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MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Aybintio 25 mg/ml mokvéd didAvpa o TapacKev] SIADUATOC TPOG £YXVON.

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Ké&0e ml mokvod dwoddpatog mepiéyet 25 mg bevacizumab™.

Kabe praridio twv 4 ml nepiéyet 100 mg bevacizumab.

KdaBe proridio tov 16 ml tepiéyer 400 mg bevacizumab.

Mo v apainon kot GAAEG GLGTAGELS G TPOG TO YXEPIGUO, PAETE Tapdypapo 6.6.

To bevacizumab™* givai éva avacuvévacpévo eavOpomomomuévo LovoKA®VIKO ovTiGOU TO 071010
napdyeton pe teyvoroyia DNA og kdTTopa wobnikne amod Chinese Hamster.

"Exdoyo pe yvoort dpdon:
Kabe groridio tov 4 ml mepiéyet 1,6 mg moivcopfiko 20.
Kabe graridio twv 16 ml mepiéyet 6,4 mg molvcopPiko 20.

Mo tov T pn katdhoyo Tov exdoywv, BA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
ITokvo didhvpa Yo Topackevn) SLOAVLATOG TTPOg £Y)voT (GTEIPO TLUKVO dtdAvua)..

Awoyég g erappd omodilov, Axpoo £0¢ 0VOIKTOD KOPE YPMDUATOS VYPO.

4. KAINIKEX ITIAHPO®OPIEX
4.1 OgpamevTikég evoeitelg

To Aybintio e cuvdvaoud pe ynuetodepaneio pe faon ™ eBopromvpyudivn evdeikvotar yio ™)
Oepaneio o evlikes 000evelg e PETAGTATIKO KOPKIVOUO TOV ToXE0C EVIEPODL 1) TOV 0pHov.

To Aybintio e cuvdvaoud pe maxkitagédn evdeikvoton yio T Ogpomeio TpOT™C YPOUUNG 68 EVIAKES
ac0eveic LE LETAOTATIKO KOPKIVO TOL HaoToV. [o meptocdTeEpE TANPOPOPIES GYETIKA [IE TNV
KOTAOTAGT TOL VITOd0YEN 2 TOVL avBpdTIvoy emdeppikon avéntikov napayovta (HER2),
TOPOKAUAOVUE OVATPEETE GTNV TOPAYpPaPo 5.1

To Aybintio g cuvdvaoud pe kKomeottaPivn gvdsikvutot ya ) Oepomeio TpOTNG YPAUUNAG O EVAAIKES
ac0eveic e LETAOTATIKO KAPKIVO TOL HOGTOD GTOVG 0Toiovg 1) Oepamneio pe GAAeg ETAOYEC
mueofepaneiog copmepiopuBovouévey Tov TaEavay 1 Tov avlpakvkAvay dev Bempeital
KatdAAnAn. O acBeveig mov £xovv AdPel oynpata Ta&ovov kol avOpaKukKMvedy 6To TAAIGL0
emkovpikng Bepaneiag evtog tv televtaimv 12 unvav Ba tpénet vo amoxieiovtar omd ™ Oepomeio
ue Aybintio oe cuvdvaoud pe komeottafivn. T'a teplocdTEPEC TANPOPOPIEG GYETIKA UE TNV
kataotoon tov (HER2), mapaxaiodue avorpéére oty mopdypogo 5.1.

To Aybintio e cuvdvoaoud pe ynuetodepamneio e Baon v mhotiva evoeikvuTol Yo TV TpOTNG
yYpopuung Oepaneio oe eVAAIKEC oOEVEIG e UM YELPOVPYNGIUO TPOXWPNUEVO, UETAGTATIKO, 1
VIOTPOTIALOVTO PN UIKPOKLTTOPIKO KOPKIVO TOV TVELLOVA EKTOG OO EMIKPOTOVGH 1GTOAOYIN €K
TAOK®DOOLG EmONAioL.

To Aybintio e cuvdvaoud pe erlotinib, evésixvotan yio ™ Bepaneio TpdTNG Ypopuung EVAAK®V
acevov e aveyyelpnTo TPOXWPNUEVO, LETACTATIKO 1) VITOTPOTIALOVTA U] TACK®MON UN|



UIKPOKVTTOPKO KOPKIVO TOV TVELLOVOL LLE EVEPYOTOMTIKEG LETAAAAEEIC TOV EMOEPIIKOD OWENTIKOD
napdyovta (EGFR) (BA. mapdypago 5.1).

To Aybintio cg cuovdvaoud pe wvtepeepdvn ahea-20, evosikvutal yio TV TpdTg Ypouuns Oepomeio oe
eVNAIKES 000eVElS [LE TPOY®PMUEVO KAUT| LETOCTOTIKO KOPKIVO VEPPDV.

To Aybintio e cuvdvaoud pe kapPfomiativy Ko makAtta&EAn evoeikvotal yia Ty apyikn Oepomeio
(Front-Line) oe eviidikeg aoBeveic pe mpoympnuévo (otadiov 1 B, 111 C kot IV kotd ™ Aebvy
Opoonovdia NNuvaikoroyiag ko Matgvtiknig FIGO) embniiaxd kapkivo To@v motnkdv, kapkivo tov
®OOYOYOV 1 TpomTonadn Kapkivo Tov meptrovaiov (PAéne Tapdypapo 5.1).

To Aybintio g cuvdvaouod pe kopPorhotivy Kot yepottafivn 1 o cuvdvacud pe Kapfomiativy Kot
maxhratédn evoeikvotal yuo ) Oepaneia og evilikeg acbeveig Le TpmTN VTOTPOT TAUTIVO-
gv0icOnTov emMBNAOKOD KOPKIVOL TOV 00ONKOV, KapKivoy T®V ®ay®y®mV 1| TPOTOTNON KopKivov Tov
TEPLTOVOIOL, 01 0T0iEG dgV £x0VV AGPeL Tponyobuevn Bepancia pe bevacizumab 1 Glhovg avactoleic
tov VEGF 1 mapdyovteg mov otoygvovv tov vrodoyéa VEGF.

To Aybintio g cuvdvoopod pe TOKMTAEET, TOTOTEKAVT 1) TEYKLAMOUEVT MTocmpikn do&opovPikivn
gvdeikvotal yuo ) Bepomeia evniikov acBevov pe vrotponn avlekTikod oty TAativa
VROTPOTIALOVTOG EMONALOKOD KAPKIVOL TOV 00ONKOV, KOPKIVOL T®V OUY®Y®V 1] TOV TPOTOTAO0DS
KapKivov TOV TEPLTovaion, o1 0moieg Exovv AdPeL Oyl TEPIGGOTEPQ A0 VO TPOTYOVUEVA
YNUELODEPATEVLTIKA GYNILOTAL KO O1 OTI01EG OEV £xovv AGPel Tponyobuevn Oepameio pe bevacizumab 1
dArovg avaotolreic Tov VEGF 1 mapdyovieg mov atoyedovv tov vrodoyéo VEGF (PAéne

napdypapo 5.1).

To Aybintio g cuvdvoopod pe TOKMTAEEAN Kot GLIOTANTIVI 1), EVOALAKTIKA, e TOKAMTOEET Kot
TOTOTEKGVT G€ 060gvelg TOL dev pumopovv va AaPovv Bepameio pe TAativa, evogikvoTo yio T
Oepaneio evnAikov acBevav pe eppévov, vIoTPoTIALoV 1 LETOCTUTIKO KAUPKIVOUO TOV TPOYNAOL
(BAéme moparypago 5.1).

4.2  Aocoloyio kol TPpOTOG opYNONS

Mnyv avakiveite 1o QroAidto.

To Aybintio mtpémet va yopnyeital vd tnv enifreyn wtpov pe gpmeipio oTn YpHon
OVTIVEOTAUGLLOTIKMV POPUOKEVTIKOV TPOIOVI®V.

Aocoloyia

Metaotatiko kapkivoua tov moyéog eviépov 11 tov opBot (MCRC)

H ovviotdpevn d6om tov Aybintio mov yopnyeiton mg evéopAéPia Eyyvon sivar eite 5 mg/kg eite
10 mg/kg copatikod Bapovg yoprnyoduevn o popd kabe 2 efdouddess 1 7,5 mg/kg 1 15 mg/kg
COUOTIKOD BApovg xopnyovuevn pia eopd kébe 3 fdouddeg.

Yuviotdton vo cvveyiletatl  Oepaneia Eog TNy e£EMEN TG VITOKEIUEVNG VOGOV 1 1N OITOSEKTNG
To&IKOTNTOC.

Meraoratixdc kopkivoc tov paorot (MBC)

H ocuvictdpuevn 86om tov Aybintio eivon 10 mg/kg copatikod Bapovg yopnyovuevn dno kaOe
2 gfdopadeg N 15 mg/kg copotikod Bapovg yoprnyoduevn anaé ke 3 efdouadeg wg evoopAEPia.
£yyoon.

Yuviotdrtat vo cvveyiletal n Ogpameio Emg v e£EMEN TG VITOKEIUEVNC VOGOV 1 1N AITOOEKTNG
To&kdTNTOG.



Mn rukporvrrapixdc kapkivog mveduove (NSCLC)

Ocporeio mpwns ypouuns tov un rloxwoovs NSCLC oe cvovdvaouo ue ynueiobeporeio ue faon v
mlotivo,

To Aybintio yopnyeitat 6 cuvdvaouod pe ynuetodepomeio pe faon v mhativo péypt 6 KdKAovg
Bepameiog, n omoia axoAovbeitol and povobepameio pe Aybintio £mg v e&EEMEN g voGov.

H ovviotdpevn d6om tov Aybintio eivar 7,5 mg/kg 1 15 mg/kg copatikod Bapovg xopnyoduevn pio
@opa Kabe 3 efdopadeg g evoopAEfia Eyyvon.

To Khvikd 6perog otovg acbeveic pe NSCLC €xet amodeydei kar pe tig 600 ddceig tov 7,5 mg/kg kot
15 mg/kg (PAéne mapdypogo 5.1).

Yuviotdrton vo cvveyiletar n Bepaneia Eog v eEEMEN TG vTokeipevNG VOGOL 1) Un ITOdEKTNG
To&dTNTOC.

Ocporeio mpwns ypouuns tov un mloxwdovs NSCLC ue evepyomomtixes uerallateis oo EGFR oe
ovvovaouo ue erlotinib

O éheyyog v Tig petodddéelc tov EGFR 0o mpémet va dievepyeitan mpv v Evapén g Bepamneiog pe
10 cuvdvoopd Aybintio kau erlotinib. Eivot onpavtikd va emiheyfei pio kakd tekpunplopévn Kot
emkvpouévn pebodoroyia TPOKEWEVOL VO, amo@evyBovV YeLdMDE apvnTIKG 1 WeLdmS BeTIKA
ATOTELECLOTAL.

H ovviotdpevn 86om tov Aybintio 6tav ypnoiponoteitor og cuvdvaouo e to erlotinib, givon
15 mg/kg copatikod Bapovg, xopnyovuevn dma kabe 3 efdopddeg mg vooPAEPLa Eyyvom.

Yvviotdrol va cvveyiCetar ) Oepaneia pe Aybintio oe cuvdvacud pe to erlotinib £wg v e£EMEN ™g
VOGOU.

IMoapokodd avatpééte oTig TANPELG GLVTAYOYPAUPIKES TANPOPOpieg Tov erlotinib ywa t docoloyia kot
™ péBodo yoprynong tov erlotinib.

Hpoywpnuévoc kai/n petaotatikoc kopkivog veppowv (MRCC)

H ovvietduevn 66om tov Aybintio givon 10 mg/kg copatikod Bapovg yopnyoduevn dnof kaOe
2 ePdouadeg ¢ EVOOPAEPLa Eyyvon.

Yuviotdtor vo cuveyiletal n Ogpaneio Eog v e£EMEN TG VITOKEIUEVNC VOGOV 1 1N ATTOOEKTNG
to&kdTNTag.

EmBnliaxoc kopxivoc twv wonkwv, kapkivoc Twv waywymy, 11 Ipwtoradinc Kopkivoc Tov
TEPITOVOIOD

Apyin Oepomeio (Front-Line)

To Aybintio yopnyeitat o cuvdvaoud pe kapPfomiativny kot makAtagéAn yio £0g 6 KOKAOVS
Oepameiog mov axolovbeitan amd cvveyn xpnon Tov Aybintio wg povobepomeio péypt v e£EMEN T
VOG0V N Yo Pé€Y1oTo ddotnua 15 unvav f péypt un amodekt ToEkoTNTA, OO0 enéAbel vopitepa. H
owvioTdpevn d6om tov Aybintio eivar 15 mg/kg copotikod Bapovg yopnyoduevn pio opd kabe

3 efoopadec wc evooeAEPia Eyyvon.

Ocpancio s evoioOntng otny TAoTivo, vTOTPOTIALOVGOS VOGOV

To Aybintio yopnyeitou gite o cuvdvooud pe kapPoriativny kot yepottafivn yio 6 kOKAOLE Kot uéypt
10 xvxhovg ite o cuVOVAGUO pe KapPomAativn kot TakAMTaEEAT Yo 6 KOKAOLG Kot puéypt 8 kbrklovg,
7ov akoAovBeitar amd cuveyn xpnon Tov Aybintio og povobepameio péypt v e&MEn g vooov. H



ovvioTodpevn d6om tov Aybintio givar 15 mg/kg copotikod Bapovg yopnyoduevn pio opd kabe
3 efoopadec wc evooeAEPia Eyyvon.

Ocpomeio e avOeKTIKNS aTnY TAATIVO, VTOTPOTIALOVGOS VOGOV

To Aybintio yopnyeitat 6 GuVEVOGUO pE EVOV 0TtO TOVG AKOAOVOOVE TOPAYOVTES - TOKAMTAEEAN,
tomotekdvr (Yopnyoduevn efdopadiaing) 1 meykvMmpévn Mmocouky| doEopovPikivn. H
owvioToOpevn d6om tov Aybintio ivar 10 mg/kg copotikod Bapovg yopnyodueva pio popd kabe

2 gfdopadeg mg evoopAéPia Eyyvon. Otav to Aybintio yopnyeital 6 GuVELOGHO e TOTOTEKAVN
(xopnyovpevn otig nuépeg 1-5, kabe 3 efdondades), 1 cvvictmdpevn d6cn tov Aybintio givon 15 mg/kg
COUOTIKOD BApovg yopnyovueva pia popd kébe 3 efoopddeg g evooPAEPLa £yyvon. ZuvicTdTol M
ouvéylon g Bepameiog péyptl TNV eueavion eEEMENG TG VOGOL 1 U amodek g To&tkotnTag (PA.
nopdypao 5.1, pehétn MO22224).

Kapkivoc tov tpoynlov the untpoc

To Aybintio yopnyeitat 6 cuvdvacud pe Eva and ta akdlovha ynuelofePUTEVLTIKG Y LLOTOL:
makMTaEAN Kot G1omAaTiv) | TakATaEEAT KOt TOTOTEKAVT).

H ovviotdpevn d6om tov Aybintio givar 15 mg/kg copatikod Bapove, xopnyoduevo pio @opd kabe
3 efoopadeg wc evooeAEPia Eyyvon.

Yuvietdton 1 cvvéyion g Bepameiag puéypt v e£EMEN NG LIOKEIPEVNS VOGOL 1] LEYPL TNV ELPAVIOT
un amodekthg to&kotntog (PA. mapdypagpo 5.1).

E1dixol mhinBoouol

Hlciwouévor aobeveic
Agv amonteiton mposappoyn tng d0org o€ acheveic nikiag > 65 etdv.

Aaobeveic ue veppixn dvolertovpyio
H acpdiela kot 1 amotedespotikdtnto, dev Exovv peretn0el og acheveic pe veppiky dveAettovpyia

(BX. mapaypagpo 5.2).

Aobeveic ue nratiky dovoiertovpyio.
H aoopdlieia kot 1 amotelecpatikotnta dev £xovv peetn el o acbeveig pe nmatiky Sucieitovpyia

(BX. mapaypagpo 5.2).

Houdrorpixog ninQvouog

H aopdAeia ko 1 anotedeospotikotnta Tov bevacizumab og madid nhkiag kdtm tov 18 etdv dev
&yovv tekunprwbei. Ta Tapdvta dwbéoipa dedopéva meptypdpovtar 6Tig Topaypapovg 4.8, 5.1 kot 5.2
aALG dev pmopel va yivel cOGTaoN Yo T S0GoA0Yid.

Agv vapyel oyeTikn ypnon Tov bevacizumab otov toudiatpikd TAnBuoud oTig evOEiEelg Yo T
Oepaneio TV Kapkivoy Tov ToYE0C EVIEPOL, TOL 0pBOY, TOV HAGTOV, TOL TVEDUOVA, TOV ®OONKOV,

TOV GOATLYY®V, TOV TEPITOVOIOV, TOV TPOYNAOL KOl TOL VEQPOL.

Tpdroc yopnynong

To Aybintio mpoopiletar yio evdopAépia ypnon. H apyikn 66om Oa mpénet va yopnyeitor og
evooAEPLa Eyyvon og ddotuo 90 Aertdv. Edv n mpdt £yyvon givar kaAdd avekti, 1 dedtepn
£yyvom umopel vo yopnynOel oe didotnua 60 Aemt@v. Edv n €yyvon didpketog 60 Aentdv eivar Kald
aVEKTN, OAEC 01 eMakOAOVOEG EYYOOEIS UTOPOLV VO YopnyobvTol o€ Sidotnua 30 Aemtdv.

Agv Bo pémel va yopnyeiton ue toryeio 1 bolus evéopiéfia Eveon.



Agv cuviotdton 1 peiwon g 06ong A0Yw avemBiuntov avidpdcewv. Epdcov evdsikvotal, 1
Oepaneio Oo Tpémet gite va dlaKomel 0PIOTIKE €iTe VO OVOICTOAEL TPOSH®PIVA COUPOVO LLE OGO
TEPLYPAPOVTUL OTNV TTOPpaypapo 4.4,

Ipopvialeic mov wpérel vo AnpBody mpry amo Tov yeipioud 1 T Yopnynoi T00 QOPUAKEDTIKOD
TPOIOVTOC

I'a 0dnyieg oyetikd pe v apaimon Tov EAPUAKEVTIKOD TPOIOVTOG TPtV amd TN Xoprynomn, PA.
napaypao 6.6. Ot eyydoeig Aybintio dev Bo mpémet va xopnyodvTal 1| Vo AvOUEYVOOVTOL UE
StoAvpaTo YAVKOLNG. AVTO TO QOPUOKEVTIKO TPOTOV JEV TPEMEL VAL OVOLLELYVOETOL UE GAAQL
QOPUOKEVTIKG TPOTOVTA EKTOG AVTMV TTOV AVOPEPOVTOL GTNV TOPAYPUPO 6.6.

4.3  Avtevositag

. YrepevoioOnoio 61 dpactikn ovoia 1} o€ Kamolo amd o £KO0Ya TOV AVAPEPOVTOL GTNV
mapdypapo 6.1.
. YrepevaioOnoio oe mpoidvia kuttdpwv wobnkng ard Chinese Hamster (CHO) 1 dAla

avacLVOLAGUEVA avOpOTIVA 1) ££0vVOPOTOTOMNUEVE AVTICO AT,
. Konon (BA. mapdypapo 4.6).

4.4  E101kég TPOELOOTOMGELS KO TPOPVAAEELS KATA TN Yp1joN

Iyvniooipudtnto
Ipokeywévov va Petiobdel n yrvnAlaotudtta Tov BLOAOYIKGOY QOPUOKEVTIKOV TPOIOVIMYV, TO OVOLLX
Kol 0 aplipog TaPTIOOS TOL YOPTYOVUEVOD QOPUAKOL Ba TPETEL VO KATAYPAPETOL LUE CAPTVELD.

Caotpevtepcés (T'E) dratprioeig kot cupiyyla (BA. mapdypao 4.8)

Ot acBeveic umopei va Bpickovtal € avENUEVO Kivouvo Y10 ELPAVION YOOTPEVTEPIKNG SLATPNONG KoL
didtpnon g xoAndoyxov kvotng otav Ppickovrar vid Oepomeia pe bevacizumab. H evdokotliakn
Stodtkacion AEYUOVIAG UTOPEL VoL amoTEAEL TAPAYOVTA KIVODVOD Y10 YOOTPEVTEPIKEG IUTPT|GEIC GE
ac0eVEIC UE LETAGTATIKO KOPKIVOUO TOV TOYEOC EVIEPOL 1) TOV 0pbov, emouévmg, 1 Oepaneio avtOY
v acevov Oa tpénel va yiveton pe tpocoyr|. [lponynbeica axtivofoiio sivon évog mapdyovtog
KvdUVOoL Y10 O1GTPNGCT) TOV YOOTPEVIEPIKOV GMANVA o€ acbeveig mov Elafav Bepomeia pe
bevacizumab yio tov eppévovta, vVIOTPOTALOVTO 1 LETAGTOTIKO KOPKIVO TOV TPaXNAOL TNG UNTPAS
Kol 6Aot o1 acOeVvelg e S1ATPNOT TOV YOGTPEVTEPIKOL COAVA EYOV 1IGTOPIKO TPONYOOUEVTG
axtvoPoriag. H Bepaneio Oa mpénet va dStaxdmteTon povipa oe acbeveic mov gpeoaviovv
YOGTPEVTEPIKN dLdTPMON.

EvtepokoAmikd cvpiyyio otn neiétn GOG-0240

O1 acBeveic mov £yovv AdPetl Oepameia yio eppuévovta, VIToTPomAlovTa, 1 LETOOTOTIKO KAUPKIVO TOV
Tpoyniov g uitpag pe bevacizumab dwatpéyovy avénuévo kivouvo guedviong cuptyyiov pueta&d Tov
KOATTOL KOl OTOLOVONTTOTE GUEIOV TNG YOOTTPEVTEPIKNG 0000 (EVIEPOKOATIKA cupiyyla). [TponynBeica
axtvoPoria eivat évag onuUavTIKOS TAPAYOVTOG KIVOUVOL Y10, TV EUPAVICT] EVIEPOKOATIKGOV
ovptyyiov Kot 6Aot ot 0c0eVEIC e EVIEPOKOATIKA GLPTYYLN EXOV 1GTOPIKO TPONYOVUEVNS
axtvoBolriag. H vrotponn tov Kapkivov evtdg tov mediov g Tponyoduevns aktivofoiiog eival Evag
TPOGHETOG OTUAVTIKOG TOPAYOVTAG KIVODVOD Y10 TNV EULPAVIOT] T®V EVIEPOKOATIKMY GUPLYYIWV.

Mn yaotpevtepikd cupiyyta (BA. mapdypogo 4.8)

Ot acBeveic pmopei va Sratpéyovy avénuévo Kivouvo yio TNy peavicon cuptyyiov 6tav Bpickovtol
1o Ogpomeio pe bevacizumab. To Aybintio npénet va SiokomteTon povipo oe acbeveic pe TA
(Tpoyeloolcopaytkd) cupiyylo 1 omotodnmote cupiyylo Babuov 4 [US National Cancer Institute-
Common Terminology Criteria for Adverse Events (NCI-CTCAE éxdoon 3.0)]. ITepropiopéveg
TANPOPOpieg eivor S100EGIHEG GYETIKA LE TN cuveyn xpNom Tov bevacizumab e acbeveic pe dAla
ovplyylo. Xe TEPIOTATIKA ECMTEPIKOV GUPLYYIOV TOV JEV EKONADVOVTAL GTOV YUGTPEVIEPIKO COANVAL,
0o mpémel va e€etdleTal to evdeyduevo dlakomng tng Bepaneiog ue Aybintio.




Emmlokéc emovimong tpavpotog (BA. mapdypogo 4.8)

To bevacizumab propei va ennpedoet duouevng tn dradikacio emovimong tpoduatoc. Eyxovv
avaeepBel oPapég eMMTAOKES ETOVAWDGCTG TPADUATOG, CUUTEPIACUPAVOUEVOV TOV ETTAOKDV
avaoTopmong, pe Bavammeopa éxPacn. H Oepaneia dev Ba mpénet va Eekiva yio TovAdyioTov

28 nuépeg petd omd peifova xelpovpyikn| eLEUPacn 1 £ TV TANPT ETOVAMGCT TOL YELPOVPYLKOV
TpOvpaTOC. X acfeveil o1 omoiol ekdNAMGAY EMTAOKES EMOVAMONG TPAVUATOS KATA T OLAPKELN TG
Oepaneiog,  Oepameia Oa Tpémel va ovacTEALETAL EMG TNV TANPT ETOVAWOGT) TOV Tpavpatog. H
Bepamneia Bo Tpémel Vo AVOGTELAETOL Y10 TPOYPOUUOTIGUEVT] YEPOVPYIKT ETEUPAON.

NekpmTikn TepLToviitidon, GUUTEPIAAUPBOVOUEV®Y BavaTnEOpOV TEPIGTATIKMV, £XEL avapepOel omdvia
og aobeveig Vo Bepancio pe bevacizumab. H katdotaon avt eivol cuvibmg devteporadng oe
EMITAOKES EMOVAMONG TPAVLATOC, YUGTPEVIEPIKT OldTpnon 1 oynpaticpd cuptyyiov. H Bepaneia pe
Aybintio Ba tpénet va drakonel 6Tovg acbeveig, ot omoiot eupavilovv vekpmtiky meptroviitidn Kot Oo
TpENEL VO, EEKIVIIGEL QUESA 1) YOPNYNOT KATUAANANG Bepameiog.

Ynépraon (BA. moapdypapo 4.8)

IMapatnpnonke ovénuévn enintwon vaéptaonc oe aobeveic Vo Bepancio pe bevacizumab. Ta Khvikd
oTolKEl0 OCPALELNG VTOSNAMVOLV OTL 1] ENIMTMOOT TNG LVIEPTAOTS Eivor TBavO va etvan
docoeEaptodpevn. Ilpovmapyovca véptacn Ba mpémet va EAEYYETAL ETAPKMG TPV TNV EvapEN TNG
Oepoameiog pe to Aybintio. Agv vapyovv mAnpogopiec Yo v emidpacn Tov bevacizumab oe acBeveig
pe un eheyyouevn véptoon katd tnv Evapén g Bepomeiog.

ZUVIGTATOL YEVIKA 1] TOPUKOAODONGN TG apTNPLaKig Tieong Katd ) dudpkela ¢ Oepaneiag.

2115 TEPLOGOTEPES MEPUTTMGELG O EALEYYOG TNG VIEPTACNG EMTEVYONKE EMAPKADS LE T YPT|ON
AVTITEPTAGIKNG OYMYNG KATAAANANG Yo TNV TepinTmon Kabe acBevoic. H yprion dovpntikdv yia
TOV EAEYYO0 TNG LAEPTUGTC OE GLVICTATOL 0 000EVEIS TOV AaUPAVOLY YN UEIODEPATEVTIKO YA LLE
cisplatin. To Aybintio 8a wpénet va dtokomel povipa, EpOGOV 1 KAMVIKA GNUAVTIKE VITEPTOOT] 08
pmopel va gleyybel eTaprOS e AVTIDTEPTAGIKY] OYDYT, 1] 0V 0 AGOEVNG ELPAVIGEL LTEPTACIKN Kpion M
VIEPTOOIKN EYKEPAAOTADELD.

Tovdpouo e omicOoc avaostpéwiunc sykeooronddsiac (PRES) (BA. mopdypooo 4.8)

"Exovv yiver omavia avagopég yio acbeveic vrd Oepameio pe bevacizumab ot omoiot avéntvéav onpeia
K0l GUUTTOUATO, T, 0TToi0, €ivart suuPfotd pe To ZOvEpouo ¢ omichiog avaoTpéyiung
gykepoondbetog (PRES), pia omdvio veupoAroyikt| dtatapoyn, 1 07010 uropel va Topovclocte
peta&ld dAlmv kot pe to akdiovba oneio Kol GOUTTOUOTO: CTOGHOL, KEQUAUAYia, dtoTapayn
VONTIKNG KOTAGTOGNC, OTTIKY dtatapayn 1| PAOIDING TOQAMOT, Ue N Xwpig oyeTilopevn vréptaon. H
duayvaon tov PRES amattel emiPefaioon pe ™y omekovion Tov yKeAIO, KoTd TpoTipnon
poyvntikn topoypoagio eykepdiov (MRI). e acbeveic mov avantiocovy PRES, cuvietdtol
Oepameion CLYKEKPIUEVOV CUUTTOUATOV GUUTEPTAAUPAVOUEVOD KOl TOV EAEYYOV TNG VLEPTUCTG,
mapdAANAa pe T dtakont Tov Aybintio. Agv gival yvooti 1 ac@aieia ¢ emavévapEng g Oepamneiog
ue bevacizumab og acbeveig o1 omoiot xovv Tponyovpévmg avantdéel PRES.

[Mpoteivovpia (BA. mapdypao 4.8)

Ot acBeveic pe 1oTopcd vEéptaong uropel va Ppiokovtol og avénuévo kivouvo yia epeavion
npwteivovpiag otov Aappdvouy Oepancio pe bevacizumab. Yrdpyovv ototygio mov vrodnimvouy ot
n mpweivovpio 6Amv Tov Babudv US National Cancer Institute-Common Terminology Criteria for
Adverse Events [NCI-CTCAE ékdoon 3.0] pmopei va oyetieton pe tn ddom. Zvviotdron
mapoKolovONon e TpwTEIivoLplag Le aVAAVGT OVPOV UE SOKILOGTIKY TOVia TPV TNV Evopén Kot
Katd tn diapkela g Oepameiag. [pwteivovpia Babuod 4 (veppwoikd chvdpouo) topatnpionke o
100600710 £0¢ 1,4% tov acbevodv vrd Bepaneia pe bevacizumab. H Oepancio Oa npémnetl vo Stoakdmteton
povipa og acBeveig mov gupavifovy veppwoikd cuvdpopo (NCI-CTCAE ékdoon 3.0).

Apmpuaxn Opoufoepuporn (BA. mapdypapo 4.8)
Y& KAMVIKEC LEAETEC, 1 EMinT®ON TV apTNPLOKOY Opopfosuforiikdv ovTidplcemy
GUUTEPTAAUPOVOUEV®VY Oy YELOKDY EYKEPUAK®DV enelc0dinv (AEE), Tapodikdv ioyoipukdy




EMEIG08IMV KAl ELPEPAYLATOV TOV pvoKapdiov fTav vyniotepn oe aobeveic mov éhaPav bevacizumab
G€ CLVOLAGHO LE YNUElOBepaTEiR GVYKPITIKA He dG0VE Ehafav Lovo ynuelobepaneia.

O1 aoBeveic Tov AauPdvouv To bevacizumab ue ynuelobepameia, pe 16TOPIKS APTNPLOKNG
OpopPoepporng, pe dapr N nhikiog dve tov 65 etdv, Exovv avénuévo Kivouvo pEaviong
aptpakodv Opoppospforikdv avtidpdoewv Katd t didpkela g Oepaneiag. Oa tpémel va divetal
npocoy” 6tav avtoi o1 aobeveic Aappdvouvv Bepamneio e Aybintio.

H Bepaneia Ba mpémet va drakomtetan povipa oe acbeveig mov epnpavilovy aptnplakés
OpoppoepPorikég avTidpacELS.

DAefikn OpouPoeuporn (BA. mapdypapo 4.8)
Ot acBeveic mBavov va datpéyovv kivouvo eppavionc eAefikov Opopfoepforiikmv eneicodiny,
GUUTEPIAQUPBOVOUEVTC TG TVEVOVIKTG EUPOANG kKaTd T didpkela ¢ Oepoameiag pe bevacizumab.

Ot acBeveic mov &yovv AdPet Bepaneia yio eppévova, vrotpomalova, 1 HETOCTUTIKO KAPKivo TOV
TpoynAov TG untpag pe bevacizumab og cuvovacud pe TokAITaEEAN Kol GIOTAQTIVI EVOEXETOL VO
SwTpéyovv avénuévo Kivovvo erefikadv Opoufoeuforiikdv cupfavimv.

To Aybintio 8o npénet va dtokdmtetan oe acOeveic pe OpopPoepPorikd nelcOd10 ATEIANTIKY Y10, TN
Con (Babpot 4), counepirapfoavouévng g nvevpovikng ufoing (NCI-CTCAE éxdoon 3.0). Ot
acBeveig pe < BaBuov 3 Opopfoeuporikd eneicodia Ba mpénet va mapakorovbovvtar otevd (NCI-
CTCAE éxdoon 3.0).

Awoppayio

O1 aoBeveic mov Aapupdvouvv bevacizumab £yovv avénuévo kivéuvo aupoppayiog, 16100TEP®G
awoppayiog oxetilopevng pe tov yko. To Aybintio 6o mpémet va drakomteTon povipo g aobeveic Tov
gkdnAdvouy aupoppayio Babpov 3 1 4 katd m didpkeia g Bepaneiog pe bevacizumab (NCI-CTCAE
éxdoon 3.0) (BA. mapdypogo 4.8).

O1 aoBeveic pe petactdoels tov KNZ mov dgv €govv AaPet Tponyodevn aywyn cuvnbwg ntov
anOKAEIGHEVOL 0td TIG KAMVIKEG peAéTeg pe bevacizumab, pe Baon dwadikacis ameikdviong 1 onueio
ka1 ovurtopate. Exopévog, o evoeyouevog kivovvog apoppayiog tov KNX o€ avtodg toug acbeveic
dev &xet akroroynBel oe Tuyoomompéveg kKhvikég peréteg (PA. mapdypago 4.8).01 acheveic Bo mpémet
vo, TapakolovfodvTon yio onueio kot cvpmrtdpoto opoppoyiog oo KN ko Oepancio pe Aybintio
0o TpEmEL VO SIOKOTTETOL GE TEPUTTMGELC EVOOKPOAVIOKNG OUOppayiag.

Agv vLapyovv TANPOPOpPIES Yo To TPOQIL acpdAeiag tov bevacizumab og acbeveig pe cuyyevi
alpoppayikn o1dbeon, exiktnn datapayn oty TN Tov aipatoc | oe acbeveic mov Ehafav TANPN
SO0 OVTITNKTIK®OV Y10, TNV OVTIUET®TIoT Opoufoeufoing mpv v Evapén Bepamneiog pe
bevacizumab, kafdg avtoi ot acheveic amokAgiotnray and tig KAwvikéEG perétec. Qg €k TovToL, Ha
pénel va. dlvetar Tpocoyn wpwv v Evapén g Bepaneiog oe avtovg Tovg acbeveic. [lapdia avtd, ot
acOeveic mov avéntvéav erePikn OpouPfmon katd t Aqyn Oepaneiag de pavnke va £xovv avénuévo
1060070 aupoppayiog Paduov 3 1 peyakvtepov otav EAafav Oepameia e pio TARPN 066N Papeapivig
ko bevacizumab tovtoypova (NCICTCAE ékdoon 3.0).

Hvevpovikn awopparyio/onpdrtuon

O1 aoBeveic pe un LIKPOKLTTOPIKO Kopkivo Tov mvedpova mov édafav bevacizumab mbovov va
SaTpéyovv Kivouvo GoPapng Kol 68 PEPIKES TEPITTAOGELS BavaTNPOPOG, TVEVHOVIKNAG
awpoppoayiog/apdnToone. Ot acBeveig pe mpocEatn TVELLOVIKY alpoppayio/opdrtoon (> 2,5 mi
aipotog) dev Oa mpénel va Aafouvv aywyn bevacizumab.

Avevpiouoto kol optnplokoi Soywpiool

H yprion avactoréwv VEGF og acBeveic pe 1 xopig vréptaoT Umopel vo, EDVOTOEL TO GYTLOTIGLO
OVEVPUGUATOV KOUT 0pTNPLOKOV dloyoptopdv. O kivduvog autdg mpémet va AapuPdvetol TpoceKTIKd
VoYM TPV amd v Evapén g Bepaneiag pe Aybintio og acbeveic mov Tapovoidlovy mapdyovieg
KIvOOVOL OMG VTEPTACT 1] LIOTOPIKO CLVELPVGLOTOC.
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Zvpeopntikn kapdwukh averdpkeio (CHF) (BA. mapdypapo 4.8)

e KAMviKEG peréteg Exouvv avapepbel avtidpacelg cvpPatd pe CHF. Ta svprjparto kopdvinkay and
ACVUTTOUOTIKEG LEIDMCELG 0TO KAAoUa e£@ONong apiotepng kodiag o copntopatiky CHF, ta onoia
amotovv aywyn 1 voonieia og vosokopeio. ®a mpémet va didetar mpocoyn o€ acBeveig pe KAvikd
ONUOVTIKN Kapdlayyelakn vOco, OTmg Tpodmapyovsa otepaviaia Kapdlomdbela 1 mpodmapyovca
Kapdiokr averdpkela, dtav Aappdvoovv Bepansio pe bevacizumab.

H mierovotnta tov acbevav mov eppavicav CHF giyav petactatikd Kopkivo Tov Hooto Kot iyov
TponyovpEvmg AdPet Bepameia pe avBpakvichives, Tponyoduevn aktivobepaneio 610 aploTEPO
Ompokikd toiympo 1 ELEavICaV GALOVS TAPAYOVTES KIVOUVOL Y10, GUUPOPTTIKT KAPILOKT| OVETAPKELN
(CHF).

e aoBeveig otn pelétn AVF3694g mov élafav Bepancio pe avBpakvikiveg Kot ol omoiot dev giyav
AaPel TponyovpéVmS ovBpaKVKAIVEG, dev TtapoTnprOnKe avénpévn cuyxvotnta epedviong CHF dlwv
oV Babuodv otnv opddo avBpakvkiivng + bevacizumab cuykprtikd pe v Ogpomeio pe
avOpakvkAiiveg povo. Ot avtidpdoceig pe CHF Babuov 3 1 peyaddtepov ftav Kamwe cuyvotepa Uetatd
Tov acbevov Tov Elafav bevacizumab o cuvdvacuod pe ynueobepancio og oxéon pe acbeveig mov
éloPav povo ynuelobepaneia. Avtd cuvadel e To amoTteAEGUOTA O 000EVELS OE AALEG LeAETEG TOV
UETAGTOTIKOV KAPKIVOL TOV HOGTOL Tov dgv EAafav Ttoutdypovn Bepameia pe avOpakvkiiveg (NCI-
CTCAE éxdoon 3.0) (PAéne mapdypopo 4.8).

Ovdetepomevia kot Aouméelg (BA. mapdypago 4.8)

"Exovv mopatnpndel avénuéva 1oc0atd GoPapng 0VOETEPOTEVING, EUTVPETNG OVOETEPOTEVING 1|
Aotlpméne pe N xopig coPapr ovdeteponevio (GVUTEPIAAUPAVOUEVOV OPIGUEVOY BavaTnQOp®V) GE
acBeveig mov Ehafav ayoyn pe opiopéve oynuata poerotoéikng ynuetobepaneiog kot bevacizumab
oLYKPLTIKA pE ynuetodepameio povo. Avtd €xel mapatnpndel kuping € GUVILAGHOVGS e TAUTIVA 1)
Oepaneiec Paciopéveg e Ta&dvn yio. T Bepameio TOV PN LIKPOKLTTOPIKOD KOPKIVOD TVED OV
(NSCLC), tov petaotatikod kapkivov pactod (MBC), kot 6€ cuvdvacpd pe makMTa&édn Kot
TOTOTEKAVY] GTOV EUUEVOVTO, VIOTPOTLALOVTA, 1) LETAGTATIKO KOPKIVO TOL TPOXNAOL TNG UTPUG.

Avtidpdoeig vrepgvoncneiag (ovumepiioufovousvne e ovopolaxtins koramAnliog)/avTidpacels
Katd v &yyvon (BA. mopdypaoo 4.8)

Ot acBeveic mbavdv va Bpickovtal 6€ Kivouvo va EKONADGOVY avTIdPUsT KOTA TNV
£yyvon/vrepevarcincio (coumepAapfovoprévng T avVaQLANKTIKNG KOTAmANEinG). ZVVIGTATOL GTEVN
TopoKoA0LONoN ToV acbeVOHE KaTd T didpkela Ko peTd tn xoprynon bevacizumab, omwg sival
AVOUEVOLEVO Y10 KAOE £yyvon evog BepamenTikoy eEavOp®TOTOINUEVOD LOVOKAMVIKOD OVTICHOUATOG.
Edv exdniwbei avtidpacn, n £yyvon Oa tpénet va drokomel ko Oo tpémet va xopnyndovv ot
KatdAnieg Oepaneiec. H cuoTnUOTIKY 4OpNYNON TPOANTTIKNIG OY®YNG OEV OALTEITOL.

Ooteovékpmwon g yvabov (BA. Tapdypapo 4.8)

"Exovv avaeepbei mepiotatikd ooteovékpmong ¢ yvabov oe acBeveic pe kapkivo mov Elafav
Oepancia pe bevacizumab, n mieloyneia Twv oroiwv giyav AdPet Tponyodevn 1 tavtdypovn
Oepamneia pe evOoPAEPLO SIPMCPOVIKE, Y10 TO OTTOI0 1] 0GTEOVEKPMOT] TG YVABoL amotedel
TPOGdIoPIoUEVO Tapdyovta Kivduvov. Oa mpénel va didetat Tpocoyn dtov to bevacizumab yopnysitot
TAVTOYPOVA 1 SLO0YIKE e EVOOPAEPLA S1POCPOVIKA.

O1 emepPotikég 000vVTIOTPIKEG SLOOTKAGIEG Eval EMIONG TPOGOIOPIGUEVOS TOPAYOVTAS KIVODVOL.

