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HEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Imatinib Teva 100 mg emikoloppévo pe Aemtod vuévio diokia
Imatinib Teva 400 mg emikodlvppévo. e Aemto vuéVIo dtokia

2. IHOIOTIKH KAI ITIOXOTIKH XYNOEXH

Imatinib Teva 100 mg exikaAvupévo pe Aemtd vUEVIO diokia
Kabe emcodvppévo pe Aemtd vpévio diokio mepiéyel 100 mg imatinib (g mesilate).

Imatinib Teva 400 mg emkoivpuéva ue Aertd vuévio dickio
Ka0e emucodvppévo pe Aemtd vpévio diokio mepiéyet 400 mg imatinib (wg mesilate).

IMoa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
EmoAivppévo pe Aemtd vpévio diokio.

Imatinib Teva 100 mg emkoivpuéva ue Aertd vuévio dickio

2KOUpa KITpIva £mG KOPE-TOPTOKAAL GTPOYYLAL ETKAAVLEVA LE AETTTO VUEVIO dlokia e pio YKo
ot pia Tevpd. To diokio eivon yapayuévo pe «IT» kot «1» og kdbe Trevpd g eykomg. H
SUIUETPOG TOV EMKAAVUUEVOD pE AETTO VEEVIO dtoKiov givan mepimov 9 mm.

To d1okio umopet va dwymprobel oe dVo iceg SOGELG.

Imatinib Teva 400 mg emkoivpuéva ue Aertd vuévio dickio

Yxo0pa KiTpva £0¢ KOPE-TOPTOKAAL ETUNAKT EXIKOAVUUEVE, e AETTO VUEVIO S10KIN [E [iol £YKOTN
ot pio mhevpd. To diokio givan yapaypévo pe «IT» ko «4» og ke mhevpd tng gyxomng. To uiKog
TOV EMKOAVUUEVOL Ue AETTO VEEVIO Slokiov givar mepimov 20 mm Kot 1o TAGTOg gival mepimov 10 mm.

To dwokio umopei va dwywpiobei oe 600 ioeg dOGELC.

4, KAINIKEXZ TIAHPO®OPIEX
4.1 OgpamevTikéc gvoeitelg

To Imatinib Teva gvdeikvutot yio tn O£pOTEVTIKY OVTIUETOTION

o EVNATIK®V Kot TondlaTpik@v aclevav e veodtayvocbeica ypovia poehoyevi Agvyouio (XMA)
Oetikn (Ph+) yuo ypopocoua Okadéreeitog (ber-abl), yio Tovg omoiovg 1 HETAUOGYEVCT) LVEAOD
TV 00TMV OeV Bewpeitan Bepomeio TPOTNG YPALUNG.

. evnAikov kot modatpikev acevav pe XMA (Ph+) og ypdvia pdon petd ond anotvyio o€
Oepameio pe wtepPePOVN-AAPO 1) GE EMTOYLVOLEVT] GAoN 1 o€ PAacTiKn Kpion.

. evNMKoV Kol TodaTpik®dv acfevav pe veodiayvacteica o&ela AeppofAacTtiky Asvyopio
Oetikn| yo To ypopdcopo Priadéresiag (Ph+ OAA) poli pe ynueobepansio.

o evnAikmv aobevav pe vrotpomialovca 1 avlektikr Ph+ OAA og povobepamneia.

o eVNAIK®V 060evav pe poehodvomlooTikég/ puelotnepriactikéc vosovg (MDS/MPD) ov

oyetilovtal Le YoVISLoKEG avadlaTAEES TOV VITOJOYEN TOV AVENTIKOD TOPAYOVTO TOV TOPAYETOL
amd to oponetdaie, (PDGFR).

. evnAikov acbevav pe cofapod vrepnmcivoeiiikd cuvopouo (HES) kavn xpdvia nocvo@iitkn
Agvyorpio (CEL) pe FIP1L1-PDGFRa avadidtaén.

H anoteleopatikdtnTa ToU imatinib otnv £kBoon g LETAROGYEVONG TOL HVEAOD TOV 0GTMV eV £XEL
dtevkpvicOet.



To Imatinib Teva gvdeikvutot yio

o v Bgpaneio evnAikov acbevav pe Kit (CD 117) Beticd aveyyeipnto kovn petaotoTikd
KakonBeg yaotpeviepikod otpopatikd 6yko (GIST).
. TNV emkovpikn Oepaneio evnAikov acbevav oe petd and extopn Kit (CD 117) Ogtikd GIST ot

omoiol £xouv cofapod kivouvo votpomnc. Acbeveic Tov Exovv YaunAo 1 TOAD YaUnAo Kivouvo
VTOTPOTNG OEV TPEMEL vaL AapPdvouv emcovpikn Bepamneio.

o v Bepaneio evniikov acBevav pe aveyyeipnto, deppatoivoshpkmpo protuberans (DFSP) kot
evnAikov acbevov e vrotpomialov kavn petaoctatikd DFSP mov dev eival katdAAniot yio

gyxeipnon.

2TOVG EVIAIKEG KO ToUd1UTPIKOVG AGOEVEIG 1) ATOTEAEGLOTIKOTNTA TOV imatinib Baciletar ota
GUVOAIKA OLOTOAOYIKE KOl KUTTOPOYEVETIKE TOCOGTA avTOTOKPLIoNG Kot 6TV emiicnon ywpig eEEMEN
Mg vooov oe XMA, 6T0 GLUOTOAOYIKG KOl KUTTOPOYEVETIKA TOGOGTH avtamokpiong o Ph+ OAA,
MDS/MPD, ota arpotoroyikd mocootd avranokpiong oe HES/CEL kot 6tal avTIKEEVIKA TOGO0TA
aVTOmOKPLONG 6€ eVIAIKEG acBeveig pe aveyyeipnto ko petaotatikd GIST kot DFSP kot otnv
emPioon yopig vrotpomn o enikovpikd GIST. H gumeipia pe imatinib og acbeveic pe MDS/MPD
nov oyetilovton pe yovidtakég avadiataéels tov PDGFR givar ol meplopiopévn (BA. mapdypopo
5.1). Ekt6¢ amd tn veodayvwcbeica ypdvia edon g XMA, dev vdpyovv eEAEYYOUEVES LEAETEG TTOV
VO KATAOEIKVOOLY KAWVIKO O0QeX0g 1 avEnuévn emiPioon yia avtég Tic vVOoOoLG,.

4.2 AocGoloyia Kol TPOTOS YOPYNoNS

H Oeponcio 0o mpénet va Eekiva amd TENEPAUEVO 1ATPO 0T BEPATEVLTIKN AVTILETOTION 0.00EVAOV L
OLLOTOAOYIKES KoKOT 0E1Eg Kal KakonOn copKdpaTa, OTmG EVOEIKVLTAL.

Imatinib Teva 100 mg erucaAvupévo pe Aemtd vuévio diokia
IMoa d6og1g 400 mg kot ave (PAETE TAPUKATO 00GOAOYIKEG CUGTAGELS) £VOL ETIKOAVUUEVO UE AETTO
vuévio dtokio Tov 400 mg sivor dtabécipo.

Imatinib Teva 400 mg erucaAvupévo pe AEmtd vuEVio Siokia
IMa d6oe1g ektog Twv 400 mg kot 800 mg (PAEne TapaKAT®, SOGOAOYIKEG GUGTACELS) Eval
dyyotopovpevo diokio Twv 100 mg givar dobéoipo.

Aocoloyia yio XMA og evilkec acOeveic

H ocvvietduevn d6on tov Imatinib Teva eivar 400 mg/ nuépa yio evitikeg acbeveic o€ ypovia
odon XMA. Q¢ ypovia edon e XMA opileton | Tapovsio evdg ek TV KATOOL Kprtnpimv:
PAdoteg < 15% oto aipo Kot 6T0 HLELD TV 06TMV, Bacedpiia 610 TepLpepkod aipa < 20%,
opometéha > 100 x 1071,

H ocvvietduevn d6om tov Imatinib Teva is 600 mg/ nuépa yio evihikeg acbeveic og emrayvvouevn
@aon. Qg emtoyvvouevn edon opiletal n Topovcio omolovVdNToTE 0d Ta akOAovOa: PAdoTeg > 15%
oArd < 30% o710 aipa 1 610 PVELD TV 0GTMV, PAACTES Kot TpopvehokvTTopa > 30% 610 aipa 1 610
HLELS TV 00TV (e TV Tpotindbeon O6tL o1 PAdcteg < 30%), BacedPira 6TO TEPIPEPIKO

aipa > 20%, opometdhio < 100 x 10%/1 un oyetilopeva pe ) Oepomeior.

H cuvictdpevn 8601 tov Imatinib Teva givar 600 mg/muépa yio eviihikeg aobeveis oe ootk
Kkpion. Qg Practikn kpiomn opiletar 1 Tapovcia Practdv > 30% oto aipo 1] 6T0 PLEAD TOV 0GTOV N 1N
TOPOVGia EEMUVEMKNG VOGOV GAANG OO TNV NTATOGTANVOUEYAALD.

Adpkeia ayoync: Xe kKhvikég uekéteg, n Bepamevtikn aymyn pe imatinib cuveyiomke puéypt v
e&EMEN ¢ vooov. To amotédeoua TG O10KOTNG TG AYOYNG LETA TNV EMiTELEN TANPOVC
KUTTOPOYEVETIKNG AVTATOKPIoNG Oev £xEl depevvnOel.

Avénoeig g 06ong amd 400 mg oe 600 mg 1) o 800 mg pumopet va AneBodv v’ oYy og acbeveic o
ypoévia pdom 1 amd 600 mg og 800 mg 10 péyioto (400 mg yopnyovueva 2 eopég nuepncimg) pmopel
va AneBovv v'oyy o acBeveig pe emtayvvopevn pdaon 1 ProcTikn kpion yopig coPapég
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avemBOUNTEG EVEPYELES GTO QPAPLOKO Kot coPapnc, Tov dev oyetiletal pe T Agvyoipia,
ovdeteponeviag 1 Opoppomeviag otig axdlovbec TepTTOoELS: e£EMEN TG VOGOV (G€ OTOL0dNTOTE
616010), AmOTLYIO VO EMTEVYOEL L0 IKOVOTTOUTIKT] OULLOTOAOYIKT AVTOTOKPLIOT) LETE 0O TOLAGYIGTOV
3 unveg BepamevTIKNG Oy@YNG, amoTLYio Vo EMLTEVYDEL KUTTOPOYEVETIKT OVTATOKPIOT UETA OO

12 pnveg BepamevTiKng oywyng, 1 ATMAELR TPONYOOUEVNG EMTEVENG ALULOTOAOYIKNG OVTOTOKPIONG
KOUT KOTTOpOYEVETIKNG avtomdkpions. Ot acOeveig Oa mpémel va mopakolovfoOvToL TAKTIKE LETA TV
KMUAK®ON NG 000G, 0E00UEVNC TG TOOVOTNTAG Y10 AVENUEVT] ELEAVIOT OVETIOOUNTOV EVEPYEIDY
OTILG VYNAOTEPEG OOGOAOYIEC.

Aocoroyia yio XMA cg noudidt

H Socoloyia og mardid Oa mpémet vo. kabopiletol pe Paomn Ty emavelo sopatog (mg/m?). Te moudid
ne XMA o€ xpovio gaon kat o€ emtayuvopuevn edon XMA cvviotdrar 561 tov 340 mg/m? ty
nuépa (va unv yivetatr veépPaocn twv 800 mg). H aywyn uropel va yopnyndet wg o g¢'anos
nuepnota d0om N EVOALAKTIKG 1 UEPT Gl dOoT Umopel va dloupebei og 2 yopnynoels, pia To Tpmi Kot
pia o Bpdov. H cvvictmdpevn docoloyia, Tpog 1o Tapdv, foaciletar o pKpd aplfud ToadloTpikdv
acBevov (PA. Tapdypago 5.1 kat 5.2).

Agv vapyet epmelpio pe T OePOUMELTIKN AVTIUETOTIOT TOSIDOV NAIKING KATWO TOV 2 ETOV.

AbENoM ™G 860mg amd 340 mg/m? nuepnoing oe 570 mg/m? nuepnoing (yopic va yivetar vépPaon
NG GLVOALKNG oo g Twv 800 mg) umopel va eetacbei o TadLd og mepinTwon amovoing coPfapav
AvETBOUNTOV EVEPYELDV KOl amovaiag cofapng ovdeteponeviag 1 OpopporvtTaponeviog Tov dev
oyetileton pe Aevyopio otig akoAovdeg TEPITTOGELS: e£EMEN TNG VOGOV (OTOLONTOTE YPOVIKN
GTIYWY]), AmoTLYI0 VO EMTEVYDEL IKOVOTOMTIKT CLLATOAOYIKY] OVTATOKPIGT LETA OtO TOLAG(IOTOV

3 unveg aymyng, amotuyio vo emTeLYOel KOTTAPOYEVETIKY AVTATOKPION HETA amd 12 piveg aywyng M
OTTAOAELO LLOG TTPOTYOVUEVTG GLILOTOAOYIKNG KOUT KUTTOPOYEVETIKNG avTamokplong. Ot acBeveig Ha
TPEMEL VO TAPAKOAOVOOVVTOL TOKTIKA LETH A KALAK®OT TNE 00N Ady® ¢ ThovOTNTOG Yo
ALENUEVO eVOEYOEVO OVETBVUNTNG EVEPYELNG GE LVYNAOTEPES DOGELC.

Aocoroyia yia Ph+ OAA o€ evijhkeg acBeveic

H cuvictdpevn 86om tov Imatinib Teva eivan 600 mg/muépa yio evihikeg aobeveig pe Ph+ OAA.
Ayatodoyot edkol 6N dtoyeiplorn avTng TG vOSoL Ba Tpémet va emPAETOLY TNV Ay®YN KOTd T1
dlapKelo OA®V TOV PAGEDV TNG UYWYNC.

BepamevTiko oynua: Me Baon to vedpyovta dedopéva, To imatinib £yet derybel va eivan
OTTOTEAEGHATIKO Kal AGQPAAEC OTAV YopnyeiTtan o€ 060 600 mg/Muépa 6€ GLVOLAGHO LE
mueodeponeio katd T EAoN £QOS0L, GTIS PAGELS EdPAIMONC Kol GLVTIPNONG TNG XN HE0Bepameiog
(BA. mapdypago 5.1) oe eviihkeg acbeveic pe veodyvocbeica Ph+ OAA. H dudpkela g Oepaneiog
pe imatinib pmopel vo moikidAel avédoya pe To emAeyBEV OepamevTiKd TPOYPOLLLL OAAL YEVIKA O
UEYOADTEPEC € YPOVO ekBECELG 6TO imatinib £yovv ATOdMGEL KAADTEPO ATOTELECUATA.

e evihkeg acBeveic pe vrotpomidovoa 1 avBextiky Ph+ OAA, n povoBepaneio pe imatinib ota
600 mg/Mmuépa eival asPUANG, OTOTEAECUATIKY KOl LTOPEL va yopnyeitan pHEYPL va ppavictel
PeAtimon g vooov.

Aocoroyia yio Ph+ OAA og moudid
H Socoloyia og mardid Oa mpémet vo. kabopiletor pe Paon Ty emedvela sdpatog (mg/m?). Te moudid
e Ph+ OAA cvvictdtot §6om tmv 340 mg/m? v nuépa (va unv yivetan vépPaocn tov 600 mg).

Aocoloyia yio MDS/MPD
H ocvvietdpevn d6on tov Imatinib Teva eivon 400 mg/muépa yio eviihikeg acBeveic ue MDS/MPD.

AldpKelo ay®yng: Xt Lovadtkn KAk peA&tn mov de&nydn €mg Tmdpoa, 1 aymyn pe imatinib
ovveylotke £mg v e€EMEN g vooov (BA. Tapdypago 5.1). Tn ypovikn otiypr| g avdivong, 1
duapeon dbpkela ayoyng rav 47 unveg (24 nuépeg — 60 pnveg).



Aocohroyia yio HES/CEL
H cuvictdpevn docoroyia tov Imatinib Teva eivor 100 mg/muépa yio evihikeg acBeveig pue HES/CEL.

AvEnon g doong and 100 mg og 400 mg pmwopel vo Anebei vdyn o amovsio avemBOUNTOV
EVEPYELDV €AV 01 EEETACELG KATOOEIKVOOVV [L0. AVETOPKNG OvTamOKkpion ot Oepameia.

H Ogpancio mpénet va cvveyileton yia 660 0 acBevic eEakolovBel va €xel dperog.

Aocoloyia yio GIST
H ocvvietduevn d6on tov imatinib gival 400 mg/muépa yio, eviikeg acbevelg pe aveyyeipnto kavn
petaotatikd kokondeg GIST.

ITeplopiopévog aptBpdc dedopévmv vITapyet Yio To amotéAecua TS avénong e doong and 400 mg oe
600 mg M oe 800 mg oe acBeveig mov Topovslalovy TPdodo ot Yaunrotepn d6on (BA. Tapdypapo
5.1).

Avdpkelo ayoyng: Le kKhvikég peréteg ue aobeveig pe GIST, 1 Ogpaneio pe imatinib cuveyiotnke
LEYPL M VOGOG va. Tapovctioet eEEMEN. Méypt T oTiyun g avdAvong, 1 didpkela tng Oepaneiag fTav
KaTd HEco 6po 7 punveg (7 nuépeg émg 13 pnveg). Asv €xel diepevvnBel To amotéAeciia TG SLOKOTNG
™G Bepameiog Petd TV enitevén g avtondkpiong.

H ocvvietdpevn d6on tov imatinib givor 400 mg/mpépa yo v enikovpikn Oepaneio evniikov
acBevov petd and yyeipnon GIST. H didpketa g dovikng Oepaneiog dev Exet texunplodei. H
duapketa g Bepameiog Kotd T KAWVIKAN peAétn mov vrootnpilel avtn v EvdeEn ftav 36 unveg (BA.
wapbypago 5.1).

Aocoloyia yio DFSP
H cuvictdpevn 66om tov Imatinib Teva eivan 800 mg/muépa yia evihikeg acbeveig ue DFSP.

PoOion e 86ong yio. ovemfountec eVEPYELECS

My osparoloyixés ovemBounteg evépyeieg

Edv pia cofapn pn apatoroyikny avemBountn evépyeia avamtuydet e T ypnon tov imatinib, 1
aywy” 0o Tpénel va amocvpbel puéypic 6Tov emAvbei to yeyovog. Katomy n aymyn umopei va
enovaAn sl KoTaAANA®S, avaAoya e TV apyiK GoPapdTNTa TOL YEYOVOTOG,.

Edv mapovciachovv avEnoetg g yorAepubpiving peyoldtepeg amd 10 TPITAACIO TOVL AVATEPOL 0Piov
NG PLGLOAOYIKNG TYWNG 1 TOV NTOUTIKOV TPOVCOUIVACHOV LEYAAVTEPEG OO TO TEVIOTAAGIO TOV
(VOIOAOYIK®OV TILAOV, TO imatinib Ba npénel va amocvpbel puéypig 4tov Ta enineda yorepvOpivng
enavéLBovV o€ AyoTEPO amd 1,5 popd TOV AVMOTEPOV OPIOV TNEG PLGLOAOYIKNG TIUNG KOL TO ETLTESN
TPOVOAUIVOCOV GE 0ENGT IKPOTEPN OO 2,5 POPEC TOV OVATEPOV PLGLOAOYIKOV opiov. H aymyn pe
imatinib pmopel va cvveylobel o petwpévn nuepnota d0or. XTovg EVIMKEG 1| 00T TPEMEL VoL PLeElwBel
ond 400 mg o 300 mg 1} and 600 mg o 400 mg 1 and 800 mg oe 600 mg Kot ot wodd and 340 ce
260 mg/m*muépa.

Awozoloyixés avemBountes evépyeieg
Yuviotdton peiwon g 06omMg 1 O10KOT TNG AYWOYNG Y10 cOBopT] OVOETEPOTEVIN KOt

Opoppoxvtronevia, 6T®G EVOEIKVITUL GTO TOPAKATM TIVAKO.

IIpocappoyég g 66ong yio ovdetepomevia Kot Opopfonevia:

HES/CEL (860 évapéng |ANC < 1,0 x 10%1 1. Awxomn tov imatinib péypt
100 mg) KoM ANC > 1,5 x 1091 ko
aponetéha< 50 x 10%/1 opometéha > 75 x 10%1.

2. EmoavéAnyn ayoyng pe To imatinib ot
mpornyovuevn d6om (dnA. Tpv coPapn
avemBvun T ovtidpacn).




Xpovia paon XMA,
MDS/MDP ka1 GIST
(6601 évapéng 400 mg)
HES/CEL (ot 8601 t00v
400 mg)

ANC < 1,0 x 10%1
KoM
apometéha < 50 x 10%1

Awkomn Tov imatinib péypt

ANC > 1,5 x 1091 xou

opometéha > 75 x 10%1.

Emavédnymn aywyng pe to imatinib otn
Tponyovuevn 8601 (dnA. Tpv GoPapn
avemBvun T avtidpaon).

e MEPIMTOOT EMUVELUPAVIONG

ANC < 1,0 x 10%/1 xo/s

oipomeTéha < 50 X 10%1, emavédnym
Brnatog 1 kat emavévapén imatinib o1
uelmpévn 86on tov 300 mg.

Xpoévua paon XMA oe
OO TPIKOVG 0oeveig
(ot 8601 340 mg/m?)

ANC < 1,0 x 10%1 xavn
oupometéha < 50 x 10%1

1.

Awkom Tov imatinib péypt

ANC > 1,5 x 1091 xou

opomeTéha > 75 x 10%1.
Emavédnymn ayoyng pe to imatinib ot
mpornyovuevn d6om (dnA. Tpv coPapn
avemBvuN T avtidpaon).
e mEPIMTOO EMOVELUPAVIONG
ANC < 1,0 x 10%/1 ko
apometéha < 50 X 10%1, emavéinym
Pruatog 1 kou emovévapén imatinib ot
peiwpévn d6om Tov 260 mg/m?,

Emitoyovopevn odon
XMA «ai BAOGTIKN
Kpion

kot Ph+ OAA

(6601 évapéng 600 mg)

“ANC < 0,5 x 10%I
Ko

alpometdAla < 10 X
10%/

"Eleyyog €dv 1 kuttapomevia oyetileton
He Agvyopio (LLe OTEPVIKN
mapakeEvinon 1 foyia).
Edv n xuttapomevia dev oyetileton pe
Aevyouia, peioon 66ong imatinib ota
400 mg.
Ed&v n xuttaponevia eppévet yuo
2 eBdopdoeg, emmAéov peimon ota
300 mg.
Ed&v n xuttaponevia eppévet yuo
4 efdopadeg kot e&akolovbel va un
oyetileTor pe Agvyoupio, SIOKOTH TOL
imatinib péypt ANC > 1 x 1091 ko
alpomeTdAlo > 20 X 10%1, xotdmv
enavévopén g aywyng oto 300 mg.

Emitoyvvépevn eaon
XMA xot BAacTiKh
Kpion o€ TdUTPIKOVG
acBeveic (06om Evapéng
340 mg/m?)

SANC < 0,5 x 107/
Kaum
apometdAlo < 10 x
10%/1

"Eleyyoc €év n xvttaponevio oyetiletan
pe Aevyopio (Le oTEPVIKT
mapakévinon 1 foyia).

Edv n xuttaponevia dev oyetileton pe
Aevyouia, peioon 66ong imatinib ota
260 mg/m?.

Ed&v n xuttaponevia eppévet yuo

2 efoopdoeg, emmAéov peimon ota

200 mg/m?.

Ed&v n xuttaponevia eppévet yuo

4 gBdopddeg Kot eEakoAovBel va, pn
oyetileton pe Asvyaio, S10K0mTH TOV
imatinib péypt ANC > 1 x 10%/1 ko
alpomeTdAtlo > 20 X 10%1, xotdmv
emovévapén e ayoync ot 200 mg/m?,

DFSP
(ot d60m Twv 800 MmQ)

ANC < 1,0 x 10%I
KoM
apomeTaia < 50 X
101

Awokom Tov imatinib péypt

ANC > 1,5 x 1091 xou

opometéha > 75 x 10%1.
Emavédnym g aymyng pe to imatinib
ota 600 mg.




3. Ze mepintmon emaveRpAVIoNG
ANC < 1,0 x 10%/1 xo/y
apometéha < 50 X 10%1, emavéinym
Pruatog 1 kot emovévapén imatinib ot
uempévn 86on tov 400 mg.

ANC = am6AvT0g aptpog ovdeTepOPilmv
? ov gppoviCetar petd omd TovAdytotov 1 uqva Oepamneiog

Ewwoi tAinbvcpuoi

Howdrorpixog minBoouog

Agv vapyet epmerpio ota wadd pe XMA nlkiog kdto tov 2 etdv kot pe Pht OAA nlkiog kdtm
tov 1 érovg (BA. mapdypago 5.1). H gunepia og moaudid pe MDS/MPD,DFSP, GIST xor HES/CEL
glval ToAD mepLopIoUéEV.

H acpddeio ko omotelecpatikdtta Tov imatinib og Toudid pe MDS/MPD, DFSP, GIST o
HES/CEL nAixiag katw tov 18 etmv dev £xovv akopa tekunpimbel oe kKAvikég dokipéc. Ta dtabéoia
dedopeva mov £yovv dNUoctevdel meptypdpovtal otny Tapdypamo 5.1, aAid oev pumopel va yivet
ovOTACT Yo T 60G0A0Yia.

Hromixy overadpkelo,

To imatinib petaforiletorl Kuping péow Tov NToToC. X acbeveic pe Mo, PETplo | cofapn NITOTIKY
dvodettovpyio Ba mpénet va yopnyeital nuepnoing n eAdylot cuviotopevn d6on tov 400 mg. H
d0om umopet va pelwbei edv dev givor avekt (PAEne mapaypdpovg 4.4, 4.8 kat 5.2).

Kotdtaén g nrotikng dveiettovpyiog:

Hrotikn dvciettovpyia E&etdoeic nmatikng Aertovpyiog

‘Hmao OMlkr| yorepuOpivn: = 1,5 ULN
AST: > ULN (umopei va gival uoloAoytkn
< ULN &dv n olikn yorepvOpivn givor > ULN)

Métpro Olkn yorepvBpivn: > 1,5-3,0 ULN
AST: omoladnmote TIUN
YoBopn OXucn yorepuBpivn: > 3-10 ULN

AST: onoladfmote TN

ULN = av®To1o 0plo TNG PLUGLOAOYIKNG TIUNG Y10 TO EPYUCTHPLO
AST = aomapTiKy] aUvoTpavVeEEPEOT)

Neppixi avemopkelo.

e aobBeveig pe Exkmton e veePIkng Asttovpyiog N o€ arpokdBopor Ba mpémel va yopnysiton n
eAd1oTn cVVICTOUEVT 600T TV 400 mg TNV Nuépa ®g evapktiplo d6om. Evrontolg, og antovg Toug
acBeveic ouviotatal mpocsoyn. H 66on umopel va ehattmbel edv dev elvar avektn -e@v gival avekt, M
5601 umopet va avénbet Adym Eddetyng anotehespatikotTnrag (PA. mopaypdeovg 4.4 kot 5.2).

Hlmciouévor

H pappokokivntiki Tov imatinib dev €yet peAetn0el 1d1aitepa 6TOVE NAKIOUEVOVS. AgV ExoVV
mopoTn PN Ol oNUOVTIKEG POPUOKOKIVITIKESG S10pOPEG OYETILOUEVES e TNV NAIKIN GE EVIAIKES
acBevelc, oe KAMvikég peréteg otig omoiec Tavw and 10 20% Twv acbevdv mov cuunepleAnednoav
ntav avo Tv 65 etdv. Aegv sivat amapaitntn 101aitepn 60G0A0YIKT GVGTAGT GTOVG NMKIOUEVOLG,.

Tpomog yoprynong

H ocvvtayoypoaeobdpevn 660 mpénet va yopnyeital oamnd ToL GTOUATOG LLE TO YEVLO KOl EVO LEYAAO
TOTNPL VEPD Y10 VO, EAAYIGTOTTOLEITOL O KIVOLVOG YaoTPEVTEPIK®DV gpeBicpmv. Ot ddcelc tv 400 mg 1
v 600 mg B mpémet va xopnyodvTon Hic popa v NUéEPQ, EVE N Nuepnota door tov 800 mg Oa
npénel va yopnyeitar mg 400 mg 300 popég TV NuéPa, To TP®L Kot 1o Ppddv.

IMo acBeveic mov dev UTOPOLV VO, KOTOTIOVV TO EMKAAVUUEVA [LE AETTO LUEVIO dloKia, TO dloKiol

7




umopotv va S10Avbodv 6°éva ToTNPL €iTE LETAAAIKOD VEPOD gite Yoprod PAAoL. O OTaTOVUEVOG
apBpog dwokionv Ba mpénet va tomobetn el o katdAinio 6yko vypov (mepintov S0 ml yia éva diokio
v 100 mg kot 200 ml yuo éva dtokio Tov 400 mg) Kot va avakatentody pe Eva koutdit. To
EVaLMPN O TPETEL va yopnyN el apécmg Hetd T TANPN 018AVGT TOL S1oKI0L 1| TV dIoKIMV.

4.3 Avtevoeigelg

YrepevaicOnoio 6tn dpactiki ovsio 1] 6€ KATOW0 and To EKO0Y0 TOV AVOPEPOVTUL GTOTV TAPAYPAPO
6.1.

4.4 E101kéc mpo1domon)oels Kol TPpoQuAAEELS KATA TN (p1 o

Otav to imatinib cuyyopnyeitol pe GALD QOPUAKEVTIKE TPOIOVTA, VTAPYEL TOAVOTNTO, Y0
QOPUOKEVTIKEG aAANAETIOpdcElC. ATtatteitan Tpocoyn dtav To imatinib AapPdavetol pe ovacTtoAeig
TPOTEAOTG, ACOAIKE OVTILVKNTIONGIKA, GUYKEKPILEVEG pokpoAidec, CYP3 A4 vroostpopata pe
TEPLOPIGLEVO BepameLTIKO TaPdBVPO ( Ty, KOKAOGTOPIvN, ToLidn, TOKPOALOVG, GLPOALOVG,
EPYOTAUIVN, OLEPYOTOAUIVY, OEVTAVOAT, OAPEVTAVIAT, TEPEEVUDIVY, BopTelopipmn, dokeTAEEAN,
Kwidivn) 1 Bapeapivn kot Ghia Tapdyoya kovuapivig ( PA. Tapdypago 4.5).

H towtoypovn xpnomn tov imatinib Kot popROKEVTIKOV Tpoidviev Tov endyovyv 10 CYP3A4 (m.y.
de€apebalovn, eawvtoivn, kapPoualenivr, prpoaumikivn, pawvoPapPBrrain | Hypericum perforatum,
YVOGTO £miong og eutod St. John's) pmopet va petdver onuavtikd v ékBeon oto imatinib kot mbava
viavédvetat o kivouvog Bepamevtikng amotuyioc. I''avtdv 10 Adyo 1 TOVTOYpPOVN PO IGYLPOV
enayoyémv tov CYP3A4 kot imatinib Oa ntpénel viamoeevyetan (BA. mapdypago 4.5).

YroBupeocdiopog

KMvikd meprotaticd vrobvpeocidiopon éxovv avapepbel og acbeveic pe Bupeocidoktoun oe Oepomeio
vrokatdotacng pe Aefobupoivn kotd T didpkeln aywyng pe imatinib (PA. mapdypaeo 4.5). Ta
enineda g Bupeotponov oppovng (TSH) Ba mpémel va eELEYXOVTOL TOKTIKA GE 0LTOVG TOVG 0GHEVELS.

Hrototofwdtnra

O peraforiopdg Tov imatinib givon Kupiog nratikog kat povo to 13% tng amékkpiong yivetor LEcm
TOV VEQPOV. Xg aoBeveic e nrotikn dvoiertovpyio (o, pétpla | cofapn) Tpémetl va
TOPUKOAOVOOVVTAL TPOGEKTIKA Ol LETPNGELS TOV TEPLPEPIKOV QUILOITOC KO TOV NAATIKOV eviOu@V (BA.
mapaypaeovg 4.2, 4.8 kan 5.2). [pénet va onpeiwdei 611 o1 acbeveig pe GIST pmopei va £yovv
NTATIKEG PETOOTAGELS TOL Oa propovaav vo 001 ycouy 6g NTaTik PAGS.

[eprotatikd nrotikng PAAPNG cCVUTEPIAAUPOVOUEVOV TNG NTATIKNG EKTTMONG KOl NTATIKNG VEKPWOOTNG
&yovv mapatnpndet pe o imatinib. Otav to imatinib cuvdvdletan pe oyfpata ynpeodeponeiog
VYNANG 060MG Exel domioTmBEel pia avéEnon otic soPapéc nratikég avtidpdoels. H nmotikni Asttovpyia
0o TpémeL VoL EAEYYETOL TTPOGEKTIKA GE TEPITTAOOCELS OV TO imatinib cuvovdaletot pe
ANUE0DEPOUTEVTIKA GYNLOTA TOV vl YV®OOTO OTL oyeTICovToL Le NraTik dvoieitovpyia (BA.
mopaypaeo 4.5 kot 4.8).

Kotakpdnon vypov

[leprotatikd coPapng Katakpatnong vypav (Thevpttikd £idpmpa, oidnua, TVeELUOVIKO oidn e,
ooKiTnG, emeaveloko oidnua) Exovv avapepbel oe Tepinov 2,5% twv veodayvocsBéviov pe XMA
acfevav mov AapPdavovy imatinib. [''ovtoév T0 AdY0 cuvieTdtar ol acheveig va {uyilovTol TOKTIKA.
Mo pun avapevouevn yprryopn avéEnon tov Bapouvg Bo Tpémel va SlepeuVATIL TPOGEKTIKA Kot €4V givan
omopaitnTo vo AapBAvVoVToL T omapoitnTo OEPATEVTIKA LETPO. KOL VTTOGTNPIKTIKY PPOVTION. €
KAMVIKEG peEAETeg VI PEE ALENUEVT] GLYVOTNTA EPPAVIONG AVTAOV TOV GLUPAUAT®V GTOVG
NAMKIOUEVOVG KO GE EKEIVOVG e TPONYOVUEVO 1GTOPIKO Kapdlakng vosov. [''avtdv Tov Adyo
omotteitol Tpoooy o€ acevelg Le kapdiakn dvoAertovpyia.

AoBeveic pe kopdiokn voco
Ot acBeveig pe kapdlokn VOGO, LUE TOPAYOVTEG KIVOUVOU KAPSLOKNG EKTTOOTG 1] IGTOPIKO VEQPIKNG
E€kmtonc Bo mpémel va TapakoAoLOOVVTAL TPOCEKTIKA Kol 0TO10GONTOTE a.GHeVg Le onueia 1




GUUTTMLOTO TOV GUVASOVV [E KOpOlaKn 1| VEPPIKT EknTmon Oa tpémel vo alodloyeitan kot vo
Oepamnevetar.

e aoBeveig pe vrepnovoeidiko covdpopo (HES) pe AavBdvovsa dmdnon HES xuttdpav evtog tov
Lookopdiov, LELOVOUEVES TEPITTMOGELG KAPOL0YEVODG KoTamAn&ing/duchettovpyiog TG aplotepng
Kowliog £xovv cvoyetiotel pe amokokkimon twv HES kuttdpwv katd v Evapén g Bepaneiog pe
imatinib. AvaeépOnke 0TL 1 KATACTOOT KATEGTY AVOSTPEYIUN UE TN XOPTYNOT CLGTNUATIKGOV
GTEPOELDDV, TN ANYN UETP®V VTTOGTNPIENS TOL KUKAOPOPIKOD KOl TNV TPOSMPIVY S10KOTH TOV
imatinib. Av Kot KopdlaKES avemBouUNTeG EVEPYELEG ExouV avaeepbel Oyl cuyva L To imatinib puo
TPOCEKTIKT 0EI0AOYNOT TG OEEAELNG/KIVODVOL TG Oepameiog pe imatinib Oa tpénel va AngOei vdym
oto tAnbvoud pe HES/CEL mpwv v évapén g Bepameiog.

O1 pehodvoTANGTIKES/ LLEAODTTEPTAUCTIKEG VOGOL LE YoVIdlakEG avadtotdiels tov PDGFR evdéyetan
va oyetiCovtal pe vymAd eninedo nootvopilwv. H a&loAdynon and ed1kd kapdloddyo, 1 dlevépyeto
VIEPNYOKOPIOYPAPTLATOS Kot 0 KatBopiopdg tng Tpomovivng otov opo Ba mpémet va Aappdvetan
oy o€ acbeveig ue HES/CEL ko o€ acBeveig pe MDS/MPD mov cuvdéovtat e vynAd enimedo
NOGWOPIA®Y TPV TN YopTyNon Tov imatinib. Edv kdtt eivatl un puoioloyikd n mapakorovdnon and
€101KO KOPOIOAOYO KO 1) TPOPVAUKTIKT (PO GUOTNUATIK®V 6TEPoEd®V (1-2 mg/kg) yia pia £mg 600
gBdopadeg TavtOYPOVa. pe To imatinib Oa wpémel va AneBei voy”n Kot TV Evapén g Oepaneiog.

Tlaotpeviepucéc apoppayieg

Xmv pekétn pe aobeveig pe aveyyeipnto kv petactotikd GIST avapépbnkay yooTpevtepiiéc Kot
€vO0-0YKIKEC aupoppayies (PA. mapdypaeo 4.8). Me Bdoel Ta dtabécipa dedopéva, dev Exovv
npoodlopiobel Tpodiabecidv mapdyovteg (w.y. uéyebog dykov, eviomion dykov, datopayég TENC) Tov
va Bétouv toug acBevelg pe GIST oe vymAoTEPO KivdLVO Y1a KO0 0d TOVG VO TOTOVG
oaoppayiag. Emedn n avénuévn ayyeiwon Kot 1 Tdon yio apoppoyio eival LEPog TG eHONG KoL TG
KAMvikng mopeiag tov GIST, ot kabiepopéves Tpaktikég Kot dladtkacieg mpénel va epappolovial 6
OA0VG TOVG 0GOEVELG Yo TNV TOPAKOAOVON O™ KO OVTIHETORIOT TG OLOPPAYING.

EmmAéov, katd v eunepio petd v kukAopopio otnv ayopd oe acbeveig pe XMA,OAA kot dAdeg
vooovg, &xel avoeephel ) ayyelokn ektacio yootpikod dvipov (GAVE), wa ordvio aitio
yaotpoevtepikng aipoppayiog (BA. mapdypagpo 4.8). Epdcov yperdletar, 1o evoeyOUEVO SLOKOTNG TNG
Oepamncioc pe Imatinib Teva umopei va e€etaoTet.

2Hvopopo Aeng OYKov
AOY® TNG TOAVNG EMOVELPAVIONS TOL GLVIPOLOL AV OYKOV, GUVIGTATOL 1] ATOKOTAGTUCT TNG
KAVIKGA GNUOVTIKNG apuddTmong kot 1 Oepameio Tov vynAlomv enmédov ovptkod 0&Emg TPy TNV

&vapén g yopnynong tov imatinib (BA. mapdypago 4.8).

Enroavevepyonoinon nratitidag B

Emavevepyonoinom g nratitidag B og acbeveic mov gival ypdviol popeic avton Tov 100 €xel
EUPAVIOTEL HETA TN Yop1yNo™ avacTtoréwy tng Tupoctviknig Kivaong (TKI) BCR-ABL. Opiopéva
TEPIOTOTIKG €lyav oG amotéAecpa ofeia NTATIKN AveTdpKeLo 1] KEPALVOBOLO NTATITION 00N YDOVTAS G
HETAUOGYEVOT NTOTOC N Bavatneopo EkPaon.

Ot acBeveic mpémel va e&etaotovy Yo Aoipmén amo tov 10 HBV wpwv amd v évapén g Oepaneiog pe
Imatinib Teva. IIpw amd v évapén g Oeponeiog o€ aobeveic Tov avTdpovV OETIKA 6TNY 0POAOYIKT
aviyvevon g nratitidoag B (cupmeprapfavopévav exeivov pe evepyod voco) kot o acbeveic
Oeticovg 0N Aoipwén amd tov HBV katd ) didpkeia tng Oepameiag, mpénet va {ntnoei n cupfouvin
eWKOV otV NIatikn voco kot tn Bepoaneio e nratitidos B. Ot popeig tov HBV ot omoiot yprlovv
Oepamneiog pe to Imatinib Teva npénet va tapakorovbobviol 6Tevd Yo GNUEIN Kol CUUTTOUOTO
gvepyov Aoipméng amo tov HBV katd tn didpieia tng Oepameiog kot yio opketong uiveg Hetd m ANén
g Bepameiog (PAéne Tapdypopo 4.8).

Porotolikdmra
H éxbeom oto dpeso nAlokd pog TPETEL VO ATOPEDYETAL 1] VO, EAUYICTOTOLEITAL AGY® TOL KIVOHVOL
QOOTOTOEIKOTNTOG OV GYeTIleTon pe TN Bepameia pe imatinib. Oa mpémel va didovTat 0d1yieg 6TOVG




aofeveic MOTE Vo XPNOLOTOIOVV UETPO OTTOC TPOGTATEVTIKO POVYIGLO KOl AVTINALIKO LUE DYNAO
deiktn mpootaciog amd tov Ao (SPF).

Opoufotikn pikpoayyelonddeio

Ot avaotoleic Tvpooivng kvaong BCR-ABL (TKIs) éxovv cvuoyetiotei pe Opopupotikn
pkpoayyelonddeto (TMA), cupneptAapuPovopévoy HELOVOUEVOV TEPIOTATIK®V Yio To Imatinib Teva
(PA. mopdypago 4.8). Eav epgpoviotodv epyaoctnplakd 1 kKAvikd suvprpota wov oyetilovror pe TMA
og acfevi mov AauBavetl Imatinib Teva, n Ogpancio Oa Tpénet va drakomTeETO KO VO, Yivetal die€odikn
a&oroynon yia TMA, ocvunepriiapfoavouévng g dpactikodtntag ADAMTS13 kot Tov Tpocdiopioov
Tov avtioouatog avit-ADAMTS13. Edv to avticopa avii-ADAMTS13 sivar avénuévo oe
ovvdvaoud pe yapnin dpactikétnra ADAMTS13, n Ogpaneio ue Imatinib Teva dev mpénet va
enovaineoei.

Epyaotmplokéc dokipacieg

[Mpetg apatoroyicol Eleyyot Tpémet va dte€dyovtal TaKkTikd Katd T didpketo TG Oepaneiog pe
imatinib. H Bgpanegvutikn aywyn pe imatinib tov acbevav pe XMA €yel ovoyeticbel pe ovdetepomnevia
N OpopPonevia. QoTOGO, 1| ELPEAVICT] AVTOV TOV KLTTOPOTEVIOV TOAVOV oYeTI(ETOL LE TO GTASIO TNG
vooov ov avtipetoniletol OepamevtiKd Kot nTav mo cvyveg o€ acbeveic ue XMA og emttoyvvouevn
@aon 1 Practikn kpion og cvykplon pe acbeveic pe XMA og ypovia pdon. H aywyn pe imatinib
umopet va dtakomel 1 va pewwbet 1 d6o1, 0T GLVICTATAL 6T Tapdypapo 4.2.

H nrotwkn Aettovpyia (tpavoapivaceg, xolepudpivn, aAKoAMK oo@otdon) 0o Tpénel va eEAEyyeTOL
TakTIKG og acBeveic Tov Aappdvovv imatinib.

e aoBeveig pe emPapvvon g veppikng Aettovpyiog, 1 £€kBeon Tov imatinib 6to TAAGHO QaiveTal Vo
glvar vymAdtepn omd avtn g acBeVEIS [LE PLGLOAOYIKT VEQPIKN AgtTovpYia, TOHOVOV AdY® TOV
av&Npévou 6Tto TAAGHO EMITESOV NG AAQa O&IvN G YAvkompmteivng (AGP), log tpwteivng mov
deopevetar e To imatinib, og avTOVG TOVG a6BeVElS. TOVG 0oBeVEIC e emPBApvvoTn TS VEQPIKNG
Aertovpyiag O mpémet va yopmyeital n eldyiotn 6601 Evapéne. tovg acbeveic pe cofapn emPdpovon
™G VEQPIKNG Aettovpyiog Ba mpémetl va yopnyeitou pe mpocoyn. H d6om pmopel va petmbel edv dev
gtva avekt (PA. Tapdypogo 4.2 kot 5.2).

H paxpoypdvia aywyn pe imatinib pmopei vo cuoyetiCeton pe o KAViKE onpavtikny peimon g
VEQPIKNG Aettovpyiag. Oa mpEmeL, EMOUEVMG, 1 VEQPIKT Agttovpyia va a&loroyeitol Tpiv amd v
évapén g Bepaneiog pe imatinib kot va Topakoiovdeitor oteva Katd ) dtdpkela g Oepaneiag, e
Waitepn mpocoyn otovg acbeveic Tov Tapovcdlovy Tapdyovteg KvdOVOL Yo VEPPIKT
dvoiertovpyia. Edv mopatnpnbel veppikn dvcieitovpyia, 1 KATAAANAN dtoyeipion Kol aymyr| Oa
TPEMEL VO GLVAYOYPAPEITOL GOUPMVA LLE TIG TPOTVTEG KaTELOLVINPLES YPAUUES Bepameiog.

Hodrwotpucde Tinbvoude

"Exovv avagepbei mepiotatikd kabvotépnong g avartuéng o€ madid kot tpo-£@nBove Tov
AGupavav imatinib. Xe pio LeEAETN TopaTAPNONG 68 TOdTPIKO TANOLoud pe XMA, €xet avapepbei
L0 GTOTIOTIKA GNUOVTIKT (0AAG e adleuKpivioTn KAVIKT GUGYETION) UEI®OT OTIC SIUUECES
BabpoAoyieg Tomikng amdkAong Dyoug petd amd 12 kot 24 uiveg aymyng o€ Svo UIKPA VTOGHVOAN
ave&aptnto amd TNV EPNPIKN KATAGTOON 1 TO PVAO. ZUVIGTATOL 1] GTEVH TOPUKOAOVONGN TNG
avATTLENG TOV TOOLOV OV VIOKEWVTOL GE ay®YN Me imatinib (BA. mapdypopo 4.8).

4.5 AMMMAEMOPAOELS NE GALY QUPUUKEVTIKG TPOTOVTO KUl GAALES popPEg arinieniopaong

ApooTikéc ovoiec Tov uropel V'avéNeouy TIC GUYKEVTIPAOGELS TOV imatinib 6to TAdGLO

Ovoieg mov avacstéAlovy T dpactnplotnta Tov woevivpov CYP3A4 tov kutoypmpatog P450 (m.y.
OVOGTOAELG TPOTEQOTG OTTG Wvdvafipr, AomvaBipn/pitovaPipn, prrovafipn, caxwvafipn,
terampePipn, verpvafipn, BooenpePipn; aloAucd avTILLKNTIOCIKE TEPIAAUPBOVOUEV®V.
KeTOKOVOLOANG, 1TpaKkovaloing, mocakovaloAng, BopikovaloAng; CUYKEKPLUEVES LOKPOAIOEG OTTMG
gpvBpopvkivn, kKhapBpopvkivn kot teMBpopvkivn) umopet vo HEIMGOVV TO HETAPOAGHO KO VoL
av&NCOVV TIC GLYKEVTIPMGELS TOL imatinib. Yanpée po onpovtikn avénon oty ékfeon oto imatinib
(M péomn Cmax ka1 AUC tov imatinib aviiBe og 26% kot 40%, avtictolya) oe vylelg eBehovéc, otav
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ocvyyopnynonke e pia ep'dmas d6om ketokovaloing (evog avactoréa tov CYP3A4). Xvviotdton
wpocoyn otav yopnysiton to imatinib pe avaotoieic e owoyeveiog CYP3A4.

ApOoTIKEC 0VOIEC TOV PUMOPEL VO HELAVOLV TIG GUYKEVIPMGELS TOL imatinib oto TAdoua

Ovoieg mov gival emaywyeic g dpactnprotntag tov CYP3A4 (m.y. de&apebalovn, pavotoivn,
kapPBapalenivn, prpapmikivy, eowvopapPitdin, poceavutoivr, Tpiudovn i Hypericum perforatum,
YVOoTO6 £miong mg eutd St. John's) umopei va petdcovy onuavtikd v ékBeon oto imatinib,
avéavovtag mhava tov kivovvo Bepamevtikng amotuyiag. [Tponyndeica Oepancio pe morAamhéc d00eLg
prpaumikiving, 600 mg nuepncimg, akolovBoduevn amd o e¢'anal 06cm 400 mg imatinib giye g
amotédeopa T UEI®oT T™E Cmax Kot AUC(0-x) K0Td TOVAGY10TOV 54% Kot 74% 10V avTIoTOIY®OV TI®OV
yopic Oepaneio pe prpapmikivn. apopola amotedécpata tapatnpndnkay ce acbeveic pe Koconon
yAoudpota Tov EAafav Bepaneia pe imatinib 660 AGUPavoy OVTIETANTTIKG QOPUAKEVTIKA TPOIOVTOL
enaymyng eviopwv (EIAED) 6mwg kapPapalenivn, o&ukapPfaleniviy kot pavvtoivn. H AUC oto

T doua yo. To imatinib pelmbnke katd 73% o€ cOykpion pe Tovg acbeveic mov dev Adupavoy
EIAEDs. H tavtoypovn yprion g proapmikivig 1 GAAov woyvpav enoyoyémv tov CYP3A4 kot tov
imatinib Oa wpémel v'amopevyeTal.

ApooTiKEC 0VGIEC TOV 1] GLYKEVIPMGT TOVS 6TO TAAGLE Uropel va petafdAleton amd To imatinib

To imatinib avédvetl ™ péon Cmax Ko v AUC ¢ spfactativig (vtootpopa tov CYP3A4) katd 2
éw¢ Ko 3,5-popég, avtioToryo deikvdovtog e avaotoin Tov CYP3A4 a6 to imatinib. [''avtov to
AdY0 cuvicTdtol Tpocoyn 6tav yopnyeitar to imatinib pe vrootpodpato CYP3A4 ue otevo
Oepanevtikd Tapdbupo (.y. Kukhoomopivn, mpuolion, TaKPOAMUOVS, GIPOAMUOVS, EPYOTANIVN,
S1epYOTapiv, PEVTUVOAT, QAQEVTAVIATN, TEpPEVADiVT, PopTelopipmn, dokeTaléAn kot Kvidivn). To
imatinib pmwopel v'oavéncet T GLYKEVTPMOGT 6TO TAAGHO GAL®Y QapUAK®Y ToL peTaforilovtatl pEcm
tov CYP3A4 (n.y. tpraloro-Peviodialeniveg, 0moKAEIOTEG TOV SLUVAWDY TOV HTHOPOTLPOVIKOV
aoPeotiov, optopévol avaoTtoAeig g avaymydong tov HMG-CoA, m.y. oTativeg KAT).

AOY® TOV YVOOTOD ALENUEVOL KIVODVOL GLLOPPaYiog GE GYECT LE TNV XPNHOT TOL imatinib, ot
aocBeveic mov yperalovtar avturnitkd Oa Tpénet va Aappfdvouy youniov poplokov Bapovg M
KAOGGIKN NTopiv, avTi TOV Topaydy®V TG KOVpapivig 0nwe tv fapeapivn.

In vitro to imatinib avactéAiel T dpactnpidmTa tov 1Woevivpov CYP2D6 tov kutoypdpatog P450
G€ GUYKEVIPAOGELC TAPOUOLES e avTEG TOV emnpedovv T dpactnpidtnta Tov CYP3A4. To imatinib
ota 400 mg 500 Popéc NUePNGImG TAPOLGINGE L0 AVASTAATIKTY OpdoT 6TO HETABOMGLO NG
petomporoing nécw tov CYP2D6 pe v Cmax kKot AUC viavEdavovtor katd mepinov 23% (90%Cl
[1,16-1,30]). Aev aivetan va givon anapaitnteg pubuiceig g ddong dtav To imatinib cuyyopnyeitot
pe vrootpodpato tov CYP2D6, vionTolg cuvicTtdtol Tpocsoyn e o vTootpmpate Tov CYP2D6 pe
01ev0 Bepamentikd Tapdhupo OTmG N LETOTPOAOAT. Oa TPEMEL VO AOUPAVETOL VITOYN 1] KAVIKNY
apakorlovOnon oe acbeveic mov Aapupdvouvy HETOTPOAGAN.

In vitro, to imatinib avactéiiel ™ O-yAvkopovdwviaon g mopoaketopuding pe ) Ki = 58,5
micromol/l. H avactoln ovtr| dev €xel mapatnpnBet in vivo petd v yopnynon imatinib 400 mg kot
napaketapoAng 1000 mg. Agv éxovv peletndel vynAdtepeg dooelg imatinib kot TopoakeTopdAng.

Yuviotdrtal, enopéves, Tpocoyn otov to imatinib ypnowonoleitar og vyMAEG ddoe1C TOwTOYPOVA UE
TOPOKETAUOAT).

e aoBeveic pe Bupeoedektoun mov Aappdvouv Aefobuvpo&ivn, n ékBeon Tov TAGCHATOG OTN
AePobupo&ivn pmopel va. peiwdei 6tav cvyyopnyeitar to imatinib (BA. mapdypago 4.4). T'avtdv T0
AOY0 cuvictdton Tpocoyn. Eviovutolg o unyoaviopdc g mapatnpndeicog aAAnieniopaong etvat mpog
T0 APV AyVWGTOG,.

e acbeveic pe Pht OAA vdpyel KAvikn eumelpio cvuyyopriynong tov imatinib pe ynuetodepomeio
(BA. mopdypa@o 5.1) aAld ot aAAnAemidpdoelg apudiov pe appoko petad tov imatinib Kot TV
ANUELODEPOUTEVTIKOV GYNUATOV gV EYOVV KOAA YapaKkTnplotel. Ot avemBounteg vEpyele TOV
imatinib 6nmg NratoToEKOTNTA, LVEAOKOTOOTOAN 1| AAAES HTopel va avénBovv ko Exetl avapepbet 6Tt
N Tavtdypovn xpnon pe L-acmapayvaon 8o propel mBavov vo cuoyeticdel pe avnuévn
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nrototo&ikdmro (PA. mapdypapo 4.8). T''avtov to Adyo N xprion tov imatinib o cuvdvaoud arnartei
wuitepn TpoeLAUEN.

4.6 Covipétnrta, kimon kot yolovyio

luvaikeg oe avaropaymykr nlkio

O1 YOVOiKEG GE OVOTOPAY®YIKN NAKIN TPETEL VO, GVUBOVAEDOVTOL VO, YPTCLLOTOIOVV CTOTEAEGLLOTIKY
aVTIGVAAN YT KaTd T d1dpKeLn TG Oepomeiog Kot Yo TovAdyiotov 15 nuépeg LETA TN SLOKOTN TNG
Oepamncioc pe Imatinib Teva.

Kvnon

Yrdpyovv meploptopéva GTot el Ao Tn ¥pNon TG imatinib og &ykvec yovaikes. YipEay avapopég
HETA TNV KUKAOQOPID Y10L UTOATEG OTOPOAEG KOl GLYYEVEIS AVMUUAIEG GE VEOYVA ATt YUVOIKEG TOV
éxovv AdPet imatinib. Qotdco, pehéteg oe Lma Exovv dgiel avamopaywyikn to&kotnta, (PA.
Tapaypao 5.3) kat o evdeydpevog Kivduvog yio to EuPpuo givar dyvmotoc. To imatinib dev npémet va
YPNOLOTOLEITOL KATE TN SIAPKELN TNE EYKVHOOVVNG EKTOC €AV £lval capd¢ amapaitnto. Eav
ypnowomoindel Katd tn S1apKeLd TG EYKLUOGVVNG 1] 0oBeVIG O TPETEL VO EVILEPADVETAL Y10, TOV
EvoEYOLUEVO Kivduvo Yia To EuPpuo.

OnAacpog

Yrdpyel meplopiopéVog aptBpog TANPOPOPIOVY Yol TN KOTOVOUT TOV imatinib 6to avOpdmivo yaAa.
Meléteg og dvo yuvaikes mov OAalov amokdAivyav 6Tt TOG0 To imatinib 660 Kot 0 SpacTIKOS TOV
petafoAitng pumopel va kotavépoviotl 6to avOpmmvo yaia. O Babuoc yahaktog 6To TAAGLLO TOV
ueAethonike o€ éva povo acbevn kabopiotnke oto 0,5 yia to imatinib kot 0,9 yio tov petaforim,
VTOINADVOVTOG HEYOADTEPT] KATAVOUT TOV PeTABOAITN 6TO YaAd. Aapupdvoviag vToyny v
oVuvoLaLOUEVT GLYKEVTPMOT TOL imatinib kot Tov HETAPOAITN Kot TNV HEYIOTN NUEPNCia TPOSANYT
Yahaktog amd o Ppéen, 1 cuvoAlkY| £kBeom Ba avapevotav va etvar younin (~10% pog
Oepamevtikng 06onc). [Tapdra avtd, apov To amoteAéopoto TG £kBeonc Tov PpéPovg 6€ YoUnAn
d0o1 imatinib givol dyvmorta, o1 yuvaikeg dev Tpémnet va Onialovv katd ™ didpketo g Bepaneiog Kot
Yo TovAdylotov 15 nuépeg peta ) dwakonn g Oepaneiog pe Imatinib Teva.

Tovipdtta
Xe un KAVIKEG dOKIUES, OV EMMPEAGTNKE 1] YOVILLOTNTO TV ONAVKOV KOl GPGEVIKMV 0pOVPOLmY,

ToPOAO TOV TOPOTNPNONKAY ETOPAGELS GE AVATAPUYWYIKES TAPAUETPOLS (PA. Tapdypapo 5.3). Agv
&yovv die&aybel peréteg oe aocbeveic mov AdpPavay imatinib, 6cov apopd TNV EXIOPAGCT) TOV GTNV
YOVILOTNTA KOL TNV YOUETOYEVEST. AGOEVEIG 01 0TTO10L AVNIGLYOVY YOl TNV YOVILOTNTO TOVG EVA €lval
o€ Oepameia pe imatinib wpémel vo cupPfovievfodv Tov 10Tpod TovC.

4.7 Emodpdosic oty IKavéTnTd 00171101G KO YELPIGROV U AV LATOV

Ot acBeveic Bo Tpémet va TPogdomo1ovvTal OTL UTOPEL va ELPOVIcoVY avemBOUNTEG EVEPYELEG OTTMC
CaAn, Bodn dpaon 1 vvniio KoTd TN dtdpKeEL TN oy@YNg pe imatinib. [M'oavtdv T0o AdY0 cuvieTdTon
TPOGOYN KOTA TV 00N yNoN N XEWPICUO PnyovnUdTmy.

4.8 AvemOOunTEG EVEPYELEG

epiinyn tov Tpoeil acoareiog

Acbeveig pe kaxonbeieg oe TpoymPNUEVE GTAdIO UTOPETL VO £XOVV TOAVAPIOUES, TOPEUPAALOUEVEG
LOTPIKES KATAGTACELS OV vt 1 oitiol avemBOUNTOV EVEPYELDY OV ival SuGKOAO va a&torloynbodv
AOY® TNE TOKIMOG T®V GUUTTOUATOV TOL oYeTIloVTUL e TNV LITOKEIEVT VOGO, TNV e£EMEN TNG Kot
T1 GLYYOPNYNOT TOAVAPIOU®Y PAPUAKEVTIKDV TPOIOVIMV.

Y& kKMviKEC peréteg e XMA, 1 d1aKOT| TOV QapuUdKov, Adym avemiBountov avtidpdcemy
oyeTlopévov e to pappoko, Tapatnpndnke oto 2,4% twv veodiayvachiéviwv achevov, 6to 4% Tov
acfevav pe oyyun xpovia Ao LETA amd amotuyio tng Bepameiog pe wteppepovn, oto 4% TmV
acBevav pe emrayvvolevn edon petd and anotvyio g Oepanciog Le vtepeepovn Kol 610 5%
acBevov pe Practikn Kpion petd and arotvyio e Oepanciog pe wviepeepdvn. e GIST 1o pdppako
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g HeAENg dokomnke 6to 4% TV actevav Ady® avemBounToV evepYEIDV GYETILOUEVOV UE TO
@apLoKo.

Ot avemBOuNTEC EVEPYELEG NTOV TTOPOUOLEG OE OAEG TIG VOEiLels, pe 6vo eEapéaceic. [lapatnpnbnke
peyoAvtepn puelokotactodn og acbeveic pe XMA am'ott o acbeveig pe GIST. Avtd mbavov
oyetiletor pe v vwokeipevn vocso. v peAétn pe acBevelg e aveyyeipnto koM petactotikd GIST,
7 (5%) acBeveic mapovoiacav CTC Babuov 3/4 aoppoyieg and o yaotpeviepkd (3 acbeveic),
aoppayieg eviog tov 0yKkov (3 acbeveic) 1 kar Tig dvo (1 acbevig). H evtomion twv 6ykwv 6to
YOOTPEVTEPIKO UTOPEL VA Elval 1) TNYN TOV LOPPAYLDY TOL YUSTPEVTEPIKOL (PA. Tapdypapo 4.4). Ot
OLHOPPAYIES OO TO YOGTPEVTEPIKO Kol Ol ALoppayieg evTOg TOL OYKOL Umopel va eivatl coPapég Kot
UEPIKES POpEG Bavateopes. O o cuyvd ovagepoueveg avembounteg evépyeteg (> 10%)
oxeTOUEVES LE TO PAPLOKO KOl GTLG OV0 OUAdES TV NTLOL VAL TIO, EUETOG, O1GPPOLd, KOTMAKO GAYOG,
KOT®OT|, LoaAyio, poikég kKpaumeg kot eEavonua. To emumoAng oAt NTOV £Va GLYVO VPO OE
OAEG TIC KAMVIKEG PEAETEG KO KVPLO, TTEPLYPAPTKAY MG TEPIKOYYIKA OLOTLOTO 1) OONUATO TOV KATWO
axpav. [TapoA'avtd avtd To odNpaTe HTaY oTaving cofapd Kot UTopel va avIET®mobodv pe
S10VPNTIKA, GAAX VTOGTNPIKTIKA PHETPA ) LEIDVOVTOG TN 800T Tov imatinib.

Ortav 1o imatinib cuvdvdortnke pe ynuelodepaneio vyming 60omng oe acbeveic pe Ph+ OAA,
mopatnPNONKE TOPOSIKN NTATOTOEIKOTNTA, LLE TI] LOPPT TNE AVENOTG TOV TPOVOALUVAGHOV KL TNG
vrepyorepvOpvorpioc. Aappdvovrag vtoyn Ty teploptopévn Paon dedopévav aceareiog, ol
avemBounteg evépyeleg mov EYouvv avapepbel péypt onpepa o€ ool gival GVUPATES LE TO YVOCTO
poeik aopoleiog oe eviaikeg acBeveic pe Pht+ OAA. Ta dedopéva acpareiog yio mondid pe Ph+
OAA gival Tod0 Teplopiopéva Tapdro mov dev Exovv eakpifmbel véec avnovyieg yio TV ac@iAELd.

Alpopeg avemBounTeg evEPYELES OTMG TAEVPITIKT EEOPMOUATIKT) GLAAOYY, OOKITNG, TVELHLOVIKO
oldonua kot ypryyopn avénon Papoug pe N yopic EXTOANG oidNIa LTOPEL GLYKEVIPOTIKA VO,
TEPLYPAPOVV MG «KOTAKPATNGN LYPOD». AVTEC GLVINOMG UTOPEL VO OVTILETOTICOOVV LLE TPOCWPIV
dloKoT ToL imatinib Kot pe SOVPNTIKA KoL pe GAL KATAAANAO HETPO, VTTOGTNPIKTIKAG PPOVTIONS.
Q61660 KAmoleS 0md AVTES TIG AVEMOOUNTEG EVEPYEIEG UTOPEL VO Elval GOPOPES 1] ATEIANTIKES Y10 T
Con ko kdmorotl acBeveig pe Practikn kpion néBavay pe TOAOTAOKO KAVIKO 16TOPIKO TAEVPITIKNG
eE10P®UOTIKNG CLAAOYNC, CUUPOPNTIKNG KOPIIAKTC OVETAPKELNG KL VEQPIKNG EKTTMONG. AgV
VP&V 1LHTEPO EVPTLOTA GYETIKA LE TNV OCPAAELN GE TOSIATPIKEG KAVIKEG LEAETEG,

AvemBOunteg evépyeteg

Ot avemBOUNTEC EVEPYELEG TTOV OVOPEPOVTUL OG TEPIGGOTEPES OO Ui LELOVOUEVT] TEPITTOOT
KOTATACOOVTOL TOPUKAT®, AVAAOYA [LE TN KATNYOPIO TOV GUOTHLATOG OpYavo Kot T cvuyvotnTa: Ot
Katnyopieg cuyvottag opilovral pe faon tnv akdiovdn coppacn: ToAd cuyvég (> 1/10), cuyvéc
(>1/100 émg <1/10), oyt cvyvés (>1/1.000 £mg <1/100), ordvieg (> 1/10.000 émwg <1/1.000), oAb
onavieg (<1/10.000), un yvootég (dev umopovv va ektiunovv pe Paon ta dwbécia dedopéva).

Evtog kd0e xomnyopiag cuyvotntog eueavione, ot avemiBounteg evépyeleg mapatifeviol katd celpd
GLYVOTNTOG, LLE TNV TTLO GLUYVT] VO OVOPEPETOL TPDTT.

Ot avemBOuNTEg EVEPYELES KO 01 GLYVOTNTEG TOVS TOL Ttapatifevtol otov [ivaka 1.

Mivokog 1 XvvonTikég Tivakag avemOopuntmv evepyet@v

AONAEELS KON TOPUGITAGELS

Oy ovyvég "Epmnrag {ootipog, amhog EpmToc, pvogopuyyitida, mvevpovial,
KOATITIOO, KUTTOPITION, AOTUMEN TOV AVAOTEPOV AVATVELGTIKOD
GLGTNLOTOC, YPin, ovporoinwmén, yacTpeviepitida, oNyn

Xrdvieg Muknriaon

Mn yvootég Emavevepyonoinon nratitidoag B*

Neomhdopoto KoAon0n, Kako0n Kol un Kedopropéva (TEPILORBAVOVTAL KUGTELS KOl TOAMVTOOES)
XmAvie 2Hvdpouo Adbong dykov

Mn yvootéc Awoppayio 0yKov/vékpwon dykov*

AWTapuyéS TOV AVOGOTOLTIKOV GVGTINOTOS
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Mn yvootég

| Avoeuioktikny KatamAinéio®

AWTOPOYES TOV GIILOTOUTIKOV KOl TOV AEUPIKOY GVGTINOTOS

IToAb cuyvéc Ovdeteponevia, OpouPomevia, avaipio

2uyvéc [TovkvtTopomevia, EUTOPETN OLOETEPOTEVIOL

Oy ovyvég OpouPokvTTap®ST, AEUPOTEVID, KOTOGTOAN TOL LVELOD T®V 0GTMV,
N®OGIWOPIALN, Aeupadevoradsia

Yrhvieg Awolvtikn avoupio, Opopfotikn pikpooyyglorddsio

Awtopoyés Tov petaforopov Kot tng 0péyng

Xuyvéc Avope&ia

Oy ovyvég YrokaAloupio, avénon g opeéng, vropmopatatpia, peioon g opeéng,
aQLOAT®GT, oVPIKN apBpitida, VTEpOLPLYUIUia, VTIEPAGPESTIOLI,
VIEPYAVKOLLLOL, VITOVOTPLOLLLIOL

Xrhvieg Y mepoAMOio, VITOUNYVNGLOLUN

Popatpikéc dwutapayésg

Zoyvéc Abmvia

Oy ovyvéc KotdOiwyn, peiopévn yevetiota opun, dyxog

Xmavieg SVYYVTIKY KOTAoTOoN

ATOPOYES TOV VELPLKOD GLUGTIATOG

IToAb cuyvéc Kepoalyio?

Suyvéc 76\, mapoicOnoia, dtotapayn The yevong, vroucnacio

Oy ovyvég Huwpavia, vavniio, Guykomnn, TeploepIKn VELPOTAOELN, EXNPEACUEV
LVAUN, oytolyio, GOVOPOLO VGOV TOJIDV, TPOLOG, EYKEPOAIKT|
ooppayio

Xrdvieg AvEnuévn evookpaviokn Tecn, 6TAGUOI, OTTIKN VELPITION,

Mn yvooTtéc Eykepoiukd oionuo*

Op0arimkég dwutapayés

Yuyvég Oidnpa Prepdpov, avénpévn dakpOppoLd, ALLOPPAYiO TOV EMMEPVKOTA,
emmeukitda, Enpoeaipio, BoAn dpaocn

Oyt ouyvég Epebiopog opaion, mévog Tov 0pBaiiod, oidnua tov KOyyov,
alpoppayio Tov oKANPoY, apoppayic TOL AUPIPANGTPOEISOVG,
BAepapitida, oidnuUa TG OYPAS KNAISOC

Xravieg Kotappdrtng, Yhavkmpa, oidnua the ontiknig Oning

Mn yvootéc Awoppayio ToL VEAOEBOVS GOUATOC*

Awtapayfc TOV MTOS KL

70V Aafupivlov

Oy ouyvéc

| TAryyoc, epuPoéc, ammAgLn, KOG

Kaopowkéc owatapayés

Oy ovyvég

AicOpo TGV, TayuKapdic, COLEOPNTIKY KapdLaKY avemdpkela’,
TVELUOVIKO 0idn U

Xrdvieg Appofpio, KOATIKN LOPUOPVYT], KOPSIOKT] VOKOTT, ELPPYLLO. TOV
pvokapdiov, otnBayy”M, TEPIKAPSIOKT CLALOYN

Mn yvootéc [epkapditida*, kapdlokdc EMTOUATIGUOCH

Ayyewokég dwarapaysc?

Xuyvéc ‘E€aym, awpoppayio

Oy ovyvég Ynéptoon, oUdT®p, VTOCKANPIS0 OUATO, TEPLPEPIKT YUYPOTNTO,
vrdtaon, eavouevo Raynaud

Mn yvooTtéc Opoupoon/eppforn*

AwWTopay£S TOV GVOTVEVD

TIKOU GUGTIILOTOS, TOV HDPaKe KOl TOV pEG0H@PAKLOV

Zoyvéc

Abonvola, eniotaln, Byog

Oy cvyvéc Y7elokOTIK GUALOYN®, POPLYYOLAPLYYIKS GAYOC, PAPLYYITISO

Xrhvieg [TAevpitikdg TOVOG, TVELIOVIKY (VEOGT, TVEVLOVIKT LEPTACT),
TVELLLOVIKT) oupopporyio

Mn yvooTtég O&gia ovamvevoTiky avendpkeiol*, Sidpeon mvevpovomdOeio®

Al0TOPOYES TOV YOOTPEVTEPLKOV

IToAb cuyvéc

Navtio, Sidppota, éuetoc, duomeyio, Kook Ghyoc®

Xuyvéc

Metewmpiopdg, d16Taon TS KOIMOS, YOGTPOOIGOQOY KN
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moAvdpdunon, duckotidtna, Enpoctopia, YooTpitida

Oy ovyvég Yropatitidn, eEEAK®MON TOL GTOUATOS, AOPPyic, TOV
YOOTPEVTEPIKOD GmMva’, Epuyn, HéLaVa, 01GoQaYiTIdN, acKiTNG,
YOOTPIKO EAKOG, QUOTEUEDT], XEMTION, ducpayia, ToyKpeaTiTION

Yrhvieg KoAitida, glheds, PAEYUOVOONG VOGOG TOV EVTEPOV

Mn yvootég Evedc/evtepicn amoppaén®, didTpnon Tov YaoTpEVIEPIKOD COANVA™,

EKKOATOUOTITIO0®, YaoTpikol dvtpov ayyewakh ektacio (GAVE)*

AWTopuyéS TOV NTO.TOS KUL TOV JOANPOPp®V

Xuyvéc AvEnon nrotikav evidumv

Oyt cvyvéc Yrepyolepvbpvorio, nrotitida, iKTepOC

Zrdvieg Hratuer avendpkeod, nratich vékpoon

ATopoyés TOV OEPUATOS KOl TOV VTOOOPLOV 1GTOV

IToAd Guyvéc [Mepkoyykd oidnua, depuatitdo/Exleno/eEavinua

Yuyvég Kvnoudg, oidnua mtpocsmmov, Enpodeppio, epbnua, oromrekio, voktepvol
WpdTES, AVTidpaon amd pwTogLOIcONTin

Oy ovyvég dlokTavmoeg eEavOnua, Loilmmog, avénuévn epidpwon, Kvidwon,
EKYOU®OTN, ALENUEVT TAGT] EKYVUDCEWDYV, VIOTPIYWGCT, VTOYPOUATICUOG
dEPLOTOG, ATOPOAISMTIKY deppatitida, pRén ovuya, Bviakitida,
TETEYELEC, YMPLOOT, TOPPVPO, VIEPYPDOT OEPLLOTOG, TOUPOAVYDOT
sEavOniuata, vrodeppatitido’

Yrhvieg O&eio epmdpetog ovdeTEPOPIAIKN deppiTman (cHvdpopo Sweet),
SVCYPOUATIGHOG OVVYQ, OLYYELOVELPOTIKO O10MLLOL, PAVKTOULVAOOESG
eEavOn o, TOAVLOPPO EPVON UL, AEVKOKVTTAPOKANCTIKY ayYEUTION,
obvopopo Stevens-Johnson, o&eia yevikevpévn e&ovOnuatikn
eAvktaivoon (AGEP), méuerya®

Mn yvootég YOvdpopo madapo-rtelpatiaiog eppfpodvcaicOnciog*, Aeryevoeldn

vrepKepAT®ON™, opaAdg Aeymvac®, Tolikn emdepuikn vekpolvon™,
(QOPLOKEVTIKO EEAVOM LA LE NOCTIVOPIAIN KOl GUGTNUOTIKG CUUTTMOLOTO
(DRESS)*, yevdomoppupio*

AWTOPOYES TOV HVOGKELETIKOV GUGTIIOTOS KOl TOV GUVOETIKOD LGTOV

IToAb cvyvéc Mvikoi oTacpol Kot KPAUTES, LVOCKEAETIKOG TOVOG
cvpmepapfavopévng poakyioc®, apbpalyiog kot 06TKoD TOHVOL?

