ITAPAPTHMA I

IEPIAHYH TON XAPAKTHPIZTIKOQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Iclusig 15 mg emkodvppéva pe Aemtd vuévio diokio

Iclusig 30 mg emkodvppéva pe Aemtd vuévio diokio
Iclusig 45 mg emkadvupéva pe Aemtd vuévio diokio

2. IHHOIOTIKH KAI TIOXOTIKH XYNO®EXH

Iclusig 15 mg emkadvupéva pe Aentd vuévio diokio
Kda0e emxatoppévo pe Aemtd vpévio diokio mepiéyel 15 mg ponatinib (g vOpoyA®PLKO).

Exdoyo. ue yvawoty dpdon
Kda0e emxaioppévo pe Aemtd vpévio diokio mepieyel 40 mg povoévodpng Aaxtolng.

Iclusig 30 mg emkaAvupévo pe AETTd LUEVIO StoKia
Ka0e emxatoppévo pe Aemtd vpévio diokio mepiéyel 30 mg ponatinib (g VOIPOYA®PIKO).

Exdoyo. ue yvawoti dpdon
Kda0e emxaioppévo pe Aemtd vpévio diokio mepieyel 80 mg povoévodpng Aaxtolng.

Iclusig 45 mg emkaAvupévo pe AETTd LUEVIO SioKia
Kda0e emxatoppévo pe Aemtd vpévio diokio mepiéyel 45 mg ponatinib (g VOPOYA®PIKO).

Exdoyo. ue yvawoti dpdon
Ka0e emkoaivppévo pe Aemtd vpévio dtokio mepi€yxel 120 mg povoévoudpng Aaktolng.

IMa tov TA7pn KaTdroyo TV ekddywv, PA. Tapdypoeo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
EmwcaAoppévo pe Aemto vuévio dlokio (dtokio).
Iclusig 15 mg emukoivupéva pe Aentd vuévio dickia

A€gvK0, aUETKLPTO, GTPOYYVAD EMKAAVUUEVO LE AETTO VIEVIO 1oK(0 OV £)El OIAUETPO TEPITOL
6 mm, pe yopayuévn v Evoelén «AS» ot pia TAgvpd.

Iclusig 30 mg emkaAvupévo pe AETTd LUEVIO StoKia
Agvko, aupikupto, GTPOYYLAO EMKOAVUUEVO e AETTO DUEVIO O10KI0 TOV EYEL SIAUETPO TTEPITOL
8 mm, pe yapoyuévn v EvosiEn «C7» ot pia mievpd.

Iclusig 45 mg emkaAvupévo pe AETTd LUEVIO StoKia
Agvko, aupikvpto, GTPOYYLAO EMKOAVUUEVO LE AETTO DUEVIO O10KI0 OV EYEL SIAUETPO TTEPITOL
9 mm, pe yopoyuévn v Evoein «AP4» ot pia mievpd.

4, KAINIKEX IIAHPO®OPIEXZ
41 OgpamevTikég EVOEiSelg
To Iclusig evdeikvuton yio ypfon oe eviAike aoBeveic pe
o ypovia poeroyevi Asvyoupio (XMA) ypdviog @AcnG, ETITOYLVOUEVNC OAGTC N PAOGTIKNG
@aong, ot omoiot eivan avBextikoi 6to dasatinib 1} To nilotinib, o1 omoiot elvan SucavekTikoi 6T0

dasatinib 1} to nilotinib kot yio Tovg omoiovg dev eivar KAVIKA KOTAAANAT LETAYEVESTEPT
Oepameio pe imatinib, 1§ ot omoiot Exovv T petdAraén T3151



o o&cio Aeppofraotikn Aevyopio Betikn yia to ypopdcopo Griadéipeiag (Ph+ ALL), o1 onoiot
givar avOektikoi oto dasatinib, o1 omoiot €ivar dvcavektikoi oto dasatinib Kot yio TOVG 0moiovg
dev elval KAMVIKA KatdAANAN petoyevéatepn Bepamneio e imatinib, 1} o1 omoiot Eyovv )
petdAraén T3151.

BA. mapaypdeovg 4.2 yio tnv a&loAdynon g KopolayyEWKNG KaTdoTaong Tpy ard tny évoapén e
Oepameiog kot 4.4 yio kataoTdoelg yio Tig onoieg Bo pmopovce va eEETACTEL TO EVOEYOUEVO
evaAloKTIKNG Bepamneiag.

4.2  Aocoloyio Kol TPOTOS YopNyNoNS

H Oepaneia mpémel va yopnyeiton amod ylotpd mov £xel eumeipio otn didyvmon Kot T Bepaneio
acBevav pe Agvyoupio. AUATOAOYIKT VTOGTNPIEN, OTMOG UETAYYIOT OLUOTETAMMY KOl OULLOTTOLTIKOT
avéntcoi Tapdyovteg, propei va mpaypatorombei otn didpkela g Oepaneioag, epoOGOV evdsikvuTon
KAWVIKGL.

Ipwv and v Evapén g aymyng e ponatinib, wpénet va, a&lodoyeitor 1 KapdloyyeloK Katdotaon
oV 060gvolC, CLUTEPIAUUPOVOUEVOV 1IGTOPIKOV KOl PLGIKNG EEETOOTG, KOl VO AVTILETOTILOVTOL
gvepyd o1 mapayovteg kapdiayyelokov Kivduvov. H mapakoAiovdnor g kapdioyyelokng KaTaoTooNG
Kot M BEATIOTOTOINGN TNE WTPIKNE KoL VTOGTNPIKTIKTG Oeparmeiag Yio KatasTAGES TOV GUUBAAAOVY
OTOV KOPOLOYYEWNKO KivOLVO TIPEMEL Vo cuveyifovTal 6T SLdpKeLd TG aymyng Le ponatinib.

Aocoloyia

H ocvvietdpevn d6om évapéng eivor 45 mg ponatinib drnaé nuepnoiong. o tnv tomikn d6on 45 mg
anag nuepnoing, dtatiBeton emkarlvppévo pe Aemto vuévio diokio 45 mg. H Bepaneio mpénet va
ovveyiletan ylo 660 drdotnua o acevng dev eppavilet evdei&elg eEEMENG TG VOGOL M U AITOJEKTN
To&kdTNTO.

Ot aoBeveic mpémetl va mapakoAovOoVVTOL WG TPOG TNV AVTOTOKPIOT) COLPOVO LE TIC TUTIKEG KAIVIKES
KatevBovvTnpleg odnyiec.

To evdeyouevo daxomng Tov ponatinib Oa wpémel va e€etdleton, edv dev £xel emttevyOel TANPNG
OUOTOAOYIKT avtamdkpion £m¢ 3 unveg (90 nuépeg).

O «ivévvog emelcodinv apmplokng aroepatne uropei va oyetiletar pe t 06on. To gvdeyduevo
ueimong g 06ong tov Iclusig oe 15 mg B mpénet va e&etaletan yia acbeveig pe XP-XMA (XMA
YPOVIOG PAoTC), 01 0moiot &xovv emtvyel popraky avtamdkpion (MR2, dniadn < 1% BCR-ABLI1'S),
Aappavovtag VoY ToVg aKOAOVOOVE TAPAYOVTES KATA TNV ATOUIKT 0EI0AOYNON 0PEAOVG-KIVODVOD
oL 00BeVODC: KOPILYYELOKOG KivOuvog, Tapevépyeleg TG Bepamneiag e ponatinib, ypovog mg TNV
avTomOKpIon kot eminedo petaypaenuatov g BCR-ABL (BA. mapaypdeovg 4.4 kot 5.1). Eqv
amoQOo1oTEL Heimon NG d0OTG, GUVIGTATOL GTEVI TAPAKOAOVONOT TNG AVTATOKPIONG. X& acheveic e
ammAgln avTomdkplong, 1 60o1 tov Iclusig umopei va KAipokmOel ek vEOL 6€ o TponyodueEVa OVEKTN
8001 30 mg 1 45 mg amd Tov oTtopeToC dmoé nuepncing. To Iclusig Oo mpémetl va cuveyiletat uéypt
TNV OTOAELD OVTATOKPIOTG OTNV €K VEOL KAILUK®OUEVT] SOOT| 1] TNV EULPAVIOT) PN OTOJEKTG
TOEIKOTNTOG.

Awoyeipton toéikotnTiv

IIpénet va e€etdleTon To EVOEYOLEVO TPOTOTOINCEWMV 1] OLOKOTNG TNG 006G Yid T dlayeipion TV
OLUOTOAOYIKAOV 1] 1] OUOTOAOYIK®V TOEIKOTNTMV. 1€ TEPIMTMOT COPUPMV AVETIOOUNTOV EVEPYELDV, T
Oepaneio mpénel va dlokonel TpocmPva.

T"a Tovg acBevei yia Tovg 0moiovg ot avemBOUNTES EVEPYELEC ATOKOTAGTAONKAY 1] TEPLOPIGTNKE N
coPopotntd Tovg, To Iclusig pmopel va yopnynOei Eava kot va e£eTacTel TO EVOEXOUEVO KMUAKWOONG
g 060NG 6TO EMMESO TNG MNUEPNTLOG OOCTG TOV YOPMYOVVTOV TPV AmTd TNV EUPAVION TNG
avemBounTnG EVEPYELNG, EPOCOV EVIEIKVVTOL KAVIKAL.



T'a o 66om tov 30 mg i 15 mg draé nuepnoing, owtiBevrol emtkalvpupéva e Aento LUEVIO d1oKin
15 mg xon 30 mg.

Moelokataotoln
Ot tpomonomoelg §6onc Yo ovdetepomevio (ANC* < 1,0 x 10%1) kon OpopPomevio (cuponetdiia

<50 x 10%1) o1 omoigg dev oyetilovton pe T Aevyoupio cvvoyilovton otov ivaka 1.

Mivakog 1 Tpomomocelg 606MS Y10 HUEAOKATUGTOAN

IIpo™ gppdvion:

e To Iclusig Ba mpémet va SlakdOTTETOL TPOSWOPIVE KO VoL
ocuvveyileton otny 1010 666 HETA TNV AVAKTNGT TNG TG TOL
ANC og > 1,5 x 1091 ko1 Tng Tiuig tev arponetoMaov og

> 75 x 109
Eraveppdvion ota 45 mg:
ANC* < 1,0 x 1091 e To Iclusig Ba mpémet va SlakdTTETOL TPOSWOPIVE KO VoL
n ouvveyiletan og 6601 30 mg PETE TNV OVAKTNON TNG TIUNG TOV
oupomeTdta < 50 x 1091 ANC og > 1,5 x 1091 ko1 Tng Tiuig tov arponetoMaov og
> 75 x 1091

Eraveppdvion ota 30 mg:

o To Iclusig B mpémet va S10KOTTETOL TPOSMOPIVE KOL VO
ocvveyiletan og 06om 15 mg petd v avdktnon g TG Tov
ANC og > 1,5 x 1091 ko1 Tng Tiuig tev arponetoMaov og
> 75 x 1091

*ANC = andAvtog apog 0VOETEPOPIA®V

Aptnproxn amoppaln kor piefixn Gpoufosufoin

e ao0evn pe vroyia Yo avaTTuén apTPIeKoD ATOPPIKTIKOD ENEGOSTI0V 1 PAEPIKNG
OpoppoeuPoing, to Iclusig npénet va dakodémteTon apéowc. H amdpaon yio emavévapén g Bepansiog
ue Iclusig (BA. mapaypdpovg 4.4 kot 4.8) LeTd TNV OTOKATAGTAGT] TOL ENEIC0O10V TPETEL VL
AapPavetarl otabpilovtog ta 0QEAN Kol TOLG KIvOHVOUG.

H vréptaon pmopei va copPdiel otov kKivouvo yio epeavion enelcodiov aptnplakng aroepatne. H
Oepaneia pe Iclusig Tpémel vo SLoKOTTETAL TPOCWPIVA EAV 1| LIEEPTOOT Ogv £xEl puOuioTel
POPLOKEVTUKA.

Hayxpeatitioa

Ol GUVIGTMWEVEG TPOTOTOMNGELG Y10 TIG AVETIOOUNTEC EVEPYEIEG OTO TAYKPENS GLuVOyilovTol oToV
ITivaxa 2.



Hivakag 2 Tpomomomcels 6061|G Y10 TOYKPEATITIOON KOL dOENGN MATASS

Hoaykpeatitido Babuov 2 kaum
avénomn Amdong Babpov 2

(> 1,5-2,0xIULNA
>2,0-5,0 X IULN kot
OCVUTTOUOTIKN)

To Iclusig Oa mpémet va cuveyiletotl otny id1a doOo

BaBpot 3 acvpntopatikny avénon
Mmdong (> 5,0 X TULN*)

Epgpdvion ota 45 mg:

e To Iclusig Ba mpémet va O10KOTTETOL TPOSOPIVE KO VO,
ovveyiletan og 600m 30 mg votepa and AVAKOUYT GE
<Bafpod 1 (< 1,5 x IULN)

Epgpdvion ota 30 mg:

e To Iclusig Ba mpémet va O10KOTTETOL TPOSOPIVE KOl VO,
ouvveyiletan og 6001 15 mg votepa and avakopuy”n 6€
<Bofué 1 (< 1,5 x TULN)

Epedvion ota 15 mg:

o Qo mpémel va eEeTaletar 10 evogyduevo dlakomng tov Iclusig

Hoaykpeatitido Babuov 3 1
CUUTTOUOTIKY avénon Amdong
BaOpov 3 (> 2,0 - 5,0 X IULN)

Epgpdvion ota 45 mg:

e To Iclusig Ba mpémet va O10KOTTETOL TPOSWPIVE LEYPL TNV
TANPY OTOSPOLT] TOV CUUTTOUATOV KOl LETE TNV LTOYDPTON
¢ avénong Audiong o < BaBuo 2 kot va cuveyileton o€
d6om 30 mg

Epgpdvion ota 30 mg:

e To Iclusig o Tpémetl va dSLoKOTTETAL TPOCSWPIVA PEXPL TNV
TANPT OTOSPOUT TOV CLUTTOUATOV KOl LETE TNV LITOYDPTON
™G avénong Amdong oe < Babuo 2 kot va cuveyiletat o€
doom 15 mg

Epedvion ota 15 mg:

o Qo mpémel va eetaletan To evogyoduevo dakomng Tov Iclusig

[Maykpeotitida Babuov 4 1 adénon
Mmdong BaBuov 4 (> 5,0 x IULN
KOl GUUTTOLOTIKT)

To Iclusig Ba mpémetl va StakdmteTon

*TULN = av®dtato guelodoyikd 6plo 10pvLOTOg

Hrozixn toéikotyro
Evdéyetar va amatteitor mpocmptvi i LOVIUT dlaKomh TG d0omNg Onmg meptypdpetal otov [ivaxa 3.

Mivokog 3 XUVICTAOUEVES TPOTOTOMGELS TG 606G YO NTATIKY] TOEIKOTNTO

AvENOT TN NTATIKNAG TPUVOOULVACTC
>3 x ULN*

Eppévovsa Babpot 2 (yio dtdotnua
UEYOAVTEPO TV 7 NUEPDV)

BaBpot 3 1 vynAotepov

Epedvion ota 45 mg:

o To Iclusig Ba mpémet vor S10KOTTETAL TPOSMPIVA KOL 1|
NmatTiKn Agltovpyia vo mapokoiovdeita

e To Iclusig Ba mpénet va cuveyileton o€ d6om 30 mg
votepa and avakopyn oe < Babpo 1 (<3 x ULN) 1
ovakapyn oto Babud mpv ) Bepancio

Epedvion ota 30 mg:

e To Iclusig Oo mpémet vo, S10KOTTETOL TPOGMPIVE, KOL VL
ovveyiletar og 660m 15 mg votepa and avakapyn oe
< Babuod 1 7 avaxopyn oto Babud mpwv ) Oepamneio

Epedvion ota 15 mg:

o To Iclusig Ba mpémet va, SaxdmTETON

AbvEnon g AST 4 ALT > 3 x ULN
TOLTOYPOVO, e avENoN TNG
yorepuBpivng > 2x ULN kot tng
OAKOAIKNG poopatdong < 2 X ULN

To Iclusig Ba mpénet va drokdmTeTan

*ULN = av®dT0T0 QUGIOAOYIKO OPLO Y10 TO EPYAGTIPLO




Hlkiouévor acbeveic

A6 toVg 732 acbeveic otig kKhvikég peréteg PACE kot OPTIC tov Iclusig, 191 (26%) fitov niikiog
> 65 et@v. ZUyKkpITiKa Le Tovg acbeveic nhikiog < 65 eT@v, o1 To NAKI®pEVOL ooBevelg eival
TOavOTEPO VO EPPAVIGOVY aveTIBOUNTES EVEPYELEC.

Hratikn dvolerrovpyio

Ot acBeveic pe nratikny ducAettovpyio pmopel va AdPovv T cuvietdpevn 8001 Evapéng. ZuvieTdatol
TPOooyN Kotd ™ Yopnynon tov Iclusig oe acbeveic pe nrotikn dvsiertovpyia (PA. mapaypdaeovg 4.4
Ko 5.2).

Neppixn dvalertovpyio,

H veppwn anékkpion dev amotelel onuavtikiy 006 amofoAng tov ponatinib. To Iclusig dev €yet
peietnfei oe acbeveig pe veppikn dvcietrtovpyia. Ot acbeveig pe exTinmpevn kKaBopon KpeaTvivng
> 50 ml/min mpénet va pmopovv va Aapovv pe acediela to Iclusig ympic Tpocappoyn g d6omG.
ZUVIGTATOL TPOGOYN KOTA TN Yop1ynom tov Iclusig oe acbeveig pe extipumpevn kdbopon Kpeatvivng
< 50 ml/min 1 pe veepikn véGo teAKod oTadiov.

Houdrorpixog minQvouog
H acpddeia kot 1 amoterespaticotnto ov Iclusig og acbeveic nhikiog kéto tov 18 etmv dgv Exovv
tekunpwbei. Agv vépyovv dabécipa dedopéva.

M¢é0odo¢ yopriynong
To Iclusig mpoopileton yio amd Tov oTOpHOTOC Ypriomn. Ta diokio Tpémet va KoTomivovTol 0OAOKATpa.
Ot acBeveic dev mpénet va omdve 1 va dtadvovy ta, dickia. To Iclusig pmopel va Anedet pe 1 ywopig

TPOPN.

[Ipémel va cuvieTdton 6ToLg 0eheveig va PNy KoTomivouy o doyelo amoénpavTikoD Tov VIGPYEL LECH
TN QLIAN.

4.3  Avrevositeag

YrepevaioOnoio 6t dpacTikn ovcia 1} 6 KAmo1o amd o £K60YA TOV AVUPEPOVTUL GTNV TOPAYPAPO
6.1.

4.4  E10kéC TPOELOOTOM|GELS KOl TPOPVAAEELS KATA T1) Y p1jon)

Inuovtikéc avembountec evEpPYELEC

Moveloxaraotoin

To Iclusig oyetileTon pe copapn (Kowd kprripia oporoyiag yio avemBounteg evépyeteg (CTCAE) tov
EbBvikov Ivetitovtov Kapkivov (NCI) Babuov 3 1 4) Opopporevia, ovdetepomevia kot avaipio. Ot
neplocdtepot acbeveic pe Pabpov 3 4 peimon tov apBpov TV aponeTaAioV, avolpuio
ovdetepomevia, TNV ovETTLEAY EVTOC TV 3 TpOTeV Unvav Bepomeioc. H cuyvdmta avtdv tov
avTpdoemv givar peyardtepn o acbeveig ue XMA emitayvvopevng eaong (EO-XMA), XMA
Bractikng edong (BO-XMA) | Ph+ ALL cuykpitikd pe m XMA ypoviag paone (XP-XMA). Mia
vevikn e€taon aipatog Tpémel va Tpoyuatomoteitan Kabe 2 BOOUASES Yo TOVG TPMOTOLE 3 UNVEG KOt
oTN cLVEXELn KABe unva 1 cOpe®va pe Tig KAvikég evoei&elg. H poehokatastoAn NTav yevikd
avaoTpEYUn kol cuvi g avTipeTotiletol pe Tpocwpivi Tavor tov Iclusig N pe peimon g 66omg
(BA. mapdypogo 4.2).

Aptnproxn omoppoin

Apmprakn omdepatn, 6Twe avaneopo EULEPUYUN TOL HVOKAPSIOD, EYKEQPUAKO, ATOPPAEEIC TV
GUPIPANCTPOEISIKMDY OPTNPUDY TOV GUVOEOVTOL GE LEPIKEG TEPITTMGELS UE LOVLIUN OTTTIKN
dvuchertovpyio N amdAgd TNG OPAGNG, OTEVOOT) HLEYOAMV APTNPUDV TOV EYKEQAAOV, 0Eln TEPLPEPIKT)
aYYEWKN VOGOC, GTEVAOCOT) VEQPIKNG aptnpiog (cvoyeTilopevn pe emdevoOevn, aotadn 1 avOekTikn
VIEPTOOT)), KAOMG KoL 1) ovayKT Yo SlodtKacieg nelyovcag exavoyyeimong £xovv ekdnimbei

o€ acbeveig mov Aappavouv Iclusig. Térola cupPdavra gppaviotnray og acbeveic Le Kot yopig



TOPAYOVTEG KOPILYYELOKOD KIvdUVo, cupumepthapfoavouévaoy tov actevav nikiog 50 eTdv 1
Ayotepo. Ot avemBounTtec eVEPYELEG APTNPLOKNG OTOPPUENS NTAV GUYVOTEPES GE IO
nAkiopévoug acbeveic Kot oe 0o0eVElg e 1IGTOPIKO 1GYOUING, VTEPTOOTG, OLOPNTN 1] VTEPATIOOLING.

O «ivduvog emelcodiwv aptnplakng omdepaéng wropet va oyetiletal pe tn 66on (BA. mapaypdpovg 4.8
Kot 5.1).

[Mopovcidotnray avembiunteg evépyeleg apTnPLoKNG amdepaing courepiiapfoavouévav copapmv
avemBoUNTOV EVEPYEIDV, KOTA TNV KAVIKY avantuén (BA. mapdypago 4.8). Opiopévol acbeveig
mapovsiccay Tave and Eva gidog cuuPavToc.

To Iclusig dev mpémel va, ypnolLonoleital 6€ acheveic Ue 16TOPIKO EUPPAYLOTOS TOV LLOKOPDIoV,
TPOT|YOVLEVG EMAVAYYEIDMOTNG 1) EYKEQPAMKOD, EKTOG EAV TO EVOEYXOUEVO OPEAOG TG OLY®YNG VIEPTEPEL
ToV gvdgyOHEVOL Kivduvou (PA. mapaypdeovg 4.2 ko 4.8). e avtols Toug acbevels, Oa mpénet eniong
va g€etdlovtal evoAlakTIKEG emAoYEC Depameiog Tpv amd tnv Evapén ¢ aywyng ue ponatinib.

Ipw amd v évapén g aywyng pe ponatinib, mpénetl va a&rohoyeiton 1 Kapdlayyelokn Katdotaon
OV a60gvolC, cUUTEPIAUUPOVOUEVOV 1IGTOPIKOV Kol PLGIKNG e&€TaoTG, Kal va avTiuetorilovtol
gvepyd o1 mapayovteg kapdiayyelokov Kivduvov. H mapakoiovdnon g kapdioyyelokng KaTaoTooNG
Kot 1 BEATIOTOTOINGN TNG WTPIKNG KOl VTOCTNPIKTIKNG Oepameiog Yio KATAGTAGES TOV GLUPAAOVY
OTOV KOPOLOYYEWNKO KIVOLUVO TIPEMEL Vo cuveyifovTal oTn SLdpKeLl TG ay®YNS e ponatinib.

