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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.

Kapduyyeiokn| tofucdtra

To Bosulif propei vo mpokaiéoet kopdioyyelokn ToEkoTnTa, GCOUTEPIAAUPBOVOUEVNC TG KOPOLOKTG
OVETAPKELOG KOL TOV KUPOLOUKDV IGYUUKOV eTEIG0dimV. To TEPIOTATIKA KOPSIOKNE OVETAPKELNS
eueaviotnioy cuyvotepa o acbeveic mov glyav vtoPAndel oe Tponyovuevn Bepaneio amd 6,11 o€
acBeveic pe veodiayvmabeica XMA kot Tav cuyvotepa oe aobeveis e mpoympnuévn niio 1
TOPAYOVTEG KIVOUVOV, GUUTEPILOUBAVOUEVOL TPONYOVUEVOD LOTPLIKOD 1GTOPIKOD KOPOLUKNG
avendpkelog. To KapdloKa 1oy oK ETEGOOI0 EUPAVIOTNKAV TOCO0 6 0ebeveig oL eiyov AdPet
npornyovpevn Bepaneio 660 Kot og aobeveic pe veodtayvmabeica XMA kat fTav cuyvotep o
ac0eveic e mapayovTeg KIVOUVOL GTEQPAVINING VOGOV, GUUTEPIAUUBAVOUEVOD TOV 1GTOPIKOD JlafN TN,
deiktn palog odpatog HeYaAvtepov amd 30, VTEPTACN G KAl OYYELNKDV SLATUPOYDV.

Ot acBeveig o mpémet vo TopakoAovBodvTal Yio onpeio KOl CUUTTOUOTO TOL GUVASOLV LE KOPOLOKT|
aveTGpKELD, Ko Kopolokn oyoipio kot vo avtipetonilovrol 6nwmg evoeikvotal kKAvika. H
KopdloyyeloKn ToEIKOTNTO UTOPEL ETIONG VO OVTILETOMIOTEL e S1oKomn TG d00TG, HElTT TG 00N
1/kon dlokomn g focovTvipmng.

Kivduvog mpoappubuiogc

"Exer mapatnpnBei mopdtacn tov deotipotog QTc Pdoet avtopaTomouévng UNyoviKng LETPNoNG
yopic cuvurmapyovca appvOuio. H Pocovtivipnn npénel va yopnyeital pe tpocoyn o€ acbeveig pe
16TOp1KO N TPod1abeon yia Tapdtact tov ductipnotog QTc, pe un eAeyyOUeV 1| GNUOVTIKT KOPOLOKN
VOG0 GUUTEPIAAUPAVOUEVOL TOV TPOCPOTOL ELPPAYIATOG TOL LVOKOPII0V, TNG GUUPOPNTIKNG
KOPOLOKNG OVETAPKELNS, TNG aoTafong otnBdyyng 1 ¢ KAk onuavtikig fpadvkapdiag 1 o€
acOeveic ot omoiot AapPdvouy PapUAKELTIKA TPOIOVTA TOV VUL YVMOGTO OTL TAPATEIVOLY TO SIACTNUA
QTc (m.y., avToppLOUIKE EOPUAKEVTIKE TPOTOVTO Kot AAAEC OVGIEG TTOL UTTOPEL VO TAPUTEIVOVY TO
dtotnua QTc [BA. mapdypapog 4.5]). H mapovcio vrokaloipiog kot vropayvnoopiog eivor mhovo
V0L EMLTEIVEL TTEPOLTEPM TN GVYKEKPIUEVN EMIOPAON.

ZuvioTdTo 1 TepaKolovdnon Tov achevav yio Tuyov enidpaoct oto dtdotnua QTc, kabdg kot n
devépyeto evog niextpoxopdioypaprpotog (HKID) avapopdc mpv tnv évapén g Oepaneiog pe
Booovtviumn kot 6mmg evdgikvotor KAvikd. H vrokolopio 1| 1 vropayvnolopio Tpénet va
dtopbmvovTtot TPV amod T YopNYNoN TS POCOVTIVIUANG Kol Vo TapakoAovBohvtal 6 TaKTA
dloTNHATO KOTA TN dtdpkela TG Bepaneiog.

Negpkr) dvoiettovpyia

H ayoyn pe focovtivipmn pmopel va £xel 0 OMOTEAECHO KAVIKA GTUOVTIKT LEIMOT TNG VEQPIKNG
Aertovpyiag oe aoBeveic pe XMA. e acbeveic mov Aappdvovv Oepaneia pe focovtivipmn og KAMVIKEG
ueAéteg €xel mapatnpnbei, pe mv Tapodo Tov ¥poVovL, Uia PEIDMOT TOV EKTIUMUEVOD pLOUOD
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? 670 1 £t0g 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 Elafov
Oepancio pe 500 mg, eppavicov didueon pueimon tov eGFR kotd 9,2 ml/min/1,73 m? oto 1 £tog,

12,0 ml/min/1,73 m? ota 5 étn kot 16,6 ml/min/1,73 m? ota 10 étn yia Toug acdeveic mov
vroParlovtay o Oepameia. Xe npobepamevpuévong acheveic o ypdvia GAoT Kol TPOXWPNUEVOD
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 vrofarrovtay o Oepameio. Xe acleveic pe Ph+ XMA mov giyov tponyovuévmg
avtetoniotel pe 1 1 meprocotepovg TKIs mwov éhafav Oepaneia pe 500 mg, 1 didpeon peimon Tov
eGFR cvykpitikd pe T opyikn tiuf rav 9,2 ml/min/1,73 m? oto 1 érog ko 14,5 ml/min/1,73 m? oto
4 £t 1o Tovg acbeveic mov Ppickovtay Vo Oepamneia.

Eivar onpavtikd va a&roroyeitor n veppikn Aettovpyio tptv and v Evapén g Bepaneiog kot va
TOPOKOAOVOEITAL GTEVA KOTA TN SIAPKELD TN OYOYNG UE POCOVTIVIUTT, UE 1O10{TEPT] TPOGOYN GTOVG



acleveic e Tpobmapyovoa EXPAPLVCT TNG VEPPIKNG AElTovpyiag 1| oTovg acbeveic mov mapovsialovv
TAPAYOVTEG KIVODLVOL Y10 VEQPIKT SUGAEITOVPYiO, CUUTEPIAAUPAVOUEVG TG CLYXOPNYNONS
(QOPLOKEVTIKOV TPOIOVI®V UE VEQPOTOEIKT] dPEoT, OTMC T SLOVPTTIKA, Ol AVAGTOAEIC TOV
petatpentikod eviopov g ayyeloteveivig (MEA), ot oviay®vieTég TV DTodoxEmV g
OYYEIOTEVGIVIG KoL TO [UT] GTEPOEON AVTIQAEYLOVAOOT dppare (MEAD).

e pio peAétn ¢ veppikng duciettovpyiag, 1 £ékbeon otn focovtviumn avéndnke oe dropa pe
pETPLOL Ko GoPaprn veppikn ducAgttovpyia. Zvviotdtol peimon g 06ong o acbeveig pe pétpa 1
cofapn veppikn dvciertovpyia (PA. mapaypdpovg 4.2 kot 5.2).

Ot acbeveic e kpeatvivn opod > 1,5 x ULN amokAeiotnkay amd T1g pekétec g XMA. Bdoet piag
TANOVGLOKTG PAPUOKOKIVITIKNG avaAvonG TapatnpnOnke avéavopevn ékBeon (AUC) og aobeveig
ue pétpla Ko cofapn veppikn duciettovpyio Kotd v Evapén g ay®yng 6To TANIGLO TOV UEAETOV
(BA. mapaypagovg 4.2 ko 5.2).

Ta kKhvikd dedopéva etvar ToAd meproptopéva (n = 3) yia tovg acBeveic pe XMA pe pétpila veppikn
duciettovpyio mov Aaufdavouvv KAtpakovuevn d6on Bocovtvipnng 600 mg.

Aotk QuAn

SOuemva pe TANOVCHIOKES PAPUOKOKIVITIKES AVOADOELS, 01 AGLTeC glyav younAdtepn kdbapon, e
amotéleopa avénuévn éxbeon. Zvvenmg, avtoi ol acbeveig Oa mpénel va mapakolovdovvial oTeEVA Yo
TUYOV OVETIOVUNTEG EVEPYELES, EIOIKA GE TEPITTMOT KMUAKWOONG TG SO0TG.

2oPapéc depuaticés avtidpdoeig

H Booovtwvipnn puropei va endyst coPapés dEpUATIKES AVTIOPAGELS, OTTMG TO ZVVOpoo Stevens-
Johnson kot v To&wr Emdepuixi Nekpoivon. H focovtivipmn Oa mpénet va S10K0TTETOL OPIOTIKA
o€ aobeveig mov mapovacialovy coPapn deppatiKn avtidpact KoTd T didpkeln TG Oepaneiog.

20vopouo ADoNg OYKov

Aoyo ¢ mBavig epedvions ocuvdpopov Avong 6ykov (Tumour Lysis Syndrome, TLS), cuvictdvtot
1 d10pOmon TG KAVIKE GMUAVTIKNG 0pUIATM®ONG KoL 1] AVTILETAOTION TOV DYNADV ETTES®V OLPIKOD
o&éog mpv and v Evapén g focovtivipmng (PA. mapdypapo 4.8).

Enoavevepyonoinon nratitidag B

Enravevepyomoinon g nrotitidag B (HBV) oe acbeveig mov eivat ypdviot popeic avtov tov 100 €xet
enpaviotel petd ) yopynon BCR-ABL TKIs. Opiouéva mepiototikd giyav og amotélecuo ofeia
NTATIKN AVETAPKELD 1) KEPALVOPOLO NIATITION, OONYDVTOG GE UETAUOTYEVOT] NTATOG 1 BavaTneopo
éxPaon.

Ot acBeveic Tpémetl va e€etastovy Y10, Aoipnmén amd tov 10 HBV wpwv amd v évapén e Oepanciog pe
™ Bocsovtwvipnmn. [Ipwv and v évapén g Bepanceiog oe acheveic Tov avTdpovv Betikd otV
oporoyikn aviyvevor tov HBV (cuunepilopfavopévev ekeivav e evepyd voco) kat o€ acbeveig
OeTikovg otn Aoipmén amd tov HBV katd ) didpketa tng Oepomeiog, mpémel va {nnbei n cvufouvin
EIK®V 6TV NItk voco kot T Bepaneia too HBV. Ot gopeig tov HBV o1 omoiot ypnlovv
Oepamneiog pe T focovTivipmn TpENeL Vo TopaKoAOVHOVVTOL GTEVA Y10l ONUELD KOl GUUTTMLOTOL
evepyoL Aoiuwéng amd tov HBV katd tn didpkeia tng Oepomeiag Ko yio apkeToNc URveg LETA T ANEN
¢ Bepoameiog (PBA. Tapdypago 4.8).

dotogvashnoia

H éxbeom oo dueso niakd emg i v vepumodn oktvoPoria (UV) Oa npémel va amopebystol 1 vo
glaylotomoteitan AOY® Tov Kvdvvou pmtogvaiodnoiog oyxetilouevng pe m Bepaneio pe focovtvipmn.
Oa wpénet va dlvovtar 0d1yieg 6TOVG aoOEVEIG VO YPNOUYLOTOIOWV HETPA OTMG TPOGTATEVTIKY|
evovpooia Kol avTimAlokd pe vynAd deiktn Tpoctaciag amd Tov A0 (sun protection factor, SPF).

Avaotoleic Tov kutoypopatog P450 (CYP)3A
[Ipénet va amo@edyetal 1 cuyyopNYNoN TS POCOVTIVIUANG UE 1oYLPOVG 1] LETPLOVG OVUGTOAEIC TOV
CYP3A, kabdc¢ 0o eppavictel avénon g cvykévipmong g focovtiviumne oto mAdopo (BA.
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napdypoeo 4.5).

SVVIGTATOL ] EXAOYN EVOC EVOALOKTIKOD GLYYOPTYOVUEVOL QOPUUKEVTIKOD TPOTOVTOG e KaBOAlov 1
ue edryiotn dvvatotnta avactoAng tov CYP3A, edv etvan duvartd.

Edwv givon avaykaio ) yopnynon evog ioyvpov 1 pétplov avactoréa Tov CYP3A kotd ) didpkela g
Oepoameiog pe focovtivipmn, Oa wpénel va eEetactel To evoeyoOueVo dlakomng e Oepameiog e
Booovtwvipmn N peiwong g 66omg ™G POCOVTIVIUTNG.

Enaywyeic tov CYP3A

O TPETEL VO, ATOPEVYETOL 1] GLYXOPTYNGOT TNG POCOVTIVIUANG LE 1GYXVPOVE N LETPLOVE ETAYMYEIC TOVL
CYP3A, xaBdc Ba eppaviorel peiwon g ocvykévipwong g focovtivipmng oto mhdcpa (BA.
mopdypoeo 4.5).

Enidpaon g tpoorig
Oa TPENEL VAL ATOPEVYOVTOL TO TPOIOVTA OO YKPETPPOLT, GUUTEPIAAUPAVOUEVOD TOV VIOV
YKPEMPPOLT KOl AAADV TPOPOV OV Eivol Yvwoto 0Tt avactéAlovy To CYP3A (BA. mapdypago 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. O1 acOeveic o€ dlaTpoPn pe YounAn TepleKTIKOT T VoTpiov Bo mpémet va
EVNLEPMVOVTOL OTL TO TPOTOV AVTO OVCLOCTIKA Eival «EAevBepO vaTpiovy.

4.5 Almiemopdosig pe GAL0 QUPROUKEVTIKG TPOIOVTO KUl GALES popPEg alinieniopaong

Endpdocig GAOV QOPUOKEVTIKGOV TPOIOVIOV 6Tn FOCoVTIVIUTY

Avoaotoieic tov CYP3A

[Ipénet vo amopedyetal  cuyyopNyNoN TS POCOVTIVIUTNG pEe 1oyvpovg avacTtoieic tov CYP3A
(cvumepiapfovouévav aArd Oyl TEPLOPICUEVOV GE 1TPUKOVALOAT, KETOKOVALOAT, TocaKOVAOAN,
Bopucovaldin, kKhapBpopvkivn, teAdpopvkivr, vepalodovn, LUmeppadin, wdvapipn,
homwvaBipn/pirovaBipn, vehpwvafipn, pitovaPipn, cakovwvafipn, urocenpePipn, tehanpePipn, Tov
TPOIOVTOV OO YKPETPPOVT GUUTEPTAAUPAVOUEVOL TOV YULOV YKPEITPPOVT) 1 HETPLOVG OLVOGTOAEIS
tov CYP3A (cuunepiropfovouévav oAl Oyt TePOPIcUEVOV GE PAOVKOVALOAT, GuTpo@lo&acivn,
gpvbpopvkivn, dktialéun, Pepamapiin, aurpevaPipn, atalavafipn, dapovvafipn/prrovaipn,
QooauTPEVAPipT, OTPETLTAVTY), KPLOTVIURY, atviumn), kabdg O eppaviotel avénon g
OLYKEVTPMONG TNG PocovTviumng 6to TAdcua.

2UVIGTATOL TPOGOYT KATA TN GLYXop1yNon MoV avactoié®v Tov CYP3A pe Bocovtvipmn.

SVVIGTATOL ] EXAOYN EVOC EVOALOKTIKOD GLYYOPTYOVUEVOL QOPUUKEVTIKOD TPOTOVTOG e KaBolov 1
eMdyotn dvvatotnto avactodng tov évivpov CYP3A, edv givar duvarto.

Edwv givar avaykaio n yopnynon evog ioyvpod 1 uétpiov avactorén tov CYP3A kotd ) didpkeio TG
Oepaneiog pe focovtivipmn, TpEnet va EETACTEL TO EVOEXOUEVO dLOKOTNG TNG Oepameiog pe
Booovtwvipmn N peiwong g 66omg ™G POGOVTIVIUTNG.

e pia pelém ue 24 vy atopo oto omoio cuyyopnynOnkav 5 nuepnoteg d6celg Twv 400 mg
ketokovalOoAng (evog woyvpov avactoréa tov CYP3A) pe pio epdmal 66om twv 100 mg
Booovtviumng v cvvinkeg vnoteiog, 1 ketokovaloAn avénoce ™ Cmax TS PocovTivipmng Katd 5,2
eopéc kar v AUC ¢ focovtivipmng oto mhaoua katd 8,6 pOpEc, o€ GUYKPLON UE TN YOPNYNON TNG
Booovtwvipmng povo.

e wo pedét pe 20 vy dtopo ot omoia cuyyopnynOnkay pio draf 66om 125 mg anpemitdvng
(evog pétprov avactorén tov CYP3A) pe pio drag 66om 500 mg focovtvipmng vmd cuvOnKeg
oltiong, n anpemraven oOENSE T Crax TNG Pocovtvipmng katd 1,5 opd kot v AUC ¢



Booovtwvipnng oto TAdopa Katd 2,0 popég, o cUYKPLOT LE TN XOPNYNOT TG BOCOVTIVIUTNG HOVO.

Eraywyeic too CYP3A

O, TPETEL VO, ATOPEVYETAL 1) GLYXOPTYNOT TNG POCOVTIVIUANG UE 1oYVPOovE enaywyeic Tov CYP3A
[copmeprlapPavopévey alld Oyl TEPLOPICUEVOVY o8 KOPPopalenivn, avoToivr, pLoapumikivn,
Baioapoyopto (St. John’s Wort)] 1 pétplovg enaymyeic tov CYP3A (cvunepiiapfovopévav aild oyt
nmepopopuévev o Boleviavn, epaPipivin, etpafipivn, podaeviin, vaekiliivn), kabog 0o eppavictel
peimon g ovuykévipwong g focovTvipmng oto TAGGHA.

Baoet g ueyding peioong g éxbeong ot focovtviumn mov onpetmOnke KaTd TN GLYXoPYNoN
™G BocovTvViUmNG He Proaumikiv, 1 avénon g 60ong TG POGOVTIVIUANG KOTA TN CLYYOPNYNOT TOL
LE 1ovpovg 1 pETPLovg emaywyeic Tov CYP3A dev givor mBavo va avtioTabuicst enapkaog v
ammAgln TG £kBeonc.

Amaiteitol Tpocoyn Katd T cuyyopnynon Nriev enaywyéwv tov CYP3A pe Bocovtvipmn.

Metd, ) ovyyoprynon anaé doomng focovtviumng pe 6 nuepnoteg 66celg Tov 600 mg prpoumikivig o
24 vym dropa og katdotaor oitiong, 1 €kBeon (Cmax kot AUC oto mAdopa) otn focovTivipnn
pewndnike og 14% xon 6%, avtiototya, oe oy€on UE TIG TYEG TOL TapaTNPNONKAY KATd T
povofepameio, pe focovtvipmn 500 mg.

Avaoroleic avilios npwrtoviwv (Proton pump inhibitors, PPls)

Amarteitar Tpocoyn Kotad T cvyyopnynon g PPIsb pe PPIs. Ta avtid&va Bpayeiag opdong Oa
npénel vo, eetdloviol o¢ evarlaktikn Oegpamneio Evavtt tov PPIs, evd mpénetl va dtoywpilovral ot
MpEeG yopnynong g Pocovtvipmng kot Tov avtioEvev (dni., n focovtvipmn vo Aapfdavetol o Tpmi
Kot o ovTioEva To Bpdidv), 0mote avtd ivar duvatd. H Bosovtivipmn mapovcialet eEaptodpevn omd
to pH vdarodiaivtotnra in vitro. Katd ) cuyyopfiynon ana ond otopatog 66ong focovtvipmng
(400 mg) pe moALomAEG ammd TOV GTOHOTOC 800EIS Aavaorpaloing (60 mg) oe pio peAét 24 vyidv
atopmv vrd ovvinkeg vnotelag, 1 Crax Kot 1 AUC g focovtvipmng peiddnkov og 54% ko 74%,
avtioTol(a, 6€ GYE0T UE TIC TIHEG TTOVL TTapaTnPNOnKay 6tav yopnyndnke n pocovtivipmn (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])
V1o 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 amoterécpota TG LEAETNG
VTOSEIKVOOVY OTL ] fOGOVTIVIUTN dEV TAPOVGIALEL KAVIKG ONUUVTIKEG AVOCTOATIKESG EMOPAGELC TNG

P-gp.

Mio. in vitro pelét vmodetkviel 0Tt ivarl amifovo v TapovcIUGTOVY QUPUOKEVTIKES OAANAETIOPAGELS
o€ OepamevTikég 00CEIG MG OMOTELEGLO ETOYMYNG TOV HETOPOAMGHOD TV PapUAK®V TOV gival
vrootpopate twv CYP1A2, CYP2B6, CYP2C9, CYP2C19 ka1 CYP3A4 and ™ Pocovtwvipm.

In vitro peléteg delyvouv 0Tt givar amiBovo Vo TapPOVGLUGTOVY 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 peTapopdg opyavikav avioviav (OATP)1B1, OATP1B3, tov puetapopéa opyavikov
avidvtov (OAT)1, OAT3, tov petagopéa opyavikdv katidvtov (OCT)2 og KMVIKG oNUOVTIKEG
OULYKEVTPMGELS, AALG umopel va £xel T duvatdtnta avactorng s BCRP 6t yaotpeviepiki 086 kot
tov OCT]I.

