ITAPAPTHMA I

MEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

TRISENOX 1 mg/ml mokvo S1dAvHe Y10 TOPAGKELT SOADIOTOG TPOG EYYLOT
TRISENOX 2 mg/ml mokvo d1dAva Y10 TOpAcKELT SIADOTOG TPOG £YYLOT

2. HOIOTIKH KAI IOXOTIKH XYNGEXH

TRISENOX 1 mg/ml mokvo didAvpa yio TopaoKeLn S0ADUATOC TPOC £YYuon

Kda0e ml mokvoo dwodvpatog mepiéyet 1 mg 1plo&eidto Tov apoevIKov.
Kabe pdoryya tov 10 ml mepiéyet 10 mg tpro&eidio tov apcevikov.

TRISENOX 2 mg/ml mukvd d1dAvua yio TapocKELT OIOADULOTOC TPOC £YYLoN

Ka0e ml mokvod dtodduatog mepiéyet 2 mg Tplo&eidlo Tov 0pGEVIKOD.
Kabe prorido tov 6 ml mepiéyet 12 mg tpro&eidio tov apcevikoo.

IMa tov TA7pN kaTdloyo TV ekddy®V, PA. Tapdypapo 6.1

3. ®APMAKOTEXNIKH MOP®H
[Mokvo didAvpa yio TopackeLn) S1oADUOTOG TPOg £y)Lon (OTElPO TLUKVE dtdAvpa).

Atowyég, aypopo, VOUTHOOEG dStGAv .

4. KAINIKEX IIAHPO®OPIEX
4.1 OgpamevTiKEg EVOEIEELg

To TRISENOX egvoeikvotal ylo emaymyn g DOECTG KOl GTEPEOTOINGNG 0€ EVAAIKEG aoBeveic e:

o Neodayvmadeico xauniod £mg evoldpueson Kvovvoy 0Eeio TPOUVEAOKVTTOUPIKT ASVYOLLio
(APL) (ap10podg Aevkokvttdpov, <10 x 10*/ul) oe cuvdvaoud pe all-trans-petvoikd o&d
(ATRA)

. Ymnotpomdlovoa/dvuoiatn ofeio mpopvelokvtToptkn Asvyaipio (APL) (1 mponyoduevn

Oepomeio 0o Enpene va glye copmeplaPel peTIvoeldég kat ynuelodepamneio)
N omoia yapaxtnpiletar amd v petatomon t(15, 17) f/xai tnv mapovcic Tov aApa yovidiov
PETIVOTKOV-0E£0G-VTOd0YED TpopvEAOKVTTAPIKNG Agvyotpiog (PML/RAR-GAQ).

To 1060616 amOKPIONG AAL®Y VITOUOPPDV 0&ging HVEAOYEVODE Agvyouiag oto TpLo&eidio Tov
apoeviKoy dev €xel peletnOel.

4.2  Aocoloyio Kol TpOTOS YOPYNOoNS
To TRISENOX npénetl va yopnyeitot vwo v napakorlovnomn yiorpov o omoiog eivor eE0tketmpévog

LE TNV AVTIUETATIOT TEPIOTOTIKOV 0&glag Asvyatpiog, Kot o1 g101kEG d10d1kacieg TapaKkolovONGNg oL
TEPLYPAPOVTOL OTNV TOPAypapo 4.4 Ba Tpémel va akolovbovvtal.

Aocoloyia

H 8w 660m cvvIeTATOL EVAAIKEG KOl NATKIOUEVOLG,.



Neodiayvawobecioo younlod Ewc evoidusoov kivovvov olsio tpouvelorvrrapixl Asvyoauio (APL)

Hpoypouua Oepomeiog exaywyng

To TRISENOX npénetl va yopnyeitor evooprefimg og doon tov 0,15 mg/kg/muepnoing, £mg 6Tov
emrevyOel TANpNG VYeoT. Av dev €xel ovuPet TANPNG VPEST o€ ddoTna 60 NUEPDOVY, N YOPNYNON TOV
d00E®V TPETEL VAL O10KOTEL.

Llpoypoyua orepeoroinong

To TRISENOX npénel va yopnysitar evooprefimg e doon tov 0,15 mg/kg/muepnocing, 5 nuépeg v
gfodoudoa. H Bepameio mpémet va cuveyiletan yio 4 efdopddeg vd aymyn Kot 4 BSopddeg ywpicg
ayyn, Yo £€va. GOVOAO 4 KOKA®V.

Yrowpomalovoa/dvoiotn olsio mpouvelokvtrapikny Acvyouuio (APL)

THpoypoyua Oeporeios exaywyns

To TRISENOX npénet va yopnysitar evooprefing oe kabopiopuévn 66on tav 0,15 mg/kg/muepnoing
£m¢ 6Tov emitevydel TApNG Heeon (Tapovcia PLAGTOV GTOV KVTTAPIKO HVEAD TOV 0GTAOV GE TOGOGTO
HKPOTEPO TOL 5% KO ATOVGTa AEVYOLKDY KUTTAp®WV). AV dgv €xel cupPel mAnpng Heeon oe
dtotnua. 50 nuep@v, 1 YopNynon TV 60CGEMV TPETEL VO, S10KOTEL.

Llpoypoyua orepeomoinong

H Oepancio otepeonoinong npénet va apyioet 3 £0¢ 4 efdopddec LETA TV 0AOKANpwoTn NG Bepameiog
enoyoyns. To TRISENOX npénet va yopnyeital evéopiefing og 66on twv 0,15 mg/kg/muepnoing yia
25 docelg. Avtég Ba yopnyovvtal S nuépeg TV efdopdda, Kol 6T cuveyela Bo pecorafei dtakomn
500 NuepaV, oynua to oroio Ba emavalappdveror yio 5 efoopddec.

KabBvatépnan docoloyiog, tpomomoincn kol exovekkivon

H 0gpancio pe TRISENOX mpémet va, 010KOTEL TPOSMmPIVA TPV OTd TO TPOYPOLLUATICUEVO TEAOG TNG
Oepaneiog, omoladnmote otiyun mopotnpndel fabuodc to&ikdtrag 3 1 peyardtepog e faon ta
YovOn Kprmpia To&wodtntag tov National Cancer Institute (Common Toxicity Criteria) ko kpiBei
ot glvar mBavd va oyetiovrat pe 1 Bepaneio pe TRISENOX. O1 acBeveig mov mapovcidlovv tétoteg
avtdpdoelc mov Bempeitar 0t oyetiCovron pe 1o TRISENOX mpémetl va Eavapyilovv T Bepomeio povo
UETA TN ADoT Tov To&IKoD GUUPAVTOC 1} HETA TNV AVAPPMOT| GE KATAGTUCT YPULUNG PAonc/avapopds
NG aVOUOAL0G TOV 03N YNCE OTN SLKOTN. € TETOLEG TEPIMTAOCELS, 1| Bepameia mpénet va Eavapyilet
670 50% TG TponyovueEVNC NUEPNOLG 0OGNC. AV To ToEIKO cLUPav dev emavalnedel péoa oe

7 Nuépeg amod TV enavekkivnon g Oepaneiog otn peiwpévn doon, 1 nuepnole 60coA0Yio LTopel vo
Khpoakofel T oto 100% g apykng d6ong. AcBeveic mov Topovotdlovy emavainyn g
To&IKOTNTAG TTPETEL VO, SLoKOWYOoLV T Begpameia.

INa HKT', avouaiieg nAektpoivtav katl nratotoéikdtnra, PA. mapdypoapo 4.4.

E1dixol minboouoi

Hromiren overapxeio,

Epocov dev givar d1a0éoipa dedopéva amd OAES TIG OUAOEG NATIKIG AVETAPKELNS KOL EVOEYETAL VAL
EUQAVIOTOVV NTOTOTOEIKEC EMOPATELS KOTA TN O1dpketa Tng Bepaneiag pe TRISENOX, cuvietdtot
npocoyn otn ypnon tov TRISENOX g acbeveig pe nrotikn avendpkeia (BA. mapdypoeo 4.4 kot 4.8).

Negpikn overapreio,
E@ocov dev givar d1a0éciua dedopéva amd OAEC TIG OUAOES VEPPIKNG OVETAPKELNS, GUVIGTATOL
npocoyn otn xpnon tov TRISENOX c¢ aceveig pe veppikn avemdpreld.

THoudiopixog ninBoouog

H acpdlreio ko ) amoterespotikotnta tov TRISENOX g moudid nhikiog €mg 17 etmv dgv éxovv
axopa tekunpiwbei. To Ttapdvia dwbéoipa dedopéva yio Toudid nAkiog S5 €wg 16 eTmv meptypdepoviol
otV mopdypaeo 5.1, aAld dev umopet va yivel cvotaot yio T docoroyia. Agv vapyovv dtabéciio
dedopéva, Yo Toudtd NAKioG KAT® TV 5 eTov.



Tpomog yoprynong

To TRISENOX npénet va yopnyeiton evooprefing yia 1-2 mpeg. H dwadikacia g £yyvong pumopel va
SL0PKEGEL TOPATAV®D A0 4 MPEG O MEPIMTWOT TOV TOPATNPNOOVV AYYELOKIVINTIKES AVTIOPACELS. AgV
amorteiton Keviptkog eAefikoc kabethpag. Ot acbeveic mpémel va gloayfodv 6To VOGOKOUEID KT TO
Eexivnua g Oepameiog AOy®m GUUTTOUATOV TG acHEvelng Kot TPog e500(QAAOT) KOTAAANANG
TapoKoAovONoNG.

IMo 001yieg GYETIKA LE TNV TOPACKELT] TOV QOPUOKEVTIKOV TPOTOVTOG TPV 0o TN XOpnynon, PA.
Tapdypaeo 6.6.

4.3 Avtevocigelg

YrepevarcOnoio otn dpacTiKn ovcia 1 6€ KATo10 omd To £KO0Y0 TOV AVAPEPOVTUL GTNV
mopdypaeo 6.1.

4.4 E101kég TPoELOOTOU|GELS KUl TPOPVAGEELS KATA TN Ypiom

KMviké actabeic acbeveig pe o&eia mpopverorkvttapikn Aevyaipio (APL) dtatpéyovv vyniod kivévvo
K0l 01 NAEKTPOAVTIKES, YAVKOUUKES, OLUOTOAOYIKES, TUTIKEG, VEPPIKES KOl AEKTPOTNKTIKES
€EETACELG Y10, AVTOVG TOVG AOOEVEIG TPETEL VO EAEYYOVTAL CLYVOTEPQL.

20vOpopo gvepyomoinong AevKokuTTapmv (chvopouo drapoponoinong APL)

To 27% 1ov acBevdv Tov Tdoyovv amd o&eila TpopverokvtTopikn Aevyopio (APL), oto mhaicto g
vrotponidlovcac/dvaiatng vocov, kot vrofdilovial og Bepameio pe TPLOEEIDI0 TOV OPGEVIKOD
TOPOVGIAGOY GUUTTMOUATO TOPOLUOLY [LE OVTE TOL GLVOPOLOL YVOGTOL MG GVVIPOUO o&eiog
TPOUVEALOKVTTAPIKNG Aguyapiag peTvoikod o&éog (RA-APL) 1 ohvdpopo dapoponoinong APL wov
yopaxtnpiletor amd mupetd, Svomvola, aHENCN COUATIKOV BAPOVS, TVEVLOVIKA dtnONUoT Kot
TAELPIKEG 1) TEPIKAPIIKES OLOPVLYES, LUE 1 Y®PiG AevkokvTTapmon. To chvdpopo avTd Pmopei va
amofei Bavatneopo. Xe veodwayvoobévteg acbeveic pe APL ot omoiot édafav Bepaneia pe tpro&eidio
Tov apoevikov Ko all-trans-petivoikd oy (ATRA), svvdpopo dtapopomoinong APL mapatnprdnke
610 19% cvumepirappavopévav 5 copapmv nepiotatikdv. Katd tnyv eupdvion tov tpdtov
EVOEIKTIKOV CUUTTOUATMOV TOV GVVIPOUOV (0OIKALOAOYNTOG TVPETOG, OVOTVOLL 1Y/Kat advENGT TOV
COUOTIKOV BAPOVGS, LT PLGLOAOYIKE AKPOACTIKA EVPNUATO GTO ODPOKA 1) OKTIVOYPUPIKES
avouaAieg), n Oepaneio pe TRISENOX mpénet vo S1aKomel Tpocmpivd kot 1) xopynon VYnAmv
d0cemv otepoeld®V (de&apedalovn 10 mg yopryeitor evéopAefing d00 opéc NuepNcimg) Tpénet va
apyioel aueca, ave&aptnta and Tov aplud TV AEVKOKLTTAP®V Kol VO, GUVEYLIOTEL Y10 TOLAJYIGTOV 3
NUEPES N TEPLGGOTEPO UEYPL VO DITOYDPTCOVV TO CUEL KAl TO cLpTTOUATA. Edv
dwkatoloyeitar/amarteital KAVIKE, cuvieTaTal ETioNg TanTd)povT Bepaneia pe dovpntikd. H
TAELOVOTNTA TV 000EVAVY dev omattel T poviun draxonn g Oepaneiog pe TRISENOX xotd ™
duapketa TG Bepameiag Tov GVVIPOLOL dlapoporoinonc APL. MOAS €xovv vToy®PNoEL TO. oMpeion Kot
ocvuntopota, 1 Oepaneio pe TRISENOX pmopel va cvveyiotel 6to 50% tng mponyoduevng 66ong
KT T S1APKELD TV TPOTOV 7 NUEPDOV. XTT GUVEXELD, VIO TNV OTOVGIN EMOEIVOONG TNG
mponyovuevng toEucotntog, 1o TRISENOX 0a pmopovoe vo cuveylotel oty TAnpn docoroyia. Ztnv
MEPIMTMOOT EMAVEUPAVIONC TV SVUTTONATOV, T0 TRISENOX B0 pénet va peiwbet otnv
mpornyovpevn docoroyia. [Ipokepévon va amopevydei  avarTuén 1oV GLVOPOLOL dLOPOPOTOINCNG
APL xatd ™ dudpkela g Oepaneiog enaymyng, tpedvitovn (0,5 mg/kg copatucod Bapovg ava nuépa
ko' OAN ™ ddpkela TG Bepoameiog emaywync) umopel va yopnyndei amd v nuépa 1 g eQaproyng
tov TRISENOX péypt to 1€hog ¢ Oepanciog enaymyng otovg acbeveig pue APL. Ag cuvietdtonn
TapdAANAN ¥prion ynuelobepaneiog kol 6TEPOEO®V KAODS deV EYEL SOKIUAOTEL 1) TAPAAANAT YpTION
oTEPOEONOV Kot ynuetofepameiog katd Tn 01dpKela TG Bepameiag TOV GLVOPOLOV EVEPYOTTOINGNG
Aevkokvttapv mov ogeiretal oto TRISENOX. H guzmepia énetro amd tn 61400m ToU TP0idvTog
GTNV KUKAOPOPI VITOONADVEL OTL TAPOHOL0 CHVOPOLO EVOEXETAL VO TOPOVGLAGOVY acOeVEIC pe
dAhovg Tomovg KakonBeiag. H mapakorlohbnon kot o xepiopdc tov acbevav avtov Oa mpénet va
€YoV OTMG TEPLYPAPETAL OVAOTEP®.




Avopaiisc niektpokopdoypaonudtov (HKT)

To tp1o&eidio Tov apoevikol pnopel va Tpokarécel mopdtacn Tov daotnudtov QT kot TAnpn
KoATokolako amokieiopd. H mapdtaon QT umopei va tpokarécel Evay THTO TOAOUOPONG KOTAOKNG
tayvkapdiag (torsade de pointes) 1 onoio pmopel va amoPei Bavarneopa. H mponyoduevn Bepancio pe
avBpakvkAives evdéyeton vo avéncetl Tov Kivouvo mapdtoaong tov dtaothuatog QT. O kivdvvog
TPOKANGNC TOADUOPONC KOTAMOKTG TayvKapdiag oxetiletor pe to fabuod mapdtacng QT,
GLVOKOAOLOT YOPNYNON POPLOKEVTIKAOV TPOIOVT®V oL TTapateivovy to dtdotua QT (dmwg
avtppudpav tomov la f I (w.y. quinidine, amiodarone, sotalol, dofetilide), avtiyvywowkov (m.y.
thioridazine), avtikataOlmtikadv (7.y. amitriptyline), opiopuévev HokpoAddv (w.y. erythromycin),
oplopévev avtiiotapvikayv (m.y. terfinadine v astemizole), opiopévaov avtiPloTikav KivoAovng (T.y.
sparfloxacin), 1| GAA®V HELOVOUEVOV QUPUOKEVTIKOV TPOIOVIMV TTOV £ival YvmSTO OTL LEYOAMDVOLV TO
dotnpa QT (m.y. cisapride)), T0 1GTOPIKO TOAVUOPENG KOIAMOKNG TAXVKAPSiaG, TNV Tpoindpyovca
napdtoon oaothuatog QT, Tn cvuEopNTIKY KAPSIOKN AVETAPKELD, TN XOPNYNON SLOLPNTIK®Y Y10, THV
amofoAn Kaiiov, TNV apeotepikiviy B 1 dAdeg cuvBnKkec Tov TpoKahovv vITOKOALOLic 1
vropayvnoopio. Xe KAVIKEG dOKIUES, 6TO TANIGL0 TG vVToTpomalovcag/duciatng vocov, to 40%
TV acbevov mov vroPairotay o Oepamneio pe TRISENOX mopovcioce TovAdylotov pio KoToypoen
HKT pe mopdrtaon dwaotipatog QT petd v omokatdotacn (QT.) peyodvtepn and 500 msec. H
napdtootn tov daotiuatog QTc mapatnpnonke 1 pe 5 efdopddeg énerta and v Eyyvon TRISENOX,
Kot glye emoTpéyel TN Ypouun Pdong péxpt o mépac 8 efoopnadmy Emeita amd TV £yXvon
TRISENOX. "Evag acevig (0 omoiog vwofordotav oe cuvakodAovdn Oepaneia pe moAlamAd
(QOPUOKEVTIKA TPOTOVTA, CUUTEPIAOUPAVOUEVIC TNG AUPOTEPIKIVNG B) mapovsioce acuUTTOUATIKA
TOAVLOPPT KOWALOKT TayvKapdio Katd T dtdpkela Oepaneiog emaymyng Le Tplo&eidlo Tov apceevIKon
AOY® voTpoTN G TOV cuVdpOuov APL. e veodwayvoobévteg acbeveic ue APL, 15,6% édei&av
napdtoon tov QTc pe 1o Tp1o&eidio Tov apoevikod oe cuvdvacud pe ATRA (BA. mapdypoeo 4.8). Ze
évay veodlyvmoBévta acbevi 1 Bepamneia enaymyng TepuatioTnKe AOY® cofapng TapdTaonS TOL
dtotnuatog QTe Kot aveUIA®Y TOV NAEKTPOAVT®V Kot TV nuépa. 3 ¢ Bepaneiog emaywynge.

