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HEPIAHYH TQN XAPAKTHPIXTIKQN TOY [IPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Baxter 100 mg x6vig yio mokvo GKEVAGLLO Y10, TAPAGKELT] SIHADUATOG TPOG EYXVON
Pemetrexed Baxter 500 mg x6vic yio mokvo GKEVAGHLO Y10 TOUPAGKELT] SIHADUATOG TPOG EYXVON

2. MHNOIOTIKH KAI MOXOTIKH XYNOEXH

Pemetrexed Baxter 100 mg k6vig yio. TukvO OKEDOGUO Y10, TAPAGKEDT] SIHADUATOC TPOC £yyvon
Ka0e proridwo mepiéyer 100 mg nepetpe&ion (og mepetpesion ovatpiovyog).

Exdoyo ue yvaooth opaon
Kda0e praridro mepiéyel mepinov 11 mg varpro.

Pemetrexed Baxter 500 mg k6vig yio. TuKvO GKEDOGUO Y10, TAPAGKEDT] SIHADUATOC TPOC £yyLon
Kabe prokido mepiéyet 500 mg nepetpe&ion (og mepetpe&ion ovatpiovyoq).

Exdoyo ue yvaooti opaon
Ka0e praAidio mepiéyel mepimov 54 mg vdrpio.

Metd v avacvotacn (BA. Topdypaeo 6.6), kdbe praridio mepiéyel 25 mg/ml nepetpe&ion.

[Ma tov TAnpn katdloyo TV ekdOYwV, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Kovig yio mokvo okedacpaylo Topackevn Stodbpuatog tpog £yxvon. (Kovic yio mukvockedooLo)

AVOQIAN KOVIC YPOUATOS AEVKOD £0G LITOKITPIVOL 1) TPAGTIVO-Kitptvou.

4, KAINIKEX IAHPO®OPIEX
4.1 OgpomevTikég evoeitelg
Koakdnbec pecodnriopa vrelokoto

To Pemetrexed Baxter oe cuvévaco e oiomhotiv evdsikvotot yio t Bepaneio acbevav, ol omoiot
dev &xouv AdPet mponyovuevn ynuetodepamneia, pe aveyyeipnto kakdéndeg pesobniiopo vrelmkota.

Mn-KpoKLTTapIKoOS KapKivog Tov mvedova

To Pemetrexed Baxter oe cuvévacuo pe oiomhotivn evdeikvotat yio t Bepameio mpdTNG YPOUUNS,
000evOV e TOTIKE TPOYOPNUEVO 1| LETOGTATIKO UN-HIKPOKVTTAPIKO KAPKIVO TOL TVEDLOVA, EKTOG
a7to TIG TEPITTMGELG TTOL KLPLOPYOVV IGTOAOYIKE, ToL TAAK®DIT KOTTapa (BA. Topdypago 5.1).

To Pemetrexed Baxter evésikvotar wg povobepameio yio tn Ogpomeio cuvtipnong, 0obevodv pe TomKd
TPOYWPNUEVO N LETAGTATIKO [N-UIKPOKVTTOPIKO KOPKIVO TOL TVEDLOVO, EKTOC OO TIG TEPIMTMGELG
OV KVPLOPYOVV IGTOAOYIKE TO TAAKMON KOTTOPA, TOV 0TIV 1 VOGOG deVv £)el eMOeVmOEl, apécmg
uetd v ynuewodepancio pe Pdon v mhativn (BA. mapdypago 5.1).

To Pemetrexed Baxter evésicvotar ¢ povobepaneio. yio tn Oepameio de0TEPNG YPAUUNG, 00OEVDV LIE
TOTKG TTPOYWPMNUEVO T} LETACTATIKO UN-LUKPOKLTTOPIKO KOPKIVO TOV TVELLOVO, EKTOC OO TIG
TEPUTTMGELG TTOV KLPLAPYOVV 1I6TOAOYIKG TaL TAAK®DIN KOTTapa (BA. mapdypago 5.1).



4.2  Aocoloyio Kol TPOTOG YopNyNoNG

To Pemetrexed Baxter mpémet va yopnyeital povo vmd v enifreyn 10tpod e101KeELUEVOD 6T
YOPMYNON GVTIKOPKIVIKNG XN UE0DEpamEin.

Aocoloyia
To Pemetrexed Baxter oc ovvdvaouévy aywyi ue oiorlotivy

H ovvictdpevn 86on tov Pemetrexed Baxter sivor 500 mg/m? empdveiog chpatog (BSA),
yopnyovuevn pe evooAéPio Eyyvon dudpketag 10 Aemwtv, v Tpd Nuépa Kabe khkAov 21 nuepmv.
H ovvictdpevn d6om g oiomhativg etvon 75 mg/m? BSA ko eyyveton o€ didotnuo 560 mpov,
nepinov 30 AenTd LeT@ TNV OAOKANPp®ON NG £YXLONG TG TEUETPEEIONG, TNV TPDTN NUEPO TOV KAOE
KOKAov 21 nuepmv. Ot aobeveic mpénel va AouBEvouy EnapKn OVTIEUETIKN ay®YN KOl KOTOAANAN
EVLOATMOOT TPV Ao KAV PETd amd Tn Myn e olomiativng (BAEne emiong v [lepiinyn tov
Xapaktnpiotik®v tov [Ipoidvtog e oiomAativng yio 101kKEC 001yiec d0GOA0YING).

To Pemetrexed Baxter w¢ povoOeparcia

Xe aoBeveig, mov Aappdvovy Bepameia Yo Un-UIKPOKLTTOPIKO KOPKIVO TOV TVEDLOVO LETH OO
nponyovuevn ynueodepameia, N cuvictdpevn d6om Tov Pemetrexed Baxter sivon 500 mg/m? BSA,
yopnyovuevn pe evoo@AEPia £yyvon, diapkelag 10 Aemtdv, Tnv Tpdn nuépo ke KOKAOL 21 NuepDOV.

2ANUO. TPOKOTOPKTIKHG YOPHYNOHNS QOPUCKDY

I'a va peiwBei n enintoon Kot 1 cofapdtnto TV SEpUATIKMV OVTIOPAGE®VY TPETEL VO YOpNYEITOL EVa
KOPTIKOGTEPOEIDEG TNV TTPOTYOVUEVT, TNV 1010 KO TNV ETOUEVT MUEPQ OO TN XOPNYNOT TNG
nepetpelidng. To KopTikooTePOEIdEG TpENeL va 1ooduvapel pe 4 mg de&opebalovng Kot vo yopnyeitol
amd Tov 6TOHOTOG 800 Popic TNV nuépa (BA. Tapdypago 4.4).

IMo vo petwdei n touodtnra, o1 acheveig mov AapPdavovy Bepomeio pe mepetpe&ion npénet, eniong, va
Aappdvouv couminpopate rrapvev (PA. mapdypoaeo 4.4). Ot acBeveig mpénet va Aappdvovy arnd
TOV GTOUOTOG PUAAIKO 0&D 1| éval TOALPBITOUIVODYO CKEDUGLO, TTOV TEPLEXEL PUAAKS 0&ED

(350 éw¢ 1.000 pkpoypappapia) oe kabnuepvy Baon. Oo mpémet va Aappavoviot TOLAGIGTOV TEVTE
000G PLAAIKOD 0E£0G TIC EMTA TPOTYOVLEVEG NUEPES TPV ATTO TNV TPMTH OOGT TNG TEUETPEEIdNG Kot
N XOPNYNON T®V dOCEMV OWTOV TPEMEL VO cLVEXIGTEL Kal® OAN TN didpketa TG Oepomeiog Kabmg Kot
v dtdotnua 21 nuepdv petd v tehevtaio 66om g mepetpetiong. O aobeveic mpémel emiong va
Mapovv pia evéouvikn éveon Prrapiving By, (1.000 wikpoypappdpia) kotd thy mponyovuevn efdondda
amo TNV TPATN dO6MN TNG TEUETPEEIONG Ko KATOTY pio eopd Kabe Tpelg kukAovg yopnynongs. Ot
eMOUEVEG EVEGELG Prrapivng By, pmopovv va yopnynbovv v idia nuépa pe tnv mepetpedion.

TapaxolodBnon

Ot acBeveic mov Aappdvovv mepetpelidn npémnel va mapaxorlovbodvtar Tpv amd kdbe d6om, pe pa
vevikn e€€taor aipatog, GUUTEPIAAUBOVOIEV®Y TOV 0PlBLOD Kol TOV SLOPOPLIKOV TOTOL TWV
AEVKOKVTTAP®V KOl TOV aplfpov TV arponetodmy. Ipwy and kébe yopnynon ynuelobepaneiog npémet
va yivovton Broymuikés e€etdoeic aipatog, Yo va ektiun el n veepikn Kot n nratikn Aettovpyia. pwv
amo v évapén kabes kKdKAoL yopNynong ynuetobepameioc, ol acheveic omatteitan vo xouvv Tig €ENG
UETPNGELS: 0 amoAVTOG apldudg ovdetepoilwv (ANC-absolute neutrophil count) mpénet va givort

> 1.500 wdrrape/mm?e kot o aptdudc oponetaiiov mpémet vo gtvor > 100.000 kdttopa/mm?.

H xdBapomn kpeatvivng mpénel va givor > 45 ml/min.

H ol yohepvBpivn mpémet va eivan < 1,5 popd g avadTepng pustoroyikng Tuns. H alkainm
ewopataon (AP), n aorapoaywvikn apwvotpavoepdon (AST 1 SGOT) kat 1 auvoTpavopepdon g
aravivng (ALT 1 SGPT) npémet va eivar < 3 gopéc TG avdTEPTG PLGLOAOYIKTG TIUNG. [ v
orkaAkn eoceatdor, v AST kot v ALT sivor amodektég Typég < 5 opéc g avdtepng
(QLGLOAOYIKNG TIUNG, EAV LITAPYEL OYKOG GTO NTAP.



Ipocappoyés te doone

O tpocapproyEéc TG 00omMg Katd TNV Evapén Tov EXOIEVOL KOKAOL TPEMEL va. YivovTo e Bdon to
OLUOTOAOYIKO VAdip 1) TN HEYIOTN U GLUOTOAOYIKT] TOEIKOTNTO TOV Tapo TP ONKay KOTA TOV
mpornyovpevo kKoxkio ynuetobepaneioc. H yoprynon tng Oepaneiog umopel va kabvotepriioel dote va
UECOAUPNGEL IKOVOTTOMNTIKO YPOVIKO SIAGTNLLO Y10, TV OVAKTNGN TOL ac0evovg. Metd Ty avaktnon,
ol acbeveig umopovv va cuveyicovy T ynpelobepaneio, GOLPOVO LE TIG KATELOLVTPIEC 00NYiES TV
IMwéxav 1, 2 ka1 3, o1 omoieg 1oyvoLvV yia T yopnynor tov Pemetrexed Baxter oe povobeponeio 1 o
ouVOLOoUO UE GLOTAQTIVY).

MMivoxog 1 — [Mivaxog d060AoyKiG drapopomoineng yia To Pemetrexed Baxter (mg
povofepansia 1) 6€ covvovaopuévny Oepameia) Kon T1 61omhaTivi) - AHaToroYIKES TOEIKOTNTES

Nadip ANC < 500/mm3 kot vadip aupometariov | 75 % tng mponyovpevng doong (yia to
>50 000 /mm?® Pemetrexed Baxter ko yio. T clomhozivn)
Nodip arponetariov < 50.000/mmd, aveEdptnra | 75 % tng mponyoduevng ddong (Yo o
aro6 o vadip ANC Pemetrexed Baxter ko ywo t ciomhozivn)
Nadip orporetoriov < 50.000/mm? pe 50 % tng mpomyovuevnc d6omNg (Yl To
apoppayia®, oaveEaptnto and to vadip ANC Pemetrexed Baxter ko yio T clomhozivn)

* To Kprripia avtd ivor coppova pe ta Xovion Kpimpua To&ikdmtag (Common Toxicity
Criteria - CTC v2.0; NCI 1998) tov National Cancer Institute, optopodg tov > CTC
Babpov 2 cupoppayio.

Edv ot acBeveig eppavicovv un opatoAoyikés 1o&ikotntes > Babuov 3 (ektog g vevpotolikotntag),
N xopnynon tov Pemetrexed Baxter npénet vo. Stokomel kat vo, kabuotepnoel, £0¢ TNV LIOXM®PNoN
QVTAOV, GE TIUN WKPOTEPN T 10N UE TNV TIUN TPO TNG XOPNYNoNS ynueodepaneiog, yio T0 GUYKEKPIUEVO
acBevn|. H Bepamneio prnopel va emavapyicst cOppova pe tig katevdovrnpieg odnyieg tov Iivaxa 2.

Iiveokog 2 — [ivakog d060AoyIKiS drapopomoinong yia to Pemetrexed Baxter (m¢
povoOepamneio 1 o€ cvvovacuévny Oepancia) Kol T cromiativy) - M Alpotoroyikég
toEikoTnTEC “ P

Aéon Pemetrexed Baxter Abon oromhaTivig
(mg/m?) (mg/m?)
Omnotadnmote ToIKOTNTA 75 % g mponyobvevng 66omg |75 % g mponyoduevng doomg
BaBpov 3 1 4, extog g
PAevvoyovitidog

Omnowadnmote dtappota tov amartel] 75 % g mpornyovpevng 6dong |75 % e mponyoduevng 66omng
E100YYT] OE VOGOKOUEIO
(ave&aptitog fabpov) 1 didppota
BaOuov 314

Blevvoyovitida Babuov 314 50 % ¢ mponyovuevnc d6ong | 100 % mponyovuevng ddomng

* ¥ovion Kpueipra To&wkotntag (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Institute
P Extog tng vevpotoEkdtrog

g TEPIMTOOT EULPAVIONS VEVPOTOEIKOTNTAG, 1] GUVIGTMUEVT] TPOCAPUOYH TNG 606NG Yo To Pemetrexed
Baxter kot ™ ciomiativn avaeépetat otov [ivaxa 3. H Ogpaneia npénet va dakonel edv eppovicdel
vevpoto&ikodtnta Babuov 3 1 4, 6toug cuykekpiuévoug acbeveic.

MMivoxog 3 — IMivakag docoroyikig dropopomoinong Yo to Pemetrexed Baxter (g
povoOepansio | 6 cuvovacuévy Bgpancia) kot ™ owemrativi - NevpotolikéTnTa
BaOpog kata CTC Adéon Pemetrexed Baxter Aobon cremhativig
(mg/m?) (mg/m?)
0-1 100 % tng mponyoduevng d6omg 100 % g mponyoduevng d6ong
2 100 % g mponyoduevng d6omg 50 % g mponyov eV dOONG

* ¥ovion Kpuripra To&wotntag (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Institute



H Oepancio ue Pemetrexed Baxter mpémet va. draxomel eGv 0 acOevig epgavicet omotodnmote
OLLOTOAOYIKT 1] U aupatodoyikn To&ucotnto Babpov 3 1 4 érnetta and 2 PEIDOCELS TNG XOPTYOOLEVNG
d0o1g 1 dueca eav Tapatnpndel vevpotolkotnta Babuov 3 1 4.

E1dixoi minBoouol

Hlkiouévor aobeveic

2T KAMVIKEG PeAéTeg dgv TapatnpnOnKay evosiEelc avénuévou Kivoivou eLQAVIoNS OVETIOOUNTOV
gvepyelmv o€ acbeveic niikiog 65 etdv 1 peyoldtepng, cuYKPLTIKd pe Tovg acbeveic niwkiog
PIKpOTEPNG TV 65 £TOV. AgV OMAITOOVTOL TEPUUTEP® UEIDGELG TNG dOONG EKTOG OO TIC CUVIGTMOUEVEG
Y10 OAOVG YEVIKA TOVG acOEVELG.

Houdrozpixog tAnBvouog
Aev vdpyel oyetikn ypnion tov Pemetrexed Baxter otov madiatpikd mAnbuoud doov agopd 6to
KkakonOeg pecodnAiopa tov VIE(OKOTU KOl TO UN-UIKPOKVTTUPIKO KOPKIVO TOV TVEDLOVA.

AocOeveic pe veppixi dvolertovpyio (coviibng tomog-vmoloyiouod twv cockeroft kor gault # pobudg
OTEPOUOTIKNG O1NOnong, ue uetproeig ue m uébooo Tc99m-DPTA kdabopong opov)

H mepetpe&ion amofdrietar, Kupimg oUeTAPANT, LEC® VEQPIKNG AMEKKPIONG. LTI KAVIKEG LEAETEG,
o€ aobeveig pe kaBapon kpeatvivng > 45 ml/min, dev yperdoTnKay GALEC TPOGAPUOYEG TNG
XOPNYOVUEVNC BOCTG, EKTOG AT TIG GUVICTMUEVEG Y10 OAOVE YEVIKG TOVG acheveic. Aev vapyoLV
emapk1 dedopéva yio T xopnynomn g nepetpelions oe acbeveic pe kabapon kpeatvivng pkpotepn
and 45 ml/min, enopévog dev cuviotdtar 1 xpron tov Pemetrexed Baxter otovg acOeveic avtovg (BA.
napbypago 4.4).

Aobeveic ue nrotixy dvolertovpyio

Agv €xet texunplodel aitiohoykn cvoyétion petaly tov ripav AST (SGOT), ALT (SGPT) 1 g
OAKN G Y0AePLOPIVIC KO TV POPUOKOKIVITIK®VY 1010TNTOV TNg Tepetpeéiong. [apoia avtd, acbeveig
HE NItk duGAELTOVPYia, OTMG 1e xohepvOpivn > 1,5 opd NG AVADTEPNG PLGIOAOYIKNG TIUNAG KOV
pe apvotpovopepdaon > 3,0 popéc TG avdTEPNG PLGLOAOYIKNG TG (AToVGia NTATIK®Y
petactdcemv) i > 5,0 popég e avdTEPNG PLGIOAOYIKNAG TG (LE NTOTIKEG LETAGTAGELS), OV EXOVV
GLGTNHATIKG peetn et

Tpomoc yopnymong

To Pemetrexed Baxter sivar yia evéopAéfia yprion. To Pemetrexed Baxter npémet va yopnyeiton pe
evooPAEPLa Eyyoon dudpketog 10 Aemtdv TNV Tpd TN NUEPA TOV KABE KOKAOL 21 NuepdV.

To t1g Tpo@uAGEELG Tov TPémet va AneBohV Tpv To YEPIGUO 1) T Yoprynon tov Pemetrexed Baxter
KoL Y100 00Myieg oYETIKG e TNV avaoDoTooT Kot ThY opainor tov Pemetrexed Baxter mpiv

yopnynon, PA. mapdypoeo 6.6.
4.3 Avrevositeag

YrepevaioOnoio otn 0paoTiKn 0VGio 1] 6 KATO10 amd T0 EKS0Y0 TOL UVAPEPOVTUL GTNV
Tapdypoeo 6.1.

