6ykov>1 cm Kot VITOd0YELG OIGTPOYOVOL APVNTIKOVG 1 OYKOG
ueyébovc> 2 cm, aveEdptnTa omd TNV OPUOVIKY KATAGTACT)).

¥t pekétn BCIRG 006, o HER2 Betikdc, [TKM opicbnke wg gite pe Betuicovg Aeppadéveg f e
opPYNTIKOVC 0dEVEC 6€ LYMAOD KIvovvou acBeveic ympig t cvppetoyn (pNO) Tov Aepeadévav, Kot
TovAdyiotov 1 and toug akdAovBoug Tapdyoviec: péyebog 6ykov peyaAdbTepo omd 2 cm, opvnTIKoL
01GTPOYOVIKOL KOl TPOYEGTEPIVIKOL VITOO0YELS, BaBIOG 15TOAOYIKTG dlapopomoinong 1/kat faduog
dtapopomoinong Tov mopnva 2-3, | nAkia <35 eT1dv).

Ta amoteléopata 6 GYEOT LE TV ATOTEAECUATIKOTNTO TOV TPposKLYay amd T ok BO16348
petd and drdpeon mopakorovdnon 12 unvov* kot 8 etav** cuvoyilovion otov Ilivaka 6:
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ITivaxoc 6 AToTeAéGHATO GE GYECT] HE TNV OMOTEAECUOTIKOTNTA oo T pehétn BO16348

Aldpeon mapakorovdnon Aldpeon mapakorovdnon
12 pynveov 8 etav
Tapépetpog Hopatipnon | Tpactovlovud | Hopatipnon | Tpactovlovud
N=1.693 umn 1 érog N=1.697*** umn 1 érog
N=1.693 N =1.702%**
EmBioon erevbepn vosov
- Ap1Buog acBevov pe couPapo 219 (12,9 %) 127 (7,5 %) 570 (33,6 %) 471 (27,7 %)

- ApBuédg acBevav yopic
oopufopo

Twn P évavt mapatipnong

Adyog emucvduvoTnTag EVOVTL
TapaTpNong

1474 (87,1 %) 1566 (92,5 %)

<0,0001
0,54

1127 (66,4 %) 1231 (72,3 %)

<0,0001
0,76

EmPioon eledbBepn votpomnig
- Ap1Buog acBevov pe couPapo

- ApBuédg acBevav yopic
oopufopo

Twn P évavt mapatipnong

AOY0G EMKIVOILVOTNTOG EVOVTL
TapaTpNong

208 (123 %) 113 (6,7 %)

1485 (87,7 %) 1580 (93,3 %)

<0,0001
0,51

506 (29,8 %) 399 (23,4 %)

1191 (70,2 %) 1303 (76,6 %)

<0,0001
0,73

EmPioon eredtBepn
OTOLLOKPVGUEVIC VOGOV

- Ap1Buog acBevav pe coppopo

- Ap1Buog acBevav yopig
oouPopio

Twn P évavt mapatipnong

AOY0G EMKIVOILVOTNTOG EVOVTL
TapaTpPNoNg

184 (10,9 %) 99 (5.8 %)

1508 (89,1 %) 1594 (94,6 %)

<0,0001
0,50

488 (28,8 %) 399 (23,4 %)

1209 (71,2 %) 1303 (76,6 %)

<0,0001
0,76

Yvvolikn emBicoon (Bavatog)
- Ap1Buog acBevav pe coppopa

- Ap1Buog acBevav yopig
oouPopio

Twn P évavt mapatipnong

Adyog emucvduvoTTag EVOVTL
TapaTpPNoNg

40 (2,4 %) 31 (1,8 %)

1653 (97,6 %) 1662 (98,2 %)

0,24
0,75

350 (20,6 %) 278 (16,3 %)

1347 (79,4 %) 1424 (83,7 %)

0,0005
0,76

*To cuykbplo KATAANKTIKO onueio g emPinong erevBepnc vocov (DFS) yia 1o 1 étog évavtt g
TOPOTNHPNONG IKAVOTOINGE TO TPOKAHOPIGUEVO GTATIOTIKO OPLO
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**Tehkn avarvon (cvpreptrapfovouévng e dtuotadpwons Tov 52% tov acbevdv amd o 6KEAOG
TOPOTAPNONG OTNV TPACTOVLOVLAUTT)

*EX Yrapyel dtapopd 6to cuvolkd pEyedoc tov delypatog Ady® Tov Hikpol apBpod Tov achevay
OV TLYOLOTTOOMNKAY LETA OTO TNV KATOANKTIKT NLEPOUNVID Y10, TV AVOAVGOT SLAUEONS
mapoakoAovinong Twv 12 unvov

Ta omoTeAEGHOTO GE GYEON LE TNV OMOTEAECUOTIKOTNTO OTO TV EVOLIUEST] AVAALGOT

QTTOTEAEC LATIKOTNTOG VIEPEPNGOV TO TPOKAOOPIGUEVO OO TO TPMOTOKOALO GTATIGTIKO OPLO Y10 TN
ovykpion Tov 1 £Tovg TG TpacToL{oVUAUTNG EVaVTL TNG ToPpATHPNONG. META amd diaueon
mapoakorlovdnon 12 umvav, o Adyog enuctvduvotrag (HR) yia v emBioon ehevbepn vocov (DFS)
nrtav 0,54 (95% CI 0,44, 0,67), To onoio petappaletar € andAvto 6@eAog 7,6 eml TO1G EKATO
mocooTimv povadmv (85,8% &vavtt 78,2%) vrép Tov 6kELOLS VIO TPAGTOLLOVUANTT, OTO TANIGLO
€vOg m0600ToV emPimong ehevbepng vosov emi 2 ypovia.

Mio tedikn| avdAvon TpaypotonoOnke uetd omd didpeon topakolovdnon 8 etmv, n onoia £d€1&e OTL
1 étog Bepameiog pe tpactovfovpdunn oyetileton pe peiwomn Tov Kivdivou Kotd 24% GuyKpiTika pe
v opdda mapatpnong povo (HR=0,76, 95% AE 0,67, 0,86). Avto petappaletal o€ andivto
0pel0g 6,4 TocoaTIoiY HoVadwY VIEEp Tov 1 £toug Depamneiog e TPASTOVLOVUAUTT, GTO TANIGLO EVOC
10600100 emiPinong ehevbepng vocov enti 8 ypovia.

g gUuT TNV TEAMKT avAalvon, 1 enéktact g Bepomeiog pe TpacTov{ovUAUTT Y10 SIAGTN O dV0 ETMV
dev £de1Ee emmpooBeTo 6Pelog Evavtt Tng Bepamneiag yio 1 étog [DFS HR otov mAnbucoud pe mpdbeon
Oepaneiog (ITT) ya 2 £ évavtt Tov 1 €1006=0,99 (95% CI: 0,87, 1,13), Ty p=0,90 ko OS HR=0,98
(0,83, 1,15), Tyun p = 0,78]. To m0G0OCTO TNG ACVUTTOUATIKNG KAPOLUKTG OVGAELTOLPYING TALV
avénpévo oto okéAog g dletovg Bepaneiog (8,1% évavtt 4,6% oto okélog Bepamneioag 1 €Tovg).
[eprocdtepor aobeveis eppdvicay TovAdylotov Eva avembopunto copfav 3° 1 4°° Babuov (20,4%)
070 0KENOG O1ETOVC Bepameiog GUYKPITIKA Le To okEAOG Bepameiog evog £Tovg (16,3%).

2116 peaétec NSAPB B-31 kot NCCTG N9831 1 tpactovlovudunn yopnyndnke oe cuvovacud pe
makhtagéln, petd ) ynuetodepomeio AC.

Ao&opovfikivn kot KUKAOP®GEAUION yopnynOnkay tavtdypova wg eENG:

- evdoAEBia SoEopovPikivn (push), ota 60 mg/m?, yopnyoduevn kade 3 eBdoudadeg yio 4
KOKAOLC.

- evdoPAERL KVKAOQOGEapidN, oto 600 mg/m? yia mhve amd 30 Aemtd, yopnyHOnke kéde
3 gfdopddec yro 4 KhkAovg.

H maxAta&édn, e cuvdévacuod pe tpactoviovpdaunn, xopnynbnke wg e&ng:
- evBoALBLo makMTaEéAn - 80 mg/m? wg o cuvexn evaoeAEPia &yxvom, xopryoduevn
kG0e efdopdda yio 12 efoopddes.

n
- evdoPAERIa makATalédn - 175 mg / m? ¢ pa cvveyr ev8oeAéBio £yyvomn, xopnyovpevn
k&g 3 efoopdodeg yia 4 koklovg (Muépa 1 Kabe KOHrAOL).

Ta amoteléspata 6 GYEoT LE TV ATOTEAECUATIKOTNT 0O TIV amd Ko1voy avdAivor tov NSABP B-
31 kot NCCTG 9831 pehetdv Tn oty TS OpIGTIKNG avdAvong g enPinong elevbepng vocov™
ovvoyilovtal otov [Tivaka 7. H péon didpketo g mapakorovdnong nrav 1,8 ypodvia yio toug
aoBeveig oto okéhog AC — P ko 2,0 ypdvia yio Tovg acbeveig oto okéhog AC — PH.
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ITivaxog 7 Tepihnyn tng amotehespatikdTTog amd v ord Kowvov avaivon towv NSABP B-31 kot
NCCTG 9831 peiet®dv T oTiyUn TG OpIoTIKNG ovaAvong TG emPiwong ehevbepng

vocov*
TTapdpetpog AC—P AC—PH 2yetikdg Kivouvog
(n=1679) (n=1672) évavti AC—P
(95% CI)
T p

EmPioon eletBepn vdésov

Ap. acBevav pe copfapa (%) 261 (15.,5) 133 (8,0) 0,48 (0,39, 0,59)
p<0,0001

ATopaKpLGHEVT VTTOTPOTN

Ap. acBevav pe oopfapa 193 (11,5) 96 (5,7) 0,47 (0,37, 0,60)
p<0,0001

BOdvoarog (ZOUBoo GUVOAKNAG

emPioong): 92 (5,9) 62 (3,7) 0,67 (0,48, 0,92)

Ap. acBevav pe copPopo p<0,014%**

A: do&opovPikivn, C: kukhoemopauion, P: maxditaléln, H: tpactovlovpdumn

* Katd tn didpeon didpkela tng mapakorovdnong tov 1.8 etodv yio tovg acbeveic oto oxéhog AC—P
kat 2.0 etadv yio Tovg acbeveig oto oxéhoc AC—PH.

*# 1 TN p Yo T cuvolikn emPioon dev Eemépace To TPOKAOBOPIGUEVO GTATIGTIKO OPLO Yid TN
ovykplon tov AC—PH évavti tov AC—P

I"oa 1o KOpro Tedikd onpueio, v emPimon eredOepn vOGOL, N TPOGONKN TG TPOGTOLLOVUAURNG TN
ynueobepaneio pe maxiita&éAn odnynoe oe peiwon 52% tov Kvduvov voTpomNng TG vosov. O
OYETIKOC Kivouvog petagpaletal o€ andlvto 6Qehoc, ota mAaiclo TV 3 etV emPinong e edbepng
vooov katd 11,8 mocootiaieg povades (87,2% Evavt 75,4%) vrép tov oxéhovg AC — PH
(tpactovlovpdumn).

Kotd ™ otiyun g evnuepouévng €kooone ac@oreiag petd omd éva uéso 6po 3,5 — 3,8 etmv
napakolovOnomng, N avéivon g emPimong eredBepng vocov emavaemPePordver To péyebog Tov
0PELOVG TTOV PaiveTOl GTNV OPLOTIKY avaivon avtrs. [lapd ™ deotavpwon tov achevodv amd v
ouado EAEYYOL oTNV TPASTOVLOLUAUTY, | TPOSOHN KN TG TPASTOV OVUAUTNG 6T ¥NuEodepaneia, pe
nakMragéln oo ynoe o€ peimon 52% tov Kivévvov vToTpomng ¢ vocov. H mpocstnkn tng
tpactovovpaunng ot ynpetodepancio pe makAttaEéAn, odnynoe emiong oe peimwon 37% tov
Kivduvou Bavdatov.

H mpooyedroopévn tedkn avaAlvuon g GUVOAKNG EMPIOOTG amd TNV 0o KOWVOU avIAVGT| TV
peretddv NSABP B-31 kot NCCTG N9831 61e&nyn otav eiyav Aapet ydpa 707 Bavotor (uéom
mapakorovnon 8.3 £t oty oudda AC—PH). H Ogpancio pe AC—P H elye o¢ amotédecpa pia
OTATIGTIKA ONUOVTIKY PeAdtimon g cuvoikng emiPinong cuykprtikd pe AC—P (otpopoatomompévo
HR=0.64; 95% CI [0.55, 0.74]; log-rank p-value < 0.0001). Zta 8 £, vroroyiletatl 6Tl TO TOGOGTO
emPioong Nrov 86,9% o1o okéhog AC—PH xoat 79,4% oto oxéhoc AC—P, andivto 6¢eroc 7,4%
(95% CI 4.9%, 10.0%).
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Ta TeMKd amoTeEAEGLATA TG CVVOALKNG eMPionc amd TV amd Kotvov avdivor twv peretdv NSABP
B-31 kot NCCTG N9831 suvoyilovtar otov ITivaka 8 mapoakdtm:

[Tivakoag 8 Tehkn cuvoMkn avaAvcTn GUVOMKNG EMPIOONG Amd TNV 0O KOWOU aVAAVOT TOV HEAETOV
NSABP B-31 kot NCCTG N9831

TTapdpetpog AC—P AC—PH p-value évavtt Aobyog
(N=2032) (N=2031) AC—P EMKIVOLVOTN
TOG EVaVTL
AC—P(95%
CI)
®dvotog (cVUPLO GUVOAIKNG
emPioong): 418 (20.6%) 289 (14.2%) <0.0001 0.64
Ap1Buo6g acbevav pe sopPopo (0.55, 0.74)
(%)

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; H: trastuzumab

H avaivon g EmPionong EAedBepng Nocov (DFS) npaypatomodnke eniong Kotd tnv teAMk
avéivon g Xvvoritkng EmBiowong amd v and kowvov avaivon tov peietdv NSABP B-31 kot
NCCTG N9831. H enikarporompévn avaivon tov aroteiespdtov g EmBioong EAebBepng Nocov
(DES) (otpouatomomuévo HR =0.61; 95% CI [0.54, 0.69]) €de1&e mapodpoto 6gerog DFS og
GUYKPLON UE TNV OPIOTIKN Tp®TapyIk| avdivon DFS, mapd 1o 24,8% tov 000evdv 610 6KEAOG
AC—P o1 onoiol mpoydpnoov otn ANy Tpactovlovpdunngs. Xta 8 £tr), T0 T0600Td TG MPiong
eleb0epng vooov vtoroyiotnke ato 77.2% (95% CI: 75.4, 79.1) ot0 oxéhog AC—PH, andivto
operog 11,8% oe ovykpion pe 1o okéhog AC—P.

