IHAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



W To @dppako ovtd TEAEl VIO GLUTANPOUATIKY TOPAKOLOVONGT. ALTO Do ETITPEYEL TO YPTYOPO
TPOGIOPIoUO VEOV TANPOPOPLOY aGPAAELNC. ZNnTeital and Tovg enayyeAaTieS VYELNG Va
AVOPEPOVY OTOIEGONTOTE TOOVOAOYOVUEVES aVETIOOUNTEG eVEPYELEG. BA. mapdypago 4.8 yuo
TOV TPOTO OVOPOPAC OVETIBVUNTWOV EVEPYELDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 60 mg kovig yio TokvO OKEHOGLLA Y10 TOPOCKELT SIHAVLOTOG TTPOG EYYLOT

Zercepac 150 mg kovig yuo TokvO GKEHOOUO Y10, TOPUCKEDT] SLHADUATOG TTPOG £YXLOT

Zercepac 420 mg KOvI¢ Y10 TUKVO GKEVAGLO Y10 TAPOCKELT] SLOAVUATOG TPOG EYYVOT).

2. MOIOTIKH KAI ITOXOTIKH LYNOEXH

Zercepac 60 mg kovig Yo TuKVO CKELOGLO Y10 TOPAGKELT SLHADLOTOS TPOG EYYLON.

"Eva graAido wepiéyet 60 mg tpactovlovpdun, evdg eEavOpmmomomuévon LovokAmviKon

avtioopotog IgGl, To onoio mapdyetan and KOAMEPYELD KOTTAPIKOV EVOLOPTLOTOS ONAacTikoy

(Qobnin Kivelucod Kpikntov) kot kabapiletor p€cm ypopUoToypopiog GLYYEVELNS Kol

APOUATOYPAPIOG AVTOAAAYNG WOVTOV TOL TEPIAAUPAVOVY g101KEG HeBddOVE adpavomoinong Kot

aQaipeoN 1OV,

Zercepac 150 mg kovic Yo TokvO GKEVAGILO Y10 TAPOCKELT SLOAVUATOG TPOC EYYVOT).

"Eva graAido mepiéyet 150 mg tpactovlovpdpnn, evog eEavlpomomompuévon HovoKA®VIKOD

avtioopotog IgGL, To onoio mapdyetal and KOAMEPYELN KVTTAPIKOD EVALOPNUOTOS ONAacTIKOD

(Qobnin Kivelucod Kpikntov) kot kabapiletor p€cm ypoUotoypaeiog GuYYEVELNS Kol

YPOUOTOYPAPIOG AvTOALAYNG WOVTI®V TOL TEPILOUPAvoLY e101Kég LeBddovg adpavomoinong Kot

aQoipeong 1ov.

Zercepac 420 mg KOVIG Yo TUKVO GKEVAGHLO Y10 TAPOCKELT SIOADLLATOG TPOG EYYXVOT).

‘Eva graAido wepiéyet 420 mg tpactovlovpdunn, evog eEavOpomonomuévon HoVOKA®VIKOD

avtioopotog 1gG1l, To onoio mapdyeton and KOAMEPYELD KOTTAPIKOV EVALOPTLOTOG ONAaoTikoy

(Qobnin Kwvelucod Kpknrov) kot kabapiletor pé€cwm xpopoToypapiog GuyyEVELas Kot

YPOUATOYPAPIOG AvTOAAUYNG WOVTOV TOL TEPIAaUPavovy e101kéEG Hedddovg adpavomoinong kot

aQoipeong 1ov.

To avaocvotaféy diddlvpa Zercepac mepiéyet 21 mg/mL tpactovlovudumn.

To tov TARpn Katdhoyo Tav ekddywv, (BA. Tapdypopo 6.1).

3. OAPMAKOTEXNIKH MOP®H
Kovig yio Tukvd 6KEVAGHLO Y10 TAPACKELT] SIHADLOTOC TPOG EYYLON.

Agvkn mpog eELappd KiTtpyn AVOPIAN GKOVY.

4. KAINIKEY IAHPO®OPIEX
4.1 OgpomevTiKég evosielg

Kapkivog paocton




Metootatikdc KapKivog LaoTton

To Zercepac gvoeixvoton yuo ) Oepaneio evniikov acbevav pe HER2 Betikd petaotatikd kapkivo
poactod (MKM).

- ¢ povoBepameia yio Tovg acheveic mov Egovv Adfet TovAdyioTov dVo YNuelOBepaTeELTIKE
GYNMOTA Y10, T METOOTATIKY TOVG VOco. H mpornyoduevn ynuelobeponeio Oo mtpénet va giye
ouumepAaPet ToLALyIGTOV pia avOpavuIAivn Kot e Tagdvn, ektog av ot achevelg eivat
AKOTAAANAOL Y10 aVTEG TIS ay@yéG. Ot Betikol Yo oppovikovs vrodoyeis acbeveic Oa mpémet
EMIONC VO EYOVV ATOTVYEL GTNV OPLOVIKT Bepameia, kTOG av 01 acbevelg eival akaTdAANAOL Yol
OVTEG TIG AYOYEG.

- 6€ GLVOLOGUO e TOKAMTAEEAN Yo T Bepameia TV acBevmv mov dev £xovv AdPet
ynueobepameio yio T HETOCTOTIKY TOVG VOGO KO Y10 TOVG OTOI0VG OV gival KATOAANAN o
avOparvrdivn.

- 6€ GLVOLOGUO [LE 00GETOEEAN Yo T Oepameia Tov acbevmv mov dev £xouv AGPet
ynpeobepameio yio T HETOCTOTIKY TOVG VOGO.

- G€ GLVOLAGUO LE EVOV OVOGTOALN OPOUATAOTG Vi TN DEpomeio TOV UETEUUNVOTOVGLOKOY
acOevav pe MKM 0etikd 6T00¢ 0poviKohg vTodoyeic, Tov dev Exovv vToPAnOel

TPONYOLUEVMG o€ Bepameio e TPOGTOVLOVUALTY).

Ipd1og KopKivoe Ho.eTon

To Zercepac gvdeixvotar yo ) Bepaneio evniikov acBevov pe mpdipo Kapkivo pootov (IIKM) pe
HER?2 6g1ik0:

- LETA oo YePOVPYIKY| ETEPPaOT), yNUEIOBEpaTELD (E1CAYWOYIKN 1] ETUKOVPIKT) KoL
axtvofepancio (epdcov Exel epappoyn) (Bréne mapdypago 5.1)

- petd amd emkovpikn ynpeobepaneio pe do&opovfikivi Kot KUKAOPOGPAUIOT, GE
cuvdvaoud pe makMTaEAn 1 S0GETOEEAT.

- 0€ GLVOLACUO E EMKOVPIKN YNUEOOEpamEia TOV amoTeAeiTol OO SOGETOEEAT Ko
kapPomiativr.

- 0€ GLVOLOCUO E EICAYMOYIKT YNUE0Depameion 0kOAOVOOVUEVT OO EMKOVPIKT
Oepamneio Zercepac, yio Tomikd Tpoywpnuévn (coumeptlopfavouévng
QAEYLOVAOOOVC) VOGO M Yo 0YKOLS > 2 M oe dtapetpo (PA. mapaypdeovg 4.4 kot
5.1)

To Zercepac 6o mpémel va ypnoomoteitan povo o€ acheveic Pe HETOOTUTIKO 1| TPAOUO KAPKIVO
Haetov o1 Oykol Tmv omoiwv eite vepekepalovy to HER2 1 éxouvv evioyvon yovidiov HER2, 6ntmg

npocdlopileton and emakpilPr| Ko exikvpopévn dokyacio (PAETe mapaypdeovg 4.4 ko 5.1).

MetooTatikdc YOoTpikds KopKivog

To Zercepac oe cuvdvaoud pe kameottofivn 1 S-pBoproovpaxiin Kot GlomAativn vOgiKvuTol yio T
Oepaneia evniikov acbevav pe HER2 Ogtikd petaototikd adevoKapKivopa Tov GToUdy oV 1
YOGTPOOIGOPAYIKNG GUUPBOANGC, TTOL dev Exovv VIOPANOEl TpoNyoLUEVMG GE avTIKaPKIVIKY Oepameia
Yl T LETOCTOTIKY TOVG VOGO.

To Zercepac 0a mpémetl va ypnopomroteitor Lovo o€ acheveig e HETOOTATIKO YOOTPIKO KOPKivo
(MI'K) tov onoimv o1 6ykot vrepekppalovv to HER2 6ntmg opileton pe IHC2+ ko pe emPeParomticd
amotélecpa pe SISH v FISH, 1 pe éva IHC3+ amotéhecpa. Emaxpifeic kot emkvpopéves pébodot
dokiuacidv pénel va ypnolpomolovvtol (PAéne mtapaypdapovg 4.4 kai 5.1).



4.2  Aocoloyio kol TPOTOG YOPNYNONS

O éheyyog Tov HER2 givan amapaitntog mpiv v évapén g Bepoaneiog (BAéne mapaypdpovg 4.4 kot
5.1). H Oepancia pe Zercepac 0o mpémet va EeKiva pdvo amd 10tpd EUTELPO GTN XOPTYNON
KUTTOPOTOEIKNG Ynueofepameiog (BAEme Topdypago 4.4) kot Tpémetl va yopnysitol povo amd
enoyyeApatio vyeiog.

To okevacua evooeAEPLag yoprynong Zercepac dev mpoopiletat yio vrodopia yopnynon kot Ha
TPENEL VO, YOPNYELTAL LOVO PE EVOOPAEPL EYyyvoT).

IIpokeévou va amopegvybei n AavBacuévn yopnynon eapudkmyv, ivol oTUavTIKO Vo eAEyyovTal

01 ETIKETEG TOV PLOAMSIMV Y10, VO S10GPAAGTEL OTL TO PUPUAKEVTIKO TPOTOV TOV TPOETOLUALETAL KOl
yopnyeiton ivar to Zercepac (tpactovlovpdunn) Kot oyt Ao TPoidv Tov TEPIEYEL TPASTOVLOVUAUTN
(m.y. tpactovlovudunn eutaveivn 1 TpaoTov{oVUAUTT dEPOVETEKAVT)).

Aocoloyia

Metooratikoc KopKkivoc Tov HaoTtoD

Hpoypouua tpiov-gfdoucdwv

H ovviotdpevn apyikn d6on epddov givar 8 mg/kg copartikod Bapove. H cuvictdpevn d6on
CUVTNPNONG G dlaoTHUATE TOV TPLOV-ERdouadmy eivar 6 mg/Kg couatikod Bdpovg, EekvavTog Tpelg
gPOouGOEg PeTd ™ dOGT EPOSOL.

Epdouadiaio mpoypauua

H ovvietduevn apyikn d6om €podov tov Zercepac givor 4 mg/kg copatikov Bapovs. H cuvietdpevn
gfdopadiaio d6om cvvtypnong tov Zercepac givon 2 mg/kg couatikov Bapovg, Eekvavog pia
ePdopdda petd T d6oM POHSOVL.

Xopnynon o ovvovaouo ue roxiitaléln n dooetaléin

Y116 Bacikég peréteg (H0648g, M77001), n makiita&éin f n docetaléin xopnyndnkav tnv enduevn
HEPA LETA TNV TTPATN dO0oM TpacToviovpaunng (ywo tn 66com, PAéne v Hepiinun tov
Xapaxkmmpiotik®@v tov [Ipoiovtog (IT.X.I1.) yia tnv maxhra&éin 1 T 006€TOEEAT) Kot OUECMG HETA
T1G emaKOAovheg d00ELg TG TPASTOVLOVUAUTNG 6V 1] TPpONYOOUEVT dOGT TNG TPOCGTOLLOVUAUTNG TTOY
KOAG OVEKTT.

Xopnynon o cvvOLAGLO UE EVAY OVAOTTOAES, OPMDUATATHS

Yy Baocwn perétn (BO16216) n tpactovlovpdunn kat  avaotpaloAn xopnyndnkay amd tny nuépa
1. Aev v pyov TEPLOPLGOL GTIV GYETIKT ETAOYN TOV YPOVOL TNG TPOGTOLLOVUAUTNG KOL TG
avaotpalding katd t yopnynon (yio m d6on, Préne v ILX.IL yio v avactpaldin N yio Kamolov
GAAOV OVOGTOAED OPOUATACT|G).

Tpwoc kapkivog Tov HaoTov

Lpoypopua tpicdv-gfdoudadwy ko gfdopadiaio mpoypouua

Qc mpdypoppa TpLOV BGOUASMY 1) GUVIGTMOUEVT apyIkn ddon £podov Tov Zercepac sivan 8 mg/kg
copaTikov fapovg. H cuviotdpevn d6om cuvtipnong tov Zercepac oe SlocTHHOTo TOV TPIDV-
gfdopadwv eivor 6 mg/kg copoatikov Bapovg, Eexvavtag tpelg efdouddec petd tn doom epoOdov.

Qc efdopadiaio Tpdypappae (apykn d6on epoddov Twv 4 mg / kg, axorlovBovuevn amd 2 mg / kg kabe
€POOUAOM) GLYYOPTYOVUEVO UE TOKATOEEAT LETA Ao ynuelobepaneia e doEopovfikivr kot

KUKAOQPOOQOLIO.

B\éne mopdypago 5.1 yia ) docoroyia ynuetobepaneiog cuvoVAGHOD.



Metaototikog yaoTpikog KopKivoc

Hpoypouua tpiwv-gfdoucdwv

H cuvictdpevn apyikn d6om epodov givar 8 mg/kg copatikod Bapove. H cuvictdpevn ddon
GLVTNPNONG 6€ SCTHUATA TOV TPLOV-ERdopddmv eivar 6 mg/Kg copatikod Bapovg, EeKvmvTag TPELS
ePoopddeg petd  d6om £pOSOL.

Koapkivoc nootob Kot yaoTptkoc KopKivoc

Midpxeio, ¢ Oepomeiog
Ot acBeveic pe MKM 1 MI'K 6a mtpémel va vmoPAnbobv oe Bepameio pe Zercepac péypt v eE€mén
g vocov.

Ot acBeveic pe ITKM 0o mpénet va voPAnBovv oe Bepancio pe Zercepac ywa 1 xpovo 1 €og tnv
VIOTPOTN TNG VOG0V, onotodfmote cupPel mpato. H enéktaon g Oepaneiag otov IIKM mépav tov
€vOg £10VG dgv cuviotdtat (BA. Topdypapo 5.1).

Meiwon ¢ doons

Koatd m dudpkela t1ov KMVIKOV SOKILOV eV TpayLaTomomOnkay HEMGELS 6T 0061 ToL Zercepac.
Kotd m didpkelo v meptddmv TG LVEAOKATOGTOANG 1) 0Ttoia, 0QeileTal ot ¥Muelodepaneio Kot Tov
glvar avaotpéyun, ol acbeveig pumopovv va cuveyicovv ) Bepameio, o Tpémel Ouwg Katd T0
SloTnue 0VTo Vo TopakoAovBoVVTOL TPOGEKTIKA Yot EMITAOKES TG ovdeteponevioc. 1o mAnpoopieg
GYETIKA UE TN peion 1 TNV Kabvotépnon g doong, avatpééate otny [LX.IL. yio tnv mokAita&érn,
N 600eTAEAN N VIO EVOV OVAGTOAEN PMLOTACTC.

Edv 10 1060616 TOV KAAopHoTOog £EDONON G TG aplotepng kotkiag (LVEF) peimbei katd >10 povadeg
amo v évapén g Bepaneiog KAI kdto tov 50 %, 1 Oepaneio Oo mpénel va avactadel kot Oa Tpénet
va wpoyuatomombei emavainmtikn aordynon tov LVEF evtog 3 efdouddwv mepinov. Edv to LVEF
dev &yel Peltimbel N éxel pewwBel Tepartépw, 1| €4V £XE1 ELPAVIOTEL GUUTTOUATIKT] CUULPOPNTIKN
KapdloKn averdpkela, 0o mpénet vo AneOel coPapd VoW TO EVOEXOUEVO O10KOTNG TOL Zercepac,
€KTOC Kal €0 Ta, 0QEAN Y1 KAOe acBevr atopikd Oewpeital 6TL VTEPTEPOVY EVAVTL TOV KIVODVOV.
Ohot avtol o1 acBevelg Oa mpémet va mapaméunovon yio eE€taon og kapdtoAdyo Kot va
mapoKolovfovvral.

Hopoleimoueves 0ooeig

Edv o acBevic éxel mopakeiyel pio d6om Zercepac yio pio efdopdda 1 Arydtepo, ToTE 1 GLUVRONG
d6on cvvtpnong (efdopadiaio oynua: 2 mg/kg, oxnua tprov-efdouadmv: 6 mg/kg) Ba npénel va
yopnynOel to cuvtopdTEPO duVaTe. MNV TEPIUEVETE EC TOV ETOUEVO TPOYPAUUATIGUEVO KOKAO. Ot
enokolovbeg 86celg cuvtpnong Oa mpémel va yopnyobvtan 7 nuépeg N 21 nuépeg apydtepa avdioya
UE TO oo ava pio M Tpelg fOopades avTioTotya.

Edv o acBevic éxel mapareiyetl pia d6om Zercepac yio meptocotepo and pio efSopdda, Bo mpémel va
yopnynOet Eavd pio d6om epddov Zercepac oe didotnpa nepitov 90 Aemtdv (efdopadiaio oynua:

4 mg/kg, oyfuo tprdv-gpdouddnv: 8 mg/kg) to cvvropdtepo duvarod. Ot enakdlovbeg ddoelg
ovvtipnong tov Zercepac (efdopadiaio oynua: 2 mg/kg, oyfiuo tpidv-epdopddov: 6 mg/kg
avtioTorya) o mpémet va yopnyobvton 7 nuépeg N 21 nuépeg apydtepa avdAoya e TO GO ava pio
N TpeLg efdouadec avtioTorya.

Eidwoi whnboouorl

Agv &povv de€ayDel e101KEC PUPLOKOKIVITIKEG LEAETEG GTOVG NAKIOUEVOLC Kol 6€ acbeveic pe
VEQPIKT 1] NIATIKY SVGAEITOVPYiQ. € [0 AVAAVOT) QUPUAKOKIVITIKNG €Tl ToV TANOLG OV, N NAKia
Kol M VEPPIKT duoAertovpyia dev £6e1&av va emnpedlovy TNV KOTAVOUT TNG TPAGTOVLOVUALUTNC.

THoudrotpios mAnBoouog
Agv VIapyel GYETIKN ¥p1ion Tov Zercepac otov motdlotpikd mAnducud.

Tpdmoc yopnynong




To Zercepac wpoopiletar yio evoopréPra yprion pnovo. H d6on epddov tov Zercepac mpémnet va
yopnyeitar og evooeAEPia £yyvon didpketag 90 Aemtdv. No unv yopnyeitan og toyeio evOoQAEPial
yopnynon (push 1 bolus). H evéopiéfia £yyvon tov Zercepac Oa mpémet va yopnyeiton omd mapdyovg
vYEOVOKTG TEPiBalymg 01 omtoiot TPEmeL va £lval TPOETOYLOGULEVOL VO OVTILETMOTICOVY TV
avaguia&io Kot Eva Koutl TpdTemv Bonbeidv Ba mpénet va eivon dabéoipo. Ot acBeveic Bo mpémetl va
TAPOKOAOLOOVVTAL Y10 TOVAAYIGTOV €51 DPEC LETA TNV EVOPEN TN TPMTNG EYYVONG KoL Y10, VO DPEC
petd v €vapén Tev emakOAoLOmV £yHGEDV Y10 GUUTTOUATO OTMG TVPETOG KoL piyn N GAAA
ocvumtoOpata oyeTilopeva pe v £yyxvon (PAéne mapaypdoovg 4.4 ko 4.8). H dwakont) | 1 peimon tov
pLOLOY TNC Eyyvomng pumopel vo fondncetl 6Tov Eleyyo ovTOV TOV coprTdpdtoy. H éyyvon puropei va
EMOVOAN QDL OTAV TO GUUTTOUATA, VTTOYDPGOLV.

Edv n apyikn 8601 €950V fTav KOAG 0vVEKTY], 01 ETOKOAOLOES 6OGELG UITOopoDV va yopnyndovy mg
€yyvon ddpkelag 30 AemTdOV.

[N 115 00N yieg avacHLOTACTC TOV GKEVAGHATOG ZErcepac yuo evOoQAEPLa ypnon TPV amod
yopnynon, PA. mapdypoeo 6.6.

4.3 Avtevositeag

° YrepevaioOnoio oty Tpactovl0VUAUTY, O TPMTEIVES LVOC 1| GE KATOL0 0td To EKO0Y0L TOV
avaeépovtal oty Tapdypago 6.1.
° Yofapn dbomvola Kot TV npepio Tov 0QeIleTOL GE EMTAOKEG TG TPOYMPNUEVNC KakonOgtog

N TOL YPEILOVTOL CUUTANPOUATIKY ay®yn pe 0&LYoVo.
4.4  Eidwkég mpoerdomonoelg Ko mpo@uidcels katd  ypion

IyynAociuotnTa

[pokewévou va Bertiobdel n yrvnAlaottdtta v BLOAOYIKGOY QOPUOKEVTIKOV TPOIOVIMYV, TO OVOLLX
Kol 0 aplOUOg TOPTIONG TOL YOPTYOVUEVOD TPOiIOVTOG O TPETEL VO, KOTOYPAPETUL LUE GUPTIVELQ.

O doxkpaoies yio Tov €deyyo tov HER2 Ba npémet va mpaypatomolobvion og e€gldikevévo
€PYOOTNPLO, TO 07010 UTTOPEL VO SLOUCPAMGEL EMAPKT] EYKVPOTNTO TOV SL0OIKAGIDY TNG OOKLUAGIOG
(BAéme mopdrypago 5.1).

Kotd v mapovcea tepiodo dev vadpyovv dtofécipa dedoUEVa, amd KAWVIKEG SOKIWEG OYETIKA IE TNV
gmovayoprynon g Oepameiog oe aobeveig pe mponyovuevn £kbeom oto Zercepac 6to TAaiGLo g

EMKOVPIKNG Oepameiog.

Kopdkn dvsiettovpyia

Tevikéc Oswpriosic

Ot acBeveic vo Oepaneio pe Zercepac Satpéyovv avénpUévo Kivouvo EREAVIOTG CLUIPOPTTIKNG
kapdiaxng overdpkewag (CHF) (Taéng -1V katd v Kapdioroywr Etaipeio tng Néag Yopkng
[NYHA]) 1 acvpntopatikig kapdiakng dueiertovpyiag. Tétowov gidovg cvufduata £xovv
nmapotnpndei oe acbeveic mov Edafov povobepameio e TpacTOV OVUAUTN 1| GE GUVIVAGUO LE
makMtaEEAN 1| 00GETOEEAT, Witepa PETA amd ynuetodepameiol, 1) omoia Tepieiye avOpaKLKAIVES
(do&opovfikivn N empovPikivn). Mropei va givar pétpiec £mc cofapéc kat £xovv oyetiotel ue avato
(BA. mopdypago 4.8). Emumiéov, Oa mpénel va divetar mpocoyn katd tn Oepancia acOevav pe
ALENUEVO KOPOLOKO KIVOUVO T.Y. VIEPTACT], TEKUNPLOUEVT] GTEPAVIOiO VOGO, GUUPOPTTIKT KOPILKN
avemdpkelo, (CHF), LVEF <55%, peyaAdtepn niikia.



Olot o1t vroyn @Ot Yo aywyn pe Zercepac, edotepa Op®g eketvol pe mponyovpevn ékbeon oe
avOpaxvrdivr kot kKokhopwopauion (AC), Oa tpénet va vroPdAilovton Tpwv T Bepansio o
a&loAdynon g KapdloKNg Aettovpyiog Tov TEPIAAUPAVEL AYN 1I0TOPIKOV Kal KAVIKY eEETao,
niektpokapdoypdonua (HKI), vrepnyoypdonuo kapdids Kavn padtoicoTomiky Kothoypapio
(MUGA scan) 1 poryvntiky topoypaeio. . H mapakolovdnon propei vo fondncet 6tov evIomicud tmv
ac0evav OV AVOTTOUGGOLY Kapdlokn dSuaAertovpyia. Ot Kapdlokég EKTIUNOELS, OTMG LEVEPYOLVTOL
Katd v évapén, Tpénet va emavorapavovtot kabe 3 pves katd ) oidprela g Bepameiog Kot Kabe
6 pfveg petd amd  daxomn g Bepameiog péypt 24 punveg and v tedgvtaia yopnynon Zercepac. H
TPOCEKTIKN a&LOAOYNOT TOV KIVOUVOU £VAVTL TOL 0PEAOVG Dol TPETEL VoL TpoTYEiTaL TNG ATOPACTS Y10
Oepameio pe Zercepac.

H tpactovlovpdaunn pmopei va mopopeivel otny kokhopopio £og Kot 7 UAVES PETE TN S10KOTH TNG
Oepamneiog pe Zercepac BAacet Tng UPUOKOKIVITIKAG avAALGN S TANOLGHOD OA®VY TV Stobéciumy
dedopévov (BA. mapdaypago 5.2). Ot acheveig mov Aappavovy avBpakviiivec HeTA T S1OKOTT TOL
Zercepac pmopet, mBoavmg, va dSaTpéovy vymAdTepo Kivovvo kapdtakng dvoiettovpyiac. Ot atpoi Oa
TPETEL VO, ATOPEVYOLV, €GV elvar duvatov, T Pacilopevn o avOpaxvihivee Oepaneia Yo S1doT O
€0¢ Kot 7 unvav pPetd tn dtakomr tov Zercepac. Av ypnoipomolovvtat ovOpaKkvukAives, 1 Kapdlokn
Aertovpyia Tov acBevoic Ba Tpémetl va mapaxorovbeitar mpocektikd (BAETE akolovBmG).

®a mpénet vo AauPavetol coPapd voyn 1 VIOPOAT GE TVLTIKY KAPSIOAOYIKY EEETAON, TV 0oOEVOY
Y10l TOLG OTTOT0VG VILAPYOVY AVIGLYIES Y1 TO KOPIYYEINKO UETA amd TN O1001Kacio S1ohoynG KoTd
v évapén. Xe 6Aovg Tovg acbeveig 1 kapdiokn Asttovpyia Oo Tpémel va Tapakorovdeital KoTd ™
duapkela g Oepameiog (w.y. kKabe 12 gfdopnadec). H mapakorlobOnon pumopel va fondncel oty
aVayvVmPLoT TOV acHeVOV TOV avaTTOGGOLY Kapdlakl ducAettovpyia. Ot acBeveig mov avanticcovy
OCLUTTOUOTIKY Kapdlok] SucAettovpyia umopel va @eeinfovv amd tn cuyvotepn mopakolovdnon
(.. k&g 6-8 efdouddeg). Av ol acbeveig Topovcialovy cuveyllouevn peiwon tng Aettovpyiog TG
APIETEPNG KOWAING, TOPOUEVOLY OUMG ACVUTTOUOTIKOL, 0 10Tpdg Oa Tpémel va e€eTdoel To evogyOUEVO
Sdwokomng tng Bepameiog epodcov dev €xetl TapatnpnOel kKhvikd 6@erog and T Beponeio e Zercepac.

Agv €xovv Yivel TPOOTTIKEC LEAETEG OC TPOG TNV ACPAAELN TNG GLVEYIONG 1 TNG EMAVEVOPENS TG
Oepaneiog pe Zercepac og acbeveic mov gpedavicay kapdiakn dvciertovpyia. EGv 10 m0cootd Tov
LVEF pewwbei katd >10 povadeg amd v évapén g Bepaneiog KAI kdto tov 50%, 1 Oepaneia Oa
npénel va, avootéAhetal kot Oo Tpémel va dievepyeitan pia emavoinmrikn a&lordynon tov LVEF evtdc
3 efoopadwv mepinov. Eqv 1o LVEF dev €yet ertinbel 1 £xetl peiwbel mepartépm, N Exet avamtuybel
CUUTTOUATIKT cLUPOPNTIKY Kapdiokn avendpkela (CHF), Oa npénet va Anedei coPapd veoyn n
dlokomn| Tov Zercepac, ektoc Kot e6v ta, 0pEAT Yo Kabe acev atopkd Oempeitol 6Tl VITEPTEPOVY
£vavtt Tov Kivovvev. Olot avtoi o1 acbeveig O mpénet vo moapoamépmovtat yio, e£ETaoT 6€ Kapdlordyo
Kol vo TopakoAovBoidvrat.

