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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Sandoz 100 mg koI Yo TUKVO SIGAVUA Y10 TOPACKEVT SIHAVUATOG TTPOG £YXLON
Pemetrexed Sandoz 500 mg kdvi¢ Yo TUKVO SIGAVHA Y10 TOPACKELT SIHAVUOTOG TTPOG £YXLON .
Pemetrexed Sandoz 1000 mg Kovig yio TUKVO StdAvpa Yo TOPAGKELT SIHAVLOTOG TPOG EYYLOT A\?

2. IOIOTIKH KAI ITOXOTIKH XYNGEXH OCU

Pemetrexed Sandoz 100 mg kOViC Y10 TUKVO OGALLA Y10 TOPUGKEVT OIAADUATOC TTPOG éwuo#
"Eva @loAido kdvewg mepiéyel 100 mg mepetpetion (og dSvatprovyog). ‘(Uu

Exodoyo ue yvwory dpaon:

"Eva @loAidio kdvewg nepiéyel mepinov 11 mg vatpiov. O\

S
\3mpoc évyvon

Pemetrexed Sandoz 500 mg KOvi¢ yio TukvO S1EAVUA Y10 TOPOGKEVT) SLOADLLOL
‘Eva @laAioo kdvewc mepiéyet 500 mg mepetpetion (og dSvatptovyog). A

Exooyo ue yvworn dpaon: AD
"Eva @loAido kbévewmg nepiéyel mepinov 54 mg vatpiov. 0(/‘

LS

N
Pemetrexed Sandoz 1000 mg kdvic yio tokvo didhvpa yio napamgﬁ OLAVUOTOC TPOC £YYLon
"Eva @roAido kovemg mepi€yel 1000 mg mepetpe&ion (mg 51\/(11@6)(0(;).
O
‘Exdoyo ue yvwory dpaon. 5
"Eva gloiido kovemg mepiéyet mepimov 108 mg vatpiov,

Metd v avacvotacn (PAéne Tapdypago 6.6), Kd@(ptah'&o mepi€yel 25 mg/ml nepetpeion.
N

INa tov TARpN KaTdAoyo TV EK6OYWMV, BA. ng@)qua(po 6.1.

3. ®APMAKOTEXNIKH MOPQH

X
Kovig yio mokvo dddlopa yio napa(@)ﬁ SLADIOTOG TPOG £YYVOT).
AVOPIAN KOVIG YPOUATOC Xsmco'b C VTOKITPLVOV.

)

4.  KAINIKEX HAH@)OPIEE

4.1 G)spunsnﬂké.g‘\@siiag
To Pemetrexed S@z EVOEIKVLTAL GE EVIAIKEG.

Kaon0sc ne6ddniopa vrelokdta
To Pemet Q*'d Sandoz og cuvdvacud pe cromiativn evdgikvotol yia T Beponeio acBevmv, ol omoiot
dev éxo@%dﬁa mponyobuevn ynuetobepaneia, e aveyyeipnto kakomoeg pecodniiopa vrelwkdra.

)

Mn;‘p&l(pomtwpméc KOPKIVOC TOV TTVEVLLOVOL

EVAV LE TOTK( TPOYWPTNLUEVO 1] LETACTOTIKO UN-HKPOKLTTOPIKO KOPKIVO TOV TVEDLOVA, EKTOG

T;;%metrexed Sandoz cg cuvdvacud e clomAativiy evdeikvuTat yuo T Bepameio TPMOTNG YPOLUNG,

Q

0 TIG TEPUTTMOCELS TOV KLPLALPYOVV 1IGTOAOYIKA TaL TAAK®MOT KOTTOpa (BAENe Tapdypapo 5.1).

To Pemetrexed Sandoz evdsikvuton wg povobepaneia yio tn Oepaneio cuvtnpnong, acbevav pe
TOTKE TPOYWPNUEVO N LETAGTATIKO M- UIKPOKVTTOPIKO KOPKIVO TOV TVELLLOVE, EKTOC OO TIC
TEPIMTAOGELG TOL KLPLUPYOVV IGTOAOYIKA TO TAOKMON KOTTAPA, TOV OTOI®V 1) VOGOG 0eV £XEL
emdewvmbel, apécmg petd v ynueodeponeia pe Baon v mhativn (BAére mapdypapo 5.1).



To Pemetrexed Sandoz evdeikvutor wg povoBepamneia yia tn Oepaneio devtepng ypapuns, acbevav pe
TOTKG TPOYMPNUEVO N LETACTATIKO [N-UIKPOKVTTOPIKO KOPKIVO TOV TVELLOVO, EKTOC OO TIC
TEPIMTAOGELG TTOL KLPLUPYOVV IGTOAOYIKA TO TAAKDON KVTTOpa (PAETE TOpdypoeo 5.1). ~0
4.2  Aocoloyio Kol TPOTOS YOPYNoNS O+

N
To Pemetrexed Sandoz mpémet va yopnyeitor povo vd v enifieyn 10tpod 01IKELUEVOD OTN O(U
YOPNYNON OVTIKOPKIVIKNAG YNHeE0bepameiog. A

Aocoloyia ‘(UO

To Pemetrexed Sandoz ge ovvovaouévy aywyn ue oloxioivy g
H cvvictdpevn d6om tov Pemetrexed Sandoz sivor 500 mg/m?* emedvetog c(buat@(opnyoi) LEVT| e
gvioQAEPIOL Eyyvom Sidpketog 10 Aemtdv, T TpdT NUépa KGE KOKAoL 21 Nueptdv. H cuvictdpevn
d6om ¢ clomhativng eivot 75 mg/m? em@Aveldc GOMOTOC, Kot gYYDETOL Y10 SKQ\i)pag, TEPITOV
30 Aemtd petd v odokAnpmon g £yxvong g mepetpelidng, Tnv tpd Riépa Tov Kabe KuKAOL
21 nuepav. O acBeveic mpémel va AauPBavouy ETapKN AVTIEUETIKT) OY@YA] KATOAAN AN EVLOATOON
TPV omwd KoV PeTd amd T ANyn ¢ oloriativing (BAéne emiong v l&%ﬁﬁnwn X0paKTNPLOTIKOV
[Ipoidvtog ¢ olomAativng yio €101KEG 00MYieg d0GOAOYING). O

N
To Pemetrexed Sandoz wc povoBspomeia Q
e acbBeveic, mov Aappdvovv Bepameio yio pn- uthOKDrmleé&pKivo TOV TTVEVLLOVO LETA OO
Tponyovpevn ynuetodepameio, N cuvictdpevn 36on tov Penfirexed Sandoz sivar 500 mg/m*
EMUPAVELNG CAOUATOG, YOPTYOOLEVT LE EVOOPAEPLOL éyxvc@xpmlag 10 Aemtdyv, TV TpOTN NUEPL
KkéBe KOKAOL 21-nuepdV. N)

£

ZyMU0 TPOKATOPKTIKNG YOPNYNONG QUPUAK®OV

INo vo pewwbei n enintoon ko coPfapodtnto T PLOTIKOV avTIOpAcE®V TPETEL VO YopTyEiTaL Eva
KOPTIKOGTEPOELDEG TNV TPOTYOVUEVT], TNV iSLa‘{@t v enopévn NUéEpa amd T Yop1ynon g
nepetpelionge. To KopTIKOGTEPOEIDEG TTPEMEL \@tco&)vausi ne 4 mg de€apebaldvng kot va yopnyeitot
omd Tov 6TOHATOG §V0 PopEg TV Nuépa (PhERE Topdypago 4.4).

INa va peiwdel ) To&kdma, o1 acbeyels Tov Aappavouvy Oepancio pe tepetpetion mpénel, eniong, vo
Aappévouy cuUTANPOUOTO Btwuw@\(ﬁkéns mapdypoeo 4.4). Ot acBeveic mpénet va Aappdvovv and
TOV OTOUATOC PLAALIKO 0EL 1) €V VPITOUIVOVYO CKEVACLLA, TTOL TEPLEXEL PLAAKO 0EV (350 €m¢
1.000 pkpoypappdpia) oe kadnpepvi Baon. Oa tpénet vo Aappdvovtol ToLAGYIGTOV TEVTE OOGELS
@VAAMKOV 0&£€0C TIG EMTA TP VUEVEC UEPES TPV OO TNV TPAOTN dOGN NG TeUETPeEiong Kka M
yopNyNon TV 0cemv aVEDY TPENEL va cuveylotel KoB’ OAn T didpkela g Bepaneiog kabdg kot yio
dtaotnpa 21 nuepdv uesd v tedevtaio 60on g mepetpetidng. Ot acbeveig mpémet emiong va Aafouvv
pio evoopviknm évscn‘[@auivng B12 (1.000 pukpoypoppdpia) Kotd Ty Tponyoduevn efdoudda and
™V TpAOTN 600M TNEREUETPEEIdNG Ko katodmy pice popd kabe Tpels KOKAOLG yoprynons. Ot emdueveg
evéoelg Blrauiwg@ 2 Uopovv va yopnynbovv v idta nuépa e T mepetpesion.

HapaxoroddGdm achevév

O acesvs{dﬁm Aappdvovv mepetpelion tpémetl va mapakoiovbodviat Tpv amd kdbe doon, pe pio

YEVIK s@am} aipatoc, copmeptAapBovopévev Tov aptBpov Kot Tov dlapoptkol TOTOL TV

XSDKO@ apov Kot Tov aplfpov Tev aporetariov. [pv and kabe yoprynon ymueobepaneiog tpénet

va T Proynpikég e€etdoeig aipatog, Yo va extiun sl n veepikn kot n otk Aettovpyio. [pv

amO~INV Evopén kdbe KOKAOL yopnynong ynueobepaneioc, ol acbeveig amatteital va £xovv TG €€N¢
noeig: O andivtoc apBudc ovdetepopirmv (ANC-absolute neutrophil count) npémel va ivan

=1.500 wottapa/mm?® kot o aptBpdc oiponetaliony mpémet vo sivar > 100.000 kdTTapa/mm?.

H «éBapon kpeativivng mpénet va givatl > 45 ml/min.

H olwn| yodepuBpivn mpémet va givar < 1,5 popd ¢ avdtepng puotoroyikng Tiunc. H odkaikn

eocpatdon (AP), n acmapaywviky apwvotpaveeepdon (AST 1 SGOT) kot 1 GUVOTPOVGOEPACT TG

aravivng (ALT 7 SGPT) npénet va glvar < 3 Qopé TG avadTEPNS PLUGLOAOYIKNG TING. T TV




orkaAkn eooeatdon, v AST ko v ALT givan omodektég Tipég < 5 popég g avatepng
(UVOIO0AOYIKNG TIUNG, EAV VTTAPYEL OYKOG GTO NTTap.

Hpocappoyéc e doong .
O1 0060L0YIKEG TPOGOPLOYES KATA TNV EVOPEN TOL EMOUEVOL KOKAOL TPENEL VA YivovTol pe Baon To )
OLOTOAOYIKO VOSIp 1 TN KEYIOTH UN-0UOTOAOYIKT TOEIKOTNTA TTOVL TApOTPHONKAY KoTd TOV O+
TpoMyovEVo KOKAO ynuetobepoameiog. H yopnynon g Oepaneiog umopel va kabvotepnoel ®oTe Vo
UEGOAUPNGEL IKAVOTOUTIKO YPOVIKO SIAGTNHO Y10, TNV OVAKTNOT TOL 0.60gvong. Metd v avad n,
ol acbeveig pmopovv va cuveyicovy T ynueodepansio, cOLPOVO LE TIC KATELOLVTIPLEG oéigng TV

IMwéakov 1, 2 kot 3 ot omoieg woyvovV Yo T xoprynon tov Pemetrexed Sandoz o€ povobepdreeio 1| o
oLVOLOCUO UE GLoTAATIVY). ‘(U
A

ivaxoeg 1 — ITivekag 6060L0Y1KN G owa@oponoineng yio To Pemetrexed Sandoz (c&g\

povoOepamneia 1] o€ cuvovacuévny Oepameia) Kon T croTAoTIV - Alpurokoym@)ém()mrsg

Nadip ANC < 500/mm?® kot vadip arpomstariov > |75 % g mponyovusvng 86 ?(yux mv
50.000/mm’ nepetpedion kot ywo  clonKativn)
Nadip arponetaliov < 50.000/mm?, aveéaptnto. |75 % g mponyodue @cmg (Y v
amo 1o vadip ANC nepeTpe&ion Kot yio @nenkmi\m)
Nadip aponetariov < 50.000/mm’ pe 50 % g mponyoprevms 60omg (Yo Tnv
ooppayia, aveEdptnto and to vadip ANC TEPETPEEIdN KOl TN GLOTANTIVN)

* Ta Kprmpia ovtd givatl oougpovo pe ta ovion Kpiripu To&@\éﬂlwg (Common Toxicity Criteria
- CTC v2.0; NCI 1998) tov National Cancer Institute, oplcu()@u > CTC BaBpov 2 awpoppayia.

O
Edv o1 acBeveic eppavicovv pun-oapatoroyikég To&icoT 1{5 BaBpov 3 (extdg g
vevpoto&kotnTag), N Yopnynon tov Pemetrexed Sandpzpénet va Srakomel kot vo KabBvotepnoet, £mg
TNV LTOYMPNON CLTOV, GE TN UIKPOTEPN 1} {oM e TV TR TPo TG Yopnynong ynueodepansiog, yio
T0 cvykekpévo acBevr. H Oepaneio pmopei va s@upxica GULPMOVO, LLE TIC KATELOVVTIPLEG 00T YiEg
tov ITivoka 2. ‘D

Mivaxkaeg 2 — ITivokag 606010Y1KNG OL0.( o\ﬁoincng vwo 70 Pemetrexed Sandoz (wg
povoOepamneia 1| 6€ CUVOLAOUEVY OapaSs ) Ko 1] owemhativy - Mn-Aypatoloytkés
ToEikoTNTECS P A

@‘6’01} nepetpelidng (mg/m?)  |Adon orwemiativng (mg/m?)

Omnowadnmote ToEkdTNTO BaOpoy
1 4, ext0¢ g Prevvoyovitidag

75 % G mponyodUEVNC
doong

%,

75 % tng mponyovpeEVNG SOONG

Omnoladfmote d1ippota Tov 1tel

gloaymyn o€ vocokopeio A, 75 % g mponyovUEVNC

75 % tng mponyovpeEVNG SOONG

(ave&optiTmg Baeuol')).m&dppow doong
BaOpot 3 1 4 R
Blevvoyovitida Bp@ob 3n4 50 % g mponyoduevng 66ong  |100 % mponyoduevng 66ong

* Touvnon Kpmﬁ@ﬁ" o&wkotnrac (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Insti

P Extoc rn&euporo&ucémwg

&\
e mepiitroon epLeaviong VELPoTOEIKOTNTAG, 1| GUVIGTAOUEVT TPOGOAPUOYY| TG 000G Y10, TO
Pe xed Sandoz kot ™ clomAativn avaeépetol otov [livaka 3. H Oepaneia mpénet va diaxomel edv
€ 160¢i vevpoto&ucotnto Babpov 3 1 4, otoug cuykekpyévoug acheveic.

~

Q



Mivakag 3 — [ivakag d0coioyiKig dra@opomoinone yio o Pemetrexed Sandoz (wg
povoOepameia 1] o€ cuvovacuévn Oepameia) ko T ovemhativny - NevpotodikotTnTa
BaOpog karéd CTC* Adon mepetpelidng (mg/m?) Aébon clomhotivng (mg/m?)
0-1 100 % 1tng mponyovpevng d0omg 100 % tng mponyovuevng d66MNG
2 100 % tng mponyovpevng d0oMg 50 % tng mponyovuevng 66ong A
* Tovnon Kprrfpa To&iodtntog (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov Nationa}U\\‘
Cancer Institute A

I

H 0gpancio pe Pemetrexed Sandoz npénet va dlokomel edv 0 acOevig eppavioet onowaln@
OLLOTOAOYIKN 7 un-aipatohoyikn Toikotnta Babpov 3 1 4 énetta and 2 peEIdOELg TG ;@woﬁpsvng

doong 1 dpeca eav mapatnpndel vevpotolikdtnta Babuov 3 1 4. Q
Eidwcoi nhnBoouoi 40\
S
N\
Himawuévor acbeveic @

211G KAWVIKEG pehéteg dev mapatnprionkav evoei&elg avénuévou Kivduvov sﬁ?ivwng avemfountov
gvepyelmv o€ acbeveig nAikiog 65 etV 1 LeYAADTEPNG, CUYKPITIKA LUE ré@ oBeveig nhwiog
HKpOTEPNG T®V 65 £TV. AEV AMOITOVVTIOL TEPALTEP® LELDGELS TG Séw €KTOG OO TIG GUVICTOEVEG
Y10 OAOVG YEVIKG TOVG aGOEVELS. +$

Taidrazpirog ninBoouog OQ

Agv vdpyetl oyeTIkn xpnon tov Pemetrexed Sandoz otov nm&&pu«') TANOLGLO GGOV POPA TO
KaKONOec pecodnimpa tov vrelwkdta KoL To un-umpo% K6 Kapkivo Tov Tvedova.

Acbeveic ue veppixn dvaleitovpyia (coviOng tomog vng@laﬂoé twv Cockceroft kou Gault i poOuog
OTEPOUATIKNGS Oinbnong, ue uetpnoeis ue ™ uébooo Te99m-DPTA kdabapaons opod)
H mepetpeé&ion amofdrietal, kupimg apetaPAnTn, A6 VEPPIKNG AMEKKPIONG. TTIG KAVIKEG LEAETEC,
og aoBevelg pe kdBapon kpeatvivng > 45 ml/mifOev yperdotnray GALEG TPOCAPUOYES TNG
YOPNYOVUEVNG BOONG, EKTOG OO TIG GDVIGT(M%Q v GAOVG Yevikd Tovg acbeveis. Agv vhpyovv
EMOPKN OEOOUEVAL Y10 TN XOPTYNON TNG TEUETPESIONG o€ acBevelg e kdBapon kpeatvivig pikpdtepn
amo 45 ml/min, ETOUEVOC dEV GLVIGTATOL Mon g tepetpesiong otovg acbeveig avtovg (PAéme
napdypoeo 4.4).

plrypopo 4.4) XS
Adobeveic ue nrotiky OvoAertovpyi O
Agv éyel texunprobei arttodoyugpovoyétion petaéd tov oy AST (SGOT), ALT (SGPT) 1 tng
OAIKNG YoAepLOPIVIG Kot TOV QUPUAKOKIVITIKAOV 1010t TOV NG TepeTpe&ione. [lapoia avtd, acbeveig
LE NTOTIKY dvoAEITOLPYiaL, @%@ pe yodepubpivn > 1,5 opd T avadTEPNS PLGLOAOYIKTNG TIUAG KOV
pe apvotpaveepdon > 3,0 popég TS avATEPNS PLGLOAOYIKNG TG (ATOVCIN NTATIKMV
HETOOTACEMV) 1 > 5,0 £G TNG OVATEPNS PLGLOAOYIKNG TIUNG (LLE NTOTIKEG LETAGTAGELS), OEV EXOVV
GUGTNUOTIKG uakatr{e\

Tpémog yooﬁvnc\n@

To Pemetre&g@ Sandoz mpoopiletar yio evéopAéPia yprion. To Pemetrexed Sandoz mpémet va
xopmlsirg(g evoopAEPLa Eyyvon dibpkelag 10 Aemtdv TNV TpdTN NEEPa Tov Kdbe KOKAov 21 nuepmv.

T'at f@pocpukdé’;mg 7OV TPENEL Vo, ANeBovY TPty Tov Yepoud M T xopnynon tov Pemetrexed Sandoz
KoL TG 001 YiEG Y10 TNV Ova.GVGTACT Kot TNV apaimon tov Pemetrexed Sandoz wpv tn yoprynon,

B.Qns Topaypoo 6.6.
804.3 Avtevoeilelg

YrepegvarcOnoio otn dpacTIKn 0VGia 1] G€ KATO10 Amd T £KO0Y0 TOV AVAPEPOVTOL TNV TOPAYPUPO
6.1.

2 yorovyia (PAEre Tapdypao 4.6).



Xvuyyopnynon pe 1o pPoilo Tov Kitpvov mupetov (PAéne mapdypapo 4.5).
4.4 E1d1kég TPoE1dOTOU|GELS KUl TPOPVAGEELS KATA TN (P16

<

N
H mepetpetion evdéyetorl va TpoKaAEGEL KATAGTOAN TNG AEITOLPYIOG TOV LVEAOD TOV 0GTMY TOL O+
gxdnrdvetal pe ovdetepomevia, OpouPomevia kot avorpio (] Tavkouttaponevia) (PAETE ToPAyPaPO N
4.8). H pvelokotactoln amotelel tn ouvion docomeplopiotikn toéikdmra. Ot acbeveic mpéne
TOPAKOAOVOOVVTOL Y10 EKONAWDGCT) LVEAOKATOGTOANG KATE TN SdpKeELd TG YN HEl0Bepameiog O,Q
yopNynon g mepetpeliong mpémet vo avaarleTor 6toug 0obeveic, £0¢ OTOV 0 ATOAVTOC HOG TV
ovdetepoilmv (ANC) va emavéldet oe > 1.500 khTTapa/mm?’ Kot 0 aptdpdc TV opoTEAmY va
emovéet og > 100.000 dTTapa/mm?. Ot PEldGELS TG SOGNG Y10, TOVS ETOHEVOG KOKABDS XOpTyNong
yivovtai pe Bdon to vadip tov ANC, Tov aplfpod TV allomeToMOV Kot TG LEYIGTNSWN
OLLOTOAOYIKNG TOEIKOTNTAG, OTTMOG TOPATNPNONKAV GTOV TPOTYOVLEVO KOKAO xopf@tmg (BAéme
Tapdypoeo 4.2). N

%

Mukpdtepn to&icdTnTa Kadng Kot HEimoT TV AUATOAOYIKMOV Kol TOV UN-GNOTOAOYIKOV TOSIKOTATOV
Babpov 3/4, 6mwg ovdeteponevia, EUTOPETN 0VOETEPOTEVIM Kol AOTU®E voeteponevia Babuov 3
N 4 mapatnpndnke 6tav yopnynonke, Tpw amod ) ynueobepaneio, ay@yniie uAio o&H Ko
Brrapivn B12. Eropévag, 6Aot1 o1 acBeveic, ot omoiot Aappdvovv Bep pe mepetTpe&ion, Oa mpémet
va Kafodnyodvtal yio T AYn LAAIKOL 0&€0g Kot Prrapivng B12, UETPO TPOPOAOENG Yo TN
peimon g To&koTNTag TG OYXETILONEVNG HE T Ynuetodepamel Ene Topdypago 4.2).