B0 mpémet vo AauPavetol VITOYT TO EVIEXOUEVO EEETOONG TMV 03OVTOV UE KATAAANAN TPOANTTIKY
000VTIOTPIKT] TPAKTIKT, TPV amd TV Evopén g Bepaneiag pe Aybintio. Ot acbeveic mov élafav 6to
TapeA0Ov 1 Aappdvovv evooeréBia dSipma@ovikd 0o TpEmel va omo@euyoLV, AV Eival Suvatdv, TIC
eMEUPATIKEG 000VTIOTPIKEC SL0OIKAGTES.

Evdotoioedikn ypnon
H oOvBeon tov Aybintio dev evdeikvotal yio evéoborogidikn yprion.




OpBaipikéc dwtapayéc

MeHOVOUEVEG TEPIMTMGELS KO OLLAOOTONIEVES GOPAPEC 0QOUAUKES avemIBOUNTES OVTIOPAOELS
avoEEPOMKaY HETA amd U eyKekpuévn evooiaA0g1d1KT Yprion Tov bevacizumab, ot omoieg
emdevaONKay amd QLoAidio eykeKpILEV Yio EVOOPAEPLa xoprynon o€ acbeveig pe kapkivo. Avtég ot
avemBounteg avidpaocels cvumeptAdppavay Aodon evéopBaipuitida, evoopOaiuio eAeyLovr], OIS
oteipa evooeBolpitida, payoeditidn Kot AEYLOV TOV VAAOEIOOVS GMOUATOC, ATOKOAANGT
ApPIPANGTPOESOVG, PREN TOV HEAAYYPOVTOG EMBONAIOL TOL AUPIPANGTPOEIDOVG, AVENUEV
evoopBaAa mieon, evoopBdALLa aoppayio, OTMS aOPPayic TOL VOAOELOOVS CAOUATOG 1|
apoppayio apEPANCTPOEOOVS Kot atpopparyio Tov emme@ukoTa. OpIGUEVES amd OVTES TIG
avemBOUNTES aVTIOPACELS YOV MG ATOTELEGLLO TNV ATTMAELN OPACTG GE dLAPopovs Pabuovg,
GUUTEPTAAUPOVOUEVIC KOl TNG LOVIUNG TOPAMGNG.

2V0TNUOTIKEG EMOPAcELG PeTd and evOoHAAOELDKT YP1|oN

"Eyetl amoderyfel n peimon g cvykévipmong tov kukhoeopovvta VEGF petd and evdobarogidkn
anti-VEGF Ogponeio. Ot cuotuatikés avemBbuntes aviidpaoels, GOURePIMOUBAVOUEV®VY TV pn)-
0PHOALKAOV coppayLdV Kol TeV aptnplakdv Bpoppoepfolikdv avtidpdcoewy xovv avapepbel petd
amo evooboloeldikn éveon avactoréwv tov VEGF.

Qofnkikr avendprela/yovipdtnta

To bevacizumab propei va eanpedost ™ yovaikeio yovipdtnta (PA. mopaypdeovg 4.6 kot 4.8). Q¢ ex
TOVTOV, B0, Tpémel va, su{nmOoVV GTPAUTNYIKES SLOEOAAENG TNG YOVILOTNTOC LE TIG YUVOIKEC GE
avomapay®YIKn NAKia Tpv and v évapén g Oepameiog pe bevacizumab.

"Exdoya
A1 T0 POPUOKEVTIKO TPOIOV TTEPLEYEL AyOTEPO atd 1 mmol vatpiov (23 mg) avd erarido, givan
aLTO TOL ovoudLovE «EAEVBEPO VaTPiOLY.

Av1o 10 pappaxo mepEyet 1,6 mg moAvcopPikod 20 og kabe eraAidio twv 100 mg/4 ml xow 6,4 mg og
Kkabe prokidio tov 400 mg/16 ml wov 1odvvapei pe 0,4 mg/ml. Ta ToAvcopPikd pmopei vo
TPOKUAEGOVV AALEPYIKES AVTIOPACELS.

45 AlMiemopdosic pe Ghlo QUPUIUKEVTIKA TPOIOVTA Ko GAheg popPéc aiiniemiopacng

Enidpoon avIveomAaGUOTIKGOV Top0yOVI®MV GT QOPUOKOKIVITIKY Tov bevacizumab

Agv &yel mapotnpn el KAVIKA OVCIO0TIKN QOPUOKOKIVITIKY CAANAETIOPOGCT) TG CLYYOPTYOOLEVNG
ynueoBepaneiog kot tov bevacizumab copeova pe 1o, ATOTEAEGLOTA POPUAKOKIVIITIKNG 0VAALGNG
TANOvopov. Agv viMpEav 00TE GTOTIOTIKG 0VTE KAVIKG GNUAVTIKES O10pOopES 6TV KaOapon Tov
bevacizumab og acbeveic mov Ehapav povobepaneio e bevacizumab, cuykpitikd pe Tovg acBeveig
nov AdpPavav to bevacizumab ce cuvdvacpod pe wtepeepovn arhea-2a, erlotinib 1 dAleg
ynuewodepaneieg (IFL, 5-FU/LV, kapBomiativa/maxita&éin, komeottafivn, do&opovPikivn 1
oclomAativi/yepotrafivn).

Enidpacn tov bevacizumab ot oappokokivntiky GAA®V oVIVEOTAAGUATIKOV TOP0YOVIOV

Agv £xel mopotnpnBel KAMVIKG 006106TIKY QoppHoKoKIVITIKY oAAnAenidpacn tov bevacizumab pe
GUYYOPTYOVUEVT VTEPPEPOVT] GApa-2a, ue To erlotinib (ko Tov evepyov petapoiritn e OSI-420), 7
pe ™ ynuetoepameio ipvotekdvng (Kot Tov gvepyod petafolritn g SN38), kameottafivng,
oaAmhativag, (60mwg amodeiydnke amd tn péTpnon g eredbepnc Kot GUVOMKNG TAATIVOG) Kol
OlOTAOTIVIG. ZUUTEPAGHLOTO GYETIKA Ue TNV enidpacn tov bevacizumab ot gapuokokivnTikn g
vepotafivng dev umopodv va e&oybovv.

Zvvdvaoudg bevacizumab kou sunitinib malate

e 600 KMVIKEG HEAETEG TOV LETAGTATIKOV KAPKIVAOUATOG VEPPIKAOV KUTTAP®V, avapEpOnKe
pkpoayyeloradntikn apoivtikn avoio (MAHA) og 7 a6 19 acbeveic mov éhafav ayoyn
ovvdvaouov pe bevacizumab (10 mg/kg kabe 600 eBdouadeg) kar sunitinib malate (50 mg

nuUePNoing).
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H MAHA sivon atpoAvtikn dtatopayr, 1 omoio Lmopel vo Topovstoctel Le KotdTunon
gpvOpoxvtTdpmv, avapia, kot Opouforevia. EmmAéov, mapatnpndnkav o€ opiopévoue acbeveic
VIEPTOOT (GLUTEPTLAUPAVOUEVIC VIIEPTAGIKTG KPIoNS), avENUEVH ETITESD KPEUTIVIVIG KOl
veuPoAOYIKG cuumtdpate. Olo VTE TO GUUTTOUATE HTOV OVAGTPEWYLLO, LETO TH SLOKOTY] TOV
bevacizumab kot tov sunitinib malate (BAéne Yréptaon, Ipwteivovpio, PRES oty moapdypago 4.4).
Zvvdvaoudg pe mhativo 1 Bepameie ue Baon v tagdvn (BAéne mapaypdpovg 4.4 ko 4.8)

AvEnuéva mocooTd cofapng OVIETEPOTEVING, EUTVPETNG OLOETEPOTTEVIOG 1) AOTU®ENG e 1 YOPig
coPopn ovdeteponevia (cuuneprrappavorévev opiopévay Bavatneopwv) Exovv tapatnpndel kvpiong
o€ aobeveig mov Ehofav Oepaneieg pe faon v mhativa | v ta&dvn ot Bepomeic Tov NSCLC kot
tov MBC.

AxtivoBepansia
H aopddeia kot 1 0moTEAEGUATIKOTITO TS TAVTOYPOVNG YOPNYNONG oKTivoDepamEing Kol TOV

bevacizumab 6gv éyovv tekunplmOei.

Movokhmvika aviioopoto EGFR og cuvévacud pe oyfuata ynuetobeponeiog pe bevacizumab

Agv &povv deaybel perétec alinieniopaonc. Ta povokiwvikd aviicodpoto tov EGFR dev Oa mpénet
va yopnyovvrtal yuo ) Bepameio tov MCRC og cuvdvaoud pe ynpetobepansio mov TePLEYEL
bevacizumab. Ta anoteréopata omd Tic TVYOOTOMUEVES peéTeg Daong ITT, PACCE kot CAIRO-2 og
acBeveic pe MCRC cuvietobv 611 1 ¥prion Tev avil-EGFR povokiovikdv aviicopdtoy
panitumumab ko cetuximab avtictoyo g cuvdvacuod pe bevacizumab ko ynuetobepamneio
oyetiCetar pe ehattmpévo N emPioon yopic eEEMEN g vooov (PFS) kovr cvvoliky emPiwon (OS)
Kot pe ovEnpévn toikdTnta cuykpitikd pe bevacizumab pali pe ynuetoBepancio povo.

4.6 Tovipétnra, kinon km yorovyio

lyvaikec og avamapaymyn nAkio
O1 yuvaikeg 6€ avomapay®yikn nAkia, 0o TPETEL Vo YPNGYLOTOIOVV OTOTEAEGUATIKES
avTIcLAANTITIKEG PeBOdoLG kaTd T ddpketa TG Bepanciog (Kot Emg 6 pveg puetd) tn Bepamneio.

Kbnon

Agv VTLaPYOLV GTOXEIR KAMVIKMV PEAETOV Y100 T ¥pTon Tov bevacizumab ce ykveg yovaikes. MeAéteg
og (oo Kotéder&av avamapaymykn to&ikdtnta copmepthapufavopuévey svotiacidv (BA.

napbypapo 5.3). Ot avococparpiveg 1gGs sivatl yvootd 6Tt dtomepvodv Tov TAAKOOVTH KOl TO
bevacizumab avapévetat va avaoteilel TNy ayyeloyéveon oto EUBpuo Kot wg €k TOHTOV, VILAPYOLY
vroyieg 0Tt TpokoAel coPapég veoyvikég avopaAieg Otav yopnysitat Katd tn SidpKeL TG KONGTG.
Metd v kukhlo@opio Tov TPoidVTOg, £xovv Toapatnpnel TEPIOTOTIKG EUPPIIKOV AVOUIAIDY OE
yovaikeg Tov Ehapav Bepameio pe o bevacizumab povo tov 1 o cuvdvacud pe Yvootd epuppvotoikd
ynueoBepansvtikd oynpota (BAéne napdypapo 4.8).To bevacizumab avtevdsikvotot katd T
dapkero g eykopoovvng (PA. Tapdypogo 4.3).

ONnAacpog
Agv givar yvwot6 €av 1 bevacizumab anexkpivetar oto avBponivo ydia. Kabmbg n untpikn

avocoopalpivn 1gG exkpivetal oto ydla kai 1 bevacizumab 6o propodoe vo frayel v avamtoén
Kot eEEMEN Tov Ppépovg (PA. Tapdypapo 5.3), ot yovaikeg Tpémet va, S10KOTTOLY TOV Endaoud Kot T
dapkero, g oyoyng pe bevacizumab kot va un Onialovv yio tovAdyiotov 6 piveg petd myv
tehevtaio 66om bevacizumab.

Tovuotnta
O1 peréteg to&ikotntog enavolapfavouevav ddcsnv o {da £xovv deifel 6t1 1 bevacizumab mbovov

va éyel avemfounTn enidpaocn ot yoviudmro tev yovaukov (BAéne mopdypoeo 5.3). Ze pio pedétn
oaong 1 oty emkovpikn Beponeio acbevov pe Kapkivo Tay€og EVIEPOL, LUK VITOUEAETY] UE
TPOEUUNVOTOVGLOKES YUVOIKEG E0€1EE VYNADTEPT] GLYVOTNTO EUPAVIONG VEDV TEPIOTAUTIKADV
®OOMKIKNG avendpkelog oty opade tov bevacizumab oe ohykpion pe v ouddo eréyyov. Metd
dwaxomn g Oepomeiag pe bevacizumab, n wobnkikn Asttovpyio avoxthOnke oty TAglOYNQio TOV
acBevav. Or pakporpobecpes emdpaoelg otn yovipdmto and v aywoyn pe bevacizumab sival
GyvooTec.
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4.7 Emopacels 6Tny IKAvOTNTO 001Y1|61S KOl YEIPLGHOV UNYOVI|LETOV

To bevacizumab 6gv éyet kapio 1 £yl aonuavTy ETIBPOOT] GTNV IKAVOTNTO 0BT YNOTG KoL YEPIGLOD
unyovnuatev. Qotdco, vrvniio kot cuykon Exovv avagepdei pe ™ xpron tov bevacizumab (BAéne
nivaka 1 oty mopdypao 4.8). Edv ot acBeveig eppavicovy copmtdpata ov exnpedlovy tnv dpoon
N TNV GLYKEVIPOGT TOLG 1} TNV IKOVOTNTA TOVG VO, avTIdpovV, B Tpénel va cuufovAedovtal vo, umv
001 youV 1 va yelpilovtor PnyavipaTo LEpt Vo DVITOYMPTGOVV TA GUUTTM LT,

4.8  AvemOOunreg evépyereg

2Hvoyn 1oL TPoid acoleiog

To cvvolkd Tpoik acpdieiog Tov bevacizumab Bacileton e dedopéva mepiocodTEPOV Ad

5.700 acBevav pe Toikileg kaxonbeieg, ot omoiot EAafav kvpimg bevacizumab oe KAvikég peréteg o
cuvdvooud pe ynueodepaneia.

O1 cofapotepeg avemBOUNTEC OVTIOPACELS NTAV:

. Taotpeviepikég dorpnoels (BA. mapdypago 4.4).

o Ayoppayia, GUUTEPIAAUPAVOLEVOV TV TVEVUOVIKY] OLLOPPOYI0/aLOTTLGT), Ol OTOlEG Etvat
O GLUYVEC 6€ aoBEVEIG Pe U KPOKLTTOPIKO KapKivo Tov tvedpova (BA. mapdypago 4.4).

o Apmpraxn Opoppoepporn (PA. mapdypagpo 4.4).

O1 ouyvotepa Topatnpneicec avemBuUNTEG VTIOPACELS OTIC KAVIKEG LEAETEG Ue aoDeveig oy
£é\afov bevacizumab fjtav vaéptacn, kOmwon N acbivnon, S1dppoto. Kot KOakd GAyoc.

AVOAICELS TV KAVIKOV GTOLYEIMV AGOALELOG VITOSNADVOLY OTL 1] EKINAMGCT] LIEPTAGTG Kot
npwteivovpiag katd t Oepaneia pe bevacizumab givatl mbavo va givar docoe&aptduevec.

KoatdAoyog avemBOuntmv evepyeldv 6€ HopOT Tivako,

Ot avemBOuNTEC OVTIOPACELS TOV TOPOVGLALOVTOL GE OVTOV TOV TIVOKO EUTITTOVY GTIC TAUPUKATMD
Katnyopieg cuyvomtag: TTodd cuyvéc (> 1/10), cuyvég (> 1/100 émg < 1/10), oy ovyvég (> 1/1.000
émg < 1/100), omdvieg (> 1/10.000 £mg < 1/1.000), o0 ondvieg (< 1/10.000), pun yvootég (dev
puropovv vao ektiunBovv pe Baon ta drabéciua dedopéval).

On ITivaxkeg 1 ko 2 mapovoidlovv Tig avemBopunteg avidpdoelg mov oyetiovran pe T ¥P1omn ToVL
bevacizumab og cuvdvacud pe dopopeTikd oynpoTo ynuelodepanciog oe TOAATAES EVOEIEELS,
ovpemva pe v Katnyopia/Opyaviké Tdomuo tov MedDRA.

O ITivaxog 1 mapéyet Ohec T1g avemBopnteg avtdpdoelg katd cuyvotnta mov Kabopiotnkay va &govv

Lo a1TloloYik oxéon e to bevacizumab péoo:

. GUYKPITIK®V EMUTTOGEDV TOV GNUEIOONKOY UETAED TOV CKEADV TOV KMVIKGOV UEAETOV (L
dtapopd TovAdytotov 10% cuykprtikd pe TG avTdpaoels 6to okELOG eEAEYYoL Yo Babuov 1-5
katd NCI-CTCAE 7 avtidpdoelg mov ekdnriodnkayv pe dtopopd gite tovAdyiotov 2%
GUYKPLTIKA UE TO okENOG eAéyyov Yia Babuot 3-5 katd NCI-CTCAE.

o LETEYKPITIK®V HEAETMOV OOPAAELNG,

o avfopuUNTOV aVaEOP®Y,

. EMONUOAOYIKDV HEAETOV \ un TopeuPotTiKOY 1 LEAETMV TOPOTPNOTS
. N H€ow aEL0AOYNONG EMUEPOVS AVAPOPDOV TEPICTUTIKMDV.

O IMivaxog 2 mapéyel T cvyvotnTo coPapdV averBOUNTOY aVTIOPAGEDY. ZoPapic avTIOpAcElC
opilovtan wg ot avemBOuNTEG EVEPYELEG UE TOVAGYIGTOV 2% S10pOpE GUYKPLTIKA LE TO OKELOG EAEYYOV
oT1g KMvikég pehéteg yuo avtidpacelg NCI-CTCAE BaBpov 35. O Ilivakag 2 mepthapfdavet eniong Tig
avemBounteg avidpaoelg mov Bewpovvtar and Tov KAK va givor khvikd onpovtikég 1 copfapéc.

Ot avemBOuNTEC avVTIOPACELS LETA TNV KUKAOQOPin TEpAapPdavovTtal kol 6Ttovg ovo ITivakeg 1 ko 2,

Katd mepinTmon. AenTouepeic MANPOPOPIES GYETIKA LE QVTEG TIG AVTIOPAGELS PETA TNV KVKAOQOpia
napovctalovtor otov Ilivaka 3.
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Ot avemBOUNTES AVTIOPAGELS TOV QOPUAKOL TPOSTIBEVTOL GTNV KOTAAANAN KaTnyopiot GuYvOTNTOG
GTOV TOPOKAT® TIVOKE GCOUPOVO LE TNV VYNAOTEPT EMMTOGCT) GE OTOLUONTOTE EVOEIEN.
Evtog k40 katnyopiog cuyvotnTog ELPAVIONS, Ol aveTBOUNTEG AvTIOPACELS TapaTidevTol KoTA
oBivovca celpd cofapdtnras.

Opiopéveg amod Tig avemlfOUNTES avTIOPACELS Eival avTIOPACELS TTOV EUPAVILOVTOL GUYVA UE TN
ynueobepaneio, evrovtolc. to bevacizumab evééyetot va emBEVOGEL OVTEG TIG AVTIOPACELG OTOV

cuvovaleton pe ynueobepamevtikovg topdayovres. [lapadeiypata teptiappdvovv to chvopopo

TaAoponeAaTIoing EpuBpodvoarctneciog pe TeyKLAIOUEV AMTocmpKy do&opovPukiv 1
KameottoPivn, Teplpeptkn aicintikny vevporddeio pe TakAta&éAn 1 oEalmhativa, dSloTopoyEG TV
ovoy®V N ahonekio pe TakAMta&én, ko mapovuyio pe erlotinib.

Mivakag 11 AvemOounTeg evEPYELES KATH GUYVOTNTA

gg:?qﬁg ia/Opyoviké IIoAb ovyvég Xoyvég Oy ovyvég Xravieg oAb Xmavieg D;[l?xz;?no:;]
AotudEeg Kot Zyauio, Nekpotikni
Mapositdoelg Amdompol?, neprroviTido
Kvutrapitida,
Aoipwdn,
Ovporoipwén
Awtapoyés Tov aipoTog Eumdpem Avoupio,
KO TOV AEUQOLKOD ovdeteponevia, Agpoonevia
GUGTNLLOTOG Agvkonevia,
Ovdetepomevia,
®poppomevia
Awrtapoyég Tov Yrepevarsbnoio/ovt AvVAQUAOKTIK
GVOGOTOUTIKOD WPAGELS KOTE TV 7 xoramin&io
GUOTHUATOG £yypoon®Pd
Metapoikég kat Avope&ia Agpuddtmon
SLTPoPIKEG SraTapayEg Ymopayvnooupio,
Yrovotpuonpio
Awtapoyés Tov vevpkol | Tleprpepikn Ayyelakd 2OvEpopo ™G Yreptoown
GUGTIULOTOG oeOnTikn EYKEPUALKCO omicOog €yKePOAOTAOEL
vevponddela’, emelc6d10, OVOOTPEYLNG a®
Avcopbpia, Yvykomy, gyKepolomaOeLol
Kepaodyio, Yrvnio ghs
Avoyevoio
Awtapoyés Tov opBaipod | OeBaipkn
Swrapayn,
AaxpOppoto
av&npévn
Kopdrakég Aratopoyés Kapdraxnm
GUULPOPNTIKN
avendpketa P,
Yreprothiokn
Tayvkopdio
Ayyelokég Awotapoyég Ynéproon?, ®poppoeuforn Neppwn
Opoppoepforn (Apmproxi))P, Opopportiki
(@AePucry )PS Awoppayiof?, WIKPOQYYELOTG,
Ev 10 Babet pAePixr 0g10*P,
Opopupoon Yaoedng
OTOPPOKTIKY|
GTEPOATIKT
HLUKPOOLYYELOTTL
Oc10%,
Avevpicpato
Kot apTnploKot
Swympiopol
AvomvevoTikég, Avonvoua, Ivevpovikn
Ompakikés datapayés kot | Pvitda, Awoppayia/ TIvevpovikn
Swatapayés pecobmpaxiov | Emictaén, Awéntoon?, vréptaon’,
Bnyog Ivevpovikn epporn,
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Katmyopia/Opyoviké

Mn yvoot

Yoo IToA¥ ovyvég Xoyvég Oy ovyvég Xravieg TloAb Xmavieg cvpviTa
Ymoéia, AtdTpnon
Avcowvin® pvIKoH
Swppdypoatog”
Taotpeviepkég Aoppayio Tov Tootpeviepkn "EAxcog tov
Swatoapayés opBov, Siépnon P9 YOOTPEVIEPIKO
Zropatitda, AdTpnon tov 0 coMva*
Avokoimotnra, Evtépov,
Adppora, Ekeoc,
Nowrtia, Evtepucn andepaén,
"Epetog, OpBoroAmiicd
Kotuakd aryog cupiyyads,
Awtapoy Tov
YOOTPEVTEPIKOD
GLGTNLLOTOG,
Ipoktakyio
Hroatohoykég dratopoyés Awdtpnon
¥0And6y0v
kvong “P
Awtapayég tov déppatog | Emmhokég 2OVOPOLO TOAAUO-
KOl TOV VTOSOPLOV 16TOV EMOVAMGNG TEALOTIONNG
Tpodpotog PP, gpubpodvcaicinciag
ATOQOMIOTIKN
deppatitido,
Enpodeppia,
ATOYpOUATIGHOG
TOV EPUOTOG
Awtopayég Tov ApOpadyia, Svpiyya P OoTE0VEKPOG
HVOCKEAETIKOD MvooAyio NG g
GUGTHMUATOG KOL TOV Mvik advvauio, yvédov®?
GUVOETIKOV 16TOD Ooc@uaiyia
Octeovékpwo
N eKtdG NG
Kato yvabov*
Awtapoyég Tov vepphv Mporeivovpiol?
KOl TV 0UPOPOPOY 000DV
Awtapoyés Tov Qobnkikn MMvehkd dryog
AVATOPAYYIKOD avendpketo P
GUGTNOTOG KOl TOV
HoGTOD
Yvyyevelc, owoyeveis kot Euppiucég
YEVETIKEG OLOTOPAYES avopoisg™?
Tevikég Sratapoyég Kot E&aoBévnon, AnBapyog
KoTooThoelg otn 0éon Kénwon
xopfiynong Topegia,
Alyog,
DOAeypovy
BAevvoyovou

Hapaxkivikég egetdoelg

Mewwpévo Bapog

‘Otav onpetmbnkav coppapoto avemtbountov aviidpacenv 1060 O¢ OAaV TV Babudv 660 kot tov Paduov 3-5 og Khvikég

peréteg, £xet oavapepbei n vYMAOGTEPT SLYXVOTNTA TOL TEpATNPHONKE G acbeveic.

To otoyeio dev eivar TPOGOPLOGUEVE YioL TOV SLaPOPLKO Xpdvo ¢ Bepameiog.

® [' ep1ocdTEPES TANPOPOPIES, avatpéste oTov mivaka 3 «AVeETIBOUNTEG AVTIOPACELS TOVL avaPEPON KAV LETE TNV

KUKAOQOPI0 TOV QAPUAKOVY.
P Opot mov avtimpoconetovy opadonompéves avemBdUNTEG EVEPYELEG TOV TEPLYPEPOVY L0 1OTPIKY) EVVOLL 1) TPOTUOUEVO
6po katd MedDRA (Totpicd Ag&ikd yio Kavoviotikég Apaotnplotnteg). Avti 1 0pddo ToV W TPIKOY 0PV UIopEl va
mepAapfavetl v 8w vokeipevn Tabopuoloroyia (T.y. apmprokés Opopfospforikés avtidpdoelg cupmeprapfavorévon
TOV OIYYELOKOD EYKEPOAKOD ETEIGOSTI0V, EUPPAYLLE TOV LLOKAPIIOV, TOPOSIKT| EYKEPUALKN 1GYOLIN KoL GALEG OPTNPLOKES
Opoppoepforikés avTidpaoes).
" Baciopéva og o vmopehétn g NSABP C-08 pe 295 acbeveic.
% T meprocdTepeg TANPoQopicg, ovatpéite mapakdto oty evomto «Ilepiocdtepeg TANPOPOPies oYeTIkd. e emAeyéveg
cofopég avemBOUNTEG AVTIOPAGELS.
¢ Ta opBo-KOATIKA Gupiyyla €ivol TO GLYXVOTEPO GLPLYYLN GTIV KATNYOPLOl TV EVIEPO-KOATIKADV GUPLYYi®V.
ot [Tapatnpndnke povo og mardratpikd TAndooud
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Hivakag 2: Xofapéc avemBOUNTEG EVEPYELES KATH GUYVOTNTU

Kflrnyopia/Opyavm() oS ouyvéc Toyvés Onp ) Erivieg HO):.I’) Mn y\:(x)cr-n’]
Xootnuo oVYVEG Xravieg ocvyvéTnTa
AodEeig kot Iyoupio, Nexpotikn
Mapacrtdcelg Kvutrapitda [eprroviitida ¥
Andotnpo®Ps,
Aotpwen,
Ovpolroipmén
Awtapoyés Tov aipoTog Epmdpem Avopio, Agppomevia
KOl TOV AEUPIKOD Ovdetepomevia,
GUGTNILOTOG Agvkonevia,
Ovdetepomevia,
®poppomevia
Awrapoyég Tov Ymnepevoucbnoio/ AVOoQULOKTIK
OVOGOTOUTIKOV avTIOPAcELg KoTd TV n K(lt()m?ﬂ] él’(x
GUOTHUATOC £yyoon®H
Metapoikég kat Aopuddtoon,
SL0TPOPIKES dLoTAPOYEG Yrovotploipio
Awtapoyés Tov vevpkov | Tleprpepikn AYYel0KO £YKEQOALKO ZHvEpopo g
GLGTNILOTOG oenTikn £nel66010, omicOiog
vevpomddeia”, Yvykom, OVOOTPEYLLNG
Ymvnaia, gykeparomadeio
Kepahakyio cHbr
Yreptoowkn
gykeporonddelo’
Kapdrokég Awatapoyés ZUUPOPNTIKY KOPSIOKT
avendpreta “P,
Yrepkothokn toyvKopdio
Ayyeloxég Awatopayés Ynéptoon®, Opoppoepforn Neppwn
(Aptnpuoi))®, Opopporucy
Apoppayio®P, HiKpoayyElonade
®P0HBOSI»)15BOMI 0%, Yohoedrg
(pAePukry )P, OTTOPPOKTIKT
Ev 10 Babet pAefuc GTEIPALATIKN
Opoppwon Hikpoaryyelonade
w,
Avevpidopato
KOl 0pTNPLOKOL
Sympiopoi
AvomvevoTikég, Tvevpovikn apopparyio/ Ivevpovikny
Ompakikés dratapayés Kot Awonroon®P, vréptoon’,
Swrapayés pecobmpakion Tvevpovikn eppoirn, Adtpnon
Enictaén, pVIKOD
Avomnvoa, Sppdyparoc
Ymno&io
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XOpPHYNong

DOAeypovn Prevvoyovou

KflﬂwOp i0/Opyavicé oAb ouyvig Xoyvég On . Xravieg Ho)'m Mn yvoor
ootnpa oVYVES Xravieg ouyvoTITO
Taotpeviepkés Awdppora, Atdtpnon tov Evtépov, Tootpeviepkn
Swatopayés Nawria, Ehedg, Sérpnon*?
"Epetog, Evtepwcry andppaén, ) Tootpeviepkd
Kothad dhyog OpBo-koAmikd cupiyylar® "EAxog,
Awtapoyn Tov Apoppoyio Tov
YOOTPEVTEPIKOD opBod
GUGTNHLOTOG,
Yropatitda,
Ipoxtaiyio
Hrotohoykég dratopoyés Aidtpnon
X0AN3o6y0V
Koog MY
Awtapoyés Tov dEPUOTOG Emumhokég emovimong
KO TOV VTTOSOPLOL 16TOV Tpadpatoc P, Thvdpopo
TOAOUO-TEALOTION0G
gpvbpodvoarcinciog
Awtapoyés Tov Topiyyra®h, Ooteovékpmwong
LVOGKEAETIKOD Mvoiyia, ™mg yvédovP”
GUGTNILOTOG KOl TOV ApBpaiyia,
GUVOETIKOV 16TOV Mvikn advvayio,
Ocuaiyio
AwTapoyés ToV VEQPOV Tpotsivovpio *
KO TOV 0UPOPOPOY 00DV
Awtapoyés Tov TTvehikd dhyog Qobnkkn
AVOTAPAYDYIKOD avendprelo™P
GUGTNILOTOG KOl TOV
HOGTOD
Yvyyevels, oKoyeveig kot Epuppiucég
YEVETIKEG O10TOPAYES avopoiec™!
Tevikég Sratapoyég Ko E&acBévion, A)yog,
KotooTdoels ot 0éon Koénwon, AnBapyoc,

O ITivaxag 2 Tapéyet T ovyvotTo cofapdv avembountov avidpdoeny. Zofapés aviidpdoelg opifovtat wg ot

avemBOunTeg evépyeteg pe TovAdyiotov 2% S1opopd CVYKPITIKG LE TO OKELOG EAEYYOV GTIG KAVIKEG LEAETES Y10 OVTIOPAGELG
ywo. BaOpov 3-5 xatd NCI-CTCAE. O mivaxag 2 mepilapPavel eniong tig avemBounteg evépyeieg mov Bempovvtot and tov
KAK va givar kKMvikd onpovtikég 1 6oPopés. Avtég ot KAVIKGE onpavTikég avemBupunTeg aviidpacels avaeépinkay oe
KAvicég peléteg, aAld ol avtidpdosi Babuov 3-5 dev mAnpovcav 1o pto tovAdyiotov 2% S10popds GUYKPITIKA UE TO
okélog eAéyyov. O Ilivaxag 2 meprhapPavel eniong KAvikd onUOVTIKEG avemBOUNTEG aVTIOPAGELS TOV TapaTnPRONKAY HOVO
LETA TNV KVKAOQOPIO TOV TPOTOVTOG, MG €K TOVTOV, 1) cLyvoOTTa Kot 0 Babuog katd NCI-CTCAE dev givot yvootd. Avtég ot
KAWVIKG GNHOVTIKEG AvTIOPACELS €K TOVTOV, cuumrepIAPONKav ctov TTivaka 2 evtog Tng oTANG Ke TiTAo €un yvomot

GLYVOTNTO.

% Opot IOV AVTITPOCOTEVOVY OULASOTOMNUEVES OVETIOVUNTES EVEPYELEG TTOV TEPLYPAPOVV LL0L LATPIKT £VVOLH 1] TPOTLUMDUEVO
6po katd MedDRA (Totpicd Ag&ikd yio Kavoviotikég Apaotnplotnteg). Avti 1 Opddo ToV I TpKdY 0pmv UIopEl va
mepthapPavetl Ty 16w vokeipevn Tabopuoioroyia (m.y. approkés Opopfoepforcés avtidpaoelg cupmeplapfavorévon
TOV OIYYELOKOD EYKEPOAKOD EMEIGOSI0V, EUPPAYLE TOV LLOKAPIIOV, TOPOSIKT] EYKEPOAIKT 1GYOLLIN KoL GALEG OPTNPLOKES
OpopPoepPoricég avTidpaoeis).
P T meprocdtepeg TAnpoopics, ovatpééte mapakdton oty evomto «I1epiocoTeEpec TANPOPOPIEC GYETIKE e EMAEYHEVES
cofapéc avemBOuNTEG AVTIOPAGELSY.
Tha teptocdTepeg TANPOPOPiES, avatpéste Topakdtm otov [Tivaka 3 «AvemBOunteg avtidpacelg Tov avapépinkay Letd

NV KUKAOQOpPio.

% To. opBo-KoAmKd Gupiyyla efvar To GUYVOTEPD, GLPTYYIC GTNY KOTNYOPL0, TOV EVIEPO-KOATIKOV Guptyyimv.

TIeprypaoen semieyuévov cofop®@v ovemfuntoyv ovTdpacE®mV

Toaotpeviepixéc (LE) drozproeic kot ovpiyyia (BA. mopdypowo 4.4)

To bevacizumab £yst cvoyeticbel pe cofapd TEPIGTATIKG YOOTPEVIEPIKNG SIATPNONG. XE KAMVIKES
UeAETEG Exouv avapepBel yooTpevtepikéc SloTpNoELS e eminton kpotepn Tov 1% og acBeveic pe
U1 TAOK®OOT 1N LIKPOKLTTOPIKO KOPKIVO TOV TTVELUOVA, 6€ T0c0oTo péxpt 1,3% oe acbeveic pe
HETACTATIKO KOPKIvo TOV HoeTOV, 68 T0c00To péXPL 2,0% o acheveic e HETAOTATIKO KAPKivO
veQP®V N o€ acbeveic pe kapkivo Tmv moNKov, Kal 6€ 1060610 UEYPL 2,7% (cuumepiioufoavouévon
TOV YOOTPEVTEPIKOV GLPLYYIOV KOl TOV GIOGTHIATOC) 0€ 0oOEVEIS e UETAOTATIKO 0pBOKOAKO
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Kapkivo. Ao pia kKAvikn peAétn og acbeveic pe eppévovta, vToTPomalovia, 1 LETASTOTIKO KOPKivo
tov Tpayniov (uerétn GOG-0240), yootpeviepikic diatpnoelg (OAmv Tmv Pabudv) avaeépdnkay 6to
3,2% TV 0c0evdV, o1 0moieg Elyav 0TO GHVOAD TOLG IGTOPIKO TPOTYOVUEVNC OKTIVOPOAIQG OTNV
THENO.

H epopdvion avtdv tov coppdviov diépepe o Lopen Kot cofapodTnTo, KLUULOVOUEVT amd TN
duwmiotwon topovciog EAeBepov aépa GTNV oA aKTIVOYpOpic KOIAAG, 1 ooia TapAde ywpig
Bepamneia, Emg ™ 018TPNON TOL EVTEPOL pE KOIMOKO amdotnpa Kot Bavatnedpo ékPact). Xe opiopéva
TEPIOTATIKA M TAV TALPOVGO VITOKEILEVT] EVOOKOIALUKT PAEYLLOVT], EITE OO YOOTPLIKO EAKOG, VEKPOGT
OYKOV, EKKOATTOUATITION, gite 0md KOAITIOO oyeT{Opevn pe ynuetodepameia.

Bavatneopog ékPacn avaeépinke oto va Tpito TEPimov TV GORUPDY TEPICTATIKAOV SLOTPGEDV
TOV YOOTPEVTIEPIKOV GOANVA, TO 07toio avtiotoryel oto 0,2%-1% enti Tov cUVOLOL TV 0GOEVAOY TOL
é\afav Oepomeio pe bevacizumab.

Y1ig KMvikég peléteg tov bevacizumab, £yovv avagepbei yootpeviepikd cupiyyia (OAwV TV Babumv)
ue emintoon g ko 2% otig acheveic pe petaototikd 0pHoKOAKS KAPKIvo Kol KOPKIVo TV
®oONKOV, 0AAG avapépOnkav eniong Atyotepo cvyvd o€ acBevelg pe dAhec LopPES KapKivo.

Evrepoxoimixa ovpiyyra oty uerétn GOG-0240

e pio pekét aclevav pe eppévovta, VIToTPOTIALoVTa 1| LETAGTATIKO KOPKIVO TOV TPOYHAOL TNG
UNTPOG, 1] EMMTOOT TOV EVIEPOKOATIKOV cuptyyimv NTav 8,3% otic acBeveig mov Ehafav Bepameia pe
bevacizumab ka1 0,9% oT1ig aoBeveic eAéyyov, o1 onoieg giyov 610 GHVOLO TOVE 1IGTOPIKO
TPONYOVUEVNG aKTIVOPOALOG TNG TLELOL. H cuyvoTnTa TV EVIEPOKOATIKOV GUPLYYI®Y GTNV Opada
v Bepancio pe bevacizumab + ynueobepaneio oy vyMAdTEPN 08 60EVEIG HE VITOTPOTN EVTOG TOV
nediov Tponyovpevng axktvoBoriog (16,7%) oe chykpion pe tovg acbeveic xmpig Tponyoduevn
akTvoPforia 1/kat Kapio VITOTPORN VIO TOL TTESiIOV TpoMyovuevng axktvoPolriog (3,6%). Ot
avTioTOYEG GLYVOTNTEG TNV OUAda ELEYYOL oV AdpPavay ynuetobepaneio udvo ntav 1,1% évavtt
0,8%, avtictorya. Ot acheveig TOL AVATTOGGOVY EVIEPOKOATIKA GLPTYYLO EVOEYETAL VA ELPOVIGOVV,
emioNg, eviepPIKEC amoPPAEelc kat vo xpNLovV ¥EPoVPYIKNG TopEUPacnc KaOdE Kot TNG EKTPOTNG TV
CTOI®V.

Mpn yootpeviepixd ovpiyyia (BA. Topdypooo 4.4)
H yprion tov bevacizumab éyel cuoyetiotel pe coPapd mepiotatikd cuptyyimv coumepthauBovouivmy
oupPapdtov Tov glyov g anotéAespio To Odvarto.

Am6 pia kKhMvikn pelét oe acBeveic e eupévovta, vIoTpomalovTa, 1 LETUOTATIKO KAPKIVO TOL
tpayniov g uitpag (GOG-240), to 1,8% twv acbevdv mov élofe Oepancio pue bevacizumab kot to
1,4% tov acBevov eELEyyov avapépOnke OTL EYEL UN EVIEPOKOATLKE 1] KLGTIKG GLpiyyld, 1| cvpilyyld
GTN YUVOIKELD YEVVITIKT] 000.

Ye d1apopeg evdeifelg mapotnpnOnKay un cuyvég avoeopés (> 0,1% wg < 1%) cupryyiov o dAla
LEPT) TOV GAOUOTOG EKTOG OO TO YUOTPEVIEPIKO COANVA (T.). PPOYXOTAELPITIKA Kot GupiyYlo TV
¥oANeopwv). Exiong avapépbniay cupiyyla amd tnv eumeipio HeTd v KVKAOQOpPio TOV TPOIOVTOC,.

Avaeépniay avtidpacelg 68 TOIKIAN YPOVIKE SloGTHOTO KOTA TN dtdpkela TG Oepaneiog mov
Koudvonkav and pia efdopdda og peyorvtepa tov 1 étoug and v Evapén tov bevacizumab, pe to
TEPIOCOTEPESG AVTIOPAGELG VO EKONADVOVTOL EVTOC TOV TPMTOL 6 vov Oepameiag.

Emodlwon tpaduaroc (BA. mopdypapo 4.4)

Me Bdon tn duvnrikn avemBountn enidpaocn tov bevacizumab oty emovAwon tpaduatog, ot
acBeveic mov giyav vroPAndei o peilova yeipovpyikn exéupaon katd Tig TeElevTaieg 28 nuépeg
amokieioTnray and T coppeToYN o€ KAVIKEG peréteg edong L.

Y& KAMVIKEC LEAETEG Y10 LETAOTOTIKO KOUPKIVOUO TOV ToyE0G EVTEPOV 1 TOL 0pBov, dev EUPAVICAY
ALENUEVO KIVOUVO Y10 LETEYYEIPNTIKT CLOPPaAyin 1) ETUTAOKEG ETOVAWMOTG TPAVUATOG, Ol acbeveig Tov
vroPAnOnKav ce peilova yepovpyikn enéuPaon 28-60 nuépeg mpv v évapén g Bepomeiog pe
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bevacizumab. TTapatnpnonke cvENUEVT ETITTOOT O UETEYYEPTTIKE OLULOPPAYio, 1] EXTAOKEG
£MOVA®ONG TpadaTog, o acbeveic mov Elafav bevacizumab kou vropAnOnkay oe peilova
YEWPOoLPYIKN emépPaon katd tn didprela Ayng Oepancioc. H enintwon ftav mowiin petabo 10%
(4/40) kan 20% (3/15).

"Eyxovv avaepepbel coPoapéc emmhorkés emoOAMONG TPAVUATOC, CUUTEPIAAUPAVOUEVOV TOV
OVOOTOUMTIK®Y ETUTAOK®V, OPIGUEVES EK TOV OTTOI®V ElYav Bavoatnedopo EkPac.

