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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Lilly 100 mg kdvig yio Tokvo S1GAVLE, Y10 TOPACKEDVT SLOADUOTOG TTPOG £YXVOT
Pemetrexed Lilly 500 mg kdvic yio Tokvo S1aAVUa, Y10, TOPACKEDT SLAADUOTOS TTPOG £YYLOT

2. MHOIOTIKH KAI MIOXOTIKH XYNOEXH

Pemetrexed Lilly 100 mg kévic yio Tokvo S1dAvpa yio Topackent) S1aAdUaTog TPOG £YYLoN
Kd&0e proridro mepiéyet 100 mg mepetpesion (og dtvatplovyog mepetpeion).

Exooyo ue yvwoti dpdon

Kd&0e proridwo mepiéyet mepimov 11 mg vatpio. 0~\9
Pemetrexed Lilly 500 mg k6vig yia mokvo StéAvpo yio topackeun SaAdUoTog mpog awl)(sn(jc"
Kd&0e proridro mepiéyet 500 mg mepetpesion (og dvatplovyog tepetpe&ion). ) OA

Exdoyo ue yvwoti dpdon '<\\\

Kabe praiidio mepiéyel mepimov 54 mg vétpio. ) A@

)
Metd v avacvotaon (PAETe Tapdypapo 6.6), Kabe ElaAidio TepLEYeL 25c3®g/m1 mepetpeion.

IMa tov TAnpn katdloyo TV ekdoYw@V, PA. Tapdypapo 6.1. ‘\0,(0
o

3. OAPMAKOTEXNIKH MOP®H {}O&

Kovig yio mokvd dtdAvpa yio mopackeon SLQXUMMO%H]&UQ &yyoon.

AVOQOIAN KOVIG YPDUOTOG AEVKOD £WG Unomrpwé@n TPACIVO-KITPIVOV.

0(\

4. KAINIKEX l'[AHPO(I)OPIE&O

Q

4.1 OepomevTiKég Evositelg 00

9)
Koaxdnbec pesobniioua mta&omo’w

To Pemetrexed Lilly Qﬂ)v&)acsuo ue olomhativn evoeikvoto Yo T Bepamneio acOevdv, ol omoiot dev
&yovv Aapet npony&'g\svn ynueobepaneia, pe aveyyeipnto kokombeg pecodniiope vre{okota.

Mn- LllKDOKU(’SI%IKOC KOPKIVOG TOV TVEDLOVO

To Pe xed Lilly og cuvdvoouo pe siomiativn evdsikvoton yio tn Oepaneio TpdTng YPOpUNG,
oo € TOTIKG, TPOYWPNUEVO 1] LETAGTATIKO LUN-IKPOKVTTOPIKO KOPKIVO TOV TVELOVA, EKTOC
(xr@ng TEPUTTAOGELS TOV KUPLAPYOHV IGTOAOYIKA TO TAAK®MIN KOTTopa (PAERE Tapdypapo 5.1).

To Pemetrexed Lilly evdeikvutor og povoBepaneio yio tn Oepaneio cuvtipnong, acHevov e TOTIKA
TPOYWPNUEVO 1 LETACTATIKO [UN-UKPOKVTTOPIKO KAPKIVO TOV TVEDLOVE, EKTOC OO TIC TEPUTTMOCELG
OV KVPLOPYOLV 1IGTOAOYIK( TO TAAK®DOT KOTTOPO, T®V OTOIMV 1) VOGO gV £XEl emOevVobel, apécmg
petd v ynueobepancio pe faon v miativn (PAEre mapdypapo 5.1).

To Pemetrexed Lilly evdeikvotar mg povobepamneia yio tn Oepameio de0tepng Ypapung, acbevav pe
TOTIKGL TTPOYWPNLEVO 1] LETAGTOTIKO UN-UIKPOKVTTOPIKO KOPKivo TOV Tveuova, KTOG amd TIG
MEPUTTAOGELS TOV KVPLAPYOLV IGTOAOYIKA To TAOKDOON KOTTOpa (BAETE TOpdypapo 5.1).



4.2 Aocoloyia Kol TpOTOS yopynons

To Pemetrexed Lilly mpénet va yopnyeitat povo vd v enifreym atpod €1801kevEVOD oTn Yoprynon
OVTIKOPKIVIKN G ynpeloBepameiog.

Aocoloyia

To Pemetrexed Lilly oe ovvovaouévy aywyn ue oiomlozivy

H ovvictdpevn 86on tov Pemetrexed Lilly eivar 500 mg/m? em@pdaveiag cOUOTOG, YOPNYOOUEV LE
evoopAEPLa Eyyvon ddpketag 10 Aemtdv, Tnv TpdT) NUéEP KAbe Khkiov 21 nuepdv. H cuvietdpevn
86on g sromhativng eivan 75 mg/m? empAvelag COUNTOC, Kot £yxOeTaL Yo 500 dpec, mepimov 30 ¢
AETTA PETE TNV 0OAOKAN p®OT TNG £YYLONG TNG TEUETPEEIONG, TV TPDOTN NUEPO TOV KAOE KﬁK?»Ol(;éni\\
nuepdv. Ot acBeveig mpénel vo Aapudvouy ETapK OVTI-EUETIKT y®YT) KOl KOTUAANAN EVOOAT

TP od Ko puetd omd ) ANy g oloriotiving (PAére emiong v Iepidnym Xapamnpt@‘fkd)v

[IpoidvTog TG o1omANTIVIG Y1 E101KEC 001YiEC SOGOAOYING). S
@
To Pemetrexed Lilly w¢ pnovoBespameio '<\\\
e aoBeveic, mov Aappdvovy Bepameio yio pn-UIKPOKVTTUPIKO KOPKIVO TOV TVENTOVO LETA Ao

TPONYOVLEVT YNUEIOBEpaTEiQ, 1| GUVIGTOEVT dO0oT TOV Pemetrexed Lilly siy'gu 00 mg/m? em@avelog
OMLLOTOG, YOPTYOUUEVT] LLE EVOOPAEPLa Eyyvom, didpketag 10 Aermtov, TV éhd)m nuépa kdbe KOKAOL
21 nuepov. 1}O

oS
YN0 TPOKOTOPKTIKNG YOPHYNONG POPUOKMV »
INa va pewwbel n enintoon ko cofoapdtnra TV 88puaru<d)v&9n pacewv mpémel va yopnyeiton Eva
KOPTIKOGTEPOELDEG TNV TPOTYOVUEVT, TNV 1010 KO TNV ET0 u&@ Nuépa amd T YopnyNon e
nepetpetiong. To kopTIKooTEPOEIDEG TPETEL VAL 1GOSVVAL € 4 mg de&opefalovng kot va yopnyeitat
07t0 TOV GTOUNTOC 600 POPEC TNV NUéPa. (PAEme napd& 04.4).
A

INo va pewwbei n to&ikdtnra, o1 acbeveig mov k@)owow Oepaneio pe mepetpe&ion npénel, eniong, va
Aappdvovv copmAnpouate. Brroapvov (Bkén@apdypa(po 4.4). Ov acOeveic mpémel va Aappdvovv arnd
TOV GTOUOTOC PLAMKO 0ED 1 £Vl TOAVPBLTOYVODYO CKEVAGLO TTOL TTEPLEYEL PLAAKO 0ED (350 £wg 1000
LKPOYPALLILAPIO) GE Kobnuepviy Bdon Qe mpémet va AapBavoviar TovAdyIGToV TéEVTE SOGES
PUAMKOD 0E£0G TIC ETLTAL TPOTYOVHEVES NUEPES TPV OO TV TPGOTN SOGT TNG TEPETPEEIdNG Ko 1)
YOPTYNOT TV dOGEDV AVUTAOV TPE v ovveylotel ko’ OAN TN didprela g Oepameiog kKabmg Kot
v Sdotnpa 21 npepdv petd tedevtaio 00om ¢ mepetpelidne. Ot achevelg mpénet emiong va
MaPouv pia evoopvikn évegn\Brrapivng Bia (1000 pikpoypappdpio) Kotd tnv mponyovevn efdondada
oo TV TPATN 560N TG AEHETPEEIdNC Ko KoTdTY piar opd kébe Tpetg Khhovg xoprynone. Ot
enopeveg evéoel Prrapdymg Biz pmopov va yopnynBodv v id1a nuépa pe ™ mepetpe&ion.

Hapaxoloé@naz\@eva’)v

O1 acbeveic mowAappavovy meuetpedion npimel va mapoakorovdovvtar mpwv amd kabe d0om, pe pio
yevikn €€ aipotog, copmepAapBavouévey Tov aplfpod Kot Tov d1opoptkod TOTOL TOV
kevmm%?pmv Kot Tov aplfpov tev aponetaAiov. Ipv and kabe yopnynon ynueodepaneiog tpénet
vo, ’YI@T 1 Broynukég e€etdoelg aiportog, yio vo ektiunel n veppikn kai n nrotikn Asttovpyio. [pty
w@mv évapén kdbe kbhov yoprynong ynuetobepamneiog, ot acbeveic amatteiton va £xovv Tig e€ng
petpnoelg: O andivtog apBpog ovdetepopiimv (ANC-absolute neutrophil count) mpémnet va givan

> 1.500 wotrape/mm? kot 0 aplduodg aponetodiov Tpénet va givar > 100.000 kdttopa/mm?.

H xéBapon kpeatvivig mpénel va givar > 45 ml/min.

H oA xohepvBpivn mpénet va givar < 1,5 @opd g avdTtepns puolohoytkng T, H aikaim
ooopatdon (AP), n actoapaywvikn apwvotpavepepdon (AST 1 SGOT) kou 1 apuvotpaveeepdon g
aravivng (ALT 7 SGPT) mpémet va elvar < 3 @opéc TG avdTEPTG PLGLOAOYIKNG TIUNG. [ TV
aAkaAkn eooeatdon, v AST kot v ALT &ivor amodektés Tpég < 5 popéc e avadtepng
(PLGLOAOYIKNG TIUNG, EAV VIAPYEL OYKOS GTO NTAP.



Ilpocopuoyss ts doong

O1 3000AOYIKEC TPOGUPUOYEC KATA TNV £VOPEN TOV EMOUEVOL KUKAOV TPETEL VO YivovTon e fdorn To
OLLOTOAOYIKO vadip 1 Tn HEYIOTN UN CLOTOAOYIKT TOEIKOTNTO TOL Topa TP ONKay Katd ToV
TPONYyoLLEVO KOKAO ynuetobepaneiag. H yoprynon tng Bepaneiag punopet va kabvotepnoel dote va
HUEGOAPNGEL IKOVOTONTIKO YPOVIKO SLAGTNHLA Y10l TV OVAKTNGN ToL ac0evovg. Metd thv avdktnon,
o1 acBeveig umopovv va cuveyicovy ) ynuelobepaneio, cOLE®VA LE TIG KatevBuvtnpleg odnyieg Tov
[Mvaxkov 1, 2 kot 3, ot omoieg 1obovV Yia T yopnynon tov Pemetrexed Lilly e povoBepaneia 1 o€
GUVOLOOUO UE GLOTAOTIV.

Mivaxag 1 — [Mivakag d0c0royikig dtapopomoinong yia To Pemetrexed Lilly (og
povoOepamneio 1 6€ cvvovacuévny 0epameia) Kol TN 6LoTAUTIVI - ALHOTOAOYIKES TOEIKOTNTES
Nodip ANC < 500/mm? kot vadip aponetariov | 75 % g mponyoduevng 86ong (yia o Q
>50.000 /mm’ Pemetrexed Lilly ka1 yia t) owomhotiv) <\~
Noadip orporetodiov < 50.000/mm?, aveEaptnro | 75 % tng mponyovuevng d6ong (Yo to CU\V '

omd 1o vadip ANC Pemetrexed Lilly kot yo tn oiomlotiv
Nobdip arporetoriov < 50.000/mm? pe 50 % g mponyodevng 66oNG (7;066
aoppayia’, ave&dptnra and 1o vadip ANC Pemetrexed Lilly kot yuo 0 o1 vn)
* Ta Kprrfpia avtd givor ocopeova pe ta Xovinon Kprmpla To&wotrag (Co 1‘6{\1 Toxicity
Criteria - CTC v2.0; NCI 1998) tov National Cancer Institute, opiouog TOQS&@RFC BaBpoo 2
apoppayicL. Acu

Edv o1 acBeveic eppavicovv pn apotoroyikég toSikotnteg > Babpon ?ﬁétl’crég NG VeupoTo&IKoTNTaG),
n xopnynon tov Pemetrexed Lilly mpénetl vo dtokomel Ko va, Kaevséﬂcm, £m¢ TNV LITOYMPNON
QVTAOV, G€ TIUN WKPOTEPN 1 101 UE TNV TN TPO TNG YopNyNnong xiielobepaneiog, yio T0 cuYKEKPIUEVO
acBevn|. H Oepamneia propei vo emavapyicel cOLO®VA LE TIG KO(&uevvrﬁpwg odnyieg Tov Ilivaxa 2.

Hivaxag 2 — Ilivakag 6060A0YIKNG 010.(p0PO oﬁ]‘cng v 70 Pemetrexed Lilly (og
povolepaneia 1 o€ ovvovaGHEVY Bspomsux %T‘m olemhoTivy - M1 Alpotoroyikég
r0§usg'q}tsg «F
Aocnéﬂnetrexed Lilly Adon cremhaTivg
O\ (mg/m?) (mg/m?)
Omnowdnmote to&ucotnTo Babpov 75®)ch TPOTYOVLEVNG dOONG 75 % g mponyoduevNg
3 N 4, ext6c ¢ PAevvoyovitidog ‘O d6oNg
Onowdnmrote diéppota Tov 6\75 % NG mponyoveVNG dOGNG 75 % g mponyoduevng
amortel E160y@YN G€ VOGOKOLEIQ) do6ong
(ave&apttog fabuov) N did,
BaBuob 3 1 4 o)
Blevvoyovitida Ba@u&@ n4 50 % g mponyovuevng 66ong | 100 % mponyovpevng d6oNg

* Zovion Kpn%f&\f'o&momwg (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Instit
P Exctog ra}@wporo&u{émwg

=
e nspi@m] EUPAVIONG VELPOTOEIKOTNTAG, 1) CUVIGTMLEVT TPOGAPLOYT TNG 06onG Yo To Pemetrexed
Lilly, N olomhativn avaeépetol otov [ivaxa 3. H Oepaneia npénel va dakonei edv eppavictel
veppotoicomta Babpod 3 M 4, 6toug cuykekpiuévoug acheveic.

Mivaxag 3 — [Mivakag d060Loykig dtapopomoinong yia To Pemetrexed Lilly (og
povoOepamneio 1] o€ cvvovacuévny Oepameia) ko T cronhativy - NevpotodikotTnTa

BaOuog kotd CTC® A6on Pemetrexed Lilly (mg/m?) Abon cremhotivig (mg/m?)
0-1 100 % g mponyovpevng d6oNS 100 % g mponyovpevng d6oNG
2 100 % g mponyovpevng d6oNG 50 % g mponyodevng 66oNG

* Zovnon Kpuripue To&ikotntog (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Institute



H 0epoaneio ue Pemetrexed Lilly mpémet va dtaxomnel v o acfevic pgoviocetl oroladnmote
OLLOTOAOYIKN M UN aipatoroyikn Toéikotnta Babpov 3 1| 4 €neita amd 2 PEIDGELS TNG YOPNYOOUEVIG
doong 1 dueca eqv TapatnpnOei vevpotolikotnta Babuov 3 1 4.

Eidixoi wAnboouoi

Hlmawuévor acbeveic

Y11c KAMvikEG peréteg dev mapatnpnnkay evoeifelc ovénuévou kKivdvuvou eupaviong avembountmv
evepyelmv o€ acbeveig nAikiog 65 etdv 1 peyaddtepng, cLYKPITIKA [ Toug acbeveic nAwkiog
HIKPOTEPTG TV 65 ETAV. AgV ATOITOVVTOL TEPULTEP® UELDGELS TNG 0OONG EKTOG OO TIG GUVICTMUEVEG
yioe GA0VG Yevikd Toug acheveic.

THoudrazrpirog ninBoouog 0~\9
Agv vrdpyetl oyetikn ypnion tov Pemetrexed Lilly otov maudiatpikd tAnbucspo 6cov apopd 10 N\
Kokon0eg pecodniiopa Tov VIECKITA KoL TO UN-HIKPOKVTTAPIKO KApKivo Tov Tvedpova. ()

Aaobeveic ue veppixn dvolertovpyia (cvvidns tomog vwoloyiouod twv cockeroft koi g ‘ Opv@,uég
OTEPOUOTIKNG O1NOnong, ue uetproeig ue m uédooo Tc99m-DPTA kdabopons opov)

H mepetpesion amofdrietal, Kupimg apeTaPANTY, LECH VEPPIKNG an?,Kprng KAMVIKéG puelétec,
o€ aoBeveig pe kaBapon kpeatvivng > 45 ml/min, dev ypeidotnKoy GALeG T PHOYES TNG
XOPTYOOLEVNG BOONG, EKTOC OO TIG GUVIGTMUEVES Y10 OAOVG YEVIKA TOV eveic. Agv vITapyovv
eMOPKN 0edoUEVa Y10, TN yopnynon g mepetpeliong o acbeveic us Ka ﬁf] KpeATVIVIG UIKPOTEPT

am6 45 ml/min, eropévag SV GLVIGTATAL 1) YPTION TOL Pemetrexed, o10VG aobevelg avtovg (PAéme
napdypago 4.4).

&
Aaobeveic ue nratiky ovolertovpyio O

Agv &yel texunpuodel aiToAoyky] cucyETion Hetasn rm@w AST (SGOT), ALT (SGPT) 1 tng
OAIKN G YOAEPLOPIVIC KOl T®V QUPUAKOKIVITIKOV 181011‘#(0\/ g mepetpeéiong. [apdra avtd, acbeveic
LLE MTOTIKT OLGAELTOLPYia, OTWS e YOAEPLOPTY (3" POPA TNG OVAOTEPTG PLGLOAOYIKNG TIUNG KoM
pe apvotpavoeepdon > 3,0 popéc g owo'orsp@ GLOAOYIKTG TIUNS (QTOVGio NTATIKMV
petaotacemv) N> 5,0 popéc e avadTepng sy AOYIKTG TIUNG (e NIATIKEG LETOOTACELS), OEV £XOVV
GUGTNUATIKA peAeTnOel. N

o®

Tpémog yopfiynong O(\
To Pemetrexed Lilly eivon yia (kaBwL yxpnon. To Pemetrexed Lilly mpénet va yopnyeitot pe
evooPAEPLa Eyyvon Staplcawq AETTOV TNV TPOTN NMUEPO TOL KABE KOKAOL 21 Nuep@OV.

INa tig npocpu?»démg %psmn va Anebovv mpv tov yepioud i tn yopnynon tov Pemetrexed Lilly
KoL yio 0dnyieg oy LE TNV avacvoTooT Kot Ty opaioon tov Pemetrexed Lilly mpiv tn yopriynon,
PAéme n(xpowpa% 6

A&é’\/ﬁa&ag

Yns;&&uc@ncux o7 OPACTIKT OVGI 1} G€ KATO10 amd T £KO0YQ TOV CVOPEPOVTUL TNV TOPAYPUPO
6.19

> yohovyio (BAére mapdypago 4.6).

Yvyyxopnynon He to enPorto tov kitptvov mupetol (PAETe Tapdypapo 4.5).

