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NEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bosulif 100 mg emikoivppéva pe Aemntd vuévio diokio
Bosulif 400 mg emikodvppéva pe Aemtd vuévio diokio
Bosulif 500 mg emucoivppéva pe Aemtd vpévio diokio

2. IHOIOTIKH KAI ITOXOTIKH XYNOEXH

Bosulif 100 mg emixkoivppévo pe Aertd vuévio diokia
Kda0e emcodoppévo pe Aemtd vuévio diokio mepiéyel 100 mg focovtivipmng (bosutinib) (¢
povotidpikn).

Bosulif 400 mg emikoivppévo pe Aemtd vuévio diokia
Kd&0e emucodvppévo pe Aemtd vpévio diokio mepiéyel 400 mg focovtivipmng (bosutinib) (g
povotbidpikn).

Bosulif 500 mg emicoivppévo pe Aentd vuévio diokia
Kd&0e emucodvppévo pe Aemtd vuévio diokio mepiéyel S00 mg focovtvipumng (bosutinib) (g
povohidpikn).

IMa tov mApn katdloyo Tev ekdoywv, PA. Tapdypapo 6.1.

3. OPAPMAKOTEXNIKH MOP®H
Emwoloppévo pe Aemtd vuévio diokio.
Bosulif 100 mg smikoivupévo pue Aemtd vuévio diokia,

Kitpwo, woedég (mAdtog: 5,6 mm, punkog: 10,7 mm), ap@ikvpto, EXKOADUUEVO HE AETTO DUEVIO
dtokio To omoio pépet yapayuévn v évoelén «Pfizer» ot pio mAcvpd kot «100» otnv GAAN TAgvpd.

Bosulif 400 mg smucoivppévo pe Aertd vuévio diokia
[MoptokaAi, mogldég (TAdtog: 8,8 mm, unikog: 16,9 mm), aueikvpto, ETKAAVUUEVO UE AETTO VUEVIO
dtokio To omoio pépet yapayuévn Ty Evoeln «Pfizer» otn pio mAgvpd kot «400» otnv GAAN Thevpd.

Bosulif 500 mg emixoivupévo pe Aertd vuévio diokio
Epv0pd, woec1dég (mhdtoc: 9,5 mm, uikoc: 18,3 mm), au@ikvupto, EMKAAVUUEVO UE AETTO DUEVIO
dtokio To omoio pépet yapayuévn Ty évoeln «Pfizer» otn pia mAgvpd kot «500» otnv dAAN TAELPA.

4. KAINIKEYX TAHPO®OPIEX
4.1 OgpomevTiKég £vositelg

To Bosulif gvdeikvotat yia T Bepomeio evniikov acBevov pe:

o veodwyvacbeioca Oetikn Yia ypopdcopo PAaSELPELNG XpOVIO LDEAOYEVT Agvyopio,
(Ph+ XMA) o¢ ypovia ¢aor (Chronic Phase - CP).

o  CP, emtayvvouevn eaon (Accelerated Phase - AP) kot PAactikny don (Blastic Phase - BP)
g Ph+ XMA, ot onoiot mponyovuévag eiyav Adpetl Oepaneia pe Evav 1 TEPIGGOTEPOLS
avacTtoAéa(€lg) Tng Tupootvikng Kivaong [Tyrosine Kinase Inhibitor(s) - TKI(s)] kot yio tovg
01o10VG 1 WOTWVIUAN, 1 VIAOTIVIUAT Kol 1 dacatviumn dev Oempoidvtol KoTaAAnAeg
OepamevTikég emloyEc.

4.2  Aocoloyio Kol TPOTOS YOPNYNONG
H évapén g Bepamneiog mpémet va yivetar amd 1atpod pe gumelpia otn didyvaoon kot Oepaneio achevav
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e XMA.

Aocoloyia

Neodayvwabeioa Ph+ XMA oe ypovia pdon
H cuvietouevn d6om eivar 400 mg Bocovtvipang pio popd nuepncing.

Ph+ XMA og ypovio. paon, emitoayvvousvy oaon 1 BAaotiky ooon ue avtiotaoh 1 1y ovoyn otynv
mponyovuevy Bepareio
H cuvietouevn d6om eivar 500 mg Bocovtvipang pio popd nuepncing.

e KAWVIKEG SOKIUEG Ko Yo TIg 000 evdeielg, 1| Bepameio e Pocovtviunn cuveyiotnke uéypt tnv
TPO0dO TNG VOGOL 1 un avoyn ot Bepameia.

Tpocopuoyéc tne ooonc

Yy khvikn pedétn ®dong 1/2 o acbeveic ue XMA ot omoiot tav avBextiol 1§ un ovektikol oty
mponyovuevn Oepameia, EntTpUTNKAY KAMUAKOGELS TG 060mG amrd 500 mg émg 600 mg pio popd
nuepnoing poli pe eayntd otovg 0cheveig Tov deV TAPOLGIAGHY TANPT AUATOAOYIKT] AVTATOKPLOT
(complete haematological response - CHR) péypt v EBdoudda 8 1 TAnpn KOTTOPOYEVETIKN
avtomokplon (complete cytogenetic response - CCyR) uéypt v Efdopdada 12 kot dev giyav
avemBounteg evépyeteg Babpov 3 1 vymidtepov mov evdéyetal va oxetiCovtot pe 1o vrd Epevva
TPoiov. v KAwvikn perétn Odong 3 o acbeveig pe veodwyvooheica XMA og ypdvia pdon mov
é\afov Oepoameio pe Booovtvipnn 400 mg, exttpdmnKay KAUAKOGELS TNG 600G 6€ TPOSAVENGELS TV
100 mg ém¢ péytotn 66om twv 600 mg pia popd nuepnoing pali pe payntod, edv o acbevig dev
TOPOVGINCE PETAYPOPO GTNV TEPLOYN cLGTOLYinG onpueiov daxkomnc-Abelson (BCR-ABL) < 10% xotd
Tov Mfva 3, dev giye avemBount evépyeia Babpov 3 1 4 katd tov xpdvo g KMUAK®OONG Kot OAES Ol
un opatoroykég to&kdtnreg Babuoo 2 eiyov vroympnoet og tovAdyiotov Babpod 1. Ztnv khvikn
peiétn Oaong 4 oe acbeveig pe Pht XMA mov glyav Tponyoupuévag ovIHeETOmoTel pe 1 1
neprocdtepovg TKls, emrpdmnkav kKAMpakmoels g 60ong ard 500 mg ota 600 mg pio popd
nuepnoing poli pe eayntd otovg 0cOeVElg e U IKAVOTOUNTIKY ovToTOKplon 1 Ue evOEi&elg Tpoddov
NG vOoov amovoia avemBountov evepyeimv Babpod 3 11 4 M enipovov avemBountov evepysidv
BaOpoo 2.

¥t pehém Pdong 1/2 o acbeveic pe XMA ot omoiot ftav avOeKTIKOL 1 U aveKTIKOl 6TV
npornyovpevn Bepaneio o1 omoiot Egkivnoav Bepaneia pe d6om < 500 mg, 93 (93/558, 16,7%) acbeveic
Eafov KAlpakmoelg d6ong ota 600 mg nuepnoing.

2t pekét @dong 3 oe aobeveig pe veodayvooheica XMA og ypovia pdaon ot omoiotl Eekivnoay
Oepaneio pe Pocovtvipnn ota 400 mg, cuvorikd 58 acBeveic (21,6%) érafav KMpOKOGEL 000NG
oto 500 mg nuepnoimng. EmimAéov, to 10,4% tov acbevav oty opdda Oepameiog pe focovtivipnn
Eafov Tepatépm KAPOKOGELG 06ons ota 600 mg nuepnocimg.

>t perém Pdong 4 oe acbeveic pe Pht XMA mov eiyov mponyovuévmg avtipetoniotel pe 1 1M
neprocotepovg TKIs o1 omoiot Eekivnoay Oepamneio pe focovtviumm ota S00 mg nuepnoimg, 1
acBevng (0,6%) iye khMpdkmon doong £wg ta 600 mg nuepnoing.

Aodoelg peyardtepeg and 600 mg/Mmuépa dev £xovv pelen el Kot, mg ek T00TOL, dev Oa Tpémel va
xopnyoLvvTaL.

Tpocapuovéc tne 00onc Adyw avem@ountwy evepyeiay

My owpoaroroyiés avembountes evépyeieg

AV gLEAVIOTEL KAVIKA GTILOVTIKT, LETPLOL 1 coPapn) un GlUaToA0YIKY TOEIKOTNTA, 1| focovTivipm
TPETEL VO, SLOKOTTETAL TPOSMPIVEY KOL VO ETOVaYopYEiTOL o8 doom petopévn kotd 100 mg
Aappavopevn pio opd nuepnoing epocov voywpNoet 1 Toéikdtta. Edv evdeikvotal kKAvikd,
umopel va e€etaotel T0 vOEYOEVO €K VEOL KMUAK®ONG 6T 6001, TPV amd T Heiwom Tng 060oNG,
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Aappavopevn pio opd nuepnoing (PA. mtapdypapo 4.4). Adceig kpotepes amd 300 mg/muépa £xovv
ypnoyomroindet oe acheveilg, ®GTOGO 1| UTOTEAECUATIKOTNTO deV EYEL TEKUNPL®OEL.

AvEnuéveg NIATIKES TPAVOUUIVAGEG: AV 1 aOENOT TOV NTATIKOV TPOVGOUVACHOVY Eival > 5 popég
Tévo amd to avatepa euotoroyikd 6pla (ULN) tov epyaotnpiov, n focovtivipmn tpénet vo
OLOKOTTETAL TPOCOPIVE PEYXPL TNV EMAVAPOPE TV TIHdV o < 2,5 x ULN kot 611 cuvéyela va
emavayopnyeital oe docelc tov 400 mg pio popd nuepnciong. Edv amaitnbolv nepiocodtepeg amd

4 egBoopadeg yo v avappwon, Bo Tpémel va e&eTaleTan To EVOEXOUEVO S10KOTNG TNG POCOVTIVIING.
Edv onueindel avénon tov tpavoapvacdv > 3 x ULN tavtdypova pe avénon g yorepvdpivng

>2 x ULN kat tng aAkoiikng poceatdong <2 x ULN, n focovtviumn mpénetl va dtokomtetan (BA.
mopdypoeo 4.4).

Awgppoia: Xe mepintmon diappotag Babuov 3-4 katd ta NCI Kprmpia Kowng Oporoyiog yia
AvemOounteg Evépyeieg (Common Terminology Criteria for Adverse Events — CTCAE),n
Booovtwvipnn Bo TPEMEL Vo SIOKOTTETAL TPOCWPIVA Kot Vo, navayopnyeitar og d6celg Tov 400 mg pia
(opa Nuepnoimg PPt eravaeopds o€ fodud < 1 (BA. mapdypapo 4.4).

Anuozoloyixés avemBountes evépyeieg
Yvviotdton peimon g 66omg Aoyw cofapng 1 emipovng ovdetepomeviag kot Opopfomreviag, Onmg

neprypaeetan otov [livaxa 1:

Mivaxag 1 — Ipocappoyés g 601G Loy® ovdeTeponeviag kKot Opopforeviag

ANC*< 1,0 x 10°/L Awkoyte ™ Boocovtviumn uéypt v endvodo twv ANC ce
> 1,0 x 10%/L ko1 Tov cupontetariov oe > 50 x 10%/L.

1n/xon
Enavayopnyeiote T Oepancia pe focovtvipnn oty idio d6om
Awometdha <50 x 10°/L eqv M emavapopd yivel viog 2 efSopuddmv. Av ot TYéG TV
e€etdoemv aipatog mopoueivovy o€ younAd exineda yo

> 2 gfdopadeg, Kot TNV enavapopd LeiwoTE TN 0001 KOTA
100 mg ko emavoyopnyeiote ) Bepoaneio.

AV EMOVELQAVIOTEL KVUTTAPOTEVIN, UEIDOTE TN 0OGT KOTH OKOUN
100 mg katd v exavaeopd Kot emavayopnyeiote tn Oepaneia.

Adocelg pkpotepeg amd 300 mg/muépa £xovy ypnoipomotnei.
Q061660, 1 OTOTEAEGUATIKOTNTO OV £XEL TEKUNPLOOEL.

* ANC = amdivtog ap1fpdc ovdetepOPIlmv

Eidwkoi mlnBvouoi

Himawuévor acbeveic (= 65 etwv)
Agv ama1todvTol 101KEG JOGOA0YIKEG GLGTAGELS Y10 TOVG NAKI®UEVOLS. Kabdg vrapyovv
TEPLOPIOUEVEC TANPOPOPIEG GTOVEC NAKIOUEVOVS, GUVIGTATOL TTPOGOYN GTOVG aGOeVEIS anTOVG,

Negpixn dvoiertovpyio,

Ot acbeveic e kpeatvivn opod > 1,5 x ULN amokAeiotnkay amnd Tig pekétec g XMA.
HopatnpnOnie avEavopevn éxbeon (meployn Kato and v Kaprndin [AUC]), oe acbeveic pe pétpia
Kot GoPap1| VEPPIKT SLGAEITOLPYIO KATE TN OLAPKELN TOV UEAETAOV.

NeoowayvawaOeioa Ph+ XMA oe ypovia pdon

Ye aoBeveic pe pétpla veppikn dvciertovpyio (kdBapon kpeotvivig [creatinine clearance - CLcr| amo
30 émg 50 mlL/min, vroloyilopevn Baocet tov tomov Cockeroft-Gault), | cuvietdpevn do6o1 givar
300 mg Bocovtvipnng nuepncing poll ue poayntd (BA. mapaypdeovg 4.4 kot 5.2).



Y aoBeveic pe coPapn veppikn dvciertovpyia (CLcr < 30 mlL/min, vroloyilopevn Pacetl Tov TOTOL
Cockcroft-Gault), 1 cuvietdpevn d6on givor 200 mg focovtvipnng nuepnoing poli pe eayntd (BA.
mopaypdeovg 4.4 kot 5.2).

KMpdkwon tng 06ong ota 400 mg pia popd nuepnoing pali pe eaynto yuo acbeveic pe pétpia
veppikn dvoettovpyia i ota 300 mg pio popd nuepncing yio acbeveic pe cofapn| veppikn
duciettovpyio, pumopel va e&gtaotel €dv dev TaPOVGIAGOLY GoPapic 1| EUUEVOVGES OVETIOVUNTES
eVEpYELEG LETPLOG PapOTNTOG KOt EGV OEV EMTVYOLV ENXOAPKT] OLULOTOAOYIKT], KUTTOPOYEVETIKN 1] LOPLOKN
ovVTOmOKPLo).

Ph+ XMA o¢ ypovia, emitayovousvy 1 PLOGTIKY @aon UE aVTIoTOON 1] U OVEKTIKOTHTA OTHY
ponyovuevy Bepameio

Ye aoleveic pe pétpia veppikn duciertovpyio (CLcr omd 30 £mg 50 ml/min, vroloyilopevn Bacet Tov
tomov Cockcroft-Gault), | cuvictdpevn 66om givail 400 mg focovtviumng nuepnoiong (BA.
napaypaeovg 4.4 kot 5.2).

Ye acleveic pe cofapn veppikn dvciertovpyio (CLer <30 ml/min, vroroyilduevn Bdoetl Tov THTOV
Cockcroft-Gault), n cvovietdpevn d6om givar 300 mg focovtvipnng nuepnoing (PA. mapaypdeovg 4.4
Ko 5.2).

KMpdakwon g 06ong ota 500 mg pia popd nuepnoing yio. acbeveis pe pétpio veepikm
dvoiertovpyio 1 ota 400 mg pia popd nuepnoing Yo acbeveig pue coPapn veppikn duciettovpyioa,
umopel va e€etaotel o€ €KEIVOLE TOV OgV TOPOVGIaGOY GoPapég 1 EMiLOveS avemBOUNTEG EVEPYELEG
HETPLOG PapdTnTaG Kot €AV OEV ETITOYOVY ETOPKT AUOTOALOYIKTY, KUTTUPOYEVETIKN 1 LOPLOKT
ovVTOmOKPLo).

Kapooxes drotapayés

Ot acBeveic pe un eheyyOUevn N GNUAVTIKY KOPILOKT VOGO (TT.)., TPOCPUTO EUPPAYLLO TOV
LLoKaPdi0v, GLULPOPTTIKN KOPOLUKT aVETApPKELD 1 aoTtadn otnBdyyn) amokAeioTnKAY Omd TIG KAVIKES
ueiétec. [pémet va, divetar mpocoyn oe acheveic pe KAMVIKE oNUavTIKES KapdloKeg dratapayes (PA.
mopdypoeo 4.4).

Lpoopates i o€ eEEMEN KAIVIKG GIUOVTIKES YO.TTPEVIEPIKES OLOTOPOYES

Ot acbeveic pe Tpoceateg N o€ e£EMEN KMVIKG GNUOVTIKES YOOTPEVTEPIKES dratapayEg (TT.)., coPapd
éEeTO Kaun ddppota) omokAeioTnKoy amod Tig KAviKEG perétes. [Ipémet va divetarl mpocoyn oe
acleveic e mpdoateg N og eEEMEN KAIVIKA OTUOVTIKEG YOOTPEVTEPIKES dlatapayEs (PA.

mopdypoeo 4.4).

THoudrotpikog ninBoouog
H acpdAeio kot 1 amotelecpotikdTnTo TG BoconTvViumng o€ motdid kKot eprfoug niikiog kdto tov
18 etddv dev £xovv tekunplmbei. Aev vapyovv dtabéoipa dedopéva.

Tpoémog yopnynong

To Bosulif wpénet va Aappdvetar omd Tov otoNaTOC [io popd NuePNGing pe eayntd (BA.

napdypoeo 5.2). Edv mapainedet pio 66om yia mepiocdtepes omd 12 dpec, o aohevig dev Tpémet va
Aappdvet pia emmpdcobetn d06om. O acbevig Tpémet va Adfet T cvviOn cvvtayoypapndeica door TV
EMOUEVT MUEPQL.

4.3 Avrevositeg

Yrepevaichnoio 6t dpacTiKh ovcia 1] 6€ KATOL0 amd To EKO0Y0 TOV AVOPEPOVTUL GTNV
Topdypapo 6.1.

Hratum dvciertovpyio (BA. Tapaypdeovg 5.1 kat 5.2).



4.4 E0wkég TPOEIOOTOMGELS KO TPOPVAAEELS KATA T (P10

Awrtapoy£c TN NIOTIKNG AEITOVPYing

H Oepoaneio pe Pocovtvipnn oyetileton pe avénon Tov Tpaveapvac®v opol (OUVOTPOVEPEPACT TNG
aiavivng [alanine aminotransferase — ALT], aomaptikn aptvotpavopepdon [aspartate
aminotransferase — AST])).

AVENGEIC TOV TPAVOOUIVAGHOV CTIUELOON KAV, KOTA YEVIKO KOVOVA, 6TO TPOTA 6TAd TG Oepameiog
(peta&d twv acbevav ot omoiotl eLEAvVIcay CVENCELS TOV TPOVOULIVOCHY 0molovdNmote PabLov, o
> 80% eupaviotnke 10 TPMTO TOVG CLUPAY EVTOG TV TPDOTOV 3 UNvav). Ot acbeveic Tov Aapupdvovy
Booovtwviunn wpénel va vrofariovial o€ ELEYYO TNE NTOTIKNG ArTovpYiag oy TV Evapén g
Oepameiog Kot ove PMver Kot Toug Tp®dToLs 3 piveg Oepameiog Kot 6mme evOeikvuTal KAVIKA.

Ot acbeveic oL TaPOVGIGLOVY AVENCELS TOV TPAVEOUIVACHOV TPETEL VO, AVTLUETOTIOTOVY LE
TPocwpv dtakomn TG Posovtvipmng (divoviag Tpocoyn ot peimaon TG d00MG LETA TNV ETAVAPOPE
oe Babuod 1 M otig Tiég avapopds), kavn opiotikn dtakony tng focovtvipmne. Avénocelg tov
TPOVGOULVOC®V, EIOIKO OTNV TEPITTOON TOVTOYPOV®Y 0WENGEDY 6T YoAepLOpPivN, umopsel va
amoTeLOUV pia TpmdUN EvOelEn Nratikig PAAPNG, TPOKAAOVUEVNG ATt TO PAPLOKO Kot 01 aobevelg
avtol TPEmel va avtipet@nifovrol KatdAAnia (BA. mapaypdpovg 4.2 kot 4.8).

Awgppora ko €petog

H Bepancio pe Bocovtvipnn oyetiCeton pe d1dppota Kot £UETO. ZUVETMOC, o1 aoBeveic e Tpdopat 1)
o€ €EEMEN KAMVIKA OILOVTIKT YOOTPEVTEPIKT Otatapayr| Oo TPEMEL VO ¥PNGIUOTOLODY TO CUYKEKPIUEVO
(QOPUOKEVTIKO TPOTOV UE TPOGOYN KOl LOVO UETE atd TPOGEKTIKT 0EIOAGYNOT TG OYECNG OPEAOVG-
Kvovvou Kabng avtiototyol acbeveic lyav amokielotel and Tig KAMvikég perétec. AcBeveic pe
duppota Kot EUETO TTPEMEL VoL avTILeTOTICovTaL pe TNV Koblepmpévn Bepamevtikny Tpocéyyion,
CLUTEPTLOUPAVOUEVOD EVOC AVTIOOPPOTKOD 1) AVTIEUETIKOD POPUUKEVTIKOD TPOIOVTOG KON TNG
xopNynong vypwv. Emmpodcheta, 1 d1dppota kot 0 EPETOG UTopohV EMIGNG VO OVTILETOTIGTOVY KoL LE
TPOCOPIVY dKOTN TNG fOCOVTIVIUANG, HEI®OT TNG dOCTG KO/ OPLOTIKY O0KOT TNG BOCOVTIVIUTNG
(BA. mapaypagovg 4.2 kot 4.8). O avTieleTikoc Tapdyovtag, SoUmeplddv, £xel T dSuvatdTN T VoL
avénoet v mapdract tov dactinatog QT (QTc) kat va endyetl appuOuiec «KOIAKNG ToLKPOig
Olknv pumidiov»: emoUEVmG, | cuyyopNyNon He doumeplddvn Ba mpénet va amopevyetat. Oa Tpémel va
YPNOUYLOTOLEITOL PLOVO €AV GALL POPLOKEVTIKA TPOTOVTO OEV EIVOL OMOTEAEGOTIKG. X€ QVTEG TIG
TEPMTOGELS, eivan emPePfAnuévn 1 e€atopkevpuévn a&loddynon e oxEons 0pELOVC-KIVOHVOL Kot Ot
acBeveic O Tpémel va maparxorlovBodvtal yio epeavion mapdtacns Tov dtuotiprotog QTc.

MvueglokaTaoToA

H Oeponeio ue Pocovtvipnn oyetileton e pPueAoKaTaGTOAN OV 0pilETol OC avarpio, ovdeTEPOTEVIQ
kot OpopPomnevia. [lpénet va wpaypatomolovvtol yevikeg eEeTAoels aipatog fOoHadIaimgKaTd TOV
TPMTO UNVO, KOL KOTOTLY avd puiva. 1 0mwg evdeikvotatl khvikd. H pvelokatactodn o mpérnel/umopel
VO OVTIUETOTIOTEL LU TPOSMPIVY O10KOTH TG BocovTviumng, peimon tng 006N¢ Ko OploTIKY
drakom g Pocovtivipmng (BA. Tapaypdpovg 4.2 ko 4.8).

Kotakpdnon vypov

H Bepancio pe focovtvipmn evoéyetor vo oYeTILETAL UE KOTAKPATNOT VYPOV GUUTEPIAAUPAVOUEVTG
NG MEPIKAPIUKNG GVALOYNG,TNG VITECWKOTIKNG GLAAOYNG, TOL TVEVUOVIKOD OONUOTOG KA/
TEPLPEPIKOD odNpatoc. Ot acbeveig mpénel va mopakoiovfovvTol Kot vo avTHeETOTilovTol He TV
kaOepopévn Oepanevtikn Tpocéyyion. Emmpdceta, n Katakpdtnon vypdv umopei va
OVTILETOTIOTEL KO L€ TPOSMPIVY O10KOTN TG PocovTvipmng, peiwon tng 000NG Koy OploTIKY
drakom ¢ Posovtivipmng (BA. Tapaypdpovg 4.2 kot 4.8).

Awdon opov
"Exer mapatnpnBei avénon g Amdong opov. ZuvicTtdTol Tpocoyr| o€ acbeveig pe Tponyoduevo

LGTOPIKO TAYKPEATITIONG. € TEPIMTOOT OV Ol AVENGELS TNG ATAGTC GLVOSEVOVTAL OO KOIAOKA
CUUTTOUOTO, TPETEL VO SIAKOTTETAL 1] XOPTYNOT TG BocovTviumng kot vo Aaufdavovtol ta
KOTAAANAQ S10yVOOTIKA HETPA Y10, VO TOKAELSTEL 1] ToyKpeatitida (BA. Tapdypago 4.2).



Aooéelg

H Bocovtwvipnn propet va mpodiabicet toug acbeveic o Parxtnplokés, LUKNTIOCIKES, LOYEVEIG N
TPOTOL®IKEG AOUMEELC.

Kivduvog mpoappubuiac

"Exer mapatnpnBei mopdtacn tov deotipotog QTc Pdoet avtopatomouévng UNyovikng LETPNoNg
yopic cuvumapyovca appvduio. H Pocovtivipnn npénel va yopnyeital pe mpocoyn o€ acbeveig pe
16T0p1Ko N TPodiabeon yia mapdract tov dwotipoatog QTc, pe pun eAeyyOUevV 1 GNUOVTIKT KOPOLOKT
vOG0 GUUTEPIAAUPAVOUEVOL TOV TPOCPOTOL ELPPAYUATOG TOL LVOKOPII0V, TNG GUUPOPNTIKNG
KOPOLOKNG OVETAPKELNS, TNG aoTafovg otndayyng 1 ¢ KAvikd onuavtikig Bpadvkapdiag 1 6€
acOeveic ot omoiot AapuPdvouy EapUAKELTIKG TPOIOVTA TOV VUL YVMOGTO OTL TAPATEIVOLY TO SIACTNUA
QTc (m.y., avtioppLOUIKE PoPUAKEVTIKE TPOTOVTO Kot AAAES OVGIEG TOL UTOPEL VL TALpATEIVOVY TO
dtotnua QTc [BA. mapdypapog 4.5]). H mapovcio vrokadopiog kot vropayvnooipiog sivorl mbavo
V0L EMLTEIVEL TTEPOLTEPM TN GVYKEKPIUEVN EMIOPAON.

ZuvioTdTo 1 TepaKolovdnon Tov achevav yio Tuyov enidpaoct oto dtdotnua QTc, kabdg kot n
devépyeto evog niextpokopdioypaprpotoc (HKI) avapopdc mpv v évapén g Oepaneiog pe
Booovtvipmn kot 6Tmg evdeikvoutor KAvikd. H vrokolonpio 1) 1 vropoyvnoonpio Tpénel va
dtopbmvovTtot TPV amod T YopNYNoN TS POCOVTIVIUANG Kol Vo TapakoAovBohvtal 6 TaKTA
dloTNUaTo KoTa TN dtdpketo e Oepaneiog.

Negpikr) duciettovpyioa

H ayoyn pe focovtvipmn pmopel va €xel ¢ 0mOTEAECUA KAVIKG GNUOVTIKN UELDOT TNG VEQPIKNG
Aertovpyiag oe acBeveic pe XMA. e acbeveic mov Aappdvovv Oepaneia pe focovtivipmn o€ KAMVIKEG
peAéteg £xel mapatnpnOei, e v Tapodo Tov Ypovov, Lic PEIDCT) TOV EKTIUMHEVOD pLOUOY
onepapotikng omonong (eGFR). Ze acBeveig pe veodayvaoobeica XMA og ypovia pdaon mov Elafav
Oepancio pe 400 mg, n Sidpeon peiwon tov eGFR frav 11,1 ml/min/1,73 m? 610 1 étog ko

14,1 ml/min/1,73 m? ota 5 étn Y10 Tovg acdeveic mov vroPdAloviay oe Ogpomeio cLYKPITIKA pE THY
apy Tipn. Ot acBeveig pe XMA mov dev elyav voPinbei o mponyoduevn Bepaneia mov Elafav
Oepancio pe 500 mg, eppavicoy didueon peimon tov eGFR kotd 9,2 ml/min/1,73 m? oto 1 1o,

12,0 ml/min/1,73 m? ota 5 étn kat 16,6 ml/min/1,73 m? ota 10 étn yia Toug acOeveic mov
vrofaAilovtay og Bepaneia. Xe npobepamevpévong acheveic o ypdvio PAOT Kol TPOYWPNUEVOD
otadiov XMA mov AdpPavay Bepameio pe 500 mg n ddpeon peiwon tov eGFR ftav

7,6 ml/min/1,73 m? 610 1 étog, 12,3 ml/min/1,73 m? ota 5 étn konl5,9 ml/min/1,73 m? oto 10 £ yi
Tovg acbeveic mov vrofdirovtav og Oepamneio. Xe acOeveic pe Ph+ XMA mov giyav mponyovpuévamg
avtetoniotel pe 1 1 meprocotepovg TKIs mwov éhafav Oepaneia pe 500 mg, 1 didpeon peimon Tov
eGFR cvykpitikd pe Ty opyiky Tiuf oy 9,2 ml/min/1,73 m? oto 1 érog xou 14,5 ml/min/1,73 m? oto
4 £t 1o Tovg acbeveic mov Ppickovtay Vo Oepamneia.

