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IEPIAHYH TOQN XAPAKTHPIZTIKQN TOY IIPOIONTOX



V¥ To pdppaxo avtd telei vITd GLUTANPOUOTIKY TaPoKoA0VONGT. AvTd Oo emTpéyetl ToV Tayd
TPOGOIOPIOUO VEDV TANPOPOPLDY AGPAAELNC. ZNTEITOL 0O TOVE EXAYYEALOTIEG TOL TOUEN TNG
VYELOVOLIKNG TTEPIBAAYTG VO AVAPEPOVY OTTOIECINTOTE THOVOAOYOVEVESG aveETIBOUNTEG EVEPYELEG. BA.
TAPAYPOPo 4.8 Y10 TOV TPOTO AVOPOPAS OVETIBVUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

ZALTRAP 25 mg/ml mokvo S1dAvpo Y10 TopAcKELT SLOADIOTOS TPOG EYYLON

2. MNOIOTIKH KAI MIOXOTIKH XYNOEXH
"Eva. ml mokvod SloAdpatog Yo Topackent] O1aADUaToS TPog £yyuon mepiéyet 25 mg aflibercept®.

1 @loAido tov 4 ml Tokvo didlvua wepiéyet 100 mg aflibercept.
1 @loAido tov 8 ml Tokvo dddlvua nepiéyel 200 mg aflibercept.

* H dpaoctikn ovcio Aflibercept mapackevdleton pe texvoloyia avacvvovacuévov DNA g chotnua
£kppaong MNAaoctikdv otnv wodnkn kwvélikov yapotep (CHO) K-1.

T tov TAYpN Katdhoyo tov ekddymv, BA. mapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H

[Mokvo d1dAv e Yo TopacKeLT] SIHADHATOG TPOG £YYLOT (OTELPO TLKVO dtdAvUQ).
To mokvd dddlvpa givar Eva SLovYES, GypOIO £MG VITOKITPIVO S1EALLLO.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpoamevTiKEG EVOEILELG

To ZALTRAP o€ cuvdvacuo pe 1o ynuetobepomevtikd oynfuo FOLFIRI (ipwvotexkdvn/sS-
@Boploovpakiin/euAiiivico 0£0) evdeikvutal o EVAAIKEG e HETOOTOTIKO 0pHOKOAIKO KOPKIVO
(MCRC) 1oV omoiwv 1 vooog givar avOektikn i £xet e€eAybel petd amd Bepamentikd Gy Tov
nepi€yel oGolmAativn.

4.2 Aocoloyio Ko TPOTOG YOPNYNONS

To ZALTRAP npénet va yopnyeitor vwd tnv enifreyn watpov pe eumeipio otn ypnon
OVTIVEOTAUGLOTIK®Y QUPLUKEVTIKOV TPOTOVT®V.

Aocoroyia
H ocvvietdpevn d6on tov ZALTRAP givar 4 mg/kg Bépovg cmpatog mov yopnyeital pe evooQAEPia

£€yyvon Tovddytotov 1 dpag, akorlovBovuevn and oxfue FOLFIRI. Avto Bewpeitar wg Evog KOKAOG
Oepameiog.

To docohoyucd oyfipo FOLFIRI mov ypnoipomoteiton ivar 180 mg/m? ipvotekdvn pe evooprépia
£yyvon v TovAaytetov 90 Aemtd ko 400 mg/m? puAivikd o& (dl pakepikd piypo) pe evooeAEPia
£YYVLOT] Y10 TODAGYIGTOV 2 DPEG TAVTOXPOVA, TNV TPDTN NUEPT, LE XPNON YPOUUNS-Y, akolovBoduEevo
oamd 400 mg/m? 5-pBoproovpakiing (5-FU) pe evdoeréPia Eyyvomn epddov kot 2400 mg/m? 5-FU (5-
@Boproovpaxiin) cuveyovg evoopAEPLac £yyvong yia 46 mpeC.

O KoKhog Bepaneiog emavorapPdveton kabe 2 eBSopddes.



H Oepancio pe ZALTRAP 0a npénet va cuveyileton péxpt tnv e£€MEN tng vooov 1| 6€ mepinTmon
EUPAVIONG UN ATOOEKTNG TOEIKOTNTAG,

Tpomormoinon s doong
To ZALTRAP 0o npénet va dtokdntetan o€ nepintmon (PA. mapdypao 4.4):

ZoPapng arpopporyiog

Taotpeviepkng didTpnong

ZyMUaTIGLOD GLPLYYioL

Mn emapKmOG ELEYYOUEVIC VIEPTAONG UE AVTIDTEPTUCIKT] ALY®YN 1) TNV EUPAVIOT) VITEPTAGIKNG
Kpiong N VLEPTAGIKNG EYKEPAALOTAOELOG

Koapdiakn avemdpkela kot KAdopo eEmOnong petwpévo

Apmnplokcdv Bpopfoeufolik®dv enelcodiny

Drefcv OpopPoepforikmv eneicodinv Babpov 4 (cupmepthapuBavoprévig Tng TVEVUOVIKNG

E(POATIC)

. Neppwoikov cuvopopov 1 OpopuPaOTiknig pKpoayyelomdbelng

. Yofapov avidpdcemv vrepevatcnciog (cuumepthapBavouévey Tov fpoyydcTAGIOL,
dvomvolag, ayyeloodnuatog kot avaevia&iog) (PA. mapaypdaeovg 4.3 kot 4.4)

. EmBapovvong g emodAmong TpOdIOTOC TOV OoLTel 1Tpikn TopEppaon

. Zuvopopov omicOlog avactpéyiung eykepaionddeiog (PRES) (eniong yvowot og oOvdpopo
OVOOTPEYIUNG OTiGO10G AEVKOEYKEPAAOTAOELOC)

To ZALTRAP 8o npénet va dtakomel mpocsmpivd yio TovAdyiotov 4 efdouddeg mpv omd
TPOYPOUUATIGUEVT XEPOLPYIKT EXEUPacn (BAEme mapdypapo 4.4).

KaOvetépnon Oepameiog 1] Tpomomoinen 6ocoroyikov oyfquotog ZALTRAP/FOLFIRI

Ovdetepomnevia 1 Opopfonevia
(PA. mapaypapovg 4.4 kot 4.8)

H yopnynon ZALTRAP/FOLFIRI 6a mpénet va
KaBvotepnoel £0¢ GTov 0 aPlBUOS TV OVIETEPOPIA®V givan
>1,5 x 10°/L 1§ 0 apOpdg tov ayonetodimy givar

>75 x 10°/L.

Eumopetn ovdetepomevia 1
OVOETEPOTEVIKT| Y OLLio

H d60n 1pwvotekdvng Ba tpémetl va peimdel katd 15-20% oe
EMOWUEVOLS KOKAOVC,

€ MEPIMTMOT EMAVEUPAVIONC, 01 0OGELS EPOOOV KOl EYYLONG
¢ 5-FU Ba mpénet va petwBovv katd 20% ce emduevoug
KOKAOVC.

e MEPIMTMOON EMAVEUPAVIONS Kol LETE TN LEIOOT TV
d0cemV pvotekdvng kot 5-FU, e€etdleton to gvdeydpevo
petmong g 06ong ZALTRAP o¢ 2 mg/kg.

E&etaleton 1 evdeydpevn ypnon Tov Topdyovto dlEyEpoNc-
aroikimv kokklokuttdpwv (G-CSF).

"Hmog £og pétprog popong
avTiopdoelg vrepevaucsnciog cto
ZALTRAP (cvunepthappovopévev
™m¢ €€ayng, eavOnuartog, kKvidwong
Kot kvnopov) (BA. mapdypago 4.4)

H éyyvon Oa tpénel va avaoctarel Tpocwpivd Emg 6TOV
vroywpPNoeL N avtidpaot. Qg Bepaneio propet va
xopNYNOoVV KOPTIKOGTEPOELDN 1 /KOl OVTUCSTOUVIKE, OT®C
EVOEIKVLTAL KAVIKA.

[IponynBeica Bepaneio pe KOPTIKOOTEPOEON 1 / Ko
OVTUGTOUVIKA UTopel va, eEETOOTEL 6€ EMOUEVOVE KOKAOVG.

YoPapég avtidpaoelg viepevalctnciog
(ovumepriopPavoprévmy Tov
Bpoyyoomacuov, Svomvolag,
OYYELOOIONUATOG, KOl avopLAOEIG)
(BA. mapaypagovg 4.3 ko 4.4)

To ZALTRAP/FOLFIRI O tpémet va S1oKOTTETOL KO VL
YopNYELTAL KATAAANAT WTpIkn Oepameia.




KaOvetépnon Oepamsiog ko Tpomomoinon 66ong ZALTRAP

Ynéptaon H Myn ZALTRAP 0o mtpénel va avactéAAeTal Tpocmpiva
(PA. mapdypago 4.4) ¢w¢ 0tov pudoTel n véptaon.

Y mepinton VrToTPonId{ovcag 1TPIKME CIUAVTIKNAG N
coPapng vITEPTACTS, OVEEAPTNTO GO T YOPTYNOoN
Bértiotng Bepaneioc, To ZALTRAP 0o mpénet va
drokomTeTal £m¢ OTOL PLOGTEL ) VITEPTAIOT Kot 1) OO0
uewwveton o€ 2 mg/kg yuo Tovg ETOUEVOLS KOKAOLC,

[pwteivovpia H Oepancio ue ZALTRAP Oa pémel va avactéAleTor Otav
(BA. mapdaypogo 4.4) 10 eninedo TpMTEIVOLPLOG Etvor > 2 Ypappdpilo/24 dpeg kot
emavapyilel 6tav to eninedo ivor <2 ypapupdpio/24 dpeg.

Y€ mEPIMTMOTN EMAVEUPAVIONC, 1| Bepameia Tpémel va
SLoKOTTETAL EMC OTOL TO EMIMEDO ivan <2 ypappdapla/ 24
MPEG KoL KOTOTY 1) 0601 pewwveTon o€ 2 mg/ kg,

Tpomonoinon g 066ng FOLFIRI, 6tav ypnowponoiciton 6 cvvovaopd pe ZALTRAP

2oPapng LopeNG oTOUATITION KOt H £yyvon epddov pe 5-FU Ba mpémet va petmBel ko n 66on
GUVOPOUO TOAOUO-TIEAUATIONOG &yyvong va pelwbel kotd 20%.

gpvBpoducaisOnaiog

>oBapn didppora H d60m 1pwvotekdvng Ba mpémel va peimdel katd 15-20%.

€ MEPIMTMOOTN EMAVEUPAVIONS coPapng didppotag og KAmolo
EMOUEVO KVKAO, 1) 0661 £0Od0L Kal Eyyvong pe 5-FU Ba
mpénel eniong va pewwbei kotd 20%.

Av egmpéver  coPapn S1dppota Kot e TIG dVO0 UELDGELS TNG
d0omg, Ba mpémetl va dokdmteton 1 yopnynon FOLFIRIL

H 6epaneio pe avti-01oppoikd eopuaKeLTIKd TpoidvTa Kot
EMOVLOATWOOT Umopel vo ANeOel avaloya e TIC OVOYKES.

T emmAéov to&ikotnTeg mov oyetilovat pe TV pvotekdv, v S5-FU, i To puAlvikd o&p,
ovOTPEETE TNV TPEYOVGO AVTIGTOLYT TEPTANYT] TOV YUPAKTNPICTIKMY TOVL TPOTOVTOG.

Edwcoi mAnBuopol

Himawuévor

Xy mhotikn pedétn MCRC, 10 28,2% tov acBevdv Mtav nhkiog > 65 kot <75 kot to 5,4% tov
acBevav ftav nhkiag > 75. Aev armarteiton Tpocappoyn g doomng tov ZALTRAP otoug
NAMKIOUEVOG.

Hromirny dvalerrovpyio

Agv &yovv vivel emionueg peréteg pe ZALTRAP og acBeveic pe nratikn dveiettovpyio (BA.
Tapdypoeo 5.2). Khwvikd dedopéva deiyvovv 0Tt dev amarteitor Kopio ahiayn otn 6661 TOL
aflibercept oe aoBeveig pe fma Emg péTpla nratikn ducAettovpyia. Agv vdpyovv ctoryein GYETIKA [
v yopnynon tov aflibercept oe acBeveic pue coPapn nrartikn dvciettovpyia.

Negpixn dvaleitovpyio,

Agv &yovv yiver emionpeg peréteg pe ZALTRAP og acBeveic pe veppixn svshettovpyia (BAéme
Tapdypoo 5.2). KAvikd dedopéva vTodetkvoouy 0Tt dev amatteitan Kapio oAloyn otn 60om Evapéng
o€ acbevelg pe Yo Emg PETpLo veppikn ducAettovpyia. Ydpyovv ToAd TEPLOPIGUEVH SEGOUEVA Y10
acBeveic pe coPapn veppikn dvcAettovpyia, eTouévmg ot acbeveic avtol Bo Tpémel va
avTpeTonilovial Le TPoGoyN).




THoudrotpios tAnBovouog
Agv vrapyet oxetikn ypnon tov ZALTRAP otov modatpucd minboucud yio v voeién tov
UETAGTATIKOV 0pBokoAkoD KapKivov.

Tpomog yopnynong

To ZALTRAP yopnyeital povo og evoopréPia £yyvon didpkelag TovAdyiotov 1 opag. Adym trng
vrepoopuwtikdtnTog (1000 mOsmol/kg) tov mukvod dtadvpatog ZALTRAP, 10 adidivto mokvd
dtdAvpa ZALTRAP dev mpémet va yopnyeitor og evoopAEPia Eyyvon 1 £yyvon epoddov. To ZALTRAP
dev mpémet va yopnyeitan g evooarmong éveon (PA. mapaypdagpovg 4.3 kot 4.4).

Ka6e proidio mokvol StaAdUOTOC Y10 TOPUoKELT] SLOAVUOTOG TPOS £YXvoT mpoopileTor yia pio povo
xpnon (epdmal doon).

Tlpopvialeig mov mpémel vo, AnpBovv mp1y amo T0 YEIPLoUO 1] TH YOPHYNON TOV POPUAKEDTIKOD TPOIOVTOG
IMo 0dMyleg oyetkd pe TV apaimor] ToV POPUOKEVTIKOD TPOTOVTOC TPV OO TN XOPTYTON KOl To GET
£yyvomng yia ) xopnynon, Prére mapdypopo 6.6.

4.3 Avtevositeag

Ynepevaroncia oto aflibercept 1| 6€ K@mwowo amd ToL kG0N TOL AVAPEPOVTOL GTNV TAPAYPaPO 6.1.

OpBaApoAOY KT/ EVOOLOAWDAT YPOT AOY® T®V LIEPOSUMOTIKGV 1310THTOV ToL ZALTRAP (BA.
mapdypapo 4.4).

I"oa 116 avtevdeifelg mov oyetiCovian pe ta cvotatikd Tov FOLFIRI (ipwotekdvn, 5-FU, puAlivico
0&0), avaTpéEte oTNV TPEYOVGO AVTIGTOLYN TEPIANYN TV YOPAKTNPLOTIKMY TOV TPOTOVTOG,.

4.4 FE101kég TPOEIOOTOMGELS KO TPOPVAAEES KATA TN (p1jon

Awoppayia

O avénpévog Kivouvog alpoppayiog, COUTEPIAUUPAVOUEVOY TOV GOPBAPOY Kol LEPIKES POPES
BovaTnEOp®V AIOPPAYIKOVY ETELGOIWMY, £yl avopepbel oe aoBeveig mov Ehafav Bepameia pe
aflibercept (BA. mapdypapo 4.8).

Ot aoBeveic Oa mpémet va mapakoAovOOVVTOL Y10 CTIELN KOl GUUTTMUATO YUGTPEVIEPIKNG OLLOPPAYinG
Kot dAAov coPapav apoppayidv. To aflibercept dev mpémel va yopnyeitatl oe acbeveic pe cofapn
apoppayia (PA. mapdypapo 4.2).

e aoBeveig mov Ehafav Oepaneio pe to docoroyikd oynuo ZALTRAP/FOLFIRI €yetl avopepbei
Opoupomevia. Zvvictdror Eheyyog TG YeVikNg avaivong aipatoc (CBC) pe tov opBpd arponetaiiov
Katd Vv évapén g Bepaneioc, Tpv ™ Evapén Kabe kokAov pe aflibercept kot 60tov givar KAvikd
anapaitnto. H yopriynon ZALTRAP/FOLFIRI 6a ntpénetl va kabvoteproetl émg dtov o aplfudg tav
opometariov ivar >75 x 10°/L (BA. mopdypopo 4.2).

Kopduokn averdpkeia kot kKAdoua EhOnong petwpévo

Koapdiakn avemdprela kol KAdopo eEmdnong petwpévo €xovv avopepbel oe acbeveig mov Elapav
Oepancio pe ZALTRAP. H dievépyeia a&loloynoemv e Aettovpylag g aplotepdc Kotiiog Ba mpémet
va e&etaleton mpv TV Evopén g Bepameing Kot mePLodikd, v o acBevng Aappdvet Zaltrap. Ot
aoBeveic mpémet va mapaKoAovBovvTal Yo oTUeio Kol GUUTTOUATO KOPOLOKTG OVETAPKELNG KOl
peimong tov kKhaopatog eEmnong. Atokoyte 1o ZALTRAP og acBeveic mov gpopavifouv kapdiokn
avemdpkeln Kol KAdopo eEmdnong petowpévo.

AlITPNO™ TOL YOGTPEVTEPIKOD COANVA
e aoBeveic mov Ehafav Oepaneia pe aflibercept £xetl avapepOel S1ATPNGN TOV YAGTPEVIEPIKOD COANVA
nepthapfavopévev kot Bovatedpov enelcodiov (BA. Tapdypapo 4.8).




Ot aoBeveic Tpémetl va TapakoAovOovVTOL Yio oTLElN KOl GUUTTMOOTO, YOGTPEVTEPIKNG dtdtpnone. H
Oepaneia pe aflibercept Oo Tpémel va drokomteTon o€ acbeveig mov eupaviCovv didTpnon Tov
Yoo TPEVTEPIKOV GOANVA (BA. Tapdypapo 4.2).

ZYMUOTIGUOG GLPTYYioV
e aoBeveic mov EhaPav Oepaneia pe aflibercept £xel mapatnpnOei oynuaTIcUOS GLPLYYiIOL TOGO G
YOGTPEVTEPIKEG OGO KOl GE LN YOSTPEVTEPIKEG TTEPLOYEC (PA.Tapdypapo 4.8).

H Oepaneia pe aflibercept Oo mpénet va daconteton o€ acbeveig mov epneavifovy cYNUATIGHO
ocvpryyiov (PA. mapdypago 4.2).

Ynéptoon
e aobeveic mov éhafav Oepamneia pe to docoroykd oynuo ZALTRAP/FOLFIRI £yel mapotnpnOei

ovénuévoc kivovvog vréptaong Pabpov 3-4 (coumepthapfoavoprévng Tne VITEPTUCTC Kol Lo TepimTmon
omaBotg véptaong) (PA.Tapdypapo 4.8).

H mpo-vrapyovca vaéptaon Oa npénel va ivor enapkmg puBuiopévn mpy v Evapén Bepaneiog pe
aflibercept. Eav n véptaon dev pumopel va ereyybei emapkac, n Oepaneio pe aflibercept dev Oo mpémnet
va EEKIVIOEL. ZVIGTATOL 1] TapaKoAovBnon g aptnplokng tieong Kabe dVo efSopAdES, Kot TPty amd
KkéOe yoprynon N 0nwg evdeikvutar KAVIKA Katd tn dudpkela tng Oepaneiag pe aflibercept. Xe
nepintoon vréptaong Kotd ) Bepaneio pe aflibercept, n aptnprokn mieon Ba npénel va eAEyyeton pe
KATOAANAT OVTI-UTEPTUGIKT] OY@YT KOl VO TOPakoAoVOEiTaL TOKTIKG. e TEPITTOOT VIOTPOTIALOVGOC
TPIKMG GNUOVTIKNAG 1 GOPopNg vIEpTacg, aveEaptnTo amod T yopnynon Pértiong Bepaneiag, To
aflibercept o Tpémet va draxomtetan £0¢ 6Tov eAeyyOel 1 véptacn Kot 1 66om Tov aflibercept va
pewdvetar og 2 mg/kg yuo Toug endpevoug kukhovg To aflibercept Ba npémet va dtokomel pdvipa av M
vréptoot Oev Umopel va avIHETOMIGOE] ETAPKAOG LE KATAAANAN AVTI-DTEPTOGIKN ay®YN 1] Lel®don NG
doon|g tov aflibercept, 1} edv onpewwdel veepTaciky kpion 1 VIEPTAGIKY eyKeQoAoTAOELD (PA.
Tapdypoo 4.2).

H vréptaon evdéyetor va emdevcel vokeipevn Kapdtayysiakn voco. [Ipocoyn o mpémet va dideton
o€ acbevelg pe 16TopKd KAVIKA OTHOVTIKNG KOpIayYELKTG VOGOL, OTMG GTEPAvVIaia VOGO 1)
cupPopNTIKN Kapdiaxh averndpkela katd ™ ANyn ZALTRAP. X¢ acOeveic pe cuppopntiky| Kapdiokn
avemdprelo Katnyopiog NYHA III 1 IV dev Ba mpémet va yopnyeitor ZALTRAP.

Opopupotikd Kot gpufolkd eme156d10

Aptnproxa Opoufosuforixa exeioédio

e aoBeveig mov Ehafav Oepamneia pe aflibercept £yovv mapatnpndei aptnpiaxd OpopPoepforikd
eneo60wn (AOE) (cuumepthapfavouévey Tapodtkng IoYULUIKNG TPOSPOANG, EYKEPUAMKO ETEIGOD1O0,
o0ayyn, evdokapdiakog Opopfog, EREPayLo ToL LLOKOPSToD, OPTNPLOKT EUPOAT, KL IGYALUIKY
KoAitioa) (PA. Tapdypapo 4.8).

H Bepancia pe aflibercept Ba mpémetl va daxomteTon o€ acbeveic oTovg omoiovg eppaviCovror AGE
(BA. mapdypogo 4.2).

Diefika Opoufosuflorixe exergooio (POE)

e aobeveic mov éhafav Oepamneia pe aflibercept £xovv avapepbei POE cvumephappavousvov g ev
T Bdder prefikng Opoupwong (EBDO) kot g mvevpovikng epPoing (0t cuyvd Bavatneopa)
(PAL.mtapdypapo 4.8).