2115 HEAETEG TOV TOTKA VITOTPOTIALOVTO KOl LETAGTATIKOV KAPKIVOL TOV HOGTOV, TapaTnpionKay
EMITAOKEG 0TIV EMOVA®ON Tpadpatog Babuov 3-5 g kot 1,1% towv acbevdv ot omoiot Erafav
bevacizumab cuykpitikd pe émg kot 0,9% tev acbevav ota okén eléyyov (NCI-CTCAE

éxdoon 3.0).

2116 KMVIKEG LEAETEG TOV KOPKIVOL TV 00KV, TopatnpndnKay EXITAOKEG GTIV ETOVAWMOT)
Tpavpatog Babuod 3-5 og 1060010 fw¢ kot 1,8% twv acbevav oto okélog tov bevacizumab
ovykprtikd pe 0,1% tov acbevov oto okérlog eEléyyov (NCI-CTCAE éxdoon 3.0).

Yrépraon (BA. mapdypago 4.4)

2115 kKMvikég peléteg, pe e€aipeon v pekétn JO25567, n cuvolikn enintmon véptacng (6ot ot
BaBuoi) xopdvinke émg 42,1% oto okéAn mov mepieiyov bevacizumab, cuykpiticé pe to 14% ota
okéAn eléyyov H cvuvolikn enintmon g vréptaonc Babupov 3 kot 4 katd NCI-CTC og acBeveic ot
onoiot AdufBovav bevacizumab kopdvinke and 0,4% £mg 17,9%. Exdnhodnke vréptaocn Babuov 4
(vreptactkn kpion) o€ mocootd péxpt 1,0% tov acbevav vio Oepancio, pue bevacizumab kot
ymueobepaneio, cuykprrikd pe péypt to 0,2% twv acbevav mov Adupovay povo vy idwo
ynupeobepaneio.

> perétn JO25567, mapatnprinkav 6lot ot fabuol véptacng, oto 77,3% TV 060gvdv ToL
£é\afav bevacizumab ce cuvdvaoud pe erlotinib wg Tpdn ypapuun Oepomeiog yio un mlokmoeg
NSCLC pe evepyomomtikég petarratelg tov EGFR, cuykprtikd pe 1o 14,3% tov acBevdv tov
£éhafov Ogpomeia povo pe erlotinib. Yrépraon abuod 3 napatnpndnke oto 60,0% tov acbevdv vio
Oepameia pe bevacizumab oe cuvdvaoud pe erlotinib cuykpitikd pe to 11,7% tov acbevdv mov
éhapav Oepomeio povo pe erlotinib. Aev mopatnprOnkay nepiotatikd vaéptaong fadpov 4 1 5.

Ievikd, emtevyOnKe emapkng ELEYYOC TNG VIEPTACTG LE OO GTOUOTOG AVTIDTEPTUGIKE, OTMG
OVOOTOAEIG TOV HETATPENTIKOD EVEVLOL TNG QY YELOTAGIVIG, OLOVPNTIKA KOl AVOCGTOAELG S1OOAMV
acPeotiov. Avtd ondvia odnynoe oe dlakonn g Bepanciog pe bevacizumab 1 voonleio og
VOGOKOLETO.

"Exovv avaeepOel ToAD GTavVia TEPIGTATIKG VIIEPTUCIKNG EYKEPOAOTADELNG, OPIGUEVA OO TO OTTOLN
ntav Bavotnedpa.

O «ivduvog g véptacng oxeTilopevns pe to bevacizumab, de cvoyeticTnke Ue To YOUPAKTNPIOTIKG
TV aclevov katd Ty Evapén, Tnv vIToKeipevn vOco 1 TV Tavtdypovn Bepansio.

20vopouo e omicbiac avaotpéyiunc eykepatorabeiac (BA. mapdypao 4.4)

"Exovv yivelr omdvio avapopés ya aobeveic vid Oepancio pe bevacizumab ot omoiot avéntuéov onueio
Kol cupmT®pote to ool ivarl cupPatd ue PRES, pia omdvia vevporoyikn datapoyn. H exdnimon
TOV Uopel Vo cuUTEPIAOUPAVEL OTAGHOVS, KEQUAUAYI0, dloTapayn TS VONTIKNG KATAGTAOTG, OTTIKN
dTapayn N AOOING TOEA®GT, He 1| Yopig oxeTlopevn véptaon. H khwvikn eikova tov PRES
ocuvnbmg dev gival oVYKEKPLUEVN Kt EMOUEVRS 1] dtdyvoor tov PRES anattel emPefoaionon pe mv
ATEKOVIOT| TOV EYKEPAAOV, KOTd poTtipunon MRI.

Xe aoBeveig mov avantucscovv PRES, 1 éykaiprn avayvopion Tov copuntopdtov pe duson Oepomeio
GUYKEKPIUEVOV CUUTTOUATOV GUUTEPIAAUPAVOUEVOD KoL TOV EAEYYOL NG VIEPTACONC (v GLUVIEOVTIL
ue coPfopn un ereyxOUEVT VTEPTACT) GLVIOTATOL EKTOC OO TN dlakomh TG Depoameiog pe
bevacizumab. Ta cuprtdpata cuviBOc vVIoY®POHY 1 PeEATidVOVTOL HEGH OE AiYEg HEPEG LETA TN
dwokonn| g Oepameiag, av Kot opiopévol acbeveig Exovv eLEavicel KOOl VELPOAOYIKE exakdAovDa.
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Agv givon yvooti 1 aogdieto g enavivapéng e Bepaneiog pe bevacizumab og acOeveic o1 omoiot
£yovv mponyovpuévag avartéel PRES.

2115 KMvikéG dokpég, Exovv avapepbei 8 mepiotatikd pe PRES. Avo amd to oktd mtepiotatikd dev
€xovv aktvoroykt emPefainon péom MRI.

Lpwreivovpio (BA. Topdypapo 4.4)
"Exet avoeepbel mpoteivovpia 6€ 1060610 £vidg Tov gvpovg 0,7% éwg 54,7% otig KMVIKES PEAETES O
acBeveig mov AapPavav to bevacizumab.

H mporteivoupia, d1épepe o cofapotnTa amd KAVIKE 0CVUTTOUOTIKA, TAPOSIKA, 1YvN TPpOTEIVOLPIaG
£0C VEQPMOGIKO GUVIPOLO, KOl ELPAVIGTNKE KOTA LeYOAN TAEOVOTNTA G TpTeivovpia Babpov 1
(NCI-CTCAE ékdoon 3.0). H npwteivovpia Babpov 3 avagépbnke 6to o€ mo606td £m610,9% tv
acBevov o Bepameio. H mpoteivovpia Babpod 4 (veppmaoikd civopouo) topatnpndnke 6 T0606Td
£€m0¢ 1,4% acBevdv vro Bepameia. O éheyyog yio Tpmteivovpia cuvicTdTon Tpty TV Evapén g
Oepanciog pe bevacizumab. Xtig nepiocdtepeg KMVIKEG HEAETES TOL EMIMEDD TNG TPWTEIVNG GTO OVPO. GE
TIWEG > 209/24 dpeg TpOoKAAEGE TNV TPOcmPVT dtakorh Tov bevacizumab péypt v exavogopd tomv
TV o€ < 20/24 dpec.

Awoppayio (BA. Topdypapo 4.4)

e KMVIKEC HEAETEC Y10 OAEC TIg eVOEiEElg, | cuvolkn emimtwon yia avtidpdoel apoppayiag (NCI-
CTCAE £kdoon 3.0) Babpov 3-5 kopdvinke and 0,4% émg 6,9% otovg acbeveic vrd Oepameio pe
bevacizumab, cuykpitikd pe 10 £0¢ 4,5% otovg acbeveic oty opdda eAéyyov TG ynueobepaneiog.

Amo pio kKhMvikn peAétn oe aoBeveig pe eupévova, VIToTpomalova, 1 LETAGTATIKO KAPKiVo TOV
TpaynAov g untpog (nerétn GOG-0240), éxovv avapephei apoppoyikés avtidpaoeis 3°°-5° Babuov
o€ £m¢ Kot 1o 8,3% tov acbevav Tov éhaPe Bepaneio pue bevacizumab ce cuvévacud pe maxkTo&éin
K0l TOTOTEKAVT] GLYKPLTIKA pe £m¢ kat To 4,6% tov aclevav mov éhafe Oepameia pe mokATaEEAN Kol
TOTOTEKAV).

Ot avtIdpdoelg aoppoyiog mov TopatnpRONKay oTig KAVIKEG LEAETEC NTOV KVUPIMG apoppayio
oyetifopevn pe tov 6yko (PA. TapakdTm) Kot ELappd PAEVVOYOVOdEPUOTIKY apoppayic (TT.).
eniotadn).

H oyetilousvn ue tov dyxo awuoppoyio (BA. mapdypaoo 4.4)

e ao0eveig Le pun PKPOKLTTOPIKO KapKivo Tvebpova Tapatnpnnke oe peAétec apyucd peilmv N
ualiky Tvevpoviky apoppayio/apontoon (NSCLC). Iibavoi Tapdyovieg Kivdbivoo
cuumePAaUPavouy ek TAaKM®O0VG eTONAiov 16TOAOYIKO TOTO, Oepameia e

OVTIPEVULOTIKG/ AVTIPAEYLOVAOELG OVTIES, Oepameia P OVTUTNKTIKA, TPV TNV oKTvobepameia,
Oepoameio pe bevacizumab, Tponyoluevo 10Tpikd 16Topikd 0BNPOSKANPOONG, OYKOC KEVIPIKAG
EVTOTIONC KOl GTINAOLOTOINGN TV OYK®V Katd TN didpkela tng Oepameiog. Ot poveg HetafAnTég Tov
£0€1E0V OTOTIOTIKG GNUOVTIKEG GLOYETIOEIS e aupoppayia Htav 1 Bepaneio pe to bevacizumab kot o
€K TAOK®DO0VG emBNAion 16ToA0YKOS TOTOG. Ot 0oBeveic e YveoTo PN HIKPOKLTTOPIKO Kopkivo
TVEDUOVOL EK TAOK®OOVG ETOMAIOD 1GTOAOYIKO TOTTO 1 LEIKTOD KLTTOPIKOD TOTOV LE KUPLOL IGTOAOYI0
€K TAaK®mOoVg emBniiov, amoxieioTnkay omd Tic enakolovbeg peétec eaong I, evd o1 acBeveig pe
1GTOAOYIKO VTTOTVTO TTOV AVOPEPOHNKAV MG «OYVMGTOV 1GTOAOYIKOV TOTTOVY GUUTEPIANQONKAY GE
AVTEC.

e ao0eveig 1e U PKPOKLTTOPIKO KOPKIVO TVEDLOVA [1T] CUUTEPTAUUPOVOUEVOV TOV EK TAUKDIOVS
emONAiov 16TOAOYIKOD TOTTOL, EKONAMONKOY aVTIdPAcELS OA®Y TV Babumv pe cuyvotnra £wg 9,3%
otav £hafav Oepomeia pe bevacizumab kat ynuetofepomeio cuykprtikd pe 1o £wc 5% tov acbevov
mov éhafav povo ynuetodepamneio. Ot avtidpdoeic Babuod 3-5 mapatnpnnkav e tocootd wg 2,3%
v acBevov mov EdaPav bevacizumab kot ynuetodepomeio cuykprtikd pe < 1% pe ymuetodepaneio
uovo (NCICTCAE £xdoon 3.0). Mropei Eapvikd vo ekdnAmbel peilov 1 naliky Tvevpovikn
ALLOPPAYIO/UOTTTVOT KOl MG TO dVO TPITO TV COPUPOV TVEVIOVIKAOVY OLOPPAYLDV ElYUV
Bavatnedpa éxPaon.
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"Exovv avaeepBel yaotpevtepikéc apoppayieg oe aobeveic e opBokoAiikd Kapkivo,
ovumepthapavouévev Tmv apoppoyio opBod kot pEAavag Kot £xovv a&loroyndel oc apoppayieg
oyeTi{OUEVES e TOV OYKO.

H oyetilopevn pe tov 6yko apoppayio mapatnpinke eniong ondvia oe GAAOVG TOTOVS KoL
EVTIOTIGELG OYKOV, GUUTEPIAAUPAVOUEVOD TEPIGTATIKOD ALLOPPAYING TOV KEVIPUKOD VELPLKOD
ovotuatog (KNX) og évav achevi| pe petaotaoelg tov KNZ (BA. mapdypago 4.4).

H enintoon evdeyopevng apoppayiag tov KNZ og acBeveic mov dev elyav AaPet mponyoduevn aywyn
ywo. petactdoeig tov KN ko Adppavay bevacizumab, dev £xet peketn0ei oe toyonomompéveg
KAVIKEG LEAETEC. € oL SIEPEVVNTIKY OVOOPOUIKT] 0VAALGT) dESOUEVAV amd 13 0AOKANPOUEVES
TUYOOTOMNUEVES HEAETEG G 00DEVEIS e dL10POPETIKODS TOTOVG OYKOV, 3 acbeveic and Tovg 91 (3,3%)
LE EYKEQPOAMKEC LETAOTACELS EKONAmaay aupoppayio tov KNX (6deg Babuob 4) dtoav éhofav Oepansio
ue bevacizumab, cvykprtikd pe 1 meprototikd (Babupod 5) oe civoro 96 acbevadv (1%) ot omoiot dev
ektébnkov oto bevacizumab. X 600 dadoyikég peréteg oe aobeveig mov giyav AdPet Tponyodpevn
aymYyn Yo EYKEQUAIKEG LeTOOTAOELS (01 0moieg cupunepiAdpPavay mepimov 800 acbeveic), Eva
neptotTotikd Babuov 2 apoppayiog tovo KNX avagépbnke oe 83 dtoua mov hafay aywyn pe
bevacizumab (1,2%) v nepiodo g evdtdpeong avaivong yia v aceirewo (NCI-CTCAE

éxdoon 3.0).

e 0MeG TIC KAVIKEG peEAéTEG, mapatnpnonke PAevvoyovodepuatikn aipnoppayio € 106000 €mg 50%
Tov acbevodv Tov AduPavav bevacizumab. Avtd ta nepiototikd tav cuvhwg eniotaén NCI-CTCAE
éxdoom 3.0 Babpot 1 n onoio dtypkece Aryotepo amd 5 Aemtd, mapnide yopic wtptkn mapéupacn kot
dev amaitnoe oAlayéc 610 docoloyikd oyfua g Oepameiog pe bevacizumab. KAwvikd dedopéva
AGPAAELNG GUVIGTOVV OTL 1] EMINTMGT OGOVOG PAEVVOYOVOdEPUATIKNG optoppayiag (m.y. eniotaln)
mOovov va givor 0060e&apTdUEV.

Yripyov emiong Ayotepo cuyvEG avTIOPACEIC NTLOC PAEVVOYOVOSEPUUTIKNG OLLOPPAYING GE GAAEG
TEPLOYES, OTWS OLAOPPAYIO 1] KOATIKY apoppayia.

Opoupfocuforn (BA. mapdypapo 4.4)

Aptypraxy Opoufocufoln: Mapammpnnke avnuévn enintoon aptnplokov Opopfospfoiucmdv
avtdpaoewv o€ aobeveic Tov Elafav bevacizumab ywa didpopeg evdei&elc, cvpneplapfavousvmy
TOV AYYEWKDOV EYKEQPUAKDV ETEIGOSIMV, TOV EUPPAYUATMV TOV HVOKAPSIOV, TOV TOPOSIKMOV
IOYOLUKOV ETEIGOSImV Kl AAADV BpopBoerOAKOV avTIOpACE®V.

Y& KAMVIKEC LEAETEG, 1] GUVOLIKY| ETITMON TOV aPTNPLUKOY OpouPoeufoiikdv avidpdoemy
KopdvOnke émg 3,8% ota okéA mov mepieiyay bevacizumab, cuykpriikd pe to £o¢ 2,1% tov okeldv
eléyyov g ymuetobepaneioc. Avapépbnke Bavatneopa ékPacn oe tocootd 0,8% twv acBevdv mov
AGupavay bevacizumab cuykpitikd pe to 1060016 0,5% tov acbevodv mov Adufovay pdvo
mueofepaneio. Exdnidbnkay ayyelakd eyke@oiikd ene1c0010 (GUUTEPILOUPOVOUEVOV TUPOIIKMDV
IOYOUKOV avTdpacemV) o€ T0600To 2,7% tov acbevodv tov élafav Bepancia pe bevacizumab oe
cuvdovooud pe ynuetodepomeio cuyKpLTIKd e T0 T0600To £¢ 0,5% TV acbevdav mov Elafav poévo
mueofepaneio. Exdnidbnke Eueppaypa tov pookapdiov o€ 1060616 Emg 1,4% tov acbevadv mov
é\afav Bepomeia pe bevacizumab ce cuvdvooud pe ynuetodepaneior GVYKPITIKE e TO TOG0GTO MG
0,7% tov acbevdv mov Elafav povo ynuelobepaneia.

e o KMvikn pehét 1 a&loloynon tov bevacizumab o cuvévacud pe 5-eoproovpaxiin/@oivikd
0&0, v AVF2192g, cuumeptinednkoy ot acBeveic pe petactatikd ophokoiikd kapkivo, ot omoiot
dev frav vToynPlot Yo Oepameio Pe 1pvoTekdvn. e anTh T UEAETN TapaTPNONKAV apTnPLaKa
OpouPoepporikéc avtidpaoelc oto 11% (11/100) tev acbevdv cuykpriikd pe to 5,8% (6/104) otnv
opada erEyyov g ynueobepamneiog.

Direfixn Opoufosufoin: H enintoon tov erefikav Opoufoeufoitk®@v aviidpdoemy o€ KMVIKEG
uehéteg Nrav mopoduola o€ aobeveic mov Adppavav bevacizumab og cuvévacud pe ynueiobepomneio
GUYKPITIKA UE avTovg Tov EAafav povo ynuetobepareio. Ot prefikég Opopfoepforicég avtidpdoeig
ocopmepthappavouy ev T Padet piefikn Opdupmon, Tvevpovikn epPpoin kat Opoupfoeirefitioa.
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X KMVIKEC LEAETEG Y1 OAEC TG VOEiEels, exkdNAdONKay QAEPIKES Bpopfoeuolikés avTIdpAcELS Ol
omoieg kKupavOnkay o€ mocootd and 2,8% wc 17,3% tov acbevav mov Elafov bevacizumab
GLYKPITIKA UE TO T0600To 3,2% m¢ 15,6% tov opddwnv eréyyov.

"Exovv avaeepBei prefiég Opopfospporikég aviidpaoeig Babpov 3-5 (NCI-CTCAE ékdoon 3.0) ot

1060070 £0¢ 7,8% o€ aobeveic mov EhaPav ynuetobepaneio kot bevacizumab, cuykpitikd pe to 4,9%
tov aclevov mov Ehafav povo ynueobepaneio (ce Oreg Tig evdeitels, eEarpovévon ToL ELLLEVOVTOG,
VROTPOMIALOVTOG, N LETAGTATIKOV KAPKIVOL TOV TPAYNAOL TNG UATPAS).

A76 pia kKAvikn peAétn oe aoBeveig pe eupévovta, voTpomalovTa, 1 LETOCTATIKO KAPKIVO TOV
TpaynAov (perétn GOG-0240), éxovv avapepdei prePicd Opoppoepporikd copfavra 3°°5° Babuod
o€ £m¢ kot 1o 15,6% tov acbevov mov élafe Oepancia pe bevacizumab ce cuvdvooud ue
makMTaEAN Kol GIoTAATIVI GUYKPITIKA pE €06 kat To 7,0% tov acBevav mov élafe Oepaneia e
mokMTaEEAN Kot GlomAaTivY.

e aobeveig mov exdnAmbnke po pAePixn OpouPoepupforikn avtidpaon, mOavov vo vadpyel
peyalTEPOG Kivouvog vtotponnic, v Aafovy bevacizumab ce cuvdvacpod pe ynuetodepameio
GLYKPITIKA pE ynuetodepameio povo.

2ougpopnuirn kapdiakn averdpreta (Congestive Heart Failure, CHF)

Y kKavikég pehéteg e to bevacizumab n Zvpeopntikn Kapduokn Avendpkeia (CHF) napotnpnnke
0€ OLEC TIG KOPKIVIKEG EVOEIEEIC TOV €xovV peletnOel og onpepa, aALd avapépOnke Kupimg o
ac0eveig pe HETOOTATIKO KapKivo TOL HooToV. Xe téooepic perétec @aong 1T (AVF2119g,
E2100,B017708 ko AVF3694Q) o€ acbeveic pe HeTaoToTIKO KOpKivo TOL Hootod vanpée o
avénon g (CHF) Babpov 3 (NCI-CTCAE ékdoon 3.0) 7 peyaidtepov péypt 3,5% otic acbeveic mov
£é\afov bevacizumab ce cuvdvaoud pe ynuetoBepamneio cuykprrikd pe to 0,9% oo oKEAN EAEYYOL.
I tovg acbeveic o pelétn AVF3694g mov éhafov avBpakvkiivee tavtdypova ue bevacizumab, ot
emmtmoeg g CHF Babuod 3 1 peyaidtepov yio ta avtictoyo okéAn bevacizumab kot eAéyyov ftov
TOPOUOIEG LUE OVTEG TOV GAL®V LELETOV GE LETAGTATIKO KapKivo Tov paotol: 2,9% oto okéAog
avOpaxvrdivng + bevacizumab kol 0% oto okéhog avBpakvihivig + gikovikov gapudkov. Emmiéov,
ot perétn AVFE3694g ol emmtooeig OAwv Tov Babudv g CHF ftav mapdpoteg peta&d tov okeAdv
avOpakvrdivng + bevacizumab (6,2%) kot avOpakvkAivig + gikovikod eapudkov (6,0%).

O meprocdtepot acbevelg mov ekdnrmoav CHF katd ) Sidpkela LEAETMV Y10 TO HETACTATIKO
KOPKIVO TOL HOOTOV EUPAVIGOV PEATIOOT TOV CUUTTOUATOV KAUT| TNG AELToVpYiog TNG aploTepds
KOWATOG HETA OO KUTAAANAN 1Ttpikn| Ogpameia.

>11g meplocdTEPES KAVIKEG pedétec Tov bevacizumab, ot aoBeveic pe tpoimapyovsa CHF tov (New
York Heart Association 1l-1V) amoxieiotkay, entouévac dev vtdpyovy TANPOPOPiEg Yio Kivduvo amd
CHF o€ avt6 tov TAnfucpo.

[Iponyovpevn ékbeon e avBpakvkiives koM Tponyodpevn aktivobepaneio 6to BwpaKikd Tolympo
umopei va omoteAovV Thavovg Tapayovteg Kivovvov yio tnv epedvion CHF.

"Eyel mapatnpnei avénpévn enintwon g CHF og pio khvikn pelétn acbevov pe Aéppopa didyvto
amd peydro B-kdttapa kotd T didpketo yopnynong bevacizumab pe pia abpototiky 6om
doEopovPukivne peyodvtepn and 300 mg/m?. Avti n khwvikh Soxiun| edong I ovykpive v
PLTOLEUA TN/ KUKAOP®GPapidn/do&opovPikivry/ fvikpiotiviy/apedviiovn (R-CHOP) ko tnv
bevacizumab, évavtit R-CHOP ywpig bevacizumab. MoAovott nj cuyvotnto epeavions e
GUUPOPTTIKNG KAPILOKNG AVETAPKELNG NTAV KOl 6TO 000 GKEAN UEYUADTEPT OO CTN TTOL EXEL
napotnpndel oto TapeABov yia Oepaneia pe SoEopovPikivr, T0 TOGOGTO NTOV LYNAOTEPO GTO CKEAOG
RCHOP cvv bevacizumab. Ta arotedécpata ovtd deiyvouv mog Oo mpénel vo Aappdvetol vToyn 1
oTEVY KMVIKN TOpoKOA0DONGN UE TIg KOTAANAES KOpOlakES EKTIUNOELS Yo acbeveic mov ektiBevtat
ot afpototikéc ddoeig SoEopovPikivc peyaivtepeg tov 300 mg/m? dtav cuvdvdotnke pe
bevacizumab.
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Avtdpdosic vrepevoioOnoiog (COUTEPIAGUBOVOUEVC THC AVOPVACKTIKIC KOTOTANEIOC)/0vTIOpaoElS
kot v éyyvon (BAéne Topdypo@o 4.4 ko cumeipio yuetd. Ty KOKAOQOPIo TAPAKAT®)

€ OPIoUEVES KAVIKEG LEAETEG O OVALPLACKTIKEG KOl AVOPLANKTOEIEIC avTIOPACELS avapépOnkay o
ovyvé og aobeveic mov AdpPavav bevacizumab oe cuvdvacud pe ynuetobepaneio amd o6t o€
wmpeobeparneio pdvo. H enintwon avtdv tov avtidpdcemy 6g opioléves KAVIKES LEAETEG TOV
bevacizumab eivor cuyvéc (uéxpt 5% oe acbeveig mov Ehafov aymyn pe bevacizumab).

Aowywéerc

Amd pio kKhvikn perén oe aoBeveig pe eupévova, VToTpomalovia 1 LETAGTATIKO KOPKIVO TOV
tpoyniov (nerétn GOG-0240), hodEeig 3°°-5% Babpov éxovv avapepbei oe Emg kat 10 24% Tmv
acBevav mov Elafav Oepancio pe bevacizumab oe cuvvacpd pe TakAtaEEAN Kol TOTOTEKAVT
oLYKPITIKA e m¢ kat 1o 13% tov acbevav mov Ehafov Oepaneio pe TokAtabédn Kot TomoTekdvn.

Qobnkikn averdpreio/yovyuotnro (Bh. mapaypdeovg 4.4 kot 4.6)

¥t NSABP C-08, o perét edaong I tov bevacizumab og emkovpikn Bepancio acbevov pe
KOPKIVO Tay€0g EVIEPOL, 1] GLYVOTNTA ELPAVIOTG VEDV TEPICTOUTIKAOV MOONKIKYG OVETAPKELNS, TOV
opiletor mg aunvoppota didpkelag 3 1 TePLEGOTEPOV UNVAV, eninedo FSH > 30 mIU/mI kot apvntikd
0p6 B-HCG oto te0T gyrkvpocvvng, £xel a&ohoyndel oe 295 mpogppnvonovciokés yovaikes. Néa
TEPIOTATIKA OONKIKNG avemdpkelag, ovapépnkay o€ 2,6% tov acBevodv 6Ty opdada Tov
MFOLFOX-6 cg cOykpion pe 10 39% otnv opdde MFOLFOX-6 + bevacizumab. Megtd. tn dwaxomnn
¢ Oepoameiag pe bevacizumab, n @onkikn Aettovpyio avoaxtiOnke oe 86,2% TtV YOvVoUK®V TOL
a&rohoyndnkav. Ot pokpompofeoueg emdpdoeic ot yovipdtnta amd Ty aywyn pe bevacizumab ivon
dyvootec.

TloBoloyixa epyootnproxa evpruato.
Mewopévog aptBpdc ovdeTePOPIL®V, HEIOUEVOS OPLOLLOG AEVKOKVTTAPMVY KO TOPOVGTo
TPOTEIVIG 6T 00p0. puopel va cvoyetiobobv pe ) Bepaneio pe bevacizumab.

211G KMVIKEG PEAETES TOL TAPAKAT® TOHOAOYIKA epyactnplokd supripato Babuov 3 kot 4 (NCI-
CTCAE éxdoon 3.0) mov gupaviotkav pe tovidyiotov 2% diapopd oe acbeveic vd Bepomeio pe
bevacizumab cuykprtikd pe ta avtictora 6TIg OUAdES EAEYXOV NTAV: VIEPYAVKALIC, HLEIOUEVN
ALLOCOOIPIVY, VTOKAALOLUIN, VTOVOTPLALIN, LEWOUEVOS aplOOg AEVKOKVTTAP®Y, avENUEVO d1eBVEC
oparomomuévo kKhaopa (INR).

KAvucég peréteg €xovv deilel 6Tt mapodtkéc avENoeLg TG KpeaTivivng Tov opobd (Kupotvoueves HETOED
1,51,9 popéc TV apykdv emmédmV), He 1 Yopic TpmTeivovpia, oyetiloviat e Tn ¥pron Tov
bevacizumab. H mapatnpoduevn adénon g Kpeotviviig 0pol dev oETIGTNKE e VYNAOTEPN
GLYVOTNTA ELPAVIONG KAVIKOV EKINADGEMY VEPPIKTG duGAELTOVPYinG e acheveic vitd Oepameia e
bevacizumab.

AM\ot e10ikol TANOvopoi

Hlikiouévor acgbeveic:

€ TUYOOTOMUEVEC KAVIKEC LEAETEG, 1 NAKia > 65 eTdv cvoyeTi{dtav pe avénuévo Kivouvo
EUPAVIOTG apTNPLOKDOY OpopPoeUPOMK®OY GUUBAVTOV GUUTEPIAAUPAVOUEVOV Oy YELUKMDY
EYKEQOMKOV aVTIOPACEDY, TUPOIIKAOV IGYUUIKDV OVTIOPACENDY KOl ELPPAYILATOV TOV LLOKOPI0V.
AMeG avTIdpAcELS pe vYNAdTEPT LY VOTNTA TTOL VTEINPEAY o€ 0obeveig avm TtV 65 ftav Paduov 3-4
Aevkomevia kot Opouponevia (NCI-CTCAE £xdoon 3.0) kot 6lwv tewv Babudv ovdeteponevia,
dugppota, vauTio, KEOAOAYio Kol KOTMOT, CUYKPLTIKE e TOLG 0oBeveig nhkiog < 65 eTdv, KaTd TNV
Oepoameia pe bevacizumab (BA. mapaypdeovg 4.4 kat 4.8 @poufospforn). Te pio KAk pedétn, n
enintmon ¢ vagptaong Paduov > 3 fray duthdoio o€ acbeveic nAikiag > 65 €1V 6€ oyéomn Ue
vedTepn NAKLoKkY opdda (< 65 etdv). e pio perétn pe avhektikd oty mlativa vrotponidlov
KapKivo ToV mobnkadv, n aAonekia, 1 pAeyYHoOVH PAEVVOYOVOV, 1 TEPIPEPTKT| 0loONTIKY vEvpomdOeta,
N TPOTEIVOLPIN KO 1) VILEPTAOT] AvOEEPOTKOY ETTIONG KAl EUEAVICTNKAY GE TOGO0TO e puOUod
TovAdyoTov 5% vymAdtepo 1o okéhog CT + BV yia aoBeveic mov éhafav bevacizumab kot frav

> 65 gtV og ovyKplon pe Tovg acbeveig mov Elafav bevacizumab niwiag < 65 etdv.
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Agv apotnpiOnke avEnon oty eninT®or GAA®Y avTIdpAce®V, GUUTEPIAAUPOVOLEVS
YOOTPEVTEPIKNG SLATPNONC, EMUTAOKDV ETOVAMONG TPADLATOS, GUUPOPNTIKNG KOPILUKNG OVETAPKELOS
Ko apoppayiog o€ nhkiopévovg acbeveic (> 65 etdv) ot omoiot AauPovay bevacizumab cvykpitikd
pe 660vc nrav nhkiog < 65 etmdv kon AapPavay bevacizumab.

Houdiozpioc tAnBvouoc
H acpdieia kot n omotedecpatikdtnTo. ToL bevacizumab og modid nikiog kdto tov 18 etdv dev
€xovv tekunpuwbet.

¥t pedétn BO25041 tov bevacizumab mov mpootébnke ot peteyyeipntikn axtivodepansio (RT) pe
TOVTOYPOVT Kol ETKOVPIKT TELOLOAOUION G TOIdIOTPIKOVS 0IGOEVELS LLE VEOIIOYVOOUEVO
VIEPGKNVIOLOKO, VITOGKNVIOLOKO, TAPEYKEPOUAOIKO 1) LOYOEDES VYNANG KoKonBetag yAolmpa, To
TPOPIA ACPAAELNG NTOV GUYKPIGIO UE 0L TO TOV TaPOTPNONKE GE GAAOVE TOTOVG OYKMV GE EVIAKEG
nov éafav Bepameia pe bevacizumab.

¥t perétn BO20924 tov bevacizumab pe tpéyovca kabiepmpévn Bepaneio 6T0 HETAGTOTIKO
POPOOUVOGAPKMLLO KOL TO [T POPOOUVOCUPKOUOTIKO CAPKMOUN EK LOAOKOV LOPI®mV, TO TPOPIA
ac@aretog Tov Toudidv Tov Elafav Oepancio pe bevacizumab ftav cuykpiciuo pe ovtd mov
noapoTnpNONKe o€ eviihikeg mov EdaPav Bepancia pe bevacizumab.

To bevacizumab dgv givar eykexpiuévo yio yprion o€ aobeveic kdto Tov 18 etmdv. Te dnuoctevpuéveg
BpAoypapikég avapopic, Exovv mapatnpndel TEPIGTATIKA 0GTEOVEKPMOTG EKTOG TG KAT® YVABov o€

acbeveic kdto tov 18 etdv mov Elafoav Oepancio pe bevacizumab.

Eumeipio petd tnv KukAogopia:

Mivaxag 3. AvemOounTeg avTIOPAoELS TOL OvaQPEPONKAY PHETE TNV KVKAOQOPIQ,

Katnyopia/opyavo

, , %
Toomua (SOC) Avtidpaocels (ovyvotTnra®)

Aoud&erig kot

Tapaotrehoeic Nekpotikn tepiroviitida, cuvilmg devteponadng e EMTAOKEG

EMOVAMOTG TPAVUOTOS, SLATPTOT] YUOSTPEVTEPIKOD COAVA 1|
oynuotiopud cupryyiov (omévia) (PAéne emiong mapdypopo 4.4)

Awotapoyég Tov
0LVOGOTOINTIKOD
GUGTNLOTOG

AVTI0pAcELG vITEPELOIGONGIOG KAl AVTIOPACELS KOTA TNV £YYV0T
(ovyvég), pe Tig TopakdT® TOAVEG EKONADCELS: dVGTVOLN/SVGKOAT
otV avamvonr|, e&ayelg/epuBpotnta/eEdvOnua, vrdtacn 1 vEpTaon,
amokopec oS 0EVYOVOL, Bmpaxikd GAyog, plyn Kot vouTio/EUeTog
(BAéme emiong mapamdve Topdypago 4.4 kot Aviidpdoelg
vrepevatcnciog (cupmepAapPovoUEVNG TNG OVALPUACKTIKNG
KkatomAn&ilag)/ avidpaocelg katd v Eyyoon).

Avagpoiaktikn kotominéio (oravia) (BA. eniong mopdypago 4.4).

Awotapoyéc Tov

VEVPLKOD CUOTAUOTOC TEPTAGIKT £yKePoAoTaOELa (TOAD omdvia) (PAEme emiong mapdypapo

4.4 ko1 Yréptaon oty mopdypago 4.8)

YHvdpopo g omicOag avaotpéyiung eykeparondbeiog (PRES),
(omdvia) (PAéme emiong mapdypopo 4.4)

Ayyewokéc dwatapayés | Neppikn Opopfotikn pikpoayyelonddeia pe 1 yopig tantdypovn
yopnynon sunitinib, kot vOLOEONG ATOPPAKTIKY] CTEIPOLUOTIKT
piKpoayyelonadeia, 1 owoio UITOPEl va £XEL KAIVIKO GOUTTOUO TV
mpwteivovpia (Un yvoot). o mtepiocdTepeg TANPOPOPIES GYETIKA LE
v npwteivovpio PAéne mapdypago 4.4 ko [Ipwteivovpia otny
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Katmnyopia/épyavo

. , %
Toompua (SOC) Avtidpaocels (ovyvotnra®)

mapdypoeo 4.8.

Awrapayég Tov Adtpnon pwvikod dppdypotog (un yvooTh)

OVOTTVEVGTIKOD
GULGTILLOTOG, TOV [Tvevpovikn vaéptaon (Un yvoot)
Omdpoka Kot Tov , ,
, Avcowvia (cuyvn)
HecobmpaKiov

Awotapayéc Tov

YOOTPEVTEPLKOD I'ootpevieptkd €hkog (un yveortr))

AwTapayéc Tov NIOTOg

KL TOV ZOMQOP®OV Awdtpnon g xoAndoyov kboTng (un yvwoti)

AwTapayéc Tov
LVOGKEAETIKOV
GUGTHLOTOG KOl TOV
GUVOETIKOD 16TOV

"Exovv avaepepbel nepiotatikd Ooteovékpmong g I'vabov oe
acBeveic mov Ehafav Oepaneio pe bevacizumab, n Tisioyneio tov
omoiwv ekdNAdOnKay og acbeveilg Tov glyov TPOGIOPIGUEVOVG
TOPAYOVTEG KIVOUVOL Y10 OGTEOVEKPMGT TNG YvaBov Kot dtaitepa
€kbeon og evooPAEPLO SIPO®GPOVIKA KON 10TOPIKO VOGOL TV
000VTOV TOL OTOTOVCE EMEUPATIKEG 0d0VTIOTPIKEG dtadtkacies (PAEne
gmiong mapdypao 4.4)

[eprotatiKd 0otE0VEKPMONG EKTOG TG KATM YVABoL £xouv
naponpnOei o€ maudiatpikong acbeveig vd Bepancio bevacizumab
(BAéme mapdypapo 4.8, ITadrotpikdc TAnBucuog).

Yvyyeveic, otkoyeveig
KOl YEVETIKEG
SlaTapayés

"Exovv mopatnpndel mepiotatikd eufpuikdv avouaAldv og yovaikeg
nov élafav Oepancia povobepaneio pe To bevacizumab 1 oe
ouvovooud pe Yvootd euPpvotolicd ynuelodepamentikd oynpato
(BAéme mapdypago 4.6).

* epdoov Kobopiotel, N cuXVOTNTA TPOEPYETAL ATO SEOUEVO KAVIKDV UELETOV

Avooopd mhavoroyoLUEV®V OVETLOOUNTOV EVEPYELDV

H avageopd mifavoroyoduevmy avemtfountov evepyeidv PETE amd TN yopnynon adelog KukAopopiag
TOV PAPHOKELTIKOD TPOTOVTOC glvar onuavtikn. Emrpénet tn cuveyn topakolovdnon g oyéong
0PEALOVC-KIVOVVOL TOV QOPLOKEVTIKOD TPOTOVTOG. ZNTEITOL Amd TOVG EXAYYEALOTIES VYEING VO
AVOPEPOVY OTTOIEGONTTOTE TOOVOAOYOVUEVES OVETLOVUNTES EVEPYELEG LECH TOVL EOVIKOD GLGTNIOTOG
avaQopdg Tov avaypdeetol oto [Hapdptnua V.

4.9 Ymepdoooloyia

H vymAdtepn d60m mov dokyudotnke o avOpodmovg (20 mg/kg copotikod Bapovg, evooerePimg kabe
2 eBdopddeg) cuoyeTioTnke e coPapn Nukpovia o€ Kimolovg acdeveic.
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5. DOAPMAKOAOTI'IKEZ IAIOTHTEX

51 ®@appoxodvvopkis 1010TNTES

DoppokobepamenTikn KaTNYOPio: OVIIVEOTAACUATIKOL KOl 0vOocoppuOIoTIKOL TapdyovTES,
OVTIVEOTAOGLLOTIKOT TOPAYOVTES, LOVOKAMVIKE OVTIGMUATO KOl OVTIGMUATH GULEVYUEVOV QUPLAK®Y,

kodikog ATC: LO1F GO1

To Aybintio givat Blo-opo€1d£g PapproKeELTIKO TPOidV. AemTopepeic TANPOoPOpie ivar dobécieg
oToVv 81KTLOKO TOTO ToV Evpomaikod Opyaviouod doapudkwov: http://www.ema.europa.eu.

Mnyavicpdc dpdong

H bevacizumab cvvdéetat pe tov avéntikd mopdyovta Tov ayyslokob evéodniiov VEGF (vascular
endothelial growth factor), tov kbp1o kaBodnynti ayyel0moinonc Kot ayyel0yEVEGTG KOl OG EK TOVTOL
avaotéldel T ovvdgon tov VEGF pe toug vrodoyeig tov, Fltl (VEGFRL) kot KDR (VEGFR2), oty
eMEAveln, Tov evdéodniok®mv kuttdpov. H e£ovdetépmon g Proroyikng dpactnprotrag tov VEGF
VTOGTPEPEL TNV OYYELOTOINGN T®V OYK®V, OLOAOTIOIEL TO EVATOUEVOV OYYELOKO STKTLO KO OVOGTEAAEL
TO GYNUOTIGUO VE®V ayYel®V TOV GYKOL Kol MG K TOVTOV OVOGTEALEL TNV OVATTLEN TOV OYKMV.

Dappoxoduvakéc EmMOPACELS

H yopnynon tov bevacizumab 1 tov untpikod g avTtio®puatog pdc oe EEVOUETOUOOYEVOEVTA
povtéda kapkivov o BupektounBévieg o, elxe G OMOTEAEGUA EKTETAUEVT] dPAGTNPLOTNTO KATH TOV
OYK®V G€ KapKivoug ToV avOp®mov, GuUTEPIAAUPAVOUEVOVY KOPKIVOV TOL ToYE0S EVIEPOL, TOL
UO.GTOD, TOV TOYKPENTOC Kol TOV TPooTatn. H e£EMEN TG LETAGTATIKNG VOGO ava.sTAAONKE Kot
LELOONKE 1 LUKPOOyYELOKT S10TEPATOTNTA.