Edv gppovicbel coumtopatikny kapdiokn avendpkelo kotd T didpkela e Oepaneiog pe Zercepac, Oa
TPEMEL VO, AVTILETOTIOTEL e To KAEpOUEVA POPLOKEVTIKG TPOTOVTO, Y10 TI) CLUPOPTTIKY KOPOLOKT
avenapkelo (CHF). O mepiocdtepot acbeveig mov avértvéay GUUPOPNTIKY KAPIIOKT OVETAPKELD
(CHF) 1 aocvumtopotikh kapdlakn duehertovpyia o€ Pacikéc peréteg Peltiddniay pe T cvvion
aymyn yu T cvpeopnTikn koapdiokn averdpketo. (CHF) 1 onola nepielapfave évav avactoréa Tov
HeTaTpeENTIKOV eviOpov TG ayyeloteveivig (MEA) 1 0moKAEIGTH] TOV VTTOJOYEN TNG OLYYELOTEVGIVIG
kot éva fira-omokieioty. H mistovotnta tov aclevav e kapdlokd GOUTTOUNTE TOV TUPOVGIocHY
oTotyela KAvikob o@élovg and T Bepaneio pe tpactovlovpaunn, cuvéyioe ) Oepomeio pe
TPOGTOLOVUAUT YOPIC TEPUTEP® EUPAVIOT] KAPIIOKDY EXEIGOSIMV.

MetaototikoC Kapkivog 1Laotob

To Zercepac kot o1 avOpaxvichive dev TPEMEL VAL XOP1YOHVTOL THVTOYPOVA GE GUVOLACUO GTO TANIG1O
tov MKM.



O1 acBeveic pe MKM mov £xovv AaPet Tponyovuévog avBpakvkdiveg dtatpéyovy exiong Kivouvo
Kapdlokng Sushertovpyiag pe TNV aymyn pe Zercepac, edv kot o kivduvog awtdg givar pikpotepog o’
OTL UE TNV TAVTOYPOVN ¥pNon Zercepac Kot avlpokukAvay.

Tpwwoc kapxivoc 1aotod

INo acBeveic pe IIKM, 1 kapdroroyikn eE€tacn, 6mwg dievepyeital katd Ty Evopén, Tpémet vo
emovorappavetar kabe 3 pnveg katd ™ didpkela g Bepameiog kot Kabe 6 pnveg PHeTd T StoKomn g
Oepomeiag puéxpt 24 pnveg and v tehevtaio yopnynomn Zercepac. Xe acbeveic mov Aapfdvovv
ymueobepaneio mov TepAapPavel avOpaKLKAIVY, GUVIGTATOL TEPAUTEP® TTOPAKOAOVONOT Kol Oa
TPEMEL VO, YiveTar Kabe xpovo uéxpt kot 5 £tn and v televtaia yoprynon Zercepac 1 mepiocOTEPO OV
napoTnpnOei cuveyng peimon tov KAGopotog eEmOnong aptotepnc kohiog (LVEF).

Ot acBeveic pe 1oTopKd epepdypatog tov pookapdiov (EM), otndayyn xpnlovoa atpikng Bepomeiog,
16TOPIKO 1 VEIETAPEVN GVpEopnTiKh Kopdiakn averdpkelo (CHF) (NYHA Taén 1 -1V), khdopa
e&mbnong apiotepng kokiag (LVEF) < 55%, dAAn kapdiopvonddeio, kapdiokn appvduio ypilovoa
TpIkng Oepameiog, KAVIKA onpoavtiky Kopdlokn BorPidomddela, avemapkdg EAEYYOUEVT VTEPTACT
(acBeveic pe véptaon, eheyyOUEVT LE KOTAAANAT WTpikY| Bepaneio cupmepIAN@ONcaY OTIG HEAETES),
KOl TEPIKAPILKT) GLAAOYN 1) OTTOT0L £XEL OLLOOVVOIKEG GUVETELEG OMOKAEIGTNKAV OO TIG TAOTIKEG
UEAETEG EMIKOVPIKNG KOl EIGAYMYIKNG OEpamEinG GTOV TPMIUO KOPKIVO TOV LOGTOD UE TNV
Tpoactovlovudunn, kot erouéveg 1 Bepameia dev umopel va cuotn el o€ avToE TOLG 0GHEVEILS.

Enivovpixn Osparncio

To Zercepac kot o1 avOpaxvichives dev Tpémet val xop1nyohvTol TAVTOYPOVA GE GUVOLACUO GTO TANIGLO
g EMKOLPIKNG Bepoameiog.

e aoBeveig pe [TIKM pio avénon ot cuyvotnTo GUUTTOUATIKOV KOl GGUUTTOUATIKOV KUPIOK®OV
ovpfapdtov tapatnpnOnke 6tav 1 TpactovfovpduTn xopnyNndnke petd and ynuetobepaneio wov
nepleAdufove avOpaKvKAiv GLUYKPLTIKG e TN XOPTYNOT SYNMUATOG d0GETAEEANG Kot KapPorAativag
7oV dev mepleAduPave avOpakvkiivy kot fTay To Evrovo 6tav 1 TpactovlovpduTn xopnynonke
TaVTOYpova e TaEdves amd 6, Tt 6tav yopnynonke dadoyikd pe tagdveg. AveEdptnta omd 1o
YPTOULOTOLOVUEVO GYNLLOL, TEPIOCOTEPO CUUTTMOUATIKY KOPO10KE SLUPALOTO GLVERNCAY EVIOC TV
apotov 18 unvav. Xe puia amd tig 3 Pacikéc peréteg mov devepyndnkay (BCIRGO06) ¢ omoiog 1
dudpeon mapaxorovdnomn twv 5,5 etdv Nrav dtwbéoun, mopatnpndnke cvveyopevn avénon oto
GUVOAMKO TOGOGTO TV CUUTTOUATIKAV KOPIOKOV CUUPBAUATOV 1] GOUPAUATOV TOL KAGGHATOG
eEdOnong aplotepnc kothiog o€ acbeveic oTovg omoiovg yopnyNnOnke TPacTOLOVUAUT TAVTOYPOVA
ue o ta&dvn petd ) Oepameia pe avOpaxvihivn éog kot 2,37% ce ciykpion pe mepinov 1% oto, 600
oKEAN oLYKPLoNG (avBpakvKAivn GUV KUKAOP®OGEAUION axolovBodpevn and Ta&dvrn kot Tagavn,
kapPomrotivn Ko Tpactovlovpdaunn).

Ot Tapdyovieg Kivdhvov Yo Kapdiakod cOUBOO 10V EVTOTIGON KAV GTIC TEGGEPIS LEYAAES EMUKOVPIKEG
peléteg mepreddpPavoy Ty Tpoyopnuévn nikia (> 50 etdv), to younio LVEF (<55%) katd v
évapén g Oepoameiag, mpv omd 1 HeTd amod v Evapén Oepameiog pe Takittaléln, peioon oto
KAdopo eEdOnong apiotepng koldiag (LVEF) katd 10-15 povddec, kot tnv mponyoduevn 1
TAVTOYPOVI YPNON AVTIDTEPTACIKOV QOPUOKEVTIKAOV TPOTOVT®V. ZTovg acbeveig mov Elafav

TP TOLLOVUAUTT HETA OO TV OAOKANP®GT TNE EMIKOVPIKNG YNUEI0DEpameiag, 0 Kivauvog
KapdKNE dSucAettovpyiog oyetiomre pe LYNAOTEPT OPOIGTIKT dOGM AvOPAKLKAIVIG YOpTYODLEVT|
P amd TV EvapEn g Tpactovlovpdunng kot pe deiktn palag copatog (AME) >25 kg/m?,

Eicaywyikn-smxovpikn Ocporeio

e aoBeveig pe IIKM mov givan emAEEEG Yo El0aymYIKn-emkovpikn Oepamneia, To Zercepac umopei
va ypnoorom el Tavutdypova Le avBpakviiiveg povo oe acbeveic mov dev Exouv AdPet
ymueroBepamneio kot LOVo o€ S0GOAOYIKE GYNLATA YOUUNANG SOONG AvOpaKVKATVIG ONA. LEYIOTEG
cvvoMkég d6oeig SoEopovPikivng 180 mg/m? 1 empovPikivng 360 mg/m?,



Edv ot acbeveic éxouv AaPet Tantoxpova TANPN KOKAO e avOpakvkAiveg e yaunAn 6001 Kot
Zercepac 610 TAOIG10 TG ELCAYDYIKTG Ay®YNGS, eV mpénet va 000el emmpocOetn KuTTAPOTOEIKT
ymueobepamneio LeT TN YEPOLPYIKN EXEUPAON. L€ AAAEG TEPUTTMOGELG, 1] OTOPUGCT] Y10 TNV AVAYKT
emmpocetng KuTappoTolikng ynuetodepanciog kabopiletarl faoel ATOMKOV TOPAYOVI®V.

H epmepia amd v tantdypovn yopnynon TpactovloVHAUTNG e CYNLOTO XOUNANG 600N
avOpakvKAivG etvar TEPLOPIGUEVT €T TOV TaPOVTOG o€ dVo peréteg (MO16432 ko BO22227).

v mhotikn pedétn MO16432, ) tpactovlovpdunn yopnynonke tantdypova e EIGAYOYIKN
ymuetodepamneio n omoio mepietye Tpeig KOKAOVG doEopovPicivng (abporotiky §6om 180 mg/m?).

H ocvyvomta epodviong sopmtopatikig kapdiokng dvoiettovpyiog nrav 1,7% oto okéhog g
TPAGTOLLOVUANTNG.

v mhotikn pedétn BO22227, | tpactovlovpdunn xopnynnke tautdypova Le E1G0YMYIKN
ymuetodepancio n omoio mepieiye téooepic KOKAOVG empovumikivig (adpototicr S6on 300 mg/m?). Te
pia diapeom mapakorlovdnon 1 omoia Eemepvodoe Tovg 70 uveS, 1 EMITTOON TS GLUPOPTTIKNG
Kkapdiokng averaprelag Nrav 0,3 % oto okéhog TG eVO0QAEPLAG TPAGTOVLOVUALTNG.

H chvicn epmepia givan mepropiopévn oe acbeveic nlikiag dve tov 65 etdv.

Avtidpdoeic oyetilduevec ue tnv £yyvon (IRRS) kot vrepevoucOncia

YoPapéc avtidpdoeic oxetildopeveg ue v éyyvon (IRRs) ¢ tpactovlovudumne,
oupmepthapovopévng tng SHUGTVOLNG, VTOTAGTG, GLPLYLOV, VIEPTACTS, PPOYYXOCTAGLLOV,
VIEPKOIALAKNG TayLappLOiag, LEWWUEVOD KOPEGLOD 0EVYOVOL, avaLANEING, AVOTVEVCTIKNG
dvuoyépetac, Kvidmong Kal oyyelootdnuotog Exovy avapepdei (PAéne mapdypapo 4.8). Ilpoxkatopktikny
yopnynomn eapudkov pmopel va ypnopomombei yio va peiwbei o kivouvog eLeavions avtov Tmv
ovpfapdtov. H mieiovotnta avtdv tov cupPapdtov mopatnpeitol katd tn didpKeo 1 viog 2,5
POV oo TV Evapén e TPOTNG EYYLONC. L TEPITTOON EUPAVIONG OVTIOPACT|G alTd TNV £YXVomn, M
£yyvon tpactovlovudunng 0o mtpénet vo daxomel | 0 pOUdC £yyvong va pelwdel kot o acbevic va
mapoKolovdeitar PHEYpig 6TOV LIOYMPNGOLY OA TO GUUTTAOUATO. TTOV TTopatnPNOnKay (BAEne
Topaypa@o 4.2). To GUUTTOUATE CVTH LTOPOVV VO AVTILETOTIGO0DV HE EVOL AVAAYNTIKO/OVTITUPETIKO
Om®G etvot 1 LETEPLOIVI N M TOPAKETAUOAN ] EVOL AVTUCTOUVIKO OTTmG eivat 1 Siparvudpapivi.Ta
CUUTTMOUOTO VTOYDPNCAV OTNV TAELOYN i ToV 0oBevdV ot omoiot EAafav akorovdwg Tepattépm®
gyyvoeig tpactoviovpdumnnc. Ot coPapic avTdpacELS £XOVV AVIHETOTIOTEL EMTUYMG e
VIOGTNPIKTIKY Oepameia, 0mmg 0&LYOVO, PRTO-AYOVIGTEG KOl KOPTIKOGTEPOELON. LE GIAVIES
TEPIMTMOGELG O1 OVTIOPAGELC OVTEG GYETIOTNKAV IE KAWVIKY TOPEin 1OV KOPLP®ONKE LE potpaio
éxPaomn. Ot acBeveic mov Topovcidlovy SVCTVoLN G KATACTACT NPEUING TOV OPEIAETUL OE EMTAOKEG
NG TPOY®PMHEVNC KaKONOELNG KOl 68 GLVOCTPOTNTEG UTOPEL va dtoTpéyouv avénuévo Kivovvo
popaiog avtidpaong Kot v yyvor. Qg ek To00Tov, 01 acbeveig avtol dg o mTpémet vo Aaufavoovy
Oepancio pe Zercepac (BAéme mapdypapo 4.3).

"Eyet emiong avagepbei apykn Pedtioomn, akolovdovpevn and KAVIKY eMOEiVOOT Kol OWIUES
avtidpdoelg pe tayeio kKAvikn emdeivoon. ‘Exyovv gpoaviotei Bovatneopo TeploTatiKd eVviog opmv
Kol £0¢ (o Bopada PETd TNV £yYVoT. X€ TOAD GTIAVIEG TEPUTTMOGCELS, TOL CUUTTMOUATO, OO TIV
€vapén g £yYLong Kal TO TVEVLOVIKG CUUTTOUATO TapatnpnonKoy otovg acheveig petd v
TOPEAEVOT TTEPLOCOTEP®VY TMV £EL POV amd TNV Evapén ¢ £yyvong tpactovlovpdunns. Ot acBeveig
Oa Tpémel va TPoedoTOoVVTOL Yol TNV TOOVOTNTO Mg TETOL0G OWLUNG Evapéng Kot Bo Tpémetl va
KO0 YoVVTOL VO ETKOIVOVOVV LE TO YIUTPO TOVG, GE TEPIMTMON EUPAVIONC TETOI®V CUUTTOUATOV.

IIvevpovikd cuufduozo

Metd v KuKAogopio Tov Tpoidvtog Exovv avaeepbel cofapd mvevpovikd copuBdpata pe ) xpion
tpactovovuaumng (PAéne mapdypago 4.8). Ta coppduote avtd 1oV 6€ OPICUEVES TEPITTOCELG
popaio. Emmpoctétmc, Exouv avapepbel mepmtmoeic didpueons Tvevovoradsiog
SUUTEPILAUPAVOLEV®VY TIVELIOVIK®DV dOcE®mVY, GUVOPOOL 0EEIOC OVOUTVEVGTIKIG OVGYEPELOG,



TVELUOVIOG, TVEVUOVITIONG, VTELMKOTIKDY GLAAOYDV, OVUTVEVCTIKNG OLGYEPELNG, 0EEOC TVEVLOVIKOD
0101 LOTOG KOl OVOTVELGTIKNG avemdpkelag. Ot mapdyovieg Kivddvov mov oyetiCovron pe T dtdpeon
TVELUOVOTIAOELD, GLUTEPIAAUPAVOUY TTPOTYOVUEVT 1] TOVTOYPOVT Bepameio e GAAES OVTL-
VEOTAQGLOTIKEG Bepameieg mov eival Yvwoto 6Tt oyetiloviot pe avth, OTmg ot TaEAveS, M
vepottaunivn, n Prvopeiumivn kot n aktivobepaneia. Ta coppdpata ovtd propet vo amoteAovV HEPOGS
g avtidpaong mov oyetiletar pe v £yyvon 1 va govv oyun évopén. Ot acBeveig mov
TAPOVGIALOVY dVGTVOLN KOTE TV NPEia ToV OQEIAETUL O€ EMUTAOKES TPOYMPMUEVIC KakonOelog Kot
GLVOCTPOTNTEG, THAVOV VO SIATPEXOLY AVENLEVO KivOUVO TTVELHOVIK®V cupfapdtov. Q¢ ek TovTOoL,
ot acbeveig avtoi g Oo mpémet va Aappavovv Bepancia pe Zercepac (BAéme mopdypapo 4.3). Oa
TPENEL VO, SIVETOL TPOGOYTN GTIV TVELUOVITION, 1Wd10iTEPH 08 0oDeveic 01 0moiol Aapupdvovy TavTdypova
Oepamneia pe Tagaved.

45 Aliemopdosic pe GAlo QUPPUUKEVTIKA TPOIOVTA Ko dAheg pop@éc aiinieniopaong
Agv &yovv die€aybel emionueg peréteg QOPUOKEVTIKNG OAANAETIdpaonc. Agv €govv mapatnpn el
KAWVIKE oNUavTIKEG OAANAETIOPAGELS avApEesH 6TO ZEerCepac Kot 6T POPUAKEVTIKA TPOIOVTO TOV

PN OO ONKOY TOVTOYPOVE GE KAIVIKEG UEAETEC,

Eridpaon e tpactovlovudunnc oty opuUoKoKIVITIKY] GAAMY OVIIVEOTAQGUATIKWDY TOPAYOVIWOV

Ta eapuoxokvnTikd dedopéva amod tig peréteg BO15935 kar M77004 o¢ yuvaikeg pe HER2-0gtuco
MKM vrostipi&av 011 1 €kBeon otnv makAITaEEAN Kat T doEopovPikiv (Kot Tovg KOPLOVG
petapolritec Tovg 6-a vEpo&vA-maxiita&éin, POH, kot 6o&opovfikivorn, DOL) dev petapindnke pe
v mopoveia ™ Tpactovlovpaunng (8 mg/kg 1 4 mg/kg E® 6601 £pddov axorovboduevn and 6
mg/kg kabe 3 efdopddec M 2 mg/kg kabe 1 efdopada ED, avtictorya).

Qo61660, N TPAGTOVLOVUAUTN HUToPEl va avENCEL TN GLVOAIKT €kBeon evac petafolitn g
do&opovPikivng, (7-6£0&v-13 d1iidpo-60Eopovfikvovn, D7D). H Brodpactikdtnta thg D7D kaim
KAWVIKY| midpaoT Tng avénong avtov Tov PeTaPoAitn Tav acapng.

Ta dedopéva amd ™ perétn JP16003, pia puehém evog okélovg g tpactovlovpdaunng (4 mg/kg ED
d6om £pddov kar 2 mg/kg E® eBdopadiaing) kot tng doceta&éing (60 mg/m? E®) o lomwmvileg
yovaikeg pue HER2-0eticdé MKM, vootipi&e 0Tt 1 Toutdypovn xopnynomn Tpoctovlovpaunng oev giyxe
Kapio enidpacn TN EUPLAKOKIYITIKN TG £@amas doomng doceta&éAng. H pedétn JP19959 nrav pia
vropeAén g perétng BO18255 (ToGA), n omoio mparypotonoOnke og Gvopeg Ko YuVaiKeS
lanwvélovg acbeveig pe Tpoywpnuévo YaoTpikd Kapkivo yio va HeAeTNOEl | GOPUOKOKIVITIKY TNG
KameoIToivng Kol TG GIETANTIVIG OTOV XPNOLLoTolobVTOL LE 1] X0pig Tpactovlovudunn. Ta
ATOTEAEGILOTO OV TG TNG VIOUEAETNC VTooTNpiEay OTL 1] ékBgom 6TOVG PlodpacTikoDg petaforiteg
(m.y. 5-FU) g xaneotafivng dev ennpedotnKe oo TV TavTO)POV YPNON GLoTATIVIG 7| 0Ttd TNV
TOVTOYPOVT YPNoN oloThativng ovv Tpactovlovudunn. Qotdco, n Karesttafivn and uovn g €deiée
VYNAOTEPEG GUYKEVIPAOGELS KO LEYOAVTEPO YPOVO NULONG OTAY GUVOVAGTNKE UE TPUTTOLLOVUAUTT).
Ta dedopéva TpoTEWVAY, ETIONG, OTL 1] PAPUOKOKIVITIKY] TNG CIOTAATIVIG 08V EMNPEACTNKE OO TNV
TAVTOYPOVI YPNoN Kamesttafivig 1 amd TNV TOLTOYPOVY XPTOT KATESITORIVNG GUV
TPOGTOLLOVUAUT.

Ta oppokokvntikd dedopéva oo ) Mehétn H4613g/G0O01305 e acbeveic e petaotatikd 1
TOTIKA TTpoymPNUéEVO aveyyeipnto HER2-0gt1kd kapkivo vmodfAmoay 0Tt 1| TpactovlovUauTn oV

£xyel kapio enidpacn otn OK g kapfomiativng.

Eridpoon tawv avTIVEOTAQTUATIKDY TOPAYOVIWY OTH QOPUAKOKIVITIEN THS TRA0TOVOVUGUTNS

Me 11 60YKPIoT] TOV TPOGOUOIOUEVOV GUYKEVIPHOGE®DY TPASTOVLOVUAUTNG GTOV 0pd UETE amd
povoBepaneia pe tpactovlovpdunn (4 mg/kg 6o epodov/2 mg/kg kébe 1 efdouada ED) kot tmv
mapoTnpNévtov cuyKevIpdoewv otov 0po o lanwvéleg yovaikeg pe HER2-0etikd MKM (ueAétn
JP16003) dev Bpédnkav otoryeioa PK enidpacng amd Tnv Tantdypov yopiynor d06eTo&EANG ot
QOPLOKOKIVITIKY TG TPAoTOV OV UAUTNC.
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H otykpion tov @K amoteieoudtov omd 600 peréteg Paong I (BO15935 ko M77004) ko pia
perétn @aong I (HO648g) omov ot acbeveig Elafav Oepancio tavtdypova pe TpPOGTOLLOVHAUTN Kot
maxhra&éln kot dvo peréteg @aong Il 6mov ) tpacstovlovudumn yopnyndnke wg povobepamneio
(W016229 kot M0O16982), ce yovaikeg pe HER2-0etikd MKM deiyvet 0Tt ot atopikég Ko HEGES
EMAYIOTEG CLYKEVIPDGELS TNG TPAGTOLLOVUAUTNSOTOV 0pO TolkKiAay peTal Kot Katd T StdpKeln TV
HEAETADV, 0ALG OeV VINPEE GOPT|G ETIOPAGCT] TNG TOVLTOYPOVNG YOPNYNONG TAKMTAEEANG 01N
QOPUOKOKIVITIKT TNG TpaoTov ovudunng. H coykpion tov OK dedopévav tpactovlovpdunng omd
Merétn M77004 otnv omoia ot yovaikeg pe HER2-0etiké MKM ntav vd Bepancio tontodypova e
tpactoviovpdpumn, takiraédn kot dofopovfikivn pe Ta DK dedopéva tng tpactovlovpdunng oe
peiéteg 6mov M tpactovlovuaunn xopnyeito og povobepomeio (H06499) 1 oe cuvdvacud pe
avOpaxvrdiv cuv Kokhopooeauidn | takita&éin (Medétn H0648Q), £é6c1&av Oti dev vdpyet
enidpaot g 0oEopovPukivig Kat TG TAKMTAEEANS GTY| POPLOKOKIVITIKT TNG TPAGTOVLOVUAUITNG.

Ta eoppakokvntikd dedopéva oo ) Mehétn H4613g/G0O01305 vrodniwoav 6t 1 kapPomAativy
dev glye xapia enidpaon ot K ¢ Tpactoviovpdunng.

H tovtoypovn yoprynon avoaostpoloAng dev gavnke va enpealel T QUPUOKOKIVITIKN TNG
TPOGTOLLOVUAUTNG.

4.6 Tovipétnra, kOnon ku yorovyio

Tvvaikec o avoropoywyikn niikio

Ot yuvaikeg o€ avomapaymyikn nikio 0o Tpémel va GuUBOVAEDOVTOL VO, XPTGLLOTOIOVV
QTTOTEAEGUATIKT AVTICOAANYN KaTd T d1dpkela tng Oepameiag pe Zercepac kot yio 7 uveg Uetd omd
™mv oAokApmon ¢ Bepanciag (BAEne mapdypapo 5.2).

KinonMeléteg avamapoymync mov dievepynnkayv o mbfkovg Cynomolgous pe d6ceig £mg 25 popéc
UeYoADTEPEC 0o TNV gfdopadiaia 6661 GLVTNPNONC CKEVAGLATOC Y10, EVOOPAEPLN YOpIYNON
tpactoviovpaunng tov 2 mg/kg 6tovg avOpdmovs, dev AmOKAALYAY KOVEVO GTOLYEIO UEIWUEVIG
AVOTOPOYOYIKNG tkavotTTag 1 PAAPNC 610 EuPpvo. Iapatnpridnke petapopd HEG® TOL TAUKOOVTA
g TpacTtov{oVUAUTNG KaTd TN Stdpkela TG apyikng (Muépeg 2050 g Kimong) Kot TEMKNG

(uépeg 120 - 150 g xomong) avantuéng tov guPpvov. Agv gival yvwotd dv 1 TpacTtovlovUAUTN
umopel va ennpedoet T dSuvatodTnTo avomapaymyns. Ereidn n avBpdmivn avtandkpion dev etvar
whvto duvoTov va TpoPrepei pe Baomn tig peléteg o mepopatolmoa, n tpactoviovpaunn Oo Tpénet
VO OTOQEVYETAL KATA TN SIAPKELR TNG KONONG EKTOG EAV T SUVNTIKA OPEAT Y10 TN UNTEPO VIEPTEPOVV
o€ oy€on LE To duvnTIKO Kivouvo yia to EuPpvuo.

Metd v kvkhogopio GTtny ayopd, £xovv avoeephel TEPITTOCELS dATAPOYNG TS EUPPVLIKNG VEPPIKNG
avamTuéng Kovn Aettovpyiog oe oyéon Pe oAryoidpduvio og £ykues yovaikeg mov Adppfovay

TP TOLLOVUAUTT, LEPIKES OYETILOUEVES e BOVATNOOP TTVEVLOVIKT DTOTAAGIN TOV EUPPOOUL.

O1 yovaikeg mov pévouy €ykveg Ba mpémet vo evnuep@vovtol yio thv mbavotnto BAAPNC oto Euppuo.
Edv pia éyxvog yovaika vropdiietar o Oepaneio pe Zercepac, 1 v pio acBevig kataoTel £yKvog
eva AopPavel Zercepac 1 o€ ddotnuo 7 pnvov et omd Tty televtaio 06om Tov Zercepac, sivat
embount N 6TV TOPUKOAOVONGN 0o pio SIETIGTNHOVIKT OLAdA.

Onloouoc

Mia pedétn mov dievepynonke oe mOnkovg Cynomolgous pe ddoeig 25 popég peyoldtepeg omd Ty
gfdouadiaio S0oT GLVTAPNONG CKELAGUATOS Yo EVOOPAERLO YOp1YNOT TPUGTOLLOVUAURNG TMV

2 mg/kg otovg avBpmmovg yio. Tig nuépeg 120 £mg 150 g eykvpocivig, katédei&e 6t
Tpa.oTOLOVUAUTN EKKPIVETOL 6TO YA LETA TOV ToKeTO. H €kBeom oty TpacTovlovpdunr otn Ut
KOLL ] TOPOVGI0 TNE TPUGTOLLOVUAURNG GTOV 0PO TOV VEOYVAV TONK®V € GYETIGTNKE LE Kol
avemBouN T EVEPYELD GE OTL APOPE TNV OVATTLER TOVG ATtd T Yévvnon £¢ TV NAtkia Tov 1 unvog.
Agyv givonl yvooto gdv 1 Tpactov{ovpdunn exkpiverol 6to avlpamivo yaia. Eneidn n avBpomvn 1gGL
EKKPIVETOL 0TO UNTPLKO Ao Kot 1 duvatdtnta PAEPNG 6To veoyvo givatl dyvwotr, ol yovaikeg o€ Ba
nmpémel va InAalovv katd tn dbpkela e Oepameiog e Zercepac Kabdg kot yio 7 URveg LeTd TNV
TeAeVTAiO OOOM.
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Toviudtyro
Agv datiBevton dedopéva yia Tt yovipdTnta.

