ITAPAPTHMA 1
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Perjeta 420 mg mukvo di1dAvua Yo TapacKev] SIOADUATOG TPOG £YXVon

2. HOIOTIKH KAI IOXOT1KH XYNOGEXH

‘Eva @loridio 14 ml mokvod dtodvpatog tepiéyet 420 mg neptov{0VUAUTNG OE GUYKEVIPMOT

30 mg/ml.

Metd oo v apaioon, éva ml dteddpatog tepiéyetl nepimov 3,02 mg neprovlovudunng yo tnv
apyn 6601 kai mepinov 1,59 mg neprovlovpdunng ya m d6om cvvtipnong (BA. Topdypapo 6.6).

H meprovlovpaunn givar éva e&avBpmmonoinuévo povokiwvikéd avticopo IgG1, to onolo mapdyston
og KoTTapa Onhaotik®dv (amd T wonKeg Kvellkod KpknTov) LE TEYVOLOYIO avacLVIVOCUEVOD
DNA.

T tov TApN Katdloyo tv ekddy®v, BA. mapdypago 6.1.

3. DOAPMAKOTEXNIKH MOP®H

[Mokvo d1dAv e Yio TopAcKELT] SIHADIATOG TPOG EYYLGOT.
Al yég Tpog erappd 1p1dilov, dypmpo Tpog wypo Kitpvo vypo.

4. KAINIKEX TIAHPO®OPIEXZ
41 OgpamevTikég gvosiselg

pdyog kopkivog Tov pacston
To Perjeta gvdeikvutonl o€ cuvdvacud pe tpactovfovudunn kot ynuetodepaneio otny:
o sloaywyikn Oepaneio evniikav aclevav pe HER2-0gt1kd, tomikd mwpoywpnuévo, pAEYLOVMOT
N TPOOL 6TAdI0V KapKivo TOL HOGTOD pe LYNAS Kivduvo vtotpomig (PAEre mapdypapo 5.1)
e gmikovpikn Bepoameio evnhikov aclevav pe HER2-0etikd mpdyo kapkivo Tov pocto pe
VYNAO Kivouvo vrotpomng (BA. Tapdypago 5.1)

MetooTotikog Kopkivog Tov HosTton

To Perjeta gvdeikvuton yio xpnon o€ cuVOLAGUO LE TPASTOVLOVUAUT Kot OGETAEEAN OE EVIAIKEG
aoBeveic pe HER2-0etikd petastatikd 1 Tomikd vroTpomialovia Un XEPoupY IO KAPKIVO TOV
HaoToV, 01 omoiot dev Eyovv AdPet mponyovuevn avti-HER2 Bepamneia 1 ynueobepaneio yio
LETOGTATIKY] TOVG VOGO.

4.2 Aocoloyia Kol TpOmTOS yopynons

To Perjeta Oa wpénet va Egkva Lovo kdto omd Ty enifleyn 10tpod EUmELPOV GTN XOPNYNoN
AVTIKOPKIVIKOV Tapayoviav. To Perjeta Oa npémet va yopnyeitonr omd emoyyelpotio vysiog
KOTOPTIGUEVO GTNV AVIYLETOTION TG avaevia&iog kol o mepifaiiov dmov ivor dtabéotueg
EYKOTOGTAGELG TANPOVS AVAVIYNG GLLETO.

Aocoloyia

Ot acBeveic mov Ppickovtar vto Oepamneia pe Perjeta mpémel va Exovv HER2-0gtuc6 6yK0, 0 0moiog
opiletar g fadporoyia 3+ otnv a&loddynon avocsoictoynueiog (IHC) ko Adyo = 2,0 ot
doxpocia in situ vPpopov (ISH), Ta ool EKTILOVTOL e TIGTOTOMUEVT] SOKIUAGTA.



T va dtac@oicTtohy akpiPn Kot ovVOTopoy@YLLO OTOTEAEGILATO, 1) SOKLUAGTO TPETEL VA,
mpaypoatomonel oe EEE10IKEVUEVO EPYOGTIPLO, TO OTTO10 UTOPEL VO S10GPAAIGEL TNV TIGTONOINGT TV
dladkacimV Tng dokipacioc. o TANpelg odnyieg avapopikd e TNV EKTELECT] KoL TNV EpUNVELR TNG
doxpaciag, TopakaAeiote va avaTpEEETE 0TO PLAAASIN TTOV ECMOKAEIOVTOL OTIG EMKVPMUEVEG
dokipaocieg e&étaong tov HER2.

H ocvvietdpevn apyikr d6om epodov g meptoviovpdaunng eival 840 mg yopnyovueva wg evoopréPia
£yyvon odpkelag 60 Aemtdv, okolovbdovueva, ot cuvéyela omd doom cuvtipnong 420 mg kabe 3
gPdouGoeg og ypoviko didotnua Eyyvong 30 £ng 60 Aertdv. Tuvictdtol tEPiodog mapakolovinong
30-60 AentdV peTd TNV OAOKANp®ON Kabe Eyyvong tov Perjeta. H mepiodog maparxorovOnong Ha
TPETEL VO, OLOKATPAOVETOL TPV 0O OTOLAONTOTE EXOKOAOLOT £YYLOT TPOGTOLLOVUAUTNG 1|
ymueobepaneiog (PA. mapdypago 4.4).

To Perjeta kat 1 tpactovfovpdpunn o TpEmel vo, xop1youvTal S10d0YIKE KOt VoL U1V OVOLELYVOOVTOL
otov 1610 odxo £yyvonc. To Perjeta kot 1 tpactovlovpdunn umopodv va xoprnyndovv e omolodnmote
oepd. Otav yopryeitar pe Perjeta, n ocvotaon eivol voa akolovbnbel éva mpdypoappa kabe 3 efdouddeg
Yo T yopnyoOuevn tpactoviovpdunn eite:

o ¢ ED &yyvon pe apykn 66om £pddov g tpactoviovpaunng 8 mg/kg copatikod Pépovg
axolovbodeva ot Guvérela amd d6on cuvthipnong 6 mg/kg copatikod Papovg kabe 3
efdoudoec.

e otafepn d0om VIdOPLAG TPpacTOLLOVUAUTNS He Eveon (600 MQ) kabe 3 efdopddeg
ave&aptnto amd T0 COUOTIKO Bapog Tov acbevoic.

Y aoBeveic mov Aappavovv kamota ta&dvn, To Perjeta ko n tpactovlovpdunn Oo tpémetl va
YOPMYOVVTOL TPV amd TNV TOEAVT.

Orav yopnyeiton pe Perjeta, n dooetalédn umopei va Egkiviost ota 75 mg/m2 kot 6t GuvéyeLo vo.
KAMpokwbel ota 100 mg/m2 Baoet Tov eMAEYHEVOD BOGOAOYIKOD GYNUOTOG KoL THG OVOYNG OTNV
apykn 66om. Evoliaktikd, 1 dooetal&édn punopei va yopnyndei ota 100 mg/m2 oe Eva mpdypoppa
KkéOe 3 gfdopadec amd v apyn, Eavd Pdoet Tov emieyévov docoroyiko oynpatoc. Edv
YPMOLOTOEITAL HOCOAOYIKO oyfua Le Bdon Tnv KapPomhativy, 1 GUVIGTOUEVT] OO0T Yol TN
dooeto&éAn eivarl 75 mg/m2 kaboAn tn didpketa (xopic KMpdkmon g 66omg). Otav yopnyeitan pe
Perjeta 610 emkovpikod TAaiclo, 1 GLVIGTOWEVT dON TG TakATa&EANG sivar 80 mg/m2 pio popd
KkéOe efoopada yia 12 gfdopadiaiovs khkiove.

Y& acbeveic mov Aaufdavouv oyfua pe faon v avBpokvihivn, to Perjeta kot 1 tpactovlovudumn
TPETEL VAL YOPTYOOVTOL PLETA TNV OAOKATPMOGT] OAOKAT POV TOV S0GOAOYIKOV GYNLLATOG TNG
avOpakvrdiving (BA. Tapdypao 4.4.).

Metaototixog Kapkivog Tov nueetod

To Perjeta Oa mpénet va yopnyeitar oe cuvdvacud pe tpactoviovpdunn kot doceta&éin. H Bepaneia
ue Perjeta ka1 tpactov{ovpaunn puropei va cuvextotel uéxpt tnv €EEMEN g vOGOUL 1 Un Sloyelpioiun
TOEIKOTNTA, OKOUN Kol G€ TEPITTMOT O10KOTNG TG Oepameiog e dooeTa&éA.

Lpaiuog kopkivog Tov paotod

210 TAaiclo ¢ elcoymyikng Oepanciag, to Perjeta Oa mpénet va yopnyeitar yia 3 £mg 6 kdKAovg ot
ouvovooud pe tpacTovlovpaunn kot ynueobepaneio, mg LEPOG VOGS TANPOVG BEPAUTELTIKOD
OYNLLOTOG Y10, TOV TPAOLUO KapKivo Tov pactod (BA. moapdypago 5.1).

210 TAiG10 NG EMKOLPIKNG Oepaneiog, To Perjeta Oa mpénet va yopnyeitat og cuvdvooud pe
TPOGTOLLOVUAUTN Y10l GUVOALKO StAoTN L EVOG £TOVG (Ew¢ 18 KOKAOL N PEYPL TNV VTOTPOTY| TG VOGOL

N Vv epedvion un dwyelpiong to&uotntog, 6moto and Ta dVo enéAbel vopitepa), g HEPOG EVOG
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TAPOVE GYNLLOTOG Y10 TOV TPMUO KOPKIVO TOL HOGTOV Kot aveEAPTITMS TOL YPGVOL TG YELPOVPYIKNG
enéupaonc. H Bepaneia Oa mpénel va mepriapfdaver kabiepmpévn ynuetobepomeio pe faon
avOpaxvickivy ko ta&avn. H yopiynon tov Perjeta kat g tpactovovpaunng o mpénet va Eekva
v In nuépa Tov TpdTov KHKAOL Bepameiog mov mepiéyel Ta&dvn Kot Ba Tpémet vo cuveyileTon axdun
o€ TEPIMTOON SLOKOTNG TNG YNHe0bepameiog.

KabBvorepnuéves n mapaleimoueves d0oeig

INa cvotdoelg oyetikd pe Tig kabvotepnuéveg | Topaiemdueveg 00celg, avatpééte otov Iivaxoa 1

TOPOKATO.

Mivakog 1 ZvoTaoels ava@opikd pe TIC KaOUoTEPNUEVES 1| TUPUAELTONEVES OOCELG

va, yopnyeitai 1o
GUVTOUOTEPO dVVATO.
Mnv mepuévete péypt
TV EMOUEVT
TPOYPUUUATIGLEVN
d00. X1 GuVEKELd,
EMAVUPEPETE TO APYLKO
TPOYPUUUATIGUEVO
YPOVOIIAYPOLLLAL.

Xpovog avapeca Perjeta TpOucTOV OV UG NTTY

o€ 2 d1000IKég E® YA

EYYVGEL

< 6 efdopddeg H d60m 420 mg ¢ H d60m H otabepny 6601 600
nmeptovlovpdumng Tpénel | tpactovovudumng E®@ | mg tpactovlovudunn

tov 6 mg / kg Oo mpénet
va, yopnyeitai 1o
GUVTOUOTEPO SLVOTOV.
Mnyv mepruévete puéypt
TNV EMOUEVT|
TPOYPUULATIGUEVT|
d00. X1 GuVEKELd,
EMOVOUPEPETE TO APYLKO
TPOYPOUULATIGUEVO
YPOVOSIAY PO,

> 6 gfoopadeg

H d60m gpooov 840 mg
g meptovfovpdunng Ha
TPETEL VAL
EMOVOYOPTYEITAL G
&yyvon 60 Aemtddv,
axoAlovBodpevn and pia
d60m cvvtipnong 420
mg E® kdbe 3
efdondoeg oto ENG.

H d60m €podov toov 8
mg / kg
tpactoviovudunn EO
TPEMEL VL
emavoyopnyndet yio
nepinov 90 Aentd,
aKolovBovpevn amd o
d6on cvvtypnong 6 my /
kg E® «d6e 3
gPoopadeg 6To €ENC.

YA mpénet va
yopnyeital To
GUVTOUOTEPO SLVOTO.
Mnv mepruévete puéypt
TV EMOUEVT
TPOYPOULATIGUEVT|
doon.

Tpomomoinon s d00ans

Agv cuvIoTOVTOL PEIDGELS TNG 000MG Yo To Perjeta 1 v tpactovlovpdunn. ['o Aentopépelec oyeTikd
HE TNV TPAcTOVLOVUAUTT, TapakaAeicOe vo avaTpéete TNy TEPIANYN TOV YOPAKTNPIGTIKOV TOV
npoiovrog (IL.X.IL).

Ot acBeveic umopovv vo cuveyicovy T Bepameio Katd T SLdpkeLd TEPLOSMY AVUTTPEYIUNC,
EMOYOLEVNG A0 TN yNUeobepaneia, pueAOKATAGTOANG AALA Ba Tpémel Vo TapakoAiovBovvTal
TPOCEKTIKG Y10 EMTAOKEG OVOETEPOTEVING KATA TN SLAPKELD AVTOV TOL YPoviKoD dacTtnpatog. [a Tig
TPOTOTONGELS GTN OO0T| TNG 00GETUEEANG KO TG GAANG ynuetobepaneiog, PAéme T oyetikn [TL.X.IT.

Av 1 Oepameia pe tpactovfovpaunn daxomnei, n Oepancio pe Perjeta o npémel va drokomet.

Avolertovpyio aplotephc koiliog

To Perjeta ka1 1 tpactoviovpaunn Oo tpénetl vo dtokorobv Tpocmpivd Yio TOVAGYLeTOV 3 €BS0UAdES
0€ MEPIMTOOTN EUPAVIOTC OTOLOVINTOTE CNUEIDV KO CLUTTOUATMV TOV SNADVOVY GLUUPOPTTIKY
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kapdiakn avendpkela (t0 Perjeta Oa mpénet va Srokomnel £dv emPePorwbdel copntopatiKg Kapdiakn
avendpkela, PAETE Tapdypa@o 4.4. yio TEPIOCOTEPEG AETTOUEPELES).

AoBeveic ne neTaotoTikd KopKivo Tov Hooston

IIpwv amd tn Bepameio, ol acOeveic Ba mpémet, va Exovv KAdoua eEmBnong apiotepng kothiag (LVEF)
> 50%. H Oepancio pe Perjeta kot tpactovlovpdunn 0o mpénel va dtakomel yio TovAdyiotov 3
gBoopddeg oe mepintmon:

o mtoong tov LVEF oe tiun kdtw tov 40%.

o LVEF peta&y 40%-45%, to omoio oyetileton pe mtddomn o€ povadeg = 10% tng tiung mpo g
Oepameiog.

To Perjeta ka1 1 tpactovlovpdumn Uropoby Vo GLUVEXIGTOVY AV TO KAAG U eE@ONoNC aplotepng
kotdiag (LVEF) éxet emavérDel og > 45% 1| og 40-45%, 10 omoio oyetiletor pe S10popd 6e LovAdeg

< 10% amo Tig TYEG Tpo NG Bepameiog.

AoBeveic ue mp®YO KapKivo TOV LaoTon

IIpwv amd 1 Bepameio, o1 acOeveic Oa mpémel va €xovv LVEF > 55% (> 50% petd tv ohoxAnpwon
TOV oKELOVG TNG YMueoBepameiog pe avOpakvihivn, av yopnynOel). H yopriynon tov Perjeta kot tng
tpactoviovudunng Bo tpénet vo dlakomel yio TovAhdyiotov 3 efdonddeg o mepinTmON:

e mtong tov LVEF cg tiun kdtw tov 50%, 10 omolo oyetileton pe ntmdon og povadeg > 10%
TOV TIH®V TTpo ¢ Oepameiag.

H yopnynon tov Perjeta ko g tpactoviovpduang urnopei va Eekivioet ek véov av to LVEF éyet
enovéLDel o >50% 1 av 1 dopopd o povadeg sivarl < 10% youniotepn o€ oXECT UE TIG TIUEG TPO TNG
Oepameiog.

Himawuévor aobeveic

Aev £yovv TopotnpnBel GuVOAIKEG d10pOPEG GTNV amoTEAEGUATIKOTNTA TOV Perjeta oe acbeveic
nAwiog > 65 kai < 65 etwv. Aev glvar amapaitnTn 1 Tpocapuoyn TG 800G o€ TANOLGUO
nAukopévov niikiog > 65 etav. [leplopiopéva dedopéva eivan drabéoipa yia acbeveig nhiog > 75
etav. Iapakolovue deite v evotnra 4.8 yia v a&loddynon g aceialelag tov Perjeta otovg
nAkiwpévoug acheveic.

Negpixn ovolertovpyio.

Agv amaiteitol Tpocaproyn e d0omg ¢ TepToL oVUAUTNG o€ acbeveic pe N 1 LETPLO. VEQPIKN
dvodettovpyia. Agv uTopovv vo 60000V S0GOA0YIKEC GUGTAGELS Y10, TOVG 0o0EVEIS e coPapn veppikn
duodeltovpyio AOY® TV TEPLOPIGUEVAOV SLUBECIU®Y POPUAKOKIVITIKOV dedopEVeV (PA. Topdypapo
5.2).

Hrozikn dvaleirovpyio

H acopdleia kot 1 amoterecpotikotnto 1oV Perjeta dev éxetl pelemOei oe acbeveic pe nratikn
dvuolettovpyia. Agv UTOPOLV VO, YIVOLV EIBIKEC GLGTAGELC Y10, T OOGT.

Hoidrorpixog ninQvouog
H aocopddeia kot 1 amotelecpaticotnta Tov Perjeta o€ madid kot eprifovg niikiog katw Tov 18 etdv

dev €xel kaBiepwbel. Aev vtdpyel oyxetikn ypnomn tov Perjeta otov madiotpikd TANBvoo oe EvoelEn
KapKivov Tov HacToL.



Mé60od0o¢ yoprynong

To Perjeta yopnyeitot evdopiefing péow éyyvong. Aev Ba mpénel va yopnyeitar wg evooeAéPio push 1
bolus. T 0dnyieg oyetikd pe v apainon tov Perjeta mpwv and ) yopnynon, PA. Topaypdeovg 6.2
Kot 6.6.

IMao v apykn 6601, TO CLVIGTOUEVO XPOVIKO SLacTna. £yyvong ivar 60 Aemtd. Av 1 TpmTn £y)von
yiveTon KA oveKTY, Ol EMOUEVEG EYYVGELC LTOPOVV Vo xop1ynbodv ce ypovikd dtdotnua 30 Aewtdv
¢m¢ 60 Aemtav (PA. Tapaypogo 4.4).

Avtidpaoeis atnv Eyyvon

O poluog ™g éyyvong umopel va emPpadvviel 1| va dokonel, av 0 acbevig ekdnimaoetl avtidpaon
otV &yyvon (PA. mapdypago 4.8). H £yyvon pumopel vo cuveEIOTEL OTOV TO GUUTTAOUOTO
vroyopnoovv. H Oepaneia mov mepthappdvel o&uydvo, Pita ay®VIGTES, AVTHGTOUVIKA, TOyELN
EVOOPAEPLOL YOPTYNOT VYPDV KOl OVTITVPETIKA UTopel va fondnoel emiong oty avakodeion TV
GUUTTOUATOV.

Avuidpaoeig vmepevoroOnoiag/ovapvialio

H &yyvon Ba mpénet va drokomel apécws kKot oprotikd, av o aodevig eppavioet 4°° Babpov katd NCI-
CTCAE avtidpaon (avaguriatico), Bpoyy6cmaciio 1] suvopopo ofeiog avamvevosTikng dvoyépetag (BA.
napdypapo 4.4).

4.3  Avrevdsieg

YrepevoioOnoio 61N dpacTikn ovsia 1} 6 KAmoo and To £KO0Y TOV AVUPEPOVTL GTNV TOPAYPAPO
6.1.

4.4  Ewkég TPOELOOTOMGELS KU TPOPVAGEELS KATA TN (P10

Iyvnioowdtro

Ipokeévov va Bertiwbei 1 yvnAacudTnTo TV PLOAOYIKGOV QOPUOKEVTIKOY TPOIOVI®V, TO GVOUQ
KoL 0 0p1OUOC TaPTIOOS TOV YOPTYOVLEVOL POPUAKOV TPEMEL VO KATOUYPEPETOL LE GUPTVELL.

Avclertovpyio 0ptoTePNC KOWMAC (GuUmeptAaULBavorévie TS CLULPOPNTIKNC KOPOLOKNC AVETAPKELOC)

"Exovv avaeepbei peidoeig oto kKAdoua eEmdnong apiotepng kotliag (LVEF) pe pappokevtikd
TPO1oVTA OV PUTAOKApOoVV T dpactnprotnta Tov HER2, cupnepilopfavopévov tov Perjeta. H
EMIMTOOT CLUTTOUOATIKNG GVGTOMKNG dvoAertovpyiag aprotepng Kotkiog [LVD (cuppopntikn
Kopdlakn avendapkela)] nrav vymidtepn oe acbeveic vd Oeponeio pe Perjeta oe cuvdvaoud ue
TPaoTOLLOVUAUTN Kal ynueodepaneio oe GUYKPLoN pe ovTovg VIO Bepameia e TPAGTOLLOVUAUTY Ko
ymueobepaneio. Ot acBeveig mov Eyovv AaPel Tponyoduevn Bepaneia pe avOpakvrdives 1| Egovv
voPAnOel g Tponyoduevn axtivobepaneio otV TEPLOYT TOV DDpaKka pmopel va, Satpéyovy
VYNAOTEPO KivELVo peimong tov kKAdouartog eEmbnong apiotepng koidiog (LVEF). Ot tepiocotepeg
TEPMTMOCELG CUUTTOUOTIKNG KOPIIOKNG AVETAPKELNG O€ TANIG10 EMKOVPIKNG Bepameiog avapépOnkay
v acBeveic mov edaupavay ynueobepaneia faciouévn oe avOpakvkiivn (BA. mapdypaeo 4.8).

To Perjeta dev £xel peretnBei oe aoBevei pe: Tun Khdopoatog eEmbnong apiotepng kothiog (LVEF)
< 50% mpiv amd ) Bepaneio, TPONYOVUEVO 1GTOPIKO GUUPOPNTIKTG Kapdlakng avendpketag (CHF),
uelnacelg 6to kKAdopo eEmbnong apiotepng kotkiog (LVEF) < 50% katd ) ddpketo g
TPOTYOVUEVNG EMKOVPIKNG Oepameiag pe Tpactovlovpidunn, | KatasTtdoels, ol onoieg Oa pmopovoay
va emPopvivouy T Agttovpyio TG aplotepns Kowiag, OT®S lvar 1 [n eEAeyYOUEVN LTEPTACT), TO
TPOCPOTO EPPPAYLLO TOL pvoKapdiov, n cofapn Kapdiakn appuduice, n onoia xpnietl Oepameiog M
adpototikn Tponyoduevn ékbeomn ot avOpaxvriivy éog > 360 mg/m? SoEopovBucivng 1) GAAng
avticToymg.