To ZALTRAP 6a npénet va dwokdnteton e acheveic pe anetintikd yio tn {on Opopfoepufoiuct
eneo60wa (Babpov 4) (reptropfavouévne g mvevpovikng epPoing) (BA. mapdypapo 4.2). Acbeveig
pe EBO® Bofpot 3 Ba mpémet va avtipet@milovTol pe avTmmKTIKn oy@yn, OTmg evosikvutat KAVIKA,
Kot 1 ayoyn| pe aflibercept Ba mpémel va cuveyiletar. Xe mepintwomn VLOTPOMNG TAPE TV KATAAANAN
QVTUITNKTIKY aymyn, n Oepancia pe aflibercept Bo mpémet va draxomtetar. AcBeveic pe Opopfoepforcd
enelo6010 Babpot 3 1 xaunidotepov Pabuov apénel va mapokoiovfovviol 6Teva.



Hpwreivovpia
e aoBeveic mov Ehapav Oepaneia pe aflibercept £xel mapatnpndei cofapn Tpmteivovpio, VEPPOOIKO
ouvopopo Kot Bpopufotikn pikpoayyslonddeio (OMA) (BA. Tapdypapo 4.8).

H npoteivovpio mpénet va mapakorovdeitar pe avaivon Tov o0pov Ue Tavieg LETPMONG Kaun e TO
AOY0 Tpoteivng/kpeativivng ovpwv (UPCR), yio avdmtvuén 1 emdeivmon ¢ npmteivovpiog Tpv omd
k&g yopnynon aflibercept. AcOeveic pe évoeiEn oty tawvia pétpnong >2+ yio v Tpwteivn 1
UPCR >1 7 Aoyo mpoteivng/kpeativivn (PCR)> 100 mg/mmol Ba ntpénetl va vrofAnbodv oe cuiloyn
0VPWV EIKOGLTETPAMDPOV.

H yopniynon aflibercept Oa mpénet va avaotorel dtav 1 mpoteivoupia etvar >2 ypappdpro/24 dpeg Kot
va Eavapyilel dtav n TpoTeivovpia etvar <2 ypappdpio/24 dpeg. Av vdpEet VTOTPOTY, 1| YOPNYNON
Ba mpémel va avactadel 6Tov To gnimedo glvar <2 ypappdaplo/24 mpeg Kot 6T GLVEXELD PLelmon NG
doong oe 2 mg/kg. H Bepaneia pe aflibercept Oa npémet va dokdnteTon e acheveic Tov avanTHGGOLY
veppwolkd cuvdpopo 1 GMA (BA. Tapdypago 4.2).

Ovdetepomevia Kol OVOETEPOTEVIKES EMUTAOKES

YynAotepn cuyvoTnTo ELPAVIOTC OVOETEPOTEVIKMDV EMUTAOK®V (EUTVPETT OVOETEPOTTEVIQ KOt
ovdetepomevikn Aoiuwén) Exel mapatnpnOel oe acbeveic mov ElaPav Bepomeia pe T0 oML
ZALTRAP / FOLFIRI (BAéne mapdypapo 4.8).

Yvviotdton yevikn e&étaon aipatog (CBC) pe avolvtikn pétpnon Kotd v évapén Kot Tpy v
évapén kdbe kvxhov Bepaneiog pe aflibercept. H yopriynom tov ZALTRAP/FOLFIRI Oa mtpénet va
KOOVGTEPHOEL EMC HTOV 0 aPBIOG TV OLSETEPOPIAMY givan >1.5 x 10°/L (BA. mapdypago 4.2). Le
aoBeveic o1 omoiot evdéyeton va, fpiokovtal o aLENUEVO KIVOLVO Yo ETITAOKEC 0VOETEPOTEVING,
e€etaletan 1 evdeyouevn Bepamevtikn xprion Tov avéntikov tapdyovta G-CSF oty mpdtn eppdvion
ovdeteponeviog Babupod > 3 kabdg Kot g devTEPOYEVNG TPOANYN.

Adippota Ko apuddTeon
YynAotepn cuyvotnto eLpavions cofopng diappotag £xel mapatnpndei oe acbeveig mov Erafav
Oepamncio pe to docoroyikd oynua ZALTRAP/FOLFIRI (BA. mapdypagpo 4.8).

Avéioya pe TIg avaykeg, cuviatatot Tpomonoinon g 06ong Tov oynuatog FOLFIRI (BA.mopdypapo
4.2), avTi-01eppoikd QopUAKELTIKA TPOIOVTO KUl OyMYT ETOVLOATMOOTS.

Avtidpdoeig vrepgvonctnaciog

e pio mAoTIKn peAétn aoBevav pe petaotatikd opfokoitkd kapkivo, Exovv avapepBel coPapic
avTtiopdoelg vrepevaucnciog oe acbeveic mov EhaPav Bepomeia pe o oynua ZALTRAP/FOLFIRI
(PA.tapdypao 4.8).

X mepintwon cofapng avtidopaong vaepevaictnciog (cupmepthapfavouévov Ppoyyootaciov,
dVOTVOLaG, 0yYEL001ONLOTOG, Kot avapura&iog), to aflibercept Oa mpénet va diakomel kat va Anedovv
T, KOTaAAN A totpikd pétpa (PA. Tapdypago 4.2).

Xe mepintwon Nmiag mg pétplag avtidpaons vrepevactnciog oto ZALTRAP (cuvumepthappavopévng
£€aymg, e€avOnpotog, kvidmaong kot kvnopov), to aflibercept Oa Tpémel va avactaiel TPoowpva £
OTOV VTOY®PNGEL 1) AVTIOPOOoT). BgPameia Le KOPTIKOGTEPOELON /KO AVTUCSTOULVIKA, LWITOPEL VOl
Eexwvnoet, 6mwg evdeikvotal kKhvikd. [ponynbeica Bepameia pe KoptucooTepoeldn /Kot
avTuotopvikd pmopet va eEgtaoctel og emdpevous KOkAovg (PA. mapdypago 4.2). [Ipocoyn o mpémet
va dideTon 6t yiveton emavayopnynon oe acbevelg pe mponyodueves avidpdoelg vrepevaicinaciog,
KkaBdg €xel mapatnpnbei oe pepkovg acbevels emavepeavion Tov avidpdoemv vrepevocinoiag,
Tapd TNV TPOANYT, GUUTEPIAAUPAVOUEVOV TV KOPTIKOGTEPOELODV.

EmBdpvvon g emrodAwnong Tpaduatog
To aflibercept kabvotépnoe v En0VA®ON TPAVUATOC 6€ povTEla {mwv (BA. Topdypago 5.3).




"Exet avagepBel evdeyopevn emOeitvon TG ETOVAMONG TPAVLATOV (S10volEn TpadUaTOC, dloppon
avactopmaong) pe to aflibercept (BAéne mapdypapo 4.8).

H yopniynon aflibercept mpénet va avacstarel yio tovAdyiotov 4 BSopddeg TPy TNV
TPOYPULLATIGUEVT] XELPOLPYIKN EXEUPACT).

Yvvictotor va unv Eexwva i yopnynon aflibercept yio tovAdyiotov 4 efoopnddeg petd amod peilova
YEWPOVPYIKN EMEUPACT KOl EOC OTOL TO YEPOVPYIKO TPAV LA ETOVAMBEL TANp®C. Tl pikpég
YEPOLPYIKEG EMEUPATELS, OTMG 1] TOTOOETNON EUPVTEVGIUMY VTOSOPIOV KAOETPOV GE KEVTPIKT|
oAEPa, Proyia, kot eaywmyn dovTiod, 1 yopnynon aflibercept umopei va exvioev/Eavapyicet LT TNV
TP erovAmon tov tpovpotoc. To aflibercept Oa mpémel va dakdnTeTon 08 0Iobeveic e emiPapovvon
NG EMOVAMGNG TV TANYDV TOL amaltovV wtpikn topéupacn (BA. mapdypapo 4.2).

Ooteovékpmon g yvaBov (Osteonecrosis of the jaw - ONJ)

IIepimtdoelg 0otEOVEKPOONG TG YVvaBoL £xovv avapepBel o acbeveig pe kapkivo mov Elafav
Oepamncio pe Zaltrap, apketoi omd tovg omoiovg eiyov AaPet Tponyoduevn 1 TowtodYpovn Bepaneia e
evOoQAEPL dpmapovikd, yio ta omoio 1 ONJ gival évag avayvopiopévog kivovvog. [lpocoyn mpénet
va dtvetar 6tav to Zaltrap kot evOopAEPLA SLPOCPOVIKG XOPNYODVTL THLTOYPOVO. 1] O10O0Y KA.
EnrepPatikéc odovtiatpikég diadikacieg eivat emiong £va eVTOTIGUEVOG TTopAyovTag Kivovvov. Mo
000VTIOTPIKT £EETACT KO KATAAANAN TPOANTTIKY odovTiatpiky Oa wpénel va e€etdleTon Tpv amd v
évapén g Bepaneiog pe Zaltrap. O emepPaticég odoviiatpikés dadikacies o mpémetl va
amoeevyovTal, edv gival duvatov, oe acbeveic mov Aapfdvouv Bepaneia pe Zaltrap kot Exovv
TponyovpEvas AdPet 1 AapPavovv evoopAiépia dipwcpovikd (BAEne mapdypago 4.8).

20vdpopo tng omicBog avacstpéwiung eykeporonddeiog (Posterior Reversible Encephalopathy
Syndrome-PRES)

To PRES dev avaepépOnke oty miotikn perétn edong Il oe acbeveic pe petaotatikd Kapkivo
mor€og evtépov/opBov. Xe dAheg perétec, o PRES avapépbnke oe acbeveic mov éhafav Bepomeia pe
aflibercept wg povoBepamneio kot o€ cuvovacouod e dAieg ynuetodepamneieg (PA. mapdypapo 4.8).

To PRES pmopeti va gpoaviotel pe petafoin otn vontikn KatdotacT Tov 0c0gvong, Gracovg,
vavtio, gpeto, kepaiaAyia, 1 ontikéc dwotapayéc. H didyvmon tov PRES emPefoidveran pe
HayvnTiKn topoypapio tov gykepdiov (MRI).

H yopnynon aflibercept Oa mpénet va daxdnteTon og aocbeveic mov avantuvecovv PRES (BA.
Tapdypoo 4.2).

Hhxuwopévol
Hlcuiopévor > 65 gtdv mapovciocav avénuévo kivovvo didppotag, (OANG, aduvopiog, OTOAELNG

Bapovg kot apuddtwong. ZuvicTaTol TPOCEKTIKY TAPOKOAOVONGT, MOTE VO YivETOL AUEGOC
EVTOTIOUOG KOL OVTILETDOTION TOV CNUEI®V KO CUUTTOUATOV SIAPPOLAG KOt OPUIATOCNG TPOKELLEVOV
va ghayletoromBodv mbavoi kivovvol (BA.mapdypapo 4.8).

Neoppwr dvciettovpyio

Yrhpyovv moAd meplopiopéva, dtabéoia dedopéva Yo acBeveig e coPapn veppikn Suoisttovpyia
mov Aappavovv aflibercept. Aev amorteitar mposappoyn g 06ong aflibercept (BA. mapoaypdpovg 4.2,
4.8 xou 5.2).

DuoikT) KOTAGTAGT KOL GUV-VILEPYOVTO VOGT|LOTO

O1 aoBeveic pe ookt katdotoon katd ECOG > 2 1| e onuovtikd cuvundpyovta VooTata
eVOEYETOL VO, SLOTPEYOVY LEYOADTEPO KivOLVO KaKNG KAVIKNG EKPaong kat Ba tpémel va
TOPAKOAOVLOOVVTOL TPOGEKTIKA Y10 TPOWPT EMOEIVOON TNG KAWVIKNG KATAGTAGNG TOVC.




Mn-mpofiremdpevn evoobardong yoprynon

To ZALTRAP givar évo vepooumtikd S1AALLLA, TO 0010 dev €XEL TAPACKELAOTEL Yol VoL Etvar
ovuPatd pe o evooPBaipio tepipdirov. To ZALTRAP dev mpémet va yopnyeiton mg evooHoimon
éveon (BA.mapdypoeo 4.3).

4.5 Almiemopdocsig pe iAo QUPUIKEVTIKE TPOTOVTO Kol GAAES popPES alinlemiopaong

X QOPLOKOKIVNTIKTY avdAvoT TANBLGLHOV Kot cuykpioelg Hetad Tov HEAET®V OV d1amoTdOnKe
Koo @appakokvn Tk OAANAETidOpacn apudkov peta&d tov aflibercept Kot Tov oyfLatog
FOLFIRI.

4.6 Tovipétnra, kONon km yorovyio

Tuvoikeg o avomapaymyur) nhkio / AVTIGOAANYN o8 AVOPES KoL YUVOIKEG

2T1C YOVOIKEG GE avVOmapoy@YtKn NAKio B0 TPETEL VO GLGTIVETOL VO, ATOPEVYOLV VO, LEIVOLV EYKVEC
evad happavoov ZALTRAP, kai Ba tpémel vo evnepdvovTaL Y10, TOLG TOOVOVG KIVOUVOUG Y10, TO
£uPpvo. O1 yovaikeg o€ avamopoy®yikn nAMKio KaBdg Kot ot yovipotl avtpeg Oa mpémetl va
YPNOUOTOLOVV OMOTEAEGILATIKY] OVTICOAA YT KOTE TN S1PKELD KOt UEXPL TOVAAYIGTOV 6 UVES LETE
TNV teAevtaia 06om g Bepomeiog.

Eykvpocuvn
Agv vrapyovv dedopéva GYeTIKA e T xprion Tov aflibercept og éyxveg yovaikeg. Meléteg oe (o

KatédeiEav avamapaywykn toSikotra (BAEre mapdypago 5.3). Kabbg n ayysioyéveon gival kpiowun
Y TV avamrtoén tov euPpvov, 1 GVOCTOAN TG ayyeloyéveong LETd amd yopnynon ZALTRAP umopei
va 001 yNoeL o€ avemBounteg evépyeieg otny kunon. To ZALTRAP 0o mpénet va ypnoiponoleitol
UOVO v TO SLVNTIKO OPEAOG VITEPTEPEL TOV FLVITIKOD KIVOVVOL KATH TN SIEPKELN TNG EYKVLOGVUVC.
Edév n acBevng peivet éyxvog evad Aapfaver ZALTRAP, Oa wpénet va evnpepwbel yio Toug mbovoig
KvdUuvoug yia o EUPpuo.

OnAaopog
Agv &xovv deayBel peréteg yia v extipnon tov enmtdcewv 1ov ZALTRAP oty mapaymyn

YAAQKTOG, TNG TOPOVGING TOL GTO UNTPIKO YAAO N TIG EMOPACELS TOV 6TO TOdi Tov ONAGLEL.

Eivon dyvooto av to aflibercept exkpivetol gto untpiko yaia. Aev pmopet vo, amokAgloTel 0 Kivovvog
Y T vEOYVE/Ppéen. Oa mpénel va amopactotel edv o dtakomel o OnAacuog N Ba diakomel/améyet
omd 1 Oegponcio ZALTRAP Aapfavovtag vmoéyn to 0GeA0C Tov ONAAGLOV Yol TO TTodl Kot TO OPEAOG
g Bepameiog yio T yovaiko.

Tovwotnta

SOoppova pe pelétec mov dieEnydnoav oe TONKOLG, 1 YOVILOTNTO TOGO Y10 TOLG GvOpeg OGO Kal yiol
TIC yuvaikeg ivon mbavov va 1ebel o€ Kivouvo katd ) didpketa g Oepaneiog pe aflibercept (BA.
mopaypaeo 5.3).

4.7 Emopaceig 6Ty IKEvVOTNTA 001]Y1|61G KL YEIPIGHOD U OVAY

To ZALTRAP dev éyel kapia 1 £xel 0oUAVIN EMXLOPACT] TNV IKAVOTNTO 001YNO1G KOl YELPLGLLOD
punyovov. Eav ot acBeveig eppovicovy cupnt@poto mov exnpedlovy Ty 6pacT 1 T GLYKEVIPWOON
TOVG 1 TNV IKAVOTNTA TOLG VO avTIdpdcovv, Bo tpémet vo Tovg divetal 1) GUUPBOVAN va unv odnyovv 1
va yepilovton unyovég (PA. mapdypapo 4.8).

4.8 AvemOounteg evépyereg

[epiAnym 1ov TpoPil acpdielog

H aocpdreia tov ZALTRAP o€ cuvovacud pe to oynuo FOLFIRI a&loloynOnke o 1216 acBeveig
oL €lyav TPoNyoLUEVMG AAPeL Bepameia Yo LETOOTATIKO KAPKIVO TOV TTay£0G eVIEPOV/0pBov, omd
ToVg omoiovg, o1 611 acbeveig Eafav Oepaneia pe ZALTRAP 4 mg/kg kabe dvo gfdonddeg (vag
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KOKAoG) kot o1 605 acBeveic ElaPav Oepancio pe eikovikd edpuako/FOLFIRI og pio peAétn paong
1. Ot acBeveig Ehapav éva péco apBud 9 koxiwv tov oynuatog ZALTRAP/FOLFIRI

Ot o ouyvég avemBounteg evépyeleg (0Aot ot Babpoi, > 20% TV TEPMTOGEWDYV) TOV AVEPEPUY
TovAdyiotov 2% peyorvtepn ocvyvotnta yua 1o oynue ZALTRAP/FOLFIRI cuykpitikd e to oynua
Tov gKovikov eoppdkov/FOLFIRI rav, katd ¢Bivovca celpd cuyvotntag, Acvkomevia, didppoia,
ovdetepomevia, TpOTEIVOLPia, ALENUEVN aoTapTIKY apuvotpaveeepdon (AST), otopoatitida, Kémwon,
Opoppomevia, avénuévn apvotpavepepdon g odovivng (ALT), vaéptaon, andieio fdpovg,
pelmpévn opeén, eniotaln, Kotlokd dAyog, ducpavia, ovénuévn kpeativivr opo, Kot KEQoAoAyio
(BAéme [Tivoka 1).

Ot o ovyvég avtidpacels fadumv 3-4 (= 5% cuyvotnta LEAVIoTS) OV AVEPEPAY TOLVAGYIGTOV 2%
peyoivtepn ovyvotnta yia 1o oxnue ZALTRAP/ FOLFIRI cuykpttikd Le 10 oy1jio. TOL E1KOVIKOD
eapuaxov/FOLFIRL fitav kot @bivovca oelpd cuyvotntag, ovdeteponevia, d1dppota, VIEPTAC,
Aevkomevia, otopatitida, KOTmon, Tpoteivovpia, ko e&acbévion (PA. [livaka 1).

Ot o ovyvég avemBOUNTEG EVEPYELEG TOV OO YNGOV GE OPIGTIKY| OLOKOTY| TOG0GTO > 1% TV
acBevav mov éhaPav Bepameia e o oynuo ZALTRAP/FOLFIRI, Ntav ayyelokés dwatapayés (3,8%),
ovpmepiapBavopuévng e veéptaong (2,3%), Aowaters (3,4%), eEacdévion/komwon (1,6%, 2,1 %),
duwappoia (2,3%), apuddtwon (1%), octopatitida (1,1%), ovdeteporevia (1,1%), Tpoteivovpia (1,5%),
Kot Tvevpovikn epfoin (1,1%).