Eivar onuavtikd va a&loroyeital n veppikn Aettovpyio tpv and v Evapén g Oepaneiog kot va
TOPOKOAOVOEITAL GTEVA KOTA TN SIAPKELD TN OYOYNG UE POCOVTIVIUTT, UE 1O10ETEPT] TPOGOYN GTOVG
acBeveic e TpobmApyovoa EXPAPLVCT TNG VEPPIKNG AElTovpyiag 1| oTovug acbeveic mov mapovsialovv
TOPAYOVTEG KIVODLVOL Y10 VEQPIKT] SUGAEITOVPYiO, CUUTEPIAAUPAVOUEVTG TG CLYXOPNYNONS
(QOPLOKEVTIKOV TPOIOVI®V UE VEQPOTOEIKT dPEoT, OTMC T SLOVPTTIKA, Ol AVAGTOAEIC TOV
UETATPENTIKOL VIOV TG ayyelotevaivig (MEA), ot avTay®vioTég TV vTodoxEmy g
OYYEIOTEVGIVIG KoL TOL [UT] GTEPOELON AVTIQAEYHOVAOOT dppare (MEAD).

Y& pio peAétn ¢ veppikng duciettovpyiag, 1 £ékbeon otn focovtviumn avéndnke ce dropa pe
pETPLOL Ko coPaprn veppikn ducAettovpyia. Zvviotdtol peimon g 66ong o acbeveig pe pétpa 1
cofapn veppikn dvciettovpyia (PA. mapaypdeovg 4.2 kot 5.2).

Ot acBeveig pe kpeatvivn opod > 1,5 x ULN amokAeiotiay and t1g pekétec g XMA. Bdoet piog
TANOVGLOKTG PAPUOKOKIVITIKNG avaAvonG TapatnpnOnke avéavopevn ékBeon (AUC) og acbeveig
ue pétpla Ko cofapn veppikn duciettovpyio Kotd v Evapén g ay®yne 6To TANIGLO TOV UEAETOV
(BA. mapaypagovg 4.2 ko 5.2).

Ta, khvikd dedopéva eivar ToAd meproptopéva (n = 3) yia toug acbeveic pe XMA pe pétpio ve@pikn



dvciertovpyia mov Aapfdavouv Kipakovpevn d6on Bocovtvipmng 600 mg.

Acl0TiIKT) QUAN

SOpemva pe TANOVCHIOKES PAPUOKOKIVITIKES AVOADOELS, 01 AGLaTeC glyav younAdtepn kdbapon, e
amotéleoua avénuévn éxbeon. Xvvenmg, avtoi o1 acbeveig Oa mTpénel va mapoakolovdovvtal 6TeEVa Yo
TUYOV AVETIOOUNTEG EVEPYELEG, EIOIKE GE TEpinT®ON KAUAK®ONC TG 060G,

2oPopéc depuaticés avTdpaoelg

H Bocovtwipnn propei va endyet coPapég SEpUATIKES AVTIOPACELS, OTMG TO HVOpopo Stevens-
Johnson kot v To&wr Emdepuixi Nekpoivon. H focovtivipmn Oa wpénet va S10KOTTETOL OPIOTIKA
o€ aobeveig mov Tapovclalovy GoPapr depUaTIK avTidpact KT T dtdpkeln TG Oepameiag.

20vopouo AoNg OYKov

AOY® TG TV epaviong cuvdpduov Avong 6ykov (Tumour Lysis Syndrome, TLS), cuvietdvTot
1 d10pOmon TG KAVIKE GMUAVTIKNG 0pUIATM®ONG KoL 1] AVTILETAOTION TOV DYNADV ETTES®Y OLPIKOD
o&éog mpv and v Evapén g focovtivipmng (PA. mapdypapo 4.8).

Enoavevepyonoinon nratitidag B

Emavevepyomoinon g nrotitidoag B (HBV) og acbeveig mov eivar ypoviot popeic avtov tov 100 £xet
enpaviotel petd ) yopynon BCR-ABL TKIs. Opiouéva mepiototikd giyav og amotélecuo ofeia
NTATIKN AVETAPKELD 1) KEPALVOPOLO NIATITION, OONYDVTOG GE UETAUOTYKEVOT] TTaTOG 1 BavaTneopo
éxPaon.

Ot acBeveic mpémetl va e€etaotovy Yo Aoipmén amod tov 10 HBV wpwv and v évapén g Bepaneiog pe
™ Bocsovtwvipnmn. [Ipwv and v évapén g Bepanceiog oe acheveic mov avTdpovv Betikd otV
oporoyikn aviyvevor tov HBV (cuunepilopfavopévev ekeivav e evepyd voco) kat o€ acbeveig
BeTikovg otn Aoipmén amd tov HBV katd ) didpkeia tng Oepomeiog, mpémel va {ntbei n cvpPfoovin
EWIK®V 6TV NItk voco kot T Bepaneia too HBV. Ot gopeig tov HBV o1 omoiot ypnlovv
Oepomeiog pe tn focovtivipmn mpénet vo TopakoAovdovvToL GTEVA Y10 GNUEIN KOl GUUTTMLOTOL
evepyoL Aoiuwéng amd tov HBV «katd tn didpkeia tng Oepomeiag Kot yio apkeToNg URveg LETA T ANEN
g Oepamneiag (PA. Tapdypapo 4.8).

dotogvashnoia

H éx6eom oto dpeco niakd emg 1 v vepumdn aktvoPforia (UV) Ba npémel va amopedyeton 1 va
glaylotomoteitan AOY® Tov Kvdvvou pwtogvaiodnciog oyxetilouevng pe m Bepaneio e focovtvipmn.
Oa wpémel vo, divovtar 0d1yiec 6TOVG AGOEVEIS VO YPNOOTOIOWY HETPO OTIMG TPOCTATEVTIKT
evovpocia Kol avTimAloko pe vynAod deiktn Tpootociag amd Tov Ao (sun protection factor, SPF).

AvooToleic Tov KuToypduotog P450 (CYP)3A

[Ipénet va amo@edyetal 1 cuyyopNYNoN TS POCOVTIVIUANG UE 1oYLPOVG 1] LETPLOVG OVUGTOAEIC TOV
CYP3A, xabdg Ba eppaviotel avénon g ocuykévipmong g focovtiviumng 6to TAdopo (BA.
mopdypaeo 4.5).

ZUVIGTATOL 1] ETAOYN EVOG EVOALOKTIKOD GUYYOPTYOVUEVOL (OPLAKEVTIKOD TPOTOVTOG e KOBOAoL 1)
ue edryiotn duvatotnTa avactoAng tov CYP3A, edv etvon duvartd.

Edwv givar avaykaio n yopnynon evog toyvpod 1 uétpiov avactoréa Tov CYP3A kotd ) didpkeia TG
Oepaneiog pe focovtivipmn, Oa npénel va eEetactel To evogyopevo dlakomng e Bepaneiog pe
Booovtwviumn N peioong mg 66ong ¢ PocovTvipang.

Enayoyeic tov CYP3A

Oa TPETEL VAL ATOPEVYETOL ] GLYXOPTYNOT TG POCOVTIVIUTNG LE 10YXVPOVG N LETPLOVG ETAYMYEIG TOL
CYP3A, kabdc¢ O eppavicrel peimon g cvykévipoong e focovtivipmng oto mhacuo (BA.
napdypoeo 4.5).

Enidpaon g tpoorig
O TPETEL VO, ATOPEVYOVTAL TO TPOIOVTO AT YKPETPPOLT, GUUTEPIAAUPAVOUEVOD TOV VIOV
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YKPEMPPOLT KOl AAADV TPOPOV OV ival YvoTo 0Tt avactéAlovy 1o CYP3A (BA. mapdypapo 4.5).

Awtpo@iko vatplo

To @apuakevtiKd Tpoidv avtd TepLEYel AlyoTtepo amd 1 mmol vatpiov (23 mg) avd dickio TV

100 mg, 400 mg 1} 500 mg. O acBeveic o Satpoen pe YounAn TEPEKTIKOTNTA VaTpiov B Tpémet va
EVNLEPMVOVTOL OTL TO TPOTOGV AVTO OVCLOCTIKA Eival «eAevBepo vaTpiovy.

4.5 Alnlemopaosic pe GAlo QUPUOKEVTIKA TPOIOVTA Ko Grheg pop@és ailniemiopacng

Endpdoelc GAOV QOPUOKEVTIKOV TPOIOVIOV 6Tn focouTvipmn

Avaortoleic tov CYP3A

[Ipénet vo amo@edyetal 1 cuyyopNYNoN TS POCOVTIVIUANG e 1o LPOVG avacTtoleic Tov CYP3A
(cvumepriapfovouévav aArd Oyl TEPLOPICUEVOV GE 1TPUKOVALOAT, KETOKOVALOAT, TocaKOVAOAN,
Bopucovaldoin, kKhapiBpopkivn, teAdpopvkivr, vepalodovn, Lpmeppadiin, wowvapipn,
homwvaBipn/pirovaBipn, vehpwvafipn, pitovapipn, cokovwvafipn, urocenpefipn, tehanpePipn, Tov
TPOTOVTOV a0 YKPETPPOLT GUUTEPIAAUPAVOUEVOD TOV YVUOV YKPEITPPOLT) 1| LETPLOVG OLVUGTOAEIC
tov CYP3A (coumeptiapfovopuévav aArd Oyl TEPLOPIGUEVOV GE PAOVKOVALOAN, Sutpoplo&acivn,
gpvBpopvkivn, dktialéun, Pepamapiin, aurpevaPipn, atalavafipn, dapovvafipn/prtovefipn,
QoocaumpevaPipn, ampenttavr, KploTvipan, watwviumn), kabog 0o epgavictel advénon g
OLYKEVTPMONG TNG PocovTviumng 6to TAdcua.

SVVIGTATOL TPOGOYT KATA TN GLYXopynon Nriov avactoré@v Tov CYP3A pe Bocovtviumn.

ZUVIoTATOL 1] ETAOYN EVOG EVOALOKTIKOD GUYYOPTYOVUEVOL (OPLAKEVTIKOD TPOTOVTOG e KOBOAoL 1
eMdyotn dvvatotnto avactodng tov évivpov CYP3A, edv givar duvarto.

Edwv givar avaykaio n yopnynon evog ioyvpov 1 uétpiov avactorén Tov CYP3A kotd ) didpkeio TG
Oepaneiog pe focovtivipmn, TpEnet va EETACTEL TO EVOEXOUEVO dLOKOTNG TNG Oepameiog pe
Booovtwviumn N peioong mg 66ong ¢ PocovTIvVipanG.

e pila peémn pe 24 vyu) dtopo oto onoio cuyxopnyndnkav 5 nuepnoieg d6oelg Twv 400 mg
ketokovalOoAng (evog woyvpov avactoréa tov CYP3A) pe pio epdmal 66on twv 100 mg
Booovtviumng vd cvvinkeg vnoteiog, 1 ketokovaloAn avénoce ™ Cmax TS PocovTivipmng Katd 5,2
eopéc kot v AUC g focovtivipmng 6to TAdoa KaTd 8,6 pOpEC, G€ GUYKPLON LE TN YOPNYNON TG
Booovtwvipmng povo.

e wo pedét pe 20 vy dtopo oto omoia cuyyopnynOnkay pio draf 66om 125 mg anpemitdvng
(evog pétprov avaotorén Tov CYP3A) pe pia drag 66om 500 mg focovtivipmng vmd cuvOnkeg
oitiong, n ompemttavtn avénce N Cmax TG Pocovtviumng katd 1,5 eopd kot v AUC ¢
Booovtwviumng oto TAdopa katd 2,0 popéc, oe cOYKPLON LE TN XOPYNOT TG BocovuTviumng Hovo.

Eraywyeic too CYP3A4

O, TPETEL VO, ATOPEVYETOL 1] GLYXOPTYNOT TNG POcOVTIVIUANG LE 1oYVPOov¢ enaywyeic Tov CYP3A
[oupmeprlapPavopévey alld oyl TEPLOPICUEVOVY o8 KOPPoUalemiv, avuToivr, pLroapumikivn,
Baioapoyopto (St. John’s Wort)] 1 pétpiovg enaymyeic tov CYP3A (cvunepiapfoavopévav aald oyt
mePLopopuévev o€ Boleviavn, epaPipivin, etpafipivn, podaeiviin, vaekidiivn), kabog 0o eppavictel
ueimon ¢ cuykévipmong g focovTvipnng oto TAdGua.

Baoet g ueyding peioong g éxbeong ot focovtviumn mov onpetmOnke KaTd TN GLYXOPYNoN
™G BocovTvViumNg 1e proaumikivn, n avénon g 66ong TG POGOVTIVIUANG KOTA TN CLYYOPNYNOT TOL
LE 1ovpovg 1 pETPLovg emaywyeic Tov CYP3A dev givor mBavo va avtioTabuicsl enapkag v
ammAeln TG £kBeonc.

Amarteital Tpoocoyn Kot T cvyyopnynon Nriev exoywyéwnv tov CYP3A ue Bocovtvium.

Metd, ) ovyyoprynon anaé d0omng focovtviumng pe 6 nuepnoteg 66celg Tov 600 mg prpoumikivig o



24 vym dropa og katdotaor oitiong, 1 €kBeon (Cmax kot AUC oto mAdopa) otn focovTvipmn
pewndnke og 14% o 6%, avtiototya, oe oY€om UE TIG TYEG TOL TapaTNPNONKAY KATd TN
povofepameio, pe Booovtvipmn 500 mg.

Avaoroleic avilios npwrtoviwv (Proton pump inhibitors, PPls)

Amaiteiton mpocoyn Katd tn cvyyopnynon g PPIsb pe PPIs. Ta avtid&va Bpayeiog dpdong Oa
npénel vo, eetdloviol o¢ evarlaktikn Oegpamneio Evavtt tov PPIs, evd mpénetl va dtoywpilovral ot
MpEG Yopnynong g Pocovtvipmng kot Tov avtioévev (dni., n Bocovtvipmn vo Aapfdavetol o Tpmi
Kot o ovTioEiva to Bpdidv), omote avtd givar duvatd. H Bosovtivipmn mopovsialet eEaptdpevn omd
to pH vdarodiaivtotnra in vitro. Katd ) cuyyopfiynon ana ond otopatog 60ong focovtvipmng
(400 mg) pe moALamAEG ammd TOV GTONHOTOC 800EIS Aaveorpaloing (60 mg) oe pio peAé 24 vyidv
atopmv vrd ovvinkeg vnotelag, 1 Crax Kot 1 AUC g focovtivipmng peiddnkov og 54% ko 74%,
avtioTotya, 6€ GYE0T UE TIC TIHEG TTOV TTapaTnPNOnKay 6tav yopnyndnke n focovtivipmn (400 mg)
povo.

Emdpdoeig g fosovtvipumng g dAla @opuokevtikd tpoiova

e wo pedét pe 27 vy atopo oto, omoio cuyyopnynnkay pio arag 66om 500 mg focovtivinmng pe
pio draé d6om 150 mg dabigatran etexilate mesylate (éva vréotpopa e P-yAvkonpwteivng [P-gp])
1o cuvinkes oitiong, N focovtvipmn dev avEnce ™ Cmax 1 TV AUC G dafryatpdvng 610 mAacua,
o€ GUYKpPLoN UE TN Yopnynon tov dabigatran etexilate mesylate uovo. To amoteAécpota TG LEAETNG
VTOSEIKVOOVY OTL ] fOGOVTIVIUTN dEV TAPOVGIALEL KAVIKG ONUUVTIKEG AVOCTOATIKESG EMOPAGELC TNG

P-gp.

Mio. in vitro pelét vnodetkviel 0Tt ival amifovo v TapovcLUGTOVY QUPUAKEVTIKES OAANAETIOPAGELS
o€ OepamevTiKég 0OCEIG MG OMOTELEGLO EXOYMYNG TOV HETOPOMGHOD TV PapUAK®V TOV gival
vrootpopate v CYP1A2, CYP2B6, CYP2C9, CYP2C19 ka1 CYP3A4 and ™ Pocovtwvipm.

In vitro peléteg delyvouv 0TL givor amibovo Vo TapoVGLUGTOVY KAVIKES POPUUKEVTIKEG
OAANAETIOPAGCELG OE BEPUTEVTIKEG OOGELG (OC UMOTEAEGULA OVOIGTOANG TOL LETAROAMGHOD TMV
QopudKov Tov givor vrootpapota twv CYPIA2, CYP2A6, CYP2C8, CYP2C9, CYP2C19, CYP2D6

N1 CYP3A4/5 a6 tn focovtivipm.

In vitro peléteg detyvouv 0TL 1 POCOVTIVIUTT £xEL YUUNAT SVVATOTNTO AVAGTOANG TNG TPWOTEIVIG
avtioTaong Tov Kapkivov tov pootov (breast cancer resistance protein - BCRP, cuotnpatikd), to
TOAVTENTIO0 peTapopdcg opyavikav avioviav (OATP)1B1, OATPIB3, tov petapopén opyavikov
avidvtov (OAT)1, OAT3, tov petagopéa opyavikdv katidvtov (OCT)2 og KMVIKG oNUOVTIKEG
OULYKEVTPMGELS, aAAG umopel va £xel T duvatdtnta avactorng s BCRP ot yaotpeviepiki 0806 kot
tov OCT]I.

AvuoppobBuixe popuoxsvtixg mpoiovio kal aAlec ovolec Tov umopel vo. mopazeivovy to dieathiuo. OT
H Bocovtwvipnn wpémnel va ypnoyLonoteitar pe Tpocoyn oe acbeveic mov Exovv 1 umopei va,
TOPOVGIACOVY TapdTact Tov dtactiuatog QT, courepiiapfovouévav Tmv acdevay ekeivaov mov
Aappdvouv avTioppuOUIKE QOPHOKEVTIKA TPOIOVTA OTMS TNV AU0dapovY, TNV S1GOTLPAUISN, TNV
TPOKAIVOLLIO, TNV KIvidivn Kot TN GOTAAOAN 1| GALG QUPHOKEVTIKA TPOTOVTO TOL EVOEXETAL VAL
TPOKAAEGOLV TTapdtacn Tov dtuotiuatog QT dmwe ) yYAmpokivn, Ty aloavpivr, v
KAaptBpopvkivn, T SoumePdOVN, TNV AAOTEPIOOAT, T LeBadOVN Kot TNV po&ipAosacivn (PA.
napdypoeo 4.4).

4.6 T'ovipétnTa, KOO KO Yolovyia

Iuvaikeg oe ovamapaymywn nAkio/AviicAinyn

INuvaikeg og avamopaymywkn nikia 0o Tpénet va cupfoviedovial va ¥pNGILOTOIOVY OTOTEAEGUATIKT
aVTIGVAAN YT KaTd TN d1dpKeta TG Bepomeiog pe focovTivipmn kot yio TovAaytotov 1 uiva petd tnv
TehevTaio 600 Kol Vo AToPeHYOLV Vo LEIVOUV £YKVEG EVOSm Aapfdvouy focovtviumn. EmimAéov, Oa
npénel N acbevig va cupPfovievetal 0Tt 0 EUETOC T} 1) SLAPPOLN UTOPEL VO LELDCOVY TNV
OTTOTELECULOATIKOTITO TOV OO TOL GTOUATOG OVTICLAANTTIKGV, EUT0dILoVTaG TNV TANPT AmoppOPNoT).
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Kvnon

Eivar mepropiopéva to kKAvikd edopéva GYETIKA Le T Yp1on TG POCOVTIVIUTNG 68 £YKLES YUVAIKEG.
Meréteg oe {oa katédeiav avamapoaywykn to&ikotnto (BA. mapdypago 5.3). H Bocovtviunn dev
TPETEL VO, YPTCLULOTOIEITOL KATA TN S1EPKELD TNG EYKLHOGHVNG KAOMDG Kol 6€ Yuvaikeg Tng
AVOTOPOYWYIKNG NAKING Xpig TNV xpNon avIicVAANYNG. Av 1 focovtvipmn ypnoiporombel kotd ™
dldpKeln TNG eyKvpoouvng M pia acbevig Kotaotel £ykvog evad Aapfdvel focovtivipmn, Tpénet va
evnuepmOel GYeTIKA e TO dSuVNTIKO Kivouvo Yia To EUPpuo.

OnAaopodg
Agv gival yvooto €dv 1 POcovTIVIUAN Kot 01 LETOPOMTEG TG AMEKKPIVOVTOL 6TO avOpdTivo ydAa. Mia

neAétn g padtoonpacuévne pe [*C] Bosovtiviunng oe emipveg £8e1&e ékkpion padievépyetag
TPoEPYOUEVNG amO Tr) POCOVTVIUTT 6TO UNTPKO YOAa (BA. Tapdypapo 5.3). Aev pumopei va
ATOKAELGTEL 0 SLVNTIKOC Kivouvog Yo ta Ondalovta Ppéepn. O Onhacuog Tpémet vo S1UKOTTETOL KOTA,
) d1dpkela g Oepameiog pe fosovtivipmn.

Tovomo
Bdaoel un kKAwvikodv supnudtov, n focovtvipan £xel T dSuvatdTNTa Vo EXNPEAGEL TNV AVOTAPOYOYIKN

Aertovpyia kai tn yovipdtta 6tovg avlpdmovg (BA. mapdypago 5.3). Xe dvopeg mov Aapupdvovy
Oepaneio pe focovTvipmn cuvictdTol va ovalnTovy GUUPOVAT GYETIKA e TN JATHPNOT TOV
oméppatog Tpv v Evapén g Oepameiog e&attiog g TOovOTNTOG LEIMUEVIC YOVILOTNTOC AOY® TG
Oepomeiog pe focovtivipm.

4.7 Emdpacels oty IKAvOTNTA 001Y161)G KOL YEIPLGHOV PN UVIILETOV

H Bocovtwvipmn dev éxet kopio 1 £xEL aoNUOVTIN EXIOPACT) GTNV IKAVOTITA 0d1YNONG KOl YEPICHOD
punyovnudtev. Qotoco, edv Kanotog acbevig mov Aapupdvel Bocovtvipmn epeavicet {aAn, Kénwon,
daTopayéc e 0paong 1 GAAEG AVETIOOUNTEG EVEPYEIEG LE EVOEYOUEVO AVTIKTUTTO GTNV IKOVOTNTO
AoPOAODC 001 YNGNC KO YELPICUOD LUNYAVILATOV, TPETEL VO, OTEYEL OO OVTEG TIG OPAGTNPLOTNTES Yid
0G0 J14oTNO ETPEVOVY OL AVETIOOUNTEG EVEPYELEG.

4.8 AvemOopnteg evépyereg

Hepiinyn 1oV TPoeik acedieiag

Yvvoika 1.372 acbeveig pe Aevyopio Elopav tovAdyiotov 1 66om povobepaneiog pe focovtvium.
H dudpeon ddpketa Bepamneiog nTov 26,30 piveg (evpog: 0,03 £mg 170,49 punqveg). Ot acBeveic avtol
Nrav gite veodiayvmaBévteg pe XMA ypdviag paong eite ovOeKTIKOL 1] U1 OVEKTIKOL G€ TTpoTnyovEV
Oepameio yio XMA ypoviog, enttayvvouevng, 1 PAactikng edong ite pe Ph+ o&eio Aeppofractiky
Aevyoupio (OAA). Amd tovg acbeveic avtovg, 268 (apyikn 66om 400 mg) kot 248 (apykn 66om

500 mg) mpoépyovror amod 2 perétec Ddong 3 oe acbeveig pe XMA mov dev elyav TPoNyoLUEVOG
vroPAn0el o Oepameia, 60 (apywkn 06on 400 mg) Tpoépyovtar omd pio perétn @dong 2 o acbeveic
ue XMA mov dev lyav mpornyovuévac vtoPAandei o Oepamneia, 570 kot 63 (Pdaon 2: apykn d6om 500
mg) gtvor amd Tig 2 peréteg @dong 1/2 o mpobepanevpéveg Ph+ Aevyonpieg kon 163 (apykn d6om 500
mg) mpoépyovrotl amod pio pekétn @aong 4 oe acbeveig pe XMA mov giyav mponyovpuévmg vtoPAan et
o€ Oepamneia. H didueon didpkela tng Oepameiog frav 55,1 punveg (evpog: 0,2 £wc 60,05 unqvec),

61,6 unveg (0,03 €wg 145,86 unveg), 15,3 pives (evpog: 0,3 éwc 21,8 punveg), 11,1 pniveg (evpog, 0,03
é¢wg 170,49 pnveg), 30,2 unveg (evpog: 0,2 €mg85,6 unvec) ko 37,80 pnveg (gvpog, 0,16 £mg

50,0 unveg), avtiotorya. Ot avoAdoelg ao@AAELG cuUTePEAUPaY dedopéva amd pa oAoKANpobeica
UEAETT| EMEKTAOTG.

TovAdyiotov 1 avemiBdoun evépyeia omotovdnmote Pabuod to&ikdtnTog avapipbnke 6Toug

1.349 (98,3%) acBeveic. O1 o cvyvég avemBOunTeg evépyeleg Tov avapépOnkay yia > 20% tov
acOevav tav dappota (80,4%), vovtia (41,5%), kothaxod aiyoc (35,6%), Opouponevia (34,4%),
éuetoc (33,7%), e€avOnua (32,8%), avénuévn ALT (28%), avouia (27,2%), mopeéia (23,4%),
avénuévn AST (22,5%), , kémwon (32,0%) kot keparaAyia (20,3%). Tovidyiotov 1 avemBoun
evépyeto BaBuov 3 1 Babuov 4 avoaeépnke otoug 943 (68,7%) acbeveic. Ot avembounteg evépyeieg
BaBpov 3 1 Babpot 4 mov avaeépbniay yio > 5% tov acbevav nrov OpopPonevia (19,7%),
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avénuévn ALT (14,6%), ovdeteponevia (10,6%), dippora (10,6%), avarpia (10,3%), ovénuévn
Mmdon (10,1%), avEnuévn AST (6,7%) kor eEavOnua (5,0%).

Katdioyog avemfountev evepyeldv Gg LOpOT| TIVOKOL

Ot axoAovBeg avemBOunTes evépyeleg avapépOnkav oe aobevelg oV CUHUETE OV GE KAVIKEG HEAETEG
¢ Bocovtvipmng (Ilivaxag 2). Avtéc amotelobv pia ektipnon Tov dedopévev yio TIG avemBounTeg
evépyeleg amo 1.372 aocleveic gite pe veodayvaoobeica XMA ypoviag pdone | pe XMA ypdviog,
emTayLVOpEVN G N PAACTIKNG Pdong avBeKTiKol 1] U aveKTiKol og Tponyovuevn Bepaneia eite e
Ph+ OAA ot onoiot éhaPav tovAdyiotov 1 66om povobepamneiog pe Bocovtvipmn. Avtég ot
avemBounteg evépyelec mapovotdlovTal ave Katnyopio opyavikod GUGTHUATOS Kot cuyvotnto. Ot
Katnyopieg cuyvotntag opilovrar mg e&ng: mohd cuyvég (= 1/10), ocuyvég (= 1/100 éwg < 1/10), oy
ouyvég (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 éwg < 1/1.000), moAd omdvieg (< 1/10.000), un
YVootég (6ev umopoiv va, ektiunfovv pe Baon to dwabécyo dedopéva). Evtog kdbe katnyopiog
GLYVOTNTOC EUPAVIOTC, Ol avemIOOUNTEG EVEPYELEG TTapatifevTal katd @Oivovsa celpd cofapdmrag.