[Ipénel va mpaypatonoleitol mopakolovdnon yio evOeiels aptnplokng oamdepatng Kat, ebv
napotnpndel petopévn 6paon 1 Bapmn d6pacn, Ba npénel va Tpaypatomoteitol 0POaALOAOYIKT
g&étaon (ovumeprapfavouévng g Pubockomnong). To Iclusig Tpémetl va dtakomTeTan AUESHOS OE
nepintoon apmplokng ardepoaing. H andeacn yia emavévapén tng Oepamneiog pe Iclusig mpémet va
Aappdavetan otaBpifovrag To opEAT Kot Tovg Kivduvoug (PA. Tapaypdpovg 4.2 kot 4.8).

Direfikn Opoufosufoin
Epgaviomkav avembounteg evépyeteg prefikng Opoufoeppolrng cvunepiiappavopéveov copapodv
avemBouNTOV EVEPYEIDV, KOTA TNV KAVIKY avantuén (BA. mapdypago 4.8).

®a Tpémel vo, TpayLoToTolElTOl TapakoAovOnon yia evdeitelg OpopupospuPoinge. To Iclusig Oa mpémet
va dwokonteton apéocms og mepintwon BpopPfoeppforns. H andpaon yia emavévapén g Oepamneiog pe
Iclusig Oa mpémet va Aapfavetol otabuilovrog Ta 0pEAN Kat Tovg Kivovvoug (BA. Tapaypdeovg 4.2 kot
4.8).

e aoBeveig mov AdpPavay Iclusig, éxovv mapovoiactel ano@pdiels v ayyeiov Tov
aUPPANCTPOELDN TOV GLCYETILOVTOY, GE UEPIKEC TEPITTAOOELS, LLE LOVIUT OTTIKT] SVGAELTOLPYIL Ny
anmAiela Opoons. Eav mapovciactel petmpévn dpaon 1| Bapnpog o6paong, Ba mpénet va die&oryBel
opBoiporoywkn e&étaon (copneptrapfavopévng g fubockdnnonc).

Yrépraon

H vréptaon evdéyetor va cuuPaiet oTov Kivouvo yia epedvion enelcodinv aptnplokng Opoufmong,
GUUTEPTAAUPBOAVOUEVIC TNG OTEVMONG VEQPIKNG aptnpiag. Ztn dudpkela g Oepaneiag pe Iclusig,
TpENEL Vo, TapoKoAovOeitat Kot vo avtipetomiletal o€ k4O exioKeEYT 6TO KEVIPO 1| APTNPLOKT TTEST,
KoL 1 vépTacn Tpénel va omokadictatol og ualoloykd dpia. H Oepaneia pe Iclusig mpémet va
SOKOTTETOL TPOSWOPIVE £V 1) VITEPTACT] OeV PPioKeETOL VTTO EAEYYO LE PapLaKELTIKN TTepiBaiym (BA.
Tapdypoeo 4.2).

Y& TePITTOOT GNUAVTIKNG EMOEVODUEVTS, aoTaboVG 1 avBeKTIKNG VIgpTacnc, 1| Oepaneia Oa Tpémet
va dlokomTeTon Ko vo eEeTaleTal To EVOEXOUEVO OELOAOYNOTG Y10 GTEVMGT] VEPPIKNG 0pTNPiag.

[Ipoéxvye véptacn (cvumepAapfovouévng LITEPTUGTKNG Kpionc) Katd ) dudpkela ¢ Oepamneiag ot
aocBeveic mov AduPoavay Iclusig. Ot acOeveic evoéyetal va ypnlovv enciyovoag KAMVIKAG enéufoong o
TEPMTMOCELG VAEPTUCTG TOL OYETILETAL LE GVYYVOT), KEPAAUAYiM, TOVO 6TO Bdpaxa 1| SVOTVOLd.



Avevpvouoto kol opTpIoKol 010 wPLEUOT

H ypniion avactoréwv VEGF og acBeveig e 1 yopic vréptoon UTopel vo EDVOTGEL TOV GYNLATIOUO
OVEVPLOUATOV KOUT apTNPLOKOV dtayoptopdv. O kivduvog ovtdg mpénet vo, AapBOveTal TPOCEKTIKA
oy TP amd v Evapén g Bepaneiog pe Iclusig og acBeveic mov mapovoidlovy Tapdyovieg
KIvOOVOL O®G LAEPTACT] N IGTOPLKSO OVELPVGLLOTOG.

2OUPOPNTIKI KOPOLOKT] AVETOPKEL,

[Mopovcidotnke Davatneopoc Kot cofapn Kapdlakn aveTapKela 1 SuGAELTovpyio aploTePNC KotMag
o€ acbeveic mov AauPavay Iclusig, copmepthapfavouévay TEPIoTATIKMOY TOV oYeTilovTay UE
TPOTYOVUEVE ETELGOII ayYELOKNG amdPpaing. Ot acBeveig Oa mpénel va mapakorlovbBovvtar yio
ONUELD ) GUUTTOUATO AVIAOYO TNG KAPOLUKTG OVETAPKELNG KOL VO OVTIHETOTILOVTOL COUPOVA [E TIC
KAMvikég evdeitelg, copmeptrapuPavovtog kot to evoeyouevo dlakonrg tov Iclusig. O mpémet va
e€etdleTon To EvOEXOUEVO JlOKOTNG TOL ponatinib og acBeveic Tov gpeavifovv cofapn Kapdiakn
avemdpkela (PA. mapaypdeovs 4.2 kot 4.8).

Hayxpeatitida kot limdon opov

To Iclusig oyetileton pe v maykpeatitda. H cuyvomrta e naykpeatitidog tvor peyaddtepn toug
TPMOTOVE 2 unveg xpnong. EAéyyete tn Mmdon opod kdabe 2 eBS0UASES Yo TOVG TPOTOVS 2 UNVEG Kot
oTN oLvEXELn TEPLOdIKG. Mmopel va amatteitan dtokomn M peioon g doomg. Edv ot avéncelg tov
TILAOV TNG MTAONG GUVOSELOVTAL OO KOWAUK(A GUUTTOUATA, O TPEmEL va dlokonel TPoGSmPIVA TO
Iclusig ko va ektiunBovv ot acBeveis yio v mbavotnta maykpeotitidag (BA. mapdypapo 4.2).
YuvieTdtol TPoooyn o€ acheveic e 16TOPIKO TayKpeaTitidag 1 ahkooAopov. Ot acbeveig pe cofapn
N ToA0 cofapr vepTpryAvKepLdaIpia Bo TPEMEL VoL TUYYAVOLY KOTAAANANG oy ElpIog MOTE VA
pelmBel o xivéuvog marykpeatitidoos.

Hrorotolixotnro

To Iclusig umopel va €xet g amotédeopa v avénon g ALT, g AST, g yorepvBpivng kot tng
oAkaAKN G poopatdong. Ot mepiocdtepot acbeveic mov mapovsiocay GuUPAY NTATOTOEKOTNTOG,
gl TO TPAOTO TOLS GLUPAV KOTA TN SIEPKELD TOL TPDOTOL YPOVoL Bepomeiag. ‘Eyel mapotnpndel
nratikn avendpkelo (cvumepthappavopévng Bavatnedpov ekPacng). [pénet va mpaypoTonotovvat
eEetdoelc yo ) Agttovpyia Tov matog mpv and v Evapén g Bepaneiog Kot va TapakoiovBodviot
TEPLOOIKA, GCOUPOVA UE TIG KAMVIKEG eVOEIEELS.

Awoppoyio,

Yofapn apoppayic, CLUTEPIAAUPAVOUEVOV TEPITTOGE®V UE Bavatedpa ExPacn, Topatnpndnke ce
acBeveic mov AduPovay Iclusig. H cuyvotnta epedaviong cofapdv aloppoyik®y ETEIC0dI0V fTaV
vyniotepn oe acbeveic pe EO-XMA, BO-XMA «ot Ph+ ALL. Ta o cuyva avapepdueva
apoppayka enelcddia Babpot 3/4 ftav 1 YAoTPEVIEPIKY apLoppayiol Kot TO VITOGKANPISI0 AUATOUA.
Ta Tep1ocOTEPO. AUOPPOAYIKA ETEICOOLA, AV Kot O)L OAa, EpQavicTnkay o€ acbeveig pe Opopfonevia
BaBuov 3/4. To Iclusig Ba mpémet va dakdnteTon Ko ot acbeveic va atoloyobvtar yio coPapn 1

Bapid aipoppayia.

Eravevepyoroinon nrozitidoc B

Enavevepyomoinon ¢ nratitidog B og acBeveic mov eivar ypdviot popeig avtov Tov 100 €xel
EUPAVICTEL LETA TN YOp1YNOT avacToAéwy TG Tupootvikig Kvaong (TKI) BCR-ABL. Opiopéva
TEPIOTAUTIKG lyav oG amoTérecpa o&eio NTATIKN AVETAPKELD 1] KEPALVOPOAO NTATITION 00N YDOVTAG GE
HETOUOOYEVON NTtOTog 1 Bavatneopo ExPaon.

Ot aoBeveic mpénet va eEgTactovV Yo AoipmEn and tov 10 HBV mpiv and v évapén g Bepameiog pe
Iclusig. [Tpwv amd v évapén tng Beponeiog oe aobeveic mov avtidpovv BeTikd otV 0poroyKn
aviyvevon g nratitdag B (coumeptropfavouévev ekeivav pe vepyd voco) kal o€ acbeveic
OeTuco0¢ 6N Aoiuwén amd tov HBV katd ) didpketa tng Oepomeiog, mpémel va {nmbei n cvufouvin
€0IKOV o1V NItk voco kot T Oepaneio g nratitidoag B. O popeic tov HBV ot omoiol ypnovv
Oepaneiog pe to Iclusig mpémetl va maparkoiovBodvial 6TeEVE Yo oMUEIN Kol GUUTTOUATH EVEPYOD
Aoipwéne omd tov HBV katd ) didpketa tng Oepomeiog Kot yio apkeTodg UNVES LETA T ANEN TG
Oepaneiog (PAéme mapdypao 4.8).



2dvopouo omiobhag avaotpéyiung eykepal.onadeiog

e aobeveic mov AdpPovay Oepamneia pe Iclusig £xovv avapepbei Tepurtdoelc Guvopouov omicOiag
avaotpéyiung eykeparonddeiag (XOAE) petd v kukhoeopia.

To XOAE gtvon o veupoAoyikn dtotapayn mov propei va ekdnAwbel pe onpeio kol courtopoTo
OTmG¢ Kpiom, KEPaAOAYia, LELOWUEVT EYPTYOPOT), LETAPOAT TNG VONTIKNG AELITOLPYING, AMAELN OPACTG
KOl GALEC OTTIKEG KO VELPOAOYIKES O1OTOPOYEC.

Edv diayvoobeite pe XOAE, dwaxoyte 1 Ogpaneia pe Iclusig kot cuveyiote ) Oepamneia, poévo
€QOGOV TO GLUPAV VITOY®PNCEL KoL €AV TO OPELOC 0md T cuvvEyion TG Depaneiag viepokerilel Tov
kivduvo yio XOAE.

AMNAETOPACELS UIE PAPUOKEVTIKA TPOIOVTOL
Amarteitol 1pocoyn Kotd v Tautdypovn ypnon tov Iclusig e péTplong Kot 1oyvpovs AVAGTOAEIC TOV
CYP3A xon pétproug kot woyvpovg enaywyeig tov CYP3A (PA. mapdypago 4.5).

H tavtoypovn ypnon ponatinib kot avti@popfotikdv Topayovimy TPETEL VO TPOY UATOTOLEITOL UE
TPOGOYN o€ 0cOeveic TOL VOEXETAL VA SATPEXOVLY KIVOLVO ELLPEVIONG ULUOPPAYIK®DV ETEIGOOIMV (PA.
«MvelokaTooToAN» Kot «Alpoppayion). Aev Exovv delaybel emionueg peréteg yio T ypnomn Tov
ponatinib pali pe avtiOpopuPotikd eopUaKELTIKY TPOIOVTA.

Hopdrtaon tov QT

H mBavomra napdraong tov dwactipatog QT pe to Iclusig aloloynbnke oe 39 acbeveic pe
Aevyoupio Ko dev TapotnpnOnke kapio KAvikd onpovtiki mopdtaon tov QT (BA. mapdypago 5.1).
Qo16060, dev £xel mpaypoTomoindel olokAnpouévn perétn yuo to QT emopévmg, dev pmopei va
OTOKAEIOTEL P10, KAVIKG onuoavtikn enidpacn oto didotnuo QT.

Edwkoil mAnbvopuol

Hrozikn dvolerrovpyio

Ot aoBeveic pe nroatikny dSvoiertovpyio pmopel va AdBouvv T cLVIGTAONEVT 3001 EvapEng. ZuvicTaTal
Tpocoyn Katd T xopnynomn tov Iclusig oe acbeveic pe nrotikn dvsiertovpyia (PA. mapaypdeovg 4.2
Kot 5.2).

Neppixn ovolertovpyio.
ZuvieTdtol TPocoyn KaTd T xoprynomn tov Iclusig oe aceveig pe extipmpevn kdbopon Kpeatvivng
< 50 ml/Aemtd N pe veepikn voco telko otadiov (PA. mapdypoo 4.2).

Aaktoln

AVT0 TO POPUAKEVTIKO TPOIOV TTEPLEXEL LOVOEVLOPT AakTOlN. Ot acbeveig pe omdvia Kinpovoukd
mpofAquata dvcavesiog ot yaraktoln, dvsAettovpyia Aaktdong Lapp 1 dvcamoppdonon
YAUKOING-yahakTolng dev TPEmeL Vo AaUPAVOUY LT TO POPUAKEVTIKO TPOTOV.

4.5  AMremOpaosig pe GALO QUPRUKEVTIKG TPOTOVTO KUl GALES popPEg alinieniopaocng

Ovoiec mov evdgyetar vo vENGOVY TIC CLYKEVTPOGELC TOL ponatinib otov 0pd

Avaoroleic tov CYP3A

To ponatinib petaforilerar and 1o CYP3A4.

H ovyyopnynon piag 66ong 15 mg tov Iclusig and 1o otopa pe kerokovaloin (400 mg nuepnoing),
évav 1oyvpo6 avactoréa tov CYP3A, mpokdiece PETpleg aLENGELS TNG CLGTN KNG kBEoNC GTO
ponatinib, ev® ot Tipég AUC. kKot Cmax TOV ponatinib ftav 78% wai 47% vynAotepeg, aviotouyo,
GUYKPITIKA UE EKEIVEG IOV ERLQaVIoTNKOY OTAV TO ponatinib yopnynOnke povo Tov.

®a pémnet va didetal mpocoyn Kot va e€etdletar To evOgYOIEVO Lelmon TG 000G EvapEng Tov
Iclusig og 30 mg KoTd TNV TOLTOYPOVN XPNOT| WYLPOV avacTorémy Tov CYP3A, 6nmg
KhopBpopvkivn, wowvafipn, 1tparxovaloin, ketokovaloin, veealodovn, verpwvaPipn, prtovafipn,
ocakovwvaPipn, teAdpopvkivn, Tpoieavdopvkivn, Bopukovaldin Kot Youd YKPEPPOLT.



Ovuoieg mov eVOEYETAL VO LELWOOLV TIC GVYKEVIPMOELC TOV ponatinib otov 0pd

Eraywyeic too CYP3A

H ovyyopnynon piag epdma 66ong 45 mg tov Iclusig mapovsio tng prpaumivng (600 mg nuepnoing),
€vog 1oyvpol emaymyéa tov CYP3A, oe 19 vyieig eBehoviéc, peiwoe T1g TpEC AUCh. K0t Cimax TOV
ponatinib kotd 62% Kot 42%, avTioTOLY, CLYKPLITIKA LE EKEIVEG TOV EUPAVIGTNKAY TV TO ponatinib
yopnynOnKe pwovo tov.

H ovuyyopiiynon woyvpdv enaymyémv tov CYP3A4, 6mwg 1 kapPBapalenivny, n eavofopPitdin, n
QOVVTOTVN, 1 PLPAUTOVTIVY, 1] PLOOUTIKIVY Kot To Bakcapdyopto (St. John’s Wort) pe ponatinib Oa
TPENEL VA, amopevyeTat, Kot 8o mpémet vo avalntnlovv eVOAAIKTIKEG ETAOYEC TOV ETAYMYEDYV TOL
CYP3 A4, extdc €dv 10 6@ehog vepPaivel Tov mbavo kivovuvo amd tn peiouévn ékbeomn 6to ponatinib.

Ovoiec TV 0TOlMV 01 GLYKEVIPOOELS 6TOV 0pO UTopel vo oALGEovy Adym Tov ponatinib

Yroarpauoro petopopéwv

In vitro, 10 ponatinib givat évag avaotoréag Tov P-gp kot tov BCRP. Enouévmg, to ponatinib
eVOEYETOL VO, EYEL TN SLVATOTNTA VO AVENGEL TIG CLYKEVIPDOGELS GLYYOPNYOVLEVOV VTOGTPMUATOV TOV
P-gp (m.y. dryo&ivn, dafryatpdvn, kokyikivn, tpoafactotivn) | too BCRP (m.y. pebotpe&dn,
pocovPactativn, covipacaialivn) oto TAdcHa Kot propel va avénoel tn Bepamevticy) Tovg dpdon
KoL TIG avemBounTeg EVEPYELEC. ZVVIGTATOL AVGTNPY KAWVIKNY EMLTPTON OTAY TO ponatinib yopnyeiton
LE OUTA T PAPLOKEVTIKA TPOTOVTOL.

Hodrorpikdc TAnfuopog
Meléteg aANAETIOPACEDY £XOVV TPOYUATOTONOEL LOVO GE EVIIAIKEC.

46 TovipétnTa, KOON Kot yorlovyia

lvaikeg o€ avamapoy®ywn nAKio/AviicOAAN YN og GvOpeg Kot YuvaiKeg

ZUVIGTATOL GTIG YUVAIKEG 08 NAKI avarapaymyng mov Aapupdvovy Iclusig va unv petvouv €yiveg ko
GTOVG AVTpeG oL AapPdvouy Iclusig va unv amoxticovy Toidi Katd tn didpkela g Oepaneiog.
IIpénet vo xpnoiponoleiton 0moTEAECUATIKN LEDOOOC AVTICVAANYNG KATA T O1dpKeLla TG Bepameiag.
Eivat dyvooto €dv 1o ponatinib ennpedlel TV amoTEAEGLOTIKOTNTO TOV GLUGTILUK®OV OPUOVIKGOV
OVTICVAANTTIKOV. B0 TPEMEL VoL YPTCLUOTOLEITOL EVOAAAKTIKN N TPpOGOeT HEBOSOG OVTIGOAANYNG.

Kunon

Agv vdpyovv emapkn dedopéva and t ypnomn tov Iclusig otig ykveg. Ot peréteg oe {da katéder&av
avamopay®ykn to&ikotra (PA. mapdypoeo 5.3). O mbavdc kivouvog yia Tovg avlpmdmovg eivat
dyvootog. To Iclusig mpémetl va ypnopomoteitol Katd tn dStdpkeo TnS kKonong uovo dtav

glvar amoAvTa avaykaio. Edv ypnoiponomBei katd tn didpkeia tng Komong,  acbevig npénet va
evnuepmBel yuo Tov mhovo kivouvo mov datpéyet To EUPpvo.

Oniocuog
Agv givon yvooto gdv to Iclusig anekkpiveTal 6to avOpdmivo yéia. Zopemva pe to dtbéoiuo

dedopéval opLOKOSVVALIKNG Kal ToEtKoAoyiog, Oev amokAgieTat 1) TOAVOTNTO ATEKKPLONC OTO
avOpomvo yéda. O Onraouog mpénet va dtokdmteTan kotd T didpkela g Oepamneiag pe Iclusig.

Tovotnta
Agv vrapyovv drabécipa dedopéva oTov AvOp®To oE GYEoN e TV EMidpact Tov ponatinib o1t

YovipotnTa. € 0povpaiovg, 1 xoprynomn ponatinib £6e1ée emdpacelg ot YoviuoTTa TV OnAvkov,
EVD 1] YOVILOTNTO TOV OPCEVIKAOV Oev emnpedotnke (PA. mapdypopo 5.3). H kAvikn cueyétion avtmv
TOV EVPNUAT®V Y10 T1 YOVILOTNTO TOV avOpdmov ival dyvmorn.
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47 Emopacseig 6Ty IKOvOTNTE 001]Y161)G KO YELPIGHOD P OVIIRATOV

To Iclusig éyel pkpn| enidpaon TNV IKAVOTNTO 0ONYNONG KOl XEPIGLOD Unyovnudtov. AvemBounteg
gvépyeteg Omwg ANBapyog, {aAn kai Bapumn opacn Egovv oyetiotel pe to Iclusig. Emopévacg, cuviotdron
TPOGOYN KATE TNV 001 yNoN 1 TO XEPICUO LUNYOVILATOV.

4.8 AvemOounTteg evépyeleg

2Hvoyn 1oL TPoPiA acOAAELNG

XMA 3 Ph+ ALL yi0. tipv omoia eiye #on yopnyn0Oei Ospoareio (MeAéty PACE)

> dokun edong 2 PACE (BA. mapdypago 5.1) ot mo cvyvég coPapég avemBounteg evépyeteg > 2%
(ovyvoTTO TEPIGTATIKMY OV TPOoEKLY AV Katd tn Oepaneia) tav mvevpovia (7,3%), Taykpeatitida
(5,8%), kotoko dAyog (4,7%), koA pappapoyn (4,5%), mopeéia (4,5%), Epepaypa Tov
pvokopdiov (4,0%), mepipepikn amo@paxtiky aptnplonadeia (3,8%), avopia (3,8%), otnOayyn
(3,3%), peimon apBpod aponetariov (3,1%), epmdpetn ovdeteponevia (2,9%), viéptaon (2,9%),
vOG0G TV oTEQUVIaiDY apmplov (2,7%), cougopntikn Kapdiakn avemdpketa (2,4%),
YYELOEYKEPUALKO £TELGOD10 (2,4%), onum (2,4%), kuttapitida (2,2%), o&eila veppikn BAAPT (2,0%),
AolU®EN TV 0VPOEOP®V 0dMV (2,0%) Kot avénon Ardaong (2,0%).

Yofapég avemBounTeg EVEPYELES OPTNPLOKTG KOPIIOYYELOKNG, OYYELOEYKEPOUAIKNG KO TEPLPEPIKNG
aYYEWKNG amdppatng (GUYVOTNTEG TEPICTOTIKOV TOL TPOEKLY OV KOTA TN Depaneia) TapovsIacTNKAY
o€ m060otd 10%, 7% kot 9% tov acbevav mov hapav Iclusig, avriotorya. Zofapéc avidpdoelg
QAP amdPpaing (GUYVOTNTO TEPICTUTIKOV TOL TPOEKLY AV KOTA TN Bepameia) TapovsidoTnKay
610 5% TV acbevov.

AvemBOUNTEC EVEPYEIEG APTNPLOKNG KOPOLULYYEIOKNC, OLYYELOEYKEPUAMKNG, KOl TEPLPEPIKNG OYYELOKNG
amoePasNG (CLYVOTNTEG TEPIOTATIKAOV OV TPOEKLYAV KATA T Ogpameio) TapoVCLAGTNKAY GE
10600Ta 13%, 9% xor 11% tov acBevav mov érapav Iclusig, avtictorya. [Tapovsibotnray cuvorukd
avemBounteg evépyeleg aptnPLoKng amdepaéng oto 25% tov acbevav mov AMaupavay Iclusig amd
doxun| eaong 2 PACE pe ehdyioto ypovo mapakorovdnong 64 unvov, pe tic coPfapés avembounteg
evépyetes va gppavifovior oto 20% tov acBevav. Opiopévorl acbeveic Tapovsiocay mive and éva
€100¢ mePLoTATIKOD.

Avtidpacelg pAefucng Opoppoepfoing (cuyvotnTa TEPIGTATIKMY TOV TPoEKLYaV Katd T Oepameia)
TapoLvGldoTNKaY 010 6% TV acbevav. H cuyvomta epodviong Opoupospporikdv encicodimv givar
vynAotepn oe acbeveic pe Ph+ ALL | BO-XMA amod 9,11 o€ acbeveig pe EO-XMA 1 XD-XMA.
Koavéva prefoamoppaktikd enelcddo dev vanpée Bavatnedpo.