2VVORTIKOG TVOKOG OVETIBVOUNTMV EVEPYELDV

Ot avemBOUNTEG EVEPYELEG KOIL OL 1] PLGLOAOYIKES EPYACTNPLAKEC TILEG TTOV avapEpOnkay og acbeveig
mov éhafav Oepamneia pe to oynua ZALTRAP / FOLFIRI g obykpion pe acBeveic mov Ehafav
Oepaneia pe to oynua Tov ewkovikon eopuakov/FOLFIRI tapatifevtol atov wivaxa 1, copeova pe
TNV Katnyopia opyovikod cvothiuatog katd MedDRA kat Tig kKatnyopieg cuyvotntoc. Ot
avemBounteg evépyeteg otov Ilivaxka 1 kaBopilovral gite wg kdbe avemBOUNTN KAVIKY] EVEPYELR 1) O
L1 LGLOAOYIKE EPYOCTNPLOKE EVPRALLATE TOV £YOVY >2% GuyvoTnTa EpPdvions (6Aot ot Babuot)
peyoivtepn otnv opdda Oepamneiog pe aflibercept oe cOykpion pe v opdda Beponeiog e EIKOVIKO
oapupaxo oty MCRC pedétn copmepthapufovouévey auTtdv Tov OgV TANPOVY 0VTO TO OPLo GAAG TOV
o€ ovuevio pe v Katdraén anti-VEGF kot topovcidotnkay o€ onowadnmote peAétn pe aflibercept.
H évtoon tov avemBountov evepyeimv tadivoueitar cuppava pe 1o EOvikod Ivotitovto Kapkivov-
Sovion kprepra To&uottag (NCI CTC) éxdoon 3.0 (Babpod > 3 = G > 3). Ot cuyvotnTeg
Bacilovtar oe 6Aovg Tovg Pabpots kot opilovran mg e&Ng: TOAD cuyvég (= 1/10), cvyvég (= 1/100 éwg
<1/10), 6y ovyvég (= 1/1, 000 émg <1/100), ondvieg (= 1/ 10.000 éwg <1/1, 000), TOAD cmbvieg
(<1/10, 000), un yvootég (dev wmopovv va eKTiuNnBovy amd o dtabéoipa ototyein).
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ITivaxog 1 - AvemBountec evépyeleg mov avaeépbnkoay o acbeveic mov Elapav Bepoamneia pe T0 oynpa
ZALTRAP/FOLFIRI oynuo amd m HeAETn HETAOTATIKOD KopKivoy Tov ayéog eviépov/opbon

(MCRC)
Katmyopia AvemOOun Evépyera
Opyavikoo
YVGTIHOTOG
Katnyopia ‘O)ot o1 BaBpoi BoOpoi >3
Xuyvotnrog

AOAEELS KOL TAPUCITACEL

IToAv ouyvég Aolpwén (1) Aotpwén (1)

Xoyvéc Ovdeteponevikn Aoipmén / onfym (1) | Ovdetepomevikn Aoipmwén / onym (1)
Ovporoipmén
Pwogapvuyyitida

Oy ovyvég Ovporoipmwén

AWTOPaYES TOV UIHOTOUTIKOD KOl AEPPIKOD GLOTILATOG

IToAv ouyvég Aegvkomevia (2) Aegvkomevia (2)
Ovdetepomevia (1), (2) Ovdetepomevia (2)
®popponevia (2)

Xoyvég Epmdpetn ovdeteponevia Eumdpetn ovdeteponevia

®popponevia (2)
AWTopay£S TOV GVOGOTOUTIKOD GLUGTILATOG
Xoyvég YnepevaroOnoio (1)
Oy ovyvég YrepevoioOnoia (1)

Awtapayés Tov petapforiopod kot g Opéyng

IToA0 cvyvég Mewwpévn 6peén
Anoiela fapovg

Xoyvég Aopuvddtmon (1) Aouvddtmon (1)
Meopévn 6peén
Anoieia fapovg

Kaopowukég owatapayés
Oy ovyvég Kopdioxn averdapieio
Yravieg KAdopo eEmbnong peiopévo

AWTopay£S TOV VELPIKOD GLGTIATOG

IToA0 cvyvég Kepaiaryio
Suyvég Keporaryia
Oyt ovyvég PRES (1), (4) PRES (1), (4)
Ayyerokég droTapayés
IToA0 cvyvég Ynéptaon (1) Ynéptaon
Awoppayia (1)
Xoyvég Aptprokn Opopposuporn (1) Aptprokn OpopPoguporn (1)

DAePn Opoppospporn (1)

DAePn Opoppoeppforn (1)
Ayoppayia (1)
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AWTOPaYES TOV UVUTVEVGTIKOD GUGTI|LOTOS, TOV OMPUKe KOl TOV pEGodmpaKiov

IToA0 cvyvég Avormvoln
Eniotaén
Avoopovia
Xoyvéc ZTOUHOTOPAPVYYIKO GAYOG
Pwoppoia
Oy ovyvég Avormvoln
Erioctaén
Avcopovia

ZTOHOTOPAPVYYIKO GAYOG

AWTopayES TOV YOGTPEVTEPLKOV

IToAv ouyvég Avgppora (1) Awgppora (1)
Zropotitidn Zropotitidn
Kot\okd dAyog
Alyoc dve KOTMOKNG Ydpag
Suyvég Ayoppayio opBon Kot\okod dAyog
Xvpiyywo (1) Alyoc dve KOTMOKNG ydpag
ApBddng otopaTitTion
Ayoppoideg
[poxktadyio
ITovodovtog
Oy ovyvég AldTpnon TOL YOG TPEVTEPIKOD AGTPNOT) TOV YOSTPEVIEPIKOD COATVA
coiva (1) €))
Awoppayio opBov
Svpiyyo (1)
ApBddng otopaTition
IIpoxtaiyio
AwTopay£S TOV NTOTOG KOL TOV YO POp @V
IToA0 cvyvég AvEnpévn Actoptiki
Apwvotpavepepdon, AST (2)
AvEnuévn ApvoTpavepepacT) TG
Alavivng, ALT (2)
Xoyveég AvEnuévn Aomaptiky

Apwvotpavopepdon AST (2)
AvEnpévn Apvotpaveeepdon g
Ahavivng, ALT (2)

Awtopay£S TOV OEPRATOS KAl TOV VTOOOPLOV 16TOV

IToAv ouyvég 2HVOPOLO TOAOLO-TELLOTIONNG
gpvBpoducatcnaiog
Yuyvég Yrépypmon SEPHOTOC 2HVOPOLO TOAOULO-TELLOTIONNG
gpvBpoducatcOnaiog
Oy ovyvég EmBapvvon emodviwong tpavudtov EmBapvvon enodviwong tpavudtov

()

()

AWTOpaYES TOV HVOGKELETIKOD GUGTI|HLATOS KUl TOV GUVOETIKOD 16TOV

Oy ovyvég

‘ Oocteovékpmaon g yvabou
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AWTOPUYES TOV VEQPAOV KUL TOV 0VPOPOP®V 00DV

IToA0 cvyvég IIpwteivovpia (1),(3)

AvEnuévn kpeatvivi) opov
Yuyvég [pawteivovpia (1),(3)
Oy ovyvég Neoppwoikd cuvépopo (1) Neoppwoikd cuvopopo (1)

Opopfotikn pkpoayyslonddeia (1) Opopfotikn pkpoayyslonddeia (1)

Ievikég draTapayés Kol KaTAoTAGELS TG 0000 YOP1YNONS

IToAv ovyvég Kotaotdoeic e€achéviong Kotaotdoeic e€achéviong

Inueioon: Ot avembounteg evépyeteg avaeépovto pe ) xpon MedDRA éxdoong MEDDRA13.1 kot
ta&vopovvton ypnopomoldvag to NCI CTC ékdoong 3.0

(1) BAéme «lleprypapn TV ETAEYUEVOV OVETIBOUNTOV EVEPYEIDVY» GE QTN TNV TOPAYPAPO

(2) Mg Baon tig epyaoTNPLOKES TIES (TOCOGTE 0IGOEVAOV LE EPYOCTNPLUKES EKTIUNGELS)

(3) Zuykévpmon TOV KAVIKOV KOl EPYOSTIPLUK®Y GTOLXEIMV

(4) Aev avapépOnke ot perétn MCRC. Qotoc0, to PRES avagépbnke oe acBeveig amd ddheg peléteg
7oV ToVG YopnyNHONKe aflibercept wg povobeparneio Ko oe GUVOLOCUO LE YNUEOBEpaTEiES EKTOC TOV
FOLFIRI

211 TAOTIKT LEAETN TOV UETAGTATIKOV KAPKivoy Tov mayéog eviépov/opBod (MCRC) og > 20% tmv
acBevav eppaviotnray avorpio, voutio, EUETOC, SLOKOIAMOTNTA, OA®TEKIN, AVENUEVT] OAKAATKN
POOPOTACT), Kot VIEPYOAEPLOpIVOLic. AVTE TaV GLYKPIGIHO HETAED TV OPAd®V, Kot 1) S10popd
petald v opddmv dev vepéPn To >2% cvyvotnta epeaviong yo to oynua ZALTRAP/FOLFIRI

Heprypaon TV EMAEYUEVOV OVETBOUNTOV EVEPYELDV

Awoppoyio

Acbeveic mov Aappdavouv Bepancia pe ZALTRAP &yovv avénuévo kivovuvo apoppayiog,
GUUTEPTAAUPAVOUEV®VY TV GOPAP@Y KOl LEPIKES POPES BOVUTNOOP®VY UOPPOAYIKOV ETEIGOSIMV. TN
mhotiky| perétn acBevov pe MCRC, oto 37,8% tav acBevdv mov éhafav aywyn pe To oynuo
ZALTRAP / FOLFIRI avagéptnkav encicddia apoppayiog (OAmv tov Babudyv) oe cOYKPLoN HE TO
19,0% tov acBevov mov éhafav to oynua eukovikod eoappdkov/FOLFIRI. H mo cuyvd avagepbeica
popon arpoppayiog nTav enictaén focovog onuaciog (Badbudg 1-2) , n onoia onueiddnke oto 27,7%
v acBevav mov Ehafav Oepaneia pe to oynua ZALTRAP/FOLFIRI. Ayoppayio fadupod 3-4
CUUTEPIAQUPOVOUEVTS TNG YOOTPEVTEPIKNG OLLOPPOYIOG, ALOTOVPLOG KOl LETEYYELPTTIKNG
awpoppayiog avapépdnke oto 2,9% tmv acbevdv mov Ehafav to oynue ZALTRAP/FOLFIRI ce
ovykpion pe 1o 1,7% tov aclevdv mov éhafav to oynua euovikod eappdakov /FOLFIRI. Xe dAAeg
peiéres, o acbeveig mov Aapupavav ZALTRAP napatnpndnkav cofapéc evookpaviakes apoppayieg
KOl TVEVUOVIKT opoppayio/aipdntoon copneptlopufoavopévov kot Bavomeopmv eneicodiov (PAEre
Tapdypoo 4.4).

Arazpnon tov yooTpeviepikod cwinvo,
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Xe acBeveic mov EhaPav Bepameio pe ZALTRAP €xel avopepbel SidTpnor Tov YOaoTPEVTEPIKOD COANVA
nepthopBavopévng tng Bovatneopag YOoTPEVTEPIKNG SIATPNOTG. TNV TAOTIKY UEAETT 0cOevVaY Le
MCRC, avapépbnke yaotpeviepikn didtpnon (GAwv tov Babuodv) o 3 amd 611 acbeveig (0,5%) mov
éaPav Bepoameia pe o oyue ZALTRAP/FOLFIRI ko og 3 amd 605 acBeveig (0,5%) mov EdaPav
Bepameia pe To oynpa sucovikov pappdicov / FOLFIRI. Z1o cbvoro tev 3 acBevav (0,5%) mov élafav
Bepaneia pe to oynua ZALTRAP/FOLFIRI ko o€ 2 acBeveig (0,3%) mov élafav Bepamneia e to gikovikod
oapproko/FOLFIRI onueidmbnkay eneioddio S10Tpnong Tov YaoTpevIEPKoD cminva Baduov 3-4. 1o
GUVOLO T®V TPV KAWVIK®OV pedetdv edong 111, eAeyydueveg pe sucoviko apuoko (og acbeveig e
0pBoKOAIKO KOPKIVO, TOV TOYKPENTOG KOIL TOV TTVEDLOVE) 1] GUYVOTITO EUPAVIONS SLATPTGNG TOL
YOOTPEVTEPIKOD GOANVA (0AwV TmV Pabumv) ntav 0,8% yia acbeveic mov Ehafav Oepameio pe ZALTRAP
xon 0,3% Y10 acBeveig mov Erofav eikovikd edppaxo. Xto 0,8% tov acbevdv mov Elafav Bepaneia pe
ZALTRAP «oi 610 0,2% tov acBevdv mov Erafav Bepameia e gucoviko appoko ekdnAdOnkay
eMe1cOO1 SATPMOTG TOL YOOTPEVTEPIKOD cwAnva fabpol 3-4 (BA. tapdypapo 4.4).

2YNUATIOUOS TVPIYYIOD

e aoBeveig mov EhaPav Oepaneio pe ZALTRAP mopatnpndnke oynuoticpog cuptyyiov o

YOO TPEVIEPIKES KOl UN-YOGTPEVIEPIKEG TEPLOYES. TNV TAOTIKY| perétn acBevav pe MCRC, og 9 and
611 acBeveic (1,5%) mov élafoav Oepancio pe to oxquae ZALTRAP/FOLFIRI kot o€ 3 amd 605
acBeveig (0,5%) mov éhaPav Bepaneia pe to euwcovikd edppoko/FOLFIRI avagépOnke oynuatiopos
oVPLYYiov (0€ TEPIOYES TOL TPMKTOV, UETAED EVTEPOV-0VPOSOYOV KVGTNG, EVIEPOIEPLATIKG,
opBokoAmikd Ko evteptkd). e 2 acbeveig mov Ehafav Oepomeio pe ZALTRAP (0,3%) kon o€ 1
acOevn (0,2%) mov élafe Bepomeio e elcoviKd PapUako EKONADONKE GYNUATIGUOG cupLyYiov 30V
BaBpod 6TV TEPLOYN TOV YUGTPEVIEPIKOD GCOANVA. XTO GUVOAO TMV TPV KAVIK®V peletdv edong 111,
ereyyOUEeveEG e glkoviKO Qapuako (og acBevelg e opBorolkd kapkivo, Kapkivo Tov TaykpEaTog Kot ToV
TVEDLLOVE) 1] GLYVOTITA ELPAVIOTS cuptyyiov (Ghav Tav Babrmv) fitav 1,1% yo acBeveic mov Ehafav
Oepameio pe ZALTRAP xan 0,2% y1o acOeveig mov Elafay eikovikd eappoo. Xto 0,2% tov acbevaov mov
éapav Oepomeio pe ZALTRAP kot oto 0,1% tv acbevav mov Erafov Bepameio Le EIKOVIKO QAPUAKO
TOPOLCLAGTNKE cLPIYYL0 Pabuod 3-4 (BA. mapdypopo 4.4).

Yrépraon

2y miotikr pedétn aclevav pe MCRC, 610 41,2% twv acBevdv mov éhafav Oepancio pe
ZALTRAP/FOLFIRI ka1 6710 10,7% t00v acbevav mov Elafav Oepaneio pe £1KoviKo
oapuaxo/FOLFIRI, éyel avapepbei vaéptaon (OAwv tov Babudv). Ze acbeveig mov hafav Oepameio
pe to oyfuo ZALTRAP/FOLFIRI &yel mopotnpndei avénuévog kivovvog veéptaong Pabuod 3-4
(ovumeptropPavopévng g veptacns Kot pia mepintwon wionadodc vréptaong). Zto 1,5% tov
acBevav mov Ehafav To oyrfua gikovikov eapuakov/FOLFIRI kot 6to 19,1% t0v acbevav mov
éhoPav Bepancia pe 10 ZALTRAP/FOLFIRI avaeéptnie vréptaon 3ov fabpod (ov amartel
TPOCAPLOYN TNE VTTAPYOVGUG AVTIVTEPTAGIKNG aymYNG 1| Oepomeia e TePIoGoTEPQ A0 VOl
QOPUAKEVTIKG TPoTovTa). L 1 acbevn (0,2%) mov éhafe Bepomeio pe o oynuo. ZALTRAP/FOLFIRI
avapépnke véptacn 4ov Babuot (vreptacikn kpion). Meta&d tov acbevav mov éhafav Oepameio
e 1o oynuo ZALTRAP/FOLFIRI xon avéntuEoay véptaon Pabupod 3-4, to 54% tov acbevav
EUPAVIOE VIEPTOOT] Y10 TPOTY POPE KATE TN S1APKELL TOV 0VO0 TPOTO®V KOKA®V NG Oepameiog (PA.
Tapdypoeo 4.4).

Opoufwtixa ko suforikd emeloodia

Aptnpiraxa Opoupfosuforixa emsioddia

Xy mhotikn perétn acbevov pe MCRC, 610 2,6% t0v acbevav mov élafav Bepaneia e to
ZALTRAP/FOLFIRI kot 610 1,5 % toov acBevav mov hapav gikovikod gdppoko/FOLFIRI
avoeépOnkay aptnprakd OpouPoeppoikd encicodin, AOE, (cuunepiroppavopévemv topodikd
LOYOLUIKO ETELGOO10, EYKEPUAIKO EMEIGOO10, GTNOAYYN, EVOOKaPOIaKOS OpOUPOg, EPEPAYLL TOV
HuoKopdiov, aptnplokn eUPorn, Kot ioyapukn koAitda). Xe 11 acbeveic (1,8%) mov éhaPav Oepaneia
ue ZALTRAP/FOLFIRI ko o€ 3 acBeveic (0,5%) mov Elafav Bepaneio pe eucovikd
@approko/FOLFIRI ekdnAaddnkay eneicodta fabpod 3-4. 1o GHVOLO TV TPLOV KAVIKOV LEAETMV
oaong 11, eleyydpeves pe eikovikd eappoko (og acbevels e opfokoikd kapkivo, Kapkivo Tov
TOYKPEATOG KO TOV TVELHOVA) 1) suyvotTa eppdvions AGE (dlwv tov Babudv) nrav 2,3% yio acbeveic
mov éhoPav Oepamneio pe ZALTRAP xan 1,7% o acBeveig mov Erofav eikovikd eapporo. Xto 1,7% twov
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acBevav mov Elafav Bepareia pe ZALTRAP ko 610 1,0% 100v acBevav mov éhafav Oepomeio pe
€IKOVIKO Pappoko exdnimdnkav AGE Babuod 3-4 (BA. mapdypopo 4.4).

Direfia Opoufosuflorind exergodio

Xt pAePkd BpopPoepforikd emeicoola (POE) neprhappdvovror i ev to Babet piePikn Opopfmon
KoL 1] TVELHOVIKT EUPOAT]. XtV mAoTikY| perétn acBevav pe MCRC, oto 9,3% 10V acBevdv mov
éhoPav Bepaneio pe ZALTRAP/FOLFIRI kot 610 7,3% tov acBevadv mov EAafav elkoviko
oappaxo/FOLFIRI onueiwbnkav ®OE 6Awv tov Babuodv. X210 7,9% tov acbevav mov Elafav
Oepaneia pe ZALTRAP/FOLFIRI ko 670 6,3% TtV acBevav mov éhafav EKoViKO
oappaxo/FOLFIRI exdnimbnioyv ®OE Babupov 3-4. 10 4,6% t0v acbevov mov Elafav Oepaneio pe
ZALTRAP/FOLFIRI kot 610 3,5% t@v acBevdv mov érafav eikovikd odppoko/FOLFIRI
TOPOVGLACTNKE/ TVELUOVIKT EUPOAT|. XTO GUVOAO TV TPLOV KAMVIKAOV peheTdv o L1, eleyydpeveg pe
EIKOVIKO PApLLoKO (o€ 0oeVELS [1e 0pBOKOAIKO KopKivo, KAPKIVO TOL TTOYKPEATOG KoL TOV TTVEDILOVA) 1
ouyvotta epeaviong DOE (0Awv tov fobumv) Ntav 7,1% ya acbeveig mov Ehafov Oepameio pe
ZALTRAP xo1 7,1% v acBeveic wov EAafav eucoviko eOpUaKo.

Tlpwreivovpio

Xy mhotikn pelétn acbevov pe MCRC, 610 62,2% tov acBevav mov éhapav Oepaneia pe
ZALTRAP/FOLFIRI cg c0ykpion pe to 40,7% tov acBevov mov hafav Bepameia pe TO £1KOVIKO
oappaxo/FOLFIRI avapépOnke tpoteivovpia (BAcel KAVIKOV KOl EPYOSTNPLUKDV SEGOUEVOV). £TO
7,9% tov acbevav mov Eafav Oepomeio pe ZALTRAP/FOLFIRI kot oto 1,2% v acbevav mov
EhaPav eucovikd eapuako/FOLFIRI exdnlmOnie tpoteivovpio Babuod 3-4. Neppwoikd chvOpoo
napatnpnnke oe 2 acbeveig (0,5%) mov éhaPav Oepancio pe to oyxfuo ZALTRAP/FOLFIRI e
ovYKplon pe kKavévay and Tovg acbeveig mov Elafav Bepaneio pe To ekovikd eappoko/FOLFIRI.
"Evag acBevig mov éhaPe Bepaneioc ZALTRAP/FOLFIRI tapovciace mpoteivovpia Kot dloyvdoTNKE
véptoon pe OpouPmtikn pikpoayyelonddeio (AMA). 10 GUVOAO TV TPLOV KAVIKOV HEAETMOV QACTG
M1, eleyydpeveg e eKoviKO eappaKo (o€ acbeveic e opBoKoAKd KOPKIvo , KOPKIVO TOV TTOYKPEATOC KOl
TOL TVEVLLOVE) 1] CLYVOTITTO EUPAVIOTS VEPPOGIKOD cuvopdpov Tav 0,5% yio acbeveic mov Elafav
Oepaneio pe ZALTRAP ko 0,1% yio acBeveig mov Ehafav ewovikd géppaio (BA. mapdypogo 4.4).

Ovdetepormevio kol 0DOETEPOTEVIKES ETITAOKES

Yy mhotikn pelét acbevaov pe MCRC, o10 67,8% tv acbevav mov éhapav Oepaneia pe
ZALTRAP/FOLFIRI ka1 610 56,3% t00v acbevav mov Elafav Bepancio pe eucovikd
oappaxo/FOLFIRI, avapépbnke ovdeteponevio (OAmv tv Babumv). 1o 36,7% tov acfevidv mov
éhapav Oeponeia pe ZALTRAP/FOLFIRI o€ oyéon pe to 29,5% tov acbevav mov Ehafav gucovikd
oappoaxo/FOLFIRI exkdnimOnke ovdeteponevia Babuod 3-4. H mo cuyvi ovdeTeponevikn EmmAOKN
Bobpov 3-4 Nrav 1 eppdvion epumdpetnc ovdeteponeviag 6to 4,3% twv acbevav mov Elafav Oepancio
ue 10 ZALTRAP/FOLFIRI cg ovykpion pe 10 1,7% tov acbevav mov Ehafav elkoviko
¢oappoxo/FOLFIRI. Z10 1,5% tov acBevav mov éapav Oepancia pe ZALTRAP/FOLFIRI ko 6t
1,2% tov acbevav mov Elafoav eucovikd eapuako/FOLFIRI onueid@Onke ovdeteponevikn Aoipmwén /
onyn Paduov 3-4 (Bréne mapdypapo 4.4).

Aowawéeig

Y& aobeveic mov AapPavovy ZALTRAP/ FOLFIRI (46,2% oAwv tov Babudv 12,3% Baduod 3-4)
exdNAoOnKov Aoumnéelg og peyoloutepn cuyvotnta and 0, Tt 6€ acbeveic Tov AduPavoy eukovikod
¢oappoxo/FOLFIRI (32,7% 0Awv tov Baduadv, 6,9% Pabuov 3-4), cuprepirapfovopévey
0VPOAOTHMOENG, PVOPAPLYYITIONG, AOTHMENS TOL OVATEPOL AVOTVEVGTIKOD GUGTILLOTOC, TVELLOVIOG,
Aolpwéng otnv meployn tov kabetnpa Kot 000VTIKNAG Aoipuméng.

A16ppoio. kot apvodTwon

Ymv mAotikn pelét acbevov pe MCRC, 610 69,2% tv acbevav mov éhapav Oepaneio pe
ZALTRAP / FOLFIRI kot 6710 56,5% t0v acBevav mov éhafav Bepameia e ikovikod gappoko/
FOLFIRI, éxet mopoatnpnBet diappota (6hwv tov Babunv). 1o 9,0% tov acbevav mov éhafav
Oepaneio pe ZALTRAP / FOLFIRI kot 670 3,0% toov acBevav mov Eafav Oepansia pe gtkovikd
oappoxo / FOLFIRI mapatnpnnke apuddtmon (0Awnv tov fabudv). Zto 19,3% tov acbevdv mov
éhaPav Oepomeio ue ZALTRAP/FOLFIRI og oyéon pe 10 7,8% tov acBevav mov Ehafav Elkoviko
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@appoko/FOLFIRI avaeépbnke didppota Babpov 3-4. Xto 4,3% tov acbevav mov éhafav Bepameia
ue ZALTRAP/FOLFIRI o oyéon pe to 1,3% tov acbevav mov Eafov siovikd eappako/FOLFIRI
avapéptnke apvddtowon Baduot 3-4 (BA. mapdypoaeo 4.4).