4.7 Emopacsig TNV IKEVOTITO 001]YN61G KUl XEIPLGHOD Uy OvVIHLATOV

To Zercepac £xet pkpn nidpoon GTIV IKAVOTNTA 0O YNONS KOt YEPICHOV punyovnudtov (BA.
napdypapo 4.8).

Koatd m dugprela g Oepamneiog pe Zercepac pmopei va eppaviotel oAn kot vovniia (BA. mapdypoeo
4.8).

Y1ovg acbeveic Tov Tapovotdlovy cupntdpata oxetilopeva pe v Eyyvon (BA. mopdypago 4.4) Ba
TPENEL VO, YIVETOL GOGTOGT VO UV 0d01yovVv Kot va un xewpilovrar pnyavipoto péxpt va eEaieipbovv
TO GUUTTAO LT,

4.8 AvemOopnteg evépysieg

2Hvoyn TPOYIA AoQAAELOC

Meta&d Tov Mo GoPapdv Koy cuxvav avemBOUNT®V EVEPYELOV IOV avapEPONKaY EmG ONUEP KATA
T PN oN TG TpacToviovpaunng eivor 1 kapdiokn SucAettovpyio, ot oXeTILOUEVES Le TNV EyyVoN
avTIOPAGELC, 1 UATOAOYIKT] TOEIKOTNTA (E101KOTEPO 1) OVOETEPOTEVID), O1 AOIUMEELS KOl O
TIVELUOVIKEG QVETIOOUNTEG EVEPYELEG.

Katdloyoc avemBOUNTOV EVEPYEIDV GE LOPETN TIVOKO,

2y mapdypapo avtr, £xouv ypnoiuonotnei ot akdAovOec Katnyopieg cuyvoTTag @ TOAD GLYVES (>
1/10), cvyvég (= 1/100 £mg <1/10), oyt suyvég (>1/1.000 éwg <1/100), omdvieg (>1/10.000 £mg
<1/1.000), moAd omdvieg (<1/10.000) ko un yvwortég (dev umopet va. extiun el omo ta drobéoua
dedopéva). Evtog kabe katnyopiog ocuyvotntog epedvions, ol avemBounteg evépyeleg mopatifevtan
Katd eBivovca cepd cofapoTnTac.

[apoveiaovtat otov ITivaka 1 ot avemBduntec evépyeieg mov £xovv avaeephel oe oyéon Le ™)
yxpNon evoopAEProg Tpactoviovpdunng og povobepameio 1 6€ cuVILAGUO pE yNUe0Bepaneia oTIg
Baotkég KAMVIKEG OOKIUES KoL LLETA TNV KUKAOQOPio, TOL TPOIOVTOC.

Ohot o1 6pot o1 onoior TeprrapPavovor faciloviot 6To VYNAOTEPO TOPATPOVEVO TOGOGTO OTIG
Baowég kKhvikég pedétec. Emmpocteta, ol 0pot mov avaeépnkav 610 HeTeyKpiTikd TAAIc1o
coumepthappavovtor otov Iivaka 1.

[Mivakog 1 AvemBOunteg evépyeleg, ol omoieg avapépnkav pe TNV TpacToOL{OVUAUT Yo EVOOPAESLa
yopnynomn og povobepameio | 6e cuvoVAGUO Ue ynuedepamein. 6€ TIAOTIKEG KAVIKEG UEAETEG
(N=8386) ka1 petd amd v Kukloeopio

Koatnyopia /opyoviké Avem@opntn evépyero YoyvétnTo

ovoTNNO

Aopudels kot mapacttdcelg | Aolpmén oAb cuyvi
Pwogapuyyitido, Hol0 cuyvi
Ovdetepomevikn| oym Zoxv
Kvotitido oy
Ipinn Zoyviy
KoAnitida oy
Agppatikn Aoipoén oy

12



Katnyopia /opyoviké Avem@opuntn evépyero Yoyvétnto
ovoTNNO
Pwitida Zuyvi
AolpmEn avdTEPOL AVOTVELGTIKOD Zoyvi
Ovporoipmén Zuyvi
Oapoyyitida Xuyvi
Neomhdopoto Koionon, E&EMEN kakonBovg veomAdoLOTOC Mn yvoot)
Koo 0 kot pn kobopiopéva ; ; -
(mepOpBEVOVTOL KOOTEL E&EMEN veomldopatog Mn yvoot)
KoL TOAOTOOEC)
AwTapayéc Tov Eumopetog ovdetepomevia [ToAv cuyvn
OLLLLOTOUTIKOV KOl AEUPIKOD - ; -
GUGTALOTOC Avopio [ToAv cuyvn
Ovdetepomevia [ToAv cuyvn
Ap1Opoc LevKOKLTTAP®V HEIOUEVOG / [ToA cuyvn
Agvkomevia
®poufonevia [ToAv cuyvn
YrompoBpopPivarpio Mn yvoot)
Avocoloyikn BpopPorevia Mn yvoot)
Awtapoyéc Tov YrepevoioOnoio Xoyvn
0VOGOTOINTIKOV GLGTIILOTOG ; - -
*Avo@LAOKTIKY avTidpoon Yrivio
*AVOQUAOKTIKO GOK Xravia
AwTapayéc Tov Mewopévo Bapog /Anmdieia Papovg [ToAv cuyvn
HETAPOAG OV KoL TG N - o ;
Opéync vope&io oAV GUYVN
>Hvdpopo Adong 6yKov Mn yvoot)
Yreproiionpior Mn yvoot)
Yoyatpucég dratopayésg Avmvia [ToAv cuyvn
Ayxog Zoyvi
Katdiwyn Suyvy
AwTopayEc Tov veupucon Tpopog [ToAb cuyvn
GLGTNLATOG - - -
Z4hn [ToAb cuyvn
Keparalyio [ToAb cuyvn
IopoarcOncio [ToAv cuyvn
Avcyevocia [ToAb cuyvn
[epupepicn vevpomdbeia Xoyvn
Yreptovia Xoyvn
Yrvniia Zoyviy
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Katnyopia /opyoviké Avem@opuntn evépyero Yoyvétnto

cvoTNO

OpBaipikéc droTapayés Emmepukitida [ToA cuyvn
AvEnuévn daxpvppota [ToA cuyvn
EnpoeOaipio Zuyvi
Oidnpa g ontikng OnAng Mn yvoot)
Ayoppayio Tov apePANGTPoEdong Mn yvoot)

Awtapayéc tov 16c kot Tov | Khpmon Mn yvoot

AafvopivBov

Kaopdiakég dratapoyég LApmpraxy mison petopévn [ToAv cuyvn
LApmmpraxy migon ovénuévn [ToAv cuyvn
IMn puotoroyikdg kopdiordg puOude [ToAv cuyvn
K opdroxdg mrepuyiopnog [ToAv cuyvn
K\dopo e&mbnong peiouévo* [ToAv cuyvn
"Kapdiokn avendpkela (GOUOOPNTIKT) Zuyvy
1Y neprothioxn Toyvappvduio Zuyvy
MvoxkapdiondOeia Zuyvy
LAicOnpo moApdv Toyvi
[Mepkapdrokn cvAloyn Mn cuyvn
Kapdioyevig katominéia Mn yvoot)
KoAmaotikdg puOpog Mn yvoot)

Ayyeloxég dtatapoyég "E€ayn [ToAv cuyvn
1Y nétaon Toyvi
Ayyel0106T0AN Suyvy

Awtapoyéc Tov *Abomvola [ToAv cuyvn

AVOTTVELGTIKOV, TOV Odpaka

KoL TOV HEG0OmPAKION Briyag TToAb ovyviy
Enictaén [ToAb cuyvn
Pwéppora [ToAb cuyvn
TIvevpovia Zoyvni
AcbHua Suyvi
Awtapoyn TveupuOveOV Xoyvn
"Ynelwxotikn GuALOYY Soyxvn
TXvpryuodg Oyt ovyvn
[Mvevpovitida Oyt ouyvn
TIvevpoviky ivoon Mn yvoot
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Katnyopia /opyoviké Avem@opuntn evépyero Yoyvétnto
cvoTNO
*AvomvevoTikT SuoyEpEL Mn yvoot
* AVOmVELOTIKY OVETAPKELL Mn yvoot)
AmMBOnon mvevpova Mn yvoot
*O&L Tvevpovikd oidn o Mn yvoot)
TX0vOpopo o&eing avamvVEVGTIKNG SVOYEPELOG Mn yvoot)
"Bpoyydomocuog Mn yvoot
"Yro&ia Mn yvoot)
"Merwpévog kopespdg 0Epydvou Mn yvoot
Oidnua Adpoyya Mn yvoot)
OpBoémvora Mn yvoot)
[Tvevpoviko olonpa Mn yvoot)
Awgpeon mvevpovomdfetla Mn yvoot)
Awtapoyéc Tov Aldppota [ToAv cuyvn
YOGTPEVTEPTIKOV Eperoc T g—
Nowtio [ToAv cuyvn
L0nuo tov yeéov [ToAb cuyvi
Kot\axo dhyog [ToAv ouyvn
Avomeyia [ToA ouyvn
Avckototnta [ToAv cuyvn
Yropatitidn [ToAv cuyvn
Ayoppoideg Suyvy
Enpoctopio Xoyvn
Awtopayéc Tov Nratog kot | Hratoxvttopwn BAGPN Suyvi
TV roMeopeY Hraritda Suyvi
Hratwm evaicOncia Suyvi
Tktepog Xmdvio
Awtoapayég Tov déppoatoc kot | Epvdnua [ToAv cuyvn
TOV VTTOSOPioV 16TOV
E&avOnpa [ToAd cuyvn
10idnpa Tpocmmov [ToAv cuyvn
Alomexia [ToAb cuyvn
Alotapoyn Tov ovoywv [ToA0 cuyvn
ZOVOPOLO TOACLLO-TEALATIONOG [ToAb cuyvn

gpvOpodvcasnoiog
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Katnyopia /opyoviké Avem@opuntn evépyero Yoyvétnto
ovoTNNO
Ak Zoyviy
Enpodeppio Zoyvi
Exydpomon Zuyvi
Ynepidopwon Xuyvi
Knidopratidmdeg e&dvOnua Yuyvy
Kvnouog Xoyvn
Pnén ovoya Yuyvy
Agpportition Suyvy
Kvidmon Mn cuyvn
Ayyelooionpa Mn yvoot)
AwTapayéc Tov ApBparyia [ToA ouyvn
HVOOKEAETIKOD GLGTANOTOG [~ - -
KO TOV GUVSETIKOD 16TOD Muiké ooigio [1oAd vy
Mvoakryia [ToA cuyvn
ApBpitida Zuyvy
Oocpuodyia Suyvy
OoTikd GAyog Suyvy
Mvikol onacpol Xoyvn
Avyevodyio Suyvy
[I6vog ota dxpa Xoyvn
Awtopoayésg Tov veppav Kot | Ne@pikn dtatapoyn Xoyvn
TV 0VPOPOPMOV 00DV - - -
Mepfpavmong orelpopatove@pitidn Mn yvoot)
YreipopaToveppitidn Mn yvoot)
Neppikn averdprelo Mn yvoot
Kotaotdoeic g komong, g | OAryobddpauvio Mn yvoot
Aoyelag Kot g ; ; -
TEPLYEVVIITIKNG TEPLOSOV Ymomhacio Tov veQpol Mn yvoot)
YmormAacio Tov Tvedpova Mn yvoot
Awtapoyéc Tov dreypovi Tov paotod / Maotitida Xoyvn
OVATTOPAYWYIKOD GUGTHUATOG
KOl TOV HLOGTOV
Tevikég datapoyég kot E&acOévion [ToAv cuyvn
KOTOOTAGELS TG 030V ® . i o -
ZOPTYNONG WPOAKIKO GAYOG 0AD oLV
Piyn [ToAb cuyvn
Kénwon [ToAb cuyvn
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Katnyopia /opyoviké Avem@opuntn evépyero Yoyvétnto

ovoTNNO
I'pddng cvvdpoun [ToA cuyvn
Avrtidpaon oyetilouevn ne v €yyoon [ToA cuyvn
Alyoc [ToA cuyvn
IMupetia [ToA cuyvn
Ddreypovn Prevvoydvou [ToAv cuyvn
[epupepikod oidnua [ToAv cuyvn
Kakovyia Zoyviy
Oidnua Suyvy

Kakaoetg, dnintnpidoeig kot | Moiwomog Suyvi

EMTAOKEG OEPOUTEVTIKDV

YEPLOUDV

+YTmodnAmdvel TI¢ avemBounteg evépyeleg mov avaeépdnkay oe oyéon pe potpaia Ekfaon.

1 YroonAdmvel Tig avemBounteg evépyeleg mov gupEmc ovapéPOnKay o€ oy€om Le OYXETILOUEVES e TNV
&yyvon avTdpAcELS. LVYKEKPIUEVA TOGOGTA Yol ALTEG SV givon daBéciua.

* [Mopoatnpodueveg og Oepameio GUVOLOCUOD HETA OO avOpaKVKAIVES KAl GUVOLACUEVN UE TAEAVEC.

[eprypaon emAeYUEVOV QVETIOVUNTOV EVEPYELDV

Kapdioxn dvolsitovpyia

H ovugpopnrtikn kapdiakr avendpkeia, (Taéng M-IV katd NYHA) givor pio coyvi avembount
gvépyelo Tov oyetileton pe TN YpNom TS TPOcTOLLOVUAUTNG Kol £YEL GUCYETIOTEL UE potpaio EkPaom
(BAéme mopaypago 4.4). Ta onueio Kot GOUTTOUATO. TG KOPIIIKNG SVGAEITOVPYiNG, OTMG Eival 1
dvonvola, 1 opBdmvola, o avEnpévog Pryag, To TVELUOVIKO 01dMua, 0 KOATAoUOS S3 1 10 LEt®UEVO
Khaoua eEdOnong kotkiog £xovv mapoatnpnbei oe acbeveic vd Bepameio pe Tpactovlovudumn (BA.
nopaypago 4.4).

e 3 Baoikég KAWIKEG doKIES HE TPacTOLLOVUAUTT MG EXKOVPIKT Oepomeio. yopnyovuevn o
ovvdvaoud pe ynuelodepomeia, n cuyvomTa kapdiaxng dvoiettovpyiag fabuod 3/4 (cuykekpiuéva
ocuvpntopatiky Zopeopntikn Kapdiokr Avendpkela) rav moapodpoto o acdeveic 6Tovg omoiovg
yopnynOnke pwovo ynuetobepomeio (dniadn dev Erapav tpactovlovudunn), Kadng Kol oe acbeveig
0T0VG 0moiovg YopnyHONnKe Tpactoviovudunn dradoykd uetd amd wa tagdavn (0,3 - 0,4%). To
TOGOGTO NTAV VYNAITEPO 0€ 0oOEVEIS GTOVG 0TOi0VG YOPNYHONKE TPAGTOVLOVUAUTT TAVTOYPOVE. e
o ta&dvn (2,0%). 1o mhaicto g El6ay®yIknG aymyng, 1| EUIEpio amd TV TanTdYPOVT| YopTYNon
TpooToL{OVUAUTN KOl GYNUATOCS XoUNANG 000N ¢ avOpakvKATIvG eivor Teplopiopuévn (PAEme
napdypapo 4.4).

Orav 1 tpacTovlovudunn yopnynonke HeTd amd TNV OLOKANP®GT TNG EMKOVPIKNG ynueodepamneiog,
mapotnpinke kapdiokn averdpkeio Taéng -1V katd NYHA oto 0,6 % tov acbesvdv 610 okélog
€vOG £T0VG LETA OO d1dpeoT mapokorovOnon 12 unvaov. Xtn perlétn BO16348, petd and didpeon
napakorovOnomn 8 etwv, 1 enintwon g coPapnc EKA (Tééng I & 1V katéd NYHA) cto okélog mov
é\aPe Bepomeio pue Tpactovlovpaumn v 1 £toc frov 0,8%, kot 10 T0606TO TNE NG
CUUMTOUOTIKNG KOl OCVUTTOUOTIKNG SUGAEITOVPYIOG aptoTepg Kowiag ftav 4,6 %.

H avaotpeyyomnta g cofapng XKA (opiletor wg axorovdio TovAdy1oTOV dVO SLOSOYIKOV TILOV

LVEF >50% petd and to cupfav) rav epgavig ya 1o 71,4% tov acbevav vid Bepancio pe
tpactoviovudunan. H avaotpeyidtnra tng oG COUTTOUATIKNG KOl GGV UTTOUATIKNG
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dvodettovpyiog aplotepng Kothiog katadeiydnke yia to 79,5% twv acbevav. To 17% nepimov tmv
oyetilopevov pe Kopolokn SusAertovpyia cupPavimv onuetmdnKe Hetd amd TNV OAOKANP®GT TNG
Tpa.cTov ovUAUTNC.

2116 MAOTIKEG LEAETEG TOL OKEVAGLOTOG EVOOPAEPLOG YOopTYNONS TPAGTOLVLOVUANUTNG GE LETAGTATIKY|
V000, N EXITTOON NG Kopdlokng duehertovpyiag moikide avapesa og 9% kot 12% o6tav cuvdvdotnke
pe makAtacédn cvykprkd pe 1% — 4% yio maxraédn povn me. ot povobepamneia, To T0606TO
ntov 6% — 9%. To peyoddtepo TOGOOTO KaPOLOKNG SVGAELTOVPYIOG TOPOTNPNONKE 6TOVG 0obeVEig
7oV ELafov TPAcTOLLOVUAUTT TOVTOYXPOVA HE avOpoaKLKAIVI/KuKAOP®G@auidn (27%), kot oy
ONUOVTIKA VYNAOTEPO amd 0L TO TV acbevdv Vo povobeparneio e avOpakLKAIVI/KOKAOPOCULLION
(7% — 10%). X pio emdOUeVn UEAETN UE TTPOOTTIKY TTOPOKOAOVONGT TG KAPSIAKNAG AELTOVPYIOG, 1)
EMMTOOT TNG CLUTTOLOTIKNG GUUPOPNTIKNG Kapdlakng averdpkeiag CHF ftav 2,2% otovg acbeveig
7ov éhafav tpactovovudumn kot d06eTaEEAT, cuykpitikd pe to 0 % otovg acbeveig mov Elafav
dooetalédn povo.

Ot teprocdtepot aobeveig (79%), ot omoiot eppavicay Kopdlakn SLGAEITOVPYIN GE AVTEG TIG HEAETEG
gupavicay Pertioon petd omd ™ ANy kabiepopévng Oepameiag yio T CULEOPNTIKT KOPIIOKN
avendpkelo, CHF.

Avudpdoeic amwo thy Eyyvon, aAAEPYIKOD TOIOV aVTIOPLTEIS Kol DEEPEVaLTONTi:

Extipdrar 6t mepimov 40% tov acbevav mov AapuPavovy Bepomeio pe tpactovlovpudunn o
TOPOVGIACEL KATOL) LOPPT] avTidpacng Tov oyetiletar pe tnv €yxvon. Eviovtolg, n mietoynoia tov
oyeTilOUEVMV UE TNV EyYLoN avTIdpAcemV eival NTLEC E0¢ UETPLEG o€ £vTaoT (cVoaTnua Babpoldynong
NCI-CTC) ko teivovv va gppavifovral oto Tpdipe otddio g fepameiog, dnA. KoTd Ty TpdT,
devTepT KoL TPITN £YYLOT KOl 1] GLYVOTNTA TOLG UELDVETOL OTIG ETOKOAOLOES £yyDoels. Ot avTdpdoelg
mepthapfavouy piyn, mopetd, SVGTVOLN, VITOTACT], CLPLYLD, PPOYYOCTAGLO, TAXVKAPOI, LEIWUEVO
KopeGO 0&VYOVOV, OVOTTVELGTIKT dvuoyéptea, eEAvOnua, vavtio, Eueto kal kepaialyio (PAETE
napbypapo 4.4). To 1060610 TV GYETICOUEVOV e TNV £YYLOT AVTIOPAGEDY OA®V TV Babudy
oIk e HeTa&D TOV HEAETAOV avaloya Le TNV EVOELEN, T HEOOOO GLAAOYNG dESOUEV@V, KOL TO EAV M
Tpoactovlovudumn yopnyndnke tavtdypova pe ynuetobepaneio | ¢ povobepaneio.

Yofapéc avapLAOKTIKEG AVTIOPAGELS, Ol OTTOIES ATOTOLV Aleon TpOchetn mapéuPfacr ekdnidvovton
ouvnBmg Katd T dtdpkela gite TNG TPATNG €iTe NG dEVTEPNG EYYLONG TNG TPAGTOLLOVUAUTNG [PAETE
napbypapo 4.4] kot £xovv oyetiotel pe potpaio éxPoon.

Avaevloktoedeic avtidpdoeic £xovv mapatnpndel oe HELOVOUEVEG TEPIMTTMCELC.

Aparoloyikn oéikotyta

H epmope ovdetepomnevia, Aevkomnevia, avapio, Opopponevia kot ovdeteponevia cuvEPnoav TOAD
ovyva. H cuyvotnta epedviong g vrorpodpoufivaipiog dev eivar yvootn. O kivovvog
ovdeTepOTEVING UTOPEL Vo Elval ELaEPOS oENUEVOC OTAV 1| TPUCTOLLOVUAUTT YOPTYELTAL UE
dooetalédn petd tn Oepameio pe avOpakvKAives.

Llvevuovika coufouoto

Yofapéc mvevpovikéc avemBounteg evépyeleg cuufaivovy e oxéon Ue TN ¥PNoTn TG
TPOoTOLOVUAUTNG KoL £XOVV GYETIOTEL pe potpaia EkPacn. Avtég cupmepthappdvouv, ALl dev
nepopilovian oe TVELUOVIKEG 01O GELS, CUVOPOLO 0EELOC OVATVEVGTIKNG SVGYEPELNG, TTVEVLLOVIC,
TVELUOVITION, VTTECMKOTIKN GLAAOYY, AVOTVEVGTIKT] SVGYEPELN, 0ED TVELIOVIKO O1dM UL Ko
nvevpovikn ovendpkela (BAEne mapdypapo 4.4).

O1 AemTOUEPELEG TOV UETPMY ELOYIOTOTOINGNG TOV KIVOUVOL 7oV gival cOupmveg pe to Evpomaikd
Yyédo Awayeiprong Kivdovov mapovoidlovton otig (mapdypapo 4.4) Eidikég mpoeldomomoels kot

TPOPLAAEELG KOTA TN XPNON.
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AvocoyovikdtnTa,

2NV E160YOYIKN— ETKOVPIKN HEAET Yo tov [IKM (BO22227), oe o, didpeon mapoakoriovdnon n
omoia Eemepvovoe Tovg 70 punveg, 10,1% (30/296) tov acBevav vd Bepoameio pe evoopréPia
tpacToviovpdumn avéntvEay avticopato Evoavtt g tpactoviovudunng. Ta eEovdetepoTicd
AVTICOUOTO KaTd TG TpacToviovpdunng evtoniomnkav oe detypato petd v apyn g Bepanciog oe
2 o6 30 acbeveig 0to gVOOPAEPLO GKENOG TPASTOVLOVUAUTNC.

H xlwvikn| cuoyétion autdv Tov avticopdtev dev eivol yvooth. H tapovoia aviicopdtov Katd g
TPpooTOL{OVUANUTNG dEV gixe Kapia EMIOPACT GTN POPLOKOKIVITIKY, GTNV OMOTEAEGUOTIKOTITA, (1)
omoia opiletat amd v ITARp [aboroykr Avtaroxpion [PCR] kot oty emPioon eledbepng
ovpPapdrev [EFS] kot oty acedAeia ) omoio opiletar and tnv epedvion oxeTilOpEVOV UE T
yopnynon avtidpacemv (ARRS) ¢ evdo@AéPiac tpactovlovpdumng.

Agv vrdpyovv dabécia 0ed0UEV BVOGOYOVIKOTNTAS Y10 TNV TPAGTOVLOVHAUTT GTO YOGTPLKO
KapKivo.

AvoQopd mHavoLOYOLUEVOV OVETBOUNTOV EVEPYEIDY

H avagopd mBavoroyodpevov avemBOUNT®V EVEPYELOV UETA OO TN YOPNYNoN GO0 KLUKAOPOPIog
TOV QAPUOKELTIKOD TPOIOVTOC glvar onuavtikn. Emtpénel tn cuveyn topakolovdnen g oyéong
0PEALOVC-KIVOVVOL TOV QOPUOKEVTIKOD TPOTOVTOC. ZNTeital amd TOVg EXAYYEAUATIEG TOL TOUEN TNG
VYELOVOLIKTG TEPIBaAYMG VO avaPEPOVY OTTOEGONTOTE THAVOAOYOVUEVES OVETIBOUNTES EVEPYELES
HEc® Tov €BVIKOD GLOTHUATOG AVUPOPAS TTOL avaypdpetal 6To [apdptnua V.

4.9 Ymepdooolroyia

Agv vrapyet epmelpio vIEPd0GOLOYiNG 68 KAMVIKEG dokLUEG e avOpmmove. Epdmal d6ceig Zercepac
¢ povobepameio, peyorvtepeg and 10 mg/kg dev éxovv yopnynbel otic kKAvikég dokipég. Adon
€06dov 8 mg/kg akorovBoduevn amd d6on cvvinpnong 10 mg/kg kabe 3 efdopddec £xel pehetndei o
KAWVIKT SoKIUN o€ aoOEVEIC [LE LETAGTATIKO YUGTPIKO KopKivo. AOGEIC £m¢ 0vTO TO emimedo NTaV KOAG
OVEKTEG.

5. OAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appoxodvvopkés 1010TNTES

Doppokobepamentikn kaTnyopic: AVIIVEOTAAGUOTIKOL TAPAYOVTEC, LOVOKAWMVIKA OVTICMLLOTO
kwdwog ATC: LO1IXCO3

To Zercepac ival flo-opoeldég QapuaKkevTIKo Tpoidy. Aemtouepeic mAnpopopicg ivar dabécieg
670V 81kTVLOKO TOTOo ToVv Evponaikod Opyaviopuod dapudkwov: http://www.ema.europa.eu.

H tpactovlovpaunn givar éva avacuvovacuévo eEavipomomomuévo IgGL povokimvikd aviicmpa
£VavTL TOL VTTOdoYEN 2 TOL avOpdOTIVOL emdeppkod ovéntikod Topdyovto (human epidermal growth
factor receptor 2 - HER2). Ymepékopaon tov HER2 gppaviCetor 1o 20 %-30 % tov tpotonaddv
Kopkivov pootod. MeAéteg tov mocootob Oetikotntag HER2 yaotpikdv kapkivov (GC) otig omoieg
ypnoponodnke avocototoynueio (IHC) ko @Bopiwv in situ vBpidioude (FISH) 1 ypwpoyevikde in
situ vBp1dopog (CISH) éyovv beiker 6t vadpyel evpeio draxdpavon g HER-2 Betikdtntog and
6,8% émwg 34% yio ™ uébodo IHC ko 7,1% £mg 42,6% yia tn pnébodo FISH. Meléteg vmodeikviovy
011, o1 acbeveic pe kapkivo paoTod TV omoimv ot dykot vrepekepdlovy o HER2 éyxouvv Bpaydtepo
duaotnua ehevbepo vOoOL, GUYKPLTIKA LE 0oeveig TV omoimv o1 0yKot dev vrepekppaovv to HERZ.
To eEmkvttapikd tuqua Tov vrodoyéa (ECD, pl05) umopei vo e16éM0L 6TV KuKAOQOPia TOV OipoTog
Kol va petpnOei og detypata opov.
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

Mnyoviopdc 6pdonc

H tpactovlovpdaunn deopevetar pe vynin cuyyévela kat e&gldikevon otny vro-repoyn 1V, pa
nopapepfpavikn meptoyn Tov eEmrvtTdpov Tuipatog tov HER2. H déopevomn g
tpactovovpapmns oto HER2 avactéliel v ave&dpm and 10 GuvoETN HETASOGT GNUATOS TOV
HER2 kot epmodilel Tnv mpoTe0ALTIKT 0T0dOUNOT] TOV EEOMKVTTAPION YDPOL, EVOG UNYOVIGHOD
evepyomoinong tov HER2. Q¢ anotéleopa, £xet derybei, e Tpoodiopiopong in Vitro kot o {da, 6TL N
TPOGTOLOVUANTT AVOGTEALEL TOV TOAAATAAGLOGLO TV AVOPOTIVOV 0YKOYOVAOV KUTTAP®V T Omoid
vrepekppdlovv 10 HER2. Eminpdcbeta, 1 tpactovlovpdunn gival évag 1oyvpdc pecorapnng g
OVTICOUOTOEEAPTMUEVTS, KVTTAPIKADG Emayouevng kuttapoto&ikotntag (Antibody Dependent Cell-
mediated Cytotoxicity, ADCC). "Exgt deiybei in vitro 6t n emaydpevn omd v tpactovlovpdautn
ADCC, aokeitol eTAEKTIKA 6T KOPKIVIKG KOTTOPO TOV VItepekppalovy to HER2 g oyéon pe ta
KOPKIVIKG KOTTOPO oV Ogv vrepekepaovv to HER?2.

