ITAPAPTHMA I

NEPIAHYH TON XAPAKTHPIETIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Lilly 100 mg xévig yio Tokvo S1GAvLa. Y10, TOPAoKEDT] SIHADUATOS TPOG £YXVOT)
Pemetrexed Lilly 500 mg xévig yio mokvo StdAvpa, yio, Topackent| SIADUATOC Tpog £yxvon

2. MHOIOTIKH KAI MIOXOTIKH XYNOEXH

Pemetrexed Lilly 100 mg xdvic yio tokvo StdAvpo yio Topackent) SloAdIOTog Tpog £yYLon
Kd&0e proridro mepiéyer 100 mg mepetpesion (og dtvatplovyog mepetpe&ion).

Exdoyo ue yvworn dpoon
Kd&0e proridwo mepiéyet mepimov 11 mg vatpio.

Pemetrexed Lilly 500 mg kévig yio mokvo StdAvpo yio mopaokenn) SleAd oo Tpog £yyvon
Kd&0e proridro mepiéyet S00 mg mepetpesion (og dtvatplovyog mepetpe&ion).

Exdoyo ue yvworn dpdon
Ka06e praiidio mepiéyel mepimov 54 mg vérpio.

Metd v avacvotaon (BAEne mapdypapo 6.6), kabe @laiidio mepiéyel 25 mg/ml mepetpelion.

IMa tov TAnpn katdloyo Tov ekdoYwV, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Kovig yio mokvd dtdAvpa yio Topackevn SIeADUOTOg Tpog Eyyvon.

AVOPIAT KOVIG YPOUATOG AEVKOV £MG VTOKITPIVOL 1) TPAGIVO-KITPIVOUL.

4. KAINIKEX IAHPO®OPIEX
4.1 OepomevTiKég Evosielg

KaxénOec nesobniiopo vrelwkdto

To Pemetrexed Lilly oe cuvdvacud pe ciomhativ evdeikvoton yio tn Oeponeia acbevav, ot omoiot dev
&yovv Aapet Tponyovuevn ynueobepaneia, pe aveyyeipnro kakombeg pecobnAiopa vrelmrota.

Mn-KpOKLTTAPIKOC KAPKIVOS TOV TTVEDLOVOL

To Pemetrexed Lilly oe cuvdvacud pe oiomhativn evdeikvotal yio. tn Ogpomeio TpdTNG YPOUUNG,
00OEVDV LLE TOTIKA TPOYWPNUEVO 1| LETOCTATIKO UN-LUKPOKLTTAPIKO KAPKIVO TOL TVEDUOVA, EKTOG
0o TIG TEPIMTMGELS TTOL KLPLAPYOVV IGTOAOYIKA T TAOKDOON KOTTOpa (BAETE TOpdypapo S5.1).

To Pemetrexed Lilly evéeikvotor mg povobepamneio yio tn Oepaneio cuvtipnong, acbevov pe tomkd
TPOYWPNUEVO 1 LETACTATIKO [UN-UKPOKVTTOPIKO KAPKIVO TOV TVEDLOVE, EKTOC OO TIC TEPUTTMOCELG
OV KVPLOPYOLV 1IGTOAOYIK( TO TAAK®DOT KOTTOPO, T®V OTOIMV 1) VOGO Ogv £XEl emOevVobel, apécmg
petd v ynueobepancio pe faon v miativn (PAEre mapdypapo 5.1).

To Pemetrexed Lilly evdeikvotor og povoBepameia yio ) Oepancio 6ebtepng ypopupung, acbevov pe
TOTIKGL TTPOYWPNLEVO 1] LETAGTOTIKO LUN-UIKPOKVTTOPIKO KOPKIvo TOV TVveLOVA, EKTOG OO TIC
MEPUTTAOGELS TOV KVPLAPYOVV IGTOAOYIKA To TAOKDOON KOTTOpa (BAETE TOpdypapo 5.1).



4.2 Aocoloyia Kol TpOTOS yopynons

To Pemetrexed Lilly mpénet va yopnyeitot povo vo v enifAeymn 1otpod e181Kevpévoy 61N Xopnynon
OVTIKOPKIVIKN G ynpeloBepameiog.

Aocoloyia

To Pemetrexed Lilly o ovvovaouévy aywyn ue oioriativy

H cuvictdpevn d6om tov Pemetrexed Lilly etvor 500 mg/m? emedveiog cOUOTOG, YOPNYOVLEVT LE
evoopAEPLa Eyyvon ddpketag 10 Aemtdv, Tnv TpdT) NUéEP KAbe Khkiov 21 nuepdv. H cuvietdpevn
86om g sromhativng eivar 75 mg/m? emdvelag cOUOTOC, Kot £yxDeTaL yio SVo dpeg, mepimov 30
AETTA PETE TNV 0AOKAN p®OT] TNG £yYLONG TNG TeUETPeEIdNG, TNV TPDOTN NUEPA TOL KABE KuKhov 21
nuepdv. Ot acBeveig mpénel vo Aaudvovy erapkn OVTI-EUETIKH Oy®YT) KOl KOTAAANAT EVUOATMOON
TP and KoV petd omd t Ayn g olomiativig (BAéne eniong v Iepiinyn Xapoktnplotikdv
[IpoidvTog TG o1omANTIVIG Y1 E101KEC 001YiEC SOGOAOYING).

To Pemetrexed Lilly w¢ uovoOepomeia

e aoBeveic, mov Aappdvovy Bepameio yio pn-UKPOKVTTUPIKO KOPKIVO TOV TVELLOVO LETH OO
nponyovuevn ynueodepaneia,  cvvictdpevn ddom tov Pemetrexed Lilly eivon 500 mg/m? empdévetag
OCMLLOTOG, YOPTYOVLEVT] e EVOOPAERLA Eyyuon, O1dpketag 10 Aertdv, TV TPOTN NUEPA KEOE KOKAOV
21 nuepov.

YN0 TPOKOTOPKTIKNG YOPHYNONG POPUOKMV

INo vo peiwbei n enintoon kot 1 coPfapodTnNTo TOV SEPUATIKOV AVTIOPAGE®Y TPETEL VAL YOPTYEITOL EVal
KOPTIKOGTEPOELDEG TNV TPOTYOVUEVT, TNV 1010 KOl TNV ETOUEVT] NLEPQ OO TN YOPTYNOT| TNG
nepeTpeliong. To kopTikooTePOEIdEG TPpEmEL va. 1Icoduvapel pe 4 mg deapebalovng Kot va yopnyeiton
a7t0 TOV GTOUNTOC 600 OpPEC TNV NUépa. (PAETE Tapdypapo 4.4).

INo va pewwbdei n to&wdtnra, o1 acbeveig mov Aapfdavovy Bepomeio pe mepetpe&ion npénet, emiong, va
Aappdvovy copminpouate Brropvov (PAérne mapdypogo 4.4). O acBeveic mpénel va Aappdvovy arnd
TOV GTOUOTOC PLAMKO 0ED 1 £Vl TOAVPBLTAUIVODYO CKEVAGLO TTOL TTEPLEYEL PLAAKO 0ED (350 £wg 1000
LIKPOYPOUpapLa) o Kabnuepvi Bdor. Oa mpénet vo AapPivovtotl TOVAGYIOTOV TEVTE SOGELG
QUAAKOD 0EE0G TIG EMTA TPONYOVUEVES NUEPEG TTPLY OO TNV TTPATN dOCT| TG TEUETPEEIONG KoL 1|
YOPNYNON TV 6OGEMY AVTMOV TPETEL VoL cuveXIoTEL kKal®’  OAN TN dtdpkela tng Oepameiog kKabmg Kot
v Sdotnua 21 nuepdv petd v tekgvtaio 60om ¢ nepetpelidne. Ot acBevelg mpémet emiong va
AdPovv pio evoopvixn éveon Prrapivng Bi2 (1000 pkpoypoppdpie) Kotd v tponyoduevrn efSopdda
omd TV TPAOTN d00M NG TEPETPEEIONG Kot KATOTLY pia popd kdbe Tpelg kKhkhlovg yopnynongs. Ot
enodpeveg evéoelg Prrapivng Biz pmopodv va yopnynBobv v id1a nuépa pe ™ mepetpe&ion.

THopoxorodOnon aobevarv

Ot acBeveic mov Aappdvovy mepetpet&ion tpénel va tapakorovbodvtar mpy amd kibe doom, Le pio
YeVIKN €EETOON QULOTOC, CUUTEPTAAUBOAVOUEVOV TOV aplBLOV Kol TOV S10pOopLKod TOTOL TOV
AEVKOKVTTAPOV KOl TOL apBpoD TV aponetodiov. pv and ke yopnynon ynuetobeponeiog Tpémet
va yivovtal froynuikéc e€etdoelc aipatog, yio va ektiundei n veepikn Kot 1 nratiki Asttovpyia. [pv
amo v évapén kabe koKhov yopnynong ynuetobepomeiog, ol acbeveic amatteitar va xovv Tig €ENG
petpnoeig: O amodivtog apBudc ovdetepdpirhmv (ANC-absolute neutrophil count) mpénet va givon

> 1.500 wotrape/mm? kot o aplOuodg aponetodiov Tpénet va givon > 100.000 kdttopa/mm?,

H xa0apon kpeatvivng mpémet va givar > 45 ml/min.

H ol yorepvBpivn mpénet va eivor < 1,5 opd ¢ avdtepng ustoroykng Tiung. H olkaiiknm
owoceatdon (AP), n acmapaywvikn apwvotpavepepdon (AST 1 SGOT) kou 1 apvotpoveepdon g
aravivng (ALT 7 SGPT) mpémet va glvar < 3 QopeEC TNG avAdTEPTG PLGLOAOYIKNG TIUNG. [ TV
aAKaAKN eooeatdon, v AST kot v ALT givar amodektég Tiuég < 5 @opéc e avatepng
(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
IMwvéxov 1, 2 ka1 3, ot omoieg 1oydovv yia T yoprynomn tov Pemetrexed Lilly oe povoBepancio 1 o
GUVOLOOUO UE GLOTAOTIV.

IMivokog 1 — Mivakag docoroyikig Swapopomoineng yia to Pemetrexed Lilly (g
povoOepameio 1 6€ cvvovacuévny 0epameia) Kol TN 6LoTAUTIVY - ALHOTOAOYIKES TOEIKOTNTES

Nodip ANC < 500/mm? kot vadip apometariov | 75 % g mponyoduevng 86ong (yia o
>50.000 /mm? Pemetrexed Lilly kou yio ) ciomhativn)
Nodip aupometoriov < 50.000/mm?, aveEapmta | 75 % g mponyoduevng 86ong (Yo o
amo 1o vadip ANC Pemetrexed Lilly kou yio ) ciomhativn)
Nobdip arponetoriov < 50.000/mm?® pe 50 % tng mponyovpevng 6601 (Yo T0
apoppayia®, aveEaptnra omd o vadip ANC Pemetrexed Lilly ko yio T ciomhativn)

* Ta Kpurfpia awtd givor soppova pe to Lovion Kprmpla To&ucodmrag (Common Toxicity
Criteria - CTC v2.0; NCI 1998) tov National Cancer Institute, opiouédc tov > CTC BabBuov 2
oLopparyioL.

Edv o1 acBeveic eppavicovv pn apotoroyikég to&ikotnteg > Babpov 3 (ektog TG vELPOTOEIKOTNTAG),
n xopnynon tov Pemetrexed Lilly tpénel va draxomnel ko va kabvotepfoel, £mg TV vaoydpnon
QVTAOV, G€ TN WKPOTEPN 1 101 UE TNV TN TPO TNG YOPNYNoNGS ynieodepaneiog, Yo T0 CUYKEKPIUEVO
acBevn|. H Oepamneia pmopei va emavapyicel cOppova pe Tig Katevbuvtipieg odnyieg tov [ivaxa 2.

IMivokog 2 — HMivakag docoroyikig dropopomoineng yia to Pemetrexed Lilly (og
povoOepansia 1 6€ cvvovaopuévny Oepaneia) kKo ™) cromhativy - M1 Alpatoloyikég
toEikoTnTeg ¢ P
Aéon Pemetrexed Lilly Adon cromlaTivig
(mg/m?) (mg/m?)
Onowdnmote to&ucotnta Babuov | 75 % tng mpornyodpevng 66ong 75 % g TponyoduevNg
3 N 4, ext6c ¢ PAevvoyovitidog d6oNg
Onowdnmrote diéppota Tov 75 % g mponyodpevng 66oNg 75 % g mponyoduevng
OTOLTEL E1G0YMYT GE VOGOKOLELD do6ong
(ave&aptitog fabduov) 1 didppota
BaBuob 3 1 4
Bievvoyovitida Babuov 3 1 4 50 % g mpornyoduevng d6ong | 100 % mponyovuevng d6omg

¢ Yovin Kpuefpia To&ucodtrag (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Institute
P Ext0c TNC veupoToEIKOTnTaC

Yg TEPIMTOOT ELPAVIOTG VEVPOTOEIKOTNTOC, 1| CUVICTMOUEVT TPOCAPUOYH TS dOoNC Yo To Pemetrexed
Lilly xou ™ cwomhativn avaeépetor otov Iivaxa 3. H Ogpancio mpénel va doxonei edv eugavicbel
vevpotolikotnta Babpot 3 1 4, 6tovg cuykekpipuévoug acHeveis.

IMivaokog 3 — [Mivakag docoroyikig Swapopomoineng yia to Pemetrexed Lilly (g
povoOepamneio 1 o€ cvvovacuévny Oepameia) ko T orenhativy - NevpotodikoTnTa

BaOpég katd CTC® Aéon Pemetrexed Lilly (mg/m?) Aéon cremhaTivig (Mg/m?)
0-1 100 % 1tng mponyovpevng 6001g 100 % 1tng mponyovpevng 6001g
2 100 % 1tng mponyovpevng 6001g 50 % g mponyoLHEVNS SOONG

¢ Fovn Kprefpia To&icotrag (Common Toxicity Criteria - CTC v2.0; NCI 1998) tov National
Cancer Institute



H Oepancio ue Pemetrexed Lilly npénet va dwakomnel €dv o acBevig epeoavicel onoladnmote
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

Hlriopévor ao0eveig

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
Agv vmapyet oxetikn ypnomn tov Pemetrexed Lilly otov naudiotpixd nainbuoud dcov apopd 1o
kakonOeg pecodniioua tov VIELOKOTO KOl TO UN-UWKPOKLTTUPIKO KOPKIVO TOV TVEDLOVA.

AocOeveic ue veppixi dvoleitovpyio (ooviing tomog voloyiouod twv cockeroft ko gault 77 pofuog
OTEPOUOTIKNG O1NOnong, ue uetproelg ue w uédooo Tc99M-DPTA kdbapons opod)

H mepetpelion amoPaiietal, KUPIMG APETAPANTN, LECH VEPPIKNG ATEKKPLONG. ZTIG KAMVIKEG LEAETEC,
o aoBeveig pe kabapon kpsatvivig > 45 ml/min, dev yperdotnroy GALEG TPOSAPUOYEG TG
YOPNYOVUEVNC BOOTG, EKTOG Od TIG GUVICTMUEVES Y10t OAOVG YEVIKG TOVG acleveic. Aev vTapyOLV
eMoPKN 0edopéva yia T yopnynon g nepetpeliong o acbeveic pe kaBapomn kpeatviving pikpdtepn
and 45 ml/min, enopévog dev cuviotdtar 1 xpnon tov Pemetrexed Lilly otovg acbeveic avtovg (BAéne
napdypoeo 4.4).

Aaobeveic ue nratiky ovolertovpyio

Agv éyet tekumpuwbei artioloyiky cvoyétion petald tov typdv AST (SGOT), ALT (SGPT) 1 g
OAKN G Y0AEPLOPIVIC KOl TOV QAPUAKOKIVITIKOV 1310THTOV NG Tepetpeéionge. [aporo avtd, acbeveic
LLE MTOTIKT OLGAELTOLPYiQ, OTWS e YoAepLOpiv > 1,5 Popd TNG AVMDTEPNC PVOIOAOYIKNG TG KA/
pe apvotpavoepdon > 3,0 popég TG avATEPTS PLGIOAOYIKTG TIUNG (ATOVGIio NTATIKMV
petaotdoemv) N> 5,0 popég TG AVATEPNG PLUGLOAOYIKNG TIUNAG (LLE NTOTIKEG LETAGTAGELS), OEV £XOVV
CLOTNUOTIKG peAeTnOet.

Tpomroc yopnynong

To Pemetrexed Lilly eivot yio evéopAéfia yprion. To Pemetrexed Lilly mpénet va yopryeiton e
evooQAEPLa Eyyoon dtdpketog 10 Aemtdv TNV TPpdTN NUEPA TOV KABE KOKAOL 21 Nuepav.

TN tig TpoELAGEELG TTOL TPETEL VO AN@BOLY TPtV ToV ¥epIopd 1| T yoprynon tov Pemetrexed Lilly
KO Y100 00Myieg oYeTIKd L TV avachoTtaot Kot Ty apaioon tov Pemetrexed Lilly npw ) yopriynon,
BAéme mapdypoo 6.6.

4.3 Avtevositeg

YrepevaicOnoio 6t dpacTiky ovcia 1| 6 KATOL0 amd T EKO0Y0 TOV CVOPEPOVTUL GTNV TOPAYPOPO
6.1.

> yarovyia (BAéne mapdypago 4.6).

Yvyyxopnynon ue to euPorto tov kitpvov mupetod (PAEme mapdypapo 4.5).