OnAacpodg (BA. Tapdypago 4.6).

Zvyyopnynomn pe 1o eufoito tov kitpvov Topetov (PA. mapdypago 4.5).

4.4  E10kéc mPoEtd0TONGELS KOl TPOPVAAEELS KATA TN Y p1on

H mepetpeion evoéyetorl va TpokaAECEL KATAGTOAN TNG AELTOVPYIOG TOL HVEAOD TOV 0GTMV TOV

ekdnNAdvetar pe ovdetepomevia, Bpoufonevia kat avario (| tavkvttaponevia) (BA. mapdypago 4.8).
H pvelokaractodn arotelel tn ovvin docomepropiotikn to&ikdtnta. Ot acOeveig mpémel va



TOPOKOAOLOOVVTOL Y10 EKONAMGOT LVEAOKATAGTOANG KATA TN SLAPKELD TNG YN UE0BEpamELNG Kot 1)
yopynon g mepetpe&iong mpémetl va ovaPdAieTon 6Toug acheveic, £m¢ 6TOL 0 amOAVTOG APOUOS TV
ovdetepogirmv (ANC) va emovéddet o > 1.500 kdttapa/mm? kot 0 aptOuodc Tov opomeTariny va
emavélder oe > 100.000 kottapo/mms. Ot peidoelg Te 306G Y10, TOLG ETOUEVOVS KOKAOVG YOPTYNONG
yivovtai pe fdon to vadip tov ANC, tov aptBpod Tov allomeTaAloy Kot NG HEYIOTNG 1N
apoToloykng toikdtnrag, Onmg mapatnpyonkay otov Tponyoduevo kKbkio xopnynong (PA.
napdypapo 4.2).

Mikpdtepn ToEIKOTNTO KAONDC KAl PLElMOT TV OUOTOAOYIKOV KOl TV [N GLUATOAOYIKAOV TOEIKOTHTMV
BaBpov 3/4, 6mwg ovdeteponevia, eUTOPETN 0VOETEPOTEVID KOl AOIH®EN pe ovdeTEPOTTEVINDL

BaBpov 3 1 4 mapoatnprinke 6tav yopnynonke, Tptv amd  ynueobepaneio, aymyn pe euAiikd o&o
kot Breapivn B12. Eropévamg, 6Aot ot acOeveig, o omoiot Aaupdvovy Oepancio pe mepetpedion, Oa
npénel va, kafodnyodvtat yio T Ayn uAAIKoD o&Eoc ko Prrapivng B12, og pétpo mpopviaéng yia
™ peiowon g to&dmrac g oxetilopevng pe t ynuetodepameio (BA. mopdypago 4.2).

Agppotikég avtidpaoelg xovv avaeepbel oe aobeveig mov dev Ehafav, Tpv and ) ynueobepaneio,
aywy”n pHe évo koptikootepoeldéc. H aymyn ue de€apedaldvn (M 10060vapro avtc) mpv amd
ynpeobepaneio, Umopel vo LEIMGEL TNV EMIMTOOT Kot TN GORapOTNTA TMV SEPUATIKOV OVTIOPAGEDV
(BA. mapdypago 4.2).

Enropkng aptBpdg aobevov ue kdbapon kpeatvivig kbt amd 45 ml/min dev éxet pedetndei.
Emopévmg, dev cuviotdrtal n) xprion g mepetpe&iong oe aobevei pe kabopon Kpeativivng
<45 ml/min. (BX. mapdypao 4.2).

Ot aoBeveic pe N £og péTpia veepikn avemdpreia (kabapon kpeatvivng omd 45 £wg 79 mi/min) o
TPETEL VO, ATOPEVYOLV Tr] AP PN GTEPOELODY AVTIPAEYUOVMODV Qopprikeov (MEZAD), 6nmg TV
1BovmpoPaivn kat To akeTLAOGOAMKVAIKS 0ED (> 1,3 g nuepnoing), yio TovAdytotov 2 nuépeg Tpv, TV
o1 nuépa Kot 2 uEPEG Hetd t yopnynon g nepetpe€ione (PA. moapdypago 4.5).

210V¢ 000eveig e Nia E0¢ LETPLOL VEQPIKT OVETAPKELN OV evOgikvuTal va AdPovy Bepameia pe
nepetpelion, n Anyn MZA® ue poxpd numepiodo amofoing o mpémet vo, S10KOTTETAL, Y10
TOVAYIOTOV 5 NUEPES TTPLV, TNV 1010 NUEPA KOl TOVAN(IGTOV 2 NUEPES LETEL TN YOPTYNOT| TNG
nepetpe&ions (BA. mapdypago 4.5).

YoBapd veppikd copPapate, copumepAapPovorévng g o&elag VEQPIKNG OVETAPKELNS, £XOVV
avaeepbel pe v mepetpeion og povobepaneio | o€ GUVOLAGUO [E AAAOVG YN UEIOEPATELTIKOVS
mapdyovtes. [ToAlol amd Tovg asbevei TOL EUPAVIGAV TO CUUTTOUOTO CVTA EYOV TPOVTAPYOVTES
TAPAYOVTEG KIVOUVOL Y10, TNV aVATTUEN VEPPIKADV CUUPBAUATOV GUUTEPIAAUPAVOUEVNS TG
APLOATOGNG 1 TNG TPOVTAPYOVLGAS VIEPTACTG 1} TOL dtafntr. Neppoyevic dmotog d1afnng Kot
VEQPIKT] COANVOPLOKT] VEKPOGT ovapépONKay EMIGNE KOTA TO LETEYKPITIKO 0TASI0 TG povobepameiog
ue mepeTpelion N g Bepomeiog pe nepeTpelion oe GuVOLOCUO HE AAAOVG YN IEIODEPATELTIKODS
napdyovtes. Ta meprocdTepa suuPapato voydpnoav Hetd tn dtakomr Ayng g mepetpeéiong. Ot
aoBeveig mpénel va mapaKoAovBovvTal GUGTNUATIKA Yo 0EEl0 COANVOPLOKY] VEKPWOGT), LELOUEVN
VEQPIKN Agrtovpyia Kot cuvapeig vOeEitels, KaOMS Kot Yo GUUTTOUATO VEQPPOYEVODG GTolov StaprTn
(m.y. vepvaTpLopia).

H enidpaon g cuALoYIG LYPOD GTOV TPiTO YMPO, OTWOC 1| TAELPLTIKT) CLALOYN 1| O AGKiTNG, €Ml TNG
mepeTpeliong, dev eivol TANPOC TPOGIIOPIGUEVT. ZE L0, LEAETN PACNC 2 TNG

nepetpeliong, 31 acbeveic cuumaydv GYKoV e GLAAOYT VYPOL GTOV TPITO YDOPO dEV TOPOLGIOCTAY
Kapia d1apopd ot 660M TG TEPETPEEIONG OGOV APOPA TNV OLOAT GUYKEVTIPWOGOT] GTO TAAGLO 1] TV
KéBapomn o€ cOYKpLon pe Tovg acbeveig xwpig GLALOYN LYPOD TPITOL YMPOL. ZVVETMOC, 1] TAPOYEVTEST
TOV VYPOV TOL TPITOL YDOPOL TPV 0td TN Bepameio pe mepetpe&idon Oa mpénet va e&etacbel adAdd
pmopel va pnv glvar ko aropoitnen.

AOyo ¢ yaoTpevTepikng ToEkOTNTOS TG Oepameing cuvdVaGHoD TG TepeTpeliong e clomhoTivn,
&xel mapatnpnOel cofopn apuddtwon. Etouévmg, o1 aobeveic Bo mpémetl vo Aapufavouy IkavomoumTikn

avTiepeTikn Bepomeio Kot KOTAAANAT EVOOATOOT TPV KoM UETE amd T ynuetoepamneio.
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2oBapd Kapdtayyelokd GOUPALATO, COUTEPIAAUBOVOUEVOV TOV ELLPPAYIOTOS TOL LLOKAPOIoL Kot
EYKEQOMKOV OyYELOKDOV CUUPBAUATOV, EXOVV avapepBel omdvia 0TI KAMVIKEG PEAETEG e TepeTpeEion,
Kupig otav yopnyndnke oe cuvdvacuévn Bepameia pe GALO KLTTOPOTOEKO TapdyovTa. Ot
ePLocOTEPOL 0o0eVEiC, GTOVG OMOloVE TTapaUTNPNONKAY Ta GVUPELOTE AVTA, ElY0V TPOLTAPYOVTEG
Kapdiayyelokobe mapdyovieg Kivdvvov (BA. Tapdypago 4.8).

Av000KaTOGTOATIKY KOTAoTOCT €ivol cuviOng og kapkivortabdeic aobeveic. ¢ ek ToVTOV, 1
ovyyoprynon tov {dviov adpavoromuévev eppoliov dev cuviotdrar (BA. mapdypapo 4.3 ka1 4.5).

H mepetpe&ion evoéyetor va €xet yevetikd PAanTIKEG EMOPACELS. B0 TPETEL VO GUVIGTATOL GTOVG
GVOPEC OVATTOPUYWYIKNG NAMKING VO UV TEKVOTOINGOLY KOTA T d1dpKeELn TG ynuelodepaneiog, Kabmg
KoL Y10 TOVAGYIoToV 3 ufveg Petd tn Oepameio. Xvviotdtor va Aapfdvovtot HETPO avIIGOAANYNG 1
amoyn. Eneidn, n Oepaneio pe mepetpesion evosyetal vo TPpoKaAEGEL U OVOCSTPEYIUN GTEPOTNTA, Ol
avdpec mpémel va cupfovievovial va avalnToovV 00NYieES GYETIKA e TN STHPNOT CTEPUATOS, TPLV
amo v évapén e ynuetodepameiog.

Ot yuvaikeg g avamapoy®yki NAKio TpEmel vo AapuBavouy amoTEAEGLOTIKY OVTIGOAANYT KOTA T
ddpkela g Oegpomeiag pe mepeTpeion Kat yio 6 uiveg petd v olokAnpwon g Oepomeiag (PA.
Topaypao 4.6).

[eprtmoeic mvevpovitidag and axtivoforia £xovv avapepbei oe aobeveig mov vrofdAloviay ce
axtivofepaneio gite mpv, KOTA T SLIPKELD 1) LETA TNV ay®yN pe mepeTpedidn. ZuviotdTol 1diaitepn
TPOcoyN o€ aVToHS TOVg aobevelg KOBMG Kot TN YPNoT GAADY OKTIVOELOLGONTOTOUDY TAPAYOVI®V.
[Meprtmoelc avapvnoTtikng aktvoPoliog Exovv avapepbel oe aobeveig mov vToPaiiovtay oe
axtivobepaneio mpv amd efSoUadES 1 ypdvia.

"Exdoya

Pemetrexed Baxter 100 mg xdvi¢ yia avkvo oxedaouo. yio. Tepackevy O10ADUGTOS TPOS EYYVOT]
AT 10 POPROKELTIKO TTPOTOV TTEPIE)EL AlydTepO amd 1 mmol vatpiov (23 mg) avd graAidio, ivar
oVTO oL ovopdlovpe «eEAeVBePO vaTpiovy.

Pemetrexed Baxter 500 mg xdvi¢ yia avkvo oxedaouc yio. koepackevt O10ADUATOS TPOS EYYVOTN

AVT10 TO QOPUAKEVTIKO TPOIOV TEPIEYEL TTEPITOL 54 MQ vaTpiov avd PlaAidlo, Tov icodvvapei ue 2,7 %
G cuvioT®dpevnG oo tov ITOY péytog nuepnotag TpdoAnyng 2 g voTpion HEc® SLOTPOPTS Yo
&vav eViAIKa.

4.5  AMmremopdosig pe GAAo QUPRUKEVTIKG TPOTOVTO KOl GALES popPEg alinieniopaocng

H mepetpe&ion kotd koplo Adoyo amofdrietor apetdfAntn omd Tt ve@pikn 000, LEGH COANVOPLOKNG
OmEKKPLONG Kol 6€ uikpdtepo Pabud ue omepapotikn omonon. H cuyyopriynon tov veppotolikmv
0VGIAV (OTTMC 01 OULVOYAVKOGIOES, TO, SLOVPNTIKE TNG AYKOANGC, TO Topdymya TG TAATIVIG, 1
KuKAoomopivn) evogyetar va EYEL Gav amotéLecua TV emPpadvuven g kdbapong e nepeTpe&iong.
Amautteitol Tpocoyn KaTa T GuYXopNYNomn He ta eappaka ovtd. H kdbapon kpeotivivng Oa mpémet va
mapakolovdeital oTEVE, OOV KpIvETOL OVOyKOaio.

H ovyyopnynon pe pappokeutikég ousieg, ol omoieg emiong anofdAloviol HEGH COANVOPLOKNAG
amEKKpLong (7). TpoPevesion, mevikidAdivn), evoéyetal vo el G ATOTELEGIO TV EMPPAdVVEN TNG
KkaBapong g mepeTpe&iong. Amorteitol TPOGOYN KATE TN GUYYOPTYNOT| CVTMV TV OVGLMV LE THV
nepetpetion. H kdBapon kpeatvivng Ba mpénet va mapoakorovdeitar otevd, dmov kpiveton avaykaio.



e acbeveic pe puololoykn veepikn Asttovpyio (kdBapon kpeoatwvivig > 80 ml/min), n Afyn peydiwv
O0CEWMV LN CTEPOEOMV AVTIPAEYLOVOIDV Paprakwy (MEZAD, 6nm¢ TG ovTpoPaivig

> 1.600 mg/mpepnoimc) Kot Tov aKETVAOGAAIKVAIKOD 0£€0G (= 1,3 g/muepnoimg) evOEETOL VO LELOGEL
TNV KéOapomn g TEPETPEEIONG KOl CUVETMG VL CVENGEL TV EUGAVIOT) TOV AVETIHOUNTOV EVEPYELDOV
oyetilopevov pe v mepetpelion. Emopévmg, amatteital mpocoyn 6tav xopnyovvton Heydres 00GELC
MZEA® 1 aKETVAOGOMKVAIKOD 0EE0G, TOVTOYPOVO. LE TN YOPNYN oY TeUeTpe&iong oe acbeveic e
QLGLOAOYIKN VEPPIKT Agttovpyia (kdBapon kpeatvivng > 80 mi/min).

Y& aobeveic pe Nmio mg pETPLa VEQPIKN averdpkela (kabapomn kpeatvivig amd 45 £émwg 79 ml/min), 1
TAVTOYPOVT YopnyNnon g nepeTpeéiong pe MEA® (6mwg 1 1povmpoeaivn) 1 pe peydres S00ELG
OKETVAOGUATKVAIKOV 0£€0G, Oa TPEMEL VoL amopevyeTal Yo 2 NUEPES TTPLV, TNV 110 NUEPA KoL 2 NUEPES
UeTa T yopnynon g nepetpet&iong (PA. moapdypogo 4.4).

AOY® ToV OTL dgV VITAPYOLY OESOUEVA GYETIKA LE EVOEXOUEVT] OAANAETIdpaon pe MZAD mov &yovv
UeyoATEPO YPOVO NULONG, OTMC M TPOEIKAUN 1) 1 POPEKOEIUTN, 1] TOLTOYXPOVN XOPTYNOT LE
nepeTpelion o€ acbevelg pe o EmG PETPLO VEPPIKN OVETAPKELD TTPETEL VOL SIAKOTTTETAL Y10,
TOVAGYIOTOV S NUEPES TPV, TNV 1010 NUEPA KO TOVAGYIOTOV 2 NUEPEG LETA T YOPNYNOT TNG
nepeTpeliong (PA. mopdypaeo 4.4). Eav n tantdypovn yopnynon tov MEAD gival amapaitntn, ot
acBeveic Ou mpémet vo mapakorovBovvTal 6TEVA MG TPOC TNV TOEIKOTNTO, EIOIKA TNV LDEAOKUTOGTOAN
KOLL TNV YOOTPEVTEPLKT TOEKOTNTO.

H nepetpe&ion veiotatar mepropiopévo nratikd petaforioud. To amotedéopoto omd peAéteg in vitro
pe avBpodmva NroTikd pikpocopdtio £6e1&av 0Tl 1) TeUETPEEION deV aVOUEVETOL VO, TPOKAAEGEL
KAVIKG GMUOVTIKY aVOGTOAN TNG HETAPOAMKNG KABaPoTS TV ovoldv Tov petafoiiloviot amd ta
CYP3A, CYP2D6, CYP2C9 kot CYP1A2.

AMNAemdpaoels Kovég o€ OAA Ta KVTTOPOTOEIKA PdpUaKa

Ady® oV avénpévou Kivdvvov Bpoufmcemv 6Tovg kapkivoradeig acbeveic etvar cuyvi 1 ypnon
OVTITINKTIKNG aywync. H vymAn dtatopuk Stakdpaven og Tpog TV KATAoToo TNKTIKOTNTAG KOTd T
OLIPKELD TOV VOOT|LATOV, Kol 1 TOAvOTNTA OAANAETIOPUOTC TNG 0TO TOL GTOUATOG XOPNYOOUEVNS
OVTITNKTIKAG 0Y®OYNG KO TNG OVTIKOPKIVIKNG ynUelodepaneiog, amatrtel avénpévn cuyvotnto
napakorlovOnong tov INR (International Normalised Ratio, AteBvig Opaiomompuévn Zyéon), o
TMEPIMTWOOT TOL ATOPACIGOEL 1] YOPNYNGT OTO TOV GTOUATOG AVTITNKTIKMOV PAPLAK®OV GTOV 0c0evn.

Avrtevdgikvoton 1 tantdypovn yopnynon: Eufoiiov kitptvov mopetod, Adym Tov Kivduvou
Bavatnedpag yevikevuévng aobivelag oo T xoprynon tov epPoriov (PA. tapdypapo 4.3).

Agv gvdeivotal 1 TawTdypovn YopNYNoN: ZOVIoV-adpavomolnuévay epporiov (ektdg Tov gppoiiov
KITPIVOL TLUPETOV, Y10, TO OTTOI0 AVTIEVIEIKVLTOL 1] TV TOYPOVN XOPTYNOT), AOY® KIVSUVOL
GLOTNUATIKNG, eVOgYOUEVDS Bavatnedpag, achévelag. O kivovvog av&dvetan o aobeveic mov
Bpiockovtal 1101 6€ AVOGOKATAGTAATIKY KATAGTACT AGY® TOL VTOKEILEVOL VOGTLOTOG. ZTIG
TEPIMTAOGELG AVTEC Umopel va yopnynoel Eva adpavorompévo euPoito, 6mov avtd drotifetan
(moAopveritidag) (BA. mapdypogo 4.4).