Metd amd mapakolohOnen TovAdyiotov 64 UNVAaV, T0, TOGOGTA TOV OVETIBVUNTOV EVEPYEIDV TOL
odynoav og daxont| Nrav 20% yo XO-XMA, 11% yia EO-XMA, 15% yia BO-XMA xot 9% v
Ph+ ALL.

XD-XMA yra. v omoia giye on yopnynbei Osparncio (Melétn OPTIC)

2 doxun edong 2 OPTIC (BA. mapdypago 5.1), pe didpeon didpreta mapokorohOnong

77,93 umvov, cuVOAKE OVETIBVUNTEG EVEPYELEG OPTNPLOKNG amdPpaing eppavictray oto 13,8% tov
acBevav mov Elafav Iclusig (koopt TV 45 mg), cuurepAapuPavouivey 2 €K T@V 0TO1MV NTOV
Bavatnedpec, Kot coPapés avemBounteg evépyeteg eppavictnkayv 6to 8,5% tv aclevodv (Kodptn Tmv
45 mg). AvemBOUNTEG EVEPYEIEG APTNPLOKNG KOPOLOLYYELOKNG, OYYELOEYKEPUAMKTG KOl TEPLPEPIKNG
ayYEWKNG amoPpaéng (GUYVOTNTEG TEPICTOTIKMOV TOL TPOEKLYOV KOTA TN Bepaneia) TapovsidcTnKaY
o€ m060010 5,3%, 4,3% Ko 4,3% tov acBevov mov haPav Iclusig (kodptn Tov 45 mg), aviietoiymc.
Ao 1006 94 acbeveig oty kodptn TV 45 mg, 1 acBevig epnpdvice avtidpacn EAEPIKNG
OpoupoeuPoing (amoppatn eAEPag Tov apeipinotpocdotc Babuov 1).

Kotdhoyog avemBOunTmv evepyeudv 6€ Hopon| Tivako

O1 ovyvotnTeg TV avemBountev evepyelmv Pacilovtar o€ 449 acbeveic pe XMA kot Ph+ ALL mov
gkténkav oto ponatinib ot dokun edong 2 PACE kot g 94 acBeveic pe XMA mov extébnkav 610
ponatinib (66om évapéng 45 mg) ot dokyun paong 2 OPTIC. Avatpé€te oty mapdypao 5.1 yia
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TANPOPOPIEC GYETIKA LE TO KUPLOL YOPOUKTIPIOTIKA TOV CUUUETEXOVIOV OTIG OOKIUES. Ot avemBOunteg
EVEPYELEC TTOV OVAPEPOVTOL G OAOVG TOVG aoBeveig ue XMA kot Ph+ ALL moapatiBevton ava
KaTnyopia opyoavikoh GuotHHaToS Kol cuyvotnta otov [livaxa 4. O katnyopieg cuyvotnTag givat:
oAb cuyvég (= 1/10), cuyvég (= 1/100 g < 1/10) kan Oyt suyvég (> 1/1.000 émg < 1/100), omdvieg
(= 1/10.000 émg < 1/1.000), ToAv omdvieg (< 1/10.000) kot un yvooTig cuyvotntag (dev HLTopovV va.
eKTIUNO0VV amd ta. Staféoia dedopéva). Ze Kabe opdoa cuyvOTNTAG, 0L OVETBOUNTEG EVEPYELEG
eupaviCovron pe pdivovca o&vnra.

Mivakag 4 AvemOounteg evépyereg mov wapatnpdnkev og acdeveic pe XMA ko Ph+ ALL wov
giyav on Aafer Oepameio — ovyvoTNTA pE TV 0Told AvaQEPONKE ERPAvIGT
OVETOOUNTOV EVEPYELAV TTOV TTPOEKLVYAY KaTd TN Ogpamsia

Koatnyopio/ opyoviko
cvoTnUO

YuyvotnTa

AvemOOunTeg evépyereg

AOUDEELS KO TOPOCITOCELG

IToA0 cvyvég

Aolp®én avmdTEPOL AVATVEVGTIKOD
GLOTNUOTOG

Xoyveég

mvevpovia, onyaipio, Buiakitida,
KutTapitida, Epnng Lowotnpag

Alotapoyéc ToU aipoTog Kot
TOV AEUPIKOD GUGTHIOTOG

IToA0 cvyvég

avaipio, aptBpog apomeToMmV HEIWUEVOG,
aplOUOC 0VLOETEPOPILDY LEIWUEVOS

Xoyvéc

TOVKLTTOPOTEVIO, EUTOPET 0VOETEPOTEVI,
aplOPOC AEVKOKVTTAPOV PUEIOUEVOS, OPLOIOC
AELPOKVLTTAP®V HELOUEVOC,
LVELOKATOGTOAN

Evéokpivikéc dratapayéc

Xoyvéc

vrofvpeoeldioudc”

MetofoAkég Kot SIUTPOPIKES
dtoTopayéc

IToA0 cvyvég

LEL®UEVT Opeln, VTTEPTPLYAVKEPLOALLIAL,
VIEPYOANGTEPOLILLIL

Xoyveég

0QLOATWOT, KATAKPATNON LYPDV,
vracPeotiaipio, VTEPYAVKALIQ,
VIEPOLPLYOLLLN, VTOPOCPATALUIA,
VIOKoAlopia, peiwon copatikod Bapovg,
VTOVATPLOLLC, SVCAMTIOOLLIN, dLoTAPUYUEVN
avoyn otn YAvkoln, ovénuévn MmompmTeivn
YOUNANG TUKVOTNTOG, 0OENCT COUATIKOD
Bépovg, chvopopo Avong 6yKov

Yoylatpikég datapoyég

IToAb cvyvéc

avmvio

Xuyveg

Gyyog

Awotapoyég Tov Veupikon
GUGTNLOTOG

[ToAvY ouyvég

Kepaiaiyio, {EAn

Xoyvég

OYYELOEYKEPUAIKO ENMELGOO10, EYKEPUAIKO
EUQPOKTO, TEPLPEPIKT) VEVPOTAOEL,
AMBapyog, nuikpavia, vaepaicincia,
vroeOneio, mopoicOnoiao, Tapoducd

IOY UK ETEIGOO10, SLATAPUYT] TPOGMTLKOV
veDPOL, GTEVAOGT KOPWTIOOG

Oy ovyvég

OTEVMOT] EYKEPUAIKNG 0pTNPloG, EYKEPAAIK
aoppayic, EVOOKPAvVIo alLoppayia,
GVUVOPOLO OTiGO10G avasTPEYIUNG
gykeporonabeiog *

OpBaipicég droTapoyég

Xoyvég

Ooum 6paot, EnpopBodpuio, TEPIKOYYIKO
oldonua, oidnua Preeapov, emmepukitioon,
dtatapoyn g 6pacng, dAyog Tov o@OaAL0D,
amoQpacn eAEPAG TOL ApPIPANGTPOEIBODG

Oy ovyvég

Opoupwon eAEPag Tov apEPAncTpoeldoig,
andepaén aptnpiag Tov GUEPANGTPOEIOOVG
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Katnyopia/ opyoviko
cvoTnUO

YuyvotnTa

AvemOOunTeg evépyereg

Kopdiakég dratapoyég

Xoyvég

KapdlaKn SuoAsttovpyia, EUQpaAyLLO
LLOKOPII0V, GUUPOPTTIKN KOPITOKN
dvoiertovpyia, TdOnon ctePoviaiog
aptnpiag, otNOAYYN, TEPIKAPIIOKT GLAAOYY,
KOATIIKT] LOPLLOPLYT, HEIDOT) KAAGUATOG
eEdBnong, 0&H otepaviaio cvvopopo,
KOATIKOC TTEPVYIGUAC, SVGAELTOVPYiD
0pLoTEPNG KOOGS, VITEPTPOPIL APIGTEPTC
KotAlag, pAeforxoufikn Bpadvrapdio,
TayvKapdia, ovENuEvo apvotelkd dpo Tov
TPOSPOUOV EYKEPUATKOD VOTPLOVPTTIKOD
nentidiov, aotabng otnOayyn, wyaipio Tov
LLOKOPOI0V, EKTUKTEC VITEPKOIALOKEG
GUOTOAEC, EKTOKTEC KOIMOKES GUOTOALG,
NAEKTPOKAPILOYPAPNLLOL LLE TOPUTETALEVO
QT, ypdvio KopdloKn avVETAPKELL, OLENUEVO
EYKEPUAIKO VOTPLOVPNTIKO TENTIOL0

Oy ovyvég

KapOLKN SVCEOPIN, LOYUULKT
KOPOLOUVOTADELL, GTEQPAVIOLOG
OpTNPLOCTAGHOG

Ayyeloxég dratopoyég

IToAb cuyvég

VIEPTAOT)

Xoyveég

TEPLPEPIKT ATOPPAKTIKY] OPTNPLOTADELD,
TEPUPEPIKT] 1GY AN, TEPUPEPTKT] OPTNPLOKT
OTEVOOT), Ol0AEITOVG YOAOTNTA, EV TMO
Babel pAePikny OpouPwon, EEoym,
gpLOPOTNTA, VIEPTAGIKN KPiom

Oy ovyvég

KOKT TEPLPEPIKT] KUKAOPOPIQ, EUPPUKTO
omANVOC, EAEPIKN euPorn, AEPIKN
OpouPwon, otévaoon veppikng aptnpiog

Mn yvootig
oLYvOTNTOG

OVELPUGLLOTO KOl 0T PLOKOT dlaPlo ol

AvomvevoTikés, OopaKikég
SLTOPAYES KO SLOTAPOYES
Tov pecofwpakiov

IToAb cuyvég

dvomvola, Pryog

Xoyvég

TVELLLOVIKT EUPOAT], VITECOKOTIKT GLAAOYY,
eniotadn, SLGEMVIM, TVELLOVIKT VIEPTOCT,
GTOUATOPAPVYYIKO GAYOG, TOPOUYDYIKOG
Prixag

Taotpeviepikég dratapoyés

IToA0 cvyvég

KOIMoKO GAyoc, d1dppota, ELETOC,
dvuokotAoTnTa, vautio, ovénon Mmaong

Xoyvéc

TOYKPEOTITION, 0OENCT AULAGONS aipaTog,
YOGTPOOICOPAYIKY TAAVOPOUN O],
otopatitida, Svomeyia, KOWAOKN SLdTao),
KOWAL0KT ducopia, Enpoctopia, YooTpikn
ooppayia, yootpitido, yooTpikd EAKOC,
OLLOPPAYIt TOV OVA®Y

Hrotoyolkég droTapoaryés

TToA0 cvyvég

adENGT QACVIVIKNG OUIVOTPOVGPEPAONG,
aOENGCT OCTOPTIKNG AUIVOTPAVGPEPAOTS

Xoyveég

avénon yorepvOpivng aiparog, avénon
OAKOMKNG @OOEATAONC 0ilaToc, avénon
YAUUO-YAOVTOUVATPOVEOEPACTG, QVENUEVEG
TPOVOOUIVAGES, NTOTOTOEIKOTNTO

Oy ovyvég

NTATIKY OVETOPKEL, IKTEPOG
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Katnyopia/ opyoviko
cvoTnUO

YuyvotnTa

AvemOOunTeg evépyereg

IToAb cvyvéc

e€avOnpa, Enpodeppia, KyNGOG

Alotapoyés Tov dEPUATOC Kot

TOV VTOSOPLOL 1GTOV Xoyvég

Kvnopmoeg e£avonua, amopoldmTiKo
eEavonpua, epdbnuo, olonexio,
OTOPOAIOMOT OEPUATOC, VOYTEPIVY|
€Qidpwon, VTEPIdPWOT, TETEYELN, EKYVUMOOT),
OEPLOTIKO AAYOG, ATTOPOALOWDTIKY
depuatitido, VIEPKEPATMOOT), VITEPYPWOGCT TOL
dépuortoc, vwodepuatitidn
(ovumeprrapfovopévon tov ol{ddovg
gpvdnuarog), depuatitida, eEavonuoa
KnAdoPratidmdee, deppatitida opotalovea
He axun, epunuotmoeg e&avOnua, éxlepa,
eEavOnua knAdmdeg, e&avinua PLATIOMIES,
TOAOLOPPO epOON UL, aAAEPYIKN
depuotitidn, OAmUL SEPUOTOC, dEPLOTITION
YOPLOGIKN

IToAv ouyvég

00TIKOG TOVOG, apBpaiyia, poodyio, TOVOG
OTa AKPO, 0GQLAAYIO, LViKOL oo ol

Awotapoayéc Tov
HVOCKEAETIKOD GLUGTHLATOG

KOl TOV GUVOETIKOV 1GTOV Xoyvéc

LVOCKEAETIKOG TOVOC, AUYEVOAYiL,
HVOCKEAETIKOG TOVOG TOL BdpaKa, HUTKN
advvapio, LOoKEAETIKN dSvoKapyia,
OTOVOLAIKO GAyOC, TEVOVTITION

Awotapoayéc Tov
OVOTTOPOYWYIKOD GLGTHLOTOS
KOl TOL LOGTOV

Xoyveég

GTLTIKT OLCAEITOVPYIN

TToA0 cvyvég

KOT®OoT), ac0Eveln, TEPLPEPIKO OION LA,
mopetia, GAyog

Ieviéc dratapayéc kot
KaTOoTAoELG ot 0éom

xopnynong Yuyveég

piyn, YPIADONG GUVOPOUT], U1 KOPIIOKOG
Bwpakikdg ToOvog, yniaent pala, oidnuo
TOV TPoo®TOV, owénuévn C-avtidphoa
TpOTEIVN, Bopokikd dhyog

* AvBopunteg avoeopég amd TV eUmEpio LETA TNV KVKAOPOpia

* O vroBvpeoetdiopdc mepthapuPdavel Tov VToOVPEOEBIGUS KoL TOV TPOTOTOON VITOOBVPEOESIGO

TIeprypaon smdeyuévayv avemBountwv EVEPYEIDV

Ayyeroxn amoppaln (BA. mopdypopo 4.2 kot 4.4)

YoBapn ayyetakn oamdepatn £xel ekONAwbel oe acbeveic mov Aappdvouv Iclusig,
GUUTEPTAAUPOVOUEV®Y KAPSLOYYELNKADV, 0y YELOEYKEPOUAIKADV KOl TEPLUPEPIKMV OYYELNKDV EMEIGOSIWOV
Kol enE1G00i0V PAePKNg OpopuPwong. Avtd Ta enelcddlo eppavicTnkay o€ acheveic e Kot yopic
TOPAYOVTEG KOPILOYYELOKOD Kivduvov, cupumepthapfavouévav acdevav nhikiog 50 etdv 1| Ayodtepo.
Ot avemBOUNTEC EVEPYELES APTNPLOKNG ATOPPAENS NTAV GLUYVOTEPEG OE TTO NAKIOUEVOLS 0oOEVELG KOt
o€ aobevelg e 16Top1Kd 1oYoUiog, VIEPTACTC, SIPNTN 1 VEEPAITLO IS,

> doxun edong 2 PACE (PA. mopdypago 5.1), pe eddyioto ypdvo mapakorobnong 64 unvav,
avemBoUNTEG EVEPYELEG OPTIPLOKNG KAPILUYYELOKNG, OYYELOEYKEPUAIKTG KOl TEPUPEPIKNG OIYYELOKNG
amoQPAENG (GLYVOTNTEC TEPICTAUTIKDV TOL TPOEKLYAY KaTd T Oepameia) mapovoidotnkay oto 13%,
9% xat 11% tov acBevav mov Ehapav Iclusig, avtiotolywc. Zuvolikd avemBounteg evépyeleg
apTNPLKNG omOepaéng eppoviomnkay 610 25% twv acbevav mov édafav Iclusig otn dokiun edong 2
PACE ka1 coPapég avemBounteg evépyetleg eppaviotnkay 6to 20% tov acbevav. Opiouévol acbeveig
mapovciocay Tvm and Eva €idog cuufavtoc. O d1dpecog pPOVOC £0C TNV ELPAVION TOV TPDTOV
KOPILOLYYELOKDV, AYYELOEYKEPUAKDV KO TEPUPEPIKAOV OYYEINKDV ETEICOMIMV APTNPLOKNG AmOPPAENC
nrov 351, 611 ko 605 nuépeg avtiotolyms, ot dokiun PACE. Avtidpaceic piefiknig Opopfoepfoing
(oLYVOTNTEG TEPIGTATIKMOV OV TPOEKLYAY KaTd TN Oegpamein) eppaviotnkoy 6to 6% TV 0cdevov.
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21 dokun edong 2 OPTIC (BA. mapdypago 5.1), pe didueon didpkeia mopokorovOnong 77,9 unvaov,
OVEMBOUNTEG EVEPYELES APTNPLOKTG KAPILOYYELAKNG, OYYEIOEYKEPAUAKNG KO TEPLUPEPIKNG ALY YELOKNC
amoQPaéNG (CLYVOTNTEG TEPIOTATIKAOV TOL TPOEKLYAY KaTd TN Ogpameia) Tapovsidotnkay oto 5,3%,
4,3% ka1 4,3% tov acbevav mov Eafav Iclusig (kooptn TV 45 mg), avTIoTOIY®G. XVUVOAIKA,
avemBounteg evépyeteg aptnplokng andepaing eppavictnray 6to 13,8% tov acbevav mov Elafav
Iclusig (ko6ptn TV 45 mg) Ko coPfoapéc avemBounteg evépyetes eppavictnKay oo 8,5% tov
acBevav (kooptn tv 45 mg). O S1apuecog Ypdvog EmG TNV EUPAVICT] TV TPOTOV KOPIoyYEILKDV,
OYYELOEYKEPUATKMY KOl TEPLPEPIKDV AYYEIOKDY EXEICOOIMV aPTNPLUKNG amdPpaing fitav 473, 356 kot
108 nuépeg, avrtiotoiyme, otn dokiuy OPTIC. And toug 94 acbeveig otnv OPTIC (kodpt TV

45 mg), 1 acBevic eppdvice avtidpaon eiepikne Opouposppoing.

Mbveloxaraotorn

H puelokatactorr avagepodtay cuyvd 6e 0Aovg Toug TANOLGHoS acBevav. H cuyvotnta eppdvionc
Opoppomeviag, ovdetepomeviag Kot avarpiog Babpod 3 11 4 tav vyniotepn oe acbeveic pe EO-XMA
kot BO-XMA/Ph+ ALL cvykprtikd pe acOeveic pe XO-XMA (BA. Iivaka 5). Mvglokotactodn
avapépnke oe 0o0EVELG e PUGIOAOYIKEG EPYACTNPLOKEC TIES OVOPOPAG KOMG Kot o aobeveig e
TPOVTAPYOVCEG EPYASTNPLUKEG LT PUGIOAOYIKES TLUEG,

H S1akomn Aoym puehokatactodng dev nrav cuyvn (Bpopfomevia 4%, ovdetepomevia kot ovarptio
< 1% éxoaot).

Eravevepyoroinon nrozitidoc B

Enavevepyomoinon g nratitdog B éxet avapepbel oe cuvovacpo pe BCR-ABL TKI. Opiopéva
TEPIOTATIKA lyav G amotérecpa o&eio NTATKN avemdpKeLo 1] KEPALVOPOLO NIATITION 00N YDOVTAS GE
petapdoyevon Nratog 1 Bovatneopo ékPacn (PAEre Topdypao 4.4).

Bopiés depuotinés avemOountes evépyeieg (SCARs, Severe Cutaneous Adverse Reactions)

Boapiég deppatikés avidpaoelg (0mwg suvopopo Stevens-Johnson) £yovv avapepbel pe opiopévong
avaoToAElg TNG TVpocIviKnG Kivaong BCR-ABL. Ot acOeveic Oa mpémetl va mpogidomolovvial va
avaPEPOLY APECHS TOOVOAOYOVUEVES OEPLATIKEG AVTIOPACELS, £10KE €0V cuayeTilovTot Le
QAVKTOIVOGT), OTOPOAId®MON, PAEVVOYOVIKT] GUUUETOYY| 1| GCUGTNLOTIKE GUUTTOLOTCL.
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Mivakog 5 ZvyveTnTo EPLQEAVIeS KAMVIKG GYETIKAV 1] QUGLOAOYIK®V EPYUCTNPLUKOV TIHOV
BaBpot 3/4* og > 2% acBevdv 6g onoradNToTE Opdoa vocsov amd T Aoxipn @aong 2
PACE (N = 449): ghayiot tapakoroVOnon 64 unvav yia 61Lovg Tovg acbeveic mov
ovvénlav m Ogpameio

Epyoaoctnproxn eEétaon ‘Olot X®O-XMA | EO-XMA | BO-XMA/Ph+ ALL
ovacOeveig | (N=270) | (N=85) (N =94)
(N =449) (%) (%0) (%)
(%)
Awaroloykog Eleyyos
®pouPorevio (apOude 40 35 49 46
OLUOTETAA MV UEIMUEVOQ)
Ovdetepomevia (ueimon ANC) 34 23 52 52
Agvkonevia (ueimon WBC) 25 12 37 53
Avoupia (ueimon Hgb) 20 8 31 46
Agpoomnevia 17 10 25 28
Bioynuixog éleyyos
AvEnon Mmdong 14 14 13 14
Meiwon eoo@opov 10 10 13 9
AvEnon ylvkolne 7 8 13 1
Avénon ALT 6 4 8 7
Meiwon vatpiov 5 6 6 2
AvEnon AST 4 3 5 3
AvEnon apvldong 4 4 4 3
Meimwon kaAiiov 2 <1 6 2
AvEnon kaiiov 2 2 1 3
AvEnon aAkaMKNG emceaTdong 2 2 4 2
XohepvOpivn 1 <1 2 1
Meimwon acBectiov 1 <1 2 1
ALT = apwotpaveeepdon g oiovivig, ANC = andivtog apiBudsg ovdetepodpiiwv, AST = acnaptikn
apwotpaveeepdon, Hgb = apoceaipivn, WBC = ap1Budc Aevkokuttépwv.
*Avagépetot copeova pe ta Kowd kprripla oporoyiog yio avemBounteg evépyeieg (CTCAE) tov EBvikov
Ivetitovtov yo tov Kapkivo (NCI), ékdoon 4.0.

AvoQopd mBavoLoyoLUEVOV AVETBOUNTOV EVEPYELDV

H avoapopd mBavoroyoduevemy avemiBountmy evepyeumy HeTd amd T YopyNno” AdElc KUKAOPOpiag
TOV PAPUAKELTIKOD TPOIOVTOG elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital amd Tovg enayyeAIaTieg vyEing va
avaQEPOLY 0TOIEGONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG UEG® TOV £0VIKOD GLOTNUATOG
ovaeopds mov avaypdestor oto Hopdptmua V.