4.4  E10kég mPoEtd0omoN|GELS KOl TPOPVAAEELS KATA TN Y p1iom

H mepetpeion evoéyetarl vo TPOKOAEGEL KATAGTOAN TNG AEITOVPYIOG TOL LVELOD TOV 0GTMYV TOV
ekdnNAdvetar pe ovdeteponevia, BpouPonevia kan avarpio () Tavkvttaponevia) (PAEne Tapdypopo

4.8). H pvelokatactodr] amoteAel T cuvnon docomeplopiotikn toéikdtnta. Ot acbeveic mpémel va
TOPOKOAOLOOVVTOL Y10 EKONAMON LLELOKOTAGTOANG KT TN S1dpKELD TG ¥NUEI0Oepameiog kot M



YOPNYNON TNG TEUETPEEIONG TPEMEL VO AVAPAALETOL GTOVG ACOEVEIC, £0C OTOL 0 ATOAVTOC OPLOLOC TV
0vdetepdPIhav (ANC) va emovéddet o > 1.500 kdtTapa/mm? kot 0 aptdudc ToV HOTETAAM®Y Va
emavéldel oe > 100.000 kotTape/mme. Ot peidoelg Tg S66MG Y10 TG ETOUEVOVE KOKAOVG XOPTYNOTS
yivovton pe Paon to vadip tov ANC, tov aptBuod tev aponetaAiny Kot TS HEYIOTNG Un
OLLOTOAOYIKNG TOEIKOTNTOC, OTMG TAPOTNPNONKAY GTOV TPOTYOLLEVO KOKAO Yopriynons (BAéne
mopaypapo 4.2).

Mikpdtepn ToEIKITNTO KAODC Kol LEIMOT TV OUOTOAOYIKDV KOl TV [N OLUATOAOYIKAOV TOEIKOTTOV
BaBpov 3/4, 6nwg ovdeteponevia, emdpeTn ovdeTEPOmEVia Kol Aoipmén pe ovdetepomevia Babuov 3
N 4 mapotnpnOnke otov xopnyndnke, mpv and ) ynuetobepaneio, aymyn pe QUAAIKO 0&L Kot frrapivn
B12. Emopévaoc, 6Aot o acBeveic, ol onoiot Aappdvovy Bepamneia pe nepetpe&ion, Oa npénet va
KaBodnyovvtar yio T Ay QLAAIKOD 0&€og Kat Brrapivng Bz, wg HéTpo mpopuAaing yio T peiwon
G To&IKOTNTOC TNG OYETILONEVNG L TN ynueloBeparneio (PAEme mapdypapo 4.2).

Aepuatikég avtdpacelc £xovv avapepbel oe acBeveic mov dev Edafav, Tpv amd T ynueobepameia,
aywy”n pe éva koptikootepoedéc. H aywyn pe de€apebalovn (1 160d0vapo avtng) tptv amd
yNHeobepameio, UTOPEL VO LEUDOEL TNV ETMTOOT Kol T1 GOPAPOTNTO TOV SEPUATIKMY AVTIOPACEMY
(BAéme mapdypago 4.2).

Enopxnc aptbpog achevav pe kdbapon kpeatvivng kdto and 45 ml/min dev €xel peletnOei.
Emouévamg, dev cuvietdrtol 1 xprion g mepetpeiong oe aobeveic pe kabopon kpeativivng
< 45 ml/min. (BAéne mapdypogo 4.2).

Ot acbeveic pe o og pPETplo. veepikn averdpkela (kdbapon kpeatviving and 45 éwg 79 ml/min) Ba
TPETEL VO OTOPEVYOLV T AYT| 1UN-CTEPOEODV AVTIPAEYUOVOOIDV Poprakwv (MEAD), 6TmG
PovmpoPaivn kol oKeTLAOGAAKVAKO 0&D (> 1,3 g nuepnoimg), Yio ToLAdIoTOV 2 NUEPES TPV, TV
i1 nuépa kot 2 NuEPEG Uetd ™ yopnynon g nepetpeéione (Préne mapdypago 4.5).

21006 aofevelg pe o Em¢ PETPLOL VEPPIKT AVETTAPKELD TTOL gvdeikvuTal va AdPouy Bepamneia e
mepetpelion, n Ay MZA® pe pokpd numepiodo amofoing Bo tpémet vo S1aKOTTETAL, Y10l
TOVAAYIOTOV 5 NUEPEC TTPLV, TNV 1010 NUEPA. KOl TOVAXYIGTOV 2 NUEPEC UETE, TN YOPNYNOT| TNG
nepetpeliong (BAéne mopdypago 4.5).

YoBapd veppikd cupuPapota, copmepLoUPovorEVNg TG 0510 VEQPIKNG OVETIAPKELS, £XOVV
avagepbel pue v mepetpetion og povobepameio | 6€ GUVILOGUO HE AAAOVG ¥NUEIODEPAUTELTIKODS
mapdyovtes. [ToAdol amd Tovg acbeveig TOL EUPAVICAV TO COUTTMOUOTO CVTA, ELYOV TPOVTAPYOVTES
TOPAYOVTEG KIVOUVOL Y10 TNV aVATTUEN VEPPIKAOV CUUPBOUATOV GUUTEPIAAUPAVOUEVTG TNG
AQLOATOGONG 1 TG TPOVTAPYOVGOC VTTEPTASNC T} TOL Stoffntn. Ne@poyevig amotog d1afiTne Ko
VEPPIKT COANVAPLOKT VEKPOOT avapEpONKaY MioNg KOt TO HETEYKPITIKO 6TAO0 TNG povobepameiog
ue meperpe&ion N g Oepoaneiog pe nepetpe&ion o cuvdvacud pe GAAOVG YN UEODEPATELTIKODS
mopdyovtes. Ta meptocodTEpO GLUPALATO VTOYMPNGOUV LETA TN OlakoT AYNG TG TepeTpe&iong. Ot
aoevelc TPETEL VO TAPUKOAOVOOVVTOL CLGTNUATIKG Y10 0EEID GOANVOPLOKT VEKPOGT], LELOUEVT
VEQPIKT Aettovpyia Kol cuvaeelg evoeielg, Kafdg Kot Yo GUUTTOUATO VEQPPOYEVODG GTolov dtapnTn
(.. vepvaTpropio).

H enidpaon g cuALloyng vypod 6ToV TPiTto YMPO, OTMC 1| TAEVPLTIKY GVAAOYN 1 O AoKiTNG, €l TNG
nepeTpedidng, dev ivor TAPOC TPOGIIOPIGUEVT). X pia LEAETN @dong 2 TG mepetpeliong, 31
acOeveic uUTOYDV GYKOV [LE GLAAOYN LYPOL GTOV TPITO YMPO SEV TOPOLGINCAV Kapia dloPopd 6T
d00m G TeUeTPEEIONG OGOV QPOPE TNV OLOAN CLYKEVTPMGT 0TO TAAGUE, 1 TNV KABapor o€ cOyKpion
1e Toug acbevelg xwpig GLALOYNA VYPOV TPITOL YDPOL. ZVVERNDGC, 1) TAPOYEVTEST] TOL VYPOV TOL TPITOV
x®pov Tpv and 1N Oepaneio pe neperpebion Bo mpénet va efetocel aldd pmopel va pnv etvon Kot
amopaitnTn.

AOY® TG YaoTPEVTEPIKNG TOEIKOTNTOG TNG Bepameiag cuvdvac oy TG Tepetpetiong Le oomiativ,
&xel mapatnpnOel coPapr apvddtmon. Emouévac, ot aceveic Oa npémel va AapuPdvouy 1kavomoTikn
avtiepetikn Bepameio kol KATAUAANAT EVLOATOOT TPV KoM uetd omd ™ ynueiodepamneio.



YoBapd kapdtayyslakd GLUPBAUATO, COUTEPIAUUPAVOUEVOV TOV ELPPAYHIOTOC TOV LLOKAPOIoL Kot
EYKEPUAIKDV OYYELOKDV GUUPALATOV, £X0VV avaePBel oTAVIO 0TI KMVIKEG LEAETEG e TepeTpesion,
Kupiog 6tav yopnyndnke oe cuvovacuévn Bepaneia pe GAlo KuttopotTo&ikd mapdyovta. Ot
meP1ocdTEPOL 0G0EVELS, GTOVE 0TTOioVG TapATNPNONKAY Ta GLUPAATO dVTA, Elyov TPOLTAPYOVTES
Kapdloyyelokove Topayovteg Kivovvou (BAEne mapdypago 4.8).

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

H mepetpeion evoéyetar va £xel yeveTikd PAONTIKEG EMOPACELS. B0 TPETEL VO GLVIGTATOL GTOVG
GVOPEC OVOTTOPAYMYIKNG NAIKIOG VO UMV TEKVOTTOICOVY KaTd TN dldpKeLa TG ynuetodepameiog, kabmg
KoL Y10, TOVAGYIoTOV 6 Ufveg uetd t Bepameio. Zvviotdtor va Aapufdvovtol LETP avTIGOAANYNG
amoyn. Eneidn, n Oeponeio pe mepetpe&ion evosyetal vo TpoKaAEGEL U OVOCTPEYIUN GTEPOTNTA, Ol
Gvdpeg mpémetl vo. ouufovievovtan va avalntioovy 0dnyieg oyeTika ue ™ doaripnon/amobnikevon
OTEPUATOC, TPV Ao TV Evapén T ynuetobepaneiog.

O1 yuvaikeg pe duvatotnTa TeEKVOToinong TpEnst vo Aapfévouy amote AeSHLATIKT OVTIGOAANYT KaTE T
didpketa g Oepomeiog pe mepetpetion (PAéne mopdypago 4.6).

[epumtmoeic mvevpovitidag and axtivoPforia £xovv avapepbei oe acbeveig mov vofdAloviay o
axtivobepaneia gite mTpv, KOTA T SLAPKELD 1| LETA TNV ayYT| LE mepeTpelion. Zvvictdton dtaitepn
TPOCOYN GE AVTOVG TOVG aobeveic kabmS Kot 6T YPNON GAL®V UKTIVOELOIGONTOTOIDV TOPAYOVIMYV.

[Mepumtmoeig avapvnotikig axtivoPforiog £xovv avaeepOei oe acbeveig mov vrofdAroviay og
axtivobepaneio mpv amd efSopddeg 1 ypdvia.

"Exdoya

Pemetrexed Lilly 100 mg xdvi¢ yio mokvo didAvua. yio mopo.okevi] S10Abuotog Ipog yyvon
AT T0 PapUOKEVTIKO TTPOioV mepLéyel Mydtepo arnd 1 mmol vatpiov (23mg) avd gaAidio, sivat avto
7oL ovopalovpe «elevBepo vatpiovy.

Pemetrexed Lilly 500 mg xdvi¢ yio morvo didAvua. yio mopo.okevi] 010Abuotog Ipog yyvon

AvT06 TO POPUOKEVTIKO TPOTOV TTEPLEYEL TEPimov 54 Mg vaTpiov avd PlaAidlo, Tov wodvvapel pe 2,7 %
g ovvicT®pevng amod tov [IOY péyiotng nuepnotag TpdcAnyng 2 g votpiov HEcw doTpoPng Yo
évay eviAika.

45 Allemopdosic pe AL QUPUOUKEVTIKA TPOIOVTA Ko GAheg pop@Eéc aiiniemiopacng

H mepetpetion xotd kopio Adyo amofdAreton apetdPAnt amd T ve@pikn 000, LECH COANVOPLUKTG
OTEKKPLONG Kol 6€ HKpOTEPO Pabud pe onepapotikn Smbnon. H cuyyopnynon tov veppotolikdv
QPapUAK®V (OTTOC 01 OUVOYAVKOGIOES, TO SLOVPNTIKE TNG ayKOANG, T TAPAy®YQ TG TANTIVIG, M
KUKAOGTOPiv) EVOEXETAL VO, £YEL GOV AmOTEAEGH TNV emPpaduven ¢ kaBapong ¢ mepeTpe&iong.
Amaiteitor Tpocoyn Katd t cuyyopnynon pe ta papuoka avtd. H kdBapomn kpeatvivig Bo tpémet va
mapoKoAovdeitar 6TeEVA, OTOL KpiveTol avayKaio.

H ovyyopnynon pe poapuokentikég ovaies, ol omoieg emiong anofdAloviol HEGH COANVOPLOKTG
AmEKKPLONG (.. TPOPEVEGION, TEVIKIAAIVT), EVOEXETAL VO EYEL MG ATOTEALEGLLO TNV EMPPAIVVOT TNG
Kk@Oapong ¢ mepeTpeliong. Amarteital Tpocoyn KOTA T GLYXOPTYNOT CVTMV TOV QAPUAK®Y LE TNV
mepetpi&ion. H kabapomn kpeatvivig Oo tpénet vo mapakoAiovdeital otevd, 6mov kpiveTal avaykaio.

Y& acbeveic pe puololoykn veppikn Asttovpyio (kdOapon kpsatvivng > 80 ml/min), n Aqyn peydiov
J0CEMV UN-CTEPOEODY OVTIPAEYLOVOOIDV Qapudkeov (MZAD, 6mwg tBovrpopaivic > 1.600
mg/muepnoimg) kot akeTVAOGAAMKVAIKOD 0&£0G (> 1,3 g/muepnoing) VO ETOL VoL LELOGEL TNV
Kk@Oapon g TePETPEEIONG Kol GUVETMOG VO, ENGEL TNV EUEAVIOT) TV GXETILOUEVOV LE TNV
nepetpesion avemBountov evepyeiwv. Enopévog, amotteital mpocsoyn dtav xoprnyouviot LEYAAES



d00e1c MEAD 1] akeTVAOGAATKLALKOD 0EE0C, TALTOYPOVA LE TN YOpNyNon TepeTpeliong o€ acbeveig pe
QLGLOAOYIKN VEPPIKY Agttovpyia (kabapon kpeativivng > 80 ml/min).

Y acbeveic pe Mo w¢ pétpro ve@pikn avendpkela (kdOapon kpeotvivng omd 45 émg 79 ml/min),
TaLTOYPOVN YopNYNoN TG TeLeTpeEione pe MEAD (6mmwg 1 Povmpoaivn) N Le peydreg 06GeLg
OKETVAOGOAIKVAIKOD 0E€0G, Oa TPETEL VL mOPEVYETOL Y10 2 NUEPES TTPLV, TNV 1010 UEPX Kot 2 NUEPES
HeTa ™ yopnynomn g nepetpet&iong (Bréne mopdypago 4.4).

AOY® TOV OTL OgV LITAPYOLVY OEGOUEVA GYETIKA UE EVOEXOUEVT] oAANAETTIOpaon pe MZAD mov &yovv
UeyoATEPO XPOVO NUEONG, 0TS 1) TPOEIKAUN 1 1| POPEKOEIUTT, 1] TOLTOYPOVT] XOPYNOT LE
mepeTpelion oe aobevelc e Nl E0¢ LETPLO VEQPIKT OVETAPKELN TTPETEL VO SIUKOTTETAL Y10L
TOVAGYIGTOV 5 NUéPEG TPV, TNV 1010 NUEPQ Kot TOLAGYIGTOV 2 NUEPES LETA TN YOPNYNON TNG
nepetpesiong (PAéne mopdypogo 4.4). Edv n tavtdypovn yopnynon tov MEAD sivol omopaitnm, ot
acOeveic Oa mpémel va mapakorovbohvtal 6TeVE MG TPOG TNV TOEIKOTNTA, EOTKA TNV HVEAOKATOGTOAN
KOl TNV YOOTPEVIEPIKT TOEIKATNTO.

H mepetpe&ion veiotatal meplopiopévo Nrotikd petaforiopd. Ta arotedéopota omd peléteg in vitro
ue avOpaTIVO NIOTIKE pikpocsoudtia £6e1&ay 0TL 1) TePeTPeEion dev avOoUEVETOL VO, TPOKAAEGEL
KAVIKG GMUOVTIKY GVOGTOAN TG LETAPOAKNG KABapong TV oapudkmy tov uetafoiilovtal omd to
CYP3A, CYP2D6, CYP2C9 kot CYPLAZ2.

AlMnAemdpdoelc Kowée o€ OA TO KLTTAPOTOEIKA QAPLLOKO,

AOY® ToV avénpévou Kvdvvou Bpoufmcemv oTovg kapkivoradeig acbeveig etvar cuyvi 1 ypnon
OVTITNKTIKNG oy yns. H vynAn Stotopikn Stk avoT o¢ Tpog TV KOTAoTao TNKTIKOTNTOG KOTd T
SlapKeld TV voonudtoy, Kot 1 Thavotnta aAANAETIdpaoNS TG ad TOL GTOUOTOG XOPNYOOUEVTG
OVTUTNKTIKNAG Ay®YNG KO TNG OVTIKOPKIVIKNG ynuetobepaneiog, amartel avénuévn cuyvotnta
napakorovOnong tov INR (International Normalised Ratio, Aiebviig Opolomomuévn Zyxéon), o€
TEPIMTO®GN TTOL ATOPUCIGOEL 1 YOPTYNON GO TOL GTOUATOS AVTITINKTIKOV QUPUAK®Y 6TOV 0cOeVT.

Avtevdegikvoton 1) Tantoypovn yopnynon: Eupoiiov kitpvov mopeton, Adym tov Kivdhvou
Bavatneopog yevikevpivng actévetlag amd ) yoprynon tov suforiov (BAéne mapdypago 4.3).

Agv gvdeikvutatl 1 TAVTOYPOV YOPNYNON: ZAOVIOV-0dpavoTotUEVEY epPoriov (kTdg TOL EUforiov
KITPIVOL TLUPETOV, Y10, TO OTTOI0 AVTIEVIEIKVLTOL 1] TOLTOYPOVN XOPTYNOTN), AOY® KIVSUVOL
GUGTNUATIKNG, EVOEYOUEVMG Bavatneopag, achévelag. O kivovvog avédvetal oe acheveig mov
Bpiokovtol 1101 6€ AVOGOKOTAGTAATIKY KATAGTACT AGY® TOL VTTOKEILEVOL VOGLATOG. XTI
TEPMTMOGELG AVTEG UTopel va, xopnynOel Eva adpavomomuévo euPorto, 6mov avtod dwotifetan
(moAopveritidag) (BAéne mapdypago 4.4).