Yvotaoeic yio T HKT kot tnv mapoakolovdnen tov nAEKTPOAVTOV

IIpwv v évapén g Bepaneiag pe TRISENOX, npénet va mpaypatoromOei HKI™ 12 anaywymv kot va
a&lohoynBovv nAekTpoAnTES 0p0D (KGAL0, AOPECTIO KO Loryviolo) kot kpeoTvivn. [Ipoimdpyovoeg
NAEKTPOAVTIKES OlaTaPayES TPEMEL VAL omoKaTASTAHOVV KL, AV €ivol SLVOTOV, VO SIOKOTEL 1|
YOPNYNON QUPUAKEVTIKMV TPOTOVIMY TOL GVVIEAOVV GTNV TtapdTact Tov dtaotnipoatog QT. Ot
acfeveic pe mapdyovteg Kvduvou mapdtaong Tov dtuotnuatog QT N pue mapdyovieg Kivdhvov
TOADHOPONG KOTMOKTG Tayvkapdiog Oo Tpémetl va Ppiokovial cuVEXDG VO KAPAIOKN TopaKoAoVON o
(HKT). Av n tipn dwwotipatog QT eivar peyardtepn tov 500 msec, To LETPA ATOKOTAGTAOTG TPEMEL
va oAokANpmBovv kot va a&loroynOel ek véov to dtotnua QT pe pia oelpd amd HKT xat, gdv
dwtifetar, Bo pmopovoe va {ntnbei  cvuPfovin €101kod, Tpv Aneel amdeacn yia T xp1on
TRISENOX. Katd ) Oepaneia pe TRISENOX, o1 cuykevipdoelg kakiov tpénet va dtotnpnbovv
miveo omd 4 mEq/1 kot o1 cuykevipdoelg payvnoiov mave amo 1,8 mg/dl. I'a tovg acbeveic mov
@tévovv o€ andAvt TN dactpatog QT >500 msec mpénet va Tpaypatonon el ek véov
a&lohdynon Kot vo AneBodv Guecso PETPO Yo TNV ATOKOTAGTOCT), 0V VPICTAVTOL, GUVAKOAOVO®V
eMKIVOLVOV TOpayOVTOV evd eEetdletar 0 Kivouvog/to dpelog cuvEyiong g Bepaneiag oe cOyKpilon
ue v avaotoAn g Oepaneiag pue TRISENOX. Av mapoatmpnbodv cuykomtikn kpion, Toyvkapdio 1
appubuia, o acevic mpémel va gloaybel 6T0 VosoKOpEID Kot VO TOPaKOAOVOEITAL GUVEYDS, TPETEL VAL
a&lohoynBovv ot niektporvteg, N Oepaneia pe TRISENOX mpémet va dakonel mpocmpivd péypt
T daotnpotog QT va vroywpnioet kdto amd 460 msec, ot AVOUAAES TOV NAEKTPOALTOV VO
ATOKOTOOTAOOVV KOl VO TODGOVV TO GUUTTMOWUOTE GUYKOTTIKNG Kpiong Kot appviuiog. Metd v
avakapyn, 1 Beponeia Oo mpénel va cvveyotel 6to 50% NG Tponyovpevnc nuepnotag 0ons. Edv n
nmapatacn QTc dev emaveppaviotel evtog 7 nUeEPOV amd TNV emaveévapén g Bepaneiog 6T pLetdpéEvn
doon, n Oepamneia pe TRISENOX pmopei va cuveyiotel ota 0,11 mg/kg copoticod fapovg ava nuépa
v po devtepn efoopada. H nuepnota d6om propei va khipokwdel ticom oto 100% g apyikng
d00m¢ €dv dev cuuPel mapdrtact. Agv VITAPYOVY GTOLYELN YIoL TNV EXIOPACT TOV TPLoEELdion Tov
apcevikod oy TN dtactpatog QT. katd ) dudpkeia g £yyvone. Ta HKT npénet va Aappdvovrot
300 QopEg efdouadiaimg, kol cuyvoTepa Yo KAVIKE aotabeic aobeveic katd TNV enaymyn Kot ™
otabeponoinon.




Hratotoluwotnta (Boduov 3 f ueyoivtepn)

e veoduyvachévtec acBeveic pe yapniot émg evdiduecov kivdvvov APL, 63,2% avéntuEav

Babuov 3 1 4 nratotodikéc emdpdoels katd tn didpkela g Depomeiog Enay@yng 1 oTeEPEOTOINONG LUE
tpro&eidio Tov apoevikov og cuvdvacud pe ATRA (BA. mapdypapo 4.8). Q61660, 01 TOEIKES
eMOPACELC EMAVON KAV e TNV Tpocwpvi dtokon gite Tov TRISENOX, eite tov ATRA 1 kot tov
dvo. H Oepamneia pe tp1o&eidio Tov apoevikol TpEmeL Vo, SIUKOTEL TPV TO TPOYPUUUOTIGUEVO TEAOC TNG
Oepaneiog omoladnmote otryun mapatnpnei nmatotobikdtnra fabuov 3 1 peyaddtepn cOUPOVO LE TO
ZovOn Kprmpia To&wotntag tov EBvikod Avtikapkivicod Ivetitodtov twv HITA (National Cancer
Institute Common Toxicity Criteria). MoAig 1 xorlepvOpivn /ot 1 SGOT /Kot 1 odkaAtkn
POGPATAOT] HEWWOODV o8 TIHES YOUNAOTEPEG OO 4 POPEG TO AVATATO PUGIOAOYIKO ETITEDO, M
Oepaneia pe TRISENOX znpénet va cuveyiotel oto 50% tng mponyovuevng d0omg katd ) ddpKela
TOV TPOTOV 7 NUEPDV. XTI GUVEXELN, VIO TNV ATOLGio EMOEIVOONG TNG TPONYOVLEVNC TOEIKOTNTAG,
1o TRISENOX 0o mtpénel va cuveylotel oty mAnpn docoroyia. Tty TepinTtmon EXAVEUPAVIOTS TNG
nratoto&ikotrag, to TRISENOX npémet va dwokomei povia.

KaBvotépnon docoroyiag kot tpomonoinen

H Oepaneio pe TRISENOX mpénet va dokonel mpocmpva tptv and v tpokabopiopévn Anén g ot
omotladnmote aon mopatnpndel to&dtra Pabuov 3 1 peyoddtepov cOUP@VA LE To Zvvion
Kpuipia To&ucotnrag tov National Cancer Institute (Common Toxicity Criteria), 1 omoio kpOei 0Tt
mbavag oyetiCeton pe tn Oegpancio pe TRISENOX. (BA. mapdypapo 4.2)

Epyoomnplakéc dokipég

Ta NAEKTPOAVTIKA, YAVKUUIKG, AUATOAOYIK(, NTOTIKA, VEPPIKA Kol NAEKTPOTNKTIKA S10yPOUUATO,
TPETEL VL TAPOKOAOLOOVVTAL TOVAYIGTOV 6V0 POPEC TNV ERGOUASA, Kot GLYVOTEPO Y10 KAVIKA
aotabeig acbevelg Katd T @Aacn TG EmAy®YNS Kol TOLAAYIGTOV gfdouadiaing otn eAacn TG
otepeomoinong.

Neopwkn ovendpkela

Epdcov dev givar dtabéoipa dedopéva amd OAEC TIC OUAOEG VEQPIKNG OVETAPKELNG, CLUVIGTATOL
nwpocoyn otn ypnon tov TRISENOX e acbeveig ue veppukn avendpieio. H gpnepia pe acbeveig pe
cofapn VEQPIKY OVETAPKELN EIVOL OVETOPKNG DOTE Vo KaBopioel €AV AmALTEITAL TPOGAPLOYT TNG
doomnc.

Agv €yer peleBei n yprion tov TRISENOX og acBeveic og aypokabapon.

Hrotwkn averdpkeio

E@ocov dev givar d1a0éaipa dedopéva amd OAEC TIG OUAOEG NATIKNG AVETAPKELNG KOl EVOEYETAL VAL
EUPAVIGTOVV NIATOTOEIKEG EMOPAGELG KOTA TN dtdpkela TG Oepaneiog pe Tplo&eidio Tov apoeviko,
ocuvviotdral Tpocoyn otn xpnon tov TRISENOX og acBeveic pe nratikn avendpkeio (BA.
Tapaypapo 4.4 oxetikd pe v NratotoSikotnTa Kot Tapdypago 4.8). H suneipio pe acbeveig pe
cOPapN NTOTIKY OVETAPKELN EIVOL OVETOPKNG DOTE Vo KaBopicel €AV AmALTEITOL TPOGAPUOYT TG
doong.

Hiwopévor
Yrdpyovv meproptopéva KAViKa dedopéva oyetikd pe tn xpnon TRISENOX ce nhikiopévoug

aocBeveic. H ovykekpyévn opdda aclevov anartel mpocoyn.

YrepAevkokvttdpwon

H Bepancio pe tpro&eidio Tov apoevikov £yel cuvoebel e TV ovATTLET VTEPAEVKOKVTTAP®ONG

(>10 x 10%/ul) o opiopévoug acbeveic pe vrotpomidlovca/dusiatn APL. Aev amodeiytke OTL VINPYE
oyxéon pueta&d Tov yvootob aptpod Asvkokvttapoy (WBC) kot tg avamtuéng
vIepAevKoKLTTap®ONG. Emiong, dev mpoékuye cuoyetiopndc peta&d Tov aptfpod avapopdg
AELKOKLTTAP®V Kol TG TIUNAG Kopveng WBC. H vtepAevkokuttdpmor dev avTILETOMIGTIKE TOTE LU
wpochetn ynuelobepaneio kot vwoympnoe pe tn ypnon tov TRISENOX. O apBuoég WBC katd )
oTEPEOMOINGT SEV HTAV TOGO VYNAOC 650 KoTd TN Ogpameion emaymyNg ko avépyovtoy oe <10 x 10°/pl,
EKTOC Omd TNV mepintmon evog acbevong pe aptdud WBC 22 x 10°/ul xotd ™ otepsomoinon. Eikoot
aocBeveic pe vrotpomdlovso/duciatn APL (50%) mapovoiacav Aevkokuttdpmaon. 61060, 68 OAOVG
avTtovg Toug aobeveig, o aplBuodg WBC napovciale peioon 1 gixe enavéADel 6Ta QUGIOAOYIKE EMiTEd




TPV OO TNV ATOUAKPLUVGT] TOV AEVYOUKOV KVTTAPWOV OO TOV LVEAD TOV 0GTAOV KOl 0V omottiOnKe
KLTTOPOTOEIKN YNUE0BEpaTEi 1) AEVKAPAIPEDT|. XE VEOIAYVWGOEVTEG AGOEVEIC e YOUNAOD EMG
gvoldpecov kvdvvov APL avamtiydnke Aevkokuttdpmon Katd tn didpkela g Oepaneiog emaymyng
og 35 and 74 (47%) acBeveig (BA. Tapdypapo 4.8). Qo1060, OAL TO TEPICTATIKA OVTLUETOTICTIKAV
eMTVYOC [e Bepameia e vopo&vovpia.

e veoduyvachéviec acbeveic pe vrotpomidlovosa/dvuciatn APL ot omoiol avortucsovv cuveyn
AEVKOKVTTAPWOT HeTd TNV Evapén tng Bepamneiog, mpénet va yopnyndel vopo&vovpia. H vdpo&vovpia
TPEMEL VAL GUVEYIGTEL € Lo, 0ed0UEVN dOGT Y1 VoL SLOTNPNGEL TOV aplOpd TV AEVKOKLTTAPMOV

<10 x 10%/ul kot akorovOmg vo. LelOEi oTASIAKG.

[Tivakag 1 Zvotaon ya évapén g vépolvovpiog

WBC Yépo&vovpia
10-50 x 10°/pl 500 mg téc0epic POPES TNV NUEPA
>50 x 10%/ul 1.000 mg téc0ep1g popég TV nuépa

AVAnTuEn Je0TEPOV TPMTOYEVAOV KOKONBELDV
To dpaoctikd cvototikd Tov TRISENOX, tpro&eidio tov apoevikov, gival £va, KapKivoyovo yio Tov
avBpomo. [TapakoArovbeite Tovg acbeveic Yo TV avATTLEN OEVTEPMY TPMOTOYEVMV KOKONOEIDV.

Eyxepoaiondfeia

[lepumtmoeig eykeparonadeiag avapépdnikay pe ™ Beponeio pe TpLo&eido Tov 0PGEVIKOV.
Eykepaiomddeio tov Wernicke petd and Oepaneia pie Tpro&eidio tov apcsevikov avagépbnke o
acBeveic pe avemapkela g Prrapiving B1. O acBeveic mov diatpéyovv kivovvo avendpkelag Bl Oa
TPETEL VAL TAPOKOAOLOOVVTAL GTEVA Y10 OTEID KO CUUTTOUOTO EYKEPAAOTAOENG LETA TNV Evapén
Tpro&etdiov Tov apoevikov. OPIoUEVES TEPIMTMOGELG TAPOVGIOGOV AVAKOLYT LE TN XOPNYNOoN
coumAnpopdtov Brrapivne Bl.

"Exd0y0 ue yvootn 6pdocn
AvT6 T0 QUPUAKEVTIKO TPOTOV TEPLEYEL AydTEPO 0td 1 mmol vatpiov (23 mg) avd d6omn, eivar avtod
7oV ovopalovpe «ehevbepo vatpiovy.

4.5 AlMiemopdosic pe Ghio QUPRIUKEVTIKA TPOIOVTA KO GAAeg popPEic ahiniemiopaong

Agv &yovv d1e€oyOel emionpeg a&10A0YNGEIC POPUAKOKIVITIKOV 0AANAETIOpdce®mV PeETaED TOV
TRISENOX kot GAA®V OepameLTIK®V POPUOKEVTIKOV TPOIOVIMV.

Dapuoxevtikd Tpoidva mTov givar yvootd 0Tt mpokarovv mapdtacn tov dwwotipatoc QT/QTc,
VTOKOAMOLLLIO 1] VTTOLLOY VI GLOLULIOL

H napdrtaon QT/QTc avoauéveror kKatd tn didpkela e Oepameiog e Tpro&eidlo Tov apceEVIKOD, EVD
&xovv avagepOel TEPIMTMOGEIC TOADUOPPNG KOIAMOKNG TAXVKAPIIAG Kot Kapdlakol amokAeicuon. Ot
aocBeveic mov vroPaArlovtal o Oepameia, 1| Exovv voPAndei oe Bepaneia, Le PUPUOKEVTIKA TPOIOVTQ
OV TPOKOAAOVV VITOKAALNLLLIC 1] VITOUAYVN GO0, OTTMG SLOVPNTIKA 1) appoTePiKivny B, evdéyetatl va
STPEYOLV UEYOADTEPO KIVOLVO Y10, EKONAWMGCT) TOADLOPPNG KOIALOKNG TOYLKAPOING. ZVVICTHTOL
npocoyn o mepintwon wov To TRISENOX yopnyeitarl 6€ cuvoLaGHO e GALO QOPUOKEVTIKA
TPOTOVTA TOV TPOKAAOVY apdTacT dtactipatog QT/QTc donmg pakpoiides, avinyuymoikd
Berop1dalivne, N PUPUAKEVTIKE TPOIOVTA TOL TPOKAAOVY VITOKUALNLLIO 1] VITOUAYVICLOLLLICL.
[Ipdcbetec TANpOPOPieg GYETIKA LLE TOVG PAPUAKEVTIKOVS TOPAYOVTES TAPATOOTG TOV SIOGTHUATOG
QT, napéyovtar otnv Tapdypoapo 4.4.

DappokenTiKd Tpoidva oL gival YVOoTo OTL TPOKAAOVY NTUTOTOEIKES EMOPAGELS

Evdéyetar va eppaviotouy NTatotoéiké emOpAcels katd tn didpketn tng Oepomeiog pe tpro&eidio Tov
apoEVIKOV, cuvioTatal Tpocoyn 60tav 1o TRISENOX cuyyoprnysitat pe dAAo @oproKeLTIKE TPOoioVTL
7oV gival Yvooto 0Tt Tpokalobv nrototolikég emdpdoelc (PA. mapdypago 4.4 ko 4.8).




AMAO aVTIAEL Y OULKOL QOO ULOKEVTIKG TPOTOVTA
Agv yvopilovue v enidpacn tov TRISENOX 6c0ov apopd TV 0moTeAeGHATIKOTNTO GAADY
OVTIAELYOUUIKOV QOPUAKEVTIKMY TPOTOVTOV.

4.6 Tovipétnra, kKONon ko yorovyio

AVTIGOAAMYN G€ AVIPES KOl YUVOIKES
O1 yuvaikeg o€ ovamopoymyKn NAKio Kot 01 GvOpPEg TPEMEL VO, YPTCLULOTOLOVV ATOTEAEGLLOTIKY
avTIGVAAN YT KaTd T ddpketa g Oepameiog pe TRISENOX.

Kinon

Meléteg oe {da £0e1&av OTL TO TPLOEEIdLO TOL apcevikoD lval epPpvoToikd Kat tepatoyovo (PAEne
Tapdypo@o 5.3). Aev &xovv dieEayOel peréteg oe &ykveg yovaikeg mov ypnotponoody TRISENOX.
Edv 1o Tapdv poapprakentikd Tpoidv ypnoHomTolEiTOl KOTA TN SIUPKELN TNG EYKVUOGUVNG N €6V M)
aoBevic Bpebel o€ KatdoTaon EYKLUOGUVNG KATA TN SLAPKEL AYNG TOL QOPUAKOV, TPETEL VO
evnuepmbel yuo tic mbavég PraPepéc cvvéneieg oto EuPpvo.

Oniaoudg
To apoevikd anekkpivetal 6to avOpdmivo yaAa. o To Adyo 6T vadpyel TOavoOTTO GOPapdv

avemBountaov evepyeidv Aoyo tov TRISENOX cg Bpéon kot modid mov Oniaovv, o Oniacpog
TPEMEL VaL OLOKOTTETOL TTPLY TNV EVapEN KoL KOTA T O1EPKELD TG YOPNYNONS TOL PUPLAKOV.

Tovoma
Agv &povv de€oyOel kKhvikég 1 pn-kKAvikég peréteg yovipotntog pe to TRISENOX.

4.7 Emodpacels 6Ny IKavoTnTo 001Y1N61NS KUl YEIPIGROD UNYOVI|LETOV

To TRISENOX d¢gv &yel kapio 1 (€l aoNUAVTN EXIOPOCT] OTIV IKAVOTNTO 0O YNONG KUl EPIGUOV
UNYOVULATOV.

4.8 AvemOovunteg evépyereg

[epiAnyn Tov Tpoeil acedielag

e KAMVIKEG SOKIEG, TapatnpnOnKay oyxeTilopeveg avembounteg evépyeieg Pabuov 3 kot 4 (Bdoet Tov
Zuvifov Kpunpilov To&ikdttag) o€ mocootd 37% tov acbevav pe vrotpomalovsa/duciotn APL.
O1 710 GVYVE OVOPEPOIEVEG NTOV VITEPYAVKALLIN, DTOKOALNLLIO, OVOETEPOTTEVIQ KOl LENUEVN aAavivn
apwotpavopepdon (ALT). H Agvkoxvttdpwon ekdnidbnke oe 50% tv acbevov pe
vrotpomidiovso/dvuciatn APL, 6nmg tpoékvye mepiocdtepo pe Paon OaTOAOYIKES 0ELOAOYNOELS.