Yuyvég Oidnua apbpmwcemv

Oy ouyvéc Avokapyio podv Kol apdphdoemv, ooteovékpwon™®

Xravieg Mvikn advvauia, apBpitida, pafdopvoéiven/uvonadsia

Mn yvooTtéc Kabvatépnon g avantuéne o€ moidd*

AWTopay£S TOV VEQPAV KUl TOV 0VPOPIP@OV 00DV

Oy ovyvég AAyoc veppov, aipatovpio, 0Eglo VEQPIKT AVETAPKELL, oLENUEVN
oLYVOTNTO 0VPNONG
Mn yvootég Neppikn avendpkelo ypovio

Awtapayfc TOV aVaTapo!

@WYIKOU GUGTIHOTOS KUL TOV PLO.GTOV

Oy ovyvég

IMvocopaotio, otuTiky SucAeitovpyia, unvoppayio, AKAVOVIGTN
gUUNvog puon, 6e£ovolkn duciertovpyia, dAyog ONANG Loctoo,
S1OYK®GN LOGTOV, 010N 06YE0D

Xrdvieg

Aoppayikd oypd coUATIO/0UOPPAYIKH KDGTH ®OONKNG

I'evikég dwatapayfc KO KATAGTAGELS TS 0000 Y0P YNoNS

IToAb cuyvéc Kotakpdtnon vypdv kot oidnpo, KOTwmon

2uyvéc Advvopia, mopeio, avd capka oidonua, piyn

Oy ovyvéc Owpakikd dAyoc, aicOnuo Kakovyiog

Hoapoxivikég e€etdogg

IToAb cuyvéc AvEnon Bapovg

2uyvéc Meiwon Bdpovg

Oy ovyvég AvENON Kpeatvivig aipaTtoc, avénon KpEATIVIKNG POCPOKIVAONG
aipatog, avénomn YoraKTIKNG 0eDOpOYOVACTG AaTOC, 0HENCT) OAKAATKNG
QMOGOATAONC OHLOTOC

XmAvie AvENON QUVAAGNC OHLOITOC
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Av100 TOV TOTOL 01 AVTIOPACELS £YOoVV avaPepHel KVPIMG KATA TNV EUmeLpio LETA TV
KuKAo@opia Tov imatinib otV ayopd. Te avtég tepthapuPdvovtarl avdopunTeg avapopig
TEPIOTOTIKOV KaODG Kot coPapég avembounteg evépyeteg amd peéteg og e&EMén,
TPOYPAUUATO, EVPELNG TPOGPAONC, KAVIKEG POPLOKOAOYIKES LEAETEG KO OIEPEVVITIKEG LEAETEG
v o€ U eykekpiuéveg evoeifelc. Kabmg avtég ot avtidpdoelg Exovv avapepbet amd
mAnBvopd aféfaiov peyéboug, dev eivar mévto dSuvatodg 0 a&lOTIGTOG VITOAOYICUOG TNG
GLYVOTNTAG TOVG 1 1 ATOOEIET OUTIOAOYIKNG OYEoMG Le TNV £kBeom 6To imatinib.

1 ITvevpovia avaeépOnke o cvyvd oe acbeveic pe XMA o€ petatponn kot o€ acbeveig e
GIST.

2 H xepararyia nTov cvyvotepn otovg acbeveic pe GIST.

3 Xe Baon acBevodg-£Tovg, Ta KapdtoKd cupPavta TEPIAAUPOVOUEVIC TG CUUPOPTTIKTG

KOPOOKNG avendpkelag TapatnpnOnKay o cuyvd o acbeveic pe XMA o€ petatponi o' 0,Tt
o€ acbeveig pe ypovia XMA.

4 H éEaym fitav mo ouyvn o acBeveic e GIST xou n apopparyio (QLULETOUO) TOV TO CUYVY| GE
acBeveic pe GIST kat pe XMA o¢ petatponn (XMA og emitoyuvopuevny eaon kot XMA og
PraocTikn kpion).

5 H vreloxwtixn cuAroyn avoaeépbnie mo cuyva o acbeveig pe GIST kot o acbeveig pue XMA
og petatpomn (XMA oe emitoyvuvopevn edon kot XMA og PAactiki Kpion) an' 6,Tt o acbeveic
pe ypoévio XMA.

6+7 To KotMokd GAyog KOl 1] GLLOPPOYit TOV YOGTPEVTIEPIKOD GOANVA TOPATNPHONKAV TLO GUYVE G€
acBeveig pe GIST.

8 "Exovv avaepBel Bovatneopeg KataAnEelc NTATIKAG OVETAPKELNG | NTATIKNG VEKPOONC,.

9 MvockeleTikog TOVOC Katd T dtdpkelo Bepaneiog e imatinib 1 petd tn dtoKony
TopoTNPNONKE HETA TNV KUKAOQOPID OTNV ayopd.

10  MvookeAeTiKOG TOVOG KOl GYETIKES AVEMIBVUNTEG EVEPYELEG TOpATPNON KAV IO GLYVE GE
acBeveic pe XMA an' 6,t1 og acBeveic pe GIST.

11 "Eyxovv avagepbei Oavarneopeg kotainéelg oe aobevei e voso mpoywpnuévov otadiov,
coPopéc AoudEELS, coPapr| ovdeTepOoTTEViD KOl AALEG GOPAPEG CLVVTAPYOVGEG KOTAGTAGELC.

12 Zvumeprrappavopévov olmoovg epuonuatoc.

Teprypaon emreypévav avemBdunTtov EVEPYELDV

Eravevepyoroinon ¢ nratitidag B

Eravevepyomoinon g nratitidag B éxet avaeephei oe cuvdvaoud pe BCR-ABL TKI. Opiopéva
TMEPLOTATIKG ELYOV G AMOTELEG LA 0EEL TATIKY| OVETAPKELN 1] KEPALVOPOAO NTATITION OONYDVTOG GE
uetopudoyevon nratog 1 Bavatneopo éxPaon (PAéne mapdypogo 4.4).

AvouoMec EpYacTNPLUK®OV dOKIUAV

Ayozoloyixés drotapayés

Ye XMA, xvttapomnevies, €1d1kd ovdeteponevia kot Opopfokvttaponevia givar Eva otabepd ebpno og
OMEC TIG LEAETEC e EVOEIET YO LEYOADTEPT GLYVOTNTO OTIG PEYOADTEPEG dOoELS > 750 mg (HeAétn
eaong I). Qot600, 1 ELEAVIOT] TOV KUTTAPOTEVIMY TOV NTAY GOQ®S EEUPTNUEVT OO TO GTASIO TG
VOG0V, TN cVyvoTTO. TG Paduidag 3 1 4 Tov ovdetepomevidv (ANC < 1,0 x 10%/1) ko Teov
Bpoppomevidv (apduog oapometariov < 50 X 10%/1), itov 4 pe 6 popéc vyNAdTEPY o8 PAACTIKY Kpion
Kot gmrayvvopuevn edon (59-64% xat 44-63% yio ovdeteponevia kot Opopfokvttaponevia,
avtioTolya) o€ GUYKPIoN UE ToVg veodiayvaobévieg acbeveic o ypovia pdon XMA (16,7%
ovdeteponevia kot 8,9% BpopPoxvtraponevia). e veodayvmabévieg oe ypovia pdon XMA,

BoOpov 4 ovdetepomnevia (ANC < 0,5 x 10%1) kou Opoppokvttaponevia (aptduodc

awpometariov < 10 x 10%1), mapatnpndnke 610 3,6% Kat 6e 1060616 < 1% TV AcOEVOY avTicTOLY(.
H péon dudpkela tov ovdeteponevikdv Kot Opopfonevikdv enelcodinv kKopudvinike cuovndwng omd 2
£€m¢ 3 efdopadec kat amod 3 £wc 4 efdopddec, aviiotolya. AVTEC Ol AveEmBOUNTEG EVEPYELEC LTOpPOHV V'
avTiueTonicfolv gite pe peimon g 06oMC, €ite e d10KO0TN TNG Ay®YNG |e imatinib oA pmopei o
OTAVIEG TEPUTTAOCELS VO 001 YTICOVV GE OPLOTIKT| SLOKOTN TG Oy®YNC. 1€ TOdTPIKOvS 0loBevelg e
XMA ot mo ovyvég To&ikotnTeg Tov Tapatnpnonkay nTov Pabuod 3 N 4 Kuttapomevieg mov
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coumeptlapfavoy ovdetepomevia, OpopfokvtTaponevia kot avoipio. Avtég yevikd eppavifovral kotd
1 SLAPKELN TOV TPAOT®V UNVOV Bepaneiog.

Ymv pekét pe aobeveig pe aveyyeipnto ko petaototikd GIST, avarpio Babupod 3 kot 4
avapépOnke oto 5,4% kot 0,7% Tov acBevav avtictorya Kot pmopet va oyetileton Le YooTpEVTEPIKN N
aoppayic evtdg Tov OYKOL G€ TOLANYLOTOV LEPIKOVC omd Tovug acbeveic. Qvoetepomevia Pabpod 3
Kot 4 mapatnpnnke oto 7,5% kot 2,7% tov aclevadv avtictoyo kot Babpod 3 Opopponevia oto
0,7% tov acbevav. Kavévag acbevig dev avéntvée fabuov 4 Opopporevia. Meiwon tov Agukdv
OLLOCPUIPIOV Kot TOV aplBoD TmV 0VOETEPOPIA®Y TAPOLGLAGHNKE KLPIWOE KATA TN d1dpKeln TV
TPpOTOV £EL efdonddwV Bepameiog, e TYHEG TOV TOPEUEVAV GYETIKA 0TAOEPES LETA A’ 0L TO TO
dloTnaL.

Bioynuuxéc orarapoyés

YoBapn avénon Tev tpavoapvacov (< 5%) 1 g yorepupivng (< 1%) mapatnpndnke oe acbeveig
pe XMA ko avtipetonicOnke cuvifog pe peioon tng 66ong 1 d1okomn (1) Sdpecn ddpKeld avTmV
TOV ENELG0dImV NTav mepimov o efdopndada). H aywmyn diekomn oplotikd, Adym NIaTikdV
EPYUOTNPLOKADV dtoTtapoy®dv, o€ Ayotepo and 1 % tov acbevav pe XMA. Xe acBeveic pe GIST
(nerétn B2222), mopotmphOniay oto 6,8% avénceig ALT (odavivikn apvotpaveeepdon) Babuod 3 1
4 ko oo 4,8% avénoeig AST (aomaptikn apvotpavepepdon) fabuov 3 1 4. H adénon g
yoAepvOpivng Nrav Katw Tov 3%.

Ymnp&ov TepmTOOELS KUTTAPOAVTIKNG 1 YOAESTUTIKG NIMATITIONG KOl NTATIKNG avemdpkelag. Kamolo
om'avTovg KatéAnéov, copmepthapavopévon evog asbevoig og VYNAN SO0 TOPAKETOULOANG.

Avooopd THavorloyoOUEV®V GVETIOVUNTOV EVEPYELDV

H oavaeopd mBovoroyoduevmy avemiBounT®y evepyelmy HETd amd T YopnyNn o adetog Kukhopopiog
TOL QUPUAKEVTIKOV TPO1dVTOG elvar onuovtikn. Emitpénet T cuveyn mapakoiovdnon e oyEong
0PEAOVG-KIVOVVOV TOV PUPUIKEVLTIKOD TPOIOVTOC. ZNTEITOL OO TOVG EMAYYEALATIEG VYELOG VO
aVaPEPOVY OTTOLEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELEG LECH TOV EBVIKOL GLOTILOTOG
avopopds tov avaypdeetot oto [Hopdptua V.

4.9 Ynepdocoroyio

H eumeipio pe d6ce1c vynAdtepeg omd v cuvieTodpevn Bepamevtikny doon eivar Teplopiouévn. Exovy
avapepOel LEPOVOUEVEG TEPITTOCELS VITEPOOGOAOYING LIE imatinib, TavTOYpOVE KOL GTNV
BipAoypapia. Xe mepintwon vrepdocoroyiog o acBevig Tpémet va Tapakoiovdnbel kot va dobein
KOTAAANAN cvumtopotiky Oepancio. [evikd, 1 éxPaon Tov TepmtO®oev dLTOV NTOV «Pedtioon» 1
«avappwony. [epiototikd to omoio avaeépniay ce dSloPopPeTIKEG S0G0A0YIEG EXOVV MG aKOAOVO®C:

EviiAikog mainfuopog

1200 mg pe 1600 mg (kopovopevn odpketa petaly 1 émg 10 nuépeg): Navtia, £uetog, didppola,
eEavOnua, epvbnua, oidnpa, dtdykwon, komwor, poikol onacpoi, Opopponevia, Tavkvtraponevia,
KOWMOKO GAyoc, Kepalodyia, OPEEN HELOUEVN.

1800 mg pe 3200 mg (£mg kot 3200 mg nuepnoing yo. 6 nuépec): Advvapio, HOaAYia, POCEOKIVAGCT
KepaTvVivng avENEV, xoAepulpivn avENUEVT, YOOTPEVTEPTIKO GAYOG,

6400 mg (o 86om): ‘Eywve avagopd otnv Pipiloypaeio mepiotatikod €vog acbevodc o omoiog
mapovciace vavtia, EHETO, KOWMOKO AGAyog, mupefia, O0YK®ON TPOCMTOL, HEWMPEVN HETPNON
OVOETEPOPIA®V, TPAVCAUIVAGEG OVENLUEVES.

8 g ue 10 g (o 860m): "Exovv avapepBel £petog Kot YooTpeEVTEPIKO GAYOG.

Hodrarpikodg tAnduopog

‘Evag appev 3 etmv, o omoiog ektébnke og 06om Twv 400 mg napovcince Eueto, didppota kot avopeéia
Kot GAAOG €vag dppev 3 eTdV 0 omoiog ektédnke og doon Tov 980 mg mapovsicce aplOUd
AEVKOKVTTAP®V LEIMUEVO KOt S1APPOLd.

Y mepintoon vrepdocoroyiog, o acBevig Ba mpémel va mapakolovbeitan Kot TpEmeL va yopryeitat n
KATOAANAN OepamenTIKT Oy @Y.
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5. DOAPMAKOAOTI'IKEX IAIOTHTEX
5.1 D opPoKOOVVOUIKES LOLOTTES

DoppokodepamevTiKy KaTnyopic: Avtiveomlacsatikol Tapdyovteg, avactoleic BCR-ABL ¢
Kwdong tng Tupocivng, kodtkog ATC: LOIEAOL

Mnyaviopog dpdong

To imatinib givai évo, pkpd HOPLO AVOGTOAEN TG TPOTEIVIG KIVAGT TNG TVPOGIVNG TO 0010
avaoTéALeL TV dpdon tng Ber-Abl kivdon g tvposivng (TK), kabag eniong kot dtopopmv
vrodoyémv TK:Kit Tov vmodoyéa yia Tov mpoyovikd kuttapikd mapdyovia (SCF) mov kmdikoroteiton
oamd 1o c-kit TpdTO-0YKOYOVid10, TOVG VIOdOYELS TNE TTEPLOYNS TG diokodiving (DDR1 kot DDR2), tov
VT0d0YEN TOV TTopayovTa d1€yepong amotkidv (CSF-1R) kat tov vmodoyéa tov avéntikod Tapdyovia
tov oponeToriov dApa kot frita (PDGFR-alpha kot PDGFR-beta). To imatinib emmAiéov propet va
OVOOTEIAEL KUTTOPIKEG EVEPYELEC EVOLALECEG TNG EVEPYOTOINGNG TETOL®V VITOSOYEWMV KIVACHV.

DapoKkoduvaKES EMOPACELS

To imatinib givot £vag avacToAE0S TG TPMTEIVIG KIVACT TG TVPOGIVIG O 0TTO10G VAGTEAAEL
OTTOTEAECUOTIKG, T1] YPOUOCMUIKT UETATOTION TNG KIVAGNG TNG TVPOGIVIG G€ KLTTAPIKG, £mimeda in
Vitro kot in vivo. H ynuikn £évoon eTAeKTIKA avacTELLEL TOV TOALATAAGIAGHO KO ETAYEL TNV
OTOTTOOT G€ KUTTAPIKES YPUUUEG BETIKES Y10 XPOUOCOUIKT LETATOMIOT|, OTMG ENIONG GE PPECKOL
Aevyopikd kouttapo achevav pe XMA Betikn o1o ypopdcsopa Drladéreelag Kot acbevav e o&eia
AeppoPractikny Asvyorpio (OAA).

IN Vivo 1 ymukn évmon deiyvel avTivEOTAUGLOTIKY dpaoTNPLOTHTA OTWE LOVOIIKOS TapAyoVTaG GE
povtéda LoV Tov ¥PNGILOTOOVVTOL KOTTOPO OYK®OV BETIKA GE YPOUOCOUIKT LETATOTION).

To imatinib gival évog emiong avaoTOAENS TOL VITOSOYEN TOV TUPOSIVIKAV KIVOCMV Y10l TOV QUENTIKO
mapayovto mov mopdyetotl amod to aponetdio (PDGF), PDGF-R kot yio Tov mpoyovikd kuttaptkd
napdyovta (SCF) yia c-kit ko avactédrel Tig emaydpeveg and tov PDGF kot SCF kuttapiég
dradkaciec. In Vitro, to imatinib avactéAdel Tov TOAOTAAGIAGUO KOl ETAYEL TNV OTOTTOOT GE
KOTTOPO YOUGTPEVTIEPIKDOV GTPOUATIKOV 0YK®V (GIST), mov ekppdlel petdAraln evepyomompuévn and
70 Kit. Xtnv maboyéveon g MDS/MPD, HES/CEL kot DFSP, éxet epmhakei n cuveyng evepyomoinon
tov vrodoyéa PDGF 1 tov mpmteivikdv Kivacmdv T Tupocivig Tov Abl og amotélecpa g cvvinéng
HE SLOPOPETIKEG GUVEPYATIKEG TPMTEIVEG 1) TNG cvveE)oVS Tapaywyns PDGF. To imatinib avoactéAdet
1 S1001KAGI0 LETAYMYNG GNUATOG KOL TOV TOALOTAUGIOGUO TOV KUTTAP®OV TOL TPOKOAEITOL OO TNV
aropvBuiopévn dpaon g Kvaong twv PDGFR kat Abl.

KhMvikég Melétec oe ypdvio pueroyevi) Aevyouuio

H amoteleopatikotnta tov imatinib BacileTol 610 GUVOAIKA AULATOAOYIKG KOl KUTTOPOYEVETIKA
TOGOGTA aVTOTOKPIoNG Kot 0TV enPimon ehevBepn eEEMENC. ExTog amd T veodiayvaoobeica ypovia
@don g XMA, dev vtdpyovv eAeYYOUEVES LEAETEG TTOV VO KATOOEIKVOOLY KMVIKO OQENOG, OTMC
Beitioon ota cupntOpate To oYeTICONEVA UE TN VOO, 1 ovénuévn emPicoon.

Tpeig pueydheg, d1ebveig, avorytov oyedlacpov, un ereyyouevee, eaong I perétec, dieEnydnoav oe
aocBeveic pe XMA 0Oetikn| oto ypopodcoue Daadéipelag (Ph+) oe mpoywpnuévo 6tddio, oe PAacTIKn
1N o€ emtayvvOpEVT VOGO, og acbeveic pe dhieg Ph+ Agvuyopieg 1 oe acbeveig pe XMA og ypovia
@aon, 6TOVG 0Toiovg TponyovEva lxe amothyeL 1) Bepaneio pe vtepeepovn-a (IFN-a). Mo peydan,
ovoLYTOO GYESOCHOD, TOAVKEVTPIKY, S1EBVNC, Tuyoomomuévn edong I pedétn deEnydn oe acbeveig
ue veodwyvaceioa Ph+ XMA. Emmdéov, madid Erapav aywyn oe dvo peréteg pdong | kot og pia
peAétn eaong Il.

e 0Aeg TIc KAvikég peréteg to 38-40% tov acbevav ftav nAiog > 60 ypovov kot to 10-12% tov
acBevav nAiog > 70 yxpovov.

Xpovia paon, veodiayvwaobeioo paon
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Avt n perém eaong Il oe evilikeg acbeveic cuvékpive TV aymyn gite pe  povobepameio pe
imatinib gite pe v cuvdvacpévn aywyn wiepeepovns-dreo (IFN) kot kutapafivn (Ara-C). Ztovg
aoBeveic pe amovsia avtamokpiong (amovoio TAPovs apotoroykng avtamokpions (CHR) ctovg

6 uveg, avénomn Aevkov apoceapiov (WBC), amovcio pHEYIGTNG KUTTAPOYEVETIKNG OVTOTOKPIONG
(MCyR) otouc 24 pnveg), andrero avtandkpiong (amdie CHR 11 MCyR) 1) coPapn dvcavetio ot
Oepameio emetpdmn N uetdPacn tovg 6To evoAlokTiKO Oepamevtivd okélog. X1o okéhog Tov imatinib,
ot acBeveig EAafav 400 mg nuepnoimg. Xto okéhoc g INF, yopnyndnke otovg acbevels o d6om
o1030¢ INF v 5 MIU/M?mpépa vrodoping oe cuvdvaopuo e vroddpa Ara-C 20 mg/m?muépo. yio.

10 nuépeg/pnva.

YuvoAkd,1.106 acbeveig TuyaiomomOniay, 553 o€ kdbe oxérog. Tao facicd YOPUKTNPIGTIKA
e&looppomnkav Kahd avapesa oto 000 okéAn. H didpeon niucio tav o 51 £ (bpogl 8—70 £n)
pe 21,9% tov acbevov> 60 ypovev. Yanpyov 59% appeveg kot 49% OMAeis acBeveic. To 89,9% twv
acBevov NTov Kawkdotag eUANG kot to 4,7% NTav pavpng LANG. Entd £t petd ) otpatordynon tov
tehevtaiov acevoic, 1 didpeon ddpKeELd TG TPMTNG YPOUUNG Oepameiag Tav 82 kot 8 punveg otig
ouddec imatinib kou IFN avtictora. H didpeon didpkeio tng debtepng ypauung Oepaneiog pe 1o
imatinib tav 64 unveg. Zvvolikd, oe acbeveic mov Elafav Tpdng Ypapuung Oepomeio 1 Kotd péco
opo Muepnota 6o mov 660nke frav 406 £76 mg. To TpOTUPYIKO KATAANKTIKO GNUEL0
OTOTEAEGHOTIKOTNTOG TNG HEAETNG tvon 1 emPimon yopic eEEMEN Tng vooov. Qg eEEMEn kabopileTan
®G OTOLOINTOTE OO TO. akOAoLOa cupPapata: eEEMEN o€ emToyLVOLEVT Pdom 1| PAACTIKY Kpion,
Oavarog, ardieio CHR 1) McyR 1 og acbeveig otoug onoiovg dev emttvyydveror CHR, av&ovopevog
apOpoc Aevkmv aocealpiov, Topd Ty KoTdAAnAn Bepamevtikn aviipetdnion. Ta facikd
dEVTEPOYEVN KATUANKTIKA GNUElR Elval 1) LEYIOTY KUTTOPOYEVETIKY] OVTOTOKPLOT, 1) OULLOTOAOYIKY|
OVTOTOKPLIoN, 1 LOPLOKT avTATOKPLot (0E0AOYNON TS EAAYIOTNG VITOAEMOUEVTG VOGOV), O ¥pOVOG
£€m¢ TV emtayvvopevn edon 1 Practikn kpion kot n eniPioon. Ta dedopéva ovTamdKpiong
napovcidlovton otov [livaxa 2.

Mivoxkog 2  Avramékpion otn perétn veoorayvoobeicag XMA (dgdopiva 84 pnvov)

(Koldtepa mocoota Imatinib IFN+Ara-C

OVTOTOKPLENC) n=553 n=553

ALaToroYIKT] 0VTOTOKpPION

CHR mocoot6 n (%) 534 (96,6%)* 313 (56,6%)*
[95% CI] [94,7%, 97,9%] [52,4%, 60,8%]

KvttopoyeveTiki] avramokpion

Méyiom) avtomokpion n (%) 490 (88,6%)* 129 (23,3%)*
[95% CI] [85,7%, 91,1%] [19,9%, 27,1%]
IMAqpng CyR n (%) 456 (82,5%)* 64 (11,6%)*
Mepun CyR n (%) 34 (6,1%) 65 (11,8%)

Moprokn avromokpion**

Méyiom) avtomokpion atovg 12 prveg 153/305=50,2% 8/83=9,6%

(%)

Méyiot avtandkpion atovg 24 Ufveg 73/104=70,2% 3/12=25%

(%)

Méyiotn aviomokpion otoug 84 uiveg 102/116=87,9% 3/4=75%

(%)

* p< 0,001, Fischer’s exact test

** T0GOGTA LOPIOKTG AVTOTOKPLoTG BACT) TMV S100EGIUMV dEtyUATMV

Kprmipuo aipatoroyikig avromdkpiong (0Aeg o1 avramrokpicelg empeforavovray pnetd amd
didotnuo = 4 gfdopddmv):

Ap1Opdc Aevkdv aposeotpiov < 10 x 10%/1, arpometdto < 450 x 10%/1, woehokvtrapa +
petapwerokdTTopo < 5% oto aipa, 6yt PAACTES Kol TPOULEAOKDTTOPN GTO aipa, Pacedpila

< 20%, oyt eEmpvedikn cuppeToyn

Kpimipra kutrapoyevetiking avramokpiong: nanpns (0% Ph+ petdeaocn), pepikn (1-35%), pikpn
(36-65%) 1 eMdyrotn (66-95%). Mia péyrotn avtomdkpion (0—35%) cuvévdletl ko Tnv TAnpn Kot
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TN UEPIKT] OVTATOKPIOT).

Kprmipro péyrotng poprokig aviamokpions: 6to meplpeptko aipa, peimon kot > 3 Aoyapibpov
otV mocotnTo TV Ber-Abl petaypagdv (uétpnon tng avaotpoeng petaypagdone pe dokipacio
real time mocotik) PCR) avagopikd pe kabopiouévn Bacikn Tiun avoeopdc.

Ta T0GOOTA NG TANPOVS ULUATOAOYIKTG OVTATOKPLIONG, TNG UEYIOTNG KUTTAPOYEVETIKNG
OVTOTOKPIONG KOl TG TANPOVS KUTTAPOYEVETIKNG OVTATOKPIONG G€ Bepameio mpdTNG YPOUUNG
exTyMOnkay ypnoyoroldvtog ™ npocéyyion Kaplan-Meier yio tv omoia avtoi mov dev
avtomokpinkav dgv vrodoyicOnkav v nuépa g tekevtaiog e€taong. XpMoIULOTOIOVTG 0VTH
TN TPOGEYYION TO EKTIUMUEVO AOPOIGTIKA TOGOGTA OVTATOKPLONG Yo TN Oepameio TpMTNG YPOLLUNG
ue imatinib Beltidvovtal oo tovg 12 unveg Bepaneiog otovg 84 pnveg Bepameiog OT®E TapakdTo:
CHR an6 96,4% og 98,4% ka1 CCyR and 69,5% oe 87,2%, avtictoryo.

Koatd ™ mapaxorovdnon 7 etmv, vmpéav 93 (16,8%) copPapota £EMENC 6TV Opada TOV
imatinib: og 37 (6,7%) gumhexotav eEEMEN o€ emtayvvouevn edon/Bractikn kpion, 31 (5,6%)
andreta s MCyR, 15 (2,7%) andrewn tng CHR 1 avénon tov Aevkokvttdapmv kot 10 (1,8%) un
cvoyetiiopevol pe XMA Bdvatot. AvtiBeta vanpéav 165 (29,8%) coppdapata oty opdda
IFN+Ara-C and ta omoia 130 gppavicOnkov kot ) Sidpkelo TS TpdTNG YPuUUNS Oepaneio e
IFN+Ara-C.

To ekTdpPEVO TOG00TO aoBevdV Ympic e£EMEN TG VOGOL G eMTaLVOUEVT] PAOoT 1| G€ PAACTIKY
Kpiorn oTovg 84 pnveg Nty oNUAVTIKG VYNAOTEPO 6TO0 6KELOG TOV iMatinib oe cVykplon pe to
okéhog INF (92,5% évavtt 85,1%, p<0,001). To £mMo1o m0cooTo g eEEMENG OTNV EMTOYLVOLEVT
@aon M PAacTikn Kpion petmwdnke pe 1o xpovo ot Bepameio: kot nTav pkpotepo and 1% emcing
TOV TETOPTO Ko TEUTTO ¥povo. H extipdpevn emPioon yopig e&EMEN T vOGoL 6Tovg 84 pnveg
nrav 81,2% oto okéhog imatinib kot 60,6% 10 okérog eréyyov (p<0,001). Ta eTc10 TOGOGTE T™NG
eEEMENC o€ omolodnmoTe TOTO Yl To imatinib eniong peldOnKov pe to ypovo.

‘Eva ovvoro 71 (12,8%) kar 85 (15,4%) acbevov katéAnéav otig opadeg imatinib kot [IFN+Ara-C,
avtioTotya. Xtoug 84 unveg 1 ekTindUeVN cuvolikn emBioon ivon 86,4% (83, 90) évavtt 83,3%
(80, 87) otig Tuyatomomuéveg opddeg imatinib kot IFN+Ara-C, avtiotorya (p=0,073, log-rank test).
Av106 TO KATAANKTIKO oNUElo ¥povog - cOuPapa exnpedleTol 1I6xVPa amd To VYNAG KAAGHO (1OGHOD
and IFN+Ara-C oto imatinib. To amotéleopa g Oeponeiog pe imatinib oty emPioon oe ypovia
@aon, o€ veodtayvwcteica XMA e£etdobnke mepattépm 6€ avadPOLUKT VAALGT| TWV TOPOTAVED
AVOQEPOUEVOV dedopuéveVy e imatinib pe ta tpotopyikd dedouéva, amd po pelétng @aong I mov
ypnowonomdnie IFN+Ara-C (n=325) pe navopotdtumo Oepameutind oy, Xe auTi TNV ovadpOLIK)
avéivon, n vrepoyn tov imatinib évavtt tov IFN+Ara-C ot cuvoliky emiPioon Kotadsiydnke
(p<0,001). Méoa o€ ypoviko didotnua 42 unvav katéanéav 47 (8,5%) acbeveic oe imatinib kot

63 acbeveic (19,4%) oe IFN+Ara-C.

O BabrdS TG KLTTAPOYEVETIKNG KO LLOPLOKNAG OVTOTOKPLONG EIYE POVEPT EMIOPACT] GTA
HoKpoypoOvia amoteréopato og acbeveic pe imatinib. Evod éva vroloyilouevo mocooto 96%
(93%) tov acBevav pe CCyR (PCyR) otovg 12 punveg ntav yopig e£EMEN o€ emTayLVOLEVT
@aon/Practikn kpion otovg 84 unveg, povo to 81% tov acbevov ywpic MCyR otovg 12 pnveg
Nrtav eAevbepo eEEMENG o€ emttayvvopevn XMA otovg 84 unveg (p<0,001 cvvolka, p=0,25
peta&y CCyR kat PCyR). e acleveig pe peimon og Ber-Abl petaypoaeég tovhdyiotov

3 Moyapibumv otovg 12 unveg, n mbavotnra va mapapeivouv ehevbepot eEEMENG amd oe
emroyvvopevn eaon/fractikn kpion NTav 99% ctovg 84 unvec. [apdpota evprjpata Ppédnkav
ue paon pia 18 unvaov avéivon.

e vtV ™ HEAETN, 01 doG0A0YIKEG dlofabuicelg ntav emtrpentés and 400 mg oe 600 mg nuepncing, Kot
o1 cuvéyetln omd 600 mg nuepncing og 800 mg nuepncing. Metd and 42 pnveg mapakorovdneng,

11 acbeveig mapovciocay emPePorwpévn andrewn (LEoa g ypovikd drdotnua 4 eBoopddmv) g
KUTTOPOYEVETIKNG TOLG avTomoKkpons. Amd tovg 11 awtovg acbeveic, o 4 acbeveig avénbnke n
docoroyio ota 800 mg nuepncine, ondte 2 amd avTovg EOVATOKTNCAV TNV KUTTOPOYEVETIKT TOVG
avtamokpion (1 pepikadg kot 1 mApwe, 0 TEAEVTOI0G ETIONG EMETVYE LOPIOKT] AVTOTOKPIOT]) EVD OTO TOVG
7 otovg omoiovg dev avénonke 1 ddor LOVoV Evag EavamdKTNoe AP KUTTOPOYEVETIKT avtandkpiot. To
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TOGOGTO KATOI®V AVETOOUNT®V gvepyEmY NTay VYMAGTEPO oTovg 40 acbeveic atovg omoiovg 1 doom
avéndnke ota 800 mg nuepncing e cuyKpion e Tov TANOucUO TV acbevdv Tpv TV avénon tng
d00ong (n=551). O o cuyvES avemBOINTES EVEPYELEG TV Ol QUOPPAYIES OO TO YUGTPEVTEPIKO,
EMMEPLKITION KO 00HENGT) TV TPOVSOIVOGMY 1] TG YoAepvOpivng. AAleg avemBOUNTES EVEPYELES
avaeépOnkav o yopmiotepn 1 o cuyvoTNTOL.

Xpovia paon, amotvyio otV IVIEPPEPOVN

AvtipetonicOnkay 532 evijlikeg acbeveig pe 06om évapéng ta 400 mg. Ot acbeveig yopiotray o€
Tpelg Pacikég katnyoples: apatoroyikn amotvyio (29%), kuttapoyevetikn amotuyio (35%) 1
dvcaveéia oty vteppepovn (36%). Ot acBeveic etyav AaPet mponyovpéveg yia 14 pnvec, Katd
1éco 6po, Oepancia pe IFN o d60eic > 25 X 10° 1U/eBdopdda kat fitav 6Xot o€ Tpox®pNUé
APOVILL PAGT), LE HEGO Opo didyvmong 32 unqves. H mpotapyikn TopapeTtpog omoTeEAECUATIKOTITOG
NG LEAETNG TV TO TOGOGTO TNG HEYLOTNG KVUTTOPOYEVETIKNG AVTATOKPLONG (TANPNG GLV LEPTKN
avtamokpion, 0 émg 35% Ph+ petapdcemv 6to HLELd TOV 0GTMV).

g ouTV TN LEAETN TO 65% TV a6Bevadv ETETUYE La LEYIOTT KUTTOPOYEVETIKY] OVTOTOKPLOT, 1] OToi0L
nrov TAnpng oto 53% (emPePforwpévn oo 43%) tov acbevov (Ilivakag 3). Mia TApng aatoloykn
ovTaTOKPLoT EneTEVYON 610 95% TV 0GOEVHV.

Emitoyvvouevn pdon

X perétn etonynoay 235 evilkeg aobevels oe pdaon emttayvvopevng vocsov. Ot mpotot 77 Egxiviooy
pe 400 mg, 10 TPOTOKOALO KOTOTLY TPOTOTOMONKE Y10l VoL EXLTPEYEL LEYOADTEPT) DOGOAOYIN KOl Ol
vroAowmol 158 acbeveig Eexivnoav pe 600 mg.

H npotopyikn TapaUeTpog amoTEAEGUATIKOTNTOG NTOV TO TOGOGTO TNG GLUATOAOYIKNG
OVTOTOKPIONG, OVAPEPOUEVO EITE MG TANPNG OUATOAOYIKY AVTOTOKPLOT|, Kapio EvOegn yio
Aevyoupia (w.y. kaBapon amd tovg PAGoTEG 0md TO PLEAD KOl TO OpLol 0AAG Ypic TAPN
TEPLPEPTKT ALUATOAOYIKN OTOKATAGTACT), OTMG GTIC TANPELS OVTATOKPICELS), EITE OC EMAVUPOPH
og ypovia paon XMA. EmPefaiopévn apatoroyikn avianokpion enetevydn oto 71,5% twv
acfevav (Ilivakoag 3). Enpaviikd nrav To yeyovog ot 1o 27,7% tov acbevov enetevydn o
UEYIOT KVTTOPOYEVETIKY AVTATOKPLoT, 1| omoia Tav TANpNG o1o 20,4% (emPePaiwpévn oto
16%) tov acBevav. ['a tovg acbeveic mov tovg yopnyROnkav 600 mg, ot TpEYOVGEG EKTIUNGELS
yo T dtbipeon eEEMEN- elebBepng vOoov-emPimon Kat T cuvolikn emPiwon frav 22,9 kot
42,5 uqveg avtictouya.

Moeloerong praotixn kpion

260 acBeveig pue poeroedn Practikn kpiom wonydncav. 95 (37%) eiyav AdPel mponyovueva
ymueodepameia ylo aywyn g eite emroyvvopevng edong 1 g PAacTIKNG Kpiomng
(«mpoavtipetomcévieg acbeveicy) evod 165 (63%) dev giyav AdPel mponyovueva ynuelobepaneio
(«pn avtipetomobévieg acbeveicy). Ot mpotor 37 Eekivnoav pe 400 mg, T0 TPOTOKOALO KOTOTLY
TPOTOTOONKE Y10 va EMTPEYEL LEYaADTEPT doc0A0Yia Kot ot vtdhowmotl 223 acBeveic Eexivnoay pe
600 mg.

H mpotapyikn petafint] omoTeAEoUATIKOTNTOG NTOV TO TOGOGTO TNG OILLOTOAOYIKNG AVTATOKPLIONC,
avapePOLEVO €iTE MG TANPNG OLLLATOAOYIKT AvTOTOKPLoT|, Kapio EvoeiEn yio Asvyoio eite ¢
EMGTPOOT 6T YPOVIa. Pdon g XMA ¥pnoomoldvTog Ta idio KpiTnplo e auTd TG LEAETNG o€
eMTaLVOLEVT PAGT). Ze ovTr T HeEAETN T0 31% TV acbevdv ETETVYE ALLATOAOYIKN AVTOTOKPLOT
(36% 1@V acBevav Tov dev eiyav AaPet Tponyodpeve aywyn kot 22% tov achevav Tov giyov 1N
AGBel kdmola aywyn). To T0606Td TG 0vTOmOKPIoNG HTAY €TINS VYNAOTEPO GTOVG aebeveig Tov
éapav ta 600 mg (33%) cvykpwouevo pe Tovg acbeveig mov Elafov ta 400 mg (16%, p=0,0220). H
1oYVOVOO. EKTIUNON TNG HEONG eMPionC TV acBevmv mov dev elyav Adfel Tponyodueva aymyn Kot
v acbevav mov giyav 1N AaPet kamow aymyn nrav 7,7 ko 4,7 pqveg, avtiotouya.

Aeupoeiong fraotixy kpion

ITepropiopévog apBpdc acbevav ewonydnoayv oe peréteg edon I (n=10). To T0c06TO NG
OLLOTOAOYIKNG avTomdkpiong nTov 70% pe didpketo 2-3 pnveg.
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Hivaxkag 3 Avtomokpion og kKhvikég peréteg pe XMA og gvijlkeg ao0eveig

Melét 0110 Melétn 0109 Merétn 0102
dedopéva, 37 unvov  Bedopéva 40,5 unvav dedopéva, 38 unvav
Xpovia gdon, Emttayvvopevn edon [Mvuehogldng
amotuyio g IFN  |(n=235) BrooTikn kpion
(n=532) (n=260)

% tv a60evdv (Clgsy)

Awatoroytkn avtamokpion’ 95% (92,3-96,3) 71% (65,3-77,2) 31% (25,2-36,8)
[IANPNG apaToAoytc 95% 42% 8%
avtamokpion (CHR)

Kapia £voeign yio Aevyopio Agv 1oy0et 12% 5%
(NEL)
Mertatpomnn o€ ypdvia pacn Agv 16y0¢eL 17% 18%
(RTC)

Mé£Y10TN KUTTOPOYEVETIKN

OVTATOKPIoN 65% (61,2-69,5) 28% (22,0-33,9) 15% (11,2-20,4)
[IAMpne 53% 20% 7%
(EmBePaopévi’) [95% (43%) [38,6-47,2] | (16%) [113-210] | (2%) [0,6-4.4]
CI] Mepuch 12% 7% 8%

! Alpatoroyikd kpiTijpra avtomokpions (61 or avtamokpicsic empepardvovray petd ano

ddotnua = 4 gfdopddwv):

CHR: MeAétn 0110 [apdpoc Aevkdv opoopatpiov < 10 x 10%1, ayporetdia < 450 x 1071,
poerokutrapotpetapverokvtTape < 5% oto aipa, oyl AACTEG KOl TPOUVEALOKVTTOPO GTO
aipa, Baceopia < 20%, oyt eEmpvelikn coppetoyn] kot otig perétec 0102 ko 0109
[apOpoc Aevkdv apoopatpiov > 1,5 x 10%/1, arponetdito > 100 x 10%1, by Prdotec ot0
aipa, PAdoteg otov poedd < 5% kat oy eEmpuvehikn vocog]

NEL I8w kprriipia 6mog yro CHR oAlé AAA > 1 x 10%1 ko onpometédia > 20 x 10%1 (0102 ko
0109 povo)

RTC < 15% PAdoteg e poelod kot mepteepikd aipa, < 30% PAACTECHTPOUVELOKVTTOPA GE HVEAD
Kot eplpepkd aipa, < 20% Pacedpira og PB, oyt eEopveiikn vocog AN amd oTAnva Kot
nrap (povo yio 0102 ko 0109).

BM = pverdc tov ootdv, PB = tepipepixd aipa

2 KUTTAPOYEVETIKG, KPLTI|PLOL AVTATOKPIONC:

Mia péylotn avtamokpion cuvOLALEL Kol TNV TANPT Kot T HEPTKN avTtomokpion: mAnpng (0% Ph+

HETOPATELS), pepkn (1-35%)

3 [IAYPNC KVTTAPOYEVETIKT AVTOMOKPIoT EMPBEPUOUEVT O piar SEVTEPT) KUTTAPOYEVETIKH

a&loAdynomn LueAOD TMV 0GTMOV TOL TPOYLATOTOLEITAL TOVAAYIGTOV VO VOl LETE TV apyLKT LEAETN

HVELOD TV OGTMV.

Taidrarpirog ninBoouog

Yuvolika 26 moudratpikoi acbeveig niikiog < 18 etdv gite o ypovia pdon XMA (n=11) ] pe XMA og
Practikn kpion M pe Ph+ o&ela Agvyorpia (n=15) sionydnocav oe o pedétn edaonc I dtafdaduiong g
doomg. Avtog ftav Evag TANOLVeUOS oL giyav Tponyovueve vroPAnbei oe Evtovn aywyn a@od To 46%
elxe AaPer mponyodueva BMT kot to 73% eiye AaPet pe mohdd @dpuaxo ynueodepaneiog. Ot acbeveic
EloPov aymyn pe docelc imatinib tov 260 mg/m?muépa (n=5), 340 mg/m?muépa (n=9),

440 mg/m?muépa (n=7) kot 570 mg/m*mpépa (n=5). And toug 9 acbeveic pe XMA og ypdvia gpdon
Kot T O100€c 1 KUTTOPOYEVETIKG dedopéva, 4 (44%) kar 3 (33%) emétuyov TANPT Kot PEPIKT
KUTTOPOYEVETIKT] OvTOTOKPLoT, avtictowy Yo tocootd McyR 77%.
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"Eva ovvoro 51 modatpicov acbevav pe veodiayvoobeica kot adidyvootn XMA cg ypovia gdon
€1o0MyOn o€ e avorytod oyedlocov, TOAVKEVTPIKY], LovoL Bpayiova edong I peiétn. Ot acbeveig
éEloPov Oepameio pe imatinib 340 mg/m?muépa, ympic Stokoméc Ady® amovsiog opiov ToEKOTHTAG
doong. H aywyn pe imatinib endyet pia ypiiyopn aviamoKpiorn 6€ veodlayvmcBEvteg TodiaTpikons
acBeveic pe XMA pe CHR og mocooto 78% petd amd 8 efdopdadeg Oepancioc. To vyniod mococstd
CHR ocvvodevetar amd ) dnpovpyio TANPOVS KUTTOPOYEVETIKNG AVTATOKPIONG GE T0G0GTO 65% TOL
glval cuykpicyo pe To amoteAéoHaTo TOL TapaTnpOnKav oe evilikec. EmmpocOeta, pepikn
KUTTOPOYEVETIKT ovTamokpion topatnpndnke oto 16% yio McyR 81%. H mhelovotnta tov aclevaov
GTOVG OTOT0VE EMETEVYON KLTTAPOYEVETIKN AVTOTOKPLOT TNV avETTLEQY PETaED Tov piva 3 kot 10 pe
duapeco ypovo oty avtamokpion katd v Kaplan-Meier ektipynon 5,6 pfivec.

O Evponaikog Opyavionoc Papudkov €yl ddceL amailoyr| amd TV vIoypEMoN VTOPOANG TGV
OTOTEAECUATOV TV LELETAOV LE TO imatinib g OAEC TIG VTOKOTIYOPIES TOL TALOIATPIKOV TANOVGIOD
otV ypovia poeloyevi Aevyarpio (XMA) Oetikr) (Ph+) yo ypopdcoua @rradéresiag (ber-abl)
(BAéme mapdypapo 4.2 Yo TANPOQOPIEG GYETIKA LUE TNV TOUOLOTPIKN YP1oN).

Khavikéc perétec oe Pht OAA

Neoowayvawaobeioa Ph+ OAA

e o eeyyouevn perdétn (ADE10) tov imatinib évavtt ynuetoBepamneiog epddov oe 55 acbeveic pe
veodlayvmabeica voco, nikiag 55 €TV kal Gvm, To imatinib ypnoipomolovevo mg povobepameio
001 YNGCE GE ONUOVTIKA VYNAOTEPO TOGOGTO TATPOVG AUATOAOYIKNG AVTATOKPLIOTG GE OXECT LE TN
ynueobepaneio (96,3% évavtt 50%, p=0,0001). Otav yopnyndnke Bepaneio S1dcmong pe imatinib ce
aoBeveic mov dev eiyov Kapio avTamdkplon 1 elyov HKpN avTomoKplon ot ynpeodepansio, 9
(81,8%) amd Tovg 11 acbeveic méETuyoy TANPN AUATOAOYIKY OVTOTOKPLST. TO CLYKEKPUEVO KMVIKO
OTOTEAEGILO GUGYETIOTNKE UE LEYOADTEPT Leimon TV ber-abl petaypapdv otoug acbeveic mov
£éloPav imatinib og cOykpion pe T0 okEAOC ynuelobepaneiog petd amd 2 efdopndades Oepamneiog
(p=0,02). Olot o1 acbeveig EdaPav imatinib kot ynuetobepaneio otabepomoinong (BA. [Mivaxa 3) petd
T ynpeodepameio epddoL Kot Ta emineda TV ber-abl petaypaemv NTav idio ota 600 GKEAN
Bepancioc otig 8 gfdopdoes. Ommg NTav avouevOUEVO BAGEL TOV GYXESAGHOD TNG LEAETNG, OEV
TopoTnPNONKE S10pOpa GTN SIAPKELD TN VPESNS, TNV EAEVOEPN VOGOL emPicon 1} T GLVOAIKN
emPioon, av kot ot acBeveic pe TANPN LOPLOKT OVTATOKPLOT Kot 01 07toiot e&akoiovbovcay vo Exovv
ELAYIOTN VITOAEWOEVT VOCO giyav KaAOTEPT EKPaoT OGOV aPOPd TOGO TN SIAPKELN TG VPECTG
(p=0,01) 600 ka1 TV eAedBepT vOGOUL emPBimon (p=0,02).

Ta amoteléspota wov TapoatnpROnkay oe Evay TAnbououd 211 acbevav pe veodiayvmobeica Ph+
OAA o¢ 1é50ep1g un eheyyopeveg kKAvikeg pehéteg (AAUO02, ADEO4, AJPO1 kot AUSO1) cupgpwvovv
LLE TOL OOTELECILOTO TTOV TIEPLYPAPTKAY Tapomdvm. To imatinib g cuvdVAGUO pe ynuetobeparneio
€podov (PA. Iivaxa 3) 0d1ynoe o€ TOGOGTO TANPOVS OLUATOAOYIKTS avTamokpiong 93% (147 and
tovg 158 a&lohoynoipong acbevels) kot 6 TOGOGTO LEYIGTNG KLTTOPOYEVETIKNG avTamokpiong 90%
(19 and tovg 21 a&roroynoipovg acbeveic). To T0G00TO TANPOLG LOPLOKTG aVTATOKPLoNS Tav 48%
(49 and tovg 102 a&oroynoyovg acbeveic). H ehevbeprn vocov emBioon (DFS) kou n cuvoiiky
emPioon (OS) otabepd vrepéPnoav 1o 1 £rog ko Tav avdtepeg Tov 1oToptkod eAéyyov (DFS
p<0,001, OS p<0,0001) oe 600 peréreg (AJPOI xor AUSO1).

Mivakag 4 Xnpeo0epamevTiKd cyijHa Tov YPNCLUOTOLELITAL 6€ 6LVOVAGHO pe imatinib

Merétn ADE10

Ogpancio eloaymyng Amnd otépatog, DEX 10 mg/m? nuépeg 1-5, CP

Y10 ET{TELEN VPEONC 200 mg/m? i.v., nuépeg 3, 4, 5, MTX 12 mg
gvooppoylaia, nuépa 1

Enitevén voeong Amno otépatog, DEX 10 mg/m? nuépec 6-7, 13-16,

VCR 1 mgi.v., nuépec 7, 14, IDA 8 mg/m? i.v.
(0,5 h), nuépec 7, 8, 14, 15, CP 500 mg/m?i.v.(1 h)
nuépa 1. Ara-C 60 mg/m? i.v., nuépsg 22-25, 29-32
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®epamnceio otabepomoinong L, 111, V

MTX 500 mg/m?i.v. (24 h), nuépeg 1, 15,
Amd otoparog 6-MP 25 mg/m?, nuépsg 1-20

®¢paneia otabepomoinong 11, IV

Ara-C 75 mg/m?i.v. (1 h), nuépeg 1-5,
VM26 60 mg/m?i.v. (1 h), nuépec 1-5

Meghiétn AAUO2

Ogpancio epodov (de novo Ph+ OAA)

AaovvopovPicivi 30 mg/m? i.v., nuépeg 1-3, 15-16,
VCR 2 mg cvuvolkn d6on i.v., nuépeg 1, 8, 15, 22,
CP 750 mg/m? i.v., nuépec 1, 8, AT 6TOpHaTOC
[pedviiovn 60 mg/m?, nuépeg 1-7, 15-21, Anod
otoparog IDA 9 mg/m? nuépeg 1-28, MTX 15 mg
gvooppoaylaia, nuépee 1, 8, 15,22, Ara-C 40 mg
gvooppoylaia, nuépeg 1, 8, 15, 22,
MefvArmpedvilorovn 40 mg evdoppaytaio, nuépeg 1,
8, 15, 22

Ytabepomoinon (de novo Ph+ OAA)

Ara-C 1,000 mg/m?/12 hi.v.(3 h), nuépsg 1-4,
Muto&ovtpévn 10 mg/m?i.v. nuépeg 3-5, MTX

15 mg evdoppayraio, nuépa 1, MebvinpedviColovn
40 mg evdoppaytaia, nuépa 1

Mgty ADE04

O¢pamneia lGaymYNG
Yo EniTELEN VPESNC

An6 otoparog DEX 10 mg/m?, nuépeg 1-5, CP
200 mg/m?i.v., nuépeg 3-5, MTX 15 mg
gvooppoytaia, nuépa 1

O¢epamneio epddov |

Am6 otoparog DEX 10 mg/m?, nuépeg 1-5, VCR
2 mg i.v, nuépeg 6, 13, 20, AaovvopovPukivn
45 mg/m? i.v., nuépec 6-7, 13-14

Oepameio epddov 11

CP 1 g/m?i.v. (1 h), nuépeg 26, 46, Ara-C 75 mg/m?
i.v. (1 h), nuépeg 28-31, 35-38, 42-45, Ano
otopatoc 6-MP 60 mg/m?, nuépec 26-46

®¢paneia otabepomoinong

Am6 otopatog DEX 10 mg/m?, nuépeg 1-5,
Bwdeoivn 3 mg/m?i.v., nuépa 1; MTX 1,5 g/m? i.v.
(24 ), nuépa 1, Etomosidn 250 mg/m?i.v. (1 h)
nuépeg 4-5, Ara-C 2x 2 g/m?i.v. (3 h, q 12 h), nuépa
5

Megiétn AJPO1

Oepameio epdd0VL

CP 1,2 g/m?i.v. (3 h), nuépa 1, Aaovvopovfikivn
60 mg/m?i.v. (1 h), nuépeg 1-3, Bwkpiotivy

1,3 mg/m?i.v., nuépeg 1, 8, 15, 21, And 6tdHaTOC
Mpsdviioldvn 60 mg/m*muépa

®epamneio otabepomoinong

EvoAloktikd ynuetofepameutind oynpo: vyning
doonc ynueodepaneio pe MTX 1 g/m?i.v. (24 h),
nuépa 1, kar Ara-C 2 g/m?i.v. (q 12 h), nuépeg 2-3,
v 4 KhKAovg

Xvvtpnon

VCR 1,3 g/m?i.v., nuépa 1, TIpedviordovn
60 mg/m? amd ctdpatog, nuépec 1-5

Megiétn AUSO1

Oepamneio eloaywyng-otadepomoinong

Hyper-CVAD oyfuo: CP 300 mg/m?i.v. (3 h,

g 12 h), nuépeg 1-3, Bivkpiotivn 2 mg i.v., nuépeg 4,
11, Ao&opovfikivn 50 mg/m?i.v. (24 h), nuépa 4,
DEX 40 mg/muépa tig nuépeg 1-4 won 11-14,
gvadldoocovtag pe MTX 1 g/m?i.v. (24 h), nuépa 1,
Ara-C 1 g/m?i.v. (2 h, q 12 h), nuépec 2-3
(ovvolkd amd 8 KukAovg)

Xvvtpnon

VCR 2 mg i.v. unviaiog ya 13 piveg. And
otopartog [pedviCorovn 200 mg, 5 nuépeg pnviing
yio 13 pnveg

O)a. to. Oepamevting oynuoto TepAauBdvouy yopnynon otepoeldmv yio TpovAaén Tov KNI,




Ara-C: cytosine arabinoside, CP: xukAopwopapion, DEX: de&apedalovn, MTX: pebotpeédtn, 6-MP: 6-
uepkontomovpivn, VM26: tevimosidn, VCR: Bwvkpiotivn, IDA:18apovPikivn, i.v.: evooeréfia

Hoidrorpixog minBoouog

¥ pekétn 12301, évag cuvoAikog aptBpog 93 TadTpiK®Y, EPNP®V Kol VEAPDY EVAAK®V 0c0EVHY
(amd 1 émg 22 etmv) pe Ph+ OAA €haPe pépog o pia ovolyton oyedoHOY, TOAVKEVTPIKY,
Sradoyk@v opadmv, un toyotomomuévn eacng I doxun, ko Elafov Oepomeio pe imatinib

340 mg/m*muépa oe cuVSLAGUO e vTaTikh yMuelofepomeia petd ) Oepansio epddov. To imatinib
Aoppavotav meplodikd otig opddeg 1-5, pe av&avovoa didpkela kot vopitepr Evapén tov imatinib and
ondoa og opdoa, n opdda 1 Adupave ™ xapunAodTEPN G€ EVTOOT KOL 1) OLAdN 5 TNV LVYNAOTEPT OE
évtaon oyoyn pe imatinib (ueyodvtepn ddpkelo o NUEPES e GLVEYT NUEPN OO S0coA0Yie imatinib
KAt TIC TPOTEG aywyEG ynueobepaneiag). H cvveyn nuepnowa éxbeon oto imatinib vopig katd tov
KOKAO 0y®yNg € cuvovacud pe ynuetobepaneio otovg acbeveic (n=50) g opddog 5 PeArtimoe v
4-gtov emPimon ehevBepn ovpPapdtov (EFS) oe oOykpion pe to 1otopikd ehéyyov (n=120), mov
Adupavay cuvnn ynuetobepaneio ympic imatinib (69,6% évavtt 31,6% avtictorya). H ektiunpuévn
4-g1v OS otovg acbevelg tng opddas S Nrav 83,6% oe obykpion pe 44,8% 610 16TOPIKO EAEYYOV.
Eikoot and tovg mevrvta (40%) tov acBevdv g opddos 5 EAapov HOGYEVLO OLULATOTOUM TIKOV
TPOYOVIKAOV KLTTAPWV.

Mivakog 5 Xnuero0epamenTikd oo IOV YPNCLUOTOLEITUL 6E GVVOVAGNO pe imatinib kotd ™

peiétn 12301
Ytabepomoinon VP-16 (100 mg/m*muépa, IV): nuépeg 1-5
opada 1 Ipwoeapidn (1.8 g/m*muépa, IV): nuépec 1-5
(3 epdouddec) MESNA (360 mg/m%3dom q3h, x 8 d6ceigmuépa, IV): nuépeg 1-5

G-CSF (5 pg/kg, SC): nuépeg 6-15 7 péypt ANC > 1500 petd vadip
IT pebotpedrn (mpocappoyn pe Paon tnv niwucia): nuepa IMONO
Tpurhn IT Bepaneia (mpocapuroyn ue Bdon v nhkia): nuépsg 8, 15

YtaBepomoinon MebBotpe&dn (5 g/m? yia 24 dpeg, IV): nuépa 1
opada 2 AsgvkoPopivn (75 mg/m? xotd v dpa 36, 1V; 15 mg/m? IV 1 PO q6h x
(3 eBdopddec) 6 dooelg)iii: nuépeg 2 Ko 3

Tputhn IT Bepaneia (tpocappoyn pe Pdon v niwio): nuépeg 8, 15
ARA-C (3 g/m?/86om q12h x 4, IV): nuépeg 2 ko 3
G-CSF (5 pg/kg, SC): nuépec 4-13 7 puéypt ANC > 1500 petd vodip

Enavépodoc opdda 1 VCR (1.5 mg/m?muépa, IV): nuépeg 1, 8, xat 15

(3 efdopddeq) DAUN (45 mg/m*muépo. bolus, TV): nuépeg 1 xar 2

CPM (250 mg/m?%/36om q12h x 4 d6ceic, IV): nuépeg 3 kou 4

PEG-ASP (2500 IUnits/m?, IM): nuépa 4

G-CSF (5 pg/kg, SC): nuépeg 5-14 i péypt ANC > 1500 petd vadip
Tpuwdn IT Oepomeia (Tpocappoyn pe faon v niio): nuépeg 1 kan 15
DEX (6 mg/m*nmuépa, PO): nuépec 1-7 xan 15-21

Evtatikomoinon MebBotpe&dtn (5 g/m? yia 24 dpeg, IV): nuépec 1 ko 15
oudda 1 Agvkopopivn (75 mg/m? xotd Ty dpa 36, 1V; 15 mg/m? IV 1 PO q6h x
(9 eBdopddec) 6 dooeig)iii: nuépeg 2, 3, 16, xan 17

Tputd IT Bepomeia (Tpocappoyn pe Baon v nikia): nuépeg 1 ko 22
VP-16 (100 mg/m*muépa IV): nuépeg 22-26

CPM (300 mg/m?muépa, IV): nuépeg 22-26

MESNA (150 mg/m*muépa, IV): nuépeg 22-26

G-CSF (5 pg/kg, SC): nuépeg 27-36 1 uéypt ANC > 1500 petd vadip
ARA-C (3 g/m?, q12h, IV): nuépsg 43, 44

L-ASP (6000 IUnits/m?, IM): nuépa. 44
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Emavépodog opdda 2
(3 eBdopddec)

VCR (1.5 mg/m*muépa, IV): nuépeg 1, 8 ko 15

DAUN (45 mg/m?muépa bolus, IV): nuépecl ko 2

CPM (250 mg/m?/36om q12h x 4 d6ceic, iv): nuépeg 3 kat 4

PEG-ASP (2500 IUnits/m?, IM): nuépa 4

G-CSF (5 pg/kg, SC): nuépeg 5-14 i péypt ANC > 1500 petd vadip
Tputhn IT Bepaneia (mpocappoyn pe Pdon v niwia): nuépeg 1 kar 15
DEX (6 mg/m*’muépa, PO): nuépeg 1-7 xon 15-21

Evtatwomoinon
opada 2
(9 epdouddec)

MeBotpeEdtn (5 g/m? yia 24 dpeg, IV): nuépec 1 ko 15

AgvkoBopivn (75 mg/m? katd v dpa 36, IV; 15 mg/m? IV 1 PO q6h x
6 66c¢e1g)iii: nuépeg 2, 3, 16, ko 17

Tpuwdn IT Oepomeio (Tpocapuoyn pe Paon v nikio): nuépeg 1 kot 22
VP-16 (100 mg/m*muépa IV): nuépeg 22-26

CPM (300 mg/m?muépa, IV): nuépec 22-26

MESNA (150 mg/m*muépa, IV): nuépec 22-26

G-CSF (5 pg/kg, SC): nuépeg 27-36 N uéypt ANC > 1500 petd vadip
ARA-C (3 g/m?, q12h, IV): nuépec 43, 44

L-ASP (6000 IUnits/m?, IM): nuépa. 44

Xuvtipnon
(orchot 8-eBdopddwmvy)
Kbkhot 1-4

MTX (5 g/m? yua 24 dpec, TV): nuépeg 1

AgvkoBopivn (75 mg/m? katd v dpa 36, IV; 15 mg/m? IV 1 PO q6h x
6 6d6c¢e1g)iii: nuépeg 2 Kou 3

Tpwdn IT Oepomeio (mpocapuoyn pe Paon v nikia): nuépeg 1, 29
VCR (1.5 mg/m?, IV): nuépeg 1, 29

DEX (6 mg/m?muépa PO): nuépeg 1-5; 29-33

6-MP (75 mg/m?muépa, PO): nuépeg 8-28

MebBotpeEdtn (20 mg/m?/epdopdda, PO): nuépeg 8, 15, 22

VP-16 (100 mg/m?, IV): nuépeg 29-33

CPM (300 mg/m?, IV): nuépec 29-33

MESNA IV nuépeg 29-33

G-CSF (5 pg/kg, SC): nuépeg 34-43

Xvvtpnon
(k0K ot 8-gBOopadmV)
Koxhor 5

Kpoviaxn axtivopoinon (Block 5 only)

12 Gy o¢ 8 pépn yuo 0Aovg Tovg asbeveic mov NTaV KATA TN S1dyvmon)
CNS1 kot CNS2

18 Gy og 10 pépn yro olovg Tovg acbeveic mov Nrav katd T dbyvwon
CNS3

VCR (1.5 mg/m*muépa, IV): nuépec 1, 29

DEX (6 mg/m?muépa, PO): nuépeg 1-5; 29-33

6-MP (75 mg/m?’mpépa, PO): nuépeg 11-56 (Iopaxpdtnon 6-MP katd tig
nuépeg 6-10 g kpaviakng axtifornong mov Eekvd Ty nuépa. 1 Tov
Korhov 5. Evapén 6-MP katd v 1" nuépa petd v oAokAnpmon g
KPOVIOKNG 0KTIVOBOANONG).

MebBotpetdn (20 mg/m?/efdoudda, PO): nuépec 8, 15, 22, 29, 36, 43, 50

Xuvtipnon
(orchot 8-gBdopddwmy)
Kvxhot 6-12

VCR (1.5 mg/m*muépa, IV): nuépec 1, 29

DEX (6 mg/m?muépa, PO): nuépeg 1-5; 29-33

6-MP (75 mg/m?’mpépa, PO): nuépeg 1-56

MebBotpe&dn (20 mg/m?/epdopdda, PO): nuépeg 1, 8, 15, 22, 29, 36, 43,
50

G-CSF = nopdyovtag di€yepong anotkinv Kokklokvttdpmv, VP-16 = gtonocion, MTX =
pebotpegarn, IV = evdoprépia, SC = vrodopia, IT = evdopayiaia, PO = and otoépatog, IM =
gvoopikd, ARA-C = kutapafivn, CPM = kukhopmceauidn, VCR = fvkpiotivn, DEX =
deapebalovn, DAUN = daovvopovumikivn, 6-MP: 6-uepkontomovpivn, E. Coli L-ASP = L-
aonapaywvdor, DEX = 6e&apebalovn, PEG-ASP = PEG-acnapaywdon, MESN = 2-ugpkantoatfavo
GOVAPOVIKO VATPLO, 111 =N uéypt to eminedo MTX givar < 0,1 uM, q6h = kdbe 6 wpeg, Gy = Gray

H perétn AITO7 tav pio TOAVKEVTPIKT, OVOLYTOV GYESIAGLOV, TUXAOTTOMIEVT, @dong I/ pedétn
otV onoia cuppetelyav 128 acBeveic (1 £wg < 18 etwv) mov éAafav imatinib 6e cuVOLAGHO LE
mueoBepoamneio. Ta dedopéva ac@areiog amd avt TV LEAETN QaiveTol va ilval GOUE®VA LLE TO
Tpoeil aopolieiog Tov imatinib otovg acOveig ue Pht+ OAA.
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Yrotpomialovoo/ovBextiky Ph+ OAA

Orav 1o imatinib ypnoonomdnke wc povobepaneio oe acbeveig e vrotpomidlovso/avhektiky Ph+
OAA, odynoe 53 a&loloynoiol g TPog TV avTamoKplor acbeveig and toug 411 oe T0G0GTO
apoToroykng avtamokpiong 30% (9% mAnpng) kot ToGoGTO HEYIOTNG KLTTAPOYEVETIKNG
avtonokpong 23%. (Enuewdveral 01t omd Toug 411 acbeveis, o1 353 éhafav Bepaneia ota TAaico
€VOG TPOYPAUHOTOG EKTETAUEVNC TPOSPaong yopic cuAAoYN dedopévav apykng avtamokpione.) O
SAUESOG YPOVOG £MG TNV €EEMEN TNG VOOOL 6TO GLVOAKS TANOLGUO TV 411 acbevov pe
vrotpormidlovca/aviextiky Ph+ OAA xopouvotay and 2,6 £og 3,1 pnvec kat 1 016esT CLVOAKN
emBimon otovg 401 a&oroyrolpovg acbeveic kKopovotav ond 4,9 g 9 uiveg. Ta dedouéva frav
mTopopola 0tav eravasloloynonkay yio va copmeptinedoidv povo ekeivot ot acbeveig niwciog 55 etdv
KoL LEYaADTEPOL.

Khavikéc peléteg e MDS/MPD

H epmepio pe imatinib 6'avth v £vdeidn eivon ToAd meproptopévn kot Baciletol oTa opaToAOYIKE
KOl KOTTOPOYEVETIKA TOGOGTA avTOTOKPIONG. AV VILAPYOLV EAEYYOLEVEC LEAETES TTOV VO
KATOSEIKVDOLY KAVIKO OpeA0C 1| avénpévn emifimon. Mo avorytod oyedlacod, TOAVKEVTIPIKTY,
oaong I Khwvikn perétn (uedétn B2225) dieénybn erléyyovtog o imatinib o€ diapopetikode

TANOLG OV acBEVOY TOV EmacyaV Ao ATEANTIKES Yo T {on vOooue oyeTilopeveg pe Abl, kit
PDGFR ¢ mpmteivng Kivdiong g tupoocivng. Avtn 1 pedétn cvunepiérofe 7 acBeveig pe
MDS/MPD mov élafoav ayoyn pe imatinib 400 mg nuepnoing. Tpeig acbeveic mapovsiocay TAnpn
awpororoykn avrandkpion (CHR) kot évag acbeviig mapovcioce LepKT OLLOTOAOYIKT| AVTATOKPION
(PHR). Tn xpovikn oTiyun g apyiking ovaivong, TpELS omd Toug TE6GEPIG A0OEVEIC e aviyVeDoIUN
PDGFR yovidwaxég avadiatdéelc avéntvéay apatoroykr oviondkpion (2 CHR kot 1 PHR). H niwia
avTOV TV aodevav kopdavinke amd 20 £ng 72 €.

‘Eva untpdo maparxorovdnong (perétn L2401) denyon yio va cuAAEEEL dedopéva Yo TN
LOKPOTPODEGUN AGPAAELN KO OTOTELECUATIKOTITO G 0.0OEVELG TOV TAGYOVV OO
poerovmepriactikd veomhdouata e PDGFR- B avadidtaén kot o1 omoiot vwoPAnonkav oe Bepaneia
ue imatinib. Ot 23 acBeveic mov coppeteiyov o€ avtd 10 PNTpm®o Elafav imatinib o po péon
nuepnota d6om tv 264 mg (gvpog: 100 £mg 400 mg) pe péon didpketa 7,2 £t (evpog amd 0,1 £mg
12,7 étn). Adym® TG eHoNG AVTOL TOL PNTPAOOV, T SEGOUEVO ALULATOAOYIKNG, KUTTAPOYEVETIKNG KOl
poptakng aloAdynong Nrav dwbéotpa yia 22, 9 kot 17 and toug 23 eyyeypappévoug aobeveic,
avtioctoya. YmoBétovtag cuvtnpntikd 0Tt ot acBeveic pe eldheutn dedopéva dev avtamokpiOnkav, n
CHR moapotnpndnke o 20/23 (87%) aobeveig, n CCyR og 9/23 (39,1%) acBeveig ka1 MR og 11/23
(47,8%) acbeveig, avtictoya. Otav to T0600Td avTandkpiong vroAoyiletor and acOeveis pe
ToLAGYIoTOV ia £yKupn a&loAdynon, to T06ootd aviamokpiong ywo T CHR, CCyR kot MR ftav
20/22 (90,9%), 9/9 (100%) won 11/17 (64,7%), avtictoryo.