AvtioppoBuixe popuakevTiKe TIpoiovio. Kol GALEC 0VGIEC TOV UTOPEL Vo, Tapazeivovy to dieoathuo. OT
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H Bocovtwipnn wpénet va ypnoylonoteitar pe Tpocoyn oe aobeveic mov Exovv 1 umopei va
TOPOLCIAcoLY TapdTaot Tov dlaotiuatog QT, cvuneprrapfavopéveov Tov aclevav ekeivov Tov
Aappdvouy ovTioppLOUIKE QOPUOKEVTIKA TPOTOVTH OTMS TV OUt0dapoVY, TNV O1GOTLPAUION, TV
TPOKATVOUION, TNV KIVIGTVT Kot T GOTOAOAN 1 GALN QOPUOKEVTIKE TPOTOVTO TOV EVOEXETOL VO
TPOKOAEGOVV TTOPATaoT TOL dtoThotoc QT Onmg T YAwpokivr, TV adogavtpivn, Tnv
KAoptBpopvkivn, T SoumePdOVN, TNV AAOTEPIOOAT, T LeBadOVN Kot TNV po&ipArosacivn (PA.
mopdypoeo 4.4).

4.6 Tovipétnra, KONON KO Yolovyia

luvaikeg oe avamapaymywn nAkio/AviicAinyn

lMuvaixkeg oe avarapaymywkn nikia Oo Tpénet va cupPovAeboviol va ¥pNCILOTOIOVYV OTOTEAEGUATIKY|
aVTIGVAAN YT KaTd T d1dpKeLn TG Oepomeiog pe focovTivipmn Kot yio TOLAGyIoToV 1 uiva Yetd, tnv
TeEAEVTOIO 0OGT KO VO OTTOPEVYOLV V., LEIVOVY EYKVLEG EVOo® Aaufavouvv Bocovtviumm. EmmAéov, Oa
npémel 1 aobevig va GuPPovAeVETOL OTL O EUETOC 1] 1] SLIPPOLL UTOPEL VO LELDCOVY TNV
OTTOTELECULOATIKOTITO TOV OO TOL GTOUATOG OVTICLAANTTIKGV, EUT0dILoVTAG TNV TANPT AToppOPNoT).

Kvnon

Eivar mepropiopéva to kKAvikd dedopéva GYeTIKA Le T Yp1ion TG POCOVTIVIUTNG GE £YKLES YUVAIKEG.
Meréteg oe {oa katédeiav avamapaywykn to&ikotnto (BA. mapdypago 5.3). H Bocovtviunn dev
TPETEL VO, YPTCLULOTOIEITOL KATA TN S1EPKELD TNG EYKLHOGHVNG KAOMDG Kol 6€ Yuvaikeg Tng
AVOTOPOY®YIKNG NAKIOG ¥@pig TNV XpNoN avIicVAANYNG. Av 1 focovtvipmn ypnoporombel Kotd ™
dldpKeln TG eyKupocvuvng N pia aobevig kotaotel £ykvog evad Aapfdvel focovtivipmn, Tpénet va,
evnuepmOel GYeTIKA e TO dSuVNTIKO Kivouvo Yia To EUPpuo.

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

neAétn g padtoonuacuévne 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 Yia ta OnAalovta Ppéepn. O Onhacuog Tpémet Vo SIUKOTTETOL 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 Aapupdvouy
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 YEIPIGHOV PN UVIILETOV

H Bocovtwvipmn dev éxet kopio 1 £xEl aoUOVTIN EXIOPACT) GTNV IKAVOTITA 0d1YNONG KOl YEPICHOD
punyovnudtev. Qotoco, edv Kanotog acbevig mov Aapupdvel Bocovtvipmn gpeavicet {aAn, Kénwon,
daTopayéc e 0paong 1 GAAEG AVETIOOUNTEG EVEPYEIEG LE EVOEYOUEVO AVTIKTUTTO GTNV IKOVOTNTO
AoPAAODC 001 YNONG KOL YEIPICUOD LUNYOVILATOV, TPETEL VO OTEYEL OO OVTEG TIG OPOCTNPLOTNTES Yio
0G0 J14oTNO ETPEVOVY OL AVETIOOUNTEG EVEPYELEG.

4.8 AvemOopnteg evépyereg

Hepiinyn Tov TPoEik acedAeiog

Yvvoika 1.372 acbeveig pe Aevyopio Elopav tovAdyiotov 1 66om povobepaneiog pe focovtvium.
H dupeon ddpketa Bepaneiog nTov 26,30 piveg (evpog: 0,03 £mg 170,49 punqveg). Ot acbeveic avtol
Nrav gite veodiayvmaeBévteg pe XMA ypdviag paong eite ovOeKTIKOL 1] U1 AVEKTIKOL G€ TTponyovEV
Oepameio yio XMA ypoviog, enttayvvouevng, 1 PAactikng edong ite pe Ph+ o&eia Aeppofractiky
Aevyoupio (OAA). Amd tovg acbeveic avtovg, 268 (apykn 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) Tpoépyovral amd pia perétn @dong 2 o acbeveic
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pe XMA mov dev glyav mpornyovpuévac vtoPAndei o Oepamneia, 570 kot 63 (Odon 2: apykr d6om 500
mg) givor amd Tig 2 peréteg @dong 1/2 o mpobepanevpéveg Ph+ Aevyonpieg kon 163 (apykr d6om 500
mg) mpoépyovtot amd pio pehétn Paong 4 oe acbeveic e XMA mov giyav Tponyovpuévmg vtoPAn et
o€ Oepamneio. H didueon didpkela tng Oepameiog frav 55,1 punveg (evpog: 0,2 £wc 60,05 unqvec),

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

50,0 unveg), avtiototya. Ot avoAdoelg ac@AAelnG cupmeptEAafay dedopuéva amd pa oAokAnpmdeica
UEAETY| EMEKTAOTG.

TovAdyiotov 1 avemBdoun evépyeia omotovdnmote Pabuod to&ikdTog avapipbnke 6Toug

1.349 (98,3%) acBeveic. O1 o cvyvég avemBounTeg evépyeleg mov avapépdnkay yia > 20% tov
acOevav rav dappota (80,4%), vovtia (41,5%), kothaxod aiyoc (35,6%), Opouponevia (34,4%),
éuetoc (33,7%), e&dvOnua (32,8%), avénuévn ALT (28%), avopia (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 ntov OpopPonevia (19,7%),
avénuévn ALT (14,6%), ovdeteponevia (10,6%), ddppora (10,6%), avarpia (10,3%), avénuévn
Mmdon (10,1%), avEnuévn AST (6,7%) kon eEavOnua (5,0%).

Katdioyog avemfountev evepyeldv g LOpOT| TIVOKoL

Ot axoAovBeg avemBOunTec evépyeleg avapépOnkav oe aobevelg oV CUHUETE OV GE KAMVIKEG HEAETEG
¢ focovtvipmng (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,
emrTaLuvoueEVN g N PAACTIKNAG @aong avOeKTIKOT 1| 1N aveKTikol og Tponyoduevn Oepaneio ite pe
Ph+ OAA ot onoiot éhaPav tovAdyiotov 1 66om povobepamneiog pe Bocovtvipmm. Avtég ot
avemBounteg evépyeleg mapovotdlovTal ava 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 éwg < 1/100), omdvieg (= 1/10.000 éwg < 1/1.000), moAd omdvieg (< 1/10.000), un
YVootég (6ev umopohv va ektiunfovv pe Bacn to dabéoiua dedopéva). Evtog kdbe katnyopiog
GLYVOTNTOC EUPAVIOTS, Ol avemOOUNTEG EVEPYELEG TTapatifevTal katd @Oivovsa celpd cofapdmrag.

Mivaxag 2 - AvemBOunteg evépyeres yia T fooovtivipmn

AOUDEELS KO TUPUCITOCELS

[ToAd cuyvéc Aolpumén Tov avamveuaTikob cuaThuatog (cupreptropufavouévne Aoiuméng Tov
KOTMTEPOV AVOTVEVGTIKOD GUGTHLLOTOG, 10YEVOVS AOTUMENG TOV AVOTVEVGTIKOD
GULOTILOTOC, AOTHMENG TOV AVATEPOL AVATVEVGTIKOD GUGTNUATOG, LOYEVOLG
AOTU®ENG TOL AVATEPOV BVOTVELGTIKOD GLGTHLLOTOG), PIVOPAPVYYITION

Yuyvéc [Mvevpovia (coumepriapfovoprévng e GATVING TVELUOVING, TN PAKTNPLOKNAG
TVELLLOVIOG, TNG LUKNTIOGIKNG TVELHOVIOG, TNG VEKPMOTIKNG TVELHOVIOG, TNG
OTPENTOKOKKIKNG TVELUOVING), YPpiman (cupmepthapupavouévng g ypinang
HIN1), Bpoyyitida

Neomhaopata karon0n, kako0n ko pn kebopiopéva (Tepriapfavovtor KUGTELS KOL
TOAVTTOOEC)

Oyt cvyvég | Zovdpopo Abong 6ykov™
AWTapay£S TOL GiPOTOS KOl TOV AEPPIKOD GUGTI|HATOG
[ToAd cuyvéc OpopPonevia (cupmepLapPavopuévov Tov HEIWUEVOL 0p1OUOD AUOTETOA®Y),

0VJETEPOTEVID (GUUTEPTAOUPAVOLEVOD TOL LELOUEVOL OPLOLOD OVOETEPOPIAMV),
avaipio (cVUTEPIACUPBAVOUEVTIS TNG UELMUEVC ALLOCOUPTVIG, TOV LEIOUEVOD
appod epuhupdv apocealpimv)

Yuyvég Agvkomevia (ouureptiapufovopuévon Tov HEIOPEVOD aplfod AEVKOKVTTAP®YV)
Oy ovyvég Eumdpetn ovdetepomevia, KOKKIOKVTTOPOTEVIQ

AWTopoyES TOV GVOGOTOLTIKOD GLUCTHIATOG

Yuyveég Yrepevaicncio 610 eapuaKo

Oyt ouyvég Avaeuroktikn Kataminéio
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Metafolkéc Kol O10TPOPIKES OLATUPAYES

IToAd Guyvéc

Mewouévn 6peén

2uyvE

Apudatmon, vrepkaAlopio (coumeptiapupfavoprévov avénuévon kaAiov aipoTog),
VToQ®SPaTalio (cupmepAauBovouévon LELMUEVOD POGPOPOL OHLLATOS)

Awtapayés Tov

VEVPIKOV GUGTILATOG

IToAd Guyvéc

76\, kepaAalyia,

Yuyveég

Avcyevcia

Awtapayés Tov

0TS KoL TOV Aafopiviov

2oyvE

Eppoég

Kaopowkég owatapayéc

Yoyveéc

[Mepkapdiokn GLAAOYN, KOPIOKN AVETAPKELX (CLUTEPIAAUPAVOUEVIC TNG
KOPOLOKNG OVETAPKELOG, TNG 0EEL0G KAPOLUKTG OVETAPKELNS, TNG XPOVIOG
KOPOLOKNG OVETAPKELOS, TNG CLUPOPTTIKNAG KOPIIOKNG AVETAPKELOG, TNG
Kapdloyevols katamAn&iog, Tov Kapdloveppikoh GuvOPOLOL, TOL LELMUEVOD

K o uatog e£mONONC, TNC AVETAPKELNS 0PLOTEPNG KOIAIOG), KOPOLOKE 1GYOLIUIKY
enelodoln (ovumepiapupfovopuévon Tov 0EE0C 6TEPUVINION GLVOPOLOD, TOV 0EE0C
EUPPAYUATOS TOV LLoKapdiov, ¢ otnBdyyne, e aotabodg otnOdyyme, e
OPTNPLOCKAT|PLVOTG CTEPAVINING OPTNPLOC, TNG OTEPAVINING VOGOV, TNG
amoOPpaLNG oTEPAVINING PTNPIOG, TNG OTEVMOOTG GTEPAVIOING 0pTNPiaG, TOV
EUPPAYUATOG TOV LLOKOPSI0V, TNG IOYOLULING TOV puokapdiov, TG avénuévng
TPOTOVIVIG)

Oy cvyvég

[Mepkapdition

Ayyswokéc dratapayég

2uyvEG Ynéptoon (copmepthaptfovopévng g avénuévng aptnpLoKng TECNS, TNG
ALENUEVIC GUGTOAIKNC OPTNPLOKNC TTieonc, TS Wtomtafobe vEEpTacng, TS
VIEPTOAGIKNG Kpiomg)

AvamvevoTIKESG, 0paKIKES OL0TUPayES KOl OLUTAPOYES TOV PEGOOMPaKiov

[ToAd cuyvéc Y nelwkotiki] cuAAOYY, Shomvola, Byog

2uyvE [Tvevpovikn véptoot (GLUTEPIAAUBOVOUEVIC TVEVIOVIKTG OPTPLOKTG
VIEPTACTG, CLENUEVNG TVEVUOVIKNG OPTNPLOKNG TIECTG), UVATVEVGTIK
OVETAPKELQL

Oyt ouyvég 0&H Tvevpovikd oidnue (cuumepAaBovouévou TVELUOVIKOD 0101 L0TOG)

Mn yvootég Aldpeon Tvevpovorddeio

T'aotpevrepikég waTapayég

[ToAd cuyvéc Algppota, EUETOC, vavTio, KOIAKO AAYoS (GLUTEPIAAUPOVOUEVIC KOTAMOKNG
duePopiag, AGAYOLS KAT® KOIALOKNAG XDPAC, GAY0S Gvm KOIAOKNAG XDPIC,
KOUMOKNG evanctnoiog, yooTpevieptkon dAyoug)

Yuyvég Ayoppayio Tov YOOTPEVIEPIKOD COANVE (GUUTEPIAAUPAVOUEVNS TG

OLLOPPAYILNG TOL TPWOKTOV, TNG YOGTPOPPAYIOS, TNG ALLOPPAYING TOV EVIEPOV, TG
QLLOPPAYIOG TOV KOTMTEPOL YUSTPEVIEPIKOD COANVA, TNG AUOPPAYIOG TOV
op00o0, TNC aopPUYitG TOV AVAOTEPOL YUGTPEVIEPIKOD COANVE), TOYKPEATITION
(ovumepriapfovouévng g o&eiog TayKpeaTiTIONG), YOOTPiTIdN

Hrotoyohkéc dratapayég

Yuyvéc

Hratoto&ikdtnra (cupmeptropfavouévne g nratitidog, e To&kng
NRATITIONC, TNG NAATIKNG SL0TAPAYNS), LI PLGLOAOYIKT NTATIKY AElTovpyio
(cvumepriapfoavouévav Tmv ovénuévoy Nratikoy eviOUmV, ToV Un
(LOIOAOYIK®VY SOKILOCIMV NTUTIKNG AEITOVPYIaG, TG auENUEVNG SOKIUAGTIOG
NTATIKNG AELITOVPYIOG Kol TV GVENUEVAOY TPOVGOUVACHV)

Oy ovyvég

Hratum PAGPn (cvumeptiappavopévng tng QopUOKOETOYOUEVNG NTOTIKNAG
BAGPNC Ko TnE nratokvTTOPIKAG PAAPNC)

Awtapayéc Tov

O£PIOTOG KOL TOV VTOO0PLOV LGTOV

[ToAd cuyvéc

E&dvOnpa (cvpumepilapfovopuévon tov knAdmoovg eEavOnpatog, Tov
KnAdoPrLaTIODd0VS e€avOnaToc, Tov PAatidmoovg e&avinaTog, Tov
KWNGUAS0VG eEAVONLOTOC), KVGUOG
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Suyvég Avtidpaon and pmtogvaucncio (cupmepthapuPovouévov Tov TOAOUOPPOL
eEavOnuotog ex emtoc) Kvidmon, axun

Oy cuyvég [ToAvpopeo epvinua, amoPoAd®TIKO eEAVONUA, QuPLOKEVTIKO eEAvON U,

Mn yvootég THvdpouo Stevens-Johnson™, to&ikn emdepuiky vexkpdivon”

Al0Tapay£S TOV HVOGKEAETIKOV GUGTIHATOS KOl TOV GUVOETIKOD 16TOV

IToAd Guyvéc ApOpaiyia, oceualyia

Suyvég Mvuahiyia
AWTOPaYES TOV VEQPAV KUL TOV 0VPOPOP@V 00DV
Yuyvég | O&eia veppikn PAAPT, VEQPIKN OVETAPKELD, VEPPIKT OLGAEITOLPYIN

I'evikéc dwatapayés Kol KOTAoTAGELS 6T 0Son Yopynong

[ToAd cuyvéc Oidonua (cupmephauPavoprévon Tov ONUOTOC TOV PAEQAP®OVY, TOV OONIATOG
TOV TPOCHTOV, TOV YEVIKELUEVOD OO UATOG, TOV EVIOTIGUEVOD OO UATOG, TOV
TEPLPEPIKOV OONUATOG, TOV TEPIKOYYIKOD O1OMLOTOG, TNG TEPIKOYYIKNG
SOYKM®ONG, TNG TEPLPEPIKNG HOYKMOTG, TG OLOYKWOOTG, TNG SLOYKWOGOTG TOV
BAepdpov), nupetia, kOTwon (cupmephapupavousvng g e&acdéviong, Tov
a1c0npaTog KaKovyiog)

Yuyvég Owpakikod dAyog (cuumeptlopfavouévne Bmpokikng suspopiag), dAyog

Hapaxhvikég eEeTdosig

[ToAd cuyvéc AvEnuévn AMmdon (cvopmepthopuPovouévng g vrepAmacopiog), avénuévn
QULVOTPAVOEPAOT) TNG AANVIVIG (CLUTEPILOUBAVOUEVIC TNG U1 PUGLOAOYIKNG
QUVOTPAVOPEPAOTS TNG AAAVIVIG), LENUEV ACTIOPTIKT CUIVOTPAVEPEPECT,
avENUEVN KpeaTIvivn aipotog

2uyvE Hopatetapévo didomnua QT oto nAekTpokapdioypdenua
(ovumepriapfovopévov tov cuvdpdov pakpod QT), avénuévn apvidon
(cvumepriapfoavoprévng TG VIEPUULANGOUING), LENUEVN
KPEATIVOPOGPOKIVAGCT] UOTOC, QVENUEVT] YAUUO-YAOVTAUVAOTPAVGOEPEOT),
avénuévn yorepvOpivn aipatog (cvumeptiapupavoudvng g
vrepyoiepvOpivarpiog, T avénpévng ovlevypévng xorepvbpivng, g
ovénpévng pn cvlevypévng xorepudpivng)

™ AVETIOOUNTN EVEPYELD IOV AVOYVOPIGTIKE PETE THY KUKAOQOPIo, TNV oyopd.

[eprypaon emieypévov avemBounTwy EVEPYELOV

O eprypaéc mov meptiapuPavovtor Tapaxdato pacifovral otov TAnOvepod tov 1.372 acbevav mov
avaAbOnke yio TNV ac@aielo ot omoiot Erafav TovAdyiotov 1 6on g PocovTvipmng ko giyav gite
veodayvoobeica XMA og ypovia domn gite Tov avOekTikol 1] un aveKTIKOl 6 TPOTYOULEVT|
Oepaneio pe XMA og ypovia, emtayvvopevn n Practikn edon i ue Ph+ OAA.

A1070p0YES TOV AIUATOS KL TOV AEUPIKOD GOOTHUATOS

Amo toug 372 (27,1%) acbeveig pe avagopég avemBOuNT®V evepyelmv avaipiog, 6 acheveig diékoyav
™ MM ¢ Posovtivipmng Aoym avopiog. Méyiot to&ikdtnra Babuov 1 speavictnke oe

95 (25,5%) acBeveig, Babpov 2 og 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 d1duecog xpovos £mg T0 TPATO
ocvupapa NToav 29 nuépeg (evpog: 1 £mc 3.999 nuépec) kot 1 didueon dudpkela avd copPfopa NToy

22 nuépeg (evpog: 1 émg 3.682 nuépec).

Amo toug 209 (15,2%) acbeveig pe avapopég avembBounTmv evepyeldv ovdeteponeviag, 19 acheveig
diékoyay ) Mymn g Pocovtviunng Adym ovdetepomeviag. Méyiom toucotnto Babuov 1
epopaviotnke 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 acdevav, o 16 uecog
YPOVOG £mG T0 TPMTO cVUPapa Tav 56 nuépeg (e0pog 1 £mg 1.769 nuépeg) Kot 1 S1aUEST] S1APKEL
avd copPopa rav 15 nuépeg (ebpoc: 1 €wg 913 nuépeg).

Amo toug 472 (34,4%) acbeveig pe avapopég avembountmv evepyelov Opopfoneviag, 42 acbeveig
diékoyay tn focovtvipmn Adym Opopuporeviac. Méyiot to&ikdmta Babuod 1 eugpaviotke 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 SIGUECOC ¥pOVOg MG TO TPMTO
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cvpupapa NTav 28 nuépes (evpog: 1 g 1.688 nuépec) kot 1 didpeon dudpkela avd coufopa RTov
15 nuépec (ebpog: 1 €wg 3.921 nuépeg).

