ITAPAPTHMA 1

HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Stivarga 40 mg smkolvppéva pe Aemtd vuévio diokio.

2. MOIOTIKH KAI ITIOXOTIKH XYNOEXH
Kabe emxoadoppévo pe Aemtd vpévio diokio mepiéyel 40 mg peyopapevipmne.

"Exdoya pe yvootéc dpdoeig

KdaBe nuepnota 60om tov 160 mg nepiéyet 2,438 mmol (1 56,06 mg) vatpiov (PA. mapdypago 4.4).
Kabe nuepriowa 06on tov 160 mg mepiéyet 1,68 mg AekiBivig (mapayopevn amd coywa) (PA.
nopaypago 4.4).

Mo tov Tp1n KatdAoyo Tav exdoywVv, BA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Emwcaioppévo pe Aemto vpévio diokio.

Emwaioppéva pe Aemtd vpévio diokia avotktol pol yp®dUTog, MOEB0VG GCYNUOTOG, e unKkog 16 mm

Kol TAGToC 7 mm, Tov pépovv v emonpaven ‘BAYER’ ot pio mhevpd kot to ‘40° oty GAAN

TAELPAL.

4. KAINIKEX TIAHPO®OPIEX

4.1 OepomevTiKég Evosielg

To Stivarga gvdeikvutor og povobepomeio yo t Bepaneia evniikov acbevav pe:

- petaotatikd ophoxoikd kapkivo (CRC) ot omoiot £xovv mponyovpévag AaPet Bepaneia pe, 1| dev
Bewpovvtal voynelot Yo, dStabéoipeg Oepaneieg. Avtég cvpnepiiapfavovy ynueobepamneio pe
Baom eBopromvpyudivn, Oepaneio pe avti-VEGF kot Oepoamneio pe avti-EGFR (BA. mapdypago 5.1)

- UM XEPOVPYNOUOVG 1 LETACTATIKODS YOUOTPEVTIEPIKOVS OTPmLATIKOVG OYKovg (GIST) ot omoiot
VIOTPOTIOGAV KOATE TN OLAPKELN TPOTYOOUEVNG DEPUTEING e WWOTIVIUAN KOl GOVVITVIUAT 1] €ivor pn
avekTikoi 6t Oepameio avm

- nrorokvTtapikd kapkivopo (HCC) ot onoiot £xovv mponyovuévag AdPet Oepomeio pe copapevipmn.

4.2 Aocoloyia Kol TpOTOS yopynong

To Stivarga mpénet vo, GuvToyoypageital amd YTpovg EUTELPOVS GTN XOPTYNOT| OVTIKUPKIVIKNG
Oepameiag.

Aocoloyia

H cuvictduevn 86om peyopagevipmng eivar 160 mg (4 diokio towv 40 mg) AapuBoavoueva pia eopd tnv
nuépa v 3 efdopddeg, akorovbovpeves amd 1 efdoudda yopic Oepancio. Avti 1 nepiodog TV

4 egBoopadmv Bewpeitan wg Evog KOKAog Bepameiog.



e mepinton mov mapaAelpbel po d6om, avtn Tpénet vo Aappdvetor Ty 0o nuépa pLoAlg to Buundet
0 acbevig. O acbevig dev Tpémel va mhpel 000 SOCELG TNV 1010 NUEPA Y10l VO OVOTTANPAOGEL [0, OGN
7oV TopaAeipONKE. Xe TEPITTMOOT EUETOV LETA TN YOPNYNOT TG PEYOPAPEVIUTNG, O acBevic dev
TPEMEL VA TAPEL TPOGOETO dLoKia.

H Oepancio mpémel va ocuveyloTel EpOCOV TAPATNPEITOL OPELOC 1] LEYPL VO ELPOAVIGTEL LT OTOOEKTN
to&iotta (BA. mapdaypago 4.4).

Acbeveig pe katdotaon amddoong (PS) 2 | vynAdtepn Tpémel va amokAeiovTot amd TiG KAVIKEG
peréteg. Yrdpyovv meplopiopéva dedopéva oe acbeveic pe PS >2.

Avampooapuoyes ts doooroyiag

AlKOTES TG 006N C /KL LEIMGELS TNG 0OCNG EVOEYETOL VO OTTOLTOVVTOL LUE BAGT) TV OLTOUIKN
acPdAelo Kot ovekTikOTnTo. Ol TPOTOTOMGELS TNG dOONG TPEMEL VO, TPAYLLOTOTOLOVVTOL LLE BriLoTa
tov 40 mg (éva dwokio). H yapmAidtepn cuvictdpevn nueprola d6on etvar 80 mg. H péyiot
nuepnota 66com gival 160 mg.

I'o Tpomomomcelg TG GuVIGTAONEVN G 0OCNG KOl LETPA OE TEPITTMOT OEPLATIKNG AVTIOPAONG XEPOC-
1006¢ (HFSR)/cuvdpopo morapo-teipatiaiog epvbpodvoarctneiog, PA. [Tivaka 1.

Mivakoeg 1: Zvviet@peveg Tpomomoqoelg T1g 00ong ko pétpa yio HFSR

BaOpog
OEPNATOAOYIKNG Epeavion
TOEIKOTNTOS

YUVIGTOUEVES TPOTOTOL|GELS TNG 000G KoL péTpa

Awtnpnote to eningdo TG dOoNG Kol EEKIVIGTE AUECHS
VIOGTNPIKTIKG LETPA VIO TV OVOKOVOLIoT TV
GUUTTOUATOV.

Yg omoladNmoTte

Bofpog 1 euplvion

Mewwote ) 6601 kotd 40 mg (éva diokio) kot Eekiviote
OUECMOS VITOGTIPIKTIKA LETPOL.

Edv dev mapatnpnOei fertimon mapd tn peioon g

I eppdvion doomg, daxoyte T Bepaneio yio TovAdyoTOV 7 NUEPES,
péxpt 1 ToEKoTNTA Vo vTooTpéyel o Babpov 0-1.
Emutpéneton n ek véou KMUAKmon g 006M¢ Kotd TV
Kpio™ TOV Y10TPOV.

Awkoyte ) Oepameio péypt 1 ToEIKOTNTA VO VTOGTPEYEL
o€ Bafpov 0-1.

Kata v emavévopén g Oepaneiag, peiwote ) ddom
katd 40 mg (éva dokio).

Emutpéneton n ek véou KMpdkmon g 066MG Katd tnv
KpioT TOV Y10TPOV.

Kapio Bertioon
Bafpog 2 evtog 7 uepadv M
2n gpedvion

Awkoyte ™ Ogpameio péypt 1 To&OTNTA VO VTOGTPEYEL
o€ Bafpov 0-1.

Katd v emavévapén g Bepaneiog, peioote tn d6om
katd 40 mg (éva diokio).

Emutpénetan ) ek véou KMUAK®o™ TG 0061 ¢ Kotd T
Kpion Tov yaTpov.

31 epedvion

4n guodvion Awxoyte ™) Oepancio pe to Stivarga oploTtikd.




BaOpog
0gppraTOAOYIKIG
TOEIKOTNTAG

Epgévion YUVIGTOUEVES TPOTOTOM|GELS TG HOGNG Ko péTpa

EEKIVIOTE DTOGTIPIKTIKA PETPA AUECOG. ALUKOYTE TN
Bepameia yio TovAdytotov 7 nuépeg péypt  toikdTNnTO VOL
vrootpéyel o€ Babpov 0-1.

Kata v emavévapén g Bepaneiag, peiwote ) d6om
katd 40 mg (éva diokio).

Emutpéneton ) ek véov KMpdkwon g d6oMG Katd Tnv
Kpiomn Tov yaTpo.

In gpedvion

Babpoc 3

EEKIVIOTE VTOGTIPIKTIKA PETPA AUECOG. ALUKOYTE TN
Oepameia yio TovAdyoTov 7 Nuépeg péypt  toikodTNTO VoL
vrootpéyel o€ Babpov 0-1.

Kata v emavévapén g Beparneiag, peiwote ) d6om
katd 40 mg (éva diokio).

21 eupavion

3n enpdvion Awkoyte T Oepameio pe to Stivarga oplotikd.

INo o cuvieTOUEVO LETPO KOL TIC TPOTTOTOIAGELS TNG OO0TG GE TEPITTMOOT| EMOEIVOGTC TOV
EPYOOTNPLOKOV EEETACEMY EAEYYOV TNG NTOTIKNG AgtTovpyiog, Tov Bewpeitan 6Tt oyetTileTan pe ™
Oepancia pe To Stivarga, BA. ITivaka 2 (BA. exiong mapdypago 4.4).

Iivakoeg 2: ZovieTOPEVO PETPO. KOL TPOTOTONGELS T1)G 0001 G 6€ TEPIMTTMON oYETILOPEVOV NE TO
PAPLAKO SLOTUPUYADV TOV EPYASTPLOKAV eEETAGEOV NTATIKIG AELTOVPYiOG

Hoapatnpoovpeveg Epeavion JUOVICTONEVO NETPU KAL TPOTOTOU|GELS TG 0061G
avénosig
¢ ALT 1/xon
AST

<5 popég 10 v Ye omoladnmoTte Yvveyiote ) Oegpaneio pe Stivarga.

Op1o TNg EUPAVION [Mapakorovbeite v nroTikn Asttovpyio o€ gfdopadiaio

(QUVOIOAOYIKNG Baon péypt ot TpavoOIVACGES VO ETIGTPEYOVY GE

Tiung (ULN) < 3 popéc to ULN (Babuog 1) 1 ota idwo emineda Kotd

(uéyroto v évapén g Bepoanciog.

Bafuog 2)

> 5 gpopégto ULN | In gpodvion Awxoyte ) Oepaneia pe Stivarga.

£m¢ IMapakorovbeite T1g Tpavoapivaces o fdopadiaio

< 20 @opég t0 Baon uéypt va emtotpéyouy oe < 3 popég to ULN 1 610

ULN O emineda Katd v Evapén tng Bepaneiog.

(Babuog 3) Eravévapén: Edv to evdeydpevo 6¢pehog vepokeiilet
Tov Kivouvo nratotolikdTnTag, EEKIVAGTE €K VEOL TN
Bepamneia pe To Stivarga, uewbote ) d6on kotd 40 mg
(éva d10Ki0), Ko TOPpaKoAOVONOTE TNV NITATIKN
Aertovpyia o€ gfdopadiaio fdomn yio TovAd IGTOV
4 gfoouadec.

Eraveppdvion Awkoyte ) Oepameia pe To Stivarga oploTiKa.
> 20 popég t0 Ye omoladNmoTte AwkoyTe ) Oepameia pe To Stivarga oploTiKa.
ULN (BaBuog 4) ELLOAVIOT




> 3 popéc to ULN | Omowadnmote Awoxoyte T Bepameia e To Stivarga opiloTiKd.

(BaBpog 2 1 eUPavion [MopaxoiovBeite TV Ntk Asttovpyia ce efdopadioin

VYNAOTEPOG) LE Baon péypt tnv emidvon g KOTAGTAGNC 1| TV

TALTOYPOVI EMOTPOPT OTIG TIHEG Katd TV Evapén g Bepameiog.

avEnon E&aipeon: n dwayeipion acbevodv pe ovvdpopo Gilbert

yoAepvOpivng OV OVOTTUGGOVY OVENUEVES TPOVOUUIVAGEG TTPETEL VO

> 2 popéc 1o ULN YiveTal COLEMVO LE TIG VOTEP® TEPLYPOUPOUEVES
GUGTAGELS Y10 TNV AVTIGTOLYN TOPATPOVUEV AOENOT
¢ ALT fy/xon AST.

Hratikn dvalertovpyio

H peyopapevipmn amofdiietor kupimg pEc® g NrATIKNG 0500.

2116 KMVIKEG HEAETEG, OeV Tapa TP ONKAY GNUAVTIKES SlopopEc oTNV EkBECT), 0oPAAEL 1|
amoteheopatikoTTa petald acbevav ue o nrotikny dvsierrovpyia (Child-Pugh A) kot
(QLGLOAOYIKY] NTOTIKY Agttovpyia. Agv amotteiton avampocapuoyn s d0ong o€ acheveis pe Nma
nnatikn avemdpkelo. Agdopévov 0TI vITdpPyovY HOVo TTEPlopiouéva dtaféoipa dedopéva yio acBeveic
ue pétpla Nrotikn dvsisrtovpyia (Child-Pugh B), dev pumopei va d00ei docoroyiky cdoTaoM.
ZuVIeTdTon 6TV TOPAKOAOVONGT TNG GUVOMKNG AGPAAELng 6€ aVTOOS Tovg acBeveic (PA.
napoypaeovg 4.4 kot 5.2).

To Stivarga éev cuviotdrtat yio ypion o€ acbeveic pe cofapn nrotikr dveiertovpyio (Child-Pugh C),
Kkafdg to Stivarga dev £xel peketbei o awtdv T0V TANBLOUO.

Neppixn ovolertovpyio

Ta Sra0éc1po, KAvikd 6£d0UEVO VTOSEIKVOOVY TOPOUOLN EKOECT] Y10, TN PEYOPUPEVIUTN KoL TOVG
petaforitec g M-2 kar M-5 og acBeveig pe fmia, pé€tpia 1 coPapn veepikn ducAettovpyia o
GUYKPION UE TOVG 0COEVEIG UE PUGLOAOYIKT VEQPIKN AglTovpYia. Agv amatteitan avamTPOGAPLOYN TG
doong oe acbeveig pe Nmia, pétpla 1 coPapn veppikn dvciertovpyia (PA. exiong mapdypaeo 5.2).
Hliwuévor aobeveic

2115 KMVIKEG PHEAETEG, Oev apatnpnnKay oNUAVTIKES dlopopéc otV EkBeoT, aopdieia 1
QTOTEAEGUATIKOTNTO UETAED NAIKIOUEVOV (MAKiag 65 eTdV Kot Gve) kot vedtepwv acbevav (PA.
gmiong mapdypapo 5.2).

Doto

2116 KMVIKEG HEAETEG, OeV TapaTpNONKay oNUAVTIKES dlopopEc otV EkbeoT, aopdieia 1
OTOTELEGULOATIKOTNTO LETAED avOp®V Kol YuvoukadVv aclevov. Agv gival amapaitnTn avampocaployn
™G d6omg pe Paon to evro (BA. emiong mapdypao 5.2).

EOviréc drapopés

2115 KMVIKEG PHENETEG, Oev apaTnpNOnKay onNUAVTIKES S1opopég oty £KOeoT 1] OTOTEAECUATIKOTNTA
petaéd achevmv S1opopeTIK@V eOVIKOY opUadwv. YynAdTEPN GLYVOTNTO ELPAVIONC OEPLOTIKNG
avtidpaong yeypdc-todds (HFSR)/cuvdpdpov molapo-teipotiaiog eppdpodvoaicbnoiog, cofapdv
STOPaY®OV TOV SOKILAGLOV NITATIKNG AELTOVPYING KOt NTOTIKNG OVGAELTOVPYiNG TopatnpnOnKe o
Acidteg (ovykekpuéva Ianmveg) acbeveic ot omoiot Edafov Oepameio pe Stivarga oe ohykpion pe
acbeveic e Kavkaowag guing. O Actdteg acbeveic mov éhafav Bepomeio ue Stivarga otig KAMVIKEG
ueAéteg mpoépyovov kKupimg and tnv Avatoikn Acia (~90%). Yrdpyovv neploptouéve dedopéva yio
TN PEYOPOPEVIUTN 0TOV TANBVGUS TV HOOPOV AcHEVDV.

Agv givon amapaitnTn 1 ovampocappoyn g d6ong pe faorn mv ebvikdmta (PA. mapdypapo 5.2).

Houdrazpiog winBvouog

Agv vtapyetl oyeTIKN YpNomn tov Stivarga otov mTodaTpikd TANBVGUO Yo TV EvOeEn Tov
UETAGTOTIKOV 0pHoKoAlkoD KapKivov.

H aopdleta kot amoteheouatikdTnTa TG pEYOPAPEVIUTNG o€ acbeveic nAikiag kdto tov 18 etdv yuo
NV EVOEIEN TOV YOOTPEVIEPIKAV GTPOUOTIK®V Oykwv (GIST) dev £xovv axdpo tekunpimbei. Agv
VIapyovv Srabéotipa dedopéva.



Agv vmbpyet oyeTikn yprion Tov Stivarga otov maidiarpikd tAnfvoud oty £VOEIEN NTOTOKVLTTUPIKO
Kapkivoua.

Tpomog yopnynong
To Stivarga mpoopiletat yio and oTOUATOG YPNON.

To Stivarga mpénet va Aapfdaveral v ida dpa kéOe pépa. Ta diokio mpémet va koTamivovion
0AOKAN PO LE VEPO UETE OO Eval EAAPPD YELUO TTOL TTEPLEYEL AlydTEPO 0o 30% Amapd. ‘Eva
TAPASELY IO ELAPPOV (UE YOUNAT TEPIEKTIKOTNTO O MIapd) YELLOTOG UTOpEl va TepLouPavel

1 pepida dnuntprokd (repimov 30 g), 1 mothpt dmoyo yaAa, 1 ppoyavid pe popueiado, 1 wotipt ouo
pAov, kot 1 eArtlave kaeé 1 todn (520 Beppidec, 2 g Mmopd).

4.3 Avtevoeitag

YrepevoioOnoio 6tn dpactiki) ovsia 1) 6€ KAmoto and Ta EKS0Y TOV aVIPEPOVTAL GTNV
Tapdypoo 6.1

4.4 E10wkéc mpogidomon)oeig Kol Tpo@urdéelrs katd T ypion

Hrotwéc emdpdoeig

AWTopayég TOV pYUcTNPLOK®V eEETAGEMV NTOTIKNAG AgtTovpyiog (aAavivn apvoTpavepepio
[ALT], acmaptikn apwotpaveeepdon [AST] kot yorepvBpivn) &xovv mapoatnpnbei cuyva oe acbeveic
vrd Bepomeio pe Stivarga. XoPapég dS10TapoyEg TOV EPYASTNPLUK®DY EEETAGEMV NTATIKNG AELTOVPYinG
(BaBpo? 3 émc 4) Kot nratikn SuGAEITOLPYiL PE KAVIKES EKONADGELS (GLUTEPIAAUPAVOUEVOY
NTATIKNG oveTapKeLag Kot Bavatneopwv ekPfdcoewv) Exovv avapepbel o pa pikpr| avaioyia aclevov
(B\. mapdypago 4.8).

2116 KMVIKEG BOKIUES, VYNAOTEPT GLYVOTNTO ELPAVIGNC CORUPDY SLUTAPAYDY TOV JOKIUAGIOV
NTATIKNG AELTOVPYinG Kot NOTIKNG SOVGAELTOVPYinG TapatnpnOnke o Actdteg (GUYKEKPLUEVO
lanwvec) acbeveic ol omoiol Eafav Oepameia pe Stivarga oe cuykpion ue acbeveic g Kavkaciog
@VANG (PA. mapdypago 4.2).

Yuviotdron 1 Stevépyela epyaotnplokady eEetdoemv T nratikng Asttovpyiog (ALT, AST ko
yorepvBpivn) mpwv v Evapén g Bepameiag pe to Stivarga kat 1 oteEV TapaKoAovONoN
(TovrdyroTov Kabe V0 £fSOpAdES) KATA TN ddpKeELD TV TPOTOV 2 punvav Bepanciog. Katdmy, n
TEPLOOIKT TOPaKOAOVONGN TPETEL VL GLVEYILETAL TOVAAYIGTOV GE Unvaia BAcT Kot OTmg EVOgikvLTaL
Ao TNV KAVIKT] EIKOVAL.

H peyopapevipmn givorl évog avactoréag Tng ovupidivig SIpmGPOPIKNG YAVKOVPOVOSLATPUVGOEPAGTG
(UGT) 1A1 (BA. mopaypago 4.5). Hma, épueon (un ovlevyuévn) vepyoiepvBpvatpio pmopei va
gupaviotel o€ acbeveic ue ovvopopo Gilbert.

"o acBeveic pe mopatnpovpevn EMOEIVOOT TOV EPYOSTNPLOK®V EEETAGEMV NTATIKNG AEITOVPYING TOV
Oswpeitar 611 oyetileTon pe ™ Oepaneio pe o Stivarga (dnA. dtav dev VIEAPYEL GAAN ELPAVIS arTia,
OTIMG UETO-NTOTIKY yoAooTao™ 1| eEEMEN g vOGoV), Tpémel va akolovbeital 1) TpomomoineT g
d6om¢ ko o1 svuPfovrég mapakorovdnong otov Iivaka 2 (BA. Tapdypapo 4.2).

H peyopagevipumm amofdrieton Kupiog LEG® TNG NIOTIKNAG 0600.

ZUVIGTATOL GTEVT] TOPAKOAOVONON TNG GUVOMKNG AGPAAELNG o€ acBeveig pe NI 1) LETPLO. NTTALTIKN
dvoiertovpyia (PA. eniong mapaypdeovg 4.2 kai 5.2). To Stivarga dev cuvietdtol yio xpron o€
acbeveic pe copapn nratikr dvoiertovpyio (Child-Pugh C), kabd¢ to Stivarga dev £xel peketn0ei oe
avToV ToV TANBuoud Kot 1 €kBeon pumopel va etvat avénpévn g o Tovg TOLG 0oOEVELS.

AowdEelc



To Stivarga £yst cvoyetiotei ue pio avEnuévn cvyvotnto cvuPdviov Aoiu®eng, uepikd and ta, omoio
nrov Bavotneopa (BA. Tlapdaypapo 4.8).

e TEPIMTAOCELG EMIEIVOOTG TV SLUPBAVTOV AolwéNg, Oa Tpémel va AneBel vToyN M dloKoT TNG
Oepanciog pe Stivarga.

