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NEPIAHYH TOQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Azacitidine Kabi 25 mg/ml k6vig yia evécipo evoudpnpa

2. IOIOTIKH KAI IOXOTIKH XYNOEXH

Kabe prokidio mepiéyxer 100 mg alakitidivn. Metd v avacvotaon, ks ml evoimprpatog
nepiéyet 25 mg alokitdivn.

IMo tov mpn katdAoyo Tov ekdoy®v, BA. mapdypapo 6.1.

3. ®PAPMAKOTEXNIKH MOP®H
Kovig yia evéoyo gvaidpnpa.

Agvkn émg vTOAELKN KOVIG 1 TAGTOA.

4. KAINIKEX TAHPO®OPIEX
41 OgpamevTikég evoeiEeg

To Azacitidine Kabi evdeikvotot yio ) Ogpameio evnhikov acbevdv mov dev givorl katdAiniot yio
HETOUOGYEVGT OLLOTTOMTIKOV opyéyovav Kuttapwv (haematopoietic stem cell transplantation,
HSCT) pe:

o Meoaiov-2 kot vynAod kivdbvou pveglodvomlactikd ocvvépopo (myelodysplastic syndromes,
MDS) copewva pe to Atebvég Ipoyvaotikd Tvotnpo Babuotoyiag (International Prognostic
Scoring System, IPSS),

o Xpdvia poghopovokuttopikn Asvyaio (chronic myelomonocytic leukaemia,

CMML) pe 10-29% pvehopraoteg ympic poehobmepmlaotikny datapayn,

) o&eia poehoyevn Aevyaruia (acute myeloid leukaemia, AML) ue 20-30% Brdoteg kot
dvomhacio TOALDV ceP®dV, cOUPOVA pe TNV Katdtaén tov Haykospiov Opyovicpon
Yyeiog (WHO),

o Oé&eia poehoyevn Aevyario (AML) pe > 30% pveloprdoteg cOpQ®Va e TV
katdraén tov WHO.

4.2  Aocoloyio Ko TPOTOG YOPNYNONS

H Oepoaneio pe alokitidivn Oa mpémet va apyilet kot vo topakoArovdeital v v enifieyn watpod
£UTELPOL OTN YPNOT (NLELODEPATEVTIKAOV TAPAYOVTOV. A0 TPETEL VAL XOPTYOUVTUL TPOKATUPKTIKA
0TOVG 060EVEIG AVTIEUETIKE Y10 TN VAT KO TOV EUETO.

Aocoloyio
H ocvvietdpevn d6om évapéng yia Tov mpdTo koukho Bepameiog, yio 6A0VG Tovg 0cbeveig aveEdptnta

o TI OLHATOAOYIKEG EPYOOTNPLOKEC TIHES avapOpAS, eivor 75 MY/M? cowuoTikhc emPAvelag,
eviopEVT VIOdOPLA, KOONUEPIVA Y10 7 NUEPES, axoAovBovuevn amd pia mepiodo dtakomng 21 nuepmv
(kvKAog Bepameiog 28 nuePOV).

Yuviotdton 1) xoprynon g Oepaneiog otovg acheveic yio tovddyiotov 6 kukiovg. H Bepaneio Oa
npénel va cuveyiletal yio 660 ypovikd dtdotnua o acbevig eEokolovdel va emmeereitar | uéypt mv
eEEMEN ™ vooov.

Ot acbeveic Oa Tpémel va TopakoAovBoDVTOL Y10 ALULOTOAOYIKT AVTATOKPIOT/TOEIKOTNTA KOl VEQPIKES
to&wotnreg (PA. mapdypao 4.4). Evééyetar va anotteiton kaBvotépnon otny Evopén Tov eTOUEVOD

KOKAOL 1 peiwomn TG dOONGS, OTMG TEPLYPAPETAL TAPOKAT®.
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H alakitidivn dev Tpémet va, xpnoUOTolEiTol EVOALAE Le amd GTOLUTOG XOp1Yyou eV alaKiTioivn).
AdYo TV Slpopmdv oty £kBeoT, 01 GLGTAGELG Yol TN dOGM Kot TO TPOYPOUL VIO TNV OO GTOUOTOC
yopryovpevn alakttidivny etvat S1apopeTikéC omd aTEG Yo TNV eVESIUT alaKITdivI).

YuvieTdtat 6Tovg EnayyeApatieg vyeiog va eroAnBgvovV TNV OvVopaGio TOV PAPUAKEVTIKOD TPOIOVTOG,
TN 6001 Kol TNV 000 YOPNYNoNG.

Epyaotnpraxéc elerdoeic

O1 doK1paciec NTOTIKAG AEtTovpyiog, 1 KPEATIVIVY TOL 0poD Kot T SLTTavVOpaKIKA TOL 0pov Ba TpEmet
va Tpocdlopifovrorl mpwv v Evapén g Bepameiag kot Tpv and kabe kokAo Oepaneiog. ['evikég
eEetdoeic aipatog Oa mpénel va mpayLaTomolovvTal Tpw Ty Evapén g Bepameiog kot dmote
OTOTEITOL Y10 TV TOPAKOAOVON O™ TG aVTATOKPLoNG Kol TG TOEIKOTNTAS OAAG, TOLAGYIGTOV, TPV
amo kafe kdoxho Bepamneiog.

Lpooapuoyn g 00ons Adyw aupatoroyikng toikotnTog

H oapatoroykn to&ikdmta opiletor og o xauniotepog aptBpog mov mapatnpridnke (vadip) oe Eva
dedopévo kokho edv o anpometdiio < 50,0 x 10%1 ko o amdrvtog apdudc ovdetepdpirmv (ANC) <
1 x 10%1.

H avéxapym opiletoar og po avénon me(ov) kuttaptkng(mv) cepdg(@v) exel 0mov mapatnpnonke
OLULOTOAOYIKN TOEIKOTNTA, TNG TAENG TOVAGYIGTOV TOV LIGOV TNG AOAVTNG S10POopdS TNG TIUNG vadip
KO TNG TIUAG OVAPOPAS GLV TV TR vadip (. aplBpog apoceaipiov og avakoyn > tiun vodip +
(0,5 X [| Ty avapopac — tiun vadip []).

AocOeveic ywpic usiwuévoog apiBuois aypocpaipiav ovapopds (onh. levkorxivtrapa (WBC) > 3,0 X
10%/L xaz ANC > 1,5 x 10°/L, xou cupometdao > 75,0 x 10%/L) mprv ané v mpcdey Oepaneia

Edv mapoatnpnBet apatoroyikn toéikdtnta petd tn Oepaneio pe alakitidivn, o eT6UEVOS KOKAOG
Bepaneiog Oo mpémel va KaBvotepnoetl puéypt va avakayovy o aptdpuog arporetariov kot o ANC. Edv
emttevyBel avaxopuymn eviog 14 nuepmv, dev amatteitol Tpocapproyn e 66ong. Qotdc0, edv dev
emtevyBel avaxouyn eviog 14 nuepmv, 1 06on Ba mpénet vo peiwbei chpemva pe tov akdoiovbo
mivaxo. Aoy tpomomon el 1 066N, 1 SldpKeLd TOV KOKAOL Ba TTpémet Vo emoTPEYEL OTIG 28 MUEPEC.

T Nadip Tov Kdhov Aobor oTov noOUEVO KOKAO, EQV Ogv
) emtevy el avakopuyn®

ANC (% 10%1) Awometdo (X 10%1) evtoc 14 nuepev (%)

<10 <50,0 50%

>1,0 > 50,0 100%

*Avaxouyn = Tipég > Tun vadip + (0,5 X [tiun avagopds — tiuf vadip])

AcBeveic ue perowuévoos apifuoic ayocpoipiov avapopags (dni. WBC < 3,0 x 10%/17 ANC

< 1,5 x 10%1 5 oupromercdaa < 75,0 X 10%/) mp1v and v mparty Oepancia

Metd ) Oepamneio pe alaxrridivn, eav n peioon oy tun tov WBC 1 tov ANC 7 tov aponetaiiov
etvon < 50% o€ oyéon pe exetvn mpwv amod ) Bepaneia v peyorlvtepn amd 50% adid pe Bertioon o
0TO100MTOTE SLOPOPOTOINGT KVTTAPIKMY GEPDOV, 0 EMOUEVOG KOKAOG dev O mpénel va kabvoTtepnoel,
001E va Yivel Tpocap oy e 60omg.

Edv n pelwon oy ipn tov WBC 1| tov ANC 1 tov arproetaiimv givon peyaidtepn and 50% oe
oyéon ue ekeivn mpwv omd ) Oepameia, yopic Pedtion ot S10pPOPOTOINGT] KUTTAPIKOV GEPOV, O
enOUEVOG KOKAOG Bepameiog pe alokitidivn Oa mpénet va kabvoTtepnoet LEYPL VO AVOKAUYOLY O
apOpog aponetariov kot o ANC. Edv emtevyfel avdxopyn evtog 14 nuepdv, dev amorteiton
TPOcapUoYN ¢ 80oms. Qotdc0, £dv dev emttevydel avakapyn evtog 14 nuepwv, Oo, Tpénet va
pocdloplotel 1 kutTapofpifeia Tov poekod TV ootmv. Edv 1 kuttapofpifeia Tov poelod Tmv 0oTmV
glvan > 50%, dev amauteiton Tpocappoyn g doons. Edv n kuttapofpifeia Tov poerod Tov ootV
givar < 50%, 1 Oepaneia Oo Tpémel vo kabvotepnoet kot 1 d6oN va. pelwbei cOpemva pe Tov akoiovbo
Tivoko:



KvtrapoBpifeta poerod tov ootwv | Adomn otov endpevo KOKAO, 6y dev emttevyBel avaxopym
gvtog 14 nuepov (%)

Avakopyn* < 21 nuépeg Avaxkapyn* > 21 nuépeg
15-50% 100% 50%
< 15% 100% 33%

* Avaxopyn = tuég > tiun vadip + (0,5 X [tiun avagopdc — tun vadip])
AoV tpomomoindei n d6oM, 1 S1GPKELD TOV EXOUEVOL KOKAOVL o Tpémel va emoTpéyel oTig 28 nuépec.

Eidixol wnboouoi

Hliwuévor aobeveic

Agv amatteital €101KN TPOGOPLOYT TNG SO0TG Y10 TOVE NAKIOUEVOLS. AESOUEVOD OTL OL TATKI®UEVOL
acBeveic elvar mo mBavo va £xovv pelwpévn veppikn Aettovpyio, pmopel va givor xpnom n
TAPOKOAOVONGN TNG VEPPIKNG AELITOVPYIOG.

Aobeveis ue veppirn dvolertovpyio.

H aloxitidivn umopel va yopnynbei oe acbeveic pe veppikn duciettovpyio yopig Tpocaproyn g
apykng 60omg (BA. Tapdypapo 5.2). Xe mepintmor UPAVIONS AVEENYNTOV LEIMGEWDY GTO, ETITEDN
drrtavOpaxikmv opod katm amd 20 mmol/l, n déon mpénel vo. permbei katd 50% ctov enduevo KOHKAO.
e mepinton eueaviong aveéNyntov avéncemv 6TV Kpeattvivn 0pol 1 av 10 alwto ovpiog aipatog
(BUN) givar > 2 gopég mave amd Tig TIES avapopas Kot Tave amd To ovMTOTO GLUGLOAOYIKO OPLo
(ULN), o endpevog kbvxhog Oa pénet va KabBuoTepoel LEYPL O TIHEG VO ENGTPEYOVY GTO
QLOI0A0YIKO 1 OTIG TIUEG AVOPOPAg kal 1 doom Ba Tpémel va peimbel katd 50% otov emduevo kbkro
Bepaneiog (PA. mapdypapo 4.4).

Aaobeveic ue nrotikn dvoleitovpyia

Agv &yovv die€aybel emionueg peréteg oe acbeveic pe nratiky dvciertovpyia (BA. mapdypapo 4.4).
AocBeveig pe cofapn opyovikn dvsiertovpyia Tov NTaTog Bo TPENEL v TaPAKOAOVOOHVTOL TPOGEKTIKA
Yo avemBOUNTEC EVEPYELEG. AeV GUVIGTATAL EIO1KT| TPOTOTOINGM NG 600MG Evapéne o€ acbeveig pe
nratikn ducAertovpyia mTpw TV Evapén g Bepanciog. Metémeita tpononomoelg g 66ong o mpémet
va Bacilovtal 6Tig apatoroyikég epyactnplokes Tipéc. H alakitidivn avievdeikvotal oe acBeveic pe
TPOYWPMNUEVOVG KakonBelg nrotikovg 0ykovg (PA. mapaypdeovg 4.3 kot 4.4).

THoudrazpixog tinBoouds

H acpdlela kou n amotedespotikodtnto, TG alakitidivng o Tadid nikiog 0-17 etmv dgv éxovv
axopa tekunplwdel. To mwapovia dabdécyuo dedouéva meptypdpovtal oty mopdypapo 4.8, 5.1 ka1 5.2
aAAG dev umopel va yivel cOGTao Yo T d0G0A0YiaL.

Tpomog yopnynong

To avacvotapévo Azacitidine Kabi 6o mpémet va evieton vrodopia 6o dve pépog tov Bpayiova, to
impod 1 v Kookt xopa. Ot B€aeig g éveong Ba mpémet va evailaoccovtat. Ot vées evéoelg Oa
TPETEL VO, YOPNYOVVTOL GE ATOGTACT] TOLAGYLGTOV 2,5 CM 0td TO TPOMYOOUEVO OTUEID KO TOTE GE
TEPLOYEC OOV TO oMuEio Tapovailaletl evotcOnoia, pOAOTES, EpLOPOTNTA I GKAT)pLVOT).

Metd v avachoTooT, To Evaldpnie oev 0o mpénet va dimbeitat. ' 0dnyieg oyetikd pue v
AVOGVOTOOT) TOV PUPUOKEVTIKOD TPOIOVTOG TPV amrd T YopNyNnon, PA. mapdypago 6.6.

4.3 AvrtevoeiEaig

YrepevaioOnoio ot dpacTIKn 0VGio 1 G KATOL0 0md T, EKO0Y0 TOV AVOPEPOVTOL GTNV
Topaypao 6.1.

Tpoywpnuévor kakoneig nratikoi dykot (BA. mapdypago 4.4).

Onroouds (PA. mopdypoeo 4.6).



4.4  E101KEG TPOELOOTOUGELS KL TPOPVAGEELS KATA T Ypfion

Ayatoloyikn to&ikotnTa

H Oepaneia pe alaxitidivn oxetiCeron pe avarpia, ovdeteponevia Kot Opopporevia, edukd katd )
dugpkela Tov TpOT®V 2 KUKA®V (BA. mapdypaeo 4.8). I'evikég e€etdoelg aipatog Ba mpémetl va
TPOYUOTOTOLOVVTOL OTTOTE QALTEITOL Y10 TNV TOPAKOAODONGN TN AVTOTOKPIONG KOl TNG TOEIKOTNTOG
aAAQ, TOVAGYIGTOV, TPtV amd KABe kKOKAO Bepameiag. MeTd T yopiyNoN TG CLVIGTMUEVNS dOONS Yo
TOV TPOTO KOUKAO, 1 600T Y10 TOVG EXOUEVOLG KUKAOVG Ba Tpémel va petdveton 1 va kabvotepeital n
YopNyno” g 1e faon Tig TYEG vadip Kot TNV alatoloyikn avtarokpion (PA. mapdypoeo 4.2). Ot
acBeveic Oo Tpémel va cupfoviedovial va avapéPovy GUECT TUYOV EUTVPETA EMEIGOSL0. ZVVIGTATOL
eniong 6Tovg acbevelg Kot 6TOVS WTPOVG va Ppickovtal Gg gypiyopcT) Yo onpeiol KOl GUUTTAOLOTO

opoppayiog.

Hratukn duciettovpyia

Agv éyovv die€aybel emionueg peréreg oe acbeveic pe nratikn ducAettovpyia. Xe acheveig pe
EKTETAWIEVO POPTIO OYKOL AOYM HETAGTATIKNG VOGOL £XEl 0vapePOEL TPOOSEVTIKO NTUTIKO KDL KO
Bavatog Katd tn dudpkela g Bepaneiog pe alokitidivn, £101KA o aobeveig pe Aevkopativn opod
avapopdg < 30 g/l. H alokttidivn avievdsikvutol og aoBeveig pe mpoympnuévovg Kokonbelg nmatikong
oykovug (BA. mapdypapo 4.3).

Neppikr| dusiettovpyia

Neppikég avopoies, ol omoieg Kupaivoviot amd avEnuévn Kpeatviv) opov £m¢ VEQPIKT AVETAPKELD
ka1 0avatog, avaeépbnkav o acbeveic mov Erafav Oepameio pe evoopAéPia alaxitidivn ot
ouvdvooud pe AAAOVG yMUEOBEpaTEVTIKOVG TTapdyovTec. EmmAov, veppikn cowinvapilokn o&émaon,
op1ldpevn wg o Ttmomn ota drrtavdpakikd opov o < 20 mmol/l o cuvdvacud pe alkakd obpo.
Ko vrokaapia (kAo opov < 3 mmol/l) mapovcidotnke og 5 dropa pe ypovia pehoyevi Asvyoptio
(CML) mov éhapav Bepomeio pe alokitidivny kot etomocion. Edv mapatmpndodv aveEfynteg HEidoeIC
ota durtavBpakikd opov (< 20 mmol/l) § avénoelg otny kpeatviv opov 1| to BUN, 1 660om Oa tpémet
va pelwdel 1 va kaBvotepnoet n yoprynon g (PA. mapdypapo 4.2).

Ot acbeveic 0o Tpénel va GupPoviebovTal Vo avapéPouy GUESH TVYOV OALYOLPIa Kol avovpio GToV
enayyeApatio vyeiog.

Av kot dgv mopatnpnOnKoy KMVIKG GYETIKEG S10POPEG OTN SLYVOTNTO TOV AVETIHOUNTOV
avTIdpdoe@v PeTalD aTOU®V UE PUGIOAOYIKT VEPPIKN AEITOVPYIO GE GUYKPIOT| LLE GTOUA LLE VEQPIKN
dvodettovpyia, ot acBeveic pe veppikn duciettovpyia Ba Tpénet va mapoakoiovBovvtal 6TeVA Yio
to&kdtnTa dedopévou o6t 1 alokitidivn Ko ot petaforitec g anekkpivovtal Kuping HEGH TV
vepp@v (BA. Tapdypago 4.2).

Epyoompraxéc e€etdioelc

H nrotwn Aettovpyia, n kpeativivn Tov 0pod Kot T drttavBpakikd Tov opov Ba mpénet va
npocdopifoviar Tpv v Evapén g Bepaneiog kot Tpv amod kdbe koxkro Bepomeiag. Ievucég
g€etdoelc aipatog Oa Tpémel va Tpoyuatomolovvtal Tpwy v Evapén tng Oepameiag kot énote
ATOLTEITOL Y10 TNV TOPOKOAOVON OGN TG AVTATOKPIoNG Kot TG TOEIKOTNTAG AAAG, TOVAGYIGTOV, TPLY
and k@O koo Oepomeiog, (BA. eniong mapdypapo 4.8).