4.4 Ew0kéc mpogtdomon)oEls Kol TPOQUAAEELS KATA TN Y p1iom

H mepetpe&ion evoéyetatl va TpokaAECEL KATAGTOAN TG AELTOVPYIOG TOL HVEAOD TV OGTMV TOV
exdnrovetal pe ovdetepomnevia, OpouPfomevia kot avorio (| movkouttaponevia) (PAETE Tapdypapo

4.8). H pvelokatactodr] amoteAel T cuvnon docomeplopiotikn toéikdtnta. Ot acbeveic mpémel va
TOPOKOAOLOOVVTOL Y10 EKONAMON LLELOKOTAGTOANG KT T S1dpKELD TNG ¥NUE0Oepameiog kot M



YOPNYNON TNG TEUETPEEIONG TPEMEL VO AVAPAALETOL GTOVG ACOEVEIC, £0C OTOL 0 ATOAVTOC OPLOLOC TV
0vdetepdPIhv (ANC) va emovéddet o > 1.500 kdtTapa/mm? kot 0 aptdudc ToV opoTeTariny va
enavéldetl og > 100.000 kottopa/mm?’. Ot HEWOELS TG SOONG Y10 TOVG EMOUEVOLE KOKAOVE XOPRYNONG
yivovtai pe Bdon to vadip tov ANC, Tov aptBpod TV aHOTETAAIMV Kot TG HEYIOTNG 1N
OLLOTOAOYIKNG TOEIKOTNTOC, OTMG TAPOTNPNONKAY GTOV TPOTYOLLEVO KOKAO Yopriynons (BAéne
mopaypapo 4.2).

Mikpdtepn ToEIKITNTO KAOOC KAl LEIMOT) TV OUOTOAOYIKDV KOl TOV [N OLUATOAOYIKAOV TOEIKOTHTOV

BaBpov 3/4, 6nwg ovdeteponevia, emdpeTn ovdeTEPOmEVia Kol Aoipmén pe ovdetepomevia Babuov 3

N 4 mapotnpnOnke otov xopnyndnke, mpv and ) ynuetobepaneio, aymyrn pe QUAAKO 0&L kot frrapivn

Bi2. Emopévac, 6Aot o1 acBeveic, ol onoiot Aappdvovy Bepaneia pe nepetpe&ion, Oa tpénet va

KaBodnyodvtar yio T Ay QLAAIKOD 0&€og Kat Brrapivng Biz, wg nétpo mpo@uAaing yio usicoc%

G To&IKOTNTOC TNG OYETILONEVNG Le TN YnuetoBeparneio (PAETE mapdypoapo 4.2). 0~\\
N

Agppatikég avtidpdoelg Exovv avapepbel oe aocbevelc mov dev Ehafav, Tptv amd T yn umoe@('tinsia,
aywyn pe éva koptikootepoedéc. H aymyn pe deEapebalovn (1 160d0vapo avtng) npl‘\/@ﬁo’ ™m
ynueobepaneio, UTOPEl Vo LEUDGEL TNV EMMTOOCT KAl Tr GOPapdTNTA TOV dEP uarm%‘wuéﬁpdcawv
(BAéme mapdypago 4.2).

&

Emaping apBpdc acbevav pe kdBapon kpeatvivig Kato amd 45 ml/min 58\(;@21 peAetnOet.
Emopévamg, dev cuvietdrtol 1 yprion g nepetpeiong oe acbeveic pe Kd@(@hn KPEATVIVIG
<45 ml/min. (PAéne mapdypoo 4.2). C

Ot acBeveig pe Nma Eog pétpla veppikn avemdpkela (kKdbopon K wivng omd 45 ¢wg 79 ml/min) Oa
TPETEL VO, ATOPEVYOLV TI| MY UN-CTEPOELODV AVTIPAEYUOVED oapudkov (MZAD), 6mwg
Povmpopaivn Kot aKETVAOGUAIKVLAKS 0&L (> 1,3 g nuepnsifs), yio TOLAGYIGTOV 2 NUEPESG TPV, TNV
010 Nuépa Kt 2 NUEPES PETE TN YOPTYNOT TNG nspsrpii@km (BAéme mapdaypogo 4.5).

21006 aofevelg Le o Em¢ LETPLA VEPPIKT AVETH, 19(1 7oL evoeikvutar va Aafovv Bepaneio pe
mepetpelion, n Anyn MZA® pe poxpd numepi@ amoPoAng Bo mpémel va SloKOTTETOL, Y10l
TOVAGYIOTOV 5 NUEPEC TTPLV, TNV 1010 NUEPA Woukdxwrov 2 NUEPEG LETA TN YOPNYNOT TNG
nepetpeliong (PAéne mopdypago 4.5). N

)

NN
YoBapd veppikd cupPdpota, COUTE Ou[?)avouévng g 0&elag VEQPIKNG OVETAPKELNGS, £XOVV
avapepBel pe v nepetpelion o ofepameio N o€ GUVOLOCUO e AAAOVG YN UEIODEPATELTIKODG

mapdyovtes. [ToAdol amd Tovg €velg OV EPPAVICAY TO, GLUTTOUATO AVTA, Elyov TPOVTAPYOVTES
TOPAYOVTEG KIVOUVOL Y10l AVATTUEN VEQPIK®YV GUUPBAUATOV COUTEPTAAUPOAVOUEVIG TNG
aPLIATMONC N} TNG TPOVAEPYOVGAC VIEPTASTS 1) TOV drafhTn. Neppoyeviig dmotog Stoffing kot
VEPPIKN cOANVApPLoK) YEKPOON avagEpnKay eniong Kot To HeTeYKPITIKO 6TAO10 TG povobepameiog
pe mepetpe&ion N ¥ &spansiag ue mepetpeion oe cuvdvacud pe GAAOVG Y1 UEI0DEPATELTIKODC
napayovtec. Ta @ccémpa ouuPapata VToYMPNGOV LETA TN Stakomn Aymg ¢ tepetpe&iong. Ot
aoBevelc npéné\/a TOPAKOAOVLOOVVTOL GLGTNUATIKA Y10, 0EEI0 COANVOPLOKT] VEKPMOT), LEIOUEVN
VEQPIKT| A pyio kot cvvageig evoei&elg, Kabmg Kl Yo CUUTTOROTA VEPPOYEVODS ATTOI0L Nt
(.. Un?‘% TPLOpia).

H@%pacn NG CLAAOYNC VYPOD GTOV TPITO YMPO, OTWE 1| TAEVLPLTIKN GLAAOYN 1 O AOKITNG, €L TNG
nepeTpedidng, dev ivor TAPOC TPOGIIOPIGUEVT). X pia LEAETN @dong 2 TG mepeTpeéiong, 31
acOeveic cupmaYdV GYKOV UE GLAAOYN LYPOL GTOV TPITO YMPO SEV TOPOLGINCAV Kapia SloPopd 6N
doom G mepeTpeidng OGOV apopa TNV OLOAT GLYKEVIP®GT GTO TAUCUA 1} TV KABapon o GUYKPIoN
pe Tovg acbevelg xwpig GLALOYN VYPOD TPITOL YDPOL. ZVVETMDGC, 1) TAPOYEVTEST] TOV VYPOV TOL TPITOL
X®pov Tpv and 1N Bepaneio pe nepeTpebion Bo mpénet va e&etocel aldd pmopel va unv etvon Kot
amopaitnTn.

AOY® ™G YAoTPEVTEPIKNG TOEIKOTNTOG TG Bepameing cuvdVAGHOD TNG TepeTPeEidng e GlomANTIVY,
&xel mapatnpnOel coPapr apvddtmon. Erouévac, ol acbeveic Oa npémel va Aapufdvouy 1kavomoTikn
avtiepetikn Bepameio kot KATUAANAT EVLOATOOT TPV KoM uetd amd ) ynueiobepamneio.



YoBapd kapdtayyslakd GLUPBAUATO, COUTEPIAUUPAVOUEVOV TOV ELPPAYHIOTOC TOV LLOKAPOIoL Kot
EYKEPUAIKDV OYYELOKDV GUUPALATOV, £X0VV avapepBel GTAVIO 0TI KMVIKEG LEAETEG e TepeTpesion,
Kupiog 6tav yopnyndnke oe cuvdvacuévn Bepaneia pe GALo KutTopoTo&iKd mapdyovta. Ot
neplocdTeEpPOL 0ebeveic, 6TOVE OMOioLE TapaTNPHONKAY Ta GVUPduata avTd, lyay TPOVTAPYOVTEG
Kapdlayyelokog mapdyovieg kivovvou (PAEre Tapdypapo 4.8).

AV000KATOOTOATIKT KOTAGTAON €ivar cuviOng o€ kapkivonadeig acOeveig. g ek TovTOUL, M
ovyyopnynon tev (dviov adpavoromuévey ufoliov dev cuviotatal (BAéne mapdypago 4.3 kot 4.5).

H mepetpeion evoéyetatl va &xet yeveTikd PAONTIKEG EMOPACELS. B0 TPETEL VO GLVIGTATOL GTOVG
GVOPEC OVOTTOPAYMYIKNG NAIKIOG VO UMV TEKVOTTOICOVY KaTd TN dldpKeLa TG ynuetodepameiog, kabmg
KoL Y10, TOVAQYIoTOV 6 Ufveg uetd ) Bepameio. Xvviotdtor va Aapupdvovtor LETpa avTIcOAANYNG 1
amoyn. Eneidn, n Oeponeio pe mepetpe&ion evosyetal vo TpOKAAEGEL U OVOGTPEYILUTN OTEPOTNT
Gvdpec mpémel va cupfovigbovial va avalnToovy 00nyieg oXETIKA LE TN dlaTh pncn/omo(%)ﬁl(&l

OTEPUATOC, TPV Ao TNV Evapén g ¥nuetobepamneiog. o)
Q

1
O1 yuvaikeg e duvatotnTa TEKVOTOINGNG TPENEL VO AapPEVOUV TOTEAECLLOTIKT] OVE N1 KoTd ™

duapketa g Bepaneiog pe mepetpelion (PAEne moapdypoao 4.6). N
[epumtmoeic Tvevpovitdag and axtivoforia £xovv avapepbel oe acbeveig nq"}bﬂmoﬁdkkovmv o€
aktwvobepaneia gite Tpv, KUTd TN SIAPKEL 1} LETE TNV Oy®YN HE TEUETPESDN. ZuvioTdton Wiaitepn
TPOCOYN GE AVTOVG TOVE 0oBeveig kabmg Kkal otn ypfon ALV AKTVOERD! cONTOMOLDV TOPAYOVTDV.
[leprmtmoeic avapvnotikig axtvoPoriag £xovv avaeepbel oe ac(@sig mov voPdAlovtay og
axtivobepaneio mpv amd efSopddEG 1 ypdvia. &O

O
)
N
NA
Pemetrexed Lilly 100 mg kovig yio. moxvo didloua. q_»(t}&apaakevn' d1aAdparog Tpog Eyyvan
AvT0 TO PUPUAKEVTIKO TPOTOV TEPLEYEL M{(’)rsp‘é@té 1 mmol vatpiov (23mg) avd @laAidio, eivar avtd
oL ovopdlovpe «ehevBepo vaTpiovy. Q

RN

Pemetrexed Lilly 500 mg kovig yio. mxy\?@zdivua Y10, TOPOOKEDT] JIAADUOTOC TPOG EYYDON
AvT0 TO POPUOKEVTIKO TPOTOV TTEPLEYEL Tepimov 54 mg vaTpiov avd PlaAidlo, Tov wodvvapel pe 2,7 %
¢ cuvicTO eV amo tov II0Y @ GTNG NUEPNOLOG TPOGANYTNG 2 € VOTPIoV HEGH SLOTPOPTG Yia
évay eVMKOL. <O

N\
4.5 A)»kn)»sntﬁpdcau@@dkka POPRUKEVTIKA TPOTIOVTA Kol GAAES HOPQPEG aAANAETIOpOONG

"Exdoya

H mepetpetion mx&%ﬁo AGYO amoPdAleTon apeTAPANTN amd TN VEQPIKT 000, LECH COANVOPLUKTS
OTEKKPLONG KoL Qk-uu(p(')rapo Babuod pe onspapatikn Smbnon. H cuyyopnynon tov veppoto&ikdv
POPUAKOV ('& 0l OUVOYAVKOGIOEC, TO SLOVPNTIKG TNG AYKOANG, T TAPAY®@YQ TG TAATIVIG, N
KUKAOGTIO EVOEYETOL VO £YEL GOV AMOTEAEG L TNV EMPPadLVeN ¢ KaOBapong ¢ mepeTpe&iong.
Amonteityr Tpocoyn Katd T cuyyopnynon pe ta papuoka avtd. H kdBapon kpeatvivig Bo tpémet va
Top ovbeitan otevd, 6mov Kpivetar avaykoio.

H ovyyopnynon pe popuokenTikég oVuciec, ol 0moieg emiong amofdAloviol HECH COANVOPLOKTG
OmEKKPLONG (.. TPOPEVESION, TEVIKIAAIVY), EVOEXETAL VO EYEL MG ATOTEAEGLLO TNV EMPPAIVVOT TNG
KkGOapong ¢ mepeTpelidng. Amarteital Tpocoyn KOTA T GLYXOPTYNOT VIOV TOV QAPUIK®Y LE TNV
nepetpi&ion. H kabapon kpeatvivig Oa pémet vo mopakoiovdeital 6teva, 6mov kpiveTal avaykaio.

Y& aoleveic pe puGLOAOYIKT VEQPIKN Asttovpyia (kKdBapon kpeatvivng > 80 ml/min), | Aym peydrmv
00EMV UN-CTEPOEODMY AVTIPAEYUOVOOIDY Papudkmv (MZAD, dnwg tPovrpoeaivig > 1.600
mg/MUepnoimg) Kot aKeTLAOCGAAKLAKOV 0&€0g (= 1,3 g/muepnoing) evoéyetal vo LELDTEL TNV
Kk@0apomn g TEPETPEEIONG KOl GUVETMOG VO, ENGEL TNV EUPAVIOT) TV CXETILOUEV®V LE TNV
nepetpesion avemBountov evepyelwv. Enopévag, amatteital mpocoyn dtav xoprnyouviot LEYAAES



d00e1c MEAD 1] akeTVAOGAATKLALKOD 0EE0C, TALTOYPOVA LLE TN YOpNyNon TePeTpesiong o€ acbeveig pe
(QVOI0AOYIKN VEPPIKN Agttovpyia (kdOapomn kpeatviving > 80 ml/min).

Y& aoBeveic pe o £mg péTpla veppikn avendpkelo (kaBapon kpeotvivig oo 45 £mg 79 ml/min), 1
TaVTOYPOVI YopNYyNoN TG TepeTpetione pe MEAD (6mwg 1 Povmpoaivn) N e peydreg 06Gelg
OKETVAOGOAIKVAIKOD 0E€0G, Oa TPETEL VL mOPEVYETOL Y10 2 NUEPES TTPLV, TNV 1010 UEPX Kot 2 NUEPECS
UeTa TN yopnynon g nepetpeéiong (PAéme mapdypapo 4.4).

AOY® ToV OTL OgV LITAPYOLVV OESOUEVA GYETIKA UE EVOEXOUEVT] oAANAeTTiIdpacn pe MZAD mov &yovv
UeyoATEPO XPOVO MUEONG, 0TS 1) TPOEIKAUN 1 1| POPEKOEIUTT, 1] TOLTOYPOVT] XOPYNOT LE
nepetpelion o acbeveic pe N 0 LETPLOL VEPPIKT] OVETAPKELX TPETEL VO SLOKOTTETAL Y10
TOVAGYIOTOV 5 NUEPEC TTPLV, TNV 1010 NUEPA. KOl TOVAUYIGTOV 2 NUEPEC UETE, TN XOPNYNOT| TNG '
nepeTpeéiong (PAéne mopdypapo 4.4). Eqv n tavtdypovn yopnynon tov MEA® eivar anapoitnTy;
acBeveic Oa mpémel va mapaxorovbodvtal 6TeVa 0¢ TPog TNV To&IKdTNTA, EIOIKA TNV uvskomc{l OAN
KOl TNV YOOTPEVIEPIKT TOEIKATNTO. AO
H mepetpeion veiotatot tepropiopévo nratikd petaforiopd. Ta anotedéopato ané ‘ Qétsg in vitro
Ue avOpOTIVO NITOTIKG (KkposUdTio, £3€1Eav 0TL 1) TEUETPEEION eV avauEVETOL vo@pomﬂ»éca
KAVIKG GMUOVTIKY GVOGTOAN TG LETAPOMKNG KAOUPOTG TV QOPUAK®OY TOL p&@s\ﬁoMCovrou amo To
AN

)

CYP3A, CYP2D6, CYP2C9 ka1t CYP1A2. Q

<
o
AOY® ToV awéENpéEVoL Kivovvou Bpoufmcemy 6Tovg K(lpKWOﬁ(lGSi@G@SVSL’g glvar cuyvn M xpnon
OVTUTNKTIKNG oy ync. H vynAn dtotopikn S1akopovern og tp V KOTAGTOOT TNKTIKOTNTOG KOTE TN
Suapkele TV voonudtov, Kot 1 mlavoétta oAANAETIOpaC C 0TO TOL GTOUATOG YOPNYOOUEVIG
OVTUTNKTIKNAG Ay®YNG KO TNG OVTIKOPKIVIKNG yNUeElofepastetoc, amattel avénuévn cuyvotnta
mapokorovdnong tov INR (International Normalised 0, AteBviig Ouaromomuévn Xyéon), o
TEPIMTO®ON TTOL OmOPUCIoOEl N YopyNon amd TO 0TOG AVTITNKTIKOV QUPUOK®OV 6TOV 0cOeVT.

AMNAETOPAGEIC KOWES 6€ OAL TO KUTTAPOTOELKA QOPLLOKO,

AvTevdgikvoTal 1) TOVTOYPOVT] YOPNYNoN: Eu&%v KiTp1voL TupeTov, AOY® TOL KIVOHVOL
Bovatneopag yeviKeLUEVTG acbévelag a‘néo@ xopnynon tov guPoriov (BAéne mapdypago 4.3).

NN
Agv gvdeikvutal 1 TALTOYPOVT YOPT On: ZOVTov-adpavonompuévey epPoriov (exktog Tov eufoiliov
KITPIVOL TLUPETOV, Y10, TO OTOI0 AVIEVOEIKVLTOL 1] TOLTOYPOVN XOPTYNOT), AOY® KIVSUVOL
GULOTNUOTIKNG, EVOEYOUEVMG Gg{®rn(pépag, acBéveroc. O kivduvog avéaverol og acbeveic mov
Bpiloxovtor 101N o€ 0VOGOKOTROTAATIKY KATAGTOON AOY® TOL VIOKEILEVOVL VOOT|LOTOG. XTLG
TEPIMTMOGELG AVTEC unopse') yopnynoet £va adpavomonpévo guPorto, 6mov ovtd dtotifetaon

(TmoAlopvEATIONG) (B@ Tapaypogo 4.4).

4.6 Fovm()‘r%s@,qmncn Kol yolovyia
O

Tuvaikec ué‘.%‘bvarémw TeKvVoToinons / AvticOAANWN GE AVTPEC KO YOVOUKEC

TMovaiges e duvaToOHTNTO TEKVOTOINONG TPEMEL VO YPNCLLOTOLOVY OTTOTEAECUOTIKT AVTIGOAANYT] KOTA
rn@apksux ¢ Oepamncioc pe mepetpe€ion. H mepetpelion evocyeton va &xet yevetikd {nuioyoveg
EMOPACEIS. LTOVG AVOPES AVATOPOYWYIKNG NAKIOG TPETEL VO GLUVIGTATAL VO LNV TEKVOTOIGOVY KOTA
T SdpKeln TS ynueobepameiog, kKabmG Kot Emg 6 piveg petd ™ Bepaneio. Zuviotdton va
AapBavovton HETPO AVTIGOAANYNG 1 OTToyY].