4.6 Tovipétnra, kKOO Kot yorovyio

Iuvaikeg pe dvvatdtnto tekvomoinone / AviiGOAANWN 6€ GVIPES KOl YUVOIKES

IMuvaikeg pe duvaTOHTNTO TEKVOTOINONG TPEMEL VOL YPNCULOTOLOVY OTTOTEAECUOTIKT AVTIGOAANYT] KOTA
™ dwdpketa ¢ Oepaneiog pe mepetpe&ion. H mepetpelion evoyetan va £xet yevetikd Cnuoyoveg
EMOPACEIS. LTOVG AVOPES AVATOPOYWYIKNG NAKIOG TPETEL VO GLUVIGTATAL VO LIV 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 oe £ykveg yovaikes, oA 1 mepeTpetion,
OGS Kl AAAL @apuaKo avTi-petafolriteg, evosyetal vo tpokaiel cofapég ouyyevelg dapaptieg, otav
yopnyeitar katd 1 ddpkela TG Komong. Merétec oe {da kaTEdEIE0Y TOEIKOTNTO TNV
avoamapay®ykn wkavotnto (PAéne mapdaypogo 5.3). To Pemetrexed Lilly dev npénet va
YPNOUYLOTOLEITOL KT TN SLAPKELN TNG EYKVHOGVVNG, EKTOG €AV €ivol GaQOC amapaitnto, LeTd TNV



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

Oniacpodg

Eival dyvooto edv n mepetpelidn anekkpivetol 6To UnTpiko YOAo Kol 0eV UTOPOLV VO, ATOKAEIGOODY
avETOOUNTES aVTIOPACELS 6TO BPEPog mov BNAGlel. Zuvem®S, GLVIGTATOL VO, SIOUKOTTTETOL 1] YaAovyio
Katd N didpkeia TG Bepaneiog pe nepetpelion (PAéne napdypago 4.3).

Fovomra

Emedn, n Oepancio pe mepetpelidn evoEYETOL Vo TPOKOAEGEL [T AVOGTPEYLUN CTEPOTNTA, Ol GVOPES
TPENEL VO, SLUPOLAEVOVTAL VO, AvalNTHGOLY 00MYieC GYETIKA e T Slathpnon/anobnkevon onépuartog,
TP amd v Evapén g ynueobepaneiag.

4.7 Emopacelg 6TV IKavOTITO 001]Y161G KO YEIPLGHOD U OVI|LATOV

Agv TpayLoToTo KOV HEAETEG GYETIKG LIE TIC EMOPAGELS GTIV KAVOTITA 00T YNONG KOl YEPICUOD
punyovnuatev. Qotoco, gyl avoeepdet 6T 1 TePETPeLidn evOEETAL VO TPOKOAETEL KOTWOT).

Emopévag, eav mopatnpndel to copPdv avto, ot acbeveig Oa mpénel va, amopevyovy v 001 ynon 1 1o
XEWPIOUO LUNYOVIUATOV.

4.8 AvemOOunTeg evépysieg

[IepiAnymn TOV TPOPIA ACOAAELNC

O1 1o GUYVE avaEepOLEVES aVETIBOUNTEG EVEPYELEG TTOV GYETICOVTOL [IE TN YOPTYNON TERETPEEIONC,
elte wg povobepameia 1 ®G cuvdvacspEVn Bepameia, Eival LLEAOKATOGTOAN TOL EKONADVETAL G
avaipio, ovdeteponevia, Aevkonevia, Opoufomevia Kol YOoTPEVTEPIKES TOEIKOTNTES, TOV EKOTADVOVTOL
¢ avopeia, vavTtia, ELETOG, O14ppOola, SVCKOIAOTNTO, PaPLYYiTIdA, PAEVVOYOVITION Kol GTOHOTITION.
AAlec avemBounteg evépyeleg mepthapdvovy veppikn ToEkoOTnTa, ovENUéva emineda
QUIVOTPOVOPEPAC MY, OAMTEKIM, KOTMGT, apLOAT®ON, eEAavOnua, Aoipwén /enyn Kot vevpordbeia.
Ymavio avoeepBeiceg avembOunteg evépyeieg TepAapavovy to chvdpopo Stevens-Johnson ko
To&IKT EMOEPUIKT VEKPOAVGT).

[epiinyn Tov avemBOUNTOV EVEPYEIDV GE LOPOT] TIVAKA,

O mivokog 4 meprhapPdvel Tic avemBOUNTeG eVEPYEIES AVEEAPTNTA OTO TNV ALTIOAQYIKT| TOVG
OCLGYETION WE TNV XOPNYNOT TNG TEUETPEEIONG ite g povobepameia €ite 68 CLVOVAGUO LE GIOTAATIVN
Onw¢ TpokHTITTOLY Od TIG Pacikéc eykprtikég peréteg (JMCH, JIMEIL, JIMBD, JIMEN kot
PARAMOUNT) kot amd v mepiodo HeTd TV KVKAOQOPIia TOL TPoidvToC.

Ot avemBOUNTEC EVEPYELEG POPLAKOV OVOPEPOVTAL CVA KOTYOPio OPYOVIKOD GUGTHUATOG COUP®V
ue o MedDRA. H akdrovdn ovupacn éxet ypnotpomondei yio thv ta&vounon g cuyvotntog: oA
ovyvég > 1/10, ouyvég > 1/100 €mg <1/10, oy cvyvég > 1/1.000 émg <1/100, omdvieg > 1/10.000 éwg
<1/1.000), moAb omavieg <1/10.000 kot pun yvwotég (dev umopovv va, ektiundoiv pe Bdon to Stobioipo
dedopéva).

Hivakag 4. ZoyvotnTeS TOV AVETOUUNTOV EVEPYELDOV 6LV TOV Badp®v aveddptnTa 0mwd TNV
aLTIOTNTO TPOEPYONEVES 0TTh TIS Pacikég eykprtikég peléteg: IMEI (ALIMTA évavtt
Ntooetatéing), IMDB (ALIMTA kot Zicmhativy évavit GEMZAR kol Xwernhativy, JIMCH
(ALIMTA ka Zwerhotivy évavrt Xiemhativy), IMEN kot PARAMOUNT (Ilepetpelion pali pe
TN PELTIOTI VTOGTPIKTIKY] QPOVTION EVAVTL TOV ELKOVIKOD QUPRAKOV 6VV TN BEATIoTN
VTOGTIPIKTIKY] PPOVTIOX) KUl 06 TNV TEPI0O0 NETA 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 IMavkvttapone- | Avtodvoon
TOL Agvkomevia ovdeteponevia | via OLLOADTIKT
opomonTkoy | Awpoopoipivny | ApBudc avorpio
KOl TOV Heltuévn OLUOTIETOAIWY
AEpLPUCOD LELDUEVOG
GUGTNUOTOC
Awotapoyéc Ynepevoiohn- Avaouia-
0V clo KTIKT
0VOGOTOTL- katamAnéio
KOV
GLGTNUOTOC
AwotapoyEc Apuddtmon
OV
petafolopon
KO NG
Bpéymg
Awotapoyéc Awotapoyéc Avyyelokd
TOL VELPIKOD TG YELONG EYKEPAAKO
GUGTNLOTOG [Teproepicn oupupav
KLVNTIKN Ioyaypukd
vevpomadeio oYYELKO
[eprpepucn EYKEPAMKO
a0 TiKn ENEGO010
vevpomadeio Evdokpaviaxn
ZGAn ooppayio
OpBahpucég Emmepukitida
dtoTapayEc EnpoeOoipia
AaxpHppora
ovEnpévn
Enpn
KEPOTOEMITE-
PLUKITION
Oionpa
BAepdapov
NoéGog ¢
opBaApkng
EMOAveELNg
Kapdrokég Koapdiokn Oy
SlTapoyéC OVETAPKELDL "Epepaypa tov
Appobpia puokopdiov
Xtepaviaio
vOG0g
YrepKotMok
oppuouia
Ayyelokég IIeprpepucn
dtoTapayéc oyopia?
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Awotapoyéc ITIvevpovin
OV gpuporn
OVOTTVELGTL- Aldpeon
K00 nvevpovitdal
GUGTNLOTOC,
Tov Bdpaxa
KOl TOV
puecobwpaxiov
Awotapoyéc Yropotitidn Avormeyia Ayoppayio Tov
OV Avope&ia Avokotmotnta | opbod
yaotpevtept- | Epetog Kotuaxo Ayloppayio Tov
KoV Aldppoia dhyog YOOTPEVTEPLKOD
GUGTNLOTOG Novtio COAMVA
Aldtpnon tov
EVTEPOV
Owopayitida
KoAitida®
AwotapoyEc Apvotpavope Hrartitda
TOL NTOTOG pdon g
KoL TV oAavivng
XOANPOPOV ovEnpévn
AomopTiKn
OLUIVOTPOVOPE-
paon
ovénpévn
Awotapoyéc E&avOnua Ynépypwon EpOnua ZOVOPOLO
Tov 0épuatog | Amoporidmon | Kvnoudg Stevens
KOl TOV Tov oépuatog | [ToAvpoppo Johnson?
VTOdHPLOV gpuOM U To&um
16100 Alomexio EMOEPHIKN
Kvidwon vekpolvon®
ITeppryoctdég
Agpuatitioan
TOUPOAVY®-
ong
Eriktn
TOLLPOAVYD-
ong
EMOEPUOLD-
on
EpvOnuato-
deg oldnpat
Yevookvrta-
pitida
Agpportitidon
"ExCepa
Kvien
AwotapoyEc Kd&Bapon Neoppum Neopoye-
TOV VEQPOV KpeATIVivig OVETAPKELDL VNG Gmo10g
KOl TV HELOUEVN PvBuoc dpnng
oVPOPOPWV Kpeativn OTEPOLOTIKNG Nékpoon
0dmV aipotog dmbnong VEQPPIKOV
ovénuévn® UELOUEVOG COANVO-
plwv
levucéc Koénwon MMupe&ia
dtoTopayéc Alyog
Kol Oidnua
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KOTOOTAOELG OwpoKiKod
¢ 0000 dyog
xopnynong Qheypov
BAevvoydvou
[Mopaxiivikég y-
eketdoelg YAOVLTOUVATPO
voQepdion
ovénpévn
Kokdoelg, Owopayitida dovopevo
NAnmpidoeig oo akTvoPoAia | ovaKANnoNg
KO ETUTAOKEG [Tvevpovitida
BepamevTikdV omd aktivoBolia
YEPIOUDY

* 1e M yopic ovdetepomevia

P 6e opiopéveg mepintdoelc Dovatneopo.

Y LepIKEG POPEC KATEANEAY O VEKPMOOT TV AKPOV
% LIE OVOTVEVGTIKY] AVETAPKELDL

¢ TapatnpnOnke HOVO 6€ GLVOVAGUO LE GLIOTANTIVN
¢ kupilwg TOV KETO GKpOV

Avogopd mBavoroyoOUEVOV OVETIBOUNTOV EVEPYELDV

H avoaeopd mBovorloyodevmv avemiBountoy evepyeidv HeTd amd T Yopnynon adstog Kukhopopiog
TOL POPUOKEVTIKOD TPOTOVTOG elval onuavtiky]. Emitpénet Ty cvuveyn mapakolovdnon g oyéong
0PEALOVG-KIVODVOL TOV QUPUUKEVTIKOD TPOTOVTOC. Z1Teital and Tovg ETayyEAUATIEG VYELNG VO
aVOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVESG OVETLOVUNTEG EVEPYELEG LECH TOL EOVIKOV GLGTNILOTOG
avapopds Tov avaypdeetor oto IHapdpmuoa V*.

49 Ymepdooolroyia

To copmtopata vTepdocoioyiog mov £xovv avagepbel, mepthapfavouy ovdetepomevia, avalpia,
Opopporevia, Brevvoyovitida, arcOntikny Tolvvevporddeia kot e&avOnua. Ot avopuevOUEVES ETUTAOKES
NG VILEPSOGOAOYING EIVOL 1] KATAGTOAY] TOV LVEAOD TOV 0GTAOV, TOV EKONADVETOL LUE OVOETEPOTEVIM,
Opopporevia ko avarpio. Eniong, evdéyetar va mapatpndel Aoiuwén pe 1 yopic mopetd, didppota
kav" Prevvoyovitida. Edv vrapyet vmoyio vrepdocoroyiag, ot acheveig mpénet va mopakoiovBovvron
Ue yevikég eEETACELG QULOTOC KOt TPETEL VL AGBOVY VTOGTNPIKTIKY ay®YN OTAV OTOLTELTOL.

H yprion puAlvikod acPeotiov/@uAdivikod 0&£0g, Y10 TNV QVTILETOTION TNE VIEPOOCOAOYING UE
nepeTpelion, o mpénet va e&etaleTat.

5. OAPMAKOAOTI'IKEY IAIOTHTEZ
5.1 @uppokodVVOPIKES 1O1OTNTES

DdappokobepamenTikn Katnyopio: AVIIVEOTAAGUATIKOL TAPAYOVTES, AVTILETABOAITES, AvaAoy
LAAIKOD 0&€og, kwdkdg ATC: LO1BAO4

To Pemetrexed Lilly (repetpe&ion) eivar évog moAMATAGV-0TOY®OV OVTIKAPKIVIKOS AVTIPOAKOG
TOPAYOVTAG, O 000G AGKEL T1 OPACT] TOV OLUKOTTOVTOG CTIUOVTIKEG UETAPOAKES O10d1KAGIES, TTOV
e€apTOVTOL OO TO VALK Ko EIVOL OTTOPULTITEG Y10 TOV KVTTOPIKO TOALUTAUGIOGLO.

In vitro peléteg éyxovv deifet Ot N TEPETPEEION CLUTEPLPEPETAL OG TOMOTADY GTOX®OV AVTLPOAKOG
TOPAYOVTAG, LECH TNG OVAGTOANG TG Bupdvikng cvvbetdong (TS), g StddpoPLALIKTG
pedovktdong (DHFR) kot g poppvrotpavepepdong tov yAvKivapuduol pipovoukAeotioton
(GARFT), mov gival onpavtikd, e£aptdpeva Tov UAAIKOD, EVELUO TTOV EUTAEKOVTAL OTNV EK VEOD
Brocvvbeon TV vovkieoTdimv g Bupdivng kot tng movpivng. H mepetpelion petapépetal evidg tov
KUTTAP®V, HEGM TOV PETAPOPED AVITYUEVOL POALKOD KOl LEGH TOV UEUPPUVIKDV TPMTEIVIKDV
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

LETAPOPIKMDY GLOTNHATOV TOL GLVOEOVTOL e TO POAMKO. Evtog Tov kuttdpov, 1 mepetpelion
LETATPETETAL YPTIYOPO, KOL OMOTEAEGILATIKE GE€ TOAVYAOVTOUKEG LOPQES, LEC® TOV eViVLLOV

@olvAmolvylovtapkn cuvletdon. Ot TOAVYAOLTUKEG LOPPEG TOPAUEVOVY EVTOG TMV KLTTAPMV Kol
elvar mep1ocdteEPO 1oYVPOoi avactoreic ™ TS ko g GARFT. H petotponi) 6 TOADYAOLTOUIKES

Hop@Eg eivar pio Stadikacio eEaptdpevn omd 10 ¥pAVo Kol T1 GUYKEVTPMOT) KOl 1) OTToid

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.

H EMPHACIS, pio moAvkevTpikn, TUYOOTOMUEVT, ATAN-TOPAT, PAoNg 3, KAVIKY HEAETN TNG
mepetTpediong pali pe oromhativn Evovtt pdvng g olomAativng oe acbeveic, yopic mponyoduevn
ymueoBepameia, pe kokdnbeg pesobniiopo vrelmrkota, £01Ee 0TL 01 acbeveig mov Elapav Bepameio
ue mepeTpe&ion Kot oiomiativn glyav KAVIKA oNUOVTIKO ETITAEOV OQeLOG didpeong emPioong 2,8

UNVOV, GLYKPITIKA HE ToLg acbeveig mov Elafav poévn T clomiativn.

Kotd ™ dibpkeia e kKAvikng perémne, mpootédnkav ot Oepaneia tov acbevav copuminpodpoto
XOUMANG dOOMS PLUAAIKOD 0EE0G Kot Prrapivng Bz, mpokeipévou va peiwbet n to&ucotnta. H
TPOTAPYIKT OVAALGT OLTNG TNG KAWVIKNG LEAETNC TPOYLLATOTOONKE 6TOV TANBLOUO OA®V TV
acBevmv oL TuYooToONKaY 6g opdda Bepameiog Kot ot omoiot EAafav EapLaKo TG LEAETNG
(ToyoomomOnicay ko Erapav Oepameia). Mio avdAivon TV VTOOUAS®OV TPAYLOTOTOU01KE GTOVG

acBeveic mov Ehafav cuumAnpopate GLAAIKOL 0&€og Kot Prrapivng Bia, kab’
Bepameiog g peAdTng (TANPNG YopNyNo™ SLUTANPOUATOV). To ATOTEAEGLLOTA QVTOV TOV AVOADGEDV

TNG OMOTEAEGLLOTIKOTNTOS TOL Ppapudikov, cuvoyilovtal 6Tov akdilovbo mivako:

OA1 T O1apKEL TG

Hivokog 5. AToTEAECHOTIKOTNTO TG TEPETPEEIONG pHE ouTAaTiVI] EVAVTL GLETAATIVI|G
0T0 KoKON0gg pecodnriopa vrelmkota

AcOgveig mov ToyoomomOnkayv
Ko $hafav Ogpameio

AocOgveig mov éhapav TAnpn
AYOY1] RE COUTANPOUCTA

Hapaperpog anoteheopatikotyrog | MepeTpelion/ Xiomhativy MepeTpetion/ | Xwomhotivy
owemhativy owemhativy
(N =226) (N =222) (N =168) (N=163)

Atdpeon cuvolikn emPimon (Unveg) 121 9,3 13,3 10,0
(95 % CI) (10,0-14,4) (7,8 -10,7) (11,4-149) (8,4-119)
Twr-p Log Rank* 0,020 0,051

Algpecog ypOVOG VTOTPOTNG TOV 57 3,9 6,1 3,9
OyKov (pveg)

(95 % CI) (4,9-6,5) (2,8-44) (5,3-7,0 (2,8-4,5)
Twn-p Log Rank® 0,001 0,008

Xpovog pun-ovTamdKpiong ot 45 2,7 47 2,7
Oepoameia (unveg)

(95 % CI) (3,9-49) (2,1-2)9) (4,3-5,6) (2,2-31)
Twn-p tov Log Rank® 0,001 0,001

ZVVOAIKO TOGOGTO avVTOTOKPIonc? 41,3 % 16,7 % 45,5 % 19,6 %
(95 % CI) (34,8-48,1) (12,0 -22,2) (37,8-53,4) | (13,8-26,6)
Twn-p Fisher’s exact® < 0,001 < 0,001

Xvvtopoypagio:

Cl = dibotnpa eumetosuvng

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

[TopatnpnOnke oTATICTIKA CNUAVTIKT PEATIOON GTA KAMVIKA CTIUOVTIKO CUUTTOUATO (TOVOS Kot
dvomvola) Tov oyetiCovtal pe To Kokondeg pesobniiope vrelwkdta, oTnv opdde acbevov Vo
nepetpegion/coniativny (212 aobeveic) Evavtt e opddag acbevav o Oepameio pe povn ™
olomiativn (218 acBeveic), ue ) ypron e Kiipokog Extiunong tov Zvurtoudtov tov Kapkivov
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tov ITvevuova (Lung Cancer Symptom Scale). Eniong, mapatnpinkay oToTIoTIKA STUOVTIKEG
O10popEC OTIC SOKILOGTEG TG TVELHOVIKNG Asttovpyiac. H didkpion petald tov opddmv Bepameiog
emtedyOnke pe tn Pektioon g mvevUoVIKNG Aettovpyiag 610 okENOG TG TtepeTpe&iong/oiomiotivig
KOl TNV EMOEIVOOT TNG TVELVHOVIKNG AEITOVPYIOG LLE TO YPOVO GTNV OLLAdN ELEYYOV.