KapdiondBeia ko mvevpovondaeto

Acbeveic pe 16T0p1kd cofapnc GCLUPOPTTIKNG KAPILOKNG OVETAPKELNS, KAVIKA 06T0000G
Kapdlomadeiog 1 Tvevpovoradeiag amokieioTray omd Tig facucég peAéteg mov denydnoav yuo tnv
£ykpiomn tov mpoidvtog (AZA PH GL 2003 CL 001 kot AZA-AML-001), kot Guvenmdg 1 aoAAELN Kot
amoTELECUATIKOTNTO TNE 0laKITIdivN G 68 anTovE Tovg acbeveic dev £xet texunpiwdei. [lpdceata
dedopéva amod o KAVIKN HEAETN og aoBeveis e YV®OOTO 16TOPIKO KapdloyYELOKNG VOGO N
TVELUOVOTIAOEL0G £0€1EAV ONUAVTIKA ALENUEVT GUYVOTNTA ELPAVIOT|G KOPIOKDY GUUBAUAT®V UE TNV
alokitidivn (PA. mapdypao 4.8). Q¢ ek T00TOV, GLVIGTATOL VO diveTol 1dtaitepn Tpocoyn Otav N
alokitidivn cvvtayoypageital 6tovg acbeveic avtovs. H kapdionvevuovikn a&lordynon Oa tpénel va
e€etaotel Tpv Ko Katd T dudpkela tng Oepaneiog.




Nekpotikn @Aeylov] Tepitoviog

"Eyetl avapepbei vekpmtikn pAeypov meptroviag, cupmeptiappovouévey Bavatnedpov
TEPIOTATIKDV, o€ aoBeveic mov ElaPav Bepaneio pe alaxitidivn. e acheveilg mov avanTuGGOLV
VEKPMTIKN QAEYUOVN TteptToviag, 1 Oepaneio Oo Tpémet vo dStokomTeETAL Kot VoL EEKIVAEL OUECHG
KaTdAANAn Oepameio.

2Vvopouo Mong dykov

Kivévvo cuvdpopov Aong dykov dlatpéyovy ot acheveic pe vynid @optio Gykov Tpv amod T
Oepaneia. O cuykekpipévol acbeveic Oa mTpénet va maparxorlovBodvtor otevd Kot vo, Aapupdvovtot ol
KATOAANAES TPOPLAAEELS.

20vdpopo dupopomoineng

[Iepumtdoels GuVOPOLOL dlaPOPOTOiNCNG (YVMGTO EMIGNS MG GOHVIPOLO PETIVOIKOV 0EEOG) EYOVV
avaeepbel oe acBeveic mov Aappdvovv evéoiun alakitidivn. To cuvdpopo drapopomoinons propet va
glvar BovoTneOPo KOl T CLUTTAOUOTO KO TO KAVIKG EVPTUATO TEPIAAUPBAVOLY OVATVEVGTIKN
dVoyEPELD, TVELUOVIKG SO LoTa, TUPETO, EEAVON LA, TVELLLOVIKO OO UA, TEPLPEPTKO OidN U, TayEin
avENOT cOUATIKOD BApovg, VITELMKOTIKEG GLAAOYES, TEPIKAPIIUKEG CLAAOYEC, VITOTACT KOl VEPPIKT
dvodettovpyia (BA. mapdypao 4.8). Oa mpénet va eEetdleTon 1o evdeyOUeEVO Bepameiag e VYNAN
3001 EVOOPAEPLOV KOPTIKOGTEPOEIOMV KO TOPAKOAOVONGNG TV AUOSVVAIKDV TOPAUETPOV KOTA
NV TPOT EVOPEN CUUTTOUATOV 1] CTUEIDV TOL VTOONADGYVOVY GUVIPOLO JLAPOPOTOINCoNS. Ao TPEmeL
vao eEeTdleTon To EVOEXOUEVO TPOCMPIVIG SLKOTNG TNG £VESIUNG alaKITIdOvNG £MG TNV 0TOdpOUT TV
CUUTTOUATOV, KOl GUVIGTATOL TPOGOYT EPOGOV YopNnyNOel ek vEov.

45  Alniemodpdaoeig pe GALa QUPUUKEVTIKA TPOIOVTH Kol GAAES HOPQEG aAINAETIOpAOTG

Me Baomn dedopéva in vitro, o uetaPoriopdc e alokrtidivig dev eaivetor va pecorafeitor amd
1ooéviupo tov kutoypopatog P450 (CYPs), UDP-tpaveepdoeg tov yAvkovpovikod o&éog (UGTS),
ocovApotpavepepdoeg (SULTS) kot tpaveeepdosg g yhovtabeidvng (GSTS). Zvvenmg,
aAANAemdpaoelc Tov oyetilovtal ue avtd ta Evivpo petafoAicpot in vivo Bempovvtar amibavec.

KAlvikd onpovtikég ovaotaltikég 1 emayoyikés dpacelg g alakitidivng ota Evivpa Tov
Kutoypouatog P450 eivar omiBavec (PA. mapdypoeo 5.2).

Agv €yovv mpaypatoroindet emionpeg KAMvVIKES peAETEG OAANAETIOPACEDV PAUPUAK®OV LE TNV
alaxTidivn.

46 TovipétnTa, KOO KoL yorovyia

Iyvaikec og avamapoymykn nlkio/ AVTIGOAAN YN G€ GVIPES KO YOVOIKEG

O1 yuvaikes og avamapay@ytkn nAkio TpEMEL Vo YPNOLLLOTOIOVV OTOTEAEGLATIKT] VTIGVAANYT KOTA
™ dbipkera g Bepomeiog kor o TovAd IoTOV 6 Uveg petd v Bepaneia. O avdpec Tpémet va
gvnuepOvovTal 0Tl Ogv TPETEL VO, KGvouy Tandi evad Aapfdvovy Oepameio Kot TPETEL VAL XPTGLULOTOIOVV
QTTOTEAEGUATIKT AVTICOAANYN KOTE T OLAPKELN KoL Y10, TOLAGYIoTOV 3 ufvec petd ) Oepameio.

Kdnon

Agv datiBevton emapkn| dedopéva oYETIKG Le TN xpnom ¢ alakitidivng og eykbove. MeAéteg og
ToVTIKOLG Katédei&av avamapaywyikn tofikdmra (PA. mopdypago 5.3). O evdeyduevog kivévvog yia
Tov avBpomo gival GyvmoTtoc. ZOUemva Le To omoTeEAEcUaT omd PeAETEG g LD Kol TOV UNYoVIGUO
dpdiong g, N alokitidivn dev TPETEL VO YPNCLOTOLEITAL KOTA TN SLAPKELN TNG KUNONC, E01KH KOTA TN
SLAPKELN TOV TPMTOV TPLUIVOL, EKTOG EGV glvar capdg amapaitnto. Ta mheovektnuata tng Ogpomeiog
Oa mpémel va otabpilovtat Evavtt Tov gvogyOUEVOD KIVOUVOL Yo TO EUPpuo oe kdbe Eexmplotn
MEPIMTAOOT).

Oniaouog
Agyv givon yvooto gdv 1 alokitidivn/ot petafoliteg amekikpivoviotl 1o avBpdmivo yédo. Adywm

EVOEYOUEVOV GOPOPOY avemBOUNTOV evepyEldY 6To Bpépog mov InAdlel, o Onhacuog avtevosikvotot
Katd tn Siapkela g Oepameiog pe alokitidiv.



Tovipdmro

Agv vtapyovv dedopéva and avBpmmovg yio v enidpacn ¢ alokitidivng otn yovipotmrta. ta {oa,
€xovv kataypoeel avemBOunteg avidpdoel pe tn ypron s alokiTidivng 61N YoVILOTNTA TOL
apcevikoD (BA. mapdypago 5.3). [Ipwv v évapén g Bepaneiog, Oa TpENEL VO, GUVIGTATOL GTOVG
Gvopec aobeveic va evnuep@®VOVTOL GYETIKA e TN duvaTdTNTe POANENG CTEPLLOTOC.

4.7 Emopacelg oty IKAvOTNTA 001 Y1|61S KOL YELPLOROD PN UVILATOV

H aloxitidivn €yet pikpn 1 LETPLO. EXLOPOOT] GTNV IKOVOTITO 0NYNONG KO XEPIGLOD UNYOVIUAT®V.
"Exet avagepbei kOTmon pe tn gprion s alakitidivine. Zuvendc, GUVIGTATAL TPOGOYT KOTA TNV
001 YNGN 1 TO XEPIGUO UNYOVIUATOV.

4.8 AvemO@vunteg evépyeleg

20voyn 1oV Tpo@ik acdielog

I1/nOvouog evplikwv ue MDS, CMML xox AML (20-30% uverofAdoreg)

AvemBOunteg evépyeleg Bempolpeves wg mBavADS 1 EVOEXOUEVMG OYETILOUEVES LLE TN YOPTYNON TNG
alaxitidivn epeaviotkay 6to 97% tov achevov.

Ot ouyvotepeg coPapés avemBOunTeg evépyeleg Tov TopatnpnOnKay ot Pactkr| LeAém

(AZA PH GL 2003 CL 001) cvpmepiraufavay epumidpetn ovdeteponevia (8,0%) kot avoupio (2,3%), ot
omoieg emiong avaeépbnkav otig vrootpiktikég peréteg (CALGB 9221 kot CALGB 8921). AlAeg
coPoapéc avemBounteg evépyeteg and avtég Tig 3 peréteg cvumeptAdpfovoy AomEES OTmS
ovdeteponevikn onyarpia (0,8%) ko mvevpovia (2,5%) (nepucég pe popaio ékPoon), Opopforevia
(3,5%), avtidpdoeic vrepevotodnoiag (0,25%) kot apoppoytkd coppdpota (7., EYKEPUAIKN
apoppayia [0,5%], apoppayia Tov yooTpeviepkod cwinva, [0,8%] kot evookpaviakn

awpoppayia [0,5%]).

O1 cuyvoTEP aVOPEPOUEVES OVETIBOUNTEG EVEPYELEG atd TN Ogpameio pe alaxttidivn RTov
apatoroyikés avtdpaoels (71,4%) cvuneprrapPavopévng g Opopporeviag, ovdetepomeviag Kot
Aevkomeviag (cuvnBwg Babpob 3-4), yaotpeviepikd cvufauata (60,6%) cupmepthapfovousvng e
vavtiog, epétov (cvvnbmg Babuov 1-2) 1 avtidpdoeic ot 0éom g éveong (77,1%, cuviog
Babpov 1-2).

1nBvouoc evylrikwv nlikios 65 etwv i avo ue AML ue > 30% uvelofidores

Ot ovyvotepes coPapés avemBounteg evépyeteg (> 10%) mov mapatnpriOnkay amd tn perétn AZA-
AML-001 evtdc Tov okérovg Bepaneiog g alakitidiving copmeptiapfovoy eUTopeT
ovdeteponevia (25,0%), mvevpovia (20,3%) ko mopesia (10,6%). Alleg Atydtepo cuyva
avaeepoOuEVES coPapég avembOunTeg evépyeleg 0to okélog Oepameiog g alakitidivng
ovpmepthdppavay onyopio (5,1%), avopia (4,2%), ovdeteponevikn onyarpia (3,0%), Aoipmén
ovpomo kol cuothuatog (3,0%), Opoppomevia (2,5%), ovdeteponevia (2,1%), kuttapitda
(2,1%), CéAn (2,1%) ko dvorvoua, (2,1%).

O1 ouyvotepa avapepopeves (= 30%) avemBOunteg evépyeteg omod 1t Oepameio pe aloxitidivn o
YaoTPEVTEPIKG cLUPdpaTa, cvprephopfavopivng thg dvokotmotnrag (41,9%), g vavtiog (39,8%)
ka1 g odppotag (36,9%; cuvnbwg Babuov 1-2), yevikég dtotapayéc Kot KataoTdoelc ot 0om
yopnynong cvumeptiappavouévng tng mopetiog (37,7%, cuvnbog Babpov 1-2) Kot aipotoroyikd
oupupapata, copumepAapUBovorévng g eUTOpetng ovdetepomeviog (32,2%) Kot TG OVOETEPOTEVING
(30,1%; cvvnbwg Babuov 3-4).

Kortdhoyog avemBOuntov evepyeldv G Tivoa

O nopaxdto Iivakog 1 wepiéyet avemBounteg evépyeteg mov oyetilovion pe tn Oepameia pe
alokitidivn ot omoieg Tpoépyovtor amd Tig KOpleg KAvikég peréteg o MDS kot AML kat omd tnv
mapoKolovOnon petd v KukAopopia.

O1 ouyvotnteg kabopilovror wc: oAb cuyvég (> 1/10), ovyvég (= 1/100 émg < 1/10), oy cvyvég
(> 1/1.000 ém¢ < 1/100), omdvieg (> 1/10.000 éwg < 1/1.000), moid omdvieg (< 1/10.000), un yvwotég
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(dev pmopovv va ektiunBovv pe Paon ta drabéoipa dedopéva). Evioc kabe koatnyopiog cuyvotntog

EUPAVIONG, Ol avemBOUNTEG EVEPYELEG TTapatifevtal katd PBivovoa celpd cofapotntac. Ot

avemBounteg evépyeleg TapovcldlovTal GTOV TaPUKAT® TIVAKO GCOUG®VA LE TV VYNAITEPN
GLYVOTNTA TTOL TALPATNPNONKE GE OTOAONTOTE OO TIG KOPLEG KAMVIKEG MENETEC,

Mivaxag 1: AvemBopnteg evépyereg mov ava@ipOnkay o€ aceveig pe MDS 7 AML o omoior
éhapav Ogpaneio pe alokiTidivy (KMvikéc perétes Ko peTd TNV Kukiogopia)

Katnyopia/ oAb cvyvég Xoyvég Oy ovyvég XAVIES Mn
0pPYOVIKO I'vootég
cUOTIL
Aoypuoerg ko Ivevpovia* Inyoayio* NekpoTiKY|
TOPUCITAOGCELS (ovpmephopfavop (cvpmeptropfavop QAeypovn
évng Poktnploxig, €vng Paxtmproxng, neprrovioc™
10YEVOUG KOt 10YEVOLG Kol
LUKNTIOGKNG), LUKNTWGIKNG),
Pwooeapuyyitida Ovdetepomevikn|
onyoapio®,
Aoipwdn g
OVOTTVEVGTIKNG
000V
(ovpmeprrapfavet
TO OVTEPO KOl
Bpoyyinda),
Aoilpwén
0LPOTONTIKOV
GULGTNLLOTOG,
Kvtrapitida,
Exkolmoparitida,
Mukntooikn
Aolpwén tov
GTOLOTOG,
KoAmitida,
dapuyyitido,
Pwitida,
"Epnng amiog,
Agppotikn Aolumén
Neomhaopota, 2Ovopoo
K001 01, Sapopomoin-
KOK01 0N Ko pn ong* *
Kko0oprlopeva
(ovpm. kKboTEOV
KoL TOAMOT0O V)
Awrapayés Epmdpet Havkvuttaponrevia®,
TOV QipaTOS ovdetepomevia*, AvemapKeLD TOV
K01 TOV Ovdetepomevia, HLEAOD TOV 0GTAOV
Aep@kov Agvkonevia,
GUGTILOTOG Opoppomevi
o, Avoipio
Awtopayég Avtidpdoeig
OVOGOTOUTIKOV VIEPELOGON
GUGTILOTOG -clog
Metopoikéc Ko Avopetioa, Apuddtmon >0vopopo
810“"[""!’“5"3‘5 HeLopévn Ao 6yKov
owatapayés opeen,
YrokaAtoupio.
Poyotpikéc Admvia ZVUYYLTIKN
owtapoyés KOTAGTOON,
Ayyog




Katnyopia/ IToA0 ovyvég Yuyvég Oy ovyvég Yravieg Mn
0pYOaVIKO I'vootég
oot
Awtapayés Tov Zén, Evdokpaviakr
VELPLKOV Keparoryla aopparyio®,
GUGTI|HLATOG Yvykomn, YrvnAla,
AnBapyog
Awtapayég Tov Ayoppayia Tov
0@0aAipov opOaALL0V,
Awoppayia tov
EMMEPVKOTOL
Kapdrokég [epucapdiokn Mepucapditidan
dwtapayéc ovAhoyn
Ayyawokég Ynotaon*,
owurapoyéc Ynrépraon,
OpbBooctatikn
VIOTOAON,
Ayldtopo
AvOTTVEVOTIKEG, Avonvour, Yrelokotikn Awdpeon
Gc)pm(u(é’g Eniotaén cLALOYY, TVEVLLOVO-
dratopayic Ko Abdonvolo otnv naOsto
owtapoyés oV K6mWO,
pecobmpaxiov DOpLYYORAPUYYID
GAyog
Toaotpevrepukég Awgppoia, Ayoppayio
owtapoyés “Eperog, YOG TPEVTEPIKOV™
Avorkotmomta, (ovumeprtiopPavet
Noavrtio, Kotako apoppayio Tov
aAyog OTOMOTOC),
(ovumeprrapPavet Aoppayio
dAyog v ALLOPPOTO®YV,
KOWMOKNG XDPOG Ytopatitdoa,
KoL KOLAMOKN Ovloppayia,
dvepopio) Avoneyia
Hnotoyolkég Hrotum
owropayés avemdprelo®,
[Ipoodevtid
NTOTIKO KOO,
Awtapoyés Tov Metéyetec, Hoppipoa, O&eia Agppatikn
0£PUATOS KOL TOV Kvnopog Alonexia, EUTOPETN ayyeutida
VT0d6PLOV 16TOV (ocvpmeprrapPavet Kvidwon, OVOETEPOPIAL-
YEVIKELLEVO), Epobnua, KN
E&avOnpa, E&avonuo depuaTwon,
Exyoumon KNAMOMOES Toyypovddeg
mddepua
Awtopoyés Tov ApBpaiyia, Mvixoi oracpoi,
LVOCKELETIKOV MvookereTiKOG Mouoadyio
GULOTI|LOTOS KO ToOVog
TOV GUVOETIKOV (ovpmeprrapfavet
16700 ocpuadyie, Tévo
GTO 0GTA KOt TO,
aKpa)
Awrapayés Neppun Neppun
VEQPAOV KoL avemapkeo®, COAVOPIOKT
0VPOTOMTIKOV Atatovpia, o&émon
CUGTILOTOG Avénpévn

KPEOTVIVI] 0POV




Kotnyopio/ o0 ouyvéc Yuyvéc O ovyvég Xravieg Mn
0pYavVIKG I'voortéc
oo,
Ievikég MMupe&ia*, MaoAionac, Nékpwon
owrapayéickor | Konwon, Aydtopa, ot 0éon
KOTOOTAGELS E&acbévion, Yrpovor, éveong(ot
ot 0éon Owpoakikd dryoc, E&avOnpuo, Béom éveong)
xopfynong Epotnpa ot Héon Kvnopog,
éveong, Dleypovy,
Alyog ot Béom ATOYPOUOTIOUOG,
éveong, OCidwo kot
Avtidpaon ot Béon apoppayia (ot
éveong (un 0éom éveong),
KkaBopilopevn) AicOnpa
KaKovyiog,
Piyn,
Ayoppayio ot
Béon Tov
KobeTpa
Agpgovioelg Yopoatikd Bapog
LELOUEVO

* = éyouv avopepbei omdvio TepLoTATIKA LE potpaio KATAANEN
* = BA. mapdypago 4.4

[eprypagn emAieypévov avembountev evepyeidv

Auaroloyikég avembountes evépyeieg

O1 ovyvotepa. avapepoueveg (> 10%) aipotoloyikéc avembounteg evépyeleg Tov oyeTilovTot pe
Oepaneio pe alaxitidivn Tepriapfavouy avaiuio, Opopponevia, ovdetepomevia, epmHpET
ovdetepomevia Kol Aevkonevia, kot tav cuvnmg Babpot 3 1 4. Yrdpyel peyolitepog Kivovvog
EUPAVIONG QVTOV T®V GUUPAUATOV KOTA T1 OLAPKELL TOV TPOTOV 2 KOKA®V, LETE 0o TOVS 0Tol0vg
gupaviCovtol Ayotepo cuyva o 0oOEVEIS LIE ATOKAUTAGTAGT TNG ALLATOAOYIKNG Asttovpyiag. Ot
TEPICCOTEPES AUOTOALOYIKEG OVETIOVUNTES EVEPYEIEG OVTIUETOTIGTIKOV LLE TOKTIKT TOPOKOAOVOT oM
TOV YEVIKOV €EETAGEMV OipOTOG Kot KaBuoTépnon S xopnynong alakitidiving 6Tov eTOUeEVO KOKAO,
TPOPLAOKTIKY ovTIBloTikn Bepameio koM vroot)piEn ue avéntikd tapayovta (w.y. G-CSF) ywa v
ovdeTEPOTEVIiD, KO peTayyioelg yio v avaiuio 1 tn Opopporevia, avaroyo, pe v TtepinTmon.