Ot coPapég avemBounteg evépyeteg nrav cuyvég (1-10%) Kot Oyt Un avoueEVOUEVEC GTNV TTEPITTMOOT)
Mg LROTPOTALOVGaC/duainTng VOGoL. AVTEG 01 GoPapég avemBOUNTEG EVEPYEIEG TOL AMOJIOOVTOL GTO
TPLo&EIS10 TOV apceVIKoD cuumepteAdpufavay 1o cuvopouo dtapoporoinong APL (3),
Aevkokvttapwon (3), mapatetapévo daotuo QT (4, 1 pe kotdakn tayvkapdia diknv puridiov),
KOATIIKY] LOPLOPLYT /KOATIKO TTTepuYIopo (1), veepylvkopio (2) kot dtpopeg dAreg coPapéc
avemBounteg evépyeleg mov oyetilovral pe apoppayio, AomEels, Tdvo, didppota, vauTia.

e YEVIKEG YPOUUES, Ol OVETIBOUNTEG EVEPYELEG TTOL OPEIAOVTAY 6T Bepaneio onueiwoay oTadIOK)
peimon, og acBeveic pe vrotpomidlovoa/dvuciatn APL evdeyopuévaoc Aoy g Pedtioong g
ddwasiog tng vrokeipevng vooov. Ot acbeveig mapovoiacav avoyn ot Bepancio otepeonoinong
Kol GUVTAPNONG Me YaunAdTepn Toéikdtnta o€ oyéon pe ) Oepameio emaymync. Avtd mbavov
OPEIAETAL GTI] GUYYVOT] TOV AVETIOOUNTOV EVEPYELDV OO TN U1 ELEYYXOUEVT dladtKaGio TNG VOGOL GE
TPOLO 6TAS0 KOTA TN dtdpkeLla TG Bepameiog, Kot TV avapifunTmv cLVOKOAOVO®MY PUPLOKEVTIKOV
TPOIOVTMOV TOV OTALTOVVTOL Y10l TOV EAEYYO TOV GLUTTOUAT®V KOl TNG VOGTPOTNTOC.

g 1o TOAVKEVTPIKT SOKIUN U1 KAT@TEPOTNTAG PAoTg 3, Tov cvykpve to all-trans-petivoikd o0&y
(ATRA) ovv ynuetoBepaneio pe 10 ATRA ouv tp1o&eidio Tov apoevikod o€ veodlayvmoBEvTeg
aocBeveig pe yapnrot €mg evdiduecov kvdvvov APL (Merétn APL0406, BA. emiong mapdypago 5.1),



cofapéc avemBounteg evépyeteg oupmepthapPavopévng nratotoéikdtrag, Opopponeviag,
ovdetepomeviog kol Tapdtaons Tov dtuotripatog QTc mapartnpnnkov o acbeveig mov vrofAnOMKaY
o€ Bepamneia pe Tp1o&eidilo Tov apceVIKOD.

Kotdhoyog avemBiunt@v evepyeudv 6€ Hopo1| Tivaka

O1 axoAovBeg avemBduntec evépyeteg Exovv avapepel otn pedét APL0406 o veodayvooévteg
aofeveic kot o€ KMVIKEG OOKIUEG KA/ 0T TNV EURELPia LETA TNV KUKAOQOPio TOV TPOIOVTOG O
acBeveic pe vrotpomidlovoso/duciatn APL. Ot avemBounteg evépyeleg avapépovtol oTov mivaka 2
TOPAKATO OC TPOTIRLOUEVOG Opog Katd MedDRA avd tdén opyavikoh GUGTANOTOS KoL GLYVOTNTESG
7ov mapotnpnOnKay kotd T didpketo KAvikdv dokipumv TRISENOX cg 52 acBeveig pe
enipovo/vmotpomialwv APL. Ot cuyvotnteg opifovtor og: (mold cuyvég >1/10), (cvyvég >1/100 €mg
<1/10), (61 ovyvég >1/1.000 émg <1/100), pun yvootég (dev pmopovv va ektiunBovv pe Bdon ta
dwabéotpa dedopéva).

e KG0e opada cuyvoTNTOC, Ol avemBuuNTES evEpPYeLe Tapovatdlovtal katd oelpd pbivovcag
coPapotntag.

ITivaxag 2
‘O)ot o1 BaBpoi BaOpoi >3

AOPAEELS KOL TAPUCITOCELS
"Epnng Cootipag YoyvEC Mn yvootég
Inyopia Mn yvootég Mn yvootég
[Tvevpovia Mn yvootég Mn yvootég
AWTopoyES TOV CLHOTOUTIKOV KOl TOV AEPPLKOD GVGTINOTOS
Eumopetn ovdetepomevia 2uyvEC 2uyvEc
AgVUKOKVLTTAP®ON 2oyvEc Xoyveéc
Ovdeteponevia YuyvEC Xuyveég
[MavkvtTapomevia 2uyvEg Yuyveég
®poppomevia 2oyvEC Xoyveéc
Avoio Xuyveéc Mn yvootég
Agvkonevia Mn yvootég Mn yvootég
Agpopornevia Mn yvootég Mn yvootég
Awtoapayéc Tov petoforopov Kol tne Opséyng
Yrepylokaipio [ToAd cuyvéc [ToAd cuyvég
Ymoxohtonpio IToAb cuyvég IToAb cuyvéc
Ymopayvnolonpio [ToAb cuyvéc XoyvEC
Yrepvarpropio Xoyvéc Xoyvéc
Keto&émon Yuyvég Yuyvég
Yneppoyvnolopio 2uyvEC Mn yvootég
Aouddtoon Mn yvootég Mn yvootég
Koataxpdtnon vypav Mn yvootég Mn yvootég
Yoyrotpikég droTapayésg
2VYYVTIKY KOTAGTOON Mn yvootég Mn yvootég
AWTopay£S TOV VELPIKOD GLCTNATOG
[MopaicOncio [ToAb cuyvéc Xoyveéc
Z6An [ToAd cuyvég Mn yvootég
Kepoaiodyio [ToAd cuyvég Mn yvootég
2TOGHOC 2oyvEC Mn yvooTtég
Eykeporomadela, Eykepaionddeio Tov M YVoOoTE M YYooTE
Wernicke v 5 v 5
O@0arkég Swotapayés
‘Opacn Bapmn Xuyvég Mn yvootég
Kopowkéc owatapayéc
Toyvxapdia [ToAb cuyvéc 2oyvEC
[Mepkapdrokn cuAloyn 2uyvEC XoyvEC




‘O)ot o1 BaBpoi BaOpoi >3

Kot\akég EkTaKTeG GLGTOAEC Xuyvég Mn yvootég
Kopdiakn averdpieio Mn yvootég Mn yvootég
Kothaxn toyvkapdio Mn yvootéc Mn yvootéc
Ayyelokéc owatapayés

Ayyeiitida 2UyVEC 2oyveEg
Ymotoon 2OyVEC Mn yvootég
AWTopayES TOV AVETVEVGTIKOD GUGTIHATOS, TOV ODPUKE KL TOV
pEG00®PAKIOV

2HvOpoLo 610popoToincng [ToAb cuyvéc [ToAb cuyvéc
AvYonvola [ToAd cuyvéc 2oyvEC
Yno&ia Yuyvég Yuyvég
YrelmKoTikn cuALOYY 2oyvEC Xoyveéc
[TAevprrikdg moVOg YoyvEC XoyvEC
Koyehdwn apoppayio mvedpova 2uyvég XuyvEg
[Tvevpovitida Mn yvootég Mn yvootég
AWTopayES TOV YOOTPEVTEPLKOD

Aldppora [ToAd cuyvéc 2uyVvEC
"Epetog [ToAb cuyvéc Mn yvootég
Noavrtio [ToAd cuyvéc Mn yvootég
Kot\axo diyoc Xuyvég Yuyvég
AWTopayés TOV OEPRATOS KAl TOV VTOOOPLOV LGTOV

Kvnopog [ToAd cuyvéc Mn yvootég
E&avOnpa [ToAd cuyvéc Mn yvootég
EpvOnua Suyvég Yuyvég
Oidnua TPOoHTOLV XuyvEc Mn yvootég

AWTapay£S TOV HVOGKEAETIKOV GUGTILATOS KL TOV GUVOETIKOD 16TOV

Muadyio [ToAd cuyvéc XoyvEC
ApBparyia Yuyvég Yuyvég
Ootikdc THvog Xuyvéc 2uyvég
AWTOPUYES TOV VEQPAV KUl TOV 0VPOPOP@OV 00DV

Ne@pikn avemdpKeLo Xuyvég Mn yvootég
Ievikéc dwarapayés ko Ta06EIS TS 0000 YOPNYNONS

[Mupe&ia [ToAd cuyvéc 2oyvEC
Alyog [ToAd cuyvéc XoyvEC
Konwon [ToAd cuyvéc Mn yvootég
Oionpa [ToAv ouyvéc Mn yvootég
Owpakikd dAyog 2oyvEC 2oyvEC
Piyn 2UyVEC Mn yvooTtég
Hoapaxivikés eEetdosig

Apvotpavoeeepdion g aAavivng , . .
avEnuévn [ToAd cuyvéc 2oyvEC
AGTOPTIKY QUIVOTPOVGPEPAOT , . .
avEnuévn [ToAd cuyvéc Suyvég
HXSK‘CpOKOL,p&OYpOL(pT]u(X, dwwotnua QT TToks cugvéc Suyvéc
TOPATETAUEVO

YrepyolepvOpvorpio 2oyvEC 2oyvEC
Kpeatwvivn aipatog avénuévn YuyvEg Mn yvootég
Zopatikd Bapog avénuévo Yuyvég Mn yvootég
Iappo-yhovtapvitpaveeepdon Mn yvootég* Mn yvootéc*
ovénpévn*

*Sn uerétn CALGB C9710, avopépOnray 2 mepiotatina avénong e y-GT fabuod >3 ae ovvolo 200
ao0evav wov Aaufavoy korlovg arepeomoinons TRISENOX (kdxdog I kou koklog 2) évavt kavevog oto

OKELOG EAEYYOD.
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Tleprypagn emheypévav avemtountmv eVEPYEIHOV

20vépouo diapopomoinons

Koatd ™ yopiynon tov TRISENOX, 14 and tovg 52 acBeveic otig puerétec APL oto mhaicto g
VROTPOTIALOVGOC VOGO TOPOVGINGV VA 1) TEPLGGOTEPH CUUTTAOUATO GLVOPOLOV SLAPOPOTOINGNC
APL pe ta €€1g YopaKkINPIoTIKA: TUPETOC, dVGTVOLN, avENGN BAPOVG, TVELHOVIKEG dNONGELS Kot
Vel OKOTIKEG 1] TEPIKAPILAKEG EKYVOELS, e 1 Olymg Aevkokvuttdpmon (BA. Tapdypago 4.4.). Eikoot
entd acbeveic Enacyay omd Aevkokvttdpoon (WBC > 10 x 10°/ul) katd ™y emaywyh, 4 amd tovg
omoiovg onueionoay Tiuég mive amd 100.000/ul. O apBuog avapopdg Aevkokvttdpwv (WBC) dev
oyetileTon pe TNV ovATTLEN AEVKOKVTTAP®ONG KOTA TN HEAETT, VO dgV TV TOGO LYNAOS KATA T
Oepamneio oTEPEOTOINGNC OGO KOTA TNV ETAYWOYT). XTIG LEAETEG QVTEG, 1) AEVKOKVTTAP®OOT| OEV
avTETOTIoONKE te YNUelofepamevTIKA OPUOKEVTIKA TPoTdvTa. Tao paprakevTIKd TPOidVTA TOV
YPTOULOTOIOVVTOL YO TN LEIMON TOL OPLOOD TOV AEVKOKVTTAP®V GLYVA VITEPPAIVOVV TIG TIES
To&IKOTNTOG TTOV GYETICOVTOL [LE TNV AEVKOKVTTAP®OGT), KOS Kapio LEBodoc mposéyyiong dev Exet
amodelyDel amoteleopatikn. ‘Evag acbevig mov vrofoirotav oe Oepaneio e 1o TpdypaLo
TOPTYOPNTIKNG YPpNoNG TEOAVE amd £YKEPOAMKO ELPPAYLLO TTOV TPOKATONKE Ad AEVKOKVTTAP®OT,
oKoAoVOmVTOG TN Bepomeia e YMILEOOEPATEVTIKA QAPLOKEVTIKA TPOTOVTA Yid TN Lelmor Tov aplfpon
WBC. H cuvictdpevn mpocéyyion eival n Tapotipnon TpoyLaToToIdVToS HOVO ETIAEKTIKY

mapéuPoon.

To mocootd BvynodTToC 68 ORAda HEAETOV GTO TANIGIO TG VTOTPOTLALOVGOC VOGOV OGOV OPOPd.
v opoppayia wov oyetiletan pe didyvtn evoayyeiaxn tén (DIC) tav mToAd vynio (>10%), kot
GUUPOVOVCE € TO TOGOGTO TPOIUNG BvnodTnTag ToL avaPePOTaY ot PifAloypapia.

e veoduyvachévieg aoheveic pe youniot émg evolduecov kivdvvov APL, chvdpopo dtapopomoinong
napatnpnnke oto 19% cvuneprlapfovouévav 5 cofapmdv TEPIGTUTIKMV.

AT ™ LETEYKPITIKN EUTELPT TOV TPOTIOVTOG, £V GUVOPOUO SLAPOPOTOINGNGE, OTMS TO GLVOPOLO
peTIVOTKOD 0&€0G, £xel emiong avapepbel yia T Bepaneio AAA®V kKakonbeimv extdg Tov APL pe to
TRISENOX.

Hopdraon tov dwetiuaroc QT

To tpro&eidio Tov apoevikov pmopel vo Tpokarécel Tapdtacn Tov dtuotnpatog QT (BA.

mapaypaeo 4.4). H napdtaon QT umopel va 0dnynoet o€ Kothokn appuduio torov moAvpopene KT,
N omoio umopei va amofei popaia. O kivouvog TG TOADLOPPNG KOIAOKNG ToLKapdiog oyetileTat pe
70 Babuod mapdtacng QT, tn cuvakdAoVON YOPNYNOT PAPUIKEVTIKAV TPOIOVIMY TOV TOPOTEIVOVV TO
dtotnpa QT, 10 16ToPIKO TOADLOPENG KOTMOKTG TOXVKAPIING, TPOVTAPYOVGO TOPATACT
dwomuatog QT, copEopNTIKY KOPIIOKT OVETAPKELD, YOPTYNCT SL0VPNTIKAOV Y10 TNV 0T0BOAT TOL
KaAiov, 1 GALeG cLUVONKEG TOL TPOKAAOVY LITOKOALNLUIC 1) VTopayvnolatpio. Mio acBevig (n onoia
vroPaAlotay g cuvakorovOn Bepaneio Le TOAAATAL POPUOKEVTIKA TPOIOVTA,
GUUTEPIAOUPAVOLEVIC TG AUPOTEPIKIVIG B) Topovsinoe ooV UTT®UOTIKY TOADIOPOT KOIALOKN
TayvKopdia katd tn didpkela Oepaneiog enaymyng e Tplo&eidio Tov apceviKod AOY® LTOTPOTNG TOL
ouvdpopov APL. Zuvéyioe T Bepancio otepeomoinong ywpig meportépm evodeitelg mapdtaong QT.

e veoduyvachévteg acheveic pe youniov émg evolauecov kivdvvov APL, mapdtacn tov QTc
mapatnpnOnke oto 15,6%. e évav acbevi 1 Bepancio emaywyng teppotiotnre Ady® cofapng
mapdToong Tov dtwotnuatog QTe Kot avopaAdV TmV NAEKTPOAVTGV Katd trv nuépa 3.

LHepipepixn vevporabeio,

H meprpepucny vevpordbeta, n omoia yapoktnpiletar and tapoaicncio/dvcatcbnaia, eivar cuviong kot
OPKETA YVOGTN EMIOPUOT) TOL TEPIPAALOVTIKOV apoeVIKov. Movo 2 acbeveig e
vrotponidlovca/duciotn APL diékoyav ) Oepaneio o€ apyikd oTdd1o AMOy® avtg Tng avemBdung
gvépyelog Kat £vag ouvéyLoe T Aqyn tpocbetng mocomrag TRISENOX coppmva pe dtadoyiko
TPTOKOAL0. To capdvta téooepa 1O EKATO TV 0oBevmv e vrotpomdlovca/dvciatn APL
TOPOVGINGE CLUTTMUOTO TOV Uopel va, oxetilovtay pe tn vevpondbela. Ta nepiocdtepa NTOV
EAPPLAG £MC NTLOG LOPPTG KOL HTAY OvVAoTPEYLUE e TNV Ttowon TG Bepaneiog pe TRISENOX.
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Hrozrotolikotnra (Bobuod 3-4)

e veoduyvachéviec aobeveic pe yopniot émg evoiduecov kivduvov APL 63,2% avértu&av

Babuov 3 1 4 nratotoéikéc emdpdoels katd tn didpkela TG Oepomeiog Enay®yng 1 oTeEPEOTOINONG LUE
TRISENOX oc¢ cuvovacud pe ATRA. Qot1660, o1 ToE1KEG emdpdoslg emAVONKAY LE TV TPOCHPIVY
dwakomn gite tov TRISENOX, gite tov ATRA 1 kou toov 600 (PA. mapdypoeo 4.4).

Awozoloyixn kot yootpevrepikl] 1ol1koOTHTO!

e veoduyvachiviec aobeveic pe youniot Emg evolduecov kivdvvov APL, eppavictke

Yoo TpeVTEPIKT TOEIKOTNTA, Babuod 3-4 ovdeteponevia kKot Babpov 3 1 4 Opopponevia, ®GTOCGO ALTEG
ntav Katd 2,2 popég Aydtepo cuyvéc o acbeveig mov Elafav Bepaneio pe TRISENOX oe cuvévaouod
e ATRA og o0ykpion pe acBeveig mov Erapav Bepaneia pe ATRA + ynuetoBepameia.

Avooopd mThavorloyouUEVEV AVETIOVUNTOV EVEQPYELDV

H avoaeopd mBovoroyodpevmv avemiBounT®y evepyelmy HeTd amd T XopnyN o Adelg KukAopopiog
TOV QOPUAKEVTIKOV TPO1dVTOog elvar onpovtikn. Emitpénet ) cuveyn mapakolovdnon e oyEong
0PEALOVG-KIVOVVOV TOV POPUIKEVLTIKOD TPOIOVTOC. ZNTEital 0md TOVG EXOYYEANATIEG VYELNG VOl
AVOPEPOVY 0TTOLEGONTOTE THAVOLOYOVLLEVES OVETIBVUNTEG EVEPYELEG LECH TOV £BVIKOD GUGTNHLOTOG
ovapopdg tov avaypdeetot oto [Hopdptua V.

4.9 Ynegpoocoroyia

Y& TEPINTOOT TOV TUPOVGLUGTOVY GUUTTMOUOTH EVOEIKTIKA GoPapng o&eilag apoevikng To&kdtTnTag
(m.y. omacpol, poikn advvapio Kot GUuyyVoT), TPEREL Vo, dlakomel apécwg 1 yoprynor tov TRISENOX
Ko va eE€TaOTEL TO gvOEYOIEVO YNAKNG Bepameiag e Yopnynon TeVIKIALoUivig og nuepnota do6om <1
g nuepnoing. H didpkela tng Oepoameiog pe mevikilhapivn mpénet vo agloloyeitan Aopufavovog vwoyn
TIG EPYAOTNPLUKES TIES TOV OPCEVIKOL 6Ta 0Vpa. [ Tovg aobeveic 6Tovg omoiovg dev eival duvathi M
YOPNYNON POPLAKEVTIKOD TPOTIOVTOG OO TOL GTOUATOG, Umopel va eEeTaoTel TO EvOEXOEVO
yopynong diuepkampoAng o€ 0601 3 mg/kg evdopvikd Kabe 4 dpeg, £mg GTOV VIOYWPNCEL
omotladnmote ToEIKOTNTA amelel apeca tn {on Tov acbevoic. Xtn cuvéyela, uTopel va okoAovOnoet
Oepameia pe mevikidhapivn o nuepnote 60omn <1 g nuepnoing. Av TapovclacTel Stotapoyn otV
EN TOL CiATOC, CUVICTATOL 1] YOPTYNOT OO TO GTOWM TOV ¥NAKoV Tapdyovta Dimercaptosuccinic
Acid Succimer (DCI) 10 mg/kg 1 350 mg/m” k60e 8 dpec yio 5 NuEPES KoL 6T GuVEKELD KaOs 12
opeg yuo 2 efdopdoeg. o toug acheveic pe coPfapn, o&ela viepdocoroyia apoeviKoD, TPETEL VAL
eketaotel 10 evdgyouevo apokdBapone.