Konon

Agv vrdpyovv dedopéva amod TN xpnon g mepetpesiong og £ykveg yovaikes, oA ) mepetpetion,
OGS Kol AAAL @apuaKo avTi-petafolriteg, evosyetal vo tpokaiel cofapég ouyyevelg dapaptieg, otav
yopnyeitar katd 1 didpkela TG Komone. Merétec oe (da kotédelav ToEKOTNTA TNV
avamopoy@ykn tkavotnto (BAéne mapdypago 5.3). To Pemetrexed Lilly dev mpénet va
XPMOLOTOEITAL KATA TN OAPKELY TG EYKVLOGVVNG, EKTOG EAV €IVl CAPDS OMAPAITNTO, PLETH TNV



TPOGEKTIKY EKTIUNGCT TOV AVAYK®V Y10l TI UINTEPO KO TOV EVOEXOUEVOD KIvELVOL Yia To EuPpuo (PAEre
Topaypaeo 4.4).

OnAacpdg

Eival dyvooto edv n mepetpelidn anekkpivetol 6To UnTpiko YOAo Kol 0eV UTOPOLV VO, ATOKAEIGOODY
avETOOUNTES aVTIOPACELS 6TO BPEPog mov BNAGlel. Zuvem®S, GLVIGTATOL VO, SIUKOTTTETOL 1] YaAovyio
KaTd T odpketla g Bepaneiag pe mepetpe&ion (PAEne mapdypapo 4.3).

Tovipdmro

Eme1dn, n Oepancio pe nepetpelion evosyetol va TPOKOAESEL U1 OVOGTPEYLUN GTEPOTNTA, Ol dvﬁpz'@
TPENEL VO, SLUPOLAEVOVTAL VO, valNTHGOLY 001YieC GYETIKA e T Slathpnon/anobnkevon cmép@o\ﬂwg,
TP amd v Evapén g ynueobepamneiog. Cu\

o}
4.7 Emopaceig 6Ty IkavOTHTO 001]Y161G KO YEIPLGHOD U OVI|LATOV OA

1

€V TPUYLLOTOTOONKOV HEAETEG GYETIKG LE TIG EMOPACELS OTNV IKAVOTNTO oﬁnyncﬁg KOl YEPIGHOV
pnyevnpatov. Qotdco, Exel avapepbel 6TL n Tepetpedion evoéxeton vo TPOKUAEGEL KOTMON.
Enopévag, ebv mapatnpndei to cupBéy ovtd, or acbeveig Oa mpénet va amopghyovy v 0diynon M o
XEWPIOUO LUNYOVIUATOV.

4.8 AvemOOunTeg evépysieg ! Q.(’>

IIepiinymn Tov TPOoEIA AGEAAELNC Q

O1 1o GUYVE avaEEPOLEVES OVETIOVUNTEG EVEPYELEG nox@&zrigovml LE TN Yopnynon nepetpe&iong,
elte w¢ povobepameia 1 wg cuvovacuévn Bepamreia, £ViT HVELOKATOGTOAN TOL EKONADVETOL MG
avaipio, ovdeteponevia, Aevkonevia, Opopfomrevi YOO TPEVTEPIKES TOEIKOTNTES, TOV EKONADVOVTOL
¢ avopeia, vavTtia, EUETOG, O1Gppola, SVCKOL Ta, opLYYITId, fAeVVOYOVITION Kol GTOUATITION.
AAlec avemBOUNTEG EVEPYELES nsplkauﬁdvowscppucﬁ To&IKoOTNTA, OVENIEVH ETITESL
QULVOTPOVOPEPACOV, BAmTEKIN, KOT®ON, 8PpLddT®on, e£dvinua, Aoipumén /oiyn kat vevporddeia.

)

Yrdvia avopepOeiceg avembounteg 8\/:"@ 1€G TeptAapPdvouy to cvvdpopo Stevens-Johnson kot

TOEIKY EMSEPUIKT VEKPOAVOT). O'é
[epiinyn Tov avembiuntwy g@wsm’w GE LOPON TIVaKO,

N\
O mivaxog 4 nspmauﬁéwégg avemBOUNTEG EVEPYELES AVEEAPTNTA OTO TNV OUTIOAOYIKT TOLG
GLGYETION e TNV xo%ﬁ@cm g mepetpeiong eite wg povobepaneia eite 6€ GLVOVAGHO LE GIGTANTIVY
OMOG TPOKVTLTOVV 00 TG Baowcég eykpirikég peréteg (JMCH, JMEL JMBD, JMEN «ai
PARAMOUN'Q\*m amd TV mePiodo PETd TNV KuKAOQOpia TOV TPoidvTOG,.

O
Ot avem0y qfsg EVEPYELEG POPUAKOVL OvVOPEPOVTOL AVE KT YOpia 0pYyoviKoD GUGTIILOTOS COLPMOVOL
LE TO RA. H ax6iovdn couPacn éxet ypnoiporom0ei yio tnv ta&ivounon g ouyvotntag: mol

oL @Q 1/10, ovyvéc > 1/100 émg <1/10, oyt ovyvég = 1/1.000 éwg <1/100, ordvieg = 1/10.000 £mg
<I¥.000), ToA0 omavieg <1/10.000 kot pun yvootég (0ev umopovv vo, ektiunbodv ue Pdon to drebéoipa
dedopéva).

Mivakag 4. ZuyvoTNTeS TOV AVETOOUNTOV EVEPYELDOV OLMV TOV Badp®v aveidptnTa 0mwd TNV
oatiotnTa Tpogpyopeveg amo Tig Pacikéc eykprrikéc peréteg: JMEI (ALIMTA évavti
Ntocera&éing), JMDB (ALIMTA ko Xwomwhativy évavit GEMZAR ko Zwemhativyy,, JMCH
(ALIMTA ko1 Ziwothativy évavtt Ziemhativny), JMEN kot PARAMOUNT (Ilepetpegion poli pe
™ PELTIGTI VTOGTPIKTIKY] QPOVTION EVAVTL TOV ELKOVIKOD PUPRAKOV ovV TN PEATIOTY
VTOGTIPIKTIKY] PPOVTION) KUl 06 TNV TEPI0O0 PHETA TV KVKAOPOPiX TOV TPOIOVTOG.



Katmnyopio/ IMoA0 ovyvés | Xoyvég Oy ovyvég YXravieg IToAv Mn
0PYaVIKO OTAVLIEG YVOOTES
cVoTRO
Katd
MedDRA
Aooéeig kol | Aoipwén® Inyorpio? Agppo-
nopacitocelg | Gapuyyitida VTOdEPLLOTI-
T100
AwotapoyEc Ovdeteponevia | Eumopem ITavkvttapone- | Avtodvoon
TOL Agvkomevia ovdeteponevio | via OLLOAVTIKN
opomonTikoy | Awpooeoipivny | ApBudc avorpio )
KOl TOV Heltpévn OLUOTIETOAIWV 0‘\~
AEpLPUCOD LELMUEVOG ‘u\
GUGTNUOTOC . (o)
Awotapoyéc Ynepevoiohn- Avogura- |, OA
0V cia KTIKN *él
OVOGOTOTI- K(X’E(lﬂ)m&{&
KOV , <
GLGTAIATOC O
AwotapoyEc Apuddtmon ZOCUA
OV
petaforiopon ‘\Qg”
KO TG OQ
Opeyng _Q
Awotapoyéc Awotapoyéc Aws@%’
TOL VELPIKOD TG YELONG EYKEPOALKO
GLGTILLOTOG [eprpepucn \@p av
KLVNTIKN zoq DIoyayuko
vevpomabetd| ayyelakd
[Meprpepudin EYKEPAMKO
oucbn ENEIGOS10
vevgoradsio Evdoxpaviaxn
Z& opoppayio
OpBahpucég )Eftmapmdnéia
Srotapayég '\O EnpoeOoipia
- '04 AaxpHppora
o aENUEVN
&R Enpn
Q) KEPUTOETITE-
AQ{' puKitida
(0\5 Oidnpa
o‘{‘ Brepdpov
\} Noécog ¢
R opBatpkii
Q EMUPAVELNG
Kopdiaxég Kopdiakn 2mOayym
dlatapayés OVETAPKELQL "Epopaypo tov
AppoOpia pokapdiov
Xtepavioio
vd60g
YrepKotAMok
appvbuia
Ayyelokég IIeprpepucn
Srotapayég oyopia?
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Awotapoyéc ITIvevpovin
OV gpuporn
OVOTTVELGTL- Aldpeon
K00 nvevpovitdal
GUGTNLOTOC,
Tov Bdpaxa
KOl TOVL
puecobwpaxiov
Awotapoyéc Yropotitidn Avormeyia Ayoppayio Tov
OV Avope&ia Avokotmotnta | opbod
yaotpevtept- | Epetog Kotuaxo Ayoppayio Tov
KoV Aldppoia dhyog YOGTPEVTEPLKOD O
GULGTILLOTOG Novtio COAMVA 0~\~
Adtpnon tov ‘u\
EVTEPOV o)
Ocooayitida . OA
KoAitioa® 1+
AwotapoyEc Apvotpavope Hrotitda <}’
TOL NTOTOG pdon g ) 403
KOL T®V ahovivig Q>
2OANPOpeV avénpévn QN
AomopTiKn (ZO
OLLVOTPAVOPE- ‘\Q. P
paon OQ
ovénpévn Q
Awotapoyéc E&avOnua Ynépypwon }O EpOnua ZOVOPOLO
Tov 0épuatog | Amoporidmon | Kvnoudg \S{' Stevens
KOl TOV Tov oépuatog | [ToAvpoppo 0'{- Johnson?
VTOdHPLOV gpuOM U > To&um
16100 Alomexio ‘S,O EMOEPHIKN
Kvidoon Q\ vekpolvon®
, 0\5 Ieppryoetdéc
o Agppotitida
O’é TOLPOAVY®D-
D ong
,\O Eniktntn
. 'OA TOUPOAVY®D-
o) g
<\Q emOEPUOAD-
1 Grl
AQ{-O EpvOnporo-
(U\)\ deg oidnuot
0{: Yevdokvtro-
\} pitida
Q.Q Agpportitidon
Q "ExCepa
Kvien
AwotapoyEc Kd&Bopon Neoppum Neopoye-
TOV VEQPOV KpeATIVivig OVETAPKELDL VNG Gmo10g
KOl TV HELOUEVN PvBuoc oapnng
0VPOPOPWV Kpeativn OTEPAUATIKNG Nékpoon
000V aipotog dmbnong VEQPPIKOV
ovénuévn® UELOUEVOG COANVO-
plwv
levucéc Koénwon MMupe&ia
SlotapayEg Alyog
Kol Oidnua

1"




KOTOOTAOELG OwpoKiKod
¢ 0000 dyog
xopnynong Qheypov
BAevvoydvou
[Mopaxiivikég v-
eketdoelg YAOVLTOUVATPO
voQepdion
ovénpévn
Kokdoelg, Owopayitida dovopevo
NAnmpidoeig oo akTvoPoAia | ovaKANnoNg
KO ETUTAOKEG [Tvevpovitida
BepamevTikdV omd aktivoBolia )
YEPIOUDY PN
PE— ; ; L
Le N ywpig ovdetepomevia %
P 6e opiopéveg mepintdoelc Dovatneopo. o)
Y LepIKEG POPEC KATEANEAY O VEKPMOOT TV AKPOV . OA
% LIE OVOTVEVGTIKY] AVETAPKELDL \\CU
¢ TapatnpnOnke HOVO 6€ GLVOVAGUO LE GLIOTANTIVN 2\
¢ kupilwg TOV KETO GKpOV ) A®

Avopopd mHavoloyouUEVEV OVETIBOUNTOV EVEPYEIDY
H avaopd mboavoroyodpuevov avemBountwv evepyeidv HETA omd ™ ;(@mmcn aderoc Kukhopopiog

TOV POPLOKELTIKOV TPOIOVTOG givar onpovTik. Emitpénet (SI)VS poKoAovOnon g oyéong
0PEALOVG-KIVODVOD TOV QUPHOKEVTIKOD TPOTOdVTOoC. Znteital and enowyekpansg vyeiog va
AVOPEPOVY OTTOEGONTOTE THAVOLOYOVLEVES OVETIOVUNTES EVERYELEG LECM TOV EBVIKOD GUOTILOTOG
avapopds Tov avaypdeetor oto [Hopdpmua V. {}O
4.9 Ynepdooolroyia 0{9

A

To copmtopata vTepdocoioyiog mov £xovv ave@epbel, mepthapfdavouy ovdetepomevia, avaipia,
BpouBonevia, BAevvoyovitida, achntikh moAgugvpomdbeia kot eEavbnua. Ot avopevopeveg ETITAOKES
™G VIEP30GOAOYIAG EiVaL 1] KATAGTOAN TOBPVELOD TV OGTAOV, TOL EKIMAMVETOL HE 0VIETEPOTEVID,
Opopporevia ko avarpio. Eniong, evdgetan va mopatnpndel Aoiuwén pe 1 yopic mopetd, didppota
kav" Prevvoyovitida. Edv vrdapyet @wia VIEPOOGOAOYING, Ol aoBeveic mpémel va mapakolovBovvTal
ne yevikég e£eTACELG QULOTOC KoL TBpETEL VaL AGPovv VTOGTNPIKTIKY ay®YN OTAV OTOLTELTOL.

0\
H yxpfion puikivikod acBegHOU/@LALIVIKOD 050G, Y100 TNV AVTIUETOTION TNG VIEPIOGOAOYIAG IE
nepetpelion, 0o mpémel yeheteraleton.

R

5. (I)APN@%AOF IKEX IAIOTHTEX
51 @ KOOVVOUIKEG 1O10TNTEG

d?)éé@goespanamucﬁ Katnyopio: AVIvEOTAUGLLOTIKOL TOPAYOVTES, AVTILETAPOAITES, ovaAOY
VAoV 0&éoc, kKmduog ATC: LO1BA0O4

To Pemetrexed Lilly (mepetpe&ion) eivar £vag TOAAATADV-CTOY®OV OVTIKOPKIVIKOS OVTUPOAKOG
TOPAYOVTAG, O 000G AGKEL T1 OPAoT] TOL OLUKOTTOVTOG CTOVTIKEG UETAPOAKES O10d1KAGIES, TOV
e€apTOVTOL OO TO VALK KOl EIVOL OTTOPUITITEG Y10 TOV KVTTOPIKO TOALUTAUGIOGLO.

In vitro peléteg éxovv deilet 6TL 1 TEPETPEEION CLUTEPIPEPETOL OG TOAAUTADY GTOHY®V AVIIPOAKOG
TOPAYOVTAG, LECH TNG OVOGTOANG TNS BuuidvAkn cuvBetdong (TS), g S1DdpopuAAKNG
pedovktdong (DHFR) kot g poppvrotpaveeepdong tov yAvKivapuduol pipovoukAeotioton
(GARFT), mov elvar onuavtikd, eEapTdUEVE TOV PLAAKOD, EVOLLO TTOV EUTAEKOVTIOL GTNV €K VEOD
Brocvvbeon tov vovkieoTdimv g Bupudivng kot tng movpivng. H mepetpelion petapépetal evidc tov
KUTTAP®V, LEGM TOV PETAPOPED AVITYUEVOL POALKOD KOl LEGEH TOV LEUPPUVIKDV TPMTEIVIKOV
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LETAPOPIKMDY GLOTNHATOV TOL GLVOEOVTOL e TO POAMKO. Evtog Tov kuttdpov, 1 mepetpelion
LETUTPEMETAL YPIYOPO KOL OMOTEAEGILATIKA GE€ TOAVYAOVTOUIKEG LOPQES, LEC® TOV eVEDLLOD
@oAvAmodlvylovtapky] cuvletdon. Ot TOAVYAOLTUKEG LOPPEG TOPAUEVOVY EVTOG TMV KLTTAPMV Kol
elvan meplocdtepo oyvpoi avactoreic e TS ko tng GARFT. H petatpont 6e moAVYAOLTOLUKEG
Hop@g eivar pia dtadikacio eEaptdpevn omd 1o ¥pAVo Kol 1 GUYKEVTPMOT) KOl 1) 0TToid
TPOYLOTOTOLEITOAL EVTOG TMV KAPKIVIKOV KVTTAP®V Kol G€ HKPOTEPO PoBO GTOVG PLGLOAOYIKOVG
16tovg. Ot ToAvylovtapkol petaforiteg Exovv avénuévn evookutTopikn didpkeia NULONg, Le
OTTOTELECLLOL TNV TTOPATETOUEVT SLAPKELX OPAONC TOV PAPUAKOV GTO KOPKIVIKGE KOTTAPO.

KMvikn omoteAeopatikdTnTo,

MeooOnliouo. 9
H EMPHACIS, pio ToAVKEVTPIKT, TUYOLOTOUEVT, ATAN-TOPAT, PAoTG 3, KAVIKT HEAETN TNG ~\\
mepetpeliong pali pe oromiativn Evovtt povig g olomAativng oe acbeveic, yopic mponyod Ly \’9
xmuetoBepameia, pe Kakonoeg pecotniiopa vrelokota, £5€1Ee 0Tt o1 acBeveig mov Ehafoav @%’ansiu
ue mepeTpe&ion Kot olomAiativ oy KAVIKA GNUOVTIKO ETITAEOV OQELOG OLAUECTG sat}%;cmg 2,8
UNVOV, GLYKPITIKA HE ToLg acbeveig mov Elafav poévn T clomiativn. <\\\

Kotd m dibpkeia e kKAvikng perémne, mpootédnkav ot Oepaneia tov acdev@rovuminpmpoto
YOUNANG dOOMS PLAAIKOD 0EE0G Kot Prrapivng Bia, mpokeipévov va peimbet Tk‘go wotTa. H
TPOTAPYIKT OVAALGT OLTNG TNG KAWVIKNG LEAETNG TPOYLLOTOTOONKE GTOWEANOBLGLO SAV TV
acBevmv oL TuYooToONKaY 6g opdda Bepameiog Kot ot omoiot EAaf GPLLOKO TNG LEAETNG
(ToyoomoOnicay ko Erafav Bepamneia). Mio avdivon Twv vwooud TPOYUATOTOMONKE GTOVG
acBeveic mov Ehafav cuumAnpopate GLAAIKOL 0&£€0g Kot Prrapty 12, KB’ OAn TN ddpKela TG
Bepameiog g peAETng (TANPNG YOPNYNOT CLUTANPOUATOV). TOTEAEGLLOTOL VTMV TWV OVOADCEWDY
TNG OMOTEAEGLOTIKOTNTOS TOL Papudikov, cuvoyiloviol oteadikoiovbo mivao:

Mivokog 5. ATOTELECPATIKOTNTO TG nausrpsﬁi&gﬂ;b owthativy évavTt oleTAaTivI|g
0T0 KoKON0gg pecodnriopa vrelmkota ‘O(U\
o

Acbeveic Tov TV OO 0N KOy AocOgveig mov éhapav TAnpn
Jxai fhapav Oepameia AYOY1] RE COUTANPOUCTA
MopapeTpog amoTELEGRATIKOTNTAS g@;pséiﬁnl XiomhaTivy MepeTpetion/ | Xwomhotivy
é enhaTivy owemhativy
Q- (N=226) (N =222) (N =168) (N=163)
Atdpeon cuvolikn emiPimon (uﬁv@b 12,1 9,3 13,3 10,0
(95 % CDhH A (10,0144 (7,8-10,7) (11,4-14,9) (8,4-11,9)
Tym-p Log Rank® o 0,020 0,051
Awgpecog ypovog vIoTp *Tov 5,7 3,9 6,1 3,9
bykov (witves) &
(95 % CI) fa (4,9-6,5 2,8-44 (5,3-17,0) (2,8-4,5
Tu-p Log Rapk%— 0,001 0,008
XpOvoC pn-gyauioKpiong ot 45 2,7 4,7 2,7
Gspansig&sg)
(95 % (3,9-49 (2,1-29) (4,3-5,6) (2,2-3,1)
Tyhdrov Log Rank® 0,001 0,001
OAKO TOGOGTO avtomokpionc? 41,3 % 16,7 % 45,5 % 19,6 %
(95 % CI) (34,8 —48,1) (12,0-22,2) (37,8—-534) | (13,8-26,6)
Twn-p Fisher’s exact® <0,001 <0,001

Xvvtopoypagio:

CI = dibotnpo EUmIETOGVUVNG

*H Tui-p avoa@épetor otn cVYKPLon HeTa&d TV Opadmy.
P v opdda vd mepetpeEidn/ciomhativy, o1 acOeveic TuyoomomOnkay kat Elapav Oepameio
(N=225) ko1 ot acBeveic mov Ehafav TANpN aymyn pe copminpopato (N=167)

[TopatnpnOnke 6TATICTIKA CNUAVTIKT BEATIOOT GTO KAMVIKA CUOVTIKO COUITTOUOTO (TOVOC Kot
dvuomvola) Tov oyetiCovtal pe 1o Kokondeg pesobniiope vrelwkdta, oTnv opdde acbevov Vo
nepetpetion/comiativn (212 acBeveic) évavtt tng opdoag acbevav o Bepameio pe povn
olomiativn (218 acBeveic), ue ) ypron e Kiipokog Extiunong tov Zvurtoudtov tov Kapkivov
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tov ITvevpova (Lung Cancer Symptom Scale). Exiong, mapoatnpiOnkay 6Tatiotikd onuavTikég
O10popEC OTIC SOKILOGTEG TG TVELHOVIKNG Asttovpyioc. H didkpion petald tov opddmy Bepameiog
emrtevynie pe  Peltioon g TVELUOVIKNG AEITOVPYING 6TO OKELOG TNG TEUETPESidNG/clomAaTivig
KOl TNV EMOEIVOOT TNE TVELVHOVIKNG AEITOVPYIOG LLE TO YPOVO GTNV OLLAdN ELEYYOV.