Aowwéers

H pvgloxotactoln umopel va 0dnynocetl o€ ovdetepomevia Kot ovénuévo Kivovvo Aoiuwéng. Zofapéc
avemBOUNTES EVEPYELEC OTIMG SN OO, CUUTEPTAOUPBAVOUEVIIC TNG OVOETEPOTEVIKNG ONYOLUING KOt
g mvevpoviag avapepnkav oe acBevelg mov AdpPoavay alokitidivn, pepkes pe potpaia £kfacn. Ot
AOWMEELG LITOPOVY VO AVTIUETOTIGTOVV LUE XPNOT] PUPUAK®OV KOTA TOV AOUDEEMV KoL VITOSTAPIEN LE
avéntikd mapdyovta (.. G-CSF) yia v ovdetepomevia.

Aoppayio.

Awoppayio uropei va epoavictel o€ acbeveic mov Aapupdavouv alakitidivny. Avapépinkov coPapég
avemBOUNTES EVEPYELEC, OTMG LLOPPAYIC TOV YOOTPEVIEPIKOV KO EVOOKpavIaKn atpoppayia. Ot
acBeveic O Tpémel va TapakoiovBodvTal yio oNHElN KOl COUTTMOUOTO OLLOPPAYinG, E01KE EKEiVOL e
npobmapyovca N oxetilopevn ue m Bepancio OpouPomevia.

YrepevoroOnaoio.

YoBapéc avtidpacelg vaepevalcsnciog avaeépbnkav oe acbeveic mov AduPoavay alakitidivn. Xe
TEPIMTOON AVAPLAOKTOED0VS avTidpaong, N Oepaneia pe alokitidivn Oa mTpénet va doakdmTETOL
apEc®S kol va apyilel KatdAAnAn countopoTiky Oepamneia.

AvemOounteg evepysies Tov OEPUATOS KO TOD DITOIOPIOV 10TOD

H mAeloynoio v depuatik®v kol VTodoplev avemllBOunTomy evepyeldv Ntav oxetilopueveg pe tn 0o

g éveong. Kapio and avtég tig avembounteg evépyeteg dev odnynoe oe drakonn tng alaxkttidivng, N

ueimon g 06ong ¢ alakitdivine otig factkéc ueréteg. H mieioynoio tov avemBountov evepyeidv

EUPOVICTNKOV KOTA TN SLdpKELN TV TPDTOV 2 KOKA®V TG Oepameiog pe Tdon peioong Katd toug

EMOUEVOLG KOKAOVC. YT000p1EG OvemBOUNTEG EVEPYELES, OGS eEAVOM O/ PAeYLOVI/KVNOHOG ot Béom
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éveong, e&avonpa, epvdnuo Kot BAAPN déppatog, pmopel va xpetdlovTol aVTILETOMION LUE
GLYYOPNYOVUEVA POPUOKEVTIKA TPOIOVTA, OTTMG OVTUCTULLVIKA, KOPTIKOGTEPOELON KOl [11] GTEPOEION
AVTIPAEYHOVAOIT PAPUOKELTIKA TpoiovTo (MEAD). AvTég 01 SEpUATIKES OVTIOPACELS TPETEL VL
Swakpivovtal amd Tig AOMEELS paAaK®V popimv, Tov epeavifovrol pepikés popég otn Béon g
éveonc. Aod&elg parakmv popiov, copmeplaavouévig e KuTTopitidag Kol TG VEKPMOTIKNG
TEPITOVITIONG TOV GE GMAVIES TEPIMTAOGELG 0ONyNGav o€ BAvaTo, Exovv avapepbel pe v alaxttidivn
UeTd TV kukAoopia. ' Thv KAviky dioyeipion Aomddv avemtBountomv evepyelav, (BA.
AOWDEELS TOPATAVD).

AVvemOounTeg EVEPYELES TOV YAOTPEVIEPIKOD CVOTHUOTOS

Ot cvuyvotepa ovapepOUEVES AVETIOVUNTESG EVEPYELEG TOV YOGTPEVTIEPIKOD GLGTILLATOC TOL GeTILOVTaL
pe ) Bepaneia pe afakitidivn copmeptiapfoavay dSuokotMoTNTA, dtéppota, vautia Kol ERET0. AVTEG Ot
AVETOOUNTEG EVEPYELEC UVTIUETOTICTNKOY CUUTTOUOTIKG [LE OVTIEUETIKA Y10l T VAVTIO KO TOV EUETO,
AVTIOPPOTKA Y10 TN SLAPPOLa Kol KOBOPTIKA KA/ DITOKTIKA Y10, T SUOKOIMATNTO.

Neppirég avemBounteg evépyeles

Neppikég ovopories, ol omoieg Kupaivovtol amd avENUEV KPEOTVivi) opov Kal o Tovpio £0C
VEQPIKT] COANVOPLOKT 0EEMOT), VEPPIKT avendpKela Kot Odvato, avaeépdnkav oe acbeveig Tov
éhapav Oepomeio pe alokrtdivn (BA. mapdypapo 4.4).

Hrotikég avemBounteg evépyeteg

e aoBeveig pe exTeETOUEVO POPTIO GYKOV AGY® LETACTATIKYG VOGO £XEL avopepHel NraTiKy
AVETAPKELD, TPOOOEVTIKO NIATIKO KMo Kot 0dvatog katd tn didpkela e Oepaneiog pe alakitidivn
(BA. mapdypoeo 4.4).

Kaporoxd, ovupfouora

Agdopéva amd o, KAVIKT LEAETN OTNV OToi0, EXTPATNKE 1] GUUUETOYY] 0COEVAOV LE YVOGTO 1GTOPIKO
Kapdlayyelakng vooov 1 tvevpovordfetog £dei&av avénon oto Kapdlakd cuppdauota oe acbevelg pe
veodayvocobeica AML, ot omoiot édafav Bepameia pe alaxitdivn (PA. mapdypoeo 4.4).

1AnBvouos nikiwuévav

Eivar mepropiopéveg o1 drobéoipec mAnpogopieg yio v acpdieia pe alokitidivn oe acbeveig nikiog
>85 etdv (ne 14 [5,9%] acbeveic nhikiog > 85 etdv mov Elafav Oepancio otn perétn AZA-AML-
001).

Houdiazpixog tinBoouos

> pekétm AZA-JMML-001, 28 toudwotpikol acOeveig (MAkiag 1 unvog émg kdtm tov 18 etmv)
éhapav Oepameio pe alokrtdivn yio MDS (n = 10) 1} veavikn LUEAOUOVOKVTTOPIKT Agvyotio
(IMML) (n = 18) (BA. Tapdypago 5.1).

Kat 01 28 acBeveig gppdvicay tovAdyiotov 1 avembdunto copfav kot 17 (60,7%) epodavicav
tovAdyiotov 1 oyetilouevo pe tn Begpaneio copPdv. Ta cvyxvotepa avapepbivia avemBounta
oupuPavto 6Tov GuVOAMKO TandlaTPkd TANBLGO NTav 1 Topetia, TO AUATOAOYIKE GLUBEVTA
GUUTEPTAAUPAVOUEVIC TNG avaLiog, TS OpouPoKVTTOPOTEVING KoL TNE EUTVPETNG OVOETEPOTEVING,
KOl T YOOTPEVTEPIKE GLUUPAVTO CLUTEPIAAUPAVOUEVNG TG SVGKOAOTNTOG KOl TOV EUETOV.

Tpia (3) dropa eppdvicay £va opetlopevo otn Bepancio. cupPdy mov 001 yNoE 6€ d10KOT TOVL
oapudrov (mopeia, e£EMEN TG VOGOL Kot KOIAMOKO TOVO).

2 perétn AZA-AML-004, 7 todwotpikol acBeveig (nhwiog 2 éwg 12 etdv) éhaPav Bepaneia pe
azacytidine yio AML o¢ popiaxn vrotpont| uetd and tpdtn Anpn veeon [CR1] (BA. mapdypapo
5.1).

Kot o1 7 acBeveic eppdvicav tovidyiotov 1 oxetilopevo pe tn Oegpaneio avemifdounto couPav. Ta
ovyvoTEpa avapepBivta avemBiunTo cuUPavTa nTaV 1 OLIETEPOTTEVIQ, 1 VALTIA, 1] AEVKOTTEVIQ, M
Opoupomevia, n Sdppota kot 1 avENpévn apvotpaveeepdon g aravivng (ALT). Avo acBeveig
gupavicay oyeti{opevo pe m Bepomeio couPav Tov 0dNyNoe oe dlokom TG 600MG (EUTOPET
0VOETEPOTEVID, OVOETEPOTEVINL).
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Agv gvtomiotniay véa onueio aoPAAELNG GTOV TEPLOPICUEVO aplOUd TodOTPIK®Y 0.0BeVAY Tov EAafPe
Oepomeio pe Azacitidine Kabi katd ™ didpreia g kKhvikng perétge. To cuvoliko mpopik acpaieiag
NTAV GLVETEG e OVTO TOL TANBVOUOD EVNATK®V.

Avopopd mBavoroyOLLEVAV AVETIBOUNTOV EVEPYELDV

H avagopd mbavoroyodpevev avemBountov evepyeldv HeETd and T xopnynomn ddelag kuklopopiog
TOV PAPUOKELTIKOD TPOIOVTOS elvar onuavtikn. Emrpénet tn cuveyn mopakolovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOC. ZnTeital amd Tovg ExayyeAUaTiES VYElag va
AVOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIBVUNTEG EVEPYELEG LECH TOL EBVIKOD GLGTIILOTOG
avaopdg mov avaypdeetol oto Hoapdptnua V.

4.9 Ymepoocoroyia

AvoeépOnie pio mepintmon vrepdocoroyiog pe alokiTidivn KoTd T S1GPKELN TOV KAVIKOV LEAETOV.
"Evag acBevig mapovciace didppota, vavtio Kot EUETO apov EAaPe pio epana evooeAéPio doom
nepimov 290 mg/m?, oxed6v 4 popég T cuvicTdpevn d6om Evapéng.

X mepintoon vrepdocoroyiag, o acbevig Ba mpénel va mapakorovdeitor pe T KatdAinieg e€eTdoelg
aipatog kot Ba wpémet va Aappdvel vmootnpiktikn Bepaneia, edv eivar amapaitnto. Agv vdpyet
KOVEVO YVOOTO €101KO avTidoTo Yo TV vepdocoroyia pe alaxitidivn.

5. DOAPMAKOAOTIKEXZ IAIOTHTEX
51 ®oppokodvVOpIKES 1O10TNTES

DoppokobepamenTIKn KATYOPio: AVTIVEOTANGLOTIKOL TaPAyOVTES, AVALOY TUPYISIVIG, KMOKOG
ATC: LO1BCO7

Mnyaviouog dpdong

H aloxitidivn motedeton 0Tt aoKel TIG AVTIVEOTAUGLATIKEG OPACELS TNG LEG® TOAAATAMDY
UNYOVIGUDY GUUTEPILOUBOVOUEVIC TNG KUTTOPOTOEIKOTITOG GE OVMOAN OLLOTOWTIKG KOTTOPO GTOV
LLELD TV 06TAOV Kot TG vopedviioonc tov DNA. Ot kuttapotolikéc dpaoeic e alakitidivng
propel va TPoKHTTOUY ad TOAAATAODG UNYAVIGLOVS, CUUTEPIAAUBOVOUEVIG TG OLVOGTOANG TOV
DNA, RNA kot t¢ ovvBeong mpoteivav, g eveoudtoonc oto RNA kot DNA kot tng
gvepyomoinong 1@v 0dav katootpodng Tov DNA. Ta pun moAlamAacloeTikd KOTTopa Eival GYETIKA
un evaicOnta oy alokitdivn. H evooudtoon g alokitidivi oto DNA éyet og amotéleoua v
amevepyonoinomn tov pebvrotpavopepacdv tov DNA, odnydvtag oe vropueburimon oo DNA. H
vropeburinon oo DNA

avopaia peBLAIOUEVOVY YOVISTOV IOV EUTAEKOVTAL GTN PLGLOAOYIKT POOLIGT TOV KLTTAPUKOD KUKAOL,
oTN SLPOPOTOINoN Kt 6TIS 000G BavATOL UTOPEL Vi £(EL MG ATOTEAEGLOL TNV EXAVEKPPOCT] TOV
YOVISI®V KOl TNV OIOKOTAGTOGT] TOV AEITOVPYIOV KUTOGTOANG TOV KUPKIVOL 6T KOPKIVIKG KOTTOPO.
H oyetikn omovdatdtntoa g vropedvuiioong tov DNA évavtt g kuttapoto&ikotnTog 1| GAA®V
dpdoewv g alakitidivng ota KAViKA aroteléouata dev Exel TeKUNpLmBel.

KAwikn amoteA e LATIKOTNTO KOl AGOAAELDL

ITnBvoudc evylikwv [MDS, CMML xar AML (20-30% uvelofrdaocteg)]

H amoteleopatikotnta kot ac@dieio e alokitidivng pehethdnkay o€ o d1ebvn,

TOAVKEVTPIKT|, ELEYYOUEVT], OVOLKTNG EMICT|LOVGT|C, TUYOLOTTONLEVT], TAPUAANA®Y OUAO®V,
GUYKPITIKN UEAETT

@aong 3 (AZA PH GL 2003 CL 001) ot evijhikeg acbeveic pe: pesaiov-2 kot vyniod kivévvov MDS
obpemva pe to Atebvéc Tlpoyvaotikd Touotnue Babuoioyiag (international prognostic scoring
system, IPSS), avtidpactikn avaipio pe ntepiooeio fractdv (refractory anaemia with excess blasts,
RAEB), avBextikn avoupio pe mepicoeia fractdv o extponn (refractory anaemia with excess blasts
in transformation, RAEB-T) kot tporomompévn ypdvia poelopovokuttapikn Agvyopio (modified
chronic myelomonocytic leukaemia, mMCMML) cOueawva pe to T'olho-Apepikovo-Bpetoaviko (French
American British, FAB) cbotmua ta&vounong. Acbeveic pe RAEB-T (21-30% PAdoteg) tdpa
Bswpovvron 61t elvan acBeveig pe AML cdppova pe to tpéyov cvotnua tastvounong tov WHO. H
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alaxitidivn ovv BéLTiotn vrootnpiktikn epovtida (best supportive care, BSC) (n = 179) cuykpidnke
ue ovpPotikéc Oepomevtikég ayoyéc (conventional care regimens, CCR). Or CCR wepidaupovay
uovoOepameio. BSC (n = 105), kutoapafivny youning 66ong cvv BSC (n = 49) 1 cuvion
ynueodepancio epddov cuv BSC (n = 25). O aoBeveic mpoemidéyOnkay and toug 1Ttpovg tovg og 1
amo Tig 3 CCR mpv amd v tuyaionoinon. Ot acBeveic Elafov avtiyv TNV TPoEmMAEYUEVT] Oy €V
dev glyov TuyaromonBet onv alokitidivn. Qg uépog TV KpLTnpimv GLUUETOYNS, Ol acbevels Empene
va. €yovv katdotoon anddoong 0-2 katd v kAipokoe eastern cooperative oncology group (ECOG).
Acbeveig pe devteponafég MDS amoxdeiotnkay amd tn peAétn. To Tp@TEVOV KATAANKTIKO GMIEO TNG
perétne firav n cvvolikn emPinon. Haloximdivn xopnynonke e vroddpio doéon 75 mg/m?
nuepnoing o 7 nuépes, arxolovBovpevn and pia mepiodo drakomns 21 nuepdv (kbxrog Beponeiog 28
NUEP®V) Y1a dtapeco apBud 9 kokhov (ebpog = 1-39) ko péon Ty 10,2 koxhov. Eviog tov
mnBuouov pe tpdBeon ya Oepoameio. (intent to treat, ITT), n Sidpeon nhio frav ta 69 £t (edpog
amo 38 émg 88 £1n).

v avaivon pe ITT 358 acBevav (179 alaxitidivy kor 179 CCR), n Beponeio pe alokitidivn
ovoyetiotnke pe didpeon emPioon 24,46 punvov évavtt 15,02 unvav yia ekeivoug Toug acbeveic Tov
éhapav Oepameio pe CCR, pwo dtopopd 9,4 unvov, pe p Tipn otpopatoromuévon eréyyov log-

rank 0,0001. O Adyog kivdvvov (HR) yua ) dpdon avtig g Bepanciog nrav 0,58 (95% CI: 0,43,
0,77). Ta mocootd d1eTobs emPimong frav 50,8% otovg acbeveic mov Adppavav alakitidivn

évavtt 26,2% otovg acbeveic mov Adupavav CCR (p < 0,0001).