5. DOAPMAKOAOTI'IKEY IAIOTHTEZ
51 ®@oppokodvvopIKES 1O10TNTES
Dopuokobepamevtiky katnyopio: AALot veomlaopotikol Tapdyovtes, kmotkdg ATC: LO1XX27

Mnyoviopnoc dpdonc

O unyaviouog dpdong tov TRISENOX dev givar ardivta katavontog. To tplo&eidto Tov apoevikon
TPOKOAEL in Vitro LOPPOAOYIKES HETOPOAES Kot TOALUEPIOUO TOV HE0&EVPIPOVOLKAETVIKOD 0&£E0G
(DNA), yopaxTnpioTiKad amOnTOong TMV ovVOpOTIVOV KUTTAP®OV TPOUVEAOKVTTAPIKNG AEVYOIOG
NB4. To 1p10&eidio Tov apoeviKov TPOKAAEL EMIONG KUTAGTPOPT| 1] SIACTACT] TNG AP TPOTEIVNG
PML/RAR oc0vtnéng.

KAk omoteAeooTKOTNTO KOl 0 QAAELQ,

Neodiayvawabéviec aoleveic e un vyniod krvodvov APL

To TRISENOX éyet diepevvnOei oe 77 veodiayvoobévteg acbeveig pe yaunAov £mg voldpeGoL
Kwvdovov APL, o€ ua eleyyOpevn, Toyalomotnuévn KAk peAétn un kototepotntog ®dong 3 mov
GUYKPIVE TNV amoTEAEGHOTIKOTNTA Kol ac@dielo, Tov TRISENOX og cuvdvooud pe
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all-trans-petivoikd o&p (ATRA) pe ekeiveg tov ATRA+ynpe00epaneio (w.y. Wapovfikivn Ko
pito&avtpovn) (Meién APL0406). Zvurepiinednkav acBeveic pe veodiayvocbeica APL mov
emPePorddnke anod v mapovsio t(15, 17) 1 PML-RARa pécw RT-PCR 1 pikpo-otiKtig

(micro speckled) mupnvikng katavoung PML ota Aevyoupkd kotropa. Aev vrdpyovv dabéoipa
dedopéva yio aobeveic e petabéoelc mapariayng ommg t(11, 17) (PLZF/RARa). AcBeveic pe
onuavtiké appubuiec, avouaiieg tov HKI (cuyyevég civdpopo pokpod QT, i1otopikd 1 mapovacio
KOWAMOKNG 1] KOATIIKTG Tayvoppubpiog, KAvikd onpavtiky Bpadvkapdio oe avamavon (<50 maAipoi avd
Aent0), QTc >450 msec oo HKI™ mpocupntopaticod eAéyyov, amokAelopod de&1o0 okéAovg Guv
aptotepd TPOGH10 NUOTOKAEIGUO, IOEGIKO OTOKAEIGHO) 1| VEVPOTADELN OTOKAEIGTNKOV OO TN
perérn. O acbeveig oy opdda Oepaneiog ATRA+ TRISENOX éhapav and otopatog ATRA ota
45 mg/m” nuepnoing kon IV TRISENOX ota 0,15 mg/kg nuepnoiog péypt nv CR. Katé ™ Siépketo
g otepeonoinong, to ATRA yopnynnke oty id1a 660m yia tep1ddovg 2 €BOOUAd®V VIO aymYN Kot
2 efdopad®V EKTOC 0y®yNg Yia £va cuvoro 7 kOKAwV, kot to TRISENOX yopnynonke oty id1a d6om
5 nuépeg v efoopdda, 4 efdopdadec vo aywyn Kot 4 efdouddeg KTOG aymYNG, Yot £vVo. GOVOAO

4 KoKhwv. Ot acBeveic oty opdda Bepameiog ATRA+yue00epansio Erafav IV 1dapovPikivn ota
12 mg/m? xotd 11¢ Nuépeg 2, 4, 6 kar 8 kot and otopatoc ATRA oto 45 mg/m? nuepnoing péypt v
CR. Kot ) d1dpketo. TG 6Tepeomoinong, ot acdeveic édapav 1dapovPikivy oto 5 mg/m? katd T1g
nuépeg 1 g 4 kar ATRA ota 45 mg/m? nuepnoiog yia 15 nuépec, ot cuvéyewa IV pro&avipovn
ota 10 mg/m? kotd Tig nuépeg 1 €mg 5 kot ATRA Eavé ota 45 mg/m? nuepnoing yio 15 nuépeg, Kot
TéMog pia pdmad d6omn WapovPikivic oto 12 mg/m? kar ATRA ota 45 mg/m? nuepnoiog yio

15 nuépeg. Kabe xoxrog otepeomoinong dpyle oTNV aLOTOAOYIKN AVAKALYT OO TOV TPOTYOVLEVO
KOKAO 0pLlOHEVN (OC OmOAVTOC 0ptOdS ovdeTEPdPAV >1,5%10%/1 kon cuprometdhia >100x10%/1. Ot
aoBeveic otnv opdda Bepomeiog ATRA+ynueobepameio eniong Erapav Oepameio cuvtipnong yio £
2 xpoVLaL, ATOTELOVUEVY amd 6-pepKamTomovpivn oto 50 mg/m? nuepnoing, evéopviky pedotpeédm
ota 15 mg/m? eBdopadaing, kar ATRA oto 45 mg/m* nuepnoiog yu 15 nuépec kae 3 pvec.

Ta Pacucd amoTEAEGLOTO ATOTELECUATIKOTNTO cuVOoyilovTal oTov Tivaka 3 TopuKATo:

[Mivakag 3
Telko onpeio ATRA + ATRA + Avdotypo Twyn P
TRISENOX | ynuewoOgponeio | gpmotocivig
m=177) n=179) ((®1)]
[%] [%o]
p<0,001
o .
2-eviic emPioon 95% CI’yux ™ | Yo un KototepoTnTa
, dwpopa, 2-22
glevbepn 97 86 , _
. TOGOOTINIEG p=20,02
ovpPapdatwv (EFS) . ,
LoVEdeS Y10 OVOTEPOTNTA TOV
ATRA+TRISENOX
Aatoroykn
TANPNG VPEST 100 95 p=0,12
(HCR)
2-£T1C GLVOAIKT) -
emPioon (OS) 9 o1 p=002
2-e1¢ emPioon
glevbepn vocov 97 90 p=0,11
(DFS)
2-£11G COPEVTIKN
EMMTOGCT VIOTPOMNG 1 6 p=0,24
(CIR)

APL = o&gela mpopwerokvtrapiki Aevyoupio, ATRA = all-trans-petvoikd o0
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Yrotpomalovoo/dvaiotn APL

H 6pdon tov TRISENOX e&etdotnke o€ 52 acbeveig pe APL, mov vrofdilovtav og Bepomeia pe
avOpakvkAivn Kot pETIVOELON, GE dVO AVOIKTHG EMICTLLOVOTG, EVOG OKEAOVG, LT GUYKPITIKES LEAETEC.
[podkertan yro pro KAk epevvnTikn peAéTn eviaiov k€vipov (n=12) Kot pio TOAVKEVTPIKY] HEAET
evvéa poudtomv (n=40). Ot acbeveig oty mpd peAétn ElaPav péon d6omn 0,16 mg/kg/muepnoing
TRISENOX (peta&p 0,06 émg 0,20 mg/kg/muepnoimng) kat ot acbeveic mTov cuppeteiyay oty
TOAVKEVTPIKT] pHeEAETN EdaPav kaBopiopévn doon 0,15 mg/kg/Mmuepnoing. To TRISENOX
yopnyovvtay evéopreBing Yo 1 émg 2 dpeg £m¢ 6TOL edpalwbel 1 OTOLGIN TOV AEVYUUIKOV
KUTTAP®V 0td TOV HVEAD TV 06TMOV, UEca o€ dtdatnuo 60 nuepmv. Ot acbeveic Tov Tapovciacay
AN PN Veeon axorovBnoav Bepaneio otepeomoinong pe TRISENOX Aapfavovtag 25 mpdcheteg
docelg yuo ddotnua 5 efoopddwv. H évapén g Bepanciog otepeonoinong mpaypatorodnke 6
eBoopadeg (Letald 3-8) petd v emaywyn otn LEAETN eviaiov KEVTPOL kot 4 efdopadeg (Letaly 3-6)
o1V moAvKeVTPIKN peAétn. H minpng vmoydpnon tov cvuntopdtov (CR) opiotke and v amovcio
0pUTMV AEVYOUUKOV KUTTAPWOV GTOV HVEAD TV 0GTMV KOl TEPLPEPTKT] OMOKATACTACT TOV
OLUOTETOAIMV KoL TV AEVKOKLTTAPMV.

Ot acBeveic Tov cuppeteiyay ot HEAETN eviaiov KEVIPOL TAPOVGIAGHY VITOTPOTN UETE amd 1-6
Tpoypappata Tpw TN Bepaneio Kot ekdNA®ONKE VTOGTPOPY| TNG VOoOoV ot 2 aobeveic HeTd amod
petapooyevon Practikdv Kuttdpov. Ot acBeveic OV GUUUETELOV GTNV TOAVKEVTPIKT UEAETN
TOPOLGIAGaY VITOTPOTN HETH and 1-4 mpoypaupata mtpy tn Bepaneio Kot ekdNA®ONKE LTOGTPOPT] TNG
vOoov og 5 aoBeveig HeTA amd peTapoOoyevon PAACTIKOV kuttdpov. H péon nlikia otn pedétn
gviaiov Kévtpov Ntav 33 etdv (Letald 9 €mg 75). v TOAVKEVTPIKT HeAETN, N péomn nAkia nTav 40
1oV (netald 5 €wg 73).

Ta amotedéopota svvoyilovial otov akdAovBo Tivaka 4.

ITivaxoc 4
Aoxy gviaiov kévrpov | Iloivkevrpiki) doxipn

N=12 N=40
Abdon 0,16 (0,06 —0,20) 0,15
TRISENOX, mg/kg/muepnoing
(uéon, KAMpoka)
ITAnpng voeon 11 (92%) 34 (85%)
Xpovog £mg TNV VOO PG| GTOV 32 nuépeg 35 nuépeg
RVELD TOV 06TAOV (LEG0G)
Xpovog £émg Tnv CR (péooc) 54 nuépeg 59 nuépeg
Empioon 18 pnvav 67% 66%

H perétn eviaiov kévrpov mepierdupave 2 mordiarpikovg acbeveic (<18 etcdv), 6ToVg 0T0ioVE
gmtevynie mAnpng vroydpnon Tev coprtopdtov (CR). H molvkevipikn dokiun mepleddpfove 5
modlaTpikovg acbeveic (<18 etdv), o€ 3 amd Tovg 0moiovg EMTEVYONKE TAPNG VIOYDOPTON TOV
ocvuntopdtov (CR). Xt Oepaneia dev vrofAndnkay modid kdTtm TV 5 eTmVv.

X Oepaneio Tapakorovdnong petd  otepeomoinon, 7 acbeveic mov cuppeteiyav otn HEAETN eviaiov
K€vTpov Kot 18 aebeveic mOv GUUUETELYOV GTNV TOAVKEVTPIKY HLEAETT AKOAOVONCAY TEPOUTEP®
Oepaneio cuvtipnong ue TRISENOX. Tpeig acbeveic mov Elafov pépog otn pHeétn eviaiov KEVIPOU
ka1 15 aoBeveic mov cvppeteiyov oTny TOAVKEVTPIKY LEAETN VTOPANONKOV GE HETOUOGYELON
BAacTiK®V KLTTAPOV HETA TNV 0OAOKANpmon NG Bepaneiog pe TRISENOX. H extiunon Kaplan-Meier
Y10 TO HECO SLACTN U TAT|POVG VITOYDPTONG YIO T LEAETN TOL EVIOIOL KEVTPOV givarl 14 unqveg 0
omoio dev emtedyOnke otV ToAvkevpikn puedét. Katd tnv tedevtaia mapoakorovneon, 6 amd tovg
12 acBeveic mov éhaPav pépog otn PHeAETN TOL eviaiov kEvTpov Ppickovtav otn (on pe péco xpovo
mapakorovonong 28 unveg (Letald 25 g 29). Ocov agopd TV TOAVKEVTPIKY pelétn 27 amd tovg 40
acBeveic Ntav o (o1 pe péco ypdvo mapakorovdnong 16 uveg (neta&d 9 émg 25). Ot ekTIUNGELS
tov Kaplan-Meier yio Sidotnua emPinong 18 unvav 66ov apopd tnv kabe pedétn aneuovilovtan
TOPOKATO.
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H xvttapoyevetikn emPefaicnon tng LETATPOTNC GE PLGLOAOYIKO YOVOTVTO KOl O EVTOTICUOG
0AVCIOOTNG OVTIOPAOTG OVAGTPOPNG TPAVOKPITTACTG - ToAvUEpdong (RT-PCR) tng petaypaerg tov
droa-PML/RAR cg pucsloloyikd ancukoviCovior 6tov akdAovBo mivaka 5.

Kvtrapoyevetukn peta t Ogpaneio pe TRISENOX

ITivaxog 5
Motk doku eviaiov IoAlvkevTpuki) doKiun
KEVTPOL Npe CR=34
NpueCR=11
Zoppotikn
Kvtrapoyevetrkn [t(15,
17)]
ATév 8 (73%) 31 (91%)
Hapov 1 (9%) 0%
Mn aéroioyiciuo 2 (18%) 3 (9%)
RT-PCR yw
dropa-PML/RAR
ApvnTiKo 8 (73%) 27 (79%)
OeTKo 3 (27%) 4 (12%)
Mn o&loloyi oo 0 3 (9%)

Amokpicelg mapatnpnOnkav oe OAeG TIG NAKLAKEG OLAdEG TOVL eEeTATTNKOY, HETAED 6 €mg 75 etmv. To
TOGOGTO ATOKPLONG NTOV GYEOV TO 1010 KoL oTol dVO POAM. Agv €xel SOKIIAGTEL 1] EMIOPACT TOV
TRISENOX otv mtapaiioyn APL mov mepiéyet 11g ypopocsouatikés petabéoeig t(11, 17) ko t(5, 17).

Hodrwotpucdc Tinbovoude

H epmepio ota modid ivar mepropiopévn. Amo tovg 7 acbeveic nikiog kdtm tov 18 etdv (€bpovg 5
¢wg 16 etdv) ot Oepaneio pe TRISENOX ot cvvictodpevn 66on tov 0,15 mg/kg/muépa, 5 acbeveig
wéTuyov TANPT ovTanokpion (BA. mapdypapo 4.2).
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5.2 ®@appokokivnTiKES 1O10TNTEG

H avopyavn, Avo@ilomotnpévn Loper Tov TPLoEELdion ToV apeeVIKo, 6Tav d1aAvETAL, oynuaTilel
aUEGmG T0 TPOidY VEPOIVENC apoevikddeg 0D (As™). To As'™ eivar o poppakoloykd SpaocTikdg
TOTOG TOV TPLOEELSIOL TOV UPGEVIKOD.

Kartavoun
O 6ykog katavoung (Vq) tov As™ eivor peyérog (>400 1) vTodekvioVTog GHUAVTIKY KOTAVOUT GTOVG

16TO0G e aUEANTEN TPAOTEIVIKTY ohvdeoT. O Vqeivar eniong e€aptmdpevog amd 0 Papoc, avEavoprevog
pe v avénor tov copatikod Papovg. To GuVOAIKS 0pceEVIKO CLEGCMPEVETAL KVPIME GTO HTOP, GTOVS
VEQPOVG KOl GTNV KOPOld Kol 68 puKpoTePO Pabud otov Tvedrova, 6To LOAMA Kol GTOVG OVUYES.

Biopetaoymuatiopdc

O petaporiopds Tov TPLo&eldiov Tov aPSEVIKOL TEPIAAUPAVEL TNV 0EEIBMOT] TOV OPGEVIKOIOVS 0&E€0G
As" 0 Spactikdg TOTOG TOL TPOEEIFioN TOV UPGEVIKOV, GE aPGEVIKO 0&D (AsY), kKabhg emiong TV
ofe1dmwTikn pebvrimon oe povopedvurapcovikd o&H (MMAY) kat og Sipedviapoivikd o&d (DMAY) amd
nedvAtpaveepdosec, Kupimg 6to fmap. Ot meviaceveic petaforitec, MMAY ko1t DMAY
eppavifovratl apyd oto TAdopa (tepinov 10-24 dpeg HETA TNV TPAOTN YOP1YNOT TPLOEESIOV TOV
apoevikoD), aALG eEattiog Tov peyaAdtepov ¥pdvou nuicelag {wne, cuoocwPEHOVTUL TEPIGGOTEPO
énerto. and moAhamhéc S0celg oe ovyKpion pe o As''. H éktaom TG 6LGGHPELONG AVTOV TMV
petafortmv eEaptdtat omd 10 S0coA0yKd oynua. Katd mpocéyyion n cusompevon kopdavinke and
1,4 o€ 8 popég moANAMAGGLIO ETELTA, OO TTOAAATTAT] YOPYNON CUYKPLVOLEVN LE VTN EMELTA OO
gpamat 36om. To As” spuaviletat 6To TAAGHO LOVO GE GYETIKG XUUMAL ETImES .

In vitro evlopaTikég LEAETEC e AvOPOTIVA NTOTIKA UIKPOSHUOTO oekGAvyav OTL TO TPLo&eidlo Tov
UPGEVIKOD OEV EYEL AVOOTOATIKT dpAGTNPLOTNTA GTO VITOGTPMOUATA TOV BacIKOY eVIOU®V TOL
Kutoypopatog P450 6mwg ta 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4/5, 4A9/11. Ovciec mov
glvar vmootpodpata yuo avtd To Eviupa Tov P450 dev avapévovtat vo aAANAETIOpOV e TO
TRISENOX.

Amofoin
Iepinov 10 15% g yopnyoduevng d6ong TRISENOX amekkpivetot ota ovpa o¢ apetéfinto As'.

O1 pebvlimpévor petaporitec tov As™ (MMAY, DMAY) anekkpivovtot kotd kdpto Adyo ota ovpa. H
ovykévipmon tov As' 610 TAGGH ELATTOVETOL 0T T1 PEYIGTY GUYKEVIPMGT GTO TAUGA LE £Vl
Supactkd TPOMO e £val LEGO TEAKO YpOVO amopdkpuveng nuicelog {ong tov 10 éog 14 opov. H
oMk kaBapon tov As' petd and spdmal Soom vpovg 7 — 32 mg (xopnyodusvng oc 0.15 mg/kg)
givar 49 1/h kou n veppkn kaBapon givar 9 1/h. H kéBapon dev eEaptdton amd to Pépog Tov acbevoig
N N XOpMNYOVLEVT] SOOT| MG TPOG TO dOGOAOYIKO VP0G oL peretnOnie. Ot vroioylopevol pésot
TeEMKO1 Ypdvot amopdkpuvong nuicsiog {omg tov petafoirrdy MMAY kar DMAY sivar 32 dpeg kot
72 ®peg avTioToLya.