Aviyvevon tng vrepékopoonc tov HER2 1 tng evioyvong yovidiov HER2

Aviyvevan ¢ vrepérxppaons oo HER2 1 ¢ eviayvanc yovidiov HER2 grov kapkivo uaorod

To Zercepac 6a mpémel va ypnopomoteitan pévo og acheveic o1 0yKol TV omoimv dtabéTovv
vrepékppacn tov HER2 1 evioyvon yovidiov HER2 6nw¢ kabopiletor amd pio emaxpifn kot
a&lohoynuévn mg emtkupmpévn dokuacio. H vrepékppaon tov HER2 O mpénet va aviyvedetor e
xpnon Baoclopevng oty avocoictoynueia (IHC) a&ordynon twv 6tabepdv TUNUAT®V TOV OYKOL
(Bréme mapdypago 4.4). H evioyvon yovidiov HER2 Ba mpémet va. aviyvedeton pe tn ypnon
@Bopilovtog in situ vBprouod (FISH) 1 xpopoyevikov in situ vpidicpod (CISH) oe ctabepd
Tufuota Tov 0ykov. Ot acBeveig eivar katdAAnAot yia Bepaneia pe Zercepac epocov Tapovcidlovv
woyvpn vepékppacn Tov HER2, 6nwg meprypapetan amd anotédespo 3+ katd IHC 1 Oetikd
amotélecua FISH v CISH.

INo va e£aopoAoTobv aKpIn Kot avamapay@ye anoTeAEGHOTO, Ol doKiacies O Tpémel va
TPOYUOTOTOLOVVTOL G€ EEEIOIKEVUEVO EPYAGTIPLO, TO OTTOI0 UTOPEL VO, SIAGPAAIGEL TNV EYKLPOTNTA
TOV SAOIKAGIOV TG OOKILOGING.

To cvvictdpevo cvotnua Babporoynong ya v a&loAdynon tov popeav ypmong IHC éxetl dmwg
avaeépetal otov [ivaxa 2:

[Tivaxog 2 Zuviotdpevo cvotpo fabpordynong yio v aStohdynon tov popeav xpodong IHC otov
KapKivo Tov pHoGTOD

BaBpog Mopen yxphong AQohdynon g
vagpékepaong tov HER2
0 Agv mapornpeiton Kapio ypdon 1 Tapatnpeitot Apvntikod
ypdon g uepppavng oe < 10 % tov kuttdpmv
TOL OYKOL
1+ Aviyvedetor apudpr/HOMG avTIANTTN PDOON TNG Apvntikd

peuppavnc o > 10 % tov kutTapOV TOL GYKOUL.
TTapamnpeitol ypdon pdévo e PEPOS TV
HEUPPUVOV TOV KUTTAPOV.

2+ Aviyvedetor acBevic Eoc uétpla TANPNG PN Augpionuo
TV pepppoavav o > 10 % tov kuttdpmv Tov
OYyKOUL.

3+ Aviyvedeton 1oyvpn TANPNG PO TOV HEUPpavaV | OeTiko

o€ > 10 % tov KuTTApPOV TOV GYKOV
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I'evikd, n FISH Oswpeitor Oetikn edv 1 avaroyia tov apiBpov avitypdownv yovidiov HER2 avd
KOTTAPO OYKOL TTPOG TOV aplOpd avILypaemv ¥popocodpatog 17 sivorl peyaivtepn 1 ion tov 2 1 €av
VIapyovy mePLocoTEPO. amd 4 avtiypaga yovidiov HER2 avd kbtrapo dykov g mepintmon mov dev
YPTOLOTOEITAL TO Yp®UOcO 17 yio cOyKpio.

I'evikd, n CISH Bewpeitar Oetikn v vdpyovv mepiocdtepa and 5 avtiypagpa yovidioo HER2 avd
mopnva o€ mePtocdTePo 0md 50 % TV KVTTAP®Y TOL OYKOV.

IMo T pelg 001 yieg GYETIKA e TNV EKTEAEGT] KOL TNV EPUNVEIN TOV LETPTICEMV, TAPUKAAOVUE
avaTpEEATE OTA OAAL 0ONYIOV XPNOTG TOV AEI0A0YNUEVOV MG ETKVPOUEVOVY petpioemv FISH kot
CISH. Mnopei eniong vo €govv epaployn Kot Exionpes cVGTAGELS Yo T dokiuacio HER2.

Mo omoladnmote GAAN PEBOSO oL TOAVOV ¥PNCUOTOIEITAL Yo TN UETPNOT) TG EKGPACTS TG
TPOTEIVNG 1 TOL Yovidiov HER2, o1 avolvoelg Oa mpémel va Tpory LaTomolovvTal LOVO OE EPYOCTNPLN
OV TTOPEYOVV EMAPKT|, TPONYUEVNG TEXVOLOYIOG EKTEAEST TV AELOAOYNLEVOV MG EMKVPMUEVOV
pnefddmv. Zapnc, or pébodot avtéc Tpénetl va glvar apketd emakpiPeig Kot opBég dote va katadeiEovv
v vepékppacn tov HER2 kot mpémet va mapéyovv v duvatdtnra didkpiong peta&d pétplog
(oOpE®VNG pe To 2+) Kat wyvpng (cOpEmvNg pe to 3+) vrepikepoong tov HER2.

Aviyvevon e HER2 vrepéxppaonc 1 e evioyvonc yovidiov HER2 gto yaotpixo kopkivo

Moévo pio emtkupmpévn dokiacio axpiPeiog TpEmet Vo yPNOLOTOLEITOL VIO TV AViXVELST TNG
vrepékppacns tov HER2 1 g evioyvong tov yovidiov HER2. O éheyyog pe pébodo
avocoictoynueiog (IHC) cuvietdton og TpdTog TPOTOC S1EPEHVNONE KOl GE TEPUTTOGELS OOV
ATOLTEITOL YVAOOT) KOl TNG KOTAGTAONS Evioyvong Tov yovidiov HER2, npénel va ypnoyonoteiton gite
TeXVIKN IN-Situ vBp1opov pe dpyvpo SISH 1 pia teyviky FISH. Zvviotdton ev tovto1g te)voloyia
SISH dote va glvan emrpentn | TapdAANAn agloldynon g 1oToloyiag Kol TG LopPOoAoYing TOV
oykov. ['a va eEao@aloTtel 11 eyKPOTNTA TOV SUOIKUCIDOV EAEYYOV KOl 1| AYN EXAKPIPOV Kot
AVOTOPOYDYIUOV ATOTEAEGLATOV, 0 Eheyyog Tov HER2 mpénel va dieayetan oe epyactipla
EMOVOPOUEVO e EKTOOEVUEVO TTposmTKO. [TANpelg odnyieg yia tnv ektédeon Tov pebddwv Kot v
gpUNVEiN TOV OmOTEAECUATOV TPETEL VO AAUPAVOVTOL aTd TIG TANPOPOPIES TOV TPOTOVTOG TOV
mapéyovtat LE Tig dokpuacieg Eréyyov tov HER2 mov ypnoomolovvral.

>t dokyn TOGA (BO18255), acheveic twv onoimv ot dykot ftav gite IHC3+ 7 Ogtikoi kot FISH
yopaktnpiotnkav wg HER2 Oetucol kat £t61 cupmepleAnebnoay ot dokiun. Me Baon ta
ATOTELEGLOTA TNG KAVIKNG QOKIUNG, TO EVEPYETIKA OMOTEAEGLLATA TEPLOPIOTNKAY GE 00EVEIS e TO
vynAaotepo eninedo HER2 vrepékppoaong e npwteivng, 6nwg kabopiotnke pe BeTikd omoTéAeoua e
Tiun 3+ pe ™ puébodo IHC, i 2+ pe IHC ko pe Oeticd amotéheoua pe ) FISH pébodo.

Ye pio perétn ovykpiong puebodwv (perétn D008548) mapatnpndnke vymAog Paduods avtictoryiog
(>95%) yia i Tevikéc FISH kot SISH w¢ mpog v aviyvevon g evioyvong tov yovidiov HER2 g
ac0eVEIC e YOOTPIKO KOPKIVO.

H vrepékopoaon tov HER2 B mpémet va aviyvedeton pe m yprion Pacilopevns oty ovosoicToynueio
(IHC) a&orhoynong tov povipomomuévey Tunuatoy tov oykov. H evioyvon yovidiov HER2 6a
TPETEL VOL AVIVEVETOL LE TN YpNom iNn Situ vPpdicpov, ypnoporoidvrag site SISH 1 FISH og
LLOVILLOTIONLLEVOL TUTLLOLTO, TOV OYKOV.

To cuvietdpevo chotuo Badporoynong yia v a&toAdynon tov uopeav ypmong IHC éxel dmwg
avaeépetal otov [ivaxa 3:
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[Tivakag 3 Zuvictdpevo cvotnua Baduoroynong yio v a&toAdynon tov popeav ypoong IHC octov

YOGTPLKO Kopkivo

BaOpég Agilypa yerpovpyeiov - Mop@1] | Aeiypa froyiog — popon A&ohdynon g
APAOONG APAOONG Yrepékppaong tov HER2
0 Kopia avtidpactikotnto Kopio avtdpootikoétra | Apvntiko
QVTIOPOCTIKOTNTO TG AVTIOPUCTIKOTNTA TG
pepfpavng oe < 10% tmv peuppavns oe orolodnmote
KLTTAPWV KOTTOPO TOL GYKOV
1+ Apodpn/pong avtinm Oudoda Kuttdpov OYKov Pe | ApvnTikod
AVTOPACTIKOTNTA TG apvdpn| / HOMG avTiAnmTy
pepPpdévne oe >10% tov avVTOPACTIKOTNTO TNG
KUTTAP®V TOV OYKOV. ueuppavne ave&aptnta amod
Ta kotTOpa avTdpovV HOVO G€ | TO0 TOGOGTO TMV KLTTAPMV
TUAHO TOV HEUPPOVOV TOVG. TOV GYKOL GTO OTOoln
mapatnpeital ypoon
2+ AcBevig émg pétpla Opédoa kuttapmv 6yKov pe | Apgpionuo
aVTIOPACTIKOTNTA OAOKAN PG M | acBevn émc pétpila
NG TAQYLOPOGIKNAG LEUPPavNg | ovTIOpOoTIKOTNTO
og > 10% tov kuttdpmv Tov 0AOKANPMG M TNG
oyKov. mAoyofactkng pepfpavng
aveapTnNTo amd TO TOGOGTO
TOV KLTTAPOV TOV GYKOV
610 omoia TapoTTpEiTOL
XPOON
3+ Ioyvp1 avTdpaotikdT T Oudoa kuttdpmv 0yKov ue | Oetikod
OAGKAN PG M TNG GYLPN AVTIOPACTIKOTITO
mAayofacikng peppfpdvng ce | oAOKANPNG M TNG
>10% TV KLTTAPOV TOV T oyopfactkng pepfpavng
OyKov. aveapTnTo amd TO TOGO0GTO
TOV KLTTAPOV TOV GYKOV
61a onoia TapoTTpEiTOL
APOCN

I'evikd, 1 SISH 1 n FISH Bewpeiton Ogtikn €bv n avaroyio tov aptduol avirypaemy yovidiov HER2
ava KOHTTOPO OYKOL TPOG TOV aplipd aviypdeoVv ypopocouatog 17 eivar peyaidtepn 1 ion tov 2.

KAk ommoteAeoUoTikOTNTO KOl 00QAAELD

Metoaoratikoc kapkivoc Tov LaoTtoD

H tpactovlovpaunn €xet ypnoomombei og kKAvikéc dokipég g povobepameia yio acbeveig pe MKM
o1 omoiot £xovv 6YKoLG Tov VItepekPpalovv To HER2 kai £yovv amotdyel o€ éva 1 meplocdOTEPA
ANUELOOEPUTEVTIKG GYNUATA Y10, TN UETAGTATIKN TOVG VOGO (Tpactovlovpdunn udvo).

H tpactovlovpaunn €xet eniong ypnoorombei oe cGuvovaoud pe TakMta&édn 1 S0GETAEEAT Yol T
Oepancio acBevdv mov dev Exovv AdPet ynuetobepameio yio T HETACTATIKY TOVE VOG0, Ot 0o0eveic
oV lyav TPONYOLUEVMG AAPEL emKovpikn ynuetobepaneia Bacilopevn o€ avBpakviiivn
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avTipetoniomray pe makAMtaciin (éyyvon 175 mg/m? eni 3 dpec) pe 1 yopic Tpactoviovpdpum.
Ty Bacikh Sokun g SoceTaléAng (éyyxvon 100 mg/m? eni 1 dpa) ue M xwpic tpactoviovudpumn,
60 % twv acBevav giyav mponyovpévmg AGPel exucovpikn ynuelodepaneio Paciopevn oe
avOpakvkAivn. Ot acBeveic Aappavayv tpactovfovpaunn péxpt v e&EMEN tng vocov.

Agv éyel peleBel 1 amoteAeopatikdTNTO TNG TPAGTOLLOVUAUTNG 68 GLUVOLACUO LE TaKMTAEEAN o€
acBeveic mov dev EAafov TPONYOVEVT EMKOLPIKT Yy HE avOpakvihives. Q6T000, 1)
TpacToLovpdpmn e cuVOLAGUO e docETAEEAN NTaY AMOTEAEGHOTIKO G aoOgvels, aveEapTnTmg TOV
g glyav 1 oyt AaPer TponyodeVn EMKOVPIKY| Oy@y” HE avOpaKLKAIVES.

2 pébodo dokipaciog mTov apopovoe Ty vaepékppact Tov HER2, yia tov Tpocdiopioud g
KaToAANAOTNTAS TV 060evdV 0TIC Bacikég KAMViKEG dokLES povobepameiog pe TpacToV OVUANTT Kot
TPOGTOLLOVUAUTNG GE GUVOLOCUO UE TAKMTAEEAN, EYIVE XPTOT] OVOGOTGTOYN KNG XPDONG Y1 TO
HER2 am6 povipomompévo viikd 0yK®v Tov LooTov, Pe T Pondeia Tov HOVOKA®VIKGOV OVTICOUATOV
pvog CB11 ko 4D5. Ot 16701 anToi, NToV HOVIHOTOIHEVOL 68 POPUOAT 1| oTafepomomTikd Bouin. O
EPELVNTIKOG OVTOG TPOGOIOPIGLOG TPAYLLATOTOMONKE KATA TIG KAVIKEG SOKIUES GE Eval KEVIPIKO
gPYOOTNPLO UE TN ¥pNomn og kAipakog amd 0 éog 3+. Zvumepiednebnooyv ol acbeveic pe koatdtaén
2+ 1 3+ Bdost g ypdomng evd ol aobeveig TV omoimv N xpodon nrav g TaENg Tov 01 1+
amoxieiomkay. [locoatd dve tov 70% tov acbevdv Tov cupmepleAnebncav mapovsiole
vrepékppacn 3+. Ta dedouéva vTodekvHOVY OTL TOL EVEPYETIKA OMOTEAEGLOTO TTAV HEYUADTEPA
ueta&d tv acbevav pe vynidtepa enineda vaepékppaong HER2 (3+).

> Baotkn dokun g doceTaléAng, ue | yopic tpactovlovpaunn, n koplo uEBodog dokipaciog Tov
PN OILOTOONKE Y100 TOV TPocdloptoud g Betikotntog HER2 tav n avocoictoynueio. Mo
peovotto acbevov eEetdotnke pe ypron ehopilovtog vpidiopov in-situ (fluorescence in-situ
hybridisation, FISH). £t doxyun avtr, 87% tov gyyeypoppuévov acbevov gixav voco IHC3+ kot 95%
TOV gyyeypoppévev aobevav eiyov voco IHC3+ kavn FISH-0gtikn.
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Epoouaodiaio doooloyiko oynue. otov UETOOTATIKO KOPKIVO TOV HO.OTOD

H amotereopatikdma and perétec povobepaneiog kot Bepaneiog cuvovacov cuvoyilovtal GTov

ITivaxa 4:

[Tivakag 4 Amoteléopata 6€ GYEOT LE TNV OMOTEAEGUOTIKOTNTA O TIG PEAETES povoBepameiag Kot
GLVOLOOTIKYG Bepameiog

Hoapapetp | MovoOepomeio Ogpancia cVVOHVAGNOD
0g
Tpactoviovpap | Tpastoviovpap | Moxkitetéh | Tpastoviovpapn | Aocetotéin?
' m g m
Ko Ko docetaléin® N=94
N=172 nokMToEEA? N=77 N=92
N=68

IMocooto 18% 49% 17% 61% 34%
OVTOTOKPL (13 -25) (36 - 61) (9-27) (50-71) (25-45)
one
(95%Cl)
Awdpeon 9,1 8,3 4,6 11,7 57
duapkera (5,6-10,3) (7,3-8,8) (3,7-7,4) (9,3-15,0) (4,6-7,6)
OVTOTOKPL
one
(mivee)
(95%Cl)
Awdpecog 3,2 7,1 3,0 11,7 6,1
TTP (2,6-35) (6,2-12,0) (2,0-4,4) (9,2-13,5) (5,4-72)
(miveg)
(95%Cl)
Awapeon 16,4 24,8 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%Cl)

TTP: xpbvoc g v eEEMEN, TO “OV” VTTOJEKVOEL OTL OEV NTOV SLVOTOV VO VTTOAOYIGTEL ] O&V £XEL
axoun enttevydel.

. Melén H0649g: voopdda acbevaorv IHC3+
2. Melém HO0648g: vooudda acbevov IHC3+

3. MeAétn M77001: TIApng opdda avaivong pe tpodbeon Oepaneiag (intent-to-treat),

amoterléopata 24 unvov

2vvovaotikh Oepomeio pe paotovlOVUGUTH KoL avooTpaloln
H tpactovlovpaunn €xet peretndel oe cuvdvacouod pe avaotpaloin yio Bepaneio TpOTNG YPOUUNG
010 MKM o¢ petepunvonavciokég acleveic pe vrepékppoon tov HER2, Betikode otovug oppovikong
Vd0YElC (T.y. oleTpoyovikovg vtodoyeic (ER) ko vrodoyeic npoyeotepdvng (PR)). H emiBivon
yopic e&EMEN ™ vOGOL NTav SIMAGGL0 6T0 GKEAOG VTTO TPASTOVLOVUAUTN GLV OvASTPALOAT
GLYKPIVOLEVT LE OVTAYV 6T0 6KEAOG TG ovaoTpaloAng (4,8 unveg évavt 2,4 ufveg). o tig GAleg
TOPOUETPOVG 01 PEATIOCELS TOV TOPATNPNONKOAV Y10l TOV CUVOLAGLO NTOV: Y10, TNV CUVOAIKN
avtandkpion (16,5% Evavti 6,7%), yio to deiktn kKhvikod opélovg (42,7% Evavtt 27,9%), yio Tov
1POVo o¢ Vv e&EMEN TG vooov (4,8 univeg évavtt 2,4 unveg). Aev Kataypdenke Kopio
dlapopomoinon PETOED TMV OKEADY MG TPOG TOV YPOVO MG TNV AVTATOKPIOT] Kol Tr] SIIPKELL TG
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avtomokpiong. H didpueon ocvvolikn emPioon emunxdvonke katd 4,6 uqveg otovg acbeveic 6to

6KEAOG TOV GuVdLAGHOV. H dtapopomoinon dev ftav GTATIOTIKE GNUAVTIKY, €V TOVTOLS TEPIGTOTEPOL
Ao TOVG PIooVG acheveic amd T0 6KEAOG TNG AVaGTPAULOANC TPOYDPTOAY GE EVO GYTLL0L TTOVL TTEPLELYE
tpoactovlovudunn pnetd v e&EMéEn g vocov.

Aocoloyiko aynuo. ipiadv-¢fOOUCOY GTOV UETATTATIKO KOPKIVO TOV UA.GTOD
To, amOTEAEGUOTO GYETIKA LLE TNV ATOTEAEGLOTIKOTITO OO [T CLYKPITIKEG HEAETEC povobepameiog
Kol peréteg Bepamneiog cuvovacuov cuvoyiloviat otov [livaxa 5:

[Tivakog 5 Amotedéopota og oYEoT LE TNV OMOTEAECUATIKOTNTO OO TIG [T GUYKPITIKEG LEAETEC
povoBepomeiog Kot cuvovacTIKNG Oeparmeiog

Hoapdapetpog MovoOgpameia BOgpaneio GVVOVAGUOV
Tpaoctovloopaprn | Tpaostovlovpdpnn | Tpastoviovpaunn | Tpastoviovpapnn
! 2 ko toxkhmtaléin® | kon doceTatéin’
N=32 N=110
N=105 N=72

Mocooto 24% 27% 59% 73%

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

(95%CI)

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

dapkera (2,8-35,6) (2,1-18,8) (1,8-2,1) (2,1-55,1)

OVTOTOKPLONG

(wiives)

(£6poc)

Awapeocog TTP 3,4 1,7 12,2 13,6

("ﬁvsg) (218_411) (4’2_8’3) (612_“’”) (11_16)

(95%CI)

Awapeon ov dv ov 47,3

gmpioon (32- dv)

(mijvee)

(95%Cl)

TTP: xpbvoc g v e€EMEN, TO “OV” VTTOJEKVOEL OTL OEV NTOV SVVOTOV VO VTTOAOYIGTEL ] O&V £XEL

axoun enttevydel.

1. Merétn WO016229: 6601 epddov 8 mg/kg, axorovboduevn amd 6 mg/kg npdypappa 3

gfdoudomv

2. Merétn MO16982: 86om epodov 6 mg/kg 3 popéc v efdopdda, axorovBoduevn arnd 6 mg/kg
Tpoypoppa 3 foonadmv

3. Mekém BO15935

4.  Melétn MO16419

Eoticc eléhiéne

H ocvyvomta vmoTpomnc 6To HIop NTOV GTUOVTIKG LEIOUEVT) 6TOVG acbeveic Tov avTeTOTioTNKAY
HE TO GLVOVAGHO TPAGTOVLOVUAUTT KO TOKATAEEAT, GE GUYKPIOT| E TOKAITAEEAT G povobepameio
(21,8% évavt 45,7%; p=0,004). ITepiocdtepot acbeveic Tov aviipueToTicTnKAY HE TPOGTOVLOVUAUTN
KOl TOKATAEEAT TOPOVCINCHY VITOTPOTT GTO KEVIPIKO VELPIKO GUCTNUO OO EKEIVOLE TOL
avtipeToriotnkay pe takArta&éin uovo (12,6% évavtt 6,5%; p=0,377).
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Tpdiuoc kopkivog tov uaotod (emikovpixd tiaiolo)

O mpd1og Kopkivog Lootod opiletal mg un PETACTATIKO TP@TOTAOEG dNONTIKO KopKivope Tov
HO.oTOV.

210 mAaiG10 NG EMIKOLPIKNG Bepameiog, To TpacTovovpdunn diepevvnOnke o 4 peydieg
TOAVKEVTPIKEG, TUYULOTONUEVES OOKIUEC:

- H Melém BO16348 ) omoia oxedidoTnKe Yo vo GUYKPIVEL TNV ay®yn HE TPacTov{ovpaum
ava tpelg efdouadeg et Eva £T0¢ Kat dV0 £T1) £vavTl TG TopakoiovOnong acbevav pe ITIKM
pe Beticd HER?2 petd amod yeipovpyikn emépfoon, kabiepopévn ynuetodepameiol kot
aktvoBepamneio (epdoov €xet epappoyn). Emmiéov, npaypatomombnke cbykpion twv dvo
etwv Bepameiog pe tpacTovlovudumn Evavtt Tov evog £Tovg Bepameiog e TpacTov oOVHAUTY.
O1 acBeveic o1 omoiot opiotnke va Adfovv Tpactovfovpdunn, Eapav pio apytkn 0661 EPOSOV
tov 8 mg/kg, axorovBovpevn and 6 mg/kg kabe tpeig efdouadeg i Eva £Tog 1) dVo £Tn.

- O1 peréteg NSABP B-31 kot NCCTG N9831 mwov mepthappdvouy Ty amd Koo aviAvcn, ot
0To1eg GYEACTNKAV Y10l VO SLEPEVVIICOVV TNV KAWVIKT| ¥PNGILOTNTO TOV GLVIVAGHOD TNG
Bepaneiog tpacTovlovudunng pe toakAtaléin petd and ynueobepaneio AC, emmAéov N
puerétn NCCTG N9831 diepevvnoe eniong v mpoctnkn TpacTov{ovHAUTNG S10d0) KA LE TN
mueobepaneio AC—P oe acBeveic pe HER2 Oetikd [TKM petd amod yeipovpyikn exéupoon.

- H peAét BCIRG 006 1 omoia oyedidotnKe yio va diepevvicel T Bepameios cuvdvacpon
Tpoctovlovudunng e dooetalédn eite petd amo ynueobepancio pe AC gite 6 cuvovAGUO e
doocetalédn kKo kapPomAativn og acBeveig e HER2 Betico TIKM petd and yepovpyikn
enépuPoaon.

O mpduog kapkivog Tov poactov ot dokiun HERA mepropiotke o€ yyepioipo, mpotonadic,
dmMONTIKO 0OEVOKAPKIVIOLLL TOV LOGTOV, LE HOCYOAL0I0VG 0dEVEG BETIKOVG 1] HOCYOALOIOVG 0OEVEG
APVNTIKOVG EGV 01 OYKOL TV TOLVAGYIGTOV 1Cm o€ diduetpo.

v amd kool avdivon tov peretdv NSAPB B-31 kot NCCTG N9831, o IIKM rmepropildtav oe
YOVOIKEG LLE YELPOVPYNOLLO KOPKIVO TOV LaGTOD 6€ LYNAO kivduvo, mov opiletar wg HER2-0gtuco won
OeTco0¢ pacyaiaiovg Aeppadévec 1 HER2 Oetikd kot apvnTikoug AEUPAOEVES LLE YOPAKTIPLOTIKA
VYMARG emtkvduvotntog ( uéyebog dykov>1 cm kot VTOdOYEIG OIGTPOYOVOL APVITIKOVS 1| OYKOG
pey€bovg> 2 cm, aveEdptnta omd TNV OPUOVIKTH KATAGTOOT)).

¥ perétn BCIRG 006, o HER2 Oetikde, [TIKM opicbnke wg site pe Oetucovc Aeppadéveg 1 ue
apYNTIKOOG adEVEG o€ LYNAOV Kivdvuvoy aobeveic yopig tn cvppetoxn (PNO) tov Aeppadévov, Kot
TovAdyiotov 1 and Tovg axdAovBovg Tapdyoviec: péyebog Oykov peyoAdTepo omd 2 CM, apvnTIKol
01GTPOYOVIKOL KOl TPOYEGTEPIVIKOL VITOO0YEIS, BaOOG 16TOAOYIKT G dlapopomoinong 1/t Badpog
dapopomoinong tov mopnva 2-3, | nikia <35 etdv).