Mivaxag 2 Avem@ounteg evépyeieg Yo, T focovtivipmy

AOPAEELS KOL TAPUGITACELS

[ToAd cuyvéc Aolpumén Tov avamveusTikob GuoTHATog (Guureptrapufavouévne Aoiuméng Tov
KOTATEPOV AVOTVEVGTIKOD GUGTHLATOC, 10YEVOVE AOTUMENG TOV AVOTVEVGTIKOD
GULOTILOTOC, AOTLMOENG TOV AVAOTEPOL AVATVEVGTIKOD GLUGTNOTOG, 10YEVOVG
AOTU®ENG TOL AVATEPOL AVOTVELGTIKOD GLGTHLOTOC), PIVOPAPVYYITION

2uyvE [Tvevpovia (cvpmepriapfovopéving e ATuING TVELHOVIOG, TG POKTNPLOKNAG
TVELLLOVIOG, TNG LUKNTIOGIKNG TVELHOVIOG, TNG VEKPMOTIKNG TVELHOVIOG, TNG
OTPENTOKOKKIKNG TVELUOVING), YPIman (cupmepthapuavouévng g ypinang
HIN1), Bpoyyitida

Neomhaopata karo0n, kako0n ko pn kabopiopéva (Tepriapfavovtor KUGTELS KOL
TOATTOOES)

Oyt cvyvég | Zovdpopo Abong 6ykov™
AWTOpayES TOV CLUOTOUTIKOV KOl TOV AEPOLKOV GVGTINOTOS
[ToAd cuyvéc OpopPomevia (cupmEPLAUPAVOUEVOL TOV HEIWUEVOL 0P1OUOD AUOTETOAI®Y),

0VJETEPOTEVID (GUUTEPTAAUPAVOLEVOD TOL LELOUEVOL OPLOLLOD OVOETEPOPIAMV),
avorpio (cvUTEPIAAUPAVOUEVTG TNG LELMUEVIG ALLOGOAPTVIG, TOV HELOUEVOD
appod epuhupdv arpocealpimv)

Suyvég Agvkomnevia (GLUTEPIAAUBUVOUEVOD TOV UEIOUEVOD aplBol AEVKOKVTTAP®YV)
Oy ovyvég Eumdpetn ovdetepomevia, KOKKIOKVTTOPOTEVIN

AlTapay£S TOL EVOGOTOMN|TIKOV CUGTILATOG

Yuyvég Yrepevaicncio 610 @dpuaKo

Oy cuyvég AvoeoiokTtikn KotomAinéio

Awrapoyéc Tov petafoiropov ko tne Opéyne

[ToAd Guyvéc Mewopévn 6peén

Suyvég Apuddtmon, vrepkoaipio (cupmeptiapupavouévov avénpuévov KaAiov aipatog),
VTOQMGPATOLUIN (CUUTEPIAUUPOVOLEVOD UELOUEVOD POGPOPOL OHUATOS)

AwTapay£s TOL VELPIKOY GLGTNOTOS

[ToAd cuyvéc 26\, kepaialyio

Yuyvég Avcyevcia

Awtopayés Tov MTOS Kol Tov Aafuvpivlov

Yuyvég | EpPoég

Kapowukéc dowutapayég

Suyvég [Mepkapdiokn cvAloyn

Oy cuyvég [Mepkapdition

Ayyswokéc dwatapayég

2uyvEG Ynéptoon (copmepthaptfovopévng g auénuévng aptnplokng TECNS, TNG
QVENUEVIC GUGTOAIKNG OPTNPLOKNIG TTiEONC, TNG W10Ta00G VITEPTACNS, TNG
VIEPTOAGIKNG Kpiomng)
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Awtopayés Tov

UVOTVEVGTIKOU GUGTI|LOTOS, TOV OPUKE KOl TOV HEGO0@PAKLOV

IToAd Guyvéc Y nelwkotikn cLAAOYY, dDoTvola, Pryac

2uyvE [Mvevpovikn véptaot (CUUTEPILUUPAVOUEVIG TVEVIOVIKNG OPTNPLOKNG
VIEPTAOTG, AVENUEVTG TVEVHOVIKNG CPTNPLOKNG THECTG), OVATVEVLGTIKY
OVETAPKELDL

Oy cuyvég 0&H Tvevpovikd oidnuo (GUUTEPTAOUPBOVOUEVOL TTVEVIOVIKOD O101ILOTOC)

Mn yvooTtég Aldueon Tvevpovorddeia

AwTapay£S TOL YOSTPEVTEPIKOD

[ToAd cuyvéc Audppota, EUETOG, VaVTiO, KOWAKO AAYOG (CUUTEPIAAUPOVOUEVIG KOTAOKNG
duePopiag, AAYOLS KAT® KOIALOKNAG XDPAC, GAY0S Gvm KOIALOKNAG XDPIC,
KOLMOKNG evaictneiog, yaoTpevieptkon GAyouq)

Yoyveéc Ayoppayio, TOV YOGTPEVTIEPIKOD COANVA (GLUTEPTLOUPBAVOUEVIC TNG

opoppayiag Tov TPWOKTOV, TNG YAoTPOPPAYIOS, TNG ALLOPPOAYING TOV EVIEPOV, TNG
OLLOPPAYIOG TOV KOTMTEPOL YUOTPEVIEPIKOD COANVA, TNG QUOPPAYIOS TOV
opBoY, NG cLopPAYING TOV AVAOTEPOL YUGTPEVIEPIKOD COANVE), TOYKPEATITION
(ovumeptiapfovouévng e ofeiog TayKpeaTiTIdNs), YOoTpiTdn,

Awtapayé Tov

NTOTOS KUL TOV YOANPOP®V

2uyvEG

Hratoto&ikdtnra (cupmeptrapfavouévng g nratitidog, e ToSKNg
NRATITIO0G, TNG NAATIKNG S10TapayNS), LI PLGLOAOYIKT| TATIKY AElTovpyia
(ovumepriapfovopuévav Tmv auénuévoy nratikov eviOpmy, Tov un
(PVGIOMOYIKMY SOKILOGIDV NTOTIKAG AEITovpYiag, TG avénuévng SoKIUaGiog
NTATIKNG AELTOVPYIOG Kol TOV GVENUEVOV TPAVGOUIVACHV)

Oy ovyvég

Hratum PAGPn (cvumeptiappavopévng tng QopUOKOETOYOUEVNG NTOTIKNAG
BAGPNG Ko Tng nratokvtTopikng PAASNG)

Awtapayés Tov

O£PILOTOS KAL TOV VTOOOPLOV 16TOV

[ToAd cuyvéc E&avOnpa (cvumepiiapfovouévon tov knAdmoovg eEavOnuatog, Tov
KknAoPAaTIdOdd0VE e€avOnuatoc, Tov Pratidmoovg e&ovOnuaTog, Tov
KVNOU®mOovg eEavONUaTOS), KYNGUOG

Yuyvég Avrtidpaon and potogvachnocio (cuUTEPIAAUPAVOUEVOD TOV TOADLOPPOV
eCavOnuotog ex pmtog) Kvidmon, axun

Oy cuyvég [ToAvpopeo epvinua, amoPoAd®TIKO VO, QupPLOKEVTIKO eEavOn U,

Mn yvootég ZHvdpopo Stevens-Johnson™, toEikn emdeppixt| vexpdivon™

AlTapay£S TOV HVOGKEAETIKOD GUGTI|HOTOS KUl TOU GUVOETIKOD 16TOV

[ToAd Guyvéc ApBparyia, ocpuadyia

Suyvég Mvuahiyia

AWTOPUYES TOV VEQPAV KAl TOV 0VPOPOP@V 00DV

2uyvE

O&eia veppikn BAAPT, VEQPIKN OVETAPKELD, VEPPIKT SLVGAEITOLPYIN

Ievikég dwatapo;

£C KO KATOOTAGELS TNG 0000 Yopiynong

[ToAd cuyvéc

Oidonua (cupmephapuPavoprévon Tov OWNUOTOC TOV PAEQAP®OVY, TOV OONIATOG
TOV TIPOGMTTOV, TOV YEVIKEVUEVOD OLONUATOS, TOV EVTIOTIGUEVOL OLONUATOC, TOV
TEPLPEPIKOV OONUATOG, TOV TEPIKOYYIKOD O1OMLOTOG, TNG TEPIKOYYIKNG
SOYKM®ONG, TNG TEPLPEPIKNG HOYKWOOTG, TG OLOYKWOOTG, TNG SLOYKWOGOTG TOV
BAepdapov), mupesia, kOmwon (cupmephapPavopévng g eEacbéviong, Tov
a1c0npaTog KaKovyiog)

Yuyvég

Owpakikd dAyoc (cuumeptlopufavouévne Ompakikng svepopiag), GAyog

Hapaxhvikég eEeTdosig

[ToAd cuyvéc

Avénuévn Mmdon (copmephapavopévng tng LIEPAMTAGOLING), ovEnuévn
OULVOTPAVOEPACT) TNG AAUVIVIG (CUUTEPIAOUPOVOUEVIC TNG U] PUGLOAOYIKNG
QULVOTPAVOPEPAOTG TNG AAAVIVIG), LENUEV ACTIOPTIKT CUIVOTPAVEPEPECT,
ovénuévn Kpeatvivn aipatog
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Suyvég Hopatetapévo didomuo QT oto nhekTpokapdtoypienua
(ovumepriapfovopévon tov cuvdpduov pakpod QT), avénuévn apvidon
(cvumeprAapfoavoprévng TG VIEPUULANGOIUING), vENUEVN
KPEATIVOPOGPOKIVAGT] OLOTOG, QVENLEVT] YAUUO-YAOVTAUVAOTPAVGPEPAOT),
avénpévn xorepubpivn aiporog (cvumeptiappavopuévng tng
vepyoiepvOpivarpiog, T avénpévng ovlevypévng xoiepvbpivng, g
ovénpévng pn cvlevypévng xorepubpivng)

* AvemOounTn evEpYELR TOV AVOYVOPIGTNKE PETE TV KUKAOQOPio, TNV ayopd.

[eprypan emieypévov avemBounTwy EVEPYELOV

O meprypapég mov meptiapfdvovtor mapaxdto Pacifovral otov TAnduopod tov 1.372 acbevadv tov
avaAbOnKe yio TNV ac@aielo ot omoiot Erafav tovAdyiotov 1 8don g PocovTviumng ko giyav gite
veodayvooleica XMA o€ ypovia o eite rov avOekTikol 1| un avekTikol o€ TPoTyoOUEYT
Oepaneio pe XMA og ypovia, emtayvvopevn i fractikn edon i ue Ph+ OAA.

M0TOPOYES TOV AIUOTIOINTIKOD KL TOV ASUPIKOD GVOTHUATOS

Amo toug 372 (27,1%) acbeveig pe avagopég avemBOunNT®V evepyelmv avaipiog, 6 acheveig diékoyav
™ Mym g PocovTvipmng Adym avorpiog. Méyiotn to&ikdtra Babpov 1 spepavictnke oe

95 (25,5%) aoBeveig, Babpov 2 o 135 (36,3%) acbeveig, Babpov 3 og 113 acbeveic (30,4%), ko
BaBpov 4 o¢ 29 (7,8%) acbeveig. Meta&d avtdv Tov acdevav, o d1dpuecog xpovos £mg To TPATO
ocvpupapa NTav 29 nuépeg (evpog: 1 g 3.999 nuépec) kot 1 didpeon dudpkela avd copPfopa NTov

22 nuépeg (evpog: 1 émg 3.682 nuépec).

Amo toug 209 (15,2%) acbBeveig pe avapopég avembBounTmv evepyeldv ovdeteponeviag, 19 acheveig
dtékoyav tn AMym g Pocovtvipmng Adym ovdetepomeviag. Méyiomn to&ucotnto Babpov 1
euopaviotnke og 19 acbeveic (9,1%), Babuov 2 oe45 (21,5%) acbeveic, Babuov 3 oe

95 (45,5%) acBeveig kot Babuov 4 og 50 (23,9%) acbeveig. Meta&d avtdv tov acBevav, o S16uecog
YPOVOG £mG TO TPMTO cVpPapa NTav 56 nuépes (e0pog 1 €wg 1.769 nuépeg) Kot 1) S1dpeoT d1dpKeLd
avd copPopa Tav 15 nuépeg (ebpoc: 1 €wg 913 nuépeg).

A76 t0Vg 472 (34,4%) acbeveig pe avapopéc avembountov evepyelmv Opopuporeviag, 42 acbeveic
dtékoyav 1 focovtvipnn Adym Bpopporeviag. Méyiotn to&ikotta Babuot 1 eppaviotnke oe
114 (24,2%) acbeveic, Babpov 2 oe 88 (18,6%) acBeveic, BaBpod 3 oe 172 (36,4%) acbeveic ko
Babpov 4 o 98 (20,8%) acbeveic. Meta&d avtdv tov acbevmv, o SIGUEGOC ¥pOVOS MG TO TPMTO
cvpupapa NTav 28 nuépes (evpog: 1 €wmg 1.688 nuépec) kot 1 didpeon dudpkela avd copfopa RTov
15 nuépec (ebpog: 1 €wg 3.921 nuépeg).

M0TOPOYES TOV NTOTOS KOL TWV YOANPOPLV

Meta&d Tov acbevav pe avagopég avemBountov evepyeldv avénoewy eite g ALT eite g AST
(6Ahov TV Babumv), o drdpecog ypovog Evapéng mov mapotnphnke NTav 29 nuépec pe €0pog amd TNV
évapén, 1 €wg 3.995 nuépec yro. ALT o AST. H didpeon didpketa evog coppdpotoc ntov 17 nuépeg
(evpog: 1 €wg 1.148 nuépeg) ko 15 nuépeg (evpog: 1 g 803 nuépec) Yoo ALT wor AST, avtictoya.

[Mopovciaomray 600 TEPITTOCELS EXAYOUEVNC 0TO TO PapUOKO NIATIKNAG PAAPNS (M omoio opileTon
¢ tavtoypoveg avénoeig tov ALT 1 AST > 3 x ULN ue ohikn yorepuOpivn > 2 x ULN kot aAKoAK
pwopatdorn <2 x ULN ywpic evarlaktikéc outieg, og 2/1.711 (0,1%) dropa mov ElaPav Bepancia pe
Booovtwvipmn.

Eravevepyoroinon nrotitidos B

Eravevepyomoinomn g nrotitidag B éxet avapepbel oe cuvovaouod pe BCR-ABL TKIs. Opiopéva
TEPLOTATIKA Elyov ¢ amotéleopa ofeio NTaTKN averdpKelo 1 KEPALVOPOAO NTATITION 0dNYDOVTIS GE
petapooyevon Nratog N Bavatneopo Ekfacmn (PA. mapdypapo 4.4).

A10T0poyéG TOV YaTTPEVTEPIKOD

Amd tovg 1.103 (80,4%) aoBeveic otovg omoiovg mapovcidotnke didppota, 14 acbeveic diékoyav
AMym ™g PocovTVIpING AOY® TOV GUYKEKPLUEVOL GUHUPANATOC. ZuYXOPNYOVUEVO POPUOKEVTIKE
npoidvta 660nKav Yo tn Bepaneia g didppotag og 756 (68,5%) acbeveic. Méyiom ToucotnTo
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BaBpov 1 mapovcidotnke oe 575 (52,1%) acbeveic, Babuov 2 og 383 (34,7%) acbeveic, Babpob 3 oe
144 (13,1%) acBeveic, evo évag acBevig (0,1%) mapovciace éva coppapa Babupod 4. Metald tov
acOevav pe dtdppota, 0 ddpesog ¥pPoOvoc £m¢ To TPOTO cOUPapa nTav 2 nuépeg (evpoc: 1 €wg 2.702
NUéPEC) Ko 1 drapeon dtdpkela 0olovdnmote Paduov ddppotag nrav 2 nuépeg (€vpoc: 1 €mg

4.247 nuépeg).

Meta&p tov 1.103 acbevav mov gpedvicay didppoa, 218 acbeveig (19,8%) aviyetoniomrkay pe
drakomn g Bepameiog kot og 208 (95,4%) and avtovg emavayopnyndnke n focovtvipnn. And
OVTOVG GTOVG 0TO10VG EYve emavayopnyNon, ot 201 (96,6%) dev eppdvicay Eva PetayevécTEPO
ocOuPapa 1 0ev dtEkoyay T AYN TS POGOVTIVIUANG AOY® EUPAVIOT|G LETAYEVEGTEPOV GUUPAILOTOC
Sppotog.

Kapoioxeg drotapayés

Entd acBeveic (0,5%) mopovsiocav mapdtacn tov dwwotipatog QTCF (neyoivtepn amod

500 ms). Evteka (0,8%) acBeveig mopovsiocay avénon tov QTcF > 60 ms and v apykn tipn. Ot
acOeveic pe un ereyyOUEVN 1 CNUAVTIKT KOPIYYELWNKT VOGO GUUTEPIAAUPOVOUEVNG TNG TOPATOOTG
Tov dtactnuatog QTc, katd v évapén, dev cupmeptAnednkay oe KAvikéG peréteg (PAéme
napaypaeovg 5.1 kot 5.3).

Avapopd TovoroyoLUEVEOV ovETBOUNTOV EVEPYELDY

H avagopd mibavoroyoduevmv avemtdOuntov evepyetmv LETH amd TN yopnynon adelog kukiopopiag
TOV POPUAKELTIKOD TPOIOVTOG etvan onpavtiky. Emitpénet tn cuveyn mapokoiovOnon g oyéong
0PEALOVC-KIVOVVOD TOV PAPUOKEVTIKOD TPOIOVTOC. ZNTeital 0md Toug EmayyeAUATIES VYELNG VO
AVOPEPOVY OTTOLEGONTOTE TOOVOAOYODUEVEC OVETLOVUNTEG EVEPYEIEG LEGD TOV EOVIKOD GLGTHILOTOG
avagopdg mov avaypdeetal oto [Hapdptua V.

4.9 Ynaepoocoroyia

2116 KMVIKEG PHEAETEG, 1 EUTELpia Yio TNV VITEPOOCOAOYIN e BOCOVTIVIUTN TEPLOPIOTNKE OF
pepovouévee mepimtooelg. Ot aocbeveic mov Aapfdavovy vrepdocoroyia pe focovtivipmn tpénet va
mopokolovdovvtal kot va AauBavouy KatdAANAn vrostnpiktikn Oepomeia.

5. OAPMAKOAOI'IKEX IAIOTHTEX
51 ®@appokodvvopIKEg OLOTTES

DdoppokobepamenTikn Katnyopio: AVIIVEOTAUGUATIKOL TAPAYOVTEG, AVOGTOAEIC TPOTEIVIKNG KIVAOTG,
koo ATC: LOIEAO4.

Mnyovicouog dpdong

H Bocovtwvipmn aviKel 6T QopUaKOAOYIKH KATNYOPIo POPUIKEVTIKMV TPOIOVI®MVY OV Eival YVOoTd
®¢ avaoTolelg Kvaong. H Bocovtivipmn avacstédiel v un puctoroykn| kivaon BCR-ABL mov
emdyel T XMA. Meléteg LovTelomoinomg KOTOdEKVOOUY OTL 1| BOGOVTIVIUMT SEGUEVEL TNV TEPLOYT
g kwvaong tov BCR-ABL. H Bocovtvipnn ivat eniong avaoToréos TOV KIVOGHV TNG OIKOYEVELNG
Src, copmeptrapfavouévev tov Sre, Lyn kot Hek: 1 focovtvipnn avaoctéAlel eddyiota Tov
VTOS0YEN TOL ALENTIKOD TOPAYOVTO TOV TPOEPYETUL ad Ta aponetdia (platelet-derived growth
factor, PDGF) kot tov vrodoyéa c-Kit.

Xe in vitro peAETEG, N POCOVTIVIUTN OVAGTEALEL TOV TOAAOTTAQGLOOUO Kot TV emPinon kabopiopuévav
KUTTOPIKAV oelpdv XMA, KuTTtaptkdv celpdv Ph+ OAA Kol Tp@TOyEVOY TPOTOYOVOV KLTTAP®V 0Id
acBeveic pe XMA. H Bocovtvipumn avéoteihe 16 and 11g 18 avOekTikéc 6TV HaTvinmn Lopeég NG
BCR-ABL mov exppdlovtorl oe poghogdeic kuttapikég oeipéc pooc. H Bepaneia pe focovtvipmn
ueimoe 1o péyebog tv dykwv g XMA mov oynuatilovtal € abuutkode Hoeg Kot avEGTEILE TNV
AVATTUEN LVEAOYEVAY OYKMV DOV TTOL EKQPALOVV aVOEKTIKEG GTNV IATIVIUAN LOPPEG TNG
BCR-ABL. H Bocovtwvipnn avactédel emiong Toug vtodoyeic pe 6paor TuposIvikng Kivdong c-Fms,
Tovg vrodoyeic EphA kau B, T1g kivdoeg tng owkoyévetog Trk, Tig Kivdoeg g owoyévelag AxI, Tig
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Kivaoeg g owkoyévelag Tec, opiopéva péln g otkoyévelag ErbB, tov vmodoyéa ympic dpdon
TVPOCIVIKNG Kivdiong Csk, Tig kivdoeg oepivng/Opeovivng g otkoyévelag Ste20 kot 2 eEaptmdpeveg amd
TNV KAAUOOOVAIVY] TPMTEIVIKEG KIVOGES.

Dapuaxoduvotkés emOPAcELS

H enidpaon g yopnynong 500 mg Bocsovtivipnng oto dopbwpévo ddotnpa QTc a&orloyndnke oe
pio toyatomomuévn, ama 66omg, SITAG TVEAT (6G0V aPOPA T POCOVTIVIUAT]), SLUGTAVPOVUEVT,
EAEYYOLEVT LE EIKOVIKO PAPLOKO KOl LUE LOEIPAOEACTVT 0VOIKTOD TOTTOL PEAETT) GE VY] GTOLO.

Ta, dedopéva amd aTHV TNV HEAETN VTOJEIKVOOLV OTL 1] BocOVTVIUAT dEV TOPATEIVEL TO SLAGTNUY
QTc og vy dtopa ot 6601 TV S00 Mg NUePNGI®S He POYNTO Kol VIO GLVONKEC TOV 0dNYOVV GE
VTOOEPUTEVTIKEG GUYKEVIPAOGELS 6TO TAACHO. MeTd tn yopnynon droé and otopatog d6ong 500 mg
Booovtwviumng (Bepanevtikn 660m) kot 500 mg Bocovtvipang o cuvovacud ue 400 mg
ketokovaloAng (Le okomd TV emitenén VIOHEPATEVTIKMDY GUYKEVIPOCEMY POGOVTIVIUANG) GE LY
GTONO, TO AVATEPO OPLO TOV LOVOTAELPOV SlaoTHTOG EUmioTocVvNg (CI) 95% yopm amd ™ péon
petapoin tov QTc frav Aydtepo amd 10 ms o OAa Ta Ypovikd onueio LETA T XopNynon g 06ong,
EVD Oev TTapaTNPNONKAY avETIOOUNTEG EVEPYELEG EVOEIKTIKEG Y10, TOPATAGT) TOV dtacthpatog QTc.

e pio peAETN o€ dToua [E NIaTiK dSucAettovpyia, mapoatnpnnKe avEavopevn cuyvoTNTO TOPATACTS
Tov dtaotpatog QTe > 450 ms pe EknTmon TS NTATIKNG AEIToLPYiag. TNV KAWVIKY HeEAET

ddong 1/2 o acbeveic mov giyav mponyovuévac Adpetl Oepameia yro. Ph+ Agvyoupieg mov Edafov
Oepaneio pe Bocovtvipnn 500 mg, mapatnpndnke avénomn tov daotipatog QTcF > 60 ms and v
apyn T og 9 (1, 6%) amod toug 570 acbeveis. Xty KAvikn pedét @dong 3 og acbeveig pe
veodayvoobeica XMA ag ypovia eacn mov Eafav Oepomeio pe Bocovtviunm 400 mg, dev vanpye
Kavévog acBevig oty opdda Beparneiog pe focovtivipmn (N=268) pe avénon tov dwwotiuatog QTcF
> 60 ms GUYKPITIKA [LE TNV apyIKT TIUN. TV KAvikr| perétn @dong 3 o acbeveic pe
veodayvoobeica Pht ypoviag pdong XMA mov élafoav Bepomeio e S00 mg Bocovtviumng,
mopopnonke avénon tov daotnuatog QTcF > 60 ms and v apykn tyun oe 2 (0,8%) and tovg
248 acbeveig mov ElaPav Bocovtvipmn. Ztnv KAwvikn pedétn @dong 4 oe aobeveic pe Pht+ XMA mov
elyav Tponyovuévag avtiuetoniotel pe 1 | teprocotepovg TKIs mwov éhapav Oepamneio pe
Booovtwviunn 500 mg (N=163), dev vinpéav acheveic pe avénon tov dactipatog QTcF > 60 ms and
TNV 0PN TIT. Agv pmopel vo, amokAEIOTEL TO TPOoappLOUIKO duvaKkd TG BosOVTIVIUTNG.

KMvikn omoteAeopatikdTnTo,

Klwvikn ueAétn oe un mpoBspomevuévy XMA ypovioc oaonc

Melérn Pooovtviunns 400 mg

[paypotomomOnKe (o ovoikTy, TOAVKEVTPIKN LEAET avmTepOdTnTog 2 okeAdv, Dacng 3, yia T
d1EPEHVNON TNG OMOTEAEGLOTIKOTNTOG Kol TNG alo@aietog Tmv 400 mg Posovtivipmng pia popd
nuepnoing, pepovopéva, cvykprtikd pe o 400 mg watwvipnng pio eopd nuepncing LoV EVa, G
eviAkeg acbeveic pe veodiayvmabeica Ph+ XMA og ypdvia edon. H Sokiun tuyaronoinoe

536 acBeveig (268 og kGO opdda Oepameiag) pe veodiayvmabeica Ph+ 13 Ph- XMA (mAnfvopog pe
npdbeomn yuo Bepomeio. - intent-to-treat [ITT]) counepirapPavouévov 487 acbevav ue Pht XMA mov
@épovv petdypopa b2a2 kavm b3a2 kot apykd apBuo aviypdemv BCR-ABL > 0 (tportomoipuévog
mAnbvoude pe mpdbeon yo Bepomeio- [mITT]).

To TpoTapyIKd KATOANKTIKO GNUELD OTOTEAEGHOTIKOTNTAG )TAV TO TOGOCTO oL Tapovsiale peilova
poplokn avtamdkpion (major molecular response - MMR) otovg 12 pnveg (48 efoopddeg) otnv opdda
Oepomeiog pe fOCOVTIVIUMN GLYKPLTIKE [LE TO OVTIGTOLYO TOGOGTO GTIV Opdda Oepameiog e
wotwipzan, otov mtAnbvoud mITT. Q¢ MMR opictnke o Adyog BCR-ABL/ABL < 0,1% Bdoet tng
d1efvoig KAipakag (mov avtiototyel oe AoyaptOkn peiwon > 3 amd TV TVTOTONUEVT] APYLIKT TIUR)
pe erdyoto apdpd 3.000 ABL petaypdomv mov a&loloyndnkav omd 1o KeVIpkd Epy0cTnLO.

210, KOPLOL OEVTEPEVLOVTO KOTAANKTIKE CTUEID GLYKATAAEYOVTAV 1) TAT|PNG KLUTTOPOYEVETIKN
avtomokplon (complete cytogenetic response - CCyR) éw¢ toug 12 punveg, n dudpkeia g CCyR, n
duapkela g MMR, 1 elebBepn cuppaviov emiPioon (event-free survival - EFS) ka1 1 cuvolikn
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emPioon (overall survival - OS). Qg CCyR péypt tov Mrjva 12, opiotnke n arovcio Ph+ petapdcenv
o€ aviivon Lovov xpopocoudtov > 20 uetapdoemy Tov TpoAday amd VAIKO avappopnong LuEAOD
TV 06TV 1 1e MMR, €dv dev tav dobéoiun enapkng KLTTapoyevetikn a&lohdynon. Ot Tiuéc-p i
T GAA KATOANKTIKG onpeio ektog e MMR otoug 12 ufveg kot g CCyR émg tovg 12 unveg dgv
£YOLV TPOCAPUOCTEL Y10t TOAALUTAEG GUYKPICELS.