4.6 Tovipétnra, kOO Kot yorovyio

Duvaixec og avomopoyykn nikio / AviicOAANWN 6€ AVTPEC KOL YOVOIKEC

H mepetpelion evoéyetor va €xet yevetucd {nuioyoveg emdpdoets. ['vvaikeg oe ovamopaymykn niwio
TPEMEL VOL YPTGLLOTOLOVV OTOTEAEGLOTIKT AVTIGOAAN YN KATA TN StdpKeLn TG Bepameiog e
mepeTpeéion kot yo 6 uiveg Petd tnv olokAnpwon tng Bepomeiog.

2T0VG AVOPES AVOTOPAYMYIKNG NAKIOG TPETEL VO GUVIGTATOL 1| YPNOT) OTOTEAEGUATIKOV UETPOV
QVTIGVAANYNG KOL VO UV TEKVOTTOoOoVY KaTd TN d1dpkela g Oepameiog, kabng kot émg 3 uivec uetd
) Bepameia.




Konon

Agv vrapyovv dedopéva omd T YPNoT TS TEUETPEEIONG 08 £YKVEG YUVOIKES, AALA 1| TEPETPEEION,
OTMG Kol AAAL PapUaKe avTIETAPOAITEG, EVOEXETAL VO TpOoKaAel coPapég cuyyevelg dapaptieg, Otav
yopmyeitar katd 1 S1APKELN TG EYKLUOCUVNG. Merétec o€ (DO KATESEIEAY OVOTOPOYMYIKN
to&kotnta (PAéne mapdypago 5.3). H nepetpeion dev mpémel vo xpnouonoleitatl Kotd tn didpketo
NG EYKVHOGUVNG, EKTOG €AV £Vl GOQMOE ATOPAiTNTO, LETA TNV TPOGEKTIKN EKTIUNGT TOV OVAYK®VY Y10,
TN UNTEPQ KO TOV EVIEYOUEVOL KIvoOVOL Yia To EuPpuo (BA. Tapdypago 4.4).

Oniaouog
Eivon dyvwoto edv ) mepetpelion anexkpivetol 6To avBpdmIvo YEAN KOl OEV HTOPOVV VO,

amokAEIe00VV avemBounTeg avTidpacelg 6to Bpeépoc mov InAdlel. Zuvendmc, cuvieTaToL Vo
draxomteTon 0 Onhacudc katd ™ didpkeia g Bepaneiog ue mepetpel&ion (PA. mapdypagpo 4.3).

Tovipdmo

Emre1om vrdipyetl to evoeydpevo n Bepomeia pe mepetpelion vo mpokarESEL Un avaoTPEYIUN GTEPHTNTO,
01 Gvopeg mpEMeL va. GVUPOVAELOVTAL VO ova{NTIOOVY 001 YIEG OYETIKA [LE TN SLOTHPTOT CTEPUATOC,
P oo TNV Evopén g ynuetodepaneiog.

4.7 Emopacseig 6Ty IKOvVOTINTE 001Y1161)G KO (ELPIGHOV UNYOVIIRATOV

Agv €yovv mpoypoatomom el HeAETEG OYETIKA LE TIG EMOPAGELG OTNV IKAVOTNTO 001 YNONG KOl XEIPIGLOD
unyovnudtov. Qotoco, &yl avoeepbel 0TL 1 TepeTpelion evosyeTol Vo TPOKUAEGEL KOTWGT).
Emopévag, edv mapatnpndei to copuPfav avtd, ot acbeveig OBa mpénet va amopghyovy Tnv 0d1ynon 1 1o
YEPIOUO UMYV LATOV.

4.8  AvemOoOunteg evépyeleg

Hepilnyn tov Tpoih 0cEAAELNC

O1 10 GVYVE avaPePOUEVES VETIBVUNTEC EVEPYELEG TTOV GYETILOVTOL [IE TN YOPTYNOoN TEUETPEEIONG,
gite og povobepameio 1 wg cuvdvacuévn Bepaneia, eival LVEAOKATOGTOAN TOL EKONAMVETIL MG
avaipia, ovdeteponevia, Aevkomevia, Opopfomevia Kol YOOTPEVTEPIKES TOEIKOTNTEG, TOV EKONADVOVTOL
¢ avopetia, vavtia, épetog, didppota, duokKoMdTNTo, PapLYYiTId, PAEVVOYOVITION KOl GTONATITION.
Aldeg avemBounteg evépyeleg mepthappdvouy veppikn ToSikodtnTa, avénuéva eninedo
QULVOTPOVOPEPUCOY, CAMTEKIN, KOTMOT], APLIAT®ST, eEavOnua, AolpnmEn /oy kot vevpomddeia.
Travia avopepbeiosg avemBounteg evépyeieg neptAapupavovy to cdvdpouo Stevens-Johnson kat
TOEIKT EMOEPIKT VEKPOALON).

Hepilnyn tov ovemBountov evepyeidv 6e LOPPT) TEvVaKOL

O zivaxog 4 meprappdvel to avemBounta couPavta aveEapTnta amd TNV dUTIOAOYIKN TOVG GLGYETION
HE TNV yopnynon tng nepetpeéiong eite wg povobepaneia gite 68 GLVOVAGUO LE GIGTANTIVN OTWS
pokvTTOVY amd TG Pacikés eykpitikég peréteg (JMCH, JIMEL, JIMBD, JIMEN kot PARAMOUNT)
KoL oo TV TePiodo PETA TNV KLKAOPOPID TOL TPOTOVTOC.

Ot avemBOUNTEC EVEPYELEC PUPLLAKOD OVOPEPOVTUL VA KOTITYOPIiOl OPYAVIKOD GLUGTNHATOG COLPMVAL
ue To MedDRA. H ak6iovdn ocbupacn £xet ypnoponomndei yio tny to&vounon mg ovuyvottag: ol
ovyvég > 1/10, ouyvég > 1/100 émg < 1/10, 6yt ovyvég > 1/1.000 £mg < 1/100, omdvieg > 1/10.000 £wg
< 1/1.000), ol omdvieg < 1/10.000 kot pn yvootég (dev pmopolv vo ektiundolv pe fdon ta
dwbéoipa dedopéva). Evtog kabe katnyopiag cuyvotntag, ot avembOounteg evEpyeleg Tapovatifovta pe
oepd edivovoag cofapotnrac.



Mivakog 4. ZoyvetnTtes TOV avemOounTov copufavrov 0Aov Tov Badpdv aveéaptntoe aré v
atietnTo Tpoepydpeveg omo Tig Pacikéc eykprtikéc peréteg: JMEI (Ilepetpetion évavtt
Nrooeragéing), JMDB (Ilepetpetion ko Xiowhativy évavtt GEMZAR ko Xwewhativy, JMCH
(MepeTpe&ion kot Liowhativy Evavtt Zwemhativy), IMEN kor PARAMOUNT (ITepetpsegion poli
pe ™ BEATIOTN VTOGTNPIKTIKI] QPOVTION EVOVTL TOV EIKOVIKOD QUpRdKov ovv T1) féAlTioT)
VOGTNPIKTIKN QPOVTION) Kol 0té TNV TEPI000 NETA TV KVKAOQOPia TOV TPoidvTOoG,

Koatnyopia/ IMoA0 ovyvég | Zvyvég O ovyvég Xrdvieg oAb omavieg Mn
0pYOavVIKO YVOOTEG
oUGTNLO KOTA
MedDRA
Aopudeig ko Aoipwén® Inyarpiod Agppo-
TOPACITAOCELG Dapuyyitdo VodEpUATITION
Awtapoyés tov | Ovdetepomevio | Epmdpertn [Hovikvttaponevia | Avtodvoon
OLLOTTOUTIKOD Agvkomevia ovdeTepomeVial OLLLOAVTIKN
KOl TOV Awoopapivn | ApBuodg ovarpio
Agppucon HEWOUEV OULOTETOM®V
GLGTHLOTOG UEWOUEVOC
Awtopoyég Tov Yrepevarsnoio AVOoQUAOKT
OVOGOTOMTIKOV |
GLGTHLOTOG KkatamAn&io
Awtopoyég Tov A@puddtmon
peTaffoAMo oD
kot g Opéyng
Awtaporyég Tov ITeprpepcn kivnuikn | Ayyelokd
VEVPIKOD vevpomaoei EYKEPOAKO
GLGTHLLOTOG Teprpepkn oupfav loyoypukd
ootk ayYEWKO
vevpomaoei EYKEPOAKO
76 EMEIGOO10
Awtopoyéc g Evdoxpoviakn
yevong opoppayio
OpBohpukég Emmepukitida
Swtapoyés EnpopBoptio
AoxpOppoio
onEnpévn
Enpn
KEPATOEMITEPVKITION
Oidnua Prepdpov
Nobécog ¢
0pBaApKNG
EMPAVELOG
Kopdiokég Kopdiokn "Epgpoaypo tov
Swtapoyés avETApKELL Hookapdiov
Appobpuia Yrepavioio vOGog
Zmbayxn
Ymepkothokn
appvipio
Ayyelokég [Teprpepkn
dwatapoyéc woyoyio!
Awtapoyég Tov [Tvevpovikn
OVOTTVELOTIKOV eupoin
GLGTYLLOLTOG, TOV Atbpeon
Odpako. KoL Tov nvevpovitidal
pecobmpakiov
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Koatnyopia/ IMoA0 ovyvég | Zvyvég O ovyvég Xrdvieg oAb omavieg Mn
0pYOavVIKO YVOOTEG
oUGTNLO KOTA
MedDRA
Awtapoyéc Tov | Ztopotitida Avomeyio Awoppayio Tov
yootpevtepkod | Avope&ia AvorotMmoTTa YOG TPEVTEPLKOD
"Epetog Kotuaxd dryog COAMVOL
Adppota Aldtpnomn Tov
Noawrtio EVIEPOV
KoAitido®
Aoppayio Tov
opBod
Owopayitido
Awatopoyég Tov Apwvotpovopepdon Hrartitida
NTATOG KOl TV ™mg ohavivig
XOAN@OpeV ovénpévn
Aomoptici
OUVOTPAVGPEPACT)
owEnpévn
Awtapoyéc tov | EEavOnua TToAvpopeo Epobnua To&u
dépaTog Kot Amoporidwon | epvbnua EMOEPUIKN
TOV LIOJOPIOV tov déppatog | Kvidmon vekpoivonP
10700 Ynépypwon >Hvdpopo
Kwnoudg Stevens Johnson?
Alomexio Ieppryoetdéc
Agpparitido
TOUPOAVYDONG
Eniktnm
TOUPOAVYDONG
EMBEPLOIVOT
Epvbnuotddeg
oidnpot
Yevdokvtt-
apitido
Agppoatitido
"ExCepa
Kviign
Awrtapoyés tov | KdaBapon Neppikn Neppoyeviig
VEQPMV KOL TOV | KpeaTvivig OVETAPKELL A4mo10g
OVPOPOPWY 0ODV| UEIWUEVT PuBpog SwapnTng
Kpeativn OTEPOUOTIKNG Nékpoon
aiporog dmonong petmpévog VEQPIK®V
avénuévn® COAV-
apiov
Tevikéc Konwon OwpuKIKod GAAyog
Satapoyés Kot TTopetia
KOTAGTAGELG TG Alyog
000V yoprynong Oidnpua
@heypoviy
BAevvoyovou
Hoapaxivikég v- YAOVLTOLVATPOL
gketdoelg voeePAon avEnuévn
Koxaooec, [Tvevpovitda and | Pavopevo
dMAnnpuicelg axtvoPoiia avaKANGoNG
KOl EMUTAOKES Owopayitida omd
OepamevtiKdv axtvoPolio
YEPIOUOV

* 1e M yopic ovdetepomevia
P 6e opiopéveg mepitdoelg Dovatnedpo

T LEPTKES POPEC KOTEANEAV GE VEKP®OT TOV AKPWOV
% 1€ OVOTTVEVGTIKT] GVETGPKELD,
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£ TapatnpnOnke pLOvo o€ GLVILAGUO LE GLOTANTIVY
¢ kuplwg TV KATO GKpOV

Avapopd mBavoloyoduevev avemBOUNTMV EVEPYELDY

H avapopd mBavoroyoduevemy avemiBountmy evepyeumy HeTd amd T Yop1yNnom Adelc KuKAOPopiag
TOL QPOPUAKEVTIKOD TPoidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorovdnomn e oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital and Tovg enayyeAIaTieg vyEing va
AVOPEPOVV OTTOEGONTOTE THAVOLOYOVUEVEG OVETIBVUNTEG EVEPYELEG LECH TOV EBVIKOD GUGTNLLATOG
avoeopds Tov avaypdeeton oto [Hopdptmua V.

49 Ymnepodocolroyia

Ta cvuntopaTe VTEPSOGOA0YING TOV £YovV avapepbel, Tepilapfdvovy ovdeteponevia, avapia,
Opoupomevia, Prevvoyovitida, arsOntikn molvvevpomdfeia Kot e£avOnua. Ot avopevopeves EMmTAOKEG
NG VIEPOOGOAOYING EIVOL 1) KUTOGTOAN TOL HVEAOD TMV 0GTOV, TOV EKONADVETOL LE OVOETEPOTEVIQL,
Opoupomevia ko avarpia. Exiong, evdéyetar vo mapatnpndel Aoipwén pe | ympic Topetd, didppota
Ko/ Prevvoyovitida. Edv vdpyet vroyia vrepdocoroyiag, ot acbeveig mpémet va mapakoiovdovvtal
ue yevikég e€ETACELG aipaTog Kot TPEMEL v AGBoVY VTOGTNPIKTIKY aymyn otav amotteital. H ypion
QEUAAMVIKOD a6BeaTion/UALIVIKOD 0EEOC, Y10 TNV OVIWETMTIOT TNG VIEPSOGOAOYING LE TepeTpeEion,
0o mpémel va eEetdleTan.

5. OAPMAKOAOTI'IKEY IAIOTHTEX
51 ®@oppokodvvoptkés 1010TNTEG

DoppokobepamenTin Katryopio: AVTIVEOTAAGLOTIKOL TAPAYOVTES, OVAAOYO PLAAKOD 0EEOC, KMOUKOG
ATC: LO1BAO4

H mepetpe&ion eivat évag TOALUTADV-GTOY®V OVTIKOPKIVIKOG AVTIQPOAKOS TAPAYOVTOS, O OTOT0G OoKET
1 dpdion Tov SLKOTTOVTOG CTUAVTIKES PETAPOAKESG S10dikacies, Tov EE0PTMVTAL OO TO PLAAIKO Kol
€lval OmOPOLTNTEG Y10 TOV KUTTOPIKO TOAALOTAUGLUGO.

In vitro peléteg éxovv deilet 6TL 1 TEPETPEEION CLUTEPIPEPETOL OC TOAAATADY GTOYDV OVTUPOAKOG
TaPAYoVTaS, HECH TNG AVAGTOANG TG Bupdvikng cvvletdong (TS), g StHdpoPLALIKTG
pedovktaong (DHFR) kot g @oppvrotpavepepdong tov YAvKvaudkod pipovovkieotioton
(GARFT), mov glvan onuavtikd, eEaptdpeva Tov PLAAKOD, VDO TOL EUTAEKOVTOL GTNV €K VEOD
BrooctvBeon tv vovkieotidimv g Bupudivng kot g movpivng. H nepetpe&ion petapépetan eviog tamv
KUTTAP®V, LEGM TOV PETAPOPED AVIYUEVOL POALKOD KOl LEGEH TOV LEUPPUVIKOV TPMTEIVIKOV
LETAPOPIKMY GUGTNUATOV TTOL GLVOEOVTOL e TO POALKO. Evidc Tov kuttdpov, 1 nepetpelion
LLETATPENETOL YPNYOPO. KO AMOTEAEGLOTIKO GE TOAVYAOVTOULKES LOPPES, LEG® TOL EVEDHOV
POAVATOAVYAOLTOLIKT GVVOETAGT]. Ot TOAVYAOLTOUIKEG LOPPEG TOPAUEVOVY EVTOC TOV KUTTAPWOV KOl
elvar Tep1ocdTepo 1oyvpol avactoreic ™ TS ko g GARFT. H petoatponi) 6 TOADYAOVTOUIKES
popeég etvan pio Stadikacio eEapT@HEVT] 0O TO XPOVO KOl T1 GLYKEVIPW®GT] KO 1] omoia
TPOLYLOTOTOLEITAL EVTOG TMV KAPKIVIKGV KVTTAP®V KOl G LKPOTEPO PabUO GTOVG PLGLOAOYIKOVC
16t0VG. Ot ToAvyAovtapkol petaforitec £xovv avénuévn evéokvtTopikn dtdpketo Nulong, pe
OTOTEALECLLOL TNV TOPATETOUEVT SLIPKELR OPAONG TOL PAPUAKOV GTO KOPKIVIKA KOTTAPO.

O Evponaikoc Opyaviopog apudkmv £xel dOGEL AmaAloyn omd TNV VTOYPEMGT] VITOPOANG TV

OTOTELECUATOV TOV LEAETAOV e TNV TEPETPEEION GE OLEG TIC LTOKATYOPIES TOL TAOLATPIKOD
TANBvouoD Yo Tig NON eykekpluéveg evoeilelg tov (PAéne mapdypago 4.2).
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

KAl arotedeopatikotnta,

MeoobOnliwuo.

H EMPHACIS, pio moAVKEVTPIKTY, TUYULOTOMUEVT], ATAN-TVQAN, PAoNG 3, KAMVIKA HLEAETN TNG
mepetpegiong nali pe oromiativn Evavtt Hovng TG olomAaTiving oe aobeveic, yopic mponyoduevn
ynueobepaneia, pe kokondeg pecobniiopa vrelmrota, £de1&e 6T o1 0aoBeveig mov Edafav Bepaneia
ue mepeTpelion Kot olomAativ lyay KAMVIKA GNUOVTIKO ETITAEOV OQELOG SIOUECT|C
emPioong 2,8 unvav, cuykprTikd pe tovg aobeveic mov Eaafav wovn tn clemiotiv.