To amoteAéoOTO G GYEON LE TNV OMOTEAECUATIKOTNTO TOV TPOoEkvyay amd tn dokiur BO16348
uetd amd drpeon mopakorovdnon 12 unvov* ko 8 etmv** cuvoyilovian otov Iivaka 6:
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[Tivokag 6 Amoteléopata 6€ oyéomn e TV amoteAespotikoTnTa and ™ perétn BO16348

Awgpeon mapakorovdnon Awgpeon mapakorovdnon
12 umvav 8 etdv
[Mopdpetpog Hopampnon | Tpaoctovlovpd | Hapoampnon | Tpactovlovud
N=1.693 umn 1 étog N= 1.697*** umn 1 étog
N =1.693 N = 1.702%**

EmBioon ehevbepn vocov

- ApBuog acbevav pe copPapo 219 (12,9 %) 127 (7,5 %) 570 (33,6 %) 471 (27,7 %)

- ApBpog achevav yopig 1474 (87,1 %) 1566 (92,5 %) | 1127 (66,4 %) 1231 (72,3 %)
oopupapo

T P évavt mopoatipnong <0,0001 < 0,0001

Adyog emkvouvoTTaG EVOVTL 0,54 0,76
TOPATIPNONG

EmBionon ehevbepn vrotpomrg
- Ap1Bpdg acBevav pe sopPopa 208 (12,3 %) 113 (6,7 %) 506 (29,8 %) 399 (23,4 %)

- Ap1Bpog aoBevav yopig 1485 (87,7 %) 1580 (93,3 %) | 1191 (70,2 %) 1303 (76,6 %)
ooupapo

Twn P évavt mapoatipnong <0,0001 < 0,0001

Adyog emuvduvoTnTag EVOVTL 0,51 0,73
Topatipnong

EmBioon ehevBepn
OTOLOKPLGLLEVTIG VOGOL

- Ap1Budg aoBevav pe coppopa 184 (10,9 %) 99 (5,8 %) 488 (28,8 %) 399 (23,4 %)

- ApBuog acbevav yopig 1508 (89,1 %) 1594 (94,6 %) | 1209 (71,2%) 1303 (76,6 %)
oopufopo

Twn P évavtt mopompnong <0,0001 < 0,0001

Adyog emuctvduvoTnTag EVOVTL 0,50 0,76
TAPATHPNONG

Yvvolikn emPicoon (Bavatog)

- Ap1Buog acbevav pe soufopa 40 (2,4 %) 31 (1,8 %) 350 (20,6 %) 278 (16,3 %)
- ApBuog acbevav yopig 1653 (97,6 %) 1662 (98,2 %) | 1347 (79,4 %) 1424 (83,7 %)
oopfopo

Twn P évavtt mopompnong 0,24 0,0005

AOYOC EMKIVOLVOTNTOG EVAVTL 0,75 0,76
TAPATHPNONG

*To cuykOplo KoToAnkTikd onueio g emiPiovong ekedtdepng vooov (DFS) yia 1o 1 étog évavtl g
TOPOTAPNONG IKOVOTOINGE TO TPOKUBOPIGIEVO GTATIOTIKO OPLo

27



**Telkn avalvon (coumepiiapfovousvng e dtotopmons tov 52% tov acbevdv omd 10 6KEAOG
TOPOTNPNONG TNV TPAGTOVLOVUAUTN)

*** Yrdpyel S1opopd 610 cUVOAKO LEYEDOG TOV delyaTog AOYm TOv UiKpov aplfpod Tov achevaov
7OV TLYOLOTTOOMNKAY LETA QIO TNV KATOANKTIKT NULEPOUNVIA Y10, TNV AVOAVGT SLAUESNS
mapakolovOnong tov 12 pnvov

Ta amoTEAEGUOTO GE GYEOT UE TNV OTOTEAECUOATIKOTNTO OO TV EVOLIUEST OVAALOT
OTOTELEGLLATIKOTNTOG VEPEPNGOV TO TPOKABOPIGUEVO OO TO TPMOTOKOALO GTATIGTIKO OPLO Yo TN
ovykpion Tov 1 £Tovg g Tpactovovpdunng Evavtt g Tapatnpnons. Metd amd diapeon
napakorovOnon 12 unvav, o Adyog emkivévvomrog (HR) yia v emBioon eledbeprn vocov (DFS)
nrov 0,54 (95% C1 0,44, 0,67), T0 omoio petappaleror o€ amdAvTo dperog 7,6 enl To1 exaTd
1060oTIHOV povadwv (85,8% évavtt 78,2%) viép tov 6KELOVG VIO TPAGTOLLOVUAUTT], GTO TANIG1O
€vOg m0600T00 emPicnong erevbepng vocov enti 2 ypdvia.

Mia telikn| avédAvon mpaypotonomOnke petd and didpeon topakorovdnon 8 etmv, 1 onoia £6e1Ee OTL
1 érog Bepamneiag pe tpactoviovpaunn oyetiCeton pe peiwon tov Kvdvvov katd 24% cuyKpLTikd pe
v opdda maparipnong uovo (HR=0,76, 95% AE 0,67, 0,86). Avto petappdletol o€ andlvto
0pelog 6,4 Tocootiainy povadwv vép Tov 1 étovg Bepanceiog pe TpacTov OVUAUTY, GTO TANIGLO EVOC
10600100 emPimong ehevbepng vocsov eni 8 ypdvia.

€ 0T TNV TEAMKT avalvon, 1| exéktaot g Bepomeiog pe tpactovlovudunmn yio Stdotnua 600 ETOV
dev éde1&e emmpoobeto 6pelog Evavtt Tng Oepameiog yia 1 £tog [DFS HR otov minbuopo pe mpdbeon
Oepoameiog (ITT) ya 2 £ évavtt tov 1 £tove=0,99 (95% CI: 0,87, 1,13), tiun p=0,90 ko1 OS HR=0,98
(0,83, 1,15), tiun p = 0,78]. To m0606TO THG AGVUTTOUATIKAG KOPSIAKNG SueAEITovpying NTav
avénpévo 6to okELOG TG dletoig Bepanciag (8,1% Evavtt 4,6% oto okélog Bepanciag 1 £Tovg).
I[Mepiocdtepor acbeveig ppavicay Tovhdyiotov Eva avemfounto copfav 3°° 1 4°° Babuod (20,4%)
070 6KELOG d1eTOVG Bepameing cuYKpLTIKd e To okéAog Bepameiag evoc tovg (16,3%).

Y11g peréteg NSAPB B-31 koaw NCCTG N9831 n tpactovovpdunn yopnynbnke o€ cuvovacuod pe
maxhMragéln, petd ) ynuetobepomeio AC.

Ao&opovﬁmwn K0l KUKAOQ@SPapidn yopnynnkav tavtdypova mg e&Ng:
gvBopréPra SoEopovPxivn (push), oto 60 mg/m?, yopnyoduevn kade 3 efdopddeg yio 4
KOKAOLC.

- gv8oprEPra kKukLopwoeapidn, ota 600 mg/m? yia méve and 30 Aemtd, xopnyhdnke kade
3 efoopadeg yia 4 kbdxhovg.

H roxAta&édn, oe cuvdvacpod pe tpactovlovpduntn, xopnynonke oc eEng:
- evBopréPia marxhitatéAn - 80 mg/m? wg o cuveyh evdoAEBio £yyvom, xopnyoduevn
Kk@0e efdopdda yio 12 efdopddec.

- evdopréPra maxhtaléAn - 175 mg / m? wg pio cuveyr| evioeAEBia £yyvom, xopnyovuevn
Kké0e 3 efoopadeg yia 4 korkhovg (Muépa 1 kabe kourhov).

To anoteAéGHOTO GE GYEON LE TNV OMOTEAECUOATIKOTNTO OO TNV ad Kowvov avaivon tov NSABP B-
31 kou NCCTG 9831 peretmv tn oTIyun TG OPIGTIKNAG AVAALGTG TNG EMPinong eAevBepng vocov™
ovvoyilovtor otov [ivaka 7. H uéon didpketo e mapaxorovdnong nrav 1,8 ypdvia yio toug
acOeveic 610 okélog AC — P kat 2,0 ypdvia yuo toug acBeveig oto okéhog AC — PH.

28



[Mivokag 7 Iepiinyn g anotedespotikdTnTag amd Ty omd kKowvod aviivon tov NSABP B-31 kot
NCCTG 9831 peretdv tn oty TG OpIoTIKNG aviilvong g emiPinong eAebbepng

voocov*
IMopdperpog AC—P AC—PH 2xetkog Kivovvog
(n=1679) (n=1672) évavtt AC—P
(95% CI)
T p

EmiBioon ehedbepn vocov

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

AmopaxpuGHEVT VTTOTPOTN

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

®dvartog (XOpPapa cuVorKNg

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

Ap. acBevarv pe copPapa p<0,014**

A: do&opovfikivn, C: kukhoemopauion, P: maxiitaléln, H: tpactovlovpdaumn

* Kotd ) didpeon didpketo e mapaxorovnong tov 1.8 etdv yia toug acbeveic oto oxéhog AC—P
ka1 2.0 etdv Yo toug acBeveic 1o oxéhog AC—PH.

** 1 T P Yo T cvvoAlkn emiPionon dev Eemépace 1o TPokabopioUEVO GTATIOTIKO OPLO Y1o T
ovykpion Tov AC—PH évavti tov AC—P

I 10 KOpro TeAKd onpelo, TV enPimon erevBepn vOGOL, 1| TPOGHNKN TNG TPOGTOLLOVUAUTNG OT
ymueobepaneio pe maxitalédn odynoe o€ peiwon 52% tov Kvdvvov vToTpomng T vocov. O
OYETIKOG KIvOUVog LeTAPPAleTal 6€ amOAVTO OPEAOG, 0TA TANICLA TV 3 TV emiPimong eAevBepng
vooov katd 11,8 mtocootiaieg povadeg (87,2% évavt 75,4%) vrép tov okélovg AC — PH
(tpactovlovpdpmn).

Kotd m otrypn g evnuepopévng ékdoong aceaieiog petd and éva péco o6po 3,5 — 3,8 etdv
mapakorlovOnong, n avéivuon g emPioong eredbepng voocov enavaemiPefoidvel to uéyebog tov
0PEALOVC TTOV PAIVETOL GTNV OPLOTIKN avdAven avtic. [lapd ) dactavpmon tov acbevodv omd v
opada eAEYYOL GTNV TPASTOVLOVUAUTTY, 1| TPOSHNKN TG TPAGTOLLOVUAUTNG OTY| YNHE0Bepaneia pe
nmaxhMtaéln odnynoe o peimon 52% tov Kivdhvov votpomng T vocov. H tpoctnin g
Tpoactovlovudunng ot ynuetobepaneio pe mokATaEEAN, odnynoe eniong oe peiwon 37% tov
Kwvdvvov Bavdtov.

H mpooyedraopuévn telkn ovaAvon e GuvolkNG emPioong amd Ty omd Kooy avaivoT| Tov
ueretddv NSABP B-31 kot NCCTG N9831 d1e&nydn dtav iyav Aapet ydpa 707 Odvator (uéon
napakorovOnon 8.3 £ oty opdda AC—PH). H Ogpaneia pe AC—P H eiyxe og anotéreopo pia
OTOTIOTIKA ONUOVTIKT Pedtinon tng cuvolikng emPimong cvykpitikd pe AC—P (otpopatomompévo
HR=0.64; 95% CI [0.55, 0.74]; log-rank p-value < 0.0001). Zto 8 étn, vroloyiletot 6Tt TO0 TOGOGTO
emPioong nrav 86,9% oto oxéhog AC—PH kot 79,4% oto oxéhog AC—P, andivto dperog 7,4%
(95% CI 4.9%, 10.0%).
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Ta, teAKd amoteAéo ot ™G GVVOAMKNG emPinong amd Ty omd Kotvod avilvon tov peietmv NSABP
B-31 kot NCCTG N9831 cvvoyilovtal otov [Tivaxa 8 mapaxdte:

[Mivakog 8 Telikr GuVOAKT avaAVOT] GUVOAKNG EXPIMONG OO TNV OO KOO OVIAVGT| TOV LELETMV
NSABP B-31 kot NCCTG N9831

IMapapetpog AC—P AC—PH p-value évovrtt Adyog
(N=2032) (N=2031) AC—P EMIKIVOLVOTY
ToG EVOVTL
AC—P(95%
Cl)
®dvartog (cOpPopa GLVYOMKNG
emPioonc): 418 (20.6%) 289 (14.2%) <0.0001 0.64
Ap1Buog acbevav pe ooufapo (0.55, 0.74)
(%)

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

H avéivon g EmPioong EAevBepng Nocov (DFS) mpaypatonomnke eniong Kotd v tehkn
avaivon g Zvvolkng EmPioong amd v and kowvov avaivon tov peietdv NSABP B-31 kot
NCCTG N9831. H emkorpomompévn avdivon tov onotekespudrov s EmBinong EAebBepng Nocov
(DFS) (otpwpatomomuévo HR = 0.61; 95% CI [0.54, 0.69]) £dei&e mapopoto 6perhog DFS og
GUYKPLON UE TNV OPIOTIKN Tp@TOpYIKT ovéivon DFS, mapd 1o 24,8% 10V 000evdv 610 6KEAOG
AC—P ot ontoiot mpoydpnoov otn Aqun tpactovlovpaunns. Xto 8 €1, To T0606To TG emPBimong
erevbepng vooov vohoyiotnke oto 77.2% (95% CI: 75.4, 79.1) oto okéhog AC—PH, andlvto
o6pehoc 11,8% o€ ovykpion e to okérog AC—P.

2 perétn BCIRG 006 1 tpactovlovpdunn yopnynonie gite oe cuvovacud e S0GeTOEEAT, LETE TN
ynueodepancio pe avBpoxvkrivn (AC — DH) 1 o€ cuvdvacpod pe dooeta&Eln kot kapBomhativy
(DCarbH).

H docetalédn yopnynbnke wg e&ne:

- evdopAEBLa Socetatédn - 100 mg/m? g evdopAéPia éyyvon Sidpretag 1 dpag,
yopnyeito kaOe 3 efdopddeg yia 4 kOKAOLS (MUEPA 2 TOV TPATOL KOKAOV d0GETAEEANG,
o1t cuvéyetla, TNV nuépa 1 kdbe emdpevov KHkiov)

- evooQAEPLO dooeTa&ENN - 75 MQ/M2 w¢ evdopAéPia Eyyvon diapkelag 1 dpag,
yopnyeito kabe 3 efdopddeg yia 6 kvrkhovg (Nuépa 2 Tov KuKAoL 1, 61N GUVEYELD,
nuépoa 1 kabe emdpevoL KOKAOD)

N omoia akoAovbeito amd:
- KkapPfomlativa - pe otdyo AUC = 6 mg / mL / min yopnyeito pe evdo@AéPia Eyyvon emi

30-60 Aentd ko emavarapfovotay kdde 3 efdopadec Yo suvorkd &L KOKAOVG

H tpactovlovpaunn yopnynhonke o efdopadiaio Baon e ynuetobepamneio kot 3 foopadiaing ev
ouveyeia 1o cuvoAlKd 52 efoopdded.

Ta anoteréopato oe oyéon ue v omotelecuatikomra omd tv BCIRG 006 cuvoyilovial otoug

IMivakeg 9 ko 10. H péon didpketa g mapakorovdnong frav 2,9 ypovia oto okérog AC — D ko 3,0
xpovio. o€ kKabéva omd ta okéAn AC — DH ko DCarbH.
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ITivokag 9  Emiokomnon g amoterecpatikotntog tov avoivcemv BCIRG 006 AC — D évavtt AC

— DH
IMopdperpog AC—D AC—DH 2yetkog Kivouvog
(n=1073) (n=1074) évavtt AC—D
(95% CI)
T p
EmBioon ehevbepn vocov 195 134 0,61 (0,49, 0,77)
Ap. aoBevov pe ocouPapo (%) p<0,0001
ATOHOKPVGUEVT VTTOTPOTN 144 95 0,59 (0,46, 0,77)
Ap. acBevarv pe copPopa p<0,0001
@(,XV(X.‘CO(; (2’()”[3(1”(1 GDVO)&IKT']Q 80 49 0,58 (0,40, 0,83)
emPioong):
Ap. acBevav pe copfopa P=0,0024

AC—D = 60&opovPikivn ouv KukAoQ®GEauidn akolovBovuevn and docetaléln, AC—DH =
do&ovpoPfikivn Guv KLKLOPOGEaUION akoAovBoduevn amd doceTaéEAN Kot Tpactovlovudunrn, Cl =
SlioTN O EUTIGTOGHVIG

[Tivaxog 10 Emiokomnon tng anotedespotikotntog tov avorlvcemv BCIRG 006 AC—D évavtt

DCarbH
Mapdpetpog AC—D DCarbH YyeTIKOG Kivouvog
(n=1073) (n=1074) évavtt AC—D
(95% CI)
TN p
EmBioon ehevbepn vocov
Ap. acBeviv pe ooufapa (%)
195 145 0,67 (0,.54, 0,83)
P=0,0003
AmopaxpuGHEVN VTTOTPOTN
Ap. acBevarv pe copPopo
144 103 0,65 (0,50, 0,84)
P=0,0008
®dvartog (ZOpuPapo cuVoAKNg
emPioong):
Ap. acBeviv pe ooufapa 80 56 0,66 (0,47, 0,93)
p=0,0182

AC—D = oEovpofikivn ovv KokhoPoo@auion akorovboduevn and docetatéln, DCarbH =
dooetalédn, kapPfomhativn kot tpactovlovudunn, Cl = ditdotnua EUmIGTOGVUVNG
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> peiétn BCIRG 006 yia 1o k0pro tedikd onueio, v exiPimon eredOepn vocov, 1 avoroyio
KIvoOvou PeETappaleTal 6€ omdAlvTo 6QELOG, 6T TAiolo TV 3 eTdV emPinong eAebBepnc vocov g
1060070 eniPinong g tééng Tov 5,8 Tocootiaisg povadec (86,7% évavtt 80,9%) viép Tov oKEAOVG
AC —DH (tpactovlovpdunn) kot 4,6 mocootiaieg povadeg (85,5% évavtt 80,9%) vaép tov DCarbH
(tpactovlovpdpnn), oe ovykpion pe to okéroc AC — D

¥t perétn BCIRG 006, 213/1075 aoBeveic oto okéhog g DCarbH (TCH), 221/1074 acBeveig oto
okéhog AC—DH (AC—TH «ot 217/1073 oto okéhog AC — D (AC—T) giyav xatd Karnofsky
deiln puokng katdotoong < 90 (gite 80 1 90). Aev mapatnprOnkKe 0PEAOC WG TPOG TNV eAeOEPN
vooov emBimon (DFS) oe avt) v vroopdda achevav (oxetikog kivovvog = 1,16 95% CI [0,73,
1,83] yio DCarbH (TCH) évavtt AC—D (AC—T), oyxetikds kivdvvog 0,97, 95% CI [0,60, 1,55] yia
AC—DH (AC—TH) évavtt AC—D).

EmumAéov, pia post-hoc diepevvntiky avdAvon npaypotorombnke pe ta dedopévo mov tibevtaon amod
v Kown avaivon (JA) tov NSABP B-31/NCCTG N9831* ka1 BCIRG0O06 kAMvIK®V HEAETOV TOV
cuvdovalel Ta cvuppdpota g emPinong eredBepng VOGO Ko TOL GUUTTOUATIKA KOPIKA YEYOVOTQ
Kol ta onoia cvvoyilovtor otov [Tivaxa 11:

IMivaxag 11 Amoteléopato post-hoc diepevvntiknig avaivong omod tig kKhvikég ueléteg JA NSABP B-
31/NCCTG N9831" xar BCIRGO006, n omoio cuvdvalet cuupavta DFS kot
GUUTTOUOTIKG KOPIKA cLUBavTa

AC®PH AC®DH DCarbH (évavtt
(évavtt AC®P) (évavtt AC®D) AC®D) (BCIRG
(NSABP B-31 ka1 (BCIRG 006) 006)
NCCTG N9831)*
[potapykn Avaivon
ATOTEAEGLOTIKOTITAG 0,48 0,61 0,67
Tyetikog Kivovvog EmPioong (0,39, 0,59) (0,49, 0,77) (0,54, 0,83)
EXevBepmg vooov p<0,0001 p< 0,0001 p=0,0003
(95% CI)
Tymp
Avdlvon pakpompofesung
TapokorovOnong
OMOTELEGLATIKOTNTOG 0.61 0.72 0.77
Tyetikog Kivovvog EmPioong (0.54, 0.69) (0.61, 0.85) (0.65, 0.90)
EXeb0epng vooov p<0.0001 p<0.0001 p=0.0011
(95 % CI)
Tymp
Post-hoc diepevvnticy avéivon
ue emPioon ekevbepng vocou
KOl GUUTOUOTIKOV KOPOLUKDV
ocopupapdtov
MokpompdBeoun
napokorlovdnon”™
Yyetucog Kivouvog 0,67 0,77 0,77
(95% CI) (0,60, 0,75) (0,66, 0,90) (0,66, 0,90)

A: do&opovfikivn, C: kukhopwopauion, P: takhta&éln, D: docetagéln, Carb: kapporiativn, H:
tpoactovlovudunn, Cl: dStdom o epmictocivng
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*Kotd ™ ottyun g oploTikng avaivong g eniimong ehevbepng vocov. H didueon didpkela g
napakorovOnong Ntav 1,8 £t 610 okéhog AC—P kar 2,0 £ 610 oxéhog AC—PH.

Adpeon didpkelo g pakpompdhesung mapokolotdnong e amd Kovod avaivong KAVIKOY
ueietmv nrav 8,3 £t (Suakvpovon: 0,1 éog 12,1) yia 1o okéhog AC—PH ko 7.9 étn (Sraxdpavon:
0,0 éwg 12,2) y10. to okéhog AC—P. H didpeon didpkeia g pokpompofeouns topakorovdnong yo
) perét BCIRG 006 tav 10,3 étn kau oxéhog AC—D (Swakvpavon: 0,0 Eémgl2,6 £1n) kot 6T0
okéhog DCarbH (droxopavon: 0,0 éog 13,1 £tn) o 10,4 £t (Sraxdpoven: 0,0 éwg 12,7 ét). 610
okéhog AC—DH

Tpii1uo¢ kopkivog Tov UaoToD (E100YYIKO-ETIKOVPIKO TAGLCLO0)

Méypt otrypng, dev elvar Sobécia amoTeAEGUATO TO OO0 GUYKPIVOLV TNV ATOTEAEGUATIKOTNTA TG
TpoacTov ovudumng 6tay yopnyeital pe ynuelodepaneio 610 TAAIGIO TNG EMKOVPIKNG OYWYNG ME
gKeivn oV amokoplETONl 6TO TANIGLIO TNG EICAYMYIKNG/EMIKOVPIKNG Oy®YNC.

210 TAQIG1O TNG EICAYOYIKNG-EMKOVPIKT|G Oepameiag, n pedéty MO16432, pio moAvkevTpikn
TUYOIOTOMUEVT, LEAETT] GYEDIUCTNKE TPOKELUEVOD VoL O1epeLVNOEL 1) KAVIKT] OTOTEAECUATIKOTNTO TNG
TAVTOYPOVNG XOPYNONG TPAGTOVLOVUAUTNG [E EIGOYOYIKN ¥Mueobepaneio cupmepthapavopuévng
g avOpaKLKAIVNG Kot TNG TAEAVNG, OKOAOVOOVUEVIG OO ETKOLPIKT ay®mYN HE TpacToviovudum,
UéypL cuvoAkn dtdpketa Bepameiog 1 £tove. Xtn pelém evtdyOnkav acbeveig ot omoiot giyav
dwyvacbei Ttpdspata e Tomika Tpoympnuévo (Xtadiov II) 7 ereyuovmdn IIKM. Acbeveig pe
HER2+ 6ykovg tuyaromomOnkoay va Adfovv gite eicaymykn ynpeobepansio tovtdypova pe
E100YMYIKN-EMIKOVPIKT Oepameia e TpacTtovlovUauTn ite HOVO E1G0Y®YIKN ¥nueobepameia.

¥t pelétn MO16432, xopnynOnke tpactovlovpdunn (8 mg/kg d6om epddov axorovBovpevn and

6 mg/kg 60om cuvtipnong kabe 3 fdopddsg) tovtdypova pe 10 KOKAOVG EIGOYMYIKNG
ymueobepameiog

oG £ENG:

e AofopovPixivn 60 mg/m? xon maxira&édn 150 mg/m?, yopnyodueva 3 popég efdopadiaing
v 3 KOKAOVG,

Ta oToia akoAoLONOnKaY ard:

o TlaxkMrta&éin 175 mg/m2 yopnyoduevn 3 popég efdopadiaimng yio 4 KOKAOLS,
70 omoio axoAovOnOnke amd:

o CMF v nuépa 1 xar 8 kdBe 4 efdouddeg yro 3 KOKAOLG
70 01010 aKOAOVONONKE UeTd TN YEPOLPYIKN eméuPacn amd

o  Emmpochetovg kiKAovg emtkovpikng Oepameiog pe tpactovlovpdumn (Léxpt vo, cuumAnpwbsei
1 ypdvog Bepameiog)

To aroteléopata e oyéon pe v amotelecpatikoOtnTo od TnMeAiétn MO16432 cuvoyilovtal otov

ITivoka 12. H didpeon didpkela tng mopakolovOneng 6to okéAog ¢ tpactovlovpdunng frav 3,8
XPOVIQL.
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MMivaxag 12 Anotelécpoto o€ GYE0T UE TNV OTOTELEGLOTIKOTNTO and T peAétn MO16432

IMopdperpog Xnpueobepaneio | Xnueobepameia
+ povo (n=116)
tpactoviovpdp
m
(n=115)
EmiPioon ehedbepn 2yeTIkog
ocvpfapdtov Kivévvog (95%
CIl)
Ap. acBevav pe coufapa 46 59 0.65 (0.44, 0.96)
p=0.0275
ZUVOAIKT TOHOAOYOUVOTOUIKT 40% 20.7% (13.7, 29.2) P=0.0014
TAPNG avtamdkpion * (95% (31.0, 49.6)
Cl)
Yuvolikn emPicoon 2yeTIKOg
Kivduvog (95%
Cl)
Ap. acBeviv pe ooufaopa 22 33 0.59 (0.35, 1.02)
p=0.0555

*oplopevn g amovcio 0moloVdNTOTE EMBETIKOD KAPKIVOL TOGO 6TO HAGTO OGO KOl GTOVG
pooyoilaiong adéveg

AmdéAvTo 69er0¢ 13 T0c0oTINIMY HOVAS®Y EKTIUNONKE VITEP TOL GKEAOLG TNG TPAGTOVLOVUAUTNG MG
npog TNV Tpiet emPimon erevbepn copPopdtov (65% Evavtt 52%).

Metaototikog YaoTpikog KopKivog

H tpactovlovpdaunn peretOnke og o TuyOOTOMUEVT], OVOIKTNG EMGTLAVONS doKiun edong 1
ToGA (BO18255) og cuvdvacud pe ynuetobepomeio évavtt ynuetodepameiog uovo.

H ynpewoBepaneio yopnyndnke g e&ng:

- xomeottafivn - 1000 mg/m2 amd 1o otdpa, Vo Popéc nuepnoing yio 14 pépeg kébe
3 efoopadeg yia 6 koxdovg (amdyevpa g 1nNg Nuépag mg mpwi g 15ng nuépag kabe
KOKAOD)

- evdopréfra 5-pBoproovpaxiin - 800 mg/m2/muépa g cuvexng evoopAéPia Eyyvon oe
YPOVIKO dtdoTna S nuepmv, yopnyovpeva kabe 3 gfdopdadss yio 6 KokAovg (Muépeg In
£m¢ 51 kdOe kKOHKAov).

To kB éva amd avtd yopnynonke pe:

- olomhativn - 80 mg/m2 kabe 3 gfdopddeg yio 6 kOkAovg v In nuépa kébe KdKAOV.