Ta apyucd yapaxtmpiotikd tov TAnducpod mITT frav kald eilcoppornuéva PHETaED TV 2 OUddmY
Oepameiog 660V agopd TNV nAikia, (1 dtdpeon nAkio oy ta 52 £t yuo TV oudda TG BocovTvipmng
Kot ta 53 €t yioo v opddo TG atwvipmng, e 19,5% kar 17,4% tov acbevav va givorl 65 etdv kot
Gvo, avtictoyn), To VA0 (Yuvaikeg 42,3% kai 44,0%, avtictoya), tn evAn (Koavkdoia 78,0% kot
77,6%, Acatikn 12,2% kon 12,4%, Mavpn 1 Aepoapepucavikn 4,1% wot 4,1% kot AAAn 5,7% kot
5,4%, avtiotoyo kot 1 dyvootn oty opdda TnG WOTVIPmNG) Kot TNV KApoka emkivduvotntog Sokal
(xopnAog kivovvog 35,0% Kot 39,4%, evoidpecoc kivouvog 43,5% kot 38,2%, vymAdg kivovvog 21,5%
Ko 22,4%, avtiotoya).

Metd and60 pnveg mopakorovdnong etov mITT mAnbucud, 60,2% tev aclevaov mov Adupavoy
Oepaneio pe Bocovtvipmn (N=246) kot 59,8% twv acevov mov Adppovay Oepameio pe (HOTVIUTN
(N=239) g&axorovBovcav va Aappdvovy Bepameio TpmTNG YPOUUNS.

Metd and 60 univeg mapakorovtOnong otov mAnbvoud mITT, o1 dakonég AdY® TPoddoL NG vOcoL G
XMA erttoyvvouevne | BPAOGTIKNG @AcNC Yo Tovg acbeveic mov Adupavay Oepaneia pe focovtivipnn
nrav 0,8% cvykprtikd pe 1,7% yuo toug acbeveic mov AduPovay Oepameio pe wwotvipmn. E& (2,4%)
acBeveic mov AdpPavay Bepaneio pe focovtivipmn kot 7 (2,9%) acBeveic mov AdpPavay Oepaneio pe
wotwvipnn peténecay oe XMA emttayvuvopevng 1 PAacTKiG @dong. Atokomés Aoy® voPEATIOTNG
aVTOTOKPIONG 1 0moTLYiag TG Bepaneiog, Omwg a&loroyeitol amd Tov epevvnTi, cuvéPnoav 6to 5,3%
TV aclevav oty oudda Oepaneiog e focovtvipumn cvykprtikd pe o 15,5% tov aclevav otnv
ounado Bepomeiog pe wotwvipmm. Amndeka (4,9%) acbeveig oty opdda g focovtivipmng kot 14
(5,8%) aoBeveic oty opdda ™G WoTvipang anefiocoy Kot T Sipkeln TS LEAETNG. Aev
npoékvyay tpocbeteg petaforéc otov minbuoud ITT, vaqpéay 2 emmAiéov Bdvatol oTo oKELOG TNG
Booovtvipmng otov mAnfvopo ITT.

Ta dedopéva amotereouartikotntog twv MMR and CCyR cuvoyilovtotl otov [Mivaka 3.

ivakag 3 - Zovoyn tov MMR ctovg Mijveg 12 kat 18 kar CCyR éwg Tov Mnva 12, avé opada
Ogpanciog otov mITT wAnOvopd

Boocovtwvipnn Ipotwipmy Aodyoc mOavoTTOV
Avtomokpion (N=246) (N=241) (95% CI)*
Mzeilmv poproxi avrordékpion
MMR 1ov Mnva 12, n (%)
(95% CI) 116 (47,2) 89 (36,9) 1,55 (1,07, 2,23)
(40,9, 53,4) (30,8, 43,0)
Movémhevpn TN p 0,0100P
MMR tov Mnva 18, n (%) 140 (56.,9) 115 (47,7) 1,45 (1,02, 2,07)
(95% CI) (50,7, 63,1) (41,4, 54,0)
Movomievpn TN p 0,0208°
IMMpng KuTTOEPOYEVETIKI
OVTOTOKPLOD)
CCyR éwg tov Miva 12, n (%) 190 (77,2)" 160 (66,4) 1,74 (1,16, 2,61)
(95% CI) (72,0, 82,5) (60,4, 72,4)
Movémhevpn T p 0,00378

Enueiowon: Q¢ MMR opictnke o Aoyog BCR-ABL/ABL < 0,1% Bdoet tng d1eBvoig kiipakag (mov avtictotyet
o€ AoyaptOpikn peimwon > 3 amd TV TumoTomUEVT opytkn TYN) e eldyioto apBpd 3.000 ABL petaypdoov
oV a&LOA0YHONKAY 0O TO KEVIPIKO £pY0oTNPLo. Q¢ TANPNG KUTTOPOYEVETIKT AVTATOKPLOT OPIGTNKE 1) OTOLGIN
Ph+ petapdocewv og avéivon Lovav ypopocopdtov > 20 petapdcemv mov TpoRAday amd VAKS avappodenong
poedov TV ootdv N e MMR, gdv dev ftav d1eféciun ETapKNG KUTTOPOYEVETIKT 0EI0AOYNON.
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Yvvrunoeig: BCR-ABL=nepioyn ovaroiyiag onpeiov drakomig-Abelson, CI=61dotua eumiotocivig,

CMH=Cochran-Mantel-Haenszel, CCyR=nAnpn¢ kvttapoyevetikn oviomokpion, mITT=tpomomomuévog

mAnBvouds pe Tpoddeon yio Bepaneic, MMR=Mzeilmwv popilakr aviarokpion, N/n=opBuog acbeviov, Ph+=0gtikn|

v xpoudcsmpa DIAASEAPELNS.

¢ TIpocapOGHEVOG Y10, TN YE®YPAPIKY TEPLoyN] Kot TN Padporoyia Sokal katd v Tuyonomoino.

P Sratiotid onpavtik] cOykpion og npokadopiopévo erninedo onuavikdtnrag, pe fdon m dokipocio CMH,
CTPOUATOTOUHEVT avE YE®YPOQIKT Teployn Kot Pabporoyia Sokal katd v tvyoonoinom.

¥ Mg Bdon ) dokipocio CMH, otpopatomomuévn avd yewypoeikr teployn kot Paduporoyio Sokal katd v

Tuyoomoinom.

Tov Mfjva. 12, 10 mocooté MR* (mov opiletar wg < 0,01% BCR-ABL [mov avtictotyel oe AoyapOuky
peimon > 4 amd v TomomomuEVT apyIkn Tiun] pe erdyioto apbud 9.800 petaypaenudatov ABL)
NTav vYNAGTEPO oTNV opdda Bepameiag e POCOVTIVIUAN GUYKPLTIKA Ue TNV opdda Oepameiog pe
watwvipmn otov mITT nAnBvoud (20,7% [95% CI: 15,7%, 25,8%] évavtt 12,0% [95% CI: 7,9%,
16,1%], avtictolya, Adyog mbavotitev (odds ratio - OR) 1,88 [95% CI: 1,15, 3,08], povémievpn
Tiun-p=0,0052).

Tovg Mnveg 3, 6 kot 9, 0 1060010 TV acevadv pe MMR ftav vymAdtepo otny oudda Oepaneiog pe
Booovtviumn cvykprrikd pe v opddo Oepaneiog pe watwvipmn (Iivakag 4).

Mivaxag 4 - Zoykpron ™ MMR tovg Mijveg 3, 6 kot 9 avé Ogpancio otov mITT winbvopd

ApOpdg (%) aclevarv ne MMR
BoocovTtivipnn Ipatwvipmn Adyog
Xpovog (N=246) (N=241) mOavoTHTOV
(95% CI)*

Mrnvog 3 10 (4,1) 4(1,7) 2,48 (0,77, 7,98)
(95% CI) (1,6, 6,5) (0,0, 3,3)

Movémievpn tun p? 0,0578
Mnvag 6 86 (35,0) 44 (18,3) 2,42 (1,59, 3,69)
(95% CI) (29,0, 40,9) 13,4, 23,1)

Movémievpn un p? <0,0001
Mnvag 9 104 (42,3) 71 (29,5) 1,78 (1,22, 2,60)
(95% CI) (36,1,48,4) (23,7,35,2)

Movémievpn Ty pP 0, 0015

Inueioon: Ta tocootd Baciotnkav otov apBpd tov acbevav o kabe opdda Bepaneioc. Q¢ MMR opictnke o
Moyog BCR-ABL/ABL < 0,1% Baocet g 61eBvodc kAipakag (mov aviiotolyel og Aoyapifukn peioon > 3 and
TNV TUTOTONUEVT] apykN TWR) pe eAdyoto apBud 3.000 petaypdoov ABL mov a&oloyndnkay arnd to
KEVIPIKO EPYOCTNHPLO.

Yvvtunoeic: BCR-ABL=nepioyn cvototyiog onpeiov dwakonng-Abelson, CI=didotnpa epmictoohvng,
CMH=Cochran-Mantel-Haenszel, mITT=tpororoinuévoc tAnfvouds pe npoddeon Bepaneiog, MMR=p&ilwov
popakn avtomdkpion, N=ap1Opdc acOevov.

¢ TIpoGOpPLOGHEVOC V1O TN YEMYPAQIKY Teptoyn Kot tr Pabuoloyio Sokal katd v Toyotomoino.

P Me Béon m Sokipacio CMH, ctpopatomompévn avé yemypopiky teptoyn kot fadporoyia Sokal katd tv
Tuyoomoinom.

"Bwg tov Mfjva 60 otov mITT minducpd, 10 1060616 T0v acdevdv pe MMR, MR* ka1 MR*3 Atav
VYNAOTEPO GTNV opada Bepomeiog pe fOSOVTIVIUTN GLYKPITIKE e TNV opudda Oepameiog pe taTvipm
(ITivaxag 5). Ta mocootd MMR émg tov Miva 60 og 6Aeg Tig opddeg kivdvvou Sokal cuvoyilovran
otov [livaka 6.
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Hivaxag 5 - Zovoyn ¢ poproxig avrandkpiong g tov Mijve 60 atov mITT win0vopo

Avtamokpion Booovtivipnn Ipotwipmy Adyog mOavotTiTOV
(N=246) (N=241) (95% CI)*
Moproxi)
avTomoKpLoN £MS TOV
Mnva 60, n (%)
95% CI)
MMR 182 (74,0) 158 (65,6) 1,52 (1,02, 2,25)
(68,5, 79,5) (59,6, 71,6)
MR* 145 (58.,9) 120 (49,8) 1,46 (1,02, 2,09)
(52,8, 65,1) (43,5, 56,1)
MR*3 119 (48,4) 93 (38,0) 1,50 (1,05, 2,16
(42,1, 54,6) (32,4,44,7)

Inueioon: Qg MMR/MRY/MR*3 opictnie o Adyog BCR-ABL/ABL < 0,1/0,01/0,0032% Bdoet tng S10vong
KApakag (mov avtiotolyel o AoyoplOpukn peioon > 3/4/4,5 amd TV TOTOTOMUEYN APYIKN TIUN) LE EAAYLOTO
apBpo6 3.000/9.800/30.990 petaypdpov ABL mov a&loloyndnkov and 1o KeEVIPIKO pyacTnplo.

Yvvtunoeic: BCR-ABL=nepioyn cvotoyiog onpeiov drakonng-Abelson, CI=didotua epmotocivne, mITT=
Tpomomo Uévog TANBvodg pe Tpoddeor Bepaneiog, MMR=peilwv poprokn avtamdkpiorn, MR=popiaxn
avtamokpion, N/n=ap1Budc acbevov.

* TIpocappocévog yia T YEoypagtkh Teptoy kot ) Baduoloyia Sokal kotd Vv TvyoL0oTOINGOM.

Mivaxag 6 — Xovoyn Tng MMR £mg Tov Mijva. 60 cOp@ova pe TNV KMPOKo eTKvouveTnTog
Sokal otov mITT ainOvopd

Avtamokpion Booovtivipmn Ipotwipnn Adyog mOavoTiTOV
(95% CI)

MMR yapmAov Kivdbvou N=86 N=95 1,40 (0,71, 2,76)
katd Sokal, n (%) 67 (77,9) 68 (71,6)

(95% CI) (69,1, 86,7) (62,5, 80,6)

MMR evoidpecon Kivdvvov N=107 N=92 1,37 (0,74, 2,52)
katd Sokal, n (%) 79 (73,8) 62 (67,4)

(95% CI) (65,5, 82,2) (57,8, 77,0)

MMR vyniod kivdhvou N=53 N=54 1,97 (0,90, 4,32)
katd Sokal, n (%) 36 (67,9) 28 (51,9)

(95% CI) (55,4, 80,5) (38,5, 65,2)

Inueioon: Ta mocootd Paciotnkav otov aplBpd Tov acbevov oe Kabe opdda Bepaneing. Q¢ MMR opictnke o
Aoyoc BCR-ABL/ABL < 0,1% Bdoet g dteBvoig khipokog (mov avtictolyel o€ AoyapOukn peioon > 3 and
TNV TUTOTONUEVT] apYKN TWR) pe edyoto apBud 3.000 petaypdoov ABL mov a&oloyndnkay arnd to
KEVIPIKO EPYACTNPLO.

Yvvtunoeig: BCR-ABL=nepioyn cvotoyiog onpeiov drakonnc-Abelson, CI=didotmua epmiotocivne, mITT=
Tpomomomévog TAnBvondg e npdBeon Bepancioc, MMR=peilov poplakn aviomokpion, N/n=aptBpog
acOevaov.

H aBpoiotikn enintoon g CCyR, mpocappocuévn pe BAcn Tov GuvaymvioTiKo Kivouvo dlaKomng
g Oepamneiag yopic CCyR, tav vymidtepn oty opdda Bepomeiog e POCOVTIVIUTT GUYKPITIKA e
v oudda Oepameiog pe wwatvipmn otov mITT minbvoud (83,3% [95% CI: 78,1%, 87,4%] évavti
76,8% [95% CI: 70,9%, 81,6%] tov Mnva 60, avaroyio kivovvov (hazard ratio [HR]) anod éva
CTPOUATOTOMUEVO HOVTELD OVAAOYIKGOV KivoOvev vrrokatavoung: 1,35 [95% CI: 1,11, 1,64]). O
dtpecog ypovog £mg v CCyR (yio doovg avramokpiOnkay uovo) frav 24,0 efdouddeg (ebpog: 11,4
éwg 120,7) otv opdda ¢ Pocovtivipmng cvykprrikd pe 24,3 gfdounadsc (evpog: 11,4 émg 96,6) otnv
OLLAdO TNG ATV,

O S1bpecog ypovog £mg TV MMR, tqv MR* kot tqy MR*® (1o dc0vg avtamokpiOnkay povo) frav
36,1 eBdopddeg (evbpog: 11,9 éwg 241,9), 83,7 efdopddeg (evpog: 12,4 Emg 244,3) kot 108,0 efdopddeg
(evpog: 24,1 émg 242,1), avtiototya, yio TV opada Bepaneiog pe focovtivipmn EvovTt

47,7 efdopddwv (evpog: 12,1 émg 216,1), 84,4 efdouddeg (evpoc: 23,6 £mc 241,9) xar 120,4
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efdopdoeg (evpog: 24,6 £wg 240,7), avtiotorya, yio TNV opdda Oepaneiog pe wpatvipmn otov mITT
mAnBocuo.

H abpototiky enintoon tov MMR, MR* kouw MR*®, pocappospévr pe Baon Tov cuvoymvieTikd
Kivouvo dlakomng g Bepaneiog ympic copPdv Nrav vymAdTepn e T POCOVTVIUTT GE GUYKPIOT UE

Vv atwvipmn, onog eaivetal otig Ewoveg 1 €mg 3.

Ewodva 1 - ABporwstikn enittoon Tng MMR (mITT ain0vopdc)

150 R Boo ounvipmin 400 mg pic gopé TNy nuépa LTpuyICTOTION HEVOC AG YO SMIKIvOUVGTHTOC:
— —  (N=246) 1,32 (95% CI, 1,08-1,63)

0.9 - Ipanvipmn 400 mg pic popd Ty nEépa

d (N=241)

0,8 -

0.7 _,—__,_/—"—
% , —F c T T T
S 06 - e T
g _J o=
S 0,5 - -
= : = b
$ T
g 04 - [ -
= j

0,3 —

!

0,2 |

01

0,0 i % — T T T T T T T T

0 24 48 72 96 120 144 168 192 216 240+

Xpovog arrd TNV Tuyalotroincn (epdopddeg)

ApIBUSE G KiVBUVe (ABpoICTIKA SUMBAYTH):

Boooumiumy  246(0) 206(20) 94(111) 58(139) 30(162) 19(170) 12(173) 10(175)  6(179) 4(181) 3(182)
RO 244(0) 204(11) 116(81) 62(116) 29(139) 23(145) 16(153) 10(156) 10(156) 8(157) 5(158)
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Ewoéva 2 - AOporstiki exintoon ™ MR?* (mITT ntAn0vopdc)

1,0 7| —————  Booourviptry 400 mg pic gopd Ty npépe  ITPWPKTOTOINIEVOC AGY0( STTIKIVEUVOTHTIG:
— — - (N=245) 1,32 95% CI, 1,04-1,68)
09 Ipcermvipnrn 400 myg pie popd My npépa
, {N=241)
08
0,7

MméavéTnra MR *

04 - / g

03 - o -

o J__
02 f =

sl
0,1 _§ 7

i
0,0 =] B T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240+

Xpovog ammd tnv Tuyaiotroinon (efSopadeg)

ApIBHSS o Kivduvo (ABpoIoTIKE SUNBaVTI):

Booourwipmn:  D45(0) 216(2) 160(d2) 4127(67) 104(85) B6(97)  70(112) 56(122) 50(129) 39(138) 28(145)
lucmuiymrg 241(0) 209(3) 172(25) 133141) 101(65) ©6(77)  78(85) 61(96) 49(107) 39(115) 28(120)

Ewoéva 3 - AOpowstiky enintoon g MR (mITT ntin0vopdc)

1,0 —— B iy 400 i i £ ITpwpaToTroinpives Adyog sTiKVEUVOTHT NG
e e (NU;%;NI”"n RIS 1,38 (95% CI, 1,06 -1.81)

09 lpomrviprm 400 mg pic gopd v qpépo

; {H=241)

0.8 7
o 0,7
Ea
14
= 06
=
£ 05 7 B
-.g H_'_j
[=] 0,4 = PN i
g B

03 A

—— J;—
0,2 I_,_/ T o
S
=
01 - f ="
? e A
f—f
0.0 Ei| — T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240+

Xpovog ammd Ty TuyaioTToino n (epSopddeg)
ApiIBudg ce Kiviuvo [ABpoioTIKd cUMBdyTa):

Booounviumn:  246(0) 218(0) 185(16) 159(36) 138(50) 116(64) 103(76) 89(88)  76(S8) 65(108) 50(119)
WIWINTE - 241(0) 210(0) 188(8) 155(19) 128(35) 118(d2) 107(54) 86(6S) 79(73) 67(83) 47(93)
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Ytov mITT mwAnBovopo, petald tov acbevav mov métvyav CCyR, 1 extipnon Kaplan-Meier yia
dratnpnon pog avtamodkpiong oto ‘Etog 4 nrav 97,4% (95% CI: 93,9%, 98,9%) kot 93,7% (95% CI:
88,9%, 96,5%) otig opadeg Pocovtvipmng kot wortwvipang (HR 0,39 [95% CI: 0,14, 1,13]),
avtiototya. Meta&d tov acbevav mov métuyay MMR, 1 extiunon Kaplan-Meier yio T diatripnon
pog avtomodkpions oto ‘Etog 4 fitav 92,2% (95% CI: 86,8%, 95,4%) ko 92,0% (95% CI: 85,9%,
95,5%) o115 opddeg focovtivipmng kot watwvipmng (HR 1,09 [95% CI: 0,49, 2,44]), avtictotya.

"Ewc tov Mrjva 60, 43,9% (95% CI: 37,7%, 50,1%) kot 38,6% (95% CIL: 32,4%, 44,7%) omd Toug
acBeveic mov AdpPavay focovtivipmn kot wwatvipmn (OR 1,24 [95% CI: 0,87, 1,78]) otov mITT
TAnOvoud, avtictorya, etyov dtopky MR* opilopevn odpeava. pe to oxdrovda kprrhipia: Oepamneio yio
TovAdyIoTOoV 3 €11 pe TovAdyiotov MR* g dAeg Tic a&loloynoelg, kotd t Sidpketa piag meptddov 1
£Touc.

H aBpototikn enintmon coppdviov EFS ue AMym Oepaneiog tov Miva 60 otov mITT nAnbocuod frav
6,9% (95% CI: 4,2%, 10,5%) oto okérog g Pocovtivipmng ko 10,4% (95% CI: 6,9%, 14,6%) oto
okélog ¢ wotwvipnng (HR 0,64, 95% CI: 0,35, 1,17).

O exktyunoeig Kaplan-Meier tng OS otov Mnva 60 yio acBgveig mov Aapupavay Bocovtvipmn kot
wotwipnn otov mITT 7AnBuopd Mrav 94,9% (95% CI: 91,1%, 97,0%) ka1 94,0% (95% CI: 90,1%,
96,4%), avtictoyo (HR 0,80, 95% CI: 0,37, 1,73).

e po avoadpopK] avaAvo, HETaEL Tov acBevav pe duvatotnta a&loddynong otov tAndvoud ITT,
nepLocOTEPOL 00eveEic 6T0 oKELOC TG Pfocovtivipmng 200/248 (80,6%) mETuYOV TPOUN LOPLOKN
avtomokplon (uetdypopo BCR-ABL < 10% otoug 3 univeg) og ohykpion pe Toug 0obgveig Tov
okéAovg NG patvipmng 153/253 (60,5%), OR 2,72 (95% CI: 1,82, 4,08). Ot MMR «at EFS otov
Mnva 60 oTovg acbeveig Tov Adpufavoy BocovTVIUTN He Kot Yopig TP@UN LOPLOKT] OVTOTOKPIoN
ocvvoyilovtor otov Iivoka 7.

Mivaxag 7 - ExPpaocsig Tov Mijva 60 otovg aceveig mov Aappavav pocovtvipmn pe BCR-ABL
<10% évavti> 10% tov Miva 3 otov ITT minBvoopé

Booovtivipnn AocOgveic pe AocOgveic pe Adyog
(N=248) BCR-ABL <10% BCR-ABL > 10% ETUKIVOUVOTNTOG
otovg 3 Mnjveg otovg 3 Mnjveg (95% CI)*
(N=200) (N=48)

ABpoiotikn eninTmon 84,0 (78,1, 88,4) 56,5 (41,1, 69,4) 2,67 (1,90, 3,75)
MMR, % (95% CI)
ABpotoTikn enintoon 5,5(2,9,9,3) 12,5 (5,1, 23,4) 0,40 (0,14, 1,17)
ocvpupdavtov EFS, %
(95% CI)

Yvvtunoeic: BCR-ABL=neproyn cvotoyiag onueiov dwaxonnc-Abelson, Cl=bidotnpa epmictocdvng, ITT=
mAnBvopog pe tpdbeon o Bepaneio, MMR=peilwv poplokr| avtandkpion, EFS= ghevbepn coppaviov
emPioon, N=ap1Buoc acbevav pe > 3000 petdypaeoa ABL tov Miva 3.

* TIpocapHoGUEVOS Yo T YEOYPAPIKN Tteployn Kot T Pabpoioyio Sokal katd tnv tvyaonoinom.

Aryotepot acbeveig oto okéAOG TG focovtviumng [6 (2,4%) 610 oKkélog TG BocovTvipmng kot 12
(5,0%) oto oKéhog TG atvipmnc] eiyov veoaviyvevoyeg petaAraéelg otovg 60 unvec otov mITT
TAnBvoud.

Kk uedétn @aong 1/2 ae XMA o€ ypovio. pdon, emtoyvvousvy paon kol PAAOTIKY @AoH 1e avioyxn
N 1N OVEKTIKOTHTO. O€ UOTIVIUTH

Ae€nyOn por ToAvKkeVTPIKT, ovoLyTh doKiun povob okélovg, Daong 1/2, yio tnv a&loAdynon g
OTOTELECUOATIKOTNTOG Kol TG aopdAelog tng focovtvipmng 500 mg pio @opd v nuépa oe acbeveic
pue XMA pe avtiotoon 1 Ui avekTiKOTNTO 08 IUOTVIUTN UE O10pPOPETIKEG KOOPTELS Y10, VOGO GE
YPOVIO, EMLTAYVVOUEVT Kal BAOCTIKN @don Tov glyav AdPel Tponyovuevn Oepamneio pe 1 TKI
(wwatwvipmn) N teprocotepovs omd 1 TKI (ipativipmn akoiovBoldpevn omd dacatvipmn Ko
vidotwiumn).

22



Yripyav 570 acBeveig mov ElaPav Bepancio pe PocovTvipnr 6e auti T HeAET
ocvuneptropPavouévav acbevav ue XMA g ypovia eacn mov eiyav Adfel tponyoduevn Oepameio pe
1 povo TKI (ipativipmn), acBevav pe XMA o€ ypovia paomn mov giyov Adfet tponyovuevn epomeio
pe watwvipmm Kot tovAdytotov 1 emmiéov TKI (dacativipmn kovn vidotvipmn), aclevov pe XMA og
emtayvuvopevn 1 PAactikny edor wov giyav AdPet mponyovpevn Bepaneio pe 1 TovAdytotov TKI
(wpatvipmn) kot aobevav pe Pht OAA mov giyov Adfet mponyovuevn Oepameio pe 1 tovddyiotov TKI

(ipatvipmn).

To TpmTopyIkd KUTOANKTIKO GNUEID OTOTEAEGLOTIKOTNTOG TNEG LEAETNG NTAV TO TOGOGTO TG Meilovog
KUTTOPOYEVETIKNG avtamokpiong (Major Cytogenetic Response - MCyR) katd tnv Efdoudadoe 24 ce
acBeveic pe XMA o€ ypdvia Ao e avToyn oTNV WOTWVIPRT, Tov giyav Aapet mpornyoduevn Oepaneia
pe 1 povo TKI (ipatvipmn). AAAO KATAANKTIKG OTUEN AmOTEAEGUAUTIKOTITAG TEPIAAUPAVOVY Ta,
00pO1oTIKG TOGOGTA KUTTAPOYEVETIKNG KOl LOPLOKNG OVTOTOKPIONC, TOV XPOVO EmG KoL T S1dpKELN
NG KLTTOPOYEVETIKNG KOL TNG HOPLOKNG OVTATOKPIONG, TNV OVTATOKPLOT| 0TI LETOAAAEELS KATH TNV
évapén, T petafoln og emtayuvopevn eact/PAactikny edon, Ty eErevBepn Tpoddov vocou emiPinon
kot v OS 1o OAEC TIG KOOPTEG.

O acBeveic mov eEaxorovBovoay va Aappdvouv BocovTvipmn katd To TEAOG TG LeAETNg DAong

1/2 ko @eelodvtay omd ) Oepomeio pe T PocovTviumm Katd v kpicn Tov gpevvnty, KabdS Kot ot
acOeveic mov giyav NN drakoyel T PocovTvipn og uépog g perétng ®@daong 1/2 kot Bpickoviav oe
LoKpoypoOVia TapaKolovOnon yia v emPioon 1 eiyov oAokAnpmaoet ™ perétn Odong 1/2, nrav
emAeEpot Yo Evtaén otn puelém enéktaonc. O kdbe acbevig Tapépeve ot LEAETT ETEKTAONG, EiTE
oe Oepameia pe focovtivipm eite o pokpoypovio Topakorovdnon yo Ty enifioon, mcdtov o/
tehevtaioc/a acBevng £pBace ta 10 £t mapakorovOnong, 6Tws VTOAOYIoTNKE amd TNV NUEPOUN Vi
nov €hafe TV TPt 6001 PocovTiviumng Tov Tov/Tng Yopnynonke otn perétn daong 1/2.

270, KOTOANKTIKA GMUELDL ATOTEAEGUATIKOTNTOC TNG LEAETNG EMEKTACTG GUUTEPIAQUPAVOVTAV M)
OUIPKELN TNG KLTTOUPOYEVETIKNG KOl TNG LOPLOKTG OVTOTOKPIONG, 1] LETAPOAN OE EMLTAYVVOUEVT|
@aon/PAacTtikny eacmn, 1 eAedBepn Tpooddov vocov eniPimon kot i OS.

Ot avoldoelg amoTEAEGHOTIKOTNTAG CLUTEPLEAQPOY dedopéva amd avTh TNV OAOKANpwOeica pekétn
EMEKTOONG.