49 Ynepdocolroyia

Mepovouéveg avapopis okovatag vtepdocoroyiog Tov Iclusig avapépdnkay o KAVIKES SOKIUEC.
Movég d6oelg Tov 165 mg kot pia ektipdpevn 66on 540 mg oe 600 acbeveig doev odnyncov oe Kopio
KAvikd onpavtikn avemBountn evépyela. [ToAamAiés d6oeig Tov 90 mg nuepnoing yio 12 nuépec oe
évav 0o0evi TPOKAAEGAY TVELLOVIQ, GUGTNUOTIKY PAEYLOVAOIT OVTIOPOCT], KOATIKY LOPLOPVLYT KO
OCLUTTOUOTIKY, HETPLO TEPIKAPILOKT cVALOYT. H Bepaneio diakomnKe, ot avTidpacelg
amokotaotdOnikay kot to Iclusig yopnynonke Eavd og 06on 45 mg, pio opd nuepnoing. Xe
nepintwon vrepdocoroyiag tov Iclusig, o acOevig mpémet va mapakoiovbeitar kot va yopnysitat
KATOAANAY VTOGTNPIKTIKY| Oepamneia.
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5. DPAPMAKOAOI'TKEX IAIOTHTEX
51 ®@appoxodvvopikEs 1010TNTES

DopUaKOBEPATEVTIKT KOTYOPIO: OVTIVEOTANGLOTIKOL TOPAYOVTES, AVAGTOAEIC TPMTEIVIKNG KIVAOTG,
kwowog ATC: LOIEAOS

To ponatinib gival évag 1oxvpdc kaboiukog avactoréag tng BCR-ABL e dopkd otoyeio, 6mwg £vag
TPUTAOG SEGUOC AvOpaKka-avOpaKa, TOV EXITPETOVY TN OEGUELCT VYNANG CUVAQPELNG GTO EYYEVEC
BCR-ABL «ou tic petodhaypéveg popeég tng kvaong ABL. To ponatinib avactéAAiel Tnv evepyotnta
g TVPOSIVIKNG Kivaong TG ABL won g petodlaypévng popeng T3151 g ABL pe tipég ICso g
TéENG Tov 0,4 kai Tov 2,0 nM, avticTotya. Xe KLTTAPIKES dOKILOGTEC, TO ponatinib kKatdpOBwoe va
VIEPIGYVOEL TG AVTOYNG OTIG 0LGieG imatinib, dasatinib ko nilotinib pe pesordfnon amd tig
petaAra&erg g meployng kvaong BCR-ABL. Xe mpoxhvikég peléteg petodha&ryéveonc, 1 tiun

40 nM mpocdlopicTNKE OC 1 GLYKEVTPW®GT] TOL ponatinib 7oV glval ETAPKNC Y10 VO AVACTEIAEL TN
Blrocpotnta TV KuTTap®v Tov eKEPAlovy OAES TG e£eTalONEVES LETAAANYLEVEC LOPPES TNG
BCR-ABL cg 10600616 > 50% (cvumepiiapfovouevng g T3151) kabdg xor va Kotacteiiel v
EUPAVIOT] LETOAAAYUEVOY KAOVOV. ZE {10, OKLUAGTN EmtTayuvouevng uetolialiyéveong Paoet
KUTTAP®Y, 08V aviyvevtnke kapio petdAlaén g BCR-ABL 1 onoia Oo pmopodce vo emtpépet avtoxn
oTNV TN ovyKévipwong 40 nM tov ponatinib.

To ponatinib 0d1yNnce 6 GLPPIKVOGCT] OYKOL KO TOPATETUUEVT EMPIMOT] GTO TOVTIKLY TOV EPEPAY
oykovg mov e&gppalav v eyyevn popon g BCR-ABL 1 t petoddaypévn popen T3151 g
BCR-ABL.

e 06o¢elg Twv 30 mg M TEPIOGOTEPO, O1 EAAYLOTEG CLYKEVIPMOGELS TOL ponatinib 6to TAAGO OE
otabepn katdotacn cuvnbwg vepPaivouy ta 21 ng/ml (40 nM). Xe dooeig tov 15 mg 1 Teprocdtepo,
32 and tovg 34 aobeveic (94%) £de1av peimon katd > 50% g eooEopLAM®ONG TG TPOTEIVNG TOV
powdlel pe CRK (CRKL), gvog Proloykod deiktn g avaotoing g BCR-ABL, og povomdpnva
KOTTAPO GTO TEPLPEPLKO OLILLAL.

To ponatinib avacTtéAhel TNV evepyoTNTa GAL®Y KAVIKE GYETIKOV KIvaodV pe TIHEG [Cso kdTm and

20 nM kot €xet emdei&et kutTaptk| evepyotnta évovtt twv RET, FLT3 kot KIT kot tov pehdv tov
otkoyevelnv Kvdong, FGFR, PDGFR ka1t VEGFR.

KAk ommoteAeouotikOTnTo. Kot 0o@AAELo

Aoxyun PACE

H acopddeia kon 1 amotelespaticotnta tov Iclusig og acheveic pe XMA kot Ph+ ALL ot omoiot tav
ovOekTiKol 1 SvooveKTIKol o€ TpoNyovevn Bepamneia e avaotorén Tvposvikig kivdong (TKI)
exTIUONKaAY o€ Lo S1ebvi, TOAVKEVTPIKY SOKIUN AVOLYTNG Mo Lavong, piog opdadoc. Olot

ot acBeveig AdpPavay 45 mg Iclusig dmag nuepnoing pe v mBavoTnTo ATOKAUAK®OTG THG dO0MG
Kot SL0KOTTNG TNG 00GME VOTEPO Atd GUVEYLGT KOl EMAVAOTOKAIUAK®GN TV d0cemv. Ot acbeveic
gvtayOnkav og pio amd €L K0OPTEG AVALOYQ LE TN Pdomn TG vocov (XD-XMA, EO-XMA, 1
B®O-XMA/Ph+ ALL), v avtoyn 1 ) dvcaveéia (R/I) oto dasatinib 1| o nilotinib kot Tnv mapovcia
petdAraéng oe T3151.

Q¢ avtoyn oty XO-XMA opiotnke 1 amotuyia va emtevydel TANPNG UOTOAOYIKT OVTOTOKPLIoN
(¢mg 3 pnveg), eAGIOTN KUTTAPOYEVETIKT AVTOTOKPLoN (Ewg 6 uMveg) 1 Pell®Vv KLTTAPOYEVETIKY|
avtomokplon (fog 12 upveg) ot ddpkela e Oepaneiog pe dasatinib 9 nilotinib. O acOeveic pe
XO-XMA mov epupavicay am®AELD aVTUTOKPIoNG 1 VATTUEN LETAAAAENG OTNV TTEPLOYN TNG KIVAGTG
KT TNV amovcio TANPOVS KUTTAPOYEVETIKNG avtamdkplong 1| e£€MEn oe EO-XMA 1 BO-XMA
omoladNmote oTiyun Kotd ) Oepomeio pe dasatinib 1 nilotinib OewpnOnkav emiong avextikol. Q¢
avtoyn otV E@-XMA kot v BO-XMA/Ph+ ALL opictnke n amotuyio va emtevydel gite peilwov
aipatoroyky] ovtandkpion (EDO-XMA éwg 3 unveg, BO-XMA/Ph+ ALL éwg 1 piva), n anovcia
peilovog apatoAoyIKng avTandkpiong (omolednToTe otiyun) N 1 avantuén petdAhaéng oty Teployn
NG Kvaong pe amovcio ueilovog aipotoloyikng aviomokplong Kot ) Oeponeio pe dasatinib 1y
nilotinib.
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Q¢ dvoaveio opiotnke 1 dokont| g Oepamneiog pe dasatinib 1 nilotinib Aoym to&ikdtnTag Topd ™)
BéAtio dayeipion, amovcio TANPOLG KUTTAPOYEVETIKNG AVTOTOKPIoNG Yo aofeveic pe XD-XMA 1
peilovog apatoAoykng aviamdkpiong yia acbeveig pe EO-XMA, BO-XMA 1 Ph+ ALL.

To xVpro KataAnktikd onpueio amotelecpuatikdOTNTOG oTNY XD-XMA fTav 1 pellmv KuTTapoyeveTikn
avtonokpion (MCyR), mov mepteddpfave tnv mAnpn Kot T LEPIKT KUTTAPOYEVETIKT AVTOTOKPLOT)
(CCyR kot PCyR) ém¢ tovg 12 unveg. Ta devutepehovia TEAMKA onUEiD, ATOTEAEGLOTIKOTNTOG OTNV
XO-XMA frav 1 aiipng opatoroyikn avrardkpion (CHR) kat ) peilov poplokn avramdkpion
(MMR).

To kOp1o KataAnkTikd onueio amoteAespotikdtnrog otnv EO-XMA «ot tny BO-XMA/Ph+ ALL
ntav N peilov apoatoroywn avtanodkpion (MaHR), mov opileton eite mg mApng aptotoroyky
avtonokpion (CHR) gite og amovsia evdciEewv Aevyapiog (NEL). Ta devtepgvovta tedkd onpeia
amoteleopatikdmrog oty E@-XMA kot BO-XMA/Ph+ ALL fjtav n MCyR a1 MMR.

['a 6hovg Tovg acbeveis, Tpocheta devTEPEVOVTA TEAKA ONLLELN AMOTEAECUATIKOTNTOS TAV: M)
emPepfaropuévn MCyR, 0 xp6voc £0¢ TNV avTomdKplon, 1 SIEPKELD AVTATOKPIOTC, 1| EXLPIMOT YOPIg
e€EMEN ko ) ovvoAikn emiPimon. Emiong, oie&dydnkav post-hoc avoivoelg yio v agloldynon e
oyéong tov Ppayvrpoddesuov ekfdoswv kuttapoyevetikns (MCyR) kot popraxrg (MMR)
avtamdkplong pe Tig pakponpodespeg ekfaoeic yio i PFS kot OS, ) dwornpnon g avtamdkpiong
(MCyR ot MMR) petd omd peuwacelc g 66ong kot tig PFS kat OS ovd katdotaon eneicodion
OPTNPIOKNG ATOPPALNS.

1 dokun eviayOnkav 449 acbeveig and Tovg omoiovg 444 NTov KATAAANAOL Yio avaALGN:

267 acbeveic pe XD-XMA (Kodptn R/I: n = 203, Kodptn T3151: n = 64), 83 acbeveic ue EO-XMA
(Kooptn R/I: n = 65, Kooptn T3151: n = 18), 62 acBeveic pe BO-XMA (Kooptn R/1 : n = 38, Kodpt
T3151: n = 24) ko 32 acBeveic Ph+ ALL (Kooptn R/I: n = 10, Kooptn T3151: n = 22). IIponyodpuevn
MCyR 7 xodvtepn avranokpion (MCyR, MMR 11 CMR) 610 dasatinib 1 to nilotinib emtedyOnke
povo oto 26% twv acbevav pe XP-XMA eved tponyodpevn MaHR 1 kakvtepn avrondkpion (MaHR,
MCyR, MMR 1| CMR) emitetvyOnke povo oto 21% ko to 24% tov acbevav pe EO-XMA kot
B®-XMA/Ph+ALL, avtictoya. Ta SnUoypapikd xapaKTnplioTikd avoapopic TepypipovTal
nmapaxdto otov [ivaka 6.
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Hivakag 6 ANUOYPOPLKE OTOLYELN KO YOPUKTNPLETIKA TGS VOG0 Yo T doxip] PACE

2ovoAKoég TANOVGNOS
XopakTnproTiKd a60evav KOTA TNV E160YOYI aoPaiIug
N =449
Hlxia
Aldueon, £t (evpog) | 59 (18 - 94)
®v2ro, n (%)
Avipeg | 238 (53%)
Do), n (%)
Ac1otikn 59 (13%)
Maovpn/Agpikovikn Apepikovikn 25 (6%)
AgvKn 352 (78%)
AMAN 13 (3%)
Kotaotaon anddoong kata ECOG, n (%)
ECOG=071 | 414 (92%)
Iotopikd vécov
Algpecoc ypovog amd duiyvoon £mg TpmTn 0601, £11 (€0p0og) 6,09 (0,33 — 28.,47)
Avtoyn o mponyovuevn Bepancio ue TKI **, n (%) 374 (88%)
ITponyovuevn Bepancio pe TKI — ap1Budg Bepamevtinmv
oynudrov, n (%)
1 32 (7%)
2 155 (35%)
>3 262 (58%)
Metdaraén BCR-ABL mov aviyvedtnke Katd tnv e10ay0yn,
n (%)
Kopio 198 (44%)
1 192 (43%)
>2 54 (12%)
YovvoonpotnTeg
Ynéptaon 159 (35%)
Awping 57 (13%)
Yrepyoinotepoiaipia 100 (22%)
Iotopkd 1oyoukng Kopdakng vosou 67 (15%)

“* amo tovg 427 acbeveig mov avépepav mponyovpevn Bepaneio TKI pe dasatinib 1 nilotinib
P a6 tovg acbeveic pe pio M mepiocdtepeg eviomoeioeg kotd TV 10aymyn ot HeAETH HETOANGEEIS otV
meproyn g kKivaong BCR-ABL. Evtomiomkayv 37 povoadikég petarla&elg

I'evikd, t0 55% TV 0oBevav gppavice pia 1 tepiocotepeg petarratelg g BCR-ABL oty mepioyn
NG KVAoTG KOTA TNV ELG0Y®YT KOl Ol Lo oLy veES netoddbEelc nTav ot e€ng: T3151 (29%), F317L
(8%), E255K (4%) w1 F359V (4%). Z10 67% 10V acbevav pe XO-XMA oty kooptn R/L, dev
mapoTnpnONnKe Kapio PETGALAEN KOTA TNV EIG0YWOYN OTI HEAETT.
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Ta amoteléopaTa GYETIKA e TNV amoTeAesaTIKOTTO cuvoyilovtal atov [livaka 7, otov Ilivaxa 8
kot otov [Tivaxa 9.

Mivaxkag 7 Amoteheopatikotnto Tov Iclusig o€ avOekTiK0US KO 0VoAVEKTIKOVG ao0gveic pe

XMA ypoviag @aong
2ovoMKa AvOekTiKoi ] AvoavekTiKoi
(N =267) Koépt Kodpt
R/ T3151
(N =203) (N =64
KvttapoyeveTikn
ovTaTOKpIoN
Meilov (MCyR) ¢
% 55% 51% 70%
(95% CI) (49-62) (44-58) (58-81)
IAnpng (CCyR)
% 46% 40% 66%
(95% CI) (40-52) (33-47) (53-77)
Meilmv Moproxn
Avtanékpion P 40% 35% 58%
% (35-47) (28-42) (45-70)
(95% CI)

“To kvpilo KoTtoAnktikd onpeio yuo tig Koopteg acevav pe XD-XMA frav 1 peilmov Kuttapoyevetikn
avtamokpion (MCyR), mov ocvuvdvalel v minpn (kavéva aviyvedoipo kottapo Ph+) kot pepucn (1% og
35% wotrapo Pht) kottapoyevetikn avtamdkpion.

P MetpnOnke oto mepipepucd aipo. Opiletar wg Adyog < 0,1% tng BCR-ABL mpog ta petaypogruata g ABL
ot Aevr] Khipoxo (IS) [dniady, < 0,1% BCR-ABL'S. O acOeveig énpene va &xovv petaypdonpuo b2a2/b3a2
(p210)] oto meprpepkd aipo, Tov pHeTpONKe Le TNV TOGOTIKY| LEHOSO OVAGTPOPNG TPAVEKPITTAGNG —
aAvodetg avtidpacns mtolvpepdong (QRT PCR).

KotaAnktikn nuepopunvia faong dedouévav 06 @efpovapiov 2017.

Ot aoBeveic pe XO-XMA mov éhafav Aydtepovg mponyodpevouvg TKI métvuyav vynAotepn
KUTTOPOYEVETIKN, ALUATOAOYIKN KOl LOPLOKT avTamoKpilon. Amd tovg acbeveig pe XD-XMA mov
ElaPfoav Tponyovuéveg Evav, 000, TPElG 1 TEaoepig mponyovpevoug TKI, 1o 75% (12/16), to 68%
(66/97), 10 44% (63/142) xau 58% (7/12) métuxe MCyR eved Adppave Iclusig, avtictoyya. H didueon
évtaon o6omng NTav 28 mg/Mmuépa 1 T0coctd 63% g avapevopevng doons tov 45 mg.

Am6 tovg acbeveig pe XD-XMA yopic kapio petdAioln Katd v eilcaymyn, 1o 49% (66/136) métuye
MCyR.

INoa ka0e perddhaén g BCR-ABL mov aviyvedtnke o mepiocotepovs amd évayv acheveic pe
XD-XMA katd Vv elooywyn, enttevydnke MCyR petd ) Ogpomeia pe Iclusig.

e aobeveig pe XO-XMA mov métvyav MCyR, o didpecoc ypovog émg tnv MCyR ftav 2,8 pnveg
(evpoc: 1,6 €wg 11,3 unveg) ko og acbeveic mov nétvyav MMR, o didpecog xpdvog Ewg v MMR
nrav 5,5 uveg (evpog: 1,8 ém¢ 55,5 uveg). Katd to ¥pdvo g emKopomotnévng avapopaic L
gMbiyroto ypdvo mapakorovBnong 64 umvav yio GAOLS TOLG GLHUETEYOVTES 000EVELS, 01 SapeseS
duapketeg tov MCyR kot MMR dev giyav axoun emtevydel. Me Baon tic extiunoeig Kaplan-Meier, to
82% (95% CI: [74%—88%)]) TV acBevav pe XD-XMA (didpeon didpketa Oepameiog: 32,2 uivec) mov
métoyav MCyR mpoPAémetat 6t Oa Sotnpfcovy auThiv TV avIomoKplom £m¢ Tovg 48 UNVeES Kot To
61% (95% CI: [51%-70%]) tov acBevav pe XP-XMA mov nétvyav MMR npofiéneton 6t Oa
SLTNPHCOLY QLTI TNV AVTOTOKPLoT £0¢ Toug 36 unves. H mibavotnta dlev tov acbevov pe
XD-XMA va dwtnpricovv v MCyR kot tny MMR dev petafAndnke mepattépm, 0tav 1 avilvon
enektdOnke og 5 €.

Me ghy1oto Xpovo Tapakorovdnong 64 unvav, 1o 3,4% (9/267) tov acbevav pe XD-XMA
TOPOVCINCHY LETATPOTT TS VOGOV Tovg o€ EO-XMA 1§ BO-XMA.
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I"oa tovg acBeveic pe XD-XMA cvvolkd (N = 267), kabng kot yio Tovg acbevei tng XP-XMA R/1
Kooptg A (N = 203) kot tovg acBeveig e T3151 Koodptng B (N = 64), 1 d1dpeon OS dev €xetl akdpa
emtevyBel. ['a ™ cvvoiikn opdda vosov XD-XMA, 1 mbavotnta emPioong ota 2, 3, 4 kot S €1
extipdTon ton pe 86,0%, 81,2%, 76,9%, kon 73,3%, avtictorya, dnwg aivetar otnv Ewova 1.

Ewéva 1- Exktipfoesig Kaplan-Meier yia T svvolkn empioon otov tinbvopé XD-XMA
(T 0Bvopog mwov £haPe Oepameio)

— AvBexmikoiBuoavekmikol = - T3151 = = Zivoko
1[00 4 AToKoppEVES TOpCTTPATEIS
= 0,75
o
w
(@)
o
'é 0,50 -
‘0
>
o]
@
c 0,25 A
0,00 A
0 12 24 36 48 60 72 84
Xpovog (urveg)
Ap1Buog oe Kivduvo
AvBekTIKoi/BugavexTiKoi 203 171 153 136 124 38 2 0
T3151 64 55 46 40 37 16 1 0
Zovoho 267 226 199 176 161 54 3 0
0 12 24 36 48 60 12 84
Xpovog (urveg)

Ot acBeveic pe XDO-XMA mov métuyav MCyR 1 MMR avtomdkpion €viog Tov TpdTou xpovou
Oepameiog elyav oTATIOTIKA oNUAVTIKG BedTiopuévn emPinon yopic e€EMEN ¢ vooou (PFS) kot
ovvolikn emBioon (OS) oe cuykpion pe Tovg acbeveic Tov dev TETVYAV TOVG GTOYXOLS TG Bepomeiog.
H enitevén MCyR o710 ypovikd onpeio avapopds Tov 3 pnvev cueyeTilovtay £VTova Kol GTATIOTIKA
onuavtika pe tig PFS kot OS (p< 0,0001 ko p = 0,0006, avtictoya). Emitedybnke otatiotikg
onuovTikoTNTa Yo T ovoyétion Tv PES kat OS pe v MCyR 610 ypovikd onpeio avapopds tov
12 ymvov (p =< 0,0001 kot p = 0,0012, avtictorya).

21



MMivakag 8

Amoteleopotikotnta Tov Iclusig o€ avOekTIK0UG 1] dVGUVEKTIKOVG 0160eveic ne
XMA mtpoy@pnpévig @aong

XMA Emrayvvépevne @aong XMA Bhootikiig ®Paong
Yuvolkd AvOekTiKoi 1 Yuvolkd AvOekTiKoi 1
(N =83) AVGUVEKTIKOL (N=62) AVGUVEKTIKOL
Kodptn Kodptn Kodptn Koépt
R/ T3151 R/ T3151
(N=65) | (N=18) (N=38) | (N=24
060676 apaToroyikig
OVTOTOKpPIONG
Meitlov* (MaHR)
% 57% 57% 56% 31% 32% 29%
(95% CI) (45-68) (44-69) (31-79) (20-44) (18-49) (13-51)
Mwpne” (CHR)
% 51% 49% 56% 21% 24% 17%
(95% CI) (39-62) (37-62) (31-79) (12-33) (11-40) (5-37)
Meilmv KvttapoyeveTiki
Avtamokpion’
% 39% 34% 56% 23% 18% 29%
(95% CI) (28-50) (23-47) (31-79) (13-35) (8-34) (13-51)

¢To kvpio KoTtoAnktiko onpeio yuo tig Koopteg EO-XMA kot BO-XMA/Ph+ ALL ftav 1 peilov apatoloyikn
avtamokpion (MaHR), mtov cuvévalel v mAnpn dplotoAoYIK oVTOTOKPLoN Kot arovsio evogiemy Agvuyatpiog.
PCHR: WBC < ULN 18pvuatoc, ANC > 1.000/mm?, caponetéito > 100.000/mm3, yopic BAdoteg M
TPOUVEAOKVTTAPA GTO TEPLPEPIKO aipa, PAACTEG LLEAOD TV 06TMV < 5%, < 5% pvelokdttapa cuv
LETOUVEAOKVTTOPO OTO TEPLPEPIKO aiptal, PacedPiia < 5% 610 mEPIPEPIKO aijLa, Ol EEMUVEAIKT GULUETOYN
(ovumeprapPovopévng kapiog nroatopeyaiiog | cTANVOUEYOALNS).
¥ H MCyR ovvévdlet 16co v mhnpn (xopis aviyvedoa kdttapa Pht) 6co kot ) pepicn (1% émg 35% kidttapa
Ph+) xvttapoyevetikn avtantdokpion.
Karoinktikn nuepopnvia Baong dedopévav 06 efpovapiov 2017.

H duapeon évraon g 66ong frav 32 mg/Mmuépa otoug acbeveic pe EO-XMA.
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Hivakac 9 Amoteleopatikotnto Tov Iclusig o€ avOekTIKOUG 1] dV6AVEKTIKOVG 060svEig

Ph+ ALL

Yuvolkd AvOeKTIKOL ] AVGOVEKTIKOL
(N=32) Kooptn Koodpt
R/1 T3151
(N = 10) (N = 22)
Mocootd apotoroyikig
OVTOTOKPLONG
Meilwov* (MaHR)
% 41% 50% 36%
(95% CI) (24-59) (19-81) (17-59)
IMuipng” (CHR)
% 34% 40% 32%
(95% CI) (19-53) (12-74) (14-55)
Mzsilov Kvttapoyevetki)
Avtamoxpion’
% 47% 60% 41%
(95% CI) (29-65) (26-88) (21-64)
*To xvpto Kotanktiko onpeio yu tig Koopteg E@-XMA kat BO-XMA/Ph+ ALL ftav n peilov apatoroykn
avtarokpion (MaHR), mov cuvdvdalet Tnv TAnpn aLatoAoyIKT ovTOTOKPLon Kot amovsio evoeiemv Agvyotpiog.
PCHR: WBC < ULN 15poparog, ANC > 1.000/mm?, arponetdra > 100,000/mm3, yopic PAdotec 1
TPOLUVEAOKVTTOPO GTO TEPIPEPIKO aipLa, PAAOTEG LLELOD TV 06TOV < 5%, < 5% pvEAOKVTTOP GLV
UETOUVEAOKVTTOPO OTO TEPLPEPIKO aliplal, facedpira < 5% oto TepLpepikd aipa, Oyt eE@ULEMKT GUUIETOYN
(cvumeptrapPovopévng kapiog nroatopeyaiiog 1 cTANvoueyaAiag).
YH MCyR ovvdvdlet téco v mAnpn (yopic aviyvevoua kottapa Ph+) 6co kot ) pepcn| (1% émg 35%
koOttapa Pht) kuttapoyevetikn oviomokpion.
Karoinktikn nuepopnvia Baong dedopévav 06 @efpovapiov 2017

H dudpeon évraon g d6ong frav 44 mg/muépa otoug acbeveic pe BO-XMA/Ph+ ALL.