EmunpocOeta emmiéov 24 acbeveig pe MDS/MPD avagépbnioav o€ 13 avagopéc. 21 acBeveic EhaPav
imatinib 400 mg nuepnoing evd ot GArot 3 acbeveic Elafav yapniotepeg 60celc. Te Evieka, aobeveig
mov aviyyvevnkav PDGFR yovidiaxég avadiatdéelc, otovg 9 enetevydn CHR kot o évav PHR. H
NAkia avtdv TV acdevav Kopudvinke and 2 £og 79 et@v. Ze o tpdspatr dnpocicvon
avaBeopnuéveg mAnpoeopieg amd 6 and toug 11 acbevelg anekdAlvye 6TL 6A01 01 0oBeveic Tapépevay
G€ KLTTOPOYEVETIKN Vet (€0pog 32-38 punveg). H ida dnpocievon avépepe pokpoypovia dedopéva
napokorlovOnong and 12 acBeveig ue MDS/MPD pe PDGFR yovidwokéc avadiatatels (5 acbeveig and
T peAérn B2225). Avtol o acBeveic élafav imatinib yia 61dpeco ypovikd diaotnpa 47 unvov (e0pog
24 nuépeg — 60 pnveg).

e 6 and avtovg Tovg aobeveic N TapakoiovOnor vepPaivel TAéov Ta 4 €. Xe 11 acBeveig
emetevyOn ypryopn CHR, éka glyav mAnpn eniivon TV KUTTOPOYEVETIKMV OVOUOAMY Kot peioon 1
€EAPAVION TOV HETAYPOUPDOV CUVTINENG CUUP®VO [LE TOGOTIKH 0VAALGT HECH OAVGIOMTNG AVTIOPAOTG
moAvpepdong o€ mpaypotikd xpovo (RT-PCR). Ot aptotoAoyikég Kot KUTTOUPOYEVETIKES
avtomoKpioelg mapépevay otafepés yo 14 ueco ¥povikd ddotnua 49 unvov (ebpog 19-60) ko

47 umvov (gvpog 16-59), avtictoryo. H cuvoikn emPiwon etvar 65 puiveg amd ) ddyvawon (e0pog
25-234). H yopfiynon tov imatinib og acbeveig ympig yevetikn petdroln yevika éxel amotéAecpa ™
un Pertioon.
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Agv vtapyovv eleyyopeves peréteg o madlatpikovg acbeveic pe MDS/MPD. Ze 4 dnpocievoelg
avapépOnkav évte (5) acbeveig ue MDS/MPD oyetilopeveg pe PDGFR yovidiakég avadtataéelg. Ot
aocBeveic avtol NTav NAKiog omd 3 unvav émg 4 eTMV KoL TOLG yopnyeito imatininb ce 6ocoAoyia

50 mg nuepnoing 1 Socoloyiec amd 92,5 o 340 mg/m? nuepnoing. e GLovg Tovg 0oheveic sixe
emtevy el TANPNG UUATOAOYIKY] OVTUTOKPIGT), KUTAPPOYEVETIKY OVTATOKPLOT KOUT KAIVIKY
OVTOmOKPLOT).

Khvikég pedéteg o HES/CEL

Mo avotytod oyedlocol, ToAVKEVTPIKN, eaong I KAk pedétn (uelétn B2225) de&nyon
gAéyyovtog To imatinib 6€ d10.popPeTIKONS TANOVGUOVG GOEVDY TOV £TAGYOV OO OTEIMNTIKEG Y10 TN
Con vooovg oyetilopeveg pe Abl, kit PDGFR g mpwteivng kivdong g tupocivng. Z'ovthiyv v
peAérn, 14 acBeveic pe HES/CEL éhafav aywyn pe 100 mg éwg 1.000 mg imatinib nuepnocing.
Emumiéov 162 acBeveig pe HES/CEL mov avoeéptnkay oe 35 SNUOCIELUEVEG AVAPOPES KOl CELPEG
TEPIOTOTIKOV EAafov imatinib og 66c€1g amd 75 mg g 800 mg nuepnoing. Kuttapoyeverikéc
avopaiieg agtoloynnkav og 117 amd to cuvorikd TAnBuopd twv 176 acbevav. Xtovg 61 am'avtoig
toug 117 acBeveic FIP1L1-PDGFRo cvvinén ¢ kwvdong avayvepicdnke. Eminpocteta técoepig
HES acbeveic avevpébnoav va eivar FIP1L1-PDGFRa -Ogtikoi o dlheg 3 OnUocievpéveg avapopés.
O)ot 01 65 FIP1L1-PDGFRa -Ogtikoi 6t ovvinén g kivaong enétuyav pe. CHR otabepn yio piveg
(ebpog amd 1+ €wg 44+ unveg eLOIGOMTOTONLEVO TN ¥POVIKT GTLYUN TNG avapopdc). Ommg
avaeéptnke o pia Tpdseatn dnpocicvon 21 and avtovg tovg 65 acbeveic emiong eméTvyay TANPN
LOPLOKT DOEOT UE O1AUETO YPOVO TapakolovOnong 28 univeg (evpog 13-67 pnveg). H niio avtov
TV acBevov kopdvinke amd 25 g 72 étn. Emnpocherta, fEATIOOEIC 6T CUUTTOUATOAOYIO KO GE
GAAEG OPYOVIKEG VO UAAEC SuoAELTOVPYIOG VAPEPON KOV OO TOVG EPEVVNTEG OTIS OVOAPOPES
TEPIOTOTIKOV. BeATidoelc avapépnkay 610 Kopdlakod, VELPIKO, dEPLOTOC/ VTOd0Pion 16TOV,
avamVELSTIKO/OPaKIKO/LEGOOMPAKIO, HVOCKELETIKO/GUVIETIKOD 1GTOV/AYYELNKO KOl YOOTPEVTEPIKO
GLOTNLOTOG OPYOVO.

Agv vapyovv eleyyopeveg peréteg oe mandiatpukovg acteveic pe HES/CEL. Ze 3 dnpocievoelg
avapépnkav tpeic (3) acbevelg pe HES a1 CEL oyetilopeveg pe PDGFR yovidiakég avadiotaéerc.
Ot aoBeveic avtol rav nAkiog and 2 €wg 16 etdv Kot Tovg yopnyeito imatininb ce docoroyia

300 mg/m? nuepnoing 1 Socoloyieg amd 200 £mg 400 mg nuepnoing. Te 6Aovg Tovg achevei siye
emtevy el TANPNG ULLATOAOYIKY| OVTOTOKPIGT), TATPNG KVTAPPOYEVETIKT AVTATOKPLIOT KOUT TANPNG
LLOPLOKY] OVTATOKPLON.

Khvucég peréteg o aveyyeipnto kavn petactotikd GIST

Muo @dong 11, ovorytod oyedacIoD, TUXOLOTOUNIEVT, U1 EAEYYOUEVT], TOAVKEVTPIKT LEAETN O1e&nyOn
o€ acbevelg pe aveyyeipnto N petactatikd Kakdnbec yaotpeviepikd otpmpotikd oyko (GIST).

Y’ avtnv ) puerém 147 acBeveic elonynoav kot toyatomomOnkay yio vo, Adfovv eite 400 mg 1 600
mg pia @opa NUePNoie amd Tov 6TONATOC Yio dtdotnua £g 36 univec. Avtoi ol acBeveic giyav gdpog
NAwciog amd 18 £wg 83 £t kan glyav po taboroyikn didyvoeon kokondoug kit-Oetikod GIST mov ftav
aVEYYEIPNTO KOUN HETAOTATIKO. AVocoioToyn ik e&étaor die&nyon ndvta pe avticopa Kit (A-4502,
TOAVKA®VIKOG avTioppdg kovikiov, 1:100, DAKO Corporation, Carpinteria, CA) cOppova e
avdAivon pe pa péBodo cupmdorkov, afidivig-Protivig-umepolelddong, Hetd v avadeién Tov
ovTyovou.

H mpotapyikn évoeién amoteAeoHOTIKOTNTAG PUGICTNKE GTO AVIIKEWEVIKA TOGOGTA ovTomokpiong. Ot
OYKOL £TPETE VO EIVOIL LETPTGIUOL GE 10, TOVAGYIGTOV TEPIOYN TNG VOGO KOl O YOPUKTNPIGUOC TNG
avtonokpiong PacicOnke ota kprrnpla g Notwodvtikig Oykoroyikng Ouddag (SWOG). Ta
oamoteAéopato mapEyovtal otov Iivaka 6.
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IMivakag 6 Kahvtepn avromokpion tov 6ykov ot perétn STIB2222 (GIST)

Olec o1 dooeig (n=147)
400 mg (n=73)
600 mg (n=74)

Kaolbtepn avtamdkpion n (%)
ITnpng avtamdkpion 1(0,7)
Mepikn aviomokpion 98 (66,7)
Ztabepomoinuévn vooog 23 (15,6)
E&ehocduevn vooog 18 (12,2)
Mn a&loloynoun 5(3,4)
Ayvoot 2(1,4)

Agv vmnp&av S10popEc 6TA TOCOGTH AVTOTOKPIONG UETAED TV dV0 B0GOA0YIKOV opddwy. ‘Evag
ONUOAVTIKOG apOpog aclevav o€ oTadepomotnuévn vooo TN ¥POVIKN OTLYUR TNG EVOLAUESTG AVAAVOTG
EMETVYOV UEPTKT] OVTOTOKPIOT LE UeYOADTEPNC dtpkelag Oeparmeio (Siipeon mopakorovdnon 31
univeg). O duapecog xpovog avtamokpiong tav 13 gfdouddec (95% CI 12-23). O didpecsog xpovog
uéypt TV omotuyio tng Bepaneiog otovg avtamokpivopuevoug fray 122 gfdopddes (95% CI 106-147),
EVMO 6TOV GUVOAIKO TANBVGUO TG peAétng tav 84 efdouddeg (95% CI 71-109). H didueon tiun g
oLVOMKTG emiPimong dev emetedyOn. H extiunon kotd Kaplan-Meier yuo v eniioon petd ond 36
unveg mapaxorlovnong nrav 68%.

e dvo Khvikég peréteg (Lelétn B2222 ko pehétn evordpeong opdadog S0033) n nuepnoia 6061 Tov
imatinib kKApokoOnke ota 800 mg oe acheveic mov mapovsiolav eTOEVOOT OTIG XOUNAOTEPES
nuepnoteg 60celg Twv 400 mg M twv 600 mg. H nuepnoia 66om khpokmdnie ota 800 mg nuepnoing
o€ ¢va oOvoro 103 acBevav, oe 6 acBeveic emetevydn pepkn aviandkpion kot og 21 otabepomoinon
NG VOGOV TOLG HETA TN KAMUAK®OOT] TG 00GOA0YIOG Y10l £vOL GUVOALKO KAVIKO 6pelog Tov 26%. AT
ta Swbéoa dedopéva acedielag, 1 KMpdkoon g 86ong ota 800 mg nuepnocing oe acbeveic mov
napovoialov emdeivoon o yapniotepeg d6oels tov 400 mg 1) 600 mg dev paivetar va ennpéace 10
TPOPIA aceaieiog Tov imatinib.

KAlwvicéc nerétec og emkovpikd GIST

2NV EMKOVPIKT| KATAGTACT], TO imatinib diepevviOnke og Lo TOAVKEVTPIKT, SITAN-TVQEAT, LOKPAG
dlapkelog, eEreyyOrevn Le elkoviko eapuako peaétn edaong I (Z9001) mov meprehdpuPove 773
aoBeveic. O nhikieg Tov acBevdv avtov Kopaivovtay amd 18 émg 91 etmv. Xvunepthnedncav
aoBeveic pe 1oToroYIKY d1dyvoon mpwtevovtoc GIST exppalovtag npmteivn Kit pe
0vVOGOTPOGOOPIo O Kol HEYeBog OyKov >3 cm g PéYoTn SIoTOOT, LE TAT|P EKTOLLT TOV
npwtevovtog GIST evtog 14-70 npépeg mpo ¢ eyypaens. Metd v extopun tov mpwtevovtog GIST,
o1 aoBeveig TuyatomomOnkay o€ évo amd ta 600 okéAN: imatinib ota 400 mg/muépa 1 EIKOVIKO
@apuoKo Yo Eva ypdvo.

To mpotapyikd KatoAnkTiko onpeio e peAétng Nrov 1 emPioon erevBepn vrotponng (RFS),
omoia kabopiletor cav o ypdvog amd TNV HEPO TNE TUXALOTOINGCTG EMG TNV NUEPO TNE VITOTPOTNG 1| TOL
BavdTov 0o 0mo1dNTOTE QUTiaL.

To imatinib avénoe onuovtikd v RES, pe 75% tov acbevov va Bpickovral ehevbepot vtotponig
6T0VG 38 pnveg otnv opdda tov imatinib évavtt 20 unvov oty opdda Tov EIKOVIKOD OpUAKoD
(95%Cls, [30 — un-mpocdiopioyor]; [14- un-npocdiopicipot] avrictorya); (10606Td KIvddvoy =
0,398[0,259-0,610], p<0,0001). Xtov éva ypdvo 1 cuvoiiky RES ftov onuavtikd kaAdtepn yio to
imatinib (97,7%) évovtt Tov gikovikoy @apuakov (82,3%), (p<0,00001). O kivévvog vrotponhg NTov
EMOUEVMG UEWWILEVOS KT Tepimov 89% o oyEom e To eKOVIKO PAPHaKO (TocooTd Kivdvvov = 0,113
[0,049-0,264]).

O «ivdvvog vrotpomng og aobeveig HeETA amod gyyeipnon Tov tpwtevovtog toug GIST a&oroyndnke
avadPOIKE, LE BACT) TOVG AKOAOVOOVS TPOYVAOCTIKOVG TOPAYOVTEG: LEYEDOG GYKOV, ITMTIKOG
delktng, tomoBesio dykov. Agdopéva yuo Tov ToTikd dgikTn vanpyov dtbécipa yio 556 and toug
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713 tov TANBvopov pe mpdBeon Yo Bepaneia (ITT). Ta amoteréopata TG AvAAVONG TNG VITOOUAIUC
pe Baon v ta&vounon kvdvvov and to United States National Institites of Health (NIH) ko to
Armed Forces Institute of Pathology (AFIP) gaivovtat otov ITivaxa 7. Kavéva 6pglog dev

TOPOVGIAGTNKE GTIC OUASES YOUNAOD KOl TTOAD YOUNA0D KIvOOUVOL. Agv TapatnpiOnKe KavEVa, YEVIKO

0pelog emProomng.
ivaxag 7 Hepiinyn g avédrivong RFS g perétng 29001 amod Tig ToEIVORGELS KIVOUVOU
NIH ko AFIP
Kpvmipwo| Enineda % TOV | Ap. TEPIGTUTIKAOV/ YovoMKOg BaOpog RFS (%)
Kwéovou| Kivovvov | acOevav Ap. aclevav PaOpég 12 mveg 24 pnfveg
imatinib évavtu KLvoOvou imatinib imatinib
EIKOVIKOV (95%CI)* évavty Evavti
PoppaKov EIKOVIKOV EIKOVIKOD
O QUPRIKOV
NIH Xopnho 29,5 0/86 évavtt 2/90 AY. 100 évavt 98,7| 100 évavt
95,5
Métplo 25,7 4/75 évavt 6/78 0,59 (0,17, 2,10) |100 évavti 94,8| 97,8 évavti
89,5
Yynio 448 21/140 évavti 51/127 | 0,29 (0,18, 0,49) 94,8 évavti 80,7 évavtt
64,0 46,6
AFIP | TToAd yapuniod 20,7 0/52 évavt 2/63 AY. 100 évavti 98,1 100 évavtt
93,0
Xopniéd 25,0 2/70 évavt 0/69 AY. 100 évavti 100 | 97,8 évavtt
100
Métplo 24,6 2/70 évavt 11/67 0,16 (0,03, 0,70) | 97,9 évavt 97,9 évavti
90,8 73,3
Yynid 29,7 16/84 évavt1 39/81 | 0,27 (0,15, 0,48) | 98,7 évavtt 79,9 évavti
56,1 41,5

* TIepiodoc mAfpovg Tapakorovdnong; AY — Agv vroloyiletan

Muo, devtepn KAWIKY pedétn eaong I, avolytov oyediacuov, tolvkevipikn (SSG XVIII/AIO)

ovykpwve Vv Oepamneio pe 400 mg/muépa imatinib yio 12 urveg évavti tng Oepameiag yio 36 unvec oe
aocBeveic petd amod yewpovpykn ektopn pe GIST kot éva amd ta akdiovba: diaueTpog Oykov > 5 cm
Ko toTikog dgiktng > 5/50 media vynAng woyvog (HPF); 1 diapetpog 6ykov > 10 cm kot
0TO10GONTOTE UITOTIKOG SEIKTNG 1 OYKOG 0TO10VINTOTE PeYEOoLg pe ptotikod deiktn > 10/50 HPF 1
OYKOG GTNV TEPITOVAIKT KOIAOTNTA. ZUVOAIKA cuvaivesay 397 acbeveig o1 omoiot Tuyotomomonkay
oV perétn (199 acbeveig oto okélog TV 12 pnvav kot 198 acbeveic 610 okélog TV 36 unvaov, pe
péon niakio 61 €t (evpog amod 22 péxpt 84 ). O ddpecog ypovog mapakorovdnong frav 54 uiveg
(amd v nuepounvio TuyoOTOINGNG HEXPL TO ONUELD TEPHATIGHOD), LE GOVOAO 83 Unvav avauecso
GTOV TTPAOTO 0.60gVT TOL TVYOLOTOMONKE KOl TNV NUEPOUNVID TEPHOTIGHOD.

To TpwTapyIKd KOTOANKTIKO onpeio tng LeAéng nTav n emiPioon erevbepn vrotponnig (RFS), n
omoia kafopileTar cav o ypdvog amd TNV HEPQ TNG TLYALOTOINOTG MG TNV NUEPA TNG VITOTPOTNG 1| TOL
BavdTov amd omoldNTOTE QUTioL.

Tpuavta-£E1 (36) pveg Bepameiog pe imatinib avénoov onpovikd v RES og oxéon pe Bepaneio 12
unvov pe imatinib (pe cuvolikn oyéon kvdvvov (HR) = 0,45 [0,32, 0,65], p<0,0001) (ITivaxog 8,
Ewoéva 1).

EmnpocOeta, Oepancio 36 unvov pe imatinib wopdteve onuovTikd v cuvoAlkn emiPimon (OS) oe
oyéon ue Oepaneio 12 unvov pe imatinib (HR = 0,45 [0,22, 0,89], p=0,0187) (ITivaxog 8, Ewova 2).

H peyolvtepn didpkeia g Bepaneiag (> 36 unveg) pumopel va kabvotepnoet Ty Evapén g
TEPULTEP® VTTOTPOTNG, MGTOCO O AVTIIKTLTOG AVTOV TOV EVPNHATOG GTIV GUVOAIKY| eMIPimon

TOPAUEVEL AYVOGTOG,
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O cVVoAIKOC 0p1BLog Bavatwv NTav 25 yuo 1o okéAog NG Bepameiog 12 unvav kot 12 yio 1o okéAog
g Oepamneiog Twv 36 unvov.

H Ogpomeio pe imatinib 36 pnvav vrepeiye amod tn Oepaneia 12 unvav katd v avaivon [TT, dnA.
SLUTEPTLOUPAVOUEVOL OAOKAT POV TOV TANOVGHOV TNG LEAETNC. X Lo OYEOIOGUEVT] aviAVoT
vIoopadog pe Paomn tov Tomo petariraéng, n HR ¢ RFS katd ) Oepaneia 36 unvov otovg acbeveic
ue petoAraéelg oto e€6vio 11 rav 0,35 [95% CI: 0,22, 0,56]. Agv umopoiv va, die&oybovv
CLUTEPACHOTA Y10, GALEG AYOTEPO GUYVES VTTOOUAOEG LETAALOENG AOY® TOV LKPOL POV TV
cupupapdtov Tov Tapatnpnonkay.

Mivokag 8 12-pnvn ko 36-pnvn Oepancio pe imatinib (Megiétn SSGXVIII/AIO)

Ykéhog 12-punvng Bepaneiog  Xkéhog 36-unvng Oepansiog

RFS %(ClI) %(Cl)
12 pnveg 93,7 (89,2-96,4) 95,9 (91,9-97,9)
24 pnveg 75,4 (68,6-81,0) 90,7 (85,6-94,0)
36 uveg 60,1 (52,5-66,9) 86,6 (80,8-90,8)
48 pnveg 52,3 (44,0-59,8) 78,3 (70,8-84,1)
60 prveg 47,9 (39,0-56,3) 65,6 (56,1-73,4)
Empioon
36 unveg 94,0 (89,5-96,7) 96,3 (92,4-98,2)
48 pveg 87,9 (81,1-92,3) 95,6 (91,2-97,8)
60 uveg 81,7 (73,0-87,8) 92,0 (85,3-95,7)
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Ewéva 1 Ynohoyiwopoi Kaplan-Meier yio TpoTopyiké KataAnkTiko cnueio empimong

glevBepng vroTpomg

—
QO =~ ww O o
o o o o o

P <0,0001
Zyéon xwvdvvov 0,46

[TBavotrabsolute;margin-left: 7vmotponng
o
o

407 (95% Cl, 0,32-0,65)
30 Ap Iep Aoy
—_— (1) Imatinib 12 MH: 199 84 115
Cl I (2) Imatinib 36 MH: 198 50 148
101 | | | Aoyokpipéveg
0" TOPATPOELS
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Xpdvog emBiwong oe pveg
Xe kivdvvo : Ileplotatika
(@) 199:0 182:8 177:12  163:25 137:46 105:65 88:72 61:77 49:81 36:83 27:84 14:84 10:84 2:84 0:84
2 198:0 189:5 184:8 181:11  173:18  152:22  133:25 102:29 82:35 54:46 39:47 21:49 850  0:50
Ewéva 2 Ynohoyiwopoi Kaplan-Meier yio. cvvoiiki) empioon (mAnOvopoc ITT)
11 F H-H b
WO By 4 4 mI-H AW
J 1
90 “H -EH4-+4H
£ 80
3
= 701
B
> 807 P =0,019
T 50 Tyéom kwdvvov 0,45
E 40 (95% Cl, 0,22-0,89)
B Ap Iep Aoy
i:i 301 —_ (1) Imatinib 12 MH: 199 25 174
\§ 20 (2) Imatinib 36 MH: 198 12 186
g ||| Aoyokpuéve
= 109 TOPATNPNCELS
O-
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Xpdvog emBioong og uMveg
Xe kivovvo : Tleplotatid
(@) 199:0 190:2 188:2 183:6 176:8 156:10 140:11  105:14 87:18 64:22 46:23 27:25 20:25 2:25 0:25
2 198:0 196:0 192:.0 187:4 1845 164:7 152:7 119:8 100:8 76:10 56:11 31:11 1312 0:12

Agv vtapyovv gleyyopeves peréteg oe madlatpikovg acbeveic pe GIST Oetikod og c-Kit. Xe 7

dnpocievoelg avapépOnkav dexoentd (17) acOeveig ue GIST (ue 1 yopig Kit kor PDGFR

petaArdéerg). Ot acBeveig avtol frav nhkiog amd 8 Emg 18 etV kot Tovg Yopnyeito imatininb og
EMKOVPIKT| KOl LETOOTOTIKN KATAGTOOT o€ docoroyies amd 300 éwg 800 mg nuepnoimg. I'a v
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TAELOVOTNTA TOV TodLOTPIK®Y acbevdv mov ékavay Bepaneia yioo GIST dev vdpyovv ctoryeio Tov va
emBePardvovv c-Kit 1 PDGFR petadldelg mov mibovo vao 0dnynoay o avAUEIKTO KAVIKA
omoteAéouara.

KhMvucég perétec oe DFSP

Muo, khvikr] pedétn edong 11, avolytod oyediaouov, moivkevtpikn (peiétn B2225) de&nqybn
neprropfavovrog 12 acBeveic pe DFSP mov vrofAndnkoav ce Oepaneio pe imatinib 800 mg
nuepnoiong. H niwia twv DFSP acBevav kopaivovtay and 23 émg 75 €. To DFSP ftav
LETOOTOTIKG, TOTIKA VIOTPOTLALOV LETA TNV OPYIKY| YEPOVPYIKN EKTOUN Kot OempnOnke dt1 mepontépm
YEPOLPYIKN ekTOpN dev Oa emépepe Pedticoon katd To ypdvo eloaywmyng otn perétn. H kbpla évoeién
OTOTEAECUATIKOTNTOG PAcI{ETOL GTO OVTIKEUEVIKA TOGOOTA avTamoOKplons. And Tovg 12 acbeveig mov
EloPav pépog otn peAETN o1 9 avtamokpidOnkay o Evag TANP®G Kat ot 8 pepikmg. Tpelg amd Tovg
HEPIKE avTamokpvouevoug Bempnnioy petayevéotepa EAEVBEPOL VOGOU AOYM TNG YEPOVPYIKNG
eméuPoong. H didpeon dudpkela Bepaneiog yio tn pekétn B2225 ftav 6,2 piveg pe péytot dipkela
24,3 unveg. EmimAéov 6 acBeveig pe DFSP tov onoimv ot nAikieg kopdavonioy and 18 uiveg £mg

49 ¢ mov vroPAnOnkav oe Oepaneia pe imatinib avaeépOnkay o 5 ONUOCIEVUEVEG LELOVOUEVEC
avapopég. Ot evidikeg acbeveic mov avaeépnkay otn dnuoctievpévn Biproypapio EAapav imatinib
eite 400 mg nuepnoing (4 ntepittdoeig) gite 800 mg nuepnoing (1 nepintwon). [1évte (5) acbeveic
avtamokpidnkay, 3 TANpm¢ Kot 2 peptkdc. O didpecsog ypdvog diapketog Bepomeiog otn dSNUOCIELUEVT
Biproypapio kopdvinke amd 4 efdouddeg Emg kal meptocdTepo omd 20 unves. H petotomion
t(17:22)[(q22:q13)], /) To Yovidrakd Tpoidv TG NTOV TaPOV 6YXedOV 6 GAOVG OGOVE BVTOTOKPIONKAVY
o1n Oepomeio pe imatinib.

Agv vapyovv eleyyopeves peréteg o madlatpikovg acteveic pe DFSP. Xe 3 dnuocievcelg
avaeéptnkav mévte (5) acbeveig ue DFSP ka1t PDGFR yovidiokég avadiatagelc. Ot acBeveic avtol
nrav nAkiog amd veoyévvnta £o¢ 14 e1dv Kot Toug yopnyeito imatininb og dosoroyia 50 mg
nuepnoing B dosoroyieg and 400 £mg 520 mg/m? nuepnoing. e 6Aovg Tovg acheveic siye emevydet
LEPIKT] KOUT TANPTG OVTATOKPLON.

5.2 DoPPOKOKIVITIKES LOLOTTEG

Doppokokivntiky Tov imatinib

H @oppakokivyntikn Tov imatinib €yet ektiundei og £va evpog d06cewmv amd 25 g 1 .000 mg. Ta
TPOPIA TNG PAPUAKOKIVITIKNG TOL 0TO TAAGUA avelvOnkoay gite v In nuépa, gite v 7m nuépa gite
v 281 nuépa, 6mov péYPL TOTE OTIC GVYKEVIPMGELS TOV TAACUATOG elye emtevyOel otabepn
KOTAGTAOT).

Amoppdonon
H péon amoivt Prodiabecyotnta yia 1o imatinib givar 98%. H draxdpaven tg AUC tov imatinib

070 TAAGHO fTay VYNAN PETa&d TV acbevav petd and pia omd Tov otopatog 06cn. Otav yopnyseitan
LE YEO LA VYNANG TTEPLEKTIKOTNTOG GE AITOG TO TOGOGTO TNG AmoppdPNOoNG TOL imatinib ftav eldyiota
pewmpévo (11% peimon ot Cmax Kot EMPUAKVYVOT] TOV tmax Katd 1,5 dpa) pe pio pkpn peimon ot
AUC (7,4%) ouykpivouevo Ue KataoTdoelc vioteiag. Agv £xetl dtepevvndel to amotélecua
TPOTYOVLEVNG EMEUPACTG GTO YOOTPEVTEPIKO GVOTNUA GTIV OTOPPOPT|GT TOL PUPUAKOV.

Kotavopn

e KAviKA oyeTIlOUEVEG CLYKEVTPMGELS TOV imatinib, 1 cHVOEST LE TIC TPWTEIVES TOV TAUCUATOG NTAV
nepinov 95% o1o eninedo TV IN VItro Tepapdtov, Koplo pe TV AEVKOUOTIV Kot TV GApa-0&0-
YAVKOTPOTEVT KO LE LUKPT] GOVIEST UE TI AMTOTPOTEIV.

Buopetaoymuotiopoc

O kHp1log KuKAoPop®VY petaforitng otov avBpmmo ival to Tapdywyo N-duebviiopévn mimepalivn,
70 01010 deiyvel TNV 1010 amoTEAECUATIKOTNTA UE TO YoViKd eappako. H AUC tov mAdcpotog yi'avtov
t0 petafolrit Ppédnie va givar povo 1o 16% tng AUC yuo To imatinib. H npmteivn tov TAdopatog
mov decpeveTal amd tov N-dipuebvimpévo petafolritn ivar TapoUOLa Le AVTN TOL YOVIKOD QAPUAKOV.
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To imatinib kot o N-dipuebvlopévog petaporitng pali, evbbvovro yia mepinov 65% g
KukAopopovcag padievépyetog (AUC o-4eny). H vtoroumn kukhopopodoa padievépyeto amoteAeito amd
évay aplBpd devtepeudvtwV PETAPOATOV.

To anoteréopata in vitro édei&av 6Tt 10 CYP3 A4 ftav to mo onpavtikd €viupo tov avipomrivov
P450 mov katalvet tn Plopetotponn Tov imatinib. Ao pia opddo Tlavav cuyxopyoOUEV®Y
BepamevTikdv aywymv (aKeTapvoQaiv, acLKAOPipn, 0ALOTOVPIVOAN, AUEOTEPIKIVY, KuTapaBivn,
gpubpopvkivn, pAovkovaloAn, vdpo&vovpia, vopero&acivn, tevikihivn V) pnovo n epvbpopvkivn (ICso
5 0 uM) ko n pAovkovaloin (ICso 118 uM) €dei&av avacToAn ToV HETABOAMGHOV TOL imatinib wov
umopet va €xel KMvikn oyxéon.

To imatinib gpeovicOnke in vitro va glval £vag avTay®VIGTIKOG AVOGTOAENS TOV VTOGTPOUATMV
dektmv yio 1o CYP2C9, CYP2D6 kat CYP3A4/5. Ovtipég Ki ota avBpdmiva nmatikd pikposouoTo
ntav 27, 7,5 ko 7,9 umol/l, avtictorya. Ot UEYIGTEC GVYKEVIPMOGELS 6TO TAAGHN TOL imatinib cg
aoBeveic Ntav 2-4 umol/l, emopévmg o avactoAr] Tov petafoitspod Tov CYP2D6 kaun tov
evdlgpecov- CYP3A4/5 twv cuyyopnyovueveov eapudkmv sivat mhovn. To imatinib dev mapepfaivet
o1 Propetatponni g S-eBoproovpakiing oAl avacTEAAEL TOV HETAROMGLO TNG TOKATAEEANG WG
ATOTELECUO TNG AVTAY®VIGTIKNG avacToAng Tov CYP2CS8 (Ki= 34,7 uM). Avti n tiun K etvon kotd
TOAD LLEYOADTEPT] OO TO, OVOLEVOUEVA EMITESN GTO TAAGLO TOV imatinib 6Tovg acbeveis, emopévmg
dev avapévetal aAAnAenidpaon Le T cuyxopnynon gite g S-eBoproovpakiing 1 wakAITaeéAng Kot
imatinib.

Amofoin

Bdoetl g avedpeong Tov cuoTaTIKOD (V) LETA atd Ui, ad TOL GTOUATOG dOGT) GEGTUAGIEVOL UE
14C- imatinib, 81% mepimov g S6omg avevpebel evidg 7 nuepdv ota kK6TPova (68% tng S60mC) Kot
ota ovpa (13% g d6onc). To apetdPfinto imatinib vroAoyicOnke oto 25% g 06onS (5% ota obpa,
20% ot KOTPava), TO VITOAOLTO NTAV PETAPOAITEG

DopuoKOKIVNTIKA 6T0 TAAGLLO

Metd amd Tov 6TONOTOG XOpTYNoN o€ vYlElg e0ehovTEég, o t12 NTav Tepinov 18 dpeg, vTOdNAD®VOVTOC
OTL T e opd TV Nuépa dosoroyia eivar 1 katdAAnAn. H avénon ot péon AUC pe av&avopevn
d00™ NTAV YPOLLUIKT KOl 00GOAVIAOYIKT 6TO PAcpa d0cemv omd 25-1.000 mg imatinib petd amd tov
otoOTOg Yopnynon. Agv vanpée Kapio oAAayn 6TV Kivntiky Tov imatinib o€ emavaiapufovopevn
docoioyia ka1 cvecmdpevon fTav 1,5-2,5 popéc o otabepn| katdotaot, 6Tav 1 S0GOAGYN OGN NTOV

pio opd v Nuépa.

dapuoaxokwvntikn oe acdeveic ue GIST

e aoBeveig pe GIST 1 €kBeon oe otabepn Katdotaon NTav 1,5 popéc vynAdTEPT 0T’ L THY TOV
napatnpnOnke oe acbeveig pe XMA, yo v id1a docoroyia (400 mg nuepnoimg). Me Bdoet Tig
TPOKOTAPTIKEG PAPUAKOKIVITIKEG avadvoelg oe TANOuoud acbevav pe GIST, tpelg petafintéc
(Aevkopativn, AevkokvTTopa Kot yoAepvdpivn) avevpédnooay va £x0VV GTATIOTIKA GTUOVTIKN
GLOYETION UE TN QOPLOKOKIVITIKN TNG imatinib. Ot petopéveg TYéG TG AevK®uaTiviig TpoKaAEcay
petopévn kdbapon (CL/A) kot ta vymAdtepa eninedo Twv ASVKOKLTTAP®Y 001 yNoAY GE LEI®MON TOV
KAaopatog CL/f. Evtohtolg autéc o1 cueyeTIoELg 0V €ival ETOPKDE KOTAPAVELS Yo VO
dkatoAoyficovy puduen g d06ong. X’ avtdv Tov TANBVoUd acevdv, 1 TOPOVGIN NTATIKMOV
HETOOTAGE®Y LTopel TOAVOV Vo 00N YIOEL GE NTATIKY] OVETAPKELN KOl LELOIEVO UETOLOAICUO.

Dopuokokvntiki otov tAnfucud

Bdoet pappokokivnTikav avaidveemv otov mAnbuoud acbevav pe XMA, vanpée pio pikpn exiopoacn
g NAkiog otov 0yko katavoung (12% avénon oe acbeveig niciog > 65 et@v). Avti 1 aAlayr dgv
Bewpeiton 0Tt givanl KAvikd onpavtiky. H enidpaon tov copatikod Bapovg otn kabapon tov imatinib
glval Tétoln Mote Yo €va aeBevn mov Cuyilet 50 kg, n péon kdbapon avapéveral va givai 8,5 1/h, evd
v éva acbevi mov Quyilet 100 kg Oa avénbei ota 11,8 I/h. Avtég ot aAhayég dev Bewpodvtar apKeTEG
®oTe va d1KaoAoyoOv T pubuion g 66ong pe Pdon ta kg tov copatikod Papovs. To yévog dev
emmpedlel T KNtk Tov imatinib.
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DapuokokvnTikn 6Tov ToudtTpikd TAnbucuo

Onwg kot og eviidikeg acBeveic To imatinib amoppoenOnie Tayémg LETA 0O TOL GTOUATOG YOPTYNON
o€ ToudlaTpkovg acbeveig 1000 o perétec pdong I 06co kot oe pedéteg eaong II. Me ) yopiynon
d6omc 260 Kot 340 m?muépo ota mondid emetevydN Topdpot £kOeoT, Ommg pe Tic d6oe1g 400 mg Kot
600 mg avtiotoyya, o eviiMkeg acbeveic. H otykpion g AUCo-24) v nuépa 8 kot tnv nuépa 1 og
d6om 340 mg/m*muépa amokdivye GOpoton kotd 1,7 OPES TOL PUPHAKOL HETH ATd
EMOVOAAUPOVOUEVEG DOGEIC 10, OPE TV NUEPal.

Bdiost appokoKvnTIK®V avoADGEDMY GTO GUUUETEYOVTO TANOVGUO TUSATPIKOV AcOEVDV [IE
alpatoAoyiké drotapayec (XMA, Pht OAA, 1 GAleg aplotoloyikég dlaTapoyég Tov
avtyetoniCovtot pe imatinib) 1 k@Bapon Tov imatinib av&avetor pe v adHENOT TNG EXPAVELOS
oopatoc (BSA). Metd tn dopBwon g enidpacng tov BSA, dAla dnpoypaeikd otoryeio dmmg
nAkia, Bapog cdpatog Kot deiktne LAlag COUATOG OV L0V KAVIKG OTLLOVTIKEG EMOPACELS OTNV
éxbeom oto imatinib. H avdAivon emiPePaince 6T1 1 éxbeon oto imatinib ce Toudiotpikovs acbeveig
mov AdpBovav 260 mg/m? o popd nuepnoing (Sev vepPaivet Ta 400 mg o popd NUEPNGIOC) 1
340 mg/m? o popd nuepnoing (Sev vaepPaivet Ta 600 mg pio Popd NUEPNGIOC) NTOV TAPOUOLD. LLE
ot TV evilikov actevav tov Adupovay 400 mg 11 600 mg o opd nuepnoing.

Opyovikn AEITOVPYIKT) OVETAPKELL

To imatinib kot ot petaforiteg Tov dev anekkpivovtal o€ onuovtikd Padud uécsm tov veppov.
Acbeveig pe Ao Emg PETPLOL EKTTOOT) TG VEPPIKNG Agttovpyiog epeavifeTal va Tapovuctdlovy pa
peyorotepn ékbeom oto TAAGHO am'oTL acBeveic e PLGIOAOYIKY| VEQPIKT Acttovpyia. H avénom sivan
nepimov 1,5 ém¢ 2 popéc mov avtictoryet o 1,5 popd advénon oto mAdoua te AGP pe v omoia To
imatinib decpedetar ioyvpd. H kédbapon tov eredBepov pappdkov tov imatinib givorl mbavov
TOPOUOLL LETAED AGOEVAV e EKTTMON TNG VEPPIKNG AEITOVPYIOG Kol EKEIVOV LE PLGIOAOYIKT] VEQPIKT
AELToLPYia ETELDN M VEQPIKT OTEKKPLOT| AVTITPOCSHONEVEL LOVO LK NGGOVOG O UACTNG 000 amofoAng
Tov imatinib (BA. mapaypdeovg 4.2 ko 4.4).

AV Kol T0 ATOTELECLOTA TG PAPUOKOKIVITIKAG AVAALGNG 010V OTL VTLAPYEL LU0 G LLOVTIKN
petafAntotnra petabd twv atdpmyv, 1 dtdpeoct £kBeomn oto imatinib dev avéNdnke oe aocBeveig pe
ToKiAovg Pabpovg NraTikng SLGAEITOVPYING GE GUYKPLOT LE TOVG AGOEVELG e PUGIOAOYIKT NTOTIKY|
Aertovpyia (PA. mapoypdeovg 4.2, 4.4 ko 4.8).

5.3 Ipoxkivikd d€o0opéva. Y10, TNV AGQALELD.

Ta Tpoxhvika otoryeio ac@idielog Tov imatinib extiunOnkay e apovpaiovs, GKOAOLS, TOBNKOVE Kot
KOVVEALQL.

To&wohoyikéc peréteg TOALATANG dOGOAOYIOG AMOKAALY OV NTIEG EMG LETPIEG OUOTOAOYIKEG OAAAYEG
G€ apoLPAioNE, GKOAOVE Kal TBKOVS, GVUVOSEVOUEVES OO OALUYEC OTO HVEAD TOV 0GTMY GTOVG
apOLPAIOVG KOl TOVG GKOAOLS

To Nmap NTav T0 6PYUVO-0TOYOG GTOVG APOVPAIOVE Kol TOVG oKVAOVG. ‘Hriec £wg pétpieg avénoeig Tmv
TPOVGAUIVOG DOV KO EAAQPEG LELDGELS TNG YOANCTEPOANG, TPIYAVKEPLOIWV, OAMKNG TPMTEIVNG Kol TWV
eMmES MV TNG AevKuaTivg TopatnpROnKay Kot oo d0o €ion. Agv TapatnpnOnkay 16ToTadoroyiKég
aAlowdoelg oto Nrap Tev apovpainv. Hapatnphinke coPapn NraToToEKOTNTA GTOVS GKHAOVG TOV
avtipetoniodnkay eni 2 foopnddeg, e advEnon TV NTOTIKOV eviOUOV, NTOTOKVLTTOPIKT VEKP®OT),
VEKP®GT] TOL YOAN3OYOV TOPOL KO VIEPTAAGIO TOV YOANSOYOL TOPOUL.

Y& monKovs avTipeTmmodévieg eni 2 efdopddeg mapatnpnOnie veepoto&kdTNTa, LLE EGTIOKTY
UETOAAOTOIN G| KOl SIATACT TOV VEPPIKMOY COANVOPI®V Kol GOANVAPLIKT VEQP®ON. X& TOAAY
ar'ovtd to (oo Topatnpninke avénpévo alwto ovpiag aipatog (BUN) kat kpeatvivi. ZToug
apovpaiovs, o€ 06c¢elg > 6 mg/kg oe perétn dapkeiog 13 gfdopddwv mapatnprdnke vreprrlacio Tov
petafatikov emBnAion TOV VEPPIK®OV ONAGV Kal TNS 0VPOSOYOV KUCTEMS, YMPIG OLTAPAYES
EPYAOTNPLOKAOV TUPOUETPOV aTOV 0pO 1 Ta 0Vpa. [Tapovcidctnke avénpuévo T0GOGTO EVKUIPLUKDY
AoudEewv og ypovia Bepameia pe To imatinib.
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e perétn owapkeiag 39 efdopddmv o mbnkovg dev kabopicOnke NOAEL (6pro 86om¢g ywpig
napaTnpnOnoeg avemBounteg evépyelec) oy KotdTEPT d060on TV 15 mg/kg, mepinov to 1/3 g
peyiomg 66onc twv 800 mg yia tov dvBpwmo, Bacelg g empdvelag chpotoc. H aywyn elxe cav
OTOTELEC O EMOEIVOGT) TOV PVGIOAOYIK®DV KATEGTOAUEVOV AOIUDEE®V 0o EAoVocia o ovTd Ta (ha.

To imatinib dgv OewpriOnke yovoto&iko, dtav dokipudodnke oe pia in Vitro dokipocio
Baktnploloyikdv kuttdpov (Ames test), pia in vitro doxipacio kuttdpov Oniactikdv (Aéppoua
TOVTIKI®OV) KoL 6€ in Vivo dokipacio pikporvpniva. Oetikd yovotofikd amoteAéopata EAReOncay yio
10 imatinib o€ pia Vitro dokipacio kutTdpmv Onhactikdv (modnkn kivelikod hamster) yio didonaon
TV YoVIdioV (S140TaoT TOV YPOHOCOUATOV) Tapovusio LeTaBOAIKNG evepyonoinong. Avo evoldueca
g 01001KAG NG TOPUYMYNGS, TO OTTO10 EVPICKOVTOL EMIGNC TAPOVTA GTO TEAMKO TPOidV, givarl BeTikd yia
petarroéloyéveon otn dokipacio Ames. ‘Eva €€ avtov tov 600 gvdapécmv NTav eniong 0etikd ot
SOKILOGTI0 TOV AEUPOUATOS TOV TOVTIKIDV.

e pio LEAETN YOVILOTNTOG, OE APGEVIKOVS 0povpaiovg Tov EAafav aymyn yio 70 nuépeg mpv to
Cevydpoua, To PApoc TV OpYe®V Kal TNG EMOOVUIONS Kl TO TOCOGTO KIVNTIKOTNTAG TMV
oneppatolwapiov 610 onéppo petmdnkay otn d6on v 60 mg/kg, 600n mEPimov avaloyng L ekeivn
v 800 mg nuepncing, Pdoel ¢ eMEAavELNG cOUATOG. AVTO dgv TapatnpnOnKe o

docelg < 20 mg/kg. Emiong otovg okdAovg, o€ and Tov 6topatog d6cels > 30 mg/kg mapatnpnonie
ghoppld £o¢ péTpla peimon otn onepuatoyéveon. Otav ot Onivkol apovpaiot EAaBav aywyn

14 nuépec Tpv 10 Levydpmpo Kot Emg TNV 61 NuEpa TS Kvopopiag, oev vnpée Kouia exidpacn oto
Cevyapopa 1 otov apBud Tav eykdov. Xt doon twv 60 mg/kg, o1 Bnivkoi apovpaiot iyav
ONUOVTIKEG UTOAEIEC EUPPVOV LETA TNV EUEVTEVOT) KO LELOUEVO 0plOUd (ovTavdy veoyvav. Avtd
dev mapatnpnonke oe ddoeig < 20 mg/kg.

g piol LEAETN TTPO KOl LETA-YEVVITIKNG AVATTTLENG GTOVG 0povPaiove, LE Omd TOL GTOUATOG OO0,
mapatnpnonkay epuBpég exkpicelc amd Tov KOATO TNG UNTEPNC, oTNV opdda tv 45 mg/kgmuépa v
nuépa 14 7 mv nuépa 15 g kdnong. v idia 6661 0 apBuUdg TOV BvNoIyeEVdOVY VEOYEVVIITOV Kot
emiong avtdv mov mEBavay Tig nuépes 0 émg 4 petd tov TokeTd Ntav avénuéveg. Xt yevid F1 oto 1610
eMimedo 060N, TO HEGO PAPOC COUATOC TAPOLGIale EAATTOON Ao TN YEVVNOT LEXPL TNV TEMKN
BovaTmon Kot 0 aplOIdc TOV VEOYVMY TOV EXETLYOV TO, KPLTHPLL Y10 SIUYOPIGHO TG AKPOTOGHiog
pewmdnke ehaepd. H yovypotnta g yevidg F1 dev emnpedotnke, evod ota 45 mg/kg/muépa
mapaTnpnonke avénpévog aptBpdc erovappoPoe®V Kot LEtdpEVOS aplBpog Piocipumy uPpvov. To
oplo d6om¢ ywpic mapatnpndév anotédespa (NOEL), 1660 yia T untpikni yevid 660 Kot yio T Yevid
F1 tov 15 mg/kgmuépa (éva tétapto g uéytotng d6ong otov dvBpwmo mov givar 800 mg).

To imatinib ftav TEpATOYOVO GTOVE OPOLPAIOVE, YOPNYOVUEVO KATA TN OLEPKELN TNG OPYAVOYEVESTC,
oe doo¢elg > 100 mg/kg, mepimov avdioyng tng peyiotg kKAwvikng 66ong tov 800 mg/Mmuépa, fdoet g
EMOPAVELNG OUATOG. O1 TEPUTOYOVES EMOPACEIS TEPIEAGUPOVAY EEDMEYKEPAAO 1| EYKEPAAOKAAN, 0T
EGUIKPUGUEVO LETOMLOL0 0GTOVV KOl amdvTa PPeyUaTIKA 00TH. AVTEG Ol EMOPACELS dEV
napatnpriOnkav oe dd6celg < 30 mg/kg.

Agv tavtomomOnkay véa 6pyava oTdYol 6TV TOEIKOAOYIKY] HEAETT avATTUENG GE VEOPOVS OPOVPAIOVG
(Muépa 10 émg 70 PETA TOV TOKETO) GE OXECT LLE TO YVOOTH OpYava GTOYOVE GE EVIIAIKES 0POVPOIOVG.
YV to&IKoA0YIKN LEAETT) GE VEOPOLG OPOVPAIOVGS, TopaTPHONKOY ETOPACGEI GTNV AvATTVED,
KaOVGTEPTON KOATIKOD OVOiyHOTOG KO dtayplopog g akponocbiog og ékBeomn nepinov 0,3 Emg

2 QOPEC TNG HEGTG TASIATPIKAG KaTé TNV yMAdTEPN SVVIeTOUEVN ddon Ty 340 mg/m?. Emmiéov,
mapotnpnnke Bvnoywotnta ce veapd (oo (Yop® 6N GACT) TOV OTOYOANKTICUOV) G€ £kBeon Ttepimov
2 PopEG TG HéSTG TAUSINTPIKHG KATE TNV VYNAITEPY GUVIGTOUEVN Sdon TV 340 mg/m?,

e o LEAETN KOPKIVOYEVESTG GE aPOVPAIOVE, SIAPKELNG 2 ETAOV, 1] YOPTYNCT TOL imatinib 6€ 50GE1g
15, 30 o1 60 mg/kg/mpépa eiye mg AMOTEAEGHLA L0 GTATIOTIKG CLLOVTIKY peimon g pokpofiotntag
Tov appévev ota 60 mg/kg/Mmuépa kat tov OnAéwv og d6celg > 30 mg/kg/Mmuépa. H
mafoAoyoavaToptkn EETOGT TOV ATOYOVOV OTEKAAVYE MG TPOTOPYIKES artieg Oavatov 1 Ad0Youg yia
Bvoia ) pookapdiomdfeila (Kot oto dH0 POAAX), TN XPOVIL TPOOSELTIKT VEPPOTAdELn (GTa ONAea) Kot
10 ONAopa Tov adéva g akporocdiag. Ta dpyava oTOYOL Yo TIG VEOTAACTIKEG LETAPOAEG TAV O1
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VEQpPOL, 1 0LPOdHYOG KVGTT, 1| OVPNOpPA, 0 AdEVag TG aKpPOTocsBiog Kot KAEITOPIdAC, TO AemTd Eviepo,
o1 mapaBupeoeldeig adéveg, To emvePPidia Kot 0 Un adevddNG GTOUMYOG.

To Ndopa/kapkivoua Tov adéva tng akportocdiog/kKiertopidog mapatnpidnke oe 66GElg amod

30 mg/kg/mpépa kot dvm Tov aviumpocwnevel tepimov 0,5 11 0,3 popég v avOpdmivn nuepnol
ékBeon (e Baon v AUC) ota 400 mgmpépa 1 ota 800 mg/muépa, avtiotoryo kot 0,4 eopég tnv
avOpdmvn Npepnota ékBeon ota moudid (pe Paon v AUC) ota 340 mg/m?mpépa. To 6pto ddong
yopic mapatnpnBév anotéleopa (NOEL) tav 15 mg/kg/muépa. To veppikd adévopo/kapkivoua, 1
0VP0dGYOC KHGT Kot TO ONAUA TS 0VPNOPAC, TO AOEVOKOPKIVAOLATO TOV AETTOV EVIEPOL, TO
0dEVOLOTA TV TapaBLPEOEIdDMY 0dEVOV, 01 KAAONBELS Kot KaKonBelS pueAdoglg dyKot Twv
EMVEPPLOIV KOl TO, INADGUOTO/KOPKIVDUOTO TOV UN-00EVMOO0VG GTOLAYOV TopaTpHOnKoy oTo

60 mg/kg/muépa, Tov avimpocwnevel tepimov 1,7 1 1 popd v avBpomivn nuepnota £kBeon (ue
Baon v AUC) ota 400 mg/muépa i ota 800 mg/muépa avtiotorya kat 1,2 popég v avBpmmivy
nueprota £kbeon ota mardid (pe Péon v AUC) oto 340 mg/m?muépa. To 6p1o 86omG xopig
napatnpndév arotéreopa (NOEL) frav 30 mg/kg/muépa.

O unyoviopdg amod ™ PEAETN KOPKIVOYEVESTC GTOVS 0POVPAIOVE KOl 1) GLUGYETION TV EVPNUATOV
QUTAOV e TOV AvOpoTo dev EYEL akOUO O1EVKPIVIGHEL.

Mn veomAaoTIKEG AAALOIDGELS TOV OV dlEPELVNONKOYV GE TPONYOVUEVEG TPOKAIVIKEG LEAETEG NTAV TO
KOPOLOYYELNKO GUGTNA, TO TUYKPENS, TO EVOOKPIVI Opyava Kal To, d6vTic. Ol To ONUOVTIKEG AALAYEG
neplerdpfovay Kopdlokn VIEPTPOPi Kol SIUTACT TOV 00N YNOE GE ONUElN KAPIIOKNG AVETAPKELNG GE
pepkd Cma.

H dpaotikni ovoia imatinib mapovstdletl tepBorlhoviikd Kivouvo yio opyaviopods Tov ICnUaTov.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Katdroyog ekdoymv

Tvpnvac dickiov

O&wvo pwseopikd acPéotio
Kpoomofidovn

Maoayviolo oteaTikd

Emkdioyn dickiov

[ToAvfrvoraAkodAn pepikdc voporvbeica
[MoAvatBvievoylvkdin

Z1dnpov o&eido kitpvo (E172)

Tahkng

Tiraviov d10&gidto (E171)

Z1dnpov o&eidio epubpd (E172)

6.2 AocvpfatotnTeg

Agv epappdletar.

6.3 Awdpxera ong

2 xpovioL

6.4 Iowitepeg TPoPUAGEELS KaTA TN GUAUEN TOV TPOIOVTOG

Agv VILapYOVV EBIKES 001 YIS SLOTPTONG YO TO TPOTOV QVTO.
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6.5 ®YHo1n Kol GLOTATIKE TOV TEPLEKTN

Kvyéheg PVC/PE/PVAC/PE/PVC//Al
Kvoyéheg OPA/AI/PVC//AL

Imatinib Teva 100 mg erukcaAvupévo pe Aemtd vUEVIo diokia

Meyébn cvokevaciog tov 60 1 120 emkoAvppévav pe Aentd DUEVIO JIOKIMV 0€ KUWELEG.

Meyébn ovokevaciog tov 20x1, 60x1, 120x1 1 180x1 emkolvpupévev pe AerTd LUEVIO SIOKI®MV GF
dtatpnteg KuyéLeC Lovadag dOomC.

Imatinib Teva 400 mg erucaAvupévo pe Aemtd vuévio Siokio

Meyébn cvokevaciog tv 30 1§ 90 emkalvppEVOVY PE AETTO DUEVIO JIOKI®MV GE KOYEAEC.
Meyén cvokevaciog twv 30x1 1 90x1 emiKaAVUUEVOV e AETTO DUEVIO O10KI®MV GE d1ATPNTEG
KUWELEG LovadaG dOOMG.

Mmropel va unv KokAo@opoOV OAEG 01 GUCKEVAGIES.
6.6 Idwitepeg TPoPLAAEELS amOPPIYNG

Koapia €101k vroypéwon.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX
Teva B.V.

Swensweg 5

2031 GA Haarlem

OX\avdio

8. APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/12/808/001-020

9. HMEPOMHNIA ITPQTHE EI'KPIZTHX/ANANEQXHY THX AAEIAX
Huepopnvia tpmc £ykprong: 08 Iavovapiov 2013

Hpepopnvia tedevtaiog avavémong: 18 Xextepfpiov 2017

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPOPOPIES Y10 TO TAPOV PUPUOKEVTIKO TTPOIOV gival SOECIUES GTOV SIKTVAKO TOTO
tov Evpondaikod Opyavicpod @appdkmv: http://www.ema.europa.eu.
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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Imatinib Teva 100 mg oxinpd xoyaxio
Imatinib Teva 400 mg oxAnpd koyaKio

2. IHOIOTIKH KAI IIOXOTIKH XYNOGEXH

Imatinib Teva 100 mg okAnpd kowdxio
Kabe orcdnpd kaydkio mepiéyet 100 mg imatinib (g mesilate).

Imatinib Teva 400 mg ockAnpd Kowaxio,
Ka0e oxinpd kawdxio tepiéyet 400 mg imatinib (¢ mesilate).

IMa tov TAnpn kaTdloyo TV ekddywV, PA. Tapdypapo 6.1.

3. DOPAPMAKOTEXNIKH MOP®H
2KAnpd Koy dko.

Imatinib Teva 100 mg ockAnpd Kowaxio,

Ad10.pavi) TOPTOKOAL KOWAKLOL [LE TN LOOPT EMCHUOVOT 7629 6TO GO TOV KOWOKIOV KOt T1 LLovpn
emonuaven TEVA oto mopa tov kayokiov. To mepieyduevo tov kayakiov ivol Aevkn £0g ELapp®g
KITPVN KOKKOTOWUEVT KOVIC.

To pnrog Tov kayaxiov gival ard 19,1 mm éwg 19,7 mm kot 1o TAdTOC €ivart 6,91 mm.

Imatinib Teva 400 mg ockAnpd Kowaxio,

Adropavn TopToKaAl Koydkia pe TN povpn extonuoaven 7630 6to odpe Tov KoyaKiov Kot T povpn
emonpavon TEVA 610 mopo tov kayokiov. To mepieydpuevo tov kayakiov ival Aevkn £0g EAAPP®S
KITPIVN KOKKOTOMUEVT KOVIC.

To pnrog Tov kayaxiov givol ard 23,0 mm £wg 23,6 mm kot 1o TAGTOC givar 8,53 mm.

4, KAINIKEX TIAHPO®OPIEX
41 OgpamevTikéc evoeitelg

To Imatinib Teva gvdeikvutot yio T O£pOUTEVTIKY AVTIUETOTION

o EVNAIK®V Kol TondlaTpik@v aclevov e veodtayvocbeica ypovia poehoyevi Agvyouio (XMA)
Oetikn (Ph+) yuo ypopocoua Okadédeeiog (ber-abl), yio Tovg omoiovg 1 LETAUOGYEVCT) LVEAOD
TV 00TMV 0eV Bempeitar Bepomeio TPOTNG YPALUUNG.

. evnAikov kot modatpikov acbevaov pe XMA (Ph+) og ypdvia pdon petd ond amotvyio o€
Bepameia e vtepEepOHVN-OAPa 1] GE EMLTAYLVOLEVT] Odom 1 6€ PAacTIKY Kpiom.

. eVNAMKOV Kol TodaTpik®dv acfevav pe veodtayvocteica oEela AepoflacTikn Asvyopio
Oetikn] yo to ypoudcopo Piadéresiag (Ph+ OAA) poli pe ynueobepaneio.

o evnAikmv acbevav pe vrotpomialovca 1 avlektikr Ph+ OAA og povobepamneia.

o eVNAlK®V 0c0evav pe poehodvomlootikég/ puelobnepriactikéc vosovg (MDS/MPD) wov

oyetilovtat Le YOVISLokEG avadloTAEELS TOV VTOJOYEN TOV OVENTIKOD TAPAYOVTO TOV TOPAYETAL
amd to opometdaie, (PDGFR).

. evnAikov acbevav pe cofapo vrepnmcivoeiiikd cvvopouo (HES) kavn xpdvia nocvo@iiikn
Agvyorpio (CEL) pe FIP1L1-PDGFRa avadidtaén.

H anoteleopatikdtnTa ToU imatinib oty £kBoaon g LETAROGYEVOTG TOL HVEAOD TOV 0GTMV eV £XEL
dtevkpvicOet.
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To Imatinib Teva gvdeikvutot yio

o v Bgpaneio evnAikov acbevav pe Kit (CD 117) Beticd aveyyeipnto kavn petaoToTikd
Kakon0eg yaotpeviepikod otpopatikd oyko (GIST).
. TNV emkovpikn Oepaneio evnAikov acbevav oe petd and extopn Kit (CD 117) Ogtikd GIST ot

omoiol £xouv cofapod kivouvo votpomnc. Acbeveic mov Exovv Yo unAo 1 TOAD YaUnAo Kivovvo
VTOTPOTNG OEV TPEMEL va AapPdvouv emkcovpikn Oepameio.

o v Bepaneio evniikmv acBevav pe aveyyeipnto, depuatoivoshpkmpo protuberans (DFSP) kot
evnAikov acBevov pe vrotpomialov kavn petaoctatikd DFSP mov dev eival katdAAniot yio

gyxeipnon.

2TOVG EVIAIKEG KOl ToUdLUTPIKOVG AGOEVEIG 1) ATOTEAEGLOTIKOTNTA TOV imatinib Bacileton ota
GUVOAIKA OHLOTOAOYIKE KOl KUTTOPOYEVETIKE TOCOGTA avTOMOKPLIoNG Kot 6TV emiPicnon ywpig eEEMEN
g vooov oe XMA, 6Ta GLUATOAOYIKG KOl KUTTOPOYEVETIKA TOGOOTH avtamokpiong o Ph+ OAA,
MDS/MPD, ota arpoatoroyikd mocootd avranokpiong oe HES/CEL kot 6tal avTIKEEVIKA TOGO0TA
aVTOmOKPLONG 6€ eVIAIKEG acBeveig pe aveyyeipnto ko petaotatikd GIST kot DFSP kot otnv
emPioon yopig vrotpomn o exikovpikd GIST. H gumeipia pe imatinib og acbeveic pe MDS/MPD
nov oyetilovron pe yovidtakég avadiataéels tov PDGFR eivar ol mepropiopévn (BA. mapdypogo
5.1). Ekt6¢ amd 1N veodayvwcbeica ypdvia edon tg XMA, dev vdpyovv eEAeYYOUEVES LEAETEG TTOV
VO KATAOEIKVOOLY KAWVIKO O0QeL0g 1 avénpévn emiPioon yia avtég Tic vVOGOoLG,.

4.2 AocGoloyia Kol TPOTOS YoPYNoNS

H Oeponcio 0o mpénet va Eekiva amd TEREPAUEVO 1ATPO 0T BEPATEVLTIKN AVTIUETOTION 0.00EVAOV pE
OLULOTOAOYIKES KoKOT0E1Eg Kal Kakon O copKdpaTa, OTMG EVOEIKVLTAL.

Imatinib Teva 100 mg oxkAnpd Koydkia
INa 800¢e1g 400 mg kot Gve (PAETE TapakdT® §060L0YIKEG GLOTAGELS) va GKANPO KOWEAKLO TmV
400 mg &ivai dbécipo.

Imatinib Teva 400 mg ockAnpd Kowaxio,
INa d6oeig GAleg and 400 mg kot 800 mg (BAEme TapakdT® 6060A0YIKEG CLOTACELS) Ve GKANPO
Koy aKlo tov 100 mg givar dtobéoipo.

Aocoloyia yio XMA oe evniikec acBeveig

H ocvvietodpevn d6on tov Imatinib Teva givar 400 mg/ nuépa yio evilikeg acbeveic 6 ypovia
oaon XMA. Q¢ xpovia edon e XMA opileton | Tapovsio evog ek TV KATOOL kprtnpimv:
PAdoteg < 15% oTo aipo Kot 6T0 LVELD TV 06TMV, Pacedpiia 610 TEPIPePkd aipa < 20%,
opometéha > 100 x 1071,

H ocvvictduevn d6om tov Imatinib Teva is 600 mg/ nuépa yio evihikeg acbeveic og emtayvvouevn
@aon. Qg emtayvvopevn edon opiletal 1 Tapovsio omolovdNToTe amd o akdAovOa: PAdoteg > 15%
oArd < 30% o710 aipa 1 610 PVELD TV 06TMV, PAACTEG Kot TpopvehokvTTopa > 30% 010 aipa 1 6To
HVELD TV 06TV (pe TV Tpoimdbeon O6tL o1 PAdoteg < 30%), BacedPia 6TO TEPIPEPIKO

oipo > 20%, opometdhia < 100 X 10%/1 pm oyetilouevo pe ™ Bepomeia.

H cuvictdpevn 86om tov Imatinib Teva eivan 600 mg/muépa yio evihikeg acbeveig oe frooTikn
kpion. Qg Practikn Kpion opileton | mapovcio Practdv > 30% 610 aipla 1) 6TO HVEAD TOV OCTMV M M
TOPOVGia EEMUVEMKNG VOGOV GAANG atd TNV NTOTOGTANVOUEYAALaL.

Adprela ayoyne: Xe kKhvikég nekéteg, n Bepamevtikn aywyn pe imatinib cuveyiomke puéypt mv
e&EMEn g vooov. To amotéleoua TG S10KOTNG TNG AYOYNG LETA TNV EMITELEN TAPOVG

KUTTOPOYEVETIKNG OVTATOKPIONG OV €xEl dlepevvnOet.

Avénoeig g d6omg and 400 mg og 600 mg 1 oe 800 mg pmopei va AnpBovv v’ dyv og aobeveic oe
ypoVia pdon 1 amd 600 mg og 800 mg 1o péyioto (400 mg yopnyovueva 2 Popés NUEPNGImS) LTopel
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va AneBovv v'oyy o acheveic pe emttayvvopevn paon 1 PLocTIKY Kpion xopig coPapég
avemBuuNTeG EVEPYELES GTO PAPLOKO Kot coPapnc, Tov dev oyetiletar pe T Aevyaipia,
ovodeteponeviog 1 Opopfomeviag otic akdAovBeg meputdoelg: eEEMEN TS VOGOL (€ OTOL0ONTTOTE
GTA010), ATOTVYIO VO, ETITEVYOEL L0l TKOVOTTONTIKT GULOTOAOYIKT] AVTOTOKPIOT| LETA OO TOVAGYIOTOV
3 unveg BepamevTIKNG oy@yng, amotuyio vo eTevyHel KUTTOPOYEVETIKY OVTATOKPIOT LETA OO

12 punveg BepamevTiKng aymyns, 1 OTOAELN TPONYOVUEVG EMITEVENG OLUATOAOYIKNG AVTOTOKPIONG
Ko/ KUTTOPOYEVETIKNG avtamokpione. Ot acbeveic Oo mpémet va mopakoAovfodvTol TOKTIKA PETE TV
KMpdxmon g 600mg, 0edouévng Tng TOAVOTNTOC Y10 AVENUEVT] ELPAVIOT] OVETIOVUNTOV EVEPYEIDY
OTIG VYNAOTEPEC HOGOLOYIES.

Aocoloyia yio XMA og noudid

H Socoloyia og maudid Oa mpémet vor kaBopiletol pe Paomn Ty emeAaveln copatog (mg/m?). Te moudid
e XMA o€ xpovio o kat o€ emttayuvopevn edon XMA cvvietdrat 56on tov 340 mg/m? ty
nuépa (va unv yivetail veépPaon tov 800 mg). H ayoyn uropei va yopnynbei g pio e@'ama
nuepnota d6om N EVOALAKTIKG 1 NUePN ol d0om propel va drupebei oe 2 yopnynoeis, pia To Tpoi Kot
pa to Bpddv. H cuvictmdpevn docoroyia, Tpog to mapdv, faciletor o pukpd aptfpud modloTpikoy
acBevov (PA. Tapdypago 5.1 kot 5.2).

Agv vdpyet eumelpia pe T 0epameVTIKY AVIILETOTION TALOIOV NMKIOG KATM TV 2 ETMV.

AbvEnom ¢ d6omg amd 340 mg/m? nuepnoing oe 570 mg/m? nuepnocing (yopic va yivetar vépPaon
NG GLVOALKNG oo Twv 800 mg) pumopel va eetacbel o TadLd o€ mepintwon amovoing coPapdv
OVETIOOUNTOV EVEPYEIDV Kol amovsiog coPapnc ovdetepomeviag 1 OpopfokutTaponeviag Tov dev
oyetileton pe Aevyopio otic akolovbec mepimtdoels: e£EMEN TG vOGOL (0TTOLONTOTE YPOVIKY
OTLYHN), OOTUYI0 VO ETITEVYOEL IKOVOTOMTIKY] OLOTOAOYIKT OVTATOKPLOT UETE OO TOVAGYIGTOV

3 Wveg aymyng, amoTuyia vo EMTELYDEl KLTTAPOYEVETIKT AVTOTOKPLOT HETd amd 12 puiveg aymyng 1
OTTMAELN P0G TPOTYOVUEVIC OLUOTOAOYIKNG KOV KUTTOPOYEVETIKNG avTamokplong. Ot acOeveic Oa
TPETEL VO TAPOKOAOVOOVVTOL TOKTIKG HETA ATOd KAMPAK®O™ TG 600MG A0Y® TG THavOTN TS Yo
avENUEVO eVOEYOLEVO OVETBVUNTNG EVEPYELDG GE VYNAOTEPES DOCELC.

Aocoloyia yia Ph+ OAA og evijhikeg acBeveic

H cuvictdpevn 8601 tov Imatinib Teva givan 600 mg/muépa yo eviihikeg aobeveig pe Ph+ OAA.
Apatordyor e10tkol 611 dtayeipion avtig T vooov Ba tpénet va emPBAETOVY TNV Oy®YN KATH TN
SLapKELD OADV TOV PAGEDY TNE OYWOYNG.

Bepamevtikd oynua: Me Bdon to vrdpyovta dedouéva, To imatinib Eyel detybel va sivon
OTTOTELECUATIKO KOl AGPAAES OTAV YopryeiTol o doorm 600 mg/muépa oe cuvdvacud pe
ynueodepameio KOTA TN QACT) EPOJOV, OTIG PACELS EOPAIMOTG KOl GLVINPNONS TNG YNHE0BEpaTEiog
(BA. mapaypago 5.1) oe evihikeg acBeveig pe veodayvmabeica Ph+ OAA. H dudpketa tng Bepaneiog
le imatinib pmopei va motkidiel ovarloyo Le To eTAEXDEV BEPAMEVTIKO TPOYPAULLOL OAAL YEVIKE O
peyorvtepeg o€ ypovo ekbécelc 6To imatinib £x0Vv 0TOdMGEL KOADTEPQ OTOTELEGUATAL.

e eviilkeg aoBeveic pe vrotpomidlovoa 1 avOektiki Ph+ OAA, 1 povoBepaneia e imatinib ota
600 mg/Mmuépa eivor aoQUANG, OTOTEAEGUOTIKY Kol UTopel va yopnyeital uéypt vo, epeovicdel
Beitioon g vocov.

Aocoloyia yia Pht OAA g mondid
H Socoloyia og mardid Oa mpémet vo. kabopiletor pe Paon Ty emavelo copatog (mg/m?). Te moudid
e Ph+ OAA cuvictdrol §6om twv 340 mg/m? v nuépa (va unv yivetan vépPacn tov 600 mg).

Aocolroyia yio MDS/MPD
H ocvvietdpevn d6om tov Imatinib Teva eivar 400 mg/muépa yio evihkeg acBeveic pe MDS/MPD.

Aldprelo ayoyng: Tt Hovodikn KAk weAétn mov deénydn émg tdpa, 1 aymyn ue imatinib
ovveyiomnke g TV e&EMEn g voosov (BA. Tapdypago 5.1). Tn ypovikh oTiyun e avédivong, 1
dudpeon ddpkela ayoyng rav 47 unveg (24 nuépeg — 60 pnveg).
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Aocohroyia yio HES/CEL
H cuvictdpevn docoroyio tov Imatinib Teva eivor 100 mg/muépa yio evihikeg acBeveig pe HES/CEL

AvEnon g doong and 100 mg og 400 mg pmwopet vo Anebei vdyn o amovsio avemBOUNTOV
EVEPYELMV €AV 01 EEETACELG KATOOEIKVOOVV [L0. AVETOPKNG OvTamOKplon ot Bepameia.

H Ogpancio npénet va cuveyileton yio 660 o acBevic eEakolovBel va €xel dperog.

Aocoloyia yio GIST
H ocvvietduevn d6on tov imatinib gival 400 mg/muépa yio, eviikeg acbevelg pe aveyyeipnto kavn
petaotatikd kokondeg GIST.

ITeplopiopévog aptBpdc dedopévmv vITapyet Yio To amotéAecua TS avénong e doong and 400 mg oe
600 mg M oe 800 mg oe acBeveig mov Topovslalovy Tpdodo ot Yaunrotepn d6on (BA. Tapdypapo
5.1).

Avdpkelo ayoyng: Le kKhvikég peréteg ue aobeveig pe GIST, 1 Ogpaneio pe imatinib cuveyiotnke
LEYPL M VOGOG va. Tapovctioet eEEMEN. Méypt T oTiyun g avdAvong, 1 didpkela tng Oepaneiag frav
KaTd PHEco 6po 7 punveg (7 nuépeg émg 13 pnveg). Agv €xet diepevvnBel To amotéAeciia TG SLOKOTNG
™G Bepameiog petd TV enitevén g avtomdKpiong.

H ocvvietdpevn d6on tov imatinib givor 400 mg/mpépa yo v enkovpikn Oepaneio evniikov
acBevov petd and gyyeipnon GIST. H didpketa g dovikng Oepaneiog dev Exet texunplodei. H
duapketa g Bepameiog Katd T KAWVIKAN peAétn mov vrootnpilel avtn v £voeEn ftav 36 unveg (BA.
Tapdypoeo 5.1).

Aocoloyia yio DFSP
H cuvictdpevn 66om tov Imatinib Teva eivan 800 mg/muépa yia evihikeg acbeveig ue DFSP.

PoOion e 86ong yio. ovemfountec eVEPYELECS

My osparoloyixés ovemBounteg evépyeieg

Edv pia cofapn pn apatoroyikny avemBountn evépyeia avamtuydet e T ypnon tov imatinib, 1
aywyn 0o Tpénel va amocvpbel puéypic 6Tov emivbei to yeyovog. Katomv ) aymyn umopei va
enovaAn sl KoTaAANA®S, avaAoya pe TV apyiK GoPapdTNTa TOL YEYOVOTOG,.

Edv mapovcrachovv avEnoetg g yorAepubpiving peyoddtepeg amd 10 TPITAACLO TOV AVATEPOL 0Piov
NG PLGLOAOYIKNG TG 1 TOV NTUTIKOV TPOVGOUIVACHOV LEYOAVTEPEG OO TO TEVTIATAAGIO TOV
(VOIOAOYIK®OV TILAOV, TO imatinib Oa mpénel va amocvpbel puéypig 6tov Ta enineda yorepvOpivng
emavéLBovv o€ AyoTEPO amd 1,5 popd TOV AVMOTEPOV OPIOV TNEG PLGLOAOYIKNG TIUNG KOL TO ETLTESN
TPOVOAUIVOCOV GE 0ENGT IKPOTEPT OO 2,5 POPEC TOV OVATEPOV PLGLOAOYIKOV opiov. H aymyn pe
imatinib pmopel va cvveylobel o petwpévn nuepnota d0or. XToug EVIAMKEG 1 00T TPEMEL vaL PLetwBel
ond 400 mg o 300 mg 1} and 600 mg o 400 mg 1 and 800 mg oe 600 mg kot ot wodd and 340 ce
260 mg/m*muépa.

