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vTo QAPLOKO aVTO TEAEL VIO GUUTANPO®UATIKY TOPAKOAOVONGT. AVTO B EMITPEWYEL TO YPIYOPO
TPOGOIOPIOUO VEDV TANPOPOPLDY AGPAAELNC. ZNTEITAL OO TOVE EMOYYEALATIEG VYELOG VO OVOQPEPOVY
omolesdnmote mhavorloyovpeveg avemiBounteg evépyetec. BA. mapdypaeo 4.8 yia tov 1podmo ovapopdic
AVETBOUNTOV EVEPYELDV.

1. ONOMAZITAYPAPMAKEYTIMKROX ONTOZ

Onbevzi 25 mg/ml Tukvd didivua Yo ToapacKeLT SIOADUATOC TPOG £YYVON.

2. MNOI OTIKAHMODTI KHYNOEZXH

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

KabOe praridio twv 4 ml nepiéyet 100 mg bevacizumab.

KdaBe proridio tov 16 ml tepiéyer 400 mg bevacizumab.

Mo mv apaioon kot GALEG GLGTAGELS OC TPOG TO YEPIGUO, PAETE Tapdypapo 6.6.

To bevacizumab* givot éva avacvvévaouévo eEavOpmmTOToMUEVO LOVOKAMVIKO OVTIGMLL TO 071010
napdyeton pe teyvoroyia DNA g kdTTopa wobnkne amd Chinese Hamster.

I'a Tov mpn katdhoyo Tav exdoywv, PA. Tapdypago 6.1.

3. P®APMAKOTEXMOPHLH
IMokvo didhvpa Yo TopacKeELT SIOADUATOG TPOG £YYLGT (OTELPO TLUKVE dtdAvpQ).

Awyég g eAappd omarilov, dxpoo £0¢ 0VOIKTOD KAPE YPMUATOS VYPO.

4. KAl NI HIRHP O®OPI EZ
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To Onbevzi o cuvdvaoud ue ynuelobepaneio pe Baon ™ eOopromvPLYUSiv EVEEiKVVTOL Y10, TN
Oepaneio o eviAikec 0oOEVEIC [LE HETAGTATIKO KOPKIVOUO TOV ToXE0C EVIEPOL 1) TOV 0pHov.

To Onbevzi g cuvdvacud pe takAta&édn evoeikvotat yio tn Oepaneio TPOTNG YPOUUNG OE EVIMKEG
ac0eveic LE LETAOTATIKO KOPKIVO TOL HaoToV. [o meptocdTeEpEG TANPOPOPIES GYETIKA [IE TNV
KOTAOTAGT TOV LITOd0YEN 2 TOV avBpdTIvoL emdeppkon avéntikov napdayovta (HER2),
TOPOKAAOVUE AVATPEETE OTNV TOPAYpaPo 5.1

To Onbevzi oe cuvdvaoud ue komeotafivn evdeikvotol yo T Ogpomeio TpOTNE YPOUUNG 68 EVIAMKES
ac0eveic e LETAOTATIKG KOPKIVO TOL HOGTOD GTOVG 00iovg 1) Oepamneio e GAAeg ETMAOYEC
ymueobepaneiog copmepAaUBovoUéveVy TV TaEAVAOVY 1] TOV avOpaKvKAIVOVY dev Bempeitan
KatdAANAN. Ot acBeveig mov Exovv AaPetl oynuata Taovov Kot avOpakvKAVOY 6T0 TANIG10
emkovpikng Bepameiag evtog tv televtaimv 12 unvav Ba mpénet vo amoxieiovtar omd ) Oepomeio
pe Onbevzi o cuvdvacud pe komeorrafivn. o tepiocdTepeg TANPOPOpies GYETIKA Le TV
katdotoon tov (HER2), mapaxaiodue avorpéére oty mopdypogo 5.1.

To Onbevzi o cuvdvacud pe ynuelobepamneia pe Baon v TAATIVO EVOEIKVLTOL Y10, THY TPOTNG
ypopuung Oepaneio oe eVAAIKEC oOEVEIG e U YELPOVPYNGIUO TPOXWPNUEVO, UETAGTATIKO, 1
VROTPOTLALOVTO N UIKPOKVTTOPIKO KOPKIVO TOV TVEDOVE KTOG 0O EMKPOTOVCH IGTOAOYIN EK
TAOK®DOOLG EmONAiOL.



To Onbevzi oe cuvdvaoud ue erlotinib, evésikvotar yio T Bepaneio TPOTNG YPAUUNG EVAAK®V
acHeEVOV [LE aveYYEIPNTO TPOYWPNLEVO, LETAGTOTIKO 1) VITOTPOTLALOVTO LT TAAK®MOT LN
UIKPOKLTTOPIKO KOPKIVO TOV TVEDLLOVO. [LE EVEPYOTTOMNTIKEG LETOAAAEELG TOV EMOEPUIKOV AENTIKOD
napdyovra (EGFR) (BA. mapdypago 5.1).

To Onbevzi og cuvdvacud pe vTEPPePOVN GAPa-20 EVOEIKVLTOL Y100 TNV TPAOTNG YPOUUNG Oepaneia o
EVNAIKEC 000EVEIC [LE TPOYDPTUEVO KA1 LETOCTOTIKO KOPKIVO VEPPDV.

To Onbevzi g cuvdvacud pe kapfomiativy ko makArtag&édn evosikvoton yio v apyikn Oepamsio
(Front-Line) o evijhikeg acbeveic pe npoyopnuévo (otadiov I B, T C kot IV kotd ) Aebvi
Ouoomovdia Mivatkoroyiag kol Matevtikig FIGO) emBniiaxod kapkivo Tov @odnkdv, Kapkivo Tav
®ayoyov | Tpetonadn kapkivo Tov neprrovaiov (BAéne mapdypapo 5.1).

To Onbevzi o cuvdvaoud ue kapporiativn Kot yepottapivn 1| 6€ cuvovacuod pe Kapfomhotiv Kot
moMraéln evdeikvotal yuo ) Bepaneia og eviidikeg acBevelg Le TpdTN VTOTPOTY| TAUTIVO-
gvaicOnTov emBniakod Kopkivov TV @odNKOV, Kapkivov ToV maymy®dv 1| TpoTonadn Kapkivov Tov
nepLTovaiov, ol omoigg dev Eyovv AGPet Tponyoduevn Bepaneio ue bevacizumab 1 dAiovg avactoreic
tov VEGF 1 mopdyovteg mov otoyxevovv tov vmodoyéo VEGF.

To Onbevzi o cuvdvaoud pe ToKAMTAEELT, TOTOTEKAVN 1] TEYKVAIOUEVT ATOCOUIKT d0E0opovfikivn
gvdeikvotal yuo ) Oepoameio evniikov acbevav e vrotponn avlektikod oty TAativa
vroTpomd{ovtog emBNAoKod KapKivov TV monkdv, KapKivov TV @ay®ydv 1 ToV Tp®TOTadols
KapKivov TOV TEPLTovaion, o1 0moieg Exovv AAPEL Oyl TEPIGGOTEPQ ATTO VO TPOTYOVUEVA
ANUEIOOEPATEVTIKG GYAULOTO KOl O1 0TT0ieC dev £xovv Aafet mponyoduevn Oepaneia pe bevacizumab 1
Grrovg avaotolreig tov VEGF 1 mopdyovieg mov atoyevovy tov vrodoyéo VEGF (BAéne

Topdypao 5.1).

To Onbevzi o cuvdvaoud pe TokAMTagéAn Kot olemhloTivi 1, EVOALAKTIKE, pe TokAMTagédn Kot
TomotekdvT o€ acbevelg Tov dev pmopovv va AaPovv Bepamneia pe mAativa, evosikvoTo yio T
Oepaneio evnAikov acBevav pe eppévov, vIToTPOTIALoV 1 LETOCTUTIKO KUPKIVOUO TOV TPOYNAOL
(BAéme mopdypago 5.1).
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Mnyv avakiveite 1o QroAidto.

To Onbevzi wpénet va yopryeitar vd v enifreyn wtpod pe eumepio 6T ¥pHoN
AVTIVEOTAUGHOTIKMV POPUAKEVTIKOV TPOIOVIMV.

Aocoloyia
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H ovvietduevn 66om tov Onbevzi mov yopnyeitan og evéopréPra £yyvon eivon gite 5 mg/kg site
10 mg/kg copatikod Bapovg yoprnyoduevn a eopd kébe 2 efdouadeg 1 7,5 mg/kg 1 15 mg/kg
COUOTIKOD BApovg yopnyovuevn pia popd kébe 3 efoopddes.

Yuviotdrtor vo cuveyiletal n Ogpaneio Emg v e£EMEN TG VITOKEIUEVNC VOGOV 1) 1N AITOOEKTNG
To&kdTNTAG.
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H cuvictdpevn d6om tov Onbevzi givar 10 mg/kg copatikod Bapovg yoprnyoduevn anaé kabe
2 gfdopadeg N 15 myg/kg cmpoatikod Bapovg yoprnyoduevn anal kabe 3 efdouadeg wg evoopriPio,
£yyvon.



Yoviotdrot va cuveyiletot 1 Bepameia Emg v €EEMEN TNC VITOKEIEVNC VOGOV 1] U1 OITOOEKTNG
To&IKOTNTOC.
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To Onbevzi yopnyeitat oe cuvdvacud pe ynuetobepaneio pe faon v mhativo péxpt 6 KdKAovg
Oepoameiog,  omoia axoAovbeitol and povobepameio e Onbevzi £oc v e&EMEN g vooov.

H ovviotdpevn d6om tov Onbevzi givor 7,5 mg/kg 1 15 mg/kg copatikod Bapovg yopnyoduevn pia
@opa Kabe 3 efdopadeg g evoopAEfia Eyyvon.

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

Yuviotdton vo cvveyiletar n Bepaneia Eog TN e£EMEN TG vITOKEIUEVNG VOGOL 1) 1N OITOOEKTNG
To&dTNTOG.
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O éheyyog v Tig petolddéelc tov EGFR 0o mpémetl va dievepyeitan mpv v Evapén g Bepamneiog pe
10 cuvdvoopd Onbevzi kau erlotinib. Eivon onpovtid va emdeyBel pio kaAd tekumpiopévn kot
emkvpopévn pebodoroyio TPOKEEVOL Vo amoPevyBovv Yeudds apvnTikd 1 Wevdmg OeTiKa
ATOTELEGLOTAL.

H ovviotdpevn 86om tov Onbevzi 6tav ypnoponoteitat o cuvdvacud pe to erlotinib, givan 15 mg/kg
cOUOTIKOD Bapovg, yopnyovuevn dmaf kabe 3 efdondadec mg evoopAePia £yyvon.

Yvviotdron va cvveyiCetar ) Ogpaneia pe Onbevzi e cuvdvacuod pe o erlotinib éwg v e€EMEn g
vocov.

IMapokodd avatpééte oTig TANPELG GCLVTAYOYPAUPIKES TANPOPOpieg Tov erlotinib ywa t docoloyia kot
™ péBodo yoprynong tov erlotinib.
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H ovvietduevn 66om tov Onbevzi givor 10 mg/kg copatikod Bapovg xopnyoduevn drof kdOe
2 eBdouadES ¢ EVOOPAEPLa Eyyvon.

Yuviotdton vo cvveyiletarl  Bepaneia Eog TN £EMEN TG vITOKEIUEVNG VOGOV 1 1N AITOOEKTNG
to&kdTNTaC.
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To Onbevzi yopnyeitar o cuvdvaoud pe kapPfomiativny kot makitacéAn yia £0g 6 KOKAoVS
Oepoameiog mov axolovbeitan amd cvveyn ypnon tov Onbevzi wg povobepomeio péypt v eEEMEN TG
VOG0V N Yo PéY1oTo ddotnua 15 unvav 1 péypt un arodekt To&koTNTa, 6o enéAbel vopitepa. H
ouvioTOpEVN d6om Tov Onbevzi givar 15 mg/kg copotikod Bapovg yopnyoduevn pio opd Kabe

3 efoopadec wc evooeAEPia Eyyvon.
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To Onbevzi yopnyeitar gite o cuvdvaoud e kopPforiativy kot yeuottafivn yua 6 KOkAoLG Kot péypt
10 xdxhovg gite 6 cuVOVAGUO Ue KapPomAativn kot makATaEEAT Yo 6 KOKAOLG Ko péypt 8 kbihovg,
7oV akoAovBeitar amd cuveyn xpnon Tov Onbevzi wg povobepameia péypt v e&MEn g vooov. H
ouvioToOpeVN d6om tov Onbevzi givar 15 mg/kg copotikod Bapovg yopnyoduevn pio opd kabe

3 eBdouadeg wg evoopAéPia £yyvon.
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To Onbevzi yopnyeital o GuVdVACUO pE Evav amd TOLG akOAOVOOVG TaPAYOVTES - TAKATAEEAT,
tomotekdvr (Yopnyovpuevn efdopadiaing) 1 teykvMopévn Mmocouky do&opovPikivn. H
ouvioToOpevn d6om tov Onbevzi ivar 10 mg/kg copotikod Bapovg yopnyodueva pio popd Kabe

2 gfdopadeg mg evooAEPia £yyvon. Otav to Onbevzi yopnyeitol 6 GUVOLOGUO LLE TOTOTEKAVT|
(xopnyovpevn otig nuépeg 1-5, kébe 3 efdonades), n cuvictdpevn 66om tov Onbevzi givon 15 mg/kg
COUOTIKOD Bapovg yopnyovueva pia popd kdbe 3 efoopddeg g evooPAEPLa Eyyvon. ZuvicTdTol M
ouvéylon g Bepameiog péypt TNV gueavion eEEMENG TG VOGOL 1 U amodek g To&tkotnTag (BA.
napaypao 5.1, pehétn MO22224).
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To Onbevzi yopnyeitatl o cuvdvacUO pe Eva and Ta akdAovBa Y1 UELDEPOTEVTIKG Gy LLOTAL:
makMTaEEAN Kot G1omAaTiV 1§ TOKAITaEEAT KOl TOTOTEKAVT).

H ovviotdpevn 86om tov Onbevzi givor 15 mg/kg copatikod Bapovg, xopnyodueva pio popd kébe
3 efoopadeg wc evooeAEPia Eyyvon.

Yuvietdton 1 cvvéyion g Bepameioag puéypt v eEEMEN NG LIOKEIPEVNS VOGOL 1] LEYPL TNV ELPAVIOT
un arodekthg tokotntag (PA. mapdypogo 5.1).
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Agv amonteiton mposappoyn tng d0org o€ acbeveic nAkiag > 65 etdv.

| 6dUs®aduigaleeUsUegy 2al
H acediela kot 1 amotedespotikdtnto, dev Exovv peretn0el e acbeveic pe veppixn dveAettovpyia
(BX. mapaypagpo 5.2).
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H acediela kot 1 amotedespotikdtnto, dev Exovv peretnOel og acheveic pe nratiky dveAsttovpyia
(BX. mapaypagpo 5.2).
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H aopdieia ko 1 anotedeospotikotnta Tov bevacizumab og madid nhkiag kdtm tov 18 etdv dev
&yovv tekunpuwbel. Ta Tapdvta Swbéoipa dedopéva meprypdpovtar 6Tig Topaypapovg 4.8, 5.1 ko 5.2
aAAG dev pmopel va yivel cOGTaoN Yo TN d0GoA0Yid.

Agv vapyel oyeTIkn ypnon tov bevacizumab otov moudiotpikd TANBLoUS oTig EVOEIEELS Yo T
Oepaneio TV KapKivoy ToV TOYEOC EVIEPOL, TOL 0pHOY, TOV HAGTOV, TOL TVEDUOVE, TOV ®OONKOV,

TOV GOATLyy®V, TOV TEPITOVALOD, TOL TPUYNHAOV KOl TOV VEQPPOD.

Tpdroc yopnynong

To Onbevzi tpoopiletor yio evdoeiéPia ypnon. H apykn 66om Ba mpénet va yopnyeitor og
evoopAEPLa Eyyvon oe ddotnua 90 Aentodv. Edv n mpdtn €yyvon givar kadd avexti, n devtepn
£yyvom umopel vo yopnynOel oe didotnua 60 Aemwtwv. Edv n €yyvon didpketog 60 Aentdv eivar Kald
aveKTN, OAEC 01 ETaKOAOVOEG EYYOOEIC UTOPOVV VO, YopnyobvTal o€ dtdotnua 30 Aemtov.

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



Agv cuviotdton 1 peiwon g 06ong A0Yw avemBountov avidpdcewv. Epdcov evdsikvotal, 1
Oepaneio Oo Tpémer gite va dlokonel 0p1oTIKE €iTE VA OVAGTOAEL TPOCOPIVE GOUPOVO e OGO
TEPLYPAPOVTUL OTNV TTOPAypapo 4.4,

Yy eligowigydBdidejitbiBlecUs jelitesh e didy ¢ s UgUssai
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I'a 0dnyieg oyetikd pe v apaimon Tov EAPUAKEVTIKOD TPOIOVTOG TPV amd TN Xop1ynomn, PA.
napdypapo 6.6. O eyydoeig Onbevzi dev Bo, Tpémel vo xopnyoHVTOL 1] VO, OVAUELYVDOVTOL LE
StoAvpaTo YAVKOLNG. AVTO TO QOPUOKEVTIKO TPOTOV JEV TPEMEL VAL OVOLLELYVOETOL UE GAAQL
QOPUOKEVTIKA TPOIOVTA EKTOG AVTMV TOV AVOPEPOVTOL OTNV TAPEypapo 6.6.

43 Avtevdei &el ¢

. YrepevoioOnoio 61 dpactikn ovoia 1} o€ Kamolo amd ta £KO0Ya OV AVAPEPOVTOL GTNV
mapdypoeo 6.1.

. YnepevaroOnoia og Tpoidvta kuttapwv modnkng and Chinese Hamster (CHO) 1 dAla
avacLVILAGUEVA avOpOTIVA 1) ££0VOPOTOTOMNUEVE AVTICAOLLATO.

o Konon (BA. mapdypago 4.6).
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Iyvniaciudtnta
[pokeyévov va Petiwbdel n yrvnioaoindtra Tov PLoAoYIKGOV QOPUOKEVTIKOV TPOIOVIMV, TO OVOUd
Kol 0 aplBpog TOPTIOOG TOL YOPTYOLLEVOD PUPHAKOL o TPETEL VO KATAYPAPETOL LE GOPNVELOQL.

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

Ot acBeveic pnopei va Bpickovtar € avENUEVO KIvOLVo Y10 ELPAVIOT YOOTPEVTEPIKNG SLATPNONG Kot
dtdTpnon g YoANndoxov KdoTNG dTov Bpickovtal Vo Oepameia pe bevacizumab. H evéokotiiokn
Slodkacion AEYUOVIG UTOPEL VO, amoTEAEL TAPAYOVTA KIVODVOD Y10 YOOTPEVTEPIKEG SITPT|OEIC GE
ac0eveic e LETAGTATIKO KOPKIVOLO TOV ToE0G EVIEPODL 1) Tov 0pbov, ETopévmg, 1 Bepaneio avTOV
v acevov Oa tpénel va yiveton pe tpocoyr|. [lponynbeica axtivofoiio sivon évog mapdyovtog
KIvUVOL Y10, S1GTPNGT) TOV YUGTPEVIEPIKOD GMANVA 6€ acbeveic mov Elafav Oepomeio pe
bevacizumab yia tov gppévovta, vToTpomdlovTa 1| HETAGTOTIKO KAPKIVO TOL TpoyAoL TG UATPOS
Kol 6A0t o1 acOeVelg e S1ATPNOT TOV YOGTPEVTEPIKOL COAVA EYOV 1IGTOPIKO TPONYOVUEVT
axtvoPolriac. H Bepomeio Oa mpénel va daxdmteTon uovio o€ acbeveic mov eppaviovv
YOGTPEVTEPIKN dLdTPMON.

Evtepokoimikd oupiyyio ot perétn GOG-0240

O1 acBeveic mov £ovv AdPetl Oepameia yio eppuévovta, VIToTPOTALovTa, 1 LETOOTOTIKO KAUPKIVO TOL
TpayNAoL NG uNTpog pe bevacizumab datpéyovv avénuévo kivovvo eupdavions cvpryyiov petaé&d tov
KOATTOL KOl OTOLOVONTTOTE GTUELOV TNG YOOTTPEVTEPIKNG 0000 (EVIEPOKOATIKA cupiyya). [IponynBeica
axtvoPoria eivar Evag onUavTIKOS TUPAYOVTOG KIVOUVOL Y10, TV EUPAVICT] EVTIEPOKOATIKOY
ovptyyiov Kot 6Aot ot acBeveic e EVIEPOKOATIKA cuplyyla X0V 1GTOPIKO TPONYOOUEVNS
axtvoBolriag. H vrotponn tov Kapkivov evtdg tov mediov g Tponyoduevns aktivofoiiog eival Evag
TPOGHETOC OTUAVTIKOG TOPAYOVTOG KIVODVOD Y1 TNV EULPAVIOT T®V EVIEPOKOATIKMY GUPLYYIMV.

Mn yaotpevtepkd cupiyyta (BA. mapdypago 4.8)

Ot acBeveic umopei va dtatpéyovy aénuévo Kivouvo yio, TV EUeavicn cuptyyiov 6tav Bpickovtal
1o Ogpomeia pe bevacizumab. To Onbevzi npénet vo Stakdmtetan pdvipa oe acbeveic pe TA
(Tpoyeloolcopaytkd) cvpiyylo 1 omolodnote cupiyylo Babuov 4 [US National Cancer Institute-
Common Terminology Criteria for Adverse Events (NCI-CTCAE éxdoon 3.0)]. ITepropiopéveg
TANPOPOpieg eivor S100EGIUEG GYETIKA LE TN Guveyn xprom Tov bevacizumab e acbeveic pe dAla
oLPIYYLO. X€ TEPIOTATIKA ECMTEPIKOV GUPLYYIOV TOV JEV EKONADVOVTAL GTOV YUGTPEVIEPIKO COANVA,
0o mpémer va e€etaletan to evdgyopevo dwakomng g Oepanciog pe Onbevzi.




Emmlokéc emovimong tpavpotog (BA. mapdypogo 4.8)

To bevacizumab propei va ennpedoet duouevng T dradikacio emovinong tpaduatoc. Eyxovv
avaeepBel coPapég EMMTAOKES ETOVAWDGCTG TPADUATOG, CUUTEPIACUPAVOUEVOV TOV ETUTAOKDV
avaoTopmong, pe Bavammeopa éxPacn. H Oepaneia dev Ba mpénet va Eekiva yio TovAdyioTov

28 nuépeg petd omd peifova xelpovpyikn| eLEUPacn 1 £@G 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 avaGTELAETOL Y10 TPOYPOUUOTIGUEVT] YEPOVPYIKT ETEUPAON.

NekpmTikn TepLToviitidon, GOUTEPIAAUPBOVOUEVEY BavaTnEOpOV TEPIGTATIKMV, £XEL avapepbel omdvia
og aobeveig Vo Bepancio pe bevacizumab. H katdotaon avt eivol cuvibmg devteporadng oe
EMITAOKES EMOVAMONG TPAVLATOC, YUGTPEVIEPIKT OldTpnon 1 oynpaticpd cuptyyiov. H Oepaneia pe
Onbevzi Ba mpénet va dakonei oTovg acbeveic, ol omoiot epeavilovy vekp®TIK Tepttoviitido. Kot Oo
TpENEL VO, EEKIVIIGEL QUESA 1) YOPNYNOT KATUAANANG Bepameiog.

Ynépraon (BA. moapdypapo 4.8)

[Mapatnpnonke ovénuévn enintoon vaéptaonc oe aobeveic vd Bepaneio pe bevacizumab. Ta Khvikd
oTolKEl0 OCPALELNG VTOSNAMVOLV OTL 1] ENIMTMOOT TNG LVIEPTAOTS Eivor TBavO va etvan
docoeEaptdpevn. Ilpoimapyovca véptacn Ba mpémet va EAEYYETAL ETAPKMG TPV TNV EVApPEN TNG
Oepoameiog pe to Onbevzi. Agv vdpyovv TANpoeopicc Yo v emidpacn Tov bevacizumab oe acBeveig
pe un eheyyouevn véptaon Katd tnv Evapén g Bepomeiog.

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

2115 TEPIOCOTEPES MEPUTTMGELG O EALEYYOG TNG VIEPTACTG EMTEVYONKE EMAPKADS LE T YPT|ON
AVTIWTEPTAGIKNG OY®YNG KATAAANANG Yo TNV TepinTmon Kabe acBevoic. H yprion dovpntikdv yia
TOV EAEYYO0 TNG LAEPTUGTC OE GLVICTATOL 0 000EVEIS TOV AaUPAVOVY YN UEIODEPATEVTIKO YU LLE
cisplatin. To Onbevzi 6o mpémet va daxonel uovipa, EEOGOV 1 KMVIKG GTUOVTIKT VITEPTACT 08 UTOPEL
va gleyyBel eTapKdG e AVTIDTEPTAGIKN AY®YT], 1] AV O 0COEVIG ELPAVIGEL VTTEPTAGIKY Kpion 1)
VIEPTOOIKN EYKEPAAOTADELD.

TOvdpouo e omicOoc avaostpéwiunc sykeooronddsiac (PRES) (BA. mopdypoaoo 4.8)

"Exovv yivel omvia avagopég yio acbeveic vrd Oepameio pe bevacizumab ot omoiot avértvéav onpeia
K0l GUUTTOUATO, T, 0TToi0, €ivart suuPfotd pe To ZOvEpouo ¢ omichiog avaoTpéyiung
gykepoondbetog (PRES), pia omdvio veupoAroyikt| dtatapoyn, 1 0Toio uropel va Topovcloctel
peta&l dAl®v kot pe to akdiovba oneic 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 topoypoapio eykepdiov (MRI). e acbeveic mov avantiocovy PRES, cuvietdtol n
Oepameion CLYKEKPIUEVOV CUUTTOUATOV GUUTEPTAAUPAVOUEVOD KOl TOV EAEYYOV TNG VLEPTUCTG,
mapdAAnAa pe T dtakonr Tov Onbevzi. Agv givatl yvowoti 1 ac@dieia g enavévopéng thg Oepaneiog
ue bevacizumab og acbeveig o1 omoiot Exovv 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 Tpweivovpio dAmv Tov Babudv US National Cancer Institute-Common Terminology Criteria for
Adverse Events [ NCI-CTCAE éxdoon 3.0] puropei va oyetileton pe ) 860m. Zuvietdtol
mapoKolovONon e TpwTEIivoLplag Le aVAAVGT OVPOV UE SOKILOGTIKY TOVia TPV TNV Evopén Kot
Katd tn Siapkela g Oepameiag. [pwteivovpia Babuod 4 (veppwoikd chvopouo) topatnpionke o
100600710 £0¢ 1,4% tov acbevodv vd Bepaneia pe bevacizumab. H Oepancio Oa npémnetl vo Stakdmteton
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®DVY enelc0dinv (AEE), Tapodikdv ioyoipukdy




EMEIG08IMV KAl ELPEPAYLATOV TOV pvoKapdiov fTav vyniotepn oe aobeveic mov éhaPav bevacizumab
G€ CLVOLAGHO LE YNUElOBepaTTEiR GVYKPITIKA pEe dG0VE EAafav Lovo ynuelodepaneia.

O1 aoBeveic Tov AauPdvouvv 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 dupkela g Oepaneiag. Oa tpémel va divetal
npocoyn 6tav avtoi ot acbeveig Aappdvovv Bepaneio pe Onbevzi.

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.

O1 acBeveic mov &yovv AdPet Bepaneia yio eppévova, vrotpomalova, 1 HETOCTUTIKO KAPKivo TOV
TpoyNAov TG untpag pe bevacizumab og cuvévacud pe TokAITaEEAN KoL GIOTAQTIVI EVOEXETOL VO
SwTpéyovv avénuévo Kivovvo erefikadv Opoufoeuforiikdv cupfavimv.

To Onbevzi Ba mpénel va drakdntetan o acbeveic pe Opoppoeuforikd TGOS0 OTEANTIKNY Y10 T
Con (Babpot 4), couneprapfavouévng g nvevpovikng sufoing (NCI-CTCAE éxdoon 3.0). Ot
acBeveic pe < Babpov 3 Opopfospforicd eneicodia Oa mpénet va mapakorovbovvrar atevd (NCI-
CTCAE éxdoon 3.0).

Awoppayio

O1 aoBeveic mov Aapupdvouvv bevacizumab £yovv avénuévo kivéuvo aupoppayiog, 16100TEP®G
awoppayiog oxetilopevng pe tov 6yko. To Onbevzi Oa mpémnet va drakdmteton povipa og acbeveig mov
gkdnAdvouy aupoppayio Babpot 3 1 4 katd m didpkeia g Bepameiog pe bevacizumab (NCI-CTCAE
éxdoon 3.0) (BA. mapdypogo 4.8).

O1 aoBeveic pe petactdoels tov KNZ mov dgv €govv AaPet mponyodpevn aywyn cuvnbwg ntov
anOKAEIGHEVOL 0td TIG KAMVIKEG peAéTeg pe bevacizumab, pe Baon dwadikacis ameikdviong 1 onueio
ka1 ovurtopate. Exopévog, o evoeyouevog kivovvog arpoppayiog tov KNX og avtodg toug acbeveic
dev &xet akroroynBel oe Tuyoomompéveg kKhvikég peréteg (PA. mapdypapo 4.8).01 acheveic Bo mpémet
Vo, TapakorlovfodvTon yio onueio Kot cvprtdpoto opoppayiog tov KN kot 1 Oepaneio pe Onbevzi
0o TpEMEL VO SIOKOTTETOL GE TEPUTTMGELC EVOOKPOAVIOKNG OUOppayiag.

Agv vapyovv TANPOPOpiES Yo T0 TPOPIL acpdAeiag tov bevacizumab og acbeveig pe cuyyevi
alpoppayikn o1dbeon, exiktnn datapayn oty TN Tov aipatoc | oe acbeveic mov Ehafav TANPN
SO0 OVTITNKTIK®V Y10, TNV OVTIUET®TIoT Opoufoeuforng mpv v Evapén Bepamneiog pe
bevacizumab, kafdg avtoi o1 acheveic amokAgiotnray and tig KAwvikéG perétec. Qg €k TovToL, Ha
pénel va. dlvetar Tpocoyn wpwv v Evapén g Bepaneiog oe avtovg Tovg acbeveic. [lapdia avtd, ot
acOeveic mov avéntvéav eAePikn OpouPfmon katd t Aqyn Oepaneiag o pavnke va £xovv avénuévo
1060070 aupoppayiog Paduov 3 1 peyakvtepov otav EAafav Oepameia e pio TARPN 066N Papeapivig
ko bevacizumab tavtoypova (NCICTCAE ékdoon 3.0).

Hvevpovikn awopparyio/onpdrtuon

O1 aoBeveic pe un LIKPOKLTTOPIKO Kopkivo Tov mvedpova mov édafayv bevacizumab mbovov va
SaTpéyovv Kivouvo GoPapng Kol 68 PEPIKES TEPITTAOGELS BavaTNPOPOG, TVEVHOVIKNAG
awpoppoayiog/apdnToone. Ot acBeveig pe mpocEatn TVELLOVIKY alpoppayio/opdrtoon (> 2,5 ml
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 Bepomeiag pe Onbevzi ce acbeveic mov Tapovsidlovy mapdyovieg
KIvOOVOL OMG VTEPTACT 1] LIOTOPIKO CLVELPVGLOTOC.
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Zvpeopntikn kapdwukh averdpkeio (CHF) (BA. mapdypago 4.8)

e KAMviKEG peréteg Exouvv avapepbel avtidpacelg cvpPatd pe CHF. Ta svpriparto kopdvinkay and
ACVUTTOUOTIKEG LEIDGELG 0TO KAAoUa e£@ONong apiotepng kokiag 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
Kapdiokn averdpkela, dtav Aappdvoovv Bepansio pe bevacizumab.

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

e aoBeveig otn pelétn AVF3694g ov élafav Bepancio pe avBpakvikiveg Kot ol omoiot dev giyav
AaPel TponyovpéVmS ovBpaKVKAIVEG, dev TtapaTnprOnKe 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 peyakdtepov ftav Kanwe 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
UETAGTOTIKOD KopKivoy Tov Hacstod mov dev édafav tavtdypovn Bepameio ue avOpaxvriiveg (NCI-
CTCAE éxdoon 3.0) (PAéne mapdypopo 4.8).

Ovdetepomevia kot Aotuméelg (BA. mapdypago 4.8)

"Exovv mopatnpndel avénuéva 1oc0atd GoPapng 0VOETEPOTEVING, EUTVPETNG OVOETEPOTEVING 1|
Aotlpméng e 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 makATa&édn Kot
TOTOTEKAVY] GTOV EUUEVOVTO, VIOTPOTLALOVTA, 1) LETAGTATIKO KOPKIVO TOL TPOXNAOL TNG UTPUG.

Avtidpdoeig vrepevoncnociag (cupneptiapufavouévng e ovoLANKTIKNG katamin&iac)/ovTidpacels
Katd v &yyvon (BA. mopdypaoo 4.8)

Ot acBeveic mbavdv va Bpickovtal 6€ Kivouvo va EKONADGOVY avTIdPUsT KOTA TNV
£yyvon/vrepevarcincio (coumepAapfovorévng T avVaQLANKTIKNG KOTATANEinG). 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 1OpNYNON TPOANTTIKNG AY®YNG OEV OMALTEITOL.