Ta anoteAéopota TG omoTeElecuatikOTNTOG 0mtd TN peaétn BO18255 cvvoyilovtan otov [ivaxa 13:
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ITivokg 13 AmoteAéopota o€ oy€on Le TV amotehecpuotikdma omd ) peiétn BO18225

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

Yuvolkn emPioon, Pveg 11,1 13,8 0,74 (0,60-0,91) 0,0046

(dtbipeon Tun)

EmBioon yopig EEMEN TG 55 6,7 0,71 (0,59-0,85) 0,0002

vooov, unveg (S1dpeon tiun)

Xpovog £mg v eEEMEN TG 5,6 7,1 0,70 (0,58-0,85) 0,0003
vOGov, UNveg (S1apeoT TIUN)

2UVOAIKO TOGOGTO 34,5% 47,3% 1,70* (1,22, 2,38) 0,0017
amoxpiong, %

AbpKela omOKpIoNG, UNVES 4,8 6,9 0,54 (0,40-0,73) | <0,0001
(drbipeon Tun)

FP+H: ®Bopromupyudivi/Ziemrativi + Tpactovfovpdpsn
FP: ®Bopromopuidivn/Ziomiativn
* Adyog mbavotitov

Ot acBeveic mov ocuppeteiyay otn pelén dev elyav mpornyovpévas vtoPfindei oe Bepaneia yio HER2-
0eT1KO, UN EYXEPNOLLO, TOTIKA TPOYMPNUEVO 1 VITOTPOTLALOV KON LETAGTATIKO 0OEVOKAPKIVMLLQ
GTOUAYOV T} TNE YAOTPOOIGOPUYIKNG GUUPOANG, TTOL deV emdeyOTOY Oepamevtikn aymyr. To mpoTtedov
KATOANKTIKO onueio, Tov 1 Guvolikn emBiwon 1 omoio opicTnKe MG 0 XPOVOG OO TN UEPA TNG
Tuyoomoinong £g T Hépa tov Bavdatov and omoladnmote artia. ‘Ewg tn ottyun g avdivong tov
amoteheoudtov giyav teddvel cuvolikd 349 Tuyotomompévor acbeveic: 182 acbeveic (62,8%) ord to
okéA0G TNG opadag eEAEyyov kot 167 acbeveig (56,8%) amd v opudada mov ehduPave Oepamevtin
ayoyr. H mietovotta tov Bavatov opsiloviav oe copfduata mov oyetilovtay e ToV VTOKEILEVO
KapKivo.

Ex 10V vo1épmv avoldcelg VTTOOHAd®V KATAOEKVOOLV OTL Ol BETIKEG emdpacelg TG Bepameiog
neplopilovial ot 6T0YXEVON OYK®V Ue yNAdtepa enineda tpwteivng HER2 (IHC 2+/FISH+ ) IHC
3+). H didueon ovvorikn emBioon yio v oudda pe vynin ékppacn HER2 ftav 11,8 piveg évavtt
16 unvaov, HR 0,65 (95% CI 0,51-0,83) ka1 n didpeon emPimon ywpic e£EMEN g vooov Ntav 5,5
pnveg évovrt 7,6 pnvav, HR 0,64 (95% C1 0,51-0,79) yia to okédog FP évavtt tov okéhovg FP+H,
avtiotorya. o tn cvvoriky emBioon to HR ftav 0,75 (95% CI 0,51 — 1,11) otv oudda
IHC2+/FISH+ ka1 to HR ftav 0,58 ((95% CI 0,41 — 0,81) otnv oudda IHC3+/FISH+.

e pia SlepevvnTikn avéAvon vroouddmv mov dieldynke ot dokiun TOGA (BO18255) dev vanpye
KOVEVO ELEAVEG OPEAOC GTN GLUVOALKY| emBiwon e v TpocOnkn g Tpactovlovudunng oe acbeveic
pe ECOG PS 2 xatd v évapén g Oepanciog [HR 0,96 (95% CI 0,51 — 1,79)], un perpriowun [HR
1,78 (95% C1 0,87 — 3,66)] kot tomikd wpoywpnuévn vooo [HR 1,20 (95% C1 0,29 — 4,97)].

Hodrorpikdg tAnbvoude

O BEvponaikdc Opyaviouods Papudkmv Exel dOGEL amaAloyn amd TNV VIoyPEMST VITOBOANG TV
QTTOTEAEGUATOV TOV UEAETMOV UE TNV TPUCTOLLOVUAUTN GE OAEC TIG VITOOUADES TOV TALOLALTPLKOD
TANBVoPOY Yoo KOPKIVO PAGTOD KO YOOTPIKOV Kapkivov (BAETe mapdypapo 4.2 yio tAnpopopieg
GYETIKA UE TNV TOULOTPIKT] ¥P1oN).
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5.2  ®uppuoKoKiviTIKES IOLOTNTES

H pappaxoxivntiki g tpactovovpudunng a&loloynonke og éva HOVTELD AVAALGNC
QOPUOKOKIVITIKNG TANBVGHOV, TO 0TT0i0 ¥PNGIUOTOINGE CLYKEVTPOTIKA dedopéva and 1.582 drtopa,
ocvpmeptiapfovopévev acbevov pe HER2-0etikd petaototikd Kopkivo Tou HosTton, TPOO KopKivo
TOV HOLGTOV, TPOYOPNUEVO YOOTPIKO KOpKivo 1 dAAOVG TOTOVG OYKOV, Kot LYIdV e0glovidv, o 18
peréteg pdaong I, 11 won 111, o1 omoiot Elafav evéopréfia tpactovovpdunn. Eva poviého dbo
SlopePIoUATOV e TOPIAANAT YPOLUUIKY] KOL LT YPOLLLUKT] OTOUAKPUVOT OO TO KEVIPIKO SLOUEPICLLOL
TEPEYPAYE TO TPOPIA GLYKEVIPOONG ¥POVOL TNG TPASTOVLOVUAUTNG. AOY® TNG PN YPOLUIKNG
ATOIAKPVVOT|G, 1 OAIKT KaBapor avéndnke pe pelovpevn ouykévipwon. Eropévog dev pumopel va
e€ayBel oTabepn TiuN Yo 10 YpOvo Nuicelog Long g Tpactoviovpdumne. O xpovog tip peliovetal pe
™ HElDON TOV GLYKEVTPOGEDY EVTOC £VOG 60G0A0YIKOV dtaothuatog (BAéne TTivaka 16). Ot acheveic
LE LETACTOTIKO KOPKIVO TOV HOGTOD Kol TPOLO KOPKIVO TOL HOGTOV Elyov TapOUOoteEg
QOPLOKOKIVITIKEG TTopapéTpovg (m.y. kdBapon (CL), dykog kevtpikov diapepiouatog, (Vq) kot
npoPrendpeves and tov TAnbuoud ekbioelg otabepnc kotdotaong (Cmin, Cmax kot AUC). H ypappikn
KkéBapon Mrav 0,136 L/muépa yia tov petactatikd Kapkivo tov pactov (MKM), 0,112 Limuépa yua
TOV TPOO Kopkivo Tov pactol (ITKM) kot 0,176 L/muépa yio Tov Tpoympnuévo YaoTpikd KapKivo.
Ot TYég TG TaPAPETPOL LN YPOUIIKTG amopdkpuvens nTav 8,81 mg/muépa yuo tov péyioto puud
anmopakpuvons (Vmax) kat 8,92 meg/mL yio t otabepd Michaelis-Menten (Km) yia t1¢ acbeveig pe
HETOOTATIKO KAPKIVO TOV LOGTOV, TPMOILO KAPKIVO TOL LAGTOV KOl TPOYWPTLEVO YAGTPIKO KopKivo.
O 6yKkog kevTpikoD dlapepicpotoc nTov 2,62 L yio Tic aoeveic [ie HETAGTATIKO KOPKIVO TOV LOGTOD
KoL TPOO KapKivo Tov pactov, kot 3,63 L yia tig acBeveig pe mpoympnpévo yaotpikd Kapkivo. Xto
TEAIKO LLOVTELO PAPUOKOKIVITIKAG TANOLGLOD, EXITAEOV TOV TOTOV TOV TPOTOTAOOVS GYKOL, TO
COUOTIKO PAPOG KOl 1] OCTOPTIKN GULVOTPAVOPEPUOT] KOl 1) AEDKOUATIVI] 0pOD EVIOTIGTNKAY MG
OTOTIOTIKA GNUOVTIKEG GUUUETOPANTES, Ol omoieg emnpedlovyv TV €kBeom TG TPAGTOVLOVUALUTNC.
Qo1660, 10 Péyehog g eMidpaong avTdV TV cuppeTaAnTdV oty £kbeon g TpacToviovudumng
VTOOEIKVOEL OTL 0L GLYKEKPIUEVEG GUUUETAPANTEG gival amifavo Vo deKGOVY 0TO1ONTTOTE KAVIKA
ONUOVTIKN EMIOPAOT OTIS GVYKEVIPAOGCELS TNG TPASTOVLOVUAUTNG.

O1 poPrenduevec omd Tov TIANOvoUd TEG EkBeong TS POPUAKOKIVITIKNAG (Stdueon Tiun pe 5° — 95°
EKOTOGTNUOPIO) KOL OL TIEC TOV TOPAUETPOV QUPUUKOKIVITIKNG O€ KAIVIKA GYETIKEC GUYKEVTIPMGELG
(Crnax xat Crin) Yo T1G 000gVEiC pE HETAOTATIKO KAPKIVO TOV HOGTOD, TPOLLO KOPKIVO TOV HOGTOD KO
TPOYWPNUEVO YAGTPIKO KaPKivo, o1 omoieg Elafav Bepomeio pe Ta eyKEKPIUEVE SOGOAOYIKE GYN AT
ava 1 efdoudda (qIw) kot ovd tpetg efdouddsg (q3w) supavilovton otov Iivaka 14 (Kdkiog 1), otov
[Tivaxa 15 (otabepn| katdotaor) kot otov [livaka 16 (pappokoKivntikég TapaueTpol) OT GLVEYELD.

[Mivaxog 14 [poPremdueveg amd tov TANOLGUO TiHES EkBeomnc papuakokvnTikng otov Kokio 1
(dtéipeon Tun He 50 - 950 eKOTOGTNUOPLO) Y10 TO SOGOAOYIKA CYNUATA TG EVOOPAEPLOC
tpactoviovudunng oe aobeveic e petaotatikd Kopkivo tov pootod (MKM), Tpmipo kapkivo tov
pactov (ITKM) kat Tpoywpnuévo yaotpikd kapkivo (ITI'K)

Tomog
, . Chin AUCO-Nnuépsg
Zynuo npmgonaeovg N (meg/mL) Cmax (Mmcg/mL) (megnuépa/mL)
YKOL
28.7 182 1376
MKM 805
(2.9-46.3) (134 - 280) (728 - 1998)
8mg/kg + 30.9 176 1390
IMKM 390
6mg/kg q3w (18.7 - 45.5) (127 - 227) (1039 - 1895)
K 274 23.1 132 1109
(6.1 -50.3) (84.2 — 225) (588 — 1938)
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4mg/kg +
2mg/kg qw

MKM 805 374 76,5 1073
(8.7-58.9) | (49.4-114) (597 — 1584)

KM 290 38.9 76.0 1074
(25.3-58.8) | (54.7-104) (783 - 1502)

[Mivaxog 15 [pofremdueveg amd Tov TANOLGUO TIES EKOEONC POPUAKOKIVITIKNG GE oTodEpn
KatdotooTn (Sapueon TN He 50 - 950 €KaTOGTNOPIO) Y10, TO, SOGOAOYIKE GYNUATO, TNG EVOOPAEPLOG
tpactoviovpdunng o aoBeveic Le LETACTATIKO KOPKIVO TOV HOGTOV, TPOLO KAPKivo TOL HaoToD Kot
TPOYWPNUEVO YAGTPIKO KAPKIVO

, AUCxso. Xpovog éwf;
Tomog ] T otabepn
Ao npoTonadod N Crinss Craxs 2ncpes Katdotoon*
K P ¢ koD (meg/mL) | (/megmL) | (mcg.nuépo/ oen
mL) (epdouada)
MEM 805 44.2 179 1736 12
(1.8-85.4) | (123 -266) | (618 -2756)
1927
8mg/kg + 53.8 184
S [IKM 390 (1332 - 15
6mg/kg q3w (28.7 - 85.8) | (134 - 247)
2771)
32.9 131 1338
IIIrK 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 +
smelka o [IKM 390 726 115 (113?393 14
(46 - 109) | (82.6 - 160) 2734)

*Chin,ss — Cmin 0€ otafepomompévn Katdotoon
**Crnax.ss = Cmax 0€ 0T00EPOTOINUEVT] KOTAGTOOM
*** ypovog Emg 90% e oTabepomoUEVNC KATAGTAOTG

[Tivakoag 16 [IpoPrenodueveg amd Tov TANOLGUO TIUEG TOPAUETPOL POPUAKOKIVITIKNG GE oTofepn
KOTAGTOOT Y10, T0, 00GOA0YIKA GYNUaTe, TG EVOOQAEPLaG TpacTtovlovpudumng o€ acbeveic e
petactatikd Kapkivo tov pactov (MKM), tpdipo kapkivo tov pactov (ITIKM) kon tpoywpnuévo

yootpiko kopkivo (ITI'K)
Tomoc OMkd gbpog CL Ebpog ty2 and
ZymMuo TPOTOTOH0HG N 07t0 Crax,ss 10 Cminss | Crmaxss 5€ Cminyss
0yKov (Lmupépa) (nuépa)
MKM 05 0.183 - 0.302 15.1-23.3
8mg/kg + 6mg/kg 8
asw ITKM 390 0.158 - 0.253 175-26.6
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[rK 274 0.189 - 0.337 12.6 - 20.6

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

aw IMIKM 390 0.184 - 0.221 19.7-23.2

Exrivon tpacrovlovuournc

H mepiodog éxmivong g TpacTtov ovUaumng exTiumnke petd amd evooeAéPia yoprynon ava 1
gfdopada (glw) 1 avd 3 efdouadeg (43wW) YPNOLULOTOIOVTOG TO LOVTELD POPLOKOKIVITIKNG
TAnOvopov. Ta anoTEAEGUATO QVTMY TOV TPOGOUOIDGENDY VTOSEKVOOVY OTL TOVAG)IGTOV TO 95% T™V
acBevav Ba pTdcel cuykevipdoels, ol onoieg eivar <1 meg/mL (nepimov 3% g tpoPrenduevng omd
oV TANOVG O Chings, N TEPimOL 97% EkmALON) £wG TOVG 7 PNVEC.

Kvrlogopio tov Amoxolinusvov Avriyovov HER2 ECD

O1 31ePELVNTIKEG AVOADCELS TV CUUUETOPANTOV e TANPOQOpies LOVO GE VA VTOGUVOAO acBevdY
vEdeEav 0Tt ot acBeveic pe peyolvtepa enineda amokoiinuévov HER2-ECD eiyov Toybtepn un
ypoupiky kédBapon (younrotepn Km) (P <0,001). Yrnp&e cuoyétion avapeon ot eninedo Tov
AMOKOAANHEVOL avTrydvou kat to. emtinedo, SGOT/AST. O avTikTumog TOV ATOKOAANUEVOD OVTIYOVOL
otV KaBapon evdéyetan va eEnyeitan ev pépet amd ta eninedo SGOT/AST.

Kotd v évapén g Bepaneiag, ta enineda tov amokoAinuévov HER2-ECD mov mopatnpndnkay o
acBeveic pe MI'K frav cvykpiowya pe eketva mov mapatnpnnkay oe acBeveig pe MKM kot [TIKM
ka1 Ogv TapatnpnOnKe Kapio epeavig enidpacn oty Kabapon tng tpacTtov{ovUduTnG.

5.3 IIpoxivika dgdopéva yio TV doQarELd

Agv vip&av evdeilelc o&eiag To&koOTNTOC 1 TOEKOTNTOC OYETILOUEVNG ILE EMAVEIMUUEVO SOCOAOYIKA
oYNUOTA 0€ PEAETES £0G 6 UMV 00T eVOEIEELG TOEKOTNTOG OVATOPAYWYNG O HEAETEG
TEPATOYEVEST|G, YOVILOTNTOG ONAémV N TOEIKOTNTOG G€ LEAETES KT TO TEAOG TNG KONONG/HETAPOPA
péom mhakovvta. To Zercepac dev gival to&ikod yia ta yovidlo. Mia pedétn tpeaidlng, mov eivat
KOpLo £k60Y0 TOL PapudKov, dev £delée Kouia To&ukdTTa.

Agv mpaypotomoOnKoy Hokpac Stapkelag peAétec o€ (da Yo vo TeKunplmbel n duvatdtnta
KapKIvoyéveong Tov Zercepac, i yio. va kafopioBolv ol endpAEGEIC TOL GTNV AVIPIKT YOVIUOTNTA.

6. DAPMAKEYTIKEX IAHPO®OPIEX

6.1 Katahloyog ekddymv

L-1oT1divi) vOpOYA®PIKT| LOVODOPIKT|
L-1ot1divn

A-o-tpeardln dwdpikn
moAvcopPiko 20

6.2 AovpPatoéTnTeg

AVT0 TO PUPUOKEVTIKO TPOIOV dEV TPETEL VO, AVOULYVOETOL 1] VO, SIHADETOL LE AR QOPUAKEVTIKG.
TPOTOVTA EKTOG AVTMOV TTOV OVAPEPOVTOL GTNV TOPAYPUPO 6.6.

Mnv apardvete pe dtaAdpata yYALKOING KoBMOS ovTd TPOKOAOVY GLGCMUATMOGT TG TPOTEIVG.
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6.3 Awdpkera Long

Mn avoryuévo @laiidlo

4 ypoévia.

Metd and avacdeTooT Kol SIGALoN

Metd amd aonmrn avacHeTaon pe oTelpo VOMP Yo EVEGIHLO, 1 YNLUKT KOl QUGIKY] 6TafepdTNTa TOV
avaovoTadévtog dtaAdpatog £xet amoderybel yia 48 dpeg otovg 2°C - 8°C.

Metd amd aonmrrn 61dAivon 6€ 6akovg TOAVABVAEVIOV 1] TOAVTPOTLAEVIOL IOV TEPIEXOVY EVEGILO
dtddvpa yAoprovyov vatpiov 9 mg/mL (0,9 %) n ynuikn ko ootk otobepdTnTa Tov Zercepac £xst
amoderyBel Yo £wg 84 nuépeg otovg 2°C - 8°C, 7 nuépeg otoug 23°C - 27°C kar 24 mpeg otovg 30°C.
Ao pikpofroroyikn dmoy, To avacvotadéy didAvpa Kot To StdAvpa £yyvons Zercepac Bo mpémel va
YPNOILOTO0VVTOL apécmc. Eqv dg ypnotponombel apéomc, ot ypdvol amodnKeuong Katd, Tn ypnon Kot
01 GLVONKEG TPV TN XPNOT| OTOTEAOVV EVOVVT TOV YPNOTH, EKTOG Kol GV 1 AVAGVOTOCT) £YIVE KAT®
amo eAeYYOUEVES KO EMKVPOUEVES donnTeG CLVONKEG.

Mnv koToyOYETE TO OVACLOTUOEY StGAV A,

6.4 Idwitepeg TPoPLAAGEELS KOTA TV QUAIEN TOV TPOTOVTOG

dvldooete ot yoyeio (2°C - 8°C).

INa t1g oVVONKEC SLOTPNONE TOV AVOGLGTAOEVTOC Kol OPOLMUEVOD QUPLOKEVTIKOD TPOTOVTOC, PAETE
Tapdypoeo 6.3.

6.5 ®vHon Kol GLOTUTIKA TOL TEPLEKTN
Zercepac 60 mg k6vig Y10 TuKVO CKELOGLO Y10 TOPACKELT SLHADLOTOS TPOG EYYLON.

"Eva graAido tov 10 mL and dtapovég yvoli tomov I pe topa 0md ehactikd Bpopofoutoiio Kot
nepiéyel 60 mg tpactovlovpaumr.

Kd&0e xovti mepiéyet éva groidro.
Zercepac 150 mg Kovic yio TukvO GKEVAGHO Y10l TAPOCKELT SIOAVLATOG TPOG EYYVOT).

"Eva @raAido tov 20 mL and dtapovég yooli tomov I pe topa 0o ehactikd Bpopofovutiiio Kot
nepiéyet 150 mg tpactoviovpdaumn.

Kabe kovti mepiéyet éva graridro.
Zercepac 420 mg KOvIG Yo TUKVO GKEVAGILO Y10 TAPOCKELT] SLOAVLATOG TPOG EYYVOT).

"‘Eva. @raAido tov 50 mL and drtagpovég yvoli tomov I pe topa 0o ehactikd Bpopofoutiiio Kot
nepi€yet 420 mg tpactoviovpdaumn.

Kabg kovti mepiéyet éva graridro.
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6.6 Idwitepeg TpoULAEELS aTOppLYNG

To Zercepac nopéyetol 6€ OMOGTEPOUEVA, XOPIG GUVTNPNTIKG, [T TUPETOYOVE PLOAISIY LOg YPONG.
Agdopévov 0Tl To PUPUOKEVTIKO TPOTIOV deV TEPIEYEL KAVEVA OVTIIKPOPLOKO GUVINPNTIKO 1|
Baktnprootaticovs mapdyoviec, Ba tpémet va xpnotonomBel KOTAAANAN AONTTY TEYVIKY] Y10 TIG
dudkacieg avacvoToong Kot dtdlvong. [pénet va Aapfavetal pépyuva awote va eacpaiileton

GTEPOTNTA TOV TOPUCKEVAGUEVOV SIOAVUATOV.

Aonmntn TpoETOWacio, YEPIoUOC Kot arofnkevon:

H mpoetoypacia g éyyvong npémet va:

* eKTELEITOL OO EKTALOEVUEVO TPOCOTIKO GOUPOVO LE TOVG KOVOVEC 0pONG TPOKTIKNG, 10img doov
aPOPE TNV AGNTTN TAPOCKELT TAPEVTIEPIKMV TPOTOVTMOV.

* yiveTOl GE AmOPPOPNTNHPO. LLE EAACTIKT pOon N Prodoyikd OGAao ac@areiog Le T xpron
TUTOTOMUEVAOV TIPOPVAAEEDVY Y10l TOV OGPOAT YEPIOUO EVOOPAEPL®OV TapaydVTOV.

* akoAovBeitan amd emopkrn ATOONKEVOT TOL TAPUCKELAGUEVOL OLOAVUATOS Yo EVOOPAEPLa Eyyvuon
Yo vaL S10GQAMGTEL 1] LULTHPNOT TOV AONTTIKOV GUVONKOV

Odnyiec yuo tnv donmn ovocHoTAoN:

1)  Xpnoomoidvrag (o oteipa cOptyya, evécate Ppadéme Tov KATdAANA0 GyKo (O
ONUELDVETOL TOPAKAT®) GTEIPOL VOATOG Y1 EVEGIUO (dEV TEPIAAUPAVETUL) GTO PLAAISI0 TTOL TEPLEYEL
T0 Moo Zercepac, katevBuvovtag tn pon endve otn pnalo tov Avogtiov. H yprion dAing
avacvoToong Oa TPETEL VoL AmoPEVYETAL.

2) Tleprotpéyore to eLoridio ehagpd yia va vrofondnoete v avacvotacn. MHN
ANAKINEITE!

H gppdvion elagpod a@piopod katd tnv avachotaon dev gival acuviong. AeNoTe 10 ProAido va
mapopeivel og npepia yuo 5 tepimov Aentd. To avacvotabéy Zercepac mov TpokORTEL Eivar Eva
Gypoo £mG EMPPOS KiTPIVO dtapovEG dtdAvpa Kot Oa Tpémet vo, eival TpaKTIK®S EAELOEPO OpUTMV
COUOTIOI®V.

Zercepac 60 mg kovig Y10 TUKVO CKELAGLO Y10 TOPACKELT SIHADLOTOS TPOG EYYLON.

H avaciotaon tov groidiov 60 mg pe 3,0 mL oteipov 0datog mpog £yyvon amodidel 3,1 mL
SaAdpOTog g xpnong, mov epéyet tepirov 21 mg/mL tpactoviovuaunn oe pH mepimov 6,0. H
nepiooeia Oykov 8 % dracparilel Tog umopei va avappoendei amd kdbe PLoAido 1 avoypa@duey”
d0oom tv 60 mg.

Zercepac 150 mg kovig yio TukvO GKEVAGHO Y10 TAPOCKELT SLOADLATOG TPOG EYYVOT).

H avaciotaon tov grodiov 150 mg pe 7,2 mL oteipov vdatog mpog Eyyvon anodidet 7,5 mL
SADLOTOG oG xpnong, Tov meptéyel mepimov 21 mg/mL tpactovlovudunn e pH mepinov 6,0. H
nepiooeia Oykov 5 % dracearilel Tog umopei va avappoendei amod kibe PLoAido 1 avoypadueyn
d6on twv 150 mg.

Zercepac 420 mg kovic Yo, TokVO GKEVAGILO Y10 TAPOCKELT SLOADUATOG TPOC EYYVOT).
H avaciotaon tov groidiov 420 mg pe 20,0 mL oteipov vdatog Tpog £yyvon amodider 20,6 mL
SADLOTOG oG xpIong, Tov meptéyel mepimov 21 mg/mL tpactovlovudunn e pH mepinov 6,0. H

nepiooeia Oykov 3 % dracparilel Tog umopel va avappoendei amod kdbe PLaAido 1 avoypa@duey
d6on twv 420 mg.
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To Zercepac 0o mpémetl va ypnOIUOTOEITOL TPOGEKTIKA Kot TNV avacvotaot). H mpdkinon
VIEPPOAIKOD OPPIGLOV KATE TNV AVOCVGTAGT 1) TV 0VaKiviien Tov avacvotafévtog StaAdaTog
umopel va 00MyNoeL o€ TpofAnpata pe TNV TocdTTe ToV ZErcepac mov pumopel va avappoendei amod
TO QLOALS10.

To avacvoTapévo dtdAvpa dev TPEMEL VO, KOTAYOYETAL.

Odnyieg yuo tnv donmrn d1dAven Tov avoovoTafEvtoc S1OADLLOTOC
YmoAoyiote TOV OYKO TOV SLHADUOTOS TOV OoLTeiTaL:

e g Pfdon ) 6001 pddov TV 4 Mg Tpactovovpaunn/Kg copatikod Bapove N T emakdAovon
gfdopadiaio d6on tv 2 Mg tpactoviovpdunn/kg copatikod Bapovg:

‘Oykog (ML) = Zopatiké Bapog (kg) X d6om (4 ma/kg epddov 1 2 ma/kg cuvepnong)
21 (mg/mL, cvykévipwon Tov avocLoTaBEVTOC SIOADUATOS)

® g Bdon ) d6on epddov Twv 8 mg tpactovlovpdunn/Kg copotikod Bépovg N v exokoA0VON
d6om ava 3 gfdopddeg tov 6 mg tpactoviovpduan/kg copatikov Bapovg:

‘Oykog (ML) = Zopoatiké Bapog (kg) X d6on (8 ma/kg epddov 1 6 ma/kg cuveipnong)
21 (mg/mL, cvykévipmon 1oV avocLoTOBEVTOC SIOADUATOS)

H xatdAinin mtocotnta Tov deAdpaTog Ba tpémet va avappoenBel amd 10 Prodidio ¥pnoIULOToIdVTOG
L0 0TOGTEPOUEVT PEAOVA Kot GUPLYYa Kol Vo TpooTtebel 6To adko £yyvong mov mepiéyet 250 mL
draAdpatog yrmprovyov vatpiov 9 mg/ml (0,9 %). Na un ypnotponoteitor ue S1oAVUOTO TOL
nepEyovy YAukoln (PAéne mapdypago 6.2). Me okomd TV avapuén Tov StoAHATOG KAt TNV 00Uy
aPPIGHOD, 0 6hKOG Bl TPEMEL VoL AVAGTPAPEL ATAALL.

Ta mopeviepikd eapuaxevTikd tpoiovta Oa mpénel va, eetdlovtol onTikd yio Tuyov VTapén
COUOTIOIOV KOl OTOYPOUATICUO TPV TN XOPTYNOT.

Agv mopatnpronkov acvufototnteg HeTosd Tov ZEercepac Kol v cakwmv Tolvatdvieviov 1
TOAVTTPOTVAEVIOL.