Agppotikég avtidpacelg £xovv avapepOet oe acbeveig mov dEHELaPay, mpv and ) ynueobepaneia,
ayoyn pe éva koptikootepoedés. H aywyn pe deEapebo W(T’] 1600VVOLO OVTHG) TPV OO TN
ymueodepomeio, UTOpel Vo LELDMGEL TNV EMMTOOT KOL T, BapdtnTa TOV SEPLATIKMOV OVTIOPACEDY
(PAéme mapdypago 4.2).

Emapxng apBpog acevov pe kdbopon kpeativi oKd'roo a6 45 ml/min dev €xetl peretnOel.
Emopévacg, dev cuviotdtar n ypion g TeHET NG o€ aobeveic e KABapon KpeaTvivng

<45 ml/min. (PAéne mapaypoapo 4.2).

Ot aoBeveic pe N E0¢ pETPLOL vappm@vsndplcsla (k&Bapon kpeatvivng amod 45 émg 79 ml/min) Ha
TpETEL VoL amoPeDyoLV TN AyN pn-eT€PoeddV ovTipAEYHOVOS®V Qapudkmv (MEAD), Onme TV
Povmpopaivn Kot Tov aszkocah@}tKoi) o&éog (> 1,3 g nuepnocing), yio TovAdyloToV 2 NUEPES
P, TNV 1010 nuépa kot 2 NuéEPecUETA TN Yoprynon g mepetpetiong (BAéne mapdypao 4.5). Xtovg
aoBeveic pe Mo ¢ PHETPLOL VEPPIKN OvVETAPKELD TTOV gvdgikvuTol va, AdBovv Bepameia e
nepeTpelion, n Aqum MZAQ@D HaKpa nutepiodo amoPoing Ba mpémel va dloKkOTTETAL, Y10
TOVAGLOTOV 5 NUEPEG TPLY, TNV 010 Nuépa Kot TOLAGYIGTOV 2 NUEPEG PETA TN YOPIYNOT TNG
nepeTpeliong (Préme Zro@ypa(po 4.5).

YoBapd veppikd G@QLaw, ocoumeplapPoavopévng g o&elog VEQPIKNG OVETAPKELOS, EXOVV
avapepbel pe tnv@usrpséiSn ¢ povoBepamneia 1| og cuvdvacud pe AAAOVG YNUELOOEPATEVTIKOVG
TOPAYOVTEC. Ho%t am6 Tovg acBeveic TOV EUEAVICAY TA GLUTTOUATA AVTA, lyav TPOLTAPYOVTES
TapGyovTeg KIVHHVOL Y10 TNV AVETTVEN VEPPIKGY GUUBANETOV GOUTEPAAUBOVOUEVIC TG
a(pvﬁdrmoq@ng Tpobmdpyovoag vIEPTOCNG 1 TOV StaPrtn. Ne@poyevig amotog dtafftng Kot
ANVOPLOKT] VEKPMOT] avopépOnKay emione KATA TO PETEYKPLTIKO 0TAO10 TNG HLovobepameiog
eEE0M N g Oepomeiog pe mepeTpelédn oe cuvovacUd pe GALOVG YMUEIODEPATEVTIKOVG

te¢. Ta meplocoTEPA GUUPANATO LTOYDOPTCAV LETE TN Slakom AYNG TG mepetpe&edne. Ot
elg mpémet vo mopakoAovBovVTOL GLGTNUATIKE Y10 0EEI0 COANVOPLAKY] VEKPWOOT), LELOUEVN

pkn Aertovpyia Kot cuvapeic evoei&el, Kabmg Ko Y10, GUUTTOUATO VEQPOYEVODS Aolov dtafrTn

ﬁ.x. vrepvaTplopia).

H enidpaon g cvAloyng vYPoDH GTOV TPiTO YDOPO, OTMC 1| TAELPITIKY GLALOYN 1| O ACKITNG, €Ml TNG
nepeTpeiong, dev eivol TAMPOC TPOGIIOPIGUEVT). Ze [io, pedétn Ddaong 2 e nepetpe&iong,

31 acBeveic coumay®V OYK®V [LE GLAAOYN VYPOD GTOV TPiTO YDPO dEV TaPOLGiocHY Kapio dlapopd
011 060m TG mEUETPELiONG OGOV OPOPE TNV OLOAY GUYKEVTPMOT 6TO TAGGHO 1] TNV KdBapor o€




oLYKPLON pe ToVg acbeveig yopic suALOYT VYPOD Tpitov YdPov. Emmpdcheta | mapoyedTesn Tov
VYPOY TOL TPITOL YOPOL TPV oo T Bepameia pe mepetpe&ion Oa mpénet va e€etachel aAAG pmopel va
unv gtvor Kou amapoitnTn.

AOY® ™G YAOTPEVTEPIKNG TOEIKOTNTOG TNG Oepameing cuVIVAGHOD TNG TEUETPEEIONG e GLOMANTIVN, ~0
&yel mapatnpn el coPapn aguddtmon. Enopévmg, ol acbeveic Oa mpémel va Aapfdavouv u<owo7romn@A\~
avtiepetikn Oepameio kol KOTAAANAT EVLOATOOT TPV KaUN HeTd amd ™ ynueobepaneia. “
YoBoapd kapdiayyelokd cLUPBAIATO, CUUTEPIAAUBOVOUEVOV TOV ELEPAYUOTOC TOV LLOKAPOIOL YL
EYKEPOAIKOV AYYELOKDV GUUPARATOV, £X0VV avapepBel omdvia 6T KMVIKEG LEAETEG e T pe&ion,
Kupig 6tav yopnyndnke e cuvdvacuévn Bepameia e GALO KLTTOPOTOEIKO TOPAYOVTAL.

neprocdTepol acheveic, 6ToVg omoiovg TapatnpnOnKav Ta coppdpata ovtd, iyov npoMpxovrsg
Kapdiayyelokog mapayovieg Kivovvou (PAEre mapdypao 4.8). \Q
AVOGOKOTAGTAATIKY KATAGTOON givan GuVANG o Kopkivomabeic aoheveic. Qg skATovTOL, N
ouyyopnynon tov {dviov adpavomomuévey epporiov dev cuviotdtaol (BAEreGalpdypapo 4.3 Kot

4.5). Q

i
el VO GLUVIGTATOL GTOVG
™g ynueobepaneioc, Kabhg

H mepetpeéion evdéyetor va éxel yevetikd PAantikég emdpacelc. Oo
AVOPES AVATOPAYWYIKNG NAKING VO LNV TEKVOTOMGOVV KOTA T 014,
KoL Y10, TOVAGYIoTOV 3 ufveg petd ) Bepameio. Zvviotdtol va Ao oVTaL LETPO OVTIGOAANYNG 7
amoyn. Enedn, n Oepaneio pe nepetpelion evosyetar va TPoKaAgest L avacTPEYIL GTEPOTNTA, O
avdpeg Tpémel vo cupovAiedoviol va avalnticeovy odnyieg G@Kd LE T dtaTtrpron-omodnKevon
omEPUATOC, TPV ad TNV Evapén g ynueobepansiog. @)

Ot yvvaikeg pe duvatdTTo TEKVOTOINoNG TPEMEL Vo AOURAVOUV OTOTEAEGUATIKY OVTIGUAAN YT KATA
) ddpketa g Bepameiog pe mepetpelion kot yio 6 u{veg LETG TNV OAOKANp®GT| TG Bepameiog
(BAéme mapdypapo 4.6). O

N
[Ieprmtoeig mvevpovitidos amd axtivoBoli v avapepbel oe aoBeveic Tov vwofailoviay e
akTvoBepomeio gite TP, KoTd T Srdprela HTWETE TV ayoyh pe Tepetpelidn. Suviotdtal Waitepn
TPOGOYT o€ AVTOVG TOVG aoBeveis KaBdG KENGTN YpTioT GAL®VY OKTIVOELEIGONTOTOIOY TaPAYOVTMV.

[Meputdoelg avopvnotikig aktvoBeXids £xovv avapepbei o acheveic mov vroPdiioviay ce
aktvobepamneio mpv and efdopdden ypdvia.

"Exdoya QO

Pemetrexed Sandoz 100 n&%vzg VIO TOKVO O1GADUO. Y10, TOPOCKEDY OLOADUATOS TTPOS EYYvaN

AvTd T0 PUPUAKEVTIKO Qoiév mepEyel Ayotepo and 1 mmol vatpiov (23 mg) avd groridio, gival
ovtd OV ovopde)gé\@y g00gpo vatpiovy.

Pemetrexed Sand@?OO Mg KOVIG Y10, TOKVO OLGADUA. Y10, TOPATKEDH OLOADUOTOS TPOS EYYVOH

Av16 10 (papua@m(é TPOiOV TEPLEYEL 54 mg vaTpiov avd Praridlo, Tov 1eodvvapel pe 2,7% g
cuvwr(busvﬁ@né tov [IOY péyiomng nuepnotoag Tpocinyng 2 g vatpiov HEC®H SATPOPNG, Y10 EVaV
EVIAIKO. /&\‘&'

Pemel(&ed Sandoz 1000 mg kovig yio, ToKvo S1GADUA. YPIO. TOPOTKEDY IIOADUOTOS TPOS EYYVON

Av QoppoKeLTIKO TPoidV TepExel 108 mg vatpiov ava @laiidio, mov wwodvvapet pe 5,4% g

ovnoTouevng amo tov IOY péyiotng nuepnotog TpdosAnyng 2 g vatpiov HEGH SLATPOPNC, Y10 EVOV
Al

& 4.5 AMremopaosig e GALo QUPRUKEVTIKG TPOTOVTO KOl GALES popPég alinieniopaong
H mepetpe&ion kotd koplo Adyo amofdrietot opueTtdfAnTn omd T vePPIKn 000, LEGH GOANVOPLUKNG

OTEKKPLONG Kol 6€ HKpOTEPO Pabud pe onepapatikn dmbnon. H cuyyopriynon tov veppoto&ikdv
QOPUOKEVTIKOV TPOTOVI®MV (OTTMOC Ol LLVOYAVKOGIOES, TO SIOVPNTIKE TNG OYKVANG, TO TOPAYWYO TNG



TAOTivig, 1 KLKAOOTIOPivN) EVOEXETAL VO, EXEL GOV ATOTELEGHA TV EMPPaduven TG kdBapong TG
mepeTpelidng. Amatteital TPOocoyN KOTA TN GLYYopNyNon He Ta eappaka avtd. H kadBapon
Kpeativivng Ba Tpénetl va mapoakoiovbeitan otevd, 6TOV KpiveTal avaykaio.

H ovyyopnynon pe poprokenTikég ovaiec, ol omoieg emiong amofdAloviol HECH COANVOPLOKNG ~0
amEKKPLoNG (.. TPoPevesidn, TEVIKIAAIVNY), evOEYETOL VO £XEL MG ATOTEAEGLLA TNV ENPPaOVVON THGOA\"
KkédBapong g mepeTpeliong. Amouteitor TpocoyN KATA TN GLYXOPNYN O OVTOV TV PUPHOKEVTIKMIN
wpolovtav pe v tepetpi&ion. H kdbapon kpeatvivig Oa tpémetl va mapakoiovbeitol otevad, ¢
Kpivetal avaykoio.

Y

e aoBeveic pe puololoyikn veepikn Asttovpyia (kdBapon kpeativivng > 80 ml/min), 1 }q% HeYGA®V
306EWV N-6TEPOEBOV AVTIPAEYHOVAOGOY papudkav (MEAD, 61mg TG 1PoLTPOPaivid™
> 1.600 mg/mMuepncimg) Kot TOL AKETVAOGAAIKLALKOD 0EE0G(> 1,3 g/muepnoing) SVSé)é‘CK(xL VO LELDOEL
NV K@Oapomn NG TEPETPEEIONG KOl GUVETMG VO CLENGEL TV EUOAVIOT) TOV AVETIOYNNTOV EVEPYELDOV—
oxeTlopevaV pe ™V tepstpelion. Emopévac, amotteitat mpocoyn dtay xopnyavuidl Leydieg S0GEIG
MXA® 7 akeTvlocalikvAkob 0&£og, Tavtdypova pe ) xopriynon nepetpeéidfhgoe aobeveis pe
QLOIO0AOYIKN VEPPIKT Agttovpyia (kaBapomn kpeatvivig > 80 ml/min). A

e aoBeveic pe o £oc PETPLO VEPPIKT avemdpkeld (KaBapon Kpsomvim omd 45 éwc¢ 79 ml/min), n
TaVTOYPOVT YopNYNoN g mepetpeliong pe MEAD (6mwg 1 Povmpo®@aifth) 1 pe peydreg dOGELG
OKETVAOGOAIKVAIKOD 0&€0G, O TPETEL VoL omo@evYETUL Y10 2 NUEP ORPLY, v 010 NUéPa Kat 2 NUEPES
petTd tn yopnynon g nepeTpeéiong (PAéme mapdypapo 4.4). @)

Adym tov 611 dev VITAPYOLY dedopiva GETIKG Le eviexOpevQ pAANAeidpacn pe MEAD mov £xovv
UeyoATEPO YPOVO NMUEONG, OTTMG 1) TPOEIKAUN 1 1| POPE LTIN, 1) TOVTOYPOV XOPNYTOT| LLE
nepeTpelion oe acbevelg pe Nma EOg LETPLOL VEQPIKT OYETTAPKELD TPETEL VO, SIULKOTTETOL Y10,
TOVAQYLoTOV 5 NUéPEG TPV, TNV 1010 NUEPQL Kot roukds&erov 2 MUEPEG LETA TN YOPNYNOT| TNG
nepetpeliong (PAéme mapdypago 4.4). Eav n wvré@ovn yopnynon t@v MEXA® givar amapaitntn, ot
acBeveic Oa mpémel va TaparxorovBodvtat csrevd@npog TNV TOEIKOTNTAO, E0IKA TV LVEAOKATOGTOAN
KO TNV YOOTPEVTIEPIKT TOEIKOTNTO. ~0

H nepetpe&idn voiotator mepropiopévo naatusd petaforopd. To anoteléopota anod pekéteg in vitro
pe avlpdTvo NIaTIKE Kpoooudtio £981EaV 0Tl 1) TeUETPEEiON deV aVOUEVETOL VO, TPOKOAECEL
KAMvViKd onuovtikf avacton g ustodBpAKhc kKGOuponsc TOV PUPUOKEVTIKOV TPOIOVI®V TOV
petaporifovror amd ta CYP3A, C 6, CYP2C9 ko1 CYP1A2.

Alnlemdpdoelc kowég o é)»agc Kuttapotolukd edpuaxo

AOY® ToV avENPEVOL Kivovyowdpoufmcemv 6Tovg kapkivoradeig acbeveig eival cuyvi 1 ypnon
avTumnkTikng ayoyns. H oyhin SLOTOPIKN SKVUOVOT MG TPOG TNV KOTAGTACT TNKTIKOTNTOG KOTA TN
S1apKELO TOV VOOT) pdm& KoL 1) TOAVOTNTA OAANAETIOPAOTG TNG OO TOL GTOLOTOG XOPTYOVLEVNS
OVTUTNKTIKNG aywyﬁc;xgt NG OVTIKOPKIVIKNG ynpeobepameiog, amaitel avénuévn cuyvotnta
TapoKolovOnong Q) NR (International Normalised Ratio, AteBvrig Opaiomompévn Xyéon), oe
TEPIMTWOOT TOV a@pacw@si 1N XOPNYNO™N Ad TOL GTOLOTOG OVTITNKTIKAOV QUPUAK®Y 6TOV acOev.

Avrsvﬁsﬁcvn@ N Tovtoypovn xoprynon: Eppolriov kitpvov mupeton, Adym Tov KivdhHvov
Gavam(p(,')ﬁgkysvmsuuévng acBévelog amod T xopnynon tov gpfoiriov (PAéne mapdypapo 4.3).

Aev g VTOL 1] TOVTOYPOVT] YOPNYNON: ZOVI®V-0dPaVOTOINUEVOV EUPoLimV (eKTOG TOL EUPforion
kit TVPETOV, Y10, TO OTOI0 AVTIEVIEIKVLTAL 1] TAVTOYPOVT] XOP1YNOT), AOY® KIVOUVOU
o} LOTIKNG, EVOEXOUEVWDS Bavatnedpag, acBévelag. O kivovvog avéavetal oe acheveic Tov

KOVTOL )01 O€ AVOCGOKOTAGTOATIKY] KATAGTACT] AOY® TOL VITOKEIIUEVOL VOO LLATOG. XTIG
PITMCELS 0VTEG pmopel va xopnynOel éva adpavomompévo euporto, émov avtod Sratifetan
& (molMoperitidag) (BAére mapdypapo 4.4).



4.6 TovipétnTo, KONON KOl Yorovyia

luvaikeg o€ ovamapaymyum nAkia / AviicOAMYN 6€ GVIPES KOl YOVOIKES
H mepetpelion evoéyetar va €xet yevetikd Cnpuioyoveg emdpaocels. ['ovaikeg og avamapoyoytkn nikio
TPETEL VAL YPTCYLOTOLOVV OMOTEAEGUOTIKY OVTIGOAAN YT KOTA TN didpKeLo TG Oepaneiog e )
mepeTpe&ion kot yo 6 uveg LeTd TNV 0AOKANp®on TG Bepameiag. O+
2T0VC AVOPEC OVOTTOPAYMYIKNG NAKIOG TPETEL VAL GLUVIGTATAL 1] (PTOT OMOTEAEGUATIKAOV HETPOV N\
AVTIGVAANYIG KO VO PV TEKVOTIOTGOLV Katd T dtdpkela g Oepaneiog, kabdg kot £mg 3 puny.

et ) Oepameio.
2 mn vep A

Kinen S

Agv vtapyovv 6edopéva amod T yp1on TS TEUETPEEIONG O EYKVEG YUVOIKES, AALAL 1) T pe&ion,
OT™G Kol AALO QapLaKa avTi-peTafolites, eviéyetar va TpokaAel coPapéc cuyyeveis duapapties, dtav
yopnyeitan katd TN didpkelo TG kKomons. Meiéteg oe {ma katédel&av To&ucoTnTo

avamopaymyky kavotto (BAéne mapdypago 5.3). H mepetpetidn dev mpénet vaypnowomotsitat
KaTG TN SLAPKELD TNG EYKVHOGVVNG, EKTOG EQV iVl COPMG ATAPAiTnTO, LETA TY TPOGEKTIKN
EKTIUNON TOV AVOYKOV Y100 TN UNTEPOL KOL TOV £VAEXOHEVOD Kivdhvov Yia To.gufpvo (BAéme mopdypapo

4.4). ‘D

Onhaopog G
Agv gival yvooto gdv 1 Tepetpesion anekkpivetal 6to ovOpdmivo Y60 kot Sev UTOPOVV Vo
amokAglsovv avemBounteg evépyeieg oto Ppépog mov OnAalet. TAC, GUVICTATAL VO SIOKOTTETOL
N yolovyio katd T ddpkela g Bepoameiog pe mepetpesion (ﬁ@ra Tapaypapo 4.3).
O
Tovipdtta V
%(x TPOKAAECEL U1 OVOSTPEYIUN

Eme1dn vrapyel to evoeyouevo n Bepaneia e mepetpeti
OTEPOTNTA, O AVOPEC TPEMEL VA GUUBOVAELOVTOL VO a&a NTHGOLY 00MYiEC OYETIKA UE TN doTrpNnon
OTEPLOTOC, TPV ATO TNV Evapén TG ¥ uatoespome'@g.

N

, , ) & , ,
4.7 Emodpdocsig 6tny IKavoTnTa oﬁnync@u YEPLOPOV PNYUVIHATOV
Agv &govv mpaypotonom el peréteg cxaru@\ps TIG EMOPACELG GTNV TKOVOTNTO 0ONYNoNG Kol
YEPLIGHOD UNYOVNHATOV. £26TOG0, EXEL @a(pspesi OTL M| TEPETPEEION EVOEYXETAL VO TPOKAAECEL

kommon. Enopévag, edv mapatnpnei@ coufav avtd, ot acheveic 0o mpénel va amopevyovy v
0dfynon 1 10 XEPIGHO PNYoVNHATEY)

4.8 AvemOounteg svépyslago

Tlepiinwn tov Tpooii acw&lac
Ot o cuyvd owa(psp()@sg‘ aveTOOUNTEG EVEPYELEC IOV GYETILOVTOL LE TN YOPNYN O™ TEPETPEEIONG,
gite g uovoespansid@(og cuvdvacpévn Bepameia, Elval POEAOKATAGTOAN TOV EKONADVETOL G
avopio, ovdETEPO , Aevkomevia, Opoppomevia Kot YooTPEVTEPIKEG TOEIKOTNTES, TOL EKONADVOVTOL
¢ avopeia, voutiy, uetog, didppota, SuoKOIMATNTA, PapPLYYITIOA, PAEVVOYOVITION KOl GTOUATITION.
AMdec avemiBo p@kg evépyeleg mepAapPpavouy veepikn To&kotnTo, avénuéva enimeda
QULVOTPOVG ~®aco’)v, aAomekia, KOTwor, apuddTmon, e&dvinua, Aoipwén/cnyn Kot vevporddeia.
Zrévio avepEpOeioec avemBountes evépyetes mepthapdvovy to chvdpopo Stevens-Johnson kot
Tolkn eftdepuikn vekpoAvon.
O miv 4 mephapPaver Ti avemBOunTEG EVEPYEIEG AVEEAPTNTA OTO TNV OUTIOAOYIKT TOVG
oL o1 K TNV Yopnynon g nepetpesiong eite mg povobepamneia gite oe cuVOLAGUO LE GIOTAATIVN
o TPOKOTTOVY amod TIS facikég eykpitikég peaétec (JMCH, JMEIL JMBD, JMEN kot

MOUNT) kot amd v mepiodo PETA TV KuKAOPopia TOL TPoidVTOG.