107 Log-Rank p = 0,0001
. y HR 0,58 [95% CI: 0,43-0,77]
: ©dvartor: AZA = 82, CCR = 113

MooooTé emBiwong

T T T T T T
3] 5 10 15 20 25 30 35 40

Xpbvog (UAVEG) aTrd TNV TUXAIOTTOINGN

Ap. o€ Kivduvo

AZA 179 152 130 258 a2 30 10
CCR 179 132 a5 58 a2 14 2 a

(=N~

KAEIAIL: AZA = alaxitidivn, CCR = conventional care regimens (cupfotikég Oepamentikég aymy£g),
ClI = confidence interval (didotua epmotocvvng), HR = hazard ratio (Adyog kivdvvov)

Ta mieovektuata emiPioong e alakitidivne Ntav cvvenn ave&aptnto axd v enthoyn CCR
(novobepameio BSC, kvtapapivn yauning 66ong cuv BSC 1 ouviOn ynueobepomneio epddov cuv BSC)
OV YPNOUOTOONKE GTO GKEAOG EAEYYOV.

Otov avolhOnkav o1 KOTTOPOYEVETIKEG VITOOUAOEG SOUP®VA pE To cuatnua IPSS, Tapatnpndnkav
aVAAOYO EVPTUATO G TTPOG T OLAUEST] GUVOMKT MPiwon og OAEG TIC OpAdES (KOAA, LETPLOL, KAKA
KUTTOPOYEVETIKE YOPUKTNPLOTIKG, GUUTEPIALUPBAVOUEVTC Lovosmuiag 7).

2115 OVOAVGELS TOV NAIKIOK®OV DTOOUAd®V, Tapatnpnonke adénon otn didpeon cuvolikn| emiPioon
o€ OLEC TIG OUAOEG (< 65 eTV, > 65 €TV KL > 75 €TMV).

13



H Ogpancio pe alokitidivn cvoyetiotnke pe O1Gpeco ypovo pEYPL Tov BAvaTo 1) TOV LETAGYNLATIOUO
oe AML 13,0 pmvav évavtt 7,6 umvaov yia toug acbeveig mov éhapav CCR, o Peltioon 5,4 unvov
pe p tiun otpopatonomuévon eréyyov log-rank 0,0025.

H Oepancio pe alakitidivn cvoyetiomnke eniong e LEIMOT GTIG KUTTOPOTEVIES Kot To. GYETILOUEVA UE
avtég ovpmtopata. H Oepaneio pe alokitidivny 0dnynoe o LEIOUEVN AVAYKT] Y10, LETAYYIOELS
epLBpOV apoceatpiov Kot aiponetaiiov. Amd toug acbeveic onv opdda g alokitidiving Tov nTav
eEaptmpevol amd petdyyion epubpdv apoceapiov katd v Evapén g Bepamneiag, 45,0% and
aVTOvG TOoVG a.cbeveic ane&apTOnkay amd T PHETAYYIoN EPLOPDV UHOGEUPIOY KATH TI) SIAPKELD TNG
neprodov Bepaneiog, oe cuykplon pe 11,4% tov acbevav otig suvdvacuéves opddeg CCR (o
6T0TIoTIKAE onpovtikn (P < 0,0001) dwpopd 33,6% (95% Cl: 22,4, 44,6)). Ze acbeveic Tov fTav
eEaptmpevol omd petdyyion epubpdv apoceapiov katd v évapén g Bepameiog kot
ane&opthOnkav, n didpeon ddpkea ameEapTnong amd petdyyion epuOpdv apocealpiov frav 13
puveg otnv opdida g afoKitdivng.

H avtondkpion a&loroynbnke amd tov gpguvnti 7 amd TV ave&apTnTn EXTPOTNY| OVAGKOTNONG
(independent review committee, IRC). H cuvolikn avtandkpion (minpng veeon [CR] + pepkn
vpeon [PRY]), 6nwg kabopiotnke amd tov epguvntn, frav 29% oty opdda g alakitidivig kot 12 %
otn cvvdvacpévn opdda CCR (p = 0,0001). H cvvolikn avtandkpion (CR + PR), 6nwg kabopictnke
amo v emtpom IRC ot perétn AZA PH GL 2003 CL 001 frav 7% (12/179) oty opdda g
aloxitidivng o ovykpion pe 1% (2/179) ot cvvdvacpévn opdda CCR (p = 0,0113). Ot Suapopéc
petald tov a&lohoynoemv avtondkpiong g emttporns IRC kot tov epguvnty opeilovton ota
Kkprmmpio g d1ebvoic opddag epyaciag (international working group, IWG), ta omoio amattovy
Bektiomn oTIC TYESG TEPLPEPTKOD OIUATOG KOl SITHPNOT QVTOV TOV BEATIOCEDV Y10

TovAdyiotov 56 nuépes. Opehog oyetikd pe v emPinon kotadeiydnke eniong oe acbeveic o1 omoiot
dev glyov emTuyEl TANPT/UEPIKN AVTOTOKPIOT] LETA amd T Oepaneio pe alakitidivn. Alatoloykn
Bektioon (ueydin i pikpn) 6mog kabopileton amd v enttponn IRC enetevydn 610 49% TtV acbevov
mov £hafav alokitidivn oe cOykpion pe 1o 29% tov acbevav mov Eafav cuvovacuévn CCR

(p <0,0001).

e aoBeveig pe pia 1 TEPIGCOTEPEG KUTTAPOYEVETIKEG AVOUAALES KOTA TNV Evapén ng Bepamneiag, To
TOGOGCTO TV AGHEVOV [E PLEYOIAT KUTTOPOYEVETIKT CVTATOKPLIOT] 1|TAV TOPOUOL0 GTNV OUAOM TG
alokitidivng kot ot cuvovacuévn oudoa CCR. Mikph KUTTOPOYEVETIKY OVTOTOKPLGT NTOV
oTaTIoTIKA onpoavtikd (p = 0,0015) vynAdtepn oty opdda ¢ alokitdivig (34%) oe chyKplon e
™ cvvdvaocuévn opdda CCR (10%).

1 nBvouog evylixwv nlikiog 65 etv i ave we AML ue > 30 % uvelofldoreg
Ta amoteAéopato 7OV TAPOLGIALOVTOL TAPUKATM AVTITPOCOTEVOVY TOV TANOLGUO Le TpdOOHean Y
Oepaneio Tov pedetOnke otnv AZA-AML-001 (BA. mapdypoeo 4.1 yio tnv eykekpiévn EvOeidn).

H amotelecpatikotnto Kot 1 ao@aielo, TG alokitidivng pehethOnkay o€ pio S1e0vr), TOAVKEVTPIKT,
eAEYYOLEVT, OVOLKTNG EMICTLOVOTG, TOPAAANA®Y opddwv pelétn Ddong 3 og acbeveic nhlikiog 65
ETOV Kol Avo pe veodwayvoobeioa de novo 1 dgvteponadn AML pe > 30 % pveloprdoteg cOppmva
ue v katdtaén too WHO, mov dev ftov katdAiniot yio HSCT. H alakitidivn cvuv BSC (n = 241)
ovykpifnke pe CCR. Or CCR mephapPovav povobepameio BSC (n = 45), kutapafivn yopuning 66ong
ovv BSC (n = 158) 1 cuvnOn evtatikh ynuetodepameio pe kutapafivn kar avOpakvkriviy cvv BSC (n
= 44). Ot acbeveig mpoemhéyOnkav omd tov wTpd toug oe 1 amd 11c 3 CCRS mpv omd v
Toyotomoinon. Ot acBeveic ElaPav v TposmAeyuévn aywyn eav dev giyav tuoyatomombei otnv
aloxkitidivn. Qg HEPOC TV KPLTNPIi®dV GUUUETOYNS, Ol acOevelg Empene v £(0VV KOTAGTAGT AmOS06NG
0-2 xotd v Kiipoaka ECOG kot pesaiov 1 younAod Kivddvov KuttopoyeveTikég avmpaiiss. To
TPMTEHOV KATOANKTIKO onueio TG HeEAETNC NTaV 11 GuVOMKT emifimon.

H afaxitidivn yopnynmOnke o SC d6om 75 mg/m?muépa yio 7 nuépeg, axolovdoduevn and pio
nepiodo drakomg 21 nuepav (kvxhog Bepoameiog 28 nuepdv) yio. d1dueco aptdud 6 KoKAwv
(evpoc: 1 €émg 28). AcbBeveig mov élafav povobepaneio BSC eiyav dudpeco apBuo 3 koxhov
(evpoc: 1 émg 20), aobeveic mov Edafav kutapafivn xaunAng ddong eiyav didueco aptbud 4 kKbkiwmv

14



(evpog 1 £m¢ 25) kar acOeveic mov Edafav cuviOn evtatiky ynueobepomeio giyov Sidueco
apOuo 2 kokAwv (ebpog: 1 €wg 3, KiKAog epodov cuv 1 1 2 kbkhot otabepomoinomng).

O1 pepovoLEves apykés TapapeTpol NTav cLYKPIoILES HETAED TV opddwv TG alaKitidivng Kot Tmv
CCR. H dudpeon nlxio tov atopov ntav ta 75,0 £ (e0pog: 64 £mg 91 étn), o 75,2% Ntov
Koavkdotot kot 1o 59,0% frav avdpeg. Katd v évapén 1o 60,7% ta&voundnke wg AML pn dAimg
kaBopldpevn, to 32,4% wg AML pe petaforéc oxetildpeveg pe pverodvoniacio, to 4,1% g
poeloyevn veomhaopato oyetilopeva pe tn Oeponeio Kot 1o 2,9% wg AML pe vrotpomidlovoes
YEVETIKEC avopaAieg cOpemva pe v katdtaén tov WHO.

v ITT avdivon 488 acBevav (241 aloxitidivnkon 247 CCR), n Ogpameia pe alaxitidivn
cvoyetiotnke pe odpeon emPioon 10,4 unvov évavtt 6,5 pnvav yia ekeivoug mov Elafav Bepaneio
ue CCR, o dwapopd 3,8 unvav, e p-tiun otpouatorotuévov eréyyov log-rank 0,1009
(dimhevpoc). O Adyog kvdvvou Yia TN dpdon tng Bepamneiag rav 0,85 (95 % Cl = 0,69, 1,03). Ta
106007Ta emPimong evog £tovg Mtav 46,5% o acbeveic mov Aappovay aloakitidivn évavrtt 34,3% ce
acBeveic mov AduPovav CCR.

10 ‘12\. [ ©epomeic  ——— Azacitidine — — — CCR | S Tlepuconn
E
Ty Mn otpopoatorotuévog Log_rank = 0,0829, Ztpmpatonompévog
i Log_rank p = 0,1009
8 :1.._\\ Mdueon emPioon: Azacitidine = 10,4 (8,0, 12,7), CCR =6,5 (5,0, 8,6)
1 Soppavto N(%): Azacitidine = 193(80,1), CCR = 201(81,4)
7 . \ TTepuconn (censored) N(%): Azacitidine = 48(19,9), CCR = 46(18,6)
< B . Mn otpopatornompévos HR = 0,84 [95%CI: 0,69 — 1,02 ],
8 6 ] '\-., " Trpouatorompévoc HR = 0,85 [95%Cl: 0,69 — 1,03]
= n
g 5 7 L‘x\_ \_\‘\“'\-.
E . T \\.
w
§ " " ‘I\-\'. 3
S . T Hﬁk&
= 3 b"*-._-__ ‘ “
2] ‘ﬁ‘*"m?ﬁ;\‘m
01 ° »:fl - =i - £RE ady

0.0 Y T T T r T T T T T T
] 4 8 12 18 20 24 28 32 36 40
Xpovog (uveg) amd v Tuyooroinon
Ap1Bpog o€ kivduvo
CCR za7 150 B0 53 40 25 10 3
Azacitidine 244 174 33 105 T4 44 23 5 !

M =

To povtéro Cox PH pocapuocévo yia tpokafopiopévons apytkong TpoyvooTIKOUG TopOyOVTEG
mpocdopioe éva HR yuo v alokitidivn évavtt tov CCR g tééng Tov 0,80 (95% CI = 0,66,
0,99,

p = 0,0355).

Emumdéov, maporo mov 1 perétn dev d1eEnyOn yio va emdeifel oTOTIOTUCG GNUAVTIKT S1POPd, KATA TN
oVYKPLoN TV opadmv g alakitidivng pe v tposmideypuévn Bepaneio CCR, 1 emiBionon tov acfevaov
7ov éhaPav Oepameio pe alaxttidivn RTov HeyoldTEPT GE SIAPKELN GE GVYKPION UE TIG EXAOYEC
Oepanciog CCR, povobepamneio BSC, kutapafivn yopuning o6ong cuv BSC, kot fitav mapopole o
oUYKPIoN UE TN ouvnOn evratikn ynuetobepameio cuv BSC.

e 0)eg TIC TPOKAOOPIGHEVEG NAKIOKES VITOOUAdEG (MAKiag [< 75 etV Kot > 75 etdv], OAO, PUAN,
Katdotoon anddoong kotd v KAipoaka ECOG [0 7 1 kot 2], apyikdg KOTTAPOYEVETIKOG Kivouvog
[ueoaiog kot xaunAog], yeoypaeikn weployn, katdtaén me AML katd WHO [cuurepiiapfovopuévng
e AML pe petaBoréc oyetilopevec pe poghodvomiacio], apyikoc apduodg WBC [< 5 x 1091 ko

> 5 x 1091], apyucoi poehoPréoteg [< 50% kon > 50%)] xon mponyoduevo wotopikd MDS), viipée o
Tdon oto 6peroc ¢ OS vrép ¢ alakitidivne. Xe Aiyeg mpokabopiopéveg vmoouddeg, o Adyog
Kvovvou ¢ OS TETUYE GTATIOTIKT GNUAVTIKOTNTO, CUUTEPIAOUPAVOUEVODY 0oOEVOVY 1E YaunAd
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KLTTOPOYEVETIKO Kivouvo, acBevmv e AML pe petafoléc oyetilopeveg e poelodvomiaciao, acOevmv
nAKiog < 75 eT@v, Yovaik®v ac0evady Kot ASUKOV acBeEVOV.

AOTOAOYIKEG KO KUTTAPOYEVETIKES OVTATOKPIGELS aloloyhOnKay amd Tov epevvnTh Kot amd TV
emtponn IRC pe mapopola anoteléopata. To 106060 GUVOAKNG avtandkpiong [tAnpng veeon (CR)
+ TANPNG VPEST LE [N TANPT OTOKOTACTOOT TV TIUMV TG YeVIKNG e&étaonc aipotog (CRI)], 0mmg
kaBopiotnke and tnv emponn IRC frav 27,8% otnv opdda g alakitidivng kot 25,1% ot
ovvdvacpévn opdda CCR (p = 0,5384). e acbeveig otovg onoiovg enetevydn CR 1 CRI, 1 didueon
duapketa g veeong frav 10,4 puqveg (95 % Cl = 7,2, 15,2) yia ta dropa mov Ehafav afakitidivn Kot
12,3 unveg (95% CI = 9,0, 17,0) yia ta dropa wov éhapav CCR. Eniong, anedeiydn dpekog emPinonc
oe aobeveig otovg omoiovg dev elye emtevyBel TANPNG avTamdKpion yio TNV aloKitidivn o€ GOYKPIoT
ue CCR.

H Oepancio pe afakitidivn PeAtinoe TIg LETPNOELS TOV TEPLPEPIKOD AIILOTOC KAl 0ONYNGE O PEIOUEVN
avaykn yuo petoyyioelg RBC kot cuponetariov. ‘Evog acbevig Oswpnibnke og e&aptmdpevos omod
petdyyion RBC 1 aiponetariov kotd v Evapén dv to dropo vaefindn oe pia 1 mepiocdtepeg
petayyioeig RBC 1 aponetaiiov Katd tn didpkela tov 56 nuepov (8 efdouddwv) arnd v
TuYOOTOINoN 1 TPV amd avth, avtictorya. Evag acBevic Bewpnnie og ave&dptnrog and petdyyion
RBC 1 axpometariov Kotd ™ didpkela TG Teptodov Bepomeiog edv To dTopo dev vefAnon oe
petayyiceig RBC 1 aponetaAiov Kotd T SiGpKELN OTOLOVONTOTE S1000 KOV 56 NUEPDY KOTA TN
SLAPKELD TNG TEPIOOOV AVOPOPAC, AVTIGTOLYOL.

To 38,5% (95% CI = 31,1, 46,2) tov acbevdv otny opdda ¢ alaxitidiving mov frav
eEaptmdpevol omd UeTdyyion epulpdv alpoceaipioy katd Ty évapén, &yve aveEaptnto amod
petdryyion epuBpdv aipoceapiov katd T ddpketa TG TepLddov Bepanciog, oe GUYKPLON LE TO
27,6% (95% Cl= 20,9, 35,1) tov acbevov otig cuvdvacuéveg opadeg CCR. Xe aobeveig mov ftov
e€aptdueVoL 0 UETAYYIOT EPLOPAOV AOCPUIPI®Y KATH TNV £vapén Kot GTOVE 0T010Vg
eneteLyOn aveaptnoio amd petdyyion kotd ) Bepaneio, 1 didpeon ddpkeia TG ave&optnoiog
amo HETAYYLom £puBpdV aoceatpiov nTov 13,9 ufiveg oty opdda e afakitidivng Kot dgv
enetevyOn oty opado CCR.

To 40,6% (95% CI = 30,9, 50,8) twv acbevdv oty opdadae g alakitidivng mov nrav eEapTdpevot
Ao LETAYYION AUOTETOA®V KaTd TNV Evapén, £yive aveEaptnto and PETAYYION ALOTETAAIDV KOTA
™ didpkela ¢ TePLodov Bepameiag, oe ovykpion pe 10 29,3% (95% Cl = 19,7, 40,4) tov acbeviv
o115 ovvdvaopéveg opddeg CCR. Xe acbeveic mov NTav eEapTdUEVOL OO UETAYYIOT QUOTETOAIMV
Katd TNV Evapén Kol 6Tovg 0moiovg enetedydn avebaptnoio amd peTdyylon katd ) Oepaneia, 1
duapeon duapkela g aveEaptnoiog amd petdyylon oonetaiiov nrov 10,8 uiveg oty opddo Tov
Azacitidine Kabi kot 19,2 piveg oty ouddo CCR.

H oyenlouevn pe v vyeio modtnto (ong (Health- Related Quality of Life, HRQoL) a&ioloynonke
UE TN (PNON TOV PAGTIKOD EpMTNUATOA0YIOV TO1OTNTAG (NG TNG EVPOTATKNG OPYAVOCTG Y10 TV
épevva kat tn Bepameio Tov kapkivov (european organization for research and treatment of cancer
core quality of life questionnaire, EORTC QLQ-C30). Ta dedopéva g HRQOL Ba propovsav va
avaAv0odV Yo £va VTOGVVOAO TOL GLVOALKOD TANBLGUOY TG peAETNG. Evd vdpyovy meplopiopoi
o™V avdAivcn, ta dabéciua dedopéva vodnAdvovy 6Tt ot acbeveig dev mapovctdlovy GTNUAVTIKY
vrofadon g mowvTnTog TG {oNg Katd tn didpkeia tng Bepaneiog pe alakitidivn.