Yrdapyovv mepropiopéva dedopéva o acbeveic pe kaxombeg pecodniiopa vrelorkota tov Elafoy
novoBepaneio pe mepetpe&ion. H mepetpe&idn oe 86om 500 mg/m? peretiOnke og povobepaneio oe 64
aoBevelc pe Kakombeg pecobniiopo vrelmkdta, wov dev eiyav AdPet Tponyovpévmg ynuelodepamnsia.
YVVOAIKA, TO TOG00TO avtamokpiong nTav 14,1 %.

Mn-urporvtropikog kopxivog tov mvevuovo, (NSCLC), Oepameio devtepns ypouuns

Mio TOAVKEVTPIKT, TUYOLOTTONLEVT], OVOIKTY] KMVIKN HEAETN, aoNG 3, TG mepetpe&iong évavtt rngo
v100eTaEEANC, 08 00OEVEIG [IE TOTIKA TPOYWPMUEVO 1) LETAGTUTIKO, LT)-LUKPOKVTTAPIKO KOPKIVO
avedpova (NSCLC), petd amd apykn ynueodepaneia, £6eiée, diauecovg ypodvovg emifinonc Ty 8,3
pnvav, yo toug acbeveic mov Ehapav Oepaneio pe nepetpetion (ITT-Intent to Treat PopulatioH,

n = 283) kot towv 7,9 unvov yuo toug acbeveic mov EraPav vrooeta&éin (ITT, n = 288)‘. B%prud]
mueobepaneio dev mepreddpPove mepetpetion. Avaivon g enidpaong Tov 10107:&@1) TOTOV TOV
UN-HKpoKVTTOPKo Kapkivov Tov vedpove (NSCLC) oto amotélecua e Oepamsielg 6T GuVoAK)
emPioon, £de1&e vepoyn ™G mepeTpe€iong Evovtl TG VIoseTa&éANG o€ achey @8
UN-HKpoKkvTTOptko Kopkivo Tov tvevpove (NSCLC), ek10¢ TV TEPINTOCE VTOL TO! TAOK®OON
KOTTOPO KUPLopyovGay 1otoAoyikd (n=399, 9,3 évavt 8,0 unveg, Tpoca, UEVOG OYETIKOC KivOLVOg
HR = 0,78, 95 % CI = 0,61-1,00, p = 0,047) ko1 vIepoyn Tng VIOGETA sﬁh?ng TO TAOK®OT KOTTOPQ
Kuplapyovoav 16toroyikd (n=172, 6,2 évavtt 7,4 pivec, TpocapLogiévog oyeTikog kivovvog HR =
1,56; 95 %, CI = 1,08-2,26, p = 0,018). Aev vafpyav KAMVIKA o1 Q\m(ég OLPOPOTOCEL AVAETH
GTLG OVO LOTOAOYIKEC VITOOUAOES, OGOV APOPE TO TPOPIA ac(pd@g ™G nepeTpeEiong.

[epropropéva KAvika dedopéva and pia Eexwpiotn, w@m HEVN, eheyyOUEVT] KAVIKT] SOk,
ddong 3, delyvouv TG 01 TAPAUETPOL LETPTIONG TNG nb-rakscuarmémwg (ovvoAm emPimon,
emPimon ehevBepn LLOTPOTNC) Y10 THV mepetpekton sivon mapopoes petald Tov achevdy Tov
TPONYOLEVWG glyav AdPel Oepameia pe vrocar@n (n=41) ko1 v acBevadv mov dev elyav AaPet
mponyovrEVmG Bepameia pe viooetaléin (n ERS 0)

Hivaxag 6. AToTEAECPATIKOTTA %@Quarpaéiﬁng évavt TG vrooetaééing otov NSCLC - ITT

Py min0vopné
\\U Hepetpetion | NtooeToééin

Xpovog empimong (uveg) ,\OV (n=283) (n=288)

»  Atdpecog(m) 8,3 7,9

= 95%Clywto @alaco xpOvo (7,0-9.,4) (6,3-9,2)

= HR 0,99

= 95%CI W§0 HR (0,82 - 1,20)

. Ttuﬁ-px&m-Karwrspéme (HR) 0,226
Empioon gzsbl’)'ﬂspn vrotTpomg (u1veg) (n=283) (n=288)

] €01 2,9 2,9

. (95 % CD 0,97 (0,82 — 1,16)
)g@&‘anowxiag ¢ Oepameiog (veg) (n=1283) (n=288)

= Audpecog 2,3 2,1

= HR(95%CID 0,84 (0,71 - 0,997)
Avtamokpion (n: aplOudg acbevav Tov TAnpodv (n=264) (n=274)
TO, KPP0 Y10 AVTATOKPLoN)

s Tlocooto avtandxpiong (%) (95 % CI) 9,1 (5,9-13,2) 8,8 (5,7-12,8)

»  Ztabepn vocog (%) 45,8 46,4

Yvvtopoypagpieg: CI = oo epmictocvvng, HR = oyetikog kivouvoe,
ITT (Intent to Treat) = TpdBeon Bepamneiag, n= cLVOAKOS apBPdS acBevdv.

Mpu-purporvtrapixog kopiivog tov mveduovo, (NSCLC), Oepomeio mpaths ypouuns
Mio TOAVKEVTPIKT], TUYOLOTIONLEVT], OVOIKTOV GYEOAGOD KAWVIKY] HEAETT), Daong 3, e mepetpe&iong
o€ ouvdvacpod pe olomiativn (PC), évavtt yepottafivng oe cuvdvacud e otomiativn (GC) og

14



aoBeveilc mov dev eiyav AdPel Tponyov ey ynUEOBEPUTELN LE TOTLKA TPOYWPTLEVO 1) LETAGTOTIKO
(otadiov IIIb 1y IV), un-pikpoxvttapikd kapkivo Tov mvedpova (NSCLC) £de1Ee 6t1 1) Bepameia pe
nepetpelion kan siomiativn (ITT-Intent to Treat Population, n = 862) avtoarokpidnke oto mpmTeHov
TeEMKO onpueio TG peAETng Ko £0e1Ee TapOUOL0 KAVIKT AOTEAEGLOTIKOTNTO, e TN Ogpoameio pe
yvepotrrafivn kai oiomiativiy (ITT, n = 863) 660ov apopd TV GLVOAIKY eXPimoT (TPOGUPUOGLEVOG
oeTIKOG Kivouvog 0.94; 95 %, CI = 0.84-1.05). OAot o1 acBeveic mov cuumeptAn@dnoay o€ avtn
peArétn eiyav katdotoon wavotrag katd ECOG (ECOG performance status) PS 01 1.

H apyucn avédAivon yio v pétpnon g amoterecpatikotntog faciotnke otov mAnbuopod ITT. Ot
avaADGEL evaicinciog TV KOPL®V TEMKOV OUEI®V OTOTEAECUATIKOTNTOS 0E0A0YNONKY eMiong
otov Protocol Qualified (PQ) mAnbuoud. Ot avaideelg amotelecuatikoTTog 6ToV TANGLGHO PQ givan
GUUPMOVEG UE TG avorvoelg otov TANBuepd ITT kat vroompilovy TV UN-KATOTEPOTNTA TOL '
ouvovacpov PC évavtt tov GC.

)
<§V

H emPioon eledbBepn votponng (PFS) kot 10 cuVoAIKo m0G0GTO avTATOKPIoTG TV napé@qt’a
peta&d Twv dvo opddwv Bepaneiag: o didpecog PEFS ftav 4.8 univeg emBioong yo mv,

GUVOLOCUO UE GLoTAaTIVY, évavtt 5.1 punveg emPioong yio ™ yepottapivn e olom
(mpocapuocpévog oyetkog kivovvog 1,04; 95 % CI = 0.94-1.15), kat 10 cuvoikd

tpe&ion og

33&?216

avtondkpong Mrav 30,6 % (95 %, C1 =27,3- 33,9) ywo v nepetpelion oe cuycué Le clomAaTiv

évavtt 28,2 % (95 %, CI = 25.0-31,4) yio t yeportafivn pe oiomiativn. Ta 50
amodeiyOniav pepikac omd pia oveEdptnm avackomnon (400/1725 ach

TOV EAEYYO).

o

H avéivon g enidpaong Tov 16TOA0YIKOD TOHTOV TOV [UN-HIKPOK

(NSCLC) ot cvvolkn enifimon, £6e1&e KAMVIKG GNUAVTIKES

1oToAOYia, PAETE TOV TTiVaK KATOTEP®.

}
SF

péva g PFS
za:’&g emALYOM KAV Tuyoia Yo

POV Kapkivov TOv TVELLOV
0péc otV emPiwon avdioya pe v

Mivaxag 7. AToteheopaTikOTNTO TG TEPETPESIO *trwnmrivng évavt g yeporrafivng +

GLOTAUTIVIIG 0TIV TPOTY TP Oepameiog rgo -UIKPOKVTTUPIKOU KUPKIVOL TOV TVELHOVO, —

ITT 7 0vopos Kor 16TOAOYIKES VITOONADES. o)

Q
ITT minOvopée AldpEsT) GUVOAL mpioon (uveg) Hpocu’puorcuévog Tui- P
, ,4(@% CDh OYETIKOG Kivouvog ,
KO LOTOAOYIKEG I N T PR (HR) avVOTEPOTNTA
vmoopGdEs susrpsél' LS} sucnu[h’vn ¢
GLGTTA owemiativy 95 % CI)
ITT mnBvopog 103 47 N=862 10,3 N=863 0,940 0,259
(N =1725) (9,8 -1 (9,6 - 10,9) (0,84 —1,05)
Adevokapkivopo @\ N=436 10,9 N=411 0,84 0,033
(N=847) A(l@ >13,6) (10,2 -11,9) (0,71-0,99)
MeyohoKLTTOPIKS ~k9 10,4 N=76 6,7 N=77 0,67 0,027
(N=153) \"\\ (8,6 —14,1) (5,5-9,0) (0,48-0,96)
Al @’ 8,6 N=106 9,2 N=146 1,08 0,586
(N=252) ‘\O‘ (6,8 -10,2) (8,1-10,6) (0,81-1,45)
IMhoxg DTTOPOL 9,4 N=244 10,8 N=229 1,23 0,050
(N=8) (8,4-10,2) (9,5-12,1) (1,00-1,51)

2vvtopoypagiec: CI = dbotnua epmotoovving, ITT = npdbeon Bepaneioc; N = cuvoiikdg aptBudc

oocbevov.

* TTOTIOTIKG GIUAVTIKO Y10l 1] KATOTEPHTNTO, JE TO GUVOAKS SLAGTNIA EUTIGTOGVVIG Y10l TOV
oyetkod kivovvo (HR) emapkdg youmAidtepo amod to 1.17645, dpio yro un kotwotepdTnTo

(p < 0,001).
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Yyeowypdppata Kaplan Meier yio ) ovvoliki) empimon avd 16Toloyikd vrétvmo

e A8evokapkivwpa il Meyalokutrapiké Kapkivwpa
0.9 4 0.0 4
% i — DC = i —_— PC
.8 T = 84
§ GC 3 — GC
a 0.7 4 = 0.7 A
|E| 0.6 I.I':.I 0.6
0.5 4 05
2 2
"_-—, 0.4 E 0.4
g 0.3+ g 0.3
=] =]
@ 02 © 02
= 01- S 01 9
0.0 T T T T T 0.0 T T T T T O$
0 6 12 18 24 30 0 & 12 18 24 é’i\
Xpovoc Erufiwonc (prvec) Xpovoc EruBiwong (pr’we@
O
@

Agv vp&ay KAVIKA GMUOVTIKEG SLOQOPOTONGELS OVAIESO GTIC VO 1IGTOAOYIKEG u@pdﬁsg, 0G0V
aQopd T0 TPOPIk acPAielng TNG TEPETPELIONG GE GLVIVAGHO LE TN Glcmkariwk 0§

Ot acBeveic mov hafav Oepameio pe mepetpelion kol clomAativn xpsu&mn&éﬁ\ AlyOtTepeC petayyioelg
(16,4 % évovtt 28,9 %, p < 0,001), Ayotepeg petayyioelg spuﬂpomnrd®cv, (16,1 % évavt 27,3 %,

p <0,001) kot Arydtepeg petayyioeig oaponetoriov (1,8 % évavtt 4,5 %, p = 0,002). Emmpocbeto,
YPEWAGTNKAY LKPOTEPT) TTOGHTNTO spueponomrivnQ/S(xpﬁsnosrivr@ 4 % évavtt 18,1 %, p <0,001),

G-CSF/GM-CSF (3,1 % évavti 6,1 %, p = 0,004), kot 61(81)(&6@ cnpov (4,3 % évavt 7,0 %,
p=0,021). (@)
)

Mu-pikpoKkvTTOPIKOS KOPKIVOG TOD TVELLUOVO, (NSCLC),@anSz’a OVVTHPHONG

JMEN O

Mio, TOAVKEVTPIKT|, TUYALOTOINUEV, Smkﬁ-w(pg(}%(gyxé Hevn pe ewovikd edpuaxo (placebo) peiétn
®daong 3 (JMEN), cuvékpive TNV amOTEAEGLOZROTNTO, KOL TNV AoPAAEL0 TG Oepameiog cuvtnpnong
™G nepetpelidng oe cuvdvaoud e v Ka@ M vrootnpiktiky epovtida (BSC) (n =441) évavtt
EIKOVIKOV QOPLAKOV GE GUVOLAGHO [E t@l{ah')rspn vrootnpiktikn epovtida (BSC) (n =222) og
acleveic pe Tomikd Tpoympnuévo (Zxdoro I1IB) N petactatikd (Ztado IV) un-pikpokvtropikd
Kapkivo Tov mvedpova (NSCLC) néd dev vrotporiacoy petd amd 4 kokhovg SimArg Oepansiog TpdTNg
YPOUUNG OV TEPIAGUPave Zlﬁ@ivn 1N KapBomiativn og cuvdvaoud pe IN'eporrafivn, Hoxhragéin
N Ntooeta&éin. H dutin 9‘8%7[ 10 TPAOT™NG YpoupUNG e mepetpelion dev cvumepiAnednke. OAot ot
acBeveig mov Elafov uép@@ss avT TV peAén glyav katdotaon kavomrog katd ECOG (ECOG
performance status) 0 q~= O acBeveic ElaPav T Bepameio cuvpnong £wg TV emdeivwon TG
vocov. H anotereg OTNTO KOl 1] 0oQAUAEL VTTOAOYIGONKAY OTO TV MUEPA TNG TLYOOTOINGNC META
TNV OAOKANPOG Oepomeiog TpdTNG Ypopuns (elcaymyikn Oepameia). Ot acOeveig Erafav katd
duapeco 6po 5 ovg Bepamneiog cuvtipnong pe mepeTpe&ion Kot 3,5 KOKAOLS e EIKOVIKO PAPLLOKO
(placebo). Zovord 213 acbeveic (48,3 %) ohokANpwcay > 6 kokAovg Depansiog kot cuvolikéd 103
ac@svai&z&4 %) ohoxkAnpwaoay > 10 kdxhovg Oepaneiog e mepetpesion.

H@%?n TETVYE TOV TPOTAPYIKO TNG GTOYO Kot £0€1EE OTATIOTIKA ONUOVTIKY PerTimon otny emPimon
elevBepng vrotponng (PES) oty opdda Bepomeiog pe mepetpelidn o€ oOyKpion Ue TNV opada
Oepamneiog pe ewkovikd eappoko (placebo) (n = 581, TAnBuopudg vad ave&aptnTn avackoan o, KOTA
dtbpeco 6po 4,0 kou 2,0 prveg avtiotorya) (oxetucos kivovvog HR = 0,60, 95 %, CI = 0,49-0,73,

p < 0,00001). H ave&dptn avacKOTNOT TOV ATEIKOVIOTIK®OV eEETdoEmV TV acbevav emPefainoe
Ta gupNaTa TG a&loAOYNONG TV EpELVNTOV oYeTkd pe tnv PEFS. H ditdpueon cuvolikn emPicoon
(OS) tov suvoikol TAnBvopov (n = 663) Nrav 13,4 pAveg Yo TNV opdda Bepamneiog pe tepeTpe&ion
Kot 10,6 pnveg yio v opdada Bepaneiog pe eikovikd edppoko (placebo), oxetucog kivovvog HR = 0,79
(95 % CI=0,65-0,95,p=0,01192).

Onwc ko otig dAleg peréteg tng nepetpelidng, étot ko otn perétn JIMEN mopatnpnOnke dtapopd
OTIV OTOTEAECUOTIKOTNTO OVAAOYOL LE TOV IGTOAOYIKO DTOTVTO TOL [UN-UIKPOKVTTAPIKOD KAPKIVOL TOV
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nvevpova (NSCLC). I'a toug acbeveic pe un-pukpokuttaptkd kapkivo tov mvevpova (NSCLC) extdg
eKeiveVv oL Ta TAAK®MOT KOTTAPO KUPLapyohV 16TtoAoyikd (n = 430, mAnBuopndc vd aveEdptnt
avaockonnon), 1 dapeon PFS tav 4,4 punveg yio v opdda Beponeiog pe nepetpe&ion kot 1,8 punveg
Yo TV opdda Bepameiog pe gikovikd eappaxo (placebo), HR oyetcdg kivovvog = 0,47, 95 %
CI=10,37-0,60, p=0,00001. H 61dpeon OS yuo To0G 060eVELS L PN-UIKPOKVTTOPIKO KOPKIVO TOV
nvevpova (NSCLC) ektdg ekeivev Tov To TAOK®OIT KOTTOPO KUPLopYoLV 1oToAoykd (n = 481) ftav
15,5 piveg yuo tnv opdda Oepamneiog pe mepetpesion kot 10,3 uiveg yio tnv opndda Bepaneiog pe
gioviko edpuaxo (placebo) (HR oyetikdg kivovvog = 0,70, 95 % CI = 0,56-0,88, p = 0,002).
Sopumeprlapfovopévig T e10ay®yikng edong 1 didpeon OS yia Tovg acOevelg Le Pn-pikpokuTToptKo
kapkivo Tov Tvevpova (NSCLC) extdg ekeivav Tov To TAAKMOT KHTTOPO KUPLOPYOLV IGTOAOYIKY,
Nrav 18,6 unveg yio v opddo, Oepameiog pe mepetpe&ion ko 13,6 uiveg yo tnv oudda Oepameiog pe
gwoviko edpuaxo (placebo) (HR oyetikdg kivovvog = 0,71, 95 % CI = 0,56-0,88, p = 0,002). '0

Ta anotedéopota 6cov apopd v PFS kot v OS o acBeveic pe mhakddn iotoroyio sSm&qJQ)Q n
mepetpe€ion dev Exel TAEOVEKTNUATO EVOVTL TOL EIKOVIKOD @apudkov (placebo).
A

Avapesa GTIS IGTOALOYIKES VTOOUAJES OgV TTapoTnpOnkay KAVIKG GYETIKEG Sla(popsgv&zoo TPoPiA
acirelag ™G TepeTpe&iong.