O didpecog xpovog émg v MaHR og acBeveig pe EO-XMA, BO-XMA kot Ph+ ALL tav 0,7 pfqveg
(ebpog: 0,4 ém¢ 5,8 unveg), 1,0 uqvog (edbpog 0,4 éwg 3,7 univeg) ko 0,7 pnveg (evpog: 0,4 €mg

5,5 unveg) avtictoya. Katd 1o xpodvo g emkalpomomuévng avapopag e EAAYIGTO XpOVO
TapaKolovOnong 64 unvov yuo GAoVg ToVG GLUUETEYOVTEG aobevelg, N didpeon didpketo Tng MaHR
v acOeveic pe EO-XMA (Suapeon didpkeia Oepomeiog: 19,4 uiveg), BO-XMA (didpeon didpkeia
Oepamneiag: 2,9 unveg) ko Ph+ ALL (Sidpeon duapkela Ogpaneiag: 2,7 uiveg) extiundnke 6t ftav
12,9 piveg (ebpog: 1,2 émg 68,4 unvec), 6,0 pveg (ebpoc: 1,8 £mg 59,6 univec) ko 3,2 pnveg (gvpog:
1,8 ém¢ 12,8 unveg), avtictotya.

IMa 6lovg Tovg acbeveig ot dokun pdong 2 PACE, 1 oxéon éviaong g 60ong-acpdieiag vredeite
OTL VITAPYEL ONUAVTIKT aENOT TV avemBOuNTOV evepyeldv Pabpov > 3 (kapdiokn avemdpkela,
aptnprekn OpduPwon, vaéptacn, OpouPonevia, Taykpeatitida, ovdetepomevia, eEAvONLLO, avEnon
ALT, avénon AST, abEnon Amdong, puelokatactoln), apbpaiyia) aveo Tov 60G0A0YLKOV EDPOVE TV
15 éwg 45 mg pia popd npepnoing.

H avéivon ¢ oxéong évioong g doomng-acpdiciog ot dokun edong 2 PACE odnynoe oto
CLUTEPOC LA OTL LETE OO TPOGUPLOYT TOV CLUUETAPANTAV, 1] GUVOAIKT £VTOGCT) TNG 000N G oyYeTileTan
o€ peydio Badud pe avénuévo kivouvo aptnploknig anoepatng, pe Adyo mbovotitev tepinov ico pe
1,6 yia k60e avénomn tov 15 mg. Emmiéov, to amoteAéopota ¢ oviAveng AOYIOTIKNG
ToAvdpounong Tov dedopévav amd acbeveig g dokyng edaong 1, vwodekvdovv v Hrapén oyéong
avdpeca otn cvotnikn €ékBeon (AUC) ko v eppdvion engicodiov aptnpaxnig Opoupwong.
Avopévetal Guvenmg OTL 1 peimon g 060mg o empEPEL PEI®ON TOL KIVODVOD EUEAVICTC EMEICOdIMV
ayyelokng oamdepatng. Qotdc0, N avaivon VIEdEIEe 0T umopel va eTELDEL KUETOPOPA» TV
VYNAOTEP®V SOCEMV, MGTE VA YPELUGTEL VAL TEPAGOVV OPKETOTL UNVEG TTPOTOV 1 LEIMGT] TOL KIVOHVOL
AOY® TG HEL@UEVTG OGO G Yivel avTIANATh. AALEC CUUUETUPANTEG TTOL VTOSEKVHOLY TNV VITAPEN
GTOTIOTIKA GTIOVTIKNG GYEONG LE TNV EUPAVIOT) ETELGOSIWMV AYYEIOKNC OmOQPAENC GE QDTN TV
avéivon etvat 1o 1aTpkd 16TopIKd 1oyopias Kot 1) nALKio.
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Meiwon e d6onc o acbeveic pe XP-XMA

>t dokun edong 2 PACE, cvuothnie peioon tav 06emv HETH amd TNV ELPAVIOT] aveTBOUNTOV
EVEPYELDV. X€ OVTNV TN SOKIUY EVOOUATOOMKAV TPOCGHETEG GLGTAGELS Y10 TV TPOOTTIKT LEIMOT TNG
d6on¢ 6e 6Aovg Toug acbeveic e XD-XMA pe amovsio avemBOunTov evepyeldy, e 6ToOY0 TN Heiwon
TOV KIVOUVOU EUGAVIOTG ETEIGOJIMV AYYEIOKNG OTOPPAENG.

Me ghy1oTto Ypovo TopakoAovdnong 48 unvav Kot tepimov 2 ¥pdvio, LETA TN GVUGTUGT Y10 TPOOTTIKY|
peimon g 660omg, ovvéylay akopa 110 acbeveic pe XDO-XMA. INa v mAgioyneio avtdv Tov
acBevav mov cuvéylav (82/110 acBeveic, 75%) avapépbnke 6Tt Adufavay 15 mg oty tehevtaio
doon, eved 24/110 acbeveic (22%) Adupavay 30 mg kot 4/110 (4%) Adupavay 45 mg. Katd tov xpovo
€KKIVNONG TOL KAEIGIATOG TNG LEAETNG (EAG 10T Topakolovdnon 64 uMvedv Kol TEPICOTEPA, OO

3 €1 petd tn oveTaoT Yo TPOOTTIKY peimon g doong), 99 acheveic pe XD-XMA cuvéylav ko 77
(78%) amd avtovg Tovg acbeveic EraPav 15 mg w¢ v TeElevtaio ToVg 00GT GTN UEAET.

Aopdieio

> dokun edong 2 PACE, 86 acOeveic pe XO-XMA métoyav MCyR ot 060m tov 45 mg, kot 45
aocBeveig pe XO-XMA métvyav MCyR petd ond peimon g 60omng oto 30 mg, kupimg yio Adyovg
EUPAVIONG AVETIOOUNTOV EVEPYELDV.

Eneio001a ayyelakng andepaing eppaviotnray o€ 44 and toug 131 avtodg acbeveis. Ta mepiocotepa
07O OVTA TO TEPLOTATIKA ELPAVIGTNKOY TN 006N KOTA TNV omoia 0 aclevig métuxe MCyR, evi
AlyOTEpO TEPIOTATIKA EPPOVIOTNKAV LETE 0md peimon TG dOomg.

Mivokog 10 MpdTeg avemOOuNTES EVEPYELES AYYELOKNG OTOQPUENS o€ acBeveic pe XD-XMA
nov wéTvyay MCyR o610 45 mg 1] ota 30 mg (sEaymyn oedopévev 7 Ampiiiov

2014)
Mo Tpdc@atn 6601 KATA TNV ELPAVIGT TOV TPAOTOV
EMELG0010V AYYEWOKNGS UTOPPUENS
45 mg 30 mg 15 mg
Enitevén MCyR oto 45 mg
(N = 86) 19 6 0
Eritevén MCyR oto 30 mg
(N = 45) 1 13 5

O J1Gpec0g YPOVOS £MG TIV ELPAVIOT TOV TPOTOV KAPIIYYELLK®DV, OYYELOEYKEPUAIKMY Kol
TEPLPEPIKDV O YELNKDY EMEIGOOIMOV apTnpLakng amdepaing ntav 351, 611, kot 605 nuépec,
avtiotoryo. Metd amd Tpocaproyn Yo TNV kBgom, 1 GUYVOTITO EUPAVIOTG TPATMOV ENEGOSIWOV
apTNPIEKNG OTOPPAENS NTOV LVYNAGTEPT TO TPAOTA dVO YPOVIL TAPUKOAOVONGNG Kol LEIDVOVTAV UE
pelovpevn €vtaot nuepnotag 06ong (LT amd GVOTUGN Y10 TPOOTTIKY Helmong TG 066oNGg). Xe aVTOV
TOV Kivouvo aptnplokng andepaing evosyetal va copuPdAlovy eriong Kot Tapdyovieg GALOL amd T
doon.

Amotereouatikotnta

AwtiBevton dedopéva yio ) dokiun edong 2 PACE oyetikd pe tn d1atipnon g avTamodKpiong
(MCyR kot MMR) yia 6Aovg tovg acbeveig pe XD-XMA mov vréstnooy peimon g d0ong yia
omotadnmorte ortio. O [Mivakag 11 meptlopuPfavel avtd ta dedouéva yia Tovg acbeveic Tov métuyov
MCyR kot MMR ota 45 mg. [apopora dedopéva drotiBevtar yia toug acbeveic mov métvyav MCyR
kot MMR ota 30 mg.

H mhelovotnto tov acbevav mov vréotnoav peimon g 60ong dtatnpnoov v avtamokpion (MCyR
kot MMR) xotd ) didpketa g ent Tov mapovtog dabéciung tapakoiovdnong. ‘Eva mocooto
acBevav dev véotn peimon g d0ong, Pdoet TG aTopikng aEloAdyNoNg 0PEAOVG-KIVOHVOD.

24



Mivaxkag 11 Awmiipnon g avrandkpiong o€ aodeveig pe XP-XMA mov wétoyav MCyR 1
MMR o710 45 mg (s€aymyn odopévov 6 Pefpovapiov 2017)

Enitevén MCyR Enitevén MMR
o610 45 mg (N = 86) oto 45 mg (N =63)
AprOpog Awtipnon AprOpog Awtipnon
ac0evav MCyR ac0evarv MMR
Koapia peioon g 060on¢ 19 13 (68%) 18 11 (61%)
Meioon g 66ong pévo cto. 15 13 (87%) 5 3 (60%)
30 mg
Meiwon ota 30 mg > 3 punveg 12 10 (83%) 3 2 (67%)
Meiwon ota 30 mg > 6 ufveg 11 9 (82%) 3 2 (67%)
Meimon oTa 30 mg 8 7 (88%) 3 2 (67%)
> 12 pnveg
Meimon oTa 30 mg o o
> 18 ifvec 7 6 (86%) 2 2 (100%)
Meimon oTa 30 mg o o
> 24 ivec 6 6 (100%) 2 2 (100%)
Meiwon oTa 30 mg o _ _
> 36 vec 1 1 (100%)
Onowonmotre peioon g 52 51 (98%) 40 36 (90%)
d6ong ota 15 mg
Meiwon ota 15 mg > 3 pnveg 49 49 (100%) 39 36 (92%)
Meiwon ota 15 mg > 6 prvec 47 47 (100%) 37 35 (95%)
Meimon oTa 15 mg 44 44 (100%) 34 33 (97%)
> 12 pnveg
Meimon oTa 15 mg o o
> 18 ivec 38 38 (100%) 29 29 (100%)
Meiwon oTa 15 mg o o
> 24 vec 32 32 (100%) 23 23 (100%)
Meiwon oTa 15 mg o o
> 36 wivec 8 8 (100%) 4 4 (100%)

H avtihevyoyukn evepydtnra tov Iclusig extipundnke eniong oe po peAétn kKAudkmong 66omg aong
1 wov mepradupave 65 acbeveic pe XMA kot Ph+ ALL. H peAétn €xel ohordnpwBel. And toug

43 aoBeveig pe XO-XMA, 31 acbeveig pe XO-XMA métvyav MCyR pe didpeon didpreia
mapakorlovOnong 55,5 unveg (edpog amod 1,7 éwg 91,4 pivec). Katd 1o ypdvo g avapopdc,

25 aobeveic pe XD-XMA ftav 6e MCyR (1) didpeon dudpkeion MCyR dev giye emrevyfet).

Toyoromomuévn Aokiun Avorytig emonuovons @aons 2 OPTIC

H aoedleia kot 1 amoterecpatikotnto tov Iclusig aloroyndnkav ot dokun edong 2 OPTIC, wa
doxun Pertictomoinong g 60omng. Ot emiégot acheveig eiyav XD-XMA, tov onoimv 1 vé60g
BepnOnie avBekTiKn 6€ TOLVANYIGTOV 2 TPOTNYOVUEVOLS OVAIGTOAELG TNG KIVAGNG 1) £(0VV TN
petdAroaén T3151. Q¢ avtoyn otn XD-XMA katd tn Ay TponyodUeEVOL ovVaGTOAEN TNG KIVAGNG
opiotnke M amotvyio va enttevydel TANPNG UATOAOYIKT ovTamdKplon (Ewg 3 unveg), eErdyiot
KUTTOPOYEVETIKY avTamOkplon (€mg 6 unvec) N Hellmv KuTTOPOYEVETIKY avTamokpion (€ng 12 pnveg),
N avartoén petdrihaéne oy meployn g kivaong BCR-ABLI1 1 véa khmvikn eEEMEN. Ot acbeveic
énpene vo, £xovv > 1% BCR-ABL1'S (péom aAvcidmtig avtidpacng molvpepdong 6& mpoyoTiko
1POV0) Katd Ty £viaén ot dokiun. Ot acbeveig Ehafav pio amd Tig TpElg apyikég 006cels: 45 mg amod
ToL oTOMOTOC Ama nuepnoing, 30 mg and Tov otépaToc dnal nuepnoing 1 15 mg and 1oV GTOUATOC
ana nuepnoinc. O acbeveic mov EAafav v apytkr 66on Tv 45 mg 1) 30 mg eiyov VIOYPEMTIKY
ueioon g 86ong oto 15 mg dma nuepnoing petd and v enitevén < 1% BCR-ABLI1'S. To
TPOTEHOV KATOANKTIKO GMUEIO0 OMOTELECUATIKOTNTOG NTOV L0, LOPLOKT OVTOTOKPLoT BACEL TG
emitevéng tov < 1% BCR-ABL1'" otoug 12 pfveg. Olot ot acBeveic éptacav 610 ypovikd onueio
(TpTEVOV KOTOANKTIKO oMpeio) TV 12 unvdv pe 1o KOPLo KATOANKTIKO orueio aviivong
dedopévaov. H didueon didpreia mapokorovnong yo tryv kooptrn tov 45 mg (N = 94) ftav

77,9 pnveg (95% CI: 72,4, 84,0). Mdvo 10 amoTEAEGHOTO OTOTEAECLATIKOTNTOS Y10 T1] GUVIGTAOLEVT
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apykn 66om Tov 45 mg meprypapoviol Topakdtm. Zuvolkd 282 acOeveic Elafav Iclusig: 94 Elafav
apykn 66om 45 mg, 94 Elafav apyikn 6on 30 mg kot 94 Erafoav apykn d6omn 15 mg. Ta Pacikd
ONUOYPAPIKA YAPOKTNPICTIKE TV acOevdv katd tnv Evapén g perétng meptrypdpovtor otov ivaka
12 yia acBeveig mov Edafav apyikn o6on 45 mg.

Mivakog 12 Anpoypo@ukd kor Nocoroyikd Xapaktnprotikd yio. Ty ookiuy OPTIC

Iclusig
XopuKTnPLoTIKG 0608v0ve KOTE TV évTotn 45 mg — 15 mg
(N =94)
Hlxkia
Atdipeon niia (e0pog) | 46 (19 éwc 81)
®v)ro, n (%)
Appev | 50 (53 %)
Do, n (%)
Agvkdg/Mm 73 (78%)
Aocidtng/icca 16 (17%)
AMO/AyvHoTO 4 (4%)
Mavpog/m 1 Appoapepikavoc/m 1 (1%)
Katdotaon An6doong ECOG, n (%)
ECOG 071 | 93 (99%)
Iotopké Nocov
Aapecog ypovog amd Tn dibryvaon £mg Ty TpmdTn 360, £ (EVPOG) 5,5 (1 éwg 21)
Avtoyn o€ mponyoduevo avaotoAéa TG Kvaong, n (%) 92 (98%)
IMopovcia piog 1 TEPIGGOTEP®V PETAAAAEED®Y GTNV TEPLOYN TG 41 (44%)
kwéong BCR-ABL, n (%)
Ap1Bpdc Tponyovpevav avacstorény Kivaong, n (%)
1 1 (1%)
2 43 (46%)
>3 50 (53%)
MetdAraén T3151 oty apyikn enickeyn avoeopig 25 (27%)
2ZOVVOGNPOTNTES
Yréptaon 29 (31%)
Awafing 5 (5%)
Ynepyoinoteporaipio 3 (3%)
Iotopkd wyapukng kapdakng vosou 3 (3%)

Ta amoteléopata amotelecpatikdOTNTog cvvoyilovtar otov Ilivaxa 13.
To xVpro KataAnktikd onpeio emitedydnke o acbeveig mov Ehafav apykn o6 45 mg.

2uvolikd, 10 44% tv acevov giyav pio 1 TeplocdTEPEG LETAAAAEEIS OTNV TTEPLOYN TNG KIVAGTG
BCR-ABL, katd v évtaén otn pehétn, pe v mo ovyvi va eivar 1 T3151 (27%). H avdivon
VITOOUAd®V acbevav, Bacel Tng apytkng katdotaong g petdAloéng T3151, eupdvice mapdoleg
Tipéc < 1% BCR-ABL1'S 6toug 2 prjveg og aceveic pe kat yopic T3151 T315I(BA. Mivaka 13
TOPOUKATO). AgV EVIOTGTNKOY HETOAAAEELS KATA TNV £vTaén oTn LEAETN Yo To 54% ToV 0o0EVAOY TOL
Ehafav v apykn 0o twv 45 mg.

Me d1dpeon mapakorovdnon 6,5 etdv otovg acbeveig pe XO-XMA, ) avoroyia acBevaov mov

eUPavicay petaTpon| g vocov toug o€ gite EO-XMA 1) BO-XMA ftav 11,7% xon 3,2%
OVTIGTOY WG,
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IMivakog 13 AmoTeAéoNOTO OTOTEAEGRATIKOTNTOS 6€ 060gveic pe XDP-XMA mov éhafav Iclusig
RE apyikn 0661m 45 mg ot doxiu] eaong 2 OPTIC

Iclusig
45 mg — 15 mg
(N =93)@
Mopuoki] ovtomékpion etovg 12 pivec®
Tuvoiikd < 1% BCR-ABLI1'S Ilocostd
% (n/N) 44% (41/93)
(98,3% CI)® (32%, 57%)
AocbBeveic pe petddhoén T3151
% (n/N) 44% (11/25)
(95% CI (24%, 65%)
AocbBeveic yopig petodhoén T3151
% (n/N) 44% (29/66)®
(95% CI) (32%, 57%)
Kvttapoyevetiki) Avromokpion 6tovg 12 piveg
Meilov (MCyR)®
% (n/N) 48% (44/91)©
(95% CI) (38%, 59%)
AocBeveic pe petadhaén T3151
% (n/N) 52% (13/25)
(95% CI) (31%, 72%)
AocBeveic yopic petarhaén T3151
% (n/N) 46% (30/65)©
(95% CI (34%, 59%)

@ Qc TAinBuoudg ITT (N = 93) opilovrar o1 acOeveic mov eiyav petaypopripate b2a2/b3a2 BCR ABLI1.

® To xvpio kararnktikd onueio frov mocootd < 1% BCR-ABLI1'S 6toug 12 prvec. Opileton o¢ mocootd < 1%
BCR ABL npog petoypagripata ABL otn Aedvr Kiipaka (IS) [(3nA., < 1% BCR-ABL'S, o1 ac0geveic npénet va
€youvv 10 petaypaenua b2a2/b3a2 (p210)], o mepipepid aipa TOV PHETPONKE 0O TOGOTIKY CAVGLOMTH
avtidpaon molvpepdong g aveotpappévng tpavokpurtdong (QRT PCR).

 To 98,3% CI vrohoyiletar pe T xpiomn g uedoddov akpifoig diwvopixng katavourg (Clopper-Pearson).

® Amd toug 93 acbeveic, S0 acbeveic dev EdaPov aEl0AdyMoN HETOAAGEEDY TNV pyIKT| ETiCKEYT Kot
amokAgioTnKAY Od TNV AVAAVGT AVTATOKPIONG OVE LETAAAAEY.

© To devtepevov katodnkTicd onueio frav MCyR otovg 12 pfveg mov cuvdvdlel dvo minpelg (xopic
aviyvevowa kottapa Ph+) kot pepicéc (1% €mg 35% wdtrapa Ph+ og tovAdyiotov 20 petapdoeis)
KUTTOPOYEVETIKEG OVTATOKPIGELS.

©9 H avédivon Bosiletat otov kuttapoyevetikd minduoud ITT (N = 91), nov opiletor og ot acheveic mov
Ehafav Kottapoyevetikn agloAdynon Katd Ty apyikn enickeyn pe TovAdyiotov 20 eEeTaGUEVEG LETOPATELS.
"Evag ac0gvig mov giye TANPT KUTTOPOYEVETIKY OVTOTOKPLOT] GTNV OPYIKT ETICKEYT ATOKAEIGTNKE ATd TNV
avaAivon.

© And toug 91 acBeveic, évac acbeviig dev édofe aloldynon petalldéemv oty apylkn enickeyn Kot
amokAgioTNKE OO TNV AVAALOT AVTATOKPIONG OVE LETAAAAELY.

Ta devutepebovta TEMKA onpeio ATOTEAEGLOTIKOTNTOG TEPIAAUPAVOVY TNV TANPT] KUTTOPOYEVETIKT

avtonokpion (CCyR) otovg 12 piveg, ) peifova poprokn avtomdkpion (MMR) otovg 12 kot

24 pivec, TV TANPT OLOTOAOYIKT AVTOTOKPLoT) GTOVS 3 UVEG, TOV YPOVO OVTATOKPIONG, TN OldpKeLo

aVTOTOKPIOTG, T1 CLVINPNGCT THG AVTOTOKPIoNG, TNV emPinon yopic e£EMEN g vooov (PFS) kot

ovvolikn emBiowon (OS). H emmpdcbetn alloldynon nephapupave 1o TOGOGTA HOPLOKTG
avtomdkplong o€ kGO enickeyn acbevoic, o daothiuota 3 unvav yio 36 unveg, Pacet g emitevéng
<1% BCR-ABL1".

e  Xtoug 12 pnveg, 34% (31/91) ko 17% (16/93) tov acBevov métvyav CCyR kot MMR,
avTIoTOlY®G. TTovg 24 pnveg, 34% (32/93) tov acbevav tétuyoy MMR. H didueon didpketa g
MMR dev &iye emttevyBei og avtd T0 YPOVIKO oNEio.

e H diudpeon ddpkela g Bepaneiog pe ponatinib frov 31 piveg.

e  And t0ug 45 acbeveig mov Ehafav peimon g doong and 45 mg og 15 mg petd v emitevén
< 1% BCR-ABLI1', 25 ac0gveic (55,6%) dotipnooy v aviamdKpioy Toug 61N HElopéEVN d0on
Yo TOLAGYLGTOV éva £T0G. ATd awTovg Toug 25 acbeveic, 16 acBeveic (64%) dwumpnoav v
avTomoKplon Toug oto 15 mg ywo tepiocotepo and 60 unvec. H didueon didpkeia tng
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avtanokpione (MR2) dev emtevyOnke. Or mbavotnteg suvtripnong g MR2 otovg 60 punveg
ntov 68,8% (95% CI, 53,9, 79,8).

e  Tamocootd poplokhg avramokpiong (< 1% BCR-ABL'S) ém¢ toug 60 prveg Ntav 64,0% (95%
Cl, 42,5, 82,0) otovg acbeveig pe ™ petdAroén T3151 ko 59,1% (95% Cl, 46,3, 71,0) ctovg
aoBeveic yopic ™ petdAraén T3151

e  Ta mocootd poplokhg avromdkpiong (< 1% BCR-ABL1'S) 6tovg 12 puiveg ftav pikpdTepo. 6Toug
acBeveig mov eiyov AdPet Oepaneia pe < 2 mponyovuevovg TKI, oe chyKpion e tovg acbeveic
mov giyav AdPet > 3 mponyovpevovg TKI (40% évavtt 48%), avtioTolymg).

