IEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITPOIONTOX
1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Sutent 12,5 mg xoydxio, ckAnpa
Sutent 25 mg koydxie GKANPA
Sutent 37,5 mg koydxio GKANPA
Sutent 50 mg kayakio GKANPA

2. IHOIOTIKH KAI ITOXOTIKH XYNOEXH

12,5 mg KonydKio oKANpa
Kd&0e xoyduicro mepiéyet sunitinib malate, mov 1ocodvvaypet pe 12,5 mg covvitvipmng.

25 mg Koy aKio, okANpG
Kd&0e xoydiio mepiéyet sunitinib malate, mov 1codvvapet pe 25 mg covvitvipmng.

37.5 mg Koy dKio oKANPG
Kd&0e xoyduico mepiéyet sunitinib malate, mov 1odvvopet pe 37,5 mg covvitvipmng.

50 mg koydxio, okAnpd
Kd&0e xoydixio mepiéyet sunitinib malate, mov 1codvvapet pe 50 mg covvitvipmng.

IMa tov TAnpn KaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Kowydxio oxinpo.

Sutent 12,5 mg kawydkio cxANPa

Koo (elativig pe moptoka KEALLO KOl TOPTOKAAL KUPLO HEPOG, TO OTTOI0 PEPOVY TUTMUEVES
pe Aguko peddvi Ty évoeiln «Pfizer» oto kdhvppa, v évdelén «STN 12.5 mg» 610 K0P HEPOG TOL
KOoKiov Kol TEPIEXOVY KOKKI0 KITPIVoL £mG TOPTOKUAL YPDUOTOG.

Sutent 25 mg Kowdkio okANpd

Kowyduro {elotivng pe KaoTovokiTptvo KAALUUA Kol TOPTOKAA KOPLo PEPOG, T OTTOI0 PEPOVY
TUTOUEVEG e AeVKO peddvi v évoelén «Pfizer» oto kdAvupa, tnv évoeitn «STN 25 mg» 610 KdpLo
LEPOG TOV KOWOKIOV KOl TEPLEYOVY KOKKIO KITPIVOL £10C TOPTOKOAL YPMUATOC.

Sutent 37,5 mg kawydxio ckANPa

Kowydxio Celativng pe kitptvo kGALUUO Kol KITPvo KOPLO UEPOG, TO OO0 PEPOVY TUTMUEVES LLE
povpo perave v évoelén «Pfizer» oto kdAvppa, tnv £voeitn «STN 37.5 mg» 610 KOp1Lo HEPOG TOV
KOWoKiov Kol TEPIEXOVY KOKKIO KITPIVOU MG TOPTOKUAL YPDOUOTOC.

Sutent 50 mg Kowdkio oKANPAY

Koo {elotivig pe kaoTovokiTptvo KAADULO KOl KOGTOVOKITPIVO KOPLO EPOGC, TO OO0 PEPOLV
TUTOUEVEG e AeVKO pehdvi v évoelén «Pfizer» ato kdAvppa, tnv £voeitn «STN 50 mg» 610 KOpLo
LEPOG TOV KOWOKIOV KOl TEPLEYOVY KOKKIO KITPIVOL £ TOPTOKOAL YPMUATOC.




4. KAINIKEYX TAHPO®OPIEX
4.1 OgpomevTiKég £vositelg

2Tpouatikoi 6ykot Tov yaotpeviepucol (GIST)

To Sutent gvdeikvotat yo T Bepameio TV aveyyelpnT®V Koy HETACTATIKOV KOKONO®V CTPOUATIKOV
oykav Tov yaotpeviepkov (GIST) evnhikwv, petd amd anotuyia tng Oepomeiag pe watvipmm Aoy
avOEKTIKOTNTOG 1) U1 AVOYNG.

Metaotatikd veppokvutropikd Kapkivope (MRCC)
To Sutent evoeikvotal yio T Oepameio TOV TPOYWPNUEVOV/UETAGTATIKOD VEQPPOKLTTOPIKOD
kapkwvopatog (MRCC) evniikov.

Hoykpeatucoi vevpoevdokpivikoi 6yikot (pNET)
To Sutent evdeikvutan yio T Oepameio TV aveyyelpnT®V 1] LETACTATIK®OV, KOAY S10(POPOTOINUEVEV
TAYKPEATIKOV VEVPOEVOOKPIVIKAOV YKoV (PNET) pe tpdodo tng vocov og eviiMkeg.

4.2  Aocoloyio kou TPOTOS YOPNYNONS

H évap&n g Oepameiag pe Sutent Oo mpémet va yiveTon amd 10Tpo e EUmELpia. 6T YopRyNon
OVTIKOPKIVIKOV TOPOYOVIMV.

Aocoloyia
INa toug GIST xor to MRCC, 1 cuvictdpevn 6601 tov Sutent givar 50 mg Aapfovoueve amd

OTOUATOGULN POPA TNV NUEPA Y10 4 cuveXOUEVES EfOOAdES, akorovBobueveS amd 2 eBdopdoeg
drakomng tng Bepameiog (Zynua 4/2) yuo T COUTANP®ON EVOC TANPOLS KUKAOL 6 ERSOUAOMV.

I'a toug pNET, 1 cuvictdpevn 66om tov Sutent givar 37,5 mg AapPavoueva omd otOUTOC pio popd.
™V NUEPA Y®PIC TPOYPAUUATIGUEVT TTEPIOOO SLOKOTNG.

Ipogapuoyéc tne 6éanc

Aopdlelo kol aveKTIKOTHTO.

INa toug GIST xot to MRCC, pmopel va yivel tpomomoinon g 66ong ava 12,5 mg ) gopd, oviioya
LE TNV ao@AAELD Kot oveKTKOTNTO ToL KABe acBevi). H nuepnota d6om dev Ba mpénet va vepPaivel
T 75 mg o0TE KOl Vo LELOVETAL G€ AyOTEPO Otd 25 mg.

INa toug pNET, umopei va yivel tpomomoinon g d6omng ava 12,5 mg m gopd, avaloya pe tnv
e€atopkevpévn acedieto Kot avektikotnta. H péyiot yopnyoovuevn 66on ot pelétn @dong 3 ot
pNET ftav 50 mg nuepnocing.

Evdéyeton vo amaitovvot dtokoméc g 60ong pe Pdon v e£0TOUIKELUEVT] ACOAAELD KO
OVEKTIKOTTTO.

Avooroleig/eroywyeic oo CYP3A4

Oo TPEMEL VO ATOPEVYETOL 1] GLYYOPTNYNOT TNS GOVVITIVIUTNG LE 1oYVPOoVG enaymyeig tov CYP3A4,
omwe N proaumikivny (BA. Tapaypdeovg 4.4 kot 4.5). Av avtd dev givorl duvotd, 1 6061 TG
COVVITVIUTING Umopel va xpelaotel vo avénbdel, tpocBétovtag 12,5 mg ) opd (€og 87,5 mg
nuepnoing ywo tovg GIST ka1 to MRCC 1 62,5 mg nuepnoing yio toug pNET), Bdost mpocektikig
TOPOKOAOVONONG TNG AVEKTIKOTNTOG,

Oa TPENEL VO, ATOPEVYETOL 1] GLYXOPTYNOT] TG COVVITIVIUTING LE 1oYVPp0ovs avactoAeig tov CYP3A4,
Omws N kKetokovaLoAn (PA. Tapaypdeovg 4.4 kot 4.5). Av avtd dev givar dvvato, 1 d6on ™G
coVVITVIUTNG Hopel vo ypelactel vo peimbei og 37,5 mg kat’ eldyioto nuepnoing yro tovg GIST kot
10 MRCC 1 25 mg nuepnoing yio toug pNET, Bdcel TpocekTiknig TopakoAovdnong g
OVEKTIKOTNTOG.



Oa mpénel v EETACTEL TO EVOEXOUEVO EMAOYNG EVOG EVOAAIKTIKOD GUYXOPTYOVUEVOD QUPUOKEVLTIKOD
TPO1oVTOG pe kaBOAo 1 ELGIOTN SLVATOTNTA EMAYOYNG 1| ovacTtoAng Tov CYP3 A4,

Eidkoi mlnBvouoi

THoudratpirog ninBoouog
H acpdieio kot 1 amoterecpotikdtnto Tov Sutent o€ acOeveic nhikiog kdto tv 18 g1dVv dev Exovv
TekunpLwoet.

To mopovto Stabéciio dedopuéva TEPLYPAPOVTOL OTIC Tapaypdpovg 4.8, 5.1 kot 5.2, aAAd dev umopel
va yivel G0GTOOT] Ylo. T 00GOA0Yia.

Himiouévor

[epimov to0 éva Tpito TV 060evOV 08 KAWVIKEC LEAETEG TOL A0V GOVVITIVIUTN HTOY NALKIOG
65 etdv 1 Ave. Aev TapoTnpNONKAY SNUAVTIKES SL0POPES MG TTPOG TNV OCPAAELN 1 TNV
OTOTELECUATIKOTN T LETAED acfevdv KpOTEPNG Kot PHEYOADTEPTG NALKIOG.

Hrozixn dvaleirovpyio

Ag cvvioTdtol Kopio Tposapproy”n tng 006omg Evapéng, 0TV 1] GOLVITIVIUTT yopnyeitan o€ acbeveig pe
Nmia 1 pétpro (Child-Pugh komyopia A kot B) nratiky dveiertovpyia. H covvitviumn dev €xet
ueietnOei o dtopa pe coPapn (Child-Pugh katnyopia C) nratikn dveAettovpyio Kol GUVERDS OEV
umopel va cvotnfel 1 xpnon tov o€ acbeveig pe coPfapn nratikn dSvciettovpyia (BA. mapdypapo 5.2).

Negpixn dvoiertovpyio

Agv amotteiton Kopio Tpooappoyn g d0omg Evopéne, Katd T YopnyNnon TG COVVITIVIUTNG GE
acBeveic pe veppkn duciettovpyio (Mmia-cofapn) N pe veppondOeia telkov otadiov (end-stage
renal disease, ESRD) og apodoiion. Endueveg mpocapuoyéc g 66omng 0o mpénet va facilovtol otnv
eEatopkevpévn acedAeio Kot avektikotnta (PA. mopdypoapo 5.2).

Tpoémog yoprynong
To Sutent poopiletar yia amd oTOLOTOC YopNRYNoN. Mmopel va Aapfdvetat pe 1 yopic Tpoen.

Av mapareipbel o doom, dev Ba mpémel va yopnynbel emmAéov doon otov achevn. O acbevrg Oa
nwpénel va, AdPetl tn ovvnn cuvtayoypaendeica d66N TNV rOUEV NUEPO.

4.3 Avrtevositeg

YrepevaicOnoio 6tn dpacTikn ovcia 1| 6 KATOo10 amd Ta £KO0Y0 TOV AVOPEPOVTUL GTNV TOPAYPUPO
6.1.

4.4 E0kéc TPOEIOOTOUOELS KOl TPOPVAAEELS KATA TN (PO

H ovyyopnynon pe woyvpovg enaywyeig tov CYP3A4 Oa mpénet va amopevdyetot yati uropel va
LEUDGEL T GLYKEVTPMOGT TNG GOLVITWVIUMNG 6T0 TAdGua (BA. Tapaypdeovg 4.2 kai 4.5).

H ovyyopnynon pe woyvpoig avactoreic tov CYP3A4 Oa mpénel va amopevyeton yati umopel va
aLENGEL TN GLYKEVTPMGT TNEG GOVVITIVIUANG 6T0 TAdoua (PA. mapaypdeovg 4.2 ko 4.5).

Awtapary€c Tov SEPLLOTOC KOl TOV 16TOV

Ot acbeveic Oo Tpémet vo evnuep@vovtatl 0Tl Katd T d1dpKela TG Bepoameiog pe covviTvipan givat
OV vo TpokANOel amoypOUATICUOS TOV TPLIYOV 1 TOL dEPUOTOC. AAheC TOAVEG dEpUATOAOYIKES
draTapayég pmopel va mepthapfavoovv Enpotnta, mhyvvon 1 GKAGIHO TOV SEPUATOC, PAVKTUIVEG M
e€avono oTic TOAGUES TOV XEPLOV KOl TO, TEALATO TOV TOSUDV.

Ot topoamdve avemBOunTeg avtdpaoelc dev fray abpoloTiKES, Tay GUVHDWOC AVAGTPEYILES KOl GE
YEVIKEC YPOUUEG OeV 0dnyNnoav og dtokon TG Bepamneiog. [lepmTmdoeic yayypavddovs TuodEpUATOG,
YEVIKA avaoTPEYIUES, £x0VV avapepbel petd and dtakom ¢ covvitvipang. Exovv avapepOel



coPapéc depUOTIKEG OVTIOPACELS, CUUTEPIAAUPOVOUEVOV TEPUTTOCEMY TOADUOPPOL EPLONATOG
(erythema multiforme, EM), tepittdoemv mov vrodeikvoovy civdpopo Stevens-Johnson (SJS) ko
to&ikn emdepuikn vekporvon (toxic epidermal necrolysis, TEN), opiouévec amod tic omoieg rav
Oovatneopec. Av gpepoaviotovv onueio 1 copmtopata SIS, TEN 1 EM (m.y., eéeMoodpevo deppotikd
e€avinuo ovyvd pe pAvktaves 1| PAGPeg Tov PAevvoydvov), | Bepameia pe covvitviumn Ba mpémet va
dwakomel. Edv 1 61dyvoon tov SIS 1 g TEN emBefoiwbei, n Oepancio dev Ba npémel va Egxvioet ek
VEOL. L€ OPIOUEVEG TIEPTMGEIC VITOTToV EM, o1 ac0evei eiyov avoyn 6Ty enoveicaymyn g
Oepameiog Pe COLVITIVIUTTN GE XOUNAOTEPN dOCT| LETA TV OMOKATACTAOT] TG OVTIOpACNG LePLKOl 0md
aVTOVG TOLG 0oBevelg EAaPav emiong TavTdYpovN Bepaneia e KOPTIKOGTEPOELDN 1| AVTUSTAUIVIKA (BA.
mopdypaeo 4.8).

Awoppayio Ko aipoppayio Tov 6yKov

Aoppayikd ene1c601a, 10 0moio, avapEPONKOY 68 KAWVIKEC LEAETEG UE TN COVVITIVIUTN Ko KOTd Tn
dpkeln TG TapakoloHONGNC LETA TNV KLKAOQOPID, TOV TTPOIOVTOG GTNV ayopd, TEPLEAdUPovay
apoppayieg amd T0 YOOTPEVIEPIKO GOUOTILA, TOVG TVEVUOVEG, TO OVPOTOTIKO GUGTNLA, KAOMOG Kot
OTtO TOV EYKEQOAO, LEPIKEG EK TV OmOimV NTav Bavatneopes (BA. mapdypapo 4.8).

H a&ohdynon povtivag tov aipoppoyik®v encicodiov Oa npénel va tepthopfavel mAnpm
OLLOTOAOYIKO EAEYYO Kol KAVIKY| eE€Taom.

H eniotaén tav n cuvnBéotepn arpoppayikn avemdvuntn avriopaon, kabdg avapépnke tepitov
07O UGV TOV acHeVDV [1E GUUTAYEIG GYKOVG TTOV EKONAMGCOY ULLOPPAYIKA ETEGOdIN. Oplopéva amod
Ta TEPIOTATIKG emioTOENG Tay GoPapd, aALG TOAD omdvia Bavatnedpa.

"Exovv avaeepbel mepiotatikd apoppayiog 6yKov, To 0Toio GE OPIGUEVEG TEPITTMGELS GCUCYETICTIKAY
LE VEKPMOOT) TOV OYKOL. Mepid amd ovTd To OoppaytKd eneicodia nTav Bavatneodpa.

Awoppayio dykov pmopet vo, tpokAnOel Eapvikd Kol 6TV TEPITTOOT TOV TVELLOVIK®DY OYK®V, UTOPE]
va ekdnAwbel og cofapn kot ametAntikn Yo tn (o1 apodTTLCN N TVEVHOVIKN alpoppayic. Exouv
mopotnPN0El TEPIMTOCEL TVEVUOVIKNG CLLOPPAYING GE KAMVIKEG LEAETEC, OPICUEVEC EK TMV OTOI®V UE
Bovatneopa EkPacn Kot Exovv avagepbel amd TV eumepio LETA TNV KVKAOPOPIN TOL PAPUAKOV GE
acBeveic mov EéhaPav Bepamneia pe covvitvipmn yio MRCC, GIST kot kapkivo Tov Tvevpova. To
Sutent dev €xet eykpiBei yia ypron o€ acbeveig pe Kapkivo Tov mvedova.

O1 acbeveig mov Aappdvovv cuyyopnyovpevn avtimnktiky Oepaneia (1.y., Bapeapivn,
0GEVOKOLULOPOAT) UTOPEL VO DTOPAALOVTOL GE TEPLOJIKT| TAPAKOAOVONGT LECH TANPOVG
OLLOTOAOYIKOV EAEYYOL (atpomeTdAta), mopayoviav Téng (PT/INR) kot kKAwvikng e€étaong.

Al0Topay£C TOL YOGTPEVTEPLKOV

Algppota, vauTio/EUeTog, KoMK GAYog, SLOTEYIN, KOl GTOUOTITION/CTOUATIKO AAYOC )TOV OL TTL0
GLYVA AVOPEPOUEVES OVETLOVUNTEG EVEPYEIEG TOV YOOTPEVTIEPIKOD. AvapépOnkay eniong enelcool
owsopayitdag (PA. mapdypapo 4.8).

H vrootmpiktikn opovtida yo TIC yaoTpevtepikéc avembounteg evépyeieg, mov ypnlovv Bepameiog,
UTopel va TEPIAALPAVEL TN YOPNYNON POPLUKEVTIKOV TPOIOVIMV HE AVTIEPETIKES, AVTIOWPPOTKEG 1|
avTlo&IveG 1O10TNTEC.

YoPapéc, opiopéveg opég BavaTnPOPES, YOUOTPEVTEPIKES EMTAOKEC, CUUTEPIAOUPBAVOUEVIC TNG
SLITPMONG TOV YUOTPEVTIEPIKOV CMANVA, avapépOnkav oe aobeveic e evookotMoKE Kako0gleg Tov
Ehafoav covviTviumn.

Ynéptoon

"Exer avapepbei vnéptaomn cvoyeTi{OUeVN LE TN COVVITIVIUTY, cLUTEPTAAUPOVOIEVIG TNG GOPAPNS
vréptaong (> 200 mmHg cvotodkn 1 110 mmHg dastohkn). Ot acOeveic Oa mpénet va e&etalovton
Yo VTEPTOOT KOl VO YiveTal Tpootadeia EAEYYOV VTG, Onm¢ eival KatdAAnio og Kabe TepinTmon,.
ZUVIGTATOL ] TPOCOPIVI] SLOKOTY] TG XOPNYNOTS TOL PupaKov o€ acbeveig e coPfapn vaéptacmn, n



omoia dev eAEyyeTal LEC® 1TPIKNG avTipetdnions. H Bepaneio umopel va Eavapyioet poOALG KotaoTel
KOVOTTOMTIKOG 0 EAeyy0g TG véptaong (PA. mapdypapo 4.8).

Aylatoloyikéc dotapayé

"Exer avapepbei oxetilopevn pe  couvitviumn peimon otov amdAvTo aptBpd ovdetepopilmv, Kobmg
Kot peiwon otov apBpd tovoiponetaiiov (BA. mapdypapo 4.8). Ta mapamdve copfdavta dev nrTav
afpo1oTikd, cuVNOME NTOV AVOCTPEYILLO. KOl GE YEVIKEG YPOUUES OeV 001 YNCOV GE SLUKOTN TNG
Oepaneioc. Kavéva amd avtd ta copfavia otig peléteg aong 3 dev Nrav Bovatneopo, ahid orndvia
OLOTOAOYIKA GLUPavTa, Ta omoia giyav mg amotédesua To Odvato, cuumepAapfovouévng e
oyetilopevnc e Opoufokvtonevia apoppoyiog Kot TmV 0VOETEPOTEVIKOV AOIUMEE®Y, avapépOnKay
Ao TNV TepaKoAoVON oM LETE TV KLKAOPOpPIia TOV TPOiIdVTOG GTNV ayopd.

"Eyer mapotnpnei avaipio kotd v mpdyun kot katd Ty oyun edon e Oepaneiog e covvitvipm.

2y apyn kdOe khxhov Bepameiog, or acbeveic mov vroPaiiovtar o€ Oepameia e covvitvipmn, Oa
TPEMEL VO VTTOPAAAOVTOL GE TANPT ULUATOAOYIKO EAeyy0 (BA. mapdypapo 4.8).

Kapduxég datapayés

Kopdiayyelokd enelocodia, Kamowo ek TV omoimv ftav Bavatneodpa, £xovv avapepbei o acbeveic mov
éafov Oepomeio e covvITVIUTY, CUUTEPIAAUPOVOUEVIC TNE KOPIIOKNG OVETAPKELNS, TNG
Kapdopvomddelag, g peimong tov KAaouatog e£mOnong aplotepng KoAioG Yo unAotepa oo 1o
KOTMTATO PUGLOAOYIKO OP10, TNG LLOKAPIITIONG, TNG IGYALUING TOV HVOKAPSIoL Kot TOL ELPPAYUATOG
TOV pVokapdiov. Avtd ta dedoUEVH VTOSEIKVOOVY OTL 1] GOVVITIVIUTY avEdvel ToV Kivouvo
Kapdopvomddelag. Agv Exovv eviomioTel GLYKEKPIUEVOL EmTPOGHETOL TOPAyOVTEG KIVODVODL Yo TNV
TPOKOAOVUEVT OO TN COVVITIVIUTN Kapdtopvondfela, EKTOG TNG EMXLOPAOTG OO TO PAPLOKO, YI0 TOVG
vro Bepameio acbeveig. Na yivetan TPOoEKTIKN PO TNG COLVITVIUTNG o€ acbeveic mov dlatpéyovv
KIvouvo 1] £(0VV 16TOPIKO EKONAMOTG AVTMOV TOV ETEGOdI®V (PA. Tapdypapo 4.8).