Neopn averndpkelo

H xd0apon tov mAidopatog tov As™ 8¢ petafAndnke oe acOeveic e ELappd vEQPIKY aAVETAPKELD
(xaBapon kpeatvivng 50 — 80 ml/min) 1 pétpro veppikn avemdpkela (kabopon kpeativivng 30-

49 ml/min). H k40apon tov mhdopotog tov As' e acOeveic pe cofopn veppikt| ovemdpketa
(kaBapon kpeatvivng pkpdtepn amd 30 ml/min) frav 40% yoaunidtepn o€ cOyKplon pe acbevelg pe
@LO10AOYIKN VEPPIKT Agttovpyia (BA. Topdypago 4.4.)

H ovotnuoatiky ékBeon otovg MMAY kat DMAY £tewve va givon peyoddtepn og 060eveic [e veppiki
avendpketo. H khvikn cuvéreln avtod eivat dyvootn aAld oev mapatnpndnke avénuévn to&ikotnto.

Hrotwkn avendpkeia

Ta papuakokvnTikd 6edopéve amd 0eOEVELS LLE NTOTOKVTTAPIKO KOPKIVOUN TTOL £XOVV EAAPPE £0C
HETPLO NTaTIK ovemdpketa deiyvovy 61t t0 As' Y AsY 8e cusompeveTal PETA amd £YYVGELS SD0 POPEC
v gfdopdda. Asv mapatnpnonke kopio kadapy Tdon adEnong T cuoTnuaTikhg ék0eong ota As'™,
AsY, MMAY 71 DMA" pe ™ peiowon tov smimédov g nratikng Asttovpylog Omme ekTiunOnke amd v

AUC kavovikomompévng doong (avé mg d6omg).
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Cpoppikétnto/pn ypoupkotnto

21 cvvoAIKN epdmas 06om evpovg 7 émg 32 mg (yopryoduevng g 0,15 mg/kg), N CLGTNUOTIKY
éx0eon (AUC) gppaviletan va glvon ypappukn. H ntdon omd ) péyiom cuykévipwon 610 TAdcua
tov As™ cupBaiver pe éva Sipacticd Tpomo Kar yopakTPileTon amd pia apytkh ypriyopn @don
KaTOvoUNg akoAovBodevn omd pia o apyn TEAKN Ao amopdkpuvenc. Metd tn yopnynon

0,15 mg/kg oe oynua kabnuepwvo (n = 6) 17 dVo eopég v efdoudda (n = 3), mapoatnpnonie Tepinov
dumhdoia cuocmpevon As'! cuykpiticd e TV eQamal £yyvot. AVTH 1) GLGGOPEVCT YTAV EAAPPAOC
TEPLOCOTEPT OO TNV AVAUEVOUEVT BACEL TOV OMOTEAEGUATOV TNG £QATAE dOOTG.

5.3 Ipoxivikd dgdopéva Yo TNV 06@AAELQ

[Tepropiopévng éktoong HEAETEG OYETIKA e TNV TOEIKOTNTA TOV TPLOEELBIOV TOV OPGEVIKOD GTIV
avamopaywyn Tov ooV Kotéde&av Tov eufprotodikd Kot TEPATOYOVO YUPaKTPa TOV (OTELEIEG TOV
VEVPIKOY GOANVA, avoeBaipio Kot pikpo@Baipia) 6tav yopnyeital oe d6celg 1-10 popéc peyarvtepeg
amd ™ cuvicTdOpevn KAvikh 86o (mg/m?). Meléteg oystikéc e T yovipdtnra dev £xovv dielaydel
v To TRISENOX. Ot evidoelg Tov apcevikol TpoKaAoDY YPOUOCMUOKEG TOPEKKAIGELG Kot
LOPPOAOYIKOVG UETACYNUATIGLOVS TMV KUTTAP®V TOV ONAUCTIKAOV in vitro Kol in vivo. Agv €xovv
deayel emionpueg LEAETEC GYETIKA UE TNV KAPKIVOYOVO 1310TNTA TOV TPLOEEISIOV TOL APGEVIKOD.
Q61660, T0 TPLOEELSI0 TOVL OPCEVIKOD Kot GAAES OVOPYAVES EVAGELG TOV apCEVIKOD BEmpodvTal
KOPKIVOYOVOL TAPAYOVTEC.

6. ®APMAKEYTIKEX TAHPO®OPIEX
6.1 Kataroyog ekdoymv

Natpiov vépo&eidio

Y dpoyropikd o0&y (Yo pOOuom tov pH)

"Yomp yio evéoipa

6.2 Aocvpparotnreg

EAAeiyel peketdv oyetikd pe tnv acupfatotnTa, To TopoV POPUIKEVTIKO TPOIOV dEV TPEMEL VA,
OVOLULELYVOETAL LLE GAAD QOPLLOKEVTIKE TPOTOVTA EKTOG AVTMV TTOV OVAPEPOVTOL GTNV TAPAYPUPO 6.6.

6.3 Awdpkelo ong

TRISENOX 1 mg/ml muokvd didAvuo yio mopacKeut SI0ADUATOC TPoC EYYLoN
4 ypovia.

TRISENOX 2 mg/ml muokvd didAvuo yio mopacKeut SI0ADUATOS TPoC £YYLon
3 xpovia.

Metd v apainon o€ evoopAEPia dtoivpata, 1 puokoynukn Katdotaon tov TRISENOX napapével
otabepn yo 24 dpeg atovg 15-30°C ko yia 72 dpeg oe Beprokpacio yoyeiov (2-8°C). And
UIKPOPLOAOYIKN GTOWT], TO TPOIOV TPEMEL VAL YpNoILoTOLEiTaL dpesa. Av o ypnoponombel dueoa, o
¥POVOG Kot 01 GLUVOTKEG POAAENG TPV Ao TN XPNoN Elvar EvBVVN TOL YPNOTN Kol KAVOVIKA dEV TPEMEL
va Eemepvoiv TG 24 dpeg otovg 2-8°C, eKTOC KAl OV 1] 0POIMOT) TPAYLLOTOTOONKE GE EAEYYOUEVEG
KoL EYKEKPIUEVEC AOTTTTEC GUVONKEG.

6.4 Iowitrepeg mpouvrdéers katd T @OLAEN TOV TPOIOVTOG
To eoappakevTikd ovtd TPoidv dev amartel Waitepeg cuVONKEG POAAENC.

T"a 1 oVVONKEG SLOTHPNONG LETA TV OPALDCT) TOV PUPLOKEVTIKOV TPoidvTwv, PA. Tapdypapo 6.3.
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6.5 ®@von Kol GLOTATIKG TOV TEPLEKTT

TRISENOX 1 mg/ml mokvo Sidlvua yio mepackent) SI0ADUOTOS oG EyYLon
Dduoryyo and fromupitikd yvoii Tomov I mov mepiéyel 10 ml wokvov deivpatoc. Kébe cuokevacio
nepiéyel 10 puotyyeg.

TRISENOX 2 mg/ml mokvo Sidlvua yio mepackent) SI0ADUOTOS Tpog EyYuon

6 ml ToKvoD dAVpHATOG 68 d10VYEG PLaAido amd Promupitikd YvaAl Tomov I e mopo gloy®pnong and
glaoTikd yYAopopovtvriov (Pucua extkaivupévo pe FluroTec) kot tpecopiotd nope oAovpviov pe
mhootikd kovpmi flip-top. Kdbe cvokevacio tepiéyet 10 proridua.

6.6 Iowitepeg TPOPULAGEELS ATOPPLYNGS KUl GALOS YELPIGIOG

Hopackevn tov TRISENOX
[péner va epapudletal avotnpd donmn texvikn Kotd 10 xepiopd tov TRISENOX xabmg oev
TEPLEYETAL GLVTNPTTIKO.

To TRISENOX npénet va dodvetal pe 100 Eog 250 ml evéoipov dtoddpatog yAvkoling SO mg/ml
(5%), 1 evéoyov draAvpatog yAmprovyov vatpiov 9 mg/ml (0,9%), apéomg petd tnv aeaipecsn amd
@Oo1yya 1 PLoAidlo.

To TRISENOX dgv mpémet vo. avapelyvieTal 1 vo, xopnyeital S1apuécon Tov 10100 evOopAEPIoV GmAN VA
TAVTOYPOVA UE AAAL POPUAKEVTIKA TPOIOVTA.

To apatwpévo dtddlvpa Tpénet va givar dtowyec kat dypmpo. OAa Ta TapevTEPIKAE SIOAVUATA TPETEL VO,
e€etalovtar omTIKd Y10 TUXOV COUATIONKO VAIKO 1 ATOYPOUOTIGHO TPV oo T Xopnynon. Na un

YPTCULOTOLEITE TO TOPACKEVAGUA OV TEPLEXEL EEVO COUATIONNKO DAKO.

Awdikacio yio ac@ain ardppiyn

To TRISENOX mpoopiletar yio pior LOvVO ¥p1ion Kot 0TOEGINTOTE TOCOTNTES TG PUCLYYOAG 1) TOL
@LOAMB10V TOV OEV YPNGIUOTOLOVVTAL TPETEL VO OTOPPITTOVTAL OTT®G amalteital. Mnv amobnkedete
TOGOTNTEC TOV OEV (PNGUOTOLOVVTOL Y10, LETAYEVEGTEPT] YOPNYTON.

Ka0e aypnoyonointo eapuokentikd npoidy, avTiKEILeVO TOL £pYOVTOL GE ETAPT LE TO TPOIOV, 1)
VTOAEULO TPETEL VO OTOPPITTETOL GOUPOVOL LE TIG KOTO TOTOVS I0YVOVGES GYETIKES O10TAEELC.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Teva B.V.

Swensweg 5

2031 GA Haarlem

OAMovdia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

TRISENOX 1 mg/ml mukvo didAlvpa yio TopacKELn S0ADUATOC TPOC £YYuon
EU/1/02/204/001

TRISENOX 2 mg/ml mukvo didAvpa yio TopaokKeVn S0ADUATOC TPoc £Yyuon
EU/1/02/204/002
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9. HMEPOMHNIA IIPQTHX EI'KPIXHX/ANANEQYXHYX THX AAEIAX

Huepounvia tpdng £ykprong: 05 Maptiov 2002
Hpepounvia tedevtaiog avavémong: 05 Maptiov 2007

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANpoPopieg Yo 10 TOPOV POPHOKEVTIKO TPoioVy gival d100E01EG 0TOV SIKTLAKO TOTO
tov Evpaomraikov Opyaviopod Ooapudkmy: http:/www.ema.europa.eu.
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ITAPAPTHMA 11

HAPAXKEYAXTHX(EX) YHHEYOYNOZX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEZIMATIKH XPHIH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

‘Ovoua kot 51evfuven Tov TOPUGSKELOGTA TOV Eivol LETEVOVVOC Yo TNV ATOOEGUEVGN TOV TOPTIOWV

Almac Pharma Services Limited
Almac House

20 Seagoe Industrial Estate
Craigavon

BT63 5QD

Hvouévo Baciielo

Almac Pharma Services (Ireland) Limited
Finnabair Industrial Estate,

Dundalk, Co. Louth,

A91 P9KD,

Iphavdia

Teva Pharmaceuticals Europe B.V.
Swensweg 5,

2031 GA Haarlem,

OAavdia

270 £VTUTIO PUAAO 0ONYLOV YPNONG TOV PAPUAKEVLTIKOD TPOIOVTOC TPETEL VO OVAYPAPETOL TO OVOLLOL
KoL 1 81606VVeT TOL TAPUACKELOGTY TOL ElvaL VTEVOVVOG Y10 TNV ATOJECUEVCT TNG GYETIKNG TOPTIONG.
B. OPOI'H OI IEPIOPIZMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH
DoppoKeLTIKO TPOIOV Y10 TO OTTOI0 OmaLTEITOL TEPLOPICUEVT 10TPIKT cuvTayT| (PA. mapdptnua I:
[Tepiinym tov Xopaktnprotikedv Tov [Ipoidvtog, mapdypoapog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0¢ce1g Ileproduiig lapaxorovdneng g Acpaierog

Ot amotnoelg yio TNV voPoAr] ekBEGEDV TEPLOSIKNG TAPAKOAOVONGNC TG AGPAAELNG Y1 TO €V AOY®
QOPUAKEVTIKO TTPOTOV opilovTol 6ToV KATAAOYO pE TIg nuepounvieg avapopdg g Evoong (katdloyog

EURD) nov mapatifetar oty napdypago 7, tov dpBpov 107y, g odnyiag 2001/83/EK kat ke
EMOKOAOLONG EMIKOLPOTOINGCNG OTTMG ONUOGIEVETOL GTNV EVPOTAIKT SIKTVLOKT TOAN Y10 TO QAP LK.

A.  OPOI'H HEPIOPIXMOI ZXETIKA ME THN AX®AAH KAI AITOTEAEZMATIKH
XPHXH TOY ®PAPMAKEYTIKOY IMTPOIONTOX

. Yyéowo Awayeiprong Kiwvovvou (XAK)

O Kdroyog Adestoc Kukhopopiog Oa die€aydyet TI amattoveves OpacTnploTnTES Kot

TAPEUPACELS PAPUOKOETAYPVTVIOTG 0TS Tapovoidlovtal 6to cuppovniéy XAK wov

mapovctdleTar otnv evotnta 1.8.2 g ddetog KukAo@opiog Kol OTOIECONTOTE EXAKOAOVOEG
gyKekpiéveg avobempnoelg tov TAK.
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"Eva emucaporompévo XAK Oa mpémet va katotedet:
e petd and aitmpa tov Evponaikod Opyaviopod @oppdxmv,
® OTOTESNTOTE TPOTOMOLEITAL TO GVGTN LA SLUYEIPLONG KIVOVUVOL, EI01KA (OC OTOTELET O ANYNG
VE®V TAPOPOPLDOV TOV UTOPOVV VOl EMUPEPOVY GTLAVTIKT GAAAYT OTH GYECT] 0PEALOVS-KIVOHVOL
N ©¢ omOTEAESUA TG EMITEVLENG EVOG GNUAVTIKOD 0POCTLOV (PUPHOKOETOYPOTVIION M
g\ay1oTomOIN G KIVdHVOUL).
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ITAPAPTHMA IIT

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. ENIEHMANXH
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ENAEIZEIZ ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

TRISENOX 1 mg/ml mokvo d1dAvpa Yio TOpAcKELT SIIADIOTOG TPOG £YYLOT
Tpro&eidio Tov apoevikon

| 2. IYNOEXIH IE APAXTIKH(EX) OYZIA(IEL)

Ka0e ml mokvod dtodvpatog mepiéyet 1 mg tplo&eidto Tov opceEVIKOD.
Kabe pooryyo tov 10 ml tepiéyel 10 mg tpro&eidio tov apoevikov.

3. KATAAOI'OX EKAOXQN

"Exdoya: vatpiov vopoeidio, vdpoyrlmpikd o0&y, HOWP Yo evESLLa

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

[Mokvo d1dAvpa Yio TopackeLT SOADUATOG TPOG EYYLON
10 gpOoryyec
10 mg/10 ml

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

EvdopAéfia yprion petd amd apaimon

Miag povo yprong
AwPaote T0 POALO 0NYIOV YPNHONG TPV OO TN XPNOT

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

Na pvidooetar o€ 0éom, v onoia dev PAETOVY Kot dev Tpooeyyilovy Ta Taldld

7. AAAH(EX) EIAIKH(EX) IPOEIAOMOIHZH(EIZ), EAN EINAI AITAPAITHTH(EX)

Kvutrapoto&ikd: yeipioteite e mpocoyn

8. HMEPOMHNIA AHEHX

EXP
IMa ™ duipkela {ong Tov apaiopévov Tpoidvtoc, SIPAcTE TO PUAAO 0O YOV YPNONG

25



9. EIAIKEYX XYYNOHKEYX ®YAAZEHX

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Teva B.V.
Swensweg 5

2031 GA Haarlem
OAavdio

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/02/204/001

13. APIOMOX ITAPTIAAX

Lot:

‘ 14. TENIKH KATATAZEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. IAHPO®OPIEX XE BRAILLE

H aitiodAdynon yuo va punv mtepiainefei n ypaen Braille sivor amodextn

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZSAIAXTATOZ TPAMMQTOXZ
KQAIKAY (2D)

A163106T0T0C YPOUU®TOC KOdKaG (2D) Tov pépet Tov TepIAN@BEVTO. LOVASTKO OVOYVOPLGTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA ATIO
TON ANOPQIIO

PC:
SN:
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EAAXIXTEX ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OYXIITA

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHZHX

TRISENOX 1 mg/ml oteipo mokvo didhvua
Tpro&eidilo Tov apoevikon
IV xpfion petd and apaimon

‘ 2. TPOIIOX XOPHI'HXHX

Miog povo ypnong

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot:

5. INEPIEXOMENO KATA BAPOZ, KAT’ OI'KO'H KATA MONAAA

10 mg/10 ml

6. AAAA ETOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTIT'TA TO ®IAAIAIO TQN 2 mg/ML

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

TRISENOX 2 mg/ml mokvo d1dAva Y10 TopacKeLT] SIOADIOTOG TPOG £YYLOT
Tpro&eidio Tov apoevikon

| 2. IYNOEXIH IE APAXTIKH(EX) OYZIA(IEL)

Ka0e ml mokvod dtodduatog mepiéyet 2 mg Tplo&eidto Tov 0pGEVIKOD.
Kabe proridro tov 6 ml nepiéyet 12 mg tpro&eidio tov apcevikoo.

NEA XYTKENTPQXH

3. KATAAOTI'OX EKAOXQN

"Exdoya: vatpiov vopoeidio, vdpoyrlmpikd o0&y, HOMP Yo EVEGLLA

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

IMokvo didAvpe yio TopackeLn) SIOADUATOG TPOG EyYLON

10 ploAidw
12 mg/6 ml

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

EvdopAéBia xpnomn HeTd amd apaimon

Miag povo ypnong
AWPacTe To POALO 03NYIOV YPNONG TPV OO TN XPNOT

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puAdooetal o Béom, TV omoia dev PAETOVY Kt dev Tpoceyyilovv Ta TaldLd

7. AAAH(EY) EIATIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

Kvutrapoto&ikd: yeipioteite e mpocoyn
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8. HMEPOMHNIA AHEHX

EXP
IMa ™ dupkela {ong Tov apalopuévov Tpoidvtoc, SIPAcTE TO PLAAO 0O VIOV YPNONG

9. EIAIKEYX XYNOHKEYX ®OYAAEHX

10. IAIAITEPEX IPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TON
YIHHOAEIMMATQN IIOY IPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEJAY. KYKAO®OPIAX

Teva B.V.
Swensweg 5

2031 GA Haarlem
OALavdio

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/02/204/002

13. APIOMOX ITAPTIAAX

Lot:

‘ 14. TENIKH KATATAZEH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. HAHPO®OPIEX XE BRAILLE

H aitiodAdynon yio va punv mtepiinedei n ypoen Braille ivotl amodektn

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A16d100T0TOC YPOUU®TOC KOdIKAG (2D) Tov (épet ToV TEPIANPOEVTO LOVAITKO OVOYVOPIOTIKO KMOKO.