Avtidpaoeis vrepevaioOnaiog

2y mhotikn perét acbevadv pe MCRC, 610 0,3% tov acBevav mov érapav Bepareio pe
ZALTRAP/FOLFIRI kot 610 0,5% t@v acBevav mov érafav eikovikd edpupako/FOLFIRI £yovv
avapepbei coPapég avtidpacelg vrepevaicinaiog (PA. mapdypoapo 4.4).

Emifapvvon e emodiwons tpaduotog

H Oepaneio pe ZALTRAP oyetiletan pe ) dvvatdtnta emPapuvens g EToVA®GCNG TPALUATOV
(d1évolEn Tov TPAVLATOG, OVAGTOUMTIKY Otappor]). Ztnv mAotikn perét yio MCRC, o 3 aoBeveig
(0,5%) mov éhaPav Bepaneia pe ZALTRAP/FOLFIRI kot o€ 5 acBeveic (0,8%) mov élafav Bepaneia
pe ewoviko eappoko/FOLFIRI avagépbnke peiopévn emovimon tov minyov. e 2 acbeveig (0,3%)
mov éhafav Oepamneio pe ZALTRAP/FOLFIRI kot o€ kovévay amd tovg acbeveic mov Ehafav
Oepaneia pe eikoviko eappoko/ FOLFIRI avaeépOnke emPdapuvon e erodAmong TV TANY®V
Babuov 3. Xto cuvoro TV TpLdV KAMVIKOV peketdv edaorg LI eleyydpeveg pe etkovikd eappoko (g
acBeveig pe ophokolicd Kopkivo, KapKivo TOL TOYKPENTOG KOL TOV TVEDLOVEL) 1] GUYVOTITA EUPAVIOTS
HELHEVS EmMOVAONG Tpavpatog (OAwv Tav Babuav) nrav 0,5% yo acBeveig mov EhaPav Bepaneio pe
ZALTRAP xo1 0,4% v acBeveic mov Eafav eucovikd apuoxo. Xto 0,2% tov acdevav mov Eafav
Oepamncio pe ZALTRAP ko o kavévay amd toug acbeveic mov Elafav Oepameia pe gucoviKd apUaKo
TOPOLCLACTNKE EMPAPLVON TNG ETOVAWMOTG TV TANYOV Pabpov 3-4 (BA. Topdypapo 4.4).

2dvdpouo ¢ omicbiag avaotpéyiunc eykepolomabeiog (PRES)

To cVvdpopo g omicOiog avaotpéyiung eykeparonddelag (PRES) dev avapépnke oty mlotikn
peAétn edaong I, acbevaov pe MCRC. Ze dhdeg pehéteg, to PRES avapépOnie oe acbeveic mov
éhaPav wg povobepaneio ZALTRAP (0,5%) kot 6€ cuvdvacuod e GAlo ynuelobepamentikd oynuato
(BA. mapdypogo 4.4).

2e aobeveic mov Eafov Oeporeio ue ZALTRAP/FOLFIRI oe oyéon ue 1o etkoviko popuaxo/FOLFIRI
avapépOnkoy mpooletes avemOOUNTES EVEPYELES KL N YDGLOAOYIKES EPYOCTHPIOKES TILES LUE OLOPOPT, =
5% (6Awv twv falunv)

Y& aobeveic mov Ehapav Oepaneio pe ZALTRAP/FOLFIRI g oyéon e 10 €KOVIKO
¢@appoxo/FOLFIRI avaeépbnkav pe dtapopd >5% (61ot o1 fabpol) ot axdrovbeg avemBounteg
EVEPYELEG KOl OL [UT] PLGLOAOYIKEG EPYACTNPLOKES TWES (Ue PBivovca oelpd cuyvOTNTG): AevKOTEViDL
(78,3% évavt 72,4% 6hot o1 Pabpoi,15,6% évavtt 12,2% Babuov 3-4), avénuévn AST (57,5% évavt
50,2% oMot ot Babpot, 3,1% évavtt 1,7% Pabuod 3-4), otopatitida (50,1% évavtt 32,9% 6lot ot
Babpoi, 12,8% évavtt 4,6% Pabuod 3-4), konmon (47,8% évavtt 39,0% oot ot fabuoi, 12,6% évavt
7,8% Pabpod 3-4), BpopPomevia (47,4% évavtt 33,8% olot ot Babpoi, 3,3% évavtt 1,7% Babuov 3-4),
avénuévn ALT (47,3% évavtt 37,1% 6hot ot Babpot, 2,7% évavtt 2,2% Pabuov 3-4), uetwpuévn opeén
(31,9% évavt 23,8% 6rot o1 fabpoi, 3,4% évavt 1,8% Pabupod 3-4), anmdiewa Bépovg (31,9% évavt
14,4% 6lot o1 Babpoi, 2,6% évavtt 0,8% Babupov 3-4), ducepwvia (25,4% évavtt 3,3% drot ot Babpoi,
0,5% évavtt 0 Babpov 3-4), keparodlyio (22,3% Evavtt 8,8% orot o1 Babuoi, 1,6% évavtt 0,3%
Babpov 3-4), eEacBévion (18,3% Evavt 13,2% 6hot o1 fabpoi, 5,1% Evavtt 3,0% Pabuod 3-4),
YHvopopo molopo-telpotiaiog eppdpodvucatcneiog (11,0% évavt 4,3% oAot ot Babuoti, 2,8% Evavrt
0,5% Pabpod 3-4), ko vaépypwon déppatoc (8,2% évavtt 2,8% Orot o1 fabpoi, 0 Evavtt 0 fabpod 3-
4).

Hodratpikdc mAnbvopudc
H acopddeia og modrotpikods acbeveig dev €xet Tekunplodet.

Allot g1dkoi TAnBvopoi

Himawuévor

v mhotikn pelét acevov pe MCRC, amd toug 611 acbeveig mov Edafav Oepameia pe
ZALTRAP/FOLFIRI, ot 172 (28,2%) ftov nAikiog > 65 ko <75, kot ot 33 (5,4%) frav nhiag > 75.
O nAiopévol (Mikiag > 65 etdv) evdéyetal meprocdTePO Vo eppavicovy avemBountes evépyetec. H
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oLYVOTNTA ELPAVIoNG O1dppotag, (AAng, advvapiog, ardAeiag Bpovg Kot apuddtmong NTay avEnUEvN
Katd > 5% oT10vg NMKIOUEVOLG 68 GUYKPIOT LE TOVG vedTEPOVG acbeveic. Ot nAkiopévor Bo Tpémet

Vo TopaKoAovBohVTaL GTEVE Y10 TNV EULPAVIET d1dppotag Kot TBavNG apuddtmong (PA. mapdypopo
4.4).

Negppixy ovoieitovpyio

e aoBeveic mov AapPavovy Bepaneio pe ZALTRAP, o avemBounteg evépyetec oe acbeveig pe Nma
VEQPIKT dVGAEITOVPYiD KOTA TNV apyikn EvTOln G€ TPEIS KAVIKEG peAéteg, pdong LI, eleyyouevec pe
€KoviKO dppoko (N=352), nTov cuyKpiolueg Le avTéc TV acbevav ympig veppikn duoieitovpyia
(N=642). 'Evac meplopiopévog apBpog acbevav pe pétpia/cofapn veppikn ducAertovpyio KoTd TNV
évapén (N = 49) vroPAnOnke oe Oepaneio pe ZALTRAP. Ze avtolg toug acbevels, un-veppucd
EMEICO0LN NTOV CLYKPIOLUA, GE YEVIKEG YPOAUUES, LETAED 0oOeVAV e vEPPIKT ducAelTovpyia Kot
ekelvav yopig veppikn duciettovpyia, ktog amd v vynAdtepn Katd 10% cuyvotnta epedviong mov
onuewmdnke oty aevddtmon (6Aov tav Babumv) (BA. tapdypapo 4.4).

Avocoyovikotto
Onwc ovpPaiver pe 6Aeg TG BepomenTIKEG TPMTEIVES, LIAPYEL TOOVOTNTA AVOCOYOVIKOTNTOG LLE TO
ZALTRAP.

2UVOMKA 6 OLEC TIG KAMVIKEG 0YKOAOYIKEG HEAETES, G aobevelg mov élafav Bepameia TOGO pe
€1KoVIKO pdppoko 6co kot pe ZALTRAP (3,3% ko 3,8%, avtictoyya), otnyv avaivon (Letd myv
£vTaén) aVTICOUATOV KOTA TG POPLOKEVTIKNG Opdong (ADA), mapotnpnonie mopouoto cuyvotnta
AmOKPIONG XOUNAOD TITAOV AVIICOUATMV. Xg KavEvay acBevT] OV aviyveLTNKOV ATOKPIGES VYNAOL
tithov avTicopdtov og tpog to aflibercept. Aekoentd (17) acBeveic mov EhaPav Bepamneia pe
ZALTRAP (1,6%) xou oo (2) aoBeveig (0,2%) pe eiovikd oapuaxo, nrov eriong Oetikol otnv
avéAvon e£0VdETEPOOTG AVTICOUOTOG. TNV TAOTIKY HeAET o€ acbeveig pe MCRC, og acbeveig mov
élaPav Bepameio pe eucovikd papuaxo/ FOLFIRI [18/526 (3,4%)] ot Oetikéc amokpioelg otnv
avéivon ADA ftav 6g vynAdTepa enineda o€ oyéon ue ekeivovg mov Eafov ZALTRAP/FOLFIRI
[8/521 (1,5 %)] Znv mrotikn pedétn MCRC, vynAdtepa Tav eniong ta Betikd amoteAéopata ot
1éEB0d0 Tpocdlopiool E0VdETEPMOTG aVTICOUATOS 68 aobeveic mov Elafav Bepaneia pe TO gUKOVIKO
oappaxo/FOLFIRI [2/526 (0,38%)] o€ oyéon pe exeivovg mov érafov ZALTRAP/FOLFIRI [1/521
(0.19%)]. Aev vmp&e kapio Topatnpndeica enidpacn 610 PAPUUKOKIVITIKO TPOPiA Tov aflibercept
o€ acbeveig mov Nrov BeTikol 6TIC AVAADGELG AVOGOYOVIKOTNTOGC,

Agdopévav TV mapouolwv arotelecudtov otny avaivon ADA og aoBeveic mov éhafav eikovikd
oappaxo 1 ZALTRAP, Bacel autdv TV avorldce®mV EVOEXETOL VO DVTEPEKTILATOL 1] TPOLYLLOTIKNY
ouyvoTNTa TNG avocoyovikotntag pe ZALTRAP.

Ta otoyeia avosoyovikdTnTag e0pTOvVToL 08 HEYAAO Babud amd v evacOnaio kot Tnv
EKAEKTIKOTNTA TNG HeBOdOL Tpocsdiopiopod. EmmAéov, n mapatnpoduevn eugdvion Oeticmv
AVTIoOUATOV o€ pio avaAvon evoéyetor va etnpedletal amd d16.popovg TapayovTES,
GUUTEPTAAUPOVOUEV®Y TOV YEPIGLOD TOL SEIYLATOG, TOV YPOVOL CUYKEVIPMONG TV OELYHATMV, TNG
GLYYOPNYNONG PUPUAKEVTIKMOV TPOIGVTMV Kol TG LITOKeipeVNG vOsov. e Tovg Adyovg avtoie, M
GOYKPIoN NG GLYvVOTNTAG ERPdviong avTicoudtov pe ZALTRAP pe ™ ouyvoétto epeaviong
AVTICOUATOV e GALO TPOTIOVTO UITOPEL VO EIVOL TOPATACVITIKT.

AvoQopd mBavorloyoLUEVEV aVETBOUNTOV EVEPYEIDY

H avopopd mBavoroyodpevemy avemiBountmy evepyeumdv HeTd amd T xopyNnom Adeluc KuKAOPopiog
TOL QPOPUAKEVTIKOV TPoidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorovdnomn e oyéong
0PEALOVC-KIVODVOL TOV QOPUOKEVTIKOD TPOTOVTOG. ZNTEITOL 0O TOVG EXAYYEALOTIEG TOL TOUED TNG
VYELOVOLIKNG TTEPIBOAYN G VO AVAPEPOVY OTTOIEGONTOTE TOOVOAOYOVUEVES OVETIBOUNTES EVEPYELES
LEG® TOV €6VIKOD GLOTHUATOG AVOPOPAS TOV avaypapetal 6To [lapdptua V.
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4.9 Ynagpodocoroyia

Agv vapyovv TANPoEopieg oYETIKA [Le TNV ao@AaAEila TG ovoiog aflibercept og 06G€1g Aved TV

7 mg/kg ka0e 2 efoopnadec | 9 mg/kg kabe 3 gfdopddec. Ot mo GuyVEG avemIBOUNTEG EVEPYELEG TTOV
TapaTNPNONKAY 68 AVTEC TIG OOGELG NTAV TOPOUOIEG LE AVTEG TOV TopTNPHONKaY Gg BEPUmEVTIKEG
docelg.

Agv vrtdpyet €101K6 avtidoto yia v vepdocoroyio pe ZALTRAP. Ilepintdoelg viepdocoroyiog Oa
TPENEL VO, AVTIUETOTILOVTOL [E TOL KATUAANAL VITOGTNPIKTIKA PETPA W1aiTEPO OGOV aPOPd GTNV
mTapakolovOnon kot Bepomeio g vIEPTaoT G Kot Tpwteivovpiag. O acBevig Ba mpémel va mapapeivel
VIO OTEV WITPIKN EMIPAEYN Yia TNV TapaKoloOONGN TLYOV avemBOUNT®V gvepyelmv (PA. Tapdypoapo
4.8).

5.  ®APMAKOAOI'IKEX IATOTHTEX
51 ®@appoxodvvopikEs 1010TNTES

DoppokobepamenTikn Katnyopic: AVIIVEOTAAGUATIKOL TAPAYOVTES, GALOL AVTIVEOTANGLOTIKOT
napdyovteg, Kmducog ATC: LO1XX44

Mnyavicudc dpdong

Ot ayyetaxoi evdodniiakol avénrikoi mopdyovreg A kar B (VEGF-A, VEGF-B) kot 0 avéntucog
mapdyovtag Tov mhakovvta (PIGF) givon pédn e owkoyévelag ayysloyevetikav tapayoviov VEGF
OV SPOLV MG IOYLPOL LUTOYEVETIKOL, YNUEIOTUKTIKOL KOl 0Ly YELOKOL TAPAYOVTEC OLOTEPATOTITAS VIO TOL
gvdoOnaxd kottapa. O VEGF-A dpa pécm 600 vmodoyémv e TVpoSIvVIKNG Kivdong, 1o VEGFR-1
ka1t VEGFR-2, ov Bpickovtar oty empaveia tov evéodniakadv kuttdpov. Ot mtapdyovieg PIGF ko
VEGF-B cvvééovrtar povo pe tov VEGFR-1, o omoiog Bpicketan eniong oty emedvela tov
Aevkokvttdpwv. H vtepfoAiikn evepyonoinom avtdv Tmv vtodoyéwyv ard tov napdyovia VEGF-A
umopel va 0dnynoet o€ TaboAoyikn veoayyeiwon Kot vtepPoAKn ayyslakn damepatotnta. O
napdyovtag PIGF cuvdéeton emiong pe v mabBoroyikn veoayyeimwon Kot T 6Tpatordynon
QAEYLOVOODV KLTTAP®V GE OYKOVG.

To aflibercept, emiong yvootré g VEGF TRAP oty emompovikn Bipioypapia, eivar pio
AVAGLVOVAGLEVT TPMTEIVT cVVTNENG amotehovpevn and cuvdetcég poipeg tov VEGF mpoepydpeveg
and ta eEmrutTapla Tunpato TV avipodmvev vrodoyéwv VEGF 1 kot 2 evopéva pe v Fe poipa
g avBpomvng avocosearpivng (IgG1). To aflibercept mapackevaleton pe teyvoroyio
avacvvdvacpévov DNA ce svotpa £ékppacng Onraotikdv otnv wobrkn kvélikov yapotep (CHO)
K-1. To aflibercept ivon pio dpepnc yAvkompwteivn poplakov Bapovg tpmteivng 97 kilodaltons
(kDa) ko mepiéyet yAvkolvAimwon, mov cuykpotel emmiéov 15% g cuvolkng poplokng Lalag,
£YOVTOG MG AMOTELEGILO GLUVOAKO poplakod Papog 115 kDa.

To aflibercept dpa wg d10AvTdc VTOdoYEUS-aryida Tov cuvdéetan pe Tov mapdyovia VEGF-A e
LEYOADTEPT CLYYEVELD OTO O,TL e TOVG £YYEVEIS LTOdOYELS TOV, KABMS Kol [LE TOVG GLYYEVELS GUVOETEG
PIGF and VEGF-B. Apavtog og cuvdétne-rayida, to aflibercept epmodilet tn ohvdeoTn TV EVOOYEVDV
GUVOETAV |LE TOLG GVYYEVEIG LTOSOYELG TOVC Kot £TGL ATOKAEIEL TN HETADOCT] LE TN LECOAGPN oM
VIOJ0YEDV.

To aflibercept avactéliel v gvepyomoinon twv vodoyéwv tov VEGF kot tov molhamlaciocud tov
EVOOOMALIKOV KVTTAP®V, AVOGTEAALOVTAG £TCL TNV AVATTLEN VE®V AyYEI®V OV TPOPOSOTOVY TOVG
oyKkovg e 0&uyovo Kot Bpentikég ovaiec.

To aflibercept cuvdéetar pe Tov avBpdnivo Tapdyovia VEGF-A (ctabepd icopponiag/dractdoemg Kp
0,5 pM yia tov VEGF-A 165 ka1 0,36 pM yio tov VEGF-A151), T0v avBpomvo mapdyovta PIGF (Kp 39
pM v1a tov PIGF-2), kot tov avBpomivo VEGF-B (Kp 1,92 pM) yia to oynuoticpd otabepod
0dpavoDg GUUTAOKOV, TO 01010 OeV £YEL aVLYVEDTIUTN PLOAOYIKT| OpOCTIKOTNTA.
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DoppoKoduVaIKEG ETOPATELS
H yopnynon aflibercept oe movtikovg pEpovieg EevoUeTapOo eV, | OALOYEVEIC OYKOVC, AVECTEIAE
NV avAaTTLEN TOV S0POP®Y THTWOV KOPKIVOV.

Klvum amotedeopotikd o Kot ao@arelo

H amoteleopatikomta kou 1 acpdieio tov ZALTRAP a&iohoynnke og pia toyoomompévn, Suman-
TUQAT, ELEYYOUEVT LE EIKOVIKO QAPLOKO LEAETT O acbevelg pe petaototikd opfokoiikd kapkivo, ol
omoiot elyav Tponyovuévmg Adpfet Bepomeio pe Baon v oolmAativn pe 1 yopic Tponyoduevn
yopnynon bevacizumab. Zvvolikd 1226 acBeveig Tuyatomomnkay (1:1) kou Erapav eite ZALTRAP
(N=612, 4 mg/kg o¢ 1 dpag evooprépia Eyyvon Ty TpdTH NUEPA) 1] EKoViKO edpuako (N=614) ce
oLVdvaou6 e S-pBoploovpakil kat tpvotekévn [FOLFIRI: pvotekdvn, 180 mg/m* eviopléPia
£yyvomn tovidyiotov 90 Aemtdv Kot euAMviIKS 0&D (dl-pakepikd), 400 mg/m? evoopAEPLac £yyvong yia
SloTUe 2 @pOV TOVTOYPOVE KATA TNV TPAOTN NUEPA UE TN YPNON YPOUUNS-Y, akoAovBobuevr omd S-
FU 400 mg/m? evoo@AéBia d6om €podov kot akorovBovpevn and 5-FU 2400 mg/m? cuveyodg
evOoQAEPLaG £yyvong Yia ddotnua 46 wpdv]. Ot kdKAot Bepomeiog Kot ota 00 GKEAN
enovolopfavovray ke 2 gfdopddec. Or acBeveig Ehafav Bepameio péypt n vocog va eEehybel 1 va
onuewmdet pn amodektn to&ukdTnTa. To KHplo TeElkd onpeio yio TNV amoTEAEGUATIKOTNTO TAV 1)
ovvolikn emBiowon. H katdraén ot Oepancio Tov oTp@pUatomompuévn avaAoyo Le TNV QUGIKN
katdotoon kotd v kKhipoka ECOG (0 évavtt 1 évavtt 2) kot BAGEL TG TPONYOOUEVNC OYOYNG UE
bevacizumab (voi 1} 6x).

Ta dnpoypaekd ototryeia Nrov KoAd 1oppormnuéva petald tmv opddwv Bepaneiog (Awio, LAY,
ovoikn Katdotacn ECOG, kot mponyoduevn katdoTaoT oYeTkd (e To bevacizumab). Ao tovg 1226
aoBeveic mov TuyatomoOnKay otn peAétn, n péon nikio nTav 61 £, 10 58,6% NTav Avdpeg, T0
97,8% elyav apykn evoikn katdotaor katd ECOG (Performance Status, PS) a6 01 1, eved 10 2,2%
glye apykn evoikn katdotacn ECOG (PS) 2. Meta&d tov 1226 acbevav mov tuyatomombnkay, To
89,4% ka1 90,2% tov acBevov mov Ehafav to oynua eucovikd edpporko/FOLFIRI kot
ZALTRAP/FOLFIRI, avtictotya, elyav Aapet Tporyodpueva ynuetobeponeutikd oyfua pe Bdon v
ofolmiativn oto petactatikd/eEelypévo otado vosov. Ilepinov 1o 10% tov acbevav (10,4% won
9,8% TV acbevav mov Erafav To oxnua eikovikd eappoko/FOLFIRI kot ZALTRAP/FOLFIRI,
avtiotorya) eiyav AaPel Tpoyevéatepa emtkovpikn ynueodepaneio pe Pdon v ofolmhativn Kot m
v660g ToV¢ eEehiyOnice kAT T S1dpKELL 1] EVTOG 6 UNVOVY OO TN CLUTANPMGT] TNG EMKOVPIKNG
wpreobeparneioc. Ta oynuata pe Baon v oEalmAativn yopnyndnkov o cuvovacud pe
bevacizumab cg 373 acOeveic (30,4%).

Ta cuvoOMK(G ATOTEAEGLOTO TNE UTOTEAECUATIKOTNTOG Y10 TV aywyn ZALTRAP/FOLFIRI ¢
ovykpion pe 1o ewkovikd pappako/FOLFIRI cuvoyilovtal oty Ewkdva 1 ko tov ITivaka 2.