> perét BCIRG 006 1 tpactovlovpdunn yopnynonke gite oe cuvdvooud pe docetaédn, LeTd
ymueobepaneio pe avBpakvkrivi (AC — DH) 1} o cuvdvacud pe docetalédn Kot KopPomAaativ
(DCarbH).

H docetal&édn yopnynbnke wg e€ng:

- evdoAEBLa Socetatédn - 100 mg/m? mg evopAEPia éyyvon Sidpketag 1 dpac,
yopnyeito kébe 3 efdopadeg yia 4 KOKAOLE (MUEPa 2 TOV TPMTOL KOKAOL O0GETAEEANG,
o1 cvvéyeta, TV Nuépa 1 kKabe enduevov KHKAOL)

- evOoPAEPL doceTaéAn - 75 mg/m2 ¢ evooeAPia Eyyvon didpkelag 1 dpog,
xopnyeito kéBe 3 efoopddeg yia 6 KoKAovg (Muépa 2 Tov KHKAov 1, otn cuvéyeta,
nuépa 1 kaOe emrdUEVOL KOKAOD)

1 omoio axoAovOeito amd:
- kapPomrativa - pe otoéyxo AUC = 6 mg / mL / min yopryeito pe evoopréfia Eyyoon emi
30-60 Aemtd ko emavoropfovotay ke 3 efdopadec Yoo GuVOAKEY EEL KOKAOVG

H tpactovlovpaunn yopnynonke o efdopadiaio faomn pe ynuetodepaneio kot 3 efdopadiaing ev
ocuveyela Yo cuvolkd 52 eBSopAdES.

Ta amotehécpato e oyéon ue v amoterecuatikotnta amo tnv BCIRG 006 cuvoyilovtol otoug

[Mivaxeg 9 xan 10. H péon dudpreta g maparxorovdnong ftav 2,9 ypovia oto okérlog AC — D ko 3,0
xpovia og kKabéva amd ta okéAn AC — DH ko DCarbH.
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ITivakoc 9  Emoxomnon g amotelecpatikotntag TV avaibcsemv BCIRG 006 AC — D évavtt AC

— DH
TTapdpetpog AC—D AC—DH ZyeTikOG Kivouvog
(n=1073) (n=1074) évavtt AC—D
(95% CI)
TN p
EmBioon erevbepn vosov 195 134 0,61 (0,49, 0,77)
Ap. acBevav pe copPapa (%) p<0,0001
ATOLAKPLGIEVT VTTOTPOTN 144 95 0,59 (0,46, 0,77)
Ap. acBevav pe copPopa p<0,0001
@(SW(X‘COQ (E‘I')MB(XM(I GDVO)»lKﬁQ 80 49 0,58 (0’40’ 0,83)
emPioong):
Ap. ac0eviv pe copPopa P=0,0024

AC—D = 0&opovPikivn cuv KuKLOQOGPANION axolovBoduevn amd doceta&éln, AC—DH =
d0&ovpoPfikivr cuv KLKAOPOGPAUION akoAovBobuevn amd 60GETAEEAN Kot TpacTov ovudunn, Cl =
SLAGTN O EUTICTOCVVIG

ITivaxoc 10 Emoxomnon g amotelecpatikdtntag Tov avaidcsemv BCIRG 006 AC—D évavtt

DCarbH
Iopdperpog AC—D DCarbH YyeTkog Kivouvog
(n=1073) (n=1074) évavit AC—D
(95% CI)
T p
EmBioon erevbepn vosov
Ap. acBevav pe coppapa (%)
195 145 0,67 (0,.54, 0,83)
P=0,0003
ATOLAKPLGIEVT VTTOTPOTN
Ap. acBevdv pe cOppopa
144 103 0,65 (0,50, 0,84)
P=0,0008
Bdvatog (ZOUPoO GUVOAKNG
emPioong):
Ap. acBevav pe copPopa 80 56 0,66 (0,47, 0,93)
p=0,0182

AC—D = 60&ovpoPikivn cuv KLKAOQOGPALION akolovBoduevn and doceta&éln, DCarbH =
doceTa&éAn, KapPomiativn kot Tpactovlovpdumnn, CI = dtdotnua eumietochvng
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2 perétn BCIRG 006 yio to k0p1o tehkod onpeio, v emPioon elevbepn vocov, n avoroyio
Kvduvov petaepaletal oe amdlvto 0QeL0C, oTa TAaicla TV 3 €TV emPinong eAedbepng vOGOoL G
10600710 enPimong g Tééng tov 5,8 mocooTtiaieg povadeg (86,7% évavtt 80,9%) vép Tov oKEAOVG
AC —DH (tpactovfovpdumn) kot 4,6 Tocootiaieg povades (85,5% évavtt 80,9%) vrép tov DCarbH
(tpactovlovpdunn), o€ cvykpion pe 10 okéhog AC — D

¥ peiétn BCIRG 006, 213/1075 acbeveig oto okérog tng DCarbH (TCH), 221/1074 acbeveig oto
okéhog AC—>DH (AC—TH o1 217/1073 oto oxéhog AC — D (AC—T) eiyov katd Karnofsky
delktn puotkng katdotaong < 90 (eite 80 1 90). Aev mapatnpnOnke 6peL0g ¢ TPog TNV ehevbepn
vooov emPinon (DFS) g avty v vroopdda aclevav (oyetikdc kivovvog = 1,16 95% CI 0,73,
1,83] yia. DCarbH (TCH) évavtt AC—D (AC—T), oyetikog kivévvog 0,97, 95% CI [0,60, 1,55] yia
AC—DH (AC—>TH) évavtt AC—D).

Emumiéov, o post-hoc diepguvntiky avaivon npoypatoromOnke pe ta dedopéva tov tibevtan omd
v kown avaivon (JA) tov NSABP B-31/NCCTG N9831* kot BCIRG006 kAVIKOV LEAETOV TTOV
ouvdvdlel Ta copPapota g emPioong eAedBepng VOGOL KOl TO GUUTTOUATIKA KAPOLOKH YEYOVOTOL
Kot o ooio cvvowyilovrtal otov [livaka 11:

[Mivakag 11 Amoteréopata post-hoc diepevvntikng avaivong amnd Tig kKAvikég pedétec JA NSABP B-
31/NCCTG N9831" xou BCIRG006, 1 omoio cuvdvalet copfdévta DFS kot
GUUTTOUOTIKG KOPILoKE LUPAvTO

AC®PH AC®DH DCarbH (évavtt
(évavtt AC®P) (évavtt AC®D) AC®D) (BCIRG
(NSABP B-31 kot (BCIRG 006) 006)
NCCTG N9831)*
IIpotapywkn Avaivon
ATOTEAEGLOTIKOTNTOG 0,48 0,61 0,67
Yyetikog kivovvog EmiPimong (0,39, 0,59) (0,49, 0,77) (0,54, 0,83)
EAe0dBepng vocov p<0,0001 p<0,0001 p=0,0003
(95% CI)
Ty p
Avdlvon pokpompdbecung
TopoKoAovONoNG
ATOTELEGUATIKOTNTOC 0.61 0.72 0.77
Yyetikog kivovvog EmiPimong (0.54, 0.69) (0.61, 0.85) (0.65, 0.90)
Elevbepng vosov p<0.0001 p<0.0001 p=0.0011
(95 % CI)
Tymp
Post-hoc diepevvnrtikn avdivon
ue emPicoon ekevbepng vosov
KOl GUUTOUOTIKOV KOPIIOKDV
ovuPapdtov
MoxpompdBeoun
napoxorovdnon””
2yetikdg Kivouvog 0,67 0,77 0,77
(95% CI) (0,60, 0,75) (0,66, 0,90) (0,66, 0,90)

A: do&opovPikivn, C: kukAopwopoapion, P: maxiitalédn, D: docetatéln, Carb: kapPoriativn, H:
tpactoviovpdunn, Cl: SldoTue EUTIGTOGHVNG
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*Koatd tn otrypn g oploTikig avaivong g emPioong ehedbepng vocov. H didpeon didpreto g
mapakorovOnong Nrav 1,8 £t oto okéhog AC—P kat 2,0 étn oto okéloc AC—PH.

* Atdipeon ddpketo g pokpompddeoung mapokoloddnong ™G omd Kowob avaAvong KAMVIKGOV
peretav frav 8,3 £tn (Swakvpavon: 0,1 émg 12,1) yuo to oxkéhog AC—PH kot 7.9 étn (Sraxdpovon:
0,0 éw¢ 12,2) y1a 1o okéhog AC—P. H didpeon didpketa g pokpompdecung topakorovdnong yo
) peAérn BCIRG 006 frav 10,3 € kou oxéhog AC—D (draxopavon: 0,0 €wgl2,6 £1n) Kot 6T0
okéhog DCarbH (dwaxopavon: 0,0 éwoc 13,1 ) ko 10,4 € (Sraxdpavon: 0,0 €wg 12,7 €1n). oto
okéhog AC—DH

Tpwitoc Kapkivog To0 HOoTOD (E100YWYIKO-ETIKOVPIKO TAGLO10)

Méypt otiypng, dev eivar d100£01a amOTEAEGUOTO TO OTTOI0 GLYKPIVOVY TNV OMOTEAECUATIKOTTA TG
TpoacToviovudunng étav yopnyeitar pe ynuelodepaneio 6To TAAIGIO TNG EXKOVPIKNG AYWOYNG E
€Kelvn OV amOKOLLETAL 6TO TANIGLO TNG EIGAYMYIKNG/EMKOVPIKNG Oy®YNC.

210 TAOIC10 TNG EI0AYOYIKNAG-EMKOVPIKNG Bepameiag,  peAétn MO16432, pio moAvKevTpikn
TUYOLOTOMUEVT] LEAETT] GYEDIAOTNKE TPOKEIUEVOD VoL HlepELVNOEL 1) KAVIKT| OTOTELECUATIKOTITO TNG
TAVTOYPOVNG XOPYNONG TPAGTOVLOVUAUTNG LE EICAYMOYIKN ¥Nuelodepaneio cupmepthappavouévng
g avOpakvKAivng kot TG TaEdvng, 0KoAOLOOVUEVNC OO ETKOVPIKT Ay®YN UE TPAGTOVLOVUAUTN,
pEYPL cuVOAIKT didpketa Bepameiog 1 £Tovg. Xtn pelétn evidybnkav acbeveig ot onoiot giyav
dwyvacbei tpdopata pe Tomikd Tpoympnpévo (Xtadiov III) | preyuovadn IIKM. Acbeveig pe
HER2+ dykovg toyatomoOnkay va Aapovv gite slcoywytkn ynuetodepameio Tantoypova. e
E100YMYIKN-ETUKOVPIKT Oepameia e TpacTov{oLUAUTY gite HOVO ElGOY@YIKN ¥nuetobepaneia.

> puerétn MO16432, yopnynOnke tpactoviovpaunn (8 mg/kg d6om epddov akorovBovuevn amd

6 mg/kg 5001 cuvtpnong kabe 3 efdouddeg) Tavtoypova pe 10 KOKAOVE E1GaY®YIKNG
xnueobepansiog

G eENG:

e AofopovBikivn 60 mg/m? ko moxhracéin 150 mg/m?, xopnyodueva 3 popéc efdopadiaing
v 3 KoK ovg,

T, ool akoAoLOONKaV amd:

o Tlaxhra&éin 175 mg/m2 yopnyovuevn 3 eopéc efdopadiaimg yia 4 kbkAovg,
70 omoio axolovdnOnke amod:

o CMF v nuépa 1 kar 8 kdbe 4 gfdopdadec yro 3 KOKAOLG
70 0moi0 aKoAoVONONKE peTd TN YEPOoLPYIKN eXEUPaon amd

e  Emnpochetovg kOKAOVG emkovpikng Bepaneiog pe Tpactovfovpdunn (LExpt vo cuuminpwbel
1 ypdvog Bepaneiog)

Ta anoteAéopota o oyéon Ue TNV omoTeEAecATIKOTNTA 0td TnMeléty MO16432 cuvoyilovtol otov

ITivaka 12. H d1dpeon didpkela g mopoakolovdnons 6to okérog e TpacToviovpaunng nrov 3,8
YPOVIQL.
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ITivaxog 12 AmoteAéopata o GYECN LUE TNV OMOTEAECHOTIKOTNTA amd TN pedétn MO16432

Hopaperpog Xnupewobepaneio |  Xnueobepameia
+ pévo (n=116)
TpacTovlov
gl
(n=115)
EmPioon eledtBepn ZyeTikog
ovuPapdrov Kivovvog (95%
CI)
Ap. acBevav pe copPopo 46 59 0.65 (0.44, 0.96)
p=0.0275
2UVOMKT TaHOAOYOUVOTOLIKY 40% 20.7% (13.7,29.2) P=0.0014
Tpng avtamokpon * (95% (31.0, 49.6)
CI)
Yvvolkn emBioon ZyeTikog
Kivévvog (95%
CI)
Ap. acBevav pe copPopo 22 33 0.59 (0.35, 1.02)
p=0.0555

*op1{opeVn MG AmOVGin OTOLOVONTOTE EMOETIKOV KOPKIVOL TOGO 6TO HOGTO OGO Kol GTOVG
HooyaAoiovg adEveg

Amdélvto 69ehog 13 TocooTINIOV HOVAS®Y EKTIUNONKE VIEP TOV CKEAOVG TG TPAGTOVLOVUAUTNG MG
pog TV Tptetn emPiowon ehevBepn cvpPapdtov (65% évavtt 52%).

Meraototikog yooTpikos Kopkivog

H tpactovlovpdpunn peAeTONKE € LU0 TUYOOTOINUEVT], OVOLKTNG EMGT|LOVENG dokun eaong 111
ToGA (BO18255) og cuvdvacud pe ynuetobepomeio évovtt ynuetodepaneiog povo.

H ymueoBepamneio yopnyndnke oc eEng:

- kameorraPivn - 1000 mg/m2 amd to otop, 600 Popég nuepnoing Yo 14 pépeg kabe
3 gfdopadeg yio 6 koxhovg (amodyevua g 1ng Nuépag Emg mpmi g 15ng nuépac kabe
KOKAOV)

- evdopAéPia S-pBoproovpaxilin - 800 mg/m2/nuépa mg cuveyNc EVOoPAEPLa Eyyvon o€
YPOVIKO SLdoTnUa 5 nuepmv, yopnyovuevo, ke 3 efdopnadec yio 6 kKoKAovg (Muépeg 1In
£€m¢ 51 kdOe KOHKAov).