Hroroyolixéc draropoyéc

Meto&h Tmv acbevav pe avagopés avembountov evepyeldv avénoewv eite tg ALT eite tmg AST
(6Ahov TV Babumv), o dtdpecog xpovog Evapéng mov mapotnphnke NTav 29 nuépes pe e0pog amd TNV
évapén, 1 €wg 3.995 nuépec yio ALT xor AST. H didpeon didpketa evog coppdpatoc ntav 17 nuépeg
(evpog: 1 €wg 1.148 nuépeg) ko 15 nuépeg (evpog: 1 €wg 803 nuépec) Yoo ALT wor AST, avtictouya.

[opovcidomray 600 TEPITTOGELS EXAYOUEVNG 0O TO PAPLOKO NEATIKNG PAAPNS (1 omoia opileTan
¢ tavtoypoveg avénoeic tov ALT 1 AST > 3 x ULN ue ohikn yorepuOpivn > 2 x ULN kot aAKoAK
ewcpatdon <2 x ULN ywpic evarlaktikéc attieg, o 2/1.711 (0,1%) dropa mov Elafav Oeponeio pe
Booovtwvipmn.

Eravevepyoroinon nrazitidas B

Eravevepyomoinomn g nrotitidag B éxet avapepbel oe cuvovaouod pe BCR-ABL TKIs. Opiopéva
TEPIOTOTIKG Elyav oG amotéAecpa ofeia Nratikn avendpkelo 1 Kepavvoforo Nratitidn 0dNydVTaS G
petapooyevon Nratog N Bavatneopo Ekfacmn (PA. mapdypapo 4.4).

Tootpeviepixés orotapoyés

Amd tovg 1.103 (80,4%) aoBeveic otovg omoiovg mapovcidotnke didppota, 14 acbeveic diékoyoav
AMym ¢ POcOVTVIUANG AOY® TOV GUYKEKPLUEVOL GUUPAUATOC. ZVYXOpNYOOUEVO POPUOKEVTIKG.
npoidvta 660nKav Yo tn Bepaneia g ddppotag og 756 (68,5%) acbeveic. Méyiom toucotnTo
Bafpov 1 mapovoidotnke oe 575 (52,1%) aobeveig, Babpov 2 o 383 (34,7%) aoBeveig, Babpov 3 og
144 (13,1%) acbeveic, evd &vag acBevig (0,1%) mapovcioce éva copPapo Babpod 4. Metad tov
acfevav pe ddppota, o JdPesog XPOvos £0¢ To TPdTO cOUPapa nTav 2 nuépes (e0poc: 1 €wg 2.702
NUEPES) Ko 1 drdpeon dtdpkela omolovdnmote Pabov didpporag Nrav 2 nuépes (€vpoc: 1 €wg

4.247 nuépeg).

Merta&d Tov 1.103 acbevov mov gppdvicay didppota, 218 acbeveig (19,8%) aviyetonicmray pe
drakom ¢ Oepameiog kot o€ 208 (95,4%) and avtovg emavayopnyndnke n focovtvipan. And
QVTOVG GTOVE 0T010VG Eytve emavoyopnyNon, ot 201 (96,6%) dev eppdvicay Eva LETAYEVECTEPO
cOpPapa 1 dev dStEKoyay Tn Ayn TG POCOVTIVIUTNG AOY® EUGAVIONG LETAYEVEGTEPOV GUUPBALOTOC
dppotog.

Kapdioxes dratapayés
Amo toug 1.372 acBeveig, kapdiokn avemdpkelo Ttapovoidotnke otovg S0 (3,6%) acbeveig kot
KOPSLOKA 10YOLUKG ETEGOON TAPOLGIACTNKAY 6TOVG 57 (4,2%) acbeveic.

Entd acbeveig (0,5%) mapovciacav mapdtacn tov dtactipatog QTcF (ueyaldtepn and

500 ms). Evteka (0,8%) acOeveig mapovsiocay avénon tov QTcF > 60 ms and v apyikn tiun. Ot
ac0eveic Pe un eAeyyOUEVN 1] GNUAVTIKT KOPSIOYYEIRKT VOGO GUUTEPIAAUPAVOUEVIG TG TOPATOOTG
tov dotrnatog QTc, katd tnv Evapén, dev copnepAnednkay oe KAMvikég pedétec (PAéme
napaypdeovg 5.1 kot 5.3).

Avogopd mBavoroyodUEVOV aVETIBOUNTMOV EVEPYELDV

H avagpopd mbavoroyodpevov avemBountov evepyeumv PETA amd T yopnynon &delog kukAopopiog
TOV PAPUAKEVTIKOD TTPoidVTOC givar onuavtikn. Exttpénet tn cuveyn mopakoiovdnon g oyéong
0PEALOVC-KIVOVVOD TOV PAPUOKEVTIKOD TPOIOVTOC. ZNTeital 0md Tovg ETayyEAUATIES LYELNG VO
aVOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETLOVUNTEG EVEPYEIEG LEGH TOL EBVIKOD GUGTNILOTOG
avaeopdg mov avaypdeetor oto [Hopdpmmua V.
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4.9 Ymnepdoooloyia

2T1C KAMVIKEC LEAETECG, 1 EUTTELPLD VIO TV VIEPOOCOAOYIO e BOCOVTIVIUTN TTEPLOPIOTNKE GE
pepovouévee mepimtooelg. Ot aocbeveic mov Aapfdavovy vrepdocoroyia pe focovtivipmn tpénet va
TapakolovBodvtar Kot vo AdpBAvouy KOTAAANAT VTOCTNPIKTIKY Oepameia.

5. OAPMAKOAOTI'IKEY IAIOTHTEXZ
51 ®@oappokodvvopkés 1IO10TNTES

Ddappokobepanentikn Katnyopio: AVIIVEOTAUGUATIKOL TAPAYOVTEG, OVOGTOAEIS TPOTEIVIKNG KIVAOTG,
koowog ATC: LOIEAO4.

Mnyoviopog dpdiong

H Bocovtwvipmn aviKel 6T QopUaKOAOYIKH KATNYOPIo POPUOKEVTIKMV TPOIOVI®MY OV gival YvoOoTd
®¢ ovaotolreis kKivaong. H posovtivipmn avactédiel v un puotodoyikn kivaon BCR-ABL wov
emdyel T XMA. Meléteg Hovtehomoinong KOTadEKVOOUY OTL 1] BOGOVTIVIUMT SEGLEVEL TNV TEPLOYN
g kwvaong tov BCR-ABL. H Bocovtvipnn ivot eniong avaoToréog TOV KIVOGHV TNG OIKOYEVELNG
Src, coumeptropPavopévev tov Sre, Lyn kot Hek: 1 focovtvipmn avactéAlel Erdyioto Tov
VTOS0YEN TOL ALENTIKOD TOPAYOVTO TOV TPOEPYETAL ad Ta aponetda (platelet-derived growth
factor, PDGF) kot tov vrodoyéa c-Kit.

Xe in vitro peAETEG, N POCOVTIVIUTN OVAGTEALEL TOV TOAAOTAQGLOOUO Kot TV emPinon kabopiopévav
KUTTOPIKAOV oelpdv XMA, Kuttaptkdv oelpdv Ph+ OAA Kot Tp@ToyEVOY TPOTOYOVOV KLTTAP®V OId
acBeveic pe XMA. H Bocovtvipumn avéoteihe 16 and T1g 18 avOekTikéc 6TV HaTvinmn Lopeég NG
BCR-ABL mov expdlovral oe pughoetdeic kuttapikég oeipéc podc. H Oepameia pe focovtvipmm
ueimoe 1o péyebog tv dykwv g XMA mov oynuatilovtal 6€ abvutkode Heg Kot avEGTEILE TNV
avATTLEN HVEAOYEVAV OYK®OV LUV TTOL EKOPALOVV AVOEKTIKEG GTNV IATIVIUAT LOPPES TNG
BCR-ABL. H Bocovtwvipnn avactéldel exiong Toug vtodoyeic pe 6paor Tuposvikig Kivdong c-Fms,
Tovg vrodoyeic EphA kau B, T1g kivdoeg tng owkoyévetog Trk, Tig Kivdoeg g owoyévelag AxI, Tig
Kivaoeg g owkoyévelng Tec, opiopéva pén g otkoyévelag ErbB, tov vmodoyéa ympic dpdon
TVPOGIVIKNG Kivdiong Csk, Tig kivdoeg oepivng/Opeovivig g otkoyévelag Ste20 kot 2 eEaptmdpeveg amd
TNV KAAUOOOVAIVY] TPMTEIVIKEG KIVOGES.

Dapuaxoduvotkés emOPAcELS

H enidpaon g yopnynong 500 mg Pocsovtivipuang oto dopbwpévo drdotnua QTc a&loloyndnke oe
pio Toyaomomuévn, amag 66omg, SITAG TVEAT (6G0V aPOPA T POCOVTIVIUAT]), OLUGTAVPOVUEVT,
EAEYYOLEVT] LE EIKOVIKO PAPLOKO KOl LUE LOEIPAOEACTVT 0VOIKTOD TOTTOL PEAETT) GE VYU GTOLO.

Ta, dedopéva amd aTHV TNV HEAETN VTOSEIKVOOLV OTL 1] BOCOVTVIUAT dEV TOPATEIVEL TO SLAGTNUL
QTc o vy dtopa ot 6001 tv S00 mg NuepNcimg pe EoyYNTO Kot VIO GVVONKES TOL 0dNYOVV GE
VTOOEPUTEVTIKEG GVYKEVIPAOGELG 6TO TAACHO. MeTd tn yopnynon droé and otopatog d6ong 500 mg
Booovtwviumng (Bepamevtikn 660m) kot 500 mg Bocovtvipang o cuvovacud ue 400 mg
ketokovalOoAng (Le okomd TV eMitenén VIOHEPATEVTIKMY GUYKEVIPOCEMYV POGOVTIVIUTNG) GE LYW
GTONO, TO AVMTEPO OPLO TOV LOVOTAELPOV SlaoTHTOG EUmioTocVvNS (CI) 95% yopm amd ™ péon
petapfoin tov QTc Nrav Arydtepo amd 10 ms o OAa TO, YPOVIKG oNUEln LETG T XOPNYNoT TG 0O6NC,
EVD OeVv TTapaTNPNONKAY avETIOOUNTEG EVEPYELEG EVOEIKTIKEG Y10, TOPATACT TOV dtacthpatog QTc.

Y pia peAétn oe dToua e ATk dSucAettovpyio, mapotnpenonke avavouevn cuyvoTNTO TOPATACC
Tov dtaotpatog QTe > 450 ms pe EkTTmoN TS NTATIKNG AEITOLPYiag. TNV KAWVIKY HeEAET

ddong 1/2 o acBeveic mov glyav mponyovuévag Adpetl Oepaneio yroo Ph+ Agvuyopieg mov Eafov
Oepaneio pe Bocovtvipnn 500 mg, mapatnpndnke avénon tov daotipatog QTcF > 60 ms amnd v
apyun T og 9 (1, 6%) amod toug 570 acbeveis. v KAvikn pedét @dong 3 og acbeveig pe
veodayvoobeica XMA og ypovia eacn mov Elafoav Oepomeio pe Bocovtviunn 400 mg, dev vanpye
Kavévog acBevig oty opdda Beparneiog pe focovtivipmn (N=268) pe avénon tov dwwotiuatog QTcF
> 60 ms GUYKPITIKA UE TNV apyIKn TIUN. XtV KAvikn perétn ®dong 3 o acbeveic pe
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veodayvoobeica Ph+ ypoviag pdong XMA mov élafav Bepomeio pe 500 mg Bocovtvipmng,
napatnpnnke avénon tov dactipatog QTcF > 60 ms and v apywn Ty ot 2 (0,8%) omd Tovg
248 acbeveic mov ElaPav Bocovtviumm. Znv KAk pedétn @dong 4 oe acbeveic pe Pht+ XMA mov
elyav Tponyovuévag avtiuetoniotel e 1 | teprocotepovg TKIs mwov érapav Oepamneio pe
Booovtwvipnn 500 mg (N=163), dev vnp&av acheveic pe avénon tov daotipatog QTcF > 60 ms and
TNV opyIKN TIUN. Agv pmopel vo, amokAEIOTEL TO TPOoappLOUIKSO duvapKd TG BosOVTIVIUTNG.

KMvikn) omoteAeoLatikdTnTo,

KAwvixn uelétn oe un mpobespomsvuévn XMA ypoviac pdonc

Melérn Pooovuviurns 400 mg

[paypotomomnOnKe (o ovoikTy), TOAVKEVTPIKN HEAETN avmTepOTNTOS 2 okeAdV, Ddong 3, yia T
S1EPEHYNON TNG OMOTEAEGLLOTIKOTNTOG Kol TNG alo@aietlog Tmv 400 mg fosovtivipmng pia popd
nuepnoing, pepovopéva, cuykpttikd pe o 400 mg watvipmng pio eopd NUeEPNGIOG LELOVOUEVA, GE
evnAkeg acbeveic pe veodiayvmabeico Pht XMA og ypdvia edon. H dokiun tuyaronoince

536 acBeveig (268 og kabe opdda Oepameiag) pe veodayvmabeica Ph+ 11 Ph- XMA (mAnfBuopog pe
npobeon yo Oepamneia - intent-to-treat [ITT]) couneprirappoavopévav 487 acbevav pe Pht XMA mov
QEpovv petdypopa b2a2 kavn b3a2 kot apykd apBuod avtrypaeov BCR-ABL > 0 (tportorompévog
mAnbvoude pe mpdbeon yo Bepomeio- [mITT]).

To TpoTapyIKd KOTOANKTIKO GNUEID OTOTEAEGLOTIKOTITOG TOV TO TOGOCTO OV Topovaiale ueilova
poplokn avtamdkpion (major molecular response - MMR) otovg 12 pnveg (48 efoopddeg) otnv opdda
Oepameiog e fOGOVTIVIUMN CLYKPLTIKE [LE TO OVTIOTOLYO TOGOGTO otV oudda Oepaneiog e
wotwipnn, otov aAnbvoud mITT. Qg MMR opictnke o Adyog BCR-ABL/ABL < 0,1% Bdoet tng
deBvoig KAipakag (mov avtiototyel oe AoyaptOukn peiwon > 3 amd TNV TVTOTONUEVT CPYLIKT TIUR)
ue eddyioto apBpd 3.000 ABL petaypdpmv mov a&loloynnkay omd 1o KevIpikd £pyacTnplo.

210, KOPLOL OEVTEPELOVTA KOTOANKTIKG OTUEID GLYKATOAEYOVTAV 1) TAT|PNG KLUTTOPOYEVETIKN
avtomokpion (complete cytogenetic response - CCyR) €wc toug 12 punveg, 1 dudpkeia g CCyR, n
duprela g MMR, 1 eéledBepn cupfaviov emPinon (event-free survival - EFS) kot 1 cuvolikn
emPioon (overall survival - OS). Q¢ CCyR péypt tov Mfva 12, opiotnke n amovcio Ph+ petapdaceny
o€ aviivon Lovov xpopocoudtov > 20 uetapdoemv Tov TpoAbay amd VAIKO avappopnong LVEAOD
TV 06TV 1| ie MMR, €dv dev tav dabéoiun enapkng KuTtapoyevetikn a&loAdynon. Ot Tuéc-p yia
T GAAO KOTOANKTIKG onpeia ektog TG MMR otovg 12 pnveg kot g CCyR éwg tovg 12 pnveg dev
€YOLV TPOCOAPUOCTEL Y10t TOAALUTAEG GUYKPICELS.

Ta, apycd yopakmpiotikd Tov TAnvcpod mITT frav kaAdd eilcoppornuéva peta&d Tmv 2 oudowmy
Oepomeiog 6oV agopd TV nhikia (1 dtdpeon nikio oy ta 52 £t o 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
avo, avtiotoya), To eUAo (yuvaikeg 42,3% ot 44,0%, avtictowya), T evAn (Kavkdoia 78,0% ot
77,6%, Acatikn 12,2% kon 12,4%, Mavpn 11 Agpoapepucavikn 4,1% wot 4,1% kot AAAn 5,7% kot
5,4%, avtiotoyo kot 1 dyvootn otnv opdda TngG WOTVIPING) Kot TNV KApoka emkivduvotntog Sokal
(xounAog kivovvog 35,0% kot 39,4%, evoiauecog kivovvog 43,5% kat 38,2%, vymAdg kivovvog 21,5%
Ko 22,4%, avtiotoya).

Metd an660 pnveg mopakoiovdnong otov mITT minbuopd, 60,2% tev acbevav mov Aapupavoy
Oepaneio pe Bosovtvipmn (N=246) kot 59,8% twv acBevov 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 VOGOV GE
XMA erttoyvvouevnc | BPAAGTIKNG @AcNC Yo Tovg acbeveic mov Adupavay Oepaneia pe focovtivipnn
nrav 0,8% cvykprtikd pe 1,7% yuo tovg acBeveig mov AduPovay Oepaneia 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. Altokomés Aoy® voPEATIOTNG
avTOTOKPIoNG 1 0moTVYiag TG Oepameiog, Omwe a&loloyeital amd Tov epevvnth, cuvéPnoay 6to 5,3%
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TV acbevov oty opdda Bepaneiog pe focovtivipmn cvykpitikd pe to 15,5% tov acbevov oty
ounado Bepomeiog pe wotwvipmm. Awndeka (4,9%) acbeveig oty opdda g focovtivipmng kot 14
(5,8%) aoBeveic oty opdda ™G WoTvipmng anefiocoy Kot T Sidpkeln TS LEAETNG. Aev
wpoékuyav tpocbeteg petaforéc otov mAnbvouod ITT, vanpéav 2 emmAéov Bdvatol 610 okELOG NG
Booovtvipmng otov TAndvopo ITT.

Ta dedopéva amoteleopatikotntog twv MMR and CCyR cuvoyilovtot otov [livaka 3.

ivaxag 3 - Zovoyn tov MMR etovg Mijveg 12 kat 18 kar CCyR éwg tov Mnva 12, avé opdda
Oepancioc otov mITT AnOvopd

BooovTtwvipan Ipatwvipmn Adyog mBavoTiTOV
Avtomokpion (N=246) (N=241) (95% CI)*
Meilmv popraxi avromdékpion
MMR tov M1jva 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 T 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)
Movoémievpn TN p 0,0208°
IMpng KuTTEPOYEVETIKN
OVTOTOKPLOD)
CCyR £w¢ tov Mrva 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 0,0037°

Enueiowon: Q¢ MMR opiotnke o Aoyog BCR-ABL/ABL < 0,1% Bdoet tng d1eBvoig khipakag (mov avtictotyet

o€ AoyoaplOpkn peiwon > 3 amd v TomomoOmUEVT 0pYIKY TWN) He eAdyioto apdpd 3.000 ABL petaypdowv

7oV a&loAoYHONKAV O TO KEVIPIKO €pYAOTNPLO. Q¢ TANPNG KVTTOPOYEVETIKY] OVTOTOKPLIOT| OPIGTNKE 1] OTOVGI0L

Ph+ petapdocewv og avdivon Lovav ypopocopdtov > 20 petapdcemv mov TpoRAday amd VAKS avappoenong

Hoedov TV ootdv 1 pe MMR, gdv dev ftav d100éc1un ETOPKNG KUTTOPOYEVETIKT 0EI0AOYNOT.

Yvvrunoeig: BCR-ABL=nepioyn cvototyiag onueiov dtakonig-Abelson, CI=61dotua eumiotocivig,

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

TANBVGLOG pe Tpdbeon Yo Bepaneio, MMR=Mzeilov poproxn avtandkpion, N/n=apiBudc acBevov, Ph+=0gtu

v xpopdécopo DraadErpetos.

* TIpocapHOGUEVOS V0L T YEOYPAPIKT TtEpLoyn Kot Tn Pabpoloyio Sokal katd tnv Tuyoonoinom.

P Sratioticd onpavtik] cOykpion og npokadopiopévo erninedo onuaviucdtnrag, pue fdon m doxipoacio CMH,
GTPOUATOTOUHEVT AV YE®YPOQIKT Teployn Kot Pabporoyia Sokal katd v Tvyotomoinom.

¥ Mg Bdon ) dokipocioc CMH, otpopatomomuévn avd yemypoaeikr teployn kot Pabuporoyio Sokal katd v

TUYOOTOINGN.

Tov Mfjva. 12, 10 mocooté MR* (mov opiletar wg < 0,01% BCR-ABL [mov avtictotyel og AoyapOuky
peimon > 4 amd tnv TomomomuévT apykn T ] pe eldyioto apbud 9.800 petaypaenudatov ABL)
Nrav vynAdTtepo otnv opdda Bepameiag pe POCOVTIVIUTN GUYKPLTIKA LE TNV opdda Bepaneiog pe
watwvipmn otov mITT nAnBvoud (20,7% [95% CI: 15,7%, 25,8%] évavtt 12,0% [95% CI: 7,9%,
16,1%], avtictoyya, Adyoc mbavomtov (odds ratio - OR) 1,88 [95% CI: 1,15, 3,08], povémievpn
Tiun-p=0,0052).