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 evOoPAEPLA SIPMCPOVIKE, Y10 TO OTTOI0 1] 0GTEOVEKPMOT] TG YVABoL amoterel
TPOGdIoPIoUEVO Tapdyovta Kivduvov. Oa mpénel va didetat Tpocoyn dtov to bevacizumab yopnysitot
TAVTOYPOVA 1 SLOOYIKE e EVOOPAEPLA S1POCPOVIKA.

O1 emepPotikég 000vVTIOTPIKEG SLOOTKAGIEG Eval ETIONG TPOGOIOPIGUEVOS TOPAYOVTAS KIVODVOL.

B0 mpémet vo AauPavetol VITOYT TO EVIEXOUEVO EEETOONG TMV 03OVTOV UE KATAAANAN TPOANTTIKY
000VTIOTPIKT] TPAKTIKT), TPV oo TNV Evapén tng Oepameiag pe Onbevzi. Ot acOeveic mov Elafav 6to
TapeA0OV 1 Aappdvovv evooeréPia dSipma@ovikd 0o TpEmel va omo@euyoLV, AV Eival Suvatdv, TIC
eMEUPATIKEG 000VTIOTPIKEC SL0OIKAGTES.

Evdotoioedikn ypnon
H otOvBegon tov Onbevzi dev evdsikvotar yio evoHoroedIKN ypion.




OpBaipikéc dwtapayéc

MeHOVOUEVEG TEPIMTMGELS KO OLLAOOTONILEVES GOPAPEC 0POUAUIKES avemIBOUNTES OVTIOPAOELS
avoEEPOMKaY HETA amd U eyKekpuévn evooiaA0g1d1KT Yprion Tov bevacizumab, ot omoieg
emdevainKay amd QLoridio eykeKpIéEva Yio evooPAERLa xoprynon o€ acbeveig pe kapkivo. Avtég ot
avemBounteg avidpaocels cvumeptAdppavay Aodon evéopBaipuitida, evoopOaiuio eAeyLovY], OTW®C
oteipa evooeBolpitida, payoeditidn Kot AEYLOV TOV VAAOEIOOVS GMOUATOC, ATOKOAANGT
ApPIPANGTPOESOVG, PREN TOV HEAAYYPOVTOG EMBNAIOL TOL AUPIPANGTPOEIDOVG, AVENUEV
evoopBdAa mieor, evoopBdALLa aoppayio, OTMS aOPPaYic TOL VOAOELOOVS CAOUATOG 1|
apoppayio apEPANCTPOEOOVS Kot atpopparyio Tov emme@ukoTa. OpIGUEVES amd OVTES TIG
avemBOUNTES aVTIOPACELS YOV MG ATOTELEGLL TNV ATTMAELN OPACTG GE S1APopovs Babuovg,
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 cLoppayLdV Kol TeV aptnplakdv Bpoppoepfolikdv avtidpdcoewy Exovv 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.

IeplektikdTnTO G€ VATPL0
AVTO TO PAPUOKEVTIKO TPOTOV TEPLEEL AyoTEPO 0td 1 mmol vatpiov (23 mg) avd elokidio, givor
aLTO TOL ovoudLovE «EAEVBEPO VaTPiOLY.

45 AANANAE T O XA IP G O K ETUPTOIT KEAAA XMALEXCP @AQ NA e Ti dpaaong

Enidpaon oviveomAacLOTIKOV TOp0yOVIOV GTH QOPUOKOKIVITIKY Tov bevacizumab

Agv &xel mapotnpn el KAVIKG OVCI00TIKN QOPUOKOKIVITIKY GAANAETIOPOGT) TG GUYYOPTYOOLUEVNG
ynueodepaneiog kot tov bevacizumab copeova pe 1o AToTEAEGLOTA POPUAKOKIVIITIKNG 0VAALGNG
TANOvopov. Agv vIMpEay 00TE GTOTIOTIKG 0VTE KAVIKG GNUAVTIKES O10pOopég 6TV KaOapon Tov
bevacizumab c¢ acbeveic mov éhafav povobepaneia pe bevacizumab, cuykprtikd pe tovg acbeveic
nov AdpPavav to bevacizumab ce cuvdvacpod pe wtepeepovn area-2a, erlotinib 1 dAleg
ynueoBepaneiec (IFL, 5-FU/LV, kappomiativa/makiitaléln, kaneottafivn, doEopovfikivn 1
olomAativi/yepottapivn).

Emnidpaon tov bevacizumab otn oopuokoktvntiky GAA®V oVTIVEOTALGLATIKAV TopoyOVIQV

Agv £xel mapotnpnBel KAMVIKG 0V6106TIKY opproKoKviTIKY oAAnienidpacn tov bevacizumab pe
OUYYOPIYOVUEVT VTEPPEPOVT GApa-2a, ue To erlotinib (kot Tov evepyod petapoiritn g OSI-420), 7
e tn ynuetodepameio ipvotekdavng (Kot tov evepyol petafolritn g SN38), komeottapivng,
oaAmhartivag, (6mwg amodeiydnke amd tn péTpnon g erevbepnc Kot GUVOAMKNG TAATIVOG) Kol
OlOTAOTIVIIG. TOUTEPAGHLOTO GYETIKA pe TNV nidpacn tov bevacizumab ot gapuakokivnTikn g
vepotafivng dev umopodv va e&oybovv.

Zvvdvaoudg bevacizumab kou sunitinib malate

e 600 KAMVIKEC LEAETEG TOV UETAGTATIKOD KAPKIVAOUATOS VEPPIKAOV KUTTAP®V, avapEpOnKe
pkpoayyetomodnTikn apoivtikn avoyio (MAHA) og 7 a6 19 acbeveic mov éhafav ayoyn
ovvdvaouov pe bevacizumab (10 mg/kg kabe 600 eBdouadeg) kar sunitinib malate (50 mg

nuepnoing).

H MAHA givan ayproivtikn dratopoyn, 1 omoic UTopel vo TopOVCIAGTEL [LE KOTATUN GO
gpvBpoxvttdpwv, avaio, kol Opopfonevia. Emmiéov, mapatnpndnkoy e opiopuévouvg acbeveig
VIEPTACT] (CLUTEPIAAUPOVOUEVIG VITEPTUGTKNG KPIONG), AVENUEVO ETITEDO KPEATIVIVIG Kol
VeVPOAOYIKG cuumtdpate. Olo 0VTE TO GOUTTOUATE HTOV OVAGTPEWYLLO, LETA TN SL0KOTY] TOV
bevacizumab kot tov sunitinib malate (BAéne Ynéptaon, [pwteivovpia, PRES oty moapdypago 4.4).
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Zvvdvaoudg pe mhativo 1 Oepomeieg ue Baon v tagavn (BAéne mapaypdpovg 4.4 ko 4.8)

AvEnpéva mocootd coPapng OVIETEPOTEVING, ELTVPETNG OVIETEPOTEVIAG 1 AOTUMOENG LE 1 Y®PIig
coPopn ovdeteponevia (cupmeptiappavouévey opiopévay Bavatneopwyv) Exovv topatnpndel kupiong
o€ acbeveig mov Elafav Bepameieg pe Paon v mhativa ) v ta&dvn ot Bepameio tov NSCLC kot
tov mMBC.

AxtwvoBepaneio
H aocpdieta kot 1 omoTELEGUATIKOTNTA TNG TAVTOYPOVIG YOPNYNONG akTivobepameing Kot Tov

bevacizumab dev &xovv tekunplo0ei.

Movokhovikd aviioopoto EGFR og cuvévacud pe oyniuata ynuetobeponeiog pe bevacizumab

Agev €yovv die&oybel peéteg arinieniopaonc. Ta povokiwvikd aviicopote tov EGFR dgv Oa npémet
va yopnyovvrtal yuo ) Oepaneio tov MCRC og cuvdvacud pe ynuetobepomeio Tov TEPLEYEL
bevacizumab. Ta arotedéopata omod Tig Tuyolomomuéves perétec @aong I, PACCE xai CAIRO-2 g
acbeveig pe MCRC cvvictovv 611 1 ypion Tev avti-EGFR povokiovikdv aviicopdtov
panitumumab kot cetuximab avtictoya o cuvdvacud pe bevacizumab kot ynueobepansio
oyetiletan pe ehattopévn eniPioon yopig eEEMén g vocov (PFS) kavn cuvolikn emBioon (OS) kot
pe avénuévn to&ikotnTo cuykpitikd pe bevacizumab pali pe ynuetodepameio povo.

46 ToOovIi pokTunreog 0 A O L X i «

IMvaikeg og ovamopaymyur] nAio
O1 yuvaikeg 6€ avomopay®yikn nAkia, 0o TPETEL v YPNGYLOTOIOVY OTOTEAEGUATIKES
avTICLAANTITIKEG LeBOSOLG KaTd T dldpKeto TG Oepaneiog (Kot Emg 6 uRveg petd) t Bepamneio.

Kvnon

Agv vbpyovv otoryeio KAVIKGOV HeEleTdV 1o T yprion tov bevacizumab ce éykveg yuvaikeg. Meléteg
o€ (mha Kotédel&ay avamapaymyikn Toéikdtnta cuumepthapupavouéveay suertiaciov (BA.

nopaypao 5.3). Ot avocoopaipiveg 1gGS givatl yvmotd 0Tt dtomepvohv TOV TAAKOVVTO KOl TO
bevacizumab avapévetat va avacteilel T ayyeloyéveon oto EUPPuo Katl g €K TOVTOV, VITAPYOVY
vroyieg 0Tl Tpokahel coPapéc veoyvikéc avouaiieg dtav yopnyeiton Katd tn S1GpKELD TG KONGTNC.
Metd v KuKho@opio ToL TPOIOVTOG, £X0VV TapatnPNOEl TEPIOTATIKA EUPPHIKDV OVOUOAM®DY GE
yovaikec Tov Elafav Bepancia pe To bevacizumab povo tov 1 6 cuvdLACUO pE YVOOTAE EUPBPLOTOEIKA
ynueodepanevtikd oyfuoto (BAEne mapdypagpo 4.8).To bevacizumab avtevdeixvotor kKotd
ddpxeto g eykvpocvvng (BA. mapdypago 4.3).

OnAacpog
Agv givan yvwoto edv 1 bevacizumab arexkpivetarl 6to avBpdmivo yaia. Kabog n untpiky

avocoo@apivn 1gG ekkpivetar oto ydha ko 1 bevacizumab Oa propovce va PAdyel Tnv avamtuén
Ko eEEMEN Tov Ppépovg (PA. Tapdypago 5.3), ot yovaikeg Tpémet va. S10KOTTOVLY TOV Onhaoud Kot
dapkero g ayoyng pe bevacizumab kot va un Onidlovv yio tovAdyiotov 6 piveg uetd mv
televtaio d6om bevacizumab.

Tovétro
O pedéteg to&ikotntog emavolapfavopevav d6cenv o (dha £xovv dei&el oti 1 bevacizumab mbovov

va &yel ovemfounTn enidpacn ot yovipdmro Tev yovaukov (BAéne Topdypaeo 5.3). Te pio pedétn
oaonc 1 oy emikovpikn Bepomeio acOevov pe kKapkivo ToyEog EVIEPOL, UK VITOUEAETT] LLE
TPOEUUNVOTTOVGLOKES YUVOIKES E6E1EE VYNADTEPT] GLYVOTNTA EUPAVIONG VEDV TEPIGTAUTIKDV
®OONKIKNG avenapkelog oty opade Tov bevacizumab og ohykpion pe v opddo eréyyov. Metd
dwaxomn g Oepomeiag pe bevacizumab, n wobnkikn Asttovpyio avoxtiOnke oty TAgloYNEio TOV
acOevdv. O pakponpobeoueg emdpaoelg otn yoviudtnto and Ty aywyn pe bevacizumab sival
dyvootec.
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To bevacizumab 6gv éyet kapio 1 £yl aonuavTy ETIBPOCT] GTNV IKAVOTNTO 0BT YNOTG KoL YEPIGLOD
unyovnudtev. Qotdéco, vavniio Kot cuyKomn Exovv avagepbel pe ™ ypron tov bevacizumab (BAéne
nivaka 1 otny mopdypapo 4.8). Edv ot acBeveig eppavicovy copmtdpata ov exnpedlovy tnv dpoon
N TNV GLYKEVIPOGT] TOLG 1] TNV IKOVOTNTA TOVS Vo, avTidpov, Ba mpénet va cupfovAgdovtot vo pmv
001Y0UV 1} va ¥e1pilovTon PnyaviuaTe LEYPL Vo, DVITOYMPNGOVV TO GUUTTMIOTOL.

48 Avemnmi bepgpgc

20vVoyT ToL TPOPIA 0oQaArEiog

To cuvolkd Tpopid aopdieiag Tov bevacizumab Boaoiletan og dedopéva neplocdTEP®Y OO

5.700 acBevav pe Toikileg kaxonbeieg, ol omoiot EAafav kvpimg bevacizumab oe KAvikég peréteg o
ouvdvooud pe ynuetodepomeio.

Ot coPapotepeg avemBOuNTES ovVTIOPACELS NTOAV:

o Taotpeviepikéc dwatproeis (PA. mopdypogo 4.4).

. Ayoppayia, GOUTEPIAAUPAVOLEVOV TMOV TVEVUOVIKT] OLLOPPOYI0/aLOTTLGT), Ol OTOlEG Etvat
7O GLYVEG 08 AoBEVEIG e [N HIKPOKLTTAPIKO KapKivo Tov Tvedpova (BA. mapdypapo 4.4).

o Aptmpraxn Opoppoepporn (PA. mapdypagpo 4.4).

O1 ovyvotepa Topatnpneioes avemBounteg avTidpAcELS OTIC KAVIKEG PeEAéTEG Le aoDevelg mov
£é\afav bevacizumab ftav vaéptacn, kOmwon 1 acbivnon, S1dppoto. Kot KOakd GAyoc.

AVOAICELS TV KAVIKOV GTOLYEIMV AGOALELOG VITOSNADVOLY OTL 1] EKINAMGCT] LITEPTAGTG Kot
npoTEIivoupiag Kotd N Bepancia pe bevacizumab givon mbavo va givorl docosEaptdpevec.

Katdioyog avembountwov evepyeidv g Lopen mivoko

Ot avemBOunTec 0vTIOPACELS TOV TOPOVGLALOVTOL GE AVLTOV TOV TIVOKO EUTITTOVY GTIC TAUPUKATM
Katnyopieg cuyvottag: TTohd cuyvéc (> 1/10), cuyvég (> 1/100 émg < 1/10), oy ovyvég (= 1/1.000
£m¢ < 1/100), ondvieg (> 1/10.000 £émg < 1/1.000), modvd omavieg (< 1/10.000), un yvootéc (dev
puropovv vo ektiunBovv pe Baon ta drabéciia dedopéva).

Ot IMivaxeg 1 ko 2 wapovctdlovv Tig avemfounteg avtidpdoelc mov oyetilovtat e Tn ypnHon Tov
bevacizumab og cuvdvacud pe dopopeTikd oynpoTo ynuelodepanciog oe TOAATAES EVOEIEELS,
ovpewva pe mv Katmmyopio/Opyavikd Zootpa tov MedDRA.

O IMivaxog 1 mapéyetl OAeg TIG avemBOUNTES AVTIOPACELS KATH GLYVOTNTO TTOL KabopioTnKay va £xovv
po. oattohoyikn oyéon pe to bevacizumab péoow:

. GUYKPITIK®V EMTTOGEDV TOV GNUEIOONKOY UETAED TOV CKEADV TOV KAMVIKGOV UEAETOV (L
dopopa TovAdytotov 10% cuykprtikd pe TIg avTdpaocelg 6Tto okELOC EAEYYOL Yo Babuov 1-5
katd NCI-CTCAE 7 avtidpdocelg mov ekdniodnkayv pe dtopopd gite tovAdyiotov 2%
GUYKPITIKA LE TO oKENOG eAEYyovL Yio BaBpov 3-5 xatd NCI-CTCAE.

UETEYKPITIKDV LEAETMOV OOPAUAELNG,

avfopuUNTOV aVaEOP®Y,

EMONMUOLOYIKDV HEAETOV \ UN TOPEUPOTIKOV 1| LEAETMV TOPOTNPNOTG

N H€ow aEL0AOYNONG EMUEPOVS AVAPOPDOV TEPICTUTIKMDV.

O Iivaxag 2 mapéyet T cvyvoTnNTo GOPapOV AVETIBOUNTOV OVTIOPAGEDY. ZoPapés avTIdpAcELS
opilovtan @g ot avemBOuNTEG EVEPYELEG Ue TOVAGYIGTOV 2% S10pOpE GUYKPLTIKA LUE TO OKELOG EAEYYOV
oT1g KMvikéG pehétec yio avtidopacelg NCI-CTCAE Babuov 35. O Ilivakag 2 mepihapufdvet eniong Tig
avemBounteg avidpaoelg mov Bewpovvtar and Tov KAK va givor khvikd onpovtikég 1 copfapéc.

Ot avemBOuNTEC avVTIOPACELS LETA TNV KUKAOQOPia TepAapfdvovtal kol 6Ttovg ovo Iivakeg 1 ko 2,

Kot mepint®on. Aentouepeic TANPOPOPIEC OYETIKA UE QVTES TIG AVTIOPAGELC LETA TNV KVKAOQOPIiQ
napovctaoviar otov [livaka 3.
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Ot avemBOUNTES AVTIOPAGELS TOV QOPUAKOL TPOSTIBEVTOL GTNV KOTAAANAN KaTnyopiot GuYvOTNTOG
GTOV TOPAKATM VoK COLPOVO LE TNV DYNAITEPT EMNTMOT GE OTOLONTOTE EVOELEN.
Evtog ka0 katnyopiog cuyvotnTog ELPAVIONS, Ol avemBOUNTEG avTIOPACELS TapaTidevTal KOTA
oBivovca celpd coPapotnrtag.

Optopéveg amd tig avemBOunTes avTdpAcels eival avTdpacelg mov eupavifovton Guyva Ue

ynueodepaneia, vrovtolc. To bevacizumab evééyetan va emBEIVMOGEL OVTEC TIG OVTIOPAGELS OTOV
cuvdovaleton pe ynuetodepamevtikovg topdayovres. [lapadeiypata teptiappdvovv to chvopopo

molaponeipatiaiog epvBpodvocaicineciog pe meyKLAIOUEV MTOG®MKT doEopovPukivn 1
KameottoPivn, Teplpeptkn aicintikn vevporddeia pe TakAtta&éAn 1 oEalmiativa, dSloTopoyEG TV
oviyov N ahomekio pe makAta&édn, kol Tapovoyio pe erlotinib.

MNMivokdAgeni 0 gy PEK@IOELXVOTNT A

KqtnyOplO(/O'I'Io)\oi)u)(véc SuxVveécg OXouxV Smavi g NoAmav Mnyvoo'o1
votnua ouUxXVOT
Aoméeig kot Iyoupio, Nekpotikn
Tlopacutdoelg Amdompol?, neprrovitido,
Kvutrapitidoa,
Aofuwdn,
Ovporoipmén
Awtapoyéc Tov Epmopem Avaupio,
OLLLOTIONTIKOV KOl TOV ovdeteponevia, Agppomevia
AEUPIKOD GLOTHILOTOG Agvkonevia,
Ovdetepomevia’,
®poppomevia
Awotapoyg tov YnepevarsOncio/ovt AvOQUAOKTIKN
OVOGOTIO TIKOV 1W¥paoels Katd mv KoramAn&io
GUOTHUATOG £yyoon®Pd
Awatapoyéc Tov Avope&ia Agpuddtwon
petafoMcov Kot Yropoyvnouotpia,
™mg Opéyng Yrovatpropio
Awrapoyég tov vevpikob | Iepipepicn Ayyeloko 20vOpopo ™G Yreptoown
GUOTHLLOTOG aenTikn EYKEPUAKO omicHiog eyke@aAomafet
vevpomdOeio’, £MELGO010, AVOGTPEYIUNG a’
Avcopbpia, Yvykonn, gykeparomdfeio
Keparahyia, Yrvnia g
Avoyevoeio
OpBaApukég Aatapoyés OpBopukn
Swatapayn,
Aaxpoppora
av&npévn
Kapdiokég Arotapayés Kapdiokn
GULPOPNTIKT
avemdprela P9,
Ymeprothaxn
TouKopdio
Ayyelakég Awopoyéc Ynéptoon®?, ®popPospPorn Negpteni
Opoppoepforn (Apmproxi))®, Opoppotiki
(pAePucry )PS Awoppayiol?, UIKPOQYYELOTG,
Ev 1o Badet prePuch Octa*?,
Opoppwon Avevploparta
Kot apTnploKot
Swympiopol
Awtapoyéc Tov Avonvoua, TIvevpovikn
OVOTTVEVGTIKOV Pwitida, Aoppayio/ TIvevpovikn
cuoTipaTog, Tov Odpaka | Emictaén, Awémroont?, vréptaon’,
KO TOV LecoHmpaKiov Bnyog Ivevpovuicrn epforn, AdTpnon
Yno&ia, pvVIKOD
Avopwvia® Srappdyporoc”
Awtapoyéc Tov Apoppayio Tov Taotpeviepkn "EAxog tov
YOO TPEVTEPIKOD opHov, Siérpnon P4 YOGTPEVIEPIKO
Ytopartitido, Atdtpnon tov 0 coMva*
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Eg;?\éﬁgla/o'l‘lo)\oﬂuxvéc SUXVEC OxouyxV STmavi g nNoADTdav I\(/IIrLvavugor1
Avokotmomra, Evtépov,
Adppora, Ehedg,
Noawrtia, Evtepwcry andppaén,
‘Epetoc, OpBorormikd
Kothad dhyog cuptyyade,
Awtapoyr Tov
YOGTPEVTEPIKOD
GUGTNHLOTOG,
Ipoxtaiyio
Aatoapoyég Tov NIeTog Awdtpnon
KOLL TV YOANQOpOV K0ANdOYOV
kvomg “P
Awtapoyéc Tov déppatog | Emmiokég ZOVOPOLO A0
KOl TOV VTOSOPLOV 1GTOV £MOVLAOONG TELLOTIOHOG
Tpadportog PP, epuBpodvcaicinciog
AmogoMdmTikn
depparitida,
Enpodeppia,
Amoypopatiopos
TOL JEPUATOG
Awotopayé Tov ApOpalyia, Zopiyyro PP Oo1E0VEKPOG
HVOGKEAETIKOV Moaokyia nG mg
GLGTNLLOTOG KO TOV Mvikn advvayio, yvaOov®?
GUVIETIKOD 16TOD Oopuadyio
Oocteovékpwo
N €KTOG NG
KaTo Yvabou*
Atoopayéc Tmv vepphdv Ipoteivovpiol?
KOLL TV 0VPOPOP®OY 00MDV
Awatapoyéc Tov Qobnkikn TTvehikd Ghyog
AVATAPOLYWYIKOD avendpketo Pro
GUGTALLOTOG KOl TOV
HOGTOD

Yvyyeveig, oucoyevelg Kot
YEVETIKEG SroTapayés

Euppiucég
avopoAisc®?

Tevikég Sratapayés kot
KOTOOTAGELS TG 000V
xopfiynong

E&acbévnon,
Koénwon
TMupetioa,
Alyog,
Dhreypovn
BAevvoyovou

Anbapyog

THoapaxivikég egetdoeig

Mewwpévo Bapog

Orav onpetmdnkav coppdpoto avemBoupnTov avidpacemyv 1060 ®g OAmV Tav fadudv 660 kat Tov Paduod 3-5 o KMvikég

peléteg, £xet avapepOel n vYNAOTEPN cLYVOTHTA TOL TopoTNPNONKE GE aobevels.

Ta otoygeia dev eivan TPOGAPLOGLEVA Y10l TOV SLOPOPLKO POV TG Bepameiog.

* To TeprocoTepeg mANpopopies, avatpéére otov mivaka 3 «AvemBOUNTEG AVTIOPACELS TOL AVOEEPONKAY HETE TNV

KUKAOQOPI TOL QUPUAKOLY.
P Opot mov avtimpocHneEHOVY OpASOTOMUEVEG OVETIODUNTEG EVEPYELES TTOL TEPTYPAPOVY LI LOTPIKY] £VVOLQ 1) TPOTILOUEVO
6po katd MedDRA (Tatpikd Ag&ikd yio Kavoviotikég Apootnplotneg). Avth 1 opddo Tav 1Tpik®@v Opmv puropel vo
nephapPdvet v 6o vokeipevn tabopuotoroyia (.y. apmprakés OpopPoepforikés avtidpdoels copmnephapPovoévon
TOV OIYYELOKOD EYKEPOAKOD ETEIGOSTI0V, EUPPAYLLE TOV LLOKAPIIOV, TOPOSIKT| EYKEPUAIKN 1OYOLIN KoL GALEG OPTNPLOKES
OpopPoepforicég avidpacers).

¥ Baowopévo o puo vroperétn me NSABP C-08 pe 295 acOeveic.

% T meprocdteEpeg TANPoQopicg, ovatpééte mapakdton oty evotto «IlepiocoTepec TANPOPOPIeg OYETIKG e EMAEYEVEG
cofopég avemBOUNTEG AVTIOPAGELS.
¢ Ta opBo-KkoAmikd cupiyyia givatl To cLYXVOTEPA GLPIYYLH GTNV KOTYOPIO TMV EVIEPO-KOATIK®OY GUPLYYimV.
ot [lapatnpnonke povo og madatpikd mAnbvopd
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Eg;?%ﬁgl al O‘I‘Io}\cx')uxvéc SUXVECQ S)S;(V STmavl 2?[)\6(31 Mny v waootufiy v 6
AoydEerg kot Eyoupio, Nexpotikn
Tapocttdoelg Kvutrapitda [eprroviitida ¥
Andotnpo®Ps,
Aotpwen,
Ovpoloipmén
Awtapoyéc Tov Epmdpem Avopio, Agppomevia
OLLLLOTLOTIKOV KOl TOV Ovdetepomevia,
AEUPIKOD GLGTNOTOG Agvkonevia,
Ovdetepomevia,
®poppomevia
Awatapoyéc Tov Ynepevaronoio/ovtidpdo Avagoia
OVOGOTOTIKOV £1¢ kaé Ty £yyoon Pt KTIKN
GUGTNLOTOG KotamAng
o
Awtapoyéc Tov Aopuddtoon,
petafolopod kot Ymnovatpropio
™mg Opéyng
Awatapoyéc Tov vevpikov | Tlepipepucn Ayyeloko eyke@oAkd
GLGTNLLOTOG aefnTkn £MELGO010, Z0vdpopo g omicOiag
vevpomddea”, Yvykom, OVOOTPEYLNG
Yrvnia, gykeporonafetactP
Kepahohyio Yneptoown
gykeporonddelo’
Kapdrakég Awatapayés ZUHEOPNTIKT KopSloKn
avemdpketa “P,
Yrepkothokn toyvKopdio
Ayyelakég AloTopoyég Ynéproon®, Bpoppoepforn Neoppikn Opopfotikn
(Apmproici)®P, HKpooryyetomdOsiol?,
Apoppayio®?, Avevpdopara Kot
Bpoppoepforn OPTNPLOKOL dLoYOPIGHOL
(prepuc )7,
Ev to BaOet prefikn
Opoupwon
Awtapoyéc Tov Tvevpovikn apopparyio/ Ivevpoviky vaéptaon?,
OVOTVELGTIKOD Awodmroon®P, AdTpnon pvikod
GLGTALOTOS, TOV BdpaKa Tvevpovikn eppoirn, Sppdrypatog’
KoL TOV pecobmpakiov Enictaén,
Adbomnvoua,
Ymno&io
Awoapoyég tov AGppora, Adtpnon tov Eviépov, Taoctpeviepikn
YOGTPEVIEPIKOD Nawrio, Eveoc, Siétpnon®?
"Epetoc, Evtepwcr andopoan, Taotpeviepkod Eixoc?,

Kothaxd dryog

OpBo-Kkomiké cupiyyla’?
Awtapoyn Tov
YOOTPEVTEPIKOD
GULGTNHOTOC,
Ytopatitida,
Tpoktaiyio

Aytoppayia Tov opBod

Awatapoyég Tov NIeTog
KO TGV YOANQOpOV

Atdtpnon yoAndoyov
xootng P

Awatapoyéc Tov dEpHTOg
KO TOV VTO3OPLOVv 16TOD

Emumhokég emovimong
Tpavpatog P, Thvdpopo
TOAOLO-TEALOTIONOG

gpvbpodvoarcinciog
Awtapoyéc Tov Sopiyya®?, OoTEOVEKPMOTG TNG
HVOCKEAETIKOV Mvooiyioa, yvéBovPY
GULGTNILOTOG KOl TOV ApOpaiyia,
GLVOETIKOD 1GTOV Muik1} advvopia,

Oocpuadyio
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Katnyopi al/ Of , . . Ox 1 . MoAdo . .
S0GT N MoAdbu X VECQC [ZUuXVECQ GU XV ZHGV|anVIMnva00Tur1xvo
Alatopoyéc TV veppav [pwteivovpio “P

KOl TOV 0VPOPOP®OY 00MV

AloTapoyEg Tov TMvehucd Gryog Qofnkikt avendpkeio
OVOTOLP ALY YIKOD

GULOTIHHOTOG KOl TOV

HaoTov

Yuyyeveig, oKoyeveig Kot Euppiég avopories™
YEVETIKEG SLoTapayég

Tevikég Sratapayég kot E&acbévion, Alyoc,

KOTAGTAGEL TNG 0000 Koénwon, AnBapyoc,

Xop1ynong DOAeypovn Prevvoydvou

O Iivokag 2 mapéyel T cvuyvotnta cofapdv avemfiuntav aviidpdoemv. ZoPapéc avidpaoelg opilovior @g ot
avemBduNTEg EVEPYELES e TOLAGYLGTOV 2% S10p0PE GLYKPLTIKA LLE TO GKEAOG ELEYYOV OTIG KAMVIKEG LEAETES Y10l AVTIOPACELS
ywo. BaBpov 3-5 xatd NCI-CTCAE. O mivaxag 2 mepilappaver eniong tig avemOounteg evépyeieg mov Oempovvtat and tov
KAK va givat kKhvikd onpoavtikég 1 6oPopés. Avtég ot KAVIKGE onpavTikég avemBupunTeg aviidpacels avopépinkay oe
KAvicég peléteg, aAld ot avtidpdoeig Babuob 3-5 dev mAnpovoay 1o 6pto tovddyiotov 2% S10popds GUYKPITIKG, LE TO
okéhog eléyyov. O ITivakog 2 mepthapPavet emiong KAVIKG SNUAVTIKEG avemOOUNTES AVTISPACELS TOL TapaTnpHONKay povo
LETE TNV KuKAOQOpia TOL TPOidVTOG, MG eK TOVTOV, 1 cvyvoTTa Kot 0 BaBudg katd NCI-CTCAE dev givar yvootd. Avtég ot
KAVIKA ONHOVTIKEG AVTIOPACELS €K TOVTOV, GUUTEPIANOONKav otov TTivaka 2 evidg TG oTNANG Le TITAO KN YvooTh
GLYVOTNTO.

% Opot OV AVTITPOCOTEHOVY OUASOTOMUEVES OVETIOVDUNTES EVEPYELEG TTOV TEPLYPAPOVV LI, LOTPIKT EVVOLQ 1] TPOTIUMDUEVO
opo katd MedDRA (Totpikod Ag&ikd yio Kavoviotikég Apaotnplotnteg). Avti 1 opddo Tov I TpIKdY 0pmv UIopEl va
mepthapPavetl Ty 161 vokeipevn Ttabopuoloroyia (m.y. approkés Opopfospforkés avtidpaoelg cupmeplapfavorévon
TOV OYYELOKOV EYKEPOAKOD EMEIGOST0V, EUPPAYLLE TOV LLOKAPIIOV, TOPOSIKY| EYKEPUAIKN oY OLin Kot GALES OPTNPLOKES
OpopPoepPoricés avTidpacers).

P T meprocdtepeg mAnpoopic, ovatpééte mapakdton oty evomto «IlepiocoTepec TANPOPOPIEC GYETUKE e EMAEYHEVES
cofapéc avemBounTeg AVTIOPAGEID.

Tio TeprocdTEPEg TANPOPOPiES, avatpééte Topakdtm otov [Tivoka 3 «AvemOOunteg avtidpaoelg Tov avapépinkay Letd
™V KUKAOQOpion.

% To. opOo-KoAmKé Gupiyyla efvarl To GUYVOTEPD, GLPTYYIC GTNY KOTNYOPLO. TOV EVIEPO-KOATIKOV Guptyyimy.