Awoppayio

To Stivarga €yel cuoyeTiotel pe aVENUEVT ETIMTMOON OLLOPPOYIKMV ENEIGOOIMV, OPIGHEVA OO TOL
omoia NTav Boavatneopa (BA. mtapdypapo 4.8). H yevik| e€étaon aipatog kot ot mapapeTpot TENg
TPENEL VA, TPOKoAoLOOVVTAL 68 a.60eVEIC e KATAGTAGELS TOV TPOSIHBETOVV Yo aupoppayio, Kabmg
Kol 6€ gKeivovg mov voPdAlovtal e Bepomeio pe avTimnKTikd (7., Bapeapivi | UVITPOKoLUOVT) 1|
AL CUYYOPTYOVUEVO PAPUOKEVTIKA TPOIOVTA TOL ALEAVOLY ToV Kivouvo apoppayiog. O éheyyog yio
Kol M emakolovdn Bepomeio TOV 01G0QUYIKOV KIpo®OV o€ acheveic e nratikn Kopmon Bo mpénet va
yivetat pe ™ cvvin epovtida mpv amd v évapén g Bepameiog pe Stivarga. Xe nepintoon
coPoapng apoppayiog mov anartel enelyovca wTpkn mapépPacn, o npénel va eEetdleTor | OPIoTIKN
dwokomn Tov Stivarga.

A18TpNOM TOV YOGTPEVTEPIKOL GOANVA KOl GLPTYY10

AvdTpnon 1o yooTpevtepikoh cwinve (cupmepthapfavopévng Bavatnedpov Ekfacng) Kot cupiyyle
£xovv avoeepbel og aobeveic mov vofAnOnkav oe Bepancio pe to Stivarga (BA. mapdypago 4.8).
Avtd T cvuPavta givar eTiong Yv@oTod OTL ATOTEAOVY GUYVEC EMTAOKEG OXETILOUEVEG UE TN VOGO OF
acBeveic pe evdorkothakég Kakondeleg. Zuviotdtal 1) dlokomn Tov Stivarga oe acheveig mov
AVOTOGOOVY SLATPNOT| TOL YOOTPEVIEPIKOD COAVO 1] GUPLYYLO.

Kopdiokr) woyopia kot Epopaypo

To Stivarga €yel cuoyetiotel pe avEnuévn eTinTOon WwyaLpiog Kot epePayratoc Tov puokapdiov (PA.
napdypapo 4.8). AcBeveic pe actabn otnBdayyn N veospupavilopevn ot Bayyn (evidg 3 unvov omo v
évapén g Bepoameiag pe Stivarga), TpOGEATO EUPPAYLE TOV pvokapdiov (evtdg 6 unvav omnd v
évapén g Bepameiag pe Stivarga) kot ekeivol pe kapdiokn avendpkela pe Tagvounon 2 copeova pe
v Kapdiaxn Eveoon e Néag Yopkng (New York Heart Association, NYHA) 1 vynAdtepn,
amokAeioTray omd TIC KAMVIKEG LENETEC.

Aocbevelg pe 16T0p1Kd 1GYAIUKNG KOpOlomdbelag Tpénet va mapaKoAovBovvtal yio KAvikd onpeio Kot
CUUTTMOUOTO IGYALi0G TOV pookapdiov. X acheveils OV avamTOCCOVV KAPSIOKN 1oYaLLi 7/Kot
£Uepayuo, GuvieTdTol 1 dtokomr| Tov Stivarga péyxpt v entlvon g katdotaonc. H andgaon yio v
emavévapén g Beponeiog pe to Stivarga mpénet va foaciletor 6NV mPoceKTIKn aEOAOYNON TOV
EVOEYOUEVOV OQEADV KOl KIVOUV®YV Y10, Tov KaOe acBevn Eexympiotd. To Stivarga mpémel va dlokomet
0pLoTIKG €0 Oev VIdpéel enilvon ¢ KaTdoTaoNS.

20vdpopo ormicbuog avaotpéwiung eykeparondabetoc (PRES)

"Eyer avagepbei to PRES o€ oyéon e m Oepomeio pe to Stivarga (BA. mapdypago 4.8). To onueio kot
ocvpntopata tov PRES nepihapfdvouy eminnrikés kpioets, kepararyio, Letafoin tng S1oavonTikmg
KOTAOTOONG, OTTIKY| StoTapayn 1 AOLMIN TOHPA®GT, LE 1 Ywpig oxeTilopevn veéptaot. H didyvoon
tov PRES amaitel emBefoionon péocm ametkdviong Tov eyKePaAov. Xe acOeVEIC [1E AVOTTUGGOUEVO
PRES, cuvietdrtot n dtokomn tov Stivarga, poll Je aVTILETOTION TG VIEPTUCTG KO VITOGTIPIKTIKT|
0TpIKn dayeiplon TV GAADV CUUTTOUATOV.

Apmnprokr) véptaon

To Stivarga €yel cuoyetiotel pe avénuévn enintmon aptnplokng vréptaong (PA. tapdypaeo 4.8). H
aptnploxy mieorn npénel va 1ebel vd Eleyyo mpv amd v Evapén g Bepaneiog e To Stivarga.
ZUVIGTATOL 1] TOPAKOAOVONGN TNG OPTNPLOKNG TTEGNC KO 1) AVTIUETOTION TNE VITEPTACTC GOUPOVO, LE
NV KaepOUEVT] WOTPIKT TPAKTIKY. ZE TEPITTAOCEL; GOPAPNG 1] ELUEVOVGOS VIEPTACTC TAPE TV
EMOPKTN 10TPIKT Sroyeipion, N Oepameio Oa Tpémel va S0KONTETOL TPOCOPIVE /KO VO LELDVETOL )
8001 KAt TNV Kpion Tov YTpov (PA. mapdypoo 4.2). Te mepint®on VAEPTUCIKNG Kpionc, TO
Stivarga 0a wpénet vo S10KomEl OPLOTIKA.




AveupOoLoTo Ko 0pTNELoKol dioympio ot

H ypion avactorémv VEGF g acbeveis pe 1| yopig viéptacn pumopei va EDVONGEL TOV GYNUATIGUO
OVELPLUGUATOV KOUT apTNPLIKOV dtayopopudv. O kivduvog autdg mpénel va AapuPdvetol TpoGEKTIKA
oy TP omd TV Evapén g Bepaneiag pe Stivarga oe acbeveig mov Tapovclalovy TapayovTeS
KvdUVOL OTMG LITEPTOOT) 1| IGTOPIKO AVEVPVUGLATOG,.

Opoupotikn pikpoayyeondbeia (TMA)

H Opoppotikn ukpoayystonddela, copneprropfavopévng g Opoupwtixng Opopupokuttopomevikng
mopeVpag (TTP), éxel cuvdebetl pe ) yprion g peyopapeviumng (PA. mapaypaeo 4.8). H didyvoon
TMA 0o npénel va Aappdvetor vmoyn oe acOeVEIS TOV TOPOLGIALOVY OLOAVTIKY AVOLia,
Opoppoxvtroponevia, KOTWGT, VEVPOAOYIKES EKONADCELS YOPAKTNPILOUEVEG OO SLOKLUAVGELS,
veppikn duciettovpyio Kot mupeto. Xe acbeveic mov avanticsovy TMA, 1 yoprynon peyopoeevipumng
TPENEL VO, SLoKOTTETON KOt vaL yopnyeitan apeca Bepaneia yio tv TMA. Metd t dokont| tng
YOPNYNONG PEYOPUPEVIUTNG TapaTnPNONKE ovacTpoEn TV emdpdoemv g TMA.

Emumloxéc emodimong tpavpdtov

Eme1dn 1o oploKeLTIKA TPOIOVTO LE OVTLOYYELOYEVETIKEG 1010TNTEG EVOEXETAL VO, KATOGTEIAOLY 1] VOl
EMNPEACOVY TNV ETOVAWMGT] TPUVUATOV, GUVIGTATOL 1] TPOSMPIVN SLAKOTN TOL Stivarga yio
TPOANTTIKOVG AOYOVS 6€ acBevelg mov vmofdiloviat oe peiloveg xelpovpyikés dwadikacies. H
amoOPOoT Ylo. T cLVEYIoN TG Oepameiog pe To Stivarga petd omd peilova yelpovpykn enéuPoomn Oa
npénel va, facileTol oTnNY KAVIKY KPIioT Y10 TNV EMTOPKT] ETOVAWDGCT] TPUVUATOV.

Agppotoloyky) tofikdTnta

Agppotikn avtidopaon yepoc-todog (HFSR) 1 obhvopopo molopo-teipatiaiog epudpodvcaicinciog
Kol €EAVON U OVTITPOCHOTEVOVY TIG CLYVOTEPT TOPUTPOVUEVES OEPUUTOALOYIKEG OVETIOOUNTEC
avtdpaoelg e to Stivarga (PA. Topdypao 4.8). Xtig kKAMvikéG SOKIUES, VYNAOTEPT CLYVOTNTA
eupaviong HFSR mapatnpndnke oe Actidreg (ouykekpiuéva lanwveg) acbeveig ol omoiot Erafay
Oepomeia pe Stivarga og ovykpion pe Koavkdotovg (BA. mapdypago 4.2). To pétpa yio v TpoAnym
tov HFSR meprhapfavouv tov Eleyyo tov TOA®V Kot T ¥p1oT TPOSTATEVTIKOV LAELAPIDV OTO
TATOVTOLO KOL YOVTIDV Yl TV TPOANYT TG TaoNg and Tieon ota mEALAT Kot TiG ToAdpues. H
dwyeipton tov HFSR pmopei va meptlapfavet tn ypfon KEPATOAVTIKOV KPEU®V (T.)., KPEUES HE PAon
ovpia, caAtkvAkd 0&y, 1 dApo VOPoLVAKS 0&D o1 onoieg Ba Tpémet va epapudlovtar pe Pedd Povo
OTIG EMNPEALOUEVEG TTEPLOYES), KOL EVUIATIKAOV KPEUMV (TOV UTopovv vo. epapudlovtar Eledbepa) yia
TNV oveKoOEIoN TOV GVUTTOUATOV. O Tpénel va eEetaoTel 1) peimon ¢ 606G /KL 1) TPOG®PIVA
dlokomn| Tov Stivarga 1] 6€ GoPapég EUUEVOVGEC TEPITTAOOELS, 1] OPIGTIKN Stokor (BA.

nopaypago 4.2).

Avopoiies tov Boynukdv Kot eTaBoMKOV EpYACTNPOK®OV EEETACEMV

To Stivarga €yxet cvoyetiotel pe avEnpévn eTMTOGN NAEKTPOAVTIKAOV S10TOPOYDY
(ovumepriopPovourévig VIOPOCEUTUING, VTAGPESTIONUING, VTOVATPIOLUIOG KOl VITOKOALOLIOG) Kot
UeTABOoAKOVY dlatapoydv (cuumepthapupavouévay anéncewny ot BupeoeldoTpoOTo oppov, T Amdon
Kol TV apvAdon). Ot diutapayég etvon yevikd Nmiag £m¢ HETPLOG coPapOTnToC, U OYETILOUEVES LUE
KAWVIKEG EKONADGELS, KOl OgV amattovy GLVIOMG SLKOTEG 1) LEIDMGELG TNG dOOTG. ZVVIGTATOL 1)
TapoKoAoHONGN TOV PLOYNIKOV Kot HETABOAMKOV TOPAUETPOV KOTA TN dldpKelo TG Oepameiog pe to
Stivarga, kaOd¢ kot 1 vioBETnoN ™ KATAAANAN Bepomeiog avTIKATAGTUOTG COUPOVA UE TNV
KafepOUEVT] KAVIKT| TPOKTIKY, EQV OMOLTEITOL XE TEPIMTTOOT EXIUOVOV 1) EXAVEUQOVILOUEVOV
ONUAVTIK®OV dlatapoydv, 0o mpénet va e€etdletol n Tpocmpvi dlakomn 1 peiwon g ddong,
optloTikn dlakomn Tov Stivarga (BA. Topdypago 4.2).

ZNUAVTIKEC TANPOQOPIEC OYETIKA LLE OPLOUEVO, CVOTOTIKG,




Av106 10 PapuakeLTIKO TPOidV TTepLEyel 56,06 Mg vatpiov avd nuepnota 66om tov 160 mg, 16odvvapo
pe 3% g ovviotopevng oo tov [TIOY péylotng nuepnotag 06omg tv 2 g vatpiov yio Evav evijhika.
Kabe nuepriow 06om tov 160 mg mepiéyet 1,68 mg AekiBivng (mopayouevn amd coya).

4.5 AlMiemopdoseic pe GAlo QUPRIKEVTIKA TPOIGVTA KoL AALeS popPES alinienidopaong
Avaoctoleic Tov CYP3A4 ka1 UGT1A9/enaywyeic tov CYP3A4

In vitro dedopéva vodetkvoovy 0Tt 1) peyopaevipmn petaPolrilerar amd 1o kutdypwpa CYP3A4 kot
TNV ovp1divn S1PoPoPIK YAvkovpovooLAtpavepepdon UGT1A9.

H yopiynon ketokovaloing (400 mg ya 18 nuépeg), evog ioyvpov avactoréa tov CYP3A4, pe o
epamaé d6om peyopapevipmng (160 mg kotd v Sn nuépa) eiye og amotéAecua pio avénon otn péon
éxBeon (AUC) g peyopopeviumng katd mepimov 33%, kot pia peioon ot péon £kbeon tov evepynv
petafortadv, M-2 (N-o0&&idio) kot M-5 (N-o0&gidio kot N-deopebud), katd nepimov 90%. Zvviotdron
VO OTOQEVYETOL 1] GLYYXOPNYNON IGYLPADV AVAGTOAL®V NG dpactnprotnTos 1oL CYP3A4 (m.y.
KAopBpopvkivn, YoUOg YKPEMPPOLT, 1TpaKovaloAn, keTokovalOAn, Tocakova oA, TEMOpopvKivy
ka1 Boprkovaloin), kabmg 1 enidpach Tovg oty ékBeom oTabepomompuévng KaTdoTooNS TS
PEYOPAPEVIUTNG KOl TV PETAPOATAOV TNG deV £)el peretnBel.

H ovyyopnynon oyvpodv avactoréwny tov UGT1A9 (m.y. pepevapkd oD, SipAovvifaAn, Kot
viprlovpkd o&D) katd tn Sidpkela g Bepameiog Le peyopaPeVIII TPETEL VO ATOPEVYETAL, KAOMDG M
enidpaot] Tovg otV £kBecn oTabEPOTOMUEVIC KATAGTAONG TG PEYOPUPEVIUTNG KOL TOV HETUPOATOV
g oev €xel peretnOel.

H yopiynon prpapmicivig (600 mg yia 9 nuépeg), evog woyvpot emaywyéa tov CYP3A4, pe pa
gpamaé d6om peyopagevipmng (160 mg kot v 7n nuépa) gixe Mg amotéAecpa Ui PEioT TNV
AUC g peyopagevipnng katd mepimov 50%, o avénon katd 3 émg 4 eopéc otn uéon ékbeom tov
gvepyov petafolritn M-5, kot Kapio petafoirn oty éxbeomn tov evepyol petaforitn M-2. AAlot
toyvpoi enoywyeig tov CYP3A4 (m.y. pawvvtoivn, kapfoualenivn, eatvoPapPirdin kot vrepiko (St.
John’s wort)) umopei emiong va avénoovy to petafoloud g peyopapeviummge. Ga mpénet va,
amopevyovtal ot 1oyvpol enaywyeic Tov CYP3A4, 1| va e€etdleton n emhoyn evOg EVOALAKTIKOV
GUYYOPTYOVLEVOL (PUPLOKEVTIKOD TPOTOVTOG, LLE AVOTTOPKTN 1 EAAYIOTN TOOVOTNTO ETAYWOYNG TOV
CYP3AA4.

Yrnootpouota UGTIAL kon UGT1A9

In vitro dedouéva LITOJEIKVHOVY OTL 1] PEYOPUPEVIUTN KOODE Kat 0 evepydg petaforitng tng M-2

Voo TEAALOVVY T YAVKOVpOVIdiwo™ mov Ttpaypotonoteital péco g UGT1AL kot UGTIA9, eved o M-5
avaotéAiel v UGT1AL pévo o€ GuyKevipdGeLs Tov emttuyydvovtat in Vivo ot otafepomomuévn
Kkatdotootn. H yopriynon peyopagevipang pe pio Slokom S nuep®V TPV amod T yopnynon
PWVOTEKAVNC €lxe WG omoTéLesua. Lo avénon katd mepinov 44% oty AUC tov SN-38, éva
vrootpopa s UGT1A1 xon gvepyog petafolritng g ipvotekdvng. Ilapoatnpnbnke eniong o
avénon oty AUC g 1pwvotekdvng katd mepinov 28%. Avtd vIodelkviEeL OTL 1] GLYXOPNYNOT TG
peyopapevipmng uropei va avénoet tn cvotnuatikn ékbeon ota vrootpmparta g UGTIAT kot
UGT1AQ.

Ymootphpoto Tp@dTeEivns avTiotaons Tov Kapkivov tov paotov (BCRP) kot P-yAvkorpmteivng

H yopfynon g peyopageviumng (160 mg yw 14 nuépec) npv m xoprynon epanas d6ong
pocovfactativing (5 mg), éva vréstpopa BCRP, eiye cov anotélecpa pio avénon katd 3,8 eopég
ot péon éxbeon (AUC) ¢ pocovPactarivng, kat pio avénon katd 4,6 eopéc ot Cmax.

AVT0 VTTOSEIKVVEL TG 1) GUYYOPTYNOT TNG PEYOPAPEVIUTNG UTOPEL VO ALENGEL TN CLYKEVTPMOGON
TAAOUATOS TV GAA®Y GuyyopnyoLuevey vtootpoudtov BCRP (.. uebotpe&dm, provpactativy,



atopPactativn). Luvendg, GVVIGTATOL VA TopaKoAoLBoVVTIL 6TEVA Ol acBeVELS Yo onueio Kot
cupmTdpate ovénuévng ékbeong oe vrootpdpoto BCRP.

Ta Khvikd dedopéva vITOdEIKVIOVY TMG 1 PEYOPAPEVIUTT deV EMOPE TNV POPLOKOKIVITIKY] TNG
dryo&ivng, cuvendg pmopel va SIVETOL TOVTOYPOVA LLE VTOGTPMUATO P-YAVKOTPMOTEIVAOV, OTTMG 1
dryo&ivn, yopic KAvikd onuavtik GAANAETIOpOACT) QAPUAKDV.

Avactoleic e P—yAvkompoteivng koun BCRP/Eraywyeic thg P—yAvkompwteivng kan BCRP

In vitro peléteg vodekvoovy ot o1 evepyoi petafolriteg M-2 kot M-5 givan vrootpdpoto yio thv P—
yvivkompwteivn kot Tnv BCRP. Ot avactoAeig kot ot enaymyeic tng BCRP kat g P-yAvkompmteivng
uropel va wapepPfanBodv oty ékbeon tov M-2 kot M—5. H klvikr| onpocio autdv Tov vpnuitov
givan Gyvoom (PA. emiong mapdypago 5.2).

Exhextucd vrootpopata tov icopopedv CYP

In vitro dedopéva VITOSEIKVOOVV OTL 1] PEYOPUPEVILTN EIVOL AVTOYDVIGTIKOG OVOOTOAENSG TMV
kutoypoudtov CYP2CS (tyun Ki 0,6 micromolar), CYP2C9 (tywq Ki 4,7 micromolar), CYP2B6 (tiun
Ki 5,2 micromolar) 6Tig GOYKEVTIPMOGELS TOV EMLTVYYAVOVTOL IN VIVO o€ atabepomomuévn KoTdotoon
(uéyto ovykévipwon TAdcpartog 8,1 micromolar). H in vitro avactaitikh woyvg npog 1o CYP3A4
(tywn Ki 11,1 micromolar) kot CYP2C19 (tyun Ki 16,4 micromolar) ftov Atyotepo Eviovn.

Atevepynnke po KAVIKY LEAETN EMGUAGUEVOV DITOGTPOUATOV Y10 TNV a&loAdynon g enidpaong
14 nuepwv docoroyiag pe 160 mg peyopaeVvipmng ot QOPUOKOKIVITIKN TOV EMICT|UACUEVOV
vrootpopdtev Tov CYP2C8 (poostyhrtalovn), CYP2CI (S-Bapeapivn), CYP2C19 (opempaldin) kot
CYP3A4 (usaloraun).

Ta eapuakokvnTikd dedopéVa VTOSEIKVOOVY OTL 1| PEYOPAPEVIUTT UTOPEL Vo cuyyopnynOel pe
vrootpopoto tov CYP2CS, CYP2C9, CYP3A4 ko1 CYP2C19 ywpig kKAviKG onuavtikyg
aAAniemtidpaon petaé&d tomv eappakev (PA. eniong mapdaypogo 4.4).