Houdiazpioc tinBoouog

H pedétm AZA-IMML-001 ftav pio d1€0viG, TOAVKEVTPIKT, OVOLYTNHG ETIONUOVOTG LEAETN

ddong 2 yia v a&loAdynomn g QopUAKOKIVITIKNG, TNG QUPUOKOSVVAUIKNG, TNG GOPAAELNG KOL TNG
dpactnprotntog tov afakitdivn Tpw and HSCT oe mardiarpikovg acheveic pe mpdcpota
dwyvaouévo, mpoywpnuévo MDS 1 IMML. O k0plog 616)0g TG KAMVIKAG LEAETNG TAV 1)
a&loldynon g enidpacng tng aloKiTidivig 6T0 T0GOoTO AVTATOKPIoNG 6ToV KOKAO 3, Tnv Huépa 28.

Ot aoBeveic (MDS, n =10, IMML, n = 18, 3 unveg émg 15 1, 71% avopeg) Elafav Oepaneia pe

evooQAEPLo. alaxitidivny 75 mg/m?, nuepnoing otig Huépeg 1 émg 7 og xvxkho 28 muepmdv yio
gAdy1oT0 S1aeTN o 3 KOKA®V Kot UEYLeTo S1dotnua 6 KOKA®V.
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H évtaén oto okéhog MDS g perétng otapdrnoe petd omd 10 acbeveic ue MDS Adym Edhenyng
OMOTEAEGLLATIKOTNTOC: OgV KaTEYPAQPT EMPEPatUEVT OVTATOKPIOT GE KavEVaY omd Tovg 10 avtovg
acBeveig.

210 oxéhog IMML ¢ peréng, evidydnkav 18 acBeveic [13 acBeveig e copotikég peTaAAdEeLS
PTPN11, 3 pe coupatikéc petarraéeig NRAS, 1 ue copotikr petdiialn KRAS kot 1 pe kAvikn
duyvaon vevpowvopdtoong tomov 1 (NF-1)]. Aexoéér acBeveic ohokAnpocay 3 KdKAovg Bepameiog
Kol S amd avtovg oAokApmcay 6 kikiovs. Xvvoiikd 11 acBeveig pe IMML eiyav kKivikn
avtamoKplon otov KokAo 3, v Huépa 28, ex tov omoiwv 11 atdpwv, 9 (50%) dtopa giyav
emPefaropévn KAvikn avtamokpion (3 dtoua pe CCR kot 6 dtopa pe CPR). Ao v Kodptn TmdV
acBevov pe IMML mov éhafav Bepaneia pe alaxitdivn, 7 (43,8%) acbeveig eiyav datnpnpévn
avtomdkpion oiponetariov (apdpodg > 100 x 10%/L) ko 7 (43,8%) acleveic &xpnlav petoyyicemv oe
HSCT. 17 ex 18 acbeveic mpoympnoav ce HSCT.

Abdy® 0V GYEdIAGHOD TNG LEAETNG (LIKPOG apBog acBevdy Kot d16popot GUYYLTIKOL TapdyovTEd),
dev pmopei va e€aybel ovumépaco amd aUTAV TNV KAWVIKY HEAETT OXETIKA LE TO €0V 1 alaKtTidivn
npwv and HSCT Bedtidver v éxPaon g emPioong otovg acbeveig pe IMML.

H perém AZA-AML-004 NTav pio ToALKeVTPIKY, avoryTng emonpavong uerétn @daong 2 yo v
a&loAdYNoN TG OCPAAELNG, TNG POPLOKOSVVOAUIKAG KOl TG OTOTEAECUATIKOTNTOG TG alaKITdivng o8
oVYKPLoN HE amovoio Oepaneiog KaTd Tov KapKivov o€ Taudid Kot véovg eviiikes ue AML g popiok
vrotponn petd amd CR1.

Entd acOeveig (Siapeon nikia 6,7 £tn [e0pog 2 €wg 12 €] 71,4% dvopec) érafav Oepameia pe
evdopréPra alaxttidivy 100 mg/m?, nuepnoing otic Huépeg 1 éwg 7 o€ ke kOKAo 28 Nuep®dV 1o
LEYIOTO ST 3 KOKA®V.

e wévte aobeveic mpaypatomomOnke a&loAdynon g EAAYIoTNG VITOAEATIKNE VOGou (MRD) v
Huépa 84, pe 4 aoBeveig va emtvyyavouv gite poplokn otabepomoinon (n = 3) gite poproky Pertioon
(n=1) kot 1 aoBev va gpeaviler kKAviky vrotponn. 'E& and tovg 7 acbeveic ( 90% [95% CI = 0,4,
1,0]) mov élaPav Bepamneio pe alakitidivn vrofANONKay 6e HETOUOGYEVCT GLLOTOUTIKMY OPYEYOVOV
kuttdpov (HSCT).

AOY® TOV piKpoL peyEBovg Tov deiyuatog, N amotelecoTikOTNTO TG aloKkiTdivigomy Taudiotptkny AML dgv
umopei va tekunpiwbei. BAéme mapdypago 4.8 yio mAnpoopie ac@aielog.

52 ®appokoxkiviTIKES 1O16TTES

Amoppoéonon

Metd and vrodopia xoprynon e@dmal d6ong v 75 mg/m2, n aloximdivn amoppoehOnke Taytmg pe
UEYIOTEG GVYKEVTPOOELS 610 TAdopa 750 + 403 ng/ml, o1 onoieg mapovoidotnkay 0,5 h uetd
yopnynomn g doong (to Tpmto onueio derypatoAnyiog). H amdlvt Brodabesiuodtnto tng
alokitidivng petd and vmodopila oe oyéon He TV VOoPAEPLa yopnynon (epanas docelg v 75
mg/m?) Rtov mepinov 89 % pe Phon T meproyy KaTo amd thv Kapumoin (AUC).

H meproyn kdto amd v Kopmdin Kot 1 pEYIeTN cLYKEVTP®ON 610 TAAGHA (Cmax) TG LIOdOPLOG
yopnynong tg alokitidiving Ntav mepimov avarloyeg evidg Tov gupovg d0cemv twv 25 émg 100
mg/m?.

Koatavoun
Metd amd evooeAEPLo yopynomn, 0 nEcog YKo Kotovoung oy 76 £ 26 | kot n cuotnuatikn
Kkabopon Nrav 147 + 47 I/h.

Buoopetaoynuotiopde

Me Béon dedopéva in vitro, o petapforiouds e alokitidivng dev paivetat va pecorafeitar amod
ooévQupa tov kKutoypdpotog P450 (CYPs), UDP-tpavopepdcec Tov yAvkovpovikod o&éoc (UGTS),
covApotpavepepdoeg (SULTS) kot tpavepepdoeg tng yrovtabeidovng (GSTS).
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H alaxitidivn veiotator avBdpuntn vdpdAvcn Kot amapivoon, 1 ontoio pecorafeiton omd tnv
amopvéon g kutidivng. e kKAdouato S9 avBpmmvov fmatog, n dnpovpyio LeTafoAltdv NTOV
ave&aptntn and 1o NADPH, 10 omoio vodeikviet 611 o petafoliopog g alakitidivng dev
pecolafnonke amd woévivpa Tov kutoypmdpatog P450. Mo pedétn in vitro g alakitidivng pe
KOAMEPYNUEVO OVOPOTIVO NITATOKVTTOPA VTOJEIKVOEL OTL GE GVYKEVTPOGELG amd 1,0 uM émg 100 uM
(O, péypt mepimov 30 opég VYNAOTEPES OO TIC KAVIKA EMITEVEIEC GUYKEVIPMGELS), 1| alaKITIdvN
dev emdyer o CYP 1A2, 2C19 1 3A4 1 3AS. e peléteg yuo v a&loAdynon g avosTOANG HLOG
oelpdg woevloumv tov P450 (CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 kot 3A4) 1 aloxttidivny og
ovykévipmon g kot 100 uM dev mpokdrece avacTol. ZUVETMOC, EXAYMYN 1 OVAGTOATN TV VIOV
CYP and v afokitidivn o KMVIKE mTEVEES CLYKEVIPMOELG TAACLOTOG EIvol amiBovn.

Amofoin

H aloxttidivn amopakpiveTal ypriyopo and to TAGGHA pe péon nuicelo (N amopdkpouveng

(ty) 41 + 8 Aemtd petd amd VILodOPLL. YOPNYNOT. AEV TOPOINPEITUL GLGCOPEVON UETA ATTd VTOSOPIN.
yoprynon 75 mg/m? alaxitidivn epdmaé nuepnoiong yio 7 nuépeg. H amékipion péom tmv odpov etvat
M KOpra 0066 amopdkpuveng g alakitidivng kaun Tmv petafortdv e Metd amd evooeAEPia Kot
vrodopra yopiynon 14C-alaxitidivn, 85 kot 50% g xopnyndeicag padievépysiag avaktidnke oto
ovpa avtiotoyya, evd < 1% avaxtibnke ota KOnpava.

E1déc opdideg
O1 emdpacelg TG NTOTIKNG Suoiertovpyiag (PA. mapdypaeo 4.2), Tov eOAOL, TG NAIKING 1) TNG PLANG

OTIG POPUOKOKIVITIKEG 1010TNTEG TNG aloKITIdivg dev £yovv emionua peietnet.

Houdiazpixog tinBoouog

2 perétn AZA-JIMML-001, n papuakokivnTikn avéAven tpocdtopictke amd 10 modiatpicode
acBeveic pe MDS kot 18 maudrarpikotg acbeveig e IMML oty Huépa 7 tov kdkiov 1 (BA.
mapdypaeo 5.1). H didpeon niwia (€0pog) tov acBevav e MDS fitav ta 13,3 (1,9-15) étn xon
ta 2,1 (0,2-6,9) €t y1a tovg acbeveig pe IMML.

Metd and v evéoeAéBia yopriynon 86ong 75 mg/m?, to Azacitidine Kabi nétuye ypriyopa Cmax o€
duaoua 0,083 wpav oe appdTeEPoLE ToLg TANBLouovg MDS kot IMML. O yewpetpucdg nécog Cmax
Nrav 1.797,5 kon 1.066,3 ng/mL, kot o yeopetpikog pécog AUCo. oy 606,9 kan 240,2 ngx-h/mL,
ywo Tovg aobeveig pe MDS kot IMML, avtictoyoa. O yeouetpikdg HEGOG OYKOG KOTAVOUNG GTO GTOLLO
pe MDS kot IMML fitav 103,9 ot 61,1 L, avtictoyya. ®dvnke 611 1) suvolikn €kBeon Tov
Azacitidine Kabi oto mldopa frav vymidtepn ota droua ue MDS. Qotd60, onueiddnke pétpio Emg
VYNAR dlakvpoven petaéd tov acbevav 6cov agopd v AUC kat T Crax.

O yeopetpikog pésog ty, frav 0,4 kot 0,3 dpec, Kot o1 Ye®UETPIKEG HEGES KOOAPSELC
ntav 166,4 ko 148,3 L/dpa yio to. MDS ko IMML, avtictoyyo.

Ta pappaxokivnTikd dedopéva omd tn Merétn AZA-JIMML-001 opadomorfnioy kot cuykpifniay
LLE TO. PAPHAKOKIVITIKG dedopéva, amd 6 evijhika dropa pe MDS oto onoia yopnyfdnkey 75 mg/m?
alaxitidivn evdoprefiong, otn Merétn AZA-2002-BA-002. Ot péoeg Tipég tev Cmax kot AUCo. T
aoKitidivng NTov TaPOLOIEG OVALESH GTOVG EVAAIKES KO TodLUTPIKOVG 0.60gVElg petd amd
gvBoeAEPLa yopnynon (2.750 ng/mL évavti 2.841 ng/mL «o 1.025 ngx-h/mL évovt 882,1 ngx-h/mL,
avticToryo).

> perétn AZA-AML-004, n eoprakokvynTikny avaAven tpocdplopictnke amd 6 and tovg 7
OO TPIKOVE AGOEVEIC TTOV ElYOV TOLAAYIGTOV i0l LETPHCLUN QOPUOKOKIVITIKT GUYKEVTPMOOT) LETA T
doon (PA. mapdypaeo 5.1). H didpeon niia (e0pog) twv acBevov pe AML ftav 6,7 (2-12) €.

Metd omd yoprynon moAldv 86cewv 100 mg/m?, o yempetpucdg pécog Cmax KoL O YEMUETPIKOG HEGOC
AUCo..u v Hpépa 7 tov kbkhov 1 frav 1.557 ng/mL kot 899,6 ngx-h/mL, avtictorya, vd
onuewdnie vynAn dtukdpavon petasd tov atopmv (o CV% ftav 201,6% kot 87,8%, avrtictoyya). H
alaxtidivn mérvye YpNyopa Cmax, He dtipeco xpovo 0,090 dpeg PeTd TV EVOOEAEPLO XOPTYNON Kot
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uelmdnke pe yeopetpiko péco tip 0,380 wpav. H yeopetpikn péon kdbopon Kot 0 YE®UETPIKOG UEGOG
oykoc koravoung frav 127,2 L/h ko 70,2 L, avtictouya.

H pappaxoxivntikn| éxbeomn (otv alakitidivn) mwov mapatnpnonke oe mtoudid pe AML e poprak
vrotpomy petd amd CR1 ftov cuykpioun pe v ékbeon and opadorompéva dedopéva 10 madimv pe
MDS kot 18 mtoududv pe IMML, kaBmg kot pe v ékBeon oty alokitidivn oe evihkeg e MDS.

Neppikr duoiettovpyia

H veppikn duciertovpyio dgv EYEL GNUOVTIKY ETIOPAOT] GTN POPUAKOKIVITIKY EkBeCT) TG
aloxitidivng petd amd epdma kot ToALUTAEG VTOdOPLEC YopNYNOEIS. META 0md LITOdOPLL YOPTYNON
gpdmal 56ong tov 75 mg/m?, o1 péoeg Tipéc ExBeong (AUC kot Crax) 0md dropo pe e, pHéTplo. Kot
cofopn veppikn ducieitovpyio avéndnkoay kot 11-21 %, 15-27 % ot 41-66 %, avtiotolya, ot
GUYKPLON LE GTOpO LE PLGIOAOYIKY] VEQPIKN Aettovpyia. Q6TdOG0, 1 ékbeom NTav evtog Tov idtov
YEVIKOU £0povg TmV eKBEGEMY OV TTapaTPNONKAV G ATOUA [LE PLGLOAOYIKT VEPPIKT Agttovpyio. H
aloxitidivn pmopel va yopnynOei oe acbeveic e veppikn dueAettovpyio xopig TPOSAPUOYN TNG
apyIKNg 660G, EpOGOV aToi o1 acbeveig mapakolovBovvtal yio ToEIKOTNTO dEGOUEVOD OTL T
alokitidivn ko ot petaforiteg ™G AmEKKPIVOVTOL KUPIMG LEGH TOV VEPPOV.

Dappakoyovidlok
H dpdon yvootdv ToADHopPIGU®Y TNG ATaUVACTG TG KUTIOIVNG 610 HeTaBoMopd Tng alakitidivng
dev el emonumg depevvndet.

5.3 IIpoxivikd dgdopéva yio Ty d6@aiELd

H aloxttidivn endyel 1060 YoviolakéG LETAALAEELS OO KOl YPMUOCOUIKES OVOUUAES O KUTTOPIKA
ovotuata Baktnpiov kot fniactikav in vitro. H evdeyouevn kapkivoydvog dpdon g alokitidiving
a&lohoynnke og Toviikovg Kot apovpaiove. H alakitidivn mpokaiese GyKOVg TOV QUOTONTIKOD
GLGTHIOTOG G€ ONALKOVE TOVTIKOVS, OTaY YopNYHONKE evdomepttovaikd 3 @opég tnv efdopdda

v 52 gfdouddes. [apommpnonke avénuévn cuyxvoTNTo OYK®Y GTO AEUPOSIKTVMOTO GUGTN UM, TOV
vedoVa, TOV Holko adéva Kot To dEPUN GE TOVTIKOVG GTOVG omoiovg yopnynnke alakitidivn
gvdomeprrovaikd yia 50 gfdopddec. Mia pelétn oykoyovov dpdiong o€ apovpaiovs AmoKAAVYE
aLENUEV CLYVOTNTO OYKOV TV OPYEDV.

Mehétec TpdIUNG ELPPLOTOEIOTNTAG GE TOVTIKOVG OMOKAALYE cuyvoTnTa 44% gvdountplov
guPpuikov Bavatov (avénuévn amoppdenon) LeTA amd e@ana evoomepttovaikn éveon alaxttidivn
KT TN O1APKELD TNG OPYAVOYEVESTG. AVviyvebnkay avarTuEloKES OVOUOAEG GTOV EYKEPAAO OE
TOVTIKOVG GTOVG 0Toi0vg yopnynonke alaxitidivn katd 1 Tpv T GOYKAEIST TG OKANPAG VITEPDOC.
21006 apovpaiovg, N afakitidivy dev TPOKAAESE avemBOUNTEG AVTIOPACELG OTAV YOPNYHONKE TPO TNG
EUPVTEVOTG, AAAG NTAV GOPDS EUPPLOTOEIKN OTaV YopNYHONKE KOTA T JAPKELD TG OPYAVOYEVEGTC.
O1 gpuPpuikéc avopoalrieg katd ) StbpKed TG OPYAVOYEVEGTS GTOVG OPOVPAIOVS CUUTEPIAAULBOAVAY:
avopaiieg tov KNX (egeykepolio/eykepaloknin), avouaiieg tov akpmv (Lukpopeiin, otpefromodia,
GLVOOKTVALL, OAtyodakTuAia) Kot AAAES (Likpo@Ooduia, wikpoyvabia, yaotpooyiotia, oidonua Kot
AVOUUAIEG TV TAEVPDV).

H yopfynon g alaxitidivng o€ apoevikons TovIikovg Tply oo to {evydpopa pe OnAvkong
TOVTIKOUG GTOVG 0TT0i0VG OV elye yopnynOei n ovoia giye MG AmOTEALEG O UEIOUEVT] YOVILOTNTO KOl
ATOAELN ATOYOVOV KOTA TN S1dpKeLn TG EmakOA0VONG ePPpuikng Kot petayevvntikng avantuéng. H
YOPNYNOT GE OPCEVIKOVG OPOVPAIONS EIXE MG OTOTEAET U LEIWUEVO BAPOG TV OPYEMV KOl
EMOBLUId®V, pe®pEVOVS aptBpovg ormepuatolmapiny, LEWUEVE TOGOGTH KONGNS, abENoT un
QLOIOAOYIKOV gUPpOOV Kol avénuévn omoiela euPpdov ota OnAvkd pe to onoio (evydpmaay (BA.
Tapdypoo 4.6).
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6. ®APMAKEYTIKEX IAHPO®OPIEX
6.1 Koataloyog ekddymv

Mavvitodn (E421)

6.2 AocvppatotnTeg

AVTO TO QOPUAKEVTIKO TTPOIOV dEV TPEMEL VAL OVOLLLELYVOETOL LUE GALD QAPLLOKEVTIKA TPOTOVTO EKTOG
OQLTOV TOV AVAPEPOVTOL TNV TOPAYpapo 6.6.