[eprypaon emreyuévav coBopdv avemBountov ovidpiceEmy

G 0G0y U s W GHpalelyaiisg p dhoedpago 4.4)

To bevacizumab éyet cvoyetichei pe coPapd TEPIGTATIKA YOOTPEVTEPIKNG SATPNONG. XE KAVIKEG
peAéteg Exovv avapepBel yooTpevtepikéc SloTpnoelg L eminton ukpotepn Tov 1% oe acBeveig pe
U1 TAOK®OT 1N UIKPOKLTTOPIKO KOPKIVO TOV TTVEDOVA, 6€ T0600TO néXpt 1,3% oe acheveic pe
UETAGTOTIKO KOPKIvo TOV HoeToV, 6€ 1060010 péXPL 2,0% oe acheveic e HETAOTATIKO KAPKIVO
veppoV N og acbeveic e kapkivo ToV moNKdV, Kol 6€ T060cTo uEYPL 2,7% (cvumepriapfovouévon
TOV YOOTPEVTEPIKOV GLPLYYIOV KOl TOV GTOGTHIOTOC) O 00OEVEIS e UETAGTATIKO 0pBOKOAIKO
KopKivo. Ao pio KAVIKY HEAETN 6€ aoOEVEL e EUIEVOVTA, VTOTPOTLALOVTA, 1| LETOOTUTIKO KAPKIVO
oV Tpoynrov (perétn GOG-0240), yaotpeviepikés dratpnoelg (OAmV Tov Badbumv) avaeipbnkay 6to
3,2% 1oV ac0evdv, o1 omoieg elyav 6T0 GHVOAD TOVG IGTOPLKO TPOTYOVUEVNG OKTIVOPOALOG OTNV
TOENO.

H epgdvion avtdv tov coppdviov Siépepe o Lopen Kot cofapoTnTo, KULOIVOLEVT O TN
dwmiotwon mtopovciog EAe10epoL 0épa GTNV aAY AKTIVOYPOPio KOIAMGGS, 1 omoia TapAOe ympig
Oepameia, Emg T O14TPNGCT TOV EVTIEPOV WE KOIMOKO amdotnpa Kot Bovatneopo ékfact. Xe opiopéva
TEPIOTATIKY 1TAV TALPOVCO, VITOKEIUEVT] EVOOKOIALNKT PAEYLOVT], EITE GO YOOTPIKO EAKOG, VEKPMON
OYKOV, EKKOATTOUATITION, gite 0md KOAITION oyeT{Opevn pe ynuetobepameia.

Bavatneopog EkPacn avaeépinike 6to £va Tpito TEPITOV TV GORUPDY TEPICTUTIKMV SLUTPICEDV
TOV YOOTPEVTIEPIKOV GOANVA, TO 0Ttoio avTiotoryel oto 0,2%-1% eni Tov cuVOLOL TV 0GOEVAOY TOV
£hafav Ogpomeio pe bevacizumab.

Y11g KMvikéG pedétec Tov bevacizumab, éxovv avagepBel yaotpeviepikd cupiyyia (OAwv Tov Badudv)
ue emintmon £og ko 2% otig acheveic pe petaototikd 0pHoKoAKd KaPKivo Kol KOpKivo TV

®oONKaV, 0AAG avagépOnkay eniong Ayotepo cvyvd o€ acbeveic ue dAAeC LOPPEC KapKivoL.
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K3 U0y e dlga ol B@aGN240

e pio pekét acevov pe eppévovta, VToTPOTALoVTa 1| LETACTATIKO KOPKIVO TOV TPOYHAOL TG
UATPOG, 1] EXIMTOOT) TOV EVIEPOKOATIKOV cuptyyimv fTav 8,3% otic aceveic mov hafav Oepameia pe
bevacizumab kot 0,9% o11c acbeveig EAEyyov, o1 0ToiEg iV 6TO GUVOAD TOVG IGTOPIKD
TPOMYOLUEVNG aKTIVOPOALG TG TLEAOL. H cuyvotnTa TV EVIEPOKOATIKOV GUPLYYimV 6TV Opdda
w16 Bepancio pe bevacizumab + ynmuetoBepamneio Nrav vymAodTePN 08 0.60eVEig pE VITOTPOTY EVTOG TOV
nediov Tponyovpevng axktvoBoriog (16,7%) oe ohykpion pe tovg acbeveic xmpig Tponyoduevn
aktwofBoAio /Kot Kapio VTOTPOTH VoG ToL TESIOL TPOTYoUIEVNG akTvoPoAiag (3,6%). Ot
avTioTO(EG GLYVOTNTEG GTNV OUdda ELEYYOL Tov AdpPavay ynuetobepaneio udvo ntav 1,1% évavtt
0,8%, avtictoya. Ot acheveig TOL AVOTTIGGOVY EVIEPOKOATIKA GLPTYYLOL EVOEYETAL VO ELGAVIGOVV,
enmiong, evrepikés amoppdEels kat va xpnlovv xelpovpyikng topéupacns kafdg Kot TG EKTPOTNG TOV
OCTOM®V.

2do 0G0y U8 ¢)0qg(E.axdpipao 4.4)
H ypnion tov bevacizumab éyet ovoyetiotei pe coPapd mepiotatikd cuptyyiov coprneploppavouévay
oupupapdtov Tov giyav ¢ anotéAesa To Oavarto.

Amo pio kKAMvikn peAétn oe aoBeveig pe eupévovta, VIoTPomalovTa, 1 LETAGTATIKO KAPKIVO TOV
tpayniov g uitpag (GOG-240), to 1,8% twv acbevdv mov éhofe Oepancio pue bevacizumab kot to
1,4% tov acBevadv LYoV avapépOnke OTL EYEL UN EVIEPOKOATILK(, 1] KVGTIKG GUPiyYld, T} GLPTYYLO
GTN YovoKeio YEVVITIKY] 000.

Ye d1apopes evdeifels mapoatnpnOnkav un cuyvés avaeopés (> 0,1% g < 1%) cupryyiov o dAla
LEPT TOV GAOUOTOG EKTOG OO TO YUOTPEVIEPIKO COANVA (T.). PPOYXOTAELPITIKA Kot GupiyYlo TV
Ko eopwv). Emiong avapépbniay cupiyyla amd v eumeipio petd v KuKAo@opio Tov TPoidvToG,.

Avoeépiniay avTidpacEL GE TOIKIAG XPOVIKE SLGTUOTO KOTA TN dtdpkela TG Oepaneiog mov
KopavOnkav and o efdopddo oe peyolvtepa tov 1 étovg and tnv évapén Tov bevacizumab, pe to
TEPIOCOTEPES AVTIOPAGELG VO EKONADVOVTOL EVTOC TOV TPMTOV 6Uvov Bepameiag.

K e i aUy dUdi e(pldopidpapo 4.4)

Mg Bdaon tn duvntikn avemBountn exidpacn tov bevacizumab oty emovAmon tpadpotog, ot
acOeveic mov giyav vroPAnOei o peilova yelpovpyikn exéupaon katd Tig TeElevtaicg 28 nuépeg
amoxieioTnray and T cvppeToyn o€ KAvikég peréteg edong 1.

Y& KAMVIKEC LEAETEG Y10 LETAOTOTIKO KOUPKIVOUO TOV ToE0G EVTEPOV 1 TOL 0pBoY, dev EUPaVIcAY
aLENUEVO KIVOUVO Y100 LETEYYEIPNTIKT CLOPPAYin 1) EXUTAOKES ETOVAWOOTG TPAVUATOS, Ol acbeveic Tov
vrofAnOnkay og peilova yepovpyikn enépPaon 28-60 nuépeg mpv v Evapén g Bepaneiog pe
bevacizumab. TTapatnpnOnke avENUEVT ETITTOOT O UETEYYEPTTIKY OLUOPPAYio, 1] EXTAOKEG
£MOVA®ONG TPOdLOTOS, o€ acbeveic mov Elafav bevacizumab kot vropAnOnkav oe ueilova
YEWPOoLPYIKN eméuPaon katd tn didprela Ayng Bepanciag. H enintwon ftav mowiin peta&o 10%
(4/40) xou 20% (3/15).

"Eyxovv avaeepbel cofapéc emmlorkés emoOAMONG TPOVLOTOC, CUUTEPIAAUPAVOUEVOV TOV
OVOOTOUMTIK®Y ETUTAOK®V, OPIGUEVES EK TOV OTTOI®V ElYav Bavoatnedpo EkPac.

2T1C LEAETEG TOL TOTIKG VITOTPOTIALOVTO KOl UETAGTATIKOD KAPKIVOL TOV LOGTOV, TopaTnpnonKay
EMITAOKEG 0TIV MOV A®ON Tpadpatog Babpov 3-5 g kot 1,1% tov acbevdv ot omoiot Erafav
bevacizumab cuykprtikd pe £og kot 0,9% tov acbevov ot okédn eréyyov (NCI-CTCAE

ékooon 3.0).

2116 KMVIKEG HEAETEG TOV KOPKIVOL TV 00ONKdV, TopatnpndnKoy ETITAOKEG OTIV ETOVAWMOT)

tpoduatog Babpov 3-5 o€ mocootd émg kat 1,8% tov acBevdv 610 okélog Tov bevacizumab
ovykprrika pe 0,1% tov acbevdv oto oxédog eléyyov (NCI-CTCAE éxdoon 3.0).
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3"y BUsnghypago 4.4)

21ic Khavikég pelétec, pe e€aipeon v pekétn JO25567, 1 cuvolikn enintmon vaéptacng (6Aot ot
Babpoi) kopdavinke éo¢ 42,1% ota okéAn mov nepieiyav bevacizumab, cuykprtikd pe 1o 14% ota
okéAn eléyyov H cvuvolikn enintmon g vréptaong Babpov 3 kot 4 katd NCI-CTC og acBeveic ot
omnoiot AdufBovav bevacizumab kopdavinke and 0,4% £mg 17,9%. Exdnhodnke vréptacn Babuov 4
(veptacikn kpion) o€ mocootd pEXPL 1,0% tmwv acbevav vito Bepancio pe bevacizumab kot
ymueobepaneio, cuykpirikd pe péypt to 0,2% twv acbevav mov Adpfovay povo vy idwo
mpeobepaneio.

> peiétn JO25567, mapoatnprinkay 6lot ot fabpol véptacng, oto 77,3% TV 0c0eviv Tov
é\afov bevacizumab ce cuvdvaoud pe erlotinib wg Tpd ypapuun Oepomeiog yio un mlokmoeg
NSCLC pe evepyomomtikéc petarraéelg tov EGFR, cuykprtikd pe to 14,3% tov acfevav mov
éhafav Oepomeia povo pe erlotinib. Yrépraon abuod 3 napatnpndnke oto 60,0% tov acbevdv vio
Oepoameia pe bevacizumab ce cuvdvaoud pe erlotinib cuykpitikd pe to 11,7% tov acbevadv mov
éhapav Oepomeio povo pe erlotinib. Aev mopatnprOnkay nepiotaticd vaéptacng fadpov 4 1 5.

Ievikd, emtevyOnKe eTapkng ELEYYOC TNG VTEPTACTG LLE OO GTOUOTOG AVTIDTEPTUGIKE, OTMG
OVOOTOAEIG TOV HETATPENTIKOD EVEVLOL TNG QY YELOTAGIVIG, OLOVPNTIKE KOl AVOCTOAELG StoOAMY
acPBeotiov. Avtd ondvia odnynoe og dlakomn g Bepaneiog pe bevacizumab 1 voonleio oe
VOGOKOLETO.

"Exovv avapepOel ToA) oTavia TEPIGTATIKG VTEPTUCIKNG EYKEPOAOTADELNS, OpIGUEVA amd TO OTTOiN
ntav Bavotnedpa.

O kivdvvog ¢ véptaong oxeTilopeVNG pe To bevacizumab, de cuoyETIoTNKE HE TA YOPAKTNPIOTIKA
TV aclevov katd Vv Evapén, Tnv vokeipevn voco 1 v Tautdypovn Bepansio.

i3l Udafea GWa» WU, § y® ¥ @ de BL Muyobripapbif)

"Exovv yivel omdvia avagopég yo acbeveic vrd Oepameio pe bevacizumab ot omoiot avértvéav onpeia
Kol cvumtopate To. onoio gival cvuPotd pe PRES, pio omdvia vevporoykn dwatapoayn. H ekdnAimon
TOV UIOpPEl Vo cLUTEPIAOUPAVEL GTAGLOVS, KEPUAUAYIO, dloTapayn TS VONTIKNG KATAGTAOTG, OTTIKN
dwTapayn N AOLOING TOEA®GST, He 1| Yopig oxeTlopevn véptaon. H khvikn eikdva tov PRES
ouvnBmg dev gival oVYKEKPLUEV Kot EMOUEVAMS 1 dtdtyvoor tov PRES anattel emPefaionon pe v
ATEIKOVIOT] TOV EYKEPALOL, Kot Tpotiunon MRI.

Xe aoBeveig mov avantuecovv PRES, 1 éykaipn avayvopion tov copntopdtov pe dueson Oepomeio
GUYKEKPIUEVOV CUUTTOUATOV GUUTEPIAAUPOVOUEVOD KoL TOV EAEYYOL TNG VITEPTACNC (av GUVIEOVTIL
ue coPfopn un eAeyyOUEVT] VTTEPTAGT) GLVICTATOL EKTOC OO TN OloKOTH TG Depomeiog pe
bevacizumab. Ta copntdpate cuvNBOG VIToYWPOLVY 1| BeATiOVOVTAL HEGH GE AlyEg HEPES HETA T
drokomn g Oepameiag, av Kot opiopévol achevelg Exovv eLEAviceL KOO VEVPOAOYIKE eTakOAoVDa.
Agv givan yvoot 1 aogdieto g emavivapéng g Bepameiog pe bevacizumab og acOeveig o1 omoiot
€yovv mponyovuévag avartvéel PRES.

2116 KMvikéG doKpEg, Exovv avapepbei 8 mepiotatikd pe PRES. Avo amd to oktd mtepiotatikd dgv
€yovv aktvoroykn emPefainon péom MRI.

g4 v U Uy @ie mgsneddo 4.4)
"Eyet avapepbei mpoteivovpio og 1060610 £vTog Tov €0povg 0,7% g 54,7% otig KAviKEG pedéteg o€
acBeveig mov AauPovav to bevacizumab.

H npwrteivovpia, d1€pepe o cofapotnTa amd KAVIKE 0CUUTTOUOTIK, TAPOSIKA, 1xvN TpwTEivovpiag
£0C VEQPMOGIKO GUVIPOLO, KOl ELPAVIGTNKE KOTA UeYAAN TAEOVOTNTA MG Tp@TEivovpio Babpov 1
(NCI-CTCAE ékdoon 3.0). H npwteivovpia Babpov 3 avapépbnke 6to o€ 060616 £0610,9% v
acOevav vo Oepameio. H mpoteivovpia Babuod 4 (veppmoikd civopouo) topatnpndnke 6 10606Td
£m0¢ 1,4% acOevav vro Oepameia. O Eleyyog yio TpmTeivovpio cuvicTaTOL TPLY TNV EVapEn NG
Oepomeiog pe bevacizumab. Ztig nepiocotepeg KAWIKEG LEAETES TaL EMIMEDO. TG TPWTEIVNG GTO OVPO. GE
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TWéG > 29/24 dpeg Tpokdrese TV Tpocwpivy dwakonn) Tov bevacizumab péypt mv exavaeopd Twv
TI®V og < 20/24 mpec.

| 9 ¢ 6} @mptiyiduoo 4.4)

g KMVIKEG pEAETEG Yo OAEG TG EVOEIEELC, | GLVOMIKY eTtimTON Yo avtidpdoelg opoppayiog (NCI-
CTCAE £xdoon 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 ynuelobepaneiag.

Amd pio kKhvikn perétn og aoBeveig pe eupévova, voTpomalova, 1 LETAGTATIKO KapKivo Tov
tpoyniov g uitpag (eaétn GOG-0240), £xovv avapepbel arpoppayikég aviidpaoetg 3°°-5°° Badpon
o€ £m¢ kot to 8,3% tov acbevav Tov éhaPe Bepaneio pue bevacizumab ce cuvévacuod pe makTo&éin
KOl TOTOTEKAVY GLYKPLTIKG e £¢ Kot T0 4,6% tov acBevav mov éhafe Bepameio pe makAita&EAn Kot
TOTOTEKAVT).

O avtidpdoeig apoppayiog mov mapatnpnOnKay oTig KAMVIKES LEAETES TV KUPImG arpoppayia
oyetifopevn pe tov 6yko (PA. mapakdTm) Kot Ehappd PAevvoyovodeppatikn apoppayio (..
eniotadn).

gicUUse isuée ¢ 6 ) (BAUmpaybogo 4.4)

e ao0eveig [le Un WKPOKLTTOPIKO KAPKiVo TveLpova Tapatnpnonke og pedétec apykd peilmv n
paliky Tvevpoviky apoppayio/apontoon (NSCLC). [Tibavoi Tapdyovieg Kivdivov
oopmeptAapBavouy ex TAak®O0vg emBniiov 16TOAOYIKS TOTO, Oepameia e

OVTIPEVILOTIKG/ AVTIPAEY LOVAODELG OVTIES, Depameia Pe oVTITNKTIKG, TPV TNV aKTvobepameia,
Oepoameio pe bevacizumab, Tponyoluevo 10Tpikd 16Topikd aBNPOSKANPOOTG, OYKOC KEVIPIKNAG
EVTOMIONG KOl GTNAOLOTOINGN TV OYK®V Katd T didpkela tng Bepameiog. Ot poveg HeTaPANTEG TOL
£0€1E0V GTOTIOTIKG GNUOVTIKEG GLOYETIOEIS e arpoppayia ftav 1 Bepansio pe to bevacizumab kot o
€K TAOK®O0VG eMONAiov 10T0A0YIKOG TOUTOG. Ot 0cheveic Le YV®OOTO U LWKPOKVTTAPIKO KOPKIVO
TVEDUOVOL EK TAOK®OOVG ETOMAIOD 1GTOAOYIKO TOTTO 1 LEIKTOD KLTTOPIKOD TOTOV LE KVPLOL IGTOAOYI0
€K TAakmoovg emBniiov, amoxieioTnkav omd Tic enakoiovdeg pedétec edong I, evd ot acBeveig pe
1GTOAOYIKO DTTOTVTO TTOV AVAPEPONKAV M «OYVMDGTOV 1GTOAOYIKOD TOTOVY GUUTEPIANQONKOY GE
AVTEC.

e ao0eveig Le U PKPOKLTTOPIKO KOPKIVO TVEDHOVA [T] CUUTEPIAUUPOVOUEVOV TOV EK TAAKDIOVS
emONAiov 16ToAOYIKOD TOTTOL, EKONAMONKOY aVTIdPAGELS OAY TV Babumv pe cuyvotnra £wg 9,3%
otav Elafav Oepancia pe bevacizumab kot ynueobepancio cuykpirtikd pe to Emg 5% 1wv acbevov
mov £lafav povo ynueodepancio. Ot avtdpdoeig Babuov 3-5 napammprnkav oe tocooto wg 2,3%
TV aoBevov mov édafav bevacizumab kat ynuetobepomeio cuykprtikd pe < 1% pe ynuetobepamneio
uovo (NCICTCAE éxdoon 3.0). Mropei Eagpvikd vo ekdnAmbel peilov 1 pnaliky Tveupovikn
ALLOPPAYio/OTTUOT) KOl MG TOL dVO TPITA TV COPAPOV TVEVUOVIKAOV OLLOPPAYLDV ElYOV
Oavamedpa ExPaon.

"Eyxovv avaeepbel yaotpevtepikés apoppayieg og acbeveic pe opfokodkod kapkivo,
ocvopmepthapfoavopévey Tav apoppayia opBod kot pélavag kat £xovv agloloyndei wg apoppayieg
OYeTILOUEVES LLE TOV OYKO.

H oyenilopevn pe tov 6yko apoppayio tapatnpinke eniong ondvio oe GALOLG THTOVS Kot
EVTOTIGELG OYKWOV, GUUTEPIAAUPAVOUEVOD TEPIGTATIKOD ALLOPPAYING TOV KEVIPIKOD VEVPLKOD
ovotiuatog (KNZ) og évav achevr| pe petaotaoels tov KNX (BA. mapdypago 4.4).

H enintoon evdeyouevnc apoppayiog tov KNZ oe acleveic mov dev elyav AaPel mponyoduevn aywyn
ywo. petaotdoeig tov KNX ko Adppavay bevacizumab, dev £xet peketn0ei og Toyonomompéveg
KAVIKEG LEAETEC. e oL SIEPEVVNTIKY OVOOPOUIKT] 0vEALGT) dedOpEVAV amd 13 0AOKANPOUEVES
TUYOOTIOMUEVEG LEAETEG GE aGBEVELS e S10pOPETIKOVG TOTOVG GYKOV, 3 acBeveic amd Tovg 91 (3,3%)
UE EYKEQPOAMKEC LETAOTACELS EKONAmaay aupoppayio Tov KN (6ieg Babuob 4) dtov éhofav Oepansio
ue bevacizumab, cvykprtika ue 1 teprototikd (Babupod 5) oe oivoro 96 acbevadv (1%) ot onoiot dev
extédnkov oto bevacizumab. Xe 500 dwadoyikég peréteg og acbeveic mov eiyov AdPetl Tponyoduevn
aymYN Y10, EYKEQPUMKEG petaotdoelg (o omoieg ovumephdpupavay nepirov 800 acbeveic), Eva
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neptototikod Babuov 2 apoppayiog tov KNX avagépbnke oe 83 dtoua mwov hafay aywyn pe
bevacizumab (1,2%) v nepiodo g evdidueong avaivong yia v acpdareia (NCI-CTCAE
ékdoon 3.0).

e OheC TIG KAMVIKEG peAéTeg, TapatnpiOnke BAevvoyovodeppotikn aipoppayic 6€ 10606Td Emg 50%
TV acbevov Tov Adufavav bevacizumab. Avtd ta nepiotatikd tov cuvhmg eniotaén NCI-CTCAE
éxdoomn 3.0 Babpot 1 n onoia dtypkece Ayotepo amd 5 Aentd, mapnide yopic wtpikn Tapéupacr kot
dev amaitmoe aldayéc 610 B060A0YIKO oynua TG Bepanciag pe bevacizumab. KAwvikd dedopéva
AGPAAELOG GUVIGTOVV OTL 1 EMITTMGT NOGOVOG PAEVVOYOVOdEPLATIKNG opoppayiog (m.y. enicotaln)
mOavoV va givorl 0060e&apTOUEV.

Ympyav emiong Atydtepo cuyvég avtidpdoels N PAEVVOYOVOSEPLOTIKNG a1poppayiag o€ GALeES
TEPLOYEC, OTMS OLAOPPAYIO 1| KOATIKY apLoppayia.

Uy 6 e b e (i hopi@pago 4.4)

| } Pd Wayes ¢ b ¢ Ulapbrgpédgrs avénpévn enintoon aptnprakdv OpopBoeprfolkdy
avtidpdcenv og acbeveic mov Eafav bevacizumab yio s1dpopeg evécitelc, ovumepiaufovousvov
TOV AYYEWKOV EYKEQPOAMKADV EMEIGOSIMV, TOV EUPPAYUATMV TOV HDOKAPSIOV, TOV TOPOSIKMOV
IGYOLKOV ENEIGOSIMV Kl AAA®V BpopBoerOAKOV avTIOpACE®Y.

Y& KMVIKEG LEAETEG, 1] GUVOLIKY| ETTTMOON TOV APTNPLUKAOV OpouPoeuPoitkdv avTdpdoemy
Kopavinke émg 3,8% ota okéAn mov mepieiyav bevacizumab, cuykpitikd pe to mg 2,1% tov okeAdV
eAéyyov g ynuelobepaneioc. AvapépOnke Bovatneopa ékPacn ce Tocootd 0,8% TV acBevadv mov
Adupavay bevacizumab cuykpitikd pe to 1060016 0,5% tov acbevodv mov Adufovay pdvo
peobepaneio. Exdniodnkay ayyelakd eyke@oitkd ene1c001e (CUUTEPILOUPOVOUEVOV TUPOIIKMDV
IOYOUKOV avTdpacemV) o€ 106000 2,7% tov acbevodv mov élafav Bepancia pe bevacizumab oe
ouvovooud pe ynuetodepomeior cLYKPITIKG e To T0600T0 £¢ 0,5% TV acbevav mov Elafav uévo
mueobepaneio. Exdnidbnke Eueppayue tov pookapdiov o€ 1060610 £mg 1,4% twv acbevodv mov
éhapav Oepomeio pe bevacizumab oe cuvévaouod pe ynueodepomeion GUYKPITIKG HE TO TOGOOTO MG
0,7% tov acbevav mov Elafav uoévo ynuelobepamneia.

e o kKAvikn pedétn n a&ordynon tov bevacizumab og cuvévaoud pe 5-phoploovpakiin/eoivikd
o0&y, v AVF2192g, cuumeptinodnkay ot acBeveic pe petaotatikd ophokoiikd kapkivo, ot omoiot
dev fTav VoYM PLoL Yo Bepameio Pe 1PvoTEKGVT. € VTN TN UEAETN TTapaTPNONKAV apTnPLOKa
Opoppoepporikég avtidpdaoeig oto 11% (11/100) tov acbevidv cvykprtikd pe to 5,8% (6/104) oty
opada er&yyov g ynueobepamneiog.

0 o U bdbjoses b 8 Hedindwarerov preBicdv OpopBoeuPortkdv aviidpaoemv oe KAMVIKEC
pelétec nrav mapodpola o acbeveic mov AMaupavay bevacizumab ce cuvdvaouod pe ynueodepomeio
GUYKPLTIKA UE ovTovg ToL EAafav uovo ynuetobepamneio. Ot pAefikég OpopfoepuPoriés avtidpacelg
copmepthappavouy v T Padetl pAefikn Opoupmon, Tvevpovikn epPoin kat Opoppfoerefitida.

Y& KMVIKEG PeELETEG Yo OAeg TI vieilels, exdnAmOniay eAePucég Bpopfoepforikéc avTidpdoels ol

omoieg kKupavinkay o€ mocootd and 2,8% wc 17,3% tov acbevav mov Elafav bevacizumab
GLYKPITIKA UE TO T0c00To 3,2% mg 15,6% tmv opddwnv eréyyov.
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"Exovv avaeepbei prefikic Opoufosuforikic avridpaoeic Babuov 3-5 (NCI-CTCAE éxdoon 3.0) oe

10000716 £m¢ 7,8% ot aobeveic Tov EhaPav ynuetobepaneio kot bevacizumab, cuykpitikd pe to 4,9%
TV acBevav mov Ehafav pwovo ynuetodepaneio (og OAeg TIg evdeitels, POV UEVOL TOL EUUEVOVTOG,
VIOTPOTIALOVTOG, 1] LETOCTOTIKOD KOPKIVOV TOV TPAYNA0L TNG UNTPOG).

Amd pio kKhvikn perétn og aoBeveig pe eupévova, vToTpomalova, 1 LETAGTATIKO KapKivo Tov
tpayniov (nerétn GOG-0240), éxovv avapepbei prePikd Opoufosppolikd coufdvra. 3°°5 Babuov
og ém¢ kot 10 15,6% tov acbevav mov Ehafe Oeparmeio pe bevacizumab og cuvdvoouo e
TOKMTOEEAN KOl GLOTAATIVI] CLYKPLTIKA pe £m¢ kot To 7,0% tov acbevav mov Elafe Bepomeia e
TakMTaEEAN Kol GIoTAQTIVY.

e aoBeveig mov exkdNAmOnke o pAePucy OpopfoepuPorikn avtidpaon, mbavov vo vdpyet
peyaAdtepog Kivouvog vToTpomnc, dv AdPovv bevacizumab ce cuvdvacud pe ynuetobepameio
GLYKPITIKA e ynuetofepameia povo.

Fge (e jadl]stisskel) 8§ & Y (CendkstidHeart Failure, CHF)

e KMvikég pedétec pe to bevacizumab n Zvugopntiky Koapdiokn Avendprketo (CHF) mapatnpnonke
o€ OAEG TIG KOPKIVIKEG EVOEIEEIS TOL €xovv peletnBel og onuepa, aALG avapépOnke Kupimg o
ac0evElg pe PETAOTATIKO KOPKIVO TOV pootod. Xe 1éooepig peréteg @aong I (AVF2119g,
E2100,BO17708 ko1 AVF3694Q) oe acbeveis pe petaotatikod KapKivo Tov paetod vanpée pio
avénon g (CHF) Babpov 3 (NCI-CTCAE ékdoon 3.0) 1 peyolvtepov uéypt 3,5% otig aobeveic mov
éhapav bevacizumab og cuvdvacud pe ynueobepancio cvykprtikd pe to 0,9% oo okEAN EAEYYOV.
I tovg acbeveic o pelétn AVF3694g mov éhafov avBpakvkiivee tavtdypova ue bevacizumab, ot
gmmtdoelg ¢ CHF Babuov 3 1 ueyaidtepov yio ta. avtiotoyo okéAn bevacizumab kai gléyyov ftav
TOPOUOIEG LLE OVTEG TOV GAL®V HELETMV GE PETAGTATIKO KApPKivo Tov pootol: 2,9% oto okéAog
avOpakvrdivng + bevacizumab kot 0% o610 okélog avBpakvihivig + gikovikoh gappdkov. Emmiéov,
ot perétn AVFE3694g ol emmtdoeig OAwv tov Babudv g CHF Ntav mapdpoteg petald tov okeAdv
avOpaxvrdivng + bevacizumab (6,2%) kot avOpaxvrdivig + icovikod eapudkov (6,0%).

O1 teprocotepot acbeveic mov ekdrmoay CHF katd ) didpkelo HEAETOVY Y10 TO LETAGTATIKO
KOPKIVO TOL LOGTOD EULPAVIGOY PEATIOOT TOV CUUTTOUATOV KA TG AELTovpyiog TS aploTepds
KOWAlOG PETE amd KOTAAANAN wTpikY| Oepamneia.

211 TEPLocOTEPES KMVIKEC peAéTec Tov bevacizumab, ot acBeveic pue mpovndpyovoa CHF tov (New
York Heart Association I1-1V) amoxAgiotnkay, ETOUEVOS SEV VITAPYOVY TANPOPOPIES Y1 Kivduvo atd
CHF o¢g avto6 tov mAnfucpo.

[Iponyovuevn ékbeom g avOpakviiives ka/f Tponyoduevn aktvobepaneio 6to Bmpaxikd Tolywua
uropel va omoteAovv Thavovg Topdyovteg Kivdvvou yia tnv epedvion CHF.

"Eyel mapatnpnei avénpévn enintwon g CHF og pio khvikn pelém acbevov pe Aéppopa d1dyvto
and peydlo B-kottapa kotd ™ didpkea yoprynong bevacizumab pe pa afpoiotikn d6on
doEopovPikivne peyardtepn amd 300 mg/m2. Avti n khviky ok edong 1T cvykpive Ty
prrov&udunn/kukAoemncpauion/do&opovpikivy/fvkpiotivy/mpedvilovn (R-CHOP) kot v
bevacizumab, évavtit R-CHOP ywpig bevacizumab. MoAovott nj cuyvotnto epeavions me
GULLPOPTTIKNG KAPSIOKNG AVETAPKELNG TAV KO 6TA 000 GKEAN LEYAADTEPT OO CVTN TTOL EXEL
mapotnpndel oto Topelddv yia Oepaneia pe 60EopovPikivr, TO0 TOGOGTO NTOV LYNAOTEPO GTO GKEAOC
RCHOP ovv bevacizumab. Ta arotedéopata ovtd deiyvouv mog Bo mpinel vo Aappdvetol veoyn n
oTEVI] KMVIKT TOpOKOA0DONoN HE TIg KOTAAANAESG KopOlakEg EKTIUNOELS Yo acBeveic mov ektiBevton
ot afpototikéc §6oeig SoEopovPikivc peyaivtepeg tov 300 mg/m? dtav cuvdvdotnke pe
bevacizumab.
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€ OPIoUEVES KAVIKEG LEAETEG O OVALPLACKTIKEG KOl AVOPLANKTOEIEIC avTIOPACELS avapépOnkay o
ovyvd 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).

seoaetl 3Usd
Amd pio kKhvikn perén og aoBeveig pe epupévova, VToTpomalovia 1 LETAGTATIKO KOPKIVO TOV

tpoyniov (nerétn GOG-0240), hodEeig 3°°-5% Babpov éxovv avapepbei oe Emg kot 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.

qge dddade v, o Us UpLampeymieny daftl 16)

¥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 kat 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 ce 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.

bUde adlp 9 &% Ulggodlbly
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 £xdoon 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, VTOKAALOLIN, VTOVOTPLALIN, LEWOUEVOS aplBOg 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

¢ o995 Waydadlad:

€ 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 avTIdpAcEelS pe vynAdTEPT GLYVOTNTA TTOL VTEINPEY o€ 0obeveig avm Ttwv 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 kar 4.8 @poufospforn). Te pio KAk puedétn, 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 pAEYHOVH 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 g1V og ovyKpion pe Tovg acbeveic 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 AMauPovay bevacizumab cvykpitikd
pe 660vc nrav nhkiog < 65 etmdv kon AapPavay bevacizumab.