Avuiotikd

To mpoPik GLYKEVTPMONG-YPOVOL VITOSEIKVIEL OTL 1) PEYOPAPEVIUTY] Kot Ol LETAPOAITESG TG UTOPEL VOl
axolovBnoovv gvieponmatiky kKukhoeopia (BA. Tapdypapo 5.2). H cuyyopnynon pe veopoxiun, £vag
OTOY ATOPPOPOVUEVOC OVTIIKPOPLOKAOC TOPAYOVTOC TOV YPNOLLoTolEiTaL Yiot TNV €AY TNG
YOGTPEVTEPIKNG HIKPOYA®PIdag (Tov pmopel va TapepPAnbel oty evieponmatiky KukAopopia Tng
peyopapevipmng) dev elye Kapia enidpacn otnyv £kbeon g peyopaeviumne, aAld vnpye pio peioon
otV ékBeomn tov evepymdv uetaforrtdv M-2 kot M-5 katd nepimov 80% mov £6e1&e in vitro kot in vivo
GUYKPIGIUN QUPIOKOAOYIKT dpacTnplotnta Le T peyopaeviunrn. H klvikh onpoacio avtg g
aAANAETIOpOONG TNG VEOUVKIVIG Elval AyVOOTY, 0AAG UTOPEL VoL EYEL OG ATOTEALEGLLO T LELOUEVT
QTTOTEAEGUATIKOTNTO TNE PEYOPAPEVIUTNG. Ol QapUOKOKIVITIKEG AAANAETIOPACELS GAAWDY
avTPloTik@V dgv €yovv puehetnbet.

[opdryovtec coumAOKOTOINGNC AAXTOV YOANC

H peyopagpevipan, to M-2 kot 1o M-5 givar mbavd va vtoaiiovtol 6€ EVIEPONTOTIKY KVKAOQOpPio
(BA. mapdypo@o 5.2). Ot mapdyoviec GuUTAOKOTOINGN G OAATOV YOANG, OT™G TO cholestyramine Kot To
cholestagel, puropei vo aAANAETIOPAGOLVY pE TN PEYOPAPEVIUTT INUIOVPYDVTOG AOIIAVTA GOUTAOKAL,
T0L 07010 UOPEL VoL EXNPEGGOVY TNV amoppdenon (1 TV EravAToppOENoT)), UE OTOTEAECUA TOUVE
uelmpévn ékbeon. H khvikn onuoacio avtdv tov mlavoy aAAnAenidpdoemy dgv eivol yvooth, alAd
Uopel va £l O OMOTELEG U LEIWHEVT] OTOTEAECUATIKOTITO TNG PEYOPOUPEVIUTNG.

4.6 Lovipétnta, kOnen ko yorovyio

Tuvaikeg o avomapaymyur) nMkio/ AvIiicOAAN W 68 GVTPES KOt YUVOIKES
Tuvaikeg o€ avamoapayytkn nAMkio TPETEL VoL EVILLEPDOVOVTOL OTL ] PEYOPOPEVIUT LITOPEL VOl
npokarécel BAAPT Tov guPfpidov.
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Tvvaikeg o€ avamapayoykn nAkio Kot avopeg Tpémet va S1uc@aAilovy AmOTEAEGLATIKY OVTICOAANYN
Katd T ddpKeln TG Bepomeiog Kot Yo £m¢ kot 8 fdopdadec petd TNV oAoKANpwo TG Bepaneiog.

Kvnon

Agv datiBevton dedopéva GYETIKA LE T YPTON TNG PEYOPUPEVIUTNG GE £YKVO YuVOIKOL.

ZOUQOVA LE TO UNXOVIGHO dpAoTg TNG, VITAPYOVY VITOYiEG OTL 1] pEyopaPeviumT Tpokoiel PAGPN oTo
éuPpvo dtav yoprnyeitar Katd T ddpkela g ykvposuvng. Meiéteg oe Lda £yovv deilet
avamapay®yikn to&iotnta (BA. mapdypapo 5.3).

To Stivarga dev TpEmEL va YpNGUYOTOLEITOL KOTE T SLAPKELN TNG EYKVHOGVUVIG EKTOG €AV EIVAL GUPDG
ATOPOiTNTO Kot PETE ad TPOGEKTIKY 0EIOAGYNOT] TOL OPEAOVC YiaL T UNTEPQ KO TOL KIVOHVOL Y10 TO

éuppvo.

OnAacpog

Agv givorl yvooto gbv 1 peyopagevipmn 1 ot petaforiteg tng anekkpivovtal 6to avBpdTvo Yaia.
2T0VG apovpaiovs, N peyopagevipmn 1 ot petafolriteg g anekkpivovrol oto yéia. O kivovvog ota
veoyévvnto. / Bpéen mov InAdlovv dev pmopel va amoxieiotel. H peyopapevipmn pumopel va PAdyel Tnv
avénon kat avématuén tov Bpégoug (PA. mapdypapo 5.3).

O Onhoopodg mpénet va dtaxdmTeTOL KOTd TN Stdpketa s Oepamneiog pe Stivarga.

Tovipodtnto
Agv vtdpyovv dedopéva oxeTIKA e TNV emidpact Tov Stivarga otnv avBpomvn yovipotnta. Ta

amoteléopata and peAETeg o€ (M VIOSEIKVHOLV OTL 1| PEYOPAPEVIUTT LITOPEL VO EMNPEAGEL OPVNTIKA
v avopikn kot yovorkeio yovipudmmra (BA. mapdypago 5.3).

4.7 Emodpdosic oty IKavéTnTa 0017101G KO (EPLGUOV PN AVILATOV

Agv TpaypotomoOnKoy HEAETEG GYETIKA UE TIG EMOPACELS TOL Stivarga otV IKavOTNTa 001YNoNG Kot
YEWPLopoL unyavnudtov. Eqv ot aoBeveig mapovsidcovy cuumtdpate mov ennpedlovy Ty KovoTnTtd
TOVG Y10 GLYKEVTPMGT Kot avTidpaon katd tn didpkela tng Oepameiag pe o Stivarga, cuvioTdton vo,
U1V 031 Y00V 1} XPNCUOTOLOVY UNYOVIUOTO LEYPL VO DVTOYMPNCEL 1| ETXLOPOOT).

4.8 AvemOOunTeg evEpyeLEg

2HVoWn TOL TPOYIA AGOAAELOC

To cvvolkd Tpo@ik acpdieiog Tov Stivarga Baciletot e dedopLéva and mePIoGOTEPOVG ATd

4.800 acBeveic mov vroPAnOnkay o Bepameio o KAVIKEG LEAETEG, GUUTEPIAAUPBAVOUEVOVY OEOOUEVMV
gleyyouevng pe eikovikd eappoko eaong Hi yio 636 acOeveig pe petactatikd ophorkoikd Kapkivo
(CRC), 132 acBeveig pe yaotpevieptkong oTpopotikong 0ykovg (GIST) kat 374 acheveic pe
nrotokvTTopkd Kopkivouo (HCC).

To mpopik ao@oreing TG peYOPAPEVIUING O QVTEG TIG LEAETEG TAV GUUPOTO LIE TO ATOTEAECLLOTOL
acpaleiog piog peréng eaong I B mov de&nydn oe 2872 acbeveig pe opBokoiikd kapkivo Tmv
omoiwv 1 acbéveln eiye epeavicel eEEMEN UeTd TV aywyn pe Kobiepmuéveg Depomeiec.

Ot coPapotepeg avemBounteg evépyeleg otoug acbeveic mov Aappdvovy Stivarga eivor cofopn
nratikn PAGHN, aoppayio, S1GTPNOT TOV YUGTPEVIEPIKOD GOANVA Kol AOTU®EN.

O1 mo ovyva topatnpodieves avemBountes evépyetes (= 30%) otovg acbevelg mov Aappdvovy
Stivarga givai m6vog, depUaTIKT ovTidpaoT YEPOG-T0d0G, EEAGHEVNON/KOT®MOT S1dppola, LELDUEVT
opeEn Kot TPOGANYN TPOPNG, VITEPTAGT), Kot AOTH®EN).

Hivaxag avemBountov evepyelmv
O1 avemBduntec evépyeleg mov avapépnkay 6T KMVIKEG 00KLUES 6TOVG acbeveic Tov VoA OnKay
o¢g Ogpameia pe to Stivarga mapovctaloviat otov [ivaka 3. Eivat ta&ivounuéveg kotd
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KOTYOPio/0pyoviKd GOGTNUA KOl ¥PTCLULOTOLELTAL 0 KOTOAANAOTEPOG Opoc MedDRA yio tnv
TEPLYPOPN UIOG CUYKEKPIUEVTG OVTIOPOOTG, TV CUVOVOU®OV TNG KOl TMV GYETIKOV KOTUGTAGE®DV.
Ot avemBounTeC EVEPYELEC EIVOL OLLOOOTONUEVEG COLP®VA LE TIG GLYVOTNTEG TOLS. Ot OpAdEG
ouyvotntog kabopilovtor pe Paon v axdAovdn coufacn: ToAd cuyvig (=1/10), cvyvég

(>1/100 £¢m¢ <1/10), oyt cuyvég (=>1/1.000 éwg <1/100), omdvieg (>1/10.000 éwg <1/1.000) kot pun
YVOOTES (Ogv umopolv va ektiunBovv pe Paomn ta Stabécia dedopéva).

Evtog kG0 opddog cuyvotntog epeaviongs, ot avemBiunteg evépyeleg mopatifevral katd ebivovsa
cElpd coPapoTnToc.

Hivaxag 3: AvemBOunteg evépyeres (ADR) mov ava@épdnkav 611 Khvikés dokipéc og acdeveic
mov vrofiMOnkav og Ocpaneio pe To Stivarga

Katnyopia/
0pYOVIKO . . . " . . IMn yvootéc
cooeTpa oAb ovyvég 2oyvéc Oy ovyvig Xravieg
(MedDRA)
Aodéeig ko Aolpoén*
TOPOGITOGELS
NeomAhdopota Kepatoa-
KaAoM 01, Kakonon KkévOwpo/
KoL Un Mhaxddeg
Kkafoplopéva Kapkivopo
(mepriapPavovran TOV OEPUATOG
KOOTELS KoL
TOADTOOEC)
AwTopayéc Tov ®popfo- Agvkomevia OpoufoTikn
OLLLLOTOUTIKOV KoL | Ttevial LIKPOOLYYELOT
TOV AEUPLKOD Avoupio ST}
GLOTNLOTOG
Awotapoyéc Tov Avtiopoon
0LVOGOTIOINTIKOV VITEP-
GLOTNLOTOG gvoicnoiog
AwTapayéc Tov Yrobv-
EVOOKPIVIKOD PEOEIOIGHOG
GLOTNLOTOG
Awtapoyéc Tov Mewwpévn Ymo-
petafoiiopov kot | 6peén kot KoAtopio
g Opéymng TPOCANYN Yrnopwoopa-
TPOOTG Tapio

Yroope-

otiopio

Ynovao-

TPl

Yropo-

yvrmolopio

Ynrepov-

pryopio

Apuddtmon
AwTapayéc Tov Keporayio XHvopopo
VELPLKOV Tpopog omicOlog
GUOTNHOTOG [Teprpepcn ova-

veVpOTADELL GTPEYIUNG
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Kotnyopia/

0pYOVIKO . . . " . . IMn yvootéc
soomue IloAv ovyvég Yoyvég Oy ovyvég Xrdvieg
(MedDRA)
EYKEQUAO-
méOelog
(PRES)
Kopdiaxég Epopaypoa
SwaTapayés OV
LLOKOPIo
Ioyoupio Tov
LLoKapdiov
Ayyeloxég Awoppayio YepTaotKn Avevpioportal
SloTapayé * Kpion Kol
Yréptoon apTnplokol
dloympiouol
Awotapoyéc Tov Avcoovia
OLVOTTVEVGTIKOV
GUGTHLLOTOG, TOV
6dpoka Kot Tov
uecofmpdaxiov
Awotapoyéc Tov Algpporo Awotapoyéc Aldtpnon
YOGTPEVTEPTKOV Ytopatitido | NG yevong OV
"Epetoc Enpoctopia | yootpevte-
Novtio Tl'actpo- PLKOV
AvcKototn | o1GoPayKy coMva *
10 TaAVOpo- laotpeve-
pnon puco
laotpevre- ovpiyylo
pitda Hoykpea-
Titda
AwTopayéc Tov Yrepyoie- Yofapn
NTOTOC KOl TOV pvOpvaruio NTATIKN
YOANPOP®V AvEnon otig BAGpn
TPOVOO- (ovumepiap
pvaoeg Bavopévng
NG NTOTIKYG
OVETAPKELOG)
*i#
Awtapoyéc Tov Agppotikn| Alomekia Awtapoyn XHvopopo
SEPLLOTOG KOl TOV avtidpaon Enpodeppio. | Tov oviywv | Stevens
VTOJOPLOL 16TOV YEWPOC- AmoQoit- IToAduoppo | Johnson
TOOOC** dWTIKO gpuinua To&wn
E&avOnpa eEavonua EMOEPLKN
vekpOALGN
Awotapoyéc Tov Mvikol
LVOCKEAETIKOV omac Ol
GLOTNLOTOG KO
TOV GUVOETIKOV
1GTOV
Awtapoyés tov [Ipwrei-
VEPPOV KOl TOV vovpia

0VPOPOPMV 0DV
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Kotnyopia/

0pYOVIKO . . . " . . IMn yvootéc
soomue IloAv ovyvég Yoyvég Oy ovyvég Xrdvieg
(MedDRA)
Tevicég E&acBévnon
SloTapayEg Ko /xOT®ON
KOTOOTAGELG TNG [Movog***
000V Yopnynong [Mvpetdg
DAreypovn
TOV
BAevvoydve
v
HMopoaxkivikég Andreia Avénon
gketdoelg Bapovg oV
apLAGoN
AvEnon ot
Mmdon
Mn
(VOLOAOYIKN
debvng
OLLOAOTIOL-

nuévn oxéon

* &youv avopepBel BavaTneopo TEPIGTATIKA

** GUvopouo TaAapo-teALaTIaiog epuBpodvcaicinciog oty oporoyio MedDRA

*** O1 o ovyvd avaeepopevol Tumot TOvoL (=10%) eivan Kotokdg Tdvog Kot TOVOS GTNY AT

# ohuemva pe To KprTiplo g enoyouevng and eappaka, nratikhc BAGRNG (DILI), tng diebvodg
ouadoug epyosciog epmepoyvouovov DILI

[eprypaor| emheypévov avemBOunT®v evepyeELmdv

2T1C TEPLOCOTEPEG MEPMTMOGELG COPUPDY NTATIKOV PAAPOV, 1| NIOTIKY SVCAEITOVPYIN ELPAVIGTNKE
EVTOC TOV TPOTOV dVO UNveV Bepameiog kot yopaktnplotay amd NToToKVTTaptKO pnotifo PAGPNS He
avénoelg tov tpaveapvacov >20XULN, cuvodevdpeveg amd adEnon g yorepudpivne. Ztig KAvikég
doKég, TapatnpnOnke pio VYNAGTEPN CLYVOTNTA ELPAVIONG GOPOPOV NIATIK®V PAAPOV pe
Bavatnedpo ékpacn otovg ldmwveg acbeveic (~1,5%) mov vrofAndnkay og Oepomeia pe Stivarga
GLYKPLTIKA pE Tovg un-lanwveg acbeveic (<0,1%).

2T1¢ eEheyOUEVES [E EIKOVIKO QapuaKko dokIuEG eaong 111,  cuvolikn enintwon apoppayiog oy
18,2% otovg acbeveig vio Oepameio pe Stivarga kot 9,5 % otovg acbeveic mov Adpupavay gKoviko
QappoKo. Ol TEPIOCOTEPES TEPITTMCELS QLOPPAYIKADV EXEIGOSIMV 6ToVG 0isBeveic vid Bepameia e
Stivarga ftav Nmes éog pétpie oe coPapodmra (Babuoi 1 ko 2: 15,2%), kupimg de eniotaén (6,1%).
Bavatneopa ékPacn otovg acbeveic vio Oepameia pe Stivarga frav oyl cvyvd (0,6%) kot
ouumeplEAGUPOVAY TO EYKEPOAKE, OVOTVEVGTIK(, YOGTPEVTEPIKA KOl OVPOYEVVITIKG GUUPAVTAL.

2116 eELeYOUEVES LE EIKOVIKO Qappoko dokiuég eaong 111, Aowudéeig mopatnpndnkay cuyvotepa o
acOeveic vo Oepameio pe Stivarga oe cvykplon pe acbeveic mov Adupavay ikovikd eapuako (6Aot ol
BaBpoi: 31,6% évavtt 117,2%). O nepiocdtepeg AoymEelg o aobeveic vd Bepameia pe Stivarga
nrav Nmiec Eoc uétpiec oe coPapdmra (Babuoi 1 ko 2: 23,0%) kot meptddpfovay AotudEelg Tov
ovporomtikov (5,7%), pvoeapuyyitida (4,0%), PAEVVOYOVOOSEPUATIKES KOl GUGTILLOTIKEG
POKNTIOOKEG AodEELS (3,3%) kabdg Kot mvevpovia. Oovatneopes ekPaoelg oyeTilOUEVES e T
Aotumén Topotnpndnkay mo cuyva oe acbeveig mov Elafoav Oepancio pe Stivarga (1,0%), oe
oUYKPLIoN UE ToVg acbeveic Tov Elafav To eikovikd eappoko (0,3%), Kot fray Kuping avamveLoTiKd
oupfava.
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211G eAeYYOUEVEG LE EIKOVIKO PApLaKo doKIUEC pdong ITI, 1 cuVOAIKY| eiTT®ON SEPUATIKNG
avTidpaong YEPOG-T0d0G NTay VYNAGTEPT] GTOVG acbeveig vId Bepaneio pe Stivarga 6€ GOYKPLOT UE
acBeveig mov AauPovay gicovikd eapuako (6Aot ot Babpoi: 51,4% vs. 6,5% CRC, 66,7% vs. 15,2%
GIST xo1 51,6% vs.7,3% HCC). Ot mepiocOtepeg mepntdOELG SEPUATIKNG OVTIOPUONG XEWPOS-TOOOG
610G acbeveig vid Bepamneia pe Stivarga TOPOLGLAGTNKAY KATE TN S1APKELN TOV TPAOTOV KOKAOV
Oepomeiog kot NTav Neg émg pétpieg oe coPapotnta (Babuoi 1 ko 2: 34,3%, CRC, 44,7%, GIST)
kot 39,3% (HCC). H enintwon deppotikng avtidpoaong xepos-noddc Babpov 3 rav 17,1% (CRC),
22,0% (GIST) kot 39,3% (HCC).H cvvolikn enintoon avtidpoaong xepos-toddc (74,8%, CRC,88,2%,
GIST kot 67,1%, HCC) ntav vyniotepn oe Actdrteg acbeveic vmo Oepaneia pe Stivarga oe cOykpion
pe diheg ebvikotnreg. H emintwon g avtidpaong yeypog-todog Babuov 3 otovg Acidtec ntov 20,5%
(CRC), 23,5% (GIST) xat 13,5% (HCC) (BA. mapaypdpovg 4.2 ko 4.4).

2116 eEheyOUEVES [E EIKOVIKO QappoKko peréteg eaong 11, n cuvorlky cuyvotnta TG VIEPTUONG NTAV
vyMAGTEPN 6TOVG 0IoBeveic Tov Elafav Bepancia pe Stivarga, oe cOyKpilon pe Toug acbeveig mov
éhaPav gikovikod appako (29,6% vs. 7,5% CRC, 60,6% vs. 25,8% GIST «at 31,0% vs. 6,2% HCC).
O1 TTEPIGGOTEPEC TEPIMTOOELS VIEPTACTG 6TOVG acbeveic vd Oepaneia pe to Stivarga
TOPOVGIACTNKOAV KOTA TN SIUPKELN TOL TPMTOV KVKAOL Ogpameiog Kot NTav NTIEG EMG LETPIEG O
coPapotnta (Babpuoi 1 ko 2: 20,9%, CRC, 31,8%, GIST kot 15,8% HCC). H enintwon vréptoaong
BaBuov 3 frav 8,7% (CRC), 28,0% (GIST) ka1 15,2% (HCC). Mia nepintwon vagptaong Babuov 4
avaeépOnke otn dokun GIST.

2115 eheyyOpeveg e elkoviKo eapuako dokiuég edong 1, 1 cuvoiikn cuyvotnta g Bepansiog g
avadvopevn tpoteivovpiog Ntav 9,1% ot acbeveic mov Elafav Oepancia pe Stivarga, oe GuyKpion pe
1,9% o¢ aoBeveic mov EhaPav ekovikd pappoko. Ano ta cuppdvta avtd, 35,6% oto okérog Tov
Stivarga kot 54,5% 610 6KELOG TOV EIKOVIKOD PUPUAKOD £X0VV avapepBel mg ympig avappwon/xmpic
emilvon.

e OAEG TIC KAVIKEG OOKIUEG, EMEIGOD10, KapOlaKDV dtatapaydv (6Aot ot Babuot) avaeépbnkay To
ovyva (13,7% évovtt 6,5%) otovg acbeveic vo Bepancia pe Stivarga nikiog 75 etdv kot avo
(N=410) ot cOyKkpion pe Tovg acbeveic vd Bepameia pe Stivarga nikiog kdto tov 75 eTdv
(N=4108).