Ot acBeveig mov glyav kKapdokd enelcddia og diotnua 12 pnvav Tpv and ) yopnynon
COVVITIVIUTING, OTTMG Y10 TOPASELY O EPLPPAYILO TOV LVOKAPSTOV (GupmEpAapPavouévng g
cofapnc/actadong otnOdyyNG), AOPTOSTEPAVINLN TOPAKAUYT/TUPAKOUYT] TEPLPEPIKDY OPTNPIDOV UE
LOGYEV LA, CUUTTMOUOTIKT CLUEOPNTIKY KopdlakT averdpkela (congestive heart failure, CHF),
OYYEWKO EYKEPOAIKO ETEIGOO10 1) TAPOIIKO IGYUUKO ETEIGOSIO 1| TVELUOVIKT EUPOAT,
ATOKAEIGTIKOY 0O OAEG TIC KAWVIKEC UEAETEG TNG covVITVIUTNG. AgV gival Yot gdv ot acleveic pe
OVTEG TIG CLVVTIAPYOLGES GLVOTKEG PUopel va elvat 6g VYNAGTEPO Kivovvo Vo avarTdEouy
duoAettovpyio aploTePNG KOIALOG, GYETILOUEVT] LLE TI) GCOVVITIVIUTT).

SVVIeTATOL 6TOVG 10iTPoVE Vo atafuilovy Tov Kivouvo EvavTl TV SUVNTIKMOY 0PEADY TNG
covvitvipnng. Ot acBeveic Oa Tpémetl va TapakoAovBohvtal EMGTAUEVA Y10 KAMVIKG oMUElD Kot
ocvpntopota CHF, yia 6co didotnua Aapfdvovy covvitivipmn, wiaitepa ot acbeveig mov eppavifovv
TOPAYOVTEG KIVOUVOU KapOLOKTG VOGOV KO/T €YoV 16TOPIKO otepaviaiag vocov. Eniong, Oo mpémel va
e€etaletan to evoeyoduevo mpocsdiopiopov Tov LVEF katd v évapén tng Bepomeiog Kot og TakTtd
dloTNHATO, Yo 660 dtdotnio o acBevig Aappdvel covvitvipnr. Ocov apopd Tovg 0obeveig mov dev
TOPOVGIALOVV TAPAYOVTEC KIVODUVOL KAPSIOKNE VOGO, Ba tpémel va e€etdletal To EvOeOUEVO
TPOGOLOPICUOV TOV KAAGHATOG eEmONong katd v évapén g Bepaneiog.

Av Topovciactovy Khvikég ekdnimocelg CHF, cuvietdtot n diakonr g covvitvipmne. H yopriynon
™G covvitviumng 0o Tpémel va dlokomTeTO KOvn 1 OGN Vo, LEIDVETOL 6E 0.00eVEIC ymPIG KAVIKEG
evoeigeig CHF, aAld pe khdopa eEdBnong <50% kot > 20% younAotepa amd o, avTicTO(o KOt TV
évapén Oepameiog.

Hapdraon tov Stuotuatoc QT

[Mopdtaon Tov dwwotnpatog QT kot kothakr Tayvkapdia diknv putdiov (Torsade de pointes), Exovv
nmopotnpndel oe acbeveig mov extédnkay ot covvitviumm. H mopdtacn tov dwaotiuatog QT umopei
VoL 00N YNGEL 6€ AVENIEVO KiVOUVo KotAok®V appubuicy, copmepthappavouévne tg Torsade de
pointes..




H covvitvipnn Ba pémet va yopmyeitar pe tpocoyn o acheveis pe yvwotd 10toptkd Tapdtacng Tov
dwotnpatog QT, acBeveic mov Aapfdvovy avti-appuOpukd EApUaKo 1 POPUAKEVTIKA TPOIOVTO TOV
umopel va mapateivovy to dtdotnua QT 1 acbeveic pe oyetikn TpodTAPYoVGH KOPdlaK VOCO,
Bpadvkapdio 1 nAektpolvtikég dratapayéc. H tavtdypovn xopynom GOOVITIVIUANG LE 1oYVPOVG
avaotoAeig tov CYP3A4 Oa mpénet va mepropiletar, Adym g mhovng ad&nong Tmv GUYKEVIPOCE®MY
™G covvitvipmng oto mAdopa (BA. Tapaypdpovg 4.2, 4.5 ka1 4.8).

DLrefrcd BpouPosuforika enerodoio

DArePuct OpopPoeuporikd eneicodia, oyeTilopueva pe ) Oepameia, avapépbnkav oe acheveig mov
Eafov covvitviumm, coumepiiapfovouévav g v o Badst piefixng Opoupwong Kot g
TVELUOVIKNG EUPOANS (BA. Tapdypago 4.8). [lepiototikd mvevovikng eUPoAng, te Bavarnedpa
éxPaon, &xovv avaeepbel kaTd TNV TopaKoAoVONON LETE TNV KLKAOPOPIO TOVL TPOIOVTOG GTNV ayopd.

Aptnproxd Bpopfogpforid emelc6dia

[epumtdoeig aptnprokomv BpopPoepforikmv eneicodiov (arterial thromboembolic events, ATE), Ta
omol0 6€ KATOEG TEPMTMOCELG ELYOV O OMOTEAES A TO BdvaTo, £xovv avapepbel oe aceveig o
Oepaneio pe covvitvipnn. Ta wo cuyva enelcddia mepteldufovay ayyelokd YKEQOAKO IGO0,
TOPOSIKO IOYOUIKO EMEIGOI0 Kol EYKEQOAKO EUPpakTo. Ot Tapdyovieg Kivdhvov, oYeTILOUEVOL LE
ATE, emumpdobeta pe tnv vokeipevn kokondn voco kot nikia =65 eTmv, TepteAdufovay vréptaom,
caKyop®mOn SlapnTn Kot Tponyovuevn Opoufoeuforikn voco.

Avevpvopoto Kot aptnplakoi dStaympiopoiH ypion avactoréwv VEGF cg acbeveig pe 1 ympic
VIEPTACT] UTOPEL VO, EDVONGEL TOV GYNUATIGUO OVEPVGUATOV KOUT 0pTNPLOKOV dloympioumy. O
Kivouvog avtdc Oo Tpémel va AapuPaveTal TPOGEKTIKA VoYY, TPy TV Evapén g AqyncTov Sutent oe
acBeveic pe mapdyovteg KvdOVou OTMG VTEPTAGCT) 1 IGTOPIKO OVEVPVUGUOTOG,.

OpouPfwtikn wkpoayyelonddeio (thrombotic microangiopathy, TMA)

Oa wpénel vo, eEeTaoTEl TO EvOEXOUEVO ddyvmong TMA, coumepthapfavouévng g OpouPmtiknig
Opopporevikng mopeHpag (thrombotic thrombocytopaenic purpura, TTP) kot tov ovpaipticod
apoAvTiKov cuvdpdouov (haemolytic uraemic syndrome, HUS), 0dnydvtog pueptkéc popéc o€ veppikn
avendpkelo 1 o€ Oavarneopa EkPact, EpOcov TopatnpnOel EUPAVIOT] GUOAVTIKAG avoLpiog,
Opoppomneviag, KOTWMONG, SIOKVIAVOE®MY VEDPOAOYIKTG EKONAMGONG, VEPPIKNG SOVGAEITOLPYING KOl
nmupetov. H Bepaneia pe covvitvipnn Ba mpémetl va dakontetal o€ acbeveic mov gppoavitoov TMA ko
amorteiton n aueon yopnynon Bepomeioc. ‘Exel mapatnpndel avactpoen tov emdpdoemv g TMA
petd ) dwokont| g Oepamneiog (BA. Tapdypao 4.8).

Oupeoeidikn dvoertovpyio

Kotd v évapén g Oepaneiog, cuvictdtol epyactnplokn pétpnon g Bupeoetdikng Asttovpyiag o€
O6Aovg Tovg acbevelg. Ot acBeveig pe Tpovmapyovta vobvpeoediopod N vaepbupeocidiopd Oa Tpémnet
Vo VTILETORILOVTOL COUPOVA LLE TN GLVHON WITPIKN TPAKTIKY, TPV TV Evapén g Oepameiog pe
covvitwviunn. Katd tn didpketo tng Oepomeiog pe covvitvipnn, 0o mpénet va die€dyetor EAeyyog
povutivag g Bupeogidikng Aettovpyiog kabe 3 pnveg. Emiong, ol acBeveic Oa npémet va
TapoKolovBovvtal 6TEVA Yo onuein Kot COUTTOHOTO BUPEOEIDIKNG SuTAEITOVPYING KATA TN d1GpKELN
¢ Bepoameiog Kot o1 0o0eveic TOV TOPOLGLALOVY OTTOONTOTE GNUELN KO/ GUUTTMLOTA
Bupeocidikng Suoiertovpyiag, Oa Tpémel va vIofdrlovial oe EpyacTnPlakd EAEYYO TNG BUPEOEdKNG
Aertovpyiag, Onmg evdeikvutal kKAvikd. AcBeveic mov mapovsialovy Bupeoeidikn dvcieitovpyia o
TPETEL VO, AVTILETOTILOVTOL GOUPOVE, [LE TN GLVNON 10TPIKT] TPOKTIKY.

"Exel mapatnpnBei vmobupeoctdiopnodg apytkd, aAld Kot apyoTepa, Kot T dudpkela Bepaneiog pe
covvitviunn (PA. mapdypoeo 4.8).

Hoykpeatitida

Hopatnpndnie avénon ot dpactnPloTNTa TG AMTACTS Kol TNG AUVAGCNG TOV 0pov, o€ 0oOEVElg e
dpopovg cuumayeic 0ykovg wov Erapav covvitvipan. Ot avENcelg 6T SPAcTNPLOTNTO TN TGOS
NTAV TOPOIIKEG KL OE YEVIKEG YPOUUES € GLVOSELOVTIOV OO GNUELN 1) CUUTTOUATO, TOYKPEATITIONG,
o€ aoBeveig pe drdpopovg cupmayeis dykovg (BA. mapdypapo 4.8).



"Exovv avapepbel Tepimtdoeilg coPapdv enelcodimv Taykpeatitidog, HEPIKES amd TI OTOIEG ElyoV
Bovatneopa ékPaon. e mepinT®on TOL TaPATNPNOOHY CLUTTOUNTA TAYKPEATITIONG, 01 achevelg Oa
TPENEL VO, O10kOYOoLV TN Bepoameio pe couVITIVIUTN Kot Vo, AGBoVV KATAAANAT DTOGTNPIKTIKY QPOVTIda.

Hrototofwdra

"Exel mapatnpnbei nrorotoucotnta oe acbeveic og Oepaneia pe covvitvipmn. [lepurtdoeig nroatikng
QVETAPKELOG, LEPIKEC EK TMOV OTOIMV iV ¢ omoTédeoua to Odvarto, tapatnpnnkay oe < 1%
acfevav pe ocvopmayeic 6Oykovg, Tov Nrov o Bepoaneia pe covvitvipmn. Iapaxoiovbeite Tic
doxacieg TngNTaTKnG Asttovpylag (Tpavoapvaon tng aiavivng [ALanine Transaminase, ALT],
aoTopTIKN Tpaveauvaon [ASpartate Transaminase, AST], enineda yolepvOpivnc) mpv v évapén
¢ Bepoameiog, Kotd T dudpkeln Kabe KOKAOL Oepameiog kot OTmg eVOikvLTAL KAVIKA. L€ TEPITTOON
7oV TapaTNPNOoVV oNUElR 1] CUUTTAOUATO NTOUTIKNG AVETAPKELNG, 1 Bepaneia e covviTvipnmr Oa
TPETEL VO, O10KOTEL Kol va Tapacyedel otovg acbeveic  KUTAAANAT VTOGTNPIKTIKY PPOVTION (BA.
mopdypopo 4.8).

Neppikn Aetrtovpyia
"Exovv avapeplel mepmtdocelg veppiknig SVGAEITOVPYING, VEQPIKNG OVETGPKELNS Ka/1| 0&Eing VEQPIKNAG
OVETAPKELOG, Ol OTOIES, O€ KATOIEG TEPUTMOELS, ElY0V G amotéleopa o Bdvarto (PA. mapdypaeo 4.8).

[Mopdyovteg kKvdvvov mov oyetilovtay pe veppikn dvoietrtovpyio/ovendapkela, o acbeveic mov
Aapupavay covvitvipnn, copnepleddupavay, enmpocheto tov vrokeipevov RCC, peyokvtepn niikia,
oaKYop®OT OB T, VTOKEILEVN VEPPIKT SLVCAEITOVPYIN, KOPIIOKT OVETAPKELDL, VITEPTOCT), CNYOLLIO,
aQLOGTOG/VTOOYKALI, Kol paSovorvoT).

H acpdlelo g ovveyobs Bepaneiog pe covvitviunn oe aobeveig pe pétpa Emg cofapn
npwteivovpia, dev £yl ekTiunBel GUGTNUATIKA.

"Exovv avoapeplel mepntdoelg TpOTEIVOLPING Kol GTAVIEG TEPIMTMOGELS VEPPMGIKOD GLVOPOLLOV.
ZuvioTdtol avdAvon ovpmv Katd Ty Evapén, evd ol acBeveig Ba mpémel va mapakolovbovvtat yio
euQavion N emdeivmon g TpoTeivovpioc. Alakoyte tn Oepaneia pe covvitvipnn oe acbeveic pe
VEPP®GIKO GUVOPOLO.

2vpiyylo

Edv ekdnlwbei oynuotiopog cvptyyiov, 1 Oepaneia pe covvitvipnn 0o npénet va dtokomet.
[epropropéveg mAnpoopieg eltvat StoBEoIUES Yo TN GLVEYION TNG ¥PNONS TNG COVVITIVIUANG O
acBeveic pe ovpiyywo (BA. Tapdypagpo 4.8).

Kabvotepnuévn erodrmon Tpadpuotog
"Exovv avaeepbel mepimtdoeig kabvotepnuévng EToOAMONG TPadUATOG KATA T ddpKeto Bepameiog pe
GOLVITWVIUT).

Agv &yovv de€aybel emionpeg KAMVIKEG HEAETEG Y1 TNV EMIOPACT] TNG COVVITIVIUTNG GTNV ETOVAWMOT)
tpovpotoc. [ipoowpivn dakonn g Bepaneiog e GOLVITIVIUMTN GLVIGTATOL, Y10 AOYOVG TPOPVAAENC,
o€ acbevelg OV VIOKEWVTAL GE UEYANEG YEPOVPYIKES EMEUPACELC. Y TAPYEL TEPLOPLGUEVT] KAVIKN
gumelpio oYETIKA Le TO YPpOVOo emaveEvapEng g Bepameiog, KATOTY ONUOVTIKNG XELPOVPYIKTG
napéuPfoong. TUVETMG, 1 ATOPACT] Yo TN cLvEIoN TNG Bepaneiog Le covviTvipmn, KaToOmY
OTUOVTIKNG YEPOVPYIKNG TTopEuPacnc, Oo mpénet vo Paciletar oty KAWVIKY Kpion ¢ Tpog TV
avappmo omd T XEPOVPYIKN emEUPaoT).

Ooteovékpwon g ['vaBov (osteonecrosis of the jaw, ONJ)

[eprotatikd ONJ éxovv avapepbei og acbeveic oe Oepaneia pe Sutent. H mhetoyneia tov
TEPIOTOTIKOV avapépOnke og acBeveic mov eiyav Adfet Tponyodevn 1 TAVTOXPOVT] EVOOPAEPLA
Oepameio pe Supwopovikd, yuo To onoia 1 ekdNiworn ONJ givar Evag avayvopiopévog Kivouvog.
Yvvenmg, 0o mpémel va divetor Tpocoyn, 6tav to Sutent Kot To evOoQAEPime yopnyovueva
SPOCPOVIKG, YPTCLLOTOIOVVTOL EITE TAVTOYPOVAG EITE O1UOOYIKA.




Enreppaticéc odovtiatpikég mopepfaceig avayvopilovial eniong wg mapdyoviag kivdvvov. Ilpwv
Oepaneio pe Sutent, Oa Tpémet va Aapfdvetal vroyn N TOavOTNTA SEEAYMYNG 0S0VTIATPIKOD EAEYYOV
KoL KATOAANANG TPOANTTIKNG 0d0vTIaTpIKNG Tapéupaons. Xe acbeveic ot omoiot £xovv AdPet
TPONYOVUEVMG 1 AouPavouy evEopAERimg yopNYoOUEVD SIPMGPOVIKE, ETEUPATIKEG 0OOVTIUTPIKES
napepPaoelg o TpEnel va amopevyovTal, dv avtod givor duvatdv (BA. Tapdypago 4.8).

YnepevoioOnoio/ayyelooidnua
Edv mapovciootel ayyelooidnua Aoyw vrepevaichnociog, n Oepaneia pe covvitvipmn Oa mpénet va
dwokomel kKo va mapooyedet n kabiepopévn Bepamevtikny ppovtida (BA. mapdypapo 4.8).

Enunmrricég kpioeig

e KMVIKEG LEAETEG TNG COVVITIVIUANG KOl aTd TNV TOpAKOA0VONGT HETA TNV KUKAO(POPI TOL
TPOTOVTOG otV oyopd,umPEAY avapopég ERANTTIKOVY Kpicewv. . Ot acOeveic pe emMANTTIKEG Kpioelg
KO GNUELO/GOUTTOUATA GUUPOTA PE GUVOPOUO AVASTPEYIUNG AEVKOEYKEPAAOTAOELNG (posterior
reversible leukoencephalopathy syndrome, RPLS), 6mwg vréptaon, keparadyia, petmpévn
EYPNYOPO, SLATAPOYN TNG VONTIKNAG AEITOVPYIOG KOl OTOAEL TNG OPAONG, CUUTEPIAAUPBAVOUEVIC TG
PAOLDO0VG TOPA®EONC, B0 TPETEL VoL EAEYYOVTOL LECH TATPIKNG AVTILETDTIONG, GUUTEPIAAUPAVOUEVOD
TOV EAEYYOV TNG LLEPTAGCTG. ZUVIGTATAL 1] TPOSMPIVY J10KOTN THG COVVITVIUTNG. Metd tnv
VIOYDOPNON TOV EMANTTIKOV Kpicewv, 1 Oepaneio pmopel va Eavapyioet Kot TV Kpiorn Tov
Oepamovtoc wTpov (PA. Topdypao 4.8).

20vdpopo Avong 6ykov (tumour lysis syndrome, TLS)

[eprotatikd TLS, opiopéva ek tov omoinv avatnedpa, Exovy ordvia TapatnpnOel og KAviKEG
doKIUEG Ko Exovv avapepOel amd TV TapaKoAoVONoT HETA TNV KUKAOQOPI TOL TPOIOVTOC 6TV
ayopd, og acoBeveig mov Erafav Oepameia pe covvitvipmn. Ot Tapdyovies Kivohvou Yo TV ELPAVIOT
TLS mepthappdvovv vynid eoptio dykov, Tpobmdpyovca ypovia VEQPIKN AVETAPKELD, OALYyOLPid,
aQLOGT®GT, VITOTOoT Kot 6Ewva ovpa. Ot acbeveic avtoi o mpénet vo vToPaAlovTal o€ oTEVN
mopokolovdnon kot va Aappdvovy Bepaneia, 6mwg gvdeikvotal kKAvikd, eved Oa mpénet vo, egtdleTon
TO EVOEYOUEVO YPNONG TPOPVAOKTIKNG EVUOATWOOTG.

Aopoéelg

"Exovv avaeepBei coPfapéc AOUDEELS, [LE 1 Y®PIG OVOETEPOTEVID, CLUTEPIAOUPAVOUEVOV OPICUEVOV
pe Bavatneopa xPacn. Exovv avapepbel 0yl cuyvég TEPIMTMOCELG VEKPMOTIKNG TEPITOVITIONG,
CUUTEPTLOUPAVOLEVODL TOL TTEPIVEOD, OPIGUEVEG €K T®V 0ToiwV fTay Bavatedpeg (PA. mopdypapo
4.8).

H Oeponeio pe covvitviunm 0o mpénel vo dtoxontetar o€ acbeveic mov eupavifovy vekpmTIKY
meprToviTIdn Kot vo, EeKva eykaipmg 1 KatdAANAn Oepoameia.

Yroylvkouio
Kotd ™ didpkelo e Oepaneiog e covvitvipmn, €xetl avapepbei peimon g yAvkding aipotog, o

OPICUEVEG TEPITTAOCELG KAMVIKG GCUUTTOUATIKT Kot ¥prioovla E160ymYNG G€ VOGOKOUEID AOY®
anmAelog ovveidnong. H covvitivipmn Oa mpénet va S10kOTTETOL TPOG®PIVE, GE TEPITTMON
CLUTTOUOTIKNG VIoYAVKapiog. Ta enineda e yAvkoing aipatog oe dofnrikodc acbeveig Oa mpémet
Vo ELEYYOVTOL TOKTIKA, TPOKELLEVOL VoL EKTIUNOEL €4V ypeldleTon TPOSUPUOYN TG 0OGNG TNG
avtidpntikng Bepaneiog, dote va ehayrotonomnel o kivouvog epedviong vroyivkoiog (BA.
mopdypopo 4.8).