To kaOe éva amd avtd yopnynonke ue:

- ownmhotivi - 80 mg/m2 kéfe 3 efdopadeg yio 6 kOKAovg v 1N nuépa kabe KOKAOV.

Ta omoteléopoto TG amotelecuatikotnToC 0o TN pehétn BO18255 cuvoyilovtar otov Iivaka 13:
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ITivaxg 13 AmoteAéopata o GYECN LUE TNV OMOTEAEGHOTIKOTNTA o T peAétn BO18225

Hopapetpog FP FP+H HR (95 % CI) Ty —p
N=290 N=294

Yuvolkn emBioon, unveg 11,1 13,8 0,74 (0,60-0,91) 0,0046

(dtapeon Tun)

EmPioon yopic eEEMEN T™¢ 5,5 6,7 0,71 (0,59-0,85) 0,0002

voGov, punvec (Stapeomn Tun)

Xpoévog g v e&EMEN NG 5,6 7,1 0,70 (0,58-0,85) 0,0003

vOGov, UNveg (O1dueoT) Tiun)

2VVOAKO TOGO0TO 34,5% 47.3% 1,70* (1,22, 2,38) 0,0017

oandkpiong, %o

Aldpkelo omdKpIong, UVES 4,8 6,9 0,54 (0,40-0,73) | <0,0001
(dtdpeon Tun)

FP+H: ®0opromvpiudivn/Zicmiativn + tpactovlovpdunn
FP: ®0opromvpyudivn/Zicmharivn
* Adyog mbavotitev

Ot aoBeveic Tov coppeteiyav otn HeAéTn oev giyov Tporyovuévme vtoPAnbel o Bepamneio yio HER2-
BeTUcO, YN EYXEPNOLLO, TOTTIKA TPOYMPNUEVO 1 VITOTPOTLALOV KOUT LETACTATIKO AOEVOKOPKIVMLLA
GTOUAYOL T} TNG YAGTPOOIGOPAYIKNG GUUPBOANG, OV dev emdeyoTav Bepamevtikn aymyn. To mpotedov
KOTOANKTIKO onpeio, oy 1 cuvolkn emPioon 1 omoio opicTnKe G 0 YPSHVOC amd T HUEPA TNG
TUYOoToINoNG £m¢ T Uépa Tov Bavatov omd omoladnmote aitio. 'Ewg tn ottyun g avdivong tov
amotelecpdtov elyav meddvel cuvorikd 349 tuyatomompévol acbeveig: 182 acbeveic (62,8%) amd to
oKENOG TG opLadog eAéyyov kot 167 acbBeveig (56,8%) amd v opdda mov eAdpupave Bepamevting
ayoyn. H mietovotra tov Oavatov opeiloviav oe coppdporta wov oyetilovray e TOV VTOKEIUEVO
Kapkivo.

Ex tov vo1épav avaldoEelg DTOOUAd®mY KATAGEIKVDOLY OTL o1 OeTIKEG emdpacelg TG Depameiog
nepropifovion otn oTdYELON OYKWOV Le VynAdtepa enineda tpwteivnig HER2 (IHC 2+/FISH+ 1 IHC
3+). H didpeon cvvorikn emifimon yio tnv opdda pe vynin ékppacn HER2 ftav 11,8 unqveg évavtt
16 unvav, HR 0,65 (95% CI 0,51-0,83) kou 1) dtdipeon emiPimon yopig e€EEMEN ¢ vocov Ntav 5,5
pnveg évavtt 7,6 unvav, HR 0,64 (95% CI1 0,51-0,79) ywa 1o oxéhog FP évavtt tov okéhovg FP+H,
avtiototya. [a ™ cvvolikn emPicwon to HR ftav 0,75 (95% C1 0,51 — 1,11) oty opdda
IHC2+/FISH+ xot to HR ftav 0,58 ((95% CI1 0,41 — 0,81) otnv opddo IHC3+/FISH+.

e o dtepevvnTikn avdAvon vroouddmv mov degaybnke otn doxun ToGA (BO18255) dev vanpye
KOVEVO ELPAVES OPELOG GTI] GUVOAIKT emPimon pe TV TpocHnkn g TPacTov oVUAUTNG 6 acbevelg
ue ECOG PS 2 katd v évapén g Bepomeiog [HR 0,96 (95% CI1 0,51 — 1,79)], un puetpnoun [HR
1,78 (95% CI 0,87 — 3,66)] ko Tomika mpoywpnuévn vocso [HR 1,20 (95% CI 0,29 — 4,97)].

TMoudwarpikdc TANOvoUOC

O Evponaikoc Opyaviopog Papudkmv xel dOCEL amaALayn 0md TNV VTOYPEMST VITOPOANG TMV
OTOTEAECUATOV TOV LELET®V HE TNV TPUGTOLLOVUAUTT G€ OAES TIG VTOOUAOESG TOV TULIIOTPLKOD
TANOLGLOV YO KOPKIVO HLOGTOV KOl YOoTPLKoD KapKivov (BAEre mapdypapo 4.2 yio mAnpopopieg
GYETIKA UE TNV ToudloTPIKT| ¥p1on).
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5.2 ®@appokoKivnTIKEG 1010TNTEG

H pappoaxoxivntikn g tpactovlovpdunng agloloynonke oe éva LOVTELO AVAALONG
QOPUOKOKIVTIKTG TANBVGHOV, TO 0010 XPNCUOTOINGE GLYKEVTPMTIKA dedopéva and 1.582 dropa,
ovuneptlappavouévev acbevav pe HER2-0etikd petootatikd Kapkivo Tov Hactol, TpmIIo Kapkivo
TOV HOOTOV, TPOY®PNUEVO YOOTPIKO KapKivo 1 GAAOLE TOTOVG YKoV, KOl VYLDV BgAovimV, o€ 18
peAéteg edong I, 11 xau 111, o1 omoiot Elafav evdopriéfia tpactovlovpdumnn. Eva poviélo 600
SLOUEPIOUATOV UE TAPUAANAT YPOUUIKT] KOL LT YPOLUIKT OTOUAKPLVOT Gt TO KEVTPIKO SLOUEPIO LN
TEPLEYPAYE TO TPOPIA CLYKEVTPWONG YPOVOL TNG TPAGTOVLOVUAUTNG. AdY® TNG U1 YPOUUIKNG
amopdkpouvong, n oAkn KaBaporn avénbnke pe peovuevn cvykévipwon. Enopévag dev umopel va
eEayBel otabepn TiuN Yo 10 XpOVo Npiceog Lmng g Tpactovfovpdunne. O xpovog tis LELOVETAL PE
TN HElMoT TV GLYKEVTPMOE®MY EVTOG £VOG 00G60A0Y1IKOV dtacThatog (fAéne ITivaxa 16). Ot acBeveic
L€ LETACTOTIKO KOPKIVO TOV LOGTOV Kol TPOLO KOPKIVO TOL HOGTOV glyov TapOUOoteg
QOPUAKOKIVITIKES TAPAUETPOLG (.Y, kKaBapon (CL), dykog kevrpikoy dlapuepicpotog, (Vo)) Kot
nmpoPrenduevec omd tov mANBLopd ekBéoelg otabfepnc KaTASTAONG (Cmin, Cmax kKot AUC). H ypoappukn
KkéOapon frav 0,136 L/muépa yia tov petactatikd Kopkivo tov pootod (MKM), 0,112 Limuépa yia
TOV TPOHO kopkivo Tov pactov (ITKM) kat 0,176 L/muépa yio Tov Tpoympnpévo Yoo Tpikd Kopkivo.
Ot TWEG TNE TOPAUETPOL LN YPOUUIKTS amopdkpuvene nTov 8,81 mg/muépa yio tov péyioto pubuo
amoudikpuvong (Vmax) Kot 8,92 meg/mL yia ) otabepd Michaelis-Menten (Kn) yia tig acOeveic pe
HETOGTATIKO KAPKIVO TOV HAGTOV, TPMIUO KAPKIVO TOV LAGTOV KO TPOYMPTLEVO YOOTPIKO KapKivo.
O 6yKkog kevtpikov dapepicpotoc nTav 2,62 L yuo Tic acfeveic e HeTAOTATIKO KOPKIVO TOV HOGTOD
Kol TPALO KopKivo Tov poaoto, kot 3,63 Ly T1g acbevelg e mpoympnuévo yaosTpikod Kopkivo. 1o
TEAIKO LOVTELO PAPUOKOKIVITIKAG TANOLGHOD, ETTAEOV TOV TOTOV TOV TPAOTOTAHOVSG OYKOL, TO
COUOTIKO BAPOG KOL 1] OCTOPTIKN GULVOTPUVOPEPACT) KOl 1) AEVKOUOTIVI] OpOD EVIOTIGTIKAY MG
GTATIGTIKA CNUOVTIKEG GUUIETAPANTEC, 01 omoieg emnpedlovy TNy €kBeom g TPAGTOLLOVUAUTNG.
Q61660, T0 UEYENOC TG EMIOPAONC CVLTAOV T®V GUUUETAPANT®V 6TV £KBgon TG TPASTOV OVUAUTNG
VTOOEIKVVEL OTL Ol GUYKEKPIUEVEG GUUUETAPBANTES Elvar omiBavo Vo dGKIGOVYV 0TOL0ONTTOTE KAVIKA
ONUOVTIKT EMIOPACT] 0TI GUYKEVIPMOGELS TNG TPOGTOVLOVUALUTNC.

O tpoPrendpevec amd Tov TANBVoUO TEG EkBEOTG TNG POPLOKOKIVITIKNG (dtdpeon Tyun pe 5° — 95°
EKOTOGTNHOPIO) KOl OL TIHES TOV TOPAUETPOV PUPUOKOKIVITIKNG O KAIVIKA GYETIKEC GUYKEVTIPMGELG
(Crnax k0t Cinin) Y100 T1G 0l60eVELG [l LETAOTATIKO KAPKIVO TOL HOGTOV, TPOLO KOPKIVO TOL LOGTOD Kol
TPOYMPNUEVO YOOTPIKO KOPKivo, ot omoieg EAafay Bepomeia [LE TO EYKEKPILEVO SOGOAOYIKA GYNILOTOL
avd 1 efdopada (qlw) ko ava tpeilg efdopdades (q3w) eppavitovror otov Iivaka 14 (Kvkhog 1), otov
ITivaxa 15 (otabepn) kotdotaon) kot otov [ivaka 16 (eapUaKoKIvNTIKEG TOPAUETPOL) GTN GLVEXEL.

[Mivakog 14 IpoPremopeveg amd tov TANBuoud Tipuég Ekbeong papparxokvnTikng otov Koo 1
(dréipeon Tun pe 50 - 950 exOTOOTNUOPLO) Y10 TO SOGOAOYIKA GYNLLOTO TNG EVOOPAEPLOG
tpoaotovlovudunng oe aobeveic e HeTaoTATIKO Kopkivo Tov pootod (MKM), Tpdipo Kapkivo tov
paotov (ITIKM) kar wpoywpnuévo yaotpucd kapkivo (ITI'K)

Tomog 4 AUC ,
Syfuo TP®TOTAO00g N Conin Cimax (mcg/mL) 0'?17"@%
6 (mcg/mL) (mcg.mpépo/mL)
YKOU
28.7 182 1376
MKM 805
(2.9 - 46.3) (134 - 280) (728 - 1998)
30.9 176 1390
Smefke + KM 390
6mg/kg q3w (18.7 - 45.5) (127 - 227) (1039 - 1895)
23.1 132 1109
IIIrK 274
(6.1-50.3) | (84.2-225) (588 — 1938)
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4mg/kg +
2mg/kg qw

37.4 76.5 1073
MKM 805
(8.7-58.9) | (49.4-114) (597 — 1584)
. . 1074
KM 190 38.9 76.0 07
(25.3-58.8) | (54.7-104) (783 - 1502)

[Mivakag 15 [poPrenodueveg amd tov TANBLGUO TIHEG EKBECT S PUPUAKOKIVITIKNG G oTadEpN
KatdoToomn (Sapueon TN He 50 - 950 €KATOGTNOPLO) Y10, TO, SOGOAOYIKE GYNUATO TG EVOOQAEPLAG
TPaoTOLLOVUAUTNG G€ 0GOEVEIC [le LETOOTATIKO KAPKIVO TOV LACTOV, TPMIUO KAPKIVO TOL LOGTOV Kol
TPOYDPNUEVO YOOGTPIKO KOPKivo

’ AUCy 0. Xpdvoc ém’g
Tomog C , T otabepn
Zyfuo npwtonadod N Crinss e 2lmcpes Katdotoon*
¢ 6yKOV (mcg/mL) (/mcgmL) | (mecg.nuépa/ ok
mL) (eBSouGSw)
44.2 179 1736
MKM 805 12
(1.8-85.4) | (123-266) | (618 -2756)
1927
8mg/kg + 53.8 184
mEEe KM 390 (1332 - 15
6mg/kg q3w (28.7-85.8) | (134 -247)
2771)
32.9 131 1338
IrK 274 9
(6.1 —88.9) | (72.5-251) | (557 - 2875)
63.1 107 1710
MKM 805 12
(11.7-107) | (54.2-164) | (581 -2715)
4mg/kg +
ek an I[MTKM 390 726 Hs (115(?; 14
(46-109) | (82.6-160) 2734)

*Chmin,ss— Cmin 0€ GTOOEPOTOMUEVT] KATACTOON
**Crax,ss = Cmax 0€ otafepomomuévrn Katdotoo
*E* ypovog Emg 90% tng otafepomoinuévng KOTAGTAONG

ITivaxog 16 ITpoPAemopeveg amd tov mTANOLGUE TIES TUPALETPOV PAPLLAKOKIVITIKNG G€ oTafepn
KOTAOTOOT Y10l T0 SOGOAOYIKE GYNUATo TNG EVOOPAERLNG TPacTOVLOVUAUTNG o€ acbevelg e

petoaotatikd Kapkivo tov pactod (MKM), mpdipo koapkivo Tov poactov (ITIKM) kot mpoympnuévo
yaotpkd kapkivo (ITI'K)

Tomog OMk6 e0pog CL Ebvpog tin amd
ZymMuo TPOTOTAH0VS N 0710 Crax,ss 0 Cminss | Crmax,ss 0€ Canin,ss
0yKOL (Lmpépa) (nuépa)
smg/kg + 6mgkg MKM 805 0.183-0.302 15.1-233
q3w
KM 390 0.158 -0.253 17.5-26.6
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Ik 274 0.189 - 0.337 12.6 - 20.6

4mg/kg + 2mg/ke MKM 805 0.213-0.259 17.2-20.4

v [IKM 390 0.184 - 0.221 19.7-23.2

Exrlvon tpacrovlovuournc

H nepiodog Ekmhvong g TpacTtovlovUEUTNG EKTIUNONKE peTd amd evooeAEPia yoprynon avé 1
gfoopdda (qlw) N avé 3 efdopddec (q3w) ¥PNCILOTOLDVTOG TO LOVTEAD PUPLOKOKIVITIKNG
mAnBvuopov. Ta amOTEAEGULATO QVTOV TOV TPOGOUOIDGENMY DTOIELKVOOVY OTL TOVALYIGTOV T0 95% TV
acBevav Ba PTAcEL GVYKEVTPOGELS, o1 omoieg eival <1 meg/mL (mepimov 3% tng mpoPAenduevng and
oV TANOVGUO Chinss, N TEPITOVL 97% EkMALON) £G TOLG 7 UNVEC.