Yrapyovv mepropiopéva dedopéva o acbeveic pe kaxombeg pecodniiopa vrelorkota tov Elafoy
novodepomeio pe mepetpelion. H nepetpeéidn oe d6om 500 mg/m? peletOnke og povodepansio o 64
aoBevelc pe Kakombeg pecobniiopo vrelmkdta, wov dev eiyav AdPet Tponyovpévmg ynuelodepamnsia.
YVVOAIKA, TO T0G00TO avtamdkpiong nTav 14,1 %.

My-uikporvtrapixoc kapkivog tov wveduove, (NSCLC), Oepareio devtepne ypouuns

Mio TOAVKEVTPIKT], TUYOLOTTONLEVT], OVOIKTY KMVIKT HEAETN, @AoNg 3, TG mepetpe&iong évavtt g
v100eTAEEANC, 0 00OEVELG [IE TOTIKA TPOYWPMUEVO 1) LETAGTUTIKO, LT~ LUKPOKVTTAPIKO KOPKIVO TOV
nvedpova (NSCLC), petd amd apykn ynueodepaneia, £6eiée, diauecovg ypodvovg emifimong tov 8,3
unvav, yio, Toug aobeveic mov éhapav Oepameia pe mepetpe&ion (ITT-Intent to Treat Population,

n = 283) kot tov 7,9 unvav yo tovg acbeveic mov éhafov viooetaéin (ITT, n = 288). H apyn
nueofepaneio dev mepreddpPove mepetpelion. Avédivon g enidpaong Tov 1IGTOAOYIKOV THTOV TOV
un-pkpokvtTaptkod Kopkivov Tov mveduove (NSCLC) oto anotédeopa tng Oepaneiog ot GUVOAIKH
emPioon, £de1&e vepoyn ¢ mepeTpeliong Evavtt ¢ viooetatédng o€ acbeveic e
un-pkpokvTTapikd kapkivo Tov nvedbpova (NSCLC), ektdg TV TEPITOCEDY TOL TO, TAAKOIN
KOTTOpO Kuprapyovoay iotoroyikd (N=399, 9,3 évavtt 8,0 ufveg, TPocaproGUEVOS GYETIKOC Kivouvog
HR =0,78, 95 % CI = 0,61-1,00, p = 0,047) ko vepoyn g vrooeta&éing dtov ta TAakddnN KbTTapa
Kuplapyovoav wotoroykd (=172, 6,2 évavtt 7,4 piveg, Tpocapproopuévos oxetikds kivovvog HR =
1,56; 95 %, Cl = 1,08-2,26, p = 0,018). Aev vnpyov KAMVIKO CNUOVTIKEG OLOPOPOTOIGELS OVAUESH
GTIG OLO IGTOAOYIKEC VTTOOUAOES, OGOV 0POPA TO TPOPIA aGPAAELOG TNG TeEpETPEEIONG.

[epropropéva KAviKa dedopéva and pia EexwPLoTr, TUYUOTOUEVT, EAEYXOUEVT] KAVIKT] SOKIUN,
Ddong 3, deiyvouy TS 01 TOPAUETPOL UETPNONG TNE ATOTEAEGUATIKOTNTAS (CLUVOAIKY emiBimon,
emPimon ehevBepn VTOTPOTNC) Yo TV TEpETPEEION eivar Tapdpoteg petald Tv achevdv Tov
TPONYOLEVEG glyav AdPel Oepameia pe vrooeTa&éAn (N = 41) kot Tov acBevav mov dev glyav AdPet
nponyovuévag Oepaneia pe viooeta&én (n = 540).

Mivaxag 6. AroteheopaTikoOTTo TG TEPETPESIONG EvavTt TG viooeTaiéing atov NSCLC - ITT

min0vopné
Hepetpetion | NtooeToééin

Xpovog empimong (uveg) (n=283) (n=288)

= Awduecog (m) 8,3 79

= 95 % ClI yia 10 d14p€60 ¥pdVO (7,0-9,4) (6,3-9,2)

= HR 0,99

= 95% Clywto HR (0,82 - 1,20)

s Twh-p Mn-kototepdmrog (HR) 0,226
Empioon ehev0cpn vrrorpomng (uives) (n=283) (n =288)

= Audpeon 2,9 2,9

= HR((95%CI) 0,97 (0,82 - 1,16)
Xpévog amotvyiog g Ocpaneiag (WRveS) (n=283) (n =288)

= Alduecog 2,3 2,1

= HR(95% CI) 0,84 (0,71 -0,997)
Avtamokpion (n: ap1Oudc acbevav mov mAnpodv (n=264) (n=274)
TO, KPP0 Y10 OVTATOKPION)

= TTocootd avtomoxpiong (%) (95 % CI) 9,1(59-132) 8,8 (5,7-12,8)

»  Ztabepn vocog (%) 45,8 46,4

Yvvtopoypagieg: Cl = duotnua epmictocvvng, HR = oyetikog kivdvvoc,
ITT (Intent to Treat) = npdOsomn Bepomeiog, N= cuvoAikog aplBudg acOevdv.

My-uixporvtropixoc kapkivog tov wveduove, (NSCLC), Oeparncio mpddrtns ypouung
Mio TOAVKEVTPIKT], TUYOLOTIONLEVT], OVOIKTOV GYEOAGOD KAWVIKY] HEAETT), Daong 3, e mepetpe&iong

og cuvovacud pe oomrotiv (PC), Evavtt yeportofivig og ovvdvaoud pe ctomiativny (GC) og
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aoBeveilc mov dev eiyav AdPel Tponyov ey ynUEOBEPUTELN LE TOTLKA TPOYWPTLEVO 1) LETAGTOTIKO
(otadiov Hb 1 V), un-pikpokvttapikd kopkivo tov mvedpova (NSCLC) é6g1&e ot m Oeponeio pe
nepetpetion ko oromiativ (ITT-Intent to Treat Population, n = 862) avtamokpifnke 6to tpmtedov
TeMKO onpueio TG peAEng Ko £0e1Ee TapOUOL0 KAVIKTY aOTEAEGLOTIKOTNTO, e TN Ogpoameio pe
vepotrtaBivn kot otomhativy (ITT, h = 863) 6cov agopd v cuvolikn| eniioon (Tpocaprocuévog
oyetikog kivovvog 0.94; 95 %, Cl = 0.84-1.05). Olot o1 acBeveig mov copmepiAn@dncoy cg avty ™
perémn eiyav katdotoorn wovotnrag katd ECOG (ECOG performance status) PS 01y 1.

H apyucn avédAvon yio v pétpnon g amoterecpatikotntog faciotnke otov mAnbuopod ITT. Ot
avaADGELS evacinoiog TV KOPL®V TEMK®V GTUEI®V 0moTEAEoUATIKOTN TG a&loAoynOnkay eniong
otov Protocol Qualified (PQ) minbuouo. Ot avaidoelg amotelecpotikotnTog otov TAnbuoud PQ sivat
GUUPMOVEG UE TIG avoAvoelg atov TANBuepd ITT kat vrootnpilovy TV UN-KATOTEPOTNTA TOL
ouvovacpov PC évavtt tov GC.

H emBioon eledBepn votponng (PFS) kat T0 6uvOAKS m0606TH avTamdKpIong TV TapOUol
petald v dvo opddwv Bepaneiog: o didpecog PFS fitav 4.8 unveg emPicoong yio v neperpeéion oe
GUVOLOCUO L SLoTAaTiv, évavtt 5.1 punveg emPioong yio ™ yepsttafivn pe ciomiotivn
(rpocapuocuévog oyetikdc kivovvog 1,04; 95 % CI = 0.94-1.15), kat 10 6GuVOAKO TOGOGTO
avtamdkpiong froav 30,6 % (95 %, Cl = 27,3- 33,9) yia v nepetpelidn o€ cuvévacud e olomAoTivn
évavtt 28,2 % (95 %, Cl = 25.0-31,4) yiwo. ) yeporrofivn pe otomAativn. Tao dedopéva e PFS
amodeiyfnkay peptkmg omd pio aveEaptntn avackonnon (400/1725 acbeveic emdéyOnkov tuyoio yio
oV EAEYY0).

H avéivon g enidpaong Tov 16TOAOYIKOD TOHTOV TOV [N)-HIKPOKVTTAPIKOV KAPKIVOL TOV TVEDUOV
(NSCLC) ot cvvolkn emPimon, £de1ée kKhvikd onuavtikég dtopopéc oty entioon avdioya pe Ty
1oToAOYia, PAETE TOV TTiVaK KATOTEP®.

Mivaxag 7. AToteheopaTikOTNTO TG TEPETPESIONG + SromhaTivg évavtt TG yeporTafivig +
GLOTTAUTIVIIG 0TV TPAOTY YPORU OEPATEIOG TOV PN)-PIKPOKVTTAUPIKOD KUPKIVOL TOVL TVELHOVO, —
ITT TAn0vop6G Kot 16TOLOYIKES VITOOUADES.

ITT mmOvopée Avdpeon GDVOMK;'] empioon (uveg) Hpoca’puorcuévog Tui- P
K01 16TOMOYIKEG ; (359 C1) ; oxETIkOS Kivduvog aveOTEPOTNTU
VoOpdBES Mepetpetion + I'spowrofivy + (HR) c
olomlaTivy olomhaTivy (95 % CI)
ITT @nbvopdg 10,3 N=862 10,3 N=863 0,940 0,259
(N =1725) (9,8-11,2) (9,6 — 10,9) (0,84 —1,05)
Adevokapkivopa 12,6 N=436 10,9 N=411 0,84 0,033
(N=84T7) (10,7 -13,6) (10,2 -11,9) (0,71-0,99)
MeyolokvtToapikd 10,4 N=76 6,7 N=77 0,67 0,027
(N=153) (8,6 -14,1) (5,5-9,0) (0,48-0,96)
Al 8,6 N=106 9,2 N=146 1,08 0,586
(N=252) (6,8 -10,2) (8,1-10,6) (0,81-1,45)
IMokmdn KOTTOpa 9,4 N=244 10,8 N=229 1,23 0,050
(N=473) (8,4-10,2) (95-121) (1,00-1,51)
Svvtopoypagpies: Cl = diotua epmictocivng, ITT = npobeon Oepaneiag; N = cuvolikde aptOude
acevav.

* TTOTIOTIKG GIUAVTIKO Y10l ] KATOTEPHTNTO, JE TO GUVOAKS SLUGTNIA EUTIGTOGVHVIG Y10l TOV
oyetikd kivouvo (HR) ermopkdg yapuniotepo amd 1o 1.17645, 6p1o yio un kotwtepdTnTo
(p < 0,001).
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Yyedwaypappora Kaplan Meier yio ) suvoiiki) empioon avé otoroyiko vadétvmo

e A8evokapkivwpa il Meyalokutrapiké Kapkivwpa
0.9 4 0.0 4
% i — PC = i — PC
.8 T = 84
§ GC 3 — GC
a 0.7 A = 0.7 A
|E| 0.6 I.I':.I 0.6
0.5 4 05
e g
"_-—, 0.4 E 0.4
g 0.3+ g 034
o [=}
@ 02 © 02
= 0.1 4 C 0.1 -
0-0 T T T T T 0-0 T T T T T
0 6 12 18 24 30 0 B 12 18 24 30
Xpévoc EruBiwonc (prvec) Xpovog ErmuBiwonc (urvec)

Agv vip&ay KAVIKE GTUOVTIKES OL0POPOTOGELS OVALESH GTIG V0 IGTOAOYIKEG VTOOUADES, OGOV
aQOopd T0 TPOPIA AcPAAELNG TNG TEPETPESIONG GE GUVOVAGHO LIE TN CIGTANTIVY.

Ot acBeveic mov hafav Oepameio pe mepetpelion Kot GlomAATIiVI YPEdoTNKOV MYOTEPES LETAYYICELS
(16,4 % évavtt 28,9 %, p < 0,001), Aydtepeg petayyioelg epvBpokvttapowv, (16,1 % évavt 27,3 %,

p < 0,001) ko Arydtepeg petayyioeig arponetariov (1,8 % évavt 4,5 %, p = 0,002). Empocbera,
ypEWoTNKAY HKpOTEPN TocOTNTA EpLOpoTOmTive/dapPemoetivg (10,4 % Evavtt 18,1 %, p < 0,001),
G-CSF/GM-CSF (3,1 % évavt 6,1 %, p = 0,004), kot okevdcpozo cidnqpov (4,3 % évavt 7,0 %,

p = 0,021).

Mp-urporvtrapikog kapkivog tov wvebuova (NSCLC), Oeparcia avvtipnong

JMEN

Mia TOAVKEVTPIKY], TUYOLOTOMUEVT, SUTAN-TLVEAN eAEYXOUEVN LE ElKOVIKO @appako (placebo) pelétn
®dong 3 (JMEN), cuvékpive TV amoTeELeGHOTIKOTTO KoL TV 0c@dAelo Tng Ogpomeiog cuvtnpnong
™G nepeTpe€idng o cuvdLAGUO pe TNV KaAvTepPN vootnpiktikh epovtida (BSC) (n = 441) évavt
ELKOVIKOD (OPUAKOL GE GUVOVACUO LE TNV KAADTEPT VITOGTNPIKTIKN Ppovtida (BSC) (n = 222) ce
acleveic pe tomikd Tpoympnuévo (Ztado I1IB) N petactatikd (Ztado 1V) un-pikpokutropikd
Kopkivo tov mvevpove (NSCLC) mov dev vrotporiocay petd omd 4 kokhovg SumAng Bepansiog Tpdng
ypappng mov mepthdupave Liomiotiviy 1| Kapporiativn oe cuvdvaoud pe I'epottafivn, [HokAita&éin
N Ntooeta&édn. H Stk Oeponcio mpdg ypopung pe mepetpetion dev copmepiinednke. Olot ot
acBeveic mov Ehafov pépog o€ avth TV UEAET elyav Kotdotoor kovottag katd ECOG (ECOG
performance status) 0 i) 1. Ot acBeveig Elafav ) Oepameio cuvTipnong Emg Vv emdeivwon g
vooov. H anotehespotikdmta Kot 1 as@aAeio VtoAoyicOnkay amd Ty NUEPa TG TVYALOTOINONG META
v ohokApwon g Bepaneiog Tpd g Ypapung (sloaywyikn Oepancia). Ot acbeveic Eafav Kotd
duapeco 6po 5 khkhovg Bepaneiag cuvtnpnong pe mepeTpedion Kot 3,5 KOKAOVS e EIKOVIKO PAPLLOKO
(placebo). Zvvorka 213 acbeveig (48,3 %) ohokAnpmoay > 6 khkAovg Oepanciog kot cuvoikd 103
acBeveic (23,4 %) ohokAnpwacoy > 10 kbkhovg Oepaneiog pe mepetpesion.

H peiétn méruye tov mpotopyikd e 6tdyo Kot £d€1Ee OTATIOTIKA onpavTiki Peltioon oty emPioon
erevBepng vrotpomig (PFS) oty opdda Oepomeiog pe nepetpelion oe oOykpion Ue TNV opado
Bepameiog pe swcovikd eapuaxo (placebo) (n = 581, mMinBuoudg Vo aveEapT AvacKOTNON, KATAH
didpeco 6po 4,0 ko 2,0 urveg avtiotorya) (oyxetdg kivovvog HR = 0,60, 95 %, Cl = 0,49-0,73,

p < 0,00001). H ave&dptnn avookomnon TeV anelkovioTik®v eEgtdoemv Tmv acbevav emifefoinoe
Ta guppata TG a&loAdYNoNG TV EpELVNTAOV GYeTIKd pe TV PFS. H didueon cuvolikn emiBioon
(OS) tov suvolikol TANBVGOD (N = 663) fTav 13,4 pAvec yio v oudda Bepameiog pe mepetpe&ion
ko 10,6 pnveg yo. v opdda Bepameiog pe sicovikd eappaxo (placebo), oyetikog kivovvog HR = 0,79
(95 % CI =0,65- 0,95, p = 0,01192).