"YUs U5 UUydadeghide f d
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 pueteyyeipntikn axtivobepansio (RT) pe
TOVTOYPOVT Kol ETKOVPIKT TELOLOAOUION G TOIdIOTPIKOVS 0IGOEVELS LLE VEOIIOYVOOUEVO
VIEPGKNVIOLOKO, VITOGKNVIOLOKO, TAPEYKEPOUAOIKO 1] LOYOEOES VYNANG KoKonBetlag yAoimpa, 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
POPOOLVOGAPKMLLO KOL TO [T POPOOUVOCUPKOUOTIKO CAPKMOUN EK LOAOK®DY 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 6gv givar eykexpiuévo yio yprion o€ aobeveic kdto tov 18 etmdv. Te dnuocievpéveg

BpAoypapikég avapopic, Exovv mapatnpndel TEPIGTATIKA 0GTEOVEKPMOTG EKTOG TG KAT® YVABov o€
acbeveic kdto tov 18 etdv mov Elafoav Oepancio pe bevacizumab.
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Eunepio puetd tnv KukAogopia:

MNi vaia

AveETI Oy 1DPIO@yNPeE PRAHPRAOWUKAOQPOPI O

Katnyopi alj
>0 0T (SOG)

Av T 0 p(doovexivegd T NT a*)

AodEeig ko
[Mopacitooelg

Nekpotikn neptroviitidn, cuviBmg devteponadn|g e EmMTAOKES
EMOVAMOTNG TPAVIOTOC, SLATPTOT YOGTPEVIEPIKOD COANVA 1|
oynuatiopd cvptyyiov (omavia) (BAEmre emiong mopdypago 4.4)

Awtapoyéc Tov
OVOGOTOLNTIKOD
GUGTNLLOTOG

AvTI0pacelg vepevalcsinciog Kot ovIOPAcELS KOTA TNV EyyLon
(ovygvég), pe Tig Tapakdtm TOoVES EKINAMGELS: dVOTVOL/dVoKOAIN
oV avamvon, e&qyelg/epuBpotnto/eEdvOnua, vdtacn 1 véptaon,
amoKopes oG 0&LYOvoL, Bmpakikd dlyog, plyrn Kot VOuTio/EPETOG
(BAéme emiong mapomdveo Topdypaeo 4.4 kour Aviidpdoelg
vrepevatctncioc/aviidpdoslg Katd Ty Eyyoon)

Avaeoraktikn kotominéio (oravia) (BA. emiong mopdypago 4.4)

Awtapayéc Tov
VEVPIKOV GLOTNHOTOG

Yreptooikn| eykeparonddeio (ToAd ondvia) (PAéne eniong mapdypapo
4.4 ko Yréptoon oty mopdypoeo 4.8)

Zovépopo g omicOag avaotpéyiung eykepatomnddeiag (PRES),
(omévia) (BAéme emiong mopdypago 4.4)

Ayyeloxég dtatapoyég

Neoppucn OpopPotikn pwikpoayystondfeta,n onoio pmwopel va €xet
KAVIKO cOURTOO TNV TPpOTEIVOVPia (U1 YVOOTNH) HE 1 YOPIg

T TOYPOVY Yoprynon sunitinib. T ntepiocdtepeg mAnpopopieg
CYETIKA [e TNV TpwTeivovpia PAEre Tapdypago 4.4 kot [pwteivovpia
oV Tapdypago 4.8.

Awtapoyég Tov
OVOTTVELGTLKOV
GLOTNHOTOC, TOV
Ompaka Kot Tov
pecobwpdiiov

AldTpnon pvikov SlaPpayuatog (1N YvooTn)

[Tvevpovikn véptacn (Un yvoorr)

Avcpavia (cuyvn)

Awtapoyéc Tov
YOG TPEVTEPIKOD

Taotpeviepikd Elkog (un yvmortn)

Awotapoyés Tov HIaTog
KO T®V YOANPOp®V

AtdTpnon g yoANd6xov KOoTNG (LN YvooTtr)

Awotapoyég Tov
LLVOGKEAETIKOV
GUGTNOTOG KO TOV
GUVOETIKOD 16TOV

‘Exovv avaeepbei nepiotatikd Ooteovékpmong g 'vébov og
acBeveig mov Elafov Oepancio pe bevacizumab, n Thsloymeio tov
omoilov ekdNAmONKay o€ acbeveig Tov Elyov TPOGIOPIGUEVOVGS
TOPAYOVTEG KIVODVOL Y10, 0GTEOVEKP®GT TNG YvaBov Kot dtaitepa
éxBeom og evooPAEPIa SIPOCPOVIKA KA 10TOPIKO VOGOL TV
000VT®OV OV ATOITOV0E ENEUPATIKEG 0OOVTIATPIKEG dadikacieg (BAEme
eniong mapdypoo 4.4)

[epioTatikd 06TEOVEKPMONG EKTOG TNG KATM YVAOOL £xovv
napatnpndei og modiatpikode acbeveic vd Bepaneio bevacizumab
(BAéme mapdypapo 4.8, Iadrotpikdg TAnBueudc).
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Katnyopl aj AV T 1 3 p(BOOUEXIVCO T N T o * )

001 ISO6)
E&)ZYEXEIT%;’)IKOYSVSIQ "Exovv mapatnpnBel nepiotatikd euPpuikdv avopaAldy g YOVOIKeS
VEVETIKEG nov éAafav Oegpaneio povobepaneio pe to bevacizumab 1 oe
StoTapayEg

ouvdvaoud Le YVaoTd eufpvotolkd ynuelodepamevTikd oynuoTo
(BAéme mopaypago 4.6).

* epdoov Kobopiotel, N cuxvOTNTA TPOEPYETAL ATTO SESOUEVO KAVIKDOV UELETOV

AvoQopd mBavoAOYOLUEVOV OVETBOUNTOV EVEPYEIDY

H avagopd mhoavoroyoduevoy avemBOUNT®V EVEPYELDV LETA GO TN YOPNYNOoN GO0 KOUKAOQOPIOG
TOV PAPUOKELTIKOV TPOidVTOC elvan onuavtikn. Emrpénet tn cuveyn mopakolovdnon g oyéong
0PEALOVE-KIVOVVOL TOL PUPUOKEVTIKOV TPOTOVTOG. ZNTElTOL amd TOVG EXAYYEALOTIES VYElNG VA
AVOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETLOVUNTEG EVEPYELEG LECH TOL EOVIKOV GLGTNIOTOG
avaopdg mov avaypdeetol oto [Hapdptnpa V.

49 YmepdoooAoyia

H vymAotepn 86om mov dokipdotnke og avBponovg (20 mg/kg copatikod Bapovg, evéoeiePimg kabe
2 €BOoUGOEG) GLUGYETIOTNKE e coPapn NuKpovia o€ Kamolovg acheveic.

5. ®APMAKOAOTIKEDTHTEZ

51 dappakoduIvOIPA KIETCE ¢

DopprokobepameVTIK KATNYOPI: OVIIVEOTANCUATIKOL KOl 0vOGOPPUOUIoTIKOL TApPAYyOVTES,
OVTIVEOTAUGLLOTIKOT TUPAYOVTEG, LOVOKAMVIKG OVTIGMUOTO KO OVTIOMUOTH GULEVYUEVOV QUPUAK®V,
kodikog ATC: LO1F GO1

To Onbevzi givor Bro-opog1dég PapuakenTikod Tpoidv. Aemtouepsic mAnpogopics sivar drabéciueg otov
diktvakd tono tov Evpomaikod Opyavicpov Papudkev: http://www.ema.europa.eu.

Mnyaviouog dpdong

H bevacizumab cvvdéetat pe tov avéntikd mapdyovta Tov ayyslokos evoodniiov VEGF (vascular
endothelial growth factor), tov kvpio kabodnynti ayyelonoinong Kot ayyeloyEVESNg Kot ®G €K TOVTOV
avootéAlel T obvdeon tov VEGF pe toug vodoyeic tov, FItl (VEGFR1) kot KDR (VEGFR2), otnv
EMPAaveLn, TV evootnhokadv kuttdpov. H eEovdetépmwon g Proroyikng dpactnprotntog tov VEGF
VTOGTPEPEL TNV ALYYEIOTOINGT TV OYK®V, OLOAOTOLEL TO EVOTOUEVOV AYYELKO OTKTVO Kol OVOIGTEAAEL
TO GYNUOTICUO VE®V ayYel®V TOV GYKOL Kol MG K TOVTOV OVOCTEALEL TNV OVATTLEN TOV OYKMV.

Dapuokodvvapkéc EmOPACELC

H yoprynon tov bevacizumab 7 tov untpikod g aviiodpotog poog 6€ EEVOUETAIOTYELOEVTA
HOVTELD KapKivoy o€ Bupextoun0évieg pug, elxe ¢ OmMOTEAECUA, EKTETAUEVT] SPAGTNPLOTITO, KOTO TOV
OYK®V 6€ KapKivoug Tov avlpmdmov, cuurepAauPavousvey KopKivav Tov ToyEog EVIEPOL, TOL
HOGTOD, TOV TAYKPEUTOG Kol TOV TPooTdtn. H e£EMEN TG LETAOTATIKNG VOGO avaoTAAOKE Kot
UELDONKE 1] WKPOYYELOKT OLOTEPATOTITA.
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc
http://www.ema.europa.eu/

KAwikn ommoteAeouotikOTnTo. Kol 0o@aAELn

z00U0 BUW@gsar@diglc ¥e Pl eegs d@mERC)

H ao@dAeia Kot 1) anoTeAEoHOTIKOTI T THG GLVISTOUEVNS doong (5 MY/Kg cwpatikod Bapovg kabe
d00 efdopdoeg) 61O LETACTATIKO KOPKIVOLO TOL Tay€0G EVIEPOL 1) ToL 0pBov peleTONKAY GE TPELS
TUYOLOTOMUEVES, ELEYYOUEVES LE OPOCTIKO PAPIAKO KAVIKEG LEAETEG GE GUVOVLOCUO UE TPMTNG
YpopuNG ynueobepancio Paoiopévn oe pOoplomupyudivn. To bevacizumab cuvdvdaotnke pe 600
ynpeobepamevTikd oy ot

o AVF21079g: 'Eva gfoopadwaio oynua pe ipvotekdvn/bolus 5-pBoproovpaxiin/eorvikd o0&
(IFL) ywa éva ovvoro 4 gfdopadmv yia kabe kokho didpketag 6 efdopdadwv (oynua Saltz).

. AVF0780g: X& cuvdvacuod pe bolus 5-pboploovpaxiin/eoivikd o&d (SFU/FA) yia éva chvoro
6 efdopdadmv yio ke kOKAO didpkelag 8 efdouadmv (oynua Roswell Park).

. AVF2192¢g: X¢ cuvdvocpod pe bolus 5FU/FA ya éva 6uvoro 6 eBdopdadmv yio kabe kKoklo
8 ePdonddwv (oynua Roswell Park) og acbeveig mov dev ftav 1davikoi LTOYNPLot Yo TPAOTNG
yYpouung Bepameia pe pvotekdvn.

Tpeig emmiéov pehéteg pe bevacizumab yovv dieEaybei oe aobeveig pe MCRC: TpdTNG YOG
(NO16966), dedtepng ypapuung xmpic mponyovuevn Bepaneio ue bevacizumab (E3200), kot devtepng
YPOUUNG LE Tponyovuevn Oepomeia pe bevacizumab kotomy eEEMENC TG VOGOV 6TV TPAOTN YPOUUN
(ML18147). Xe avtéc Tic peréteg, To bevacizumab yopnynonke oto akdlovba 3060L0YIKA Gy LOT
og ovvdvacud pe FOLFOX-4 (5FU/LV/o&ohmhativa), XELOX (komeottafivry/oEahmiativa), kot
eBoplomupyudivn/ipvotekdvn kat pBoplomvpidivn/o&aimiativa

. NO16966: Bevacizumab 7,5 mg/kg copatikov Bapovg xopnyoduevo kébe 3 efdopddes oe
ovvdvaoud pe amd otopatog kKomeottafivn kot evooeriPio o&aimiativa (XELOX) 1
bevacizumab 5 mg/kg yopnyovuevo dmog kabs 2 efdouddec og cuvovacud pe leukovorin ko 5-
@Boproovpakiin bolus, n onoia axorovBeitor and £yyvon evdoeréPiag 5-pBoploovpakiing pe
evooeAEPLo o&aAmhativa (FOLFOX-4).

. E3200: Bevacizumab 10 mg/kg couatikod Bapovg yopnyovuevo ke 2 pdouddsg o
ocvvdvaoud pe leukovorin kot 5-@0oproovpaxiin bolus, n omoio akoAovOeitar amd Eyyvon
evooPAEPLag 5-pBoproovpakiing pe evéoeréfia ooimhativa (FOLFOX-4) oe acbeveig mov
dev glyav Aafel mponyovduevn aywyn ue bevacizumab.

. ML18147: Bevacizumab 5,0 mg/kg copotikod Bapovg kabe 2 efdouddeg 1 bevacizumab
7,5 mg/kg copatikod Bapovg kabe 3 efdopddec oe GLVOVACUO pE
oBoplomvpydivn/ipvotekdvn M eOopromupyudivi/oolmrativa o acbeveic pe e&EMEN g
vooov katomy Bepaneiog Tpd g ypouung pe bevacizumab. H yprion oynuatog pe paon v
pvoTeKavn N v oEaAmAativa evaAldyOnKe avaAioya pe T xoprynon tng Bepaneiog otnv
TPOTN Ypouun eite g oEolmhativog gite TG 1PVOTEKAVIG.

AVF21079g

Avti fTav pio TUYoOTONUEVT), SUTAG TUPAN, EAEYYOLEVT LE OPACTIKO GAPUAKO KAVIKY] SOKIUN
@aong I n omoia a&loddynoe to bevacizumab og cuvévacuod pe IFL wg tpdmg ypouung Oeponeia
Y10L TO LETOGTOTIKO KOPKIVOLO TOV TAXE0G EVIEPOL 1) TOL 0phov. OKTaKOG101 dekaTpeig acheveig
ToyaomomOnkay yio va Adpovv IFL + gikovikd pdappoxo (Zkérog 1) | IFL + bevacizumab (5 mg/kg
KaOe 2 gfdopddec, Zkéhog 2). Mia tpitn opdade 110 acbevadv £dafe bolus SFU/FA + bevacizumab
(Zkéhog 3). H évtaén oto Zkéhog 3 drakomnke, dOnmg frav tpokabopiouévo, otav emiePoidOnke kot
BepnOnke anodext 1 acedieio. tov bevacizumab pe to oyfua IFL. Oleg o1 Oepancieg cuveyioTnkov
£wc v e€EMEN ¢ vooov. H cuvoiin uéon nikia nrav 59,4 £t nocootd 56,6% tov acbevov giye
evoikn katdotoon katd ECOG (performance status, PS) pe tiun 0, mocootd 43% siye tiun 1 kon
1060010 0,4% eiye Tiun 2. Ilocooto 15,5% eiye AdPel mpornyovpuévag axtivobepaneio Kot T0G0GTO
28,4% eiye AaPer mponyovpévmg ynuetobepamneio.

H xopia mapdpetpog amoteleopatikdmrag e perétme nrov n OS. H npocbrkn tov bevacizumab

o710 IFL eiye o¢ anmotédheopa otatiotikd onuavtikés avénoeig g OS, g PFS kot tov mococton
ovvoAlkng avtandkpiong (PA. TTivaka 4). To kKhvikd d@elog, 0mwg petpndnke omd v OS,
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mapatnpNOnKe o OAEC TIC TPOKABOPIGUEVEG VTTOONADES AGOEVDV, CUUTEPIAUUPOVOUEVOV EKEIVOV TTOV
kaBopiotnkay amd TV nAlKia, To EUA0, TN PVOIKT KOTAGTACT), TN 8601 TOV TPpOTOTAHOVS OYKOL, TOV
aplOpod v TpocPePAnUEVOV opyavmVY Kal T OLAPKELN TNG LETACTATIKNG VOGOU.

Ta otorygio amoteleopatikdtnTag Tov bevacizumab oe cuvdvaoud pe IFLynueobepansio
napovctatoviar otov [livaka 4.

Mivakag 2101 HODTE A E T Y Ay LITOHPOOTKNAMERLO7g

AVF2107g
K ENMNOC K E NOC
IFL + Et Kk ov 1 | IFL + bevacizumal?
@apuUAaAKO
Ap1Buo6g acbevav 411 402
Yuvolikn emPicoon
Augpecog ypovog (UVeES) 15,6 20,3
95% Avdotnpa Epmietosuvng 14,29 16,99 18,46 24,18
Tyetikog kivduvoc (Hazard ratio)P 0,660
(T p = 0,00004)

EmBioon yopic e£EMEn T vooov

Aldpecog ypovog (UVES) 6,2 10,6

Yyetukde kivovvog (Hazard ratio) 0,54
(tium p =< 0,0001)

[T0606T0 GLVOAIKNC OVTOTOKPIONG

IMocooto (%) 34,8 44,8

(i p = 0,0036)

@ 5 mg/kg kabe 2 efdopdades.
b TyetlOpevo pe T0 GKELOC EAEYOV.

Meta&d tov 110 acbeviv o1 onoiot Toyatonomtnkay oto Xkéhog 3 (SFU/FA + bevacizumab), mpwv
dlokom| awtov Tov okélovg, 1 drdpeon OS Ntav 18,3 pnveg kou m didpeon PFS ftav 8,8 punvec.

AVF2192¢g

Avti fTav pio TUYOOTONUEVT), SUTAG TUPAN, EAEYYOLEVT LE OPACTIKO GAPUAKO, KAVIKT SOKIUY
@aong II n oroia a&loldynoce v anoTELEGLOTIKOTNTO, Kot TV acPAaieln Tov bevacizumab ce
ovvdvaoud pe SFUFA og mpdTng ypauung Oepaneio yio Tov UETAOTOTIKO 0pHOKOAKO KOPKiVO GE
acOeveic o1 omoiot dev HTaV WOAVIKOL LITOYNPLOL Y10 TPOTNG YPapuNG Oepaneia pe pivotekdvn. Exatov
névte acbeveic Tuyatomombnkay oto okéhoc SFU/FA + gikovikd eappoko kot 104 acbeveic oto
okéhog SFU/FA + bevacizumab (5 mg/kg ke 2 efdopadeg). Oheg o1 Oepancieg cuveyiotnray £0¢
v e&EMEN ¢ voosov. H mpoctnkn tov bevacizumab 5 mg/kg kabe 600 efdopuddeg oto SFUIFA eiye
MG OTOTEAEG O VYNAOTEPO TOGOGTA OVTIKEYUEVIKNG OVTOTOKPIONC, OTLLOVTIKG LEYAAVTEPTC SIUPKELOG
PFS kot pia tdomn yo peyolvtepng diapketog enioot, cuykpltikd pe ) ynpetodepaneio pe SFU/FA
povo.
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AVF0780g

AvTi Tav pio TOYOLOTOUEVT|, EAEYYOUEV 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&Mén
g vooov. Ta kopra telkd onueio TG SOKIUNG NTOV TO TOGOGTO AVTIKELUEVIKTG OVTATOKPLIONG 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).
Avtd T0 oToLYElD ATOTEAEGUATIKOTNTAG EIVOL GUUPATE [LE TO ATOTEAEGLOTO OO T1) OOKLUN
AVF2107g.

Ta otoyyeia amotedespaticotrag ond Tig peréteg AVF0780g ko AVF2192g otig onoieg e&gtdotke
1o bevacizumab o€ cuvévacpd pe SFU/FAynueobeponeio cuvoyilovton otov Iivaka 5.
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Mi vaxK@q ol HOUEAE G OYIITOHEET N EAMIEQZB80gK cAVF2192¢g

AVFO0780g AVF2192¢g
5FU/FA 5FU/FA+ | 5FU/FA +Dbev |5FU/FA+¢ 1| K| 5FU/FA + be
bevacizumab| acizumal® K G apual vacizumab
a
Ap1Bpog Acbevav 36 35 33 105 104
2uvolkn emPivon
Algpecog ypovog 13,6 17,7 15,2 12,9 16,6
(nveg)
95% Aldotnpo 10,35 16,95 13,63 19,32
EUTIGTOGUVNG
Zyetucog Kivouvog - 0,52 1,01 0,79
(Hazard ratio)®
Tun p 0,073 0,978 0,16
EmBioon yopig
e&EMEN ¢ vOGoL
Aldpecoc ypovog 52 9,0 7,2 55 9,2
(nmveq)
YyeTicog Kivouvog 0,44 0,69 0,5
(Hazard ratio)
T p - 0,0049 0,217 0,0002
[Mo606T6 GLVOAIKNG
OVTOTOKPIONG
[Tocooto (%) 16,7 40,0 24,2 15,2 26
95% Awdomnpa 70-335 | 244-578 11,7 42,6 9,2 23,9 18,1 35,6
EUTLOTOGVVNG
Tun p 0,029 0,43 0,055
Algpkelo g
OVTOTOKPIONG
Aldpesog xpovog AE 9,3 5,0 6,8 9,2
(nveg)
Exatootiaio 8éom 55 AE 6,1 AE 38 78 5,59 9,17 5,88 13,01
2575 (unvec)

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
ovvdvaoud pe leukovorin kot 5-pBoproovpakiin bolus mov akoiovdeitan amd yyvon evéoeAéPiog

5-pBoproovpakiing pe evdoprépia o&omiativa (FOLFOX-4), mov yopnyndnke o oynuo
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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
Toyatomombnkoy o téocepelg Oepanevtikég opddec (XELOX + gikovikd @appoxo,

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.

MNi vao&ag OepameoxNKAT®O K INNOL 6 §n6CRC)

O@¢ p oo € A6 cnvapén SXNua
FOLFOX-4 OtoMmhativa | 85 mg/m? evdo@AéPia O&ammiativa v nuépo 1
| 2 mpeg Leucovorin v nuépa 1 kot 2
FOLFOX-4 + . ) ] 5-pBoproovpakiin evoo@AEPia
bevacizumab | Leucovorin 209 mg/m* evdogispia bolus/&yyvon, kobeuid g nuépeg 1
2 Gpeg Kot 2
5- 400 mg/m? evdogAéBio
¢Boproovpaxiin | bolus, 600 mg/m?
EVOOPAEPLY 22 dpeG
Ewcovikd 5 mg/kg evéopAépia 30- | Huépa 1, mpwv to FOLFOX-4, kabe
Ddappoxo M 90 min 2 gfoopadeg

bevacizumab

XELOX OtoMmhativae | 130 mg/m? evdo@iéPia O&omhativa Tnv nuépa 1

or 2 dpeg A7 o1oUATOG KOoTESTTAivDn
XELOX+ 2 popéc nuepnoing yu 2 efdopuddeg
bevacizumab | Kareortapivy | 1000 mg/m? and otdpotog | (axorovdeitar omd 1 efdopada
2 opég MuepNGimg dwokonn| Oepameiog)
Ewcovikd 7,5 mg/kg evdoprépia 30- | Huépa 1, mpwv to XELOX, 1 popd
Dddépuaxo M 90 min o11g 3 efdouddeg

bevacizumab

5-pBoproovpakiin: evooAEPLa bolus éveon apéowg petd to leucovorin

H xopo mopdpetpog amotehespotikdtTnTag T dokung nrav n ddpkela g PFS. Xe avth ) dokwu,
vanpyay 2 koptot otdyot: vo derydei 6tL o XELOX dev eivan katdtepo tov FOLFOX-4 kai va detyBel
6t 1o bevacizumab o cuvdvoopo pe ynuetodeponeio FOLFOX-4 § XELOX ftav avdtepo amd
mueobepameio udvo. Or dHo KOPLoL 6TdYOL EMLTEDYONKAV:

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

bl AveTtepOTNTO TOV GKEADMV TTOL TTEPLEXOLY bevacizumab évavti tov okeddv pe ynueobepomeio
udvo ot GLVOAIKY cOYKpLoT omodeiyOnke avoapopukd pe v PFS oto minbucud pe npodbeon

v Oepaneio (ITivaxag 7).

Agvtepevovoeg avorvoelg g PFS, Baciouévec oty agloddynon amovimoewny «og Oepameioy,
emPePaivoay To oNUAVTIKG OvVATEPO KAVIKO 0Qelo¢ oe acbeveic 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).

Mi vokR&KOpEDol Amdonedeocpayutxwvgraog @t e pgITht acg

TANO LG & NDIFIGE)

Katnoktarkwg ipygve q) FOLFOX-4 FOLFOX-4 T PR
N XELOX N XELOX
+E1 K o v 1| +Bevacizumab
@apuaK (n=699)
(n=701)
[potapyud Katainktieod onueio
Atbpeon PFS** 8,0 9,4 0,0023
Yyetkdg kivouvog (97,5% Cl)a 0,83 (0,72-0,95)
AgvTEPEVOV KUTAANKTIKO onuelo
Atdpeon PFES (o€ Bepameio)** 7,9 10,4 <0,0001
Yyetikog kivovvog (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
Yyetikog kivovvog (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
2 oyeTkd Le T0 OKENOG EAEYYOL

> Bepamevtikn vrooudda FOLFOX, n diaueon PFS ftav 8,6 punveg 6to 1Kovikd @apuoko Kot

9,4 unveg otovg acbeveic mov ElaPav bevacizumab, oyetikog kivévvog (HR) = 0,89, 97,5% CI =
[0,73, 1,08], tuny p = 0,1871, to avtiotorya amoteléopata ot Bepansvtiky vroouada XELOX frav
7,4 évavtt 9,3 pveg, HR = 0,77, 97,5% CI =[0,63, 0,94], tyun p = 0,0026.

H dudpeon OS frav 20,3 punveg oto ikovikd edppoko kot 21,2 uiveg otovg acbeveig mov Elafav
bevacizumab ot Bgpomevtikr vroopddo FOLFOX, HR=0,94, 97,5% CI =[0,75, 1,16], iun p =
0,4937, ta avtiotoya amoteAéopata otn Oepamevtiky vroopdda XELOX tav 19,2 évavtt

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

ECOGE3200

Avt ftav edong 111, tuyatomonuévn, ereyyOpevn He SpacTikd PAPLOKO, AVOIKTHG EMIGTLOVGTIC
dokin mov diepguvd o cuvdvacud Tov bevacizumab 10 mg/kg pe leukovorin kot 5-pBoproovpakiin
bolus n omoia axoiovbeitor amd £yyvon evdoeALPilog 5-pOoproovpakiing pe evdopAiéPia ofolmiativa
(FOLFOX-4), mov yopnyndnke oe oynuo 2 efdopddnv og acbeveic mov xovv Adfel Tponyovpuevn
ayoy" (de0TEPNG YPAUUNG) HE TPOX®PNUEVO KoAoopBikd Kapkivo. Xta okéAN ynuelobeponeiog, oTo
oynua FOLFOX-4 yopnynOnkav ot id1eg 600e1g Kot oyfua, 0rmg eaivetal otov [ivaxa 6 yio
dokun NO16966.

H x0pra mapdpetpog amoterespotikdtntog ¢ dokyme ntav n OS, mov opiletal mg o ypdvog 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 mpocbnikn tov bevacizumab cto FOLFOX-4 giye 0¢ amotéAecio oTaTIOTIKA
onuavtikn Topdracn g emPioonc. Exiong, mopammphdnkay Beltidoelg oty PFS kat 6t0 1060610
avTikelpeviknig avtamdkpiong (PA. IMivaka 8).
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Mi va& g ol @O UE A E G U Ay LITHPOOTKNERRAAEO

E3200
FOLFOX-
FOLFOX-4 4 + bevacizumaly

ApBpog achevov 292 293
2uvolkn emPivon

Awdpecocg (unvec) 10,8 13,0

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

Tyetikog kivduvoc” 0,751

(tyun p = 0,0012)

EmBioon yopic e£EMEN g vocov

Awdpecocg (univec) 45 7,5

Yyeticog Kivouvog 0,518
(tiun p <0,0001)

[T0600TO AVTIKEEVIKNG OVTOTOKPLONC

INocooto 8,6% 22,2%

(tun 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 cvykpitikd 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 @dong 111, Toyotomonuévn, eEreyyduevn, avolkTnG EMICHUAVONG 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 Ypapung 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 mpoohnkn tov bevacizumab oe ynuetobepamneio pe
Baon v pBopromupyudivn 0dnynoe o 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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Mivaddc dowaEOTEAE U AVITRIP T N MIGLA7(ITT TAnOBuvopoCg)

ML18147
XNUEI 00p BAT xr]UEITonevﬂqSBmxm
TNV
eBoplromupl piI ¢8op1 omuptut
. Kavn
KAavn A
n
eBoplLoOTILUPL MI (peOp;\gfiUs:]“l
Aativa + bevacizuma®
Ap1Buog acbevav 410 409
Yvvoakn emPioon
Awdpecocg (unvec) 9,8 11,2
Yyetikdg Kivouvog 0,81 (0,69, 0,94)
(95% SuoT o EUTIGTOGVVNG) (T p = 0,0062)
EmBioon yopic e£EMEn g vocov
Aldpecoc (Unveq) 4,1 57
Yyetikde Kivouvog 0,68 (0,59, 0,78)
(95% SuoT o EUTIGTOGVVNG) (T p < 0,0001)
[Toc00TO AVTIKEWEVIKNG OVTOTOKPIONG
(ORR)
Afsesvmg OV GUUTEPIANPON KV 406 404
oTNV avaAvon
[Mocooto 3,9% 5,4%
(tun p =0,3113)

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

IopoampnOnkay 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
acbOeveic mov dev giyav Aafet mponyoduevn aywyn ue bevacizumab, eved otn ueiétn ML18147
ypnoonomdnke pio icodvvoun d6on bevacizumab 2,5 mg/kg/efdoudda oe acbeveic mov eiyav AaPet
nponyoduevn aywyn pe bevacizumab. Mio dtactavpodpevn cOYKpIon TV ded0UEVOV
QTTOTEAEGULOTIKOTNTOC KOl 0CQAUAELNG TOV HEAETMV TTEPLopileTor amd TG SLaPOpPEG 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 6oV apopd v 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 tnv ac@dieia, vanpEe vynidtepn
GUVOAIKT| eMimT®OoT avemBouuntav evepyeidv Babpot 35 ot pekétn E3200 cuykpitikd pe tn pelém
ML18147.

z U0 UG Udls sthageUd (B

Avo peydhec peréteg @aong Il oyedidotnikay Mote va S1EPELVNGOVY T0 BEPATEVTIKO OPELOG 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 anoteAéopato Tov PFS yio tovg pepovopévoug ynuelofepamentikong
TOPAYOVTES IOV GLUTEPIAAUPAVOVTAL OTNV £VOELEN:

* MeAét E2100 (maxhta&édn)

* Aueon avénon PFS kata 5,6 unvee, HR 0,421 (p <0,0001, 95% CI 0,343, 0,516)
* Melét AVF3694g (komesttafivn)

* Atdpeon oavénon PFS xatd 2,9 unveg, HR 0,69 (p = 0,0002, 95% CI 0,56, 0,84)

Ilepiocotepeg Aemtouépeleg yio kaOe PEAETN KO TO ATOTEAEGLOTO TOPEYOVTOL TOPUAKATO.

ECOGA2100

H doxyn] E2100 MTav avolkTig MG LOVGTS, TUXOLOTOLUEVT), OUTAQ TUPAT, EAEYYOLEVT LE OPACTIKO
QAPLOKO, TOAVKEVTPIKT KAVIKT dokiun 1 omoia a&lordynoe to bevacizumab ce cuvdvacuo pe
TaKMTOEEAN Y10, TOV TOTIKA VTOTPOTIALOVTO 1) LETOGTOTIKO KAPKIVO TOL LaoToV, o€ acbeveic mov dgv
glyav AaPet mponyovpévag ynuetodepomeio yio Tomikd vToTpomd{ovTa Kol LETAGTATIKO KOPKIVO TOV
nactov. Ot acheveic ToyatomomOnkay pe moxAralédn povo (90 mg/m? evéoeAéfio néve 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 efdopadeg). TIponyovpEVMG ETTPETOTAV 1] OPLLOVIKN
Bepamneia yia ) Bepaneio g petactatikig vocov. H couminpopotik Oepaneio pe tadveg eiye
emutpomel uovo epdcov ixe oAokAnpmBel TovAdyiotov 12 ufveg apv v elcay®yn otn dokiun. Ex
TV 722 acbevdv g dokiung, N tAstoyneia tovg gixe HER2-apvntikn voco (90%), pe Eva pkpd
ap1Bpo acbevav pe dyvoot (8%) 1 emBefarwpévn HER2-0etikn kotdotacn (2%), ot omoiot eiyav
nponyovuevac Aafel Oepamneio 1 kpiOnkav axatdAiniot yia Oepameio pe trastuzumab. EmmAiéov, 1o
65% toVv acbevav Erafav cuuTANpOUOTIKY ynuelobepaneio copmepiiapPoavouévon tov 19% mpv
ta&aveg kot 49% mpv avBpakvkiives. Ot acBeveic e HETOGTAGELS GTO KEVIPIKO VELPIKO GUGTILOL
eEapébniav, cupmephapfovopévey autdv Tov Erapav Tponyoduevn Oepaneia 1 eiyav
YeWPoLPYNUEVEG PAAPEG TOV EYKEPAAOL.

X doxun E2100, ot acBeveic Elafoav Bepomeio émg v e£EMEN NG VOGOV, Xe TEPIMTAOGEL OOV
amatthOnke Tpdwp” drakomnrn ¢ ynueodepomeiag,  Oepancio pe to bevacizumab cuveyiotke wg
povoBepomeio péypt v eEEMEN ™ vocov. Ta yopakInPIoTIKE TOL 0cHEVODS HTAY TUPOUOL, T,
oKkéAN TG dokyumgc. To kOpro Telkd onpeio tng dokiung tav  PFS, n omola Baciotnke oty
a&loAdyNnon ¢ SOKIUNG Ot TOVE EPELVNTEC MG TPOC TNV EEMEN T vooov. Emumléov, devepynnke
emiong wo aveEdpntn a&oAdYNoN TOL TPOTAPYIKOD KATAANKTIKOD onueiov. Ta amoteAéopata ovTng
g dokung mapovstafovial otov mivakoe 10.