Tovg Mnveg 3, 6 ko1 9, 0 1060016 TV acfevdv pe MMR NTav vymAdtepo otny opdda Bepaneiog pe
Booovtvipnn cuykprrid pe v opddo Bepameiog pe watwvipnn (ivaxag 4).
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Mivaxag 4 - Zoykpron ™ MMR tovg Mijveg 3, 6 ko1 9 avé Ogpansio otov mITT winbvopd

ApOpdg (%) aclevarv pe MMR
Booovtivipmn IpaTwipan Adyog
Xpovog (N=246) (N=241) mOavoTiTOV
(95% CI)”

Mrvag 3 10 (4.1) 4(1,7) 2,48 (0,77, 7,98)
(95% CI) (1,6, 6,5) (0,0, 3,3)

Movémievpn Ty pP 0,0578
Mrvoc 6 86 (35,0) 44 (18,3) 2,42 (1,59, 3,69)
(95% CI) (29,0, 40,9) 13,4, 23,1)

Movémievpn Ty pP <0,0001
Mrvag 9 104 (42.,3) 71 (29,5) 1,78 (1,22, 2,60)
(95% CI) (36,1, 48.4) (23,7,35.2)

Movonievpn tun pP 0, 0015

Inueioon: Ta mocootd Pacictnkav otov aplBpd Tov acbevov oe kKabe opdda Bepaneing. Q¢ MMR opictnke o
Aoyoc BCR-ABL/ABL < 0,1% Bdoet g dieBvoig khipokoag (mov avtiotoyel o€ Aoyapdkn peioon > 3 and
TNV TUTOTOINUEVT aPYIKT TIUN) pe eAdytoto apBpd 3.000 petaypdemv ABL mov aoloyndnkav and to
KEVIPIKO EPYACTNPLO.

Yvvtunoeic: BCR-ABL=neproyn cvotoyiag onueiov drakomng-Abelson, CI=didota epumiotocivng,
CMH=Cochran-Mantel-Haenszel, mITT=tpomonomnpévog mtAinbucuog pe mpodbeon Bepaneiog, MMR=peilwv
HOpPLOKT] avTamoKpilon, N=0ptOpog aclevmv.

* TIpocapHOGUEVOS V0L T YEOYPAPIKT TtEpLoyn Kot Tr Pabpoloyio Sokal katd tnv tuyaonoinom.

P Me Béon m Sokipacio CMH, ctpopatomompévn ové yemypogiky teptoxn kot Baduoroyia Sokal katd tv
TUYOOTOINGN.

"Ewg tov Mfjva 60 otov mITT nAnfucud, 1o mocootd tov acbevadv ue MMR, MR* kat MR*® ftov
VYNAOTEPO GTNV opada Bepameiog e fOCOVTIVIUTN CUYKPITIKA [E TNV opdda Oepameiog Le taTvipm
(ITivaxag 5). To mocootd MMR émg tov Miva 60 g 6Aeg Tig opddeg kivdvvov Sokal cuvoyilovral
otov [livaka 6.

ivakag S - Zovoyn g poproxig avrandkpiong £og tov Mivae 60 otov mITT 7in0vopd

Avtamékpion Booovtivipnn Ipatwvipmy Aobyog mBavoTiTOV
(N=246) (N=241) (95% CI?*
Moprokn
avTaTOKpLon MG 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 (38,6) 1,50 (1,05, 2,16
(42,1, 54,6) (32,4, 44,7)

Inueioon: Qg MMR/MR*/MR*3 opiotnke o Adyog BCR-ABL/ABL < 0,1/0,01/0,0032% PBéoet tng S1e6vong
KApoakag (mov avtiotolyel o Aoyopldpukn peioon > 3/4/4,5 amd tnv TOTOTOMUEYN GPYIKT TIUT) HE EAAYLOTO
apOuo 3.000/9.800/30.990 petaypdenv ABL mov a&loroyndnkov and 10 KeVIPIKO gpyacTiplo.

Yvvtunoeic: BCR-ABL=nepioyn cvotoyiog onpeiov drakonng-Abelson, CI=didotua epmotocivne, mITT=
Tpomomomuévog TANBvoudc e mpodbeon Bepancioc, MMR=peilmv poplaxrn aviordkpion, MR=poplakn
avtamokpion, N/n=apfpog acoevov.

% TIpocappocuEVoc Y10, T YEOYPAPIKT Teploy kat T Badpoloyio Sokal katd v Tuyoiomoino.
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Hivaxag 6 — Zovoyn g MMR émg Tov Mijva 60 cOp@ova pe Ty KMPoKa ETKIvOuvOTNTOS
Sokal otov mITT aAn6vopd

Avtamokpion Booovtivipmn Ipotwipnn Adyog mOavotTiTOV
(95% CI)

MMR yopmAov 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 evoidpuecon 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 vynmiod 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 acbevav 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.

Yvvtunoeic: BCR-ABL=nepioyn cvotoyiog onpeiov drakomnc-Abelson, CI=didomua epmotocivne, mITT=
Tpomomomuévog TAnBvoudg e npdBeon Bepancioc, MMR=peilov poplakn aviomokpion, N/n=aptBpog
acOevav.

H aBpoiotikn enintoon g CCyR, mpocappocuévn pe BAcn Tov GuvaymvioTiKo Kivouvo dlaKomng
¢ Oepameiog yowpig CCyR, frav vynAdtepn oty opdda Oepaneiog e focovTivipmn cuyKpITIKa 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
OTPOUATOTOMUEVO HOVTELD OVAAOYIKGOV KivoOvev vrrokatavoung: 1,35 [95% CI: 1,11, 1,64]). O
dtpecog ypovog £mg v CCyR (yio doovg avromokpiOnkay uoévo) frav 24,0 efdouddeg (ebpog: 11,4
éwg 120,7) oty opdda ¢ Pocovtivipmng cuykprrikd pe 24,3 gfdopnadesc (evpog: 11,4 émg 96,6) otnv
OLLAdO TNG WOTWVINTNG.

O S1bpecog ypovog £mg T MMR, tqv MR* kot tqy MR*® (1o dc0vg avtamokpiOnkay povo) frav
36,1 eBdopddeg (ebpog: 11,9 éwg 241,9), 83,7 efdopddeg (evpog: 12,4 Emg 244,3) ko 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
efdopdoeg (evbpog: 24,6 £wg 240,7), avtiotorya, yio TNV opdda Oepaneiog pe wpativipmn otov mITT
TAnBocuo.

H abpototiky enintoon tov MMR, MR* koauw MR*®, tpocappospévn pe Baon Tov cuvoymvieTikd

Kivouvo dlakomng g Bepaneiog ympic copPdv NTav vymAdTepN e TN POCOVTVIUTT GE GUYKPIOT UE
TNV WaTvipmn, énwg eaivetor otig Ewoveg 1 émg 3.
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Ewova 1 - ABporstikn emintoon g MMR (mITT aAn0vopdc)

1,0 1. Booounvipmn 400 mg pic gopd Tnv npépo LTPUNICTOMOINPEVOC AGYO EMIKIVBUVATRT OC:
— —  (N=246) 1,32 (95% CI, 1,08-1,63)

0.9 - Ipanvipmn 400 mg pic popd Ty nEépa

d N=241)
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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)

Ewkéva 2 - AOporstiki enintoon T 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

05 - o

MméavéTnra MR *

f !
ne ik
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):

Booourwiumn:  246(0) 216(2) 160(42) 127(67) 104(85) B6(97) 70(112) 56(122) 50(129) 39(138) 28(145)
aTITTE o41(0) 209(3) 172(25) 133(41) 101(65) 86(77)  78(85) 61(96)  49(107) 39(115) 28(120)
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Ewkéva 3 - A@powstik enintoon g MR (mITT ninOvopdc)

1,0 ——  Boooutwipmn 400 mg pic popd Ty npépa ITpwporommnpivog Adyog smKviuveTnTC:
' — — - [HN=24g) B L 1,38 (95% CI, 1,06-181)
- Ipomviprm 400 my pic gopd THY qpépo

02 (N-241)

08 -

0,7

06 -

05 -

0,4 B —

0,3 - o e off

0,2 - l_,_/__J
_

MéavoTnTa MR 3

0,1 x_f ;=
g =
0,0 B — T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240+

Xpovog arro Tnv Tualotioinon (ef5opddeg)
ApIBUég oe Kiviuve [ABpoiosTiKd cupBdyTa):

F“"“‘!““i"“"F 246(0) 218(0) 185(16) 159(36) 138(50) 116(64) 103(76) 89(88) 76(88) 65(108) 50(119)
HOIWMTTE  241(0) 210(0) 188(8) 155(19) 128(35) 118(d2) 107(54) B86(6S) 79(73) 67(83) 47(93)

Ytov mITT mAnBvopo, petald tov acbevav mov métvyav CCyR, 1 extipnon Kaplan-Meier yia
datpnon pog avtamokpiong oto ‘Etoc 4 Nrav 97,4% (95% CI: 93,9%, 98,9%) ko 93,7% (95% CI:
88,9%, 96,5%) otig opadeg Pocovtvipmng kot wotwvipang (HR 0,39 [95% CI: 0,14, 1,13]),
avtiotorya. Meta&d Tmv aclevav mov métvyav MMR, 1 extipnon Kaplan-Meier yio ) datrpnon
pag avtamdkpions oto ‘Etog 4 ftav 92,2% (95% CI: 86,8%, 95,4%) kot 92,0% (95% CI: 85,9%,
95,5%) ot1c opddeg focovtivipmng kot watwvipmne (HR 1,09 [95% CI: 0,49, 2,44]), avticTtotya.

"Ewc tov Mrjva 60, 43,9% (95% CI: 37,7%, 50,1%) kot 38,6% (95% CI: 32,4%, 44,7%) omd Toug
acOeveic mov AdpuPavay focovtivipmn kot wwotvipmn (OR 1,24 [95% CI: 0,87, 1,78]) otov mITT
AnOvouo, avtictorya, eiyav dtapi MR* opilopevn coppmva pe to axoiovdo kprripia: Oepomeia yio
TovAdyIoToV 3 £11 e Tovhdyiotov MR* og OAeg T1¢ aELOAOYAGELS, KATH T S1dPKELD. oG TEPLOdov 1
étouc.

H aBpoiotikn enintwon coppdvrov EFS pe Aqym Bepaneiog tov Miva 60 otov mITT nAnBocud ftav
6,9% (95% CI: 4,2%, 10,5%) oto okélog ¢ Pocovtivipmng kot 10,4% (95% CI: 6,9%, 14,6%) cto
okéloc ¢ wotwvipnng (HR 0,64, 95% CI: 0,35, 1,17).

O exktynoeig Kaplan-Meier tng OS otov Mnva 60 yio acBgveig mov Aapupavay Bocovtvipmn kot
watwvipmn otov mITT nAnBvoud Mroav 94,9% (95% CI: 91,1%, 97,0%) kot 94,0% (95% CI: 90,1%,
96,4%), avtictoya (HR 0,80, 95% CI: 0,37, 1,73).

e uo avoadpoptkn avéAve, netaéd tov acbevav pe dvvatotnto a&lordynong otov mAndvoud ITT,
nmepLocOTEPOL 00eveic 6T0 okéELOC TG focovtivipmng 200/248 (80,6%) mETuYOV TPOUN LOPLOKN
avtomokpion (petdypopa BCR-ABL < 10% otoug 3 puniveg) og ohykpion Le Toug acbeveig Tov
oKEAOLG TNG atvipmng 153/253 (60,5%), OR 2,72 (95% CI: 1,82, 4,08). Ot MMR «ot EFS ctov
Mnva 60 6Tovg acbeveic Tov AduPavoy BocovTviumn pe Kot yopic TP@IUN LOPLOKT OVTOTOKPIoN
ocuvvoyilovtot otov [livaka 7.
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Mivaxag 7 - ExPaocsig Tov Mijva 60 otovg aceveig mov Aappavav pocovtvipmn pe BCR-ABL
<10% évavti > 10% tov Mniva 3 etov ITT tAn0vopno

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

ABporotikn enintmon 84,0 (78,1, 88,4) 56,5 (41,1, 69.4) 2,67 (1,90, 3,75)
MMR, % (95% CI)
ABpoiotikn eninTmon 5,5(2,9,9,3) 12,5 (5,1, 23,4) 0,40 (0,14, 1,17)
ovupdavrov EFS, %
(95% CI)

Yvvrunoeig: BCR-ABL=nepioyn ovatoiyiag onueiov drakomng-Abelson, CI=didompa gumiotoodvng, ITT=
TnBvouds pe Tpodbeon yua Oepomeio, MMR=peilwv poprokn avtamodxpiorn, EFS= gievbepn coppdviov
emBioon, N=ap1Buodc acbevav pe > 3000 petaypapa ABL tov Mnva 3.

* TIpocapoGUEVOS Yo TN YEOYPAPIKN Tteployn Kot T Pabpoioyio Sokal katd tnv tuyaonoinom.

Aryotepot acbeveig oto okéAog g focovtviumng [6 (2,4%) 610 okélog TG PocovTivipmng kot 12
(5,0%) oto oKéhog TG atvipmnc] eiyov veoaviyvevoyeg petaAraéelg otovg 60 univec otov mITT
mAndocuo.

Kl uedétn @aong 1/2 ae XMA o€ ypovio. pdon, emitoyvvousvy paon ko PAAOTIKY ¢AoH 1e avioyn
1 1N OVEKTIKOTHTO. O€ WUOTIVIUTTH

AenyOn por ToAvkeVTPIKT, ovoryTh doKiun povob okéhovg, Daong 1/2, yio tnv a&loAdynon g
OTOTELECULATIKOTNTOG Kol TNG ao@dAglog g focovtvipmng S00 mg pio opd tnv nuépa. g acbeveic
pe XMA pe avtiotaon 1 Ui GveKTIKOTNTO 08 IHOTVIUTN LE S10pPOPETIKEG KOOPTELS Y10 VOGO GE
YPOVI0, ETLTAYVVOUEVT Kal BAOCTIKN @don Tov glyav AdPel Tponyovuevn Oepameio pe 1 TKI
(wwotwvipmn) N teprocotepovg omd 1 TKI (ipativipmn akoiovBoduevn omd dacatvipmn Ko
vidotwiumn).

Yrhpyav 570 acOeveic mov Elafav Oeponeio pe POGOVTIVIUTT GE VTN TN HEAETN
ocouneptropfavopévev acbevav pe XMA og ypovia pacn mov elyav Adfet tponyoduevn Bepaneia pe
1 povo TKI (ipativipmn), acBevav pe XMA o€ ypovia ¢domn mov giyov Adfet Tponyovuevn Bepoaneio
pe atvipmm kot tovAdyietov 1 emmiéov TKI (dacativipmn oy vidotvipmn), aclevav pe XMA og
emttayuvouevn N PAacTtikn @dor wov giyav AdPet mponyovuevn Oepameio pe 1 tovAdyietov TKI
(ipatvipmn) ko acBevav pe Pht OAA mov giyov AdPet mponyovpevn Bepaneia pe 1 tovddyiotov TKI

(ipatvipmn).

To mpoTapyIKd KATOANKTIKO GNUEID OTOTEAEGLOTIKOTNTOG TNG LEAETNG NTAV TO TOGOGTO T peilovog
KUTTOPOYEVETIKNG avtamokpiong (Major Cytogenetic Response - MCyR) katd tnv EBdopdda 24 o¢
acOeveic pe XMA o€ ypdvia, paomn UE avToyn OTNV WOTVIiPaN, Tov giyav Aapel Tpornyoduevn Oepameia
pe 1 povo TKI (ipatvipmn). AAAO KATAANKTIKG OTUEN AmOTEAEGUATIKOTITAG TEPIAAUPAVOVY Ta,
00pO1GTIKG TOGOGTA KUTTAPOYEVETIKNG KOl LOPLOKNG OVTOTOKPLIONG, TOV XPOVO £mG KO TN d1dpKELN
TNG KUTTOPOYEVETIKNG KoL TNG LOPLOKNG OVTATOKPLIONC, TNV AVTOTOKPLOT| GTIG METAAAAEELS KATH TNV
évapén, ™ puetafoln og enttauvouevn eact/PAactikny @acm, TV eEAe0epn TPoddov vocoL emifinon
Kot v OS 10 OAEG TIG KOOPTES.

Ot acBeveic Tov €axorovBovoay va Aaupdavouy Bocovtivipmn katd to TéA0G TG ueAétng daong

1/2 xon @pelovvtay and ) Bepomeio pe ™ focovtvipmn Katd v kpicn Tov gpevvnTi, Kabdg Kot ot
acBeveic mov giyav NN dakdyerl T PocovTvipm g pépog g perétng @dong 1/2 ko Bpickoviav ce
LOKPOYPOVIa TapakolovOnen yia v emPicoon 1 eiyov oAokAnpmaoel ™ perétn daong 1/2, nrav
emAeEuot Yo Evtaén otn puerlém enéktaonc. O kdbe acbevig Tapépeve ot LEAETT ETEKTAONG, EiTE
o€ Ogpamneia pe focovtivipmn eite o pokpoypodvia Tapakorovdnon yuo v enifioon, wcdtov o/m
terevtaiog/a acbevig épbace ta 10 £t mapoakolovONoNe, OT®C VITOAOYIGTNKE ATd TNV NUEPOUN VI
oV EAafe TV TpdTN 066N BocovTVIUTNG OV TOV/TNG YopNYNHONnKe otn puerétn @dong 1/2.

270, KOTOANKTIKG GTLUELO ATOTELEGUATIKOTNTOG TNG LEAETNG EMEKTACTG GUUTEPIAQUPAVOVTAV 1)
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OUIPKELN TNG KLTTOUPOYEVETIKNG KOl TG LOPLOKTG OVTOTOKPIONG, 1] LETAPOAN OE EMLTAYVVOUEVT|
eaon/Practikn edon, 1 eAevBepn Tpooddov vocov emiPimon kot 1 OS.

Ot avoADoELS AmOTEAEGLOTIKOTNTOG CLUUTTEPLEANPAY OedoUEVA OO AVTH TNV OAOKANp®OEico pLehétn
EMEKTAONG.

Adobeveic ue XMA o ypovio pdon

Ta dedopéva amoteleouatikotntog Yo acbeveig pe Pht XMA o€ ypdvia pdor mov giyav AdPet
npornyovpevn Bepameio pe (oTvipmn kot tovidyotov 1 emmiéov TKI (eldyiotn didpreia
nmopokolovdnong 120 unvav, didpeon odpketo Oepameiog 9 unvav (gvpog: 0,23 émg 164,28 unvav)
kot 20.2% xoi 7,6% e€axorovBovoay va AauPavouvy Bepomeio atovg 60 kot 120 uiveg, avtictorya)
Kot to omotedécpato Yo acbeveic pe Ph+ XMA og ypovia pdon mov elyav AaPel Tponyoduevn
Oepomeio pe wotvipmm uoévo (erdytot ddpketo Topakorovdnong 120 unvav, didueon didpkela
Oepameiog 26 unvav (€bpoc: 0,16 £wg 170,49 unvav) ko 40,5% kot 19,4% eEaxorovBodoay va
Aappdvovv Bepaneio otovg 60 ko 120 pnveg, avtiotoyya) tapovoialoviot otov [livaka 8.

Adobeveic ue XMA emiroyvvouevng kot PAACTIKIG Qaons

Ta dedopéva amoteleouatikotntog aobevav pe Ph+ XMA og emitayvvopevn gdon (eAdyiotn
napakolovOnon 120 unvov, didpeon dudpketla Bepaneiog 10 unvav (edpog: 0,10 £wg 156,15 unvav)
kot 12,7 xar 7,6% eEaxorovBovoay va Aapufavouvv Bepomeior atovg 60 kot 120 uiveg, avtictoryo) Kot
o€ ProoTikn edon (eAdylotn Tapakorovdnon 120 unvov kat didueon didpkela Oepaneiog 2,8 unvav
(evpog: 0,03 £mg 71,38 unvav) kot 3,1% kot 0% e&okorovBovcav va Aapupdvovy Bepaneio otovg 60
ko 120 punvecg, avtiototya) mapovsialovrol otov [ivaka 8.