KAMvikn omoTeAEGUOTIKOTNTO KOl 0GQAAELO,

Meraoratixd koprivouo tov moyéoc evtépov 11 tov opfod (MCRC)

H acedleia ko 1 omotedeopuatikotnta e ouviotdpevng 66ong (5 mg/kg copatikod Bapovg kébe
d00 efdoUAdES) OTO LETACTATIKO KOPKIVOLO TOV ToYE0G EVIEPOL 1] TOL 0pBov peleTHONKAY GE TPELG
TUYOLOTOMUEVES, ELEYXOUEVES LLE OPOCTIKO PAPLOKO KAVIKEG HEAETEG OE GUVOLOCUO LE TPMTNG
ypouung ynueodepancio faciouévn og pBoplomupyuidivn. To bevacizumab cuvdvdotnke pe 600
ynHe0bepanenTIKd oY oTOL:

. AVF21079g: 'Eva efoopadwaio oynua pe ipvotekdvn/bolus 5-pboproovpaxiin/eorvikd o0&
(IFL) y1o éva ohvoro 4 efdouddmv yia kabe koxko didpketag 6 efdopddnv (oyfua Saltz).

. AVF0780g: X¢ cuvdvacuod pe bolus 5-pboproovpaxiin/eoiivikd o0& (SFU/FA) yia éva 6ovoro
6 efdopadav yio kabe kOKAO didpkelag 8 efdouadmv (oyxnua Roswell Park).

. AVF2192¢: Y& cuvdvaouod pe bolus SFU/FA yio éva ohvoro 6 efdopddwmv yio kdbe KOKAO
8 gPdonddwv (oynua Roswell Park) oe aceveig mov dev ftav 180vikoi VITOYNPLOL Y10 TPAOTNG
ypapung Bepameia pe pvotekdvn.

Tpeig emmiéov peléteg pe bevacizumab éxovv die&aybei oe acbeveic pe MCRC: Tpd g ypopung
(NO16966), devtepns Ypapuns xopic Tponyovpevn Oepameio pe bevacizumab (E3200), kot devtepng
YPOUUNG pe mponyovuevn Oepameia pe bevacizumab kotomy EEMENC TG VOGOV 6TV TPAOTN YPOUUN
(ML18147). e avtéc Tic peAéteg, To bevacizumab yopnynnke oto akdlovbo Soc0 oYk oyfuaTo
o€ ovvdvaopd pe FOLFOX-4 (SFU/LV/o&ahmAativa), XELOX (kameoitapivn/oéoimAiativa), Kot
eBoplomvpydivn/ipvotekdvn kot phoplomvpidivn/o&aimiativa

. NO16966: Bevacizumab 7,5 mg/kg copatikod Bdpovg yopnyovuevo kabe 3 efdopddeg o
ovvdvaoud pe amd otopatog Komeottafivn kot evoopréPio o&aimiativa (XELOX) 1
bevacizumab 5 mg/kg yopnyovuevo dmo kabs 2 efdouddec og cuvévacud pe leukovorin ko 5-
@Boproovpakiin bolus, | omoio axorovbeitar and &yyvon evoopAéPilag 5-@boproovpariing pe
evooeAEPLo o&armiotiva (FOLFOX-4).
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. E3200: Bevacizumab 10 mg/kg copatikod Bapovg yopnyovuevo kabe 2 epdouddsc o
ovvdvaoud pe leukovorin kat 5-gBoproovpakiin bolus, n omoio axorovbeitor and &yyvon
evdoeAEPLOG 5-pBoproovpakiing pe evdoeAiépia ofolmiativa (FOLFOX-4) og acbeveic mov
dev glyav Aafel Tponyoduevn aywyn pe bevacizumab.

. ML18147: Bevacizumab 5,0 mg/kg copotikod Bapovg kabe 2 efdouddeg 1 bevacizumab
7,5 mg/kg copatikod Bapovg kabe 3 efdopddec oe GLVOIVACUO pE
oBoplomupdivr/ipvotekdvn | eBopromupyudivi/oolmrotiva o acbeveic pe e£EMEn g
vOGov katomy Oepomeiog TpdTNG Ypapung e bevacizumab. H yprion oynpotog pe Paon v
pwvotekdvn 1 v oEaAimAativa evaAlayOnke avdioya pe ) xoprynon g Bepaneiog otnv
TPOTN Ypoupn gite g ofolmlotivog gite TG 1PIVOTEKAVG.

AVF2107g

Avt flTav pio TUYOOTOINUEVT), SUTAL TUPAN, EAEYYOLEVT LE OPAGTIKO GAPUAKO KAVIKT SOKIUN
@aong I n omoia a&lordynoe to bevacizumab og cuvovacuod pe IFL g tpdg ypouung Oepomeio
Y0l TO LETOGTATIKO KAPKIVOLLL TOV TaXE0G EVTEPOL 1] ToL 0pBov. OkTaKociol dexaTpeig acbeveig
ToyaomomOnkay yio va Adpovv IFL + gikovikd edappoxo (Zkérog 1) | IFL + bevacizumab (5 mg/kg
KGOe 2 efdopddeg, Zxéhog 2). Mia tpitn ouddo 110 acOevav élafe bolus SFU/FA + bevacizumab
(Zxérog 3). H évtaén oto Tkéhog 3 drakodnnke, dnmg frav tpokadopiopévo, otav eniPefarmOnke kot
BemprOnke amodektn 1 acedreto tov bevacizumab pe o oyqua IFL. Oleg o1 Bepancieg cuveyiotnkay
£€wc v e&EMEN ¢ vooov. H cuvoiikn uéon nikia nrav 59,4 £t nocootd 56,6% twov acbevov gixe
evoikn katdotaomn katd ECOG (performance status, PS) pe tyun 0, mocootd 43% eiye tiun 1 ko
1060010 0,4% elyxe Tiun 2. Illocooto 15,5% eiye AdPel mponyovpuévag aktivodepaneio Kot T0G0GTO
28,4% eiye AaPel mponyovuévmg ynuetobepamneio.

H xbOpro mapapetpog amotelespatikotnrog e perétng nrav n OS. H rpocsdnkn tov bevacizumab
o10 IFL eiye og anotéheopa otatiotikd onpavtikés avénoeig g OS, g PFS kot tov mococton
ovvoAkng avtandkpiong (PA. ITivaka 4). To kKAvikd 6pelog, OTwg petprOnke and v OS,
mapotnponke og OAeC TIg TPoKAHOPIoUEVEG VITOOUAOES 0lGOEVDV, CLUTEPIAUUPOVOUEVOV EKEIVOV TTOV
kaBopiomkav amd v nAikia, To EOLO, TN ELOIKN Katdotaon, T 8éon Tov TpwTonadovg dykov, Tov
appod v TpocPePAnuUévav opydvmvy Kal Tn SLAPKELN TNG LETAGTATIKNG VOGO,

Ta otoyeia amoteleopatikdtnTag tov bevacizumab oe cuvdvaoud e IFLynueobepansio
napovctalovrar otov [livaka 4.
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Hivaxog 4. Yroyycio amoTELECRATIKOTNTOS Y10 TN dokiun AVF21079g
AVF2107g
Xkéhog 1 Xkéhog 2
IFL + Ewkoviko IFL + bevacizumab?
POaPLUKO
Ap1Buog acbevav 411 402
Yvvoikn emPioon
Adpecog xpovog (LVeES) 15,6 20,3
95% Awdompa Epmictosuvng 14,29 16,99 18,46 24,18
Tyetikoc kivdvvog (Hazard ratio)® 0,660
(tiun p = 0,00004)
EmBioon yopic e£EMEN g vocov
AlGpecog ¥povog (UNVeEQ) 6,2 10,6
Yyetkog kivovvog (Hazard ratio) 0,54
(i p =< 0,0001)
[M0606T6 GLVOAIKNG OVTOTOKPLONC
[Tocooto (%) 34,8 44,8
(tyun p = 0,0036)

2 5 mg/kg ka0 2 efdopddec.
b Tyetilduevo pe T0 GkEAOG EAEYYOV.

Meta&d tov 110 acbevdv o1 onoiot Toyatonomtnkay oto Zkéhog 3 (SFU/FA + bevacizumab), mpwv
dlokom| awtov Tov okéAovg, 1 drdpeon OS Ntav 18,3 pnveg kou m ddpeon PFS fitav 8,8 pnvec.

AVF2192¢g

Avti Tav pio TUYOOTONUEVT), SUTAG TUPAN, EAEYYOLEVT LE dPACTIKO PAPLAKO, KAVIKT SOKIUY
eaong I1 n omoia 0&10AOYNGE TV AMOTEAECUOTIKOTHTO KoL TV ao@dAgia Tov bevacizumab og
ovvovaoud pe SFUFA og tpdTng ypouung fepaneio yio Tov HETAOTOTIKO 0pHOKOAKO KOPKIVO GE
acOeveic o1 omoiot dev \TaV 1OAVIKOL LTOYNPLOL Y10 TPOTNG YPapuNG Oepaneia pe pivotekdvn. Exatov
névte acbeveic Tuyatomomtnkav oto okélog SFU/FA + gikovikd @dppako kot 104 acbeveig oto
okéhog SFU/FA + bevacizumab (5 mg/kg ke 2 efdopadeg). Oheg o1 Oepancieg cuveyiotnKay £0¢
v e&EMEN ¢ voosov. H mpoctnkn tov bevacizumab 5 mg/kg kabe 600 efdopuddeg oto SFUIFA eiye
MG OTOTEAEG O VYNAOTEPO TTOGOGTA OVTIKEYUEVIKNG OVTOTOKPIONC, OTLLOVTIKG LEYAAVTEPTC SIUPKELOG
PFS kot pia tdomn yo peyolvtepng diapketog enPioon, cuykpltikd pe ) ynpetodepaneio pe SFU/FA
povo.
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AVF0780g

AvTi Tav [ TOYOLOTOUEVT|, EAEYYOHEV LLE OPACTIKO PAPLOKO, AVOLKTNG EMIGTLOVONG, KAVIKTY
doxun eaong I n omoia e&€tale To bevacizumab og cuvdvacud pe SFUFA o¢ Tpd e ypopung
Oepaneio oToV petactatikd opbokoikod kapkivo. H didpeon niwia tav 64 étn. [Tocooto 19% twv
acBevav giye AMdPel mponyovuévas ynpeobepaneio Kot 106ootd 14% &iye AdPet mponyovpévmg
aktwobepancio. EBdounvia évag acbeveig tuyatomomOnkoy yia va Aafovv bolus 5SFU/FA 1

5FU/FA + bevacizumab (5 mg/kg ka0 2 gBdouddec). Mia tpitn opuddo 33 acbevav érafe bolus
5FU/FA + bevacizumab (10 mg/kg ka0 2 dopdadec). Ot acbeveic Ehafov Oepameio mg tnv e£MEn
g vooov. Ta kopra telkd onueio TG SOKIUNG NTOV TO TOGOGTO AVTIKELUEVIKTG AVTATOKPLONG KoL 1
PFS. H mpocOnjkn 5 mg/kg bevacizumab oto 5FU/FA k08¢ 600 efdopddeg eixe g amotédecua
VYNAOTEPH TTOGOGTA OVTIKEWEVIKNG OVTOTOKPIONG, peyolutepng dudpketag PFS kot pio tdon yo
peyaluTepNG didpketag emPimon, cvykprTikd pe ) ynueobepaneio SFU/FA povo (BAéne ivaka 5).
AVt T0 oToLYElD ATOTEAEGUATIKOTNTAG EIVOL CUUPATE [LE TO ATOTEAEGOTO OO T OOKLUN
AVF2107g.

Ta otoyyeia amotedespaticotrag ond Tig peréteg AVF0780g ko AVF2192g otig onoieg e&gtdotke
1o bevacizumab o€ cuvévacud pe SFU/FAynueobeponeio cuvoyilovton otov Iivaka 5.
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Hivokag 5. Xrtovyeio amoteleopotikotnrag Yo 1ig peréteg AVF0780g kor AVF2192¢g

AVF0780g AVF2192g
5FU/FA S5FU/FA + | 5FU/FA + bev | 5FU/FA + eitkowt | 5SFU/FA + be
bevacizumab | acizumab® K6 @appoxo vacizumab
a
Ap1Bpog AcBevav 36 35 33 105 104
Yuvolkn emBioon
Aldpecoc ypovog 13,6 17,7 15,2 12,9 16,6
(nMveg)
95% Awdotnpa 10,35 16,95 13,63 19,32
EUTIGTOCHVNG
XyetiKog Kivovvog - 0,52 1,01 0,79
(Hazard ratio)®
Ty p 0,073 0,978 0,16
EmBioon yopig
g&EMén
Aldpecog ypovog 52 9,0 7,2 55 9,2
(nveq)
ZyeTIKOG Kivouvog 0,44 0,69 0,5
(Hazard ratio)
Tipn p - 0,0049 0,217 0,0002
[Mo606T6 GUVOAIKNG
VTATOKPLONG
[Tocooto (%) 16,7 40,0 24,2 15,2 26
95% Aldotnpo 7,0-335 | 244-578 11,7 42,6 9,2 239 18,1 35,6
EUTOTOGVVNG
Tipn p 0,029 0,43 0,055
Augpretla g
VTATOKPLONG
Algpecog ypovog AE 9,3 5,0 6,8 9,2
(wveg)
Exoatootiaio 0éon 55 AE 6,1 AE 38 78 559 9,17 5,88 13,01
2575 (unveq)

25 mg/kg kdfe 2 efdopddec.

b 10 mg/kg k&0e 2 efSopddec.

¢ Xyetilopevo pe to ok€AoG EAEYYOVL.
AE = dev emredyOnke.

NO16966

Avt Moy o, pedétn eaong I tuyoromomuévn, durAn oAy (yio to bevacizumab) n omoia
diepedvnoe to cuvdvaoud tov bevacizumab 7,5 mg/kg pe and otopatog kamesttaPivn Kot evooeAEPia
ofolmiativa (XELOX) mov yopnyndnke o oynuo 3 efdouddwv, 1 bevacizumab 5 mg/kg oe
ovvovaoud pe leukovorin ko 5-pBoproovpaxiin bolus mov axorovBeitar and £yyvon evéopréPiog 5-
@Boproovpakxiing pe evooerépia ofohmiativa (FOLFOX-4), mov yopnyndnke oe oynua
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2 eBdouddwv. H dokiun mepieiye 600 pépn: éva apytkd uépog un erod 2-ckeddv (Mépog I) oto
omoio ot aoBeveic TuyaonomOnkay oe dVo dlapopeTikic Bepamevtikég opadeg (XELOX kat
FOLFOX-4) kot éva, 61080y1k6 2 X 2 mapayovtikd uépog pe 4 okédn (Mépog IT) 6to omoio o1 acOeveig
Toyatomombnkay oe téocepelg Bepanevtikég opddes (XELOX + gikovikd pappoxo,

FOLFOX4 + gwoviko eapuako, XELOX + bevacizumab, FOLFOX4 + bevacizumab). Zto pépog I1,
Oepomeio Ty SuTAN TVEAN avoaeopikd ue To bevacizumab.

[Mepinmov 350 acbeveic TvyotomomOnkoy o€ kabe éva amnd To 4 orédn g doking oto Mépog II avtg
g SOKIUNG.

IMivokag 6. OgpamevTika oynuoro 61 doxiui) NO16966 (NMCRC)
Ogpomeia Adom évapéng Xympo
FOLFOX-4 OtoMmhativo | 85 mg/m? evioprépia O&ammhativa tnv nuépa 1
| 2 mpeg Leucovorin v nuépa 1 xou 2
FOLFOX-4 + . ) ) 5-pBoproovpaxiin evooprépia
bevacizumab | Leucovorin 209 mg/m® evdogépia bolus/éyyvon, kobepd T nuépeg 1
2 Gpeg Ko 2

5- 400 mg/m? evSopréPia
pBoproovpakiin | bolus, 600 mg/m?
gv8opréPra 22 dpeg

Ewcovikd 5 mg/kg evéoprépio 30- Huépa 1, mpiv 1o FOLFOX-4, ke
Dappako 1 90 min 2 gPfdopddeg
bevacizumab

XELOX OtoMmhativo | 130 mg/m? eviopAéBio O&amiativa tnv nuépa 1

or 2 mpeg A7d otopaTOG KomeastTafivn
XELOX+ 2 popég nuepnoing yo
bevacizumab | Kameowapivy | 1000 mg/m? ano 2 eBdouadeg (akolovdeiton and
OTOLOTOG 2 POPEG 1 eBdoudda drakonn Oepameiog)
nuepnoing
Ewcovikd 7,5 mg/kg evdopréfio 30- | Huépa 1, mpv 10 XELOX, 1 @opd
ddapuako 1 90 min ot1¢ 3 £fdouadeg

bevacizumab

5-pBoproovpakiin: gvdoeAEPra bolus éveon apéomg uetd to leucovorin

H xoplo mtopdpetpog amotelespotikdtTnTag T dokung nrav n dapkela g PFS. Xe avth ) dokwu,
vInpyav 2 kKoplot otoyot: va derybei 6t to XELOX dev givon katmdtepo tov FOLFOX-4 ko v deryBei
6t 1o bevacizumab o cuvdvoopo pe ynuetodeponeio FOLFOX-4 § XELOX ftav avdtepo amd
mueobepameio pdvo. Or dHo KOPLoL 6TdYOL EMLTEDYONKAV:

. Mn KoTmTEPOTNTO TV GKEADVY 0L TTEPLEYovv XELOX cvykprtikd pe to okéAn mov mepiéyovy
FOLFOX-4 611 cuvolikn ovykpion amodeiydnie avapopikd pe tnv PFS kot ™ OS otov
EMAEYUEVO aVE TPOTOKOALD TANBVGUO.

. AveTEPOTNTO TOV GKEADY TTOL TTEPIEXOLY bevacizumab évavtt tov okeldv pe ynuelobepomneio
udvo ot GLVOAIKY cOYKpLoT omodelyOnke avoapopikd pe v PFS oto minbucud ue npodbeon

v Oepaneio (ITivaxag 7).

Agvtepevovoeg avorvoelg g PFS, Baciouévec oty agloddynon amovimoewny «og Oepameioy,
emPePaivoay TO GNUAVTIKG OVATEPO KAVIKO 0peA0C oe acbeveig mov Elafov aywyn pe bevacizumab
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(avorvoeig paivovtal otov Iivaka 7), 6 coupvia Ue T0 6TATIOTIKG GNUAVTIKO OQPELOG TOV
TOPOTNPEITAL GTV CLYKEVIPWOTIKT OVOAVOT).

IMivoxkag 7. KOpra Zroyeio Amotelecpatikétnrog yro v avalvon avotepotnrog (ITT
aMOvopdg, doxipny NO16966)

Kortoiktiké onpeio (uivec) FOLFOX-4 FOLFOX-4 Twn P
1 XELOX 1 XELOX
+ Ewkoviko + Bevacizumab
Pappaxo (n=699)
(n=701)

[Mpotapyd KataAnKTikd onpeio

Adpeon PFS** 8,0 9,4 0,0023

Tyetcoc Kivovvog (97,5% Cl)a 0,83 (0,72-0,95)
AguTEPEVOV KATUANKTIKO OTLELD

Adpeon PFS (og Oepameio)** 79 10,4 < 0,0001
Yyetkog Kivévvog (97,5% ClI) 0,63 (0,520,75)

[Mocootd Zuvohikng Avtamdkpiong 49,2%, 46,5%

(a&lordynon epgovntn)**

Aldueon Xvvoikn EmPioon™ 19,9 21,2 0,0769
Yyetkog Kivévvog (97,5% ClI) 0,89 (0,76-1,03)

* Avddvon g OS og mpokabopiopévo apBud acbevav otig 31 Iavovapiov 2007
** [Ipotapykn avalvon og tpokadopicpévo apiud acbevav otig 31 Iavovapiov 2006
3 TyeTIko e T0 OKEAOG EAEYXOV

21 Bepamevtikn vroopdda FOLFOX, 1 didpeon PFS ftav 8,6 piveg 6to 1Koviko @appoKo Kot

9,4 unveg otovg acbeveic mov ElaPav bevacizumab, oyetikog kivévvog (HR) = 0,89, 97,5% CI =
[0,73, 1,08], tiun p = 0,1871, ta avtiotoyo anoteléopoto otn Ogpamevtikn vwoopade XELOX frav
7,4 évavtt 9,3 uveg, HR = 0,77, 97,5% CI =[0,63, 0,94], Ty p = 0,0026.

H didpeon OS frav 20,3 puiveg 6to gikoviko gappoko kot 21,2 uiveg 6tovg acbeveic mov Elafoav
bevacizumab ot Bgpomevtikr vroopddo FOLFOX, HR=0,94, 97,5% CI =[0,75, 1,16], iuf p =
0,4937, 10 avtiotoya anoteAéopata otn Oepamevtikny vroopddo XELOX ftav 19,2 évavtt

21,4 ufveg, HR = 0,84, 97,5% CI = [0,68, 1,04], tyun p = 0,0698.

ECOG E3200

Avt ftav edong 111, toyatomonuévn, ereyyOpevn He SpacTikd PAPLOKO, AVOIKTNHG EMICTLOVGTIC
dokiun Tov diepevva 1o cuvdvacpd tov bevacizumab 10 mg/kg pe leukovorin kot 5-@pBoproovpaxiin
bolus n omoia axoiovbeitor amd £yyvon evdoeALPilog 5-pOoproovpakiing pe evdopAiéPia ofolmiativa
(FOLFOX-4), mov yopnyndnke o oynuo 2 efdopddnv og acbeveic mov xovv Adfel Tponyovpevn
ayoy” (dedTEPNG YPAUUNC) UE TPOXmPNUEVO KOAoopOko Kapkivo. Xta okéAN ynuetobepomeiog, 6to
oynua FOLFOX-4 yopnynOnkav ot idieg 600e1g Kot oynua, 0rmg eaivetal otov [ivaxa 6 yio
doxyun NO16966.

H x0pra mapdpetpog amoterespotikdtntog ¢ dokyme ntav n OS, mov opiletal mg o ¥pdvog amnd v
TUYO0TTOINGN €mG TO BAvaTo amd omoladnmote artia. OxTakdclol €ikoot evvid acbeveic
ToyaomomOnkav (292 FOLFOX-4, 293 bevacizumab + FOLFOX-4 kot 244 povobepameio pe
bevacizumab). H npoc6njkn tov bevacizumab oto FOLFOX-4 giye og anotélecpo 6TaTioTiKa
onuavtikn Tapdracn g emPioonc. Eniong, mapatnpndnkav Bektidoeig otn PFS kot 6to 1060616
avTikelpeviknig avtamdkpiong (PA. IMivaka 8).
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Iivokag 8. Xrovyeio amotedeopatikoTyrag yo ) éokiyun E3200

E3200
FOLFOX-
FOLFOX-4 4 + bevacizumab?

ApBpog achevov 292 293
2uvolkn emPivon

Awdpecocg (unvec) 10,8 13,0

95% drdoTnU EUTIGTOGVUVNG 10,12 -11,86 12,09 — 14,03

Tyetikoc Kivovvoc® 0,751

(tyun p = 0,0012)

EmBioon yopic e£EMEN g vocov

Awdpecocg (univec) 45 7,5

Yyetucog Kivovvog 0,518
(tiun p < 0,0001)

[T0600TO AVTIKEEVIKNG OVTOTOKPLONC

INocooto 8,6% 22,2%

(tywj p < 0,0001)

210 mg/kg k60e 2 fdopddeg
b Tyetikd pe 10 okELOG EAEYYOL

Agv mopatnpnnke onuovtikn dtapopd ot dudpkela e OS peta&d acbevav mov Erafov
povoBepaneio pe bevacizumab cvykprtikd pe acBeveic mov Ehafav aymyn pe FOLFOX-4. H PFS ka1
TO TOGOGTO OVTIKELWEVIKNG AVTATOKPIONG TOV KATOTEPO 6T0 okEAOG povobepameiog pe bevacizumab
ovykpitikd pe 1o okéhog FOLFOX-4.

ML18147

Avm frav pio edong 111, Toyaiomomuévn, eheyyOUEVT), OVOIKTNG ETGIUAVOTG LEAETN OTTOV
ueketnOnke to bevacizumab 5,0 mg/kg kdbe 2 eBdouddec i 7,5 mg/kg kébe 3 efdouadeg oe
cuvovooud pe ynuetodepaneio pe Paon v ehopromupydivn Evavtt ynuetobepaneiog pe Pdon v
oBoplomupdivn kot povo oe acbeveic pe MCRC mov £yovv mapovcidost eEEMEN TNC VOGOV GTO
oyfuo Bepameiog g TPMOTNG YPOUUNG OV Tepieiye bevacizumab.

O1 aoBeveic pe 1otoroyikd emPefarmpévo MCRC kot eEEMEN g vOGOL TuyooTTOmONKAY GE
avoroyio 1:1 péoa og 3 ufveg petd ) dwokorny tov bevacizumab og Bepameio TpdTNG Ypapunig yio va
AdPovv ynueoBepaneio pe Paon v pBoplomupiuidivy/o&amiativa 1§ v
oBoplomupdivr/ipvotekdvn (n ynpetobepaneio evorlidynke aviroya pe tn ynuetodepomeio
TPOTNG YPOUUNG) ue N xopic bevacizumab. H aywyn xopnynonke uéypt eEEMENG g vOGoL 1 Un
amodekt ¢ toéikdtnrag. H mpotapyikn pétpnon g ékPacnc nrov 1 OS mov opiletar mg o ypovog
Ao TNV TUYO0TOINGT KEYPL TO BAvaTo amd omoldNToTE aitia.

Tuyatorombnke éva covoro amd 820 acbeveic. H mpoohikn tov bevacizumab oe ynuetobepansio pe
Béaon v pBopromupyudivn 0dnynoe 6 GTATIOTIKA GNUAVTIKN TapdtaoT g eniPioong o€ acbeveig
pe MCRC mov éyovv mapovoidoet eEEMEN g vOGoL 6T0 oynua Bepameiag g TPOTNG YPULUUNIG TOV
nepieiye bevacizumab (ITT = 819) (BA. ITivaka 9).
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IMivokac 9. Agdopéva amotehsopatikoTntog yio ) pehétn ML18147 (ITT nhinOuopoc)

ML18147
npewdeponeio pe faon impeodgponzio pe faon
mv
mv .
(pﬂopwnnpulllﬁivn npwore (pﬂopwnvpu'uﬁwq/lpwors
Kavn xovn
- n
1 ,
, ¢0opromuprudivr/ogarn
(pﬁoplonv)[:;;‘:zg(;vnloﬁakln roTiva
+ bevacizumab*
Ap1Buo6g acbevav 410 409
2uvolikn emiPicoon
Avdpecoc (uvec) 9,8 11,2
Yyetikog Kivovvog 0,81 (0,69, 0,94)
(95% dibotnue umoTocHYNC) (tyun p = 0,0062)
EmBioon yopic e£EMEn T vooov
Aldpecog (Unveg) 4,1 57
Yyetikog Kivovvog 0,68 (0,59, 0,78)
(95% didotnue umTIeTOcHYNC) (tiun p < 0,0001)
[Toc0GTO OVTIKEWWEVIKNG OVTATOKPIONG
(ORR)
Ag@svag TIOV GUUTEPIANPONKOV 406 404
otV avéivon
IMocooto 3,9% 5,4%

(tunq p = 0,3113)

¢5,0 mg/kg x60e 2 fdopddeg M 7,5 mg/kg kabe 3 efdopnadeg

opoammphOnkay eniong otatiotikd onuavtikés ertivoelc oty PFS. To 1060610 avTIKEWEVIKNG
AVTOTOKPLONG NTAY YOUNAO Kot 6T d00 oKEAN Oepameiog Kot 1) S10popd SeV TV GNUOVTIKY.

¥t perétn E3200 ypnoyonomOnke pia 1coddvaun 66on bevacizumab 5 mg/kg/epdondada oe
acbeveic mov dev giyav Aafet mponyoduevn aywyn ue bevacizumab, evéd otn ueiétn ML18147
ypnoonomdnke pio icodvvoun d6on bevacizumab 2,5 mg/kg/efdoudda oe acbeveic mov eiyav AaPet
nponyoduevn aywyn pe bevacizumab. Mio dtauctavpodpevn cOYKpion TV Sed0UEVOV
QTTOTEAEGULATIKOTNTOC KOl OCQAUAELNG TOV HEAETMV TTePLopileTor amd TG S1aPopPES UETAED VTMOV TV
UEAETMV, 1810iTEPO 6TOVG TANBVGLOVG TV acbevdy, otnv mponyoduevn £ékBeon og bevacizumab kot
oto ynuetodepanevutikd oynpata. Kot ot dbo 1wwoddvapeg ddoeig bevacizumab 5 mg/kg/eBdopdda kot
2,5 mg/kg/eBoopdda amédmoay 6TATIOTIKA oNUavTiKO 0peroc 6cov apopd ™ OS (HR (Eyetikdg
Kivéuvog) 0,751 ot uerétn E3200, HR 0,81 ot pedétm ML18147) kar v PFS (HR 0,518 o1
peiétn E3200, HR 0,68 ot pehétn ML18147). Ocov agopd v acedieia, vanpEe vynidtepn
GUVOAIKT| eMimT®OoT avemBouuntav evepyeidv Babpot 35 ot pekétn E3200 cuykpitikd pe tn pelém

ML18147.

Meraoratixdc kopkivoc tov paorot (MBC)

Avo peydrec peréteg eaong Il oyedidotnkav dote va d1epeuvicovy 10 BEPATELTIKO GPELOC TOV
bevacizumab e cuvovacuO pE 600 PELOVOUEVOLS YNUEIODEPOTEVTIKOVG TTUPAYOVTEG, OTMG
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uetpnnke omd 10 TPWTOUPYIKO KOTAANKTIKO onueio tov PFS. Z1ig 600 peléteg mapatnpndnke kKAvikd
OTUOVTIKT KOl OTOTIOTIKG onuovTikn Bertioon oto PFS.

Mopokdto cvvoyilovral ta anoteAéspato Tov PFS yio tovg pepovopévoug ynuelofepamentikong
TOPAYOVTES IOV GLUTEPIAAUPAVOVTAL OTNV £VOELEN:

* Melém E2100 (moxiita&édn)

* Adpeon avénon PFS katd 5,6 piveg, HR 0,421 (p <0,0001, 95% CI 0,343, 0,516)
* MeAém AVF3694g (kameoitofivn)

* Adpeon avénon PFS katd 2,9 pivee, HR 0,69 (p = 0,0002, 95% CI 0,56, 0,84)

[leprocotepeg Aemtouépeleg yio kaOe PLEAETN KO TO ATOTEAEGLOTO TOPEYOVTOL TOPUAKATO.

ECOG E2100

H doxyn E2100 MTav avolkTig EMCTILOVGTS, TUYOLOTOLUEVT), OUTAQ TUPAT, EAEYYOLEVT LE OPACTIKO
QAPLOKO, TOAVKEVTPIKT KAVIKT dokiun 1 omoia a&loAdynoe to bevacizumab ce cuvdvacuod e
TaKMTOEEAN Y10, TOV TOTIKA VTOTPOTIALOVTO 1) LETOCTOTIKO KAPKIVO TOL LaoToV, o€ acbeveic mov dgv
glyav AaPet mponyovpévog ynuetodepomeio yio Tomikd vroTpomd{ovTa Kol HETAGTATIKO KOPKIVO TOV
nactov. Ot acdeveic ToyatomomOnkay pe moxAralédn povo (90 mg/m? evéoeAéfio méve omd 1 dpa
o popd Ty efdopdda yiao Tig Tpeig and Tig Téooepic £fSonadeg) | o€ cuvdvacuo pe bevacizumab
(10 mg/kg evéoprépia Eyyvon kabe 300 efdopddeg). TIponyovpEVMG ETTPETOTAV 1] OPLLOVIKT
Bepamneia yia ) Bepaneio g petactatiknig vocov. H couminpopotikr Oepaneio pe tagdveg eiye
emutpomel uovo epdcov ixe oAokAnpmBel tovAdyiotov 12 unfveg apv v elcay®yn otn dokiun. Ex
TV 722 acbevdv g dokiung, N tistoyneia tovg gixe HER2-apvntikn vooo (90%), pe Eva puikpd
ap1Bpo acbevav pe dyvoot (8%) 1 emBefarwpévn HER2-0etikn kotdotacn (2%), ot omoiot eiyav
nponyovuevac Aafel Oepamneio 1 kpibnkav axatdAiniot yia Oepomeio e trastuzumab. Emmiéov, 1o
65% TV acbevav Erafav cuuTANpPOUOTIKY ynuelobepaneio copmepiiapPoavouévon tov 19% mpv
ta&aveg kot 49% mpv avBpakvkiiveg. Ot acBeveic e HETOGTAGELS GTO KEVIPIKO VELPIKO GUGTI LA
eEapébniav, coumephapupavouévey avtdv mov Erapav Tponyoduevr Oepaneia ) eiyov
yePoLPYNUEVES PAAPES TOV EYKEPAAOL.

X doxun E2100, ot acBeveic Ehafoav Bepomeio Emg v e£EMEN NG VOGOV, Xe TEPIMTAOGEL OOV
amatthOnke Tpdwp” drakomnr e ynueodepomeiag,  Oepancio pe to bevacizumab cuveyiotke wg
povoBepoameio péypt v eEEMEN TG vocov. Ta yopakINploTiKd Tov acBevong fTay TAPOUOLN T
oKkéAN ¢ dokyumgc. To kOpro telkd onpeio tng dokiung tav  PFS, n omola Baciotnke otnv
a&loAdyNnon ¢ SOKIUNG Ot TOLE EPELVNTEC MG TPOC TNV EEMEN T vooov. Emumléov, devepynnke
emiong wo ave&apntn a&oAdYNoN TOL TPOTAPYIKOD KATAANKTIKOD onueiov. Ta amoteléopata ovTng
g dokung mapovstafoviar otov mivakoe 10.
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Hivaxag 10. Aoxiunf E2100 otoryeio amoTEAECROTIKOTN TGS

EmiPioon Xwpic EEEMEN ™ Ndocov
A&ohdynon gpeovn* AZwordynon IRF
Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/
(n=354) bevacizumab (n=354) bevacizumab
(n=368) (n=368
AGpeco PFS (uiveg) °,8 11,4 58 11,3
XyeTiKog Kivouvog 0.421 0,483
(955 CI) (0,343, 0,516) (0,385, 0,607)
Ty p <0,0001 <0,0001
ITocootd avtandkpiong (yia acBeveic pe petpnoun voco)
A&lohdynon gpeuvnm) AZwordynon IRF
Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/
(n=273) bevacizumab (n=243) bevacizumab
(n=252) (n=229
o ,
% aobeviy pe 23,4 48,0 22,2 49,8
OVTUKELLEVIKT
OVTOTOKPION
Tunp <0,0001 <0,0001
* TPOTOPYIKN OVAALOT
Yuvolikn emiPicoon
Paclitaxel Paclitaxel/
(n=354) bevacizumab
(n=368)
Avgpeon Zuvolkn 24,8 26,5
EmBioon (uveg)
XyeTikog Kivovvog 0,869
(95% CI) (0,722, 1,046)
Ty p 0,1374

To Khvikd 6@elog Tov bevacizumab 6rwg petpriOnke amd v PFS mapatmpnOnke og Oreg Tig
nmpokabopiopéveg vToopddec acbevav (cvumePAaUPavouEVOD TOV JLOGTHIATOC YOPIG T VOGO, TOV
aplOpod UETOCTAUTIKOV KEVIPOV, TPLV TI ANYT COUTANPOUOTIKAG YN Ue0fepameiog Kot TG
katdotacng vrodoyéa owwtpoydvov (ER)).

AVF3694¢g

H perém AVF3694g fitav o edong I, molvkevtpikn, T ooTotUEVT, EAEYXOUEVT] UE EIKOVIKO
OAapraKo SoKIUN oXedOoUEVN e okomd Vo, a&todoynOel 1 omoTEAEoUATIKOTNTA KoL 1) AGQAAELD TOV
bevacizumab e cuvdvacuod pe ynuetodepamneio GLYKPLTIKA pe TN yNUe0Bepameio Kot EKOVIKO
oapuoxo mg Bepaneia TpmTng Ypouung yio acbeveic pe HER2-apvntikd petactatikd 1 tomkd
vrotpomidovta Kopkivo Tov pHooToD.

H ynueoBepameio emAéynke katd tTnv Kpion TOL EPELVNTA TPV TNV TLYOLOTOIMGN GE avaroyio 2:1
v, yopnynon gite ynueobeponeiog pe bevacizumab 1 ynuerobepaneiag pe ekovikd eappoko. Ot
eMAOYEG NG ynueobdepaneiog coumepAdpfovay koameottafivn, Ta&dvrn (TakAMTaEEAN TPOCGOEdEUEV
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o€ mPWTEIVT, docetaléln), Tapdyovtec pe Paorn v avBpakviriviy (80&opovPikiv/KuKAOPOGQaLLion,
EMPOVPIKiVI/KLKAOQ®GPAidN, S-pOoploovpakiln/doopovfikivn/Kuklopmopauidn, 5-
@Boproovpakiin/empovPikivi/Koklopwopauidn) yopnyoduevot kabe tpeig efdopddes (3w). To
bevacizumab 7} to wovikd @dpuaxo yopnyndnke oe 6on Twv 15 mg/kg q3w.

H perém meprelapfove o topin edomn Bepameiog, Hio TPOUPETIKT AVOIKTHG ETIGNLOVOTS GAOT)
petd v e€EMEN, Kabmg Kot emPimon 6t eaon mapakoiovdnone. Katd ) didpkeia TG TOeANS
@aong g Oepameiog, ot acbeveic Ehafov ynueodepansio Kot pappakevtikd Tpoiov (bevacizumab 7
€IKOVIKO phppako) kabe 3 efdopadeg péypt v €£EMEN NG VOGOL, TOEIKOTNTOG TTOL TEPIOPIGE TN
Oepaneia, 1 0avoto. Ze tekunpropévn eEEMEN TG vOooL, o1 aebevelg Tov eloNABay 6TV TPOAPETIKN
@aoT avoIKThg emtonuovens fa pmopovcay va Aafoovv avoiktig exonuaveng bevacizumab ce
cuvdovacud pe £va eupLy pacpo Bepomeidv devTEPTS YPOLLUNG.

O1 otatiotikég avoldoelg de&dyOnkav aveEdptnta yio 1) acbeveig mov Elafov kameottafivn oe
ocvvdvacud pe bevacizumab 1 ewcovikd eapuako 2) acbeveig mov Ehapav ynueobepansio Paciopévn
og 1aavn 1 Paoiopévn o avBpakvkriv o cuvdvacud pe bevacizumab 1 ewovikd edppoxo. To
TPOTUPYIKO KATUANKTIKO onueio T perétng frav to PFS amd v a&oldynon tov gpevvni.
EmumAéov, 10 mpoTopyikd KOTAANKTIKO onuelo emiong eKTUNONKe amd o aveEApTnTr ETLTPOT
a&roroynong (IRC).

Ta amoteAéopoTo avTC TG LEAETNG 0d TIC KaBoPIoUEVES TEMKEG AVOADGELS TOV TTPOTOKOAAOL Yl
v PFS ka1 yuo 10 T0606TA avTomokpiong yio Ty ove&aptnn Kodptn ¢ Kamesttafivng amod
perétn AVF3694g nmapovsialoviat otov [livaka 11. Ta amoteléopata amd pio SiepeuvnTiKn avaivon
(mepimov 10 46% TV acbevav anefinoe) g OSmov meprhapuPdvovy emmAéov 7 unveg
TapoKoAovONoNG Tapovstdlovtot eniong. To 10606Td TV acbevdv mov Ehafe bevacizumab ot
©Aaon avolKTig emonpaveng nrav 62,1% oto oxéhog kameottafivng + eikovikov papudkov kot 49,9%
070 6KEANOG Kameottafivng + bevacizumab.

Hivokag 11. Yroyyeia amoteAeopaTIKOTNTOS Yo T peréty AVF36949: — Kareorrapivn®
Ko bevacizumab/Ewkoviké ®appaxo (Cap + bevacizumab/Pl)
EmBioon yopic eEEMEN g vocov P
A&oloynon gpevvnty A&woloynon IRC
Cap + PI Cap + Cap + PI Cap + bevacizumab
(n=206) bevacizumab (n=206) (n=409)
(n=409)
Atdpeco PFS (unveg) 5,7 8,6 6,2 9,8
Yyetikde Kivouvog 0,69 (0,56, 0,84) 0,68 (0,54, 0,86)
(95% CI)
Ty p 0,0002 0,0011
[ocoo16 avtomdkpiong (Yo acbeveic pe petpioiun voco) P
Cap + Pl (n=161) Cap + bevacizumab (n=325)
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EmBioon yopic eEEMEN g vocov P

A&oloynon gpevvnt A&ordynon IRC
Cap + PI Cap + Cap + PI Cap + bevacizumab
(n=206) bevacizumab (n=206) (n=409)
(n=409)
% acBevov pe 23,6 35,4
OVTIKELLEVIKT|
OVTOTOKPLoN
Ty p 0,0097

Zvvohkr] emiBimon P

ZyeTIKOG Kivovvog

(95% CI) 0,88 (0,69, 1,13)

T p (StepguvnTikn) 0.33

*1000 mg/m? omd oL GTOHTOG 500 Popéc Nuepnoing yio 14 pépeg yopnyoduevo ke 3 efdouddeg

B H otpopatonompévn avéivon copmepilaupove dAo to copfévta vrotponng kot dovitmv eKTog keivov 6mov 1 Oepomeio
£k10¢ TpTokOALOL (NPT) Eekivnoe Ttpv TV TeKUNPLOUEVT VIOTPOTH- awtoi ot acBeveic aloloynOnkay otnv TedevTaia
ekTipnon tov 6ykov wpwv v apy g NPT

[paypatoromOnke o un oTpopoatorompévn avaivon tov PFS (mov agloloynbnke amd epevvny),

1 omoia dev a&lordynoe t Bepaneio eKTdg TP®TOKOALOL TPV amd TNV EEMEN TG vocov. Ta
ATOTELEG LT QLTAV TOV OVOADGEDY TTOV TOAD TAPOUOLN. LLE TO TPOTAPYLKA amoteAécata Tov PFS.