Korxlopopio. tov Arworxolinuévov Avriyovov HER2 ECD

O1 d1epeLVNTIKEG OVOADCELS TOV CUUUETARANTOV e TANPOoPopieg LOVO G VO VTTOCVUVOAO 0GHEVDY
vrédelEay 0Tt o1 acBevelg pe peyorvtepa enineda amokoAlnuévov HER2-ECD eiyav tayvtepn un
ypopkn kéBapon (yopunidtepn Km) (P <0,001). Yrnp&e ocvoyétion avauesa oto eninedo Tou
amoKOAANLEVOD avTlydvov Kot To entinedo. SGOT/AST. O avtikTtumog TOV amoKOAANUEVOD avTLYOVOL
o™V KaBapon evdéyxetan va, e€nyeitar ev puépet amod ta emineda SGOT/AST.

Koatd v évapén g Bepamneiog, ta enineda tov anokorinuévov HER2-ECD mov mapatnpndnkav oe
acBeveic pe MI'K ftav cuykpicwo pe exeiva mov mapatnpinkay o€ acbeveic e MKM kot I[TIKM
Kot Ogv TopatnpnOnKe Kapio epeavig enidpacn otnv Kabapor g TpacToL oV UAUTNG.

5.3 IIpoxivikd d€dopéva Y10 TNV 06QALELN

Agv vmp&av evdeilelg oEeiag ToEkOTNTOG 1] TOEWKOTNTOG OYETILOUEVNG [LE EMAVEIAUUEVO SOCOAOYIKA
OYNUOTE GE UEAETEG £ 6 UNVDV 00TE eVOEIEEIS TOEIKOTNTOC UVATOPAYDYNG O LEAETEC
TEPATOYEVEST|C, YOVILOTNTOC ONAémV N ToIKOTNTOC 08 HEAETEC KT TO TEAOG TNG KONONG/LETAPOPA
pécw mhakovvta. To Zercepac dev glvar To&kd yio To yovidio. Mia pehétn tpeardlng, mov etvor
KOp1Lo £€Kd0Y0 TOL Papudiov, dev €de1&e Kopia To&kdTTa.

Agv mpaypoToroOnkoy pokpdc dtapkelag LeAETes o€ (da yia vo TeKpnpimbel 1 duvatoTTa
KOPKIVOYEVEGTC TOL Zercepac, 1 yio. va kafopioBolv o1 emdpAEcELS TOL GTNV OVOPIKT YOVILOTNTO.

6. DOAPMAKEYTIKEX TIAHPO®OPIEX

6.1 Katdaroyog ekdoymv

L-1om1divn vépoyrmpikn pLovodopikn
L-1om1divn

A-a-tpealoln ddpikn
moAvcopPiko 20

6.2 AovpupatétnTeg

AVTO TO QUPUOKEVTIKO TPOIOV dEV TPEMEL VO, AVOULYVOETOL 1] VO, SIHADETOL UE GALNDL QOPUOKEVTIKA
TPOIOVTO EKTOG OLTMV TOV AVAPEPOVTAL TV TOPAYPao 6.6.

Mnv apordvete pe StoAdpato YALKOING KabmG auTd TpokaAodV CLGCOUATMOON TG TPOTEIVNG.
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6.3 Awdpkera Comg

Mn avoryuévo @laAidto

4 ypdvio.

Metd and avacHeTooT Kot S1GALoN

Metd and AonmIn avacHLGTACT) LE GTELPO VOMP YOl EVEGILLA, 1) XNLUKT KOl QLGIKT 6TOOEPOTNTO TOV
avacvoTafévtog dtodvpatog £xetl omodetyel yuo 48 mpeg otovg 2°C - 8°C.

Metd and donmn S1dAvon o€ GAKOLE TOAVALBVAEVIOD 1] TOAVTPOTVAEVIOL TTOV TEPLEYOVV EVECILO
divpa yroprovyov vatpiov 9 mg/mL (0,9 %) n ymukn Kot puoikn otafepdTnTa TOL Zercepac £xet
amodelyfel yuo Emg 84 nuépeg otoug 2°C - 8°C, 7 nuépeg otovg 23°C - 27°C ko 24 dpeg otovg 30°C.
Amo pukpofroloyikr dmoyn, 10 avacvoTabéy Stidvpa Kot To dtdivpa Eyyvong Zercepac 0o mpémet va
YPTOILOTOI0VVTOL apEc®C. Edv de ypnoiponombel apéome, ot ypovor amodnKevong Katd T ypnon Ko
01 GLVONKEC TPV TN XPNON ATTOTELOVY EVBVVI TOL ¥PNOTI, EKTOC KAl EAV 1] AVAGHGTACT £YIVE KATW
omd eELEYYOUEVES KOl EMKVPOUEVEG AOTTTEG CLVONKEC.

MnVv KOToOWOYETE TO AVOCLOTAOEY SLOAV L.

6.4 Iowitepeg mpoPuvrdéers katd Ty ULAEN TOV TPOIOVTOG

dvrdocete o yoyeio (2°C - 8°C).

I"oa 115 cvvinKeg dratpPNoNG TOV AVUGLOTADEVTOG KOl POLOUEVOD (POPUUKEVTIKOV TPOTOVTOS, PAETE
Topaypaeo 6.3.

6.5 ®@Von Kol GVGTUTIKA TOVL TEPLEKTI)
Zercepac 60 mg KOV Y10 TUKVO GKEVOGLO Y10, TOPAGKELT] OLOADLLUTOG TTPOG EYYVLOT).

"Eva gaAido tov 10 mL and drapavég yooli Tomov I pe mopa amd ehaotikd fpmpofoutdilo Kot
neptéyel 60 mg TpacToL OLULAUTT).

Kda0e kovti mepiéyet éva graidio.
Zercepac 150 mg k6VIg Y10 TUKVO GKEDOC LA Y10, TOPUCKEDT] SLUADUATOS TTPOG £YXLOT).

"Eva @oAido tov 20 mL and dtapovég yooi Tomov I pe mopa amd eAaotikd fpmpofoutdilo Kot
nepiéyel 150 mg tpactovlovpdpnn.

KéBe kovtl mepiéyet éva praridto.
Zercepac 420 mg kOVIG Y10 TUKVO GKEDOCLUO Y10, TOPUCKEDT] SLHADUATOG TTPOG £YXVOT).

"Eva oAido tov 50 mL and dtapovég yuvoli Tomov I pe mopa amd ehactikd Bpopofoutdilo Kot
nepéyel 420 mg tpacToL{OVUAUTY).

Kd&0e kovti mepiéyet éva prodidno.
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6.6 Iowitepeg TPOPLAGEELS UmOpPLYNG

To Zercepac TapEYeTol G€ OTOGTEPMOUEVO, XOPIG GUVTNPNTIKE, LT TVPETOYOVA PLOAISIA LLOG YPNOTC.
Agdopévou OTL TO POPIAKEVLTIKO TPOTOV OV TEPLEYEL KOVEVO, AVTIKPOPLOKO cLUVTNPNTIKO 1)
Baxtnprootatikovg mapdyovtes, 8o Tpémet va ¥pno1onom el KATAAANAN Aoty TEXVIKN Y10 TIG
duadkacieg avacvoTaong Kot dtdlvong. [pénet va Aapfavetotl pépipuva dote va eacpaiileto n

OTEPOTNTA TOV TUPUCKEVAGUEVOV SIOAVUATOV.

Aonmntn TpoeToacio, yeyptopudc kot arofnkevon:

H npoetopacio g éyyoong tpénet va

* eKTEAEITOL OO EKTALOEVUEVO TTPOCOTIKO GOUPOVO LE TOLG KAVOVES 0pONG TPOKTIKNG, 10img OG0V

0Qopd TNV GoNTTY TOPACKELY| TAPEVIEPIKAOV TPOTOVIWV.

* yivetal o€ amoppoEN TP LE EAUGTIKT PO I froAoyikd Bdlouo ac@oAEiag Le T ¥pPNon
TUTOTOMUEVAOV TIPOPVAAEEMVY Y10 TOV OGPOAT YEPICUO EVOOPAEPL®OV TapayOVT®OV.

* akoAovOeitar omd emopkn OTOONKEVGT TOV TAPUCKELUGUEVOL SLOADUATOG Yio EVOOPAERLa Eyyvom
Y0 Vo S10lGQAAGTEL 1] SLULTHPTOT TOV ONTTIKOV GLVONKOY

Odnylec yio TV GonmTn avocHLoTOoN:

1)  Xpnowomoidvtog e oteipa oOptyya, vécate Ppadéme ToV KOTAAANAO 0YKO (OTmS
ONUEUDVETOL TOPUKAT®) GTEIPOL VOATOG Y1 EVEGIUO (deV TEPIAAUPAVETAL) GTO PLOAISI0 TTOL TTEPLEYEL
TO AVOQIAO Zercepac, katevfhvovtag T pon endveo ot pnala tov Avoeiiov. H ypion dAing
avacoVoTAoNG B0 TPETEL VO ATOPEVYETOL.

2)  Ileprotpéyarte t0 QLoridio ehaepd yia vo, vtoPondnoete v avacvotacn. MHN
ANAKINEITE!

H epopdvion eElappod appiopov katd Ty avacvotacn dgv eival acuviong. Aehote To proiidio va
mapopeivel oe npepia yuo 5 mepimov Aentd. To avacvotabiv Zercepac mov TPOKOLITEL Etvat Eva
ypopo Emg EAAPP®G KITPVO dtopavég dtdAvpa Kot Bo Tpémet va eivarl TpakTik®g EAevBepo opatmv
COUOTIOI®V.

Zercepac 60 mg KOVIC Y10, TUKVO GKEVOAGLLO Y10 TOPUGKELT] SIOADLOTOC TPOG EYYLON.

H avaciotaon tov groidiov 60 mg pe 3,0 mL oteipov 0datog Tpog £yyvon amodidet 3,1 mL
SLADUATOG oG xpHong, Tov mepiéyet mepimov 21 mg/mL tpactovlovudunn o€ pH wepimov 6,0. H
nepiooeia 6ykov 8 % dacporilel mmg propel va avappoenfel amd kdbe QraAidlo n avaypapopevn
doon tov 60 mg.

Zercepac 150 mg k6V1g Y10 TUKVO GKEDAGLLA Y10, TOPUCKEVT] SLOADUATOG TTPOG £YXLOT).

H avacvotaon tov graidiov 150 mg pe 7,2 mL oteipov voatog Tpog £yyvon omodidel 7,5 mL
SLADUATOG oG xpfonge, Tov weptéyet mepimov 21 mg/mL tpactovlovudunn o€ pH wepimov 6,0. H
nepiooela 6ykov 5 % dacparilel mog umopel va avappoendei amd kdbe plaiidolto n avoypapopuevn
doon tov 150 mg.

Zercepac 420 mg KOV1g Y10 TUKVO GKELOGLLA Y10, TOPUCKELT] SLOADUATOG TTPOG £YXLOT).
H avaciotaon tov groidiov 420 mg pe 20,0 mL oteipov ¥datog mpog Eyyvon amodidel 20,6 mL
SLAVUATOG oG yp1ong, Tov teptéyel tepimov 21 mg/mL tpactovlovpdunn oe pH nepimov 6,0. H

nepiooela 6ykov 3 % dracparilel Tog umopel va avappoendei amod kdbe ploAido 1 avaypa@opevn
doon tov 420 mg.
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To Zercepac Ba mpémel va YpNOUOTOIEITOL TPOGEKTIKA KATA TNV avacvatoot). H mpdkinon
VIEPPOAIKOD AUPPIGLOV KATE TNV OVAGOGTAGT 1] TV OVOKIVNOT TOV avacLoTABEVTOC S1OADLLOTOG
umopel va 00MyNoel o€ TpoPfAnpaTo pe TNV TOcOTN T TOV Zercepac mov Umopel va avappoendei amod
TO QLOALS10.

To avacvoTapévo dtdAvLa dev TPEMEL VO KOTOYOYETOL.

Odnyieg yuo tnv donmn didAvon Tov avocsvoTafivtoc S1oADUOTOS
Ymoloyiote TOV OYKO TOL SLHADLLOTOG TOV OTALTEITOL:

® L& Pfdon  d60om epddov TV 4 mg Tpactoviovpdunn/kg copatikov Bdpovg i) TNV enakdAovON
epdopadiaio d6om tv 2 mg tpactoviovpdaunn/kg copatikov fapov:

‘Oykog (mL) = Zopatikd Bapog (kg) x d6om (4 mg/kg epddov 1 2 mg/kg Guvinpnonc)
21 (mg/mL, cuykévipwon Tov avacvotafivtog S10ADIATOG)

® L& Pdon ™ d6om epddov TV 8 mg Tpactovlovudunn/kg couatikov Bdpove ) TNV exakdAovON
doon avd 3 gfdopadeg v 6 mg tpactovovudunn/kg copatikod Bdpovg:

‘Oykog (mL) = Zopatiko Bapog (kg) x 66on (8 mg/kg epddov 1 6 mg/kg cuvinpnoncg)
21 (mg/mL, cuykévipwon Tov avacvotafivtog S1oADIATOG)

H xatdAAnin mocdtnta Tov dtoddpatog o tpénet va avappo@nBel amd 10 GLoAidlo ¥p1GLILOTOIOVTOS
L0 OTOGTEPOUEVT PEAOVa Kot cUptyya Kal Vo Tpootedel 610 gdko £yyvong mov mepiéyel 250 mL
oA patog yAwplovyov vatpiov 9 mg/ml (0,9 %). Na un ypnoyomoteitot pe S1oAduaTo T0V
neptEyovv yYAwkoln (BAéne mopdypoapo 6.2). Me oomd Tnv avapién Tov S10ADLOTOG KoL TV OTOQPLYT
aQPIoHoD, 0 6aKog Ba TPEmeL Vo avacTPAQEL ATOAd.

Ta mapeviepikd pappaxevticd tpoiovta Oa mpénet va e&etdlovTal onTikd Yio TuyoV vVIapén
COUOTIOIOV KOl ATOYPOUATICUO TPV TN XOPTYNON.