Hlextpopuoiodoyia g Kapotdg

H mbBavémra napdtaong tov dtaotiuatog QT ue to Iclusig aloloyndnke o 39 acbeveic pe
Aevyopio o omoiot eAdpPavay 30 mg, 45 mg 1) 60 mg Iclusig pio eopd nuepnoimg. Tpia Srodoyikd
HKT cuiiéyOnkav otnv apyikn enicKeyn avapopas Kol € otadept] KOTAGTAON Yo v, ekTiun el n
enidpaot tov ponatinib oto dtdotnua QT. Aev aviyvedTnKe Kouio KAMVIKG oNUavTIK oAloyn 6TO
péco ddotnua QTc (dnradn, > 20 ms) HeTA TG apylkég TIUEG avapopdg Tng LeAétns. Emumiéov, Ta
LOVTEAQ POPUOKOKIVITIKNG KOl QAPUOKOSVVOUIKTG OgV delyvouy kapia oyéon Ekbeong-avtidpaonc,
ue extiuouevn péon aaroyn tov QTcF —6,4 ms (avdtepo dtdotnua gumotocvvng —0,9 ms) 6& Crax
v v opddo twv 60 mg.

Hodwrpikde mAnBocudg

O Evponaikog Opyoviopoc Ooapudkmy amrormomonke tny vaoypEwaon VIToBoANS T®V OMOTEAEGUATOY
peAretav pe 1o Iclusig og moudid amd T yévvnon £mg kot Aryotepo and 1 étovg pe XMA kot Ph+ ALL.
O Evponaikoc Opyaviopog Gapudikmv avéBale Tnv vToypE®on TG VIOPOANG ATOTEAEGLATMOV
ueAetaov pe 1o Iclusig og modroTpikove acbeveic naiog 1 £tovg £mg Aydtepo amd 18 etdv pe XMA
wot Ph+ ALL (BA. mapdypogo 4.2 yio TANpopopieg oYETIKA e TNV TOUSLOTPIKNA Yp1on).

5.2  ®appuoKoKiviTIKES 1O10TNTES

Amoppognon

O1 LéY1oTEC GLYKEVTIPMGELS TOV ponatinib moapatnpodviol oxedov 4 dpeg LETO TNV YOpNyNomn ord 1o
otopa. Evioc tov edpovg KAVIKE oYeTIKOY 606emVv TTov ekTiunnkay o acBeveic (15 mg éwg 60 mg),
70 ponatinib glpdvice avdAoyeg mpog T d0om avENGeLS TV Crax kot AUC. Ot yeopetpikég Péceg
Tipég €kBeonc (CVY%) Cmax kot AUC o) TOL emitedyOnkav pe ponatinib 45 mg nuepnoiog ot
otobepn katdotaon fToav 77 ng/ml (50%) kon 1296 ngehr/ml (48%), avtictoya. Yotepa and Eva

YEO LA, LYNADV Kot YOUNA®V MTtapdv, ot ekBEcelc Tov ponatinib oto mAdoUd (Crax Kot AUC) dev tav
SLOPOPETIKEG CLYKPLTIKG [e TNV KoTdoTaon vnoteiag. To Iclusig pmopel va yopnynOei pe 1 yopic
po@1. H cuyyopniynon tov Iclusig pe 1oyvpd avacstoréa Tng améKKpiong YooTpikoD o&Emg elye wg
amotédleopa pkpn peimon g TN Cmax TV ponatinib, ympic peiowon g Tung AUCo-x.

Kotavoun

To ponatinib deopedeton eEapetikd (> 99%) oe npwteiveg TAdopatog in vitro. O Adyog
aipatog/mTAdcpatog Tov ponatinib givot 0,96. To ponatinib dev ektomileTaon amd TV TAVTOYPOVT
yopnynomn PovTPoPEVNG, VIPESTIVIG, TPOTPAVOLOATG, GOAKLALKOD 0&€mc 1| Pappapivig. e
nuepnoteg 06celg TV 45 mg, o YempueTptkds pécoc (CV%) eppavig 6ykog KaTavouns o€ otabepn
Katdotoon givar 1101 1(94%) yeyovog mov vmodetkvier 6Tt To ponatinib KATAVELETOL EKTETAUEVL
otV e€mayyelaxn meployr. Mehéteg in vitro vrédei&av 6TL To ponatinib dev amotedel VIOSTPOUA 1
amotelel aobevic vTdoTPp®UN TOGO Yo TV P-gp 660 kol yio TV TPOTEIV avToYNG 6TOV KOPKivVo TOL
uaotov, BCRP. To ponatinib dgv amotelel vTOGTPOUN Y10, TO, AVOPOTIVE TOAVTETTIOWO UETAPOPES
opyavikov avioviov OATPIBI, OATP1B3 kot yia tov petagopéa opyavik®v xkatdovtov OCT-1.

Biopetooynpatiopdc

To ponatinib petaforiletar oe avevepyo kapPoloiikd o0&y and ectepdoeg /Kl OUIOACES Kol
petaforiletar amd to CYP3A4 oe N-omopeBuiiopévo petafolritn mov eivar 4 popéc Myodtepo
gvepyoc omd 1o ponatinib. To kapPoEuAtkd o&D kot o N-amopebviiopévog petafoiitng amotelobv o
58% kot 10 2% TV KuKAoPopolvVI®mV EMIEd®Y TOL ponatinib, avticTotya.
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e OepamenTIKEG GLYKEVIPOGELS GTOV 0p0, TO ponatinib dev avéotethe 0. OATP1B1 1 OATP1B3,
OCT1 1 OCT2, tovg petagpopeic opyavikav ovioviov OAT1 1 OAT3 7| v avtiio €660V yoMK®V
ordtov (BSEP) in vitro. Enopévag, dev gival mBovo vo epeavioTovy KAVIKEG OAANAETIOPACELS UE
(QOPUAKEVTIKG TPOTOVTA MG ATOTEALEGHLO TNG OVAGTOANG e&0Tiog TOV ponatinib TOV VTOGTPOUATOV Yo
TOVG HETAPOPEIC 0V TOVGC. In Vitro PehéTeg VITOJEIKVOOLV OTL £lval amiBovo Vo ELPAVICTOVY KMVIKEG
OAANAETIOPAGELS e POPUOKEVTIKA TPOIOVTA (OC OMOTEAEGHLA TG AVOOTOANG e&autiag Tov ponatinib
Tov petafoiopod tov vrootpopdtev yio to. CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP3A 11 CYP2D6.

Mua in vitro pehétn og avlpaTIVO NTOTOKVTTAPO VITESEIEE OTL Etvar amiBovo Vo ELEAVIGTOVV KMVIKEG
OAANAETIOPAGELG LE POPUOKEVTIK TPOTOVTA MG AMOTEAEGLO TNG EXAY®YNG e€autiog Tov ponatinib Tov
petaforiopuov tav vrootpopuatoy yin o CYP1A2, CYP2B6 1 CYP3A.

AmofoAn

"Yotepa omd povég Kot moAlaniéc 06oelc 45 mg tov Iclusig, | tehkn npioeta {on amoBoAng Tov
ponatinib ftav 22 dpeg Kot o1 cuVONKeg oTafepnc KATAGTAONG EMLTEDYON KAV TUTIKA £vTOG 1
ePdouadag cLVEXOVG YOP1YNOTG TG d0oNS. Me docoroyia nuepnolag d6oNGS, ol eKBEGELS TOv
ponatinib oto TAdoua ovéavovral katd 1,5 popd nepimov peta&d e TpdTg 006MC Ko TG otafepng
katdotaong. [Tapdro mov ot ekbécelg Tov ponatinib 610 TAGGo avEROnKay o eninedo oTobepnc
KATAOTOONG LEGO A GUVEYT XOPYNOT TG 000N, Lio POPUAKOKIVITIKY] ovdAvct TANOvGo0
TPOPAETEL TEPLOPIOUEVT AOENCT] TNG PALVOUEVIKNG AtO GTOHOTOG KABOPOoTG LEGH GTIC dVO TPDTES
£POOUAOES GLVEXOVG XOPNYNOTS, YEYOVOGS TToL dgv Bempeitan KAvikd oyetikd. To ponatinib
amofaAletal Kupiwg HECH TV KOTPAV@V. Y otepa amd pio amd Tov 6TOHATOG OGN TOL
emonuacpévov pe [YC] ponatinib, tepimov 10 87% g podievepyod SGoMC avoKTATAL GTO KOTPAVO,
Kot wepinov 1o 5% ota ovpa. To avarioimto ponatinib avépyeton oe T0600TO 24% Kot o€

Altydtepo amod to 1% g xopnyoduevng 06onG 6t KOTpava Kol To oVpa avIicTorya, VM T0 VTOAOITO
g 060NC cuvioTatol o€ UETAPOAITEG.

Neppkr) ducAettovpyio

To Iclusig dev €xel peletOei og acbeveic pe veppikn dvciertovpyia. [oapdro mwov 1 veppiky
mEKKPLOT gV amoTEAEL GMUOVTIKT 000 amoBoANG TOL ponatinib, dev £xel TPocdoploTel 1 ThAVOTNTA
EMOPOONG GTN VEPPIKN OMEKKPION TNG LETPLAG 1 GoPapng veppikng duoiettovpyiog (PA.

Topaypapo 4.2).

Hratum dvoiettovpyia

Mia gpdma 66om 30 mg ponatinib yopnynhonke o acbeveic pe Nmia, pétpio 1 Gofopn NTOTIKA
dwaTapayn, Kabmg kot o vyleig eBedovtég pe puotoloyikn nratikn Asttovpyic. H tip Crax TOV
ponatinib ce ac0eveig pe Ao NaTiKn SuGAEITOVPYiC NTAV GUYKPIGIUN LE EKEIVT] TOV VYOV
€0eloVTOV LE PLGLOAOYIKN NTATIKN Agltovpyio. X achevelg pe pétplo 1 cofapn NTATIKN
dvodertovpyia ot TIHES Cmax kKot AUCo Tov ponatinib ftav younAdtepeg kot n nuiceio {on amofoing
TOv ponatinib a6 To TAdCH NTOV pEYOAUTEPT o8 aobeveig e i, HETPLO 1] GoPapn NTATIKN
dvoiettovpyia aAAG €V VIAPYE CNUAVTIKT OAPOPE OO KAWVIKNAG ATOWYNG GUYKPLTIKA LLE TOVG VYIELS
€0EAOVTEG LLE PLGLOAOYIKT NTATIKY AELTOVPYi.

Agdopéva in vitro dev Katédel&ay kapio Slopopd ot 0EGLEVGT OE TPMTEIVEC TOL TAUCUATOS G
delyuarta TAAouatog VYOV 0ehoviavy Kot e0ghovimv pe nratikn PAGRN (Mmia, pétpla kot Bapid). Aev
TopoTNPNONKAY CNUAVTIKEG SLOPOPES GTIV POPUOKOKIVITIKY| TOL ponatinib peta&y vyidv eBeloviov
L€ PLOIOAOYIKN MTATIKY Attovpyia Kot acBevav pe d1dpopovg Pabupodg nratikng ducieitovpyiag.
Agv amarteiton peioon g d6ong Evapéng tov Iclusig oe acbeveig pe nmotikr dvcieitovpyio (BA.
Tapoypaeovg 4.2 kot 4.4).

Yuvviotdtol Tpocoyn otav To Iclusig yopnyeital o€ acbeveic pe nratikn dvehettovpyia (PA.
mapaypdeovg 4.2 kot 4.4).

To Iclusig dev &xel peletn el oe docelg mbve and 30 mg o aobeveis e nratikn Svoiettovpyia
(xatnyopieg A, B xou C xatd Childs-Pugh).
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Eyyeveic mapbryovteg mov emnpedlovv T QapUoKoKIVNTIKT) ToV ponatinib

Agv &yovv TpayuatomomOel e101kEg LeAETEG Yo TNV AEL0AOYNON TOV EMOPACEDY TOV VA0V, TNG
NAKioG, TNG GLANG KOl TOL COUATIKOV BAPOVE GTN POPLOKOKIVITIKN TOL ponatinib. Mia
0AOKANPOUEVT POPLOKOKIVITIKY avAALGT TANBVG OV Tov oAoKANp®ONKE Yo TO ponatinib
VTOJEIKVVEL OTL N NAKia popet va etvar mapdyovtag TpoPAeyNg TS LETAPANTOTNTOC TG
QUVOUEVIKNG atd 6TOUaTOS KaBapong tov ponatinib (CL/F). To VAo, n LA Kot TO0 cOUATIKO BAPOg
dev Ntav mapdyovteg TpoPAeyns yio TNy ene&nynon g HETOPANTOTNTOS TNG POPUOKOKIVITIKNG TOV
ponatinib peta&d acOevav.

5.3 IIpoxlvika dedopéva yio TNV a6@dreia

To Iclusig éyel extunOei o€ peAéTeg PUPUAKOAOYIKNG AGPAAELNG, TOEIKOTNTOG EXAVOAAUPAVOUEVIC
300G, YOVOTOEIKOTNTOG, OVATOPAYMYIKNG TOSIKOTNTAG, POTOTOEIKOTNTOG KOl KOPKIVOYEVESTC.

To ponatinib dev eppdvice YovoTo&ikég 1010TNTEG OTAV EKTIUNONKE LLE TVTIKA CLGTIHLOTA i Vitro Kot
in vivo.

211¢ KMvikEG peléTeg dev mapotnpiOnkay avemBOunTeg evépyeleg, MGTOGO 6T, (DO ELPAVIGTNKAY GE
enineda £kBeonc Tapdpola e ta emineda KAVIKNG EkBeong kal e TV GLGYETION LE TNV KALVIKT
YPNOM KOt TEPLYPAPOVTOL TOPAKATO.

[Mopatnpndnke peimon 1@V AeUEOEdDY 0pYAVOV GE LEAETEC TOEIKOTNTOG ETAVOLOUPAVOLEVIC BOOTG
o€ apovpaiovg Kot ToMKovg cynomolgus. Ot emOPAGEIS NTAV AVACTPEWILES LETA T1) OLOLKOTT TNG
Oepamneiog.

Yrep-/vmonhaoTikEG AAAAYEC TV XOVOPOKLTTAP®Y GTOV EMPVGLOKO YOVOPO Tapotnpionkay o
HeAETEG TOEIKOTNTOG EMAVAAAUPOVOLEVIG OGN GE OPOVPAIOVE.

e apovpaiovg, PAEYLOVAOEIS OALNYEG CLUVOSEVOLEVEG 0O CLENGELS TOV EMTEOMV TOV
O0VLOETEPOPIAMV, LOVOKVTTAP®V, NOCIVOPIA®V Kot vadoydvov Ppédniay 6Toug adéves TG
akpomocBiag kot tnv KAgTopida voTeP and ¥povie YopnyNnon s d6omng.

AM\aryég 6TO dEPLOL LUE TN LOPPT EPEAKId®V, VTEPKEPATOONG 1) EpLONUATOG TOpaT P ONKaY GE
peAéteg toucotntag og monKovg cynomolgus. e peléteg T0EIKOTNTOG 6€ apovpaiovs Tapatnprdnke
Enpodeppio pe QOAIdEG.

e o PeAETN e apovpaiovs, d1dyvTo KEPATOEDES 0ldN A Le O11ONGT OVOETEPOPIA®V KVTTAP®V Kot
VREPTAACTIKEG AAAAYES GTO PAKOEES EMBNALO TTOL VIOJEIKVEL Pia NTTLOL POTOTOEIKT] OVTIOPAOT|
mapatnpnOnkay og {oa mov ElaPav 5 kot 10 mg/kg ponatinib.

Xe mOnKkovg cynomolgus cusTodkd Kapdlakd puonpate yPic Kapio LoKpOTKOTIKY 1| LIKPOGKOMTIKN
ovoyétion moapatnpnOnkav oe pepovopéva (oo mov EAafav 5 kot 45 mg/kg otn pelét to&ucoTnTog
piag 06onc kot o€ 86celg 1, 2,5 kan S mg/kg ot perém toucotnTog emavaiapufoavopusvng d6ong

4 gBoopadmv. H khMviki cuey£Tion auTov Tov EVPNILATOG Elval AyvmoT.

e mBnkovg cynomolgus, mapoatnpnnie atpopio twv Bulakiov tov Bupeoetdoids adéva
oVV0dEVOpEVN omtd pelwon TV emmédwv ¢ T3 Kot tdon Yo avénon tov emmédwv g TSH oty
perétn to&ikdtntog emavaiapPoavopevng d6ong 4 efdoudowy.

Mikpockomikd gvpruata otig mobnkeg oyeTiloueva e To ponatinib (cvénuévn atpnoia Tov
®oBvlakiov) kot atovg OpyeLs (EAAYIOTN EKPVALOT) TOV PAACTIKGOV KLTTAP®V) g {ha. tov EAafav

5 mg/kg ponatinib mapatnpnfniay oe peréteg toikoTnTag EnavaAdpPavOpEVNg 000N G oE TONKOLG
cynomolgus.

To ponatinib og 66ce1¢ 3, 10 ko 30 mg/Kg mapiyoye GLEAGELG GTNV TAPAYWYT 0VP®V KOL TIG
EKKPIOEIG NAEKTPOALTAOV KOl TPOKAAESE LEIMON TNG YOOTPIKNG EKKEVMOOTG GE POUPLOKOAOYIKES

UEAETEG QO PAAELOC GE apovPaione.
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e apovpaiovg, N EUPPLO-VEOYVIKT TOEIKOTNTA LE TN LOPPT) OTMAELNG LETA TNV ELPVTELGT, LEIWTE TO
Bapog cmpatog Tov gufpvov evad TapatnpROnKay ToAAATAEG PETABOAEG TOV HOAOK®Y LOpi®mV Kot TOV
OKEAETOV 0€ UNTPIKEG ToEIkEG 000¢€lg. [ToAAamiéc petaffoléc oTo POAMKA LOPLO KOL TOV GKEAETO TV
euPpowv TapotnpnOnKay exiong o€ UNTPIKES 1N TOEIKES SOCELS.

e o LEAETN YOVIHOTNTOG O OPGEVIKOVG Kol ONAVKOUG apovpaiovs, ot TAPAUETPOL YOVILOTNTAG TMV
OnAvkov peimnkay ce enineda S0GEDV TOL AVTIGTOLYOVV OTIC KAVIKEG ekbéoelg atov dvOpmmo. Xe
OnAvkovg apovpaiovg avaépnkay evOeiEelc ammdAELNG EUPPVMV TPV KoL LETA TNV EUPVTELGT], KOL TO
ponatinib evdéyeTal, GUVETMS, VO LELDVEL TN YoViLOTNTa TV OnAvkdv. Aev vrnpéav emdpdoels oTig
TOPUUETPOVG YOVILOTNTOG TV OPCEVIKMV opovpainy. H KAVIKN cueyéTion auTtdv TmV Eupnudtoy yio
TN YOVILOTNTA TOL ovOpdTToL glval dyveoo.

e veapoOg apovpaiovg, 1 oxeTILOUEVT LE PAEYHOVAOIELG aVTIOPACELS Bvnoudtnta Tapatnpinke oe
{a mov EdaPav 06om 3 mg/kg/Muépa, Kot LEIMOELS TG ADENCNG CMUATIKOD Papovg Tapatnpnonkoy
og 06oelg towv 0,75, 1,5 kar 3 mg/kg/muépa katd tig pdoelg Oepameiog mpv amnd Tov amoyoloKTIoUO
Kol QpECHG LETA TOV amoYOAOKTIGHO. To ponatinib dev ennpéace apvnTIKE CNUOVTIKES TAPALETPOVG
avamTuéng ot HeAETN TOEIKOTNTOG VEUPN S NAKiaG.

e o O1eT HEAETT KOPKIVOYEVEGNG GE OPCEVIKOVG Kot BNAvKohg apovpaiovg, 1 ord GTOUATOG
yopnynon ponatinib og d6om 0,05, 0,1 ko 0,2 mg/kg/muépa ota apoevikd kot 0,2 Kot

0,4 mg/kg/muépa ota ONAvkd dev gixe o¢ amotédeoua oykoyoveg dpdoeig. H d6on 0,8 mg/kg/muépa
ota ONAvka elye o¢ amotéleoa eninedo £kBeong 0TO TAAGUA YEVIKA YOUNAGTEPO 1) IGOSVVOLO LE TNV
¢xBeon otov avBpwmo o610 gVpog ddcewV amd 15 mg émg 45 mg nuepnoine. Xe avtv T 360N
ToPoTNPNONKE GTATIOTIKE GNUAVTIKA 0VENUEV ETITTOGT TOV KOPKIVAOUOTOS TOL KAEITOPIOIKOV 0OEVA
amo mhakddeg emOnAio. H kKAvikn cueyétion avtod Tov gupfuotog yio tov dvBpomo sival dyvoor.

6. OAPMAKEYTIKEXZ IIAHPO®OPIEX
6.1 Kaotdloyog exdoymv

Hvuprvac dokiov

Movoddpikn Aaktoln
MiKpOoKPLGTAAMKY KOTTOPIVN

Apwlo kapBoéupeduiimpévo vatplovyo
KoALoegdég avuopo mopitio

ZTEQTIKO LAYVGl0

Enmucdioyn diokiov

TaAxng
IToAvaBvievoylvkdin 4000
IToAvBrvoraikodin
Awo&eido titaviov (E171)

6.2 AocvupototnTeg

Agv gpapudletar.

6.3 Awdpkera Confg

4 ypbdvio.

6.4 Iowitepeg TpoPLAAEELS KOTA T PVLAEN TOV TPOIOVTOG

DoraEte oTOV 0PYIKO TEPLEKTT YO VO TPOGTUTEVETOL OTTO TO POC.
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H @16An mepiéyet £va oppayiopévo doyeio Tov mePLEYEL amoENPavTikd poplokd KOGKIVo. Alatnpeite To
doyelo evidg TG ELAANG.

6.5 ®@Yon Kol GLOTUTIKA TOV TEPLEKTN

Iclusig 15 mg emkaAivupévo pe Aemtd vuévio diokia

Drikec amd morvatBurévio vyming rukvotntag (HDPE) pe Budotd topata mov mepiéyovv 30, 60 1
180 emualvppéva e Aemtd vpévio dokia, Kabdg Kot Eva TAASTIKO doyelo Tov TEPLEYEL AMOENPAVTIKS
Hoplokd KOGKIVO.

Iclusig 30 mg emkadvupéva pe Aemtd vuévio diokio

Drareg amd moivaBuiévio vyning mokvotnrog (HDPE) pe fdmtd nouato mov tepiéyovy

30 emkaAvppéva pe AemTo VUEVIO dlokia, KaBMG Kol £vo TAAGTIKO S0YEl0 TOL TTEPLEYEL AMOENPAVTIKO
poprokd KOGKIVO.

Iclusig 45 mg emkaAvupévo pe AETTd vUEVIO SioKia

Drikec amd morvatBurévio vyming rukvotntag (HDPE) pe fdotd topata tov mepiéyovv 30 1 90
EMKOAVUUEVO Pe AETTO VELEVIO SloKia, KaBMG Kot £va TAUGTIKO d0yEl0 OV TEPIEXEL OMOENPAVTIKO
HopLokd KOGKIVO.

Mmropei va, unv KuKAOQOpPOUV OAEG 0L GLOKEVAGIES.
6.6 Iowitepeg TPoPLLAEELS aTOpPLYNG KOL AALOG YEIPIGNOG
Andppuym

Koapia €181k vroypéwmon yio amdppym.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Incyte Biosciences Distribution B.V.
Paasheuvelweg 25

1105 BP Amsterdam

OALavdio

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

Iclusig 15 mqg emkarvuuévo pe Aemtd vuévio diokio
EU/1/13/839/001
EU/1/13/839/002
EU/1/13/839/005

Iclusig 30 mg smkaivuuévo pe Aemtd vuévio diokio
EU/1/13/839/006

Iclusig 45 mg smkaivupuévo pe Aentd vuévio diokio
EU/1/13/839/003
EU/1/13/839/004

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHY THX AAEIAX

Hpepounvia mpdtng £ykpiong: 1 Ioviiov 2013
Huepounvia tekevtaiog avavémong: 8 defpovapiov 2018
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPoeopieg Yo 10 TapdV POPUUKEVTIKO TPOioV gival 1BEGIEG GTOV SIKTLAKO TOTO
tov Evpaomnaikov Opyovicpod Gapudkmv: https://www.ema.europa.eu.
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ITAPAPTHMA 11

IMAPAXKEYAXTEX YIIEYOYNOI I'TA THN AITIOAEEMEYXH TQN
ITAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAYXY KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. IHAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEEMEYXZH TQN ITAPTIAQN

Ovouo kot d1evfvvon TV Topoywy®v Tov eivor vTedhuvor yio TNV arodECUELCT] TV TOPTIOWY

Incyte Biosciences Distribution B.V.
Paasheuvelweg 25

1105 BP Amsterdam

OAavoio

Tjoapack Netherlands B.V.
Nieuwe Donk 9

4879 AC Etten-Leur
OMavdio

270 £VTUTIO QUALO 0ONYIDV XPNOTG TOV PUPLOKEVTIKOD TPOTOVTOC TPEMEL VAL, OVOYPUPETOL TO OVOLLXL
Kot 1 S1evBvvoT TOL TAPUCKELAGTH TTOV Eival VTELOVLVOG Y1X TNV ATOSEGUEVGN TNE CYETIKNG TAPTIONS.