Extymorte to kAdopa eEdnong aprotepng koiiag (LVEF) wpwv amd v évapén tov Perjeta kot ava
TOKTG YPOVIKG SloGTHHOTO KOTA T d1dpkeila TG Oepaneiog pe Perjeta (m.y. pio @opd katd tnv
gloayoyikn Oepaneio kot kabe 12 gfdopddeg oty emikovpikn Beparmeio 1 6TO HETAGTATIKO GTASL0)
v vo Stacparioete 6Tt 1o KAdoua eEmBnong apiotepnc kotiog (LVEF) Bpioketal evtog tov
(PLGLOAOYIKAOV opimv. Av o KAAopo eEdBnong aptotepng Kothag (LVEF) €xet pewwbel 0mmg
VTOJEIKVVETAL GTNV TIopdypapo 4.2 Kot dev €xel Pertimbel N £xel pewwbel TepiocodTEPO GTNV EMOUEVN
gktiunon, Oa mpénel va, e€etdleton 101ntépwe N dtakonn Tov Perjeta kat tng tpactovlovudpmng, eKTog
av ta 0QEAN Yo KaOe acBevn atopkd Oempeitol 6Tl VITEPTEPOVY TOV KIVOHVDV.

O Kkopdlakog kivovvog Ba mpémet va AapPAveTotl VTOYIV TPOGEKTIKE Kol VO IGOPPOTEITOL EVOVTL TNG
TPIKNAG ovaykng kaOe acOevoig atopikd mpv amd tn ypron tov Perjeta ue pia avOpaxvidivr. Mg
Baon Tic papuaKoAoyIKEg OPACELS TV TOPAYOVI®V oV otoygvovy atov HER2 kot tmv
avOpakLKAV@V, 0 Kivouvog Kopdlakng ToEIKOTNTOG AVAUEVETOL TIBAVMG Vo lval LEYOADTEPOG KATA
v ToTdYpovn xpnon Perjeta kot avBpakvukiivev amd 6,11 KoTd T 51080y IKN TOVS XPIoN.

H dwdoyikn ypnon Perjeta (o cvvdvacud pe tpactoviovuaunn kot po ta&dvn) a&lohoyndnke petd
TO OKENOC TNG EmPOoLPikivng 1 Tng 00EopovPikivig TOAGDY oynudtov Bacicuévav o avOpakviiivn
otig perétec APHINITY xow BERENICE. Qotdc0, ta dedopéva acpareiog o gival dtabéoiua yio
™mv tavtdypovn xpnon tov Perjeta ko piag avBpakvkiivig sival meplopiopéva. Xtn ueAét
TRYPHAENA, 7o Perjeta yopnynnke tavtdypovo pe entpovfikivn, og pépog tov oyfuatog FEC (5-
@Boploovpakiin, exipovPikivy, kKukhoemoeauion) (BA. Tapaypdeovg 4.8 kat 5.1.). Mdovo ot acBeveic
7oV dgv glyav Aapetl Tponyovpuévag ynuetodepaneio Erapav Oepameio kot ELafav youniés abpototucég
dooe1g empovPikivng (§mg 300 mg/m?). e oty T perétn, N KapSioky acOAAELD HTOV TOPOUOIO LIE
ekeivn mov TapatnpnOnke o acbeveic oTovg omoiovg yopnyNONKe to 1010 oYNUA CALA pE SO0y KN
yopnynon tov Perjeta (uetd m ynueobepancio ue FEC).

Avtdpaoeic oty £yyvon

To Perjeta €yl cuoyETIOTEL [E AVTIOPAGCELG GTNV £YYLCT GLUUTEPIAAUPOVOUEVOY GUUPBAVTOV pE
Bavatneopa ExPacn (BA. Tapdypapo 4.8). ZvvioTdtol 1 6TEVH TOPAKOoA0VONOT TOV 0G0EVODE KaTd TN
duapketa kot yo, 60 Aemtd petd omd v TpdT £yyvon Kot Katd tn didpkela kat yio 30-60 Aemtd petd
oo TG EndUEVEG eYYVoELS Tov Perjeta. Av onueimBei onuavtikny aviidpacn oty &yyvon, n £yyvon o
npénet va emPpadvvOei 1 va dtaxomel, kot B Tpémel va yopnynBovv katdAinieg wTpicég Oepaneied.
Ot aoBeveic Ba mpémel va a&loloyodvtal Kot va, TopakoAov0oOVToL TPOGEKTIKE LEYPL TNV TANPN
ATOOPOUT| TOV CTUEIOV Kol T®V GUUTTOUATOV. Oa Tpénel va eEETAOTEL TO EVOEYOUEVO OPLOTIKNG
dlokomng otovg acbeveic pe coPapég avtidpaoelg atny £yyvon. H khvuc vt extipnon Ba mpénet va
Bacileton 6t cofopdTNTA TNG TPOTYOVUEVNG CVTIOPACTIC KOL GTNV AVTOTOKPIOT] GTN YOPTYOVLEVT
Oepameia yio v avemBountn avtidopoaon (PA. mopdypoeo 4.2).

Avtidpaosic vrepevoisincioc/avoapuraio

Ot aoBeveic Ba mpémet va mapatnpovvTal oTeVA Yia avtidpdoelg vrepevancnciog. Exet mapatnpndel
ue 1o Perjeta cofopn vrepevoictnoia, copmeptropfovopévng g avaeuiasiog Kol couPavta pe
Bavatneopa ékBacn (PA. mapdypaeo 4.8). Oa tpénet va dratibeviat Yo dpeon Yp1or QUPLUKELTIKA
TPOIOVTA Y10l TNV OVTLLETDTIOT AVTAOV TOV AVTIOPACENDYV, KBNS Kol EE0TAMGUOC AVTILETDTIONG
enelyovoag katdotaong. To Perjeta mpémetl va S1oKOTTETAL OPIOTIKA GE TEPIMTMOOT OVTIOPAUCEDV
vregpevarcnociog (avaguia&iog) 4°° Babuov katd NCI-CTCAE, Bpoyydcmacpov 1 cuvdpopov o&eiag
OVOTTVELOTIKNG dvoyEpetag (PA. Tapdypapo 4.2).

Eumopetn ovdeteponevia

O1 aoBeveic vid Bepamneio pe Perjeta, tpactovlovpdunn kot doceTo&EAn datpéyovy avEnuévo
KIvOUVO gLLEEVIONG EUTOPETNG OVOETEPOTEVING CLUYKPLTIKG LE TOVG aoBeveic vitd Bepameio Le E1KOVIKO
QApUOKO, TPAGTOVLOVUAUTN Kot dOCETAEEAN, E101KE KT TN S1APKELD TV TPATOV 3 KOKAWOV TNG
Oepomeiog (PA. mTapdypoeo 4.8). Tt pekétn CLEOPATRA ,6T0vV HETOGTATIKO KOPKIVO TOV LOGTOD, O
KOTMOTATOG 0PLOUOS TV 0VLOETEPOPIA®Y NTaV TOPOUO10¢ 6TOVE acbeveic Vo Beponeia pe Perjeta kot
Tovg acbeveic Vo Bepamneio pe ekovikd eappoko. H vynidtepn enintoon g eumopetng




ovdeteponeviag otovg aobeveic vid Oepancio pe Perjeta oyetiotnke pe vymAdTEPN eninton
PAevvoyovitidag kat d1dppolag oTovg cuyKeKPLUEVOVE aoBeveic. Oa mpémet va e€eTactel T0
EVOEYOUEVO YOPNYNONG CLUTTOUATIKNG Bepameiag yia T PAevvoyovitida kal tn didppota. Agv
avaépinke Kavéva cuUPAv eUTHPETNG OVOETEPOTTEVIOG HETA OO T OLOKOTY| TG O0GETUEEANG.

Aldppoo

To Perjeta pnopei va tpokaréoet cofapny didppota. H didppota givar cuyvotepn katd t dibpkeia
TaVTOYPOVNG Yoprynong pe Bepamneia pe ta&avn. Ot nikiopévor asbeveic (> 65 etmv) €gouvv
VYNAOTEPO KiVOLVO d1dppolag o GUYKPLIoN Ue vedTEPOVG acbeveic (<65 etdv). H didppota tpémet va
avTIHETOMIO0EL cOUPOVO pE TIg ouvnBelg TpakTikég kot odnyieg. [Ipémer va eetaotel n TpmdUN
mopEppacn pe Aomepapion, vypa Kot ovTIKOTAGTOOT NAEKTPOAVTAOV, O1{TEPA GE NMKIOUEVOLG
aoBeveig ka1 o€ mepinTmon cofapng N mopatetapévng odppotag. Ilpénel va e€etacbei n Sraxomn tng
ayoyng pe meproviovpaunn dv dev emtevyfei Pektioon g Katdotaong tov acbevoic. Otav 1
duappota bl vILd Edeyyo, N aywyN pe TEPTOLLOVUAUTT UTOPEL VO, ATOoKATAOTOOEL.

45  Alnlemopaocsig pe GALO QUPUOKEVTIKA TPOIOVTA Ko GAAeg pop@és ailniemiopacg

Agv mapotnpndnkay eappokokvntikés (OK) oAAnAenidpdcelg avapeso otny tepTov OVUAUTT Kot
TNV TPOSTOL{OVUAUTT 1| AVAUESH GTIV TEPTOLLOVUAUTT Kot Tr) 600eTAEEAT GE Lo VITOpEAETN 37
acBevav g Tuyatomopévng, Pactkrg dokiung CLEOPATRA 61ov peTaoTtatikod Kopkivo Tov
uaotov. Emmiéov, 6t @oprokokivntikny avdAven tov tinbuouov, dev katadsiydnkav ototysia
OAANAETTIOPOOTC POPUAKOV-POPUAKOL AVALESH GTNV TEPTOLLOVUANTT Kol TV TPOGTOLOVUAUTT 1
avdpeco otny TePTOL{OVUAUTT Kol T S0GETOEEAT. AVTH 1] ATOVGIO PUPUAKEVTIKNG OAANAETIOPACTG
emPeforidOnke amod ta eapuarkokvnTikd dedouéva tmv peretmv NEOSPHERE ko1 APHINITY.

[Tévte pekéteg a&loAdynoay Tig EMOPACELG TNG TEPTOLLOVUAUTNG GTN PAPUUKOKIVITIKY TOV
GLYYOPNYOVLEV®V KUTTOPOTOEIKMV TTaPAYOVI®V, TNG S0GETOEEANS, TNG TUKAITOEEANS, TNG
YEUSITOUTIVIG, TNG KATESITOUTIVIG, TNG KapPomAativig Kot TN pAoTvipmnG . Agv vanpéav ototyeio
kapiog eappoxokvntikng (PK) arinienidpaong avépeoa otny meptovlovpdunr Kot KAToov and
avtovg Tovg mapdyovtes. H poppoakokivnrikn (OK) g neprovlovpdunng e avtég Tig HeAETEG TV
GUYKPIGIUN KE QLT TTOV TapaTnPNONKE GTIG HEAETEG EVOC TAPAYOVTAL.

4.6 TCovipétra, kKOnon ko yorovyio

AvticOAANyN

Ot yuvaikeg o€ avomapaymyikn nikio 0o TPETEL v YP1GILOTOIOVV OTOTEAEGUUTIKT] OVTIGUAANYT
KoTd T diapketa tng Aqyng Perjeta kot yio 6 urveg petd amd v tehevtaio déom neprovfovudunnc.

Kvnon

Eivou mepropiopéva ta dedopéva, amod tnv xpnon g tepToL{OVUAUTNG OTIS £YKVES Yuvaikes. Meléteg
og (ma &yovv deitel avamapaywykn To&ikotnta (BA. Tapdypapo 5.3).

To Perjeta dev cuviotdton KoTd T S10PKELO TG EYKVUOGUVIG KOl OE YUVOIKES GE QVOTOPOUYOYIKA
NAKio TOV JEV YPNGYLOTOLOVY AVTICOAANY.

OnAaopog
Enredon n avBpdnivn IgG anekipivetar 610 avBpomivo yada kot 1 mbavotra vo amoppoendel kot va
pokAnOel PLAPN oT0 PpéPog elvar AyvwoTn, TPEMEL VO amoPaciotel edv Oa dlakomnel 0 OnAacuog i Oa

dwakomel n Bepameia, Aappdvovioag vdyn 10 6PEAOG TOLV INAUGLOD Yo TO Todl Kot To SPEAOG NG
Oepamnciog pe Perjeta yia v yovaika (BA. Tapdypago 5.2).

Tovipdémra

Agv &govv mpaypotonon el e1d1kég peAéTeg yovipotntog o€ (da yio vo a&lorloynbei 1 enidpaor g



neprovlovudunnc. Xe peréteg toEikotnTag enavolapavouevng d6omng ot mbnkovg cynomolgus, dev
UTOPOVGOV VO, GLVUYOOVY OPLOTIKA CUUTEPAGLOT GYETIKA LE TNV APVNTIKY| EXIOPUCT] GTA APCEVIKA
avamopay®ykd opyava Agv Exovv mapatnpnOel avemBOunTEG EVEpPYEIEG 08 GEEOLOMKA DPILEG ONAELG
monKkovg cynomolgus mov extédniav oty meptovlovpdunn (BA. Topdaypago 5.3).

4.7 Emopacseig 6Ty IKOVOTNTE 001]Y161)G KO (ELPIGHOV U UVIILATOV

Béioetl tov avoeepBiviov avemBountmy evepyeldv, to Perjeta £yl pikpn enidpaocmn oty tkavotnta
odMynong N xeptopod unyavnudtev. Kotd tn didpkeia g Oepaneiog pe Perjeta umopei va
mapovctaotel (oA (BA. Tapdypapo 4.8). Ot acBeveic mov eupaviCovv avtidpdoeic otny £yyvon Ba
TPENEL VAL GUUPOLAEVOVTOL VO, UnV 001 yohV 1 xEpilovTon UnyoviiaTo LEYPL TV OTOOPOUT TOV
CUUTTOUATOV.

4.8 AvemOOunTeg EVEPYELES

2Hvown TOL TPOPIA ACOAAELONS

H acpdleia tov Perjeta éyel a&loroynOei oe nepiocdtepovg amd 6.000 acbeveic o peréteg paong I, 11
kat I, o1 omoieg mpaypatoromOnkay ce acbeveic pe dtdpopeg Kakondeleg kat ot omoiot fpiokovtay
vd Bepaneio KoTA KOPLo Adyo pe Perjeta e cuvovacud e GAAOVG AVTIVEOTAAGLOTIKOVS TAPAYOVTEG.
e avtég T1g pehéteg mepriopfavovron ot facikég dokyég CLEOPATRA (n=808), NEOSPHERE
(n=417), TRYPHAENA (n=225) ko1 APHINITY (n=4804) (cuykevipotikd otov ITivaka 2). H
acpdreio Tov Perjeta ftav yevikd avtictouyn o€ 0Aeg Tig LEAETEG, TAPOLO TOV 1) EXATOGT KOl O
ovyvoTepEC avemBOUNTES EVEPYELEG TTolKIAOY avadoya L To eGv To Perjeta yopnynhnke og
povoBepomeio 1 TOVTOYPOVO UE OVTIVEOTANG UATIKOVG TOPAYOVTEG.

Kotdloyog ovemfountwv evepysimv vtd Lopen Tivoko,

O ITivakog 2 cvvoyilel Tig avembounte evEPYELEC OTIC OUAdES 6TIG oToieg yopnynOnke Perjeta oto
mAoiclo TV e£NG PACIKOV KAMVIKGV dOKIUMV:
e CLEOPATRA, oy omoia t0 Perjeta yopnynonke o€ cuvdvacud e S0GETOEEAT Kot
TpacToL{OVUAUTN GE aGOEVEIS e PeTAOTATIKG Kopkivo Tov pootol (n=453)
e NEOSPHERE (n=309) ka1 TRYPHAENA (n=218), ot omoieg o Perjeta yopnyndnke og
gloayoyikn Bepaneio 6€ GuvOLAGUO e TpacToL{oVUAuT Kot ynuelobepaneio oe acOeveig pe
TOTIKA TPOYMPNUEVO, PAEYLOVOON | TPMLUO KOPKIVO TOV LOGTOV
e APHINITY, otV onoia to Perjeta yopnynnke wg entkovpikn Oepaneio o€ cuvdvacud pe
tpactovlovudumn kot ynueodepaneio faciopévn 1 un o€ avbpakviiivn n onoia
nepredaufove ta&dvn og acbeveic pe TPOYO KopKivo Tov paotod (n=2364)

Emumpdcbeta, ot avembdunteg evépyelecmov £xovv avoeephel LeTd v KuKAOQOpPio, TOVL
neprapfavovtor otov Iivaxa 2. Epdcov 1o Perjeta ypnopomonOnke poli pe tpactovfovpdunn kot
mureobepaneio o oLTEG TIG dOKIUES, eivor dhokoho va emPeforwbel 1 artioloykn oyéon evog
aveTOOUNTOL GUUPAVTOC UE TO CUYKEKPIUEVO POUPUAKEVTIKO TPOTOV.

O1 avemBounteg evépyeteg mapatiBevtal 6T GLVEKELD VA KOTNYOPI10/OPYOVIKO GUGTILO GUHO®VA e
1 Pdon dedopévov MedDRA kot T1g katnyopieg cuyvoTit@v:

[ToAv cvyvég (> 1/10)

Yoyvég (> 1/100 éwg < 1/10)

Oy ovyvég (= 1/1.000 émg < 1/100)

Emévieg (> 1/10.000 émg < 1/1.000)

IToAd omdvieg (< 1/10.000)

Mn yvootég (dev pmopodv va ektiunBovv pe Baon to dabéoia dedopéva)

e k@0e KaTyopiot GLYVOTHT®V KoL KATNYOPIo/0pyovIKO GOGTNUE , Ol OVETIBVUNTEG EVEPYELEG
mapovstalovtal Le oelpd PBivovsag cofapoTnTac.

O1 mo ovyvég avemBounteg evépyeieg (>30%) amod ta v AOY® GUYKEVIPOTIKA SEGOUEVH TV 1)
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didppota, 1 aAorekio, 1 vouTia, 1 KOTM®O™, 1] 0vdeTEPOTEVID Kot 0 EHETOC. O o GVYVEG avemBOUNTES
gvépyeteg 3°°-4°° Babuov katd NCI-CTCAE ftov 1 ovdetepomevio Kot 1) EUTVPETT OVOETEPOTEVICL.

Mivaxag 2 Tovoyn avemOouNTOV evEPYEIOV 6 a6Beveic wov Shafav Ocpaneia pe Perjeta o¢
KAVIKEG 00KIPES™ KO HETA TNV KUK AOQopiaT

Katnyopio/opyoaviko ) , i , , ,

. oY ocvyvéc 2oyvéc Oy1 ovyvéc 2ravieg
GUGTN IO
Aoudéeig Ko Pwogapuyyitida TTopovoyio
TOPUGITDOCELG Aoilpmén Tov avdTepo

OVOTVELGTIKOU GUGTHLLOTOG
AwoTapayég Tov Epmdpetn ovdetepomevia®
OLLLOTTOMNTIKOV KOl TOV Ovdetepomevia
AELOIKOD GLOTHOTOG Agvkomnevia
Avapio

Alatapoyé Tov Avtidpaon oty €yyvon’®, | YrepevaoOnoia®, * Avapuiaktiki avtidpaon®, | ovdpopo
OVOGOTOUTIKOD * YnrepevaroOnoia 610 * anelevBépmong
GLGTNOTOG @appoKo’, * KUTOKIV®V®®
Alatapoyé Tov Mewopévn opeén 2Hvdpopo Avong
petafoMo o Kot g oykovt

Opéyme

Poylatpiég drotapoyés Admvia
AwoTapayEg Tov veupikon Ieprpepikn vevpomadeia
GLGTALOTOG Kepaiaryia
Avoyegvcio
Ieprpepikn arcOnTikn
vevpomadeio
Zén
TTopaicOnoio
OeOaipikég dSratapoyés AvEnuévn daxpoppoto
Kopduokéc datopoyés Avchertovpyia apiotepng | Zvppopntiky kapdioxn
KOWIaG* ™ OVETOPKELL*™
Ayyelokég dratapoyég "E&aym
AwTapoyég Tov Bryog Atdipeomn mvevpovomddeto
OVOTTVELGTIKOV Eniotagn YnelwkoTikn cuAloyn
GLGTNIOTOG, TOV BdpaKa Avcrvoln
Ko ToV Pec0fmpEaKion
AwTapayég Tov Awgppoia
YOG TPEVTEPIKOD "Eperog
Ytopotitida
Noavrtia
AvcrototTa
Avcmeyia
Kothokd dhyog
AloTopayEg Tov dEPUATOC Alomexio
KOl TOV VTOSOPLOV 16TOD E&avOnuo

Aatapayéc tov oviyov
Kvnopog

Enpodeppia
AwoTapayég Tov MuvaAyio
pvookeAeTikob cuatnuatog | ApOpadyio
K0LL TOV GUVOETIKOV 1GTOD Alyog oTa GKpa,
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i(‘sa;:]';ysgw/opyavmo Ilol¥ ovyvég 2oyvég Oyt ovyvég 2ravieg
Tevikég dwatapoyés Kot dAeypovn tov Prevvoydvov | Piyn
KATAOTAGELG TNG 000V Ieprpepkd oidnpa Alyog
XOpMYNong Hopetia Oidnpa
Koénwon
E&acOévion

" O Iivoxog 2 Tapovctélel To GUYKEVIPOTIKG dedopéva amd ) cvvolkn mepiodo Oepaneiog 6t pedétn
CLEOPATRA (xotaAinktikn nuepounvia dedopévav 11 defpovapiov 2014, o di1Guecog aptuog kOKA®v Tov
Perjeta ftav 24), kot and tnv epiodo Oepameiog g slwoaywykng Oepaneiog otn perétn NEOSPHERE (o
ddpecog apOpdg kokimv Tov Perjeta fitav 4, og 0Aa ta. okéAn Oepameiog), otn pedétn TRYPHAENA (o
ddpecog apOpdg kokhmv Tov Perjeta fitav 3 — 6 ota okéAn Bepomeiog) kot omd v mepiodo Bepaneiog 6tn
perétn APHINITY (o diduesoc apiBudg kokiov tov Perjeta ntav 18).

*AvemBounteg evépyeteg pe Bavatneopo EkPaon Exovv avapepOel.

** T ™) ovvolikn mepiodo Oepameiag otig 4 perétes. H emintwon g duoiertovpyiog aptotepng KotAog Kot
NG CLUPOPNTIKNG KOPSLOKHG OVETAPKELONG AVTOVAKAL TOVG TPOTIULOUEVOLG Opovg katd MedDRA wov
AVOPEPOVTOL OTIG EMUEPOVG LEAETEG.

° H vrepgvoicnoio/avapoiaktikn avtidpaon Pacileton o€ pio opdda 6pwv.

°° H avtidopaom oy £yyvon meptlopfdvet Eva e0pog SLAPOPETIKAY OpV G€ £Vl XPOVIKO TAIC10, BA.
«[Ieprypaen emheyévav avemBOUNTOV EVEPYELDVY» GTI GLUVEXELO.

T avemBopnteg evépyeieg mov £xovv avapepbel petd v Kuklopopio Tov

TIeprypaen emieyuévmv ovemfountwy EVEPYELMV

Avalerrovpyia apiotepns kotdiag (LVD)

2 Baowkn dokyu) CLEOPATRA 610V HETAGTATIKO KOPKIVO TOL HOGTOD, 1) ETIATOON TNG
dvorertovpyiog g apiotepnc kotkiog (LVD) katd t didpketo g vo pedétn Oepameiog oy
vymAdTEPN SNV oo oL EAaPe Bepomeia [LE EKOVIKO QAPUAKO GE GYEGT LE TNV Opada Tov EAafe
Oepameio pe Perjeta (8,6% xat 6,6%, avtictorya). H enintoon g COUTTOUATIKNG SUGAEITOVPYING TNG
aploTePNG Kothiag NTov emiong pkpotepn otnv ouddo mov éhafe Oepancio pe Perjeta (1,8% oty
opado mov Elafe Bepoameio pe eucovikd eapuaxo Evavtt 1,5% otnv oudda mov EhaPe Oepamneia pe
Perjeta) (BA. mapdypapo 4.4).