Agv moapoatnpriniay acvufototntes HeToSd Tov Zercepac Kol TV GAKoV ToAvalBuAgviov 1
TOAVTPOTTVAEVIOL.

Kd&0e aypnoiponointo popuokeuticd Tpoidv 1 VIOAEUO TPETEL VAL OTOPPITTETAL COUPOVOL LIE TIG
KOTO TOTOVC 1GYVOVGEC OYETIKEC SLOTAEELG.

7. KATOXOZX THZ AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center,

Moll de Barcelona, s/n,

Edifici Est 6* planta,

08039 Barcelona, Iomtavia

8. APIGMOZXZ(OI) AAEIAYX KYKAO®OPIAX

Zercepac 60 mg k6vic Yo TUKVO GKEDOUGLLOL Y10, TOPUGKELT) SLOAD LLOTOC TPOC EYYLOT

EU/1/20/1456/002

Zercepac 150 mg kbvic y1o TuKVO OKEVUC O Y10 TAPOCKELT) SIGADLLOTOC TPOC £YYLON

EU/1/20/1456/001

Zercepac 420 mg kOVIC Y10 TUKVO OKEVUCLLOL Y10 TTAPOCKELT) OIGADLLOTOC TPOC £YYLON

M



EU/1/20/1456/003

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHY. THX AAEIAX

Hpepounvia mpdtng £ykpiong: 27 loviiov 2020

10. HMEPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

Aentouepeic TANPOPOPIES Y10 TO TAPOV POPUAKEVTIKO TPOioV givol S1afEcIIEC GTOV JIKTLOKO
t6mo Tov Evpaonaikod Opyavicpod Ooppdkov http://www.ema.europa.eu.

42



ITAPAPTHMA I1

MMAPAZKEYAXTHX(EX) THE(TQN) BIOAOTTKQX
APAXTIKHE(QN) OYZIAZ(QN) KAI
MAPAZKEYAXTHX(EX) YIIEYOYNOZ(OI) T'IA THN
AINIOAEEMEYZH TON ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMMOTEAEZMATIKH XPHXH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX (EX) THX(TQN) BIOAOT'IKQX APAXTIKHX(QN) OYZIAX(QN)
KAI HTAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
IMAPTIAQN

‘Ovopa kot dtevfuvon tov(tev) tapaokevaoti(@v) te(tmv) Broroyikdc dpaotiknc(®dv) ovoiac(dv)

Shanghai Henlius Biopharmaceutical Co., Ltd.
Building D, 1289 Yishan Road

Shanghai

Kiva

‘Ovoua kot d1evfvven tov(twv) TopooKeLaoTN(MV) oL ivor VTeLOVVOC(O0L) Y10 TNV OTOOEGUEVLCT) TOV
ToPTId®V

Accord Healthcare Polska Sp. z.0.0
ul Lutomierska 50, 95-200 Pabianice
TToAmvia

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéyn,
OALavdio

270 £VTLTIO QUALO 0ONYIDV XPYOTG TOV PUPLOKEVTIKOD TPOTOVTOC TPETEL VAL, OVOYPUPETOL TO OVOLLXL
Kot 1 d1ev6vvoT TOL TAPACKELOGTH TTOV Eival VTELOHLVOG Y10 TNV ATOSEGUEVLGT TNG CYETIKNG TAPTIONS.
B. OPOI'H HEPIOPIEMOI EXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPOIOV Yo TO 0TTOI0 OTaLTEITAL TEPLOPICUEVT 1oTPikh cvuvTayn (PA. mapdptnua I:
[TepiAnym tov Xoapaktnpiotik®v tov [1poidvtog, mapdypapoc 4.2.)

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

o Ex0¢oe1g meprodikic mapakorovdnong tne aocpdreias (PSURS)

Ot amortnoelg yio v vroPoin towv PSURS yio to ev Ady® @apuakevtikd mpoiov opiloviot

GTOV KOTAAOYO UE TIG Nuepounvieg avaeopag g Evaong (kotdhoyog EURD) mov mapatifeton

610 GpBpo 107y mapdypapog 7 g odnyiag 2001/83/EK kot kGO emakdlovdng
EMKALPOTOINGNG OTMG ONUOGIEVETAL GTIV EVPMOTAIKY] SIKTVOKT) TUAT Y10l TO POUPHLOKAL.

A.  OPOI'H NEPIOPIZEMOI ZXETIKA ME THN AX®AAH KAI ATIOTEAEEMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY IIPOIONTOX

o Yyéo10 owoyeipiong Kivovvou (ZAK)

O Karoyog Adelag Kukhopopiag (KAK) Ba die&aydyet Tig amoitodpeveg SpacTnploTnTeS Kot

TOPEUPACELS PUPUAKOETOYPOTVNONG OTTMC TapoLG1alovTol 6To cuppwvnoév XAK mov

nmapovotdletar otny evotnra 1.8.2 g ddetag KukAopopiog Kot omolesOmoTe ETUKOAOVOE
gykekpiuéveg avabempnoeig tov ZAK.
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"Eva emkatpomompévo ZAK Oa mpénet va katoatedei:
e Metd anod aitnpa tov Evponaikov opyavicpod @oppdxov,
o OmoTtedNmOTE TPOTOTOLEITOL TO GVOTN LA dLoyElpLoNG KIvOHVOL, EO01KE OC OMOTEAEC LA ANYNG
VE®V TANPOQOPIDOV TOV UTOPOVV VO ETLPEPOVY CNUAVTIKT OAAAYT] GTT GYECT] 0OQELOVG-KIVOHVOL
N ®G OTOTELEG A TNG EMITEVLENG EVOG GNUAVTIKOD OPOCTHOL (POPUOKOETOYPOTVIOT 1)
gloyiotomoinon Kivdvvov).
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ITAPAPTHMA I1I

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 60 mg KOVIC Y10, TUKVO GKEVAGLLO Y10 TOPOCKELT] SHADLATOC TPOG EYYVON

TPO.GTOLOVUAUTT

| 2. IYNOEXIH XE APAXTIKH(EX) OYZIA(EL)

"Eva @loAido mepiéyet 60 mg trastuzumab. Metd v avactHotacr, 1| mL mokvod dtoldpatog mepiéyet
21 mg trastuzumab.

3. KATAAOI'OX EKAOXQN

ITepiéyet emiong L-1oT1divn vopoyrmpiki povoddpikn, L-1otidivn, molvcopPikd 20, o-o-tpeaioln
dwdpkn

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kovig yio Tukvo oKeELAGLO Y10 TOPAGKELT] SIHADOTOC TPOG EYYLON
1 proAidlo

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

T evooAEPia ypiion wdvo peTd amd avacHoTACT| KOl opoimaon.
AwBdote T0 PUAALO 0NV YPAONG TPV O TN YPNON).

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na pvidcoetal o€ Béon v omoia dev PAEmoLY Kot dev Tpoceyyilovy Ta TodId.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEX OYAAZEHX

Ddvrdocete o€ Yoyeio.

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center,
Moll de Barcelona, s/n,
Edifici Est 6* planta,
08039 Barcelona, Iomtavio

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1456/002

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va, umv teptanedei n ypaen Braille sivor amodext

17. MONAAIKOX ANAI'NQPIZTIKOZ KQAIKOX — AISATIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

A160106T0TOC YPUUU®TOS KddKaS (2D) mov gépel Tov TEPIANPOEVTO LOVASTKO CVOyVOPIGTIKO
K®OKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®TAAIAIOY

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHITHIHE

Zercepac 60 mg KOVIC Y10 TUKVO GKEVOGLLOL
Tpactovlovudunn

EvoopAéPia ypion petd amd avacioTaon Kol apainon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HNEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

| 6.  AAAA TTOIXEIA

Accord
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 150 mg k6v1g Yio TuKVO GKEVAGLA Y10 TAPOCKELT SIUAVUOTOC TPOG £YYLON

tpactovfovpapTn

‘ 2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

"Eva graAido wepiéyet 150 mg trastuzumab. Metd tnv avacvotacn, 1 mL mokvol ckevdopatog
nepi€yet 21 mg trastuzumab.

3. KATAAOI'OX EKAOXQN

IIepiéyet emiong L-1ot1divn vopoyrmpiki povoddpikn, L-1otidivn, molvcopPikd 20, o-o-tpeaioln
SwdpiKn .

4. GOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Koévig ylo mokvo oKeELOGLLO Y10 TOPACKEDT] OIHAVIATOG TPOG EYYLON
1 proAidro

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

IMo evdopAéPra yprion Hovo PETA amd ovacVOTOCT) KOl 0paimoT).
Awfaote T0 PUALO 0ONYIOV XPNOTG TPV OO TN YPTOT).

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEZH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

Na puAdooetor og B6om v onoia dev PAETOLY Ko dgv Tpooeyyilovv Ta TodLd.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHZHX

EXP

9. EIAIKEY YYNOHKEX ®OYAAEHX

dvidcoete og yoyeio.
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TON
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center,
Moll de Barcelona, s/n,
Edifici Est 6* planta,
08039 Barcelona, Iortavia

12. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1456/001

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va, umv teptanedei n ypaen Braille sivor amodext

17. MONAAIKOX ANAINQPIZTIKOZ KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

A160100T0TOG YPOUU®TOS KddKaG (2D) mov pépel Tov TEPIANPOEVTO LOVAITKO aVayVOPIGTIKO
KOOKO.

18. MONAAIKOX ANAI'NQPIXETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®TAAIAIOY

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHITHIHE

Zercepac 150 mg k6vig Yo TuKVO OKEVAGLLOL
tpactovfovpapnn

EvoopAéPia ypion petd amd avacioTaon Kol opainon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HNEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

| 6.  AAAA TTOIXEIA

Accord
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 420 mg k6VI§ Yio TUKVO GKEVAGLA Y10 TAPOCKEVT SIUAVUOTOC TPOG £YYLON

tpactovfovpapTn

‘ 2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

"Eva graAido wepiéyet 420 mg trastuzumab. Metd tnv avacvotacn, 1 mL mokvod ckevdopatog
nepi€yet 21 mg trastuzumab.

3. KATAAOI'OX EKAOXQN

IIepiéyet emiong L-1ot1divn vopoyrmpiki povoddpikn, L-1otidivn, molvcopPikd 20, o-o-tpeaioln
SwdpiKn .

4. GOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Koévig ylo mokvo oKeELOGLLO Y10 TOPACKEDT] OIHAVIATOG TPOG EYYLON
1 proAidro

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

IMo evdopAéPra yprion Hovo PETA amd ovacVOTOCT) KOl 0paimoT).
Awfaote T0 PUALO 0ONYIOV XPNOTG TPV OO TN YPTOT).

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEZH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

Na puAdooetor og B6om v onoia dev PAETOLY Ko dgv Tpooeyyilovv Ta TodLd.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHZHX

EXP

9. EIAIKEY YYNOHKEX ®OYAAEHX

dvidcoete og yoyeio.
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TON
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center,
Moll de Barcelona, s/n,
Edifici Est 6* planta,
08039 Barcelona, Iortavia

12. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1456/003

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va, umv teptanedei n ypaen Braille sivor amodext

17. MONAAIKOX ANAINQPIZTIKOZ KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

A160100T0TOG YPOUU®TOS KddKaG (2D) mov pépel Tov TEPIANPOEVTO LOVAITKO aVayVOPIGTIKO
KOOKO.

18. MONAAIKOX ANAI'NQPIXETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®TAAIAIOY

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHITHIHE

Zercepac 420 mg k6VIG Yio TUKVO GKEVAGLLOL
tpactovfovpapnn

EvoopAéPia ypion petd amd avacioTaon Kol opainon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HNEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

| 6.  AAAA TTOIXEIA

Accord
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B. P’YAAO OAHI'TQN XPHXHX
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@viro oonylov ypions: Iinpoopics Yo Tov ypriotn

Zercepac 60 mg KOVI§ Y10 TVKVO CKEVUGNA Y10 TAPUGKELY] SLOADIATOG TPOG £YYVO)
Zercepac 150 mg K6V Y10 TUKVO GKEDUGNO Y10 TOPUCKEVT] SLOAVRATOS TTPOS £YYVO
Zercepac 420 mg K6V Y0 TUKVO OKEVUGNO Y10 TOPOACKELT] OLOAVIOTOS TPOG EYY VG

TPO.GTOL{OVUAUTY

vTo QAapprako avtd TEAEL LTO CLUTAN POUATIKT ToPaKoAOVONGT. AVTd Ba emTPEYEL TO YPTYOPO
TPOGOL0PIoUO VEDV TANPOPOPLDY acPireloc. Mropeite va, fondnoete pEcm ¢ avoapopdc Tbavov
AVETBOUNTOV EVEPYEIDV TTOV EVOEYOUEVMG TTapovatdlete. BA. Télog Tng mapaypdpov 4 yia Tov TpOmTo
avapopdg avemBOUNTOV EVEPYELDV.

AW doTte TPOGEKTIKG 0AOKANPO TO PVALO 0ONYLAV YP1)ONG TPV APYICETE VA Y P CLUOTOLELTE
ovTo TO PAPNOKO, OLOTL TEPLLUUPAVEL CNUOVTIKES TANPOPOPIES Y10 GUC.

- dvidEte avTd TO EUALO 0dNYIBY YpNonG. Towg ypelaotel va to duPfdcete Eavd.

- Edv éxete mepartépm amopieg, pOTNOTE TO Y10TPO 1 TO POPUOKOTOLO GOC.

- Edv moapoatnpnoete kamoto avemiQOunt evEPYELN, EVILEPDOTE TOV YLOTPO, TOV PUPUOKOTOL0 1
TOV VOGOKOUO G0G. AVTO 1oy0el Kot Yo, kABe mbovi avemBountn evépyela mov dgv
AVOPEPETOL GTO TAPOV PUAAO 001 YLV Yprionc. BAéne mapdypapo 4.

T tepréyer 1o mTapév A0 00N YLOV:

T etvan To Zercepac kai mota eivat 1 xpron Tov

T péner va yvopilete mpv cag yopnynOel to Zercepac
ITog yopmyeiton to Zercepac

ITiBavég avemBOUNTEG eVEPYELEC

IIodg va puAdocete To Zercepac

[epreydueva tng cuokevaGiog Kot AOTES TANPOPOPIES

AN N

1. T givon To Zercepackol towo, givar i pricn Tov

To Zercepac mepiéyel T OpacTIKn 0vGio TPAcTOV OVUAUT, N 0Tola Elval £va LOVOKA®VIKO
avticopa. Ta LOVOKADVIKA OVTICOUOTO TPOCKOAMDVIOL GE GUYKEKPLUEVEG TPWTEIVEG )| avTlydva. H
TpocToviovudunn ivol oyedICUEVT VO SECUEVETOL EKAEKTIKA [LE VOl avTIYOVO 0L ovoudleTol
avOpdmTvog emdeppkog owEnTikog mapdayovtag vrodoyéa 2 (HER2). To HER2 Bpioketon og peydreg
TOGOTNTEC GTNV EMUPAVELX OPLGUEVOV KUPKIVIKDY KLTTAP®V, o’ OOV SleYElpEL TNV avamTLEN TOLG.
Ortav 10 Zercepac deopeveton pe 10 HER2, otapatd v avdntoén autdv tov Kuttdpov Kot Tpokoiel
70 BAvaTo TOVG.