Kd&0e aypnoyomointo @aprakentikd Tpoidy 1 DTOAEWUN TPETEL VO OTOPPITTETAL GOUPDVO, JUE TIG
KOTO TOTOLG IoYVOVCESC GYETIKES OLUTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center,

Moll de Barcelona, s/n,

Edifici Est 6* planta,

08039 Barcelona, Iomavia

8. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

Zercepac 60 mg kovic yio Tukvd GKEDOGLLO Y10 TTOPUCKELN SLOADLOTOC TPOCS £YYLOT)

EU/1/20/1456/002

Zercepac 150 mg K6VI¢ Y10 TUKVO GKEVAGLLO Y10 TOPOCKEVT SOADUOTOC TPOG £YYLOT)

EU/1/20/1456/001

Zercepac 420 mg KOVIC Y10 TUKVO GKEVOGLLO Y10 TOPOCKEVT) SIOADUOTOC TPOC £YYLON
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EU/1/20/1456/003

9. HMEPOMHNIA ITPQTHXE EI'KPIXHX/ANANEQXHY THX AAEIAX

Hpepounvia mpatng éykpiong: 27 loviiov 2020
10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic mAnpoeopieg yio To Tapdv QUPUAKEVTIKO TPoidV givar S1aBEcIES GTOV SIKTLOKO
om0 tov Euponaikod Opyaviouod @apudkov http://www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAXKEYAXTHX(EXZ) THX(TQN) BIOAOTTKQX
APALTIKHZ(QN) OYZIAL(QN) KAI
MAPAXKEYAXTHX(EZ) YIIEY®OYNOX(OI) TIA THN
ANIOAEEIMEYZH TOQN APTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AIIOTEAEZIMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX (EX) THX(TQN) BIOAOTI'IKQX APAXTIKHE(QN) OYXIAX(22N)
KAI TAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'lA THN AIIOAEEMEYXH TQN
IHAPTIAQN

‘Ovopa kot dtevfuvon tov(tev) tapookevaoti(@v) te(tmv) Ploloyik®dc dpacTiknc(®v) ovoiac(dv)

Charles River Laboratories
358 Technology Drive
Malvern, PA 19355
Hvopéveg Iolteieg Apepucng

WuXi AppTec, Inc.

4751 League Island Blvd.
Philadelphia, PA 19112
Hvopéveg IoMteiec Apepkng

Fisher BioServices

1001 Aldridge Road
Vacaville, CA 95688
Hvopéveg [ToMrteiec Apepikng

WuXi Biologics (Suzhou) Co., Ltd

1336 Wuzhong Avenue, Xinzhiyuan Building B
Wuzhong District

Suzhou, Jiangsu

Kiva

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

Shanghai

Kiva

‘Ovopa kot dtevfuven Tov(tav) Tapockevaoti(@v) Tov gival vrevbvvoc(ol) Yo TV 0TodECUELST TMV
TOPTIOOV

Accord Healthcare Polska Sp. z.0.0
ul Lutomierska 50, 95-200 Pabianice
I[Molwvia

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéy,
OMavdio

270 £VTUTTO PUALO 0ONYIDV XPOTNG TOV POPLOKEVTIKOD TPOTOVTOG TPEMEL VA AVOYPAPETOL TO OVOLLQL
ka1 1 d1ev6vvoT ToV TAPACKELOGTH TOV gival VTELOVVOG Y10 TNV ATOSEGUEVCT TNG CYETIKNG TAPTIOAS.

B. OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH

DoppokevTikd TPOIOV Y0 TO 0TTOI0 OTLTEITAL TEPLOPIGUEVT 1aTPIKT cvuvTayT (PA. mapdptnua I:
Tepiinyn tov Xapaktpiotikdv tov [poidvtog, mapdypapog 4.2.)

I AAAOI OPOI KAI ATTAITHZEIZ THX AAEIAX KYKAO®OPIAX
. Ex0<og1g TEplodikng Tapakorovdnong g acs@disiag (PSURS)
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Ot anortioeig yuo tnv vroPoin tov PSURS ywo to v AOy® pappokevtikd mpoiov opilovran
0TOV KATAAOYO LE TIC NuEpounvieg avapopds s Evoong (katdioyog EURD) mov mapatifeton
670 Gpbpo 107y mapdypapog 7 g odnyiag 2001/83/EK kot kdOe eraxorovdng
EMKALPOTOINGNG OTMG OMUOGIEVETAL GTIV EVPOTAIKY] SIKTLOAKT] TUAT Y10l TO PAPLOKAL.

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. 2yé010 owaygiprong Kivovvov (XAK)

O Kdroyoc Adetag Kvkhogpopiag (KAK) Oa die&aydyet Tig amortodpeveg 0pactnplotnTes Kot
TOPEUPAGELS POPUOKOETAYPVOTVIIONG OGS Tapovstdilovtal 6to cuppwvnBéy XAK mov
mapovctdletar otnv evotnta 1.8.2 g ddelag kukloopiog Kol 0olecdNTOTE EMAKOAOVOES
gykekpipéveg avabempnoeig tov TAK.

‘Eva emucatporomnpévo LAK Oa mpénel va katotedet:
e Metd and aitnpoe tov Evponaikod opyavicpov Oappdkoy,
o OmOTEONTOTE TPOTOTOIEITOL TO GUGTNILO SLOYEIPLOTG KIVOVVOD, EIOTIKA MG OTOTEAEG O ANYNG
VE®V TANPOQOPLDOV TOV UITOPOVV VO EXLPEPOVY GNUAVTIKT OAAAYT OTN GYECT] OPELOVG-KIVIDVOL
N ®OG AMOTELEG A TNG EMITEVLENG EVOG GNUAVTIKOD OPOCT|LOV (QOPLOKOETOYPOTVIION 1
eloloTomoinon Kvduvov).
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ITAPAPTHMA 111

EINIZXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 60 mg kovig Y10 TUKVO CKELOGLO Y10 TOPACKELT SIHADHOTOC TPOG EYYLON

TpacTov ovpdpmn

| 2. SYNOEZH XE APASTIKH(EX) OYEIA(EY)

‘Eva gloidio mepiéyet 60 mg trastuzumab. Metd tv avacvotacn, 1 mL tukvod dtoddpatog tepiéyst
21 mg trastuzumab.

| 3. KATAAOI'OX EKAOXON

[epiéyet emiong L-1otidivn vopoyrwpikn povotidpikn, L-iotidivn, moivcopPikod 20, a-a-tpeaidln
dwdpn

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Koévig yio mukvd oKeLOGHO Y10 TOPAGKELT] SIHADLOTOC TPOG EYYLON
1 puoridio

| 5.  TPONOX KAI OAOX(OI) XOPHTHZHE

Mo evooAEPia xpnom Hovo UeTd omd avacHoTAoT| Kol opaimaon.
Awpaote 10 QUALO 0ONYIOV XPNONG TPV O TN YPNOM.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION MPEIIEI NA ®YAAXXETAI XE OEXH, THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon v omoia dev PAEmovV Kot dev Tpoceyyilovv To Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

‘ 8. HMEPOMHNIA AH=ZHX

EXP
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9. EIAIKEYX XYNOHKEYX OYAAZEHX

Ddvrdooete o€ Yoyeio.

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQON 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, Ioravia

12.  APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/20/1456/002

13. APIOMOZX IMAPTIAAX

Lot

‘ 14. TENIKH KATATAEZEH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TTAHPO®OPIEX XE BRAILLE

H attiohdynon yia vo unv mepiingdei n ypaen Braille givon amodextn

17. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIZAIALTATOL TPAMMQTOX
KQAIKAE (2D)

A6d1doTatog Ypapuumtog kadikag (2D) mov gépet Tov meptAn@divia povadikod avayvopiotikd
KOOKO.

18. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAZXIEX

ETIKETA ®IAAIAIOY

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

Zercepac 60 mg kovig yio TokvO oKEHAGHLOL
Tpactovlovpdunn

EvdopAéPia yprion petd amd avocHoTact Kot apaino

| 2. TPONOX XOPHTHEHE

‘ 3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HEPIEXOMENO KATA BAPOX, KAT' OI'KO'H KATA MONAAA

| 6. AAAA XTOIXEIA

Accord
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 150 mg koVIc Yo TUKVO GKEVOG LA Y10l TOPACKELT SIHADUATOG TPOG £YYVON

TpactovfovpapTn

| 2. LYNOEXIH XE APAXTIKH(EX) OYZIA(EY)

"Eva @uokidio mepiéyet 150 mg trastuzumab. Metd v avaciotacn, 1 mL mokvod 6Kkevaouatog
nepiéyetl 21 mg trastuzumab.

3. KATAAOTI'OX EKAOXQN

[epiéyet emiong L-1ot1divn vopoyrmpikn povobdpikn, L-iotidivn, moivcopPiko 20, a-a-tpeardln
dwdpkn .

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yia mokvd okebooo, Y10 Topaokenn) SLOADUOTOS TPOG £YYVCT
1 puoridio

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Mo evoo@AEPia xpnom Hovo UeTd omd avacHoTAoT| Kol opaimaon.
Awpaote 10 PUALO 0ONYIDV XpHoNG TPV Amd TN YPNON.

6. EIAIKH MPOEIAOIIOIHXZH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION ITPEIIEI NA ®YAAXYXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puidcoetal o€ 0éon v omoia dev PAEmOVY Kat dev Tpoceyyilovv To TodId.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIYX), EAN EINAI ATTIAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AH=ZHX

EXP

9. EIAIKEX XYNOHKEYX ®YAAZHX

dvidcoete og yoyeio.
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

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, Iomtavia

12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1456/001

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

| 15. OAHTIEX XPHEHE

| 16. MAHPO®OPIEX XE BRAILLE

H attioldynon yia vo unv mepidnedei n ypaon Braille sivor amodextn

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIALTATOL TPAMMQTOX
KQAIKAX (2D)

Aed1deTatog Ypopupumtos kadikog (2D) mov pépet Ttov meptin@bévta povadikod avayvopioTikd
KOOKO.

18. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAZXIEX

ETIKETA ®IAAIAIOY

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

Zercepac 150 mg k6vig Yo TUKVO GKEVAGHLOL
TPOGTOLLOVUANTY

EvdopAéPia yprion petd amd avocHoTact Kot apaino

| 2. TPONOX XOPHTHEHE

‘ 3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HEPIEXOMENO KATA BAPOX, KAT' OI'KO'H KATA MONAAA

| 6. AAAA XTOIXEIA

Accord
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Zercepac 420 mg kOVIC Yo TUKVO GKEVOGLA Y10l TOPACKELT SIHADUATOG TPOG £YYVON

TpactovfovpapTn

| 2. LYNOEXIH XE APAXTIKH(EX) OYZIA(EY)

"Eva @uokidio mepiéyet 420 mg trastuzumab. Metd v avaciotacn, 1 mL mokvod 6Kkevaouatog
nepiéyetl 21 mg trastuzumab.

3. KATAAOTI'OX EKAOXQN

[epiéyet emiong L-1ot1divn vopoyrmpikn povobdpikn, L-iotidivn, moivcopPiko 20, a-a-tpeardln
dwdpkn .

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yia mokvd okebooo, Y10 Topaokenn) SLOADUOTOS TPOG £YYVCT
1 puoridio

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Mo evoo@AEPia xpnom Hovo UeTd omd avacHoTAoT| Kol opaimaon.
Awpaote 10 PUALO 0ONYIDV XpHoNG TPV Amd TN YPNON.

6. EIAIKH MPOEIAOIIOIHXZH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION ITPEIIEI NA ®YAAXYXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puidcoetal o€ 0éon v omoia dev PAEmOVY Kat dev Tpoceyyilovv To TodId.

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

‘ 8. HMEPOMHNIA AH=ZHX

EXP

9. EIAIKEX XYNOHKEYX ®YAAZHX

dvidcoete og yoyeio.
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

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, Iomtavia

12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/20/1456/003

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

| 15. OAHTIEX XPHEHE

| 16. MAHPO®OPIEX XE BRAILLE

H attioldynon yia vo unv mepidnedei n ypaon Braille sivor amodextn

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIALTATOL TPAMMQTOX
KQAIKAX (2D)

Aed1deTatog Ypopupumtos kadikog (2D) mov pépet Ttov meptin@bévta povadikod avayvopioTikd
KOOKO.

18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAZXIEX

ETIKETA ®IAAIAIOY

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

Zercepac 420 mg koI Y10 TUKVO GKEVAGLOL
TPOGTOLLOVUANTY

EvdopAéPia yprion petd amd avocHoTact Kot apaino

| 2. TPONOX XOPHTHEHE

‘ 3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HEPIEXOMENO KATA BAPOX, KAT' OI'KO'H KATA MONAAA

| 6. AAAA XTOIXEIA

Accord
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B. ®YAAO OAHI'TQN XPHXHX
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@Dviro oonYLov piong: Iinpoopics Yo Tov ypiiotn

Zercepac 60 mg k6vig Y10 AVKVO CKEVUGNA Y10 TAPAGCKELY] SLUADRATOS TPOG EYYLON
Zercepac 150 mg k6vig Y10 TUKVO GKEVUGHLA Y10, TOPOUOKEVT SLUADRATOS TPOG £YYVOT)
Zercepac 420 mg KoviG Y10 TUKVO GKEVAGNLO. Y10, TAPUOCKELT] S10AVPNOTOS TPOS £y Vo

TpoacToviovudumn

vTo QApUOKO aVTO TELEl VIO CLUTANPOUATIKY TOpaKoAOLONGN. AVTo Ba emiTpéyel To Yp1yopo
TPOGIOPIoUO VEOV TANPOPOPLOV acpdAeloc. Mropeite va fonbnoete péow g avagopds mlavmv
AVETOOUNTOV EVEPYEIDV TTOL EVOEYOUEVMG TTopovatalete. BA. Téhog g mapaypdeov 4 yio Tov TpoTo
avoQOPAG aVETIOOUNT®V EVEPYELDV.

AP aoTE TPOGEKTIKA OLOKANPO TO PUAAO 0ONYLOV YP1ONGS TPV OPYIGETE VA P OCLUOTOLEITE
aVTé TO PAppaKo, H16TL TEPLLANPAVEL oNUAVTIKES TANPOPOPIES Y10 GOC.

- DordEte avTo To EOAAO 0dNYIDV YpNone. Towg ypelaotel va to dopdacete Eava.

- Edv &yete mepartépm anopiec, poTNoTE TO Y10TPS 1) TO POPLOKOTOLO GUG.

- Ed&v mapotnpricete Kamowo avemBOUNTN EVEPYELD, EVILEPADCTE TOV YIOTPO, TOV GAPUAKOTOL0 1)
TOV VOGOKOUO GOGC. AvTtd 1oY0eL Kat Yo KaOe mhoavn avemBOun evépyeia mov dev
AVOPEPETAL GTO TAPOV VAL 0dNYIdV Ypriong. BAéme mapdypagpo 4.

T epréyerl 10 Tapov GUAAO 00N YLOV:

T efvon To Zercepac kot oo etvat ) yp1omn Tov

T péner va yvopilete mpv oag xopnynOel to Zercepac
g yopmyeitar To Zercepac

ITBavég avemBounteg evépyeleg

Iog va puidocoete to Zercepac

[epreydpeva g cvokevaciog Kot AOTEC TANPOPOpieg

BRI .

1. Th givor To Zercepackol wowa giva 1 ypfion Tov

To Zercepac mepiéyet T 0pacTIKY 0LGI0 TPAGTOVLOVUAUTN, 1] OTtola ival £vo, LOVOKAMVIKO
avticopo. To HovOKA®VIKG OVTICOUATO TPOCKOAADVTIOL 8 GUYKEKPIUEVEG TPOTEIVEG 1) avTiydva. H
Tpoctovlovudunan sivol oyxedlaouévn va 0o UEDETAL EKAEKTIKA IE EVa avTIYOVO oL ovoudleTol
avOpdTIvog emdeppukdc ovEntikog mapdyovrag vrodoyéa 2 (HER2). To HER2 Bpicketar oe peydieg
TOGOTNTEG GTNV EMUPAVELN OPLGUEVAOV KOPKIVIKOV KLTTAP®V, o’ OOV dleyeipel TNV avantuér| Toug.
Orav 10 Zercepac decpedeton pe 1o HER2, crapatd tnv avimtuén antd@v Tov KOTTApOV Kol Tpokalel
70 OAvaTo Tovg.

O y101pd¢ o0G UTopEl va 6ag cuvtayoypaenoel Zercepac ywo t fepomeio Tov Kapkivov Tov HacTon
K0l TOV YOOTPIKOV KapKivov dtav:

. "Eyete mpmdipo kopkivo tov pootod, pe vymia enineda piag tpoteivig mov Aéyetor HER2.

. "Eyete petoototikd kapkivo Tov paotol (Kapkivo Tov paotol mov £yl eEamAmbel tépav Tov
apyKov 6yKov) pe vymid erinedo HER2. To Zercepac pmopel va cuvtayoypaesitol og
oLVOLOCUO LE T YNHE0BEPUTEVTIKE PApLLOKa TOKATAEEAT 1] d0GETAEEAT G TP Bepameia
Y10 TO HETOOTATIKO KOPKIVO TOL HOGTOV 1 LTOPEL VL GUVTAYOYpaPeiToL LOVO TOV €pOGOV 01
GAdec Oepameiec Exovv amoderyBel avemttuyeic. Xpnoonoteital exiong 6€ GLVOVAGUO LE
@apuraKa Tov ovoudlovTal 0vacTOAELG apopaTdong og acteveic pe vynid erineda HER2 kot
UE LETOOTOTIKO KOPKIVO TOV HaoToD OETIKO GTOVE 0pUOVIKOVG VTOd0YELS (0 Kapkivog mov givar
guaictntog o1V ToPovsia TV ONAVK®OV OpHOVAOV).

. "Eyete petootatikd yooTpiko koapkivo pe vynAd enineda HER2, o€ cuvdvacuod pe dala
QapLOKO KOTA TOV KopKivov, Ty KomesttaBivn 1 v 5-gBoploovpakiin Kot T GlomAaTivn.
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2. Tvpémer va yvopilete mpotod cag yopnyn0ei To Zercepac

Mnyv ypnoipomonoste To Zercepac eav

. glote alAepykog otV TPAcTOVLOVUAUTTY, OTIC TPMTEIVES OO PV (TTOVTIKO), 1| GE OTOLOONTOTE
atd T GLOTOTIKA CVTOD TOV PAPUAKOL (avaPEPOVTUL GTHV TaPaypa@o 6).
. avTIUETOTICETE GOPapd AVOTVEVSTIKA TPOPALOTH KOTA TV MPEUIN TOV 0QEIAOVTOL GTOV

Kapkivo N o€ Tepintmon wov ypelaleote Bepaneio pe o&vyovo.

Ipocidomomoeis ko TpoPLAGEELS
O yiatpog oag Ba mapakorovbel otevd T Oepaneia cog.

Kaporaxoi £reyyor

H Oepancio pe Zercepac wg povobepamneio 1 oe cuvovacud pe Ta&dvn UTopel vo ennpedoel TNV
Kapdud, WK edv €xeTe ypnoponomoet avBpakvkiivn (o1 ta&dves kKot ot avBpaxvkiives tvar dvo
GAAa €101 PapUAK®V TOL YPNOYLOTOIOVVTOL Yo TN Bepameio Tov Kopkivov). Ot emdpdoelc umopei va
glvar p€tTpieg £mg coPapéc kat pmopel vo, Tpokaiésovy Bavato. Emouévmg, n kapdiakn cag Aettovpyio
Ba eréyyeTon Tpv, katd tn Sidpkela (kabe tpelg pveg) kot petd (Léypt 600 €wg mévte Ypdvia) T
Bepaneia pe Zercepac. Edv avantdéete onoradnmote onpeio Kapdlokng aveTapKeLag (OVETOPKN
®Onon Tov aipartog amd TV Kapdid), 1 Kapdlokn oog Aettovpyia umopei va eEAEyyeToL o cuyvd (kabe
€E1 €wg oyTd ePdopadeg), pmopel va AdPete Bepameia yio TNV KOPOLOKY] OVETAPKELD 1) UTOPEL VOl
ypeoTel va otapotioete ) Oepaneia pe o Zercepac.

Yv{ntnote pe 10 YTpod 60G, TO PAPUAKOTOL0 1) TO VOGOKOUO GOG TPV cag xopnynoel to Zercepac
eqv:

o €xete KapoloKN avemdpkeln, otepaviaio voso, aohéveln oxeTlOUEVN e TIG KOPOLOKES
BoaiBidec (puonuata KopOlag), VYNAN apTNPLaKY TECT], EXETE TAPEL OTOLOONTOTE PAPLLOKO
Y100 VYNAN apTNPLOKY TECT 1) TOIPVETE TOPA, OTOLOONTOTE PAPLOKO Y10, VYNAT OPTNPLOKT|
mieon.

. €YETE YPNOLOTOMGEL TOTE 1] YPTOLUOTOIEITE TOPA EVO PAPLOKO TOV OVOpALeTOL
do&opovPikivn (doxorubicin) | empovPikivn (epirubicin) (eappaka, Ta omoia,
YPNOYLOTO0VVTAL Yio TN Ogpameio Tov Kapkivov). Avtd ta eapuake, (1) OTOIEGONTOTE GALEG
avOpakvKAiveG) Hmopoly va PAGYOVY TOV KapdaKo Ly Kot v ovENcovy Tov Kivouvo
KapdloK®OV TpoPAnudtav pe to Zercepac.

. VROQPEPETE Ao SVOTVOLO, EOTIKA €0V ypnoyLomoteite eni Tov Tapdvtog pia ta&dvn. To
Zercepac umopel vo. TPOKAAEGEL AVATVEVOTIKEG OVOKOMIEG, 1010iTEPO OTAV YOPTYEITOL Y10l
TPOTN Popd. Avtd pmopet va givar coPapdtepo edv xete oM dvorvola. TToAd omdvia,
acBeveic pe coPapég avamvenoTikég SuoKoAEG TPV amd TV aywyn, TEBavay dtav Tovg
xopnynonke Zercepac.

o Aappdvate oto TopehBov omoladnmote GAAN Bepaneia yio TOV KopKivo.

Edv Aappdavete to Zercepac pe orolodnmote GALO @apuako yia ) Ogpaneio Tov KapKivov, Ommc
marMtatéln, dooetaléln, avactoréa apmpatdonc, kareottafivn, S-pboplroovpaxiin, 1 clomiativn
Oa mpémel emiong va dtofaceTe ToL GLAAASIL Y10 TOV 0oOEVT Yo TA TPOTOVTO OVTAL.

o kor £enpor

To Zercepac dgv cLVIGTATOL GE OTOL0ONTOTE ATOUO NAKIOG KGT® TV 18 gTmV.

Alho appoxo kol Zercepac

Evnuepmote 10 yatpd, T0 pUPUAKOTOLO 1] TO VOGOKOUO GOG GV TalpVETE, £XETE TPOGPATA TAPEL |
umopel va mapete AAAa QApuaKa.

Mmopei va ypelacTovy £m¢ Kot 7 IVeS Yo vo. aropakpuvlel To Zercepac amod tov opyavicud cog. o
T0 AOYO aTO, €6V GTOVG 7 UNVEG LETA TO TEAOC TG Bepameiag apyioeTe Vo TAlpVETE OTOLOONTOTE VEO
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QapLOKO, B0 TPETEL VAL EVILEPDGETE TO YLOTPO, TO PAPLOKOTOLO 1] TO VOGOKOLO GOG Yid, TO OTL
maipvate Zercepac.

Kiunon

. Edv giote éykvog, vopilete O6T1 pmopel va giote £YK0og 1| oYXESALETE VO, ATOKTNOETE
a1, nTNoTe T GLUPOVAT TOV YLITPOV, TOV PAPUAKOTOLOD 1| TOL VOGOKOLOV GOg
TPOTOV TAPETE AVTO TO PAPLOKO.

. ®a TPEMEL VOL PN GLLOTOLEITE AMOTEAEGHOTIKY AVTIGOAAN YT KOTA TN SIOPKELR TNG
Oepameiog pe Zercepac kot yio TovAdyletov 7 pqveg Hetd m Anén g Bepomeiog.

o O y10tpog o0 B0 Gog GVUPOVAEYEL GYETIKA [LE TOVS KIVODVOLE KO TOL OPEAT] TNG ANYNG
Zercepac katd tn S1apKeLd TG KUMONG. X& £YKVEC YUVOiKes Tov Emaipvay Zercepac kot
0€ OmAViEG MEPMTMOGELG, £xEL mapatnpn el peimon g mocdTag Tov (ApvVIaKoy) VYPOL
70 01010 TEPIPAAAEL TO OVOTTTVGGOUEVO HOPO PéEca ot uTpa. H kotdotaon avt
umopei va givar emPBAoPG Yo TO LOPO GO GTN UATPO Kot £XEL OXETICOEL e TNV ATEAN
avATTLEN TOV TVELUOVAV LE OmOTELES LA TOV EUPpUKO Bdvaro.

Onioopdg

Mn Onialete 0 popd cog Katd T didpkela g Oepaneiog pe Zercepac kot yo. 7 Uveg PeTd TV
terevTaio 066M Tov Zercepac kabmg to Zercepac umopel vo TEPAGEL 6TO UOPO OOG LEGH TOV UNTPLKOD
YOAOKTOG.

ZntoTE TN GLUPOVAT TOV YLOTPOD 1] TOV PAPUAKOTOLOD GOG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.

0onynon Ko YEPLoROS PNV LATOY

To Zercepac pmopei va, ETOPAGEL GTNV IKAVOTNTA 0011YNONG GVTOKIVIITOL 1} XEPIGLOD UNYOVIUAT®V.
Edv xatd ) d1dpketo g Oepomeiog mTopovoidoete countdpota, 6nwg {aAn, vavniio piyn 1 TopeTo,
dev Ba mpEmeL vaL 00N YNOETE 1 VA XEIPICTEITE PNYOVALLOTO £ OTOV AVTA TO CUUTTMOLOTO
e€apavioTovy.

Nartpro
To Zercepac mepiéyet Aryotepo and 1 mmol voazpiov avd d6om, dnA. givar ovclaotikd eAeHbepo
vatpiov.

3. I og yopnyeiton 1o Zercepac

Ipw v évapén g Bepameiog o yraTpdc cog Oo kabopicel Ty mocdmra tov HER2 6tov dyko cog.
Movo ot aoBeveic pe peyddn mocdtra tov HER2 Oa vrofdiiovion o Oepamneia pe Zercepac. To
Zercepac 0a wpémel va yopnysitan povo amd yrotpd | voookopo. O ytpdc cog Oo cuvtayoypapnost
T 6060m Kot T OepamevTiky aymyn oL givar KatdAAnAn yio oas. H 66om tov Zercepac e€aptdrot amod
TO COUOTIKO G0G BAPOG,.

To okevacpo evooEAEPLaG xoprynong Zercepac yopnysitor g evooeréPia Eyyvon («oTaydnvy)
katevbeiav péoa otig pAEPec coc. H mpdtn d6omn g Oepaneiag cog yopnyeitar o€ didotnua 90
AemT®V Kol Oo TapaKolovbeiote amd EnOyYEALATIO TOV TOUEN TG VYELOVOLIKNG TTEPIBaAYTG OF
TEPIMTO®OTN TTOL avamTOEETE AVETIOVUNTEG EVEPYELEC. AV 1) 0pYIKT OO0 €ival KAAG AVEKTT, Ol
EMOUEVEC OGELS Uopovy va yopnynbovv ce didotnua 30 Aemtav (PAEne Topdypapo 2 6to
«ITIpoeidomomcelg kot TpoPLAGEES»). O apBpdg TV eyyboewmy mov Bo AdPete eEaptdTol amd To0 TG
avtamokpiveote oty aywyn. O yiatpog Ba to culnmoet poli coc.

IIpoxkeévou va amoeevydei n AavBacuévn yopnynor eapudk®v, ival oTUOVTIKO Vo EAEYYOVTOL
01 ETIKETEG TOV PLOAMSI®V Y10, VL S10GPAAGTEL OTL TO PAPUAKO TOV TPOETOLUALETOL

Kol yopnyeitat etvon 1o Zercepac (tpactovlovpdaunn) Kot oyl GAAO TPOidV oL TEPLEYEL
tpactovovudumn (w.y. Tpactoviovpdunn sutaveivny 1 tpactoviovpaunr depovErekdvn).
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T Tov Tpd1Io KopKivo HOGTOD, TO LETAGTATIKO KOPKIVO LAGTOD KOl TO LETAGTOTIKO YOOTPIKO
Kapkivo, To Zercepac yopnyeitot kébe 3 efdopades. To Zercepac pmopei emiong va xopnyndet o
@opa TNV €RGOUASN GTO LETAGTATIKO KOPKIVO TOV HOGTOV.