6.3  Awpkera {ong

Mn avoryuévo glaridlo kOvemc:
2 ypovia

Metd v ovacvotaon:

Orav n avacvotaon tov Azacitidine Kabi yivetot ypnoyonoidvtoag Hdwp yio EVEGTLO TO 07010 deV
glvar vwd Yo&n, 1 YNUKN Kot pUGIKT oTafepOTNTO KOTA TN XPTOT) TOV AVOGVGTAUEVOD
QOPUOKEVTIKOD TPOioVTOG KoTadelyOnke otovg 25 °C yia 60 Aemtd kot 6tovg 2 °C g 8 °C yo 8
mpeg axorovBovuevn amd 30 Aemtd otovg 25 °C.

H didpketa {mng Tov avasUGTAREVOL QOPLOKEVTIKOV TPOTOVTOG UTopel va Tapatadel kédvovtog
avoovotaot pe Homp yio. vésiua vid Yoén (2 °C éwg 8 °C). Otav 1 avacvotaon tov Azacitidine
Kabi yiveton ypnoipomoidvrag vdmp yia evéoya vd yoén (2 °C éwg 8 °C),  ynuikn Kot pUGTKY
oTafepdTNTA KATA TN YPTHON TOL OVAGVGTOUEVOD PUPUOKEVTIKOD TPOIdVTOG KaTadeiyOnke aTovg 2
°C ¢w¢ 8 °C v 22 mpeg axorovBovuevn amo 30 Aentd otovg 25 °C.

Ao piKpofroroyikng dmoyng, To avacvoTapévo mTpoiov Ba tpénetl va ypnoomombei apéows. Edv
dev ypnotpuonombei apécmg, ot ¥povor EOANENG KOTA TN (PNOT KOl 01 GLVONKES TPV TN ¥PNo
amotelovV vBvvn ToL YPNoTN Kot dev TPEmeL vo vepPaivouy Tic 8 mpeg atovg 2 °C wg 8 °C dtav
avacDoTooT Yiverot pe HOWpP Yo evESLLa TO 0moio dev eivat Lo YH&N 1 O Y10 TEPIGGOTEPO

and 22 ®peg 6tav 1 ovacHoTAoT YIVETOL YPNCILOTOIOVTAS VAIMP Yo gvéotuo V1o Yoén (2 °C

£mw¢ 8 °C).

6.4 Iowitepeg mpopuiaters koTa T OLAEN TOL TPOIGVTOG

Mn avoryuéva oraiidw
To poppokevTiKd avtd TPoidy dev amartel 1dlaitepeG GVVONKES POAAENG.

AvoovoTopEVO EVOLMPTLLOL
[N 116 cuvOTKEG SlaThpPNOoMG LETA TNV AVOCHGTOCT] TOV QUPUAKELTIKOD TPOiOVTOG, BA.
Topaypapo 6.3.

6.5 ®Von Kol GLETUTIKA TOV TEPLEKTY

Awoyn dypopo yodiwva eloAioe tomov I, KAelouéva pe ELUGTIKO TOUO EICYDPNONG
yAopoPfovturiov (Lyo) Kot cQpaylouéva e avaoTdUeVe KoAvupata olovpuviov. Kabe elaiidio
mep1PAALETOL OO GLPPIKVOVLEVT] TAOGTIKT LEUPPAVT).

MéyeBoc cvokevaciog: 1 praAidio cuokevAGHEVO G Eva YAPTIVO KOLTI.

6.6 Idwitepeg mpo@uiaierg amdppryng Kol A0S XEIPIGUOG

2VOTACELS Y10 OCQAAT YEPIGUO

To Azacitidine Kabi givat éva kuttapoto&ikd @opprokevtikd mpoidv Kat, Onmg pue GAAES TOoVAE
T0&1KéG 0VGiEG, AmALTEITOL TPOGOYN KOTA TOV YEPIOUO KOl TNV TOPACKELT] TV EVOUIOPTUATOV
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aloxitidivng. Oa npémel va epapproloviol ot SIUOIKUGIEG Y10 TOV KOTAAANAO YEPIGUO Kol omdppiym
TOV OVTIKOPKIVIKOV QOPLOKEVTIKOV TPOIOVIOV.

Xe mepinton mov 1 avacvoTapévn alokitidivn EABel og emapn Ue To OEpUA, TADVETE OUECMG
OYOANCTIKA pe camovvt Kot vepo. Edv éA0el og emapn pe PAevvoyoviovg vuéveg, Eemivvere
GYOAUOTIKA LE ApBovo vePO.

Awdiooio avachotacng

H avacbvotaon tov Azacitidine Kabi 6o npénet va yiverat ypnooroidvtoag 0owp yio evéoipo. H
duapxela {ONG TOL AVUGVGTAUEVOD (POPLOKEVTIKOD TPOTOVTOG UTopel va topatadel KAvovTog
avoohoTaot pe VOmP Yo evéatpo Vo Yoén (2 °C éwg 8 °C). Asmtouépeieg yia ™ QOAAEN TOL
OVOGUGTOUEVOL TTPOTOVTOG TAPEXOVTIOL GTNV TOPAYPaPo 6.3.

1. Oa npémet vo cuykevtpoBovv ta akdovOo gion:
Droridro(a) alaxttidivng, eroridio(a) pe VOI®P Yo EVEGILOL, [UT] ATOGTEPOUEVA XEPOVPYIKA
yévtio, PapBaxt pe owvomvevpa, cOpryyo(eg) Eveong tmv 5 ml pe erovo(eg).

2. 4 ml vdatog yia evéotpa Oa mpémet va avappoenbovv ot opryya, dtac@orifoviog 0Tt £t
apaipedel OA0G 0 aépag oL TVYOV £XEL TAYIOELTEL BTN GVPLYYA.
3. H Belova g opryyog mov mepiéyet 4 ml vdatog ya evéoua Ba tpémet va sloaydel dlapésov

TOV EAQGTIKOD TMWIOTOG TOV PLoALdiov aloKiTidivng Kot va 0KOAOLONGEL EVEST] TOL VAOTOG
Y10 EVEGIUO, GTO PLOALS10.

4. Metd v agaipeon g cupryyag kot g Beddvag, To eraiidlo o mpémetl va avartapoydel
évtova uéypt va emttevydel Eva opoOIOUOPPO VEQELDOES Evaldpna. METH TV avocOLOTAC,
kaOs ml evouwpnuartog Oo mepiéyetl 25 mg alokitidivn (100 mg/4 ml). To avacvotapuévo Tpoidy
elvat éva opo10YeVES, VEQEAMOES Evalmpn e, ELeVBEPO cuooopaTORATOV. To Tpoidy Ba mpénet
va amoppleBel edv mepEyel LeYOAo COUATIOW 1) CLCCOUATONOTA. M1 dNONGETE TO EVaLDPT AL
UETA TNV 0vaoDoTOGT TOV KaBOTL avTd Bl LitopoVoE VoL ATOUOKPVVEL TN SPAGTIKT OVGI.
[Mpénet vo AneOei vTdyn 6Tt opiopévol TPocapoYEic, SPIKES Kot KAEIGTA GLOTHUOTO TEPLEXOVY
QIATPO, EMOUEVMG TETOLO CLGTILLOTA OEV Ba TPETEL VAL YPTGULOTOLOVVTOL YO T XOPTYNOT) TOV
QOPUOKEVTIKOD TPOTOVTOG LETA TNV AVOGVOTACT.

5. To elaoctikd Topa O Tpémel va kabapiotel kat va eicoydel evidg Tov PLoALdion Lo Kovovpia
ocvpryya pe Behdva. To eroridio Ba mpémel va avamodoyvpiotel, Stac@arilovtag 6Tt To AKpo g
Belovag Bpioketor KGTm amd TV empavela Tov VYpov. To éuPoro Ba mpénet toTE va TpoPrytet
TPOG TO, TO® Y10 Vo, ovappoen el 1 T0GOTNTO PAPUAKELTIKOD TPOIOVTOG TOV ATULTEITOL Y10, TV
KatdAAnAn oo, dcporilovtag 0Tt €xel apaipedel GAOC 0 a€pag mov TVYOV £xel TayldevTel
ot ovptyya. H ovpryya pe ) Belova Ba mpémetl tote va apaipedel and 1o groridio kot
Belova vo TeTayTel.

6. Mio kotvovplo, vTodopio BeAdva, (GLVIGTOUEVO dlapeTpnpa 25) B tpénet ToTe va oTepembel
KaAd ot cvptyyo. Evardpnpa dev Ba tpémet va tepdoet omd ) eAdva Tpty and v £VEoT, Yio
va pelmdel n mBovotnTa epEAvions ToTK®V ovTdpdoemv ot 0o g éveong.

7. Otov yperdlovion mepiocdtepa amd 1 @oAidio, Oho To Topamdve PHuoate yuoo T
TOPOCKELN TOL evolwpriuatog Bo mpémel vo emavaAngbodv. o d0celC Yo TIg omoieg
amortovvral meplocdtepa omd 1 eroridia, 1 d6or Ba mpémel va popaoctel e€icov m.y. doOoM
150 mg = 6 ml, 2 cOpryyec pue 3 ml o k4Be cvPryya. Ady® KaTaKpATNONG 6TO PRSI0 KoL
ot Perdva, evdéyetan va unv gival EPIKTA 1 avappOeNoT 0AOKANPNG TS TOGHTNTOS TOL
EVOLOPNLATOG OO TO GLOAidL0.

8. To mepieyodpuevo ™G ovpyyos xopNynong g d0omg npémet va eravevolmpnel apécmg mpv
yopnynon. H ovpryya mov mepiéyet 1o avacvotauévo evordpnuo 0o tpénet vo apedei yio
péypt 30 Aemtd mpv T YopNyNoM va anoktnoetl Oeppokpacio dopatiov mepinov 20 °C-25 °C.
Edv mepdoet ypovikd dtdotnua peyaidtepo tv 30 Aentdv, to evainpnuo. 0o Tpénel va
amoppleOel KOTAAANAL KOl VO TOPpAcKELOOTEL VED dOoN. o, TNV enavevaldpnom, KUANGTE
£VTova TN oLPLYYO OVAIESO OTIC TOAGUES COG LEYPL VO EMTOYETE £VA OLOIOUOPPO, VEPEADIEG
evaumpnua. To Tpoidv Ba mpénet va amopprpbel edv mepi€yet peydra copatidw 1
GUGGMOUATDUOTO.

21



YroAoyiopde pepovopévng 86ong
H ovvolikn| 8661 cOppmva pe T couatiky eneaveto (BSA) uropel va vroloyiotel og €€1g:

Tuvolikn d6on (M) = Adon (Mmg/m?) x BSA (m?)

O ax6A0v00g TvaKog TOPEYETOL LOVO (OC TOPAOELY O TOV TOG VTOAOYILOVTOL LEPOVOUEVEG OOGELC
alaxitidivng, ot omoieg Pocilovion oe pia péon tiun BSA 1,8 m2,

Adon mg/m? SuVOMKN SO pe Ap1Budg TUVOMKOC OYKOC
(% ¢ ovvioTOUEVHS Béon T BSA 1,8 m? | amoutovuevev OVOGUGTAUEVOD
00071C &va, DLAMdiV EVOIOPNLLOTOS TTOV
omoteiTon

75 mg/m? (100%) 135 mg 2 proiidia 54ml
37,5 mg/m? (50%) 67,5 mg 1 proAidio 2,7ml
25 mg/m? (33%) 45 mg 1 ploAidio 1,8 ml

Tpdmog yopnynong

To avacvotauévo Azacitidine Kabi 0o mpénet va evieton vroddpio (etcaydyete ™ Perdva vd yovia
45-90°) ypnotiponoudvtag felova dtopetprpatog 25 oto dve uépog tov Ppayiova, To unpod 1 v
KOIALOKT YDPOL.

Aboeig peyorvtepeg amd 4 ml Ba mpénet va eviovion o€ dVo Egympiotd onpeio.

O1 B¢oe1g g éveong Oa mpémel va evaildocovtal. Ot véec evéaelg Oo Tpémel va xopnyohvtal 6
AmOGTOOT) TOLAGYIGTOV 2,5 CM 0t TO TPOTYOLUEVO OMUEID Kol TOTE OE TEPLOYEG OOV TO G UELD
mapovctdlel evacnocio, pOrwreg, EpLOPHTNTA 1| GKANPLVOT).

Kdabe aypnoiponointo @oppakentikd Tpoiov 1 VIOAEYLLO TPETEL VO ATOPPINTETAL GOUPOVO, LLE TG
KOTO TOTOVG IGYVOVGES OYETIKESG SLOTAEELS.

7. KATOXOX THX AAEIAX KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH

Else-Kroner-Straie 1,

61352 Bad Homburg v.d.Hohe

Teppovia

8. APIOMOZXZ(OI) AAETIAX KYKAO®OPIAX

EU/1/23/1777/001

9. HMEPOMHNIA ITPQTHYX ET'KPIXHX/ANANEQYHY THX AAEIAX

Huepounvia npartng £ykpiong: 5 lavovopiov 2024

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TAnpopopieg yio 1o TapdV POPUOKEVTIKO TPoidV gival S100£01Eg GTOV SIKTLOKO TOTO
o0V Evponaikod Opyovicpod @apudakov: hitp://www.ema.europa.eu.

22



ITAPAPTHMA 11

IMAPAXKEYAXTHX(EYX) YIIEYOYNOZXZ(OI) I'TA THN AITOAEXMEYXH
TQN ITAPTIAQN

OPOI'H HEPIOPIZEMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEIMATIKH XPHZH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. NAPAXKEYAXTHX(EX) YHHEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

‘Ovopa kot d1ievfvvon tov(tmwv) Topookevotn(®v) mov gival vrevbuvoc(ol) Yo TNV ATodEGUEVOT) TOV
TAPTIOWOV
Fresenius Kabi Deutschland GmbH

Pfingstweide 53, 61169 Friedberg,
T'eppavia

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

DoproKeVTIKO TPOTIOV Y10, TO OTTOI0 UMOLTEITAL TEPLOPIGLEVT 1TPIKT| cuvTayn (BA. mapdapTnua L:
[Tepiinym tov Xopaktnpiotikev tov [Ipoidvtog, mapdypapoc 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

o Ex0¢oe1g Ieprodunig Hapaxorovdnong g Acpdirerog

Ot amotnoelg yio v voPoAr ekBécemv TEPLOSIKNG TOPOKOAOVONONE TNG AGPAAELNG Y10, TO EV AOY®
QOPUOKEVTIKO TTPOTOV 0pilovTal GTOV KOTAAOYO UE TIG NUepOoUnVieg avaeopdc ¢ Evoong (katdAoyog
EURD) mov mapatiBetot otnv mapdypapo 7, tov pBpov 107y, tng odnyiag 2001/83/EK ko kabe
EMOKOAOVONG EMIKOIPOTOINGNG OTTMG SNUOGIEVETUL GTNV EVPOTOAIKT SUKTVLOKN TOAT Y10 TO PAPLLOKCL.

A. OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEEMATIKH
XPHXIH TOY ®APMAKEYTIKOY ITPOIONTOX

. Tyédro Awaysipiong Kivdvvou (ZAK)

O Kdroyog Adelag Kvkhopopiag Oa die&aydyet Tig amartovpeveg opactnploTnTeg Kot
TOPEUPAGELS PUPHOKOETOYPVTVIIONG OT(¢ Tapovctdlovtal 6To cupuenvniéy XAK mov
mapovctieTar otny gvotnta 1.8.2 g ddeing kukAogopiag Kol 0TolEsONTOTE EMAKOAOVOES
gykekpipéveg avabempnoelg tov ZAK.

‘Eva emikaiporompévo ZAK Oa npémel va katatedei:

. peTd amd aitnua tov Evponaikod Opyaviopod @opudkoy,

o OTOTEONTTOTE TPOTOTOLEITAL TO GUGTNILA JSOEIPIONG KIVOUVOL, EIOTKA (OC OTOTELEG U AYNMG
VE®V TANPOPOPLDOV TOL UTOPOVV VO ETPEPOVY GTUAVTIKT 0ALOYT] GTN OXECT] 0QELOVG-KIVOHVOL
N ©OC OTOTEAEC LA TG EMITEVLENG EVOG GNUAVTIKOD 0POSTHOV (PAPHOKOETOYpOTVIION M
EAO(LGTOTOINGT KIVOUVOU).
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ITAPAPTHMA 11

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Azacitidine Kabi 25 mg/ml kovig yia evéoipo evoidpnpa
alokttidivn

| 2. LYNOEXH XE APALTIKH(EX) OYZIA(EY)

Kabe protidio mepiéyxet 100 mg alakitidivn. Metd v avacvotaon, kabs ml evoimppatog
nepi€yet 25 mg alaxrtidivn.

3. KATAAOI'OX EKAOXQN

‘Exdoya: poavvitoln (E421).

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Kovig yuo evéoipo evoudpnpa.
1 puoAidio — 100 mg

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

Awpaote 10 OALO 0INYIOV YpHONG TPV amd TN XPT|OM).
Ta pia povo xpnon.

Avotapdére To EVOIdpM L0 EVTOVO, TPV T JOPNYNOT.
Ymodopia yprion.

IPOION PENEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN
KAI AEN ITPOXEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO

Na puAdocetan og O€om, Ty omoia dev PAETOVY Ko dev Tpooeyyilovv Ta Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONIOIHEH(EIX), EAN EINAI ATTAPAITHTH(EY)

Kvtrapoto&iko

| 8. HMEPOMHNIA AHZHX

EXP

Awfaote To UALO 0dNYIOV ¥poNG Y T d1dpkeLd (NG TOV OVAGUGTAUEVOL OPUAKOV.
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9. EIAIKEX XYNOHKEYX OYAAEHX

10. IAIAITEPEX TIPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHHOAEIMMATQON [HOY IMTPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

Kdabe aypnoiponointo didhvpa mpénet vo, amoppinTeTo.

11. ONOMA KATAIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH
Else-Kroner-Stralie 1,

61352 Bad Homburg v.d.Hbhe
Teppovia

12.  APIOMOZX(OI) AAETIAYX KYKAO®OPIAX

EU/1/23/1777/001

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I''lA TH AIAGEXH

| 15. OAHTI'IEX XPHXHX

| 16. TMAHPO®OPIEX XE BRAILLE

H attioldynon ya vo punv epiinedei n ypaoen| Braille sivat amodext.

17. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIZAIAXTATOXZ TPAMMOQTOX
KQAIKAY (2D)

A63106TATOG YPAPU®TOS KOAIKOG (2D) mov gépet Tov Teptin@hivta Lovadikd ovoyvmploTikd KmoKo

18. MONAAIKOXZ ANAI'NQPIZTIKOXZ KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITIOY ITPEITEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHZHX

Azacitidine Kabi 25 mg/ml kovig yia evéoipo evaudpnpuo.
alokttidivny
Ymoddpia ypnon

| 2. TPOIIOX XOPHI'HXHX

Awpdote 1o OALO 0N YLDV YpNONG TPV AT TN XPT|OM).

| 3. HMEPOMHNIA AHEHZ

EXP

4. APIOMOX ITAPTIAAX

Lot

| 5. IHEPIEXOMENO KATA BAPOX, KAT' OI'KO'H KATA MONAAA

100 mg

| 6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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DVYAL0 00N VOV Apiong: IIAnpogopiss yia Tov ypriotn

Azacitidine Kabi 25 mg/ml kovig ywa evéeipo evordpnpo,
alorTidivn

AP aoTe TPOGEKTIKG OALOKANPO TO QVAAO 00N YLOV YPNGTG TTPLV UPYIGETE VA (P CLUOTTOLEITE AVTO

70 Qappoxo, H16TL TEPLAAPPEVEL SNUAVTIKEG TANPOPOPIES VIO TOC.

- DuAGETE anTo TO PUALO 0dNYIOV YpRoTc. Towg ypelaotel va to dofdoste Eava.