& Ot avemBOUNTEG EVEPYELES PAPLLAKOV OVAPEPOVTAL OVA KATNYOPL0/0pyavIKO GOGTIILO GOUPMVA, LLE TO
MedDRA. H axoéiovdn cdupacn éxel xpnoiporombel yio thv ta&vounon g cvyvotnrag:
TOAD ovyvég (=1/10), suyvég (21/100 émg <1/10), oyt cvyvég (=1/1.000 £wg <1/100), omdvieg
(>1/10.000 ¢wg <1/1.000), ToAD omdvieg (<1/10.000) kot un YvooTés (dev pmopovv va ekTiundodv pe
Bdon ta d1a0écipa dedopévar).



Mivakag 4. Zoyvotnteg tov avemfountov evepyeldv OAov Tav Babumv aveEdptnta amo tnv

aITIOTNTO TPOEPYOUEVEG OO TIC Paoikég eykprtikég pehétec: IMEL (ALIMTA évavti Ntooeta&éing),

JMDB (ALIMTA «ot Ziomhotiv évavit GEMZAR kot Ziomhativng, IMCH (ALIMTA o
Zomiativn évavtt Ziomiativing), IMEN kot PARAMOUNT (Ilepetpeé&ion poli pe m értiom

VTOGTNPIKTIKN @POVTION EVOVTL TOVL EIKOVIKOD QOPUAKOL GUV T BEATIGTN VTOGTNPIKTIKY GPOVTION)

KoL 07td TNV TEPI0S0 UETA TNV KVKAOPOPIN TOL TPOTOVTOC.

N
N

Koatnyopio/ MoX0 cvyvég | Xoyvég Oy ovyvég Yravieg IMoiv O(U Mn
0pYOVIKO cmivui YVOOTEG
ocVoTNNO
KaTd ‘(UO
MedDRA Rw
Aoméelc kot | Aotuwén® Inyouio® J &puo-
napocrtocelg | Papuyyitida Qﬁuno&puari-
\A 150
Awtapoyég Ovdetepomnevia | Epmopemn ITavkvttapomne- Amod@n
TOV Agvkomevia ovdetepomevio | via oAV TIKT
alLoTomTIKOY | Alwoceaipivn | ApOude o
KOl TOV petopévn apOTETAM MV
AELLOIKOV UELOUEVOG . c§"
GUGTALOATOC N
AwTapayéc YrepevaicOn- O\< Avoagvlo-
OV clo & KTWKN
0VOGOTTOINTL- @) katamAnéio
KOV 5
OLGTAUATOC Q)
Awtapoyég Apuddatmon ++
0V O
petaforiopon (U\
KoL TNg N éD
Opéyng
Awotapoyég Atawpd‘@@ Avyyelokd
TOL VELPLKOV ™mg sﬁsng EYKEPUAIKO
GUGTNLOTOG HeQupepn coupdv
é@]’m(ﬁ Loyapikd
<3H vpomdOeia oyyELOKO
EPLPEPIKT EYKEPOUAKO
o0 aoOnTKn EMEIGO10
A vevpomdOeia Evdoxpaviakn
AN 74 ooppoyio
OpBaipucég @) Emmepukitida
. N - .
Statapoyég @) EnpopBoipio
QQ AakpOppota
. anEnpévn
{9 Enpn
/Q KEPOTOETLIE-
N) QUKITION
@ Otdnua
0‘% PBArepapov
Q Nooog g
Q opBoApkng
0 EMPAVELNG
Kapdrakég Kaopdiokn XmOdyym
SloTapayEg OVETTOPKELL "Epepoaypo tov
Appubpia pookapdiov
Xtepavioio
vdG0¢
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Yreprothiokn

appvbuio
Avyyelokég IIeprpepikn
droTapayéc 1oyopio! L
Awtapoyéc ITvevpovucn )
TOV euporn SA\"
OVOTTVEVOTL- Aldpueon N
KOV nvevpovitdal O(U
GLOTNHLATOG,
oL BDpOKa N
KOl TOL YUO
uesodwpakiov N
AwTapoyég Ytopatitido Avomeyio Ayoppayio Tov J \°
TOV Avopetia Avckotuotnto | ophov Q\
yvaotpevtepl- | Epetoc Kothoko Ayoppayio Tov ~\4
K0V Aldppora Ghyoc YOOTPEVTEPIKOD )
GUOTNLOTOC Navtio COANVOL N
Aldtpnon tov AD(U
EVTEPOV A
Owogayitido Q
KoMtida® AN
Awotapoyég Apwvotpaveee Q\< Hratitida
TOV NTATOG paon g &
KOl TV aAavivng O
XOANPOpOV ovEnpévn @\
AocmopTikn N)
QUVOTPOVOPE- \&"
péion O
aénuévn , G
AwTapoyég E&avOnpa Yné pxpmm&o Ep0Onpua XHvdpopo
oV déppatog | Amoporidwon | Kvnouod Stevens
K0l TOV TOV OEPUATOG Hoh’mo‘% Johnson®
VT0d6pLOVL gpvo To&wn
167100 A Kol EMOEPUIKT
@mcn vekporvon®
'n) [Meppryocidég
S AgppoTtition
TOLLPOAVY -
&O ng
. A Eniictnm
\C) TOLLPOAVY -
O ong
QQ EMOEPUOAL-
N on
{_C’ Epunpoto-
Q dec oidnuo’
S Yevdokvtro-
@ pitdo
0‘&' Agpporitioa
Q "ExCepa
R Kvien
Qt‘ampaxég Kdabapon Neppwn Neoppoye-
TOV VEQP®OV KpeaTvivng OVETTOPKELL VNG Gmolog
KOl TOV HEL®UEVT PuBuog SwaprTng
oVPOPOPMV Kpeativn OTEPOLOTIKNG Néxpoon
00®V aipatog dmbnong VEQPPIKOV
avénuévn® UELMUEVOG COANVO-
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piov

Fevucéc Konwon IMvpeéia
Sratapoyég Alyog
Kol Oionua .
KOTOOTACELG BOwpokikd N
g 0600 dAyog <§\‘
XOPMYNoNg Qheypovn N

BAevvoydvou A(U
Hopaxkivikég Y- ~J
eEeTdoElg YAOVLTOUVATPO ()A

vopepion ‘©

owénpévn N
Kokaoeic, Ocopayitida Oawopevo | S
dnAnpldcelg omd aktvoPoiia owéuc)»nm&@,\
KOl ETTAOKES [Tvevpovitida RN
BepanevTikdv amo axkTvoPoiio )
YEPIoUDV JAY

* ue M yopic ovdetepomevia
G€ OPIGUEVEG TEPMTMOCELS BovaTneopa
Y uepKéG POpEG KOTEANEAY OE VEKP®OT TV AKP®V

;D‘U
0(/\

)
LE OVOTVEVGTIKT OVETAPKELDL Q\
¢ topatnpnOnke LOVo 6€ GLVOVAGHO LE GIETANTIV @)
¢ kuplog TV KAT® GKpOV &

Avapopd mfavoroyovUeEVOVY aVETIBDUNT®OV EVEPYELDY \;

H avagopd mhovolkoyodueveov ovemBOountmy evepysi@hLeTd and ) xopiynon adetag kukhogopiag
TOL QPOPUAKEVTIKOV TPOIOVTOG EIVaL GIUOVTIKY. Emrp&tm TN cuveyn Topakolovdnon g oyéong
0PEALOVG-KIVOVVOV TOV QUPUUKEVTIKOD TPOIOVTOC. @Tsiwt amd Tovg enayyeALOTiES vyEiag va
aVaPEPOVY OTTOLEGONTOTE THOVOAOYODUEVES % VUNTEG EVEPYELEG LECH TOL EOVIKOL GLGTNLATOG

avapopdg Tov avaypdeetol oto [Hopdptn [._l(k%

To copnTOUATO VTEPSOGOAOYING nm\@onv avapepBel, mepAapPavouy ovdetepomevia, avaruia,
Opoppomevia, BAevvoyovitida, mc?‘@mﬁ moAvvevpomdBeia kot eEavOnpa. Ot ovopuevOUEVES ETUTAOKEG

4.9 Ynepodocoroyia

NG VTEPOOGOAOYING ElvaL 1] KOTRJTOAN TOL LVEAOD TOV OGTMV, TOV EKONADVETAL LLE OVOETEPOTEVIAL,
Opopporevia ko avarpio. Exigns, evdéyetan va mapoatnpndei Aolipwén pe 1 yopig mupetod, d1dppoia
Kkavn PAevvoyovitda. Edv YEL VITOY 10 VITEPHOCOAOYING, OL ACOEVEIC TPEMEL VAL TAPOKOAOVOOVVTOL
e yevikés eEethoelg aipodad ko mpémet va AdBovy vrooTnpikTiky oywyn 6tav amorteitar. H yprion
QUAAMVIKOD achorioP/quhvu(oi) 0&€0g, Ylo TNV avTIHETOTION TNG Vtepdocoroyiog pe mepeTpesion,
Oa mpénet vo, eEeTaleTad

o

5. (I)APMAQ)AOFIKEE IAIOTHTEX

51 @ KOOUVOUIKES 1010TNTEG

CDapi{(ngSpansmmﬁ Katnyopio: Avaioyao uAAIKOD 0E€og, kmdkoc ATC: LOIBA04

k@tarpa&i&n gtvan évag TOAALATAMV-CTOYMV AVTIKAPKIVIKOS AVTIPOALKOS TapdyovTag, 0 0moiog aokel
PAGCT] TOL JKOTTOVTOG CTUOVTIKES LETAPOAKES S1adIKAGIES, TOV EEAPTMVTOL OO TO PLAALKO KOl
8051\/(11 OTOPOITNTEG Y10 TOV KVTTAPIKO TOAAATAAGIOGLLO.

In vitro peléteg Exovv deilet 011 | MEpETPEELON CLUTEPLPEPETAL MG TOAAATADY GTOYWV OVTUPOAKOGS
TAPAYOVTOS, HECM TNG AVAGTOANG TG Bupudvikng cvvBetdong (TS), g dStddpoPuALIKNG
pedovkrtaong (DHFR) kot g poppvrotpaveeepdons Tov YAVKIVOUSKoD ptBovoukAEOTIOON
(GARFT), mov givar onpavtikd, e£opTd@pEVE TOV PLAALKOD, EVOLLO TTOV EUTAEKOVTOL TNV €K VEOL

12


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

BlootvBeon twv vovkAeoTdimv tng Bupudivng kan g movpivne. H mepetpeé&ion petapépetat viog tmv
KUTTAP®V, HEGH TOV UETAPOPEN AVITYLEVOD POALKOD KOl LEG® TOV PUEUPPAVIKMDV TPOTEIVIKOV
UETAPOPIKDY GVGTNUATOV TOL GLVOEOVTUL E TO POAKO. Evidc Tov kuttdpov, 1 nepetpelion
UETATPENETOL YPYOPO. KOl OTTOTEAEGLOTIKG GE TOAVYAOVTOUIKEG LOPPES, LEG® TOV EVEDUOV
QOoAVATOAVYAOVTAMIKT] GLVOETAOT. O1 TOAVYAOLTAUIKEG LOPPES TOPOUUEVOVY EVTOG TOV KLTTAP®V KOl

glval mep1ocdTEPO 1oy LPOL ovaoToAeis TG TS kat tng GARFT. H petatponi) o€ TOAVYAOLTOLKEG
popeég eivon pio dtodikacio eEaptdpevn omd To pOVO Kol T GLYKEVIPOOT) Kol 1 0moia

RN
\5\~

TPOYUATOTOLEITOL EVTOG TV KAPKIVIKOV KVTTAPWOV Kol 6 UKpOTEPO Pabud oToug (pnclokoyucoéi

OTOTEAEGLOL TV TOPATETAUEVT] SIAPKELD OPAGTG TOV PUPUAKEVTIKOD TPOTOVTOG OTU KAUPKLY,

16t00¢. O1 ToAvyAovtoptkol HETABOAITEG EXOVV AVENIEVN EVOOKVTTUPIKT SIAPKELN 1) uthﬁ%ygc,

KOTTOPO.

@

}

O Evponaikdg Opyoviopog Oopudkmy el SOGEL OTOALNYT A0 TNV VTOYPEMOT DnO@Xﬁg TV
OTOTELECUATOV TOV HEAETMV UE TNV TEUETPEEION G OLEG TIG VTOKATIYOPIEG TOVL

TANBuopoL Yo TIg NON eyKeKpuéves evoeilelc (PAéme mapdypapo 4.2).

KAwikn omoteheooTikOTTO!

MeooOnliowuo.

H EMPHACIS, pio moAVKEVTPIKY], TUYOOTOUUEVT], ATAN-TVOAT, CP )
nepetpediong poli pe oiomhotivn Evavtt Hovrng TG OIoTAATIVIG G

ynueobepaneio, pe Kokonbeg pecobniiopa vrelwkota, £0e1&e §

)
A
s

OTPIKOD

3, KAMVIKT HeAETN NG
gvelg, yopig mponyovpevn

L acBeveic mov EhaPav Bepameia

pe mepetpe&idn Kol GlomAATIVI ElYAY KAMVIKA CNUOVTIKO smgi&/ o0pelog diapeonc emPimong 2,8

UNVAV, CLUYKPLTIKE Le Toug acBeveic Tov Edafav povn ) ot
Koatd ™ didpreta TG KAMVIKNG LEAETNG, TPOGTEOM KAV

TPOTOUPYIKN OVAALON QLTS TNG KAMVIKNAG UEAETNG

acBevav mov TuyotomomOnkay cg opddo Bepored

(tuyoomomOnkav kot EraPav Oepaneia). Min

o

otivn.

Oepancio Tov acOevdv cuPTANPOLOTO
YOUNANG 000MG PLAALKOV 0&E0G Ko Prrapiving B12, np@(smévou va pewwbel n oot toa. H

waatonmﬁOnKs oToV TANBLoUO AV TV
Kot o1 omoiot EAafav ovcia Tng LEAETNG
VG TOV VTOOUASMV TPAYLATOTOIONKE GTOVG

acBeveic mov ELafav GUUTANPOUATA (pl)MtK@O&éog kot Breopivng B12, kb’ 6An ) didpketo TG
Bepameiog g perétng (mApng xoprynon GopumAnpmpdtov). To omoTELEGHATO OVTOV TOV AVAADCEDY
TNG OMOTEAEGLLATIKOTITOC TOV (papdeo@m)vowiCovrm oToV 0kOAOVOO Tivaka:

LS

IMivaxog S - AnroteheopaTikOTNTOIG TEpETPECIoNG pe surhotivn Evavrl ciemlativig 6to

KoKON0gg pesodniiopa vrelmke

AcOeveic mov ToyaromomOnkav| AcOeveig mov Ehafav TApn
,\Q Kot EAafay Ogpaneio YOy BE CUUTANPONATA,
Hapdaperpog &\) nmepeTpelion/ | Xwomhotivyy | mepeTpelion/ | Xiomhativny
anorakscuarmérnra% oleTAaTivy oleTAaTivy
Ae) (N =226) (N =222) (N =168) (N=163)
Aldpieon GUVOAIKN @B{mcm 12,1 9,3 13,3 10,0
(uvec) Q
95%Cl) = N (10,0—14,4) | (7,8-10,7) | (11,4—149) | (8,4—11,9)
Tw-p Log Kahk* 0,020 0,051
Alduscos‘gﬂ\%@og VIOTPOTNG TOV 5,7 3,9 6,1 3,9
dyKov (UBiVeQ)
(95 %D (4,9 -6,5) 2,8-44) (5,3-7,0) (2,8-4.,5)
TuyMp Log Rank* 0,001 0,008
‘(/og Un-ovtamdKpiong otn 4,5 2,7 4,7 2,7
Qepansia (wive)
(95 % CI) (3,9-49 2,1-29) (4,3-5,6) 22-3,1)
Twn-p Log Rank* 0,001 0,001
2VVOMKO T0606TO avtomoKkplong** 41,3 % 16,7 % 45,5 % 19,6 %
(95 % CID (34,8—-48,1) | (12,0—22,2) | (37,8—53,4) | (13,8—26,6)
Twn-p Fisher’s exact* < 0,001 < 0,001
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Yvvtopoypapio: CI = didotnpa EUmIeTOsUVNG

* H tun-p avoeépetot 6tn ocOyKpion HeTa&d TV OpadmV.

** v opddo vo mepeTpelion/cioniativn, ol acbeveig TuyatomomOnKoy Kot EAapav Bepameio
(N=225) kon ot acBeveic mov Ehafav TANpn aywyn ue cvurinpouato (N=167)

<
N
[Mopatnpnnke otatioTikd onuavTiky PeATioon oto KMVIKE GNUAVTIIKE GCOUTTOUATO (TOVOG Kol OA\‘
dvonvola) Tov oyetilovtot pe To Kokomdeg pecodniiopo vrelorkdta, oTny opade aobevoy ved N
nepetpeéidn/clonativn (212 acbeveic) Evavtt g opddag acbevav oe Bepameio pe povn @
olomAativn (218 acBeveig), pe ) xpron g Kiipokog Extipnong tov Zvpuntopdtov tov K 1901)

tov ITvedpova (Lung Cancer Symptom Scale). Eniong, mapotnpndnkav ctotiotikd onpoy

SpopEg 0TIG SOKIAGIEG TN TVEVUOVIKNG Agttovpyiag. H didkpion petaé&d tov opddmv Bepomnseiog
emtevydnie pe ) Peltioon Trng TVELHOVIKNG AEITOVPYING 6TO GKELOG TNG nsuarps&%@mnkari\mg

KoL TNV EMOEIVOOT) TNG TVELVLOVIKNG AEITOVPYING LLE TO XPOVO GTNV OUAdN EAEYYOV.

Yrdapyovv mepropiopéva dedopéva oe acheveic pe kakondeg pecobniiopa v @GROTOL TTOV EaPov
povoBepansio pe mepstpetidn. H mepetpeéidn oe 56om 500 mg/m? ueketOnk€ms povodepansio oe 64
aoBeveic pe kKakombeg pecobniiopo vrelwkota, Tov dev eiyov AAPeL TponRLIEVMS ynueobeparneio.
YVVOAIKA, TO TOGO0TO avTamdkpiong nTov 14,1%. AD

Mn-purporvrrapixog kapkivog tov wvevpova (NSCLC), Oepareio deb
Mo, TOAVKEVTPIKT, TUYALOTOUEVT, OVOIKTH KAVIKT LEAETT, QACHES, TNg mepetpl&iong Evavtt
vrooeTa&éAng, o aoeVEIS LE TOTIKA TPOYMPNUEVO 1] HETUCTOTIKS, WUN-UIKPOKVTTOPIKO KOPKIVO TOV
nvevpovo (NSCLC), petd amd apyikn ynuelodepaneia, é881<§s&auscsovg ypOvouG emiBioong tov 8,3
uNvaV, yio toug 0c0eveic mov éafav Oepaneio pe nepetpeEldh (ITT-Intent to Treat Population, N =
283) kot TV 7,9 unvav yua toug acbeveig mov Eafoayv vt kw&é?m (ITT, N =288). H apykn
ynueobepaneio dev mepreddpPove nepeTpe&ion. Avd?w@ NG ENIOPACNG TOV 1GTOAOYIKOV TOHTTOV TOV
U1~ MKPOKLTTOPIKOD KOPKIVOL TOL TVED OV, (NSCL@- OTO OMOTEAEGLLO TG OEPAMEING OTN GUVOALKT
emPioon, £de1&e vepoyn g nepeTpe&iong Evavl g vrooeta&éAng o aobeveig e pun-
HUKPOKLTTOPIKO KOPKIVO TOV TVEDLOVA (NSCLCJ&KT(’)Q TOV TEPUTTMCGEWDY TOV TO TAAK®DOT KOTTOPQ
Kuprapyovoay 1otoroyikd (N=399, 9.3 évavty 8,0 uveg, TpocuproGUEVOS oeTIKOG Kivouvoc HR
=0,78,95 % CI=0,61-1,00, p = 0,047) ko1 vEEPOYN TNG VIOGETAEEANG OTAV TO TAAKMON KOTTAPOL
Kuplapyovoayv wtoroykd (N=172, 6,2 évo@'s 7,4 UMVEG, TPOGUPUOGHEVOG GYETIKOG Kivouvog HR =
1.56, 95 % CI = 1,08-2,26, p = 0.018). @ VPOV KAVIKE GTLOVTIKES S10POPOTOCEL OVALLEGT
GTIC SVO 16TOAOYIKEG VIOOUAdES, dcadpPopd T TPoPIL acpdielog TG TepeTpeliong.