MMivaxag 8 - Agdopéva amoterespaTiKOTNTAS 0 TPoBepanmevpuévoug acbeveic pe XMA og ypovia

Kol Tpoyopnuévy eaon*

Ph+ XMA og | Ph+ XMA o¢ Emrayvvépevny | Blootiki @don
APOVID @aon | ypoVia paon pe ®aon pe [E TpoyovpEVY
ne PO YOLEVT PO YOLEVT Oepameia
PO YOLEVT Ocpameio pe Oepameia TOVAGYLGTOV pE
Ospameio pe | poTvipmn) Ko | TOVAG)LOTOV pE poTvipmn
poTvipmn dacaTvipmn 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% C)) 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 poproxn N=197 N=107 N=54 N=48
avtomoxpion”
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 émg T MCyR 1o 12,3 12,3 12,0 8,2
0660Vg avTUTOKPiONKAV
novoP, drapeon (gvpog),
efoopdocc (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 710 ¢10¢ 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 é10¢ 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
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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 émg v CCyR y10. 24,0 (7,7, 24,0 (11,6, 23,8 (4,1, 120,0) 8,4 (3,9,25,1)

660Vg avtamokpiOnkay 240,6) 216,0)

novoP, drapeon (gvpog),

gfoopdosg

Awgpksro, CCyRP N=130 N=36 N=22 N=15
K-M 10 €106 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, efoopades (95% 72,8) N/E)

CI) N/R

Xpévog éog v MMR 1100 35,6 (3,1, 12,4 (4,0, 171,7) 36,1 (12,1, 4,7 (3,9, 168,9)

0660Vg avTUTOKPiONKAV 367,1) 144,1)

novoP, drapeon (gvpog),

efoopaoeg

Awgpkeio MMRP N=83 N=19 N=9 N=5
K-M 10 €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)

Xpovog émg Tnvy MR* ywa 28,0 (3,1, 23,8 (4,0,240,1) | 24,1 (22,9, 96,0) 4,7 (3,9, 284,9)

0660Vg avTUTOKPiONKAV 583,1)

novoP, drapeon (gvpog),

efoouaosg

Avapkera MR N=73 N/A N/A N/A
K-M 7o ¢105 5, % (95% CI) 74,7 (64,2,

K-M 7o £10¢ 10, % (95% 85,2)

CI) 60,8 (46,1,
Avdpeon, epoopades (95% 75,4)

CI) N/R

Metafoin os N=284 N=119 N=79 N/A

Emrayvvopevn

®aon/Broctikn Paon’

Merdiraén katd

owapkewn g Ospamneiog, n 15 5 3

ELe00gpn Tpoddov vocov

empioon’ N=284 N=119 N=79 N=64
Cumlnc 1o ¢tog 5, % (95%

Cly 19,7 24,4 41,8 67,2
Cumlnc 1o £tog 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)

Orucn EmBioon’ N=284 N=119 N=79 N=64
K-M 10 €106 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)
Awapeon, piveg (95% CI) 78,7) N/R N/R

N/R
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Hpepopnvia Aqyng tov dedopévav: Merét ddaong 1/2 020k12015, Melétn Enékraong 02Xent2020.
Kpiumplo Kvttapoyevetikng Avtondkpiong: 1 MCyR nepirappave ITinqpetg [0% Ph+ petagdoeig tov poehov
TV 00TMV 1 < 1% BeTikd kOTTapa omd ehopilovoa in situ vBpidoroinon (fluorescent in situ hybridization -
FISH)] 1 pepkég (1%-35%) xuttapoyevetikég aviomokpioelc. Ot KOTTAPOYEVETIKEG AVTOTOKPIoES PacioTnKoy
670 1060010 TV Ph+ petapdoenv petald > 20 HeTapaoik®v KVTTapwv o€ ke detypa poehod tov ootdv. H
avaivon FISH (= 200 kottapa) Ba pmopovce va ypnoylononbel yio KuTTopoyeveTike a&loOAOYNOELS LETA TV
évapén eav > 20 petapdoelg dev Nrav dwbéoipeg. Xt perétn enékraong, 1 CCyR amoddotav and tyv MMR
€av dev vrnpye dabéoiun ykvpn aEloAOYNOT KUTTAPOYEVESTG O KATOLO CUYKEKPLUEVT] TILEPOUTVIDL.
Kpuripia popoxnig aviamokpiong: ot Mekétn ®@dong 1/2, 1 MMR/MR* opiotke wg petdypago BCR-ABL
<0,1/0,01% 6mmg a&oloyndnkav and kevipikd epyastnplo (0xt ot debvn khipoka). tn perétn enéktaong,
Y10, Ta. dTopo TOV avtomokpiOnkoy ot MMR/MR* onueimdnkayv 6ty avagopd nepintmong, 6rmng a&toloymonkay
oo TO KEVIPIKO EPYACTNPI0.

Yvvtunoeic: AP=emtoyvvopevn edon, BP=fractikn @dor, Ph+=0gtikn y1o ypopodcopo @ladérpeog,

CP=ypbévia pdon, XMA=ypovia pveroyevig Aevyopio, K-M=Kaplan-Meier, N/n=0p10pog acbeviv, N/A=dgv

gpapuoletar, N/R=dgv emtevydnke péypt to eAdyioto didotnuo mapakorovdnone, N/E=un ektiunoyto,

CI=d1dompa epmictoovvig, MCyR=peilov kuttapoyevetikn avtandkpion, CCyR=mApng KuTtapoyeveTiKny

avtondkpion, Cumlnc=abpoiotikn enintwon, MMR=peilowv poprakn avtamokpion, BCR-ABL=nepioyn

ovototyiag onpeiov draxomns-Abelson.

* TTepthappaver aoBeveic (N) pe £yxvpr a&loAdYNoN avaQopds Yo KOTTOPOYEVETIKN AVTATOKPLOT KOl TOVG
acBeveig mov dev mpoépyovtal omd v Kiva, ™ Nota Agpwkn, v Ivdio 1 ™ Pooia yia poproxy
AVTATOKPLOT, KAOMDG dev PTOpece va. Yivel Eaymyn TV SELYHATOV Y10 LOPLOKT 0ELOAOYN O GE OVTEG TIG
XDpeS. Ot avaldOELS EMTPETOVY GE AVTOVG TOV OVTATOKPIVOVTAY KOTA TNV vapén Kat ot omoiot
dlatnpnoay TV avtarokplon petd v Evapén va opilovior wg avtamoxpivovpevol. EAdyiotn didpkela
apoKolovOnong (xpovoc amd TV TP®MTN 060N TOL TEAELTAIOL AGOEVOVS £C TNV NUEPO ANYNG TOV
dedopévav) 120 unvav.

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

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

¥ Avélvon adpoloTIKiC ENIMTMONG TPOGUPUOGHEVT LE PAGT TOV GUVAY®VIGTIKO KivEuvo Slakomig T
Bepameiog yopig To cLUPEv.

& Agv avoh0OnKe Yo OLAdES [LE TEPLOPIHEVOLS OPLOOVG.

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

Ewoéva 4 — Extipnon Kaplan-Meier Xvvolkng Empioong (OS) oe CP2L, CP3L, emrayvvopevn
oaon (AP) xon fractikn @don (BP)
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Xpovog émg Tov Bavato (Miveg)
Zoppetéyov ot kivouvo/AbBporotucd copfdvia (n)
CP2L 284/0  266/8 230124 17634  147/37 134/40  1323/41  94/45 8447  79/52 7154
CP3L 119/0 101/10 91/18 55/22 45/23 36/25 29/26 27/26 26/27 24/29 20/30

AP 79/0 6017 46/25 3229 23/30 2130  19/30  16/30 1431 12/32 11/32
BP 640 2636 21/41 5/43 3/44 3/44 3/44 1/44 1/44 1/44 1/44

Bdoel tov teplopiopévav KAiK®v dedouévev amd ™ perétn daong 1/2, mapoatnpndnkay kdmoteg
evoei&elg Khvikng dpactikotnrag o acbeveic pe BCR-ABL petaidd&elg (BA. [Tivaka 9).

ivaxog 9 — Avrandkpion pe paon v kotdotaoc) BCR-ABL petairhoéng katd v évapén g
Oepanciog og a&loroynopo tinBvopé pe XMA og ypoévia ¢don:
mponyovpevny Ogpameio pe paTIVipmn Ko dacatvipm 1)/kon vihotvipm (Tpitng ypopung)

BCR-ABL kotdctoon petdrroéng kotd Erintoon katd v MCyR mov emeTedydn 1
v évapén g Oepamneiog évapén g owotnpOnke
Ocpanciog n (%)" Resp/Evalf (%)
N=112
MetdAhaén mov a&loloynonke 98 (100,0) 36/92 (39,1)
Kapio petddhoén 59 (60.2) 23/55 (41,8)
Tovidyotov 1 petdArobn 39 (39,8) 13/37 (35,1)
MeToAMGEEIG aVTOXNG G€ OUGOTIVIUTT 10 (10,2) 1/9 (11,1)
E255K/V 2 (2,0) 0/2
F317L 8(8,2) 1/7 (14,3)
Metodha&elg avtoyng o€ vihotvipmn? 13 (13,3) 8/13 (61,5)
Y253H 6 (6,1) 5/6 (83,3)
E255K/V 2(2,0) 0/2
F359C/1/V 7(7,1) 5/7(71,4)

Huepopnvia AMyng dedopévav: Merlétn @aong 1/2 020kt2015, Merétn Enékraong 02Xent2020

Enueioon: Ot petoAhaéers Kotd v Evapén eviomicTnkoy Tpv TNV TPATH 00T TOV POPUAKOL TNG UEAETNG TV
acOevav.

Yvvtunoeic: BCR-ABL=neproyn cvotoyiag onueiov dwaxonnc-Abelson, CP=ypdovia pdon, XMA=ypovia
puehoyevig Asvyanptio, MCyR=peilmv kxuttapoyevetikn avtandkpion, N/n=opBuoc acOevov,
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Resp=avtamokpvopevol, Eval=a&ioAoynopot.

*To mocooto Baciletor otov apBud TV achevdv yio Tovg omoiovg LINPEE a&loAdYNoN TG LETAAAAUENG KOTA
v évapén g Bepaneiog.

P O aforoyroyog TAnOuopdg TepthapPavel acOeveic o1 omoiot eiyov pia a&1dmotn aElohdyMon THE VOGOL KaTd
v évapén.

-2 aoBeveic elyav meplocdtepes omd 1 petaddd&elg oe avtn Vv Katnyopia.

Y éva aoBevn pe E255V petadiaén, mov eiyxe APl mponyoduevn Bepomeio pe vidotviumn enttevyon
CHR g 1 kaAdtepn aviamdkpion.

In vitro é\eyyoc £€0e1&e 6t M Pocovtvipnn lye meplopiopuévn dpaotikdtnra Evavt e T31511 g
V299L petdiraéne. Emopévamg, dev avapéveral KAk dpaoctikotnto o€ acbevelg pe Tig
OULYKEKPIUEVEG LETOAMAEELC.

Klwvikn uedérn @aong 4 oe Ph+ XMA mov eiyov aviiuetwmiotel mponyovuévag ue 1 1 mepiocotepovs
TKIs)

[paypotomomnOnie o avoryty, U TUYCLOTOUEVT, TOAVKEVTPIKT UEAETN VO oKEAOVG Pdong 4 yia
Vv a&0AOYNOT TG TOTEAEGLUTIKOTNTOC Kol TG ac@Aaielog ¢ focovtivipmng S00 mg pio popd tnv
nuépa og acBeveic pe XMA avBextucovg 1 un avektikovg otovg TKIs pe Eexympiotéc kooptég yio )
vOG0 YPOVING PACTC, EMTAYVLVOUEVIC PACNC 1] PAACTIKNG (PACTG TOL ElY0V AAPEL TPOTYOLUEVOC
Oepomeio ue 1 N mepiocodtepovg TKs.

e oot ) perétn ovppeteiyov 163 acbeveic mov éhaPav Bepaneio pe focovtivipmn,
ovuneptropPavouévey 46 acevav pue Pht XMA ypoviag edong kat iyav AGPeL Tpomnyovpuévmg
Oepaneio pe 1 wponyovuevo TKI (watwvipmn i dacotvipan 1§ vidotwviumm), 61 acBeveic pe Phit XMA
xPOVIOG Aong oL elyav AaPel Tponyovpévag Bepaneia pe 2 Tponyovuevoug TKIs (tpatvipmn f/kot
dacatwvipmn n/xor vihotvipmn), 49 acBeveic pe Ph+ CML ypoéviag pdong mov giyav AdPet Oepaneio pe
3 wponyovuevoug TKIs (tpatvipmnm kot dacatvipmnm kot viotwviumn), 4 acbeveic ue Ph+ CML
EMTAYLVOUEVNG @doNg oV glyav AdPet mponyovuévemg Bepameia pe TovAdyiotov 1 TKI (2 acBeveig
elyav AaPet Oepaneia pe 2 mponyovuevoug TKIs kan 2 acbeveig eiyov AdPet Oepaneio pe

3 wponyovpuevoug TKIs) ko 3 acbeveig pe Ph- XMA mov giyav AdPetl Oepamneio pe tovidyiotov

1 mponyovuevo TKI.

To kbp1o KaTaANKTIKO GNUELD amoTelecLOTIKOTNTOC NTOY 1| abpotoTikh emPePatopévn MCyR éwc 0
étog 1 (EBdouada 52) otovg acbeveic pe Ph+ XMA ypdviog ¢daong mov eiyav AaPel Tponyovuéveg
Oepaneio pe 1 1 2 wponyoduevoug TKIs kou tovg acbeveig pe Pht XMA ypodviag pdong mov eiyov
AaPel Tponyovuévag Bepamneia pe 3 mponyovuevovg TKls. I'a tovg acBeveic Pht XMA
EMTAYLVOUEVTG PhoNg Kal PAOCTIKAG Gdomng pe omoladnmote Tponyovuevn Oepaneia pe TKI, To kopro
KaTaANTIKO onpeio anoteAespaTikOTNTAG fTay 1 AfpoloTikY| EMPEPUIOUEVT] GUVOAKT] OLATOAOYIKT
avtorokpion (OHR) émg 1o €10¢ 1 (EBSopdda 52). AAlo KOTOANKTIKA GTUELN ATOTELECUATIKOTITOG
otovg acbeveic pe Pht XMA ypoviag gdong mtepthapidvouy Tn GUVOAKN KUTTOPOYEVETIKY KOl
LOPLOKT OVTOTOKPLON, T OEPKELD TNG KVTTAPOYEVETIKNG KOl TG LOPLOKNG CVTATOKPIONG, TV
OVTOTOKPIOT OTIG LETAALAEELG KOTA TNV Evapén, TN UETAPOAN O EMTOYLVOUEVNC PACG/PAOCTIKNG
eaong, Vv eniPioon ywpig tpdodo vocov (PFS) kot tn cvvorikn emPioon (OS). [Ipdcbeta
KOTOANKTIKG onpeio oty kodptn Ph+ enttayvuvopevng/Practikng edaong eivat ta afpototikd mocootd
KUTTOPOYEVETIKNG KOl LOPLOKT|G avtamokpiong, 1 PEFS kot n OS.

Adobeveic ue XMA ypoviag paong

To xbpilo KataAnKTikd onueio Tov abpoictikod 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 wponyovuevoug TKIs kat 62,2% (46,5, 76,2) otovg acbeveic mov Ehafav Oepaneio pe

3 wponyovpuevovg TKIs.

To tpdcbeTa AmOTEAEGLOTO ATOTEAECUATIKOTNTOG KATA TNV OAOKANP®GON TNG LEAETNG, LETA OO
eMdyoTo draoTnue TopakoAovdnong 3 etdv, o€ acbeveic ue Ph+ XMA ypdviog pdaong mov giyov
AGPet Oepamneio pe 1 [drdpeon didpkela Oepaneiog 47,5 pnvav (evpog: 0,9 £wg 50,1 pnvav) kot
60,9% vo mopapével og Oepaneia], 2 [Srdpeon ddpkela Oepaneiog 41,9 unvaov (evpog: 0,4 €wg
48,9 umvav) kar 45,9% va topopével o Bepomeia) ko 3 [Sidpeon duipkea Oepaneiog 20,0 pnvav
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(evpog: 0,2 £wg 48,9 unvav) kot 38,8% va mapapével oe Bepaneio] Tponyovuevoug TKIs
napovoidlovror otov [ivaxa 10.

ivakog 10 — AoteAéoNOTO OTOTEAEGUATIKOTTOS 6€ TPOOepamevpuévovg ao0eveic pe Ph+ XMA
o€ ypovia eaon

Ph+ XMA o¢ Ph+ XMA o¢ | Ph+ XMA o¢ 2 OVOMKT] KoOpTY
APOVIO @aon pe | ypévia paon | ypévia eaon pe Ph+ XMA o¢g
PO YOOIEVY pe TPONYOVEVY) xPOVIC @aon
Oepameio pe nponyoduevy | Oepameio pe
1 TKI Oepameio pe 3 TKI
2 TKI
ABporoTuciy N=43 N=55 N=45 N=143
empefoaropévny
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% C)) 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)
AOporoTiKi poproki) 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*3, % (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 g TV
KUTTOPOYEVETIKY
avVTaTOKPLoN Y10
060vg
avtamTokpidnkayv
novoP, Srapeon
(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)
Aldpkela
KUTTOPOYEVETIKIG
avramokpiong?
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 é106 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)
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Xpovog g ™

RopLoKY] avTamoKpion

Yo 60600G

avtamTokpinkayv

poévo, swapeon (evpog),

niveg

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*3 9,2 (2,8, 47,6) 6,0 (2.8, 36,2) 5,8 (1,8, 18,0) 6,0 (1,8, 47,6)
Aldpxera poproxig

avtamokpiong?

MMR, K-M 7o 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)

Huepounvia Aqyng tov dedopévov: 23Nogpu2020.
Yvvtunoels: Pht+= Betikn yuo ypopdcopo @rradéreeiag, CP=ypdvia pdorn, XMA=ypdvia poehoyevig Aevyorpio,
K-M=Kaplan-Meier, N=ap1916g acfevav, CI=didotpa epumotoovvng, MCyR= peilwv kuttapoyevetikni
avtonokpion, CCyR= mAnpng kuttapoyevetich] aviandkpion, MMR= psifov poprakt aviamdkpion, MR4*=> 4
peimon log Tov petaypdpov BCR-ABL and v tumomompévn s évapéng, MR*3=> 4,5 ueioon log tov
petaypdoov BCR-ABL and tnv tomonompévn tiun évapéne.
Kpumpua aBpototikng emPefoiopévne MCyR: H avtandkpion emPePordveron pe 2 Sradoyikég 0E0LOYNOELS G
dtdotnpa TovAdyiotov 28 nuepmdv petatd tovg. [pokeévou va Bewpeitar 6Tt £xet avtamokpibei, o acbevig mpémet
va €yel Slotnpfoel avTamdkpior Evapéng eni Tovhdyiotov 52 gfdopddeg 1 va £xet Petiodel amd v Tiun évapéng.
Ot aocBeveig pe pepkn kvttapoyevetikn aviandxpion (PCyR) katd v évapén npénet va emitvyovv CCyR katd ™
Oepameio, TPOKEWEVOL VO VTOAOYIGTOVV G KLTTOPOYEVETIKA ovTamokplfévtes. Ot acbeveic e TtovAdyiotov MMR
Kol fabvtepn poprokt| avtoamdkpion omd v Evapén vroroyiloviar og pe emPePoarmpévn CCyR.
Kpimpia abpoiotikig emPePforopévng kuttopoyeveTikng avtandkpiong: Xt Meilova Kvttapoyevetikn
Avtamokpion copmeptanednkav 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%) xuttapoyevetikés avianokpicets. Ot
KUTTOPOYEVETIKEG OVTATOKPIGELS facioTnkay 610 1060016 TV Ph+ petapdcenv peta&d > 20 Kuttdpov HETAQOoTS
og KaBe detypa puerod twv ootdv. H FISH (= 200 kotrapa) propodoe va xpnoioromel yio tnv avaivon tng
CcyR gav dev Ntav dwabéoipec > 20 petapdoeis. Ot acbeveic yopic Eykvpn a&loddynon tov HueAod TV 0GTAOV 1)
FISH xou pe tovrdyiotov MMR vroloyiCovtar g CCyR.
Kpurfipia aBpototicrg popraxrg avrandkpiong: Ot MMR, MR* kar MR*® opiotxav wg Adyog BCR-ABL/ABL
<0,1%, <0,01% xo1 < 0,0032% oe d1e0vn KAipaka, avrictoyo (avtiotolyei og peiwon log > 3, >4 ko1 > 4,5 and
TNV TomomoIn eV T évapéng) ne a&lordynon tovAdytotov 10.000, 10.000 ko 32.000 petaypoaenv ABL amnd to
KEVIPIKO EPYAGTNPLO, OVTIOTOUYAL.
*Tleprhappdver acBeveig (N) pe £ykopn a&loAdynon avapopds. EAdyiot dibpkela mapakorovdnong (ypdvog amd
™V TPAOTN 8001 TOV TEAELTAIOV 0G0EVOLG Emg TNV NUéEpa ANYNG TV dedopévav) 36 unvaov.
P ITephappavet acbeveic (N) otovg onoiovg emtedydnke 1 SratnpnOnke N avTomdKpiom.

H abpotstiky enintoon MMR, MR* kauw MR*® npocappocpévn pe Béon Tov cuvayovieTikd Kivéuvo
drakomg tng Oepameiag ywpig o cuuPdy mapovsialetar oty Ewova 5.
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Ewova 5 — ABporwstikn) Enittoon poproxig avrandxpiong (tindoopdg cg ypovie ¢don pe

duvatéotyta agordynonc)

TIBovOTITa LOPLOKTC OVIOTOKPIOT|C

08—

e~ L]

Xobdvog amd v TpdT 660 (Uives)

Toppeteyov ot kivbovo/ABpowtxa cupfavie (n)

MME.
MR4

149/0 95/42 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
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

Ot TIéG HOPLOKNAG OVTATTOKPLOTG IOV EXLTELYONKAY avd, ypapuun Oepaneiog Tapovoidlovtal oTtov

ITivoxa 11.

ivakog 11 — Moprokin avtamokpion mov emtevyOnke

Katd TV évapén’

MR*5, % (95% CI)

54.8 (38,7,
70,2)

43,5 (28,9,
58.9)

30,2 (17,2, 46,1)

Ph+ XMA o¢ | Ph+ XMA o¢ | Ph+ XMA o¢ YuvoMKI] KoOpTn
XpoOVIa @aon APpOVIa paon ypovia gaon pe | Ph+ XMA o¢
ne ne PO YOLEVY APOVIO @don
mponyovpevyy | mponyoovpevyy | Ogpameio pe
Ogpomeio pe Ospamneio pe 3 TKIs
1 TKI 2 TKIs
AcOeveic 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 ™V évapén’
MR, % (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

42,7 (34,1, 51,7)
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AocOgveic pe MMR katé N=21 N=27 N=22 N=70
v évapén®

Ba@vtepn MR, % (95% 85,7 (63,7, 66,7 (46,0, 63,6 (40,7,82,8) | 71,4 (59,4, 81,6)
CI) 97,0) 83.5)

Huepounvia Aqyng tov dedopévav: 23Nogp2020.