Awozoloyixés avemBountes evépyeieg

Yuviotdton peiwon g 06omMg 1 O10KOT TNG AYWOYNG Y10 cOBopT] OVOETEPOTEVIN KOt
Opoppoxvtronevia, 6T®G EVOEIKVITUL GTO TOPAKATM TIVAKO.
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[Ipocappoyég tng 066M¢ Yo ovdetepomevia Kot Opopfornevia:

HES/CEL (860m évapéng
100 mg)

ANC < 1,0 x 109
Kaum
opometéha < 50 x 10%1

1.

Awokomn Tov imatinib péypt

ANC > 1,5 x 10%1 ko

opomeTéha > 75 x 10%1.

Eravainym aymyng pe to imatinib ot
mwponyovuevn d6om (dnA. TPy coPapn
avemfount avtidpacn).

Xpovia paon XMA,
MDS/MDP «ot GIST
(6601 évapéng 400 mg)
HES/CEL (ot 8601 t00v
400 mg)

ANC < 1,0 x 10%1
Ko
opometéha < 50 x 10%1

Awkonmn Tov imatinib péypt

ANC > 1,5 x 10%1 kot

opometéha > 75 x 10%1.

Emavédnymn ayoyng pe to imatinib otn
mpornyovuevn d6om (dnA. Tpv coPapn
avemBvun Tt avtiopaon).

e mEPIMTOOT EMOVELUPAVIONG

ANC < 1,0 x 10%/1 ko

opometéha < 50 X 10%1, emavéinym
Pruatog 1 kot emovévapén imatinib ot
pelmpévn 86on tov 300 mg.

Xpovia paon XMA og
TodLTPIKoVE aebeveic
(ot 8601 340 mg/m?)

ANC < 1,0 x 1091 ko
apometéha < 50 x 10%1

1.

Awkomn Tov imatinib péypt

ANC > 1,5 x 10%1 kot

opomeTéha > 75 x 10%1.
Emavédnymn aywyng pe to imatinib otn
mponyoveVN oo (dnA. mpv cofapn
avemfoun™ avtidpacn).
e mePIMTOOT EMOVELUPAVIONG
ANC < 1,0 x 10%/1 ko
opometéha < 50 X 10%1, emavéinym
Prpatog 1 kon emovévapén imatinib ot
pstopévy d6om Tov 260 mg/m?,

Emitoyvvépevn eaon
XMA xot BAacTiKh
kpion kot Ph+ OAA
(6601 évapéng 600 mg)

SANC < 0,5 x 107/
Kaum
aipometdAlo < 10 x
10°/

"Eheyyoc €dv 1 xuttaponevio oyetiletan
pe Aevyopio (Le oTEPVIKN
mapokEvinon 1 foyia).
Edv n xuttapomnevia dev oyetileton pe
Aevyaipio, peioon d6ong imatinib ota
400 mg.
Ed&v n xuttaponevia eppévet yuo
2 efoopdoeg, emmAéov peimon ota
300 mg.
Edév n xuttaponevia eppévet yuo
4 gBdopddeg Kot eEakoAovBel va, pn
oyetileTon pe Aevyopio, S1OKOTN TOL
imatinib péypt ANC > 1 x 10%/1 ko
alpomeTdAtlo > 20 X 10%1, xotdmv
gnaveévopén g aywyne ota 300 mg.

Emitoyvvépevn edaon
XMA kot BAaGTIKY
Kpion o€ TodoTPIKOvg
acBeveic (006om Evapéng
340 mg/m?)

"ANC < 0,5 x 107/
KoM
apometdAlo < 10 X
10°%/1

"Eleyyoc €dv 1 xvttaponevia oyetiletan
pe Agvyouio (LE OTEPVIKN
mapokEvinon 1 foyia).

Edv n xuttaponevia dev oyetiletan pe
Aevyoytia, peioon 86omg imatinib ota
260 mg/m?.

Edv n xuttaponevia eppévet yuo

2 eBdoudoeg, emmiéov peimon ota
200 mg/m?.

Edv n xuttaponevia eppévet yuo

4 gfoopadeg ko e&okolovbel va, un
oyetileton pe Asvyouuio, S10K07H TOV
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imatinib péypt ANC > 1 x 10%/1 ko
alpomeTdAlo > 20 X 10%1, xotdmv
emoavévapén e ayoync ot 200 mg/m?,

DFSP ANC < 1,0 x 10%1 1. Awxonn tov imatinib péypt
(ot d6on tev 800 Mg)  |kaun ANC > 1,5 x 1091 xou
arpometdio < 50 X opomeTéha > 75 x 10%1.
10%/ 2.  EmoavéAinym tng ayoyng pe to imatinib
ota 600 mg.

3. Ze& mepintmon emaveUPAVIONG
ANC < 1,0 x 10%1 xavn
opometéha < 50 X 10%1, emavéinym
Prpatog 1 kon emovévapén imatinib ot
ueltouévn 66on tov 400 mg.

ANC = andivtog aptBpdc ovdeTEPOPIA®V
% ov gppoviCetar petd omd TovAdytotov 1 uqva Bepamneiog

E1dikoi tinBucuoi

Taidrarpirog ninBoouog
Agv vrdpyet epmelpio ota wondd pe XMA nlkiog kdto tov 2 etdv kot pe Pht OAA nlkiog kdtm
tov 1 €tovug (BA. mapaypapo 5.1). H eunepia e mandd pe MDS/MPD, DFSP, GIST kot HES/CEL

glval moAy meplopiopévn.

H acpdiein ko amoteleopatikdtnto Tov imatinib oe noudid pe MDS/MPD, DFSP, GIST kot
HES/CEL nAixiog kdto tov 18 etdv dev £yovv axdpa tekunpimbel og khvikég dokipéc. Ta dabéoua
dedopeva, Tov Exovv dNUocievdel Teptypdpovtar oty Tapdypago 5.1, aAld dev umopei va yivel
ovOTACT Y1 T 60coA0Yia.

Hromiry overapxeio.

To imatinib petaforileron Kuping péow Tov Nratoc. X acheveig e Nmo, péTplo | cofopn NIOTIKN
dvoiertovpyia Ba Tpémetl va yopnyeitol nUeEPNGimg 1 EAAYLoT cuvieTdEVT door Twv 400 mg. H
3601 umopet va pelwbei edv dev givon avextr| (BAEne mapaypdpovg 4.4, 4.8 kai 5.2).

Kotdtagn g nrotikng duciettovpyiog:

Hratiknm dvciettovpyia E&etdoeic nmatikng Aettovpyiog

'Hma OMlwn| yorepuBpivn: = 1,5 ULN
AST: > ULN (umopei va gtvol puotohoykn 1
< ULN &dv 1 olkn yorepvBpivn givor > ULN)

Métpla Olikr| yorepvOpivn: > 1,5-3,0 ULN
AST: onolodfmote TIUn
YoBapn OMkn yorepoBpivn: > 3-10 ULN

AST: omoladnmote TN

ULN = av®To1o 0plo TNG PLUGLOAOYIKNG TIUNG Y10 TO EPYUCTNHPLO
AST = acmaptiKn apvoTpaveEPEo

Negpixi averopkeio.

e aoBeveic pe Ekmton Tng veppikng Aettovpyiag 1 o€ apokabapon Bo Tpémet va yopryeitol n
eldotn ovvictopevn 66om tev 400 mg v Npépa wg evapktiplo d6om. Evtontolg, g avtovg Toug
acBeveic ouviotdrtal mpocsoyn. H 66on pmopel va ehattmBel edv dev elvar avektn -eqv givatl avekt, N
doon pmopei va avéndei Aoyw Eddetyng amotedeopatikomtag (PA. mapaypdeovg 4.4 kat 5.2).

Himwuévor

H pappokokivntikni Tov imatinib dev £yel peAetn el 1daitepa 6Tovg nAKIoUEVOLS. Agv Exovv
mopoTnPNOel onUOVTIKEG POPUOKOKIVITIKESG SL0pOPEG OYETILOUEVES e TNV NAIKIO GE EVIAIKES
acBeveic, oe KAMviKéEG peléteg oTIg omoieg v amd to 20% tov acbevadv Tov cuumepteAnencav
nrav avo Tov 65 etdv. Aegv givar amapaitntn 101aitepT 60GOAOYIKY] GVGTAGT GTOVG NMKIOUEVOLG,.
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Tpomog yoprynong

H cvvtayoypo@oduevn 606m Tpénel va yopnyeital omd TOL GTOUATOG LIE TO YEVLLO KOl EVOL LEYOAO
ToTpl vepd i vo eraytotonomBei o Kivouvog yaotpevteptkav epebicumv. Ot d6ceig Tov 400 mg 1
v 600 mg Ba mpénet va xopnyodvTot pict popa TV NUépa, evad n nuepnota door tov 800 mg Ba
npémel va yopnyeitan og 400 mg 000 Qopég TNV NEPA, TO TPl Kot To Ppadv. I'o acBeveig (moudid)
7OV 0EV UTTOPOLV VO, KOTOTIOVV T KOWAKILOL, TO TEPLEXOUEVO TOVG Umopel va, dlaAvdel 6’ éva mothpt gite
UETAAAIKOV VEPOL giTE YLUOV puNnAov. Emteidn ot pekéteg og (ma £dei&ov To&koTnTo KOTA TNV
avomopaywyn Kot o mlavog kivovvog Yo To avBpamivo EuPpuo gival dyvooTtog, OTIC YOVOIKES, UE
evdegyoLEVO Kvopopiag, Ba mpémel va Toug YiveTal cVGTOCT OTAV AVOoiyoLV Ta KoydKia va yepilovtol
TO TIEPLEYOLEVO [LE TPOGOYN KOL V' OATOPEVYOVV TNV EXOAPN UE TO HATLO, TO OEPLLO 1) VO TOL ELGTVEOLV
(BA. mapdypapo 4.6). Ta xéplo Bo Tpémet Vo TAEVOVTOL OUECHG LETA TO AVOLYLLO TOV KOWOKI®V.

4.3 Avtevoeigelg

YrepevarcOnoio otn dpacTIKN OVGiK 1] GE KATOL0 Amd T £KO0YO TOV AVAPEPOVTOL GTONV TAPAYPAPO
6.1.

4.4 E101kéC TPoE1d0TONGELS KUl TPOPVAGEELS KATA TN (PG

Ortav to imatinib cuyyopnysitat pe GAAN POPUOKEVTIKG TPOTOVTA, VITAPYEL TOOVOTNTO Y10
(QOPUOKEVTIKEG aAANAeTOpdoelc. ATtatteiton Tpocoyn dtav To imatinib AappdaveTot e ovacToAelg
TPOTEAONC, OLOAIKA OVTLLVKNTIOGIKE, GVYKEKPIUEVEC LakpoAides, CYP3 A4 vrootpodpata pe
TEPLOPIGEVO BepamevTikd TapdBupo (Y. KuKAOGTOpivn, Tolidn, TOKPOAMUOVS, GLPOALOVG,
EPYOTALLIVT, OlEPYOTANIVY, PEVTOVOAT, OAQEVTOVIAT, TEpQEVADIVY, Poptelopipmn, dokeTaléln,
Kwidivn) i Bapeoapivn kot Ao Tapdymya kovpapivng (BA. mapdypapo 4.5).

H towtoypovn ypnomn tov imatinib Kot popUOKEVTIKOV TpoidvTev Tov endyovv to CYP3A4 (m.y.
de&apebalovn, pavutoivn, kapPapalenivn, prpapmikivy, eatvoBopPreain 1 Hypericum perforatum,
YVootd eniong o¢ eutd St. John's) propel va petmvel onpovtikd v €kBeomn oto imatinib kot Thovd
viav&dvetat o kivouvog Bepamentikig amotuyiog. [''avtdv 10 Adyo 1 TOLTOYPOVN XPNOT| IGYLPHV
enoyoyéov tov CYP3A4 kot imatinib o tpénetl viamopevyetan (BA. Tapdypago 4.5).

YroBupeoeidiopdg

KMvikd meprotaticd vrobvpeoeidiopon Exovv avapepbel og acbeveic pe Bupeocidoktoun oe Oepaneio
VIOKOTACTAOTG He AePoBupo&ivn Katd T didpkela aywyng pe imatinib (BA. mapdypago 4.5). Ta
emimedo g Bupeotpdmov opudévng (TSH) Ba mpémet va EAEYYOVTOL TOKTIKA GE AVTOVG TOVG AGHEVEILS.

Hratotoéuwcdtnta

O petaforiopds tov imatinib etvar Kvpimg nmatikdc kot povo 1o 13% tng anékkpiong yivetat pécw
TV VeppmV. L& acbeveig pe nrotikn duciertovpyia (Yo, LETPLa 1 coPapn) Tpénel va
TOPOKOAOLOOVLVTAL TPOCEKTIKE Ol LETPTGELS TOV TEPLPEPIKOV QUILOTOC KOt TOV NAATIKOV vV (BA.
mopaypdeovg 4.2, 4.8 kai 5.2). [Ipénel va onpeiwdet 6Tt o1 acBeveig pe GIST pmopel va €xovv
NATIKEG PETOOTAGELS TOL Bo pIropohGav vo 001 yGouY 6g NTATIKY BAGST.

[eprotatikd nrotikng PAAPNG cupmepAapPovVOUEVOV TNG NTOTIKNG EKTTMONG Kol NTOTIKNG VEKPWOONG
&yovv mapatnpnOei pe to imatinib. Otav To imatinib cuvévdaletot pe oyfuota ynuetodepaneiog
VYNNG 060G €xel dwomotwbel o avénon otig coPapég nratikég avtidpdoelg. H nrotkn) Aettovpyia
Oo TpémeL VoL EAEYYETOL TPOGEKTIKA GE TEPITTAOCELS OV TO imatinib cuvdvdleton pe
ANUEDEPOUTEVTIKA TYAUATO TOV Vol YV®STO OTL oyeTiCovTon e NroTikh dvciertovpyio (PA.
mopaypapo 4.5 kot 4.8).

Kotakpdnon vypov

[Teprotatikd coPapng Katakpatnong vYpaV (TAevpttikd e&idpmpua, oidnua, TVELUOVIKO 0idN L,
aokitng, empavelako oidnua) Exovv avapepbei og mepimov 2,5% tov veodwyvachiviov pe XMA
acfBevav mov AopPdavovy imatinib. [''avtoév To AdYo cuvietdtar o1 acBeveig va {uyilovTal TOKTIKA.
Mo un avapevopevn ypinyopn adéEnon tov Papovg o mpémet vo d1epeuvATOL TPOCEKTIKA Kot £V €ivar
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amopaitnTo vo Aapfavovtal To amapaitnTo OEPUTELTIKA LETPO KOl VTOGTIPIKTIKN PPOVTIOn. X
KAMvVIKEG peLéTeg vNPEE AVENUEVT] GUYVOTNTO ELPAVIONS QVTAV TOV GUUPOUATOV GTOVG
NAKIOPEVOVG Kol GE EKEIVOVG LLE TPONYOVUEVO 16TOPIKO Kapdlaknc vocov. I'l'avtov Tov Adyo
amorteiton Tpocoyn o acbeveic pe kapdiokn dvciettovpyia.

Aocbeveig pe Kapdiakr) voco

Ot acBeveic pe kapdiokn VOGO, LLE TOPAYOVTEG KIVOUVOD KOPOIOKNG EKTTOOTNG 1 IGTOPIKO VEQPIKNG
éxntmong Bo Tpémel va TapakoAovdohvTol TPOGEKTIKA Kot 0T010GONTOTE acevic e onueia 1
GUUTTOOTO TOL GUVASOLV LE KOPILAKT 1] VEQPIKN EkmTmon Ba tpémet va alodoyeital Kot va
Oepamevetal.

Ye aobeveic pe vrepnoowoiiko cuvdpopo (HES) AavBavovca s non HES kuttépov eviog tov
LLoKapdiov, LEPOVOUEVEG TEPITTMOCELS KOPI10YEVOLS KoTamANnEiog/duoAertovpyiog TG oploTePNS
Kothag £yovv cuoyeTioTel pe amokokkinon tov HES kuttdpmv katd tnv évapén g Bepomeiog pe
imatinib. AvaeépOnke 0Tt 1) KATACTOCT KATESTN OVOSTPEYIUN LE TN XOPTYNOT CLCTNUATIKOV
GTEPOEODV, TN ANYN UETPOV VITOSTNPLENG TOV KUKAOPOPIKOD KOl TNV TPOCMPIVY SIOKOTT TOL
imatinib. Av Kot Kopolakég avemBounteg evépyeteg £xovv avapepdei oyt cuyva pe o imatinib pia
TPOCEKTIKT a&0AOYN O TG OPEAELNG/KIVODVOL TG Bepameiog pe imatinib Oa mpénetl va AngOei vdym
oto TAnBvoud pe HES/CEL mpwy v évapén g Bepaneioc. Ot

ULEAOOVOTANCTIKES/ LVEAODTTEPTANGTIKEG VOGOL e YovidtakEe avadtataéels tov PDGFR evdéyetal va
oyetiCovtor pe vymAd enineda noowoeilev. H a&loAdynon and €d1kd kapdioddyo, 1 dievépyeto
VIEPNYOKOPIOYPAPTLOTOS Kot 0 KatBopiopdg Tng Ttpomovivng otov opod Ba mpémet va Aappdvetan
voym o€ acbeveig pe HES/CEL kot og acBeveig pe MDS/MPD mov cuvdéovtat pe vynia enimedo
Nocoeilmv mpv T yopnynomn tov imatinib. Edv kdtt etvor pun guoiodoywod n mapakoronon ond
€101K0 KopO1oAOYO KOl 1) TPOPLACKTIKY YPNOT) CUCTNHATIK®V 6TEPOedV (1-2 mg/kg) ya pa £0g dVo
gBdopadeg TavTOYPOVa. LE To imatinib Oa wpémel va AneBei voy”n KaTd TV Evapén g Bepaneiag.

Tlaotpeviepucéc apoppayieg

Xmnv pekétn pe aobeveig pe aveyyeipnto kv petactotikd GIST avapépbnkay yootpevtepiiéc Kot
€vO0-0YKIKES apoppayieg (BA. mapdypaeo 4.8). Me Bdoet Ta dtabécipa dedopéva, dev Exovv
npoodiopiobel Tpodiabeciav mapdyovteg (w.y. péyebog dykov, viomion dykov, dutopoyég TENG) Tov
va Bétouv Toug acBevelg pe GIST oe vymAOTEPO KivOLVO Yo KO0 0 TOVG VO TOTOVG
ooppayiag. Emedn n avénuévn ayyeiwon Kot 1 Tdon yuo apoppoyio eival LEPog TS eHONG KoL TG
KhMvikng mopeiag tov GIST, ot kabiepopéves Tpaktikés Kot dladtkacieg mpénetl va epappoloviol o€
OA0VG TOVG 0GOEVELG VIO TNV TOPAKOAOVON O™ KO OVIIUETMORIOT TG OLOPPAYIOG.

EmnAéov, katd v eunepio petd v kuokAopopio otnv ayopd oe acbeveig pe XMA,OAA «on dAdeg
vooovg, &yl avoeephel 1 ayyelokn ektacio yootpikod dvipov (GAVE), wa ordvio aitio
yoaoTpoevtepikng aipoppayiog (BA. mapdypagpo 4.8). Epdcov yperdletar, 1o evogyOUEVO SLOKOTNG TNG
Oepamncioc pe Imatinib Teva umopei va e€etaoTet.

2Ovopouo Aonc OyKov
AOY® TNG TOAVNG EMOVELPAVIONS TOL GLVIPOLOL AV OYKOV, GUVIGTATOL 1] ATOKOTAGTUCT TNG
KAVIKGA GNUOVTIKNG apuodTmong kot 1 Oepameio Tov vynAlodv emmédov ovptkod 0&EmG TPy TNV

évapén g yopnynong tov imatinib (BA. mapdypapo 4.8).

Enrovevepyornoinon nrotitdoac B

Emavevepyonoinom g nratitidag B og acbeveic mov gival ypdviol popeic avton Tov 100 €xel
EUPAVIOTEL PETA TN Yop1yNom avacTtoréwy tng Tupociviknig Kivaong (TKI) BCR-ABL. Opiopéva
TMEPIOTOTIKG €lyav oG amotérecpa ofeia NTaTKN avendpKelo 1 KEPALVOBOLO NTATITION 00N YDOVTAS G
HETAUOGYEVOT NTOTOC N Bavatneopo EkPaon.

O1 aoBeveic mpénet va e€gTaotovv Yo Aoipwén and tov 10 HBV mpwv amd v évapén g Oepaneiog pe
Imatinib Teva. IIpw amd v évapén g Oeponeiog o€ aobeveic Tov avTIdPovV OETIKA 6TNY 0POAOYIKTY
aviyvevon g nratitidoag B (cupmeptrapfoavopévav exeivov pe evepyod voco) kot o acbeveic
Oeticovg 0N Aoipmén amd tov HBV katd ) didpkeia tng Oepameiag, mpénet va {ntnoei n cupfouvin
€W0IKAOV 6TV Nratikn voécso Kot 1 Oepameio g nroatitidoag B. Ot gopeic tov HBV ot omoiot yprilovv
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Oepameiog pe to Imatinib Teva npénet va mapakorovBobvol 6TeVa Yo GNUEIN Kol CUUTTOUATA
gvepyov Aoipwéng amd tov HBV katd tn didpreta tng Oepameiog Kot yio opketons pnveg HeTd T ANEN
g Oepomeiog (PAéne Tapdypogo 4.8).

dototofikdTnTa

H £éxBeom 610 Apeco NALIKO QMG TPETEL VO ATOPEVYETOL 1] VO ELOYIGTOTOLEITAL AOY® TOL KIVODVOL
omtotolikotnTag ToL oyetileTan pe TN Oepaneio pe imatinib. o Tpémel vo didovtal 0dnyieg oTovg
acfeveic MOTE Vo XPNOLOTOIOVV UETPO OTOC TPOGTATEVTIKO POVYIGHO KOl AVTINALIKO LUE DYNAO
deiktn mpootaciog amd tov Ao (SPF).

Opoufotikn pikpoayyelonddeio

Ot avaotoleic Tupooivng kvaong BCR-ABL (TKIs) éxovv cvoyetiotei pe Opopupotikn
pkpoayyelonddeto (TMA), cupuneptAapuPovopévoy HELOVOUEVOV TEPIOTATIK®V Yio To Imatinib Teva
(PA. mapdypago 4.8). Eav epgoviotodv epyactnplakd 1 kKAvikd svprjpota wov oyetilovror pe TMA
oe acBevi mov AauBavetl Imatinib Teva, n Ogpancio Oa Tpénet va drakodmTETON KO VO, YiveTat die€odikn
a&oroynon yia TMA, ocvpnepriapfavouévng g dpactikoétnrag ADAMTS13 kot Tov Tpocdiopioov
oL avTioouatog avil-ADAMTS13. Edv 1o avticopa avii-ADAMTS13 givar avénuévo oe
ovvdvaoud pe yaunin dpactikétnra ADAMTS13, n Oepaneia pe Imatinib Teva dev mpénet va
enovaineosi.

Epyaotmplokéc dokipacieg

[Mpetg apatoloyikol Eleyyot Tpémet va dtedyovtal TaKTikd Katd T didpketo TG Oepaneiog e
imatinib. H Bgpanegutikn aywyn pe imatinib tov acbevav pe XMA €yel ouoyeticbel pe ovdetepomnevia
N OpopPonevia. QoTOGO, 1| ELPAVICT] AVTOV TOV KLTTOPOTEVIOV TOUVOV oYeTI(ETUL LE TO GTASIO TNG
vocov Tov avtipetenileTol OepamevtiKd Kot nTav mo cvyveG o€ acbeveic ue XMA og emtoyvvopevn
@aon 1 Praoctikn kpion oe cvykpion pe acbeveic pe XMA og ypodvia pdon. H aywyn pe imatinib
umopet vo dtakomel 1 va peiwbet 1 d6om, OO GLVICTATAL GTN ToPdypapo 4.2.

H nrotwkn Aettovpyia (tpavoapivaceg, xolepudpivn, aAKoAMKn oopotdon) 0o Tpénet va eEAEyyeToL
TAKTIKA o€ aoBeveilg mov Aapfdvouy imatinib.

e aoBeveig pe emPapvvon g veppikng Aettovpyiag, 1 €kBeon Tov imatinib 6to TAAGHO QaiveTal Va
glvar vymAdtepn omd avtn g aoBeVEIS [LE PLGLOAOYIKY VEQPIKN AgTovpYia, TOHOVOV AOY® TOV
av&NpéEvou 6To TAAGHO EMTESOL NG AAPa O&IvN G YAvkompmteivng (AGP), lwog tpwteivng mov
deopevetar e To imatinib, og avTOVG TOVG a60eVElS. TOVG 0IoBeVEIC e emPApvvoTn TS VEQPIKNG
Aertovpyiag Ba mpénet va yopmyeitar n eddyiotn 6001 Evapéne. tovg acbeveic pe cofapn emPdapuvon
™G VEQPIKNG Aettovpyiog Ba mpémetl va yopnyeitou pe mpocoyn. H d6om pmopel va petmbel edv dev
givon avext (BA. mapdypago 4.2 ko 5.2).

H paxpoypdvia aywyn pe imatinib pmopei va cuoyetiCeton pe pa KAVIKE onuavtikny peimon g
VEQPIKNG Aettovpyiag. Oa mpémel, EMOUEVMS, 1 VEQPIKT Agttovpyia va a&lodoyeitol Tpiv amd v
évapén g Bepamneiog pe imatinib kot vo Topakoiovdeital otevd Kotd ™ didpkela g Oepaneiog, pe
Wwaitepn mpocoyn otovg acsbeveic Tov Tapovctdlovy Tapdyovteg KIvdOVOL Yo VEPPIKN
dvoiertovpyia. Edv mopatnpnbel veppikn dvcieitovpyia, 1 KATAAANAN dtoyeipion Kot aymyr| Oa
TPEMEL VO GLVAYOYPAPEITOL GOUPMVA LLE TIG TPOTVTEG KaTELBLVINPLES YPAUUES Bepameiog.

Hodwarpikodg tinduopog

"Exovv avaeepbei mepiotatikd kabvotépnong g avartuéng o€ madid kot Tpo-£@nBove Tov
AGupavav imatinib. Xe pio LeEAETN TOpaTAPNONG O€ TOdTPIKO TANOLoUd pe XMA, €xet avapepbei
L0 GTOTIOTIKA GNUOVTIKT (0AAG e ad1euKpivioTn KAVIKT] GUGYETION) UEI®OT OTIC SIUUECES
BabuoAoyieg Tomikng amdkAong Dyoug petd amd 12 kot 24 uiveg aymyng o€ Svo UIKPA VTOGHVOAN
ave&aptnto amd TNV EPNPIKN KATACTOON 1 TO PVAO. ZUVIGTATOL 1] GTEVH TOPOKOAOVONGN TN
avATTLENG TOV TOOLOV OV VLOKEWVTAL GE ay®YN Ue imatinib (BA. mapdypapo 4.8).
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4.5 AMMAemOpaoELg NE GALA QUPUUKEVTIKG TPOTOVTO KOl GALES pOpPEg arlinieniopaong

ApooTiKéc ovoieg Tov pumopei V'anENGOLVY TIG GUYKEVIPMGELS TOV imatinib oto Al

Ovoiec Tov avaotélhovy T dpactnpotnto Tov 16ogvivpov CYP3A4 tov kutoypdpatog P450 (m.y.
OVOOTOAELG TPpOTEdOTG OTTG Wvdvafipr, AomvaBipn/pirovafBipn, prrovafipn, caxwvafipn,
terampePipn, verpwvaBipn, PocenpePipn; aloAkd OVTIHLLVKNTIOGIKE TEPIAAUBOVOUEV®Y
KketokovalOAng, ttpakovaloing, mocakovaloing, fopucovaldAng, GUYKEKPIUEVEG LAKPOAMOES OTTMG
gpubpopvkivn, KhapBpopvkivn kot teEMBpopvkivn) pnopet vo, LEIOGOVY TO HETAPOAIGHO KOl VO
av&NGOVY TIC GVYKEVTPMOOELG TOL imatinib. Ynp&e po onuavtikn avénon oy €kbeon oto imatinib
(N péomn Chax ka1 1 AUC tov imatinib aviiOe og 26% kot 40%, avtictoya) o vyleic eBehovtéc, 6tav
ovyyopnynonke e pia ep'dmaé d6om ketokovaloing (evog avactoréa tov CYP3A4). Xvviotdton
wpocoyn otav yopnysiton to imatinib pe avaotoieic e owoyeveiog CYP3A4.

ApooTIKEC 0VOIEC TOV UMOPEL VO HELAVOLV TIG GUYKEVIPMGELS TOL imatinib oto TAdoua

Ovoieg ov gival emaywyeic g dpactnprotntog tov CYP3A4 (m.y. de&apebalovn, pavutoivn,
kapPBapalenivn, prpapmikivy, eowvopapPrtdin, poceawvotoivy, Tpyudovn | Hypericum perforatum,
YVooTo emiong ¢ eutd St. John's) umopei va peidoovy onuovtikd tnv £ékbecn oto imatinib,
avéavovtag mhava tov kivovvo Bepamevtikng amotuyiag. [Tponyndeica Oepancio pe morAamhéc 001G
prpaumikiving, 600 mg nuepncimg, akolovBoduevn amd wa e¢'anal 06om 400 mg imatinib giye g
amotédeopa T UeIwoT T™E Cmax Kot AUC(0-x) K0Td TOVAGY10TOV 54% Kot 74% 10V avTIoTOIYOV TI®OV
yopic Oepaneio pe prpapmikivn. [apopola amotedécpata tapatnpndnkay e acbeveic pe Koconon
yAoudpota Tov EAafav Bepaneia pe imatinib 660 AGUPavoy OVTIETANTTIKG QOPUAKEVTIKA TPOIOVTOL
enaymyng eviouwv (EIAED) 6mwg kapPapalenivn, o&ukapPfaleniviy kot pavvtoivn. H AUC oto
TAGGH Yo To imatinib peiddnie katd 73% oe ohyKplon pe Tovg aobeveic Tov dev Adppfavav
EIAEDs. H tavtoypovn yprion g proapmikivig 1 GAAov woyvpav enoyoyémv tov CYP3A4 kot tov
imatinib Oa wpémel v'amopevyeTal.

ApOoTIKEC OVGIEC TOV 1] GLYKEVIPMGT TOVG 6To TAGOU Uropel vo petoBarleTon and To imatinib

To imatinib av&aver T péon Cmax kot v AUC g swufoaotativng (vrdotpopa tov CYP3A4) katd 2
éw¢ ko 3,5-9popég, avtiotorya deikviovtog pia avaotorn Tov CYP3A4 amd to imatinib. [''avtov to
AdY0 cuvicTdTol Tpocoyn 6tav yopnyeitar to imatinib pe vrootpdpate CYP3A4 ue otevo
Bepanevtikd TapdBupo (1.y. Kukhoomopivn, mpolion, TaKPOAIOVS, GIPOAIOVS, EPYOTAUIVN,
SlepyoTapivn, PEVTUVOAT, QAPEVTAVIATN, TEpPEVAdivT, foptelopipmn, dokeTaléAn kat kvidivn). To
imatinib pmwopel v'avénocet T GuYKEVIPMOON 6TO TAAGHO GAL®Y EUpUAK®Y ToL peTaforilovtatl pEcm
tov CYP3A4 (n.y. tpraloro-Peviodialenives, amokAeloTég TV SIOA®MY TOV STHOPOTLPISIVIKOD
aoPectiov, optopévol avaoTtoAeils TG avaymydong tov HMG-CoA, 7.y, oTativeg KAT).

AOY® TOVL YVOOTOD ALENUEVOL KIVODVOD OOppayiog G€ GYECT| LE TNV YPNoN TOL imatinib,, ot
acBeveic mov yperdlovtar avturnTikd Oa wpénet va Aappfdvouy youniov poplakov Bapovg 1
KAOGGIKN NTopiv, avTi ToV Topaydy®V TG KOVHOPIivig OTTmc TV Bappapivn.

In vitro to imatinib avactéAiel T dpactnpidTa tov 1Woevivpov CYP2D6 tov kutoypdpatog P450
0€ CLYKEVIPAOGELC TAPOUOLES e aLTEG TOV emnpedovv T dpactnpidtnta Tov CYP3A4. To imatinib
ota 400 mg 500 Popéc NUePNGImMG TAPOLGINGE L0 AVASTAATIKT OpdoT 6TO HETABOMGLO NG
petomporoing pécw® tov CYP2D6 pe v Cax kKot AUC v'av&avovtar kotd mepinov 23% (90%Cl
[1,16-1,30]). Aev eaivetor va givon amapaitntes puBuicelg g d6ong dtav To imatinib cuyyopnysitot
pe vrootpodpato tov CYP2D6, vionTolg cuvicTdtol Tpocsoyn e o vTooTpmpato tov CYP2D6 pe
o1ev0 BepamenTikd Tapdhupo OTMG N LETOTPOAOAT. o TPEMEL VO AOUPAVETOL VITOYN 1] KAVIKNY
apakolovOnon oe acbeveic mov AapuPdvouvy HETOTPOAGAN.

In vitro, to imatinib avaotéAiel ™ O-yAvkopovdwvicon tng mopoaketouding ue iun Ki = 58,5
micromol/l. H avactoln ovtr| dev el mapotnpndet in vivo petd v yopnynon imatinib 400 mg kot
napaketapoAng 1000 mg. Aev éxovv peretndel vynAdtepeg dooelg imatinib kot TopoakeTopdAng.
Yuvictdral, enopéves, Tpocoyn otov to imatinib ypnowonoleitar og vyMAEG d6oe1C T TOYPOVA UE

TOPOKETAUOAT).
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e aoBeveic pe Bupeoedektoun mov Aapupdvovv Aefobuvpo&ivn, n ékBeor Tov TAACUATOG OTN
AePobupo&ivn pmopel va peiwdei 6tav cuyyopnyeitar o imatinib (BA. mapdypago 4.4). T'avtdv 0
AdyYo cuvictdton Tpocoyr|. Eviovtolg o unyoaviopdc g mapatnpndeicog aAinieniopaong stvoat mpog
T0 APV AyvVOGTOG,.

e acbeveic pe Pht OAA vrdpyel KAviky eumepio cvyyopfiynong tov imatinib pe ynuetodepomeio
(BA. mapdypago 5.1) aAld ot aAAnAemdpdoels papudiov pe eappoko peta&h Tov imatinib kot Tov
ANUELODEPOUTEVTIKOV SYNUAT®V dEV EYOVV KOAA YapaKTnplotel. Ot avemBounteg vEPyELE TOV
imatinib 61 NTATOTOEIKOTNTO, LVEAOKATACTOAN 1} GAAES pmopel va avEnBovv kat &xet avapepBel oti
N Tavtdypovn yxpnon pe L-acmapayvaon 6o propel mbavov vo cucyeticdel pe avnuévn
nrototo&ikomto (PA. mapdypapo 4.8). T''avtov to Adyo N xprion tov imatinib o cuvdvaoud anartei
wwitepn TpoPLAASEN.

4.6 Tovipétnta, kKinoen km yorovyio

luvaikeg og avaropaymykr nlkio

O1 YOVOiKEG GE OVOTOPAY®YIKT NAKIN TPETEL VO, GVUBOVAEDOVTOL VO, YPTCLLOTOIOVV ATOTEAEGLLOTIKY
aVTIGVAAN YT KaTd T d1dpKeLn TG Oepomeiog Kot Yo TovAdyiotov 15 nuépeg LETA TN SLOKOTN TNG
Oepamncioc pe Imatinib Teva.

Kvnon

Yrdpyovv meploptopéva GTotyeln Ao Tn ¥pnon TG imatinib og éykveg yovaikeg. YmnpEay avapopég
UETA TNV KUKAOQOPIO Y10 UTOATEG OTOPOAEG KOl GLYYEVEIS AVMUUAIEG GE VEOYVA ATt YUVOIKEG TOV
éyovv AdPet imatinib. Qotodoco, pekéteg o (da £xovv deifel avamapoywyikn ToEikdtra (BA.
TapAypoeo 5.3) Kot 0 evogyOUEVOGS Kivouvog yia To EuPpuo eivar dyvootog. To imatinib dev mpémet va
YPNOLOTOLEITUL KATE TN SIAPKELN TNG EYKVHOOVVNG EKTOC AV £lval capd¢ amapaitnto. Eav
ypnotpomoinfel kotd tn didpkela TG EYKLUOGUVIG 1 aoBeVIC Ba TPEMEL VO EVILEPDOVETAL Y10l TOV
EVOEYOUEVO KivOUVO Yia TO EUPpuo.

OnAacpog

Yrdpyel meplopiopévog aptBpog TANPOPOPIOVY Yol TN KOTOVOUT TOV imatinib 6to avOpdmivo yaAa.
Meléteg og dvo yuvaikes mov OAalov amokdAivyav 6Tt TOG0 To imatinib 660 Kot 0 SpacTIKOS TOV
petafoAitng pumopel va kotavépoviol 6to avOpmmvo yaia. O Baburoc yahaktog 6To TAAGLLO TOV
ueAethonike o€ éva povo acbevn kabopiotnke oto 0,5 yia to imatinib kot 0,9 yia tov petaforitm,
VTOINADVOVTOG HEYOADTEPT] KATAVOUT TOV PETAPBOAITN 6TO YaAa. AapuPdvovog vroyny v
ovuvoLaLOUEVT GLYKEVTPMOT TOL imatinib katl Tov PHETAPOAITN Kot TNV HEYIOTN NUEPNCia TPOSANYT
Yahaktog amd o Ppéen, 1 cuvoAlkY| £kBeom Ba avapevotav va etvar yopnin (~10% pog
Oepamevtikng 060nc). [Tapdra avtd, apov To amoteAéopoto TG £kBeonc Tov PpéPovg 6€ YoUnAn
d0o1 imatinib givol dyvmota, o1 yuvaikeg dev Tpémnel va Onialovv katd ) didpketo TG Bepaneiog Kot
yio TovAdylotov 15 nuépeg peta ) dtakonn g Oepanciog pe Imatinib Teva.

Tovipdtta
Xe un KAVIKEG dOKIUES, OV EMNPEAGTNKE 1] YOVILLOTNTO T®V ONAVKOV KOl GPGEVIKMDV 0pOVPLImY,

ToPOAO TOV TOPOTNPNONKAY ETOPAGELS GE AVATAPUYWYIKES TAPAUETPOLS (PA. Tapdypapo 5.3). Agv
&yovv dieEaybel peréteg oe aocbeveic mov AdpPavay imatinib, 6cov apopd TNV EXIOPAGCT) TOV GTNV
yovipdtnTa Kot TV yopetoyéveon. AcBeveic ol 0moiol avnouyovV Yo TNV YOVILOTNTO TOVG EVM Eivat
o€ Oepameia pe imatinib wpémel vo cupfovievbodv Tov 10Tpod TovC.

4.7 Emdpdosic oty iIkavéTnTa 00171161G KO JEPIGROV UNYAVIRATOV
Ot acBeveic Oo Tpémet vo TPOEIBOTOI0VVTAL OTL UTOPEL VL EUPOVICOVY aVETIOOUNTEG EVEPYEIEG OTTMC

CaAn, BoAn 6paon 1 vvniia KoTd TN dtdpKeLn TG oy@yng pe imatinib. [M'oavtdv To AdY0 cuvieTdTon
TPOGOYN KOTA TV 00N yNoN N XEPICUO PnYovnUdTmY.
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4.8 Avem@opnteg evépysieg

epiinyn tov Tpoeil acoareiog

Acbeveig pe kaxonbeieg oe TpoymPNUEVE GTAdIO UTOPETL VOl £XOVV TOAVAPIOUES, TOPEUPAALOUEVEG
LOTPIKES KATAGTACELS OV vt 1 oittiol avemBOUNTOV EVEPYELDY OV ival duoKOAO va a&torloyndodv
AOY® TNE TOKIMOG T®V GUUTTOUATOV TOL oYeTIloVTaL LE TNV LITOKEIEVT VOTO, TNV e£EMEN TNG Ko
T1 GLYYOPNYNOT TOAVAPIOU®Y PUAPUAKEVTIKDV TPOIOVIMV.

Xe kKMviKEC peréteg e XMA, 1 d1aKOT TOV QapUdKov, Ady®m avemiBountov avtidpdoemy
oyeTlopévov e to pappoko, Tapatnpndnke oto 2,4% twv veodlayvachiéviwv acdevav, 6to 4% Tov
acevav pe oyyun xpovia Ao LETA amd amotuyio tng Bepameiog pe wteppepovn, oto 4% TmV
acBevav pe emrayvvopevn edon petd and anotvyio g Oepanciog pe vtepeepovn Kot 6T0 5%
aocBevov pe PAacTtikn Kpion petd and amotvyio tng Oepameiog pe wwiepeepdvn. e GIST 1o pdppako
g HeAEg dokomnke 6to 4% TV acbevav Ady® averiBounToy evepyEIdV GYETILOUEVOV UE TO
(APLLOKO.

Ot avemBOunTeC evépyeleg NTOV TOPOUOLEG O OAEG TIC vdeitelc, ue 6vo eEapéaeic. [lapatnpnbnke
peyorvutepn puelokatootodn og acbeveic pe XMA am'ott o acbeveic pe GIST. Avtd mbavov
oyetileton pe v vokeipevn voco. v HeAétn pe acBevelg pe aveyyeipnto koM petactotikd GIST,
7 (5%) aocBeveic mapovoiacav CTC Babuov 3/4 aoppoayieg and o yaotpeviepkd (3 acbeveic),
aoppayieg evtog tov 6ykov (3 acbeveic) 1 kot Tig dvo (1 acbevig). H evtomion towv 6ykwv 6to
YOOTPEVIEPIKO UMOPEL vaL VoL 1 TNYT TV ALHLOPPAYIDOV TOV YaoTPeEVTEPKOV (BA. Tapdypapo 4.4). Ot
OLHOPPAYIES OO TO YOGTPEVTEPIKO KOl Ol OLLOPPAYIiES EVTOG TOL OYKOV LITOPEL va, eivat coPapég Kot
UEPIKES PopEG Bavatneopes. O o ouyvd ovagepoueveg avembounteg evépyeteg (> 10%)
oxeTOUEVES LE TO PAPLOKO KOl GTLG 000 OUAdES TV NTLOL VAL TIO, EUETOG, O1GPPOLd, KOTMAKO GAYOG,
KOT®OT|, LoaAyia, poikég kKpaumeg kot eEavonua. To emumoAng oAt NTOV £V GLYVO VPO O
OAEG TIC KAWVIKEG LEAETEG KO KVPLO, TTEPLYPAPTKAY MG TEPIKOYYIKA 00T LOTO 1) OONUATO TOV KATWO
axpav. [TapoA'avtd avtd To odNpHaTE HTOY GTaVing cofapd Kot UTopEl va avTHET®TIoO0DV pe
dovpnTiKd, GALN VTOGTNPIKTIKG LETPA N LEL®VOVTOG T 600T Tov imatinib.

Ortav 1o imatinib cuvdvdotnke pe ynuelodepaneio vyming 60omng oe acbeveic pe Ph+ OAA,
mopoTnPNONKe Tapodiki NIaToToEIKOTNTA e TN LOPPT TNG ADENCNG TOV TPOVGOULVACHOV KOl TNG
vrepyorepvOpvarpiog. Aapupdvovtag voyn Ty Teploptopévn Baon dedopévav aopaAsiag, ot
avemounteg evépyeleg mov Exovv avapeplel péypt onuepa o€ moldd gival GVUPOTEC LE TO YVOGTO
poeik aopoleiog oe eviikeg acbeveic pe Pht+ OAA. Ta dedopéva acpareiog yio mondid pe Ph+
OAA gival Tod0 Teplopiopéva TopdAro mov dev Exovv eakpifmbel véeg avnovyieg yio TV ac@dAELO.

Alpopeg avemBounTeg EVEPYELES OTMG TAEVPITIKT EEIOPMUATIKT) GLAAOYN, OOKITNG, TVELLOVIKO
oidnua Kot ypiyopn avénon Papovg e 1 yopig EMTOANG 010N LTOPEL CUYKEVTIPOTIKA VO
TEPLYPAPOVYV MG KKOTAKPATNGN VYPOD». AVTEC GUVINOMG UTOPEL VO OVTILETOTICOOVV LIE TPOCWPIV
dloKoT ToL imatinib Kot pe SOVPNTIKA KoL pe GALO KATAAANAO HETPO, VTTOGTNPIKTIKAG PPOVTIONS.
Q61660 KAMOolES 0md AVTES TIG AVEMOOUNTEG EVEPYELEG UTOPEL VO Elval GOPOPES 1) ATEIANTIKES Y1 T
Con kot kdmolotl acBeveig pe Practikn kpion TéBavay pe TOAOTAOKO KAVIKO 16TOPIKO TAEVPLTIKNG
€E10POUATIKNG GVAAOYNG, GLUPOPNTIKNG KAPIIOKNG AVETAPKELNG KOl VEPPIKNG EKTTOONC. Agv
VP& 11HTEPO EVPTLOTA GYETIKA LE TNV OOPUAELN GE TUSIATPIKEG KAIVIKEG LEAETEG,.

AvemBOunteg evépyeteg

Ot avemBOUNTEC EVEPYELEG TTOV OVOPEPOVTUL OG TEPIGGOTEPES OO U0l LELOVOUEVT] TEPITTOOT
KOTOTAGCOVTOL TAPAKAT®, OVOAOYQ LE TN KATNYOPio TOL GUGTHLATOG OpYAvoV Kot Tn cvyvotnta: Ot
KaTnyopieg ouyvotntag opilovral pe Pdomn v akdiovdn coupacn: mold cuyvéc (> 1/10), cuyvécg
(>1/100 émg <1/10), oyt cuyvég (>1/1.000 émg <1/100), omdvieg (> 1/10.000 émg <1/1.000), woAd
onavieg (<1/10.000), un yvootég (dev umopovv va ektiunBovv pe Paon ta dwbécia dedopéva).

Evtog kd0e xommyopiag cuyvomtag epneavione, ot avemiounteg evépyeleg mapatifevtol katd celpd
GLYVOTNTAG, LLE TNV TTLO GLUYVT] VO OVOQEPETOL TTPDTH.

Ot avemBOuNTEG EVEPYELES KO OL GLYVOTNTEG TOVLS OV TtapaTifevton otov [ivaka 1.
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Mivoxkog 1 XvvonTikég Tivakag avemOopuntmv evepyet@v

AOYOEEIS KU TAPUCITAGELS

Oy ovyvég "Epmnrag {ootipog, amhog EpmnToc, pvogopuyyitida, mvevpovial,
KOATITIO 0, KOTTAPITION, AoIH®mEN TOL OVATEPOL AVATVELSTIKOD
GLGTNLOITOC, YPinN, ovporoinmén, yacTpeviepitida, oNyn

Xrhvieg Muknrioon

Mn yvootég Enmavevepyonoinon nratitidoag B*

Neomhdopoto KoeAon0n, Kako0n Kol un Kedopropéva (TEPIAORBAVOVTAL KUGTELS KU1 TOAMTOOES)

Xmavieg 2Hvdpouo Avong dykov

Mn yvooTtéc Awoppayio dyKov/vékpwon dykov*

AwTopoy£S TOV GVOGOTOLTIKOD GUGTHIATOG

Mn yvootég | Avaeuioktikny Kataminéio®

AWTOPOYES TOV GIILOTOUTIKOV KOl TOV AEUPIKOY GVGTINOTOS

IToAb cuyvéc Ovdeteponevia, OpouPomevia, avarpio

Xuyvéc [Movkvttapomevia, EUmHPETN 0VLOETEPOTEVID.

Oyt ouyvég OpouPokvTTap®ST, AEUPOTEVID, KATOGTOATN TOL LVELOD T®V 00TMV,
NOGIVoPIMa, Aeueadevondeia,

XmAvie Aotk avaipio, Opoufotikn pikpoayyslonadsio

Awtapoayés Tov petafoiopov Kot tne 0péyng

Yuyvég Avopeéia

Oy ovyvég YrnokaAloupio, avénon g 6peéng, vropwopatapia, peimon g opeéng,

aQLOATMOOT), OVPIKN apOPiTId, VITEPOLPLYULLIN, VTTEPACPESTINLLI,
VREPYAVKOLLLO, VTOVOTPLOLLLIOL

Xrdvieg Yrepkohoupio, vrouoyvnoloipio

Yoyotpikés drotapoyég

2uyvéc Abmvia

Oy cvyvéc KotdOiwyn, peiopévn yevetiota opun, dyxog

Xravieg 2VYYVTIKY KOTAoTOoN

AlTapoyéS TOV VELPLKOV GLGTHNATOG

IToAb cuyvéc Kepoahyio?

Suyvéc 76\, mapoicOnoia, dtatapayn The yevong, vrouctnacio

Oy ovyvég Huwpavia, vavniio, cuykomny, TepioepIkn VeELPomadeLn, EXNPEASUEV
LVAHN, oytodlyio, GOVOPOLO VGOV TOJIDV, TPOLOG, EYKEPOAIKT|
ooppayio

Xrdvieg AvEnuévn evookpaviokn TECT), GTAGHO1, OTTIKY VEVPITION

Mn yvootég Eykepoiikd oionuo™*

Op0alukég owotapayés

2oyvEc Oidnua Prepapov, avEnuévn dakphppoto, aoppoyio TOV ETIMEPLKOTA,
emmeLKiTdn, Enpoehaiuia, BoAn dpacn

Oyt ouyvég Epebiopog opbBaipon, mévog Tov 0pBoipod, oidnua tov Koyyov,

apoppayio Tov oKANPoY, alpoppayic ToL AUPPANGTPOELSOVG,
BAepapitida, oidnua TG OYPAS KNAISOC

Xrhvieg Koatappdktng, YAadkmua, oidnuo tng ontiknig OnAng

Mn yvootég Awoppayio Tov VOAOEBOVG COUATOG*

AlTopoyés Tov OTOS Kot Tov Aafupiviov

Oy ovyvéc | Tayyoc, eufoéc, anmAeia, aKong

Kaopowkég owatapayéc

Oyt ouyvég AicOpo ToApdV, TayuKapdic, COLEOPNTIKY KapSLKY ovemdpKela’,
TVELLLOVIKO 01dn oL

Xrdvieg Appofpio, KOATIKN LOPUOPVYT], KOPSIOKT VOKOTT, ELPPYLLO TOV
uvokapdiov, oTNOAYyYN, TEPIKOPIIOKT GVAAOYN

Mn yvooTtéc [epkapditida*, kapdlokdc EMTOUATIGUOSH

Ayyewokég dworapayic?
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Xuyvéc ‘E€aym, awoppayio

Oy ovyvég Ynéptoon, oUdT®p, VTOCKANPIS0 OUATOL, TEPLPEPIKT YUYXPOTNTO,
vrdtaon, eavouevo Raynaud

Mn yvooTtég Opoupoon/eppforn*

AwTopay£S TOV GVETVEVGTIKOD GUGTHRATOS, TOV 0DPUKE KUl TOV pgc0d®pdKLov

Yuyvég Avonvola, emiotaén, Byog

Oyt ouyvég Y e{okmTIKT] GUALOYI, QUPLYYOAAPLYYIKS GAYOC, PapLYYITISa

Xmavieg [TAevpitikdg TOVOG, TVEVIOVIKY TVEWGOT], TVEVLOVIKT VIEPTACT),
TVELLLOVIKT) oupopporyio

Mn yvootég O&gio avomveLoTIKY ovemdpkela*, dideon Tvevpovomddsio*

ATOPOYES TOV YOOTPEVTEPLKOV

IToAb cuyvéc Navtio, Sidppota, éuetoc, duvomeyio, Kook Ghyoc®

XoyvEC Metewpiopdg, d14tacn e KOIAMag, YOGTPOOIGOPOY KN
moAvdpdunon, duckotidtnta, EnpocTopia, YooTpitida

Oy ovyvég Yropatitidn, eEEAK®MON TOL GTOUATOS, ALOpPayic, TOV
YOOTPEVTEPIKOD GmMva’, Epuyn, HéLava, 01GoQaYiTIda, acKiTNG,
YOOTPIKO EAKOG, QUOTEUEDT], XEMTION, ducpayia, ToyKpeaTiTIdn

Yrhvieg KoAitida, g1heds, pAEYUOVOONG VOGOG TOV EVTEPOV

Mn yvootég Evedc/evtepikn amoppaén®, didTpnon Tov YaoTPEVIEPIKOD COANVA™,

EKKOATOUOTITIO0®, YaoTpikoD dvtpov ayyewakh ektacio (GAVE)*

AWTopuyéS TOV NTO.TOS KUL TOV JOANPOPp®V

Xuyvéc AvEnon nrotikav evidumv

Oy cvyvéc YrepyolepvOpvario, nrotitida, iKTePOC

révieg Hratuer avendpketod, nmatich vékpoon

AWTopoyéS TOV OEPUATOS KUl TOV VTOOOPLOV 16GTOV

[ToAd Guyvéc [Mepkoyykd oidnua, depuatitdo/Exleno/eEavinua

Yuyvég Kvnoudg, oidnua tpocsmmov, Enpodepuia, epbinua, aromrekia,
VUKTEPIVOL 1OPMTEG, AVTIOPOoT Amd pmTOLVOIcONGin

Oy ovyvég dloktavmoeg eEavonua, Loilmmog, avénuévn epidpwon, Kvidwon,
EKYOUW®OTN, ALENUEVT] TAGT EKYVUADGEDV, VTTOTPIY®ON,
VIOYPOUATIGUOG OEPHOTOC, ATOPOAIOMTIKY depUaTiTION, pHEN OVLYO,
Bvlakitida, TETEYELES, YMPLUOT, TOPPUPO, VIEPYPOOT OEPLLOTOG,
TopPoAYOSN e£avOiuata, vrodeppatitido’?

Yrhvieg O&eio epmdpetog ovdeTepoPIAKN deppuitmon (cHvdpopo Sweet),
SUCYPOUATIGHOG OVVYQ, OYYELOVELPAOTIKO O10MLLOL, PAVKTAULVAOOESG
eEavOn o, TOAVLOPPO PO, AEVKOKVTTAPOKANCTIKY ayYEUTION,
obvopopo Stevens-Johnson, o&eia yevikevpévn e&ovOnuatikn
eAvktaivoon (AGEP), méuerya®

Mn yvootég YOvdpopo madapo-telpatiaiog eppfpodvcaicOnciag*, Aetyevoeldn

vrepKepATOON™, opaAdg Aeymvac®, Tolikn emdepuikny vekpolvon*,
(QOPLOKEVTIKO EEAVOMUO IE NOCTVOPIAIN KOl GUGTNUATIKG CUUTTMOLOTO
(DRESS)*, yevdomoppupio™*

AWTOPOYES TOV HVOGKELETIKOV GUGTIIO.TOS KOl TOV GUVOETIKOD 1GTOV

IToAb cvyvéc Mvikoi oTacpol Kot KPAUTES, LVOCKEAETIKOG TOVOG
cvpmepapfavopévng poakyioc®, apbpalyiog kot 05TKoD TOHVOL?

Yuyvég Oidnua apbpmcewv

Oy ouyvéc Avokapyio podv Kot apdphdoemv, ooteovékpoon™®

XmAvie Mvikn advvauia, apBpitida, pafdopvoéiven/uvonadsia

Mn yvooTtéc Kabvatépnon g avantuéne o€ modid*

AWTopay£S TOV VEQPAV KUl TOV 0VPOPOP@V 00DV

Oy ovyvég AAyoc veppov, aipatovpio, 0Eglo VEQPIKT AVETAPKELL, oLENUEVN
oLYVOTNTO 0VPNONG
Mn yvootég Neppikn avendpkelo ypovio

Awtopayfc TOV avaTapo!

@WYIKOU GUGTILATOS KUL TOV PLO.GTOV

Oy ovyvég

IMvocopaotio, oTuTIKY SucAEITOLPYiQ, UNVoppayic, AKAVOVIGTN

guunvog puon, 6e£ovolkn duciertovpyia, dAyog ONANg Looctob,
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S1OYK®GOTN HOGTOV, 010N 06YE0V

Zrdvieg Aoppayikd oypod COUATIO/ALOPPUYIKT KDGTN w0ONKNG

I'evikég 10TopoyéS KOl KUTAGTAGELS TG 000V Y0P YyNoNS

IToAb cuyvéc Kotaxpdtnon vypdv kot oidnuo, KOTwon

Suyvéc Advvapia, mopeia, avad ohpka oidonua, piyn

Oy ovyvég Owpakikd dAyoc, aicOnuo Kakovyiog

Hopoxvikég e€etdoeg

IToAb cuyvéc AvEnon Bapovg

Suyvéc Meimon Bdapovg

Oy ovyvég AvENoN Kpeativivng aipatog, avénon KpeaTIVIKNG OGOPOKIVAGNS
aipatog, avénomn yorakTikng Sebdpoyovacng aipatoc, abENCT AAKAAKNG
POCEATAONG OiLATOC

Xrvieg AvENoN apvAdonc aiptoTog

* Av100 T0V TOTOL 01 AVTIOPACELS £YOoVV avaPePHel KVPIMG KOTA TNV EUmELpia LETA TV

KuKAOQ@Opia Tov imatinib otV ayopd. Xe avtég Tepthappdvovtor avBdpUNTES OVOPOPES
TEPIOTOTIKOV KOOGS Kot coPapéc avemBounteg evépyeteg amd pueiéteg o€ e&EMEn,
TPOYPAUUATO, EVPEING TPOGPAONC, KAVIKEG POPLOKOAOYIKEG LEAETEG KO OIEPEVVITIKEG LEAETEC
v o€ U eykekpiuéveg evoesifelc. Kabmg avtég ot avtidpdoelg Exovv avapepbet amd
TnOvopd aféPatov peyébovg, dev gival mhvta SVVOTOC 0 0EIOTIOTOG VITOAOYICUOS TG
GLYVOTNTAG TOVG 1 1 ATOOEIET OUTIOAOYIKNG OYEoMG e TNV £kBgom 6To imatinib.

1 [Tvevpovia avapépbnke o cvyva oe acbeveic pe XMA og petatpony| kot o€ acbeveig pe
GIST.

2 H xeporaryia rav cuyvotepn otovg acbeveic pe GIST.

3 Xe Baon acBevodg-£Tovg, Ta KapdtoKd cupUPavTa TEPIAAUPOVOUEVIC TG CUUPOPTTIKNG

KOPOOKNG avendpkelag TapatnpnOnKay o cuyvd o acbeveic pe XMA o€ petatponi o' 0,Tt
o€ acbeveig pe ypoévia XMA.

4 H é&aym frav wo cuyvn oe acBeveig pe GIST ko 1 apoppoaryio (otpdToUR) HTOV TO GUYVH G
acBeveig pe GIST ko pe XMA og petatponn (XMA o€ emtayvvopevn edon kot XMA og
Praoctikn kpion).

5 H vreloxmtikn cvAloyn avapépdnie mo ouyva oe acbeveig pe GIST kot o acbeveig ue XMA
o¢g petatponn (XMA og emttayuvopevn edaon kot XMA cg BAactikn kpion) an' 6,11 o€ acbeveig

pe ypoévia XMA.

6+7 To kothaKkd dAyog Kot 1 aloppayio Tov YAGTPEVTEPIKOD COANVA TOPATPNON KAV TI0 GLUYVE G
acbOeveic pe GIST.

8 "Exouvv avaepBel Bovatneopeg KataAnEelc NTATIKAG OVETAPKELNG | NTATIKNG VEKPOONG.

9 MvockeleTikog ToHVoC Katd T didpkelo Bepaneiog e imatinib 1 petd tn otoKony

TopoTNPNONKE HETA TNV KUKAOQOPID TNV ayopd.

10  MvOGKEAETIKOG TOVOG KO GYETIKEG AVETIBOUNTES EVEPYELEG TTOPOTNPNONKAY O CLYVA O
acBeveic pe XMA ant' 6,11 og acbeveic pe GIST.

11 "Eyovv avaeepbel Bavomedpes katain&elg o€ acbeveic pe voco Tpoympnuévov atadiov,
cofapéc Aoudéetg, coPapr| ovdeTepomevia kKol AALEG GOPAPEG CLVVLTAPYOVGEG KOTAGTAGELG.

12 ZvpmeprrapPavopévov olddovg epudnpatog.

IIeprypaen emAeyuEvmv oveTBOUNTOV EVEPYELDV

Eravevepyoroinon s nratitidag B

Emavevepyomoinon g nratitidag B éxet avaeephei og cuvovaoud pe BCR-ABL TKI. Opiopéva
TEPIOTOTIKG glyav oG amotéAecpa ofeia NTATIKN AveTdpKelo 1] KEPALVOBOLO NTATITION 00N YDOVTAS G
uetopdoyevon nratog N Bavorneopo éxPoaon (BAéne Tapdypogo 4.4).

AvouaMec EpYAcTNPLUK®OV dOKIULOV

Anuotoloyikes drotapayés

Ye XMA, xvuttapomnevieg, 101k ovdetepomevia kot Opopfokvttaponevia givar Eva otabepd ebpnuo o
OMeg TIC peAETEG e EvOelgn Yio LEYaADTEPT CLYVOTNTA OTIG HEYaADTEPEG 0O0ELG > 750 mg (neAétn
oaong I). Qot000, 1 ELEAVIOT] TOV KUTTAPOTEVIMY TOV HTAY GOQMG eEUPTNUEVT OO TO GTASIO TNG
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VOG0V, TN cVyvoTTo. TG Paduidag 3 1 4 Tov ovdetepomevidv (ANC < 1,0 x 10%/1) kot Teov
Bpoupomevidv (apduog oapometariov < 50 X 10%/1), tav 4 pe 6 popéc vynAdTEPY o8 PAACTIKY Kpion
Ko emroyvvopevn edon (59-64% kat 44-63% yio ovdetepomevia Ko Opopfokvttaponevia,
avtioTolya) o€ GUYKPIoN UE ToVg veodlayvaobévieg acbeveic o ypovia pdon XMA (16,7%
ovdeteponevia kot 8,9% BpopPoxvtraponevia). e veodayvmabévieg oe ypovia pdon XMA,

BoOpov 4 ovdetepomnevia (ANC < 0,5 x 10%1) kou Opoppokvttaponevia (aptduodc

awpometariov < 10 x 10%1), mapatnpndnke 610 3,6% Kat 6e 1060616 < 1% TV AcOEVOY ovTicTOLY(O.
H péon ddpkela tov ovdeteponevikdv Kot Opopufonevikav enelcodinv koudvinike cuovnbwng omd 2
£€m¢ 3 efdopddec kat amod 3 £wc 4 efdopddec, avtioTtolya. AVTEC Ol AveEmBOUNTEG EVEPYELEC LTOPOHV V'
avTiueTonicfolv gite pe peimon g 06oMC, €ite e d10KO0TN TNG Ay®YNG |e imatinib oA umopei o
OTAVIEG TEPUTTAOCELS VO 001 YTICOVV GE OPLOTIKT| SLOKOTN TG Oy®YNE. 1€ TOdTPIKOVS 0ioBevelg e
XMA ot mo cvyvég To&kotnTeg Tov TapatnpnOnkav nToav Pabuod 3 M 4 Kuttapomevieg mov
ovumepAdupavay ovdeteponevia, Bpopfokvtraponevia kot avaipio. AVTEC yevikd speavioviol Katd
1 SLAPKELN TOV TPAOTOV UNVAV Bepameiog.

v perétn pe acBevelg e aveyyeipnto ko petactotikd GIST, avopio Babuov 3 kot 4
avaeéptnke oto 5,4% xar 0,7% tov acbevdv avtictoya kot Umopel vo oyeTileTOl LE YOOTPEVTEPIKN N
aopparyio EvTOg ToL OYKOV GE TOLAGYIGTOV UEPIKODVS 0t Tovg oiobeveig. Ovdetepomevia Pabuov 3
Kot 4 mapatnpnnke oto 7,5% kot 2,7% tov aclevodv avtictoyo kot fabpod 3 Opouponevia oto
0,7% tov acBevov. Kavévag acBevic dev avéntuée Pabpot 4 Bpopponevia. Meimon twv AuK®OV
OLLOGEUPIOV KoL TOV AP0l T®V 0VOETEPOPIAMY TUPOLGLACONKE KUPI®MG KOTA TN SIGPKELD TV
TpoTev &L efdopddmy Bepameiog, pe TIHEG TOL TAPEPEVAY GYETIKG oTafepég PeTd om'avTd TO
LGt

Bioynuiréc drarapoyés

YoBapn avénon tev tpavoapvacov (< 5%) 1 g xorepvpivng (< 1%) mapatnpndnke oe acbeveig
pe XMA ko avtyetonicOnke cuviBog pe peimon g 06ong 1 dtakonn (1 dtdpeon didpkelo ovTmdv
TOV ENELG0SIMV NTav TePinov o fdopdada). H aywyn diekdnn optotikd, AOy® NraTiKOv
EPYACTNPLOKAV dtatapaydv, o Aydtepo and 1 % tov achevav pe XMA. Ze acbeveig pe GIST
(pnerétm B2222), mopatmpnOnkav oto 6,8% avénoeig ALT (akavivikny apwvotpaveeepdon) Babuod 3 1
4 ko oo 4,8% avénoeig AST (aomaptikn apvotpavepepaon) faduov 3 4. H advénon g
yorepuBpivng NTav Katwm tov 3%.

Ymp&oav TePITTMOCEIC KUTTAPOAVTIKNG 1] YOAEGTUTIKNG NIOTITIONG Kot NoTIKNG avemdpkelog. Kamotot
ar'ovtovg KatéAnéav, cvureptiapupavopuévov evog acbevodc e YNAN 8061 TUPOKETAUOANG.

Avapopd TBavoA0yoLUEVOV ovETBOUNTOV EVEPYELDV

H avagopd mboavoroyoduevov avemtBOunTov evepyelmV PETH amd T YopnyNon Gdelog KukAopopiag
TOV QUPUOKELTIKOD TPOIOVTOG etvan onpavtiky. Emitpénet n cvveyn mtapakorobnon g oxéong
0PELOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIOVTOG. ZNTEITOL atd TOVG EMAYYEAUATIEC VYELOG VL
avaPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELEG LECH TOV EOVIKOD GLGTILATOG
ovapopds tov avaypdeetot 6to Hopdptmua V.

4.9 Ynepoocoroyia

H epmepia pe d6ce1c vynAdtepeg and v cuvieTodpevn Bepamevtikny doon eivar Teplopiouévn). Exovv
avapepOel LEUOVOUEVEG TEPITTAOCELS VTTEPOOGOAOYING LIE imatinib, TavTtdypOve KOl GTNV
Biproypapia. Ze mepintwon vrepdocoroyiog o acbevig Tpémel va Tapakorovdnbel kot va dobel n
KatdAANAn copntopotiky Oepaneia. ['evikd, n €kfoon ToOV TEPTTOCE®V ALTOV NTaV «BedTion» 1)
«avappwony. [TepiototiKd o omoio avaeEépOnKay o€ S1apoPETIKEG S0GOAOYIEG £XO0VV MG aKOAOVOMC:

Evidkoc minfvoude

1200 mg pe 1600 mg (kopavopevn duapketo peta&d 1 éog 10 nuépec): Novtia, épetog, didppota,
e€avonua, epvbnua, oidnua, dtdykwon, kéwwon, pikol owacpoi, Opouponevia, TavkvtTapotevia,
KOWMOKO GAyog, kepaiodyia, Opeén PHeElOUEVD.

1800 mg pe 3200 mg (¢mg kot 3200 mg nuepnoiog yio 6 nuépeg): Advvapio, Loaiyic, POCEOKIVAOT
KepaTvivng avénuévn, xohepudpivn avénuévn, yootpevepikd aAyog.
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6400 mg (o d6om): Eywe avapopd oty Piprioypopio mepiotatikod &vog acbevodc o omoiog
TOPOLCicE vouTio, EUETO, KOWKO dGAyoc, mupefio, OOYK®ON TPOCMOTOV, UELOUEVN UETPNON
0VOETEPOPIAMV, TPAVOAUIVACES ALENUEVEG.

8 g ue 10 g (Lo d60m): "Eyovv avaeepbel £1etog Kot YaoTpevTepKd GAY0G.

Hodwotpucde Ttinbovoude

"Evoc appev 3 etddv, o omoiog extédnke o 060 tv 400 mg Tapovsioce ELeTO, didppota Kot avopeEio
Kot GAAOG €vag Gppev 3 eTmv 0 omoiog ektédnke oe doon TV 980 mg mapovcioce aplOud
AEVKOKVTTAPOV UELMUEVO Kot S1appola.

Xe mepinton vrepdocoroyiag, o achevig Ba mpémel va mapakoiovdeital Kot Tpémet va yopnyeitor n
KATOAANAN OEpOmEVTIKT Oy @YT).

5. OAPMAKOAOTI'IKEY IAIOTHTEX
51 DopProKOIVVOUIKES 1O1OTTES

Ddoppokobepanentikn katnyopio: Aviveomrhacpotikoi Tapdyovteg, avactoleic BCR-ABL tng
Kwvaong tng tupocivne, kwdikog ATC: LOLIEAOL

Mnyoviouog dpdong

To imatinib gival éva pkpd LOpLO AVOGTOAEN TNG TPOTEIVIG KIVAGT TG TVPOGIVIG TO 0010
avaoTéALEL TNV dpdior g Ber-Abl kivdon g tupooivig (TK), kabmg emiong kat dtapopwv
vrodoyémv TK:Kit tov vrodoyéa yia Tov mpoyovikd kuttapikd mapdyovia (SCF) mov kmdikomoteitan
amo To c-kit TpMTO-0YKOYOVidl0, TOLG VITOJOYEIS TNG TEPLOYNG TG dlokowdivng (DDR1 kar DDR2), tov
vrodoyéa Tov mapdyovia diEyepong amotkimv (CSF-1R) kot Tov vrodoyéa Tov avénTiKod Tapdyovo
TV aporeTorov ahoa kat fta (PDGFR-alpha kot PDGFR-beta). To imatinib emmAéov umopei va
OVOOTEIAEL KUTTOPIKEG EVEPYELES EVOLOUETES TNG EVEPYOTOINGTG TETOIMV VTOOOYEMV KIVAGHOV.

DapokoduvaKES EMOPACELS

To imatinib gival £évog avacTOAENS TNG TPOTEIVNG KIVAOT] TNG TVPOGIVIG 0 0TOI0G OVOOTEALAEL
OITOTEAEGUOTIKG T YPOHOCOUIKT LETATOTION TG KIVAGNG TNG TVPOGIVIG G€ KVTTOPIKG, EMimeda in
Vitro kat in vivo. H ynuikn évoon emAeKTiKG ovacTEALEL TOV TOAOTAAGIOGUO KoL ETAYEL THV
OTOTTOOT G€ KVTTAPIKES YPUUUEG BETIKES Y10 XPOUOCOUIKT LETATOTIOT, OTIMG EMIONG GE PPECKA
Aevyoyukd kottopa achevav pe XMA Betikn oto ypopdcopo Padélesias kot acbevdv pe o&eia
AeppoPractikn Aevyouio (OAA).

In vivo 1 ynuikn éveon dgiyvel avTivEOTAUGLOTIKY SPOGTNPLOTNTA OTIME LOVAIIKOG TOPAYOVTIaG GE
povtéla LV Tov ¥PNGLOTOOVVTOL KOTTOPO OYK®OV BETIKA O YPOUOCOUIKT LETATOTION).

To imatinib gival évog emiong avaGTOAENS TOL VITOSOYEN TOV TUPOGIVIKAV KIVOGHV Y10 TOV 0UENTIKO
mopayovto ov mopdyetal amod to aponetdiio (PDGF), PDGF-R kot yio Tov mpoyovikd kuttaptkd
mapayovto (SCF) yua c-kit ko avaotédiet Tic enayopeveg and tov PDGF kot SCF kuttapikég
dradikaciec. In Vitro, to imatinib avactéAlel Tov TOAAUTAAGIOGHO KOl ETAYEL TNV ATOTTMOT GE
KOTTOPO YOUOTPEVIEPIKMOV OTPOUATIKOV 0YK®V (GIST), mov ekppdlel petdAraln evepyomomuévn and
1o kit. Zmv maboyéveon tg MDS/MPD, HES/CEL «at DFSP, éyet eumhaxel 1 ovveyng evepyomnoinon
tov vodoyéa PDGF 1 tov mpmteivikdv Kivas®dv ¢ Tupocivig Tov Abl mg amotélespo g ovvinéng
HE SLOPOPETIKEG GUVEPYUTIKEG TPMTEIVEG 1) TNG cvveE)oVS Tapaywyns PDGF. To imatinib avoactéAdet
1 S1001KAGTI0 LETAYMYNG GNUATOG KO TOV TOALOTAAGLOGUO TOV KVTTAP®OV TOL TPOKUAEITOL OITd TNV
amopvBuiopévn dpaon g kivaong twv PDGFR kat Abl.