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

PC:
SN:

29



EAAXIXTEX ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAO TQN 2 mg/ML

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHZHX

TRISENOX 2 mg/ml oteipo mokvo didhvua
Tpro&eidilo Tov apoevikon
IV xpfion petd and apaimon

‘ 2. TPOIIOX XOPHI'HXHX

Miog povo ypnong

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot:

5. INEPIEXOMENO KATA BAPOZ, KAT’ OI'KO'H KATA MONAAA

12 mg/6 ml

6. AAAA ETOIXEIA

NEA XYI'KENTPQXH

Kvttapoto&iko
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B. ®’YAAO OAHI'TQN XPHXHX
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@viro oonyov ypiong: Iinpoeopics yia Tov ac0evi)

TRISENOX 1 mg/ml avkvé dtdAvpa Y10 TapacKEDT O10ADNOTOG TPOg £y Vo)
Tpro&eidio Tov apoevikon

AW PaoTe TPOGEKTIKA OLOKAN PO TO GUAAO 00N YIOV YprioNS TPV 6ag yopnyn0del avtd to

QOAaPLOKO, OLO0TL TEPLAAPUPAVEL CNUAVTIKES TANPOPOPIES Y10, GUG.

- ®vAdEte avTd TO PUALO 0dNYIDV XpNoNS. Towe ypetaotel va 1o dafdoete Eova.

- Edv éyete mepartépo amopieg, pOTNGTE TOV YLOTPO, TOV PUPLOKOTOLO 1| TOV VOGOKOWO GOC.

- Eav mapatnpnoete kdmola avemBountn vépyeLa, EVIUEPDOTE TOV YIOTPO, TOV QPUPLOKOTOLO 1
TOV VOGOKOUO 6aG. AVTO 1oyVeL Kot Yo kGOe mhovr avemBountn evépyela mov Oev avapépeTal
070 TTAPOV PUALO 0dNYLOV ¥prions. BAEre mapdypago 4.

T egprEyeL 1o Tapov GUAAO 00N YLOV:

T etvan to TRISENOX xon wota glvat 1 ypiomn tov

T mpénet va yvopilete nptv oag yopnyndei to TRISENOX
og yopnyeiton o TRISENOX

[MBovég avemBOunTe evépyeteg

ag va puidooete to TRISENOX

[epieydpevo g cuokevOoiog Kot AouTég TANPOPOpPies

A

1. T givan To TRISENOX kot owa givar i prjon tov

To TRISENOX ypnowomoteiton o€ evAAkovg acbeveig pe veodloyvacheioa youniol émg evolaUeco
Kvdvvou o&eia mpopvelokvttapikn Agvyoipio (APL), kot og evnAikovg acbeveig, otav dAleg
Oepamneiec amodelydnioy avonoTEAEGUATIKES OTIV OVIHET®MIOT TG acBéveldg Tovg. H APL givan
HOVadIKOC TOTOG LLELOEOOVG Agvyatpiog, pio acBEvela Tov TapoLGLAlEL ELPAVIOT U1 PLGLOAOYIKOV
aplOpod AEVKOKVTTAPMOV KOl U1 PUGIOAOYIKNG OUOPPOYing KOOmG Kol LOAMTES.

2. Tvwpémer va yvopilete mpv cog yopnyn0dsi ro TRISENOX

To TRISENOX npénet va divetor vd tnv mapakorovdnor yrarpov mwov £yel eowkelmbel pe v
OVTILETAOTION TEPIOTOTIKMVY 0Eglag Agvyonpiag.

Agv npéner vo Mafete To TRISENOX
e mepinton aAlepyiag 610 TPLo&Eidlo TOV aPGEVIKOD 1| G€ 00100 TOTE GALO OO TO GUCTUTIKA
oVToD TOV PAPLAKOL (AVaPEPOVTAL GTNV TOPAYPOPO 6).

Ipogrdomomoers Kot TPoPVAGEELS

[pénet vo anevbuvieite otov Y1aTpd 1 TOV VOGOKOUO cag Ttpty cog yopnyndei to TRISENOX, edv
- €yete dlTOPAYUEVT] VEQPIKT AElTOLPYIQL.
- €)eTe OMOLOONTOTE NTOTIKA TPOPALATAL.

o ywtrpog cag Oa AdPet Tic e€Ng mpopuAdtels:
Ba yivouv e&etdoeic dote vo eheyyDel | mocdTTA KOAiov, payvnoiov, acPecstion Kot KPEUTIVIVIG
670 aipa oag Tpv TV TpdTN d60m Tov TRISENOX.

- Emiong, mpéner va £xete vnoPAn0el o nAekTpIKn KOTaypapn Tng Kopdldg
(nAextpokapdioypaenua, HKI) mpv and v mpdtn cog doom.

- Oteéetdoelc aipotog (kdAo, acBEoTIO, HLoyVIGLO Kot NTATIKN AEITOVPYio) TPETEL VO
gmovaiapPBavovral katd tn didpketo g Oepomeiog pe TRISENOX.

- Emumhéov, Ba vropdriecte oe HKI dvo popég v efdopdda.

- Av dwTpéyete Kivouvo Y10 GUYKEKPLUEVO TOTO OVAHOAOL Kopdlakoh puBuov (). KOMOKNG
tayvkapdiag dikny puridiov 1| Tapdtaong tov dwotruatog QTc), Ba Ppickeote VIO cLvEXN
KopdloKN TopaKoAovOnon).
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- O ywtpdc oog pmopei va wapakorlovbei v vyela cog Kotd T didpkela Kot petd tn Oepamneio,
KkaBmg 10 TPLo&eidlo Tov apoevikov, N dpacTikn ovoia 6to TRISENOX, pumopet va mpokaiécet
dAhovg kapkivovg. [Ipémel va avapépete 0mTO1dNTOTE VEQ KOl AGUVIHOIGTO GUUTTOUATO, KO
KOTAOTAGELG OMOTE EMOKENTESTE TOV YUTPO GOLG.

- THoapoakorohnon TV YVOOSTIKOV Kol KIVITIKGOV AELTOVPYLOV 0a¢ £V dATpEXETE KivOLVO
avendpkelog Prrapivng Bl.

Mowora ko Egnpor
To TRISENOX &g cuviotdton o€ mondid kot eprovg nAkiog Katw tov 18 etdmv.

Alro @appoxa ko TRISENOX

ITapakareiche va evUepMDOGETE TOV YIATPO 1) TOV QUPLOKOTOLO GOG EAV TOUPVETE, EYETE TAPEL
TPOCPUTO. 1] UTOPEL VO, TAPETE GALO QAPLLOKO, (KOO Ko 0T OV dev oag Exovv yopnynbei pe
GLVTOYT.

Edkotepa, evnuep®OTE TOV Y10TPO GOG
- &dv maipveTE 010ONTOTE OO TOVG SLOPOPOVG TOTOVS POPUAKDV TOV PTOPOVV VO, TPOKAAEGOVV
pio oAAayn oto puBpd Tov Kapdlakol cag ToARD. e avTohs cupmeptAaupavovTal:
OPIGUEVOL TOTOL OVTLOPPLOUIK®Y (PAPLLOKO TOV ¥PTGIULOTOIOVVTOL Yia TN d0pOmor Tov
AvVOUOAOD Kapdlakoy oo, m.y. quinidine, amiodarone, sotalol, dofetilide)
oappoaxa yuo tn Oepomeio yoywong (ATOAEW ETAPNG LLE TNV TPAYLOTIKOTNTO, T.Y.
thioridazine)
Qapuoka katd TG KatdOAnyng (w.y. amitriptyline)
0PIGUEVOL TOTOL PaPUAK®V Y1 TN Oepameio PakTnpidtaK®dv AOUDEEDY (TT.Y.
erythromycin ko sparfloxacin)
oplopéva Qapuaka yio, tn Oepameio oAAEPYIDOV OTTMOC 1) AAAEPYIKNY PIVITION, TOV
ovopdCovrot avtuctapvikd (w.y. terfenadine ko astemizole)
0100NTOTE QOPUOKEVTIKO TPOIOV TPOKAAEL LEIDOT) TOV LOYVNGIOL 1} TOL KAAlOL 6TO aipa
oog (m.y. amphotericin B)
n cisapride (QopLOKEVTIKO TPOIOV TO OTOI0 ¥PNCUYLOTOLEITAL V1O TIV OVAKODPLoN
OPICUEVOV CTOHOYIK®V TPOPANUATOV)
H enidpaon avtdv Tov eopuaK®Y 6TOVG KOpIKOUE GO TOALOVG UTOPEl Vo ETOEVODEL Le T
Mym tov TRISENOX. [Ipénet 0mmodnmoTe VoL EVILEPMDGETE TOV YIUTPO GO GYETIKA UE OAOL TOL
PAPLOKO TOV YPNCLULOTOLEITE.
- gdv maipvete N £xete TAPEL TPOCPOOTA AAL QApLOKa T ool ennpedlovy To Nmop cog. Edav
dev giote PEParot, dei&te T QLAAN 1 T1 GLGKELOGIN GTOV YITPO GOG.

To TRISENOX pg tpo@n} Kot woT6
Agv vapyovy TEPLOPIoUOL GTNV KaTavaAmon Tpoeng 1 Totol kabdg maipvete to TRISENOX.

Kinon

Zntote T GLUUPOLAN TOV YIATPOD 1] TOV QPUPLUAKOTOLOD GUG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.
To TRISENOX gvoéyetar va mpokarécetl PAapepég cuvéneleg 6to EUPpuo 0ToV XPNGLLOTOLEITOL 0O
£yKveg yovaikeg. Av Umopeite va PElvETE £YKVOGC, TPETEL VO YPNCUUOTOLEITE ATOTELEGUATIKEG PeBOOOVG
avTIGVAANYTG KoTd TN dtdpketa TG Bepaneiog pe TRISENOX.

Edwv eiote éykvoc 1 Bpebeite o€ KatdoToon £YKVUOGHVIG KATA TN dtdpKelo TG Bepoameiag pe
TRISENOX, mpénet va {nrrioete T cupfovAn Tov yotpol oog.

Ot Gvdpeg Tpémel va (PN OLUOTOL0VV ATOTELEGUATIKT AVTICOAANYT Katd T Stdpkela g Oepaneiog pe
TRISENOX.

Oniaopdg

Zntote T GLUPOLAN TOV YIATPOD 1] TOV PUPLUAKOTOLOD GUG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.
To apoevikd oto TRISENOX mepva 610 untpikd yaia.

AOY® Tov evdgyouevoy TpdkAnong Prapav amd to TRISENOX cg Bpépn mov Onadlovy, un Onralete
Katd tn ddpkela tng Bepameiog pe TRISENOX.
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Oonynon Ko YEPIGROS POV LATOV

To TRISENOX avapévetor 0Tt dev €xel Kapio 1 £(EL AONLOVTY EXIOPACT] GTHV IKOVOTNTA 00N YNONG
KO XEPIGUOD POV LATOV.

Edv aicBavOeite evoyrnoeig 1 adiabecia petd v éveon pe TRISENOX, npénel va mepipévere €mg
OTOL TO GUUTTMLOTO, VITOYWPGOVY TPV 00N YNGETE 1| YEPIOTEITE LNYOVILLOTOL.

To TRISENOX nepiéyel vatpiro
To TRISENOX nepiéyet Aryotepo and 1 mmol vatpiov (23 mg) avd 66on. Avtd onpaivel Tog 1o
QAPUOKO EIVOL OVGLOOTIKA «EAEVOEPO VOITPiOLY.

3. Iag yopnyeitor to TRISENOX
Algpkela Kot ovyvotnta Tg Oepameiog

AocBeveic pe veodayvoobeico ogio mpopveAOKVTTOPIKT Agvyoipio

O ywtpog oag yopnyei to TRISENOX pia popd nuepnoing wg pio £yyvon. Katd tov tpdto kiAo
g Oepamneiag cag, pnopet va vroPdilecte o Bepameia kdbe puépa yio Sdotnuo pnéypt ko 60 nuépeg
N UEYPL 0 Y1UTPOG GOG VO OmOpocioel OTL 1) Topeio TG acBéveldc cag Exel Pertiobdel. Av n acOéveld
cag arokpifel otn yopnynon tov TRISENOX, 0a vroPAndeite og 4 mpochetovg kKdKAoVg Bepameiog.
Kdabe korhoc amotedeiton amo 20 d6oetg, mov Ba yopnyovvror 5 nuépeg tnv efdopdda (ko Ha
0KoAOVBOVVTAL ad d1KOTY 2 NUEPDV) Yo 4 EBdopadeg Kot B akohovBovVTaL OO S1KOTY|

4 gfoopadmv. O yiatpog oag Oa amopacicel yio 1o S1AoTnua ToL omatteital 1) cuvéyion g Oepomeiog
pe TRISENOX.

AocBeveic pe ofeila Tpopvelokuttapiky Aevyoipio, TV onoiov 1 acbiveln dev Eyel amokpiBei oe dAleg
Bepameieg

O ywatpog oag yopnyel to TRISENOX pia popd nuepnoing wg £yyvon. Katd tov tpdto KdKAo g
Oepamncioc coc, pmopel va vroPdiiecte oe Bepameio KaOe pépa yro dStdotnpa pEypt kat S0 nuépeg M
LEYPL O YIOTPOG OOG VO ATOPOGIcEL OTL 1) Topeia TNG 0oBévelds cog £xel Pektiwbel. Av 1 acbéveld cog
anokpiBei ot yoprynon tov TRISENOX, Oa vroPAnbeite oe debtepo kOKAO Bepaneiog TV

25 d6cewv, mov Ba yopnyeital 5 nuépeg v efdopdoa (ko Ba arxolovbeitol amd dtakonn 2 MUEPDV)
v 5 gfdopadec. O yiatpog oag 0o amoPAGIGEL Vi TO SIAGTNILO TOV OTOLTELTOL 1) GLVEXLON TNG
Oepaneiog pe TRISENOX.

Tpoémog Kar 066G yoprynong

To TRISENOX npénet va apatdveTat pe StdAvpo Tov TePEXEL YAVKOLN 1 StdAvpa Tov TEPIEXEL
YAW®PLOVYO VATPLO.

To TRISENOX yopnyeitoar cuvifmg amod yiotpd 1 voookopo. Xopnyeitol pe T Lopen opov (£yyvong)
uéca o€

QAEPa, o€ ddotnua 1-2 mpdv oALG 1 £yyvon umopel va Tapatadel edv mapoatnpndovy avemBvunteg
gvépyeleg ommg £Eaym N (o).

To TRISENOX d¢ev mpémet va avapelyvOETaL 1] VoL YYOETOL SIUUEGOV TOV 10100 COANVA e GAAM
QapLaKa.

Edv o yvatpog 1 0 vocsokopnog cag 6ag yopnynoer peyarvtepn 66on TRISENOX and tnv
KOVOVIKY

Mmropei va TtpokAnBovv cracpol, advvapio Tov Hdv Kot cOyyvuon. Ty TepinTtoor outr, 1 Oepaneio
pe to TRISENOX mpémet va 010K0oTel QUECHS KOl 0 YLOTPOS GOG Ba AVTILETMMIGEL TO GUUTTMOLOTA OO
Vv VP POAIKT dOOM APCEVIKOD.

Edv éxete meprocoTEPES EPOTNOELS GYETIKA [LE TN YPT|OT] AVTOV TOV POPUAKOV, POTHCTE TOV Y1UTPO,
TOV QUPLOKOTOLO 1} TOV VOGOKOLO GO,
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4. IMOavéig avemOopnTes Evépyereg

Onwg 6ha 1o pAPLOKOL, £TCL KOL 0VTO TO PAPLOKO UTOPEL VO TPOKAAEGEL OVETIOOUNTEG EVEPYELEG, OV
KoL gV mopovotdlovtal 6 OAOVE TOVS 0VOPDOTOLG,.

Evnuepdote apécmc Tov Y10TPo 1] TOV VOGOKONO0 GG UV TUPUTIPIOETE TIG GKOAOVOES
avemlounteg evépyeiec, KaOG pmopei va givar onuadia pag copapns nddnong mwov ovopaletar
«GUVVOPOLLO dLAPOPOTOINGNS», TOV UTOPEL VO EIval porpaio:

- JvokoAia GTNV avamTvon

- Pixoeg

- mOVoG 610 6TNBOC

- TUPETOC

Evnuepoote apéoms Tov Y1aTpo 1] TOV VOGOKONO GOS 0V TOPUTNPNGETE PId. 1] TEPLGGOTEPES ATTO
TS aKOA0VOES aveEmMOVUNTES EVEPYELES, KOODG nmopel va givar onuddla arlepytkic avriopaonc:
- JvokoAia GTNV avamTvon

- TUPETOC

- Eaopvim avénon Papovg

- KOTOKPATNO™ VEPOD

- AmoBvpikd emelcodn

- oioOnpa maipmv (dvvatoi Kapdiakol madpol Tov aeBdveste oto 6T00C)

Kotd ™ ddpkeia g Oepaneiog pe TRISENOX, evdéyetal vo TopouGLOGTOVY OPIGUEVES OO TIG
akdAovBec avTidpdoels:

LloAv ovyvég (umopel va ernpedoovy meploootepovs aro 1 otovg 10 ovBpwmovg):

- KOmworn (Kovpaor)), TOVOG, TVPETHC, TOVOKEPUAOG

- vovtia, £UETOG, O10PPOLa

- LaAn, poikdg movoc, apmdio | LOPUNYKIOGHLO,

- g&avOnua 1 kvnopog, avénpévo cakyapo aipatog, oidnua (tphéo e&attiog veepPfoiikcon vypov),

- Aaydviacpa, Ypyopog Kopdtakog ToANdc, un euotoroywké HKT,

- LEWWEVO KAAL0 1} LOYVIOLO GTO Oial, U1 QUGLOAOYIKOT EAEYYOL NTATIKNAG AstTOoVpYiog
weprropfavoprévng g mapovsiog vrepPoAikng TocdTnTag YoAepvOpivng N yappa-
YAOUTOUVATPOVOPEPAGTG GTO QL

2oyvég (umopet va. exnpedoovy éwg 1 otovg 10 avBpwmovg):

- peloon Tov apldudv TOV KUTTAP®VY TOV 0iloTog (ALOTETAAMA, EpLOpOKLTTOP KOUM
AELKOKDTTOP), CVENIEVA AEVKOKDTTOPA,

- piyn, ovénpévo Papo,

- TUPETOC OPEINOUEVOG GE AOTMEN Kot YOoUNAd ETimEda AEVKOKVTTAP®Y, AoipHmEn EpmnTog
Coompa,

- mdvog oto athbog, alpoppayia otov Tvedpova, voéio (Yaunio eninedo 0&uydvov), GVAROYN
VYPOY YOP® Ao TNV KAPSLY 1] TOV TVELLOV, YOUNAT TEST CULOTOC, LT PLGIOAOYIKOS KAPILOKOC
puOudg,

- mopo&uouds, TOVOG apBpmdeEMG 1) 06TOV, PAEYLOVH TV ALOPOPOV AYYEI®V,

- owénuévo vatplo N Layviolo, KETOVEG GTO QLo Kot oTe oVpa. (KETOEEMGT), LI PLGTIOAOYIKOT

€Leyyol veppikng Aettovupyiog, VEPPIKT OVETAPKELD

OTOLOYIKOG TOVOG (TOVOKOIAOG)

gpLOPOTNTO TOL dEPPOITOC, TPHELLO TOV TPOCOTOV, Haunr 6pacm

Mpu yvwarés (n ovyvotyta dev umopei vo, extiunbei e faon to drabéoipo dedouéva,):

- Aolpwén Tov mvedpova, AoipnmEn Tov aipatog

- (AEYLOVI] TOV TVELHOVOV OV TPoKaAel TOVO 6T0 6THHOG Kot SuoKoAia GTNV AVOTVOT), KOPAIOKN
OVETTOPKELD,

- apLOdT®OoT, GVYYLON
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- gyYKeQOAMKN vOoog (eykepalomdbeia, eykeparondbeia tov Wernicke) pe d1dpopeg ekdNADOELS
SUUTEPILOUPAVOLEV®Y OVGKOALMY GTI ¥PTOT TV XEPIDV KOl TV TOJDV, SLOTAPOUYDV TNG OLUALNG
KoL GVYYVONG

Ava@opd avemBOunTOV EVEPYELOV

Edv mapatnpnoete kamota avemfOuntn evépyeia, EVILEPMGTE TOV YITPO, TOV QUPUOKOTOLO 1) TOV/TNV
VOGOKOWO Gag. AvTod 1oYOEL Kot Yio KGOe Thavi avemBountr evEPYELD TOL OEV AVOPEPETOL GTO TOPOV
QUALO 0dMYydV YprionG. Mropeite eniong va avaeépete avemBounteg evépyeleg angvbeiag, HEG® TOL
€0viKob GLGTNIATOG OVAPOPAS TTOL avaypdeeTol 6to [opdptnua V. Mécwm ™G avapopdic
AvETBOUNTOV EVEPYEIDV UTOPEITE VO fonONGETE GTI GLALOYT TEPIGGHTEPWOV TANPOPOPLOV GYETIKA
LE TNV ACPAAELD TOV TAPOVTOG PUPUAKOV.