"Exdoya

Ndzpio
AvT0 T0 POPUAKEVTIKO TPOTOV TTEPLEYEL AyOTEPO amd 1 mmol vatpiov (23 mg) avd Koydkio, givan
aVTO TOL OVOUALOVLE «EAEVOEPO VaTPIOLY.

4.5 Almiemopdosig pe GAL0 QUPRUKEVTIKG TPOIOVTH KOl GALES pOpPPEg alinientiopaong

Meléteg aAlnremdpaoemvy £xovv Tpayrotonondel Lovo oe EVAAIKEC.



DappoKevTIKd TPOIOdVTa TOL SVVAVTOL VO 0VENCOVV TIG GUYKEVIPMGELS TNG GOVVITIVIUANG GTO TAGC LA
Eriopoon twv avactoléwy tov CYP3A44

Y vyteic ebedovtég, N TOTOYPOVN YOPNYNOT MO OGNS GOVVITIVIUING UE TOV 1oYLPO AVOGTOAEN TOV
CYP3 A4, ketokovaloin, emépepe pia avénon 49% kot 51% oto cuvoro [GovviTvipmn + Kbplog
petafoAitnc] e uéylotg oLYKEVIP®ONG (Cmax) Kol TNG EXPAVELNS KAT® 0d TNV KOUTOAN (AUCo-),
ovTicTOoLY L.

H yopiiynon covvitvipmng pali pe woyvpoig avactoreic tov CYP3A4 (w.y. prrovafipn,
rtpakovaoin, epuBpopvkiv, KAapvBpopvkivr, Yorog YKpEWEPOUT) UIopel Vo dENGEL TIG
GLYKEVIPMGELS TNG GOVVITIVIUTNG.

Emopévamg, Ba mpénet va amopevyetat 0 cuvovaouog pe avaotoreic tov CYP3A4 1 Oa mpémet va
e€etaletal To evOEYOUEVO EMAOYNG EVOG EVOALAKTIKOD GUYXOPNYOVUEVOL POPUAKEVTIKOD TPOIOVTOG,
ue kaBorov N erdytotn dvvatdtnta avactoing tov CYP3A4.

Av aot6 dev givar duvatd, 1 d6om Tov Sutent pmopel va ypelootel va peiwdel oe 37,5 mg kot
eMdyoto nuepnoing yio toug GIST kot to MRCC 7 25 mg nuepnoing yio tovg pNET, Bdoet
TPOGEKTIKNG TapakoAovONog TG avektikdtTag (BA. Topdypago 4.2 ).

Eridpaon v avoaoroléwv s Hpwteivic Aviioroons tov Kapxivov tov Maortov (Breast Cancer
Resistance Protein, BCRP)

Yndpyovv meploptopéva KAVIKA dEGOUEVA OYETIKA [IE TNV OAANAETIOPACT TNG COVVITIVIUTNG KOl TV
avaotorémv tng BCRP kot to evdeydpevo aArnienidpaong LeTa&y Tng COLVITIVIUNG Kot GAA®DY
avactorémv g BCRP dev umopei va amokieiotel (PA. mapdypogo 5.2).

DoppoKeLTIKA TPOTOVTA TOL UTOPEL VO LEIDGOVY TIC GUYKEVIPAOOELS THG GOVVITIVIUMNG GTO TAGGLOL
Eriopoon twv eraywyéwv tov CYP3A4

Y vyieic e0elovtég, N TOTOYPOVN YOPYNOT HOG OO G COVVITIVIUING UE TOV EMUYWDYEN

tov CYP3 A4, pipaumikivn, enépepe pia peimon 23% kot 46% 610 cOVoAo [covvitiviumn + KOplog
petafoAimc] e Cmax Kot TG AUCo.», AVTIGTOLYOL.

H yopriynon covvitvipmng pali pe woyvpoig enaywyeig tov CYP3A4 (w.y. de&apedaldvn, eavotoivn,
kapPapalenivn, proaumikivn, eatvoPapPitdin 1 euTikd ckevdopata Tov Tepiéyovy St. John’s
Wort/Hypericum perforatum), pmopet vo, LEIMGEL TIG GLYKEVTIPMGELS TNG sovviTvipnng. Enopévac, Ba
TPETEL VO OTOPEVYETAL O GUVOLOCUOG pe emaymyeic Tov CYP3A4 1 Oa mpémet va e&etaleton 1o
EVOEYOUEVO ETIAOYNC EVOG EVOALUKTIKOD GUYYOPNYOVUEVOD POPUAKEVTIKOD TPOIOVTOG, e KabBolov 1
eldyotn dvvatotnta emaywyng tov CYP3A4. Av avtd dev givor duvatd, n d6omn Tov Sutent pmopei va
ypewotel va avénbei mpocsbétovtag 12,5 mg ™ eopd (fwg 87,5 mg nuepnoing yia tovg GIST kot o
MRCC 1 62,5 mg nuepnoing yia toug pNET), Bdcel mpocektikng mopakoAovdnong tng
avektikottag (BA. Tapdypago 4.2).

4.6 T'ovipétnTa, KONON KO Yolovyia
AvticOAMANYN o€ AVOPES KO YOVOIKEG

lNuvaikeg o avamapaymywn nikio 0o Tpénetl va GUUBOVAELOVTAL VA YPTCUYLOTOIOVY OTOTEAEGHOTIKT
AVTIGOAAN YT KO VO ATOPEDYOVV TNV EYKLUOGUVT, Y10 660 dtdotnua Aapupdvovy Oepameia pe Sutent.

Kvnon

Agv éxovv Tpaypotonom el peAETec e covviTvipmn o€ éykveg. Melétec oe (Do koTédei&ay
OVOTOPOY YK TOEIKOTNTO, CLUTEPIAAUPOVOUEVOV dVGHOPPLOV aTa. EuPpua (BA. Tapdypago 5.3). To
Sutent dev Ba Tpémel va ypnoyomoteiton Katd Tn SLAPKELD TG EYKVHOGUVNG 1] € OCEG YUVAIKEG O
YPNOUYLOTOLOVV OTOTEAEGUOTIKT OVTIGVAAN YT, EKTOC KOl OV TO SOLUVNTIKO OPEAOG OIKULOAOYEL TOV
duvnTiko kivéuvo yia to Bpépog. Av to Sutent ypnoipomomn el katd T S1GpKELD TG EYKLHOGHVIG N
pio aoBevig kotaotel £ykvog evo givan o Bepaneia pe Sutent, Oa mpémel va evnuepmbel oyeTikd pe
TOV duVNTIKO Kivduvo yia to EuPpvo.



OnAaouog
H covvitwvipmn kaun ot petaforiteg tng amekkpivovtal 6to yoAo Twv apovpaimv. Agv gival yvootod

€AV 1] GOVVITIVIUTN 1] 0 KVPLOG OPOCTIKOG LETAPOAITNG TG ameKKpiveTal 610 avOpmdmvo yola. Adywm
oV 0Tt GLVHOWC 01 SPAGTIKEC OLGIES AMEKKPIVOVTAL GTO AvVOPAOTIVO YA Kot AOY® TNG THAvOTNTOG
TPOKANONG GoPapadv avemBountov evepyelmv ota Onialovta Bpéen, ot yovaikeg dev Oa mpénet va
Onralovv yuo 660 ddotnua Aapfdavovv Sutent.

Tovomro
Bdoet un Khvikov gupnpdtov, n yovoikeio Kot 1 ovopiki yovipotnta pmopet vo petwbovv and

Oepaneio pe covvitvipnn (BA. mapdypago 5.3).
4.7 Emdpaceig 6Ny IKEvVOTNTO 001161 KOl YEPLGROD pyovindTov

To Sutent &yet pikpn nidPAOT] GTNV KAVOTNTO 001YNONG KOL XEPIGUOV UNYOUVIULATOV. B0, TPETEL VO
evnuepmvovTot ol 0oBeveig 0Tt iowg vo vidoovy (AN katd T didpketa TG Bepaneiog pe
GOVLVITWVIUTY).

4.8 AvemOouunteg evépyeleg

Hepiinyn Tov TPoEik acedieiog

Ot 110 coPapég avemBOUNTEG AVTIOPAGELC TOV GLGYETILOVTAL [LE T GOVVITIVIUTT, OPIGUEVES
BovaTneopeg, eivatl 1 VEQPIKN AVETAPKELD, 1] KOPOIOKT OVETAPKEL, 1) TVELHOVIKY ERPOAN, 1 d1dTpnon
TOV YOGTPEVIEPIKOD GCOATVA KOl O1 OUOPPAYiES (LY. OUOPPOYIES OTO UVATVEVLGTIKO 1| TO
YOGTPEVTEPIKO GVGTNLO, QUOPPAYIES TMV OYK®V, TMV 0VPOPOP®OY 0dMV Kal TOV £YKEQPAAOV). Ot 7o
OLYVEG aveTBVUNTES AVTIOPACELS, 0ToloVdNToTE Pabov (ov TapovcldcTnKay o€ acbeveig Tov
éhafav uépog otig eykprrikég peréteg yio RCC, GIST wot pNET), mepieddpfovavy petmpévn
Opeln,doTapayéc e YeHoNG, LLEPTOOT), KOTWGT), YOOTPEVTEPIKEC drortapayEc (dnA. ddppota, vovtia,
oToUaTITION, SVOTTEYIN Kal EETO), SVOYP®LLI0 TOV dEPUATOG KO GOVOPOLLO TOAUUO-TIEALOTIONOC
gpvBpodvucarctnciog. To CLUTTONATO AVTAE EVOEXOUEVMG VO VTTOYMPTICOVV LE TN CLVEXLOT TNG
Oepameioc. Mmopel va avamtuyfel vrobvpeosidionuds katd ) ddpketa g Oepomeiog. Ot
OLLOTOAOYIKEC drotapayEg (1., ovdetepomevia, Opoufomevia Kot avaiio) cuykatoréyovton LeTalhd
TOV L0 GLYVAOV AVETIHOUNTOV POPUAKEVTIKOV OVTIOPACEDV.

Oavatnopa. TGO, EKTOC OO QVTA TOV AVAPEPOVTOL GTNV TAPAYPUPO 4.4 TAPAUTAV® | GTNV
Tapdypoeo 4.8 TapakdTm, Ta omoia BewpnOniay 6Tt mBava cuoyeTi{ovTal [IE T GOLVITIVIUT,
nePlEAdUPOVAY TV TOAVGUGTILIKT OPYOVIKY| OVETAPKELD, TN OdyvTn evdayyelakn Tnén, v
QLOPPAYic TOV TEPITOVAIO, TNV AVETAPKELD TV EMVEPPLIi®VY, TOV Tvevpobmpaka, TV kotomAnéia
KoL Tov a1pvidto 0davoro.

AvemBounteg evépyeleg VIO HOPEY Tivaka

MMopoakdte avagépovtar ot avemBOuUNTeG evépyeleg Tov avapépbnkay o acbeveig pe GIST, MRCC
kot pNET amd pio cvykevipotikn faon dedopévav 7.115 acBevav, avd katnyopio/opyovikd
ocvotnua, cvyvorntakal Babuo cofapotrag (NCI-CTCAE). [Teptiappdvovton eniong avemBounteg
EVEPYELEG TIOVL TTPOGOLOPICTNKAV G KAVIKEC LEAETEG UETE TNV KLKAOQOpPI TOV TPOIOVTOG GTNV ayopd.
Evtoc k40 katnyopiog cuyxvotntag, ol avemBounteg evépyeleg mopatifevran katd ghivovca cepd
cofapotnTog.

O1 ouyvotnteg opilovror g e&ng: moAd cuyveic (21/10), ouyvég (=1/100 émg <1/10), Oy cLyVES
(>1/1.000 ém¢ <1/100), omdviec (>1/10.000 £wg <1/1.000), oAb crdvieg (<1/10.000), un yvootég (dev
uropotv va ektiunfovv pe Baon ta dobéoya dedopéva).
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Koatmnyopia | ITold ovyvég | Toyvég Oy ovyvég Yravieg Mn yvootég
Opyavikoo
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16700
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ovEnpévn
Ap1Buog
aomeTaAiV
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Acmoptikn
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ovEnpévn
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oipatog
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Sounephopoavopréveov Bovatneopmv CULPAATOV.
Ot akdAovBot 6pot Eyovv GLVOLOGTEL:
¢ Pwogapuyyitida kot entyeiltog €pmng.
p Bpoyyitida, AolpnmEn Tov KaTdhTEPOL OVOTVEVGTIKOD GLGTILLOTOS, TVELHOVI Kol AOTH®EN TOV

OVOTTVELGTIKOD GUGTNLATOG.
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v ATOGTNO, ATOGTNLO TOV (KPOV, OTOGTI L TOV TPWKTOV, ATOCTNHO TOV 0VAWMV, NTATIKO OTdGTN LA,
ATOGTN O TOV TAYKPENTOC, ATOCTNO TOV TEPIVEOL, TEPLOPOIKO OmMOSTNLA, ATOSTNILA TOL 0pOOv,
VTOSOPLO ATOGTN O KOl 00OVTIKO OTOGTILLAL.

Kovtivtioon Tov 0160payov Kot KovTivTioon Tov GTOUATOG.

& Kvttapitida kot deppatikn Aoipnmén.

ot Enyaipio Kot onaTikn KotomAngio.

6 Kotuokd amodotnio, Kook onyotpio, EKKOATOUATITION Kol 0GTEOLVEAITION.

n OpopPotikn pikpoayyeonddeia, Opopufmtikr Opopponevikn mopPHPA Kot ALOAVTIKO OVPOLUIKO
GUVOpOLLO.

Mewopévn 6peén kot avopetia.

Avcyevoia, aygouoio Kot dotapayn TG YEVONG.

0&Y otepaviaio ovuvdpopo, oTNOAYYn, oTNOAYYM 0oTadNS, andPpaén oTePaviciog apTnpiag Kol oyoio
TOV HVOKOPJIOV.

® KAdopa eEnOnong petopévo/pn guotohoyiko.

v O&D Epppaypa Tov pLoKePdion, EREPAYLLO TOV HVOKOPITOV Kol CIOTNAO EUEPAYLLO TOV Huokapdiov.
AAYOG TOV GTOHOTOPAPLYYO KO POPLYYOLOPVYYIKO dAYOG.

Yropatitida kot apBmONg oTopaTiTIdN.

Kotakd dAyog, GAYoc KATM KOIMOKNG YOPAG KoL GAY0G AV® KOIMOKNG YDPOC.

% AlITpN O TOV YOOTPEVIEPIKOD COANVE KOl SLATPTON TOL EVIEPOUL.

n KoAitida kat woyopukn KoAitida.

XolokvoTtitida Kot pUn Mook YoAoKLeTITION.

Kitpivo 3éppa, SuoypmUOTIGHOG SEPLOTOG KOt dtaTapay] TNG LEAGYYP®OONG.

Yoproctopopen deppatitido, £avOnpo amo@oAdmwtikd, e&avonua, e&avonuo epudnuatddec, eEavonuo
Bulokindeg, eEavOnua yevikevpévo, eEAvOna knAdmoes, eEavOnpa knAdoPraTdDdES, eEavOn Lo
Bratidmoeg Ko eEAvON A KVoUDOEC.

«B Agppotikn avtidpaon Kot dtatopoyn SEPHOTOC.

f Awotopayn Kol SVGYPOUATIGHOG TMV OVOY®OV.

K Konwon ko eEacévion.

Oidnpa Tpocdmov, oidnua Kot oidnue TEPPEPLKO.

rot Apoidon kot apoAdon avEnpévn.

Ke

Ieprypan emAeYUEVOV OVETIOOUNTOV EVEPYELDV

Aowuéeis kol mopaoitwoeis

"Exovv avaeepOel tepintdoelg cofapnig Aoipnwméng (rapovoia 1 amovcio ovdeTeEpOTEVING),
ocopneprropPavopévev tepintaceny pe Bavatneopa kPacn. Exovv avaepepbel teputtdoeig
VEKPOTIKNG TEPITOVITIONG, CUUTEPTAOUPBOVOLEVOV TOL TEPIVEOV, OPIGUEVEG EK TMV OTOIMV glyav
Oovatneopa ékPacn (BA. exiong mopdypago 4.4).

A1070p0YES TOV QUUOTOTIKOD KOl TOD AEUPIKOD CVOTHUATOS

Meimwon tov amdAvTov apldpod TV ovdeTepOPIA®Y, cofapotntoc Babuov 3 kai 4, avtictouyo,
avaeéptnke oto 10% kan 1o 1,7% twv acbevav otn perétn ®aong 3 og GIST, 610 16% ko 1,6% twv
acBevav otn pedén @dong 3 oe MRCC kai oto 13% kot 610 2,4% tov acbevov ot perétn Odaong 3
oe pNET. Meiwon tov apBpod tov oponetariov, coPapotntog Babpod 3 kat 4, avtictorya,
avaeéptnke oto 3,7% kat oto 0,4% tov acBevav ot perétn @aong 3 oe GIST, oto 8,2% kot 6to
1,1% tov acBevav otn pekét @aong 3 oe MRCC xat 610 3,7% kot 610 1,2% tv acbevov ot
peiétn @aong 3 oe pNET (BA. mapdaypapo 4.4).

Ayoppayikd engioooia avapépbnkay 6to 18% twv acfevidv mov Adufavay GovvitTvipmn cg pia
peiétn @aong 3 oe GIST, évavti tov 17% 1oV 0c0evdv Tov Adpupavay gikovikd eappoko. Metaln
TV acfevav mov Adppovay covvitvipmn g Oepomeio yio MRCC, ot omtoiot dev giyav vopindei o
wponyovuevn Oepameia, T0 39% exdNAmGOV aoppayikd exelcodia, Evavtt Tov 11% tov acbevav Tov
Aappavav wvteppepovn-a (IFN-a). Askaentd (4,5%) acbeveig vrd Bepaneio pe covvitvipmnm vavtt 5
(1,7%) acBevav mov AdpPavov IFN-a, ekdiwcav Babuov 3 v peyoardtepov Pabpov apoppayicd
€MECOd10. ATO TO GVUVOLO TOV AGHEVOVY OV AGUPOVAY GOVVITIVIUAN Y10 TNV OVTILETOTION AvOEKTIKOD
o115 kutokiveg MRCC, 10 26% ekdniwoe aypoppayio. Alpoppayikd enelcoola, pe eEaipeon my
emiotaén, mapovsidotnkay 610 21,7% tev acdevdv mov AdpuPavoy covvitviumn otn pekét Gaong 3
vy pNET, cuykprrikd pe 10 9,85% tov acbevav mov Adppavay gikovikd eappaxo (PA. Tapdypapo
4.4).
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e KMvikég peréteg, apoppayio dykov avapépbnke o mepinov 2% tov acbevav pe GIST.

A10T0poyés T00 AVOTOTOINTIKOD TVOTHUOTOS
"Exovv avaeephel avtidpdoeig viepevaicnaciog, copmepiiapfovouévon tov ayystoodnuatog (PA.
napdypopo 4.4).

M0T0poYES TOV EVOOKPIVIKOD OUOTHUOTOS

YnoBvpeoediopnog avapépinie wg avemBountn avtidpaon o 7 acbeveic (4%) mov Aapfoavoy
COLVITIVIUTY, O1 010101 CLUUETELYAV OTIG 2 pehéteg Tov avhekTikov oTig kutokiveg MRCC, og 61
acOeveic (16%) mov AauPovav covvitvipmn kot g 3 acbeveig (< 1%) oto okélog ¢ IFN-a, ot
ueAétn Oepaneiog acbevdv mov dev eiyav voPAndel oe mponyovuevn Bepomeior tov MRCC.

Emumpocbitmg, avapépbnkay avénoeig e Bupeocidotpdmov opuovng (TSH) o 4 acheveic pe
avlextiko ot kutokiveg MRCC (2%). Zvvohikd, to 7% tov mAnbucpod pe MRCC napovoiace eite
KMVIKEG glte gpyaotnplakéc evoeigelc vmobupeoeldicpol, opethdpevov otr Bepaneia. Emiktntog
vroBupeoediopog mapoatnpnonie oto 6,2% twv aclevav pe GIST mov Adpupavay covviTvipmn, Evavtt
1% owtdv mov Adpupavay gikoviko eapuoko. Xt peiétn @aong 3 oe pNET avaeépOnke
vroBupeocidiopodg og 6 acbeveic (7,2%) mov AdpPovay covvitvipmn kot og 1 acBevn (1,2%) mov
AGpPave eucovikd PApLOKO.