- Edv éxete meportépm amopiec, poTNGTE TOV Y1ATPO, TOV GAPUOKOTOL) 1] TOV VOGOKOLO GOG.

- Edév mopatnproete kémota avemBountn evépyeL, EVILEPDGTE TOV YLATPO, TOV POPLOKOTOLO 1)
TOV VOGOKOLO G0G. AT 1oy0et Kat Yo kGBe mbavn avemBOUNTN eVEPYELD TOV OEV OVAPEPETOL
GTO TOPOV PUALO 0dNYIOV YpHong. BAére mapdypago 4.

Ty nepréyel To Tapodv Ao 0ONYIOV:

Tt eivon to Azacitidine Kabi kot oo eivon 1 yprion tov

Tipénet va yvopilete Tpv ypnoyonomcete to Azacitidine Kabi
Iog va ypnoworomoete to Azacitidine Kabi

[TBavég avemBounTteg evépyeteg

ITo¢ va puridooete to Azacitidine Kabi

[epieydpeva e cuoKeELAGING KOl AOUTEG TANPOPOPIEG

LN N

1. T givan To Azacitidine Kabi kot owa givar i xpijon Tov

T givan To Azacitidine Kabi
To Azacitidine Kabi givat évag avtikapkivikdg mapayoviog mov avinKeL o€ pia opddo popuiKov Tov
ovopdlovtol «ovTieToforitegy. AvTtd T0 PAPUOKO TEPIEXEL TN OPACTIKT OVGia «alaKiTidiv.

Iowa givan 1 xprion Tov Azacitidine Kabi

Av10 10 PappOaKO YpNCLOTOLEITAL GE EVNATKOVG TTOV dgv Umopov va voPAnBobdv oe petapdoyevon
apy€YOVeV KLTTAp®V Yia T Oepameios:

o MverodvoTAaGTIKOV cuvdpdumv (MDS) vyniod kvdidvov.

o ™¢ Xpoviog puehopovokvttapiknig Aevyaipiog (CMML).

o g O&elog pvehoyevong Aevyariog (AML).

AvTég eivar voool Tov emnpedlovy ToV HUEAD TMV 0GTMV KOl LITOPOVV Vo TPOKAAEGOVV TPOPAN LT
GTN PVOLOAOYIKN TOPAYDYT ALLOCOUPIMV.

Iog dpa to Azacitidine Kabi

To Azacitidine Kabi dpa epmodifovtog tnv avantvuén tov kapkvikdv kuttdpov. H alaxitidivny
EVOOUATMOVETOL GTO YEVETIKO DAIKO TV KuTTapnV (pifovoukieikd o&d (RNA) kot
deo&up1Povoukieikd o&H (DNA)). Oswpeitar 6T dpa petafdAroviog Tov TpoTo [e Tov 0moio To
KOTTOPO EVEPYOTOLEL KO OTEVEPYOTOLEL TaL YOVIOLN Kol EMIONG TaPEUPAIVOVTAG GTNV TAPAYWYT VEOL
RNA kot DNA. Avtég o1 dpacelg Oempeitar 6tL d10pHdvovy ta mpofAnpate opipaveng Kot
AVATTUENG TOV VEOV OLOGPALPIOY GTO HVEAD TOV OGTMV TOV TPOKUAOVY LVEAOOVOTAUGTIKES
SroTapayEc Kafdg Kot OTL KOTAGTPEPOVY TO, KOPKIVIKA KOTTOPO, OTY) AEVY Lo,

AmevBuvieite 6TOV Y1I0TPO 1) TOV VOGOKOUO GOG EAV EYETE OTOIEGONTOTE EPOTNCEL GYETIKG, [LE TOV
pomo dpaong tov Azacitidine Kabi 1 yiori awtd to @apuako cvuvtoyoypaendnke yio cog.

2. T wpénel va yvopilets Tpy g pnopononicete to Azacitidine Kabi

Mnv gpnoeiponomjocts to Azacitidine Kabi

o o€ nepintwon aAriepyiag oty afokitidivnn o€ 0mo10dMmote GALO amd T0 GLGTUTIKG CVTOV TOV
QOPUAKOV (OVOPEPOVTOL OTNV TAPAYPOPO 6).

. G€ MEPIMTOGCT OV TAGYETE OO TPOYW®PNUEVO KAPKIVO TOL TATOC.

o o€ mepintwon mov nidlete.
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[pocdomon| 61 Kol TPOPLAAEES
Amgvbuvieite oTov y1aTpo, TOV QApPUAKOTOLO 1 TOV VOGOKOWO Gog Tptv ypnotuonotioste to Azacitidine Kabi:

o eqv €xete pelopévo opud arponetariov, epudpdv | AEVKOV apoc@opimy.

. € £yete VOGO TOV VEQPOV.

. gbv £yete vOGO TOL NTOTOG.

o €qv elyote TOTE Lol Kopdlokn Tabnon 1 Kopdloky TpocsPoAn 1 0T0100NTOTE 1IGTOPIKO
TVELULOVIKNG VOGOV.

To Azacitidine Kabi propei va mpokolécet pio copapn avocoroyikn avtidpaor mov ovopudleTal
«oHvdpopo dapoporoinong (PA. mapdypopo 4).

E&étaon aipatog

Oa kavete e€eTdoelg aipatog pwv apyioete ) Bepaneio pe Azacitidine Kabi kot katd v évapén
K0 meprodov Bepameiog (mov ovoudleton ‘KOKAOG’). AvTo yiveton yio vo eleyyOel 011 £xete emapk
apOUo QHOSPALPI®V Kot OTL TO NP KOl Ol VEPPOL GOG AELTOVPYOVY KOVOVIKAL.

Howod ko £épnpor
AvT6 T0 PAPUAKO OEV GLVIGTATOL YO XPNOT| O TodLA Kot Qi Povg nAlKiog Katm tov 18 etdmv.

Alo pappoke kot Azacitidine Kabi

Evnuepdote tov yotpd 1 ToV pOPLOKOTOL0 GOG EQV XPTOLUOTOIEITE, £XETE TPOGPATA YPNCULOTOGEL
N umopel va ypnoiporomoete dAla edpuaka. Avtd omorteiton 610t To Azacitidine Kabi pmopei va
EMNPEACEL TOV TPOTTO dPAoNC OPIGUEVOVY GAA®V Qopuakev. Emiong, opiopéva dAla apuoka pmopel
Vo, ETNPEACOVY TOV TPpOTO dpdiong Tov Azacitidine Kabi.

Kinon, 0nhaopdg kor yovipétnra

Kbnon

Agv B mpémel va ypnoponotioete to Azacitidine Kabi katd ) didpketa tng ykuposdvng, 810tt
umopei va etvar emPAaféc ya to popd.

Av glote yovaika Tov pmopel va petvel £ykvog, Bo TPEmeL VoL XPTGLULOTOIEITE L0, ATOTEAEGLOITIKT
uéEBodo avticOAANYNG Yo 660 kapd maipvete to Azacitidine Kabi kot yio 6 unveg petd ) duokomn
™m¢ Bepanciag pe Azacitidine Kabi.

Evnuepoote ouéomg Tov ylatpo Goc eav PeiveTe £YKVOC KoTa T dtdpkela ¢ Oepameiog.

Edv giote £yxvog 1} OnAdlete, vouilete 0t umopel va giote £ykvog 1) oxed16LETE VO ATOKTNGETE TLdi,
{nthote T GUUPOLAN TOL YLTPOV T} TOV POPLAKOTOLOD GG TPV TAPETE OVTO TO PAPLLOKO.

Oniacuog
Agv mpémer va Onhalete evod ypnolponoteite to Azacitidine Kabi. Agv givor yvmwoto €av owtd to

QAPUOKO TEPVE GTO aAVOPDTIVO YAAQ.

Fovda
Ot Gvdpeg dev o mpémet va kavouv maudi eved Ppickovor vd Bepameio pe Azacitidine Kabi. Ot

Gvopec Bo TPEMEL VO YPTGLLOTOLOVV L0l OTOTEAEGLOTIKY LEDOJO AVTIGUAANYNG Yiot OGO Kalpo
naipvovv 1o Azacitidine Kabi kot yio 3 punfveg petd ) dakom g Oeponeiog pe Azacitidine
Kabi.

Yv{ntnote pe tov yuTpd cag eav emboueite vo puAdEete 10 onépua cog Tpv vroPfinbdeite ot
ovykekpiuévn Bepameia.

001yNo61 Kol YEPLE RO UNYOVIILATOV
Mnv odnyeite 1 yepileote omolodNTOTE EPYOAEin 1] UNYOVILATO AV ELPOVICETE AVETBOUNTES
gvépyeles, Omwg KOTWoT).

3. Iog va ypnopomonicete To Azacitidine Kabi
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IIpw cag yopnynoet to Azacitidine Kabi, o yiotpdc oag 6o cog ddoet éva GAA0 gdpuako yio vo
ATOPVYETE TN VAVTIO KOl TOV EUETO TNV apyn KABe kuKkiov Oepameiag.

. H cuvictdpevn 86om eivar 75 mg avé m? copatikig empdaveiac. O yiatpdc oag Ho amopacicst
1 80GT L TOV TOV PAPUAKOD, AVAAOYO LE TN YEVIKT GOG KOTAGTAGT, TO VYOG Kol T0 BApog Gag.
O ywatpog cag Ba eAéyyel v Tpdodo cag Kot pmopet va adidEet T doom cag edv etvan
OTOPOATNTO.

o To Azacitidine Kabi yopnygiton kabe pépa yio pio efdopdda, okoAovbodeEVo amnd pua
mepiodo drokomng 3 fdopddmv. AvTtdc o “kiKAog Bepaneiog” Oo emavarapuPdveton Kabs 4
efodopdoes. Xvvnbmg Aappdavete TovAdyiotov 6 KhkAovg Bepameiag.

Av10 10 PappaKko Ba cag yopnyndei wc Eveon kAT® omd To dEPUN (VTOSOPLL) OO YLOTPO 1) VOGOKOLLO.
Mmropei va cag yopnyndet vroddple 6To UNPO, TV KO 1] TO dved PLEPOG Tov Bpayiova.

Edv éyete meprocOTEPEC EPOTACELS GYETIKA LLE TT] (PT|ON CLTOV TOL PAPUAKOV, POTHGTE TOV YLOTPO,
TOV (POPLOKOTOL) 1] TOV VOGOKOWO GOG.
4. IMBavég avemOOunTEG EVEPYELES

Onwg 6Aa T0 APUOKO, TG KOL 0VTO TO PAPLOKO UTOPEL VO TPOKAAESEL AVETIOOUNTEG EVEPYELEG, OV
Kol Oev Tapovcldlovtal 6 GAoVG Tovg avBpOTOLG,.

Evnuepaote 10V Y10TpO 060G pécmS GV TAPATNPICETE OTOLAONTOTE AT TIG AKOAOVOES
avemOvUNTES EVEPYELEC:

o YrvnMa, tpépovio, iktepog, KOMAKOG HETEMPIGHOG Kot EDKOAOL LOAOTIGHOL. AVTE propet
VOl A0TEAOVV GUUTTAOUATO TOTIKNG OVETAPKELNS TOV UTOPEL VoL Elval AEMNTIKY Y10, T
Com.

o OidNua TOV KATO GKPOV Kol TOV TOd1OV, TOVOG 6TV TAATT, Uelwon TG ovpnong,

avénpévn dtya, Tavmaipio, {aAn Kot vavtia, petog 1| petwpévn opetn kot aictnon
oLYYLONG, OvNoLYiag 1 KOTWoNG. AVTA UTopEl Vo OTOTEAOVUV GUUTTMUATO VEPPIKNG
OVETAPKELOC TTOV UTOPEL VO Eivar ameAn Tk yio tn {on.

o [Mvpetdg. Avto Ba umopovoe va opeileTal o AoiumEN ®¢ ATOTELECLO YAUNADY ETUTESDV
AEVK®V opocpatpiy, N omoia uropei va givar ometintiky yio ™ o).
. Owpakikd GAyoc 1 6VoTVOLW, TO 0TTOi0 LITOPEL VO GUVOSELOVTOL 0O TVPETO. AVTO UTOPEL VOl

opeidetan o€ Aoipumén Tov Tvevpova 1 omoia ovopdleTat “Tvevpovia’ Kot pmopet va givort
amenTIKn o T Con.

. Ayoppayio. Onwg aipo ota KOTpava AdY® apopparyiog Tov GToUdy oL 1 TOV EVIEPOL, 1| OGS
OLLOPPOYIC GTO EGMTEPIKO TOL KEPAALOD GOC. AVTA Umopel va eivol GUUTTOUOTO YOUUNADVY
EMNEOMV AUOTETOA®Y GTO aipld GaG.

o AvckoAia 6TV avamvon, oidnua Tov xeléwv, kKvynopog 1 e&avinua. Avto propet va
opeideton o€ pio oAdepYIKn avTidpoon (avtidpaon vrepevoictnaciag).

AlAeg avemBounteg evépyeteg meplopfivouv:

IloAv cvyvég avemBOunTeg evépyeteg (umopei vo emmpedoovy nepiocodtepa 0o 1 ota 10 droua)

. Mewwpévog apbpds epubpdv orpoceatpiov (avarpio). Mropei va arobavleite kOnmon kat
vo, lote OYPOC.
. Meiopévog aptBpog Aevkov apos@atpioy. Avtod propel va cuvodedetorl and Tupetd. Eivan

emiong mbavo va eueavilete avénuévn téon yuo AoumEelc.
o Xopuniog ap1Buog apometoriov (OpouPonevia). Eppavilete avénuévn tdon ya ooppoyio kot

UOADTEC.
. Avcxotiidotna, didppota, vauTio, EUETOC.
. [Tvevpovia.
. Owpaxikd aiyoc, SVoTVOLa.
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Kobpaon (konmon).

Avrtidpaon ot 0éom g £veong, cupmeptlapfovopuévav epufpoTnToc, TOVOL 1) OEPLOTIKNG
avtidpaong.

Andrero 6peEnC.

[16vol otig apBpmoelg.

MoAwmmeg.

E&avOnua.

Koxkiva 1 pop otiypoto K4t and 10 6Epa.
[T6vog oty KotAd (KOO GAYOC).
Kvnopog.

[Mvpetog.

EpeBiopévn pot o kovéryyn.

7oA.

Keparoryia.

AvckoAia oTov V7Tvo (abmvic).

Pwoppayia (eniotaln).

Moikoi movot.

Advvapio (eEacBévion).

AndAero fapovg.

XounAd enimeda KaAlov 610 aipo Gog.

Yoyvég avemBounTeg gvépyereg (umopel va ennpedoovy mg kat 1 ota 10 dropor)

Evdoxpaviaxn apoppayio.

Aolpwén tov aipartog mpokaiovpevn and faktipo (onyoipia). Avtd propet va opeiletol o€
YOUNAG ETITESA AEVKDV AUOGPALPI®V GTO QL0 GO,

AVETAPKELN LDELOD TOV 0GTOV. AVTO UTOPEL VO, TPOKOAESEL YauUNAG etimeda epLOpdV Kot
AEVK®OV OLLOGPOPIOV KOl OLOTETAAMMV.

"Evag tomog avoipiog 6mov ta pudpd Kot ASVKA alocqaipiol Kot To, GUOTETAMA Gag gival

LEWUEVAL.

Aolpwén ota ovpa 6o,

loyevng Aoipwén mov mpokaiel puoalides oo déppa (Epmng).

Ayoppayio Tov 00A®V, GLOpPayict TOV GTOUMYOV 1 TOL EVIEPOV, aloppayic amd To 0pho
LOY® apoppoidwv (apoppayia aipoppoidwy), apoppayio Tov 0eBaAuod, cpoppayio kétm 1
péco amod to dépua (opdTopa).

Aipo oto ovpa.

"EAkn TO0 6T0UATOG N} TG YADOGOC.

Metaforéc Tov dépuatog ot 0€om g Eveonc. Avtég mepthoufavouy oidnuo, okAnpovg 6Lovg,
LOA®TEG, apoppayic pésa amd to déppa (apdTmpa), Edvinua, kKvnopd kot petafforég oto
YPOLL TOV SEPUATOG.

EpvBpdtra tov déppatos.

Aolpwén Tov déppartog (KutTopitidn).

Aolpwén g poTng Kot Tov Aapov, 1| Kovayyn.

Epebiopog 1 katappon TG LOTNG 1 TV PIVIKGV KOATOV (KOATITION).

Yymin 1 xounin mieor Tov aipotog (vTéptact 1 vadTac).

Avdonvoln Otav KiveloTe.

[T6vog 6T0 Aapld Kot TIG QOVNTIKEG YOPIES.

Avorneyio.

AnBapyoc.

I'eviko aicOnuo adbeciog.

Ayyog.

Zoyyoon.

Tpyomtwon.

Ne@pikn avendpreLo.

Apuddtoon.
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. A€gVKOb EMiYPIGHO TTOV KOADTTEL TN YADCGCO, TNV ECMTEPIKN TAEVPA TOV UAYOLAWDV Kol LEPIKEG
(QOPEG TOV OVPAVIGKO GOG, TO, OVAN KoL TIC OHVYOUAEC (VKN TIOGIKY AoTU®EN TOV GTONATOC).
o AwmoBopio.

o [Ttdom g aptnprokng Tieong 6tav otékeste Opbiot (opboctatikn VTOTAGT) TOL 00T YEL G
LaAn katd ) petokivnon og 6pOua 1| kabioth Bon.
. Noota, vobpotnta (vvnAia).

. Ayoppayia mov opeileTon o€ ypopupn kabetmpa.

Mo acBévela mov ennpedlel To £vtepo M onoia LTopel va 0dNYNGEL GE TVPETO, EUETO KOl TOVO
0TO GTOUAYL (EKKOATOUATITION).

Yypo6 y0pw and toug nvedpoveg (vael®KoTiK GLAAOYN).

Tpépoviro (piyn).

Mvikoi oracpoi.

E&avOnpa oto dépua pe avénuévn payovpa (kvidwon).

ZvAloyn vYpol YOp® amd TNV Kopdld (TeptkapdtaKt) GUALOYN).

‘O ovyvég avemBOunTES evépyereg (Lmopel va ennpedcovy £mc kot 1 oto 100 dropa)
AMlrepycn| avtidpaon (avtidpaon vrepevoictnciog).