O
[Tepropiopéva KAvikd dedo uéw@ pio EExmPLoTH, TUXOLOTONUEVT), EAEYXOUEVT] KAVIKT doKiun,
Ddong 3, detyvouv TmG o1 TapdUETPOL LETPNONG TNG AMOTEAESHATIKOTNTAS (GVVOAMKT emPimon,
emPioon erevBepn DTEO’EpOI’@’YlG v nepeTpe&idn etvar mapdpotes petasd TV acbevav mov
TponyovuEVeG elyav AaPekdepaneio pe viooetaléin (N = 41) kot tov achevov mov dev giyav AdPet
TPONYOVUEVOS esp(m;si@s vrooeta&édn (N = 540).

YPOLYLNS

ivakog 6: Anors@mﬂkémru ¢ nepeTpeliong évavtt vrooetaléing otov NSCLC — ITT
ninfoopé

A

S HepeTpelion Ntooetoééin
Xpovog emy ‘ang (pMveg) (N =283) (N =288)
e Ag ¢ (m) 8,3 7,9
* 952 CI v tov 8idpecog yp6évo (7,0-94) (6,3-9.2)
o 0,99
o~y % CI yw to HR (0,82 - 1,20)
& Twn-p Mn-katotepdémrog (HR) 0,226
BmpBioon ercv0cpn vroTpomng (UNVES) (N =283) (N =288)
e Awgpeon 2,9 2,9
e HR (95 % CI) 0,97 (0,82 -1,16)
Xpovog amotvyiag Tng Oepameiog (L1veg) (N =1283) (N =288)
* Audpecog 2,3 2,1
e HR (95 % CI) 0,84 (0,71 — 0,997)
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Xvvropoypapio:Cl = didotnua epmotocvvie, HR = oyetikdc kivovvog, ITT (Intent to Treat) =
wpoBeon Oepameiog, n= cGUVOAIKOG apUOG acHevdv.

N
Mpu-parporvtrapixog kopxivog tov aveduovo, (NSCLC), Oepormeio mpwtng ypouuns &
Mio TOAVKEVTIPIKT, TUYALOTOLEVT, OVOIKTOV OYESAGIOV KAVIKT HEAETT], DAoNC 3, TG TeEpETPESIONG
G€ GLVOLOGUO LE GloTANTIVY, EvavTt Yepottafivng oe cuvdvaoud pe clomiativn o€ acbev gkov dev
glyav AaPel Tponyoduevn ynuetodepaneio e TOTIKAE TPOXOPMUEVO 1) LETOCTATIKO (017(1656@ IIb 7 IV),
un-rkpokvtTaptkd kapkivo tov mvedpova (NSCLC) €0e1&e 6TL 1) Bepameia pe TepeTpgEion Kot
otomAativn (ITT-Intent to Treat Population, N = 862) avtonokpidnke 610 mp0Te00V, TEAKO onpueio g
pHeréng kon £8e1Ee TapOpoLa KAMVIKY amotelespatucotnTa e T Oepameion pe yepgibelBivn ko
oomiativn (ITT, N = 863) 6cov apopd tnv cuvolkn enifimon (TpocupHOCUEVDS GYETIKOG KivOuVOg
(HR) 0.94; 95 % CI = 0.84-1.05). OAot o1 acBeveig mov cupneptinedncoy oe G tn pedétn giyav
katdotoon wavomrag katd ECOG (ECOG performance status) PS 01 1.
H apywn avdAivon yio v pé€Tpnomn tng oanoTelecpaTKOTNTOG Bociorn ov mAnBuopo ITT. O
OVOADCELG EVOIGONGIOG TOV KUPL®V TEAMKOV onUEiY anors%acuam«')@ag a&loroynOnkay eniong
otov Protocol Qualified (PQ) mAnOvopo. Ot avardoelg amoteAecpQTRETNTAG 6TOV TANBVoNO PQ eivan
oLUPOVES pE TIS avorvoels otov TANBuoud ITT kot vrootnpilov UN-KOTOTEPOTNTA TOV
ovvdvacpov AC évavtt tov GC.
H emiPimon ehevBepr vrotpomng (PFS) kot to cuvoiikd noco& AVTOTOKPIOTG TV TAPOLOLN
peta&d Tov dvo opddwv Bepaneioag: o didpecog PFS ftav .@ﬁvsg emPioong Yo ™ epetpeéion oe
cuvdvaoud pe cromiativn, Evavtt 5.1 pnveg emPioong y yepotaPivn e clomAativn
(mpocappocuévog oxetikdg kivduvog (HR) 1,04; 95 % Ch= 0.94-1.15), kat 10 GuVOAKO TOGOGTO
avtomokpiong frav 30,6 % (95 % CI = 27,3- 33,9) yu}&‘h nepeTpelidn 6€ GLVILAGUO LE GLOTAOTIVY
évavtt 28,2 % (95 % CI = 25.0-31,4) yia ) yepour@Pivn pe cromiativn. To Sedopéva g PFS
oamodeiybnkav peptkdg amd o aveEdptnn a\%&@nncn (400/1725 acBeveic emAéyOnkov Toyoio yio
TOV €AEYYO). N
H avéAivon g enidpacng Tov 16TOA0YIKOD 11901) TOV UN-HUKPOKLTTOPIKOV KOPKIVOL TOL TVEDLOVO
(NSCLC) ot cvvoiikn emiPimon, £6e1Ee RAMVIKA onUavTIKES S10popES TNV emPimon avaioya pe TV

16ToAOYiN, PAETE TOV TTIVOKO KOATOTEPM®S
S

Mivaxag 7: ATOTEAECPATIKOTNT Qg aepeTpeéiong + oremhativg Evavtt TG Yeportafivng +
GLOTTAOTIVIIG OTIV TPAOTY YPU EPUTELNG TOV UN-PKPOKVTTAPIKOD KOPKIVOL TOV Tvedpova —
ITT 7tAn0vopndég Ko L6TOAOYUKES VTOONAOES.

Avtamokpion (n: apBuds acbevdv Tov TANPoHY Ta (N =264) (N =274)
KPLTPLaL Y10, AVTOTOKPLoT|) 9,1(5,9-13,2) 8,8 (5,7-12,8)

e [locootd avtoamokpiong (%) (95 % CI) 45,8 46,4

e Ytabepn voooc (%) N

AV

¢

oy

ITT ninBvopdg Al@%ﬂ ovvolki] empioon (unqveg) IIpocappoops Twn- P
K01 10TOLOYIKES A 95 % CI) VOG GYETIKOS | aveTEPOTNTAG
VTOONAOES . Heperpetion + I'sportoapivy + kivovvog (HR)
O cwomhativy oleTAOTIVY 95 % CI)

ITT minboopog O~ 10,3 N=862 10,3 N=863 0,94* 0,259
(N=1725) AN (9,8-11,2) (9,6-10,9) (0,84-1,05)
ASSVOKapKixgh 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)
Msya)»ow’t}apmé 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)
Adg UV 8,6 N=106 9,2 N=146 1,08 0,586
(Ng252) (6,8-10,2) (8,1-10,6) (0,81-1,45)
Fuxéhdn koTrapo 9.4 N=244 10,8 N=229 1,23 0,050

=473) (8,4-10,2) (9,5-12,1) (1,00-1,51)
Yvvtopoypagieg: CI = diotuo epmictocivng, ITT = gpdbeon Oepanciag; N = cuvolikdg aplOudg
acHevav.
¢ LTOTIOTIKA GMNUOVTIKO Y10, 1) KATOTEPOTNTA, LE TO GUVOMKO S1AGTNO EUTIGTOGVUVNIG Y10 TOV
oyetkd kivovvo (HR) emapkdc yaunAidtepo amod 1o 1.17645, dpro yuo un katwtepodtnta (p < 0,001).
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Xyeowypappoto Kaplan Meier yio tn ovvolikn empioon avd 16toloyiké vroTumo

ABEvoKapKivwpa MeyorokuTTapiko Kapkivwpa

1.0 4

0.9 4 AC
£ 081 — GC 3
g 0.7 1 3

a

IJEJ 0.6 - =
2 0.5 | ;
= 4 =
B 0.4 =
5 034 g
£ o2/ c

0.1 4

0.0 B - - . .

0 e 12 18 24 20 0 6 12 18 \ 24 0
Xpovoc Emefiwonc (pAveg) Xpovog EmBim{&’u fnveg)

@

Agv vrnp&av KMVIKE ONUAVTIKEG SLOPOPOTOINCELS AVALEGH OTIG dVO 1(5‘50@1(&’:@ VTOOUASES, OGOV
aQopd T0 TPOPIA acQALELNG TNG TEUETPEEIONC GE GLVOVAGO LLE TN GO 1.

Ot acBeveic mov ElaPav Oepaneio pe mepeTpebion Kot clomiativn xps@nKav MyoTEPEC PETAYYIOELS
(16,4 % évavt 28,9 %, p < 0,001), Arydtepeg petayyioelg epudpokvgdpov, (16,1 % évavt 27,3 %, p
<0,001) o Atyotepeg petayyioeis aponetariov (1,8 % évavt 4,69, p = 0,002). Emnpoceta,
YPEWUGTNKAY HIKpOTEPN TOoGOTNTA EpOpOTOMTiVY/SopPemoctivig (10,4 % évavtt 18,1 %, p < 0.001),
G-CSF/GM-CSF (3,1 % évavti 6,1 %, p = 0,004), kot cKsud@a ownpov (4,3 % évavtt 7,0 %,

p=0,021). ~

Mpu-parporvtrapixoc kopxivog tov aveduovo, (NSCLC) @mn&i& oVVTHPHONG
JMEN {'

Mo TOAVKEVTPIKT], TUYOLOTOLEVT, SUTAN-TLOA '@yxéuevn ue gwovikd edpuaxo (placebo) peiétn
®dong 3 (JMEN), cuvékpive TNV amoTEAEG L TaL KoL TV 0o@aiela tng Oepameiag cuvtipnong
g mepeTpeEidng oe cuvovaGHO LE TNV KAAY vrootnpiktikn epovtida (BSC) (N =441) évavt
EIKOVIKOD QUPUAKOL G€ GLVOLAGHO LE TNV KOROTEPT LToaTNPIKTIKN EpovTida (BSC) (N = 222) ce
aoBeveic pe Tomkd Tpoywpnpévo (Ztdoo ) 1 netaototikd (Ztddio IV) pun-pikpokuttaptkd
kapkivo Tov Tvevpova (NSCLC) mov és)morponiacow petd omd 4 koKAovg dumAng Bepameiog TpOT™G
ypoppng mov teplaupave Tiomhotiviy| KapBorhativn og cuvdvacud pe TeporraBivn, Hakhta&éin
N Ntooetaléhn. H dutin Bepamnei DTNG YPapUNG pe mepetpelion dev cuumepiinednke. Orotl o
aocBeveic mov Ehafav puépog oe o? v peAé eiyov katdotaon wavotntag katd ECOG (ECOG
performance status) 01 1. (@5 eveig éhaPav n Bepaneio cuvTipnoNg £mg TNV EMOEIiVOGT TNG

véoov. H amotedeopatikdTgnd Kot 1) ao@AaAeLo VITOAOYICONKAY OO TNV NIEPA, TNE TLUYOLOTOLONG
UETE TNV 0AOKAT PG| mg(ﬂspomsiag TPOTNG YPOoUUnS (sloayoywkn Oepameia). Ot acbeveig Erafav
Katd S1Gueco 6po 5 lgl'nek)vg Oepaneiog cuvtnpnong pe tepetpe&ion kot 3,5 KHKAOLS e EIKOVIKO
QAPLOKO (placebo)»T\@oMKd 213 acbeveig (48,3 %) ohokAnpmcav > 6 KOKAoLG Bepameiog Kot
ouvoAlka 103 (wGQ@g (23,4 %) ohoxAnpwcav > 10 kokhovg Bepaneiog pe mepeTpesion.

elevbepnc vrotponng (PFS) otnv opdda Bepaneiog pe nepetpe&ion oe ohykpion e tnv opddo

Oepameia gwoviko apuaxo (placebo) (N = 581, TAnBvopog vad aveaptntn avackonnon, KoTd
d1apecaBpo 4,0 kar 2,0 pveg avrictorya) (oxeTikog kivévvog HR = 0,60, 95 % CI = 0,49-0,73, p <
0,00 . H ave&aptnt avaokdnnon tov aneikovioTikdv eetdoemv tav aclevov emiPePainoe ta
gupitato g aglohdynong tov epeuvntav oyetikd pe v PFS. H didpeon cuvolikn emPiwon (OS)
r%cvvo?mcoi) mnBucpov (N = 663) rav 13,4 pveg yio v opdda Oepaneiog pe nepeTpebion kot

,0 UNves v tnv opdda Bepamneiog pe swovikd eappako (placebo), oyetikdc kivovvog HR = 0,79 (95
®o% CI=0,65-0,95p=0,01192).

H perém nézigsgov TPOTAPYIKO NG 0TOYO0 Kot £d€1EE 0TATIOTIKA onuavtiky Pedtioon otnv emPicoon

Onwg kot otig dAhec peréteg g nepetpe&iong kot otn perétn IMEN moapatnpnOnke dtopopd otnv
OTOTEAEGLATIKOTNTO OVAAOYA LLE TOV IGTOAOYIKO VITOTLTTO TOV UN-LUKPOKVTTOPIKOD KOPKIVOL TOV
avevpovo (NSCLC). [N tovg aebeveig pe un-pikpoxuttopikd kapkivo tov mvevpova (NSCLC) extdc
EKEIVAOV TTOV TO TAAKMON KOTTAP KUPLapyovV 16Toroyikd (n = 430, TAnBucuog vad ave&aptnn
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avackomnon), 1 dwapeon PFS ftav 4,4 piveg yio v opdda Oepaneiog pe mepetpe&ion kot 1,8 pnveg

v v opdda Oepaneiag pe ekovikd eappoko (placebo), HR oyeticog kivovvog = 0,47, 95 % Cl =

0,37- 0,60, p=0,00001. H d16ueon OS yio Tovg aoBeveic e un-UIKPOKLTTUPIKO KOPKIVO TOV

avevpova (NSCLC) ektdg ekeivov Tov To TAAKMOT KOTTOPO KUPLOPYOLV 16TOAOYIKY (n = 481) tav

15,5 pveg yuo tnv opdda Bepameiog pe mepetpe&ion kot 10,3 pnveg yio v opdda Bepamneiog pe )
gwoviko edppaxo (placebo) (HR oyetikdg kivovvog = 0,70, 95 % CI = 0,56-0,88, p = 0,002). A\‘
SoumepAapfovoprévig T elcaymyikng edaong 1 owaueon OS yia tovg acbeveic pe pn- uucpom)rwp%
kapkivo Tov Tvevpova (NSCLC) extdc exeivav Tov To TAAKMON KOTTAPO KUPLopyohV 10TOA0YL &

nrav 18,6 unveg yia v opdda Oepanciog pe mepetpe&ion ko 13,6 prveg yio tnv opddo Oepagetelc e
gwovikd pdppako (placebo) (HR oyetikdg kivovvog = 0,71, 95 % CI = 0,56-0,88, p = 0,006&

Ta amoteréopata 6cov apopd v PES xar mv OS o€ acbevelg pe mhakmon lctokoyigwc‘giav oG M
mepeTpesion oev £xel MAEOVEKTNLATA EVOVTL TOV EIKOVIKOD Qapudkov (placebo). “

AVAESH OTIG IOTOAOYIKES VITOOUAOEG OEV TAPATPNONKAY KAVIKA GYETIKEG Sw@)sg 070 TPOPIA
0oQAAELNG TNG TEUETPEEIONG. @

A
JMEN: Xyedwaypapporto Kaplan Meier yio tnv emfioon s)»s{)()spmggm‘rponﬁg (PFS) ko o ™
6LVOMKY emPimon pe T wepeTpesion EvavTi ToV EIKOVIKOD Qapud, (Placebo) o¢ ac0seveic pe
UN-IKPOKLTTAPIKO KapKivo Tov wvevpova (NSCLC) ektog TOV lém‘rd)osmv OV KVPLIPYOVV

LGTOLOYIKG TO TAUK®D O KUTTOPO.: Q\
Empinon Elsbbepnec Ymotpomic E@(ﬁ Empinon
O
1.0 ] N
0o — HEHETPE-F:{EW i @* — HEI.lETpEf_.{ﬁT]
w05 A —— Emwovied $apuoxo E*QB | — Ewovikd Pdpuoko
Boo7 ] 27 |
5 06 @ 05 |
E 0.5 - ‘60 5 05
g 044 N = 04
E 0.3 1 0 ':? o=
0.2 5 gz
[aE)
0.1 A Q E 01
0.0 T T T oo r r r r T T T
o & 12 ~\1® O B 12 13 24 30 ;| 42
Hpovog PES [m'@ Hpovog Emfinomg (mjves)
O
PARAMOUNT

Mia moAvkevTpikn, n)xouc%@w UEVN, OUTAN-TUQAN, EAEYYOUEVT e ekOVIKO @apuako (placebo) pelét
®dong 3 (PARAMOUNY), Guvékpive TNV OTOTEAEGHOTIKOTNTO, KO TNV 0GQAAEW TG Oepameiog
GUVINPNOTG GUVéXlGJ*é T mepeTpeéidn 6€ GLVILAGUO LLE TNV KAAVTEPT] VTOGTNPIKTIKY GPOVTIdA
(BSC) (N = 359) £&vedat tov £1kovIKOD QUpIAKOD 6E GUVIVAGHO UE TV KOADTEPT VTOGTNPIKTIKY
opovrtida (BSC) (M= 180) o¢ acheveic pe tomikd tpoympnuévo (Xtado I11B) v petaostoatics (Xtddio
IV) un- uucpom@%mé kapkivo tov mvedpova (NSCLC) extog ekeivav mov ta TAakdon kdttapa
KUpl(prOI')(SdGGTO?\.OYLKd KoL 0ev vToTpoTiaoay HETd amd 4 KOKAovg Bepaneiog TpMOTNG YPOLUNG TTOV
nspt?»duﬁav&asuerpaéi&n 6€ GLVOLOGHO Le clomAativr. Ao Tovg 939 acbeveic Tov Elafov
gloay®y &\Gapanaia ue mepetpelion oe cuvdvaoud pe olomiativn, 539 acbeveig TuyatomomOnkay o
Oepamgiobuvtpnong e TepeTpe&ion N eoviKod eapuraKo. ATd Tovg acheveig Tov TvyaoTOmONKAY,
10 4449% €lye TAnpN/uepikn avramokpion kat to 51,9 % nopovciace otabepn VOGO GTNV EIGAYDYIKT
0 elo pe mepetpelion kar sromiativny. Ot acBeveic Tov Tuyatomombnkay ot Bepaneio cuvtipnong
ene vo. €xouv katdotaon wavotntag katd ECOG (ECOG performance status) 0 ) 1.0 dibpecoc
OVOG amod TNV Evapén TG slooy®ykng Oepameiog e mepeTpelion Kot GromAativn LEXPL TV apyn TGS
Oepamneiog cuvtnpnong Nrav 2,96 punveg kot 6to okéA0g Oepaneiog e TepeTpetion Kol Le EIKOVIKO
eappaxo. Ot tuyaomompévol acBeveic Ehafav Bepameio cuvinpnong péxpt v e€€Mén g vosov. H
OCQAAEL KO 1] OTOTEAECUATIKOTNTO LETPHONKAY OO TN OTIYUN TNG TVYOOTOINGNG LETE TNV
olokAnpwon ¢ Bepaneiog TpdTNG Ypauung (elcaymyikn Bepaneia). Ot acOeveic Erapav Katd
dupecso 6po 4 khkhovg Bepanciog cuvtnpnong ue mepeTpe&ion Kot 4 KOKAOVS e EIKOVIKO QAPUOKO
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(placebo). Zvvoiikd 169 acBeveic (47,1 %) olokAnpwcay > 6 KOKAOVG Bepameiog cuvTnpNoNg e
nepeTpetidn, mov avisToryovV og TovAdyoToV > 10 KuKAoLS Bepameiag Le TepeTpelion.