H Bvpeocidikn Aertovpyia eErEyybnie mpoontikd o€ 2 neréteg, o€ acbeveic pe kapkivo pactov. To
Sutent dev glvar eyKEKPIUEVO Y1a PO OTOV KOPKiIvo Tov pactov. Xe 1 perétn, vrobupeoeidiondg
avapéptnke og 15 (13,6%) acbeveig 6to oKEAOG TG covvitvipmng kat o€ 3 (2,9%) acBeveic oto
okélog ¢ kabepopévng Bepameiag. AvEnon e TSH aipotoc avagépbnke og 1 (0,9%) acbevni mov
Aappave cooviTvipmn Kot o€ kavévay achevn oto okéAOG TG Kabiepmpévng Bepomeiog.
YrepBupeoeidiopodg dev avapépOnke oe kKavévay acbevn mov Ehafe Bepaneia pe covvitvipmn, oAl
avaeéptnke og 1 (1,0%) acbBevi mov EhafPe v kabiepopévn Bepameio. Znv GAAN peAE,
vroBupeocdionds avapépdnke oe cuvorlkd 31 (13%) acBeveic mov Aaupavay covviTviunn Kot 6€ 2
(0,8%) acBeveic mov AdpPovay kameottoumivn. AvEnon g TSH aipatog avaeépbnke o 12 (5,0%)
acOeveic mov Adpfavay covvitivipmn kot o€ Kovévay acbevr mov Adupove Kameottoumivn.
YrepOupeoeidioudg avapipdnke o 4 (1,7%) acheveic mov AAuBovoy GOVVITIVIUTN Kol GE KOVEVOY
acBevi mov Adppave kameottapmnivn. Meiwon tg TSH aipatog avaeépdnike o 3 (1,3%) acbeveic mov
AGpupavay covviTvipmn kot o€ kavévay actevi Tov Adpupave Kamesttapumivn. Avénon g T4
avaeéptnke ot 2 (0,8%) aobeveig mov Adppavov covvitvipmn kot og 1 (0,4%) acBevi Tov AdpPave
kameottaunivy. AvEnon g T3 avaepépbnke e 1 (0,8%) acBevi mov Adupave covvitvipmn Kot og
kavévay acBevi Tov AduPave komesttapmivn. Oleg ol oyetilopeves pe to Bupeogidn avemBOuNTEG
evépyeleg Tov avapépnkay tav Babuob 1-2 (PA. mapdypago 4.4).

Arozopoyég tov uetofloliouod kar e Gpéyng

Ye acleveic pe pNET avagépbnke vynAidtepn cuyvotnTo ELEEvionc GUUPOUATOV VTOYAVKALUIOG, o8
ovykpion pe acbeveic pe MRCC kau GIST. Evtovtoig, ol mepiocdtepeg omd avTtéc Tig avemtbOUnTeC
EVEPYELEG TTOL TTapaTNPNONKOY G KAVIKEG pedéTec, e OempnOnkav oyxeTilopeveg pe tn Oepameio. TG
peiétng (PA. mopdypago 4.4).

A10T0p0yES TOV VEVPIKOD GVOTHUATOS

e KMVIKEG HEAETEG TNG COVVITIVIUTING KOl atd TNV EUTELPID, LETA TNV KVKAOPOPio TOL TPOIdVTOC TNV
ayopd, vanpéav Alyeg avapopic (<1%), TEPIoTATIKMY, OPICUEVA EK TV OTTOIMV UE Bovatneopa
ékPaon, Tov Tapovciacay ETANTTIKEG Kpicelg Kot aktivoloyikég evoeieig RPLS. TapatnpnOnkay
EMANTTIKES KPIoEIG o€ 0oOEVELG e 1 Y®PIG AKTIVOLOYIKES EVOEIEEIS EYKEPUMKOV peTaoTdcewv (BA.
mopdypoeo 4.4).

Kapdioxes dratapayés

e Khvikég peréteg, mapotnpnnke peiowon tov kKhaouatog eEmdnong apiotepng kotkiog (LVEF)

> 20% kot peimon, younAdTepn omd T KUTOTEPO PVGIOAOYIKA Opla, TPokANOnke 610 2% TTepimov Tmv
acOevav pe GIST mov vroPAnOnkay ce Bepomeia pe covvitviumm, oto 4% tov acbevav ue MRCC
avOeKTIKO OTIS KLTOKIVEG Kol 6T0 2% TV acbevav og GIST mov éhafav ewovikd edppoako. Avtin
ueimon Tov LVEF dgv @avnke va givatl Tpoodeutikn Kot cuyva topovcioce PeAtimon Katd
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ouvéylon g Oepameiog. Xn pehétn pe acbeveig mov dev giyav vrofAindel oe mponyovpevn Bepaneio
tov MRCC, 10 27% t00v acBevov g Bepaneia pie covvitvipmn kot to 15% tov acbevov o Oepaneio
ue IFN-o tapovciacav petpnoeig tov LVEF yapmAdtepeg amd 10 KoTMTEPO PUGIOA0YIKO Op10. AVO
acBeveig (< 1%) mov élafov covvitvipmn Swyvootnkay pe CHF.

AvemBOunTeg evépyeteg xapakTPLOUEVES MG KKOPIIOKT AVETAPKEL, KGUIPOPTTIKT] KAPIIOKN
OVETAPKELO 1| KOVETAPKELD aploTePNg KOIAnG» o€ acbBeveic pe GIST, avapépbnkav oto 1,2% tw@v
acOevav mov Elafav Oepameio pe covvitviumn kot 6to 1% tev acbevav mov Elafav elkoviko
eappako. Xty kopla perétn @aong 3 oe GIST (N = 312), Bavatneopa kopdiokd enelcodid,
oyxetilopeva pe 1 Bepaneia, Tapovcsidomkay 6to 1% tv acbevov o kdbe oxélog g perétng (dnA.
070 OKEAN TN COVVITVIUANG KOl TOV EIKOVIKOV QapudKkov). Xe pio perét @dong 2 oe acheveic pe
MRCC avBextikd o11g kvuTokiveg, 0,9% tov acbevav Tapovciacov oyetilopevo e ) Oepameio
Bovatneopo Epepaypa Tov pookapdiov kot ot peAétn @dong 3 oe acbeveic pe MRCC mov dev giyov
voPAnOel oe mponyovpevn Bepoaneia, 0,6% TV acbevdv oto okérog g IFN-a ka1 0% tov acbevav
070 6kEAOG TNG COVVITIVIUTNG, TTapovciacay Bovatneopo Kopolakd enelcodta. Xtn uerét @daong 3
oe pNET, 1 (1%) acBeviic mov €éhaPe covvitvipnn mapovoince oxetilopevn pe ) Bepomeio
BovaTneopa Kopoloky aVETAPKELD.

Ayyeraxcés orotopoyés

Ynéptoon

H vaéptaon frav po toAd cuyvn averBountn avtidpacn mov avaeépdnke otig KMvikég pehétec. H
d00M TNG GOLVITIVIUANG uetmOnKe 1 1 xopNyNoT TG d1aKOTTNKE TPOcOPLVE, 670 2,7% Tepinmov TV
acBevav mov Tapovciacay vréptact). H covvitvipmn dev dtakomnke LOVIO 68 KOVEVOY 0O duTovG
tovg acBeveic. ZoPapn vaéptaon (>200 mmHg cvotoikn § 110 mmHg dtaotolikn) avaeépdnke cto
4,7% tov acbevav pe copmayeic 0ykove. Yréptaon ovapépnke o mepinov 33,9% twv aclevav pe
MRCC mov Aaupoavay covvitvipmn, yopig va Exovv vrofindei o mponyoduevn Bepaneia, cuykprTikd
ue 3,6% tov acbevav mov AdpPavay IFN-a. XoBapn vréptaon avaeépbnke oto 12% v acbevav
OV AduPavay covvitvipmn, yopic va, Exovv vroPAndel oe Tponyoduevn Bepoameia, katl g < 1% TV
acOevav mov AduPovay IFN-a. Yzréptaon avaeépbnke 6to 26,5% t0v acbevav mov Adupavay
covviTwviunn o€ po perétn eaong 3 oe pNET, cuykpitikd pe 1o 4,9% tov acbevov mov Adppfovay
EIKOVIKO Qdpuaxo. XoPapn vréptaot avapépnke 6to 10% twv aclevav pue pNET, mov Adupavay
couVITVIPTN Kot 670 3% TV acevav mov AAUPavoy EIKOVIKO QAPLOKO.

DArePuct Opoufoeuforikd emelcddn

DrePuct OpouPoepporikd eneicdoto, oyetildueva. pe ) Oepameia, avapépnkay o mepinov 1,0% tmv
acfevav pe copmayeic 6yKovg, Tov AAUPaVOY GOVVITIVIUTTY 08 KAVIKEG PLEAETEG,
ocopnepropfavopévev avtov pe GIST kot RCC.

Entd acbeveic (3%) mov Adufovay GouviTvipmn, EvavTl Kavevog Yol T0 EIKOVIKO QAPLOKO, GE U0
peiétn @aong 3 oe GIST, napovoiacav eAiepikd Opoppoepforikd enciocddia. ta 5 and ta 7
EMEICOO10 TOPOVCLAGTNKE €V T® PAbet eAefikn OpduPwon (deep venous thrombosis, DVT) BaOpov 3
kot ota 2 Babuov 1 1 2. Téooepig and avtovg tovg 7 acbeveig pe GIST diékoyav tn Oepaneia, dtav
napatnpndnke DVT yuo Tpdtn @opd.

DrePuct OpouPoeppforikd eneicddio avaeepdniay ce dekotpeig acbeveic (3%) otn nerét @daong 3
oe MRCC mov élafav covvitvipnn wg Oepameia, ywpig va £xovv vrofAndel oe mponyovuevn
Bepaneio tov MRCC kot og 4 acBeveig (2%) mov ocvupeteiyov og 2 peréteg Tov avlekTicoD oTIg
kvtokiveg MRCC. Evvéa and avtovg Toug 0o0gveig mopovsiocay TeEpImT®CELS TVELUOVIKNG EUPOANG,
1 1 tav Babpov 2 kot o1 8 fjrav Babpov 4. Oytod and avtovg Toug 0c0gveis mopovciocay EXelcOolo
DVT, an6 ta omoia 1 Tav Babpov 1, 2 Babuov 2, 4 Babuov 3 kot 1 Babpov 4. 1 perétn tov
avOextikov otic kutokiveg MRCC, éytve diakonr) tng 006n¢ 6€ £vay acbevi e TVELLLOVIKT EUPOAN.

Ytovg acBeveig mov AdpPovay IFN-a, yopig va £xovv vtofAndel oe mponyovuevn Bepomeio Tov
MRCC, avaeépnioav 6 repicd Opoppoepforikd encicdda (2%). 1 acbevig (< 1%) mapovciace

DVT BoaBpov 3 kot 5 acBeveig (1%) mopovsioacov TepimttdcEl; TVEVHOVIKNG eUPoine, Odeg Babuov 4.

DrePuct OpopPoepporikd emeicodia avapépdniay yia 1 (1,2%) acbev] 610 0KELOG TNG COVVITIVIUTNG
Koty 5 (6,1%) acOeveic 610 okéLOG TOL EIKOVIKOD Qappdkov, ot perétn ®aong 3 oe pNET. Avo
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a6 avTovg Tovg acbeveic, Tov Adupavav euovikd pdapuako giyav DVT, to 1 Bafpov 2 kot to 1
BaOpoo 3.

Agv avoaeépOnie kopio Tepintmon mov eiye o¢ amoTélecua 10 BAvaTo GTIG EYKPLTIKEG UEAETEG GE
GIST, MRCC a1 pNET. Iepumtdoelg, mov giyov og anotédeoua to Bdvarto, Exovv mapatnpndel petd
TNV KUKAOQOpia TOV TPOIOVTOG GTNV 0yopdL.

[epumtmoeig Tvevpovikng pfoing mapatnpnbnkav o mepinov 3,1% tov acbevav pe GIST kot og
nepinov 1,2% tov acdevav ue MRCC, ot ontoiot élafav covvitvipnn otig peréteg @dong 3. Aev
avaeépOnke Tvevpovikn epuforn o acbeveic pe pNET, ot omoiot Ehafav covvitvipmn ot Helém
ddong 3. Travieg TEPITTOOELS, TOV giyav MG amotélecpa o Odvaro, Exovv Tapatnpndel petd myv
KUKAOQOpia TOV TPOiIdVTOG TNV ayopd.

Acbeveig mov Tapovsiacoy TvELHOVIKNY EUPOAT, LEGH GTOVG TPOTYOUEVOLE 12 ufvec,
amokAeioOnKay amd TIg KAMVIKEG LEAETEC LE GOVVITIVIUTT).

Y& aoBeveic mov Ehafav covviTvipmn oTig eykpitikéc ueréteg ®aong 3, mvevpovikd coppdauara, (7.y.
dvomvola, VITE(®KOTIKT GLAAOYT, TVELUOVIKT EUPOAN 1 TvELUOVIKO 01dnua), avaeépnkay oto 17,8%
nepinov tov acbevov pe GIST, oto 26,7% nepinov Tov acbevav pe MRCC kot oto 12% tav
acOevav pue pNET.

To 22,2% mepinov tov acbevov pe cvurayeig 6ykovg, copmeprapfavopévov avtodv pe GIST kot
MRCC, ot omoiot ELafav GOVVITIVIUAT 6€ KAWVIKEG UEAETES, TAPOVGINGOY TVEVIOVIKA GUUPBALOTOL.

A1070p0oyEG TOV YATTPEVTEPIKOD

Agv &yl mapatnpn et cuyva (< 1%) maykpeatitida og acbeveic mov AAuPavay GOLVITIVIUTT Yo T
Oepoameio tov GIST 1 MRCC. Agv avaeépbnie, oyetilopevn ue tn Oepaneia, Taykpeatitido o
uerétn daong 3 oe pNET (BA. mapdypago 4.4).

210 0,98% twv acBevav mov AduPovay eikovikd eapupoako ot perétn daong 3 oe GIST,
TOPOVGIACTNKE BUvATNEOPO ALLOPPAYIN GTO YUGTPEVTIEPIKO.

A1oTopoyég T00 HTATOS KOl TV YOINPOPLV
Hratum dvciertovpyio éxel avapephel kot umopei va TepthapuBavel un @UGIOAOYIKA ATOTEAECILOTA,
Aoxipooidv Hrotwng Agttovpyiog, nrotitidoa  nrotikny overdpkela (PA. tapdypapo 4.4).

M0T0poyES TOV OEPUATOS KOL TOV DITOOOPIOD 1OTOD
"Exovv avapeplel mepnitdoelg yoyypavmdOoug TVOSEPLATOC, YEVIKMG OVOCTPEYILOV HETAE O KON
g covvitvipmng (BA. emiong mapdypapo 4.4).

M0TOPOYES TOV HDOOTKEAETIKOD CVOTHUOTOS KAl TOD GUVOETIKOD 10TOD

"Exovv avaeepbei mepimtdoeig poondfetlog ko pafdopvodAvonc, KATOEG EK TMV OTOIMV NTaV
napovcia oelog veppikng avemdpkeloc. AcBeveig e onpeia 1 coprnTdOpOTO PLiKNG ToSkoTNTag Ol
TPETEL VO, AVTILETOTILOVTOL GOUP®OVE, LE TN cLVNON TPk TPoKTKY (PA. Tapdypago 4.4).

"Exovv avopepbel Tepimtdoelg oynuaticpon cuptyyiov, mov £X0vv cLoYETIoOEl KATOEG POPEG e
VEKPMGN TOL OYKOL KOl VTOTPOTN, Ol OTTOIEC G KATOLEG TEPIMTMGELS ELYOV OC OmMOTELEGUN TO BdvaTo
(BA. mapdypago 4.4).

"Exovv avaeepOel tepintdoeig ONJ oe acOeveic mov Adpupavay Oepaneia pe Sutent, o1 TeplocdTEPE €K
TOV omoimVv gueovicOnkav oe acbeveig Le avayvopiopévoug mapdyovteg kKivdvvou v ONJ, Wdwiitepa,
éKxBeom o evooPAEPLa S1POOPOVIKA KoM 10TOPIKO 000VTIATPIKNG VOGOV OV AUTEL EMEUPATIKES
napepfaocetg (PA. emiong mapdypagpo 4.4).
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Hopaxivikég eéetaoeig

Agdopéva amd pn KMvikEG (in vitro Kal in vivo) HEAETEG, og DOGELS VYNAOTEPESG OO TN GLUVICTAOUEVN
avOpamTIvN 866N, deiyvouV OTL 1] COVVITIVIUTN £XEL TN SVVATOTNTA VO, AVOGTEAAEL T SLOdIKAGIN
AVOTOA®GNC TOL SVVOLKOD EVEPYELNG TOV HVokapdiov (7., mapdtacn Tov dtaotnuatog QT).

Amb 450 acbeveig pe copmayeic 6ykovg, oto 0,5% onueimdnke exypnikouven tov daotipatog QTc oe
Tipn peyaddtepn and 500 msec, eved oto 1,1% onpeiddnkay petaforéc amd v Evapén HEYoADTEPES
am6 60 msec. Kot ot dvo autég mapdapetpot avayvapifovral og SuvnTikd onHovTIKEG HeTaforés. Xe
nepimov SmAdoieg OepATELTIKEG CLUYKEVTIPMOELS, 1] COLVITIVIUTT £J€1EE VO TOPATEIVEL TO SLACTNHA
QTcF (duaomua QT dropbmpévo katd Fridericia).

H mapdraon tov dSwwotpatog QTc diepsuvnnke oe pio perétn pe 24 acbeveig, nhikiag 20-87etmv, pe
wpoywpnuéveg kokonoeleg. Ta amoteléopato AT TG LEAETNC £de1EV OTL 1] GOVVITIVIUTT EXNPENCE
to dtouae QTce (mov opiletor ¢ HESN TPOGAPUOGUEVT] MG TPOC TO EIKOVIKO PAPOKO LETAPOAN

> 10 msec, pe avatepo 0pto daothuatog epmotocvvig [CI] 90% > 15 msec) oe OepamevTiég
ovykevtpwoels (Huépa 3), epappolovrag m péBodo evdonpepnotag d10pHmong TG apytkng TUNg Kot
o€ peyaAvtepeg and Tig Oepamevtikég cvykevipmoelc (Huépa 9), epapudlovrag kot tic dvo pedddovg
dopbmong g apykng tipns. Kavévag acbevig dev mapovaiace tiun tov dtaotipatog QTe

> 500 msec. [Tapd to yeyovog 6t mapatnpndnke enidpaocn oto ddotnua QTcF v Huépa 3 otig 24
®PEG LETA TN 30N (ONA. G€ OEPATEVTIKEC GUYKEVTIPMGEIS GTO TAAGLLO TOL OVAUEVOVTOL LETA TN
OULVIGTAOUEVN apyIkT d0oT TV 50 mg), ue ™ pnébodo evdonuepniotog d1opOmong TG apytknig TG, M
KAVIKT] GNULOGT0 (LTOD TOV EVPNLOTOG TAPOUEVEL AGOPNG.

XPNOOTOIDOVTOC OVAAVTIKES, dtadoyikég akloloynoelg HKI, og ypovoug mov avtiototyovy gite ot
Oepamevtikn gite g peyodvtepn amod T Oepamevtikn £kbeon, og Kavévay amd Tovg acbeveig otov
a&loloynoipo minbvopd N tov TAnBucud pe Tpdbeon yio Bepaneia (intent-to-treat, ITT) dev
mopotnpnnke Tapdtacn Tov dtactiuatog QTc, n omoia va Oempeitor «cofapni» (dnA. ion M
peyorvtepn amd Babuov 3, copgava pe to Kpreipia Kowng Oporoyiog yioo AvemBountec Evépyeteg
[Common Terminology Criteria for Adverse Events, CTCAE] ékdoon 3.0).

Y& OepumEVTIKEG GUYKEVIPDGELS GTO TAACUA, ) LEYIOTN UESN peTaBOAT Tov dracthipotoc QTcF
(d10pBopévov katd Fridericia) amd tnv évapén, tav 9 msec (90% CI: 15,1 msec). Xe mepimov
SmAAo1EG OEPATEVTIKEG CLUYKEVTPMOELS, 1| HEYLOTN HeTaPoAr Tov Staotiuatog QTcF and v évapén
nrav 15,4 msec (90% CI: 22,4 msec). H yprion po&rpro&acivng (400 mg) wg Oetikod pdptopo £deée
péyrotn péon petaforn tov daotnpatog QTcF amd v évapén ion pe 5,6 msec. Le kavévav achevn
dev onuelddnke enidpaon oto didotnua QTc peyarvtepn tov Babupov 2 (CTCAE éxdoon 3.0) (BA.
mopdypoeo 4.4).

Moaxpoypévia acpdrern ce MRCC

H paxpoypdvia acpdieto g covvitvipnng o acbeveic pe MRCC, avaldOnke o 9 olokAnpouéveg
KAMVIKEC LEAETEG TTOV TTpOyUaTOTOMONKAY GTNV TPDTN Ypouun Oepomeiog, o avlextikn 6To
bevacizumab ka1 oTig KuTOKiVEG Bepanein, og 5.739 acbeveig, amd Tovg omoiovg 807 (14%) Elafav
Oepameia yio > 2 £ €mg Kot 6 £t). Xtovg 807 acbeveig ot omoiotl EAafav pokpoypdvia Bepameio pe
COVVITVIUTY, 01 TEPIocOTEPEC, OXETILOMEVEC e TN Oepameio avembounteg evépyeieg (treatment-related
adverse events, TRAEs), tapovcidotnkay otnv apyn tng Oepaneing otovg mpmtoug 6 piveg - 1 €tog
KOl TN GUVEYELD NTOV OTUOEPES ) LEOVUEVES GE GLUYVOTNTA [E TNV TAPOSO TOV YPpdVoV, pe e&aipeon
Tov VOOV PEOEIBIGUI, 0 0TTOI0G GTUSIOKA AVEAVOTAY UE TV TAPOSO TOL YPOVOV, LE VEO TEPIOTATIKA
va gueoaviCovtorl Kotd ™ didpkela e meptodov tav 6 etdv. H mapotetapuévn Oepaneio pe
covviTviumn dev cvoyetiotnke pe véovg Tomovg TRAES.