Mi vakoa¢ AoKIEAI0C T o1l xBODEAEOCPAT I KOTNTAC

EmiPinon Xwpic EEEMEN g Nocov
A&ioloynon epevvn™® A&ioroynon IRF
Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/
(n=354) bevacizumab (n=354) bevacizumab
(n=368) (n=368)
Awdpeco PFS (unveg) °,8 11,4 5,8 11,3
Yyetucog Kivouvog 0,421 0,483
(95% Cl) (0,343, 0,516) (0,385, 0,607)
T p <0,0001 <0,0001
[Mocootd avtomdkpiong (Yo acBeveic ue petprion voco)
A&loAoynom gpguvn A&ioroynon IRF

34



Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/
(n=273) bevacizumab (n=243) bevacizumab
(n=252) (n=229)
% acbevov pe 23,4 48,0 222 49,8
OVTIKEYLEVIKN ' ' ' '
avVTOTOKPIoN
Tump <0,0001 <0,0001
* TPOTOPYIKN OVAALOT
YvvoAkn emPioon
Paclitaxel Paclitaxel/
(n=354) bevacizumab
(n=368)
Algpecn ZvvoAikn 24,8 26,5
EmPioon (uvec)
2yetucog Kivouvog 0,869
(95% CI) (0,722, 1,046)
Tym p 0,1374

To Khvikd 6@erog Tov bevacizumab 6rwg petpriOnke amd v PFS mapatmpnOnke og Oleg Tig
mpokabopiouéveg vtoopddec acBevav (cuumepAaUPavopévoy TOV SOGTHIATOS Y®PIG T VOGO, TOV
AP0 UETOCTUTIKOV KEVIPWV, TPV TI AYT CUUTANPOUOTIKAG ¥NUE00epameiog Kot TG
Kotaotaong vodoyia owotpoyovov (ER)).

AVF3694

H peAiém AVF3694g ftav po ®aong I, moAvkevpikr, Tuyoiomomuévn, EAEYYOUEVT LE ELKOVIKO
Oapurako doKiun oxedacpévn e okomd vo atoloynOel 1 amoTEAECUATIKOTNTA KoL 1) AGQAAELN TOV
bevacizumab og cuvdvacud pe ynueobepancio cuYKPLTIKA pe T ¥Mueodepomeio kot E1KOVIKO
Qapuako mg Bepameio TpmTNG Ypouung yio acleveic pe HER2-apvntikd petactatikd 1 tomikd
vrotpomidfovta Kopkivo Tov pHooToD.

H ynuetoBepamneio emAéynke katd tnv kpion TOL EPELVNTN TPV TNV TLYOOTOINGT G€ avaAoyio 2:1
yio. yopnynon gite ynueobeponeiog pe bevacizumab 1 ynuetobepaneiag pe eikovikd eappoxo. Ot
emA0YEG NG ynueobepaneiog cvpmepAdpfovay kameottafivn, TaEdvn (TakAMTaEEAN TPOCGOEdEUEV
o€ TPMTEIVT, doceTaléln), Tapdyovtec pe Paomn v avOpakvirivy (80&opovPikiv/KuKAOQPOGPOUIOT,
EMPOVPiKivn/KLKAOQ®G PN, S-pOoploovpakiln/doopovfikivn/kuklopmcepauidn, 5-
eBoproovpakiin/emipovPikivn/kokloemoeapion) yopnyoduevor kabe tpeig efdopades (q3w). To
bevacizumab 7 to ikovikd pappako yopnyndnke ce d6on tov 15 mg/kg g3w.

H perétn mepreldapfove po TopAn edon Oepameiog, o TPOUPETIKY AVOIKTHG ETIGHHOVOTG PAOT)
petd v e&EMEN, Kabmg Kot emPimon ot don mapakoiovdnong. Katd ) didpkeia tg TOpAng
@aong g Oepanciag, o1 aobeveic Ehafav ynuelobepameio Ko papuakevtikod tpoiov (bevacizumab 1
EIKOVIKO Phpuoko) kdbe 3 efoopndadeg uéxpt tnv e£EMEN g vooov, ToEIKOTNTAG TTOL TEPLOPIGE TN
Oepaneia, 1 0avoto. Ze tekunpropévn eEEAMEN TG vOoov, ot acbeveig Tov elonABav GtV TPOoaPETIKN
@aoT avoIKThg emtonuoveng fa umopovoay va Aafouvv avoiktig enionuaveng bevacizumab oe
oLVOLOCUO UE €va, EVPY PAGHL BEpamEIDV dDTEPTC YPAUUNG.

O1 otatiotikég avolvoelg de&dynkav aveEdptnta yuo 1) acbeveig mov Elafov kamecttafivn oe
ovvdvaoud pe bevacizumab 1 eikovikd eappako 2) acbeveic mov Elafav ynuetobepancio faciouévn
og ta&dvn 1 Pactouévn o avBpakvkiivny oe cuvdvoouod pe bevacizumab i sikovikd edppoxo. To
TPOTUPYIKO KATAANKTIKO onpeio TN perétng frav to PFS amd v a&oldynon tov epevvni.
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EmimAéov, 10 Tpotopyikd KOTaANKTIKO onuelo emiong ekt Onke amd pio aveEapTnTn EXLTPOTN
a&ordynong (IRC).

Ta amoteAéopoTo aVTNG TNG LEAETNG 0md TIC KaBoPIoUEVES TEMKEG AVOADGELG TOV TTPOTOKOAAOL Yl
v PFS kot y1o T0 T0G00Ta avTOmTOKPIoNG Yio TNV ave&aptntn KoopTn NG Kames1tofivng amd
peiétn AVF3694g napovoidloviar otov Iivaka 11. Ta amoteAéopata amd o S1EpELVNTIKY aviALo
(mepimov 10 46% TV acbevav anefinoe) g OS mov meptrapuPavouvy emmAéov 7 unveg
TapoKoAoLONoNG Tapovstdlovtot eniong. To T0606Td TV acbevdv mov Ehafe bevacizumab ot
(@AoT avoIKThg emtonpavong nTov 62,1% o610 okéhog Kamesttafivng + gucovikod eoppdicov kot 49,9%
070 6KéLOG Kameottafivng + bevacizumab.

Mivaklag¢ ZT0l NEHODTE A E O AYTLITHUCETANAVERG94g:—Kamme ot T aBi vn
Kohevaci zuma®bh g p g@ap+ bevacizumab/Pl)

EmBimon yopig EEMEN g vocou P

A&oAoynom epevvn A&oroynon IRC
Cap + PI Cap + Cap + PI Cap + bevacizumab
(n=206) bevacizumab (n=206) (n=409)
(n=409)
Aldpeco PFS (unveg) 57 8,6 6,2 9,8
YyeTIKOG Kivouvog 0,69 (0,56, 0,84) 0,68 (0,54, 0,86)
(95% CI)
Ty p 0,0002 0,0011

[Mocoot avtamdkpiong (yio acdeveic ue petpioun voco) P

Cap + Pl (n=161) Cap + bevacizumab (n=325)
% acOevav pe 23,6 354
OLVTUKELLEVIKN
avTOmTOKPIoN
Twn p 0,0097

Tuvohikt| emiBiwon P

Yyetucog Kivouvog

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

Twn p (Siepgovnricn) 033

*1000 mg/m? omd ToL GTOHTOG §00 PopEC NuepNoing yio 14 pépeg yopnyoduevo ke 3 efdouddeg

PH stpopatomomuévn avéivon copmepidppave OAo To. cupBévta VTOTPOMNG Kot BavaTev eKTog ekeivav dmov 1 Depansio
ekt0¢ TpotokOAAov (NPT) Egkivioe Ttpv TV TeEKUNPLOPEVT VIOTPOTH- awToi ot acBeveig a&loloynOnkav otnv TeAevTAin
eKTipnon tov 6ykov wpwv v apyn g NPT

[payupotomomdnke o un otpopatonomuévn avaivon tov PFS (mov aloloynhnke and epevvntn),

N omoia dev a&lordynoe T Bepaneio eKTOG TPMTOKOALOL TPV amd TNV EEMEN TG vocov. Ta
ATOTELEG AT CVTAOV TOV OVOADGEDV 1TV TOAD TAPOUOLM, LLE TO TPOTUPYKY amoteAécpata Tov PFS.
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H aopdAeia ko 1 anotedeopotikotnta Tov bevacizumab og tpdtg ypapuung Bepansio tov acbevav
pe un pkpokvtapikd Kopkivo tov mvevpova (NSCLC) ek mhakddovg embniiov, pehetnOnke pe
TpocOnkm ynuetobeparneiog pe miativa otig peréteg E4599 kar BO17704. Eyxet amoderybel 0perog g
npoc v OS ot dokun E4599 pe o 66om tov bevacizumab tov 15 mg/kg o gopd kébe

3 gPoouddes. H dokun BO17704 £deiée 6t o1 dHo ddcelg tov bevacizumab towv 7,5 mg/kg pio popd
kG0 3 efdopddeg kar 15 mg/kg o popd kabe 3 efdopddeg £de1&ov avénon oy PFS kot 610
TOGOGTO AVTATOKPLONG,.

A4599

H E4599 fitav avoiktig ETGNUOVONS, TUYOLOTOMUEVT], EAEYYOUEVT] LE OPACTIKO PAPUAKO,
TOAVKEVTPIKN KAMVIKY dokiun, 1 omoia a&loddynoe to bevacizumab og mpdmg ypapuunc Bepansio og
acBeveic pe tomkd Tpoympnuévo (Xtadiov I pe kokondn mhevprtikn) GUAROYN) LN WMKPOKVTTAPIKO
kapkivo tov Tvedpove (NSCLC) extdg amd mkpatoncso ek TAaK®0VE emtBnAiov 1otoloyia.

Ot acBeveic TuyartomomOnkay og ynueodepomeio pe mhativa (maxira&éAn 200 mg/m? kon carboplatin
AUC=6,0 ka1 o1 600 pe evéopAéPia yoprynon (ITIK) mv nuépa 1 kabe xvoikov 3 efdopddmv uéypt

6 kokhovg pe (ITK) e cuvdvacud pe bevacizumab oe pio §6om twv 15 mg/m? evdogiéBiog &yyvong
mv nuépa 1 kabe koxhov 3 efdopadmv. Metd tnv olokAnpwon tov 6 KOKA®V ynuetobepaneiog pe
carboplatin-raxAtta&éln 1 pe v Tpdwpn dakon| g ynuelodepamneiog, ot acbeveic 610 GKEAOG
bevacizumab + carboplatin —raxitagéln cuvéyicav va Aappdvouvv to bevacizumab wg povobepomeio
KkéOe 3 efdopnadeg Emg v e€EMEN TG vOcov. 878 aobeveig Tuyatomombnkav 6ta V0 GKEAN.

Kotd ™ didpketa g dokung, amd toug acbeveic mov EAapav tn Oepaneio g dokung, o 32,2%
(136/422) tov acBevav éhapav 712 ddoeig bevacizumab kot 21,1% (89/422) tov acbevmv édafav 13
1N meplocdTepeg d0oeLg bevacizumab.

To kOp1o TeEMK onpeio Ntav N didpkela exifioone. Ta anotelécuoto TopovLeLalovial GToV
[Mivaxa 12.
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Mivaka¢ ZT1T01 EHODTE A E O Ayl LITHPOOTKNEAEHO

SKENMNOC K ENOC
Carboplatin/ Carbopl ati n/+Mqg
MakKAIL TOEE A bevaczumab

15mg/kgp | @0 pKGa O €
e Bdopudaodec¢

Ap1Buo6g acbevav 444 434

Yuvolkn emBioon

Aldpecoc ypovog (UNveg) 10,3 12,3

YyeTikOG Kivouvog . O,8CO (E);g,g()OOSZB)
5% C1 (0,69, 0,

EmBioon yopic eEéMEn g
VOGOL

Aldpecog ypdvoc (Uveq) 4,8 6,4

ZyeTikOG Kivouvog 95%/65(; Ep(305,20817)6)
0 ) 1 1

ZUVOMKN OVTOTOKPLoN

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

Yg o S1epeuvnTIKy ovaivom, to 6pelog tov bevacizumab oty OS amopdavOnke pikpodTEPO TNV
VTOONAdN TV acheV@Y 01 070101 deV giyav adevoKapKIVOUO 1IGTOAOYING.

hbB17704

H ok BO17704 tav wa toyonomomuévn, ok toein dokiun edong IT tov bevacizumab ce
ovvdvaoud pe  cisplatin kot tn yepotrtafivn évavtt eikovikod gapudkov, clomlativig Kot
vepotafivng o acbeveig pe tomucd mpoywpnpévo (Xtadiov Il pe petactdoelg Aeppadévov
vreprAeiov POOpwv 1 pe KoKoNONG TAELPITIKT) GLAAOYN 1] TEPIKAPIIUKT GLUAAOYN) N
KpokLTTOPIKS Kopkivo tov mvedpova (NSCLC) ektdc amd emkpotodoa 16TOAOYIO £K TAAK®OIDV
KUTTAP®V, 01 0Toiot dev elyav Adfet Tponyovuevn ynuetobepamneio. To KOplo TeAKO onueio NTav M
PFS, ta devtepevovta telkd onueia yia tn dokyun cvumeptérafay tn ddpketa g OS.

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

3 efdouadmv uéypt 6 koxkiovg (XIN) 1 XTI o cuvévacud e bevacizumab o o d6on 7,5 1 15 mg/kg
evBoeAEPLOg Eyyvong v nuépa 1 kabe kvxhov 3 efdouddmv. ta okéAn mov wepieiyav bevacizumab
emtpamnke otovg aobeveic va Aafovv bevacizumab wg povobepaneio kabe 3 efdopddeg wg tnv
eEEMEN ™ vooov N un amodektng ToEikotntac. Ta arotedéoparta tng dokiung detyvouv 6Tt 10 94%
(277/296) TV katdAAniov acevodv yia fvtaén cuvéyicav va Aaufdvovy povobepaneio bevacizumab
otov KOKAO 7. 'Eva vynlo mocootd acbevav (nepinov 62%) cuvéyicov va Aappdvouvy moukileg
avTIKopKIvIkEG Bepameieg un Kabopiopéveg pe Tp@tdkodro, ol 0oieg ThUVOV Vo EYOVV EMMTOON
o™V avdivon g OS.

Ta otoyeio anoteleopatikdnTog Tapovstdovtal otov [ivaka 13.
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Mi vak3cd¢t ol EHOTE A € O U Ayl LITHPOOTKNIBIK 7 7 0 4

Cisplatin/
Fepotl 1af

Cisplatin/
e pot 14

Cisplatin/ bevacizumab bevacizumab
Frepyorl ta 7,5mg/kg 15mg/kg
EL KOVI 1o pkdd 6 € 1o pkdd 6 €
@apuacx 3eBOdopdd 3ePOOWGI
Ap1Bu6g acbevav 347 345 351
EmBioon yopic eEEMEn g vooov
Aldpecog ypdvog (Uveq) 6.1 6.7 6,5
HEGOG XPOVOS (HNVES (p = 0,0026) (p = 0,0301)
2yeTikog Kivovvog 0,75 0,82
[0,62, 0,91] [0,68, 0,98]
KoAvtepo m0606T0 GUVOAIKNG 20,1% 34,1% 30,4%
avtomokplonc” (p< 0,0001) (p=0,0023)
*aoBeveig [le peTprion vOGo Katd TV Evapén
Yuvolikn| emPicoon
. , , 13,1 13,6 13,4
Adpecog xpovog (uives) (p = 0,4203) (p = 0,7613)
2yeTiKog Kivovvog 0,93 1,03
[0,78, 1,11] [0,86, 1,23]

Co C

3 U geUdrlatifjb

JO25567

Uy U" Podqdeleegd oUs 1t NS€ICY U3 Uy 5 ¢ " ealblesdoutgiRa
gsdu

H peAétn JO25567 fitav o Tuyotomotnuéve), ovoiktg emtenuavengs, moAvkevtpikny ®daong Il peiétn
mov 01eé&NyOn oV lamwvia yio va aE10A0YHGEL TNV ATOTEAEGUATIKOTITO KOl TNV 0.GQAAELN TOV
bevacizumab mov yopnynnke ce cuvdvaouod e erlotinib og acbeveic pe un mhaxddeg NSCLC e
gvepyomomTikég petaAraéelg tov EGFR (Siaypagn e€oviov 19 i petdAraén e€oviov 21 L858R), ot
omoiot dgv giyav Aafet mponyovuévaog cvotnuatiky Oepomeia yio Xtadiov HIB/IV 1 vrotpomidlovoa

vOGoO.

To kOp1o KataAnkTikd onueio g pedétng frav n PFS Baoel aloloynong amd aveEdptnen apyn.
Agvtepedovta KaToAnKTIKA onueio cvunepidpupavay v OS, 10 T0606TO AVTATOKPIoNG, TO TOGOGTO
eAEYYOL NG VOoOL, TNV OLAPKELN TNG OVTATOKPLONG KOl TV ACOAAEL.

H xatdortaon petdrriaéne tov EGFR mtpocdiopiotnke yio kabe acOevi Tptv amd tn SoAoyr otV Kot
154 acbeveic TuyaromomOnkav va Adpovuv eite erlotinib + bevacizumab (erlotinib 150 mg a6 Tov
otopoTog nuepnoimg + bevacizumab [15 mg/kg evéoelépia kabe 3 eBdouddec]) | povobepameio pe
erlotinib (150 mg am6 tov otéuatog nuepnoing) uéxpt v eEEMEN ¢ vosov (PD) 1 v eupdvion un
amodekTNG ToSIKOTNTAG. XE TepinTon un epnedviong PD, 1 dokonr| vOg QapudKov TG vd HEAETN
Oepoameiog oto okéhog erlotinib + bevacizumab dev amaitovce T 610KOTH TOV GALOL EOPUAKOV THG
V7O perétn Oepamneiog 6mmg 0p1loTaV 6TO TPMTOKOAAOD TNG UEAETNG.

Ta dedopéva amotelecpatikotnTog tapovoidlovror otov [ivaka 14.
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Mi vakda¢ Ag d 0 |EmOa € A € 0 U QYT HITHPOOTKNIIPAHE67

Erlotinib Erlotinib +
N=77 bevacizumab
N =75*
PFS™ (unveg)
Aldpecog 9,7 16,0
HR (95% CI) 0,54 (0,36, 0,79)
Tyn-p 0,0015
ZUVOAIKO TOGOGTO AVTATOKPIONG
IMocooto (N) 63,6% (49) 69,3% (52)
Tym-p
0,4951
Yovvorikn emBioon* (unveg)
Avbpecog 47,4 47,0
HR §95% Cl) 0,81 (0,53, 1,23)
Tyu-p 0,3267

# Yvvolkd 154 acbeveig (katdotaon Aettovpykdrag katd ECOG 0 1 1) tuyatomornkay. Qot660, 300 and Tovg
TUYOLOTOMLLEVOVG 0.GOEVEIG SIEKOWAV T GUUUETOYH OTN LEAETN TPV 0o TN ANYN omotacdnmote vd peAétn Oepomeiog.
N ToeAn, eroveéétaon and ave&apmm apyn (kOpla avdAivorn kabopiopévn Pacel TPOTOKOAAOL).

* Atgpevvntiky avdlvon: Tnv tedkn avéivon g OS oto cut-off tov Khvikdv dedopévov otig 30 Oktmppiov 2017,
nepimov 59% twv achevav elye mebavet.

Cl, Audotpa Epmiotootvng, HR, Avodoyia kivdhvov amd un otpopotonomuévn aviivon takvdpdunong Cox, AE, dev
emevyOnKe.

Y] 66 v} byl i bUN] soamfddd aRCC)

¢ devacizumalli 8 g 3 U geUdiz U & & L aflld Uy 0" POubq @ eGledls s
"jecy)alde/R U006 U ekl dB17705)

Mo toyatomompévn, Sl ToeAn pekétn epaong I, n omoia dte&nydn v va a&loroynoet v
QOTEAECUATIKOTITA KO THY ao@dAgto Tov bevacizumab oe cuvdvaoud pe wrepeepdvn aroa-2o
(IFN) évavtt uoévo IFN dreo-2a og TpdTng ypauung Oepomeio 6ToV TpoympnUEVO KOV LETACTATIKO
KopKivo veppdv. Ot 649 tuyaromompévor acbeveic (641 Elafov aywyn) eiyav Lok KatdoToon
kotd Karnofsky (KPS) > 70%, ywpig petactdoeis oo KNX kon emapkn Aettovpyio tmv opydvov. Ot
acOeveic vroPANONKaY 6g veppekTOoun Yo Tp@TOTAOES VEPPIKO Kapkivopa. Xopnyndnke
bevacizumab 10 mg/kg ka0e 2 efdopddeg puéxpt mv eEEMEN g vooov. Xopnyndnke IFN arpo-2a
péypt 52 efdopddeg M péxpt TNy €£EMEN ™G vOGOL 6N cLVIGTOUEVN apyikl doom Tv 9 MIU tpeig
QOpEC TNV ERdoUGOa, emttpémovTog peimon g 0o6ong og 3 MIU tpeig popég v efdopdda e S0
otadia. Ot acbeveig daotpopatodnkav avdioyo pe ™ xdpa ko ) Pabuoloyia Motzer kot ta
OepamenTikd okéAN £d€1E0V OTL NTOV GE KOAN 1GOPPOTLQ LE TOVG TTPOYVOGTIKOVS TAPAYOVTEGS.

To kOp10 KataAnkTikd onueio g dokung nrav n OS, pe eTTAEOV dEVTEPELOVTU KATUANKTIKG MUl
ovpmeptrapBoavouévng g PFS. H tpocstnkm tov bevacizumab oty IFN-dAea-20 avénoe onpoviikd
70 PFS ko1 T0 T0G0GTO OVTIKEWEVIKNG AVTOTOKPIOTG TOL OYKOV. AVTA TO, ATOTEAEGUATO EXOVV
emPeforwdel péocw pag aveEdptnng aKTIVOLoYIKNG avackomnong. Eviovtoig, n avénon tov kbplov
KaTaANKTIKoO onpeiov g OS katd 2 piveg dev Ntav onuavtikr (HR 0,91). Yynid tocooto
acBevav (mepimov 63% IFN-gwkoviko @dpuako, 55% bevacizumab/IFN) élofe petd to téhog g
SOKIUNG, TOKIAEG LN KaOOPIGHEVES aVTIKOPKIVIKEG Oepameiec, cupmeplopupavouévmv

AVTIVEOTAUC LOATIK®Y TapoydVTmV, ol omoiol Thavov vo, giyav enintwon oty ovdivon g OS.
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Ta ototyeia amoteleopatikdtnTog Tapovsialovtal otov Ilivaka 15.

Mi vokba¢ 101l xEHOTEAE O AV LITOHPOOTKNBO 705

BO17705
El Ko@idp @ alkN?+ BVP +IFN2
Ap1Bpdc acbevav 322 327
EmBioon yopic eEEMEn g vocov
Atdipeon (punveg) 54 10,2
YyeTIkdG Kivovvog 0,63
95% ClI 0,52,0,75

(tyn p <0,0001)

[Mocoo16 avtikeevikng avtanokpiong (%) oe
acBeveig e petpnoun voco

n 289 306

[Tocootd avtandkpiong 12,8% 31,4%

(tyn p < 0,0001)

2 Interferon dhpa-2a 9 MIU 3 popég/epdopdada
b Bevacizumab 10 mg/kg pia @opé k6fe 2 efSonddsg

YuvoAkn emPicoon

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

(i p 0,3360)

"Eva d1epeuvntikd molvmopayovtikd poviédo toivdpounong Cox pe avtiotpopn emioyn
TPOGIOPIOE OTL O1 TOPAKAT® TPOYVAOGTIKOL TAPAYOVTEC KATA TNV £vapEn TNG UEAETNG GVOYETIGTNKOV
oyvpd pe v emiPioon ave&aptnto amd ) Oepaneio: pUA0, POPTIO AEVKOKVTTAPMOV, ATOAELN,
COUOTIKOV BAPOvg oToVg 6 Pveg mpwv TN Evtasn ot SOk, aplipodg LETAGTATIKMOV ECTIMV,
dOpotopa péyiotav dropétpmv otig fAapec-otoyove, Pabuoroyia Motzer. H mpocapuoyn avtdv tov
TOPAYOVIOV EiYE WG OMOTEAESUA TN UEI®OT TOV oYETIKOV Kivdvvov 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 dApa-2a cuykpitikd pe to okérog IFN dlpa-2a.

Evevivta entd (97) acBeveic oto okélog g IFN dhpa-2a kot 131 acbeveic oto okérog Tov
bevacizumab peiocav ™ 8601 ¢ IFN-dAga-2a and 9 MIU o¢ 6 gite oe 3 MIU 1peig popég tnv
gBdoudda ommg Tpokabopiotnke oto mpwToKoAro. H peimwon 66ong e IFN dhpa-20 dev £€deiée va
emnpedlel v anoTeEAEGLATIKOTNTO TOV cuvdvacpov pe bevacizumab+ IFN dAgo-2a Bdoet tov
m0600T®V Tov PFS ympic cupPdvta, 01mg amodeiydnke and v avaivon vroopdadoc. Ot 131 acheveic
o010 okéhog bevacizumab + IFN dAea-2a mov peimoov kot drothpnoav ) 6o IFN dheo-2a og 6 1
og 3 MIU xotd ™ ditdpkela e SOKIUNG, TOPOVGiacoy 10606Ta 6unvovn, 12uivou kot 18uvov PFS
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yopic coppdvro 73, 52 ko 21% avrtictorya, cuykprrikd, pe 61, 43 ka1 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 dvo efdopddwv pe TV ida ddon bevacizumab ce
ovvdvaoud pe 150 mg erlotinib nuepnoing, oe acbevei pe 61000YOKVTTOPIKO HETOGTATIKO KAPKIVO
veppav. To oivoro 104 acBevav Toyaomomdnkay yia Bepancio o€ 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 orkélog giyov
QVTIKELUEVIKT avTomokpion. H mpooBnkn tng erlotinib oto bevacizumab dev giye wc éxPaocn
Beltimon oty OS (HR = 1,764, p=0,1789), t didpketa g avTikelnevikng avramdkpiong (6,7 évavtt
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 amoteAecpaTIKOTNTO
Kot 1 acedreto tov bevacizumab évavtt tov sikovikod eappdkov. ‘Eva covoro 116 acbevidv
Tuyatomomonkay yio va Adfovv bevacizumab 3 mg/kg kébe 2 fdopadeg (n=39), 10 mg/kg kabe 2
gBdopadeg (N=37), N ewoviko eappoko (N=40). Mia evdidueon avalvon édeie OtL VIPEE GTUOVTIKNY
TaPATOcN TOL ¥POVoL £mg TV eEEMEN TS vooou oty oudada tov 10 mg/kg oe chykpion pe v
OULAda TOV EIKOVIKOD QoppaKov (oyetikdg kivovvog, 2,55, p<0,001). Yrnpée wa pikpr dtapopd
oplokng onuaciog, Letad Tov xpdvov £mg Ty eEEMEN g vOcoL otny oudada 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
OGUVOAIKY OVTIKEWEVIKT avardkpion yia T 66om 10 mg/kg fitav 10%.

A sddadyafidme dd ® Uz .odewtfo vyl 3 xUe oldwifiagd
"UpsUes3Uasg

j1cddpUs Opduadgoal 3

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

G0OG0218

H peAiém GOG-0218 frav pe edong I molvkevtpikn, TuXOLOTOMNIEVT, SUTAN-TOQOAN, EAEYYOUEVT UE
EIKOVIKO PAPLOKO, LELETT TPLOV OKEADY OOV a&loloynOnke 1 emidpacn g TpocsONKng Tov
bevacizumab og gykekpipévo docoroyikd oynua 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 Bepancio 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 ¥MPO 1 GTNV TOEAO, ATOKAEIGTNKAY 0T TN UEAETT.

42



Yvvolikd 1873 acOeveic TuyatomomOnkav o iceg avaroyieg ota akdAovdo 3 okéln:

. Yxéhog CPP: TTévte kiKhot eikovikod papudkov (Egkiviioav otov KukAo 2) 6e cLVLOCUO e
kapPomiortivn (AUC 6) kot maxhita&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 kapBomiativy (AUC 6) kot moxdtacéin (175 mg/m?) ya
6 KOKAOVG TOV AKOAOVOEITOL OO EIKOVIKO PAPLOKO HOVO, Y10 GUVOLO £mG Kot 15 puveg
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 moxkAitag&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 cupumepAenkay ot pedén frov Agvkég (87% kot ota 3 okéAN),
dtdpeon niio fav 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 iyav 16ToAoYIKOD THTOV 0pddes adevokapkivopa (85% oto CPP kot CPB15, 86% o1o
CPB15+). Xvvolika mepinov 1o 34% tov acbevav Ttadiov I katd FIGO siyav Béltiot oykousioon
K0l LOKPOGKOTIKT] VTOAEWUOTIKY vOco, 40% Ztadiov I elyav vwo-fédtiom oykopeiowon, kot 26%
Ntav aceveig Xradiov V.

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} oe 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 wa opd kabe 3 fdonddeg o€
ovvdvaoud pe ynuelobeponeio kKo 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.

MNi vokbdlq o1l ( HODE A€ 0 ammIXNO a x) E@E0218

EmBimon yopic EEEMEN Tng Nocov!
CPP CPB15 CPB15+
(n=625) (n =625) (n=623)
Atbpeoo PFS (unveg) 10,6 11,6 14,7
Tyetikog kivévvog (95% 0,89 0,70
Cl)?2 (0,78, 1,02) (0,61, 0,81)
Tw-p 34 0,0437 < 0,0001
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TT0G0GTO AVTIKEWEVIKTG OVTATOKPIONGY

CPP CPB15 _
(= 396) (7= 293) CPB15+ (n = 403)
0 ,
% ac0evdv He 63,4 66,2 66,0
OVTIKELEVIKT|
ovTOmTOKPLOoN
Tuf-p 0,2341 0,2041
Tuvohkr| emBiowon ©
CPP CPB15 CPB15+
(n = 625) (n = 625) (n = 623)
Atdpeon OS (unveg) 40,6 38,8 43,8
o 0
?IC;;KOQ Kivduvog (35% 1,07 (0,91, 1,25) 0,88 (0,75, 1,04)
Tyw-p 3 0,2197 0,0641

L Avédwon yio to PFS xofopiopévn amd to tpotokorlro GOG, chuemvo pe aéoldynon amd tov epsovnti (Sev e€onpéOniay

e€eli&elc g vooov pe Paon to CAL25 ovte £ywvav eapéaets yio NPT mtpiv v eEEMEN g vOGoV) e dedopévo. e
KatoAnktikh nuepounvia tng 25m defpovapiov 2010.
2 TUyKpITIKG PE TO GKEAOG EAEYXOV. ZTPOUUTOTOIUEVOG GYETIKAG Kivauvog,

3 Movémhevpn log-rank tyui-p
4 Yroxerton og 6p1o thg tiung-p tov 0,0116.
5 AoOeveic pe petpioiun voco oty Evapén.

6 Tehky avdivon g OS mpaypatomomonke dtov to 46,9% tmv acbevav eiye omoprdost.

[IpokaBopicpuéveg avarvoelg Tov PFS die&nybnoay, 0leg e KataAnKTiky nuepounvia g 29mg
SentepuPpiov 2009. Tao amoTEAEGUATO AVTOV TOV TPOKAOOPICUEVOV OVAADGEDY EXOVV MG EENG:

1 H xaBopiopévn amnd to Tpwtdékorro avdAiven tov PFS 6mwg ovtd a&lodoyndnke amd tov
gpeuvnm (Yopic va e&apeiton  e&€Mén g voosov pe Pdon 1o CA-125 1 1) Bepaneio extog
pwtokOALOV[NPT]) deiyvel éva otpopatoromuévo oyetiko kivévvo 0,71 (95% CI: 0,61-
0,83, novomhevpn log rank tiun-p < 0,0001) étav to CPB15+ cuykpiveton ue to CPP, ue
dudpeco PFS 10,4 pnveg oto okélog CPP kan 14,1 pfveg oto okéhog CPB15+.

1 H npotapyim avédivon tov PFS 6mwg avtd a&toioyndnke amd tov epevvntn (e&apébnkav ot
g€eli&eig g vooov pe Baorn 1o CA-125 1 n Ogpancio ektdc npwtokOALov[NPT]) deiyvet éva
OTPOUATOTOMUEVO GYETIKO Kivduvo 0,62 (95% CI: 0,52-0,75, povomievpn logrank tiun-p <

0.0001) 6tav to CPB15+ cuykpivetar pe to CPP, ue didueco PFS 12,0 piveg oto okéhog CPP

ka1 18,2 punveg oto oxéhog CPB15+.

9 H avéivon tov PFS 6mmg epunvedtnke amd v aveaptntn exttpont| a&toAdynong (m NPT
eEaupébnke) deiyvel éva otpopatoronpuévo oyetikod kivovvo 0,62 (95% Cl: 0,50-0,77,
uovomievpn logrank tium-p < 0,0001) 6tav to CPB15+ cuykpivetor pe to CPP, pe didueco
PFS 13,1 oto oxéhog CPP kot 19,1 ufvec oto oxéhog CPB15+.