Onwg kot otig dAdec peréteg g nepetpeéiong, tot kot otn pedétn JIMEN mapatnprnke dapopd
GTNV OOTEAECUATIKOTNTO OVAAOYOL LLE TOV IGTOAOYIKO DTOTVLTO TOL [N-UIKPOKVTTAPIKOD KAPKIVOL TOV
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nvevpova (NSCLC). T tovg acbeveic pe pn-pikpokuttopikd kopkivo tov mvedpova (NSCLC) ektdg
EKEIVOV TTOL TO TAAKMOT KOTTAPO KuPLopyovV 1otoroykd (N = 430, TAnbuouog vad aveEaptnn
avaokomnon), n ddpueon PFS ftav 4,4 ufveg yio tv opdda. Oepaneiog pe mepetpe&ion xon 1,8 piveg
Yoo TV opdda Bepamneiag pe ewovikd eappoako (placebo), HR oyetikog kivévuvog = 0,47, 95 %

C1 =0,37-0,60, p = 0,00001. H d16ueon OS yo Tovg acheveic Pe pun-UIKPOKLTTOPIKO KOPKivo TOV
avevpova (NSCLC) gktdg ekelvev mov To TAAK®OIT KOTTOPO Kuplopyovy 1otoroykd (N = 481) ftav
15,5 punveg yuo v opdida Bepaneiog pe mepetpe&ion kot 10,3 pnveg yio tnv opdda Bepamneiog pe
ewoviko edapuako (placebo) (HR oyetikog kivdvvog = 0,70, 95 % CI = 0,56-0,88, p = 0,002).
Soumepriapfovopévng g elcaymyikng edong 1 didpeon OS yia toug acbeveig Le pn-pikpokuTToptko
kapkivo tov Tvedpove (NSCLC) extdg ekeivav mov ta TAaK®ST KOTTOPA KUPLOPYOVV 1IGTOAOYIKG,
Nrav 18,6 unveg yio v opddo, Oepameiog e mepetpe&ion ko 13,6 univeg yo tnv oudda Oepameiog pe
ewoviko edapuako (placebo) (HR oyetikog kivdvvog = 0,71, 95 % CI = 0,56-0,88, p = 0,002).

Ta anoteAéopota 66ov apopd v PFS kot v OS og acbeveic pe mhakdon 1otoroyio £de1&av mwg N
TEUETPEEIDN OV el TAEOVEKTALATA £VOVTL TOV £1KOVIKOD pappdiov (placebo).

AvApESH GTIG IGTOAOYIKEG VTTOOUASEG OEV TapATNPNONKAY KAVIKG GYETIKEG S10.POPEG GTO TPOPIA
acaAelag TG TEPETPEEIONG.

JMEN: Zyedwaypapporoe Kaplan Meier yio tnv empioon ehev0epng vrotpomg (PFS) kot yia
cvvolkn smipioon pe v wepeTpelion évavrt Tov gikovikoy gappdkov (Placebo) 6s acbeveic pe

- UKPOKVTTOPLIKO KopKivo Tov wvevpova (NSCLC) £KT0¢ TOV TEPUTTAOGE®V TOV KLPLOPYOVV
LGTOLOYIK( TA TAUKQO O] KUTTUPO.:

EmBioon EAevBepnc Yrotpomig Yvvoikn EmiBicoon

1.0 ég | —— TMepeTpetion
0.91 — Meperpedion e —— Eikoviké ®apuako
0.8 1 — Eikoviko Pdppako v 08
0.7 1 g 0.7 1
L 061 & 0.6
O 05 u'i 0.5 1
2 041 o 0.47
;'é 0.3 1 E 0.3 1
g 0.2 1 é 0.2 ]
E 0.11 e 0l
0.0 0.0 —
0 6 12 18 0 6 12 18 24 30 36 42
Xpovog PFS (uriveg) Xpovog Empiwong (uriveg)
PARAMOUNT

Mia TOAVKEVTPIKT], TUYOLOTOMUEVT], OLTAN-TVEAN, EAEYYOMEVT LE ElKOVIKO Gdpuako (placebo) pedétn
®dong 3 (PARAMOUNT), cuvékpive TNV OOTEAEGLOTIKOTITO, KOL TNV 0o@AAELD TNG Depomeiog
GUVTPNOTNG CLVEXLOTG LE TEUETPEEIDN GE CLUVOVAGUO LE TNV KOADTEPT VIOGTIPIKTIKN PPOVTION
(BSC) (n=359) évavtl T0V EIKOVIKOD QOPUAKOD GE GUVIVOCUO UE TNV KOADTEPT VITOGTNPIKTIKT
opovtida (BSC) (n = 180) oe acBeveig pe tomikd mpoympnuévo (Ztadio IIB) 1 petactatikd (X1ddio
IV) un-pikpokvttopikd koapkivo tov mvevpova (NSCLC) ektdg ekeivov mov o TAaK®ON KOTTOpQ
KLPLOPYOVCAV IGTOAOYIKA KO OEV VTOTPOTIAGAV UETA 0 4 KOKAOVS Bepameiog TPMTNG YPOLLUNG TTOV
nmephaupave tepetpeion oe cuvovacud pe clomiativr. Amd tovg 939 acbeveic mov Elafav
gloaymyikn Oepameio pe mepetpelion oe cLVOVAGUO pe clomhativ, 539 acBeveic TvyatomomOnkay ce
Oepamneio cuVTAPNONG e TEUETPEEION N EIKOVIKO PApLaK0. ATO TOVG acbeveig Tov TVYaOTOMONKAY,
10 44,9% elye TAnpn/pepikn avtamdkpion kot to 51,9 % mapovoioce otabepn) VOGO 6TV EIGAYMYIKN
Oepaneio pe mepeTpeion kot oiomhativn. Ot acbeveic mov TuyatomoOnkay otn Oepaneio cuvTNPNoNG
émpene va xovv katdotaon wavotntag kotd ECOG (ECOG performance status) 0 1 1. O didpecog
xPOVOG amd v Evapén g sloaywykng Bepameiog pe Tepetpesidn Ko cromAativi LeEpL TNV apyn g
Oepamneiog cuvtRpnong Nrav 2,96 unveg Kot 6to okéAog Depaneiog e Tepetpe&ion Kot pe EIKOVIKO
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eapuoako. Ot Tuyalomoinpévol acBeveig Ehafav Bepomeio cuvinpnong uéxpt v eEEMEN g 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). Zvvorka 169 acbeveic (47,1 %) ohoxkAnpocay > 6 KbkAoLG Bepaneiog cuvtipnong pe
mepeTpelion, Tov avTioTolyovV o8 ToLAdyIoToV > 10 KVKAoLG Bepameiag pe TepeTpesion.

H peAém nétuye tov apmtopyikd e otdy0 Kot £3€1EE OTOTIOTIKG oNUovTIKY BedTioon oy emPinon
erevBeprg vrotpomng (PFS) oty opdda Bepameiog pe nepetpetion oe ohykpion Ue TV opado
Bepameiag pe ewcovikd eapuaxo (placebo) (n= 472, MnBuopudg vd aveEdpt avackoOTnoN, KAt
duapeco 6po 3,9 kot 2,6 uveg avtictoyn) (oyetikdc kivovvog HR = 0,64, 95 % CI = 0,51-0,81,

p =0,0002). H ave&aptntn avackdnnon TV OnEKOVIGTIKGOV EETAGEMY TV 000evav emPePaince Ta
gupnpata TG a&oAdYNoNG TV EpELVNTOV oYeTIKd pe tnv PFS. IMa toug Tuyaomompévoug acbeveic,
SOLPMVO LUE TOVG EPEVVNTEG, N dtdueon emPimon ehedBepng vrotponnc (PFS) mov uetpndnke omod v
Evapén TG E100YOYIKNG TPMTNG Ypouung Oepameiog ue mepetpe&ion kot oiomhativn, nrav 6,9 uqveg
v v opdda Oepaneiog pe mepeTpeion ko 5,6 nives yio tnv opdda Bepaneiog e E1KOVIKO GAPULAKO
(placebo) (oyetikog kivévvog HR = 0,59, 95 % CI = 0,47-0,74).

Metd v sloayoyikn Oepaneio pe mepetpe&ion kot oiomhotivn (4 KOKAoL), 1 Oepameio pe mepetpes&ion
NTOV GTOTIGTIKA OVATEPT EVOVTL TOV EIKOVIKOV QAPUAKOL Yo Tr GUVOAKT emPiwon (S1dpecog ypdvog
13,9 unveg évavtt 11,0 unvav, oyetikog kivovvog (HR) = 0,78, 95% CI = 0,64-0,96, p = 0,0195). Katd
TN oTyUN TG TEAKNG avdAvong emPinong, 28,7% tov acbevav atny oudoa Oepameiog pe
ePETPEELON NTav gv LN N Oev KoTEoTN £QIKTY M| emkovovia pali toug évavtt tov 21,7% twv
acbevodv oty opudada Oepameiog pe sicovikd papuako (placebo). H oyxetikn enidpaon g Oepomeiog pe
mepeTpeEion NTav OLOIOLOPEN G OAEG TIC VTTOOUAJES (TEPIAAUPBAVOUEVOL TOV GTASI0V TNG VOGOV, TNG
avTomoKplong oty ewoaywyikn Bepaneio, tng ECOG PS, 100 16T0p1ko0 ToV KOTVIGUATOS, TOL (pUAOV,
NG 10ToA0YI0G Kot TNG NAKING) Kot TapOLOoLaL LE QUTY] TOV Tapo TP ONKE OTIG UN TPOGAPUOGUEVES
OS xot PFS avaideeig. To mocootd emiPicoong tov 1°° kot tov 2°° £€Tovg Yo Tovg acbeveic otny oudoa
Bepamneiog pe mepetpetion nrav 58% kot 32% avrtiototya, cvykprrikd pe 1o 45% xat 21% tov
acBevav oty opdda Bepomeiog pe eikovikd eappoaxo (placebo). And v apyn g Oepomeiog pe
mepeTpelion Kol clomAaTiv ¢ e1caymYIky Bepameio TpdOTNG YPURUNS, 1 O1dEST cuvoMKN emBimon
(0S) tov acBevodv NTav 16,9 unqveg yio Ty opdda Oepomeiog pe mepetpelion kot 14,0 punveg yo, v
opada Bepamneiog pe swovikd pappoxo (placebo) (oyeticog kivévvog HR = 0,78, 95% CI = 0,64-0,96).
To 060016 TV acBevav mov Ehafav Oepaneio petd tnv perét nrav 64,3% yio Tovg acbeveig otnv
opdada Oepamneiog pe mepetpetion kat 71,7% yia toug acbeveic otnv oudda Oepameiog e sikovikd
eappoxo (placebo).

PARAMOUNT: Zyedwaypappare Kaplan Meier yio tnv empicoon ehed0spng vrotpomig (PFS)
kot Xovohki] EmBioon (OS) ywa ) svvéyion g Osponsioc pe nepetpelion évavrt tov
£IKovikoV gupudkov (placebo) oc 0o0sveic pe pn-KPOKVTTAPIKG KAPKiIVO TOV TVEDHOVE,
(NSCLC) £KT6¢ TOV TEPITOGEMV TOV KVPLOPYOVV LGTOAOYIKG TO. TAUKDON KOTTUPQ
(vroroyropévn amo TNV TVYALOTTOINOY):
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EmPioon EAedOepng Yrotpomng Yvvolkn EmiBioon
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Xpdvog OS (Mrveg)

Xpoévog PFS (pAveg)

To wpopik acedrelag g Oepanciog cuvtnpnong pe mepeTpeéion yo tig dvo peréteg IMEN ko
PARAMOUNT 7tov mopdpoto.

IMowdratpukdc TAnfuoude

O Evpomnaikdg Opyoviopnoc @opudkmy Exel dOGEL OTaALXyT Amd TNV VTOYPEMOT VITOPOANC TV
OTTOTELECUATOV TOV PEAETMV LE TO PUPHOKEVTIKO TPOIOV avOpPOPAg OV TEPIEYEL TEUETPEEION OE OAEG
TIG VTOKATNYOPIEG TOV TALOLALTPLKOV TANBVGUOV oty gyKekpluévn Evoelln (BAEre Tapdypapo 4.2 yia
TANPOPOPIES GYETIKA LLE TNV TOUOIATPLKT YPNOT)).

5.2 D opUOKOKIVITIKEG LOLOTITES

Ot QapUHOKOKIVNTIKEG 10T TEG TNG TTEPETPEEIONC £metto amd yopnynomn povobepomeiog, Exovv
a&loloynOel o 426 kopkivomabeig acheveic, e S1APOPES LOPPES CLUTAYDV OYK®V, GE OOGELG TTOL
opaivovray amd 0,2 £mc 838 mg/m? ko pe éyyvon ddpketog 10 Aentdv. H mepetpelidn £xet 6yxo
Katovoung oe otadepn kotdotaon 9 I/m?. Mehéteg in vitro £dei&ov Ot1 N mepetpetidn cvvdéeton Katd
81% mepimov pe TIg TpTEIVES TOL TAAoUATOG. H cUuvdeon avt dev ennpedotnke GNUAVTIKA 0ro TNV
mapovcio molkilov Babuov veppikng dvcieitovpyioag. H mepetpet&ion vrofailetol oe TEPLOPIGUEVO
nratikd petaforond. H mepetpelion amofdiretarl mpotictmg ota ovpa kot 70 % £wg 90 % g
xopnynbeicag 660mg amoBdAietal, AUETAPANTN GTO OVPA, EVTOS TOV TPADTOV 24-OPpov amd T
yopnynomn. Ot peréteg in vitro deiyvouv Ot N mepetpet&ion exkpiveton evepyd omd 1o OAT3 (opyovikd
petapopia avioviav). H olikn cvotnuatikn kdbapon g mepetpe&iong ivar 91,8 ml/min ko m
nuicela {on amofoAng and to TAdcuo sival 3,5 ®peg 6Tov acBEVEIS [LE PLGLOAOYIKT) VEQPIKN
Aerrovpyio (kaBapomn kpeativiviig 90 ml/min). H dwatopukn dtaxdpaven og tpog v kébapon eivol
pétpra mepimov 19,3 %. H oA cvotnpatiky ékBeon (AUC) tng mepetpeé&iong ko 1 péyiot
GLYKEVTPMOT] TAUCUATOS AEAVOLY OVAAOYIKE LE TN yopnyovuevn d6om. Ot @apUaKOKIVITIKEG
1010TNTEG TNG TEETPEEioNg mapapévouy otabepég KaTd Tn XOPYNOT TOAALUTADY KOKA®VY
ynueodepaneiog.

O1 QOPUOKOKIVITIKES 1010TNTEC TNG TEUETPEEIONG dev emnpedlovTot amd Tr GUYXOPNYNOT LE TN
oomhativ. H cvuminpopotikn xopriynon and tov otdpatog puiiikov o&éog ko Prrapivng Biz dev
emnpedlel TIC POPUOKOKIVITIKES 1O10TNTES TG TEUETPEEIONG.

5.3 Mpoxiivikd dedopéva Yo TNV A6QAALEL0.

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

KoL AUKOGTOUAL.

H yopriiynon ¢ mepetpe&iong o€ apoevikd TovTiKio Eie MG ATOTEAEGLLO AVATOPOYDYIKT TOEIKOTNTA,
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
nepeTpesion e evooPAEPLa QATAE YOPT YN O, TOPATPNONKOY EVPIUATO CTOVG OPYELS
(ex@OMoM/VEKP®ON TOL GTLEPUATIKOD EMONAIOV). AVTO VTOONADVEL OTL 1] TEUETPEEION EVOEXETOL VL
etvan emProfng yia v avopikn yovipdtnta. Aev pehet)dnke n evoeydpevn enidpoocn otn yovipdnto
TOV YOVOIKOV.

H mepetpe&ion dev rav petolha&loyovog otny in Vitro Sokipacio. ypoUOcOMKOV dAAOIDCEDY GE
KoTTapa wodnkdv o movtikia (Chinese hamsters), | otn doxiuacio Ames. H mepetpeion £xet
amodeyBel OTL TPOKAAEL YpOUOCOKT Bpadon Gg iN VIVO [ukpomupnvikn S0KILAGio 68 TOVTiKLa.
Meléteg yio TV eKTIUNGN TG TPOKANGNG KAPKIVOYEVEST|G TG TEUETPEEIONC dEV €OV
npoypatomome.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX

6.1 Koataroyog ekdoywv

Maovvitoan (E421)

Ydpoyrwpikd o0&V (yia T pvOon tov pH)

Nozpiov vépo&eidio (Yo ™ pvOuon tov pH)

6.2 AovppotoTnTeg

H mepetpetion éxet puoikn acvopupfatodtnto pe Toug SI0ANTES TOV TEPIEXOVLY 0CPECTIO,
CLUTEPIAAUPOVOUEVOL TOV YOAAKTIKOD EVEGILOV dtoAdpatog Ringer kot tov evEGIUov S10ADOTOG
Ringer. EAAeiyel GAA@V PEAETMV GYETIKA LE TN GLUPATOTNTA, TO TAPOV PAPLOKEVTIKO TPOIOV dEV
TPETEL VO, AVOULYVOETOL UE GALN POPLOKEVTIKA TPOTOVTAL.

6.3 Awdpkera {ong

Kiewotd @raridio

3 ypdvio.

AwdAouo LETA TNV 0VOcVOTACT KOL TEPOLTEP® OPOIMOT)

Ortav npoetopaletor cOuPOva e TG 0d1yieg, To didAvua tov Pemetrexed Lilly petd v avaciotaon
KO TNV TEPALTEP® apaimon Oev mePLEYEL avTIUtkpoPlakd cuvinpntikd. H ynuikn kot puoikn
otafepdtnTa, Yio T (p1on TOV SWAVUATOV LETE TNV 0VACVGTOGCT) KOl TNV TEPOITEP® APUimo, EXEL
deyOel 611 dropkel Yo 24 dpeg og Bepuokpacio yoyeiov. Amd pikpoPloroyikng dmoyng, 1o Tpoidv Oa
wpénel vo, ypnoiponoteital apéomc. Eav dev ypnoiporombel ouécme, o xpovog dlotpnong Kat ot
ouvOnKeg PUAAENG TPV Ao TN XPNOT AmoTELOHY €VBVVT TOL YpN ot Kot Ogv B TpEmet va Eemepvoiy
T1g 24 dpeg o€ Oepuokpacieg 2°C émg 8°C.

6.4 Iowitepeg TPpoPUAGEELS KaTd TNV POAAEN TOV TPOiIdVTOG
AVTO TO PUPUOKEVTIKO TPOIOV deV omattel 101KEC cLuVONKeg POAAENC.

[N 115 oVVONKEG SLoTPMNONG HETA TNV OVAGVLOTAGT] TOL POPUOKEVTIKOD TPOIOVTOG, PA. TAPAYpaPO
6.3.