Hondratpikodg TAnBuepog

To wpoeik acpdielng TG covviTVIUTNG £yl TPoéABeL and pia perétn @dong 1, pe KMpakwon tng
d00MG, oL LEAETN avoIKTNG emtonpavong Paong 2, pia peAétn povot okérovg Odaong 1/2 kot amd Tig
OMNUOGIEDGELG TTOVL TTEPLYPAPOVTOL TOPUKATO.

Mia perétn @dong 1, pe KApdkmon tng d6omg g amd GTOUATOG XOPNYOVUEVTG GOVVITIVIUMNG,
oeényOn o€ 35 aobeveig mov amoterovvtoy amd 30 madiatpikovg acbeveic (NAkiog 3 €TOV £mg
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17 etddv) ko 5 veapovg evijdikovg acBeveic (Mlikiag 18 éwg 21 etdv), pe avBektikovg otn Oepameio
CLUTTAYEIC OYKOLG, 1) TAEOYN I T®V OTOIMV Eiye KOPLX S1dyvmon eykePaitkov 6yKkov. OAot ot
GUUUETEXOVTEG OTI LEAETN EUEAVICOY aVETIOOUNTEG EVEPYELEG GTO PApUaKO. Ot TEPIEGOTEPES €€
avtmv NTav coPapés (Babpog to&ikdttog > 3) ko mepreAdpuPovay v Kapdiokn toikdmmra. Ot o
OULYVEG AVETIOVUNTEG EVEPYELES GTO PAPLOKO NTOV YooTpeEVTEPIKT| (gastrointestinal, GI) to&wotnra,
ovdetepomevia, KOTwo kot avénon Tev emmédwv ALT. O kivouvog Kapdlokdv avemdountwov
EVEPYELMV QAVNKE V. vl VYNAATEPOC G TUSTPIKOVC 0oOEVEL e Tponyovuevn ékbeom o€
aKTvoPOAnon ¢ Kapdidg 1 o€ avOpaKLKAIvVY, GE GUYKPION LE TOVG TOdIUTPIKOVS 0oOEVELS YmPic
pornyovpevn £kbBeon. Le avTohs TOVg TOdTPIKOVS aobevelg ympic Tponyovuevn £kbeon oe
avOpakvkdiveg 1 akTvofoAnoT TG Kapdildc, TpocdlopicTnke 1 HEYIOTN avekTr 600t (maximum
tolerated dose, MTD) (BA. mapdypago 5.1).

Mio, pedét avoiktig emtonpavene, @aong 2 de&nydn oe 29 acbeveic mov amotehovvray amnd

27 moudratpikovg acbeveic (NAkiog 3 eT@v £mg 16 €TmV) Kot 2 veapovg evijAikoug acBeveic (MAkiog
18 etddv émg 19 e1ddv) pe vTOTPOmALOV/TPO0dEVTIKO/aVOEKTIKO YAoimpa VYNAOL Babod kakonfelag
(high grade glioma, HGG) 1] emevdbpmpa. Agv Tapovoidotniay avemBounteg evépyeieg Babpov 5 oe
Kopio amo Tig 600 opddeg. Ot o cvyvéc (>10%) oyetildueveg pe ) Oepameio avemBOunTeg evEpyeleg
NTav 0 HEWUEVOS 0p1BRdc ovdeTepopiiav (6 [20,7%] acBeveic) kot 1 evdokpdvia arpoppayia (3
[10,3%] acBeveic).

Mio, pedétn povod okéhovg, Daong 1/2 die&nydn oe 6 mardiatpikovg acbeveic (nAikiog 13 etdv £mg
16 etdyv), pe mpoywpmuévo, aveyyeipnto GIST. Ot o cuyvég avemBounteg evépyeleg 6TO PAPLLOKO
NTav M 01dppota, 1 VOUTio, 0 UEIMUEVOS aPOIOS AEVKOKVTTAP®V, 1| OVOETEPOTEVIO, KO 1) KEQAAAAYiM,
o€ 3 (50,0%) acBeveic n kabepia, pe coPapdtnra koping Babuod 1 1 2. Téooepic amd Toug

6 acBeveig (66,7%) mapovoiacav oxeTilopeves pe T Oepaneia avembounteg evépyeteg (Babpov 34
vroemaoPataipio, ovdeteponevia kot Opopuponevia oe 1 acbevi 1 kabepio Kot ovdetepomevia
Babpov 4 oe 1 acbevn). Aev avagépbnkav coPapéc avembounteg evépyeteg (ZAE) 1§ avemBounteg
evépyeleg oto edpuako Babuov 5 oe avtry tn perétn. T6co oty KAvikn HeAETn 0G0 Kal OTIG
ONUOGIEVCELG, TO TPOPIA OCPAAELNG NTAY COUPOVO LE TO YVMOGTO TPOPIA ACPAAELNG GTOVS EVIATKOVG,.

Avapopd TBovoroyoLUEVEOV oveETBOUNTOV EVEPYELDY

H avagopd mbavoroyodpevov avemBountov evepyelmv PETA amd T yopnyNnon &delog kKuklopopiag
TOV POPUAKELTIKOD TPOIOVTOG elvar onpavtiky. Emitpénetl T cuveyn mapoakorobnon g oyéong
0PEALOVC-KIVOVVOD TOV PUPUAKEVTIKOD TPOIOdVTOC. Znteital amd Toug enayyeAUaTIES LYELNG VO
AVOPEPOVY OTTOLEGONTOTE TOOVOAOYOVUEVES OVETLOVUNTEG EVEPYEIEG LECW:

EArGoa Kvnpog

EBvikdg Opyaviopog @appdxmv Doappoxevtikég Yrnpeoieg
Meooyeimv 284 Ymovpyeio Yyeiog

GR-15562 Xolapyog, Adnmva CY-1475 Asvkmoia

TnA: +30 21 32040380/337 TnA: +357 22608607

®og: +30 21 06549585 Dog: + 357 22608669

Iototomog: http://www.eof.gr Iototomog: www.moh.gov.cy/phs

4.9 Ymnepdoooloyia

Agv vdpyel GLYKEKPIUEVO OVTIOOTO Yo TNV LIIEPdocoAoYia te Sutent kot 1 AVIETORION TG Oa
TPEMEL VO OMOTEAEITOL OO YEVIKA VITOGTNPIKTIKA PETPA. AV gvdeikvuTaL, 1 ATOPOAT TNG SPACTIKNG
ovoiag mov dev €xel amoppopnOel pumopel va emttevydei pe éueto 1 TAoon otoudyov. ‘Exovv avapepbei
TEPMTOGELG VITEPSOGOAOYING. OPICUEVEC TEPITTOCEL GUCYETIGTNKAV UE AVETIOVUNTEG EVEPYELES TTOV
NTOV GE GLUPOVIO LE TO YVOOTO TPOPIA ACPUAEING TNG COVVITIVIUTNG.
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5. OAPMAKOAOTI'IKEY IAIOTHTEZ
51 ®@appokoduvopikE 1W010TNTES

Ddappokobepamentikn Katnyopio: AVIIVEOTAUGUOTIKOL TAPAYOVTEG, OVAGTOAEIS TNG TPMTEIVIKNG
Kivédong, kodikoc ATC: LOIEXO01

Mnyovicpog dpbong

H covvitviumn avactédlel moAlomdovg vwodoyeic Tupocivikng Kivaong (Receptor Tyrosine Kinases,
RTKSs), mov epumiékoviar otny adENGT TOL OYKOV, Th VEONYYELOYEVEGT] KOL TN METAOTATIKN eEEMEN TOL
kapkivov. H covvitvipmn mpocdiopiotnke mg avaoTOAENG TMV VITOS0YEWDY TOV AULOTETOALOKOD
avéntikov mapdayovta (PDGFRa kat PDGFRP), tov vrodoyémv tov ayyslokov gvoodnitaxod
avéntikov mapdayovra (VEGFR1, VEGFR2 ka1t VEGFR3), tov vtodoyéa tov mapdyovta apyEyoveoy
kuttapwv (KIT), tng opordlovoag pe To Fms tupooswvikng kwvaong-3 (FLT3), tov vrodoyéa tov
napdyovta diéyepong amokidv (CSF-1R) kot Tov vwodoyéa vevpoyhotakoh VEVPOTPOPLKOD
mopayovta (RET). O xoprog petaforitne napovctdlel mapouolo dpacTIKOTNTO GE GUYKPLOT UE TN
COVVITWVIUTIN G€ BLoyNUIKOVG KO KUTTOPIKOVS TOGOTIKOVG TPOGO10PIGHOVG,.

Khwikn amotedeopotikdtnto Kot acQIAELD

H xAwvikn ac@dieio Kot amoTeEAECUATIKOTNTO TG GOLVLITIVIUANG Exovv ueretn0el otn Oepamneia
acBevav pe GIST, ot omoiol Tapovsiocay avlektikdTTa otV atvipmn (dnAadn, Tapovcioacoy
e€EMEN ¢ vOGOL KaTd T O1apKeELe 1 LETE TN Oepameio P YWOTIVIUTN) 1) U1 avOY OTV WWOTVIUTN
(OnNAaon, euPavicay oNUAVTIKN TOEIKOTNTA KoTd TN dtdpkela ¢ Oepameiog e wativipmn, wov dev
eMETPEYE TN cvvéyon g Bepaneiag), otn Oepaneia acbevav pe MRCC ko ) Bepoaneio tov aclevaov
pe aveyyeipntooug pNET.

H amoteleoparikomta Paciletar 6to ¥povo Eng v e€EMEN T voOsov (time to tumour progression,
TTP), omnv empunrvvon g emPioong acbevav pe GIST, otnv ehevbepn Tpoddov vocov enifimon
(progression-free survival, PFS) kot 6ta 1060070 avtikeevikng avramoxkpiong (objective response
rates, ORR) yio MRCC, mov dev £xet vmoPAnbei oe mponyoduevn Oepameio Kot 10 avOekTikd oTIg
rxvtokiveg MRCC avtictowya kot otnv PFS yuo pNET.

2TPOUOTIKOL OYKOL TOD YOOTTPEVTIEPIKOD

Mia apyikn, GvoLyTng ETCHILOVOTG LEAETN Yopnynong avsavouevey d0cewv d1e&nydn oe acbeveic pe
GIST petd and amotvyia TG wotvipmng (didueon péyiotn nuepnota 66on 800 mg), Loyw
avlextikotnTOog | UN avoyne. Evevivta entd acBeveic evdydnkov oe didpopeg d0GEIC Kot
yxpovodiaypdupata yopnynone. 55 acbeveic Erafov 50 mg GOVVITIVIUANG GTO GUVIGTOUEVO Ty U0
Oepaneiog, Onradn 4 efdoudadeg Oepaneiog / 2 efoopndadeg dtoukomn g Oepameiog («Zynua 4/2»).

e avtyv ™ perétn, o diduecog TTP frav 34,0 efoopddeg (didotnua epmiotoctvig [CI] 95%: 22,0,
46,0).

Mio, Toy oo UEVT], SITAG TVPAT, EAEYYOUEVT] LE EIKOVIKO Qappoko perétn ddaong 3 g
covvitvipmng d1eEnyn oe acbeveic pe GIST mov mapovsiacav pun avoyn 1 €EEMEN TG VOCOL KATA TN
dudpkela N petd T OBepaneio pe watwvipmn (odpeon péyiom nuepnota 66omn 800 mg). Xe avthv
uerén, 312 acbeveig tuyotomombnkav (oe ovaroyio 2:1) va Aapovv gite 50 mg covvitvipnng site
EIKOVIKO PAPUAKO atd GTOUATOC, Lo POPE. TNV NUEPO, COUPOVO. LE TO Zynua 4/2, Eog v e£EMEN TG
vOGOoVL 1 T1 O10KOTY| TNG GLUUETOYNG OTN UEAETT Yo GAAO AdYo (207 acBeveig EAaPav covviTvipmn
kot 105 acBeveic Ehafav eikovikd eappako). To kOplo KataAnKTiko onueio aloldoynong mg
OTOTELECUATIKOTNTOG TNG peAétng tav o TTP, o omoiog opiletor w¢ o ypdvog amd TV TuYALOToINoT
£0G TNV TPOTN TEKUNPIOCT aVTIKEEVIKTG eEEMENG TOL Oykov. Katd To xpdvo g Tpokafopiopévng
evoldpeong avaivong, o dtdpecog TTP katd tn yopynon covvitvipnng frav 28,9 efdouddeg (95%
CI: 21,3, 34,1), 6mwg a&loroyndnke amod tov gpguvnt ko 27,3 efdouddeg (95% CI: 16,0, 32,1), dmwg
a&loloynnke amd v aveaptntn exttpont aE0AGYNONG KoL fTAY, G GTUTIOTIKA OTULAVTIKO Baduo,
peyorvtepog amod tov TTP, katd tn yopnynon ewovikod pappdkov, Tov 5,1 efdouddwnv (95%

CI: 4,4, 10,1), 6nwg a&loloynOnke and Tov epevvnt kot 6,4 fdouddwv (95% CI: 4,4, 10,0 ), 6mmg
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a&loloynonke and v aveaptntn entponn a&ordynong. H dtupopd otn cuvorikn emPioon (overall
survival, OS) tav 6TaTIGTIKA €VVOTKT Y10 TN covvitvipmn [Adyog kivdvvov (hazard ratio, HR): 0,491,
(95% CI: 0,290, 0,831)]. O kivévvog Bavdatov NTav SAdclog 6Tovg acbeveic TOL GKEAOVG TOV
EIKOVIKOD QUPAKOV £VAVTL TOL OKELOVG TG GOVVITIVIUNG.

Metd v evoldpecn avAALGT OTOTEAEGLOTIKOTITOG KOl ACQPAAELNG, COUP®VO, LE TN CVUCTOON TG
ave&aptntg Emtponnc MopakorovOnone Acedaietog ko Aedopévav (Data and Safety Monitoring
Board, DSMB), mpaypatoromnke dpon g TupAlomoinong tng LeAETNg kot 360nke 1 duvaToTnTa
TpocPacnc o Bepameio oVOLYTIG ETICTLOVOTG LE COVVITIVIUTT] Y10, TOVG aoBeveic 6To oKELOG TOL
EIKOVIKOD QapUAKOL.

Yuvolika 255 acBeveig EAaPav GouvITIVIUTT 6T EAcT TG LEAETNG TG Depameiag avorytg
EMONUAVONG, cvumeptrapufavopévev 99 aclevav mov fTay apyikd oe Bepomeio pe EIKOVIKO PAPUAKO.

H avdivon tov apyikdv Kot deVTEPEVOVIOV KOTOANKTIKOV GNUEIDV GTI GACT 0VOLYTHG ETICHOVOTG
™G LEAETNG, EMPEPaioE TO OMOTEAEGUATO TTOV TPOEKLYAV KATH TN XPOVIKH OTIYUN TNG EVOIIUEOTC

avdAivong, 6mwc eaivetor otov [ivoka 2:

Hivaxkag 2 Tgpiinyn koToAnkTIKOV onueiov onotelespotikétnrog o GIST (ITT winbvopdc)

Awthé-ToQAn Oepameio”
Awdpecog (95% CI) Adyog Ktvovvou O¢gponcia
Kotolnktiko 0106TAVPOVUEVI|G
Xnpueio onaoag pe
Ewkoviké ELKOVIKO
Sutent Ddappoxo (95% CI) Twn p Qappoxof
HpoTapykd
TTP
(efoopadec)
Evoidpeco (27,3 (16,0, 32,1)| 6,4 (4,4, 10,0) 0,329 (0,233, < 0,001 -
0,466)
Tehko 26,6 (16,0, 32,1)| 6,4 (4,4,10,0) 0,339 (0,244, < 0,001 10,4 (4,3, 22,0)
0,472)
AgUTEPEVOV
PFS
(efdouddeg)”
Evoidpeco (24,1 (11,1, 28,3)| 6,0 (4,4,9,9) 0,333 (0,238, < 0,001 -
0,467)
Tehko 22,9 (10,9, 28,0)| 6,0 (4,4,9,7) 0,347 (0,253, < 0,001 -
0,475)
ORR (%)?
Evoidpeco | 6,8 (3,7,11,1) 0() NA 0,006 -
Telko 6,6 (3,8, 10,5) 0(-) NA 0,004 10,1 (5,0, 17,8)
OS
(epdouddec)”
Evoidpeco - - 0,491 (0,290, 0,007 -
0,831)
Tehko 72,7 (61,3, 83,0)| 64,9 (45,7, 96,0) 0,876 (0,679, 0,306 -
1,129)

Yvvtpnoeic: CI=ddotnpa epmiotocdvng, ITT=ue mpodbeon yio Oepaneio, NA=dev epappoletar, ORR=n0c00106
OVTIKELEVIKNG avTomokpiong, OS=cuvolikn emPimon, PFS=ehedBepn npoddov vocov emPicvon, TTP= ypdvog
£wg Vv e£EMEN ™S VOGOU.

@ Amoteréopata SimAd TvAng Bepaneiog mpoépyovion omd ITT TAnBuoud Kot KatdmY YPNoNG OKTIVOAOYIKNIG
pétpnong, 6Tmg appolet.

p Agdopéva amoTELEGHOTIKOTNTOS Y10, TOL 99 dtopa mov petéfnoay and 1 Oepameia pe E1KOVIKO PAPLOKO OTN
Oepameio pe Sutent, petd v dpon tng Tvpronoinong. H d6om évapéng emavakabopiotnke Katd
Suotadpwon Kot ot aveAvoels arotedecpatikotnTog faciotnkov oty a&loldynon Tov EPELVITY.

v O1 Suapecot apBpoi PES avabewpnOnkav Pacet evog enavaAnmtikod VTOAOYIGHOD TOV TPOTAPYIKOV
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dedopévarv.

Ta amoteléopata yion 1o ORR divovtal g m0c0oto Twv achevav pe emPeforopévn avtondxpion pe 95%
CL

H duapeon emPiomon dev giye emrevybel yroti ta dedopéva dev elyov akoun ovomtuyel.

H diapeon OS otov ITT nAnboouod frav 72,7 efdouddeg kot 64,9 gfdondadsc (HR: 0,876, 95% CI:
0,679, 1,129, p=0,306) ota GKEAN TNG GOVVITIVIUNG KOLTOV EIKOVIKOD PAPUAKOD, aVTIGTOLYN. L€
LTIV TNV 0VAALGT), TO GKEAOG TOV EIKOVIKOD (apuakov TepteAdufove avtovg Toug acheveic mov
TUYOOTOMONKAY GTO EIKOVIKO PApUaKO, 01 oToiot Elafav erakolobbmg Bepameio avoryTng
EMIGTLLOVONG L€ GOVVITIVIUTT).

Ocpameio. y10. LUETATTOTIKO VEPPOKVTIOPIKO KOPKIVIOUO. TOD Jev Exel vroPinlel ae mponyovuevn Oepomeio
Mia, Tuyotomomuévn, TOAVKEVTPIKY, o1e0vig uekétn @daong 3, pe okomod v a&loAdynomn g
OTOTELEGLLOTIKOTNTOG KOl 0CQAAELNG TNG COLVITIVIUTNG, 6€ oOyKpilom pe tnv IFN-a, dieényon oe
acBeveic pe MRCC, ot omoiot dev giyav Adpel mponyovpevn Bepaneio. Entakdciol mevivta acbeveig
TuyotomomOnkay 1:1 ota okéln Bepomeioc. EAafav Oepaneia gite pe covvitviumm, oe
emovarapBovopuevoug kKokAovg 6 efdouddwv, Tov arotelobvtay amd 4 fdouddsg yopnynong omd
otopatog 50 mg nuepnoimg Kot akolovbmg dtaxonn 2 efdopddwv (Zynua 4/2) eite IFN-a,
XOPMYOVUEVT G VTOSOPLA £vEST) T®V 3 ekatoppvpiov povadmv (million units, MU) v mpmt
efdoudoa, 6 MU ) devtepn efdoudda kot 9 MU v tpitn efdopdado Kot Katdmy o€ 3 un d1odoytkeg
nuépeg kaOe fdopdoag.

H dapeon ddpketo g Ogpaneiog ntav 11,1 uivee (edpog: 0,4 - 46,1) yo ) Oepameio pe
covvitviunn kot 4,1 ufveg (evpog: 0,1 - 45,6) yuo ) Oepameio pue IFN-a. AvoaeépOnkov coPapég
avemBounteg evépyeteg, oxetilopeveg pe tn Oepaneio (treatment-related serious adverse events,
TRSAES), 610 23,7% t0v ac0evdv mov Aduovay couvitvipmm Kot 6to 6,9% tov acbevav mov
Aappavay IFN-o. Qot660, T0, 10606TA S10KOTNE AdY® averiBountov evepyelidv ftav 20% yio )
covvitvipnn kot 23% yio v IFN-a. Awaxonég tng docoroyiog cuvéPnoav oe 202 acBeveig (54%) ot
Oepaneio pe covvitvipnn kot o€ 141 acBeveic (39%) oe Oepaneia pe IFN-a. Mewiwoeig tng docoroyiag
ovvéPnoav oe 194 acBeveic (52%) og Bepaneia pe covvitvipmn kot o€ 98 acbeveic (27%) oe
Oepaneia pe IFN-a. Ot acBeveig mapépevay o Oepameio péypt v emdeivmon g vooov 1 Tnv
amocvpon omd T peAétn. To TpoTapyikd KATaANKTIKO oneio arotelecpatikotntog nTav n PES.
Mo oyedtaopévn evolaueoT avaivon £0e1EE Vol GTAUTIGTIKG OMUOVTIKO TAEOVEKTILLOL Y10 TT
covvitwviunn évavtt g IFN-a. Ze ooty ) perlém, n dipeon PFS yia v opdda mov €hafe
Oepaneio pe covvitvipmm ntav 47,3 gfdouddeg, oe suykpion pe 22,0 BSopddEg Yio TNV OpAdA TOL
éhaPe Oepoameio pe IFN-a. O HR ftov 0,415 (95% CI: 0,320, 0,539, tyunq-p <0,001). Ao
KataANKTika onpeio cvumepieraupavay o ORR, v OS kat v acedieto. H Pacikn aneikovioTiky
a&10AdynoN SKOTNKE 0pOD EMLTEVYONKE TO TPOTAPYIKO KATOANKTIKO ONLEl0. TNV TEMKT avdAvon,
10 ORR, 6mwg kabopiotnke amd v a&loAdynon tov epevvntov, ntav 46% (95% CI: 41%, 51%) 1w
10 ok€Aog TG covvitvipmng kat 12,0% (95% CI: 9%, 16%) yia 10 okéhog TG IFN-a (p<0,001).