Aabeveic ue XMA o€ ypovio, pdon

Ta dedopéva amoteleouatikotntog yuo acteveig pe Pht XMA o€ ypdvia pdor mov giyav AdPet
mwponyovuevn Oepameio pe wwatvipmn kot tovddyiotov 1 emimAéov TKI (eldyiom didpketa
mopokolovdnong 120 unvav, didpeon odpketa Oepameiog 9 unvav (gvpog: 0,23 émg 164,28 unvav)
ran 20.2% wan 7,6% e&axorovBovoay va Aapfavovv Bepomeio otovg 60 kot 120 piveg, avtiotorya)
Kot ta omoteléopato Yo acBeveic pe Pht+ XMA og ypovia pdaon mov eiyav AaPet Tponyoduevn
Oepomeio pe wotvipmm uoévo (erdytot ddpketo Topakorovdnong 120 unvav, didueon didpkela
Bepamneiog 26 unvav (evpog: 0,16 £wg 170,49 unvav) kot 40,5% kot 19,4% eEaxorovBovoay va
Aappdvovv Bepaneio otovg 60 ko 120 pnqveg, avrtiotoyya) tapovoidloviot otov [livaka 8.

Aaobeveic ue XMA emitoyvvouevys kat PAACTIKNS pAoNS

Ta dedopéva amoteleouatikotntog aodevav pe Ph+ XMA cg emitayvovopevn gdon (eAdylotn
nmopokolovdnon 120 unvav, didueon didpkela Oepaneiog 10 unvav (evpog: 0,10 Emg 156,15 unvav)
kot 12,7 xar 7,6% e&axorovBovoay va Aapupfavouvv Bepomeior atovg 60 kot 120 uiveg, avtictoryo) Kot
o€ PraoTikn edon (eAdylotn Tapakorovdnon 120 unvov kot dSidpeon didpkela Oepaneiog 2,8 unvaov
(evpoc: 0,03 émg 71,38 pnvav) kot 3,1% ko 0% e€axorovbodoay va Aappavovy Bepaneia otoug 60
ko 120 pnvec, avtiototya) mapovsialovrol otov [ivaka 8.
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MMivaxag 8 - Agdopéva amotereopaTiKOTNTAS 0 TPoBepanmevpuévoug acbeveic pe XMA og ypovia

Kol TPpoyopnuévy eaon*

Ph+ XMA og¢ | Ph+ XMA o¢ Emrayvvépevny | Blootiki @don
APOVID Paon | ypoOVia @aon pe ®aon pe [E TpoyovpEVY
pe TPONYOVEVY) TPONYOOEVY) Ogpamneia
PO YOLEVT Ocpameio pe Oepameia TOVAGYLGTOV pE
Oepameio pe | poTIVipmn KOU | TOLVAGYLGTOV pE woTwvipm
poTvipmn dacaTwvipmn 1 poTvipmn
povo viAoTwvipmn
ABporoTikn N=262 N=112 N=72 N=54
KUTTOPOYEVETIKI]
avtomoxpion”
MCyR, % (95% CI) 59,9 (53,7, | 42,0(32,7,51,7) | 40,3 (28,9,52,5) | 37,0(24,3,51,3)
CCyR, % (95% CI)) 65,9) 32,1 (23,6, 30,6 (20,2, 27,8 (16,5, 41,6)
49,6 (43,4, 41,6) 42,5)
55,8)
ABporoTiki poproxi N=197 N=107 N=54 N=48
avtamoxkpion”
MMR, % (95% CI) 42,1 (35,1, 17,8 (11,0,26,3) | 16,7(7,9,29,3) 10,4 (3,5, 22,7)
MR, % (95% CI) 49.4) 15,0 (8,8, 23,1) 13,0 (5,4, 24,9) 10,4 (3,5, 22,7)
37,1 (30,3,
44.2)
Xpovog éwg ) MCyR 1w 12,3 12,3 12,0 8,2
0660Vg avTUTOKPiONKAV
novoP, drapeon (gvpog),
efoopdosc (14,0,346,0) (3,9, 550,6) (3,9, 144,7) (3,9,25,1)
Avapkera Tng MCyRP N=157 N=47 N=29 N=20
K-M 7o £106 5, % (95% 70,7 (63,1, | 66,6 (51,581,7) | 40,8(20,9,60,7) | 21,2(0,1,42,3)
CI) 78,3) 55,3 (36,3, 74,4) | 40,8 (20,9, 60,7) | N/E
K-M 7o £10¢ 10, % (95% CI) | 65,3 (56,6, N/R 84,0 (24,0, N/E) | 29,1 (11,9, 38,3)
Awdpeon, epoopades (95% 74,0)
C)) N/R
Xpovog £éag Tnv CCyR e 24,0 (7,7, 24,0 (11,6, 23,8 (4,1, 120,0) 8,4 (3,9,25,1)
0660Vg avTUTOKPiONKAV 240,6) 216,0)
novob, drapeon (gvpog),
efoopaoEs
Awgpksro, CCyRP N=130 N=36 N=22 N=15
K-M 7o £10¢ 5, % (95% CI) | 69,7 (61,3, | 54,4 (36,7,72,1) | 40,0 (18,5, 61,5) 24,9 (0,9, 48,9)
K-M 7o £10¢ 10, % (95% 78,2) 40,8 (22,0, 59,6) | 40,0 (18,5, 61,5) N/E
CI) 63,4 (54,0, 252,0 (24,0, 72,0 (36,1, N/E) 20,0 (9,1, 29,6)
Awdpeon, epoopades (95% 72,8) N/E)
C) N/R
Xpovog éwg TNV MMR 10 35,6 (3,1, 12,4 (4,0, 171,7) 36,1 (12,1, 4,7 (3,9, 168,9)
660Vg avtamokpiOnkay 367,1) 144,1)
novob, drapeon (gvpog),
gfoopdosg
Awapkero MMRP N=83 N=19 N=9 N=5
K-M 710 €106 5, % (95% CI) | 74,1 (64,2, | 70,0 (47,5,92,5) | 66,7 (35,9,97,5) | 60,0 (17,1, 100,0)
K-M 7o £10¢ 10, % (95% 83,9) 70,0 (47,5, 92,5) | 66,7 (35,9, 97.5) N/E
CI) 63,4 (50,2, N/R N/R N/R
Awdpeon, efoopades (95% 76,6) N/R

CI)
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Ph+ XMA og¢ | Ph+ XMA o¢ Emrayvvépevny | Blootiki @don
APOVID Paon | ypoOVia paon pe ®aon pe [E TpoyovpEVY
ne PO YOLEVT PO YOLEVT Oepameia
PO YOLEVY Ocpameio pe Oepameia TOVAGYLGTOV pE
Ospameio pe | poTvipm) Ko | TOVAGYLOTOV pE poTvipmn
poTvipmn dacaTvipmn 1 paTvipm
povo viAoTwvipmn

Xpovog éog v MR? yuo, 28,0 (3,1, 23,8 (4,0,240,1) | 24,1 (22,9, 96,0) 4,7 (3,9, 284,9)

660Vg avtamokpiOnkay 583,1)

novoP, drapeon (gvpog),

gfoopdosg

Awapkero MR N=73 N/A N/A N/A
K-M 7o é10¢ 5, % (95% CI) | 74,7 (64,2,

K-M 70 £10¢ 10, % (95% 85,2)

Cl) 60,8 (46,1,
Awdpeon, efoopades (95% 75.,4)

C) N/R

Merapoi o€ N=284 N=119 N=79 N/A

Emrayvvopevn

®aon/Braoctikn) @aon’

Metdriraoén KoTa ™

owapkeln TG Oepameiog, n 15 5 3

Eiev0epn Tpoddov vocov

empioon’ N=284 N=119 N=79 N=64
Cumlnc 7o ¢tog 5, % (95%

Cly 19,7 24.4 41,8 67,2
Cumlnc 7o étog 10, % (15,6, 24,9) (17,8, 33,4) (32,2 54,2) (56,6, 79,7)

(95% CI)® 23,9 26,9 41,8 N/E

(19,5, 29,5) (20,0, 36,2) (32,2 54,2)

Ol Emicoon’ N=284 N=119 N=79 N=64
K-M 7o é10g 5, % (95% CI) | 83,5(78,7, | 74,1 (64,8,83,4) | 58,5(46,9,70,2) | 122,5(7,1,37,9)
K-M 7o ¢10¢ 10, % (95% 88,3) 60,4 (47,2,73,7) | 50,7 (36,5, 65,0) 22,5(7,1,37,9)

CI) 71,5 (64,4, 10,9 (8,7, 19,7)
Avdpeon, piveg (95% CI) 78,7) N/R N/R

N/R

Hpepopnvia Aqyng tov dedopévav: Merét ddaong 1/2 020k12015, Melétn Enékraong 02Xent2020.
Kpumpua Kutrapoyevetikng Avtamokpiong: 1 MCyR nepihappave [Iinpeg [0% Ph+ petapdoeig tov puehod
TV 00TV N < 1% Betikd kOTTOopa amd pBopilovoa in situ vPpidonoinomn (fluorescent in situ hybridization -
FISH)] 1 pepwcés (1%-35%) kuttopoyevetikés avtamokpicels. Ot KTTapoyeveTiKEG avTonokpicels Paciotnkay
670 1060010 TV Ph+ petapdoemv petagd > 20 Leta@acikdv KuTtdpmv og Kabe detypa poehod Tov ootdv. H
avaivon FISH (= 200 kottapa) Ba pmopodoe va ypnoiponondel Yo KOTTopoyeVeTIKEG AELOAOYNGELS LETA TV
évapén edv > 20 petapdoelg dev Nrav dwbéoipeg. Xt perétn enékraong, 1 CCyR amoddotav and tyv MMR
gbv oev vIMpye dobéoun Eykupn a&loldynomn KLTTOPOYEVESNC GE KATOL0 CLUYKEKPLULEVT NLEPOUNVIDL.
Kpupio poprakng aviamdkpiong: 6t Merétn @dong 1/2, n MMR/MR* opiotnke og petdypapo BCR-ABL
<0,1/0,01% 6nwc a&loloyndnkav amd keviptkod epyootipto (Oxt otn d1ebvn KAMpoKa). Xt peAtn enéktaong,
Y10. T GTOpO TOV avTamokpifnkay ot MMR/MR* onpeiddnkay oty avaeopd tepintmong, 6nme a&loloynonkay

oo TO KEVIPIKO EPYACTNPI0.

Yvvrpnoeic: AP=emttayvvopevn edon, BP=BAactikn edon, Ph+=0gtikn| yia ypopdcopo Oradéreeiag,
CP=ypovia pdomn, XMA=ypovia pvehoyeviig Aevyapio, K-M=Kaplan-Meier, N/n=0p10p6¢c acOevidrv, N/A=dev
epappoletar, N/R=dgv emtevydnke péypt to eAdytoto ddotnpa mapakorovdnong, N/E=un ektiunoyto,
Cl=diotnpa gpmictocvvng, MCyR=peilwv kvttapoysvetikn avtandkpion, CCyR=minpng KuttapoyeveTikn
avtanokpion, Cumlnc=abpoistikn enintworn, MMR=peilwv popaxn avtandkpion, BCR-ABL=neproyn
ovototyiog onpeiov draxomns-Abelson.
* TTepthoppaver acBeveig (N) pe £ykvpn a&l0AdyNon avapopEs Yo KUTTOPOYEVETIKN AVTOTOKPLION KOl TOVG
aoBeveig mov dev Tpoépyovtar amd v Kiva, T Notia Appikn, v Ivdia 1 t Pooia yio poproxn
avTomoKpilon, Kabng dev Umdpece va yivel eEoywyn Tov SEYUAT®V Yo Loplakn aEl0AdYNoT GE AVTES TIG
XOpeS. O avaADoELS ETTPETOVY GE ALTOVG TOV AVTATOKPIVOVTAY KOTA TNV £vapén Kot o1 0Toiot
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dlatnpnoay TV avtarokplon petd v Evapén va opilovior wg avtamokpivovpevol. EAdyiot didpkela
apoKolovOnong (xpdvog amd v Tp®dTH 366N TOL TEAEVTAIOL AoBEVOVG £1C TNV NUEPO ANYNG TOV
dedopévav) 120 unvav.

P TIepihopPaver acBeveic (N) otovg omoiovg emttevydnke 1 Stotnphdnke 1 aviomdipion.

" TleprhapPavel acbeveic (N) mov Ehafav TovAdyiotov 1 d6om Pocovtivipmng.

% Avéivon abpoloTiKhG ENIMTOONG TPOGAPUOGHEVT LE BACT TOV GUVAY®VIGTIKO KivOLVO SlaK0omig TG
Bepameiog yopig To GuUPav.

& Agv avah0OnKe Yo OPAdES e TEPLOPIGHEVOLS OPLOOVG.

H Zvvolun Exiimon o1ig k00pTég ¥poviag @aonc, enttayuvouevng edong kot PAUGTIKAG paoNg
mopovctaleTal oe Hopen Ypapnatog otnv Euova 4.

Ewoéva 4 — Extipnon Kaplan-Meier Xvvolkng Empiomong (OS) oe CP2L, CP3L, emrayvvopevn
oaon (AP) kot PracTiki) @aon (BP)
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Xpovog gwg Tov Bavato (Mijveg)
Toppetéyov ot kivovvo/AbBpototucd copfdvia (n)
CP2L 284/0  266/8 23024  176/34  147/37 13440  122/41  94/45 84/47  79/52 71/54
CP3L 119/0 101/10 91/18 55/22 45/23 36/25 29/26 27/26 26127 24/29 20/30

AP 79/0 6017 46/25 32/29 23/30  21/30 19/30  16/30 14/31 12/32 11/32
BP 640 26136 21/41 5/43 3/44 3/44 3/44 1/44 1/44 1/44 1/44

Bdoet tov meplopiopévov KAvikmv dedopévev and ) perétn Odaong 1/2, mapotnphnkay kdmoleg
evoei&elg Khvikng dpactikotnrag o acbeveic pe BCR-ABL petaidd&erg (BA. [Tivaka 9).
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Mivakac 9 — Avranékpion pe faon v ketaotaocn BCR-ABL petdrrhaéng katd v évapén g
Ogpamnciog og alroloynoipo TAnOvopd pe XMA o€ ypévia ¢aon:
nponyovuevn Bepameio pe IHATIVIPTN KO 006 TIVINTN 1)/Kal VIAOTIVINAN (TPiTNS YPOPUCS)

BCR-ABL koatdotoon petairoing kotd Enintoon koata v MCYyR mov emetedydn 1
v évapén g Oepameiog évapén g owatnpOnke
Ocpanciag n (%)" Resp/Evalf (%)
N=112
MetdAhaén mov a&loloynonke 98 (100,0) 36/92 (39,1)
Kopio petdhiaén 59 (60,2) 23/55 (41,8)
TovAdyiotov 1 petdAroén 39 (39,8) 13/37 (35,1)
MetadlaEelg avToxNG 0€ S0COTIVIUTT 10 (10,2) 1/9 (11,1)
E255K/V 2 (2,0) 0/2
F317L 8(8,2) 1/7 (14,3)
Metadrha&elg avtoyng oe vidotvipmn? 13 (13,3) 8/13 (61,5)
Y253H 6 (6,1) 5/6 (83,3)
E255K/V 2(2,0) 0/2
F359C/I/V 7(7,1) 5/7 (71,4)

Hpepounvia Aqyng dedopévev: Merétn daong 1/2 02012015, Mehétn Enéxtoong 02Zent2020

Enueiowon: Ot petoAhAEers Kotd Ty Evapén eviomicTnkoy Tpv TNV TPATH 06T TOV POPUAKOL TNG UEAETNG TV
acOevav.

Yvvrunoeig: BCR-ABL=nepioyn cvotoryiog onueiov drakomng-Abelson, CP=ypovia pdon, XMA=ypovia
pvehoyevig Aevyoio, MCyR=peilmv kuttapoyevetikn aviondkpiorn, N/n=oapiOuog acbevav,
Resp=avtamokpvopevol, Eval=a&ioAoynoipot.

*To mocoot6 Pacileton otov apBpd TV asbevdv yio Tovg omoiovg VIPEE aEIOAOYNON TG HETAMAAENG KOTA
v évapén g Bepaneiog.

P O aforoyroyog TAnOuopodg TEphapPavel acOeveic ot omoiot eiyav pia a&dmotn aElohdynon e vOGoL Katd
mv évapén.

-2 aoBeveic elyav meplocdtepes omd 1 petadddéelg oe avtn Vv Katnyopia.

Y éva aoevn pe E255V petadiaén, mov eiyxe AdPet mponyoduevn Bepomeio pe vidotviumn enttevyon
CHR g 1 kaAdtepn avtamdkpion.

In vitro é\eyyoc £€de1&e 6t M Poocovtvipnn elye meplopiopuévn dpaoctikdtnra Evavtt e T3151 1 g
V299L petdiraéne. Emopévamg, dev avapévetatl KAvikn dpaocTikotnta o€ aobevelg pe Tig
OULYKEKPIUEVEG LETOAAAEELC.

Kiwikn uelétn @aong 4 o Ph+ XMA mov elyov avaiuetwmiotel mponyovuévag ue 1 ) mepiocotepovs
TKIs)

[paypotomomnOnke o ovoryt, Un TUYALOTOUEVT, TTOAVKEVTIPIKY UEAETN EVOC oKéEAOVG Pdonc 4 yia
™V a&0AOYNOT TG MOTEAEGLUTIKOTNTOC Kol TNG ac@Aaielog ¢ focovtivipmng S00 mg pio popd tnv
nuépa og acBeveic pe XMA avBextucovg 1 un avektikovg otovg TKIs pe Eexympiotéc kooptég yio )
vOG0 POV PACTG, EXTOYVVOUEVIC PAGTC | PAAGTIKNG PACT TTOL ElY0V AAPEL TPONYOLUEVOC
Oepomeio ue 1 N mepiocodtepovg TKs.

e oot tn perétn ovppeteiyov 163 acbeveic mov haPav Bepaneio pe focovtivipmn,
ovuneptropPavouévey 46 acevav pe Pht XMA ypoviag edong kat iyav AGPeL Tponyovpuévmg
Oepaneio pe 1 wponyovuevo TKI (patwvipmn i dacotvipan 1§ vidotwviumm), 61 acBeveic pe Phit XMA
YPOVIOG Aong oL elyav AaPel Tponyovpévag Bepaneia pe 2 Tponyovuevoug TKIs (tpatvipmn n/kot
dacatvipmn n/xor vihotwvipmn), 49 acBeveic pe Ph+ CML ypoviag pdong mov giyav AdPet Oepamneio pe
3 wponyovuevoug TKIs (tpatvipmn kot dacatvipmn kot viotwviumn), 4 acbeveic ue Ph+ CML
EMTAYLVOLEVNG @dong oV glyav AdPet mponyovuévmg Bepameia pe TovAdyiotov 1 TKI (2 acBeveig
elyav AaPet Oepaneia pe 2 mponyovuevoug TKIs kan 2 acbeveig eiyov AdPet Oeponeio pe

3 wponyovuevoug TKIs) ko 3 acbeveig pe Ph- XMA mov giyav AdPel Oepamneio pe tovidyiotov

1 wponyovuevo TKI.
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To xbp10 KATAANKTIKO ONUEID amOoTEAEGHOTIKOTNTOG NTAY 1 0BpotoTikh emPePatopévn MCyR éwg 0
étog 1 (EBdounada 52) otovg acbeveic pe Ph+ XMA ypdviog gdong mov elyav AaPel Tponyovuéveg
Oepoameio pe 1 1 2 wponyoduevoug TKIs ko tovg acbeveic pe Pht XMA ypdviag gpdong mov eiyov
AaPel Tponyovuévag Bepamneia pe 3 mponyovuevovg TKls. I'a tovg acBeveic Pht XMA
EMTAYLVOUEVTG PhoNG Kol PAACTIKNAG GAoTg pe omoladnmote Tponyovuevn Beparneia pe TKI, To kopro
KOTOANTIKO onpeio amoteAesuoTikdTnTag fTay 1 afpolotikn emPefaipuévn GUVOAKT OUATOAOYIKT
avtorokpion (OHR) émg 1o €10¢ 1 (EBSopdda 52). AAlo KOTOANKTIKA GTUELN ATOTELECUATIKOTITOG
otovg acbeveig pe Pht XMA ypoviag pdong mepthapifdvouy Tr GUVOAKT KUTTOPOYEVETIKT KOl
LOPLOKT OVTOTOKPLON, T OEPKELD TNG KVTTAPOYEVETIKNG KOl TG LOPLOKNG CVTATOKPIONG, TV
AVTOTOKPLOT OTIG UETAALAEELS KOTA TNV Evapén, TN UETABOAN GE EMTOYLVOUEVNC PO G/ PAOGTIKNAG
@aong, TV eniPioon ywpig tpdodo vocov (PFS) kot tn cvvorikn emPicoon (OS). [Ipdcbeta
KOTOANKTIKG onpeio oty kodptn Ph+ enttayvuvopevng/Practikng eaong eivat ta afpototikd mocootd

KLTTOPOYEVETIKNG KOl LOPLakG avtomdkpiong, 1 PFS ko n OS.

Aaobeveic ue XMA ypoviag paong
To kbpilo kataAnKTiKd onueio Tov abpoiotikod emPefaiwpévov mrocootod MCyR (95% CI) émg to
étog 1 (52 efdopadeg) rav 76,5% (66,9, 84,5) otovg acheveic mov EraPav Oepaneia pe 1 1

2 wponyovpevoug TKIs xan 62,2% (46,5, 76,2) otovg acBeveic mov éhafav Bepameia e

3 mwponyovpevoug TKIs.

Ta tpdcbeTa AmOTEAEGLOTO ATOTEAECUATIKOTNTOG KATA TNV OAOKANP®ON TNG LEAETNG, LETA OO
eMdyoTo draoTnue TopakoAovdnong 3 etdv, o€ acbeveic ue Ph+ XMA ypdviog daong mov giyov
AaPer Oepameia pe 1 [Siapeon diapkeia Oepaneiog 47,5 unvav (evpog: 0,9 £wg 50,1 unvav) kot
60,9% vo mopapével og Oepaneia], 2 [Srqpeon ddpkela Oepaneiog 41,9 unvaov (evpog: 0,4 €wg
48,9 unvav) kot 45,9% va napapével oe Bepanein) kot 3 [diapeon dudpkela Bepaneiog 20,0 pnvav
(evpog: 0,2 €wg 48,9 umvav) kot 38,8% va mapapével e Bepomeio] Tponyovuevoug TKIs
mopovotdlovtor otov Iivaxa 10.

Mivakog 10 — AoteAéoNnOTO ATOTEAEGRATIKOT TS 6€ TPOoBepamevpuévovg aoOeveic pe Ph+ XMA

o€ ypovia Paomn

Ph+ XMA o¢ Ph+ XMA o¢ | Ph+ XMA o¢ YuvoMKI] KoOpTn
APOVIO @aon pe | ypévia paon | ypévia eaon pe Ph+ XMA og
poyovuevN ne PO YOLEVY APOVIO @don
Osparneio pe nponyovpevy | Ospameia pe
1 TKI Oepameio pe 3 TKI
2 TKI
ABporoTuciy N=43 N=55 N=45 N=143
empeforopévn
MCyR" éog To éTog 1, | 83,7 (69,3, 93,2) 70,9 (57,1, 62,2 (46,5, 76,2) 72,0 (63,9, 79,2)
% (95% CI) 82,4)
ABporoTuciy N=43 N=55 N=45 N=143
KUTTOPOYEVETIKY
avramokpion ™
MCyR, % (95% CI) 88,4 (74,9, 96,1) 85,5 (73,3, 77,8 (62,9, 88,8) 83,9 (76,9, 89,5)
93,5)
CCyR, % (95% CI) 86,0 (72,1, 94,7) 83,6 (71,2, 73,3 (58,1, 85,4) 81,1 (73,7, 87,2)
92,2)
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ABporoTiKi poprox) N=46 N=55 N=48 N=149

avramokpion ™

MMR, % (95% CI) 82,6 (68,6, 92,2) 76,4 (63,0, 56,3 (41,2, 70,5) 71,8 (63,9, 78,9)
86,8)

MR, % (95% CI) 73,9 (58,9, 85,7) 63,6 (49,6, 41,7 (27,6, 56,8) 59,7 (51,4, 67,7)
76,2)

MR*5, % (95% CI) 58,7 (43,2, 73,0) 50,9 (37,1, 35,4 (22,2, 50,5) 48,3 (40,1, 56,6)
64,6)

Xpovog émg TV

KUTTOPOYEVETIKY

OvVTOTOKPLON YO

660V¢

avtamokpidnkavy

novoP, drapeon

(g0pog), prveg

MCyR 3,0 (1,0, 11,8) 2,9 (0,3, 6,4) 3,0 (1,8, 8,8) 3,0 (0,3, 11,8)

CCyR 3,0 (1,0, 17,6) 2,9 (0,3, 6,4) 3,0 (1,8, 8,8) 3,0 (0,3, 17,6)

Awdpxera

KUTTOPOYEVETIKIG

avtamokpiong?

MCyR, K-M 10 96,6 (77,9, 99,5) 94,4 (79,2, 96,9 (79,8, 99,6) 95,6 (88,7, 98,4)

€106 3, % (95% CI) 98,6)

CCyR, K-M 7o ét0g 3, | 96,4 (77,2, 99,5) 94,4 (79,2, 100,0 (100,0, 96,5 (89,5, 98.,9)

% (95% CI) 98,6) 100,0)

Xpovog g

ROPLOKY] avVTATOKpLOoN

Yo 6060VG

avtamokpidnkavy

poévo, srapeon (evpog),

uveg

MMR 3,0 (2,8,23,3) 3,0 (1,0, 35,9) 3,1(1,8,9,3) 3,0 (1,0, 35,9)

MR* 6,0 (2,8,47,4) 3,1(1,0, 36,1) 3,2 (1,8,47,9) 5,5 (1,0, 47,9)

MR*$ 9,2 (2,8,47,6) 6,0 (2.8, 36,2) 5,8 (1,8, 18,0) 6,0 (1,8, 47,6)

ALGPKELD POPLOKNS

avramokpiong?

MMR, K-M 70 ét0¢ 3, | 90,7 (73,9, 96,9) 81,5 (63,2, 90,2 (65,9, 97.5) 87,2 (78,0, 92,7)

% (95% CI) 91,3)

MR, K-M 710 ét0G 3, 89,5 (70,9, 96,5) 68,7 (48,0, 85,2 (51,9, 96,2) 80,7 (69,4, 88,1)

% (95% CI) 82,5)

Hpepounvia Mymng tov dedopévov: 23Nogp2020.