19



Ewova 1 - H cuvolikn emPicoon (uiveg) - Kapmdin Kaplan-Meier ava opdda Oepaneiag - ITT

TAnBvouodg
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IMivakog 2 - Kopa tedikd onueio” amoteleopatikémmrog — ITT minbuopog

Ewoviko ZALTRAP/
¢oappoxo/FOLFIRI FOLFIRI
(N=614) (N=612)
2uvolkn emiBioon (OS)
Ap1Bpog Bavatov, n (%) 460 (74,9%) 403 (65,8%)
Awdpeon Tiun cvvoiikng emPioong (95% CI) 13,50 (12,52 g
(uvee) [CL: Avdonuo Epmietosivng] 12,06 (11,07 émg 13,08) 14,95)
ZTpopaTomouévn avoroyio Kivdvtvov (95%
CI) 0,817 (0,714 éwg 0,935)
TIUN p OTPOUATOTOMNUEVOL EAEYYOL log-rank 0,0032
EmBioon yopic e£€MEN g vocov (PES)?
Ap19uog enersodiov, n (%) 454 (73,9%) 393 (64,2%)
MAdpeon Ty PFS (95% CI) (uveg) 4,67 (4,21 éwg 5,36) 6,90 (6,51 ¢wg 7,20)
Zrpopatomomuévn avoroyia Kivdbvov (95%
CI) 0,758 (0,661 éwg 0,869)
TN P OTPOUATOTOMUEVOL EAEYYOL log-rank 0,00007
[Mocooté uvohikng Avtanokpiong (CR + PR)
(95% CI) (%)’ 11,1 (8,5 éwg 13,8) 19,8 (16,4 éwg 23,2)

TN P OTPOUATOTOUNHEVOL EAEYYOV KOTA
Cochran-Mantel-Haenszel 0,0001

* Trpouatoromuévn oe euoik kotdotaot kotd ECOG (0 évovtt 1 évavtt 2) Ko ptv T xopiynon
bevacizumab (vai évavtt Oy).

PPFS (ne Péon tv extipnon tov dykov amd o IRC): To épto smovdondtnrag opiletar og 0,0001

" VoA avTIKEEVIKO T0606TO omokplong kotd IRC

AteEnydnoav avoldoelg oyetikd e T ouvoAlkn emiimon (OS) kai v emPioon yopic eEEMEN T™¢
vooov (PES) and mapdyovieg dwaotpopdtowonc ECOG. Eva apiBuntikd pikpotepo Bepameutikd
amotéreoua oty (OS) avaeépbnke pe to oyfua ZALTRAP/ FOLFIRI o¢ acBeveic pe mponyoduevn
éxbeon oe bevacizumab ce oyéon pe acbeveig ympic mpornyobuevn ékbeon oe bevacizumab, yopic
oTotyeln eTepOYEveELng 6To BepamenTikd amotéleoua (Un onuoavtikn doxipacio oAinienidopacnc). Ta
amoteléopata e mponyovpevn ékbeon e bevacizumab napovoidlovrar otov [ivaxa 3.

ITivakag 3 — XvvoAkn emiPioon kot EmPioon yopic eEéAEn g vocov pe Bacn tnv mponyovpevn
ékBeomn og bevacizumab® — ITT mAnBuoudg

Ewovik6 @appoxo ZALTRAP/FOLFIRI

/FOLFIRI (N=612)
(N=614)
Yvvoikn EmBicoon (OS)
Acbeveig pe mponyoduevn aywyn pe bevacizumab 187 (30,5%) 186 (30,4%)
(n (%))
Adpeon Tyun (OS) (95% CI) (unveg) 11,7 (9,96 éwg 13,77) 12,5 (10,78 éwg 15,47)
Avoroyia kwvovvov (95% CI) 0,862 (0,676 éwg 1,100)
AocBevelg yopig mponyovpevn aymyn pe 427 (69,5%) 426 (69,6%)
bevacizumab (n (%))
Avgpeon Tyun (OS)ZE (95% CI) (uvec) 12,4 (11,17 éwg 13,54) 13,9 (12,72 ¢wg 15,64)
Avalroyia kwvovvou (95% CI) 0,788 (0,671 éwg 0,925)

EmPioon yopic eEEMEN ¢ vooov (PFS)
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AcBeveig pe mponyobevn aywyn pe bevacizumab
(n (%))
Avgpeon Ty PES (95% CI) (unveg)
Avalroyia kivovvou (95% CI)
AcBevelg yopic Tponyoduevn aymyn Le
bevacizumab (n (%))
Avgpeon Ty PES (95% CI) (unveg)
Avaroyia kivovvou (95% CI)

187 (30,5%) 186 (30,4%)
3,9 (3,02 é0¢ 4,30) 6,7 (5,75 éwc 8,21)
0,661 (0,512 g 0,852)
427 (69,5%) 426 (69,6%)

5,4 (4,53 é0¢ 5,68) 6,9 (6,37 ¢oc 7,20)
0,797 (0,679 éwc 0,936)

*onwg kabopiotnke avd IVRS

IIpaypatomomOnke emiong avaAvon T GLVOAKNG emPBimong Kot TG emPiwonc ympig eEEMEN TG
vooov yia v euoikn Kotdotaon kKatd ECOG. H avaloyia kivovvov (95% CI) yia ) cuvoAtkn
emPioon eivon 0,77 (0,64 €wc 0,93) yia v evoikn katdotaon kotd ECOG 0 kot 0,87 (0,71 émg 1,06)
Y TNV QLoikn katdotoon katd ECOG 1. H avaioyia ktvdovov (95% CI) tng emiPimong yopic
e&EMEN ¢ vooov gival 0,761 (0,63 - 0,91) yio v puown katdotaon katd ECOG 0 ko 0,75 (0,61 -

0,92) v v pvoikn katdotoon katd ECOG 1.

Ot post-hoc avaAvoelg acBevav pe 1 yopic Tponyoduevn Bepamneia e bevacizumab, pe e€aipeon Tovg
aocBeveic pe e£EMEN g vOooL Katd T dtdpkeln | €vog 6 unvav, cuvoyilovtot otov [livaka 4.

IMivakog 4 — Post-hoc avalvoelg pe e€aipeon tov acbevadv™

P tov éhaPav emucovpuch) ynuetodepancia.

Ewkoviko ZALTRAP/
¢oappoxo/FOLFIRI FOLFIRI
(N =550) (N =552)

Acbeveig pe mponyoduevn aywyn pe bevacizumab
eEapovUEVOLS EKEIVOVC TTOV EAOPOV ETKOVPIKT
Bepamneia povo (n (%))
Avgpeon Ty cvvolikng emPioong (95% CI)
(pveg) [CIL: Avdonuo Epmotoctvig]
Avadroyia kivovvou (95% CI)

Avgpeon Tyun emPimong yopic eEEMEN TG vOoOoL

PFS (95% CI) (uqveg)
Avoroyia kwvovvov (95% CI)

AcBeveig yopic Tponyovuevn aymyn e bevacizumab

eEapovUEVOLS EKEIVOVC TTOV EAOPOV ETLKOVPIKT
Oepaneia povo (n(%))
Avgpeon Ty cvvolikng emPioong (95% CI)
(pveg) [CIL: Avdonuo Epmotoctvig]
Avalroyia kwvovvov (95% CI)

Avgpeon Tyun emPimong yopic eEEMEN TG vOcOoL

PFS (95% CI) (uqveg)
Avaroyia kwvovvov (95% CI)

179 (32,5%) 177 (32,1%)

11,7 (9,66 éoc 13,27) 13,8 (11,01 do 15,87)

0,812 (0,634 g 1,042)
3,9 (3,02 60 4,30) 6,7 (5,72 éwg 8,21)

0,645 (0,498 éwg 0,835)
371 (67,5%) 375 (67,9%)

12,4 (11,17 éwg
13,54)
0,766 (0,645 £wg 0,908)
5,3 (4,50 £0¢5,55) 6,9 (6,24 énc 7,20)

13,7 (12,71 4wg 16,03)

0,777 (0,655 éwc 0,921)

*Onwc kobopileton avé IVRS

PH ovvolr empiowon otov ITT minbuopd eEopdvrag Toug acdeveic pe sEEMEN Thg vOGoL Katd T
dudpkela 1 evtog 6 unvaov oo v extkovpikn Bepomeia katédeiée avaroyia kvdvvov (95% CI) 0,78
(0,68 £¢mg 0,90) [duapeon Ty cvvorikng emBioong (95% CI) pe Ewovikd pdppoko/FOLFIRI 11,9
unveg (10,88 éwg 13,01) kot ue ZALTRAP/FOLFIRI 13,8 unvec (12,68 émc 15,44)].

Ot avoADoELS GAA®DV VTOOLAd®V Y10, TN CLVOMKN emPimon kal TV emPinon yopic eEEMEN Tg vOGoL
avéioyo pe v nAkia (<65 > 65), 10 eOAO,, VTOPEN LETAGTACTG LOVO GTO NTTaP, TPOT|YOVUEVO
1GTOPIKO VTEPTACNG, KOOGS Kot TOV apliud TV opyavmv Tov sumiékovtal, £0e15E
amotelecpatikotnTo Ogpaneiog mov guvoel to oynua ZALTRAP/FOLFIRI cg oyéon e to oyniua

gikoviko edppoaxo/ FOLFIRIL
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€ avAaALGN VTO-OUAS0G TG GLVOALKNG emPiwong, mapatnpnonke Betikd amotéleopa o acbeveic
NAiog <65 etdv Kot > 65 gTmv, o1 onoiot Erafav to oynua ZALTRAP/FOLFIRI kot copupmva pe
avTO 6TO YEVIKO TANOLGUO.

Howdwrpikde mAnBocudg

O Evponaikoc Opyaviopog Gapudkmv £xel dOCEL amaAlayr ond Ty vroypémaon va de&oybovv
perétec pe ZALTRAP o€ 6Aeg Tig vmokatnyopieg Tov Toudlatptkov TANOVGLOV LE AOEVOKOUPKIVM LA
TOV TTAYE0G EVIEPOL Kat TOV 0pBoD (PA. mapdypao 4.2 yia TANPoPopies GYETIKA LUE TNV TOUILUTPIKN
xpon).

5.2 ®@appoxoxivTikEG 1016TNTEG

O1 QOPUOKOKIVITIKEG IO10TNTEG TOV TEPLYPAPOVTOL TOPUKAT® TPOEPYOVTUL OE PLEYAAO Pabud amd T
QOPUOKOKIVITIKT] ovéAvon TAnBucpov pe ototyeio amd 1507 acbevei pe d1dpopovg TOTOVG
Kakonedv TpoywpNUEVOL 6Tadiov.

Amoppognon

e TPOKAMVIKG povtéda Oykwv, ot frodoyikd dpaotikég 06celg Tov aflibercept cuoyetilovion pe ekeiveg
7OV EIVOL AmOPAITNTES Y10 TV TOPAYDYT TOV KUKAOPOPOVVTIMV CLUYKEVTIPMGE®V TOL EAEHOEPOL
aflibercept mAéov tov decpevpévou otov VEGF aflibercept. Ot K0KAOQPOPOVGES GLYKEVIPMGELS TOV
deopevpévov otov VEGF aflibercept av&avovtan pe tn 6601 tov aflibercept £mwg 6tov deouevdel to
peyaAvtepo uépog tov dabéopov VEGF. Tepartépw avénoeig ot doon aflibercept odnynoav og
J060EEAPTDLEVEG AVENCELS TV KUKAOPOPOLGMY GLYKEVIpOCEMVY adéopevtng aflibercept pe eEaipeon
el oTng Tapamdve avEnong ot cuykEvIpwon g decpevpévng otov VEGF ovaoiag aflibercept.

e aoBeveig, T0 ZALTRAP yopnyeitan o 660m tv 4 mg/kg evéopiefing kdbe 600 efdopddeg yio v
omoia vapyel TAeovalovoa Kuklopopovoa adécuentn ovoia aflibercept cuykpitikd pe v
avtiotoyn deopevpévn otov VEGF.

21 ovvioTdpevn 06on Tov 4 mg / kg kébe 600 efOonades, 1 GLYKEVTIPMOOT TG AOECUEVTNG
aflibercept Ntov 6yedov o¢ eminedo oTobepnc KaTASTOONG LEYPL TO dEVTEPO KOKAO TNG Bepameiog
Y®PIC 0LOGTIKT CLEGMPEVST (avaroyio cuso®pevong TV 1,2 og aTabepn) KOTAGTAON GE GYEON UE

TNV TPOTN XOPNYNoM).

Koatavoun
O oyKo¢ katavoung g adéapevtng aflibercept oe otabepn Katdotoon eivor mepimov 8 Altpa.

Buopetooynpotiopdc
Agv &povv die€oybel perétec petaforiopot pe aflibercept dedopévov ot givan pio TpTEivI.
Avapévetar d1domaon g ovoiag aflibercept og pkpd memtioto Kot LEPOVOUEVE, ApVOEEQ.

Amofoin

H adéopevtn ovoia aflibercept anekkpiveton kopimg 610 cUVOECEMG LE TOV EVOOYEVT TTaPAyOVTQ
VEGF @ote va oynuatiost £va 6tabepd, adpavég coumioko. Onmg kot pe dAAeS peyaieg mpmTEIVEG,
1060 1 0dEGHELTN 000 Kot 1) decpevpévn aflibercept, avapévovtal vo ameKkpivovTal o apyd, amod
GAAOLG BLOAOYIKOVG UNYOVIGUOVE, OTTMG A.Y. O TPMOTEOAVTIKOG KaTaoMoudg.

e 06o¢elg peyorvtepeg amd 2 mg/kg, 1 kdBapon g adéopevtng aflibercept fjtav mepinrov 1,0 Limuépa
pe teAko ypovo nuImng 6 NUEPDOV.

Ot Tpateiveg vYNAOD HoplakoD PAPOVG deV OTTEKKPIVOVTOL 10, TNG VEPPIKNG 000V, MG EK TOVTOV 1|
amékkpilon tov aflibercept 1o TV vePpOV avapévetal vo, ivotl EAayIoT.

Cpoppikoto/pn-ypapuukdtnta

ZOUEMYT LE TNV KATOVOUN TOV GTOXEVOVTOG ETL TNG VOCOL Qapudkov, 1 adéouevtn aflibercept
OTEKKPIVETOL TAYVTEPO (UN-YPALULUKT OTEKKPLOT)) G 00GELG KAT® TV 2 mg/kg, mbavov Adym g
vynAng ovyyévelog g aflibercept pe tov evooyevi mopdyovta VEGF. H ypoppikn arékikpion mov
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mapotnpiOnke o€ 6060 0Y1KO £0pog omd 2 £m¢ 9 mg/kg, eivar mBavd va o@eiletal oe U KOPEGILOVE
Brodoyucote punyavicpods g anékKpiong, 0TS 0 KATABOAMGUOG TV TPOTEIVMV.

Al\ot e1d1koi TAnfucpoi
Himkiouévor
Agv vipe kapia enidpacn g nAkiog 6T eappakokvnTikn g adéopevutng aflibercept.

Doin
Agv gvtomiotnke enidpacmn g eOviKOTNTOC TNV 0vAALGT TOVL TANOLGLOD.

Dolo

To @¥OA0 MTav 0 TOo GNUAVTIKOS GLUTAPAYOVTAS Yo TV eENynoT Tng d1aKLUAVOTG 6TV KABopon Kot
T0 OYKO g adéopevtng aflibercept pe 15,5% vyniotepn kédbapon kot 20,6% vymrodtepo dyko
KOTOVOUNG GTOVG AvOpeg amd 0, Tl oTIG Yuvaikec. Ot d10popég avTég dev ennpealovy Tn Ayn Tov
QopuaKov eneldn apevog 1 docoroyia vroloyiletal fdoel BAPoVG Kol APETEPOL dEV UMALTEITAL KOLpia
Tpomonoinomn g 60omng pe Baon To eOAO.

Bapog
To Bépog eiye enintmon oy KadBapon g adéopevtng aflibercept Kot 6Tov 6yKo KOTAVOUNS
odnyovtog o 29% avénomn g éxbeong aflibercept oe acbeveic mov {uyilovv > 100 kg.

Hratikn dvalertovpyio,

Agv &yovv yiver emionpeg peréteg yoprynong ZALTRAP ce acbeveig pe nrotikn Svciertovpyio. Xe
L0 QOPUOKOKIVITIKY] oviAvon TAnBuc o e ototyeia amd 1507 acbeveig pe dibpopovg ToOmoVg
Kakonfeldv mpoywpnuévov otadiov vid Bepaneio pe ZALTRAP pe 1 yopig ynueobepaneia, 63
acBeveig pe Ao nratikny dvciertovpyio (oAkn yorepuOpivn > 1,0 x - 1,5 x ULN Kot 6otog Tiung
AST) xon 5 acbeveig pe pérpro nrotikn dSvoiertovpyia (ohkn yoiepvOpivn> 1,5 x - 3 x ULN kot
omowog Tiung AST) voPAndnkav og Bepancio pe ZALTRAP. Ztovg ev AMdym acbeveic e nmatikn
dvuodettovpyia Mmog Kot péTplog popeng dev vap&e kapia enidpacn otnyv kdbapon tov aflibercept.
Agv vrdpyovv dabécipa otoryeia yio acBeveig pe coPfopn nrotikn dvciertovpyio (OAKY
yorepvBpivn> 3 x ULN ko ké0e AST).

Negpirn dvalertovpyio,

Agv &yovv vivel emionpeg peréteg yopnynong ZALTRAP ce acbeveig pe veppikn dvsiettovpyia.
DoppokokvnTikn avaiven tAnbuvcudv deénydn pe ototyeia amd 1507 acbeveig pe d1dpopovg TOTOVG
Kakonfeidv mpoywpnuévov otadiov ved ZALTRAP pe ) yopic ynpeobepancio. O mAnBuopog avtdc
ocopmephappave: 549 acBeveic pe e veppikn dvciettovpyia (Kpeatwvivn-CLcr peta&d

50-80 ml/min), 96 acBeveic pe pétpia veppikn dvciettovpyio (Kpeatwvivn-CLcr peta&d

30-50 ml/min), ka1 5 acBeveic pe coPapn veppikn dvciertovpyia (Kpeatvivn-CLcgr <30 ml/min).
AVTN 1 POPUAKOKIVITIKY 0vGALGT deV £3€1EE KAVIKA OMHavTIKEG d1apopég oY Kabapon 1
ovotnuotikn ékBeon (AUC) g adéouevtng aflibercept otn do6om twv 4 mg/kg ZALTRAP yia toug
oaobeveic e pETpila Ko NI VEQPLKT OLGAELTOVPYia G€ GUYKPLOT LE TO GUVOAO TOV TANBLGLOV TN
perénc. Aev pmopel va e€oyBel copmépaca Yo Tovg acteveig e coPapn veppikn duoiettovpyia
AOY® TV TOAD TEPIOPIGUEVOV SL0BECTU®OY GToLKElV. TOVG EAAYIGTOVG asbevelg e cofapn veppikn
dvodettovpyia, 1 £kBeon Tov PoppRAKOL NTOV TOPOUOLN e EKEIVI OV TopatnpnOnKe oe acheveic pe
(ULOIOAOYIKT] VEQPIKT AgLToVpYyid.

5.3 IIpoxivika dedopéva yio TNV ac@drera

To&woloyia kon gapuaxoroyia Tov (dov

H efdopadiaio/xdbe 600 fdouddeg evooprépia yopnynon g aflibercept o mbnkovg cynomolgus
duapkelag Emg 6 unveg, 001 ynoe o€ aAlayég 6to 0oto (emdpdcelc otnv avéntikn {dvn, 6Tov a&oviko
KOl TPOCAPTIUEVO OKEAETO), PIVIKT KOIAOTNTO, VEQPOVG, mOONKES, kal emveppidta. Ta mepiocoTepal
gupnuata mov oyetiCovtav pe to aflibercept mapatnpnOnkav amod ) younAotepn 666m mov eA&yyonke
KOl AVTIOTOLYOVV G€ £KBEGELS TOL TAAGLOTOC TOPOLOLES e eKetveg oe aoBeveic 6T BepamenTikng
d0om. O teplocotepeg emaydeves amd to aflibercept emdpdoelg NTav avacTpEYIes HETA amd 5
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UAVES YOPIC POPUOKEVTIKY Ay®YT, LE TV EEAIPEST] TV EVPNUATOV ENL TOV GKEAETOV KOl TNG PIVIKNG
KowotnTag. Ta mepiosotepa evpripato Bempndnkav 6Tt oyetilovton e TNV QAPUAKOAOYIKT SpAcT) TOV
aflibercept.

H yopfiynon aflibercept oe kovvéAa 0011yNOE G€ 1o KOBVGTEPTOT GTNV ETOVAWNGT] TPUDLOTOG . €
LLOVTEAD YELPOVPYIKADV TPAVUATOV Kot TAPOLS ThYOLS TOUMY TOL dE€pUaTOC, 1) xopnynon aflibercept
UEloE TNV VOTTANGI0, VEOUYYEIMGT], ETOEPUIKT] VITEPTAACIO/EK VEOL EMONALOTOINOT KOL TNV OVTOYN
dudtaong Tov tpavpatoc. To aflibercept avénce tnv aptnplokn TiEGT G VOPUOTAGIKG TPOKTIKA.

Kopxwvoyéveon kot petordoéloyéveon
Agv &xovv deayBel peréteg yia v a&loAdynon g KopKvoyéveong 1 LeTaAlaEloyEveong Tov
aflibercept.

Awtopay£c yovipuotnTag

Agv &yovv dielayBel educég pekéteg pe aflibercept oe (oo dote va a&loroynOel n enidpacn ot
YOVILOTNTOL.

Qc1000, TO ATOTEAECUATO OO L0, LEAETT] TOEIKOTNTOG ETOVOAAUPOVOLEVDV OOCEWMY, VITOINAMVEL OTL
vrdpyel  TOavOTTO Vo, TPokANOel daTopayn STV OVOTAPAY®YIKN AELTOVPYIO KOl TH YOVILOTNTO, e
™ xpnon aflibercept. Xe ceovaiikd dpiovg OnAvukovg monKovg cynomolgus amodeiydnke ovasToA
NG AEITOVPYIOG TOV MOONKAOV Kot TN avATTLENG TV woBvlakiov. Xe avtd To (da eniong
mTapaTnPNONKAY S10TAPUYES GTOV ELUNVOPPLGIOKO KUKAO. & GEEOVAAIKA MPILOVS OPGEVIKOVG
mONKovg cynomolgus mopatnprdnke Pelmorn 6TV KIVITIKOTITO TOV CTEPLOTOC Kot avENoT otV
GLYVOTNTA ELPAVIONG TOV LOPPOAOYIKDV OVOUIMOVY TV oreppatolmapiov. Aev vnpye Kovéva
nepmpro £kBeonc oe acBevelg oe oxéon Le TG emdpAceLS avTéC. ALTA Ta amoTeEAéc AT NTOV
TAMNPOG avaotpéyipa o ddotnua 8-18 gfdopddmv petd v televtaia Eveon.