> pekém soaywykng Oepanciog NEOSPHERE, oty onoia ot acOeveic élafav 4 kikhovg Perjeta
g ewoaywyikn Bepaneia, n exintwon g duciettovpyiog aprotepn|g kokiag (LVD) (katd tn didpkeia
NG GLVOALKNG TEPLOSOL Bepameiag) NTov LYNAOGTEPT otV opdda wov Ehafe Oepaneia pe Perjeta,
tpoctovlovuduman kot doceta&éAn (7,5%) cuykpitikd pe tnv opudda mov ElaPe Oepomeio pe
tpootovlovuduman kai doceta&éAn (1,9%). Ympée éva meplototikd GOURTOUATIKNG SVGAEITOVPYIOG
aprotepng kokiag (LVD) oy opdda mov éraPe Bepameia pe Perjeta kot tpactovlovpdunn.

2 pekétn sioaywykng Oepamnciog TRYPHAENA, 1 enintwon tng duchertovpyiag aplotepnc Kothiag
(LVD) (xatd ™ dtdpketa TG GUVOAKNG TTEPLodov Bepameiog) frav 8,3% otnv opndda mov Elafe
Oepaneio pe Perjeta cuv tpactovlovpdunn kot FEC (5-¢0opoovpakikn, empovpmikivn,
KUKAOQ®GPapidn) axorovBodpevn and Perjeta cuv tpactovlovpdunn kot doceta&éin, 9,3% otnv
opado mov Eafe Oepaneio pe Perjeta cuv tpactovlovpdunn kot doceta&éAn petd and FEC, ko 6,6%
oV opado mov EraPe Bepameia pe Perjeta oe cuvovaoud pe TCH (doceta&édn, kapPomiativn kot
tpactovlovpdunn). H enintwon tng cvpntopatikng dusiettovpyiag apiotepnic kotkiog (LVD)
(cvpeopnTiky kapdiakn averdapkela) nrav 1,3% oty opdda mov Elafe Oepameio pe Perjeta cuv
tpootovlovudunan kot doceta&éAn petd amd FEC (avtd amoxleiel évav acbevi, o onoiog eppavice
CLUTTOUOTIKT duGAELTOVPYin aplotepng Kotkiag (LVD) katd t dudpkela Bepanciog pe FEC mpv amd
™ AMyn Perjeta cuv tpactovlovpdpnn kot docetacén) kot emiong 1,3% otnv opdda mov Elofe
Oepaneia pe Perjeta g cuvovacuod pe TCH. Kovévag acbevig otnv opdda mov aafe Oepameia pe
Perjeta ovv tpactovlovpdunn kot FEC akolovBobpevn and Perjeta cuv tpactovlovpdpmnr kot
doceTalédn dev ELEAVIcE GLUTTMOUATIKY dSVGAELTOVPYia aplotepng Kotkiog (LVD).

YV mepiodo sloaymyikng Oepomeiog e perétng BERENICE, 1 cuyvotnto epupdavionc
CLUTTOUATIKNG duoAettovpyiog apiotepng kokiag (LVD) g kotnyopiag I/ IV katd NYHA
(ovppopnTikh kKapdiakn averdpkelo cOupova, pe 1o NCI-CTCAE, ékdoomn 4) ftav 1,5% oty oudda
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nov éhafe Oepancia pe dose dense do&opovfikivn kat kukhopwoeouidn (AC) akorovboduevn amd
Perjeta cuv tpactovfovpdunn kot taxkittaéin Kot Kavévag and toug acbeveis (0%) dev eppdvice
CUUTTOUATIKY dvcAertovpyia aplotepng kothiog (LVD) oty opdda mov élafe FEC, akolovbolduevo
ano Perjeta oe cuvovaouo pe tpactov{ovpdumnn kot 606eTaEEAT. H enintoonacuuntopuatikig
dvoiertovpyiag aprotepic kokiog LVD (peiwon tov kKAdopotog eEmnong coppwva pe 1o NCI-
CTCAE, ékdoon 4) Ntav 7% omv opdada mov Ehafe Oepameio pe dose dense AC, akodovBoduevn amd
Perjeta ovv tpactovfovpdunn kot tokAtta&éAn kot 3,5% oty opdda mov Elafe FEC, akoiovBovpevo
amo Perjeta cuv tpactovlovpdunn kot SoceTa e

Y perétn APHINITY, n enintoon ¢ copuntopatikng Kopdlakng avendpkelog (katnyopiag HI 1 IV
katd NYHA) pe peioon tov LVEF tovidyiotov 10% and v Tiun évapéng tng HeAETng Kol 6€ T
<50% nrav <1% (0,8 % tov acbevdv otovg onoiovg yopnynonke Perjeta évavtt 0,4 % tov acbevav
GTOVG OTTOTOVG YopNYNONKE EIKOVIKO PAPHOKO). ATO TOVG 00OEVEIS TOV TOPOLGINGAY CUUTTOUATIKY|
Kopdlokn avendpkela, 6to 62,5% tov acbevidv otoug omoiovg yopnyndnke Perjeta kot oto 66,7% tov
acfevdv atovg omoiovg yopnynOnke swovikd eapuako mapatnpennke avaxouyn (6nwg opiletor omd
2 dadoyikég petpnoelc tov LVEF mévo amd to 50%) katd TNy KeToAnKTiki nuepounvio, GVALOYNG
tov dedopévov. Ta teprocdtepa cvpPavra avapépdnkay oe acbeveic mov Adpupavoy avBpakvkitvn.
Avagépinkay acvumtopatikég N e coprtouatikég (kotnyopia I katd NYHA) peuwoegig tov
LVEF xatd tovddyiotov 10% tng tiung évoapéng g pneiétng kor o€ tipun <50% oto 2,7% twv
acbevdv oTovg omoiovg yopnynonke Perjeta kat 6to 2,9% tmv acbevdv oTovg omoiovg yopnynonke
EKOVIKO QdppaKo. Ao Toug acbeveig avtovs, 610 84,4% TV acbevdv oTovg omoiovg yopnynnke
Perjeta ka1 610 87,0% 10V acbevav otovg omoiovg yopnyndnke sikovikd @apuaxo wopotnpnonke
VKoY KOTO TNV KATOANKTIKN NULEPOUNVIK GUAAOYTG TV OESOUEV@V.

Avtidpaoeis anv gyyvon

H avtidpaon oty éyyvuomn opiotnke oTic POctKES SOKIUES MG OTOL100NTOTE CLULPAV AVAPEPETAL MG
vrepevarctnoia, ava@LAOKTIKN avtidpaon, o&ela avtidpacr oty £yyvor 1| GOVOPOUO
ameAeLOEPOONG KVTOKIV®V, TO 0Toio gpeaviletor Katd tn S1dpKeLd TG Eyyvong 1 TV idta pHépa pe
mv &yyvon. X Pacikn dokiyr] CLEOPATRA, 1 apykn 06on tov Perjeta yopnynonke v nuépa
TPV OO TN YOPNYNOT TNG TPUSTOVLOVUANTNG Kot TNG S0oETAEEANG Y10 Vo EMTpOnel 1) eE€Taom TV
oyetilopevov pe 1o Perjeta avtidpdoewv. Katd v npotn nuépa mov yopnynbnke povo to Perjeta, n
GUVOAIKT GLYVOTNTO TOV OVIIOPAGE®V TNV £yxvomn NTav 9,8% oty opdda vd Bepameia Le EIKOVIKO
oapuaxo kat 13,2% otnv opdda vd Oepamneia pe Perjeta, pe v mhetoyneia 1oV avtidpaceny oTny
€yyvon va etvan Nrieg N néTpieg. Ot cuvnbéotepec avtdpdoelg oty £yyvon (= 1,0%) otnv opdda vo
Oepamneia pe Perjeta rav mopeéia, piyn, k6nmon, kepararyia, eEacbévion, vaepevaicOnoia kot
€ULETOG.

Kotd m didpreta tov dedtepov KOKAOL, OTAV OAOL TO PAPUOKEVLTIKA TPOIOVTO Yopnynonkayv v idwa
NUéPO, Ol TLO GLYVEG AVTIOPACELS OTNV £YYLCT TNV oudda vto Bepameia pe Perjeta (> 1,0%) ftav
KOO, SuoyeVoia, VIEPELOITONGiN 6TO PApLaKo, pvalyia kot petog (PA. Tapdypago 4.4).

211G UEAETEG E10AYMYIKNG Ko ETKOVPIKNG Oepameiag, To Perjeta yoprnyndnke v idia uépa pe dAreg
v perétn Bepamneieg o€ GAoVG TOVE KOKAOVG. AVTIdpacelg otnyv Eyyvon mapovsiace to 18,6% -
25,0% tov acBevav katd Ty TpdTn Nuépa yoprynong tov Perjeta (oe cuvdvacud pe
tpoctovlovudunn kot ynueodepaneia). O TOTOC Kot 1 cGoPapdTnTa TV eV AdY® cLUPAVTOV HTOV
avtiotoyo pe avtd mov Tapatprinkay ot peAétn CLEOPATRA otovg kdkhovg dmov to Perjeta
yopnynOnKe v 1010 pépa Le TNV TPASTOVLOVUAUTT KOl TN SOGETUEEAT, LIE TNV TAEOYN OO TOV
avTOpAcE®V Vo givol oG 1 HETPLOG EVTACTC.

Avuidpaoeis vrepevarotnoioglavapvialio

2 Baokn doxkyu) CLEOPATRA 610V PeTaoTatikod KopKivo TOL HOGTOD, 1] GUVOALKT] GUYVOTNTO TOV
avagepbiviov and Tov epeuvnti cvuPaviov vrepevaicOncioc/avapviatiog katd T dldpKeLo
0AOKAN PTG TG TTEPLOdOV Bepameiog Ntav 9,3% oty opddo vid Oepameia pe EIKOVIKO PAPLOKO KO
11,3% omnv opdda vd Bepaneia pe Perjeta, ek Tov omoiov 10 2,5% ot to 2,0% ftav 3°° - 4°° Babuov
katd NCI-CTCAE, avtiotoya. Zuvolkd, 2 acOeveig otny opdoa vid Bepameia e EIKOVIKO PAPUOKO
kol 4 aocBeveic oty opdda vo Bepamneia pe Perjeta eppdvicay coppdvta, To onoio TeptypaenKay Mg
avauAaéio ard tov epguvntn (BA. Tapdypapo 4.4).
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ZUVOMKA, 1) TAELOYN QL0 TOV AVTOPACE®Y VIEPEVALCONGIOC NTAV NTIEG 1| LETPLEC GE GOPaPOTNTA Kot
vroywpNoav katd T Bepancio. Bdoel tov tpomomocemy Tov £yvay ot Bepameio Tng LeAETnG, ot
TEPIOCOTEPEG AVTIOPAGELG EKTIUNONKAV MG OEVTEPEHOVGEG OTIC EYYVTELG OOGETUEEATG.

211G LEAETEG EICUYWYIKNG Kal EXKOVPIKNG Oepoameiog, To cupuPdvta vriepevactnciog/avapuiatiog
ntav avtictotya pe avtd tov Tapatnpnonkav ot peiétn CLEOPATRA. £ ueiétn NEOSPHERE,
dvo acbeveic otnv opddo Tov Perjeta kou otny opdado mov Elafe Oepancio pe SoceTa&éAn epeavicay
avoevraéia. Téco ot pedétn TRYPHAENA 660 kot oty APHINITY, 1 cuvolki cuyvdtta
vrepevoicinciog/avaeviagiog frav vymidtepn otn oudda mov Elafe Bepamneio pe Perjeta kor TCH
(13,2% o 7,6% avtictoya) ek Tov omoiov o 2,6% kot o 1,3%, avtictoyyo apopodoe copPdavta 3°°
- 4° BaBpov katd NCI-CTCAE.

Eurdpetn ovdereponevio

2 Baokn dokyuy CLEOPATRA, n mieloymoia T@v acBevav Kot otig 600 opdadeg Oepameieg
eUPavice TovAdyloTov £vo oupPav Agvkoneviag (63,0% tov acbevav oty opdda vd Bepameio e
Perjeta kon 58,3% tov acBevov otnyv opddo vtod Bepancion (e EIKOVIKO GAPLOKO), EK TOV OTOIMV 1
mietoyneio frav copPavto ovdeteponeviog (PAEne mapdypago 4.4). [opotnpiOnke eumdpet
ovdeteponevia 610 13,7% 1oV acbevav v Bepancio pe Perjeta kot oto 7,6% tov acBevav vmd
Oepameia pe ikoviko eapuaxo. Kot otic dvo opddec Oepaneiog, 10 1060610 TV AcHEVOY TOV
EUPAVICE EUTVPETT] OVOETEPOTEVIQ NTAV TO VYNADTEPO GTOV TPMOTO KLKAO TNG Bepameiog Ko peimodnke
OTaOKA 0T GLVEKELD. AVENUEVN EMINMTOOT EUTHPETTG OLOETEPOTTEVING TapO TP ONKE HETAED
Acuotov acbevav Kot oTig 600 ouddeg Oepameiog cuykpitikd pe Tovg aceveic omd dALeC PUALG Kot
dAAeg yeypapukég teployés. Meta&d Tmv AGloTmv achevdv, 1 ENTITTOON TNG EUTVPETNG
ovdeTepoTeViag NToV LYNAOTEPN otV opdda vito Oepamneia pe Perjeta (25,8%) ocuykpitikd pe v
ouada vid Oepomeia pe erkovikd eapuaxo (11,3%).

Yt perétn NEOSPHERE, 10 8,4% tov acfevav mov éhofe etoaymywkn Oepancio pe Perjeta,
TpaoTovlovHLAUTN Kol S00ETAEEAT ELPAVIGE EUTVPETN OVOETEPOTEVID CLYKPITIKA UE TO 7,5% TV
acBevav mov élafe Oepoameia pe Tpactovlovudunn kot doceTo&éAn. X uedétn TRYPHAENA,
eumHpetn ovdetepomevia onpetddnke oto 17,1% twv acbevav mov éhafav sicaywykn Oepaneio pe
Perjeta + TCH, kot 610 9,3% TV acbevodv mov lafav eilcaymykr Oeponeio pe Perjeta,
tpoctovlovudumn kot doceta&éAn petd amd FEC. Xt pedétm TRYPHAENA, 1 enintmon g
gumdpeTC ovdetepomeviag NTav LYNAGTEPN 6ToVG aobeveic Tov éAafav &L kdKAovg Perjeta
CLYKPLTIKA pe TovG acbeveic mov Elafav tpeig kOkhovg Perjeta, ave&dptnta and tn yopnyndeica
ymueobepaneio. Onwg kot ot perétn CLEOPATRA, n vynAdtepn cuxvotnta ELOAvVIoNS
OVOETEPOTEVING KO EUTVPETNG OVOETEPOTEVING TOPATNPNONKE HETAED AGLOTMOV AGOEVOV CLYKPLTIKA
pe dAhovg acbBeveic oe apueOTEPES TIG LEAETEG Elcaymyikng Oepaneiog. tn perétn NEOSPHERE, to
8,3% 10V Aclatdv acbevdv mov Elafe elcayoykn Oepancia pe Perjeta, tpactovlovpdumn Kot
docetaledn epnedvice epumbpetn 0vOETEPOTEVID GUYKPITIKG e TO 4,0% TV AcLoT®V 0cOEVOY TOL
éhoPe eloaywykr| Bepaneia pe Tpactovfovpdunn Kot S0GETAEEAN.

> pekétn APHINITY, eumdpetn ovdeteponevia mapovsioce to 12,1% tov acbevdv otovg omoiovg
yopnynOnke Perjeta ko 1o 11,1% tov acbevdv 6tovg omoiovg yopnyndnke sicovikd gdpuako. Omong
kot otig perétec CLEOPATRA, TRYPHAENA koiw NEOSPHERE, mapatnprfnke vymidtepn
EMIMTOOT EUTHPETNG 0VIETEPOTEVING 6TOVG Acldteg aobeveic atovg omoiovg yopnynOnke Perjeta oe
oyéon ue toug aobeveic dAAav puimv ¢ puedéte APHINITY (15,9% tov acbevdv otovg omoiovg
xopnynonke Perjeta kot 9,9% tov acbevdv 6ToVg 0m0i0Vg YOPNYHONKE EIKOVIKO PAPUOKO).

Aiépporo

2 Baokn dokyuny CLEOPATRA 610V HETAGTATIKO KOPKIVO TOV HOoTOD, S1ippoto onuEidOnke 610
68,4% tov acbevav vmo Bepameia pe Perjeta kon 610 48,7% tov acbevav vid Bepansio pe gkovio
oapuaxo (PAéme mapdypaeo 4.4). Ta tepiosodtepa cvpPdavta NTav Nrie E0g LETPLo o cofapoTnTa
Kot onueldnkav poAg aTovg TPpM@TOVG KOKAOLG TG Bepameioc. H enintwon tng didppotag 3°° - 4°°
Babuov katd NCI-CTCAE ftav 9,3% otovg acbeveig vid Bepaneio pe Perjeta évavtt 5,1% otovg
aocBeveic vo Bepameio pe ewovikd eappaxo. H didpeon didpkeio Tov HeyoldTEPOL EMEIGOSIOV NTAV
18 nuépeg otovg acbeveic vd Bepomeio pe Perjeta kot 8 nuépeg otovg aiobeveic vd Bepomeio pe
€IKOVIKO dppoko. Ta dappoikd cuppdvta avtamokpifniay Kold oTny TpoKaTafoAtk| dloyeipion He
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OVTIOLPPOTKOVS TOPEYOVTES.

> peiétn NEOSPHERE, duappota onpeimdnie oto 45,8% tov acbevav mov ELafe eicaymyikn
Oepomeia pe Perjeta, tpactovfovpdumn kot 60ceta&éAn cuykpltikd pe 1o 33,6% tov acbevaov mov
élae Oepoameia pe Tpactovlovpaunn kot dooeta&éAn. X1 pedétn TRYPHAENA, dwdppota
onuetwbnke oto 72,3% tov acbevav mov ElaPe swoaywyikn Oepancia pe Perjeta + TCH, kot 610
61,4% tov acbevav mov éafe sloaywyn Oepancio pe Perjeta, tpactovlovpdunn kot doceTa&én
uetd ond FEC. e aueotepec T1g LEAETEC, TO TEPLGGOTEPN GLUPAVTO NTaY TN EOC UETPLOL OE EVTOOT).

2 perétn APHINITY, avaeépOnice vyniotepn enintoon 61dppolog 6To GKEAOG TMV ashEVMV GTOVG
omnoiovg yopnynonke Perjeta (71,2%) og chykpion pe T0 6KELOG 6TO 01010 YOpNYNONKE E1KOVIKO
eapuako (45,2%). Avaeépnke diappota > 3°° Babuod oto 9,8% tov aclevdy ToL GKELOVG TOL
Perjeta évavtt 3,7% 610 6KEAOC TOL £1KOVIKOD Qapudkov. Ta tepiocdtepa avapepbivia cuppavta
ntav 1°° 1 2% Babpov g mpog v évtaon toug. H vynidtepn enintmon g didppoiag (OA®V TV
Babudv) avapépdnke Katd v tepiodo ¢ otoyevéVNC Bepameiagtynuetofepansiog e Tagavn
(61,4% 1wV acbevidv Tov okélovg Tov Perjeta évavtt 33,8% tmv acbevdv Tov 6KEAOVG TOL EIKOVIKOD
eapudaxov). H erintwon g didppotog NTov ToAd younAdTepn LETA T S1aKOTN TG ¥nuetodepaneiog,
emnpedlovtog 1o 18,1% tmwv acbevdv tov okélovg tov Perjeta évavtt 9,2% tov acbevdv Tov okELoVg
TOV EIKOVIKOD QapUAKOL KOTA TNV TEPI0d0 TNG GTOYXEVUEVNC Depameiog LETA TO TEAOG TNG
ynueodepaneiog.

E&cvOnuo

2 Baown perétn CLEOPATRA 610V HETOGTATIKG KOPKIVO TOL HOGTOV, TapatnpiOnke e&dvinua
010 51,7% tov acbevav viad Oepancio e Perjeta cuykpitikd pe to 38,9% tov acbevov vro Oepaneio
Ue €1KoviKO pappako. Ta mtepiocodtepa cvuPavta nTov 1°° 7 2°° Babuod o cofoapdtnta, onueim@OnKay
GTOVG TPAOTOLS OVO KOHKAOLG, Kol avtamokpidnkav otig kabiepwpéveg Oepamneieg, OTmg eivat 1 TomKn 1
1M a6 Tov 6TONNTOG Bepameia yio TV oKun.

> perétn NEOSPHERE, e£avOnua onpeidbnke oto 40,2% 1oV 060evdv mov EAafe elooy@ytkn
Oepomeia pe Perjeta, tpactovfovpdumn kot 6oceta&éAn cuykpltikd pe 10 29,0% tov acbevaov mov
é\aPe Bepomeio pe Tpactovlovpdaunn kot docetalédn. X ueiétn TRYPHAENA, e£avonua
onueiwdnke 6to 36,8% TtV acbevav Tov éhaPe stoaymyikn Oeponeia pe Perjeta + TCH, xat oto
20,0% tov acBevav mov £lafe sloaymykn Bepameia e Perjeta, tpactovfovpdunn kot 6oceTa&éAn
uetd ond FEC. H enintmon tov e€avinuatoc Tov vymlotepn otovg acbeveig mov aafay €6
KOKAOVG Perjeta cuykpirikd pe touvg acbeveic mov Elafav tpeig kdkhovg Perjeta, ave&dptnta omd
yopnynBeica ynuerobepamneia.

2 perétn APHINITY, to avemBounto coppdv e&avinuartog eupoviomke oto 25,8% t0v acbevaov
T0V okéhovg Tov Perjeta évavtt 20,3% tov acbevdv Tov 6KEAOVE TOV E1KOVIKOD @appdkov. Tao
eplocotepa cupPdvta e&ovinpatog frav 1°° 1 2°° Babpoo.

Mpn pvoioloyixéc epyaotnploxés eéetaoels

> Baown perétn CLEOPATRA 610V HETOGTATIKG KOPKIVO TOV LAGTOV, 1] EMIMTOGCT TNG
ovdetepomeviag 3°° - 4°° Babpov katd NCI-CTCAE ékdoon 3 Tov 16oppomnuévn oTig 600 opadeg
Oepanciog (86,3% twv achevav vid Bepancia pe Perjeta kot 86,6% tov acbevdv vrd Oepameio pe
EIKOVIKO PappoKo, cvumephapupavopévov tov 60,7% kot 64,8% e ovdetepomevia 4°° Babpoo,
avtioTtoyo).