O Y10TpO¢ 0aG UTOPEL VO GAG GLVTAYOYPUPNOEL Zercepac yio, T Oeparmeio Tov KapKivoy TOV HoGTOV
K0l TOV YOOTPLIKOY KOPKIvow OTav:

o "Exete mpopo xapkivo tov pootol, pe vynid enineda piog mpmteivng mov Aéyetar HER2.

. "Eyete petoototikd Kopkivo Tov Haotov (KopKivo Tov HaoToD ov £xel e5amAwmbel mépav Tov
apyKov 6yKov) pe vymAd eninedo HER2. To Zercepac umopet va cuvtayoypogeital g
GLUVOLAGUO LE TO YN HE0BepamELTIKA PappLaka TOKATAEEAN 1 00GETAEEAN WG Tpd TN Bepameio
Y10 TO HETOOTATIKO KOPKIVO TOL HOGTOV 1| Hopel va cuvtayoypageitat LOVO Tov €pOGOV 01
dAheg Bepameieg £xovv amoderyBel avemtuyeic. Xpnoiponoleitol exiong o€ CLVOVAGUO pE
@apuaKa Tov ovoualovtal avacToAElS apouationg og acleveic e vynAd enineda HER2 kot
LE PETOOTOTIKO KOPKIVO TOV HaoTOV BETIKO 6TOVG OpUOVIKOVG VITOd0YElS (0 Kapkivog Tov gival
gvaiocnTog otV Tapovsic TOV INAVKOV 0pHOVAVY).

o "Eyete petaotatikd yooTpiko kapkivo pe vynid erineda HER2, 6e cuvdvaopod pe aiia
(ApLOKO KATO TOV KopKivov, TNV kamesttofivn 1 tnv S-pBoproovpakiin Kot T GlomAaTive).
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2. Tvpémer va yvopilete mpotov cag yopnyn0ei To Zercepac

Mnyv ypnoipononjcete 170 Zercepac £av

. glote aMAepy1KdG 0TV TPOSTOVLOVUAUTT, GTIC TPWOTEIVES OO LV (TTOVTIKO), 1| O OTOL0ONTOTE
atO TO GVOTOTIKG CVTOV TOV POPLAKOV (AVAPEPOVTAL GTIV TAPAYPUPO 6).
o avTIHETOTILETE GOPapd AVOTVEVSTIKA TPOPALOTH KOTA TV MPEUIR TOV 0QEIlOVTOL GTOV

KapKivo | o€ TepinTmaon mov ypelaleote Bepaneia pe o&vyovo.

IIpogidomou|oelg Kon TPOPLAGEELS
O y1atpoc oag Ba mapakorovbel otevd T Oegpamneia cog.

Kapowkoi £reyyor

H Oepancia pe Zercepac wg povobepamneio 1 oe cuvovacud pe Ta&dvn UTopel vo ennpedosl Tnv
KapdLd, E0WKE 4V €xete ypnoomoliosl avOpakvkAivn (ot Ta&dveg kot ot avBpakvkAiveg eivatl 600
Al €ldn poppakmv Tov ypnoipomolovvol yio ) Bepoaneio Tov Kopkivov). Ot emdpdoelc pmopet va
glvon petpieg £mg coPapéc Ko pmopel va mpokarésovv Bavarto. Emopévmg, 1 kapdiokn cog Aettovpyla
0o eAéyyeton TpLv, Katd TN Srapkela (Kabe Tpelg uveg) kot uetd (uéypt 600 £mc TEVTE ¥PoOvia) T
Oepaneia pe Zercepac. Edv avamtdéete omotadnmote onueio Kapdtokng ovemdpkelog (avemopK
®Onon Tov aipatog amd TV Kapdid), 1 Kapdlokn oag Aeltovpyia uropel va eEAEYxeToL O cLyvA (KaOe
¢E1 €mg oyt ePdoNGOES), umopel va AaPete Depameia yio TV Kapdlokn averdpKeLlo 1 UTOpEL va,
YPEWCTEL v GTaOTNOETE T Oepameia e To Zercepac.

Yv{ntote pe 10 Y1Tpod 60G, TO POPUAKOTOL0 1) TO VOGOKOUO GG TPV Gag xopnyndel to Zercepac
gqv:

. €yete KopOloKY avendpkela, ote@aviaio voco, ac0évela oxeti{OIEVN LE TIC KAPOLOKEG
BaiBideg (puonuota Kapdlas), VYNAN ApTNPLOKT TIECT, EXETE TAPEL OTOLOONTOTE PAPHOKO
Y10 VYNATY apTNPLOKT TEON 1) TAIPVETE TOPA OTOLOOMTOTE PAPIOKO Y10 VYA OPTNPLOKN
migon.

. £YETE YPNOYLOTOGEL TOTE 1 YPNCHOTOIEITE TOPA Eva PApOKO TOV ovopdleTol
do&opovPikivn (doxorubicin) 1 empovPikivn (epirubicin) (pdpuoxo, To omoio
¥PMNOLLOTO0VVTAL Yo TN Oepaneio Tov Kapkivov). Avtd ta edppaKo (1] 0molecdNToTE GALES
avOpakvrAiveg) pmopovv va PAGYOVY ToV KapdlaKo Hu Kot va cv&noovy Tov kivouvo
KapdlaK®V TpofAnudtov ue to Zercepac.

. VIOQEPETE aO OVOTVOLA, EIOIKA EAV ¥pNCLOTOoLEiTe €Ml TOL TaPOVTOC pia Ta&dvn. To
Zercepac Umopel Vo TPOKAAEGEL AVOTVEVOTIKEG OVOKOALES, 1dlaiTEPO TV YOPTYELTOL YOl
TPOTN Popd. AvTo pmopet va gtvor coPapodtepo edv Exete oM dvorvora. [ToAd omdvia,
acOeveic pe GoPapég avamTVELSTIKEG SUGKOAIEG TPV atd TNV aymy1|, TEdovay dTav Tovg
yopnynOnke Zercepac.

. Aappdvate oto Toperdov omoladnmote AN Oepameia Yio TOV KopKivo.

Edv AapPavete to Zercepac pe omotodnmote GALO GAPHOKO Yia T Bepaneia Tov KapKivov, OTwg
TOKAMTAEEAT, doceTaléln, avacToAén apmuatdong, kKaresttafivn, S-pBoproovpaxiin, 1 clemiativn
0o pémel emiong vo dtafdcete Ta PLAAGSLL Y10, TOV 0.c0ev Yo Ta TPOIOVTO ALTA.

Moword kon £pnpor

To Zercepac dev GLVIGTATOL GE OTOLOONTOTE ATOUO NAKING KAT® TV 18 eTMV.

Alho @appoxa Kot Zercepac

Evnuepmote 10 y1atpd, 10 GOPLAKOTOLO 1] TO VOGOKOUO GOG €AV TTaipVeETE, EXETE TPOGPATO TAPEL 1|
umopel va wépete AAAL QAPLLOKOL.

Mmropel v, ¥pelaeTovy £m¢ Kot 7 UNVeG Yo vo amopakpuvlel to Zercepac amd tov opyavicpd cag. ['a
70 AOY0 aVTo, EQV GTOVG 7 PveEG PeTd To TEL0G NG Bepamneiog apyicETe Vo TAIPVETE OTOL0ONTTOTE VEO
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QaPLOKO, B0 TPETEL VOL EVILLEPDGETE TO YLUTPO, TO PAPUAKOTOLO 1) TO VOGOKOLO GOG Y1 TO OTL
maipvate Zercepac.

Kionon

. Edv giote éyxvoc, vopilete 6Tt umopel va elote £yKvog 1 oxed1alETE VO ATOKTNGETE
7andi, {ntnote T GLUBOVAN TOL YIUTPOV, TOV PAPUAKOTOLOD 1] TOL VOGOKOUOV GOG
TPOTOV TAPETE AVTO TO PAPLLAKO.

. B0, TPETEL VO, YPTCLLOTOIEITE AMOTEAEGUOTIKT] OVTIGOAAN YT KOTA T SGPKELDL TNG
Oepamneiog pe Zercepac Kot ylo TOLAGYIoTOV 7 Pveg Letd T ANEn tng Bepamneiog.

o O y10tpdg oag Ba cag GVUPOLAEYEL GYETIKA [LE TOVG KIVODVOUS KOl TOL OPEAT] TNG ANYNG
Zercepac KoTd T Ol8pKELD TG KOOGS, X€ £YKLEG YuVaiKeg oV Emanpvay Zercepac Ko
0€ OTAVIEC TEPIMTOGELG, £YEL mapotnpNOel peimon g mocdTTag TOV (OUVIKoD) VYPOD
10 onoio TePPdALet TO avanTLoGOuEVO PO péca ot ptpa. H Katdotoomn avt
pmopet va gtvon emPAaPNS yio To popd cag ot UTpa Kot el oxeTiobel e TNy ateln
avamTLén TOV TVELUOVOV UE OToTELECUA TOV EUPpitKo Odvarto.

Onlaopog

Mn Onialete 0 popod Gog Katd T diapkela tng Oepameiag pe Zercepac kot yio, 7 UVeEG UETH TNV
teAevTaio 000m Tov Zercepac Kamg T0 Zercepac Umopel Vo TEPAGEL GTO UOPO GG LEGH TOV PNTPIKOD
YAAOKTOC.

ZntoTe TN GLULPBOVAT TOV YATPOV 1) TOL POPUAKOTOLOD GOG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.
Oonynon ko EPoROS PNy avnpdTmy

To Zercepac pnopet vo, ETOPACEL STV IKAVOTNTO 001YNONG AVTOKIVIITOV 1 XEPIGLOD UNYOUVIHLAT®V.
Edv xatd ™ dibpkela g Bepaneiog mapovoidcete copntdpota, 6mme (aAn, vrvniio piyn 1 Topeto,
dev 0o, TpEmeL Vo, 00N YNGETE 1 VO XEIPIGTEITE LUNYOVILLOTA £OC OTOV GVTA TOL GUUTTMOLOTO
eEapaviotovy.

Ndatpro
To Zercepac nepiéyel Arydtepo amd 1 mmol vatpiov avd d6on, dnA. givatl ovclacTikd ehevdepo
vatpiov.

3. Iog yopnyeitar To Zercepac

Ipwv v évapén g Bepanciog o yorpog cog Ba kabopicel v mocdtnta tov HER2 otov 6yko cog.
Moévo ot acBeveic pe peydin mocdmra tov HER2 Oa vrofdiiovion og Oepaneia pe Zercepac. To
Zercepac Oa mpémet va yopryeital povo and yorpd 1) vosokopo. O ylorpdg cag Bo cuvtayoypoaenost
T 6601 kat TN OepamevTikn aymyn mov gival KatdAAnAn yia eag. H 660m tov Zercepac e&optdrot and
TO COUOTIKO 60G PApOC.

To okevacpa evOoEAEPLaG xop1ynong Zercepac yopryeitar g evooeréPia Eyyvon («oTaydnvy)
katevbeiov péoa otig eAEPeg cac. H mpdtn d6om g Bepaneiag cog yopnyeitan o didotnua 90
Aemtddv Kot Bo mapakoAovbeiote amd emayyeAlatioo TOL TOUEN TNG VYEIOVOUIKNG TEPiBoAyTG o
TEPIMTO®OT TOL AVATTVEETE aveEmBOUNTEG EVEPYELES. AV 1] 0pyIkn OO0 €ival KAAG OVEKTT, OL
EMOUEVEG BOGELS UopovV va yopnynbovv ce didotnua 30 Aertov (PAEne Topdypapo 2 6To
«IIpoegdomomoel kot TpoPLAGEEID»). O apBuog Tmv eyydoewmv mov Bo Adfete e€optdrorl amd T0 TMG
avtomokpiveote oty aywyn. O yatpdc O to cv{nthoel pali coc.

[Ipokeévou va amoeevydei n AavBacuévn yopnynon eopraK®y, eivol onuovTIKO Vo eAEyyovTal
01 ETIKETEG TOV PLOAMDIMVY Y10l Vo, S10GPAALGTEL OTL TO PAPUOKO TOV TpoETOLUdlETOL

Kot yopnyeiton givan to Zercepac (TpactovfoLUAUT) Kot 0)L GAAO TPOIOV TOL TEPLEYEL
tpoactoviovudunn (7). TPAcToV OVUAUTN EUTAVSIVN 1) TPAGTOLoVUAUTT depovETeKdvn).
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T Tov Tpdo KopKivo HOGTOV, TO LETACTATIKO KOPKIVO LOGTOD KOl TO LETAGTOTIKO YOOTPIKO
Kapkivo, To Zercepac yoprnyeitan ke 3 efoopdoes. To Zercepac umopet emiong va yopnyndel o
@opa TV €fS0UASH GTO UETACTATIKO KOPKIVO TOV LOGTOV.

Edv otapatiocste va ypnoponoreite to Zercepac

Mnv GTAUOTACETE VA YPTCOTOLEITE AVTO TO PAPUAKO YWPIC VO EXETE LUANCEL TPAOTO GTOV YLOTPO
cag. Oleg o1 dooelg Bo pémel va Aappdvovial T oot dpa avd efdopdda 1 ava tpelg efdouadeg
(avaldywg to docoroyiko oxnua). Avtd o fondncel To eapuaKo Gog Vo dPAGEL 0G0 TO dSLVATOV
KaAOTEPO.

Mmnopel va, YpeleTovV £0G Kot 7 UNVEG Y1 Vo amopokpuviel to Zercepac amd Tov opyovicud cog.
Emopévmg, o y1atpdc cog eVOEXETOL VO OTOQOGICEL VO GUVEXIGEL TOV EAEYYXO TNG KAPSIOKNG GOC
Aertovpyiog axopa Kot apov £yete TELeldoEL T Bepaneia.

Edv éyete mep1ocdtepeg pMTNOELS GYETIKA LLE T YPTOT OVTOV TOL PAPUAKOV, POTHGTE TOV YATPO,
TOV QUPLOKOTOLO 1} TOV VOGOKOLO GOLG.