Koatd ™ didpreta g kKAvikng pelétng, tpootébniay ot Bepaneia tov aclevov copuminpopota
YOUNANG 800N PLAAKOD 0&€0g Kot Prrapivng Bi,, Tpokeipévon va peiwbei n to&ikotnta. H
TPOTAPYIKY] AVAALGT CLTAG TNG KAVIKNG LEAETNC TPy LOTOTOONKE GTOV TANBLOUO OA®V TV
acBevav Tov TuyatomoOnkay ce opdda Bepameiog Kot o1 0moiot EAdPav QAPHOKO TNG HEAETNG
(ToyonomomnOniay Kot Erapav Oepameio). Mo avdALGT TOV VTOOUAS®V TPOYLUTOTOIONKE GTOVG
acBeveig mov Ehafav couminpopate PLAAIKOV 0&E0g Kot Prrapivng By, kaf’  6An ) didpkela TG
Oepameiog g peAéng (TANPNS YOPNYNON CLUTANPOUATOV). To ATOTEAEGLOTA CVTDOV TOV AVIAVCEMY
TG OMOTEAEGLLOTIKOTITOG TOL QUpLakov, cuvoyilovial 6Tov akdAovo mivaia:

IMivakog 5. AToteleopaTIKOTNTO TG TEPETPEEIONG NE GLoTAUTIVI VAVTL GLETAUTIVIIG 6TO

Kokon 0 peconriopa vrelwkota

AcOgveig mov Tvyoomon)OnKaY
Kot EAafay Ogpameio

AcOeveic mov Ehafay Tinpn
oyOYN LE CUUTANPONAT,

Mapaperpog Meperpelion/ | Lwomhoativy |Ieperpeion/| Ziemhativn
UTTOTELECPOTIKOTITOG olomhaTivy oloTANTIVI|

(N = 226) (N =222) (N =168) (N =163)
Atdpeon cuvolkn emPioon 12,1 9,3 13,3 10,0
(urveg)
(95 % CI) (10,0-14,4) (78-10,7) |(114-149) | (84-119
Twn-p Log rank® 0,020 0,051
Aldpecoc ypOdVoG VITOTPOTNG TOV 57 3,9 6,1 3.9
0yKov (pnveg)
(95 % CI) (4,9-6,5) (2,8-44) (5,3-7,0) (2,8-45)
Twn-p Log rank® 0,001 0,008
Xpdvog U avTomoKpIong 6T 4,5 2,7 4,7 2,7
Oepamneia (UMveq)
(95 % CI) (39-49 (2,1-29) (4,3-5,6) (22-31)
Twun-p tov Log rank® 0,001 0,001
Zuvolkd T0c606To avtomdkpionc 41,3 % 16,7 % 45,5 % 19,6 %
(95 % CI) (348-48,1) | (12,0-22,2) |(37,8-53,4)| (13,8-26,6)
Twun-p Fisher’s exact® < 0,001 < 0,001

Svvtopoypagio: Cl = didot o eUmeTocHVNG
* H Tiun-p avoapEpetot oTn 6UYKPLon HeTasd TV ouddmy.
P v opdda vd mepetpetidn/ciomhativ, ot aceveic TuyonomomOnkoy kot Ehoafav Oepomeio
(N 225) kat ot acBeveic mov Elafov mAnpn aywyn pe copminpouata (N = 167)

[TapatnpnOnke 6TATIGTIKA CNUAVTIKY PEATIOON 6TO KAVIKA GNHOVTIKA COUTTOMOTO (TOVOC Kol
dvonvoln) mov oyetiCovtar pe 1o Kakombeg pecodniiopo vrelwkdta, oTtny opada achevmv vd
nepetpeéidn/clomrativn (212 acbeveic) évavtt g opddag acbevov o Oepameia pe povn
oomAiativn (218 acbevelg), pe m ypnon g Kiipakag Extipnong tov Zvpntopdtov tov Kapkivoo
tov [Tvedpova (Lung Cancer Symptom Scale). Eniong, mapatnpiOnkay oToTioTikd onuavTikég
SlpOopES OTIG SOKIIAGIEG TNG TVEVUOVIKTG Agttovpyiog. H didkpion petald tov opddmv Bepameiog
emtevydnke pe ) Pektioon Tng TVELHOVIKNG AEITOVPYIOG 6TO OKELOG TNG TeHETPESIONC/clomAativig
KoL TNV EMOEIVOGN TNE TVELUOVIKNG AELTOVPYIOG LE TO XPOVO GTNV OLASH EAEYYOV.

13




Yndpyovv meplopiopéva dedopéva og acbeveig e kakomdec pecodniiopa vrelwkodto Tov Ehafov
povolepameio pe mepetpelidn. H mepetpelion o §6om 500 mg/m? peretiOnke og povobepomeio
o€ 64 acBeveig pe karxombeg pecodnAiopa vrelmrodtao, Tov gV eiyav AGPBEL TPONYOLUEV®OS
ynueobepamneio. Luvolikd, To T0G0GTO avtamokpiong Ntav 14,1%.

Mn-urporvttapixog kapkivog tov rveduovo, (NSCLC), Oepaneio dedtepne ypouuns

Mo TOAVKEVTPIKT, TUYOLOTONUEVT], AVOIKTNG EMCHULAVOTC KAVIKT UEAETT|, @ACNG 3, TNG
nepeTpeliong évavtt viooetaléing, o aobeveig pe Tomikd Tpoywpnuévo N petactatikd, NSCLC, petd
amo apyikn ynuewodepaneia, £de1&e, dSidpecovg ypovovg emPinong twv 8,3 unvov, yio tovg acbeveig
nov élafav Oepancia pe mepetpe&ion (ITT-Intent to Treat Population, n = 283) kot twv 7,9 pnvov yia
tovg acbeveic mov ElaPav viooetat&édn (ITT, n = 288). H apyikn ynuetobepamneio dev mepreddpufove
nepeTpelidn. Avdivon g enidpacng Tov 1otoroykov THmov Tov NSCLC oto amotéheopa tng
Oepaneiog ot cuvolikn| emPiwon, £de1&e vepoyN TG TEUETPEEIONG EvavTl TNG VIOoETAEEANG EKTOG
TOV TEPUTTOGEMY OV T, TAAKDOSN KOTTApa KupLopyovoay iotoroyikd (n =399, 9,3 évavtt

tov 8,0 unveg, Tpocapuocpévog oyetikdg kivovvog HR = 0,78, 95% CI = 0,61-1,00, p = 0,047) kot
VIEPOYN TNG VTOGETAEEANG OTOV TO TAAKMON KVTTAPA KLPLUPYOVCHV IGTOAOYIKA

(n =172, 6,2 évavt 7,4 piveg, Tpocapuocuévog oyetikog kivovvog HR = 1,56, 95% Cl = 1,08-2,26, p
=0,018). Aev vimpyov KAMVIKG GNUOVTIKEG SLOPOPOTOOELG AVAUEST OTIC VO 1GTOAOYIKES VITOOUASEG,
0G0V aPOPd TO TPOPIA ACPAAELNG TNG TEUETPEEIONG.

[epropropéva KAVIKA dedopéva, amd puia. EEYPLoTT, TUXAOTOINUEVT, EAEYYOUEVT] KAVIKT SOKIUN,
Ddomng 3, delyvouv TG 01 TAPAUETPOL LETPNONG TNG AMOTEAEGUATIKOTNTOS (GLVOALKN emPimon,
emPiwon ehevbepn vroTpomng) Yo TNV TEUETPEEION eiva mopdpoteg peTa &l TV aoBeEVAOY TOL
TPONYOLUEVOC elyov AaPel Oepaneio pe viooeta&éAn (N = 41) kot tov aobevdy mov dev giyov AaPet
nponyovuévac Bepameia pe vrooeta&éin (n = 540).

Hivaxag 6. ArotereopoTikéTnra TG TepeTpeliong évavrt vroosetaléing otov NSCLC — ITT
mAn0vopnog

MepeTpetion Ntooetatéin

Xpovog smpioong (mives) (n=283) (n =288)

. Aldpecoc (m) 8,3 79

. 95% CI yia tov d1dpecog xpovo (7,0-9,4) (6,3-9,2)

. HR 0,99

. 95% CI yw To HR (0,82 - 1,20)

. Twni-p Mn xototepotntoc (HR) 0,226
Empioon elevdepn vrotpomg (uves) (n=283) (n =288)

. Atdpeon 2,9 2,9

. HR (95% CI) 0,97 (0,82 - 1,16)
Xpoévog amotvyiog g Oepameiog (MRveg) (n=283) (n =288)

. Aldpecog 2,3 2,1

. HR (95% CI) 0,84 (0,71 -0,997)
Avtamoxpron (N: apOudc acOevdv mov TAnpovy (n =264) (n=274)
TOL KPUTHPLOL Y10 OVTOTOKPIOT))

. IMocootd avramodkpiong (%) (95 % Cl) 9,1(5,9-132) 8,8 (5,7-1218)

. Xt08epn vocog (%) 458 46,4

Zuvropoypaio: Cl = didotua eumiotoovvng, HR = oyetikdc kivéuvog, ITT (Intent to Treat) =
npobeon Bepaneiog, n = cuVOAKOG aplBOg acHevmv.

NSCLC, Oepareio mpadrtne ypouusn

Mo TOAVKEVTPIKT|, TUYOLOTONLEVT], OVOIKTNG EMOTIUAVOTG KAVIKY pedétr, Pdong 3, g
nepeTpeliong o€ GLVILAGUO LE GLOTAOTIVN, EVOVTL Yepottafivig oe Guvovaoud Ue GlomAativi o
acBeveic mov dev glyav AaPet Tponyoduevn ynuetobepaneio Le TOTIKA TPOYDPNUEVO 1| LETAGTATIKO
(otadiov b M IV) NSCLC éde1&e 6t m Oepomeio pe nepetpes&ion ko ciomiarivy (ITT-Intent to Treat
Population, n = 862) avtamokpibnke 6To TpOTEHOV KOTOANKTIKO oMpeio TG pelétng kot £de1ée
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apduoto KAMvVIKY amoteleopotikdtnra e ) Oepaneio pe yeuorraBivn ko otoniativy (ITT, n = 863)
660V 0popd. TNV cLVOAMKY emiPimon (Tpocuprocuévog oyetikdg kivouvog 0,94; 95% CI = 0,84-1,05).
O)ot o1 acbeveic Tov cupmepAnEONGAV e aLTH TN HEAETN glyav KoTdoTaon wavotntag kKotd ECOG
(ECOG performance status) PS 0y 1.

H apyikn avdivon yia v pétpnon g anotelespoatikotrog Paciommke otov minbucud ITT. Ot
avaADGELS EVOI0ONGING TOV KOPLOV KATOANKTIK®V onueinv anoteAespotikoTntag aloloynonkay
emiong otov Protocol Qualified (PQ) nAnfvoud. Ot avoddoelg omoTeleopaTIKOTNTAS 6TOV TANBVGUO
PQ &ivar ovppwveg pe t1g avorvoelg otov TAnduopod ITT kot vrootnpilovy TV Un KOTOTEPOTNTA TOL
cuvdvacuov AC évavtt tov GC.

H emPioon grevBeprn vrotponrg (PFS) kat 10 cuVOAIKS T0606TO AvTUTOKPIONG TAY TAPOLOLO,
petald tov dvo opddwv Beparneiag: o didpecog PFS fitav 4,8 univeg emPioong yio v neperpelion oe
cuvdvooud pe cromiativn, Evavtt 5,1 pnveg emPioong yuo ™ yeportaPivn pe cliomiotivy
(mpocappocuévog oyetikog kivovvog 1,04, 95% CI = 0,94-1,15), kot o Guvolikd T0G0GTO
avtamokplong rav 30,6% (95% Cl = 27,3- 33,9) yia v nepetpetion oe cuvdvacud e olomlotivn
évavtt 28,2% (95% CI = 25,0-31,4) yia ) yeporrafivn pe comhativn. Ta dedopéva g PFS
amodeiydnkay pepikds omod i aveEdpmm avaokonnon (400/1.725 acBeveic emiéyOnkay toyaio yio
TOV AEYYO).

H avéivon g enidpaong tov 1otoroyikov tomov tov NSCLC ot cuvohikn emPinon, £de1&e KAvikd
ONUOAVTIKEC dLapopég otny emPimon avaloya pe TV 1oToroyia, BAETE TOV TIVOKO KATOTEP®.

ivaxag 7. AwoteheopatikdOtTnTo TG TEPETPESIONG + SromhaTivig évavtt TG yeportafivig +
oL6TANTIVIIC TNV TPOTY YPORNY 0EpameEiaS TOV IN-IKPOKVTTAPLKOV KOPKIVOD TOV TVEVHOVA —
ITT ndn0vopdég Kot 16TOAOYIKES VTOOPAOES.

ITT aAlnOvopdg Awdpeon ovvolkn empimon (uqvec) Hpoocappoopévog | Tyuy- P

K01 10TOLOYIKES (95 9% CI) OYETIKOG KiVOUVOS | aveTePOT

VIToONadES Mepetpetion + T'eporrafivy + (HR) nrag
clomhativn clomhativn (95 % ClI)

ITT mnbvopdg 10,3 N = 862 10,3 N = 863 0,94 0,259

(N =1725) (9,8-11,2) (9,6 -10,9) (0,84 —1,05)

Adevokaprivopo 12,6 N =436 10,9 N =411 0,84 0,033

(N =847) (10,7 -13,6) (10,2-11,9) (0,71-0,99)

MeyororkvtToptko 10,4 N=76 6,7 N=77 0,67 0,027

(N =153) (8,6 -14,1) (5,5-9,0) (0,48-0,96)

Al 8,6 N =106 9,2 N =146 1,08 0,586

(N =252) (6,8 -10,2) (8,1 -10,6) (0,81-1,45)

IMokmon 9,4 N =244 10,8 N =229 1,23 0,050

KOTTOPO

(N =473) (8,4-10,2) (95-121) (1,00-1,51)

Yvvtopoypapieg: Cl = dtdompa epmotocuvng, ITT = pdbeon Bepanciog, N = cuvorikdg aptOpog

oocOevav.

* LTaTIOTIKE GNUOVTIKS Y10, 1 KOTOTEPOTNTO, JE TO GUVOAIKS SIAGTNIO EUTIGTOGHVIG Y10, TOV

oyetko kivovvo (HR) emapkdg yopmAdtepo amd 1o 1,17645, dptlo yuo un KotowtepodTnTo

(p < 0,001).
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Yyedwaypapporo Kaplan Meier ywa tn svvoliki) empicmon avd 16toloyiko vrétomo

1,0 + Adgvokapkivopa Meyarokvrropiké Kapkivopa
09 - AC 1.0 1 )
— 0,9 -
o> 0,8 | GC vos — AC
& 07 - g —GC
3 20,7
< 0,6 4 a
R g 0,6 T
= 05 m
g 3 0,5 7
£ E04 -
g 0.3 1 £0,3
g D
= 0.2 = 0,2 -
0,1 4 0,1 A
0’0 T T T T T 0,0 T T T T T
0 6 12 18 24 30 0 6 12 18 24 30

Xpbévog EmPioong (uiveg) Xpovog EmPimong (uiveg)

Agv vnpEoav KAMVIKG ONUOVTIKEG O10LPOPOTONCELS AVALESH OTIG OV0 1GTOAOYIKES VTTOOUAES, OGOV
a@opd To TPoPil acearelag TG mepeTpesiong oe GuVILAGUO LE TN CLOTANTIVN.

Ot acBeveic mov EhaPav Bepaneio pe mepeTpelidn Kot GIoTAATIVI YPELACTNKAY AlYOTEPES LETOYYIOELS
(16,4% évavt 28,9%, p < 0,001), Aydtepeg petayyioelg epubpokvtTapav, (16,1% Evavt 27,3%, p

< 0,001) ko Aryotepeg petayyioelg aponetariov (1,8% évavt 4,5%, p = 0,002). Eminpocera,
YPEWOTIKAY LIKPOTEPT TOocOHTNTA EpLBpOoTOMTIiVIG/SapPermoetivng (10,4% évavtt 18,1%, p < 0,001),
G-CSF/GM-CSF (3,1% évavtt 6,1%, p = 0,004), kot okgvdopozo oidnpov (4,3% évavt 7,0%,

p = 0,021).

NSCLC, Oepameia ovveipnons

JMEN

Mo TOAVKEVTPIKT), TUYALOTOUNLLEVT], OUTAT-TUQAY] EAEYXOUEVT LE EIKOVIKO QAPUOKO LEAETN

®dong 3 (JMEN), cuvékpive TNV amOTEAEGLOTIKOTNTO KOL TNV 0oPAAEL0 TG Bepaneiog cuvtnpnong
¢ nepetpe€idng oe cuvdvacud e v kaAdtepn vrootnpiktiky epovtida (BSC) (n = 441) évavt
EIKOVIKOD QUPLAKOD GE GLUVOVAGHO LE TNV KOADTEPN vrooTnpikTikn epovtida (BSC) (n=222) ot
acbBevelg pe tomud mpoympnuévo (Xtaoto 1IB) 1 petactatucd (Ztado IV) NSCLC mov dev
vrotpomiocay PeETd and 4 khkhovg dmAng Bepomeiog TpOTNG YPOUUNE TOV TEPIAauPave ZiomAativi 1
Koappomhativn og cuvdvacud pe Fepotrrafivn, [MokArta&éAn 1 Ntooetalédn. H duthn Oeponeio
TPAOTNG YPOUUNG pe TepeTpelion dev cupmeptinednke. Olot o1 acBeveic mov ELaPav LEPOS e avTn
v pedém glyav katdotoon woavotnrag katd ECOG (ECOG performance status) 0 v 1. Ot aofeveig
éhaPav ™ Bepomeio cuvtnpnong £og v emdeivoon g vosov. H amotelecuatikdotnta Ko 1
acQUAELD VTTOAOYIGOKAY OO TNV NUEPA TNG TLYOLOTOMGNG LETE TNV OAoKApwoT TG Bepameiog
TPOTNG YPOUUNS (Eloaymywkn Oepameio). Ot acBeveig Ehafav katd didpeco 6po 5 kdkhovg Bepameiog
ouvTNPNOoNG He mepeTpesion kat 3,5 KOKAOLE Ue EIKOVIKO Papuako. TuvoAlkd 213 acheveig (48,3%)
oAOKAT PGy > 6 Kbkhovg Oepaneiog kot cuvolkd 103 acbeveic (23,4%) ohokAnpocay

> 10 xdxhovg Bepanciog pe mepeTpe&ion.