H avéAivon vroouddwv yia to PFS avdioya pe 10 6Tdo10 TS vOGOL Kol TNV KATAGTOoT TNg
oykoueioong cvvoyilovtor otov Iivaka 17. Avtd ta amoteléouata deiyvouv evpmaTtia 6TV

avaivon tov PFS, 6nwc paiverotl otov [Tivaka 16.
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MNi vak7aATOT e A EPFR QT @A APy @ T AdOOCOWI NWAT ACOHREQUET WaNgC
(Debulking status) a mo Me A €G0G-0218

Tuyoomompévor acOeveic pe voco otadiov I mov eiyov BéAtiot oykopeimon 23
CPP CPB15 CPB15+
(n=219) (n=204) (n=216)
Adpeco PES (unveq) 12,4 14,3 17,5
Tyetikog kivdvvog (95% 0,81 0,66
Ch* (0,62, 1,05) (0,50, 0,86)
Tuyoomompévol acOeveic pe voco otadiov I mov giyov vd-PErTiom oyropsinon®
CPP CPB15 CPB15+
(n=253) (n=256) (n=242)
Abpeco PFS (pfveg) 10,1 10,9 13,9
Yyetiog kivovvog (95% 0,93 0,78
ch“ (0,77, 1,14) (0,63, 0,96)
Toyaomompévol acbeveic pe voco otadiov IV
CPP CPB15 CPB15+
(n = 153) (n=165) (n=165)
Atdpeco PFS (unveg) 9,5 10,4 12,8
Eyetikog kivovvog (95% 0,90 0,64
o) (0,70, 1,16) (0,49, 0,82)

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

Mg pOKPOGKOTIKY) VIOAEWUHOTIKY VOGO.

33.7% 1ov GVUVOAKOD TVYAOTOMUEVOL TANOLGLOD a60evAV elyay voco Ztadiov I11B.

4TyetilOUEVO pE TO GKENOG EAEYOV.

BO17707(ICON7)

H BO17707 fitav pio @dong 111, 600 okeldV, TOAVKEVIPIKT, TUYOIOTOMUEVT], EAEYYXOLEVT], OVOLKTNG
EMONUAVONG LEAETT TTOV GUYKPVE TNV EMLOpaoT TNG Tpocbnkng Tov bevacizumab oty kapforiativn
Kot v moxMta&édn oe acbeveic otadiov I 7 ITA kotd FIGO (Babuod 3 1 dtavyokvttopiko
16TOAOYIKOD TOTOV Hovo, N = 142), | otadiov 1B - IV katd FIGO (6 Awv tav Babudv kot 6oV tov
1oTohoYIK®V TORT®V, N = 1.386) o¢ acbeveig pe emOnAioko Kapkivo Tov ®odnKdV, Kapkivo tmv
®OOYOYOV, | TPOTOTOON KapKivo Tov epttovaiov uetd amd yepovpyikn ensppacn (NCI-CTCAE
¢xdoon 3.0). Xt pedétn ypnoipomombnke 1 ékdoon otadtomoinong katd FIGO e nuepounvio 1988.

O1 aoBeveic Tov giyov AaPel Tponyodpevn Bepaneio pe bevacizumab 9 Tponyoduevn cuotnpotikn
AVTIKOPKIVIKY Ogpameia Yo Tov KapKivo Tov @odnkev (1.y., ynuetobeponeio, Oepaneio pe
LOVOKAMVIKA avTIoOUOTo, Oepameio Le avaoTOAEG TUPOSIVIKNG KIVAoNc, 1| oprovobepaneia) 1
TPOTYOVLEVT] OKTIVODEPUTEIN GTNV KOIAOKT XMDPO 1] GTNV TOEAO, ATOKAEIGTNKAY OO TN UEAETY.

Yuvolika 1.528 acbeveic Tuyatomodnkay oe ioeg avoroyieg ota akdAovba 600 oKEAN:

1 Zxéhoc CP: KapBomiativny (AUC 6) xon maxAra&édn (175 mg/m?) yio 6 khkhovg Sidpketag
3 efoopddmv

1 Zkéhoc CPB7.5 +: KapBomhativn (AUC 6) kar moxdtacéin (175 mg/m?) yia 6 koxhovg tmv
3 efdouadmv ko bevacizumab (7,5 mg/kg pia eopd kébe 3 £fdopadeg) yia S1doTnuo EmG Kot
12 pnvec (to bevacizumab Egkivnoe otov kdKAo 2 g ynuetobepanciog, v 1 Oepaneio
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Eexivnoe evtoc 4 efdopddmv petd amod yelpovpyikni enéufacn 1§ otov KOkAo 1 edv 1 Bepameio
Eexivnoe o€ mep1ocdTEPO amd 4 Bdopadeg LeTd T XEPOoLVPYIKN ETEUPACT))

H mieioymoia tov acbevdv mov coumepidnednkay ot ueké frav Asvkég (96%), n didpeon niio
ntov 57 £t kot oto 500 okéAn Bepomeing, 25% tov acbevav fTav 65 £t M mapamdve Kol 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
axolovBeiton oo TpwTonadn Kapkivo Tov TEptTovaiov (6,9%) kat kKapkivo TV mayoymv (3,7%) 1
évo, petypa ko oo tig petg mpoekevoelg (1,7%). O nepiocdtepeg acbeveic frav Xtadiov 1 katd
FIGO (ko ota 600 68%) mov axoiovbeital omd Xradiov IV katd FIGO (13% kot 14%), Zradiov II
katd FIGO (10% kot 11%) ko Zradiov I xatd FIGO (9% kot 7%). H mieioyneio tov acbevov o
Kabe okélog Oepanciag (74% kot 71%) siyav eryd 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. Ze cuykpion pe acbeveig mov
élaPav Oepomeio pe ynuetobepamneio (kapPomiativn kat moxkAta&én) uévo oty apyikn Oepameio
(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.

Mi vokBa¢ ZT0o0l HOTDEAE OYammmxnd a ) BRAE707(ICON7)

EmBioon yopig EEEMEN g Nocov

CP CPB7.5+
(n=764) (n=764)
Avdpeco PFS (pfvec) ? 16,9 19,3
Tyetueog kivsuvvog [95% Cl]? 0,86 [0.75, 0,98]

(tyn-p = 0,0185)

IMocootd Avtikeievikhg Avtomdkpiong !

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

(tn-p = 0,0188)

Tuvohky emiPioon®

CP CPB7.5+
(n=764) (n=764)
Atbpeon (Mnveg) 58,0 57,4
Eyetikdg kivovvog [95% Cl] 0,99 [0,85, 1,15]

(tyn-p = 0,8910)

1 T acbeveic pe petprioiun voco oy évapén.
2 Avéhvon PFS mov a&oloyOnke 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 efpovapiov 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.

Mi vakOaAToT e A ETOORBStOV AA0F @ T A OCTIOWI NWAOT ACT AOCN
0y K 0 y ¢ (Debalking status) a T Me A £EBOR7707(ICON7)

Tuyotomompévor acdeveic pe voso otadiov 1 wov iyav Bédtiot oykoueimon 23

CP CPB7.5+
(n = 368) (n = 383)
Atépeso PFS (wivec) 17,7 19,3
Tyetikdg kivduvog (95% ClI) 4 0,89
(0,74, 1,07)

Tuyotomompévor acbeveic pe voco otadiov I mov eiyov vro-péitio oykopsioon

CP CPB7.5+
(n = 154) (n = 140)
Avdpeco PFS (unveg) 10,1 16,9
Tyetikdg kivduvog (95% ClI) 4 0,67
(0,52, 0,87)
Toyotomomuévor acleveic pe voéco otadiov IV
CP CPB7.5+
(n=97) (n =104)
Avdpeco PFS (unveg) 10,1 13,5
Tyetikdg kivduvog (95% ClI) 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% 1oV GLYVOAIKOD TLYAOTOWUEVOL TANBVGLOD acOevdV siyav voco Ztadiov IIB.

A¥yetilopevo pe To oKELOG ELEYYOV.

3 eUjcs0Fewmadgoal 3

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

. H perémn AVF4095g a&loddynoe TV omoTeEAEGUATIKOTNTA Kot TNV ac@dielo 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
®oONK®V, KaPKivo TOV ®AYOYdV 1| Tp®TOTNOY| KapKivo TOL TEpLTOVaiov.

. H perlétn M022224 a&loAdynoe v 0moTEAECUATIKOTITA Kot TV ao@diela Tov bevacizumab
G€ GLVOLOGUO LE TOKAITOEEAT], TOTOTEKAVT 1] TEYKVAIOUEVT MTOGOUKT] H0E0povPikivn 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 wodnkadv, Kapkivo TOV 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,
eleyyOuevn pe eikovikd edppako pekétn (AVF40959). H pedétn cvvékpve v emidopaocn e
npocOnkng tov bevacizumab oty ynueobepaneio pe kapPforiativn ko yepottafivr kot
ovveyiCovtog pe bevacizumab wg povobBepancio Emg v eEEMEN TG VOGOV, 6 GYXEGN LE TN XOPNYNOoN
KkapPomrativing kou yepottafivng povo.

Movo ot ao0eveis 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| dGAhovg avaotolreic tov VEGF 1 otoyevuévong
mapdyovteg Tov vtodoyéa Tov VEGF, cupmepiinedniay otn perém.

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

. KoapBomiativn (AUC4, Huépa 1) kot 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 Hovo kdBe 3 efdopddeg 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 kprple RECIST 1.0. EmumAéov katoAnktikd onueio
CUUTEPIAGUBOVAY TNV OVTIKEWEVIKT] OVTOTOKPLGT, TN O1GpKELn TG avtamdkpiong, v OS kot v
acpdreio. Mia ave&aptn agloldyncn ToL TPOTEVOVTOC KATAANKTIKOD OTUEIOV TpayLoTonoOnKe
gmiong.

Ta anoteréopoto avtg g LeAémg cuvoyiloviot otov [Tivaka 20.

Mi vak0a ¢ ZT1T01 EHODE A € 0 AT nuge O € AVIRADO5g

EmBioon yopic EEEMEN g Nocov

AZlohdynon gpevvnty A&oroynon IRC
Placebo+ C/G Bevacizumab + Placebo+ C/G | Bevacizumab +
(n = 242) CIG (n=242) CIG
(n=242) (n=242)
Agv éywvav eEonpéoelg yio NPT
Awpeon PES 8,4 12,4 8,6 12,3
(nvee)
TyETIKOG 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 eEapéoeic yio NPT

Atdpeon PFS
(nveq)

8,4 12,4

8,6 12,3

Xyetikog Kivovvog
(95% CI)

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

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

Tym-p

< 0,0001

< 0,0001

[Tocoot6 Avtikelpevikng Avtomdkpiong

A&oloynon gpevvnt A&oloynon IRC
Bevacizumab + | Placebo+ C/G | Bevacizumab +
PIaceE)o+ CIG /G (n = 242) /G
(n=242)
(n=242) (n=242)
% acBevav e
OVTIKEUEVIKN 57,4% 78,5% 53,7% 74,8%
AVTOTOKPLOT)
Tym-p <0,0001 <0,0001
YuvoAkn emPioon
Placebo+ C/G Bevacizumab + C/G
(n=242) (n=242)
Mudpeon OS 32,9 33,6
(nvec) ’ ’

TyeTIKOG Kivouvog
(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.

Mi vaklag¢ Emi Bixwopd L& XMiN&Y comD X pOVIPICE A e LB @ p aesl o ¢
TTA O TE WEONWTI O TTAH O
AE1 ON EWrE@®IY NT A
Xp o6wa@nwe A g vBTEOPI OO § Placebo+ C/G Bevacizumab+ C/G
MaIAaTE WEoNWmMo T pOTIN (n=242) (n=242)
612 pnveg (n=202)
Aldpueco 8,0 11,9
Tyeticoc kivduvog (95% Cl) 0,41 (0,290,58)
> 12 punveg (n=282)
Aldpueco 9,7 12,4
Zyetikog kivovvog (95% CI) 0,55 (0,410,73)
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GOG-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 enONAOKO KapKivo TV wodnKdv, KapKivo TV 0aynydv 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 kapPforiativn + maktacéAn povo.

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

. Tkéhog CP: KapBomiativy (AUCS) kar moxditagéin (175 mg/m? evioeréPia) ke
3 efoopadeg yia 6 kot Emg 8 KOKAOVG.

. Tkéhog CPB: KapPorhativy (AUCS) xon maxAraéédn (175 mg/m? evdogAéPia) kot Tantdypovn
Oepancia pe bevacizumab (15 mg/kg) kabe 3 efdopddeg yio 6 kot Emg 8 KdKAoVg, TOVL
axolovBeiton oo bevacizumab (15 mg/kg kébe 3 efdopadeg) povo tov péypt tnv e€EMEN g
vOGOoV 1 Un amodektn ToEIKOTNTA.

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 Oepomeiog eiyav GOG PS 0 (CP: 82,4%:
CPB, 80,7%) 1 1 (CP: 16,7%: CPB, 18,1%). GOG PS 2 xatd v évapén avaepépdnke oto 0,9% tmv
acOevav oto okéhog CP kot o 1.2% tov acbevav oto oxélog CPB.

To kOp1o KataAnkTikd onpeio amoterespotikotntag nrav n OS. To kpro devutepehov KATOANKTIKO
onueio amotedespotikotntog NTav 1 PFS. Ta anotedéouata mapovsialoviat otov [Tivaka 22.

MNi vaRag¢ Ae do wémoa € A € ¢ Y obTal TROGUT enAT 480 H-0213

Kvpro xatodnktikd onpeio

Yuvohkr| emPimon (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
AguTepedOVTO KATAANKTIKE 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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I Tehkr| ovédvomn 2 Ot aE10A0YHGEIG TOL GYKOD Kol 01 0EIOAOYNGELG THG OVTATOKPLONG TPOGIOPIGTNKAY amd TOVG EPEVVNTES,
ypnoonowdvtag ta kprripe GOG RECIST (Avabewpnuéveg katevBuveipieg odnyieg RECIST (éxdoon 1.1). Eur J Cancer.
2009;45:228Y247).

* O oyetikdg Kivovvog ekTiunOnke amd poviéda avadoyikdv Kivdvvev katd Cox otpopoatonomuéva amd tn Stépkea Tov
Sraotpartog eredBepov mhativag Tpv amd v éviaén oe avth ) pehétn ava eCRF (nAekTpovikn Hopen meplotoTikoy
avapopdg ) Kot Kotdotaon dguTepoyevons XEpovpyikng oykopeinons Na/Oyt (Now = tuyaomornkoy va vropAnfodv og
Kuttapoleimon 1 TuyatoromOnKay ®cte va unv vtoAnBovv oe kuttapopeiwon Oyt = dev etvor vroyneo N dev cuvorvel
otV kuttapopsinon). b stpmpatonomuévo and m Siépkeia tov Sracthuotog eEredBepov Depameiag mpv omd v Evtaln oe
OVTN TN HEAETN AVAL LOPOT EYYPOPNG, KOL OELTEPELOVGA YEPOVPYIKN oyKopeiwon Nav/Oyt.

H pelém exkminpwoe tov koplo otoyo ¢ Peitioong e OS. H Bepaneio ue bevacizumab ota

15 mg/kg ke 3 efdopddeg o€ cuVdLAGHO pe ynueodepameia (kopfomiativn ko maxitta&édn) yio 6
Kot péypt 8 kvkhovg, mov akolovdeitat ad bevacizumab péypt v e€EMEN TG vOGoL 1 un
amodeKTNG TOEIKOTNTAG gixe G amoTéAecpa, otav To dedopéva tponibav and eCRF, o ihvikd
OMNUOVTIKN KOl OTOTIOTIKA onuovTikn fedtioon oty OS og cuykpion pe ™ Bepaneio pe
KkapPomhativiy Kot TokAMTaEEAT Lovo.

MO22224

H pelétn M0O22224 a&10hoynoe TV AmoTEAEGUOTIKOTITO KOl TNV ac@dAsio, Tov bevacizumab cg
cuvdovaoud pe ynuetodepaneio yio Tov mhativoovhektikod vrotpomidlovta emfniako kopkivo Tov
®oONKOV, TOV KapKivo TV oaywydv 1| tov tpetonadr| kapkivo Tov tepttovaiov. H cuykekpipévn
UEAETT] GYESIAGTIKE (OC OVOIKTNG EMIGNUOVONG, TUXOLOTOINUEVT HeAET aong LT 0o creAdV Yo TV
a&lohdynon tov bevacizumab cvv ynueodeponeio (CT + BV) évavtt povo ynuetobepamneiog (CT).

Yvvolikd 361 acBeveig evtaynkay oe avtn ™ uerétn ko ElaPav eite povo ynuetobepameio
(moxhrtagédn, Tomotekdvn 1 TeyKLAIOUEVT Mocwkn do&opovPikivn (PLD)) eite oe cuvdvacud pe
bevacizumab:

. 2kélog CT (novo ynuetobepameio):
+ 80 mg/m? maxMra&édng wg evdogAéBia £yxvon didpketag 1 dpag otic Huépeg 1, 8, 15 kan
22 K46 4 efdopdioes.
s 4 mg/m? tomotexdvng og evaopAéPia éyyvon Sibpretag 30 Aemtdv otig Huépeg 1, 8 xon 15
K60e eBdopddeg. Evoddloxtikd, pmopet va xopnyndei d6on 1,25 mg/m? ce didotnuo
30 Aemtddv otic Huépeg 1-5 kaBe 3 efdopddes.
« 40 mg/m? PLD wg evdopAéfia éyyvon 1 mg/rentd oty Huépo 1 uévo kéde 4 efdouddeg.
Metd and tov Kdxkho 1, to pappakentikd npoidv o mpénet vo tapacyedel mg Eyyvon
dupkelag 1 dpag.
. Ykéhog CT+BV (ymuewobepamneio cvuv bevacizumab):
* H emkeyeioa ynueobeponeio cuvévdotnke ue 10 mg/kg bevacizumab evdopiepimg kébe
2 gPfdonadeg (1 15 mg/kg bevacizumab kabe 3 efdopddeg v ypnoonoteitol g
cvvdvaouo pe 1,25 mg/m? tomotekdvng otig Huépeg 1-5 ké0e 3 efdopddeq).

Ot acBeveic Tov eviayOnkav eiyav emOnAilokd Kapkivo TV wodnkdv, KopKivo TOV 0aynydv 1
TPpOTOTOON KopKivo Tov mEPLTovaiov, o onoiog e&eliyOnke og dtdotnua < 6 unvov ord Ty
wponyovuevn Bepamneia e mAativa Tov anoteAeiton omd éva 1 omoia TePILaUPoave TOVAGYIGTOV

4 xhKAovg Bepanciag pe mhotiva. Ot acBeveic Ba Enpene va £xovv 10 Tpocdokio Long tov > 12
ePdouddmV Kot Kapio tponyovuevn axtivobepaneio otnv mueko 1 oty Kotkd. Ot tepiocdTepot
acBeveic nTav FIGO Xtédwo IHIC 7 Z1adwo 1V. H mietoyneia tov acbevav Kot ota d0V0 okéAn eiyov
Koataotoon arodoong ECOG (PS) 0 (CT: 56,4% évavti CT + BV: 61,2%). To 1060616 10V a60svidv
pue ECOG PS 11 2 (ftav 38,7% ot 5,0% o710 okéhog CT, ko 29,8% war 9,0% o0 okérlog CT + BV.
ITAnpogopieg oyetikd pe T PLAN VIEAPYEL Yia 10 29,3% TV achevdv Kot oxeddv dAot ot acbeveic
nrov Aevkoi. H didueon nhikio tov acbevov ftav 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 (kvping Adyw PBabupod 2-3 avemBountov
EVEPYELDV) KL 0 OLAUEGOC YPOVOG ¢ TN dtakom oto okérog CT + BV ftav 5,2 unveg évavtt

2,4 unveg oto okérog CT. Ta m0600Td d10K0TNG AOYM AVETIOOUNT®V 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 tv < 65 kou > 65 vroouddec,
avTicTolyd.

To kOp1o KataAnkTikd onueio rav n PES, pe devtepevovta KaTaAnKTIKG oNEic, 6To 0Toia
nepAapPavoviay 1o T060oTd avTIKEEVIKNG avtandkpiong kot 1 OS. Ta anotelécpato

napovctaovtal otov [Mivaxa 23.

Mi voR3o0¢ ATOT e A éoosuT@e) NWTMOT EAEC U MTIDRPENMOR2 22 2 4

Kbpio katainitikd onpeio

EmiBioon yopig e€EMEN tg Nocov™

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

2yeTIKOG Kivouvog

(95% AE) 0.379 [0.296, 0.485]

T p <0,0001

Agutepedovta KATOANKTIKA onpeio

[Toc0GTO AVTIKEWEVIKNG OVTOmOKPLoN G *

CT CT+BV
(n=144) (n=142)
% ao0svOV e AVTIKEUEVIKT AVTATOKPIOT 18 (12,5%) 40 (28,2%)
TN P 0.0007
Yuvolikn emiPicoon (tehkn avaivon)***
CT CT+BV
(n=182) (n=179)
Avgpeon OS (unveg) 13,3 16,6
XyeTiKog 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 kdptlo. avaAvon TpayLatomomnke 6e KOTaANKTIKN nuepopunvia 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
Eafov povo ynuerodepaneia (mtoxkAitaéln, torotexdvn | PLD) og cuvOnkeg vrotpomalovcag
avOekTiKng otV mAativa vocov, ot acbeveic mov élafov 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 euedvion eEEMENG TG VOGOV 1 TV EUPAVION LT OTOSEKTAG
to&dtnrTag, siyov oTatioTikd onuavtikn Peitioon oty PFS. Ot digpevvntikéc avaivoeic PFS kot
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OS az6 v koopTn g Ynueodepanciog (takita&éln, n torotekdvn kat PLD) cuvoyilovtal otov
Mivaxa 24.

Mi voR4oAg € pe L WY TAWRBFEKI o@Sa Mo Nwo o @MKNUEL oBepamei acg

CT CT+BV
TMoxkMTagén n=115
Atqpeon PFS (unveg) 3.9 9,2
Yyetikog kivouvogs (95% ClI) 0,47 [0,31, 0,72]
Atdpeon OS (unveg) 13,2 22,4
Yyetikog kivouvog (95% ClI) 0,64 [0,41, 0,99]
Tomotekdvn n=120
Adpeon PFS (uiveg) 2,1 6,2
Tyetikog Kivovvog (95% CI) 0,28 [0,18, 0,44]
Adpeon OS (unqveg) 13,3 13,8
Yyetikog kivouvog (95% ClI) 1,07 [0,70, 1,63]
PLD n=126
Aapeon PFS (uiveg) 3,5 51
Yyetikog kivovvog (95% ClI) 0,53 [0,36, 0,77]
Awdpeon OS (unveg) 141 13,7
Yyetikog kivovvog (95% ClI) 0,91 10,61, 1,35]

TU) otlslydUc Bdedegl; Ud

GOG-0240

H anotedeopotikotnta Kot 1 aopdisia Tov bevacizumab og cuvdvaoud pe ynuetodepomeio
(maxATa&éAn kot olomhotiviy 1 makAta&éln Kot Tonotekdvn) otn Ogpaneia yua Tig aceveic pe
EUPEVOVTO, VTTOTPOTTIALOVTO 1 LETOCTOTIKO KOPKIVOUN TOL TPpoyHAov a&loloynnkay otn perétn
GOG-0240, pia toyotomompévn, TE06APOYV CKEADY, OVOIKTNG EMLCT|UAVONG, TOAVKEVTPIKN UEAETT
@aonc II1.

Yuvolikd, 452 acBeveic Tuyatomombnkayv dote va Adfouv gite:

. IMoxAtagédn 135 mg/m? evdoeréPia oe didotnua 24 opdv oty Huépo 1 ko siomhotivn
50 mg/m? evdoeAéPra oty Huépa 2, ka0 3 efSouddec (q3w), 1
[MaxAra&édn 175 mg/m? evdopréPia oe didotnuo 3 opdv oty Huépo 1 ko ciomlotivn
50 mg/m? evdo@AéPra otnv Huépa 2 (g3w), 1y
IMoxdtaEédn 175 mg/m? evdogAéfia oe didotuoe 3 opdv otnv Huépa 1 kou siomhativn
50 mg/m? evdoeréPra oty Huépa 1 (g3w)
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. IMoxhtagéin 135 mg/m2 evdopAépia oe didotnua 24 wpodv otnv Huépa 1 kat ciomhotivn
50 mg/m? evdoeAéPra oty Huépa 2 cuv bevacizumab 15 mg/kg evdopiéfia otny Huépa 2
(a3w), 1
IMaxhta&éin 175 mg/m2 evdopAépia oe didotnuo 3 opdv oty Huépa 1 ko oriomhativ
50 mg/m? evdogAéBio oty Huépa 2 cuv bevacizumab 15 mg/kg evéoprépia otnv Huépa 2
(93w),

Maxhta&éin 175 mg/m2 evéopAépia oe didotnuo 3 opdv oty Huépa 1 ko oriomhativ
50 mg/m? evdogAéBio oty Huépa 1 cuv bevacizumab 15 mg/kg evéoprépia otnv Huépa 1

(a3w)

. Maxhraéédn 175 mg/m? eviopréPra og Stdotnuoe 3 mpdv otnv Huépa 1 kot Tomotekdvn
0,75 mg/m? gvdoerépia oe Stdotnuoe 30 Aentdv otic Huépeg 1-3 (q3w)

. Maxhraéédn 175 mg/m? eviopréPra og Stdotnuoe 3 mpdv otnv Huépa 1 kot Tomotekdvn
0,75 mg/m? gvoprépra oe Stdotnuo 30 Aentdv otic Huépeg 1-3 suv bevacizumab 15 mg/kg
evdoeAEPLa oty Huépa 1 (q3w)

Ot katdAAniot acBeveig giyav eppévov, vToTpomidlov N LETACTATIKO TAUKMOES KAPKIVOLLAL,
AOEVOTTAAKMOES KApKIvVO L 1) AdeVOKAPKIVOLO TOL TpaynAov, To onoio dev emdéyovtav Bepaneiog [e
oTOY0 TNV {oom HE xeEpovpykn exéuPaon ko aktivobepameia, Kot o1 omoieg dev 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 opddo mov raPe povo ynueodepansio Kot ta
48,0 £t (evpog: 22- 85) oty opdda g ynuetodepaneiogtbevacizumab, pe 1o 9,3% tov acbevov
otV opado mov Elafe udvo ynuelobepaneio kot to 7,5% tov acbevaov oty opdade e
ynueodepanciactbevacizumab dve tov 65 etdv.

Am6 116 452 acBeveic mov TuyatomomOnkay katd tnv Evapén, n mTheoyneio Tov aclevov 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 dmOnon 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 2 6
unvav (72,5% oty ouddo mov Elafe povo ynuetobepamneio kot 64,4% otnv ouddo mov ELape
ynuewodepaneio + bevacizumab).

To kOp1o KataAnkTikd onueio amotedespotikotntag nrav n OS. To devTEPEVOVTU KATAANKTIKY
onueia meptAdpupavay v PFS kot 1o 1060616 ovTikeevikng aviondkpione. Ta amoteléoparta and
™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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Mi v aX50AQT O T € A £QOTIUOOTTEON € O Y OO Tl KE OATEBOBD240a v the p O @ €
bevacizumab

XnupetrtoBepanXnuelt obepartme
(n=225) bevacizumab
(n=227)

Kbpio katoinktiko onpeio

Svvolkn emBimon- kKopra avéivon®

Atdpeon Ty (uivee)! 12,9 16,8

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

Zvvolk] emBimon — avéivon mapakorovdnong ’

Atdpeon Ty (uiveg)! 13,3 16,8

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

Agvtepedovta KaToANKTIKA onpeio

EmBimon yopig EEMEN g vosov — kdpia avéivon®

Atbpeon PFS (unvee)t 6,0 8,3
Aobyog kvdvvov [95% Cl 0.66 [0.54, 0.81]
(tyun p° <0,0001)

BéATI6TN GUVOAIKT] avTOmOKplon — KOplo ovéAvon®

Avtomokpifévieg (mocootd 76 (33,8%) 103 (45,4%)
avtomokpiong’)

95% CI yia 0. T0G0GTH OVTOTOKPIONG [27,6%, 40,4%)] [38,8%, 52,1%)]

Alpopd 6T0 TOGOGTA AVTOTOKPIONG 11,60%

95% CI yia T d10p0opd 610 TOGOGTA [2,4%, 20,8%]
avtomdkpionct

Ty p (Eleyyog x teTpdywvo) 0,0117

! Extipnoeig Kaplan-Meier

2 AcOeveic kat T0606T6 ac0evdv pe PEATIGT cuvokt avtamdkpion v mArpn (CR) 1 pepiky (PR)
avtamokpion. [Tocootd mov vroloyiletan oe acBeveig pe petpRon voco katd v Evopén

3 95% Cl y1a éva Stovopud delypa yprowonowmviag T pédodo Pearson-Clopper

4 Katd mpocéyyion 95% Cl yia m Stagopd tmv 800 mococtdv ypnoiponotdviog t uédodo Hauck-Anderson
S"Edeyyog Aoyapdukhc ta&vounong (log-rank) (otpopatomompévoc)

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

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

8 H tyun-p epgavileton povo yio 6omods meptypopng
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Mi v aR6OAgTo T € A €coupvootAal TKINR T cwrotnng € A &E0@-0240a vlip a e i a

EANETNC
SuovoXXimKPBi-—w|g ZuvolkImKPBi-wo
SOYyKpPpLl onN AAAoOC KOopaaaAWornMnAvadlmapakoAC
Bepamei a¢ mapdayoyAoywigv d (95%A)| Noywigv d (95% Q)
Bevacizumab Siomhativn + 0,72 (0,51, 1,02) 0,75 (0,55, 1,01)
gvovtt TOKMTOEEMN (17,5 évovt 14,3 unvov, (17,5 évavtt 15,0 unvov,
un bevacizumab p = 0,0609) p = 0,0584)
Tomotekdvn + 0,76 (0,55, 1,06) 0,79 (0,59, 1,07)
TokATagE (14,9 évovtt 11,9 punvav, (16,2 évavtt 12,0 umvav,
p=0,1061) p =0,1342)
Tomotexdvn+maxit |  Bevacizumab 1,15 (0,82, 1,61) 1,15 (0,85, 1,56)
TogEAN é’V(WTl (14,9 évovt 17,5 punvow, (16,2 évavtt 17,5 unvov,
oloTAATIVIGHToKAL p = 0,4146) p = 0,3769)
Ta&éAng
Mn bevacizumab 1,13 (0,81, 1,57) 1,08 (0,80, 1,45)
(11,9 évovt 14,3 unvov, (12,0 évavtt 15,0 unvov,
p = 0,4825) p =0,6267)

1 H wopra avéioon éywve pe dedopéva pe katonktikn nuepopnvia 12 Askeuppiov 2012 kot Oswpeitor tehky avéivon
2 H avélvon mapakoroddnong éytve pe dedopéva pe katoAnktikny nuepopnvia 07 Moptiov 2014. B ‘tuéc-p epeaviCovra
HOVO Y100 GKOTOVG TEPLYPAPNG

B Us U 5 Uddbydadaghide h d

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 0pBoD, 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 LOEADIOVE 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 TPOYNA0L TNG MNTPAS (KOPKIVOS TOV GMUATOG TNG

HATPAG).

GlocaggdewgdgeedUsUd

Agv TopatnpnOnKe avVTIVEOTAAGLOTIKY OpOcTNPLOTNTA GE VO TPOTYOVUEVEG MEAETEC LETOED TOV
ovvorov 30 Taudimv nhikiag > 3 etdv pe vrotpomalov N e&gAMocdevo 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 wa pehétn evog okéhovg (PBTC-022), 18 moudid pe vrotpomidlov 1 eEeMocduevo ympic duonon
™ yépupag yroimpo vyning kakonetog (ovumepiiappavouévav 8 ue yAoopraoctopo [Babuov IV
rkatd 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 vVLoTPom. 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 avadpOULKY GEPE TEPIGTATIKMV £VOG 10pOLATOC, dtadoytkd 12 moudud (2005 £wc 2008) ue
vrotpomidlov N EehMocduevo yYAoimpa vyning kokonoetog (3 ue Babpov 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
gPooudoes. Agv vnpEay TANPELS OVTATOKPIGELG Kot VANPEAY 2 UEPIKEC AVTOTOKPICELS (KATO KPLTHpLoL
Macdonald).

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

< 18 e1@Vv pE VEOSOYVOGHEVO VIEPGKTVIOLNKO, VITOGKNVISIOKO, TOPEYKEPAALOKO 1| LGYOEDES
YNNG kakonBetog yhoiopo (HGG) vroPAndnkav oe Bepaneio ue peteyyeipntikn axtwvoforio (RT)
Ko emkovpikn tepoloropidn (T) pe ko ywpig bevacizumab: 10 mg/kg kabe 2 efdopddeg evooeAEPa.