4. IMBavég avemBOUNTES EVEPYELES

Onwc 6o To pappoka, EToL Kot T0 Zercepac Umopel vo TPOKIAECEL avemBOUNTES EVEPYELES, AV KO
dev mopovctalovtol 6€ OA0VE TOVg avOpmdmove. Mepikég amd avTéG TIC avemBuuUNTEG EVEPYELEG UTOPEL
va glval coPopéc Kot pmopel va 0dNycouV 6 VoonAEia.

Yofapég avemOBOUNTES EVEPYELEG

Kotd ™ dibprela piag Eyyoong Zercepac, UTOpEl va ELPAVIGTOOV piyn, TOPETOG KOl GAAY
CUUTTOUOTE TOV HOlAlovV pe exelva Tng Ypimang. Avtd ivorl Todd cuyva (umopel va ennpedlet
eP16coTEPOLS amd 1 otovg 10 avBpdmovc). AAAa cuunT®dpaTe ToL oYeTilovTan e TNV £yyvon ival:
adwafecia (vavtia), EpeTog, TOVOG, AVENUEVOG LDTKOC TOVOG KOl TPEUOVALOC LML, TOVOKEPUAOG, (AN,
OVOATVELOTIKEG SUGKOAIEG, VYNAN 1] YOUNAN ApTNPLoKT TEST], SLTOPAYEG TOV Kapdlakoh puOpon
(aicOnuo ToOAU®VY, TTEPVYIGUOC | AKOVOVIGTOG KOPOlakog puoudc), TpHELLo Tov TPocOTOV Kol TMV
yeMwv, e€avinuo kot aictnuo kom®@oews. Mepikd omd avTd T0 GLUTTOUOTO UTOPEL Vo givat cofapd
Kot pepikoi aoBeveig Exovv mebdvel (BAéne mapdypapo 2 vid Tov titho «IIpogidomooelg Kot
TPOPUAGEEISY).

O emdpdoeic avtég epeoviovial Kupimg pe v Tpdt evOooPAERLa Eyyvon («oTdydnvy» ot eAERa
00G), KaOdS Kot KATA TIC TPDOTEG Alyeg MPEG LT TNV Evapén Tng Eyyvongs. Zvvibwg gival Tpoowpva.
Oa mpémel vo, eloTte VIO TV TaPAKOAOVON o EVOG emayyelpaTio vyelag kaTd TN ddpKeELD TG EYXVONG
KO Y100 TODAGLOTOV €€ DPEG HETA TNV EvapEn TNG TPMTNG EYXLOTG Kot Yot SVO MPEG UETA TNV Evapén
TV dAloV eyyvoenv. Edv avartdlete o avtidpaon, Oa emPpaddvouy 1 Ba dtokdyouv v €yyvon
KoL Umopel va, oag 00covy Beparmeio Yo TNV aVTIETOTION TV avemdountov evepyeidv. H £yyvon
umopel va cuveyloTel Hetd ™ PEATIOON TOV CLUTTOUATOV.

Mepikéc popéc, To cupmTdpoTo apyilovy To apyodTepo EEL dPeC LETA TNV Evopén Tng £yyvonc. Av Gog
ovuPet KdTL TETO10, EMKOWMVNGTE LE TO YIOTPO GOG AUESMG. MePIKEG POPES, TA GLUTTMIATO UTOPEL
va BeAtiwBovv kot apyoTepa va EMOEV®OOVV.

AMreg coPapéc avemBOUNTES EVEPYELEG UITOPEL VO ELPAVIGTOVY OTOLOONTOTE CTLYUN KATH TN SLdpKELOL
g Oepameiog pe Zercepac, xwpig animg va oyxetiovtol pe Kamowa £yyvon. Evpepdote 10 y1atpo 1)
VOGOKOUO APECMGS, EAV TAPATNPNGETE OTOLAINTOTE OO TIS TOPUKATO AVETIOVUNTEG EVEPYELES:

o Mepucég popég umopei va mapatnpnBodv kapdlokd TpofANpoTe Kot T StipKeLn TG
Oepameiog Kot TEPIOTOOIOKE, LETA TO TEAOG NG Oepamneiog kat va eivor coPapd.
[eprrappdvovv eEacBévnon tov KapdiakoD pHuog mov THaV®G va 0dMYel o8 Kapdlakn
avemdpkela, pAeyHovn (doykmpévo, epubpd, (eatd Kat e TOVO) 6TOo TEPIPANUA TG KAPILHG
Kot drotapayég Tov puOpod ¢ Kapdldc. AVTd UTOPEl VoL 00N YNOEL GE GUUTTOUOTO OTTWOC
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dvomvola (CLUTEPIAAUPOVOUEVIG TNG VOKTEPIVIG OVCTVOLAG), BX0, KATOKPATNGT VYPDV
(mp&o) ota oS 1) 6Ta XEPLN, GO LA TOAUDOY (TTEPLYIGUOC 1 OKAVOVIGTOG KOPIIOKAOG
pLOudg) (PA. mapdypago 2. Kapdiakoi Ereyyor).

O ywTpog oag Ba Tapakorovdel TakTiKd TV Kapdid cog katd TN didpkela TG Bepaneiog Kot pLetd amod
) Oepamneia, oAAG Oa TPETEL VO EVILEPADGETE TO YIATPO GOG AUECHG EQV TAPATIPNGETE KATO10 Od TOL
TOPATAVEO GUUTTMOLOTO.

e XUVOpopo AVoNG 0YKOL (Lo opddo HETAPOAK®Y ETITAOK®Y OV ep@avilovtot PHeTd amd
Oepameio pe KapkKivo mov yapaxtnpiletar 0md VYNAG enineda KAAIOV KOl POGPOPIKDOV GTO
aipo Kot younAd erineda acPeotiov oto aipa). Ta copntdpato propei va meptiapfavoovy
veppikd TpoPfAnuata (advvapio, SVGKOAIN GTIV OVATVOY|, KOTMOT Kol GUYYVOT]), KOpOloKd
TpoPAUaTA (TTEPLYIGHOG TG KAPOLAG 1 TayDTEPOC N PPadiTEPOC KAPIIOKOS TOUALOC),
EMANTTIKEG KPIGELC, EUETOC 1 O1GPPOL KOl LUPUNYKIOCLO GTO GTOUO, TO, XEPLL T} TO, TTOOLCL.

Edv oicBavbeite omolodnmote amd to Topandve cupumtdpoto otav 1 Bepaneio cag pe Zercepac €xet
Terelmaoel, 0o mpénel va, emokePOEiTe TO Y1OTPO GG KOL VO TOV/TNV EVIUEPMDGETE OTL EYETE
mponyovpévwg vtoPAndel oe Bepameia pe Zercepac.

Addeg avemMOVUNTES EVEPYELEG

IloAd ovyvéig avemOounTES EVvépyeLeg: pumopel va ennpedlovv meptocotepovs omd 1 otovg 10
avOpaToug:

Aoméerg

duappoia

dvokototnTo

Kavoo¢ (dvomeyia)

KOTwoN

depuotikd eovonuato

ovo¢ 610 Bdpaxa

TOVOG TNV Kotld

TOVOG 6TIG apBpOoELg

YOUNAOG ap1Bpog epuBpdv alpocEapiov Kot AEVKOV apoc@alpiov (to onoio fonbovv otnv
KOTOTOAEUN O™ TNG AOTU®ENG) OPIGUEVEG POPEG LE TVPETO

TOVOG GTOVG HUG

EMIEPLKITION

dakpvppoLe

pvoppayieg

PVIKT KATOPPON

TPLYOTTMOOT)

TPOLOG

Egoym

CaAn

SOTOPAYES TOV OVOY®V

ammAEL Bapovg

ammAeln Opeéng

abmvio

aAloiwon g yevong

YOUNAOG aplOLOG aOTETOM®Y

UOADTEG

HOVSIOGIO 1] LOPUNYKIOGUO TOV dOTOAWDV TV YEPLDV KOl TOV TOSIDV, TO OTOI0 TEPIGTUGIOKA
UTOpPEL Vo EKTEIVOVTOL GTO LTOAOLTO GKPO

epuBpoTTO, TPHELO 1 TANYEG GTO GTOUA KA/ GTO AU oG

. ovog, TPHELo, EpUOPATNTA 1] LUPUNYKIOGHE TV XEPIDOV KAUT TOV TOSDV
. dvomvola
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TOVOKEPUAOG
Pxos
€UETOC
vavtio

Yoyvég avemBounTeg evépyeres: pmopel va exnpedlovv péyxpr 1 otovg 10 avOpomovg:

OAAEPYIKEG OVTIOPAGELG

QOPLYYIKEG AOTUDEELG

AOMEELG TNG 0VPOOGYOV KVGTNG KO TOV SEPHOTOG
(QAEYHLOVT] TOV HLOGTOD

(QAEYLLOVT] TOV NTTOTOG

dratapoyéc TV veEPpdV

avENUEVOG PLikdg TOVOG 1) Tdon (vrtepTovia)
TOVOG GTa YEPLA KA/ oo

Kvnoumoeg eEavonua

vITvnAia

OLLOPPOTOES

payovpa

ENPOTNTA TOL GTOUATOG KOl TOL SEPUATOG
patio Enpd

epidpwon

aicOnpo advvapiog kot adbeciog

yxog

KaTAOAYM

aoBpa

Aolpmén T@v Tvevpdvov

STAPAYES TOV TVELUOVOV

TOVOG GTNV TANTN

TOVOG GTOV AUYEVOL

TOVOG GTOL 0GTA

(AT

KPALITEC TOV TOOIDV

Oy ovyvég avemBOUNTES EVEPYELEG: Umopel va ennpedlovv péxpt 1 otovg 100 avBpmmovg:

KOPWOoN

e€avonua pe avouoin ven
GUPLYLOC KATA TNV OVOITVON
(QAEYHLOVT 1] OVAT] GTOVG TVEDLLOVEG

Yravieg avemBounteg evépyereg: unopel va emmpedlovv péypt 1 otovg 1000 avBpdmovg:

. iktepog
. OVOQUAOKTIKEC OVTIOPAGELS

AvemOOUNTEG EVEPYEIES AYVAOOTIG CVYVOTNTAG: 1| GLYVOTNTO devV Pmopel va exTiunOel amd ta
Swbéoua dedopévor:

U1 QLGIOAOYIKT M} StaTaporyuévn THEN TOL aipaTog
VYNAG emtineda Koriov

oidnua N apoppayic 6To ToW PEPOC TOV 0QOUAUDY
KkatomAn&io
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L1 PLGIOAOYIKOG KAPIOKOS pLOLOG

OVOTTVEVOTIKT SLOYEPELX.

OVOTTVEVGTIKT OVETAPKELNL

o&ela GLCCOPELGN VYPDOV GTOVE TVEDLLOVEG

oeio oTévmoT TOV aEPAYOYDV

U1 QLGIOAOYIKE YOUNAG emtimeda 0EVYOVOL GTO alipo

dvokolio otV avomvon otav elote EUTAOUEVOC

nratikn PAGEN

oionua 610 TPOCWTO, YEIAT Kol PAPLYYQ.

VEPPIKN OVETAPKELNL

U1 QLGIOAOYIKE YOUNAG enimeda VYPOD YOP® Amd TO HOPS GTN UNTPO
advvapio TV TVELUOVAOVY TOV HePoL va avarntuyfodv otn pitpa
L1 LGIOAOYIKY] OVATTVEN TV VEPPDY TOV HMOPOV GTH UNTPOL

Kémoteg amd t1g avembduntec evépyelec Tov maputnpeite UTopel vo 0PeIAOVTAL GTOV VITOKEIEVO
kapkivo. Eav AapPdvete Zercepac g cuvovacuod pe ynuetodepamneio, kdmoleg omd avtég pnopet
eniong va opeidovtal otn ynuelobepamneia.

Edv gpoavicete omoadnmote and Tig avemBounTeg eVEPYELES, EVILEPADOTE TO YIUTPO, TO PUPUAKOTOLO
1 TO VOGOKOUO GOG.

Ava@opd avemOOunTOV EVEPYELDV

Edv mopatnpnoete kKamoto avemBOunt evEPYELD, EVILEPDGTE TOV YLOTPO, TOV QUPUAKOTOL0 1) TOV/TNV
VOGOKOLO oaG. AvTod 1oyY0EL KO Yo KAOe Thovi avemBounn evEPYELD TOL dEV OVAPEPETAL GTO TOPOV
@OALO 00Ny Ypronc. Mropeite emiong va avagépete avembounteg evépyeleg anevbeiag, LEcm TOV
€0viIKoL GLGTNUATOG aVaPOPAS TToL avaypaesTol oto [apdptnua V. Méom g avaeopag
avemBountov evepysldv uropeite va fonbnoete ot GLALOYY TEPIGGOTEPOV TANPOPOPLOV GYETIKA
LE TNV AGPAAELD TOV TOPOVTOC PAPLLAKOV.

5. IIog va pvridooste T0 Zercepac
To Zercepac Bo amoBnkedeTon amd emayyeMLOTiEG VYEING GTO VOGOKOUEIO 1) TNV KAVIKTY).

e To @appako avtd TPETEL VO UAACCETAL GE LEPT] TOV OgV TO PAETOVV Kal dgv TO POAvoLY Tal
ToLdLd.

e Na un ypnoomoteitor LeT TV nuepounvia ANENG Tov avaypapetal 6To eEMTEPIKO KOLTI Kol
oV €TIKETA TOL PLoAdiov petd ™ AHEH. H nuepounvia Aéng eivar 1 tedevtaio nuépa Tov
VO, TTOV OVOQEPETOL EKEL.

o To un avoryuévo @lariolo Ba mpénel va puidocete og yoyeio (2°C — 8°C).
o Mnv katoybyeTe TO OVAGLOTAOEY AV,

o Ta dtohdpato Tpog £yyvomn Ba TPETEL va YPTGILOTOLOVVTOL AUECHOC LETH TNV O1dAvGeT. Edv dev
¥PNOLLoTON 000V aUECHC, 01 ¥POVOL OTOBNKELONG KATE TN YPTION Kol 01 GLVOTKEG TTPLY TN YPNOoN
glvar uBovn Tov ypno.

e Noa unv ypnouonoleite 1o Zercepac, EPOGOV TOPATNPNGETE TUYOV VTOPEN COUATIOIOV Kot
OUTOYPMUATIGUO TTPLV T YOPNYNON.

o Ta @pdpuoko dev TPEMEL VO AMOPPITTOVTAL GTO VEPO TNG OMOYETELGNG 1) TO oKoVTidw. Pwtrote TO
(OPLOKOTOLO GOG YO TO TG VO TETAEETE TOL PAPLOKO TTOL dgV Yperdlovtan . Avtd ta pétpa Oa
BonBncovv oty Tpoctacia Tov TepPdAiovtog.