H peAétn nétuye tov Tp@tapyiko TG otoOy0 Kot £€1EE OTOTIOTIKA oNovTikn Bedtioon oty PFS oty
opddo Oepameiog pe nepetpetion og cvykpion pe v opddo Oepomeiog pe eikovikd eappako (n =581,
TANOLoUOC VIO aveEAPTNTN ovacKOTN G, KaTd didpeco 6po 4,0 kot 2,0 punveg avtiotoyo) (oYETIKOG
kivovvog (HR) = 0,60, 95% CI = 0,49-0,73, p < 0,00001). H ave&aptnt avackoéanon tov
OTEKOVIOTIKOV e£eTA0EOV TV 0cfevav emPefainaoe To evpuata TG aloAdYNoNE TOV EPELVINTAOV
oyetwkd pe v PFS. H OS 10v cuvoiikod mAnbucpov (n = 663) Ntav 13,4 uiveg yio v opdado
Oepaneiog pe mepetpetion kon 10,6 punveg yio v opddo Bepomeiog Pe EIKOVIKO QAPUOKO, OYETIKOG
kivduvog HR = 0,79 (95% CI = 0,65 - 0,95, p = 0,01192).
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Onoc kat otig dAlec peréteg g mepetpe&iong kot ot pedétn IMEN mapatnpnonke dwapopd oty
UTOTEAEOUATIKOTNTO avaAoYa pe ToV 16ToA0YIKO VtoTVo Tov NSCLC. I'a tovg acBeveic pe NSCLC
€KTOG EKEIVOV TTOL TAL TAOKMOT KOTTOPO KUPLopyoLV 16ToAoyiKd (n = 430, minbuoudg vd ave&dptnn
avacokonnon), 1 dapeon PFS ftav 4,4 piveg yo v opdda Bepoameiog pe nepetpe&ion ko 1,8 pnveg
v TV opdda Bepameiog pe eikoviko eapuako, HR oyetikdc kivévvoe = 0,47, 95% CI = 0,37- 0,60, p
=0,00001. H diépeon OS yuo tovg aobeveic pe NSCLC extdc exeivav mov To TAaK®ON KOTTApO
Kuplapyovv 16toAoyikd (n = 481) nrav 15,5 pnveg yo v opdda Bepaneiog pe mepetpelion

kot 10,3 pnveg yo trv opdda Oepomeiag pe sikovikd eappaxo (HR oyetikog kivovvog = 0,70, 95% Cl
=0,56-0,88, p = 0,002). Zvumepthopufovopivne e eleaymyikng edong 1 didueon OS yio Tovg
aocBeveig pe NSCLC extdc exeivav mov To TAAK®OT KOTTAPO KUPLopyovV 10ToAoYKd, fTav 18,6 uivec
v TNV opddo Bepoameiog pe mepeTpebion kot 13,6 unveg yio tnv opudda Bepaneiog pe eikovikd
eappaxo (HR oyetikdg kivovvog = 0,71, 95% CI = 0,56-0,88, p = 0,002).

Ta amoteléopata 6cov apopd v PFS kot tv OS og acbeveig pe mhakdon 1otoroyio £6e1&av TG 1
nepeTpelion dev ExEl TAEOVEKTUOTA EVAVTL TOV EIKOVIKOD QAPUAKOV.

Avapeca oTIC 10TOAOYIKEG VIOOLAdES deV TTapaTnpNONKay KAVIKG OYETIKES SLOPOPES GTO TPOPIA
acirelng TG TEPETPEEIONG.

JMEN: Xyedwypappata Kaplan Meier yia tqv empioon erev0epng votporng (PFS) kot yro
ovvolikn emPioon pe v wepeTpelion Evavtl Tov £1KOVIKOL Papudkov o€ aodeveig pe NSCLC
EKTOG TOV TEPMTOGEMY TOV KLPLUPYOVV LGTOLOYIKA TO TAUKDOT KOTTOPO:

EmBioon EAedbepnc Yrotpomic Yvvoikn EmBicoon
1,0 1,0 )
—_— I )
0.9 1 — [lepetpelion » 0,9 4 e Stpf’ét 'l
, o 3 | — Ewovikdé ®dppoaxo
0,81 — Ewovikd Oappoako 2038
§ , 207
S 0, = 0,6 1
E o, E05
20, £04
g 50,3
= S
) = 0,2
) 0,1
0,0 . . . 0,0 _—
0 6 12 18 0 6 12 18 24 30 36 42
Xpoévog PFS (unveg) Xpovog EmPinong (uiveg)
PARAMOUNT

Mo, TOAVKEVTPIKT|, TUYALOTOUNUEVT], SITAN-TUQAY], EAEYYOLEVT LLE EIKOVIKO PAPLOKO PEAETT

®daong 3 (PARAMOUNT), cuvékpive TNV GTOTEAEGLLOTIKOTITO, KOL TV ao@dAEln TG Oepameiog
GUVTAPNOTNG CLVEXIONG LE TNV TEUETPEEION GE GUVOVAGUO LLE TNV KOADTEPT VTOGTNPIKTIKY GPPOVTION
(BSC) (n = 359) évavtt Tov gkovikov eopudkov og cuvovacud pe v BSC (n = 180) oe acbeveig pe
TomiKa Tpoympnuévo (Xtadio I1IB) 1 petaotatis (Xtadio IV) NSCLC extog ekeivav mov ta
TAOK®DON KOTTOPO KLPLOPYOVGAY IGTOAOYIKA KOl eV VITOTpOTiacay UeTd omd 4 khkAovg Bepomeiog
TPOTNG YPOUUNG OV TEPAGpPave Tepetpetidn og cuvovAGHO e olomiativr). Ao Tovg 939 acbeveig
mov Ehafov eilcaywyikn Oepancio pe mepeTpesion oe cuvdvacud pe oiomhativn, 539 acOeveig
TuyotomomOnkay o Bepaneio cuvtnpnong pe mepeTpesion 1 eKovikd eappoko. Ao tovg acbeveic
7oV TVYoToOnKay, to 44,9% elye AP/ Uepikn avtamokpion kat to 51,9% napovoince ctabepn
vd60 oty glcaymyikn Oepaneio pe mepetpelion ko siomiativy. O acBeveic mov TuyaomomOnkay
o™ Oepaneio cuvtipnong Enpene va Exovv katdotaor kavotntag katd ECOG 01 1. O didpecog
xPOVOG amod v Evapén g elcaywyikng Oepaneiog pe tepetpe&ion Kot clomiotivy LEpL TNV apyn g
Bepomeiog cuvtipnong Nrav 2,96 punveg kot 610 6kEAOG Bepameiog pe TepeTpe&ion Kol e EIKOVIKO
oappaxo. Ot tuyaromotinuévor acBeveic Elafav Bepameia cuvtnpnong péxpt v e€éMén e vosov. H
OCQAAELD KO 1] AITOTEAEGLLOTIKOTITO LETPNON KAV OO TN GTIYUN TNG TUYCLOTOINGNG UETE TNV
oloxkAnpwon g Oepaneiog TpdNG Ypauuns (sewoaywyikn Bepancia). Ot acBeveic Ehafav Katd
dudpeco 6po 4 khxhovg Bepamneiog cuvinpnong pe mepeTpedion kot 4 KHKAOLVS [LE EKOVIKO PAPLLOKO.
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Yvvohkd 169 acBeveig (47,1%) oloxAnpwoav > 6 kdkhovg Bepameiog cuvtiipnong Le mepetpesion,
OV OVTIGTOLXOVV G€ TovAdyloTov > 10 kbhkhovg Bepanciog pe mepetpe&ion.

H peAétn néruye tov Tpotapyid tng otdyo kot £0e1&e oTaTIoTikd onuavtikn Beitioon oty PFS oty
oudda Oepomeiag pe nepetpelion oe oOyKpion pe v ouddo Oepaneiog pe eiovikod eapupoko (N = 472,
TANOVoUOC Vo aveEapTNTN avackomnoT, Katd diaueso opo 3,9 kar 2,6 ufvec avtictorya) (oyeTikog
kivdvvog HR = 0,64, 95% CI = 0,51-0,81, p = 0,0002). H ave&aptntn avacKonnon temv
OTEIKOVIOTIKOV e€€TA0EMY TOV 000evav emiPefaimoe Ta svpnuato, TG aElOAOYNGNE TOV EPELVIITOV
oyetika pe v PFS. I toug tuyatomomuévoug acbeveic, cOupmva pe toug epeuvntég 1 diaueon PFS
7OV PeTpNONKe amd TV Evapén g EIGOYOYIKNG TPOTNG YPOUUng Bepomeiog pe mepeTpelion Ko
olomAativn, NTav 6,9 unveg yio v opdda Bepaneiog pe mepetpeéion kot 5,6 pMveg yio v opdada
Oepameiog pe stkovikd eapuaxo (oyetikodg kivovvog HR = 0,59, 95% CI = 0,47-0,74).

Metd v sicoymyikn Oepomeio pe nepetpelion kot oiomiativn (4 kbkAor), | Ospaneio pe TepeTpes&ion
NTAV GTATIGTIKA AVAOTEPT EVOVTL TOV EKOVIKOD Qapuakov yio. tn OS (diduecoc ypovog 13,9 unveg
évavtt 11,0 umvav, oyetikog xivévvog (HR) = 0,78, 95% CI = 0,64-0,96, p = 0,0195). Katd ™ otiyun
g TeMKNG avdAvong emPicnong, 28,7% twv acbevadv oty opdda Bepameiog pe mepetpeion nrav ev
Con 1 dev katéot €@kt N emtkowvavio, pall tovg Evavtt tov 21,7% tov acbevav otnv oudda
Oepameiog pe ekovikd eappoko. H oyetikn enidpacn g Oepaneiog pe mepetpeion tav opotdpopen
o€ OAeG TIG LITOONAdES (TEpAapPavopéEVoy TOV GTadiov TG VOGOV, TG AVTATOKPIOT|G OTNV
gloayoyikn Oepaneia, g ECOG PS, tov 1610p1kod Tov kamvicpotog, Tov ¢OAov, e 10ToAoYing Kot
NG NAIKIOG) Kot TapdUOoLo LE 0V TH oV TTopatnpiOnke otic un tpocappocpéveg OS kol PFS
avaivoels. Ta mocootd emPimong tov 1 kot Tov 2°° £Tovg yia Tovg acbeveig oty opdda Bepaneiog
ue mepeTpegion nrov 58% wat 32% avtictoy o, cvykpitikd pe to 45% kot 21% tov acbevov oty
opdoa Bepameiag pe elkovikd edppako. Ao v apyn Te Oeponeiog e mepetpe&ion Kot Glomiativn
¢ soaywyikn Bepaneio TpdTNC Ypauung, n daueon OS tov acbevav frav 16,9 punveg yio v opddo
Oepaneiog pe mepetpet&ion kon 14,0 pnveg yio v opdda Bepoameiog e EIKOVIKO QAPHOKO (OYETIKOG
kivdvuvog (HR) = 0,78, 95% CI = 0,64-0,96). To mocootd TV acbevav mov Elafav Bepaneio petd tnv
peiémn frav 64,3% yo tovg aobeveic oty opdda Bepomeiog pe mepetpelion kot 71,7% yuo Tovg
acBeveig oty opdda Bepaneiog e EIKOVIKO QAPLOKO.

PARAMOUNT: Xyedwaypanpata Kaplan Meier yua tqv PFS kot tqv OS yio ) ovvéyion g
Ocpanciog pe mepeTpelion Evavrt Tov e1kovVIKoU Qapudkov o€ acdeveic pe NSCLC ektog Tav
MEPIMTAOGCEMYV TOV KVPLEPYOVY IGTOAOYIKA TA TAUKM 1 KOTTOPO (VITOLOYIOPREVY OTTO TV
TUYOL07TOINGT)

EmBioon EAevBepng Yrotpomic Yvvolu EmPicoon
1,0 1,0
0,9 ;
08 — Tlepetpetion o g': — Ileperpegion
é’ 0]’7 -— Ewovikd @appoko ?5 0',7 ==~ Ewovik6 pdppoxo
806 ‘éo,e
£05 05
© 80,4
S04 g0
3 = 03
03 o2{ e
0.2 0.1 TR
0,1 00
0,0 0 3 6 9 12 15 18 M 24 ¥ N 33 B

Xpdvog OS (M7
Xpbvog PFS (unveg) povog OS (Miveg)

To poeih acpdietog TG Bepomneiog cuvtipnong pe mepetpe&ion yia tig ovo perétec IMEN ko
PARAMOUNT ntav mapdpoto.

52  ®appuoKoKivTIKES 1O10TNTES
Ot opHOKOKIVNTIKEG 1O10TNTEG TNG TEUETPEEIONG EMetta o yopnynom povobepaneiog, Exovv
a&lohoyn0el o 426 koprkivomadeic acheveic, pe S1AQOPEC LOPPEC CLUTAYDV OYK®V, G€ OOGELS TTOL

kopaivovray amd 0,2 £mc 838 mg/m? kot pe £yyvon ddpketag 10 Aentdv. H mepetpetion éxer dyko
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Katavoung oe 6tadepn kotdotaon 9 I/m2. Meléteg in vitro £8ei&av 6Tt 1) mepetpetidn cvuvdéeton

katd 81% mepinov Le TIc TpoTEIVES TOV TAGoHATOC. H 6UvEEoT LT O8V EXNPEACTIKE GNUAVTIKG OO
TNV Tapovcio wowkilov Pabuod veppikng duciettovpyiog. H mepetpetion vroPdiieton o
nepropiopévo nratikod petaforiopd. H mepetpelion amofariretor mpotictmg oto ovpa kot 70%

€mG 90% g yopnynBeicag d6omg amoPdiietatl, apetdPAnTn ot 00pa, EVIOS TOL TPAOTOL 24-OPOV
amd ™ yopnynon. O uekéteg in Vitro deiyvovv 6t 1 mepetpelion exkpivetat evepyd amd to

OATS3 (opyavikd petapopéa avidvtov). H ohkn cvotnuatikn kdBapomn tng tepetpe&iong

givar 91,8 ml/min ko 1 nuiceio (o1 amofoing amd to TAdoue. sivatl 3,5 dpeg otovg acheveic pe
QLGLOAOYIKN VEPPIKY Agttovpyia (kabapon kpeativivng 90 ml/min). H dwotopukn dtakbpoven og mpog
v kéBapon sivon pétpra mepinov 19,3%. H odikn cvotuoatikn £ékBeon (AUC) tng mepetpeliong kot
1 HEYIOTN CLYKEVTP®ON TAAGLOTOC AVEAVOVY OVOAOYIKE LE T YopTyoLLEVT) dooT]. Ot
QOPUAKOKIVITIKES 1O10TNTEC TNG TEUETPEELON G TOpaUEVOLY GTADEPES KATA TN YOPNYNOT| TOAAUTAGDY
KOKA®V ynueobeponeiog.

Ot QoproKOKIVNTIKEG 1010TNTEG TNE TepETPeEiong dev emnpedlovTal amd T GLYYOPNYNON UE TN
olomAativn. H coumAnpopotikn yopnynon amd tov 6ToUaTog QLUAAIKOD 0&E0¢ Kot frrauivng B, dev
ennpedlel TIG PUPUAKOKIVITIKEG 1010TNTEG TNG TEUETPEEIONG.

5.3 IIpoxkiviké dedopéva yio TNV a6@drELa

H yopiynon g nepetpe&idng o€ movtikia Tov KuoPopovcay TPOKAAESE UEIOUEVT] PlOCIUOTNTO
guPpvov, erdttwon Tov PApovg COUNTOS aVTOD, ATEAT 0GTEOTOINGCT) OPICUEVMY CKEAETIKMY SOUMDY
KoL AVKOGTOLLOL.

H yopniynon g mepetpe&iong o€ apoevIKA TOVTIKIO EIYE MG AMOTEAEGO OVOTOPAYMYIKT TOSIKOTN T,
7oV yopaktpileTor amd HEIOUEVE TOGOGTE YOVILOTNTOG KOl ATPOQio, TV OPYEMV. Xe LEAET
dudpkelag 9 unvov, mov deENydn og KoV yNTIKONE GKOAOLS Kl GTOVG 0TO10Vg YopnynonKe
mepeTpelion pe evoopAEPLa EQATAE YOPTYNOT, TAPATNPNONKAY EVPALATE GTOVG OPYELS
(ex@OMon/vékpmon Tov 6TePUATIKOD EmONAIOL). AVTo LTOdNAMVEL OTL 1| TEPETPEEION EVOEYETOL VO
glvar emPAaPnc yio Ty avopikn yovipuoto. Agv peAetiinke n evogyOUEVT EXLOPOOT) GTN YOVILOTNTO
TOV YOVALKOV.

H mepetpe&ion dev Nrov petairaloydvog otny in Vitro dokipoascio yp®UOcOUK®OY OALOIDGEMY G
KOTTOPO WOONK®V KIVEQIK®V KpIKIT®V, | 011 doKipacio Ames. H mepetpelion €xet amoderybel 6T
TPOKOAEL YpOUOCOLKTY Opadon o€ iN VIVO pikporupnviky S0KIHOGI0 GE TOVTIKLOL.

Mehéteg yia Vv ektipnon g tpdkAnong kapkivoyéveonc g mepetpe&iong dev £xovv
Tporyporomon Oet.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX

6.1 Koatahoyog ekdoywv

Mawvvitdin

Y dpoyropikd 0&D (Yo tpocappoyn tov pH)

Nozpiov vopoeidio (yio mpocappoy tov pH)

6.2 AovppotoTnTEg

H mepetpe&ion éxet puoikn acvoppatodtnTa e ToVg S1aADTES IOV TEPEXOVY AGPESTIO,
GUUTEPIAAUBOVOUEVOD TOV YOAOKTIKOD EVEGILOL dloAvpaTog RiNGEr Kot Tov eVEGTHOV SLOAVLATOG

Ringer. To mapdv @apUOKEVTIKO TPOIOV OEV TPETEL VOL AVOLUETYVIETAL UE GALOL PUPUOKEVTIKA TPOTOVTOL
EKTOG amd AVTA TTOV AVAPEPOVTUL GTIV TAPAYpopo 6.6.
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6.3 Awdpkera {ong

K\eotd @oridio

Pemetrexed Baxter 100 mg kovic yio. mvkvo oxedacue. yio. mopockevy] S10ADUATOC TPOC Eyyvon
18 unveg

Pemetrexed Baxter 500 mg xdvic yia mvkvo oxedacuo. yio. topockevy] S10A0u0T0C TOS Evyvon
2 ypovia.

Addopa PeTd TNV 0VOGVOTOGT KO TEPOITEP® OPAiOT)

H ymukn ko puoikn otabepdtnra, yio Tn ¥p1nomn TV SLOAVUATOV LETA TV OVOCVGTOCT KoL TV
TeEPALTEP® Opaimom, Exel kataderyBel 6Tt dwapkei yio 24 dpeg oe Bepuokpacio yoyeiov (2 °C émg

8 °C). And pukpofroroyikng droyng, To mpoidv Oa mpénet va ypnotponoteiton apécms. Edv dev
ypnopomon el apésme, o ¥pdvoc H1aTHPNONG Kol 01 GLVONKES PUAAENS TPV 0t TN (PO OTOTEAOVY
gvbvVN TOL YPNOTN Ko dev Ba Tpémel va Eemepvolv Tic 24 dpeg o€ Bepuokpacieg 2° C £wg 8° C.

6.4 Idwitepeg TPOPUAAGEELS KOTA TV QUAEY TOV TPOIOVTOG

AVT0 T0 QOPLOKEVTIKO TTPOoidV dev amattel Wiaitepeg cuvONKeS PUAAENC.
IMoa 115 cuVOnKEG dTAPNONG LETA TNV OVOGVLGTAGT] TOV PUPHOKELTIKOD TPOIOVTOG, BA.
apdypoeo 6.3.

6.5 ®@Vo1n Ko GLGTUTIKA TOVL TEPLEKTY

Pemetrexed Baxter 100 mg k6vig y1o. TuKvO GKEDOGUAYLO TOPAOKEDT] SIHAVUATOC TPOC EYYLoN
Tomov I yodhvo eroido tov 10 ml pe ehaotikd mopa yropopovturiov mwov mepiéyel 100 mg
mepetpelion.