Avamapoyyikn Kot ovortuElokr) ToEikoloyio

To aflibercept £yl deryBet 6T givan epPpvoto&ikd Kot Tepatoyovo otav yopnyeitar evooprefing ot
£€yKvo Kouvéla kabe 3 nuépeg kotd v mepiodo g opyavoyéveong (Muépa komong 6 £wg 18), oe
doceic mepimov 1 €wg 15 popéc g doon¢ Yo Tov dvBpwmo, Tov 4 mg/kg kdbe 2 efdoudoss. Ta
omoteAéoUATO TEPILAUPAVOVV HEIDGELC 6TO CMUATIKO Bdpoc TG Untépag, avénon tov aptfuov Tmv
EUPPLIKAOV ETAVAPPOPNTEMVY KOl AVENUEVT] GUYVOTNTO ELPAVIOTG EEDMTEPIKMV, CTALYVIKDV KO
OKEAETIKMOV SUGTAAGLDV TOV EUPPLOV.

6. OAPMAKEYTIKEXZ TAHPO®OPIEX
6.1 Katdaroyog ekdoymv

Zaxkyopoln

Ndtpio yAoplovyo

Ndtpio kiTptkd dwdpikd

Kutpkd 0&0 povoudpucd

IToAvcopPikd 20

NaTpto poo@optkd HovoEIvo ENTADOPLKO

Ndatpro poceopikd d166Evo Lovohidpikod

Natpiov vopoeidio /ot VEPOYAWPLKO 0EL (Yo T p¥BIoT Tov pH)
"Yowp yio evéoipa

6.2 Aocvpparotnreg

EXAeiyel peletdv oyeTikd pe tn cuufototnta, T0 TopoV QAPUOKEVLTIKO TPOIOV OV TPEMEL VA
AVOUELYVOETOL UE GANO POPLOKEVTIKGA TPOTOVTA 1] SIHADTEG EKTOG VTMV OV OVOPEPOVTOL TNV
TapAypOPo 6.6.

6.3 Awapkera {ong

25



Mn avoryuévo elaiidlo
3 xpovie

Metd 1 d14Avon 610 6AKO Eyyuong
H ymukn ko puotkn otabepdtnta Katd ) xpnon £xet kataderydel yio 24 dpeg otovg 2°C €wg 8°C
Ko eni 8 dpeg otovg 25°C.

A76 pikpofroroyikn amoy, To dtdlvpa Yo £yyvon Ba wpénet va ypnoiporon el apécmg.

Edv dev ypnoyomombei apéomc, o xpovog pUANENS KATA TN (PNoT KAl Ol GUVONKES TPLY Ao TN
PN o arotelohv evBVLVT TOL YPOTY Kot KAvoviKA dev mpénet va vepPaivovy Tig 24 dpeg otovg 2°C
¢m¢ 8°C, extd¢ Kot dv M apainon xel TpaypatomomBel oe EAEYYOUEVES KOl EMKVPOUEVES AOTTITES
ouvOnKeG.

6.4 Iowitepeg mpourdéers kata T @OLAEN TOV TPOIOVTOG

dvidcoete og yoyeio (2°C — 8°C).
Duidooete 6NV OPYIKN CLOKELAGIO Y10 VO TPOGTATEVETOAL OO TO PG,

I"oa 116 cvvBnkeg POAAENS LETE TNV OPOL®GT TOL POPUAKEVTIKOD TPOiIOVTOS, PAETE Tapdypapo 6.3.
6.5 ®@Vo1M KOl GVGTUTIKA TOV TEPLEKTI)

e 4 ml moxvod dtdvpatog og dlavyég fopromupttikcd yudiivo eroridio (tomov I) twv 5 ml,
COPAYIGUEVO LLE GTEYOVOTIOINUEVO TAOLLM [LE OTOCTAOUEVO KAAV L KOl EVOOUATOUEVO dIGKO
oppayong, pe emucdioyn. Méyebog ouokevasciog Tov 1 1 3 proidiov.

e 8 ml mukvod dtuddpatog o dtavyég Bopromupttikd yvdAtvo elaiidio (tomov 1) twv 10 ml,
COPAYIGUEVO LIE GTEYOVOTTOMUEVO TAOLM [LE OTOCTAOUEVO KAAV L KOl EVOOUOTOUEVO dIGKO
cQpdylong, pe emudioyn. Méyebog cuokevaciog Tov 1 plaiidiov.

Mmropet va unv KuKAOQOpPOLV OLEG 0L GUGKEVAGIES.
6.6 Iowitepec mpo@uvAhdiers amdppryns Kol GAAOG YELPLONOS

To ZALTRAP eivar éva oteipo, yopig cuvimpntikd Kot Un-tupetoydvo Tukvo SdAv L0, ETOUEVOS TO
Stivpa pog Eyyvon Ba Tpémel va TapackeLALETAL OO EXOYYEALOTIEG TOV TOUEN VYELOVOLIKNG
nepiBoiync akolovbmvTog AcPaAElG S1AOIKUGIEG XEPIGLOD KOl LE TN YPTON AONTT®V TEYVIKOV.

[Ipocoyn mpémel va divetan KoTd T0 Xepiopud tov ZALTRAP, AapPdavovtag vwoyn ) xpnon
GLGKEVMV TTEPLOPIGHUOV, EEOTAIGUO ATOMKNG TTPOGTaciog (TT.y. YavTia), kabdg Kot Tig S1adtKacieg
TPOETOLAGTOG.

Hapaoikeun Tov SteAdOTog £yYVong

. EAéyEte ontikd to groridio tov ZALTRAP wpwv amd ™ gpnon. To mokvo dtdivpo tpémel vo
glvan dtovyég kot ywpic copotio.

. Me Baon v amoattovpevn 666n Yo Tov achevn, avoppoPrioTE TOV OTOPOITTO OYKO TUKVOD
Swdvpatog ZALTRAP amd to grodidio. Evoéyetal va amaitobvton tepiocdtepa omd Eva
QOISO Y10 TNV TTOPOCKELT] TOL SHADLLATOG EYYVOTG.

. Apa1OOTE TO GTOV ATUITOOUEVO OYKO YOPNYNONG LE SAALUG YAW®PLOLYOL VaTpiov 9 mg/ml
(0,9 %) 1 5% drodvpatog yAvkding v éyyvon. H cuykévipwon tov teAtkod Stoddpatog
ZALTRAP yio evoopAéfia Eyyoon Ba pémet va dratnpeiton peta&d 0,6 mg/ml émg 8 mg/ml
aflibercept.

. ®a TPETEL VO YPNGLLOTOLOVVTAL GAKOL £YYVonS amd moAvBvuroylmpidio mov mepiéxet DEHP
[@BaAo S1-(2-018VA0EEVAO) e6TEPA] 1] GAKOL £YYVOTG OO TOAVOAEPIVY.
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. To apaiwpévo ddAvpa Ba TPEmeEL v ELEYYETOL OTTIKE Y100 COUOATIOIOKT VAN Kot
UTOYPOUATICUO TPV amd TN Yopnynon. Edv mapatnpndel otoloconmote amoypoUoTIcHOG 1
COUOTIOOKT VAN, TO ovacuoTadév dtdAvpa Bo Tpémet vo amoppinTeTal.

o To ZALTRAP mepiéyeton o @roAidlo piog ypnong. Mnv tpuzndte €k vEOL TO LOAISI0 LETA
™V apykn odTpnon. Kabe aypnoiponointo mokvo stdlvpo Bo tpémel vo amoppinteTal.

Xopnynon tov S1oAdUaTog Eyyong
Ta aparopéva dteadpota ZALTRAP ntpémel va yopnyobvtal e T XPHOT GET EYYVONG TOV TEPLEXOVY
@iATpo TOAVABEPOGOVAPOVNG 0,2 LIKPOUETPOV.

Ta oet éyyvong Ba mpémetl va lval KOTAGKEVAGUEVA Omd £va, amd To akOAovOa LAKA:

o molvPwvroyrwpidio (PVC) mov mepiéyet @BaAiko 01-(2-a1BvioéEvio) eotépa (bis(2-ethylhexyl)
phthalate, DEHP)

e  PVC mov dev mepiéyert DEHP aAAd mepiéyet TtpipueAltikd tpi-(2-a1bvioéEuro) eotépal (trioctyl-
trimellitate, TOTM)

®  TOAVTPOTLAEVIO

e molvaifvrévio pe emévovon PVC

e molvovpeddvn

diktpa katackevaopéva and ehoplovyo morvfrvoidévio (PVDF) 1 vaudov dev mpémetl va
YPNOLOTOLOVVTAL.

Andppuym

Kabe aypnoiponointo eopuokevtiKd tpoioy 1 VIOAEWUO TPETEL VO, ATOPPITTETOUL COUPOVO LE TIG
KOTO TOTOVG 1GYVOVGEC GYETIKES OLOTAEELG.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

sanofi-aventis groupe

54, Rue La Boetie

75008 Paris

ToAAia

8. APIOMOZX(OI) AAEIAYX KYKAO®OPIAXZ

EU/1/12/814/001

EU/1/12/814/002

EU/1/12/814/003

9. HMEPOMHNIA MMPQTHXE EI'KPIXHY. / ANANEQYXHY. THX AAEIAX

Hpepounvia mpotng €ykpiong: 01 @efpovapiov 2013

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepn TANPOPOPLOKA GTOLYXEID Y10 TO TOPOV PAPLAKEVLTIKO TPOTOV gival Stabéciua 6Tov SIKTLaKO
tomo 1ov Evponaikod Opyavicpod Oopudakov http://www.ema.europa.eu
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ITAPAPTHMA II

HAPAI'QI'OX THX BIOAOT'IKQXE APAXTIKHX OYXIAX
KAI TTAPATQI'OX YIIEYOYNOZX I'TA THN
AINIOAEXEMEYZXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAOEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXZMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAI'QI'OX THX BIOAOT'IKQX APAXTIKHYE OYXIAX KAI ITAPAT'QI'OX
YIHEY®YNOX I'TA THN AITIOAEXMEYZXH TQN HAPTIAQN

‘Ovouo kot d1ev6vven Tov Topaywyos The BlOAOYIK®OC dPAGTIKNG 0VGIOC

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike
Rensselaer, NY 12144

HITA

‘Ovouo kot d1evfvven Tov Tapay®wyol Tov eivol VITELOVVOC YO TNV ATOOEGLEVTT] TV TOUPTIOMV

Sanofi-aventis Deutschland GmbH
Industriepark Hochst

D-65926 Frankfurt am Main
I'eppavio

B. OPOI'H OI HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPoidv yio 10 onoio amorteitan TEPLOPIGUEVN 1aTtpik cuvtayn (PA. mapdptnua I:
[Tepiinym 1Tov Xopaktnpiotikedv tov [Ipoidvtog, mapdypapoc 4.2).

I AAAOI OPOI KAI ATTAITHXZEIX THX AAEIAYX KYKAO®OPIAX
o Ex0¢oe1g TEpLod1KiS TapaKoAoVONGNS TS AoPAAELNGS

O Kdroyoc Adetag Kvkhogopiag Ba katabétel tnv mpdTn ékBeomn meplodikng mapakoAovdnong
UCQAAELNG Y10 TO €V AOY® TTPOIOV EVTOC 6 UNVAV LETE 0t TN Yop1yNnon Gdslog KukAopopiag.
> ovvéyeln, o Karoyog Adetag Kukiopopiag Oa katabétel ekBéceic meplodikng
TAPUKOAOVONGNC TG ACPALELOG Y1 TO €V AOY® TPOIOV COUQ®VO LIE TIG ATULTHOELS TOV
opifovtot oToV KOTAAOYO e TIG Nuepounvieg avapopds s Evaong (katdioyog EURD) mov
napoatifetar 1o dpBpo 107y mapdypapog 7 g odnyiag 2001/83/EK kot &yt onpooctevdel otnv
EVPOTOIKT OIKTLOKT] TUAT Y10l TO PAPLOKOL.

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

o Xyéoro Awayeiprong Kivovvou (ZAK)

O Kdroyoc Adeiag Kukhogopiag Oa die&aydyet T 0mattovpeveg dpacTnploTnTeg Kot
TOPEUPAGELS PUPLOKOETOYPVTVNONG OT¢ Tapovotdlovtal 6to cupenvniéy XAK mov
mapovctaletar oty evotnta 1.8.2 g ddetag kKuklopopiog Kot 0molecdNToTe EMAKOAOVOES
gykekpipéves avabempnoeig tov LAK.

‘Eva emxotporompévo TAK Qo mpénet va katotebdei.
e uetd and aitnua tov Evponaikov opyavicpuod Goappdkwov,
® OTOTEINTOTE TPOTOTOIEITOL TO GVGTNUO SLOYEIPIONG KIVODVOD, EIIKA MG OTOTEAEG U, ANYNG
VE®V TANPOQOPIDOV TOV UTOPOVV VO ETLPEPOVY CNUAVTIKY OARXYT) OTI GYECT) 0QELOVC-KIVOHVOL
N ®OG OTOTEAES A TNG EMTEVLENG EVOG GNUAVTIKOD OPOCTIHOL (PAPUOKOETOYPVTVIOT 1)
gloyiotomoinon Kvovvov).
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Edv n vmofoin o EINITA kou 1 emuconpomoiner tov ZAK cvumintovv, dvvatal va katatebodv

TOVTOYPOVO.

. Ynoypémon Myng HETEYKPLTIKAV PETPOV

O KAK 0a olokAnpdoet viog Tov SNA®UEVOD XPOoVIKOD TAUGIOV, TO TOPAKATO LETPOL:

Heprypaon Avapevopevn
npepopnvia
Y7roBoAn TV amoTelecUATOV TOV TPOYPAUI0TOC PlodeikTtdv Tov teptiapPavel tig | 31/12/2016

peiéreg EFC10262, EFC10668 xo1 EFC11338
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ITAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

ZALTRAP 25 mg/ml mokvo S1dAvpo Y10 TopacKELT] SLOADIOTOS TPOG EYYLON
aflibercept

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

"Eva graAido tov 4 ml nepiéyet 100 mg aflibercept (25 mg/ml).
‘Eva graAido tov 8 ml wepiéyel 200 mg aflibercept (25 mg/ml).

3. KATAAOI'OX EKAOXQN

Eriong mepiéyet caxyopdln, vatpio yAmproHyo, vaTplo KITptkd dwdpikd, KITpikd o0&V Lovobdpiko,
moAvcopPikd 20, vaTplo pooeoptkd LovoEvo enTaidptkd, VATPLo @OSPopKd SteOEVO LovoLOPLKO,
vatpiov VOPoEEIdIO 1Y/KaL LOIPOYAWPIKO 05 Kol VOIMP Yol EVESTLAL.

‘ 4. DPAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

IMokvo dtdAvpa 1o TPAcKELT] SIADIATOG TPOG £YXVOT

100 mg/4 ml
1 ploAidro
3 ploAidw

200 mg/8 ml
1 proAido

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

OroAido piag d6omG.
Awfaote T0 PUALO 0ONYIOV XPNOTG TPV O TN YOPNYNOT.

IMo evdopAéPra yprion pnovo. Xpnopomomote Lovo HETA amd apaimaon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI LE OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na puAdooetor o 0éom, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.
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‘ 7. AAAH(EY) EIAIKH(EX) IIPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH

‘ 8. HMEPOMHNIA AHEHX

AHZEH
Avgpxera {ong petd v apaioon: deite To OALO 0dNYIDV YPNOTNG.

9. EIAIKEYX YYNOHKEX OYAAZEHX

Ddvrdoocete o€ Yoyeio.
Dduidcoete 6NV APYIKN] GLOKEVAGIN Y10, VO TPOGTATEVETAL OO TO PG,

10. JAIAITEPEX IIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHHOAEIMMATOQN ITOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

sanofi-aventis groupe
54, rue La Boetie
75008 Paris

ToAAia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/12/814/001 1 @uokidro (100 mg/4 ml)
EU/1/12/814/002 3 @iodidio (100 mg/4 ml)
EU/1/12/814/003 1 grokidro (200 mg/8 ml)

13. APIOMOX ITAPTIAAX

Moptida

14. TENIKH KATATAEZEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va, umv teptaneBei n ypaen Braille sivon amodekt
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EAAXIXETEX ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAZXIEX

ETIKETA ®IAAIAIOY

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

ZALTRAP 25 mg/ml oteipo mokvo didivpa
aflibercept

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEZHX

AHZEH

4. APIOMOZX ITAPTIAAX

Moptida

‘ 5. NEPIEXOMENO KATA BAPOY, KAT 'OI'KO H KATA MONAAA

100 mg/4 ml
200 mg/8 ml

| 6.  AAAA TTOIXEIA

IMo evdopAéPra yprion novo.
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B. ®’YAAO OAHI'TQN XPHXHX
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@viro oonYLOV piong: IIinpoeopics yia to ypriot

ZALTRAP 25 mg/ml avkvé 1dAopo Y10 TapacKELT) S10ADRATOS TPOS £YYLON
Aflibercept

V To pdppako avtd TELEL VIO CLUTANPOUOTIKN TOPUKOAOVONGT. AVTd Ba eMTPEYEL TOV YP1IYOPO
TPOGOIOPIoUO VEDV TANPOPOPLOV acPiieloc. Mmopeite va fondnoete LEcm g avapopdic Thovmy
AVETLOOUNTOV EVEPYEIDV TTOV EVOEXOUEVMG TTopovotdlete. BA. Téhog g mapaypdeov 4 yio tov Tpdmo
avaQOopAg avemBOUNT®V EVEPYELDV.

AWfacTe TPOGEKTIKA OAOKAN PO TO PVLAO 0ONYIAOV (PTG TPOTOV UPYIGETE VU TAIPVETE GVTO TO

PapROKO, O1OTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 UG,

e  OvAEETe aVTO TO PUAAO 0N YDV YpNonG. Towg ypelaotel va o duPdoete Eavd, 1| va T0 ODGETE GE
EMAYYEMLATIEG TOV TOUEN TNG VYELOVOUKNG TTEPIBOAYNG 0TO LEALOV.

o Edv éxete mepartépm amopieg, pOTNOTE TO Y10TPO, TO PAPHOKOTOLO 1] TO VOGOKOUO GOLC.

o Edv mapatnpnoete KAmola ovemBOUNTI EVEPYELD, EVIUEPMDGTE TO YIATPO, TO POPUAKOTOLO 1 TO
VOGOKOWO 60G. AVTO 1oyveL Kot Yio kae mhov avemBountn evépyela Tov 6gV aVapPEPETAL GTO
POV GOUALO 00N YOV YpNone. BAéme mapdypaeo 4.

T Tepréyer 1o Tapév OALO 00N YLOV:

T etvar to ZALTRAP givon kat oo, eivo 1) xp1omn tov
T pénet va yvopilete mpv cag yopnynbei to ZALTRAP
TToc yopnyeiton to ZALTRAP

IMBavéc avemBounteg evépyeleg

IIog va puidocetar to ZALTRAP

[Tepreyduevo tng ovokevasiog Kot AOTEG TANpoPopieg

QAL

1. Th givar To ZALTRAP givon ko oo givan i yp1o1n tov

Th givar To ZALTRAP kol wog dpa

To ZALTRAP mepiéyet mn opaoctiki ovsia aflibercept, pio tpwteivn mov dpa avacstéAlovtog Tnv
avATTLEN VEDV OLLOPOPOV ayYelmv péoa otov Oyko. O dyKog ypetdleTol BpenTikd GUGTATIKA Kot
0&uyovo amd To aipa Yo vo avéndel. Me tnv avasToAr TG avATTLENG TOV QHOPOP®YV AYYEI®Y, TO
ZALTRAP Bonda va otapotiost 1§ va emPpadvviei ) avamtuén tov 6ykov.

ITowx givar n yp1ion Tov ZALTRAP

To ZALTRAP givar éva @appLoko oo ypnotpomroteitot yio tn Bepaneio Tov Tpoywpnuévov Kapkivov
TOV TTAYE0G EVIEPOL 1] TOV 0pBOV (TUNLLOTO, TOVL TTAYEOC EVIEPOV) GE EVIMKEG. Oa TPEMEL vaL yopryeitan
pali pe dAha edppoka, Kot avtd ovopaletor «ynuetofepameioy, CLUTEPIAAUPAVOUEVOV TOV

9

“S-pBoproovpaxiin”, “euAAVIKO 05D, Kot “iptvoterdvn”.

2. Tvpémer va yvopilete npv cog yopnyn0dsi 1o ZALTRAP

Mnyv ypnoipomonjcete 10 ZALTRAP:

o o€ mepintwon ailepyiog oto aflibercept 1 o omo100MmOTE GALO OO TOL GUGTATIKA CLTOV TOV
QOPUAKOD (CVOPEPOVTOL GTNV TAPAYPOPO 6).
. 610 pdtt cog ylori propet va to BAdyel coPapd.

IMopakaiovpe eniong vo dafdcete Ta GUAAL 0O YLDV YPNoNG Yo TO GAAC PapLaKo
(ynuewoBepameia), Tov amoteLoVV HUEPOG TNG Bepameing Gag, MOTE VO SIAMIGTOCETE OV EIVOL KOTAAATNAL
YW €6GC. AV dgv €1GTE GiyoLPOL, POTHOTE TO YIUTPO, TO POPLOKOTOLO 1] TO VOGOKOWIO GOG OV VITUPYOVV
AGYOL Y10 TOVG OTTOI0VG OEV UTOPEITE VO, YPTCULOTOINGETE QLT TO PAP LK.
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IIpog1domon)6ElS Kol TPOPUAGEELS
Amevbuvbeite 610 Y10Tpd, TO PUPLAKOTOLO 1] TO VOCOKOLO GOG TPoTov cag yopnyndei to ZALTRAP
Ko Katd T otdpkela e Oepaneiog cag, edv:

avTIHETONILETE TPOPANUOTO QLLOPPAYIOG 1) EAV TOPATIPTCETE OTOLOONTOTE OLUOPPOYio, LETA TN
Oepaneia (BA. mapdypago 4) 1 av acbavieite vrepPolikn kdnwon, advvapuio, oAn, N
TOPOVCIACETE PETABOAN OTO ¥PpOUN TV KOTpdvwv cac. Edv n aupoppayio etvar coPapn, o
YwTpog cag Oa dokoyet tn Oepaneia cog pe ZALTRAP. Avtd opeidetar oto 6t1 To ZALTRAP
umopei va av&noet Tov Kivouvo aupoppayiog.