6. Ilepreydpeva TG GVGKEVLUGINS KUl AOUTEG TANPOPOPIES
T tepréyer o Zercepac
o H dpaoctikn ovoia givar 1 tpactovfovpdunn. Kabe prolidio mepiéyer eite:
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e 60 mg tpactovlovudunn n omoia mpémel va doAvdel og 3,0 mL oteipov 0VOATOC Yio EVESILA 1|

e 150 mg tpactoviovpaunn n onoia mpénet va daAvbei og 7,2 mL oteipov Kd0TOC Yo evESIA
n

e 420 mg tpactovlovpapnn 1 onola tpémet va dtodvbei og 20,0 mL oteipov vdatoC Yo
gvEoLL.

e To didlvpa to onoio mpokvTTEL MEPIEYEL TTEPimov 21 mg/mL tpactovlovudum.

e To dAla cvotatikd givor L-1ot1divn vopoyAwpiky povoidpikn, L-iotidivn, a-a-tpeaidln
dwopikr, ToAvcopPikd 20.

Epg@avion tov Zercepac Kol TEPLEYONEVA TG GVCKEVUGLOG

To Zercepac givar pio KOVIG Y10 TUKVO GKELOGA Y10 TOPACKEVT] SIOADUATOG TTPOG £Y(LGT, 1] OTTOiN
dwatiBeton péca og YudAvo PlaAidlo pe ehaoTikd Tope kot tepiEyxet 60 mg, 150 mg v 420 mg
trastuzumab. H oxévn avt elvar o€ poper AvoO@IA@v KOKK®V AgukoD 1 vtokitpvov ypdpotoc. Kade
rovuti mepiéyet 1 praridio oKovNG.

Karoyog Adsrog Kvkhogopiac:

Accord Healthcare S.L.U.
World Trade Center,
Moll de Barcelona, s/n,
Edifici Est 6 planta,
08039 Barcelona, Iomtavio

HopookevaocTic:

Accord Healthcare Polska Sp. z.0.0
ul Lutomierska 50, 95-200 Pabianice
ITolwvia

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéyn,
OAovdio

To mapév @vALo 00N LAV YpfioNS avabe®p1OnKE Yo TELEVTAIN POPA OTIS

Aentopepeic mAnpoeopieg yia to pappako avtd eivar drabéoipeg 6to dikTvakd TOTo Tov Evpmmaikon
Opyaviopov @appdrkov http://www.ema.europa.eu

To mapdv eOALO 001 yLdV YprioNg eivar dabéotpo o OAeG TIg emionueg YAwooeg g EE/EOX otov
dktvakd tomo Tov Evponaikod Opyavicpod Oopuakov.
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O T po@opicc mov akoAovOOVY ameLOVVOVTAL HOVO GE Y1OTPOVS 1| EMAYYEANUTIES VYEING
To Zercepac mapEeTol 6€ OTOGTEPMOUEVO, XOPIG GUVTNPNTIKE, LT TVPETOYOVA PLOAISIA LLOG YPNOTC.

IIpoxeyévov va amopevybel 1 AavBacpévn yopynon eopudKmv, ivatl GNUOVTIKO v EAEYYOVToL Ol
ETIKETEC TOV PLOASI®V Y10 VO SLOGPAAIGTEL OTL TO PAPUAKO TOV TPOETOLALETOL Ko yopnyeiton ivor
10 Zercepac (Tpactovlovpdumn) kat 0t GAALO TPOidV TOL TEPLEYEL TPAGTOVLOVUAUTN (TT.).
tpoaotovlovudunn sutaveivn N tpactoviovpdunn depovérekdavn).

Awnpeite TAVTa 0LTO TO POPHOKEVTIKO TPOIOV GTOV apyIkd KAEIOTO TTeplEkTn o€ Beppokpacia 2°C -
8°C oto yvyeio.

A€gdopEVOD OTL TO PUPUAKEVTIKO TPOTIOV dEV TEPIEYEL KOVEVO OVTYUIKPOPBLOKO GUVINPTTIKO 1|
Baktnploctoticong Tapdyoviec, Bo tpémet va xpnotonoOel KOUTAAANAT AOTTY TEYVIKT Y10 TIG
dadikacieg avacvotaong kat dtdivong. Ipénel va Aappdaveton pépipva mote va, eEaceaiiletor 1
GTEPOTNTO TOV TOPUCKEVUCUEVOV SLHAVLATOV.

‘Eva. gaAidio Zercepac donmta avacvotabéy pe oteipo Komp yia evésua (dgv dratibetan) sivor ymukd
Kot UG 6tadepd Yia 48 dpeg otovg 2°C - 8°C petd TV avacvotact Kot ogv Ba mpénet va
KOTOYOYETOL.

Metd and donnn S1dAvon og GAKOLE TOAVALBVAEVIOD 1] TOAVTPOTVAEVIOL TTOV TEPLEYOLV EVECILO
divpa yroprovyov vatpiov 9 mg/mL (0,9 %) n ynmukn Kot puoikn otafepdTnTa TOL Zercepac £xel
amodelyfel yuo Emg 84 nuépeg otoug 2°C - 8°C, 7 nuépeg otovg 23°C - 27°C kot 24 dpeg otovg 30°C.

Amo pukpofloloyikr dmoyn, 10 avacvoTabéy Stidlvpa Kot To dtdivpa Eyyvong Zercepac 0o mpémet va
YPTOILOTOI0VVTOL OpEc®C. Edv dg ypnoiponombel apéomc, ot ypovor amodnKevons Katd T ypnon Ko
01 GLVONKEG TPV TN XPNOT] OTOTEAODY EVOVVT TOV YPNOTH, EKTOC Kot EGV 1 AVAGVGTOOT) Kol 1) dtdAvon
£ywvay KAt omd eAeyyOLEVEG Kol ETIKVPOUEVES onmTeg GLUVOTKEC.

Aonmn Tpoetoacia, YEIPIGUOG Kot anoBiKevon):
H npoetopacio g éyyoong tpénet va
o exteleitol OO EKTAUOEVUEVO TPOSMOTIKO GUUPMOVE, LLE TOVG KAVOVEG 0pONG TPAKTIKNG, 100G
OGOV 0pOpE TNV GoNTTTN TOPAGKELY| TAPEVIEPIKAOV TPOTOVIMV.
e yivetal 6e amoppoENTHPA LE EAAGTIKY por| N PLoAoyikd BdAapo ac@aleiag e T xprion
TUTOTOUNUEVOV TPOPVAAEEDV Y10 TOV AGQAAT YEPICUO EVOOPAEPIOV TAPAYOVI®V.
e akoAovBeitol amd emapkn amwoHKELGT TOV TOPAUCKEVAGUEVOL SIOADLATOC Y10 EVOOPAEPLL
&yyvon yo va SlooQOAGTEL ] S1UTHPTOT TOV AONTATIKOV GLVONKOV

Odnyieg yuo tnv donmn ovocHOTAoN:

1. Xpnowomotdvtog o oteipa oOptyya, evécate Bpadéwe Tov KOTAAANAO OYKO oTEipov VOUTOG Yid
gvéoipa (Oev TopEYETOL) 6TO PLOAISI0 TTOV TTEPLEYEL TO AVOPIAO Zercepac, KatevBuvovTag T por Endve
ot pélo Tov Avdetaov. H yprion aAAwv StoAvtdv yio ovachoTact B TpEnEL Vo, 0mopeVyETaL.

2. Ileprotpéyate 10 ProAidio erappd Yo va vrofondncete v avacHotacr. MHN ANAKINEITE!

H epopdvion ELa@pod appiopov Tov Tpoidvtog KATd TNV avacvotacn dgv ival acvvnng. Aenote 10
@LoAid10 va mapopueivel oe npepia yio 5 tepimov Aemtd. To avacvotabéy Zercepac mov TpoKOTTEL
glvat éva aypmpo Emg eEAPP®S KITPvo dtapavig dtalvpa Kot Oo Tpémet va elval TpaKTik®g eAe0BePO
0pUT®V COUOTIMV.

Zercepac 60 mg KOVIC Y10, TUKVO GKEVOAGLLOL Y10 TOPUGKELT] SIOADLOTOC TTPOG EYYLON.

H avacvotaon tov proidiov 60 mg pe 3,0 mL oteipov ¥datog Tpog £yyvon amodidet 3,1 mL
SLADUATOG oG ¥pHong, oL mepiéyet mepimov 21 mg/mL tpactovlovudunn o€ pH wepimov 6,0. H
nepiooeln Oykov 8 % dacparilel Tmg umopel va avappoendei amd kdbe laiidlo 1 avoypapouevn

doon tov 60 mg.
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Zercepac 150 mg k6v1g Yio TuKVO GKEVAGLA Y10 TAPOCKEVT SIUAVUOTOC TPOG £YYLOT.

H avaciotaon tov groddiov 150 mg pe 7,2 mL oteipov vdatog mpog Eyyvor anodidet 7,5 mL
SLADUATOG oG xpHong, Tov mepitéyet mepinov 21 mg/mL tpactovlovudunn, o pH mepinov 6,0. H
nepiooela 6ykov 5 % dacparilel mmg pmopel va avappoenBel amd kébe praiidoto n avaypapdpevn
d6on twv 150 mg.

Zercepac 420 mg KOVIG Y10 TUKVO GKEDOG A, Y10, TOPACKEVT] SLOADUATOS TTPOG £YYLOT).

H avaciotaon tov prodidiov 420 mg pe 20,0 mL oteipov 0datog Tpog £yyvon amodidet 20,6 mL
SLADUATOG oG ¥pHong, Tov mepitéyet mepinov 21 mg/mL tpactovlovudunn, o pH mepinov 6,0. H
nepiooela 6ykov 3 % dacparilel mog umopel va avappoendei amd kdbe plaiidlo n avoypapopevn
doon tov 420 mg.

To Zercepac Ou Tpémetl va ypnoIUOTOLEITOL TPOGEKTIKA KT TV avacvotact). H mpdxinon
VTEPPOAIKOD APPIGULOV KATA TNV OVAGVGTACT 1 TNV avakivnon tov avacvotafdévtog Zercepac pmopel
Vo 00N YNOEL 68 TPOPANUOTA LLE TNV TOGOTNTA TOVL Zercepac Tov umopel va avappoendel amod to
@loAidL0.

Odnyieg yuo tnv donmn didAvon Tov avocsvoTafivtoc S1oADUOTOS
Ymoloyiote TOV OYKO TOL SLHADLLOTOG TTOV OTALTEITOL:

® e Paon ) 060om epddov TV 4 mg tpactovovudunn/ kg copatucod Bapovg 1 v
emokorlovdn efdouadiaio d6om TV 2 mg tpactovlovudunn/kg couatikov Bapovc:

‘Oykog (mL) = Zopatiko Bapoc (kg) x d6on (4 mg/kg epddov 1 2 mg/kg yia Guvtipnon)
21 (mg/mL, cuykévipwon Tov avacvotafivtog S1oADATOG)

® g Pfdon ™ d6om epodov TV 8 mg Tpactoviovpdunn/ kg copatikod Bdpovg i) v
emokorovdn efdopadiaio d6on avd 3 efdopdadec Tov 6 mg tpactovlovudunn/kg couaTiKod
Bapovg:

‘Oykog (mL) = Zopatikod Bapog (kg) x d6on (8 mg/kg epddov 1 6 mg/kg cuvinpnong)
21 (mg/mL, cuykévipmon Tov avaoLeTafEVTog S1aADUATOG)

H xoatdAinin mocotnta Tov d1oAdpaTog Bo tpémet va avappopnBel and 1o PLoAidlo Yp1CILOTOIDOVTOG
L0 OTOGTEP®UEVT PeAOVa Kot GUpLyya Kal Vo Tpootedel og 6aKo Eyyvong and TolvalfvAévio N
ToAvTpomvAEVIo mov mepiExetl 250 mL Sradvpatog yAwprovyov vatpiov 9 mg/ml (0,9 %). No unv
YPTOLLOTOLEITAL [E SLOADHOTO TTOV TTEPLEYOLY YAVKOLN. Me oKomd TV avapén Tov SteddpaTog Kot
TNV OTOPLYT APPICUOV, 0 6aKOG Ba Tpémel va avactpoeel amord. To SLoADUATO TOPEVTEPIKNG
xPNoNg Oa Tpémel va EAEYYOVTOL OTTIKAMC Y10, COUATIOW KOl AAAOIMGT] TOL YPOUATOS TPLV TN

xopnynon.
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	Περιγραφή επιλεγμένων ανεπιθύμητων ενεργειών
	Καρδιακή δυσλειτουργία
	Στις πιλοτικές μελέτες του σκευάσματος ενδοφλέβιας χορήγησης τραστουζουμάμπης σε μεταστατική νόσο, η επίπτωση της καρδιακής δυσλειτουργίας ποίκιλε ανάμεσα σε 9% και 12% όταν συνδυάστηκε με πακλιταξέλη συγκριτικά με 1% – 4% για πακλιταξέλη μόνη της. Γι...
	Οι περισσότεροι ασθενείς (79%), οι οποίοι εμφάνισαν καρδιακή δυσλειτουργία σε αυτές τις μελέτες εμφάνισαν βελτίωση μετά από τη λήψη καθιερωμένης θεραπείας για τη συμφορητική καρδιακή ανεπάρκεια CHF.
	Αντιδράσεις από την έγχυση, αλλεργικού τύπου αντιδράσεις και υπερευαισθησία
	Αιματολογική τοξικότητα
	Πνευμονικά συμβάματα
	Τα τελικά αποτελέσματα της συνολικής επιβίωσης από την από κοινού ανάλυση των μελετών NSABP B-31 και NCCTG N9831 συνοψίζονται στον Πίνακα 8 παρακάτω:
	Πίνακας 8 Τελική συνολική ανάλυση συνολικής επιβίωσης από την από κοινού ανάλυση των μελετών NSABP B-31 και NCCTG N9831
	Η ανάλυση της Επιβίωσης Ελεύθερης Νόσου (DFS) πραγματοποιήθηκε επίσης κατά την τελική ανάλυση της Συνολικής Επιβίωσης από την από κοινού ανάλυση των μελετών NSABP B-31 και NCCTG N9831. Η επικαιροποιημένη ανάλυση των αποτελεσμάτων της Επιβίωσης Ελεύθερ...

	Πίνακς 13 Αποτελέσματα σε σχέση με την αποτελεσματικότητα από τη μελέτη BO18225
	Εάν σταματήσετε να χρησιμοποιείτε το Zercepac
	Μπορεί να χρειαστούν έως και 7 μήνες για να απομακρυνθεί το Zercepac από τον οργανισμό σας. Επομένως, ο γιατρός σας ενδέχεται να αποφασίσει να συνεχίσει τον έλεγχο της καρδιακής σας λειτουργίας ακόμα και αφού έχετε τελειώσει τη θεραπεία.