> perétn NEOSPHERE, 1 cuyvotnta epodviong g ovdeteponeviog 3°° - 4°° Babpod katd NCI-
CTCAE éxdoon 3 fitav 74,5% otovg acbeveig mov ELafav stoaymykn Bepameio pe Perjeta,
Tpactoviovpdpmn kot 606eTaEEAN cuyKpLTiKd pe To 84,5% otovg acBeveic mov Elafav Bepaneia pe
tpactov ovpdumn kot 606ETaEEAN, cupmeptiappavopévov tov 50,9% xat 60,2% ovdetepomeviag 4°°
Babuov, avtictorya. Xtn pelétn TRYPHAENA, n cuyvotta epedviong g ovdeteponeviag 3 - 4%
BaBuov katd NCI-CTCAE éxdoon 3 tav 85,3% otovg acbeveic mov Elafav eicaywyikn Oepaneia pe
Perjeta + TCH ovykprtikd pe to 77,0% otovg acbeveic mov EaPav eicaywywkn epaneio pe Perjeta,
Tpactoviovudumn kot Soceta&éAn petd and FEC, copnepilapfavopévon tov 66,7% kot 59,5%
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ovdetepomeviag 4°° Baduov, avtictorya.

2 perétn APHINITY, n enintoon ovdetepomeviag 3ov-40v Pabpov katd tnv €kdoon 4 tov NCI-
CTCAE ftav 40,6% ctovg acbeveic otovg omoiovg yopnynnke Perjeta, tpactovlovpdumnn kot
ymueobepaneion évavtt 39,1% otovg acbeveic oTovg omoiovg yoprnynbnke eikovikd eapuaxo,
TpacToL {oVUAUTN Kal ynuetodepaneio, cvuneptrappavoprévng g ovdetepomeviog 4°° fabupov oe
1060070 28,3% xon 26,5%, avtictoyo.

Hlwuopévor acbeveic

H ocvyvomta epodviong tov akdAovbov avemBountov evepysidv OAwov Tov Babumv ftav
TovAdyIoTOV 5% VYNAOTEPT GE aoBeveic nlkiag > 65 etmv, oe cOyKpilon pe acleveic < 65 gt@v:
pelopévn opeén, avopio, peimon Bapovg, e&acbévion, duoyevaio, TEPLPEPIKT VEVPOTADELX,
vropayvnowopio kot dSiappota. Iepropiopéva dedopéva givar dabéoipa ylo acBeveic nikiog >75
ETAOV.

Avapopd mBavoroyoOUEVOV OVETIBOUNTOV EVEPYELDV

H avoapopd mBovoroyoduevemy avemiBountmy evepyeumy HeTd amd T YopyNnom Adeluc KuKAoOPopiog
TOL QOPUAKEVTIKOV TPoidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorlovdnomn e oyéong
0PEALOVC-KIVOVVOL TOV QOPUOKEVTIKOD TPOTOVTOG. ZNTEITOL 0O TOVG EMAYYEALOTIEG TOL TOUED TNG
VYELOVOLIKNG TTEPIBOAYTG VO AVAPEPOVY OTTOIEGONTOTE TOOVOAOYOVUEVES OVETIBOUNTES EVEPYELES
LEG® TOV €BVIKOD CLOTNLATOG AVAPOPAG TTOV avaypdpetal oto Hapdpmua V*.

4.9 Ynepdooolroyia

H péyrot avektn d6om ¢ meptovlovpdumnc oev £xel mpocsdloplotel. Tic KAVIKEG LEAETEC, EQATAE
dooelg dvo tov 25 mg/kg (1727 mg) dev éxovv eheyyDei.

Xe mepintwon vepdosoloyiag, ol acbeveic mpémel va mapakoAlovBovvTal 6TeEVA Yo onpeio 1
CUUTTMOUOTO OVETIBOUNTOV EVEPYEIDV KOl B0l TPETEL VO, GLGTNVETOL KOTAAANAT GUUTTOUATIKY
Oepaneia.

5. DOAPMAKOAOT'TKEX IATOTHTEX

51 ®@oppokodvvoptkés 1010TNTEg

DoppokobepamenTikn Katnyopic: AVIIVEOTAAGUATIKOL TOPEYOVTES, LOVOKAWMVIKA OVTICOUATO,
Kkwdwoég ATC: LOIFD02

Mnyoviopdc dpaong

H neprovlovudunn eivat éva avacuvovacuévo eEavlpmmonomuévo LoVOKAMVIKO OVTICMOLO, TO 0010
OTOYEVEL EI01KA 0TO e£®KLTTAPLO TUNA SEPIGHOD (vtomeployn 1I) Tov TpmTeiviKoD vTodoya 2 Tov
avOpomvov emdeppukon avéntikov moapdyovta (HER2), ko, Katd cuvéneio, umAokdpet Tov
eEaptdpevo amd To cLVOETN eTepodipeptopd tov HER2 pe dAla pépn g owoyévelag HER,
ovpmepthappavouévev tov EGFR, HER3 kot HER4. Katd cuvéneia, n meprovlovpdunn ovactéArel
TNV OPYOUEVT OO TO GUVOETY] EVOOKLTTAPLN CUOTOOOTNON HECH dVO UEIlOV®OV LOVOTTATIOV
ONUATOOOTNGNG, TNG EVEPYOTOIOVUEVTG OO TO UITOYOVO, TPOTEIVIKNG Kivdone (MAP) kot g
eoopoivoottiong 3-kivdong (PI3K). H avactoAn autdv Tov Hovomatidv oniotodoTnong Lropel va
001 YNOEL GE AVOGTOAN TNG KLTTOPIKNG AVATTUENG Kol amdnTT™ON, avtictoya. EmmAéov, n
epTOLLOVUAUTN EXAYEL TNV AVTICOUATOEEAPTMOUEVT] KUTTAPIKMG EXAYOUEVT KVTTAPOTOEIKOTITA
(ADCC).

Av Kot 1 TEPTOVLOVUAUTT OVEGTEIAE OO HOVT] TNG TOV TOAAUTAAGIOCUO T®V AVOPOTIVOV KOPKIVIKMV
KUTTAP®Y, 0 GUVILAGUOG TEPTOVLOVUAUTNG Kot TPACTOVLOVUAUTNG ADENGE CTLAVTIKG, TV

AVTIKOPKIVIKY dpdon o€ povtéha Eevopooyevpdtov (Xenograft) pe vrepékppaon tov HER2.
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KAk ommoteAeouotikOTnTo. Kol 0oQAAEL

H amotereopatikdmta tov Perjeta otov Betikd oto HER2 kapxivo tov poacstov vrootnpiletal and pio
Toyonomomuévn perétn edong I kot and pio perétn evog okéhovg edong Il o petactatikd Kapkivo
TOL HOOTOV, 0td SV0 TLYOOTOMUEVEG LEAETEC EloaywYIKNG Bepameiog edong I og mpdio kopkivo
TOV pooTtoL (pio eEleyyOpevn HeAETN), pio U1 TOXOOTOUEVT LEAETN eloay@Yikng Bepaneiag pdong 11
Kol pio toyoomompévn pekétn edong H oe cuvinkec emkovpikng Bepameiog.

H vrepékopaon tov HER2 kabopiotnie o kevipikod epyaotiplo kot opictnke wg faduoroyio 3+
otV a&lordynon avocoiotoynueiog (IHC) 1 g Adyog evioyvong ot dokipacia in Situ vBpidicoD

(ISH) >2,0 o11c peréteg oL TEPLYPAPOVTAL TOPUAKATE.

Meraototikig KopKivog Tov UaoTob

To Perjeta oe GvvovOGUO LE TPO.TTOVLOVUGUTN KOL OOTETOLEAN

H pelétn CLEOPATRA (WO20698) givat pio ToAVKEVTPIKT, TUYOLOTOIUEVT, SUTAG TVQAT,
eAEYYOLEVT LLE EIKOVIKO QAPHOKO KAWVIKT peAéETn @dong 111, ) onoia mpaypatomomOnke o 808
aoBeveic pe HER2-0etikd petastatikd 1 Tomikd vrotpomalovia Un XEPovPY IO KAPKIVo TOV
poaotov. Ot aobeveic e KMVIKG SNUOVTIKOVG TOPAYOVTEG KOPILOKOD KIvODVOU deV GUUTEPIAN QO KAV
(BA. mapdypo@o 4.4). Ady® 0V OTOKAEIGUOD TV 00BEVAOV e EYKEPAAKEC LETOOTACELS, OEV
vrapyovv dlabéciua dedopéva yia tn dpdon tov Perjeta otig eykepalikéc petootdoelg. Awotifevron
TOAD Tteplopiopéva dedopéva oe acbeveig pe un eEapéoiun Tomkd vrotponidovoa voco. Ot
acBeveic Tuyoomombnkay og avoroyia 1:1 dote va Adovv eikovikd eapuoko + tpactovlovpaunn +
dooeto&édn 1 Perjeta + tpactovlovpdpnn + docetaéln.

To Perjeta ka1 n tpactovovpdumnn yopnyndnkav otig kabiepopéveg 800€1g o€ oynua avd. 3
gfdoudoes. O acheveic Ntov vd Oepaneio pe Perjeta kot tpactovlovudumn puéypt mv eEEMEN T
VOGOV, TNV 0TOCLPGT TG GLYKATAOEGNG 1 TNV EUPGvion un dayelpiouns toEwottac. H docetaléin
yopnyNOnke wg apykh 36om 75 mg/m? w¢ evdoeAéfia £yyvon kade tpeic efdopuddeg Yo TovAdyIGTOV
6 koKhovg. H 86om g docetaléing unopovoe va khpakmOet oto, 100 mg/m? kot T kpicn Tov
EPEVLVNTH, AV M OPYIKN SO0 NTAV KOAL OVEKTH.

To TpoTopyIkod KATAANKTIKO onueio ¢ ueAéte nrav 1 emPioon yopic EEMEN ¢ vooov (PFS)
omm¢ ektiunOnke and AveEaptntn Emrponn A&odoynong (IRF) kot opiletatl og o ypodvog amd v
nuepopnvio TG TVYXAOTOINGTG MG TNV NUEPOoUNVia TG eEEMENG TNg vooov 1| Tov BaviTov
(omolacdnmote attiag), av o Odvatog enNAbe o ddotnua 18 efdouddmv amd v Televtaio exTipnon
oV OyKov. Ta devTepedoVTH KATOANKTIKA CTUEID ATOTEAEGLOTIKOTITOG TV 1] GLVOMIKT| EMPBiwon
(0OS), n PFS (6mwg extiunnke amd tov €peuvNTH), T0 TOGOGTO OVTIKEWEVIKNG avtamokpiong (ORR),
1N SPKELR TNG AVTUTOKPIONG KOl 0 YPOVOG EmG TNV eEEMEN TOV CUUTTOUATOV COUPDVO. LE TO
gpotnuatordyo morotntog {ong FACT-B.

Ot ool mepimov acbeveic oe kdbe BepamevTikn opdda glyav VOGO BETIKT Y10 OPLOVIKOVS VTLOJOYEIS
(n omoia opileton wg Betikn yio vrodoyéa ooTpoydvav (ER) karm Betikn yio vrodoysa
npoyeotepdvng (PYR)) ko o1 ool tepinov acbeveic o kébe Bepomevtivy opdda eiyav Adfet
TPONYOVUEVT EMKOVPIKN N Elcaymyk Bepameia. Ot meprocdtepol and avtovg Tovg acbeveic etyov
AaBet mponyodpevn Bepamneia pe avBpaxvriives kot 10 11% Ohwv tov acbevav eixe AdPet
TPONYOLUEVADS TPOGTOLLOVUAUTT]. ZVVoA0 43% TV aclevdv Kot oTig 600 OepamenTikég OuddeS siye
AdBel mponyovpévag aktivobepamneia. To didpeco kKhaopa eEd@Onong apiotepng kokiog (LVEF) taov
acBevdv kotd v évapén g perétng Nrav 65,0% (s0pog 50% — 88%), kot oTig V0 OpAdES.

Ta anoteréopoto amotelespotikotnrog e perétng CLEOPATRA cuvoyilovtat otov Iivaka 3.
ZTaTIoTIKG onpovTikn Bektioon oty emPioon yopig eEEMEN ¢ vocov (PFS) cdupmva pe v
AveEdptntn Emtporn A&oddynong (IRF) deiybnke otv opdda vmd Bepaneia pe Perjeta cuykpirikd
pe v opdda vd Oepameia pe gkovikod eappako. To amoteAéopota yio v emPinon yopic eEEMEN
g vooov (PFES) coppwva pe v ektipnon tov epguvnti NTav TopOUOLo LE QUTH TTOV
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mapatnpnnkoy yo v emPioon yopic e£EEMEN g vocov (PFS) cOppova e Ty ektipumon g
AveEapting Entponng A&ordynong (IRF).

Mivaxkag 3: XOvoyn amoteieopatikotnTog omd T perétny CLEOPATRA

MMapdapetpog Ewkoviko Perjeta+ HR T p

Qoappoxo + | TPaoTovLov (95% AE)

TPUGTOV 0V papmn

papmn +
+ doceTatéln
doceTaéin n=402
n=406

Empioon yopig e£éMEn g
véoov
(ave&aptntn aloroynon) —
KUPL0 KATOANKTIKO 6nueio™
Ap1Buo6g acbevav pe coufav 242 (59%) 191 (47.5%) 0,62
Algpecoc aplBpoc unvav 12,4 18,5 [0,51, 0,75] <0,0001
Yovolki empioon —
OEVTEPEVOV KOTUM|KTIKO
onueio**

221 (54,4%) | 168 (41,8%) 0,68 0,0002
Ap1Buog acbeviv pe coppav* 40,8 56,5 [0,56, 0,84]
Algpecoc aplBpoc unvav
M0600TO AVTIKELPEVIKIG
avramokpions (ORR)N -
OEVTEPEVOV KOTUM|KTIKO
onueio 336 343 Awpopd 610
Ap1Buog acbevav pe petpiown | 233 (69,3%) | 275 (80,2%) ORR: 0,0011
vOo0 [64,1, 74,2] [75,6, 84,3] 10,8%
AvtomokplOévtect** 14 (4,2%) 19 (5,5%) [4,2,17,5]
95% AE yio ORR 219 (65,2%) | 256 (74,6%)
ITpng avtamdkpion (CR) 70 (20,8%) 50 (14,6%)
Mepikn avtandkpion (PR) 28 (8,3%) 13 (3,8%)
>t00epn vooog (SD)
E&eMocduevn vosog (PD)
Albgpkela g avrtomokpiong T4
n= 233 275
Avdpecoc apBpog efdouddwov 54,1 87,6
95% AE yio T d1dpeon Tiun [46, 64] [71, 106]

*Kopra avéivon emBioong yopic EEMEN g VOGOV, KaTaAnKTIK nuepopnvia: 13 Maiov 2011.

** Baowlopevn ota cupfdavo TeMKN avaiuon TG CUVOAKNG emBimonc, KoOToAnKTikn nuepounvia: 11

Defpovapiov 2014.

*** AoBeveic pe PéATioT cuvolikn| avtamokpion enPeParwpévng mAnpovg (CR) 1 pepikng (PR) avramodxkpiong

kot RECIST.

T A&lodoynOnke oe acBevelg pe PEATIOT cuvolikn avtamdkpion v TApn (CR) ) ) pepkn (PR)

ovTOmOKPLo.

A To TOGOGTO GUVOAKNG OVTOTOKPLONG Kot 1) SLAPKELN TNG avTamoKplong Paciloviol oTig EKTIUNGELS TOV OYKOV
ooppova pe mv AveEdpmt Exttponry A&oddynong (IRF).

Avéioya amoteréouato TopaTNPNONKAY GTIC TPOKABOPIGUEVEC VTTOOUAOEG OCOEVADV,
GUUTEPTAAUPOAVOUEV®Y TOV DTOOUAS®V BACEL TOV TOPAYOVTIOV CTPMOUATOTOIMNGCNS TNG YEDYPUPIKNG
TEPLOYNG KL TNG TPOTYOVUEVIG EMKOVPIKNG/EGOy@YIKNG Oepameiag 1 Tov de novo LETAGTATIKOD
KopKivov tov paotod (BA. Ewova 1). Mia post hoc diepevvntikn avaivon £0eiée dtt yio, Tovg acheveic
oV elyav AdPet Tponyovuévag tpactovlovpdunn (n = 88), 0 Adyog kvdvvov yio TV emiPionon ympig
e&EMEN g vooov (PFS) ovppava v ektiunon g Aveaptnmg Emttponrg A&ordynong (IRF)
nrav 0,62 (95% AE 0,35, 1,07), cvykpitika pe to 0,60 (95% AE 0,43, 0,83) yia Tovg acbeveic mov
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glyav AaPet mponyoduevn Bepameia, 1 omoia dev mepteAdppave v Tpactovovpdunn (n = 288).

Ewkévo 1 Empioon yopic e&éMén e véoov (PFS) sopgova pe v ektipnen g
AveEaptnmg Emrpomig ASoroynong (IRF) ava vroopdda acOevdv

XaunAdtepo Avwrepo 6plo

e < N L] Ektipnon -
Kartnyopia Yrmmooupada Wmmpo'gﬁv“c EPTTIOTOOUVNG
I
OAeg ] s : 808 0.52 0.63 0.76
B o ) Denove ' : 432 049 0.63 0.82
araoraan DEPATTEINS] (Néo)erikoUPIK— 0 : 376 0.46 0.61 0.81
Eupwrrn | 306 0.53 0.72 0.97
pe—_— Bopeia Apepikn ] " : 135  0.31 0.51 0.84
proxn NoTia AueDIKN — ' | 114 0.27 0.46 0.78
Acia — . : 253 0.48 0.68 0.95
<65 eTWV — ' : 681 0.53 0.65 0.80
. . 265 eTwv [ 127 0.31 0.52 0.86
HAIKIaks opdBa <75 eTidov ] a ! 789 053 0.64 0.78
275 eTwv . : 19 0.12 0.55 2.54
Au-ncﬁ — . : 480 0.49 0.62 0.80
SuA” Mavpn — — 30 023 0.64 1.79
AcnaTikh = . | 261 0.49 0.68 0.95
AAAN — ' : 37 0.13 0.39 1.18
Toroc véaou EmAaxvicd véoos . | 630 045 0.55 0.68
Mn oTTAaXVIK) VOO Og —i " 178 0.61 0.96 1.52
@emki — | 388 055 0.72 0.95
Kardotaon ER/PgR ApvnTikii — ' ! 408 0.42 0.55 0.72
AyvwoTn — | 12 - - -
I
) IHC 3+ _| . | 721 0.49 0.60 0.74
Kardoraon HER2 ‘[ FISH-8eTiKr) — » : 767 0.53 0.64 0.78
i
L
| I | 1
0 1 2 3 4

Noyog Kivdivou

H Boocifopevn oto ovupdvta telkn avaivon g cuvolkng emiBinong (OS) tpayuatonodnke otav
o1 389 acBeveic giyov katainéel (221 oty opddo vid Bepameia pe etkovikd eapuaxko Kot 168 oty
opdda vio Bepomeia pe Perjeta). To otatiotikd onuavtikd 6@ehog ot cuvolikn enifioon (OS) vrép
™G opadag vrd Bepaneio pe Perjeta, to omoio mopotnpiOnke Tponyovuévag oe pia didpeomn avaivon
NG GLVOALKNG emPiwong (n omoia wpaypatomoOnKe £va xpOVo LETE TV TPOTAPYIKT AVAALGN),
dratnpnOnke (HR 0,68, p = 0,0002 éieyyoc AoyapiBukrg tagvounong (log-rank test)). O didpecog
1POvog £m¢ Tov Bdvato oy 40,8 uMveg oty opdda mov EAafe Oepameia [LE EIKOVIKO pAPLOKO KOt
56,5 unveg otnv opdda mov dafe Oepomeia pe Perjeta (BA. Mivaka 3, Ewkova 2).

Mia weprypa@ikr avéivon e ouvoAikng eniPioong (OS), mov tpaypatonofnke 610 TELOG TG
ueAétng otav eiyav mebavel 515 acbeveic (280 otnv opdda mov Aafe Oepameia (e EKOVIKO @APUOKO
ka1 235 oty oudoa wov EhaPe Oepameia pe Perjeta), £0e1&€ OTL TO GTUTIOTIKA OTUOVTIKO OQELOG OTN
ovvolkn emPimon (OS) vrép e opddog wov Edafe Bepancia pe Perjeta dwatnpnBnke otnv mépodo
TOL XPOVOL UETA 0o a didpecn mapakorovOnon 99 unvav (HR 0,69, p <0,0001 éreyyog
royapiBuikng tavounong [log-rank test]” diapecog ypovog £mg tov Bdvato 40,8 pivec [opdda Tov
é\aPe Bepomeio pe ewcovikd eapuaxo] Evavtt 57,1 umvaov [opdada mov Elafe Oepameia e Perjeta]). Ot
exTipunoelg empPinong opdonuo ota 8 £n frav 37% oty opdda mov Elafe Bepancio pe Perjeta kon
23% ot opdda mov Elafe Oepaneio e E1KOVIKO QAPLLOKO.
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Ewova, 2 Kapnoin Kaplan-Meier g Basiwlopevng ota Zvppavra Xvvohkic Empioong

1.0
0.9
0.8
0.7
0.6
05
0.4

0.3
02 HR = 0,68
01 95% AE (0,56, 0,84)
0.0 P =0,0002

MooooTd xwpig cuppav

10 20 30 40 50 60 70 80

ap1Buoég (n) oe Kivduvo B}
0 Mrvag

Ptz+T+D 402 an 318 268 226 104 28 1
Pla+T+D 406 350 289 230 179 9 2 0 0

Pla+T+D

Tuxalotroinuévn Bepatreia ====mm=: Ptz + T+ D

HR= Xoyog kvddvov, Cl= Sidotnpa epumiotocivng, Pla= Ewovikd edpuako, Ptz= neptovlovpdpmn (Perjeta), T= tpactovlovpdypmn
(Herceptin), D= docgta&éin.

Agv EVTOTIOTNKOY GTOTIOTIKG GNUOVTIKES O10popEC avApeESa oTIC 000 opddes Bepameiog ot
oyetiouevn pe v vyeio modtra {ong cOpeova e Ty ektiunon tov fadporoywwy FACT-B TOI-
PFB.

Eminléov vmootnpiktikés mAnpopopies KAIVIKWOV UEAETWOV
BO17929 - pelétn evog okELOLG GTOV UETAGTATIKO KOPKIVO TOV LOGTOD

H perém BO17929 ftav pio un toyotomompuévn peaétn eaong II, n omoia mpayuatonombnke o
0o0evelg [1E HETAOTATIKO KOPKIVO TOV HLOOTOD, TV 0T0iV 01 OYKOL ELPAVIGAY EMOEIVOOT KATA TN
dapkera Ogpaneiog pe tpactovlovudunn. H Oegponeia pe Perjeta ko tpactovlovudunn odniynos oe
T0G00TO avtamokplong 24,2% ue 25,8% emmiéov tov acBevav va eppavilel otabepomoinon g
VOGOL SLUPKELNG TOVAGYIGTOV 6 UNVAV, VIodEIKVOOVTAG OTL TO Perjeta eivon dpaotikd petd omod
eEEMEN ™G vOoOL e TPASTOVLOVHAUT.

Tpaog koprivog tov pooTov
Eroaywyixn Ospaneio

210 mAaic1o gl0ay®YIKNG Bepameiog, Ol TOTUKG TPOYWPNUEVOL KOl PAEYLOVAOIELG KOPKIVOL LOGTOD
Oepovvtol LYNAOD KIVdOVOV, aveEAPTNTO GO TIV KATAGTUCT) TOV 0PLOVIKOD VIT0d0YEa. XTO TPMULO
6TA010 KOPKiVoy poeTtov, To uéyebog Tov Oykov, o fadudg kakonbelag, 1 KOTAGTUGT TOV OPUOVIKOD
VTOS0YEN KOl Ol LETACTACELS GTOVG AEUPUEVES TTPEMEL VA AAUPAVOVTOL VITOYLV GTNV 0ELOAGYNOT TOL
Kvduvou.