JMEN: Xyeowypdppata Kaplan Meier yio tnv empimon ehev0epng ang\mng (PFS) kot ywo ™
ovvoMKn empPioon pe TNy wepeTpelion EvavTi TOV EIKOVIKOV (pupuu lacebo) 6¢ ao0gveic pe

EN-IKPOoKLTTOPIKO Kapkivo Tov mvevpova (NSCLC) ektog ‘rmv m’mcsmv OV KUPLapyovv
LGTOLOYIKG TA TAUK®DON KOTTOPO.: ‘\G
&
EmpBioon EAevBepnc Yrotpomng }O Yvvohkt] EmPioon
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PARAMOUNTS

Mia nokm(@%e’pucﬁ, TUYOLOTOMNULEVT, SUTAN-TLOAN, ELEYYOUEVT LE EUKOVIKO pdpako (placebo) perétn
ddaong 'ARAMOUNT), cuVEKPLVE TNV OTOTEAECUATIKOTNTO KO TV 00PAAELR TG Oepameiog
GUVTAPHONG CLVEYLIONG e TTEUETPEEIDN GE CLVOVAGUO LE TNV KOADTEPT VTOGTIPIKTIKN GPOVTION

( (n=359) évavtt TOL EIKOVIKOD PUPUAKOV GE CLVOVAGUO LE TNV KOADTEPT VTOGTIPIKTIKN
opovtida (BSC) (n = 180) ¢ acbeveic pe tomikd npoywpnuévo (Xtaoto I11B) 1 peraototicd (Xtddio
IV) un-pkpoxvttapikd koapkivo tov mvedpova (NSCLC) ektdg eketvmv mov to, TAAK®OOT KOTTOPA,
KLPLOPYOVCAV IGTOAOYIKA KO OEV VTOTPOTINGAV HETE 0md 4 KOKAOVS Bepameiag TPMTNG YPOLLLUNG TTOV
nmephaupave tepetpeion oe cuvovacud pe clomiativr. AT Tovg 939 acbeveic mov Elafav
gloaymykn Oepameio pe mepetpetion e cLVOVAGUO Le clomhativr, 539 acBeveic Tuyatomombnkay ce
Oepameio cuVTAPNONG Le TEUETPEEION N ElKOVIKO PApLaKo. ATO TOVg acbeveig mov TVYaoTOMONKAY,
10 44,9% &lye mAqpn/pepikn avtandkpion kot to 51,9 % napovsioce otabepr] vOco 6Ny e100y@YIKN
Oepaneio pe mepeTpelion kot oiomhativn. Ot acbeveig mov TuyatomoOnkay ot Oepaneio cuvTNpnoNg
énpeme va £yovv Katdotaon tkavotntog katd ECOG (ECOG performance status) 0 1 1. O didpecog
xPOVoGg amd v Evapén g elcaywyikng Oepaneiag pe tepetpe&ion Kol GlomATiV) LEYPL TNV apYN TNG
Oepamneiog cuvtnpnong Nrav 2,96 unveg Kot 6to okéAog Oepaneiog e mepetpe&ion Kot e EIKOVIKO
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eapuoako. Ot Tuyalomoinpévol acBeveig Ehafav Bepomeio cuvinpnong uéxpt v eEEMEN ¢ vécsov. H
OCQAAELD KOL 1] OTOTEAECUATIKOTNTO LETPNONKAY OO TN GTLYUN TNG TUYXALOTOINGNG LETE TNV
oAoxkANpwon g Oepaneiog TpOTNS Ypapupng (stoaywyikn Oepaneia). Ot acbeveig Erafav Kotd
dlapeco 6po 4 kukAovg Bepameiog cuvtipnong pe tepetpelion Kot 4 KOKAOVG UE EIKOVIKO QAPLLOKO
(placebo). Zvvolika 169 acbeveig (47,1 %) ohokinpmoay > 6 kKhKAOLG Bepaneiog cuvTpnoNG Le
mepeTpelion, Tov avTIeToLoVV 68 ToLAdYIoTOV > 10 KbKAOLG Bepameiag pe TepeTpes&ion.

H peAét nétuye tov mpmtopyikd e 6tdy0 Kot £3€1EE GTOTIOTIKA oNUovTIKn Bedtioon oy emPinon
elevBeprg vrotpomng (PFS) otnv opdda Bepanciog pe mepetpelion oe cOyKpion e TV opudda
Oepamneiog pe sikovikd eappoko (placebo) (n =472, TAnBucopog vad aveaptnTn avacKonNon, KoTd
duaueco 6po 3,9 ko 2,6 unveg avtictoya) (oyetikdc kivovvog HR = 0,64, 95 % CI =0,51-0,81,

p =0,0002). H ave&dptntn avacKOmnon TV OTEKOVIOTIKOV EETAGEDY TOV 0odevVhDV gmﬁgﬁaimca‘@a
gupnpata TG a&loAdYNong TV epevvnTodVv oyeTikd pe tnv PES. INa toug tuyatomompévoug acgﬁﬁ.xg,
GUUPMOVO, [LE TOVG EPEVVNTEC, 1 O1dueoT emPimon erevBepnc vrotpomg (PFS) mov petprink ™mv
évapén g eloaymykng TpdTg Ypappns Oepansiog pe nepetpesidn kot owomiativy, oy 609 iveg
v Ty opdda Bepaneiog pe mepeTpeion kot 5,6 Uives yio TNy opdda Bepanciog pe gu‘c(esek(') PAapLLOKO
(placebo) (oyetcds kivovvog HR = 0,59, 95 % CI = 0,47-0,74). \\‘u

NTOV GTATIOTIKA OVATEPT EVOVTL TOV EIKOVIKOV QAPUAKOL Yo Tr GUVOAIKY eEPTwon (S1dpecog ypdvog
13,9 unfveg évavtt 11,0 unvav, oyetikdg kivovvog (HR) = 0,78, 95% CI = -0,96, p =0,0195). Kata
TN oTyUn TG TEMKNG avaAveng emPicnong, 28,7% tav aclevav otnv ém%i Oepameiog pe
mepeTpeEion Nrav gv {omn N dgv KoTESTN EPIKT 1) emtkowvovia pali o évavtt Tov 21,7% tov
acBevav otnv oudda Bepaneiog pe ekovikd eappako (placebo). Khoyetikn enidopaon g Oepoaneiog pe
mePeTPeEION NTAV OLOIOLOPEN GE OAEG TIG VTOOUASES (TTEPIAQL, OLEVOD TOV GTOBI0V TG VOGO, TNG
avTomOKplong oty ewoaywyikn Bepaneio, tng ECOG PS, tdcT0ptcod Tov KOTVIGUATOS, TOL VA0V,
g 10ToA0YI0G Kot TNG NAKioG) Kol TopOLoLa LE QUTY| n@&napamp’r’]GnKs OTLG U1 TPOGOPLUOGUEVES
OS kot PFS avaiveeic. Ta mocootd emiPioong tov 1°"%o tov 2°° €10V Yo Tovg acBeveic oty opdda
Bepamneiog pe mepetpetion nrav 58% kot 32% avrtigrotya, cvykprrikd pe 1o 45% xat 21% tov
acBevav otnv oudda Oepaneiog pe eikovikd eapfiako (placebo). Ao v apyn tng Oepaneiog pe
TePETPELION KOl CIOTAATIVI] O EIGAYMYIKN Q{Romsia TPAOTNG YPUUUNG, 1 SLAUEST] GLVOALKT emPicon
(OS) tov acBevav NTav 16,9 pnqves yo twepdoa Bepaneiog pe mepetpesion kot 14,0 piveg yo myv
opada Bepameiog [Le EKOVIKO QAPLLOKO cebo) (oyetikog kivovvog HR = 0,78, 95% CI = 0,64-0,96).
To 10600716 TV acBevmv mov Ehafasdepancio petd tnv perét nrav 64,3% yio Tovg acbeveig otnv
opada Bepaneiog pe nsusrpséi&ns 71,7% ywo. Tovg acBeveic oy opddo Bepameiog e EIKOVIKO
papuaxo (placebo). ,\O

PARAMOUNT: Zysdwgypappara Kaplan Meier ywa Ty emPioon ehevOcpng vrotpomic (PFS)
Kol Xvvolkn Empi Q (OS) Yo ™ ovvéyon g Oepameiog pe mepeTpelion Evavri Tov
EIKOVIKOV Qappaxovy(placebo) o€ a60eveic pe pn-pIKPOKVTTOPIKO KUPKIVO TOV TVEDHOVA
(NSCLC) ekté V TEPUTTMOCEMV TOV KUPLUPYOVV IGTOAOYIKA TO TAUK® O KOTTUPO,
(nnokoywuéqvpéné TNV TVYO10TOiNoM)):

&
Q
&0

Metd v eloayoyikn Oeponeio pe mepetpe&ion kot oiomiativn (4 KOKAoL), N §§@\siu ue mepetTpe&ion
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EmPioon EAedOepng Yrotpomng Yvvolkn EmiBioon
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To wpopik acpdrelag e Bepanciog cuvtipnong pe tepetpe&ion yia tig Vo uskérs@N Kot
PARAMOUNT 7Atav mopdpoto. <\

Howdrapukdc TAnfuoude

O Evpomnaikdg Opyoviopog Poppdkmv €xel dOGEL amaAloyn amd Ty £WoMn VIOPOANG TV
OTOTELECUATAOV TOV PEAETMV UE TO PUPUAKEVTIKO TPOIOV aVOPOPAS ToD TePIEYEL TEPETPEEION OE OAES
TIG LKA TN YOPiEG TOV TOdTPIKOD TANOLG OV oTNV eyKSKpluéw@a&n (BAéme mapdaypopo 4.2 yia

TANPOPOPIES GYETIKA LLE TNV TOLOATPLKT YPNOT)). &O
O
5.2 D opROKOKIVITIKEG LOLOTITES \S{}
Ot QOPUOKOKIVNTIKEG 1010TNTEG TNE TEUETPEEIONG 87\@;(1 amo yopnynon povobepaneiog, £xovv
agoroynbei oe 426 kapkvorabeic acheveic, pe 0PEG LOPPEG CLUTAYDV OYK®V, GE dOGELS TOV

ropaivovtay amd 0,2 fmg 838 mg/m? kot pe é&ﬁm dupkelag 10 Aemtov. H mepetpetion €xel 0yko
Katovoung oe otadepn kotdotaon 9 1/m2. % ETeC in vitro £0e15av 011 N mepeTpe&ion cuvdéetal Katd
81% mepimov pe Tic TpwTEivEG TOL n)»dcm% ¢. H ohvdeon avtr dev ennpedotnKe onuovTikd ond v
mapovcio totkilov faduov vscppucﬁgé@ ertovpyioc. H mepetpet&ion vrofaiietol o€ TEPOPIGUEVO
nratikd petaforond. H mepetpelid) amofdiretar mpotictmg ota ovpa kot 70 % £wg 90 % g
yopnynOeicag 066mM¢ amoPAALeTel AUETAPAN TN GTA OVPO, EVTOS TOV TPADTOV 24-OPpov amd T
yopnynon. Ot peléteg in vitr 'Setxvouv ot 1 mepeTpelidn exkpiverar evepyd amd to OAT3 (opyavikd
uetagopéa aviovtov). H. N cLoTNUOTIKY KaOapon g Tepetpe&iong eivan 91,8 ml/min ko n
nuicela {on anoﬁow To TAdoua givar 3,5 dpec 6TOVG aeOEVEIC LE PLGTOAOYIKT VEPPIKN
Aertovpyio (kabopo atwvivng 90 ml/min). H dwatopikn dtokdpaven g mpog v Kabapon givar
pétpra mepinov 199 %. H ok cuotnuatiky ékdeon (AUC) tng mepetpetidng ko n péylotn
GLYKEVTP®ON GUOTOG AVEAVOLY aVOAOYLKE e TN XOPTYOOUEVT] 5O0T). Ol QUPUOKOKIVITIKEG
W0TNTES T petpe&iong mopapévouy otafepég KoTd TN YOp1yNoT TOAAUTADY KOKA®Y

m usweig&siag.

O@Quamm\/nrmég 1010t TEC TNG TEUETPEEIONG Oev emnpedlovTal amd TI GLYXOPNYNOT LE TN
comhativ. H copminpopotikn xopriynon amnd tov otdpatog puiiikov o&éog kot Prrapivng Bz dev
emnpedlel TIC POPUOKOKIVITIKES 1O10TNTES TG TEUETPEEIONG.

5.3 Ipoxiivikd dedopéva Yo TNV a6QAALEL0

H yopniiynon ¢ mepetpeé&iong o€ movtikio 1ov KVoPopovcay TPOKAAESE HEIOUEVT Plroctudtnta
eUPPOOV, ELATTOGN TOL PAPOVS CAOUATOS AVTOV, ATEAT] OGTEOTOINGT) OPIGUEVOV CKEAETIKOV SOUMV

K0l AUKOGTOUOL.

H yopriiynon ¢ mepetpe&iong o€ apoevikd TovTiKio Eiye MG ATOTEAEGILO AVATOPOY®YIKN TOEKOTNTA,
OV XopaKTNPIleTon Ao LEIWHUEVE TOGOGTA YOVILOTNTAG KOl ATPOPIO TMV OPYEDV. e HEAETN
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dlapkelog 9 unvav, mov d1e&nyon oe KuvNYNTIKOHS GKOAOLE KOl GTOVG 0TTO10VE Yopnynonke
mepeTpelion e evoopAEPra epdmas yopynom, TopatnpionKay EVPIUATI GTOVG OPYELS
(ex@OMon/VEKP®ON TOL GTLEPUATIKOD EMONAIOV). AVTO VTOONADVEL OTL 1] TEUETPEEION EVOEXETAL VO
gtvan emProfng yo v avopikn yovipdtnta. Aev pehet)dnke n evoeydpevn enidpoon otn yovipdmro
TOV YOVOIKOV.

H mepetpesion dev ntav petaAla&loyovog oty in vitro dOKIHACIN YPOUOCOUK®DV CALOIDCEDY G
KkoTTopa wodnkmv og movtikio (Chinese hamsters), | otn dokipacio Ames. H mepetpe&ion €xet
amodelybel 0TI TpokaAel ypOUOC®IKT Opadon G in Vivo [KPOTUPNVIKY] SOKILOGI0 GE TOVTIKIA.

MeAéteg yio TV eKTIUNGN TG TPOKANGNG KAPKIVOYEVESTG TG TEUETPEEIONC dEV €YoV
Tpoypatomomet. '

&

N
6. OAPMAKEYTIKEX IIAHPO®OPIEX ocu
Q
6.1 Kotaroyog ekdoywv <\\Euo
Mavvitorn (E421) ‘ Ag\
Y dpoyrmpikd 0&D (Yo i pubuion tov pH) Q>
Noatpiov voposeidio (yia T pvOuen tov pH) ‘OCUA

6.2 AocvppotoTnTeg ‘\0,(0

H mepetpe&ion éxet puoikn acvopfatdtnTo Ue TOVG SIUADTES n(&Qspléxouv acBéotio,
GUUTEPTAAUPOVOLEVOD TOV YOAUKTIKOD EVEGILOV SLHADULOT Inger Kol Tov eVECLIUOL SHAVUATOG
Ringer. EAlelyel GAA®V LELETMOV GYETIKA IE TN GV uBow(@kra, 10 TOPOHV PUPUAKEVTIKO TTPOTIOV deV
TPEMEL VO, AVOULYVOETOL UE GALN POPLOKEVTIKA TPOTOVTLY.

N\
6.3 Awgpkera Long 60(0
Kot Qroiidio Q(\

&
3 xpoVia.
o
AwdAouo peTd TV avacﬁcswcm\@u TEPULTEP® OLPOIMON
Y

Otav npostoydletal cOREV e TIC 0dnyies, To StAvpo Tov Pemetrexed Lilly petd v avocidotaon
KOl TNV TEPALTEPM O @cn dgv mepiéyet avTikpoPlakd cuvtnpntikd. H ynun Kot pueikn
otafepdtnTa, Yio T ¥p1on TOV SWAVUATOV LETE TNV 0VACVGTOGCT) KOl TNV TEPOITEP® APUimo, EXEL
deybet 6T Slapl\'Qa 24 mpec o€ Beppokpacio yoyeiov. Ao pukpoPloAoyikng amoyng, To mtpoidy o
npénel vo, ypndyfonoteitar apéome. Edv dev ypnoonombel apéong, o xpévog drotpnong kot ot
ouvinkeg eHXoEng Tpv and ™ xpromn anotehody vBHVN Tov YpNoTN Kot Oev Ba TpEmel va Egmepvov
1524 d o€ Oegpuokpacieg 2°C émg 8°C.

6&0 Iowitepeg TPpoPUAAGEELS KaTa TNV POAAEN TOV TPOiIdVTOS
AVTO TO PUPUOKEVTIKO TPOTIOV deV omattel 101KEC cLuVONKeg POAUENC.

Mo 115 oVVONKEG SLoTPMNONG HETA TNV OVOGVOTAGT TOL POPUAKEVTIKOD TPOIOVTOS, PA. TAPAYpPOPO
6.3.

6.5 ®V61) KOl GVOTOTIKG TOV TEPLEKTY

Pemetrexed Lilly 100 mg k6vic yio Tukvo 1AL L0 Y10 TOPOGKEVT SIGADUATOC TPOC £YYLoN

Tomov I yodivo erokidio pe eAaoTtikd modpo Tov teptéyel 100 mg mepetpetion.
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Yvokevacio Tov 1 eraiidiov.

Pemetrexed Lilly 500 mg k6vic yio TukvO S1GALLLOL Y10 TTOPOCKELT SLOADUATOC TTPOC £YYLOT

Tomov I yodAivo elaiidio pe ehaotikd Tdpo mov mepiéyel S00 mg mepetpelion.
Yvokevacio Tov 1 lohdiov.

6.6 Iowitepeg TPOPULAGEELS ATOPPIYNGS KOl GALOS YEPLONOG

1.  Xpnowomoigite donmn TEYVIKN KOTA TN SIAPKELN TNG OVOCVOTACTG KoL TNG TEPOLTEP®
apainong g mepetpeéiong, ylo ) xop1ynomn 1e evooeAéPia £yyvon.

2. Ymohoyiote T 060M Kot Tov aplfud Tov anaitovuevev eloAdiov Pemetrexed Lilly. Kabe
OLOAO10 TTEPLEYEL £VOL TAEOVOG O, TG TEUETPEEIONG Y1l VOL SIEVKOADVETAL 1] TAPOYN TNG \0\\‘
VLY POPOLEVTG TTOGOTITOG. OCU

3. Pemetrexed Lilly 100 mg k6vi¢ yi0 Tokvd Stdlvpa yio Tepackevn Sl Uatog n‘peﬁ«m)cn

Kabe prorido 100 mg mpénet va avacvotabel pe 4,2 ml yhoprodyov vatpiov Mmig/ml (0,9 %)
EVEGILOV SLOAVUOTOC, YWPIG GLVINPTTIKO, MOTE VO TPOKVTTEL Stampa TOLTEPLEYEL TEPETPESION
25 mg/ml. 0’

Pemetrexed Lilly 500 mg kdvic yio. Tokvo S10ALLLOL Y10 TTOPOGKELT %Mm LOTOC TTPOC EYYLOT

Kabe proridio 500 mg mpénet vo avacvotadel pe 20 ml svéclu(@;@mkﬁ Hatog yAmprovyov
vazpiov 9 mg/ml (0,9 %) ywpig cuvTnpNTiKd, OCTE VO npom’)@l LAV O TTOV TTEPLEYEL
nepetpelion 25 mg/ml.