6.5 ®V61) KO GVOTOTIKG TOV TEPLEKTY

Pemetrexed Lilly 100 mg x6vic yio. tukvO StIALUO Y10 TOPACKELT daAd uotoc tpoc £yyvon

Tomov I yodivo rokidio pe eAaoTikd modpo Tov teptéyel 100 mg mepetpetion.
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Yvokevacio Tov 1 eraiidiov.

Pemetrexed Lilly 500 mg x6vic yio TukvO SIAALLO Y10 TOPACKELT OLUAD LOTOC TPOC £yYuon

Tomov I yvdivo roridio pe eaotiko mopo Tov teptéyet 500 mg mepetpelion.
Yvokevacio Tov 1 lohdiov.

6.6 Idwitepeg TpoPLAAEELS amOpPIYNS KO GAAOG YEPIGUOG
1.  Xpnowomoigite Gonmtn TEXVIKN KOTA TN SIEPKELD TNG AVAGVOTAOTG KOl TNG TEPUTEP®

apainong g mepetpe€iong, ylo ) xop1ynomn He evooeAéPia £yyvon.

2. Ymoloyiote ) 8601 Ko Tov apOpd TV amattoduevev eraAdiov Pemetrexed Lilly. Kébe
OLOAO10 TTEPLEYEL £VOL TAEOVOG O TG TEUETPEEIONG Y1l VOL SIEVKOADVETAL 1] TAPOYN TNG
VoY POPOLEVC TTOGOTNTOC,

3. Pemetrexed Lilly 100 mg k6vic yia mokvd Stdlvpo yio Topackevn oAb uatoc tpoc £yyvon

KaBe @roridro 100 mg mpénel va avacvotadei pe 4,2 ml yhopiovyov vatpiov 9 mg/ml (0,9 %)
EVEGIHLOV SLOAVUOTOC, YWPIG GLVINPNTIKO, MOTE VO, TPOKVTTEL SIAAVLO TTOL TTEPLEYEL TEPETPEEION
25 mg/ml.

Pemetrexed Lilly 500 mg k6vic yia mokvd Stdlvpo yio Topackevn oAb uatoc tpoc £yyvon

KaBe @roridio 500 mg mpémet va avacvotadei pe 20 ml evéoipov diaidpatog yAwplodyov
vazpiov 9 mg/ml (0,9 %) xopig cuvTNPNTIKO, OGTE VO TPOKLATEL SIGAVLLOL TOV TEPIEYEL
nepetpetion 25 mg/ml.

Avaxiveiote amold Kabe Qrodidio puéypt n mepexopevn kovig va drtaivbet TAnpmg. To didivpa
UETE TNV avaooDOTACT EIVOL OLVYEG, UE ELPAVIOT] XPDHOTOS OO AYPOUO £10C KITPIVO 1 KiTpLvo-
TPAcIVO (P, Y0pis va ennpedletol avemBounta 1 totdtnTa Tov TPoidvtos. To pH tov
SLAVUATOG HETA TNV avacVoTOoT Eival HETa&Dd 6.6 kot 7.8. Ararteiton TEPITEP® APaimo).

4. O xotdAAnlog 6yYKog Tov SIOADHOTOG TNG TEUETPEEIONG LETA TNV OVOCVOTACT], TPEMEL VO
apoiwdel tepartépm £mg 100 ml pe evéoipo dtdAvpo yhopovyov vatpiov 9 mg/ml (0,9 %),
YOPIG CLVTNPNTIKS, Kot yopnyeitar pe evooAEPia £yyvon oidpketag 10 Aemtdv.

5. Ta dwddpato Tpog £yyvomn Tng TEPETPEEIONG TOL TPOETOWALOVTUL COLPMVA HE TIG AVAOTEPM
001 yieg glvatl cuUPBATA UE TIC GVOKEVEC £YYVONG KO TOLC GAKOVG £YYVONC OO
TOAVPIVLAOYA®PISIO KOl TTOAVOAEPTVT).

6. Ta PopUAKELTIKA TPOIOVTO Y10 TAPEVTEPIKN YOPTYNOT TPETEL VO, ELEYYOVTOL OTTIKA, Y10l TUYOV
TOPOVGIC, AMPOVUEVOV COUOTIIOV KOl YPOUATIKOV GALOIDCEDY, TPV Ao TN Yopnynon. Eav
mapotnenovv tétolo evpruaTa, TO TPOIOV dev TPEmeL va, yopnynOel.

7. Ta dwddpato g mepetpe&iong eivar povo yio epdmas yoprynon. Kabe un ypnopomombév
QOPUAKEVTIKO TPOTOV 1) VITOAEULUO TPETEL VAL OTOPPLPOEl, COUPOVA LE TIG KOTA TOTOVG
16YOOVGEG OYETIKEG SLUTAEELS.

IIpo@UAGEELC Y10 TV TPOETOLOGIO KO TH YOPTYNoN

Onwg ovpPaivet kot pe GAAOVE SLVNTIKA TOEIKOVE OVTIKOPKIVIKOOS TOPEYOVTES, AMALTELTAL TPOGOYN
K0T TO YEPICUO KoL TNV TPOETOUAGIO TOV SIOAVHAT®V Y10 £yyvon TG TepeTpe&ione. Zvviotdton 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
mepetpe€iong, mov dev kpibnkav g coPapd cuuPauata amd Tovg epevvntéc-tatpovc. H egayysimon
Oo pémel va avtipet@mileTOl COUE®VA LE TN GLVION TPAKTIKY TOL EPUPUOLETOL YioL GAAOLG
TOPOLOIOVE TTAPAYOVTEG.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX

Eli Lilly Nederland B.V.

Papendorpseweg 83

3528 BJ Utrecht

OMovdia

8. APIOMOX AAEIAY. KYKAO®OPIAX

EU/1/15/1034/001

EU/1/15/1034/002

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

Huepounvia mpotg éykpiong: 14 ZenteuPpiov 2015
Huepounvia televtaiog avavémong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmrtopepeic TANPoPopieg Yo 1O TOPOV PUPUOKEVTIKO TPOioV gival d1a0éaieg oTov SikTLaKO TOTO
10V Evponaikod Opyovicpov @appdkev: http://www.ema.europa.eu.

22



ITAPAPTHMA 11

MAPAXKEYAXTHX(EX) YHHEYOYNOZX(OI) I'TA THN
AITIOAEEMEYZXZH TQN HAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AITIOTEAEEMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX

23



A. TIAPAXKEYAXTHX(EX) YHIEYGYNOZX(OI) I'lA THN AIIOAEEMEYXH 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
TaAla

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

DoppaKELTIKO TPOTOV Yo TO OTOl0 amatteital TEPLOPIGUEVN WTPIKkn cvvtayT| (BA. Tapdptnpa I:
[Tepiinyn Tov Xapoktnpiotikev tov IIpoidvroc, mapdypagog 4.2).

I'. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX
o Ex0ice1g meplodikng wapakorovdnong mg acsedaisiag (PSURS)

Ot anmortnoelg yio v vofoin twv PSURS yio 0 ev A0Y® QoppaKevTikod tpoiov opilovtal 6Tov
KaTdAoYO UE TIg nuepounvieg avagopdgs e Evoong (katdioyoc EURD) mov mopoatifetar oty
mapaypapo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kan kébe emaxdiovdng
EMKOLPOTOINGNG OT®G ONUOCIEVETOL GTNV EVPMTATKT SIKTVOKT TOAT] Y10, TO, QAP

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AHIOTEAEXMATIKH
XPHZIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéo10 owayeipiong Kivovvov (XAK)

O Kdaroyog Aderag Kvkhopopiog (KAK) Ba dieaydyet Tig anattodpeves dpacTnptoTnTes Kot
TOPEUPAGELG POPLOKOETOYPVTVNONG 0TS Tapovotdloviol 6to cupupmvniéy XAK wov
mapovctaletor otnv evotnta 1.8.2 ¢ ddelag kKuklopopiog Kot 001eGONTOTE ETOKOA0VOEC
eykekpipéveg avabempnoeig tov TAK.

"Eva emxotporomuévo ZAK Oa mpénet va, katotedet:
e Metd ano aitnuo tov Evponaikov Opyavicpod @appdkmy,
o OnotedNmote TPOTOTOIEITAL TO COGTNUO dlaXEIPLONG KIVEDVOUL, E101KA OG ATOTELEGILO AYNG
VE®V TANPOQOPLDOV TOV UTOPOVV VO EXLPEPOVY GNUAVTIKT OAAAYT GTN GYECT] 0QELOVG-KIVIHVOL
N ®O¢ OMOTELEG O, TNG EMITEVLENC EVOC GNUAVTIKOD 0POCTLOL (POPUOKOETOYPVTVION 1
elaloTomoinon Kvduvov).
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ITAPAPTHMA III

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/KOYTI

| 1. ONOMAXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Pemetrexed Lilly 100 mg x6vig yio Tukvo 1AV Y10 TOPUCKELT SLOADLOTOG TTPOG EYYVOT
nepeTpesion

[2. YYNOEZH XE APAXTIKH(EX) OYZIA(EX)

Kdabe proridro mepiéyer 100 mg mepetpes&ion (og dvatpiovyog mepetpe&ion).

Metd v avaciotaon, kébe eroidio mepiéyet 25 mg/ml nepetpe&ion.

[3. KATAAOI'OX EKAOXQN |

Movvitoan, vdpoyAwptkd o&D, vatpiov VOPOEEIdIo (PAETE ECMOKAEIGTO PVUAAO OONYLDV Y10 TEPUITEP®
TANPOPOPIEC).

| 4. PAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kovig yio mokvo dtdAvpa Yo Toepackevn SIADIOTOG TPOG EYYXVOT).
1 proAidio

| S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Mo evooeAEPio xopynomn HETA TNV AVOGVGTACT] KoL TNV OpOiman).
Movo yia epdmal yopnynon.
AwoBdote 10 OALO 0ONYIDV TPV amd T YPNoN.

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puAdoocetal og 8o, TV onoia dev PAETOVY Ko dev Tpooeyyilovv Ta TodLd.

| 7. AAAH(EY) EIAIKH(EY) IPOEIAONIOIHEZH(EIY), EAN EINAI ATAPAITHTH(EY) |
Kvtrapoto&ikod
| 8. HMEPOMHNIA AHEHXZ

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
OMhavdia

| 12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/15/1034/001

| 13. APIOMOX ITAPTIAAX

[Toaptida

| 14. I'ENIKH KATATAZEH I'TA TH ATAGEXH

| 15. OAHTI'IEX XPHXHX

| 16. INAHPO®OPIEX XE BRAILLE

H ortiohdynon yio va punv tepiinedei n ypaoen Braille eivor amodektn

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

A16d146TaTOC YPOUU®TOS KOKAG (2D) Tov pépet Tov TEpIANEHEVTA LOVASIKO AvayVOPLETIKO KMOOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQITIO

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 Tukvo S1GAVUO Y10 TOPAUCKELT SLOADLOTOG TTPOG EYYLOT
mepetpelion
EvoopAéPia yopriynon

| 2. TPOIIOX XOPHIHZHE |

| 3. HMEPOMHNIA AHEHX |

AHEH

| 4. APIOMOX ITAPTIAAX

oprtida

| 5. IHEPIEXOMENO KATA BAPOZX, KAT' O'KO'H KATA MONAAA

100 mg

| 6.  AAAA LTOIXEIA
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Pemetrexed Lilly 500 mg x6vig yio Tukvo 1AV Y10 TOPUCKELT SLOADLOTOG TTPOG EYYLOT
mepeTpesion

[2. YYNOEZH XE APAXTIKH(EX) OYXIA(EL)

Ka0e praridio mepiéyel 500 mg mepetpet&ion (o¢ dwvatplovyog mepetpesion).

Metd v avaciotaon, kébe eroidio mepiéyet 25 mg/ml nepetpe&ion.

[3. KATAAOI'OX EKAOXQN |

Movvitoan, vdpoyAwptkd o&b, vatpiov VOPOEEIdIo (PAETE ECDKAEIGTO PHAAO OONYLDV Y10 TEPUITEP®
TANPOPOPIEC).

| 4. PAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Koévig yio mokvo StdAvpa yio Topaokevt] SL0ADIOTOG TTPOG EYYLOT.
1 proAidio

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Mo evooeAEPio xoprynomn HETA TNV AVOGVGTACT] KoL TNV 0paiman).
Moévo yia gpdmag yopnynon.
AwoBdote 10 EOALO 0ONYIDV TPV amd T YPNoN.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
ITPOION ITPEIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN IPOXEITIZOYN TA ITAIAIA

Na puAdoocetat og 8o, TV onoia dev PAETOVY Ko dev Tpooeyyilovv Ta TadLd.

| 7. AAAH(EY) EIAIKH(EY) ITIPOEIAONIOIHEZH(EIT), EAN EINAI ATIAPAITHTH(EY) |
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 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
OMhavdia

| 12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/15/1034/002

| 13. APIOMOX ITAPTIAAX

[Toaptida

| 14. I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15. OAHTI'IEX XPHXHX

| 16. INAHPO®OPIEX XE BRAILLE

H ortiohdynon yio va punv tepiinedei n ypaoen Braille eivor amodektn

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

A16d146TaTOC YPOUU®TOS KOKAG (2D) Tov pépet Tov TEpIANEHEVTA LOVASIKO avayVOPLETIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQITIO

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 Tukvo 1AV Y10 TOPUCKELT SLOADLOTOG TTPOG EYYLOT
mepetpelion
EvoopAéPia yopriynon

| 2. TPOIIOX XOPHIHZHE |

| 3. HMEPOMHNIA AHEHX |

AHEH

| 4. APIOMOX ITAPTIAAX

[oprtioa

| 5. IHEPIEXOMENO KATA BAPOZX, KAT' OI'KO'H KATA MONAAA

500 mg

| 6.  AAAA LTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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@vAro ooV piong: IIAnpoeopics yra Tov yprjot

Pemetrexed Lilly 100 mg k6vi¢ y1o ToKvo d1dAvpa Y10 TopucKeLY) SLOAOPNATOS TPOG
&yyoon

Pemetrexed Lilly 500 mg kévi¢ yia mokvo didlopa yio mopucKevl] S1oldpatog Tpog
£yyoon

nepetpelion

A doTe TPOGEKTIKG 0AOKANPO TO PVALO 00N VLAV YPT|ONG TPV PYICETE VA YPCLUOTOLEITE AVTO

T0 PAPUOKO OLOTL TEPLLAPPAVEL ONUAVTIKES TANPOPOPIES Y10 GaC,

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

- Edv éyete meportépm anopieg, mapaxoleiche va poTNOETE TO Y1UTPO GOG 1| TO PAPUOKOTOLO GOG.

- Edv mapatnpnioete kamoto avemBountn evépyela, EVNUEPDGTE TO YLOTPO 1| TO PAPLOKOTOLH
c0c. AvTo 1oybEL Kot Yo KAOe whovn avemBOuntn evEpyeLa Tov OV aVOQEPETOL OTO TAPOV
@OALO oMYV ypriong BAéne mapdypapo 4..

T epréyer To Tapov gvAro 0oNYLOV

T givar To Pemetrexed Lilly ko oo givar n yprion tov

T npémel vo yvopilete npv ypnoonomoste to Pemetrexed Lilly
IMa¢ va ypnoonooete to Pemetrexed Lilly

[TBavég avemBOunTEg EVEPYELEG

Ii¢ va purdooete to Pemetrexed Lilly

[epreydpevo g cVGKELOGING KO AOUTEG TANPOPOPIES

cupLdOE

1. T givor o Pemetrexed Lilly kon mowa gival i xpiion tov

To Pemetrexed Lilly sivat éva @apuaxentikéd mpoiov mov ypnouonoteitat yio ) Oepaneio Tov
Kapkivov.

To Pemetrexed Lilly yopnyeitatl 6€ cuvovacpo e o1omiotiv, £va GALO OVTIKOPKIVIKO (APLOKO, Yo
™ Bepameia Tov KakonBovg pecodniopatoc vrelwkoTa, pio Hopen KapkKivov mov ennpedlel To
emONAo Tov Tvevpova, o aobeveig mov dev £xovv AdPeL Tponyovuevn ynuelobepaneia.

To Pemetrexed Lilly yopnyeiton emiong oe cuvdvaoud pe oromiativn, yio thv apyikn Oepaneio
0oOEVDV LLE KAPKIVO TOV TVEDLLOVO GE TPOYWPTLEVO GTAS10.

To Pemetrexed Lilly punopsi va cag cuvtayoypoaenOsei edv éyete kapkivo tov Tveduova o€
TPOYOPNUEVO GTASL0, €AV 1 VOGOC £xel avtamokplOel N edv mapapével o peydro Babud apetdpintn
UETA TNV opyIkn ynpeobepoameio.

To Pemetrexed Lilly sivat eniong Ogpomeia yio acbeveic pe kapkivo Tov Tvebpova 6e TPoY®PNUEVO
OTASL0 TV OTOIMV 1 VOGOG £XEL TPOOSEVCEL PHETA OO TPOTYOVLEVT OPYIKT YNUE0OEpaTEiaL.

2. T apéner va yvopilete Tpiv ypnoorouieste To Pemetrexed Lilly

an ypnowpomwomjoete To Pemetrexed Lilly
o€ mepintwon aAlepyiog (viepevarctneio) oty mepetpelion M| o€ omolodNTOTE AALO OId TO
OULGTOTIKG GVTOD TOV PAPLAKOL (AVOPEPOVTAL GTO TUNLLA 6).

- eav Onhalete Ba mpémel va drokdyeTe T yolovyio katd T ddpKeLo TG 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

AmnevQuvleite 6To Y10TpO G0C 1) 6TO VOGOKOUEINKO Qapuakonold cac tpw mapete to Pemetrexed Lilly.

Edv éxete N elyate 010 TOpeABOV TPOPARLATO LE TOVS VEQPPOVS GOG, GLLNTNOTE LE TO YLOTPO COC 1) TOV
(QUPLOKOTOLO TOV VOGOKOUEIOV, 10Tt evOEyeTan va Ny propeite vo mapete Pemetrexed Lilly.