H évdeign oy eoaywyikn Bepaneio Tov Kapkivov pactov Paciletor otnv enidelén Peitioong oto
TOGOGTO MANPOVG TAHOLOYIKNG AVTATOKPLOTG Kol TAoE®VY PeATimaong otnv emPiwon ehevbepng vocov,
T0L 0010 MGTOGO deV KAOIEPDOVOLVY 1] LETPOVV LE aKPifela OPEAOG avaPOPIKE e pokpoTtpdbeaa
ATOTEAECUATO, OTI®G 1 GUVOAIKT emPioon 1 1 emPinon eredbepng vocov.
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NEOSPHERE (WO020697)

H perétn NEOSPHERE &givot pio tohvkevTpikr], ToAVEOVIKY, TUYOIOTOMUEVT] EAEYXOUEVT LEAETT
obong II pe to Perjeta ko mpaypatonombnke oe 417 eviAikeg yovaikeg acOeveig e veodlayvwouévo,
TPOO, PAEYLOV®DOT ) Tomkd Tpoympnuévo HER2-0g11kd kapkivo tov paotod (T2-4d, mpotonabng
OYKOG OULUETPOV >2 EKOTOCTMV), Ol OTOIES OV elyov AdPet Tponyovpevn Bepaneia pe
tpactovlovudunn, ynueodepancio | aktivobeponeio. Ot acbevelg e LETAGTACELS, AUPOTEPOTAEVPO
KOPKIVO TOV HOGTOD, KAVIKG GNUOVTIKODG KapSLoKoDg Topayovies Kivovvou (BAEre topdypago 4.4) 1
LVEF <55% dev ovumepieAnednoav. H mieioynmoeio tov acBevov tav nhikiog kdto tov 65 eTov.

O1 acBeveic ToyatomomOnkav og éva amd o axoAovOa oyfuoTa ElGay®YIKNG Oepameiag yia 4 kKOKAoLC
TPV OO TN XEPOVPYIKN EMEUPaOT:

Tpactovlovpdpnn cuv d0GETAEEAN

Perjeta cuv tpactovlovpdunn Kot S06eTaEEAN
Perjeta cuv tpactovlovpaumnn

Perjeta cuv dooetaérn.

H tuyaonoinon daotpopotddnke avd tHno kapkivo Tov pootov (EYXEPNOILO, TOTIKA TPOYWPTUEVO
N eAeypovmodn) kot Oetikdémro oe ER 1 PgR.

H meprovlovpaunn yopnynbnke evooplefimg otnv apyikn o6on tov 840 mg, axorlovBoduevn and
420 mg kd0e tpeig efdopddec. H tpactovlovpdpnn yopnynbnke evooprefimg otnv apykn 66on tov
8 mg/kg, axorovBovpevn amd 6 mg/kg kébe tpeic efdopades. H doceta&édn yopnynonke evooprefing
oV apyiky 86on Twv 75 mg/ m? akokovdoduevn amd 75 mg/ m? | 100 mg/ m? (edv frov ovektn)
Kké0e 3 efdopddec. Metd amd ™ xepovpyikn eméuPoao, 6Aot ot acheveig Eafav 3 KdKAOLG 5-
¢pBoproovpakiing (600 mg/m?), empovPikivng (90 mg/m?), kukhopwoeoauidng (600 mg/m?) (FEC)
YOPIYOVLEVOLG EVOOPAEPImG KABE TPELS EFOOADES, KOl TPACTOVLOVUAUTNG YOPTYOOLEVIG
evoopLePimg ke Tpelg efOOUGdEG LEYPL TN CVUTAN PO EVOG £Tovg Bepameiag. Ot acbeveig mov
giyov Adpel povo Perjeta cuv tpactovlovudunn Tpv omd T xepovpyiky encéufoon Edafav o
ouvéyela 10c0 FEC 660 kot docetal&édn puetd omd t xepovpytkn enéufoo.

To kOp10 KATaANKTIKO oMpEi0 TNG HEAETNG NTAV TO TOCOGTO TNG TANPOLG TAHOAOYOUVATOUIKNG
avtamokpiong (pCR) otov paotd ((YpTO/is). Ta devtepedovta KaToaAnKTiKd onueio.
OTOTEAECUATIKOTNTOG NTAV TO TOGOGTO KAIVIKNG OVTOTOKPIGNG, TO TOGOOTO YEPOVPYIKNG ETEUPACTG
GUVTIPNONG TOV HacTod (LOVO Yo Tovg Oykovg T2-3), 1 emPinon yopig e&EEMEN g vocov (DFS) kat
N PFS. Zta emmAéov diepguvntikd mocootd PCR mepiappdvoviav 1 KotdoToon Tov AEUPUdEVHOY
((ypT0O/isNO ko ypTONO).

Ta. INUoypaQIKd YopaKTNPIGTIKA fTaV KAl iIsookeMouéva (1 péon nikio tav 49-50 etdv, n
mAeloynoeio Tov acbevav frav kavkdotot (71%)) kot Odec o1 aobeveic NTav yuvaikes. XVVOAIKA, TO
7% tov aclevav elye pAeyLovdon Kopkivo Tov pactov, 1o 32% giye Tomkd Tpoy®pnpHévo KapKivo
ToL paotov kot 1o 61% &lye eyyeipnoo kapkivo tov paotod. Iepinmov ot oés acheveic oe kabe
ouado Bepameiog giyav OeTikn Yoo opUOVIKOVG VTOdOYELS VOGO (1) omoia opiletal mg ER-0gtikn ko
PgR-6gtuc).

Ta anoteréspota topovoialoviot otov [livaka 4. Etoatiotikd onuovikn ertioon 6to tocostd pCR
(ypTO0/is) mapatnpnOnke otovg acbeveic mov éAapav Perjeta cuv tpactovlovpdunn kot docetaleéin
OLYKPTIKA pe Toug acbeveic mov Elafav tpactovlovpaunn kor docetacéAn (45,8% Evavtt 29,0%,
T p = 0,0141). Avdroyo potifo amotereopdrov tapatnpidnke ave&dptnta and Tov OpioHd Tov
pCR. H dtopopd 610 1060016 Tov pCR Bempeital mbovo vo petappaletorl 6€ KAVIKE 0OUGIOOTIKT
dapopd oTIg pokpoypovies ekPaocelg katl vrrootnpiletan and Oetikég tdoelg oto PFS (HR 0.69, 95%
Cl10.34, 1.40) ko oto DFS (HR 0.60, 95% CI 0.28, 1.27).

Ta mocootd PCR kabmg kot to puéyebog tov opélovg pe to Perjeta (Perjeta cuv tpactovlovudumn kot
docetalédn cvykprrikd pe acbeveic mov Aappdvouy tpactovlovpdumn kot S0GETOEEAN) NTOV
YOUNAOTEPO, GTNV VITOOUASA TV 0.60eVAV pE dyYKovg BETIKODE Yo 0ppoVIKODE vITodoyeic (Stapopd
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6% o710 PCR o710 paoTd) 68 GYéom pe Tovg acbeveis e apvnTIKODS Y10 OpLOVIKOVG VTOS0YEIG GYKOVGS
(drapopd 26,4% oto PCR 6710 pootd). Ta tococtd Tov PCR Ntav Topdpote 6tovg acheveis pe
EYXEPNOIUN EVOVTL TOTIKA TPOY®PMUEVT VOco. YTMpEav ToAd Alyol acBeveic e pAeyLOVMOON KapKivo
TOV HOoTOL Yo va eEayBodv €ykupa cuumepdopata 0ALL T0 T0600T6 PCR Moy vynAdtepo oTovg
acBeveic mov Elafav Perjeta cuv tpactovlovpdumn Kot S0GeToEEN.

TRYPHAENA (BO22280)

H periém TRYPHAENA givon pio moAvKeVTPIKT, TOXOMOTOMUEVT] KAWVIKY HEAETT @dong 1T, ) onoia
mpaypatomonke og 225 evihkeg yovaikeg aobeveic pe HER2-0etikd tomikd mpoywpnuévo,
EYXEPNOILO N PAEYHOVDON Kapkivo Tov paotov (T2-4d, tpotonadng dykog dtapuétpov >2
EKOTOOTMV), 01 01oieC dev eiyav AdPet Tponyovuevn Bepomeio pe Tpactovlovpaunn, ynuetodeparnsio
N axtwvobepaneia. Ot aobeveic e HETAGTACELS, AUPOTEPOTAELPO KOPKIVO TOV HOGTOV, KAVIKA
OMNUOVTIKOVG TOpAYOVTES Kapdlakoy Kivduvov (BAéme mapdypaeo 4.4) ko LVEF < 55% dev
ocvumepteAnencav. H mieioynoeio tov aclevav ftav niikiog kbto tov 65 et@v. Ot acbeveic
TuyotoToMONKay MGTE Vo AdBouv Eva amd To, Tpio oYUOTH EIGAY®YIKNG Oepameiag Tptv amd
YEWPOLPYIKN eMEUPaoT ®G EENG:

e 3 k0ot FEC axolovBobdpevol amd 3 KOKAOVG d0GETAEEANG, XOPNYOVUEVOLG GTO GUVOAD TOVG
Tantoypovo, pe Perjeta ko tpaoctovlovpdpmn

e 3 k0ot povoBepaneiog pe FEC axolovBovpevor amd 3 kdkAovg docetalédng,
YOPTYOVUEVOLG TOLTOYPOVE. e TpaoToviovuduan kot Perjeta

o 6 kbkhot TCH og cuvévacud ue Perjeta.

H tuyoionoinon dwuotpopatddnike avd Tomo kapkivov Tov Hactov (€YXEPHOILO, TOTUKE
TPOYWPMNUEVO 1| PAEYUOVDON) Kot BeTikdtTa o€ ER wa/v PgR.

H meprovlovpaunn yopnynbnke evooprefimg otnv apyikni o6on tov 840 mg, axorlovBoduevn arnd
420 mg kd0e tpeig efdopddec. H tpactovlovpdunn xopnyndnke evoopiefing otnv apyikn 666m tov
8 mg/kg, axorovBovpevn amd 6 mg/kg kébe tpeic efdonades. To FEC (5-pBoproovpoakiin

[500 mg/m?], n empovPikivn [100 mg/m?], n xukhogwoeapidn [600 mg/m?]) yopnyoivtav
evoopLePimg kdbe Tpelg efdouddeg yio 3 khkhove. H doceta&éin yopnynonke mg apyikn d6on
evdoAEBLac &yyvong 75 mg/m? kdbe tpeig efdonddeg pe emhoyn yio kKMpdkoon £mc ta 100 mg/m?
KOTA TNV KpIoT TOL EPELVITI €AV 1] APYIKTY dOCT NTaV KOAL oveKTY. Q6TOC0, TNV OUAd0 TOV EANPE
Ocpancio pe Perjeta oe cuvdvacpéd pe TCH, 1 docetatéin xopnynonke evdopiePing oto 75 mg/m?
(dev emrpénovtav KAludkwon) kai 1 kopPomiativiy (AUC 6) yoprnyobvtav evooelefimg kabe Tpelg
eBoopddes. Metd amd T xepovpyikn enéppaoc, 6 ot ot acbeveic Erafov Tpactov{ovpdumn

TPOKELEVOL Vo GVUTANPOOEL éva £T0¢ Bepameiag,.

To kOp10 KATAANKTIKO oNUEI0 QVTNG TNG HEAETNC NTOV 1 KAPIIOKT AGPAAELD KATA T SLAPKELD TNG
TEPLOOOL g10ayYIKNG Oepamneiog Tng ueAétc. Ta devtepedovta KATUANKTIKA onpeio
QOTEAECUATIKOTNTAG NTOV TO T0600TO PCR otov paotd (YpTO/is), DFS, PFS ko OS.

Ta Snpoypaekd yopakTNPIoTIKA fTaV KaAd IookeMopéva (1 péon niwia tav 49-50 etov, n
TAeloymoia TV acbevdv Mtav kavkdotot [77%]) kot Odec ot acBeveig tav yuvaikes. XVUVOAIKA, TO
6% TtV 0c0evav gixe AEYLOVOIN KOPKIVO TOV HooToD, T0 25% &lye TOTIKA TPOY®PNUEVO KAPKIVO
TOV HOGTOL Kot T0 69% &giye eyyelpnolo Kapkivo tov pactov. [epinov o1 uoéc acbeveic o €kaotn
opada Bepaneiog eiyav ER-Ogtikr kavn PgR-0etucn voco.
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ZUYKPITIKG e T OMLOGLEVEVH dEGOUEVA Y10 TAPOUOLN CYNUATA YOPIC TEPTOVLOVUANTN, VYMAL
n0c06td PCR wapatnpidnkav kot ota 3 okéAn Oepanciog (BAéne IMivaxa 4). Avaloyo potifo
amotelecpdt@v Tapatnpnonke ave&aptnta and tov opiopd Tov PCR mov ypnoomombnke. Ta
1060074 PCR ftav younAotepa oty vroopddo aclevav pe OeTikodg opproviKohs VTTOd0YElG OYKOVG
(e0poc 46,2% £mc 50,0%) oe oyéon e Toug acheveic e apynTikodg 0pLOVIKODS VTTOS0YEIS OYKOVGS
(e0pog 65,0% ¢mc 83,8%).
Ta mocootd PCR ftav mapopoe 6tovg acheveic pe eyxepnoIUN Kot TOTIKE TPOXWPNUEVT] VOGO.
Ymhp&av moAd Ayol acbeveic pe eAeypovddn Kapkivo Tov paotod yia vo eoybodv Eykupa

GLUTEPGOULATA.
MMivoxog 4 NEOSPHERE (Megiétny WO20697) km TRYPHAENA (BO22280): Emokénnon
UTOTELEGPUOTIKOTITOG
(IMAn6vopog pe Tpobeon Oepameiag)
NEOSPHERE (W0O20697) TRYPHAENA (BO22280)
Perjeta+
. Tpactoviov
Tpafs‘rovl; Perjeta+ _ Perjeta népn + FE(_:—)

, ovpdpmn Tp(,mrongo Perjeta+ EECS Perjeta+ Perjeta
Hopaper |+ ] nuaum]-rl- Tp(,xcrongo AoceTolél. | Perjetat T[')am'ongm) +TCH
pog Aoceta&éd | Aooetalél |vpapmn n TpasToviov papmy + N=77

n n N=107 N=96 wépmn + AoceTacéin

N=107 N=107 AooeTatéiin N=75

N=73
ITocooto
pCR o10 0
HaGTO ?210(29,0/0) 49 (45,8%) |18 (16,8%) |23 (24,0%) |45 (61,6%) |43 (57,3%) |51 (66,2%)
(ypTOfis) L [36,1, 55,7] 10,3, 25,3] |[15,8, 33,7] |[49,5, 72,8] |[[45,4,68,7] |[54,6, 76,6]
n (%) 38,5]
[95% CI]!
Awgpopd
ot
-21,8%
TOGO0GTA +16,8 % -12,2% :
OCR? [3,5.301] |[-23,8, -0,5] g35?1 - |AE AE AE
[95% '
AE]®
Turn p (e 00141  |oo198  |%:00%0
d1opbwon (g:vown (g:vown (évavt
Simes yw e e Perjeta+
TOoV TPACTOVLOY | TPAGTOLLOV tpactovlo |AE AE AE
ENeyyo Hapms + | Haumng ’ + opGpm  +
CMH)* d0ceTaEEAN | dooeTaEEA SoceTaliin
<) <) )

ITocootd
pPCR otov
HOoTO Ko
TOVG 0
reppadéy |20 CL%)| 45 39 306) (12 (11,2%) |17 (17,7%) |41 (56.2%) |41 (54.7%) |49 (63,6%)

[141
G 30 ’5]' [30,3,49,2] |[5,9, 18,8] |[10,7,26,8] |[44,1,67,8] |([42,7,66,2] |[51,9, 74,3]
(ypTOfis :
NO)
n (%)
[95% CI]
%/p('OF/O) NO 13 (12,1%) |35 (32,7%) |6 (5,6%) 13 (13,2%) (37 (50,7%) |34 (45,3%) |40 (51,9%)
[95(;0 CI] [6,6,19,9] |[24,0,42,5] |[2,1,11,8] |[7.4,22,0] |[38,7,62,6] |[[33,8,57,3] |[40,3,63,5]
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NEOSPHERE (W020697) TRYPHAENA (BO22280)
Perjeta+
Tpaostovl |Perjeta+ Perieta Tg a;:‘rorgon FEC>
ovpaunn | Tpastovlo |Perjeta+ ] lI;E!(l:j) Perjeta+ Perjeta
Hopaper |+ vpapmn + | Tpaotovlo AoceTolél, | Perjetat Tpactoviov +TCH
pog Aocetaléh | AoceTaléh |vpdpmn T papmn + N=77
N=107 n pacTtoviov A EéN =
n n N=96 apmn + ooeTaéln
N=107  |N=107 Xogm&m N=75
N=73
Khavucen
avtanokpt| 79 (79,8%) |89 (88,1%) |69 (67,6%) |65 (71,4%) |67 (91,8%) |71 (94,7%) |69 (89,6%)
on®

FEC: 5-p0optloovpaxkiin, expovPfikivn, kuokhopwoeouion, TCH: doceta&éln, kapBomiativn Kot
tpactoviovudaunn, CMH: Cochran—-Mantel-Haenszel
1. 95% AE yua éva. Stovopuko deiypo ypnoorowbvrag pébodo Pearson-Clopper.
2. H Bepancia pe Perjeta + tpactovovpdpnn + docetaléin ko Perjeta + tpactov{ovpdunn cuykpidnke pe
tpactoviovpaunn + doceta&én evd 1 Beponeio Perjeta + dooeta&édn cuykpifnke pe Perjeta +
tpactoviovpdpnn + docetalél.
3. Igpinov 95% AE yi0 1 d10.p0pd TV d00 TOCOGTOV AVIATOKPIOTC ¥pNoonoidvTag pébodo Hauck-
Anderson.
4. Twn p amo tov éleyyo Cochran-Mantel-Haenszel, pe npocappoyn morhamddtntog Simes.
5. H kv avtamdkpion anotundvel acbeveis pe BéATiom ovvorikn aviomokpion v tAnpn (CR) 1 pepkn
(PR) avtomokpion kotd T didpkeia Tng el60ymykng teptddov (otnv npotonadn BAaSn tov nactov).

BERENICE (W029217)

H perét BERENICE egivat pio pin Toyotomotpuévn, ovoikTr, TOAVKEVTPIKT), TOAVEOVIKT LEAETN
®dong I mov Tpaypatorombnke o 401 acbeveic pe HER2-0gtucod tomikd mpoympnpévo, AEYLOVOON
N TPOOL oTadiov Kopkivo Tov pHaotob (Ue Tpotonadeig 0yKovg > 2 cm 6g SIAUETPO 1] VOGO BETIKT
Y10 AEUQOSEVEC).

H perétn BERENICE nepieAdppave dvo mapdiinieg opnddeg achevav. O acbeveic mov Oempndnkav
KatdAAnAot yio elcaywyikr Oepaneia pe tpactovlovuaunn cuv ynueobeponcio pe pdon mv
avOpaxvikivn / taavn Eafov éva amd ta 600 akdlovba oyt TPV GO TN YELPOVPYIKN
enépuPoaomn, og e&ng:

Koopth A - 4 kdxhot dose-dense 0Eopovfikivig kot KUKAOQOoPapLiong kabe dvo efdouddec,
axolovboduevol amo 4 kKOKAoLG ToL Perjeta o€ cuvdvacud e TpacTtovlovUduTn Kot

TOKAMTOEEAT

Koopt B - 4 kbkhot FEC, axolovBovuevor amd 4 kokAovg Perjeta o€ cuvdvaoud pe
TPOoTOLOVUAUTT Kol SOGETAEEAT).

Metd ) yepovpykn eméppao, 6Aot o1 acbeveig Erapav Perjeta kot tpactovlovpdunn kdde 3
ePdopdodeg evéopiefimg, yio vo ohokKANpmdGoLV Eva ypovo Bepameiag.

To npwtevov katainktikd onueio g uerétng BERENICE Ntav n kapdiokr acpdieio katd )
SLAPKELD TNG TEPLOOOV EIGAYMOYIKNG Ogpameiog TG ueAénc. To TPOTEVOV KATAANKTIKO GNUELD TNG
KOPOOKNG ACPAAELNS, OSNAAOT 1] CLYVOTNTO ELPAVIONG CUUTTMOUATIKNG SVGAELTOVPYIOG APLGTEPTS
kowkiag (LVD) g katnyopiag I/ IV katd NYHA kot ot ttdoeig tov kKAdopatog eEdOnong
aprotepng kolriog (LVEF), ftav cbpemvo pe ta mponyodueva 6£d0uéEVe 6TO TAAIGIO TNG EICAYMYIKNAG
Bepanciag (BAéne mapdypapo 4.4 ko 4.8).

Emixovpixn Ocparncia

210 gnKovPIKO TAaicto, e Paon ta dedopéva tng perétng APHINITY, ov acBeveic pe mpoipo HER2
BeTiKd Kapkivo Tov HasTod Tov StTpE)ovy LVYNAS Kivduvo vtoTpomg opilovtal ®g avtol e vOGo
OeTIKn 6TOVG AEUPUSEVES 1] CPVITIKT] GTOVG OPLOVIKOVG VITOSOYELS.
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APHINITY (BO25126)

H perémn APHINITY elvar pia moAVKEVTPIKT, TUYALOTOUNUEVT], OITAG TUQAY], EAEYYOUEVT] IE ELKOVIKO
oapuaxo perétn edong Il og 4804 acbeveic ue HER2 Oetikd mpdipo KapKivo Tov HoeTon 6TOVG
omoiovg mpayuratomoOnke eEaipesn TOV TPOTOYEVOVS OYKOL TPV At TNV TUYUOTOINGT|. XN
ouvvéyeld, ot acbeveig Tuyatomombnkay tpokeévoy va Adpovv Perjeta 1 eucovikd gdpuaxo, g
ouvdvaoud pe emkovpikn Oepameia pe tpactovlovudunn katl ynueodepaneio. Ot epguvntég eméleéav
éva omd To ToPaKGTO oynuoata ynueobepomeiog Pactouéva | un o€ avOpaKLKAivN Yo TOVG ETUEPOVG
aoBeveig:

e 314 «xidxhot FEC 1 5-pBoproovpakiing, do&opovfikivng kot kukAopwopapiong (FAC),
akolovbovdpevol omd 3 N 4 KOKAOVG 00GETOEEANG 1 0mtd 12 KOKAOVG efdopadiaiag xopryNong
mokMTaEANG

o 4 xdxhot AC 1 empovPikivng ko kukhopooeauiong (EC), akolovBovuevor amd 3 1 4
KOKAoLG dooetalédng 1 amd 12 khkhovg efdopadiaiog yopnynong makMtaEeAng

® 6 KOKAOL dooeTaEEANC GE GUVALAGUO [E KapPfomiativn

To Perjeta xat 1 tpactovovpdunn xopnyodvray evooeAéPia (BA. mapdypogo 4.2) kabe 3 efdopddeg
pe évapén and v 1" nuépa Tov TPMOTOV KVKAOL Oepameiog mov mepieiye TaEAvT, Y10 GUVOALKE 52
ePdoudoeg (Emg 18 kdKAor) 1 H€PL TNV LTOTPOTN TNE VOGOV, TNV AvVaipest TG cuykatdfeong ) T un
dwyepion to&ikdtnra. Xopnynnkav cuvndeig 66ceilg 5-pBoproovpakiing, empovfikivig,
d0Eopovfikivig, KUKAOQ®MGQUUIONG, 00GETAEEANS, TOKAITAEEANG Ko KapfomAativic.