H Bepaneio pe covvitvipnnm cuoyetiotnke e pokpotepn eniPioon coykprrikd pe v [IFN-a. H
dtapeon OS frav 114,6 gfdouddeg yuo to okélog tng Oepameiag pe covvitviumn (95% CI: 100,1,
142,9) ka1 94,9 eBdouddeg yia to oxérog g IFN-a (95% CI: 77,7, 117,0), pe Adyo kvdvvou 0,821
(95% CI: 0,673, 1,001, p=0,0510 pe un dwwotpopotikd log-rank).

Ot cvvorikéc PFS kot OS mov mapoatnphnkay otov ITT mtAnbuoud, 6mng kabopicmnkay amd
Bao1KY| OTEIKOVIGTIKY, EpYOOTNPLOKT 05l0AdYN oY, cuvoyilovtot otov [Tivaka 3.
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Mivaxag 3 - Mepiinyn katainkTik@v onueiov mRCC mov dgv £l vwofin0ei o mponyovpevy
Ogpancio (ITT TAinBuvopdc)

Iepiinymn ered0epng TP0oO6IOL VOGOL Yovvitwvipan (N = 375) IFN-a

empioong (N =375)

Atopa yopic emdsivmon vocov i) Odvato [n 161 (42,9) 176 (46,9)

(%0)]

Atopo TV omoimv 1 VOG0 EMSEVOONKE 1 OV 214 (57,1) 199 (53,1)

méBavav [n (%)]

PFS (efdoudoeq)

Tetapmmuopo (95% CI)
25% 22,7 (18,0, 34,0) 10,0 (7,3, 10,3)
50% 48,3 (46,4, 58,3) 22,1 (17,1, 24,0)
75% 84,3 (72,9, 95,1) 58,1 (45,6, 82,1)

Mn S10GTPOUATIKY AVOAVOT

Adyog kivdvvou (covvitvipmn évavtt IFN-a) 0,5268

95% CI yia Adyo kivohvou (0,4316, 0,6430)

T p “ <0,0001

Mepiinyn ovvoiiknig empPioong

Atopa yio To omoia dev £xEl KaTaypapel 185 (49,3) 175 (46,7)

Oavatog [n (%)]

Atopa yio Ta omwoia el Kataypagel 0avotog 190 (50,7) 200 (53,3)

[n (%)]

OS (gfdouddec)

Tetaptmuopro (95% CI)
25% 56,6 (48,7, 68.,4) 41,7 (32,6, 51,6)
50% 114,6 (100,1, 142,9) 94,9 (77,7,117,0)
75% NA (NA, NA) NA (NA, NA)

Mn S106TpOUATIKN avaAvon

Adyog kivdvvov (covvitivipmn évovtt IFN-a) 0,8209

95% CI y10 Adyo kivdhvou (0,6730, 1,0013)

T p 0,0510

Yvvrunoelc: CI=ddotpa eumiotocvvng, INF-a=wteppepovn droa, ITT=ue tpddeon yo Oepaneio, N=ap1Buog
acBevav, NA=dev epappoletar, OS=cuvolkn emPinon, PFS=gievBepn mpoddov vocov emPimon.
*  Boaowopévo og pia dokipacio log-rank 600 katevfivoewy.

Metoorotiko avOektid T KOTOKIVES VEPPOKDTIOPIKO KOPKIVWUA

Mio, pedét @dong 2 e covvitviumng 01eénydn o acbeveic mov NTav avlektikol 6Ty Tponyoduevn
Oepameio pe kvtokiveg, N omoio mepleAduPave tn yopnynon wiepievkivng-2 1 IFN-a. EEqvto tpeig
acBeveic Elafav wg d6on Evapéne 50 mg covvitvipmng omd oTopaTog, o opd TV nuépa, yuo 4
ouveyOUEVES EfOOUAdEC Kot LETE akoAoVONGE TTEpiodog dtakomnc g Oepameiag didpketog 2
eBdoUddwV, yioL TNV OAOKANP®GN VOC TANPOLS KOKAOL 6 Bdouddmv (Zynua 4/2). To kbpilo
KOTOANKTIKO onpeio a&loddynong tng amoterecpotikotntog nrov o ORR, Bacel tov Kpumpiov
A&oloynong g Avtanokpiong ent Zvunayov Oykev (RECIST).

e auThV TN UEAETT), TO TOGOGTO OVTIKEWEVIKNG avTomdkpiong nrav 36,5% (95% CI: 24,7%, 49,6%),
evo o ddpecog TTP tav 37,7 efdopddeg (95% CI: 24,0, 46,4).

Mio, emiBePatmTikng, avoryTNG ETICNUAVONGC, EVOC OEPaTEVTIKOD GKEAOVC, TOAVKEVTIPIKY UEAETY, VX
TNV EKTIUNON TNG OMOTEAECUATIKOTNTOG KoL TNG AOPAAELNG TNG covvitvipmng deénydn oe acbeveig pe
MRCC, ot onoiot tav avBektikol oty mponyovuevn Bepamneia pe kutokiveg. Exatov €61 (106)
acOeveic Elafav TovAdyiotov pia 660m covvitvipmng S0 mg 6to TAMico ToL Tyuatog 4/2.

To kbp10 KataAnKTIKO onpelo aloldyNoNG TNG AMOTEAECUATIKOTITAG AVTNG TNG LEAETNG N)TAV TO

ORR. Agvtepevovta katoAnktikd onpeio tepelauPavoy tov TTP, tn didpkeia oviandkpiong (DR)
Ko v OS.
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e autv T perérn, 1o ORR Ntav 35,8% (95% CIL: 26,8%, 47,5%), evd dev eiye axoun emttevydei n
dtdpeon DR kot OS.

Haykpeatixol vevpoevookpivikoi 0ykol

Mia VTOGTNPIKTIKT], OVOIKTNG EMONUOVOTG, TOAVKEVTPIKT] peAéTn Pdong 2, a&lohdynoe v
OTOTELECUATIKOTNTO KOl TNV AoPAAELR TNG povobepameiag pe covvitvipnn 50 mg nuepnoing, oto
mAaicto tov Zyfuotoc 4/2, e acleveic pe aveyyeipnto pNET. Ze pio kodptn 66 acbevav pe
VNOW0KE KOTTOPO TOYKPENTOG, TO TPWTAPYIKO KUTOANKTIKO OTUEIO TOV TOGOGTOV AVTATOKPIOTS
Nrav 17%.

Mia, TpOTOPYIKT, TOAVKEVTPIKT], SIEOVNG, TUYOOTOMUEVT], SITAG TVEAT, EAEYXOUEVT] UE EIKOVIKO
eappako perétn ®aong 3, povobepaneiog pe covvitvipnn mpaypatoroldnke oe acheveic pe
aveyyeipntovg pNET.

O1 acBeveig émpene va Egovv emPeParopévn tpdodo vocov Baon taov kpitnpiov RECIST, evtog taov
Tponyovpuevev 12 umvov kot tuyatoromOnkay (1:1), dote va Aappdvouv gite 37,5 mg covvitivipmng
pio eopd v Nuépa, xwpig mpoypappaticuévn tepiodo dakomng (N = 86) eite eucovikd eapUaKo

(N = 85).

O KkVp1og otoY0C NTOv 1 cVykplon ¢ PFS og acbeveic mov AMaupavav covvitviumm, évovit acbevov
7oV AduPovay elkovikd appako. AAAo KataAnkTikd onueia mepeddpupavay v OS, o ORR, 11¢
avapepoueveg amd toug AcBeveic Expdaoeig (patient-reported outcomes, PROs) kot tnv acodieia.

Ta. dnpoypagikd otoryeio NToV cLYKPIGIUA LETOED TOV OUAO®V COVVITIVIUTNG Kol EIKOVIKOD
eappakov. Emumiéov, 10 49% tov acBevov mov Adpfoavoy covvitivipmn iyav pun Aertovpyuconc
OYKoVG, EvavTl Tov 52% TV acevov mov Adupavay ikoviko edppako kot o 92% tov acbevov kot
oT0 OVO OKEAN ElY0V NTATIKEG LETOOTACELS.

H yprion avoddywv copatooTativig EMTPETOTAV GTO TAAIGIO TNG LEAETNG.

Yuvolkd 10 66% TV acbevav mov Adpupavay covvitvipmn Aoy TPONYOUUEVT] GUGTNLATIKY
Oepaneia, og cvykpion pe 10 72% tv acbevov mov Adpfovay gikovikd edppoko. EmmAiéov, to 24%
TV acevov mov Adppavay covvitvipnmn giyav AGPel aviloyo coUATOCTATIVIG, GE GUYKPLOT LE TO
22% twv acbevdv mov Adupoavay govikd QApLLOKO.

Hopatnpnnie 6perog e KAVIKT GNUOVTIKOTNTA, OG TPOG TNV, 0EI0OA0YOVUEVT OO TOV EPELVNTY,
PFS ywo ™ covvitviumm, o€ oyxéon pe 1o sikovikd eappaxo. H didueon PFS rav 11,4 uiveg yio 1o
OKEALOC TNG GOVVLTIVIUANG, 6€ GUYKPIOT LE SIGoTNUA 5,5 unvav Yo 10 6KEAOG 1OV AAUPOVE EIKOVIKO
eappako [Aoyog kivovvov: 0,418 (95% CI: 0,263, 0,662), Tyun p=0,0001]. ITapopoia anoteréspoTo
maponpnOnKay 6tav o1 0EI0A0YNCELS TG AVTATOKPLONS TOV OYKOV, TOV TPOEKLY OV BAGEL TNG
epappoyng tav kprtnpiov RECIST o1ig petpnosig tov dyKov amd ToV EpELVNTH, YPTCILOTOI 0KV
v va kaBopiotel n eEEMEN TG vOoov, OTwg eaivetat otov [livaka 4. Euvoikdg Adyog kKivdbvov vmép
NG GOLVITIVIUMNG TopaTPNONKE 08 OAEG TIC VTTOKATNYOPIEG TOV OPYIKAV XOPAUKTIPICTIKAOV TOL
a&loloynOnkav, copmephapupavouévng piog avéivong Paoet Tov apdpod Tmv TPonyodUEVOY
CLOTNUOTIKOV Bepamelmy. ZuvoAikog apBpog 29 acbevov 610 oKkélog TG couviTvipmng kot 24 610
OKEAOG TOL EIKOVIKOD (OpLaKov dev elyav AdPet Kapio tponyovpevn cvotnuatiky Oepaneia. Meta&y
aVTOV TOV 0cdevav, o Adyog Kvévvov yia v PFS ftav 0,365 (95% CI: 0,156, 0,857), p=0,0156.
[Mopopoimg, ueta&d tv 57 acbevdv 610 okEA0G TG covviTviumng (cupreptropufavouévay 28 ue 1
PO YOLLEVT GuoTnUaTIKY Bepameia Kot 29 pe 2 1| TEPIGCOTEPEG TPOTNYOVUEVES GUOTILLOTIKEG
Oepameieg) kot 61 acbevelc 6T0 GKELOG TOV EIKOVIKOD Papudikov (cvureptiapupavouévov 25 ue 1
TPONYOVUEVT GLOTNUOTIKY Ogpameia kKot 36 pe 2 1| TEPIGGOTEPEC TPONYOVUEVES CUOTIUATIKEG
Bepameieg), o Adyog Kivdvvov yia v PFS ftav 0,456 (95% CI: 0,264, 0,787), p=0,0036.

[paypotoromdnke pia avédivon evaicinciog tg PES, oty omoia n tpdodog ¢ vocov Pacilotay
OTIC OVOPEPOUEVEC OTTO TOV EPEVVNTI LETPNGELS TOL OYKOV KOl 6TV 07oia OAot o1 acheveic, To
OEO0UEVO, TV OTOIMV TEPTKOTNKAY Y10, AOYOLS AAAOVG EKTOC OO TOV TEPUATIOUO TNG HEAETNG,
OewpnOnkav og tepiotatikd PFS. Avti 1 avdlvon £dmwaoe pio GuvTnpnTikY EKTIUNoN TOV EMOPUCEDY

25



g Oepameiog pe COVVITIVIUTN Kot VTOGTHPIEE TNV KOPLOL OVAAVGT, ATOdEIKVHOVTAG EVaV AOY0
Kvduvou g tééng tov 0,507 (95% CI:0,350, 0,733), p=0,000193. H kdpra perétn otovg
moykpeotikovc NET dwokdnnke mpowpa, cOUQ®VA LE TN GVGTAOT Hiog aveEdpTnTng EXTPONTNG
TOPOKOAOVONGNEC PAPUAK®V KoL TO TPOTUPYIKO KATUANKTIKO oneio PacioTnke Ty EKTIUNGN TOL
EPELVNTN, KATL TOV EVOEYETOL VO, EYEL EXNPEACEL TIG EKTIUNGCELG (OG TPOG TNV EMIOpaoT TG Bepaneiog.

Me 6160 Vo amokAEIGOEL 1| VTOKEUEVIKOTI T TOV EpEVVITH oTNV ekTiunon ¢ PFS,
TPAYUOTOTOONKE pic TVPAOTOMEVT, aveEdpTnTn, Kevipikn avackonnon (blinded independent
central review, BICR) tov topoypagiov. Avti 1 avackonnon vrootipiée Ty a&loAdynon tov
gpeuvn T, Onwg eaivetol otov Iivaka 4.

IMivakac 4 — Asdopéva amoteieopotikotnroc yio tove pNET otn nedéty ®aonc 3

Hapapetpog Sutent Ewoviké | Adyog Kivovvov Tym-p
OTOTELEGUOTIKOTITOS (N =286) PaproKo (95% CI)
(N=85)

EXed0epn mpoddov vocov emPimon
[dudpecoc, uveg (95% CI)] Paoet
¢ A&loldynong tov Epgvvnti

11,4 5,5

(74,19.8) | (3.6,7.4) 0,418 0,0001

(0,263, 0,662)

Ered0epn mpoddov vocov emPimon
[duapecoc, unves (95% CI)] Paoet
™G a&loldyNnong g avVTamOKPIoNG
oV GYKOL TTOV TPOEKLYE PAGEL TNG
epoppoyns tov kpuenpiov RECIST
oTIS 0ELOAOYNOELS TV OYK®V OO
TOV EPELVNTN

12,6 5,4

(7.4, 16.9) (3.5. 6.0) 0,401 0,000066

(0,252, 0,640)

EXed0epn mpoddov vocov emPimon
[duapecoc, unves (95% CI)] Paocet 12.6 0,315 0,000015%
NG TVQAOTOINUEVNG aveEAPTNTNG (111 ’20 6) 5,8(3,8,7,2) | (0,181, 0,546)
OVOOKOTNONG TOV EKTILCEDMY TOV T
OyK®V

Yuvolikn emiPivon 386 291 0,730
[rapakorobOnon 5 etdv] ’ ’ (0,504, 1,057) 0,0940
[61dpecoc, pveg (95% CI)] (2,6, 56.4) (16,4, 36,8)
IT0600T0 avTIKEPEVIKNG 93

. 5 p
avTOnTOKPIoNG (3.2, 15.4) 0 NA 0,0066

[%, (95% CI)]

Yuvvtunoels: CI=didompa epmiotoovvng, N=ap1Opog aclevav, NA= dev epapudletar, pNET=raykpeaticoi
vevpoevdokpwvikoi dykol, RECIST=kpitrpro a&lohdynong g oviamdkpiong el GUUTOY®V GYKOV.

*Mn otpopotoromuévn dokipacio log-rank dvo kotevbivoemv

P Aorxpacio Fisher’s Exact

26



Tynna 1 — 'paonuo Kaplan-Meier T PFS ot perétn ®aonc 3 og pNET

SUTENT (N=86)
Adpecog 11,4 piveg

Ewovikd pdppoxo (N=85)
Adipecog 5,5 pnveg

[TBavéTTo eEAehBepnC TPOOOOL VOGOoL emificwonc (%)

Ao6yog kvdvvov = 0,42 .
y 107 95% CI (0,26 —0,66) [ L
| P=0,0001 !
0
T T T T T T T
0 3 6 9 12 15 18 21
Xpdvog (Mnveg)

Ap1Oudc acbevav og kivéuvo
SUTENT 86 52 34 20 15 4 2
Ewoviko @éppoxo 85 42 20 9 2 2 2

Yvvtunoeig: CI=6wdotnpa gpmiotoodvig, N=apBpog acbevav, PFS=glenBepn mpoddov vocov emPinon,
pPNET=naykpeatikoi veupoevdokpivikoi Oykot.

Ta. dedopéva yio Ty OS dev oy OGP KATE, T ¥POVIKT GTIYUN TS OAOKAN pmoNg TG ueAétng [20,6
unves (95% CI 20,6, pn enitevén-NR) y1o To 6KELOG TNG GOLVITIVIUMNG, GE GUYKPLOT) LLE TN UN|
emitevén (95% CI 15,5, NR) yia 10 okélog Tov €1KOVIKOD Qappakov, Adyog kivovvou: 0,409 (95% CI:
0,187, 0,894), tun-p=0,0204]. Enueiddnkav 9 Bavotol 6to okéAog TG covvitvipmng kot 21 Odvartot
070 OKEAOG TOV EIKOVIKOD PUPHUAKOL.

Tn oty g damictmong g Tpoddov TG VOGOV, TPUYUATOTOLOVVTIOY APOT| TNG TVPAOTOINGNC TOV
acOevav kot atoug acheveic Tov Adupavay ikoviko edpuako 060nke TpocPacn o pia Egxmpiot
avOLYTH HEAETT EMEKTAOTG L€ COVVITIVIUTY. £2C OMOTEAEG A TG TPO®PTG OLOKANP®ONG TNG LEAETNG,
TPUYUOTOTOONKE APON TNG TVPAOTOINGTG Y10 TOVG LILOAOITOVG aGOeVEIS Ko Tovg 600NKe TPOSPaom
o€ o avotyTn UEAETT| EMEKTAONG LUE COVVITIVIUTN. ZVVOAKd 59 amd Toug 85 acheveic (69,4%) amd to
OKEAOG TOVL EIKOVIKOD (OPLAKOD dlaoTavpddnkay pe Bepameio avoryTg ETGUAVOTG LLE COVVITIVIUTN
UETE TNV TPOOSO TNG VOGO 1 TNV APc1 TNG TVPAOTOINGNG KATA TV 0AoKANpwor TG neAétngc. Ta
dedopéva OS mov mapotnphonkay HeTd amd Tapakolovdnon 5 etdv ot peAétn enéktaong E6e&av
Adyo kvdvvovu 0,730 (95% CI: 0,504, 1,057).

Ta anotedéopota Tov Epotnpatoroyiov yia v Iowdtnto Zomng tov Evporaikod Opyavicpol yia
v Epevva kot ™ Oepameio tov Kapkivov (EORTC QLQ-C30) £dei&av 6T1 11 GUVOMKT, TAYKOGLLO,
oyxetifopevn pe v vyeio wodttog (ong Kot o1 5 Topeic AertovpyikoTnToS (QUOIKT, pOAOL,
GLVOICONUATIKY], YVOOLOKT KOl KOWVOVIKN) dtatnpndnkay yio toug acbeveic mov Elafav Oepaneio e
GOVVITIVIUTY], CUYKPLTIK( LLE TO EIKOVIKO QUPLOKO, IE TEPLOPIGUEVEG CUUTTOUOTIKEG VETIOOUNTEC
evépyeLec.

Mio, moAvebvVIKT, TOAVKEVTPIKT, LOVOD GKELOVC, OVOIKTNG EMoNAVONG, ueAétn daong 4, ue okomd

NV aE0AGYNOT TG OMOTEAEGHOTIKOTNTAG KOl AGQAAELNG TG covvitviumng dieényon o€ acbeveig pe
e€eMoGOUEVO, TPOYWOPNUEVO/IETOCTATIKO, KAAA dlopopomotnpévo, aveyyeipnto pNET.
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Exatov é&1 aoBeveig (61 acbeveic otnv KoOpTN acBevdv mov dev glyav vtoPAndel oe Tponyovuevn
Oepaneio kKo 45 acOeveig otnv KOOpTN peTayevéoTtepng Ypoupng Oepaneiag), ElaPav Oepancia pe
COVVITVIUTN Ot0 GTONNTOC, 6€ 000 37,5 mg pia opd Ty NuUépa, e SYNUE SVVEXODS NUEPTOLUG
xopNyNoNg tov eapudkov (continuous daily dosing, CDD).