Yvokevacio Tov 1 eroidiov.

Pemetrexed Baxter 500 mg k6vig yio TokvO oKEHOGUO Y10 TOUPAGKEDT] SIHADUATOC TTPOG £YYVOT
Tomov I yvdhvo erokidio tmv 50 ml pe ehaotikd mhua yropoPovtvriov mwov mepiéyet 500 mg
mepetpeion.

Yvokevacio Tov 1 proidiov.

6.6 Idwitepeg TPOPUVLAEELS OTOPPLYNG KOL AALOS YEIPIGNOG

1. Xp1nolonoteite Aon TN TEXVIKT KOTA TN SIAPKELN TNG AVAGVGTUCTG KO TG TEPULTEPM
apoinong g mepetpeliong, yio T xopNynomn He evooeAEPia £yyvon.

2. Yroloyiote T 6001 KoL TOV apud ToV amaitovpevav eloldiov Pemetrexed Baxter. Kabe
QLOAO10 TTEPLEYEL Eva TAEOVACIO TNG TEUETPEEIONC Y10, VO FIEVKOAVVETOL 1) TAPOYN TNG
VoY POPOLEVC TTOGOTNTOG,

3. Pemetrexed Baxter 100 mg k6vig yio Tukvd 6KEDAGUO Y10 TOPUGKEVT) SOADUOTOS TPOG £YYVoN
KdBe @rokidio 100 mg npénet va avacvotadei pe 4,2 ml gvéotpov dtaddpatog yAwplodyov
vatpiov 9 mg/ml (0,9 %) ywpigc cuvtnpntikd, GOTE Vo TPOKVITEL SIAAD IO TTOV TEPIEXEL
nepetpe&ion 25 mg/ml.

Pemetrexed Baxter 500 mg k6vig yio TuKvO GKEDUGUOYLO TOUPAGKEDT] SIHADUATOC TPOG YYVON
KaBe erokidio 500 mg npémet va avacvotabel pe 20 ml evéoipon StoAdpotog YAmptovyov
vatpiov 9 mg/ml (0,9 %) xopig cuvTnPNTIKO, OGTE VO TPOKLATEL SIAAV O TOV TEPIEYEL
nepetpeEion 25 mg/ml.

Avaxiveiote amold Kabe Qroridio péypt n mepexopevn kovig va drtoivbel TAnpmg. To didivua
UETE TNV avacDoTooT Eival S1oVYEC, e ELPAVIOT] XPOUATOS aTd (YP®UO £MC KITPIVO 1
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KiTpwvo-mpdotvo ypopa, yopic voa ernpedletor avemBdunta n mtodtnta Tov tpoiévtos. To pH
TOV OADUOTOC UETE TV ovacVoTac eivot petaéd 6,6 ko 7,8. Amatteitol mepattépm apaimon.

O KoTdAANA0g 6YKOG TOL SLOADUATOG TNG TEPETPEEIONG LETA TV AVOGVGTOGCT), TPETEL VO,
apoiodel teportépm émg 100 ml pe evéoipo diddopa yhmprovyov vatpiov 9 mg/ml (0,9 %),
Y®pic cuvVTNPNTIKO, Ko yopnyeitat pe evooAEPia Eyyvon ddpketog 10 Aemtdv.

Ta dtddpato Tpog Eyyvon TG TEUETPEEIONG TOV TPOETOLUALOVTOL GOUPOVE, LE TIC AVAOTEPM
001yiec eivatl GLUPBATA UE TIG GVOKEVEC £YXVONG KOl TOVC GAKOVG EYYLONG OTO TOAVOAEPIVY.

Ta PopUOKEVTIKG TPOTOVTA Y10 TAPEVTIEPTKT| YOPTYNOT TPENEL VAL EAEYYXOVTOL OTTIKA, Y10 TUYXOV
TOPOVGIN, UMPOVUEVEV COUOTIOIOV KOl YPOUOTIKOV CALOIDOCE®Y TPV 0o TN Yopnynon. Edv
mapaTneNnovv TéToln EvpNUATa, TO TPOIOV deV TPEMEL va. yopnynOel.

Ta dtodvpate tng mepetpeliong eivar povo yia epdma yopnynon. Kabe un ypnoponombéy
QOPUAKEVTIKO TTPOTOV 1) VITOAELUUA TPETEL VAL ATOPPLPOE], GOUPOVO UE TIG KOTA TOTOVS
LOYVOVGEC GYETIKEG SLOTAEELS.

IIpo@UAGEELS Y10, TNV TPOETOLLLOGIO KO T YOPNYNOo

Onwg cvpPaiver kot pe GALOVS SLVNTIKAE TOEIKOVG OVTIKOPKIVIKODS TPAYOVTES, OTULTEITOL TPOGOYN
KOTO TO YEPICUO KOl TV TPOETOYOCTO TOV SIHAVLATOV Yol £Yyuon TG TEUETPEEIONG. ZuVIeTATOL M)
ypnon yovtidv. Edv to didAvpa tng mepetpeliong £pbet o emapn pe to SEPUA, VO TAVVETE AUECWHS TNV
TEPLOYN TOL dEPHOTOC pe ApBovo camovvt kot vepod. Edv to didlvpa tng mepetpetiong Epbel o emapn
pe Prevvoyovoug vuéveg Eemlovete apéomg pe vepd. H mepetpeion sivor £va mpoidv mov dev mpokaiel
coPapo epebioud oTovg YOP® 16TOVC, o€ mEpimtmon e€ayyeimong. Agv vtapyet €101KO avTidOTO Yo TNV
e€ayyeimon g mepetpetiong. 'Exovv avapepbel mepropiopévec nepimtooelg eayysimong g
nepeTpeéidng, mov dev kpibnkav wg coPapd cupPduata omd Tovg epguvntéc. H eayyeimon Oa mpémet
Vo ovTIHETORILETOL COUPOVA [E T GVVAON TPAKTIKY TOV £QUPUOLETAL Y10, GAAOVG TOPOLOIOVG
TOPAYOVTEG,

7.

KATOXOX THX AAEIAYX KYKAO®OPIAX

Baxter Holding B.V.
Kobaltweg 49, 3542 CE Utrecht,
OMavdia,

8.

APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/22/1705/001
EU/1/22/1705/002

9.

10.

HMEPOMHNIA ITPQTHXE EI'KPIXHY/ ANANEQXHY THX AAEIAX

HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmropepeic TAnpoopieg yo To Tapdv POPUAKELTIKO TPOTOV elvar dStabéoiieg GTOV SIKTLOKS TOTO
tov Evpomaikod Opyavicpov Papudkmv (EMA): http://www.ema.europa.eu.

21



ITAPAPTHMA 11

HAPAXKEYAXTHX YIIEYOYNOX I'TA THN AITOAEXMEYXH TQN
ITAPTIAQN

OPOI'H HEPIOPIZMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

OPOI'H NTEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHIH TOY ®APMAKEYTIKOY ITPOIONTOX
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A. THAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXZH TQN ITAPTIAQN

‘Ovouo kot 51500VVoT TOV TOPUCKELAOTH OV Evoil LTEVOVVOC Y10 TNV OTOOEGLEVCT) TV TOPTIOWV

Baxter Oncology GmbH
Kantstrasse 2

33790 Halle/Westfalen
T'eppovia

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

DoppokeuTikd TPoidy yio o 0moio amorteiton Teploptopuévn wTpikn cvvtayn (PA. Hapdptnua I:
[epiAnym tov Xapaktnpiotikdv tov [poidvtog, Toapdypoapog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAX KYKAO®OPIAX
o Ex0¢oe1g meprodikilc mapakorovdnong e acpdreias (PSURS)

O1 arontioets yio v vofoin twv PSURS yia 10 ev Adym @appokeutikod mpoiov opilovrar otov
KatdAoyo pe T nuepounvieg avapopds s Evoong (katdioyog EURD) mov mopatibetor oty
napdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdbe eraxdriovdng emkaiporoinong
OT®G OMLOGIEVETAL GTIV EVPOTAIKY] OIKTVOKT TUAT Y10l TO POAPLOKOL.

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AHOTEAEXMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

o Yyéo10 owayeipiong Kivovvov (XAK)

O Karoyog Adetog Kukhogopiog (KAK) Oa dieEaydyet Tig amattodpeves dpaostnplotnTeg Kot
ToPEUPAGELS PUPLOKOETOYPVTVIIONG OTG Tapovctdlovtal 6to cupueovndév ZAK mov tapovsialetar
oV evotnta 1.8.2 ¢ ddelag KukAopopiog Kot 0T01EGONTOTE EMUKOAOVOEC EYKEKPIUEVEC
avabempnoelg tov TAK.

"Eva emkarpomompévo ZAK Oa npémnet va katotedei:

. Meté and aitnpa tov Evponaikov Opyovicpod Qapudxmv,

J OnoTedNTOTE TPOTOMOLEITAL TO GVOTNUA O1OYEIPIONC KIVODVOD, EI01KE MG OTOTEAEG|LOL
MYMG VEOV TANPOPOPLOY TOV UTOPOVV VOl EMPEPOVV GTLOVTIKT OAAXYT] OTN GYEOM
0PEAOVG-KIVOUVOV 1| WG AMOTEAEG L TG EMITELENG EVOG GNUAVTIIKOD OPOGT|LLOV
(popHOKOETOYPOTVION 1 EAAYLOTOTOINGT) KIVOVVOU).
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/KOYTI

‘ 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Baxter 100 mg k6vig yia TokvO oKeDAGUAYLN TOUPACKELT SIOADUOTOC TTPOC EYYLON
mepeTpelion

| 2. LYNOEXIH XE APAXTIKH(EX) OYEIA(EL)

Kabe prarido mepiéyel 100 mg nepetpe&ion (og nepetpelion dvatplonyog).
Metd v avacvotaot, kdbe erodidio tepiéyet 25 mg/ml mepetpe&ion.

3. KATAAOI'OX EKAOXQN

Movvitodn, vdpoyAmpiko 0&D, vatpiov vdposeidio.

4. DOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yio mokvo okedocua Yo TopackeLT) O10ADOTOG TPOG £YYXVOT).
1 praAido

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

IMa evoopAEPio yopnynon LETA TNV VOGOLOTACT KOl TV 0paimoT).

Moévo yuo epdma& yopiynon.
AwBdote T0 @OALO 0N YDV YPNOG TPV ATO TN XPNON.

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

Na puAdooetal o€ 0o, Trv omoia dev PAETOVY Kot dev mpoaeyyilovv Ta TodIdL.

1. AAAH(EY) EIAIKH(EYX) IPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EX)

Kvttapoto&ikd

8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEY YYNOHKEX OYAAEHX
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

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

Baxter Holding B.V.
Kobaltweg 49, 3542 CE
Utrecht

OMavodio

12.  APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/22/1705/001

13.  APIOMOX ITAPTIAAX

Moptida

‘ 14, TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va, unv mteptanedei n ypaen Braille eivor amodext.

17.  MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A168106TaTOG YPUUU®TOS KOdKaS (2D) Tov @épet Tov Teptin@Bivta Lovadikd ovayvopioTiKO KOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

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

EINIXHMANXH ®IAAIAIOY nepiektikdtnto tov 100 mg

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

Pemetrexed Baxter 100 mg ko6vig yio Tokvo okeboouo
TEPETPEEION
IV yopnynom HETA TNV avacHLOTACT KOt TNV apoieon

| 2. TPONOX XOPHIHEHX

‘ 3. HMEPOMHNIA AHEHX

AHEH

4, APIOMOZX ITAPTIAAX

TToptida

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

100 mg

6. AAAA XTOIXEIA

Kvutrapoto&ikod
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/KOYTI

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Baxter 500 mg k6vig yia TokvO oKEDAGUAYLN TAPACKELT SIOADUATOC TTPOC EYYLON
mepeTpelion

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

Ka0e prarido mepiéyel 500 mg mepetpetion (og nepetpe&ion svatplonyog).
Metd v avacvotaot, kdbe erodidio tepiéyet 25 mg/ml mepetpe&ion.

3. KATAAOI'OX EKAOXQN

Movvitodn, vdpoyAmpiko 0&D, vatpiov vdposeidio.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kovig yio mokvo okedocua Yo TopackeLT) O10ADOTOG TPOG £YYXVOT).
1 praAido

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

IMa evéopAEPia yopnynon LETA TNV avaGLGTACT KOL TV 0poioT).

Moévo yua epdma& yoprynon.
AwBdote T0 PUALO OONYUDV YPYONG TPV AT TN ¥PHOT).

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

Na puAdooetal o€ 0o, Trv omoia dev PAETOVY Kot dev mpoaeyyilovv Ta TodIdL.

1. AAAH(EY) EIAIKH(EY) ITIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

Kvtappotolikod

8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEY YYNOHKEX OYAAEHX
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATQON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

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

Baxter Holding B.V.
Kobaltweg 49, 3542 CE
Utrecht

OMavodio

12.  APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/22/1705/002

13.  APIOMOX ITAPTIAAX

Moptida

‘ 14, TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

H oitioddynon yio va, unv mteptinedei n ypaen Braille sivon amodext.

17.  MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A168106TaTOG YPUUU®TOS KOAKS (2D) Tov @épet Tov TeptAn@dEvTa LovadKd avayvVoPIoTIKO KOJIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

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

EINIXHMANXH ®IAAIAIOY nepiektikdtnto v 500 mg

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

Pemetrexed Baxter 500 mg ko6vig yio Tokvo okeboouo
TEPETPEEION
IV yopniynon petd v avocvoTacn Kol Ty opainon

| 2. TPONOX XOPHTHEHE

‘ 3. HMEPOMHNIA AHEHX

AHEH

4, APIOMOZX ITAPTIAAX

TToptida

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

500 mg

6. AAAA XTOIXEIA

Kvutrapoto&ikod
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B. PYAAO OAHI'TQN XPHXHX

32



@viro ooV rpions: IIinpogopiss yia Tov yp1otn
Pemetrexed Baxter 100 Mg KOvig Y10 TVKVO GKEDAGUA Y10 TUPAGKEVT SLOADUOTOS TPOS £YYVON
Pemetrexed Baxter 500 mg kOvig Y10 TVKVO GKEDUGULA YL TOPACKEDT] SLOADROTOS TPOS EYYVoN
TEPETPEEION

AP aoTE TPOGEKTIKE OAOKANPO TO PVAAO 0ONYLOV PN OIS TPLY UPYICETE VA YPNCLUOTOLEITE A VTO

T0 PAPNOKO, OLOTL TEPLAAUPAVEL CNUAVTIKEG TANPOPOPIES YU GUG.

- DdordEte avTd TO EUALO 0INYIDV YpronG. Towg ypelaotel va to dePfdcete Eavd.

- Edv éyete mepoattépm amopieg, mapakareiche va pmTNoeTE TO Y1IUTPO GOG 1| TO PUPUOKOTOLO GOC.

- Edv mapatmpnoete kKamowo avemBOUNTN eVEPYELD, EVILEPDOTE TO YIATPO 1) TO POPUOKOTOLO
c0G. AT 1oyvet Kot Yo KaBe mhovi avemBOUNTN EVEPYELD TTOV OEV OVAPEPETAL GTO TAPOV
@OALO oMYV yprione. BAéme mapdypagpo 4.

T nepréyer To mapov @OLA0 00N YIAOV:

T eivar To Pemetrexed Baxter ka1 mowa givan 1 ypnion tov

T npémer va yvopilete npv ypnouonooste to Pemetrexed Baxter
ITog vo ypnopomomoete To Pemetrexed Baxter

[MBavég avemBounteg evépyeteg

i va pvidcoete o Pemetrexed Baxter

[epreydpeva g cvokevasiog Kot AOITES TANPOPOPIES

oL E

1. T eivan To Pemetrexed Baxter ko wowa givan 1 xpiion tov

To Pemetrexed Baxter sivat évo, poppokevtikd mpoidv mov ypnoipuonoteiton yio t Oepaneio tov
Kapkivov.

To Pemetrexed Baxter yopnyeitat 6 Guvévacud pe o1omlativn, £vo GAAO OVTIKAPKIVIKO APLOKO, Y10
T Bepamneio Tov KakonBovg pecobnimpatog velmrkoTa, Uio LopEN Kopkivov mov exnpedlel to
emBNAL0 TOL TTVELpOVA, GE 0s0gvelg TOL dev Eyovv AdPet Tponyovpuevn ynuetoepameia.

To Pemetrexed Baxter yopnyeitot emiong o€ cuvévacud e oiomiotivn, yio v apyikn Oepansio
ac0evaV e KOPKIVO TOL TVEDUOVO GE TPOYOPMUEVO GTASIO.

To Pemetrexed Baxter umopei va cag cuvtayoypagndei edv £yete Kapkivo Tov mvedUova o€
TPOYWPNUEVO GTAS10, EAV 1) VOGO £xEl avTOTOKPIOEL 1 GV TOPAUEVEL OE PLEYAAO BOOUO OUETAPANTN
HEeTd TNV opykn ynueodepaneio.

To Pemetrexed Baxter givar eniong Ogpomeia yia ac0gveic pe Kapkivo ToV TVEDHOVA GE TPOYOPTUEVO
614010 TV 0moimV 1 VOGOCS £XEl TPOOJEVGEL LETA OO TPOTYOVLEVT apyLKN YNHE0Oepameio.

2. T npémer vo, yvopilete Tpwv ypnoypononcste To Pemetrexed Baxter

Mnyv ypnoiporomjccte To Pemetrexed Baxter

- o¢ mepintwon arhepyiog (vepevansOnoiog) otnv mtepeTpetion 1 oe omolodNTOTE AALO OTd TOL
GLGTOTIKG 0VTOD TOV PAPUAKOL (CVOPEPOVTOL GTNV TOPAYPUPO 6).

- edv Onralete: Ba mpémet va drokdyeTe To ONAacud Katd ) didpketo tng Oepaneiog [e To
Pemetrexed Baxter

- €av oag Eyel yopnynOel mpoceata N Tpokertar vo cog yopnyndei euPoiio yia Tov Kitptvo TupeTo.

IIpogidomonoels Ko TPoPLAGEELS

AmnevOuvOeite 610 Y10Tpd G0OC 1 6TO VOGOKOUELNKO appokomold coc tpy mdpete To Pemetrexed
Baxter.

33



Edv éxete N elyate oto mapehBOv mpofALata e Tovg ve@poHg G0c, GVINTAOTE LE TO YIUTPO GOG 1) TOV
(QOPLOKOTOLO TOV VOGOKOUEIOV, 10TL EvOEYETAL Va. NV propeite vo mhpete Pemetrexed Baxter.