Avaxiveiote amold Kabe Qroridio puéypt n teplexope &Vtg va dtivBel mAnpwg. To didAvpa
LETA TNV avacvoTaon eival SlovyEs, e eLpdvion )%o(iwog amo aypwpo £mg Kitptvo 1| Kitpvo-
TPAGIVO (PO, Y0pis va emnpedletal avemBn ’*5@ 1 mowdTNTa. ToL TPOoidvtog. To pH tov
SLADUATOG LETA TNV VOGVGTOOT] Elval uswé& 6 ko1 7.8. Amonteiton TEpMTEPO aPimon).

4. O xatdANA0g 0YKOG TOL SADIOTOC THSAENETPEEIdNG HETd TNV avachoTaoT, TPETEL VAL
apauwdei tepartépm £mg 100 ml pe evéGyio dialvpa yhwprovyov vatpiov 9 mg/ml (0,9 %),
YOPIG CLVTNPNTIKO, KOl Xopnysirm\ evOoQAEPLa £yyvon dtapketog 10 Aemtdv.

5. Ta dwddpato Tpog £yyvon m;{;&terpe&tém OV TPOETOLUALOVTOL GUUPMVA LLE TIC AVAOTEP®
odnyieg givan copPoatd pe r&@)(mauag EYYLONG KOl TOVG GAKOLG EyYLoNG amd
oAV PvLAOYA®PIdLo K(X}\ TRvOLEPIVY.

6. Ta poppokevLTIKA z;p@'i&vw Y10 TOPEVTEPLKN YOPTYNOT TPEMEL VO, ELEYYOVTOL OTTIKA, Y10l TUYOV
TOPOVGI, LWPOV V COULOTIOIOV KOl YPOUOTIKOV 0ALOIDCE®VY, TPV Ao TN yopnynon. Eav
mapoTnpnovy 10, EVPNUOLTA, TO TPOTOV OeV TTPETEL vaL yopnynOet.

7. Ta Slak{)pt:g,@mg nepetpelidng sivor povo yo epanal yopnynon. Kabe un ypnoiomonév
(papuoucéc KO TPOIOV 1 VIOAEUO TPETEL VA OTOPPLPOEl, COUPOVA LE TIG KOTA TOTOVG
wxquoag OYETIKES SroThEElc.

HDO(&I&SIC Y10, TNV TPOETOLLAGI0 KO TN YOPNYyNon

Onwg ovpPaivet kot pe GAAOVE SLVNTIKA TOEIKOVE OVTIKOPKIVIKOVS TOPEYOVTES, AmOLTELTAL TPOGOYN
K0T TO YEPICUO KoL TNV TPOETOUAGIO TOV SIOAVUAT®V Y10 £yyvon TG TepeTpe&ione. Zvviotdto 1
xpNon yovtiov. Edv to Sidivpa tng mepetpe&iong £pbel oe emapn pe To dEpUM, VO TAVVETE AUESHOS TNV
TEPLOYN TOL OEPUATOC e GpBovo camovvt kot vepod. Edv To dtdivpa g mepetpeliong épbel o emapn
ne BAevvoyovoug vuéveg Eemiovete apéomg pe vepd. H mepetpe€ion etvan éva mpoidv mov dev mpokahel
cofapod epebiod oTovug YOpw 16T00C, o8 TEPITTOT eEayyeimonc. Aev VITAPYEL EW01KO OVTIOOTO Yo TNV
eayyeimon g mepetpetions. 'Exovv avapepOel meplopiouévec mepimtooelg e&ayysioonc mg
nepetpe€iong, mov dev kpibnkav g coPapd cuuPauata omd Tovg epevvntéc-tatpovc. H eEayysimon
Oo pémel va avtipet@mileTOl COUE®VA LE TN GLVION TPAKTIKY TOL EPUPUOLETOL YioL GAAOLG
TOPOLOIOVE TAPAYOVTEG.

21



7. KATOXOX THX AAEIAYX KYKAO®OPIAX
Eli Lilly Nederland B.V.

Papendorpseweg 83

3528 BJ Utrecht

OM\avdio

8. APIOMOZX AAEIAY KYKAO®OPIAX

EU/1/15/1034/001 '

EU/1/15/1034/002 6\9
N
O‘u
9. HMEPOMHNIA IMTPQTHX EF'KPIZHX / ANANEQXHX THX AAEIAX OA
@
Huepounvia mporg éykpiong: 14 ZerteuPpiov 2015 é\\
Huepounvia televtaiog avavémong: ) QS
AN

@
10. HMEPOMHNIA ANAGEQPHXHYX TOY KEIMENOY @é
Agmtopepeic TANpoeopieg Yo 10 TapPOV POPUOKEVTIKO TPOidV givo é@:ﬁ)éctusg GTOV OIKTLOKO TOTO
tov Evpondaikod Opyavicpov Oappdkov: http://www.ema.europz(.? .
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IAPAPTHMA 11 Q\
®)

A. IMAPAXKEYAXTHX(EYX) YHEY@Y%@%OI) I'TA THN
AITIOAEXEMEYZXZH TQN HAPTIA%Q’

B. OPOI'H ITEPIOPIXMOI Z%%@KA ME TH ATIAGEXH KAI

TH XPHZH A

T. AAAOI OPOI KAI AQ,STHZEIE THX AAEIAX
KYKAO®OPIAX (‘)\

A. OPOI'H NERIOPIEMOI EXETIKA ME THN AS®AAH KAI
ANIOTEA ATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIQONTOZ

.‘\O
QO
(o)
,\\{-
(Uo
0
&

Q
s
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A. TTAPAXKEYAXTHZX(EX) YHHEYOGYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

‘Ovopa kot dtevfuvon tov (tov) tapockevaotn(@v) mov givar vtevhvvoc(ot) Yo TNV aTodEGUELCT) TOV
TOPTIOW@V

Lilly France

Zone Industrielle

2 Rue du Colonel Lilly
67640 Fegersheim
FoaAAia

]

)
\5\*

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

DopraKEVTIKO TPOTOV Y10 TO OTOT0 AmULTEITAL TEPLOPIGIEVT] WTPIKT cuvTayT| (PA. nap‘dqﬁ pao I:
[Tepiinyn Tov Xapoktnpiotikev tov IIpoidvroc, mapdypagog 4.2). <\\\c°

&
I AAAOI OPOI KAI AITAITHXEIX THX AAEIAX KYKAO(I)OIKAQA

&
o Ex0éoe1g meprodikig mapakorovOneng s acPaierog (PSU&@
O

Ot amotnoelg yio v vaoPoin twv PSURSs yo to ev Adym @ap VTIKO TPOidV opilovtol oTov
KaTGAOYO UE TIg nuepounvieg avagopds e Evoong (katdio URD) mov napatifeton oty
mapdypapo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK 60¢e emaxdAoving
EMKOLPOTOINGTG OTWS ONUOGIEVETOL GTNV EVPMTOTKN é&. oKM TOAN Y10 T0 PAPLLOKOL.

O
A. OPOI 'H IIEPIOPIZMOI XXETIKA ]\@T HN AYPAAH KAI AIIOTEAEXMATIKH
XPHXH TOY (I)APMAKEYTIKOY@POiONTOZ

M)
. Yyé010 orayeipiong Kivovvov {@Q)

O Kdaroyog Aderag Kvkhopopio K) Ba die&arydyet Tig amoitovpEVEG OPpOCTNPLOTNTES KoL
TOPEUPAGELG POPLOKOETOYPVRYHONG 0TS Tapovstdlovial 6to cuppmvniéy XAK wov
mapovctaletor oy evotngel .8.2 ¢ ddelag KuKAOQOoPing Kol 0T01EGONTOTE EMOKOAOVOEC

EYKEKPLUEVEC owaesmp%@\; tov ZAK.

"Eva emikoiponot révo YAK Oa wpémel va katotedei:
e Metd anpgfmuoe tov Evponaikov Opyaviopod @appdxmy,
. Onors?ﬁ)(ora TPOTOTOIEITOL TO GOGTILLA SLUYEIPLOTG KIVOVVOD, EIOTKA MG OTOTEAEGUA ANYNG
vé NPOPOPLDY TOV UTOPOVV VO ETLPEPOVY CNUAVTIKT OAANYT OTN GYECT 0QELOVC-KIVIHVOL
Q’g amoTéLeo U TNG EMITEVLENG EVOC GNUAVTIKOD 0POGT OV (PUPUOKOETOYPVTVIOT 1}
&OQ()tleronoincn KvoHvov).
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O

EIIIXHMANXH KAI ®YAAO " k%QN XPHXHX
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKH XYXKEYAXIA/KOYTI

| 1. ONOMAXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Lilly 100 mg x6vig yio Tuokvo S18AVO Yi0 TOPACKELT SIOADIOTOG TPOG £YYLON
mepetTpesion

O
A‘\r
| 2. YYNGEZH XE APAXTIKH(EX) OYZIA(EY) N |
O‘U

Ka0e praridio mepiéyet 100 mg mepetpet&ion (o¢ dwvatplovyog mepetpesion). ‘CUOA

Metd v avacvotacn, Kabe proridio mepiéyet 25 mg/ml nepetpeion. \'<\\\
RS
&,
LS |
v
Movviton, vdpoyrwptkd o&b, vatpiov vOpoéeidro (BAEne scsd)K}»s@(fbl’)Mo 00MY1V Y10, TEPOLTEP®

TANPOPOPIEC). o)

X

| 4. ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENO
v

| 3. KATAAOT'OX EKAOXQN

Kovig yio mokvo dtdAvpa yio Topoaokeun StoAvpy TPOG EYYVOT).
1 praAidio '
A\

N
Ha)
| 5. TPOIIOX KAI OAOX(0OI) XOPHTHEHE
N
Mo evooeAéPra yoprynon HeTd 6@/ ovaoLOTACT Kot TNV opaiwo).
Movo yia epdmas yoprynon. A
AwBaote T0 OALO oé‘)m(}abﬁ\cpw amo ™ xpNon.
O\
&
6. EIAIKH @POEIAOMOIHEIH XYM®QNA ME THN OMOIA TO ®APMAKEYTIKO
HPOTQgPEHEI NA ®YAAXIETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEi\_I;ﬁPOEEFFIZOYN TA ITAIAIA

Na (pu@csswt o€ 0o, TV omoia dev PAETOLY Ko dgv TpooeyyiLovv Ta TOLdLA.

Q

[7. AAAH(EZ) EIAIKH(EX) IPOEIAOIIOIHEH(EIT), EAN EINAI ATIAPAITHTH(EY) |

Kvtrapoto&ikod

| 8. HMEPOMHNIA AHEHX

AHEH
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| 9. EIAIKEX XYNOHKEX ®DYAAZEHXE

10. IATAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATON I10Y ITPOEPXONTAI AIIO AYTA, E@OXON AIAITEITAI

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

Eli Lilly Nederland B.V.

]

Papendorpseweg 83 )

3528 BJ Utrecht S&

OMowvdia ‘u\

o}
‘ ('3A
[12. APIOMOZX(OI) AAEIAZ KYKAO®OPIAY N
AN
N\
EU/1/15/1034/001 O
o
QA
L=t
[13. APIOMOX IAPTIAAL . O
O
N\
[Toaptida OQ
X
Jd
[14. TENIKH KATATAEH I'IA TH AIAGEZH 5"
N\
©
4
[15. OAHIIEX XPHEIHXZ (O
A\
‘\\00
| 16.  TAHPO®OPIEL LE BRAUPE
O\
H aitioAdynon yio va pnv nsp}{qﬁﬂsi n ypooen Braille eivon amodextn
)
~O
17. MONAAIKO Q‘l‘a AINQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY,
|\

Awodidotato \uucor(')g KOOKaG (2D) mov pépet Tov TEPIANPHEVTA LLOVAOIKO AVOyVOPLOTIKO KM®OIKO.

AN o$

18._ AMONAAIKOY. ANATNQPIETIKOY. KQAIKOY — AEAOMENA ANATNQEIMA ANIO
& TON ANOPQIIO

PC
SN
NN
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EAAXIXETEX ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EINIZHMANXH ®IAAIAIOY

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY INPOIONTOX KAI OAOX(0OI) XOPHTHEHZ |

Pemetrexed Lilly 100 mg x6vig yio Tokvo S14AVO Yi0 TOPACKELT SIOADIOTOG TPOG £YYLON
mepetpelion
EvoopAéPia yopriynon

| 2. TPOMOX XOPHIHEHE o~ |

[3. HMEPOMHNIA AHEHX R |

_ AN
AHEH @
Y

| 4. APIOMOZX HAPTIAAX O

oprtida o)
)
O
| 5. IMEPIEXOMENO KATA BAPOX, KAT(}J\Q]’KO 'H KATA MONAAA
&
A

\C)\5

100 mg

6.  AAAA ITOIXEIA O

3
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKH XYXKEYAXIA/KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Pemetrexed Lilly 500 mg x6vig yio Tokvo S14AVO Yi0 TOPACKELT SIOADOTOG TPOG £YYLON
mepetTpesion

O
A‘\r
| 2. YYNGEZH XE APAXTIKH(EX) OYZIA(EY) N |
O‘U

Ka0e praridio mepiéyet 500 mg mepetpet&ion (o¢ dwvatplovyog mepetpesion). Q,OA

Metd v avacvotacn, Kabe proridio mepiéyet 25 mg/ml nepetpeion. '<\\\
&
| 3. KATAAOI'OX EKAOXQN o |
..Ov
Movviton, vdpoyrwptkd o&b, vatpiov vopoieidro (PAEne scscoldus@cfbu?mo 0ONYIDV Y10 TEPALTEP®
TANPOPOPIES). o)
X
A

| 4. ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENO
X

Koévig yio mukvo StdAvpa yio Topockevn 81&7»1);1266} TPOG EYYLOT).
1 proAidio
Q

' 00
5.  TPOTIOT KAI OAOX(OI) XOPHTHZHE
/\‘

O
Mo evooeAéPra yoprynon psrds@ ovaoLOTACT KoL TNV opaiwo.
Movo yio epdmal yoprynon., “N
AwBdote T0 EOALO 061171(\@ PV amod TN YPNon.

&Q
6. EIAIK@I—;@‘OEIAOHOIHZH YYM®QNA ME THN OIOIA TO ®PAPMAKEYTIKO

ITPOIGN ITPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AE OXEITIZOYN TA ITAIAIA

0\‘

Na (pl)@}csmt o€ 0o, v onoia dev PAEmoLV Kot dev mpooeyyilovy ta mondid.

Q

| 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX) |

Kvttapoto&iko

| 8. HMEPOMHNIA AHEHX

AHEH
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| 9. EIAIKEX XYNOHKEX ®DYAAZEHXE

10. IATAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TON
YIHOAEIMMATON I1OY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

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

Eli Lilly Nederland B.V.

]

Papendorpseweg 83 )

3528 BJ Utrecht S&

OMowvdia ‘u\

o}
‘ ('3A
[12. APIOMOZX(OI) AAEIAZ KYKAO®OPIAY N
AN
N\
EU/1/15/1034/002 O
o
QA
L=t
[13. APIOMOX IAPTIAAL . O
O
N\
[Toaptida OQ
X
Jd
[14. TENIKH KATATAEH I'IA TH AIAGEZH 5"
N\
©
4
[15.  OAHIIEX XPHEIHXZ (O
A\
‘\\00
| 16.  TAHPO®OPIEL LE BRAUPE
O\
H aitioAdynon yio va pnv nsp}{qﬁﬂsi n ypooen Braille eivon amodextn
)
~O
17. MONAAIKO Q‘l‘a AI'NQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY,
|\

Awodidotato \uucor(')g KOOKaG (2D) mov pépet Tov TEPIANPHEVTA LLOVAOIKO AVOYVOPLETIKO KMOIKO.

AN o$

18._ AMONAAIKOY. ANATNQPIETIKOY. KQAIKOY — AEAOMENA ANATNQEIMA ANIO
& TON ANOPQIIO

PC
SN
NN
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EAAXIXETEX ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EINIZHMANXH ®IAAIAIOY

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX KAI OAOX(OI) XOPHIHEHXZ |

Pemetrexed Lilly 500 mg x6vig yio Tokvo S18AVO Yi0 TOPACKELT SIOADIOTOG TPOG £YYLON
mepetpelion
EvoopAéPia yopriynon

| 2. TPOMOX XOPHIHEHE o~ |

[3. HMEPOMHNIA AHEHX R |

_ AN
AHEH @
Y

| 4. APIOMOZX IIAPTIAAY O

[oprtioa o)
)
O
| 5. IMEPIEXOMENO KATA BAPOX, KAT(}J\QI’KO 'H KATA MONAAA
&
A

\C)\5

500 mg

6.  AAAA ITOIXEIA O

3
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@vAro ooV piong: IIAnpoeopics yra Tov yprjot

Pemetrexed Lilly 100 mg x6vig Y10 TUKVO S1GAVUA Y10, TEPAGKELT] OLHAVNOTOS TTPOG

&yyoon
Pemetrexed Lilly 500 mg kévig yia 7vKvVO 010 00 Y10 TOPUGKELT OLAADNOTOS TPOG

£yyoon
nepetpelion

A doTe TPOGEKTIKG 0AOKANPO TO PVALO 00N VLAV YPT|ONG TPV PYICETE VA YPCLUOTOLEITE AVTO
T0 PAPROKO O1OTL TEPLLUPPAVEL ONUAVTIKES TANPOPOPIES Y10 GaC,
- DdordEte avTd TO EUALO 0INYIDV YprionG. Towg ypelaotel va to dePfdcete Eavd. s
- Edv éyete meportépm anopieg, mapaxaleiche va poTNOETE TO Y1UTPO GOSN TO PUPUOKOTOLO-SOC.
- Edv mapatnpnioete kamola avemBountrn evépyeta, EVILEPDGTE TO YIOTPO 1 TO PAPUOK

60G. AVTO 1oYDEL Kat Yo KAOE mOovY aveTIOOUTI EVEPYELDL TOV SEV OVOPEPETAL GTO@UPOV

@OALO oMYV ypriong BAéne mapdypapo 4.. CUO
T epréyer To Tapov gvAro 0oNYLOV \'<\\\
&
1. Tt eivon to Pemetrexed Lilly kot oo eivat n ypron tov \A
2. T npéner va yvopilete mpv ypnoporomoete to Pemetrexed Lill CUA
3. [og va ypnoyomomoete to Pemetrexed Lilly
4. [MBavég avemBOunteg evépyeteg ! Q.(”
5. Iog va puidooete to Pemetrexed Lilly Q
6. [epreydpevo ™G cCLOKELAGIOG KO AOUTES TTAN p0(pop18i)&
)
) )

1. T eivan To Pemetrexed Lilly kon wowa givan 161 TOV

O
To Pemetrexed Lilly givon éva gappokenticod n@v 7OV ¥p1oiponoteitar yia 1 Oepameio Tov
Kapkivov. QA

RN

To Pemetrexed Lilly yopnyeital og GU\@%GM’) ue olomhativr, £va GALO AVTIKOPKIVIKO GAPIOKO, Y10l
) Bepamneia Tov KakonBovg pesod patog vrelkoTa, pio Hopen Kopkivov mov ennpedlel 1o

emONMAMo Tov TVeELLOVA, OE ac@&@g 7oV eV €youv AGPel Tponyovuevn ynuelobepaneia.