AwTopayéc EpYosTNPLaK®OV eEETACEQV

O1 gppavildueveg kota ™ Oepomeio dtatapoys epyasTnplak®y eEETAGEMV TOL TapATNPNONKAY GTIG
eleyyopeves pe eikovikd eappoko dokipég eaong I mapovsialoviar otov Iivaka 4 kot otov [ivaxa
4o(BA. emiong Topdypapo 4.4).
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Mivaxag 4: Epgavilopeveg kota ) 0gpameia o10tapayis TOV EPYUCTPLOK®OV EEETAGEOVY TOV AVAPEPONKAY 6TV ELEYYONEVI] IE ETKOVIKO QAPLUKO
doxuyu eaong I1 o€ ac0eveic pe peraostotikd CRC (CORRECT), GIST (GRID) kan HCC (RESOURCE)

MCRC (CORRECT) GIST (GRID) HCC (RESORCE)
Stivarga | Ewoviko | Stivarga | Ewovikdé || Stivarga | Ewoviko | Stivarga | Ewovicd || Stivarga | Ewoviko | Stivarga | Ewcovikd
Kol pappoko | kat BSC | pdppoko Ko oapproko | kot BSC | edppaxo || kot BSC | edppako Kot PAPLLOKO
EpyootiploKky TapaueTpog BSC kot BSC (n= kot BSC BSC kot BSC | (n=132) | kau BSC || (n=374) | ko BSC BSC kot BSC
(o€ Y% derypdTOV TOV (n=500) | (n=253) 500) (n=253) (] (n=132) (n=66) (n=66) (n=193) (n= (n=193)
geTdoTnKay) 374)
BaOpég ? BoOuog ° BoOpdg °
‘O)ot ot BaBpoi % BaOnoc 3/4 % ‘O)ot o1 BaBpov %o BaOpog 3/4 % ‘O)ot o1 BaBpoi %o Ba0Opoi 3/4 %
Awtopoyés Tov
OLLOTTOUTIKOV KU1 TOV
AEPQUKOY GVOTHRATOG
Metopévn atpoceatpivn 78,5 66,3 53 2,8 75,0 72,7 3,0 15 72,5 71,3 6,0 4,8
®popPoxvtraponevia 40,5 16,8 2,8 0,4 12,9 15 0,8 15 63,1 50,0 5,4 0
Ovdetepoevia 2,8 0 0,6 0 15,9 12,1 3.1 3,0 13,6 14,9 3,0 1,0
Aguoomevia 54,1 34,8 9,3 4,0 29,9 24,2 7,6 3,0 67,8 58,5 17,4 11,7
Awrapayés Tov
petaforicpov Ko NG
0péync YrooPeotwopia 59,3 18,3 1,2 1,2 16,7 45 1,5 0 23,4 10,1 0,3 0
YrepacPeotiaio 25,7 8,3 4.3 0,4 20,5 3,0 3,0 0 30,7 9,0 4,3 2,1
Yropwopatopio 57,4 11,1 311 3,6 54,5 31 21,2 15 70,4 31,4 33,9 6,9
AWTopoyés TOL NTETOS Kol
TOV YO POpOV
YrepyorepvOpvarpio 446 17,1 12,2 8,4 33,3 12,1 3,8 15 78,2 54,5 15,9 15,7
Avénuévo AST 65,0 45,6 59 5,2 58,3 47,0 3,8 3,0 92,7 84,3 17,8 19,9
AvEnuévo ALT 45,2 29,8 5,5 3,2 39,4 39,4 4,6 15 70,4 58,6 6,2 4,7
AWTOpOyES TOV VEQPAOV
KU1 TOV 00poPOpmV 00®OV
Ipwteivovpio 83,6 61,0 1,8 0,8 59,2 52,5 3,1 34 51,0 36,5 16,7 3,1
Hopaxivikég e€etdoseig
AvEnuévn INR* 23,7 16,6 4,2 1,6 9,3 12,5 1,6 4,7 44,4 354 0,7 2,1
AvEnpévn Mmdon 46,0 18,7 11,4 4,4 14,4 4,6 0,8 0 40,5 27,0 14,2 8,7
Avénuévn apvidon 255 16,7 2,6 2,4 23,0 19,0 2,8 2,7

2 Kpurppia Zovibovg Oporoyiag yioa Avembopnteg Evépyeieg (Common Termlnology Criteria for Adverse Events (CTCAE)) "Exdoon 3,0
b K prripio Zuvijovg Opoloyiog yia AvemBountsg Evépysieg (Common Terminology Criteria for Adverse Events (CTCAE)), Ex8oon 4,0
* Alebvng opodomompévn oxéon

BSC = BEATIOTN VTOGTNPIKTIKY pPOVTION
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e ovykpion pe v naykoopo dokiun edong HI yio CRC (CORRECT) 6mov evtdyfniay kupimg
(~80%) aoBeveic mov avikay oty Kavkdoio oA, vynAdtepn cuyvotnto eupaviong avENcemy TV
nratikedv eviopov mapatnpninke otovg acbeveig ot omoiot EhaPav Oepameio pe Stivarga otnv
Actotikn dokwun| edong 1 yio CRC (CONCUR) 6mov evtaydnkav kuping (>90%) acbeveic and tnv
Avatolkn Acia.

Hivakag 4a: Epgavilopeveg kota T 0gpaneio o10tapoyis TOV EPYUCTNPLOKOV EEETACEDV
NTATIKOV EVEOROV TTOV OvaQEPONKAY 6TV EAEYYONEVT PNE EIKOVIKO pdppako doxipn ¢aong 111
og Acwartes acleveig pe petastatiko CRC (CONCUR)

Stivarga ocvv BSC? Ewoviké @appaxo ovv BSCS
Epyastpuoxi (N=136) (N=68)
TAPAPETPOS
(o % tov derypatov mov | ‘Olorot | BaBpog | BaOpog | Ororor | BaBuog | BaBpog
getaoTnkay) BaOpoi* 3* 4* BaOpoi* 3* 4*
AvEnuévn yorepubpivn 66,7 74 44 32,8 4,5 0,0
Avénuévn AST 69,6 10,4 0,7 47,8 3,0 0,0
Avénuévn ALT 54,1 8,9 0,0 29,9 15 0,0

§ BEATIOTN VITOGTNPIKTIKY QPOVTISa
* Kpuipua ZvviBovg Oporoyiag yroo AvemBounteg Evépyeieg (Common Terminology Criteria for
Adverse Events (CTCAE)), 'Exdoon 4.0

2T1¢ eEheyyOUEVES LE EIKOVIKO Qappako dokiuég eaong I, o1 e€etdoeig Bupeocidotpdmov opprovng
(TSH) €det&av petd v évapén >ULN oo 34,6% tev acBevav vd Bepancia pe Stivarga kot 6o
17,2% tov acbevav mov AduPavav sikovikd eapuaxo. TSH petd v évapén >4 popég 1o ULN
avaeépOnke oto 6,5% tov acbevav vd Oepaneia pe Stivarga kot oto 1,3% tov acbevav mov
Adppavav gikoviko edppoko. Xuykévipwon eaevBepng tpuiwdobupovivig (FT3) petd v évapén kdtw
Ao TO KATMTEPO OPLo TOL PLGLOA0YIKOV (SLLN) avapépOnke oto 29,2% tov acbevdv vid Beponeio
ue Stivarga kot oto 20,4% tov aclevadv mov Adpavay elkovikd AapHoKo. ZuyKEVTP®on eAeDBepN g
Bvpo&ivng (FT4) petd v évapén <LLN avaeépOnke oto 8,1% tov acbevodv vmd Bepaneio pe
Stivarga kot 670 5,6% 10V ac0evdv mov Adpufavay eiKoviko eapuako. Zuvolkd nepitov 1o 4,6% tmv
acOevav vo Oepameio pe Stivarga avéntuéay vToBVPEOEdIoUO TOL OTULTOVGE BEPUTEID OPLOVIKNG
VTOKOTAGTOUOTG.

Avooopd TOavoAOYOLUEVEV QVETLOOUNTOV EVEPYELDV

H avopopd mlavorloyodpevov averiBountov EVEPYEIOV LETA amd TN YOPNYNoN Adslg KUKAOPOpiag
TOV QOPUOKEVTIKOV TPOidvTog €lvar onuavtiky. Emitpénel ) ovveyn mapoakolobnon g oxéong
0PEALOVC-KIVOHVOL TOV QOPUOKEVTIKOV TPOTOVTOG. ZnTeitol amd Tovg emayyeAMUOTIEG TOL TOUED TNG
VYELOVOKNG TTEPIOAAYC VO avaPEPOVY 0TTOIEGINTOTE TOAVOLOYOVEVES AVETLOVUNTEG EVEPYELEC LECH
7OV €0VIKOD GUOTNUATOS AVOPOPAS TOV avoypapeTat 6to [apdpmuo V.

4.9 Ynepoocoroyia
H vymAotepn 8601 tov Stivarga mov £xet pehetn et kKAwvikd nrav 220 mg ava nuépa. Ot avemBopunTeg
EVEPYELEG TTOV TTaLPOTNPONKAY GUYVOTEPO GTN HOGT QLT NTAV SEPUATOAOYIKE SLUPAVTA, SLGPOVid,

duappota, pAeyuovn T@v Prevvoyovav, Enpootouia, petmpévn 0peén, VITEPTACT Kol KOTMOT).

Agv vdpyet Kavéva, €101k6 avtidoTo Yo TNV LIEPSOGOL0Yin pe Stivarga. e TePITTOOT) VIOYING Yo
VIEPOOGOAOYIO, TO Stivarga mpémel vo, Olokomel auécmc, pe EvapEn VITOGTNPIKTIKNG PPOVTIONS 0md
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EMOLYYEALOTIOL TOV TOUEN TNG VYELOVOULKNG TtEpiBoiymc, Kol 0 aoBevic va tebel vTd TapoaKoAoVONoN
péypt TV KAvikn| otabeponoinon.

5. ®PAPMAKOAOI'TKEX IAIOTHTEXZ
51 @ oppoKOOVVIPIKEG LOLOTITES

DoppokobepamenTikn KaTnyopic: AVIIVEOTAAGUOTIKOL TOPAYOVTES, AVAGTOAENG TNE TPMTEIVIKNG
Kwéong, Koduwog ATC: LOLEXOS

Mnyoviopog dpaong Kol QapUakodVVOUKES EMOPACELS

H peyopapevipmm givotl évog omd oTOUATOC TAPAYOVTOS OMEVEPYOTOINONG OYKMV TOV OOKAEIEL 1oYLPA
TOALOTAEG TTPOTEIVIKESG KIVAGEG, GUUTEPIAAUPOVOUEVAOV TOV KIVAGOV OV EUTAEKOVTOL GTNV
ayyewoyéveon tov oykov (VEGFRL, -2, -3, TIE2), otnv oykoyéveon (KIT, RET, RAF-1, BRAF,
BRAFV®9E) ' 5t petdotaon (VEGFR3, PDGFR, FGFR) kot avosia éykov (CSFIR). Zuykekpuuéva, 1
peyopapevipmn avootéldel T petairayuévn KIT, évav onpoavtikd oykoydvo vIoKivinTh 6Toug
YOGTPEVTEPIKOVG GTPMUATIKOVS OYKOVGS, KOl O €K TOVTOL eUodilel TOV TOAAATAAGLOGUO TOV
KOPKIVIKOV KOTTAP®V. XTIG TPOKAVIKEG LEAETES, 1] PEYOPUPEVIUTN KOTEGEIEE 1GYLPT OVTIKOPKIVIKN
dpacTNPLOTNTO GE Ve VPV PACUA LOVTEA®V OYK®V, GUUTEPIAAUPOVOUEVOV LOVTEA®DY 0pBOKOATKOD,
YOGTPEVTEPIKOV GTPOHOTIKOD GYKOL Kol NTaTtokuTTopkd 1 ontoia mbavotata Kabopileton and Tig
OVTIOYYEWOYEVETIKES Kol Otd TIG AVTIVTEPTAACTIKEG TNG EMdpdoels. EmmAéov, n peyopapevipmn
peimon Ta eninedo TV OYK®V TOV GYETILOVTOL LE LOKPOPAYOLS KOl EYEL KOTUOEIEEL OVTL-UETACTATIKES
emdpaoelg in vivo. Ot koprot avBpodmivor petaforiteg (M-2 kot M-5) katédet&av TopOHoteg
OMOTEAECUATIKOTNTES, GE GUYKPIOT LE TN PEYOPAPEVIUTN 6€ povTéda in Vitro kat in vivo.

KAMvikn omoTeAEGUATIKOTNTO KOl 0GOOAELDL

Meraoratikog opboxoiixog kaprivog (CRC)

H xAvikn amotelespotikdTnTo, Kot ac@aicio tov Stivarga £yovv a&loroynOei oe pia diebvn,
TOAVKEVTPIKT], TUYOLOTOINUEVT], OITAG-TUQAT], EAEYYOUEVT HE ELKOVIKO PApuaKo perétn eaong I
(CORRECT) og aobeveic pe petactatikd ophoxorkd kapkivo ot onolot eppavicay eEEMEN pLetd v
amotvyia ¢ kabepopévng Oepaneiog.

To kopro 1elkd onueio amoterespatikotnTag fTav 1 cuvoriky emPinon (OS). Ta devtepgvovta
tehkd onpela Nrav n emPioon eredBepn eEEMENG vooou (PES), avtikelpevikd Tocooto ovTamokpiong
tov 6ykov (ORR) kot To60616 €Aéyyov g vosov (DCR).

Yvvolikd, 760 acBeveic tuyatomomOnkav 2:1 yia va Adfovv 160 mg peyopapevipmng (4 diokio
Stivarga wov 10 kaféva mepiéyel 40 mg peyopagevipmng) amd to otoua pio, opd v nuépa (N=505)
ovv Bédtiom vootnpiktikn epovtida (BSC) 1 avtictoyo sikovikd eappako (N=255) cuv BSC ya
3 efoopadeg Bepanciog akolovBovpeveg and 1 efdopdada ywpig Oepaneio. H péon Aapfovopevn
nuepnota 66cm peyopapevipmng ntav 147 mg.

O1 acBeveic cuvéyioay tn Ogpameia uéypt tnv €EEMEN TG vooov 1 un amodekth to&ikdtnta. Mia gk
TOV TPOTEPOV TPOYPOUUUOTIGUEVT] EVOLAUEST] AVAALGT] Y10 TNV ATOTEAEGLLOTIKOTNTO, dlevepynOnke
otav giyav ovuPei 432 Oavartol. H toplomoinon g nelétg katapyndnke apov ovtn n
TPOYPOUUATIOUEVT EVOLAuEDT) avdlvuon T OS glye Tepdcel To Tpokabopilopuévo Oplo
OTOTEAECLATIKOTITOG,

Amd tovg 760 tuyoomoinuévoug aobeveis, n didpeon nikia nTov 61 £, 61% NTav avdpeg, 78%
avikay otnv Koavkdoio euin, kot 6Aot ot acBeveic elyav Katdotaon anddoong (PS) ECOG katd tnv
évapén 0 M 1. PS >2 avaeépbnke katd tn didpkeia tng Oepomeiog pe to Stivarga oto 11,4% tov
acOevav. H didpeon didpketo e Ogpameiog kot nuepnota 4001, Kadmg Kot T0 T0606TO TPOTOTOINCTG
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G 600M¢ Kal peimong g 06ong oy TapOUOLN LE EKELVA TTOVL TapaTPNONKaY 6e 0cOeveic e
avaeepouevn PS >2 mov AauPavoy siovikd eapuako (8,3%). H mietovomta tov acbevov pe

PS >2 diéxoyav 1 Bepaneio yia voco oe eEEMEn. H npmtomadng evtomion tng vocov ftav To KOAOV
(65%), 10 0pB0 (29%), N Ko TaL dVO (6%). Mia petdhialn KRAS avapépbnke oto 57% tov acBevov
Katd TNV évtaén ot pHeAE.

O meprocdtepot acbeveis (52%) elyav AaPet 3 1| Aydtepeg mponyovueveg oelpég Bepameiog yia
petaotatik] voco. Ot Bepamneieg mepiiapfavay aymyn pe ynueobepaneio pe faon eBopromvpudivn,
pa Oepaneio avtl-VEGF, kat, dv o acbevig tav KRAS pn petadlaypévov tomov, pa Oepamneio
avti-EGFR.

H mpoctnin tov Stivarga otnv BSC &iye mg amotélecpo onpavticd peyodvtepn eniioon o
oVYKpIoN UE To ekovikd eappako cuv BSC pe typn p 0,0051478 amd 6Ttpopotonmotnpévn soKiacio
log-rank, évav Aoyo kwvdvvov 0,774 [95% CI 0,636, 0,942] kot didpeon OS 6,4 prveg Evavtt

5,0 pnvov (BA. Mivaka 5 ko ZyApa 1). H PES ftov onpoavtikd peyolotepn oe acBeveig mov Elafov
Stivarga cuv BSC (A6yog kivévvovu 0,494, p<0,000001, BA. [Tivaxa 5). To 1060616 0vTomdKpLoNg
(mANpNG avtamokplon N uepikn avtamokpion) frav 1% kot 0,4% yio Tovg acbeveig vid Bepancio pe
Stivarga ka1 ekeivovg mov ELafav eikoviko eapuako, avtiotoyo (p=0,188432, 1-sided). To DCR
(TANPNG AVTATOKPIOT 1| LEPIKT AVTATOKPION | 6TAOEPT] VOGOC) TV GTLOVTIKG DYNAOGTEPO GTOVS
acbeveic Vo Oepomeia pe Stivarga (41,0% évavtt 14,9%, p<0,000001, 1-sided).

MMivaxag 5: Aroteléopata anotereopotikétntog amd ) perétn CORRECT

Awdpeoog (95% CI)
Hapapetpog Ao,y 05 Ty P Stivarga ovv Ewkoviké
, KLvoUuvou™ . § .

OTOTELEGLATIKOTNTOG (95% ClI) (novémievpn) BSC Ppappoxo
(N=505) ovv BSC?®
(N=255)

0S 0,774 0,005178 6,4 pnvec 5,0 pnveg

(0,636 - 0,942) (5,9-73) (4,4-598)

PFS** 0,494 <0,000001 1,9 unveg 1,7 uqveg

(0,419 - 0,582) (19-21) 1,7-17)

§ BEATIOTN LTOGTNPIKTIKN GPOVTION
* Adyog kivovvovu < 1 vrép tov Stivarga
** 1e Baon v a&loAdynoT Tov EPEVVNTH OGOV APOPE. TNV AVTATOKPLIGT TOL OYKOV

19



Tyfqua 1: Kaproin OS Kaplan-Meier

100 A

Stivarga (N=505)
Eikoviké @dppako (N=255)

75 1
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25 4

MiBavotnTa emBiwong (%)

1 1 1 1 I I 1 1
0 2 4 6 i) 10 12 14
Mnveg atmé TnVv TUXaIOTTOINGN

AcBeveig o€ kivduvo
Stivarga 452 352 187 93 33
Eikoviké @dpuako 221 150 75 32 9

w =~

Avoldoelg towv vroopddwv yia T OS kot v PFS chpemva pe v nhikia (<65; >65), to ¢vAo, T0
ECOG PS, n mpotoyevig eotia TG vOoOL, 0 ¥PpOVOG Ao TNV TPMTN S1Ayvmon TS LETOCTUTIKNG
VOGOV, TNV TPONYOLLEV QVTIKOPKIVIKNY Bepameio, TG TPonyovEVES YPOUUES Bepameiag yio T
LETAGTATIKY] VOGO, Kot 1 kKatdotaorn petdlhalng KRAS éde1&av Bepansvtiky| enidpacr mov guvoel to
GYNHOL TNG PEYOPAPEVIUTNG OTTO TO GYNLLO. TOV EIKOVIKOD QOPLAKOL.

Ta amoTEAEGHOTO TOV OVAADGEDY TMV VIOOUAd®V OO TNV 16TOPIKN Kotdotaon petdilaéng KRAS
£0e1&e Bepamevtikn emidpaon yio OS Tov EVVOEL T PEYOPUPEVIUTN OO TO EIKOVIKO PAPLUAKO Y10l
acOeveic pe oykovg KRAS dyplov Tomov evd pikpotepn apOuntikd emxidopoaon avoaeépbnke og
acBeveic pe petadiaypuévoug dykoug KRAS. H Bgpamevtikn enidpaon yio PFS mov guvoet
peyopapevipmn mopotnpnonke aveEdpmra ond v kotdotaon petdiraing KRAS. H avaioyia
Kkwdovov (95% CI) g OS frav 0,653 (0,476 éwc 0,895) yio acbeveic pe dykovg KRAS dypiov tomov
ko 0,867 (0,670 émg 1,123) yia acbeveig pe petarraypévovg Oykovg KRAS, yopig otoryeia
€TEPOYEVELNG OTNV eMidpacn g Oepaneiag (un onuavikoi Eeyyot olnienidpaonc). H avaroyia
Kkwdovov (95% CI) g PFS frav 0,475 (0,362 éwg 0,623) yia acbeveic pe dykovg KRAS dypiov
tomov ko 0,525 (0.425 émwg 0,649) yio aoBeveic ue petoalhayuévoug dykovg KRAS.