Mn wikporvtropirdc xopkivoc tov wveduova (NSCLC)

Ocpoareio mpwtng ypouuns tov un rloxwoovs NSCLC oe cuvdvaouo ue ynuerolesporeio. ue faon tpy
mloziva,

H acedleia ko 1 amotedeopatikotnta tov bevacizumab g mpmtng ypauurg fepancio tov acbevov
ue un pikpokuTTopikd kopkivo tov mvedpova (NSCLC) ek mhakddovg embniiov, uehetOnke pe
wpocOnkn ynueobepaneiog pe mhativa otig perétec E4599 ko BO17704. 'Eyetl anoderydel 0peroc wg
npog T v OS ot dokyn E4599 pe pa d6om tov bevacizumab tov 15 mg/kg o popd kabe

3 eBdouadec. H doxun BO17704 £de1&e 611 o1 dvo d6ce1g Tov bevacizumab tov 7,5 mg/kg o gopd
kaOe 3 efdopddeg ko 15 mg/kg o popd kébe 3 efdopades dei&av avénon oty PFS kat 610
TOGOCTO AVTATOKPLONG,.

E4599

H E4599 fitav avoiktig EToNUOVONS, TUYXOLOTOMUEVT], EAEYYOUEVT] LE OPACTIKO PAPHOKO,
TOAVKEVIPIKT KAWVIKT dokiun, 1 omoio agloddynoe to bevacizumab g mpmdtng ypapurg Oepancio o
acOeveic pe tomikad Tpoympnuévo (Xtadiov I pe kokonOn mAevpttikn GUALOYN) U WKPOKVTTUPIKO
kapkivo tov Tvedpove (NSCLC) extdg amd emkpatoncso ek TAaKk®@S0ve emtnAiov 1otoloyia.

Ot acOeveic TuyoomomOnkay oe ynuetodepaneio pe mhotive (maxhracéin 200 mg/m? ko carboplatin
AUC=6,0 ka1 o1 600 pe evéopAéPia yopnynon (IIK) mv nuépa 1 kébe xvikov 3 efdopddmv péxpt

6 kokhovg pe (IK) e cuvdvacud pe bevacizumab oe pioa §6om twv 15 mg/m? evdopiéBiog &yyvong
v nuépa 1 kabe koxhov 3 gfdopadmv. Metd tnv odokAnpwon tov 6 KOKA®V ynustobepaneiog pe
carboplatin-taxAta&éln 1 pe v Tpdwpn dakonn g ynuelodepamneiog, ol acbeveic 610 oKEAOC
bevacizumab + carboplatin —raxhitag&édn cuvéyicav va Aappdvouvv to bevacizumab wg povobepomeio
Kké0e 3 efoopadec Emg v e&EMEN TG vooov. 878 acbeveig Tuyatomombnkav ota dV0 CKEAN.
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Kotd m dudpkela g dokiung, amd toug acbeveic mov aafav ) Oepameia tng dokiung, to 32,2%
(136/422) twv acBevav éhaPav 712 ddoeig bevacizumab kot 21,1% (89/422) twv acbevmv édafay 13
1N meprocdtepeg d6oelg bevacizumab.

To kOp1o Telkd onpeio Nrav n ddpkewa enPioong. Ta anoteréopato Ttapovslalovial GTov
Mivaxa 12.

Mivoxag 12. TTOVYEI0 ATOTELEGRATIKOTNTOS Y0, TN doKkiun) E4599
Xkéhog 1 Xkéhog 2
Carboplatin/ Carboplatin/IToxhta&éin +
Moxhra&éln bevacizumab
15 mg/kg o @opa kaOe
3 efoopaodsg
Ap1Buo6g acbevov 444 434
2uvolkn emBioon
Aldpecog ypdvoc (Uveg) 10,3 12,3
ZyeTikOG Kivouvog 0,80 (p=0,003)
95% ClI (0,69, 0,93)

EmBioon yopic e&EMEn g

vOOOUL

Aldpecog ypdvoc (Uveg) 4,8 6,4

ZyeTkOG Kivouvog 0,65 (p(<0,0001) )
95% CI (0,56, 0,76

ZUVOMKN OVTOTOKPLoN

IMocooto (%) 12,9 29, 0 (p<0,0001)

Yg o S1epeuvnTIKy ov@ivom, to g vocovtov bevacizumab ot v OSanodvOnke pikpdtepo oty
VTOOLAS0 TV 06OEVAOV 01 070101 dEV ElYOV 0OEVOKAPKIVOUA IGTOAOYING.

BO17704

H doxyn BO17704 fitav o toyotomompévn, dimhd toein dokun edong II tov bevacizumab ce
ovvdvaoud pe  cisplatin kot tn yepotrtafivn évavtt elkovikod Gapuakov, clomlativig Kot
vepotafivng o acbeveig pe tomucd mpoywpnpévo (Xtadiov I pe petactdoelg Aeppadévaov
vreprAeWiov POOpwv 1 Le KoKoNONG TAELPITIKT) GLAAOYN 1] TEPIKAPIIOKT GLUAAOYN) N
KpokvTTOPIKS Kopkivo tov mvedpova (NSCLC) ektdc omd emkpotodoa 16TOAOYI0 £K TAAK®OIDV
KUTTAP®V, 01 07001 gV eiyav AdPet Tponyovuevn ynuetodeparneio. To kOplo TeAKO onueio TV M
PFS, ta devtepevovta teElkd onueia yia tn dokyun cvumepiéhapay tn ddpkeia g OS.

Ot acOeveic Tuyoomomdnkay oe ynuetodepaneio pe mhotivn, cisplatin 80 mg/m? evdopiéfia éyyvon
v nuépa 1 kot yeporraPivy 1250 mg/m? pe evéopréPra éyyvon Tic nuépeg 1 kar 8 ke khchov

3 efdopadmv péypt 6 koxiovg (XN 1 XTI o cuvévacud pe bevacizumab ce o 66om 7,5 1 15 mg/kg
evBoeAEPLOg Eyyvong v nuépa 1 kabe kvxhov 3 efdouddmv. Zta okéAn mov wepieiyav bevacizumab
gmpdnnke otovg acbeveig vo Adfovv bevacizumab wg povobepancio kébe 3 efdopnddeg mg tnv
eEEMEN ™ vooov N un amodektng To&ikotntac. Ta armotedéoparta tng dokiung detyvouv 61t 10 94%
(277/296) TV katdAAniov acBevodv yia Evtaén cuvéyicav va Aaufdvovy povobepaneio bevacizumab
otov KOKAO 7. 'Eva vynlo mocootd acbevav (nepinov 62%) cuvéyicov va Aappdvouvy moikileg
avTIKOPKIVIKEG Bepameieg un Kabopiopéveg pe Tp@tdKoAAo, o1 0Toieg TOAVOV VoL EYOVV EMMTOON
o™V avdivon g OS.
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Ta otoyeio amoteleouatikotnTog mTapovstdlovtol otov [ivaka 13.

Hivaxag 13. Xrovysio amoteieopotikoTnTog Yo ™ ook BO17704

Cisplatin/ Cisplatin/
I'epovrafivn+ I'eporrafivn +
Cisplatin/ bevacizumab bevacizumab
I'eporrofivn+ 7,5 mg/kg 15 mg/kg
ELKOVIKO 1 popd kGBe 1 popd xaOe
QOapproKo 3 efoopaodsg 3 efoopaodec
ApBpog achevaov 347 345 351
EmBioon yopic e£EMEN_ g vocov
. . , 6,1 6,7 6,5
AlGpeGOC YpOVOG (UNVEQ) (p = 0,0026) (p = 0,0301)
2yetucog Kivouvog 0,75 0,82
[0,62, 0,91] [0,68, 0,98]
KoAvtepo 060616 GLVOAIKNG 20,1% 34,1% 30,4%
avTamoOKpLong* (p< 0,0001) (p=0,0023)
* aoevei e peTpiioun voco katd tnv Evapén
Yvvolkn emiPioon
. . . 13,1 13,6 13,4
Alapecog xpovog (Hnveg) (p = 0,4203) (p = 0,7613)
2yeTIKOG Kivovvog 0,93 1,03
[0,78, 1,11] [0,86, 1,23]

Ocpancio mpaig ypopuns tov un mhoaxwoovs NSCLC ue evepyomomrinés uetallateis too EGFR oe

ovvovaouo ue erlotinib

JO25567

H perétn JO25567 Ntov Lo TuoyooTom eV, aVoLKTG ETIGTLOVOTG, TOAVKEVTPIKT @dong Il pedét
7ov o1eéNyOn oV lomovia yio va 0E10A0YAGEL TNV ATOTEAEGLATIKOTITO KOL TV AGQAAELN TOV
bevacizumab wov yopnynOnke o€ cuvdvacuod pe erlotinib og acBeveic pe un Thaxddeg NSCLC pe
evepyomomTikeg petaAlaéec tov EGFR (Swaypagn e€oviov 19 1 petdAraén e€oviov 21 L858R), ot
omnoiot dgv giyov AaPel Tponyovuéveg cuotnuatiky Oepancia yio otadiov HHIB/IV 1 vrotpomidlovoa

vOGO.

To xOp1o KataAnkTkd onueio g perétng frav n PFS Bdoet a&oloynong amd aveEdptnn apyn.
Agvtepedovta KaToANKTIKG onueio cvureptidupavay v OS, 10 1060610 AVTUTOKPIGNC, TO TOGOGTO
EAEYYOL TNG VOGOV, TNV OLAPKELN TNG AVTATOKPLONG KOl TV ACQAAELD.

H xatdortaon petdiriaéne tov EGFR mtpocdiopiotnke yio kabe aclevi Tpv amd tn SoAoyr ovTtdv Kot

154 acBeveic ToyoomomOnkay va Adpovv eite erlotinib + bevacizumab (erlotinib 150 mg am6 tov

otopoTog nuepnoimg + bevacizumab [15 mg/kg evéoeréPia ke 3 efdouadec]) N povobepameio e
erlotinib (150 mg am6 tov otépatoc nuepnoing) uéxpt v e£EMEN g vosov (PD) 1 tv eupdvion pn
amodek TG ToékdTNTaG. XE Tepintwon un epnedviong PD, 1 dtokonr EvOg Qapudkov TG Vo HEAET
Oepoameiog oto okéhog erlotinib + bevacizumab dev amaitovce ) 610KOTH TOV GALOL OPUAKOV THG
VIO pehétn Bepamneiog OT®G 0p1lOTV GTO TPMTOKOAAO TNG UEAETNG.
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Ta dedopéva amoterecuatikdtnrog mapovsidlovion otov [ivaxa 14.

Hivokag 14. Ag00UEVO, 0TOTEAECRATIKOTNTOS Y10 T doKkiun JO25567
Erlotinib Erlotinib +
N = 77% bevacizumab
N = 75%
PFS™ (wiveg)
Adpecog 9,7 16,0
HR (95% CI) 0,54 (0,36, 0,79)
Tym-p 0,0015
Yvvolkd TT0606TO avtamdKplong
Hocooto (N) 63,6% (49) 69,3% (52)
Tym-p
0,4951
Yvvolkn emPioon* (uveg)
Atdipecog 47,4 47,0
HR (95% CI) 0,81 (0,53, 1,23)
Tyn-p 0,3267

# Zvvolikd 154 acbeveic (kotdotaon Asitovpyworag katd ECOG 0 1 1) tuyaomomifnkay. Qotdco, 00 and tovg
TUYOLOTOM LLEVOVG 0.G0EVEIG SIEKOWOV TN GUUUETOYN OTN LEAETN TPV OO TN ANYN onotacdnmote vd pehén Oepomeiog.
N ToeAn, emoveéétaon and ave&apt apyn (KOpta avdivon kabopiopévn Pacel TpOTOKOALOL).

* Atgpevvntiky avdlvon: v tedkn avéivon mg OS oto cut-off tov Khvikav dedopévov otig 30 Oktoppiov 2017,
nepimov 59% twv acbevav iye mebdaver.

Cl, Avdompa Epumiotostvng; HR, Avaloyio kivdbvov omd pn otpopatorompuévn aviivon tolvdpounong Cox,; AE, dev
emrtevyOnke.

Hpoywpnuévoc kai/n petaoratikoc kopkivog veppwv (MRCC)

To bevacizumab e cvvdvaouod ue vieppepovy dlpa-2a yio. t Oepomeio TpOTHS YPOUUNS aoOevdV e
TPOYWPNLUEVO Kal/T| UETAOTATIKO Kapkivo veppwv (BO17705)

Mua, toyotomomuévn, SmAd TveAn puekét eaong I, n owoio dte&nybn Yo va aloroynoet v
AMOTEAECUATIKOTNTA KOl TV ac@dAela Tov bevacizumab og cuvdvacud pe wtepeepdvn drepa-2a
(IFN) évavtt povo IFN dAga-20 og Tpdtng ypauung Bepaneio 6Tov TpoympnUéVo Kov LETOOTATIKO
Kapkivo veppav. Ot 649 tuyatonompévor acbeveic (641 éhafav aywyn) eixov eLoiky Katdotoon
koté Karnofsky (KPS) > 70%, ywpig petactdoeis oo KNX kon emapk Aettovpyio tmv opydvov. Ot
acBeveic vroPAnOnKay oe veppektoun yio tpotonafdég veppikd Kapkivopa. Xopnyndnke
bevacizumab 10 mg/kg kabs 2 gfdopddeg péxpt v e€EMEN ™ vosov. Xopnyndnke IFN dloa-2a
uéypt 52 efdopddeg i puéxpt v e€EMEN ¢ vOGOL 6N cLVIGTOUEVT apyIkn 60om Tev 9 MIU tpeig
©OpEG TNV EROoUGON, EMtTpETOVTAG el TG 06ong oe 3 MIU tpeig popég v efdopdda og dvo
otadia. Ot acbeveig daotpopatodnkayv avdioyo pe ™ xdpa ko ) Pabuoloyia Motzer kot ta
Oepamentind okéAN £d€1Eav OTL NTOV GE KOAN 1GOPPOTIO. LUE TOVG TTPOYVMOGTIKOVE TAPAYOVTEG.

To kOp10 KataAnkTikd onueio g doxung nrav n OS, pe eMTAEOV SEVTEPELOVTO KATAANKTIKA CTUEI
ovunepthapBavousvng g PFS. H tpocstnkn tov bevacizumab otnv IFN-dA@o-20 avénoe onuoviika
70 PFS ko1 T0 T0G0GTO OVTIIKEWEVIKNG AVTOTOKPIOTG TOL OYKOV. AVTA TO, ATOTEAEGUATO EXOVV
emPeforwbel péco pog aveEdpTnTng aKTIVOLOYIKNG avackonmnong. Eviovtolg, n avénon tov khplov
KotaAnktiko onueiov g OS kotd 2 univeg dev rav onpoviky (HR 0,91). Yynio mocootd
acOevav (tepimov 63% IFN-gikoviko edpuako, 55% bevacizumab/IFN) élafe petd to télog g
SOKIUNG, TOKIAEG UN KaBOopIoHEVEG aVTIKOPKIVIKEG Oeparneiec, cuumeptlapfoavopévov
OVTIVEOTAOCLLOTIK®Y TApOyOVTmV, ol onoiotl Thavov va iyav emintwon oty avdivon g OS.
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Ta ototyeia amoteleopatikdtnTog Tapovsialovtal otov Ilivaka 15.

Mivokag 15. YTo1yEl0 ATOTEAECHATIKOTNTOS Yo T doxiun) BO17705
BO17705
Ewoviké pappaxo+ IFN? BV® + IFN?
Ap1Bpdg acbevav 322 327

EmBioon yopig EEMEN g voGoL

Atdpeon (pniveg) 54 10,2
YHETIKOG Kivouvog 0,63
95% ClI 0,52, 0,75

(T p < 0,0001)

IMocoo1o avtikeevikng avtandkpiong (%) oe
acbeveig pe petpnoyn voco

n 289 306

[Mocootd aviamdrpiong 12,8% 31,4%

(i} p < 0,0001)

2 Interferon dApa-20 9 MIU 3 @opéc/eBdopdda
b Bevacizumab 10 mg/kg wa @opé ka0s 2 efSonadeg

Yvvoaikn emPioon

Atdpeon (pveg) 21,3 23,3
YyeTkog kivduvog 0,91
95% ClI 0,76,1,10

(i p 0,3360)

"Eva. d1epevvntikd moAvmopoyovtiko Hoviédo madvdpounong Cox pe avtictpopn emiioyn
TPOGIOPIOE OTL O1 TOPAKAT® TPOYVOGTIKOL TAPAYOVTEC KATA TNV £vapEn TG UEAETNG GVOYETIGTNKOV
woyvpd pe v emiPioon ave&aptnto and T Bepaneia: EOAO, POPTIO AEVKOKVLTTAPWOV, ATDOAELN
COUOTIKOD BAPOvg 6ToVg 6 uveg mpv v Evialn ot doKuy, aplfuds LETUCTATIKMOV EGTIMV,
GOpotopa péyiotav dropétpmv otig fAapec-otoyovg, Pabuoroyia Motzer. H mpocapuoyn avtdv tov
TOPAYOVTIOV EiYE O OMOTEAEGUA TN UEI®OT TOV oYETIKOV Kvdvvov oto 0,78 (95% CI [0,63, 0,96], p =
0,0219), vrodnidvovtog peimon katd 22% ctov Kivduvo BavaTov yio tovg acbeveic 610 6KELOG
bevacizumab+ IFN Glpa-20 cuykpitikd pe to okédog IFN dleoa-2a.

Evevivta entd acBeveig 6to oxéhog g IFN dAga-2a kon 131 acbeveic oto okélog tov bevacizumab
ueimoav ™ 6601 g IFN-dApa-2a and 9 MIU ce 6 gite oe 3 MIU tpeig popéc v efdoudda 6mmg
npokabopiotnke oto TpwtoékoAro. H peimon doong g IFN dApa-2a dev €de1&e va emnpedlel Tnv
QOTEAECLATIKOTI T TOV GLVSLOoHOD pe bevacizumab+ IFN diea-2a Bdcel Twv Tocootdv Tov PFS
yopic coppdvta, 0nTmG amodeiydnke omd v avaivon vroopdadoc. Ot 131 acheveic 6t0 okélog
bevacizumab + IFN dlea-20 mov peiocav kot dtoetipnoay ™ d6on IFN dhea-2a o€ 6 1 oe 3 MIU
KaTd T S1GPpKELD TG DOKIUNG, TOPOLGIOGAY TOGOGTA 6Uunvov, 12pumMmvou kot 18univov PES yopic
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ovpupavta 73, 52 ko 21% avtiototya, cvykprtikd pe 61, 43 ko1 17% 610 GLVOAIKO TOGOGTO TMV
acOevdv mov Adpupavav bevacizumab + IFN dApa-2a.

AVF2938

Toyoromompévn, dSmAd TvEAN KAvikn dokiun eaong Il n oroia diepevdvnoe ) ypron tov
bevacizumab 10 mg/kg og docoroyikd oynua 6vo efdopddwv pe TV ida ddon bevacizumab ce
ovvdvaoud pe 150 mg erlotinib nuepnoing, oe acbevei pe 61000YOKVTTOPIKO HETOGTATIKO KAPKIVO
veppav. To oivoro 104 acBevav ToyaomomOnkay yia Bepancio € ot T oKy, o1 53 pe
bevacizumab 10 mg/kg kd0e 2 efdopddeg kar ewovikd eappoko kot 51 pe bevacizumab 10 mg/kg
KG0e 2 efdopadeg kan erlotinib 150 mg nuepnoimg. H avdlvon tov kbplov Kotodnktikod onueiov dev
£0e1&e Sropopd petal&d tov okélovg bevacizumab + gucovikod @oppdkov Katl Tov oKkEAOVG
bevacizumab + erlotinib (diaueon PFS 8,5 évavtt 9,9 punvec). Enta acbeveic og kabe orélog giyov
QVTIKELUEVIKT avTomokpion. H mpooBnkn tng erlotinib oto bevacizumab dev giye wc éxPaocn
Beltiomon ot v OS (HR = 1,764, p=0,1789),  d1dpKeia ¢ avTIKEWEVIKNG avtarndkpiong (6,7 Evavtt
9,1 unveg) N to xpdvo éwg v EEMEN TV cupmtopdtov (HR = 1,172, p = 0,5076).

AVF0890

H doxcyn) pdong 11 rav tuyotomompévn, n onoia d1eEnydn yio va cuykpifet 1 amoteAecpaTIKOTTO
Ko 1 acedreto tov bevacizumab évavtt tov sikovikod eappdkov. ‘Eva cvvoro 116 acbevadv
Tuyatomomonkay yio va Adfovv bevacizumab 3 mg/kg kébe 2 fdopadeg (n=39), 10 mg/kg kabe 2
gfdopadeg (N=37), N ewoviko eappoko (N=40). Mia evdidueon avalvon édeie OtL VIPEE GNUOVTIKN
ToPATOeN TOL ¥POVOL £mg TV eEEMEN TS vooou oty oudada tov 10 mg/kg oe chykpion pe v
OUAda TOV EIKOVIKOD QOppaKov (oyetikdg kivovvog, 2,55, p<0,001). Yrnpée wa pikpr dtapopd
oplakng onuaciog, Letad Tov xpdvov £mg Ty eEEMEN g vOcoL otny oudda tawv 3 mg/kg kot auto
oTNV OUAS0 TOV EIKOVIKOD QapPUAKOL (O)ETIKOG Kivouvog, 1,26, p=0,053). Técoepeic acbeveig siyav
QVTIKEWWEVIKT (LEPIKN) avTomOKplon Kot OAot eiyav AdPet d6on twv 10 mg/kg bevacizumab. H
OGUVOAIKT OVTIKEWEVIKT avardkpion yia T 66om 10 mg/kg fitav 10%.

EmOnliaxoc kopxivoc twv wofnkwv, kapkivoc Ty waywymy, 11 mIpwtorabinc Kopkivoc Tov
TEPITOVOIOD

Apyixn Oepomeio kapkivov woBnkwv

H acedleia ko 1 amoteAeouatikodtnta tov bevacizumab oty apykn Opomeia (Front-Line) tov
aclevov pe emOniokd Kapkivo Tov wobnkdv, Kapkivo Tov oayoydyv, | Tp@tonadn KopKivo Tov
neprrovaiov_peletnOnkov o dvo peréteg eaong I (GOG-0218 ko BO17707) 6mov a&rohoyndnke n
gnidpaon ¢ tpocbnkne tov bevacizumab ce xapBomhativn katl makitaEéAn o GOyKpIoN UE TO
oynua ynuelodepomeiog uovo.

G0OG-0218

H peAémm GOG-0218 frav pe edong I molvkevtpikn, TUXOLOTONIEVT, SUTAN-TOQOAN, EAEYYOUEVT LE
EIKOVIKO PAPLOKO, LELETT TPLOV oKEADY OOV a&loloynOnke 1 emidpacn g Tpocshnkng Tov
bevacizumab og gykekpipévo docoroyikd oynue ynueodepanciog (kapBomiativny kot TokAMToEEAN) o8
acOeveic pe mpoywpnuévo (otadia I B, 1 C kot IV pe Baon v €kdoon ctadiomoinong katd FIGO
pe nuepounvia 1988) embniiokd kapkivo @V 00ONKOV, KOPKIVO TOV 0ay®mY®V, | TpOTOTAON
Kapkivo Tov mepttovaiov.

O1 aoBeveic Tov eiyov AaPel Tponyoduevn Bepaneio pue bevacizumab 1 Tponyoduevn cuotnuotikn
AVTIKOPKIVIKY Ogpameia yio Tov KapKivo Tov wodnkev (t.y., ynuelobepaneio, Oepaneio pe
LOVOKAMVIKA avTio®uoto, Oepameio e avaoTorelc TUPOCSIVIKNG KIvaonc, | opuovobepameia) 1
TPOTYOVUEVT OKTIVOOEPUTEIN GTNV KOIAMOKT ¥DPO 1] GTNV TOEAO, ATOKAEIGTNKAY 0T TN UEAETT.
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Yvvolikd 1873 acOeveic TuyatonomOnkav o iceg avaroyieg ota akdAovdao 3 okéln:

. Yxéhog CPP: TTévte kiKhot eikovikod papudkov (Egkiviioav otov KukAo 2) 6e cLVLOCUO e
kapPomiartivn (AUC 6) kot maxhta&édn (175 mg/m?) yio 6 khkhovg mov akolovdeiton amd
EIKOVIKO PApLOKO povo, Yo OVoro Emg Kot 15 pnveg Bepaneiog

. Ykéhog CPB15: TTévte kokhot bevacizumab (15 mg/kg pa opd kabe 3 efdopddeg Eekivnoay
oTov KOKAO 2) o€ cuvdvacud pe kapPomrativy (AUC 6) kot moxdtacéin (175 mg/m?) ya
6 KOKAOVG TOV AKOAOVOEITOL OO EIKOVIKO PAPLAKO LOVO, Y10 GOVOLO £mG Ko 15 prveg
Bepamneiog

. Yxéhog CPB15+: TTévte kirhot bevacizumab (15 mg/kg o popd kébe 3 efdouadeg Eekivnoay
oToV KOKAO 2) o€ cuvdvacuo pe kapPoriativy (AUC 6) kot mtoxAitag&édn (175 mg/m2) yia
6 KOKAoLG TOL akolovbeital amd cuveyn yoprynom Tov bevacizumab (15 mg/kg o opd kabe
3 efoopadec) og povobepameia yio chvoro £wg kot 15 puiveg Oepamneiog

H meloymoio v acBevav mov cuumeptAenkay ot pedétn frov Asvkég (87% kot ota 3 okéAN),
dtapeon niio frav 60 £t ota okén CPP ko CPB15 kot 59 £t 610 CPB15+ okéhog ko 29% tmv
acOevov oto CPP 11 CPB15 ka1 26% oto CPB15+ fitav wéve amd 65 £tn. Zvvoiikd mepimov o 50%
tov acBevov giye GOG PS 0 oty évapén, 43% GOG PS 1, ka1 7% GOG PS 2. O ngpiocdtepeg
acBeveig giyav emOniiokod kapkivo tov wobnkav (82% oto CPP ka1 CPB15, 85% oto CPB15+) mov
akoAovbeitorl and Tpmtonadn Kapkivo Tov meprrovaiov (16% oto CPP, 15% oto CPB15, 13% 10
CPB15+) ka1 kapkivo tov oaywnyodv (1% oto CPP, 3% oto CPB15, 2% oto CPB15+). H nAcioynoeia
TV acbevdv giyav 16ToAoYIKOD TOHTOV 0pddes adevokapkivopa (85% oto CPP kot CPB15, 86% o1o
CPB15+). Zvvolika mepinov 1o 34% tov acbevav otadiov I katd FIGO eiyov BéAtiom oykopsioon
Kol [LOKPOGKOTIKT] VITOAEWUOTIKY voco, 40% ctadiov I giyav vro-Bértiot oykoueimon, kot 26%
ntav acBeveic otadiov IV.

To npwtevov kataAnktiko onueio nrav to PFS Bacet a&loddynong g e&€EMEnG ¢ vocou amd Tov
€PELVNTN TOVL PAGIOTNKE GE AKTIVOAOYIKEG CUPDGELG 1) oTa emineda Tov CA 125, 1} o cupmTOUATIKA
emdeivoon cOpemva pe to Tpetdékoiro. Emmiéov, die&nydn pia tpoxabopiopévn avéivon
a&loldynong dedopévav 1 onoia e€aipece ta cupfauatao e£EMENG ¢ vocou e Baorn to CA-125,
KkaOd¢ emiong kot po aveEdptnn avackonnon tov PFS, 6nmg kabopiotnke amd Tig akTivoloyikég
COPDOELS.

H peAétn néruye tov npmtevovta 6tdyo g Peltimong tov PFS. e cuykpion ue acbeveic mov rafav
ayoyf pe ynueobepaneio (kapBomrativn kot takAta&EAn) povo oty apykn Oeponeio (Front-Line),
ot acbeveic mov éhaPav bevacizumab og d6om Twv 15 mg/kg o opd kabe 3 fdopddeg o
ovvdvaoud pe ynuelobepomeio ko cvvéyioay va AauBdavovy bevacizumab povo (CPB15+), giyav
KAWVIKG GNUOVTIKY KO GTOTIOTIKG onpuavTtiky feltioon oto PFS.

e acbeveic mov Elafav povo bevacizumab oe cuvvaoud pe ynueobepameio Kot dev cuvéyioay va,
Aappavovy bevacizumab uévo (CPB15), dev mapatnprinke kovévo onuavtikd KAvikd 6Qelog 6To
PFS.

Ta anoteAéopoto avtg g LeAég cuvoyilovial otov [Tivaka 16.

Hivakag 16. Xtoiysio aroteleopatikotTnTog amé T perétny GOG-0218

EmBionon yopig EEEMEN g Nocov?
CPP CPB15 CPB15+
(n=625) (n=625) (n=623)
Atbpeoo PFS (unveg) 10,6 11,6 14,7
Yyetkdg Kivovvog (95% 0,89 0,70
Cl?2 (0,78, 1,02) (0,61, 0,81)
Tw-p >4 0,0437 <0,0001
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IT0G0GTO AVTIKEEVIKNG OVTOMOKPLOTC
CPP CPB15 _
(n = 396) (n = 393) CPB15+ (n =403)
o ,
% ac0evdv He 63,4 66,2 66,0
OVTIKEEVIKT
ovTOmTOKPLoN
Twn-p 0,2341 0,2041
Tvvoiikr emiPimon ©
CPP CPB15 CPB15+
(n=625) (n =625) (n=623)
Atdpeon OS (unveg) 40,6 38,8 43,8
o 0
?IC;TZ‘KOG Kivduvog (95% 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
Twn-p 3 0,2197 0,0641

L Avédwon yio to PFS xofopiopévn amd to tpotokorlro GOG, chupmvo pe aéoldynon amd tov epsovnti (Sev e€onpéOniay
g€eli&elc g vooov pe Paon to CAL25 ovte £ywvav eapéaetg yio NPT mtpv v e&EMEN g vOG0oV) e dedopévo. e
KOTOANKTIKN Npepounvia g 25" defpovapiov 2010.

2 TuyKpITIKG PE TO GKEAOG EAEYXOV. ZTPOUOTOTOMHEVOG GYETIKOS KivaVOC,

3 Movémhevpn log-rank tyui-p

4 Yroxerton og 6p1o thg tiung-p tov 0,0116.

5 AcOeveig pe petpioiun voco oty £vapén.

8 Tehkry avéAvon ETPI®ON mpoypatonomdnke 6tav To 46,9% tov acdeviv cixe anoPidost.

[IpokaBopiopéveg avarvoelg tov PFS dienybnoav, 0leg pe kataAnktiki nuepounvia g 29mg
XentepPpiov 2009. Ta anoteAEGUATO AVTOV TOV TPOKAOOPICUEVOV OVAADGEDV EXOVV MG EENG:

*  H xaBopiopévn amod 1o mpmtdéxoilo avilvon tov PFS 6nmg avtd agloloynnke and tov
epevvn (Yopic va e&apeitan  e£€MEN g vooov pe Baon 1o CA-125 v ) Bepomeio extog
Tp®ToKOALOL[NPT]) deiyvel £va otpmpotomomuévo oyetiko kivévvo 0,71 (95% CI: 0,61-
0,83, povomievpn log rank tyum-p < 0,0001) 6tav to CPB15+ cuykpiveton pe to CPP, pe
owapeco PFS 10,4 pnves oto okéhog CPP kan 14,1 piveg oto okéhog CPB15+.

*  H apotapykn aviivon tov PFS 6mtmg avtd alloroyndnke amod tov epguvnt (e€atpébnkav ot
e€eli&elg e vooou e Baon to CA-125 M 1 Bepoameia extdc TpTokOALOV[NPT]) deiyver Eva
OTPOUATOTOMUEVO GyYeTIKO Kivduvo 0,62 (95% CI: 0,52-0,75, povomievpn logrank tyun-p <
0.0001) 6tav to CPB15+ cuykpivetat ue 1o CPP, ue didpeco PFS 12,0 urveg oto okélog
CPP «an 18,2 punveg oto okéhog CPB15+.

*  H avélvon tov PFS 6mtmg epunvevutnke amd tv aveEaptn enttponn a&tordynong (n NPT
e€oupidnke) deiyvel £va otpopoTomomuévo oyetiko kivévvo 0,62 (95% CI: 0,50-0,77,
povomievpn logrank tyum-p < 0,0001) 6tav to CPB15+ cuykpivetar pe to CPP, pe dudpeco
PFS 13,1 10 okéhog CPP kot 19,1 prveg oto okéhog CPB15+.

H avéivon vroopddwv yia 1o PFS avdioya pe 1o 6Tdd10 TG VOGOL Kot TNV KATAGTOoT TG
oykopeiwong cuvoyifovtat otov Ilivaka 17. Avtd ta aroteléopata deiyvovv evpmaotia 6TV
avaAiven tov PFS, énwg eaivetol otov IMivaka 16.
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Iivaxag 17. Anoteréopota PFS! avéroya pe To 61610 vOG01 KO TNV KOTAGTAON OYKOpEIMONG
(Debulking status) azé g Mehétn GOG-0218

Toyolomompévor acdeveic pe voco otadiov I mov eiyov Bédtiom oykopeioon 23
CPP CPB15 CPB15+
(n =219) (n=204) (n=216)
Adpeco PES (unveq) 12,4 14,3 17,5
Tyetkog Kivévvog (95% 0,81 0,66
Cn* (0,62, 1,05) (0,50, 0,86)
Tuyoionompévor acdeveic pe voco otadiov I mov eiyav vd-Pértio oykopsinon®
CPP CPB15 CPB15+
(n=253) (n = 256) (n=242)
Atdpeco PFS (unveg) 10,1 10,9 13,9
Tyetucos Kivovvog (95% 0,93 0,78
cn* (0,77, 1,14) (0,63, 0,96)
Toyoomompévol acbeveic pe voso otadiov IV
CPP CPB15 CPB15+
(n=153) (n=165) (n=165)
Atdpeco PFS (unveg) 9,5 10,4 12,8
Yyetucog Kivovvog (95% 0,90 0,64
cn+ (0,70, 1,16) (0,49, 0,82)

L Avédwon yio to PFS xofopiopévn amd to tpotokorlro GOG, chuepmvo pe aéoldynon amd tov epsovnti (Sev e€onpéOniay
e€elielc g vooov pe Paon to CAL25 obte £ywvav eapéoeig yio NPT mpv v e&EMEN g vOoov) e dedopéva. pe
KOTOANKTIKN Npepounvia g 25" defpovapiov 2010.

Mg pOKPOGKOTIKY) VIOAEWUHOTIKY VOGO.

33.7% 1ov cVVOALKOD TVYAOTOMUEVOL TANBVGHOD acbevdv eiyav voco otadiov IIB.

4TyetilOUEVO pE TO GKENOG EAEYOV.

BO17707 (ICON7)

H BO17707 fitav pio edong 1L, 300 oKkeA®dV, TOAVKEVIPIKY], TUYOLOTONLEVT], EAEYXOUEVT], OVOIKTNG
EMONUOVONG LEAETN TTOV GUYKPLVE TNV ETIdpaoT TN TpocOnkng tov bevacizumab oty kapforiativn
Kot v makMragédln o acOeveig otadiov I 1 IIA katd FIGO (Babuov 3 1 dtavyokvttopticon
16T0A0Y1IKOV TOTOV povo, N = 142), Y otadiov 1B - 1V katd FIGO (0 wv tov abudv kot OAov Tov
1oTohoYIK®V TONT®V, N = 1.386) o¢ acbeveig pe emOnAioko kapkivo Tov ®odnKdV, Kapkivo tmv
®OOYOYOV, | TPOTOTOON KapKivo Tov tepttovaiov uetd amd yepovpyikn ensppacn (NCI-CTCAE
ékdoon 3.0). Tt perét ypnopomomdnke 1 éxdoon otadionoinong katd FIGO pe nuepounvia 1988.

O1 aoBeveic Tov eiyov AaPel Tponyoduevn Bepaneio pue bevacizumab 1 Tponyoduevn cuotnuotikn
AVTIKOPKIVIKY Oepameia Yo Tov KapKivo Tov @odnkav (1.y., ynuetobeponeio, Oepaneio pe
LOVOKAMVIKA avTIo®poTo, Oepameio Le avaoTOAEG TUPOSIVIKNG KIVAoNc, 1| oprovobepaneia) 1
TPOTYOVUEVT OKTIVOOEPUTEIN GTNV KOIAMOKT YDPO 1] GTNV TOEAO, ATOKAEIGTNKAY 0T TN UEAETT.

Yvvolka 1.528 acbeveig Tuyotomomniay oe ioeg avoroyieg ota akdiovba d00 oKEAN:

+  Xkéhog CP: KapBomrativn (AUC 6) kot maxitacéAn (175 mg/m?) yia 6 kdxdovg Sidpketog
3 efoopadmv

«  Xkéhog CPB7.5 +: KapBorhativny (AUC 6) ko maxitacéin (175 mg/m?) yia 6 kdxAovg twmv
3 gfdopadwv ko bevacizumab (7,5 mg/kg pia eopd kébe 3 efdonadeg) yio S1doTno EmG Kot
12 pnveg (to bevacizumab Egkivnoe otov KdKAO 2 TG ynuetobepaneiog, edv 1 Bepaneio
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Eexivnoe evtog 4 gfdopddmv petd amd yepovpyikn enépPaocn | otov KOk o 1 edv 1 Bepaneio
Eexivnoe o€ meplocdtepo amd 4 efOopade Letd T xepovpyikn enéupacn)

H mieioymoia tov acbevdv mov coumepidnednkay ot ueké frav Asvkég (96%), n didpeon niio
ntov 57 £t kot oto 500 okéAn Bepomeing, 25% tov acbevadv fTav 65 £t M mopamdve Kot Tepimov
50% twv acbevav giyav PS 1 katd ECOG, 7% tov acbevov og kabe okéhog g Bepameiog eiyov PS 2
katd ECOG. H mletoynoeio tov acbevav gixe emBniiokd koapkivo tav wobnkov (87,7%) tov
axoAovBeiton and Tpmtonadn Kapkivo Tov meptrovaiov (6,9%) kot kapkivo tov maywydv (3,7%) 1
évo, petypa ko oo Tig Tpelg mpoekevoelg (1,7%). Ot neprocdtepeg acbeveig fitav otadiov HI kot
FIGO (ko ota 600 68%) mov axoiovbeitar omd otadiov 1V koatd FIGO (13% «ai 14%), otadiov II
katd FIGO (10% ko 11%) kot otadiov I katd FIGO (9% xat 7%). H mheloyneia tov acbevav o
Kabe okélog Oepanciag (74% ko 71%) siyav eroyd dtapoporomuévoug (Babpov 3) tpotonadeig
oykovg oty évapén. H erintwon tov kdbe 16TOAOYIKOD VTOTLTTOL GTOV EMONAIKO KOPKIVO TV
®oONKOV NTav Tapopole LETOED TV Bepamevtik®v okeAmdv, 69% twov acbevav g kibe Bepamevticd
GKEAOG €LYV 1GTOAOYIKOD TOTOV OPMOES AOEVOKAPKIVMULAL.

To npwtevov kataAnktikd onueio nrav to PFS, 6mwg a&loloyndnke amd tov gpguvnti Ue ypnon
kpurnpiov RECIST.

H peAétn nétuye tov npmtevovta okomd g fertimong tov PFS. Xe ouykpion pe acbeveig mov
£éhafav Oepomeia pe ynuetobepomeio (koppomiativn ko moxitacéAn) uovo oty apyikn Bepameio
(Front-Line), ot acBeveig mov éhafoav bevacizumab o 6om tov 7,5 mg/kg po @opd kabe

3 eBdouadeg oe Guvdvocud pe ynuetodepameio kol cuvéyicay va Aaupdvovv bevacizumab yio émc kot
18 kvxhovg giyav otatiotikd onuavtikn Bektioon tov PFS.

Ta amoteAéopota avtng g ueAétng suvoyiloviat otov Ilivaka 18.

Mivokag 18. Yrovyeio amoteleopatikétnrog anod T pehétn BO17707 (ICONT)

EmBioon yopic EEEMEN tg Nocov

cp CPB7.5+
(n=764) (n =764)
Avdpeco PFS (pfvec) ? 16,9 19,3
Tyeticog Kivéuvog [95% Cl] 2 0,86 [0.75, 0,98]

(tyn-p = 0,0185)

ITocootd Avtikeeviknig Aviamokpiong

CP CPB7.5+
(n=277) (n=272)
[Mocootd AvtomoKpiong 54,9% 64,7%

(tiun-p = 0,0188)

Svvoikh EmiBioon?®

cP CPB7.5+

(n = 764) (n = 764)
Atbpeon (Mnveg) 58,0 57,4
Tyetukdg Kivduvog [95% Cl| 0,99 [0,85, 1,15]

(tyi-p = 0,8910)

1 T acbeveic pe petprioiun voco oy évapén.
2 Avélvon PFS mov a&lohoyOnke and tov epeuvnth pe dedopéva kotoAnktikhg nuepounviag g 30" Nogpppiov 2010.
8 Tehuen avéivon g OS dtav mepinov 1o 25% tov acbevdv onePince.
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H nportapyi avdivon tov PFS 6mwg a&loloyndnke amd tov epguvntn Ue 6£50UEVO UE KOUTUANKTIKY
nuepounvio g 28ng PePfpovapiov 2010 deiyvel Eva un oTpOUATOTOMUEVO GYETIKO Kivovvo 0,79
(95% ClI: 0,68 - 0,91, 2 mievpav log-rank tyun-p 0,0010), pe ddueco PFS 16,0 unveg oto oxéhog CP
wat 18,3 punveg oto oxéhog CPB7.5 +.