[pwv and kabe Eyyvon B Aopfdavovtol deiypoTo Tov iaTog GOC, TPOKEEVOD Vo eEAeYYDel OTL ExeTe
EMOPKT VEQPIKT KOl NTATIKN Agttovpyia kot 6Tl EXETE APKETA UUOGPAIPLO, DGTE VO TAPETE
Pemetrexed Lilly. O ywtpog cog pmopei va omopacicet vo adiaéel ) d66m 1 va avaPaiet
Oepamneio oag, avALOYO LE TN YEVIKT GOG KUTAGTOGT KOl EAV OL TILEC TOV QHOGPALPI®V GOG Etvat
vrepPorikd yaunAéc. Edv cuyypdvmg Aaufdvete ciomlativn, o yiatpog cag Ba ppovticel va Exete
TPONYOVUEVDG EVVOATOOEL EmaPKOC Kot Vo, Exete AGPel Tnv koTtdAANAN Oepameia Tpv Ko UeTd T
olomAaTivn, ®oTE Vo TPoAnedel o £ueTog.

Edv €yete voPAn0ei 1| oxomedete va vrofinbeite oe axtivobepaneia, EvUEPDOTE TO YIUTPO GAGC,
KoBdg pmopei va vidpyel Tpdmpn 1 kabvotepnuévn avtidpaon aktivoporiog pe to Pemetrexed Lilly.

Edv éxete mpocpota epPforiachel, evnuepmaoTte 10 Y1aTpo cag, KaODC ovtd Umopel va TpoKoAEcEL
avemBounteg aviidpaoels o€ cuvovacuod pe to Pemetrexed Lilly.

Edv éyete kapdiokn vOGO 1 16TOPIKO KAPSIOKNG VOGOV, EVILEPDGTE TO YIUTPO GOG.

Edv vtdpyet cuAioyn vypov yOp® omd ToV TVEDUOVA GOG, O YIOTPOG GOg I6MG KPIVEL OmOpaiTnTO VOl
TOPOYETEVOEL (APUPEGEL) TO VYPO AVTO, TPV GO xopnynoet to Pemetrexed Lilly.

Howowd xon £pnpor
Av106 T0 PapLaKOo dEV TPETEL VAL YPNOHOTOLEITOL 08 TTodLd 1) €PrIPovg, Kabmg dev LAPYEL EUmEpia e
avTO TO PAPUAKO GE TadLA Kot EPNPoVS KdT® TV 18 eTmV.

Alo gappoxa ko to Pemetrexed Lilly

Evnuepdote 10 yatpd 60¢ €0V TOPVETE KATO0 PAPLOKO Y10 TNV OVOKOVPIGT) TOL TOVOL

(avodynTiKd) 1 aVTIPAEYUOVMOES PAPUOKO, OTIMG TA. PAPUAKE, TTOV OVOUALOVTOL KUN-GTEPOELON
AVTIPAEYHLOVAOON Pappoka (MEAD)», courepthapfavopéveoy Kot ToV QoprAKOY Tov ayopdlete yopig
ocuvtayn ytpov (6mwe 1 Povmpogaivn). AlatiBevtol otny ayopd didpopa mpoidvia MEAD pe
SLOPOPETIKT YPOVIKT drapkela dpdong. Me Bdor TV TPOYPOLUUATIGUEVT] NUEPOUNVIO TTOL TPOKELTOL VO
Aafete v €yyvon tov Pemetrexed Lilly xauvn v xatdotoaon tng veppikng cog Asrtovpyiag, o
Ywtpog cag Ba cog vodeibel Ta edpuaKa Tov propeite va Aapete, KaBOG Kot TOTE UTOPEITE Va Ta
MPete. Edv éxete omoladnmote omopia, p@THOTE TO YTPO GO 1| TO POPUOKOTOLd GAG, VO, GOG
emPBePardoovv, 6V KATOL0 OO TO PAPLOKO COC OVIKEL TNV Kotryopia twv MEAD.

[Mopaxaieiche va evpep®OETE TO Y1OTPO GOG 1] TO POPLOKOTOLO TOL VOGOKOEIOL, 6V TTaipveTE 1|
&xete mapel TPAoPaATO GALN PAPLOKO, OKOLO KOl QVTA TTOV JEV Gag £XOUV yopnynoel Le 1Tpikn
cuvToyn.

Kbnon

Edv giote éyxvog, vouilete O6t1 pmopel va eiote £yK0o¢ 1| oxedALETE VO, ATOKTNOETE TOLdi, EVIUEPDOTE
70 Ywatp6 6ag. H yprion tov Pemetrexed Lilly npénet va anogedyetar kotd t didpkeia g komone. O
ywTpdg oag Oo cuinmoet pali cog Tovg evégydueVoLE Kivovvoug omd th Ay tov Pemetrexed Lilly
KaTd TN Sdpketa TG Komong. Ot yovaikeg TPEMEL VoL YPNGLLOTOLOVY OTOTEAECLATIKY OVTIGOAAYN
Katd T didpkela g Bepaneiog pe Pemetrexed Lilly.

Oniaopdg

Edv OnAdlete, evnpepdote to ylotpd 6og.
O Onhaouds mpémet va SrokomTeTo KoTd T drdpketo, e Oepomeiag e Pemetrexed Lilly.
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Tovipétnto

O1 vdpeg cupfovAebovTal Vo, v TEKVOTOGOLY KATA TN StdpKela Kot LEYpL 6 URveg LETA TN
Oepameia pe Pemetrexed Lilly ka1 katd cvvénelo o Tpémetl va yp1nGIUOTOI00V OTOTEAEGLATIKY
avTioOAAN YT Katd T diapketo tng Oepaneiog ue Pemetrexed Lilly kot yia 6 piveg petd m Oepamneio.
Edv emBupeite va tekvomotioete katd T d1dpketa g Bepaneiag 1 o€ YPOVIKO oo 6 UvodV
HeTd TV oAoxAnpwon g Oepaneiag, cvpPfovievdeite to yaTpd 1 T0 Pappakonold cog. Emiong,
umopeite va avalntnoete GUUPOVAES GYETIKA L TN S1oTipM o1/ amobNKeEVoT GTEPUATOG, TPV IO TNV
évapén g Bepamneiag.

0o yNoN KoL LEPIGUOS PUNYOVAOY
To Pemetrexed Lilly evdéyeton va cog tpokarécet aicbnua kénmone. Na npocéyete Waitepa oty
001 YNO™ N OTO YEPIGUO UNYOVOV.

To Pemetrexed Lilly mepiéyer varpio

Pemetrexed Lilly 100 mg xdvi¢ yia moxvo didAvuc yio mopaokevi] S10AVUOTOS TPOS EYYvoN
To eappaxo avtd mepiéyel Myotepo amd 1 mmol vatpiov (23mg) avd erodidio, sival owtd mov
ovopalovpe «elevBepo vatpiovy.

Pemetrexed Lilly 500 mg xdvi¢ yia morvo didAvuc yio mopaokevi] S10A0uoTog Tpog yyvon

To @apuako owtd mepiéyel 54 mg vorpiov (KHPLO CLGTATIKO poyElPtKov/emiTpané o dAnTog) o€ KAbE
QLoAid10. AvTd 1ooduvapel pe 1o 2,7 % NG GUVIGTAONEVNG LEYIOTNG NUEPT|OLOG TPOSANYNG vaTpiov L
TNV SL0TPOOT] Y10 EVOV EVIALKOL.

3. IIog va ypnoworomeste To Pemetrexed Lilly

H cuvictdpevn d6om tov Pemetrexed Lilly givar 500 milligrams ywa k60e tetpoyovid pétpo
emedavelag cdpotog. To Dyog Kot To BAPOg Gag XPNOUELOLY Y10 VTOAOYIOUO TG EMLPAVELNS TOV
ompatog oag. O yiatpdg cag Ba xpNGILOTOMGEL TNV ENMLPAVELN TOV COLUTOS GOG Y10 VO VITOAOYIGEL
Vv KaTdAANnAN doom yo ecdc. H 66om avtn umopel va tpomomomBei, 1 1 Oepameio pmopet va
KaBVOTEPNGEL OVALOYOL LLE TOL TTOTEAECUATO TOV YEVIKMOV EEETAGE®V OULLOITOC KOIL TN YEVIKN GOC
katdotaot. O opUOKOTOIOS TOV VOGOKOUEIOV, 0/1 VOOAELTIC/-TPLo. 1] 0 Y1orTpdg Gag Oa
TPOYHOTOTOGOVY TIV avaén g kovemg tov Pemetrexed Lilly pe evéoypo diddvpo yhopiovyov
vatpiov 9 mg/ml (0,9 %), mpiv cag yopnyndei to didAvpa.

Oa LopPaverte To Pemetrexed Lilly mdvta pe £yyvon péoa og kamowo pAéPa coc. H £yyvon dapkel
nepinov 10 Aemtd.

‘Otav to Pemetrexed Lilly ypnowuonotgitoan o cuvdvooud pe clomiativn:

O y1atpog i 0 PAPHOKOTOLOG TOV Vocokopeiov Bo vtoloyicel T d6oM Tov YpeldleoTte, pe Baon To
Vyog kat to Bapoc cag. H siomhativny yopnyeitat eniong pe £yyvon uéca o€ Kamolo AL Gag Kot M
yopriynon yivetou mepinov 30 Aemtd petd v olokAfpmon tng €yyvong tov Pemetrexed Lilly. H
€yyvon g olomAaTivIG Slopkel mePimov 2 MpEC.

Oa wpémel vo, AapPavete TV aywyn cog wio opd kébe 3 efdouddec.

[Ipdcbeta pappoka:

Koptikootepoetdn: o yrotpdc cog Oo oag cuviayoypapnoet diokia 6TePOEdDV (160dVuvVao pe 4 mg
de€apuedaldvng dVo QopE TNV NMUEPQ), T, OTTOT0, TPETEL VO, AAUPAVETE TIV TPOTYOLUEVT], TNV 1O10 KoL
v emopévn nuépa and t Bepancio e Pemetrexed Lilly. H yopfiynon awtod tov gappdkov
OTOCKOTEL 0T PEI®OT TNG CLYVOTNTOS KoL TG GOPapdTNTAG TV SEPLATIKDOV AVTIOPACEDY TOL UTOPET
VO TUPOVOIAGETE KATA TN SIAPKELD TNG AVTIKOPKIVIKNG Oepameiog cog.

SopmAnpopoto Plrapiveov: o Yiotpog oag 8o Gog GuVTHYoYpPaENGEL O TOV GTOHATOG PUAAKS 050
(Brrapivn) 1 Kamwoto moAVBrtoputvodyo GKELAGLO TOVL TEPLEYEL Kol PLAALKS o0&V (350 £wg 1000
WIKPOYPOUUapLa), To oTtoia Tpémel va AapuPdvete pia popd v nuépa katd tn didpkela tng Oepomeiog
ue Pemetrexed Lilly. ®a mpénet va mapete TovAdyiotov 5 8061 LAAMKOD 0££0G, KATE TIg EMTA
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TPONYOVUEVES NUEPES o TNV TTPAdTN 8601 Tov Pemetrexed Lilly. TIpénet va cuveyicete va maipvete
T0 QUAAIKO 0ED yio 21 Muépeg uetd v tehevtaio d6om tov Pemetrexed Lilly. ®a oag yopnynbei
emiong pia éveon Prrapivng Bz (1000 pikpoypappdpila) kotd Tnv Tponyovuevn efdopdda amod
yopriynon tov Pemetrexed Lilly kot otn cuvéyeio kdbe 9 efdouadeg nepinov (Sdotnua o
avtiototyel og 3 kokhovg Oepanciog ue Pemetrexed Lilly). H Brrapivn Biz kot to guAAKS 0&D
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 VTP 1} TO
(PUPLOKOTOLO GOC.

4, IMBavéic avemBounTeg evépyereg

Onwg 6Aa Ta PApLOKa, £TGL KOL GVTO TO QAPUOKO UTOPEL VO TPOKUAEGEL avemIBOUNTEC EVEPYELEC OV
Kot Ogv Topovclalovtal 6€ OAOVG TOVG avOPMOTOLG.

[Ipémet vo eMKOIVOVIOETE AUECMG LLE TO YIOTPO GUG OV TOPUTIPHOETE OTOLOONTOTE Ad T akOAoLO:

. [Mopeto M Lolpwén (cuyvd): av Exete Topeto 38°C kat dvo, epidpmon 1 GAAa onueia Aoiuwéng
(KaB6TL 0 0p1OUOG TV AELKOKVTTAP®Y Gag Umopel va etval Lukpdtepog, 1o omoio gival ToAD
ovyvo). H hoipmén (ofym) punopet va givor coPapn kot pmopel vo odnynoet o Hdvarto.

. Edv apyicete va aioBdveote Tdvo oto otnbog (cuyvd) 1| va éxete tayvkapdio (0L cuyvo).
. Edv &xete movo, epuBnua, oidnua 1 EAKn 6To 6ToOU GOC (TOAD GUYVO).
. AAlepyikn| avtidpaon: edv eppavicete deppotikcd eEAvOnua (modd cuyvo)/aictnuo kaboov i

VUYHODU (GUYVO), 1| TUPETO (GLYVO). XE CTAVIEG TEPUTTMCELS, Ol SEPLOTIKEG AVTIOPAGELG UTOPET
va, givan coPapég Kot pmopel va odnynoovv g Bdvoto. Emtkovoviote pe tov yiotpd cog e6v
napovctaoete coPapd e&avinua 1 kvnoud 1 pAvktoveg (chvopopo Steven-Johnson 1 To&um

EMOEPLUIKT VEKPOALOT)).
. Edv eppovicete kdnwon, tdon Mmobopiag, av Aayavidlete ebkora 1 £xete wypn Oymn (d16TL
umopel va £xete YOUNAOTEPT ALLOGPALPIVY 0Td TI LGLOAOYIKT, TO OTTOT0 €ivat TOAD GLYVO).
. Edv mapovcidoete apoppayia ota oOAA, T LOTN ) TO GTOUW, 1| OTOL0ONTOTE OLLOPPOYIC TOL

dgv oTapatd, ovpa Le KOKKIVI 1 pol ¥poLd, LT OVOLEVOLEVOUG LOAMTES (O10TL 0 0plBUOC TV
OLUOTETOAIWV Popel va givat YapnAOTEPOC amd TO PLGLOAOYIKS, TO 0moio gival TOAD cuyve).

. Edv gpoavicete Eapvikn 0omvola, £vTovo Tovo 6to otnhog 1 frya pe atpdupto TToera (0L
ouyva) (umopei va givat £voein BpouPov aiplaTog GTo AOPOPO. AYYEIN TOV TVELHOVAOV).

AvemBounteg evépyeteg tov Pemetrexed Lilly ymopet va mepiiappdvoov:

Tlolb ovyvég (umopel vo, exnpedoovy epioootepo. axd 1 ora 10 droun)

Aolpwén

Dapvoyyitida (TOVOLALLOGC)

XopnAog aptBproc ovdeTEPOPIAMYV KOKKIOKVLTTAP®YV (£VaG TOTOC AEVKOKVTTAP®V)
Xopnidg aptBpdc AeLKOKLTTAP®V

Xopunid eminedo arpoceopivig

[Tovog, epuBpotnta, TpH&uo 1 TANYES GTO GTOUN GOG

Amdlela g dpeéng

"Epetog

Aldppora

Noavtia

Agppotikd e€avonua

AmoAémion Tov SEPUATOG

Mn @uo10hoytkéS EEETACELS AILOTOG TTOV KOTAGEIKVOOUV LELOUEVT] AELTOVPYIL TV VEPPDV
Kénwon (kovpaon)

2oyveg (umopei vo, exnpeaoovy éwg 1 ora 10 droua)

Aolumén tov aipatog

[Mopetog pe younAd aptBpd ovdeTeEpOPIA®YV KOKKIOKVTTAP®V (£VAG TOTOG AEVKOKVTTUP®V)
Xopuniog apBpog arponetaiioy
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AAlepyicn avTiopaon

ATOAELD COUATIKOV VYPDOV

AAloyn o1 yevon

BAGPN kvnTik®dv vedpwv mov pmopei vo Tpokadésel Puikn advvapio kot atpoia (amicyvavon)
KLpimg oTo AVED KOl 6TO KAT® GKpoL

BAGPn arcOntikdv vedpwv mov Pmopel va TPOKOAECEL OTOAELL TG AGONTIKOTNTOG, KOVGTIKO TOVO
Kot 0otafe0 oto Padicpa

ZGAn

dAreypovn 1 oldnpa Tov emmeukoTa (1 LEUPPAVT TOV EMEVOVEL ToL PAEPAPO KO KOAVTTEL TO AELKO
TOV HOTIOV)

EnpoeOoipia

Yypd pdrtio

Enpotnta tov emme@ukota (1 peuPpdvn mov enevdvEL Ta PAEPAPO KO KOADTTEL TO AELKO TOL LATIOD)
KOLL TOV KEPATOELOOVS (TO SIAPOVO KAAVUUO, UTPOGTA amd TNV iplda Kat Ty KOpm)

Oidnua (mpR&ipo) tov PAepdpwv

OpBaipikn datapayn pe Enpotnra, okicio, epebiond koM tovo

Kapdwoxn mpocPoirr| (Katdotoom mov exnpedlet Tnv avoTnta Tov Kopdlokod Hudg va Agttovpyet
ooy avtAiio)

AKaVOVIOTOG Kaplakog puiude

Avoneyia

AvokoiotnTa

Kot\oxo dhyoc

‘Hrop: avénon tov ynitkdv ousudy 6To aipla ToL TapAyovTol ord To NIop

AvENUEVOG XPOUOTIGHOG TOV SEPLATOG

dayovpo 6T0 dépua

E&GvOnpa 610 oodpa 6mov 1o Kdbe onuadt potalet pe to pdtt evog T pov

Andrewn TprydV

Kvidmon

AloKOT| TNG VEQPIKNG Agttovpyiag

Meiopévn Aettovpyia TV veQpdv

[Tvpetodg

Alyog (mdvog)

[lepiooeia vypdv 610 GO, TOL TPOKAAOHV TPHELHO (0idN L)

[T6vog oto otbog

Dreypovn kot eEEAKWOT TV PAEVVOYOV®V DUEVOV TTOV EXEVOVOVV TO TEXTIKO GUGTN LA

Ox1 ovyvés (umopet va exnpedoovy éwg 1 ora 100 droua)