Muo devTepN d1E0VIG, TOAVKEVTPIKT|, TUYALOTOMUEVT], SUTAG-TUQAY], EAEYYOLEVT] LE ELKOVIKO PAPLLOKO
ueré @dong I (CONCUR) a&ioloynoe tnv amote ecpoTikdtnTo Kot Ty ac@dieia tov Stivarga oe
204 Acidteg acbeveic o1 omoiot giyav mponyovuéveg vtoPAnbel o Oepameio (>90% omd v
Avatolkn Acia) pe HeTooTaTikd 0pHOKOAKO KaPKivo 01 0710101 Y0V VTOTPOTLACEL PETE TNV
amotuyio g ynueodepaneiog pe Pdon eBoplomvpyudivn. Mdovo to 59,5% twv acbevov mov
gvtayOnkav ot pehétn CONCUR siyov mponyovuévmg Adfet Oepameio Le GToXELUEVOVE TOPEYOVTEC
kot Tov VEGF 1 tov EGFR. To k0pio kataAnktikd onueio rov n OS. H pocOrikn tov Stivarga
otV BSC &iye og amotélecpo onpavticd peyolotepn enifimon, oe GUYKPION LE TO EIKOVIKO PAPLLOKO
ovv BSC ue Aoyo kivddvov 0,550 (p = 0,000159 orpopoazomomuévn dokipacio log-rank) kot didueon
0S 8,8 unveg évavtt 6,3 unvav [95% CI 0,395, 0,765]. H PFS ftav eniong onuavtikd peyolvtepn o
acbeveic mov élafav Stivarga cuv BSC (Adyoc kivévvou: 0,311, p<0,000001), sidueon PFS 3,2 punveg
e o Stivarga évavtt 1,7 unvev pe 1o gikovikd eappoxo. To mpoeil acedieiag tov Stivarga cuv BSC
ot perétn CONCUR ftav copPatd pe to Tpoil acedieiag wov mapotnpnonke ot perém
CORRECT.
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Taotpeviepiroi otpawuatiroi oyxor (GIST)

H A amoteleopatikotnta Kot acaieio tov Stivarga Exovv afloloynbei oe o d1ebvn,
TOAVKEVTPIKT], TUYOLOTOUNUEVT, OITAG-TOQAT], EAEYYOUEVT IE ELKOVIKO PApUaKko pelétn edaong I
(GRID) o¢ acbeveig pe yootpevieptkos oTpopotikodg oykovg (GIST) ot omoiot eiyav Tponyovpévmg
vroPAnOei og Bepancia pe 2 avacToreis ™G Kvaong e Tupooivng (WATWVIUTN Kot GOLVITIVIUTY).

H avéivon tov kdpilov tedikod onueiov amoteesuaTIKOTTAS, EXPimon eredbepn e£EMEng vOGoL
(PFS), mpaypotomomnke petd and 144 cupBavta PFS (kevipikn toelomompévn a&loldynon).
Agvtepevovta TeMKa onueia, cvumepthopfavopévov Tov xpodvov péypt v e€EMEN g voosov (TTP)
Kot ¢ ouvoAkng emBinong (OS) (evdidueon avdivon) a&loroynOnkay exiong.

Yvvolikd, 199 acBeveic pe GIST tuyatomomOniay 2:1 yuo va Aapovv gite 160 mg peyopapevipmng
ovv Béhtiot vroopiktiky epovtido (BSC, N=133) amd 10 610p0 Hice @opd TV nuépa ite
avtiotoryo ewkovikd edpuako cuv BSC (n=66) yio 3 gfdopddeg Oepamneiog akolovBodueveg and

1 efdoudda yopic Oepaneio. H péon Aappavouevn nuepnoia doom peyopapevipmng frav 140 mg.

Ot acBeveic cuvéyioav 1 Bepameia péypt tnv €EEMEN TG VOoOL 1 U amodeKTH TOEKOTNTA. XTOVG
acBeveic mov Adppavay glKoviKd eappaKo ot omoiol mapovsiocay eEEMEN TG vOGoL TapacyEdnke
PEYOPOPEVIUTN OVOIKTHG emtonpoveng (emhoyn dlaotadpmong). tovg acbeveic mov Adufovay
pEYOPAPEVIUTN 01 0Toiol Tapovciocay EEEMEN TS VOGOU Kal Y10 TOLE OTTO10VG, KATE T1 YVMUN TOL
gpeuvnT, 1 Bepamneia pe ) peyopaevinmn mapeixe KAvikd 6@eAog, TPOcPEPONKE 1) gvukapio va
GLVEYICOVY TN PEYOPAPEVILN AVOLKTIG EMIGTLOVOTC.

Am6 tovg 199 Tuyatomopévoug aobeveic, N péon nAawio frav 58 €, 64% Ntav dvdpeg, 68% avrkay
otnv Kavkdoia guin, kot 6dot o acBeveig eiyov katdotacn arddoong (Performance Status PS)
ECOG «até v évopén 01 1. O cuvorikodg 818 uecog ypdvog amd v o Tpoceatn eEEMEN N
VIOTPOTN WEXPL TNV TUYA0TOINoT Tay 6 Efdouddes.

H peyopapeviumm cvv BSC eiyav og amotérecua onpavtkd peyarvtepn PFS og cOykpion pe 1o
giovikd eappoako cuv BSC pe Aoyo kvdvvov 0,268 [95% CI 0,185 - 0,388] ko dupeon PFS

4,8 piveg évavtt 0,9 unvav (p <0,000001). O oyetikdg kivovvog eEEMENS ¢ vooov 1| Bavdtov
uelmdnke kotd mepimov 73,2% otovg acbeveic vd Oepameia e PEYOPAPEVIUTT GE GVYKPIOT| LLE TOVG
acBeveig mov Ehapav eicovikod appako (PA. Iivaka 6, Zyfua 2). H avénon oty PFS ftov otabepti,
ave&optTog NAKiag, POAOVL, YEOYPUPIKNG TEPLOYNG, TPONYOOUEVES Ypauuéc Oepanciog, PS ECOG.

O TTP Atav onpavtikd peyaivtepog oe acbeveic mov Adupavay peyopaeeviumm cvv BSC and 6,11
otovg aobeveic Tov Adufavay gikovikd eappako cvv BSC ue Adyo kivdvvov 0,248 [95% Cl
0,170 - 0,364], kou d1dpeco TTP 5,4 urveg évavtt 0,9 punvov (p <0,000001) (BA. TTivaka 6).

O HR yia v OS Atov 0,772 (95% CI, 0,423, 1,408, p=0,199, didueon OS dgv emtevydnke o€ Kovéva
okérog). To 85 % twv acbevdv mov apyIKd TVYOOTOONKAV GTO GKELOG EIKOVIKOD PAPUAKOL EAafav
Oepaneia pe peyopapevipmn petd v eEEMEn (PA. [ivaxa 6, Zynua 3).

Hivakag 6: Atotehéopata AmotelespotikéTnrag oo T perétn GRID

Avapegoog (95% CI)
Hapapetpog Ao«r{og Twnq P Stivarga evv Ewkoviké
X Kwévvov™* , § ¢
OTOTELECLOTIKOTNTOG o (povomievpn) BSC PAPUOKO GUV
(95% CI) (N=133) BSCS
(N=66)
PFS 0,268 <0,000001 4,8 unveg 0,9 pnvec
(0,185 - 0,388) (4,0-57) 09-11)
TTP 0,248 <0,000001 5,4 pnveg 0,9 pnvec
(0,270 - 0,364) (41-57) (09-11)
0S 0,772 0,199 NR** NR**
(0,423 - 1,408)

§ BEATIOTN LTOGTNPIKTIKN GPOVTION
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* Adyoc kivdvvou < 1 vép tov Stivarga
** NR: dev emetevydn

Tympe 2: Kapaoreg PFS Kaplan-Meier
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Yympoe 3: Kapmrodeg OS Kaplan-Meier
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EmmAéov, 56 aoBeveic mov Adpupavay eikovikd eapuoko cuv BSC édafav Stivarga avotktig
EMONUAVONG LETA a0 S106TAVPMAN UETE TNV €EEMEN TNG VOO0V, EVA éva cUVOA0 41 acBevav Tov
Adupavay Stivarga cuv BSC cuvéyioav ) Bgpaneio pe Stivarga petd v e€Mén g vooov. H
duapeon devtepevovoa PES (6mwg petprnke and v agloddynon tov epevvntn) nrav 5,0 Kot

4.5 uMveg, avtiotouya.

Hrazrorxvtropixo keprivoue (HCC)

H avikn amoteleopatikdmta Kot 1 ac@dreto tov Stivarga éxovv a&loloyndei og pia d1ebvn,
TOAVKEVTPIKT], TUYOLOTOUNUEVT], SUTAN-TOQAN, EAEYYOUEVT] LE EIKOVIKO Papuako dokiun edaong I
(RESORCE) 6¢ 008eveig e NratokuTTopIKO KopKivoUo Tov £XOVV Tponyovuévas Aapet Bepaneio pe
GOPOPEVIIT.

To TpoOTOPYIKO KATUANKTIKO onueio amotelecpotikdmrog nrav Zvvolkr EmpPimon (Overall Survival
(0S)). Ta devtepevovta katainktikd onueio Nrav (EmPimon Xwpic EEEMEN g Nocov (Progression-
Free Survival (PFS)), Xpovog EEEMENG Tg Nooov (Time To Progression (TTP)), Avtikeipuevikog
PvOuog Avtamdkpiong tov Oykov Objective (Tumour Response Rate (ORR)) kot PvOuog EAéyyov
Noonparwv (Disease Control Rate (DCR)).

Yuvolikd, 573 acBeveic pe HCC toyaromomdnkayv 2:1 oote va Aapovv gite 160 mg peyopapevipmm
and otopartog pio popd nuepnoing (h=379) cvv Koaidtepn Yroompiktikr ®povrida (Best Supportive
Care (BSC)) 1 avtiotoyo ewkovikd edppako (N=194) cvv BSC yia 3 efdopddeg Oepanciog
arxorovBoipevn and 1 efdoudda ywpic Bepancio. H péon nuepnota d6or peyopaevipumns mov
AMoednke nrav 144 mg. Ot acBeveic NTOV AT0dEKTOL Y10 VO, GUUUETAGYOVY GTN SOKIUN €AV €YOVV
TAPOLGLACEL padlodoyikn e£EMEN TG VOGOV Katd T Sudpkela Tng Oepameiog pe copapevipmn Kot qv
giyav pio katdotoon nratikng Aettovpyiag katnyopiag A Child-Pugh. Ot acbeveig mov diékoyav
uévino ) Bepameia e copapevipmn Aoy ToEIKOTNTOG OYETILOUEVN UE TN COPAUPEVIUTN 1 TOV
avéymray Ayotepo amd 400 mg copapeviumng pio popd NUEPNGIOE TPV Ao TNV OTOYDPToN
amoxieioTnray and T doxun avtr. H Tuyotomoinon €ywve péoa oe 10 efdopddeg petd tnv tehevtaio
Oepameia pe copageviumn. Ot acBeveic cvuvéyioay tn Bepaneia pe Stivarga émc v KAMvikn 1
padtoroyikn e£EMEN g vooov 1 un amodektn toikotnTa. 26T060, o1 acheveic utopodoay va
ovveyicovv t Bepancio pe Stivarga petd v eEEMEN TN SLOKPLTIKT EVYEPELL TOV EPELVITY.

ANpoypapIKd ototyeio Kot factKd ¥apaKTnploTikd TG achévelag ftav cuykpiciuo petald tomv

opddmv mov Ehafav Bepancio pe Stivarga kot avtdv mov Ehafov Oeparmeio Le TO EKOVIKO PAPUOKO

Kol 61dovTan TapaKAT® Yo GAOVG TOL 573 TUYOTONUEVOLS 0GOEVEIS:

e Audpeon niia: 63 ypovia,

*  Avtpeg 88%

*  Kovkdoior 36%, Actdteg: 41%

+ ECOG Katdotoon Anddoong (PS) 0: 66% 1 ECOG PS 1: 34%

*  Child-Pugh A: 98%, Child-Pugh B: 2%

*  Awmohoyio cvpmepierduPave Hrotitda B (38%), Hratitida C (21%), Mn Alkooikr Hratitida
(Non-Alcoholic Steato Hepatitis, NASH, 7%))

*  Amovocio HoKPOGKOTIKNG 0y YeloKNG el0BoANg kot £E@-nmatikng e&dmAwong oykov: 19%

*  Kapkivog tov Aratog g Khvikng e Bapkehmvng (Barcelona Clinic Liver Cancer (BCLC)) B
otadiov: 13%, BCLC C ctadiov: 87%

*  Tomo-neprpeperoxn peta-oyyewokn euBoAn (Loco-regional transarterial embolization) 1 or
dwadikaoiec ynueobepanciog (chemoinfusion procedures): 61%

*  PodwoBepaneio mpv amd ) Oepomeio pe peyopapevipmn: 15%

*  Audpeon dudpkela g Bepaneiog copapevipmng: 7,8 piveg

H mpocBnkn tov Stivarga oto BSC giye cov anotédleopio pio 6Tatiotikd onuavtikn feitioon oty
OS cuykprtikd pe 1o gikovikd eappoko ovv BSC pe avaroyia kivévvov 0,624 [95% Cl 0,498, 0,782],

23



p=0,000017 otpwpatonompévn dokuacio log-rank, kot didpeon OS twv 10,6 pnvov vs. 7,8 unvov
(BA. TTivaxo 7 kot Zynuo 4).

IMivoxkag 7: Anoteréiopato AroteleopatikoTnrog ano t doxiu] RESORCE

Avapegosog (95% ClI)
Hapapetpog ﬁtgggggz* Twn P Stivarga euv BSC® | Ewkoviko
ATOTELECPATIKOTNTOG (95% Cl) (novomhevpn) (N=379) PapPaKo GVV
BSCS
(N=194)
(0N 0,624 0,000017 10,6 pnveg 7,8 pveg
(0,498,0,782) (9,1,12,1) (6,3,8,8)
PES ** 0,453 <0,000001 3,1 unveg 1,5 pveg
(0,369, 0,555) (2,8,4,2) (1,4,1,6)
TTP ** 0,439 <0,000001 3.2 pfveg 1,5 pveg
(0,355,0,542) (2,9,4,2) (1,4,1,6)
Hocootd
ORR **# AE 0,003650 11% 4%
DCR**# AE <0,000001 65% 36%

§
*

Koivtepn Yroompwetikn Opovrida

Zoyvomro kivdbvov < 1 vaép Tov Stivarga

pe Paon mv a&loAdYNoN TOL EPELVNTN TV OVIUTOKPIGEDY TOV OYK®V OO TNV
tpormomtonpévn RECIST

# PuOpog avtandkpiong (oAokAnpwpévn 1 pepikn avtanokpion), DCR (oAokAnpopévn
amdvtnon, Leptkn amdvinon kot otobepn aobévela yia 6 BSoUAdEC)

**

Yympoe 4: Kaprodn Kaplan-Meier g OS

100
STIVARGA (N = 379)
Placebo (N = 194)
754
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_________________
01— T T T T T T T T T T T
] 3 6 9 12 15 18 21 24 27 30 33
ths From Randomization
Patients at risk
STIVARGA 379 318 224 170 122 80 54 34 21 10 4 0
Placebo 194 149 96 62 37 26 16 8 5 3 1 0
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Tyqua 5: Kapmoin Kaplan-Meier PFS (MRECIST)

100

STIVARGA (N = 379)
------- Placebo (N = 194)
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Progression-free Survival Probability (%)

25

T
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Patients at risk
STIVARGA 379 166 77 44 28 14 8 6 4 0
Placebo 194 37 15 6 3 2 1 1 0 0

Houdrotpikodg TAnBuepdg

O Evponaikdc Opyaviopog apudkmv Exel dOGEL amaAloyn omd TNV VTOYPEMST VIOBOANG TV
ATTOTEAEGUATOV TOV UEAETMV UE TO Stivarga o€ OAEC TIG LTOKATIYOPIES TOV TASLTPLKOV TANOLG OV
o1t Bepamneio TOL AGEVOKOPKIVOUOTOG TOV TTaLY£0G EVIEPOL Kot Tov opbov (BAéme mapdypapo 4.2 yia
TANPOPOPIES GYETIKA LE TNV TOUSLUTPIKT ¥p1oN).

O Evponaikdc Opyaviopods apudkmv £xel 0OGEL avaoin amd Ty VToypEMT VITOPOANG TV
amOTEAECULATOV TOV HEAETAOV L€ TO Stivarga o€ o 1 TEPIOCOTEPES VITOKATIYOPIES TOV TALOIATPLIKOD
mAnBuopov oty Bepaneio copnaymv kakonfwv dykmv (PAETe mapdypapo 4.2 yio TAnpopopieg
GYETIKA UE TNV TOUSLOTPIKT] ¥P1IoN).

O Evponaikdc Opyaviopods apudkmv £xel dOGEL amaAloyn omd TNV VTOYPEMSN VITOPOANG TOV
AMOTEAECUATMV TOV HEAETMV e TO Stivarga og OAeg TG vIToKaTYopieg TOL TAUSIATPIKOD TANOVGHOD
o™ Oepameio TOL NTOTOKVTTAPIKOD KAPKIVDUATOS (PAETE TOPAYPaPO 4.2 Y10 TANPOPOPIEC GYETIKA [E
TNV TLSLOTPIKT YP1IoN).

5.2 @ oppPOKOKIVITIKEG 1O10TITES
Amoppdonon

H peyopapeviumm pbdvel ota péyiota enineda mAdopatog tov 2,5 mg/L o€ mepimov 3 émg 4 dpeg petd
amo e@ana amd otopatog 600t TV 160 mg yoprnyobuevng og 4 diokia wov to kabéva TepLE el

40 mg. Metd anod epdana d6ceig twv 60 mg 1 100 mg, 1 péomn oyetikn frodabeoiudtra TV diokimv
6€ GUYKPIoT UE TO TOGIo drdlvpa NTav 69% kot 83%, avtictoyo.

O1 GUYKEVTPDOGELG TNG PEYOPUPEVIUTNG KOL TOV KOPIOV QOPLUKOAOYIKA EVEPYDY UETAPOMTOV TNG
(M-2 ko M-5) tov péytoteg 6tav yopnyndnke Petd omd Eva TpOYELUO e YOAUNAY-TEPIEKTIKOTNTO GE
Mmopd (eAappV) 6€ GUYKPION €T UE TPOYELUO LUE VYNAT TTEPLEKTIKOTNTO GE ATOPA EITE UE TNV
katdotaon vnoteiag. H éxbeon yio m peyopagevipan avéndnke katd 48% otav yopnyndnke ue éva
TPOYELUA [LE VYNAT TEPIEKTIKOTNTO O Amapd, kol kotd 36% Otav yopnynonke pe évo tpdysvpo pe
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YOUNAY TEPLEKTIKOTNTA GE MTTAPA, GE GUYKPION LE TNV Kotdotoaon vinoteioc. H éxbeon tov
petaporrtdv M-2 (N-0&gidio) kot M-5 (N-0&gidio kan N-deopebol) eivor vynhdtepn otav n
PEYOPAPEVILTN YOPMYELTAL UE EVO TPOYEV O LE YOUNAN TEPLEKTIKOTNTO GE AMTOPA, GE GVYKPIOT| UE TNV
KATAOTOOT VNGTEIOG, KOl YOUNAOTEPT OTAY YOPNYELTAL LE EVOL YEDLLO LLE DYNAT] TEPLEKTIKOTITA GE
Mmapd, 6 cUYKPIoT LE TNV KOTAGTOGT VIOTELOG.

Kozavoun

Ta Tpoeik GLYKEVIPOONG TAAGLOTOG-YPOVOL Y10l T PEYOPAPEVIUTT KABDS Kot Yo TouG KOPLovg
KUKAOQOPOUVTEG peTafolriteg £d€1E0V TOAMATAES KOPLOES KATA, TN dldpKELD TOV 24-mPov dOGOAOYLKOD
S10GTALOTOG, 01 0TI01EC T0didoVTaL GTNV EVTEPONTATIKY KuKAo@opia. H in vitro chvdeon ue
TPOTEIVES TNG PEYOPAPEVIUTNG LE TIS TPMTEIVES TOV avBpdTIVOL TAdGLaTOS givat vynAn (99,5%). H
in vitro cvvdeon pe mpwteiveg twv M-2 kot M-5 givar vyniotepn (99,8% kat 99,95%, avtictorya) amd
gkeivn g peyopaevipnng. Ot petaforiteg M-2 kot M-5 givor adbvapa vrootpopate tg P-gp. O
petaforitng M-5 etvar advvapo vrdéotpopa g BCRP.

Buopetatponn)

H peyopagpevipan petaporiletarl kuping 6to Nmop HEcw 0EE0®TIKOD UETABOAIGUOD eGOAAPOVUEVOL
am6 to CYP3A4, kaBdg kot pécm yAvkovpovidioong pecorafodpevng and v UGT1A9. Avo kipiot
Kol €61 0EVTEPEVLOVTEC UETAPOAITES TNG PEYOPAPEVIUTNG £YOVV avoyVOPLoTel 6T0 TAGG . Ot Khplot
KUKAO(POPOUVTEG UETOPOAITEG TNG pEYOPOPEVIUANG 6TO avOpdTvo TAGoua ivar 0 M-2 (N-0&gidio) kait
0 M-5 (N-0&gidio kat N-deopebvl), ot omoiot givar @opUaKoLoyikd EVEPYOT Kat £XOVV TOPOLOLEG
GUYKEVIPMGELS LLE TN PEYOPAPEVIUTT 6T oTabepomompévn Kotaotacn. O M-2 petafolileton
TEPULTEP® PECH 0EEBMTIKOD UeTAfoAoUo pecorafovpevov amd to CYP3A4, kabog kot pécm
yYAvkovpovidiwong pecorafodpevng amd v UGT1A9.

O petafolriteg evoéyetor va ELott@OobvV 1 va VOPOALOOVV GTO YUGTPEVTEPIKO COAVO LEG® TNG
piKpoflaxng yAmpidog, EXTPETOVTOG TNV ETAVATOPPOPNOT) TNG U1 GLLELUEVNG OPACTIKNG OVGING KoL
TOV peTafoATdv (evieponmatikn KuKAoQopia).

Amofoln

Metd Vv and GTOUATOG YOPYNOT, O LEGOG XPOVOG NEONG Y10 T PEYOPUOEVIUTN KOl TO HeTAPOAITN
M-2 oto mAdopa kvpaiverar omd 20 Emg 30 dpeg oe drpopetikég perétes. O pécog xpovog nulmng
ywo 0 petoPolritn M-5 givar mepinmov 60 dpec (e0pog amd 40 £wc 100 dpeg).