H perétn néroye tov mpotopyuco mg otdxo kot £de18e oTaTIoTIKG onpavtikn Pertioon oy emPioon
erevBepmg votpomng (PFS) otnv opdda Bepaneiog pe mepetpeidn oe obykpion pe v opddo )
Oepamnciog pe ewovikd eapuako (placebo) (N =472, mAinbucpudc vo aveEaptntn avacKOTnon, Kom'bA\‘
duapeco 6po 3,9 kai 2,6 unveg avtiotorya) (oxetikog kivovvog HR = 0,64, 95 % CI1=0,51-0,81, p =3
0,0002). H ave&aptnm avaokonnon ToV anelkovieTIK®OV eEeTdoemv Tov acbevav emPepainc fw
gupnuato g aglohdynong tov epguvntav oyetikd pe tnv PFS. T'a toug tuyatomompévoug ao@vsig,
GUUO®VA [LE TOVG EPELVNTEG 1| O1dpeon emPimon erevBepng votponr|g (PFS) mov petpn0 o TV
&vapén g ELCUYOYIKNG TPMTNG YPpouung Oepaneiag pe mepetpeéion kot oiomhativn, NTdy,8;9 unveg
1o TNV opdda Oepaneiog pe mepeTpesidn kon 5,6 pives yio v opddo Bepomeiog pe EOVIKO PAPAKO
(placebo) (oyetikog kivovvog HR = 0,59, 95 % CI = 0,47-0,74). \8

Metd v ewoayoyikn Bepaneio pe tepetpe&ion kot ciomlotivn (4 KOKAOL), 1| Oepdmeio pe mepetpeion
NTAV GTOTIOTIKA avVAOTEPT £VOVTL TOV EIKOVIKOD QUPLAKOV Y10, T CUVOMKN enyidon (S1apUecog xpovog
13,9 pnveg évovtt 11,0 unvav, oyetkog kivovvog (HR) = 0,78, 95% CI = 0,64-0,96, p = 0,0195). Katd
TN oTIyUn TG TeEMKNG avdAivong emPioong, 28,7% tov aclevav otnv op@ Bepameiog pe
nepeTpelion Nrav ev {on N dev katéotn ekt 1 enwkowvovia pali toug &vavt tov 21,7% tov
acBevav oty oudda Bepaneiog pe ekovikd eappoko (placebo). H M enidpaon g Bepamneiog pe
nepeTpelion NTov OpOIOLOPPN & OAEG TIC VTTOOUAOES (TepthapPa JOREVOL TOV GTadiov g voGov, NG
avtamokplong oty ewsaywyky Oepaneia, g ECOG PS, tov 10 00 TOV KOTVIGHLOTOG, TOL VA0V,
TNG 16TOAOYIOG KoL TNE NAIKIOG) Kol TOPOLOLD, LLE 0VTH TTOV TORFNPNONKE OTIC U1 TPOCUPLOGUEVEG
OS xat PFS avaiveeic. Ta mocootd emBimong tov lov kot €0p 2o0v £Tovg Yo tovg acbeveig otnv
opada Bepomeiog pe mepeTpe&ion nrav 58% wot 32% avri hxa, OLYKPITIKG e 10 45% kan 21% tov
acBevav oty opdda Bepaneiog pe EOVIKO PAPULAKO ebo). Amd v apyn tng Bepaneiog pe
mepeTpe&ion Kol GlomAATIiVI] O E1GOY®YIKN Gspansiwﬁawmg YPOUUNG, ) Oldpecn GUVOALKT emPBimon
(OS) tov acbevov Ntov 16,9 univeg yo v opdda @pomaiag ue mepetpebion ko 14,0 uveg yuo tv
opado Bepomeiog e EIKOVIKO QAPHOKO (placebor&x‘sm«')g kivovuvog (HR) = 0,78, 95% CI = 0,64-
0,96). To mocootd TV acbevav mov Elafay, nelo petd v pedétn frav 64,3% yio toug acbeveic
otV opado Bepameiog pe mepeTpe&ion Kot 71,@% Yo Tovg acbeveig oty opudda Bepameiog e eikovikd
@appako (placebo).

PARAMOUNT: Xyedwaypappota. \?an Meier ywa v empimon ehevBepng vrotponng (PFS)
Kol ovvolki) empioon (OS) Yo vvépien TG Oepameiog pe wepeTpelion £vavTl TOV EIKOVIKOUD
pappaxov (placebo) cg acBevel UN-RIKPOKVTTOPIKG KapKivo Tov Tvedpova (NSCLC) ektég
TOV TEPITTAOGEMV TOV KUPLUPYHOUVV LEGTOALOYIKE TO TAAK®D O KUTTAPO. (VTOAOYIoREVY OTO TV
TUYOL0TTOIN6T) 3

Empinon Elsodehas Ynotpomric Zuvvohiky Empioon
)
O
O
1.0 o Q o 1.1
(R=] i =
o os| | Q& — Hensmpetion - — Teuerpecin
né. . \g. Ewovicd $apuoxo %‘. -—— Ewcovird $dpuoko
= e i
'u:— i (K]
E . E (R
ut_-j ) o b
& -
: T B
Q A i
Q 15 A
Xpovog PFS (ojveg) Hpovos Zvvohar)g Emfioong (urves)

To mpopik acpdrelag g Bepameiog cuvtipnong pe tepetpesion yuo tig 6vo peréteg JIMEN ko
PARAMOUNT 7tav mapdpoto.
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5.2 ®@appoxkokivnTiKES 1O10TNTEG

Ot QapUOKOKIVNTIKEG 1IO10TNTEG TNG TTEUETPEEIONG EmerTa amd yopnynon povobepamneiog, £xovv
a&lohoyn0el oe 426 kapkvoradeic acOevelg, e S1APOPES LOPPEG CUUTOYDV OYK®V, GE dOGELS TOV .
Kopaivovtav amd 0,2 émg 838 mg/m? ko pe éyyvon diapketag 10 Aemtdv. H mepetpelion éxet dyko
Kotavoung oe otafepn katdotaon 9 I/m’. Mehéteg in vitro £5e1&av 0L 1) TepeTpetidn ovvdéetal KOL’E©+
81% mepimov pe TIC TpTEIVEG TOL TAGGHATOC. H 60vEesT AT SV eTNpedoTKE CNUAVTIKG Ao T~
mopovsia Tokilov Babuod veppikng dvoiettovpyiag. H mepetpelidn vrofdiieton o nsptopwpc%
nratiko petoforiopod. H nepetpeéion anofdileton tpmtictmg ota ovpa kot 70 % g 90 % &g
yopnynOeicog 060G amoPAiAieTal, AUETAPANTN GTO OVPA, EVTOG TOV TPAOTOL 24-®Pov arnd

yopriynon. Ot HeAéteg in vitro detyvoov 6Tt 1 Tepetpetion exkpivera evepyd amd o OATE (opyovikd
petapopéa avioviav). H olkn cuatnuatiky kdBapon g nepetpeéiong eivor 91,8 ml/ %Km n
nuicelo {on amofoing and To mAdcua ivar 3,5 ®peg 6ToVG 0oeEVEIC e PUGIOAOYIK] g?ppucﬁ
Aertovpyia (kdBapon kpeatviviig 90 ml/min). H diatopkn dtokvpaven og tpog TiiKadapon etvat
pétpra wepinov 19,3 %. H ohikn cvotuoatikn ékbeomn (AUC) g mepetpe&ionckedn uéylot
GLYKEVTPMGT TAAGUATOG 0LEAVOLY OVOAOYIKG LE TN YopTYoLLEVT dOoT. Ot ({ppmcomvmmég
WO10TNTEG TNG TEUETPEEION G TOPAUEVOLY GTUOEPES KOTA TN XOPNYNOT no%%aébv KOKA®V
ymueodepomneiog. AD

O1 QapHOKOKIVNTIKEG IO1OTNTEG TNG TEUETPEEIONG OEV €M psdﬁ;ovww@gﬂ] GLYYOPNYNON LE TN
oclomlotivn. H copminpopotikn yopnynon amd Tov oTOUToc puAKKOD 0&éoc Kot Brrapiving By, dev

emnpedlel Tig apuoxokvnTikég 1810tnteg g mepetpetione. O
5.3 Ipoxivikd dgdopéva Yo TNV 0.6QAAELN @

H yopnynon g nepetpe&idng o movtikia, mov Kuoeo oV TPOKAAESE PELOUEVT ProoipudtnTo
euPpvov, eLdTTon Tov PAPovg CHOUTOS OVTOV, UTEAT OGTEOTOINGT OPICUEVOV CKEAETIKMOV OOUMY
KoL ADUKOGTOUAL. \0

@
H yopniynon g mepetpeliong oe apoevika N§Q<LOL elye MG AMOTEAEGLLO OVOTTOPOY®YIKT TOEIKOTNTO,
7oV yopaktnpileTol amd PEIOUEVO TOGOOTE, YOVILOTNTOG KOl ATPOPio, TV OPYEMV. X& HEAETT
dupkelag 9 umvmv, Tov deENyon og KLYNYRTIKOVG GKOAOLS Kol GTOVG 0TOiovg yopnynonKe
mepeTpe&ion pe evOoPAEPLa eQATAE YORYN O, TUPATPNONKOY EVPTLATH GTOVG OPYELS
(ek@VMON/VEKPOGT TOV CTEPATIKOVEMIONAIOV). AVTO VITOINADVEL 6TL 1| TEPETPEEION EVOEYETAL VO
gtvon emPBrofng yo mv avdpikn % otnra. Agv peketnOnike n evdeyoOpevn ENIOPUCT] GTN YOVILOTNTO
TOV YOVOIK®V. Q)

H mepetpeé&ion dev frav us@a&toyévog GTNV in Vitro SOKIUAGI0 YPOUOCOUIKOY AALOLDGEDY GE
KOTTOPO WOONKADV GE rovéikio (Chinese hamsters), 1 otn doxpacio Ames. H mepetpe&ion €xet

amodeybel 6TL npOKazusi,\‘pcouoccomKﬁ Opavon o€ in vivo LIKPOTUPTVIKT dOKILOGI0 GE TOVTIKLAL.

AN
MeAéteg yio TV ex€iinon g TPOKANGoNC KAPKIVOYEVESTG THG TEUETPEEIdNG dev £xovv
TPOLYLLOTOTON Ok 6

O
6. (I)lx AKEYTIKEX IIAHPO®OPIEX

6.1 *_ﬁurdkoyog EKOOY MV

]\?VVIT(')M] (E421)
Q poyAwpucd o0& (Yo phOuom tov pH)
& dpo&eidio Tov vatpiov (yro pvOuion tov pH)
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6.2 AovppatrétnTeg

H mepetpetion éxet puoikn acvopupatodtnto e Toug SADTES TOV TEPIEXOVY 0oPECTIO,
GUUTEPTLOUPAVOUEVOL TOL YOANKTIKOD EVEGIUOV dloAVp0TOC Ringer kot Tov evEsov S10ADHATOG

Ringer. ~0
g 0+

AVTO TO QUPUAKEVTIKO TPOTIOV JEV TPETEL VO OVOUELYVOETOL UE AL POPUOKEVTIKG, TPOTOVTA EKTOSN

OVTMOV TOL AVAPEPOVTAL GTNV TaPdypapo 6.6. OCU
6.3 Awgpkero Lomg ()A
K\e1616 01oAidio VCU

2 ypévia Q

Aldlopo LETE TNV avacLoTOoN Kot dtdAvua Tpoc £yyuon N

H ymukn ko puoikn otabepdtnta yio tn xpnon 1oV SeAvudtov Hetd Ty av@}‘)(smcn TOV
Pemetrexed Sandoz, £ye1 deryOet 6T Srapkel yio 4 uépeg otovg 2-8°C xon e pépecoe Oepuoxpocio
pikpotepn tav 25°C. ‘D

Sandoz, éygt derybei 611 drapkel yio 4 pépeg otovg 2-8°C kot yuo 2 i €G o€ Oeppokpacio piKpoTEPT
tov 25°C. @)

A7 pikpoProroyikng amoyng, To mTpoidv Ouo Tpémel va yp G@%whm apécws. Edv dev
ypnooronfel apuécms, o xpOVOS SLOTHPTONG Kol Ol GLV G OAUENG TPV amd T YPNON ATOTELOVV

H ymun ko guoikr| otabepdtnra, yio tn ypnomn TV S10AVUETOV ?@yyvcn tov Pemetrexed

€vBHvn oV YpNoTN Kat dev Ba mpémetl va Eemepvoiv Tic 24 wpeg o€ Beppokpaciec 2° C €mg 8° C, extdg
€Gv M avacvotacn/apaimon el Tpayratonom el G&&&S’YX(’) HEVEG KO ETKVPMUEVES AONTTES
ouVOTKEG.

4

6.4 Iowitepeg Tpo@LAGEELS KOTE TN mﬁL@of@q‘{ov TPOIOVTOG
Agv vriapyovv educég 0dnyieg Statipnong§ie o mpoiov avto.

10 TIG GLVOTKES HL0TNPNOTG UETEL T 0.GVOTAGT TOV POPUAKEVTIKOD TPOIOVTOG, PA. mapdypapo
r Ofcec S1aTh . il , , . A .

6.3. o
<

6.5 @von Kol GLVOTUTIKA ‘ro@tsplék‘m

Pemetrexed Sandoz 100 mng’wc Y10 TUKVO SLAAL O Y10 TOPOGKELT OOADUOTOC TTPOC EYYVOT
AlowYEG, AYp®LLO TOTTOV iyudkwo @loAido 10 ml pe ehootikd Topa YAwpofovtuAiov Kot mepiPAnua
alovpviov pe Kandﬁ@'moka AmOGTMEVO, TOVL TTEPLEYEL 100 mg mepetpelion.

2vokevacia tov 1 @9»18{01) L€ TPOGTATEVTIKO TAOGTIKO EMKAAVLLLOL.

Pemetrexed Sar@z 500 mg kévig Y10 TukVO StdAva Yiot TOPACKELT SIOADLOTOC TPOG £YYVON
Awwyég, ay ‘@0 Tomov [ yvdiwvo @raidto 50 ml pe eAaotikd modpo yYAowpofovtuiiov kot tepifAnua
alovpuvio KOTAKL EDKOAN OTOCTMOWEVO, OV TePEEL S00 mg mepeTpesion.

2V0OKEL oV 1 ProAdiov Ue TPOSTATELTIKO TAUCTIKO EMIKAAVLLLLO.

Pems&rexed Sandoz 1000 mg kOvic Yo TUKVO SLAALLLO Y10 TOPOCKEVT OLOAD LOTOC TPOC EYYVON

A £¢, dypmpo tomov I yvdAwvo praridto 100 ml pe elaotikd T YA®POBoLTUAIOL Kot TEPIPAN LA
VUWVIOV [E KOTAKL EDKOAN ATOGTOUEVO, OV TteptExel 1000 mg mepetpelion.

okevacio Tov 1 eloAdiov [LE TPOGTUTEVTIKO TAUGTIKO EMIKOAVLLLLOL.

@0

Mmnopel va unv Kokho@opoOv OAEG 01 GLGKEVAGIES.
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6.6 Iowitepeg TPOoPLAGEELS ATOPPLYNGS KOL AALOG YEIPLGNOG

1. Xpnoylonoteite AonTTn TEYVIKN KATA TN SIOPKELN TNG AVOCDOTACNG KoL TNG TEPULITEPM
apainong g mepeTpe&iong, yio tn yopnynon pe evoopréPia Eyyvon.

O
2. Ymoloyiote T d00m Kot ToV aptfpd TV omontovpevov eraidiov Pemetrexed Sandoz. Kabe O+

QLOAO10 TTEPLEYEL £Va TAEOVOG O, TNG TEUETPEEIONG Y10 VO SIEVKOAVVETOL 1] TTOPOYT TNG N
avaypopOUEVIC TOGHTNTOG. OCU
3. Pemetrexed Sandoz 100 mg QY

Kdabe @roridro 100 mg npénel va avacvotabdei pe 4,2 ml yAopiovyov vatpiov 9 m@& (0,9 %)
EVEGILOL JIAVLOTOC (0PI CVVINPNTIKO), DGTE VO TPOKVTEL SIAAV O TOV TES@H

nmepetpesion 25 mg/ml.
S
Pemetrexed Sandoz 500 mg N
Kd&Be graridro 500 mg npénel va avacvotadet pe 20 ml yhoprodyov vafp})v 9 mg/ml (0,9 %)
gvESIIOV S10AVUOTOG (XWPig cLVINPNTIKD), DOTE VO, TPOKVTTEL SIGAVLEY TOV TEPLEXEL

mepetpeéion 25 mg/ml. ‘D

Pemetrexed Sandoz 1000 mg . %
Kdabe graridro 1000 mg mpénet vo avacvotadel pe 40 ml X’QQf)XOU vatpiov 9 mg/ml (0,9 %)
EVEGIOL JIAVLOTOG (0PI GCLVINPNTIKO), DGTE VO npow@ 1 S1AV O TOV TTEPIEYEL

mepetpe&ion 25 mg/ml. &
)
Avoxwveiote amold KaOe prodidto péypt n mepexd KOVIg va dtolvbetl TAnpwg. To didhvpa

HETA TNV OVOCDGTOOT EVOL SLOWYEG, e ELPAVIO KPDOUATOC OO AYPOLO MG EAUPPDS KITPIVO,
Yopig va exnpedletar avembounto n nméranbu npoidvtoc. To pH tov dwivpatog petd v
avacvotoon givol petaéy 6.6 kot 7.8. Anav@’mt neEPATEP® apaimon.

N

4, O KatdAANA0G OYKOC TOV SLIAVLATOG Ig%ajusrpsii?}ng HETd TNV ovacVGTACT, TPETEL VAL
apormbei tepartépm pe 100 ml yAwpiodyov vatpiov 9 mg/ml (0,9 %) evésipov StoAdHOTOC
(xopig svvinpntikd) 1 pe yAvkoln S0 mg/ml (5%) Sidhvpatog yio Eveon (xmpis GuVTNpNTIKO)
KoL yopnyeitai pe evoopAEfio éy)@n duapketog 10 Aemtdv.

5. Ta Steddpato Tpog £yyvon r@#csusrps&iSng OV TPOETOLUALOVTOL GOUPOVA LUE TIS OVOTEPD
odnyieg eitvar cvuPatd pe VOKEVEG £YYLONG KOl TOLG GAKOVG EyYVong omd
TOAVPIVVAOYA®PIOI0 Kol TOAVOAEPIV.

6. Ta poppoxevTiKd np\@)vm Y10 TOPEVTEPIKT XOPNYNOT TPENEL VO, EAEYYOVTOL OTTIKA, Y10 TUYOV
TOPOVGIOL mcopo%svoav COUATIOIMV KOl YPOUATIKOV 0ALOIDGE®Y, TPV 0t TN yoprynon. Edv
naparnpn@oﬁy‘\Q§01a EVPNLOTA, TO TPOTOV deV TPEmEL VoL yopnynOeil.

7. Ta dtoA0 uo@omg mepetpe&iong eivan povo yuo epdmal yopriynon. Kébe pun ypnopomomtév
(p(xpum(s@co TPOIOV 1 VLOAEILO TPETEL VO 0opPLYBEl, COLPOVA LE TIC KATA TOTOVG
oYDOVEBC GYETIKES SIOTAEELC.

N
Hpoqm?»{émc Y10 TNV TPOETOOGIO KOl T YOp1ynon
Onw Baivel kot pe GAAovg SuVNTIKA TOEIKOVE AVTIKAPKIVIKODS TUPAYOVTES, UTOLTEITOL TPOGOYT
KOTONTO YEPIGUO KoL TNV TPOETOYAGIO TOV SIOAVUAT®V Y10, £YYLon TNG TEUETPEEIONG. ZvvioTdTon 1
yavtidv. Edv to didAvpa g mepetpe&ione £pbetl e emapn pe 10 dEPLO, VO TAVVETE OUECWHS TNV
10y ToL déppaTog pe Aebovo camovvt kat vepo. Edv to didhvua tng mepetpetiong épetl og emapn
Ol Brevvoydvoug vuéveg Eemibvete apéong pe vepd. H mepetpelion eivan évo mpoidy mov dev mpokalet
& coPapd epebiopd oToVE YOP® 16TOVG, G€ TepinT®on e&ayyeimwonc. Agv vdpyet £101KS ovTidoTo Yo TNV
eEayyeimon ¢ mepetpe&iong. 'Exovv avaeepbel meplopiopéveg mepintdocelg e&oyyeiwong g
mepeTpeéiong, mov dev kpidnkav g coPapd cupPapato and Tovg epevvntés-tatpove. H e&ayyeimon
Oa mpémel va avtipetOmileTol COUE®VA LE TN GUVIHON TPAKTIKY TOL EPUPHOLETOL Yio GAAOVG
TOPOUO10VG TAPAYOVTEC.

21



7. KATOXOX THX AAEIAY KYKAO®OPIAX

Sandoz GmbH ~0

Biochemiestrasse 10 O‘\‘

A-6250 Kundl N

Avotpia O(U
Y

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX “(UO

EU/1/15/1037/001 Q

EU/1/15/1037/002 0\
EU/1/15/1037/003 \A

@

AN
9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHX THQéAEIAE

Huepopnvia tpdng €ykpiong: 18 ZenteuPpiov 2015 . 0(/‘
Huepounvia televtaiog avavémaong:19 Avyovatov 2020 Q\
O

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIME&

Agntopepeic mTANPOEOPIES Y10 TO TAPOV PUPUOKEVTIKONTPOIOV gival dabéoieg otov SIKTLAKO TOTO
tov Evpomnaikov Opyoviopod Goapudkov: http://www{‘ema.europa.eu.
4
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A. TIAPAXKEYAXTHX(EX) YIIEY®¥NOX(OI) I'TA THN

AITIOAEXMEYXH TON ITAPTIASIN
B. OPOI'H HEPIOPIZMOI z@%nm ME TH ATAGEXH KAI

TH XPHXZH .

(o)

I AAAOI OPOI KAI ATAITHEEIE THE AAEIAX

KYKAO®OPIAZ

<O

A. OPOI'H HEPIQ}IZMOI YXETIKA ME THN AX®AAH KAI

ATIOTEAE TIKH XPHZH TOY ®PAPMAKEYTIKOY

MPOIONT

o
A
N
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O
A
N
&
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

Ovopa kat d1evfvven tov(twv) Topackevoostn(®V) oL ivar vrevhuvoc(ol) yio TNV aT0dEGUELOT TV,

TaPTId @V 0
Sv
N

Ebewe Pharma Ges.m.b.H Nfg.KG
Mondseestrasse 11 OCU
4866 Unterach
Avotpia ()A
Fareva Unterach GmbH VCU
Mondseestralie 11 Q
4866 Unterach O\
Avotpia N \A
D)

Lek Pharmaceuticals d.d. A
Verovskova 57 ;D(U
1526 Ljubljana -
XioPBevia . 0(/‘

N

210 £VILTIO POALO 0JNYIDV XPNONG TOV PAPUAKEVLTIKOD TPOIOVT Qpéna va avaypaeeTot To Ovopa
KoL 1 81e00VVeT TOL TAPACKEVLOGT TOL Elval VTEVOVVOG Yid T@(moé}écusvcn NG GYETIKNG TAPTIONC.

9

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

£

DappokevTiKd TPOTOV Y10 TO 0T0l0 amaTeiTon napl@tcué\/n Tpikn cvvtayn (PA. Topaptnua I:
[epiinyn Tov Xapaktnpiotik®v Tov Hpo'iévrog@cxpdypa(pog 4.2).