Yvvtunoelc: Pht= Betikn yia ypopodcopo Gradéipetag, CP=ypovia pdon, XMA=ypdvia pvehoyevic Aevyoupio,
K-M=Kaplan-Meier, N=ap1Bpog acevarv, CI=didotua epmictocvvne, MCyR= peilov kuttopoyevetikn
avtonokpion, CCyR= mAnpng kuttapoyevetich] aviandkpion, MMR= psifov poprakt aviamdkpion, MR4*=> 4
peimon log Tov petaypdoov BCR-ABL and v turmomompévn s évapéng, MR*3=> 4,5 ueioon log tov
petaypdoov BCR-ABL and tnv tomonompévn tiun évapéne.
Kpimpia abpoiotikng emPepfaropévng MCyR: H avtamokpion emifefordverar pe 2 d1ad0yikég aEloAoyNoElS o€
Stotnua TovAdyiotov 28 nuepmv peta&d tove. Ipokeyévou va Bempeiton 6T Exel avtamokpfei, o acheving Tpémet
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va €xel datnpnoet avtamoxpilon Evapéng ent tovddyiotov 52 gfdoudodeg 1 vo Exel Pedtiwbel amd v Tiun Evapéng.
Ot acBeveig pe pepikn kvttapoyevetikn aviandxpion (PCyR) katd v évapén npénet va emitvyovv CCyR katd ™
Oepameia, TPOKEWEVOL VO VTTOAOYIGTOVV MG KLTTOPOYEVETIKA avTamokplfévtes. Ot acbeveic e TtovAdyiotov MMR
Kol fabvtepn poprokn avromodkpion omd v Evapén vroroyilovtar og pe emPePormpévn CCyR.
Kpimpia abpoiotikig emPePforopévng kuttopoyeveTikng avtondkpiong: Xt Meilova Kvttapoyevetikn
Avtamokpion cvpmeptAnednkay ot TAnpelg [0% petapdoeis Ph+ amd tov puedd tov ootodv i < 1% Betikd kotTapa
and eBopilovaca in situ vBprdomoinon (FISH)] 1 o1 pepucég (1%-35%) xvttapoyevetikés avianokpicets. Ot
KUTTOPOYEVETIKEG OVTATOKPIGELS facioTnkay 610 1060016 TV Ph+ petapdcenv petagd > 20 Kuttdpov HETAQOoTS
oe KaBe detypa pverod Twv ootdv. H FISH (= 200 kotrapa) propodoe va xpnoionomel yio tnv avaivon tng
CcyR gav dev Nav dwabéoipec > 20 petapdoeis. Ot acbeveic yopic Eykvpn a&loddynon tov pueAod TOV 0GTAOV 1
FISH «ou pe tovrdyiotov MMR vroroyiCovtar g CCyR.
Kpurfipla aBpototicrg popraktg avrandkpiong: Ot MMR, MR* kar MR*® opiotxav wg Adyog BCR-ABL/ABL
<0,1%, <0,01% xo1 < 0,0032% oe d1e0vn KAipaka, avrictoyo (avtiotoyei og peiwon log > 3, >4 ko1 > 4,5 and
TNV TomomoInuéVN T évapéng) ne a&lordynon tovAdytotov 10.000, 10.000 ko 32.000 petaypoaenv ABL amnd to
KEVIPIKO EPYAGTNPLO, OVTIOTOLYAL.
*Tleprhappdver acBeveig (N) pe £ykopn a&loAdynon avapopds. EAdyiot dibpkela mapakorovdnong (ypdvog amd
™V TPAOTN d00T TOV TEAELTAIOV 0G0EVOLG EmG TNV NUEPA ANYNG TV dedopévav) 36 unvaov.
P ITeprloppaver ocdeveic (N) otovg onoiovg emtevydnke 1 SrotnpROnKe M avTomdKpion.

H abporstiky enintoon MMR, MR* ko MR*® npocappocpévn pe Béon Tov cuvayovieTikod Kivéuvo
dtakomg tng Oepameiag ywpig o cuuPdv mapovsialetar oty Ewova 5.

Ewova 5 — ABporwstikn Emittoon poproxig avrandxpiong (tindoopdg cg ypovia ¢don pe
ovvatotTnTa aSloAdyNnog)

TIBovOTITO. LOPLOKT|C OVTIUTOKPLOTS

0.8

Xobdvog amd v TpdT 660 (Uives)
Toppeteyov ot kivbovo/ABpowtxa cupfavie (n)
MMR 149/0 9542 35/90 22/98 g/105 7/105 7/105 7/105 6/106 6/106 6/106 6/106 5/107 5/107 5/107 4/107 3/107
MR4 149/0 11521 66/57 47/68 31/76 25/81 23/83 22/83 21/83 21/83 21/83 20/84 19/85 18/86 16/87 15/87 5/89
MR4,5 1490 122/13 87734 6943 54/50 46/57 42/61 38/62 35/64 34/65 32/66 31/67 27/70 26/71 25/71 24/71 872

O1 TIég HOPLOKNG AVTATOKPLOTG IOV EMTELYONKAY avd ypapun Bepaneiog tapovoidlovtal otov
[Mivaxae 11.
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Mivaxag 11 — Moprakn avtamékpion mov emtedyOnke

Ph+ XMA o¢g Ph+ XMA o¢ Ph+ XMA o¢g 2OVOMKN KoOPTY)
xpoOVIa @aon APOVIC paon ypovia eaon pe | Ph+ XMA o€
pe pe TPONYOVEVY) XPOVIa Paon
mponyovpevyy | mponyoovpevyy | Ogpameio pe
Oepaneio pe Oepameio pe 3 TKIs
1 TKI 2 TKIs
AoBeveig yopic MMR N=25 N=28 N=26 N=79
otnv évapén®
MMR, % (95% CI) 76,0 (54,9, 64,3 (44,1, 38,5 (20,2, 59.,4) 59,5 (47,9, 70,4)
90,6) 81,4)
AcOgveic yopic MR* N=37 N=38 N=37 N=112
Katd TV évapén”
MRY, % (95% CI) 70,3 55,3 32,4 (18,0, 49,8) 52,7 (43,0, 62,2)
(53.0,84.1) (38.3,71.4)
AcOgveic yopic MRS N=42 N=46 N=43 N=131
Katd TV évapén”
MR*5, % (95% CI) 54,8 (38,7, 43,5 (28,9, 30,2 (17,2, 46,1) 42,7 (34,1,51,7)
70,2) 58,9)
AocO¢eveic pe MMR katé N=21 N=27 N=22 N=70
v évapén®
Ba8vtepn MR, % (95% 85,7 (63,7, 66,7 (46,0, 63,6 (40,7, 82,8) 71,4 (59,4, 81,6)
CD 97,0) 83,5)

Hpepounvia AMymng tov dedopévov: 23Nogp2020.

Yvvrunoelc: Pht= Betikn ya ypopodcopo Gradéipetag, CP=ypovia pdaon, XMA=ypdvia pvehoyevic Aevyoupio,

N=0p1Ouéc acOevav, CI=didotnpa gumictocdvig, MMR= peifov poplokr| avtandkpion, MR=popioxn

avtomokpion, MR*=> 4 peiwon log ota petdypapa BCR-ABL and Ty Tumonomuévn tyun évapéng, MR*5=> 4.5

peioon log ota petdypoeo BCR-ABL and v tomomompévn tipn Evapéne.

A TIepriapPaver acbeveic (N) pe éyxopn aglohdynon avoeopds. Ipokeipévou vo Bewpeitar 0T £xovv avtamokpioei,
ot acBeveig mpémet va £xovv BeAtiopévn aviomokpion amd v Evapén. Kpumpua poplokng aviomoxpiong: Ot
MMR, MR* kar MR*® opiotnrav wg Adyog BCR-ABL/ABL < 0,1%, < 0,01% xat < 0,0032% ot 51e0vn khipaka,
avtiotowya (avtiototyel o€ peimon log > 3, > 4 ko > 4,5 and v tvmomomuévn T Evapéng) pe a&toldynon
tovAdytotov 10.000, 10.000 xar 32.000 petaypoedv ABL amd to KEVIPIKO EPYOCSTHPLO, OVTIGTOLYO.

Ytovc acBeveig o€ ypovia Ao, dev vanpée TPoodoc oe XMA emttoyvvouevnc eacnc | PAUGTIKNG

(@aong Katd tn Oepameia.

Adobeveic ue XMA emiroyovouevng aons
Ytovc acBeveig pe Phit XMA og emttayvvouevn aon, n dtdpeon didpkela e Oepaneiog oy
22,1 pnveg (gvpog: 1,6 émg 50,1 unvav), n aBpototikn emPefaropévn OHR émg to €10 1 (52
gfdopdoeg) ntav 75,0% (95% CI: 19,4, 99,4), 6nwg kot 10 abpoiotikd mtocootd CCyR, kot ot
3 aoBeveig darnpnoav v CCyR tovg kotd ™ Oepaneia.

Avramorpion odupwvo. ue tig petotrdaéeic BCR-ABL atny évapln

Aéxa acBeveic 6TV KOOPTN YPOVING Paomg eiyav puetadddéelg katd v Evapén [A365V, E453K,
E255K, E255V, Q252H, L298V (n=1 kabepia), Y253F ka1 G250E (n=2 kabepia)]. Evog acOevnic
oTNV KoOpTN Xpoviag edong eixe po petdAraln F3591 mov aviyvedtnke v nuépa 8 tng LeAETNg.
"Evog acOevig oty kooptr enttayvvopuevng edong siye 2 petarraéeg (F311L ko L387F) katd tnv
Evapén. Ztnv Kk 06p xpoviag edong, Letald Tmv acbevav pe petorliaéels, mopatnpnonkoy
poplakég avramokpioels o€ 4/11 (36,4%) acbeveig, 1 acbevig pe petddiaén E255V nétuoxe MMR «on
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3 acbeveic pe F3591, Y253F kot A365V avtictoryo nétuyay MR*S. O acOevig pe petodddéelg otmv
KOOPTY| EMLTAYVVOUEVTG PAOTG OV TETVYE KOO AVTOTOKPLOT).

Hodrotpicodg mAnBuoepog

O Evpomnaikoc Opyaviopog @apudimv Exel dOoEL avaPorn amd TNV VITOYPE®CT VTOPOANG TV
arotelecudtov TV peleTmv pe to Bosulif og pia 1 mepiocdTeEpeg LIOKATIYOPIES TOL TALSIOTPIKOD
mAnBvouov ot XMA (BAéne mopdypago 4.2 yio TANPOPOpieg GYETIKG LUE TNV TOSIOTPIKY XPNOT)).

52 ®@appokokivnTIKEG 1O10TNTES

Amoppoonon

Mertd ) yoprynon dna& doong focovtviumng (500 mg) pe Tpop1| o€ VY ATOUW, 1) ATOALTN
Brodwabecipotnta nrov 34%. H amoppdenon frav oyetikd apyn, evd o dS1auecog ypovog UEYPL T
UEYIOTN CLYKEVTPMON (tmax) EMLTEDYONKE pETA 0O 6 Mpec. H Pocovtvipnn mapovoidlet
docoeEaptmpeves avEnoelg g AUC kat TG Cmax 0T0 8060A0Y1KO £0pog amd 200 £wg 600 mg. H
Mym tpoeng avénoe T Cmax TG focovtvipmng katd 1,8 eopéc kar v AUC g focovtivipmng Kotd
1,7 popég oe cOykplon pe v Kotdotaon vioteiag. Xe acleveic e XMA og otabepn| katdotaon, 1
Crnax (YEOUETPIKOG HEGOC, cuvteleoTg dlakvpaveng [CV]%) nrav 145 (14) ng/ml ka1 AUCs
(vyeopetpikog pésog, CV%) ftav 2.700 (16) ngeh/ml petd amd kabnuepivi yoprynon Pocovtvipmng
o€ 600om 400 mg poli pe ayntd. Metd ) Aqyn 500 mg Bocovtvipmng kabnuepva pali pe eoynto, n
Crmax NTov 200 (6) ng/ml koau  AUCgstov 3,640 (12) ngeh/ml. H vdatodiaivtdmmra tng
Booovtwvipmng sivan eaptapevn amd to pH kot n aroppdenon peumvetot 6tav to yaoTpkd pH
avéavertal (PA. mapdaypapo 4.5).

Kotoavoun

Metd and yopnynon evéoeiépiag dras 06ong focovtvipnng twv 120 mg e vy dToud,, 1
Booovtwviunn gixe péso (% cuvrereotng dtaxvuavene [CV]) oyko katavoung 2.331 (32) 1, yeyovog
OV VTOONADVEL OTL 1] fOGOVTIVIUAT KATUVEUETAL EVPEMS 6TOV EEMAYYELNKO 10TO.

H Booovtvipnn cuvdédnke ektevmg Ue TIg TPrTEivES Tov avlpmmavov TAdcpatog in vitro (94%) Kot
ex vivo 6g vy atopa (96%), evd n ohvdeon dev Ntav eEQPTNUEVN A0 TN CLYKEVTIP®OT).

Buopetaoynuotiopog

In vitro xar in vivo pekéteg £de1&av 0Tt 1 focovTivipmn (UNTPIKY 0VGIR) VEIGTATOL EKTETUUEVO
Nnatikéd petaforiopd otovg avlpdmovg. Metd amod yoprynon araé 1 ToOALATADY d0GE®V
Booovtwvipmng (400 11 500 mg) oe avOpmTOVE, 01 KHPLOL KUKAOPOPOVVTEG LETAPOAITEG PAVIKE OTL
elva 10 amoyAwplopévo 0&eidio ¢ Posovtivipmng (M2) kot  N-amopedviiopuévn (MS)
Booovtwviumm, eved to N-0&gidto (M6) ¢ PocovTivipmng Ntav devTeped®V KUKAOPOPOV HETABOAITNC.
H ocvotpotikn €ékBeon tov N-amopebviimpévon petaforitn amotelovoe to 25% g UNTPIKNIG
ovoiang, EVM TO AmoYA®PLOKEVO 0EELO10 ToV petafolitn aroteloboe To 19% g untpikng oveioc. Kot
ot 3 petaPoAiteg ELeavicay dpact Tov AVTIGTOLXOVGE UE To < 5% tng dpdong g PocovTvipmng o
pio dokipocio TOAAUTAAGINGUOD aveEAPTNTN 0Td TNV TPOGKOAANOT| TOV Sre-IeTaoyNUATICUEVOY
woPractdv. Xto Kompava, 1 focovtivipmn kot 1 N-amopuebviopévn Bocovtvipmn nrav to Kupio
oyxeTOUEVA LE TO QPAPLOKO CLUOTATIKA. [11 Vitro PEAETEG e avOpOTIVO NITOTIKA KPOSOUATO, £3E1E0V
071 10 KOPLo 160EVELUO TOV KLTOYPpOUATOS P450 Tov gumAéketal oto petafolopud g focovtivipmng
eivar 10 CYP3A4 ko pedéteg arnieniopaong eapudkmv £dei&av 6Tt 1 ketokovaloAn Kot
pLoapmikivn elyav évrovn enidpacn otn eoppokoKvnTiky g Bocovtvipmng (BA. mapdypago 4.5).
Agv mopatnpnnke petaforiopdc g pocovtivipmng amod ta woéviopa CYP 1A2, 2A6, 2B6, 2C8,
2C9, 2C19, 2D6, 2E1 1 3A5.

Amofoin

Metd amd yopnynon evéoeAéPiog dras 06one Pocovtivipang tov 120 mg oe vy dToud, 0 HEGOG
(%CV) tehikdg ypodvog nuicelag ong ntav 35,5 (24) dpeg, evo 1 uéon (%CV) kdbapon frav 61,9
(26) I/h. Xg pia perémn ooluyiov palag pe amd otoHToc focovTvipmng, avaktnOnke Kotd péco 6po
70 94,6% NG GLVOAIKNC SO0 g Héaa oe 9 Nuépeg: ta kompoava, (91,3%) NTov 1 KHPLA 000G ATEKKPIOTG,
evo 10 3,29% g d6omc avakthonke ota ovpa. To efdounvta tévte To1g EKaTd TNE dOOTG
avaktOnke evtog 96 wpmv. H amékkpion g apetdfiAntg focovtivipmng oto ovpa fTav Younin,
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Kivovpevn mepimov oto 1% tng d66MG, T0G0 GE VY ATOUN 0G0 Kol 6€ AoHEVELG [l TPOY®PNUEVOLS
Kakon0e1g cupmayei 6yKovg.

Ewwoi tAnbvcpuoi

Hrortikn dvoliertovpyio

Extiunnke n yopiynon o6on¢ Posovtivipnng 200 mg pali pue tpoen| o€ pio kooptn 18 acbevov pe
nratikny dvciettovpyia (katnyopieg A, B kot C katd Child-Pugh) kot 9 avtictoyo vy dropa. H Crax
¢ focovtvipmng oto TAdopa avénonke kotd 2,4 popéc, 2 popég kat 1,5 popécg, avtiotolya, oTIC
katnyopieg A, B kot C katd Child-Pugh, evio n AUC g Bocovtviunng oto TAdopa ovéndnke Kotd
2,3 popéc, 2 popéc kar 1,9 popég, avtiotoya. O ti g Pocovtvipmng avéndnke oe aobeveig pe
Nnatikny dSucAettovpyio oe GUYKPION LE TO VY] GTOMO.

Negpixn dvoiertovpyio,

e o LeAETN TG VEPPIKNG ducAettovpyiog yopnynonke dmaé d6omn Pocovtvipnng 200 mg pe Tpoen
o€ 26 droua P Mo, PETPLO 1) GOPapr| VEPPIKT SLGAEITOLPYIN Kot 6€ 8 avtioTolyovg LYlelg eBehovTéc.
H veppikn dvciettovpyia extymbnke pe faon v tiunq CLler (vroroyilopevn Pacel Tov TOTOV
Cockcroft-Gault) < 30 ml/min (coPapr veppikn dvciettovpyia), 30 < CLcr £ 50 ml/min (pétpla
veppikn dvoirettovpyia) 1 50 < CLcr £ 80 ml/min (ma veppikn dvciertovpyia). Ta dropa pe pétpla
Kot coPfopn veppikn dvciertovpyia mapovoiacay avénomn g AUC évavtl Tov vyldv edehoviay kotd
35% xon 60%, avtictoyyo. H péyiotn £kbeon Cmax ovénonke katd 28% kot 34% o11¢ opddeg pe pétpia
Kot coPopn veppikn duvciertovpyia, avtictorya. H ékBeorn otn Pocovtvipnn dev avéndnke ota dtopa
ue Ao veepikn dvoettovpyia. O ypdvog nulong amofoine g focovtivipmng oto dropo pe
VEPPIKT] SVCAEITOVPYIO NTOV TOPOUOLOG UE EKEIVOV GTA VYN GTOA.

Ot TpoGapPOYES TNG 0OGNC Y10, VEQPIKT ducAElTovpYia facioTNKOY GTO ATOTEAEGUATA OVTAG TNG
UEAETNG KO TN YVOGTH YPOLLIKT QOPUAKOKIVITIKY THG BOCOVTIVIUTNG 6T0 €0po¢ d0cemv 0md 200 £mg
600 mg.

Hhiixio, pblo xar poln

Agv éyovv mpaypoatonombel enionueg peréteg yio v aloldynon TV ETOPUCEDY TOV
CUYKEKPUEV@V ONUOYPAPIK®V TTapayoviov. [Inbvopiakés poprakokivnTiKéG avaAdoElg o 0o0eVeElg
ue Pht+ Aevyaipio 1 kokon0n copmoyn 0yKo Kol 6€ byu) ATope, diyvouy OTL 0V VIGPYOLY KAIVIKY
OMUOVTIKEG EMOPAGELC TNG NAIKING, TOL VA0V 1] TOV G®UOTIKOD Papovg. TTAnBuouakég
(OPLOKOKIVITIKEG OVOAVGELS OTOKAALYAY OTL 01 AcliTeg Tapovoialay pkpotepn kabapon katd 18%
Tov avtiotoyel og avénon g £kbeong ot Posovtvipnn (AUC) xotd 25%.

THoidratpikog ninBoouog
To Bosulif dev éxet axoun peretn0el o mondid ko eprifovg niikiog kdto tov 18 etmv.

5.3 IIpoxiivikd dgdopéva Yo TNV aoQAAiEL0

H Booovtwvipnn £xet extiundei o ueAETEG QUPUOKOAOYIKNG OUOPUAELNG, TOEIKOTNTOG
EMUVAAAUPOVOLEVOV dOGEMV, YOVOTOEIKOTNTOC, TOEIKOTNTOC GTNV AVATAPOY®YIKT TKOVOTNTO KOl
POTOTOEIKOTNTOG.

DappoKoroyikn ac@AIAELD

H Bocovtwvipnn dev ennpéace TV avamveLoTiKn Agttovpyia. Xe pio HEAETN TOL KEVIPIKOL VELPIKOD
ocvotiuatog (KNZX), ot enipveg mov éhafav Bocovtvipmn tapovciacay petmpévo péyedog g koépng
oV 0QOAALOY Kol dlatapayég TG Badionc. Aev kabopiotnKe 10 ninedo OTOL eV TAPOTNPELTAL KOpin
enidpaon (NOEL) ywa 1o péyebog tng kopng tov opbodpod, eved to NOEL yio, Ti¢ dtotapayéc g
Badiong onpewmbnke o mepimov 11 popég peyardtepeg and v €kbeomn Tov avOp®OTOV TOL TPOKLTTEL
amo TV KAvikn 6601 tov 400 mg kot 8 popéc peyardtepeg and v Ekbeom tov avOpdmov mov
TPOKVTTEL 0O TNV KAWVIKY 066M TV 500 mg (Bacetl tng adéopuevtng Cmax 0TO vTicTOY0 €i00C). H in
vitro dpaomn g Pocovtvipnng o dokipaciec hERG €de1&e 0t vrdpyel mbavotnta mopdTacns g
KapdloKNG Kotdakng enavamoiwong (QTc). Xe pia pelétn yoprynong focovtvipnng omd 10 oTOUN O
oKOAOVE, 1 BOCOVTIVIUTN JEV TPOKAAEGE UETAPOAES TNV OPTNPLOKN TiEST), TAOOAOYIKEC KOATIKEG M
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KoltMoakEg appuduieg 1 empnkouven tov dtaotiuatog PR, QRS 1 QTc oto HKI og ekBéoeig émg ko 3
(QOPEC PEYOADTEPES 0 TNV EKOECT] TOL OVOPOTOV OV TPOKVATEL OO TNV KAWVIKY d60n Twv 400 mg
Kot 2QopEg peyoldTepec amd Vv ékBeom Tov avOpOTOL TOV TPOKVATEL Od TNV KAVIKT 006N T®V

500 mg (Baocet g adécuevg Cmax 0T0 avticTtoryo €idog). [Tapatnprnke kabvotepnuévn avénon
TOV KAPOLOKOU puOpov. Te po peAétn evOoPAEPLOG YOPTYNONG OE GKVAOVG, TopaTNPHONKoY
TAPOSIKEG AVENOELS TNG KOPOIOKNG CLUYVOTNTOG KOl LELMCELG TNG OPTNPLOKNG TiEoTG, KaBMG miong
eMdyotn empunkuven tov dwotiuatog QTce (< 10 msec) og ekBéaelc mepimov 6 popéc £mc 20 opéc
peyoAlTepeg amod tnv £kBeon Tov avBpdTOL TOL TPOKVTTEL OO TNV KAMVIKT 8601 Twv 400 mg ko 4
Qopéc £¢ 15 popég peyoditepeg amd v €kBeon Tov avOPOTOL TOV TPOKVTTEL OO TNV KAMVIKT SO0
tov 500 mg (Bacet g adéopuev Cmax 6T0 avtioTtotyo €i00g). H oyéon peta&d tov mapatnpoduevmy
EMOPACEDV KO TNG PAPUAKELTIKNG Oepameiog NTav acaengc.

To&iwoétnta erovaraufavopevav décemv

O pehétec To&kdTTOG ETAVOAAUPAVOUEVOY OOGEMV GE EMIUVEC SIAPKELNG EMG 6 UNVAOV Kol G
OKOAOVG O1APKELNG EMG 9 UNVAOV KOTESEIENV TO YOOTPEVIEPIKO GUGTNIO MG TO KUPLO OPYOvVO-GTHYO TNG
To&KoTNTag TG focovtvipmng. Ta kKAvikd onueia ToSikotntog meperdpupovay petoforéc ota
KOTPOVO, KOl GUOYETIOTNKAV UE PELOUEVT] KATAVOAMOT TPOPNG KOl ATMAELD COUATIKOV BApove Tov
LEPIKEC POPEC 001 YNOE 68 BAvaTo N TpoatpeTiky gvbavacia.

Iotomtaboroyucd mapoatnpiOnKay S1GTOAN TOV 0VAOD, VTEPTANGIN TV KAAVKOEDV KVTTAP®V,
alpoppayic, SAPP®GCN KoL 0idN U TOV YOGTPEVIEPIKOD COANVA Kol EpVOPOKVTTAP®GCT AEUPOEIDDV
KOAT®V, KOG emiong Kot apoppayio 6Tovg LECEVTEPIOVG AEUPOdEVES. To Nap eniong eVIomioTnke
®¢ 0pYovo-0ToY0¢ o€ emipveg. Ot To&kdtTnTeg YopakpioTnKoy amd pio avénon oto fapog Tov
NMATOG GE GLUGYETION LE NTUTOKVTTAPIKT VAEPTPOPIa 1] OTTOL0 EULPAVIGTIKE OTOVGIN TOV AVENUEVOY
NRATIKOV eVEOU®V 1 MKPOCKOTIK®V OTUEI®MV NTOTOKVTTAPIKNG KLTTOPOTOEIKOTNTAS, EVA Eival
ayVOOTOL cLoYETIoNG oTov AvBpwmo. H ovykpion g £kBeong o€ OAa Ta €101 deiyvel 6TL 1 £kBeon
OV 0EV TPOKAAEGE OVETIOOUNTO GLUPAVTO GTIG EEAUNVES KOt EVVIAUNVEG HeAETES TOEIKOTNTAG G
EMIUVEC KL GKOAOVG, OVTIGTOLYE, NTAV TOPOUOL LE TNV £KOEGN TOL AVOPMOTOL TOV TPOKVITEL UTO TNV
KAvik| 8601 400 mg 1 500 mg (Bdoet g adéopevtng AUC 610 avtiototyo €160¢).

Tovoto&wo o

O1 peléteg YovoToEIKOTNTOG G€ BOKTNPLOKA in Vitro GUGTIOTO KO OE in Vitro Kol in vivo GUGTHHATO
OnAooTikdV pe 1| xopig evepyomoinon Tov petafoliopov dev mapeiye evoei&elg petaAlaloyovou
dphong g focovTivipmne.

To&oétnTa 0TV VOTOPoy®YT) TKOVOTNTO KOl GTNV AVATTUEN

e pio LEAETN YOVIUOTNTOG OE EMIUVES, 1) YOVIUOTITA NTOV EAQPPAOS UELMUEVT] GTO, APCEVIKE. XTa,
OnAvka TapatnpRONKav apevoc ovénuéves amoppoPoelg EUPPLOV KOl APETEPOD LEIDMCT TOV
EUPLTEVCEMV OTY PNTPA Kot TV Pocipumv eufpdmv. H d6om otnv onoia dev mapatnprOnkay
VETOVUNTEG EVEPYEIEG GTNV AVOTAPAYMYIKY 1KOVOTNTA TOV apoevik@v (30 mg/kg/muépa) kot Tov
Onivkav (3 mg/kg/muépa) odnynoe oe exbécelg 0,6 popéc kat 0,3 popéc peyoldTePES, AVTIoTO O, EVD
N avBpomvn ékBeon glvar amotédeoua tng xopNynong kKivikng d6ong 400 mg xat 0,5 popég Kot

0,2 popég pkpdtepeg, avtiotorya, Evo 1 avlBpdmivn €kbeon gival amotéAesio TG YopNYNONG KAVIKNG
doomng 500 mg (Pdoet e adéopevtng AUC oto avtictoryo €idog). H enidpacn oty yoviudtnto tov
avopov dev umopel va amokAielotel (PA. mapdypoeo 4.6).

H éxbgom tov guPpvov 6 padievépyela TPogPYOUEVT amd TN POGOVTIVIUAN KOTH T OEPKELD TNG
€YKLLOOUVNC TPOGOI0PIoTNKE GE pio, LEAETN UETAPOPES LEG® TOV TAOKOVVTO, GE EYKVLLOVOVUVTEG
emipveg Sprague-Dawley. Ze o pelétn avamtuéng Tpty Kol LETA TN YEVVNOT) GE EMIHVEC,
TOPOVGIACTNKE UEIMUEVOS aPOUOG YEVVICEMY VEOYVMV GT1| d0oT TV > 30 mg/kg/muépa, evad
TOPOVGIACTNKE QLENUEVT ETITTOGT GUVOAIKNG OTMAELNG TOV VEOYVAV KL UELMUEVNE AVATTUENG TOV
amoyovmv PETA TN Yévvnor ot doom tov 70 mg/kgmuépa. H d6om oty omoia dev mapotnprOnie
Kopio avemBountn evépyela oty avantoén (10 mg/kg/muépa) mpokdiece exbéoelg ioeg pe 1,3 popég
kat 1,0 popd peyolvtepeg amod tnv £kBeon Tov avOp®ITOL TOL TPOKVITEL OO TNV KAIVIKT 6O0T) TOV
400 mg ka1 500 mg, avtictorya (Pdoet g adéouevtng AUC oto avtictoyo €idog). Xe pia, peré
avanmTuELOKNG TOEIKOTNTOG G€ KOVIKAOLG OTTOV yopnynonKay 00GE1g TOEIKES Yl T UNTEPQ,
mopotnphonkay euPpuikés avouaiieg (cuvevouéva otepviota kat 2 EUPpua Pe S1AQopeg GTAYVIKES
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avOUOAEG) Kl EAAPPE EAATTOHEVO EUPpLIKO copaTikd Bapog. H ékbeomn oty vynAdtepn 6001 mov
doxdotnke og kovikhoug (10 mg/kg/muépa) Kot dev Tpokdrece avemBounTeg evépyeleg oto EUPpLo
nrav 0,9 popég kot 0,7 popéc ikpoTePn amod v £kecn Tov avOpMITOL TOL TPOKVTTEL ATO TNV

KAvikn 8001 tov 400 mg 1 500 mg, avtiototya, (Bacet tng adécpuevmmg AUC oto avtiotoryo €i00¢).