Yvvtunoels: Pht+= Betikn yuo ypopdcopo @rradérpeiog, CP=ypdvia pdorn, XMA=ypdvia poehoyevig Aevyorpio,

N=ap1Bpédc acbevov, CI=d1dotnpa eumotocivig, MMR= peilowv poprokn avtamodxpion, MR=popioxn

avtanoxpion, MR*=> 4 peinon log ota petdypapa BCR-ABL omd v toromomuévn tun évopéng, MR*=> 4,5

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

2 [eprropPaver acBeveic (N) pe éykvpn agordynon avapopds. [lpokeipévon va Bempeitar 6Tt Eyovv avtanokpiBei,
ot acBeveic mpémetl va £xovv BeATiopévn avtomokpion omo v Evapén. Kpumpua poploknig avtomdkpiong: Ot
MMR, MR* xoau MR*?® opictnxov og Adyog BCR-ABL/ABL < 0,1%, < 0,01% o1 < 0,0032% ot 3160v khipoxo,
avtiotolyo (avriototyet oe peimon log > 3, > 4 kot > 4,5 and v Tomomompévn Tipn Evapéng) pe aloldynon
tovAdytotov 10.000, 10.000 ka1 32.000 petaypapdv ABL amd 10 keVTpkd pyacTiplo, OVTIGTOY.

Ytovg aobeveig o€ xpovia eacm, dev vanpée TPoodog oe XMA emtoyvvopevng eaons 1 PAOCTIKNG
(@aomng Katd tn Bepamneia.

Adobeveic ue XMA emiroyovouevng aong

Ytoug acBeveig pe Pht XMA og emttayvuvopevn paon, n didpeon didpkela g Bepaneiog nrov
22,1 pnveg (gvpog: 1,6 ém¢ 50,1 unvav), n abpototikn emPePfaropévn OHR émg 1o €10 1 (52
gfdoudoeg) ntov 75,0% (95% CI: 19,4, 99,4), 6nwg kot To abpoiotikd mtocootd CCyR, kat ot
3 acBeveig datnpnoav v CCyR tovg katd ™ Bepaneia.

Avtanoxpion oopupwvo, ue tig ustoiialeic BCR-ABL oty évopln

Aéxa acBeveic otV K0OPTN YPOVING Paomg elyav netarddEels katd v Evapén [A365V, E453K,
E255K, E255V, Q252H, L298V (n=1 kaBepia), Y253F a1 G250E (n=2 kabepia)]. Evoc acbevig
oTNV KoOpTN Xpoviag edong sixe po petdAroén F3591 mov aviyyvedke v nuépa 8 g LeAétng.
"Evog ac0evig oty kooptr enttayuvopevng edong siye 2 petairdcelg (F311L ko L387F) katd tnv
&vapén. v Kk 00pTn ¥poviag edong, LeTasd Tov acbevav pe peToAAdEels, Tapatnpnonkoy
poplakég avramokpicelc o€ 4/11 (36,4%) acBeveig, 1 acbevig pe petddhaén E255V métoxe MMR kot
3 ao0eveic pe F3591, Y253F kot A365V avtictoryo métvyay MR*3. O acOevig pe petodldéelc otmv
KOOPTY| EMLTAYVVOUEVTG PAOTG OV TETVYE KOO AVTOTOKPLOT).

Hodrotpicodg mAnBuoepog

O Evpomnaikog Opyoaviopuog Oapudkmv Exel dOCEL avaPoin amd TNV VITOYPEWST VIOPOANG TV
arotelecudtov TV peleTmv pe to Bosulif o€ pia 1 mepiocdTepeg LIOKATIYOPIES TOL TALSLOTPIKOD
mAnBvouov ot XMA (BAéne mopdypago 4.2 yio TANPOPOpIeg GYETIKG LUE TNV TOSIOTPIKY XPNOoT)).

52 ®@appoxokivnTIKEG 1O10TNTES

Amoppoonon

Mertd ) yopnynon dna& doong focovtviumng (500 mg) pe Tpop1| o€ VY ATOUW, 1) ATOALTN
BrodwaBecipotnta Nrav 34%. H amoppdenon nTov oyeticd apyr, eved o ddpecog xpovos et T
UEYIOTN CLYKEVTPMON (tmax) EMLTEVYONKE pETA 0O 6 dpec. H Pocovtvipnn mapovoidlet
docoetaptmpeveg avénoelg g AUC kot TG Cmax 010 3060A0Y1KO £0pog omd 200 £ 600 mg. H
Mym tpoeng avénoe TN Crax TG focovtvipmng katd 1,8 eopéc kar v AUC g focovtivipmng Kotd
1,7 popég oe cOykplon pe v Kotdotaon vioteiag. Xe acbeveic ue XMA og otabepn| katdotaon, 1
Crax (YE®UETPIKOG HEGOG, GUVTEAESTNG dtakvpavong [CV]%) fitav 145 (14) ng/ml ko AUCss
(vyeopetpikog pécog, CV%) ftav 2.700 (16) ngeh/ml petd amd kabnuepivi yopnynon Pocovtvipmng
oe 600om 400 mg poli pe ayntd. Metd ) Aqyn 500 mg focovtvipmng kabnuepwvd pali pe poynto, n
Crmax NTov 200 (6) ng/ml koau  AUCstov 3,640 (12) ngeh/ml. H vdatodiaivtdmmra tng
Booovtwvipmng sivan eaptapevn amd to pH kot n aroppdenon peumvetot 6tav to yaoTpkd pH
avéaveral (PA. mapdypagpo 4.5).

Kotavoun
Metd and yopnynon evéoeiépiog dras 06ong focovtvipnng twv 120 mg e vy dToud,, 1
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Booovtwvipmn glyxe péco (% ovvrereotng dwaxvpavons [CV]) oyxo katavoung 2.331 (32) 1, yeyovog
OV VTOONAMVEL OTL 1] BOGOVTIVIUTY KATAVEUETOL EVPEWS OTOV EEMAYYELNKO 10TO.

H Booovtvipnn cuvdédnke ektevmg Ue TIg TPOTEIvES ToV avlpmmavov TAdcpatog in vitro (94%) Kot
ex vivo og vy dropa (96%), eved n cbvdeo dev NTav e£APTNUEVT OO TN GUYKEVTPMOOT).

Buopetaoynuotiopdg

In vitro xar in vivo pekéteg £de1&av 0TL 1 focovTvipmn (UNTPIKT 0VGIN) VEICTATOL EKTETOUEVO
Nnatikd petaforiopd otovg avipdnovg. Metd amod yoprynon araé 1 ToALATADY d0GE®V
Booovtwviumng (400 1 500 mg) oe avOpmdTOVE, 01 KHPLOL KUKAOPOPOVVTEG UETAPOAITEG PAVIKE OTL
elvar 10 amoyAwplopévo 0&eidio ¢ Posovtivipmng (M2) kot  N-amopedviiopuévn (MS)
Booovtwvipmn, eved to N-0&gidto (M6) g BocovTvipmng NTav deuteped®V KUKAOPOPAOV PeTABOAITNC.
H ovompotikn ékBeon tov N-amopeboiiopévon petaforitn anotelovoe 1o 25% tng unTpikng
ovoiang, EVM TO AmoYA®PLOKEVO 0EELO10 TOV petafolit aroteloboe To 19% g untpikng oveioc. Kot
ot 3 petafoAiteg eLeavicoy dpact Tov avTIeTOlXoVGE UE To < 5% g dpdong ¢ PocovTvipnng oe
pio dokipocio TOAAUTAAGINGUOD aveEAPTNTN 0Td TNV TPOGKOAANCT| TOV Sre-IeTaoyNUATICUEVOY
woPAactdv. Zto KOTpava, 1 focovtivipmn kot 1) N-omopebviopévn Bocovtvipmn nTov to kopio
oyeTllOUEVH UE TO PAPLLOKO CLGTATIKA. [1 Vitro HeAéTeg e avOpOTIVO NIOTIKA WKPOCHOUATE, £OE1ENV
071 70 KOP1Lo 160EVELUO TOV KLTOYPpOUaTOS P450 Tov gumAéketal oto petafoloud g focovtivipmng
etvar 10 CYP3A4 ko peréteg arAnienidpaong eapudkmv £de1&av 6Tt 1 KeTokovaloAn Kot
pLoapmikivn elyav évrovn enidpacn otn eoppoKoKvnTiky g Bocovtvipmng (BA. mapdypago 4.5).
Agv mopatnpndnke petapforiiopdc g pocovtivipmng amod ta weoéviopo CYP 1A2, 2A6, 2B6, 2C8,
2C9, 2C19, 2D6, 2E1 11 3AS.

AmoPon

Metd amd yopnynon evéoeAéPiog dmas 06one Pocovtivipang tov 120 mg oe vy dToud, 0 HEGOG
(%CV) tehikdg ypdvog nuicelag (ong ntav 35,5 (24) dpeg, eva 1 péon (%CV) kdbopon frav 61,9
(26) 1/h. Xg pia perém ooluyiov palag pe amd otoH0Toc focovTvipang, avaktnOnke Kotd uEco 6po
70 94,6% TNng GLVOAIKNC SO0 Héaa oe 9 Nuépeg: ta kompoava, (91,3%) NTov 1 KHPLA 000G ATEKKPIOTG,
eva 10 3,29% 1tng d060ong avaxtionke ota ovpa. To efdounvta mévte To1g Katd TG dOOTG
avaktOnke evtog 96 wpmv. H amékkpion g apetdfiAntg focovtivipmng oto ovpa HTav YoUnin,
Kwobvpevn mepinov oto 1% g d6ong, T060 6€ VY AToLa OG0 Kot 6 AoHEVELS e TPOXOPNULEVOVG
Kakon0e1g cupmayeig 6yKovg,.

Ewwoi tAnbvcpuoi

Hrortikn dvolerrovpyio

Extiunnke n yopnynon o6on¢ Posovtvipnng 200 mg pali pue tpoen| o€ pio kooptn 18 acbevov pe
nratikny dvcAettovpyia (katnyopieg A, B ko C katd Child-Pugh) kot 9 avtictoyo vy dropo. 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, eveo n AUC tng Bocovtvipnng oto TAdopa avéndnke Kotd
2,3 popéc, 2 popéc kar 1,9 popég, avtiotoya. O ti2 g Pooovtvipmng avéndnke oe aobeveig pe
NTATIKNY SVGAELTOVPYiO GE GOYKPIGT LE TO VYL GTOLO.

Negpixn dvoiertovpyio,

e wo, LeAETN TNE VEPPIKNG ducAettovpyiog yopnynnke dmaé d6on Pocovtvipnng 200 mg e Tpoen
o€ 26 droua P Mo, PETPLOL 1) GOPapr| VEPPIKT SLGAEITOLPYIN Kot 6€ 8 avtioTolyovg vYlelg eBehovTéc.
H veppikn dvciertovpyia extyumbnke pe Paon v tipunq Cler (vroroyilopevn Pacel Tov TOTOL
Cockcroft-Gault) < 30 ml/min (coPapn veppikn dvorertovpyia), 30 < CLcr < 50 ml/min (pétpra
veppikn dvoiettovpyia) 1 50 < CLcr £ 80 ml/min (ma veppikn dvciertovpyia). Ta dropa pe pétpla
Kot coPopn veppikn duvsiertovpyia mapovsiacav avénon g AUC évavtt Tov vyidv eBehoviov katd
35% ko 60%, avrtictoyya. H péyiom ékbeon Cmax a0ENONKe katd 28% kot 34% o711 opddeg pe pétpla
Kot coPopn veppikn dvciertovpyia, avtiotoryo. H ékBeorn otn Pocovtvipnn dev avéndnke ota dtopa
pe NroL veepikn dvoiettovpyia. O ypdvog nulong amoPoing g focovTivipmng oto dropa pe
VEPPIKT] SVCAEITOVPYIO NTOV TOPOUOLOG UE EKEIVOV GTA VYN ATOLA.

Ot TposapHOYES TNG 0OCNG Y10 VEQPIKT ducAettovpyio facicTNKOV GTO ATOTELEGUATA VTG TNG
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UEAETNG KO TN YVOOTH YPOLLIKT QOPUAKOKIVITIKY TG BOCOVTIVIUTNG 6T0 €0pog docemv omd 200 £mg
600 mg.

Hhiixio, pblo xar poln

Agv &govv mpaypatonom el emionueg peréteg yio v aloAdynon TV EmOPACEDY TOV
CUYKEKPIUEVAOV ONUOYPAPIK®V TTapayoviov. [Inbvopiakés poprakokivnTikég avaAdoElg o 0o0evelg
ue Pht Aevyaipio 1 kokon0n copmoyn 0yKo Kol 6€ byu) ATope, diyvouy OTL OV VIAPYOLY KAIVIKY
ONUOVTIKEG EMOPACELS TNG NAIKING, TOL VA0V 1] TOV cOUATIKOD Papovg. ITAnBvouaég
(OPLOKOKIVITIKEG OVOAVGELS OTOKAALYAY OTL 01 AGliTeg Tapovoialay pkpotepn kabapon katd 18%
oV avtioTolyel og avénomn g ékbeomng otn Pocovtivipmn (AUC) katd 25%.

THaoidratpikog ninBoouog
To Bosulif dev éxel axoun peretn0el oe modid kot eprifovg niikiog kéto tov 18 etmv.

5.3 Ipoxiivikd dedopéva yia TNV a6QaArEL0

H Booovtwvipnn £xet extiundei o ueAETeg QUPUOKOAOYIKNG UOPAUAELNG, TOEIKOTNTOG
EMOVAAAUPOVOLEVOV dOGEMV, YOVOTOEIKOTNTOGC, TOEIKOTNTOS GTNV AVOTOPOY®YIKN TKOVOTNTO Kol
POTOTOEIKOTNTOG.

DappoKoroyikn ac@IAELD

H Bocovtwvipnn dev ennpéace TV avamveLoTIKn Agttovpyia. Xe pio HEAETN TOL KEVIPIKOL VELPIKOD
ovotiuatoc (KNX), ot emipveg mov élafav Bocovtviumn tapovciacoy petmpévo péyebog g kdépng
oV 0@OAALOD Kol dlatapayég TG Badionc. Aev kabopiotnKe 10 ninedo OTOL eV TOPOTNPEITAL Koo
emidpaon (NOEL) ywa to péyebog tng kopng tov opBadpod, eved to NOEL yuo Tig dtotapayés g
Badiong onpewmbnke o mepimov 11 popég peyardtepeg and v €kbeomn Tov avOp®OTOV TOL TPOKLTTEL
amo TV KAMvikn 6601 tov 400 mg kot 8 popéc peyardtepeg and v Ekbeomn tov avOpdmov mov
TPOKVTTEL 0O TNV KAWVIKY 066m Tev 500 mg (Bacetl tng adécpuevtng Cmax 0TO OvTicTOY0 €i00C). H in
vitro dpaomn g Pocovtvipnng o dokipaciec hERG €de1&e 0t vdpyel mbavotnta mopdTacns g
KapdloKN ¢ KotAlakng eravamoimong (QTc). Xe pia pelét yopriynong Pocovtviumng omd 10 oToOUN o8
oKOAOVE, 1 BOCOVTIVIUTN JEV TPOKAAEGE UETAPOAES TNV OPTNPLOKN TiEST), TAOOAOYIKEC KOATIKEG N
KoltMakég appudpieg 1 empnkovven tov dtaotiuatog PR, QRS 1 QTc oto HKI og ekBéceilg émg ko 3
(QOPEC PEYOADTEPES 0 TNV £KOECT] TOV OVOPOTOV OV TPOKVTTEL OO TNV KAVIKY d060n Twv 400 mg
Kot 2QopEg peyoliTepec amd Vv ékBeom Tov avOpOTOL TOV TPOKVTTEL Od TNV KAVIKT 006N T®V

500 mg (Baoet g 0d6éopevg Cmax 0TO avTioTo)0 €100¢). [TapatnprOnke kabvotepnuévn avénon
TOV KAPOLOKOV puOpov. Xe po peAétn evOoPAEPLOG YOPTYNONG OE GKVAOVG, TOpaTPHONKOY
TOPOSTKEC HLENGELS TNG KAPIIHKTC GLYVOTNTOG Kol LEIDMGELS TG OPTNPLOKNG Ttieong, Kabmg emiong
eMdyotn empunkuven tov dotiuatog QTce (< 10 msec) og ekBéaelc mepimov 6 popéc £mc 20 opéc
peyolTepeg amod tnv £kBeon Tov avBpdTOL TOV TPOKVTTEL OO TNV KAMVIKT 8601 Twv 400 mg ko 4
Qopéc £m¢ 15 popég peyodivtepec amd v €kBeon Tov avOPOTOL TOV TPOKVTTEL OO TNV KAMVIKH 060
tov 500 mg (Bacet g adéopuev Cmax 6T0 avtioTtoryo €id0g). H oyéon neta&d tev mopatnpoduevmy
EMOPACE®V KOl TNG POPUAKELTIKNG Bepameiog NTaV Acaeng.

To&ioétnta erovaraufavopevav décemv

O pekéteg To&KOTNTOG ETAVOLAUPAVOLEVOV SOCEMY GE EMIUVES SLAPKELNG EMG 6 UNVOV Kol O
OKOAOVG O1APKELNG EMG 9 PUNVAOV KOTESEIENV TO YOOTPEVIEPIKO GUGTNIO MG TO KUPLO OPYOVO-GTHYO TNG
to&ucdtnrag e Posovtvipmng. Ta khvikd onueia to&ikdmrag meptedduPoavay petaforés ota.
KOTPOVO, KOl GUOYETIOTNKAV UE PELOUEVT KATAVAAMOT TPOPNG KOl ATMAELD COUATIKOV BApove Tov
LEPIKES POPEC 001 YNOE G€ BAvaTo N TpoatpeTiky evbavacia.

Iotomtaboroyucd mapoatnpiOnKay S1GTOAN TOV 0VAOD, VITEPTANGIN TV KAADKOEODV KVTTAP®V,
aoppayic, SAPP®OT KoL OIdN A TOV YUSTPEVTEPTKOV CMANVA Kol EpVOPOKVTTAP®CT AEUPOEIDDV
KOAT®V, KOG emiong Kot apoppayio 6Tovg LECEVTEPIOVG AeUPOdEVeS. To Nrap emiong evIomioTnke
®¢ 0pYovo-0T0Y0¢ o€ emipveg. Ot To&kdTnTeg YopakpiotnKoy amd pio avénon oto fapog Tov
NMATOG GE GLUGYETION LE NTUTOKVTTAPIKT VAEPTPOPIa 1] OTTOL0 EULPAVIGTIKE OTOVGIN TOV AVENUEVOY
NRATIKOV eVEOU®V 1 KPOCKOTIK®V OTUEI®MV NTOTOKVTTAPIKNG KLTTOPOTOEIKOTNTAS, EVA Eival
ayvVOOTOL cLGYETIoNG otov avlpwmo. H olykpion g ékbeong og dAa Ta €101 deiyvel 6TL 1) £kBeon
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7OV OgV TPOKAAESE OVEMBOUNTA SVUPAVTA OTIS EEAUNVES Kot EVVIAUNVEG LEAETES TOEIKOTNTAG OF
EMIPVES Kol GKOAOVG, OVTIOTOLYO, NTOV TOPOUOL [E TNV £KBEGN TOL AVOPAOTOL TOV TPOKVATEL OO TNV
KAvikn 8601 400 mg 1 500 mg (Bdoet g adéouevtng AUC 610 avtiototyo €160¢).

T'ovoto&wot o

O1 peléteg YovoToEIKOTNTOG G€ POKTNPLOKA in Vitro GUGTIOTO KO OE in Vitro Kol in vivo GUGTHLATO
OnAooTiKGV pe N xopig evepyomoinon Tov uetafoliopon dev mapeiye evoei&elg petaAlaloyovou
dpdong g focovTivipmng.

To&ikdétnTo 6TV aVOTaPay®YT) IKOVOTNTO KOl GTIV avarTuén

e pio LEAETN YOVIUOTNTOG OE EMIUVES, 1] YOVILOTITA NTOV EAQPPAOS UELMUEVT] GTO, APCEVIKE. XTa,
OnAvkd TapatnpnOnKav apevog avEnUEVES OTOPPOPNOELS ELPPVLMOV KOl APETEPOV LEIMOT TOV
EUPLTEVCEMV GTN UNTPA Kot TV PBiociumy euPpdwv. H d6om oty onoia dev mapatnpiOnkay
VETOVUNTEG EVEPYEIEG GTNV AVOTAPAYMYIKY 1KOVOTNTA TOV apoevik@v (30 mg/kg/muépa) kot tov
Onivkov (3 mg/kg/muépa) odnynoe oe exbécelg 0,6 popég kat 0,3 popég PeyaADTEPES, AVTIOTOL O, EVD
N avBpomvn ékBeon glvar amotédeoua tng xopynong kKivikng d6ong 400 mg xat 0,5 popég Kot

0,2 popég pkpdtepeg, avtiotorya, evad 1 avOpdmivn Ekbeomn gival amotéAesio TG YOPNYNONS KAWVIKNG
d0ong 500 mg (Bdoet g adéopevutng AUC oto avtictoryo €idog). H emidpacn otnv yoviuodtnto tov
avopov dev umopel va amokAielotel (PA. mapdypoeo 4.6).