Metd v odokAnpwon g ynuetodepaneiag, ot acbeveic vmofAndnkav oe aktivobepaneio ko oe
oppovoBepameio GOUEMVA, LLE TNV TOMIKT KAVIKN TPOKTIKT.

To npwTtevov KaTaANKTIKO oneio TN peAétng Nrav N emPinon yopic v epnedvion dndnTikng vocov
(IDFS), n omoia opiletar @g 0 ¥poOvog amd TNV TUYOIOTOINGT MG TV TPOTN GVGTOLYN TOTIKN 1)
TEPLOYIKT EUPAVIOT] VTOTPOTNG TOL SNONTIKOV KOPKIVOD TOV HOGTOV , GTOUAKPVGUEVC VITOTPOTNG,
ETEPOTAEVPOL dNONTIKOV KOPKiVOL TOV PaGTOV N G ToV Bdvarto and omoladnmote aitio. Ta
dguTEPEVOVTA KATOANKTIKA onpeio amoteAespotikotntag fitav 1 IDFS, cuurepiiappavopévou evog
devTEPOV TPOTOTOOOVG KOPKIVOL EKTOG TOV KOPKIVOV TOV HOGTOV, 1| GLVOALKN emtPicmon (OS),
emPioon ywpic tapovaia g vocov (DFS), 1o ypovikd didotnua ympic vrotponn (RFI) kot to
XPOVIKO dtdotnua xopic anopakpvouévn vrotponr (DRFI).

Ta dnpoypaeikd ctoryeia 1cokaTaveunOnKay eTopK®dg LETOED TV 000 okeA®V ¢ Oepareiag. H
dtbpeon niia frav Ta 51 €tn kot ot acBeveic Tav yuvaikes og T0600TO peyaivTepo Tov 99%. H
mietoynoio tev acbevav glye vooo pe Betikodc Aeppadéveg (63%) karn BeTikovg oppovVIKOUG
vodoyeic (64%), kot tav Kavkdoiot (71%).

Metd and didpeco ddotnpa tapoakorovdnong 45,4 unvav, ot perétn APHINITY napovcidotnke
peioon tov Kvdbvov votpomng 1 Bavatov o T0606T6 19% (Adyog kivdvuvov [HR] = 0,81, 95% Cl
0,66, 1,00 p-tiur 0,0446) otovg acbeveic mov tuyatomomOnkov va Adfovy Perjeta oe ohykpion ue
gkeivoug Tov TuyaomomOnkay va Adfovv eucovikd pAapLoKo.

Metd and d1dpeco didotnua tapakoiovdnong 101,2 unvov (8,4 €tn), oy Tpitn evdldueon avdivon
0S8, o ap1Bpog Bovatwv o acbeveig mov Tuyatomodnkay 6to okélog Tov Perjeta itav 168 Bdvatot
[7,0%] oe cvykpion pe 202 Bavatovg [8,4%] oto okélog Tov gikovikod eappakov, HR=0,83, 95% CI
[0,68, 1,02].

Ta cvumepdopaTo oYETIKG Le TNV amotedespotikotnta and T perétn APHINITY cuvoyilovtal otov
ITivaxa 5 kot otnv Ewkéva 3.
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ivoxkog 5 Xvvohki) aroteleopatikotnyro: IIin0vepoc pe npodeon Oepanciog (ITT)

Perjeta + Ewoviké gappaxo +
TpacToviovpdunn + | Tpactoviovpdpmn +
ynueodepaneio ynuewodepaneio
N=2400 N=2404

HlpwTedoy KaTainKTIKO onueio

Empioon yopic Ty mapovcio sindntuiig vocov

(IDFS) *

Ap1Buog (%) acbevav pe coppay 171 (7,1%) 210 (8,7%)

HR [95% CI]

Twn p (Aoxipoocia log-rank, stpopatomrompuévn?)

ITocootd ywpic cuuPdv oty 3etio? [95% Cl]

0,81 [0,66, 1,00]
0,0446

94,1 [93,1, 95,0]

93,2 [92,2, 94,3]

AevTEPEVOVTA KATAINKTIKG onucia’

IDFS ovpmeprhapfavopévov Tov devTEPOL
TPOTOTAO0VS KOPKIVOL EKTOG TOV HOGTOV™
Ap1Buog (%) acbevav pe coppay

HR [95% Cl]

Twn p (Aoxipacio log-rank, stpopotorompévnt)

IMocootd ywpic cuuPdv oty 3etio 2 [95% Cl]

189 (7,9%)

230 (9,6%)

0,82 [0,68, 0,99]
0,0430

93,5 [92,5, 94,5]

92,5 [91,4, 93,6]

Empioon yopic mtapovsia tng vosov (DFS) *
Ap1Buog (%) acbevav pe coppdy
HR [95% Cl]

Twn p (Aoxipoocia log-rank, stpopotomrompuévn?)

ITocootd Ywpic cuuBav oty 3etia 2 [95% CI]

192 (8,0%)

236 (9,8%)

0,81 [0,67, 0,98]
0,0327

93,4 [92,4, 94,4]

92,3[91,2, 93,4]

Yvvohk empioon (OS)**
Ap1Buog (%) acbevav pe coppay
HR [95% Cl]

168 (7,0%)

202 (8,4%)

0,83 [0,68, 1,02]

Ene€nynon ocvvropoypagrdv (Ilivakag 5): HR: Adyog kivddvov, Cl: didotnpo epmietochvng
* [lpotapykn avaivon enPioons yopig epedvion dndntikng vocov, nuepounvia arokonng 19 Askepppiov

2016.

** Agdopéva amd v 31 evoldeon avaivon yia T cuvolikn enPimon, nuepopunvia arokonng 10 Iavovapiov
2022.1. OAeg o1 ovaADOELS OTPOUATOTOMONKAV LLE KPLTHPLO TNV KATAGTACT TOV AELPASEVOV, TNV £KS00T TOL
TPOTOKOAAOL, TNV KATAGTACT] TOL OPLOVIKOL VIodoyEn BAcEL TNG KEVIPIKNG aEloAdyNong Kt To oy

EMKOVPIKNG YN LLe00epaneiog.

2. To mocootd ywpic cvpPav oty 3etio eENyON pe ) pédodo Kaplan-Meier.
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Ewkévo 3 Koaproin Kaplan-Meier g smipioong yopis napovsio dsmOntikig vécov

Kaplan-Meier Plot of Time to First IDFS Event (Months) by Treatment Regimen, ITT Population
Protocol: BIG 4-11/B0O25126/TOC4939G

1.0
0.8 -
[0
e
< 06
[=4
[
>
[0
o
S
2
g 04
o
p-value (log-rank): 0.0446 e Pla+T+Chemo (N=2404)
024  Stratified Hazard Ratio (95% Cl): 0.81 (0.66, 1.00) Ptz+T+Chemo (N=2400)
0.0 -
No. of Patients at Risk
Ptz+T+Chemo 2400 2309 2275 2236 2199 2153 2101 1687 879
Pla+T+Chemo 2404 2335 2312 2274 2215 2168 2108 1674 866
T T T T T T T T T
0 6 12 18 24 30 36 42 48

Time (months)
IDFS= emBimon ywpig mapovsio dmontiknAg vocov, Cl= didotnua gpmotooivng, Pla= siovikd eappaxo, Ptz= neptovlovpdpnn (Perjeta),
T= TpactovcovpHaum.

H extiunon g IDFS ota 4 £ ftav 92,3% otnv ouddo otnv omoio yopnynOnke Perjeta évavtt 90,6%
otV opdda oty omoia yopnynOnke ekovikd edppoko. Katd tov yxpodvo ektipnong, 1o StUeco
duotn e Topakoiovdnong frav 45,4 pnvec.

Amnotedéopato ovaALon S VTOOUAd MV

Koatd o ¥povo, e npotedovoag kbplag avaivong, to o@éAn tov Perjeta ftav eppavéctepa o
aoBeveic vTooUAdWV VYNAOD KIvdUVOL LIOTPOTNG: 0GOEVEIC [Le VOGO BeTiKN Yo AeppadEvec 1 Le VOGO
OPVNTIKN Y10 0OpHOVIKOVG LTTodoyels (BA. mivoka 6).
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Ilivokoc 6 Amotelionatd 0mT0TELEGUUTIKOTTOS GE VTOONGOES 0VE KOTAOTOCT AEPLQOUIEVOV KoL

O0PLOVIKOV VT0d0YE@V:

Ap1Opég svppopdrov IDES /Zovolké N (%) Mn
Perjeta + Ewoviko @appoko + | 6TpOROTOTOINNEVO
II0Bvopog Tpactovioopdunn + tpacstoviovpapunn + | HR (95% CI)
INpeodepaneia IMpeodepaneia
Katdotaon Aep@adévov
LN 139/1503 181/1502 0.77
(9.2%) (12.1%) (0.62, 0.96)
ApvnTiKn 32/897 29/902 1.13
(3.6%) (3.2%) (0.68, 1.86)
Kotaotaon oppovikdv
V000 EMV
ApvnTikn 71/864 91/858 0.76
(8.2%) (10.6%) (0.56, 1.04)
OeTikn 100/1536 119/1546 0.86
(6.5%) (7.7%) (0.66, 1.13)

! TIpokaBopiopéveg avoldGEelg VTOOUAS®V YOPIG TPOGAPLOYT] Y10 TOAATALS GLYKPIGELS, GUVETMOGC, T
amoteAésLoTo Be®POVVTOL TEPLYPAPIKA.

O1 exkTipnoelg tov tocootdv ¢ IDFS oty vroopdda pe voco Betikn yio Aeppadévec ntov 92,0%
évavtt 90,2% oo 3 £t kot 89,9% évavtt 86,7% ota 4 £t oT0VG 0iebeveic oTovg omoiovg yopnynOnke
Perjeta évavtt tov acBevav 6Tovg omoiovg yopnynonke eikovikd eapurako, avtictorya. Xty
VTOOUASN LE VOGO GPVITIKT] Y10 AEUPAOEVES, O EKTYNGELG TV Tocootav e IDFS fitav 97,5%
évavtt 98,4% oto 3 £t kot 96,2% évavtt 96,7% ota 4 £t oTovg acbeveic oTovg omoiovg yopnynOnke
Perjeta évavti tov acBevav 6Tovg 0moiovg yopnyNoNKe eKoviKO @APLOKO OVTIGTOL0. TNV VITOOUASH
L€ VOGO GPVITIKT] Y10, OPLLOVIKOVG VTTOJ0YEIS, 01 EKTIUNOELS TV TocooTtmV g IDFS ftav 92,8%
évavtt 91,2% oto 3 £t kot 91,0% évavtt 88,7% ota 4 £t oTovg acbeveic oTovg omoiovg yopnynOnke
Perjeta évavtt tov acBevdv 6Tovg 0moiovg yopnynonkKe ekovikd @APLOKO OVTIGTOLYO.

Znv vooudda e VOGO BETIKN Y100 OPLOVIKOVG VTTOS0YELG Ol EKTIUNOELS TV TocootaVv TG IDFS frav
94,8% évavtt 94,4% oto 3 £t kot 93,0% évavtt 91,6% ota 4 £t otovg acbeveig atovg omoiovg
yopnynOnke Perjeta évavti tov acbevdv 6tovg omoiovg yopnynonke elkovikd @ApUAKO ovTioTOLKO.

Anoteléopato Tov avoeépovral and acbeveic (PRO)

Ta devtepebovta KOTAANKTIKAE onpeia TepleAduPavay v a&loAdynon TS GUVOAKNG KOTAGTOONG TG
vyelag, Tov POAOL KoL TNG COUATIKNG AELTOVPYIKOTNTOG KAODS Kot TV 0peMOpueVmVY otr| Oepaneia
CUUTTOUATOV TOL avEPePaY 01 acbeveig, te ) xpnon tov epotnuatoroyiov EORTC QLQ-C30 kot
EORTC QLQ-BR23. Zti¢ avaiioelg tav amotelecudtov mov avagépbnkay amd acbeveic, 1 dtopopd
10 povadmv Bempndnice KAVIKE oMUOVTIKY.

Kotd ™ dudpkela ynuetobepameiog kot oto 600 okéAn g Oepomeiog katadeiydnke pia kKAvikd
ONUOVTIKN HETABOAT oTIG Babuoloyieg Yo T GCOUATIKT AEITOVPYIKOTNTO TV 0CHEVOV, TI GUVOAIKN
Katdotoomn Tng vyeiag kot tn Sdppota. H péon peioon amod ) Pabuoroyio katd v évapéng g
UEAETNG Y10 TN COUOTIKT AEITOVPYIKOTNTA NTOV, TN GLYKEKPLUEVT Ypovikh otryun, -10,7 (95% CI-
11,4, -10,0) oto okélog tov Perjeta ka1 -10,6 (95% -11,4, -9,9) 610 okéAog TOL £1KOVIKOD QopudKov N
LEI®ON 6TN GLVOAKT Katdotoomn ¢ vyeiag oy -11,2 (95% CI -12,2, -10,2) cto okélog tov Perjeta
ko -10,2 (95% CI -11,1, -9,2) oto okélog tov elkovikod eapudikov. H petafoin ota coumtdpoto g
dappotag avéndnke katd +22,3 (95% ClI 21,0, 23,6) oto okélog tov Perjeta évovt +9,2 (95% Cl 8,2,
10,2) 670 6KELOG TOV EIKOVIKOD POPUAKOV.

211 GLVEYELD, 1] COUATIKT AEITOVPYIKOTNTO KOl 1) GUVOAKTY KOTAGTOGCT TNG LYEING, KATd TN S1GpKELn
g otoyevpévng Bepameiog, emaviABay Kot ota 000 GKEAN GTa EMIMESO TOV KATOYPAPOVTIOV KOTA TNV
évapén g perétng. Ta cvumtopata g didppotog exovilbav ota eninedo Tov Kataypaeovtay Kotd
mv évapén g perétng petd t HER2 Ogpancio. 610 okéhog tov Perjeta. H mpocbnikn tov Perjeta
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TNV TPASTOLLOVUAUTY GE CLVOLAGHO LE yNUEBepameia OV ETNPEACE TI GUVOALKT] AELTOLPYIKOTNTO
pOLoL TV acBevdV Katd TN OdpKeLd TN HEAETNG.

Avocoyovikdtnta,

Ot aoBeveic ot Paocikn pehétn CLEOPATRA efetdotnkav 6€ TOAMATAN XpOVIKE oneio yio
avtiBepamevtikd avticopoto (FADA) oto Perjeta. To 3,3% (13/ 389 acbeveic) tov acBeviav vid
Oepomeia pe Perjeta kot 1o 6,7% (25/372 acbeveic) tov acBevav vnd Bepameio pe e1KOVIKO GAPIOKO
Bpébnkav Beticol otnv e&étaon yio ADA. Ztn pedétn BERENICE, 1o 4,1% (16/392) tov acBevodv
nov éafav Oepancio pe Perjeta Bpédnkav Beticol oty e&étaon yio ADA. Kavévag and toug ev Aoym
acBeveig dev mapovoiace avtidpaoelg avapura&iog /vmepevaicnoiog ot onoiec va oyetiCovray
Eexabopa pe ta ADA.

Toudrorpikdc TAnOvoudeg

O Evponaikég Opyoviopoc Ooapudkmy Exel dMGEL OTAALNYT A0 TNV VTOYPEMOT| VTOPOANC TOV
amoteAecUdTOV TV HEAET®V LE To Perjeta og OAa TIg VTOKATIYOPiEC TOL TASIATPIKOV TANOVGLOV
6ToV Kapkivo Tov paotov (BA. Tapdypago 4.2 yio TANPOPOPIES GYETIKA [LE TNV TOLOTPIKY] YPNOT).

5.2 D oppPIKOKIVITIKEG 1O10TITES

IIpaypatomomOnke avdAvon eopuaKoKvnTIKNG TANBLo oD pe dedopéva amd 481 acbeveig oe
drapopeTikég KAvikég peréteg (eaong L, I ko 1) pe didpopovg THmoVg Tpoy®mpnuUévmv Kokonoeimy,
ot omoiot giyav AdPetl meptovlovpdunn g povobepamneio | € GLVOLUCUO G HOGELG TTOV TOLKIAOVY
amo 2 ¢ 25 mg/kg yopnyodueva kabe 3 efdouddes mg evoopAEPia Eyyvon ddpketog 30-60 Aemtov.

Amoppognon
To Perjeta yopnyeital og evoopAéfia £yyvon.

Koatavoun
e OMeG TIC KAVIKEG HEAETEG, O OYKOG KATOVOUNG TOL KevTpikov (V) kai Tov meptpepicol (Vp)

dlapepiopatog og évav Tomikd acBevi, frav 3,11 AMtpa kat 2,46 Atpa, avticTtorya.

Buopetooynpotiopoc
O petaporopog g meptovlovpudunng dev éxel peretndet dueca. Ta aviioduate Kabaipoviot Kupimg
UEC® TOL KOTOBOAGLOV.

AmofoAn
H didpeon kaBapon (CL) tng meptovlovpdunng nrov 0,235 Altpa/muépa kot 1 ddpeon nuiceio {on
nrav 18 nuépes.

CpappudnTo/pn ypoppukdtnto
H meprovlovpdumn eueavios ypoppuKn eopUokoKIVITIKY 6TO TAGIGIO0 TOV CUVIGTMIEVOL d0GOAOYLKOD
€0POoVG,.

Hlxiopévor acBeveig

Baoel g avdAvong eoppakokivnTikig mIAnducpon, dev mapotnpfnke onuavTiky dlopopd ot
QOPUOKOKIVITIKT TNG TEPTOLLOoVUAUTNG avapesa o€ acbeveig nAtkiog < 65 etmv (n=306) kot acBeveig
niwiog > 65 etov (n=175).

Neopkr| dvclettovpyia

Agv €xel mpaypatomoin el 10k peAétn yio ™ veppikn dvoiertovpyia yio o Perjeta. Bdoetl twv
OTOTEAECUATOV TNG POPUOKOKIVITIKTG avaAvoTg TAnBucpov, 1 ékBeor oty mepToL{OVUAUTT GTOVG
acBeveig pe fma (kdBapomn kpeatwviving [CLer] 60 éwg 90 ml/min, N=200) kot pétpia ve@pikn
dvorettovpyia (CLer 30 émg 60 ml/min, N=71) ftav Topduota He vt TV acHevdVY [LE PLGIOAOYIKN
veppikn Asttovpyia (CLer peyardtepn omd 90 ml/min, N=200). Aev napatnpndnke oyéon avaueca
otV KaBapon kpeatvivng (CLer) kot tnv £€kBeon otnv mepToV{OLUAUTN GTO VPO TG KABUPONS
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kpeatwvivng (CLer) (27 émg 244 ml/min).

AlAor e1dtkol minBuopol

H pappaxoxivntikn avédivon (OK) mAnbucpon dev vrédeite poprakokvnTiKES dlopopis PAoet TG
nAkiag, Tov evAoL kot ¢ eBvikotntag (Idnwveg Evovtt pun lamovov). H apykn Aevkopotivn kot n
oyvn HAlo GOUATOG TAV Ol GTLOVTIKOTEPEG CUUUETAPANTEC pe emidpaoT otnv KaBapon (CL). H
KkéBapon (CL) peuwbnie otoug acheveic e YNAOTEPEG OPYIKES CLYKEVIPMGELS AEVKMOUOTIVIG Ko
avénonke otovg aobeveic e peyadvtepn woyvin nalo copotoc. 261000, VOADCELS evosOnciog Tov
TPOAYLLOTOTOON KAV GTN GLVIGTAUEVT dOOT Kol oynpa Tov Perjeta £0e1&av 0Tl 6TIC aKPOieS TILEG TV
d00 QVTOV GLUUETARANTAOV, OV LINPEE CNUAVTIKY] ETIOPACT] GTNV IKAVOTNTO ETITELENG GTOYOV
GUYKEVIPMGEMV GTAOEPTG KOTAGTUGTC TOL EVIOMIGTNKAY GE TPOKAIVIKGA LOVTEAN EEVOLLOGYEVUATOV
oykov. Emopévac, dev vapyet avaykn yio Tpocopproyn g 60om¢ e epTovlovuaunng fAcel avtov
TOV COUUETOPANTOV.

Ta @apuaxokvnTikd amotelécuoto e meproviovpaunng otig peaéteg NEOSPHERE kot
APHINITY ftav avtictotyaue T TpoPAEYELS TOL TPONYOVUEVOL LOVTEAOD GOPUAKOKIVITIKNAG
TANBvuopov. Agv mapatnpOnKay S10QPOPES GTI PUPUAKOKIVITIKY TNG TEPTOVLOVHUAUTNG GTOVG
ao0eveig [1e TPOUO KOPKIVO TOV HOGTOV GE GUYKPLOT LE TOVC 0oOEVEIC [LE HETAGTATIKO KOPKIVO TOV
HLoGTOD.

5.3 poxkiviké dedopévo acPaierag

Agev €xovv mpaypatonombel e1dikég perétes yovipotrog o {a yio va a&loroynBel | enidpaon g
neproviovpdpunne. Aev pmopovv va e€ayxfodv oplotikd cupnepdcopaTa Yo TG avemBOUNTEG
EMOPACELS GTA OVOPIKA OPYUVO CVOTAPOYWOYNG OTN LEAETN TOEIKOTNTOC ETOVOAUUPOVOUEVIC dOOTG
oe monKovg cynomolgus.

"Eyxovv mpaypatoron el to&ikoloyikég peATEG avamapaymyng o€ eykHovg mihnkovg cynomolgus
(mMuépa komong (HK) 19 émc nuépa komong 50) o apyikéc dooeig 30 £mg 150 mg/kg, axolovbodueveg
amod 06oe1c Tov 10 éog 100 mg/kg kaOe dvo efdopddes. Ta cvykekpipéva S0GOAOYIKA eineda

oo ynoav og KAvIKA oyetikég ekbéoetg 2,5 émg 20 popég LeyOADTEPES OO T1 GUVICTMUEVT
avOpamivn d0on Pacel g Cmax. H gvdopAéPia yopiynon meptovlovpdumng omd v nuépa komong 19
(HK19) ém¢ v nuépa komong 50 (HKS50) (mepiodog opyavoyéveonc) nTav epPpuotolikn pe
docoe&apTodueveg avénoelg otov Bavato Tov uPpvov avapesa oty Nuépa komong 25 (HK25) ko
mv nuépa komong 70 (HK70). Or emmtdoels g andieiog epufpvov frav 33, 50, kot 85% o Tig
el eykvovug mbMkovg vd Bepaneia pe 66oelg teptovlovudumng tov 10, 30, kol 100 mg/kg ava
dvo gfdoudodeg, avtiotorya (2,5 £mg 20 Popég TAV® ATO T GUVICTOUEVT] avOpOTIVN dOCT, PACEL TNG
Cmax). Katd v xaicopikr topun oty nuépa komong 100 (HK100), evtorictnkav e OAEC TIG
00G0LOYIKEC OUAOES TNG TTEPTOVLOVUAUTNG OALYOUIPALVIO, LELWUEVO GYETIKO BAPOg TVELUOVOV Kot
VEQPP®OV, KOl GTOLYEID VEPPIKNG DTOTANGIOG OTY| IKPOGKOTIKY| £EETAlON TTOL GyeTilovTon pe
KkaBvotepnpévn veppikn avamtuén. Emumiéov, oe cuppavio e TOVG TEPLOPICUOVG KOTA TNV AVATTUEN
oV eUPpvov, mapatnpROnKay eniong devtepomabmE 61O OALYOLOPAVIO, TVELLOVIKY] VIToTAacia (1
a6 6 oty opdda Twv 30 mg/kg kat 1 and 2 otny opdda tov 100 mg/kg), ehdeippato peGOKOIAMAKOD
dappayuatog (1 and 6 oty opdada tov 30 mg/kg), Aentd kotlakd toiympo (1 omd 2 oty opdda TV
100 mg/kg) ka1 ehdocova okedetikd elkeippota (eEmtepikd - 3 amd 6 oty oudda twv 30 mg/kg).
"ExBeon meprovlovpdaumnc avaepipnke o€ amoyovoug amd OAeG TIg Oepamevuéveg opadec, o€ enimeda
29% éwc 40% TV UNTPIK®OV EMITES®Y 0pov oty Nuépa komong 100 (HK100).