Meiwon tov apifuov v epuHpoKVTTAPOY, AEVKOKVTTAP®V Ko OLUOTETAAIDV

Ayyeloxo eyKe@oAKd ETEIGOS10

TOmog ayyelokol eykeaAlKoD enelG0diov OTAV (ol apTNPio TOL EYKEPAAOL Elvar Gpaypévn
Awoppayia péoa 6to kpavio

2mOayym (Bwpakikd GAYoc TOL TPOKAAEITOL OO UEIOUEVT] POT] GULLOTOG GTIV KOPILE,)
Kopdiokd encio6d10

2TEVOOT 1 ATOKAEICUOG TV GTEQUVIOI®Y apTNPIDV

Mn @pucloAoyikog kapdlakdg puOpoc

Avemoprng koTavoun aipatog oto dKpo

AmoKAEIGUOG OGS EK TMV TIVELLOVIKMV 0PTNPLDOV GTOVG TVEVUOVEG GOG

DAeypovn Kot OVAT TOV ECMTEPIKOD TOV TVELHOVOV LLE VOTVEVCTIKA TPOPA LT
AmofoAn £€vTovou KOKKIVOU Oi[LOTOG Ot TOV TPMKTO

Awoppayio 0TOV YOOTPEVTIEPIKO COAVA

Prén tov evtépov

DAeypovn TOL ECMOTEPIKOV GTPMUATOS TOV OIGOPAYOL

DAeyuovn TOL ECMOTEPIKOV TOV TOXEOS EVTEPOV, TOV UTOPEL VO GLVOSEVETOL aTd opoppoyio. amd 1o
évtepo M 10 0p0o (eppaviletal 6Tov cLVOVAGUO UE GIOTATIV)

dAreypovn, oidnua, epudnua, Kot StePpwon tng PAEVVOYOVOL ETPAVELNG TOV 01G0QEYOL TOV
TPoKoAEiTON Ao akTvodepameio

Ddreyuovn TV TVELUOVOV TOL TPOKOAEITAL 0O aKTvoDepameiol
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2movieg (umopet vo, exnpedoovy éwg 1 ota 1.000 aroua)

Kotaotpopn tov epubporvttdpnov

AvaeuAiaxTtikd cox (cofapr] aAlepyikni aviidpaon)

DAeyHovOONG KATACTOGT TOV HITOTOG

EpvBpdtmra tov déppatog

Agppotuco eEdvOnpa mov eupaviletal oe TePLoYN TOL £XEL TPONYOVUEVMG eKTEDETL o€ axTivoPoiia

oo oravies (umopel va exnpedoovy éwg 1 ara 10.000 drouan)

AOUDEELG TOV EPUATOG KOL TOV LAAAKDY 10TOV

ZOvdpopo Stevens-Johnson (£vag tHmog ToAd coPaprc avtidpaong Tov SEPUATOS Kot TV PAEVVOYOVOV
VUEVOV IOV UTOPET VoL Elvan ameAn Tk yio T (on)

To&wn emdeppikn vekpolvon (évag TOTog Gofapng OEpLATIKNG OVTIOPACT G TOV UTOPEL Vo elvat
amenTikn yio ™ Lon)

Avtodvoon dlatapayn OOV KOTAANYEL 6€ depUaTikd eEAVOM O Kot QAVKTAIVES GTA KATM GKpa, GTO
Gvo dxpa Kot TNV Kotud

DAreypovn Tov dépHOTOG TOL YapaKTNPIfETaL OO TNV TOPOVGIN TOUPOAVY®V YEUAT®V HE VYPO
EvBpovototnra tov 3EpUatog, ADKTAIVEG KOl SIOPPDOCELS KOl SEPUATIKEG OVAESG

EpvOpdtmra, dhyog kot tphéio kupiog ota KAt drpa

dAeypovn Tov dépHOTOG Kot TOL LTOdGPLOL AToVS (WeVdoKLTTUPITION)

dreyuovn Tov dépuoatog (depuatitidn)

Aéppo Tov teivel va pAeyuaivel, va mapovotdlel kvnopd, epubpodtnta, poyUES KOl TPAYVTNTO
Ynueia pe évrovn eoyovpo

Mpn yvwotés: n ovyvotnto Tovg dev umopet vo. ektiundel ue faon to. drabéorua dedousva,

Epopdvion dwafnm xupiong Adym g maboroyiog TV veppov

AwTapayn TOV VEQPAOV TOL GUVETAYETOL TOV BAVOTO TV EMBENAOKOV COANVOPLOK®OV KUTTAP®V TOV
oynuatifovy To VEPPIKd GOANVAPLA.

Evdéyetar va gppavicete onotodnmote and 10 COUTTOUATO KOUT TG KAtaoTtdoelg avtés. [lpémel va
EVILEPMGETE TO Y1UTPO GOC TO GLUVTOUOTEPO SVVATOV, OTAV APYICETE VA TAPOVGIALETE KOTOL0, TETOLN
TOPEVEPYELOQL.

Edév avnovyeite ylo kanoleg mapevépyeleg, cuLNTNOTE LE TO Y1OTPO GOG.

Avo@opd avemBdunTOV gvepyeLOV

Edv mapatnpnoete kKamowo avemBOunTn evEpYEL, EVILEPDOTE TOV YIOTPO 1) TOV PUPUOKOTOLO GO,
A1 1oyt Kot Yo kéBe mBoavr| avemBountn evEpyela TOV €V AVAPEPETOL GTO TAPOV PUAAO 0INYIDV
ypronc. Mmopeite emiong vo avagépete avembounteg evépyeieg anevbeiag, uéow Tov efvikond
GUGTUOTOG OVAPOPAS TOV avaypapetar oto [apdpmmua V*. Méow g avagopdg avemBountov
EVEPYEIDV Umopelte va fondNoeTe 0T GLALOYT TEPIOCOTEPMV TANPOPOPLOV CYETIKE LLE TNV OCPAAELD
TOL TAPOVTOC PAPLLAKOV.

5. g va pvrdceste To Pemetrexed Lilly

To @apuako ovTd TPETEL Vo PLAAGGETOL GE UEPT) TOV OEV TO PAETOVV KOl OV TO POAVOLV TO TSI,

Na pn gpnoponoleite avtd T0 PAPUAKO LETA TNV UEPOUNVIL ANENG TOV OVOPEPETUL TNV
EMIGNLAVGT TOL PLOALOI0L KOl GTO KOLTI.

Agv vITapyovV E1KEC 0dMYieg S1aTHPNONG YL AVTO TO PAPUOAKO.

AldAvpo PETA TNV avaoLOTACT Kot TEpAtép® apaiwon: To mpoiov Oa mpémel va ypnoyomoteiton
apécms. Otav TpoeToldleTon COUPOVA LE TIC OVAPEPOUEVES 00N YIES, £xel OOl YMUIKN Kol QUOTKN
otafepdTTa TOV SIOAVUATOV TEUETPEEIONG, LETA TNV AVOCVGTACT] KoL TNV TEPALTEP® apainomn yio 24

dpeg o€ Beppokpacio yoyeiov (2 °C émg 8 °C).
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To @dppaxo avtd Tpoopiletarl LOVo yia QAmas YopnyNoN: TO Un ¥pNoLomomBEy didivpa Ba mpémet
VO OTTOPPINTETOL, COUPOVO, LLE TIG KATA TOTOVS 1GYVOVGESG GYETIKES OLOTAEELG.

6. [epreyépeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES
T nepréyer to Pemetrexed Lilly
H dpaotikn ovoia glvan 1 tepetpe&ion.

Pemetrexed Lilly 100 mg: Kabe @iaridio mepiéyel 100 yilootdypappo mepetpetiong (wg dvatpiodyog
mepetpelion).

Pemetrexed Lilly 500 mg: Kabe @iaridio mepiéyet 500 yilootdypappo mepetpeliong (g dvatpiodyog
nepetpesion).

Metd v avachotacn, To dtdAvpa wov tpokdmtel mepiéyel 25 mg/ml nepetpelione. Anarteiton
TEPATEP® APAIWCT, TPV OO TN YOPNYNON, OO TO YLOTPO 1) TO VOGHAELTI(-TPL) TOV VOGOKOUEIOV.

Ta dAlo cvotatikd ivar povvitodn (E421), vopoyropikd o&d kat vopo&eidio Tov vatpiov. (PAéne
evotnto, 2 «To Pemetrexed Lilly mepiéyet vatpion)

Epgavien tov Pemetrexed Lilly kon wepieyopeva g svokevaciog

To Pemetrexed Lilly givor kovig yio mokvo StdAvpa yio TNV TOpAcKELT] SLOADUATOG TPOG £YYLOT Kot
TOPEYETAL LEGA GE £VOL YUAAIVO QLOAIO0 pE EAOTIKO TTdMa. Eival Avoeilomompévn Kovig Aevkol €mg
VILOKITPIVOL 1| TPAGIVO-KITPIVOL YPDLOTOG.

AwtiBeton o€ cvuokevasio Tov 1 eroidiov.
Mmropel va, pnv KokAo@opoOVv OAEC 01 GLCKEVAGIES.

Kartoyog Adsrog Kvkiogopiag
Eli Lilly Nederland B.V.
Papendorpseweg 83

3528 BJ Utrecht

OMowvdia

Hopookevactiig
Lilly France S.A.S.
rue du Colonel Lilly
F-67640 Fegersheim
TaAria

[No omoladfmote TANPoPOpic GYETUKH LLE TO TOPOV PAPUAKEVTIKO TPOIOV, TOPAKOAEICTE VO
amgvBuvleite otov Tomiko avtimpdosmmo Tov Katdyov tng Aderog Kvuihopopiag.

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
Bovarapus Luxembourg/Luxemburg
TII "Enu JIumu Henepnann" B.B. - Beirapus Eli Lilly Benelux S.A./N.V.
TelL. + 359 2 491 41 40 Tel/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELILILLY CR, s.r.o. Lilly Hungéria Kft.

Tel: + 420 234 664 111 Tel: + 36 1 328 5100
Danmark Malta
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Eli Lilly Danmark A/S Charles de Giorgio Ltd.

TIf: +45 45 26 60 00 Tel: + 356 25600 500
Deutschland Nederland

Lilly Deutschland GmbH Eli Lilly Nederland B.V.

Tel. + 49-(0) 6172 273 2222 Tel: + 31-(0) 30 60 25 800
Eesti Norge

Eli Lilly Nederland B.V. Eli Lilly Norge A.S.

Tel: +372 6 817 280 TIf: + 47 22 88 18 00

EALGSa Osterreich
OAPMAZXZEPB-AIAAY A.E.B.E. Eli Lilly Ges.m.b.H.

TnA: +30 210 629 4600 Tel: +43-(0) 1 711 780
Espafia Polska

Lilly S.A. Eli Lilly Polska Sp. z 0.0.

Tel: + 34-91-663 50 00 Tel.: +48 22 440 33 00

France Portugal

Lilly France SAS Lilly Portugal Produtos Farmacéuticos, Lda
Tél: +33-(0) 1554934 34 Tel: + 351-21-4126600
Hrvatska Romania

Eli Lilly Hrvatska d.o.0. Eli Lilly Roméania S.R.L.

Tel: +385 1 2350 999 Tel: + 40 21 4023000

Ireland Slovenija

Eli Lilly and Company (Ireland) Limited Eli Lilly farmacevtska druzba, d.o.o.
Tel: + 353-(0) 1 661 4377 Tel: +386 (0)1 580 00 10
Island Slovenska republika
Icepharma hf. Eli Lilly Slovakia s.r.o.

Simi + 354 540 8000 Tel: + 421 220 663 111

Italia Suomi/Finland

Eli Lilly Italia S.p.A. Oy Eli Lilly Finland Ab

Tel: + 39- 055 42571 Puh/Tel: + 358-(0) 9 85 45 250
Kbnpog Sverige

Phadisco Ltd Eli Lilly Sweden AB

TnA: +357 22 715000 Tel: + 46-(0) 8 7378800
Latvija United Kingdom

Eli Lilly (Suisse) S.A Parstavnieciba Latvija Eli Lilly and Company Limited
Tel: +371 67364000 Tel: + 44-(0) 1256 315000

To mapdv pvilo 0dNYLAOV ypRoNS avadempOnke Yo TelevTaia popa etic <{MM/EEEE}>

Aemtopepeic TANPoPopieg Yo TO PAPHOKO AVTO ivol SLBEGIUES GTO SIKTLOKO TOTO Tov Evpmmaikod
Opyaviopod Gapudkev: http://www.ema.europa.eu
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Ot mnpogopieg mov axoAovBovv amevBuvovtal HOVO GE YITPOLG 1 EMOYYEANATIEG VYETOG:

Odnyiec ypnone, YEWPIGUOD KoL amdppync.

1. Xpnoyomoieite donmtn TeYVIKN KAt TN SLEPKELN TG OVOCVOTACTC KoL TNG TEPOITEP®
opaimong g TePeTPeEIONC, Yo TN YOpTyNon HE EVOOQAERLa Eyyvon.

2. Ymoloyiote ) 8601 Ko Tov aptpd TV amaitoduevav eraAdiov Pemetrexed Lilly. Kébe
OLOAO10 TTEPLEYEL £VOL TAEOVOG O, TG TEUETPEEIONC Y10l VO SIEVKOADVETAL 1) TOPOYN TNG
VoY POPOLEVC TTOGOHTNTOC,

3. Pemetrexed Lilly 100 mg:
KéBe @roridio 100 mg mpénel va avacvotadel pe 4.2 ml yhopiovyov vatpiov 9 mg/ml (0.9 %)
EVESIUOV SLOADUATOC YMPIg GLVTNPNTIKO, MOTE VO, TPOKVITEL SIAAV LN TTOV VO, TEPLEYEL
nepetpetion 25 mg/ml.
Pemetrexed Lilly 500 mg:
KaBe @roridro 500 mg mpémetl vo avacvotadei pe 20 ml yAwprovyov vatpiov 9 mg/ml (0.9%)
EVESIUOV SLOADUATOC YMPIg GLVTNPNTIKO, MOTE VO, TPOKVITEL SIGAV L TTOV VO, TEPLEYEL
nepetpelion 25 mg/ml.

Avaxiveiote amold Kabe Qrodidio puéypt n mepexopevn kovig va dtoivbet TAnpwg. To didivpa
HETA TNV OVOCVGTOGCT £tval O100YEG, e ERPAVIOT YPDUOTOS OO AYP®LO G KITPVO 1 KiTptvo-
TPAGIVO (P, Y0pis va ennpedaletol avemBounta 1 totdtnTa Tov TPoidvtos. To pH tov
SLAVUATOG HETA TNV avacVoTaoT gival HeETa&Dd 6.6 kot 7.8. Ararteiton TEPOTEP® Apaimon).

4. O xotdAAndog 6yYKog ToV SIOADHOTOG TNG TEUETPEEIONG LETA TNV AVOCVOTACT, TPEMEL VAL
apoiodel tepartépm £mg 100 ml pe evéoipo dtdAvpo yhopovyov vatpiov 9 mg/ml (0,9 %),
Y®pic cuVTNPNTIKO, Kot yopnyeitat pe evooAEfia Eyyvon didpketog 10 Aemtdv.

5. Ta dwwddpato Tpog £yyvomn Tng TEPETPEEIONG TOL TPOETOWALOVTUL COLP®VA HE TIG AVAOTEPM
001yieg glvatl cuUPATA UE TIG GVOKEVEC £YYVONG KO TOLC GAKOLG £YYVONC OO
ToALBvLAOYA®Pid1o Kal ToAVOAEPivY. H mtepetpeion éxel uoik acvupuPfatdTNTO LE TOVG
doAvTeC TOL TTEPLEYOLY AGPESTIO, GLUTEPIAAUPBAVOUEVODL TOV YOAOKTIKOD dlaAvuatoc Ringer
Ko Tov evéoiov dodvporog Ringer.

6. Ta oppHaKEVLTIKE TPOIOVTO Y10 TOPEVIEPIKN YOPTYNON TPEMEL VO, EAEYYOVTAL OTTIKEL, Y10l TUYOV
TOPOVGIC, CMPOVUEVOV COUOTIOOV KOl YPOUATIKOV GALOIDCEDVY, TPV Ao TN xopnynon. Eav
mapoTneNnovv TéToln EVPNUATO, TO TPOIOV deV TPEMEL va, yopnynOel.

7. Ta dwodduato tng mepetpe&iong eivar povo yia epdmoaé yopriynon. Kabe un ypnoomombév
TPO16V 1 VIO TPETEL VO, amoppLpBel, COLPOVA [E TIC KATE TOTOVG 16YD0VOEG GYETIKEG
Sotaéets.

Mpoguraéers Yo Ty apoeTolpacio Kot T yopnynon: Onmg copfaivel Kot pe GAAOLG SLVNTIKG
TOEIKOVG OVTIKOPKIVIKOVG TTOPAYOVTEG, OOLTEITOL TPOGOYN KOTA TO XEPIGUO KOl TNV TPOETOLULGTN
TOV SWAVUATOV Y10 Eyyvon TG TepeTpeéidng. Zvviotdtol 1 ¥pnon yoviidv. Eav o didAvpo g
nepeTpeliong £pbet o€ ema LE TO SEPLLO, VO TAVVETE QUECHS TIV TEPLOYN TOL dEPUATOS pe Apbovo
ocamovvt kot vepd. Edv to sidhvpa g mepetpelidng épbet og emapn| pe Prevvoydvoug vuéveg
Eemlovete apéomg pe vepo. H mepetpe&ion eivon éva tpoidv mov dev mpokarel coPapod epebiopd otovg
YOp® 16TOVG, o€ TEepinTmon e€ayyeiwong. Agv vadpyel €101k avtidoTo Yo TNV e&ayyeimon g
nepetpelionge. ‘Exovv avaeepbei meplopiopéveg mepurtmocic e€ayyeioong g mepetpe&iong, mov dgv
kpidnkav og coPapd cvpuPapate amd tovg epevvntés-tatpois. H eayyeimon Ba tpémetl va
avTHeTORICETON COUPOVA LE TN GVVH O TPUKTIKY TOV £QUPUOLETL Y10, GAALOVE TOPOLOIOVG
TOPAYOVTEG.
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