T. AAAOI OPOI KAI AHAITHZEImHZ AAEIAY. KYKAO®OPIAX
. Ex0#ce1g meplodukiig napm«)@)ﬂncng ™ acpareiog (PSURSs)

Ot oot oeLg yio TV vofoAn é&cswv TEPLODIKNC TAPAKOAOVONGNG TS AOPALELNG VIO TO EV
AOY® QoprakeLTIKO TPOTIOV 0RILOVTOL GTOV KATAAOYO pe TIg nuepounvies avagopdg g Evoong
(katdroyog EURD) mov na&mm otV mapdypoeo 7, tov dpbpov 107y, Tnc odnyiog
2001/83/EK ko kabe emaxQXovbng emkoipomoinong 6nwg dNpociedeTal 6TV evpORAikn
OIKTLOKT) TOAT] Y10l o (p@uouca.

RS
A. OPOI'H IOPIEMOI ZXETIKA ME THN AX®AAH KAI AITTIOTEAEEMATIKH
XPHZ:.H ®APMAKEYTIKOY ITPOIONTOX

O
. Zx'z owayeipiong Kvovvou (XAK)

O Kd19)0g Adeiag Kvkhogopiog Bo die&arydyet Tig amoitodpeves dpactnpioTnTes Ko

o, ACELG POPUAKOETOYPOTVIIONG OTTMOC TapovGtdloviatl 6To cuppmvn sy LAK nov
voldletal atny evotnta 1.8.2 g ddetog KukAo@opiag Kol 0ToEGONToTE EXAKOAOVOEG

Q Kpuyéveg avobewpnoeig tov TAK.

& ‘Eva emkaipornompévo XAK Ba npénet va katotebet:
. petd anod aitnuo tov Evponaikod Opyavicpod @appakoyv,
o OTOTEONTTOTE TPOTOTOLELTAL TO GVLGTN LA dlaEIPIONG KIVOUVOL, EIOIKA OC UTOTEAECUO AYNC
VE®V TANPOPOPIDOV TOV PTOPOVV VO EMPEPOVLY GNUAVTIKT GAAAYT OTI GYECT] 0PEALOVG-KIVOHVOL
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N ©¢ 0TOTELEGUA TNG EMITEVLENC EVOG GNUAVTIKOD 0POGTLOV (POPUOKOETOYPVTVION 1

glayiotomoinon Kvdvvov).
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZEQTEPIKO KOYTI
&~
| 1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX AOY
N
Pemetrexed Sandoz 100 mg kdvig yio TuKVO SLAAV LA Y10 TOPACKEDT] SIHADLATOG TTPOG £YXLOT o
mepeTpesion AN
O
Y
| 2. SYNOEXIH XE APALTIKH(EX) OYXIA(EY) & |
N
"Eva groAido mepiéyet 100 mg mepetpelion (g dtvotplovyoq). . AO
N\
Metd v avoacvotacn Kabe eloiidio mtepiéyet 25 mg/ml mepetpelion. ACU
o
3. KATAAOI'OX EKAOXQN A(/\ ‘
N

[epéyer povvitodn (E421), vdpoyrmpikd o&d kot vdposeidlo roéatpiou (Yo pOOuion tov pH).

B\éne ecmKAE1GTO GOALO 0ONYIOV Y10 TEPAUTEP® TANPOPOPTES.

Ny

4. OGAPMAKOTEXNIKH MOP®H KAI HEPlEXOMENO

Koévic yio mokvo StdAvpa yio TopacKeuy 8100»% C TPOG £yyvon.

1 @loAidlo N
| 5. TPOIIOX KAI OAOX(OI) XORHTHZHE
N
Moévo yia epanal yoprynon. O

IMoa evooeAéPua xoprynomn peta @?avacn')cswcn Ko v apoimon.
AwBdote T0 pOALO 0N YDV @cng TPV Ao TN XPNOoN.

O
A
6. EIAIKH HP%%OHOIHEH XYM®ONA ME THN OIIOIA TO ®PAPMAKEYTIKO

MPOION I I NA ®YAASZETAI E OEZH THN OIOIA AEN BAEITOYN KAI
AEN ITPOZEITIZOYN TA HAIAIA
X

Na (pnkdccw@ o€ Béom, v omoia dev PAEmoVVY Kot dev Tpoceyyilovy Ta Taudid.

N
| 7. ANAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EEY) |
(4

K&Q&poro&mé
N

Q8. HMEPOMHNIA AHEHE

AHEH
AwPaote T0 POALO 0INYIOV Y10 T ddpKeLo {MNG TOV OVOGLOTAUEVOD TPOIOVTOG.

28



9. EIAIKEX XYNOHKEYX OYAAEHX ‘

s

10. TAIAITEPEZ IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH 4;?

XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN 'H TQN

YIHOAEIMMATON IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI . N

o‘u
AN
11. ONOMA KAI AIEYOYNZH KATOXOY THX AAEIAX KYKAO®OPIAX . O ‘
U
Sandoz GmbH §
Biochemiestrasse 10 o\
6250 Kundl A
Avotpia Q}
Vi c(_l
12. APIOMOZX(OI) AAEIAY KYKAO®OPIAXZ -“D
ob\
EU/1/15/1037/001 N
X
S
13. APIOMOZX ITAPTIAAX _O
)
IMaptida {9
O
14. TENIKH KATATAZEH I'A TH AIAQ_EQ‘I
DopLAKEVTIKO TPOTOV Y10 TO 0TOT0 omm‘ca& 10TPIKT) GLVTAYY].
« ,\0
| 15. OAHTIEX XPHEHX N |
QV
®)
| 16. MAHPO®OPIEEL LEBRAILLE |
O
H aitioAdynon yuo va u& nmeptneOei n ypaopn Braille eivan amodektn
&

17. MONAAIKOE ANATNQPIZTIKOX KQAIKOYX — AIZAIAXTATOX TPAMMQTOX

KQAIKAY (2D)

(@)
Atcsé‘ndcrz YPOUU®TOS KMok (2D) mov pépet Tov TEPIANPOEVTO LOVOSIKO avayVOPIOTIKO KOOTKO.
Y

IS.OH/IONAAIKOZ ANAI'NQPIZTIKOX KQAIKOX — AEAOMENA ANAT'NQXIMA AITIO
N7 TON ANOPQIIO

S

SERN
NN
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YTOIXEIQAEIX XYXKEYAXIEX

EIIIXHMANXH O®IAAIAIOY

EAAXIXTEX ENAEIZEIX I1IOY IIPEITIEI NA ANATPA®ONTAI XTIX MIKPEX

LY

&

1.  ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOX KAI OAOX(OI) XOPHTHEHE |
N4

Pemetrexed Sandoz 100 mg KOV yio TUKVO S1AAVLO Y10 TOPUCKEVT SLAAVUATOC TTPOC éyxncm

nepeTpelion

IMo evoo@A&PLo xoprynom HETA TNV VOGVGTACT] KOL TNV Opoi®on

‘ 2. TPOIIOX XOPHI'HXHX

| 3.  HMEPOMHNIA AHEHZ

AH=EH

AwPacte 10 PUALO 0dNYIOVY Yo TN didpkelo {ONG TOV AVUGVGTOL

» By
anmovrog.

‘ 4. APIOMOZX ITAPTIAAX

IMaptida N)

£
O

5. IHEPIEXOMENO KATA BAPOZL, Ké_"gl)l“ KO'H KATA MONAAA

Y
A\

100 mg

< (‘_)0

6. AAAA XTOIXETIA

S
$
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZEQTEPIKO KOYTI
&~
| 1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX AOY
N
Pemetrexed Sandoz 500 mg kdvig yio ToKkvO SLAAVUA Y10 TOPACKEDT] SIHADLATOG TTPOG £YXLOT o
mepeTpesion AN
O
Y
| 2. SYNOEXIH XE APALTIKH(EX) OYEIA(EY) & |
N
"Eva groAido mepiéyet 500 mg mepetpelion (g dtvotplovyoq). . AO
N\
Metd v avoacvotacn Kabe elodidio mepiéyet 25 mg/ml mepetpelion. ACU
o
3. KATAAOI'OX EKAOXQN A(/\ ‘
N

[epéyer povvitodn (E421), vdpoyrmpikd o&d kot vdposeidlo roéatpiou (Yo pOOuion tov pH).

B\éne ecmKAE1GTO GOALO 0ONYIOV Y10 TEPAUTEP® TANPOPOPTES.

Ny

4. OGAPMAKOTEXNIKH MOP®H KAI HEPlEXOMENO

Koévic yio mokvo StdAvpa yio TopacKeuy 8100»% C TPOG £yyvon.

1 @loAidlo N
| 5. TPOIIOX KAI OAOX(OI) XORHTHZHE
N
Moévo yia epanal yoprynon. O

IMo evooeAéPua yoprynomn petd @?avacn')cwcn Ko TV apoimon.
AwBdote T0 pOALO 0N YDV @cng TPV Ao TN XPNOoN.

O
A
6. EIAIKH HP%%OHOIHEH XYM®ONA ME THN OIIOIA TO ®PAPMAKEYTIKO

MPOION I I NA ®YAASZETAI E OEZH THN OIOIA AEN BAEITOYN KAI
AEN ITPOZEITIZOYN TA HAIAIA
X

Na (pnkdccse@ o€ Béom, v omoia dev PAEmovV Kot dev Tpoceyyilovv Ta Taudid.

N
| 7. ANAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EEY) |
(4

K&Qﬁporo&mé
N

Q8. HMEPOMHNIA AHEHE

AHEH
AwPaote 10 POALO 0INYIOV Y10 T ddpKeLo {MNG TOV OVOGLOTAUEVOD TPOIOVTOG.

31



9. EIAIKEX XYNOHKEYX OYAAEHX ‘

s

10. IAIAITEPEZ IPO®YAAEEIX I'IA THN AITOPPIYH TQN MH 4;?

XPHZIMOITIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN

YIHOAEIMMATON IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI . N

o‘u
AN
11. ONOMA KAI AIEYOYNZH KATOXOY THX AAEIAX KYKAO®OPIAX . O ‘
U
Sandoz GmbH §
Biochemiestrasse 10 o\
6250 Kundl A
Avotpia Q}
Vi c(_l
12. APIOMOZX(OI) AAEIAY KYKAO®OPIAXZ -“D
ob\
EU/1/15/1037/002 N
X
S
13. APIOMOZX ITAPTIAAX _O
)
IMaptida {9
O
14. TENIKH KATATAZEH I'lA TH AIAQ_EQ‘I
DopLAKEVTIKO TPOTOV Y10 TO 0TOT0 omm‘ca& 10TPIKT) GLVTAYY].
« ,\0
| 15. OAHTIEX XPHEHX N |
QV
®)
| 16. MAHPO®OPIEEL LEBRAILLE |
O
H aitioAdynon yuo va u& nmeptneOei n ypaopn Braille eivan amodektn
&

17. MONAAIKOE ANATNQPIZTIKOX KQAIKOYX — AIZAIAXTATOX TPAMMQTOX

KQAIKAY (2D)

(@)
Atcsé‘ndcrz YPOUU®TOS KMok (2D) mov pépet Tov TEPIANPOEVTO LOVOSIKO aVayVOPLOTIKO KOOTKO.
Y

IS.OH/IONAAIKOE ANAI'NQPIZETIKOX KQAIKOX —- AEAOMENA ANAT'NQXIMA AITIO
N7 TON ANOPQIIO

S

SERN
NN
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YTOIXEIQAEIX XYXKEYAXIEX

EIIIXHMANXH O®IAAIAIOY

EAAXIXTEX ENAEIZEIX I1IOY IIPEITIEI NA ANATPA®ONTAI XTIX MIKPEX

LY

&

1.  ONOMAZIA TOY ®APMAKEYTIKOY MIPOIONTOX KAI OAOX(OI) XOPHTHEHE |
N4

Pemetrexed Sandoz 500 mg KOV yio TUKVO S1AAVLO Y10 TOPUCKEVT SLUAVUATOC TPOC éyxncm

nepeTpelion

IMo evoo@AéPio xoprynom HETA TV VOGVGTACT] KOL TNV 0poi®on }

D,

‘ 2. TPOIIOX XOPHI'HXHX

T J

\
| 3.  HMEPOMHNIA AHEHE Lo
O

AHEZH o(n
N

4. APIOMOZX MAPTIAAX Q

O
[Moptida 5

5. IHEPIEXOMENO KATA BAPOZ, KAT'\@“ KO'H KATA MONAAA

&
500 mg *éo
N

6. AAAA XTOIXEIA

. oo
&
O)
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZEQTEPIKO KOYTI
&~
| 1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX AOY
N
Pemetrexed Sandoz 1000 mg k6vig Y10 TUKVO SIGAVUA Y10 TOPUCKELT SIOAVUOTOC TPOG éyxvcro
mepeTpesion AN
O
Y
| 2. SYNOEXIH XE APALTIKH(EL) OYEIA(EY) & |
N
‘Eva groAido mepiéyet 1000 mg wepetpes&ion (o¢ dvatplovyog). . AO
N\
Metd v avoacvotacn Kabe elodidio mtepiéyet 25 mg/ml mepetpelion. ACU
o
3. KATAAOI'OX EKAOXQN A(/\ ‘
N

[epéyer povvitodn (E421), vdpoyrmpikd o&d kot vdposeidlo roéatpiou (Yo pOOion tov pH).

B\éne ecmKAE1GTO GOALO 0ONYIOV Y10 TEPAUTEP® TANPOPOPTES.

Ny

4. OGAPMAKOTEXNIKH MOP®H KAI HEPlEXOMENO

Koévic yio mokvo StdAvpa yio TopacKeuy 8100»% C TPOG £yyvon.

1 @loAidlo N
| 5. TPOIIOX KAI OAOX(OI) XORHTHZHE
N
Moévo yia epanal yoprynon. O

IMoa evooeAéPua xoprynomn peta @?avacn')cswcn Ko v apoimon.
AwBdote T0 pOALO 0INYIDV @]ong TPV amd T XPNon.

O
A
6. EIAIKH HP%%OHOIHEH XYM®OQNA ME THN OITIOIA TO ®PAPMAKEYTIKO

MPOION I I NA ®YAASZETAI E OEZH THN OIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA HAIAIA
X

Na (pnkdccw@ o€ Béom, v omoia dev PAEmoVVY Kot dev Tpoceyyilovy Ta Taudid.

N
| 7. ANAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EEY) |
(4

K&Qﬁporo&mé
N

Q8. HMEPOMHNIA AHEHE

AHEH
AwPaote 10 POALO 0INYIOV Y10 T dtdpKeLo. {MNG TOV OVOGLOTAUEVOD TPOIOVTOG.
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9. EIAIKEX XYNOHKEYX OYAAEHX ‘

s

10. TAIAITEPEZ IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH 4;?

XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN 'H TQN

YIHOAEIMMATON IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI . N

o‘u
AN
11. ONOMA KAI AIEYOYNZH KATOXOY THX AAEIAX KYKAO®OPIAX . O ‘
U
Sandoz GmbH §
Biochemiestrasse 10 o\
6250 Kundl A
Avotpia Q}
Vi c(_l
12. APIOMOZX(OI) AAEIAY KYKAO®OPIAXZ -“D
ob\
EU/1/15/1037/003 N
X
S
13. APIOMOZX ITAPTIAAX _O
)
IMaptida {9
O
14. TENIKH KATATAZEH I'lA TH AIAQ_EQ‘I
DopLAKELTIKO TPOTOV Y10 TO 0TOT0 omoma& 10TPIKT) GLVTAYY].
« ,\0
| 15. OAHTIEX XPHEHX N |
QV
®)
| 16. MAHPO®OPIEEL LEBRAILLE |
O
H aitioAdynon yuo va u& nmeptineOei n ypaopn Braille eivar amodektn
&

17. MONAAIKOE ANATNQPIZTIKOX KQAIKOYX — AIZAIAXTATOX TPAMMQTOX

KQAIKAY (2D)

(@)
Atcsé‘ndcrz YPOUU®TOS KMok (2D) mov pépet Tov TEPIANPOEVTO LOVOSIKO avayVmPIOTIKO KOOTKO.
Y

IS.OH’IONAAIKOE ANAI'NQPIZTIKOX KQAIKOX —- AEAOMENA ANAT'NQXIMA AITIO
N7 TON ANOPQIIO

S

SERN
NN
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YTOIXEIQAEIX XYXKEYAXIEX

EIIIXHMANXH O®IAAIAIOY

EAAXIXTEX ENAEIZEIX I1IOY IIPEITIEI NA ANATPA®ONTAI XTIX MIKPEX

LY

&

1.  ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOX KAI OAOX(OI) XOPHTHEHE |
N4

Pemetrexed Sandoz 1000 mg k6vig Y10 TUKVO SIAAVLA Y10 TOPACKELT] SIHAVLOTOS TTPOG éﬁm&n

nepeTpelion

IMo evoo@A&PLo xoprynom LETA TV VOGVGTACT] KOL TNV 0poi®on }

D,

‘ 2. TPOIIOX XOPHI'HXHX

T J

\
| 3.  HMEPOMHNIA AHEHE Lo
O

AHEZH o(n
N

4. APIOMOZX MAPTIAAX Q

O
[Moptida 5

5. IHEPIEXOMENO KATA BAPOZ, KAT'\@“ KO'H KATA MONAAA

@
1000 mg «éD
S

6. AAAA XTOIXEIA

. oo
&
O)
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B. PYAAO OAHI'TQN
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®Vviro ooV ypiong: IIAnpogopiss yro Tov yp1otn

Pemetrexed Sandoz 100 mg k6vig Y10 TUKVO S1IAVRO Y10 TOPAGKEDT] OLOAVNATOG TPOG £y von

Pemetrexed Sandoz 500 mg kovig Y10 TUKVO S1GAvpa Yo TaPUoKELT S1oAdpaTog mpog £y ven

Pemetrexed Sandoz 1000 mg kévig Yo TUKVO O1GAVPO Y10 TOPAGKELT] OLOADRATOS TPOG syxvcm
mepetpesion A\‘

AP aoTte TPOGEKTIKG 0AOKANPO TO QVAAO 00N YLAV PN OIS TPLV UPYIGETE VA Xpnmpononsigtmné

TO QOPLAKO O1O0TL TEPLAUUPAVEL CNUAVTIKEG TANPOYOPIES Y10 GOG.

- DvAGETE 0VTO TO PUALO 00T Y1V Yprionc. Towg xpelaotel va To dafdacete Eavd. 3

- Edv &yete mepartépm amopiec, TOPAKAAEIGTE VO POTACETE TOV YIOTPO 1 TOV QOPLL 010 60ag.

- Edv mapatnproete kdmoo avemBOunTn evEpyeLd, EVILEPMDGTE TOV YATPO 1 rov@puomonmé
G0c. AvTo 1oybEL Kot Yo KABe mhovn avemBOuntn evépyeia Tov OV avaPEPETARGTO TAPOV

@OAAO 00NV ypriong. BAéme mapdypago 4. Q)
\
T epréyeL 1o TaPoOv UALO 00NYLOV: 4CU
1. T eivan to Pemetrexed Sandoz kot mowa givot 1 gprion tov flé(/
2. T péner va yvopilete mpv ypnoonoiioete to Pemetrexed &
3. Iog va ypnoomomoete to Pemetrexed Sandoz 0
4, [MBovég avemBOunTe evépyeteg N
5. [Iodg va puidooete to Pemetrexed Sandoz Q
6. [Tepieydpeva g cvokeLAGiag Kot AOUTEG n?mpocpopteg&
O
1. Th givar To Pemetrexed Sandoz kot mwowa gival no1n 10V

To Pemetrexed Sandoz givai £va QoppoKevTIKd np@v TOL ypnoipomoteitol yio T Oepomeio Tov
Kapkivov.

To Pemetrexed Sandoz yopnyeitot o€ GDVE)DQ‘@ UE olomAativn, Eva GAAO OVTIKOPKIVIKO (pAPLAKO,
v T Bepameio Tov Kokon0ovg HeGoONALD u(&g VeCWKOTA, U0 LOPOT KAPKIVOL TTov ennpedlet TO
emONA10 TOL TveDpOVE, o8 aoDEVEIS OV SEPEXOVY AdPet Tponyodpevn ynueobepaneia.

To Pemetrexed Sandoz yopnyeitot w@g € GLVOLAGHO LLE GLETANTIVY, Yo TNV 0pYIKN Bepameio
acbevav pe kopkivo Tov Tveduova 68 TpoxwpnUEVO 6TAdI0.

To Pemetrexed Sandoz pmopet \@cag cuvtoyoypoenoel edv éxete Kapkivo ToL TVEOUOVA GE
TPOYWPNUEVO GTAdL0, EGV NGOG ExEL avTamokplOel 1} eGv Tapapuével o€ pueydro Pabud apetdfintm
LETAL TNV OPYKN XM uswes&

To Pemetrexed Sandoz sivan emiong Oepoameia yio acOeveic pe KapKivo TOL TVEVHOVE GE TPOYMPTLLEVO
OTAJ0 T®V OOV nl@sog £XEL TPOOOEVGEL LUETA OO TPOTYOVIEVT apyIKN YN ueloDeparneioa.