Y1ov¢ mhnkovg cynomolgus, 1 efoopadiaio evooerEPLa xoprynon mepToLlOVUAUTNG o€ OOCELS MG
150 mg/kg/d6om NTav yevikd kadd avektr. Me dooeig 15 mg/kg kot dvo, onpeiddnke dwaieimovoa
nma oyetiopevn pe tn Bepaneia didppota. Ze pio vrokarnyopia mOKOV, 1 YpdVIX Yop1ynomn d0cemv
(7 ém¢ 26 gfdopadiaicg dOGEIC) 001 yNOE GE EMELGONIN GOPapTg EKKPLTIKNG didppoiac. H didppoia
avTpetoniommke (egatpovpuévng g evbovaociag evog (mov, 50 mg/kg/d66M) He VIOGTNPIKTIKN
nepiBaiyn, cvpmepthapfavopéving g evoopréPlag Bepaneiog LIOKATAGTACNC VYPOV.
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6. OAPMAKEYTIKEXZ TAHPO®OPIEX
6.1 Katarloyog ekdéymv

Kpvotahiikd o&Eikd o,

L-tot1oivn

Zaxyopoln

[ToAvcopPikd 20

Yéwp yio evéoipa

6.2 AovpPatoéTnreg

Agv Ba mpémel va yproiponoteitan dStdhvpa yAvkolng (5%) ywo v apaimon tov Perjeta kabmg ivon
ANUIKA Kot pUOIKA aoTafég o€ avTod TOL €100VE Ta SLOAV AT,

AVTO TO QUPUOKEVTIKO TPOIOV EV TPEMEL VA, AVOUELYVVETOL UE AAAL QUPUAKEVTIKG TTPOTOVTO, EKTOG
OVTMV TOL OVOPEPOVTOL GTNV TTAPAYPAPO 6.6.

6.3 Awdpkewa Long

Kl\eotd oraridio

2 ypovia.

Apoiouévo dtdivua

"Eyet deryBel ynuikn kKo euoikn otabepdtnta Katd tn ypnon ya 24 dpeg otovg 30°C kot £wg 30
nuépeg otovg 2°C £mg 8°C mpooTaTELUEVO 0O TO PAC.

Amo pukpofroloyikig dmoyng, To Tpoidv Ba Tpémetl va ypnoponoteital apécms. Av dev
ypnoporon el apécsmg, n vBHVN Yo To YPOVO KaL TIG cLVONKEG amobKevoNg TPV amd TN YPNoN
OVIKOLV GTO YPNOTI KoL, KAVOVIKA, 0 ¥povog dev Ba mpémel va vrepPaivel Tig 24 dpeg otovg 2°C €mg
8°C, extdg av 1 0paimor £)EL YiVEL GE ELEYYOUEVES KOl TIGTOTOINUEVE AONTITEG GLUVONKEC.

6.4 Idwitepeg TpoPuLAAEELS KOTA TN POLAEN TOV TPOIOVTOG

duvidooete og yoyeio (2°C — 8°C).

Mnv katoyvyeTe.

dvidocoete 10 PLOAiIdI0 6TO EEMTEPIKO KOVTI Y10 TPOSTATEVETOL OO TO MG,

IMa t1g cvvBNKeg SlaTHPNONG LETA TNV APUIDGCT) TOV PAPUAKEVTIKOD TPOIdVTOC, PA. Tapdypopo 6.3.
6.5 D01 KO GLOTUTIKA TOV TEPLEKTN

Ddrolidio (yvari tomov 1) pe topa (eAaoctikd fovtuAiov), To omoio mepiéyetl 14 ml StoadduoTog.
Yvokevacio 1 proidiov.

6.6 Iowitepeg TPoPLLAEELS aTOPPLYNG KOL GALOG YEIPIGPOG

To Perjeta dev mepiéyel avrtipukpofioxd cvvinpnrikd. Erouévog, mpénet vo ppovtiletal dote va

Soo@oMIETOL | GTEPOTNTA TOL TAPUCKELAGUEVOL OLOAVUATOG Yo Eyyvor Kot Oo Tpémel va
Tapookevaletal and emoyyeipatio TG vVYEiog.
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To Perjeta sivat yio epdmag yprion povo.

To euaAidio dev mpénet va avakiveitol. 14 ml tov mokvod daddpartog Perjeta mpénet va agarpebodv
oo TO PLOAISI0 YPNCIUOTOIOVTOS Lo amoosTEPOUEVN PEAOVE. KOl GUPLYYO KOl VO apoi®wBovy 6€ Gako
gyyoong 250 ml and PVC 1 un-PVC moAvolepivodv, o onoiog 0o mepiéyst didhvua 9 mg/ml (0,9%)
YAOPLoHYOL VaTPiov Y10 £yyvon. Metd amd tnv apaimon, éva ml dtodduatog Oa wpénet vo, mepIEyet
nepimov 3,02 mg neptovlovpudumng (840 mg/278 ml) yio v apyikn 66om 6oL amartodvtol 500
@uokida ko Tepimov 1,59 mg meprovlovudumng (420 mg/264 ml) yia t d6om cuvtipnong 6mov
amorteitat £va @loAioto.

O odxog Ba Tpénet va avaoTpapel amaAd yio vo avaperydel To SidAvpa TpoKeEVOL Vo amopevyel o
0QPIGHOC.

Ta TapeVTEPIKADS YOPTYOVLEVO POPLOKEVTIKA TPOiOVTa Bol TpEmet vor eEAEYYOVTaL OTTIKA Y1 EEVEG
0VLGIEG KOl ATOYPOUATIGUO TPV Ao TN XopNynon. Av mapatnpnbodv couatidw 1 amoypOHOTIGHOG,
70 dudlopa dev Ba Tpémet va, ypnoiporonfel. MoAG Topackevactel To dtddlvpa, 1 £yyvon Oa Tpénet
va xopnynOet apécmg (BA. mapdypapo 6.3).

Kabg aypnoiponointo eopuokevtiKd tpoidy 1 VIOAEIUU TPETEL VO, ATOPPITTETUL COUPOVO UE TIG
KOTO TOTOVE 1GYVOVGEC GYETIKEC SLOTAEELG.

To Perjeta sivatr copfotd pe toug oakovg tolvfvoroyrwpdiov (PVC) 1 un-moivpivvloyrmpidiov
(PVC) moivorepivov, coumeptlopufovouévon tov moivalbvieviov.

1. KATOXOX THX AAEIAY. KYKAO®OPIAX

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

I'eppavia

8. APIOMOI AAEIAY KYKAO®OPIAX

EU/1/13/813/001

9. HMEPOMHNIA MMPQTHXE EI'KPIXHY. / ANANEQYXHY. THX AAEIAX
Hpepounvia npatg éykprong: 4 Maprtiov 2013

Hpepounvia tekevtaiog avavémong: 8 Aexepfpiov 2017

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemntopepeic TANpoeopieg Yio T0 TapdV POPUUKEVTIKO TPOioV gival S1BEGIES GTOV SIKTLAKO TOTO
tov Evpomnaikod Opyovicpod @apudkov http://www.ema.europa.eu.
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ITAPAPTHMA 11
IHAPAXKEYAXTHYX THX BIOAOT'IKQX APAXTIKHE OYXIAX KAI
ITAPAXKEYAXTHX YIIEYOYNOX I'TA THN AITIOAEEMEYXH TQN
ITAPTIAQN
OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH
AAAQOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATNIOTEAEXMATIKH XPHXH TOY ®»APMAKEYTIKOY ITPOIONTOX
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A. HAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHY OYXIAY KAI
IHHAPAXKEYAXTHX YIIEYOYNOX I'A THN AIIOAEEMEYXH TQN ITAPTIAQN

Ovopo kot d1evbvven Tov TapacKeVOoTH TNE(TOV) BLOAOYIKAOC dpacTIKNG(DV) ovaiac(mv)
Genentech, Inc.

1000 New Horizons Way

Vacaville, CA 95688-9431

H.ILA.

‘Ovopo kot d1e08vven Tov TAPUGKEVOGTH TOV £ivail LEELOVVOC Y10 TNV ATOSEGUEVLON TOV TOPTIOMV
Roche Pharma AG

Emil-Barell-Strasse 1

D-79639 Grenzach-Wyhlen

T'eppovia

B. OPOI'H HEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DopUAKEVTIKO TPOTOV Y1 TO Omoio amotteital meplopiopévn wrpikn cvvtayn (PA. tapdptnua I:
[epiAnym TV Xopaktnpiotikev tov [Ipoidvtog, mapdypaeog 4.2).

I  AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
. Ex0£61g meprodikic mopakorovdnong e acpdierac (PSURS)

Ot amoitioelg yo v vrofoin tov PSURS yo to ev Adym @appakeuticd mpoiov opiloviot
GTOV KOTAAOYO LE TIG NHepounvieg avaeopds g Evoong (katdhoyog EURD) mov mapatifeton
oV Tapdypago 7, tov apbpov 107y, g odnyiag 2001/83/EK kot kabe emakorovdng
EMKALPOTOINGNC OTIMG ONUOGIEVETAL GTIV EVPMOTOIKT SIKTVOKT TOAT| Y10, TO, PAPUOKOL.

A.  OPOI 'H IEPIOPIXMOI OXON A®OPA THN AX®AAH KAI AITIOTEAEEMATIKH
XPHXH TOY ®PAPMAKOY

. Yyé010 oraygiprong Kivovvov (ZAK)

O Kdroyoc Adelag Kukhopopiag (KAK) Ba die&aydyet Tig amoitodpeveg SpacTnploTnTes Kot
TAPEUPAGELG PUPLOKOETOYPVUTVIIONG 0TS Tapovstdovtal 6to cupenvndéy XAK mov
mapovctdleTar otny evotnta 1.8.2 g doeiog KukAopopiog Kot 0molecdNTOTE EMAKOAOVOES
gyKekplévec avabempnoetg tov TAK.

"Eva emkatpomompévo LAK 0a mpénet va katatedei:

e Metd and aitnuo tov Evponaikod Opyavicpod @appakanv,

e OnOTEONTOTE TPOTOMOLEITAL TO GVGTNHE SLOYEIPIONG KIVOHVOD, EIOIKE MG ATOTEAEGLO ANYNG
VE®V TANPOPOPLDOV TOV UTOPOVV VO ETUPEPOLY CTUAVTIKT OAANYT OTN GYECT] 0PEAOVC-
KWvOOVOL 1 0 AmOTELECULE TNG ENLTEVLENG EVOC GNLOVTIKOD 0POGTILOL ((QOPUOKOETAYPOTVIION 1
glayrotomoinor Kivdvvov).
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. Ynoypémon Myng HETEYKPLTIKAV PETPOV

O KAK oggilel va oAoxAnpmaoel, evtdg Tov kaBopioléEVoL ¥povikoh TANLGI0V, To akOAovOa HéETpa:

Heprypagr Avapevopevn
npepopnvia
Merteykprrikn perémn anoterecpotikotntog (PAES): Noéppprog 2025

[Ipoxeévov va Tapéyovtar 0edopUEVO LaKPOTPODEGUNG OMOTEAEGLATIKOTITOG
660V apopd v emPiovon yopig mapovcio g vocov (DFS) kot tn cuvoiiky
emPioon (0S), o KAK Oa mpémet va voPaiel Ta omoTeAEGUATA TG HEAETNG
B0O25126 (APHINITY), piag Toyotomotévng ToAVKEVTPIKNG, SUTAG TVEANG,
EAEYYOLEVTG LE EIKOVIKO PAPLOKO GUYKPIoNG HLETAED ynuetobepaneiag pe
TPOGTOLLOV AT KOl EIKOVIKO PAPLOKO EVaVTL ynuelobepaneiog Pe
TPa.cTOL{OVUAUTY] KOl TEPTOLLOVUAUTY ¢ EMKOVPIKY Oeponeia o acheveig
LE €YYEPNOIL0 TPp®TOTOON Kapkivo pootol Betikd yio HER2
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. ENIXHMANXH
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EAAXIXTEX ENAEIZEIX IIOY IPEITEI NA ANAI'PA®ONTAI XTHN EZEQTEPIKH
YXYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Perjeta 420 mg mokvd dtdAvpa yio TapacKevun SADUATOC TPOG £yvon
TEPTOLLOVUAUT

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

‘Eva @uoido 14 ml mepiéyer 420 mg neprovlovpdunng o€ cuykévipwon 30 mg/ml.

3. KATAAOI'OX EKAOXQN

Kpvotailikd o&ikd o0& , L-1otidivn, cokyapoln kot moivcopPuko 20.
"Yoop yia evéoipa

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

ITokvo d1dAv e Yio ToPAGKELT] SIHADLOTOC TPOG EYYVON
420 mg/14 ml
1x14 ml

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

T evooAEPLa ypiion petd amd TV apoaimon
Mnv avoxkiveite
AwBdote 10 EUALO 0NV YPAONG TPV O TN YPNOT

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IPEITEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

Na pvidooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta Tad1d

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

‘ 8. HMEPOMHNIA AHEZHX

AHZEH
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9. EIAIKEX XYNOHKEX OYAAZHX

dvAdocete o€ Yoyeio
Mnv kaToyvyete
Ddvidcoete T0 PLOAIdL0 6T0 EMTEPIKO KOVTI Y10l VO, TO TPOGTATEDGETE OO TO PG

10. IAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMAZXIA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Teppavia

12. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/13/813/001

13. APIOMOZX ITAPTIAAX

TToaptida

14. I'ENIKH KATATAZH I'A TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 OMOLTEITAL LATPIKT) CLVTAYT

‘ 15. OAHT'TEX XPHXHX

‘ 16. IHHAHPO®OPIEX XE BRAILLE

H oitioAdynon yio vo, umv teptanedei n ypaen Braille sivon amodekt

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOZ TPAMMQTOX
KQAIKAZ (2D)

A163146T0TOG YPapU®TOS KDdwkag (2D) mov gépet Tov TeptAnehEvTa Hovadikd avoyvopioTiKo KOSIKO.
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18. MONAAIKOX ANAI'NQPIEXTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

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

EIIIXHMANXH ®IAAIAIOY

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

Perjeta 420 mg mokvd dtdAvpa yio TapacKevun SADUATOC TPOG £yvon
TEPTOVLOVUAUT
v

‘ 2. TPOIIOX XOPHI'HXHX

IMo evdopAEPra yprion HETA amd TV apaimon

3. HMEPOMHNIA AHEHXZ

EXP

4, APIOMOX ITAPTIAAX

Lot

5. IMEPIEXOMENO KATA BAPOXZ, KAT' OI'KO'H KATA MONAAA
420 mg/14 ml

6. AAAA XTOIXEIA
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B. PYAAO OAHI'TQN XPHXHX
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@vAro ooV (piong: IIAnpoeopics yra Tov yprjot

Perjeta 420 mg Tokvo 1GAVpa Y10 TO.PUGKELT] SLEADNATOS TPOG £YYV6T
TEPTOLLOVUAUT

AP aoTE TPOGEKTIKA OLOKANPO TO PVAAO 00N YLDV YP1ONGS TPOTOV UPYIGETE VO TUIPVETE AVTO TO
PapPROKO, O10TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUG.

o DdurdEte avTo To EOALO 0dNYIDV Yprone. Towg xpelaotel va to dofdacete Eavd.
. Edv éyete mepartépm amopiec, poTHOTE TOV YLOTPO 1) TOV VOGOKOLO GOG.
. Edv mapatnpnoete kdmola avemBOuntn evépyeta, EVLEPDGTE TOV YLOTPO 1] TOV VOGOKOLO GOG.

Av10 1oyt Kot Yo kde mbavn avemBountn evépyela Tov dev avapEPETal 6TO TapPdV PUAAO
odnywv ypnons. Biéme mapdypoapo 4.

T Tepréyer 1o Tapév AL 00N YLOV:

T eivau To Perjeta kou oo givar 1 yprion tov

T npénel vo yvopilete npv va mapete to Perjeta

Tag vo mapete to Perjeta

[MBavéc avemBounteg evépyeleg

Iao¢ vo purdooete to Perjeta

[Tepreydueva tng cLoKEVOGING Kol AOUTES TAT|POPOPIES

oL E

1. Tu givan o Perjeta kon wowa givan 1 yp1on Tov

To Perjeta mepiéyet m dpactiky ovcia TepToL OVUAUTN Kot ¥pNoomoteitat yio, tn Oepameia
EVNATK®V 000evdV HE KapKivo TOV LaGTOV OTOV:

. O xopkivog Tov paotov €xel yopaktnpiotel w¢ «HER2-0etikdg» — o yatpdc cog Oa cag kdvel
e€etdoeig ya va domotmdel avto.
. O xopkivog yel dlaomapel o€ GALO oMuEin TOV GOUATOC, OTMG Ol TVELLOVEG 1 TO AP, (€xEL

Kdvel petdotaon) Kot dev £xel AaPetl Tponyovuevn Bepameia e avTIKOPKIVIKGE QAPHOKO
(ymueoBepamneia) 1 GAAa pappoka oyedtocuéve va Tpocdévovial oto HER2 1 addg o
KOPKIVOC €XEL EMOTPEYEL GTO LOGTO UETA OO TPOTYOUpEVT Oepameia.

o O xopkivog oev £xel doomophel o€ GAda onueia oL cOPTOG Kot 1) Oeparmeio TpoKELTAL VL
yopnynOet mpv TpaypatonomOei yeipovpykn exéupacn (n Oepameio Tpv amd T YEPOLPYIKA
eméuPaon ovopdaletan «eloay@ytkn» Oepaneia).

o O xopkivog oev £xel dloomopel oe AAAN GNUELD TOL COUATOG KOt 1) Oepameia TpoOKELTOL VL
yopnynOet petd t yepovpyikn enépPaon (n Oepaneio petd ™ xelpovpytkn enépPaon
ovoudleton emkovpikn Oepomeio).

Mot pe to Perjeta 0o Aappavete emiong TpacTov OVHAUTN KOl GAPHOKA TOV OVORALovTot
mueobepamneio. Or TANPOPOPIEC GYETIKA LUE QVTA TO PAPUOKH TEPTYPAPOVTUL OE EEXOPLOTA PVAAASLOL
OV ECMKAEIOVTOL GTIG GVOKEVAGIEC. ZNTHOTE OO TOV YLUTPO 1) TOV VOGOKOUO GOG VO, GOG ODOEL
TANPOPOPIES Y10 AVTA TOL AAAL PApLLOKOL.

Ilog opa 1o Perjeta

To Perjeta givan éva €idog pappdkov, To omoio ovopdletal «LOVOKA®VIKO avTicoum», T0 0moio
TPOCKOALATAL GE GUYKEKPILEVOLG GTOYOVS GTO CAOLO GOG KOl GTO KOPKIVIKG KOTTOPO.

To Perjeta avayvopiletl kot TpookoArhdtar 6€ €va 6TOY0, 0 0moiog ovopdletal «avBpdTvog vrodoyiag
ToV emdEPUIOKOL avénTikov mapdyovta 2» (HER2). To HER2 Bpicketal og peydreg moodtnteg 6NV
EMUPAVELD, OPIGUEVAOV KOPKIVIKOV KUTTAP®V OToL dieyeipel tnv avamtuén toug. Otav to Perjeta
nmpookoArdtal oo HER2 kapkivikd kdttapa, pmopel va emiBpadvvel 1 Vo GTOUATAGEL TV OVATTLEN
TOV KOPKIVIKOV KLTTAPWOV 1 LTopel vo Ta Bavatdoet.
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2. Tvpéner va yvopilete mpv vo mwapete To Perjeta

Mnyv ntapete o Perjeta:

e ot mepimtmon odhepyiag oty TEPTOLLOVUAUTT 1| OE OTO0ONTTOTE GALNO OO TO GLOTATIKG CLTOV
TOL POPUAKOL (OVOPEPOVTOL CTNV TTAPAYPAPO 6).

Av dev giote olyovpog/n, MANGTE LE TOV Y10TPO 1] TOV VOGOKOUO Gag TPl TapeTe To Perjeta.
IIpog1domon6ElS Kol TPOPUAGEELS

H Oepancio ue Perjeta pmopei va eanpedost v kapdid. Angvbovieite otov yiorpd 1 Tov vVOGoKOUO
G0¢ TPOTOV TApeTE TO Perjeta:

. Y& mePINTOOT OV ElY0TE KATOTE KOPOLOKA TPoPAN T (OTMG KOPSLUKT OVETAPKELX,
Oepamneia Yo GoPapovg akavOVIGTOLG KapOKoVG TOALOVS, UN EAEYXOUEVT] VYNAN OPTNPLOKT TEST,
TPOCSPOTN Kapdlakt TpocsPoin), n Kapdiakn cag Acttovpyio Oa EAEyyeTaL TPV Kot KATA TN SLapKELL
g Oepomeiog pe Perjeta ko o yatpdg Oo mpayuatonotoel eEeTdoelg yio va eAéyEet av 1 Kapdid cog
Aertovpyel cmoTd

o Y& TePINTOOT OV ElY0TE KATOTE KOPOOKA TPOPAN AT KAT TN OIAPKELD TG TPONYOVUEVNS
Oepamneiog pe TpacTOVLOLUAUTN
. e mepintwon mov eiyote Kamote AdPet ynuetodepamevticd eapuako omd v Taén TV

avOpoxvrkAvav, m.y. do&opovPikivn 1 empovPikivn — To APLLOKO AVTA UTOPOVV VO TPOKAAEGOVY
BAGPN oTOoV KapdlaKd LV KAl avEavouy Tov Kivouvo Kapdlok®mv TpoPfAnudtmv pe o Perjeta

Edv omoltodfjmote omd o mopandve 1oyvel oty tepintmon cog (1 eév dev elote BEPanocg), evnuepmote
TOV Y1TPd 1) TOV VOGOKOLO cag TPty TapeTe 10 Perjeta. BAéme mapdypao 4 «Zofapéc avemBounteg
EVEPYELED) Y10 TEPLOGOTEPEC AETTOUEPEIEG GYETIKA LUE TO OTUEID TOV KOPIUKDY TPOPANUAT®V TOov Oat
npénet va, avoalntnoovv.