To Pemetrexed Lilly xopnyetzar eniong oe cuvdvacud pe ciomrativn, yio mv apyikn Oepancio
acBevov e Kapkivo rm.@@guova 0€ TPOYMPNUEVO GTAIO.
To Pemetrexed Lil@ﬁ\nopsi Vo 60G ovvtayoypagnOel edv £yete Kapkivo TOV TVELLOVA GE
TPOYWPNLEVO q\x&*no, €bv 1 vooog £xel avTamokplOel 1) v Tapoapével oe peydio Pabuod apetdfAant
peTd v (xp)%c‘p] ynueobepomeio.

&=

To Pen&@xed Lilly eivon emiong Oepameia yio acOeveic pe Kapkivo 100 TVELLOVE GE TPOYDPTLEVO
oTd @V 001V M VOGOG £XEL TPOOJEVTEL PETA OO TPOTYOVLEVT OPYIKT YNUE0OEpaTEiaL.

2. Tvpémer va yvopilete nprv ypnopomonjcere To Pemetrexed Lilly

Mnyv ypnorpomounjoete 7o Pemetrexed Lilly

- o€ mepintwon aAlepyiog (vrepevarctneio) oty mepetpelion | o€ omolodNTOTE AALO OId TO
GULGTATIKA QLTOV TOV PAPUAKOL (AVOPEPOVTOAL GTO TUAHA 6).

- eav Onhalete Ba mpémel va drokoyeTe T yolovyia katd tn didpketa tng Oepaneiog pe to
Pemetrexed Lilly

- edv cag &xel yopnynOei mpoceata 1 TpodKeLTal va cog yopnyndet epPoértlo yio tov Kitpvo
TVPETO.
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IIposgidomou)celS Ko TPOPLAGEELS

Anevbuvbeite 610 Y101pd G60C 1) 6TO VOGOKOUELONKO Qopuokorold coc tpwy thpete to Pemetrexed Lilly.

Edv éxete N elyate 010 TOpeABOV TPOPANLATO LE TOVS VEQPPOVS GO, GLLNTNOTE E TO YLOTPO GG 1) TOV
(POPLLOKOTOLO TOV VOGOKOUEIOV, d10TL EVOEXETAL VO UMV Umtopeite va mapete Pemetrexed Lilly.
[pwv and kabe Eyyvon B AopPdavovtol deiyloTo Tov AiaTog Goc, TPOKEEVOL va eEleYyDel OTL ExeTe
EMOPKT VEQPIKT KOl NTATIKN Agttovpyia kot 6Tl EXETE APKETA UUOGPAIPLO, DGTE VO TAPETE
Pemetrexed Lilly. O ywutpog cog propet vo amopacicet va oAhaEel tn d6on 1 va avoPdaiet
Oepamneio oag, avALOYO LE TN YEVIKT GOG KUTAGTOGT KOl EAV 0L TILES TOV QHOGPALPI®V GOG Etvat
vrepPorkd yaunAéc. Edv cuyypdvmg Aoufdvete ciomlativn, o yiatpog cag Ba ppovticel va Exete
TPONYOVUEVDG EVVOATOOEL EmaPKOC Kot Vo, Exete AGPel Tnv koTtdAANAN Oepameia Tpv Ko UeTd T 9
olomAaTivn, ®oTE Vo TPoAnedel o £ueTog. 0~\\
N

Edv éyete voPAn0el 1 oxomebete va voPfAnbeite oe aktivobepameia, evnuep®oTe TO ywrp@%’ag,
kaOd¢ pmopet va vapyel Tpdwpn 1 kabvotepnuévn avtidopacn akTivoBoliog e To Pep‘@%exed Lilly.

Edv éyete mpdopota epforiachel, evnuepmaoTte T Y1aTpo 6ag, KaODC ovtd umopei @\YpOKaXécgl
avemounTeg avTidopacelg oe cuvovacud pe to Pemetrexed Lilly. ‘ 405
AN

Edv €yete xapdiokn vOGo 1 16TOPIKO KapSLOKNG VOGO, EVIIUEPDOTE TO «{1&‘&)0 GOG.

Edv vtdpyet cuAioyn vypov yop® omd Tov TveEDOVA Oag, O ywrpc}g&q fowg kpivel amapaitno va
TOPOYETEVGEL (APALPESEL) TO VYPO AVTO, TPV GAG YOPT YN OEL TO Po@etrexed Lilly.

Q

Moudid ko £pnpor O
Av106 T0 PApLOKO OEV TPETEL VAL YPTCLLOTOLEITOL OF nm&n epnpovg, kabmg dev vILApyEL epmelpia pe
aVTO TO PAPUAKO GE TadLA KoL EPNPoVE KAT® TV 1 V.

o
Alho @appoxo kol to Pemetrexed Lilly O
Evnuepdote 10 yotpd cog edv moipvete Kdrc@ PAPLOKO Y10 TNV OVOKOVPIGT] TOL TOVOL
(avodynTied) 1 OVTIQAEYLOVAOIES PAPLOKO, VMG T PAPLLOKE TOL OVOLALOVTOL «UN-CTEPOELN
ovTIPAEYOVAOIN Phppake (MZAD)y, SOMTEPIMALPAVOUEVOVY KL TOV QAPUAKMY OV ayopaleTe x®pic
GuVTayn yYLaTpod (Ommwe 1 PoLTPoPUN). AtotiBevial 6TV ayopd Siipopa Tpoidvia MEAD pe
SLOPOPETIKT YPOVIKT| SLApKELL OPé 09@. Me Bdiorn TV TPOYPOLUATIGUEVT] NULEPOUNVIO TTOL TPOKELTOL VO
A&Pete v €yyvomn tov Pemety@ Lilly xov/n v xatdotoom tng veppikng cog Aettovpyiag, o
ywTpds oag Ba oag vrodeifehTa Papaka Tov propeite va AMAPeTe, kabdg Kot TOTE Pmopeite va Ta
MiPete. Edv éyete onomans amopia, pOTAGTE TO YIOTPO GOC 1} TO POPHAKOTOLO GAG, VO GOG
emPBePardoovv, bv z@no omd To PAPLOKA GG AVAKEL TNV KaTtnyopio Tov MEAOD,
[MopaxoaieicOe V%Qnuspd)cars TO YLOTPO GOG 1) TO PAPLOKOTOLO TOV VOGOKOUEIOV, GV TalpveTe N
€xete mapeL np\g'%(paw GAAO QapLLOKO, OKOWLO KoL aLTE TOL eV Gog £xovv yopnyNOel Le tatpikn

GUVTOYT.

WQ o{-
Kun
Ed®klote éykvoc, vopilete 6T1L umopel va giote £ykvog 1 oxed1alete Vo amoKTNOETE TOLS, EVI|UEPDOTE
70 TwTpo cac. H ypnon tov Pemetrexed Lilly npénet va amopevyston katd tn didpkela g komong. O
ytpog cag Oa culnmoet poli 6og Tovg evogydueEVoVg Kivovvoug amd t Aqyn tov Pemetrexed Lilly
KaTd TN Sdpketa TG Komong. Ot yovaikeg TPEMEL VoL YPNGLLOTOLOVY OTOTEAECLATIKY OVTIGOAAYN
katd tn odpkela tng Bepomeiog pe Pemetrexed Lilly.

Oniaopdg

Edv OnAdlete, evnpepdote to ylotpd 6og.
O Onhooudg mpénel va SokonTeETOL KOTA TN ddpkela NG Oepaneiog pe Pemetrexed Lilly.

35



Tovipétnto

O1 vdpeg cupfovAebovTal Vo, v TEKVOTOGOLY KATA TN StdpKela Kot LEYpL 6 URveg LETA TN
Oepaneio pe Pemetrexed Lilly kot katd cuvénela Bo mpémet va ypnoIUOTOl00V ATOTEAEGOTIKT
aVTICVAAN YT KaTd T ddpkela TG Bepameiog pe Pemetrexed Lilly ot yio 6 ufvec petd t Oepomeio.
Edv emBupeite va tekvomotioete katd T d1dpketa g Bepaneiag 1 o€ YPOVIKO oo 6 UvodV
HeTd TV oAoxkAnpwon g Bepaneiag, cvpPfovievdeite to yaTpd 1 T0 Pappakonold cag. Emiong,
umopeite va avalntnoete GUUPOVAES GYETIKA e TN S1oTipn o/ amofnKeVoT GTEPUATOG, TPV UTO TNV
évapén g Bepamneiag.

0o yNoN KoL LEPIGUOS PUNYOVAOY

To Pemetrexed Lilly evdéyetan va cog mpokarécel aicOnua kémwonc. Na mpocéyete 10taitepa otnv

001 yNoM 1 OTO YEPIGUO UNYAVADV. 9
O

O‘u
Pemetrexed Lilly 100 mg kovi¢ yio. mokvo 1aAouo. yio Topaokevt] O10ADUOTOC TPOS éw(z‘)a@
To papuaxo avtd mepiéyel Aryotepo amd 1 mmol vatpiov (23mg) avd eloiidio, siva\*{mo OV
ovopalovpe «elevBepo vatpiovy.
<

Pemetrexed Lilly 500 mg k6vic yia mokvé Sidlouo yio mapackevi d1aibuatocatpoc éyyvon

To @apuaxo ovtd mepiéyel 54 mg votpiov (KHPLO CLGTATIKO LOYELPTKOV/ &xné@tov dAotog) o€ KaOe
QLoAid10. AvTd 1ooduvapel pe 1o 2,7 % NG GUVICTOUEVNG LEYIOTNG M us‘ﬁ]ﬁ oG TPOSANYNG vaTpiov pe
TNV S10TPOOPT] Y10 EVOV EVIALKOL. . o,(o

To Pemetrexed Lilly wepiéyel vatpro

N\
3. Iog va ypnopomomocete To Pemetrexed Lilly O&OQ
H ocvvietdpevn d6om tov Pemetrexed Lilly eivan 500 miligrams yio kd6e tetpoyovikd pétpo
emedvelag copotog. To Hyog kot To fApog Gag xpnclp&)ovv Y10 VTOAOYIGUO TG EMLPAVELLS TOV
omuatog ooc. O yTpds oag o ¥pNGILOTOMGEL T LPAVELDL TOV CAOLOTOC GOG Y10 VO DVITOAOYIoEL
Vv KaTIAANAN d0om Yo ecdc. H 86om avt umé@ va tportomomBel, 1| 1 Bepaneio pmopel va
KaBuoTEPNGEL OVALOYQ LLE TOL OTOTEAECLLATOL YEVIKOV €EETACEWDV AILATOC KOL T YEVIKT GOG
katdotaot. O opUOKOTOIOg TOV VOGOKOUEIOV, 0/1 VOOAELTIC/-TPLo. 1] 0 Y1orTpdg cag Oa
TPOYHOTOTOMGOVY TNV avaén T koS Tov Pemetrexed Lilly pie evéotpo diAvpa yAmptovyov
vatpiov 9 mg/ml (0,9 %), wpv cog 6@1}71]98{ 70 Stddvpa.

Oa Aappdavete to Pemetrexed ,@?/ mhvta pe Eyyoon péca oe kdmola pAEPa cag. H &yyvon dwopiel
nepimov 10 Aemtd. S QN

Otav 10 Pemetrexed&@? YPNOUOTOEITOL OE GVVOVACUO LLE CIOTANTIVY:

O yatpog 1 0 9o, 010G TOL VOGoKkopEiov Ba vroioyicel T 86on mov ypetdlecte, e domn to
VYOo¢ Kol To de@ag H ciomhativn yopnyeitat emiong pe £yyvon néca o€ Kamolo AL Gag Kot M
YopNyNon yiv@t nepinmov 30 Aentd petd v ohokANpwon ¢ £yyxvong tov Pemetrexed Lilly. H
&yyvon TT& TAOTIVIG OlopKel Tepimov 2 dpec.

Oa 7@@81 va Aappavete v ayoyn cog pio eopd kdbe 3 efdopddec.

[Ipdcbeta pappoka:

Koptikootepoetdn: o ylatpdc cog Oo oag cuviayoypapnoel S1oKio 6TEPOEODY (IGOSVVAUO [E 4 mg
de€apuedaldvng dVo QopE TNV NMUEPQ), T, OTTOT0, TPETEL VO, AAUPAVETE TIV TPOTYOLUEVT], TNV 1O10 KoL
v emopévn nuépa omd T Oepaneio pe Pemetrexed Lilly. H yopriiynon avtod tov poppdkov
OTOGKOTEL OTI HEI®OT TNG CLYVOTNTOS KoL TNG GOPapdTNTAG TV SEPLATIKAOV AVTIOPACEDY TOL UTOPEL
VO TOPOVOIAGETE KATA TN SIAPKELD TNG AVTIKOPKIVIKNG Ogpameiog cog.

Souminpopoto Itoptivev: o YiTpog 6os 8o Gog cLVTAYoYPUPNoEL Ad TOV GTOLATOS PUAMKO 0ED
(Brrapivn) 1 Kamwoto moAvBLrtoputvovyo GKELAGLO TTOVL TEPLEYEL Kol PLAALKS o0&V (350 £wg 1000
WKPOYPOUUapLa), To ool Tpémel va AapuPdvete pia popd v nuépa katd tn didpkela tng Oepomeiog
pe Pemetrexed Lilly. @a mpénet va mapete TovAdyiotov 5 600e1c puAAIKOD 0E€0C, Katd TIg €T
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TPONYOVUEVEG NUEPES 0t TNV TPdTN d0om Tov Pemetrexed Lilly. [Ipénet va cvveyioete va moipvete
TO PLAAKO 0ED Y1, 21 Nuépeg petd v teElevtaia d6omn tov Pemetrexed Lilly. Oa cog yopnynOei
emiong pia éveon Prrapivng Biz (1000 pikpoypoppdpila) kotd Ty Tponyovuevn efdopdda amod
yopnynon tov Pemetrexed Lilly kot 611 cuvéyeia kabe 9 efdouddeg mepimov (S1dotnLo 1OV
avtiototyel o€ 3 kokhovg Oepameiog pe Pemetrexed Lilly). H Brrapivn Biz kot to guAlikd oD
YOPNYOUVTOL e OKOTO Vo LEIBOVV 01 eVOEYOUEVEG TOEIKEG EMOPACELS TNG AVTIKOPKIVIKNG Bepameiog.

Edv éxete mep1ocdtepeg epmTNCELG CYETIKA LLE T YPNOT AVTOV TOV QUPUAKOL pOTAOTE TO YTPd 1) TO
QOPLOKOTOLO GOG.

4. IMBavéic avemBounTeg evépyereg 9
Onwg 6Aa Ta PAPLOKE, £TGL KO GVTO TO QAPUOKO UITOPEL VO TPOKAAEGEL OVETIODUNTES svépygbg;x\;
Kot 6gv Topovc1alovtal 6€ OAOVG TOVE avOPMOTOLG,. AO

[Ipémet vo emMKOVOVICETE AUECMG LLE TO YIOTPO GUG OV TOPUTIPTOETE OTOLOONTOTE G%V)O‘EOL axolovba:

. [Mupetd | Aolpwén (cvyvd | ToAD cuyvd avtioTolywg): av £xete TVPETO 380% 1 Gvo,
epidpmon N dAha onueio Lolpwéng (kabott o apBudc Twv XSUKOKMT(&P o¢ pmopel va ivat
UKpOTEPOG, TO 0TOi0 gival TOAD cuyvo). H Aolpmén (ofym) pmopel vagwvar cofapn kot pumopel
vo. 0dnynoet og Odvaro. <\

. Edv apyicete va aioBdveote Tdvo oto otrfog (cuyvd) 1| va éxsrs‘&'xwap&a (61 oVYVO).

. Edv éyete movo, ephOnua, oldnpa 1 MK 6TO GTOUN GOG (no}\ib, KvO).

. AAlepyikn| avtidpaon: edv eppavicete deppoticd eEAvOm @toM) oLyvo)/aicnuo kaboov 1
VUYLOV (GUyvo), 1| TUPETO (GLYVO). Xe OMAVIEG TEPIMTMOQGELS, Ol OEPLATIKES OVTIOPACELS UTOpPEL
va ivon coPapég ko pmopei va odnyoovy oe Odvor EnikovovioTe e Tov ylatpd cag edv
TopovcliceTe GoPapd e£avOno 1 Kvnopo M (ph')@vsg (oOvdpopo Steven-Johnson 1 To&ikn
EMOEPIKT VEKPOALOT)).

. Edv epgoavicete kdnwon, tdon Amwobopio %&axawd(;srs gvKoA 1 £xete ypn Oy (d16TL
umopel va £xete yapnAoTeEPT oupocs(poupiv@né TN PLGLOAOYIKY], TO 07010 Elval TOAD GLYVO).

. Ed&v mapovcidoete apoppayia oto oﬁ@gz 1 WOt M 70 0T, 1] OTOLOONTOTE ALLOPPOLYio TOV
dgv oTOLATA, 0VPO LE KOKKIVI] 1] POEYPOLA, LT OVOLEVOLEVOUS LOAMTES (O10TL 0 0plOUOC TV
opomeToAmV pmopei va eivat yopRXOTEPOC Ad TO PLGIOAOYIKS, TO OTOI0 Eiva GLYVO).

. Edv eppavicete Eapviki SOOI, £vTovo mdvo 6To 6TRO0C 1) Prixe: te apdpupta Troeka (o)t
ovyvéd) (umopel va gival SV%%] OpouPov aipotog ota apoPdpa. ayyeio TV TVELUOV®V).