IIpwv amd kdéBe £yyvon Ba AapPdavovton delypota Tov aipatog ooc, TPOKEYEVOL Vo eAeyyDel Tt £yete
EMOPKT VEPPIKT KOL NTOTIKT AELTOLPYIL KOt OTL EXETE OPKETA OLOCPAiPLL, DOTE VA, TAPETE
Pemetrexed Baxter. O yiatpdg cag umopei va amopacioet vo, oAlaEel ) d6om 1 va avoPaiet
Oepameio oaG, AVALOYO LLE TN YEVIKN GOG KOTAGTOGT KOl EAV OL TIUEC TOV ALULOCPULPImY GoC eivat
vrepPolikd younAiés. Edv cuyypovog Aaupavete ciomiotivn, o yatpoc cog Oo ppoviicel va €xete
TPOTYOLUEV®DG EVLOATMOOEL EMapPKMG KAl va £xeTe AAPeL TNV KOTAAANAN Bepameio Tpv Ko pHetd
olomAaTivn, ®oTe va TpoAnebel o uetoc.

Edv €yete vmoPAndei 1| oxonevete va vroPAndeite o aktivobepamneia, evnUepPDOOTE TO Y1OTPO OO,
KoBhg pmopei va vidpyet Tpdmpn 1 kabvotepnuévn avtidpaon aktivoforiog pe to Pemetrexed
Baxter.

Edv éxete mpocpata epPoriachel, evnuepmote to Yotpd cog, Kabdg avtd propel va TPOKUAEGEL
avemBounteg aviidpaoels o€ cuvovacud pe to Pemetrexed Baxter.

Edv &xete kapdiokn voco 1 16Topikd KapdlaKng vOGoU, EVIUEPADGTE TO YIUTPO GOG.

Edv vapyet cuAioyn vypol yOpw amd Tov mveboVA 6ag, 0 YLoTpOg Go¢ iome Kpivel amapaitnto va
TOPOYETEVGEL (APAPEGEL) TO VYPO AVTO, TPV GO Yopnynoet to Pemetrexed Baxter.

Howora ko £épnpor
AVTO TO QAPLOKO JEV TPETEL VAL YPNCIUOTOLEITAL GE TOUdLA 1] EPNPOVG, KAOMDC deV LITAPYEL EUTEPiaL e
avTd TO PAPHOKO Gg TodLd Kot EPPoug kdto Tov 18 eTmv.

Alho pappoxa ko Pemetrexed Baxter

Evnpepaote 1o yiotpd cog edv moipvete KAmO0 QAPHOKO Yo TV AVOKOV(IGT) TOV TOVO
(avodynTkd) 1 avTIPAEYLOVOOES PAPLLOKO, OTIMS TO. PAP LA TTOL OVOUALOVTOL €L GTEPOELON
AVTIPAEYLOV®DOT appoKke (MZAD)», cuumepAaUBAVOUEVOVY KoL TOV QOPUAK®Y TTOV ayopdleTe
Yopic cuvtayn yiatpod (6nwc N Povrpoeaivn). Alatibevral otny ayopd didgopa tpoidvia MEAD pe
SLOPOPETIKT] YPOVIKT| d1bpKeELR dpAcnS. Me Bdomn TV TPOYPAUUATIGUEVT] NHEPOUN VIR TTOVL TPOKELTAL VOL
MaBete v £yyxvon tov Pemetrexed Baxter kxau/r tnv katdotacn g VEQPIKNG 6ag Agttovpyiag, o
Ywtpog cag Ba cag vrodeibetl Ta papuaxe Tov propeite va AdPete, kaBdg kot TdTE UTOPEITE VAL TOL
A&Bete. Edv €xete omowadnmote anopic, pOTNOTE TO Y1ATPO GAG 1) TO POPUAKOTOLO GOG, VO GOG
emPefordoovy, qv KATO0 0o TO PAPLOKA GAG AVIKEL 6TV Katnyopio tov MEA.

[Mopaxaieiote va evnuepdCETE TO Y1OTPO GOC 1] TO PUPLOKOTOLO TOV VOGOKOUEIOV, EAV TOUPVETE 1|
€xete mapel TPOcPUTA GALA QAPLOKA, AKOU Kot avTd TOV dev cag Exovv yopnyndetl pe wTpikn
GUVTOYT].

Kinon

Edv eiote éykvog, vouilete 0T umopei va giote £ykvog 1 oxed14LeTE VO AMOKTNOETE 01, EVI|HEPDOTE
70 YW Tpo cag. H yprion tov Pemetrexed Baxter mpénet va amopedyston katd tn StépKea tng
gykvpootvng. O yuatpog cog Ba suintioel pali cag Toug evogyOLEVOLS KIvOHVOLS amd T ANyn Tov
Pemetrexed Baxter katd tn didpketo tng eykopocdvng. Ot yuvaikeg TpEnel va ¥pneLULomolony
OTTOTEAEGUATIKT AVTIGOAATYN KaTd T Stbpkela g Oepameiog pe Pemetrexed Baxter ko yio 6 piveg
UETA TN YOPNyNo™n TNG TEAELTALNG SOOTG.

Oniaocpog

Edv OnLdlete, evnuepmoTe TO Y1OTPO GOC.
O Onhooudc mpénel va drokomTeTon KoTd T d1dpkela tng Oepaneiog pe Pemetrexed Baxter.
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T'ovipémra

O1 Gvdpec cupPfoviedovial va Unv TEKVOTOMGOLY KOTA TN SIUPKELN Kot UEXPL 3 UAVES LETA TN
Oepoameio e Pemetrexed Baxter kot kotd cuvénelo, 0o Tpénet va YpNoIIUOTOI00V ATOTEAEGLOTIKT
avTicOAANYM Katd ) didprela g Bepameiog pe Pemetrexed Baxter kot yio 3 piveg petd ) Oepancio.
Edv embopueite va tekvomomoete katd tn didpkela ¢ Oepaneiog 1 og povikd ddetnuo 3 unvov
HETA TNV 0OAOKA P TG Bepameiog, cupovievbeite 1o yroTpd M TO apuaKorold caog. To
Pemetrexed Baxter umopei va emnpedoet Ty iKavoTnTo TeKVOnoinong 6ag. ZulnTnote Ue 10 YuTpo
o0G Yo vo, ava{nThoete GUUPBOVAES GYETIKA e TNV EOANEN GTEPUOTOC TPV amrd TV EvapEn g
Oepameiog.

0onynon kot epopég pyovnudTov
To Pemetrexed Baxter evdéyetot va cog mpokoariost aioOnuo kémwong. Na tpocéyete 181aitepa, otnv

001 YN 1] GTO XEPIGUO PUNYOVILLATOV.

To Pemetrexed Baxter wepiéyel varpio

Pemetrexed Baxter 100 mg x6vic yia mokvo okedaoua vio. Topackevs OloADUATOC TPOC EYYDTN
To @dpuaxo avtd mepiEyet Aydtepo amd 1 mmol vatpiov (23 mg) ava elokidio, eivat owtd o
ovopalovpe «ehevBepo vatTpiovy.

Pemetrexed Baxter 500 mg xovi¢ yia okvO okeDaoUOYI0. TOPATKEDH OLOADUGTOS TPOS EYYVON]

To eappako avtd mepiEyel 54 mg vatpiov (KOPLo GVOTOTIKO PAYEPIKOV/EMTPOTESIOV AANTOC) GE KAOE
QLokido. Avto wodvvapel pe o 2,7 % TG GUVIGTAOUEVNG UEYIOTNG NUEPTOLOG TPOCANYNG VATPIOV LUE
TNV S10TPOPT Y10 EVOV EVIALKOL.

3. g va xpnopomoneste To Pemetrexed Baxter

H cuvictdpevn d6om tov Pemetrexed Baxter eivon 500 milligrams yio k40e tetpaymvikd pétpo
EMPAVELNG cOUATOS. To VYOG Kot T0 PAPog Gag YPTNOULEDOVY Y10 VITOAOYIGUO TNG EMLPAVELNG TOV
o®potog 6ag. O y1atpdc oag Ba YP1CIUOTOUCEL TNV EMPAVELN TOV CMUNTOG GOG Y10 VO VTOAOYIGEL
NV KatdAAnAn doon Yo eodg. H d6om avti pmopel va tpomomombei, 1 1 Ogpaneio pnopei va
KaOLOTEPNGEL AVAAOYO LIE TO, ATOTEAEGLLOTO TMV YEVIKMV £EETAGEMV QULOTOG KOL TI YEVIKT GO
Kkatdotoot. O oPUOKOTOIOg TOV VOGOKOUEIOD, 0 VOGOKOUOC 1} 0 Y1oTpdc Oa TparyLatonomcouy Ty
avaén g kovemg tov Pemetrexed Baxter pe evéoyo didivpa yhoplodyov vatpiov 9 mg/mi

(0,9 %), mpwv cog xopnynOei To drdAvpa.

Oo hoppavete To Pemetrexed Baxter mavta pe £yyvon péoa og kamown eAEPa cag. H éyyvon dwapkel
nepinov 10 Aemtd.

Otav to Pemetrexed Baxter ypnoponoteitat 6€ GuvevocHo [ GIoTATIVN:

O ywTpdc 1 0 PapproKorolds Tov voookopeiov Ba vmohoyicet tn doon mov ypeldleote, Le Baomn to
Vyog kai to Bapog cac. H ciomhativn yopnyeiton emiong pe yyvon péoa oe kdmolo eAEP Gog Kot 1
yopnynon yiveton mepimov 30 Aemtd petd v ohokAnpmon g £yxvong tov Pemetrexed Baxter. H
&yyvon g clomlotiving dtapkel mepinov 2 dpec.

Oa wpémel va Aapupdavete v ayoyn cog pio eopd kabe 3 efdouddec.

[Ipdcbeta pappaka:

Koprtikootepoedn: o yiotpog cog Bo cog cuvtayoypapioet diokio otepoeldmv (160dvvapo pe 4 mg
oeapebaldvng dVo popég v NuéPA), Ta omoia TPEMEL VO AUUPAVETE TNV PO YOLUEVT), TNV 1d10 Kol
™mv emopévn nuépo oo ™ Oepameio pe Pemetrexed Baxter. H yopriynomn avtov tov @oppdikov
QTOGKOTEL OTN LEIDOT) TNG CLYVOTNTAG KL TNG GOPOPITNTIS TV SEPUATIKDV AVTIOPAGENDY TOV
UTOPEL VoL TAPOVOIAGETE KATA TN SLAPKELN TNG OVTIKOPKIVIKNG Oepaneiog Goc.

Zouminpopoata PIropvay: o yiTpds cog 8o 6ag GLVTAYOYPAPNGEL A0 TOV GTOUATOS PVAAIKO 05D
(Brrapivn) N Kamwoto ToALPITOUIVOVYO CKEDOGLO TTOV TEPLEYEL KOl PLUAAIKO 0&D

(350 éwc 1.000 pukpoypappdpia), To onoio Tpénel vo Aappdvete pio gopd tTnv nuépa Kotd ™
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dapkera g Oepaneiog pe Pemetrexed Baxter. ®a npénet va mdpete TovAdyiotov 5 806€1g pLUAALKOD
o&toc, kot Tig entd Tponyobuevee Nuépeg amd v mpmtr doon tov Pemetrexed Baxter. Ilpénet vo
ovveyicete va maipvete To LA 0ED Yo 21 NUEPES peTd TV tedevTaio d6om Tov Pemetrexed
Baxter. ®a cog xopnyn0ei emiong pia £veon Prrapivng By, (1.000 pukpoypoppdpio) katd Ty
wponyovuevn efdoudado and t yopiynomn tov Pemetrexed Baxter kou otn cuvéyeia kabe 9 efdopddeg
nepinov (Sidotnua mov avtictolyet oe 3 kokAovg Oepameiog pe Pemetrexed Baxter). H Brrapivn

By, kot To @uAAIKO 0ED yopnyodvTol pe GKOTO Vo, HEIOODV 01 EVOEXOUEVES TOEIKES EMBPACELS TNG
OVTIKOPKIVIKNG Bepomeiag.

Edv éxete meprocdtepeg EpOTNCELG GYETIKA LLE T YPTOT] CVTOV TOV POPUEKOL POTAGTE TO YLOTPO 1| TO
QOPUOKOTOLO GOC.

4, IMBavéic avemBounTeg evépyereg

Onwg 0Aa T0 PappaKa, £T0L Kol dLTO TO PAPUOKO PTOPEL VOl TPOKOAECEL OVETIBOUNTES EVEPYELES OV
Kot 6gv ToPovclalovtal 6€ OAOVE TOVG avOPMTOVC.

[Ipémel va eMKOWV®VNCETE OUESMG LLE TO YIATPO GOG OV TAPOTNPTCETE OTOLOONTOTE Od TO. KOO

o [Mopetd N Aolpwén (cuyva 1 ToAD cuyva avtioToiywc): av £xete Tupetd 38 °C kat v,
epidopwon N dAia onpeia Aoipwéng (kKabott o ap1Bpdg twv AevkokvTtdpwy cog umopsi va givor
WKpAOTEPOC, TO 0TOi0 givarl TOAD cuyvd). H Aolpumén (ofym) umopel va eivat cofapn kot pumopel
va 0dnyNoel o€ Bdvarto.

. Edv apyicete va arc0dveote movo oto otloc (cuyva) 1 va £xete Tayvkapdia (0)1 Guyvo).
Edv éyete movo, epvonua, oidnua 1 EAkn 610 6TONN GOg (TOAD GLYVO).
. Alrepykn avtidpaon: dv eppavicete deppotikd eEAvOnuo (oAb cuyvo)/aictnua kabeov 1

VUYHODU (GUYV0), N TVPETO (GLYVO). X€ OTAVIEG TEPIMTMGELG, Ol OEPUATIKES AVTIOPACELS PTOopEl
va glvar coPapég kot pmopet vo, odnynoovv og Bdvato. Exikovoviote pe 1o yiotpd cog av
mapovclioete GoPfopd e&avOnua 1 kvnopod N eAvktatveg (cuvdopopo Steven-Johnson 1| To&km

EMOEPLIKT VEKPOLLON).
. Edv gpoavicete kémwon, tdon AuroBopiog, av Aayavidlete gvkoia 1 Exete wypn oym (101t
Umopel va £XETE YOUNAOTEPT QHLOCPULPIVI 0O TN PLGLOAOYIKT, TO OTTOL0 Eival TOAD GuyVvo).
. Edv mopovcidcete apoppayio 6ta 00AA, TH HOTN 1} TO GTOUW, 1) OTOLAONTOTE AUOPPAyio TOV

dev otapatd, ovpa pe KOKKIVI 1 pol ¥potd, LU oVOUEVOIEVOUG LOAWMTES (O10TL 0 0P1OUOG TV
oponetaAiov uropel va eivat yapUnAotepog amd T0 PLGLOAOYKO, TO 0TToi0 Eival GuYVO).

. Edv eppoavicete Eagvikn dvemvota, £vTovo movo 6to otifog 1 Priyxa pe apdeupto Troera (Ot
ovyva) (umopet va givar £vogiEn BpoUPov aipLaTog 6T ALOPOPA OYYEID TV TVELUOVAV).

AMeg avemBounTeg evépyeteg Tov Pemetrexed Baxter pmopei vo mepilapfiévovv:

ToAv ovyvés (umopei vo, exnpedoovy meproootepa omo 1 ora 10 droun)

Aoluwén

Ddapvoyyitida (Tovoraog)

XopunAog aptfudc ovdeTEPOPIAMY KOKKLOKVTTAP®OV (£VaG TOTOG AEVKOKVTTAP®OV)
XopunAog aptduodg AeVKOKLTTAP®Y

XopnAd enimedo arploceatpivig

[16vog, epuBpotnra, TPNEo 1 TANYES 6TO GTON GOG

Azndrelo g 6peéng

"Epetog

Awppora

Nowria

Agppotikd eEavonua

ATOAETION TOV SEPHOITOG

Mn @UG10A0YIKES EEETAGELG OULOTOG TTOV KOTOOEIKVOOUY LEIWUEVT AEITOVPYIO TOV VEQPDV
Koénwon (kovpoon)
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2oyveg (umopei va emnpeaoovy éw¢ 1 ota 10 droun)

Aolpwén Tov aiporog

[Mopetdg pe xounio aptBpuod ovdeTEPOPIA®Y KOKKIOKVTTAP®OV (£VAG TOTOG AEVKOKVTTAP®OV)
XopunAiog aptuog arporeTorMmy

AAdepyicn avtidpaon

ATOAELN COULOTIKOV VYPOV

Alhayn o yevon

BAGPn xivntikdv vevpwv Tov umopel va TpokarEcel Luikn advvapio kot atpoia (amicyvaven)
KLpimg oTo AVED KOl 6T KAT® GKpoL

BAdPn arcbnrikomv vedbpov mov pumopel vo TPOKaAEGEL ATMAELN TNG OLCONTIKOTNTAG, KAVGTIKO TOVO Kol
aotdfela 6To PAdiopa

Za

dAeypovn 1 oldnpa Tov emEPLKOTA (1] LEUPPAvn TOV ETEVOVEL TO PAEPOAPA KOl KAADTTEL TO AELKO
TOV LOTLOV)

EnpopOaipuio

Yypa pdtio

Enpotnta Tov emmeuKOT (1 LEUPPavn oL EMeVIVEL Ta PAEQAPQ KO KAADTTEL TO AEVKO TOV HOTION)
KOLL TOV KEPATOELOOVS (TO SIAPAVO KAALUUE, UTPOGTA amtd TNV iplda Kot Ty KOp1)

Oidnua (mpH&po) tov Prepdpav

OpBorkn datapoyn pe Enpdtnta, okioo, epedicpo Kavn Tovo

Kapdiokn npocforn) (Katdotaon mov ennpedlel v ikavoTnTo ToV Kapdlokov Hodg va AEITovpyet cav
avTia)

AxavovioTog kapdlakdg puiudg

Avomeyia

Avckototnta

Kook diyog

‘Hrap: adénon tov ynpkdv ovcidv 6To aipo Tov Tapdyoviol amd To fmop

AvENUEVOS XPOUOTIGHOG TOV SEPHOTOG

Dayovpa 6TO SéPLOL

E&dvOnpa oto omdpa 6mov 1o kdbe onpadt potdlet pe to pétt evog TOPov

Andrewo TpydV

Kvidwon

Al0KOT TNG VEQPIKNC AgtTovpyiog

Mewwpévn Aettovpyia TV vePpmV

[Mupetog

Alyog (T6voq)

[lepicoeia vypdv 6T0 GO, TOL TPOKAAOVV TP &L (01dMLLeL)

[Toévog oto otnbog

DAeypovn kot eEEAK®OT TV BAEVVOYOVOV DUEVOV TTOV ETEVIVOVY TO TEMTIKO GOGTN O

Oy ovyvés (umopei vo exnpeaoovy éwg 1 ora 100 droua)