B. OPOI'H ITIEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DoppokevTikd TPoidv Yo T0 0Toi0 amoLteiTan TEPLOPIGUEVT 1aTpik) cuvtayn (PA. mapdptnua I:
[TepiAnym v Xopaktnpiotik®dv tov [Ipoidvtog, mapdypoaeoc 4.2).

I. AAAOI OPOI KAI AITAITHXZEIX THX AAEIAY. KYKAO®OPIAX
. Ex0¢ce1g meprooikng mapaxorovdnong g acpdireias (PSURS)

Ot amoitnoelg yio v vroPoin tov PSURS yio to ev Adym @apuakevtikd mpoiov opilovtot
GTOV KOTAAOYO UE TIG Nuepounvieg avoaeopag g Evoong (kotdhoyog EURD) mov mapatifeton
otV Tapdypago 7, tov apBpov 107y, g odnyiag 2001/83/EK kot ka0 emakdlovdng
EMKALPOTOINGNG OTMG OMLUOGIEVETAL GTIV EVPMOTAIKY] SIKTLAKT] TUAT Y10l TO PUPLOKAL.

A. OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

. 2yé010 owayeipriong Kwvovvov (XAK)

O Kdroyog Adetag Kvkiogpopiag (KAK) Ba dieEaydyet Tig amattodpeveg SpactnplotnTes Kot
TOPEUPAGELG PUPLOKOETOYPVTVIONG 0TS Tapovctdlovtal 6to cupenvniéy XAK mov tapovcsialetal
otV evotnta 1.8.2 g ddelag KukAoQopiog Kot 0TOlEGONTOTE ETOKOAOLOES EYKEKPIUEVES
avobewpnoelc tov ZAK.

‘Eva emucaportomnpévo XAK Oa wpémel va katotedei:
e Metd anod aitnua tov Evponaikod Opyavicpov @appakov,
e Onotednmote TPOTOTOLEITAL TO COGTNHO JLAXEIPIONG KIVOVUVOL, EI0IKA (O ATOTELEG O AMYNG
VE®V TANPOQOPLOV TTOV LITOPOVV VO ETLPEPOVY GTLLOVTIKT] GAAOYT OTN 0XE0T] 0QPEAOVE-KIVOLVOL
N ©¢ 0mTOTEAESUA TNG EMTEVLENC EVOG GNUAVTIKOD OPOCTHLOV (PUPHOKOETOYPVOTVIION M
glayiotomoinon Kvovvov).
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EINIXHMANXZH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EEQTEPIKO KOYTI KAI EIIXHMANXH ®IAAHX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Iclusig 15 mg emkadvupéva pe Aemtd vuévio diokio
ponatinib

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

Kda0e emxatoppévo pe Aemtd vpévio diokio mepiéyel 15 mg ponatinib (g vOpoyA®PLKo).

3. KATAAOI'OX EKAOXQN

[Tepiéyer Aaxtoln. AvatpéEte 6To EOALO 0OMYIDV YPNONG YO TEPIOCOTEPEG TANPOPOPIES.

4. DOAPMAKEYTIKH MOP®H KAI IIEPIEXOMENO

30 dwokia
60 diokia
180 doxia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 oTOUATOC YPNIOT).
AwBdote 10 PUALO 0NV YPAONG TPV O T YPNON).

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na puAdooetor o 06om, TV omoia dev PAETOLY Ko dev Tpoceyyilovv Ta Tad1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

Eémtepiko kovti:
Mnv katomivete 10 00yelo amoENPOavTIKOD TOL VITAPYEL LEGO OTN LAAT).

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEX XYNOHKEX OYAAZEHX

DVAGGGETE GTOV OPYLKO TEPLEKTY] Y1 VO TPOCTUTEVETOL TG TO PMC.

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY NPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Incyte Biosciences Distribution B.V.
Paasheuvelweg 25

1105 BP Amsterdam
OAAavoio
12.  APIOMOX(OI) AAEIAY KYKAO®OPIAX
EU/1/13/839/001 60 emkaAvppéVa pe AETTO DUEVIO dloKio
EU/1/13/839/002 180 emikodvppéva pe AemTtd VUEVIO dloKia
EU/1/13/839/005 30 emkaAvppéva pe AewTo LUEVIO dloKio
13. APIOMOX ITAPTIAAX
TToaptida

‘ 14. TENIKH KATATAZEH I'TA TH AITAGEXH

| 15,

OAHT'IEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE

E&mtepukod kovuri:
Iclusig 15 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A160106TOTOC YPOUU®TOS KDdKAG (2D) mTov pépel Tov TEPIANPOEVTO LOVOITIKO aVOyVOPIOTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC

SN

NN

39




ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EEZQTEPIKO KOYTI KAI EIITXHMANXH ®IAAHX

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Iclusig 30 mg emkadvppéva pe Aemtd vUEVIo diokio
ponatinib

| 2. LYNOEXIH XE APAXTIKH(EX) OYZIA(EL)

Ka0e emcaloppévo pe Aemtd vpévio diokio mepiéyel 30 mg ponatinib (g VIPOYA®PIKO).

3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln. AvatpéEte 6To OAALO 0ONYLDY XPNONG Y10 TEPLOCOTEPES TANPOPOPIEC.

4, OGAPMAKEYTIKH MOP®H KAI IEPIEXOMENO

30 dwoxia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 oTOUATOC YPNIOT).
AwBdote 10 PUALO 0NV YPAONG TPV O T YPNON).

6. EIAIKH ITPOEIAOIIOIHXEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na puAdooetor o 06om, TV omoia dev PAETOLY Ko dev Tpoceyyilovv Ta Tad1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

Eémtepiko kovti:
Mnv katomivete 10 00yelo amoENPOavTIKOD TOL VITAPYEL LEGO OTN LAAT).

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEX XYNOHKEX OYAAZEHX

DVAGGGETE GTOV OPYLKO TEPLEKTY] Y1 VO TPOCTOUTEVETOL OO TO (PMC.

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY NPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Incyte Biosciences Distribution B.V.
Paasheuvelweg 25

1105 BP Amsterdam

OAAavoio

12.

APIOMOX(OI) AAEIAX KYKAO®OPIAZ

EU/1/13/839/006 30 emkaAvppéva pe AeTTo LUEVIO dloKio

13.

APIOMOZX ITAPTIAAX

MMoptida

| 14,

I'ENIKH KATATAZH I'A TH AIAOEXH

| 15.

OAHT'TEX XPHXHX

| 16.

HHAHPO®OPIEX XE BRAILLE

E&wmtepio kovti:
Iclusig 30 mg

17.

MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOC YPUUU®TOS KddKaS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO OVOyVOPIOTIKO KMOTKO.

18. MONAAIKOX ANATNQPIXTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC

SN

41




ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA KAI
XTH XTOIXEIQAH XYXKEYAXIA

EEQTEPIKO KOYTI KAI EITXHMANXH ®IAAHX

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Iclusig 45 mg emkadvppéva pe Aemtd vUEVIo diokio
ponatinib

‘ 2. YYNGEXH XE APAXTIKH(EX) OYXZIA(EX)

Ka0e emxatoppévo pe Aemtd vpévio diokio mepiéyel 45 mg ponatinib (g VOPOYA®PIKO).

3. KATAAOI'OX EKAOXQN

[eptéyer Aaxtoln. AvatpéEte 6To EOALO 0OMYIDV YPNONG Y10 TEPIOCOTEPEG TANPOPOPIES.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

30 dwokia
90 diokia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 oTOUATOC YPNIOT).
AwBdote 10 PUALO 0NV YPAONG TPV O T YPNON).

6. EIAIKH ITPOEIAOIIOIHXEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na puAdooetor o 06om, TV omoia dev PAETOLY Ko dev Tpoceyyilovv Ta Tad1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY)

Eémtepiko kovti:
Mnv katomivete 10 00yelo amoENPOavTIKOD TOL VITAPYEL LEGO OTN LAAT).

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEX XYNOHKEX OYAAZEHX

DVAGGGETE GTOV OPYLKO TEPLEKTY] Y1 VO TPOCTOUTEVETOL OO TO (PMC.

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY NPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEJIAY KYKAO®OPIAX

Incyte Biosciences Distribution B.V.
Paasheuvelweg 25

1105 BP Amsterdam
OAAavoio
12.  APIOMOX(OI) AAEIAY KYKAO®OPIAX
EU/1/13/839/003 30 emkaAvppéva pe AeTTO LUEVIO dloKio
EU/1/13/839/004 90 emkaAvpupéva pe AETTO LUEVIO OloKiO
13. APIOMOZX ITAPTIAAX
TToptida
‘ 14. TENIKH KATATAZEH I'TA TH ATAGEXH

| 15.

OAHT'TEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE

E&wtepio kovti:
Iclusig 45 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A160106TOTOC YPOUU®TOS KddKAG (2D) mTov pépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO
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B. ®YAAO OAHI'TQN XPHXHX

a4



@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Iclusig 15 mg emkolvppéva pe Aemtéd vpuévio dokio

Iclusig 30 mg emkalvppéve pe Aemrtéd vPUEVIO d1oKia

Iclusig 45 mg emkalvppéva. pe Aertod vuévio ookio
ponatinib

AP aOTE TPOGEKTIKE OLOKAN PO TO PUAAO 0ONYLOV YP1ONG TPV UPYIGETE VU TAIPVETE GVTO TO
PapROKO, O1OTL TEPLAAUPAVEL CNUAVTIIKES TANPOPOPIES Y10 UG,

- dvraEte avto To EOALO 0dNYIBV Yprone. Towg ypelactel va to dofdcete Eava.
. Edv éxete mepartépm amopileg, pOTNGTE TOV YLOITPO 1) TOV PAPLOKOTOLO GOGC.
. H ocvvtayn yia avtd 10 approko xopnynnke amokAElGTIKA Yio 60G. AV TPEMEL VO SDGETE TO

@apuroko o€ GAAovc. Mmopel va Tovg TPOKAAEGEL PAAPT], AKOLO KoL OTOV TO GUUTTOUOTO TNG
acBéveldc Toug etvor 010 e Tor OKd oag.

i Ed&v mapatnpricete kdmota avemBOunTn evépyeia, EVILEPDOTE TOV Y10TPO 1| TOV PUPLOKOTOLO
c0g. Avtd 1oyvel kat yo Kabe mhoavn avemBOunT evEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@OALO 0ONY1DV ¥prione. BAéme mapdypago 4.

T epLéyeL 1o Tapov GUAAO 00N YLOV:

1. T etvon o Iclusig kot mowa givon 1 xprion Tov

2. T mpéner va yvopilete npwv mapete 1o Iclusig

3. Iag va mapete 1o Iclusig

4, [MBovég avemBOuntec evépyeteg

5. [log va puidcoete to Iclusig

6. [epreydpeva g cvokevaciog Kot AomEG TANpopopieg
1. T eivan to Iclusig kon mowa givan n yp1jon Tov

To Iclusig ypnowonoreitan yra T Ogpaneio evnlikov pe Toug akdAovbovg TOTOLS Agvyapiag, ot
omoiot dev m@erovvtar TAéov amd Bepaneia pe AAAO PAPLLOKA 1] 0L OTTOI0L £XOVV L0 GUYKEKPLLEVT
YEVETIKT d10popd, Yoot og petdAraén T3151:

. ypdvio pueroyevi Aevyorpia (XMA): kapkivo tov aipatog mov meptlapfavel vrepfoAitkn
TOGOTNTA TAHOAOYIKMY AEVKMV OLUOGPOIPIOY GTO il Kol GTOV LVEAD TV 0GTAOV (OTOL
oynpotiCovion To apLoceaipla)

. o&elo Aeppofractikn Aevyoipio Betikn Yo to ypoudcopo Prradéresag (Ph+ ALL): évag
TOTOG Aevyapiog Tov TEPAAUPAVEL LTEPPOAIKT TOGOTNTO AOP®V AEVKMV OLLOGPALPIOY GTO
aiplo Kot 6ToV HVELD TV 0GTAOV TOL oYNUATI(EL GVGTATIKE TOV aiplaTog. TN Agvyaipio ovToy
ToV TOHIOoV, HEPOS Tov DNA (yevetikd vikd) €xet vootel avadidtaln oynuatifovrag éva
Ta0oA0YIKO YpOUOCOUA, TO XPOUOcOUN DIMASEAPELOC.

To Iclusig avnkel o€ o opudda apUaK®V Tov AEYOVTOL AVOCTOAEIS TG KIVAONG TNG TVPOGTVIG.

e aoBeveig pe XMA kot Ph+ ALL, ot aAloyég oto DNA gvepyomolovv €va orpo o AEEL GTO GO
va mapdyet Taforoyikd Aevkd apocseaipia. To Iclusig epmodilel avtd TO oM Kot EMOPEVOG CTAUATA
TNV TOPAYWOYT ALTOV TOV KOTTAPOV.

2. T npéner va yvopilete mpiy wapete to Iclusig
Mnyv napete to Iclusig

o o€ mepintwon aliepyiog 6to ponatinib 1§ 6e 00100MTOTE GALO OO TA GLGTATIKG AVTOD TOL
QOPUAKOV (CVOPEPOVTOL OTNV TAPAYPUPO 6).
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IIpog1domon)6ElS Kol TPOPUAGEELS

AmevBuvieite otov Y10Tpd 1 TOV QOPLOKOTOLO GO¢ TPtV Tapete To Iclusig edv Exete:
. dlatapoayn 6To NP 1 TO TAYKPEAS 1 LELWUEVT VePPIKN Agttovpyia. O ylatpdc cog pmopei vo
0édel va mapel Tpooheteg TPOPLAGEELS.
1GTOPIKO OAKOOAMGLOD
gly0TE TPOTYOVLEVO KOPIOKO EMELGOIIO 1| EYKEPAAIKO
16TOpKO OpOUP®V TOL CiATOG GTO APOPOPA. ALY YELD GOG
IGTOPIKO GTEVMONG VEQPIKNG apTnpiag (OTEVOST TOV QUOPOPOV OYYEI®MV TOL 031 YOLV GTOV
£vay M Ko 6Tovg 600 VEQPOLG)
. KOpALKA TPoPANUATO, OTMG KAPILHKT SOVGAELTOLPYIC, AKOVOVIGTO Kapdlako puoiud Kot
napdracn g didprelas Tov deotipatog QT
VYNAN 0pTNPLOKN TTieo

. 1N elyoate Katd to TOpeABOV avedpuoua (S10ykwon Kot e£acBEVen ToL TOLYOUATOS AULOPOPOV
ayyeiov) N SLOPIGHO TOV TOYMUOTOS OLLOPOPOV ayyEiov

. 1GTOPIKO apoppayiog

. TOPOVCIACEL TOTE 1) UTOPEL VoL EYeTE TP Aoipwén and nratitida B. Avtd cvpPaiverl enedn to

Iclusig Ba pmopovioe vo 00NYNOEL G EXAVEVEPYOTOINGT TG NaTitidag B, n omoia umopei va
amoPei Bavatneopog oe opiopéveg meputtooels. Ot acbeveic Oa e€etalovtal TPOGEKTIKA 0md
oV Y1Tpd TOVG Yol eVOEiEELS anTNG TG AoTH®ENG TPV amd v Evapén g Bepaneiog.

O y1tpdc 60¢ B0l TPAYLOTOTOICEL:

. EKTIUNOELC TNG KAPILOKNG AEITOVPYIOG OAG KO TNG KOTAGTAGNS TOV apTNPLOV KUl TOV QAEPOV
o0g
. vevikn e€E€TaON OUpLOITOC

Avt 1 e€étaon Ba emavarapPdvetor kaOe 2 BOOUAdES Y10 TOVG TPAOTOVG 3 PNVEG, LETE TNV
évapén g Bepameiag. n cvvéyelo, Oa Tpoyuatomoleital Kabe unva 1 GOUEOVA UE TIG
GULGTAGELS TOL YLTPOL.

. EAEYYOLG TNG TPOTEIVIG GTOV 0PO TOL EIVOL YVOGTN O AMITAoT
Mo mpoteivn opob mov Aéyetor Mmdon Ba eAéyyetan kébe 2 eBSOUAdES Y100 TOVG TPATOVG
2 UNVeG, Ko ot cuvéyela mePtodtkd. Otav n Aumdon avédvetal, pTopei va ypelooTel d10Kom)
g Oepoameiog N peiwon g d6oMC.

. eAEYYOLE NTaTOG
"EAeyyol g Aettovpyiog Tov fmotog Oa TpayaTOTO00VTOL TEPLOSIKE, COUPOVOL LE TIC
GUGTAGELS TOV Y1OTPOV GOG.

e aoBeveic mov AdpuPovoy Bepaneio e ponatinib £yl avapepOel yKePAAK TAONON YVOGTH ©C
oVvopopo omticOiag avaotpéyung eykeparonddeiog (XOAE). Ta copmtopata vogyetot va
nmepLapPavouv ouepvidia eppavion coPapol TovokePGAOL, GUYYVOT, KPIGELG KOl HETABOAEG TNG
opaong. Evnuepdote Tov ylotpd 60¢ apécms, 0V TOPOVGIICETE OTOLOONTOTE OO AVTA TA
CLUTTAONOTO KATA TN O1dpKeila Tng Bepaneiag cag e ponatinib, kKabn¢ pmopel va givor cofapd.

Howowd xon £pnpor

Mnyv yopnyeite avTo TO PAPUOKO GE TALOLE NAKING KAT® TV 18 eTdVv £meldn dev vIapyovy dabiotua
dedopéva Yo ToudLd.

Ao @dppoxa ko to Iclusig
Evnuepaote tov yuorpd 1) Tov @opLOKOTOld Gog €0V TOpVETE, EXETE TPOCPOTA TAPEL 1] LTOPEL VO, TAPETE

GAlo @apuroKa.
Tao axdrovBa eappaka pumopel va ernpedoovy 1 va ennpeactovv omd to Iclusig:

. KETOKOVALOAN, 1TpaKkovaloiy, fopikovaloin: edapuoka yio T Oepomeio LOKNTINGIKOV
AomEewv.

. wowafipn, veheivafipn, prrovafipn, caxivapipn: edppoka yio tn Oepameio g
roipwéng amo HIV.

46



o Khapldpopvokiv, TeMOpopvkivy, Tporeavoopvkiv: edpuaka yio t Oepaneio Paktnplokdy

AomEemv.

o ve@alodovn: pdappako yia tn Oepameio g katdbAymc.

. Baroapéyopto (St. John’s wort): uTikd Tpoidy mov ypnoionoleitol yio T Bepomeio TG
KATAOAYTG.

. koppopalerivy: edappako yia tn Oepameia g emANYiog, TV oTadiny svpopiog/KatdOiuyng

KOl GUYKEKPIUEVAOV KATOGTAGEMV TOVO.

@owopapprtain, parvotoivy: eapuoka yo T Oepameio tng emAnyiag.

PLOUUTOVTIVY], PLOOUTIKIVY: QappaKka yio T Oepameia TG upaTioong 1 OpIoUEVEY GAADY

AoDEEDV.

oryo&ivn: pdppoko yio tn Bepaneio Kapdiomadeidv.

dafryatpdvn: eappaio Tov Tporlapavetl To oynpaticd Bpopfmv Tov aipoTog.

KoAykivy: edppako yia T Oepaneio TV TPOSPOADY omd TOddypO.

npafactativi, pocovfactativi: GAPLOKA TOL LELOVOLY To AVENUEVA ETUTES YOANGTEPOANG.

pe@otpelarn: pdppoko yo m Bepancio ofeiag pAEYHOVIG TV apBpdCE®V (PELUOTOELING

apBpitda), Tov Kapkivoy Kal TG YoPIiaong.

. covApacaralivn: eappako Yo, tn Oepaneio GoPapmdv PAEYLOVOIMY VOOV GTO EVIEPX KOL TNG
pevpaToEdovg apbpitidog.

To Iclusig pe Tpo@n ko ToTod
Amopevyete o TPOIOVTA LE YKPETPPOUT, OTIMG O YVUOG YKPEITPPOLT.

Kdnon kot Onraocpog

Edv eiote éyxvog 1 OnAdlete, vopilete 0t pmopet va giote £yKL0OG 1) GYeSALETE VO AMOKTNGETE TOUdL,
{ntote ™ GuUPOLAN TOL YTPOV 1| TOL PAPLAKOTOLOY GOG TPV TAPETE AVTO TO PAPLLOKO.

. ZopPoviéc avTiIoOANYG Y10 AVOPES KL YUVAIKES
O yuvaikeg oe nhikio avamapaymyns mov Aappdvouv Iclusig Oa mpémet va amopiyovy va
petvouv €yivec. O @vrpeg mov akorovBovv Bepaneia pe Iclusig cuviotdrol vo unv aroktcoovy
mondi ot dudpketa g Oepaneiog. [pémel va yprnoylonoteitan amoteAespatiky péBodog
avTiIcOAANYTG 6T didpkela tng Oepaneiog.
To Iclusig mpémet va ypnoonoteiton Katd 1 Stdpkela TG KUNGNG HOVO EPOGOV 0 Y10TPOS Gog
&yer el 6T glvon aw6AVTO avaykaio, kabmg vTapyovy dvvntikoi kivovuvol yia to Ppépog.

. Oniaopog
Awoxoyte 10 Onrhoaoud katd ) dtdpkeia ™ Bepameiog pe Iclusig. Agv gival yvowoto €dv to Iclusig

TEPVA GTO UNTPIKO YOALL.

00 yNoN KL LEPIGROS PNYAVIILATOV

[Ipénet vo Tpocéyete 1Wd0itepa OTAV 0ONYEITE KO YPNGLOTOLEITE UnyovipaTa, KaBdc o1 acbeveig mov
naipvouv Iclusig pmopel va eppavicovv dtatapayn e 6paong, {GAn, vevniia Kot Kobpaon.

To Iclusig mwepréyer haktoln

Av 0 yuotpdg 6og, oag evUEP®TE OTL ExeTe ducaveLia GE OPIGUEVO GAKYOPA, ETIKOVOVNGTE UE TOV
Y10Tpd GOC TPV TAPETE OVTO TO PUPLLOKEVTIKO TPOTOV.

3. og va mapete o Iclusig

[Tévrtote va maipvete TO APULAKO AVTO CVGTNPA COUPOVA HE TIG 0dNYIEG TOV Y1OTPOV 1) TOL
Qapuokomolov coc. Eav éxete aupiolicc, pmTAGTE TOV Y10TPO 1 TOV QOPUAKOTOLO GOG.
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H ocvvtayn v ) Ogpaneia pe Iclusig npémet va yopnysiton oo yorpd mov €xel eumeipio ot Bepomeio
™G Asvyapio.

To Iclusig datiBeton wc:
. 45 mg emKaAVUUEVO LE AEMTO VIEVIO SIOKIO0 Yol TN GUVICTMUEVT] OOON.

. 15 mg emukaAvppévo pe Aemto vpévio diokio kot 30 mg emKAAVUUEVO L AETTO DUEVIO S1OKIO
OV EMTPEMOVY TPOCAPLOYES TNG OOONG,.