I[Tepimov 90% ¢ padievepyol d0omg avaktnOnke gvtog 12 nuepmv LeTd T xopnynon, He TePimov
71% 1ng 660omg va anekkpiveron ota KOTpava (47% mg pnTpikn Evoon, 24% wc petafolrites), kot
nepimov 19% tng 660M¢ va. amekkpivetal 6ta 00pa g YAvkovpovidla. H anékkpion tav
YAvKOVpovVIdiVY ota 00pa peIdOnKe Katw amd t0 10% ce cuvinkeg otafepomonuévng KOTAGTAGTC.
H pntpwn évoon mov eviomictnke 6T KOTPOVO, UTOPEL VO TPOEKVYE OO TV EVIEPIKT OTOOOUN O
TOV YAUKoVpovidimv 1 v avoaywyr tov uetoporitn M-2 (N-0&&idio), kabmg kot ammd ) un
amoppopndeica peyopapeviumn.

O M-5 gvdéyetan va avaybel oe M-4 otr yaotpevtepik 086 amd ) pukpofoxn yropida,
EMTPEMOVTOS TNV EXAVATOPPOPTGN ToV M-4 (gvteponmoatik) Kukhogopie). O M-5 amexkpiveton
TEAIKA LEG® TOV M-4 g M-6 (kopPfouiikd 0&D) ota kKdémTPOvVO.

CpappkdnTo/pun ypoppukotnto

H ovotpatikn ékbeomn g peyopoaeeviummg o€ otafepomoinuév KaTaoToon auEAVETOL AVUAOYIKA UE
T 6060m g kal ta 60 mg Kot ArydtePo omd avaAoyIKa o€ 600eLg pueyaAvTepeg amd 60 mg. H
GLUGGMPEVGT] TNG PEYOPUPEVILTNG O GTAOEPOTOMNUEVT KATAGTACN EXEL (OC OMOTELECLLA [, aOENON
KATA 2 pOPEG OTIG GLYKEVIPMOELS TAACUATOG, 1] 0Toia ivar cupPath e Tov xpovo Nuiong Kot
d0GOA0YIKN cLYVOTNTO. € oTabepomOMUEVT KATAGTAGN, 1| pEYOPO@EVIUTN @OAaveL oe péca uéylota
eminedo mhacpartog tepimov 3,9 mg/L (8,1 micromolar) petd v and otopaTog yoprynon 160 mg
PEYOPAPEVILING KO 0 AOYOG HEYIGTOV/EAAYIGTOV EMTEGOV TOV LECOV CUYKEVTIPMOOEWDV TAAGLOTOC
glvar wkpoTEPOG amd 2.

26



Kot ot dvo petaforitec, M-2 kar M-5, gpoaviCouv pn ypoppKn cuecdpevust), 1 oroio Lropet vo
TPOKUAEITOL OO TNV EVIEPONTOTIKY EMAvVaKLKAOPOpia 1 ToV Kopeoud g 0doov UGTLAQ. ITap' 611 o1
GUYKEVTIPMGELS TAACUATOG TV M-2 kot M-5 petd amd epdnal d0om g peyopapevipmng ival moAd
YOUNAOTEPEG A0 EKEIVEG TNG UNTPIKNG EVIOOT|S, Ol GUYKEVIPAOGELS TAAGUATOS GTAHEPOTONUEVIG
Katdotoong Tov M-2 ko M-5 givon cuykpiotpeg pe eketve g peyopapevipmng.

Hratum dvoiettovpyia

H éxBeom g peyopapevipmng Kot tov petafortadv g, M-2 kot M-5, eivar cuykpioyn oe acbeveic
pe A oKy dSveierrovpyio (Child-Pugh A) kot acBeveig pe puololoyikn otk Asitovpyia.
[Mepropiopéva dedopéva. o acbeveig pe pétpia nratikn dvcierrovpyia (Child-Pugh B) vrodeikviovy
mapopoln EkBeon oe GOYKPLoN Le aoBeVeElg e PUGLOAOYIKT NIATIKY| AgrTovpYio HETA amd o epama
d6on 100 mg peyopapeviumng. Aev vdpyovv dedopéva yia acbeveig pe Child-Pugh C (cofapn)
nratikn dvcAettovpyia. H peyopapevipmn amofdiieTor kupimg HEc® TOL HTOTOC, Kot 1) £kBeon
umopel va glvar ovénuévn o avtov tov TANBLoUd 0cBevaV.

Neppwkr) dvciettovpyia

Ta Sabécipa, KAvikd dedopévo Kot 1) fAGIGHEVT] GTI PLGLOA0YIO PUPUOKOKIVITIKY LOVTEAOTTOINGN
VIOJEIKVVOLY TTapOpole £kBeon oe oTafepomompévn KaTaoTaon e pEYOPUPEVILTNG Kot TOV
petaforrtdv tng M-2 kai M-5 g acbeveig pe o 1] LETPLO VEQPIKT SVGAEITOVPYID GE GVYKPIoT UE
acOeveic e PLGLOAOYIKT) VEQPIKN ActTovpyia. T acbeveig ue cofapn veppikn dvcieitovpyia, ce
oVYKpLon Ue 0oBeVElQ [ie KOVOVIKT VEQPIKT ducAettovpyia, 1 EkBeon TG peyopoapEVIUTNG NTOY
mapopo, vad n £kbeon oto M-2 kar M-5 peimdnie katd mepimov 30% vrd cuvinkeg
oTafEPOTOMNUEVNC KATAGTOOTG, YEYOVOG TO 0T0i0 Ogv Bempeitan KAVIKA GYETIKO.

H pappoxoxivntikt g peyopapevipmng oev £yl peketn el oe aobeveic pe veppikn voco TeAkol
61adiov. Q61000, 1 fACIGUEVT GTI] PLGLOAOYIO PAPLOKOKIVITIKY LOVIEAOTIOINGN OV TPoPAEmel
Kdmolo onuavTikn petaforn otny €kbeon oe owTovg TOVG 0lobEVELS.

Hiuwpévor
H nAikio dev ennpéace T QopuaKoKIVITIKY TG PEYOPUPEVIUTNG GTO NAKLOKO €0POC OV PeAeTONKE
(29-85 g1v).

[O107¥0]
H goppokokivntikn g peyopageviumng dev ennpedletal and 10 OAO.

EbBvikéc drapopéc
H éx0gom tng peyopageviunng o€ dtdpopovg Actatikovg mAnbvouovg (Kwvélot, lanwmveg, Kopedteg)
gumintel oto id10 gVPOG oL TopaTNpPEiTaL otV Kawkdoia QuAn.

Kapdaxn niektpopuoioroyio/empnikovvon tov QT

Agv mopatnpnonkoay exidpacelg emunkuveng tov QTc petd ) yopnynon 160 mg peyopapevipmng o
otafepomompuévn Katdotaon cOHP®VA e po OTOKAEIGTIKT pHeAétn Yia to QT og dvopeg Kot yovaikeg
Kapkivonadeic.

5.3 Ipoxivikd d€dopéva Y10, TNV 0.6QALELN

2votuoTikr) tofdtnta

Metd amd emavorapfavouevn docoloyia 6€ TovTIKOHE, 0poLPAioVg KOl GKOAOVG, TapotnpnonKay
avemBounteg evépyeteg o€ Evav aplBpd opydvav, Kupiog 6Tovg ve@povg, To NI, TV TEMTIKY 000, TO
Bupeoeidn adéva, To AEPPOTONTIKO/ QOO TIKO GUGTNILO, TO EVOOKPIVIKO GUGTN O, TO
AVOTOPOYOYIKO GUGTNIO KoL TO O€ppa. Mia e appdC aLENUEVT ERITTOGT THYLVONC TOV
KOATTOKOWMOK®V BoABidwv TG Kapdidg TapatnpnOnke otn HeAETN TOEIKOTNTOG EXAVOAAUPBAVOLEVOV
docemv d1apkelag 26 efoopadmv o€ apovpaiong. AVTd eVOEYETOL VO OPEIAETAL GTNV EMLTAYVVOT| UIOG
oyeti{Opuevng 1e v nhkio QLUGLOAOYIKNG dlepyaciag. AVTEG Ol EMOPAGELC ELPAVIGTIKAY GE
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GLOTNUOTIKEC EKBEGELS EVTOG TOL EVPOLE TNG UVOUEVOLEVNG EkBECTC Yo TOV dvBprTOo 1| KAT® 0md
avto (1 Paon tn ovykpion AUC).

AMOIOGELS TOV OOVTIOV KOl TOV 0GTAV KL OVETIOOUNTES EVEPYEIEC GTO AVOTAPAYDYIKO GUCTN LA
NTav EVIOVOTEPES GE VEAPA Kot avamTuocOpeva (dho KoBmG Kol 6g vEapovg apovpaiovg Kot
VTOJEIKVVOLV EVIEXOLEVO KivOuVO Y1 o1 Kol provg.

To&udtta 6TV OVATOPOY®YIKT IKavOTNTO Kot oVATTLEN

Agv éygovv mpaypotonowm el e1d1kég peréteg oxetid pe T yovipnotnta. 2ot0c0, fa tpénel va
g€etdletor n mBavOTTO OVETIBOUNTOV EMOPACEDY TNG PEYOPUPEVIUTNG GTNV AVOPIKT] KOl YOVOIKELQ
AVOTAPOYOYN, HE PACT TIG LOPPOAOYIKES LETOPOAES GTOVG OPYELS, TIC MOONKES KOl TN UNTPO. TTOV
mapoTnpOnKay pHetd amd exavorlapPavopevn docoroyio 6e apovpaiong Kot cKOAOLS 6 ekBEGELS
KaTo omd TNV avouevopevn ékbeon vy Tov avBpwmo (ne Baon t ovykpion AUC). O
TOPOTNPOVUEVEG UETAPOAEG NTAV LOVO UEPTKMDG AVOSTPEWIUEGS,

Mo gmidpacn NG peyopa@evipmng otnv evoountpla avantuén katadelydnie oe Kovvéla o exbéoelg
KaTo omd TNV avoauevouevn ékbeomn yio tov avBpwmo (pe Paon ) odykpion AUC). Ta kdpla
gupnuata TEpIAUPovay SVCTANGIEC TOV OLVPOTOTIKOD GUGTHUATOG, TG KOPOLAS KAl TV KOPL®V
ayyeiov, Komg Kot Tov oKEAETOV.

Covoto&udtnta Kot evOgyOUevn KAPKIVOYOVOoC dpaon
Agv mopatnpnnioay evoeiEelg evoeyOeVNg YOVoToEIKNG OpAcNG TG PEYOPUPEVILTNG TOL EEETAGTNKE
OTIG TUTIKEG SOKIOGTEG IN Vitro Kot in ViVO 6€ movTikog.

Meléteg oeTIKA Le TNV EVOEYOUEVT] KOPKIVOYOVO dpAom NG peYopapevitmng dev £xovv devepynbei.

A&loAdynon mepiBoriovtikon kivdvvou (ATIK)

Meréteg a&lordynong mepiBarAovTikol Kivovvov €xovv deilel Tmg ivat mhavo 1 peyopapevipmn va
glvar dropkng, Plocvocmpedotun kot To&Kn Yo To TePIPAriov Kot propel va B€cel o€ Kivovvo Ta
empaveloKd vepd kai ta Aot (PA. Tapdypoeo 6.6).

6. OAPMAKEYTIKEXZ TIAHPO®OPIEX
6.1 Kotdroyog ekdoymv

[Mvpnvac diokiov

Kvttoapivn wikpokpuotadiikyg
Koppuedholn voatplonyog d106tanpoduevn
Mayviolo oteotkod

IToPd6vn (K-25)

IMvprriov 0&e1dio, KOALOEDEG GvLdpO

Erucdioym pe Aemtd vpévio

Z16Mpov oeidio epvbpod (E172)

Z1dnpov o&gidio kitpivo (E172)

AexiBivn (Tapayouevn amd coyl)
IToAvaibvrevoyivkoin 3350
TToAVBIVOAGAKOOAT|, LEPIKMG VOPOAVUEYT|
Taixng Trraviov do&eido (E171)

6.2 Acvpfoatotnreg

Agv gpapuodletat.
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6.3 Awdpxera Cong
3 xpovia.

AoV avorybei  PéAn, TO POPUOKEVTIKO TPOidV Exel kaTodelyBel 0TI eivar oTabepod Yo 7 EBSOUAOES.
Metd v Tapodo TG TEPLOSOV AVTNG, TO PAPLOKEVTIKO TPOIOV TPETEL VO, ATOPPITTETOL.

6.4 Iowaitepeg TPOPUVAAEELS KATA TN QOAAEN TOV TPOIOVTOG

DvAdooete GTNV APYLKN] CLGKEVAGIN Y10l VO TPOGTATEVETAL OO TNV VYPAGIaL.
Awnpeite T QUIAN EPUNTIKA KAEIOTY|.

6.5 D61 KOl GLOTUTIKG TOV TEPLEKTN

Agvkn adropavig euain amd HDPE kheiopévn pe fomto nopo and PP/PP (molvmporvAiévio) pe
oTEYOVOTOMTIKO £vOETO Kot ENPOVTIKO HEGO LOPLAKOD KOGKIVOV.

Kdabe pain mepiéyet 28 emicorvppévo pe Aemtd vuévio diokia.
Meyébn cuokevaociog

2uoKeVAoia TOV 28 EMKAAVUPEVOV LUE AETTO VIEVIO OIoKIWMV.
Yvokevooio v 84 (3 erileg tov 28) emikoAVUUEVOV UE AETTO DUEVIO S1oKImV.

Mmropei va v KuKAOPOpoLV OLEG 0L GUGKEVAGIES.
6.6 Idwitepeg TPOPUAGEELS UTOPPLYNGS KoL AAAOG YELPIGIOG

Awnpeite 10 ENpavtikd HEGo HEGH BTN OLAAN.
AvT6 T0 PapLOKEVTIKO TPOTOV pnopel va Bécel og Kivduvo To TeptBailov (BA. mapdypago 5.3).

Kdabe aypnoyomointo @aprakentikd poidv 1 DITOAEWLLO TPETEL VO OTOPPITTETAL GOUPDVE, HLE TIG
KOTO TOTOVG 1GYVOVGES GYETIKES SLOTAEELG

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Bayer AG

51368 Leverkusen

Teppavia

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/13/858/001

EU/1/13/858/002

9. HMEPOMHNIA IMNPQTHE E''KPIZTHYX/ANANEQYXHY. THX AAEIAX
Huepounvia mpodng £ykpiong 26 Avyovotov 2013

Hpepounvia tekevtaiog avavémong: 22 Maiov 2018

10. HMEPOMHNIA ANAOGEQPHYXHX TOY KEIMENOY
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Aemntopepeic TANpoPopieg yio To TapOV QUPLOKEVTIKO TPOTOV eivar dtaBécipes 6Tov d1kTLAKO TOTO TOV
Evponaikov Opyaviopod dopudkmv: http://www.ema.europa.eu
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IHAPAPTHMA 11

ITAPAXKEYAYXTHX YIIEYOYNOX I'TA THN AITOAEXMEYXZH TQN
ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAY KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHIH TOY ®PAPMAKEYTIKOY IIPOIONTOX
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A. TAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXZH TQN ITAPTIAQN

‘Ovouoa kot d1e06vven Tov TOPUCKELAGTH TOL £ival LITEVHVVOC Yo TV ATOOEGUEVCT] TV TOPTIOWY

Bayer AG

Kaiser-Wilhelm-Allee
51368 Leverkusen
Teppovia

B. OPOI'H HHEPIOPIZEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokeuTikd TPOidV Yo T0 0Toio omarteitan Tepopiopévn wtpikn cvvrayn (PA. Hoapaptnua I:
[epiAnymn tov Xapaktnpiotikdv tov [Ipoidvtog, Tapdypapog 4.2).

I. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0<oe1g Teplodikig mapakorovdnong g aseaisiag (PSURS)

Ot anmortioetg yio v vofoAn twv PSURS yuo o gv Adym @appakevtikd mpoiov opilovtat
GTOV KOTAAOYO LE TIG NUepounvieg avaeopag g Evaong (katdhoyog EURD) mov mapatiBeton
oV Tapdypago 7, tov oto dpbpov 107y e odnyiag 2001/83/EK ko kabe emaxorovdng
EMKALPOTOINGNE OTIMG OMLLOGIEVETAL GTIV EVPAOTOIKT SIKTVOKT TOAT Y10 TO QAPHOKOL.

A.  OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AHOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

. Yyé010 owaygiprong Kivovvov (XAK)

O Karoyog Adelag Kukiogpopiag (KAK) Oa die&aydyet Tig amattodpeveg dpactnploTnTeS Kot
TOPEUPAGELS PUPHOKOETOYPVTVIIONG OT(¢ Tapovoildlovtal 6to cuppovniév ZAK mov
mapovstdleTar otny evotnta 1.8.2 g doetog kKukAopopiag Kot 0TolecdnToTE ETaKOAOVOEG
gykekpipéveg avabempnoeig tov TAK.

‘Eva emucaportompévo XAK Oa mpénet va katotedei:

e uetd and aitnua tov Evponaikov opyavicpuod @appdkaov,

® OTOTESNTOTE TPOTOTOLEITAL TO GVGTNUA OLOYEIPIONG KIVODVOV, EISIKA MG OMOTEAEG O ANYNG
VE®V TANPOPOPIDOV TOV UTOPOVV VOl ETLPEPOVLY GNUAVTIKT GAANYT OTN GYECT] 0QELOVC-KIVIHVOL
N ©¢ omoTELESUA TNG EMITEVLENC EVOC GNUAVTIKOD 0POGTLOV (PUPUOKOETOYPVTVIOT 1}
glayloTomoinon Kvévvov).
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ITAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Stivarga 40 mg emkolvppéva pe Aemtd VUEVIO d1oKio
peyopapevipmn

2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Kabe emxadoppévo pe Aemtd vpévio diokio mepiéyel 40 mg peyopapevipmnge.

3. KATAAOI'OX EKAOXQN

Iepiéyet vatpio ko AekiBivn (tapayouevn amd coyia), PA. GOAALO 0INYIOV XPNONG Y10 TEPIGGOTEPEG
TANPOQOpiEC.

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

28 emikoAvppévo e AEmTTO VUEVIO OLoKia
84 (3 x 28) emucaAvppéva pe Aemtd vuévio dokio

| 5. TPONOX KAI OAOX(OI) XOPHTHEHE

Ao otONaTOC YpNOT.
Awpaote 10 PUALO 0INYIDV XPOTG TPV OO TN YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, v onoia dev PAETOLV Kot dev Tpooeyyilovy Ta Tandid.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

Awnpeite 10 ENpavtikd HEGO HECH GTN OLAAN.

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEYX XYNOHKEYX OYAAEHX

DuAdooete 6NV APYIKN] CLCKEVAGIN Y10l VO TPOGTATEVETAL OO TNV LYPAGic. Alatnpeite Tn ELAAN
EPUNTIKG KAEIDTY.

10. IAIAITEPEX IPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Bayer AG
51368 Leverkusen
I'eppavia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/858/001
EU/1/13/858/002

13.  APIOMOZX ITAPTIAAX

[aprtioa

‘ 14. TENIKH KATATAZH I'lA TH AIAGEXH

| 15. OAHTIEEX XPHEHE

‘ 16. NAHPO®OPIEX XE BRAILLE

stivarga 40 mg

17.  MONAAIKOX ANAINQPIZTIKOX KQAIKOY — AISAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A163146T0TOG YPapL®mTOs KOdwkag (2D) mov pépet Tov TeptnehEvia povadikd avoyvopioTiKo KOSKO.

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

PC
SN
NN
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

EIIIXHMANXH THX OIAAHX

‘ 1.  ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Stivarga 40 mg emkaAvppéva pe Aemtd vpévio diokia
peyopa@evipmn

‘ 2.  XYNGOEXH XE APAXTIKH(EX) OYXIA(EX)

Kabe emkadvppévo pe Aemtd vpévio diokio mepieyel 40 mg peyopapevipmne.

‘ 3.  KATAAOI'OX EKAOXQN

[epiéyet vapio ko AekiBivn (Tapayouevn amd coyia).
Awpaote to @OALO 0dNYLOV TPV amd T YPoN.

‘ 4.  ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

28 emikoAvppéVe e AETTO VUEVIO OLoKia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Ao otoUaTOC YPNIoT
Awpaote 10 PUALO 0INYIDOV XPYOTG TPV 0T TN XOPTYNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEINEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euldcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy T Tondid.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

Awotnpeite 10 ENpovtikd €GO PECOH OTN QLAAY.

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEX OYAAEHX

DuAdooete 6NV APYIKN] CLCKEVAGIN Y10l VO TPOGTATEVETAL OO TNV LYPAGic. Alatnpeite Tn ELAAN
EPUNTIKG KAEIDTY.

10. IAIAITEPEX IPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11.  ONOMA KAI AIEYOGYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Bayer AG
51368 Leverkusen
I'eppavia

12. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/858/001
EU/1/13/858/002

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. MAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAINQPIETIKOZ KQAIKOX — AIZAIAXTATOZ TPAMMQTOXZ
KQAIKAY (2D)

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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B. ®YAAO OAHI'IQN XPHXHX
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@vAiro ooV ypiong: IIAnpoeopics yra Tov yprjotn

Stivarga 40 mg emkoAlvppéva pe Ao vuévio diokia
peyopapEVIITN

Awpdote TPoceKTIKG 0AOKANPO TO PVAAO 0ONYIAV YPTONG TPV 0PYIiCETE VO TAIPVETE AVTO TO
PappraKo, O10TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUC.

DordEte avTo TO EOALO 0N YDV YprionG. Towg ypelaotel va to duPfdcete Eavd.

Edv éxete mepartépw amopieg, p@TNoTE TOV Y10TPO N TOV QOPUOKOTOLO GOLC.