H avdivon vroopddwv yio to PFS aviloyo pe to 0tdd10 TG vOGo Kol TV KATAGTAGT TG
oykopeioong cvvoyifovtar otov [livaka 19. Avtd ta armoteléopata deiyvovv evpmartia GtV
avdivon tov PFS, 6mwg paiveton otov IMivoko 18.

IMivakoeg 19. Anotehéopato Tov PFS! avdloya pe 10 613310 V660V Kot TV KatdoTaon
oykougimong (Debulking status) amé g Meiéty BO17707 (ICONT7)

Tuyotomompévor acOeveic pe voco otadiov I mov giyov BéAtiotn oykopeimon 23

CP CPB7.5+
(n =368) (n=383)
Adpeco PFS (unvec) 17,7 19,3
Tyetikdg kivdvvog (95% CI) 4 0,89
(0,74, 1,07)

Tuyotonompévor acbeveic pe voco otadiov I mov iyav vo-Bétiot oykopsinon

CP CPB7.5+
(n=154) (n =140)
Avdpeco PFS (unveg) 10,1 16,9
Tyetikdg kivdvvog (95% CI) 4 0,67
(0,52, 0,87)
Toyoromomuévol acbeveic pe voéco otadiov IV
CP CPB7.5+
(n=97) (n=104)
Avdpeco PFS (unveg) 10,1 13,5
Tyetikdg kivdvvog (95% CI) 4 0,74
(0,55, 1,01)

L Avélvon yia to PFS, ooppava pe a&loAdynon amd Tov EpEuvnT e Sedopévo e KOTOANKTIKA NUepounvia tng
30ng Noepppiov 2010.

2Me | ywpic HOKPOGKOTIKY VIOAEYLHOTIKY VOGO.

$5,8% Tov GLUVOAIKOD TUYAOTOWUEVOL TANBVGLOD acevdV eiyav voco otadiov I1B.

A¥yeTilOpevo pe To oKELOG ELEYYOV.

Yrotpomal{wv kopxivog woBnrwv

H acpdieia kot 1 omotedecpatikdtnTo ToV bevacizumab ot Ogpomeia Tov vrotpomaloviog
emONALOKOD KOPKIVOD TV ®OONK®V, TOL KAPKIVOL TOV 0ay®Y®Y 1 TOL Tp®Tomafols KapKivov Tov
nepirovaiov peretiOnke oe tpeig peréteg eaong I (AVF4095g, M022224 ka1 GOG-0213) e
dlopopeTikong TANOLGLOVC acBevdv Kot yNUeE0DepATEVTIKG GYNUATO.

. H perémn AVF4095g a&loddynoe TV omoTeEAEGUATIKOTTA Kot TNV ac@dieio Tov bevacizumab
o€ cuvdvacud pe kappomhativn kot yepottafivn tov akoiovdeiton amd bevacizumab wg
uovoBepomeio og acbeveic pe mlotvoevaicOnto vrotponidlovra eminiiokod Kopkivo TV
®ONONK®V, KAPKIVo TOV OOyOYOV 1 Tp®TOTHON KOpKivVo TOV TEPTOovaiov.

. H perém GOG-0213 a&loAdynoe TV omoTEAEGUATIKOTTA Kot TNV ac@dieio Tov bevacizumab
og ovvovaoud pe kappomiativy kot TokAttagédn, Tov akolovOsitol and bevacizumab wg
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povoBepaneio og acbeveig pe vrotpomalovto TAATIVO-gvaicOnto emOnAlokd Kapkivo Twv
®oNK®V, KaPKivo TOV ®AYOYdV 1| Tp®TOTNOY| KapKivo TOL TeptTovaiov.

. H perlétn M022224 a&loAdynoe v 0moTEAECUATIKOTITA Kot TV ao@diela Tov bevacizumab
G€ GLVOLOGUO LE TOKAITOEEAT], TOTOTEKAVT 1] TEYKVAIOUEVT MTOGOUKT] H0E0povPikiv o€
acbBeveic pe avBektikd otnv mhativa vrotpomdlovta emONALOKO KapKivo TV ®oNKdV,
KOPKivo TOV maymymv 1 TpoTonad KapKivo Tov mepttovaiov.

AVF4095¢g

H aopdAeia ko 1 anotedeopotikotnta Tov bevacizumab ot Bepancio tov acbevav pe miativo-
gvoicOnto emBniiokod Kopkivo TV wodnkdv, Kapkivo TV aymy®dv, | TPOTOTaON Kapkivo Tov
mepTovaiov, o1 omoiot dev Eyovv AdPel Tponyovuevn ynuetodeparneia yio tnv vrotpomidlovsa voso 1
nponyovuevn Bepancia pe bevacizumab, pelethOnke og pia eaong I, toyoaomompévn, SUTAR-TVEAY,
ereyyOuevn pe eikovikd edppako perétn (AVF40959). H pedétn cvvékpve tnv emidopacn e
npocOnkng tov bevacizumab oty ynueobepaneio pe kapPforiativn ko yepottafivr kot
ovveyiCovtog pe bevacizumab wg povobBepaneio Emg v eEEMEN TG VOGOV, 6€ GYECN LE TN XOPNYNOoN
KkapPomrativing kou yepottafivng povo.

Movo ot ao0eveic e TEKUNPLOUEVO IGTOAOYIKO TOTO KOPKIvVOL moBNKOV, Tpmtomadn kapkivo Tov
TEPLTOVAIOL 1] KAPKIVO TOV 0ayydV, o1 omoiol vroTpomiacay > 6 pnveg petd omd ) ynueodepaneia
ue Pdon v mAativa kot wov dev glyav Aapetl ynuelobepameio otV VITOTOMALOVGA VOGO KAl OEV Elyav
AGPet mponyoduevn Bepameio e bevacizumab, 1| dGAiovg avaotoleic tov VEGF 1 otoyevuévong
mapdyovteg Tov vtodoyéa Tov VEGF, cupmepiinedniay otn perém.

"‘Eva 60voro 484 acBevav pe petprioun voco toyatonomdnkoy oe avaioyio 1:1 gite oe:

. KoapBomiativn (AUC4, Huépa 1) xon yeporraBivy (1000 mg/m? katd tig Huépeg 1 kot 8) kan
TAVTOYPOVA EIKOVIKO QapuoKko Kabe 3 efdopdoeg yia 6 £mg 10 khikAovg mov akolovbeitan amd
EIKOVIKO PapUOKO povo kdBe 3 efoopddeg uéypt v e£EMEN NG VOGOV 1 1N amodEKTNG
To&kdTNTOG

. KopBomiativn (AUC4, Huépa 1) xon yepotraBivn (1000 mg/m? katd tig nuépeg 1 ko 8) kan
tavtoypova to bevacizumab (15 mg/kg Huépa 1) kabe 3 gfdopddeg yia 6 £wc 10 khxkAovg mov
axoAovBOeiton and to bevacizumab (15 mg/kg ke 3 efdouddec) povo uéypt v eEEMEN g
VOGOV 1 [N ATOOEKTNG TOEIKOTNTOG

To npwtevov kataAnktiko onueio nrav n PFS mov Baciletal otnv a&loAdynon tov epevvnty
ypnowonoidvrag ta avabewpnuéva kprtple RECIST 1.0. EmumAéov katoAnktikd onueio
GUUTEPIAGUBOVAY TNV OVTIKEWEVIKT] OVTOTOKPLGT, TN O1EpKELD TG avTamdkpiong, T v OS kot v
acpdreio. Mia ave&aptn agloldyncn ToL TPOTEVOVTOC KATAANKTIKOD OTUEIOV TpayLoTonoOnKe
gmiong.

Ta amoteréopoto avtg g LeAémg cuvoyiloviat otov [Tivaka 20.

Hivakag 20. Yroyyeio amoteleopaTikOTNTOS TNG perétng AVF4095g
EmBioon yopic EEEMEN g Nocov
AZlohdynon epevvnt A&ordynon IRC
Placebo+ C/G Bevacizumab + Placebo+ C/G | Bevacizumab +
(n=242) CIG (n = 242) CIG
(n = 242) (n=242)
Aegv éyvay eEaupéoetg yio NPT
AGpson PFS 8,4 12,4 8,6 12,3
(nvee)
YyETIKOG Kivouvog
(95% CI) 0,524 [0,425, 0,645] 0,480 [0,377, 0,613]
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Tym-p

< 0,0001

< 0,0001

Eywav e€apéoeig yuo NPT

Atdpeon PFS
(nveq)

8,4 12,4

8,6 12,3

2yeTiKog Kivovvog
(95% CI)

0,484 [0,388, 0,605]

0,451 [0,351, 0,580]

Tym-p

< 0,0001

< 0,0001

ITocootd Avtikeluevikng Avtomdkpiong

A&oloynon gpevvnt

A&wordynon IRC

Bevacizumab + | Placebo+ C/G | Bevacizumab +
+ -
P'?ﬁefoz 42C)/ 6 C/G (n=242) CIG
(n=242) (n=242)
% acBevav pe
OVTIKELUEVIKN 57,4% 78,5% 53,7% 74,8%
AVTOTOKPLOT)
Twn-p < 0,0001 < 0,0001

Yvvoikn EmBicoon

Placebo+ C/G
(n=242)

Bevacizumab + C/G
(n=242)

Awgpeon OS
(veg)

32,9

33,6

TyeTIKOG Kivovvog
(95% CI)

0,952 [0,771, 1,176]

Tyn-p

0,6479

Ot avarvoelg vronAnBvopod yio to PFS mov eéaptdvTol amd Ty VToTpony| omd TV TEAEVTAIN
Oepamneia pe Trotiva cuvoyilovtol otov wivaka 21.

Hivakag 21.
miativo £0¢ TNV VTOTPOTN

Empioon yopic eEéMéEn g véoov amd to (povo Tng TehevTaiog Oepansiog pe

A&orhdynon gpeovnTi|

Xpovog amé v TeELevTaia Ogpameia

Placebo + C/G

Bevacizumab + C/G

pe mhative £0¢ TV VTOTPOTY (n=242) (n=242)
612 pnveg (N=202)
Aldpueco 8,0 11,9
Zyetkog kivdvvog (95% Cl) 0,41 (0,290,58)
> 12 pnveg (n=282)
Aldpueco 9,7 12,4

Zyetikog kivovvog (95% CI)

0,55 (0,410,73)
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G0OG-0213

H perém GOG-0213, o gdong I toyatomomuévn eEreyyOuevn avolKTiG EMIGUOVONG LEAETT,
a&loldynoe v aopdieto katl v amotelecpatikdtnta Tov bevacizumab ot Bepaneio acbevav pe
TAoTIvo-gvaictnto, vrotpomidlovia eMONAOKO KapKivo TV wodnKdV, KapKivo TV 0ayoydv 1
TPOTOTOON KopKivo Tov mePtTovaiov, Tov dev Exovv AaPet Tponyoduevn ynpeobepancio 6to 6Tdd10
NG LILOTPOTNG. AEV VTNPYE KPLTHPLO ATOKAEIGLOV YO TPOTNYOVLEVT] avTL-0yyeloyeveTikn Bepaneio. H
peiétn a&loddynoe v enidpaon ¢ npoctnkng bevacizumab oty kapPoriativy + mokAtagédn kot
™ cvvéyion tov bevacizumab wg povobepancio péypt Tnv e£EMEN g vOGOL 1 [ A0dEKTN
to&wdtnTa o€ oOyKplon pe kapPforrativny + makitacéAn povo.

"Eva 6Ovoro 673 acBevav Toyatomodniay o ioeg avaroyieg ota akdiovba 600 okéAn Bepaneiog:

. Tkéhog CP: KapBomhativy (AUCS) kar moxdta&édn (175 mg/m? evioeAefing) kabe
3 efoopadeg yia 6 kot Emg 8 KOKAOVG.

. Tkéhog CPB: KapPorhativy (AUCS) xon maxAra&édn (175 mg/m? evdopieBing) kot
totoypovn Bepancia pe bevacizumab (15 mg/kg) kabe 3 efdopddes yio 6 kot Emg 8 KdKAovg,
nov axolovdeitar oo bevacizumab (15 mg/kg kabe 3 efdopddeg) pdvo Tov péypt v eEEMEN
NG VOGOV 1 U amodektn To&koTnTa.

Ot teprocotepeg acbeveic 1600 oto okéhog CP (80,4%) 660 kot 610 okéhog CPB (78,9%) fitov
Aevkéc. H didpueon nikia tav 60,0 £t oto okéhog CP kot 59,0 étn 610 okélog CPB. H mhetoynoia
v acBevov (CP: 64,6%,CPB: 68,8%) fitav oty nAkiaxy katnyopio <65 etdv. Ztnv apyikn
ektiunon, ot teplecdtepol acbeveig kat ota dHo okéAn g Oepoameiog eiyav GOG PS 0 (CP: 82,4%:
CPB, 80,7%) 1 1 (CP: 16,7%: CPB, 18,1%). GOG PS 2 xatd v évapén avaepéptnke oto 0,9% tov
acOevav oto okéhog CP kot o 1.2% tov acbevav oto oxélog CPB.

To kOp1o KataAnkTikd onueio amoterespotikotntag nrav n OS. To kopro devtepedov KATOANKTIKO
onueio amotedespotikotntog NTav 1 PFS. Ta anotedéouata mapovsialoviat otov [livaka 22.

Mivokag 22. Agdopéve, omoteleopanikoTnTog ? and Ty pedéty GOG-0213
Kvpro katodnkrtikod onueio
Yvvolikn| enPioon (OS) CP CPB
(n=336) (n=337)
Atdpeon OS (uqveg) 37,3 42,6

Yyetiog Kivouvog
(95% AE) (eCRF)a

0,823 [CI: 0,680, 0,996]

Tymp

0,0447

YyeTKOG Kivduvog
(95% AE) (évtomo eyypagng)®

0,838 [CI: 0,693, 1,014]

Ty p 0,0683
AguTePEVOVTA KOTAANKTIKE onuEio

EmBioon yopic EEEMEN g Nocov CP CPB

(PFS) (n=336) (n=337)

Atdpeon PFS (unveg) 10,2 13,8

Yyetikog Kivouvog
(95% CI)

0,613 [CI: 0,521, 0,721]

Tymp

< 0,0001
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! Tehuen avéivon

2 O1 €101 0YNoEIG TOL OYKOL Ko 01 AEIOAOYHGELG TG 0VTATOKPIONG TPOCIIOPICTNKAY b TOVG EPELVITEG, YPNGILOTOIDVTOG
to kprenpio GOG RECIST (Avafewpnpéveg katevfuviipieg odnyieg RECIST (ékdoon 1.1). Eur J Cancer.

2009;45:228Y 247).

* O oyetikdg Kivovvog ekTiuiOnke amd povtéda avadoyikdv Kivdvvov katd Cox otpopoatonomuéva amd tn Stépketa Tov
Sraotpartog eredBepov mhativag mpv amd v éviaén oe avth ) pehétn ava eCRF (nAekTpovikn Hopen meploToTikoy
avapopdg ) Kot Kotdotaon dguTepoyevons xEpovpyikng oykopeinons Nar/Oyt (Now = tuyaomornkoy va vropAnfodv og
KuTTOpopEimon 1 Tuxoomomdnkay d@ote vo, unv vroPAndovv e kutTopopsionon Oyt = dev givar vIOYNPLo 1 dev GuVALVEL
otV kuttapopeinon). b stpmpatonomuévo and m Siépketa tov Sracthuotog eEledBepov Depameiag mptv omd v Evtaln oe
OVTN TN HEAETN AVAL LOPOT EYYPOPNG, KOL OELTEPELOVGA YEPOVPYIKN oyKopeiwon Nav/Oyt.

H pedém eknminpooe tov kbplo 61630 TG Pertioong g OS. H Ogpameio pe bevacizumab ota

15 mg/kg ke 3 efdopddeg o€ cuVOLAGHO pE ynueodepameia (kopfomiativn ko maxitta&édn) yio 6
Kot péypt 8 khkAovg, mov axoArovBeiton and bevacizumab péypt tnv e€EMEN g voooL 1 un
amodeKTNG TOEIKOTN TG gixe ®C amoTéAeopa, 6tav To dedopéva tponibav and eCRF, o ihvikd
OMNUOVTIKN KOl OTOTIOTIKA onuovTikh fedtioon oty OS og ouykpion pe ™ Bepaneio pe
KapPomiativiy Kot ToakAMTaEEAT Lovo.

MO22224

H pelétn M0O22224 a&1ohoynoe TV amoTEAEGUOTIKOTITO KoL TNV ac@dAsio, Tov bevacizumab cg
cuvdvaoud pe ynuetodepaneio yio Tov mhativoovhektikod vrotpomidlovta emfniiako kopkivo Tov
®oONKOV, TOV KapKivo TV oaywydv 1 tov tpetonadr| kapkivo Tov teptrtovaiov. H cuykekpipévn
UEAETT] GYESIAGTNKE (OC OVOIKTNG EMIGNUOVONG, TUXOLOTOINUEVT HeAET aong 11T 600 creAdV Yo TV
a&lordynon tov bevacizumab cuv ynueiobepamneio (CT + BV) évavtt udvo ynueiobepamneiog (CT).

Yuvolikd 361 acBeveig evtaynkay og avtn ™ uerétn ko ElaPav eite povo ynuetobepameio
(moxMrtagédn, Tomotekdvn 1 TeyKLAIOUEVH Mocwkn do&opovPikivn (PLD)) gite oe cuvdvacud pe
bevacizumab:

. 2kélog CT (novo ynuetobepameio):
+ 80 mg/m? maxMra&édng wg evdogAéBia £yxvon ddpketag 1 dpag otic Huépeg 1, 8, 15 wan
22 kabe 4 efdopdioegs.
« 4 mg/m? tomotexdvng og evaopAéPia &yyvon Sibpretag 30 Aemtdv otig Huépeg 1, 8 xon 15
K60s eBdopddec. Evaihaxtikd, umopei va yopnyn0ei d6om 1,25 mg/m? oe Sidotnpa
30 Aemtddv otic Huépeg 1-5 kaBe 3 efdopddes.
s 40 mg/m? PLD wg evdogAéBio éyxoon 1 mg/dentd oty Huépo 1 povo kéde 4 efdopddeg.
Metd and tov Kdxkho 1, to pappakentikd npoidv o mpénet vo mopacyedel mg Eyyvon
dupkelag 1 dpag.
. Ykéhog CT+BV (ymuewobepamneio cvuv bevacizumab):
* H emkeyeioa ynueobeponeio cuvévdotnke ue 10 mg/kg bevacizumab evdopiepimg kébe
2 gfdopadeg (M 15 mg/kg bevacizumab ke 3 eBdouddec eav ypnoomoleital 6
cvvdvaouo pe 1,25 mg/m? tomotekdvng otig Huépeg 1-5 ké0e 3 efdopddec).

Ot acBeveic Tov eviayOnkav eiyav emOnAlokd Kapkivo TV wotnkdv, KopKivo TOV @aynydv 1
TPOTOTOON KopKivo Tov mEPLTovaiov, o onoiog e&eliyOnke og dtdotnua < 6 unvov ord Ty
mponyovpevn Bepaneia pe mAativa Tov anoteAeiton omd Eva 1 oroia TePILAUPove TOVAGYIOTOV

4 khKAovg Bepaneiag pe mhotiva. Ot acBeveic Ba Enpene va £xovv 10 Tpocdokio Long tov > 12
ePdouddmV Kot Kapio tponyovuevn axtivobepaneio otnv muelo 1 6Ty Kotkd. Ot tepiocdTepot
acBeveic NTav FIGO o1dd10 HHIC 1 614610 1V. H mAetoymeia tov acbevav Kot 6to dVo okéln eiyov
Koataotoon anodoong ECOG (PS) 0 (CT: 56,4% évavti CT + BV: 61,2%). To 1060616 10V a60svidv
ue ECOG PS 11 2 (frav 38,7% a1 5,0% o1o okéhog CT, ko 29,8% xat 9,0% oto okéhog CT + BV.
ITAnpogopieg oyetikd pe T PLAN VIEAPYEL Yia T0 29,3% TV acbevdv Kot oxedov dAot ot acbeveic
Nrov Agvkoi. H didueon nhikio tov acbevov frav 61,0 (edpog: 25—84) étn. Tvvoikd 16 acOeveic
(4,4%) tov > 75 gtdv. Ta cuvorkd T0c00TA dlakonng AOY® avemBduntwv evepyeidv frav 8,8%
010 okélog ¢ CT kot 43,6% o710 okérog CT + BV (kvpiog Adyw PBabupod 2-3 avemBountov
EVEPYELDV) KOl 0 OLAUESOC ¥PpOVOG ¢ TN dtokom oto okéhog CT + BV ftav 5,2 punveg évavtt

2,4 unveg oto okérog CT. Ta m0600Td d10K0TNG AOYM AVETIOOUNT®VY EVEPYELDY GTIV VITOOUAS0, TOV
acBevav > 65 etadv Nrav 8,8% oto okérog CT kot 50,0% o710 oxéhog CT + BV. Ta HR Yy to PFS
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frov 0,47 (95% CI: 0,35, 0,62) ko 0,45 (95% CI: 0,31, 0,67) yia v < 65 kou > 65 vroouddec,
avTicTolyd.

To kOp1o KataAnkTikd onueio rav n PES, pe devtepevovta KaTaAnKTIKG oNEic, GTO 0mToia
nepAapPavovtay 1o T060oTd avTIKEEVIKNG avtandkpiong kot 1 OS. Ta anotelécpoto

napovctaovtal otov [Mivaxa 23.

IMivaxag 23. AnoterionoTo 6 6YE0T UE TNV OTOTEAECUATIKOT T 0nd TN perétn MO22224

K¥p1o katoinktikd onpeio

EmPioon yopig eEEMEN ¢ Nocov™

CT CT+BV
(n=182) (n=179)
Aldpeon didpketa (Uveg) 3,4 6,7

Yyetucog Kivovvog

(95% AE) 0.379 [0.296, 0.485]

T p <0,0001

Agvtepedovta KOTOANKTIKA onpeio

[Toc00T6 aVTIKEEVIKNC OvTamOKpLong**

CT CT+BV
(n=144) (n=142)
% a60svVOV IE OVTIKEWEVIKT AVTATOKPION 18 (12,5%) 40 (28,2%)
TN p 0.0007
YvvoAkn emPioon (Telkn avaroon)***
CT CT+BV
(n=182) (n=179)
Awgpeon OS (uqveg) 13,3 16,6
Yyetucog Kivouvog
(95% AE) 0,870 [0,678, 1,116]
T P 0,2711

‘O\eg 01 avaADGELS TOV TaPOLGLALOVTIAL GE AVTOV TOV TIVOKO EIVOL OTPMULATOTOMUEVES AVOIAVGELS.

*H kopilo. avaAvon TpayLatomomdnke 6e KOTaANKTIKN nuepopnvia yo ta dedopéva tig 14 Noepfpiov 2011.
**Tyyaomompévol acbeveic pe petprioln voco katd tnv évapén e peréme.

***H tehkn avaivon g OS mpoypatoromdnke dtav topatmpndnkay 266 Odvatot, ot omoiot aviiototyodcay oto 73,7%
TOV EVTAYHEVOV aG0EVOV.

H perétn ekmhipwoe tov k0p1lo otodyo ¢ Peitioong g PFS. Zvykpitikd pe tovg acbeveic, ol omoiot
Ehafoav povo ynuerobepaneio (rokAttakédn, torotexdvn 1 PLD) ce cuvBnkeg vrotpomidlovoag
avOekTiKng otV mAativa vocov, ot acbeveic mov lafav bevacizumab ot d6on tov 10 mg/kg kabe
2 eBdopadec (1 15 mg/kg ke 3 efdonddeg edv ypnoomoieitar o€ cvvdvacud pe 1,25 mg/m?
TOTOTEKAVTG OTIG NUEPESG 1-5 Kb 3 Bdoddeg) o€ GUVILAGUO e YMUEIODEpATTELD KOl GUVENIGAY VO
AouPavovv bevacizumab péypt tnv eugdvion eEEMENG TG VOGOV 1 TV EUPAVION LT OTOSEKTNG
to&dtnrTag, siyov oTatioTikd onuavtikn Peitioon oty PFS. Ot digpevvntikéc avaivoeic PFS kot
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OS az6 v koopTn NG Ynueodepanciog (takita&éln, n torotekdvn kat PLD) cuvoyilovtal otov

ITivaxa 24.

Mivakag 24. Awgpeovntikég avarvoeig PES kot OS amd tnv kodptn ™G ynueodepanciog

CT CT+BV
HoxMtagén n=115
Aapeon PFS (ufveg) 3.9 9,2
Yyetikds kivovvog (95% ClI) 0,47 10,31, 0,72]
Atdpeon OS (unveg) 13,2 22,4
Yyetikog kivovvog (95% ClI) 0,64 [0,41, 0,99]
Tomotekdvn n=120
Adpeon PFS (ufveg) 2,1 6,2
Tyetikog Kivouvog (95% CI) 0,28 [0,18, 0,44]
Atdpeon OS (urveg) 13,3 13,8
Yyetikog kivouvog (95% ClI) 1,07 [0,70, 1,63]
PLD n=126
Awapeon PFS (uveg) 3,5 51
Yyetikog kivovvog (95% ClI) 0,53 [0,36, 0,77]
Avgpeon OS (unveg) 141 13,7

Yyetikog kivovvog (95% ClI)

0,91 [0,61, 1,35]

Kopxivoc tov tpaynlov tyc untpac

GOG-0240

H anotedeopotikotnta Kot 1 aopdisia Tov bevacizumab og cuvdvaoud pe ynuetodepomeio
(maxATa&éAn kot oliomhotiviy 1 makMtaSEln Kot Tonotekdvn) otn Oepaneia yua Tig aceveic pe
EUPEVOVTO, VTTOTPOTTIALOVTO 1 LETOCTOTIKO KOPKIVOUN TOL TPpoyHAov a&loAoynnkay otn perétn
GOG-0240, pia toyotomompévn, TE06APOYV CKEADY, OVOIKTNG EMLCT|UAVONG, TOAVKEVTPIKN UEAETT

@aonc II1.

Yuvolikd, 452 acBeveic Tuyatomombnkav dote va Adfouv gite:

. IMoxAtagédn 135 mg/m? evdoprePing oe Sidotpa 24 opodv oty Huépa 1 kot ciomhativn
50 mg/m? evdoprePing otnv Huépa 2, kébe 3 efdonddeg (q3w), 1
[MaxAra&édn 175 mg/m? evdophrePing oe diotnua 3 opdv oty Huépa 1 kat ciomhativn
50 mg/m? evdogieping otnv Huépa 2 (g3w), 1y
IMoxMta&édn 175 mg/m? evdogiefing oe didotnua 3 opdv oty Huépa 1 ko siomhativn
50 mg/m? evdogePing otnv Huépo 1 (q3w)
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. IMoxhragéin 135 mg/m2 evdopiefing oe didotnua 24 opmv otnv Huépa 1 kot ciomlativn
50 mg/m? evdogePing otnv Huépoa 2 cvv bevacizumab 15 mg/kg evoerepiog otnv Huépa 2
(a3w), M
IMaxhta&édn 175 mg/m2 evéoprefing oe didomua 3 opdv oty Huépa 1 kot oromiativn
50 mg/m? evdopAeBimg otnv Huépa 2 cvv bevacizumab 15 mg/kg evdopieBing otnv Huépa 2
(93w),

TMaxhta&éAn 175 mg/m2 evéoprefing oe didomua 3 opdv oty Huépa 1 kot oiomiativn
50 mg/m? evdopAeBimg otnv Huépa 1 cvv bevacizumab 15 mg/kg evdopieBing otnv Huépa 1
(a3w)

. Maxhraéédn 175 mg/m? evioplreping oe didotnpa 3 opdv oty Huépa 1 kat tomotexdvn
0,75 mg/m? evophrePing ot diotnua 30 Aemtdv otig Huépeg 1-3 (q3w)

. Maxhraéédn 175 mg/m? evioplreping oe didotnpa 3 opdv oty Huépa 1 kat tomotexdvn
0,75 mg/m? gvdoghreping ot diotnua 30 Aentdv otig Huépeg 1-3 cuv bevacizumab 15 mg/kg
evoopAefimg otnv Huépa 1 (q3w)

Ot katdAAniot acBeveig giyav eppévov, vToTpomidlov N LETACTATIKO TAUKMOES KAPKIVOLLAL,
AOEVOTAAKMOES KApKIvo L 1) AdeVOKOPKIVOLO TOL TpaynAov, To onoio dev emdéyovtav Bepaneiog [e
o6TOY0 TNV {oom HE XEpovpykn exéuPacn ko aktivobepamneia, Kot o1 omoieg dgv eiyav Adfet
nponyovuevn Bepomeio pe bevacizumab 1 dAlovg avaotoleic tov VEGF 1 mapdyovteg mov 6toxebovy
tov vmodoyéa VEGF.

H didpeon nikia frav ta 46,0 £t (svpog: 20-83) otnv opdda mov raPe povo ynueodepansio Kot to
48,0 £t (evpog: 22—85) oty oudda g ynuetodepaneiogtbevacizumab, pe 1o 9,3% tov acbevov
oV opado mov Elafe udvo ynuelobepaneio kot to 7,5% tov acbevaov oty opdado g
ynueodepanciactbevacizumab dve tov 65 etdv.

Am6 116 452 acBeveic mov TuyaomomOnkay katd tnv Evapén, n Thsoyneio Tov aclevav NTov AevKég
(80,0% otnv oudda mov Erafe povo ynuetobepamneio kot 75,3% oty oudda wov EhaPe
ynueodepaneio + bevacizumab), eiye mhokmdeg kopkivoua (67,1% oty oudda wov éLape uovo
ynueobepaneio kot 69,6% otnv opdda g ynueobepanciog + bevacizumab), sixe
gupévovsa/vrotpomtalovca voco (83,6% otnv opdda mwov Elafie povo ynuetobepaneio kot 82,8%
otV ouddo tng ynuetobepanciog + bevacizumab), siye 12 petoototikéc eotieg (72,0% oy oudda
nov éhofe povo ynuetodepameio kat 76,2% otnv opddo mov Edafe ynuerobepaneio + bevacizumab),
giye dOnon tov Aepeadévov (50,2% oty opdda mov Ehafe povo ynuetodepameio kot 56,4% otnv
opddo mov EdaPe ynuerobepamneio + bevacizumab), kat eiye didotua Bepanciog ywpic Thotiva > 6
unvav (72,5% oty ouddo mov Elafe povo ynuetobepamneio kot 64,4% otnv ouddo mov ELape
ynuewodepaneio + bevacizumab).

To kOp1o KataAnkTikd onueio amotedespotikodtntag nrav n OS. To devTEPEVOVTU KATAUANKTIKY
onueio mepedapPavay v PFS Kot 10 1060610 avTIKEWEVIKNG avTamokpions. To anoteAéopato amod
™mv KOpa ov@Avon kot Ty availvon TapokoAohOnong tapovotdlovot ovd Bepancio pe bevacizumab
Kot avd Oepameio peréng otov Iivaka 25 kon tov [Mivaxa 26, avtictotyoa.
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ivakag 25. Aroteréopoto omotelecpnotikOTnTog 671 peréty GOG-0240 ava Oepamsio pe
bevacizumab

Xnpewbepameio Xnpewbepoaneio +
(n=225) bevacizumab
(n=227)

Kbpio katoinktiko onpeio

Tuvolkn emBimon- Kopio ovéivon®

Atdipeon i (uiveg)? 12,9 16,8

Adyoc kvdvvov [95% Cl] 0,74 [0,58, 0,94]
(i p°=0,0132)

Zuvohikt] emiBiwon — avéivon mopakoroddnong’

Adpeon tipn (pvec)t 13,3 16,8

Adyog kvdvvov [95% Cl] 0,76 [0,62, 0,94]
(tyun p>8 =0,0126)

AgvTEPEVOVTA, KOTAANKTIKA oNUEiN

EmBioon yopic eEEMEN Tg vosou — Kopia avéivon®

Abpeon PFS (uqvee)t 6,0 8,3
Adyoc kvdvvov [95% Cl] 0.66 [0.54, 0.81]
(tyun p° <0,0001)

Bé\TI6T GLUVOAKY avTomdKkpion — KOpio, oviAvon®

Avtamokpifévieg (nocootd 76 (33,8%) 103 (45,4%)
avTamokpionc?)

95% ClI yia T0 10606TA [27,6%, 40,4%)] [38,8%, 52,1%)]
avtomdkpionc

Al0popd GTO, TOGOGTA AVTUTOKPLOTG 11,60%

95% CI yia ) d10popd 6T TOGOGTA [2,4%, 20,8%]
avtanodkpionc?

Twn p (heyyog x TeTpAymVO) 0,0117

! Extipnoeg Kaplan-Meier

2 AcOeveic kal T0606T6 ac0evdV pe PEATIGT cuvokT avtamdkpion v mArpn (CR) 1 pepicy (PR)
avtamokpion. [Tocootd mov vroloyiletan oe acheveig pe petpRon voco katd v Evopén

3 95% Cl y1a éva Stovopuid delypa yprowonowwviag T pédodo Pearson-Clopper

4 Katd mpocéyyion 95% Cl yia m Stagopd tmv 800 mococtdv ypnoiponoidviog t uédodo Hauck-Anderson
5"Edeyyoc Aoyapdpkic taévounong (log-rank) (otpopatomompévoc)

8 H xopra avéivon éyve pe dedopéva pe katalnktiky nuepounvio 12 Aekepfpiov 2012 ko Oswpeiton tekikr
ovaAvon

" H avéivon maporxolovdnonc éyve pe Sedopéva pe kataAnktiky nuepounvio 07 Moptiov 2014

8 H tyun-p epgavileton povo yio 6omods meptypapng
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Mivokag 26. Amoteréopoto cvvolkig empicoong amd T perétny GOG-0240 ava Oepansio

peAéTNg
Yvvolkn empioon — 2ovoikn empioon —
Toykpion Alhog Kopwa avarvon! Avéivon mapakorovOnong?
Ospomeiog aopayovrog | Adyog kivoovoo (95% CI) | Adyog kivdvvov (95% CI)

Bevacizumab
£vovTl
un bevacizumab

0,72 (0,51, 1,02)
(17,5 évavtt 14,3 unvav,
p = 0,0609)

0,75 (0,55, 1,01)
(17,5 évavtt 15,0 unvav,
p = 0,0584)

Ziomhotivn +
mokMTacEAn

Tomotekdvn + 0,76 (0,55, 1,06) 0,79 (0,59, 1,07)

mokATagER (14,9 évavtt 11,9 unvov, (16,2 évavtt 12,0 umvov,
p=0,1061) p =0,1342)
Tomotekdvn+maxit | Bevacizumab 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)
Tagén é’VOWTl (14,9 évavtt 17,5 unvav, (16,2 évovtt 17,5 pnvov,
oloTAATIVIIGHIaKAL p = 0,4146) p = 0,3769)
Tagéng

Mn bevacizumab 1,13 (0,81, 1,57)
(11,9 évavtt 14,3 unvaov,

p = 0,4825)

1,08 (0,80, 1,45)

(12,0 évavtt 15,0 umvav,
p =0,6267)

1 H xopo avarvon €yve pe dedopéva e Kotodnktikn nuepopnvio 12 Askepppiov 2012 kor Oempeiton tediky avdivon
2 H avélvon mapakoroddnong éytve pe dedopéva pe katoAnktikn nuepopnvia 07 Moptiov 2014. Ot tiuéc-p epgavitovra
LOVO Y100 GKOTOVG TEPLYPAPNG

Houdrozpioc IInBvouoc

O Evpondikoc Opyaviopog Gapudkmv Exel dOGEL amaAlayn arnd TNV LIOYPEMONS VITOPBOANG TV
OTOTELEGUATOV TOV HEAETMV GE OAEG TIG VITOKATIYOPIEG TOL TOSLATPIKOL TANBUGLOV GE KapKivo
UOGTOD, OOEVOKAPKIVO U TOV TOE0G EVTEPOV KOl TOL 0pB0D, Kapkivo TVEDIOVE, (LIKPOKVTTOPIKO Kol
U1 WMKPOKVTTOPIKO KOPKIVOG) VEQPOL Kol KapKiveoua veppikng Tuélov (e€atpeital To
veppoPracToua, 1 VEPPOPAACTOUATOGCT), TO SLVYOKVTTAPIKO GAPKMLLO, TO LECOBAACTIKO VEQPOLLA,
0 KOPKIVOG LOEAMIOVE LOTIPaG VEPPDV Kot 0 paPO0ELdNg OYKOC TOV VEQPOD), TOV KAPKIVo modnKmV
(e€oupeiton 10 pafoopvochpkmpa kot ot GyKol amd PAACTIKG KOTTOPW) TOV KAPKIVO OOy®DYdV
(e&apeiton 10 pafoopvocipkmpia Kot ot Gykot amd PAACTUCH KOTTOPO) TOV KOPKIVO TOL TEPITOVAIOL
(e&apovvtal PAUCTOUOTA KOl GOPKMUOTO) KOl TOV TPAYNA0L TNG MNTPAG (KOPKIVOG TOV GMUATOG TNG
HATpag).

Toiwua vynins koxonberog

Agv TopatnpnOnKe avVTIVEOTAAGLOTIKY OpOcTNPLOTNTA GE VO TPOTYOVUEVEG MEAETEC LETOED TOV
ovvorov 30 Taudimv nhikiag > 3 etdv pe vrotpomalov N e&gAMocduevo yAolmua VYNANG Kokon0gLog
otav Elafav Oepancia pe bevacizumab kot ipwvotexdvn (CPT11). Agv givon dwabéotpeg apketéc
TANPOPOPIEC DOTE VO TPOGOIOPIGTEL | AGPAAELN Kot ) 0TOTEAEGHOTIKOTNTO, TOV bevacizumab ce
T4 e veodlayvmcEy yAolimpa vynAng KakonOgag.

e o pehétn evog okélovg (PBTC-022), 18 moudid pe vrotpomidlov 1 eEeMocOuevo ympic dtonon
™G YéPupOG YAol®pe LYNANG KakonOetag (cuumepthappavouévov 8 ue yrotopraoctopa [Babuov 1V
katd WHO], 9 pe avaniaoctikd actpoxvtopa [Babpod 1] kot 1 pe avorioctikd
oAtyodevopoyroimpo [Babuov 11]) éhafav Oepomeia pe bevacizumab (10 mg/kg) pe oo

2 efdopadwv kot petd pe bevacizumab og cuvévacud pe CPT-11 (125-350 mg/m3 i gopd kabe
dv0 gfdoudoeg pueypt TV VLoTPom. Aev VINPEAV AVTIKEUEVIKEG (LEPIKES 1) TANPELC) AKTIVOLOYIKEG
avtamokpioels (katd kpreipioe Macdonald). H to&idmro kot ot avemBopunteg avidpioetg
CUUTEPTAGUPOVOY PTNPLOKT VTTEPTOCT] Kot KOTwoT kabdg emiong kot woyoipio tov KNX pe 0&d
VEVPOAOYIKO EAAELLLLLOL.

g 1o avodpOULKY GEPE TEPIGTATIKMV £VOG 10pOLATOC, dtadoytkd 12 moudud (2005 £wc 2008) ue
vrotpomidlov 1 EehMocduevo yAoimpa vyning kokonoetog (3 ue Babupov 1V xatd WHO, 9 ue
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Babpov 1) éhafav Bepaneio pe bevacizumab (10 mg/kg) ko ipwvotekavn (125 mg/m3 kébe 2
gPdoudoes. Agv vpEay TANPELC OVTATOKPIGELG Ko LANPEAY 2 UEPIKEC AVTOTOKPICELS (KATA KpLTHpLoL
Macdonald).

Yg o toyotomomuévn perétn eaong I (BO25041) cuvorkd 121 acBeveic nhikiag > 3 etdv émg

< 18 etV pe VEOSOYVOGHEVO VIEPGKTVIOLNKO, VITOGKNVISIOKO, TOPEYKEPAALIKO 1| LGYOEDES
VYNNG kakonBetog yhoiopo (HGG) vroPAndnkav oe Bepaneio ue peteyyeipntikn axtwvoforio (RT)
Ko emkovpikn tepoloropion (T) pe ko ywpic bevacizumab: 10 mg/kg ke 2 efdopddeg
evdoprePimg.

H pedétn dev métuye TO TPOTEVOV KOTUANKTIKO GNUEL0 TNG Vo eMOEIEel onpovTikn Bertimon g
erevbepng ovppapatog emPimong (EFS) (6nmg a&lodoynOnke omd v Kevrpikn Aktivoroyikn
Emrponny A&oddynong (CRRC)) dtav to bevacizumab npoctédnke oto okéhog RT/T cuykpriikd e
mv RT/T pévo (HR = 1,44, 95% CI: 0,90, 2,30). Avtd to amoTeAEGUATO TOV GE GUUPOVIN IE EKEIVOL
Ao TIG O1APOPES avaADGELG evarctnciog kat o€ KAMVIKE oyeTikég vToopnddec. Ta aroteléouata yio
oMo Ta devtepevovta Kotodnktikd onueia (EFS mov a&loloyndnke and tov epevvntn, kat ORR kot
0OS) Nty GOHUEOVA LE TO VO ATOJEIKVVOVV Kapia Bedtioon Tov vo oyetileton pe v mpocbnkn tov
bevacizumab cto okéhoc RT/T oe oOykpion ue 1o okéhog RT/T udvo.