5. Hog va puiaocoete To TRISENOX
To @appako ovtd TPETEL VO UAACCETAL GE IEPT TTOV OgV TO PAETOVV Kat 6gV TO POAVOVY Ta TALOA.

Na pn ypnowonoteite 0vtd 10 PAPROKO UETE TNV NUEpOoUNVia ANENG OV AvaPEPETAL GTNV
EMONLLOVOT TNG PVOLYYOG KOl GTO KOLTI.

To eappakevTikd ovtd Tpoidv dev amartel Waitepeg cuvONKEG POAAENG.

Metd v apaimon, av dgv yxpnotponombel apéomc, To ypovikd SacTnie Kot ol cuvOnkeg POAAENC
TP oo TN ¥pnon givar evBHVN TOV YLETPOV, TOV PAPUAKOTOLOD 1 TOL VOGOKOUOV GOG KOl KOVOVIKE
dev Egmepvoiv Tig 24 dpeg otovg 2 m¢ 8°C, eKTOC KAl oV 1 0pOimCT) TPAYLLOTOTOONKE GE OTEIPO
nepPaALov.

Na pn ypnoonoteite 0vtd T0 PAPLOKO €AV TaPATNPIOETE EEVO COUATIONNKSO VAIKO 1 v TO StdAvpa
£YEL AMOYPOUATIOTEL.

Mnv metdite @APUAKO GTO VEPD TNG ATOYXETELONG 1| GTA OKLAK( aroppinpata. Potote tov
QOPUOKOTOLd GOG Y0 TO TTMG VO, TETAEETE TAL PAPLLOKO TTOV OEV YpMoLomolEite mo. Avtd to pétpa Ba
Bondncovv oty Tpoctacia Tov TEPPAAAOVTOC.

6. Iepreyodpevo. TG GVOKEVOGIUG KUl AOTES TANpOPOpPiES

Tvgpréyer to TRISENOX

- H dpaotikn ovsia gival tplo&eidio Tov apoevikod. Kabe ml mokvov dtaivpatog mepiéyet 1 mg
tpro&eidio tov apoevikov. Kabe puotyya tov 10 ml mepiéyel 10 mg tpro&eidio tov apoeviko.

- Ta @A cvotatikd givar vaTpiov vOpo&eidio, vipoyrwpikd 0&D Kot HOWP Yo evéoiua. BA.
mopaypago 2 «To TRISENOX mepiéyetl vatpion.

Epeavien tov TRISENOX kot mepleyOpeva TG CVGKEVUOIOG

- To TRISENOX egivat éva mokvo StdAvpa Y10 TapacKeLT] SIHADLOTOG TPOg £yyvor| (oTElpo TuKVO
daivpa). To TRISENOX SwatiBeton 6€ YoalMveg pUOTYYES (0C GUUTVKVOUEVO, d100YEG, GypmHLo,
vouTIKd dtddvpa. Kdabe kovti mepiéyetl 10 yodhveg eootyyeg piag ypnong.

Kéroyog Aderag Kvkhopopiag
Teva B.V., Swensweg 5, 2031 GA Haarlem, OAlovdia

HopackevaoTig
Almac Pharma Services Limited, Almac House, 20 Seagoe Industrial Estate, Craigavon, BT63 5QD,

Hvouévo Baciielo

Almac Pharma Services (Ireland) Limited; Finnabair Industrial Estate, Dundalk, Co. Louth,
A91 P9KD, Ipravdia
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Teva Pharmaceuticals Europe B.V., Swensweg 5, 2031 GA Haarlem, OAlovdia
To mwapdv ULA0 00N YIOV yp1oNs avaBewp1)Onke Yo TeEAevTOio Popd oTic {MM/EEEE}
Aentopepeic TANPoPopieg Yo TO0 PAPOKO aVTO gival d1abéceg oTov dIKTLAKO TOTO Tov Evpmmaikod

Opyaviopov Gapudrov: http://www.ema.europa.eu
Yrdpyovv eniong cOVOEGHOL Le AALES IGTOGEAIDEG TTOL APOPOVV OTAVIEG acBEVELES Kot Oepamneies.

Ot TAnpo@opieg wov akoAovBolv amevfivovtal LOVO og EnayyEAOTIEG VYELOC:

[TPEITEI NA EOAPMOZETAI AYXTHPA AXHIITH TEXNIKH KATA TO XEIPIZMO TOY
TRISENOX KAGQX AEN ITEPIEXETAI XYNTHPHTIKO.

Apaioon Tov TRISENOX

To TRISENOX mpénel va apaidveTon Tpy amd Ty Yopnynon.

To TpocomKd Bo TPETEL VO EKTOLOEVETAL GTO XEIPIGLO KO TNV apaimon Tov TPto&ediov Tov
apoEVIKOV Kot Ba TPEMEL VO pOopa KOTAAANAO TPOCTAUTEVLTIKO poLyIoUO.

Avorypo e evoyyag: Kpatiote ) gvotyya tov TRISENOX pe v éyypoun kovkkido tpog ta
EMOV®O KOl GTPAUUEVT TPOG T EGAS. AVOKIVIGTE 1) KTUTNGTE UE TO SGKTLAO TNV POGLYYO, Y10 VO
KATELDEL TVYOV VYPO QO TOV AVYEVA TPOG TO KVPIMG cOUN TNG PUoLyyas. [TiEote Todpa Tov avtiyelpd
00G EMOVO GTNV EYYPOUN KOVKKION KOl GTTAGTE TN @UOIYYR KPOT®VTAG 6TAOEPH TO GMUN TNES PVOTYYOS
Ue 10 GAlo cog yépt.

Apaioon: Ewcaydyete mpocektikd T BeAdva piog cOptyyag LEGH 6T QOGLYYN KOl OVOPPOPTGTE
oAoKANpo 10 mepieyopevo. To TRISENOX Oa mpénet katdmy va apoidvetotl apéons pe 100 Emg
250 ml evéoipov dreddpartog yAvkolng 50 mg/ml (5%) 1 evéoiov dSteAdpaTog yYAmPLovyoL vatpiov
9 mg/ml (0,9%).

Mn ypNCIHOTOINUEVEG TOGOTNTEG KAOE QUGLYYAG TPETEL VO OTOPPITTOVTOL E TOV EVOESELYUEVO TPOTO.
Mnv @LUAGGGETE PN YPNCILOTOMUEVES TOGOTNTES Y10 VA yopnyndovv apydtepa.

Xpion tov TRISENOX
To TRISENOX npoopiletor yia pic povo xpnomn. Agv pémel vo avapelyvOETOL 1] v, Yopnyeitol
SLOEGOL TOV 1010V EVOOPAEPLOV COANVA TAVTOYPOVA. LLE GAAL PAPLLOKEVTIKA TPOTOVTA.

To TRISENOX npénet va yopnyeitan pe evoopAéPia Eveon yia 1-2 dpeg. To didotnua g £yyvong
umopet va mapotadel kot va dtapkécet £m¢ Kot 4 mpe Qv TapaTnpnBodV ayyEloKIVITIKEG AVTIOPAGELC.
Agv amarteital kevipikdg PAEPIKOS KabeTpOC.

To dudvpa mpémel va givar dawyEs kot dypmpo. OAa to Tapevteptkd SIOADUATA TPETEL VO
g€etdlovtal OnTIKE Y10 TUYOV COUOTIOIKO VAIKS 1] AmOYPpOUATIGUO TPV amd TN yopriynon. Na pn
YPTOUYLOTOLEITE TO TOPACKEVAGHA OV TEPLEXEL EEVO COUATIONNKO DAKO.

Metd v apainon o evooeAEPLa dtaAdpata, 1 euotkoynukn Katdotaon tov TRISENOX mopapévet
otabepn| Yo 24 opeg atovg 15-30°C kar yo 72 dpeg oe Beppokpacio youyeiov (2-8°C). Anod
UIKPOPLOAOYIKN oW, TO TPOIOV TPEMEL VAL YpNOoILoTOLEiTaL duesa. Av o ypnoponombei dueoa, o
YPOVOG KoL 01 GVVONKEG PVAAENC TPV amd T XPNon eivar evBHVN TOV ¥PNOT KL KOVOVIKA OgV TPETEL
va Eemepvoiv Tig 24 dpeg otovg 2-8°C, eKTOC KOl OV 1 0p0i®GCT TPOYLOTOTOMONKE GE EAEYYOUEVEG
KoL EYKEKPIUEVEC AOTTTTEG GUVOTKEG.
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Al001Kacia Yo a6@aA aToppLyn

Ka0e aypnoionointo mpoidv, avtiKeileva Tov £pYOVTOL GE ETAPT LE TO TPOTOV Kol VITOAELLO TPETEL
VO OOPPINTETAL GOUPOVO, LLE TIG KATO TOTOVS IGYVOVGEG OYETIKES SIOTAEELS.
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@viro oonyov ypiong: Iinpoeopics yia Tov ac0evi)

TRISENOX 2 mg/ml avkvé o1dAvpa Y10 TapacKEDT O10ADNOTOG TPOg £y Vo)
Tpro&eidio Tov apoevikon

AW PaoTe TPOGEKTIKA OLOKAN PO TO GUAAO 00N YIOV YprioNS TPV 6ag yopnyn0del avtd to

QOAaPLOKO, OLO0TL TEPLAAPUPAVEL CNUAVTIKES TANPOPOPIES Y10, GUG.

- ®vAdEte avTd TO PUALO 0dNYIDV XpNoNS. Towe ypetaotel va 1o dafdoete Eova.

- Edv éyete mepartépo amopieg, pOTNGTE TOV YLOTPO, TOV PUPLOKOTOLO 1| TOV VOGOKOWO GOC.

- Eav mapatnpnoete kdmola avemBountn vépyeLa, EVIUEPDOTE TOV YIOTPO, TOV QPUPLOKOTOLO 1
TOV VOGOKOUO 6aG. AVTO 1oyVeL Kot Yo kGOe mhovr avemBountn evépyela mov Oev avapépeTal
070 TTAPOV PUALO 0dNYLOV ¥prions. BAEre mapdypago 4.

T egprEyeL 1o Tapov GUAAO 00N YLOV:

T etvan to TRISENOX xon wota glvat 1 ypiomn tov

T mpénet va yvopilete nptv oag yopnyndei to TRISENOX
og yopnyeiton o TRISENOX

[MBovég avemBOunTe evépyeteg

ag va puidooete to TRISENOX

[epieydpevo g cuokevOoiog Kot AouTég TANPOPOpPies

A

1. T givan To TRISENOX kot owa givar i prjon tov

To TRISENOX ypnowomoteiton o€ evAAkovg acbeveig pe veodloyvacheioa youniol émg evolaUeco
Kvdvvou o&eia mpopvelokvttapikn Agvyoipio (APL), kot og evnAikovg acbeveig, otav dAleg
Oepamneiec amodelydnioy avonoTEAEGUATIKES OTIV OVIHET®MIOT TG acBéveldg Tovg. H APL givan
HOVadIKOC TOTOG LLELOEOOVG Agvyatpiog, pio acBEvela Tov TapovGLAleL ELPAVIOT) U1 PLGLOAOYIKOV
aplOpod AEVKOKVTTAPMOV KOl U1 PUGIOAOYIKNG OUOPPOYing KOOmG Kol LOAMTES.

2. Tvwpémer va yvopilete mpv cog yopnyn0dsi ro TRISENOX

To TRISENOX npénet va divetor vd tnv mapakorovdnor yrarpov mwov £yel eowkelmbel pe v
OVTILETAOTION TEPIOTOTIKMVY 0Eglag Agvyonpiag.

Agv npéner vo Mafete To TRISENOX
e mepinton aAlepyiag 610 TPLo&Eidlo TOV aPGEVIKOD 1| G€ 00100 TOTE GALO OO TO GUCTUTIKA
oVToD TOV PAPLAKOL (AVaPEPOVTAL GTNV TOPAYPOPO 6).

Ipogrdomomoers Kot TPoPVAGEELS

[pénet vo anevbuvieite otov Y1aTpd 1 TOV VOGOKOUO cag Ttpty cog yopnyndei to TRISENOX, edv
- €yete dlTOPAYUEVT] VEQPIKT AElTOLPYIQL.
- €)eTe OMOLOONTOTE NTOTIKA TPOPALATAL.

o ywtrpog cag Oa AdPet Tic e€Ng mpopuAdtels:
Ba yivouv e&etdoeic dote vo eheyyDel | mocdTTA KOAiov, payvnoiov, acPecstion Kot KPEUTIVIVIG
670 aipa oag Tpv TV TpdTN d60m Tov TRISENOX.

- Emiong, mpéner va £xete vnoPAn0el o nAekTpIKn KOTaypapn Tng Kopdldg
(nAextpokapdioypaenua, HKI) mpv and v mpdtn cog doom.

- Oteéetdoelc aipotog (kdAo, acBEoTIO, HLoyVIGLO Kot NTATIKN AEITOVPYio) TPETEL VO
gmovaiapPBavovral katd tn didpketo g Oepomeiog pe TRISENOX.

- Emumhéov, Ba vropdriecte oe HKI dvo popég v efdopdda.

- Av dwTpéyete Kivouvo Y10 GUYKEKPLUEVO TOTO OVAHOAOL Kopdlakoh puBuov (). KOMOKNG
tayvkapdiag dikny puridiov 1| Tapdtaong tov dwotruatog QTc), Ba Ppickeote VIO cLvEXN
KopdloKN TopaKoAovOnon).
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- O ywtpdc oog pmopei va wapakorlovbei v vyela cog Kotd T didpkela Kot petd tn Oepamneio,
KkaBmg 10 TPLo&eidlo Tov apoevikov, N dpacTikn ovoia 6to TRISENOX, pumopet va mpokaiécet
dAhovg kapkivovg. [Ipémel va avapépete 0mTO1dNTOTE VEQ KOl AGUVIHOIGTO GUUTTOUATO, KO
KOTAOTAGELG OMOTE EMOKENTESTE TOV YUTPO GOLG.

- THoapoakorohnon TV YVOOSTIKOV Kol KIVITIKGOV AELTOVPYLOV 0a¢ £V dATpEXETE KivOLVO
avendpkelog Prrapivng Bl.

Mowora ko Egnpor
To TRISENOX &g cuviotdton o€ mondid kot eprovg nAkiog Katw tov 18 etdmv.

Alro @appoxa ko TRISENOX

ITapakareiche va evUepMDOGETE TOV YIATPO 1) TOV QUPLOKOTOLO GOG EAV TOUPVETE, EYETE TAPEL
TPOCPUTO. 1] UTOPEL VO, TAPETE GALO QAPLLOKO, (KOO Ko 0T OV dev oag Exovv yopnynbei pe
GLVTOYT.

Edkotepa, evnuep®OTE TOV Y10TPO GOG
- &dv maipveTE 010ONTOTE OO TOVG SLOPOPOVG TOTOVS POPUAKDV TOV PTOPOVV VO, TPOKAAEGOVV
pio oAAayn oto puBpd Tov Kapdlakol cag ToARD. e avTohs cupmeptAaupavovTal:
OPIGUEVOL TOTOL OVTLOPPLOUIK®Y (PAPLLOKO TOV ¥PTGIULOTOIOVVTOL Yia TN d0pOmor Tov
AvVOUOAOD Kapdlakoy oo, m.y. quinidine, amiodarone, sotalol, dofetilide)
oappoaxa yuo tn Oepomeio yoywong (ATOAEW ETAPNG LLE TNV TPAYLOTIKOTNTO, T.Y.
thioridazine)
Qapuoka katd TG KatdOAnyng (w.y. amitriptyline)
0PIGUEVOL TOTOL PaPUAK®V Y1 TN Oepameio PakTnpidtaK®dv AOUDEEDY (TT.Y.
erythromycin ko sparfloxacin)
oplopéva Qapuaka yio, tn Oepameio oAAEPYIDOV OTTMOC 1) AAAEPYIKNY PIVITION, TOV
ovopdCovrot avtuctapvikd (w.y. terfenadine ko astemizole)
0100NTOTE QOPUOKEVTIKO TPOIOV TPOKAAEL LEIDOT) TOV LOYVNGIOL 1} TOL KAAlOL 6TO aipa
oog (m.y. amphotericin B)
n cisapride (QopLOKEVTIKO TPOIOV TO OTOI0 ¥PNCUYLOTOLEITAL V1O TIV OVAKODPLoN
OPICUEVOV CTOHOYIK®V TPOPANUATOV)
H enidpaon avtdv Tov eopuaK®Y 6TOVG KOpIKOUE GO TOALOVG UTOPEL Vo ETOEVODEL LE T
Mym tov TRISENOX. [Ipénet 0mmodnmoTe VoL EVILEPMDGETE TOV YIUTPO GO GYETIKA UE OAOL TOL
PAPLOKO TOV YPNCLULOTOLEITE.
- gdv maipvete N £xete TAPEL TPOCOOTA AAL QApLOKa T ool ennpedlovyv To Nmop caog. Edav
dev giote PEParot, dei&te T QLAAN 1 T1 GLGKELOGIN GTOV YITPO GOG.

To TRISENOX pg tpo@n} Kot woT6
Agv vapyovy TEPLOPIoUOL GTNV KaTavaAmon Tpoeng 1 Totol kabdg maipvete to TRISENOX.

Kinon

Zntote T GLUUPOLAN TOV YIATPOD 1] TOV QPUPLUAKOTOLOD GUG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.
To TRISENOX gvoéyetar va mpokarécetl PAapepég cuvéneleg 6to EUPpuo 0ToV XPNGLLOTOLEITOL 0O
£yKveg yovaikeg. Av Umopeite va PElvETE £YKVOGC, TPETEL VO YPNCUUOTOLEITE ATOTELEGUATIKEG PeBOOOVG
avTIGVAANYTG KoTd TN dtdpketa TG Bepaneiog pe TRISENOX.