H perétn dev métuye TO TPOTEVOV KOTUANKTIKO GNUELD TNG VO eMOEIEEL onpovTiKy BerTimon g
eAevBepng ovpPdpotog emPionong (EFS) (0nmg a&oroynbnke and v Kevrpikr Aktivoloyikn
Enitponr A&oddynong (CRRC)) 6tav to bevacizumab npootédnke oto okéhog RT/T cuykpitikd pe
mv RT/T pévo (HR = 1,44, 95% CI: 0,90, 2,30). Avtd to amoTeAEGUATO TOV GE GUUPOVIN IE EKEIVOL
amo TiG S1popes avardoelg evanrcnciog kot og KAMvikd oyeTikég vroopddes. Ta amoteléouata yuo
OAa Ta devtepevovta Kotonktikd onueia (EFS mov a&loloyndnke and tov epevvntn, kat ORR kot
0S) Ntav cOUE®VO e TO VA ATOdEIKVDOVY Kapia fedtioon mov va oyetifetar pe v TpocdnKn Tov
bevacizumab oto okéhog RT/T o€ ciykpion pe 10 okéhog RT/T povo.

H npocOnkn tov bevacizumab og R/T dev anédeiée khviko 6pelog otn pelétn BO25041 og 60
aELOAOYNGLLOVG TOLALATPIKOVS 0GOEVEIS [LE VEOOIYVMOGIEVO VTTEPGKNVIOLAKO, VITOGKNVISLHKO,
TOPEYKEPOMIIKO 1 HGYOEDES VYNNG KakonBetog yhoimpa (HGG) (BAéne mopdypapo 4.2 yio
TANPOPOPIEC GYETIKA UE TNV TOUSIUTPIKT Yp1oN).

FY) oz tyBUmepars

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

< 18 etdv pe veEodSyVOOUEVO UETACTATIKO POPOOUVOGHPKMMUE KOL U1 POPIOUVOGOPKMULOTIKO
ohpropo ek podlakdv popiov éhapav kabepopévn Bepaneia (Etcaywykn tomkn Oepaneio pe
IVADO/IVA+/-, axolovBodpevn amd cuvtipnon Le Bvopelumivn kol KUKAOQ®GQOUION) Ue 1| xopig
bevacizumab (2,5 mg/kg/efdoudda) yio cuvolikn dibpketa Ogpomeiog mepimov 18 unvmv. 1o ypoviko
oNUELD TNG TEMKNG KUPLOG AVAALGNG, TO KUPLO KaTaANKTKO onpeio g EFS amd v kevrpum
ave&aptntn a&loAdynomn oev £0€1E€ GTATIOTIKA GNHOVTIKY] S10(pOPE ovApesa oTa 000 GKEAN
Oepameiag, pe HR 0,93 (95% CI: 0,61, 1,41), Ty p = 0,72). H d109p0pd 6T0 TOGOGTO OVTIKEUEVIKNG
avtorokpons (ORR) katd v kevipikn ave&aptntn a&ordynon frrav 18% (CI: 0,6%, 35,3%) peta&d
TV dVO okeA®V Bepaneiag oTovg Alyoug acbeveic mov giyav a&toAoynoio 0yko oty Evapén kot
glyov emBeparopévn avtamdkpion apwv Adfovy omoladnmote tomiky Oepameio: 27/75 acbeveig
(36,0%, 95% CI: 25,2%, 47,9%) ot0 okélog tng ynuetobepanciog kot 34/63 acOeveic (54.0%, 95%
Cl: 40,9%, 66,6%) oto okélog bevacizumab + ynuetoBepanciog. To telkd KoTOANKTIKO ONUEiO TRV
avordoewv OS dev £de1ée Kavéva onpavtikd kKvikd 6eelog amd v TpocHikn tov bevacizumab ot
ymureobepaneio og ovtdV TOV TANBLGUO 00OEVDV.

H npocOnkn tov bevacizumab otnv kabiepopévn Bepaneio dev £6€1Ee KAMVIKO OPELOG GTIV KAIVIKY|
perétn BO20924, oe 71 aforoyfoya modid (MAkiog and 6 unvov €og ket tov 18 etdv) acbeveig
UE LETOOTOTIKO PAPIOUVOGAPKMLLO KOl U1 PABOOUVOGUPKMUATIKO GAPKMLLO K LOAUKDOY HopimV
(PAéme mapaypo@o 4.2 Y10, TANPOPOPIEC GYETIKA UE TNV TOLIIATPIKT YpTIoN).

H enintoon tov avemBountov coppdviav, copreptiaufoavopévay Tov avemountov coppavtov

2 3% Babpov Kot Tov cofupmv aveETIBOUNT®V EVEPYELDV, NTAV TOPOUOL0 LETAED TV dVO CKEAMV
Oepamneiog. Agv onueiddnkav averilBounteg evépyeleg Tov va 001yovv o€ 0GvoTo 6 0mo100MTTOTE
okélog Oepamneiog. Olot o1 Oavatol amoddbnkay oe e£EMEN g vooov. H mposOnikn Tov bevacizumab
oTNV TOAVTPOTIKN Kabiepmpévn Bepameio avnKe vo YIVETOL OVEKTT] GTOV GUYKEKPLUEVO TOLIITPIKO
TnBucuo.
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52 dappgakKkoOKIIWNTIOITKIETE C

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
Yo, 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 oooAn Tov bevacizumab sival wapdpota 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 mpdcedeon g IgG otov vrodoyéa FCRN £yel og amotédeosio 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 yopmAn aApovpivn kot to vynAd eoptio Tov GyKoL 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 ddueceg TG 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&loAoyN00vV 01 EMOPAGELS TV SNUOYPUPIKDY YOPUKTNPIOTIKMY. X& EVIIAMKES TO,
amoteEAEoUATO OEV KATESEIEOY ONUAVTIKY S0pOpa 6T GOPUAKOKIYITIKY TOL bevacizumab ce oyéon
pe v nAioL.

2UG epealUs Us gy 2aU

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

¢ UUbpkalsUsgy oal

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

"YUs b s UUsdedaghlide f d

H gapuaxokivntikn tov bevacizumab a&ioioynOnke oe 152 moudid, erfovg kat veapohc evilkeg
(MAwciag 7 unvav éng 21 etdv, Bapoug 5,9 £wmc 125 kihmv) og 4 KMVIKEG LEAETES YPTOILOTOLDVTOS EVOL
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 opalomomdnkay o oyEon Ue To OUATIKO BApog, £TEVE TPOG HLelwon
TAPUAANAQ e TN pelmon Tov copatikod Bapove. H niucio dev oyetioTnKe He TN QOPUOKOKIVITIKT
Tov bevacizumab dtov Aenke VoYM TO cOUATIKO BAPOC.

H gappoxokivntikn 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 GOyKplon e Evav Tumkd evijlika 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.

53 MpokKARBEBWOYIEIWPWGT @AAE L A

Y peléteg dapkelag £mg 26 efdopddeg og mbKovg cynomolgus, mapatnpriOnke empuoiokn
dvomhacio oe veapd (oo pe avolkTong anéntikong xovopous oe nEcEg 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 000G, O emdpAcelc 6NV EMOVAMGN TPODUATOS 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 peioon/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
rkovvéla. Ot mapatnpnBeiceg emdpdoeic cuUTEPIAAUPAVAV LEWDGELS GTO COUATIKO 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 800N 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
HETd TV KukAopopia Tov TPoidvTog TapEyovtal oty Tapdypaeo 4.6 ovipdtnra, Koo Kot
yorovyio ko 4.8 AvemBounteg Evépyeteg.

6. PAPMAKEYTINMKNBP OPOPI EZ

6.1 KatdAeygdqgyx wv

Tproddln dwdpikn

Natpro 0&kd Tpwdpikd

O&wko o0&

IToAvcopPikd 20

Yéwp yio evéoipa

6.2 AcuvpBatotnrtec(

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
apaiddnke pe dtodvpoto yAvkolng (5%).

6.3 Al apKena

Mn avoryuévo glaiidlo

3 xpovia.

ApaloUEVO QAPLOKEVTIKO TPOIOV

"Eyet katadeyfel ynukn kot puoikn otabepotnta katd T xpnon ywo 48 mpeg og Beppokpacio 2°C
¢mg 30°C og ddlvpa yYhwprovyov vorpiov yia evéoipa 9 mg/ml (0,9%). And pikpoProroyiky dmoyn,
70 TTPOidV B mpémel va ypnoiponoleital apeca. Edv 6g ypnoonombei dueoa, ot ypdvol @OAacng kot
01 GLVONKEG KaTd TN YP1oN Eivar vBVVT TOL YPNOTY Kot KAVOVIKA deV Oa Tpémel va gival peyaAdtepot
t0v 24 opov ot Beppoxpacio 2°C £wg 8°C, ektdc €dv 1 apaion TPayUATOTOONKe GE ELEYYOUEVES
Kol puOpcuéveg donnreg cuvONKec.

6.4 | 01 oi TwpEPEUAKIETENPY A atéomp 0T OV T 0 C

duvrdooete og yoyeio (2°C - 8°C)
Mnyv katayOyeTe.
Dvidocoete 10 PLOAId0 6T0 EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OO TO PWG.

Mo t1g oVVONKEC SoTPNONE LETA TNV APAIOOT] TOV PAPUAKELTIKOD TPOidVTOg, PA. Tapdypapo 6.3.
65 PO OKMAAULOT OTTOTKEGP | € K T N

4 ml dredvpotog g PraAioto (yvari Tomov I) pe mopa (ehactikod fovtvriov) mov wepiéyst 100 mg
bevacizumab.

16 ml dreAdpatog o€ PLaridno (yvori Tomov 1) pe ndua (ehaotikod Bovtvriov) mov mepéyel 400 mg
bevacizumab.

Yvokevacio Tov 1 ploAidiov.

6.6 | 01 oiTwEMEUADTECER PCK PANACAYLL P L G U O C
Mnv avokiveite 1o @loAidto.

To Onbevzi Ba npénet vo mpogTodletot and exayyeApoTioo VYELOG XPTCILOTOLOVTOG ACTTN TEXVIKT|,
MOoTE Vo, Ol PaAileTan 1 oTEPOTNTO, TOV avacLaTafévtog dlaAdpotoc. [ TNy mpogTolpacio Tov
Onbevzi Oa mpémel va ypnoomoteital oteipo feAdva kot cOpLyya.

H avaykaio tocotnta bevacizumab 6o npénet va avappo@dtot kot vo apatdveTot oG Tov
amaLTOVUEVO OYKO YopNynong ne didivua yAwpiodyov vorpiov yia evéotpa 9 mg/ml (0,9%). H tehikn
oVYKEVTPOGN TOL dlaivpatog bevacizumab Oa tpénet va Swatnpeitar evtdg tov evpovg 1,4 mg/ml mg
16,5 mg/ml. v mheroymoeia tov mepurtdosnv 1 avoykoio tocdtnta Tov Onbevzi pmopei va
apaimBei pe didAvpa yYroplodyov vatpiov 0,9% yia evésiua pe cuvoiikd 6yko 100 ml.

Ta @apuaKELTIKA TPOIOVTO TOPEVTEPIKNG ¥pTionG Ba mtpénet va e&etalovton omTikd yio vapén
COUOTIOIOV KOl ATOYPOUATIOUO TPV TN XOPTYNOT.

Agev €yovv TopotnpnOel acvpuPototnteg peta&d Tov Onbevzi kot tov cakmv amd ToAVvoloyAwnpidio
N TOAVOAEPIVN 1 TO. GUGTAUATA £YYVOTC.

To Onbevzi givon povo yio epanal ypnon, kabng 1o Tpoidv dev mepiéyel cvvnpnrikd. Kade
QPN OLULOTOINTO PAPUAKEVTIKO TPOIOV 1 VIOAEYUE TPETEL VO ATOPPITTETOL COUPMOVA LE TIC KOTA

TOMOVG 10 DOVCEG GYETIKEG SLATAEELS.
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7. KATOXO2H2AAE!I KXYKAO®POPI AZ

Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OX\avdio
bioepis.mi@medinformation.co.uk

8. API OMOZADE) KYKAO®POPI AZ

EU/1/20/1499/001 — 100 mg/¢pioridio tev 4 ml

EU/1/20/1499/002 — 400 mg/@iaridio twv 16 mi

99 HMEPOMHNIPAQTHEI KPI ZHXZ/ ANANHNAHE] AX
Huepounvia mpag éyxpiong: 11 lavovapiov 2021

100. HMEPOMH ANAGEQPHIYIB®XEI MENOY

Aemtouepeic TANPoQopieg Y10 TO0 TAPOV POPUAKEVTIKO TPOIOV ival S1HBESILEC GTOV SIKTLOKO TOTO
tov Evpomaikod Opyavicpov @apudakmv: http://www.ema.europa.eu.
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MAPATRHMA |

MAPAZKEYAZZITHEElI OAOT | KRAZTI KHZ
OYZIl KANAPAZKEYAXTIHLY OY NOIZAHN
ANOAEZMEYXOMWIAPTI AQN

OPOHMEPI| OPl SMEIT| MBTHA| AGEEAI
THXPHZH

AANNCOPOKAIANAI THZEHRAAEI AZX
KYKAO®POPI AZ

OPOHMNEPI OPI ZNMONI KMET HM >~ ®AANKIA |

ANOTEAEZMAKXKIPKKEHOYAPMAKEYTI KOY
MPOI ONTOXZ
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A. MMAPAXZKEYAZHEEI OANOT | KRAZTI OMZ | KA
MAPAZKEYAXTHXZYY OY NODEAHMIMOAEEXMEYOMIAPTI AQN

‘Ovopa kot 61evfuveon Tov TapacKeLaoTh TS BLOAOYIKOC PACTIKNG 0VGIOC

Biogen (Denmark) Manufact. ApS

Biogen Allé 1
Hillerad, 3400,
Aowvio

‘Ovopa kot 61evfuveon Tov TOPACKELAOTH OV Eival VITEVOVVOC Yo TNV OTTOOEGUEVOT TV TAPTIOWV

Biogen (Denmark) Manufact. ApS

Biogen Allé 1
Hillerad, 3400,
Aowvio

B. OPOHNEPI OPI ZMEITAMETHAI AOGEEANMT HXPHZH

DoppokevTikd TPOidV Yo T0 0Toi0 amoLteitan TEPLOPIGUEVT 1TPIKh cuvToyn (PA. mapdptnpa I:
[Mepiinyn tov Xapaktnpiotik®v tov ITpoidvtog, mapdypogpog 4.2.)

r AANNGQOPOKAIAMNMAI THEXZEHAAEI KYKAO®OPI AZ

a EKOEMEPKOATMA P a K 0 A otOrpgpapm A (PSURY,

Ot amartnoelg yio v vaofoin tov PSURS yuo 10 ev A0ym @apuakevtiko mtpoiov opilovtal 6Tov
KatdAoyo pe T nuepounvieg avagopds g Evoong (katdroyog EURD) nov mapatifeton oty
Tapdypoeo 7, Tov dpBpov 107y, tng odnyiag 2001/83/EK kan kébe emakdlovdng emkoiponoinong
OTIMG OMLOCIEVETAL GTIV EVPMOTOIKT SUCTVAKT TOAT Y10l TO POPLLOKOL

A. OPOHMNEPI OPI ZMEITI MHATHM X PANKHAIATTIOTEAEZMATI KH
XPHZHOYYAPMAKEYTIMKROOI ONTOZX

a SXEDLOXEKPpIVONE A K)

O Kdroyoc Adeiag Kukhopopiag (KAK) Oa die&aydyel Tig amattodeVeg OpaoTnplOTNTES Kol
TOPEUPAGELS PUPOKOETOYPVUTVIONG OT¢ Tapovotdlovial 6to cupuenvniéy ZAK mov
mapovctdeTar otny evotnta 1.8.2 g ddetng kuklopopiog Kot 0molecdNToTe EmaKOAov0eg
gykekpipéveg avabempnoelg tov ZAK.

‘Eva emucaiportomnpévo XAK Oa mpénet va katotedel:

I Metd anod aitmpo tov Evponaikov Opyaviopod @oppdkov,

I Omotedfmote TpomOTOLEiTAL TO GOGTILO JLAXEIPIOTG KIVOUVOL, EIOTIKA (OC OTOTEAEC O ATYNG
VEOV TANPOQOPLOYV TTOV UTOPOVV VO ETLPEPOVY GTLLOVTIKT] QAAOYT GTN OXE0T) 0OQPEAOVG-
KIOUVOL 1 OC ATOTEAEGILO TNG EMTEVENG EVOG GTLOVTIKOD OPOGTILOV (QUPUOKOETAYPOITVIOT|
N EAAYLOTOTOINGT KIVOVVO).
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MAPAPTHIMIAI

EMNI ZHMANAHPY AANOAHT I RRHZHZ
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AENI > HMANZXZH
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ENAEI ZIEOMIPENMBENIAANAT PAOPONTTAHE=ZQTEPI ZRE KEYAZI A

KOYTI

/1. ONOMAITAYWAPMAKEYTIMKROY ONTOZX

Onbevzi 25 mg/ml Tokvé diddvpa Yo TopacKeLT) SIOADLATOS TTPOG EYXVON
bevacizumab

(2. SYNOESHWAPA:ITI KHQOYER)A( Ex)

KdabOe graridio mepiéyer 100 mg bevacizumab.

| 3. KATANOIIBOKAOXQN

Tprordln dwodpikn, vatplo o&kd Tprdpikd, 0&kd o0&y, ToivcopPikd 20, Héwp Yo evésa.

4. ®APMAKOTEXNMOPH K AINMEPI EXOMENO

IMokvo didhvpa Yo TapackeLy] SIHADIOTOS TPOG EYYLON
1 praAidio v 4 ml
100 mg/4 mi

|5, TPONACAIOAOI ( ®OPHIHIHSZ

Mo evoo@AEPia xpnom HeTd amd apaimon
Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPTON).

6. EI Al HKPMOEI AONOEMMBQONMETHNMNOI AODAPMAKEYTI K
MPOT OIPENBEAOPYANAISEIBEZH,HNOMNOINEMAENOXM
AENIPOZETIT I ZGNMAI Al A

Na puidcoetal o€ 0éon v omoia dev PAEmoVV Kat dev Tpoceyyilovy To TodId.

7. AAAH( EIN|I KHUOEQEI AONOI HSHAMNEI NAMAPAI THTH(]

8. HMEPOMHNAHA=HZ |

AHEH

9. EI Al KE2NOHKBYAA=ZHZX

Ddvrdocete o€ Yoyeio.
Mnv kaToyOyETE.
Ddvidcoete 10 PLOAidL0 6To €MTEPIKO KOLTI.

10. I Al Al TEBPEBBRYAAZIEIZXHMNMTIMOP P | THRHNH
XPHZIl MOMNOI HOBPRPMMKE Y T ITKRXN ON THYINQ N
YMOAEI MMATIOMIPOEPXONATAYTAPOZOANMAI TEI TAI
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[11. ONOMAKAKNI EYOY MAH OXYTHAAEI KYKAO®OPI AS

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

|12. AP| OMOIADPE) KYKAODOPI AZ

EU/1/20/1499/001

113. API| OMOAPTI AAJO|l XRAIOAKAKQAI KIDPOI ONTOZ >

TToaptida

|14. TENI KWTATAEHAHAI AGH

|15, OAHT | XBHSHS

‘ 16. MAHPO®OPXI BBRAILLE

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

17. MONAAI KIONAT NQP | S TKKMAKOA|I Al A TAARONMQTOX
KQAI| K@)

Aodidotatog ypoupmtoc kodikag (2D) mov gépet Tov meptAn@Bévta Lovadikd avayvoploTikd
KOOKO.

18. MONAAI KIONAT NQPI ZTKXKMA2KOAEAOMERNNAT NQZX IAMA
TOMNGPQMNO

PC
SN
NN
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EAAXIT ZERNAEI ZIEOMIPENBENIAANAT PAPONTTANMI KPEZ
2TOI XEIl A EIKEYAZZI EZ

eI AAL Al O

| 1. ONOMAITAYAPMAKEYTYIKROOT ONTKOAIOA O ( ROPHI HX|

Onbevzi 25 mg/ml oteipo mokvod didivpo
bevacizumab
EvdopAéPia Eyyvon petd and apaioon

|22 TPONOGCOPHIHIHE |

3. HMEPOMHNAHA=HZ |

EXP

4. API OMOAPTI AAS

Lot

| 5. MEPI EXOMKENDBAPOEKEATOIT KMHKATMONAAA

100 mg/4 ml

6. AANATOI XEI A
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ENAEI ZIEOMIPENMBENIAANAT PAOPONTTAHE=ZQTEPI ZRE KEYAZI A

KOYTI

/1. ONOMAITAYWAPMAKEYTIMKROY ONTOZX

Onbevzi 25 mg/ml Tokvé diddvpa Yo TopacKeLT) SIOADLATOS TTPOG EYXVON
bevacizumab

(2. SYNOESHWAPA:ITI KHQOYER)A( Ex)

Kda0Oe graridio mepiéyet 400 mg bevacizumab.

| 3. KATANOIIBOKAOXQN

Tprordln dwodpikn, vatplo o&kd Tprdpikd, 0&kd o0&y, ToivcopPikd 20, Héwp Yo evésa.

4. PAPMAKOTEXNMOPHPHMAINMEPI EXOMENO

IMokvo didhvpa Yo TopacKeLT SIHADUATOC TPOG EYYLON
1 praAidio tov 16 mi
400 mg/16 ml

|5, TPONACAIOAOI ( ®ROPHIHIHZ

Mo evooAEPia xpnom HeTd amd apaimon
AwPaote T0 QUALO 0INYIOV XPNOTG TPV OO TN YPNOT.

6. EI Al HKPMOEI AONOEMMBQONMETHNMNOI AODAPMAKEYTI K
NMPOl OIPEMNBAPYAAZIEEEOEZAMHNMNOIMEMBAEMNOXM I
AENIPOZEINTI|I Z@GNMAI Al A

Na euidcoetal o€ 0éon v omoia dev PAEmOVV Kat dev Tpoceyyilovy To TodId.

(7. AAAH(EINI KHOEQEI AONOI HEHANEI NANAPAI THTH(]

8. HMEPOMHNAHA=HZ |

AHEH

|9. EI Al KEXNOHKBYAA=ZHX

dvidcoete og yoyeio.
Mnv kaToyoyeTe.
dvidooete 10 PLoAido oTo e€MTEPIKO KOLTI.
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10. | Al Al TEBPBEBRYAAZIEIZAHMNMTIMOP P | THRHNTH
XPHZ1 MOMNOI HOBRPMMKE Y T ITKFRXON ON THYINQ N
YMNMOAEI MMATIOMIPOEPXONATAAY T APOZ OANIMAIET TAI

[11. ONOMAKAILI EYOYNMAH OXOHAAEI KYKAO®OPI A

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

[12. API OMOZADE) KYKAO®POPI A3

EU/1/20/1499/002

[13. API OMOAPTI AAS

[oprtioa

|14. TENI KATATAEHAHAI AGH

|15, OAHT | EEHIHSZ

‘ 16. TMMAHPO®OPI BBRAILLE

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

17. MONAAI| KIONAT NQPI| S KKK OAI Al A TAAOMMQTOS
KQAI K@D

Aodidotatog Ypoupmtoc kodikag (2D) mov gépet Tov meptAn@Bévia Lovadikd avayvoploTikd
K®OKO.

18. MONAAI KIONAT NQPI Z TKKMAA2KOAEAOMERNNAT NQZXZ IAMA
TOMNOPQNO

PC
SN
NN
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EAAXIT ZERNAEI ZIEOMIPENBENIAANAT PAPONTTANMI KPEZ
2TOI XEIl A EIKEYAZZI EZ

el AAL AT O

| 1. ONOMASTAYAPMAKEYTITKROY ONTKGSIOAOS ( ROPHI HZ|

Onbevzi 25 mg/ml oteipo Tokvod didivpo
bevacizumab
EvdopAéPra éyyvon petd and apaioon

|22 TPOMNOCOPHIHIHZ |

3. HMEPOMHNAHA=HZ |

EXP

4. API| OMOAPTI AAS

Lot

| 5. MEPI EXOMKENDBAPOEKEATOIT KMHKATMONAAA

400 mg/16 ml

6. AANATOI XEI A
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BPYAANOAHT | RRHXHZ

72



POADONYX YoM po @y praogwe 1 o1 N

Onbevzi25mg/MI MU KYIOAAWIHEIO P O CR E TR L ME E@CQ L O N
bevacizumab

vTo QApUOKO aVTO TELEl VIO CLUTANPOUATIKY TOPaKOAOVONGN. AVTo Ba emiTpEyeL To Yp1yopO
TPOGIOPIoUO VEDV TANPOPOPLOV acPaAeloc. Mmopeite va fondnoete péow g avagopdg mlavmv
AVETBOUNTOV EVEPYELDY TIOVL EVOEYOUEVMG TTopovatalete. BA. Téhog g mapaypdpov 4 yio Tov TpOTo
avaQOPAG aVETIOOUNT®V EVEPYELDV.

Al aBa@oOaec IOAIOKANMNMPUWA AN YX Y TP P X i OePE& Ol HOTIOI €0 TE
aurrcnpapuoﬁmocmeml AogfBAaoe MTA KO Q QY IAIALL G
DvrdEte avTo TO POALO 0dNYIDV Yprone. Towg ypelaotel va to dofdacete Eava.
- Edv éxete mepartépm amopieg, poTNGTE TOV Y1OTPO, TOV GAPLAKOTOLO 1] TOV VOGOKOLO GOG.
- Edv mapomnpricete Kamowo avemBOUNTN EVEPYELD, EVILEPDGTE TOV YIOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO G0G. AVTO 1oY0eL Kot yio, KAOE mhavi avemBOunNTn evEPYELL TOV OV UVAPEPETOL
670 TOPOY PUALO 0dNYIDV XpNong. BAéne mapdypago 4.

TIMEPIERAPOYAAINY | WV :

Tt eivar to Onbevzi kot ol givat 1 ypHomn Tov

T npénel va yvopilete Tpv xpnooromoete to Onbevzi
I va ypnoonooete to Onbevzi

[MBovég avemBOuntec evépyeteg

IMog vo puidooete To Onbevzi

[epreydpeva g cvokevaciog Kot AOTEC TANPOPOpieg

Uk wdE

1. Tiei wadnbevzik amo €& X P R0 QU

To Onbevzi tepiéyet ) dpaoctikn ovoio bevacizumab, to onoio givar éva e&avOpomonompévo
HOVOKA®VIKO avticopa (£vag TOmog TpmTEivIG Tov GuVNOMG TaPAYETOL O TO (VOGOTOTIKO
GUGTNHA Y10 VO BonONcEL GTNV VAEPAGTIGT TOV OPYAVIGUOD Ao AOMEELS Kot Kapkivo). To
bevacizumab cvvdéctor exhextikd pe pio mpmteivn mov ovoudletatl avOpdmivog avéntikdg
Topdyovtag tov ayysiakov evéodniiov (VEGF), o omoiog Bpicketol otnv ecmtepikn empavela tmv
ALLOQOPMV KOl TOV AEUPIKDV ayyeimv otov opyavicpod. H npoteivny VEGF apokaiei v avamtuén
TOV QLLOQOP®V OYYEIMV EVTOS TMV OYK®V, OLTA TO ULLOQOPQ arYYEiD, TapEYOVY GTOV OYKO OpemtiKd
ovotatikd kot o&uyovo. Molg to bevacizumab cuvdebei pe tov VEGF, 1 avamtuén tov 6ykov
eumodileTol avaoTEALOVTAG TNV AVATTUEN TOV AHOPOP®V AYYEI®V TOL TaPEXOLV Ta BpemTicd
GLOTOTIKA Kol 0EVYOVO GTOV OYKO.

To Onbevzi givat éva @appoko mov ypnoionoteiton yia t Oepomeio evniikov acbevov pe
TPOYMPNUEVO KOPKIVO TOV Tay£0C EVIEPOL TL.Y., TAYE0G EVTIEPOL 1) TOL 0pBov. To Onbevzi Ha
YOPMYELTAL GE GLVOVAGUO LE ay®mYN ¥nueodepameiag, N omoia TEPLEYEL EVOL PAPLOKO
eBoplomupyudivng.

To Onbevzi ypnoiponoteital emxiong yio ) Oepaneio evndikwv acOevdv pe HETOOTATIKO KAUPKIVO TOL
paotov. Otav ypnoyomoieiton o€ acbevelg pe Kapkivo Tov pactov, Ba yopnysital pe Eva
QOPUAKEVTIKO TPOTOV Yo ynpelobepaneio mov ovopdletor TakATta&éAn N Kareottafivn.

To Onbevzi ypnoiponoteital emiong yio ™ Oepaneio evndikwv acOevdv pe mpoympnuévo un
HKPOKVTTOPIKO KopKivo Tov wvevpova. To Onbevzi Ba yopnyeitar pali pe oyxnua ynueobepameiog
OV TTEPIEYXEL TANTIVOL.

To Onbevzi ypnoiponoteital emiong yio ™ Oepancio evnAikov acOevdv pe Tpoympnuévo pUn

LUIKPOKLTTOPIKO KOPKIVO TOV TVELLOVA OTOV TO, KOPKIVIKA KOTTAPO £X0VV EIOIKEG LETAAAAEELS HLOG
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TPOTEIVIG OV OVOUGLETAL VITOSOYENG TOV emdEPKOD avéEntikon mapdyovto (EGFR). To Onbevzi Oa
yopnyeital o€ cuvévacud pe erlotinib.

To Onbevzi ypnoiponoteital emiong yio ™ Oepancio evnAikov acOevdv pe mpoympnuévo Kapkivo
veppav. Otav ypnotponoteital oe acbeveic pe kapkivo veppmv, Ba yoprnyeiton padi pe évav dAdo Tomo
oapudrov Tov ovopdleTol vTepPepOHVT.

To Onbevzi ypnowonoteitat exiong yuo t Bepancio evniikov acBevdv pe Tpoywpnuévo emtONAaKo
KapKivo Tov mobnkdv, kapkivo Tov oaywydv, | tpotonadolc kapkivov tov mepttovaiov. Otav
ypPMolLoToEiTan 6 acbeveig pe emBNALOKS KOPKIVO TOV @OONK®Y, KAPKIVO TOV @UyOYdV, 1
TpmTOTOON KOopkivo Tov TEPLTOvaiov, Ba Tpémet va yopryeitol oe cuvdvacud e KapPomiativn kot
TOKMTOEEAD.

Orav ypnopomnoteitor yia Tovg evijlikeg acbeveis pe mpoympnpévo embniiokd Kapkivo tov wobnkdv,
KapKivo ToV maymymv 1 TpoTonadn KapKivo Tov mepttovaiov, v omoimv 1 vOcog Exel emavEérDet
TovAdyloTov 6 puMveg petd v tedevtaio opd wov voPfARONKaV og Bepaneia pe Eva oyRua
ynueodepaneiag mov mepiéyel mapdyovta mhativac, To Onbevzi Oa yopnyeitan oe cuvdvocud pe
yepoitafivn kot KapPorAativn 1 pe kapPomiativn kot mokATaEEAT.

Orav ypnoipomnoteiton yia Tovg evijlikeg acbevelg pe mpoympnpévo embniiokd Kapkivo tov wobnkdv,
KOPKIVO TOV ®oymymv 1| TpoTonadn KapKivo Tov mepttovaiov, v omoimv 1 vOcog Exel emavEéADet
TovAdyloTov 6 puMveg uetd omd v TeElevtaio popd mov vrofAnOnkav o Oepameia e Eva oyniua
ynueodepaneiag mov mepiéyel mapdyovra mhativac, To Onbevzi Ba yopnyeitan o cuvdvooud pe
TOKMTAEEAT, 1] TOTOTEKAVT] 1] TEYKVAOUEVT] AITOCO KT do&opovfikivn.

To Onbevzi ypnoiponoteital, exiong, ywo ™ Bepaneio evniikov acBevav e epuévov, vToTpomalmy 1
HETOOTATIKO KapKivo TOL TpayiAov Thg puitpag. To Onbevzi Ba yopnysitol e cuvdvacud pe
ToKMTAEEAT Kot GIOTAATIVI 1, EVOAAAKTIKG, LE TOKAITAEEAT Kot TOToTeEKAvVN o€ aobevelg Tov dev
umopovv vo, Adfovv Bepomeio pe TAativa.

2. TimpeEmwgIv wp i TEPEKTPEN G| Y 0 Tio®NREevZ T €

Mn ¥ p nuaoITT 0 | M dabewei

- og Tepintmon oAlepyiog (vrepsvaictnoiog) oto bevacizumab 1 g omol0dfmote GALo amd Ta.
OLOTOTIKG 0V TOD TOVL PAPUAKOV (avoaEEPOVTAL TNV TaPdypapo 6).

- o€ mepintwon aAlepyiog (vrepevarcOnoiog) oe TPoidvTa TNG KLTTOPIKNG GEPEG ONAacTiKo
(Chinese Hamster ovary, CHO) 1} o€ Ao avacvvdvacpéve aviporve 1 eEavOpmmonomuéva
VTGO UATO.

- o€ TePImTOON OV €16TE £YKLOC.