Metd omd Gma& yoprynon (10 mg/kg) padoonuacuévng ue [*C] Bosovtviumng omd 1o 6toua o€
Onralovteg emipweg Sprague-Dawley, ) padievépyeia anekkpiOnke edkoAo oTo UNTPIKd YoM o€
SoTNH LOMG oG dpag LETA TN xopnynon. H cuykévipmon g padievépyelag 6To yOAO NTaV £0G
Kot 8 opEg LYNAOTEPT ald TNV AVTIGTOLYN 6TO TAAGHA. AVTO KOTEGTNOE SLVOTN TNV EULPAVION
UETPNOLUWDV GUYKEVIPDOGEWDY PUSIEVEPYELNG 6TO TAAGLO ONAalOVI®Y VEOYV@DV.

Koapkivoyéveon
H Booovtwvipan dev ftav kapkivoyovog 6Ny 2-€T LEAETN KAPKIVOYEVECTG GE EMILVES KL GTNV
6UNVN LEAETN KOPKIVOYEVEST|G GE TTOVTIKOVG rasH?2.

durotolikdénTa

H Booovtwvipnn enédei&e v tkavotnTo va omoppopd g 6to gdoue UV-A kot UV-B kot
KOTOVEUETOL GTO OEPLLOL KOL TO POYOELDT YITMOVO TOV HEAUYPDOOTIK®Y EXPVOV. 26TOGO, 1|
Booovtvipnn dev enédelée OTOTOEIKT OpAGT GTO dEPLA 1) TOVG 0POAALOVE LEAYPOOTIKMOV ETYUOOV
OV eKTEOM KAV 6TN PocoVTVIUAN TaVTOYPOVA LE VTTEPLDOT akTvoforia (UV), evd 1 ékbeon ot
Booovtviumm NrTov mg Kot 3 opéc Kot 2 popéc peyarvtepeg amd v £kbeom tov avlpdmov wov
TPOKVTTEL OO TNV KAwvIKT 6001 twv 400 1| Tov 500 mg, avtictorya (Bacetl TG adESUELTNG Crax OTO
avtioToryo €i00C).

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataloyog ekdoymv

Muprvag diokiov

Mikpokpvotadiikn kuttapivn (E460)
KopueArdln vatpiovyog dactavpodpevn (E468)
[Molo&apepég 188

[ToPovn (E1201)

Mayvnoto oteatiko (E470b)

Erucédloyn

Bosulif 100 mg emxolopuévo. pe 1emto vuévio oiokio.
[ToAvBvoraAkoOAn

Traviov dwo&eido (E171)

[ToAvarBvrevoyrvkoin 3350

TéAxng (ES53b)

Z10Mpov o&gidto kitpvo (E172)

Bosulif 400 mg emxolopuévo. pe 1ewto vuévio oiokio.
[ToAvBrvoraAkoOAn

Traviov dwo&eido (E171)

[ToAvarBvrevoyrvkoin 3350

Térxng (ES53b)

2101 pov o&gidio kitpvo (E172)

Z10Mpov o&gidio epubpod (E172)

Bosulif 500 mg emixoivpuéva. pe Aemto vpévio oiokio.
[ToAvBrvoraAikoOAn

Tiraviov do&eidro (E171)

[MoAvaBvievoylvkdin 3350
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TéAxng (ES53b)
Z10Mpov o&gidio epubpod (E172)

6.2 Aovpparétnreg

Agv gpapuolerar.

6.3 Awdpkero Long

4 ypovia.

6.4 Idwitepeg TPoPLAAEELS KOTA TN QVLAEN TOV TPOIOVTOG

To @apuoakevtikd ovtd TPoidv dev amartel Woitepeg cuvinKeg POAENS.

6.5 ®@VoN KO GLOTUTIKA TOV TEPLEKTY

Aegvkn, adrapovng kKoyéan (blister) Tpiov emictpdoemv and [oAvPivuloyrlmpidio/ ITolv-yiwpo-
tprpBopo-arbviévio/TloivBivuroyropidto (PVC/PCTFE/PVC), cppayiopévn pe @OALO oAovptviov
070 oW UEPOG OLOUEGOV TOV OTTOIOL OTOCTMVTOL Ta, O1oKia, LE Ttigon, 1) omoio mepéyet eite 14 M

15 dwokia.

Bosulif 100 mg smikoivupéva pue Aemtd vpévio dickia
Kda0e xovti mepiéyer 28, 30 1) 112 dioxio.

Bosulif 400 mg smikoivupévo pue Aemtd vuévio diokia,
Kda0e xovti mepiéyer 28 1 30 diokia.

Bosulif 500 mg smikoivupévo pue Aemtd vuévio diokia,
Kda0e xovti mepiéyel 28 1 30 diokia.

Mmopet va. unv KuKAOPOPOLY OAEG Ol GLUOKEVAGIES.
6.6 Iowitepeg TPOPULAGEELS OOPPLYNG

Kd&0e aypnoiponointo popuokevtikd Tpoidv 1 VTOAELUO TPETEL VO UTOPPITTETAL GOUPDVO, [LE TIG
KoTé TOTOVG 16 VOVGEG OYETIKES SLUTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Béhyo

8. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

Bosulif 100 mg smikolvppéva pe Aemtd vuévio diokio
EU/1/13/818/001
EU/1/13/818/002
EU/1/13/818/005

Bosulif 400 mg smikoivupéva pue Aemtd vuévio dickia
EU/1/13/818/006
EU/1/13/818/007
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Bosulif 500 mg smikoivupévo pue Aemtd vuévio diokia,
EU/1/13/818/003
EU/1/13/818/004

9. HMEPOMHNIA INPQTHE ET'KPIZTHX/ANANEQXHY. THX AAEIAX
Hpepounvia tpmg £ykprong: 27 Maptiov 2013

Huepounvia televtaiog avavémong: 31 Maprtiov 2022

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aemtopepeic TANPOPOPIES Yo TO TOPOV PUPHOKEVTIKO TPOioV gival d100E01EG OTOV SIKTLAKO TOTO
tov Evponaikod Opyaviopov Goappdkwv: http://www.ema.europa.eu.
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IHAPAPTHMA 11

IHAPAXKEYAXTHX(EY) YHIEYOYNOX(OI) I'TA THN
AIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAETAY. KYKAO®OPIAX
OPOI'H TEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEZMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EY) YIIEYOYNOZXZ(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

‘Ovoua ko 81e00vven Tov(twv) TapackevLasT(dV) Tov eivor vTELOVYOC(01) Y10 TNV OTOOEGLEVGT) TOV
TAPTId@V

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

Teppovia

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

DappokevTiKd TPoidv Yo T0 0moio amatteital TEPLOPIoUEVN 1aTPIKn cuvtayn (PA. mapdptnpa I:
[epiinym tov Xapoktnpiotikdv tov [poidvtog, mapdypoeog 4.2)

I. AAAQOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
. Ex0éoe15 Teprodknig mapakorovdnong g acedairerag (PSURs)

Ot amaitioelg yio Tnv vrofoin twv PSURS yia to ev Adym @apuakeuticd mpoidv opiloviot
OTOV KOTOAOYO UE TIG Muepounvieg avagpopdc e Evaong (katdhoyog EURD) mov mapatifeton
oV Tapdypago 7, tov apbpov 107y, e oonyiag 2001/83/EK kot kabe emaxoiovdng
EMIKOLPOTTOINGTG OMWS ONUOGIEVETAL GTNV EVPMOTAIKT SIKTVOKT TOAT| Y10, TO, AP,

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéo10 owyeipiong Kivovvov (XAK)

O Karoyog Adetag Kvkiopopiog (KAK) Ba deEaydyet Tig amoitodpeveg SpactnploTnTes Kot
ToPEUPACELS PAPUOKOETAYPVTVIOTG OGS Tapovotdlovtal 6to cuppovndév XAK mov
mapovctaletar otnv evotnta 1.8.2 g doelng Kk oQopiog Kot 0o1EGONTOTE ETOKOAOVOEC
eykekpipéveg avabempnoeig tov TAK.

‘Eva emikoiporomuévo TAK o mpénet va kototebdei.

. Metd and aitnpa tov Evponaikov Opyovicpod Ooapudkmy,

. OToTEdNTOTE TPOTOTOLEITOL TO GVOTN UM OL0YEIPIONG KIVODVOV, EI0IKE MG OTOTEAEGLOL ANYG
VEDV TANPOPOPLDY TOV UTOPOVY VOl ETLPEPOVY GNUAVTIKT OAAQYT OTN GYECT] 0OQEAOVC-KIVOVVOL
N ®OG OTOTELEG A TNG EMITEVLENG EVOG GNUAVTIKOD OPOCT|LOV (POPHOKOETOYPVOTVIION M
EAAYLOTOTOINGT] KIVOVVOU).
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IHAPAPTHMA I1I

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Bosulif 100 mg emkaAvppéva, pe Aemtd vuévio diokio
Booovtwvipmn

[2.  TYNGOEXIH XE APAXTIKH(EX) OYZIA(EYX)

Kd&0e emcodvppévo pe Aemtd vpévio diokio mepiéyel 100 mg focovtivipmng (og povobdpikn).

| 3. KATAAOT'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENQO

28 emKaAVUUEVA PE AETTO LUEVIO dloKiaL.
30 emkalvppévo pe AeTTO LUEVIO O1oKia.
112 emucolvoppévo, pe Aemtd vpuévio diokia.

[5. TPONOX KAI OAOX(OI) XOPHTHEHZ

Awpaote 10 PUALO 0INYIDOV XPNOTG TPV AT TN XPT o).
Ao otONATOG YpIoN.

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

Na puidoocetar o€ Béon, v omoia dev PAETOLY Ko dev Tpooeyyilovy Ta Tandid.

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

| 8. HMEPOMHNIA AHEHX

AHEH

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

10. IATAITEPEX TPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOIHOENTQN ®APMAKEYTIKQN ITIPOIONTQN 'H TQN
YHOAEIMMATOQN ITIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

AmOppyTE TO OYPNCLULOTOINTO PAPUOKEVTIKO TPOIOV GUUO®VA LE TIG KATA TOTOVG 10YDOVGES CYETIKES
dTaées.
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| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Béiyo

| 12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/13/818/001 (28 emkaivppéva e Aewtd vUEVIO O10KI0L)
EU/1/13/818/002 (30 emikaivppévo pe Aewto vuéVio d1oKio)
EU/1/13/818/005 (112 emkaAvppéva e Aemtd LUEVIO dloKia)

| 13.  APIOMOZX IIAPTIAAYX

[oprtida

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHTIEX XPHIHX

16. NAHPO®OPIEX XE BRAILLE

Bosulif 100 mg

17. MONAAIKOZ ANATNQPIETIKOX KQAIKOX. — AIZAIAZTATOX TPAMMOQTOX
KQAIKAX (2D)

A160106T0TOC YPOUL®TOS KMo (2D) mov gépel Tov TEPIANPOEVTH LOVOSIKO OVayVOPIGTIKO KOOIKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bosulif 100 mg emucoloppéva pe Aentd vuévio diokio

b

osutinib

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Pfizer

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5.

AAAA XTOIXEIA

44




ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Bosulif 400 mg emkaAvppéva, pe Aemtd vuévio diokio
Booovtwvipmn

[2.  TYNGOEXIH XE APAXTIKH(EX) OYZIA(EYX)

Kd&0e emucorvppévo pe Aemtd vpévio diokio mepieyel 400 mg focovtivipmng (og povobdpikn).

| 3. KATAAOT'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENQO

28 eMKAAVUUEVA PE AETTO VUEVIO dloKiaL.
30 emkalvppéva pe AemTo vUEVIO O1oKia.

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 QUALO 0INYIOV ¥PAOTG TPV OO TN YPNOT).
Amo6 otopaTog ypron.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puidoocetar o€ €on, tnv omoia dev PAETOLY Kot dev Tpooeyyilovy Ta Tandid.

| 7. AAAH(EY) ETIAIKH(EY) ITPOEIAOITIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AH

[1]

H

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

ATOPPYTE TO AYPNCUYLOTOINTO POPUOKEVTIKO TPOIOV COLPOVA LE TIG KOTE TOTOVE 10X VOVGES GYETIKEC
dlTa&eLs.
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| 11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Béiyo

| 12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/13/818/006 (28 emikakvupévo pe Aewto vuéVio d1oKio)
EU/1/13/818/007 (30 emkaivppéva e Aewtd vUEVIO O10KI0)

| 13. APIOMOX ITAPTIAAX

[Moprioa

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHI'IEX XPHXHX

16. IMAHPO®OPIEX XE BRAILLE

Bosulif 400 mg

17. MONAAIKOX ANAT'NOQPIETIKOX KQAIKOX — AIFAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUI®TOS KMo (2D) mov pépet Tov TEPIANPOEVTA LOVASIKO OVayVOPIGTIKO KOOKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bosulif 400 mg emucoloppéva pe Aemtd vuévio diokio

b

osutinib

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Pfizer

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5.

AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Bosulif 500 mg emkaivppéva, pe Aemtd vuévio diokio
Booovtwvipmn

[2.  TYNGOEXIH XE APAXTIKH(EX) OYZIA(EYX)

Kd&0e emucorvppévo pe Aemtd vpévio diokio mepieyel S00 mg focovtivipmng (og povobdpikn).

| 3. KATAAOT'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENQO

28 emKaAVUUEVA PE AETTO LUEVIO dloKiaL.
30 emkalvppéva pe AemTo vUEVIO O1oKia.

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 QUALO 0INYIOV ¥PAOTG TPV OO TN YPNOT).
Amo6 otopaTog ypron.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IIPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puidoocetar o€ €on, tnv omoia dev PAETOLY Kot dev Tpooeyyilovy Ta Tandid.

| 7. AAAH(EY) ETIAIKH(EY) ITPOEIAOITIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AH

[1]

H

| 9. EIAIKEX XYNOHKEYX @PYAAEHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

ATOPPYTE TO AYPNCUYLOTOINTO POPUOKEVTIKO TPOIOV COLPOVA LE TIG KOTE TOTOVE 10X VOVGES GYETIKEC
dlTa&eLs.
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| 11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Béiyo

| 12.  APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/13/818/003 (28 emikakvupévo pe Aewto vuévio d1oKio)
EU/1/13/818/004 (30 emkaivppéva pe Aewto vUEVIO O10KI0)

| 13. APIOMOX ITAPTIAAX

[Moprioa

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHI'IEX XPHXHX

16. IMAHPO®OPIEX XE BRAILLE

Bosulif 500 mg

17. MONAAIKOX ANAT'NOQPIETIKOX KQAIKOX — AIFAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUI®TOS KMo (2D) mov pépet Tov TEPIANPOEVTA LOVASIKO OVayVOPIGTIKO KOOKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bosulif 500 mg emucoloppéva pe Aentd vuévio diokio

b

osutinib

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Pfizer

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5.

AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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®YrAo ooV ypions: [IAnpogopics yia Tov yprioTn

Bosulif 100 mg emwcoioppéve pe Aemtd vpévio dokia

Bosulif 400 mg emwcaioppéve pe Aemtéd vpévio dokia

Bosulif 500 mg emkaioppéva pe Aewtod vuévio dioKia
Bocovtwvipnn (bosutinib)

AwfdoTe TPOGEKTIKA 0AOKANPO TO PUALO 00N YLAV YPT|ONG TPV UPYICETE VU TAIPVETE GVTO TO
PaPROKO, OLOTL TEPLAUUPAVEL GNUAVTIKES TANPOPOPIES YIX GAS.

- DdordEre 0vTd TO PUALO 0INYIDY YpNonG. Towg ypelaotel va to draPacete Eavd.

- Edv éxete mepartépom amopieg, pOTNOTE TOV Y1OTPO 1) TOV QAPLAKOTOLO GOG.

- H cuvvtayn yio ovtd 10 ¢approko xopnyndnke amokAloTIKd yio 060G, Agv TPEMEL VO SDGETE TO
QApHOKO GE AAAOVG. Mmopel Vo Tovg TPoKaAEGEL BAAPT], AKOUO KOl OTOV TO, GUUTTOUATO, TNG
acBéveldc Toug etvor 101 e Ta KA cag.

- Edv mapatmpnoete kKamowo avemBOUnNTn eVEPYELD, EVIILEPADOTE TOV YIOTPO GaG. AVTO 10YVEL Kot
v K60 Thavn avemiBounT EVEPYELD TTOL JEV AVAPEPETOL GTO TAPOV GOAAO 00N YLDV YPHONG.
BA\éne mopdypago 4.

T TePLéyeL To TAPOV PUAAO 0ONYLOV:

T etvon To Bosulif ko wota givar 1) xpnion tov

T npéner vo yvopilete npv wapete to Bosulif

[og va napete to Bosulif

[MBavég avemBounteg evépyeteg

[og va pvrdocoete to Bosulif

[epreydpeva g cLOKEVAGING Kol AOUTEC TANPOPOPIES

AU e

1. T givan To Bosulif ko oo givar n yprjon Tov

To Bosulif mepi€yet  dpaotiki ovcia focovtvipnn (bosutinib). Xpnoomoteito yiao tn Oepaneia
evnAlKoV 0o0evdv Tov TAcKoLvY amd £va idog Aevyatiog, Tov ovopdaletat BTk Yo TO YPOUOCHU
Ddrradérpetog (Ph-0gtikn) Xpovia Mueioyevig Agvyouuio (XMA) kat ot omoiot £xovv
TPMTOSIOYVMOTEL 1] Y10 TOLG OToiovg TpoNyovUEVa Aappaka Yo T Bepameio Tng XMA gite dev glyav
dpdoel gite dev ftav katddinAo. H Ph—Oetikn XMA eivon pio popen kopkivov Tov aipotog, Tou
KAVEL TO GCOUA VO, TOPAYEL VTEPPOAIKA UEYALEC TOGOTNTEG EVOC E101KOD TOHTTOL AEVKMV OLULOGOUPI®Y,
OV OVOLLALOVTOL KOKKIOKVTTOPO.

Edv &yete amopieg oyetikd pe tov tpomo dpdong tov Bosulif 1) tov Adyo yia tov omoio cag
oLVTAYOYPOENONKE 0LTO TO PAPOKO, POTHOTE TO YIUTPO GO,

2. T pémer va yvopilete apwv wapete 1o Bosulif

Mnyv népete To Bosulif

- o€ TEPITTOOT aALEPYing 0T BocoVTVIUAN 1| GE 0TO10ONTOTE GALO OO TOL GLGTATIKA AVTOV TOV
QOPUAKOV (OvaQEPOVTAL GTNV TAPAYPAPO 6).

- oV 0 YIOTPOG 00 GOG £XEL TEL OTL TO NP (CLKMTL) G0G £xEL LTOSTEL PAAPN Ko dev Agttovpyel
(VGIOAOYIKA.

[pocdomomoeis Ko TPOPVAAEELS

AmevBuvieite otov Y1aTpd, TOV PUPLOKOTOLO 1] TOV VOGOKOWO 6ag TTpLy mapeTe To Bosulif:

- av £YeTE 1 ely0Te 670 TOPEABOV, NaTIKG TPOPApaTa. Evuepdote Tov yiotpd ocag av Exete
1GTOPIKO TPOPANUATOV GTO NP, GVUTEPAAUPavOUEVNG TG NaTiTidng (AOTU®EN 1 PAEYLOVY|
TOV NTATOG) OTOLOVONTOTE TUTTOV 1] IGTOPIKO OTOLWVINTOTE OO TO TAPAKATM CNUEIDV KO
CUUTTOUATOV NAATIKOV TPOPANUATOV: (oryolpa, KITPIVIGUO TOV LOTIOV 1] TOV SEPLOTOC,
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OKOLPOYPOLUE 0VPA KL TOVO 1] SuoPOopio 6TO EXAV® de&l TUNIO TG TEPLOYNS TOV GTopd)ov. O
YwTpog cag Ba mpémel va dievepynoet eEETAGELG ALLOTOC, TPOKEWEVOL VA EAEYEEL TV NTOTIKY
Aertovpyia cog Tpwv amo v Evapén g Oepaneiog pe to Bosulif kot katd tovg TpdTovg

3 unveg g Oepameiog pe to Bosulif kot 0mmg evosikvuton KAVIKA.

av £yeTe ouappora Kot £neTo. Evnuepmote Tov Y10Tpo GOg 0V TOPOVGLAGETE OTOLUONTOTE OO
TO, TOPOKATO CTUEIN KOl COUTTOUATO: ADENGTN TOL APLOUOD TOV KEVOCE®DY (KEVDGELC EVIEPOL)
o€ pio NUéEPU TAV® 0md TO PLGLOAOYIKO, AHENOT| ETEIC0dIMV EUETOV, QilLO GTOV ELETO, GTO
KOTPOvo (KEVDOELG EVIEPOL) 1] GTA 0VPO GOG 1) EAV EYETE LOVPO, KOTPOVO (LEANIVEG KEVDGELG
evtépovn). [Ipémel va p@THGETE TOV Y1ATPO GOG OV 1) XPNON TG AYDYNG GOC Yol TOV EETO LITOPET
VoL 001 YNOEL GE UEYOADTEPO KivOuVo Kapdtakmy appubuiay. Edikdtepa, Tpénel va potnoete
TOV Y10TPO GOg £0v BEAETE VOl P OLUOTOWCETE £VA PAPLAKO TOV TEPLEYEL SOUTEPLOOV YOl TN
Oepomeio ¢ vavtiog karn tov guétov. H Begpameia yia tn vovtio 1 Tov €ueTo pe tétola
eappaka, Tatoypova e to Bosulif, umopei va 0dnynoet oe peyolvtepo Kivouvo eppavionc
EMKIVOLVOV KAPIOKOV appuiidv.

av vroQEépeTe and mwpofajporta awpoppayios. Evnuepoote Tov yiotpd cog oV ToPOVGLAGETE
OTOLOONTTOTE OO TO, TUPUKAT® OMUEID KO CUUTTOUATO, OTTMG LT PLCIOAOYIKY| Oloppayic N
LOA®TEG (LEAOVIEG) Y®PIG VO VTTAPYEL TPAVUATIGUOG,

av £yete hoipwén. Evnuepdote tov y1atpd oog av TapovcldceTe omolodNToTe amd Ta,
TOPOKATO GNUEIN KOl GUUTTOUOTO, OTMG TVPETO, TPOPANLOTO GTO 0VPO, OTMG TEOVEO KATA
Vv 00PN oM, VE ELEAEVIEN Pxa 1] TOVOAGLLOV.

av £YETE KOTUKPATN G VYPAV. EvnuepmaoTte ToV Y10Tpd GOg 0V TOPOVCIAGETE OTOLNONTOTE Ao
TOL TOPAKATO CNUEIN KOl GUUTTMOUOTO KATAKPATNONG VYP®V, KATd TN dtdpkela g Oepaneiog pe
Bosulif, 0nmg oidnua tov actpaydlmv, Tov dKpov moddg 1} ToL KAT® AKpov, SUGKOAIN GTNV
avamvor], Dopaxikd Tovo 1 Prixe (v Td pmopel vo, amoteAoVV GNUELN KATAKPATNONG VYPDV
OTOVG TVEVUOVEG 1) oToV BdpoKa).

av £YeTe Kopowoka wpofinuata. Evnuepoote tov ylotpd cog av £xete Kapdlokn dtaTopoyn,
Omwg appuduieg N Un ELGIOAOYIKE NAEKTPIKG oNpaTo Tov ovopdlovtol “TapidTacT) ToV
dwotnuatog QT”. Avtd etvan Tavta onpavtikd, ahdd Wiaitepa edv epeavilete cuyvi M
TOPOTETAUEVT] O1APPOLL, OTMS TEPTYPAPETUL TOPATAV®. AV Mmobuunoete (ammAgia
ouvveidnong) N €xete akavovioTo Kopdlakd pubud, katd t odpketa g Oepanciog pe Bosulif,
EVILEPMOTE TOV YATPO GOG AUECHOS, KAOMG avTd pmopel va amotelel onueio coPapng
Kapdtomadeiag.

av 6ag £(0VV TTEL 6T £YETE TPOPApaTa pPE TOVS VEQPOUS 6ag. Eviuepdote Tov yiotpd cog av
OVPEITE 1O GLYVE KOl TOPAYETE PLEYOADTEPES TOGOTNTEC OVOLYTOYPOUMDY OVP®V T} OV OLPELTE
MYOTEPO GLUYVE KOl TOPAYETE WKPOTEPEG TOGOTNTEG GKOVPOYPOU®DY 0Vp®V. Emiong,
EVNLEPMOTE TOV Y1ATPO Gag av Ybvete Bapog 1 €6v TPNGTOHY T TOSL, Ol ASTPAYAAOL, TO KATW
aKpoa, To xépto 1 T0 TPOSMONTO GG,

€av giyote Toté 1] propel va £xete TOPO Loipwén andé naatitida B. Avtd cupPaivel emeion
10 Bosulif 6o propotvoe va 0dnynocel o enavevepyonoinon g nratitidog B, n onola pmwopet va
amoPei Bavatneopog oe oplopéveg mepittooels. Ot acOeveic Oa e€etalovtan TpooekTikd omd
ToV Y1Tpd TOLG Yol evOgi&elg anTtnc T Aoipméne Tpv amd v Evapén g Depomeiog.

av £yete 1) eiyote Tpofrqpote 6to TaAYKpeas. Evnuepdote Tov YloTpd GOC 0V TOPOVGLAGETE
KotMakd Tovo N duceopia.

OV ERQAVICETE 0TOL00NTTOTE OO AVTA TA CLUATONATA: GOPapd deppaTKd e&avOqpaTa.
Evnuepdote tov yuotpd 60G oV TapOVGIACETE OTOOONTOTE OO TO TAPAKAT® CTLEID KOt
CUUTTOUOTO ETMOVVOL pLOPOD 1 TOPEVPOELBOVG e&avONUATOG TOV e€UmMADVETOL KO apyicovV
va gupaviCovrol pAVKTAVES (POVoKAAES) Ko/ dAlec PAdPec oTovg BAevvoydvoug (TT.y. oToOU
Kot yeidn).
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- OV TOPUTIP|GETE OTOLOONTOTE OO AVTH TO CUUTTONOTA: TOVO 6TA TAEVPA COG, AiNLO OTO.
ovpa 1M pELOpEV TocoTNTA 0Vp®V. OTOV 1) VOoOG GOG £lvar TOAD cofapt), 0 OPYUVIGUOG GOG
umopel va unv givai o€ 0éomn vo, amoPdidel OAeg TIG dypnOTEG OVGIEC TOV TPOKHTTOLY ATTO TO
0GvaTo TOV KOPKIVIKOV KOTTAP®OV. AVTO OVOUALETAL GUVOPOUO ADOTG TOV GYKOV Kol UTOPEL VoL
TPOKOAECEL VEQPIKT aVETAPKELD KoL Kopdlakd TpofAnpata viog 48 wpmv and TNy Tpdt d00T
tov Bosulif. O yiatpdg cog etvar evipepog Yo To €5eyOUEVO aVTO Kal TOUVOV VoL S10GPAAITEL
OT1 €loTE EMUPKDS EVLOATOUEVOL, KOODE KOl VOL GG YOPNYNOEL QOPLLOKE Y10, VO OTOTPEYEL TV
ELOAVIGT] TOV.

Ipoctacio and Tov nioe/UV

Evdéyetar va yivete o evaicOnrtotl otov fAto i v aktvoforic UV evd Aapfdvete focovtivipm.
Eival onpoavtikd va kaAdntete meployég Tov SEPUATOG OV eKTIOEVTAL GTO NAIKO PMG Kot VoL
YPNOWTOTOLEITE AVTINALOKO [E DYNAO dgiktn mpootaciog (SPF).

Howowd kan £pnpor
To Bosulif 6ev cuvietdrat yio xpion o€ dtopa nAkiog Kot tov 18 etdv. Avtd 10 edppaKo dev Exet
ueietnOei o mad1d Kot gprfoug.