Khvikég Melétec og ypdvio pueroyevi Aevyouuio

H amoteleoparikotnta tov imatinib facileTor 610 GUVOAIKA ULOTOAOYIKG KOl KUTTOPOYEVETIKA
TOGOO0TA AVTATOKPIoNG Kal otnv emPiwon erevBepn e£éMéEng. Extog amod tn veodayvwaobeica ypovia
@aon g XMA, dev vtdpyovv EAEYYOUEVES LEAETEG TTOV VO KATOOEIKVOOLV KAMVIKO OQPENOG, OTMC
PeAitimon oto cupTTOUATO To GYETILOUEVA [LE TN VOGO, 1| avENUévn emiPioon.
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Tpeig peydhec, diebveig, avorytov oyediaouov, un eheyyoueves, paceig 11 peréteg, Sie&nydnoav oe
aocBeveic pe XMA Betikn oto ypopodcope Oraadéipelag (Ph+) og mpoywpnuévo otddio, oe PAacTtikn
1N o€ emttayvvouevn voco, og acbeveic pe alieg Ph+ Agvuyouieg 1 og acbeveic ue XMA ot ypodvia
(AcT, 6TOVG 0TTOI0VE TPOT YOV LEVA Elxe omoTOYEL M| Oepameia pe vtepeepdvn-a (IFN-a)). Mia peydan,
OVOLYTOV GYEOIOGLOV, TOAVKEVTIPIKT, d1eBvng, Tuyanomompévn edong I perétn de&nybn oe acbeveig
pe veodwayvooteica Ph+ XMA. Emumiéov, modid Erapav aywyn og 600 peléteg pdong | kot o€ pia
perétn eaong Il.

e Oheg T KAMvikEG pedétes to 38-40% tov acbevav NTav nhikiog > 60 ypdvav kot to 10-12% tov
acBevav nAkiog > 70 ypovov.

Xpovia. paon, veooioyvwabeioo. paon

Avt 1 perét odong 11 oe eviilikec acBeveic cuvékpive TV aywyn glte pe T povobepameia e
imatinib gite pe v cuvévacuévn aywyn wtepeepovns-dreo (IFN) kot kutapafivn (Ara-C). Ztovg
acbBevelg pe amovsia avtamokpiong (amovsio TANpovg aptatoroykng avtandkpions (CHR) otoug

6 punvec, avénon Aevkav apocseatpiov (WBC), amovoio LéyIoTNG KUTTOPOYEVETIKNG OVTATOKPLONG
(MCyR) otovg 24 pnveg), andieta ovtamokpiong (anodisior CHR vp MCyR) 1 6oPapn dvcaveéio ot
Oepameio emetpdmn n petdPacn Tovg 6To eVOALOKTIKO Bepamevtivd okélog. X1o okéhog Tov imatinib,
ot acbeveig EAafav 400 mg nuepnoimg. Xto okérog g INF, yopnynmbnke ctovg aobeveis to d6om
o1030¢ INF t00v 5 MIU/M?Mmpépa vodoping oe cuvdvoouo pe vroddpa Ara-C 20 mg/m?muépo yio

10 nuépeg/pnva.

Xuvolkd,1.106 acbevelg TuyatomomOnkay, 553 oe kKaOe okérog. Ta Pactkd yopaKTPLIOTIKA
e&looppomnkay Kadd avapesa oto 000 okéAn. H diaueon niwio tav to 51 £t (e6pogl 870 £€mn)
pe 21,9% tov acbevav> 60 ypovov. Yanpyav 59% appeveg kot 49% Onieic acBeveic. To 89,9% twv
acBevdv NTav Kavkdotag GuANG kot to 4,7% Ntov podpng euAne. Entd £t petd m otpatordynon tov
TeAeLTOiOL 060EVOVC, 1 O1desn SdpKELD TG TPATNG YPALUNS Bepameiog NTav 82 kot 8 pves oTig
opddec imatinib kon IFN avtiotoyya. H didpeon didpreto tng 6£0tepng ypapung Oepameiog pe 1o
imatinib tav 64 unveg. Zvvolikd, og acbeveic mov Elafov TpdT™G Ypapuung Oepomeio 1 Kotd HEGO
0po Nuepnota d6o1 mov d6nKe frav 406 £76 mg. To TpwTapykd KATOANKTIKO onuEio
OTOTEAEGLOTIKOTNTOG TNG HEAETNG elvan N emPiwon yopig e£EMEN ¢ vooov. Qg e&EMEn KabopileTon
®¢ 0mo100NToTE 0md o akdAovOa cupPapato: e£EMEN oe emttayvuvouevn edon 1 PAactikn Kpion,
0avatoc, andiela CHR 11 McyR 1 o€ acbeveic otovg omoiovg dev emrvyydvetor CHR, avEavopevog
apOpdS AeVKOV arpoceotpiey, Topd TV KaTdAANAN Bepamevtikn avtipetdnion. Ta facikd
OEVTEPOYEVT] KOTOANKTIKA oNuein ivar 1 HEYIGTN KUTTOPOYEVETIKY] OVTUTOKPION, 1] GLLOTOAOYIKY
OVTOTOKPLON, 1 HOPLOKT OVTOTOKPLoT (a&loAdyNoT TG EAYLOTNG VTOAEWTOLUEVIG VOGOV), O YPOVOG
£0¢ TNV emtayvvopevn eaon 1N Practikn kpion kot 1 eniPioon. Ta dedopéva avTamoOKpLong
napovoialovtot otov [ivaxa 2.
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Mivokog 2  Avramékpion otn perétn veooroyvocbeicag XMA (0goopéva 84 pnvov)

[95% CI]

KvttapoyeveTiki] avramékpion
Méyiot avtandkpion n (%)
[95% CI]
[IAnpng CyR n (%)
Mepwkny CyR n (%)

Moprokn avtomokpion™*

Méyiot avtamoKplon otovg 12 univeg
(%)

Méyiotn avtamdxkpion otovg 24 pnveg
(%)

Méyiot avtamodKplon otovg 84 pnveg

[94,7%, 97,9%]

490 (88,6%)*
[85,7%, 91,1%)]
456 (82,5%)*
34 (6,1%)
153/305=50,2%
73/104=70,2%

102/116=87,9%

(KoAdtepa mocoota Imatinib IFN+Ara-C
OVTOTOKPLETG) n=553 n=553
Ayatoroyikn avramékpion

CHR mocoot6 n (%) 534 (96,6%)* 313 (56,6%)*

[52,4%, 60,8%]

129 (23,3%)*
[19,9%, 27,1%]
64 (11,6%)*
65 (11,8%)
8/83=9,6%
3/12=25%

3/4=75%

(%)

* p< 0,001, Fischer’s exact test

** T0GOGTA LOPLOKNG avTAmOKPIoN G Pdon TV Jl00EcILmY detyHdTmv

Kpvmipwo apatoroyikig avrandkpiong (0Aeg o avramokpicels empeforavovrav petd amod
owaotnpa = 4 efoopddmv):

ApBpog Aevkdv arpospapiov < 10 X 10%/1, owpometdha < 450 x 10%/1, puehokvrrapa +
petapvelokvttapa < 5% oto aipa, Oyl PAGCTES Kot TPOUVEAOKVTTOP GTO aipld, fOcEOPIAN

< 20%, Oy eEmpvelikn cuppeTOXN

Kpimpro kutrapoyevetikig avramokpiong: tanpns (0% Ph+ petdpaon), pepucn (1-35%), pukpn
(36-65%) 1| erdyrot (66-95%). Mia péyrot avtomdkpion (0-35%) cuvdvdletl ko tnv TAnpn Kot
TN LEPIKN OVTATOKPLOT).

Kprmipro péyrotg poprokig avtamokpiens: 6Tto mepLpepiko aipa, peimon kot > 3 Aoyapibpony
otV mocotnTo TV Ber-Abl petaypagdv (uétpnon tng avaotpoeng petaypapdong pe dokiacio
real time mocotiki] PCR) avapopikd pe kobopiopuévn Bacikn T ovopopag.

Ta T0G00TA TG TANPOVS UUATOAOYIKNG OVTATOKPIONG, TNG LEYIOTNG KUTTAPOYEVETIKNG
OVTOTOKPIOTG KO TNG TANPOVS KVUTTUPOYEVETIKNG OVTATOKPIONG o€ Oepameion TpOTNG YPOUUNAG
EKTIUNON KAV ypnoiomoldvtag T Tpocéyylon Kaplan-Meier yio tnv onoio avtoi wov dev
avtomokpiOnkav dgv vrodoyicOnkav v nuépa g tekevtaiog e&étaong. XpnolULoToldVTS 0VTH
TN TPOGEYYIOT TO EKTIUAOUEVO 0OPOIGTIKG TOGOCTA AVTATOKPIONG Yol T Oepameio TpOTNG YPOUUNAG
ue imatinib Beltidvovtal oo tovg 12 unveg Bepaneiog otovg 84 pnveg Oepameiog OT®E TapakdTo:
CHR an6 96,4% og 98,4% ka1 CCyR and 69,5% o€ 87,2%, avtiototya.

Kotd ™ mapaxorovdnon 7 etdv, vinp&av 93 (16,8%) coppdpata eEEMENG oty opdda Tov
imatinib: og 37 (6,7%) gumlexotov eEEMEN o emtayvvopevn eacn/Praotiky kpion, 31 (5,6%)
amwiewo e MCyR, 15 (2,7%) andieio g CHR 1 adéEnon tev Aevkokvttdpav kot 10 (1,8%) un
ovoyetilopevol pe XMA Odavartot. Avtifeta vanpEav 165 (29,8%) cvppdpota otny opdada
IFN+Ara-C amo6 to omoia 130 epgovicOniay Katd t StdpKeLd TS TPOTNG YPUUUNG Oepameia pe
IFN+Ara-C.

To ekT®dWPEVO TOGO0TO aoBeEVDV YmPic e£EMEN TG VOGOL G EMLTAYLVOUEVT] PAOT 1| G€ PAACTIKY
Kpiorn oTovg 84 pnveg NTov onuavTiKd vynAotePo 6To oKELOG Tov imatinib oe cVykplon pe o
okélog INF (92,5% évavtt 85,1%, p< 0,001). To £tNo10 T0605TO TG €EEMENG GTNV EMTAXVVOLEVT
eaon 1 Practikn) kpion peiddnke pe 1o xpdvo ot Bepancio: ko NTov pkpdtepo and 1% etncing
ToV TETOPTO Kol TEUTTO ¥povo. H extipmdpevn emPioon ympic e£EMEN TG vOGov atovg 84 punveg
Ntav 81,2% oto okélog imatinib kot 60,6% oto okélog eléyyov (p< 0,001). Ta o0 TOGOGTA TG
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eEEMENG o€ omolodnmoTe TOTO Yo To imatinib eniong pelwbnkav pe to ypovo.

"‘Eva auvoro 71 (12,8%) ko 85 (15,4%) acbevav katéAn&av otig opadeg imatinib ko IFN+Ara-C,
avtioTtotya. Xtovg 84 Ufvec 1 eKTIU®UEVT GuVOoAKT emPimon ivar 86,4% (83, 90) évavtt 83,3%
(80, 87) otig tuyaomompéveg opddeg imatinib kot IFN+Ara-C, avtictowya (p=0,073, log-rank test).
AvT6 10 KOTaANKTIKO onpeio ypovog - cupPapo exnpedletat 1oyvpd amd T0 VYNAS KAAGLLO (1UGHOD
a6 IFN+Ara-C oto imatinib. To amotéleoua g Oepaneiog pe imatinib oty emPioon oe ypovia
@aon, o veodlayvocheico XMA e&etdolnie mepaitépm o€ avadpoLIKT OVIAVGT TOV TOPOTAVD
avopepopévav dedopévav pe imatinib pe ta tpotapyikd dedouéva and o pekétng @aong I nov
ypnotpomodnke IFN+Ara-C (n=325) pe mavopoldtumo Oepamenticd oyfuo. Xe 0T TNV OVAOPOUILKT
avalvon, 1 veepoyr| Tov imatinib évoavt tov IFN+Ara-C ot cuvoAikn emiPioon kotadeiydnke
(p<0,001). Méoa o€ ypovikd ddotnuo 42 umvov katéAnéav 47 (8,5%) acbeveig e imatinib o

63 acbBeveic (19,4%) oe IFN+Ara-C.

O BaBpog TN KLTTAPOYEVETIKNG KO LOPLOKNG AVTATOKPIONG Elye @avept| enidpact ota
pokpoypovia aroteréopata og acbeveig pe imatinib. Eved éva vroloyllopevo nocootd 96%
(93%) tov acBevav pe CCyR (PCyR) otovg 12 piveg frav ympig eEEMEN og emTayvvoprevn
@aon/Bractikn kpiorn otovg 84 punveg, povo to 81% tov acbevav yowpic MCyR otovg 12 pnveg
nrtav elevbepo e£EMENC o emTayvvopuevn XMA otovg 84 pnveg (p<0,001 cuvoiikd, p=0,25
peta&d CCyR kot PCyR). Xe acOeveic pe peimon og Ber-Abl petaypaeés tovhdyiotov

3 AoyapiBumv atovg 12 univeg, n mbavotnta va mapapeivovv erevbepot eEEMENg anod ot
gmtayvuvopevn eaon/Practikn kpion rav 99% otovg 84 pnves. Ilapdpowa evprpato Bpédnkav
ue Baon wa 18 unvov avéivon.

Y& aqutv ™ peAéTn, ot docoroyikég SwuPabuices Nrav emrpentéc and 400 mg oe 600 mg nuepnoimg, Kot
ot cvvéyewn omd 600 mg nuepnciong e 800 mg nuepncing. Metd amd 42 pveg mapakoilovbnong,

11 aoBeveig mapovoiacay emPeParwpévn andreln (LG o€ ¥PpoviKo dtdotnua 4 efSoHAdmV) TG
KUTTOPOYEVETIKNG TOLE avTOTOKpIonS. And tovg 11 awtovg acbeveic, o 4 acbeveic avénonke n
docoroyia oto 800 mg nuepncime, omoTe 2 0o AVTOVG EUVOTOKTNGAV TV KUTTOPOYEVETIKY TOVG
avtamokpion (1 pepikdg kot 1 mApwe, o TeAevTaiog emiong eMETVYE LOPLOKT OVTOTOKPION) EVE 0Td TOVG
7 otovg omoiovg dev avénonke 1 ddom povov Evag EavamdkTnoe TANPT KLTTOPOYEVETIKY avtamdkpion. To
TOGOGTO KATOL®V OVETOOUNT®V EVEPYELDV 1Ty LYNAOTEPO 6TOVG 40 asbeveic oTovg omoiovg 1) dOGM
avEnbnke ota 800 mg nuepncing e cOYKpLom He Tov TANBLGUO TV acbevdV TPV TV avénon g
d0onc (n=551). Ot 70 GLYVES AVETIBOUNTEG EVEPYELEG NTAV Ol UUOPPAYIEG O TO YOOTPEVTEPIKOD,
EMITEPLKITION KO 0OENGT) TOV TPUVEOUIVAGHY 1 TG YoAepLOpivng. AAAeg avemBOUNTES EVEPYELES
avoeéptnkav o yopmAotepn N o cuyvoTnTOL

Xpovia paon, omotoyio oTny 1vieppepovn

AvtipetonicOnkay 532 evijlikeg aceveig pe 06om évapéng ta 400 mg. Ot acbeveig yopiotnkay o
Tpelg Pacikés katnyopies: apatoloykn anotuyia (29%), kuttapoyevetikn amotuyio (35%) 1
dvcavetio oty vtepeepovn (36%). Ot acbeveig eiyoav AdPel tponyovuévmg yio 14 ufiveg, Kotd
néco 6po, Oepancia pe IFN ot 60e1c > 25 X 10° 1U/eBdopddo kat fitav 6Aot o€ Tpoympnuévn
APOVILL PACT, e HEGO Opo ddyvmong 32 unqves. H mpotapyikn TopapeTpog 0noTEAEGUATIKOTITOG
NG LEAETNG NTOV TO TOGOGTO TNG LEYIOTNG KLTTOPOYEVETIKNG OVTATOKPIONG (TTAPNG LV LEPIKN
avtomokpion, 0 émg 35% Ph+ peta@dceny 6To HLELD TV 0GTMV).

e autiv ™ Lerétn 1o 65% Tov achevav eTETUYE Lol HEYIOTH KUTTOPOYEVETIKY| AVTOTOKPION, 1) 010l
nrav mAnpng oto 53% (emPePorwpévn oto 43%) tov acbevav (Iivakag 3). Mio mAnpng apatoroyiky
avtamdKpion enetevydn oto 95% TV acbevov.

Emitoyvvouevn pdon

21 pedém ewonydnoay 235 evijlikeg acbeveig o pdon enttoyvvouevng vocov. Ot mpdtol 77 ekivnoay
pe 400 mg, 10 TPOTOKOALO KOTOTLY TPOTOTOMONKE Y10l VOl EMTPEYEL LEYOADTEPT) SOGOAOYIN KOt O
vrorowmot 158 acBeveic Eekivinoav pe 600 mg.

H npotopyikn TapaUeTpog amoTEAEGUATIKOTITOG NTOV TO TOGOGTO TNG GLUATOAOYIKNG
OVTOTOKPIONG, AVAPEPOUEVO EITE MG TANPNG OUATOAOYIKY AvTOTOKPLOT|, Kapio £vOedn yio
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Aevyonpio (7.y. kK@Oopon amd Toug PAACTES 0md TO HVEAD KOl TO aiplo aAAd x@pig TAN PN
TEPLPEPTKT] QUOTOAOYIKY ATOKATAGTUCT, OTMG GTIG TANPELS OVTATOKPIGELS), £1TE OC eMavapopd
og ypévia paon XMA. EmBefatopévn apatoloyikn avtandkpion enetedydn oto 71,5% tov
acOevov (ITivakag 3). Enpoavtikd RTav 1o yeyovog 0Tt 6to 27,7% tov acbevav enetedydn po
LEYIOTN KLTTAPOYEVETIKY] OVTOTOKPIOT, 1 omoia Ntav TAnpng oto 20,4% (emPeParopévn oto
16%) tov acBevav. ['a tovg acbeveic mov Tovg yopnyNOnkav 600 mg, ot TpEYovceg EKTIUNCELS
yio T dtdpeon eEEMEN- erebBepng vOoOL-EMIPiwon Kol T GLUVOALKY emBimon NTav 22,9 kot
42,5 univeg avtictoya.

Muveloerong praotikn kpion

260 acbeveig pe poeroedn Practikn kpion ewonydnocav. 95 (37%) eiyov AdPetl Tponyodueva
ynueobepomeio yio ayoyn tng gite emToyvuvopevng eaonc 1 g PAACTIKNG Kpiong
(«mpoavtipetomcfévieg acbeveicy) evd 165 (63%) dev eiyav AdPel mponyovueva ynueobepaneia
(«un avtipetomicbévieg acbeveicy). Ot mpmtor 37 Eekivnoav pe 400 mg, T0 TPOTOKOALO KOTOTLY
TPOTOTOONKE Y10 VoL EMTPEWYEL LEYOADTEPT d0c0AOYi Kol o1 vTdohowmotl 223 acBeveic Eexivnoay pe
600 mg.

H mpotapyikn petafAnti omoTeEAEoUATIKOTNTOG NTOV TO TOGOGTO TNG OLLOTOAOYIKNG OVTOTOKPIoNG,
avapEPOLLEVO EITE MG TANPNG CLLLOTOAOYIKT AVTOTOKPLOoT|, Kapia EvOeiEn yio Asvyoio €ite ¢
EMOTPOPT GTN XPOVIA PAcT TS XMA ¥pnoHoTotdVTaG To 010 KpITnplo Pe avTd TG HeEAETNG o€
EMTAYLVOUEVT AGT). e ovTr| TN HEAETN T0 31% TV ac0evdV ETETVYE ALLATOAOYIKT AVTOTOKPLOT
(36% 1oV acBevav Tov dev iyav AaPet Tponyodueva aywyn kot 22% tov achevav Tov elyov 1N
AdPet kamota aymyn). To T0600Td TG avTamdKpIong NTav EMIGNC VYNAOTEPO GTOVG OCOEVEIC TOV
éhafav o 600 mg (33%) cvykpvopevo pe Tovg aobeveic mov éhapav ta 400 mg (16%, p=0,0220). H
oYLOLGA EKTIUNGT TG HEON G eMPiong TV acBevadV Tov dev giyav AAPeL Tponyovueva aymyn Kot
TV acBevov mov giyav NN AaPet kanow aymyn frav 7,7 ko 4,7 pfqveg, avtictorya.

Agugoeidng fraotixy kpion

[epropropévog apBudc acbevav eionydnoayv oe peiéteg pdon I (n=10). To T0o60616 NG
OLULOTOAOYIKNG avTamokplong Tav 70% pe duipketa 2-3 punveg.
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Hivaxkag 3 Avtomokpion og kKhvikég peréteg pe XMA og gvijlkeg ao0eveig

Melét 0110 Melétn 0109 Merétn 0102
dedopéva, 37 unvov  Bedopéva 40,5 unvav dedopéva, 38 unvav
Xpovia gdon, Emttayvvopevn edon [Mvuehogldng
amotuyio g IFN  |(n=235) BrooTikn kpion
(n=532) (n=260)

% 1wV ac0evdv (Clgsy)

Awatohoytkn avtamokpion’ 95% (92,3-96,3)  [71% (65,3-77,2) 31% (25,2-36,8)
[\ pnc onpatoroyuer avramdipion 95% 42% 8%
(CHR)
Kaypio £voeign yio Aevyoupio Aev 1oy0€l 12% 5%
(NEL)
Metatponn o xpdvia edon Aev 160l 17% 18%
(RTC)
Mé£Y10TN KUTTOPOYEVETIKN
avtomokplon’ 65% (61,2-69,5) 28% (22,0-33,9) 15% (11,2-20,4)
[IAMpne 53% 20% 7%
(EmBePaopévi’) [95% (43%) [38,6-47,2] | (16%) [11,3-21.0] |  (2%) [0.6-4,4]
CI] Mepuciy 12% 7% 8%

! Alpatoroyikd kpiTijpra avtomokpions (61 or avtamokpicsic empepardvovray petd ano

ddotnua = 4 gfdopddwv):

CHR: MeAétn 0110 [apdpoc Aevkdv opoopatpiov < 10 x 10%1, ayporetdia < 450 x 1071,
poerokutrapotpetapverokvtTape < 5% oto aipa, oyl AACTEG KOl TPOUVEALOKVTTOPO GTO
aipa, Baceopia < 20%, oyt eEmpvelikn coppetoyn] kot otig perétec 0102 ko 0109
[apOpoc Aevkdv apoopatpiov > 1,5 x 10%/1, arponetdito > 100 x 10%1, by Prdotec ot0
aipa, PAdoteg otov poedd < 5% kat oy eEmpuvehikn vocog]

NEL I8w kprriipia 6mog yro CHR oAlé AAA > 1 x 10%1 ko onpometédia > 20 x 10%1 (0102 ko
0109 povo)

RTC < 15% PAdoteg e poelod kot mepteepikd aipa, < 30% PAACTECHTPOUVELOKVTTOPA GE HVEAD
Kot eplpepkd aipa, < 20% Pacedpira og PB, oyt eEopveiikn vocog AN amd oTAnva Kot
nrap (povo yio 0102 ko 0109).

BM = pverdc tov ootdv, PB = tepipepixd aipa

2 KUTTAPOYEVETIKG, KPLTI|PLOL AVTATOKPIONC:

Mia péylotn avtamokpion cuvOLALEL Kol TNV TANPT Kot T HEPTKN avTtomokpion: mAnpng (0% Ph+

HETOPATELS), pepkn (1-35%)

3 [IAYPNG KVTTAPOYEVETIKT AVTOMOKPIoT EMPBEPUOUEVT 0 1o SEVTEPT) KVUTTAPOYEVETIKY

a&lohdynomn LueAol TMV 0GTMOV OV TPOYUATOTOLEITAL TOLAAYIGTOV VO VO LETE TV apyIKT LEAETN

HVELOD TV OGTMV.

Taidrarpirog ninBoouog

Yuvolika 26 moudratpikoi acbeveig niikiog < 18 etdv gite o ypovia pdon XMA (n=11) ] pe XMA og
Practikn kpion M pe Ph+ o&ela Agvyorpia (n=15) sionydnocav oe o pedétn edaonc I dtafdaduiong g
doomg. Avtog ftav Evag TANOLVeUOS oL giyav Tponyovueve vroPAnbei oe Evtovn aywyn a@od To 46%
elxe AaPer mponyodueva BMT kot to 73% eiye AaPet pe mohdd @dpuaxo ynueodepaneiog. Ot acbeveic
EloPov aymyn pe docelc imatinib tov 260 mg/m?muépa (n=5), 340 mg/m?muépa (n=9),

440 mg/m?muépa (n=7) kot 570 mg/m*mpépa (n=5). And toug 9 acbeveic pe XMA og ypdvia gpdon
Kot To, SlobEotpa KuTTapoyevetikd dedopéva, 4 (44%) war 3 (33%) erétuyay TANPN Kot LEPIKT
KUTTOPOYEVETIKT] OvTOTOKPLoT, avtictowya Yo tocootd McyR 77%.
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"Eva ovvoro 51 modatpicov acbevav pe veodiayvoobeica kot adidyvootn XMA cg ypovia gdon
gloMyOn o€ o avorytod oyedlacoV, TOAVKEVTPIKT, LovoL Bpayiova edong I perétn. Ot acBeveig
éEloPov Oepameio pe imatinib 340 mg/m?muépa, ympic Stokoméc Ady® amovsiag opiov ToEKOTHTAG
doong. H aywyn pe imatinib endyet pia ypiiyopn aviamoKpiorn 6€ veodlayvmcBEvteg TodiaTpikons
acbBeveic pe XMA pe CHR og mocootd 78% petd amd 8 efdopdadeg Oepancioc. To vyniod mococstd
CHR ocvvodevetar amd ) dnpovpyio TANPOVS KUTTOPOYEVETIKNG AVTATOKPIONG GE T0G0GTO 65% TOL
glval cuykpicyo pe To amoteAéoHaTo TOL TapaTnpOnKav oe evilikec. EmmpocOeta, pepikn
KUTTOPOYEVETIKT ovTamokpion topatnpndnke oto 16% yia McyR 81%. H mhelovotnta tov aclevaov
GTOVG OTOI0VE EMETEVYON KLTTAPOYEVETIKN OVTOTOKPLOT TNV avETTLEQY PETa&D Tov piva 3 kot 10 pe
duapeco ypovo oty avtamokpion katd v Kaplan-Meier ektiynon 5,6 pnivec.

O Evponaikog Opyavionoc Papudkov €yl ddceL amarloyr| amd TV VIoYPEMST VTOPOANG TGV
OTOTEAECUATOV TV LELETOV LE TO imatinib g OAEC TIG VITOKOTIYOPIES TOL TALSIATPIKOV TANOVGIOD
otV ypovia poeloyevi Aevyario (XMA) Oetikr) (Ph+) yo ypopdcoua ®rradéresiag (ber-abl)
(BAéme mapdypapo 4.2 Yo TANPOQOPIEG GYETIKA LE TNV TOUSLOTPIKN YP1oN).

Khavikéc perétec oe Pht OAA

Neoowayvawaobeioa Ph+ OAA

e wa eheyyopevn perétn (ADE10) tov imatinib évavtt ynuelobepomeiog epoddov o€ 55 acbeveig pe
veodlayvmabeica voco, nikiag 55 TV kal Gvm, To imatinib ypnoipomolovpevo mg povobepameio
001 YNGCE GE ONUOVTIKA VYNAOTEPO TOGOGTO TATPOVG AUATOAOYIKNG AVTATOKPLIOTG GE OXECT LE TN
ynueobepaneio (96,3% évavtt 50%, p=0,0001). Otav yopnyndnke Bepaneio S1dcmong pe imatinib ce
acBeveic mov dev glyav Kapio avtamokplon N eiyav pkpn aviamokpion ot ynueodeponeio, 9
(81,8%) amd Tovg 11 acbeveic méETuyoy TANPN AUATOAOYIKT OVTOTOKPLST. TO CLYKEKPLUEVO KAMVIKO
OTOTEAEGILO GUGYETIOTNKE LUE LEYOADTEPT Leimon TV ber-abl petaypapdv otoug acbeveic mov
éloPav imatinib og cOykpion pe To okEAOC ynuelofepaneiog petd amd 2 efdopndades Oepamneiog
(p=0,02). Olot o1 acbeveig EdaPav imatinib kot ynuetobepaneio otabepomoinong (BA. [Mivaxa 3) petd
T ynpeodepameio epddoL Kot Ta emineda TV ber-abl petaypaemv NTav idio ota 600 GKEAN
Bepancioc otig 8 gfdopdoes. Ommg NTav avouevorevo PAGEL TOV GYXESAGHOD TNG HEAETNG, OEV
mTopaTnPNONKE S10pOpa GTN SIAPKELD TN VPESNS, TNV EAEVOEPN VOGOL emPicon 1} T CLUVOAIKN
emPioon, av Kot ot acbeveic pe TANPN LOPLOKT OVTATOKPLOT Kot 01 07toiot e&akoiovbovcay vo Egovv
ELAYIOTN VITOAEWOEVT VOCO giyav KaAOTEPT EKPaoT OGOV aPOpPd TOGO TN SIAPKELN TG VPECTG
(p=0,01) 660 ka1 TV eAedBepT vOGOUL emPBimon (p=0,02).

Ta amoteléopota wov TapoatnpROnKay oe Evay TAnboucud 211 acbevav pe veodiayvmobeica Ph+
OAA o¢ 1é50ep1g un eheyyopeveg kKAvikeg pehéteg (AAUO02, ADEO4, AJPO1 kot AUSO1) cuppwvodv
LLE TOL OMOTEAECOTO TTOV TIEPLYPAPTKAY Tapomdvm. To imatinib g cuvdvAGUO pe ynuetobeparneio
€podov (PA. Iivaxa 3) 0d1ynoe og TOGOGTO TANPOVS OLULATOAOYIKTS ovTamokpiong 93% (147 and
tovg 158 a&lohoynoipong acbeveis) kot 6 TOGOGTO LEYIGTNG KLTTOPOYEVETIKNG avTamokpiong 90%
(19 amd tovg 21 a&roroynoipovg acbeveic). To T0G00TO TANPOLG LOPLOKTG oVTATOKPLoNG Tav 48%
(49 and tovg 102 a&oroynioyovg acbeveic). H ehevbepn voocov emPioon (DFS) kou n cuvoiiky
emPioon (OS) otabepd vrepéfnoav 1o 1 £tog kot Tav avdtepeg Tov 1oToptkod eréyyov (DFS
p<0,001, OS p<0,0001) oe 600 peréreg (AJPOI ko AUSO1).
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Mivakag 4 Xnpeo0epamevTiKd cyijia TOv YPNCILUOTOLEITAL 6€ GLVOVAGNO pe imatinib

Merétn ADE10

Ogpamneia lGoymYNS
Yo emitenén veeoNg

An6 otoparog, DEX 10 mg/m? nuépeg 1-5, CP
200 mg/m?i.v., nuépec 3,4, 5, MTX 12 mg
gvdoppaytaio, nuépa 1

Enitevén vopeong

Am6 otopatog, DEX 10 mg/m? nuépeg 6-7, 13-186,
VCR 1 mg i.v., nuépeg 7, 14, IDA 8 mg/m?i.v.
(0,5 h), nuépec 7, 8, 14, 15, CP 500 mg/m?i.v.(1 h)
nuépa 1. Ara-C 60 mg/m?i.v., nuépeg 22-25, 29-32

Oepameio otabepomoinong I, 111, V

MTX 500 mg/m?i.v. (24 h), nuépeg 1, 15,
Amd otoparog 6-MP 25 mg/m?, nuépsg 1-20

®epamneio otabepomoinong I, IV

Ara-C 75 mg/m?i.v. (1 h), nuépeg 1-5,
VM26 60 mg/m? i.v. (1 h), nuépec 1-5

Megiétn AAUO2

Ogpancio epodov (de novo Ph+ OAA)

AaovvopouPuciviy 30 mg/m? i.v., nuépeg 1-3, 15-16,
VCR 2 mg cvvoAikn d6on i.v., nuépeg 1, 8, 15, 22,
CP 750 mg/m? i.v., nuépec 1, 8, Ao 6TopaTOC
Mpedviiovn 60 mg/m?, nuépeg 1-7, 15-21, And
otépatog IDA 9 mg/m?, nuépeg 1-28, MTX 15 mg
gvdoppaylaia, nuépec 1, 8, 15, 22, Ara-C 40 mg
gvdoppayaio, nuépeg 1, 8, 15, 22,
MebvAmpedvilorovn 40 mg evdoppayroio, nuépeg 1,
8,15, 22

Ztabeponoinon (de novo Ph+ OAA)

Ara-C 1,000 mg/m?/12 h i.v.(3 h), nuépsg 1-4,
Muo&avtpovn 10 mg/m?i.v. nuépeg 3-5, MTX

15 mg evdoppayraia, nuépa 1, MebvinpedviColovn
40 mg evéoppayraio, nuépa 1

Merétn ADEO4

O¢pamneia lGoymYNS
v emitenén veeong

An6 otoparog DEX 10 mg/m?, nuépeg 1-5, CP
200 mg/m?i.v., nuépeg 3-5, MTX 15 mg
gvdoppaytaio, nuépa 1

Bepaneio epddov |

Am6 otopatog DEX 10 mg/m?, nuépeg 1-5, VCR
2 mg i.v, nuépeg 6, 13, 20, AaovvopovPukivn
45 mg/m? i.v., nuépeg 6-7, 13-14

O¢pamneia epddov 11

CP 1 g/m?i.v. (1 h), nuépeg 26, 46, Ara-C 75 mg/m?
i.v. (1 h), nuépec 28-31, 35-38, 42-45, Amd
otéuatog 6-MP 60 mg/m? nuépec 26-46

®epamneio otabepomoinong

An6 otoparog DEX 10 mg/m?, nuépeg 1-5,
Bwéeoivn 3 mg/m?i.v., nuépa 1; MTX 1,5 g/m?i.v.
(24 ), nuépa 1, Etomosidn 250 mg/m?i.v. (1 h)
nuépeg 4-5, Ara-C 2x 2 g/m?i.v. (3 h, q 12 h), nuépa
5

Merétn AJPO1

Oepameio epdd0VL

CP 1,2 g/m?i.v. (3 h), nuépa 1, Aaovvopovfikivn
60 mg/m?i.v. (1 h), nuépeg 1-3, Bivkpiotivn

1,3 mg/m?i.v., nuépec 1, 8, 15, 21, A6 otdpatog
Mpedviioldvn 60 mg/m*muépa

®epamneio otabepomoinong

EvoAdoktikd ynuetofepameutind oynpo: VWning
doong ynueodepansio pe MTX 1 g/m?i.v. (24 h),
nuépa 1, kar Ara-C 2 g/m?i.v. (q 12 h), nuépeg 2-3,
v 4 KOKAOLG

Xvvtpnon

VCR 1,3 g/m?i.v., nuépa 1, TIpedviordovn
60 mg/m? amd ctopatoc, nuépeg 1-5

Meiétn AUSO1

Oepameio looywync-otadepomoinong

Hyper-CVAD oyiua: CP 300 mg/m?i.v. (3 h,
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g 12 h), nuépec 1-3, Bwvkpiotivn 2 mg i.v., nuépeg 4,
11, Ao&opovBikivn 50 mg/m?i.v. (24 h), nuépa 4,
DEX 40 mg/muépa tig nuépeg 1-4 ko 11-14,
gvadldocovag pe MTX 1 g/m?i.v. (24 h), nuépa 1,
Ara-C 1 g/m?i.v. (2 h, q 12 h), nuépec 2-3
(ocvvolkd amd 8 KOKAOVG)

VCR 2 mg i.v. imviaiog yo 13 piveg. And
otopatog [IpedviCorovn 200 mg, 5 nuépeg unviaing
yia 13 ufveg

Xuvtpnon

O)la ta Bepamentikd oyfuato TepAauBavouy yopnynon otepoeld®v yio Tpo@vAaén Tov KNX.

Ara-C: cytosine arabinoside, CP: xukhopwopauion, DEX: de€auebaldvn, MTX: uebotpe&drn, 6-MP: 6-
uepkomtomovpivn, VM26: tevimocion, VCR: Bwvkpiotivn, IDA:18apovPikivn, i.v.: evooeréBa

THoudropiog ninBoouog

X peiétn 12301, évag cuvoAkog aptBpog 93 TodlTpik®Y, EPNPOV Kol VEAPDY EVAAIK®Y 0c0gVHY
(am6 1 émg 22 etdv) pe Ph+ OAA €hoPe pépog oe pia ovoLyton GYedOCHOD, TOAVKEVTPIKY,
Stadoykdv opadmv, un toyotomompévn eaong I doxun, ko Erafav Bepomeio pe imatinib

340 mg/m*muépa oe cuVSLAGUO e vtaTikh yMuelofepomeia petd ) Oepansio epddov. To imatinib
Aappavotav meplodikd otig opddeg 1-5, pe avéavovoa didpkelo kol vopitepn Evapén tov imatinib and
opada og opdada, n opdda 1 Adppave T yapumAdTEPT G £VIOOT KOL 1] OPAdA 5 TNV VYNAdTEPT GE
évtaon oywyn pe imatinib (peyodvtepn Sidpkela o€ NUEPEG LE GLVEYN MNUEPN Ol doGoAoyia imatinib
Kot TIC TPOTEG aywyEG Ynuetobepaneiag). H cuveyn nuepnoia éxbeon oto imatinib vopic katd tov
KOKAO aywyng o€ cuvdvaouo pe ynueobepaneio otovg acbeveig (n=50) tng opddag 5 Peitiooe v
4-gtiv emPimon ehevBepn ovuPapdtov (EFS) oe oOykpion pe to 1otopikd ehéyyov (n=120), mov
Adupavay cuvnn ynuetobepaneio ympic imatinib (69,6% évavtt 31,6% avtictorya). H ektiunuévn
4-g1v OS otovg acbeveic g opdadag S tav 83,6% o cOykpion pe 44,8% 610 1GTOPIKO EAEYYOV.
Eixoot amd tovg nevivra (40%) tov acBevdv tng opddos 5 Elafay PLOGYEVLLO ALULOTOTOMTIKOV
TPOYOVIKAOV KLTTAPWV.

Mivaxkag 5 Xnpeo0epamevTikd cyijpa Tov YPNCIHOToLELTAL 68 6VVOVASHO pe imatinib katd ™
peiétn 12301

Ytabepomoinon VP-16 (100 mg/m*muépa, IV): nuépeg 1-5

opada 1 Ipwoeapidn (1.8 g/m*muépa, IV): nuépec 1-5

(3 epdouddec) MESNA (360 mg/m%3dom q3h, x 8 d6ceigmuépa, IV): nuépeg 1-5
G-CSF (5 pg/kg, SC): nuépeg 6-15 1 péypt ANC > 1500 petd vadip
IT pebotpedrn (mpooappoyn| pe Paon tnv niwucia): nuepa IMONO
Tputhn IT Bepaneia (mpocapuroyn ue Bdon v nhkia): nuépeg 8, 15

YtaBepomoinon MeBotpe&dn (5 g/m? yia 24 dpeg, IV): nuépa 1

opada 2 AsgvkoPopivn (75 mg/m? xotd v dpa 36, 1V; 15 mg/m? IV 1 PO q6h x

(3 epdopddec) 6 dooelg)iii: nuépeg 2 Ko 3

Tputhn IT Bepaneia (tpocappoyn pe Pdon v nhwia): nuépeg 8, 15
ARA-C (3 g/m?/86om q12h x 4, IV): nuépeg 2 ko 3
G-CSF (5 pg/kg, SC): nuépec 4-13 7 uéypt ANC > 1500 petd vodip

Emavépodog opdda 1
(3 eBdouddec)

VCR (1.5 mg/m?muépa, IV): nuépeg 1, 8, xat 15

DAUN (45 mg/m?muépa bolus, IV): nuépeg 1 xar 2

CPM (250 mg/m?/36om q12h x 4 d6ceic, IV): nuépeg 3 kou 4

PEG-ASP (2500 IUnits/m?, IM): nuépa 4

G-CSF (5 pg/kg, SC): nuépeg 5-14 i péypt ANC > 1500 petd vadip
Tpuwdn IT Oepomeia (Tpocapuoyn pe faon v nAio): nuépeg 1 kan 15
DEX (6 mg/m*muépa, PO): nuépec 1-7 xan 15-21

Evtatikomoinon
opada 1
(9 eBdopddec)

MebBotpe&dtn (5 g/m? yia 24 dpeg, IV): nuépec 1 ko 15

Agvkoopivn (75 mg/m? katd v dpa 36, IV; 15 mg/m? IV 1 PO q6h x
6 dooeig)iii: nuépeg 2, 3, 16, ko 17

Tputdn IT Bepomeia (Tpocappoyn pe Baon v nikia): nuépeg 1 ko 22
VP-16 (100 mg/m*muépa IV): nuépeg 22-26

CPM (300 mg/m?muépa, IV): nuépeg 22-26
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MESNA (150 mg/m?muépa, IV): nuépeg 22-26

G-CSF (5 pg/kg, SC): nuépeg 27-36 N puéypt ANC > 1500 petd vadip
ARA-C (3 g/m?, q12h, IV): nuépec 43, 44

L-ASP (6000 IUnits/m?, IM): nuépo. 44

Eravépodog opdda 2
(3 eBdopddec)

VCR (1.5 mg/m*muépa, IV): nuépeg 1, 8 ko 15

DAUN (45 mg/m?muépa bolus, IV): nuépecl ko 2

CPM (250 mg/m?%/36om q12h x 4 d6ceic, iv): nuépeg 3 kat 4

PEG-ASP (2500 IUnits/m?, IM): nuépo. 4

G-CSF (5 pg/kg, SC): nuépeg 5-14 7 péypt ANC > 1500 petd vadip
Tputhn IT Bepaneia (mpocappoyn pe Pdon v niwia): nuépeg 1 kar 15
DEX (6 mg/m*’muépa, PO): nuépeg 1-7 xon 15-21

Evtatwomoinon
opada 2
(9 eBdouddec)

MeBotpeEdtn (5 g/m? yia 24 dpeg, IV): nuépec 1 ko 15

AgvkoBopivn (75 mg/m? katd v dpa 36, IV; 15 mg/m? IV 1 PO q6h x
6 dooeig)iii: nuépeg 2, 3, 16, xar 17

Tpuwdn IT Oepomeio (Tpocappoyn pe Paon v nikio): nuépeg 1 ko 22
VP-16 (100 mg/m*muépa IV): nuépeg 22-26

CPM (300 mg/m?mpépa, IV): nuépec 22-26

MESNA (150 mg/m*muépa, IV): nuépeg 22-26

G-CSF (5 pg/kg, SC): nuépeg 27-36 N puéypt ANC > 1500 petd vadip
ARA-C (3 g/m?, q12h, IV): nuépec 43, 44

L-ASP (6000 IUnits/m?, IM): nuépo. 44

Xvvtpnon
(orchot 8-gBdopddwmv)
Kokior 1-4

MTX (5 g/m? y1a 24 dpec, IV): nuépeg 1

AgvkoBopivn (75 mg/m? katd v dpa 36, IV; 15 mg/m? IV 1 PO q6h x
6 6d6c¢e1g)iii: nuépeg 2 Kou 3

Tpwdn IT Oepomeio (mpocapuoyn pe Paon v niia): nuépeg 1, 29
VCR (1.5 mg/m?, IV): nuépeg 1, 29

DEX (6 mg/m?muépa PO): nuépeg 1-5; 29-33

6-MP (75 mg/m?’mpépa, PO): nuépeg 8-28

MebBotpeEdrn (20 mg/m?/epdopdda, PO): nuépeg 8, 15, 22

VP-16 (100 mg/m?, IV): nuépeg 29-33

CPM (300 mg/m?, IV): nuépec 29-33

MESNA TV nuépeg 29-33

G-CSF (5 pg/kg, SC): nuépec 34-43

Xovtipnon
(koKchot 8-eBdoudomy)
Kbdxhot 5

Kpoviakn axtivoBoinon (Block 5 only)

12 Gy og 8 uépn yuo 0A0VG TOVG 0oBgVEig TOV NTAY KATE, TN d1dyvmdoN
CNS1 kot CNS2

18 Gy og 10 pépn v olovg tovg acbeveic Tov NTAV KATA TN SLdyveon
CNS3

VCR (1.5 mg/m*muépa, IV): nuépec 1, 29

DEX (6 mg/m?muépa, PO): nuépeg 1-5; 29-33

6-MP (75 mg/m?’mpépa, PO): nuépeg 11-56 (IMopaxpdtnon 6-MP katd tig
nuépeg 6-10 g kpaviakng axtifornong mov Eekvd Ty nuépa. 1 Tov
Korhov 5. Evapén 6-MP katd v 1" nuépa petd v oAokAnpmon g
KPOVIOKNG 0KTIVOBOANONG).

MebBotpeEdn (20 mg/m?/epdondda, PO): nuépec 8, 15, 22, 29, 36, 43, 50

Xuvtpnon
(orchot 8-gBdopddwmvy)
Kbxhot 6-12

VCR (1.5 mg/m*muépa, IV): nuépec 1, 29

DEX (6 mg/m?muépa, PO): nuépeg 1-5; 29-33

6-MP (75 mg/m?mpépa, PO): nuépeg 1-56

MebBotpe&dn (20 mg/m?/epdopdda, PO): nuépeg 1, 8, 15, 22, 29, 36, 43,
50

G-CSF = nopdyovtag di€yepong anotkinv Kokklokvttdpmv, VP-16 = etonocion, MTX =
pebotpegarn, IV = evdoprépia, SC = vrodopia, IT = evdopayiaia, PO = and otoépatog, IM =
gvoopikd, ARA-C = kvtapofivn, CPM = kukhopmceauién, VCR = fvkpiotivn, DEX =
de&apebalovn, DAUN = saovvopovumikivr, 6-MP: 6-peproamntonovpivn, E. Coli L-ASP = L-
aomapoywvion, DEX = de€auebalovn, PEG-ASP = PEG-acrtapaywvédorn, MESN = 2-ugpkantooatfovo
GOVAPOVIKO VATPLO, 111 =N uéypt to eminedo MTX givar < 0,1 uM, q6h = kdbe 6 dpeg, Gy = Gray
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H perétn AITO7 tav pio TOAVKEVTPIKT, OVOLYTOV GYESIAGLOV, TUXOOTOMUEVT, @dong I/ pedé
otV omoia cuppeteiyav 128 acBeveig (1 £wg < 18 etmv) mov éAafav imatinib € GUVILAGUO LE
mueoBepaneia. Ta dedopéva acpareiog amd avt TV HeAETN QaiveTol va ival GOUE®VA LE TO
Tpoeil aopoleiog Tov imatinib otovg acOveig pe Pht+ OAA.

Yrorpomalovoo/ovlextikny Ph+ OAA

Orav 1o imatinib ypnoonomdnke wc povobepaneio o acbeveig e vrotpomidlovso/avhektiky Pht
OAA, odNynoe 53 a&loloynoiol og TPog TV avTamoKplor acbeveig and toug 411 oe T060GTO
apatoAoykng avtamdkpions 30% (9% mAnpng) Kot Toc0GTd HEYIGTNG KUTTOPOYEVETIKNG
avtamoxpiong 23%. (Enuewwveral 6t amd tovg 411 acbeveic, o1 353 élaPav Beponeio ota TAaicLO
€VOC TPOYPAUUOATOG EKTETUUEVNC TPOSPOCTG X0Pig GLAAOYN dedopévmV apyIkng avTarokpiong.) O
SUIPESOG POVOG £MG TNV €EEMEN TNG VOOV 6TO GLVOAKS TANBLGHO TV 411 acBevov pe
vrotpormidlovca/aviextikiy Ph+ OAA xopouvotay and 2,6 £og 3,1 pnvec kat 1 016 esT) GLVOAKN
emPioon otovg 401 a&loroynoipovg acbeveig kopoawvotav amod 4,9 émg 9 univec. Ta dedopéva fTav
mopopola 0tav enavasloloynonkay yio va copmeptinedoiv povo ekeivor ot acheveig niwciog 55 etdv
KoL pLeyolvTepoLt.

Khvikéc pehéteg ce MDS/MPD

H epmepia pe imatinib ¢'avt v €voeién etvar moAd meplopiopévn kot faciletol oTo OUOTOAOYIKA
KOl KOTTOPOYEVETIKA TOGOGTE avTOTOKPIoNG. AV VILAPYOLY EAEYYOLEVEC LEAETES TTOL VO
KOTOSEIKVDOLY KAVIKO OpeA0g 1 avénpévn emifimon. Mo avorytod oyedlaciol, ToAVKEVTPIKT,
oaong Il Khvikn perétn (pedétn B2225) dieknybn eréyyovtog o imatinib o€ dtapopetikods

TANOLG OV acBEVOY TOV EmacyaV Ao ATEANTIKES Yo T {on vOooue oyeTilopeveg pe Abl, kit
PDGFR 1t mpateivng Kivaong e tupocivng. Avtni 1 perétn coumepiéhafe 7 acbeveig pe
MDS/MPD mov éhafav aywyn pe imatinib 400 mg nuepnoinc. Tpeig acbevelg mapovoiacav TAnpm
apatoroyikn avrardkpion (CHR) kot évag acBevig mapovsiose HeptKr| QLOTOAOYIKT AvTOTOKPLIoN
(PHR). Tn xpovikn oTiyun g opyking ovaivong, TPl omd Toug TE66EPLG aoOEVEIC e aviyveDoIun
PDGFR yovidwaxég avadiatdéelc avéntuéay apatoroykn oviandkpion (2 CHR kot 1 PHR). H niwia
avTOV TV 0ofevav kopdavinke amd 20 £ng 72 €.

‘Eva untpdo mapoakorovOnong (perétn L2401) d1e€qyon yio va cuddé€et dedopéva yio
LoKPOTTPODEG U AGPAAELD KO OTOTELECUATIKOTNTA G 0.0OEVELG TOV TAGYOVV OO
poehovmepmiactikd veomAdopota pe PDGFR- B avadidtaén kot ot omoiot vrofAnOnkay ce Bepameio
ue imatinib. Ot 23 acBeveic mov cvppeteiyov o€ avtd 10 PNTP®o Elafav imatinib o po péon
nuepnota d6om tov 264 mg (gvpog: 100 émg 400 mg) pe péon didpketa 7,2 £t (evpog amd 0,1 £mg
12,7 £n). Adym ™G oM 0VTOH TOV UNTPMOOV, TO OEGOUEVO OUUOTOAOYIKNG, KVTTUPOYEVETIKNG KOl
poprokng a&loAdynong Nrav dwbéotua yia 22, 9 kot 17 and toug 23 eyyeypappévoug acheveic,
avtiototrya. YnobEtoviag cuvenpnTikd 0Tt o1 0c0eveig pe eAdewmn oedopéva dev avtamokpifnikay, n
CHR napatnpndnke og 20/23 (87%) acbeveic, n CCyR og 9/23 (39,1%) acBeveig karn MR og 11/23
(47,8%) acBeveig, avtiotoya. Otav 10 T0606TO avTamdKpiong vroloyiletat and acbeveis pe
TovAdyioTov pia Eykupn a&lohdynon, 10 mocooto avtamokpiong yuo T CHR, CCyR kot MR fjtav
20/22 (90,9%), 9/9 (100%) ko 11/17 (64,7%), avtictotya.

Emnpocheta emmdéov 24 acBeveic pe MDS/MPD avaeépOnkav oe 13 avagopéc. 21 acBeveic Erapav
imatinib 400 mg nuepnoing evd ot GArot 3 acbeveic Elafav yapniotepeg 60celc. Te Evieka, aobeveig
nov aviyvevOnkav PDGFR yovidiakég avadiatdéels, otovg 9 enetevydn CHR kot og évav PHR. H
NAIKio avTOV TV acBevodv kKopdvinke and 2 £mg 79 etdv. Xe po TpdceaTr ONpocicvon
avabeopnuévee TAnpogopieg amd 6 and tovg 11 acbeveig anexdAlvye 6TL 6A01 01 acbeveic Tapépuevay
0€ KLTTOPOYEVETIKN Voot (€0pog 32-38 punveg). H ida dnpocicvon avépepe pakpoypovia dedopéva
napakorlovnong anod 12 acheveig ue MDS/MPD pe PDGFR yovidwukéc avadiatdtels (5 acheveig amd
T peAérn B2225). Avtoi ot acBeveig éhafav imatinib yia 61dpeco ypovikd diaotnpa 47 unvov (e0pog
24 nuépeg — 60 pnveg). Xe 6 amd avtovg Tovg acheveic n mapakorovOnon vrepPaivel mAéov ta 4 €.
e 11 acbBeveic emetedydn ypryopn CHR, déka eiyav mAnpn enihvom TV KVTTAPOYEVETIKOV
OVOULOAOV Kot peioon 1 eEapavion TV HETAYPOQOY CUVINENG COUP®VO [LE TOGOTIKY AVAALGT HECH
aAvc1d®TC avtidpaong molvuepaong o€ mpoyuatikd xpovo (RT-PCR). Ot aipotoroyikés Kot
KUTTOPOYEVETIKEG OVTATOKPIGEIS TapEUEVAY oTABEPES Yio SIAUESO XPOVIKO dldoTNio 49 unvov
(e0pog 19-60) ka1 47 unvav (evpog 16-59), avtictorya. H cuvorikn emBimon givor 65 piveg and
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duryvaon (€bpog 25-234). H yopriynon tov imatinib ce acBeveic yopig yeveTikn pHetdtaén yevika £xet
amotédeopa tn Un Pertioon.

Agv vapyovv eleyyopeves peréteg oe madlatpikovg acheveic pe MDS/MPD. Ze 4 dnpocievoelg
avapépnkav mévte (5) acBeveic pe MDS/MPD oyetilopeveg pe PDGFR yovidiakég avadiotaéets. Ot
aoBeveic avtol frav nAkiag amd 3 unvov €mg 4 €TOV KoL TOVG Yopnyeito imatininb e docoroyia

50 mg nuepnoing 1 docoloyiec omd 92,5 o 340 mg/m? nuepnoing. e Ghovg Tovg 0oheveic sixe
emtevy el TANPNC UUATOAOYIKT] OVTOTOKPIGT), KUTAPPOYEVETIKY OVTATOKPLION KOUT KAIVIKY
OVTOTOKPLOT).

Khvikég pedéteg o HES/CEL

Mo avotytol oyedlocov, ToAVKeEVTPIKY], eaong Il KAtvikn pedétn (pehétn B2225) de&nybn
eléyyovtog to imatinib og dlopopeTikovg TANBVG OV GHEVOY TOV EMACYAY OO ATENTIKES Y10l TN
Con vooovg oyetilopeveg e Abl, kit PDGFR ¢ mpoteivng kivdong g tuposivng. Z'ovthiyv v
peién, 14 acbeveic pe HES/CEL éhafav aywyn pe 100 mg émg 1.000 mg imatinib nuepnoinc.
Emimiéov 162 acbeveic pe HES/CEL mov avaeéptnkay oe 35 SNUOCIELUEVEG AVAPOPES KOL CELPEG
TEPIOTOTIKOV EAafov imatinib o€ 06celg amd 75 mg £mg 800 mg nuepnoimng. Kuttapoyevertikéc
avopaiieg atoloynnkav og 117 amd to cuvorikd TANOLGHO TV 176 acbevav. Xtovg 61 am'avtovg
toug 117 acBeveic FIP1L1-PDGFRa cbvvinén g kivdong avayvepicnke. Eminpocteta técoepig
HES ac0eveic avevpédnoav va eivar FIP1L1-PDGFRa -Bgticol o dAdeg 3 ONUOGIEVUEVES OVAPOPES.
O)ot o1 65 FIP1L1-PDGFRa -Ogtikoi 6t ovvinén g kivaong enétuyav pe CHR otabepn yio piveg
(e0pog amd 1+ £mg 44+ pufves vOIGONTOTONUEVO T YPOVIKT GTLYU TG avapopas). Otmg
avaeéptnke o pia Tpdoeatn dnpocicvon 21 and avtovg toug 65 acbeveic emiong eméTvyay TANPN
LOPLOKT VOEOT [E O1AUECO YPpOVO TapakolovOnong 28 univeg (edpog 13-67 punveg). H nikio avtov
TV acBevav kopdvOnke and 25 g 72 étn. Emnpocherta, fEATIOOEIC 6T CUUTTOUATOAOYIO KOL GE
GAAEG OPYOVIKEG VO UAAEC SuoAELTOVPYIOG VAPEPON KOV OO TOVG EPEVVNTEG OTIS OVAPOPES
TEPIOTOTIKOV. BeATidoelg avapépnkay 610 Kopdlakod, VELPIKO, dEPLOTOC/ VTOd0Pion 16TOV,
aVamVELGTIKO/O@PaKIKO/UeEGOOmPAKIO, LVOCKEAETIKO/GUVIETIKOD 1GTOV/AYYELNKO KOl YOOTPEVTEPIKO
GLOTNLOITOG OPYaVO.

Agv vapyovv eleyyoueveg peréteg oe mandiatpukovg acbeveic pe HES/CEL. Ze 3 onpocievoelg
avaeépnkav tpeic (3) acbevelg pe HES kot CEL oyetilopeveg pe PDGFR yovidiakég avadiotdéetc.
Ot acBeveic avtol rav nAkiag amd 2 £mg 16 etdv Kat Tovg yopnyeito imatininb ce Socoroyia

300 mg/m? nuepnoing 1 Socoloyieg amd 200 £mg 400 mg nuepnoing. Te 6GAovg Tovg acOeveic siye
emrtevy el TANPNC ULUATOAOYIKT| OVTOTOKPIGT), TANPNG KVUTAPPOYEVETIKT AVTATOKPLIOT KOUT TANPNG
LLOPLOKT] OVTATOKPLON.

Khlvucég pehéteg o aveyyeipnto kavn petactotikd GIST

M @dong 11, avorytod oyedlacpov, TUYOTOMUEVT), U1 EAEYYOLEVT, TOAVKEVTPIKT LEAETN S1e&nyOn
o€ acbevelg Le aveyyelpnTo N LETACTATIKO KakON0eg YaoTpevtepikd otpouatikd oyko (GIST).

2 avthv ) peiétn 147 acbeveic elonydnoov Kot toyatomombnkay yia va Adfovv gite 400 mg 1 600
mg pie. @opa NUEPNGime amd ToL 6TONATOC Y1o dtdotnua £g 36 univec. Avtoi ol acBeveic giyav gdpog
NAwiog amd 18 £mg 83 étn kan glyav po taboroyikn didyvmon kokonBoug kit-0etikod GIST mwov ftav
aVEYYEIPNTO KOUN HETAOTATIKO. AVOocoioToynkn e&étaon die&nyon ndvta pe avticopa Kit (A-4502,
TOAVKA@VIKOG avTioppdg kovikiov, 1:100, DAKO Corporation, Carpinteria, CA) copoova pe
avdivon pe pa péBodo cupmdokov, afidivng-Protivic-umepolelddong, Hetd v avadeién Tov
ovTLyovou.

H mpotapyikn £voeién amoteAeoHOTIKOTNTAG PUGICTNKE GTU AVTIIKEWEVIKA TOGOGTA ovTomoKpiong. Ot
OYKOL £TPETE VO EIVOIL LETPTGIUOL GE [0, TOVAGYIGTOV TEPIOYN TNG VOGO KOl O YOPOKTNPIGLOG TNG
avtonokplong PacicOnke ota kprnpla g Notwodutikig Oykoroyikng Ouddag (SWOG). Ta
amoteléopata mapgyovial otov [livaka 6.
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IMivakag 6 Kahvtepn avromokpion tov 6ykov ot perétn STIB2222 (GIST)

Olec o1 060¢e1g (n=147)
400 mg (n=73)
600 mg (n=74)

Kaolbtepn avtamdkpion n (%)
ITnpng avtamdkpion 1(0,7)
Mepikn aviomokpion 98 (66,7)
Ztabepomoinuévn vooog 23 (15,6)
E&ehocduevn vooog 18 (12,2)
Mn a&loloynoun 5(3,4)
Ayvoot 2(1,4)

Agv vmnp&av S10popEc 6TA TOCOGTH AVTOTOKPIONG UETAED TV dV0 B0GOA0YIKOV Opddwy. 'Evag
ONUAVTIKOG apOpog aclevav o€ oTadepomotnuévn vooo TN ¥POVIKN OTLYUR TNG EVOLAUESTG AVAAVOTG
EMETVYOV UEPTKT] OVTOTOKPIOT e UEYOADTEPNC dtdpkelag Oepameio (diipeon mopakorovdnon 31
univeg). O dudpecoc xpovog avtamokpiong ftav 13 efdouddec (95% CI 12-23). O didpecsog xpovog
uéypt TV omotuyio tng Bepaneiog otovg avtamokpivopuevoug fray 122 gfdopddes (95% CI 106-147),
EVMO 6TOV GUVOAIKO TANBVGUO TG peAétng tav 84 efdouddeg (95% CI 71-109). H didueon tiun g
oLVOMKTG emiPimong dev emetedyOn. H extiunon kotd Kaplan-Meier yuo v eniioon petd ond 36
unveg mapaxorlovnong nrav 68%.

e dvo KAvikég peréteg (Leétn B2222 kot pekétn evordpeong opdadog S0033) n nuepnola 4661 ToV
imatinib kKAMpokoOdnke ota 800 mg oe acheveic mov mapovsiolav eTOEIVOOT OTIG XOUNAOTEPES
nuepnoteg 60celg Twv 400 mg M twv 600 mg. H nuepnoia 66om kiypokmdnie ota 800 mg nuepnoing
o€ ¢va oOvoro 103 acBevav, oe 6 acBeveic emetevydn pepkn aviandkpion kot og 21 otabepomoinon
NG VOGOV TOLG HETA TN KAMUAK®OOT] TG 00GOA0YIOG Y10l £vVOL GUVOALKO KAVIKO Opelog Tov 26%. AT
ta Swbéoa dedopéva acedielag, 1 KMpdkoon g 86ong ota 800 mg nuepnocing oe acbeveic mov
napovoialov emdeivoon o yapniotepeg d6oels tov 400 mg 1) 600 mg dev paivetar va ennpéace 10
poiA aceoleiog Tov imatinib.

KAlwvicéc nerétec og emkovpikd GIST

2NV EMKOVPIKT| KATAGTACT], TO imatinib diepevviOnke og Lo TOAVKEVTPIKT, SITAN-TVQEAT, LOKPAG
dlapkelog, eEreyyOrevn Le elkoviko eapuako peaétn edaong I (Z9001) mov meprehdpuPove 773
aoBeveic. O nhikieg Tov acBevdv avtodv Kopaivovtay amd 18 émg 91 etmv. Xvunepthnedncav
aoBeveic pe 1oToroYIKY d1dyvoon mpwtevovtoc GIST exppalovtag npmteivn Kit pe
0vVOGOTPOGOOPIo O Kol HEYeBog OyKov >3 cm g PéYoTn SIoTOOT, LE TAT|P EKTOLLT TOV
npwtevovtog GIST evtog 14-70 nuépeg Tpo ¢ eyypaens. Metd v extopun Tov mpwtevovtog GIST,
o1 aoBeveig TuyatomomOnkay o€ évo amd ta 600 ckéEAN: imatinib ota 400 mg/muépa N EIKOVIKO
@apuoKo Yo Eva ypdvo.

To mpotapyikd KataAnkTiko onpeio e perétng Nrov n emPioon eredBepn vrotponng (RFS), n
omoia kabopiletor cav o ypdvog amd TNV HEPO TNE TUXALOTOINOTG EMG TNV NUEPO TNE VITOTPOTNG 1 TOL
BavdTov 0o 0mo1dNTOTE QUTiaL.

To imatinib avénoe onuovtikd v RES, pe 75% tov acbevov va Bpickovral ehevbepot vtotponig
6T0VG 38 pnveg otnv opdda tov imatinib évavtt 20 unvov oty opdda Tov EIKOVIKOD OPUAKOD
(95%Cls, [30 — un-mpocdiopioyior]; [14- un-npocdiopicipot] avrictorya); (10606Td KIvddvoy =
0,398[0,259-0,610], p<0,0001). Xtov éva ypdvo 1 cuvoiiky RFS ftov onuavtikd kaAdtepn yio to
imatinib (97,7%) évavti Tov gikovikov eapudiov (82,3%), (p<0,00001). O kivdvvog vTOTPOTHG TV
EMOUEVMG UEWWILEVOS KT Tepimov 89% o oyEom e To eKOVIKO PAPHaKO (TocooTd Kivdvvov = 0,113
[0,049-0,264]).

O «ivévuvog vrotpomng og aobeveig HeETd amod gyyeipnon Tov pwtevovtog toug GIST a&oloyndnke
avadPOIKE, LE BACT) TOVG AKOAOVOOVE TPOYVOCTIKOVG TOPAYOVTEG: LEYEDOG GYKOV, ITMTIKOG
delktng, tomobesio dykov. Agdopéva yuo Tov Ttk deiktn vanpyov dbécipa yio 556 and tovg
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713 tov TANBvopov pe mpdBeon Yo Bepaneia (ITT). Ta amoteréopata TG AvAAVONG TNG VITOOUAIUC
pe Baon v ta&vounon kvdvvov and to United States National Institites of Health (NIH) ko to
Armed Forces Institute of Pathology (AFIP) gaivovtat otov ITivaxa 7. Kavéva 6pglog dev

TOPOVCIAGTNKE GTIC OUASES YOUNAOD KoL TTOAD YOUNA0D KIvdOUVoL. Agv mapatnpnOnke Kavéva, YEVIKO

0pelog emProomng.
ivaxag 7 Hepiinyn g avédrivong RFS g perétng 29001 amod Tig ToEIVORGELS KIVOUVOU
NIH ko AFIP
Kpvmipwo| Enineda % TOV | Ap. TEPIGTUTIKAOV/ YovoMKOg BaOpog RFS (%)
Kwéovou| Kivovvov | acOevav Ap. aclevav PaOpég 12 mveg 24 pnfveg
imatinib évavtu KLvoOvou imatinib imatinib
EIKOVIKOV (95%CI)* évavty Evavti
PoppaKov EIKOVIKOV EIKOVIKOD
O QUPRIKOV
NIH Xopnho 29,5 0/86 évavtt 2/90 AY. 100 évavt 98,7| 100 évavt
95,5
Métplo 25,7 4/75 évavt 6/78 0,59 (0,17, 2,10) |100 évavti 94,8| 97,8 évavti
89,5
Yynio 448 21/140 évavti 51/127 | 0,29 (0,18, 0,49) 94,8 évavti 80,7 évavtt
64,0 46,6
AFIP | TToAd yapuniod 20,7 0/52 évavt 2/63 AY. 100 évavti 98,1 100 évavtt
93,0
Xopniéd 25,0 2/70 évavt 0/69 AY. 100 évavti 100 | 97,8 évavtt
100
Métplo 24,6 2/70 évavt 11/67 0,16 (0,03, 0,70) | 97,9 évavt 97,9 évavti
90,8 73,3
Yynid 29,7 16/84 évavt1 39/81 | 0,27 (0,15, 0,48) | 98,7 évavtt 79,9 évavti
56,1 41,5

* TIepiodoc mAfpovg Tapakorovdnong; AY — Agv vroloyiletan

Muo, devtepn KAWIKY pedétn eaong I, avolytov oyediacuov, tolvkevipikn (SSG XVIII/AIO)

ovykpwve Vv Oepamneio pe 400 mg/muépa imatinib yio 12 urveg évavti tng Oepameiag yio 36 unvec oe
aocBeveic petd amod yewpovpykn ektopn pe GIST kot éva amd ta akdiovba: diaueTpog Oykov > 5 cm
Ko toTikog dgiktng > 5/50 media vynAng woyvog (HPF); 1 diapetpog 6ykov > 10 cm kot
0TO10GONTOTE UITOTIKOG SEIKTNG 1 OYKOG 0TO10VINTOTE PeYEOoLg pe ptotikod deiktn > 10/50 HPF 1
OYKOG GTNV TEPITOVAIKT KOIAOTNTA. ZUVOAIKA cuvaivesay 397 acbeveig o1 omoiot Tuyotomomonkay
oV perétn (199 acbeveig oto okélog TV 12 pnvav kot 198 acbeveic 610 okélog TV 36 unvaov, pe
péon niakio 61 €t (evpog amod 22 péxpt 84 ). O ddpecog ypovog mapakorovdnong frav 54 uiveg
(amd v nuepounvio TuyoOTOINGNG HEXPL TO ONUELD TEPHATIGHOD), LE GOVOAO 83 Unvav avauecso
GTOV TTPAOTO 0.60gVT TOL TVYOLOTOMONKE KOl TNV NUEPOUNVID TEPHOTIGHOD.

To TpwTapyIKd KOTOANKTIKO onpeio tng LeAéng nTav n emiPioon erevbepn vrotponnig (RFS), n
omoia kafopileTar cav o ypdvog amd TNV HEPQ TNG TLYALOTOINOTG MG TNV NUEPA TNG VITOTPOTNG 1| TOL
BavdTov amd omoldNTOTE QUTioL.

Tpuavta-£E1 (36) pveg Bepameiog pe imatinib avénoov onpovikd v RES og oxéon pe Bepaneio 12
unvov pe imatinib (pe cuvolikn oyéon kvdvvov (HR) = 0,45 [0,32, 0,65], p<0,0001) (ITivaxog 8,
Ewoéva 1).

EmnpocOeta, Oepancio 36 unvov pe imatinib wopdteve onuovTikd v cuvoAlkn emiPimon (OS) oe
oyéon ue Oepaneio 12 unvov pe imatinib (HR = 0,45 [0,22, 0,89], p=0,0187) (ITivaxog 8, Ewova 2).

H peyolvtepn didpkeia g Bepaneiag (> 36 unveg) pumopel va kabvotepnoet Ty Evapén g
TEPULTEP® VTTOTPOTNG, MGTOCO O AVTIIKTLTOG AVTOV TOV EVPNHATOG GTIV GUVOAIKY| eMIPimon

TOPAUEVEL AYVOGTOG,
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O cVVoAIKOC 0p1BLog Bavatwv NTav 25 yuo 1o okéAog NG Bepameiog 12 unvav kot 12 yio 1o okéAog
g Oepamneiog Twv 36 unvov.

H Ogpomeio pe imatinib 36 pnvav vrepeiye amod tn Oepaneia 12 unvav katd v avaivon [TT, dnA.
SLUTEPTLOUPAVOUEVOL OAOKAT POV TOV TANOVGHOV TNG LEAETNC. X Lo OYEOIOGUEVT] aviAVoT
vIoopadog pe Paomn tov Tomo petariraéng, n HR ¢ RFS katd ) Oepaneia 36 unvov otovg acbeveic
ue petoAraéelg oto e€6vio 11 rav 0,35 [95% CI: 0,22, 0,56]. Agv umopoiv va, die&oybovv
CLUTEPACHOTA Y10, GALEG AYOTEPO GUYVES VTTOOUAOEG LETAALOENG AOY® TOV LKPOL POV TV
cupupapdtov Tov Tapatnpnonkay.