H ocvvtayn v’ avtd 10 appoko xopnynnke amokAEloTIKA Yo 60G. Agv TPEMEL VO ODGETE TO
@apuroKo o€ GAAOVC. Mmopel va Tovg TPOKAAEGEL BAAPT], OKOUO KOl OTOV TO GNUEID TNG
ac0Eveldg Tovg eivar 010 pe ta S1Kd Gag,.

Edv mapotnpricete Kamoa avemBOpunTn evépyeia, EVIUEPMDOTE TOV YATPO 1] TOV POPLAKOTOLO
cag. Avtd oydet kot yuo k0B mBovi avemBOUNTN EVEPYELL TTOL JEV AVAPEPETAL GTO TAPOV
@OALO 0ONY1DV Yprione. BAéme mapdypago 4.

T egpréyeL 1o Tapov GUAAO 00N YLOV

ISR .

1.

T efvon To Stivarga kou mota givan 1) xprom Tov

T mpénet va yvopilete npv mapete 1o Stivarga

Ié¢ va mapete to Stivarga

[MBavég avemBounteg evépyeteg

[dg va puidcoete to Stivarga

[epreydpeva tng cvokevaciog Kot AOtEG TANpoPopieg

Th givan To Stivarga ko oo givan n prion Tov

To Stivarga mepiéyet ) dpaoctikn ovsia peyopapeviumn. Eivar éva péppaxo mov yxpnoiponoteitol yio
1 Bgpameia Tov Kapkivov emPpadvvovtag Ty avénon Kot eEATAMGCT TV KOPKIVIKOV KLTTAPOV Kol
QITOKOTTTOVTOG TV TOPOYN CLOTOC TOV EMTPETEL GTO KAPKIVIKE KOTTUPA VO, 0EAVOVTOL.

To Stivarga ypnowonoteiton yio ) Oepaneio:

TOV KOPKIVOL TOV KOAOV 1 TOL 0pBov Tov €xel e€amimbel o€ GALQ UEPN TOL COMOTOG GE EVAAIKEC
acOeveic mov &govv AdPet dAleg Bepoameieg 1) dev umopodv va vtoPAndovv o Bepameio pe dGAla
eappaxa (ynueobepaneio pe Pdon pbopromupyudivn, Oepaneio pe avri-VEGF, kot Ogpomeia pe
avti-EGFR).

YOGTPEVTEPIKAV GTPp®UATIKOV Oyk®Vv (GIST), évag tOmog Kapkivov Tov 6Topd oL Kol TOv
eVTEPOV, TOL £xel eEomAmbel oe GAL LEPT) TOV CMUATOG 1) OEV EMOEYETOL XEPOVPYIKN eMEUPaoT,
o€ eviihikeg aoBeveig o1 omoiot £xovv mponyovpévmg vtoPAndel o Bepameio pe dAla
AVTIKOPKIVIKG @ApUHoKe, (LUOTVIUTN Kot GOUVITIVIUTY).

TOV KOPKIVOL TOV NIaTog 6€ EVIALKEG acOeveic Tov £yovv mponyovuévmg Adfet Oepameio pe GALO
OVTIKOPKIVIKO QApUAKO (COPAPEVITN).

Edv &yete amopiec oyetikd pe to g dpa to Stivarga, i) yiori ovtd T0 eAppaKo ExEL cuvTayoypopnOel
Y0l EGGC, TOPAKAAOVUE POTNGTE TOV YIUTPO GOG.
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2. Tvpéner va yvopilete Tpv vo wapete To Stivarga

Mnyv napete to Stivarga
- o€ mePINTOON aAlepYiaG 0T pEYOPAPEVIUTN 1 GE OTO0ONTTOTE GALO OO TO GLGTATIKA QL TOV
TOL PAPLAKOV (avaPEpovTal 6TV Tapdrypapo 6).

Ipocidomomoeis ko TPoPLAGEELS
AnevOuvOsgite oToV YIOTPO 1] TOV QUPRAKOTOLO GOC TPOTOV TAPETE TO Stivarga.

IpocéEte Waitepa pe To Stivarga

- EGV £YETE 0OMOLOONTTOTE NTATIKA TPOPApaTa couneptiapufavouévov tov cuvopopov Gilbert
HE oNUELD OGS KITPIVOTOG ATOYPOUOTIGLOG TOL dEPHOTOS KOl TOV ACTPOV TOV UATIDV,
GKOVPOYPOLLO 0VPa Kol GVYYLoN 1/Kal anonpocavatoMcopos. H Oepaneia pe to Stivarga
pmopel va 00MyNoel 6 VYNAOTEPO Kivouvo Nratikdv tpofAnudrov. Ipw and ) Bepaneia pe
To Stivarga kot kotd T SdpKeln avTnc, 0 YaTpdc 6og Ba oag (NTNoEL Vo KAVETE EEETACELS
aipotog yuo va mapakoAovbel TNy nratikn oag Asttovpyio. Edv éxete cofapn nmatikn
dvolettovpyia, dev mpémel va vwoPinbdeite oe Bepaneia pe to Stivarga, KaBdg dev VILAPYOLV
dedOUEVH GYETIKG, LLE TN XPNOT TOVL Stivarga ce acBeveic pe coPapn Nratikny SueAeLTovPYida.

- &gGv maBete péivvon e onpeio 6TMG LYNAOG TLPETOS, GoPapd Prya Le 1 xopis avénon otnv
nopoyoyn révvag (ttoeko), coPfapdg TovOLULOG, SVOTTVOLa, KAWHO/TOVOS KOTd TV
00pNoN, acVVHOIGTN KOATIKY £KKplon 1 €peOioOg, KokKivioua, Tph&io ka Toévog o
omolodnmote onpeio Tov cOpPatdS Goc. O YaTpog 6ag Umopel Vo SIKOYEL TPOSMPIVA T
Bepaneia oog.

- £qv giyote N £ETE 0O TOTE TPOPA|HaTA Cpoppayiag Kot Gv Taipvete Papeapivn,
QAVITPOKOLHOVT 1] KATOL0 GAAO QAPLOKO TTOL OPUMVEL TO aipa yio TNV Tpdinym Opoufov. H
Oepaneio pe to Stivarga pmopei vo 0dnynoel oe vynAldtepo Kivovvo apoppayiag. [Ipotov
Eexvnoete vo Toipvete To Stivarga, o YTpdg 60 UTOPEL VO 0TOQUGITEL VO KAVETE EEETAGELG
aiporog. To Stivarga pmopel va tpokarécel coPapr| apoppayic. 6TO TENTIKO GUOTN O, OTWS TO
oToUdyL, TOV 0160PEaY0, To 0pBd 1| TO £VTEPO, 1| GTOVG TVEDLOVES, TOVG VEPPOVC, TO GTOLO, TOV
KOATO 1/KaL TOV EYKEPOAO. ZNTNOTE UECHOC TPk Pondeta edv £xete Ta akdOAovO0
CULUTTOMOTO: aipa 6To KOTPAvVa, 1] KOTPAVE LLoPOL YPDOUOATOS, O 6TA OVPO, CTOLMYLKO
movo, Pya / éueto pe aipa.

- €0V £YeTE coPfupd GTORAYIKA KO EVTEPIKA TPOPANHATA (SLUTPTOT| TOV YUOTPEVTEPIKOD
COANVA 1 cLPTYY10), 0 Y10TPOG oag Ba TpEMeL Vo amopacicel va dtokoyet T Bepaneia pe to
Stivarga. Zntiote apéong watpikn fondsia £av éxete to axdiovba cvumtdpoTe: GoPapd TOVO
GTO GTOUAYL 1) TOVO GTO GTOUAYL TOV OEV PEVYEL, EUETO LE QULO, KOKKIVO ] LOOPO, KOTTPAVAL.

- £av gpeavicete 0OpaKiKé Tovo 1 £YeTE 0TOL0.01)TOTE KOPOILOKE TpofifpaTa. [Ipotov
Eexvnoete vo Toipvete To Stivarga Kot Katd ) diapkela g Oepameiag, o yiotpog cag Oa
eAéyEel TOo0 KaAd Aertovpyei N kopdid cag. Znthote wtpikh fondeia apéong edv £xete ta
aKoAovho copTTOpOTO, KOOMG aVTd PmTopel vo amoTelovV onuein Kapdlokng TpooBoing
UELMUEVNC OLUATIKNG PONG TTPOG TNV Kapdid: Bmpaxikr duvoeopio 1 TdVo mov Umopel va
amhovetal TEPa, and 10 BDPUKE GG GTOVS MUOVE, GTA, YEPL, GTNV TAATY], GTO AULLO, GTA
d0VTL0, OTIG GlALYOVEG 1] GTO GTOLAYL KO UTOPEL VO EPYETOL KOL VO PEVYEL, OVOTVOLM, EAPVIKO
KOO KPOOL 10pdTO, KOAADIES 6Eppa, aicOnua {aing 1 Taomn yio AumoBupic.

- €0V avamToSeTe coPfapo Ko eTiovo TOVOKEPUAO, ONTIKES dLATAPUYES, CTAGHOVS 1

aAlot®pévn S1avVoONTIKY] KOTAGTAGT (OTMG GUYYLON, OTMAELD LVIUNG 1] OTOTPOCHUVATOMGHO)
EMKOWVOVNOTE LLE TOV Y1TPO GUG AUECHG.
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- gav £xete vy aptnproxn wieorn. To Stivarga pmopel va mpokodésel abEnon g
aptplaxng oag mieong. O ytpdc cog Bo TapakoAovdel TV apTnploxn oog mieon TPV Kot
Katd T ddpKeln TG Bepomeiog Kot UTOpEl va GOg YOpTYNOEL KATOL0 PAPIOKO Y10, TNV
OVTILETATIOT TNG VYNANG OPTNPLOKNG THECTG.

- £av &gete N €iyote KOTd 1O TAPEALOOV avevpuopa (dtoykwon kot e£acBévnon Tov
TOLYMUOTOG OLLOPOPOL AYYEIOL) 1] SLUY@PLGUG TOV TOLYAUATOS ALLOPOPOV ayyEiov.

- gav &gete 1 siyate PLaPn oto pkpiotepa apo@opa ayyeio (OpoupfoTikn
pkpoayysonadeia). Evnuepdote tov ylotpd cog GV ELQAvIGETE TVUPETO, KOTMGT, LOAMTES,
aipoppayio, oldnua, GHYYLOT, OTOAELD OPOOTG KOl EMANTTIKES KPIGELS.

- gav mpoocpara £yete vrofin0ei | tpoxkerton va vroPinOseite og yerpovpykn) exépfaon. To
Stivarga pmopet vo ennpedoel Tov TpOTO ETOVANMGTG TOV TPAVHAT®V GOG Kot 1) Bepameia
evdéyeton va ypetaletat vo dlakomel péypt va emoviwbei To Tpavpa Gog.

- £av gpeavicete deppatika mpofipara. To Stivarga pumopei va Tpokarécel eppHpotnTa,
OV, oldN U, 1| PLGOAIOES OTIG TOAAES TOV YEPIDV GG 1] GTO TEALATA TOV TOJIOV Gag. Edv
TOPUTN P OETE OTOLECONTOTE AAAAYES, EMIKOIVOVNGTE UE TOV YI0TPO Goc. [l TNV avtiuetdmion
TOV COUTTOUATOV GOC, O YIUTPOC GO UTOPEL VUL GLGTHGEL TN YPNOT KPEUDV /KOt TN XPAoN
TPOCTOUTEVTIKAOV HLOELOPLOV OTA TATOVTGLO KOt YovTidv. EGv eppavicete autiyv tnv
avemBoun T EVEPYELD, O YIOTPOG oaG Uopel va aAAGEEL T 600m Gag 1] va dtakdyet T Bepaneia
cag uéypt va Pektiwbdel n katdotoor cog.

[Ipotov mépete to Stivarga, EVI|UEPDOCTE TOV YLATPO GOS GE TEPITTMGT TOV OTOLUINTOTE U0 TIG
TOPUTAVO KATAGTAGELS LoYVEL TNV TEPITTOGI 60c. Mmopei va ypelaoteite Oepaneia yio To
TpoPARpaTa ovTd, KaOhg Kot va, devepyndolv emmAov e€etdoelg (BA. emiong v mopdypagpo 4
‘IhBavég avemBOunTeC evépyeteg’).

o kor £éenpor

Agv vméipyet oxeTIKY| YpNon Tov Stivarga oe moudid Ko eQNPous Yo v €voelgn Tov kapkivov Tov

T E0G EVTEPOV 1] TOL 0pBOV oV Exel e€amhmBel og dALa PLEPT TOL GOUOTOC.

H acpdlela kot omotelecpuatikdtTnTo TOL Stivarga og moidid Kot eerfoug yia tnv £voeién tov
YOOTPEVIEPIKMV OTPOUATIKOV OYkwv (GIST) dev éyovv axopa tekpnpuwbel. Aev vmépyovv drabéoia
dedopéva.

Agv vmbpyel oyeTIkn yprion Tov Stivarga o madid kot epriBovg otny £véeién Tov Kapkivov Tov
NTaTOC.
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Alha @appoxa kot Stivarga

Evnuepoote Tov Y10Tpo 1 TOV QUPROEKOTOL0 60G GV TaipveTe, £XeTE TPOGPATO TAPEL 1] LITOpEl va

mwhpete GALa QappoKa. AVTO CLUTEPIAAUPAVEL PAPLLOKO TTOVL YOPTYOUVTL YOPIG CLVTOYT 1] OKOUA Kol

ooapudkmv Tov Aappdvovial xopig cuvtaym, 6rTmg Prrapives, GLUTANPOUOTA STPOPTG 1| PAPLLOKOL

QUTIKNG TTpoérevonc. Optopéva PAapUOKa. UTOPEL VO EXNPEAGOLY TOV TPOTTO IE TOV 0010 AELTOVPYEL TO

Stivarga, 1| To Stivarga pmopel va ennpedost Tov TpOTO e TOV 0TOT0 AELTOVPYOVV AAAL GApLOKO KOt

va TPokANBoVV GoPapég avemBOUNTEG EVEPYELES. LVYKEKPILEVA, EVILEPDGTE TO YIATPO GOG EGV

TOIPVETE OTIONTOTE GE AVTOV TOV KATAAOYO 1 OTO1ONTOTE AN PAPILOKCL:

- OpPIoUEVO PAPLOKD Y10, T Bepameio. LOKNTINCIK®Y AOUMEEDV (). keToKOVALOAN,
rtpokovalOAn, mooakovaloin kot Bopikovaloin)

- oplopéva appaka yio T Bepameio Tov Tovou (1.y. pepevapikd o0&, dSitphovviLaAn, Kot
VIpAOLUIKS 0&D)

- opopéva eappaka yo T Oepaneio faktnplok®v AOIUDEE®Y (.. PUPOUTIKIVY,
KAapiOpopvkivn, TeMbpopvkivn)

- QAPLILOKO TTOV TUTIKE ¥PNGLOTO0VVTAL Y10, T Oepameia Tng emAnyiag (ETANTTIKOV KpicE®mV)
(m.x. @awvtoivn, kapPapalenivn N owvoPapPitdin)

- pebotpeEdrn, éva pdapuako Tov ypnolponoteitar yuo T Oepaneio Tov kapkivov

- pocovPactativn, provfactotivn, atopPacTativ, PAPLOKO TOV YPTGILOTOI0VVTIOL GLUVAO®E
ywo TN Oepoameia TNG VYNANG YOANGTEPOANG

- Bappapivn 1 @oVIPOKOLUOVT], PAPLLOKE TTOV TUIIKA YPTGULOTOLOVVTOL Y10 VO OPOLDVEL TO OLiLoL

- vepwcod (Paioapdyopto, St. John’s wort) (edppaxo mov yoprnyeiton eniong ywpig cuvtoyn), pio
Oepameio pUTIKNG TPOEAELONG Yo TNV KATAOANYT).

ZNToTE TN GLUPOLAT TOV YLOTPOD 1] TOL POPLOKOTOOD GO TPOTOV TAPETE OTOLOONTOTE PAPLAKO.

Ay Tov Stivarga pe Tpo@ég Kot ToTd
Amopenyete vo Tivete YuUO YKPEWPPOLT VM TaPVETE TO Stivarga. Avto pumopel vo ennpedcel Tov
TPOTO e TOV 0Toio Agttovpyel o Stivarga.

Kinon, Onhaopoc ko yovipdtnta

Evnuepaote tov y1otpd oag edv vopilete 611 £ioBs £ykvog, propel va eiods £ykvog 1) oyxeordlere
va peivete £yKvog, kabhg o Stivarga 6gv TPEMEL VO P CUOTOLEITOL KOTA TN SIGPKELDL TNG
EYKVHOGUVNG €KTOG €AV lval capmg anapaitnto. O yiotpdg cog Ba sulintnost poli cog tovg
€VOEYOEVOLS KIVOUVOLG 0mtd Tn Ay tov Stivarga katd T StipKewd TG EYKVHLOGUVNG.

AmoQUYETE va. peivete £ykvog eved Aapfdavere Ogpancia pe to Stivarga, Kabmg avTd TO EAPULOKO
umopei va PAOWEL TO ay€vvnTo Hopo GoC.

T660 YOVOIKES 6€ OVUTAPAYOYIKI NAMKIC 660 KOl GVOPES TPETEL VO YPT|GLLOTOLOVV
OTOTELEGUATIKT AVTICOAANYN KaTd T S1dpKela Tng Oepameiog Kot Yo TOLAGYIGTOV OKTM ERSOUAOES
petd tnv oloxAnpwon tng Beponeiog.

Agv nipéner vo, Onralete To Bpé@og cag Kata T drapkela TG Ospameiog pe to Stivarga, kabng
aVTO T0 PAPUOKO popel vo exnpedost TNV avantuén Tov Bpépovg coc. Eviiuepdote Tov 10Tpo cog
gav Onralete M oyeovalete va Onraocere.

To Stivarga pmopel vo HEWMGEL TN YOVILOTNTA TOGO GTOVG AvOpeES OGO KOl GTIC YUVAIKES. ZNTHOTE TN
oLUPBOVAN TOL Y1OTPOL GOG TPOTOV TAPETE TO Stivarga.

001ynoN Ko YEPIOROS PNV LATOV

Agv givan yvwoto gdv to Stivarga petofariel Tnv KavoOTnTo 001YNONG KOl XEPIGUOD UNYOVIILOTOV.
Mnv odnyeite N ¥pPNOUOTOIEITE OTOLUONTOTE EPYOAELD 1] UMY AVILLOTOL EGV TAPOVCIALETE GLUTTOUOTOL
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mov oyetilovron pe T Bepamneia ta omoia emnpedlovy TV IKOVOTNTAE GOG Y10 GUYKEVTPMGT Kol
avtidpaon.

INROVTIKEG TAMPOPOPIES GYETIKA UE OPLOREVA CVGTATIKA TOV Stivarga

To gpdppaxo avtd mepiéyel 56,06 mg vatpiov (KOPLO GLGTUTIKO TOV HOYEIPIKOV/EMTPATECIOND AAOTION)
o€ kae nuepnota 66om (4 diokia). Avtd 1oodvvapei pe 3% TG CLVIGTOUEVNG HEYIOTNG NLEPOLOGC
AMyme dtaTpon|g vatpiov yia Evav EVAAIKA.

Av10 10 Qapuako wepiEyetl 1,68 mg AekiOivng (mopayouevn and coylo) avd nuepioLo. d6om
(4 dokia).

3. [®g va wapete To Stivarga

[Tavtote va maipvete to eApRaKo avTd ALGTNPE GUUPOVE pE TIS 0dNYieg Tov yloTpoy cag. Edv €xete
apPPOAiEC, POTAGTE TOV YIUTPO 1] TOV QPOPLOKOTOLO GOC.

H cuviotdpevn nuepiola §066m 6tovg evihikes eivar 4 diokia Stivarga tov 40 mg (160 mg
peyopapevipmng). O yatpdc cag uropei va oAraéel tn 86on cag. No maipvete T d6on Tov Stivarga
OV 0 Y10TPAG £YEL CLVTAYOYPAPTIGEL Y10 EGAC.

O y1atpdg oag cvvinBwg Ba cog {ntnoet va maipvete to Stivarga yia 3 BSopAdES KAl GTN GLVEXELD VAL
to0 dwokoyete yuo 1 efdopdda. Avtd amoterel 1 kKoKho Bepaneiog.

Noa maipvete to Stivarga tnv 610 dpa k6Oe pépa peTd amod £va eha@pv yedua (e YOUNAN
ePlEKTIKOTNTA 08 AMmapd). Kartamivete o d1okio 0AOKANPO Le vEPO UETE Omd EVa EAAPPD YEVLLLO TTOV
nepi€yetl Ayotepo omd 30% Amapd. ‘Eva mapdaderypo eAappov (Ue younAn TePlEKTIKOTNTO, G AMmapd)
yeduartog umopel vo meptiapPaver 1 pepido dnuntplakd (tepimov 30 g), 1 mothpt dmoyo yéAa,

1 ppuyovid pe papuerdda, 1 mompt youd pniov, kon 1 irtlave koeé 1 tod (520 Beppidec, 2 g
Mmopd). Asv Tpémel va Taipvete to Stivarga poli pe yopd ykpéumepovut (BA. emiong mopdypago ‘Afyn
Tov Stivarga pe Tpoeég Kot ToTd’).