Meimon Tov ap1Bpod TV epOPOKVTTAPWOY, AEVKOKVTTAP®V Kol OULOTETAAI®V

Ayyelokd eyKeQoAKO EMEIGOS10

THmog aryyeloKoy EYKEPOAKOD ETELGOSIOV OTOV L1a apTNPio TOL EYKEPAAOL givorl ppoypévn
Awoppayio péoa 6to kpavio

SmOayym (Ompokikd AAyog TOoV TPOKAAEITAL OO HEIWUEVT POT| OTULOTOG GTIV KOPOLd)
Kopdiokd eneic6610

21évmon 1 OTOKAEIGHOG TOV CTEPAVINI®Y apTNPLOV

AvEnuévog kapdiakdg puOudc

Avemopkng Katovour oiplatoc 6ta dKpo

AmoKAEIoUOG UI0G EK TOV TVELUOVIKAOV 0PTNPLDYV GTOVG TVEVUOVEG GOG

DdAeyuovn Kot OLAT] TOL EGOTEPIKOD TOV TVELUOVMV LE OVOTVELGTIKA TPOPAT LLOTOL
AmofoAn £€vTovou KOKKIVOL OiUaTOS amd TOV TPOKTO

Ayoppayic GTOV YOOTPEVTEPIKO COAVA

P1én tov evtépov

DLeypovn ToV E0MTEPIKOD GTPMUATOC TOL 0LGOPEYOV

DLeypoVI TOL ECOTEPTIKOL TOL TTAXE0G EVIEPOL, TOL UTOPEL VAL GLVOIEVETOL OO OLLOPPOYiat OO TO
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£€vtepo M 10 0pB0 (eppavileton 6ToV GLVIVACUO LLE CIOTAATIVN)

DAeypovn, oidnua, epvnua, Kot 01dfpwon e PAEVVOYOIVOL EMLPAVELNG TOV O1GOPAYOV TOV
TpoKoAeitan amd aktvodeparneio

DLeypovn TV TVELLOVAOV TOV TPOKOAEiTOL ad axtivobepameio

Zrovieg (umopei vo, ennpedoovy éwg 1 ora 1.000 droua)

Kotaotpopn tov epubporvttdpmv

Avo@uAoKTIKO 60K (GoPopn aALEPYIKT avTidpacT)

DAeyuOoVMOONG KOTAGTAGT] TOV NTOTOC

EpvBpoétnra tov déppartog

Agppoticd e&avOnpa mov epeavileTol og TEPLOYT TOL £XEL TPOTNYOLUEVMDG eKTEDEL GE axtivoPfolia

Hold omavieg (umopet va emnpeaoovy éwg 1 ara 10.000 droun)

AOUDEELS TOV FEPLOTOC KOL TOV LOAAKDV 10TOV

ZOvdpopo Stevens-Johnson (évog Tomog ToAD coPapfg avTidpacns Tov dEPLOTOG Kal TV PAEVVOYOV®V
VUEVOV TOV UTOPET VoL van ameAn Tk yio T (on)

To&um emdepukny vekpoAvon (€vag TOnog coPapng deppatikig avtidpaons mov punopel va eivan
amenTikn yio ™ {on)

Avtodvoon dlatapayn 6oV KATOANYEL € dEPUATIKO EEAVOM L KOl QAVKTAIVES OTO KAT® GKPa, GTO
Gvo dxpo Kot TV Kotd

DOAeypovi ToL SEPUATOG TTOV XOPAKTNPILETOL OO TNV TOPOVGIN TOUPOADY®V YEUATMOV UE VYPO
EvBpavetotra tov dEpuatog, ADKTOIVEG KOl SIUPPDCELS KOl OEPUATIKES OVAEC

EpvOpdtnra, dAyog kot mpn&ipo Kupimg oTa KATM aKpo

DLeypovn ToL dEPUATOG Kot TOL LITOdHPLOL Aiovg (wevdokvttapitidn) PAeypov Tov SEPUATOG
(deppatition)

Aéppo mov teivel va pAeypaivel, va Tapovctdlel kvnopod, epudpdmra, poYUES KOl TPOYVTNTO
Inueio pe évrovn eoyovpa

Mn yvaotés (n ovyvétnta tovg dev umopel vo. extyunlei ue Paon to drabéoiua dedouéva)

Epoedvion dwafritn kupiog Adym g mtaboroyiag tov veppdv

AwTopoyn TV VEQP®Y TOV GUVETAYETAL TOV OAVOTO TOV ETHNAOK®OV COANVOPLOKOV KLTTAP®OY TOV
oynuotifouv ta veppikd coAnvapio.

Evdéyetar vo eppavicete omotodnmote and To COUTTOHOTO 1)/KOL TIG KATaoTdoelg avTég. [pémet va
EVIUEPDGETE TO YIOTPO GOG TO CLVTOUOTEPO dvvaTOHV, OTaV apyiceTE Vo TAPOLGIALETE KATOlM TETO0L
TOPEVEPYELQL.

Edv avnovyeite yuo kdmola avemBount evépyeia, culnTioTeE LE TO YIOTPO GOG.

Ava@opd avemOounNTOV EVEPYELOV

Edv mopatnpnoete Kamoo avemBountn evépyela, EVIILEPDOGTE TO YIOTPO 1 TO PUPHOKOTOLO GOG. AVTO
1oyvEL Kot Yio KaOe mhavi avemBountrn evEPYELN TTOL OEV AVUPEPETOL GTO TOPAY PVALO 0ONYIDV
yphone. Mropeite emiong va avagépete avemBounteg evépyeleg anevbeiog, Léow Tov 6vikod
GLGTHILOTOG OVOPOPAS TTOL avaypapeTon oto [lapdpnua V*. Mécw g avapopdg avemfountov
EVEPYELDV Umopeite va, fondnoete 6T GLALOYN TEPLGGATEPWV TANPOPOPLDOV GYETIKA LIE TNV AGPIAELN
TOV TTAPOVTOC POPUAKOV.

5. g va pvraooste To Pemetrexed Baxter
To QAPLOKO AVTO TPETEL VAL PUAACCETAL GE LEPT TTOL OEV TO PAETOVV Kot dgv TO POEVOLY Ta TOSLA.
No pnv xpnoiponoteite ovtd To EAPUOKO HETA TNV Muepounvia ANENG Tov avagépeTatl GtV

EMON AV ToL PLoldiov kot 610 Kouti puetd ™ AHEH. H nuepounvia Aqéng etvon n tedevtaio
NUEPO TOV UNVO TTOL OVOPEPETOL EKEL.
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Av1d 10 EapuaKo dev amartel Wlaitepeg cLVONKES POAAENG.

Avdopa petd v Avacvotaot kot [epartépom Apainon: To mpoidv Ba Tpémnel va ypnoipomoteitot
apéomg. Otav mpoetolndleTon GOUPOVA LE TIC AVAPEPOLEVEG 00MYiES, £xel OOl yMIIKT| Kot PLGTKN
otafepOTNTO TV SIHAVLATOV TEUETPEEIONC, LETA TV AVOGVGTACT KoL TV TEPAUTEP® 0PI

yio 24 dpeg og Bepuokpaocio yoyeiov (2 °C £og 8 °C).

To @appako avtd Tpoopiletar povo yia epdma yoprynon. To un yxpnoiponombéy ddAvpe Oa Tpénet
VO OTOPPITTETAL, GOUPOVO, LLE TIC KATA TOTOVG 10 DOVGES OYETIKES SLUTAEELS.

Mnv metdite @APULAKO GTO VEPD TNG OMOYETELGNG 1| GTA OKLOK(A aroppinpata. Potmote tov
(QOPLLOKOTOLO GOG Y10, TO TG VO TETAEETE TO, PAPUAKE TTOV EV YPNOLULOTOLELTE L. AvTd T péTpa O
BonBncovv oty Tpoctacio Tov TEPPAAAOVTOG.

6. Iepreydpeva TG GVOKELUGLOS KOl LOUTES TANPOPOPIES
T wegpréyel to Pemetrexed Baxter

H dpaotikn ovsia givon 1 mepetpelion.
Ta dAlo cvotatikd givat 1 LovviTOAT, TO VOPOYA®PLKO 0&D Kol TO VIPOLEidio Tov vaTpiov (BA.
napdypoeo 2 «To Pemetrexed Baxter mepiéyet vatplo»).

Pemetrexed Baxter 100 mg: KdaOe @iaridio mepiéyet 100 yihootdypapia tepetpet&iong (og
dwvatplovyo mepetpelion).
Pemetrexed Baxter 500 mg: Kabe @iaridio mepiéyetl 500 yilootoypappe tepetpeé&iong (og
dwvaTplovyo mepetpesion).

Metd v avachoeTao, T0 S1AALL0, TOV TPoKOTTTEL TEPIE)EL 25 mg/ml wepetpelione. Amatteiton
TEPALTEP® OPAIMGT), TPV OO TN YOPNYNON, ATO VAV TAPOYO VYEOVOULKNG TepiBaiymc.

Epgavien tov Pemetrexed Baxter kol wepieyopevo. T11G 6VGKEVAGIOG

To Pemetrexed Baxter eivat KOvig Y10 TUKVO GKEDOGLLA Y10 TNV TOPOUCKEVT SIOADLATOC TTPOG EYXVON
KOl TOPEXETAL LECT GE £VA YVOAWVO QLoAido Tov 10 ml M tov 50 ml pe ehactikd nopa. Eival
AVOPILOTIOINUEVT] KOVIG AEVKOD £MC VTTOKITPIVOL 1] TPAGIVO-KITPIVOL YPMDUOTOG,

AwtiBetan o€ cuokevasio Tov 1 eroidiov.

Kéroyog Aderag Kukhogopiag
Baxter Holding B.V.
Kobaltweg 49, 3542 CE
Utrecht

OMravdio

HopackevaoTic
Baxter Oncology GmbH
Kantstrale 2

33790 Halle/Westfalen
eppovia
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I'a omoladNmoTe TANPOPOPIN CYETIKE [LE TO TUPOV POPUAKEVTIKO TPOTOV, TAPUKAAEITTE VOl
amevBuvleite otov Tomikd avimpoésmmo Tov Katdyov g Adstoc Kukiopopiag:

Belgié/Belgique/Belgien

Baxter Belgium SPRL/BVBA
Tél/Tel: +32 (0)2 386 80 00
braine_reception@baxter.com

Bbbarapus
Baxter Holding B.V.
Ten.: +31 (0)30 2488 911

Ceska republika

BAXTER CZECH spol. sr.0.

Tel: +420 225 774 111
Danmark

Baxter A/S

TIf: +45 4816 6400

Deutschland

Baxter Deutschland GmbH

Tel: +49 (0)89 31701-0
info_de@baxter.com

Eesti
OU Baxter Estonia
Tel: 4372 651 5120

E)\ada
Baxter (Hellas) E.IT.E.
TnA: +30 210 28 80 000

Espafia
Baxter S.L.
Tel: +34 91 678 93 00

France
Baxter SAS
Tél: +33 134 61 50 50

Hrvatska
Baxter Healthcare d.o.0.
Tel: +385 1 6610314

Ireland
Baxter Holding B.V.
Tel: +44 (0)1635 206345

island
Baxter Medical AB
Simi: +46 8 632 64 00

Lietuva
UAB ,,Baxter Lithuania“
Tel: +37052527100

Luxembourg/Luxemburg
Baxter Belgium SPRL/BVBA
Tél/Tel: +32 (0)2 386 80 00
braine_reception@baxter.com

Magyarorszag
Baxter Hungary Kft.
Tel: +36 1 202 1980

Malta
Baxter Holding B.V.
Tel: +44 (0)1635 206345

Nederland

Baxter B.V.

Tel: +31 (0)30 2488 911
utrecht_reception@baxter.com

Norge
Baxter AS
TIf: +47 22 58 48 00

Osterreich

Baxter Healthcare GmbH

Tel: +43 1711200
austria_office_healthcare@baxter.com

Polska
Baxter Polska Sp. z o.0.
Tel: +48 22 488 37 77

Portugal
Baxter Médico Farmacéutica, Lda.
Tel: +351 21 925 25 00

Romania
BAXTER HEALTHCARE SRL
Tel: +40 372 302 053

Slovenija
Baxter d.o.o.
Tel: +386 1 420 16 80

Slovenska republika

Baxter Slovakia s.r.o.
Tel: 44212321011 50
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Italia Suomi/Finland

Baxter S.p.A. Baxter Oy

Tel: +390632491233 Puh/Tel: +358 (09) 862 111

Kbnpog Sverige

P.T. Hadjigeorgiou Co Ltd Baxter Medical AB

TnA: +357 2537 24 25 Tel: +46 (0)8 632 64 00

Latvija United Kingdom (Northern Ireland)
Baxter Latvia SIA Baxter Holding B.V.

Tel: +371 677 84784 Tel: +44 (0)1635 206345

To wapdv @OALO 03N YOV (p16oNs avadempiOnke Yo TeElevTaia Qopa otic <{MM/EEEE}>

Aentopepeic mAnpogopieg yia to pdppako avtd gival dtabéoipeg 6to diktvakd Tomo Tov Evpomaikod
Opyaviopod Gopudkmv: http://www.ema.europa.eu
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OvTAnpoopisc wov aKoAov0oVV 0LV VOVTUL HOVO GE YIOTPOVS 1] ETOYYEANOTIES VYEIOG:

Odnylec ypnonc, YEPLOLOV Kol amdppIync.

1. Xp1o1HoTolEiTe AOTTTTN TEYVIKN KOTA T S1GPKELN TNG OVOCVGTACTG KOt TNG TEPULTEP®
apaimong g TePeTPeEIONC, Yo TN Yoprynomn He evOopAEPia Eyyvon.

2. Yroloyiote T 6001 Kol TOV apBud ToV amattovpevav eloldiov Pemetrexed Baxter. Kabe
QLS00 TTEPLEYEL Eva TAEOVACHO TNG TEUETPEEIONG Y10 VO SIEVKOAVVETOL 1) TALPOYN TNG
VoY POPOLEVC TTOGOTNTOG,

3. Pemetrexed Baxter 100 mg:
KdéBe groridio 100 mg npénet va avacvotadei pe 4,2 ml gvéoipov dtadduatog yAwplodyov
vazpiov 9 mg/ml (0,9 %) yopic cuvinpntikd, OoTE Vo TPOKOLATEL SIAAVLLO, TTOV VO TEPIEYEL
nepetpesion 25 mg/ml.

Pemetrexed Baxter 500 mg:

Kabe @roridio 500 mg npénet va avoaovotadei pe 20 ml evésipov dtodldpatog yAmptovyov
vatpiov 9 mg/ml (0,9%) ywpig cuvinpNTiKo, ®GTE VO TPOKVTTEL SIAAVLLOL TTOV VoL TTEPLEYEL
nepetpe€ion 25 mg/ml.

Avoxwveiote amold Kabe prodidio puéypt n mepexdpevn kovig va dtolvdel mAnpwg. To didivpa
UETE TNV 0vaeDoTOoT EIvaL SIOVYEC, IE ELPAVIOT) XPOUATOS OTd AYP®UO £MC KITPIVO 1
Kitpvo-mpdoivo ypdpa, xmpic va exnpedletotl avembounta n motdtto. 10V Tpoiovtog. To pH
TOV S1OADUATOG LETA TNV avachoTaoT gival petadoy 6,6 ko 7,8. Amanteitol meportépm
apaioon.

4. O KoTAAANA0G GYKOG TOL SLOAVUATOG TNG TEUETPEEIONG LETE TNV AVOCVGTAGCT), TPETEL VO
apawbel Tepartépm Emg 100 ml pe evéoyuo dddvpa yAoprovyov vatpiov 9 mg/ml (0,9 %),
X®pic GLVTNPNTIKO, Kot yopnyeitol pe evooeAéfia Eyyvon didpketag 10 Aentdv.

5. Ta StoddpoTa Tpog £yyvon g TEPETPEEIONS TOV TPOETOHALOVTOL COLPMOVA LE TIG AVOTEPM
00mMyieg glvarl GLUPOTA UE TIG GLOKEVEG £YYVONG KO TOVG GAKOVG Eyyvong amd ToAvoiepivn. H
mepeTpelion £xel eLOIKN AcLUPATOTNTA E TOVS SOHAVTEG TTOV TEPIEXOVY 0CPECTIO,
ovumepiapBovopévov Tov yoraktikod dtodvpatog Ringer (Ringer Lactate) kot tov evécipov
dwadvpatog Ringer (Ringer’s Solution).

6. Ta PopUAKELTIKA TPOTOVTA Y10, TAPEVTIEPIKT] YOPNYNON TPETEL VAL ELEYYOVTOL OTTTIKGE, Vit TUYOV
TOPOVGIO OLOPOVUEVOV COUATIIIOV KOl YPOUATIKOV CALOIDGE®Y TPV ontd TN Yoprynomn. Edv
mapoTneNnovV TEToln EVPNUATA, TO TPOTOV dEV TPEMEL VO, XopNyNOEl.

7. Ta dtoddpota g tepetpe&iong etvar povo yia epdmas yoprynon. Kébe pn ypnotponom6év
TPOTOV 1 VIEOAEUNO TPETEL VO AoPPLPDEl, COLP®VA LE TIG KOTA TOTOVS IGYDOVGEG GYETIKEG
dwataéers.

I po@uAia&ers yro v mpocTopacio Kol T yopnynon: Onwg cuppaiver kot pe GALOLG duvNTIKA
To&IKOVG AVTIKOPKIVIKOVG TOPAYOVTEG, OMALTEITOL TPOGOYN KATA TO YEPIOUO KOl TNV TPOETOLUAGIN
TOV OLOAVHATOV Yo £yxuoT TG mepeTpe&iong. Zuvictdtal 1 ¥pnon yovtidv. Edv to didAvpa tg
mepetTpeliong £pbet o emaen He TO €O, V. TAOVETE APECHOC TNV TEPLOYN TOL OEPUATOC LE dpBovo
camovvt kot vepo. Edv to dtdlvpa g mepetpeliong £pbet o emapn| pe fAEVVOYOVOUG DIEVES
Eemhbvete apéomg pe vepo. H mepetpelion eivan éva tpoiov mov dev mpokalel coPapd epebiopd atovg
YOpw 16T0VG, o€ TepinTmon e€ayyeiwong. Agv vdpyel €101k avtidoTo Yo TV e&ayyeimon g
nepetpeionge. ‘Exovv avoeepei meplopiopéveg meputtmoelc e€ayyeiowong g nepetpe&iong, mov dev
Kkpifdnkav og cofapd copuPapata amd toug epevvntés. H e€ayyeimon Oa mpénet va avtipetonileton
GUUPMOVO, LLE TN GLVNON TPAKTIKT OV eQPAPUOLETAL Y10, GAAOVE TTOPOLOIOVS TTOPAYOVTEC.
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