H éxbgom tov guPpvov 6 padievépyela TPogPYOUEVT amd TN POGOVTIVIUAN KOTA T OEPKELD TNG
EYKVLOOUVNG TPOGOI0PIoTNKE OE piol LEAETN LETAPOPEG LEG® TOV TAOKOVVTO GE EYKVLOVOVUVTEG
emipvec Sprague-Dawley. Ze o pehétn avamtuéng Tpty Kot LETA T YEVVNOT) GE EMIUVEC,
TOPOVGIACTNKE UEIMUEVOS aPOUOG YEVVICEMY VEOYVMV GT1 8001 TV > 30 mg/kg/muépa, v
TOPOVCIAGTNKE AVENUEVT ETITTOOT] GUVOAMKNG ATMAELNG TOV VEOYVAOV KOl LEIOHUEVNG OVATTUENG TV
amoyovev PETd TN Yévvnor ot doom tov 70 mg/kgmuépa. H 860 oty omoia dev mapotnp ke
Kopio avemlBount evépyeto otnv avantoén (10 mg/kgmuépa) mpokdiece exbéoelg ioeg pe 1,3 opég
kot 1,0 popd peyolvtepeg amod tnv £kBeon Tov avOp®ITOL TOL TPOKVITEL OO TNV KAVIKT 6O0T) TOV
400 mg ka1 500 mg, avtictorya (Bdoet Tng adéouevtng AUC oto avtictoryo €idog). Xe pio pedétn
avamTVELKNG TOEIKOTNTOG G€ KOVIKAOLG 01OV yopnynonkav 00GE1g TOEIKEC Yia TN UNTEPQ,
moponphonkay euPpuikés avouaiieg (cuvevouéva otepviota kat 2 EUPpua Pe S1AQopeg GTAYVIKES
avOUOAiEG) Kl EAAPPE EAATTOHEVO EUPpLIKO copaTikd Bapog. H ékbeomn oty vynAdtepn 6001 mov
doxpdotnke og kovikhoug (10 mg/kg/muépa) Kot dev Tpokdrece avemBounTeg evépyeleg 6to EUPpLo
nrav 0,9 popég kot 0,7 popéc ikpoTePN amd v £kecn Tov avOpMITOL TOL TPOKVTTEL ATTO TNV
KAvikn| 8o6om tov 400 mg 1 500 mg, avtictoya, (Pacet tng adéopevtng AUC oto avtioToryo €100¢).

Metd amd Gma& yopriynon (10 mg/kg) padoonpacuévng pe [*C] Bosovtviumng omd to 6touw o€
Onralovteg emipweg Sprague-Dawley, ) padievépyeia anekkpiOnke edkoAo oTo uNTPIKd YaAM o€
SoTNH LOMG oG dpag LETA TN xopnynon. H cuykévipmon g padievépyelag 6To yOAN NTaV £0G
Kot 8 opéC LYNAOTEPT ad TNV AVTIGTOLYT 6TO TAAGHA. AVTO KOTEGTNGE OLVOTN TNV ELPAVION
UETPNOLUWOV GLYKEVIPDOGEWDY PUSIEVEPYELNG 6TO TAAGLO ONAalOVI®Y VEOYV@DV.

Koapkivoyéveon
H Booovtwvipnn dev ftav kapkivoyovog 6ty 2-€T LEAETN KAPKIVOYEVEST|G GE EMILVES KL GTNV
6uUNVN HLEAETN KOPKIVOYEVEST|G OE TOVTIKOVG rasH?2.

dorotofdmra

H Booovtwvipnn enédei&e v tkavotnto va omoppopd g 6to gdoue UV-A kot UV-B kot
KOTOVEUETOL GTO OEPLLOL KOL TO POYOEDT YITMOVO TOV HEAAYPDOOTIK®Y EXPVOV. 26TOGO, N
Booovtviumn dev enédelée TOTOEIKN dpAGT GTO dEPUA 1) TOVG 0POAAUOVE LEAAYPDOCTIKMV ETUDWOV
OV eKTEOM KAV 6TN PocOVTIVIUAN TaVTOYPOVA UE VTTEPLMOT akTvoforia (UV), evd 1 ékbeon ot
Booovtvipmn NTov mg Kot 3 eopég Kot 2 popés peyardtepeg and v Ekbeom tov avlpdmov mwov
TPOKVTTEL OO TNV KAvIKT 6001 twv 400 1| Tov 500 mg, avtictotya (Bacetl TG adESHELTNG Crnax OTO
avtioToryo €100C).

35



6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataloyog ekdoymv

IMvprvog diokiov

Mikpoxpvotadiikn kuttapivn (E460)
KopueAhdln vatpiovyog dactavpoduevrn (E468)
[Molo&apepég 188

[Topwévn (E1201)

Moyvfeto oteatiko (E470b)

Enucédoyn

Bosulif 100 mg emixoivpuéva. pe Aemto vpévio oiokio.
[ToAvBrvuraiodin

Tiraviov do&eidro (E171)

[MoAvaBvievoylvkdin 3350

TéAxng (ES53b)

Z10Mpov o&gidio kitpwvo (E172)

Bosulif 400 mg emixoivpuéva. pe Aemto vuévio oiokio.
[ToAvBrvoraiooin

Trraviov dwo&eido (E171)

[MoAvaBvievoylvkdin 3350

TéAxng (ES53b)

Z10Mpov o&gidio kitpwvo (E172)

Z10Mpov o&gidto epulpod (E172)

Bosulif 500 mg emxolopuévo. pe 1ewto vuévio diokio.
[ToAvBrvoraAkoOAn

Traviov dwo&eido (E171)

[ToAvarBvrevoyrvkoin 3350

TéAxng (ES53b)

Z10Mpov o&gidto epulpod (E172)

6.2 AovppotoTnTeg

Aev epapudletar.

6.3 Awdpxewo {omig

4 ypovio.

6.4 Iowitepeg mpoPuAGEELS KaTd TN EVLAEN TOV TPOIOVTOG

To papuokevTiKd ovtd TPoidv dev amartel Waitepeg cuvlnKeg POAENS.

6.5 @von Kol 6VOTATIKE TOV TEPLEKTN

Agvkn, adrapoavig kKoyéan (blister) Tpidv emictphoemv omd [ToAvPivurloyrlmpidio/ TTolv-yhwpo-
TprpBopo-aifviévio/TloAvfvvrioyimpido (PVC/PCTFE/PVC), cppoayicuévn pe gUALO 0AOVULVIOL
070 oW PEPOG OLULUEGOV TOV OTTOI0L ATOCTMVTAL T O1okKia Le Tigon, 1) onoio mepiEyet eite 14 1)

15 doxia.

Bosulif 100 mg smikoivupéva pue Aemtd vpévio dickia
K0 xovti mepiéyer 28, 30 1 112 doxio.
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Bosulif 400 mg smikoivupéva pue Aemtd vuévio diokia,
K0 kovti mepiéyer 28 1 30 diokia.

Bosulif 500 mg smikoivupéva pue Aemtd vpévio dickia
Kd&0e kovti mepiéyer 28 1 30 diokia.

Mmropei va, unv KuKAOQOPOLY OAEG Ol GLGKEVAGIEC.
6.6 Idowitepeg TpoPuvAAEeLS amOppIYNG

Kda0g aypnoiponointo eapuokevtikd Tpoidv 1 VITOAEUO TPETEL VO UTOPPITTETAL GOUPDVO, [LE TIG
KOTO TOTOVG 10YVOVCEG OYETIKEG OLOTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Béiyo

8. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

Bosulif 100 mg smkolvppuévo pue AErtd LUEVIO dloKio
EU/1/13/818/001
EU/1/13/818/002
EU/1/13/818/005

Bosulif 400 mg smkoivupéva pue Aemtd vuévio dickia
EU/1/13/818/006
EU/1/13/818/007

Bosulif 500 mg smikoivupéva pue Aemtd vpévio dickio
EU/1/13/818/003
EU/1/13/818/004

9. HMEPOMHNIA ITPQTHXE ETKPIXHY/ANANEQXHY. THX AAEIAX
Hpepounvia tpotnc £ykprong: 27 Maptiov 2013

Hpepopunvia tekevtaiog avavémong: 31 Maptiov 2022

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aemtopepeic TANPOPOPIES VI TO TOPOV PUPLOKEVTIKO TPOoioV gival d100Ec1UEG GTOV SIKTVLAKO TOTO
tov Evponaikod Opyaviopuod Gapudkov: https:/ www.ema.europa.cu/.
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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

ATIOTEAEXMATIKH XPHZH 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, PAPLLOKO.

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 emikouponompuévo TAK o mpénet va kototebdei.

. Metd and aitnpa tov Evponaikov Opyovicpod Ooapudkmy,

. OToTEdNTOTE TPOTOTOLEITOL TO GVOTN UM OL0YEIPIONG KIVODVOV, EI0IKE MG OTOTEAEGLOL ANYG
VE®V TANPOPOPLDY TOV UTOPOVY VAL ETLPEPOVY GNUAVTIKT GAAXYT GTN GYECT] 0QELOVC-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
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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 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 IPEIIEI NA ®YAAXXETAI XE OEXH THN OITIOIA 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 PAPUOKEVTIKO TPOIOV GOUP®VOA LLE TIG KOTE TOTOVS 10X DOVGES GYETIKES
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 ANATNQPIETIKOX KQAIKOX — AIZAIAXTATOX 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 0Toiovg TpoNnyoveEVa 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 éyete amopieg oyetikd pe tov tpomo dpdong tov Bosulif ) tov Adyo yia tov omoio cog
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 Y1aTpO, TOV PUPUOKOTOLO 1] TOV VOGOKONO oag Tty mipeTe 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 NTOATOG) OTOLOVONTOTE THTTOV 1 IGTOPIKO OTOLWVONTOTE OO TO TOPAKATM CNUEIDV KOl
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 Y1TpO Gag eV BELETE 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,
OIS KAPOLOKT] OVETAPKELN KO LELWUEVT] POT| QHULATOG TTPOG TNV Kapdid, 1 ool UTopel va
odnynoel o€ Kopdlokn TPocsPoin. Zntote apécms wtpikn fondeia edv £yete dvomvola,
avénon PBapovg, TOVo 6to otNBOC 1 TENEWO GTA ¥EPLOL, TOVG ASTPAYIAOVE T} TO TOSI GOC.

av 60g £(0VV TTEL OTL EYETE U1 PVGLOA0YIKO Kapolokd pvOpd. Evnuepmote Tov yiotpod cog ov
éxete appLOUiEC N UN PVOIOAOYIKA NAEKTPIKA GNUATA, TOV OVOUALovTal “TapdTooT) TOV
dwotuatog QT”. Avtd eivar Tavta oNUAVTIKO, aAAG Waitepa ebv epeovilete cuyvn M
TOPOTETAUEVT SLApPOLa, OTTOC TEPTYPAPETOL TOPUTAV®. AV AumoBvuncete (andAsio
ouvveidnong) N £xete akavoVIoTo Kopdlakd pubud, katd t odpketa tng Oeponeioc e Bosulif,
EVILEPMGTE TOV YIATPO GO AUECHOE, KOOMG antd pmopel va amotelel onueio cofapng
Kapdtomadelag.

av o0g £ovv EL 0TL £xeTe mPoPIpoTa pe Tovg vePpolg cac. Eviuepdote Tov yatpd cog av
OVPEITE TLO GLYVE KoL TAPAYETE PHEYOADTEPES TOGOTNTES OVOLYTOYPOUOYV OVP®V 1) OV OLPELTE
MyOTEPO GLYVA KOl TOPAYETE KPOTEPEG TOGOTNTEG GKOVPOYPOU®OY 0VpwV. Emiong,
EVNLEPMGTE TOV YITPO Gag av Ybvete Papog 1 €6V TpNoTohV Ta TOSL, Ol ASTPAYAAOL, TO KATM
adKpa, To xEplo 1 To TPOSMTO GG,

£av giyote moté 1] pwopel vo £xete TOPO. Loipwén ané naatitide B. Avtd cupPaivel eneion
to Bosulif Oa umopovce va odnynoetl e emavevepyoroinon g nratitidoag B,  onoio umopei va
amoPei Bovatneopog oe opiopéveg mepittooels. Ot acBeveic O eEetdlovtan TpooekTikd omd
TOV Y10TPO TOVG Y1 eVOEIEELS TG TS AolnwéEng Tptv amd v Evapén g Bepaneiog.

av £xete N elyote TpofApata 6to Taykpeas. Evnuepdote Tov ylotpd cag oV TopOVGIICETE
KotMakd Tovo 1 duceopia.
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- OV ERQAVICETE 0TOL00NTOTE OO AVTA TA CLUATONATA: GOPapd deppaTikd eEavOqpaTa.
Evnuepdote tov yuotpd 60G oV TOpOVGIACETE OTOOONTOTE OO TO TAPAKAT® CTLELD KOt
CUUTTOUOTO ETMOVVOL pLOPOD 1 TOPEVPOEIBOVG e&avONUATOG TOV eEUMADVETOL KO apyicovV
va gueaviCovrol pAVKTaVES (POVoKAAES) Ko/ dAlec PAPec oToVg BAevvoydvoug (TT.y. oTOUO
Kot yeidn).

- OV TOPATIPNGETE OTOLOONTOTE OTO AVTE TO CVUTTONATO: TOVO 6TO. TAEVPA GUC, AN OTA,
ovpa 1M pELOpEV TocdTNTA 0Vp®V. OTOV 1 VOoOG GOG glvar TOAD cofapt), 0 OPYUVIGUOG GOG
umopel va unv gival og 8éon va amoPdidel OAeg TIg dypMnOTEG OVGIEG TOV TPOKVILTOLY ATO TO
0GvaTo TOV KOPKIVIKOV KOTTAP®OV. AVTO OVOUALETAL GUVOPOUO AVOTG TOV GYKOV Kol UTOPEL VoL
TPOKAAEGEL VEQPIKN AVETAPKELD KOl KOPOLOK( TpoPAR T EVTOC 48 pdV amd TNV TPOTN SO0
tov Bosulif. O yiatpdc cag etvat evipepog Yo To €3eOUEVO aVTO Kal TOAVOV VoL S10GQPUAITEL
OT1 €loTE EMUPKDS EVLOATOUEVOL, KOODE KOl VOL GG YOPNYNOEL QOPLLOKD Y10, VO OTOTPEYEL TV
EUOAVIOT] TOVL.

[pootacio amd Tov Rio/UV

Evdéyetar va yivete mo evaicOnrtotl otov fAto i v aktvoforio UV evd Aapfdvete focovtivipm.
Eival onpoavtikd va kaAdntete meployég Tov dEPUATOG OV eKTIBEVTAL GTO NAIKO PMG Kot VoL
YPNOWTOTOLEITE OVTINALOKO [LE LYNAO Ogiktn mpoctaciog (SPF).

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

Alro pappoxka ko Bosulif

Evnuepdote tov yotpd 1 1oV @opULaKoTold oG 4V maipvete, £xeTe TPOGOOTA TAPEL 1] Uropet vol
TOPETE AALD PAPUOKO, KOO KoL QVTA TTOV OgV oag Exovv xopnynOel ue cuvtayn, Prrapiveg Kot
QUTIKG papuaka. Kamowo eappoka uropodv vo, ennpedcovy to eninedo tov Bosulif 610 cdua coc.
Oa TPETEL VO EVIULEPADGETE TOV YATPO GaG oV AAUPAVETE PAPLOKO TOV TEPIEXOVV OPACTIKEG OVGIES,
OGS VTG TTOL TOPATIOEVTOL TOPAKAT®:

O ax6rov0eg dpacTiKéS 0VGies pmopel va avENGOVY TOV KivOuvo ELQPAvIcNS avemBvunTov

gvepyal®v mov oyetilovrar pe 1o Bosulif:

- ketokovalOAn, 1tpakovaloin, Popikovaldin, TocakovaloAn kot pAovkovaloin,
YPNOYOTO0VVTOL Yio T Bepameio LUKNTIOCIKOV AOIUOEEDV.

- KAapiBpopvkivn, teMBpopukivn, epuBpopukivn Kot curpo@A0Eacivr, ¥PNCILOTOIOVVTOL Y10, T
Oepomeio Paktnplokdv Aounéemy.

- vepaloddvn, ypnoiuonoteitat yio, tn Oepameio g kaTdbOAymc.

- UTEPPdIAT, SATiaCENN Kot Pepamapiin, ¥pPNOLOTOIOVVTOL Y1 TN HEIOT) TG OPTNPLOKNG
mieonc o€ ATopa [Le VYNAN apTNPLOKY| TTiEo.

- prrovaBipn, Aomwvafipn/prrovafipn, wowafipn, veapwvaPipn, cakovwvoPipn, atalavafipn,
aumpevaPipn, pocoumpevafipn Kot dapovvaPipn, xpnoyorolovval yio T Bepamnsio Tov 100
g avBpdmivng avocoaverdpkelog (HIV)/AIDS.

- umocenpePipn kot terampePipn, ypnoponotovvtot yio tn Oepaneia g nratitidog C.

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

- woTwvipsn, ypnoomoteiton yio ™ Ogpaneio evog TOTOL Agvyoupiog.

- kprlotivipmn, ypnolonoteital yuo T Oepameio evOg TOTOV KOPKIVOV TOV TVEDLILOVA, TOV
ovouACeTOL Un PIKPOKLTTOPLKOG KOPKIVOG TOV TVEDLLLOVAL.

O1 ak6A0V0ES OPUGTIKES OVGIES PTOPEL VU HELDGOVY TNV OTOTELEGNOTIKOTNTA TOV Bosulif:

- pLoapmikivn, ypnoonoteitol yio t Oepaneio TG euuaTi®ons.

- eawvutoivn Kot KapPapalenivn, ypnotponotodviat yio T Oepaneio g emAnyiog.

- Bolevtavn, ypnolpomoleital yio T Hei®mON TS VYNNG OPTNPLOKNG TEGNS GTOVG TVEDLLOVES
(VéPTaoT TVELLOVIKNG 0P TN PLag).

- VOQKIAAIVY, éva avTIBloTikd Tov ypnoiponoteitat yio ) Oepaneio Paktnplokdv Aoiuméemy.
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- St. John’s Wort 1 Balcapoyopto (£va puTIKO GKELAGLO TTOV XOPNYELTOL YOPIg GUVTAYT
YwTpoD), ypnoyomoteiton yio tn Oepameio g KaTdOAymC.

- epaPipévin kot etpaPipivn, ypnoomolovvral yo T Oepameio tov HIV Loudéewmv/AIDS.

- LOSOPIVIAT], YpNolpuomoteitar yio T Oepaneio oplopévey THTOV daTApUYdV TOL VTVOV.

Avtd To pdppoko Bo Tpémel va amopehyovtal katd T ddpketo TG Oepaneiog cog pe Bosulif. Av
TOIPVETE KATO0 0O AVTA, EVUEPDGETE TOV Y10Tpd 60G. O yloTpdg cog pmopel va, aArdEetl T doom
TOV GLYKEKPIUEVOV QAPUAK®V, Vo aAldEel T d6on Tov Bosulif 1§ va cag yopnynoet kdmoto dAAo
QAPLLOKO.

Ov ak0hov0£C dPUCTIKEG 0VOIES PUTOPEL VO EANPEAGOVY TOV KOPOLOKO pLONOS:

- ap10d0pOVI, S160TVPALLIdN, TPOKATVOUION, KIVISTvY KOl GOTOAOAN, XPTCLLOTOIOVVTOL Y0 TN
Oepomeio KOPIOKNAG SLOTOPUYNG.

- yAopokivn, ahoeavtpivn, -xpnoiuomolovvtal yio T Oepameia tng eAovociag.

- KAaptBpopvkivn kKot po&upro&acivn, aviiBlotikd mov ¥pnoyomolovvtal yio T Oepamreio
BoakTnplokdv AoumEemv.

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

- dopumepdov, ypnoyomoteitat yio tn Oepameio Tng vautiog Kot Tov EUETOV N T d€yepon
TOPOYOYNG UNTPIKOV YOAOKTOG,

- uebadovn, ypnoyLonoteital yio tn Oepameio Tov TOVOUL.

Avtd T0 pappoka Tpénel va AappdvovTat pe Tpocoyn kotd T ddpketa g Bepaneiog cog pe Bosulif.
Av TaipveTe 0mO100NTOTE A0 VT, EVIUEPDOTE TOV YIUTPO GOG.

Ta edppoxa Tov avagépovtal €d® mhavov va unv etvar To udvo tov Ba propodoay va
aAniemidpacovv pe to Bosulif.

To Bosulif pe tpoen ka1 7otod
Mnyv népete o Bosulif pali pe ppovto 1 yupod ykpémppovut, Kabng propei va avénbei o kivovvog
EUQAVIONG AVETIOOUNTOV EVEPYEILDV.

Kinon, Onhoopoc ko yovipétnra

To Bosulif dev mpémel va ypnoomoteitar 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 mapete o Bosulif edv giote 1 umopel va peivete £ykvog.