Mivokag 8 12-pnvn ko 36-pnvn Oepancio pe imatinib (Megiétn SSGXVIII/AIO)

Ykéhog 12-punvng Bepaneiog  Xkéhog 36-unvng Oepansiog

RFS %(ClI) %(Cl)
12 pnveg 93,7 (89,2-96,4) 95,9 (91,9-97,9)
24 pnveg 75,4 (68,6-81,0) 90,7 (85,6-94,0)
36 uveg 60,1 (52,5-66,9) 86,6 (80,8-90,8)
48 pnveg 52,3 (44,0-59,8) 78,3 (70,8-84,1)
60 prveg 47,9 (39,0-56,3) 65,6 (56,1-73,4)
Empioon
36 unveg 94,0 (89,5-96,7) 96,3 (92,4-98,2)
48 pveg 87,9 (81,1-92,3) 95,6 (91,2-97,8)
60 uveg 81,7 (73,0-87,8) 92,0 (85,3-95,7)
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Ewéva 1 Ynohoyiwopoi Kaplan-Meier yio TpoTopyiké KataAnkTiko cnueio empimong

glevBepng vroTpomg

—
QO =~ ww O o
o o o o o

P <0,0001
Zyéon xwvdvvov 0,46

w
(=]

MBavotta emPinong ehedbBepnc vVITOTPOTNG

407 (95% Cl, 0,32-0,65)
30 Ap Iep Aoy
—_— (1) Imatinib 12 MH: 199 84 115
Cl I (2) Imatinib 36 MH: 198 50 148
101 | | | Aoyokpipéveg
0" TOPATPOELS
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Xpdvog emBiwong oe pveg
Xe kivdvvo : Ileplotatika
(@) 199:0 182:8 177:12  163:25 137:46 105:65 88:72 61:77 49:81 36:83 27:84 14:84 10:84 2:84 0:84
2 198:0 189:5 184:8 181:11  173:18  152:22  133:25 102:29 82:35 54:46 39:47 21:49 850  0:50
Ewéva 2 Ynohoyiwopoi Kaplan-Meier yio. cvvoiiki) empioon (mAnOvopoc ITT)
11 F H-H b
WO By 4 4 mI-H AW
J 1
90 “H -EH4-+4H
£ 80
3
= 701
B
> 807 P =0,019
T 50 Tyéom kwdvvov 0,45
E 40 (95% Cl, 0,22-0,89)
B Ap Iep Aoy
i:i 301 —_ (1) Imatinib 12 MH: 199 25 174
\§ 20 (2) Imatinib 36 MH: 198 12 186
g ||| Aoyokpuéve
= 109 TOPATNPNCELS
O-
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Xpdvog emBioong og uMveg
Xe kivovvo : Tleplotatid
(@) 199:0 190:2 188:2 183:6 176:8 156:10 140:11  105:14 87:18 64:22 46:23 27:25 20:25 2:25 0:25
2 198:0 196:0 192:.0 187:4 1845 164:7 152:7 119:8 100:8 76:10 56:11 31:11 1312 0:12

Agv vtapyovv eleyyoueveg peréteg oe mardlatpikovg acbeveic ue GIST Oetiko oe c-Kit. Xg 7

dnupocievoelg avapépOnkav dexoentd (17) acOeveig ue GIST (ue 1 yopig Kit kot PDGFR

petaArdéerg). Ot acBeveig avtol frav nhwkiog amd 8 Emg 18 etV kot Tovg Yopnyeito imatininb og
EMKOVPIKT| KOl LETACTAUTIKN KATAoTOON 6€ docoAoyiec omd 300 g 800 mg nuepnoing. I'a v
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TAEOVOTNTO TV TAdOTPIKOV acbevav mov ékavav Bepomeio yioo GIST dev vrdpyovv cToyygia Tov va
emPepardvovv c-Kit 1 PDGFR petaild&elg mov mbavo vo 0dynoay o€ avapecTo KAVIKA
omoteAéouaTa.

Khwvikéc uerétec g DFSP

Mo KAvikn pedétn edong I, avotytod oyediacpov, moAvkevipikn (Lelétn B2225) de&nyon
nepropfavovrog 12 acbeveic pe DFSP mov vropAndnkav ce Ogponeio pe imatinib 800 mg
nuepnoing. H niwia twv DFSP acBevav kopaivovtay and 23 émg 75 étn. To DFSP ftav
LETOOTOTIKG, TOTKA DIOTPOTLALOV LETA TNV OPYIKT| YEPOVPYIKN EKTOUN Kot OempnOnke OtL mepontépm
YEPOLPYIKN ekToUn dev Ba emépepe Pertioon Katd To ypodvo elcaywyne ot pnekétn. H kopa évoeitn
OTOTELECUATIKOTNTOG Paci{ETOl GTO OVTIKEWEVIKE TOGOOTA avTATOKPIoNS. ATd Tovg 12 acbeveic mov
éhafav pépog otn peAétn ot 9 avtamokpibnkav o Evag TANP®G kot ot 8 peptk®dg. Tpeig and Tovg
LEPIKE aVTOTOKPIVOLEVOLS BempnOnKoy peTayevESTEP EAEVBEPOL VOGOV AOYM TNG YEPOVPYIKNG
enéuPoong. H dudpeon duapkela Oepaneiog yio tn pehétn B2225 Atav 6,2 piveg pe péytot didpkela
24,3 pnvec. EmmAéov 6 acBeveic pe DFSP tov omoimv o1 nlikieg kopdvOnkay amd 18 unqveg €mg

49 £11 wov voPAnONKav oe Bepamneia e imatinib avaEEPONKAY g 5 ONUOGIEVUEVES LEPOVOUEVEG
avaeopés. Ot eviilkeg acBeveic Tov avapépOnioy otn dnpocievpévn Piitoypapio ElaPav imatinib
eite 400 mg nuepnoing (4 nepittooeig) gite 800 mg nuepnocing (1 nepintwon). [1évte (5) acbeveic
avtamokpiOnkay, 3 TANpm¢ Kot 2 peptkdc. O didpecog ¥pdvog diapkelog epameiog 6T SNUOCIELUEVT
BipAoypapio kopdvonke amd 4 fdopades £mwg Kot teptocotepo and 20 unves. H petatomion
t(17:22)[(g22:q13)], /) To yovidiakd Tpoidv TN NTOV TOPOV 0G0V G OAOVG OGOVE UVTOTOKPIONKAY
ot Beponeio pe imatinib.

Agv vapyovv ereyyoueveg perétec oe modlatpkovg acheveig pe DFSP. e 3 dnpocievoelg
avaeépnkav mévte (5) acBeveic pe DFSP ka1 PDGFR yovidwokéc avadiatatelc. Ot acBevelg avtol
nrav nAkiog amd veoyévvnta £0¢ 14 €1dv Kot Tovg yopnyeito imatininb og docoroyia 50 mg
nuepnping | Socoroyieg amd 400 £mg 520 mg/m? nuepnoing. Te dGLovg Tovg acheveic eiye emitevyOsei
UEPIKT] KOUT TANPTG OVTATOKPLION.

5.2 DoPPOKOKIVITIKES LOLOTTEG

DopuoKoKvnTikn Tov imatinib

H pappokokivntiki Tov imatinib éyet extiundel oe Eva gdpog d0cewv omd 25 £wg 1 .000 mg. Ta
TPOPIA TNG POUPLLOKOKIVITIKNG TOL GTO TAAGHO avaAvOnkav gite v 1n nuépa, gite v 7n nuépa gite
v 281 nuépa, 6Tov PEYPL TOTE OTIC GVYKEVIPMGELS TOV TAACUATOG eiye emtevyOel otabepn
KOTAGTAOT).

Amoppoonon

H péon amdivtn Prodabeoipdtnta yio tn ovvleon tov koyakiov eitvar 98%. H dwokopavon e AUC
Tov imatinib 610 TAGGHA HTOV LVYNAR peTalD TV acBevdv PeTd amd pio amd Tov 6TOLATOG 0OG.
Otav yopnyeitot pe yedUo VYNANG TEPIEKTIKOTNTOS GE AITOG TO TOGOGTO TNG ATOPPOPNGNS TOV
imatinib fjtav eAdyiota peiopévo (11% peimon ot Cmax KO ETPUAKVVGT TOV tmax KOTd 1,5 dpar) pe
pio pukpn petwon ot AUC (7,4%) cvuykpivopevo e kataotdoels vioteiog. Aev €xet diepevvnOel to
OTOTEAEG LA TTPONYOUUEVIC ETEUPACTIC GTO YOGTPEVIEPIKO GUGTNLLO GTNV ATOPPOPTGT] TOV PAPLLAKOV.

Koatavoun

e KAviKa oyeTilOUEVEC GLYKEVTPMGELC TOV imatinib, 1 cOVOEST LE TIC TPMTEIVEC TOV TAUCUATOG NTAV
nepimov 95% o710 eminedo Twv in Vitro nelpopdtov, Koplo pe Ty Agukopativy Kot Ty GAgpa-o&d-
YAUKOTTP®TEVN KOl PE HIKPT) GOVIEST] LUE TN AMTOTPAOTEIVT).

Biopetaoymuatiopdc

O K0OP1Log KVKAOPOPDOV HeTaPoAitng oTov AvOpwmo gival To mapdywyo N-dipebviiopévn mmepalivn,
TO 0To{0 OElyveL TNV 1010 ATOTELEGUATIKOTNTA LLE TO YOVIKO pdppako. H AUC tov TAdopotog yl'oavtov
T0 petafolrit Ppédnie va givar poévo 1o 16% tg AUC yuo to imatinib. H npmteivn tov TAdopatog
7oV decpeveTol amd Tov N-dipebviimpévo petafolritn ivar TapopOL LE GVTH TOL YOVIKOD QAPUAKOV.
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To imatinib kot o N-dipuebvlopévog petaporitng pali, evbbvovro yia mepinov 65% g
KukAopopovcag padievépyetog (AUC o-4eny). H vtoroumn kukhopopodoa padievépyeto amoteAeito amd
évay aplBpd devtepeudvtwV PETAPOATOV.

To anoteréopata in vitro édei&av 6Tt 10 CYP3 A4 ftav to mo onpavtikd €viupo tov avipomrivov
P450 mov katalvet tn Plopetotponn Tov imatinib. Ao pia opddo Tlavav cuyxopyoOUEV®Y
BepamevTikdv aywymv (aKeTapvoQaiv, acLKAOPipn, 0ALOTOVPIVOAN, AUEOTEPIKIVY, KuTapaBivn,
gpubpopvkivn, pAovkovaloAn, vdpo&vovpia, vopero&acivn, tevikihivn V) pnovo n epvbpopvkivn (ICso
5 0 uM) ko n pAovkovaloin (ICso 118 uM) €dei&av avacToAn ToV HETABOAMGHOV TOL imatinib wov
umopet va €xel KMvikn oyxéon.

To imatinib gpeovicOnke in vitro va glval £vag avTay®VIGTIKOG AVOGTOAENS TOV VTOGTPOUATMV
dektmv yio 1o CYP2C9, CYP2D6 kat CYP3A4/5. Ovtipég Ki ota avBpdmiva nmatikd pikposouoTo
ntav 27, 7,5 ko 7,9 umol/l, avtictorya. Ot UEYIGTEC GVYKEVIPMOGELS 6TO TAAGHN TOL imatinib cg
aoBeveic Ntav 2-4 umol/l, emopévmg o avactoAr] Tov petafoitspod Tov CYP2D6 kaun tov
evdlgpecov- CYP3A4/5 twv cuyyopnyovueveov eapudkmv sivat mhovn. To imatinib dev mapepfaivet
o1 Propetatponni g S-eBoproovpakiing oAl avacTEAAEL TOV HETAROMGLO TNG TOKATAEEANG WG
ATOTELECUO TNG AVTAY®VIGTIKNG avacToAng Tov CYP2CS8 (Ki= 34,7 uM). Avti n tiun K etvon kotd
TOAD LLEYOADTEPT] OO TO, OVOLEVOUEVA EMITESN GTO TAAGLO TOV imatinib 6Tovg acbeveis, emopévmg
dev avapévetal aAAnAenidpaon Le T cuyxopnynon gite g S-eBoproovpakiing 1 wakAITaeéAng Kot
imatinib.

Amofoin

Bdoetl g avedpeong Tov cuoTaTIKOD (V) LETA atd Ui, ad TOL GTOUATOG dOGT) GEGTUAGIEVOL UE
14C- imatinib, 81% mepimov g S6omg avevpebel evidg 7 nuepdv ota kK6TPova (68% tng S60mC) Kot
ota ovpa (13% g d6onc). To apetdPfinto imatinib vroAoyicOnke oto 25% g 06onS (5% ota obpa,
20% ot KOTPava), TO VITOAOLTO NTAV PETAPOAITEG

DopuoKOKIVNTIKA 6T0 TAAGLLO

Metd amd Tov 6TONOTOG XOpTYNoN o€ vYlElg e0ehovTEég, o t12 NTav Tepinov 18 dpeg, vTOdNAD®VOVTOC
OTL T e opd TV Nuépa dosoroyia eivar 1 katdAAnAn. H avénon ot péon AUC pe av&avopevn
d00™ NTAV YPOLLUIKT KOl 00GOAVIAOYIKT 6TO PAcpa d0cemv omd 25-1.000 mg imatinib petd amd tov
otoOTOg Yopnynon. Agv vanpée Kapio oAAayn 6TV Kivntiky Tov imatinib o€ emavaiapufovopevn
docoioyia ka1 cvecmdpevon fTav 1,5-2,5 popéc o otabepn| katdotaot, 6Tav 1 S0GOAGYN OGN NTOV

pio opd v Nuépa.

dapuoaxokwvntikn oe acdeveic ue GIST

e aoBeveic pe GIST 1 ékbeon oe otabepn Katdotacn NTov 1,5 eopéc vyNAdTEPT 0T’ L THY TOV
mapatnpnOnke oe acbeveig e XMA, yio tnv id1a docoroyia (400 mg nuepnoimng). Me Bdoet Tig
TPOKOTAPTIKEG PAPUAKOKIVITIKEG avadvoelg og TANOuoud acbevav pe GIST, tpelg petafintés
(Aevkopartivn, AevkokvTTapo Kot YoAepvOpivn) avevpédncav va £xoVv GTUTICTIKE G1LLOVTIKY
GLOYETION UE TN QOPLOKOKIVNTIKNY TNG imatinib. Ot pelopPEVEG TYEG TNG AEVKOUOTIVIG TPOKAAEGAY
pewwpévn kéBapon (CL/E) ko To vynAdTEPR EMIMES A TV AEVKOKVTTAP®V 0ONYN GOV GE UEION TOV
KAaopatog CL/f. Evtohtolg autéc o1 cuGYETIOELS OV €lval ETOPKADC KATAPAVELS Vi VO
dwkatoAoyricovy puduien g 06ong. X’ avtdv Tov TANBVoUO acevdv, 1 TOPOVGIN NTATIKMOV
UETAOTAGE®V UTopel TOAVOV VO 001y GEL GE MTOTIKY] OVETUPKELN KOl LELOUEVO LETAPOAIGUO.

DappoxokvnTikn otov IAnbvoud

Baoet pappokokivnTikav avaidveemv otov mAnbuoud acbevav pe XMA, vanpée pio pikpn emiopaon
™¢ NAkiog otov 0yKko katavoung (12% avénon oe acBeveic nhikiog > 65 et@v). Avtiy 1 adiayn dev
Bempeitar 0Tt etvar KAvika onpoavtikr. H exidpaocn tov copotikod Bapove otn kdbapon tov imatinib
glvan tétoln wote Yo évo, acevny wov Quyiet 50 kg, n péon kabapon avapévetor va givar 8,5 I/h, evd
v éva acBevi Tov Quyilet 100 kg Oa avénbei ota 11,8 /h. Avtég ot addayég dev Bewpodvtar apKeTEG
®oTe vo dkooloyolv tn pvbuion g doong pe Paon to kg tov copatikov PBapove. To yévog dev
emnpedlel TN KvnTIKn Tov imatinib.
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DopuoKOKIVNTIKA 6TOV TadaTplkd TAnfvoud

Onwg kot oe evidikeg acbeveic To imatinib amoppo@nOnke ToxEmg LETA OO TOV GTOUATOS YOPNYTION
o€ TadlaTpIKoVg aobeveic 1060 o€ pehéteg paong I 6co kan oe peléteg paonc 1. Me ) yopriynon
36omc 260 Kot 340 m?muépo ota mondid emetedydN mopodpota £kOeoT, dmmg pe Tic ddoeig 400 mg Kot
600 mg avtictorya, oe eviiikes aoBeveic. H ovykpion g AUCo-24) v nuépa 8 ko tnv nuépa 1 oe
d6om 340 mg/m*muépa amokdivye GOpoton kotd 1,7 OoPES TOL PUPHAKO LETH ATd
EMOVOAAUPOVOUEVEG DOGEIC L0, OPE TNV NUEPQ.

Béiogt appokokivnTIK®V avoADGE®Y GTO GUUUETEYOVTO TANOVGUO TUSATPIKAOV AcOEVDV e
alpotoroykég dwatapayis (XMA, Pht OAA, 1 GAAeg aplotoAoyIKEG SaTapayg ToV
avtetoniCovtot pe imatinib) 1 k@Bopon Tov imatinib av&avetar pe v adHENOT TNG ETPAVELOS
ompotog (BSA). Metd ™ dtopbwon g emidpaocng tov BSA, dAla dnpoypagikd otoryeio Ommg
nAwia, Bapog copatog kat deiktng palog cOUTOg eV giyay KAVIKA GNUAVTIKEG ETOPAGELS TNV
éxBeom oto imatinib. H avdAivon emPePaince 6T1 1 éxbeon oto imatinib ce TaudioTpikods acbeveig
mov AapBovay 260 mg/m? o popd nuepnoing (Sev vepPaivet Ta 400 mg o Popd NUeEPNGIOC) 1
340 mg/m? o popd nuepnoing (Sev vaepPaivet Ta 600 mg o Popd NUEPNGIOC) NTOV TAPOUOLD. LLE
vt TV evilikov actevav tov Adppovay 400 mg 11 600 mg pia opd nuepnoing.

Opyovikn AEITOVPYIKY) OVERAPKELL

To imatinib kot ot petaforiteg Tov dev anekkpivovtal € onuovTikd Padud pécsm tov veppo.
Aocbeveig pe Mo Eog PETPLOL EKTTOOT) TNG VEPPIKNG Agttovpyiog epeavifetal va Tapovcidlovy pa
peyaAvtepn éxbeon oto TAdoHa am'oTL 0s0eveic e puotoAoyikn vepptkn Asttovpyio. H advénon eivar
nepimov 1,5 m¢ 2 popéc mov avtictoryet o 1,5 popd avénon oto mAdoua e AGP pe v omoia T0
imatinib deopedetor 1oyvpd. H xédBapon tov ededBepov poppdkov tov imatinib givor mboavov
ToPOUOL0 LeTAED aoOEVDV L EKTTMOT) TNG VEQPIKNG AEITOVPYIOG KOl EKEIVOV LLE PVCIOAOYIKT VEPPIKN
Agttovpyla €TEON M VEQPIKT OATEKKPLOT| AVTITPOSHOTEVEL LOVO Lo NGGOVOG oNUAcitG 000 amofoAng
Tov imatinib (BA. Tapaypdpovg 4.2 ko 4.4).

Av K01 T0 aTOTEAEGLLOTO TG POPUOKOKIVIITIKNG OVOAVONG £D€1EAV OTL DITAPYEL LG, GTLLOVTIKY|
petafintomra petabd Tov atdpmv, 1 diduecn £kxbeon oto imatinib dev avéndnke oe acbeveig pe
TOKiAovg Pabovg NIATIKNG SVGAELTOVPYING G GUYKPLOTN LE TOVG 0oOEVELG le PUGIOAOYIKT NTTOTIKY|
Aettovpyia (BA. Tapaypapovc 4.2, 4.4 ko 4.8).

5.3 Ipoxivikd dgdopéva Yo TNV 0.cQaArELl

Ta tpoxhvikd otoyyeio ac@iielog Tov imatinib extiundnkav e apovpaiovs, GkOAOLS, THNKOLE Ko
KOVVEALQL.

To&woloyikég pehéteg TOAMATANG S0GOAOYING ATOKAAVYOY NTIEG EOC UETPIEG ALUATOAOYIKES QAANYEC
G€ 0POVPAioNG, GKLAOVG Kot T KOVS, GUVOSEVOUEVEG OO OAAAYEG OTO HVEAD TOV OGTMV GTOVG
apovVPAiovg Kot TOVG GKOAOVG

To map NTav T0 OPYaVO-0TOY0G GTOVG CLPOVPAIOVE Kol TOLG oKVAOVLG. 'Hriec £wg pétpieg avEnoelg Tmv
TPOVOUUIVOCOV KoL EAUPPES LELDGELG TNG YOANGTEPOANS, TPIYAVKEPLOI®MVY, OAKNG TPMTEIVNG KOl TOV
EMMESOV TNG AevK®UaTivig Tapatnpinkay Kot ota dvo £idn. Aev mapatnprinkav 1otonaboroyikes
OAAOLDOELG 0TO NP TV apovpainy. [Tapatnpndnke cofapn NTaToToEIKOTNTO GTOVG GKOAOVG TOV
avtetonicdnkav eni 2 efdouddes, e avénon Tov NTaTIK®OV VDIV, NTUTOKVTIOPIKT VEKP®GT,
VEKP®GT] TOL YOANSOYOV TOPOL KOl VIEPTAAGIO TOV YOANIOYOL TOPOUL.

Xe mbnKovg avtipetomodévteg ent 2 efdouddeg mapatnpnOnke vepoToEKOTNTa, LUE ECTIOKN
UETAALOTOINON Kot SIITOCT) TV VEPPIKDOV COANVAPI®V KOl COANVOPLOKT VEPP®OT). L& TOAAY
ar'avtd ta (oo Topatnpndnke avénpévo almto ovpiag aipatoc (BUN) kot kpeatvivi. ZToug
apovpaiovg, o€ 00c¢el; > 6 mg/kg oe perétn dapkeiog 13 gfdopddmv mapoatnpndnke vrepaloacio Tov
petafotikov emdniion TV vePPIKdV ONAdV Kot TG 0vPoddYov KUGTEMG, XMOPIC OLOTAPUYES
EPYACTNPLOKAOV TOPAUETPOV 6TOV 0pO 1} Ta oVpa. [Tapovcidctnke avénpévo T0G0GTO EVKUIPLAKDY
AolmdEemV og ypovia Bepameio pe To imatinib.
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e perétn dapkeiog 39 gfdopddmv og mbnkovg dev kabopicOnke NOAEL (6pro d6ong ywpig
napotnpnOnoeg avemBounteg evépyelec) oty KoTtmTEPT 060m TV 15 mg/kg, mepinov to 1/3 g
peyiotg 60omg T@v 800 mg yio Tov avOpwmo, facelg g empavelag copatos. H ayoyn gixe cav
OTOTELECLLO EMOEIVOOT) TOV PVGLOAOYIK®OV KATESTOAUEVOV AOU®MEE®V o Ehovocia o avtd ta (da.

To imatinib 6gv OewprOnke yovoto&ikod, dtav dokipudodnke o€ pia in Vitro dokipocio
Bakxtnploloyikdv kuttdpov (Ames test), i in vitro doxipacio kuttdpov Oniactikdv (Aéupoua
TOVTIKIOV) KoL o€ iN ViVo dokipacio pikporvpriva. Oetikd yovoto&ikd amotedécpata EAfedncay yio
10 imatinib o€ pia Vitro dokipacio kuttdpov Onlactikdv (modnkn kivelikod hamster) yio didonaon
TV YOVIdimV (S146TaoT TOV XPOUOCOUATOV) TopoLGio LETABOAKNG Evepyomoinong. Abo evdldpesa
g 01001KOC NG TOPUYMYNG, TO OTTO10 EVPICKOVTOL ENIGNC TAPOVTA GTO TEAMKO TPOidV, givar BeTikd yia
petorra&loyéveon ot dokipacio Ames. ‘Eva €€ avtdv Tov dVo evolopuéomy NTav niong BeTikd ot
SOKIHACI0 TOV AEUPOUATOG TOV TOVTIKIDV.

Xe pio LEAETN YOVILOTNTOG, O€ APCEVIKOVE 0povpaiovg Tov Ehafav aywyn yia 70 nuépeg mptv 10
Cevybpoua, To PApoc TV OPYE®V Kal TNG EMOOVIIONS KOl TO TOCOGTO KIVNTIKOTNTAG TMOV
oneppatolwapiov 610 oméppo pewmdnikay atn 66on twv 60 mg/kg, 660n mePimov avarloyng Le ekeivn
tov 800 mg nuepnoing, fAcEL TNC EMPAVELNG COMOTOS. AVTO dev TapatnpnONKe o€

doceig < 20 mg/kg. Emiong otovg okdAovg, o€ and Tov 6topatog 06celg > 30 mg/kg mapotnpnonke
elappld g pétplo peimon ot oneppotoyévest. Otav ol OnAvkoi apovpaiot Erafay aymyn

14 nuépec mpv to Levydpopa kKot Emg Ty 6m nuépa g Kvopopiac, dev vafpée Koplia enidpacr 6To
Cevydpoua 1 otov aplfuod tov eykdmv. X d6on tov 60 mg/kg, ot OnAvkol apovpaiot elyay
ONUAVTIKEG OTAOAEIES EUPPVOV LETA TNV ELEVTEVOT KO LELOUEVO 0plOUd (ovTavdy veoyvav. Avtd
dev mapatnpnnke ce ddceig < 20 mg/kg.

e (o LEAETN TTPO KO PETA-YEVVNTIKNG OVATTTUENG GTOVG apovPaAions, L amd TOL GTOHOTOG OO,
mapoTNPENONKay epvOpéc eKKpioelg amd TOV KOATO TG UNTEPAG, TNV opdda tov 45 mg/kgmuépa v
nuépa 14 7 v nuépa 15 g kdnong. Znv idia 6661 0 apBpdg TOV BvnoryevdY VEoyEVVITOV Kot
emiong avtdv Tov mEBavay Tig NuéEPeS 0 €wg 4 PeTd Tov TokeTO NTav avénuéves. Z1n yevid F1 oto 1610
eninedo 066MC, T0 HEGO Papog cduaTog Tapovciale EAATTMON 0o TN YEVVNOT PEXPL TNV TEAKN
BovaTmon Kot 0 aplBIdc TOV VEOYVMY TOV EXETLYOV TO, KPLTHPLC Y10 SLUOPIGHO TG AKPOTOcHiog
pewndnke ehaepd. H yovipotnta g yevidg F1 dev enmnpedotnke, evod ota 45 mg/kg/Mmpépa
mapatnpnOnKe avEnpévog aptBdc ETavVappoPNcE®Y Kot LELWHEVOS apBuds Biooiuwv euPpowy. To
opto doomg yopic mapatnpndév arotéleopa (NOEL), TG0 yio T unTpikn YeVid 0G0 Kot yio TN YEVIA
F1 Atav 15 mg/kg/Mmuépa (éva tétapto g puéytotng 60ong otov avBpwmo mov givar 800 mg).

To imatinib ftav TEPATOYOVO GTOVG OPOVPAIOVS, YOPNYOVUEVO KATA TN SLOPKELN TNG OPYOVOYEVESTG,
oe d6o¢elg > 100 mg/kg, mepimov avdioyng g peyiotg kKAvikng 66omg tov 800 mg/Mmuépa, faoet g
EMOAVELNG cOpaTog. Ot TEpUTOYOVES EMOPATELS TEPlEAdUPavAY EEDMEYKEPALO 1| EYKEPAALOKAAN, O
EGLUKPVOUEVO LETOTI0 0GTOVV KOl bVt BPEYUATIKA 06TE. AVTEG Ol EMOPACELC dEV
napatnpriOnkav ce d6ce1g < 30 mg/kg.

Agv Tavtomombnkay véa 0pyava oTdyol TNV TOEIKOAOYIKT LEAETN AVATTUENG GE VEAPOVG apOLPAiovg
(Muépa 10 émg 70 petd ToV TOKETO) O GYEGN UE TA YVOGTA OPYAVO GTOYOVE GE EVIAIKEC 0pOLPAioNG.
21V To&IKOA0YIKN LEAETT) GE VEAPOVG OPOVPAIoVS, TapaTPNONKOY ETOPACEIS GTNV AvATTVED,
KaBVOTEPT O™ KOATLKOD 0VOTYLATOG Kot dloypiopdg ¢ akpomocbiog oe €kBeom mepimov 0,3 €wg

2 POPEC TG HEGTG TASIATPIKHG KATé TNV YMAOTEPN SLVISTOUEVN ddon Tav 340 mg/m?. EmmAéov,
mapaTnpnnke Bvnowotta oe veapd {da (Yop® 6N GACT) TOV OTOYOANKTICUOV) o€ £kBeon mepimov
2 PopéC TNC HéOTG TAUSITPIKAG KATE TNV VYNAOTEPT GUVIGTOEVN d6oT TV 340 mg/m?,

e ol LEAETN KOPKIVOYEVESTG GE apoVPaiovs, SIAPKELNG 2 ETAV, 1] YOPTYNON TOL imatinib ce 56ce1g
15, 30 kau 60 mg/kg/Muépa elye ™G AMOTEAEGLLOL LLLOL CTATIOTIKG CTIOVTIKY Lelmon T HoKpoPlotnTog
TV appévav oto 60 mg/kg/muépa kot tov OnAénv ot ddcelg > 30 mg/kg/muépa. H
wafoAoyoavaTopIKn €E£TOOT TOV ATOYOVOV OTEKAAVYE MG TPOTUPYIKEG artieg Oavatov 1 AdOYoug yia
Bvoia ) pookapdlondfela (Kot ota 6o EOHAAL), TN XPOVIA TPOOJELTIKY VEPpOoTadELn (oTao ONAE) Kot
T0 OAopa Tov adéva tng axpomocdioc. Ta dpyava GTOYOL Y10 TIC VEOTAACTIKEG LETAPOAEG TAV O1
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VEQpPOL, 1 0LPOdHYOG KVGTT, 1| OVPNOpPA, 0 AdEVag TG aKpPOTocsBiog Kot KAEITOPIdAC, TO AemTd Eviepo,
o1 mapaBupeoeldeig adéveg, To emvePPidia Kot 0 Un adevddNG GTOUMYOG.

To Ndopa/kapkivoua Tov adéva tng akportocdiog/kKiertopidog mapatnpidnke oe 66GElg amod

30 mg/kg/mpépa kot dvm Tov aviumpocwnevel tepimov 0,5 11 0,3 popég v avOpdmivn nuepnol
ékBeon (e Baon v AUC) ota 400 mgmpépa 1 ota 800 mg/muépa, avtiotoryo kot 0,4 eopég tnv
avBpamvn nuepnota ékbeomn ota Tandd (pe Paon v AUC) ota 340 mg/m2/muépa. To dplo d6ong
yopic mapatnpnBév anotéleopa (NOEL) toav 15 mg/kg/muépa. To veppikd adévopo/kapkivoua, 1
0VP0dGHYOC KOHGT KOt TO ONALO TS OVPNOPAC, TO AOEVOKOPKIVAOLATO TOV AETTOV EVIEPOL, TO.
0dEVOLOTA TV TapaBLPEOEdDMV 0dEVOV, 01 KAAON el Kot KakonBels pueAdogtg dykot Twv
EMVEPPLOIV KOl TO, INADUOTO/KOPKIVDUOTO TOV UN-00EVMOO0VG GTOLAYOV TopatpnOnKoy oto

60 mg/kg/muépa, Tov avimpocwnevel tepimov 1,7 1 1 popd v avBpomivn nuepnota £kBeon (ue
Baon v AUC) ota 400 mg/muépa i ota 800 mg/muépa avtiotorya kat 1,2 popég v avBpdmivy
nuepnota £kbeon ota modid (pe Paon v AUC) ota 340 mg/m2/muépa. To 6pto doomg yopicg
napatnpnfév anotérecpa (NOEL) nroav 30 mg/kg/mpépa.

O unyoavioudg amod ™ LEAETN KOPKIVOYEVESTG GTOVS 0POVPAIOVS KOl 1) GLGYETION TOV EVPNULATOV
QUTAOV pE TOV AvOp@mo dev Exel akOpa O1EVKPIVIGHEL.

Mn veomAaoTIKEG OAALOIDGELS TOV OV dlepeLVIONKOY G TPONYOOUEVEG TPOKAIVIKEG LEAETEG NTOV TO
KOPOLOYYELONKO GUGTIA, TO TUYKPENS, TO EVOOKPIVI Opyava Kal Ta, d6vTia. Ot Tlo oNUoVTIKEG AALAYEG
neplerdpfovay Kopdlokn vIEPTPOPI Kol SIUTOCT TOV 0ONYNOE GE GNUElN KAPIIOKNG OVETAPKELNG GE
pepkd Cma.

H dpaotikn ovoia imatinib topovstdlel tepBorlloviikd Kivouvo yio opyaviopovs Tov ICnUdtov.

6. OAPMAKEYTIKEX IAHPO®OPIEXZ
6.1 Kotdroyog ekdoymv

Tlepreyouevo Kowakiov
Movvitoan

Kpoomofidovn

Maoayviolo oteaTikd
Avvdpo K0ALOELDEG TTLPITIO

Kéheog xayakiov

Zeghativn

Trraviov d10&eido (E171)
Z10mpov o&gidio kitpvo (E172)
Z10mpov o&gidio epulpo (E172)

Melévt eKTOTOONG

Koppea Adxkog

Z10mpov o&gido pérav (E172)
IIpomvievoyilvkoin

6.2 Aovppoatotnreg
Agv epappdletar.
6.3 Aldpkera {omg

2 xpovia
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6.4 Idwitepeg TPoPLLAEELS KOTA TN PVLAEN TOV TPOTOVTOG
To @appokevtiKd avtd TPoidv dev amattel Wiaitepeg cuvinKeg EOAAENG.
6.5 ®Y61 KO GVOTOTIKE TOV TEPLEKTY

Kuyéreg PVC/PE/PVAC/PE/PVC//Al
Kvoyéheg OPA/AI/PVC//AL

Imatinib Teva 100 mg oxAnpd Kodkio

Meyébn cvokevaciog tov 60 1 120 okAnpdv Koyokiov o KoyEAES.

Meyébn cvokevaciog tov 20x1, 60x1, 120x1 1 180x1 oxinpdv koyaxiov oe S1aTpnTeS KLWELEG
Hovadag d6omC.

Imatinib Teva 400 mg ockAnpd Kowaxio
Meyén ovokevaciog twv 30 1 90 okAnpodv Koyokiov oe KoyELEC.
Meyébn ovokevaciog tov 30x1 1 90x1 okdnpdv Koyakiov oe S1ATPNTEC KLWEAEG LOVASAG dOOMC.

Mmropel va unv KukAo@opoOV OAEG 01 GUCKEVAGIES.
6.6 Idwitepeg TPpoPLLAEELS amOPPIYNG

Kopio €101k vroypémon.

7. KATOXOX THX AAEIAY KYKAO®OPIAX
Teva B.V.

Swensweg 5

2031 GA Haarlem

OX\avdio

8. APIOMOZX(0OI) AAEIAY. KYKAO®OPIAX

EU/1/12/808/021-040

9. HMEPOMHNIA INPQTHXE EF'KPIZHYX/ANANEQXHY THX AAEIAX
Huepounvia tpmc £ykprong: 08 Iavovapiov 2013

Hpepopunvia tedevtaiog avavémong: 18 Xentepufpiov 2017

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPOPOPIES Y10, TO TAPOV PUPUOKEVTIKO TPOIOV €ival JOECIUES GTOV SIKTVAKO TOTO
tov Evpondikov Opyoavicpod @appdkmv: http://www.ema.europa.eu.

76


http://www.emea.europa.eu/

ITAPAPTHMA 11

IHAPAT'QI'OI YIIEYOYNOI I'TA THN AITOAEXMEYXH
TQN ITAPTIAQN

OPOI H ITIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

AIMMIOTEAEZIMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX

7



A. TIAPATQI'OI YHHEYOYNOI I'TA THN AITIOAEEMEYXH TQN ITAPTIAQN

Ovopo. kai d1ievfuvon TV Topoy®y®V ToL givol vTevHuvol Yo TNV ArTodEGUEVGT TV TOPTIOWV

Teva Czech Industries s.r.o.
Ostravska 29, c.p. 305
CZ-74770 Opava - Komarov
Togyum Anpoxpatio

Merckle GmbH
Graf-Arco-Str. 3, 89079 Ulm
Teppovia

Teva Operations Poland Sp. z.0.0
ul. Mogilska 80. 31-546, Krakow
IToAwvia

TEVA Pharmaceutical Works Private Limited Company
Pallagi Ut 13, 4042 Debrecen
Ovyyapio

TEVA PHARMA S.L.U.
CIC, n. 4, Poligono Industrial Malpica, 50016 Zaragoza
Iomavia

Teva Pharma B.V.
Swensweg 5, 2031 GA Haarlem
OX\avdio

PLIVA Croatia Ltd.

Prilaz baruna Filipovica 25

10000 Zagreb

Kpoartia

270 £VIUTIO POAAO 0JNYIOV XPNONG TOV PAPUAKEVLTIKOD TPOIOVTOC TPETEL VAL OVALYPAPETOL TO OVOLLDL
Kot 1 d1evBuvon Tov Tapay@yov oL eival LTEVBVVOC Y1oL TNV ATOOEGUEVOT) TG CYETIKNG TAPTIOOC.
B. OPOI H ITEPIOPIZMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH
DoppoKevLTIKO TPOIOV Y10 TO OTTOI0 OTaLTEITAL TEPLOPIGUEVT 10TPIKT cuvTayT| (PA. mapdptnua I:
[epiinym tov Xopoaktnpiotikedv Tov [Ipoidvtog, mapdypapog 4.2).

I' AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®QOPIAXZ

. Ex0fcg1g meprodiknig mapaxorovdneng g aocedareiag (PSURS)

Ot amaitioelg yuo v vrofoAr] towv PSURS yia to ev Ady® @apuokeutikd Tpoidv opilovial otov
KOTAAOYO LE TIG NUepounvieg avapopds ¢ Evoong (katdhoyoc EURD) mov mapatiBetal oty

napdypago 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kaOe enakdriovdng enkaiporoinong
OTMG OMNLOGIEVETAL GTIV EVPAOTAIKT SIKTVOKT TUAT] Y10l TO PAPHOKOL.
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A.  OPOI H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

o Yyéo1o owayeipiong kivovvov (XAK)

Agv epoppdleton
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXZH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EoTepiko kovti

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Imatinib Teva 100 mg emtkoloppévo pe Aemtod vuévio diokia
imatinib

[ 2. LYNGOEXZH IE APAXTIKH(EX) OYZIA(EX)

Ka0e emucorvppévo pe Aemtd vpévio diokio mepiéyet 100 mg imatinib (wg mesilate).

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmkoAvppévo pe Aemtd vpévio dokio.

20x1 emkaAvppéva Pe AETTO LUEVIO dlokia
60 emucolvppéva e AETTO VUEVIO JLoKIa,
60x1 emikalvppéva pe Aemtd vEVIo dloKio
120 emucorloppéva pe Aemtd LUEVIO dloKia
120x1 emkolvpupéva pie AeTTO LUEVIO O1oKiN
180x1 emkolvppéva pie Aento LUEVIO dloKin

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

AWPacTe T0 PUALO 0INYIOV XPNONG TPV OO TN XPNOT).
Amo6 otOUATOG YPNoN.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puidooetal o€ 0éom, TV onoia dev PAETOLY Kt dgv TPooeyyilovy Ta TULdA.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)
| 8. HMEPOMHNIA AHEHX
EXP

9. EIAIKEYX XYNOHKEYX ®YAAEHX
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10. IAIAITEPEX IPO®YAAZEEIX I'lA THN AITIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AINAITEITAI

11. ONOMA KAT AIEY®OYNXH KATOXOY THX AAEIAY KYKAO®OPIAX |

Teva B.V.
Swensweg 5

2031 GA Haarlem
OX\avdio

12. APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/12/808/001
EU/1/12/808/002
EU/1/12/808/003
EU/1/12/808/004
EU/1/12/808/005
EU/1/12/808/006
EU/1/12/808/007
EU/1/12/808/008
EU/1/12/808/009
EU/1/12/808/010
EU/1/12/808/011
EU/1/12/808/012

20 X 1 emkoAvppéVa Pe AETTO VUEVIO dloKio
60 emKaAVPEVA LLE AETTO VUEVIO OloKiN

60 x 1 emkalvoppéva e AenTo LUEVIO O1oKiN
120 emucoloppéva pe Aertd vuévio dtokia
120 x 1 emkoivppéva pe AeTTo LUEVIO dloKio
180 x 1 emkaAvppévo pe Aemtd vuEVio diokiol
20 x 1 emkaAvppéva e AEmTO VUEVIO dloKin
60 emkaivppéva pe AETTO VUEVIO O1oKIa

60 x 1 emkaAvppéva e AETTO LUEVIO d1oKiN
120 emuorvoppéva pe Aemtd LUEVIO StoKia
120 x 1 emkoivppéva pe AETTO LUEVIO dloKio
180 x 1 emkaivppéva pe AeTTo LUEVIO dloKio

13. APIOMOX ITAPTIAAX

Lot

14. I'ENIKH KATATAZH I'TA TH ATAGEXH |

15.  OAHIIEX XPHIHX |

16. INAHPO®OPIEX XE BRAILLE ‘

Imatinib Teva 100 mg emikoloppévo pe Aemtod vuévio diokia

17.  MONAAIKOX ANAI'NQPIZTIKOZ KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KQAIKAX (2D)

A163106T0T0C YPOUU®TOC KOdKag (2D) mov épet Tov TepAn@BEvTo, LoVASTKO OVOyVOPLOTIKO KMOKO.
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18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [1IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Kvoyéin

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Imatinib Teva 100 mg emtkolvppévo. e Aemto vuévio dokia

imatinib

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX
Teva B.V.

| 3. HMEPOMHNIA AHEHX
EXP

| 4, APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EoTepiko kovti

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Imatinib Teva 400 mg emkoloppévo pue Aemtod vuévio dokia
imatinib

[ 2. LYNGOEXZH IE APAXTIKH(EX) OYZIA(EX)

Ka0e emucodvppévo pe Aemtd vpévio diokio mepiéyet 400 mg imatinib (wg mesilate).

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmkoAvppévo pe Aemtd vpévio dokio.

30 emkolvpupéve pe AETTO VUEVIO d1oKia
30x1 emikodvppévo pe Aemtd VEVIO dloKio
90 emucolvppéva pe AemTd VUEVIO oKl
90x1 emkaivppéva pe Aewto LUEVIO dloKio

B TPOIOX KAI OAOX(OI) XOPHTHZHX

AwPaote T0 PUALO 0INYIOV XPONG TPV OO TN XPTOT).
Amo oTOUATOG YPNON.

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

Na pvidooetar o€ 0éom, TV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta TOdIdL.

(7. AAAH(ET) EIAIKH(EZ) HPOEIAOINOIHZH(EIL), EAN EINAI ADAPAITHTH(EY) |
8. HMEPOMHNIA AHEHX |
EXP

| 9. EIAIKEX XYNOHKEYX OYAAEHX
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10.

IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AIAITEITAI

11.

ONOMA KAT AIEY®OYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Teva B.V.
Swensweg 5

2031 GA Haarlem
OX\avdio

12.

APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/12/808/013 30 emikaAvppéve e AETTO DUEVIO O1oKia
EU/1/12/808/014 30 x 1 emkoAvUUEVO, Lle AETTO DUEVIO OLOKI0L
EU/1/12/808/015 90 gmikaAvppéva pe Aentd vuévio diokio
EU/1/12/808/016 90 x 1 emkaivppéva pe AETTO LUEVIO dloKiO
EU/1/12/808/017 30 gmucoloppéva pe Aentd vuévio dtokia
EU/1/12/808/018 30 x 1 emkoAvpUpEVOL ple AETTO DULEVIO OLOKI0L
EU/1/12/808/019 90 emucalvppévo, e Aemtd LUEVIO dloKia
EU/1/12/808/020 90 x 1 emkaivppéva pe AETTO LUEVIO dloKiO

| 13. APIOMOX ITAPTIAAX
Lot
| 14. I'ENIKH KATATAEH I'lA TH ATAGEXH
| 15. OAHTI'IEX XPHXHX
‘ 16. IMAHPO®OPIEX XE BRAILLE

Imatinib Teva 400 mg emikoloppévo pe Aemtod vuévio diokia

17.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIEAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A160146T0T0G YPAUU®TOS KDOKAS (2D) Tov pépel Tov TEPIANEOEVTO LOVAOIKO AVAYVOPIGTIKO KMOIKO.

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

PC

SN

NN
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EAAXIXTEX ENAEIZEIX [1IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Kvoyéin

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Imatinib Teva 400 mg emtkoAvppévo. e AemTo vUEVIO dlokia

imatinib

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX
Teva B.V.

| 3. HMEPOMHNIA AHEHX
EXP

| 4, APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EoTepikd kovti

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Imatinib Teva 100 mg oxAnpd koyaxio
imatinib

[2. LYNOEZH XE APAXTIKH(EX) OYZIA(EY)

Kabe oicdnpd kaydkio mepéyet 100 mg imatinib (og mesilate).

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Kowydxio, ckAnpo

20x1 oxAnpd KoyaKio
60 orKAnpd KoyaKio
60x1 okAnpd KoyaKio
120 oxAnpd KoyaxKio
120x1 okAnpd koydiio
180x1 oKAnpa KonyaKio

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

AwPaote T0 PUALO 0INYIDOV XPHONG TPV OO TN XPNOT).
Amo6 oTOUATOG YP1ON.

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

Na pvidooetar o€ 0éom, TV onoia dev PAETOVV Kot dev Tpooeyyilovv Ta TOddL.

(7. AAAH(ET) EIAIKH(EZ) HPOEIAOMOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)
8. HMEPOMHNIA AHEHX
EXP

| 9. EIAIKEX XYNOHKEYX ®OYAAEHX
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10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AIAITEITAI

11. ONOMA KAT AIEY®OYNXH KATOXOY THX AAEIAY KYKAO®OPIAX |

Teva B.V.
Swensweg 5

2031 GA Haarlem
OX\avdio

12. APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/12/808/021
EU/1/12/808/022
EU/1/12/808/023
EU/1/12/808/024
EU/1/12/808/025
EU/1/12/808/026
EU/1/12/808/027
EU/1/12/808/028
EU/1/12/808/029
EU/1/12/808/030
EU/1/12/808/031
EU/1/12/808/032

20 x 1 oxAnpa KoydKio
60 oKAnpd KoKl

60 x 1 okAnpa Koydiio
120 oxAnpd Kowaxio
120 x 1 oxkAnpd kayakio
180 x 1 okAnpd Koyakio
20 x 1 oxAnpa KoydKio
60 oKANPa KayaKio

60 x 1 okAnpa Koydxio
120 oxAnpa Konyakio
120 x 1 oxkAnpd KayaKio
180 x 1 okAnpd kayaxio

13. APIOMOX ITAPTIAAX

Lot

14. I'ENIKH KATATAZH I'TA TH ATAGEXH |

15. OAHTI'IEX XPHXHX

16. INAHPO®OPIEX XE BRAILLE

Imatinib Teva 100 mg oxinpd kayaxkio

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX

KQAIKAX (2D)

A163106T0T0C YPOUU®TOC KOdKag (2D) mov épet Tov TepAn@BEvTo, LoVASTKO OVOyVOPLOTIKO KMOKO.
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18. MONAAIKOZXZ ANAI'NQPIEZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [1IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Kvoyéin

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Imatinib Teva 100 mg oxAnpd koyaxio

imatinib

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX
Teva B.V.

| 3. HMEPOMHNIA AHEHX
EXP

| 4, APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EoTepiko kovti

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Imatinib Teva 400 mg oxAnpd koyaKio
imatinib

[ 2. LYNGOEXZH IE APAXTIKH(EX) OYZIA(EX)

Ka0e oxinpd kawydxio tepiéyet 400 mg imatinib (¢ mesilate).

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Koyakio, oxkAnpd

30 okAnpd KoKl
30x1 okAnpd xoyaxio
90 orKAnpd KoyaKio
90x1 oxAnpd KoyaKio

B TPOIOX KAI OAOX(OI) XOPHTHZHX

AwPaote T0 PUALO 0INYIOV XPONG TPV OO TN XPTOT).
Amo oTOUATOG YPNON.

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

Na pvidooetar o€ 0éom, TV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta TOdIdL.

(7. AAAH(EZL) EIAIKH(EX) HPOEIAOMOIHZH(EIL), EAN EINAI ATAPAITHTH(EX)
8. HMEPOMHNIA AHEHX
EXP

| 9. EIAIKEX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AIAITEITAI

11. ONOMA KAT AIEY®OYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Teva B.V.
Swensweg 5

2031 GA Haarlem
OX\avdio

12. APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/12/808/033 30 cxinpd koyaKio
EU/1/12/808/034 30 x 1 oxAnpd konydkio
EU/1/12/808/035 90 oxAnpd Koyaxio
EU/1/12/808/036 90 x 1 oxAnpd koyakio
EU/1/12/808/037 30 oxAnpd koydkio
EU/1/12/808/038 30 x 1 oxAnpd koydKio
EU/1/12/808/039 90 cxAnpd KonyaKio
EU/1/12/808/040 90 x 1 oxAnpd koyakio

13. APIOMOX ITAPTIAAX

Lot

| 14. I'ENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHT'IEX XPHXHX

‘ 16. INAHPO®OPIEX XE BRAILLE

Imatinib Teva 400 mg oxAnpd koyaKio

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A160146T0T0G YPAUU®TOS KDOKAS (2D) Tov pépel Tov TEPIANEOEVTO LOVAOIKO AVAYVOPIGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX [1IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Kvoyéin

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Imatinib Teva 400 mg oxAnpd koyaxio

imatinib

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX
Teva B.V.

| 3. HMEPOMHNIA AHEHX
EXP

| 4, APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonyLov ypiong: Iinpoeopics yia Tov ac0evi)

Imatinib Teva 100 mg emkoAlvppéva pe Aemtod vpuévio diokia
imatinib

AP AOTE TPOGEKTIKA OAOKANPO TO QPVAAO 0ONYLOV YP1CNGS TPLY UPYIGETE VU TAIPVETE AVTO TO
PappoKo, o10TL TEPLAAUPAVEL GNUAVTIKES TANPOPOPIES Y10 GOG.

Dvra&te avTd TO PUALO 0dNYIDY YpNong. Towg ypelaotel va to duPfdcete Eavd.

Edv éxete meportépm amopieg, poTNOTE TOV Y1OTPO, TOV PAPLOKOTOLO 1| TOV VOGOKOLO GOLC.

H ocuvtayn yua avtd 1o ¢apurako xopnynonke anokAEIGTIKA Y10 60G. Agv TPEMEL VoL ODGETE TO
@apurako o€ aGAAovg. Mmopel vo Tovg TPoKOAEGEL BAAPT], AKOUO KOl OTOV TO, GUUTTOUATO, TNG
ac0éveldg Tovg givar 01 pe ta Sk Gog.

Edv mapatnpnoete kdmota avemBOUN T EVEPYELD, EVILEPDGTE TOV YLOTPO, TOV QAPLOKOTOLO N
TOV VOGOKOUO G0G. AVTO 1oy0eL Kot yio. KaOe mhovn avemBOunTn evEPYELX TOV OV OVAPEPETOL
GTO TTOPOV PUALO 0dNYIDV Xpnomg. BAéme mopdypapo 4.

T epLéyel 1o TaPOV UALO 0ONYLOV

oL E

1.

T eivon o Imatinib Teva kot wowa givat n gpriomn tov
T npémer va yvopilete Tpv mdpete o Imatinib Teva
IMog va wapete to Imatinib Teva

[MBovég avemBOunTeg evépyeteg

[Tog va puidooete To Imatinib Teva

[Tepeydpeva TG GLOKELAGIOG KO AOUTEG TANPOPOPIES

T givor To Imatinib Teva kau owe givan i yprion Tov

To Imatinib Teva givon éva @appoko mov mepiéyel o SpacTiKh ovoia Tov ovopdletol imatinib. Avtd
TO PAPLLOKO PO OVAGTEALOVTOS TNV AVATTVET TOV U1 GUGLOAOYIK®Y KUTTAP®V OTIG TOPUKAT®
avaeepdeEVOLg VOG0V, AvTtég tepthapPdvouy Kamota 10N Kapkivav.

To Imatinib Teva givan pia OgpamevTiKi ay®yN Y10 EVIIAMKES KOt TOLO1d Yo

Xpovio poghoyeviy Aevyopia (XMA). H devyopia givar évag kopkivog Tov Aevkdv
apocatpiov. Avtd to Aevkd aipocseaipto fonbovv cuvnBE TOV 0PYUVIGLO VO, KOTATOAEUL
T1g Aopméets. H ypovia poehoyevig Aevyoupio eivor pio popen Aevyatpiog otnyv omoia kAmolo
1N @UGLOAOYIKA AgVKd KUTTOPQ (TOL OvopdlovTol pueAogldn KUTTOPA) EEKIVOUV
V'avantiocovtal aveEELEYKTO.

Oc&eia Aeppoprootikn Aevyoipio Otk Yo 10 popdécope Oriadéiesios (Ph+ OAA). H
Aevyoia givon évog KopKivog Tmv AEUK®V aloc@atpiov. AVTd To AEVKE Ooceaiplo
BonBovv cuviBwc Tov opyaviopd va KatamoAepd Tic Aowudéets. H o&eia AeppoProotikn
Aevyouio givot po popen Asvyatpiog otnv omoia GUYKEKPUEVE TadoL0oYLKE AEVKA KOTTOPO,
(mov ovoudlovrtal AeppoPraoteg) Eekivovv vo avarntuccovtol avebéleykta. To Imatinib Teva
OVOOTEALEL TNV OVATTLEN OVTMOV TOV KLTTAPOV.

To Imatinib Teva gmiong ival pa OEPATEVTIKI Oy Y1) Y10 EVIIAIKES YlOL

MougrodvomhaoTikéc/poehovnepriaoctikég voosor (MDS/MPD). [Tpdkertan yio pro opddo
vOG®V TOL OILOTOC OTIC OTOIEC OPIGUEVH KOTTOPO TOV QpLATOG EEKIVOVV VO OVOTTOGCOVTOL
ave&éleykta. To Imatinib Teva avactéddel TV avATTLEN OVTOV TOV KUTTUP®Y GE OPIGUEVO
VIOTVTO AVTOV TOV VOGAV.

Yregpnoowopiiiké cdvopopo (HES) kar/f ypoévia nooivoerikn Aevyopia (CEL). Avtécg
elval apPLaToA0YIKEG VOOOL OTIG OTTOTEG KATO10 AEVKOKVTTAPO (YVOOTE MG NOCIVOPIALL)
Eekvobv va avartbooovton aveEéheykta. To Imatinib Teva avaoctédiel Ty avamtuén avtdv
TOV KUTTAPWV GE OPIGUEVO VITOTLTTO CVTMV TV VOCWV.

T'ootpevtepikd otpopatiké 6yko (GIST). To GIST sivar £vag 6YKog TOV GTOUGYOV KoL TOV
eviépmv. Exdniavetar omd v ave&éleyktn KuTtapikn avantuén Tov DTOGTNPIKTIKAOV 10TV
QVTOV TOV OPYAVOV.
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- Agppatoivooapkope protuberans (DFSP). To DFSP eivat évag Kopkivog Tov 16t00 mov
Bpioketol KOT® and TO SEPLA GTOV 0010 OPIGUEVE KUTTAPO EEKIVODV VO OVOTTOGGOVTOL
ave&éheykta. To Imatinib Teva avaotéAlel TV avamtuén oVTOV TOV KVTTAPOV.

2NV GLVEYELD TOV PLALASTIOV AVTOV, Bl XPTCIULOTOIOVVTUL 01 GUVTOUOYPUPIEG TMV OCHEVEIOV AVTMV.

Edv £xete omolecdnmote £pWTNOELS Y1 TO TMOS doviedel to Imatinib Teva 1 ywoti to pdppoxo avtd
G0G CLVTAYOYPAPNONKE, POTACTE TO YIATPO GO,

2. Tvpéner va yvopilete npwv napete 1o Imatinib Teva

To Imatinib Teva 6o cuvtayoypagndei yio cog TpocmmiKd omd Evay YlaTpo LE EUTELPIN O PAPLOKOL
7ov Bepamebouvv Tig kaKon0elec 610 aipa 1 TOVG CLUTAYEIG OYKOG.

AxolovBeiote pe Tpocoy OAEC TIG 00MYieg TOL GO OO KAV AT TO YIATPO GUC, KON KOL 0V OVTEG
SopEPovV amd TIG YEVIKEC TANPOPOPIEC TOV TTEPLEXOVTAL G'AVTO TO PUAAADIO.

Mnyv napete To Imatinib Teva
- o€ mepinT®on aAlepyiog otnv imatinib 1| 6 00100NTOTE GALO OO TA GLGTATIKA AVTOV TOV
POPUAKOV (OVOPEPOVTOL TNV TTAPAYPOPO 6).

Edv avtd €xel epappoyn oe £6GC, EVIUEPDGTE TOV Y10.TPO 60C Ympic vo tdpete To Imatinib Teva.
Edv vopilete 6T1 pmopet va giote addepyikdg adlid dev eiote Giyovpog, cupfovievteite 10 YoTpd GOG.

IIpog1d0mToU|GELS KUl TPOPUAGEELS

Amevbuvleite otov yatpd oag mpwv mapete to Imatinib Teva:

- €04V €ogilg £yete N el 0TE TOTE KATO0 TPOPANLLA LE TO HTTOP, TO VEPPO 1| TNV KOPOLA.

- edv moipvere pe 1o eapuako Aefobupolivn Adym apaipeonc tov Bupeoetdovg coc.

- €av elyate moté N pumopel va £xete Tdpa Aoipmén amd nratitido B Avtd coppaivel eneldn to
Imatinib Teva Ba propovoe va 0dnynoeL o€ enavevepyomoinom ¢ nratitidog B, n onoia
uropel va amofet Bavatneopog oe opiopéves nepimtaoels. Ot acbeveic Ba eEetdalovtan
TPOGEKTIKA amd TOV Y1OTPO TOVG Y1 eVOEiEEIS oV TNC TNG AoTUwENG Tpv amd Vv Evapén g
Oepameiog.

- €0V TOPOVOLACETE LOAMTES, AUOPPOYin, TUPETO, KOTMON Kot GVYyvoT evd Taipvete Imatinib
Teva, emKoveovNoTE e TOV Y1TPO G0c. AVTO umopel va gival onpdadt BAEPNS Twv apoeopmv
ayyeiov, yvooto og Opoupotikn ikpoayysonddeio (TMA).

Eav k@mo1o and avtd £yl epopOYn 08 6OC, EVIINEPDGTE TOV YIUTPO Gag pty mapete To Imatinib
Teva.

Mmopei va yivete mo gvaicOntol otov Ao eved maipvete Imatinib Teva. Etvat onpoavtico va
KOAOTTETE TIG EKTEOEYUEVEG OTOV A0 TTEPLOYES TOV OEPLLATOG KO VO, YPT|CUYLOTOLEITE AVTINALAKO LIE
VYO dgiktn Tpootaciag amd tov R0 (SPF). Avtéc ot mpopuAdéelc 1oybouv Kot Y1 T Todid.

Katd v ayoyn pe Imatinib Teva, evnuepdote opéomg tov y1otpd 6og £4v oag mapovoiocdel
TOAD ypryopn avénon Bapovg. To Imatinib Teva pmopei va Tpokakécel KOToKpaTnon vypdV amd Tov
opYavIGUO Gag (GOPapn KATAKPATNON VYPOV).

Evo maipvete Imatinib Teva, o yatpog cog Ba cog mapakorovdel taktikd yio vo ehéyEet v T0
@Aappoko dovievel. Oa KaveTe emiong Ao ToAoyYkovS EAEYoVg Kot Ba (uyileoTe TOKTIKA.

Howora kon £enpor

To Imatinib Teva givon emiong pio aymyn yio moidid ko eprifouvg pe XMA. Agv vrdpyet euneipia.
oto Toudtd pe XMA nlkiog kdto tov 2 etov. H gunepia og modid pe OAA Betikn yia 10
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ypoudcops Padéleelog eival TEPLOPIGUEVT Kal TOAD TEPLOPIGUEVT o€ Ttodtd pe MDS/MPD,
DFSP, GIST kot HES/CEL.

Mepkd mandid kot €pnpot mov Aapfavovv Imatinib Teva pmopel va Exovv mo apyn and ™
@uotoroykn avartvén. O yatpog Ba mtapakolovbel TV avanTuén o€ TAKTIKES EMOKEYELC.

Alha @appoxo kot Imatinib Teva

Evnpepmaote tov yiatpd 1 TOV QOPUOKOTOL0 GOG GV TaipVeTE, £XETE TPOGPATA TAPEL 1| Popel va
TAPETE AAAL PAPLLOKO, OKOLLA KO AVTE TTOL OgV GO¢ £xovV yopnynoei pe cvvtayn (6mmg
TOPAKETOUOAT) CUUTEPIAAUPOVOUEVOV PUTIK®V PappakwV (6mmg Saint John's wort). Mepukd
eappaxo, propei va topepfaivovv pe m dpdon tov Imatinib Teva 6tav Aapfavovror poli. Avta
pmopei va avERcouvy 1 va petdcovy T 6pdon tov Imatinib Teva eite mpokadmvtag ovénuéveg
avemBounteg evépyeieg M| kabiotdvrag to Imatinib Teva Aydtepo amotedespatiko. To Imatinib Teva
UTOPEL VO KAVEL TO 1010 GE OPIoUEVO GALD QAPHLOKAL.

Evnuepmote Tov y10Tpd 60¢ 0V TOIPVETE PAPUAKO TO OTTOI0 TPOAUUPAVOVY TOV GYNUATIGHO
Opoppov.

Km](m, OnAoopdg Kot yovipotnta
Edv eilote éyxvog 1 OnAdlete, vopilete 6T pmopel va giote £yKvog 1) 6YedALETE VA, OMOKTHOETE
oudl, {nToTe T CLUPOVLAT TOV YTPOD GO TPV TAPETE CVTO TO PAPLLAKO.

- To Imatinib Teva dev cuviotdtot 6TV £yKLHOGUVT, EKTOC €QV £lval aTOALTO OTOPALiTNTO,
kabmg pmopet va PAayet o EpPpvo. O yatpdc Ba cuintioet pall oag Toug mbavovg Kivdvvoug
g AMyng tov Imatinib Teva katd tn dibpKela TG EYKLHOGVVNC.

- X yovaikeg Tov pmopel vo Letvouv £YKVeC GUVIGTATOL VAL YPNGILOTOLOVY UTOTEAECLLOTIKN
OVTIGVAANTITIKY ay®Y"| Katd Tn S1dpKela g BepamevtiKng ayoyng Kot yo 15 nuépec petd
SloKOoTMN NG OYOYNS.

- Mnv OnAdalete katd ™ didpkelo TG ayoyng pe Imatinib Teva kot yio 15 nuépeg peta
SloKOTN NG ay®yns, Kabmg pmopel va PAAWEL TO Lopd Gog.

- AoBeveic o1 0moiot avnovovVY Yia. TV YOVILOTNTO TOVG eVG eival o Oepaneio pe Imatinib Teva
TPETEL v, GUUPOLAELOOVY TOV Y1ATPO TOVG,.

0o yNo1n KoL YEPLEROS PNYAVIILATOV
Mmnopel va vidoete {aAn 1 va Tapovctdcete BoAn 6pactn Katd tn Aqyn avtov tov eapudkov. Edv
cupPel ovTod, Uy 00N YEiTe 1 YPNOLOTOLELTE EPYOLEID 1) UNYOVAOTA HEXPL VO VIDGETE EAVA KOAGL.

3. Ilog va wapete To Imatinib Teva

O ytpdc cag éxel cvvtayoypoenost to Imatinib Teva yuti vropépete and po coPapr| kKatdotoon.
To Imatinib Teva uropei va cog Bondncet vo aviyetonicete vty TV Katdotaot.

Q61060, TAVTOTE VO, TAIPVETE TO PAPLOKO OVTO CLOTNPE COUPOVO LE TIG 00N YiEG TOV YaTPOD, TOV
QOPUOKOTOL0V 1 TOV VOGOKOHOL 6oc. Eival onpavtikd va 1o kévete avtd yio 660 Kapd cog TEL O
YTpdg, PapuaKoToldc 1| o/ vosokopod/a cag. Eav éxete appifolieg, pothiote Tov Y10Tpo, TOV
(POPLLOKOTTOLO 1] TOV/TNV VOGOKOUO GOG.

Mnyv otopatioste va maipvete o Imatinib Teva ektog av oag mel o yatpog cac. Edv dev umopeite va

TAPETE TO PAPUAKO OTMOC GO TO £XEL GLVIOYOYPAPNGEL O YWTPOS Gag N av aicHdveste OTL dev TO
YPEWILEDTE TLO, EMIKOVAOVIOTE AUECHG LE TOV YIOTPO GOG.
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IMéco Imatinib Teva vo napete

Xp1on o€ eVIijMKES
O ywtpdg cag Oa cag el axpiPag moco dickio Imatinib Teva npénel va mapete.

- Eav kavere ayoyn yio XMA:
Avdloyo pe TV KoTaoTooT 60G 11 cuvnng doom évapéng etvan eite 400 mg v 600 mg:
- 400 mg mov Aappdavovior og 4 diokia pa @opd v nuépa
- 600 mg mov Aappdvovior mg 6 diokio pie opé TV NUEPOL.

- Eav kadvere ayoyn ywo GIST:
H 660m évapénc eivar 400 mg mwov Aapfdvoviol og 4 Kayakio pe opa tnv nuépal.

Mo XMA «ot GIST, o y10tpog 600G WTopel VoL GuVTAYOYPUQNOEL Lo, LYNAOTEPT 1 YapunAdTEPT] SOOT
avaloya pe To g avtanokpivese otn Bepameia. Edv n nuepnoia d6om cog eivor 800 mg (8 diokia),
Oa mpénetl va wdpete 4 diokia To Tpmi Kot 4 diokia To Ppadv.

- Eav hapPavere ayoyn yio Ph+OAA:
H 660m évapénc eivar 600 mg mov Aapfdvovior wg 6 diokio pia opd tnv npépa.

- Eav happavere ayoyn yvo MDS/MPD:
H 660m évapénc eivar 400 mg mov Aapfdavoviar og 4 diokio pia gopd tnv nuépa.

- Eav happavere ayoyn yvo HES/CEL:
H 860 évapéng etvan 100 mg, mov Aappdvovior wg 1 diokio pa @opd v nuépa. O yoTpdc
co¢ pumopel va amopaciocet viavEnoet ) d6om ota 400 mg, wov Aappdvovrol wg 4 diokia pa
Qopa v Nuépa, avdroya pe To TOG avTamokpivece ot Bepamneia.

- Eav happavere ayoyn ywo DFSP:
H d60om eivar 800 mg v nuépa (8 dioxia), mov AapPdvovtal wg 4 diokia 1o mpwi Ko 4 diokio
T0 Bpddv.

Xpion o€ Tood kKo @i foug

O ywtpog Ba cag wel oo diokio Imatinib Teva mpénet va xopnyndodv oo modi cag. H mocdtnta
tov Imatinib Teva mov yopnyeitat eEaptdral omd TV KOTAGTOOT TOL TS0V GG, TO PAPOG Kot TO
Vyog Tov copatoc. H cuvolikn nuepiota 8601 6to Toidid Kol 6Tovg ePrBovg dev TPEMEL va.
vrepPaivel ta 800 mg pe XMA kot to 600 mg pe Ph+OAA. H ayoyn puropei vo, 600gi 610 moidi cog
gite og pa €@'dmas 06oM 1 EVOALUKTIKA 1) Nuepola 066N Umopel va popacheil g 500 yopNyNHGELS
(pon 1o mpwi Kot pon 1o Ppadv).

Ilote kon nddg B0 Taipvere To Imatinib Teva

- Iapte o Imatinib Teva pe to yedpa. Avtd Ba cog tpoctatéyel omd TPofANuate 6To oTopdyL
otav maipvete Imatinib Teva.

- Kortameite Ta dwokio 0A0KANpa p'éva peydro motipL vepo.

Av €yete duokoAla TNV Katdmoon TV Siokimv, LIToPEiTe Vo To SIHAVGETE G'EVa TOTNPL LETOAALKO
vepo M youd unlov:

. Xpnowomoiote wepimov 50 ml yio kébe diokio twv 100 mg.
. Avoxkatéyte pe €va KouTdA PEYPIG 6Tov Ta dlokia va dtelvBodv TApwc 6To vepo.
. E@doov 10 diokio £xetl d1aAvbel, mieite OAOKANPO TO TEPIEYOLEVO TOV TOTNPLOV AUESMS. Tyvn

TOV OL0AVOUEV®V S1oKIMV UTOPEl Vo £YOVV LEIVEL GTO TOTHPL.
To dwokio pmopel va dwywpiobet oe 6v0 ioeg dOGELG.
INo w660 rdotnpo 0o waipvete To Imatinib Teva

Yvveylote va maipvete To Imatinib Teva kdOe pépa yio 660 ddotnpa Gog TEL 0 YIUTPOS GOG.
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Eav wapete peyardtepn 66on Imatinib Teva amd tnv Kavoviki
Edv tuyaio mpate moALd diokia, evuep®dote apéoms to yatpd cag. [Tibavov va amoitnOel 1otpikn
Bonbewo. Idpte pall oog T GLOKELAGIO TOV PAPUAKEVLTIKOD TPOIGVTOG.

Eav Eeyaoete va mapete to Imatinib Teva

- Edv Eeydoate o doom, mhpte TV apécmg LOALS To Bupunbeite. Qotdco edv mAnclalel n opao
Yo TV €ndpevn 800, mapareiyete tn 06on mov Eexdcate.

- Koatémv cuveyiote To KovoviKo 6ag TpOYPOLLLLAL.

- Mnv mdpete dSuTAN dOCT Y10 VO OVOTAPMOCETE T dOOT OV EEXACATE.

Edv éxete meprocdtepeg pMTNGELG GYETIKA LLE T YPTOT CQVTOV TOL PAPUAKOV, POTGTE TOV Y1ATPO,
TOV QUPLOKOTOL0 1] TOV VOGOKOUO GOG.

4, MBavéig avemBOuNTES EVEPYELEG

Onwc 0Ma Ta paproKa, £T61 Kol 0VTO TO PAPLAKO UTOPEL VO TPOKAAEGEL OVETIOVDUNTEG EVEPYELES, AV
Kot 6gv TOPoVGLAlovTal 6€ OA0VE TOVG avBpmmove. AvTtég gival cuviOwE NTES EDC PETPLEC.
Mepikég avemOOunTeS evépyerleg pmopei va givar cofapéc. Evnuep@orte To Y10Tpo 60g €Gv
TAPOVGLACETE OTOLOONTOTE OO TO, TTLO KATM:

oAb ovyvég (umopel va enmpedcovv teprocdtepa and 1 ota 10 dropa) 1 ovyvés (umopel va
emmpedoovy péypt 1 ota 10 dropa):

. Tayela Tpdsinyn Papovs. To Imatinib Teva, umopei vo TPOKAAEGEL GTOV OPYUVIGLO COG
KOTOKPATN O™ vEPOU (Gofapn KaTaKpAaTnon VYpmV).
. Sopntodpoto Aoiunéng 6nwg Tupetd, SLVOTA Piyn, TOVOLULO, 1| EAKN oTo 6Toua. To Imatinib

Teva umopel va petdcel Tov aplBpod TV AEVKOV QocPalpimV, £T01 UTOPEL VoL TOPOVGLAGETE
AOWUADEELS O EVKOALL.
e Ampocdokntn apoppoayio | LOA®TAG (OTaV OeV EYETE TPOVUATIOTEL).

Oy ovyvég (umopel va emmpedcovv péypt 1 ota 100 droua) N omavieg (Lmopel va ennpedcovv péypt 1
ota 1.000 dropa):
e [I6vog oto o1nBog, axavovioTog kapdakds puOUOS (CLUTTOUTO KOPSIOKMY TPOPANLAT®V).

. Bnyag, duckorMa otnv avamvon, 1 TOvog Katd TV avomvor] (COUTTOHATE TPOPANUATOV GTOVG
TIVEVLOVEG).

. AticOnpa ehagpdg Caing, Caing M téong yio AmoBupio (COUTTOUATO YOUNANG OPTNPLKNG
mieong).

o AicOnuo adabeciog (vavtia), pe ondleia 0peEng, GKOVPOYP®LLO 0VPa, KiTPvn ETOEPUIdA 1
LAt (CUUTTOUOTO TOTIKOV TPOPANUAT®V).

o E&avOnpa, kokkiviopa Tov dEPHOTOC e PLCOAIdEG oTA XEIAT, T LATIL, TO OEPUA 1] TO GTOL,

EePAOVOIG O TOV EPLOTOG, TVPETOG, AVLYOUEVO KOKKIVA 1] Lo onpeia Tov dépuatog,
Kvnouos, aicnpa kavcov, AVKTAIVOSES VOO (COUTTOUATO TPOPANUAT®Y TOV

O€PLOTOC).

. 2ofapog TOVOG GTIV KOWAA, Oillo GTOV £UETO, GTO KOTPAVA 1] GTO, 0VPA. 1 Ladpa KOTPOvVaL
(CUUTTONOTO YOCTPEVIEPIKDOV SLATOPUAYDV).