Alro pappoxka ko Bosulif

Evnuepdote Tov y1atpd 1| TOV @opUaKomTold cag edv maipvete, £xete TPOGPOTA TAPEL 1] UTopel vol
TOPETE AALD PAPLOKO, KOO KoL QLT TTOV OgV oag Exovv xopnynOel ue cuvtayn, Prrapiveg Kot
euTIKa papuaka. Kanow pappoka propodv va ennpedoovy ta enineda tov Bosulif 610 cdpa coc.
O TPETEL VO, EVIULEPDGETE TOV YITPO GaG oV AAUPAVETE PAPLLOKO TOV TEPIEXOVY OPACTIKES OVGIES,
OGS VTG TTOL TAPATIOEVTOL TOPAKAT®:

Or ax6rov0eg dpacTiKéS 0VGieg pmopel va avENGOVY TOV KivOuvo ELQPAvIcN avemBuunTov

EvePYEL®V OV oyeTilovTon pne 10 Bosulif:

- ketokovalOAn, 1tpakovaloin, Popikovaldin, TocakovaloAn kot pAovkovaloin,
YPNOYOTO0VVTOL Yio T Bepameio LUKNTIONCIKOV AOIUDEEDV.

- KAapiOpopvkivn, teMBpopvkivn, epudpopvkivy Kot cuTpo@AEacivr, ¥PNCILOTOIOVVTAL Y1, T
Oepomeio Paktnplokdv Aounéemy.

- vepaloddvn, yprolLonoteitar yio tn Oepameio tng kaTtdabOAyng.

- UTEPPAdIAT, SATIaCENN Kot Pepamaptiin, ¥PNOLOTOIOVVTOL Y1 TN HEIOT) TNG OPTNPLOKNG
mieonc o€ ATopa [Le VYNAN apTNPLOKY| TTiEoT).

- prrovafipn, Aomvafipn/prrovafipn, vowvafipn, verpvaPipn, cakovwvaBipn, atalavafipn,
aumpevaPipn, pocoumpevafipn Kot dapovvaPipn, xpnoyorolovvtal yio T Bepamneio Tov 100
¢ avOpomvng avocoaverapkelag (HIV)/AIDS.

- umocenpePipn kot terampePipn, ypnoponotovvtat yio tn Oepaneio e nratitidog C.

- OTTPETITAVTY], (PTCLOTOLEITAL Y10 TV TPOANYT KoL TOV EAEYYO TNG VavTiog (Tdong yio EUETO)
KOl TOL EUETOV.

- woTvipsn, ypnoponoteiton yio ™ Ogpaneio evog TOTOL Agvyoupiog.

- kplotivipmn, ypnoonoteital yo T Oepaneio evOg TOTOL KOPKIVOV TOV TVELHLOV, TTOV
ovoudCeTOL Un PIKPOKLTTOPLKOG KOPKIVOG TOV TVEDLLOVAL.

O 0Kk610V0£S dPUGTIKES OVGIES HTOPEL VU LELOGOVY TNV ATOTEAECLATIKOTNTO TOV Bosulif:

- pLoapmikivn, ypnoonoteitol yio t Oepamneio TG euuaTi®onG.

- eowvotoivn kot kapPaualenivn, ypnotporotodvtat yio T Oepameio ¢ emAnyiog.

- Bolevtavn, ypnolpomoleital yio T HEi®mON TS VYNANG OPTNPLOKNG TEGNG GTOVG TVEDLLOVES
(VTEPTOOT) TVEVHOVIKNG OPTNPLOG).

- VOQKIAAIVY, £va avTIBloTikd mov ypnoipomoteiton yio ) Oepaneio Paktnplakdv Aoiuméemy.

- St. John’s Wort 1 Balcapoyopto (€va uTIKO GKELUGLO, TTOV XOPNYEITOL YOPIC GUVTUYT
YwTpoD), yprnoyomoteiton yiao tn Oepameio g KaTdOAymC.

- eafipévin kot etpaPipivn, ypnoomorovvtar yio tn Oepaneio tov HIV Aoudéewv/AIDS.

- LOSOPIVIAT), ¥pNolpuomoteiTal Yio T Oepaneio oplopévey TOTOV daTAPUYDYV TOL VITVOV.

Avtd to pdppoko Bo Tpémel va amopehyovtal katd T ddpketo TG Oepaneiog cog pe Bosulif. Av
TOIPVETE KATO0 0O aVTA, EVIUEPDGETE TOV Y1oTpd 60G. O yloTpdg cog pmopel va, aArdtetl T doom

54



TOV GUYKEKPILEVOV QAPUAK®V, Vo aAldEel T d0om Tov Bosulif 1§ va cag yopnynoet kdmoto GAio
QAP LLOKO.

Ov ak0hov0EC dPUCTIKEG 0VOIES PUTOPEL VO EANPEAGOVY TOV KOPOLOKO pLONOS:

- ap10d0pOVI), S160TVPALLIdT, TPOKATVOUION, KIVISTVY KOl GOTOAOAN, XPTCLLOTOIOVVTOL Y10 TN
Oepameio KOPIOKNG SLOTOPAYNS.

- yAopokivn, ahoeavtpivn, -ypnoiuomolovvtal yio T Oepameia tng eAovoaciag.

- KAapBpopvkivn kKot po&upro&acivn, aviiplotikd mov ypnoyomolovvtal yio T Oepamneio
BoakTnplokdv Aouméemy.

- AOTEPIOOAN, XPNOILOTIOIELTAL Y10, T OEpameia, YUuYWOOIKNEC VOGO, OTT®S oylloppEévela.

- doumepdovn, ypnoomoteitat yio tn Oepameio tng vavtiog Kot Tov EUEToV N T dEyepon
TOPOYOYNG UNTPIKOV YOAOKTOG,

- uebadovn, ypnoyLonoteital yio tn Oepameio Tov TOVOL.

Avtd To pappoka Tpénel va Aappdvovtot e Tpocoyn katd T ddpketa tng Oepaneiog cog pe Bosulif.
Av Taipvete 0TO100MTTOTE OO AVTA, EVIUEPDOTE TOV YIUTPO GUG.

Ta edppoxa Tov avapépovtal €d® mhavov va unv etvar To udvo Tov Bo propodoay va
aAniemidpacovv pe to Bosulif.

To Bosulif pe Tpoen ka1 7otod
Mnyv népete o Bosulif pali pe ppovto 1 yuopod ykpémppovut, kKabng propei va avénbei o kivovvog
EUQAVIONG AVETIHOUNTOV EVEPYEILDV.

Kinon, Onkoopoc ko yovipétnra

To Bosulif 6ev mpémel va ypnoomoteitan Katd T StdpKeLR TNG EYKVUOGVUVNG, EKTOG €0V £IVOL GAPAOG
amopaitnrto, enelon to Bosulif uropei va mpokarécel BAaPeg oTo ayévvnTo pmpo. Zntnote )
cupPovAn Tov Yatpob oag mpty mhpete o Bosulif edv eiote | umopel va peivete €ykvog.

Ot yvvaikeg mov Aappdvovv to Bosulif 6o cuopfoviedovtal vo xpnotuomoloby amoTeEAECUATIKN
AVTIGGVLAN YN Katd TN dtapkela g Oepameiog Kot yio TovAdytotov 1 ufpva petd v televtaio d6om. O
éUeTOoc M 1 S1appola PUTOPEL VL LELOGOVY TNV OTOTEAEGLOTIKOTITO TOV OO GTOLOTOC
OVTIGUAANTITIK®V.

Yrdpyetr kivovvog n Oepamneia pe to Bosulif va odnynoet o€ petwpévn yovipdtnto Kot pmopet va
embopeite va avalnrnoete copPfovn, oyeTikd pe T eOAAEN oméppotog Tpv Eekivioet 1 Bepamneia.

Av Onhalete, evnuepmote Tov Yiatpo cag. Mnv OnAdlete katd ) ddpketa g Oeponeiog e Bosulif,
kaOdc pmopet va mpokAnBovv PAGPeg oto popd cog.

001ynon Ko YEPIGUOS PN YOV RATOV

Av viooete (aAn, Exete BoAn opaon M aicbavbeite aocvuvnBioTn KovpaoT, UV 0dNYeiTe Kat U
yepileote pnyovnuoTo, LEYPL Vo, VTOYMPCGOLY 01 GUYKEKPIUEVEG AVETIHOUNTEG EVEPYELEC.

To Bosulif mepiéyer vatpro

To papuaxo avtd mepiéyet Aryodtepo amd 1 mmol vatpiov (23 mg) avd diokio tov 100 mg, 400 mg 1
500 mg, ivor antd mov ovoudlovpe «eAevBepo vatpiovy.

3. &g vo tapete 1o Bosulif

[Tédvtote va maipvete To PAPLOKO CVTO ALGTNPE COUPOVE, LE TIG 0dNYieg TOV Y1oTpo cag. Edv £yete
ap@BoAec, pMTACTE TOV Y1OTPO 1) TOV PUPLOKOTOLO GOG.

To Bosulif Oa 6oc 10 cuvtayoypagpioel LOVO YIOTPOG LUE EUTEPIO GE PAPLLOKD Y10, TNV OVTIUETOTION
™G AEVYOLLOG.
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A6o1 KoL TPOTOG JOP1YNOoNS

H ocvvietopevn d6on eivar 400 mg pia opd nuepnoing yio acbeveig pe veodwyvooheioa XMA. H
ocuvvietouevn 6o6on eivar 500 mg pia opd nuepnoing Yo acbeveis yia TOVG 0TOIOVE TPOTYOLUEVA,
eappoaka yo tn Oepameio tng XMA gite dev elyav dpdoet ite dev oy KATAAANAQ. L€ TEPITTM®GN TOL
éxete pétpa 1 coPapd TPOPANLOTA LE TOVG VEPPOVS GAG, O YIOTPOG oag Bo Gag HEIDTEL TN 6001 KOTA
100 mg pia @opd v nuépa, yro péTpla TpofAnuata kot katd eximAéov 100 mg pia popd Ty nuépa,
v cofapd tpofinuata. O yTpdc cog UTopel va TpocapUOGEL T 00GT XPTCLULOTOIMVTOS TO, JoKio
tov 100 mg, avidloya pe Tig TaNCELG TOL £XETE, TNV AVTATOKPION caG 0T Bepameio Ko/ TV
OmOLOdONTOTE avemBuUN TN EVEPYELR TOL Umopel va gppavicete. Na AapPaverte to(a) diokio(a) pio
@opa TV Nuépa pe eayntd. No katarnivete to(a) diokio(a) oAdKANpo(a), pe vepo.

Edv napete peyardtepn 06on Bosulif amé v kavovik

Av mapete katd AdOog meprocdTepa dickio Bosulif | vynAdtepn d6om amd avty mov ypeldleots,
EMKOWVMOVNOTE QUECHS LLE EVOV YIUTPO Y10 Vo 60 GLPovAedGEL. AV elvarn duvatd, deiéte G6ToV YoTpo
TN GLGKELOGIN 1] TO POV POALO 00N YIOV. MTOpEl VoL YPELOGTEITE 1TPIKT TOpaKOAOVOTON.

Edv Eeydoete vo mapete To Bosulif

Edv mapoireiyete pio 66om yio Ayotepeg amd 12 mpeg, mhpte T cvuviotdpevn d6on. Edv mapaieiyete
pio do6om Yo mepLocoTePEG amo 12 mpeg, mapte TNV EMOUEVT OGN Gag, TN cuVNOIGUEVT Opa, TNV
EMOUEVT MULEPQL.

Mnyv whpeTe SITAY 6OOT Y10, VO OVATANPOGETE Ta. O10Kia oV EEYoaTE.

Edav ctapatiocsere va naipvere 1o Bosulif

Mnyv otapathoete va maipvete to Bosulif, extdc edv 6oc 10 cLGTNGEL 0 Y1IUTPOG GaG. AV deV Lmopeite
VO TAPETE TO PAPLOKO GUUPMOVE, LLE TIG 0OMYIES TOV YLOTpov Gag N aicBdveote Ot dev 10 Ypeldlecte
TAEOV, EMKOWVOVIOTE AUECHOG LE TOV YIOTPO GOG.

Edv éxete mepiocdtepeg pMTNCELG GYETIKA LLE T YPNOT) AVTOV TOL PUPUAKOV, POTIGTE TOV Y10TPO 1)
TOV POPUAKOTOL0 GOG.

4. MBavéc avemBOuNTES EVEPYELEG

Onwg 6Aa ToL EAPUOKE, £TGL KL GVTO TO QAPUOKO LTOPEL VO TPOKAAEGEL AVETIOVUNTES EVEPYELEC, OV
Kot 6gv Topovclalovtal 6€ OAOVG TOVG AvOpMOTOLG,.

[Ipénel vo eXKOVOVIOETE GUESMG LUE TOV YIUTPO GOC, OV EUPOVICETE OTOLUONTOTE Od TG AKOAOVOEG
ocoPapéc avemBounteg evépyeteg (PA. emiong mapdypago 2 «Ti mpénet va yvopilete mpv Tapete T0
Bosulify»):

Ayatoroyikéc dwntapayis: Evnuepmote apéomg tov yiatpd oag av EUPAVICETE 0TO100NTOTE Ao
OVTA TO CUUTTMOUOTOL: OHOPPAYic, TUPETO 1) EVKOATN dNIOLPYIN LOADT®V (LeAAVIES) (Umopel va
VILAPYOVV SLATAPAYES TOV QUUOTOINTIKOD 1) TOV AEUPIKOD GLGTILLOTOG).

Hrotikég owatapayés: Evnuepoote apéome Tov Yotpo 6oc oV ERPAVIGETE OTOI0ONTOTE OO ALTA TA
CUUTTOUOTO: POyOVPO, KITPIVIGUO TOV HATIDV 1) TOV SEPLATOG, GKOVPOYPMLLO. 0VPE, KOL TOVO 1)
ducpopia 6To TGV de&l TUALLOL TN TEPLOYNS TOV GTOUGYOV T} TVPETO.

Yropayikéc/yaotpevrepikég owatapayés: Evnuepmaote tov y1atpd cog av EPPaviceTe TOVO 6T
oToudyt, aictnua Kavoov (Kaobpa) 6To GTOpdYL, O1GpPOol, SVGKOIAOTNTA, VOUTiH 1] EUETO.

Kapowoka mpopinpata: Evnuepdote Tov y1atpd oag av £XETE KOPIIUKESG dLOTAPOYES, OTWOS U
(VOIOAOYIKA NAEKTPIKE GIUATA TOV ovopalovtal “mapdtoct tov daotiuatog QT 1 av
Mrobuunoete (ammAglo GLUVEIBNOTG) N EYETE AKUVOVIGTO KOPILKO puOud, Kotd T ddpKeLol TG
Oepoaneiog pe Bosulif.
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Enravevepyomoinon g nratitidoag B. Enovepodvion (eravevepyomoinon) tng Aoipméng and
nratitwa B, 6tav giyate nratitida B o1o mopeAfov (o nrotikn Aoipmén).

YoPapic deppoTiké avtTiopacels. Evnuepmote auécmg Tov yloTpd Goc oV EUQOVICETE OTOI00NTOTE
O7tO OVTA TO CLUTTOUATO: ETMOVVO £pVBPO 1 TOPPVPOEES EEAVON LA TOL eEamAmVETOL Kot apyicovV
va gupaviCovror pAvKTaVES (PoVoKAAES) Kau1 dAdes PAaPec oTovg fAevvoydvoug (TT.y. oToU Kot

¥eiAN).
Ot avemBOunteg evépyeteg Tov Bosulif punopei va meptrapupdavouv:

IMoAd ovyvég avemBOuNTES EVEPYEIES (NTTOPEL VO ETNPEdGOVY TTEPLGGHTEPOVS 0t 1 GTOVG

10 avOp@OmTOVC):

- peimon Tov aptBpod TV APOTETOAM®Y, TOV £PLOPOV AULOCPUIPI®Y KA TOV 0VOETEPOPIA®Y
(evOg TOTTOL AEVKMV OLLOGEULPIOV).

- d1dppoto., EPETOG, TOVOC GTO GTOUAYL, VAVTIOL.

- TOPETOS, TPNEWO GTa ¥EPLO, 6T TOSL 1) GTO TPOGMOTO, KOTMGT], advvapia.

- AOTU®EN TOL AVOTVEVGTIKOV GUGTHUATOG,

- pvoeapvyyiTda.

- petaforég otic e€etdoeig aipartog yio va damiotmel av to Bosulif ennpedlet To map kovn to
TAYKPEAS GOC, TOVG VEQPOVC.

- peioon g opedne.

- TOVOC 6TIS aPpOPOOELS, 0GPLUAYIA.

- TOVOKEPOAOC.

- deppoTikd eEavOnpa Le payovpa Kaun YEVIKEDUEVO depUaTIKO eEAvON L.

- Prixas.

- SVGKOAIL TNV OVATTVOT).

- aicOnon aotddeiag (LaAn).

- VYPO GTOVG TVELLOVES (VTTELMKOTIKT GLALOYN).

- Qayovpa.

Yuyvéc avemBOunTeg evépyeieg (nmopei va exnpedoovy é0g 1 otovg 10 avlpdmovg):

- YOUNAOG aplBpog Aevk®Vv apoceaipiny (Aevkorevia).

- epediondg oto otopdyt (Yootpitida), arpoppayio GTOUA 0L 1) EVIEPOL.

- ndvog 010 otnfog, TOvoC.

- to&kn PAAPT 6TO HITOP, U PLGIOAOYIKT NTATIKY AELTOVPYiO, GVUTEPIAAUPAVOUEVNS TG
NTATIKNG SloTaporyns.

- Aoiuwén tov Tvedpova (Tvevpovia), ypinmn, Bpoyyitido.

- draTopayn Tov Kopdlakol pviuov, wov tpodiabitel oe Amobupia, {aAN Kot aicOnua ToAudV.

- avENOT TNG aPTNPLOKNG TTEONG.

- VYNAG enineda KoAiov 6To aipol, YOUNAG ETITESN POCPOPOL GTO OifL0, CTUOVTIKY] OTOAELL
COUATIKOV VYOV (AQLIAT®ON).

- TOVOG GTOVG HOEG.

- datapayn g aicOnong g yevong (dvoyevoia).

- o&eia veQpikn avemdpKeLo, VEQPPIKN AVETGPKELD, VEQPPIKT dSuGAELTOVPYia.

- VYPO YOp® amd TNV Kapdld (Tepucopdiokn cuAloyn).

- Bountd ota avtid (EUPoLg).

- Kvid®om, aKur.

- avtidpaon and pwtogvoictnoia (evaicnoia otig aktiveg UV and Tov A10 Kot GAAES TNYEG
PMTOG).

- oAAepYIKn avTidpoon).

- VIEPPOAIKA VYNAN APTNPLOKT TLEST] GTIG TVELLOVIKEG apTNPieg (TVEVUOVIKT VITEPTACT).

- o&eia pleypovn tov moykpéatog (o&eio maykpeoTitidon).

- OVOTTVEVOTIKT] OVETAPKELQ.

Oy ovyvég avemBopnteg evépyereg (umopei va emnpedcovy £mg 1 atovg 100 avlpomovg):
- TUPETOC, GLVOOEVOUEVOS O YAUNAD AP0 AEVKDV AUOGPaLpi®V (eUmbpetr 0vdETEPOTTEVINL).
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BAGPN oto Nmap.

e TIKN Yo T (N 0AAEPYIKN avTiopaoT (VAPLANKTIKO GOK).

U1 PLOLOAOYIKT] GLGGMPEVGT VYPOV GTOVG TVEVUOVEC (0&D TVELUOVIKO 01oTQL).

eEavnua dépuatog.

QAeypov 610 TEPIPANUA TNg Kapdldg (Tepkopditidn)

évtovn pelmon Tov ap1BUoy TV KOKKIOKLTTAP®VY (EVOS THTOV AEVK®V AUOGOAPImY).

cofapn deppatikn drotapayn (ToAdHopPo pvONUQ).

VaUTio, ACYAVIOoLUO, OKOVOVIGTOG KapOlakog TaAUds, HOTKEG Kpaumes, kpion, 00Amon tav ovpmv
Kot KOTOOT) oV oYeTICETOL e U1 PLGIOAOYIKE OTOTEAEGUATO EPYACTNPLOK®V EeTdoemv (LVYNAX
eminedo KaAiov, ovpikoD 0EE0C Kol POOPOPOL Kl YoUNAG enineda aoPecTiov 6TO aijLn) TOV
Uropohy va 0dNYNcovV 6 HETAPOAES TNG VEQPIKNG Agttovpyiag Kot o&gia veppikn avendpKelo —
(Zvvdpopo Avong Oykov (TLS)).

Mn yvoo1ég (] ovyvoTTa d8v pmopel va ekTiun0ei pe Baon Ta Srabéopna dedopéva):

ocofapn depuatikn dwotapayn (cvvdpouo Stevens-Johnson, to&ikn emdepuikn vekporvon),
OQEIMOLEVT] GE OAAEPYIKN AVTIOPACT], ATOPOALOMTIKO (AEMOMDIESG, AMOAETIOTIKO) eEAVON QL.
Awgpeon vevpovomdfeia (dtatapayég Tov TPOKAAOHY OVAEG GTOVG TVEDHOVEG): OTIC EVOEIEELS
neptropPavovral fryag, SLGKOALN GTNV AVOTVOT), ETOIVV AVATVO.

Ava@opd avemOOunTOV EVEPYELDV

Edv mapoatnprioete Kamowo avemBOUNTN EVEPYELD, EVIUEPDOTE TOV YIATPO, TOV PAPUAKOTOLO 1] TOV/TNV
VOGOKOWO 00G. AVTO 1oy0eL Kot Y10, kKAOe mhovn avemBounTn evépyela Tov dev avVaPEPETAL GTO TOPOV
QOALO OOMYIDV YprionG. Mropeite emiong va avapépete avemBounteg evépyeleg omevdeiag, LG TOL
€0VIKOU GLGTNUATOG AVOPOPAS TOV avaypapeTal 6To [lapdpmmua V. Mécm g avapopdg
AVETOVUNTOV EVEPYELDV UTOPEITE VO PonBNCETE GTN GLALOYT| TEPIGGOTEPWOV TANPOPOPLOV GYETIKA
LE TNV ACQPAAELN TOV TAPOVTOG PUPIAKOV.

6.

o va puiaocoete To Bosulif

To @dpparo avtd TPETEL VoL PLAAGGETOL GE LEPT) TOV dEV TO PAETOVVY KoL OV TO POAVOLY T
Tod1a.

Noa un xpNoIOTOIEITE AVTO TO PAPLAKO UETE TNV NUEPOUNVID ANENG TOV AVOPEPETAL GTNV
KOyEAN kot oto kovuti uetd ™ “AHEH”, “EXP”. H nuepounvia Anéng etvor ) teAevtaio nuépa
TOV UNVA TOV OVOPEPETOL EKEL.

To @apuaxo avtod dev amortel Wiaitepeg cuvOnkeg OAAENG.

Na pn yp1oYLoTolEiTe 0LTO TO PAPLOKO EAV TOPATPNCETE OTL 1] GLCKELAGTN TOPOLSLALEL
omotadnmote eHopd 1 paiveral va Exel avoryDel.

Mnv metdite EAPUAKOA GTO VEPD TNG OMOYETELONG 1| OTA OKIAK( amoppitpota. Potiote tov
(OPLOKOTTOLO GOG Y10, TO TAG VO, TETAEETE TAL PAPUAKO, TOL OEV YPTCILOTOLELTE Tl AVTE TOL
pétpa Ba fondnicovv otV Tpootacio Tov TEPPAAAOVTOC.

[epreyépeva TG GVOKEVAGING KOL AOUTEG TAPOPOPIES

T epréyer o Bosulif

H dpaoctikn ovoia givar ) focovtviumn. To extkaivppéva pe Aemntd vuévio diokio Bosulif
dwtiBevton o€ S1APOPES TEPIEKTIKOTNTEG.

Bosulif 100 mg: kéfe emxolvoppévo pe Aemtd vuévio diokio mepiéyel 100 mg Bocovtivipang (g
povohidpikn).

Bosulif 400 mg: kéfe emucoloppévo pe Aemtd vpévio diokio mepiéyel 400 mg BocovTvipmng (g
povotidpikn).

Bosulif 500 mg: kéfe emkoloppévo pe Aertd vuévio diokio mepiéyel 500 mg Bocovtvipang (g
povobidpikn).
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- Ta dAAa cvototikd gival: pikpokpuotailikn| kuttapivy (E460), vatplodyog kpookappuelAholin
(E468), moho&apepég 188, moPdovn (E1201) kot oteatikd payvioro (E470b). H exucdioyn tov
dtokiov wepiEyel ToAvPvoraikooAn, dto&eidio titaviov (E171), molvarbuievoyivkoin 3350,
téAxng (ES53b) ko kitpivo o&gidio compov (E172, yio ta Bosulif 100 mg kot 400 mg) 1
gpuBpo 0&eidio ownpov (E172, yuo ta Bosulif 400 mg kot 500 mg).

Epg@avion tov Bosulif kon wepieyopeva e cvokevaciog

Ta Bosulif 100 mg enucoivppévo pe Aemtd vpévio diokia givat Kitptvov ypoHoToS, MOoEdn,
appikvpta, Ta omoio PEpoVV yopayuévn v évoelln “Pfizer” oty pio mievpd kot “100” otnv GAA.
To Bosulif 100 mg dwatifetar o€ cvuokevacicc kuywéAng (blisters) mov nepiéyovv eite 14 gite

15 emcaivppéva pe Aemtd vuévio dlokio og KouTid tv 28 1 30 extKoAVUUEV®Y e AETTO DUEVIO
dokiov M Tov 112 enucodloppévov pe AeTTo LUEVIO JloKimV.

To Bosulif 400 mg emicoivppévo pe Aemtd vuévio diokio eivol TopTtoKaAl ¥pOUOTOS, MOEWDN,
apeikvpta, To omoio PEpouV yopayuévn Ty évoelln “Pfizer” otn pio mievpd kot “400” otnv GAAT.
To Bosulif 400 mg dwatifetan og cvokevaocieg kuyéAng (blisters) mov nepiéyovv eite 14 gite

15 emkaivppéva pe Aemtd vuévio dlokio og KouTid tv 28 1 30 extKoAVUUEV®Y e AETTO DUEVIO
doxiwv.

Ta Bosulif 500 mg emicoivupévo pe Aemntod vuévio diokia eivat epubpol ypdUATOS, WOEWdN,
apeikvpta, To omoia Pépovy yoapayuévn v Evoelén “Pfizer” otn pio mievpd kot “500” otnv GAAY.
To Bosulif 500 mg dwatifetan og cvokevaocieg kuyéAng (blisters) mov nepiéyovv eite 14 gite

15 emkaivppéva pe Aemtd vuévio dlokio og KouTtid tv 28 1 30 extkKoAVUUEV®Y e AETTO LUEVIO
doxiwv.

Mmopei va unv KuKAOQOpoLY OAEG Ol GUCKEVAGIEC.

Kartoyog Adsrog Kvkhogopiag
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Béhyo

Hopaokevaoctiig

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

Teppovia

INo omoladnmote TANPOPOPic GYETIKE LLE TO TOPOV PAPUOKEVTIKO TPOIOV, TAPAKOAEISTE VO
angvBuvleite otov Tomucd avtimpdswno Tov Katodyov g Adsiag Kuhopopiag:

Belgié / Belgique / Belgien Lietuva
Luxembourg/Luxemburg Pfizer Luxembourg SARL filialas Lietuvoje
Pfizer NV/SA Tel. +370 52 51 4000

Tél/Tel: +32 (0)2 554 62 11

Bbarapus
[ aiizep JTrokcemOypr CAPJI, Kion beirapus
Ten.: +359 2 970 4333

Ceska republika Magyarorszag
Pfizer, spol. s r.0. Pfizer Kft.
Tel.: +420 283 004 111 Tel.: +36-1-488-37-00
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Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutschland
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055 51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EAlLada
Pfizer EAMGG ALE.
TnA: +30 210 6785 800

Espaiia
Pfizer, S.L.
Tél: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 13908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

Island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvmpog
Pfizer EAMGG A.E. (Cyprus Branch)
TnA+357 22 817690

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel.: + 371 670 35 775

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer BV
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel:+48 22 335 61 00

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Roménia
Pfizer Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podro¢ja
farmacevtske dejavnosti, Ljubljana

Tel.: + 386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel.: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh./Tel: +358 (0)9 43 00 40

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: +44 (0) 1304 616161

To mapdév evAro 0dNYLOV YprioNS avadepOnKe Y10 TELEVTAIN POPA OTIG
Aemtopepeic TANPOoPOpieS Yia TO0 PAPLOKO aVTO ivol S1fEGIIES 6TO dIKTLOKO TOTO Tov Evpmmaikod
Opyoviopod ®apudxkmv: http:/ www.ema.europa.eu.
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