Ot yvvaikeg mov Aappdvovv to Bosulif 6o cupfoviedovtal vo xpnotuomolohy amoTeEAECUATIKN
AVTIGGVUAN YN Katd TN diapkela g Oepameiog Kot yio TovAdytotov 1 upva petd v televtaio d6om. O
éUeTOC 1M 1 S1dppola PUTOPEL VL LELDGOVY TNV OTOTEAEGUOTIKOTITO TOV OO GTOLOTOC
OVTIGLAANTITIK®V.

Yrdpyetr kivovvog ) Oepamneio pe to Bosulif va odnynoet o€ petopévn yovipdtnto Kot pmopet va
embopeite va avalnrnoete copPfovn, oyeTikd pe T eOAAEN oméppotog Tpv Eekivioet 1 Bepameia.

Av Onlalete, evnuepmate Tov YaTpod oag. Mnv Inidlete kotd T didpkela g Oepaneiog pe Bosulif,
kaOdc pmopet va mpokAnBovv PAGPeg oto popd cog.

001ynon Ko YEPIGROS PN YOV RATOV
Av viooete (aAn, Exete BoAn opaomn M aicbavbeite aocvuvnBioTn KovpaoT, UV 0dNYEiTe Kat
yepileote unyaviuoTo, LEYPL Vo, DLITOY®PTGOLY 01 GUYKEKPLUEVEG AVETIODUNTEC EVEPYELEC.

To Bosulif mepiéyer vatpro

To papuaxo avtd mepiéyel Aryotepo amd 1 mmol vatpiov (23 mg) avd diokio tov 100 mg, 400 mg 1
500 mg, ivor avtd Tov ovoudlovue «eAevBepo vatpiovy.
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3. o va wapete To Bosulif

[Tédvtote va TaipveTE TO PAPUOKO CVTO AVGTNPE GOUPOVE LE TIG 0dNYieg TOV YioTpo cag. Edv éyete
apQBorec, pMTAGTE TOV YIOTPO 1) TOV PUPUOKOTOLO GOG.

To Bosulif 6a 6og 10 cuvtayoypagnoel LOVO YIOTPOG LE EUTELPIO G PAPLLOKO Y10 TNV OVTIUETOTION
™G Asvyopiog.

A6o1 KoL TPOTOG JOP1YNOoNS

H ocuvietoduevn d6on eivar 400 mg pia opd nuepnoing yo acbeveig pe veodayvoobeioa XMA. H
ouvvietouevn 6oon eivar 500 mg pia opd nuepnoing Yo acbeveis yia TOVG 0TOIOVE TPOTYOLUEVA,
eappoka yuo tn Oepaneio g XMA egite dev elyav dpdoet gite dev Tav KatdAAnAa. L TEPINTM®ON TOL
éxete pétplo 1 coPopd TPOPANLOTO LE TOVG VEQPPOVC GAG, O YIOTPOG oag Bo Gag LEIDGEL TN 600T KOTA
100 mg pia @opd tnv nuépa, yro LéTpla, TpoPAnuarta kot katd eximAéov 100 mg pio popd Ty nuépa,
v coBapd tpofAnpata. O yaTpdc cog Uropel va TpocapUOcEL T 000 XPTCLOTOIDVTAS To. S1oKio
tov 100 mg, avdloya pe Tig TaNoELg ToL £YETE, TNV AVTATOKPION caG 0T Bepameio Ko/ TV
0mOLONTOTE aveTBVUNTY EVEPYELN TTOL UTopel va. epeoavioete. No, AapPdverte to(a) dtokio(a) pio
Qopa TV Nuépa pe eayntd. Na katanivete to(a) diokio(a) oAdkAnpo(a), pe vepo.

Edv mapete peyoarvtepn 66on Bosulif amé tnv kavovikn

Av mapete katd AdOog meprocdTepa dickio Bosulif | vynAdtepn d6om amd avty mov ypeldleots,
EMKOWVMOVNOTE AUECHS LLE EVOV YIOTPO Y0 vVa 650G GLUPoVAEDGEL. AV elvat duvatd, dei&te 6ToV Y1oTpo
TN GVOKELOGIN 1 TO TOPOV PUALO 0dNYIDV. MTOpEL VO, XPELOGTELTE 1TPIKT TOPOKOAOVONOT).

Edv Eeyaoete va napete 1o Bosulif

Edv mapoireiyete pio 66om yio Ayotepeg amd 12 mpeg, mhpte T cvuviotdpevn 06on. Edv mapaieiyete
pio doom Yo TEPLecoTEPEG Ao 12 dpeg, mhpTe TNV EMOUEVT OGN Gag, TN cuVNOIGUEV Opa, TV
EMOUEVT MUEPQL.

Mnyv mépeTe SImAY 6O0T Y10 VO OVATANPAOGETE TaL S10Kia oV EEYAOATE.

Edav ctopatiocere va naipvere 1o Bosulif

Mnyv otapoatioete va maipvete to Bosulif, extdg edv 6o 10 CLGTNOEL 0 YIOTPOG GaG. AV dev pmopeite
VO TAPETE TO PAPLOKO GUUPOVO, LLE TIG 0dNYiES TOV Y10TpoV cag N aicbdveote OTL dev 10 Ypeldlecte
TAEOV, EMKOIVOVNOTE QUECHS LLE TOV Y10TPO OOC.

Edv éxete meplocdtepeg EpMTNGELG GYETIKA LLE T YPNOT AVTOV TOL PAPUAKOV, POTNOTE TOV Y10TPO 1)
TOV QOPLOKOTOO GOG.
4. IMBavéic avemBounTeg evépysieg

Onwg 6Aa 0 PAPLOK, £TCL KOL 0VTO TO PAPLOKO UTOPEL VO TPOKAAESEL AVETIOOUNTES EVEPYELEG, OV
Kot 6gv Topovclalovtal 6€ OAOLG TOVG AvEpPMOTOLG,.

[Ipémet vo eMKOIVOVIOETE OUECMG LE TOV YIOTPO GOGC, AV ELPOVICETE OTOONTOTE Od TG akOAOVDEG
ocofapéc avemBounteg evépyeteg (PA. emiong mapdypopo 2 «Ti mpénet va yvopilete mpv Tdpete 10
Bosulif»):

Awypatoroyikég owatapayés: Evnuepmote apécmg Tov yloTpd 60G oV ELQOVIGETE OTOI00NMTOTE OO
OUTA TO COUTTMOUOTOL: OUOPPOYia, TVUPETO 1| EDKOAT dNULOLPYIN LOADT®V (UeAAVIES) (LmopeEl va
VITAPYOVV SLUTAPAYES TOV OUUOTOMNTIKOD 1) TOV AEUPIKOD GLGTHLLATOC).

Hrotikég owatapayés: Evnuepoote apéoms Tov Ylotpd 6og oV ERPAVIGETE OTOI0ONTOTE OO ALTA TA
CUUTTOUOTO: POyoDP, KITPIVIGUO TOV UATIDV 1) TOV EPUATOS, GKOVPOYPMLLE. OV, KOL TTOVO 1)
ducpopia 6To GV de&l TUALLO TN TEPLOYNS TOV GTOUGYOV T} TVPETO.

Zropokéc/yaoTpevtepkéc owatapayés: Evnuepoote tov yiatpd cag av epupovicete Tdvo 6To
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oTopdyt, aictnua Kovoov (Kaobpa) 6To GTOpdYL, S14ppold, SUGKOIAOTNTA, VOLTiH 1] EUETO.

Kapowoka mpopinpata: Evnuepmote tov y1atpd cag av £Xete KapdokES SloTapayic, Onme KapdloKn
OVETAPKELD, LEIOUEVT] POT] GULLOITOC TTPOG TNV KOPOLE, U1 QLGIOAOYIKE NAEKTPIKG, GTUOTO TTOV
ovoudlovrat “mapdracn Tov dwotipatog QT i av MmoBvuncete (amdAelo GLVEIOINONG) 1| EXETE
aKovOVIoTO Kapdtako puud, kotd t didpkela g Oepaneiog pe Bosulif.

Enravevepyomoinon g nratitidoag B. Enovepodvion (eravevepyomoinon) tng Aoipméng and
nratitwa B, 6tav giyate nratitida B oto mopeAfov (o nrotikn Aoipmén).

YoPapic deppaTiké avTiopacels. Evnuepmote auécmg Tov yloTpd Goc oV EUQOVICETE OTOI00NTOTE
O7t0 OVTA TO, CLUTTOUATO: ETMOVVO £pVOPO 1 TOPPVPOEWES EEAVON LA TOL eEamAmVETOL Kot apyicovV
va gupaviCovrot pAvKTaVES (POVOKAAES) Ko dAlec PAGPec oTovg fAevvoydvoug (TT.y. oToOU Kot

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

oAb ovyvéc avemOounteg evépyeieg (umopel va ennpedoovy TePLecodTEPovs amd 1 6ToVg

10 avOpdOmTOVC):

- peimon Tov aptBpod TOV AUOTETOAM®Y, TOV £PLOPOV AULOCPUIPI®Y KA1 TOV 0VOETEPOPIA®Y
(evOg TOTTOL AEVKMV OLLOGEULPIOV).

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

- ToPeTOS, TPNEWO oTa ¥EPLa, 6T TOOL 1) GTO TPOGHOTO, KOTMGT], advvaia.

- AOTU®EN TOL AVOTVEVGTIKOV GUGTHUATOG,

- pvopapvyyiTda.

- petaforég otic e€etdoeig aipartog yio va dwumictmei av to Bosulif ennpedlet To (map kovn 1o
TAYKPEAS GOC, TOVG VEQPOVC.

- petoon g opedne.

- TOVOC 6TIS apOpOOELS, 0GPLUAYIAL.

- TOVOKEPOAOC.

- deppoTikd eEavOnpa Le payovpa Kaun YEVIKEDUEVO depUaTIKO eEAvON .

- Prixas.

- SVGKOAIL TNV OVATTVOT).

- aicOnon aotabeiag (LaAn).

- VYPO GTOVG TVELLOVES (VTTELMKOTIKT GLALOYN).

- Qayovpal.

Yuyvéc avemBOunTeg evépyereg (umopei va exnpedoovy é0g 1 otovg 10 avlpdmovg):

- YOUNAOG aplfpdg Aevk®Vv apocearpinv (Aevkorevia).

- epediopdg oto oTopdyt (Yootpitida), arpoppayic GTOUAYOL 1) EVIEPOL.

- ndvog 010 otnfog, TOvoC.

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

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

- Otav 1 Kapdld 6ev avtAel aipo 1060 Kahd 660 0o, Expene (KapSlOKT UVETAPKELR).

- daTapayn Tov Kapdlakol puhuov, mov tpodiabitel o AumoBupia, {aAn kot aicOnpa ToAudVv.

- avénon g apTNPLOKNG TEGNC.

- VYNAG enineda, KOAIOL 6TO aipo, YOUNAG ETITESH POCEOPOL GTO OifL0, CNUAVTIKT] OTOAELL
COUOTIKOV VYOV (AQLIdT®GN).

- TOVOG GTOVG HOEG.

- dwaTapayn g aictnong g yevong (dvoysvcia).

- o&ela veQpikn avemdpKeLd, VEQPIKN AVETAPKELD, VEQPPIKT ducAeltovpyia.

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

- Bountod oto avtid (eUPoig).

- KVIO®oT), OKuUY.
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- avtidpaon and pwtogvoictnoia (evaicnoia otig aktiveg UV and Tov fA10 Kot GAAES TNYEG
QOTOC).

- OAAEPYIKT avTiOpOOT).

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

- o&ela @Aeypovi tov Taykpéatog (o&eia mayKpeatiTidon).

- OVOTVEVOTIKT] ALVETOPKELDL.

Oy ovyvég avemBOUNTES evépYELeg (Ummopel va exnpedcsovy £m¢ 1 atovg 100 avOpdmovg):

- TUPETOC, GLVOOEVOUEVOS Ol YAUNAD APIOUO AEVKOV aHOGPaLpimV (EUTHPETT 0VOETEPOTTEVINL).

- PAaPn oto Nmap.

- amenTikn yuo ™ (oM oAAepYIKn avTidopooT (AVAQLANKTIKO GOK).

- UNn QLGLOAOYIKN GUGGMPELGT VYPOL GTOVG TVEDUOVES (0&D TVELUOVIKO 010 UL).

- e&avinuo oépuarog.

- @Aeypovn| oto mepiPAnpa g kapdids (Tepkopditidn)

- évtovn pelmon Tov aplBUoy TOV KOKKIOKLTTAP®VY (EVOS THTOV AEVK®V UOGOAPimY).

- oofapn depuatikn drotapayn (ToAdHopPo epvOMNUQ).

- vovtia, Aoydviaopo, aKavovioTog Kopotakog TOAUOG, HVIKES KpAUTES, KpioT, 00Aman Tmv obpwov
Kot KOTWoT) oL oYeTICETOL e UM PLGIOAOYIKE OTOTEAEGUATO EPYACTNPLOK®V EeTdoemv (LVYNAX
eminedo Kaiiov, ovpikov 0EE0G Kol POOPOPOL Kot Younid enineda acPectiov oTo aipe) Tov
UropohV va 0dNYNoovV o€ HETAPOAES TNG VEQPIKNG Agttovpyiag Kot o&gia veppikn avendpKelo —
(Zvvépopo Avong Oykov (TLS)).

Mn yvoo1ég (] cvyvoTTa d8v pmopel va ekTiun0ei pe Baon Ta Srebéopna dedopéva):

- cofapn depuatikn dwotapayn (cvvdpouo Stevens-Johnson, to&ikn emdepuikn vekporvon),
OQEIMOUEVT] GE OAAEPYIKN AVTIOPACT], ATOPOALOMTIKO (AEMOMDIESG, AMOAETIOTIKO) eEAVON QL.

- Avdpeon mvevpovomdfeia (StaTapayég Tov TPOKAAOHY OVAEG GTOVG TVEDHOVEG): OTIC EVOEIEELS
neptropPavovral fryag, SLGKOALN GTNV AVOTVOT], EXOIVVN AVATVON.

Ava@opd avemOOunTOV EVEPYELDV

Edv mapoatnprioete Kamowo avemBOUNTN VEPYELD, EVIUEPDOTE TOV YIATPO, TOV POPUAKOTOLO 1] TOV/TNV
VOGOKOWO 00G. AVTO 1oyveL Kot Yo kaBe mhov avemBountn evépyela mTov dev avapEPETAL GTO TAPOV
@OALO 0ONYIDV Yprione. Mmopeite emiong vo avapépete averBounteg evépyeleg omevbeiag, LG ToL
€0VIKOU GLGTNUATOG AVOPOPAS TOV avaypapeTal 6To [lapdpmmua V. Mécm g avapopdg
AVETOOUNTOV EVEPYELDV UTOPEITE VO PonONCETE GTN GLALOYT| TEPIGGATEPWOV TANPOPOPLOV GYETIKE
LE TNV ACQPAAELD TOV TAPOVTOG PUPHAKOL.

5. o va puiaocoete To Bosulif

- To @apuoko ovtd TPEMEL VO PLAAGCETOL GE UEPT) TOV OeV TO PAETOVY KoL OV TO POAVOLY TO.
Tod1a.

- Noa un xpNOIOTOIEITE AVTO TO PAPLAKO UETE, TNV NUEPOUNVID ANENG TOV AVOPEPETAL GTNV
KuyéAN Ko oto kouti petd ™ “AHEH”, “EXP”. H nuepounvia Anéng etvar ) teAevtaio nuépa
TOV UNVA TOV OVOPEPETOL EKEL.

- To @apuaxo avtod dev amortel Wiaitepeg cuvOnkeg OAAENG.

- Na pn ypnotponoleite avtd 10 PAPUAKO €6V TOPATNPNOETE OTL 1] GLOKELAGIN TAPOLSLALEL
omotadnmote pHopd N paiveral va Exel avorydel.

- Mnv metdite @APUAKO GTO VEPD TNG OMOYETELONG 1| OTA OIKIAK( amoppitpota. Potiote tov
(OPLOKOTTOL0 GOG Y10, TO TAG VO, TETAEETE TAL PAPUAKO, TOL OEV YPTCILOTOIELTE Tl AVTE TOL
pétpa Ba fondicovv otV Tpootacio Tov TEPPAAAOVTOC.

6. [epreyépeva TG GVOKEVAGING KOL AOUTEG TAPOPOPIES

T epréyer o Bosulif
- H dpaoctikn ovoia givar ) focovtviumn. To extkaivppuéva pe Aemntd vuévio diokio Bosulif
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dwtifevton o€ S1APOPES TEPIEKTIKOTNTEG.

Bosulif 100 mg: xéfe emucoloppévo pe Aemtd vuévio diokio mepiéyel 100 mg Bocovtvipmng (g
povoidpikn).

Bosulif 400 mg: kdfe emkoloppévo pe Aemtd vuévio diokio mepiéyel 400 mg Bocovtvipang (g
povotidpikn).

Bosulif 500 mg: kéfe emucoloppévo pe Aemtd vpévio diokio mepiéyel 500 mg BocovTvipmng (g
povoidpikn).

- Ta dAlo cvotatikd eivar: pikpokpuotoihkr kuttapivn (E460), vatpiodyog kpookapueArdln
(E468), moho&apepég 188, moPidovn (E1201) kot oteatikd payvioto (E470b). H emicdioyn tov
dtokiov mepiéyel ToAVPvoAaAkooAn, d10&eidio Trtaviov (E171), molvarbuievoyivkoin 3350,
taAnc (E553b) ko kitpvo 0&gidio owdnpov (E172, yuo ta Bosulif 100 mg kot 400 mg) 1
epuOpo 0&eidio ownpov (E172, yuo ta Bosulif 400 mg kot 500 mg).

Epgévion tov Bosulif ko mepieydpeva e cvokevaciog

Ta Bosulif 100 mg enucoivppévo pe Aemtd vpévio diokia eivat Kitptvov ypopIoToS, mOoEdn,
appikvpta, To omoia PEpovy yopayuévn v évoeilén “Pfizer” otnv pio mhevpd kot “100” otnv GAA.
To Bosulif 100 mg dwatifetan og cvokevaocieg kuyéAng (blisters) mov nepiéyovv eite 14 gite

15 emoaivppéva pe Aemtod vpévio dlokio og Koutid tv 28 1 30 emKaAVUUEV®VY [LE AETTO DUEVIO
dokiov M TV 112 emikoAloppévovY pe AETTO DUEVIO OLoKI®V.

Ta Bosulif 400 mg emicoivppéva pe Aentd vuévio diokio eivol TopToKaAl XpOUOTOG, MOEWDN,
appikvpta, To omoio Pépovy yopayuévn v évoelln “Pfizer” otn pio mhevpd kot “400” otnv GAA.
To Bosulif 400 mg dwatifetal o€ cvuokevacicc kuywéAng (blisters) mov wepiéyovv eite 14 gite

15 emaivppéva pe Aento vuévio dlokio og Koutid tv 28 1 30 emtKaAvUUEV®VY [LE AETTO DUEVIO
doxiwv.

Ta Bosulif 500 mg emnicoivppévo pe Aemtd vpévio diokia eivat epubpod ypdUATOS, WOEWdN,
apeikvpta, To oToio PEPoVV yopayuévn Ty évoelln “Pfizer” otn pio mievpd kot “500” otnv GAA.
To Bosulif 500 mg dwatifetar o€ cuokevacicc kuywéAng (blisters) mov nepiéyovv eite 14 gite

15 emkaivppéva pe Aemtd vuévio dlokio og KouTid tv 28 1 30 eXtKoOAVUUEV®Y [LE AETTO DUEVIO
doxiwv.

Mmropei va. v KuKAOQOPOLY OAEG Ol GUGKEVAGIEC.

Kéroyog Adcrag Kvkhopopiag
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Béhyo

Hapaockevaotiig

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

Teppovia

Mo omoladnmote TANPOPOPIn: GYETIKG, LLE TO TAPOV PAPUAKEVTIKO TPOIOV, TAPAKOAEIGTE VO
amevuvleite otov Tomiko avtimpdécsmmo tov Katdyov g Adelag Kvkhopopiag:
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Belgié / Belgique / Belgien
Luxembourg/Luxemburg

Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Bbarapus

[ aiizep JTrokcemOypr CAPJI, Kion beirapus

Temn.: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.0.
Tel.: +420 283 004 111

Danmark
Pfizer ApS
TIf: +4544 20 11 00

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

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

EX0LGoa
Pfizer EAMGG ALE.
TmA: +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

Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +370 52 51 4000

Magyarorszag
Pfizer Kft.
Tel.: +36-1-488-37-00

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 o0.0.
Tel:+48 22 335 61 00

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

Romaénia
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
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Kvnpog Sverige

Pfizer EAMGG A E. (Cyprus Branch) Pfizer AB

TnA+357 22 817690 Tel: +46 (0)8 550 520 00

Latvija United Kingdom (Northern Ireland)
Pfizer Luxembourg SARL filiale Latvija Pfizer Limited

Tel.: +371 670 35 775 Tel: +44 (0) 1304 616161

To mapdév evAro 0dNYLOV YprioNg avadepONKe Y10 TELEVTAIN POPA OTIS
Aemtopepeic TANPOPOPIES VI TO PAPLOKO aVTO ivol SLOEGIUES 6TO dIKTLOKO TOTO Tov Evpmmaikod
Opyoviopov ®apudkmv: https:// www.ema.europa.eu/.
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