Y& mepinton gUETOV PETA TN YOPTYNOT TNG PEYOPUPEVIUING, OV TPEMEL VA TAPETE TPOGHETA doKia
KOl TPEMEL VO EVILEPADGETE TOV Y1ATPO GO,

O ywrpdc oag pnopel va xpelactel vo HELDOEL T 00T 00 1| LITOPEL VoL 0moPacicel va, SlaKoyel
TPOCWPIVA | OPLoTIKA TN Bepameio edv eivar amapaitnto. Zuvnbwg Oa maipvete to Stivarga epdcoov
oeereiote Kot dgv TOPOLGIALETE U OTOOEKTEG aVETIOOUNTEG EVEPYELEC.

Agv amaiteitol avompocapproyn TG 06oMg 4v £xete NIl NTOTIKN dvoAgrtovpyia. Edv éxete ma 1
UETPLO NTTOTIKT SvoAElTovpYin evd Ppickecte Vo Oepameia e To Stivarga, o YioTpog cag 0o, Tpémnet
va 6og TapakorovBel otevd. Edv éxete coPapr) dusiertovpyia Tov HIATOS GOG, dEV TPEMEL VOl
voPAnOeite oe Bepoameia pe To Stivarga, Kabdg dev VaPYOLVV dESOUEVA CYETIKA LLE TN XPT 0N TOV
Stivarga o€ acbeveic pe cofapn Nrotiky SvGAELTOLPYICL.

Agv amaiteitol avamTpocapproyn g 06oNg 4 £xete Nmia, LETPLO 1) GOPap| VEPPIKT SLGAELITOLPYICL.
Edv mapete peyorvtepn 66on Stivarga amd tnv Kavovik

Evnuepiote apéomc Tov yiotpo cog ebv £xete mhpel peyaAdTePT) 00T OO TN CLVTAYOYPUPT|LEVN.
Evdéyetar va ypelaoteite 1aTpiki poviida Kot 0 yrTpdc oG UTOPEl vo GOG TTEL VL SIOKOWETE TN ANyM

Tov Stivarga.

H Aqym peyordtepng d6ong Stivarga amd tnv Kavovikn Uropel va kavel mo mlavég 1 o coPfapéc
oplLouéveg avemBounteg evépyeleg, 10img:
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- depuatikég avTdpaocels (eEavonua, uoarioes, epuBpdtnra, TOVOG, oldNUA, KVNGUOC 1
EepAoDOIG O TOV SEPUATOG)

- aALOLDGELS o1 OV 1 Bpayvdada (dvopwvia)

- OVYVEG KEVDGELS | HOAOKG KOTTpava, (d1appola)

- otopatikd EAkn (pleyuovii twv flevvoyovawv)

- Enpootopia

- pelmpévn 0peén

- VYN aptnplaxy wieon (vréptaoy)

- vrepPolikr kobpaon (kémwon)

Eav Egydoete va Tapete To Stivarga

Edv mapodeiyete po 06om, ndpte v poiig to Bounbdeite exeivn v nuépa. Mnv népete 000 d6Ge1g
Stivarga tnv {610 UEPQ Y10 VO OVATANPAOCETE 10 OOGT] TTOV TOPUAENYOTE GO TNV TPOTYOLLEVT
nuépa. Evnuepdote tov yuorpd cog oxetikd pe onoladmote Tapdretyn d0omg.

4, IMBavég avemBOUNTES EVEPYELES

Onwg 6ha To eApUOKa, ETGL KOL GVTO TO PAPUOKO LTOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELES, OV
Kol 0gv Tapovclalovtal 6 OAOLG TOVG avOpMOTOLS. AVTO TO PAPLOKO UTOPEL ETIONG VO ETNPEACEL TA
ATOTELEGLLOTA OPICUEVOV EEETACEMV AULOTOG.

O cofapotepeg avemBOUNTEG EVEPYELES, Y10, TIG OTOieC £xEl TapatnpnOel o Bovatneopog xPaon,

glvat:

- Yofopd nratikd TpofAnuato (cupmePILAUPBAVOUEVIG TNG NIOTIKNG AVETAPKELNS), OLLOPPOyia,
SLITPNOT| TOV YOOTPEVTEPIKOD COANVO Kot LOAVVOT).

Evnuepaote Tov y10Tpd 060G apEcHS GV TAPOVGIACETE OTOLOOMTOTE Ao Ta akOAOVHA GLUTTOUATO

Hratika mpofiiquata

H Bepamneia pe To Stivarga umopet va 0dnynoet o LYNAGTEPO KivdLVo cOPapdY NTATIKOV
mpofAnuatov. Znmote wtpikn fordela apéowng edv £xete Ta aKkdOA0LOO GLUTTOUOTO:

- KITPIVOTO YPOUOTIGLO TOV OEPUATOS KOl TOV GAOTPOL TMV LOTIDV

- GKOVPOYPOLLO 0OVPOL

- GUYYLOT] 1)/KOL ATOTPOGOVATOAG L.

Avtd pumopel va amotelodv onueio coPapng nratiknig PAGPNS.

Awoppayio

To Stivarga pmopel vo mpokarécel cofapn aloppayiol 6To TEMTTIKO GUGTNUW, OTMS TO GTOUAYL, TOV
01600ay0, T0 0p06 M TO £VIEPO, | GTOVE TVEDUOVECS, TOVE VEQPPOVS, TO GTOUM, TOV KOATO 1)/K0L TOV
€YKEPOLO. ZNTNoTE apéoms Tptkn Pondela, edv &xete Ta akdAoVOO CLUTTOHOTA

- aipo oto KOTPAva 1] KOTPpAvO LodPOL YPOLOTOS

- aipo oto ovpa

- GTOLLOYIKO TTOVO

- Prxo/épeto pe aipa.

Avtd pmopel va, amoteAovv onpueia arpoppoyiog.

2ofapa cropayixd Kai evTePLd TPoRIHaTa. (O1ATPIGY TOV POGTPEVIEPIKOD CWAVA 1] GVPIYYIO)
Znmote wtpikn Pondeto apéowc, edv £xete To aKOAOVON CLUTTO AT

- coPopd oTopoyIKo (KOIAL0KO) TOVO 1) GTOUOYIKO TTOVO TTOV 08V (EDYEL

- épeto pe aipo

- KOTPOAVEA, KOKKIVOL 1| LODPOL PO LLOTOC.

Avtd umopel va amotelohv onueio. 6oPapdV GTOUUYIKOV 1 EVIEPIKOV TPOPANUATOV.
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Aotuwén

H Bepameia pe to Stivarga pumopei va 0dnyncet 6 VYNAGTEPO KivoLVo LOADVGE®Y, E101KA TOV
OVPOTOMTIKOD GLGTHUATOC, TNG UOTNG, TOV AdtoD kat Tov Tvedpova. H Bepaneio pe to Stivarga
pmopel emiong va 0dMyNGEL 6€ LYNAOTEPO KIVOUVO LVKNTIAGIKGV AOUDOEEMY TOV BAEVVOYOVOL, TOV
dépuatoc M Tov copatos. Na Adfete wrpkn fonfela apéocms av Tapovcldeete KAmowo and Ta
TOPOKATO CUUTTOLOTA

- vynAd TopeTd

- cofapd Braya pe N yopic avénon oty Toapaywyn Tov Prévvag (Ttoelo)

- coPopd movorao

- dbomvoln

- KGyipo/moévo KoTd v ohpnon

- oovvnOotn KoAmiK £KKkpion 1 epediopod

- KokKiviopa, TpHEIO Ko TOVO 68 0mO10dTOTE GNUELD TOV COUATOC GOG.

Avtd pmopel va etvan onpeio poivvong.

Aleg avemBOuNTEC EVEPYELEG UE TO Stivarga mapatiOEueve Kot cuyvoTToL:

oAb ovyvég avemOuunTES EvépyeLeg (Umopel va ennpedoovy TepocdTEPOLS and 1 oTovg
10 xprioteq)

- Lel®o™ Tov aplBPov TOV APOTETAM®Y TOV aipaTog, oL YapoKktnpiletot amd edKolovg
HOA®TES N opoppayio (Bpoupforevia)

- peiwon tov apBpov tov puipdv apoceaupiov (avaiuio)

- HElpEVT Opeln Kot TPOGANYT TPOPNS

- VYNMAY apTnplakn tieon (vépraon)

- aAloldoelg otn eovn 1 Ppayvada (dvopwvia)

- OVYVEG KEVGELG 1] LOAOKA KOTTpava, (d1dppola)

- ovog N ENpdTNTa TOV GTOHOTOG, TOVOGS TG YADCGOAG, GTONOTIKG EAKT (oTouatitido #/Kxai
pleyuovii Twv Plevvoydvav)

- Téon yo éueto (voutia)

- €1ETOC

- VYNAL emimeda yorepuOpivig 6To aipa, po ovoia Tov TapAyeTaL and TO MIap
(vmepyolepvOprvaauio)

- petaforég ota Eviupa Tov TapdyovTal amd To NP, TO OTOL0 UTOPEL VL VTTOJEIKVOOLV OTL
VIAPYEL KATO10 NIOTIKO TPOPANLa (adénon otig tpaveouivaces)

- gpLOPOTNTA, TOVO, POVCKAAEG KO OIONUA OTIG TOAAUES TOV YEPIDV 1| OTA TEAUATA TOV TOSDV
( depuotiry aviidpoon xeipdg-modog)

- eEavonpua

- advvapio, EAAENYT SOVOUNG KOl EVEPYELNG, VTTEPPBOAIKT KOVPAOT] Kot 0oLV 0ot vvniio
(eCaoOévnon/kémawon)

- 1ovog (cupmepLapBavopévon Tov KOMaKoD TOVOL Kat TOV TOVOL 6THV TAGTY)

- dvokototnTo

- TUPETHC

- ammAgln Papovg

Yoyvéc avemBounteg evépyseieg (Lmopel va ennpedoovy £0¢ 1 otovg 10 ypnoteg)

- Heiwon 6Tov aplipd Aevkdv apoceopiov (levkomevio)

- HE®UEV dpactnplotTTa Tov Bupeogdong adéva (vrodvpeoeldioudg)

- YOUNAG eTTiTEDO, KOAIOV, POGEOPOL, AGREGTION, VATPIOL 1 LOYVNGIOL GTO aip 6og
(vrokaliaauia, vropwopotaio, VTOGHETTIONUIO, DTOVOTPLOLUIO KOI DTOUOYVHGIOLUICL)

- VYNAO enimedo ovpikov 0&E0g 6To aipa (vTepovpryaiio)

- OTTOAELN. COUOTIKMOV VYpOV (apvddtwon)

- TOVOKEPUAOG
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- Tpepod Moo (7pouog)

- dloTapayn TV VELPWOV TOL UTOPEL VoL TPOKAAEGEL [io LETABOAN otV aicOnor, Omwg
povdlooua, eayovpa, advvouio | Toévo (Teprpepiki veppordfeia)

- SwoTapayéc g yehong

- Enpootopia

- OTOUOYIKOG KOVGOG (YaoTpoolcopayiky maAvopounon)

- Loipwén M epebiopdg Tov GTOUAYOV Kot TOV EVIEPOV (YaoTpevicpitida)

- TpYOTTOON (aAwTekia)

- Enpodeppio

- eEavOnua pe amoAémon 1 EepAovdioua tov dépuatog (aropolidwtikd eéavinua)

- pio Eapvikn, akoHolo GVGTAGT EVOG L (UDiKOL OTOoHOL)TPOTEIVY 6T0 00pa. (TpwTEivovpin)

- VYNAG eminEd0, KATOIWV EVOOIL®V TOV GUUUETEYOVY otV TEYT (avénon oty ouvldon Kot
liraon)

- L1 QLGLOAOYIKY] KaTdoTaoT TS TENG TOV aipatoc (un pvaioloyiky diebvig ouolomoinuévy
oyxéon (INR))

Oy ovyvég avemBOuNTES EvEPYELeg (Umopel va ennpedoovy émg 1 otovg 100 yprioteg)

- ONUEI/CUUATOUOTE OAAEPYIKNG AVTIOPAONG TOV Umopel va TepAapfavouy eKTETOUEVO GoPapod
g€avonua, vavtio, mopetod, dvomvola, iktepo, UETABOAES GTO, XNUIKE TOV TOpAyoVTaL 0T TO
oVKOTL (avTidpaon vaepevorodnoiog)

- Kapdtakn TpoosBorr|, Ompakikdg TOVOG (Euppayie kal 1oyaiuio Tov HoKapdIiov)

- cofopd cLENUEVN aPTNPLOKT TEST TTOL TPOKOAEL TOVOKEPAAD, cOYYLGT, BOAN OpaoT, vavTia,
§LETO KOl OTLOGLOVG (vTEpTOTIKT Kpion)

- QAEYLLOVT] GTO TTAYKPENS YOPAKTNPLLOUEVT ad TOVOG TNV TEPLOYT] TOV GTOUOYLOV, VLTI,
gUETOC Kol TLPETOG (ToyKpEATITION)

- dwtapayn T@v oviyev (Hetaforég ata viyla OTmG poPODcELg KuyT oyioLo)

- noAamAEg deppatikég eEavOnoels (rodvuoppo pbnua).

Yravieg avemBounteg evépyereg (Unopel va emmpedoovy émg 1 atovg 1.000 yproteg)

- Opoupor aipatog og pikpd apoedpa ayyeia (Gpoufwtixy wurpoayysiordabeia)

- TOTOL SEPUOTIKOD KOPKivVOL (kepatookdvOmuo. / KopKivauo. TAGKmOmY KOTTGP®Y TOL JEPUATOS)

- TOVOKEPALOG, GUYYLOT, EMANTTIKEG KPIGELG KOl ATMAELD TNG OPOOTG OYXETILOUEVT U 1 YOPiG
VYN apTploky Ttieon (evvdpouo omioBiag avaotpéyung eykepalonalerog / PRES)

- cOPopEc avTIOPACELS TOV OEPIATOC /KAl TV PAEVVOYOV@V Ol 0T0ieg pmopet va, mepthappdvovy
EMMOVVEG PUGOAIOES KOl TUPETO, CLUTEPILAUPAVOUEVNC EKTETAUEVIC ATTOKOAANGNG TOV
dépuarog (avvdpopo Stevens-Johnson kou tolikn emdepuiki vekpoloon).

Mn yvootig (dev pmopei va extundei n cuyvotmta pe Paon to dobéoipo dedopévar)

- duyKkmon Kot eEacfEvion Tov TOYMOUOTOSC ALLOPOPOL OYYEIOL 1) SELYXMPIGUOG TOV TOLYMUOTOG
AHOPOPOL aryYEiov (avevplouata kot opTnpLaKol 10y wPLoUOL).

Ava@opd avemOOuNTOV EVEPYEL®OV

Edv mapatnpi)oete KAmoro avemOOUNT) EVEPYEL, EVILEPDOTE TOV YIATPO 1] TOV PUPUAKOTOLO GUG.
Av10 1oyt Ko Yo kéOe mhavr avemBountn evépyela Tov Ogv avaPEPETAL GTO TOPOY VA0 OONYIDV
ypnons. Mmopeite emiong va avapépete avemBounteg evépyeieg anevbeiag, pécw Tov Bvikoy
GLGTHILOTOG OVOPOPAS TToL avaypaeeTol otollapdpmua V. Mécm g avapopdg avemBountov
gvepyelmV pmopeite vo, fondnoete ot GLAAOYN TEPIGCOTEP®V TANPOPOPLOV CYETIKA UE TNV ACPAAELN
TOL TTOPOVTOS POPUAKOV.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5. Iog va purdccete To Stivarga
To @appako ovtd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kot 6gV TO POAVOLV Ta, TOLOA.

Na pn ypnoiponoteite avtd 10 GAPROKO LETE TNV Nuepounvio ANENG OV avapEpPETaL 6TV
EMONUAVOT TOL KOVTIOV KoL TG LaAng petd tnv AHEH. H nuepounvia Aqéng eivon n tedevtaio
NUEPO TOL UIVA TOL OVALPEPETOL EKEL

DvAdooete GTNV APYIKN CLOKEVAGIO Y10l VO TPOGTATEVETOL OO TNV VYPAGIA.
Awnpeite T ELIAN EPUNTIKA KAELOTY.
Metd 10 Gvorypo TG PLAANG, TO PAPLOKO TPETEL Vo amopplpBel petd amd 7 efdouddec.

Mnv metdte appoKa 6To vepd TG amoyETELONG 1 6Td GKOVTIdL. Potnote Tov gapuakomold cag yia
TO TG VO, TETAEETE TO PAPLLOKO TOV OEV YPNCOTOLEiTE T AvTd To pétpa o fonbfcovy oty
TpooTocio Tov TEPPEALovTOoG.

6. Iepreydpeva TS 6VOKELAGIOG KL LOUTEG TANPOPOPiEg

T mepréyer To Stivarga

- H dpactikn ovcia givarl ) peyopapevipmn. Kabe emkodivppévo pe Aemtd vpuévio diokio mepiéyet
40 mg peyopapevipmnge.

- Ta diha cuotaTikd glvat: KUTTOPIVI LIKPOKPUGTOAAIKT), KOPUEALOL vaTplovyog
SLOGTAVPOVUEVT], OTEATIKO Hayviolo, Tofidovn (K-25) kot mupttio koALoedng avodpn, 0&eidio
Tov o pov kokkvo (E172), o&eidio tov aidmpov kitpivo (E172), AexiBivn (mapayoduevn amd
o6y10), macrogol 3350, ToAvBvorikny ahkoOAN (LEPIKMOG VEPOAVUEVN), TAAK Kot SI0EEISI0 TOV
titoviov (E171) (BA. emiong v Topdypapo ‘EnNUaVTIKEG TANPOPOPIEC GYETIKA LE OPIoUEVA
ovotatikd tov Stivarga ’).

Epg@avion tov Stivarga ko mgpreydpeva Tg suokevooiog
Ta diokio Stivarga 40 mg gival avotktod pol ¥pdOIOTOS Kol MOEWB0VG GYNUOTOC, TTOV PEPOVY TNV
emonpavon “BAYER” ot pia mhevpd kot 1o “40” otnv dAdn TAgvpd.

Kdabe pain mepiéyet 28 emcorvppévo pe Aemtd vuévio diokia.
Ta dwokio Stivarga 40 mg eivon dwefecipo 68 GLOKELOCIES TOV TEPEXOLY P PLOAN 1) TPELS PLAAEC.
Mmopei va unv Kokho@opohv OAEG Ol GLOKEVAGIEG.

Awnpeite 10 Enpavtikd péco péca otn eLain. To Enpavtikd puéco gival £va VAKO Tov amoppoPd TV
VYpoacio T0 0Toi0 TEPLEYETUL GE VOl UIKPO dOYELD Y1 VO TPOGTOTEVEL TO. S10KI0 Ad TNV VYPOGiaL.

Karoyog Adsrag Kvkhogopiag
Bayer AG

51368 Leverkusen

Teppavia

IHopoaockevaotig
Bayer AG
Kaiser-Wilhelm-Allee
51368 Leverkusen
eppavia
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Mo omoladnmote TANPOPOPio. GYETIKG, LLE TO TAPOV PAPUAKEVTIKO TPOTOV, Tapakaieice va
amgvBovvleite otov TomIKO OvTITPOc®wTO Tov Katdyov tng Adstog Kvuihopopiog:

Belgié / Belgique / Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
bbarapus

Baitiep bearapus EOO/]
Ten. +359 (0)2-424 72 80
Ceska republika

Bayer s.r.o.

Tel: +420 266 101 111
Danmark

Bayer A/S

TIf: +45-45 23 50 00
Deutschland

Bayer Vital GmbH

Tel: +49-(0)214-30 513 48
Eesti

Bayer OU

Tel: +372 655 85 65
EALGoo

Bayer EAAdg ABEE
TnA:+30 210618 75 00
Espafia

Bayer Hispania S.L.

Tel: +34-93-495 65 00
France

Bayer HealthCare

Tél: +33-(0)800 87 54 54
Hrvatska

Bayer d.o.0.

Tel: + 385-(0)1-6599 900
Ireland

Bayer Limited

Tel: +353 1 216 3300
island

Icepharma hf.

Simi: +354 540 80 00
Italia

Bayer S.p.A.

Tel: +39-02-397 81
Kvbmpog

NOVAGEM Limited
Tn\: +357 22 48 38 58
Latvija

SIA Bayer

Tel: +371 67 84 55 63

Lietuva

UAB Bayer

Tel. +370 5 23 36 868
Luxembourg / Luxemburg
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Magyarorszag

Bayer Hungaria Kft.

Tel.: +36-14 87-41 00
Malta

Alfred Gera and Sons Ltd.
Tel: +356-21 44 62 05
Nederland

Bayer B.V.

Tel: +31-(0)23 799 1000
Norge

Bayer AS

TIf. +47 23 1305 00
Osterreich

Bayer Austria Ges. m. b. H.
Tel: +43-(0)1-711 46-0
Polska

Bayer Sp. z 0.0.

Tel.: +48-22-572 35 00
Portugal

Bayer Portugal Lda.

Tel: +351-21-416 42 00
Roménia

SC Bayer SRL

Tel: +40 21 529 59 00
Slovenija

Bayer d. 0. 0.

Tel.: +386-(0)1-58 14 400
Slovenska republika
Bayer, spol. sr.o.

Tel: +421 25921 31 11
Suomi/Finland

Bayer Oy

Puh/Tel: +358-20 785 21
Sverige

Bayer AB

Tel: +46-(0)8-580 223 00



To wapdév @UAAO 00N YOV Yp1ioNS avaOe®P1)ONKE Y10 TEAELTOIO POPE GTIS

Addeg TNYEG TANPOPOPLOV
Agntopepeic mAnpoeopies yia to pappako avtd etvar drabéoipeg otov diktvakd T6mo Tov Evpmraiko
Opyavicpov Papudkmv (EMA): http://www.ema.europa.eu
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