£€Y€TE OMOLAONTOTE TPOPANUATO LE TO GTOWA 1] T OOVTLL GOG, OTME 1 TTOYN| VYELD TOV SOVTLDV,
OVLAITION, 1) TPOYPOUUUOTIGIEVT EEAYMYT OVTIOU Kol E0IKA AV EYXETE TPONYOLUEVOC AdPEL
Oepameio pe S1p®oPovIKA (ypnoiponolovvTol yio T Bepameio 1 TV TPOANYT SUTAPAYDY TOV
00T®V). Mo avemBOunn evépyeta mov Adyetat ooteovékpwor (PAGPN Tov 06TdV TG Yvabov)
&xel avapepbel o acbeveig pe kapkivo mov Elapav Bepamneia pe ZALTRAP. Mropel va cog
oLUPoVAELGOVY VA KAVETE 000VTIATPIKO EAeyyo Ttpv Eekvnoete T Bepaneio pe ZALTRAP. Evd
Aappavete Oepancia pe ZALTRAP, Bo mpémel va S1otnpioeTe TNV KOAN GTOUOTIKY DYLEWVN
(ovpumeplopPavopévon ToL TOKTIKOD BOVPTCIGUATOC TOV SOVTIOV) Kol VO TPAYLLOTOTTOIEITE
GUGTNHATIKG 000VTIOTPIKOVG EAEYYOVG. Edv @opdte odovioototyiec O mpémel va PePfarmbeite ot
avtég epapuolovy cmotd. Eniong, av £yete AdPel oto mapeABov 1| AapPdvete Oepaneio pe
EVOOPAEPLO SIP®GPOVIKE, 1) 0dovTIoTPIKN Bepameio 1] 050VTIATPIKT YEPOLPYIKT EXEUPaoN, (..
e€aymyéc doviimv), Oa mpémel va, amopevyetal. Evuep®OTE TO Y10TPO GOG GYETIKA UE TNV
000VTIOTPIKN Oepameio cog Kot EVUEPDOTE TOV 000VTiOTPO Gog OTL AauPavete Oepaneia pe
ZALTRAP. Enuowvaoviorte e T0 Y1oTpd Kol TOV 000VTIOTPO GOG OUECMG KOTA T SIEpKELD KOt
uetd tn Oepaneia pe ZALTRAP av aviyetonicete 0moladmote TpoPAILOTE LE TO GTOUM T} TO
dOVTLOL GOG, OTTMG YOAAPE dOVTIa, TOVO I TPNEMO, ) U1 ETOVAMCT TOV TANYAV 1) OTEKKPLOT
(améxkpipa), Kabmg ovtd pmopet va ivar onpeia TG 06TEOVEKPOONS TG YVEbov.

aoBavleite Suokoria otnv avarvon (dvorvolr), 6tav 0oKeioTE 1 OTOV EAMAMVETE, VIEPPBOAIKY|
Kovpaon 1 TPNEHO GTO TOJEL, TOV UITOPEL VOL ATOTEAOVV ONUEIN KAPSIOKNG OVETAPKELNS.
napovotdlete achéveleg Omov to Eviepd Gog givar «epebicuévoy dnmg eivar n Aolpmén cg éva
UEPOG TOV TOLYMUOTOG TOV EVIEPOL (TOL AEYETOL EMIONG EKKOATOUATITION), EAKT) GTOUGYOV N
KoAiTIda. Avto ovpPaivel emedn to ZALTRAP pmopel va avénoet tov kivévvo dnpiovpyiog
Sl0TPTICEMV GTO TOTYMUO TOL EVIEPOV. L€ MEPINTMON TTOL GG SLUPEL awTd, 0 YTPdS cag B
dtokowyet ) Ogpaneio ue ZALTRAP.

elyote omo100MTOTE UVAUOAT COANVOELDN ETKOVOViK 1] 31000 GTO ECMTEPIKO TOV CAOUATOG
LETAED TV ECOTEPIKAOV OPYAV®V Kol TOV SEPUATOG 1] AAL®V 16TV (Tov ovopdletal emiong
«ovpiyyon). Edv éxete avoamtdéel oupiyyro katd tn ddpkeia tng Bepameiog, o yiatpog Bo dakoyet
) Oepamneio pe ZALTRAP.

€xete vynhn aptnploxn wieorn. To ZALTRAP pnopet va mpokaAésel anénon g apTnplokng
mieong (PAéme mapdypapo 4) Kot o yitpog oag o mpénet vo Topakolovdel TV apTnploKn mieon
KOl UTOPEL VO TPOGOPLOCEL TO PAPLLOKO TOV TNV EAEYYOVV 1 TN 8O Tov ZALTRAP. Eivan
AOUTOV GMUOVTIKO VO EVILEPMDGETE TO YIUTPO, TO PUPLOKOTOLO T TO VOGOKOWO GOG OV EXETE GALD
Kapdlokd TpoPAnuata, OGOV 1 VYNAN Tigon B LTOPOLGE VA Ta EMOEWVDOGCEL.

mapotnpeite onpeio OpouPov oto aipa (BA. Tapdypapo 4). Ta onueia evoc Opoupov cto aipa
umopel va Totkidovv avarloya e To mwov eppaviletan (m.y. mvedpoveg, Tod, Kapdid 1 EYKEQPAAOC),
oAAG pmopel va meprhappdvouv copntdpoata OTmg TOvo 6to othfog, Prxa, Aaydviaoua 1
dvokoAia otnv avamvor. AAla onpeio propel va mepthopfavovv mpnéipo og éva n kot ot 600
OO0, TOVO 1 evanctncia og éva N Kot ato 000 TOM, ATOYPOUOTIGHOG KO KOVGOG TOL OEPILOTOC
610 TTpocsPANBEy OO 1 opatég AEPeS. Mmopel va epeoviotel G EAPVIKO LOVOIOGH 1] LELOWUEVN
aioBnon oto Tpdc®MO, Ta Yépra 1 Ta TOd. AAla onueia teptlopfdavouvy aicOnua cbyyvong,
TPOPANOTA LLE TV OPOGCT], TO TEPTATN LA, TO CUVTOVICUO 1) TNV 1GOPPOTTia, SLOTAPAYEG OTNV
oAia 1 otnv apBpwon Adyov. Edv arcBavbeite omolodnmote and avtd To GOUTTOUOTA,
EMKOWVMVNGTE LE TO Y1ATPO GOG AUECHCS, O YTPOS oG EMBLEL VO 60,G dODGEL y®YN Yo Ta
CUUTTOWOTO Kot Vo oTopatnoet T Oeponeio pe ZALTRAP.
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o ¢&yete mPOPANATO LE TA VEPPA (TPOTEIVT GTO 0VPAL), OEOOUEVOL OTL O Y1aTpdS Gag Bal
TOPaKOAOLOEL TN vePpikn Asttovpyio oag Kot Lmopel va ypecTel va TpocapUoOcEL T 006N TOV
ZALTRAP.

e 0 0pBUOC TOV AeVKOV cpocPalpiov givatl Todd youniog. To ZALTRAP uropei va éhattdoel tov
aplOpd TOV AEVKOV GHOGEOPIOY GTO OilaG Gag Kal 0 Yatpog cag Oa mapakoiovbei Tov aplBuod
TOV AEVKOV OLLOGPULPIOV Kol LTOPEL V. GOG YOPMYNOEL ETTAEOV PAPLAKA Y10 TNV aOENGN TOL.
Av ta, AevKd KOTTAPO TOV OUIOTOG Gag elval YaunAd, o yiatpdg cag Uropet va ypelootel vo
kaBvotepnoet TNy Bepaneio cog.

o &yete cofapn N paxpoypdvia didppota, aicOnorn adiabeciag (vavtia) 1 adobeoia (petoc) - avtd
0o umopoHoov va TPOKUAEGOVY GOPaPT) OTOAELN TOV VYPDV TOV GMUATOS (apLodTtwon). O
YWTPOG GOG UTOPEL VO XPELOOTEL VO GO YOPNYNOEL GALD QApLOKO T)/Kot VYPd EvOoPAeRimg.

e  &ilyuote TOTE OMOLECONTOTE OALEPYIEG - COPUPEC OAAEPYIKES AVTIOPAGELG UTOPOVV VA, GVUBOVYV KATA,
T Suapketa g Oepameiag ue ZALTRAP (PA. mapdypoeo 4). O yatpdc cog umopei va ypelootel
VO OVTIHETOTICEL TNV 0AAEPYIKT avTidopaon N va otapatiost ) Oepaneio pue ZALTRAP.

o &iyuate e€aywyn SoVTION 1 OTOLOONTTOTE LOPPN YEWPOVPYIKNG EXEUPAONC OTIG TEAEVTALEC 4
gPdoudoeg, N Tpoxeltal va vwoPfAndeite og yepovPYIKN EXEUPAGN 7 OSOVTIOTPIKN 1 WUTPIKN
dlodkaoia, 1 £XETE LETEYYEPNTIKY TANYN OV dev £xel emovAwbel. O yatpdc cag o oTtapathost
Tpocmpvd ) Bepaneio TPV Kot HeETA TV EMEUPaON.

o gupavilete omacpois. Edv eppavioete petaforéc ot Opact| 6og 1 GOYYLOT, 0 YITPOS GOG
umopel va otapotoet t Oepaneio pe ZALTRAP.

e ciote 65 etV 1 peyardtepng nAkiog Kot eppavilete ddppora, {aAn, advvapio, andieia fdpovg,
1N cofopn AmOAELR TGV VYPOV TOL CAOUATOS (0PLIAT®OT)). O YLTPdS GOC TPEMEL VO GOG
TOPOKOAOVOEL TPOGEKTIKA.

® 710 eninedo TV KOONUEPIVAV dPAGTNPLOTHTOV GO EIVOL TEPLOPIGUEVO 1) ETLOEWVMOVETOL KATA TN
Bepamneia. O yloTpdg Gog TPEMEL VL GOG TAPAKOAOVOEL TPOGEKTIKA.

Edv xémoto amd ta mapoandve 1oyvet yio €6dg (1] dev glote Giyovpog), LIANGTE e TO YLoTpd, TO
(OPUOKOTOL) 1] TO VOGOKOUO Gag Ttptv ag yopnyndel to ZALTRAP kot katd tn didpreta tng
Bepaneiog coc.

Kotd ™ didpketa g Oepaneiog, o ylorpdg cog O extedécel (o oelpd omd eEETAGELS Yo va
mapoaKoAlovdel T AelTovpyio TOL CAOUATOC oA KoL TV dpdoT Tov Papudkov. Ot eéetdoelg umopel vo
nmepthapPdvouv eEetdoelc alpatog Kol VPV, AKTVOYpaQio 1 GAAES LOYVNTIKES TOLOYPAPIES 1)/t
dAdeg eetdoeic avdroya.

To ZALTRAP yopnyeitai pe popen otdydnv (yyvon) o pia and 11 oAERec oag (evéopiefing) yia
T Oepameio TOL TPOYWPNUEVOL KaPKIVOL TOV TaryEog eviépov 1 tov opbov. To ZALTRAP dev mpéner
va gvietal 6To udtt 010t pumopel va Tov tpokaArécel coPapn PAGPT.

Howod kon £pnpor
Mnv divete awtd 10 PappoKo og Todld 1 eprfovg nAkiog Katw Tov 18 eTdv, d10TL N 0oPILELN KoL 1)
ATOTELECUATIKOTNTO atO T YpTon Tov ZALTRAP 6g moidid kot eprifovg dev £xovv amoderyOei.

Adlha @appoxo kor ZALTRAP

Evnuepaote 1o ylorpd, 10 ¢apuaKkorold 1 To VOGOKOUO G0G 6V TaipveTe, £xeTe TPOGPATO TAPEL 1)
pmopet va mdpete dAla pappoka. Avtd propel va mepthapuPdvet kot To éppoke Tov ToipveTe YmPIg
WTPLKT GLVTOYN 1) TA PLTIKE PApUAKa.

Kdnon, Oniaopdég ko yovipotnyra
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Agv Ba pénet va ypnoiponomoete 1o ZALTRAP katd 11 d1dpketa g yKuHocOVNG EKTOG AV €GEIC
K0l 0 YI0TPOG GO OTOPAGIGEL OTL TO OPEAOG Y10, GOG iVl LEYAADTEPO OO OTOLOONTOTE MOV
Kivduvo Yo €64G 1M TO ayEVVITO HOPO GOG.

Edv giote yuvaika mov Ba propovoe va peivel £ykvog Bo TpEmel va (pNCIUOTOIEITE OTOTEAEGLLOTIKY
ovTIcOAMN YN (BA. TOPAKAT® TNV TOPAYPAPO KAVIIGOAANYN Y10 AETTOUEPEIEG OYETIKA LLE TNV
OVOPIKT KO YOVOIKELD avTIGOAANYN). AVTd TO QApHaKO UTopel vo PAAWEL TO ayévvnTo LopPO Gag,
dedoévon OTL UTOPEL VO GTOLLATIOEL TO GYNUOTIOHO VEDV OLLOPOP®V ayyeimV.

Yv{ntnote pe 10 YiTpd GOg TPV T XOPNYNOT TOL apudikov, av Ondalete. Avtd yivetal 610TL dgv
glval yvooTo av TO PAPUOKO EKKPIVETUL OTO UNTPIKO YAAC.

To ZALTRAP pmopei va ennpedoet Tnv avopikn Kot ) yovoikeio yovipotnta. Xointote [e to
YTpd GOG Yot GUUPOVAES, AV GKOTEVETE VO AITOKTI|GETE TOUOH.

AvTicVAAyn

O1 Gvdpeg Kot 01 YOVaiKeg oV UIopovV Vo TEKVOTOIGOVV 1] VO, KVOQOPNGoLY Ba mTpénet va
YPTCULOTOLOVV OTOTEAEGLOTIKT] OVTIGOAANYN:

e Kotd TN dudpkela g Oepaneiog pe ZALTRAP ko

®  ylo TOVAGYIOTOV 6 pNveg PHetd v tedevtaia door g Bepaneiog.

OdMynon kot yEPGROS PNYAVOV
Evdéyetar va mapovcidoete avemBounteg evépyeleg mov emnpedlovv v 6pac, Tn GLYKEVIPOON N
Vv KavoTTa vo avtidpacete. Av cupuPel autod, unv odnyeite | ypnolonoteite epyoieio 1 Lnyoves.

3. g yopnyeitor to ZALTRAP

To ZALTRAP 6a cog yopnyn0ei amd €va yrotpd 1 £V VOGOKOUO LE EUTELPIO OTN XPOT
mueobepaneiog. Xopnyeiton otaydny (€yyvon) o€ pio amd tig pAEPeg cog (evoopAéfia). To
ZALTRAP dev npénet va gvietan péoa 6to pdtt, 0101t propet va to PAdyel coPfopd.

To @dppaxo mpénel va apormdvetor Tptv T xopnynon. Ilpaktikég mAnpoeopies yia to yepopd Kot
yopniynon tov ZALTRAP yia y10tpovg, VOGOKOLOVG Kot POPHOKOTO00E KATH TN Xp1oN 0TV TOL
QOPUAKOV, TAPEYOVTOL G AVTO TO PVAAO 00N YLDV YPOTC.

Aocoloyia ko coyvétinTa TG Ogpansioc.

e H otdyonv (éyyvon) dwpkei mepimov 1 dpa.

o  Yuvnbwc Ba oag yopnyeitot pa £yyvon pio eopd ke 2 efdouddec.

¢ H cvvictodpevn 060 gival 4 mg yio kabe Kihd copotikov fapovg. O yiatpdc cog Ba amopacicst
1 6®GTH 0001 Yl EGAC,.

o O ywtpog cag Ba amopacicel 1660 cuyva Ba cag yopnyndel avtd to eapuaKo kot ov xpeldlecte
aAdayn g 060MC.

To ZALTRAP 0a yopnyeiton poli pe Ghia ynpetobepaneutikd gappoko, GuUTEPIMAUPAVOLEVOY TOV
«5-pBoproovpakiiny, «ELAAVIKO 0EH», Kot «iptvotekavny. O ylotpdg cag Ha amopacioet Tig

KATOAANAEG OOGELG Yo 0VTA T AAAC YN UELODEPOTEVTIKA (PAPLLOKOL.

H Bepaneio 8o cuveyiotel Yo 660 dtdotna 0 Y10Tpog 6ag MGTEVEL OTL 1 Bgpameia etvan TPog dPEAOG
G0G, KOl O avemBounteg evépyeles lval OmOdEKTES.

Edv éxete meplocdtepeg EpOTNGELG CYETIKE LLE T YPNOT AVTOV TOL POPUAKOV, POTAOTE TO Y1ATPO, TO
POPLOKOTOL0 1} TO VOGOKOLO GOC.
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4. IMBavéc avemBounTeg evépyereg

Onwc 6Ma o pdppoka, £T61 Kot avTd TO PAPLOKO UTOPEL VO TPOKAAESEL AVETIOVUNTEG EVEPYELEG AV
Kot 6gv Tapovclalovtal 6 OAOLG TOVG AVOPMOTOLG,.
Ot avemBounteg evépyeieg Tov mapatifevion Tapakdto Tapatnpinkay 6tov o ZALTRAP

yopnynOnke pali pe ynuerobepaneia.
Yopapég avemOOUNTES EVEPYELEG

XoinT|oTE UE TO YIOTPO GUS OPECMS, OV TOPUATIPNGETE OTOLAONTOTE U6 TIC aKOAOVOES cofapég

avemOOuNTES EVEPYELES - pTopEl va yperdleoTe eneiyovoa TPkl Ospancia:

o Awoppayio: ITold ovyvég (Lmopel va emnpedoovy teptocodtepa and 1 ota 10 dtopa) — avty
TePAaUPavel TV opoppayic amd tn pot, oAAd propei emiong va meptiapfdavel cofapn
oLoppayic. Tov EVIEPOL Kol GAADV TUNUATOV TOV COUATOG, TOV LITOpEl vo 0dnynoet og Bdvaro.
Ta onueia prnopet va mepthappdavovv aichnua kémwong, advvapio f/kot Lain, 1 oAAayEC 6TO
YPADOLO TOV KOTPAVOV GO,

e Tl6vog 6710 0TONO, 6TA OOVTIO KOV 6T YVG00/6TO Gaydvy, TpiEipo 1] P ETOVAMGT TOV
TANYAOV 670 6TONA 1] 671 YVE00, ATEKKPLO), povdtacpua 1 éva aicOnpa Bapovg ot yvado, 1
AOLap o €vEg dovTiov: ‘O svyvég (Lmopel va ennpedoovy émg 1 ota 100 dtopa) - Avtd ta
oLUTTOUOTO UTopEl va, givar onueia PAGPNC Tov 06ToD 6T YVvabo (ooteoviékpwon). Evnuepmote
TO Y10TPd KL TOV 000VTIOTPO GOG AUECHS OV TOUPOVGLAGETE TETOLN GUUTTMUATA, EVD AUUPAVETE
Oepaneio pe ZALTRAP 1 petd tn dakonn tng Oepaneiog.

o  AwTpioels Tov eviEpov (Tov ovoudleTan eniong YaoTpevTEPIKT Otdtpnomn): Oyt coyvég (umopel
va, emnpedoovy £0¢ 1 ota 100 dropa) — avtd gival tpdma 6To GTopd)L, TOV 01C0PAYO, 1| TO EVTEPO.
Av16 pmopel va odnynoet o Bdvato. Ta onpeio pmopel va meptiapfdvovy mOVO GTO GTOMMXL,
aoabecia (€pneTog), Tupetdc N piyn.

o  Yuvoéoelg 1 610001 EVTOS TOV GONATOS NETOED TOV ECOTEPLKAV OPYAVAOV KL TOV 0EPUATOS 1)
ALV 16TAOV (Tov ovoudleton emiong «ovpiyylon): Xoyvés (umopel va emmpedoovy émg 1 ota 10
GTopO) - OVTES O1 U1 PLOIOAOYIKES COANVOELDEIS GUVOECELS LTOPEL VO GYNULATIGTOUV Y1d
mopadety o, LeTall evtEPo Kol OEPUATOG. MEPIKEG POPES, OVAAOYD TNV TTIEPLOYT TOV EYEL
oYNUaTIoTEL TO GLPIYYI0, IoMG LVITAPYOVY aGVVNOIGTEG EKKpioElg o€ anTd To onueio. Edv dev giote
Glyovpot, EMKOWVOVNGTE LE TO Y1TPO GOG.

e Avemdpkela TG Kapolag (mov ovoudleton emiong Ko kapdioxn avemdpkeia): Oy ovyvég (Lmopet
va ennpedoovv €06 1 ota 100 dropa) - Znpeia evogyeton va nepthapfdvovy SuckoAia oTnv
avamvon 6tav EamAdvete 1 6Tav aoKeioTe, LIEPPOLIKT KoVpaon 1 TPRELO GTO TOOL.

e Yyni aptnproki) wieon (mov ovopdaleton emiong vraéptaon): oAb cvyvég (Lmopel va
emnpedoetl nepiocdtepa omd 1 ota 10 dropa) - umopei va avamtuydel 1 va emdevmbel. Edv n
apTNPLOKN TEST) OV EAEYYETOL, UTOPEL VOL TPOKAAECEL EYKEPUALKO EMELGOS10, KOPILOKE Kol
veppikd TpoPAnfuata. O yiutpdg cog 0o mpémel va eEAEYEEL TNV apTNPLOKT GOC TEGT KOTA TN
dupkela g Bepamneiog.

o  AnOQpocn TOV apTNpL@V and Bpopfo aipatog (ov ovopdlovron eniong apnplaKd
OpopposuPforikd emelc6o10): Xoyvég (Lmopel vo exnpedoovy £o¢ 1 ota 10 dropa) - evoéyetor va
00N YNGEL GE EYKEPUALKO EMELGOO10 1| KOPOl0kn TpocoPoin. Ta onueio pmopel va meptiapufdvouy
ndvo oto 610o¢ 1 duspopia oTo 6TNBOG, EaEVikd povdacua 1 aicOnon advvopiog 6To TPOSHTO,
Ta xépla N Ta oo AAAa onpeio tepthappdvovy aicOnua couyyvong, TPoPANUATL LE TV OpaoT,
TO TEPTATILO, TO GUVTOVIGUO 1 TNV 100PPOTTia, dlaTapayEg oty opidio | oty dpbpwon tov
Adyov.

o  Améppatn erefdv amé Opoupo aipartog (mov ovoudletor emiong «pAepikd Opopuposuforikd
eMEcO010»): Xuyvég (Umopel va emnpedoovy £m¢ 1 ata 10 dtopa) — avtd pmopet va mepthapPavet
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BpopPo aipatog otovg Tvevpoveg 1 ta modo. Ta onueia propel va meptiapfdvovy mévo 6to
ot0og, Prya, Aoydviaoua, SuokoAio otny avamvon i Prixa pe aipo. AAAa onueio teptiappdvovy
mpNR&o oto éva 1 kot To. 500 wodia, TOVo N evatsncio og Eva 1 Kot Ta 300 OO EVD GTEKECTE N
MEPTATATE, KADGOG TOV OEPUATOG GTO TPOSPANOEY TOSL, KOKKIVIGUA 1) ATOYPOUATIGUOG TOV
0€pUaTOC 6TO TPOGPANOEY TOOL 1| opaTéG PAEPEC.

poTivy ota 0vpa (mov ovoudletol emiong «mpteivovpion): Ilodd ovyvég (Lmopel va
emnpedoel mepiocotepa amd 1 ota 10 dtopa) — avtod gival modd cuvnbicpévo oe eEetdoeic. Avtd
umopet va tepthapavel TpHELo TV ToddV 1) 6€ OAOKANPO TO GO Kot Pmopel va oyetileTon e
VEQPPLKN VOCO.