H npocbnkn tov bevacizumab og R/T dev anédeiée kAvikd 6@pehog ot perétn BO25041 o 60
aELOAOYNGLLOVG TOLALATPLKOVS 0GOEVEIS [LE VEOOILYVMOGIEVO VTTEPGKNVIOLHKO, VITOGKNVISLOKO,
TOPEYKEPOMIIKO 1 UIGY0eEG VYNANG KakonBetag yAoiopo (HGG) (BAéne mapdypagpo 4.2 yio
TANPOQOPIES GYETIKA LE TNV TOUSLUTPIKY| YP1IoN).

2Oprmue. HoAaK®V Hopiwy

e o toyotomoinpuévn perétn edong I (BO20924) cuvoiikd 154 acBeveic nikiag > 6 unvov €mg

< 18 gtddv pe veodyvOoUEVO LETAGTATIKO pOPOOHVOGAPKM®LLE KoL U1 POPOOUVOGOPKOUOTIKO
olpKOU €K LoAakdv popiov Ehapay kadiepopévn Oeparcia (Eloaywykn tomkn Oepaneio pe
IVADO/IVA+/-, axolovBodpevn amd cuvtipnon Le Bvopelumivn kol KUKAOQ®GQOUION) e 1| xopig
bevacizumab (2,5 mg/kg/eBdopdda) yio cuvolkn didpketa Oepameiog mepimov 18 pnvav. Xto xpovikd
ONUELD TNG TEMKNG KUPLOG AVAALGNG, TO KUPLO KATAANKTIKO onpeio g EFS amd v kevrpum
ave&aptntn a&loAdynomn oev £0€1EE GTAUTIGTIKG GNUOVTIKY] S10pOPE OVANESTH 6T, OV0 GKEAT
Oepanciag, pe HR 0,93 (95% CI: 0,61, 1,41), tyun p = 0,72). H d1090pd 6T0 TOGOGTO GVTIKEWEVIKNG
avtorokpons (ORR) katd v kevipikn ave&aptntn a&ordynon frrav 18% (CI: 0,6%, 35,3%) peta&d
TV dV0 okeA®V Bepaneiag 6Tovg Alyoug acheveic mov giyav a&loAoynoio 6yko oty Evapén kot
glyov emBeparopévn avtamdxpion apwv Adfovy omoladnmote tomiky Oepameio: 27/75 acbeveig
(36,0%, 95% ClI: 25,2%, 47,9%) ot0 okélog TG ynueobepanciog ko 34/63 acbeveic (54.0%, 95%
Cl: 40,9%, 66,6%) oto oxéhog bevacizumab + ynuetofepameiog. Ot tehkég avardoeig OS dev £det&av
KOVEVO GNIOVTIKO KAVIKO 6Qelog amd v mpoodnkmn Tov bevacizumab ot ynueobeponeio og avtdv
Tov TANOLG O acbevav.

H npocbnkn tov bevacizumab otnv kabiepopévn Bepomeio dev £de1&e KAVIKO OpEAOG 6TV KAVIKT
ueAaétn BO20924, ce 71 a&oroynioa modtd (Mhikiag amd 6 unvav éog kato tov 18 etdv) acbeveig
UE LETOOTOTIKO PABOOUVOGAPKMLLO KOl U1 PABOOUVOGUPKMUATIKO GAPKMLLO K LOAUKDOY popimV
(PAéme mapdypoo 4.2 y1o. TANPOPOPIES GYETIKA UE TNV TAUSIOTPIKT YPTIoN).

H enintoon tov avembountov coppdvriav, courepiiappovouévoy tov averdountov coppaviov

> 3% Babuov kot Tov cofapdv avertBuuUNTOV EVEPYEIDV, NTAY TAPOUOLN LETAED TOV 300 CKEADY
Oepamneiog. Agv onueiddnkav averiBounteg evépyeleg mov va 001yovv o€ 0Gvoto 6 0mo100MTTOTE
okélog Bepanciog. Olot o1 Oavatol amoddOnkov og e&EMEN g vooov. H mposOnkn Ttov bevacizumab
oTNV TOAVTPOTIKN Kabiepmpévn Bepameio avnKe vo YIVETOL OVEKTT] GTOV GUYKEKPLUEVO TOLIIATPIKO
Tnbveuo.
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5.2  ®appuoKoKIVITIKES IOLOTNTES

Yrapyovv dabéota goppakokivntikd ototyeio yio. to bevacizumab amd 6éka kKhviké pedétec o
acbeveig pe ovpmayeig oykovg. e OAeg Tig KAMvikég peléteg, | bevacizumab yopnyndnke wg
evoopAéPra Eyyvon. O puBudc £yyvong Pacictnke oty avoyn, Le pio opyikn S1apKeLd £yYuong

90 Aemtwv. H pappaxokivntikn tov bevacizumab ntav ypopyukn o 866€1g mov kopaivovtav ard 1
¢mg 10 mg/kg.

Koatavoun
H ovvnng tyun tov dykov tov kevrpikov dapepicpatog (Ve) ntav 2,73 L ko 3,28 L yio Gvdpeg ko

YUOVOIKEG aVTIGTOL(A, TO 0010 Elval 6TO 0pO¢ TOL £xel Teptypapel yio IgGS kot GAA0 LOVOKA®VIKA
avtoopato. H cuvnOng tiun tov dykov tov mepiopepikod dapepiopatog (Vp) nrav 1,69 L kot 2,35 L
Y10, AvEpEG Ko yovaikeg avtiotoya, otav 1 bevacizumab cuyyopnyeitat pe avriveomlocpotikong
napdyovieg. Metd amd S10pBwomn yio T0 copatikd BApog, ot avopeg eiyav peyarvtepo Ve (+ 20%) amod
OTL 01 YuVaiKeG.

Buouetaoynuotiopog

H a&loldynon tov petafoicpod tov bevacizumab oe kovvéla petd and epdmal evooeAéPia doon
¢ ¥I-bevacizumab katédeile 6t 10 peTaBoiikd g TPOGIA HTaV TEPOUOIO LE GVTO TOL OVOUEVOTOV
v éva evooyeve Lopto avocoseatpivng 1gG to omoio dev cuvdéetan pe tov VEGF. O petaforiopodg
Kot 1 ooBoAn Tov bevacizumab sival mapduota pe thg vooyevovg ovosospatpivig 1gG dnladn
APYIKA PHEGH TPMOTEOAVTIKOD KOTAPOAIGHOD GE OAO TO GO0, CLUTEPIAAUPAVOUEVOV TMV
£vO0OMALOKGV KVTTAP®V Kot dgv Pacileton apyikd 6TV amoBoin SUEGOD TMV VEQPOV KOl TOV
Nrartog. H mpdcdeon g IgG otov vrodoyéa FCRN £yel og amotédesio Ty tpoctacio amd Tov
KUTTOPIKO HETOPOMGO KOl TOV TAPATETOUEVO TEAKS YpOVO MLmNG.

AmoBoln

H i ™¢ kdBapong eivar katd péso opo ion pe 0,188 ko 0,220 L/muepnoiong yio dvopeg kot
yovaikeg avtictoya. Metd and 610pBwmon yia 10 copatikd Papog, ot avdpeg elyav vYNAOTEPT
KkGBapon (+ 17%) ox’ 6,11 01 Yovaikes. OOV UE TO LOVTELO 600 dtapeptopdtov, o ypdvog nulong
amofoAng eivar cuvibmg 18 pépeg yuo yovaiko acbevn kot cuvinBwmg 20 pépeg yia avdpa acOev.

H yopnAn aApovpivn kot to vynAd Poptio Tov GYKOoL glvar YEVIKOTEPO EVOEIKTIKA TG GoPapdTnTag
g vocov. H kabapon tov bevacizumab fjtav epimov 30% toydtepn o€ aobeveic ue yaunid eninedo
0po¥ aAPoovpivng kot 7% tayhtepn o€ GATopa pe VYNAOTEPO PoPTio TOV YKoV, OTAV GLYKPIONKAY pe
éva ouvi O aoBevn pe didueceg TéG aAPovpivig kot eoptiov Tov dyKov.

Dappoxokivn Tk e €101KEC 0padeg TANBVGHOD

H pappaxoxivntik yio tov tAnBocpd avalvdnke og eviAIKeG Kot Toudlatpikovg acbeveig
TPOKEWEVOL VO, a&1oAoyN00vV 01 EMOPAGELS TV SNUOYPUPIKDY YOPUKTNPIOTIKMY. X& EVIIAMKES TO,
amoteEAEoUATO OEV KATESEIEOY ONUAVTIKY S0pOpa 6T GOPUAKOKIYITIKY TOL bevacizumab ce oyéon
pe v nAioL.

Negpikn dvoleitovpyio.

Agev €yovv dievepynOei pedéteg TpokeéEVOD va depevvnBel  papuakokivnTiky Tov bevacizumab ce
acOeveic pe veppikn ducAettovpyia, EPOCOV T VEPPA deV gival To KOPLO OPYavo UETABOAIGUOV 1
amofoing tov bevacizumab.

Hronikn dvalertovpyio

Agv £xovv dievepynOei uekéteg mpokeiuévon va diepevvnbel n papuakokivntiky Tov bevacizumab e
acOeveic pe nmatikn ducAettovpyia, EPOcOV TO HIap eV gival To KOHPLO Opyavo UETAPOAIGUOD Iy
amoPoing tov bevacizumab.

Houdrazpixdc ainBvouoc

H gapuaxokivntikn tov bevacizumab a&ioioynOnke oe 152 moudid, erfovg kat veapohc evilkeg
(mixiog 7 umvav €wg 21 etdv, Bapoug 5,9 g 125 kildv) og 4 KAMviKEG HEAETEG YPTICILOTOLDVTAG £V
UOVTEAO QOPUOKOKIVITIKNG TANBVuGov. Ta papuakoktvnTikd amoteléouato, deiyvouy otL 1 Kabapon
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Kot 0 OyKog KoTovopng tov bevacizumab ftav cuykpicipo petald Tmv TodaTpikK®dy Kot TV VEOPDY
evnAikov acBevav, dtav opalortombnkay oe oyEon Ue To OUATIKO BApog, £TEVE TPOG Lelwon
TAPUAANAQ e TN pelmon Tov copatikod Bapove. H niucio dev oyetioTnKe He TN QOPUOKOKIVITIKT
Tov bevacizumab dtov Aenke VoYM TO cOUATIKO BAPOC.

H pappoxokivntikn Tov bevacizumab ftov kadd yopakTnPIGHEVN 0O TO GAPUOKOKIVITIKO HOVTEAO
noudroTpikod minBuopov o 70 acBeveic ot pehétn BO20924 ((1,4 éwg 17,6 etov, 11,6 éwc 77,5 kg)
kot 59 acbeveic ot Merétn BO25041 (1 éwc 17 etdyv, 11,2 émg 82,3 kg). Tt perétm BO20924,
ékBeomn oe bevacizumab ntav yevikd pukpdtepn og GOYKPIoN e Evav TumKd evilka acbevi oty 6o
doom. Lt perétn BO25041, n éxBeon o bevacizumab tav mapdpoio oe chykpion pe éva Tomkd
eviilka acBevi oty idia doon. Kot otig 600 peréteg, n ékbeon oto bevacizumab étewve mpog peimon
TOPIAANAL [LE TN HEI®OT TOV COUATIKOV BApove.

5.3 TIIpoxkivikd ogdopéva yio TV d6QIAELN

Y peléteg dapkelag £mg 26 efdopddeg og mbKovg cynomolgus, mapatnpriOnke empuoiokn
dvomhacio oe veapd (oo pe avolkTong anéntikong xOvopous oe LEcEg ovykevipwoelg bevacizumab
61OV 0p0 KATM amd TIG AVAUEVOLEVES LECES GUYKEVIPADGELS GTOV 0pO GTOV AvOpP®OTO. e KOVVEALQ,
KkotodeiyOnke 6t n bevacizumab avactédlel TV €T0VA®GT TPAOUATOG 6€ OGELS YUUNAOTEPES TNG
TPOTEWOLEVNG KAVIKNG 00oNG. O emdpAcelc 6TV EMOVAMGN TPODUATOG GAVIKE OTL Elval TANPp®G
OVOOTPEYILLES.

Agv &ovv dtevepynbei peréteg yio v agloloynon g evoeyouevne petaAla&loyovou Kot
KapKvoyovov dpaomg tov bevacizumab.

Agv &yovv dievepynBel edkég peréteg oe {oa yia va agloroynfet n) enidpacn ot yovipdtnra.
IMoporo avtd, pmopel vo avapévetal pio avemidount enidpacn oTn YOVILOTNTO TOV YOVUIK®OV, KOOMS
o1 peréteg emavarapPovouevng doong oe {ma £xovv Katadeiéel avasTol TS ®PILaveng TV
wobBvlaxiov kot peiwon/amovcia Tov ®YPoV copatiov Kol oxeTCOpeVn peiwon Tov Bapovg Tmv
®OONKAOV KoL TNG UATPOC, KAOMG Kol LEIMGN TOL 0PlOUOD TOV KOTAUAVIOV KOKAMV.

H bevacizumab éyet kataderyBei 6Tt frav epfpvotoéikn kot 1epatoydvog dtov yopnyndnke ce
rovvéla. Ot mapatnpnBeiceg emdpdoeic cuUTEPIAAUPAVAV LEWDGELS GTO COUOTIKO PAPOg TG
unTépag Kot Tov eUPptov, avénuévo aplbud eufpitk@v aroppoPiocemy Kol avénuévn enintmon
E10IKOV LOKPOGKOTIKAOV KOl GKEAETIKOV gUPpOK@V ducpopeidyv. AvemBounteg exPfdoeic khnong
mapoTnpOnKay pe OAes TIG 0OGEIS TOL SOKIUAGTNKAY, EK TMV 0TIV 1) YOUNAOTEPT SO0 Eixe G
AmOTELEG O UEGEC GUYKEVIPMGELS GTOV 0pO TTEPITOV 3 POpEG HeyaADTEPEG O’ 0,TL GE OVOPMITOVE TOV
Aaupavay 5 mg/kg kéOe 2 efdopades. TTAnpogopieg yio epufpuikég dvomhaoieg Tov mapatnpHOnKay
HEeTd TV KukAopopia Tov TPoidvTog Tapsyovtal oty Tapdypapo 4.6 Fovipdtra, Koo kot
yorovyio ko 4.8 AvemBounteg Evépyeteg.

6. DOAPMAKEYTIKEX ITAHPO®OPIEXZ

6.1 Katahloyog ekdéymv

Tproddln dwdpikn

Natpro 0&kd Tpwdpikd

O&wko o0&

TToAvoopPiko 20 (E 432)

Yéwp yio evéoipa

6.2 AovpPatoéTnTeg

AVT0 TO PUPUOKEVTIKO TPOIOV EV TPETEL VO, AVOUELYVVETOL LE AAAN. PUPUAKEVTIK TPOIOVTO EKTOG

QVTAOV OV AVOPEPOVTAL GTNV TTapdypapo 6.6.
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Toapotnpndnke £va Tpo@id didomoong tov bevacizumab eaptdpevo amd ) cvykEvipmon, OTay
aparddnke pe dtodvpoto yAvkolng (5%).

6.3 Audpkera Lomg

Mn avoryuévo glaiidlo

4 ypovia

To un avorypévo eloAidto umopei va puhdccetol e Beppokpacieg mov dev vepPaivovv tovg 30°C
v mg Kot 35 nuépes. To pradidio mpénet va amoppinteTor Qv dev ypnoiponon et eviog 35 nuepmv
UETE TNV apaipect) Tov amd T POANEN og Yuyeio, akoun Kt edv £xel tomobe el ek véov og yoyeio
KT T O1GPKELD GVTOD TOL YPOVIKOD SlOCTHUATOG.

Apa1tougvo QopLOKEVTIKO TPOioV

"Eyet kataderydel ynukn kot guoikn otabepdtnta KaTd T Xpnon Yo o¢ kat 45 nuépeg o
Oeppokpacio 2°C éwg 8°C, kabmg kot yio akoun 72 mpeg og Beppokpacisg mov dev vepPaivouv Tovg
30°C o¢ dudvpa yAwprovyov vatpiov yia evéoa 9 mg/ml (0,9%). And pukpofroroyiky| dmoyn, to
poiov Ba Tpémel va ypnoponoteiton dupeca. Edv oe ypnoyomombei dueca, ot xpovol poAaENS Kat ot
ouvOnKeg Katd TN ypnomn eivor evBovn Tov ¥pNoTn Kot Kavovika dev Oa mpémet va givan peyaidtepot
t0v 24 opov ot Beppoxpacio 2°C £wg 8°C, ekTdc €dv 1 apaion TpaylaTomoOnke o€ ELEYYOUEVES
Kot puOpcuéveg donmteg cuVONKeG.

6.4 Iowitepeg TPoPULAGEELS KOTA TN PVAAEN TOV TPOIOVTOG

duvrdooete og yoyeio (2°C - 8°C)

Mnyv katayOyeTe.

Dvidocoete 10 PLOAidL0 6T0 EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OO TO PWG.

[N t1g cVVONKEC SLOTPNONE TOV UN AVOLYUEVOL QLOABI0V EKTOG Yoyeiov, PA. mapdypapo 6.3.

[N 115 oVVONKEG SaTPMNONG HETA TNV APALOOT] TOV PAPUAKELTIKOD TPOIOVTOG, PA. Tapdypapo 6.3.
6.5 ®@Von Ko GLOTUTIKA TOV TEPLEKTN

4 ml dreddpotog og eraAidlo (yvari Tomov I) pe mopa (ehactikod fovtvriov) mov wepiéyst 100 mg
bevacizumab.

16 ml drodvpatog og eraridio (yvori THmov I) pe ndpa (ehootikod Povtvdiov) mov mepiéyet 400 my
bevacizumab.

Yvokevacio Tov 1 ploAidiov.

6.6 Idwitepeg TPoPUAAEELS OTOPPLYNG KO AALOG YEIPIGUOG

Mnv avokiveite 1o QroAidto.

To Aybintio Ba npénetl va mpogtoudletar amd emayyeuatio vyYEiOG YPNOIUOTOIOVTAG AONITTY TEXVIKY,
®oTe vo, Sl PaAileTal 1 oTeEpOTNTO TOV avacvotafévtog daAdpatoc. [ tnv mpogToipacio Tov
Aybintio Oa tpénet va ypnoiponoteiton oteipa PeLOva Kot cOpLyya.

H avaykoaio mocdtta bevacizumab 0o mpénet va avappo@dtat Kot vo apaidveTOL EC TOV
QTOLTOVHEVO GYKO XOpNyNong Le didivpa yAwpiodyov vorpiov yia evéotpua 9 mg/ml (0,9%). H tehikn
oVYKEVTpOON ToL dlaivuatog bevacizumab Oa tpénet va drotnpeitar evedg tov gvpovg 1,4 mg/ml mg

16,5 mg/ml. v mheloymeia tov neprtd®ceny N avoaykoio tocdtTo Tov Aybintio umopei va
aparmBei pe didAvpa yroplovyov vatpiov 0,9% yia evésua pe cuvoiikd 6yko 100 ml.
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To eopuaxevTikd TpoidvTa TapeVTEPIKNG ¥pNons Ba mpénetl va eetalovtol onTikd Yio Oapén
COUATIOIMV KOl OTOYPOUATICUO TPV T1 XOPN YN o).

Agv €yovv Topoatnpnel acvuPototnteg peta&d Tov Aybintio kot tov cdkov amd ToAvBvoloyAwnpidto
N ToAVOAEPIvN 1 TOL GLGTAUATA £YYVGTC.

To Aybintio givat povo yio epdmag ypfion, Kabdg To Tpoidy dev mepiéxet cuvinpnTika. Kabe
QPN OLULOTOINTO PAPUAKEVTIKO TPOIOV 1| VIOAELLO TPETEL VOL AITOPPITTETOL GOUPMOVA LE TIC KOTE
TOMOVG 16YHOVGEG GYETIKEG STAEELS.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OAovdio
bioepis.mi@medinformation.co.uk

8. APIOMOX(0OI) AAEIAY. KYKAO®OPIAX

EU/1/20/1454/001 — 100 mg/praAidio tov 4 ml

EU/1/20/1454/002 — 400 mg/praAidio tov 16 ml

9. HMEPOMHNIA IMNPQTHYE E'KPIZHX/ANANEQYXHY. THX AAEIAX
Hpepounvia mpdtng €ykprong: 19 Avyovotov 2020

Huepounvia televtaiog avavémong: 5 Iovviov 2025

10. HMEPOMHNIA ANAGEQPHXHYX TOY KEIMENOY

Aemntopepeic mAnpoopieg yio To Tapdv POPUAKEVTIKO TPOIOV givor S1BEGILES GTOV SIKTLOKO TOTO
tov Evponaikod Opyavicpov Papudkev: http://www.ema.europa.eu.
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ITAPAPTHMA 11

ITAPAXKEYAXYXTHX THX BIOAOT'IKQX APAXTIKHX
OYXIAX KAI ITAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHYX THX BIOAOI'IKQX APAXTIKHX OYZXIAX KAI
IHAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEEMEYZXZH TQN ITAPTIAQN

Ovouoa kot d1e06vven Tov TapacKELAGTH TNS BLOAOYIKDOE dPUCTIKNC OVGIOGC

FUJIFILM Diosynth Biotechnologies Denmark ApS
Biotek Allé 1

Hilleragd, 3400,

Aavia

‘Ovouoa kot d1e06vven Tov TaPACKELAGTH TOL £ival VTELOVVOC Yo TNV OTOOEGUELCT) TOV TOPTIOWV

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OX\avdio

270 £VTUTO PUALO 0ONYIDV XPTONG TOV POPLAKEVTIKOV TPOTOVTOG TPEMEL VAL VALY PAPETAL TO OVOLLQL
Kol 1 d1ev¥BvvoT ToL TAPACKELAGTH OV gival VITELOLVOG YO TNV ATOSEGUEVCT] TNG CYETIKNG TAPTIONG

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

DoppokeuTikd TPOIOV Y10 TO 0TTOI0 UTaLTEITAL TEPLOPIGUEVT 1ATPIKT cuvTayT (PA. mapdptnua I
[Mepiinyn tov Xapaktnplotikdv tov [Ipoidvrog, mapdypogog 4.2.)

I. AAAOI OPOI KAI AITAITHZEIX THX AAETIAYX KYKAO®OPIAX
Ex0¢og1g Teprodikig rapakorovdnong e aseareros (PSURS)

Ot anoutioetg yo v vrofoin twv PSURS ya to ev Aoym @appokeutikd tpoidv opilovtor otov
KatdAoyo pe Tic nuepounvieg avagopds g Evoong (katdroyog EURD) nov mapatifeton oty
Tapdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdbe emakdlovdng enikaiponoinong
OT®G OMUOCIEVETAL OTIV EVPAOTOIKT SUKTLAKT TOAT Y10l TO PAPLLOKOL

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

Yyéo10 owayeipiong kivovvou (XAK)

O Kdaroyoc Adetog Kvkhopopiag (KAK) Ba dieEaydyet Tig amartodpeveg SpactnploTnTeg Kot
TAPEUPAGELG PUPLOKOETOYPVTVIIONG OGS Tapovstdovtal 6to cupenvniéy ZAK mov
mapovctdletar otnv evotnto 1.8.2 g doelag kukhopopiog Kot 0olecdNTOTE ETOKOA0VOEC
gykekpiuéveg avabempnoeig tov TAK.

‘Eva. emkapomomnpévo XAK Oa mpénel va katotedei:

* Metd and aitnua tov Evponaikod Opyavicpod @oppdkmy,

* OnoTEdMTOTE TPOTOMOLEITAL TO GVOTNUE, dLAYEIPLONE KIVOHVOUL, EI01KG MG ATOTELEGLO ANYNG
VEOV TANPOPOPIDV TOV UTOPOVV VO, ETPEPOVY CTUAVTIKT 0ALAYT) TN GYECT 0PEAOVC-
KIVOUVOUL 1] G OTOTELEGILO TNG EMTEVENG EVOG CTULOVTIKOD OPOCTILOV ((POPUAKOETOYPOTTVION|
1 eAayloTONoiNoT KIVOUVOUL).
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ITAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH

66



ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Aybintio 25 mg/ml mokvd dtdAvpo Yo Tapackev| SIADIATOG TPOG EyYLoT
bevacizumab

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

Kabe graridio mepiéyet 100 mg bevacizumab.

| 3. KATAAOT'OX EKAOXQN

Tproddln dwdpikn, vaTplo o&kd Tprdpikd, 0&ikd o0&y, TolvcopPikd 20, Héwp yia evésyua. Agite T0
@OALO 0OMYIDV YPNONS Y10 TEPICTOTEPEG TANPOPOPIES

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

[Tokvo drdAvpa yio TopackeL SAVLATOG TPOG £YXVoN
1 praAidio v 4 ml
100 mg/4 mi

[5. TPONOX KAI OAOX(OI) XOPHTHEHX

Mo evooeA&fra xpnom petd amd apaimon
Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPTON.

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puidooetal og Béon v omoia dev PAETOLY Kot dev Tpoceyyifovv To TodLd.

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

| 8. HMEPOMHNIA AHEHX

AH

[1]

H

| 9. EIAIKEX XYNOHKEYX OYAAEHX

Dvrdocete o€ Yoyeio.
Mnv kaToyvyeTe.
Ddvidocoete 10 PLOAid0 6T0 EEMTEPIKO KOVTL OGTE VO TPOGTAUTELETAUL OO TO PMG.
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10. IAIAITEPEX TPO®YAAEEIX I'lA THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IIPOIONTOQN ‘H TQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Samsung Bioepis NL B.V.
Olof Palmestraat 10, 2616 LR Delft
OX\avdio

[12.  APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/20/1454/001

| 13.  APIOMOZX IMAPTIAAZX<, ETOIXEIA AOTH KAI KQAIKOI ITIPOIONTOX>

[oprtioa

| 14. TENIKH KATATAEH I'lA TH AIAOGEXH

| 15. OAHI'IEX XPHXHX

16. TTAHPO®OPIEX XE BRAILLE

H artioldynon yia vo unv mepiinedei n ypaen Braille eivor amodextn.

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAZX (2D)

A6d1d0TaTog Ypapupumtog kadikag (2D) mov eépet Tov meptAn@divia povadikod ovayvopioTikd
K®OKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

PIAAIAIO

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX KAI OAOX(0OI) XOPHI'HZHX |

Aybintio 25 mg/ml oteipo mukvo diiAvpa
bevacizumab
EvdopAéPra éyyvon petd and apaioon

| 2. TPOIIOX XOPHITHZHZ |

| 3.  HMEPOMHNIA AHEHZ |

EXP

| 4. APIOMOX ITAPTIAAX

Lot

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

100 mg/4 mi

| 6. AAAA XTOIXEIA
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Aybintio 25 mg/ml mokvd dtdAvpo Yo Tapackev| SIADIATOG TPOG EyYLoT
bevacizumab

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

Kda0Oe graridio mepiéyet 400 mg bevacizumab.

| 3. KATAAOT'OX EKAOXQN

Tproddln dwdpikn, vaTplo o&kd Tprdpikd, 0&ikd o0&y, TolvcopPikd 20, Héwp yia evésyua. Agite T0
@OALO 0OMYIDV YPNONS Y10 TEPICTOTEPEG TANPOPOPIES

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

[Tokvo drdAvpa yio TapackeLt| SAOLATOG TPOG £yXVoN
1 praAidio tov 16 mi
400 mg/16 ml

[5. TPONOX KAI OAOX(OI) XOPHTHEHX

Mo evooeA&fra xpnom petd amd apaimon
Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPTON.

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetal og Béomn v omoia dev PAETOLY Kot dev Tpoceyyilovv To TodLd.

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

| 8. HMEPOMHNIA AHEHX

AH

[1]

H
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| 9. EIAIKEX XYNOHKEYX OYAAEHX

Ddvrdoocete o€ Yoyeio.
Mnv katToyvyEeTe.
Dvidocoete 10 QoA 610 EEMTEPIKO KOVTL DGTE VO TPOGTATEVETAUL OO TO PMG.

10. IAIAITEPEX TPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TOQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

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

Samsung Bioepis NL B.V.
Olof Palmestraat 10, 2616 LR Delft
Olhavoio

| 12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/20/1454/002

| 13.  APIOMOX ITAPTIAAX

[oprtioa

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHTI'IEX XPHXHX

16. TAHPO®OPIEX XE BRAILLE

H awtioAdynon yio vo unv neptingBei n ypaen| Braille ivon amodekt.

17.  MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AISAIAZTATOE TPAMMQTOX
KQAIKAY (2D)

Aodidotatog ypoupmtdc kodikag (2D) mov gépet Tov meptAn@Bévia povadikd avayvoploTikd
KOOKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

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

OIAAIAIO

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHI'HXHE

Aybintio 25 mg/ml oteipo mukvo didAvpa
bevacizumab
EvdopAéPia Eyyvon petd and apaioon

| 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

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

400 mg/16 ml

| 6. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonYLOv piong: IIinpoopics Yo Tov ypiietn

Aybintio 25 mg/ml rokvo didivpa y1o mepacKsvY] SteAdpaTog TPog £yyvon
bevacizumab

Awfdote TPooEKTIKG 0AOKAN PO TO GVALO 0ONYLAV YP1|ONG TPV OPYICETE VA (P CLUOTOLELTE

oVTO TO QAPNAKO, OLOTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 CUS.

- DvraEre avtd To POAAO 0ONYLBV Yprone. Towg ypelaotel va to dwufdoete Eava.

- Edv &yete mepartépm amopiec, poTNOTE TOV Y1OTPO, TOV POPLAKOTOLO 1) TOV VOGOKOLO GOG.

- Edv mapotnpnoete Kamoto avemBOUnNTn EVEPYELN, EVILEPDOTE TOV YIOTPO, TOV QAPUAKOTOL0 1)
TOV VOGOKOUO G0G. AVTO 1oY0eL Kot yio, KAOE mhavi avemBOUnNTN eVEPYELN TOV OV UVAPEPETOL
670 TapdV EUALO 0dNYLdV xpriong. BAéne mapdypago 4.

T epréyel 10 Tapov GULAO 00N YLOV:

Tt eivar to Aybintio kot oo givon 1 xprion tov

T npémel va yvopilete npy ypnouonomoste to Aybintio
Iog vo ypnopomomoete to Aybintio

[MBavég avemBOunTes evépyeteg

o va pvidocoete to Aybintio

[epreydpeva g cvokevaciog Kot AOTES TANPOPOpieg

Uk wd P

1. T givon To Aybintio kou wova givan 1 yprjon tov

To Aybintio mepiéyet T dpaotiky ovoio bevacizumab, to onoio givan éva eEavOpomomomnpévo
HOVOKA®VIKO avTticoua (£vag TOmog TPMOTEIVIG ToL GLVNOMG TOPAYETOL A0 TO AVOGOTOTIKO
GUGTNHO Y10 VO BonOfGEL GTNV VAEPACTIGT TOV OPYAVIGHOD Ao AOMEELG Kot Kapkivo). To
bevacizumab cuvdéeton exhexTikd pe pio TpmTEv TOL OVOUALETOL OVOPOTIVOG AVENTIKOG
napdyovtag tov ayysiakov gvdodniiov (VEGF), o onoiog Bpicketal 6NV e00TEPIKN ETPAVELD TOV
ALLOQOP®V KOl TOV AEUPIKDV ayyeimv otov opyavicpod. H npoteivn VEGF npokaiel v avamtuén
TOV ALLOQOP®V OYYEIMV EVTOG TMV OYK®V, QLTA TO OLLOQOPA aryyeia TapEyovy GTov 0YKOo Bpemticd
ovotatikd kot o&uyovo. MoAg to bevacizumab cuvdebei pe tov VEGF, n avamtuén tov 6ykov
gUmodileTo OVAGTEALOVTOG TNV AVATTVEN TOV AUOPOPOV AYYEIDV TOL TAPEXOLV Ta OpemTiKd
ovoTaTiKd Kot 0&VYOdvVo GTov OYKO.

To Aybintio givot éva pappoko mwov ypnoonoteitan yio tn Oepaneio evndikev acbevov pe
TPOYMPNUEVO KOPKIVO TOV TayE0C EVIEPOL TL.Y., TAYE0G EVTIEPOL 1) TOL 0pBov. To Aybintio Oa
Yopnyeital o€ cLVOVAGHO pe ay®YN ynuedepaneiag, n omoia TEPLEYEL £VOL PAPLOKO
eBoplomupyudivng.

To Aybintio ypnoomoteitan eniong ya t Oepomeio evniikov aclevdv pe peTooTaTiKd KapKivo TOV
pactov. Otav ypnopomoteital o€ acbeveic pe Kapkivo Tov pootov, Ba yopnyeiton pe éva
QOPUOKEVTIKO TTPOTOV Yo ynuelobepomeio mov ovoudletor TokArta&éAn N Karneottafivn.

To Aybintio ypnowonoteital eniong yio ) Ogponeio evnAikov acbevav e TpoxmpnUEVO Un
LWKPOKVTTOPIKO KapKivo Tov mvedpova. To Aybintio Oa yopnyeitan pali pe oyxfuo ynuetobepaneiog
OV TTEPIEYEL TANTIVOL.

To Aybintio ypnowomoteital eniong yio ) Ogpancio evnAikov acbevdv pe Tpoympnuevo un
UIKPOKLTTOPIKO KOPKIVO TOV TVEDLOVE OTOV TO, KOPKIVIKG KOTTAPO, £X0VV EIOIKEG UETAAAAEELS oG
TPOTEIVNG OV OVOUGleTan VITodoyEng TOV emdEPKOD avéntikod mapdyovta (EGFR). To Aybintio 6o
yopnyeitail € cuvovacud e erlotinib.

To Aybintio ypnowomoieital emiong yio ) Ogponeio evnAikov acbevdv pe TPoymPMUEVO KOPKivo
veppav. Otav ypnoiponoteital og acheveic pe kapkivo veppmv, Ba yopryeiton poali pe évav dAdo Tomo

POPUAKOV TOV OVOUALETOL VTEPPEPOVT).
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To Aybintio ypnowonoieital emiong yio ) Ogpancio evnAikev acbevdv pe Tpoympnuévo embnilokd
KOPKivVo T®V ®0NKOV, KapKivo ToV 0aymydv, 1| Tpotonadolc KapKivov tov mepttovaiov. Otav
ypPMoLoToEiTan 6 acbeveig pe emBNALOKO KOPKIVO TOV 0OBNK®Y, KAPKIVO TOV @UYyOYdV, 1
TpmToTadn Kopkivo Tov mepttovaiov, Ba tpémet va yopryeitol oe cuvdvacud pe KapPomiativn kot
TOKMTOEEAD.

Orav ypnopomnoteitot yia Tovg evijlikeg acbeveis pe mpoympnpévo embniiokd Kapkivo tov wobnkdv,
KOPKIVO TOV ®oy®y®mVv 1| TPOToTadn KapKivo Tov TepLtovaion, TV omoimv 1 vOsog £yl emavELDeL
TovAdyloTov 6 puMveg petd v tedevtaio opd wov voPfARONKaV oe Bepaneio e Eva oyRUa
ynueodepanciog mov mepiEyel mapdyovro mhativog, To Aybintio Oa yopnysitatl oe cuvdvacud pe
yepoitafivn kot KapPomAiativn 1 pe kapPomiativn kot mokATaEEAT.

Orav ypnopomnoteitot yia Tovg evijlikeg acbevels pe mpoympnpévo embniiokd Kapkivo tov wobnkdv,
KOPKIVO TOV @oymy®v 1| TPOTOTad KapKivo Tov Tepttovaion, TV omoimv 1 vOcog £yl emavELDeL
TovAdyloTov 6 puMveg petd amd v TeElevtaio popd mov vofANnOnkay o Oepaneia pe Eva oo
ynueodepanciog mov mepiEyel mapdyovro mhativog, To Aybintio Oa yopnysitol oe cuvdvacud pe
TOKMTAEEAT, 1] TOTOTEKAVT] 1] TEYKVAOUEVT] AITOCO KT do&opovfikivn.

To Aybintio ypnowomoteitat, exiong, yio t Bepancio evniikwv acBevdv pe eppévav, vToTpoTilov
1N LETAGTOTIKO Kapkivo Tov Tpaynrov g uitpac. To Aybintio 6o yopnyeiton o€ cuvdvocuo pe
TaKMTOEEAT Kot GIOTAATIVI 1, EVOAAAKTIKG, LE TOKAITOEEAT Kol TOTOTEKAVN 0 0eOgvElg TOV deV
umopovv vo, Adfovv Bepomeio pe TAativa.

2. T npémer vo yvopilete Tpwv ypnoypomomeste 1o Aybintio

an xpnopomomjceTe To Aybintio
o€ mepintwon aliepyiog (vepevalcbnoiag) oto bevacizumab 1 oe omolodnmote dALo amtd Ta
GUGTOTIKG OVTOV TOV QAPUAKOL (OVOPEPOVTOL GTHV TOPAYPAPO 6).

- o€ mepintwon aAlepyiog (vrepevarcOnoiog) oe TPoidvTa TNG KLTTOPIKNG GEPEG INAacTiKoV
(Chinese Hamster ovary, CHO) 7 o6& GAa avacvvdvaouéve avOpaomva 1 eEavBpomoromuéva
VTGO UATO.

- o€ TePInTOON OV €10TE EYKLOC.

IIposidomou|oelg Ko TPOPLAGEELG
AmevBuvbeite otov yratpo, TOV Qapprokonold 1 Tov VOGOKOWOo oag Tpty Tapete to Aybintio:

o Eivor mBavo 6t 1o Aybintio propei va avénoet tov kivouvo S14Tpnong Tov Tol®UATOS TOV
eviépov. Eav éxete Tig ouvOnKeg Tov TpokoAohy AEYHOVI LEGA GTNV KO (TT.Y.
EKKOATIOUOTITION, GTOMOYIKA EAKT, KOAITION oyeTilopevn ue ynuetodepameio), TapakareicTe va
70 cu{NTNOETE € TO Y1TPO OO,

o To Aybintio umopei va 0vEfoet Tov Kivauvo gpeaviong U GUGIOA0YIKNG cOVIEST|C 1| 51030V
peta&d dHo opyavmv 1 ayyeiov. O kivouvog epedvionc cuvoeonc HeTa&d ToL KOATOV Kot
0T010VONTOTE GNUELOL TOV EVTEPOL Umopel vo, avénbei edv Exete eppévovta, vrotpomialovra M
HETAOTATIKO KOPKivo TOV TpayRAov TG WATPOS.

e  To pdppoxo avtd pmopel vo avénoet Tov Kivouvo atpoppayiog 1 va avé&noet Tov Kivouvo yia
TPOPANOTA LLE TNV EXTOVAMOT] TPUAVIATOS LETO Ao xEPOLPYIKN enéupacn. Edv mpoxetton va
voPAnOeite og gyyeipnon, eav eiyate vwoPfAndei oe peilova yeipovpyikn enépPacn evidg tov
TeAeVTai®V 28 Nuep®dV N €6V £XETE AKOUT [UT) ETOVA®UEVO TPADLO LETA OO XEPOVPYIKN
enéuPaon, dev Ba Tpémet va AaPete awtd T0 PAPHOKO.

. To Aybintio umopei va avénoet tov kivouvo avamtuéng cofapdv AoudEEMY TOL EPUOTOG 1|
BabitEp®V GTPOUATOV KOT® 0d TO dEPUM, 1OLOHTEPQ EAV EYATE SLATPTOT TOV TOLYDLOTOC TOL
EVIEPOL 1) TPOPANLOTA [LE TNV ETOVAWMGCT] TPOVUOTOG,
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To Aybintio pmopei va avénoet v enintoon e VYnANg apTnplokng wicong. Edv £xete vynin
apTpoKy mieomn 1 onoio dev glvar KaAd EAEYXOLEVT LE AVTIVTEPTACIKA QAPLOKOL,
TopoKaAeioTe va To cu{nnoete e 1o yuTpd cag, kKabmg mpénet va PePformbeite 0TL M
apTNPLOKN TTieon cog givon Vo Eleyyo mpwv apyicete T Bepomeio pe to Aybintio.

Av éyete 1 giyate koTd T0 TAPELOOV avevpLG (S107KmoN Kot EEAGOEVIOT TOV TOYMUUTOC
aLPLoEOPOL ayyeiov) 1 SloOPIGUO TOV TOLYMUATOS AoPOPOL ayyeiov.

Av10 10 PappaKo aLEAVEL TOV KIVOUVO VO LIThPYEL TPMTEIVT 6T 0Vpa GOG, EWIKE AV EXETE 1OM
VYNAR apTNPLOKY TTieo.

O «ivévvog avantuéng Opoupv aipatog otig aptnpieg cog (Evag THTOG APOPOPOV ayYEIOV)
pmopet va. ovéndei v giote avm Tov 65 gTmV, gdv £xete daPntn N edv giyate 116M BpopPovg
aipatog otig aptmpieg coc. Hapakarovpe evnuepmdote 10 YaTpod cag, apol ot Opoupot 6to aipa
umopei va 00MyNGoLvV o€ Kapdlokn TPocPorr Kal EYKEQOAKO ETEIGOO10.

To Aybintio umopei va avénoet emiong Tov kivévvo aviamtvéng Opoupov aipatog otic EAEPES
o0g (évog TOTOG aLoPOpOL ayyeiov).

To @dppoxo ovtd propet va TPoKaAEGEL apoppayia, Wiaitepa TOV OYKOL TOL GyetTileTon pe
apoppayio. [Mapoakadeiote dnwc GLUPOVAELTEITE TO YIOTPO GOG EAV EGEIG ) 1 OIKOYEVELN GOG
TEIVETE VAL VTTOQEPETE A0 TPOPANLLOTO ULLOPPOYinG 1 EAV TAIPVETE PAPUOKO VIO TNV OPOI®CT)
TOV OU[LOITOG Y10l OO0 TOTE AGYO.