. ‘Evtova peiopévn tapaymyn ovpov, aicdnua diyog (cupntdpato veepikdv tpofAnudtmv).

. Atobnpuo adabesiog (vavtio) pe d1dppota kot EUETO, TOVOG GTNV KOWALA 1| TUPETOG
(cvpmtdpaTo TPOPANUATOV TOV EVIEPOV).

. "Evtovoc movoképaioc, advvapio 1 Tapaivcn Tov dKp®V 1] TOL TPOSMTOL, adVVALic opAag,

EaeVvikn ammAelo 0160ncE®V (CLUTTOUOTO TPOPANUAT®V TOV VELPIKOD GLGTHLOTOC OTTMS
aipoppayio 1 oidnpa 6To Kpavio/eyKEPOAO).

. Qypdtra, aichnpa KéTwong, kKot SVGKOAMAG GTNV OVATVOY| KOl GKOVPOYP®LLE. 0VPOL
(copmTOUATO YOUNADY ETTESOV EPLOPOKLTTAP®V).

. OpBoiukog TOVoC 1 emdeivmon g Opaonc, oLoppayia oto LaTio.

. [T6vog ot 00TA 1 TIC APBPDGEIC (CLUTTAOUOTO OGTEOVEKPWOGTNC).

. DAOKTOVEG 6TO OépLaL 1] TOV BAEVVOYOVIO DUEVH (CUUTTOUATO TELOLYA).
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Movdacpa 1 kpho SAKTUAN XEPLOV KOl TOJIDV (GVUTTOUATE, TOV cLVOPOUoL Raynaud).
Avomdvteyo oidnNua Kol KOKKIVIGHO TNG EMOEPUISOC (CUUTTOUOTO UIKG OEPUATIKNG AOTU®ENC
7oV ovopaletal KutTopitioa).

AvckoAia kaTd TNV akon.

Mvikr advvapio Kol GTocUol PE £Va, U1 GUGIOAOYIKO KOpSloKd puOpd (GUUTTOUATO OAAOY DV
0TN TOGOTNTA KOAIOL OTO Qipa GOg).

MeAidviaopa.

Ytopayomovog pe aictnua adiobesiog (vovtia).

Mvikoi oracpol pe mopetd, epuBpd-kagé ovpa, GAyoc 1| adLVOLIN GTOVE PVES GaG (COUTTMLLA
POTK®V TpoANUATOV).

[Muehkd dhyoc Pepucéc POPEG e VOUTIO Kot EUETO, LLE OTPOCLEVT] ApLopparyio Tov KOATOL,
aicOnpa {aAng  AuwoBupiog AOYm HEI@UEVTG APTNPLOKTG TECTS (CUUTTOUATA TPOPANUATOV
TOV ©OONKOV 1 TNG UATPG).

Noavria, dvonvola, Kapdiakn appvipio, 00Amon Tov oVpwV, KOTM®GN /KoL SLGPOPIL OTIG
apOPMOELG TOV GUVOEETAL LLE [T PLUGLOAOYIKE OTOTEAEGLOTO EPYOOTNPLOKMV EEETACEWV (TL.Y.
VYNAG emimeda kadiov, ovpikod 0&EmG Kol aoPeaTion Kot YOUNAG ETITESD POCEOPOL GTO AiL).
OpouPot aipotog o pkpd apoeopa ayyeio (Opoppotikn pikpoayysiomdeia).

Mn yvootés (1 ovyvotnta dev pmopel va ektiundet pe Baon ta dabécipa dedopévar):

2uvovaopog dtadedopévon cofapov e&avOnpatog, adabesiag, TupeToD, VYNADY ETTESWV
GUYKEKPIUEVOV AEVKADV OLLOCPOIPIOV 1 KiTpvng xp®oNg ToL OEPUATOC 1) TOV

opBoiumv (onpeio iktepov) pe dvomvola, dryog oto othbog/ adiubecia, cofapd petmpevn
amofoAn ovpwv Kot dlya KTA. (onpeia piog aALepYIKNG avTidpaong oYETIKNG Le TV Bepaneia).
Xpovia ve@pikn avemdpkela.

Enavepedvion (enavevepyomoinon) g Aoipwéng ond nratitda B 6tav siyate nratitida B oto
mopeABOV (Lo otk Aoipmén).

Ed&v mapovoidoete Kamolo and Ta o TAVE, EVIIUEPADGTE TO YIUTPO 60g APESMC.

Addeg avemOBUUNTES EVEPYELES PUTTOPEL VO TEPLAOPPAVOVV:

o0 cvyvég (umopel va emnpedoovy mepiocdtepa amd 1 ota 10 dropa):

[Tovoxéparog 1 aicOnpo KOT®ONG.

AtoOnpa adiabeciag (vavtia), adabecio (€LeToc), dtdppota 1 Svomeyia.

E&dvOnpa.

Mvikéc kpaumeg | TOVOG OTIG ApBPMOELS, TOVG LOEC 1) TOL 00TA, KOTA TN dldpKeLa TG Bepameiog
pe Imatinib Teva 1| petd t dtaxomn g Ayng tov Imatinib Teva.

Oidnua OIS YOP® GTOLS UGTPAYAAOVS GOG 1| TPNOUEVE, LATIOL.

AvEnon Bapovc.

Edv mapovoidoete kdmowo and avtd o€ coPapd Pabud, eviinepdote To Y0TPé 60G.

Yoyvég (umopet va emnpedoovy péxpt 1 ota 10 dtopa):

Avope&ia, peiowon Bapovg 1 dwtapoaypuévn aicOnon g yebong.
AtoOnpa {dAng 1 advvapiog.
AvokoAia 6to va kolundeite (abmvia).

"Exkpipo amd 1oug 09Baipong e Kvnopo, KoKKiviopo Kot oidnpa (emime@ukitida), vypd pdtio

Ooumn 6paocn.

Awoppayio and T pot.

[Tovog M oidnua otV KoM 60G, LETEMPIoUOS, KODGOG 1 SUGKOIAOTNTA.
Kvnopoc.

Acvving andielo | AETTUVON HOAALDV.

Nvoyudc ota yépia. 1 oA,

YTOHOTIKO EAKOG,

[Tovog otig apBpaoelg pe oidnua.

Enpootopia, Enpodeppia 1 Enpoeaipio.
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Mewopévn 1 avénuévn evotcdnoio 6éppatoc.
E&awyeic, piyn M voytepvég epdpmoelg.

Edv mapovcialete kamoo omd avtd oe cofopd Pabuo, EvuepMOOTE TO YOTPO GO,

Oy ovyvég (Lmopel va emnpedoovv péypt 1 ota 100 dropa):

Bryag, katappon 1 fovAwpévn potn, aicOnua Bépovg | movov mélovtag TV mEPLOyn TOV®
Ao TO LATLO 1) YOP® OO TNV POTN, PVIKT] GOUPOPTON, PTAPVIGLO, TOVOAULLOG, LE 1 YOPIG
TOVOKEPOAO (CUUTTOUATA AOTHMENG TOV VD OVATVEVGTIKOD).

0&VG TOVOKEPAAOG LLE U LITOPEPTO TOVO 1| AicON A TAAUDV, GVVABWOE GTN Hid LEPLA TNG
KEPAANG KOl GLYVA GLVOIEVETAL O VaLTIO, ELETO Kot EvaeONGio 6TO WS KOl TOV

Nyo (CLUTTOWOATO NUKPAVIHG).

Soumtopoto ypinang (ypinan).

[T6voc M aicOnuo Kaveov Katd Ty 00pnon, avénuévn Bepuokpacio GOUNTOC, TOVOG GTNV
BouPwvikn 1| TueAIKN TEPLOYT], KOKKIVOL 1] KAPE YPOUATOG 1] VEPEADIT 00Ppal (CUUTTOUATO,
0VPOAOTHMENG).

[Tovog ko oidnpa oTig apBpdoelc cog (cuuntdpata apdpalyiog).

Yoveyéc aicOnuo AOmng Kot andAelog evolapEPovToc, To 0moio cag epmodiletl amd To vo
ovveyilete TIg cuvNBeLg OpacTNPLOTNTEG GG (CLUTTAOUATO KATAOAIYNG).

AicOnpa avnovyiag € GLVOLOGUO LE COUATIKA CUUTTORATA OTWG aicOn o kapdidg Tov
KTUTA, EQIOP®OT, TPEROVAO, ENPOGTOUIN (CUUTTMOUOTO AYYOVG).
AvdnviaforvnAia/vrepPorikdc vrvoc.

Tpépovio N actabeig Kvnoelg (TpOOC).

Atatapoyég TG LvNpmgs.

ZUVTPITIKN TOPOPUNON KIviong TV ToddV (GUVOPOUO AVIIGLY MOV TOOMDV).

Axovopa Bopifov (T.y. kovdobvioua 1 fountd) ota avTId, YOPIG Vo VITapYEL EEMTEPIKN TNYN
(enpoLg).

YynAn nigon (vréptaon).

Péyo.

DAeypovn ota yeiAn.

AvoKoAia 6TV Katdmoon.

AvEnuévn epidpmon.

AeplraTikég SVoYPMULIES.

EvBpavota voyia.

EpvBpd e€oykdpota 1 omupdio Le AEVKN KEQOAN YOp® amd Tig pileg TV HoAMDY, TOoVA
enmovva, aicnpo eayovpag | KaHoov (GUUTTONOTO EAEYLOVTG TOL BOANKA TNG TPiYOS, TOV
emiong ovopdletor Buiaxitida).

Agppoticd eEavOnua pe EePAovOIGHO (ATOAETIOTIKY SEPLOTITION).

Adykmon otnBoug (uropel va mapovolachel € AVTPEG KOl YOVOIKEG).

Approg movog ko aicOnua Pépovg 6Toug OpYEIC ) TNV KAT® KOTAld, TOVOG KATA TNV 00PN oM,
TNV 6€E0VAAIKT EMAPT 1 TNV EKCTEPUATION, ALLO GTO 0VPO (CLUTTAOUATO OO UOTOG TV
OPYE®V).

Avikavomta enitevéng/diatnpnong otoong (GTVTIKH SucAElToLPYIX).

Bapid 1 un kavovikn épunvog pvon.

Avcxolio emitevéng/drotpnong 6eE0VaAIKNC d1€yepong.

Mewwpévn oefovalikn embopia.

[T6vog otn OnAN.

I'evikd aicOnuo adrobeoiog (kakovyia).

Toyevnig Aoilpwén dnwg Epmng.

[Tovoc ot péom Adym ve@PIKng dlatapoyngs.

AvEnpévn cuyvotnta 0HPNoNG.

Av&npévn opedn.

[T6voc M aicOnuo KGvcov oy dve KotAia kol tov Bmpaxa (kaovpa), vouTio, EUETOC,
YOGTPOOIGOPAYIKT] TOAVOPOUN G, aicON 0 TANPOTNTAG KOl POVCK®UA, LODPOL YPDUATOG
KOTPOVO (EAKOG GTOUAYOV).

Avoxopyio opfpmdoe®v Kot Lumv.
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. Mn @UGI0A0YIKG ATOTEAEGLLOTA, EPYACTNPLOK®V EEETAGEMV.

o Endovvot epuBpoi 6ot 6T0 déppa, SEPUATIKOG TOVOS, KOKKIVIGUO GTO OEPLO (PAEYILOVY TOV
MIDS0VE 16TOV KAT® 0O TNV EMIEPUIDN).

Edv mapovoidoete kamowo and avtd o€ coPapd Pabud, eviiuepdote ToV Y10Tpod 60C.

Yravieg (uropet va emnpedcsovv péypt 1 ota 1,000 dropa):

o Xhyyoon.

. Aloypopio voyiov.

Edv mapovcidoete kamowo and avtd o€ coPapd Pabud, eviiuepdote ToV Y10Tpod 60C.

Mn yvooTtég ( cvyvotnto dev umopei va ektiundet pe faon ta dwbéoua dedopéva):

. Koxkiviopo kaun oidnuo oTig TaAGUES TMV YEPLDY 1) TIC TATOVOES TV TOSIMV TO 00l Hmopel
va 6uvodgvETOL amd aicOnua yopyoricpotog 1| movo pe aichnon kavcov.

o Endovveg kaun pAuktavddelg deprotikes PAaPec.

o EmBpadvvon tng avantuéng o mondid kot £pnpoug.

Edv mapovoialete kdmoto amd avtd oe cofapd Pabuo, eviuep®@ote To YioTpod 060G,

Ava@opd avemBounTOV EVEPYELOV

Edv mapoatnproete Kamowo avemBOUNTN EVEPYELL, EVIUEPDGTE TOV YIATPO, TOV PAPUOKOTOLO 1] TOV/TNV
VOGOKOUO Gag. AVTO 1oYLEL KOt Yio KaOe oy avemBountr evEPyeL TOL OEV OVOPEPETOL GTO TOPOV
@OALO 0N YLDV Ypions. Mropeite emiong vo avagépete avembounteg evépyeleg anevbeiog, LEG® TOV
€0vikob GLGTNIATOG OVAPOPAS TTOL avaypdpeTol 6To Hopaptnua V. Mécwm g avapopdic
AVETOVUNTOV EVEPYEIDV UTOPEITE VO foNONGETE GTI GLALOYT TEPIGGHTEPOV TANPOPOPLOV GYETIKA
LE TNV ACPAAELD TOV TAPOVTOG PAPHUAKOU.

5. Iog va puidcscete To Imatinib Teva
To @appako avtd TPETEL VO UAACCETAL GE IEPT TTOV OgV TO PAETOVV Kot dgV T0 POAVOVY Ta TG

No pn ¥pMoIHLoToLEiTE AVTO TO PAPLOKO LETE TNV NEpOoUNVia AENG TOL AVOPEPETOL GTO KOVTL Kot
v KoyéAn petd v EXP. H nuepopnvia AMéng eivar 1 tedgutaio npépa Tou Pivo Tov avapEpeTot
exel.

Agv vapyovv e101KEC 00N YiEG SLOTHPNONS YO TO PUPUAKEVTIKO OUTO TPOIdV.

Mn ypnoiponoteite kapio cuckevacio v eival KATeSTPAUUEVT 1| EPLPavilel opaTd onpeio
aAAroimong.

Mnv mtetéite @APUAKO GTO VEPD TNG AMOYETELONC 1] GTA OKLAK( aroppippota. Potiote tov
QOPUOKOTOLO GG Y10 TO TMG VO, TETAEETE TA. PAPLLOKO TTOV OEV PN OLLOTOLEiTE o AvTd Ta PéTpa Ba
Bonbnoovv oty mpooctacia tov teptPdAiovTog.

6. Iepreyopeva TS GVOKELUGTOG KO AOTEG TANPOPOPIEg
Tvmepiéyer To Imatinib Teva

- H dpaoctikn ovcia eivon to imatinib (g mesilate).

- Ka0e emcoloppévo pe Aemtd vpévio dickio Imatinib Teva mepiéyer 100 mg imatinib (wg
mesilate).

- Ta dAla cvotatikd eival 6Evo emoPopikd acBEcTo, KPOGTOPLOOVT KOl LLoyVIGLO GTENTIKO

- H emcdioyn tov dickiov amoteleital omd TOAVPVOAGAKOOAT pepikmdg vdpoivdeica,
ToALOBVAEVOYAVKOAT, G1dMpov 0&eidio kitpvo (E172), tédkng, Titaviov 610&eidio (E171) ko
ownpov o&eido epvhpd (E172).
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Epg@avion tov Imatinib Teva ko mepreyopevo g cvokevaciog

Ta Imatinib Teva 100 mg emkaAvppéva e AeTTO LUEVIO dloKia Elval oKovpa KiTpva £MG KapE-
TOPTOKAA GTPOYYLAL emKaALUEVD Le AetTO LUEVIO dokia e pia eykony| ot pio migvpd. To diokio
givar yapoaypévo pe «IT» kot «1» o€ kdbe mhgvpd g eykonng. Ta diokio eival StapETPoL TEPITOV

9 mm.

Ta Imatinib Teva 100 mg emkaAvppéva pe Aentod vuévio diokio dratifeviat o peyédn cvokevaciog
v 60 1 120 emkaAVUPEVOV pe AETTO VUIEVIO O10KIMV 08 KOWELES.

Ta Imatinib Teva 100 mg emikaAvppéva pe Aemtd vuévio diokia dtatifevtol og pey€dn cvokevaciog
tov 20x1, 60x1, 120x1 1} 180x1 emkaivppévov pe Aentd vpévio SIoKIwV G€ O1ATPNTEC KOYEAES
povadog d6eng.

Mmropei va pnv KuKAOQOPOLV OAEG Ol CUGKEVAGIEC.

Kdaroyoc Aderoc Kukroopiag
Teva B.V.

Swensweg 5

2031 GA Haarlem

OAavdia

Hopaokevaostiig

Teva Pharmaceutical Works Private Limited Company
Pallagi ut 13

Debrecen H-4042

Ovyyapio

Teva Czech Industries s.r.o.
Ostravska 29, c.p. 305
74770 Opava-Komarov
Togyum Anpoxpatio

TEVA PHARMA, S.L.U.

C/C, n. 4, Poligono Industrial Malpica
50016 Zaragoza

Iomavia

Merckle GmbH
Graf-Arco-Str. 3, 89079 Ulm
Teppovia

Teva Operations Poland Sp. z 0.0.
ul. Mogilska 80. 31-546

Krakow

IToAwvia

Teva Pharma B.V.
Swensweg 5,
2031 GA Haarlem
OAhovoio

PLIVA Croatia Ltd.

Prilaz baruna Filipovica 25
10000 Zagreb

Kpoartia
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IMo omoladnmote TANPOPOPio. GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPAKAAEIGTE VO
angvBuvbeite otov Tomikd avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tel/Tel: +32 38207373

bbarapus
Tesa ®apma EAJ]
Temn: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
AbZ-Pharma GmbH
Tel: +49 73140205

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tél/Tel: +32 38207373

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Roméania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika

TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911
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Italia Suomi/Finland

Teva Italia S.r.l. Teva Finland Oy

Tel: +39 028917981 Puh/Tel: +358 201805900

Kvmpog Sverige

TEVA HELLAS A.E. Teva Sweden AB

EAMGSo Tel: +46 42121100

TnA: +30 2118805000

Latvija United Kingdom (Northern Ireland)
UAB Teva Baltics filiale Latvija Teva Pharmaceuticals Ireland

Tel: +371 67323666 Ireland

Tel: +44 2075407117

To wapov AL 00N YIOV YprioNS avaBewp1Onke Yo TELEVTOIO POPd 6TIG

Addeg TN YEG TANPOPOPLOV
Agmtouepeic TANpopopieg Yo To Pappako avtd givar d1abéaipeg 6To dkTLaKO TOTO ToLv Evpmmaikon
Opyavicuod Gopudxov: http://www.ema.europa.eu.
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@viro oonyLov ypiong: Iinpoeopics yia Tov ac0evi)

Imatinib Teva 400 mg emkoAvppéva pe Aemtod vuévio diokia
imatinib

AP AOTE TPOGEKTIKG OLOKANPO TO QPVAAO 0ONYLOV YP1GNGS TPLY UPYIGETE VU TALPVETE AVTO TO
PappoKo, o10TL TEPLAGUPAVEL GNUAVTIKEG TANPOPOPIES Y10 GOG.

DoraEte avTd TO PUARO 0N YDV YpNong. Towg ypelaotel va to daPdacete Eavda.

Edv éxete meportépm amopieg, p@TNGTE TOV Y1OTPO, TOV PAPLOKOTOLO 1| TOV VOGOKOLO GOLC.

H ocvuvtoayn yua avtd 1o oapuoko xopnyndnke oamokAEIGTIKA Y10 6aG. Agv TPEMEL VoL ODGETE TO
@apurako o€ AAAovg. Mmopel vo Tovg TPOKOAEGEL BAAPT], AKOUO KOl OTOV TO, GUUTTOUATO, TNG
ac0éveldg Tovg gival 01 pe ta Sk Gog.

Edv mapatnpnioete kdmota avemBOUN T EVEPYELD, EVILEPDGTE TOV YLOTPO, TOV PAPLOKOTOLO M
TOV VOGOKOUO G0G. AVTO 16Y0eL Kot yio, KO mhovi avemBOunTn evEPYELX TOV OV OVAPEPETOL
GTO TOPOV PUALO 0dNYIDV Xpiomg. BAérme mopdypapo 4.

T wepLéyeL 1o TOPOV UAAO 0ONYLOV

S N

1.

T eivon o Imatinib Teva kot wowa givat n gprion tov
T npémer va yvopilete Tpv mapete o Imatinib Teva
IMog vo wapete to Imatinib Teva

[MBovég avemBounTeg evépyeteg

[Tog va purdooete To Imatinib Teva

[Tepleydpeva TG cVOKEVAGIOG KoL AOUTEG TANPOPOPIES

T givor To Imatinib Teva ko owe givan i yprion Tov

To Imatinib Teva eivon éva @dppoko mov mepiéyet o, SpacTikn ovoia Tov ovopdletol imatinib. Avtd
TO PAPLLOKO PO OVAGTEALOVTOS TNV AVATTVEN TOV U1 GUGLOAOYIK®Y KUTTAP®V OTIG TOPUKAT®
avaeepoeVoLg vosovs. Avtég teptiapPdvouy Kamota 10N KapKivav.

To Imatinib Teva givan puo OgpamevTiKi] aymyN Y10 EVIAIKES Kot TO1OLd Yo

Xpovio poghoyeviy Aevyopia (XMA). H devyorpio givar évag kapkivog Tav Aevkdv
apocatpicov. Avtd to Aevkd aipocseaipio fonfodv cuvnBC TOV OPYUVIGLO VO, KOTATOAELN
T1g Aopuméets. H ypovia poehoyevig Aevyoupio eivor pio popen Aevyatpiog otny omoia kAmolo
1N GLOLOAOYIKA AgVKd KOTTOPA (TOL OVopdlovTol pVEAOEdN KUTTAPA) EEKIVODV
V'avantHecovTal aveEELEYKTO.

Oc&eia Aeppoprootikn Asvyoipio Otk Yo 10 popdécope riadéieeios (Ph+ OAA). H
Aevyoia givor évog KopKivog Tmv AEVK®V alloc@atpiov. AVTd To AEVKE Oocpaiplo
BonBovv cuviBwg Tov opyaviopod va KatamoAepnd Tic Aowudéets. H o&eia Aeppoprootikn
Aevyouio givot po popen Asvyaipiog otnv omoio GUYKEKPUEVH TaBOLOYUKE AEVKA KOTTAPO
(mov ovoudlovrtal AeppoPraoteg) Eekivovv vo avarntucoovtol avebéleykta. To Imatinib Teva
OVOOTEALEL TNV OVATTLEN OVTMOV TOV KUTTAPOV.

To Imatinib Teva gmiong ival pra OEPUTEVTIKT Ay®YT] Y10 EVIIALKES Yl

MougrodvomhaoTikéc/poghovneprraoctikég vosor (MDS/MPD). [Tpokertan yio pro opddo
vOG®V TOL QILOTOC OTIC OTOIEC OPIGUEVH KOTTOPO TOV ALATOG EEKIVOVV VO OVOTTOCCOVTOL
ave&éleykta. To Imatinib Teva avactéddel TV avATTLEN OVTOV TOV KUTTUP®Y GE OPIGUEVO
VIOTVTO AVTMV TOV VOGAOV.

Yregpnoowopiiiké cdvopopo (HES) kar/m ypoévia noowvoerikn Aevyopia (CEL). Avtéc
elval aLOTOA0YIKEG VOOOL OTIG OTTOTEG KATO10 AEVKOKVTTAPO (YVOOTE MG NOGIVOPIALL)
Eexvovv va avamtoocovtan oveéédeykta. To Imatinib Teva avactéAdel Ty avamtuén avtmdv
TOV KVTTOPOV GE OPIGUEVO VITOTVTO CVTOV TOV VOGOV.

Taotpevrepiké etpopatiké 6yko (GIST). To GIST givon évag dykog Tov 6TOUAKOL Kol TOV
eviépov. Exdnidvetat amd v aveEEAEYKT KUTTOPIKT AVATTVEN TOV VTOGTNPIKTIKAV 10TMV
QVTOV TOV OPYAVOV.
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- Agpporoivocdpkopa protuberans (DFSP). To DFSP givau évog kapkivog tov 16to0 mov
Bpioketol KOTo and TO SEPLE GTOV OO0 OPIGUEVE KUTTAPO EEKIVODV VAL OVOTTOGGOVTOL
ave&éheykta. To Imatinib Teva avaotéAlel TV avamtuén oVTOV TOV KVTTAPOV.

2NV GLVEYELD TOV PLALASTIOV AVTOV, Bl XPTCIULOTOIOVVTUL 01 GUVTOUOYPUPIEG TMV OCHEVEIOV AVTMV.

Edv £xete omolecdnmote £pWTNOELS Y1 TO TMOS doviedel to Imatinib Teva 1 ywoti to pdppoxo avtd
G0G CLVTAYOYPAPNONKE, POTACTE TO YIATPO GO,

2. Tvpéner va yvopilete npwv napete 1o Imatinib Teva

To Imatinib Teva 6o cuvtayoypagndei yio cog TpocomIKd omd Evay YlaTpd LE EUTELPIC O PAPLOKOL
7ov Bepamebouvv Tig kaKon0elec 610 aipa 1 TOVG CLUTAYEIG OYKOG.

AxolovBeiote pe Tpocoy OAEC TIG 00MYieg TOL GO OO KAV AT TO YIATPO GUC, KON KOL 0V OVTEG
SopéPouv amd TIG YEVIKEC TANPOPOPIEC TOV TTEPLEXOVTAL G'AVTO TO PUAAADL0.

Mnyv napete To Imatinib Teva
- o€ mePInTOON aAlepyiog otnv imatinib 1| 6 00100NTOTE GALO OO TA GLGTATIKA AVTOV TOV
POPUAKOV (OVOPEPOVTOL TNV TTAPAYPOPO 6).

Edv avtd €xel epappoyn oe £6GC, EVIUEPDGTE TOV Y10.TPO 60C Ympic vo tdpete To Imatinib Teva.
Edv vopilete 6T1 pmopet va giote addepyikdg adlid dev eiote Giyovpog, cupfovievteite 10 YoTpd GOG.

IIpog1d0mToU|GELS KUl TPOPUAGEELS

Amevbuvleite otov yatpd oag mpwv mapete to Imatinib Teva:

- €04V €ogilg £yete N el 0TE TOTE KATO0 TPOPANLLA LE TO HTTOP, TO VEPPO 1| TNV KOPOLA.

- edv moipvere pe 1o eapuako Aefobupolivn Adym apaipeonc tov Bupeoetdovg coc.

- €av elyate moté N pumopel va £xete Tdpa Aoipmén amd nratitido B Avtd coppaivel eneldn to
Imatinib Teva Ba propovoe va 0dNynoEL o€ enavevepyomoinoT ¢ nratitidog B, n onoia
uropel va amofet Bovatneopog oe opiopéves nepimtaoels. Ot acBeveic Ba eEetdalovtan
TPOGEKTIKA amd TOV Y10TpO TOVG Y eVOEiEEIC oV TNE TNG AoTU®ENG TPty amd v Evapén g
Oepameiog.

- €0V TOPOVOLACETE OAMTES, AUOPPOYin, TVPETO, KOTMON Kot 6VYyvomn evd Ttaipvete Imatinib
Teva, emKoveOVNOTE LE TOV Y1TPO G0c. AVTd umopel va gival onudadt BAEPNC Twv apopopmv
ayyeiov, yvooto og Opoufontikny pikpoayyelondadeio (TMA).

Edv kGmo10 and ovtd £xel epapuoy 6€ GOG, EVIIUEPDOTE TOV YLOTPO 6og TPy wapete to Imatinib
Teva.

Mrmnopei va yivete mo gvaicOntot otov Ao eve maipvete Imatinib Teva. Eitvat onpovtico va
KOAOTTETE TIG EKTEOEYUEVEG OTOV A0 TTEPLOYES TOV FEPLLATOG KO VO, YPT|CUYLOTOLEITE OVTINALAKO LIE
VYO deiktn mpootaciag amd tov RAo (SPF). Avtéc o1 mpouAdéelc 1oybovv Kot Yia. T Taldtd.

Katd v ayoyn pe Imatinib Teva, evnuep@dote opéomg tov Y1otpd 6og £4v oag mapovoiocdel
TOAD ypryopn avénon Bapovg. To Imatinib Teva pmopei va Tpokakécel KOToKpaTnon vypdV amd Tov
opYavIGUO Gag (GOPopn KATAKPATNON VYPOV).

Evo maipvete Imatinib Teva, o yatpog cog Ba cog mapakorovdel taktikd yio vo ehéyEet v T0
@Aappoko dovievel. Oa KaveTe emiong Ao ToAoYKoOS EAEYYOVG Kot Ba (uyileoTe TOKTIKA.

Howora kon £enpor

To Imatinib Teva givon emiong pio aymyn yio moidid ko eprifouvg pe XMA. Agv vrdpyet euneipia.
oto Toudtd pe XMA nlkiog kdto tov 2 etov. H gunepia og modid pe OAA Betikn yia 10
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ypoudcope Pradéreelog eival TEPLOPIGUEVT Kal TOAD TEPLOPIGHUEVT o€ TTodd pe MDS/MPD,
DFSP, GIST kot HES/CEL.

Mepkd mandid kot €pnpot mov Aapfavovv Imatinib Teva pmopel va Exovv mo apyn and ™
@uotoroykn avartvén. O yatpog Ba mtapakolovbel TV avanTuén o€ TAKTIKES EMOKEYELC.

Alha @appoxo kot Imatinib Teva

Evnpepmaote tov yiatpd 1 TOV QOpUOKOTOL0 GOG EQV TaipVETE, £XETE TPOGPATA TAPEL 1| Lopel va
TAPETE AAAL PAPLLOKO, OKOLLA KO AVTE TTOL OgV GO¢ £xovV yopnynoei pe cvvtayn (6mmg
TOPAKETOUOAT) CUUTEPIAAUPOVOUEVOV PUTIK®V PappakwV (6mmg Saint John's wort). Mepukd
eappaxo, propei va topepfaivovv pe m dpdon tov Imatinib Teva 6tav Aapfdvovror poli. Avta
pmopei va avERGouvV 1 va petdcovy T opdon tov Imatinib Teva eite mpokadmvtag ovénuéveg
avembounteg evépyeieg M| kabiotdvrag to Imatinib Teva Aydtepo amotedespatiko. To Imatinib Teva
UTOPEL VO KAVEL TO 1010 GE OPIoUEVO GALD QAPLLOKAL.

Evnuepmote Tov y10Tpd G0g €0V TOIPVETE PAPUAKO T OTTOI0 TPOAUUPAVOVY TOV GYNUATICHO
Opoppov.

Km](m, OnAoopdg Kot yovipotnta
Edv eilote éyxvog 1 OnAdlete, vopilete 6T pmopel va giote £yKvog 1) 6YedALETE VA, OTOKTHOETE
oudi, {nTote T CLUPOVLAT TOV YITPOD GO TPV TAPETE CVTO TO PAPLLAKO.

- To Imatinib Teva dev cuviotdtot 6TV €YKLHOGUVT, EKTOG EQV £lval ATOALTO OTOPALITNTO,
kabmg pmopet va PAayetL o EpPpvo. O yatpdc Ba cuintioet pall oag Toug mbavove Kivdvvoug
g AMyng tov Imatinib Teva katd tn dibpKela TG EYKLHOGVVNC.

- X yovaikeg Tov pmopel vo Letvouv £YKueg GUVIGTATOL VAL YPNGILOTOLOVV UTOTEAECLLOTIKN
OVTIGVAANTITIKY ay®Y"| Katd T S1dpKela g BepamevtiKing ayoyng Koty 15 nuépec petd
S1oKoTN NG OYOYNS.

- Mnv OnAdalete xatd ™ didpketo TG ayoyng pe Imatinib Teva kot yio 15 nuépeg peta
SloKOTN TNG ay®yng, Kobmg pmopel va PAAWEL T0 Lopd GoC.

- AoBeveic o1 0moiot avynovyovVY Yia. TV YOVILOTNTO TOVG eVG eival o Oepaneio pe Imatinib Teva
TPEMEL v, GUUPOLAELOOVY TOV Y1ATPO TOVG,.

0o ynon KoL YEPLERUOS PNYAVIILATOV
Mmnopel va vidoete (aAn 1 va Tapovctdcete BoAn 6pacn Katd tn Aqyn avtov tov eapudkov. Edv
oLpPel avTod, Uy 00N YEiTE 1 YPNOYLOTOLEITE EPYOLEID 1) UNYOVALOTE HEXPL VO VIDOGETE EAVA KOAGL.

3. Iag va wapete To Imatinib Teva

O ywtpdg cag éxel ovvtayoypoenost to Imatinib Teva ywti vropépete and po coPapr| kKatdotoon.
To Imatinib Teva uropei va cog Bondfcet vo avipetonicete vty TV KaTdoTao.

Q61660, TAVTOTE VO, TAIPVETE TO PAPLAKO OVTO CLOTNPE COUPOVO LE TIG 00N YiEG TOV YaTPoD, TOV
QOPUOKOTOL0V 1 TOV VOGOKOHOL 6oc. Eival onpaviikd va 1o kévete autd yio 660 Kopd cog TEL O
YTpds, PapuaKoToldc | o/m vosokopod/a cag. Eav éxete apeifolieg, pothote Tov yaTpo, TOV
(POPLLOKOTTOLO 1] TOV/TNV VOGOKOUO GOG.

Mnv otopatioste va maipvete o Imatinib Teva ektog av oag met o yuatpog cac. Edv dev umopeite va

TAPETE TO PAPUAKO OO GOG TO £XEL GLVIOYOYPOAPNGEL O YWTPOS Gag N av aicsHdveste OTL dev TO
YPEWLESTE TLO, EMIKOVAOVIOTE AUECHG LE TOV YIOTPO GOG.
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IMéco Imatinib Teva vo napete

Xp1on o€ eVIijMKES
O ywtpog oag Ba cog mel axkpipmg toca diokia Imatinib Teva npénel va naperte.

- Eév kavete ayoyn yio XMA:
AvaLoya e TNV Katdotoon cag 1 cuviing d6om Evapéng eivar gite 400 mg 1 600 mg:
- 400 mg mov AapPavovtal oc 1 diokio pra opd v nuépa
- 600 mg mov Aappavoviar ogl diokio tv 400 mg kot 2 diokia twv 100 Mg 1 og
1 % éwokia tov 400 mg pua @opd v npépa.

- Eav kévete ayoyq ywo GIST:
H d60m évapéng eivar 400 mg mov Aappdavovtor o¢ 1 kaydakio pie gopd Tty nuépa.

I'a XMA kot GIST, o yatpdg cag UTOpel vo GUVTOYOYPOPNGEL Lo VYNAOTEPN 1 YOUNAGTEPT OO
avaloya pe To g avtanokpivese otn Oepameio. Edv n nuepnota d6on cog eivar 800 mg (2 diokia),
0o Tpémel va Tapete va d1okio To Tpwi Kot Evo de0TEPO d1oKio TO Bpadv.

- Edav Aappavete ayoyn yio Ph+OAA:
H d60m évapéng givar 600 mg mov Aapfdavovrol og 1 diokio Twv 400 mg kot 2 diokio TV
100 mg 1 og 1 %2 diokia Twv 400 mg pia @opd v nuépa.

- Edav AapPavere ayoyn yio MDS/MPD:
H d60n évapéng eivar 400 mg mov Aappdavovtol og 1 diokio pia gopd v nuépa.

- Edav Aappavere ayoyn yvo HES/CEL:
H d60n évapéng givar 100 mg, wov Aapfdavovral og 1 diokio Twv 100 mg pe popa v nuépa.
O ywtpdg cag propel va anopacicet viavénoet m d6om ota 400 mg, mov Aappdvovtor wg
1 dwokio twv 400 Mg pe eopéd v NUEPO, avaAoya LLE TO TMOG avTamokpiveche otn Bepameio.

- Eav happavere ayoyn yie DFSP:
H 660m etvar 800 mg v nuépa (2 diokia), mTov AapPavovtal og 1 diokio To Tpwi kat 1 devtepo
dwokio to Bpdov.

Xpion o€ Tardd Ko prjpfovug

O ywtpodg Ba cag el moca diokio Imatinib Teva npénet va yopnyndovv oto modi coc. H mosdtntal
tov Imatinib Teva mov yopnyeitar €aptdtar 0md TV KOTAGTOGT TOL Todo0 6ag, To PApog Kot TO
Vyog Tov copatos. H cuvoluc nuepnola d66M 6Ta Taidid Kot 6Tovg 0 Poug dev TPEMEL va
vrepPaiver ta 800 mg pe XMA kot ta 600 mg pe Ph+OAA. H ayoyr propet va 06&i oto mandi cog
elte o¢ o e¢'ama d6on 1 eVOALAKTIKA 1) NuepN oo 606N UTopel va polpacbel e dVO yopnyNoELg
(mon 1o mpi kot poen to Ppdadv).

Ié1e ko1 wodG 00 Taipvere To Imatinib Teva

- Hapte To Imatinib Teva pe to yedpa. Avtd 0o cog TpootatéWyel 0md TPOPANUATO GTO GTOUAXL
otav maipvere Imatinib Teva.

- Koatoameite Ta diokio oAdkinpa p'éva peydiro motipt vepo.

Av &yete dSuoKOAIN OTNV KATATOOT TOV J10KI®V, UTOPEITE VA To. SIHAVCETE G'€va TOTHPL LETAAAIKO

vepo 1 yuUd UAoL:

. Xpnoomoote mepitov 200 ml yia kéBe diokio twv 400 mg.

. Avokatéyte pe £va Koutdh péypig 6Tov to, dlokio va dtoelvfodv TApwg 6To vepo.

. E@odcov 10 diokio €yet drohvbei, meite 0AOKANPO TO TEPIEXOUEVO TOV TOTNPLOV AUESMG. Tyvn

TV SALOUEVOV dloKiwV pmopel va €yovv pLelVEL GTO TOTNPL.

To dwokio pumopel va dywpiobei oe dv0 ioeg dOGELG.

111



I'e w660 drdotnpo 0o Taipvete To Imatinib Teva
Yvveyiote va maipvete To Imatinib Teva kdfe pépa yio 660 d1AGTNO GOG TEL O YIATPOS GOG.

Edv napete peyorvtepn 66on Imatinib Teva amd Tnv kavoviki
Edv tuyaio mpate moALd diokia, evuep®dote apéom to Yatpd cag. [Tibavov va amoitnOel 1otpikn
Bonbewo. Idpte pall cog T GLOKEVAGIO TOV PUPUAKEVTIKOD TPOIOGVTOG.

Eav Egyaoete vo napete To Imatinib Teva

- Edv Egxdoate o d6om, mapte TV apuéomc Lot to Buunbeite. Qotodco edv TAncdlel n opa
Yo TV €ndpevn 800, mapareiyete tn 06on mov Eexdcarte.

- Koatémv cuveyiote To KovoviKo c6ag TpOYPULLLLAL.

- Mnyv mépeTe SmAN SO0T Yo VO OVATANPAOCETE T 6001 oV Eeydoarte.

Edv éxete mepiocdtepeg pMTNGELG GYETIKE LLE T YPTOT CGVTOV TOL PAPUAKOV, POTGTE TOV Y1ATPO,
TOV QUPLOKOTOL0 1] TOV VOGOKOUO GOG.
4, IMBavég avemBounTEg EVEPYELES

Onwc 6la Ta pdppoKa, £T61 Kol aVTd TO PAPUAKO UTOPEL VO TPOKAAECEL AVETIOVUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALOVTOL GE OAOVS TOVG avOpmdmove. AvTég gival cuVHBWE NTLES EDG PETPILEC.

Mepikég avemBOuNTES EvEpyELEg nmopei va givan cofapéc. Evipep@ote To Y0Tpo 60G £GV
TAPOVCLUCETE OTOLOONTOTE OO TO, TTLO KAT®:

oAb evyvég (Umopel va emmpedoovy mepiocodtepa amd 1 ota 10 dropa) 1 cvyvég (Lmopet va
emnpedoovy péypt 1 ota 10 dropa):

. Tayela Tpdsinyn Bapovs. To Imatinib Teva, propet vo TPoKAAEGEL GTOV OPYUVIGHO GAG
Katakpdtnon vepol (cofapr katakpdnon vYpaV).
. SounTOHOTo AoTHoEng 0nTwmg TUPETO, SLVATA Piyn, TOVOLOLULO, 1| EAKT 6T0 6ToUa. To Imatinib

Teva umopel va petd®cel Tov aplfpod Tov AEVKOV GUocalpimV, £T01 UTOPEL VO, TOPOVGLACETE
AOLUMEELS L0 €HKOAQL.
o  Ampocdokntn aioppayio 1 LOAOTOS (OTOV OV £XETE TPAVUOTIOTEL).

Oy ovyvég (umopet va emmpedoovy péypt 1 ota 100 dropa) i ordvies (umopel va ennpedocovy péypt 1
ota 1.000 dropa):
e [I6vog o1o otfog, aKavovioTog Kapdlakdg puOUOc (CUUTTOUATH KAPSIKMY TPOPANUATOV).

. Brjyoc, duckoAia oty avamvor|, 1| TOVOG Katd TV ovamvor] (COUTTOUOTA TPOPANUAT®V GTOVG
TIVEVLOVEG).

. AicOnpa ehagpdg Caing, Caing 1 téong yo AmoBupio (COUTTOUATH YOUNATG OPTNPIOKNG
mieonq).

o AioOnuo adbeciog (vavtia), pe andleia 0peEng, GKOVPOYP®LLO 00pa, KITPVN ETOEPUIdA 1
pAatie (CUUTTOUOTO NTOTIKOV TPOPANUAT®V).

. EEavOnua, kokkiviopa Tov dEpHOTOS e LCOAIdEG oTA XEIAN, T LATL, TO dEPLA 1] TO GTOU,

EEQAOVOIG LA TOV OEPUOTOC, TUPETOG, AVOYMUEVO KOKKIVA 1] Lo onpeio Tov 0EpUATOC,
KVNGUOG, aicOnuo Kovcov, pAVKTOVOOEG eEAvON A (CUUATOUATO TPOPANUATOY TOV

OEPLOTOC).

. YoBapog TOVOG GTIV KOWAA, Oillo GTOV £UETO, GTO KOTPAVA 1| GTO, 0VPA. 1 LAdpa KOTPOVaL
(COUTTOUATA YOOTPEVIEPIKADV OLOTAPAYDV).

. ‘Evtova peiwpévn mopaywyn ovpov, aicOnpa diyag (COUTTOUATO VEQPIK®Y TPOPANUATOV).

. AicOnpa adiabeciag (vavtia) pe dbppota Kot ERETH, TOVOG GTIV KOAY 1] TUPETOC
(cvumtdpoTo TPOPANUATOV TOL EVIEPOV).

o "Evtovog movoképaiog, aduvapio 1 TapdAvcn T@v AKp@V 1) TOV TPOCHTOV, 0dVuVaLio OpAiog,

Eapvikn ammAglo 01o0nce®V (CLUTTONOTO TPOPANUATOV TOV VELPIKOD GLUGTHLOTOC OTIMG
aoppayio 1 oidnue 6To Kpovio/eyKEPAAO).
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Qypdmra, aicOnua kKéTwong, Kot SVGKOAMAG GTNV OVATVOT| Kol GKOVPOYP®LLE 0VP0
(cvumTOUATO YOUNADY ETUTES®Y EPLOPOKVTTAPWOV).

O@BaApcog TOVOG N EMdEivoT TG OPACNGC, ALLOPPAYit T PATIO.

[16vog ot 00T 1} TI 0PHPDGEIC (CLUTTOUATO OGTEOVEKPMONG).

DAOKTOVEG 6TO dEPLO 1] TOV PAEVVOYOVIO DUEVO (CUUTTOUOTO TEUPTYDL).

Movdacpa 1 kpho SAKTUAN XEPLOV KO TOSIDV (GUUTTOUATE TOV cLVOpOUoL Raynaud).
Avomdvteyo oidnua Kot KOKKIVIGHO TG EMOEPUISOS (CUUTTOHOTO P0G OEPUATIKNG AOTH®ENC
oL ovopaleTal KuTTapitidn).

AVGKOALN KOTA TNV OKOT].

Mvuikn advvapio Kot CTacHol Le £vol LU QUGIOA0YIKO KapdlaKo puOUO (CLUTTMOUATO CALOYDY
611 TOcOHTNTO KAAIOL GTO aipl GOg).

Meravioopa.

Ytopayomovog pe aicnua adiabeciog (vavtia).

Mvikoi 6Tac ol e TuPETO, £pVOPA-KUPE 0Vpa, GAYOC 1} adLVOUIC GTOVG HOEG GO (COUTTMOL
UUik@v TtpofAnudtmv).

[Mvehd GAyog LepIKEC POPES e VOLTIO KOl EUETO, LE OTPOGLEVT] UOPPOYiC TOV KOATOV,
aicOnpa {aAng 1 AuoBupiog AOY® HE@HUEVNG aPTNPLOKNG TESTG (CUUTTOUATA TPOPANUATOV
TOV ®OONK®V 1 TNG UATPAG).

Noavrtia, dvomvola, Kapdiakn appubuic, 00Awnon Tov oVp®V, KOTMGT /Kol SVGPOPIN OTIG
apOpOGCELG TOL GLVOEETAL [E LT PLGTIOAOYIKA OTOTEAECUATO. EPYUCTNPLOKDV eEETAGEDVY (.Y,
VYN emimeda kadiov, ovpikod 0&Emg Kol aoPecTion Kol YOUNAG ETITESD POGPOPOL GTO Cipd).
Opoupor aipatog og puikpd ooeopa ayyeia (Bpopfwtikn pikpoayysionddeia).

Mn yvoo1ég (n cvyvotnto dev pmopel va ektiun0et pe faon ta dtbéoua dedopéva):

Suvduacpog dtadedouévov coPapov e&avinuatoc, adtadesiog, TVPETOV, VYNADY ETITESWDV
GUYKEKPIUEVOV AEVKDV ALILOCOUIPI®MV 1 KITPIVIG ¥PAOOTG TOV SEPUATOG 1 TOV

opBaiumv (onpeia iktepov) pe dvonvola, dryog oto othbog/ adiabesia, cofapd PeElOUEVN
amoBoAn ovpmv Kot dlya KTA. (GNUEln Lag GAAEPYIKNG avTIOpAOTG OYETIKNG Le TNV Bepameia).
Xpovia ve@pikn avemdpkela.

Enaveppdvion (enavevepyomoinon) g Aolpwéng ond nratitdoa B 6tav eiyate nratitida B oto
mapeAOoV (Lo nratikn Aoipwén).

Edv mapovcidcete Kamo1o omd Ta To TAVE®, EVIHEPAGTE TO YIUTPO 6O ANECMG.

AlLre avemOOuNTES EVEPYELES PTTOPEL vV TEPLAAPPAVOLV:

oAb cvyvég (umopel va emnpedoovy mepioadtepa amd 1 ota 10 dropa):

[Movoréparog 1 aicOnua kémwong.

AtloOnpa adiabeciag (vavtia), adabecia (€peToc), ditdppota 1 dSvomeyia.

E&avOnpua.

Mvikég kpdumec | TOVOG 6TIG apBPMOOELS, TOVG HOEC 1] TA 00TA, KOTA TN dldpKeln TG Oepameiog
pe Imatinib Teva 1 petd ) diaxonn tng ANyng tov Imatinib Teva.

Oidnpa 6T®G YOP® GTOVG AGTPUYIAOLS GOG 1) TPNOUEVA HATLOL.

AvEnon Papovg.

Edv mapovoidocete kKamolo and avtd o coPapo fabud, evpepOoTE TO YIUTPO GaC.

Yoyvég (umopet va ennpedoovy péypt 1 ota 10 dtopa):

Avopeéia, peioon Bapovg N datapaypévn aictnon g yedong.
AioOnpo {aing M advvapiog.
AvoxoAia oto vo, koyuneite (admvia).

"Exxpipo amwd toug opOaipnong pe Kvnopo, KoKKiviope kot oidnua (Emmepukitidn), vypa Hotio i

Bopumn 6paon.

Awoppayio and n pot.

[T6vog M oidnua otV Ko GOG, LETEMPIoUOS, KADGOG 1 SUGKOIALOTNTO.
Kvnopoc.
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Acvving andAelo, | AETTUVON POAALDV.
Noyuédg ota gépto 1 Too1.

ZTOHOTIKO EAKOC.

[T6voc otig apBpmoelg e oidnua.
Enpooctopia, Enpodepuio 1 Enpoedaipio.
Mewopévn 1 avénuévn evoictncio 6éppatoc.
E&dawyeic, piyn M voytepvég epldpmoelg.

Edv mapovcialete kamoo omd avtd oe cofopd Pabuo, EvpepMOOTE TO YATPO GO,

Oy ovyvég (mopel va emnpedosovv péypt 1 ota 100 dropa):

Bnyog, kotappon | Boviouévn pot, aicOnua Bapovg 1 tévov melovtag Ty meployn Tove
Ao TO LATIO 1) YOP® OO TNV UOTN, PVIKT GOUPOPTON, PTAPVIGLA, TOVOAULLOG, LE 1) YOPIG
TOVOKEPAAO (CUUTTOUATO AOTHMENG TOV VD OVATVEVGTIKOD).

0&1G TOVOKEPAAOG LLE U1 LTOPEPTO TOVO 1 AicONUa TAALDV, GLVABWOG GTN e LEPLE TNG
KEPAUANG KOl GLYVA GLVOOEVETAL O VALTIO, ELETO Kot EvaGONGio 6TO PWS KOl TOV

Nyo (cvunTOUATO NUKPAVIG).

Soumtopoto ypinang (ypinan).

[T6vog M aicOnuo Kavcov Katd Ty 0bpnon, avénuévn Beprokpacio GOUATOC, TOVOG GTNV
BovPwvikn 1| TVEAIKT TEPLOYT], KOKKIVOL 1] KAPE YPOUATOG 1] VEPEADON 00pa (GLUTTOUATO
0VPOAOTHMENC).

[T6vog ko oidnpa oTig apBpdoelc cag (cuUTTOLHOTE apOparyiag).

Yuveyég aioOnpo AOTNG Kot ATOAELNS EVOLOPEPOVTOC, TO 0010 GOG EUTOSILEL amd TO va.
ovveyilete TIg ovvN0elg dpaoTNPLOTNTES GOC (CLUTTOUATO KOTAOAYTG).

AicOnuo avnovyiog 6€ GUVILAGUO |LE COUATIKG CUUTTOUATO OTMS 0icON U KaPSLIC TOV
KTUTA, EQIOp®OTN, TPEROVAO, ENPOGTOUIN (CUUTTMOUOTO AYYOVG).
AdnviaforvnAia/vrepPorikdc vvoc.

Tpépovio N actabeig Kvnoelg (TpOUOC).

Atatapoyég Tng PVNungG.

ZUVTPUITIKN TOPOPUNON KIvIonG TV TOddV (GUVOPOUO AVIIGLY MOV TOOMOV).

Axovopa Bopifov (T.y. kovdobvioua 1 fountd) ota avTId, YOPIG Vo VITAPYEL EEMTEPIKT TNy
(eppoLs).

YynAn nicon (vréptaon).

Péyyo.

DOAeypovn ota yeiln.

AvokoAia otV Katdmoon.

AvEnpévn epidpmon.

AepuaTikég SVoYPMUIES.

EvBpavota viyia.

EpvBpd e€oykdpota 1 omupdKio Le AEVKN KEQAAN YOp® amd Tig pileg TV HoOAMODY, TOoVA
ENMOLVA, aicOnua Payovpag 1 KaHGOL (CVUTTOUATE PAEYUOVAG TOL BV aKa TG TPiYaG, TOV
emiong ovopdleton Bulaxitida).

Agppoticd eEavOnua pe EePAovOIGHO (ATOAETIOTIKT SEPLOTITION).

Awykmon otnBoug (uropel va mapovolachel g AVTPEG KOl YOVOIKEG).

Approg movog ka/ aicOnua fépovg 6Toug OpYEIC ) TNV KAT® KOTAld, TOVOG KATA TNV 0PN OT),
™V 0eEOVUAIKT| ETAPT 1 TNV EKCTEPUATION, Oipol 6T 0VPA (CUUTTMOLOTA OGN LOTOS TOV
OpYE®V).

Avikavotnta enitenéng/olatnpnong otoong (GTVTIKY SucAettovpyia).

Bopd 1 un kavovikn punvog poon.

Avoxolio emitevéng/drotpnong 6e£ovaAtkng diéyepong.

Mewwpévn oefovalikn embopio.

[T6vog otn OnAN.

I'eviko aicOnuo adrobeciog (kakovyia).

Toyevig Aoipwén dnwg Epmng.

[Tovog ot péon Ady® ve@PIKng dlatapoyngs.

AvEnpévn cuyvotnta 0VPNOTG.
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e Avdnuévn opedn.

. [T6voc M aicbnuo Kdveov otV Gve Kotdia ko tov Ompaxo (kaovpa), vootia, EUETOC,
YOGTPOOIGOPAYIKT TOAVIPOUN G, i TANPOTNTAG KOl POVGKMUA, LADPOV YPDOUATOG
KOTPOVO, (EAKOG GTOLUAYOV).

. Avokopyio apfpdoe®v Kot Lomv.
. M @UGLOAOYIKE OTOTELEGLLATO EPYOCTNPLOK®V EEETAGE®V.
o Enddvvor epubpoi 6ot 6T0 déppa, dEpUATIKOG TOVOS, KOKKIVIGUA 6TO dEPLO (PAEYLLOVT TOV

MI®S0VE 16TOV KAT® OO TNV EXOEPUIONL).
Edv mapovoidoete kamowo and avtd o€ coPapd Pabud, eviiuepdoTte TOV Y10TPpo6 60OG.

Yravieg (umopet va emnpedoovv péypt 1 ota 1,000 dropa):

. Xhyyoon.

. Aloypopio VOyLOV.

Edv mapovoidoete kdmowo and avtd o€ coPapd Pabud, eviiuepdote ToV Y10Tpod 060G,

Mn yvootég (1 ovyvotnta dev pmopel va ektiundet pe Baon ta dabécipa dedopévar):

. Koxkkiviopo koM oidnpo oTig TaAdIES TV XEPLOV 1 TIC TATOVGES TMV TOJIMV TO OTOI0 UITopEl
va cuvodeveTat omd aicOnua yopyoriopatoc  Tdvo pe aicOnon kadcoov.

. Endovveg koM oAVKTAIVOIEL OepUATIKES PAGPEC.

. EmiPpddvvon g avantuéng o modid Ko £enpovug.

Edv mapovcidlete kdmoo omd avtd oe cofoapd Pabuo, EvuepMOoTE TO YOTPO GO,

Ava@opd avemOOunTOV evepyELOV

Edv mapatnproete Kamowo avemBOUNTN EVEPYELL, EVIUEPDGTE TOV YIATPO, TOV PAPUOKOTOLO 1] TOV/TIV
VOGOKOUO Gag. AVTO 1oYLEL Kot Yio KaOe Thavi avemBountr evEPYELO TOL OEV OVOPEPETOL GTO TOPOV
@OALO 0OMYIDV YprionG. Mmopeite emione va avapépete avemBounteg evépyeleg amevdeiog, LEGM TOV
€0vikob cLGTHIATOG OVaPOPAS TToL avaypdpeTol 6to [opaptnua V. Méco g avapopdic
AvemBOUNTOV EVEPYEIDY UTOPEITE VO foNONGETE GTI GLALOYT| TEPIGGHTEPOV TANPOPOPLOV GYETIKA
LE TNV AGPAAELD TOV TUPOVTOG PUPLLAKOV.

5. IIog va puidesete To Imatinib Teva

To @appako avtd TPETEL VO PUAACOETAL GE PEPT TTOL OgV TO PAETOVV Kot dgV TO POAVOLV Ta TAL1E.
No pn ¥pMoIHLoToLEiTe AVTO TO PAPLOKO LETE TNV NepOoUNVia AENG TTOL AVOPEPETOL GTO KOVTL Kot
v koyéAn petd v EXP. H nuepounvia Méng eivon n tedevtaio nuépo Tov WRVO TOV VOQEPETL
eKel.

Agv vapyovv e01KEC 00N YiEg SLOTHPNONS Y10 TO PUPHAKEVTIKO OVTO TPOidV.

Mn ypnoponoteite kapio cuckevacio edv ival katesTpappévn 1 epeavilel opotd onpeio
aAroimong.

Mnv metdite @APUAKO GTO VEPO TNG ATOYETELGNG 1| OTA OKLaK( aroppippata. Potote tov

QOPUOKOTOLO GG Y10 TO TTMG VO, TETAEETE TAL PAPLLOKO TTOV OEV YPNCLUOTOLELITE . AVTd Ta. pLéTpa O
Bonbnoovv oty mpooctacia tov teptPdAiovTog.
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6. Iepreydpeva TG 6VOKELUGIOG KOL LOUTTEG TANPOPOPIiEg
T gpréyer to Imatinib Teva

- H dpaotikn ovoia eivar To imatinib (g mesilate).

- Kda0e emxorvppévo pe Aemto vuévio diokio Imatinib Teva mepiéyet 400 mg imatinib (wg
mesilate).

- Ta GAAa cvotatikd ivar 0EIVo EMSEOPIKO acPESTIO, KPOGTOP1dOVN Kot LayVIIGlO GTEATIKO

- H emwcdivymn tov dickiov amoteleitor amd ToALPIVOAGAKOOAN LePIK®S LOPOAVOEiTQ,
moAvalBvuAevoyAvkoOAT, o1dnpov o&gidto kitpvo (E172), tdikng, Titaviov dto&eido (E171) kat
o1dnpov o&eido epvbpd (E172).

Epoavien tov Imatinib Teva kot wepieyopevo Tng 6voKevOGiog

Ta Imatinib Teva 400 mg emkaAVUUEVA e AETTO VUEVIO dloKia Elval oKOVPa KiTpva £MC KapE-
TOPTOKOAL, EMUNKT EXKOAVUUEVO e AETTTO VUEVIO diokia pte pia eykomn oty pio TAgvpd. To diokio
givan yapaypévo pe «IT» kot «4» o€ kKaBe mhevpd g eykomnc. Ta diokia ival URKoOLG TEPITOV

20 mm ko ThdTovg 10 mm.

Ta Imatinib Teva 400 mg emikaAvppéva pe Aemtd vuévio diokia dtatifevtol og pey€dn cvokevaciog
twv 30 1 90 emkalvppévov e Aemtd VEVIO SIoKIWV G€ KOYELEG.

Ta Imatinib Teva 400 mg emkaAvppéva pe Aewtod vUEVIO diokia dtatiBeviat o peyébn cvokevaciog
tov 30x1 1 90x1 emkaivppévov pe Aemtd vpévio Siokimv og StaTpnTes KVYEAEG LovAdag dOoMC.

Mmropel va v KukAo@opoOVv OAEG 01 GUCKEVACIES.

Katoyog Adcrog Kvkhoopiag
Teva B.V.

Swensweg 5

2031 GA Haarlem

OMovdia

Hapaockevaotiig

Teva Pharmaceutical Works Private Limited Company
Pallagi ut 13

Debrecen H-4042

Ovyyapia

Teva Czech Industries s.r.o.
Ostravska 29, c.p. 305
74770 Opava-Komarov
Togym Anpoxpatio

TEVA PHARMA, S.L.U.

CIC, n. 4, Poligono Industrial Malpica
50016 Zaragoza

Iomavia

Merckle GmbH
Graf-Arco-Str. 3, 89079 Ulm
T'eppovia

Teva Operations Poland Sp. z o.0.
ul. Mogilska 80. 31-546

Krakow

[Morwvia
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Teva Pharma B.V.
Swensweg 5,
2031 GA Haarlem
OMhovoio

PLIVA Croatia Ltd.

Prilaz baruna Filipovica 25
10000 Zagreb

Kpoartia

INo omoladnmote TANPOPOPio, GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEIGTE VO
amgvBuvbeite otov Tomiko avtimpdésmmo tov Katdyov g Adelag Kvkiopopiag:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tel/Tel: +32 38207373

bbarapus
Tepa ®apma EAJ]
Temn: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
AbZ-Pharma GmbH
Tel: +49 73140205

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tél/Tel: +32 38207373

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Romaéania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524
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Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Kvmpog
TEVA HELLAS A.E.
EAL G0
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

To wapdv UAA0 00N YIOV Yp1ioNS avaBewp1Onke Yo TELEVTAIO POPE GTIG

AALEG TNYES TANPOPOPLOY

Aentopepeic mAnpopopieg yio 1o eapuako avtd givar dtabéoipeg oto dikTvakd T0mo Tov Evpomaikon
Opyavicpod @oppdxov: http://www.ema.europa.eu.
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@viro oonyLov ypiong: Iinpoeopics yia Tov ac0evi)

Imatinib Teva 100 mg okAnpad koyaxio,
imatinib

AP AOTE TPOGEKTIKG OLOKANPO TO PVAAO 0ONYLOV YP1GNGS TPLY UPYIGETE VU TAIPVETE AVTO TO
PappoKo, o10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 GOG.

DoraEte avtd TOo EUARO 0dNYIBY YpNong. Towg ypelaotel va to daPfdcete Eavd.

Edv éxete meportépm amopieg, p@TNGTE TOV Y1OTPO, TOV PAPLOKOTOLO 1| TOV VOGOKOLO GOLC.

H ocvuvtoayn yua avtd 1o ¢apuako xopnyndnke oanokAEIGTIKA Y10 6aG. Agv TPEMEL VoL ODGETE TO
@apurako o€ AAAovg. Mmopel vo Tovg TPOKOAEGEL BAAPT], AKOUO KOl OTOV TO, GUUTTOUATO, TG
ac0éveldg Tovg gival 01 pe Tt Ok Gog.

Edv mapatnpnioete kdmola avemBOUN T EVEPYELD, EVILEPDGTE TOV YLOTPO, TOV QAPLOKOTOLO N
TOV VOGOKOUO G0G. AVTO 1GY0eL Kot yio KaOe mhovn avemBOunTn evEPYELX TOV OV OVAPEPETOL
GTO TOPOV PUALO 0dNYIDV Xpiomg. BAéme mopdypago 4.

T wepLéyeL 1o TaPOV UALO 0ONYLOV

SN E

1.

T eivon o Imatinib Teva kot wowa givat n gprion tov
T npémer va yvopilete Tpv mapete o Imatinib Teva
IMog va wapete to Imatinib Teva

[MBovég avemBOunTeg evépyeteg

[Tog va purdooete To Imatinib Teva

[Tepleydpeva TG cLOKEVAGIOG KoL AOUTEG TANPOPOPIES

T givor To Imatinib Teva ko oo givan i yprion Tov

To Imatinib Teva eivou éva @appoko mov mepiéyet o SpacTikn ovoia Tov ovopdletol imatinib. Avtd
TO PAPLLOKO PO OVAGTEALOVTOG TNV AVATTVEN TOV U1 GUGLOAOYIK®Y KUTTAP®V OTIG TOPUKAT®
avapepoEVOLS VOGOoVG. AvTtég TepthapPdvouy Kamota idn Kapkivov.

To Imatinib Teva givan puo OgpamevTIK] aymyN Y10 EVIAIKES Kot TOLOLd Yo

Xpovia pvghoyeviy Aevyoupio (XMA). H Aevyoupio eivan €vag kopkivog Twv Agukdv
ooceapiov. Avtd to Agvukd aoceaipia fonbodv cuviBwWE ToV 0PYOVIGUS VO KOTATOAEULN
T1g Aoméelc. H ypovia poehoyevig Aevyoautio givot po popen Aevyaipiog oty oroia kdmola
L1 PLGLOAOYIKA AgVKd KVOTTOPA (TOL oOvopdLovTal LLEAOEWN KOTTaP) EEKIVODY
Vavanthosovtot aveEELEYKTO.

Oc&eia Aepoprootikn Asvyoipio Otk Y10 T0 Y popécope riadéresios (Ph+ OAA). H
Aevyoia givon €vog KopKivog Tmv AEVK®V alos@atpioy. AVTd To AEVKE Ooceaiplo
BonBovv cuviBwc Tov opyaviopod va Katamoiepnd Tic Aoudéets. H o&eia AeppoProotikn
Aevyoupio eivot po popen Asvyatpiog otnv omoia GVYKEKPUEVE TOOOLOYIKE AEVKA KOTTAPO
(mov ovoudlovrtal AeppoPraoteg) Eekivovv vo avarntucoovtol avebéleykta. To Imatinib Teva
OVOOTEALEL TNV OVATTLEN OVTMOV TOV KLTTAPOV.

To Imatinib Teva gmiong ival pra OEPATEVTIKT Ay®YT] Y10 EVIIAIKES Yl

MouegrodvomhaoTikéc/poghovneprraotikég vosor (MDS/MPD). [Tpokeitan yio pro opddo
vOG®V TOL QILOTOC OTIC OTOIEC OPIGUEVO KOTTOPO TOV ALOTOG EEKIVOVV VO OVOTTOGCOVTOL
ave&éleykta. To Imatinib Teva avactéddel TV avATTLEN OVTOV TOV KUTTUP®V GE OPIGUEVO
VILOTVTO AVTMOV TOV VOGOV.

Yraegpnoowopiiiké cvvopopo (HES) kar/M ypovia nooivoerikn Aevyopia (CEL). Avtéc
elval APLOTOAOYIKEG VOOOL OTIG OTTOTEG KATO10 AEVKOKVTTAPO (YVOOTE MG NOGIVOPIALL)
Eexvobv va avantvocovton aveEédheykta. To Imatinib Teva avaotédiel Ty avamtuén ovtdv
TOV KVTTOPOV GE OPIGUEVO VTTOTVTO CVTAOV TOV VOCOV.

Tootpevrepikd otpopatiké 6yko (GIST). To GIST sivar £vag 6YKog TOV GTOUGYOV KoL TOV
eviépov. Exdnimvetat amd v aveEEAeYKT KUTTAPIKT AVATTVEN TOV VITOGTNPIKTIKAV 10TMV
QVTOV TOV OPYAVOV.
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- Agpporoivocdpkopa protuberans (DFSP). To DFSP eivau évog kapkivog tov 16to0 mov
Bpioketol KOTo and TO SEPLA GTOV 0010 OPIGUEVE KUTTAPO EEKIVODV VA OVOTTOGGOVTOL
ave&éheykta. To Imatinib Teva avaotéAlel TV avamtuén oVTOV TOV KVTTAPOV.

2NV GLVEYELD TOV PLALASTOV AVTOV, Bl XPTCIULOTOIOVVTUL 01 GUVTOUOYPUPIEG TMV OCHEVEIOV AVTMV.

Edv £xete omolecdnmote £p@TNOELS Y1 TO TS doviedel to Imatinib Teva 1 ywoti to pdppoxo avtd
G0G CLVTAYOYPAPNONKE, POTACTE TO YIATPO GO,

2. Tvpéner va yvopilete npwv napete 1o Imatinib Teva

To Imatinib Teva 6o cuvtayoypagndei yio cog TpocomIKd omd Evay YlaTpd LE EUTELPIC O PAPLOKOL
7ov Bepamebouvv Tig kaKon0elec 610 aipa 1 TOVG CLUTAYEIG OYKOG.

AxolovBeiote pe Tpocoy OAEC TIG 00MYieg TOL GO OO KAV AT TO YIATPO GUC, KON KOL 0V OVTEG
SopEPouv amd TIG YEVIKEC TANPOPOPIEC TOV TTEPLEXOVTAL G'OVTO TO PUAAADIO.

Mnyv napete To Imatinib Teva
- o€ mePImT®ON aAlepyiog otnv imatinib 1| 6 00100NTOTE GALO OO TA GLGTATIKA AVTOV TOV
POPUAKOV (OVOPEPOVTOL TNV TTAPAYPOPO 6).

Edv avtd €xel epappoyn oe £6GC, EVIUEPDGTE TOV Y10.TPO 60C Ympic vo tdpete To Imatinib Teva.
Edv vopilete 6T1 pmopet va giote addepyikdg adlid dev eiote Giyovpog, cupfovievteite 10 YoTpd GOG.

IIpog1d0mToU|GELS KUl TPOPUAGEELS

Amevbuvleite otov yatpd oag mpwv mapete to Imatinib Teva:

- €04V €ogilg £yete N el 0TE TOTE KATO0 TPOPANLLA LE TO HTTOP, TO VEPPO 1| TNV KOPOLA.

- edv moipvere pe 1o eapuako Aefobupolivn Adym apaipeonc tov Bupeoetdovg coc.

- €av elyate moté N pumopel va £xete Tdpa Aoipmén amd nratitido B Avtd coppaivel eneldn to
Imatinib Teva 6a propovoe va 0dNyNoEL o€ enavevepyomoino ¢ nratitidog B, n onoia
umopel va amofet Bavatneopog oe opiopéves nepimtaoels. Ot acbeveic Ba eEetdalovtan
TPOGEKTIKA amd TOV Y1oTpO TOVG Y eVOEiEEIS L TNC TNG AoTUwENG mptv amd Vv Evapén g
Oepamneiog.

- €0V TOPOVOLACETE LOAMTES, AUOPPOYin, TUPETO, KOTMGN Kot 6VYYvoT evd Ttaipvete Imatinib
Teva, emKolveOVNGTE e TOV Y1TPO GOc. AVTO umopel va gival onudadt BAEPNS Twv apopopmv
ayyeiov, yvooto og Opoufontikny pikpoayyelondadeio (TMA).

Edv kamo10 and ovtd £xel epapuoy 6€ GOG, EVIIUEPDOTE TOV YIOTPO 6og TPy wapete to Imatinib
Teva.

Mmopei va yivete mo gvaicOntol otov Ao eve maipvete Imatinib Teva. Eitvat onpovtico va
KOAOTTETE TIG EKTEOEYUEVEG GTOV MO TTEPLOYES TOV JEPLLATOG KOL VO, YPNCULOTOLEITE OVTINALIKO LE
VYO deiktn Tpootaciag amd tov RA0 (SPF). Avtéc o1 mpoguAdéelc 1oybouv Kot Y1 T Todid.

Katd v ayoyi pe Imatinib Teva, evnuepdote opéomg tov Yotpd 6og £4v oag mapovoiocdel
TOAD ypryopn avénon Bapovg. To Imatinib Teva pmopei va Tpokaiécel KOToKpaTnon vypoV amd Tov
0pYavIGUO Gag (GOPapN KATAKPATNON VYPOV).

Evd maipvete Imatinib Teva, o yatpog cog Ba cog mapakorovdel taktikd yio vo ehéyEet dv To
@appako dovievel. Oa kaveTe emiong apotoAoykovs eEAEYyovg kot Ba (uyileoTte TOKTIKA.

Mowora ko £enpor

To Imatinib Teva givon emiong pia aymyn yio moidid ko eprifouvg pe XMA. Agv vrdpyst eumeipia.
oto Toudtd pe XMA niikiog kdto tov 2 etov. H eunepia og moudid pe OAA Betikn yio to
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ypoudcope Pradéreelog eival TEPLOPIGUEVT Kal TOAD TEPLOPIGHUEVT o€ TTodd pe MDS/MPD,
DFSP, GIST kot HES/CEL.

Mepid mondid ko enpot wov Aapupdavovy Imatinib Teva pmopei va £xovv o apyn omd
@uotoroykn avartvén. O ytpog Ba mtapakolovbel Ty avanTtuén o€ TAKTIKES EMOKEYELC.

Alha @appoko kot Imatinib Teva

Evnpepmaote tov yiatpd 1 TOV QOPUOKOTOL0 GOG GV TaipVeTE, £XETE TPOGPATA TAPEL 1| Popel va
TAPETE AAAOL QAPLLOKO, OKOLLA KOl AVTE TTOL Ogv GO¢ £xovV yopnynOei pe cvvtayn (6mmg
TOPAKETOUOAT) CUUTEPIAAUPOVOUEVOV QUTIK®V QappakmV (6mmg Saint John's wort). Mepukd
eappaxo, propei va topepfaivovv pe m dpdon tov Imatinib Teva 6tav Aapfdvovror poli. Avta
pmopei va avERGouvV 1 va petdcovy T opdon tov Imatinib Teva eite mpokadmvtag ovénuéveg
avemounteg evépyeieg M| kabiotdvrag to Imatinib Teva Aydtepo amotedespatiko. To Imatinib Teva
UTOPEL VO KAVEL TO 1010 GE OPIoUEV GALD QAPLLOKAL.

Evnuepmote Tov y1Tpd 60¢ €0V TOIPVETE PAPUAKO TO OTTOI0 TPOAUUPAVOVY TOV CYNUATICHO
Opoppov.