H a&oloyovpevn amod tov epevvntn didpeon PEFS frav 13,2 unqveg 1660 610V cuvoAikKo minbuoud
(95% CI: 10,9, 16,7) 660 kol oty K00pTn 0cbevdY TOL deV giyav VITOPANOel o€ TponyovEVn
Oepaneia (95% CI: 7,4, 16,8).

Hodratpicodg mnBuopog
H eumeipio amd ) ¥pron g couviTvViumng o€ Toudtatptkods acbevelg eivat teploptopévn
(BA. mapdypago 4.2).

Mia, pedét @dong 1 ue kKhipdkmon g d0omg TG amd oTOHTOC covviTvipmng die&nydn ot

35 acBeveic mov anotehovvtay and 30 modaTpucovs aobeveig (MAkiog 3 etdv €mg 17 eTdv) Kot

5 veapotc eviaikovg acbeveig (nhikiag: 18 etdv émg 21 eT1mv), pe avBektikovg otn Bepomeio
oLuTayEic OYKovE, 1| TAEIOYNEio TV 0TolMV &iye KOPLA S1AYVOGCT EYKEPUATKOD OYKOV.
[Hopatnpnnie docomeploptoTiKy KOPSOTOEIKOTNTA GTO TPADTO UEPOS TNG LEAETNG, TO OTOT0 KATA
OULVETELD, TPOTOTOWONKE DGTE Vo 0mOKAEIGEL TOVG 0o0EVELG e Tponyouevn ékBeom o€ TBAvVmG
kapdrotoéikég Oepameieg (cuumepthiapufavouévoy TV avlpakukKAV@V) 1 6€ aKTvofoAio, TG Kopoldg.
310 6g0TEPO UEPOC TNG HEAETNC, TTOL cLuTepEAafe acbeveic ue Tponyobuevn avikapkiviky Oepameia,
OALG Y@Pig TOPAyoVTEG KIVODVOL Y10 KOPIIOKT TOEIKOTNTA, 1) GOVLVITIVIUIN TAV YEVIKA OVEKTH KOl
KAMvikd Swaerpioun, otn d6on twv 15 mg/m? pia @opd v nuépo (MTD) 6to Tyfua 4/2. To kovéva,
a0 TO, ATOO, OEV EMLTEVYONKE TANPTG OVTATOKPLION | LEPIKN avVTATOKPLIoN. TTafepn vOGOC
napatnpnOnke o 6 acbeveig (17%). Evag acBevng pe GIST evtdybnke oto eninedo d6omg TV

15 mg/m? yopic vo vadpEouy evdeifelg yia kdmowo dpelog. Ot avem@bunteg evépyeieg mov
mopoTnPHONKaY TOV TUPOUOIEG GUVOAIKA UE EKEIVEG TTOV £xovv TTapatnpnOel oe eviiikeg (BA.
mopdypoeo 4.8).

Mio, pedét avoiktig emtonpavene, ®aong 2 dte&nydn oe 29 acbeveic mov anotehovvtay omd

27 maudratpikovg acbeveic (nAtkiog 3 eT@v £mg 16 £T@V) Kot 2 veapong evijAikovg aobeveig (MAkiog
18 etddv émg 19 etddv) pe yroiopo vyniot Pabuod kaxonbeiog (HGG) 1 emevdopopa. H peiétn
TEPLOTIOTNKE KOTA TOV POVO TNG TPOYPOUUATICUEVNG EVILAUESTG avEALONC, AOY® advvapiog
eA&yyov ¢ vocov. H diapeon PFS fitav 2,3 uiveg oty opdda tov HGG xon 2,7 uiveg otnv oudoo
Tov enevdvpopatog. H didpeon cuvolikr OS ftav 5,1 pveg oty opdda oo HGG ko 12,3 pnvec
TNV OpAd0 TOL emevOLH®pOTOC. Ot o ovyvég (>10%) oyetiloueveg pe ) Bepomeio avemBOUNTES
EVEPYELEG TTOVL avapPépOnKay o€ acbeveis Kot oTIc 600 OpAdEC GUVOLOCTIKG NTAV O HEIOUEVOC aPlOUOC
oVdeTEPOPIL®V (6 acbeveig [20,7%]) kot 1 evdokpavio aipoppayia (3 acbeveic [10,3%]) (PA.
napdypoeo 4.8).

Ta otoyeia and pia perétn @daong 1/2 g omd otépaTog Govvitvipmng mov delnyon oe

6 tardratpikovg acbeveic pe GIST, nlikiag 13 etdv €wg 16 etmv, o1 omoiot EAafov covvitviumn og
docohoyud Zyfua 4/2, og 80c£1g TOL Kupaivovtoy ueta&d 15 mg/m? pio @opd v nuépo Kot

30 mg/m? pio popd TV nuépa, kodog kat ta Sradéciuo dnpoctevpéva dedopéva (20 Tardtorpikoi f
veapoi eviilkot acBeveig pue GIST) vrédei&av 6t 1 Oepameia pe covvitvipmn tpokdiecs
otafepomoinon g vocov og 18 amd tovg 26 (69,2%) acbeveic, petd tnv amotuyio 1| TN U avoyn
oV atwiumn (16 acBeveic pe otabepn voco amd tovg 21) 1 de novo/HeTd amd YEPOVPYIKNH
eméuPoon (2 acbeveic pe otabepn voco amd toug 5). Xt puedét Pdaong 1/2, otabepn vococ kot
e&eM&n g vooov apatnpninke o 3 amd toug 6 acbeveic n kobepia (1 acbevig Elafe
veoemkovptkn Oepaneio kot 1 acBevig EhaPe emtkovpikn wwotvipmn, avtiototya). v ido, pekém, 4
amo6 Tovg 6 aobeveis (66,7%) mapovoiacay oyeTICOUEVES e TN Bepameia avemBOUNTES EVEPYELEG
(BaBpov 3 vropwopataiic, ovdeteponevia kot Opopfonevia og 1 acBevi n kabepio kot
ovdeteponevia Babuov 4 oe 1 acbev)). EmmAéov, avapépbnke og dnpociedoelg 0Tt TapousidoTnKoy
0L TOPOKATO aveTIBOUNTEG EVEPYELEG 0TO PApuako Babuov 3 oe 5 acbeveis: kommon (2),

YOO TPEVTEPIKES OVETLOVUNTEG EVEPYELEG GTO PAPUAKO (CLUTEPLOUPavVOUEVIC TNG O1appolag) (2),
OLLLOTOAOYIKES OVETIOOUNTEG EVEPYELEG GTO PApUaKO (cupmeptlapfavopévng g avaipiog) (2),
yorokvatitda (1), vrepBupeoetdiopog (1) kar frevvoyovitida (1).
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[MpaypoatoromOnke pio pappakokvntiky (PK) kot pappaxoxivnticry/papuarxodvvapikn (PK/PD)
avdAivon TAnbvouov, te GKomo TV TAPEKPOAN TOV KOUTOANKTIKOV GNUEIDOV QApUOKOKIVITIKAG Kot
TOV KOATOANKTIKOV TEMKOV OTUEIOV AGPAAELNG KOl ATOTEAEGUOTIKOTITAG Y10 TI COVVITIVIURY, OE
nodtatpikovg acbeveic pe GIST (mhwia: 6 etdv émg 17 etdv). Avth 1 avdivon Paciotnke og
dedopéva mov cLAAEXONKaY and eviikeg pe GIST 1 cupmayeic Oykovg Kot amd TodTPIKoHS
acOeveic pe ovumayeig dykovg. Me Baon Tig avaAbGELS TV HOVTEA®Y, 1 VEOTEPT NALKIL Kal TO
LIKpOTEPO COUATIKO LEYEDOG deV PAVNKAVY VO, EXNPEALOVY OPVNTIKA TIG AVTOTOKPICEIS MG TPOS TNV
OCQPUAELN KO TNV OTOTEAECUATIKOTNTA TNV €kBeom Tng covvitviumng 6to TAdopa. O Adyog
0PEALOVE/KIVOUVOL TNG GOVVLITIVIUANG 0V PAVIKE VO, EXNPEALETAL OPVNTIKA Ao T vedTEPT NAKiC 1] TO
pikpdTEPO cOUaTIKO uEyebog kot kabodnyeito Kupimg amd v £kbecn TG 610 TAACUA.

O EMA éyel 0dcel amaAlayr omd TNV vIoypémon VITOPOANG TOV OTOTELECUATOV TOV UEAETMV UE TO
Sutent e 6AEg TIC VWOKATNYOPiES TOV TOSIOTPIKOD TANOLGLOD Yia TN Oepameio TOL VEPPLKOD
KOPKIVOUOTOG 1 TOL KOPKIVOUOATOG TG VEPPIKNG TuéAov (ne e€aipeon To veppofricTmua, )
VEQPPOPAACTOUATMGT, TO SL0VYOKVTTAPIKO GAPKMUO, TO LEGOPAACTIKO VEQPOLLA, TO VEPPIKO
HULEADOEC KapKivoua Kot ToV paPoosdn dyko Tov veppov) (BAEre Tapdypago 4.2).

O EMA éye1 0cel amaAloyr] omd TNV LToYPEMGT VTOPOANG TOV OMOTELECUATOV TOV LEAETMV UE TO
Sutent cg 6Agg TIC VWOKATNYOPiES TOV TOISITPIKOD TANOLGLOD Yia TN Oepaneio TV YUOTPEVTEPIKDV
KO TOYKPEATIKOV VEVPOEVOOKPIVIKAOVY OYKmV (Ue e€aipeon o vevpoPAdoTopa, TO VEVPOPAICTO
yoyyMov Kot 1o eooypopokvtoud) (BAéne tapdypopo 4.2).

52 @oappokoKivnTiKES 1O10TNTES

H PK ¢ covvitvipmng ektunOnke og 135 vyieic eBehovtég ko 266 acbeveic pe ovumayeig dykovg. H
PK Atov mopduoia og 6A0v¢ ToVg TANOLOUOVG e GupmayEic 0YKOLE ToV EAEYYONCaY, KaOMOG Kol og
vyleig ebehovtéc.

310 6060A0Y1IKO €0po¢ 0o 25 £wg 100 mg, 1 eMPAVELN KATO 0O TNV KOUTOAT GUYKEVIPWOOTG GTO

T aopa-xpdvov (AUC) kot 1 Cmax avdvovton avaroykd pe tn 86om. Kotomy emavolopufoavopevng
KaOnpepPIVIAG YOPNYNONS, 1| COVVITIVIUTN CLGCOPEVETAL GE 3TAACIES £WG 4TAAGIEC TOGOTNTEG, EVM O
KOP10G OpacTIKOC PETAPOAITNG TG CLCCWPEVETAL 68 TTAdC1ES £wg 10mAdoieg mocdtTeg. Ot
GLYKEVTPMGELC TNG COVVITIVIUANG 0T 6TafEPOTOINUEVT] KATAGTOOT KOl TOV KDPIOV dPOGTIKOD
petafoiitn g emttvyydvovtor evtog 10 éwg 14 nuepdv. 'Emg tv Huépa 14, ot cuvdvacpéveg
GULYKEVTPMGELS TNG COLVITIVIUANG KOt TOL dpaoTikob petafoiitn g oto mAdopa eivar 62,9- 101
ng/ml, Tov aTOTELOVV TIC GLYKEVTIPMGEIC-GTOYO, Ol OTTOIEC TPOPAETOVTAL 0T TO TPOKAIVIKA SESOUEVDL
OTL AVOGTEAAOVY T1 QOCPOPVAIMGT] TV VITOOOYEWDV In Vitro Kol EYOVV MC OTOTEAECUA TV
aVaGTOAN/Ieimon g avamTuéng Tov dykov in vivo. O kKbplog dpacTikog petafoiitng amoteAel 1o
23% £w¢ 37% g ovvolkng kBgomng. Agv mapatnpodvTol onpavtikég petaforés otny PK g
COVVITVIUTNG 1 TOL KVPLOL SPAGTIKOV UETOPOALTY, KATE TV ETavorapuPavopuevn Kobnuepvi
XOPNYNON M TN YOPNYNOoN EXOVOLAUPAVOUEVOV KOKAMV GTO SOGOAOYIKA GY1LOTO TTOV SOKIUACTNKOV.

Amoppoonon
Katd v amd otopatog Aqyn mg couvitvipmng, ot Crax Tapatnpovvtot cuvidwg and 6 £og 12 mpec
TOV YPOVOL £mG TN UEYIGTN GLYKEVTP®OT (tmax) LETA TN XOPNYNOT.

H tpoen| dev éyxel kapia enidpacn ot ProdobecttdTTa TG GOVVITIVIUANG.

Kotavoun
H in vitro mpdc6decmn TG COVVITIVIUING Kot TOV KOPLOV dpacTIKOD LETAPOAITN TG OTIC TPMTEIVEC TOV

avBpomvov TAdcopatog, nTov 95% kot 90%, avtictorya, yopic eavopevikn eEdptnomn and
ovykévipmon. O eawvdpevog 6ykog katavoung (Va) yio tn covvitvipmn ntav peydiog, 2230 1, yeyovog
OV VLOONADVEL KATAVOUT GTOVG 10TOVC,
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Metofolkég aAAnAemdpdoslg

Ot vohoyiopéveg in vitro Tyég g otabepdg avaotoing (Ki) yio OAeg TG 160HOPPEG TOV
kutoypopatog P450 (CYP) mov ehéyybnkav (CYP1A2, CYP2A6, CYP2B6, CYP2CS, CYP2C9,
CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 xau CYP4A9/11) £dei&av, OTL 1] GOLVITIVIUN KOl O KOPLOG
dpaoTiKog petafolritng tng dev elvar mBavo va TPOKAAEGOLVY TNV OVOGTOAT TOL UETABOAIGLOV, GE
KOVEVOY KAMVIKG onuovTikd Badpd, GAA®V dpacTIK®Y 0VGIMV TOV UITOPOVY VO LETAROAGTOOY Omd
avtd to Evlopa.

Buopetaoynuotiopog

H covvitwvipmn petaforiletor kvpiong and to CYP3A4, v woopopery CYP, mov mapdyst Tov koplo
OpaoTiko petaforitn g, decatBui-covvitviumn, o omoiog 6Tn cuvéyelo petaforileTon TEpAITEP®
a6 To 1610 160évivpo.

H tavtoypovn xopnynomn g couvitvipmng [e 1oyvupois enaywyeic | avaotoreis tov CYP3A4 npénet
VO OTTOQEVYETAL, KOOMG TO, ENXLTESA TAAGUATOG TG COVVITVIUANG Uropel vo petafAndodv (BA.
mopaypdeovg 4.4 ko 4.5).

Amofoin

H amékkpion yivetar kvpiong ota kKOTpava (61%), evd 1 amoPoir] apeTPANTOV SPUCTIKGV OVCIOV KOl
TOV PETAROAMTOV amd TOVG VeQPOoUg avépyetal 6To 16% ¢ yopnynbeicag doone. H covvitvipmm kot
0 KOP10¢ OPaOTIKOC LETOPOALTNG TNG, NTAV Ol KUPIEG OVGIEC TOV EVIOTIGTNKOV GTO TAAGUA, TO 0VPQ
Kot To KOTPOva, oviumrpocwnevovtag to 91,5%, to 86,4% kot 1o 73,8% tng padievépyelag, og
oLVOLACHEVE OEtyoTa, avtioTolyo. MetafoAiteg uikpoTEPTG ONUOGING EVTOTIOTNKAY GTOL 0VPO. KO TO.
KOTPOVa, OAAGL, G YEVIKEC YPOUUES, Ogv evTomioTnKay 610 TAGGHo. H cuvolikn omd otopatog
kd0apon (CL/F) frav 34 - 62 /opa. Metd v and otopaTog Yop1ynomn os vylelg eBehovéc, ol ypovor
NuEONG TS COVVITIVIUANG KOl TOV KUPLOV dpacTIKoD decatBuld-petaforitn g eivan mepimov 40-60
opeg kot 80-110 dpeg, avtioTorya.

2VyYopNYNoN UE QOPUOKEVTIKG TPOTidvTa oV givar avactoleic tng BCRP

In vitro, 1 covvitvipmn givol vIdcTPpOUE TOV peTaPopén ekpong ovoldv BCRP. Tt pehétn
A6181038, 1 cuyyopnynon g yeprvipmng, vog avaotoréa tng BCRP, dev odnynoe e khvikd
onuovtikn enidopaon otn Crax Kot TV AUC y1o T GOOVITIVIUTN 1] TO GUVOAIKO PAPLOKO
(covvitvipumn + petafoAimc) (BA. mapdypago 4.5). Avti 1 LEAETN NTAV UK TOAVKEVTPIKT], OVOIKTNG
emonuavong perém, daonc 1/2, mov e&étale ™V 0oQUAEIN/AVEKTIKOTNTA, T LEYIOTN AVEKTH dOGM
KO TNV OVIIVEOTAQGUATIKY SPACTIKOTITA TNG COVVITVIUTNG, G€ GUVOVAGUO LE TN YEQUTIVIUAT, GE
dropa pe MRCC. H PK ¢ yeprtivipmng (250 mg nuepnoimg) kot g covvitvipmng (37,5 mg
[Kodptn 1, n=4] 1} 50 mg [Kodptn 2, n=7] nuepnoing, oe Zynua 4 epoopdadmnv Oepaneiog,
axolovBovpuevo amd 2 gfdouddeg drakonng g Bepaneiog), aloloynnke, wg devtepelmV GKOTHS TG
UEAETNG, KaTd TN cvyyopnynomn toug. Ot aArayég otig PK mapapétpoug tng covvitvipmng dev ftav
KAVIKG GNUOVTIKEG Ko dgV VITESEIEAY Kapio aAAnAeniopaon uetaéd eapudkmy. Qo1600,
Aappdvoviog vToyT Tov oXETIKA XauUnAo apdud tov acbevav (dnAadr, N=7+4) kol ) petpiov-
peydlov Pabpov petafAntotnta peta&d achevdv oTic PopUAUKOKIVITIKEG TOPOUETPOVS, OTALTEITOL
TPOCOYN KUTA TNV EpUnveio Tmv gupnuateov tov PK aAinienidpdoemv petald @opuakov amd oty
TN peAé.

Ewwotl tAnbvopuol

Hrozixn dvaleirovpyio

H covvitvipmn kou o xdpilog petafolritng g petaforiloviot Kupimg amd To NTOP. ZVCTNUATIKES
ekbéoelg, énerta omd dmal 6061 GOVVITIVIUING, NTOV TOPOUOLEG GE GTOUA. LIE T 1 LETPLOL TTTOTIKT
dvoiertovpyio (Child Pugh Katnyopia A kot B), Guykpitikd pe Gtopa L QUGIOAOYIKT NTATIKN
Aertovpyia. To Sutent dev €yetl peletnBel oe dropa pe cofapn nrotikn dvciettovpyia (Child-Pugh
Katnyopia C).

Amb TG pehéteg oe aobeveig pe Kapkivo anoxkieiotnkav ot acBeveic pe ALT  AST > 2,5 x ULN
(avotepa puotoroywd 6pla) 1 > 5,0 x ULN, epdcov opeilotay o€ HETASTACN GTO NTTap.
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Negpixn dvoiertovpyio,

Ot PK avoivoeig tov minBuopov, £dei&av 6t n eawvopevn kabopon (CL/F) tng covvitvipmng dev
emnpedotnKe amod v kdBapon g Kpeativivng (creatinine clearance, CLcr), evtdg Tov €0POLE TIUDY
mov a&loloynonke (42-347 ml/Aentd). O cuomuoTikég ekBéoelg, et amd pia 6061 GOVVITIVIUING
Nrtav mapouoteg o dropa pe cofapn veppikn dvoiertovpyia (CLer < 30 ml/min), cuykpiTikd pe
dropa pe uotoroyikn veppikn Aettovpyia (CLer > 80 ml/min). Av Kot 1) GOVVITIVIUTT KOl O KOPLOG
petafoAing g dev amePAndncav pécm g alpodoiong, o€ acbeveic ue ESRD, ot cuvolikég
ovoTNUHOTIKEG ekBEcelg NTav yaunAdtepeg katd 47% Yo T covvitvipnn kot 31% yia tov KOp1o
UETAPOAITN TNG, CLYKPITIKG LLE ATOUO LE PVCLOAOYIKY| VEPPIKT AtTovpyia.

2ouotiko fopog, KoTaoTaon IKAVOTHTOS

Ot PK avoiioelg tov dnpoypapik®dv 6Totyeimv Tov tAnbucuov, deiyvouv 0Tt dev gival amapaitnTeg
TPOCAPUOYEC TNG 0OGNC EVAPENG Y1 TO COUATIKO BAPOC 1| TV KATAGTOOT IKAVOTNTAG KOTO TNV
Avatolikn Xvvepyotikn Oudoa Oykoroyiog (Eastern Cooperative Oncology Group, ECOG).

Dolo

Awbéoua dedopéva deiyvouv 0Tt ot yovaikee mihavdv va Exovv mepimov 30 % younAdtepn eavouevn
kdBapon (CL/F) tng covvitvipmng and toug avopeg, ®oTdG0 a1 dlapopd dev amortel
TPOCAPUOYEG TV OOCEWV.