O

2. T npéns@tl yvopilete Tpiv ypnoipononicoete 70 Pemetrexed Sandoz
O
Mnv xpn momoete 10 Pemetrexed Sandoz
- e&l 8yete adAepyia (vtepevancOnoio) ot mepetpe&ion | oe omoLOINTOTE AAAO OO TOL
TOTIKO ALTOV TOL PAPUAKOL (CVOPEPOVTOL GTNV TAPAYPAPO 6).
- \&zdv OnAalete Ba Tpémel va drakoyeTe TN Yolovyia katd T didpKela tng Oepaneiog pe to
Qo Pemetrexed Sandoz
Q edv oag &xel yopnynOei mpoceata N TpodKeELTAL va Gog xopnynoet euPoério yio tov Kitpvo

®0 TOPETO.
IIpog1domTou|GELS KoL TPOPUAGEELS
AmevBuvbeite 6TOV Y10TPO GO 1| TOV VOGOKOUELNKO POPUAKOTOL0 o0 TPty mhpeTe 10 Pemetrexed
Sandoz.
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Edv éyxete M elyote 010 mopelBOV TpoPANUATO LE TOVG VEQPOVG GaG, GUINTAOTE UE TOV YIOTPO GOg M
TOV (POPLLOKOTTOLO TOV VOGOKOUEIOV, O10TL eVvOEXETAL VO, unv Umopeite va mhpete Pemetrexed Sandoz.

Hpw amd kdabe £yyoon o Aappavovron Seiypata Tov aipatog cog, Tpokeevov va ereyydel ot éxete
EMOPKT VEQPIKN KOL NTOTIKT AELTOVPYio Kol OTL £XETE OPKETO AUOCPAIPLO, DOTE VO TAPETE )
Pemetrexed Sandoz. O yiatpdg cag umopet va aropacicetl vo aAldcet T 66on i va avaPdiet T O+
Oepamneio cag, avdAoya [e TN YEVIKN GOG KATAGTAOT] KOl EAV Ol TYES TOV ALLOGOAIPIOV 6ag elval N
vrepPorika youniés. Edv cuyypovog Aapupavete ciomhotivn, o yatpoc cog Bo ppovticel va € fe
TPONYOLUEVDG EVLOUTOOEL ETOPKOG Kol va £xeTe AAPeL TNV KOTAAANAN Bepameio Tpv Kot us&a@
clomhativn, ®oTe va TPoANEOel o éuetoc.

@
Eav &gete vmoBAnBei 1 okomevete v voPinbeite oe axtvobepancio, evuepdoTe TOY KOTPO GG,
KaBmg umopel va vapyel Tpdmpn N kabvotepnuévn ovtidopaon aktvoBoAriag pe to Pémetrexed
Sandoz. Q\
Edv éxete mpdcpata epforiacbdet, evnuepdote Tov yotpod oag, Kabdhe avtd w(@}si VO TPOKAAECEL
avemBOUNTES avTIOPACELS 6€ cLVOVOCUO e To Pemetrexed Sandoz. A

S

Edv &yete kapdiokn vOGo 1 16TOp1Kd KapIKNG VOGOV, EVILEPDOTE r%\ip(npé GOG.

Edv vtapyet cuAdoyn vypod yOp® amd TOV TVEVIOVO, GOC, O YITP 5 oc iowg kpivel amopaitnto va
TOPOYETEVTEL (APALPESEL) TO VYPO OVTO, TPV GOG YOPNYNOEL TO etrexed Sandoz.

Hoowa kon Epnpor Q&
AVTO TO PAPLOKO OEV TPETEL VO, YPT|CLLOTOIEITAL G TOLD W]"scpf] Bovg, kaBdg dev vILapyEL epmelpia. e
avtd T0 PApHOKO og TodLd Kot EPrPous kdtw Tmv 18 &

Alro @appoxa ko 7o Pemetrexed Sandoz {-

Evnuepoote tov y10tpd cog edv naipvete Kdnouzgap LLOKO Y10 TV avaKOVPIoT] TOL TOVOL
(avodynTikd) 1 ovTIAEYLOVAIES PAPLOKO, O To, @AppoKe Tov ovoudlovtal “Un-oTepostdn ovTi-
QAeYLOVOON @dpuaxe (MEAD)”, cvunsptka@'avouévmv KOl TOV QOPUAK®V TOL ayopdlete ympig
cuvtayf ywtpod (dnwg 1 Povrpogaivn). Alwribevror oty ayopd Siipopa npoiovia MEAD e
SLPOPETIKT YpOVIKY| dtdpkela dpdong. %e Baon v mpoypappaticpévn nuepounvia mov tpdKeLTaL vol
LMaBete v €yyvon tov Pemetrexed Sdndloz ko Tnv katdotaon TG VEQPIKNS 6ag Aettovpyiag, o
ywtpog cag Oa cog vrodeilet Ta (pd@uqx 7oV pmopeite va AaPete, KobmG Kol TOTE UTOPELTE VO TO
AdBete. Edv €yete omowonmote {0, pOTNGTE TOV YIOTPO GOG 1) TOV PAPLAKOTOLO GOG, VO GOG
emPBePordoovv, €6V KATOL0 0IT0 TG QAPLLOKO COG OVIKEL GTY KaTnyopia tov MEAD.

[MopakareicOe va evn uspg’g@ra TOV YIUTPO GOG 1] TOV QOPLOKOTOLO TOV VOCOKOLEIOV, €6V TaipVETE 1|
&xete mpdopata Tapel (&Nx QApLLOKOL, OKOLLO KoL VT IOV OV GoG £xouv yopnyndet pe wTpikn
cvvtayn. Q)

o
Konon, Onkacu(le yovipotnta
Edv elote éyKv@vouiCszts OTL pmopel va glote £yKvog 1 oYedlaleTe va. AmOKTHOETE TOdL EVILLEPDGTE
TOV YIuTpo cs?@H ypnon Tov Pemetrexed Sandoz mpénet va amopedyetal katd Tn S1GpKELL TNG
Konong. OJeiTpog cog o culntioet poli oG ToVg EVOEXOUEVOVG KIVODVOUG OO T AYT TOL
PemetrexXed Sandoz katd ) dtdpKele TG KUMONG.
O b&ml(sg TPEMEL VAL YPNCLOTOIOVV OTOTEAEGLLALTIKT] OVTIGVAANYN KaTd T dtdpKete TG Oepomeiog
@metrexed Sandoz kot yio 6 pnveg petd t yopnynon g tekevtaiog d6onG.

O%nmcuég

& Edv nAdalete, evnuepmdote Tov y1aTpd 00,
O Oniacpdg mpémetl va dlakomTeETOL Katd TN dtdpkela TG Oepaneiog pe Pemetrexed Sandoz.
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T'ovipotnTa
Ot Gvdpeg cvpfoviedovtal va PNy TEKVOTOGOLY KOTA TN SIIPKELR Kot LEYPL 3 UVES PETA T
Oepaneio pe Pemetrexed Sandoz kot katd cuvéneio Oo Tpémet Vo YPNOLUOTOIOVV TOTEAEGLLUTIKY
avTIGVAAN YT Katd T ddpketn tng Oepomeiog pe Pemetrexed Sandoz kot ya 3 piveg petd
Oepaneio. Eqv embBopeite va texvomomoete kotd ) didpketo TG Oepaneiog 1 og ¥poviko d1doTnpa
3 UMvaov petd v oAokApmaon g Bepaneiag, cupfovievdeite Tov YLaTpO 1 TOV POPLOKOTOLD cag.oA\‘
To Pemetrexed Sandoz umopei va exnpedoet TV KOVOTNTO TEKVOTOINGTG GoG. X{NTHOTE UE TOV
YTpd GOG Yo VoL avalnTNoeTe GUUPBOVAEC GYETIKA UE TNV QOAOEN GTEPUATOG TPV OO TNV éva@: ™mg
Bepaneiog.

p S A

001ynon Ko YEPIGUOS POV RATOV *(UO
To Pemetrexed Sandoz evééyeton va cug mpokuiéoet aictnpo kémwong. Na mpocéxete Wrwitepa oty

001yNo™M N GTO YEPIGUO UNYOVILATOV. “

To Pemetrexed Sandoz mepiéyer vaTplo N o
Pemetrexed Sandoz 100 mg kovi¢ yia ToKVO GKEDOGLO. Y10, TOPOATKEDT 510(/113#0(1@1/)0@ gyyoon
To @appaxo oavtd mepiéyet Aryodtepo and 1 mmol vatpiov (23 mg) avé groAidio, eivar ovtd Tov

A

ovopdlovpe «erevBepo vatpiovy. ‘D

Pemetrexed Sandoz 500 mg kovig yio. TokvO oreEDLAGUO. YL0. TLOPATKED 7 buatog mpog Eyyvon

To @dppaxo avtd Tepiéyetl 54 mg vatpiov (KHPLO GLOTATIKO LaYE v/emtpoamélion dhatog) oe kdbe
Quokido. Avto wwodvvapel pe to 2,7% NG CLUVICTAOLEVIG uéylcsr@ UePNO10G TPOGANYNG VaTplov e
TNV OTPOPT Yo EVOV EVIALKAL. &

Pemetrexed Sandoz 1000 mg kovig yia Toxvo okevaouo. yi mpamcgvn' 01040 HOTOS TEPOS EyYvON

To eappaxo avtd nepiéyel 108 mg vatpiov (kvplo GUGQ;%«') payepikov/emrpanéllov AA0ToC) o
Ké0e Proridlo. Avto woodvvapel pe 1o 5,4% g GUVLG&@MSVT]Q HEYIOTNG NUEPN OIS TPOGANYNG
vatpiov pe TNV STpoP™| Y10, EVOV EVIALKAL. O

&0

3. I®g va ypnopomwocete To Pemetr@d Sandoz

H ocvvietdpevn d6on tov Pemetrexed S,@doz etvar 500 mg yio kéBe TETPAYOVIKO LETPO EMPAVELNG
ompotog. To vyog kot 10 BAPog GaGYRNGILLEVOVY Y10l VTOAOYIGLO TNG EXPAVELNS TOV COMOTOS Gag. O
Y1TpOG G0G ol YPNGLOTOMGEL TNVEEIPAVELL TOV COUOTOG GOG Y10, VO VTOAOYIGEL TNV KOTAAANAN

doon yw esdg. H 66om avt) pmo o tportontomBei, 1 1 Bepaneio propei va kabvoteproel avaroya
LLE TO, ATTOTEAEGLLOTO TV YEVIKOWEEETAGEMVY OULLOTOG KO T YEVIKT GOG KOTAGTOoN. O QapLaKoTolodg
TOV VOGOKOEIOD, 0/1) Voo G/-TP1a 1] O YTPOG G0 B0 TPAYUATOTOGOVY TV avaén e

K6vewg Tov Pemetrexed S Z e EVESIO O1dAvpa yAwmplovyov vatpiov 9 mg/ml (0,9 %), mpwv cog
yopnynOet to didivpa. RN

®a Aappdavere to P@etrexed Sandoz mavta pe £yyvon péca og kKanowo pAEPa cag. H £yyvon dapkei
nepimov 10 ksmdQQ

Orav 10 Pemélvexed Sandoz ypnowonoteitar g cuvdvacud pe clomiativn

O ywtpo Qb' (POPLOKOTOLOG TOL VOGOKOLEIOL Ba vmoAoyicel Tn 66om ov yperdleote, pe Pdon To
Vyog karTe Bapoc cag. H ciomhativn yopnyeital eniong pe £yyvon péca o€ Kamolo PAEP Gag KoL M
xopn yivetor epimov 30 Aemtd petd v oAokAnpwon g £yyvong tov Pemetrexed Sandoz. H
&y NG olomAoTivig Stopkel mepimov 2 dpeg.

Q&npéna va Aappdvete mv ayoyn cog pia eopd kdbe 3 efdopddec.

& IIp6cOeto eappoko
Koprtikootepoedn: o yrotpds cog 0o oag cuviayoypagnoet Siokio 6TEPOEdDY (1IG0SVVAUO e 4 mg
de&apebalovng dVo Qopiég TNV NUEPQ), Ta OTTOT0 TPEMEL VO, AAUPAVETE TNV TPOTYOLUEVT], TNV 1010 Kol
v emopévn npépa omod tn Bepoaneio pe Pemetrexed Sandoz. H yoprynon avtod tov gapudkov
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5

OTOCKOTEL OT1 PEI®OT TNG CLYVOTNTOS KoL TNG GOPaPOTNTAG TOV SEPLOTIKAV AVTIOPACEDV TOV
UTopEl v TapoVCIAGETE KOTA TN SIOPKELN TNG OVTIKAPKIVIKNG Bepaneiog cog.

Zopminpopota frropvdv: o yirpog 6ag o 6og GuVIayoypapioEL oo TOV GTOUATOS PUALIKO 08D
(Brtapivn) N Kamwoto moALPITaVOV 0 CKEVOGLO TTOV TEPLEYEL Kl GLAALKO 0EV (350 £wc 1000 )
LUIKPOYPOULAPLAL), To OTtoio TPEMEL VO, AaUBAvETE Lo opd TNV NUEPA KOTA TN OEPKELN TNG e.sptmr.s{@A\~
ue Pemetrexed Sandoz. ®a npénel va napete TOLALYIGTOV 5 30GELG PLAAMIKOV 0EEOC, KOTA TIG EXTA N
TPOTYOVLEVEG NUEPES OO TNV TTPAOTN dO60oM Tov Pemetrexed Sandoz. [1pénel va cuveyioete va

moipvete To LAAMKO 0D Yo 21 nuépec petd v televtain d6on tov Pemetrexed Sandoz. Og &
yopnynOet emiong pia éveon Prrapivng B12 (1000 pukpoypappdpio) Kotd tnv mponyovpuey opdoda
amo T yopnynon tov Pemetrexed Sandoz kot 6t cuvéyeln kabe 9 efdopddeg mepimov ( MO TTOV
avtiotoyel og 3 kKokhovg Bepaneiog pe Pemetrexed Sandoz). H Breapivn B12 kat to guRxKo 0&0
YOPNYOVVTOL LE GKOTO Vo, LEmBoHV 01 evOeyOUEVES TOEIKES EMOPACELS TNG (IVTIKO.pK{ Mg Bepomeiag.

Edv £yeTe MePIGGOTEPES EPOTAGELS GYETIKG [IE TN YPHOT] GVTOD TOL PUPLAKOV PEEIOTE TOV YLATPO 1)
TOV QAPLOKOTOLO GOC. »
A}
(o
4. IMBavég avemBOUNTES EVEPYELES C

e r r r r r 7 S 4 r
Omnwg 6ra ta péppoKa, £T61 KOl 0VTO TO PAPHAKO UTOPEL VoL npov@ga avemounteg evépyeieg, av
Kot dev Tapovstdfoviar og OAOVG TOVG 0vOPMOTOVG. Q)

Ipéner va eMKOWVOVIGETE APESMG PE TOV YIOTPO GOg 0V AAPUTNPCETE OTOLOINTOTE U Ta
oxorovla: !

. [Mupetd N Loluwén (cvyvad): av éxete Topetod 3 Kot Gve, eQidopmon N aAla onueio Aoiuwéng
(k0B0TL 0 OPIOUOC TOV AEVKOKVTTAP®V GOLG pei va glval pKpoTEPOG, TO 0010 Eival TOAD

ovyvo). H holpumén (ofym) umopet va giva apn Ko uropel va odnynoel o Bdvaro.
. Edv apyicete va aic0dveste novo 6to, 0¢ (ouyva) M va éyete Tayvkapdio (LN cvyvo).
. Edv &yete movo, epvOnua, oidnuo 1 A&y '6to 0ToOU GOG (TTOAD GUYVO).

. AMepykiy avtidpaon: eav eppavic€Tedeppatico e&avinpo (modd cvyvo)/aictnpa kavoov 1
VUYHoL (Guyvd), 1] TLPETO (csuxvé,)&s OTAVIEG TTEPIMTMOGELC, Ol OEPUOTIKEC OVTIOPACELS PLTOPEL
va eivar coPapég kar pmopei ve, @dnynoovy ce Oavato. Emtkovoviote pe tov yiatpd cog edv
TapovclaceTe coPopd eEAvOY 1 kvnopd N eAdkTaveg (cvvdpopo Steven-Johnson 1§ To&ikn

EMOEPUIKT VEKPOAVLON)).
. Edv epopavicete Kénoocn,gcm MmoBupiog, av Aayavidlete evkola N Exete wypn Oym (81611
umopet vor £xete Yo PN CLLOCOUIPIVI A0 TH PLGIOAOYIKY], TO 0TTOI0 gival TOAD GLYVO).
. Ed&v mapovoidcete ppayic oTo OVAQ, TN VTN 1 TO GTOWA, 1) OTOLNLONTOTE ALOPPAYia TTOV

dgv oTapaTd, 013()&].18 KOKKVI 1 pol ¥potd, UN-0VOUEVOIEVOUG LOAWMTES (O10TL 0 0plOUOG TV
arpometaiiov Jggpet va eivar yaunAdtepog omd 10 PUGIOA0YIKO, TO 0moio £ivar TOAD Guyvo).

. Edv epooavicgseEapvikn dvomvola, £vtovo movo 610 otBog 1 fryxa pe apdpupta Troera (OxL
ovyVva) (un@t va gtvar EvoeiEn Opoppov aiplatog 6T AOPOPa Oy YEID TV TVELHOV®DV).

Avam%pnri_@vépyswg tov Pemetrexed Sandoz pnopei vo meptlappdvoov:
N\

11079 ovyvés (umopel va. exnpedoovy wepioootepo. and 1 ota 10 droun)

. podn

. ohapvwinSa (movolapog)

.Q XounAog aptuog ovdeTepOPIA®Y KOKKIOKVLTTAP®OV (£VOG TOTOG AEVKOKVTTAP®YV)
Xouniog aptOuog AeVKOKLTTAP®V

Xounid eninedo aypoceoipivng

[T6voc, epuBpotnTa, TPHEYO N TANYEC GTO GTOUN GO

Anmielo g 6peEng

"Epetoc

AlGpporia
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Noavtia
Agppoticd e£avonua
AmoAémion Tov OEPUATOC

M @UGLOAOYIKEG EEETACELS QUULOTOG TTOV KOTAGEIKVDOUV UELMWIEVT] AEITOVPYIO TOV VEQPOV N S

Konwon (kobpaon) A\_
2oyvég (umopet va emnpedoovy éwg 1 ota 10 aroua) 0

Aolpwén tov aipartog @

[Mupetdg pe younio aptBpd ovdetepOPIMOY KOKKIOKLTTAP®YV (£Vag TOTOG KSDKOKMT(&@\?

XopunAog aptOpog oomeTaAiny .. O

Alepyikn avtidpoon }(U

ATOAEI COUATIKDOV VYPDOV Q

o

~

)

Aoy ot yebon N
BAaPn xivntikov vebpov mov urnopel vo tpokaiécet poikn advvopio Koy @(pia (amioyvavon)

Kuplmg 6To AV Kol 6T, KATO GKpaL q}

BAGPn arentikmdv vedbpwv mov umopel va TpoKarEcEL OTOAELN TNG aﬂﬂntu«')mwg, KOVGTIKO
7woVo Ko aotdbeln oto fadiopa

Zé&An AD

dAreypovn 1 oidnpa Tov enmepukoTa (1 LEUPPavn Tov snsv?t’bgm BAEPapa KoL KOAVTTEL TO
AEVKO TOV HOTIOV) N

Enpoeboipia OQ
Yypd pdrtio

EnpoTo TOV EMIEGLKOTA (1] HEUPPEVN TV emeVIVELT0L PAEPUPA KoL KOADTTEL TO AEVKO TOV
LOTIOV) KoL TOV KEPATOEID0VS (TO OAPAVO KAAD uu@cpocrd amo TV 1p1da KoL TNV KOPN)
Oidnua (rpH&uo) Tmv Prepdpmv N)

OpBaipukn dtatapayn pe Enpdtnra, okicyto, &Gtcué KoM TOVo

Kapdiakr tpocsPorn (Katdotaon mov 8711];@81 TNV IKOVOTNTOA TOL KAPSIOKOD Loog va

Aertovpyel cav avtiio) [D(U
AxavovioTog Kapdlakog puiuog ~0
Avoneyia

Avokototnta A\
Kot\axo diyog O

‘Hrap: avénon tov ynuikov STV 610 aiplo Tov Tapdyovtal omd To Nrap
AvENUEVOG YPOUATIGHOG t@@éﬁ)umog

dayovpa oto déppa

E&GvOnpo 610 cha 6ROV T0 KEOE oNUEST Hotdlet pe To pdtt evog Tadpov
Amdre TPLYDV A

Kvidmon
Awkomn g y.é@ud]g Aertovpyiog
Mewopévn A pyia TV veQpav
[Mvpetdg

Akyog n&)g)

[epigoelo vypdv 610 GOWA, TOL TPOKAAOHY TPHEO (0idNUa)

[Toyo¢ oto otndog

QRgypovi) kot e&EAkmon TV PAEVVOYOVOY DUEVOV IOV ETEVEVOVY TO TENTIKO GVGTNHA

)

YVES (UTopel vo, ernpedoovy éwg I ara 100 droun)

Meiwon tov aplfuod Tav epuhpoKVTTAP®OY, AEVKOKVTTAP®V Kol OLULOTETAAIDY

Ayyelokd eyKeQoAKO EnEIGOS10

THmog ayyeloakov eyKeQAAKOD ETEIGOSIOV OTAV 10, APTNPI0L TOL EYKEPAAOV EVOL PPAYUEVT]
Awoppayio péoa oto kpavio

2mOayyn (Bwpakikd GAYOC TOV TPOKAAEITOL OO HEIOUEVT] POT] QULLOTOC GTNV KAPIIE,)
Koapdiakd eneic6010

21éveon M amoKAEIGUOG TV GTEQOVIAI®OY apTNPLOV
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Mn @uGoA0yKdG KapdLoKOS pLOUOC

Avemopkn¢ KATOVOUT 0iL0Tog oTol dKpaL

AmoKkAeloPdg O EK TOV TVEVLOVIK®V 0PTNPLOV GTOVS TVEDHOVEG COG

DdAeyuovn Kot OVAT TOL EGMTEPIKOD TOV TVELUOVOV LE AVOTVEVCTIKE TPOPANLOTOL N

AmofoAr £vTovou KOKKIVOL OiUaTOg 0td TOV TPOKTO A\?