O

AvemBounteg evépyeteg TquRemetrexed Lilly pmopet va nepiiappdvoov:

~N\

Tlolb ovyvég (,unopel:@@mpedaovv repraootepo, oo 1 ota 10 aroua)

Aolumén

Dapoyyitida (n@muog)

XopunAog apt&@g 0VOETEPOPIAMV KOKKIOKLTTAP®WYV (£VaG TOTOC AEVKOKVTTAP®V)
XopmAog LOG AELKOKVLTTAP®V

XopunAd grinedo apocopivig

H(’)V(@Q VOpOTTA, TPNEWO N TANYEG GTO GTOUN GOG

ARG ew0 g 6petng

"Epetog

Aldppota

Novtia

Agppoticd eEavonpua

AmoAémion Tov dEpUATOG

Mn @LGLOAOYIKEG EEETAGELS QUILOTOC TTOV KATUOEIKVOOLV UEIOUEVT AEITOLPYIQ TOV VEQPOV
Konwon (kovpaon)

2oyvég (umopet vo. exnpecoovy éwg 1 ota 10 drouan)
Aolpumén tov aipatog

[Mvpetdg pe yopunAd aptBpd ovdeTepOPIA®V KOKKIOKVTTAP®OV (£VAG TUTOG AEVKOKLTTUP®V)
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Xopniodg apBpdc oponetaliov

AAlepyicn avTiopaon

ATdAEL COUATIKDY VYPDOV

AAayn ot yebon

BAGPN kivnTik®dv vedpmv Tov pmopel vo TpoKaAEGEL LLIKT advvapia Kot atpoeia (amicyvaven)
KLpimg oTo AVED KOl 6TO KAT® GKPO

BA&Pn arcntikdv vedpwv mov umopel va TpoKaAECEL OTOAELL TG AGONTIKOTNTOG, KOVGTIKO TOVO
Kot 0otadelo oto Padicua

Zé&An

dAreypovn 1 oldnpa Tov emmeLKOT (1 LEUPPAVT TOV ETEVOVEL TaL PAEPOPO KO KOAVTTEL TO AELKO
TOL LOTIOV)

EnpoeOoipia

Yypd pdrtio

Enpomta tov entme@ukoTa (1 peuPpdvn mov exevovel Ta PAEPAPO Kol KOADTTEL TO AEVKO rogvpgnou)
KOLL TOV KEPATOELOOVS (TO SIAPOVO KAAVUUE, UTPOGTA amd TNV iplda Kat Ty KOp™)

Oidnpa (mpH&yo) twv Prepapmv ) OQ
OpBaipikn datapayn pe Enpotnra, okicio, epebiond koM tovo \\‘u

Kapdiokn mpocforn (Katdotaon mov emnpedlel Ty tKovOTNTO TOL KAPILHKOD m)éva Aettovpyel
cav ovtiio) O

AxavovioTog KapdlaKog puluog c'u\A

Avorneyia S
AvokootnTa ‘O
Kot\ako dhyog . 0,(')
‘Hrap: adénon tov ynukdv oucidv 6To oo Tov TopdyovToL an@b nnop
AvENUEVOG XPOUATIGUOG TOV SEPUATOG &O
Dayovpo 6To SEppo. O

E&dvOnpa 610 odpa 6mov To Kibe onuadt potalet pe ro\p;fm evOG TaPOL
Andrelo TpryOV

Kvidmon (U\o'
Awaxomn) TG VePpPIkNg Asttovpyiog ZO
Meiopévn Aettovpyia T@V VEQPOV Q
[Mvpetodg N

Alyog (Tovog) \O

[lepiooeia vypdv 610 GOUA, TTOV np@@gonv apné&po (oidnpor)

[T6vog oto obog

DOleypovn| Kot eEEAK®ON TOV @voyovoav VUEVOV IOV EMEVOVOVY TO TEMTIKO GUGTILLOL
AN

Oyt ovyvés (umopel va emigebioovy éwc 1 ora 100 atoua,)

Meimon tov apifpov Qf €pLOPOKVTTAPOV, AEVKOKVTTAP®V KOl OLUOTETAAIDV

Ayyelaxd eyKep énswo&o

Tomog ayyswm@scpakmov €MEG06i0V OTAV Lo APTNPI0 TOL EYKEQAAOL EIVaL PPOYIEVT

Awoppayi GTO Kpovio

2mOdyym @ggg OKIKO GAYOG TTOL TPOKAAEITOL OTO PEIWUEVT] POT] CULLOTOG OTNV KOPOLA)
Kopdrokdencicodio

218V Q%| OTOKAEIGHOG TOV GTEQPAVIOI®V ApTNPIOV

AGERévOC kapdLakog pudpog

AVETAPKNC KATOVOLY OHLOTOG GTOL dKpoL

ATOKAEICUOG LOG EK TOV TTVEVUOVIKAV OPTNPLOV GTOVG TVEVIOVEG GOG

DAeypovn Kot OVAT TOV ECMTEPIKOV TOV TVEVHOVOV LLE VOTVEVCTIKA TPOPAN LT
AmoBoAr £vTovou KOKKIVOL OiUaTog ad TOV TPOKTO

Awoppayio 0TOV YOOTPEVTIEPIKO GOAVA

Pnén tov evtépov

DAeyuovn TOL ECMOTEPIKOV GTPMUUTOC TOV OLGOPAYOL

DAeyuovn TOL ECMOTEPIKOV TOV TOXEOS EVTEPOV, TOV UTOPEL VO GLVOSEVETOL aTd opoppoyio. amd o
évtepo M 10 0pBo (eppaviletal otov cUVOLAGUO LE GIOTATIV)

dAeypovn, oidnua, epudnua, Kot StePpwon g PAEVVOYOVOL ETPAVELNG TOV 01GOPEYOL TOV
TPOKOAEiTOU 0O akTIvoDEpaTmEiol
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dleypovi T@V TVELUOV®VY TOL TPOoKaAEiTaL 0md aKTivoBepameiol

2ravieg (umopet va ennpedoovy éwg 1 ota 1.000 aroun)

Koataotpoen tov epvbBpokvttdpwv

AvaeuAiaxTtikd cox (cofapr] aAlepyikni aviidpaon)

DAeyLOVDONG KOTAGTOGT) TOV HTOTOG

EpvBpdtmra tov 6éppatog

Agppotikd eEavOnpa mov gupaviletor oe meployn mov £yl Tponyovuévms ektedel o€ axtivoBoiio

oo oravies (umopel va exnpedoovy éwg 1 ara 10.000 droua)
AOUDEELS TOV FEPUATOG KOL TOV UUAUKDY 1GTOV
YHvdpopo Stevens-Johnson (évog TOTOC TOAD cofapnc avTidpacng Tov SEPUATOG KAl TOV B?»gvvoyc')gov

VUEVOV IOV UTOPET Vo lvarl amenTikn yo T {on) ~\\
To&wn emdepuikn vekpoivon (évag THTog Gofoapng OEPUATIKNG OvTIOPACTS TOV UITOPET Vo s%ap
anetAnTiky yo ™ Com) o)

Avtodvoon dtotapayn OOV KATAANYEL 6€ OEPLOTIKO eEAVOM LA Kot AVKTOIVEG OTOL Kd‘ws&cpa, oTa
Gvo dxpa Kot TNV KotMd

dreyuovn 1oV dEPUOTOG TTOL YapoKTNPILETAL 0O TV TUPOVGIN TOUPOADY®Y YEUA He vypo
EvBpovototnta tov 3Epuatog, PALKTUVEG Kot SIOBPDCELG KOl SEPUATIKES ov) @5

EpvBpdtnra, dhyog kot mpr&yto kuping ota Katwm dxpa Q>

DAeypovi Tov SEPUATOG Kot TOV VTOdOPLoL Aimovg (YevdokvTtapitidn) ~\

dreypovn Tov déppotog (depuatitidn) Y

Aéppa mov tetvel va pAeypaivel, va mapovotdlel kvnouo, spuepértk@&pmyuég Ko TpoyvTNTOL

Ynpeta pe évrovn eoyovpa OQ

Mpu yvwotég: n avyvotyTo Tovg dev umopel vo. ektiunOel ue feH to drabéoiuo dedouéva

Epoedvion dwafnm xoping Adym g taboroyiog Tmv vs%&r\/

Awoopayn T@V VEQPAOV TOL GLUVETAYETOL TOV OAvaTOo T0hv EMOMAMOKOV COANVOPIOK®DY KUTTAPMVY TOV
oynuratifovv To veppikd GOANVAPLA. ‘O(U\

Evdéyetar va gppavicete onotodnmote and r((q?umd)uaw Ko/ TG Kotaotdoelg avtés. [pénet va
EVIUEPDGETE TO YLATPO GOG TO cuvroué‘r(%@&varév, otav apyicete va TapovctileTe KOmTON TETOLN
TOPEVEPYELQ. ,QO\
Eév avnovyeite yio kdmoteg napsséﬂlswg, ov{ntote pe To YTpo GOG.

, , AO°
Ava@opa avemlipnTov gugpyeimv
Ed&v napoatnpnoete K(SUIO& EMOOUNTN EVEPYELX, EVIUEPDGTE TOV YIATPO 1 TOV QOPLOKOTOLO GUGC.
AVTO 1oyvEL KO Y10 K¢ @ TOav aveTIBOUNT EVEPYELQ TTOV OEV AVOPEPETAL GTO TOPOV PUALO OONYIDV
ypnone. Mmopeite; '§ng Vo avaQpEPETE aVeTOOUNTEG evEPYEleg amevbeiog, LEc® TOL EBVIKOV
GLGTHLLOTOG owa@:ig mov avaypdeetar oto Hapdptmua V. Méoco g avaeopds avembountov
evepyeEIDV UQPeite va fondnoeTe 0T GLALOYN TEPIOCOTEPMV TANPOPOPLOV CYETIKE LLE TNV OCPAAEL
0V napé\@%(papudlcov.

R
5.0 Iog vo pvrdccete To Pemetrexed Lilly

To @apuako ovtd TPETEL Vo PUAACCETOL GE UEPT) TOV OgV TO PAETOVY KOl 0V TO POAVOLV TOL TOUdLA.

Na pn gpnoponoteite ovtd 10 PAPLOKO UETE TV NUEPOUN ViDL ANENG TOV AVUPEPETAL TNV
EMGNUAVGT TOL PLOALOI0L KOl GTO KOLTI.

Agv vapyovv 1d1kéEG 0dNYieg S10THPNONG YIo AVTO TO PAPLAKO.
Alddvpo HETA TNV avooLOTACT Kot TEPULTEP® apaiwon: To mpoidv Oa mpémel va ypnoomoteiton

apécms. Otav TpoeToldleTor COUPOVA LE TIC AVAPEPOUEVES 00N YIES, £xel OOl yMUIKN Ko QUOTKN
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oTafepOTNTA TV SIOAVHATOV TEUETPEEIONG, LETA TNV OVOGVCTOCT KoL TNV TTEPALTEPM apaiwon Yo 24
wpeg o€ Beppokpacio yoyeiov (2 °C éwg 8 °C).

To @dppaxo avtd Tpoopiletarl Ldvo yia Amas YopnyNnoN: To Un ¥pnoipomombéy didivpa Ba mpémet
VO, ATOPPINTETAL, COUPOVA LE TIG KOTE TOTOVE 16YV0VGEC GYETIKEC O1ATAEELS.

6. Iepreydpeva TS GVOKELUGTOG KOL AOUTEG TANPOPOPIEg
T epréyer 1o Pemetrexed Lilly
H dpactikn ovoia givar 1 mepetpelion. '0

Pemetrexed Lilly 100 mg: Kabg grolidio mepiéyet 100 yrhootoypappa mepetpeé&ione (og 81v%bguxog

nepetpesion).
Pemetrexed Lilly 500 mg: Ka&6e proridio mepiéyer 500 yrhootoypappa tepetpeéiong (‘u@warplovxog

mepetpelion). \\

Metd v avachoTao, T0 SLIAV A TOV TPOKOTTEL TEPIEYEL 25 mg/ml nsusrps%@g Amonteitan
TEPULTEPM OPAIWST), TPLV OO T1| YOPTYNON, Amd TO YTpod 1| TO VOSAELTH( zgl ) TOL VOGOKOUELOV.

Ta dGAAo cvototikd givor povvitodn (E421), vépoyrwpikd o0& kot USp@%w Tov vatpiov. (PAéme
evomta 2 «To Pemetrexed Lilly mepiéyet vatpio») O

Epg@avion tov Pemetrexed Lilly kot wepieyépeva g GDGK@ULQQ
To Pemetrexed Lilly eivar k6vig yio Tokvo didAvpa yio T OPOCKEVT] SLOADUATOG TPOG £YYXVOT KoL
TOPEYETOL LEGO O EVOL YOAMVO QLU0 [E EAACTIKO m’@h’. Eivar Avogrhomompévn kdvig Aevkov £mg
VIOKITPIVOL 1| TPAGIVO-KITPIVOL YPDLOTOG. S

A

Awtifetan o€ cuokevacio Tov 1 eroddiov. ZO
Mmropel va, unv KokAo@opohVv OAEC o1 GUOKEVGQTES.
N
Karoyog Adcrog Kvkhopopiog 6\0
Eli Lilly Nederland B.V.
Papendorpseweg 83 00
3528 BJ Utrecht ,\O
OMrowvdia AN
.’\O

IMopookevooct ©

p e <Q
Lilly France S.A.S D
rue du Colonel
F-67640 Fegersheim
ToAria {3’

T (@ OMmOTE TANPOPOPIO. GYETIKEL L€ TO TOPOV PAPUAKEVTIKO TPOIOV, TUPUKOAEIGTE VL
Ogite ooV ToMIKO OavTITPOc®TO ToL Katoyov g Adstog Kukhogopiog.

Belgique/Belgié/Belgien Lietuva

Eli Lilly Benelux S.A./N.V. Eli Lilly Lietuva

Tél/Tel: + 32-(0)2 548 84 84 Tel. +370 (5) 2649600
bbarapus Luxembourg/Luxemburg
TI1 "Emu Jlumu Henepnang" B.B. - Bearapus Eli Lilly Benelux S.A./N.V.
Tel. + 359 2 491 41 40 Tél/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELILILLY CR, s.r.o. Lilly Hungéria Kft.
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Tel: + 420 234 664 111
Danmark

Eli Lilly Danmark A/S

TIf: +45 45 26 60 00
Deutschland

Lilly Deutschland GmbH
Tel. +49-(0) 6172 273 2222
Eesti

Eli Lilly Nederland B.V.
Tel: +372 6 817 280
EArada
OAPMAXEPB-AIAAY A.EB.E.
TnA: +30 210 629 4600
Espaiia

Lilly S.A.

Tel: + 34-91-663 50 00
France

Lilly France SAS

Tél: +33-(0) 1 55 49 34 34
Hrvatska

Eli Lilly Hrvatska d.o.o.
Tel: +385 1 2350 999
Ireland

Eli Lilly and Company (Ireland) Limited
Tel: + 353-(0) 1 661 4377
Island

Icepharma hf.

Simi + 354 540 8000
Italia

Eli Lilly Italia S.p.A.

Tel: +39- 055 42571 Q

Kvnpog
Phadisco Ltd o
TnA: +357 22 715000 O<\
Latvija D

Eli Lilly (Suisse) S.A Parstawiéciba Latvija

Tel: +371 67364000 -\
.\Q

' O0

Tel: +36 1328 5100
Malta
Charles de Giorgio Ltd.
Tel: +356 25600 500
Nederland
Eli Lilly Nederland B.V.
Tel: +31-(0) 30 60 25 800
Norge
Eli Lilly Norge A.S.
TIf: + 4722 88 18 00
Osterreich
Eli Lilly Ges.m.b.H. 9
Tel: +43-(0) 1 711 780 0~\\
Polska N
Eli Lilly Polska Sp. z 0.0. &Y
Tel.: +48 22 440 33 00 OA
Portugal (3
g

Lilly Portugal Produtos F aﬁ&céuticos, Lda
Tel: + 351-21-41266‘0&05
Romania N
Eli Lilly Roméaniag~S.R.L.
Tel: +40 21 4 00
Slovenija,
Eli Lilly, acevtska druzba, d.o.o.
Tel: (0)1 58000 10
S1 ska republika

illy Slovakia s.r.o.

el + 421 220 663 111
O

zo‘u

Suomi/Finland

Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250
Sverige

Eli Lilly Sweden AB

Tel: + 46-(0) 8 7378800
United Kingdom

Eli Lilly and Company Limited
Tel: + 44-(0) 1256 315000

O
To mapdév eviro OS%QW xpong avadempnOnke Yo terevtaio popd otic <{MM/EEEE}>

Aentopepeic

Opyavic pof){il)h

R
Q
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Ot minpogopieg mov akoAovBovv amevBuvovtal HOVO GE YITPOLG 1 EMOYYEANATIEG VYETLOGC:

Odnyiec ypnong, YEPIGUOD KoL amdppync.

1.  Xpnowomoieite donmmn TEYVIKN KOTA TN SLAPKELN TNG OVOCVOTACTC KO TNG TEPOLTEP®
opaimong g TePeTPeEIONC, Yo TN YOpTyNon HE EVOOQAERLa Eyyvon.

2. Ymoloyiote T 060M KOt TOV 0plfUd TV anatovpuevev eloAdiov Pemetrexed Lilly. Kabe
OLOAO10 TTEPLEYEL £VOL TAEOVOG O, TG TEUETPEEIONG Y10l VO SIEVKOADVETAL 1] TOPOYN TNG
VoY POPOLEVS TTOGOTNTOG,

3.  Pemetrexed Lilly 100 mg: ~>~
Ka0e prorido 100 mg mpénet va avacvotadei pe 4.2 ml yhoprovyov vatpiov 9 mg/ml gg@"
EVESTUOV SLOADUOTOC YMPIg GLVTNPNTIKO, MCTE VO, TPOKVTTEL OIGAV LA TTOV VoL nsptsxe@
nepetpeion 25 mg/ml.

Pemetrexed Lilly 500 mg: ‘oo
Kabe proridio 500 mg mpénet va avacvotadel pe 20 ml yAwplovyov vatpio g/ml (0.9%)
EVESIUOV SLOADUOTOC YMPIG GLVTNPNTIKO, MCTE VO, TPOKVTTEL OIGAV LA, n(&()h TEPLEYEL

nepetpelion 25 mg/ml. P2

Avaxiveiote amold KaOe Qroridio péypt n teplexOpueVn KOVIG Vo Ol mpwc. To didiopa
LETA TNV OVOCVGTOGOT Etval S1owyEG, e ELPAVIOT YPDOUUTOC omft?) PO £0¢ Kitpvo N Kitpvo-
TPAGIVO (PO, Y0pig va ernpedletol avemBounTa 1 1010t v Tpoioévtog. To pH tov

SLAVUATOG HETA TNV avacVoTaoT Eival HETaED 6.6 kot 7.8 ArarteiTon TEPITEP® APAimOoD).
4. O xotdAAnrog 6yKog Tov S10ADHOTOC TNG TEUETPESL €10 TNV OVOGVOTACT], TPETEL VO
oparwbei mepartépm o 100 ml pe evéoipo dtdhv ®plovyov vorpiov 9 mg/ml (0,9 %),

Ywpic cuvINPNTIKO, Ko Yopnyeitol pe evooeréPrd-Eyyvon didpketac 10 Aentdv.

5. Ta dwAdpate Tpog £yyvon g nauatpa&;@iﬁov TPOETOUALOVTOL COUPMVA LLE TIC AVAOTEP®D
001yieg glvatl GLUPBOTA UE TIG GVOKEVEG € MG KOl TOLG GAKOVG Eyyvong omd
moAvPrvoroydmpidio ko molvolepivn Threpetpetidn éxet LoIKN AGLUPBATOTNTA LE TOVG
SLIADTEC TTOVL TTEPIEYOLV UGPECTIO, TePLUUPOVOIEVOD TOV YoAaKTUKOD dtaAdpotog Ringer
KOl TOV EVEGIILOV dtolvpatog Ri

6. Ta oppaKeLTIKE TPOIOVTOLYE TOPEVIEPIKN YOPTYNON TPEMEL VO, EAEYYOVTAL OTTIKEL, Y10l TUYOV
POV OLOPOVUEVOV 0TSmOV Kol YPOUATIKOV 0AAOIOGE®V, TPV amd TN yopnynon. Edav
mapatnpnovv rsroch NUata, To TPoidv dev mpémet va yopnynoel.

7.  Ta dwAduato @usrpsét?ing elvar povo yia epamoa yopriynon. Kabe un ypnoomombév
TPOIOV 1 DTEO)\,@(X TPENEL VOL OmOPPLPOE], COUPMVO LE TIG KOTA TOTOVG 1oYVOVGEG GYETIKES

dwtaec. |
get. \J{_o

Hpoquais@m ™V TPoeTopacic Kot TN yopiynon: Onwg cupPaiverl kat pe dAAovg SuvnTiKa
TOEWKOVC KOPKIVIKOVS TOPAYOVTES, AMOLTELTOL TPOCOYT KATA TO XEPIOUO KOL TNV TPOETOLAGIN
TV Bl@aw)\/ v Eyyoon ¢ mepeTpeéiong. ZvviotdTor 1 ypnon yaviidv. Eav o didAvpo g
e épbel oe emopn pe TO dEPUM, VO TADVETE OUECMG TNV TEPLOYT TOV OEPLATOC LE ApBovo

vt kot vepd. Edv to didAvpa e mepetpeliong épbet oe emapn pe Prevvoydvoug vuéveg
ésnh)vsra apéowg pe vepd. H mepetpelion eivan Eva mpoidv mov dev mpokarel coPapd epediopd atovg
YOp® 16TOVG, o€ TepinTmon e€ayyeiwong. Agv vadpyel €101KO avtidoTo Yo TNV e&ayyeimon g
nepetpelionge. ‘Exovv avaeepbei meplopiopéveg mepurtmoeic e€ayyeioong g mepetpe&iong, mov dgv
kpidnkav og coPapd copuPapate amd tovg epevvnTéc-latpovs. H e€ayyeimon Ba mpémel va
avTIHETORICETOL COUPOVA LE TN GVVH O TPUKTIKY TOV £QaPUOLETOL Y10, GAALOVE TOPOLOIOVG
TOPAYOVTEG.
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