Houdrarpiog ninBoouog

H epmepio amd ) ¥pron g couviTvipmng o€ TodloTpikovg acbeveig eivarl teplopiopévn (PA.
mopaypao 4.2). Ot PK avoivceic tAnfucpod oe pio cuyKeVIp@TIKY OUad0, de60UEVOVY o
eviAkoug aoBeveig pue GIST kot cupmayeic 0YKovE Kot ToudloTpikovg acheveic pe cuumayeig 0yKovg
oloxAnpodnkayv. [IpaypatonomOnkav Babaieg avaiboelg LOVIEADY GUVIIOKDUOVGNG, Y10 TV
a&loldynon g enidpaong TG NAKING Kol ToV OUATIKOD HeYEBOLS (CLVOAIKO COUATIKO BAPOc 1)
TEPLOYN EMUPAVELNG COUATOS), KAODG Kot GAA®Y GUUUETAPANTOV OTIG onuavTikég Topapuétpoug PK
Y10l TN GOVVITVIUTN Ko TOV gvepyd petafolritn g Metald tov ovppetapintdv mov eégtdotKay, e
oyxéon pe v Nikio Kot 1o copatikd péyebog, N nAkio Tov pio GNUOVTIKY GCOUUETOPANTY Yo TN
eowvopevn kabopon e covviTvipang (660 ukpdTEPT 1 NAIKIN TOL TOSLUTPIKOV 060EVT, TOGO
younAoTepN N ovouevn kdbapon). [opouoimg, N TEPLOYN EMMPAVEING COUNTOS NTOV LI CT)LOVTIKY
GUUUETOPANTN Yo TN QovOuevn kKaBapon Tov evepyoL petafolritn (660 pikpdTEPN 1 TEPLOYN
EMPAVELNG COUATOG, TOGO YOUNAOTEPT 1] PovopeVT KaBopon).

Emumiéov, pe Bdon pa evomompévn tinbucokn PK avédivon cvykevipotikmv dedopévev ond

3 randrotpikég pehétes (2 mandlotpikég LEAETEC cupmaydV OyKov kot 1 Todwarpikn peiétn ywo GIST,
nMkieg: 6 etav ¢ 11 etdv ko 12 et0v €mg 17 etmv), n meployn emipdvelog codpotog (body surface
area, BSA) xotd v évapén g Oepameiog, NTov Uio GNUAVTIKT COUUETOPANTH TNG QOIVOUEVNG
KAOaponG TS COLVITIVIUTNG KoL TOV dpaoTkoD petafoAitn te. Bdoetl avthg g avdivong, pio doom
nepinov 20 mg/m? nuepnoing o mardorpicong acdeveic, pe Tipuéc BSA peta&d 1,10 kon 1,87 m?,
OVOUEVETOL VO TOPEYEL EKOEGELC TNG COVVITIVIUNG KO TOL SPAGTIKOD LETOPOALTN TNG 6TO TAGGUA
ovykpioweg (HeTa&d 75 ko 125% g AUC) pe avtég tov evniikov pue GIST otovg omoiovg
yopnyeitar covvitvipmn 50 mg nuepnoiog, oto Zynua 4/2 (AUC 1233 ng.hr/ml). Ze modiatpucég
neAéteg, n apykh 86om covvirviumng frav 15 mg/m? (Béoet nv MTD mov npocdiopictnke 6tn
peiétn @dong 1 pe Khapdkmon g 66omg, PA. Tapdypao 5.1), Tov o TodtaTpKods 0cOeveig e
GIST avénonke og 22,5 mg/m? kot emakoiovdo o 30 mg/m? (ywpic vo vrepPaivel T cuvolkn doon
Tov 50 mg/muépa), pe Bacn to TPoPik acPULENG/AVEKTIKOTNTAG TOV eKdoToTE 0iebevoic. EmmAdov,
oOLEOVA e TN ONuoctevuévn PiAoypaeio o Tadiatpikovg acbeveic ue GIST, n vroloyiouévn
apyukf 86om kopavonke omd 16,6 mg/m? £mg 36 mg/m?, avéavouevn ot dooelg £m¢ kat 40,4 mg/m?
(xopic va vrepPaivel T cuvorikn 66on TV 50 mg/Mmuépa).

5.3 Ipoxiivikd dedopéva yia TNV a6QaArEL0

e peréteg 1o&IKOTNTOG ETUVAAAUPOVOUEVOV dOGEMV, dAPKELNG £0C 9 UNVAV, Ol 0TTOTEC
TPUYUOTOTOONKAY GE APOLPAIOVE Kal TONKOVS, 01 KUPIEG EXOPAGELS GTO OPYAVO-GTOYOVG
EVTOTIGTNKOAY GTO YOOTPEVIEPIKO COANVA (ELETOG KAl S1ippoLe. GE TOKOVC): OTA EXVEPPIdILL

(cvueopnon KoV apoppayio. TOL AOLOV GE APOVPAIOLE Kot TONKOLE, UE VEKP®OOT) akoAovBoluevn
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oo tvoor 6€ apovpaions): 6TO ALOAEUPOTOTIKO GUGTN IO (VTOKVTTAPIKOTNTA TOL HVEAOD TOV
00TAV KOl EAATTMON TNG AEUPIKNG AEITOVPYing TOV OO0V AdEVa, TOV CTANVOG KOl T®V AEUPASEVMV):
oV e€mKpv Loipa TOV TOYKPENTOS (ATOKOKKIMGT KUYEAMOMTMV KLTTAP®V UE VEKPMGT
UELOVOUEVMY KVUTTAPMV): GTOVE GLEA0YOVOUG adéVEC (vrtepTpoia AoPiwv): oTig apfpmGEIC TV 06TV
(méyovon g avénTikng Lovng): otn untpa (aTpoic) Kot Tig wobnkeg (LELUEVN avaTTLEN
wofviaxiov). Ol ta gupLaTa EVTOTIGTNKAY GE KAMVIKG ONUOVTIKE Enimeda £KOeoNC TG
covviTviumng oto TAdopa. EmmAéov emdpdoeic mov mapatnpndnkay oe dAleg peétec,
neplerdpupavay: mapdtacn tov daotipatog QTc, peiwon tov LVEF kot atpogia tov omepuatikdv
oOMVOPIOV TOV OpYE®V, AOENCT LECAYYEWNKNG OVGING OTOV VEQPO, d1Loppayic Ao TOV
YOGTPEVTEPIKO COANVA, OUoppayio. TOL BAEVVOYOVOL TOL GTOUNTOC KOl VITEPTPOPIN TOV KLTTAP®Y TNG
POl vropuonc. Ot petaforég otn untpa (aTpoia evoountpiov) kot v avéntikn (dvn Tov
00TV (Téyvvon g avENTIKNG (dVNe 1 dvoTAacia Tov XOvdpov) Bewpeitan 6Tt oyeTilovTal e
(QOPUAKOAOYIKT dpdon TS covviTvipmng. To meplocoTEPH OO OV TE TO ELPTLLATO NTAV AVACTPEYLLN
uetd omd 2 g 6 efdouddeg ywpic Oepameio.

T'ovoto&wot o

H yovoto&ikn duvatotnta e covvitvipnng aéloloyndnke tdco in vitro 66o kot in vivo. H
covviTvipmn dgv ftav PHETOAAAELOYOVOG o8 PaKTNPLlo KOTA TV EVEPYOTOINGT) TOV HETAPOAIGHOD HECH
Nnatog apovpaiov. H covvitvipnn dev mpokdiece dOMKEG XPOUOCOUIKEG TAPEKKAICELS OTA
avOpOTIVO AEUPOKVTTOPO TOV TEPLPEPIKOV aipatog in vitro. [lapatnpnOnke molvmAogidia
(apOUNTIKES YPOUOCMUKES TOPEKKAIGEIC) 0TO AVOPOTIVE AEUPOKVTTAPO, TOV TEPLPEPIKOD QiLOTOC in
Vitro, T6GO KOTA TNV TOPOVGia, OGO Kol KATH TNV amovsio evepyonoinong tov petafoiiopov. H
covviITviumn dgv mpokdAese pNéEN TOV YPOUOCOUATMOV GTOV HVEAD TOV 0GTAOV TOV APOVPUI®Y in VIVo.
O KVP1OTEPOG dPUCTIKOG PETAPOAITNG eV eKTIUNONKE Yio SuVATOTNTO, YEVETIKNG TOEIKOTNTAG.

Kopxivoyéveon

Y pio pedé kabopiopod e kiipaxog g 66ong (0, 10, 25, 75 1 200 mg/kg/Mmuépa), didpketog 1
unva, pe ypnon kabetmpa otoudyov kot pe CDD o€ diayovidiaxobe movtikobg rasH2, mapatnpnbnke
Kapkivope kot vrepriocio Tmv adévav Brunner Tov dwdekaddkTuAoL Le TNV vyniotepn 66om (200
mg/kg/muépa) Tov SOKIUACTNKE.

[paypotomomOnie pio 6-unvn peAétn Kapkvoyéveong pe xpnon kabetnpa otopdyov (0, 8, 25, 75 [ue
peimon ota 50] mg/kg/Mmuépa) Ko NUEPTOLO YOPNYNOT TOL PAPLAKOL o€ rasH2 dayovidiokd
movtiKia. ['aotpodmoekadaKTUAKG KAPKIVOUOTA, 0VENUEVN EMITTMOGN ALULAYYELOCAUPKOUATOV KoM
vrepmhacio YaoTpikov fAevvoyovov, mapatnpndnkav o d6celg > 25 mg/kg/muépa, katomw 1 1 6
unvev dapkelag (= 7,3 popég v AUC og aoBeveic oTtoug omoiovg yopnynonike n cuvietopevn
nuepnote 06om [RDD]).

e pio 2-e1 perétn kapkivoyéveong oe apovpaiovg (0, 0,33, 1 v 3 mg/kg/muépa), n xoprynon
COVVITVIUTING 6€ KOKAOVG Oepameiag Tmv 28 nuepdv, okohovBovduevoLE 0md 7-NUepEg TEPLOOOVG
SLOKOTNG TNG ANYNG TOV PAPUAKOL, 001YNoE 6€ AVENGEIS O TPOS TNV EMIMTOGCN
QOIOYPOHOKVTMOHOTOS KO VIEPTAUCING GTO HVEAD TMV ENVEPPLIIOV TV OPCEVIKOV 0povpainyV, ot
omoiot AdpPoavav 3 mg/kg/Mmuépa, Enerta amd > 1 étog yopnynong (7,8 eopég v AUC o¢ acBeveic
oTovg omoiovg yopnynonke n RDD). Eugpaviotmke kapkivopo tov adévov Brunner tov
dmdekaddrTvrov pe d6om > 1 mg/kgmuépa ota Oniokd kon pe doon ion pe 3 mg/kg/Mmuépa ota
OPCEVIKA, VD TTapatnpninke vepmAacio TV PAEVVOYOVIKOV KUTTAP®OV GTO 0OEVIKO TUNLLO TOL
oToudyov, pe t doom tv 3 mg/kg/Muépa ota 0pSEVIKA, 1| ool avTicTolyel o > 0,9, 7,8 kot 7,8
eopéc v AUC og acbeveig atoug omoiovg yopnyndnke n RDD, avtictotya. Aev gival capéc to eav
VILAPYEL KATOLOL GYECT] LETAED TOV VEOTAUGUOATIKMY EVPTLUATOV TOL TOPATPHONKAV OTIC HEAETEG
KapKIvoyEveong yia tn Oepaneia pe covviTvipnnoe movikovg (dlayovidtakotg rasH2) kot apovpaiovg
1e Tovg avbpmmovc.

To&wdm o 6TV OVOTOPOY®YIKT IKOVOTITO KoL TNV oVATTUEN

Agv opatnpnOnKoy eTOPAGELS TN YOVILOTNTO aVOPOV KL YUVOIKQOV 6€ UEAETES TOEIKOTNTAG TNG
AVOTOPOY®YIKNG tkavdtTag. Q6T060, 68 HeAéTeg TOEIKOTNTAG EMAVOAAUPBAVOLEVOV BOGEMY, TOV
TpOypaToTomOnKay o€ apovpaiovg Kot THNKoLS, TapatnpnOnKay EMOPAGEIC GTN YOVIHLOTTO TMV
ONAVK®V VIO TN LOPET| 0TPNGINg TOV WOHVLANKIMV, EKPVAICT| TOV OYPOV COUATIOV, LETAPOADY TOV
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EVOOUNTPIOV OTN UNTPA Kol LEI®ONG TOL BAPOVS TG WATPOS KOl TOV MOONK®Y, 68 KAVIKA GMUAVTIKA
emineda cvotnuatikig ékbeong. [apatnpnOnkav emdpAcES GTN YOVILOTITA T®V OPCEVIKOV
APOVPIMY VIO TN LOPPT] ATPOPING TOV CTEPUATIKMDY COANVAPIOY TV OpYE®V, LEIMONG TOL plOpoD
TV oneppotoloapiov 6TV VIO Kol HEIMOT TOV KOALOEOOVS GTOV TPOSTAUTN KO TIG
OTEPLATOOOYOVG KVOTELG, O emMineda £kBeong 610 TAACU 25 POPEC TNG SLOTNUATIKNG £kBeong oTov
avBpowmo.

e apovpaiovg, mapatnpnnke euPpuikn BvnoydTNTO LG TN LOPPT CNUOVTIKNAG PEI®ONS TOV
apBpod Loviavav euPfpiov, avénong tov aptfpuol amoppoPncey EUPPOOV, AVENUEVNG OTMAELNG
EUPPVOL UETE TNV EUPVTEVOT] KO ATOAELNG OAWDV TOV VEOYVOV o€ 8 amd Ta 28 eykvpovouvta, OnAvkd,
o€ emineda £kfeonc 610 TAAGHO 5,5 POPEC TG CLOTNUATIKNG EkBeong oToV GvOpmTOo. Xe KOuVvEMA, 1|
peimon Tov Bapovg T KuoPopovoag UATPAS Kot ToL aplfpod {oviavemy euPpdmv, opelldTay o€
avénon tov aplfuov anoppoPoemv UPPL®V, aOENGCT TG ATMAELNG EUPPHOVL UETE TNV ELPLTEVOT)
KOl OTOAELD OA®V TOV VEOYV®V G€ 4 amd T 6 eykuuovovvta OnAvkd, oe enineda £kbeong 6to TAGGU
3 popég g cvoTnUaTIKYG £kBeong otov avBpwmo. H yopiynon covvitviumng o€ apovpaiovg oe
d0celg >5 mg/kg/muépa, KaTd TN OEPKELN TNG OPYAVOYEVESTG, TPOKAAESE EMOPACELS GTNV AVATTVLEY,
amoTeELOVUEVES 0O ALENUEVT ETIMTOGT) OVGTANCIDOV TOV GKEAETOD TMV EUPPO®V, 1| OTToia
YOPOUKTNPIOTIKE KLPIOG Mg KaBLoTEPNUEVT 00TEMOT TV 0OPOKIKMOV/0CPLIKMOV GTOVOVA®Y Kot
TpokANOnKe og emineda £kBeomg oto TAdoUA 5,5 Popég TG cuoTnuatiKiG ékbeong otov avBpwmo.
210, KOLVEALD, Ol ETOPAGELS GTNY AVOATTLEN ATOTEAOVVTAV a0 AENUEVT EMIATOON AUYDYEILOV, GE
enmineda £xbeong 0T0 MAAGUO TEPITOV 160 e aVTA TOV TapoTNPHONKAY 68 KAWVIKO TEPIPAALOV, KOOGS
eMioNG AAyDYEILOV KOl AVKOGTOUOTOC, O eMimeda £kBeong 610 TAAGU 2,7 POPES TNG CUCTNUATIKNG
éxbeong otov avbpwmo.

H covvitwvipmn (0,3, 1,0, 3,0 mg/kg/muépa) aloloynnke o pio LeAETN TPO- KoL LETAYEVVNTIKNG
avantuéng, o€ KvoPopovvteg OnAvkovg apovpaiovs. [oapatnpnnie pel@pEvn TPOGANYT COUOTIKOD
Bapovug e untépag Katd T S1apKELN TG KLOEOPiag Kot Tng yohovyiog > 1 mg/kgmuépa), oAAd dev
SOMIOTOONKE avamapoy®yIKy TOEKOTNTA 6TN UNTEPO. LE TN Yoprynon 06ong émg kot 3 mg/kgmuépa
(exTypuopevn €kbBeon > 2.3 popég v AUC og acbeveig mov élafav tnv RDD). [apotnpnonie
UEIMUEVO COUOTIKO BAPOg 6TO VEOYVA KATA T1 SLAPKELL TOV TEPLOO®YV TPV KOl LETA TOV
OTOYOAQKTIGO TOVG UE T 600m TV 3 mg/kg/muépa. Agv Topatnpndnke toikdtnTa pe ™ d66m Tov 1
mg/kgmuépa (éxbeon kotd mpocéyyion = 0,9 popéc v AUC o acBevelg mov érafav tnv RDD).

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koaotaloyog ekdoymv

12,5 mg KonydKio oKANpa

Tepieyouevo kawoaxiov

Movvitoan (E421)

KopueArdln vatpiovyog dwaotavpodpevnllopdovn (K-25)
2TEOTIKO LLOyVT|Gl0

Lepifinuo koyoxiov

Zehativn

Epv0pd o&eido tov adnpov (E172)
Awo&eidio tiraviov (E171)

Melavi extomwong
Koppeo Adkkag
[IpomvievoyAvkoan

Y dpo&eidio tov vatpiov
[ToP1dovn

Awo&eidio tiraviov (E171)
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25 mg koK okAnpd

Tepieyouevo koyaxiov

Movvitodn (E421)

Kopuelhdln voatplovyog S106Tanpoden
[MoPuovn (K-25)

2TEOTIKO LOyVTGl0

Lepifinuo koyaxiov

Zehativn

Epv0pd o&eidio tov adnpov (E172)
Awo&eidio titaviov (E171)

Kitpwvo 0&eidio Tov oonpov (E172)
Mavpo o&gido tov adnpov (E172)

Melavi ektomwong
Koppea Adxkag
[IpomvievoyAvkoAn

Y dpo&eidio tov vatpiov
[ToPdovn

Awo&eidio tiraviov (E171)

37.5 mg Koy dKio oKANPAa

Tepieyduevo koyoxiov

Moaovvitodn (E421)

KopueAhdln votplovyog S106Taupodpevn
[opdvn (K-25)

2TE0TIKO LLOyVIGL0

Lepifinuo koyoxiov

Zehativn

Awo&eidio tiraviov (E171)

Kitpwvo 0&gidio tov oonpov (E172)

Melavi extomwong

Koppea Adxkog
[Ipomvievoylvkoan

Koaktiov vopoteidio

Mavpo o&eido tov adnpov (E172)

50 mg ko axio oKANPAa

Tepieyouevo kawoaxiov

Movvitoan (E421)

KopueAddln votplovyog 6106 TovpodET
[ToPdovn (K-25)

2TEOTIKO LLOyVT|Gl0

Hepifinuo koyoxiov

Zehativn

Awo&eido titaviov (E171)

Kitpwvo o&eidio tov conpov (E172)
Epv0pd o&eidio tov adnpov (E172)
Mavpo o&eidro tov adnpov (E172)

Melavi extomwong
Koppea Adxkag
[Ipomvievoylvkoan

Y dpo&eidto tov vorpiov

34



[ToPdovn
Awo&eido titaviov (E171)

6.2 Aocvpparétnreg

Agv gpapuolerar.

6.3 Awdpkero Long

3 xpoVia.

6.4 Idwitepeg TpoPuLAGEELS KATA T POLAEN TOV TPOTOVTOG

To @apuakevtikd owtd Tpoidv dev amartel Witepeg cuvOnkeg eOAENS.
6.5 ®@VoN KO GLOTUTIKA TOV TEPLEKTY

Ddrideg morlvarBvdeviov vyning mtokvomrag (HDPE), pe ndpo and molvrpomrviévio, ot onoieg
neptExovv 30 okANPa KoyaKio.

Awgeavn, didtpnt koyéAn (blister) povadmv d6omg, and ToAv(yAwpotpipbopoaifvriévio)/PVC,
EMKOAVUUEVT] HE POALO oAoLHVIOV, e BEpLOKOAANTIKY Adia, Tov TEPLEXEL 28 X 1 orkAnpd KoydKia.

Mmropei va, unv KuKAOPOPOLY OAEG OL GLGKEVAGIEC.

6.6 Idowitepeg Tpouvrdcers amboppryng

Kopia g1dkn vroypéwon.

Kda0g aypnoionointo eopuokevTikd Tpoidv 1 VITOAELUO TPETEL VO UTOPPITTETAL GOUPDVO, HE TIG
KoTé TOTOVE 16 VOVGEG OYETIKEC SLUTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Béhyo

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAXZ
Sutent 12,5 mg kawyakio cxANPa

EU/1/06/347/001
EU/1/06/347/004

Sutent 25 mg Koy aKio GKANPG
EU/1/06/347/002
EU/1/06/347/005

Sutent 37.5 mg koo GKANPG.
EU/1/06/347/007
EU/1/06/347/008
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Sutent 50 mg kawaxio ckANPG.
EU/1/06/347/003
EU/1/06/347/006

9. HMEPOMHNIA ITPQTHXE ETKPIXHY/ANANEQXHY. THX AAEIAX
Hpepopnvia tpdtng €yxpiong: 19 Ioviiov 2006

Hpepounvia tekevtaiog avavémong: 9 Noegufpiov 2016

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY:

06/2021

Agmtopepeic TANPOPOpieg Yo TO TOPOV PUPHOKEVTIKO TPOoioV gival S100Ea1Eg GTOV SIKTLAKO TOTO
tov Evponaikod Opyaviouod Gapudkov: http:/ www.ema.europa.cu.
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