Xapnrog aprOpég Levk®v apoc@arpiov (mov ovoudletot exiong ovdeteponevia): Ilold cuyvég
(nmopel va emnpedoovy meptocdtepa and 1 ota 10 dropa) — avtd pumopel va tpokarécel coPfapéc
roudéeis. O yrotpdg cog Oo Kavel EETACELS OUIOTOC TUKTIKA Y10 EAEYXO TMV AEVKMV
apoceapiov oto aipa kaboAn tn didpkela g Oepaneiag. Evoéyetan va oag cuvtayoypapndel
papuako pe v ovopasio “G-CSF”, 1o onoio fondd onv TpodANYM TV EMTAOK®V, GTNV
TEPInTOON TTOL 0 APOUOC TOV AEVKAOV AULOCPALPIOV GG vl TOAD YoUNAOG. Enueio Aoipnméng
umopel va meptlapfavovy mopetod, piyn, Pryxa, aicOnua kadoov Kotd v ovpnon N poodyio. Ao
npénel vo eAEYyeTe T Beppoxpacio oag cuyva katd t dibpkea g Bepomeiog pe ovtd T0
paproKo.

Awgppora kar apuddreon: Iloid cvyvés (umopel va ennpedoovy neplocotepa amod 1 ota 10
dropa) yo T dbppota Ko Xuyvés (umopel va ennpedoovy € 1 ota 10 dropa) yio tnv
apuddaTmaon - 1 coPapn Sidppora kot adtadesio (EHLETOC), 0OMNYEL OE AMMAELN VYPDOV TOV GMOUOTOG
(apuddtmon) Kot TmV OAATOV T0V cOUaTog (MAeKTPoAVTEG). Ta onueia propei va Tepthappdavouvv
{aAn, Wimg 6tav onkmveote amd kabiotn Béon. Evoéyetan va ypelaoteite va mdte 6T0 vosoKopeio
v Oepaneio. O yioTpdc oag pnopel va 6og SMGEL PAPUOKA Y10 VoL GTOUATHGEL 1} Vo Bgpamedoet )
duappota kot v adtadecio (EUETOQ).

Adrepyikég avtidpaosis: Xoyvég (Umopel va ennpedoovy £og 1 ota 10 dtopa) - pmopei va
oupupovv péca og Aiyo AemTd PeTd TNV £y)LOT. ZNUASL0 AAAEPYIKNG aVTIOPOOTC UTOPEL VoL
mephappdvoov e€avOnua 1 payodpa, puBpdtnTa TOL déPOTOC, aictnua {aing 7 Mmwobvuiag,
Aayoviacua, cei&uo 6to 6tnlog 1 6To Ao, 1 TPNEWO 610 TPdc®TOo. Evnuepmdate to yatpd 1)
TO VOGOKOLO GOG AUECHS £0V EYETE KATO10 OO OVTA TO oNUElN KATA TN S1dpKELD 1] APECHG HETA
v €yyvon tov ZALTRAP.

IAnyég mov emovid@vovtar apyd 1] kaBéiov: Oy ovyvég (Lmopel va ennpedcovy €éng 1 ota 100
dropa) — avtd etvor 6tav po. ovAN epeavilel TPOPANUO ETOVA®ONG 1) Vo Tapapeivel KAEIOTN, N
eaqv &xet emovimBel avoiyel midt. O ylorpog Oa GTARATNGEL TO PAPLLOKO Y10 TOVAd) IoTOV 4
EPOOUADES TPV TNV TPOYPOLUATIGIEVT] XEPOVPYIKN EMEUPOACT KOL LEYPL TV TANPT) ELOVADGT] TOL
TPOVUOTOC.

AvemOOuntn evépyera mov ennpealel To vevpikd ocvetnpa (Tov ovopdleTor chHvopopo omicOiog
avaotpéyiung eykepaiondOeiag 1 PRES): Oy ovyvés (umopel va emnpedoovy €wg 1 ota 100
dropa) - To onueio pmwopel va TEPIAAUPAVOVY TOVOKEPAAO, AALOYEG GTNV OpOoT), oicOnua
oLYYLONG N CTAGHOVG LE 1] YOI VYNAN apTnpLoKY Ttieo.

Yu{ntnoTe Le 10 YITpo GG AUECMS, OV TOPUTIPHGETE OTOLOONTOTE OO TIC TAPATAV® OVETIOOUNTES
EVEPYELEC.

Aldlec avemBOunTeg evépyereg meprhapfavovv:

MoV ovyvég (umopel va ennpedoovy meptocdtepa and 1 ota 10 dropa)

UEI®GT TOL 0PIOUOY AEVK®V OLUOGPULPiV (AEVKOTEVia)
HEI®GT TOL 0PLOUOV OPIGUEVAOV KUTTAP®OV TOV GULATOC TOV GUUPAAAOVY oty &N TOL aipaTog
(BpopPomevia)
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pelopévn opetn

TOVOKEPUAOG

apoppayio amwd tn ot

UETOPOAN GTN GV Y. AVATTVEN BPoryvig POV

dvoKoAia KOTA TNV avamTvon

EMMOVVEC TANYEC GTO GTOUO

TOVOG GTO CTOUYL

TPNEWO Kot LODSLOCUA TOV XEPLDOV KOl TV TOSL®MY oV cvuuPaivel katd T ynuelodepameio
(ovoualetar cOVopouo ToAapo-TeApTIONG EpLOpodvoaIcOnGiag )

aicOnpa kémwong 1 advvauiog

amTMAELN BAPOVG

TPOPANUA 6TO VEPPA pe avénom TG Kpeativivng (evog SeikTn TG veQPIkg Agttovpyiog)
TPOPAN U 6TO Ao HE ENGT TOV NTATIKGOV EVIDUOV.

Xuyvég (umopel va ennpedoovv €mg 1 ota 10 dropa)

0VPOLOTH®EN

(PAEYLOVT GTO E6MTEPIKO TNG HOTNG KOL TOV AVE TUALOTOS TOV ANLLOD
dVOG 6TO GTOUA 1) GTO Ao

PVIKT KaTOppON

aoppoideg, apoppayio 1 TOVOG 6TV TAATN

(QAEYLLOVY] GTO ECMTEPIKO TOL GTOUOTOG

TOVOS0VTOG

0AAOYEG OTO YPOU TOV OEPLATOC,

‘O ovyvég (umopet va emmpedoovy éog 1 ota 100 dropa)

o abvénom oty TPOTEIVN 6T 0VPa, AVENGT TN YOANGTEPOANG OTO aipa, Kol TPNEWO 0o TEPIGCELN
VYPo¥ (oidnua) (VEPpmoikd GuVIPOLO)

e OpouPoc aipatog oe TOAD LKPA a1po@opo ayyeio (OpouPtikn pwkpoayysiondeia).

Ava@opd avemOounTmv evepyEt@v

Edv mapoatmpnoete Kamolo avemOOUnNT eVEPYELN, EVILEPDOTE TO YLUTPO, TO PAPUAKOTOLO ) TOV/TNV
VOooKOp0/0 6ac. Avtd 1oydeL Kot yio KaOe mlavh avemBountn evEPYELo TOV dEV OVOPEPETOL GTO
TapOV OAAO 00N YLDV Yprionc. Mmopeite emiong va avagépete avemBounteg evépyeleg anevbeiog,
Héc® Tov €6VIKOD GLOTNUATOG OVAPOPAS OV avaypapetal 6To Llapdpmmua V. Mécm g avapopdg
OVEMBOLUNTOV EVEPYEIDV UTOPEITE VO fonONGETE TN GLALOYN TEPLOTOTEPMV TANPOPOPLOV CYETIKA
LE TNV AGPAIAELD TOV TOPOVTOC PAPLLAKOV.

5. Hog va puracoetor o ZALTRAP
To pdppako avtd TPETEL VO, PUAACGETOL GE PLEPT TTOL OeV TO PAETOVY Kot dgv TO POEVOLY Ta TALOLAL.

Na pn ypnotponoteite avtd 10 eApRaKo LeTd TV Nuepounvio ANENG mov avapépetat 6To eEmTEPKO
KOVTL Kot 6TNV €TIKETA TOL PLoldiov petd tnv AHEH. H nuepounvia Aéng eivan n tedevtaio nuépa
TOL UNVOL, TTOL OVOPEPETOL EKEL.

dvrdocetar o€ yoyeio (2°C — 8°C).
Durdcoetal GTNV APYLIKT] GLGKELOGIN Y10 VO TPOGTATEVETOL OO TO MG,

ITAnpogopieg oyetikd pe T @OAAEN Kot To Xpovo ypnong tov ZALTRAP, apov €yel apormbel kot
glvar €700 Yo yprion, meptypapovial 610 «IIpaKTikég TANPOPOPIES Y10 TOVG EMAYYEALOTIEG TOV
TOMEN TNG DYELOVOLUKNG TTEPIBaAYNG YO TNV TPOETOLAGIN Kot TO YXEPIGHO Tov ZALTRAP 25 mg/ml
TUKVO SLAAV L Y10l TOPACKELT] OLHAD LALTOG TTPOG £YXVCT» GTO TEAOG AVTOD TOL PUAAOL 0INYLDOV
xpnone.
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Na pn ypnoiponoteite to ZALTRAP gdv mopotnpioete copoTiow 1 amoypoUaticld Tov QopuiKov
670 QLA 1 6O £yYLOTG.

Mnv metdte APLOKO GTO VEPO TNG OMOYETEVOTG 1) OTA GKOVTION. POTNGTE TOV PapUOKOTOLO GOG Y10
TO TG VO TETAEETE TA PAPLOKO TOV JEV YPNOILOTOLEITE T, AVTA Ta péETpa Bo fondncovy otV
mpootacio Tov mtepPdArovtog.

6. Iepreyopevo TG GVOKEVOGING KO GALES TANPOPOPIES

T wepréyer to ZALTRAP

- H dpaotikn ovoia givar aflibercept. ‘Eva ml wokvod daddpotog mepiéyel 25 mg aflibercept. 'Eva
@loAid10 TV 4 ml Tokvod dtdvuatog mepiEyxel 100 mg aflibercept. 'Eva groiidio towv 8 ml
TUKVOL OtaAvpatog epléyel 200 mg aflibercept.

- Ta dAAa cvotoTikd givat: cakyapoln, vaTplo YAmplovyo, VATPLo KITPIKO ddptkd, KITptkd o0&y
LOVOLOPLKO, ToALGOPPLKo 20, VATPLO pOSPOPIKO HoVOEIVO EXTADOPIKS, VATPLO POCPOPIKO
d1e0&1vo povohidpiko, varpiov VOPOEEIdIO 1/Kat VOPOYA®PLKO 0ED Kot VOWP Yl EVEGTUAL.

Epg@avion tov ZALTRAP ko1 TepieyOpevo TG 6VGKELAGIOG

To ZALTRAP &ivai éva mokvo didhopa yio €yyvon (oteipo mokvo dddlopa). To mokvo ddivua givan

£va O10VYEC, AYPOUO EMG VTTOKITPIVO S1dALLLO.

e 4 ml mokvod dlldpaTog 6€ d1aVYES foplomupttikd YudAvo @loridio (tomov ) twv 5 ml,
COPUYICUEVO LLE GTEYOVOTOUNUEVO TAOO LE OTTOCTMUEVO KAAVLLLO KOl EVEOUATMOIEVO dioKO
ocppayong, pe emkdivyn. Méyebog cuokevasciog tov 1 1 3 groidiov.

e 8 ml mukvoD SlAvUaTOG G dlavYEG Boplomupttikd yudAtvo elaiidio (tomov 1) twv 10 ml,
COPAYIGUEVO LIE GTEYOVOTIOMNUEVO TAOUM [LE OTOCTMOUEVO KAAV UM KoL EVOOUATOUEVO dioKO
oEpayoNg, L emkdivyr . Méyebog cuokevasciog tov 1 plaiidiov.

Mmopei va, unv KokAo@opoHV OAEC 01 GLCKEVUGIEC.

Kéroyog docrog kuokrogopiag
sanofi-aventis groupe

54, rue La Boetie

75008 Paris

ToaAAia

Mopaywyog

Sanofi-Aventis Deutschland GmbH
Industriepark Hoechst

65926 Frankfurt am Main
Teppovia

INo omoadnmote TANPOPOPIO. GYETIKA LE TO TOPOV PUPUOKEVTIKO TPOidV, TapukaieicOes va
angvuvOeite GTOV TOTIKO OVTITPOCOTO TOL KATOYOL TNG AOELNG KUKAOQOPIOG:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium UAB “SANOFI-AVENTIS LIETUVA”
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 2755224

Bbbarapus Luxembourg/Luxemburg

sanofi-aventis Bulgaria EOOD Sanofi Belgium

Temn.: +359 (0)2 970 53 00 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
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Ceska republika
sanofi-aventis, s.r.o.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti .
sanofi-aventis Estonia OU
Tel: +372 627 34 88

EMada
sanofi-aventis AEBE
TnA: +30 210 900 16 00

Espaiia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

France
sanofi-aventis France
Tél: 0 800 222 555

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland

sanofi-aventis Ireland Ltd. T/A SANOFI

Tel: +353 (0) 1 403 56 00

Island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: 800 536389

Kvnpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia STA
Tel: +371 67 33 24 51
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Magyarorszag
SANOFI-AVENTIS zrt.
Tel.: +36 1 505 0050

Malta
Sanofi-Aventis Malta Ltd.
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 (0)182 557 755

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 180 185—-0

Polska
sanofi-aventis Sp. z 0.0.
Tel.: +48 22 280 00 00

Portugal
Sanofi - Produtos Farmacéuticos, Lda.
Tel: +351 21 35 89 400

Roménia
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101



To wapdév @OAA0 00N YOV YpiionS avadeopOnke Yo TeAevTaio Popd otic <{MM/EEEE}>
<{pvoc EEEE}.>

Adreg INYEG TANPOQOPLAOY

Aentopepn TANPOPOPLOKE GTOLYXEID YIO TO TPOTOV CLTO Eival SLOOECIUA GTOV SIKTLOKO TOTO TOV
Evponaikod Opyavicpod @appdkov: http://www.ema.europa.eu.
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O mAnpogopiec mov axorlovBolv amevBovovtal LOVO GE EXAYYEALATIEC TOV TOUEN TG VYELOVOLUKNG
nepiBodyme:

INPAKTIKEX IAHPO®OPIEX I'TA TOYX EITAITTEAMATIEX TOY TOMEA
YI'EIONOMIKHEX ITEPIOGAAYHYX XXETIKA ME THN ITPOETOIMAXIA KAI TO
XEIPIXMO TOY ZALTRAP 25 mg/ml IIYKNO AIAAYMA I'TA IAPAXKEYH
AYAAYMATOX ITPOX EI'XYXH

Ot TAnpoopieg aVTEG ElVOL CUUTAN PO TOV TAPAYPAP®Y 3 KoL S5 Yio TO ¥pNoT.
Eivor onuavtikd va dtafdoete oAOKANPO TO TEPLEYOUEVO AVTNG TNG OUOIKAGIOG TPV ad TNV
TPOETOLLOGIO TOL OLHAVILOTOG Y, EYYLOT).

To ZALTRAP &ivar éva oteipo, ympig cuVINPNTIKA Kot U TUPETOYOVO TUKVO SIOAVUA, ETOUEVAOS TO
StdAvpa Tpog Eyyvon Ba TpEMEL va TapackeLALETAL OO ETAYYEAUOTIEG TOL TOUEN VYELOVOUIKNG
nepiBodymc akolovdmVTog AcPUAEIG SIOOIKUGIEG XEPIGLOD KOl [E TN YPTON GONTT®V TEYVIKOV.
IIpocoyn mpémet va divetan Katd 10 Xepiopd tov ZALTRAP, Aapfdavovtog vmoym ) xpnon
GUGKELMV TTEPLOPLGUOV, EEOTAIGUO ATOMIKNG TTpocTaciog (.. YavTia), kKabmg Kot TiG S1odtKacieg
TPOETOLUAGTOG.

Hoapaokevn Tov StoeAdpoTog £yyvong

. EAéyEte ontikd to groridio tov ZALTRAP wpwv amd ™ ypnon. To mokvo dtdivpa tpémel va
glvar dtowyég kot yopig copatioto.

. Me Baon v amoattovpevn 666n Yo Tov achevn, avoppoProTE TOV OTOPIITTO OYKO TUKVOD
dwivpatog ZALTRAP amd to grodidio. Evoéyetal va amaitobvton tepiocdtepa omd Eva
QOISO Y10 TNV TTOPOCKELT] TOL SLOADLLATOG EYYVOTG.

. Apa1OOTE TO GTOV ATUITOOUEVO OYKO YOPNYNONE LE OAALLG YAW®PLOLYOL VaTpiov 9 mg/ml
(0,9 %) 1 5% drodvpatog yAvkding v éyyvon. H cuykévipwon tov teAkod dtoddpatog
ZALTRAP yia evoopAéfia Eyyoon Ba pémet va dratnpeiton peta&d 0,6 mg/ml Emg 8 mg/ml

aflibercept.

. ®a TPETEL VAL YPNGLOTOLOVVTAL GAKOL £YYVoNnS ard moAvBvuroylmpidio mov mepiéxet DEHP
[PBaicog 51-(2-018VA0EEVAD) E0TEPAG] 1] GAKOL £YYLONG OO TOAVOAEPIVN.

o To apatopévo drdivpa Bo TPEmeL va EAEYYETOL OTTIKG Y10, COUATIONKT VAT KoL

ATOYPOUOTICUO TPV 0o T Yoprynon. Edv mapatnpndei omolocdnmote amoypopaticiog 1
COUOTIONKT VAT, TO 0vacLoTafEy dtdAvpa Bo Tpémet vo amoppimTeTal.

. To ZALTRAP nepiéyetal oe @loAidio piag ypnons. Mnv Tpumtdte €K vEOL TO QLOAISI0 HETH
™V apykn otdTpnon. Kabe aypnoiponointo mokvo dtddlvpa o tpémel vo amoppinteTol.

Avdpkera {ong petd t diddlvon 6To oo £yYvong
H ymukn ko puoikn otabepdtnta Katd tnv xpnon, &xet kataderydel yia 24 dpeg otovg 2°C émg 8°C
Ko Yo 8 dpeg otovg 25°C.

A6 pikpofroroyikn amoy, To dtdlvpa Yo £yyvon Ba wpénet va ypnoiporon el apécmg.

Edv dev ypnopomombei apéowmc, o ypdvog pOAAENG KATA T XPHOT Kol 01 GUVONKEG TPV TN XPNoT
amoteAOVV eVBVVT TOL YPTOTY Kot Kavovikd dev mpénet va vepPaivovy Tic 24 dpeg otovg 2°C émg
8°C, ektog Ko €av 1 apaimon €xel Tpaypatonombel oe eEAEYYOUEVEG KOl EMKVPOUEVES AOT|TITES
oLVONKEG.

Tpoémog yoprynong

To ZALTRAP yopnyeitar pévo wg evéopAéPia £yyvon didpketag tovidyiotov 1 dpag. Adym g
vrepoopmTikotnTog (1000 mOsmol/kg) Tov Tukvoy dtoidpatog ZALTRAP, 10 adidivto mokvo
duwivpa ZALTRAP dev pémet va yopnysiton wg evooréPia Eyyvomn 1 Eyyoon epddov. To ZALTRAP
dgv TIPEMEL VO YOpTYEITOL (0G EVOODAADING Eveon (BA. Tapdypapo 2 Tov GUAAOV 0NV Y¥PNONG).
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Kdé0e @raridio mukvol SIoADUATOC Y10 TAPOOKEVT SIOAVLATOC TTPOG £yyvon Tpoopiletot yia pio povo
yp1on (epdmal doon).

Ta aparopéva dtoadpota ZALTRAP npénet va yopnyodvtal e T XPNOT GET EYYVONG TOV TEPLEXOVY
@iAtpo ToAvaBeposovAPoVIG 0,2 HIKPOUETPOV.

Ta oet éyyvong Bo mpémetl va lval KOTAGKEVAGLEVO 0o Eva, amd To aKOAoLOA VAKA:

o molvPwvvroyiwpidio (PVC) mov mepiéyet eBaAiko 01-(2-a1fvioé&uio) eotépa (bis(2-ethylhexyl)
phthalate, DEHP)

e  PVC nov dev mepiéyet DEHP aAld mepiéyet tppediitid tpi-(2-a1BvioéEuro) eotépa (trioctyl-
trimellitate, TOTM)

®  TOAVTPOTLAEVIO

e moAvalBvAévio pe emévdvon PVC

e mwoAvovpeddvn

didtpo katackevacpéva omd eOoplovyo moAvPvoridévio (PVDEF) 1 véuhov dev mpémet va,
XPNOUOTOIOVVTOL.

Amdppryn

Ka6e aypnoiponointo @dppoiko 1 VIOAEULO TPETEL VO ATTOPPITTETOL GOUPOVE, LLE TIC KATA TOTOVG
1OYVOVOEG GYETIKEG dluTdEELS.
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