Km]cn, OnAoopdg Kot yovipotnta
Edv eilote éyxvog 1 OnAdlete, vopilete 6T pmopel va giote £yKvog 1) 6YedAlETE VA, AMOKTHOETE
oudi, {nToTe T CLUPOVLAT TOV YITPOD GO TPV TAPETE CLTO TO PAPLLAKO.

- To Imatinib Teva dev cuviotdtot 6TV €YKLHOGHVT, EKTOG GV VOl OTOALTO OTOPALiTNTO,
kabmg pmopet va PAayeL o Epppvo. O yatpdc Ba cuintioet pall oag Toug mbavovg Kivdvvoug
g Mymng tov Imatinib Teva katd tn dibpKela TG EYKLHOGVVNC.

- X yovaikeg mov pmopel vo Letvouv £YKueg GUVIGTATOL VO YPNGILOTOLOVV UTOTEAECLLOTIKN
OVTIGVAANTITIKY ay®Y"] Katd Tn S1dpKela tng OepamevtiKig ayoyng Koty 15 nuépec petd
S10KOTN NG OYOYNS.

- Mnyv OnAdlete katd ™ didpkelo TG ayoyng pe Imatinib Teva kot yio 15 nuépeg peta
SloKOTN NG ay®yng, Kobmg pmopel va PAAWEL TO Lopd Gog.

- AoBeveic o1 0moiot avnovovY Yia TV YOVILOTNTO TOVG eVG eival o€ Oepaneio pe Imatinib Teva
TPEMEL v, GUUPOLAELOOVY TOV Y1ATPO TOVG,.

0o yno1n KoL YEPLGROS PNYAVIILATOV
Mmnopel va vidoete {aAn 1 va Tapovctdcete BoAn 6pactn Katd tn Aqyn avtov tov eapudkov. Edv
oupPel ovTod, Uny 00N YEiTE 1 YPNOLOTOLELTE EPYOLEID 1) UNYOVAOTE HEXPL VO VIDOGETE EAVA KOAGL.

3. Ilog va wapete To Imatinib Teva

O ywtpdc cag éxel ovvtayoypoenost to Imatinib Teva yuti vropépete and po coPapr| kKatdotoon.
To Imatinib Teva uropei va cog Bondncet vo avietonicete vt TV Katdotact.

Q61060, TAVTOTE VO, TAIPVETE TO PAPLOKO OVTO CLGTIPE COUPOVO LE TIG 00N YiEG TOV YaTPOD, TOV
QOPUOKOTOL0V 1 TOV VOGOKOHOL 6oc. Efval onpavtikd va 1o kKévete avtd yio 660 Kapd cog TTEL O
YTpdS, 0 PAPUOKOTOLOC 1 0/1 Vocokouog/a coc. Edv éxete appifoliec, pmtnote Tov Y1aTpd, TOV
(POPLLOKOTTOLO 1] TOV/TNV VOGOKOUO GOG.

Mnyv otopatioste va maipvete o Imatinib Teva ektdg av oag mel o yatpog cac. Edv dev umopeite va

TAPETE TO PAPUAKO OTMOG GO TO £XEL GLVIOYOYPAPNGEL O YWTPOS Gag N av aicsHdveste OTL dev TO
YPEWLEDTE MO, EMIKOIVOVIOTE AUECHG LE TOV Y1OTPO GOG.
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IMéco Imatinib Teva vo napete

Xp1on o€ eVIijMKES
O yuwtpdg cag Oa cag el axpPag moco koyakio Imatinib Teva npénetl vo mdperte.

- Eav kavere ayoyn yio XMA:
AvaLoya e TNV Katdotoon cag 1 cuviing do6on Evapéng eivar gite 400 mg 1 600 mg:
- 400 mg mov Aapfavovtal ¢ 4 Koyakio pie gopd Ty NUéEpa
- 600 mg mov Aappdvovtol ®¢ 6 Koayakia pd. opd Ty NUEPaL.

- Eav kavere oayoyn o GIST:
H 660m évapénc eivar 400 mg mwov Aapfdvoviol og 4 Kayakio pe. opa tnv nuépal.

Mo XMA «ot GIST, o y10tp0og 600G UWTopel VoL GUVTAYOYPUQNGEL Lo, LYNAOTEPT 1 YaUNAdTEPT] HOOT
avaroya e To TAC avtanokpivesOe ot Bepameio. Edv n nuepnowa d6om cag sivar 800 mg
(8 xaydxia), o wpémel vo mhpete 4 Konydxia to Tpoi kot 4 Koydkia to Bpadv.

- Eav hapPavere ayoyn yio Ph+OAA:
H 660m évapénc eivar 600 mg mov Aapfdvoviar og 6 Kaydxio pia opd tnv nuépa.

- Eav Aappavere ayoyn yio MDS/MPD:
H 660m évapénc eivar 400 mg mov Aapfdvovial og 4 Kaydaxio pe opa tnv nuépal.

- Eav happavere ayoyn yvo HES/CEL:
H 860 évapéng etvan 100 mg, mov Aappdvovior g 1 kaydxo pa opa v nuépa. O yatpog
coc pmopel va amopacicet viavénoet ) 06o1 ota 400 mg, tov Aappdvovtol ¢ 4 Koyakio, P
Qopa v NUépa, avaroya Ue To TMG avtamokpivesbe ot Bepoameia.

- Edav happavere ayoyn yio DFSP:

H 86on eivar 800 mg v nuépa (8 koydkia), mov Aapupavovior wg 4 kaydkio 0 Tpoi Kot

4 xayaxia to Bpddv.

Xpion o€ Tood ko pnfoug

O ywtpog Ba cag mel mooo kKoydxio Imatinib Teva wpénet va yopnynBovv cto mandi coc. H mocdmta
tov Imatinib Teva mov yoprnyeitor e€aptdrar omd TNV KOTAGTACT TOL TAS0V GaG, TO PAPOS Kot TO
Vyog Tov copatoc. H cuvolun nuepnota 8601 6t Toidid Kol 6Toug eProvg dev mTpEmeL va.
vrepPaivel ta 800 mg pe XMA kot ta 600 mg pe Ph+OAA. H aywyn propei vo, 600l 610 maidl cog
eite og pa €@'dmas 06om 1N eVOALUKTIKA 1) Nuepnote 06on umopel va polpachei g 500 yopnNyNoEls
(on to mpwi Kot pon 1o Ppadv).

IMote kon wddg O Taipvere To Imatinib Teva

- IMapte To Imatinib Teva pe to yedpa. Avtd Ba oag npootatéyet and mpoPfAnpHaTa 6T0 GTOpA)L

otav maipvete Imatinib Teva.

- Kotomeite To koydkio ohokAinpa p'éva peyaio wotiptl vepod. Mnv avoiyete | cuvOAiPete Ta.
KOYAKLO EKTOG oV £XETE SVOKOAIN TNV KaTdmoon (7). madld).

- Edv dev pmopeite va kartamieite to koydkio, prnopeite va ta avoiere Kot va S1aADGETE T
KOV G'€Va TOTNPL LETAAAIKOD VEPOD 1] YLUOD UNAOL.

- Edv giote yovaiko éykvog 1 eivar mBavov va peivete £€ykvog, Katd To Gvorypo TV KoyoKimv,
npénel va yelpileote 10 TEPLEYOUEVO TOVG UE TPOGOYN| MOTE VO, ATOPVYETE TNV EXAPY| LLE TOL
pdrio, To d0éppa i va ta swomvevoete. [pémel va mAdvete Ta yéplo oo OUESHOS LETE TO AVOLY LA
TOV KOYoKiov.

INo w660 drdetnna 0o waipvere To Imatinib Teva
Yvveyiote vo maipvete o Imatinib Teva kd0e pépa yio 660 d1GoTNUA GOG TTEL O Y1IATPOS GOC.

122



Eav wapete peyardtepn 66on Imatinib Teva amd tnv Kavoviki
Edv tuyoaio mpate moAAL KoydKio, EVHEPDOTE ApéomS To YaTpd oag. [TiBavov va amartnOei
Tpikn BonBeta. [apte pali cog T cvoKELAGIN TOV PAPLUKEVTIKOD TPOIOVTOC.

Eav Eeyaoete va mapete To Imatinib Teva

- Edv Eeydoate o doom, mapte TV apécmg LOALS To Bupunbeite. Qotdco edv mAncialel n opa
Yo TV endpevn d0o, mapaieiyete tn 06on mov Eexdcarte.

- Koatémv cuveyiote T0o KovoviKo 6ag TPOYPULLLLAL.

- Mnv mdpete dSuTAn dOCT Y10 VO OVOTAPOCETE TN dOOT OV EEXACATE.

Edv éxete meptocoOTEPEG EPOTNOELS GYETIKA LLE TN YPTOT] AVTOV TOV PUPLAKOV, POTACTE TOV Y1UTPO,
TOV QUPLOKOTOL0 1) TOV VOGOKOUO GOLG.
4, IMOavég avemOOuNTES EVEPYELEG

Onwc 6Ma Ta paproKa, £T61 Kol 0VTO TO PAPLAKO UTOPEL VO TPOKAAEGEL OVETIOVOUNTEG EVEPYELES, OV
Kot 6gv TOPoVGLAlovTal 6€ OA0VE TOVG avBpmmove. AvTtég gival cuviOmE NTES EDC PETPLEC.

Mepikég avemOOuNTES EVEPYELEG PTopEl va givar cofapéc. Evnuepdote To Y10Tp6 G0G EGV
TAPOVOLACETE OTOLOONTOTE OO TO. TTLO KATM:

IMoA0 cvyvég (Umopet va etnpedoovy mepiocdtepa amd 1 ota 10 dropa) 1 ovyvég (Lmopel va
emnpedoovy péypt 1 ota 10 dropa):

. Tayela Tpdsinyn Papovg. To Imatinib Teva, umopei vo TPOKAAEGEL GTOV OPYUVIGLO GOG
Katokpdtnon vepol (cofaprn katakpdTnon vYpmV).
o Sopntodpoto Aoinoéng 6nwmg TupeTd, SLVOTA Piyn, TOVOAULULO, 1| EAKT oTo 6Topa. To Imatinib

Teva pmopel va. pLetdoet Tov aplipd TOV AEVKOV ALLOGPALPI®VY, £TCL UTOPEL VO TOPOVCLACETE
AOMEELS O VKOO
o Ampocddkntn aioppoyio | HOAOTAG (dTav OV £YETE TPAVUATIOTEL).

Oy ovyvég (mopet va ennpedosovy péypt 1 ota 100 dropa) 1 oravies (uropel va ennpedoovy péypt 1
ota 1.000 dropa):
e [I6vog 010 01N B0C, 0KAVOVIGTOG KOPLaKOG pUOUOC (CUUTTAONOTO KAPIUK®Y TPOPANLUATOV).

. B1yag, duskoAio oty avamvon, 1 TOVog KOTd TV avamvor (GUUTTORATA TPOPANUATOV GTOVG
TVEVLOVEG).

o AicOnuo ehappdac LaAng, {dAng 1 tdong Yo AmoBupio (CUUTTOROT YOUUNANG OPTNPLOKNS
mieonc).

o AioOnuo adabeciog (vavtia), pe andlewa 0peéng, GKOVPOYP®UN 00pa, KiTpvn emdepUidn 1
UATIO (COUTTOUATO TOTIKOV TPOPANUATOV).

. E&&vOnpa, kokkiviopa Tov dEpHOTOC e PLGOAIdES oTA (EIAT, T LATLL, TO dEPLLE 1] TO GTOUA,

EeQAOVIIGLOL TOV OEPHOTOC, TVPETOC, AVLYMUEVO KOKKLVA, 1] Lo onpeio Tov dépuaTog,
KVNGOUOG, aichnuo Kavcov, GAVKTUIVOOEG eEavOn o (CUUTTOUATE TPOPANUATOY TOV

d€pHOTOG).

. YoBapdg mOVOS GTNV KO, Qo GTOV EUETO, OTO KOTPOVA 1) 6T 00pa 1) Lovpal KOTpavaL
(COUTTOUATO YACTPEVIEPIKDY OLATOPAYDV).

. "Evtova petwpévn topaywyn ovpov, aicOnua diyag (COUTTOUATO VEQPIK®OVY TPOPANUAETOV).

. AicOnua adiabeoiag (vavtia) pe dtdppota kot epeTd, TOVOS STV KO 1) TUPETOC
(cvumtdpaTe TPOPANUATOV TOL EVIEPOVL).

. "Evtovog movoképalog, aduvapio 1 TopdAvsT TOV AKPOV 1] TOV TPOCHTOL, aduvapio opiiog,

VK om®AEln 0o0NcE®V (CUUTTOUOTA TPOPANUAT®V TOV VELPLIKOD GLGTHLOTOG OTMG
awoppoyia ) oidnuo 6to kpavio/sykEParo).

. QypotnTa, aictnua KOT®oNGg, Kot SLGKOAMOG GTNV AVATVOT KOl GKOVPOYP®LLO 0VPa
(cCLUTTOUATO YOUUNADY ETTESDY EPLOPOKVTTAPWOV).

. O@OaApiog TOVOG N EMdeivaoT TG OpaoNC, aloppayio 6To UaTia.

. [T6vog ot 00TA 1 TIC APBPDGEIC (CLUTTAOUOTO OGTEOVEKPWOGTG).
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DdAOKTOVES 6TO dEPUO 1] TOV PAEVVOYOVIO DUEVO (CUUTTOUOTO TEUPTYCL).

Movdacpa 1 kKpho SAKTUAN XEPLOV KOl TOSIDV (GVUTTOUATE, TOV cLVOPOUOL Raynaud).
Avomdvteyo oidnNua Kol KOKKIVIGHO TNG EMOEPUISOC (CUUTTOUOTO UIKG OEPUATIKNG AOTU®ENC
7oV ovopaletal KutTopitioa).

AvckoAia kaTd TNV akon.

Mvikn advvapio Kol GTOGUOoL LE £Va, U1 GUGIOAOYIKO KOPSloKd puOUd (GUUTTOUATO OAAOY DV
0TN TOcOTNTA KOAIOL OTO Qipe GOg).

Melavioopio.

Ytopayomovog pe aictnua adiobesiog (vovtia).

Mvikoi oracpol pe mopetd, epuBpd-kagé ovpa, GAYoc 1| ALV GTOVE PVES GaG (COUTTMLLA
POTK®V TpoANUET®V).

[MueAkd dhyoc Pepicéc POPEG e VOUTIO Kot EUETO, LLE OTPOCLEVT] QpLoppayio. Tov KOATOL,
aicOnpa {aAng 1 AuwoBupiog AOYm HEI®UEVTG APTNPLOKTG TECTG (CUUTTOUATA TPOPANUATOV
TOV ©OONKOV 1 TNG UATPIG).

Noavrtia, dvonvola, Kapdiakn appvpio, 00Amnon Tov oVpwV, KOTM®GN H/KoL SLGPOPIL GTIS
apOPMOELG TOV GUVOEETAL LLE LT PLUGLOAOYIKE OTTOTEAEGLLOTO EPYOOTPLOKMV EEETAGEWV (TL.Y.
VYNAG emimeda kaAiov, ovpikod 0&EMG Kol aGPESTION Katl YOUNAG ETITESD POGPOPOL GTO QiL).
OpouPot aipotog o€ pkpd apoeopa ayyeio (Opoppatikn pikpoayysiomdela).

Mn yvootég (1 ovyvotnta dev pumopel va ektiundet pe Baon ta dabécipa dedopéva):

2uvovaopog dtadedopévon cofapov e&avOnpatog, adabesiag, TupeToD, VYNADY ETMESWV
GUYKEKPIUEVOV AEVKDV OLULOCPOIPIOV 1) KITpvng xp®oNG TOL OEPUATOC 1) TOV

opBoipmv (onpeio iktepov) pe dvomvola, dryog oto othbog/ adwubecia, cofupd petmpEvn
amoBoAn ovpmVv Kot dlyo KTA. (GNUELN LG QAAEPYIKNG QVTIOPAOTG OYETIKNG LE TNV Bepameia).
Xpovia ve@pikn avemdpkela.

Enavepedvion (enavevepyomoinon) g Aoipwéng ond nratitida B 6tav iyate nratitida B oto
mopeABOV (Lo otk Aoipmén).

Ed&v mapovoidoete Kamolo and Ta To TAVEO, EVIIUEPADGTE TO YIUTPO 60g APESMC.

Addeg avemOUUNTES EVEPYELES PUTOPEL VO TEPLAOPPAVOVVE

IMoA0 cvyvég (umopel va emnpedoovy mepiocdtepa amd 1 ota 10 dropa):

[Tovoxépaiog 1 aicOnpo KOT®ONG.

AtoOnpa adiabeciag (vavtia), adiabecio (€LeToc), dtdppota 1 Svomeyia.

E&dvOnpa.

Mvikéc kpaumeg | TOVOG OTIG ApOPMOELS, TOVG LOEC 1) TO 00TA, KOTA TN dldpKela TG Oepameiog
pe Imatinib Teva 1 petd ) dwokomn Tng Aqyng tov Imatinib Teva.

Oidnuo 6T®G YOP® GTOVE OGTPOYAAOVG GAG 1) TPNCUEVO LATIO.

AvEnon Bapovc.

Edv mapovoidoete kdmowo and avtd o€ coPapd Pabud, eviuepdote To Y10TPé 00G.

Yoyvég (umopet va emnpedoovy péypt 1 ota 10 dtopa):

Avope&ia, peiowon Bapovg 1 dwtapoypuévn aicOnon g yevong.
AtoOnpa (dAng 1 advvapiog.
AvokoAia 6to va koundeite (abmvia).

"Exkpyo amd 1oug 09BaApong pe Kvnopo, Kokkiviopo Kot oidnua (emimepukitida), vypd pdtio

Ooumn 6paon.

Awoppayio and ) pot.

[Tovog M oidnuo 6TV KOALA GOG, HETEMPIOUOS, KADGOG 1 SUGKOIALOTNTO.
Kvnopoc.

Acvving andielo | AETTUVON HOAALDV.

Nvoyudc ota yépro. 1 o0,

YTOpOTIKO EAKOG,

[Tovog otig apBpaoelg pe oidnua.
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Enpootopia, Enpodepuia | Enpoedoiyio.
Mewopévn 1 avénuévn evotcdnoio 6€ppatoc.

E&dawyeic, piyn M voytepvég epldpmoelg.

Edv mapovcialete kamoo omd avtd oe cofopd Pabuo, EvuepMOOTE TO YUTPO GO,

Oy ovyvég (mopel va emnpedoovv péypt 1 ota 100 dropa):

Bryag, katappon 1 fovAwpévn potn, aicOnua Bépovg 1 movov mélovtag Ty mEPLOyn TOV®
Ao TO LATLO 1) YOP® OO TNV HOTN, PVIKT GOUPOPTON, PTAPVIGLA, TOVOAULLOG, LE 1) YOPIG
TOVOKEPOAO (CUUTTOUATA AOTHMENG TOV VD OVATVEVGTIKOD).

0&OG TOVOKEPAAOG LLE U1 LITOPEPTO TOVO 1| AicON e TAAUDV, GUVADWOG GTN Hid LEPLA TNG
KEPUANG KOl GLYVA GLVOIEVETAL AT VaLTIO, ELETO Kot EvaeONGia 6TO WS KUl TOV

Nyo (CLUTTOWOTO MUKPAVIOG).

Soumtopoto ypinang (ypinan).

[T6voc M aicnuo Kaveov Katd Ty 0vpnon, avénuévn Bepuokpacio GOUNTOC, TOVOG GTNY
BovPwvikn 1| TueAIKN TEPLOYT], KOKKIVOD 1] KAPE YPOUATOG 1 VEPEADIT 0VPO. (CUUTTOLOTO.
0VPOAOTHMENG).

[Tovog ko oidnpa oTig apBpdoelc cog (cvuntdpata apdpalyiog).

Xoveyéc aicOnuo AOmng Kot amdAelog volapEPovToc, To 0moio cag epmodilel amd 1o vo
ovveyilete T1g cuvNBeLg OpacTNPLOTNTEG GG (CLUTTOUATO KATAOAIYNG).

AicOnpa avnovyiag o€ GLVOLOCUO LE COUATIKA CUUTTONATA OTWG aicOn o kapdidg Tov
KTUTA, €QIOP®OTN, TPEUOVAO, ENPOGTOUIN (CUUTTOUOTO AYYOVG).
AdaviaforvnAia/vrepPorikdc vrvoc.

Tpépovio N actabeig Kvnoelg (TpOROC).

Atatapoyég TG vnungs.

ZUVTPITIKN ToPOPUNON Kiviiong TV Todldv (GUVOPOUO AVIIGLY MV TOOMOV).

Axovopa Bopofov (T.y. kovdobvioue 1 fountd) ot avTid, YoPIG va VITapyEl eEMTEPIKN TNYN
(eppoLs).

YymnAn nigon (vréptaon).

Péyo.

DAeypovn ota yeiln.

AvoKoAia 6TV Katdmoon.

AvEnpuévn epidopwon.

AeplraTIKEG SVOYPMULIES.

EvBpavota viyia.

EpvBpd e€oykdpota 1 omupdxio Le AEVKN KEQOAAN YOp® amd Tig pileg TV HoAMDVY, TOOVA
enmovva, aicOnua eayovpog 1 Kahoov (GuUTTOHOTO EAEYLOVTG TOL BOAaKA TNG TPiYXOS, TOV
eniong ovopdletor Buiaxitidn).

Aeppoticd eEavOnuo e EePAoVOIGHO (ATOAETIOTIKY SEPLOTITION).

Adykoon otnBoug (umopel va mapovolachel 6e AVTPEG KOl YOVOIKEG).

Approg movog ko aicOnua fépovg 6Toug OpYEIS ) TNV KAT® KOtAld, TOVOG KATA TNV 00PN oM,
TNV 6€E0VOAIKT EMAPT 1 TNV EKCTEPUATION, AlL0 6T 0VPQ (CLUTTOUATO OWONUATOG TV
OPYE®V).

Avikavomta enitevéng/dtatnpnong otoong (GTVTIKY SucAEITOLPYIX).

Boptd 1 un kavovikn épuunvog pvon.

Avckolia emitevéng/drotpnong 6e£ovaAikng di€yepong.

Mewwpévn oefovalikn embopio.

[T6vog otn BnAN.

I'evikd aicOnuo adrobeciog (kakovyia).

Toyevnig Aotlpwén dnwg Epmng.

[T6voc ot péom AdY® ve@PIKNg dlatapoyngs.

Avénpévn cuyvotnTo 0VPNOTG.

Av&npévn opedn.

[T6voc M aicnuo Kdvcov otV dve Kotdia ko tov Ompako (kaovpa), vootic, EUETOC,
YOGTPOOIGOPAYIKT TOAVOPOUN G, aicHN L0 TANPOTNTAG KOl POVCK®UA, LODPOL YPDUATOS
KOTPOVO (EAKOG GTOUAYOV).
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. Avoxopyio apfpodoemv Kot pomv.

. Mn @UG10A0YIKA ATOTEAEGLLOTA, EPYACTNPLOUK®V EEETAGEMV.

o Endovvot epubpoi 6ot 6T0 déppa, SEPUATIKOG TOVOS, KOKKIVIGUO GTO OEPLLOL (PAEYILOVT] TOV
MIDS0VE 16TOV KAT® 0O TNV EMIEPUIDN).

Edv mapovoidoete kdmowo and avtd oe coPapd Pabud, eviiuepdorte ToV Y10Tpod 00OG.

Yravieg (uropet va emnpedcsovv péypt 1 ota 1,000 dropa):

J Xhyyoon.

. Awoypopio voyiov.

Edv mapovoidoete kamowo and avtd og coPapd Pabud, eviiuepdote ToV Y10Tpod 00OG.

Mn yvooTtég ( cvyvotnto dev umopei va ektiun et pe faon ta dibéoua dedopéva):

. Koxkiviopo kaun oidnuo oTig TaAGUES TMV YEPLDY 1| TIC TATOVOEG TV TOSIMV TO 00l Hmopel
va 6uvodgvETAL amd aicOnua yopyoricpotog 1| movo pe aichnon kavcov.

o Endovveg kaun pAuktaivaddelg depuatikés PAaPec.

o EmBpadvvon tng avantoéng o modid ko £enpoug.

Edv mapovoialete kdmoto amd avtd oe cofapd Pabuo, eviuep®@ote To YioTpod 060G,

Ava@opd avemBounTOV EVEPYELOV

Edv mapatnproete Kamowo avemBOUNTN EVEPYELL, EVIUEPDGTE TOV YIATPO, TOV PAPUOKOTOLO 1] TOV/TNV
VOGOKOUO Gag. AVTO 1oYLEL Kot Yio KaOe Thavi avemBountr evEPYELO TOL OEV OVOPEPETOL GTO TOPOV
@OALO 0N YLDV YpionG. Mropeite emiong vo avagépete avembounteg evépyeleg ansvbeiog, LEG® TOV
€0viKob GLGTNHIATOG OVAPOPAS TTOL avaypdpeTol 6To [opaptnua V. Mécwm ™G avapopdic
AVETOVUNTOV EVEPYEIDV UTOPEITE VO fONONGETE GTI GLALOYT TEPIGGHTEPOV TANPOPOPLOV GYETIKA
LE TNV ACPAAELD TOV TAPOVTOG PAPHAKOV.

5. Iog va puidcscete To Imatinib Teva

To @appako avtd TPETEL VO UAACCETAL GE LEPT TTOV OgV TO PAETOVV Kot dgV T0 POAVOVY Ta TG
No pn ¥pMoIHLoToLEiTE AVTO TO PAPLOKO LETE TNV NepOoUNVia AENG TTOL AVOPEPETOL GTO KOVTL Kot
v KoyéAn petd v EXP. H nuepopnvia AMéng eivar 1 tedgutaio npépa Tou Pivo Tov avopépeTot
exel.

To @dppoako avtd dev amortel Wwnitepeg cuVONKeg POAAENC.

Mn ypnoiponoteite kapio cuckevacio v eival katesTpappévn 1 epeavilel opotd onpeio
aAAroimong.

Mnv mtetéite @APUAKO GTO VEPD TNG AMOYETELONC 1] GTA O1KLAK( aroppippata. Potiote tov
QOPUOKOTOLO GG Y10 TO TMG VO, TETAEETE TA PAPLLOKO TTOV OEV YPNOLUOTOLEiTE o AvTd Ta PéTpa Oa
Bonbnoovv oty mpooctacia tov teptPdAiovTog.

6. Iepreydpeva TG GVOKELUGTOG KO AOTEG TANPOPOPIEg
Tvmepiéyer To Imatinib Teva

- H dpaoctikn ovcia eivor to imatinib (g mesilate).

- Kd&be oxdinpd koydxio Imatinib Teva nepiéyet 100 mg imatinib (w¢ mesilate).

- Ta dAlo cvotaticd sivor LovVITOAT, KpooToPdovN, LoyVIGLO GTEATIKO Kol Gvudpo KOMMOELOES
mopitio. To k€Aveog Tov koyoakiov amotedeitan and (ehativn, Titoviov doéeido (E171),
o1dnpov o&eidio kitpvo (E172) kot o1dnpov 0&eidio epubpo (E172). To perdvi ektdommong
amoteleitanl and KOppen AakKog, o1dnpov o&gidto pérav (E172) kot mpomvuAevoyAukon.
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Epg@avion tov Imatinib Teva ko mepreyopevo g 6vokevaciog

Ta Imatinib Teva 100 mg oxAnpd koydiio givor adtopavi Toptokadl KoydKio pe T podpn
emonuaven 7629 oto copa Tov Kayoakiov kot tn povpn emonuoaven TEVA o610 tope tov kayaxiov.
To mepieyOUEVO TOV KOYOKIOV Eivol AEVKT £0¢ EAAPPAOS KiTpvn KOKKOTOMUEVT KOVIS. Ta kaydkio
glvar provg mepimov 19 mm kot TAdtovg 7 mm.

Ta Imatinib Teva 100 mg okAnpd koydxio datibevtol oe peyedn cvokevaciog twv 60 1

120 oxdnpov Koyokiov g KOYEALES.

Ta Imatinib Teva 100 mg cxinpd Koyakia dwatifevtotl og peyédn cvokevaciog tov 20x1, 60x1,
120x1 7 180x1 oxAnpdv kayakiov e ddtpnteg KoyEAeG Lovadag dOoMG.

Mmropei va pnv KoKAOQOpoLV OAEG Ol CUGKEVAGIEC.

Karoyoc Aderog Kukroopiag
Teva B.V.

Swensweg 5

2031 GA Haarlem

OAhavdia

Hopaockevaostiig

Teva Pharmaceutical Works Private Limited Company
Pallagi ut 13

Debrecen H-4042

Ovyyapia

Teva Czech Industries s.r.o.
Ostravska 29, c.p. 305
74770 Opava-Komarov
Togyum Anpoxpatio

TEVA PHARMA, S.L.U.

C/C, n. 4, Poligono Industrial Malpica
50016 Zaragoza

Iomavia

Merckle GmbH
Graf-Arco-Str. 3, 89079 Ulm
Teppovia

Teva Operations Poland Sp. z 0.0.
ul. Mogilska 80. 31-546

Krakow

IToAwvia

Teva Pharma B.V.
Swensweg 5,
2031 GA Haarlem
OAhovoio

PLIVA Croatia Ltd.

Prilaz baruna Filipovica 25
10000 Zagreb

Kpoartia
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IMo omoladnmote TANPOPOPio. GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPAKAAEIGTE VO
angvBuvbeite otov Tomikd avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tel/Tel: +32 38207373

bbarapus
Tesa ®apma EAJ]
Temn: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
AbZ-Pharma GmbH
Tel: +49 73140205

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tél/Tel: +32 38207373

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Roméania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika

TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911
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Italia Suomi/Finland

Teva Italia S.r.l. Teva Finland Oy

Tel: +39 028917981 Puh/Tel: +358 201805900

Kvmpog Sverige

TEVA HELLAS A.E. Teva Sweden AB

EAMGSo Tel: +46 42121100

TnA: +30 2118805000

Latvija United Kingdom (Northern Ireland)
UAB Teva Baltics filiale Latvija Teva Pharmaceuticals Ireland

Tel: +371 67323666 Ireland

Tel: +44 2075407117

To wapov AL 00N YIOV YprioNS avaBewp1Onke Yo TELEVTOIO POPd 6TIG

Addeg TN YEG TANPOPOPLOV
Agmtouepeic TANpopopieg Yo To Pappako avtd givar d1abéaipeg 6To dkTLaKO TOTO ToLv Evpmmaikon
Opyavicuod Gopudxov: http://www.ema.europa.eu.
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@viro oonyLov ypiong: Iinpoeopics yia Tov ac0evi)

Imatinib Teva 400 mg okAnpa KoyaKio
imatinib

AP AOTE TPOGEKTIKG OLOKANPO TO QPVAAO 0ONYLOV YP1GNGS TPLY UPYIGETE VU TALPVETE AVTO TO
PappoKo, o10TL TEPLAGUPAVEL GNUAVTIKEG TANPOPOPIES Y10 GOG.

DoraEte avTd TO PUARO 0dNYIBY YpNong. Towg ypelaotel va to dafdcete Eavd.

Edv éxete meportépm amopieg, p@TNGTE TOV Y1OTPO, TOV PAPLOKOTOLO 1| TOV VOGOKOLO GOLC.

H ocvuvtoayn yua avtd 1o oapuoko xopnyndnke oamokAEIGTIKA Y10 6aG. Agv TPEMEL VoL ODGETE TO
@apurako o€ AAAovg. Mmopel vo Tovg TPOKOAEGEL BAAPT], AKOUO KOl OTOV TO, GUUTTOUATO, TNG
ac0éveldg Tovg gival 01 pe ta Sk Gog.

Edv mapatnpnioete kdmota avemBOUN T EVEPYELD, EVILEPDGTE TOV YLOTPO, TOV PAPLOKOTOLO M
TOV VOGOKOUO G0G. AVTO 16Y0eL Kot yio, KO mhovi avemBOunTn evEPYELX TOV OV OVAPEPETOL
GTO TOPOV PUALO 0dNYIDV Xpiomg. BAéme mopdypapo 4.

T wepLéyeL 1o TOPOV UAAO 0ONYLOV

S N

1.

T eivon o Imatinib Teva kot wowa givat n gprion tov
T npémer va yvopilete Tpv mdpete o Imatinib Teva
IMog vo wapete to Imatinib Teva

[MBovég avemBounTeg evépyeteg

[Tog va puidooete To Imatinib Teva

[Tepleydpeva TG cVOKEVAGIOG KoL AOUTEG TANPOPOPIES

T givor To Imatinib Teva ko owe givan i yprion Tov

To Imatinib Teva eivon éva @dppoko mov mepiéyet o, SpacTikn ovoia Tov ovopdletol imatinib. Avtd
TO PAPLLOKO PO OVAGTEALOVTOS TNV AVATTVEN TOV U1 GUGLOAOYIK®Y KUTTAP®V OTIG TOPUKAT®
avapepoEVOLS VOGoVG. AvTtég TepthapPdvouy Kamota idn Kapkivov.

To Imatinib Teva givan puo OgpamevTiKi] aymyN Y10 EVIAIKES Kot TO1OLd Yo

Xpovia pvghoyeviy Aevyoupio (XMA). H Aevyoupio eivan €vag kopkivog Twv Agukdv
opoceapiov. Avtd to Agvukd aoceaipia fonbodv cuviBWE ToV 0PYOVIGLS VO KOTATOAEN
T1g dopuméelc. H ypovia poehoyevig Aevyoautio givot po popen Aevyaipiog oty onoia kdmola
L1 PLGOAOYIKA AgVkd KUTTOPA (TOL ovopdlovTal LEAOEWN KOTTap) EEKIVODV
Vavanthosovtol aveEELEYKTO.

Oc&eia Aepoprootikn Asvyoipio Otk Yo 10 popécope riadéreeios (Ph+ OAA). H
Agvyoia givor €vog KopKivog Tmv AEVK®V alos@atpiov. AVTd To AEVKE Ooceaiplo
BonBovv cuviBwc Tov opyaviopod va Katamoiepnd Tic Aowudéets. H o&eia AeppoProotikn
Aevyoupio eivot po popen Asvyatpiog otnv omoia GVYKEKPUEVE TOOOLOYIKE AEVKA KOTTAPO
(mov ovoudlovrtal AeppoPraoteg) Eekivovv vo avarntuccovtol avebéleykta. To Imatinib Teva
OVOOTEALEL TNV OVATTLEN OVTMOV TOV KUTTAPOV.

To Imatinib Teva gmiong ival pra OEPATEVTIKT Ay®YT] Y10 EVIIALKES Yl

MouegrodvomhaoTikéc/poghovneprraoctikég vosor (MDS/MPD). [Tpokeitan yio pro opddo
vOG®V TOL QILOTOC OTIC OTOIEC OPIGUEVO KOTTOPO TOV ALOTOG EEKIVOUV VO OVOTTOGCOVTOL
ave&éleykta. To Imatinib Teva avacstéddel TV avATTLEN OVTOV TOV KUTTUP®V GE OPIGUEVO
VILOTVTO AVTOV TOV VOGOV.

Yraegpnoowopiiiké cvvopopo (HES) kar/f ypovia nooivoerikn Aevyopia (CEL). Avtéc
elval ALOTOAOYIKEG VOOOL OTIG OTTOTEG KATO10 AEVKOKVTTAPO (YVOOTE MG NOGIVOPIALL)
Eexvobv va avantvooovton aveEédheykta. To Imatinib Teva avaotéddel Ty avamtuén ovtdv
TOV KVTTOPOV GE OPIGUEVO VTTOTVO CVTOV TOV VOCOV.

Tootpevrepikd otpopatiké 6yko (GIST). To GIST sivar £vag 6YKog Tov GTOUAYOV KoL TOV
evrépov. Exdnimvetat amd v aveEEAeYKT KUTTAPIKT AVATTVEN TOV VTOGTNPIKTIKAV 10TMV
QVTOV TOV OPYAVOV.
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- Agpporoivocdpkopa protuberans (DFSP). To DFSP eivau évog kapkivog tov 16to0 mov
Bpioketol KOTo and TO SEPLA GTOV 0010 OPIGUEVE KUTTAPO EEKIVODV VA OVOTTOGGOVTOL
ave&éheykta. To Imatinib Teva avaotéAlel TV avamtuén oVTOV TOV KVTTAPOV.

2NV cLVEYELD TOV PLALOSTIOV AVTOV, Bl XPTCIULOTOIOVVTUL 01 GUVTOUOYPOPIEG TMV ACHEVEIOV AVTMV.

Edv éyete omoleodnmote epOTNGELC Y10 TO TG dovAevet To Imatinib Teva 1 ywati to edpuaxo avtd
G0G CLVTAYOYPUPNONKE, POTACTE TO YIATPO GO,

2. Tvpéner va yvopilete npwv napete 1o Imatinib Teva

To Imatinib Teva 6o cvvtayoypagndei yio cog TpocmmIKd omd Evay YlaTpd UE EUTELPIC OE PAPLOKOL
7ov Bepamedouvv Tig kakonelec 61O aipa 1) TOVG GLUTAYEIG OYKOVG.

AxolovBeiote e Tpocoy OAEC TIG 00MYieg TOL GO SOOMKAY AT TO YIATPO GUC, KON KL 0V OVTEG
Sapépouv omd TIG YEVIKEC TANPOPOPIEC TOV TEPLEXOVTAL G'AVTO TO PUAAADL0.

Mnyv wapete to Imatinib Teva
- o€ mePInTOON aAlepyiog otnv imatinib 1| 6 0m0100NTOTE GALO OO TA GLOTATIKA AVTOV TOV
POPUAKOL (OVOPEPOVTOL TNV TTAPAYPaPO 6).

Edqv avto £xel epopproyn oe 604G, EVIIREPDGTE TOV YIO0TPO 6aS YOPIS va mapete To Imatinib Teva.
Edv vopilete 6T1 pmopet va giote addepyikdg alid dev elote Giyovpog, cupfovievteite 10 YoTpd GOG.

IIpog1d0mToU|GELS KO TPOPUAGEELS

Amevbuvieite otov yatpd oag mpwv mapete to Imatinib Teva:

- €04V eogig £yete N ely0TE TOTE KATO0 TPOPAN LA LE TO HTTOP, TO VEPPO 1| TNV KOPOLA.

- edv maipvere pe 1o eapuako Aefobupolivn Adym apaipeonc tov Bupeoeldovg Goc.

- €av elyate moté N pumopel va £xete Tdpa Aoipmén amd nratitido B Avtd copPaivel eneldn to
Imatinib Teva Ba propovoe va 0dNyNoEL o€ enavevepyomoinor ¢ nratitidog B, n onoia
uropel va amofet Bovatneopog oe opiopéves nepimtaoels. Ot acBeveic Ba eEetdalovtan
TPOGEKTIKA 0d TOV Y10TPO TOVG Y VOEiEEIC oV TNE TNG AoTU®wENG Tpty amd Vv Evapén g
Oepamneiog.

- €0V TOPOVOLACETE LOAMTES, AUOPPOYin, TUPETO, KOTMON Kot 6VYyvoT evd Ttaipvete Imatinib
Teva, emKotvOVIoTE LE TOV Y1TPO G0c. AVTd umopel va givatl onpdadt BAEPNS Twv apopopmv
ayyeiov, yvooto og Opoufontikny pikpoayyelondadeio (TMA).

Edv kGmo10 and ovtd Exel epapuoyn 68 GOG, EVIIUEPDOTE TOV YLOTPO 6og TPy wapete to Imatinib
Teva.

Mropet va yivete mo gvaicOntot otov Ao eved maipvete Imatinib Teva. Eitvat onpovtio va
KOAOTTETE TIG EKTEOEYUEVEG GTOV A0 TTEPLOYES TOV OEPLLATOG KO VO, YPT|CUYLOTOLEITE OVTINALAKO LIE
VYo dgiktn Tpootaciag amd tov RAo (SPF). Avtéc o1 mpouAdéelc 1oybouv Kot Y1 T Todid.

Katd v ayoyn pe Imatinib Teva, evnuepdote opéomg tov yotpd 6og £4v oag mapovoiocdel
TOAD ypryopn avénon Bapovg. To Imatinib Teva pmopei va Tpokariécel KOToKpaTnon vypoV amd Tov
0pYavIGUO Gag (GOPupN KATAKPATION VYPOV).

Evé maipvete Imatinib Teva, o yatpog cog Ba cog mapoakorovdel taktikd yio vo ehéyEet dv To
@appako dovievel. Oa kKavete emiong apotoloykovg eEAEYyovg kot Ba (uyileoTte TAKTIKA.

Mowora kon £enpor

To Imatinib Teva givon emiong pia aywyn yio moidid ko eprifovg pe XMA. Agv vrdpyet eumeipia.
oto Toudtd pe XMA niikiog kdto tov 2 etov. H gunepia og moudid pe OAA Betikn yio to
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ypoudécopn Gadéleelag eival TEPLOPIGUEVT Kl TOAD TEPLOPIGUEVT G€ TTodd pe MDS/MPD,
DFSP, GIST kot HES/CEL.

Mepid mondid ko enpot wov AapuBdavovy Imatinib Teva pumopei va £xovv o apyn omd
@uotoroykn avartvén. O ytpog Ba mtapakolovbel TV avanTuén o€ TAKTIKES EMOKEYELC.

Alha @appoko kot Imatinib Teva

Evnpepmaote tov yiatpd 1 TOV OpUOKOTOL0 GOG GV TaipveTe, £xete mPOSPATA TAPEL 1| Lwopel va
TAPETE AAAOL PAPLLOKO, OKOLLA KOl AVTA TTOL OgV Go¢ £xovV yopnynoei pe cvvtayn (6mmwg
TOPAKETOUOAT) CUUTEPIAAUPOVOLEVAOV PUTIK®V QappakmV (6mmg Saint John's wort). Mepukd
eappaxo, propei va topepfaivovv pe m dpdon tov Imatinib Teva 6tav Aapfdvovror poli. Avta
pmopei va avERGouvy 1 va petdcovy T dpdon tov Imatinib Teva eite mpokadmvtag ovénuéveg
avembounteg evépyeieg M| kabiotdvrag to Imatinib Teva Aydtepo amotedespatiko. To Imatinib Teva
UTOPEL VO KAVEL TO 1010 GE OPIoUEVO. GALD QAPLLOKAL.

Evnuepmote Tov y10Tpd G0g €0V TOIPVETE PAPUAKO T OTTOI0 TPOAUUPAVOVY TOV GYNUATICHO
Opoppov.

Km](m, OnAoopdg Kot yovipotnta
Edv eilote éyxvog 1 OnAdlete, vopilete 6T pmopel va giote £yKvog 1) 6YedALETE VA, OTOKTHOETE
oudl, {nTote T CLUPOVLAT TOV YTPOD GO TPV TAPETE AVTO TO PAPLLAKO.

- To Imatinib Teva dev cuviotdtot 6TV €YKLHOGUVT, EKTOG EQV £lval ATOALTO OTOPALITNTO,
kabmg pmopet va PAayeL o EpPpvo. O yatpdc Ba cuintioet pall oag Toug mBavove Kivdvvoug
g AMyng tov Imatinib Teva katd tn dibpKela TG EYKLHOGVVNC.

- X yovaikeg mov pmopel vo Letvouv £YKveC GUVIGTATOL VAL YPNCILOTOLOVV UTOTEAECLLOTIKN
OVTIGVAANTITIKY ay®Y"| Katd Tn S1dpKela g BepamevtiKing aywyng Koty 15 nuépec petd
SloKoTN TNG oYY,

- Mnv OnAdalete xatd ™ didpketo TG aywyng pe Imatinib Teva kot yio 15 nuépeg peta
SloKOTN TNG ay®yns, Kabmg pmopel va PAAWEL TO Lopd GoC.

- AoBeveic o1 0moiot avynovyovY Yia TV YOVILOTNTO TOVG eVG eival o Bepaneio pe Imatinib Teva
TPETEL v, GUUPOLAELOOVY TOV Y1ATPO TOVG.

0o ynon Ko YEPLEROS PNY AV LATOV
Mmnopel va vidoete (aAn 1 va Tapovctdcete BoAn 6pacn Katd tn Aqyn avtov tov eapudkov. Edv
oLpPel avTod, UNV 00MYEiTE 1 YPNOLOTOLEITE EPYOLEID T} UNYOVALOTA HEXPL VO VIDOGETE EAVA KOAGL.

3. Iag va wapete To Imatinib Teva

O ywtpdg cag éxel ovvtayoypoaenost to Imatinib Teva ywti vropépete and po coPapr| kKatdotoon.
To Imatinib Teva uropei va cog Bondfcet vo avietonicete vty TV Katdotaot.

Q61060, TAVTOTE VO, TAIPVETE TO PAPLAKO OVTO CLOTNPE COUPOVO LE TIG 00N YiEG TOV YaTPOD, TOV
QOPUOKOTOL0V 1 TOV VOGOKOHOL 6oc. Eival onpavtikd va 1o kévete autd yio 060 Kopd cog TTEL O
YTpdS, 0 PaPUOKOTOLOC 1 0/1 Vocokouod/a coc. Eav éxete aupifolriec, pmtnote Tov y1aTpd, TOV
(POPLLOKOTTOLO 1] TOV/TNV VOGOKOUO GOG.

Mnv otapatioste va maipvete o Imatinib Teva ektog av oag met o yuatpog cac. Edv dev umopeite va

TAPETE TO PAPUAKO OTMOG GOG TO £XEL GLVIOYOYPOAPNGEL O YWTPOS Gag N av aicHdveste OTL dev TO
YPEWILESTE TLO, EMIKOIVAOVIOTE AUESHG LE TOV YIOTPO GOG.
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IMéco Imatinib Teva vo napete

Xp1on o€ eVIijMKES
O yatpog oag Ba cag mel akpipog mooa kayakio Imatinib Teva npémnel va napete.

- Eav kavere ayoyn yio XMA:
AvdLoya pe TNV Katdotoon cag 1 cuviong d6on Evapéng eivar gite 400 mg 1 600 mg:
- 400 mg mov AapPavovtal ¢ 1 Koydkio pia gopd v nuépa
- 600 mg mov Aappdvovior mgl koydkio tov 400 mg kot 2 koydkio tov 100 mg puo
@opa TNV NUEPOL

- Eav kavere ayoyn ywo GIST:
H d60m évapéng eivar 400 mg mov Aappdavovtor o¢ 1 kaydakio pie gopd Tty nuépa.

TI'a XMA kot GIST, o yatpdg cag UTopel vo GUVTOYOYPOPNGEL Lo VYNAOTEPN 1 YOUNAOTEPT OO
avaroya pe To TAG avtarokpivesOe ot Bepaneio. Edv n nuepnioa d6om cag eivan 800 mg
(2 xaydxia), Bo Tpémel va mhpete Eva KoyaKio 1o Tpi Kot £va d£HTEPO KAWAKLO TO Bpddv.

- Eav Aappavere ayoyn yio Ph+OAA:
H d60m évapéng eivar 600 mg mov Aopfdavovrol g 1 koydkio tov 400 mg kot 2 kayaKie Tov
100 mg pia @opéd v nuépa.

- Edav Aappavere ayoyn yio MDS/MPD:
H d60n évapéng eivar 400 mg mov Aappdavovtol og 1 kaydkio pie gopd tnv nuépa.

- Eav happavere ayoyn ywo HES/CEL:
H d6on évapéng eivar 100 mg, wov Aapfdavovrol og 1 koydkio twv 100 mg pia gopd tnv
nuépa. O ytpdg cog propel va anogacicst vV'avénoet ) 66om ota 400 mg, mov Aappdavovtot
o¢ 1 kawydko tov 400 mg pe opd v Nuépa, avAAoYa LLE TO TOC AvVTATOKpivesHe o
Bepamneio.

- Eav happavere ayoyn yio DFSP:
H 660m etvar 800 mg v nuépa (2 kaydkia), Tov Aapfdavovior og 1 koydkio 1o Tpmi Kot
1 debdtepo kKaydkio To Bpadv.

Xpion o€ Too16 Ko E@ifoug

O ywtpog B cag mel oo kKoydxio Imatinib Teva mpénet va yopnynBovv cto mandi coc. H mocdtra
tov Imatinib Teva mov yopnyeitar eaptdton 0md TNV KOTAGTACT TOL TadoD oag, To PApog Kot To
Vyog tov copatog. H cuvolikn nuepnola d6om 61a Tondid Kot 6Tovg £pPovg dev Tpémet va
vrepPaivel ta 800 mg pe XMA kot to 600 mg pe Ph+OAA. H ayoyn puropei vo, 600gi 610 moidi cog
gite og pa €@'dmas d66M 1 EVOALUKTIKA 1) Nuepola 066N Umopel va popachei g 500 yopnNyNoELS
(mon 1o mpoi ko pon 1o Ppddv).

Ilote kon wddg O Taipvere To Imatinib Teva

- Iapre 1o Imatinib Teva pe to yedpa. Avtd Ba cog tpoctatéyel 0md TPofANuUaTe 6To GTopd)L
otav maipvete Imatinib Teva.

- Koatameite To koydkio ohoxkinpa p'éve peyaro motipr vepo. Mnv avoiyete 1 cuvOAiPete ta
KOWAKLO EKTOG oV £XETE SVOKOAIN GTNV KaTAmoo (7T.). Taldld).

- Edv dev pmopeite va katamieite to koydkio, propeite va ta avoiete Kot va S1aADGETE T
okoVN G'€va TOTHPL LETAAALKOV VEPOD 1] VU0V UAAOVL.

- Edv giote yovaike éykvog 1 givatl Thavov vo peivete £€ykvog, KAt TO (VoY TOV KOyoKimv,
TPEMEL va YEIPILETE TO TEPIEYOUEVO TOVG LLE TPOGOYT] MOTE VO, ATOPVYETE TNV EXAPT| LE TOL
pdrio, To 0éppa 1 va ta, womvevoete. [pémel va mAdvete Ta yépla oo OUESHS LETE TO AVOLY L.
TOV KOYoKimV.

IN'o téoo owdotnpae 0o taipvete To Imatinib Teva
Yvveyiote va maipvete 1o Imatinib Teva kd0e pépa yio 660 6146TNHA GAG TTEL O YIUTPOC GOGC.
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Edv napete peyarvtepn 06on Imatinib Teva and Tnv kavovikii
Edv toyaio mpate moAAd kaydxio, evuepdote apésmg o yotpo cag. IIiboavov va amortn el
watpiky fonbea. [1apte pali cog tn cuoKeLOGio TOV PAPUAKEVTIKOD TPOIOVTOG.

Eav Egyaoete vo mapete to Imatinib Teva

- Edv Eexdoate po doom, mhpte TV apécmg LOAS to Bupnbeite. Qotdco edv mAnclalel n ®po
Yo TNV €mOUEVT 8O0, Tapaieiyete T dOGN TTov EgYACUTE.

- Koatoémv cuveyiote T0 Kovoviko oag TpOYPULLLLOL.

- Mnv mdpete duTAn SO0 Y10 VO OVOTTAPAOCETE T dOOT OV EEXACATE.

Edv éxete meplocdtepeg EpMTNGELG GYETIKA LLE TT) YPTOT GLTOV TOL PAPUAKOV, POTHGTE TOV Y1ATPO,
TOV QUPLOKOTOLO 1| TOV VOGOKOLO GO,
4, IMOavig avemBoOuNTEG EVEPYELES

Onwg 6Ao T0. pAPLOKO, £TCL KOL 0VTO TO PAPUOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
KoL 0gv mopovotdlovtal 6e OAOLE TOVE avOP®TOVS. AVTEG etvat cUVNBME NTIEG EDC LETPLEC.

Mepikég avemOOuNTES evépyereg pmopel va givar cofapéc. Evnuepdorte To Y10Tpo cog €av
TOPOVCLACETE OTOLOONTOTE GO TA O KATE:

oAb ovyvég (Umopel va emmpedoovy mepiocdtepa amd 1 ota 10 dropa) N cvyvég (Lmopei va
ennpedoovv puéypt 1 ota 10 dropa):

o Tayela tpdsinyn Bapovc. To Imatinib Teva, pmopei va Tpokaiécel 6Tov opyaviopd cog
KOTOKPATNOo™ vepol (cofapn KATOKPATNON VYPDV).
. Sopntdpoto Aoipoéng dnwmg Tupetd, SuVOTA piyn, TOVOAULLO, 1| €Ak oto 6Toua. To Imatinib

Teva pmopel va peudoet Tov aplipd Tov AEVKAOV AoGOapimy, £T01 UTOPEl VO TOPOVGIACETE
AOWMEELG TTLO EVKOA.
o Ampocdokntn aoppayio | HOA®TOG (OTOV dEV EYETE TPOVUOTIOTEL).

Oy ovyvég (mopel va emmpedoovy péypt 1 ota 100 droua) N emavieg (Lmopetl va ennpedoovv péypt 1
ota 1.000 dropa):
e [I6vog oto othfog, aKavovieTog Kapdlakdg puOroc (CUUTTOUOTH KOPSIAK®Y TPOPANUATOV).

o Bryoc, duckoAia oty avamvor|, 1| TOVOG KaTd TV ovamvor] (CUUTTOUOTO TPOPANUAT®V GTOVG
TVEDLLOVEQ).

o Atobnuo ehappdig Laing, {dAng 1 tdong yio AmoBupio (CUUTTONOTO YOUUNANG OPTNPLOKNG
mieonc).

. Atobnpuo adabesiog (vavtia), pe andAewe 0peEng, ckovpOyp®UA 00pa, Kitptvn emdepuion 1
HATI0 (COUTTOUATO NTATIKOV TPOPANUATOV).

. E&dvOn o, Kokkiviopa Tov 0€pHoTog e LGOAMOES oTa YEIAN, T LATLO, TO OEPLAL 1] TO CTOUA,

EePALOVOIGLO TOV EPLOTOG, TVPETOG, AVOYMOUEVE KOKKIVA 1 Lo onpeia Tov dépuatog,
KVNGOUOG, aichnua Kavcov, eALVKTaVOdEG eEAvOn e (GUUTTOUATE TPOPANUATOY TOV

déppatog).

. 2oBapdg mOVOG OTNV KO, Oilo GTOV EETO, OTA KOTPAVA 1] GTA OVPA 1) LOOPO KOTPAVA,
(CLUTTOUATO, YUGTPEVIEPIKADV OLOTAPUYDV).

o ‘Evtova peiopévn mapaymyn ovpov, aictnua diyog (COUTTOUOTO VEQPIKGOVY TPofANUAT®V).

o AicOnuo adabeciog (vavtio) pe d16ppoto Kot EPETO, TOVOG GTNV KOIALA 1} TUPETOC
(ovumtdpate TPoPANUATOV TOL EVIEPOVL).

. "Evtovog movoképahog, aduvapio 1 TapdAvcn TV AKPOV 1] TOV TPOSHTOL, aduvapio opiiog,

EaeViKN amOAEID a1GONCEDV (CUUTTOUATO TPOPANUATMOV TOL VELPIKOD GLUGTHUATOG OTTMG
awpoppayio ) oidnuo 6to Kpavio/sykEParo).

. Qypdmra, aicOnua kKéTwong, kot SVGKOMAG GTNV OVATVOT| KOl GKOVPOYP®LLE 0VPO
(ovumTOUATO YOUNADY ETITES®V EPLOPOKVTTAPWOV).
. OeBaApicog TOVOG 1| emdEivaoT TG OPACNG, ALLOPPAYio T LATIO.
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[T6vog ot 00TA 1 TIC APBPDGEIC (CLUTTAONOTO OGTEOVEKPWOGTNG).

DdAOKTOVES 6TO dEPU 1] TOV PAEVVOYOVIO DUEVO (CUUTTOUOTO TEUPTYCL).

Movdacua 1 kpho SAKTUAN XEPLOV KOl TOJIDV (GVUTTOUATE TOV cLVOPOUoL Raynaud).
Avomdvteyo oidnNua Kot KOKKIVIGHO TNG EMOEPUISOC (CUUTTOUOTO UIKG OEPUATIKNG AOTU®ENC
7oV ovopaleTal KutTopitioa).

AvcroAia kaTd TNV akon.

Mvikn advvapio Kol GTocUol LE £Va, U1 GUGIOAOYIKO KOpOoKd puOUd (GUUATOUATO OAAOY DV
G711 TOGOTNTO KAAIOV GTO Al GOG).

Melaviooio.

Yropayomovog pe aictnua adiobesiog (vovtia).

Mvikoi oracpol pe mopetd, epuBpd-kagé ovpa, GAYoc 1| adLVOLIN GTOVE PVES GaG (COUTTMLLA
Uoikdv TpofAnudtov).

[Muehkd dhyoc pepicéc POPEG e VOUTIO Kot EUETO, LLE OTPOCLEVT] QLoppayio. Tov KOATOL,
aicOnpa {aAng 1 AuwoBupiog AOYm HEI@UEVTG APTNPLOKTG TECTG (CUUTTOUATE TPOPANUATOV
TOV ©OONK®OV 1 TNG UATPUG).

Noavrtia, dvonvola, Kapdiakn appvpio, 00Amon Tov oVpwV, KOTM®GN H/KoL SLGPOPIL OTIS
apOPMOOELG TOV GUVOEETAL LLE LT PLUGLOAOYIKE OTTOTEAEGLOTO EPYOOTNPLOKMV EEETAGEWV (TT.Y.
VYNAG emimeda kadiov, ovpikod 0&EMG Kol aoPESTION Kal YOUNAG ETITESD POCEOPOL GTO AiLd).
OpouPot aipotog o€ pkpd apoeopa ayyeio (OpopPatikn pikpoayysiomdela).

Mn yvoo1és (1 ovyvotnta dev pmopel va ektiundet pe Baon ta dabécipa dedopévar):

2uvovaopog dtadedopévon cofapov e&avnpatog, adabesiag, TupeToD, VYNADY ETTESWV
GUYKEKPILEVOV AEVKDV OLHLOCOOIPIV 1) KiTpvng xp®oNG TOL OEPUATOC 1) TOV

opBodpmv (onpeio iktepov) pe dvomvola, dryog oto othbog/ adiubecia, cofapd pel®pEVN
amoBoAn ovpmVv Kot dlyo KTA. (GNUELN LG QALEPYIKNG QVTIOPAOTG OYETIKNG LE TNV Bepameia).
Xpovia veQpikn avemdpkela.

Enavepedvion (enavevepyomoinon) g Aoipwéng ond nratitda B 6tav iyate nratitida B oto
mopeABOV (Lo otk Aoipmén).

Ed&v mapovoidoete Kamolo and Ta o TAVEO, EVIIUEPADGTE TO YIUTPO 60g APESMC.

Addeg avemOOUNTES EVEPYELES PUTTOPEL VO TEPLAAPPAVOVV:

oAb cvyvég (umopel va emnpedoovy mepiocdtepa amd 1 ota 10 dropa):

[Tovoxépaiog 1 aicOnpa KOT®ONG.

AtoOnpa adiabeciog (vavtia), adiabecio (€LeToc), dtdppota 1 Svomeyia.

E&dvOnpa.

Mvikéc kpaumeg 1| TOVOG OTIG ApBPMOELS, TOVG LOEC 1) TO 00TA, KOTA TN dldpKela TG Bepameiog
pe Imatinib Teva 1 petd ) dwokomny Tng Aqyng tov Imatinib Teva.

Oidnuo 6T®G YOP® GTOVE AGTPOYAAOVG GAG 1) TPNOUEVO LATIO.

AvEnon Bapovc.

Edv mapovoidoete kdmowo and avtd o€ coPapd Pabud, eviuepdote To Y0Tpd 00G.

Yoyvég (umopet va emnpedoovy péypt 1 ota 10 dropa):

Avope&ia, peiowon Bapovg 1 dwtapoypévn aicOnon g yebong.
AtoOnpa {dAng 1 advvapiog.
AvokoAia 6to va kounBeite (abmvia).

"Exkpipo amd 1oug 09Baipong e kKvnopo, KoKkiviopo Kot oidnpa (emme@ukitida), vypd pdtio

Ooumn 6paocn.

Awoppayio and T pot.

[Tovog M oidnuo 6TV KOG GOG, HETEMPIOUOS, KODGOG 1 SUGKOIALOTNTO.
Kvnopoc.

Acvving andielo | AETTUVON HOAALDV.

Nvoyudc ota yépio. 1 oA,

YTOpOTIKO EAKOG,
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[T6vocg otig apBpmaoelg e oidnua.
Enpootopia, Enpodepuia | Enpoedoiyio.
Mewopévn 1 avénuévn evotctncio 6€ppatoc.
E&awyeic, piyn M voytepvég epdpmoelg.

Edv mapovcialete kamoo omd avtd oe cofopd Pabuo, EvuepMOOTE TO YUTPO GO,

Oy ovyvég (mopel va emnpedoovv péypt 1 ota 100 dropa):

Bryag, katappon 1 fovAwpévn potn, aicOnua Bdpovg 1 movov mélovtag TV mEPLOYN TOV®
Ao TO LATLO 1) YOP® OO TNV HOTN, PVIKT GOUEOPTON, PTAPVIGLA, TOVOAULLOG, LE 1) YOPIG
TOVOKEPAAO (CUUTTOUATA AOTHMENG TOV VD OVATVELGTLKOD).

0&OG TOVOKEPAAOG LLE U1 LTOPEPTO TOVO 1| AicON A TAAUDV, GLVABOE GTN Lo LEPLA TNG
KEPAANG KOl GLYVA GLVOIEVETAL O VOLTIO, ELETO KOt EvOLGON G0 6TO PWS KOl TOV

N¥o (CLUTTOWOATO NKPAVIG).

Soumtopozo ypinang (ypinan).

[T6voc M aicnuo Kawcov katd Ty 0vpnon, avénuévn Bepuokpacio GOUATOC, TOVOG GTNV
BouPwvikn 1| TuEAIKN TEPLOYT], KOKKIVOL 1] KAPE YPOUATOG 1] VEPEADON 00pa (GLUTTO AT
0VPOAOTHMENG).

[Tovog ko oidnpa oTig apBpdoelc cog (cVUTTOLHOTE apOparyiag).

Yuveyéc aioOnuo AOTNG Kot ATOAELNG EVOLOPEPOVTOC, TO 0010 GOC EUTOSILEL amd TO va.
ovveyilete TIg cuvNBelg OpacTNPLOTNTEG GOG (CUUTTAOUATO KATAOAIYNG).

AicOnuo avnovyiog 6€ GUVILAGUO LLE COUATIKG CUUTTOUATO OTOS oicON U KaPdLIC TOV
KTUTA, EQIOp®OTN, TPEROVAO, ENPOGTOUIN (CUUTTMOUOTO AYYOVG).
AvdnviaforvnAia/vrepPorikdc vrvoc.

Tpépovio N actabeig Kvnoelg (TPOUOC).

Atatapayég TG vNpngs.

ZUVTPITIKN TOPOPUNON KIiviong TV ToddV (GUVOPOUO AVIIGLY MOV TOOMOV).

Axovopa Bopifov (T.y. kovdobvioua 1 fountd) ota avTid, YOPIg va VITapYEL eEMTEPIKN TNy
(eppoLg).

YynAn nigon (vréptaon).

Péyyo.

DAeypovn ota yeiAn.

AvoKoAia 6TV Katdmoon.

AvEnpévn epidpmon.

AepuaTiKéG SVoYPMULIES.

EvBpavota viyia.

EpvBpd e€oykdpoto 1 omupdKio Le AEVKN KEQAAN YOp® amd Tig pileg TV HoAMOY, TOoVA
ENMOLVA, aicOnuUa Payovpag 1 KaHGoL (GUUTTOUATE PAEYUOVAG TOL BOAaKA TG TPiYaG, TOV
emiong ovopdleton Bulaxitida).

Agppoticd eEavOnua pe EePAovOIGHO (ATOAETIOTIKT SEPLOTITION).

Awdykmon otnBoug (umopel va mapovolachel 6e AVTPEG KOl YOVOIKEG).

Approg movog ka/ aicOnua fépovg 6Toug OpYEIS ) TNV KAT® KOtAla, TOVOG KATA TNV 0VPNOT),
TNV 6eE0VOAIKT EMAPT 1 TNV EKCTEPUATION, OliLO. 6T 0VPQ (CLUTTOUATO OO UOTOG TV
OpYE®V).

Avikavomta enitevéng/dtatnpnong otoong (GTVTIKY SucAEITOLPYIX).

Bapd 1 un kavovikn punvog poon.

Avcxolio emitevéng/drotpnong 6e£ovaAtkng diéyepong.

Mewwpévn oefovalikn embopio.

[T6vog otn OnAN.

I'eviko aicOnuo adiobeciog (kakovyia).

Toyevig Aoilpwén dnwg Epmng.

[Tovog ot péon Adym ve@PIkng dlatapoyngs.

AvEnpévn ouyvotnta 0VPNoTG.

Avénpévn 6peln.

[Tovoc M aicbnuo KGvcov 6TV dve KotAia kol tov Bmpaxa (kaovpa), voutio, EUETOC,
YOGTPOOIGOPAYIKT] TOAVIPOUN G, aicON L0 TANPOTNTAG KOl POVCK®UA, LODPOL YPDUATOS
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KOTPOVO (EAKOG GTOLAYOV).

. Avoxopyio apfpdoemv Kot LumV.
. M @UGLOAOYIKE OTOTELEGUATO EPYOOTNPLOK®V EEETAGEDV.
o Erddvvol epubpoi 6ot 6T0 déppa, HEPUATIKOG TOVOS, KOKKIVIGUO GTO OEPLOL (PAEYLOVT TOV

MIMS0VG 16TOV KAT® OO TNV EMIEPUIDN).
Eév mapovcidoete kKamotlo and avtd oe coPapod fabud, evnepMOoTE TOV YIOTPO GOc.

Yrdwvieg (umopel va emnpedoovy péxpt 1 ota 1,000 dtopa):

. XOyyvon.

. Alcypopio voyiov.

Edv mapovoidoete kKamolo and avtd oe coPapd fabud, evHEPDOOTE TOV YIOTPO GOc.

Mn yvooTtég ( ovyvotnto dev pmopet va ektiundet pe Paon ta dwbéoa dedopéva):

. Koxkiviopa kaun oidnpo oTig TaAGUES TOV YEPLUDV 1) TIC TATOVOESG TV TOSMV TO OO0 Umopel
va ouvodevETAL 0 aicOnua yopyoriopatoc | Tdvo pe aicbnon kadvoov.

. Enddvveg ko pAvktavddelg deppoticéc PAAPeS.

. EmiPpddvvon g avantuéng o modid Kot enpovug.

Ed&v mapovcialete kdmoto amd avtd e cofapd Pabuo, evuep®ote To YioTpod o0G.

Ava@opd avemOOunTOV EVEPYELOV

Edv mapatnpnioete kdmoo avemBOpunTn evépyeila, EVIUEPMGTE TOV YILTPO, TOV POPLOKOTOLO 1) TOV/TNV
VOGOKOHO 6aG. AuTod oyveL Kot Yio kiBe mbavr avemBounTn evEPYELL TOL dEV AVAPEPETAL GTO TOPOV
@OAAO 0ONYIDV YprionG. Mmopeite emione va avapépete avemBounteg evépyeleg amevbeiog, LEGM TOV
€0vikob GLGTHHATOG OVaPOPAS TToL avaypdpeTol oto [opaptnua V. Méco g avapopdic
AvemBOUNTOV EVEPYEIDY UTOPEITE VO fONONGETE GTI GLALOYT| TEPIGGHTEPOV TANPOPOPLOV GYETIKA
LE TNV AGPAAELD TOV TOPOVTOG QOPLLAKOV.

5. Ilog va puidesete To Imatinib Teva

To @appako avtd TPEMEL VO PUAACOETAL GE PEPN TTOL OgV TO PAETOVV Kot dev TO POAVOLV Ta A1
No pn xpnoiponoteite auTod T0 APLOKO LETE TNV Nuepounvia AENG TOL AVOPEPETOL GTO KOVTE Kot
v koyéAn petd v EXP. H nuepounvia Méng eivon n tedevtaio nuépo ToL WAV TOV AVOQEPETUL
eKel.

To eappako ovtd dev amartel Wwitepeg cuvOnKeg pvAAENGS.

Mn ypnoponoleite Kapio cuoKeLAsio €AV VOl KOTEGTPOUUEVN I ELeavilel opotd onpeio
aAAroimong.

Mnv TeTdte PAPLAKO GTO VEPO TNG OMOYETEVONC 1 OTA OKLOK( amoppippata. Pothote tov
QOPUOKOTOLd GOG Y10 TO TMG VO, TETAEETE TA PAPLLOKO TTOV OEV YpNoLomoleite ma. Avtd ta pétpa Oo
BonBncovv oty Tpootacia Tov TEPPAAAOVTOC.

6. Igpreydpeva TS 6VOKELAGTOG KO LOUTTEG TANPOPOPiEg
T rgpréyer to Imatinib Teva

- H dpactikn ovsia eival To imatinib (g mesilate).

- Kabe oicdnpd kaydkio Imatinib Teva mepiéyet 400 mg imatinib (wg mesilate).

- Ta dAlo GVoTATIKA Elval LOVVITOAT, KPOGTOR1OOVT], LOYVIOL0 GTEATIKO Kol AVLOPO KOALOEIDES
mopito. To kEAvEOc Tov kKayokiov arotekeitan amd (glativn, Titaviov do&eido (E171),
onpov o&eido kitpvo (E172) kot o1dnpov 0&eidio epubpod (E172). To pekdvi ektdommong
amoteleitarl and Koppea AakKog, o1dnpov o&eidto pérav (E172) Kot mpomvuAevoyAukoAn.
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Epg@avion tov Imatinib Teva ko mepreyopevo g cvokevaciog

Ta Imatinib Teva 400 mg oxAnpd koydiio givorl adlopaviy Toptokadl KoydKio pe T podpn
emonuavon 7630 oto codpa Tov Kayoakiov kot tn povpn emonuoaven TEVA o610 topa tov kayaxiov.
To mepieyoUeVO TOV KOYaKIOV givol AEVKT| £0¢ EAAPPAOS KiTpvn KoKKOoTOmUEVT Kovic. Ta kaydxio
glvar pKovg mepimov 23 mm Kot TAdTovg 9 mm.

Ta Imatinib Teva 400 mg oxAnpd koydxio datibevtol oe peyédn cvokevaciog twv 30 1§ 90 ckAnpov
KOWOKiOV 68 KOWELES.

Ta Imatinib Teva 400 mg oxinpd koydkia diatiBevtal oe peyédn cvokevacioc twv 30x1 1

90x1 oxAnpadv KoyaxKiov o€ SATpNTES KLWELEG LOVASAG dOOMC.

Mmropei va pnv KokAo@opovV OAEG Ol CUGKEVAGIEC.

Karoyog Adgrog Kvkhogopiag
Teva B.V.

Swensweg 5

2031 GA Haarlem

OAhavdia

HopookevaosTic

Teva Pharmaceutical Works Private Limited Company
Pallagi ut 13

Debrecen H-4042

Ovyyapia

Teva Czech Industries s.r.o.
Ostravska 29, c.p. 305
74770 Opava-Komarov
Togyum Anpoxpatio

TEVA PHARMA, S.L.U.

C/C, n. 4, Poligono Industrial Malpica
50016 Zaragoza

Iomavia

Merckle GmbH
Graf-Arco-Str. 3, 89079 Ulm
Teppovia

Teva Operations Poland Sp. z 0.0.
ul. Mogilska 80. 31-546

Krakow

IToAwvia

Teva Pharma B.V.
Swensweg 5,
2031 GA Haarlem
OAhovdio

PLIVA Croatia Ltd.

Prilaz baruna Filipovica 25
10000 Zagreb

Kpoartia
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IMo omoladnmote TANPOPOPio. GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPAKAAEIGTE VO
angvBuvbeite otov Tomikd avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tel/Tel: +32 38207373

bbarapus
Tesa ®apma EAJ]
Temn: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
AbZ-Pharma GmbH
Tel: +49 73140205

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tél/Tel: +32 38207373

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Roméania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika

TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911
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Italia Suomi/Finland

Teva Italia S.r.l. Teva Finland Oy

Tel: +39 028917981 Puh/Tel: +358 201805900

Kvmpog Sverige

TEVA HELLAS A.E. Teva Sweden AB

EAMGSo Tel: +46 42121100

TnA: +30 2118805000

Latvija United Kingdom (Northern Ireland)
UAB Teva Baltics filiale Latvija Teva Pharmaceuticals Ireland

Tel: +371 67323666 Ireland

Tel: +44 2075407117

To wapov AL 00N YIOV YprioNS avaBewp1Onke Yo TELEVTOIO POPd 6TIG

Addeg TN YEG TANPOPOPLOV
Agmtouepeic TANpopopieg Yo To Pappako avtd givar d1abéaipeg 6To dkTLaKO TOTO ToLv Evpmmaikon
Opyavicuod Gopudxov: http://www.ema.europa.eu.
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