Mpoeil doTkOOMPOPL A A& €1 C
AmevBuvBeite oTOV Y10TPO, TOV POPLOKOTOL0 1| TOV VOGOKOUO GG TTpty Tapete To Onbevzi:

i Eivau mbavo 611 to Onbevzi umopei vo avénoet Tov kivouvo dtétpnong Tov Toly®UeTOS TOV
eviépov. Eav éxete T1g ouvOnieg Tov TpokaAoby AEYHOVT] HEGO GTNV KO (TT.Y.
EKKOATIOUOTITION, GTOUOYIKG EAKT, KOAITION oyeTilopevn ue ynuetofepameio), Tapakareicte va
70 6V{NTNOETE LE TO YOTPO GOG.

i To Onbevzi umopel vo avénoet Tov Kivouvo gpeaviong U Puo1oAloyIKnig cOVIESTS 1} 61050V
peta&d dvo opyavev 1 ayyeiov. O kivouvog eppdviong cuvoeons peta&h Tov KOATOL Kot
0T010VONTOTE GMUELOL TOV EVTEPOL Pmopel vo, avénbei edv Exete eppévovta, vrotpomialovra M
UETOOTATIKO KApKiVO TOV TpayNAoL TNG UATPOC.

1 To gpdppoko avtd pumopel va avéNoet Tov Kivouvo arpoppayiog 1 va avioet Tov Kivouvo yia
TPOPANUOTA [LE TV EXTOVAWMGT] TPAVIOTOS HETA A0 YEWPOLPYIKN enéuPaocn. Edv mpoxeiton va
voPAnOeite og gyyeipnon, eav eiyate vwoPfAndei oe peilova yeypovpyikn enépPacn evidg tov
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TEAEVTOIOV 28 NUEPDOVY N GV £XETE AKOUT LUT) ELOVAMUEVO TPODLLOL LETA OTTO XEPOVPYIKN
enépuPaom, dev Ba mpémel va AdPete ovTO TO PAPLLOKO.

To Onbevzi umopei vo. avénoet tov Kivouvo avartuéng cofapdv AotumEemv Tov dEpUaTog 1
BabiTtEpmV OTPOUATOV KAT® 0md TO SEPUM, 1OLOITEPO EAV EYOTE SLATPTOT TOL TOLYYDUOTOC TOL
EVIEPOL 1 TPOPANLLOTA [UE TNV ETOVAWMGT] TPOVLOTOG,

To Onbevzi umopei vo. av&noet v enintmon g VYNANG aptnplakng Tieong. Edv éxete vynin
apTpoKy mieomn 1 oroio dev glvar KaAd EAEYXOUEVT] LE AVTIVTEPTACIKA QAPLOKOL,
TapoKaAEioTE Vo TO GLINTNOETE [E TO YLTPO G0G, Kabmg mpénet va Pfeformbeite 0T M
aptnplakn mieon oag givor vd Eheyyo npv apyicete T Oepameio pe to Onbevzi.

Av éyete 1 elyarte KoTd T0 TAPEXBOV avevpucpa (S10yKmon kot EacBévnon Tov ToYMUATOC
ALLOPOPOL OryYEIOV) 1 SLOWPIGHO TOV TOLYMDUOTOS CUOPOPOV ayyeiov.

Av106 T0 PaPHOKO OLEAVEL TOV KIVOUVO VO LITGPYEL TPMTEIVT 6T 00Pa GOG, EWIKE oV EXETE 10T
VYNAN apTNPLOKT TTiEo.

O «ivdévvog avantuéng Bpoupwv aipatog otig aptnpieg cog (évag THTOG apPoPOPOL ayyelov)
propel va ovénbei edv giote dvo TV 65 eTdv, gdv &yete dafntn 1 edv giyate oM BpduPovg
aipatog otig apmpieg coc. apakalovpe evUEPDGTE TO YIATPO GAg, 0poD o1 Opoppot 6To aipa
umopei va 00MyNGoLvV o€ Kapdtokn TPocPorr Kol EYKEQOAKO ETEIGOO10.

To Onbevzi umopsei vo avénoet eniong Tov kivovvo avamtuéng Opdufwv aipatog otig PAEPEG
o0g (évog TOTOG aLoPOpOL ayyeiov).

To @appaxo avtd Propel va TPOKOAEGEL Opoppayia, W10iTEPA TOV OYKOV TOL GyeTIlETON pE
apoppayio. [Mapokadeiote Onwc GLUPOVAELTEITE TO YIOTPO GO EAV EGEIG ) 1 OIKOYEVELN GOG
TEIVETE VAL VTTOQEPETE A0 TPOPANLLATO OLLOPPAYinG 1) €AV TaipVETE PAPLOKO Yio TNV OPOi®oT
TOV O{[LOITOG Y10l OO0 TOTE AGYO.

Eivow mbovd 6t to Onbevzi umopei va mpokaAécet oupoppayio péca 1 yopw amnd tov eyKEPard
cag. [Tapaxoieiote va 1o culntioete PE TO YITPO GOG EAV TAGKETE OO PETOGTAUTIKO KOPKIvo
7oV EMNPEALEL TOV EYKEPALD GOC.

Eivor mBavé 6t to Onbevzi propet va avénoet tov kivouvo apopporyiog 6tovg TvedUovES 6ac,
ocuumepthapPoavouévou tov Prixa Kot Tov va gtovete aipa. [apoakaieiote va cu{nmoete pe 10
YTpO C0G €AV EYETE TAPATNPTCEL AVTA TPOTYOLUEVAC,.

To Onbevzi uropei vo. avénoet tov Kivduvo exdfimong adbvaung kapdidc. Eivatr onuoavtiko vo
yvopilel o yaTpdc cog edv Exete Toté AaPet avOpakvkAiveg (Yo mopdadetypo doEopovfikivn,
£€va GLYKEKPLUEVO €100¢ TNE ynuelobepameiag Tov ypnoyomoteital yia tn Oepaneio oplopévov
Kkapkivov) 1| éxete vroPAnbel og axtivobepancio 6to 6THBOC Gog, N oV £XETE KAPOLOKT VOGO.

To @appako ovtd propel va TPoKOAEGEL AOUMEELG Ko pict ELATTOOT TOV aplBpol Tov
0VOETEPOPIL®V GOG (€va 100G KLTTAP®OV TOV CULLOTOC CTILOVTIK®Y Y10, TNV TPOCTUGI0 Gog omd
Ta faxthipia).

Eivow mbovd 6t to Onbevzi umopel va mpokaiécetl viepevaictnoia (coumeptloafovopuévng me
AVOQPLAOKTIKNG KoTomAN&lag) 1/kat avTdpaoelg katd tnv €yyvon (avtidpdcelg Tov oyetiovrol
pe v éveon tov eappakov). Hapokaieiche va evnuep®OETE TO Y1IOTPO GOG, TOV PAUPHOKOTOLO
KO/ TN VOGOKOUO €4V €xete Pidoet 6To Taperdov TpoPfAnuota et and evEGELS, OTMC
{aAn/aicOnua Mmobopiog, Svomvola, oldnpua 1 e&avonua.

Mo oTdvia VEDPOAOYIKT| ovemBountr evEpyeLa TOL ovopdleTol cOVOPOUO TG OTicOog
avoaotpéyiung eykepatonddeiag (PRES) éxel cvuoyetiotel pe ™ Bepamneio pe to Onbevzi. Eqv
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€yete TOVOKEQPAO, dtatapoyés TG Opacmg, cLYYLOo™N 1 OTACUOVS, LE 1 X®PIG LYNAN TTiEoT TOV
allaToC, TOPUKAAEIGOE VO ETIKOIVOVIGETE [LE TO YIATPO GOC.

Iopokareiote vo GLUPOLAEVTEITE TO Y1OTPO GOG, AKOUN KOl EAV GVTEC Ol TAPOUTAVE® KATUCTOCELS
toyvav yio €0dg povo 6to Topehdov.

Ipw wapete to Onbevzi 1 eved AapPavete Oepomeia pe o Onbevzi:

bl Edv éyete M eiyote mOVO 670 GTONA, TO OOVTIO Ko/ 6T Yvabo, Tpr&io 1 TANYEG 6To
€0MTEPIKO TOV GTOUATOC, LoVJLAGH 1 aicOnua Bdpovg ot Yvdbo, 1| YoAdpwor EVOg SOVTION
EVNULEPDOOTE TO Y1ATPO KOt TOV 030VTIOTPO GOG AUECWG,.

1 Xe mepintwon mov ypedletal va vrofinbeite oe emepfaticég odovtiatpikég dtadkacieg N
000VTLOTPIKT YEPOLPYIKT EXEUPAOT], EVIUEPDGTE TOV 000VTINTPO GOG OTL €loTe o€ Bepameia pe
7o Onbevzi, 16ing étav AapPdavete M éxete MaPet evooPAEBLO SLPMGPOVIKO GTO il 6aG.

Y0G GLVIGTATOL VO, KAVETE 000VTIATPIKO EAeyy0 mpv Egkivnoete T Oepancia pe Onbevzi.
Mot Xic&denpPol

H ypfon tov Onbevzi dev cuviotdral og Tondid kot eprifouvg niikiog kKdt® tov 18 g1dv, dtotin
AGPAAELN KoL TO OQEAOG Ogv £XOVV TEKUMPLOOE] 6 aVTOVG TOVE TANBVG OV 0GOEV@HV.

Nékpmon Tov 06TIKoD 16100 (06TEOVEKPMGT) 68 06T £KTOG TG YvaBov, £xel avapepbel oe acbeveic
Kato tov 18 gtdv, mov AMauPavay Beponeia ue Onbevzi.

AN Aod p Y & Ki@nbevzi
Evnuepmdote 10 y1atpd 1] T0 OPUOKOTOLO GOG 1) TOV VOGOKOUO GOG oV TOIPVETE 1 £XETE TAPEL
TPOCPOTU N UTOPEl Vo AAPETe 0mO10dNTOTE GALD QAPLOKOL.

Yvvdvaopoi tov Onbevzi pe éva GAo eappako, Tov ovopudleton sunitinib malate (cuvtayoypageiton
Yo KOPKIVO VEQPOU KOl TOV YOGTPEVTIEPIKOV), UTOPEL VO TPOKAAEGOVY GOPOPES OvVETIOVUNTEG
gvépyetec. Zolnmote pe 1o Yatpo cog yo va Befaiwbeite 611 dgv Bo cuvdvalovtar ovtd Ta eapuaKa.

Evnuepaote 1o ylotpd cag edv ypnouonoteite Oepomeieg pe fdon v mAativa 1 v ta&dvn yio Tov
KOPKIVO TOL TVEDIOVO, 1] TOV UETAGTATIKO KOPKIVO TOV Hootov. Avtég ot Oepameieg oe cuvovacud ue
Onbevzi propei va avénoovy tov kivouvo coPapmdv avemBOuntmy evepyeidv.

INopokareiote va eite 6To Y10Tpd caG Qv ExeTe TPOSETA AAPeL N AauPavete axtivobepameia.
KOnonmAaXweovi gotnta

Agv mpémet va, ypnopuonoteite avtd 1o Papuako edv giote £ykvog. To Onbevzi propei vo fAdyet T0
£uppvo, koG Hmopel va GTOUATIGEL TO GYNUATIGHO VEOV o@Op@V ayyeimv. O yatpog cas Ha
TPEMEL VO, 60¢ GLUPBOVAEDGEL Yl TN ¥pHoN AvTIGOAANYNG Katd T didpkela ¢ Bepameiog e Onbevzi
Kot Yo 6 pveg Tovddylotov petd v tedgvtaio d6om tov Onbevzi.

Evnuepaote dueca to y1atpd 600G € TEPIMTMOOT OV £i0TE £YKLOG, LEivVOTE £YKLOG KOTA TN JldpKELn
¢ Oepameiog N oyeddlete va peivete £yKvoC TPOGEYMC.

Agv mpémer va, Ondalete to Ppépoc oag katd ™ didpkeia Oepomeiog pe Onbevzi kot yio 6 puiveg
TOVAGYIoTOV HETd TV Tedevtain doon Onbevzi, kabdhg to Onbevzi punopsi va eanpedost ™V avamtuén
oV BpEéPoug cag.

To Onbevzi umopei vo. exnpedoset t yovaikeio yoviudtnta. Iapakoarodue cvopufovievteite to yorpd

G0 Y10 TEPIOTOTEPEG TANPOPOPIEC. ZNTNHOTE T1 GUUPBOVAN TOL YITPOV, TOL PUPUAKOTOLOD 1) TOV
VOGOKOWOL GOG TPV TAPETE OTOLOONTOTE PAPLOKO.
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O3 Ry XK@pe!l plUOK@P M@V

To Onbevzi dev £yl deilet OTL peldVEL TNV IKAVOTNTA GaOG YioL 001 yNnon 1 xpHoN ePYOrEinv 1
unyovnudtov. Qotdco, Exovv avaeepbei vevniio kot Auwobupia pe ™ xpron tov Onbevzi. Edv
AVTIHETOTILETE CLUTTOUOTO TTOL EXNPEALOVY TNV OPOCT] 1] TN GLYKEVIPWOGT GAG, 1| TNV IKOVOTNTA GOG
Vo ovTOPATE, UNV 0dNYEiTe Kot UnV XPNOLUOTOLEITE Pnyovipata pHEXPL va eEaQavicTodV To
GUUTTMUOTOL.

SNUavV ITIAKPO QWIimdpa @ divw L 0T aw o @nkevzi
To @appaxo avtd mepiéyet Mydtepo and 1 mmol vatpiov (23 mg) avd elaridio, sivat avtd mov
ovopdlovpe «eredBepo vatpiovy.

3. NMwg xpnot pyo rmodnhevz 1 €

Abdoknoau xVvoxa@Emynaong

H 66om Onbevzi mov ypetdletan e€aptdton and T0 copatikd 6o PApog Kot To 180G TOL KAPKIVOL Yo
Oepaneia. H ovvictdpevn 66om givar 5 mg, 7,5 mg, 10 mg 1) 15 mg avé yiMoypoppo COUTIKOD GOg
Bapovg. O yatpds oag Bo cuvtayoypaenoet Ty KatdAinin d6on Onbevzi. @o Aapfdavete Oepameio
pe Onbevzi pio gopd kébe 2 1 3 gfdopades. O apBudg v eyyvoemv Tov Ha Aapufavete Oa e&aptndei
amo TV avtamokpion oag ot Oepaneia 0o npénel va cuveyilete va Aappavete ovTd TO PAPLOKO MG
6tov 1o Onbevzi amotdyel 6NV avactodn g avamtuéng tov oykov cag. O yiotpdc oag Ba o
ocv{ntoet poli cog.

TPpOKOQ@IXQPHYNONC

Mnv avakwveite To lodidlo. To Onbevzi givor £vo mukvo StGALUA Yo TOPACKELT] SIHAVUOTOG TPOG
£€yyvon. Avaloya pe T 6001 TOL GLVTAYOYPAPNONKE Yo EGAS, PHEPOG 1] OAO TO TTEPLEYOUEVO TOV
euodiov Onbevzi Ba apoiwbel pe didlvpa YAoprovyov vatpiov mpwv amd ™ xpnon. Evag yratpog 1
vocokoudc Bo cog yopnynoet to apaimpévo dtdAvua Onbevzi pe evéoeAiéfia £yyvon (otdydny péoo
ot eAEPa cag). H mpdtn €yyvon Ba cag S0b<i oe dtdotnpa 90 Aentmv. Edv elvan kadd avektn,
devtepn Eyyvon umopel va dobel o didotnua 60 Aemtdv. Ot petayevéoTtepeg £YY0OELG UTOPEL VAL GaG
80000V og dStaomua 30 AewTdv.

HXx o pnf ytno@nbevzib atp ¢ medll aKaOp@e o wpl v A:

1 edv eppavioete cofopn vYNAN aptnploky mieon 1 onoio amoitel Oepameio e AVTILTEPTACIKA
papupaxa,

1 €dv €xete TPOPANLATA ETOVAMONG TPOVIATOS HETH OO YEPOLPYIKT EXEUPAON,

1 €dv voPAnbeite og yewpovpykn enéuPaon.

Hx opnytno@nbevzib atp € mell aKpae iedowpyeavi cete:

i cofopn vynAn aptplaky mieon 1 onoio dev pumopel vo, eheyyOel pe APLLOKA VIO TV OPTNPLOKN
mieon N pio Eapvikn cofapn avénon g apTnNPLoKng Tieong,

1 TOPOVGIO, TPAOTEIVIG GTO OVPO. GG GVVOSELOUEVT OO OidN U (TPNELLO) TOV COUATOS GO,

1 SLITPNOT GTO TOTYWOUA TOV EVIEPOL GOC,

i UL U1 QLGLOAOYIKT] COANVOEIING GVUVOEST 1] TOPOC OVAUEGO GTNV TPOYEIN KAl GTOV 01G0(QAYO,

UeTaél ECMTEPIKMOV 0PYAVOV Kot dEPOTOC, UETAED KOATOV Kol OO0V TOTE GNUEIOL TOV

EVIEPOV, 1 HETOEL GAA®V 10TOV ToL GLVNO®G dev glvar cuvdedepEvol (GUPLYYL0) Kot KpiveTol

cofopn amod To yTpd oag,

coPopéc AoudEELG TOV dépHaTog 1 PfabuTep®V GTPOUATOV KAT® 0td TO dEPUA,

Opoupo aipartog otic aptnpieg cag,

Opoupo aipnatog ot apoPopa. ayyeia ToLV TYEVUOVA GO,

Kol cofapn arpopparyia.

ad o Oueeiy o A ®OaoPphevzio TdHNwWAV OV I KN :
umopel va ekdnAmocete soPfopn nuikpavia. Edv cupPet avtd, Bo mpénet va pruAncete dueca pe 1o
Y1TPd, TO POPLLOKOTOLO 1 TO VOGOKOWO GOGC.

== T === =a=e
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Ea® e x & g €& Onbevzi
1 0 ywtpog cog o anoeacicel mote Bo mpémel va cag dobei 1 emdpevn doon Onbevzi. O mpémet
va 10 cL{NTNGETE e TO Y1ATPO GOG.

Edotapatn® e pa nue&nlevz
H diakomn g Bepanciag pe Onbevzi pnopel va otapotiost v enidpoon oty avamtuén tov dyKov.
Mn dakoyete ) Bepameio pe Onbevzi extog ki €av To Exete GLINTHGEL UE TO Y1OTPO GOG.

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

4. M1 BoawveLTlI BOMHEDPYFE L € C

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 QAPUAKOTOLO 1) TOV
VOGOKOWO GaG. AVTO 1oYvEL Kot Yl kaOe mhav avemBountn evépyela Tov 6gv avapEPETAL GTO TAPOV
@OAAO 00N YLDV YPTONG.

O1 avemBvunteg evépyeteg mov mapoatiBevtor Tapakdtom mapatnpidnkay 6tav To Onbevzi 660nke poli
pe ynueodepomeio. Avtd dev onpaivel amapaitnTo OTL AVTEG 0L OVETIBVUNTEG EVEPYELEG TPOKANONKOV
avotpd and to Onbevzi.

AANAepuanvREDPAOTEL G

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&po, COAn, YPYopos Kapdtakog TOAUOS Kot OTMAELN
alcOnoceomv.

Qanpé wdINTNEOTNOCEY cCOTA@WTIO Q EPTRKICET @ITIA IOV € TTI BO PUNTEC
EVEPVIOWE QQE PIOWA WK AT W.

O1 coPapéc avemBounteg evépyeleg, ol omoieg pmopel va givar TT 0 oW X Yufogel va ennpedoovy

nepLocdTEPovg amd 1 otoug 10 avBpmdnovg), cuumeptiapfavouy:

1 VYNAN 0pTNPLOKN TTiEoT,

1 aicOnpo LovdIoUATOG 1 TPELOVALNGLO GTO, XEPLOL KoL TO TOOLOL

i 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,

1 aicOnpa advvapiog Kot EAAEIYN EVEPYELOG

1 KOO

1 dlappota, vanTio, EUETOS KOl KOIAOKO AAYOC,

Ot coPapég avembounteg evépyele ot omoieg umopel va eivar 0 U X Yufogei va emnpedoovy péypt 1
otoug 10 avBpdmovg), cuumepthaufdvouv:

i SLaTPM O TOL EVIEPOL,

bl 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 Ay YEIDV TV TVELUOV®V Ao Evov Bpoufo aipatoc,

amoppaén Tov eAEfOV ota TOdO amd Evav Opoufo aipartog,

KopSloKN avemdpkelo,

=A =4 -8 -8 -9
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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 SUOKOAID 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] TTOPOYT QULOTOG OTOV EYKEQPOAAO 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 | Towv Pabddtepov oTIfAdmV KAT® 0md TO dEPUA,

GLPLYYL0: U1 PLGIOAOYIKT] GOATVOELING GUVOEST] LETAED ECOTEPIKMV OPYAVOV KOl OEPUATOG,

UeTAED KOATOV 1 GAL®V 16TV TTOL GLVNO®G deV Eival GUVIESEUEVOL, CUUTEPIACUPAVOUEVOY

oLVOEGEMV HETAED TOV KOATOL Kol TOV EVIEPOL G€ acOeVElS e KapKivo Tov Tpayniov g

HNTpOC.
oAhepycég avtidpaoels (ta onueio propet va mepthapfdvovy SucKoAia GtV avamvon,
gpLOPOHTNTA TOL TPOSHOTOL, EEAVON LA, YOUNATY apTNPIKT TEST] 1} VYNAT 0pTNPLOKT TTEST, XOUNAO
o&uyovo 6To aipa cog, TOvo 6to otndog, 1 VouTio/EUETo).

= = E R I

= =4 -8 _-8_8_9_4a_-4a_-9a_-9_-2

=

YoBapéc avemBbunteg evépyeieg, ol onoieg pmopei va givar 0 TT & v(urepg va emmpedoovv péypt 1
otovg 1000 avOpdmovg), cupmepthapupdvouy:
1 Eapvikn, cofapn arlepyn avtidpaon pe Suokorio otnv avamvorn, Tpn&o, Lain, ypryopo
KaPOLOKO TOAUS, WOPDOTA Kol OTOAE AoONoEDV (OVAPLAAKTIKY KoTomAnEia).

YoBopéc avemBounteg evépyeleg A Y VW Cobyvpatag (1 cvuyvotnta dev pmopet va extipn el amd ta
Swbéotpa dedopéva) TepapuPavouy:

. cofopéc AotudEelg Tov dépuatog 1 fabutepa oTpM®UATO KAT® 0t TO OEPUA, EOIKE oV ElY0TE
TPOTES GTO TOLYMUO TOV EVIEPOL 1) TPOPANLOATA LUE TNV ELOVAMGCT] TPAVLATOG,

. QPVNTIKN ETLOPOOT) GTNV IKOVOTNTO UGG YOVOIKOC VO 0TOKTNGEL Todtd (PA. Tig Tapaypapovg
KAT® oo T AloTo, TV averifOUNTOV EVEPYEIDY Y10 TEPALTEP® GLGTAGELS),

. pioL €YKEPUALKT OO LE CUUTTOUOTO OTWS GTAGHOT (KPIGELS ), TOVOKEPAAOG, GUYYLO, Kot
datapayés otnv 6paon (Zovopopo Onicbuag Avactpéyiung Eykeparomddeiag 1 PRES),

. GUUTTOOTO OV VITOONADVOLY OAAAYEG GT PUGIOAOYIKT AELTOVPYIN TOV EYKEPAALOV
(Tovoképadot, dloTapayég TG OPOCNG, GVYYLOT 1 CTAGHOL), KOl VYNAT apTnplaky Tieon,

. doyKkmon Kot eEacB£vNoT TOV TOYMOUOTOS GLHLOPOPOL OYYEIOL 1] SOYMPICUOG TOV TOLYMDUOTOG
OLLOPOPOL ayYElOV (OVELPVCUATO KoL OPTNPLOKOTL SloyPIoHOT).

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

. L1 LGIOAOYIKT] VYNAY| TTEST TOV APLOTOG GTO OOPOpa ayyeio TV TVELUOVEOV TTOL KathoTd
Vv 0e€1d mhevpd TG Kopdldc va Asttovpyet SUGKOAOTEPO ATTO TO KOVOVIKO,

. pia, TpOTOL GTO TOTYWLLOL TOV YOVOPOL Tov Ywpilel Ta povBohivia Tng Lo,

. 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 Tévo oty KO, TOUTOVIGHY, Ladpa 6oV Toeo KOTpava 1 aipo 6To
KOTPOVOL 1] Oipe. 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 16100 (PAETE TIG TOPAYPAPOLG KAT® Omtd
T AMota TV averifOuuNToOV EVEPYEIDV Y10 TEPUITEP® GLOTAGELS)

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

Qanmp é mwaniv a { N THoorEOreem GV T OPUAO U \E OET CUMT O @ € PTEKICETI @WITI@ | G
OVETI OB UMD FIO®E Q QE PIOWAMK AT W.

Ot 0 oW X wén®ounteg evépyeleg (umopei va ennpedoovy tepiocdtepovg and 1 otovg 10
avOpmdmovg), o1 omoieg dev ftav coPapéc, copmepthopdvovv:

. dvokoot 1O,
. 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.

O10 L X wén®ounteg evépyeleg (umopei va emnpedoovv péypt 1 otovg 10 avOpdmovg), ot onoieg dev
Ntav cofopéc, cupmeptlopfavouy:
. petaforég otn evn Kot Bpayvada.

Acbeveic dvo tav 65 etdv, £govv avénpévo Kivouvo epeavions Tmv akdiovbwov avemifdountov

EVEPYELDV:

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

. Hel®o™ ToL aplBRo TOV AEVKOKVTTAP®V GTO Cipld, Kol TOV KLTTAp®V Tov fonbodv v mién
TOVL aipaToc,

. duappota,

. ao0évela,

. TOVOKEPUAOG,

. KOT®OM),

. VYNAN mieomn Tov aipnaTog.

To Onbevzi umopei emiong vo mpokorécel HETOPOAEG GTOVG EPYAGTNPLAKOVG EAEYXOVE IOV de€dyovTal
a6 To Y1 Tpd 0aG. AVTEC CLUTEPIAOUPAVOLY: UEI®UEVO 0plOUd AEVKOKLTTAP®Y GTO aipa, Wiaitepa
0VLOETEPOPIAMV (£VaG TUTTOG AEVKOKLTTAP®YV, 0 0Toiog fonddel otny mTpocTasio awd AOUDEELS) GTO
aiplo, TopoVGia TPOTEIVING GTA 0VPaA, LEWOUEVO KAALO GTO aifd, VATPLO | pOSPOpo (Eva 1yvooTotyElo),
avénuévn yAvkoln oto aipa, ovénuévn aAKaAikn eoceatdon oto aipo (éva éviuuo), avénen g
KpeaTvivig opov (ol TPOTEIVI OV HETPATOL AO TV £EETACT] OHHLATOG Y10l VO TPOGIIOPIGTEL TOGO
KaAG Aettovpyohv o1 VEPPOL 6ag), Leltdpévn apooeatpivn (Bpioketotl ota epubpd apoceaipia, to
omoia petapépovv 0&uydvo), Ta omoia Thavov va ivarl coPopd.

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 VO UMV EIVOL TOKTIKEC 1) VO U1V EKONADVOVTOL KOl LWITOPEL VO TTOPOVGLAGOVY
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 Onbevzi £yl avamtuybei Ko mapackevactel yio T Ogpamneio TOV KapKivov pe £veon oty

KuK ogopio Tov aipatoc. Aev €xel avamtuydel | TapacKELOOTEL Yl va gvietal péca 6to PaTt. Qg ek
TOVTOV, BEV EMTPENETAL VAL YOpNYEiTaL e anTov Tov Tpomo. Otav to Onbevzi evietar amgvbeiog oto
pdrtt (un eykekplévn ypnom), ot akdAovdeg avembBounteg evépyeleg umopel va exkdniwbovv:

1 Molvvon i ereypovi tov o@Baipcod Boipov,

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

1 Noa PAémete Adpyelc oTog pe eEdpmduata, mov eEEMoGovVTaL 68 ATMAELN LEPOVS TNG OPUGTG
c0G,

1 AvEnuévn evdopBadua migon,
1 Ayoppayia evtdg Tov o@OaApOD.

Avooap@ T Tl 6 EWIETPWV | WV

Edv mapotnpnoete KOmolo, avemBOunTn evEPYELX, EVIULEPMDGTE TOV YIATPO, TOV PUPUOKOTOLO 1] TOV/TNV
VOGOKOWO G0G. AVTO 1oyveL 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. MNMwg ®u A a eo dOnbevzi
To @appako ovtd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV KoL OV TO POAVOLV TO TOdLA.

Noa un xpnoiponoleite avtd To0 PAPUOKO UETA TNV NUepoUVic ARENG oL avaypdpetal 6To eEMTEPIKO
KOVTL KOl GTNV ETIKETA TOL QLOALST0V pETA TNV cvvtopoypapio EXP. H nuepounvio Anéng ivor 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.

Ta, StahdpaTo Tpog £yxvomn Oa TPETEL va, YPTGILOTOLOVVTOL AUECHOE LETH TNV apainoT). No unv
ypnowonoteite to Onbevzi edv mapatnpnoete TVXOV VTaPEN COUATIOIMV Kl ATOYPOUATIGUO TPV T
yopnynon. Eav dev ypnoiporombel apéome, n evBHvn yia Toug 1pdvous kot Tig cuvinkeg OAaENG
KT TN XPNOT GVAKEL GTO ¥PNOTI KA, KAVOVIKA, 0 Xpovoc dgv Oa mpénel va, viepPaivel Tig 24 dpeg
010G 2°C g 8°C, ektdg £dv TaL S10ADHOTA TTPOG £YYLOT £YOVV Tapackevachel oe donmnto
nepPaAlov.

Mnyv mtetdite QAPLAKO GTO VEPO TNG AMOYETEVCNC 1} OTA OKIAK( amoppippoto. Potiote tov

(QOPUOKOTOLO GOG Y0l TO TMG VO TETAEETE TO PAPHOKO TTOL OEV YPTCUOTOIEITE M. AVTA TOL LETPA. Oa
BonBncovv oty Tpoctacia tov mepPdArovtog.
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https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

6. Tepl € XONaeEuwoK € vioaioagtE gpo@opi €¢
Time p 1| € Qrbevzi

- H dpactikn ovoia givar to bevacizumab. Kébe ml mukvod dwoddpatog mepiéyet 25 mg
bevacizumab. Kabe 4 ml praiidiov mepiéyxet 100 mg bevacizumab, to omoio avtictoyel oe
1,4 mg/ml, epodG0oV apaIdVETOL OTOE GLVIGTATOL.
Kabe 16 ml prodiov wepiéyel 400 mg bevacizumab, to onoio avtiotoyei og 16,5 mg/ml,
EPOCOV UPULDVETAL OTMOS GLVIGTATOL.

- Ta @AAa cvotaTikd gival Tplodoln ddpikn, vaTplo o&ikd Tpdpikd, 0&ikd 0&d, ToAvcopPikod
20, vVdwp Y10 evéoipa (PAEme Tapaypopo 2).

Epy @ dvtio®nbevzik ame p1 € XINEOWHE € VA Ci A C

To Onbevzi givor éva, Tokvo d1divpa Y10 TopaoKeLT SoAdUNTOG TPOg £yyvot. To Tokvo Siddvpo
glvar €va O100YEC, AYPOIO £MG AVOIKTOL KAPE YPDOUATOS VYPO GE YLAAMVO PLAAIDI0 [LE TOUN OO
ehaoTiko. Kabe euodidio mepiéyet 100 mg bevacizumab o 4 ml diadvpotog 1 400 mg bevacizumab ce
16 ml dreAdpotog. Kébe ovokevaoio Onbevzi nepiéyet éva grarisno.

KAt oARdg Kmngk Ao@opi acg

Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OAovdio
bioepis.mi@medinformation.co.uk

MapaocKEeELAGT N C
Biogen (Denmark) Manufact. ApS

Biogen Allé 1
Hillergd, 3400,
Aowvio

"o omoladnmote TANPOPOPio. GYETKE LLE TO TAPOV PAPUAKEVTIKO TPOIOV, TOPAKOAEITTE VO

angvBouvbeite otov Tomikd avtmpdowno Tov Katdyov tng Adsiog Kvuihopopiog:

Belgié/Belgique/Belgien
Samsung Bioepis NL B.V.

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

Bbnrapusd

Samsung Bioepis NL B.V.

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

C e s llefublika

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

Samsung Bioepis NL B.V.

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

Eesti

Samsung Bioepis NL B.V.

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

EAANGD

Samsung Bioepis NL B.V.

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

Espafa

Samsung Bioepis NL B.V.

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

France

Samsung Bioepis NL B.V.

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

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

lsland

Samsung Bioepis NL B.V.

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

O 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

Romaénia

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

Slovenskérepublika

Samsung Bioepis NL B.V.

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

Samsung Bioepis NL B.V.

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

KOTmpoc

Samsung Bioepis NL B.V.

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

Latvija

Samsung Bioepis NL B.V.

Olof Palmestraat 10, 2616 LR Delft
Niderlande
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

United Kingdom (Northern Ireland)
Samsung Bioepis NL B.V.

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

Totap@vVvh 0d nyx iy @ 6 € wpyI&ag K & vgproopi da

AANAEQYREXNPOQPOPI QV

Aentopepeic mAnpoeopieg yio to pappako avtd eivar drtabéoipeg oto dikTvakd T0mo ToL Evponaiko

Opyoviepod ®appdkmv: http://www.ema.europa.eu

To mapov eOALO 0dMyudV ypriong elvar Sabéoipo o OAeg Tig emionpeg Yhwooeg g EE/EOX otov
dktvakd tomo tov Evponaikod Opyavicuod Oopudkoy.
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