Avtidpdcels Kotd v €yyvon

Mrnopei vo onuetm0oby avtidpaoelg KoTd thv £yyuon, OAAEPYIKES 1] aVOQLANKTIKES (10 coBapéc
oArepykég) avtidpdoets. O yioTpdc 1 0 vVosoKOuog oag Bo eAéyEet Yio avemBOUNTES EVEPYELES KOTA T
duapkela tng £yyvong oag kot yia 30 Eog 60 Aemtd apyotepa. Av eupavicete Kamowo cofapn
avtidopaon, o yiutpdc cog pmopel va otapotroet T Oepamneio pe Perjeta. [ToAd ondvia acBeveic Exovv
nebavel eEaTiog avaQLAAKTIKOV ovTIdpacemy Katd ) didpkela g yyvong Perjeta. BAéne
TaPAypoeo 4 «Zofapéc avemBOUNTES EVEPYEIESH Y10 TEPIGCOTEPEC AEMTOUEPEIEG OYETIKA LUE TIG
avTdpdoelg oty £yyvomn mov Bo mpénet vo, avalntmOovv katd T dldpKeLn TG EYYVONG KOl ETELTA.

Eumopetn ovdeteponevia (younids optBuog Aevkdv alos@oipimv e Tupetd)

Ortav 1o Perjeta yopnyeitat padi pe dAieg avikapkivikég Oepamneicg (tpactovfovudumn Kot
mueoBepamneia ), 0 aptBUOS TMV AELKDOV APOCQUPIOY UTOPEl Vo TEGEL KAl UTOPEL VO ELPUVIOTEL
opetog (aénuévn Beppokpacia). Av €xete EAEYHOVI| GTOV TENTIKO COANVA (T}, TANYEG GTO GTOUA
N ddppoia), pmopet va givar TOavOTEPO VO EULPAVIETE Tr GLYKEKPLUEVT] OVETIOOUNTN EVEPYELD.

Avippora
H aywyn ue Perjeta puropei va mpoxkaiécel cofapn didppora. Ot acheveic nhikiog dve tmv 65 etdv

£€yovv VYNAOTEPO Kivouvo ddppotag oe cOykpion Le acbeveig niikiag Kdtw tov 65 etdv. H didppota
glvon pia KoTaoTaon KoTd TV 0ol T0 GO0 GOG TUPAYEL TEPICCOTEPA VIOPT] KOTPAVA OO TO
@voloAoykd. Edv eppavicete coPapn d1dppota evd AOUPAVETE TNV OVTIKOPKIVIKN GOG Oy®YN, O
YWITPOG GOG UTOPEL VO GO EEKIVIIGEL Oy@YT KOTA TNG S10pPOLaG Kol UTOPEL VO GTAWOTGEL TNV aymYN
oag pe Perjeta péypt va eheyydei n didppota.

Xp1on o€ o014 Kot P ovg

To Perjeta dev 0o mpémet va yopryeiton oe acbeveic niikiog kKdtm tov 18 etdv eneldn dev vdpyovy
TANPOPOPIES Y1 TO TAOC OPOL OTN GVYKEKPIUEVT NAKLOKT OpLAOaL.
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Xpion 6€ NMKIOREVOVS

AcBeveig nlikiag dvo Tov 65 etdv mov Aappdvovy Bepamneia pe Perjeta £xovv mepiocoTEPEC
TOOVOTNTEG VO TAPOVGIAGOLV AVETIBVUNTEG EVEPYELEG OTMG LEIMUEVT OpeEN, el Tov aplBuov
TV gpLOpOV apospapiny, andield fdpovg, aictnua KOTMong, andAeld | aALOIGCT TNG YEVONG,
oo oelg advvapiog, HOVOAGLOTOS, LUPHNYKIAGUOTOC 1] TOLUMNLOTOC IOV enNpedlovy Kuping Ta
TEAUOTO, KoL T, TOO10 Kol S10ppola, 6 GOYKPLON UE TOLG acbeveilc nAlkiog KAt Tmv 65 Tmv.

Alha @appoxa kor Perjeta
Evnuepdote 1oV y10Tpd 1 TOV VOGOKOLO GOG EQV TOUPVETE, EYETE TAPEL 1) LWTOPEL va TAPETE AALN
QapLOKaL.

Kinon kot Onioopog

Ipwv and v évapén tng Bepameiag, TPENEL VO, EVIUEPDGETE TOV YIATPO 1] TOV VOGOKOUO GO OV EI0TE
€yxvog 1| InAalete, 1 edv motedeTe OTL pmopel va €loTe £YKVOG 1] TPOYPOUUATILETE VO OMOKTNOETE
Hopo. Oa o0 GLUPOVAEDGOVY GYETIKA LE TOL OPEAT] KOL TOVG KIVOUVOUGS YU €GAG KOl TO LOPO GOG O
™ Ay tov Perjeta katd T dldpKELO TNG EYKLLLOGVVIG.

e  Evnuepmote apécwmg tov yratpd oag, av Peivete £ykvog KoTd T didpkela g Oepaneiog pe
Perjeta 1 katd tn Sidpkela TV 6 Unvov PUetd omd T dlakomnn T Oepaneiog.

e  Pomote Tov YloTpd GOG v pumopeite va Onidoete katd tn Sidpkeia 1 petd tn Oepaneio pe
Perjeta.

To Perjeta pmopet va PAdyel To ayévvnro EuPpuo. O TPENEL VO, XPTCLLOTOIEITE ATOTEAEGLOTIKY|
AVTICLAAN YT KaTd T Sdpkela tng Bepameiog pe Perjeta kot yio 6 piveg LETA TN SLOKOTY TNG
Oepameiog. MIANoTE e TOV YIOTPO GOC Y10, TNV KAAVTEPT] AVTICOAANYN Y TNV TEPIMTTOOTN GOC.

001yN 01 Kot LEPIOROS PNV LATOV

To Perjeta pmopet va éxel pikpn entdpoon oty tkavotTd oog Y100 00 yNnomn 1 XEPICUO LYoV LATOV.
Qac1000, av eppavicete (AAN, avTIOPAGELS KOTE TV £YYLOT|, OAAEPYIKEG 1] AVOPVAOKTIKES AVTIOPACELS,
TEPIUEVETE UEYPL OVTEG VA VTTOYWOPNCOLY TPV 0ONYNOETE 1 YEPLIOTEITE P OVILOTO.

Néztpro
To Perjeta mepi€yet Ayotepo amd 1 mmol vatpiov avd d6or, dnA. eivar ovolaoTikd eAevBepo vatpiov.

3. Iog va wapete to Perjeta
Xopiynon avtov Tov PUPUEKOV

To Perjeta 6a cog yopnynOei amod ylotpd 1| VOGOKOUO GE VOGOKOUELO 1] G€ KAIVIKT).

o  Xopnyeital otdyony (otoydvo-ctaydva) otn eAERA (evooréfia Eyyvon) pia popd Kabe Tpelg
epdopdosg.

e  H mocotTo TOL POPUAKOL TOV TOIPVETE KO 1) SLAPKELL TG EYYLONG SLOPEPOVY Y10, TV TPMT
d00T Kol TIG EMOUEVEG OOGELC.

e O opBudc tov eyyboewv mov Bo AaPete eEaptdton amd To TOG avTomoKpivesTte 6T Bepameio Kot
€av happdvete Ogpamneio Tpiv N LETE amd TN YEPOVPYIKT ETEUPACT] (ELICAYMYIKT 1 ETIKOVPIKT
Oepamneia) M Yo voco, 1 omoia £xet droomapbel.

e  To Perjeta yopmyeiton pe ddheg Oepameieg yio tov kapkivo (tpactovlovudumn Kot
ynueobepaneia).

o v TpoT £Y)von:

e  Oa oag dobovv 840 mg Perjeta og dtdotna 60 Aewtov. O yotpdg 1 0 vVoookouog oag B edéyéet
Yo avemBOUNTEC EVEPYELEC KATA TN SLAPKELN TNG £YYLONG 060G Kot Yio. 60 AETTG 6T GUVEKELX.

e Qo oag dobei, emiong, tpactovlovudunn Kot ynuelodepaneia.
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TN 6heg TIG eMdpeEveg EYYVOELS, AV 1 TPMTN £YYLON NTOV KAAN AVEKTN:

e  @a cog do0ovv 420 mg Perjeta og drdotnua 30 £og 60 Aemtdv. O yloTpdg 1 0 VOGOKOLOG Gog o
eAéyéet yia avemBounteg evépyeleg Katd tn otdpkela e £yyvong oag Kot yio 30 g 60 Aemtd
GTI GLVEYELQ.

e Ba oag d00el, emiong, Tpactovlovpdumn Kot ynueodepaneia.

IMao nepartépo TANpoeopieg yia T d601 TG TpacToL{oVUAUTNG Kot TNG ¥nuetobepaneiog (ta omoia
UToPOovV VO, TPOKAAEGOLV aVETIOOUNTES EVEPYELEC), AVOTPEETE GTO PUALASIO TOV ECMKAEIETAL OTN
GLOKELAGIN AVTOV TV TPOIOVTOV. EQV £xeTe ep@TNOELS OYETIKE LLE OLTA TO PAPUAKA, TOPUKOAEITTE
Vo POTCETE TOV Y1ATPO 1] TOV VOGOKOUO GOG.

Av Egydoarte va wapete 1o Perjeta

Av Egydoete M mapodlelyete 10 paviefod Gog yia tn Ayn Tov Perjeta mpoypoppatiote évo dAlo
pavtefov, To GLVTOHOTEPO dVVATO. AV Exovv TapéABel 6 1 TeplocdTEPES EFOOUASEG QO TNV TEAELTOIN
oag emiokeyn, Ba cog yopnyndei vynAdtepn ddomn Perjeta twv 840 mg.

Av otopatioeTe vo Toipvete 1o Perjeta
Mnv GTapaTNCETE VA, TOIPVETE VT TO QPAPLAKO YWPIG va EXETE MANGEL TPMTA 6TO Y1 Tpd cog. Eivat
ONUOAVTIKO VO TAPETE OAEC TIG EYYDGELG TOL GG £XOVV GLGTNOEL.

Edv éxete meplocdTEpEG EPOTNOELS GYETIKA LLE TN YPNOT] AVTOV TOV TPOIGVTOG POTNHGTE TO YITPO 1 TO
VOGOKOLO GOLC.

4, IIBavég avemBOUNTES EVEPYELES

Onwg 6Ao To apLoKa, ETCL KoL GVTO TO QAPLAKO UTOpPel va TPoKaAESEL avVETIBVUINTES EVEPYELEG, OV
ka1 6gv Tapovctdlovtal 6€ OAOLG TOVG AvOPMOTOVC.

YoPapéc avemOOunTES EVEPYELEG

Evnuepoote apéoms Tov Y1aTpo 1] TOV VOGOKONO0 GOS EAV ERPAVICETE OTOLIONTOTE OTTO TIG

ok0Aov0eC avemOounTeg evépyerec:

o TIoA0 coPapn M emipovn didppota (7 1 TEPIOCHTEPEG KEVADGELS OVA NULEPQ)

e  Meiwon otov apBpd 1 YOUNAN TOGOTNTA AEVKMV alpoc@apiov (paivovtol otny e&étoo
aipatog), pe M xopic Topetd, 1 oroia propel vo avénoel Tov kivouvo Aoipnméng.

o AVTIOPAGELS KATA TNV £YYVOT| LLE CLUTTOUATO TA OTtola UTopEl va lval Yo 1) o Gofopd Kot
umopei va teplauPavouy aictnua adabeciog (vavtia), Topetd, piyn, aicOnuo kOT®ONC,
KePaAodyio, omdAELR TG OpEENG, TOVOLG OTIC UPHPDOGELC Kol GTOVG LVG Kot EEAWELS.

o AlepyiKég Kot avapLANKTIKEG (110 coPapéc OALEPYIKES) OVTIOPAGELS LUE CUUTTMOUATA, TO OTTOi0!
uropet va TepLoPAEvouy oidnio ToL TPOSMITOL KAl TOV APVYYQ, e SVCKOAID GTIV AVOTTVOT).
[ToAV ondvia acBeveic £xovv meBdvel eEattiog OVAPLANKTIKGOV OVTIOPAGE®Y KATA TN SLAPKELL TNG
£yyvong Perjeta.

o Koapdiaxd mpofinuate (Kopdlokn avemGpKELD) LLE CUUTTOUOTO TO, OO0 UTOPEL VOl
nwepthappavouv Py, dOemvola Kot oidnua (KaTaKpaTnon vypav) ota Todla 1 Ta YEPLO.

e ZOVOpPOWO AVGNE OYKOL (Lol KOTAGTAC TTOL Uropel va cuuPei dtav Ta KapKivikd khtTopa
nebaivouv ypiyopa TPokaAdVTOG aAAAYES GTO EMIMEOO NAEKTPOAVTOV Kot LETAPOAMTOV GTO aiploL
omwg aivovtol og e&étaon aipatog). Ta copuntdpata propel va teptrapfdvouvv tpofinuoto
amo o veppd (advvapio, SuoKolio TNV avVOTVOT, KOTWOGCT Kol GOYYLOT)), Kapdtokd TpofAnuato
(pTEPOVYIOUE TNG KOPIIAG HE ToYVTEPO N PPaddTEPO KAPIIUKO TOAUO), EMANTTIKES KPIGELS,
£€1EeTOC N dLdppOLOL KOl LUPUNYKLIOGHLO GTO GTOUA, Ta ¥EPLa 1] To TOSLL

Evnuepoote apéomc tov Y1otpo 1 TOV VOGOKOUO GaG AV ELLPAVIGETE OTOLOONTOTE OO TIG TOPATAVD
avemBouNTeg EVEPYELEC.
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2115 Aowég avemBounTteg evépyeleg mepriapfavovrai:

oA ovyvég (emmpealovv meprocdtepa amd 1 ota 10 Gropa):

Aldppota

AmoAieln LoAM®V

AicOnpa adiabeciog | vavtio

AloOnpo koTmong

E&avOnpa

DdLeypovi| TOL TETTIKOV COANVA (T.). CTOUOTIKE EAKT))

Meiwomn otov apBud tov epudpmv apoceapioy — eupaviCetor oty e&étoon aipatog
[Tovog otig apBpdoelg 1 Tovg pug, Loikn advvapuio

Avckototnta

Mewwpévn 0peén

AndAeo ] oALOI@UEVT] YEDOM

IMupetdg

IIpnouévolr actpdyorotl 1§ GAlo onpeio Tov GOUATOC AOY® TNG VITEPPOAIKNC KATAKPATNONG VEPOD
amd T0 COUN

Advvapio vvov

E&dayeric

Advvapio, aicOnpo opomdicg, LpUNYKIAGUATOS 1] TOWUTAOTOG, TO 0TToio ennpedlel Kupiog Ta
TEAUATO, KOL TO, TTOOL0L

Pwucéc opopparyieg

Bnyog

AioOnpo kovoov 6to otbog

Enpo kvnopddeg dEppa 1 dEPLO TOV LOLALEL GOV VoL EYEL AL

[IpofAnparta ota vioylo

[Tovéroupog, epubpn, Enpn LOTN 1) PVIKN KATAPPOT], COUTTMOUATO YPUTDOOVS GUVOPOUN|G Kol
TPETHS

AvEnpévn mopaywyn daxpHov

[Mvpetdg mov oyetiCeton pe emkivdvva yapnAd eninedo evdg THTOL AELK®V AOGPaLPiV
(ovdetepOdPILL)

[16vog 610 cdpa, ota yépla, Ta TOOL Kot TNV KOtAd

Avomvola

AtoOnpuo Coradog

Yuyvég (umopel va exnpedoovy péxpt 1 ota 10 dropa):

AioOnpo LoVdIEGHOTOC, TOUTLOTO 1) LOPUNYKIOGHO oTa TO10 1) TO, XEPLA, TTOVOG TOV HOTALEL
HE atyunpo TpUT U, oeiSo, Tayopo 1 Kayio, aicdnua tévov amd kit Tov dgv B Enpene va
glvorl em®OVVO, OTMG Eva EAAPPD AyyLYLLO, LEIOUEVT] IKOVOTNTA OVTIANYNG TV OAAAYDV OTN|
BepudTnTa 1 TO KPHO, AMMAELN IGOPPOTING 1] GUVTOVIGLLOV

DAeypovn TG Koltng TV voyLdv, 600 GUVAVTATAL TO VYL KOl TO OEPLLOL

Mo6Avven Tov ovTod, TNG LOTNG 1 TOV AUV

Koatdotaon, oty omoia 1 aptotepn Koo TG Kopodg eival AITovpyikd dtatopayévn e M
YOPIG CLUTTAOLLOTO

Oy ovyvég (nmopetl vo exnpedocovy péypt 1 ota 100 dropa):

oumntopoto 6to 6tNog, dnwg sivat o Enpog Prxag 1 N dvorvotla (mbavd onpeio didpeong
TVELUOVOTIAOEL0G, piog KaTdoToong PAAPNG TOV 1GTOV YOP® amd TOLG GAKOVG OEPU GTOVG
TVEVOVEC)

Yypd yOpw amd Tovg TVEDOVES TOV TPOKOAAEL SUGKOAIN KATA TNV OVOTVOT

Av gupavilete 0mo100MmoTe 0d TU TOUPUTAVEO CLUUTTOUOTO UETE od TN dtakomn TG Ospameiog e
Perjeta, Oa mpénel va cupfovdevteite aUEcmG TOV YIOTPO GOG KOL VO, TOV 1} TNV EVIUEPDOCETE OTL £XETE
AGBel Bepameia Tponyovuévag e Perjeta.
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Optopéveg amod Tig avemBounteg evépyeleg Tov epeavifete pmopel va oQeilovTal GTOV KOPKivo Tov
paotov. Av Aapfdavete Perjeta mapdiinia pe tpactovlovudunn Kot ynuetodepaneio, opiopeVe
avemBounteg evépyeleg UMopel vo opeilovTal, ETIONG, € QVTA TO AAAL QAPLAKO.

Ava@opd avemOOunTOV evepyst@v

Edv mapotnpioete Kamoto ovemBOUNTn eVEPYELQ, EVILEPDGTE TOV YLATPO 1] TOV VOGOKOUO GOG. AVTd
oyvEL Ko Yo kaOe mhavn avemBountn evépyelo Tov SeV AVaPEPETAL GTO TAPOHV PUALO 0ONYIDV
yphone. Mmopeite emiong va avagépete avembounteg evépyeleg anevbeiag, uéow Tov 0vikod
GULGTHLOTOG OVOPOPAS ToL avaypapeTor oto [apdpnua V*. Méocw g avapopds avemfountmv
EVEPYELMV Umopeite Vo fon0fceTE 0TI GLAAOYT TEPIGGOTEP®V TANPOPOPIDV GYETIKA UE TIV OCPOAELL
TOV TTOPOVTOG POPUAKOV.

5. Hog va puiaocoete To Perjeta

To Perjeta Oa puAdooetal and emayyeApatieg Tng vyElog 6TO0 VOGOKOUELD 1 6TV KAWIKT. Ot

AemTopépELeg POANENG EXOVV ®G EENG:

e  DvAdooeTe TO PAPUOKO 0VTO o€ PEPT TTOL OV TO PAETOVV Ko deV TO POEVOLV Ta TOdLA.

e M ypnoonoleite avtd TO PAPLOKO PETA TNV NUEPOUNVia ANENG oL avapépetal 6To eEMTEPIKO

Kouti petd v évoeiEn AHZEH. H nuepounvia Aéng eivai n televtaio nuépa Tov Piva Tov

ovoQEPETOL EKEL.

dvldooete o yoyeio (2°C - 8°C).

Mnv katoyoyete.

DvAdooete T0 PLOAO10 0TO EEWTEPIKO KOVTL Y10 VO TO TPOSTATEVGETE OO TO PG,

Mn ¥pNOLOTIOIEITE 0L TO TO PAPLOKO EGV TAPATNPNCETE COUATION GTO VYPO 1 €dv Exel AdOog

xpopa (BA. mopdypao 6).

o  Mnv metdte EAPUOKA GTO VEPO TG AMOYETEVGNG 1] GTO GKOVTId10. P@TNOTE TOV QOPHOKOTOLO
G0G Y10 TO TAOG VO, TETAEETE TO PAPLLOKA TOV OEV YpNolonoteite ma. Avtd Ta pétpa Ha
BonBncovv oty Tpoctacia tov mepPdAiovtog.

6. Iegpreydpeva TS 6GLOKELAGTOG KUL LOUTEG TANPOPOPIEg

T nepréyer 7o Perjeta

e H dpactiki ovoia givarl n meptoviovpaumn. Kdbe eraridio mepiéyel cuvoiikd 420 mg
neptovlovpduTng o€ cuykévipwon Twv 30 mg/ml

o Ta dAla cvotatikd givol To KPUOTOAALKO 0E1KO 0&V, N L-1oT1divn, 1 caxyopdln, To moAvcsopPikod
20 Ko To VWP YL EVEGILAL

Ep@évion tov Perjeta kon mepreydpeva g cvokevaciog

To Perjeta givat éva mokvo S1dAv0, Y10 TOPACKELT S10ADOTOG TTPog £yyvom. Eivar Stavyég €mg
elappac 1p1dilov, dypmuo Emg wypo kitpvo vypod. [apéyetar o yudAivo @loridio, To omoio TepLEyeL
14 ml mokvod dtdvpatoc.

Kd&0e cvokevacio mepiéyet Eva praiisio.

Kéroyog Aderag Kvkhogpopiag
Roche Registration GmbH
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
I'eppavia

Hopackevactig

Roche Pharma AG
Emil-Barell-Strasse 1
D-79639 Grenzach-Wyhlen
T'eppavia
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

I"o omoladnmote TANPOPOPIL GYETIKA LLE TO TOPOV PAPULOKEVTIKO TPOIOV, TaPAKAAEIGTE VO

amgvBuvbeite 0TOV TOTIKO AVTITPOGMITO TOV KATOXOL TNG AOELNG KUKAOPOPING.

Belgié/Belgique/Belgien
N.V. Roche S.A.
Tél/Tel: +32 (0) 252582 11

bbarapus
Pomr Bearapust EOO/I
Tem: +359 2 818 44 44

Ceska republika
Roches. r. o.
Tel: +420 - 2 20382111

Danmark
Roche Pharmaceuticals A/S
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti )
Roche Eesti OU
Tel: + 372 -6 177 380

E)\ada
Roche (Hellas) A.E.
TnA: +30 210 61 66 100

Espafa
Roche Farma S.A.
Tel: +34 -91 324 81 00

France
Roche
Tél: +33 (0)1 47 614000

Hrvatska
Roche d.o.o.
Tel: +3851 47 22 333

Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

island

Roche Pharmaceuticals A/S
c/o Icepharma hf

Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471
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Lietuva
UAB “Roche Lietuva”
Tel: +370 5 2546799

Luxembourg/Luxemburg
(Voir/siehe Belgique/Belgien)

Magyarorszag
Roche (Magyarorszéag) Kft.
Tel: +36 - 1 279 4500

Malta
(See Ireland)

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438050

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z 0.0.
Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 425 70 00

Romania
Roche Romania S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500



Kvmpog
A Ztopdmg & Zwo Ato.
TnA: +357 - 22 76 62 76

Latvija
Roche Latvija SIA
Tel: +371 - 6 7039831

Sverige
Roche AB
Tel: +46 (0) 8 726 1200

United Kingdom (Northern Ireland)
Roche Products (Ireland) Ltd.
Tel: +44 (0) 1707 366000

To mapév @vAro 00N IOV avademPOnKe Y0 TELEVTALN POPA OTIG

Aemntopepeic mAnpoopieg Yo 1o appako avtd gival dabéoipueg otov dikTvakd 1010 Tov Evporaikon

Opyoviopov Gopudkmv: http://www.ema.europa.eu
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