H cuvictdpevn 86061m Evapéng sivar Eva emtkoAvppévo e Aemtd vuévio diokio 45 mg pio eopa
NUePNSiog.

O Ywutpog 060G PIopEl va PELAGEL TN SOCT| GOG 1) VO OOG TTEL VO SIOKOWYETE TPOCOPIVE TN AT TOV
Iclusig dv:

. emtevy el katdAAnAn avtamokpion otr Oepaneia

. uelmBel o aplOudg TV AEVKAOV ALLOCEAIPI®MY TOV AEYOVTOL OVIETEPOPIAQ.
. pelmBel o ap1Buog TV opomeTaAioy.

. eUPavVIoTel GoPapn mapevépyeLlo oL dev ennpedlet To aipa

- QAEYLOVT] GTO TAYKPENC.

- avénuéva emineda TOV TPOTEWVOV 0pov AITACT 1 AULAAGCT).
. avamTOEETE TPOPANOTA STV KOPILAL 1] TO OLLOPOpaL aryyEia.
. £YETE MTOTIKY OLOTAPOYT).

H ypnion tov Iclusig pmopel va cuveyiotel pe v id1a N 1e LEtdpEVT 066N TV 1) TOPEVEPYELQ
amokatootadel 1| eheyyOel.
O y10tpdg oag pmopel va aEloAoyel TNV avTOmTOKPIoT 60G 6T Bepaneio TOKTIKA.

M£00d0g ypfong

Kotanivere ta diokia oAdKANpa, pe Eva mothpt vepd. Ta dtokia givar duvatd va Anedodv pe 1 xopig
Tpoen. Mn omdte Kot unv SoAveTe To S1oKiaL.

Mnv xotarivete 1o doygio amoEnpaviikov mov LLAPYEL LEGO GTN PLIAN.

Awdpxera ypiong

Befaiwbeite 611 maipvete to Iclusig kabnueptvd yio 660 S146TNHO GOG XOPTYEITOL LE OTPIKT CLVTOYT.
[Ipokertar yuo xpovia Bepomeio.

Eav mapete peyorvtepn 66on Iclusig amd tnv kavoviki
Evnuepdote 10 yiotpd cog apécng edv cvufet avto.
Eav &gyaoete va mapete o Iclusig

Mnv mépete dSurAn 660 Yia va avarAnpdcete T 8601 mov Eeydoate. I1dpte v endpevn 4601 cag
KOVOVIKA.

Edv ctopatiocere va naipvete to Iclusig
Mn crapaticete va maipvete Iclusig yopic v ddeia Tov Y1aTpod Gog.

Edv éyete mep1ocdtepeg EpMTNCELS GYETIKA LLE TN YPNOT CVTOV TOL POPUAKOV, POTAOTE TOV YTPO 1
TOV PUPUOKOTOLO GOG.
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4, IMBavég avemOOUNTEG EVEPYELES

Onwg 6ha Ta eAppraKa, £TGL KOL AVTO TO QAPUAKO UTOPEL VO TPOKAAEGEL AVETIHOUNTEC EVEPYELEG, OV
Kot 6gv Tapovcldlovtal 6€ OAOLG TOVG AvOPMOTOLG.

Ot acBeveic nlkiog 65 etV Kot dvo givor TOavOTEPO Vo ELPAVIGOVY avemBOUNTES EVEPYELES,.

Anev0vvOEiTE 670 YIOTPO GOGC UPECMS EAV ELLPAVIGETE OTOLOONTOTE A0 TIC TUPUKATO GOfapég
avembounteg evépyelec.

Edv ta anotedéopoto TV €EETACE®V OLATOG OEV EIVOL PUOIOAOYIKA, TPEMEL VO EXLIKOVOVIGETE
OUECMG LLE TOV Y1TPO GO,

Yopapic avemBOopuntes evépyeteg (evoéyeton vo emnpedoovy wg 1 ota 10 dropa):
e mvevpovia (evoéyetal vo TPoKAAEGEL SUGKOAIN GTIV OVATTVOT|)
e @leypovn oto mhykpeas. Evnuepdote tov ylotpd cog apéoms eqv eLQovicTel QAEYLOVY| GTO
nhyxpeoc. Ta copntdpata givar 0&0¢ TGVOG GTO GTOUMYL KOl GTIV TANTN.
®  TUPETOG, GLYVA pe AAAa onpeia AolLmENG AOY® TOV HEIMUEVOL aplBLOY TOV AEVKOKLTTUP®Y
e  kapdlok TPoSPoln (Ta cvpmTdpate TEPAaPavouv: Eapvikn aicBnorn avénuévou KapdlaKov
pLOUoY, TOVO GTo 6ThHbog, ducmvola)
®  OAAOYEC EMITESWDV QUILOTOC:
- pepévog aptBpog epuBpokutTdpoV (Ta cupmTdpata givat: advvapia, (oA, KOT®ON)
- UElUEVOC aptOpog alpomeTaAinY (Ta cupmTOuaTa gival: auénuévn tédon yio apoppoyio M
UOADTEC)
- HELOUEVOS aptBLOG AEVKOKVTTAP®Y, TOV AEYOVTOL OVIETEPOPIAN (TO GUUMTMUATO EIVAL:
avénuévn Tdom yio eAEYpHovY|)
- avénuévo eminedo g TPOTEIVIG 0pOv, TOV AEyETOL AMTTdon
e dlatapayn ToL KapdlaKod puOpol, avdUaAog TAAUOS
e KkapdloKn duoAeitovpyia (Ta GVUTTOUATO Eival: advvapia, KOTMGT, 0idNUe TOdIDV)
e mieon mov Tpokadel Sucpopia, aichnon TANPOTNTOC, TiEGNC ) TOVOL GTO KEVIPO TOL HdpoaKa
(o Bayym) Kot Bwpaxikdg Tdvog Tov dev cuVIEETAL e TNV KOpOLd
®  VYNAN OPTNPLOKT| TEOT
GTEVMGCT] TOV OPTNPIDOV OTOV EYKEPAAO, EYKEPUAIKO TOV TPOKAAEITOL OO YOUNAT] POT) OULLOITOC
TPOG TUNLLO TOV EYKEPAAOV
TPOPAN AT LLE T OLLOPOPO. AYYEIDL GTOV KOPILUKO LV
AolpmEN Tov aipatog
TPNGUEVN N €pLOPA ETIPAVELD TOV dEPUATOG LE aicOnoT KavGov Kot evatcnacia (kKuttopitidn)
apLOATWON
OVOKOATLEG OTNV OvoTTVON
VYpd oToV B paka (evoEyeTol Vo TPOKAAEL dOVGTVOLML)
Suppoia
Opoupog aipatog oe v T Padel eAEPa, apvidio amoppaén eAEPag, OpouPos aipatog o
OLLOPOPO ayyeio TOL TveLLOVA (Ta cupTTOAT Elvar: 5oy, epuBpiact, epuBpdtnTa
TPOCHTOV, UVATVEVGTIKY OVGKOAIN)
®  £YKeQUMKO (TO CUUTTOMOTO Elval: SLGKOATN GTNV OpAle 1} TNV Kiviom, vvnAio, nuikpavia, pn
(QVOIOAOYIKEC OloONoELS)
e TPoPANHOTA KLKAOPOPTIAG TOV aipatog (To cuprTOHoTo Eival: TOVog ot O 1) TOVS Pporyiovec,
aioOnpa kpvov ota aKpa)
e OpouPog aipTog OTIG KUPLEG APTNPIES TOV UETAPEPOVY A0, GTO KEPAAL ] GTOV QYEVOL
(xopotida)
e HVoKOIMOTNTA
e peiwomn tov vatpiov oTo aipa
o avénuévn tdon yio opoppayio | HOAMTES

Aldeg mBaveg avemBOUNTEG EVEPYELEG TTOV UTOPEL VO TOPOVCIAGTOVV LUE TIG TAPUKATW GUYVOTNTESG
epAapPavouv:
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IToAd ovyvég avemBOuNTES EvEpYELEg (EVOE ETOL VO EMNPEAGOLY TEPLoGOTEPD. 0o 1 ota 10 dtopa):

AOTHOEN OVAOTEPOV AVATVELGTIKOD CLGTHUATOC (EVOEXETAL VO TPOKAAEGEL OLGKOAID TNV
oVaTTVOT))
pelopévn opekn
abmvia
ke@ahaAyio, COAn
Prixes
duappota, EUETOC, VaVTio, SVGKOIMOTNTA, TOVOG GTIV KOIAA
avénuéva enineda oplopévev Nratik®v evEOUOY 6TO oipa.:
- OAOVIVIKT CpIVOTPAVGOEPAOT)
- OOTOPTIKY OUIVOTPOVOQEPEOT
depuotikd eEavinua, Enpodepuia, Kvnopuodg
7OVOC 6T0 00TA, TOVOG GTOVG UOEC, TIS apOpMGELC, TNV TAATT, TOLG Ppayioveg 1 Ta TOdI0, HVTKOT
onacpol
KOTWGT, GVGGOPELGT VLYPOL GTOVG PPayioveg Kavn Ta TSN, TVPETOC, TOVOG
VYNAEG TIUEG TPIYAVKEPIDI®V GTO aijLol
avénomn g xoAnoTtepOANG mov aviyvedeTal pe eEETAGELG ALOTOC

Yoyvég avemBOuNTEg evépyereg (evoéyetat va emnpedoovy €m¢ 1 ota 10 dtoua):

QAeypov TV BuAdK®V TG TPiYaS, TPNOUEVT], EPLOPA EMPAVELD TOV OEPLATOC 1] KAT® omd TO
dépuo pe aiobnon kavoov kot evaistncia
UEL®WEVT OpaoTNPLOTNTA TOL Bupe0Edohg
KOTOKPATNON VYPDV
YOUNAG emineda, acPeotiov, POOPOPOY 1| KAAIOV GTO Gijla
avénuéva eninedo cakyapoL 1| OVPIKOV 0EEOG GTO Ol
anmAELn Bapovg
Uivi-eyKeQOALKO ETEITOO10
VEVPIKT] dlatapayn oTovg Ppoyioves ko Ta TOdo (GLYVA TPOKOAEl apmdio Kot TOVO oTa YEPLoL
KoL TOL KAT® TOd10L)
VEVPIKN SLOTAPOYT] TOL TPOSMTOL (CLYVE TPOKAAEL LOVSIOGHLO 1) AdLVALIN O o 1] Kot 6TIS S0
TAEVPEG TOV TPOGMITOV)
AnBopyoc, nuikpavio
LIk advvapio, HUOGKEAETIKT SLGKOLio
ovénuévo M petpévo aictnua aeng n aictnong, un eucloloyikn aicinon énwg vuyuoov,
HUPUNYKIOGLLOTOG KO KVIGLLOD
Boum 6paot, Enpoebaluia, oeBaApikn Aoipmén, dratapoyn TG Opacns, TOVOG GTO LATLOL
oidnua 1oT®V 6T PAEPAPA 1] YOP® OO TO LLATLO, TTOL OPEIAETAL GE TEPIGTELN VYPOV
aiocOnuo TaApdv
TOVOG GTO €Va. 1] Kol 6Ta S0 TOde KOTA TN fAdion 1 v doknom, o onoiog e&aeaviletol votepa
omd PEPIKH AETTA AVATOVOTG
£€aym, epuOpodTTAL
PVIKY aupoppayio, SLGKOAN TOPAYDYNS YOV POVNG, TVEVUOVIKT VIEPTACT
avénuéva emineda NTOTIKAOV Kol TOYKPEATIKOV EVIOU®V GTO aijLoL:
- opvAdaon
- OAKOAIKY GOGEATACT
- YOUUO-YAOLTOUVATPAVGPEPGOT
avénpévo eminedo g TpOTEIVIG 0pov ToV gival Yoot o C-avTidpdoa TpmTeiv, 1| OToia
avEAVETOL OTOV VITAPYEL PAEYLLOVT] GTOV OPYOVIGUO GOGC
aicOnua kavoov ToL OPEIAETAL GE TAAVOPOUNOT] TOV VYPDY TOV GTOUAYOV, TETTIKO EAKOC
(QAEYLOVT] GTO GTOWO, TTOVOC GTO AU 1| TO 6TOUN, ENPOCTOuia, ALLOPPOYit TV OVAWMY
KOWALOKO oidMpa 1 Sucopia 1 dvoreyia
YOGTPIKN atpopparyic (To CUUTTOUOTO TEPIAAUPAVOVY: GTOLOYIKO TOVO, GLULOTELEST))
avénuévo eninedo yorepvBpivng oto aipa, SNAadN TG KiTpvng ovciog amrodoUnong e
YPOOTIKNG TOV a{latog (T0 CUUTTAONROTO TEPIAAUPAVOVY: GKOVPO KEYPLUTOAPOYPDLLO 0OVPAL)
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TOVOG GTO GKEAETIKO GUGTILOL 1] TOV QLYEVA

TOVOC TOL TPOKUAEITOL OO PAEYLOVY GTN LEUPPAVT OV TEPIPAALEL TOVG TEVOVTESG, GUVIOWG GTA
OO 1] TAL YEPLOL

AmoQOAId®MON SEPHATOG, TOUOOAOYIKT TAYLVGT) TOV OEPUATOS, EpVOPHTNTA, LDAMTES, TOVOG GTO
dépo, LETAPOAES TOV YPDOUATOS TOV OEPIOTOC, EMIMEDES YPMUATIKG AAALOIOUEVEC TTEPLOYES KO
LIKPE ovOoTIKOUEVE EE0YKDUATO GTO SEPLLN OOG, LUPUNYKIES, dEPUOTIKT TAOM oM ToL po1dlet
LE OKUN, CUUUETPIKES, KOKKIVES, AVOOT|KOUEVES TEPLOYEG TOL JEPHOTOG TTOL UTTOPEL Vo
EUQAVIGTOVV 6€ OAO TO GO, TPLYOTTOGCN

01010l 1OTMV 6TO TPOGMTTO TOV OPEIAETUL OE TEPIGTELD VYPOV

VOYTEPIVY EQIOPMOT, LITEPIdPMOT)

advvapio avantuéng N dtaTpnong oTooTg

piyn, YPIA®ON G GuVopouUn

¢pmng Cwotpag

VIEPSPAGTNPLOC BLPEOEIONC 0OEVAG TTOV EMITAYVVEL TOV LUETAPOAIGIO TOV OPYAVIGUOV. AVTO
uropel va TPOKOAEGEL TOAAG CUUTTAOUATO, OTMG ATMOAELD BAPOVG, TPEUOVAO GTA YEPLOL KO
YPNYOPO 1 OKOVOVIGTO KAPILOKO TOALO

avénon copatikod Bapovg

0ayx0g

KapdloKa TPoPANLATA, TOVOS GTO APIeTEPO LEPOG TOV Bdpaka, ducAettovpyio TOL APIGTEPOV
Oodapov e Kapddg, HETAPOAEG GTOV TPOTO LLE TOV OO0 YTUTA 1] KapdLd, TaXLKOPJid,
avénuévo eminedo TG TPOTEIVIG OPOV OV EIVOL YVOOTH OC EYKEPUAIKO VATPLOVPTTIKO TENTIOI0
Kot 1 omoia uropel va owénBel dtav 1 koapdid dev pumopel va aviAnoet aipa 6nmg Ba Enpemne

OTEVOGT] TOV OLLOPOpOV ayyelmv, KakT KUKAOQOPia TOV aipatog, opvidia adénon g mieong Tov
aipatog

amoOQPaLN ALPLOPOP®Y AYYEI®V TOV LOTIOD

enmdvva epuBpd eEoykdpaTO, TOVOS TOL SEPUATOC, EPLOPOTNTA TOL dEPUATOS (PAEYLLOVT] TOV
MIT®O0VG 16TOD KAT® amd TO OEPLUML)

UETAPOAIKES SLOTAPAYES TOV TPOKAAOVVTAL OO TPOIOVTO SIUCTOCTG KATEGTPUUUEVOV KOPKIVIKDV
KLTTApOV

‘Oy1 ovyvég avemOOuNTES EvEpyeleg (evoéyetar va emmpedoovy émg 1 ota 100 dropa):

OTEVMOT] VEPPIKNG apTNPiog (OTEVIOGOT TV OLLOPOP®VY 0y YEI®V TOV 001 YOVV GTOV £Va 1] KOl GTOVG
800 veppovg)

KUKAOQOPIKA TPOPALOTO GTOV GTANVA

BAGPN HraTog, ikTepog (TO CLUTTAOUOTO EIVOL: KITPIVIGUO, TOV SEPUATOG KOL TOV HATIDV)
TOVOKEPAAOC, GUYYLOT, KPIGELS KOl OTMOAELN OPOGCTG, TTOV EVOEYETOL VO EIVOL GUUTTMLOTO HLOG
EYKEPUAIKNG TAOM0”MG TOL KaAgitan cOVOpopo onicOiag avacTpéyiung eykeparionddeiog (XOAE).

Mn yvootiig ovyvotnTog (dev umopovv va ektiunbodv pe Baon to dabéoipa dedopévar)

enoveppavion (emavevepyomoinon) g Aoipwéng and nratitide B 6tav giyate nrotitido B oto
TopeA0oV (Lo nratikn Aotuwén).

avnoLYNTIKA depuatikd eEavOnuata Tov teplapfdvovy eAvKTovEG 1 EEPAODOIGUA KOl amAdvVoVTaL
o€ OA0 TO GO Kot cLVOdEVLOVTAL 0O KOT®oN. Evnuepmote Tov y1atpd 60g aUécms, EGvV
TOPOVGIICETE OVTA TOL GUUTTMLOTOL.

S10yKmon Kot e£acBEvion TOV TOYMUATOS ALLOPOPOV OyYEIOL 1] S10YWPIGHOG TOL TOLYMUOTOG
LLOPOPOL aryyeiov (aveLPHOUOTO KOL OPTIPLOKOL SO MPIGHOL).

AvaQopd avemOopunTOV EVEPYELOV

Edv mapatmpnoete kanota ovemiBOunTn EVEPYELD, EVIUEPMDGTE TOV YIATPO 1) TOV POPUIKOTOLO 600G AVTd
1oyvEL Kot Yio KAOe mBavi avemBuunTn VEPYELD. TOV OEV OVAPEPETOL GTO TAPOV PUALO 0dNYLDV
ypons. Mropeite eniong va avagépete avembountec evépyeleg amsvbeiog, nécw Tov eBviko
GLOTNLOTOG OVOPOPAS TTOV avaypaetal 6to [apdptnua V. Méow g avagopdg avemiBountomyv
EVEPYELMV UmOpEite Vo, fon0fceTE 0TI GLAAOYT TEPIGGOTEP®V TANPOPOPIDV GYETIKA LUE TIV UCPOAELL
TOV TTOPOVTOC POPUAKOV.
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5. IMog va purdcoete To Iclusig
To @appoako ovTd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLY TO TOdLA.

No pn ¥pnoLHonmoteite avTod T0 APIOKO HETE TNV NUepOoUNVia AENG TOL AVOPEPETOL CTNV
EMONOVGT 6T PLOAN Kot 6To kovuTti petd tnv AHEH. H nuepounvia AnéEng etvar n teAevtaio nuépa
TOL UNVOL TTOL OVOPEPETOL EKEL.

DuAGETE 6TOV OPYIKO TEPIEKTY] Y10 VO TPOCTATEVETL OO TO PG,

H @uddn mtepiéyget €va epayiopévo TAUGTIKO SOYELD TOV TTEPLEYEL AMOENPOVTIKO LOPLIKO KOGKIVO.
Awnpeite 10 doygio evtog ™G LIANC. My katamivete To 60yelo amoénpavtikod

Mnv metdite @ApLAKA GTO VEPD TNG AMOYETELONG 1| GTA OIKLOK(A aroppippate. Potote tov
QOPUOKOTOLO GOG Y10 TO MG VO TETAEETE TO, PAPUOKO TTOL OEV YPNOLULOTOLELTE T AvTd T péTpa Oa
BonBncovv oty Tpoctacia Tov TepPaAiovtog.

6. Iepreydpeva TG 6VoKELAGINS KO AOLTES TANPOPOPiEg
T mepréyer to Iclusig

e H dpaoctikn ovoia gival to ponatinib.
Kda0e emxatoppévo pe Aemtd vpévio diokio 15 mg mepiéyet 15 mg ponatinib (¢ ponatinib
VOPOYAMPIKO).
Ka0e emkaloppévo pe Aemtd vpévio diokio 30 mg mepiéyel 30 mg ponatinib (¢ ponatinib
VOPOYA®PIKO).
Kdabe emxatoppévo pe Aemtd vpévio diokio 45 mg mepiéyet 45 mg ponatinib (¢ ponatinib
VOPOYA®PIKO).

e Toa dAlo cvotatkd ivor povoidpikn Aaktdlr), LIKPOKPUOTOAALKT KUTTAPIVY), GLLLAO
kapPoéopebviiopévo vaTplovyo, mopitio (KOAALOEIOES GvvdPO), GTEATIKO LLOYVGOL0, TAAKNG,
moAvaBuievoylukoin 4000, toivPvvlarkodrn, 610&eidio Titaviov (E171). BA. mapdypapo 2
«To Iclusig mepiéyet Laktoln».

Ep@avion tov Iclusig kot wepieydpeva TG 6uoKeLUGiOg

Ta emucodoppéva, pe Aemtd vuévio diokia Iclusig etvar Agvkd, GTpoyyVAd Kol GTPOYYVAEUEVO GTNV
EMOVO KOL TNV KAT®O TAEVPA.

Ta Iclusig 15 mg emkoivppéva pe Aemto vuévio diokia £xovv dibpeTpo 6 mm mEPITOL KAl PEPOVY TNV
évodedn "AS" ot pia mhevpd.

Ta Iclusig 30 mg emkodvppéva pe Aemto vuévio diokia £xovv didpeTpo 8§ mm wEPIMOV KAl GEPOVV TNV
évdelEn "C7" ot pio mAevpd.

Ta Iclusig 45 mg emukodlvppéva pe Aemtd vpévio dtokia £xovv d1dpueTpo 9 mm mePimov Kot PEPOLY TNV
évoeign "AP4" ot pio mievpd.

To Iclusig datibeton o TAaCTIKEG QPLAAES, KAOE pia ek TV omoimV TEPIEYEL EvaL dOYEID
amo&NPOVTIKOD LOPLOKOV KOGKIVOD.

Ot puikeg dratiBevton péca o€ YOPTOVEVIO KOVTI.

O puikeg Iclusig 15 mg wepiéyovv 30, 60 | 180 emkalvpupéva pe Aemtd vuévio diokia.
O puikeg Iclusig 30 mg wepiéyovv 30 emkodvppévo e Aemntd vuévio dokia.

O puikeg Iclusig 45 mg wepiéyovv 30 1 90 emkaivppéva pe Aemtd VUEVIO dloKia.

Evdéyetan vo, umv kokAo@opobv oty ayopd OAa. ta. ueyén cuckevaciog.
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Karoyog Adsrog Kvkhogopiog

Incyte Biosciences Distribution B.V.
Paasheuvelweg 25

1105 BP Amsterdam

OAavoio

IMopaockevaotic

Incyte Biosciences Distribution B.V.

Paasheuvelweg 25

1105 BP Amsterdam

OMavdio

Tjoapack Netherlands B.V.

Nieuwe Donk 9

1879 AC Etten-Leur

OMLovdio

To mapév pvAro 00OV YpfioNs avabempOnke Yo TelevTaia popa otic {MM/EEEE}.

Aentopepeic mAnpoopieg o 10 eappako avtd gival dabéoipeg otov dikTvaKd 1010 Tov Evpomaikon
Opyaviopot @apudrmv: https://www.ema.europa.eu.

Yrdpyovv emiong cOvdecuol pe GAAEC 1GTOGEAIDEG TTOL APOPOVV oTAVIEG acBéveleg kot Oepameiec.

To mapdv eOALO 0dMyLdV ¥priong eivar Stabéoipo oe OAeG TIg emioneg YAdwooeg g EE/EOX otov
dktvakd tomo Tov Evpanaikod Opyavicpod Oopudkov.
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