Edv otapatiioete va ypnowonoieite To Zercepac

Mnv GTopaTAGETE VO, YPTGLLOTOLEITE OVTO TO PAPLOKO XWOPIG VO EXETE LIATOEL TPMOTA GTOV YILTPO
oag. Oleg o1 dooelg Ba mpémel va Aappdvovial T coth dpa avd fdopdda 1 avd Tpelg efoouddeg
(avardywmg to docoroyikd oynua). Avtd o fonbncet To pdpuoKo cag vo OpaceL 660 TO JuVATOV
KaAOTEPO.

Mmropei va ¥pelaeTovy £m¢ Kot 7 UNVEG Yo Vo, amolokpuvOel To Zercepac amd tov opyovicud cog.
Emopévmg, o y1atpog oag evOEYETAL VO ATOPOGIGEL VO, GUVEYIGEL TOV EAEYYO TNG KAPIIOKNG GOG
Aertovpyiog axopo Kot apol £xete TELEIDOEL T Oepameia.

Edv &yete meprocdtepeg epOTNGELS GYETIKG LLE TN XPTOT] CLTOV TOV PUPHUAKOVL, POTNGTE TOV YTPO,
TOV (POPUOKOTOL) 1] TOV VOGOKOLO GOG.

4. IMBavéc avemOBOpNTES EVEPYELEG

Onwg 6ha ta eapuoka, £T61 Kot To ZErcepac Umopei vo mpokarécel avemiBouunteg EVEPYELES, OV KOl
dev mapovctalovtal e OAOVG TOVg avBpmdTOVS. Mepikég amd avTég TIG avemBounTeg evEpyeleg Pmopel
va glval GoPapéc kot pmopel vo, 0d1yncovy 6€ voongia.

YoPapéc avemOOunTES EVEPYELES

Kotd ™ dibpketa pag €yyvong Zercepac, Umopei va eupaviotoby piyn, mopetdg Kot dAla
CUUATMOWOTE TOV Holdlovv pe exelva Tng ypimang. Avtd eivor ToAd cuyva (umopel va emnpedlet
neplocoTEPOV amd 1 otovg 10 avBpdmovg). AAra cupntdpoTa Tov oyetiloviat pe v £yyvon givor:
adtafecio (vavtia), EUETOC, TOVOG, AVENUEVOG LDTKOG TOVOS Kol TPEUOVALNCHO, TOVOKEQUAOG, (OAN,
AVOTVEVGTIKEG OVGKOMEC, VYNAN N YOUNAT apTNPLOKT TTiEoN, dlaTapoyEg TOV Kopdiokol puduo
(aicOnuo TOAU®OVY, TTEPVYIGUOG | AKAVOVIGTOG Kapdlakog puludg), TpREo TOV TPOGMITOL Kol TMV
yeMwv, e&avinuo kot aicOnue Kordoems. Mepikd omd avTd T0 GLUTTAONOTO UTOPEL Va elval coPfapd
Kol pepikoi aobeveic Eyovv mebavel (PAéne mapdypapo 2 vrd tov titho «IIpogidomoiioelc Kot
TPOPUAAEEIS?).

O1 emdpdoelc avtég epeovioviatl Kupimg e v TpdT™ EVOoPAEPLa Eyyvon («oTdydnv» ot EAERa
60¢), kKafdg Kat Katd TIC TPOTEG Alyeg MPeG UeTd TV Evapén g Eyyvone. Zvvnbwg gival Tpocwpva.
Ba pémel va giote VIO TNV TapoKoAoVONGN evOg emayyeApatio vYeing katd T StlpKeLd TG £YXVONG
K0l Y10l TOLAAYIoTOV EEL PEC LETA TNV EVOpEN TNES TPMTNG EYYXLONG Kol Y10 VO MPEC LETA TNV Evapén
TOV GAA®V eyydoenvy. Edv avartdéete wa avtidpaon, Oa exifpaddvovv i Oa dtoakdyovv v Eyyvoon
Kol umopel vo oag dcdcovy Bepameia ylo TNV AVTIUETOTION TV avemBountev evepyeimv. H éyyvon
uropel va cuveylotel petd ™ PeATiON TOV COUTTOUATOV.

Mepikég popég, Ta cupmtopata apyilovy o apydtepo 61 dpeg Letd TV Evapén g £yyvonc. Av cag
ovpPel KATL TETO10, EMKOVAOVIOTE LE TO YIOTPO GOG OUECMG. MEPIKEG POPEG, TAL CUUTTOUATO LTOPEL
va BeAtiwbovv kat apyotepa va TdEVm®OovV.

Alleg coPapég avemBOUNTEG EVEPYELEG UTTOPEL VO ELPAVIGTOVV OTOLOONTOTE OTIYUN KATA TN J1GpKELD
¢ Oepameiog pe Zercepac, ywpig animg va oyetiCovtol pe kamowa Eyyvon. Eviiuepoote o y10tpo 1
VOGOKOUO OUECOGS, EAV TAPATNPICETE OTOLUONTOTE OTTO TIS TOPUKATO OVETIOOUNTEG EVEPYELES:

o Mepikéc Qopéc umopet va mapatnpndovy kapdlokd TpofAHTH KOTE T SIOPKELL TNG
Oepamneiog Kot TEPIOTOCIOKG LETA TO TELOG TNG Oepameiog kot va eivar coPapd.
[Teprlappdvovv e£acBévnon tov Kapdlakov Huog Tov TOAvdS va 0dnYel 6 Kapdlok
OVETAPKELD, PAEYLOVT (O10YK®UEVO, pLOPO, (0TS Kot [iE TOVO) 6TO TEPIPANLLA TG KOPILAC
Kot drotapayEg Tov puOpod T Kapdldc. AvTd UTOPEL VoL 001 YNIGEL GE GUUTTMOUATO OTTWOC
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duomvola (cupmeptAapBovorévng e VOKTePIVIG S0GTTVOLNG), Py, KATAKPATNGN VYPOV
(mpM&wo) ota mdHd 1 ota Yépla, aicOnua TaAL®V (TTeEpLYICHOS 1 AKOVOVIGTOS KAPOLOKOS
pLOUOG) (PA. mapdypago 2. Kapdiakoi Ereyyor).

O y1atpdg oag Ba mapakorovBel TakTikd TV Kapdid cog katd tn ddpketa TG Bepomeiog Kot petd amd
) Ogpameio, aALG Bo TPEMEL VO EVILEPDOGETE TO YOTPO GOG AUEGMG EAV TOPATNPNOETE KATOLO Amd TOL
TOPOTAVO GUUTTMOLLOTOL.

o TOVOPOWO AVGNG OYKOL (Lo Opddo HETABOAK®OV ETTAOK®OV OV eU@avifovTal HETH amd
Bepamneia pe kapkivo mov yapaxtnpiletor omd vynAd eninedo KaAiov Kot GOGPOPIKOV GTO
aipo Kot younAd enineda acPeotiov oto aipa). Ta countdpate propei va meptiapfavoovy
veppikd TpoPfAnuata (advvapio, SVGKOAIN GTIV OVATVOY|, KOTMOT Kol GUYYVOT]), Kopdlokd
TpoPAnpata (TTepuyteog TG Kapolds 1 taydTepog i fpaditepos KapdoKog TaANAC),
EMANTTIKESG KPIOELS, EUETOC T O16PpPOLa KOl LUPUNYKLAGLLO GTO GTOLLML, TO XEPLOL 1] TOL TOJIA.

Edv aieBavbeite omolodnmote amd o Tapamive cupntdpota 6tay 1 Oeponeio cag pe Zercepac £xet
terelnoel, Ba mpénel va emokePBeiTe TO Y1OTPO GOG KOl VAL TOV/TNV EVILUEPMGETE OTL EYETE
TponyovpEVeS vtoPAnOel oe Bepameia pe Zercepac.

Alreg avemBOuNTEG EVEPYELES

IMoAd ovyvéig avemOOuNTES EVEPYELES: pmopel va exnpedlovy mepiocotepovg omd 1 otovg 10
avOpmTOLS:

Aowméelg

duappoia

dvokototnTo

Kav60g (dvomeyia)

KOT®OT

depuatikd e&ovonparta

ovo¢ 6710 Bdpaxa

7TOVOC 6TV KOl

OVOC 6TIS apBpioelg

YOUNAOG ap1OUog epLOpGV a1ocEUIPiOY Kol AEVKOV apoc@alpiov (to onoio fonbovv oty
KaTomoAEUNoN TG AOTU®ENC) OPIGUEVEG QOPEG LE TLPETO

TOVOG GTOVG LVG

EMTEPLKITION

dakpvppota

pwvoppayieg

PIVIKT KaTOPPON

TPYOTTOON

TPOHOG

egoym

Cakn

STOPAYES TOV OVOY®V

amOAELD BAPOVG

ammAel Opeéng

abmvia

aAAoimon ¢ yevbong

YOUNAOGS aplOUoG arpomeToMmy

UOADTES

LOVOIUGLLO 1) LOPHUNYKIOG O TOV SO TOAWDY TV YEPIDV KOl TOV TOSIDV, TO OTOI0 TEPICTUAGIOKA
umopel va eKteivovtol 6To LITOAOUTO dKPO

gpLBpoTNTa, TPHELLO 1 TANYEG GTO GTOUN KA/ GTO AULUO Oag

o ovoc, TpNEo, EpuhpdTNTA 1| LUPUYKIOGHO TOV YEPIDV KAUN T®V TOSOV
o dvomvola
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TOVOKEPUAOG
Prixag
éuetog
vavtio

Yoyvég avemBounTeg evépyeres: pmopei va exnpedlovv péypr 1 otovg 10 avOpdmovg:

OAAAEPYIKEG OVTIOPAGELG

QOPLYYIKES AOTUDEEL

AOWDEELG TNG 0VPOOOYOV KVDGTNG KO TOV SEPHOTOC
QAEYLLOVT] TOV HOCTOD

(QAEYLLOVT TOV NITATOG

STAPAYES TOV VEQPDV

avénpévog puikdg Tovog 1 téon (veptovia)
TOVOG oTO YEPLO KoM OO0

KVnopmoeg e&avonua

VIVNALLL

QLLOPPOTOES

payovpa

ENPOTNTA TOL GTOUATOG KOl TOV SEPUATOG
pdrio Enpd

€Qidpwon

aicOnpa advvapiog Kot adabeciog

ayxX0g

KaTdOAym

aoOua

Aolpwén Tov Tvevudvov

SOTAPAYEC TOV TVELUOVOV

TOVOC TNV TAGTY

TOVOG GTOV QLYEVOL

TOVOG GTOL 0GTAL

BINTY|

KPOAUTES TOV TOJDV

'Oy ovyvég avemOounTeg evépyetes: pumnopet va ennpedlovv uéypt 1 otovg 100 avOpdmovg:

KOP®ON

eEavinua pe ovapoin ven
GUPLYLOC KATA TV ovoTvon
(QAEYLLOVT 1] OVAT] GTOVG TVEVLLOVEG

Yrdwvieg avemBOunTeg evépysieg: pmopel va ennpedlovv péypt 1 otovg 1000 avBpmmovc:

. tktepog
o OVAQUANKTIKEG AVTIOPACELG

AVeEMOOUNTES EVEPYELES AYVOOTIIG GVYVOTNTAG: 1) GLYVOTNTA deV pmopel va exTiun Ol amod ta.
Swbéopa dedopéva

U1 QLGIOAOYIKT M dtaTopayrévn TEN TOL AipaTOg
VYNAQ emimeda Kadiov

oidnua 1 apoppayio 6To ToW PEPOS TV 0OPHUAUDY
KatomAn&io
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U1 PLGIOAOYIKOG KOPOLoKOS pLOLOC

OVOTVEVGTIKT OLGYEPELN

OVOTTVEVOTIKT OVETOPKELNL

oeio cLECHOPEVOT VYPOV GTOVG TVEVLLOVEG

oeio oTEVOOT TOV AEPAYDYDV

U1 QLGIOAOYIKE YOUNAG eTTiTESA 0EVYOVOL GTO CLipLOL

dvokoAio oty avomvon otav eiote EUTAOUEVOC

NmraTiky PAGEN

oidnpa oto mpdowmo, xeihn Kot eApLYyaL

VEPPIKN OVETAPKELDL

U1 QLGIOAOYIKE YOUNAd enimeda VYPOV YOP® Ad TO UOPO GTN UNTPO
AOVVOLIN TV TVELUOVAOV TOL LOPOV VO, avarTuyfodv 6T untpa
U1 QLGIOAOYIKY] OVATTLEN TOV VEPPDY TOV L®POV GTN URTP

Kamnoieg amod tig avembBounteg evépyeleg mov mopatnpeite pmopet va opeiloviol oTov vToKeipevo
kapkivo. Eav Aaufavete Zercepac oe cuvovacud pe ynuetodepomeio, kdmoleg omd avtég pmopet
emiong va opeilovtal ot ynuelobepameia.

Edv eppovicete omoadnmote and Tig avemBOunTeg EVEPYEIEG, EVIUEPDOTE TO YLOTPO, TO PUPLOKOTOLO
N TO VOGOKOLO GOG.

Ava@opd avemBounToV EVEPYELOV
Edv mapotnproete KOmolo, avemBOunTn evEPYELX, EVIUEPMDGTE TOV YIATPO, TOV PUPUOKOTOLO 1] TOV/TNV
VOGOKONO 6aG. AVTO 1oyveL Kot Yo kébe mbavr avemBountn evépyela Tov 6ev avapEPETAL 6TO TapdV
@OALO 0OMYLDV ¥prione. Mmopeite emiong va avagépete avemBounteg evépyeleg anevbeiog, LEC® TOV
€0VIKOO GLGTAUATOG AVOPOPAC.
EAlLada
EBvikog Opyaviopdg @apudakmv
Meocoyeiov 284
GR-15562 XoAapyog, Adnva
TnA: + 30 21 32040337
Iototonog:  http://www.eof.gr
http://www.kitrinikarta.gr

Kvnpog

DopuoKeLTIKEG YINPEoieg
Ymovpyeio Yyeiog

CY-1475 Asvkooio

TnA: +357 22608607

da&: + 357 22608669

Iotétomog: www.moh.gov.cy/phs

Méow g avaeopdc avembounTmv evepyelmv pumopeite vo, fondnoete ot GLAAOYN TEPIGCOTEP®V
TANPOPOPLDY GYETIKA LLE TNV ACPAAELN TOV TAPOVTOG POPLAKOL.

5. Iog va guhaccete To Zercepac
To Zercepac 6o amodnkedeTon amd enayyeALaTieg LYEIOG GTO VOGOKOUEIO 1) TNV KAVIKY.

o To @appako avtd TPETEL VO UAACOETAL GE PEPT] TOV OgV TO PAETOVV Kal dgv TO POAvVOLY Tal
ToLdLA.

e No un ¥pNooToLEiTOL HETA TV NUepopunvia ANENG mov avaypaeetal 6To e£MTEPIKO KOLTL Kot
otV eTikéTa Tov eroidiov petd ™ AHEH. H nuepounvia Anéng eivar n) tedevtaio nuépa tov
U1VO. TTOL OVOQEPETOL EKEL.

e To un avoryuévo @laridio Ba mpénel va puidoocete o€ yuyeio (2°C — 8°C).
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e  Mnyv katoyHyeTE TO OVACLOTUOEY dtGAL L.

e Ta dwohdpato Tpog £yyvomn Ba TPEMEL vaL YPNGLLOTOLOVVTOL AUECHOS LETA TNV d1dAven. Edv dev
YPMNOILOTONB0VV aUECHC, 01 ¥POVOL OTOBNKEVGNG KATE, TN YP1ON Kot 01 GUVONKEG TPV TN XPRoM
glvar euBovn Tov ypno.

e No unv ypnouomnoteite 1o Zercepac, EpOcov ToPATNPNOETE TUYOV VTOPEN COUATIOI®V Kot
OTOYPOUATIGUO TPLV T YOPNYNON.

o Ta dpuaKe dev TPETEL VO OTOPPITTOVTOL GTO VEPO TIG ATOYETELONG 1] TO GKOLTId1. Pwthote TO
(OPLOKOTOLd GOG YO TO TG VO TETAEETE TOL PAPLOKA TTOL dgv Ypetdlovtal ma. Avtd ta pétpa Oa
BonBnocovv oty Tpoctacia tov mepPdAiiovtog.

6.

Iepreyépeva g 6VOKEVAGIAG KOL AOWTEG TANpOPOpies

T mepréyer To Zercepac

H dpaoctikn| ovsia givor n tpactovlovpaunn. Kébe piaiido nepiéyer site:

60 mg tpactovlovpdpnn 1 omoia mpémel va dodvbel e 3,0 ML oteipov VO0TOG Yo EVEGIHA 1)
150 mg tpactovlovpdunn 1 onoia mpénet va S1aAvbei og 7,2 mL oteipov HoTOC Y100 evéTIa
n

420 mg tpactovlovpdunn n omoia tpénel va doivbel og 20,0 ML orteipov HoaTOG YO0
gvéopL.

To didAvua o omoio TpokvmTel TEPIEYEL mepimov 21 mg/mL tpactovlovudunn.

Ta dAAa cuotatikd givar L-iotidivn vdpoyrlmptkn povobdpikn, L-1ot1divn, a-a-tpearoln
dwodpikn, molvcopPucod 20.

Ep@davion tov Zercepac kot mepieyOUeva. TG GUOKEVAGLOG

To Zercepac givar pio KOVIG Y0 TUKVO GKELOAGLLA Y10 TOPOCKEVT] SIOADUATOG TTPOG £YXLGT, 1 OTOlN
dwatifetan péca o€ yudAvo elaiidio pe eElootikd Topo kot mepéyet 60 mg, 150 mg 1 420 mg
trastuzumab. H ok6vn avth givarl o Lopen AOPIAOV KOKK®V Aevko 1 vrokitpvov ypouoatog. Kabe
Kouti mepiéyetl 1 prokidio oxdvng.

Karoyoc Adsrog Kvkhogopiac:

Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,
Edifici Est 6* planta,
08039 Barcelona, Iomtavia

Hapaokevaotig:

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

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéy,
OAovdio

To wapov vALo 0N YLOV yprionS avabewpnOnke Yo TELEVTOiO Qopd oTig 11/2021

Aemntopepeic mAnpoeopieg yio to appako avtd eivat drabéoipeg oto dikTvakd TOTo ToL Evpomtaikon
Opyoaviopod ®apudkmv http://www.ema.europa.eu
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To wapdv eOALO 001 yLDV Yp1oNg eivar dabéotpo o OAeG Tig emionueg YAwooeg e EE/EOX otov
dwtvakd toémo Tov Evponaikod Opyavicpod Ooappdkov.

O Tinpoopisg mov akorovdovv arevdivovtar pévo o€ YIaTpoig 1 erayyelpaties vyeiog
To Zercepac nopéyetol 6€ OMOGTEPOUEVA, XOPIG GUVTNPNTIKG, LT TVPETOYOVE, PLOAISIY LG YPHONG.

[Ipokeyévov va amopevyBel  AavBacspévrn yopnynon eoprakoy, eival onuaviikd vao eAEyyovTal o
ETIKETEG TOV QLOAMSI®V Y10, VO SL0GQOALGTEL OTL TO PAPUAKO TOV TPOETOUALETAL KoL YopnyeiTal eivat
to Zercepac (tpactovlovpdumn) kot oyt GALO TPoldV oL TEPIEYEL TPAGTOVLOVUAUTN (7T,
TPAGTOLLOVUAUTT EUTOVGIVI 1} TPAGTOLLOVUAUT dEPOVETEKAVN).

Awnpeite TavTa 0VTO TO PUPUOKEVTIKO TPOIOV GTOV apyIKd KAEIGTO TeplEkn o€ Beppokpacia 2°C -
8°C o10 yuyeio.

Agd0pUEVOD OTL TO PUPUOKEVTIKO TTPOTOV dEV TEPIEYEL KOVEVH OVTIIKPOPLOKO GUVTNPTTIKO 1|
Baktnploctoticong Tapdyoviee, Oo Tpémet vo pnoonotOel KOTAAANAT AOTITY TEYVIKT Y10, TIC
dudkaocisc avacvoTaong Kot dtdlvong. [pénet va Aapfavetor pépiuva dote va eEacpaiiletorn
OTEPOTNTA TOV TOPUCKEVAGUEVOV SOAVUATOV.

"Eva graAidio Zercepac donmrta ovacvotadéy pe oteipo Kémp yio evéoiua (dev drotiBetan) etvon ymuukd
Kol uotkd otabepd yia 48 dpeg otovg 2°C - 8°C petd v avacvotoot kot dgv Bo mpémet vo
KOTOYOYETOL.

Metd amd donmrrn 61dAvor 6€ 6aKovg TOAVABVAEVIOV 1] TOAVTPOTVAEVIOL TOV TEPIEXOVY EVEGILO
dtéAvpa yhoprovyov vatpiov 9 mg/mL (0,9 %) n ynuikn Kot ok otabepdTnTa Tov Zercepac £xst
amoderyDel Yo £wg 84 nuépeg atovg 2°C - 8°C, 7 nuépeg otovg 23°C - 27°C kai 24 mpeg otovg 30°C.

Am6 pikpofroroyikn dmoy, To avacvotadéy dtdAvpa Kot To StdAvpa £yyvong Zercepac Bo mpémel va
ypNoorolovvtol apécwc. Eav g ypnoiponombel apéomc, ot ypdvor amodnkeuong Katd, tn ypnon Kot
01 GLVONKEG TPV TN XPNOT OTOTELOVY EVOVVN TOV ¥PNOTH, EKTOG KAl AV 1] AVAGVOTOGCT) KO 1] S1dAVCT|
£Yvav KAt amd EAEYYOUEVES KOl ETIKVPOUEVES AOTTTTEG GLVONKEC,.

Aonmn TpoeTolacio, YEIPIoUOC Kol amobnKevon:
H npostoyacio g éyyouong npénet va
o exteleiton OO EKTOUOEVIEVO TPOCSHOTIKO GUUPOVE, [LE TOVG KAVOVEG 0pONG TPOKTIKNG, 101MG
OGOV 0pPOopE TNV GoNTTTN TOPACKELY| TAPEVIEPIKADV TPOTOVIMV.
e yivetal o€ amoppoENTPA LE EAACTIKY poT| 1} frodoyikd Bdlapo acpaieiog pe Tn xp1ion
TUTOTONUEVOV TTPOPVAAEEMVY Y10, TOV AGQAAT YEPIOUO EVOOPAEPLOV TapaydVTOV.
e akoAovOeital amd EMOPKN ATOBNKEVGT TOL TAPACKEVAGUEVOL OLOADILOTOG Y1 EVOOQAEPLN
£yyvon yo va S10cQaAMOTEL 1] S10THPTOT TOV AONATIKOV GLVONKOV
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Odnyiec yuo tnv donmtn ovocOLGTACN:

1. Xpnoonowmdvtag pio oTeipa cvplyya, evécate fpadémg Tov KatdAAnio 6yko oTeipov VIATOG Yo
gvéoipo (Oev TOPEYETOL) GTO PLOALSI0 TTOV TTEPLEYEL TO AVOPIAO ZErcepac, Katevbdvuvovtag tn pon endvo
ot péla Tov Avderiov. H yprion dhiwv dtodvtdv yia ovachotact Ba mpénet vo amopedyeTaL.

2. [leprotpéyorte 10 PraAido elaepd yio va vrofondncete v avacvotacr. MHN ANAKINEITE!

H eppdvion elappod appiopod tov Tpoidvtog KoTd TNV avacsvotaot ogv eivat acvviOng. A¢rote to
olAido va mapapeivel o npepia yuo S tepimov Aentd. To avacvotabéy Zercepac mov mpokvmTEL
glvar éva aypmpo Emg EAPP®G KITPIVO Stapavig dtdlvpa Kot Bo TpEmel va eivan TpaKTIK®MG eAevepo
0pUTMOV COUOTIOMV.

Zercepac 60 mg kovig Y10 TUKVO CKELAGLO Y10 TOPACKELT SIHADLOTOC TPOG EYYLON.

H avaciotaon tov proiidiov 60 mg pe 3,0 mL oteipov vdatog mpog £yyvon amodidet 3,1 mL
SaAdpOTOg g xpnong, mov mepEyet tepirov 21 mg/mL tpactoviovuaunn oe pH mepimov 6,0. H
nepiooeln Oyxov 8 % dracparilel Tog umopel va avappoendei amod kdbe PLaAido 1 avoypaduey”
d06om tov 60 mg.

Zercepac 150 mg kovic Yo TokvO GKEVAGILO Y10 TAPOCKELT SLOAVUATOG TPOC EYYVOT).

H avactotaon tov groddiov 150 mg pe 7,2 mL orteipov vdatog mpog Eyyvon anodidet 7,5 mL
SADLOTOG Lag xpnong, Tmov meptEyel mepimov 21 mg/mL tpactovlovudunn, g pH nepinov 6,0. H
nepiooeln Oykov 5 % dracparilel Tog umopel va avappoendei amod kdbe PLaAido 1 avoypaduey”
doon tov 150 mg.

Zercepac 420 mg kovi¢ Yo TuKVO GKEVAGILO Y10 TAPOCKELT] SLOAVUATOG TPOC EYYVOT).

H avaciotaon tov groidiov 420 mg pe 20,0 mL oteipov vdatog Tpog £yyvon amodider 20,6 mL
SLoADLOTOG oG xpnong, mov meptEyel mepimov 21 mg/mL tpactovlovudunn, og pH nepinov 6,0. H
nepiooela Oykov 3 % dracparilel Tog umopel va avappoendei amod kdbe PlaAidto 1 avaypadueyn
doon tov 420 mg.

To Zercepac Oa Tpémel va ypNGIUOTOLEITOL TPOGEKTIKA Katd TV ovacvotact. H mpoxinon
VIEPPOAIKOD OPPICLOV KATE TNV 0VOCLGTACN 1) TV 0vaKivion Tov avacvotafévtog Zercepac pmopet
Vo 001 YN oEL o€ TpoPAnpata pe TNV TocoTNTe Tov ZErcepac mov umopel va avappoendei amod to
QLoAid10.

Odnyiec yio TV donmen S1GAVGT TOL vacLGTAOEVTOC SIOADLOTOC
Y7moAoyioTe TOV OYKO TOV SLOADLOTOC TOV OTOLTELTAL:

® e Pfdon ) 600m e@ddov Twv 4 mg tpactovlovpduny/ Kg copatikod pdpovg 1 v
emaxoAovOn efdopadiaio d6om TV 2 mg tpactovlovpaunn/kg copatikod Bapovg:

‘Oykog (ML) = Zopatuéd Bapog (kg) x 6on (4 ma/kg epoddov 11 2 ma/kg yio cuvinpnon)
21 (mg/mL, cvykévipmon oV avacLoTadEvTog SoADUATOS)

e g Pfdon ) 600m ddov v 8 Mg tpactovlovpduny/ Kg coupatikod Bdpovg i v
emaxoAovON efdopadiaio d6om avda 3 efdouadeg Twv 6 Mg tpactovfovudunn/Kg copotikon
Bapovg:

‘Oykog (ML) = Zopotiké Bapog (kg) X 666 (8 ma/kg epddov 11 6 mg/kg cuvinpnong)
21 (mg/mL, cvykévtpmon Tov avaovoTadivtog SIADIOTOS)

H xatdAAnin mocdtnta Tov d1oAdpatog 8o Tpénet vo avappo@nBel amd 10 PLoAidIo YPTCLULOTOIDOVTOG
L0 OTOGTEPOUEVT PeAOVa Kot GUpLyya Kol vo TpooTtebel o€ 6ako Eyyvong and ToAvaifvAévio 1
moAvmpomvAévio mov mepiéxetl 250 ML Sroddpatog yAwplovyov vatpiov 9 mg/ml (0,9 %). No unv
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YPNOLLOTOELTAL [E LAV HOTO TTOV TTEPLEXOLY YAVKOLN. Me oKkomod TV ovapén Tov StoAdUaTog Kot
TNV aToPLYN APPIoUOV, 0 6aKoG Ba Tpénel va avactpapel amord. To SloADHOTO TOPEVTEPIKNG
xPNoNg Ba TpEmel va EAEYYOVTOL OTTIKAMC Y10, GOUATIONW KAl AAAOIMGT TOL YPMUATOS TPV TN

xopnynon.
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