Aoppayio 6TOV YOOGTPEVTEPIKO COAN VA O

P1én tov evtépov @

DAEYLOVT] TOL E6MTEPIKOD GTPDOLATOG TOL OLCOPAYOV o

DAeypoVvi TOL E6MTEPIKOD TOV TOXEOG EVIEPOD, TTOV Pmopel va. cuvodedeTaL amd apopporyio oo

70 €vtepPo M 10 0pBo (eppaviletal 6Tov GLVOLACUS UE GIOGTANTIVN) N

o Ddreypovn, oidnua, epudnua, Kot StPpwon g PAEVVOYOVOL ETPAVELLG TOV 010%9%&00 OV
mpokaieiton omd akTvodepameiol

. DAeypovn TV TVELUOVOV TOL TPOKAAEITAL 0Td aKTIVOBEpamEin O\
2ravies (umopel va emnpeaocovy éwg 1 aro 1.000 drouan) &}A

. Koataotpoen tov epvbpokvttdpnv A

o Avo@uLokTiKO 60K (GoPapn aALAEPYIKN avTidpaoT)) (D)

. DreyuovmOONG KOTAGTUGT) TOV NTOTOG ‘D

. EpvBpdtnra tov dépuatog G

. Agppotikd e£GvOnuo mov epeavifeTol oe TEPLOYN TOV EYEL 16&?‘{01) névag ektebel og

axtivoBoiia Q)

IIo4v emavieg (umopet va ernpeaoovy éwg 1 ota 10.000 droud)

. AOPDEELS TOV FEPUATOG KOL TOV UUAAKDY 1GTOV

. YHvdpopo Stevens-Johnson (évog TOmO¢ TOAD cofoydng avtidpacnc Tov SEPLOTOC KOl TV
BAevvoyovov vpévav Tov pmopei va gival anetyticn yio ™ {on)

. To&w emdeppukii vekpoAvon (évag Tomog sOPapng deppotikng avtidpaong mov pmopsi va givat
ometAntikn v 1 {on) N

. Avtodvoon diatapayn 6Tov Kawkﬁys@é}spuoﬂmd eEAVOM IO Ko AVKTOVEG GTO KAT® OKPO,
GTO VM AKPOL Kol TNV KO1MA

dAeyuovn oL dEPUATOG TTOL Xocpom%[@srm omd TV TAPOLGia TOUPOAVYWV YEUAT®V LE VYPO

EvBpavetotra tov dépuatog, TOLVEC KOl SLOPPDOCELG KOl SEPUATIKEG OVAEC

EpuBpotnta, GAyoc kot TpRERKLpIng oTa KETm Gpo

dAreyuovn Tov dEPUATOG Kagﬁ VIT0dOP1oV Aimovg (wevdokvtTapitidn)

Dleyuovn Tov dépuortog ((Ppotitidn)

Aépua mov teivel va (p@uaiva, va Tapovctdlel kvnopd, epubpotnta, pOyYUES Kol TPOYLTNTO

Inueia pe évrovn (p&@l)p(x

Mpn yvootéc: n m))(vé@ T0VG 08V umopéel vo, extyunel ue Paon to. drobéayuo dedouévo,

. Epgdvion 81(39 M Kupiwg AdYm ™ maBoloyiag TV veppov

. Awtapoyn VEQPMOV TOV GLVETAYETOL TOV BAVATO TV EMONAOKDOY COANVAPLUKDY
KUTTAPW q oyNHaTilovV To VEQPIKE GOANVAPLL.

Evdéyeton v{-sucpavicars OTOLOONTOTE OO TO GLUTTMLOTO, KOUN TIG KATAOTAGELS ovTEC. [Ipémet va
EVNULEPASETE TOV Y1OTPO GO TO GLVTOUATEPO dLVATOV, OTAV apYIicETE VO TOPOLGLALETE KATOL0 TETOLN
TOPEVEPYELD.

+

E&(}&vncuxs{rs Yo Koo avemBoun T evépyela, ouinTnoTE LLE TOV Y10TPO GOC.

VaQOPE avemOOUNTOV EVEPYELOV
Ed&v mapatnpnoete kdmoto avemBOun T evEPYELN, EVILEPDOTE TOV YIUTPO, TOV PUPLOKOTOLd 1| TOV/TNV
VOGOKOHO 0aG. AvTod 1oy0eL Kot Yia kaBe mhavi avemBounn evépyeld mov dev avapEPETAL GTO TOPHV
@OALO 0ONYIDV YprionG. Mmopeite emiong vo avapépete avemBounteg evépyeleg omevbeiog, LEGM TOV
€Bvikod cuoTraTog OvVaPopds Tov avaypapetol oto Hoapdptnua V*. Méow g avapopdg
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AVETOVUNTOV EVEPYEIDY UTOPEITE VO fONONGETE GTI GLALOYT TEPIGGOTEPOV TANPOPOPLOV GYETIKA
LE TNV ACPAAELD TOV TAPOVTOG PUPHAKOL.

5. Iag va pviaccete To Pemetrexed Sandoz S\?
To @appako ovtd TPETEL VoL GUAACCETAL GE PEPT TTOV OgV TO PAETOVVY Kal dgv TO POAvVoLY T nm&d\o

&
No pn ¥pNoILoToLEiTE 0VTO TO PAPLOKO LETE TNV NUepOoUNVIC AMENG TTOL OVOQEPETAL CTNV o
EMONLOVON Kol 6TO KOLTI petd v évoeltn AHEH. ()A
@

Agv vtapyovv €101KES 001 Yieg SLoTPMONG YOl TO TPOIOV QLTO. &

AdAvpa petd v avocHoeTaoT Kot S1dAV LA TPOG £YYVoN N\
H ymuici Kot guotkn otadepdTnta yia ) ¥prion ToV SIADUATOV HETE TV 0vesisTacT Tov
Pemetrexed Sandoz, éxet deryBei 6T1 dropxkel yia 4 pépec otovg 2-8°C Kot o€ G@OKpacm UIKPOTEPT
tov 25°C. A
&

H ymukn kot guotkr| otabepdtnra, yio T 1p1non TeV SIoALUATOV TPog £yyvon tov Pemetrexed
Sandoz, éyet derybei 6t1 drapkel yia 4 pépeg otovg 2-8°C Kot yio 48 (@2@08 Oeppoxpacio uikpodTEPN
tov 25°C. N

K8
Amo pukpofroroykng dmoyng, To Tpoidv Bo mpémetl va Xpnmu@tsirou apécmc. Edv dev
xpnopononOel apéomg, o xpovog dratrpnong kot ot GLVONKES PLAAENG TPV and TN YPTON ATOTELODY
€vBvvn Tov ypnon Kot dev Ba Tpémet va Egmepvouv Tig 2 mgg og Beprokpaocieg 2° C émg 8° C, ektodg
€dv 1 avoacvotaon/apainon Exel Tpoypotomombel o s@%éusvsg KOl EMKVPOUEVEG GONTTTEG
oLVONKeG. {-

Mnv ¥p1c1HOTOMGETE TO TPOTOV £V TOPATN p%@@s ocOUOTIOW 1 amoYpOUATICUO.

Mnv metdite @APUAKA GTO VEPD TNG anoxétsu@g N 610 o1Klokd aroppippota. Potote tov
(OPLOKOTTOLO GOG Y10 TO TAG VO, TETAEETE Q\pdpum«x 7oV gV ypnolomoteite ma. Avtd Ta pétpa Ha
BonBncovv oty Tpoctacic Tov nsptBé@ovrog

S

o

6. Iepreydpevo. TS 6VOKEY S KOl Aowég TANpoPopisg
T epréyer to PemetrexedS&ndoz
H époaoctikni oveia sivam nepeTpe&ion.

Pemetrexed Sandoz@o mg: Kd&be proAidio mepiéyetl 100 yriootdypappa mepetpe&iong (og
dvaTplovyo).

Pemetrexed Sar@z 500 mg: KéBe proridio mepiéyet 500 yrmootdypapipa mepetpe&iong (og
dwvatprovyo ‘O

Pemetrex ndoz 1000 mg: Kd&be praiidio mepiéyer 1000 ythootdypappa nepetpe&iong (og
dwvatpt ).

)

Me e’&mv avaoVOTOOT), TO SIEAVLO TOL TPOKVTTEL TEPLEYEL 25 mg/ml mepetpe&iong.

GAAO. CLOTATIKG ETvOL 1 LAVVITOAN, TO VOPOYAMPLKO 0EL (Yo p¥Ben Tov pH) Kot to vVEpo&eidio
Oov vatpiov (yo poOuion tov pH) (Bréne mopdypopo 2 « Pemetrexed Sandoz mepiéyet viTpion.
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Epg@avion tov Pemetrexed Sandoz kot mepieyOpeva Tng 6VGKELOGING

To Pemetrexed Sandoz givot KOvViG Y10 TUKVO SIGAVUA Y10 T TAPUCKELT] SIOAVUATOC TPOG EYYVOT| Ko
TopéxeTan pEca oe Eva Yoo euedidio. Eivor Avogilomomuévn kovig Aevkod Emg eAappads Kitpvov

YPDOLOTOG, )
&%

Ka0g kovti Pemetrexed Sandoz mepiéyel €va Qraridto Pe TAUGTIKO TPOGTUTEVTIKO EXUKAAD LA, TOON
nepiéyet 100 mg, 500 mg kot 1000 mg nepeTpeion. o

Mmropel va unv Kukho@opoOv OAEG 01 GUCKEVAGIES. ()A
Karoyog Adsrag Kvkhopopiog }(U
Sandoz GmbH, Q
Biochemiestrasse 10, O\

A-6250 Kundl, _

Avotpia Q}

Mopackevaotig ;D((/
Ebewe Pharma Ges.m.b.H Nfg. KG

Mondseestrasse 11, Unterach 0(/\
4866 Avotpia

Fareva Unterach GmbH &
Mondseestralle 11

4866 Unterach VCD
0&’
{_

Avotpia

Lek Pharmaceuticals d.d. O
Verovskova 57 q}

1526 Ljubljana . ‘D

X\ ofevia (@)

T"a omoladnmote TANPOPOpia GYETIKA p@&apév QOPUOKEVTIKO TPOIOV, TOPAKAAEIGTE VO
amevbuvbeite otov TOTIKO ownnpéc&@rou Katoyov tg Adetog Kvukhopopiog:

O

Belgié/Belgique/Belgien Q Lietuva
Sandoz nv/sa O Sandoz Pharmaceuticals d.d. filialas
Tél/Tel.: 43227229797 <O Seimyniskiy 3A,
O LT 09312 Vilnius
RN Tel: +370 5 26 36 037
;() Info.lithuania@sandoz.com
buarapus &? Luxembourg/Luxemburg
Canno3 bearap T Sandoz nv/sa
ByJ‘I.“HI/IKOJ'I\@HLIapOB“ No. 55 Tél/Tel.: +32 2 722 97 97
crp. 4, er. Qi‘
1407 Co
Ten.: 9297047 47
regaffiairs.bg@sandoz.com
gké republika Magyarorszag
ndoz s.1.0. Sandoz Hungaria Kft.
& Na Pankraci 1724/129 Tel.: +36 1 430 2890

CZ-140 00 Praha 4 — Nusle
Tel: +420 225 775 111
office.cz@sandoz.com
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Danmark

Sandoz A/S

Edvard Thomsens Vej 14
DK-2300 Kegbenhavn S
Danmark

TIf: + 45 6395 1000
info.danmark@sandoz.com

Deutschland

Hexal AG

Industriestrasse 25
D-83607 Holzkirchen

Tel: +49 8024 908 0
E-mail: service@hexal.com

Eesti

Sandoz d.d. Eesti filiaal
Parnu mnt 105
EE-11312 Tallinn

Tel.: +372 665 2400
Info.ee@sandoz.com

E\rada

SANDOZ HELLAS
MONOITPOZQIIH A.E.
TnA: +30 216 600 5000

O
A
O

Espaiia

Sandoz Farmacéutica, S.A.
Centro Empresarial Parque Norte
C/ Serrano Galvache, 56
Edificio Roble o
28033, Madrid Q
Esparia S

Tel: +34 900 456 856 O
registros.spain@sandoz.cq@

o

France .
A8

Sandoz SAS
49 avenue George§ Pompidou
F-92593 Levall@ erret Cedex

Tél: +33 1 @ 4800
A

2%

Hr a

S z d.o.0.

% simirska 120
@)

000 Zagreb
Tel: + 38512353111
e-mail: upit.croatia@sandoz.com

Ireland
Rowex Ltd.,
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Malta

Medical Logistics Ltd.

ADC Building, Triq L-Esportaturi
Mriehel, BKR 3000

Malta

Tel: +356 2277 8000
mgatt@medicallogisticsltd.com

Nederland
Sandoz B.V. 3
Hospitaaldreef 29, ‘(UO
NL-1315 RC Almere AW
Tel: +31 36 5241600 <
info.sandoz-nl@sandoz.com O\

S

o
Norge

Sandoz A/S ((/A
Edvard Thomsens @14
DK-2300 Kﬂbexém S
Danmark -\

TIf: +456 000
info.norg@sandoz.com

)
(")ste}@lch
S z GmbH
Rjechemiestr. 10
-6250 Kundl

q} el: +43 5338 2000

Polska

Sandoz Polska Sp. z o.0.
ul. Domaniewska 50C
02-672 Warszawa

Tel.: +48 22209 70 00
biuro.pl@sandoz.com

Portugal

Sandoz Farmacéutica Lda.

Quinta da Fonte, Rua dos Malhdes n°5,
Edificio Q56 D. Pedro I, Piso 0
2770-071 Paco de Arcos

Portugal

Tel: +351 21 196 40 00

Romainia

Sandoz S.R.L,

Str. Livezeni nr.7A,
540472 Targu Mures
+40 21 4075160

Slovenija
Lek farmacevtska druzba d.d.



Bantry, Co. Cork,

Ireland.

P75 V009

Tel: + 353 27 50077

e-mail: reg@rowa-pharma.ie

Island

Sandoz A/S

Edvard Thomsens Vej 14
DK-2300 Kaupmannahotfn S
Danmork

TIf: + 45 6395 1000
info.danmark@sandoz.com

Italia

Sandoz S.p.A

Largo Umberto Boccioni 1
I-21040 Origgio/VA

Tel: +39 02 96541

Kvmpog

Panayiotis Hadjigeorgiou
31 Yildiz Street, 3042
CY-000 00 Town: Limassol
TnA: 00357 25372425
hapanicos@cytanet.com.cy

Tel: +386 1 580 21 11

Slovenska republika N
Sandoz d.d. organiza¢na zlozka O(U
Zizkova 22B

SK-811 02 Bratislava N

Tel: +421 2 50 706 111 ‘(UO

&

N
Suomi/Finland . AO
Sandoz A/S @
Edvard Thomsens Vej 14,
DK-2300 Ko6penh S
Tanska
TIf: + 358 010 00
info.suomi@ sdntoz.com

Sverige O
Sandoz&

Edvard Thomsens Vej 14
D 00 Képenhamn S
]%nmark

If: + 45 6395 1000

q} info.sverige@sandoz.com

Latvija (&)
Sandoz d.d. Latvia filiale LQN
K.Valdemara iela 33-29 0
Riga, LV1010 NO)
Tel: + 371 67892006 <\Q\

@)

To mwapdv @OLA0 00N YIOV NS avaBswp1Onke Yo teErevTaio Popd 6TIg

A
Aentopepeic TANpoPopigs Yo 1o QAapLaKo avtd gival Stabéoiueg 6To dIKTVLAKO TOTO Tov Evpomaikod
Opyavicpon d)apudjs?\qy ttp://www.ema.europa.eu

O

R

O n?»npmpoj@ 7oV akoAoVBOVY amevBHVOVTAL HOVO OE EMOYYEAATIEG VYELOG:

O6nyis@ﬁcng, XEPLIGHOD KOl amdppIymg

)

1. \&Xpncnponmsirs onITN TEYVIKN KOTA TN SIIPKELN TNG OVOCVGTAONG KO TG TEPULTEPM

QO apoimong g mepeTpe&iong, yia tn xopnynon He evooeréPia Eyyvon.

09 Ynoloyiote tn d60m ka1 tov apfpd tov anotodpevev eroidiov Pemetrexed Sandoz. Kafe
QOIS0 TTEPLEYEL EVa TAEOVACLLA TG TEUETPEEIONG Y10 VO SIEVKOAVVETOL 1) TOPOYN TNG

avaypoPOUEVNC TOGHTNTOC.

3. Pemetrexed Sandoz 100 mg:
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To @uaridio Twv 100 mg va avacvotadel pe 4,2 ml yAwprodyov vatpiov 9 mg/ml (0,9 %)
EVEGILOV JHAVLOTOC (0PI CLVINPNTIKO), DGTE VO TPOKVTTEL SIAAVLLO TOV VO TEPLEYEL
nepetpelion 25 mg/ml.

Pemetrexed Sandoz 500 mg: ~0
To @raiidio Twv 500-mg wpénel va avacvotadei pe 20 ml yhoprodyov vatpiov 9 mg/ml (0,9%
EVEGIOV SIADLOTOC (0PIC CVVINPNTIKO), DOTE VO TPOKVTTEL SIUAV IO TOV VO TEPLEYEL N
mepetpeéion 25 mg/ml. O(U

Pemetrexed Sandoz 1000 mg: A

To @uaridio Twv 1000-mg mpénet va avacvotadel pe 40 ml yAwprovyov vatpiov 9‘Q9m1
(0,9%) evéorpov dtadvparog (xwpig cUVINPNTIKG), MGTE VoL TPOKHTTEL SLEAV WO TEYVEL TEPIEYEL
mepetpebion 25 mg/ml. &

N

Avakwveiote omald kGBe Proridio uéypt n meplexdpevn KOvic vo Stadvdsi mApog. To Sidivpa
HETE TNV ovacVeTaoT ival SLOWYES, e EUPAVIOT XPOUOTOG and dypopb E0g ELAPP®G KITPLVO
xwpig va emnpedleton avemBounta n mo1dTa ToV TPOidvToc. To pH L SoAdpatog petd v
avacvotoot gival petadd 6,6 kot 7,8. Amarteiton Tepartépw apo

4, O KaTdAANA0G OYKOC TOV SLOAVUATOC TNG TEPETPEEIONC HETA @@acﬁcwcm, TPENEL VAL
apoiwbei tepartépo pe 100 ml yAwprovyov vatpiov 9 rng/n§ 29 %) eVEGILOV SLOAVUOTOC
(xopic covinpnTkd) N ne yAvkoln 50 mg/ml (5%) svécl}J@ AOpaTog (Yopic cuvinpnTikd)
KoL yopnyeitat pe evoopAEfia £yyvon ddpketag 10 ksn@.

5. Ta dwohdpata Tpog £yyvon g TeeTpe&iong Tov nmmtpdﬁowm GULQMOVA, LLE TIG OVOTEP®
odnyieg etvar cvuPatd Le TIC GVOKEVEG EYYVONG \gr'ong 6GKOVG £YYLONG 0o
TOAVPIvVAOYA®Pid10 Kal ToAvorepivn. H mepe 101 £yl QLOIKN AcLUPATOTNTA LLE TOVG
SLAVTEG TTOL TTEPLEYOLV AGPECTIO, GV unsptk@ﬁavouévou TOV YOAOKTIKOV Otohdpatog Ringer
KoL Tov gvésipov dodvpatog Ringer. q}

6. Ta poappaxevtikd Tpoidva yo napsvr@'ud] YOPNYMNON TPEMEL VO EAEYYOVTOL OTTIKA, Y10 TUYOV
TOPOVGIL ALOPOVLEVMV Gmuan&'mw®m YPOUOTIKOV 0AAOIDCEWY, TPtV amd T xopnynon. Edv
mapatnpnbovv té€tola svpﬁuaw,@ TPOidV dev TPEMEL va, yopnynoei.

7. Ta dwwhdpato tng nsusrps&iﬁ@sivat uovo yuo epamal yopnynon. Kabe un ypnoonoméy
TPOIOV 1 VLOAELLLOL nps’n% amopplpBei, GOUPOVA LE TI KATA TOTOVS IGYVOVGES GYETIKES

dwatders.
O

HpoguAdéerc yia v npos&@mciu KO T y0oprynon

Onwc ovuPaivet kat pe @Xz)vg SVVNTIKG TOEIKOVG OVTIKAPKIVIKOVE TOPAYOVTES, OTALTEITOL TPOGOYN|
KOTA TO YEPIGHO Ka}’@y TPOETOLOGIN TOV SIHAVUATOV Yo Eyyoon TG TeUeTpeéidng. ZvvioTdTon n
yxpnon yovtiov. Ed dtdlopa g mepetpelidng Epbet o€ emapn [e TO SEPUA, VO TAVVETE AUECHG TNV
mEPLOYN TOL SEPUETOG Le apBovo camovvt Kat vepd. Edv to diddvpa g nepetpe&iong £pbetl oe emagn
pe ﬁkawoyévo@ uéveg Eemlovete apéomg pe vepd. H mepetpelion sival éva mpoidv mov dev Tpokoel
cofapd epe s@té GTOVG YOP® 10TOVG, G€ mepinTmon e&ayyeimong. Agv vITAPYEL E101KO AVTIOOTO Y10, TNV
egayyeioonTng nepetpeliong. ‘Exovv avagepbet nepropiopéveg mepuntdosig eSoyyeioong mg
TEPETPEEIING, oL Oev KpidnKav wg cofapd cupfdpata amd Tovg epevvnTéc-tatpovs. H egayyeimon
0o Tp&st vo avtipetonileTol cOUE®VA pE TN GUVIHON TPAKTIKY TOL EPUPUOLETOL YioL AALOVG
TOPOO10VE TAPAYOVTEG.

X
~
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