Edwv eiote éykvoc 1 Bpebeite o€ KatdoToon £YKVUOGHVIG KATA TN dtdpKelo TG Bepoameiag pe
TRISENOX, mpénet va {nrrioete T cupfovAn Tov yotpol oog.

Ot Gvdpeg Tpémel va (PN OLUOTOL0VV ATOTELEGUATIKT AVTICOAANYT Katd T Stdpkela g Oepaneiog pe
TRISENOX.

Oniaopdg

Zntote T GLUPOLAN TOV YIATPOD 1] TOV PUPLUAKOTOLOD GUG TPOTOV TAPETE OTOLOONTOTE PAPLLAKO.
To apoevikd oto TRISENOX mepva 610 untpikd yaia.

AOY® Tov evdgyouevoy TpdkAnong Prapav amd to TRISENOX cg Bpépn mov Onadlovy, un Onralete
Katd tn ddpkela tng Bepameiog pe TRISENOX.
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Oonynon Ko YEPIGROS POV LATOV

To TRISENOX avapévetor 0Tt dev €xel Kapio 1 £(EL AONLOVTY EXIOPACT] GTHV IKOVOTNTA 00N YNONG
KO XEPIGUOD POV LATOV.

Edv aicBavOeite evoyrnoeig 1 adiabecia petd v éveon pe TRISENOX, npénel va mepipévere €mg
OTOL TO GUUTTMLOTO, VITOYWPGOVY TPV 00N YNGETE 1| YEPIOTEITE LNYOVILLOTOL.

To TRISENOX nepiéyel vatpiro
To TRISENOX nepiéyet Aryotepo and 1 mmol vatpiov (23 mg) avd 66on. Avtd onpaivel Tog 1o
QAPUOKO EIVOL OVGLOOTIKA «EAEVOEPO VOITPiOLY.

3. Iag yopnyeitor to TRISENOX
Algpkela Kot ovyvotnta Tg Oepameiog

AocBeveic pe veodayvoobeico ogio mpopveAOKVTTOPIKT Agvyoipio

O ywtpog oag yopnyei to TRISENOX pia popd nuepnoing wg pio £yyvon. Katd tov tpdto kiAo
g Oepamneiag cag, pnopet va vroPdilecte o Bepameia kdbe puépa yio Sdotnuo pnéypt ko 60 nuépeg
N UEYPL 0 Y1UTPOG GOG VO OmOpocioel OTL 1) Topeio TG acBéveldc cag Exel Pertiobdel. Av n acOéveld
cag arokpifel otn yopnynon tov TRISENOX, 0a vroPAndeite og 4 mpochetovg kKdKAoVg Bepameiog.
Kdabe korhoc amotedeiton amo 20 d6oetg, mov Ba yopnyovvror 5 nuépeg tnv efdopdda (ko Ha
0KoAOVBOVVTAL ad d1KOTY 2 NUEPDV) Yo 4 EBdopadeg Kot B akohovBovVTaL OO S1KOTY|

4 gfoopadmv. O yiatpog oag Oa amopacicel yio 1o S1AoTnua ToL omatteital 1) cuvéyion g Oepomeiog
pe TRISENOX.

AocBeveic pe ofeila Tpopvelokuttapiky Aevyoipio, TV onoiov 1 acbiveln dev Eyel amokpiBei oe dAleg
Bepameieg

O ywatpog oag yopnyel to TRISENOX pia popd nuepnoing wg £yyvon. Katd tov tpdto KdKAo g
Oepamncioc coc, pmopel va vroPdiiecte oe Bepameio KaOe pépa yro dStdotnpa pEypt kat S0 nuépeg M
LEYPL O YIOTPOG OOG VO ATOPOGIcEL OTL 1) Topeia TNG 0oBévelds cog £xel Pektiwbel. Av 1 acbéveld cog
anokpiBei ot yoprynon tov TRISENOX, Oa vroPAnbeite oe debtepo kOKAO Bepaneiog TV

25 d6cewv, mov Ba yopnyeital 5 nuépeg v efdopdoa (ko Ba arxolovbeitol amd dtakonn 2 MUEPDV)
v 5 gfdopadec. O yiatpog oag 0o amoPAGIGEL Vi TO SIAGTNILO TOV OTOLTELTOL 1) GLVEXLON TNG
Oepaneiog pe TRISENOX.

Tpoémog Kar 066G yoprynong

To TRISENOX npénet va apatdveTat pe StdAvpo Tov TePEXEL YAVKOLN 1 StdAvpa Tov TEPIEXEL
YAW®PLOVYO VATPLO.

To TRISENOX yopnyeitoar cuvifmg amod yiotpd 1 voookopo. Xopnyeitol pe T Lopen opov (£yyvong)
uéca o€

QAEPa, o€ ddotnua 1-2 mpdv oALG 1 £yyvon umopel va Tapatadel edv mapoatnpndovy avemBvunteg
gvépyeleg ommg £Eaym N (o).

To TRISENOX d¢ev mpémet va avapelyvOETaL 1] VoL YYOETOL SIUUEGOV TOV 10100 COANVA e GAAM
QapLaKa.

Edv o yvatpog 1 0 vocsokopnog cag 6ag yopnynoer peyarvtepn 66on TRISENOX and tnv
KOVOVIKY

Mmropei va TtpokAnBovv cracpol, advvapio Tov Hdv Kot cOyyvuon. Ty TepinTtoor outr, 1 Oepaneio
pe to TRISENOX mpémet va 010K0oTel QUECHS KOl 0 YLOTPOS GOG Ba AVTILETMMIGEL TO GUUTTMOLOTA OO
Vv VP POAIKT dOOM APCEVIKOD.

Edv éxete meprocoTEPES EPOTNOELS GYETIKA [LE TN YPT|OT] AVTOV TOV POPUAKOV, POTHCTE TOV Y1UTPO,
TOV QUPLOKOTOLO 1} TOV VOGOKOLO GO,
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4. IMOavéig avemOopnTes Evépyereg

Onwg 6ha 1o pAPLOKOL, £TCL KOL 0VTO TO PAPLOKO UTOPEL VO TPOKAAEGEL OVETIOOUNTEG EVEPYELEG, OV
KoL gV mopovotdlovtal 6 OAOVE TOVS 0VOPDOTOLG,.

Evnuepdote apécmc Tov Y10TPo 1] TOV VOGOKONO0 GG UV TUPUTIPIOETE TIG GKOAOVOES
avemlounteg evépyeiec, KaOG pmopei va givar onuadia pag copapns nddnong mwov ovopaletar
«GUVVOPOLLO dLAPOPOTOINGNS», TOV UTOPEL VO EIval porpaio:

- JvokoAia GTNV avamTvon

- Pixoeg

- mOVoG 610 6TNBOC

- TUPETOC

Evnuepoote apéoms Tov Y1aTpo 1] TOV VOGOKONO GOS 0V TOPUTNPNGETE PId. 1] TEPLGGOTEPES ATTO
TS aKOA0VOES aveEmMOVUNTES EVEPYELES, KOODG nmopel va givar onuddla arlepytkic avriopaonc:
- JvokoAia GTNV avamTvon

- TUPETOC

- Eaopvim avénon Papovg

- KOTOKPATNO™ VEPOD

- AmoBvpikd emelcodn

- oioOnpa maipmv (dvvatoi Kapdiakol madpol Tov aeBdveste oto 6T00C)

Kotd ™ ddpkeia g Oepaneiog pe TRISENOX, evdéyetal vo TopouGLOGTOVY OPIGUEVES OO TIG
akdAovBec avTidpdoels:

LloAv ovyvég (umopel va ernpedoovy meploootepovs aro 1 otovg 10 ovBpwmovg):

- KOmworn (Kovpaor)), TOVOG, TVPETHC, TOVOKEPUAOG

- vovtia, £UETOG, O10PPOLa

- LaAn, poikdg movoc, apmdio | LOPUNYKIOGHLO,

- g&avOnua 1 kvnopog, avénpévo cakyapo aipatog, oidnua (tphéo e&attiog veepPfoiikcon vypov),

- Aaydviacpa, Ypyopog Kopdtakog ToANdc, un euotoroywké HKT,

- LEWWEVO KAAL0 1} LOYVIOLO GTO Oial, U1 QUGLOAOYIKOT EAEYYOL NTATIKNAG AstTOoVpYiog
weprropfavoprévng g mapovsiog vrepPoAikng TocdTnTag YoAepvOpivng N yappa-
YAOUTOUVATPOVOPEPAGTG GTO QL

2oyvég (umopet va. exnpedoovy éwg 1 otovg 10 avBpwmovg):

- peloon Tov apldudv TOV KUTTAP®VY TOV 0iloTog (ALOTETAAMA, EpLOpOKLTTOP KOUM
AELKOKDTTOP), CVENIEVA AEVKOKDTTOPA,

- piyn, ovénpévo Papo,

- TUPETOC OPEINOUEVOG GE AOTHMEN Kot YOoUNAL ETITEdD AEVKOKVTTAP®Y, AoIH®mEN EpTNTOg
Coompa,

- mdvog oto athbog, alpoppayia otov Tvedpova, voéio (Yaunio eninedo 0&uydvov), GVAROYN
VYPOY YOP® Ao TNV KAPSLY 1] TOV TVELLOV, YOUNAT TEST CULOTOC, LT PLGIOAOYIKOS KAPILOKOC
puOudg,

- mopo&uouds, TOVOG apBpmdeEMG 1) 06TOV, PAEYLOVH TV ALOPOPOV AYYEI®V,

- owénuévo vatplo N Layviolo, KETOVEG GTO QLo Kot oTe oVpa. (KETOEEMGT), LI PLGTIOAOYIKOT

€Leyyol veppikng Aettovupyiog, VEPPIKT OVETAPKELD

OTOLOYIKOG TOVOG (TOVOKOIAOG)

gpLOPOTNTO TOL dEPPOITOC, TPHELLO TOV TPOCOTOV, Haunr 6pacm

Mpu yvwarés (n ovyvotyta dev umopei vo, extiunbei e faon to drabéoipo dedouéva,):

- Aolpwén Tov mvedpova, AoipnmEn Tov aipatog

- (AEYLOVI] TOV TVELHOVOV OV TPoKaAel TOVO 6T0 6THHOG Kot SuoKoAia GTNV AVOTVOT), KOPAIOKN
OVETTOPKELD,

- apLOdT®OoT, GVYYLON
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- gyYKeQOAMKN vOoog (eykepalomdbeia, eykeparondbeia tov Wernicke) pe d1dpopeg ekdNADOELS
SUUTEPILOUPAVOLEV®Y OVGKOALMY GTI ¥PTOT TV XEPIDV KOl TV TOJDV, SLOTAPOUYDV TNG OLUALNG
KoL GVYYVONG

Ava@opd avemBOunTOV EVEPYELOV

Edv mapatnpnoete kamota avemfOuntn evépyeia, EVILEPMGTE TOV YITPO, TOV QUPUOKOTOLO 1) TOV/TNV
VOGOKOWO Gag. AvTod 1oYOEL Kot Yio KGOe Thavi avemBountr evEPYELD TOL OEV AVOPEPETOL GTO TOPOV
QUALO 0dMYydV YprionG. Mropeite eniong va avaeépete avemBounteg evépyeleg angvbeiag, HEG® TOL
€0viKob GLGTNIATOG OVAPOPAS TTOL avaypdeeTol 6to [opdptnua V. Mécwm ™G avapopdic
AvETBOUNTOV EVEPYEIDV UTOPEITE VO fonONGETE GTI GLALOYT TEPIGGHTEPWOV TANPOPOPLOV GYETIKA
LE TNV ACPAAELD TOV TAPOVTOG PUPUAKOV.

5. Hog va puiaocoete To TRISENOX
To @appako ovtd TPETEL VO UAACCETAL GE IEPT TTOV OgV TO PAETOVV Kat 6gV TO POAVOVY Ta TALOA.

Na pn ypnowonoteite 0vtd 10 PAPROKO UETE TNV NUEpOoUNVia ANENG OV AvaPEPETAL GTNV
EMIGNUAVON TOL QLOAOI0V Kol GTO KOLTI.

To eappakevTikd ovtd Tpoidv dev amartel Waitepeg cuvONKEG POAAENG.

Metd v apaimon, av dgv yxpnotponombel apéomc, To ypovikd SacTnie Kot ol cuvOnkeg POAAENC
TP oo TN ¥pnon givar evBHVN TOV YLETPOV, TOV PAPUAKOTOLOD 1 TOL VOGOKOUOV GOG KOl KOVOVIKE
dev Egmepvoiv Tig 24 dpeg otovg 2 m¢ 8°C, eKTOC KAl oV 1 0pOimCT) TPAYLLOTOTOONKE GE OTEIPO
nepPaALov.

Na pn ypnoonoteite 0vtd T0 PAPLOKO €AV TaPATNPIOETE EEVO COUATIONNKSO VAIKO 1 v TO StdAvpa
£YEL AMOYPOUATIOTEL.

Mnv metdite @APUAKO GTO VEPD TNG ATOYXETELONG 1| GTA OKLAK( aroppinpata. Potote tov
QOPUOKOTOLd GOG Y0 TO TTMG VO, TETAEETE TAL PAPLLOKO TTOV OEV YpMoLomolEite mo. Avtd to pétpa Ba
Bondncovv oty Tpoctacia Tov TEPPAAAOVTOC.

6. Iepreyodpevo. TG GVOKEVOGIUG KUl AOTES TANpOPOpPiES

Tvgpréyer to TRISENOX

- H dpaotikn ovosia gival Tplo&eidio Tov apoevikod. Kabe ml mokvov dtadvpatog mepiéyet 2 mg
tpro&eidio tov apoevikov. Kabe proridio tawv 6 ml mepiéyet 12 mg tp1o&eidio tov apcevikoD.

- Ta @A cvotatikd givar vaTpiov vOpo&eidio, vipoyrwpikd 0&D Kot HO®P Yo evéoua. BA.
mopaypago 2 «To TRISENOX mepiéyetl vatpion.

Epeavien tov TRISENOX kot mepleyOpeva TG CVGKEVUGIOG

- To TRISENOX egivat éva mokvo StdAvpa Yo TapacKevt] SLHADLOTOG TPog £yyvor (oTElpo TuKvo
daivpa). To TRISENOX SwatiBetot o€ yodhva @aiidio g COUTUKVOUEVO, SIOVYES, AYPOLLO,
vouTIKd dtddvpa. Kdabe kovti mepiéyetl 10 yodiva prokidio piag xpnong.

Kéroyog Aderag Kvkhopopiag
Teva B.V., Swensweg 5, 2031 GA Haarlem, OAlovdia

HopackevaoTig
Teva Pharmaceuticals Europe B.V., Swensweg 5, 2031 GA Haarlem, O AAavdia
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To wapdv ULA0 00N YOV yp1oNs avaBewp1)Onke Yo TeEAevTOio Popd oTic {MM/EEEE}

Aemtopepeic TAnpopopieg Yo 10 PApproKo avtod gival dabécyeg oTov diKTLaKO TOTO Tov Evpomaicod
Opyaviopov @apudiov: http://www.ema.europa.eu
Yrdpyovv eniong cOVOECUOL [e GAAEG 1IOTOCEAIDEC TOVL APOPOVV GTAVIEC 0oOEVELEG Ko Bepameiec.

Ot TAnpo@opieg mov akoAovBolV amevfivovtal HOVO og ENAYYEALOTIEG VYELOG:

ITPEITEI NA EQAPMOZETAI AYXTHPA AXHIITH TEXNIKH KATA TO XEIPIZXMO TOY
TRISENOX KAGQX AEN ITEPIEXETAI XYNTHPHTIKO.

Apaioon tov TRISENOX

To TRISENOX mpénel va apaidveTon Tpty amd Ty Yopnynon.

To Tpocomikd Bo TPETEL VO EKTALOEVETAL GTO XEIPIGHO KOl TNV apaimon Tov Tpto&ediov Tov
apoEVIKOV Kot Ba TPEMEL VO pOpa KOTAAANAO TPOCTAUTELTIKO povyIoUO.

IMPOXOXH, EIAOIIOIHXH NEAX XYI'KENTPQXHX (2 mg/ml)

Apainon: Eloaydyete mpooektikd tn feddva piag cOpryyoc LG 610 GLaAISI0 KAl avVOpPOPTOTE TOV
amartovpevo 0yko. To TRISENOX 0o mpénet katomy va apardvetor opécmg pe 100 éng 250 ml
EVEGLLOL dtaAvpaTog YAuKons 50 mg/ml (5%) M evéoipov daddpatog YAwplovyov vatpiov 9 mg/ml
(0,9%).

Mn ypnoiponompéves TocoTnTeG KABe Proidiov TPEMEL va amoppinTovIal e TOV EVOESELYUEVO TPOTO.
Mnv @UAAGGETE U ¥PNCILOTOMUEVEG TOGOTNTES Y1d, VA Yop1nyn0ovv apyodtepa.

Xpion tov TRISENOX
To TRISENOX mpoopiletar yuo pio Ldvo ypnon. Aev mpémel va avapELYVOETAL 1] VO YopnYEiToL
SLoUESOL TOL 1610V EVOOPAEBLOL COAVE TOVTOYPOVE, LE GAND QUPHOKEVTIKA TPOTOVTA.

To TRISENOX npénet va yopnyeitan pe evoopAéPia Eveon yia 1-2 dpeg. To didotnua g £yyvong
umopel va mapatadel kot va Stapkésel Emg Kot 4 dpeg edv mopatnpnlody ayyeloKIvNTIKEG OVTIOPAGELC.
Agv amarteital kevipikog PAEPIKOG KOOETN PG,

To didAvpa wpémel va givar dtowyég kot dypmpo. Ola Ta TapevTeEPIKE SIAADLATO TPETEL VO,
g€etalovral omTiKd Yo TVXOV COUATIONKO VAIKO 1 ATOYPOUOTIGUO TPV omd T xopnynon. Na un
YPTCULOTOLEITE TO TOPACKEVAGHO OV TEPLEXEL EEVO COUATIONNKO DAKO.

Metd v apainon o€ evoopAEPLa dtoAvpata, 1 puokoynukn katdotaon tov TRISENOX napapévet
otabepn| Yo 24 mpeg atoug 15-30°C kan yuo 72 dpeg oe Beppokpacio youyeiov (2-8°C). Amo
LIKPOPLOAOYIKN oW, TO TPOIOV TPEMEL VAL YpNOILOTOLEiTAL dpesa. Av dg ypnoonombel dueoa, o
YPOVOG KoL 01 GLVONKEG PVAAENC TPV amd T XPNoM eivar EvBHVN TOV ¥PNOT KL KOVOVIKA OgV TPETEL
va Eemepvoiv Tig 24 dpeg otovg 2-8°C, eKTOC KOt OV 1 0p0imoT) TPOYHOTOTO0NKE GE EAEYYOUEVEG
KoL EYKEKPLUEVES AOTTTEG GUVOTKEG.

Al00KaGio Y10 06QaA) ATOPPIYT)

Ka0e aypnoiponointo Tpoidv, avIIKEILEVO TOV EPYOVTUL G EXAPT LE TO TPOTOV KO VITOAELLO TPETEL
VO OTOPPINTETAL GOUPOVO, LLE TIC KATO TOTOVE 1GYVOVGES OYETIKEC SIUTAEELS.
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