Eivor mBavé 6t to Aybintio propei va mpokaiéost awpoppayio péca 1 yopw amd Tov eyKEPAIO
cag. [Tapaxoieiote va 10 cul{nTtNoETE LE TO YITPO COG EAV TAGYKETE OO PETOGTAUTIKO KOPKivo
7oV ennPeAleL Tov EYKEPAAD GOC.

Eivow mbovd 6t to Aybintio pmopei va avénoet tov kivauvo oipoppayiog 6Toug mvedIoves Gog,
ovumepthapPoavopévou tov Prxa Kot Tov va gtovete aipo. [apokaieiote va cuinmoete pe 10
Y1Tpd C0G €AV EYETE TAPATNPTOEL AVTA TPOTYOLUEVAC,.

To Aybintio umopei va avénoet tov kivouvo ekdnimong addvaung kapdide. Eivorl onpoviikd va
yvopilel o yaTpdc cog edv Exete Toté AaPet avOpakvkAiveg (Yo mopdadetypo doEopovfikivn,
éva oLYKeEKPLUEVO €100 NG ynueloBepameiag Tov ypnoyomoteitat yia tn Oepaneia oplopévaov
Kkapkivov) 1| éxete vroPAnbel og axtivobepancio oto 6TH0OC Gog, N oV £XETE KAPILOKT VOGO.

To @appaxo ovtd propel va TPOKOAEGEL AOUMEELS Kt ot EAATTOOT TOV aplOpuol Tov
0VOETEPOPIL®V GOG (€va 100G KLTTAP®OV TOV CULLOTOC CIULOVTIK®Y Y10, TNV TPOGTUGI0 GOg omd
Ta faxTipia).

Eivor mBavo 6t to Aybintio propei va mpokaiéoet viepevatctneio (cupmnephafavopévng me
AVOQPLAOKTIKNG KoTomAn&lag) koM avidpdoelc katd tnv £yyvon (avidpdoelg mov oyetilovral
pe v éveon tov eappakov). Hapokaieiche va evnuep®OETE TO Y1IOTPO GOG, TOV PAUPHOKOTOLO
KOU/1| Tr VOGOKOUO €0V €xete Pirddoetl 6To TapeAdov TpoPAnuato PeTd and EVEGELS, OTMG
{aAn/aicOnuo Amobopiag, dvomvola, oidonua i e&avonua.

Mo ortdvia VEDPOAOYIKT| avemBountn evépyela Tov ovopdletotl cOVOPOUO TG omicOog
avoaotpéyiung eykeparonddeiag (PRES) éxel cuoyetiorel pe ) Bepaneio pe to Aybintio. Edv
€YETE TOVOKEPOAO, O1OTAPAYES TG OPACTC, CUYYLON 1) CTAGLOVG, LE 1 Y®PIG VYNAN Tigomn Tov
aipotog, TopaKoreiche Vo EMKOVOVNGETE LE TO YLOTPO GOC.

IMopakaieiote vo cLPPOVAEVTEITE TO YIOTPO GOC, AKOUN KOl EGV OVTEG Ol TAPATAVD KOTUGTAGELG
ioyvav yio €6dg novo 6to Topeldov.
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IIpw mapete to Aybintio 1| evéd Aappdvete Oepancio pe to Aybintio:

o Edv éyete M eiyote mOVO 670 GTONA, TO OOVTIO Ko/ 6T Yvabo, Tpr&uo 1 TANYEG 6TO
€0MTEPIKO TOV GTONATOG, povdlacua 1 aicOnua Bdpovs ot yvébo, 1 YoAdpwoT £vOg SOVTION
EVNUEPDOOTE TO Y1ATPO KAt TOV 030VTIOTPO GOG AUECWDG,

. Xe mepintwon mov ypedletal va vmoPfinbdeite oe emepfaticég odovtiatpikég dtadkacieg N
000VTIOTPIKT YEPOLPYIKT EXEUPACT], EVIUEPDGTE TOV 000VTINTPO GOG OTL €i0TE € Bepameia e
t0 Aybintio, 18img 6tov Aappavete 1 Exete AaPet evooeAEPLo dS1pmoPoVIKd 6TO aipa 6ag.

Y0G GLVIGTATOL VO KAVETE 000VTIATPIKO EAeyyo Tpwv Eekviioete T Oepaneio pe Aybintio.
oo kon £pnpor

H ypnon tov Aybintio dev cuvictdral o€ maudid kot epPPouvg nAtkiog kKaTo Tov 18 gtdv, d16T1 1M
AGPAAELD KoL TO OQEAOG Ogv £XOVV TEKUMPLOBE] G aVTOVG TOVE TANBVG OV 0GOEV@V.

Nékpmon Tov 06TIKoD 16700 (06TEOVEKP®GT) 68 06T EKTOG TNG YVABov, £xel avapepbel e acbeveic
Kato tov 18 gtdv, mov AMauPovay Oepomeia pe Aybintio.

Alo @appoxa kot Aybintio
Evnuepmdote 10 y1atpd 1] T0 OPUOKOTOLO GAG 1) TOV VOGOKOUO GOG oV TOIPVETE 1 £XETE TAPEL
TPOCPOTA 1 UToPel vo AAPeTe 0molodNTOTE GALD QAPLLOKAL.

Yovvdvaopoi tov Aybintio pe éva dAo edpupako, mov ovoudletar sunitinib malate (cuvtayoypageitot
Yo KOPKIVO VEQPOU KOl TOV YOGTPEVTIEPIKOV), UTOPEL VO TPOKAAEGOVY GOPOPES OvVETIOVUNTEG
gvépyeteg. Zulntote pe 1o Yiotpo cag yo va BePfaiwbeite 6t dev Ba cuvdvalovtar ovtd Ta eappaKa.

Evnuepaote 1o ylotpd cag edv ypnoponoteite Oeponeieg pe fdon v mAativa 1 v Ta&dvn yio Tov
KOPKIVO TOL TVEDLOVOL 1] TOV LETACTATIKO KAPKivo TOV HooTov. Avtég ot Bepaneieg oe cuvovacud Le
Aybintio propei va avEnoovv tov kivouvo cofapdv avemBOUNTOV EVEPYELDV.

IMopokareiote va eite 6To Y10Tpd 0aG Qv ExeTe TPOSEATA AAPeL N AauPdvete axtivobepameio.
Kinon, Onkaopdég ko yovipotnro

Agv TIpEmeEL va xpnoHOToLEITE 0VTO TO PAPUAKO €0V gloTe £ykvog. To Aybintio puropei va PAdyetl To
£uppvo, koG Lmopel va GTOUATIGEL TO GYNUATIGHO VEOV o@Op@V ayyeimv. O yatpog cas Oa
TPEMEL VO, 60¢ GLUBOVAEDGEL Yia TN Ypo” avTIGOAANYNG Katd T didpkeia ¢ Bepameiog pe Aybintio
Ko yuo, 6 pveg TovAdylotov petd Ty televtaio d0om tov Aybintio.

Evnuepoote dueca to y1aTpd 60g GE TEPITTMOOT OV €I0TE £YKLOG, MEivVATE £YKLOG KOTA TN JldpKeLd
¢ Oepameiog 1 oyeddlete va peivete £YKLOC TPOGEYMG.

Agv npémer va, Onralete to Ppépoc oag katd ™ didpkeia Oepoameiog pe Aybintio kot yio 6 piveg
TOVAGYIoTOV HET TV TedevTain doon Aybintio, kabmg to Aybintio uropei va emnpedost Ty
avanTuén Tov PpEPoug cag.

To Aybintio umopei va emnpedoset ) yovaikeio yovipodtnto. Iapaxerodue cvufovievteite to yiorpd
00G Y10 TEPIOCOTEPEG TANPOPOPIEC. ZNTHOTE T1 GUUPBOVAN TOL YIATPOV, TOL PUPUAKOTOLOD 1) TOV
VOGOKOWOL GOG TPV TAPETE OTOLOONTOTE PAPLOKO.

Oonynon ko EPLoROS PNYAVRATOV

To Aybintio dev éxet deiet OTL PELDVEL TNV IKOVOTITA GOG Y10, 031 yNoT| | XPNON EPYOLEi®V 7
unovnudtev. Qotdco, xovv avapepdei vevniio kot Mobopio e ) yprion tov Aybintio. Eav
avTipetonilete cuunTORATE TOL EXNPEGlOVY TV dpAcT 1 TN GLYKEVTIPMOGT GAG, 1 TNV IKAVOTNTH GOg
Vo OVTIOPATE, NV 0ONYEITE Kol UNV XPTCLUOTOIEITE UNYOVALOTA PEXPL VO, E£0PAVIGTOVY T
GUUTTOLOTOL.
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To Aybintio agpiéyst vaTpro kon morvsoppiko 20
To edpuaxo avtd mepiéyel Aydtepo amd 1 mmol vazpiov (23 mg) avd erolidio, dnA. givar avtd Tov
ovopdlovpe «eredBepo vatpiovy.

Av1 10 Pappaxo mepEyet 1,6 mg moAvoopPikod 20 og kabe eraAidio twv 100 mg/4 ml kou 6,4 mg og
Kkabe prokidlo tov 400 mg/16 ml wov 1odvvapei pe 0,4 mg/ml. Ta ToAvcopPikd pmopei vo
TPOKAAEGOVV AALEPYIKEG avTIOPACELS. Evuepdote 10 y1otpd Gog €4V £XETE OTOOONTTOTE YVOOTN
aArepyio.

3. Iag va gpnoporomcete To Aybintio

Aocoloyia Kol cuyvOTNTA YOPTYNONG

H 860m Aybintio mov ypetdletar e€aptdrar 0mmd t0 copoTKd 6ag Papoc Kat 1o 1060 TOL KopKivov yia
Oepomeio. H cuviotdpevn d6on givor 5 mg, 7,5 mg, 10 mg 1 15 mg avd 1udypappo GoUATIKOD GoG
Bapovg. O yatpds oag Ba cuvtayoypaenost Thv KatdAAnin d6on Aybintio. @a Aapfdavete Oepameio
ue Aybintio pia @opd kébe 2 1 3 efdouddec. O apBudS TV eyydcewv Tov Ba Aaufdvete o
eEapBei amd v avtandkpion cag ot Bepaneia B tpénel va cvveyilete va Aappdvere avtd o
@apuako £mg 6tov to Aybintio amotdyel 6TV AVOGTOAN TG AvATTLENG TOV OYKOL Gac. O Y0Tpdg GG
0a 0 cv{ntoet pali cog.

Tpomog kot 060G yop1yNoNS

Mnv avakwveite to eraAidio. To Aybintio givol éva mokvo didivua yio TOPOoKELT SLOADUATOC TTPOC
£€yyvon. Avaloya pe T 6001 TOV GLVTOYOYPAPNONKE Yo GGG, LEPOG 1) OAO TO TEPLEYOUEVO TOV
eraAdiov Aybintio Ba apaiwbel pe dtdivpo yAoplodyov vatpiov mpwv and ) xpnon. Evog yatpogn
voookoudg o oag yopnynoet 1o apatwpévo dtdavpo Aybintio pe evooeAéPia £yyvon (otdydnv péca
ot eAEPa cag). H mpdtn €yyvon Ba cag 60b¢i oe dtdonua 90 Aewtmv. Edv eivar kaAdd avektn,
devtepn €yyvon umopel va dobel o didotnua 60 Aertdv. Ot petayeviéotepeg £YY0OELS UTOPEL VO GOG
50000V og dtaopua 30 AemTdv.

H yopiynon tov Aybintio o npémer va drokomei mpocwpiva:

. €qv eppavioete cofopn VYNAN aptnploky mieon 1 onoio amaltel Oepameio (e AVTILTEPTUCIKA
PappoKa,

o €4V €yete TPOPANLOTA ETOVAMONG TPOVUATOC LETH OO YEPOLPYIKN EXEUPao,

o €dv vtoPAnbeite o€ yewpovpykn enépuPaocn.

H yopiynoen tov Aybintio 0o npéner va dvokomei povipa v epgavicers:
o cofopn vymAn aptnploxy mieon 1 onoio dev pmopet va eheyyOel pe APUAKA Yo TV OPTNPLOKN
mieon N pio Eapvikn cofapn avénon g apTNPLOKNS Tieong,

o TOPOVGIQ TPMOTEIVIG GTO OVPA GG GLVOIELOUEVN aTtd oidN U (TPNELLO) TOV CAOUATOG GUG,
. S14TPNOT GTO TOTYWUA TOV EVIEPOL GOG,
o UL U1 QLGLOAOYIKT COANVOEIING GVVOEST 1] TOPOC OVAUEGO GTNV TPOYEIN KAl GTOV 01G0(QAYO,

HETAED ECMTEPIKMOV OPYAVOV Kol SEPLOTOC, LETAED KOATOL Kol OTOL0VONTOTE GNUEIOL TOV
EVIEPOV, 1 LETOED GAL®V 16TOV TOL GLVNO®G deV glvar Guvoedepévol (GUPLYYLo) Kot KpiveTal
cofopn amod to yTpd oag,

cofopéc AotudEelg Tov dépuatog N fabitepwv oTPOUGTOV KAT® 0o TO dEpUa,

Opoupo aipatog otic aptnpieg cag,

Opoupo aipatog oto apoeopa ayyeio Tov TVELUOVA GO,

Kkdmolo cofopn aipoppayio.

Eav 800¢<i peyoldtepn 6om Aybintio ano v kevoviki:
o umopei va ekdnAmoete coPfapn nuikpavio. Eav cuoppei avtd, o mpénet va pwiAncete dueca pe 1o
YTpd, TO POPLAKOTOLO 1| TO VOGOKOUO GOGC.
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Eav Egyaoete pia d6om Aybintio:
o 0 ywtpog cog Bo anoeacicel Tote Bo mpémel va cag dobei n emdpevn d6on Aybintio. @a mpémet
va 10 cL{NTNGETE e TO Y1ATPO GOG.

Eav etapoticste T Ogpaneio pe Aybintio:
H diakomn g Bepanciag pe Aybintio propei va otapatiost Ty enidpact 6Tnv avantuén Tov OyKov.
Mn dakdyete ) Oepomeio pe Aybintio ektdg Kt edv to £xeTe GLLNTNOEL HE TO YITPO GOG.

Edv éxete meplocOTEpEG EPOTNOELS GYETIKA LLE T YPNOT] AVTOL TOV PAPLAKOV, POTIOTE TOV Y10TPO,
TOV (POPLOKOTOL) 1] TOV VOGOKOUO GOG.

4. IBavéc avemBOuNTES EVEPYELEG

Onwg 6ha To eApOKa, £TGL KO GVTO TO QAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELEC, OV
ka1 6gv Tapovclalovtal 6 OAOLG TOVG AVOPMOTOLG,.

Edv mapotnpnoete Kamoto avemBOunTn eVEPYEL, EVILEPDOTE TOV YIOTPO, TOV QAPUAKOTOL0 1) TOV
VOGOKOWO 60G. AVTO 1oyYveL Kot Yo kae mhavr avemBountn evépyela Tov 6gv avapEPETAL GTO TAPOV
@OAAO 00N YLDV YPTONG.

O1 avemBounteg evépyeteg mov mapotiBevtal Tapakdto mapatnpnOnkay 6tav to Aybintio 660nke
podi pe ynuetoBepomeio. Avto dev onpaivel amapoitnTa OTL OVTEG 0L OVETBVUNTES EVEPYELES
TpoKANONKay avotnpd and to Aybintio.

Addepyikég avTiopdoseig

Edv &yete adhepyikn avtidpaon, meite To AUeGH 6TO YOTPd GOG 1) 6€ LEAOG TOV LOTPLKOV TPOCMTLKOV.
Ta onueia propei va coumepthappdvovv: dvokorio oty avarvon 1 Tévo oto otloc. Mmopel emiong
va €xete KokKvida 1 £y tov déppatog 1 e&avinua, ovatpiyila kot piyn, aicOnua adwabdeciog
(vavtia) 1 Tdon yio éueon (Epetog), Tpn&ipo, COAN, YPYopos Kapdtakog TOAUOS Kol OTMAEL
alcOnoceomv.

Oa npéner va Cntiiocte PonjBsra dpeoa edv vro@épeTe amd KamoLX 06 TIG GveEmMOVUNTES
EVEPYELEG TTOV AVOPEPOVTUL TAPUKATE.

O1 6oPoapéc avemBOuNTEG EVEPYELEC, Ol OToieg pmopel va, eivarl woAD ovyvés (umopei va emnpedoovy

nepLocdTEPovg amd 1 otoug 10 avBpmdnovg), cuumeptiapfavouy:

. VYNAN 0pTNPLOKN TTieoT,

o aicOnpo LovdIoUATOG 1 TPELOVALNGLO GTO, XEPLOL KoL TO TOOLOL

o UELMUEVOG aPOUOG KVTTAPWOV GTO QLo GCUUTEPIAAUPBOVOUEVOV TOV AEVKOKVTTUP®Y TO OTOid
TPOCTOUTEVOLY OO AOUMEELS (TBAVOV Vo GUVOOEVETAL [LE TVPETO) KOl KLTTAP®VY oV Bonfovv
v &N 1oL aipaTog,

o aicOnpa advvapiog Kot EAAEIYN EVEPYELOG
. KOT®OT
. dlappota, vanTio, EUETOS KOl KOIAOKO AAYOC,

O1 coPoapég avemBouunTeg EVEPYELEC O1 0TOiEG Mmopel va eivol ovyvég (Umopel va emnpedoovv uéypt 1
otovg 10 avBpdmovg), cvumepthaufdvouv:

o SLaTPM O TOL EVIEPOL,

. apopparyio, COUTEPILOUPAVOIEVIC TNG AUOPPOYIOG GTOVG TVEDUOVES GE aoOevelg e un
UIKPOKVTTOPIKO KOPKIVO TOV TVELLLOVO,

amoOPpacn TV apTNPIOV 0o Evov Opoufo aiporoc,

amoppaén Tov eAefdV amd Evav BpouPo aipatoc,

amoOPPa&n TOV OHOPOPOV QY YEIDV TV TVELUOV®V Ao Evav Bpoufo aipatoc,

amoppaén Tov eAEfOV ota TOdO amd Evav Opoufo aipartog,

KopSloKN avemdpkelo,
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TPOPAUOATA TNV ETOVAMOT] TPODLOTOC PETA OO YELPOVPYIKT EXEUPOON

gpLOPOTNTA, OTOAETION, EVAICONGIN, TOVO 1] POVOKAAES GTO dYTLAM T} T TOOINL

pelmpévo apiud epubpokutTdpwv cto aipla,

EMhenym evépyelag,

GTOUOYIKEG KO EVTEPTKES OLOTAPAYES

LULikOg TOVOC Kot TOVOG GTIG apOpdGELS, LVTKT advuvapLiol

Enpootopio 6€ GUVOLACUO LE dlya KON LELOUEVE 1] GKOVPOYPOLLC. OVPO,

QAEYLLOVT] TOV BAEVVOYOVOL TNG GTOUOTIKNG KOTAOTNTOS KO TOV EVIEPOL, TMV TVEVUOVMV Kot
TOV S1000V 0EPQ, TNG AVATPOY®YNG, KOL TOV OVPOTOTIKOD GUGTHIOTOG

TANYEG GTO GTOUO, KOl GTO COAVO O.T0 TO GTOU GTO GTOMUAYL, TO 0TTOi0 Umopel va, givart
ENMOVVO KO VO TPOKOAECEL SVOKOAID GTNV KOTATOOT

&Ayog, GVUTEPIAQUPBAVOUEVOD TTOVOKEPAAOV, TNG OCPLOAYING KOl TOV TOVOL GTNV TVEAO KoL TIG
TEPLOYES TOV TPMKTOV,

EVIOTIGUEVT] GLYKEVTPMOGT] TOOV,

Aoipmén kot Wiaitepa Aoipmén oTo aiplo 1 6TV 0VPOdOYO KHOT,

UELMUEVT] TTOPOYN QULOTOG OTOV EYKEQPAAO 1] EYKEQPUMKO,

vvnAda,

aoppayio amd T po,

avénon tov kapdiakov puduov (cevyuds),

amoppan eviépov,

U1 QLGIOAOYIKEG TIUEG O e£€TAGELG 0VPWV (TPOTEIVI 6T 0VPCL),

dvomvola N xaunAa eninedo o&uydvov o610 aiplo,

AomEelg Tov déppotoc | Tov Pabdtepov oTIfAdmV KAT® 0md TO dEPUA,

GLPLYYL0: U1 PLGIOAOYIKT] GOATVOELING GUVOEST] LETAED ECOTEPIKMV OPYAVOV KOl OEPUATOG,
UeTAED KOATOV 1 GAL®V 16TOV TTOL GLVNO®G deV Eival GUVOIESEUEVOL, CUUTEPIAAUPBOAVOUEVEOY
oLVOEGEMV HETAED TOV KOATOL Kol TOV EVIEPOL G€ acBeVElG e KapKivo Tov TpaynAov g
HnTpag,

aAAEPYIKEG aVTIOPAGELS (Tar onuddtacnueio propet vo Tepthapuavovy SUGKOAIN 6TV OVOTVOoT|,
£pLOPOHTNTA TOL TPOCHOTOL, EEAVON LN, YOUNAT APTNPIKY TEST 1} VYNAY apTNPLOKT TTiEoN,
YOUNAO 0EVYOVO GTO Qe GOG, TOVO 6To 6TNOOG, 1 VOLTIO/ELETO).

Yofapéc avemBounteg evépyeleg, ol omoieg pumopel va ivatl omdvieg (umopet vo, ennpedoovy uéypt 1

otovg 1000 avBpdmovg), copmepthappdvouv:
Eapvikn, cofapn arlepyn avtidpaon pe Suokorio otnv avamvorn, Tpn&o, Lain, ypryopo
KaPOLOKO TOAUS, 1OpDOTA Kol OTOAE AoONoE®V (OVAPLAAKTIKY KoTomAnEia).

YoPapég avemBounteg evéPyeleg AYVOOTIG cLYVOTNTAGS (1) SLYVOTNTA dev Umopel va extiun Ol amod ta

Swbéotpa dedopéva) TepapuPavouy:

cofopéc Aotudéelg Tov dépuatog 1 fabutepa oTpM®UATO KAT® 0t TO OEPLA, EOIKE oV ElY0TE
TPOTES GTO TOLYMUO TOV EVIEPOL 1) TPOPANLOTA LUE TNV ELOVAMGCT] TPAVLLATOG,

OPVNTIKT ETLOPOCT) OTNV IKOVOTNTO LIOG YOVOIKOS VO AOKTNGEL Toidtd (PA. Tig Tapaypdpovg
KAT® oo T AloTo, TV averifOUNTOV EVEPYEIDY Y10 TEPULTEP® GLGTAGELS),

L0 EYKEPOAKT] TAONOT e CUUTTOUOTO OTOG OTUGHOT (KPIGELS ), TOVOKEPOLOG, GUYYLCT, KOt
Satapayés otnv 6paon (Zovopopo Onicbuug Avactpéyiung Eykeparomddeiag 1 PRES),
GUUTTOOTO TTOV VTOONADVOLY OAAAYEG GTN PUGIOAOYIKT AELTOVPYIN TOV EYKEPAALOV
(movoképaot, dlaTapayEs TG OPACNC, GVYYLON 1) GTOGHO1), Kol VYNAN 0pTNPLOKT TiES,
doyKkmon Kot eEacB£vNoT TOV TOYMOUOTOS GLHLOPOPOL Y YEIOL 1] SOYMPICUOG TOV TOLYMDUOTOG
OLLOPOPOL ayyelov (OVELPVCUATO KoL OPTNPLOKOL SLoyOPITHOT).

amOEPOEN EVOC TOAD LUKPOD Allo@OpoL 0y yelov(wV) aipatog 6To veppo,

L1 PLGIOAOYIKT] VYNAY| TEGT TOV APLOTOC GTO OHOPOpa ayyeio TV TVELUOVEOV TTOL KathoTd
Vv 6e&18 TAgLPE TG KOPOLAS Vo AEITovpYel SUGKOAOTEPA OO TO KOVOVIKO,

pia TpOTOL GTO TOTYWLLO TOV XOVOPOL Tov Ywpilel Ta povBodivia TG i,

Ha TpOTOL GTO GTOUAYL 1] GTO £VIEPO,

Hio ovoy T TANYN M TPOTO GTO TOTYMUO TOV GTOUMAYOV 1| TOL AENTTOV EVTEPOV (TO. GUUTTMLOTOL
umopel va wepthapfavouy mévo otV KO, TOUTOVIGHY, Ladpa 6oV Toeo KOTpava 1 aipo 6Tol
KOTPava M 0iplo GTOV EUETO GOG),
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. alpoppayio omwd To KATMTEPO UEPOC TOV TUYEOS EVIEPOL,

. PAaBeg ot 00AO e Eva ekTEDEEVO 0GTO NG YVAOOL TOL OV ETOVAMVOVTOL KOl UTOPEL Vo
oyetileton pe TOVO Kot PAEYUOVN TOL TEPPUALOVTOC 16T0D (PAETE TIG TOPAYPAPOLG KAT® 0mtd
T AMota TV averifOuuNToOV EVEPYEIDV Y10 TEPUITEP® GLOTAGELS)

. PO 6T YOANOOY0 KOGT (GUUTTOLOTO, KO oLEl0 pmopel va mepAapBavouy movo otV
KO, TUPETO, VOLTIO/ELLETOC)

Oa npénel vo avolnTijoete o010 10 CUVTOPOTEPO SVVATOV €AV VTTOPEPETE 0TO KATOLX A6 TIg
avEMOOUNTES EVEPYELES TTOV AVAPEPOVTOL TUPUKATO.

O1 o0 ovyvég avemBounteg evépyeteg (Umopel vo ennpedoovy teptocdtepovg omd 1 otovg 10
avOpmdmovg), o1 omoieg dev ftav coPapéc, copmepthopdvovv:

. dvokoot 1T,
. ammAelo 6peéne,
. TLPETOG,

. mpofAnpata pe to patio (cvpumeptiapfovopuévng e avénpévng mapayoyng dakpHmv),
. dloTapayn otV opuida,
. petafoin oty aichnomn g yevong

. PVIKT KOTOPPON

. Enpodepio, OTOAETION Kol QAEYLOVT] TOV OEPUOATOC, UETABOAT GTO YPDOU TOV OEPIOATOC
. ATMOAELD COUATIKOV BAPOVE

. ooppayio amwd tn poTn.

O1 ovyvég avemBounteg evépyeteg (umopel va ennpedoovy péypt 1 otouvg 10 avBpdmovg), ol omoieg dev
Ntav cofopéc, cupmeptlopfavouy:
. petaforég otn evn Kot Bpayvada.

Acbeveic dvo tav 65 etdv, £govv avEnpévo Kivouvo epeavions Tmv akdAovbwov avemifdountov

EVEPYELDV:

. Opoupovg aipartog oTig appieg TOL UTOPEL VoL 00T YIOOVY GE EYKEPUAIKS ETEIGOOI0 M
KapOLOKT TPOGBOAY,

. Hei®o™ ToL aplBRoD TOV AEVKOKVTTAP®V GTO Cipld, Kol TOV KLTTAp®V Tov fondodv v mién
TOVL aipaToC,

. duappota,

. ao0évela,

. TOVOKEPUAOG,

. KOT®OM),

. VYNAN mieomn Tov aipnaTog.

To Aybintio umopei eniong va mpokerécel HeTaoAEG 6TOVG EPYOGTNPLOKOVG EAEYYOVE TOL
de&dryovtal amo To YTpd 6aG. AVTEC CLUTEPIAOUPAVOLV: LEIMUEVO aplOUd AEVKOKVTTAPMY GTO O,
101oiTePO OVOETEPOPIA®V (£Vag TOTOG AEVKOKVLTTAP®V, 0 0oiog fonbdetl oty Tpootacia and
AoMEELG) oTo aipa, Tapovsia TPMTEIVNG oTa 0VPA, LELOUEVO KAAO GTO aipla, VATPLO 1 pOopOpo
(éva tyvootoryeio), ovénuévn yAvkoln oto aipo, avEnuévn oAKaAK eOceatdon oto aipa (éva
évlopo), avénon g Kpeatvivng opov (Hia TpmTeivn Tov pETPdTal amd TV e£€TO0T QULOTOC Y10 VOl
TPOGIOPIOTEL TOGO KAAG AEITOLPYOVV O1 VEQPOL GOG), LEWWHEVT] atpocpatpiv (Bpioketon oo epubpd
aLLocQaipla, To omoio HeTaEépovy 0&vyovo), ta. omtoia Thavov va eivor coPapd.

ITévog oto 6ToUM, TO dOVTIL KOV TO carydvl, TPIEYO 1) TANYEC GTO ECMTEPIKO TOL GTOUATOG,
povdtacua M aicOnuo fapovg oto caydvi, 1 yordpmon evog 6ovtiod. Avtd umopei va gival onueio Kot
CUUATMOUOTO TNG 0GTIKNAG PAGPNG ot Yvabo (ooteoviékpwon). Evnuepihote to yrotpd Kot tov
000VTIOTPO GOG AUECHG EAV ELPAVIGETE KATOL0 OO OUTAL.

O TpogUUNVOTOVGLOKES YOVOIKES (YOVOIKEG TOV £XOLV KOTOUNVIO KOKAO) UTOPEL va, TopaTnpicouy
TIG TEPLOSOVE TOVG VOL UMV EIVOL TOKTIKEC 1) VO UV EKONADVOVTOL KOl LWITOPEL VO TTOPOVGIAGOVY
pelopévn yovipotnra. Edv oxépteote va amoktnoete toaudid Oo tpémetl vo 10 cu{NTNOETE UE TO YIOTPO
ocag Tpv TV évapén g Bepaneiog cog.
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To Aybintio éygl avamtvydei kot mapackevacTel yio T Ogpaneio Tov Kapkivov pe £veon oty

KuK ogopio Tov aipatoc. Aev €xel avamtuydel | TapacKELOOTEL Yl va gvietal péca 6to PaTt. Qg ek
TOVTOV, BEV EMTPENMETAL VAL YOpNYELTAL LE aVTOV TOV TpOTo. Otav to Aybintio evietar amevbeiog oto
pdtt (un eykekplévn ypnom), ot akdAovdeg avemBounteg evépyeleg umopel va exkdnimbovv:

. Molvvon i ereypovi tov o@Baipcod Boipov,

. EpvBpdra tov 0pBadpod, pikpd copatidia 1 kniides 6to ontikd cag nedio (eE0popata),
OVOS TOL 0POUALOD,

o Noa PAémete Adpyelc oTog pe eEdpmuata, mov eEEMoGovVTIaL 68 ATMAELN LEPOVS TNG OPUGTG
6ag,

. AvEnuévn evdopBadua migon,

o Ayoppayia evtdg Tov o@OaApOD.

Ava@opd avemOOunTOV gvepyet@v

Edv mapotnpnoete KOmolo, avemBOunTn evEPYELX, EVIULEPMDGTE TOV YIATPO, TOV PUPUOKOTOLO 1] TOV/TNV
VOGOKOWO G0G. AVTO 1oyYveL Kot Yio kaBe mhavr avemBountn evépyela Tov 6gv avapEPETAL GTO TAPOV
@OALO 00N YIDV Xpronc. Mropeite eniong va avapépete avemBounteg evépyeleg anevbeiog, HEcw TOV
€BvikoL cuaTNUATOG aVaPOPAS Tov avaypapsTat oto [lapdpua V. Méom g avapopds
avemBouNTOV gvepyEIDV Umopeite va Pondnoete 6T GLALOYY| TEPIGGHTEPMOV TANPOPOPLOV GYETIKE
LE TNV 0CQAAELN TOV TOPOVTOG PUPLAKOV.

5. o va puidososte To Aybintio
To @appako ovtd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kol OV TO POAVOLY TO TOdLA.

Noa un xpnoiponoleite avtd To0 PAPUOKO UETA TNV NUepoUVic ARENG oL avaypdpetal 6To eEMTEPIKO
KOVTL KOl GTNV ETIKETA TOL QLOALSTOV pETA TNV cvvtopoypapioa EXP. H nuepounvia Anéng eivor n
TEAEVTAIO NUEPO TOL UIVOL TOL OVOPEPETOL EKEL.

dvrdooete og yoyeio (2°C - 8°C).
Mnv katoyoyete.
Dvidooete 10 PLOAid0 6T0 EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OO TO PWG.

To un avotypévo eloAidto umopei va puhdccetol oe Beppokpacieg wov dev vepPaivovv tovg 30°C
v €mg Kot 35 nuépes. To pradidio mpénet va amoppinteTor GV dev ypnoiponon el eviog 35 nuepmv
HETE TNV apaipect) Tov amd T GOAAEN og Yoyelo, akoun Kt edv €xel tomobetnOei ek véov 610 Yuyeio
KT T O1APKELY GVTOD TOL ¥POVIKOD SLOGTHUATOG.

Ta StohdpaTa Tpog £yyvomn O TPETEL vaL YPTGILOTOLOVVTOL AUECHOS PETA TNV apainor). Nao unv
ypnoonoteite To Onbevzi edv mapatnproete Toydv Hopén COUATISIOV Kol AIoYP®UOTIOUO TPV TN
yopnynon. Edv dev ypnoiporombel apéome, 1 ev6Hvn yio Tovg 1pdvoug Kat Tig cuvinkeg OAAENC
KT TN XPNOT OVIKEL GTO ¥PNOTY Ko, KAVOVIKA, 0 Xpovog dev Ba mpénel va vepPaivel Tig 24 dpeg
o610vG 2°C m¢ 8°C, ektdg €0 TO, SIOADLATO TTPOG £YYLOT EYOVV TOPACKEVOGOEL GE AonmTo
nepifdilov. Otav n apaioon £xetl Tpayuatonomndei og donmro meppdirov, to Aybintio tapauével
otabepd yia 45 nuépeg o Beppoxpacio 2°C mg 8°C, kabdg kat yio akoun 72 odpec o€ Oepuokpacieg
7ov oev vrepPaivovv toug 30°C.

Mnv metdite @AppaKa 6TO VEPD TNG ATOYETELGNG N OTA OIKLUKA amoppippata. Potmote tov

(QOPUOKOTOLO GOG Y10l TO TMG VO TETAEETE TO, PAPHOKO TTOL OEV YPTCUOTOIEITE M. AVTA TOL LETPA. O
BonBncovv oty Tpoctocia tov mepPdAiovtog.
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6. Iepreydpeva TS GVOKEVAGIOG KL AOUTES TANPOPOPIEg

T gpréyer To Aybintio

- H dpactikn ovoia givar to bevacizumab. Kébe ml mukvod dtoddpatog mtepiéyet 25 mg

bevacizumab.

KdaBe 4 ml prodiov mepiéyet 100 mg bevacizumab, to onoio avtictoryei o 1,4 mg/ml, epdoov

APOIDVETOL OO GLVIGTATOL.

KdaBe 16 ml graiidiov nepiéyer 400 mg bevacizumab, to onoio avtictoyel og 16,5 mg/ml,

€QOGOV aPOIDOVETAL OGS GLVIGTATOL.

- Ta GAha cvotatikd gival Tplodoln dwdpikr|, vaTplo 0&ikd Tpdpikd, 0Eko 0&L, ToAvcopPikd
20 (E 432) (B\. mapdypago 2 «To Aybintio tepiéyet vatpio kot moivcopPiko 20») kot Hdwp yia

gvéopl.

Ep@avien tov Aybintio kot wepieyopeve TG 6V6KEVAGIAG

To Aybintio ivat £éva Tokvo S1dAvpa yio TopackKeLT SOADUOTOG TPOg Eyyvot). To Tukvd diddvua
glvar €va S100YEC, AYPOUO £MG AVOIKTOL KAPE YPDOUATOS VYPO GE YLAAMVO PLOAIDI0 [LE TN OO
ehaoTiko. Kabe puonidio mepiéyet 100 mg bevacizumab o 4 ml diadvporog 1 400 mg bevacizumab ce
16 ml dreAvpotog. Kébe cvokevaoio Aybintio mepiéyet éva glaiisio.

Kéroyog Aderag Kvkrhogopiag
Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OMovdio
bioepis.mi@medinformation.co.uk

Hopackevactiig

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OMovdio

Mo omoladnmote TANPOPOpio. GYETKE LLE TO TAPOV PAPUAKEVLTIKO TPOIOV, TOPAKOAEITTE VO
amevbovvleite otov TomIKd avTimpdowmo Tov Koatdyov tng Adstog Kvuhopopiog:

Belgié/Belgique/Belgien

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederland/Pays-Bas/Niederlande
bioepis.mi@medinformation.co.uk

Bbarapus

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Hunepnannus
bioepis.mi@medinformation.co.uk

Ceska republika

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nizozemsko
bioepis.mi@medinformation.co.uk

Lietuva

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nyderlandai
bioepis.mi@medinformation.co.uk

Luxembourg/Luxemburg
Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland/Niederlande
bioepis.mi@medinformation.co.uk

Magyarorszag

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Hollandia
bioepis.mi@medinformation.co.uk
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Danmark

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland
bioepis.mi@medinformation.co.uk

Deutschland
Organon Healthcare GmbH

Tel: 0800 3384 726 (+49 (0) 89 2040022 10)

dpoc.germany@organon.com

Eesti

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland
bioepis.mi@medinformation.co.uk

E\hada

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
OX\avdio
bioepis.mi@medinformation.co.uk

Espafia
Organon Salud, S.L.
Tel: +34 91591 12 79

France
Organon France
Tél: + 33 (0) 157 77 32 00

Hrvatska

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nizozemska
bioepis.mi@medinformation.co.uk

Ireland

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Netherlands
bioepis.mi@medinformation.co.uk

Malta

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Olanda
bioepis.mi@medinformation.co.uk

Nederland

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederland
bioepis.mi@medinformation.co.uk

Norge

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederland
bioepis.mi@medinformation.co.uk

0 sterreich

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Niederlande
bioepis.mi@medinformation.co.uk

Polska

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holandia
bioepis.mi@medinformation.co.uk

Portugal

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Pates Baixos
bioepis.mi@medinformation.co.uk

Romania

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Olanda
bioepis.mi@medinformation.co.uk

Slovenija

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nizozemska
bioepis.mi@medinformation.co.uk

84


mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:infocenter.germany@organon.com
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk
mailto:bioepis.mi@medinformation.co.uk

Island

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holland
bioepis.mi@medinformation.co.uk

Italia
Organon ltalia S.r.l.
Tel: +39 06 90259059

Kvmpog

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
OAovdio
bioepis.mi@medinformation.co.uk

Latvija

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Niderlande
bioepis.mi@medinformation.co.uk

Slovenska republika

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Holandsko
bioepis.mi@medinformation.co.uk

Suomi/Finland

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Alankomaat/Nederlanderna
bioepis.mi@medinformation.co.uk

Sverige

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Nederlanderna
bioepis.mi@medinformation.co.uk

To wapdv UAA0 00N YOV Yp1ioNS avale®pOnKe Yro TEAEVTOIR POPE
Addeg TNYEG TANPOPOPLOV

Aentopepeic mAnpoeopieg yia to pappako avtd eivar drabéoipeg oto dikTvakd TOmo ToL Evpomaikov
Opyaviopot Gapudkov: http://www.ema.europa.eu

To wapdv eOALO 00N yLdV Yp1ong eivar Stabéotuo o OAeg Tig emionueg YAwooeg e EE/EOX otov
dwrvoko tono Tov Evponaikod Opyaviopov Poppdxwmv.
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IHAPAPTHMA 1V

EINILTHMONIKA IOPIZEMATA KAI AOT'OI I'lA THN TPOIIOINOIHEH TQN OPQN
AAEIAZ(-QN) KYKAO®OPIAZ
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Emotnpovikd mopiopato

Aoppdavovtog veoyn v ‘ExBeon A&ordynong g PRAC oyetikd pe v (t1c) PSUR(S) y1a t0
bevacizumab, ta emotnpovikd nopicpato g PRAC eivon ta €€ng:

Aoppavovtog voyn o dStobEctipo SEdOUEVO GYETIKG [LE TNV VOAOELDT| UTOPPUKTIKY GTELPOLOTIKN
piKpoayyelonadeia mov Exovv avapepbel otn PipAoypagic, copmephapuBavoprévig, 6e OPICUEVES
TEPMTOGELG, oG BeTIKNG doKIOGING TGN G TG TPOKANOTG KoL €V OYEL EVOG EDA0YOL UNXAVIGLOD
dpaong, n PRAC Bewpei 6Tt pia artioroyiky oyéon peta&d tov bevacizumab kot g vologdong
ATTOPPOKTIKNG GTEPOUATIKNG HKpoayyelomdfelag eivar TovAdyiotov pio evdoyn mbavotnta. H
PRAC xatéinée oto cupmépacua 0Tt o1 TANPoPopies TOL TPOIOGVTOGS Y1 Ta TPOIGVTO TOV TEPIEXOVLV
bevacizumab 0a wpénetl va tpomomoinfodv aviroya.

H CHMP, agov e&étaoe T ovotacn g PRAC, cuppmvnoe pe ta yevikd mopicpata g PRAC kot
TOVG AOYOLG S10TOTWGTG TG CLOTACNG,.

Adyor yia Ty TpoTomOoin o TOV 6pav Adsrug(-av) Kvkiogpopiag
Me Baon ta emotnpovikd mopicpato, yio. to bevacizumab, n CHMP éxpve 611 n oyéon opélovg-
KIvd0vVoL ToL (TmV) QapHOKEVTIKOV(-OV) Tpoidvtog(-wv) Tov mepiéxey-ovv) bevacizumab rapapéver

AUETAPANTN, VO TNV EMPOAOEN TOV TPOTEWVOUEVOV OAAAYDV GTIG TANPOPOPIES TOV TPOTOVTOG,.

H CHMP gionyeitot v tpomonoinon tov 0pmv adeiog(-mv) KukAogopiag.
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