Tpépovio.

Hratum avemdpketo.

Meydieg BaBukOKKIVOL XPOUATOG, SIOYKOUEVES, EMMOVVEG KNAIOEG GTO dEPLLA e TUPETO.
Endovvn eEédkmon tov d€ppaTog (Yoryypavaddeg TuOdEPUDL).

DAeypovn g nepPpdvng mov teptaiiet Tnv Kapdid (tepkapditidn).

Yrdwvieg avemOopnteg evépyeres (Lmopel va emnpedoovy £wg kot 1 ota 1.000 dropa)

*  EMpog priyac.

o Av®ouvo TpNEO OTIC AKPEC TV SUKTOA®Y (TANKTPOSUKTLALR).

o YHvopopo AHoNG OYKoV — UETAROAIKES ETTAOKEC TTOL UTTOPEL VO, TPOKOYOLV KaTd T Oepameio
TOV KOPKIVOL Kol LEPIKEG POPEG akOUa Kot wpig Oepameio. AVTEG Ol EMMTAOKEG TPOKAAOVVTOL
07t0 TO TPOIOV TOV KAUPKIVIKGOV KUTTAP®V Tov Tebaivouv kot propel va tepthapupdvouy ta
akolovBa: petaforég otn ynueio Tov apaTog, LYNAO KAAL0, PHOGPOPO, 0LPLKO 05D KoL YOUNAO
00PECTIO0, 0ONYDOVTOG KATE GUVETELN GE PETOPOAES GTN VEPPIKY] AELTOVPYia,, TOV Kopdlakd
ToAud, o€ GTAGHOVC Kal, EVIOTE, o€ Odvarto.

Mn yvootég (1 cuyxvotnta dev umopei va ektiunfel pe Baon ta dStbéoipa dedopévar)

o Aolpmén tov Babitepov otpopdTev Tov déppratog, N onoia eEanAdvetal ypryopa,
TPOKOADVTOG KOTAGTPOPT) GTO dEPLE KoL TOVG 1GTOVG, 1] OTToiol Umopel vor eivot ametinTikn yio
™ {on (VEKPOTIKN TEPITOVITION).

o YoBapn avocoroyikn avtidpacn (chHvOpouo dapopomoincng), n omoia Urnopel va TPOKAAESEL
TVpeTO, Prxa, SvoKorio oTNY avamvon, £AvOnua, LEI®UEVE 0VPa, YOUNAT TECT TOV OiUATOg
(vmdtaon), TPNEWO TOV XEPLOV N TOV TOSOV Kot Taxeio avENoN COUATIKOD BAPOVG.

o Ddleypovny T@V UOPOPOV ayYEi®V TOL OEPUOTOC OV UmopeEl Vo, mpokaAéoel eEavOmua
(deppaTin oyyeutido)

Ava@opd avemOopunTOV EVEPYELDOV

Edv mapatnpnoete kdmola avemiOunt evépyela, EVIUEPDOTE TOV YLOTPO, TOV QUPLOKOTOLO 1] TOV/TNV
VOGOKOWO GaG. AVTO 1oyYveL Kot Yl kae wihovr avemBountn evépyela Tov deV aVOPEPETAL GTO TAPOV
@OALO 00N YLDV Yprionc. Mmopeite emiong vo avaeépete avemBounteg evépyeleg anevbeiog, HECH TOV
€0viKoL GVGTNUATOG AVaPOPAS TToL avaypapsTot oto [Tapdpnua V. Méom g avaeopdg
avemBOUNTOV EVEPYEIDV UmopEite va PonONoeTe 6T GLALOYN TEPIGGOTEPMVY TANPOPOPLDY GYETIKA
LE TNV AGPAAELD TOV TOPOVTOC PAPLLAKOV.

5. Iog vo puracocte To Azacitidine Kabi

To QapproKo aVTO TPETEL VO QLAAGGETOL GE LEPT TTOL OEV TO BAETOLY Kot OV TO POEVOLV TO TOLOLA.
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Noa pn ¥pMoHOTOLEITE AVTO TO PAPLOKO LETE TNV NHEPOUNVIO AENG TTOL AVOPEPETAL TNV
EMONOVST TOV PLaAdiov katl oto kovuti. H nuepounvia Aéng sivat n) teAevtaio nuépa Tov PHivo Tov
OVOQEPETAL EKEL.

O y101pdg, 0 PAPLAKOTOIOC 1 O VOGOKONOG 6ag giva vevBuvor yia ) evAaEN Tov Azacitidine
Kabi. Eivar emiong vmevBuvol yio ) cwot) mpogtolpocio kol amdppiyn kébe mpoidovtog
Azacitidine Kabi mov dgv £xetl ypnopomomnbei.

Mo pn avorypévae elaAidia avtod ToL PAPUAKOL — OV LITAPYOVVY 1WiTEPES CLVONKES PVAAENC.

Orav ypnoyonoieital opéows
MoMg TapacKeLOoTEL TO Evaumpn i 8o Tpémet va yopnyndel evtog 60 Aemtmv.

Orav ypnoyoroieitar opyotepa.

Edv to evaudpnpo tov Azacitidine Kabi napaokevdletot ypnoyonotdviag Homp yio EVEGLLN TO
omoio dev glvar Vo Yo, 10 evoidpnue tpénet vo tortofetnel oto yoyeio (2 °C — 8 °C) auéomg
UETE TNV TAPOoKELT TOL Kot va, QuAayOei oTo Yoyeio yio éva péyloto dtdotnua 8 mpdv.

Edv to evardpnua tov Azacitidine Kabi topackevaletat xpnoinoromvtog Dmp Yo eVEGIUO TO
onoio &xet puiaydei oo yoyeio (2 °C — 8 °C), to evarmpnua mpémnet va tonobetnbei oo yoyeio (2 °C
— 8 °C) auéomg petd TV TOPACKELT TOV Kol v euAoyBel 6To Woyeio Yo £va, puéyioto ddotnua 22
OpOV.

To evarmpnua 0o tpémet va apedei yio uéypt 30 Aemtd mpv T YOpNyNo™ Yo VO ATOKTNGEL
Oeppoxpacio dopatiov (20 °C — 25 °C).

Edv 670 gvaidpnuo vdpyovv peydlo copatiotn ovtd Oa mpénel va omopplebe.

6. Iepreydpeva TG GVOKEVAGING KO AOWTEG TANPOPOPiEg

T epiéyer to Azacitidine Kabi

o H dpactikn ovoia sivor 1 afokitidivn. ‘Eva ¢uodidio mepiéyet 100 mg alokitidivy. Metd
™mv avacvotacn pe 4 ml H801og Yo EVESIUA, TO AVOCLOTOUEVO EVOIMPMUO TEPLEXEL 25
mg/ml alaxkitidivn.

o To dAlo cvotatikod givor n povvitodn (E421).

Ep@avien tov Azacitidine Kabi kot gpieyopeva e cvokevaciog
To Azacitidine Kabi 25 mg/ml kovig yio vEGTo evoumpnpa. eivor Aevkn EmG VIOAEVKT KOVIG 1)
TAGTO, TOL TOPEYETOL GE YLOAVO PLOAIDL0.

Kabe cvokevacio mepiéyet Eva praiidio Azacitidine Kabi og éva ydptivo kovrti.

Kéroyog Adsrag Kvkrhogopiag
Fresenius Kabi Deutschland GmbH
Else-Kroner-Stralie 1,

61352 Bad Homburg v.d.Hohe
Teppovia

IHopoaockevaotig
Fresenius Kabi Deutschland GmbH
Pfingstweide 53, 61169 Friedberg,

Teppavia

To mwapov AL 00OV Yp1ioNS avade®pOnke Yo TeELeVTAIN POPE OTIC

Addeg TNYEG TANPOPOPLOV
Agmtopepeic TAnpoeopieg yio To pAapraKo avto gival dStabéotueg 6to dtktvakd oo Tov Evponaikon
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Aentopepeic TANpopopies Yia To pAapUaKo avtd eival dtabéoiec 6to dikTvakd Tomo Tov Evpmmaikon
Opyoviopod Gappdkmv: http://www.ema.europa.eu.

Ovinpogopies Tov akorovBovv amevdivovton povo o erayyelpaties vysiag:

2VOTAGELS Y10 OCQAAT YEPIGUO

To Azacitidine Kabi givat éva kottapoto&ikd eoppakevtikd mpoiov Kot, Onmg pe GAAEG TBavVdS
T0&1KEG 0VGiEG, AmALTEITOL TPOGOYN KATA TOV YEPICUO KOl TNV TOPACKEDT TOV EVOUIOPTUATOV
aloxitidivng. Oa mpémel va epapproloviol ol SIadIKUGIES Y10 TOV KOTAAANAO YEPIGUO Kol omdppiym
TOV OVTIKOPKIVIKOV QUPLOKEVTIKOV TPOIOVTOV.

e mepintmon mov 1 avacvoTapévn alokitdivnélbel oe emaen [e To dépLL, TAVVETE AUECWOS
OYOANCTIKA pe camobvt Kot vepo. Edv éA0el og emapn pe PAevvoyoviovg vuévee, Eemiovete
GYOANOTIKA e ApBovo vePO.

Aocvpufototmreg
AVTO TO QPOPUAKEVTIKO TTPOIOV dEV TPEMEL VAL OVALLLELYVOETOL LUE GALD QAPLLOKEVTIKA TPOTOVTO EKTOG
AVTAOV OV avaPEépovTal TapakdTo (PA. “Aladkacio avaciotaong”).

Aw001K0610 avacLOTAGNG

H avacbvotaon tov Azacitidine Kabi 6o npénet va yivetat ypnoonoidvtog 0dwp yio evéoipo. H
duapkela {ONG TOL AVUGVGTAUEVOD QOPLOKEVTIKOD TPOTOVTOG Uropel va topatadel KavovTog
avoovoTaot pHe VOMP Yo evéatpo Vo Yoén (2 °C éwg 8 °C). Asntouépeteg yia ™ @OAAEN TOL
OVOGUGTOUEVOL TTPOTOVTOG TAPEYOVTOL TTOPOKATO.

1. Oa mpémet vo cuykevTpoBovv ta akdAovOo £idn:
Drokidio(a) alaxitidivng, erodidio(a) pe VO®P Yol EVESIUA, LT OTOCTELPOUEVA YELPOVPYIKE
yavtia, Bapupakt pe owvomvevua, oOpryya(eg) Eveong tov 5 ml ue Beldvo(ec).

2. 4 ml vdatog Yo evéstua Oa mpémet va avappoenbovv ot cpryya, dtac@orifoviog 0Tt £xet
apaipebel OA0G 0 aépag oL TVYOV £XEL TAYIOELTEL BTN GVPLYYA.
3. H BeAdva. g obpryyag mov wepiéyet 4 ml Hdatog yio evésiua Bo, pémet va icoyel dlapécov

TOV EAOGTIKOD TMOWOTOC TOL PLoAdion alaxttidivng kot vo akoAoLONGEL £vEaN TOL VOATOG
Y10 EVEGIUO GTO PLOALS10.

4. Metd v a@aipeon g cupryyag kot tng BeAdvag, To elaiidio o mtpémet va avatapoydel
évtova uéypt va emttevyel £va oUOIOUOPPO VEPEADOEC Evalmpnua. MeTd tnv avachoTtaon,
KkaOs ml evouwpnuartog Oo mepiéyetl 25 mg alokitidivn (100 mg/4 ml). To avacvotauévo mTpoidy
elvat évo opo10YEVES, VEPEADOES Evalmpn e, eEAeVBePO cuocopatopdT®y. To Tpoidv Oa tpémnet
va. amopplebel v mePIEyel peyara coUATIOWN 1) CLCCOUATOHOTA. MN dNOHGETE TO EVaLDPUA.
UETE TNV ovacDoTaGT TOV KOOOTL 0vTd B0l PmopoDoE VoL ATOUOKPVVEL TN SPACTIKT OVGIa.
[Mpénet vo AneOei vtdyn 6t1 opiopévol Tpocapoyeic, SPIKES katl KAEIGTA GLOTHUOTO TEPLEXOVY
QIATPO, EMOUEVMG TETOLO CLGTHOTA OEV Oa TPETEL VAL YPNCLOTOLOVVTOL Y10l T1) XOPNYNOT| TOV
QOPUOKEVTIKOD TPOTOVTOG LETA TNV OVOGVOTOGT.

5. To ghaotikd o Oa Tpénel va Kabapiotel kot va eicaydel evidg Tov PplaAldiov po Kovovpla
ocvpryya pe Berdva. To proridio Oa mpémel va avamodoyvpiotel, Stoc@arilovtag 6Tt To AKpo TNg
Belovag Bpioketol KaTm amd TNV emipavela Tov vypov. To éuPoro Ba mpénet toTE va TpoPrytet
TPOG T0, TO® Yo Vo, avappoendel 1 T0GOTNTO PAPUAKELTIKOD TPOIOVTOG TOV ATULTEITOL Y10 TV
KaTdAANAN oo, drtacporilovtag OTt £xel apoipedel OAOG 0 0€pag TOL TVYOV £XEL Tay1dELTEL
ot ovptyya. H ovpryya pe ) Belova Oa mpénel tote va apaipedel and 1o grarido kain
Belova, vo TeToyTEl.

6. M kovovplo vTodopia BeAdva (GUVIGTOUEVO dtapeTpnpa 25) Oa Tpénet T0Te va otepembel
KaAd ot cvptyyo. Evaropnpa dev Oa tpémet va tepdoet omd ) feAdva Tpty and TV EVEoT), Yo
va peiwbei n mhavodmra eueaviong ToTKOY avtidpdoeny ot Béon e éveonc.

7. Orav yperalovrar mepiocdtepa amd 1 @loAidia, OAd To TOPUTAVEO PIUOTO Y10 TV TUPUCKEVT
TOV gvalowpnuatog Oo pénet va emavainedovv. Mo d6ce1g Yo TIC 0mToieg amattovvToL
neprocoTepa and 1 praiidia, n 66on Ba wpénet va popaoctel e&icov m.y.
d6om 150 mg =6 ml, 2 oOpryyeg pe 3 ml og kdbe cOPIYYQ. AOY® KOTOKPATNONG 6TO PLOAISI0
Kot ot PeAdva, evOEYETOL VL LNV VOl EPIKTH 1] AVaPPOPNOT OAOKATPNG TN TOGOTNTOG TOV
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EVOLMPTLATOG OO TO QLOAISL0.
8. To mepieydpevo ™G oVPYYoS xopNynong g 80omg npémet va. emovevolmpnel apécmg mpv
yoprynon. H Beppokpacio Tov evaimpipuatoc katd 1o xpovo TG £veong Ba tpémet va glval
nepinov 20 °C-25 °C. T v enavevaimpnor), KLANGTE EVTova TN cOPLYY OVAIESH OTIG
TOAGUEG GOG PEXPL VO ETLTOYETE VA OLOIOLOPPO, VEPEAMOES evatdpno. To Tpoidv Ba mpémet
va aropplebei qv mepLEyetl peydin coOUOTION 1] CLOCCOUATMOUATOL.

DOLOEN TOV OVACLGTAUEVOL TTPOTOVTOC

Lo dueon yprnon

To evoudpnua Azacitidine Kabi propei va mapackevactel apéomng mpv T ypnon Kot 1o
avaoVOTOUEVO evoldpr o Oa Tpémet va yopnynbei evioc 60 Aertav. Edv mepdoet ypovikod
dtbotnpo peyolvtepo TV 60 AeTTMV, TO AVAGLOTAUEVO Evaumpn o Ba Tpémet va. omoppLodet
KATOAANAQ KoL VO TOPOCKEVAGTEL VEX OOOT).

Lo ustayevéotepn ypnon

Orov 1 avachoTtaon yiveton ¥pnoipomolmvtag HVOmP Yo EVESILN TO oTtoio dev etvar vid Yoén, To
OVOOLOTOUEVO EVvaudp Lo Tpémel vo, tomobetn el og yuyeio (2 °C éwg 8 °C) apéomg petd ty
avacoTOoT, Kot vo @LAayOel oto Yyoyeio yuo éva péyioto ddotnpa 8 wpmdv. Edv 1o Tpoidv
TOPOLEIVEL GTO YUYELD Y1 YPOVIKO S1AGTNUA PLeYOAVTEPO TV 8 0pdV, TO evaldpnue Oa Tpénel va
amopplPOel KOTAAANA KOl VO TOPACKEVAGTEL VEQ OOGT.

Oroav 1 avachotaon yiveton yxpnoporoimvtag KVomp yia evésyua vd YHén (2 °C éag 8 °C), to
AVOGLOTOUEVO evoudprua Tpénel va TonobetnBel oe yoyeio (2 °C éwg 8 °C) apéows petd v
avaovoTOoT, Kot vo, puAayOel oto yoyeio yio éva péyioto didotnua 22 opdv. Edv 1o mtpoiov
TOPOUEIVEL GTO YUYEIO Y10 YPOVIKO SIAGTNO LEYOAVTEPO TV 22 ®PGOV, TO EVaL®PNa Bo Tpémet va
amopplpBel KOTAAANAL KoL VO TopacKeEVAGTEL VEX dOOT).

H ocOpryya mov mepiéyet to avacvotapuévo evarmpnua 0o mpémel va apedel yio péypt 30 Aemtd mpv
yopnynon va amoktnoel Oeppokpacio mepinov 20 °C-25 °C. Edv mepdoel ypovikd dtdoTnpo
peyodotepo tov 30 Aemtmv, T0 gvaidpnpo Oa Tpénel va amoppipbel KaTdAANA Kot va TopUcKELOOTEL

véa dOom.

Yroloyioudc pepovouévne 806mce

H svvolikn| 8601 cOppmva. pe T copotikn emeaveia (BSA) purnopei va vroloyiotel wg e€ng:

Zvvohikr 86on (Mg) = Adon (mg/m?) x BSA (m?)

O axdA0v00g TivaKag TOPEYETOUL LOVO (OC TOPAOELY O, TOV TOG VTOAOYILOVTOL LEUOVOUEVES OOGELC
alaxitidivng, ot omoieg Pocilovrot o pia péon tiun BSA 1,8 m2,

Adon mg/m? YUVOMKN 0061 UE AplBudc arartovpuevoy | ZuvolMkoc OYKoc

(% ¢ ovvioTUEVHS Baon i BSA1,8m? | ouAdiov OVOGLOTOUEVOL

0007C éva, EVOLOPNLATOC TTOV
omotteiton

75 mg/m? (100%) 135 mg 2 QloAida 5,4 ml

37,5 mg/m? (50%) 67,5 mg 1 proAidio 2,7ml

25 mg/m? (33%) 45 mg 1 proAidio 1,8 ml
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Tpémog yoprynong
Mn dmBNoETE TO EVALDPTLO LETA TV OVOGVOTAGT TOV.

To avacvotapévo Azacitidine Kabi Ba mpénet va evietar vtodopia (sicaydyete ) feddva Vo yovio
45-90°) ypnoipomoimvtag ferdva SapeTPLOTOg 25 6T0 Ave PEPOG Tov Bpoyiova, To pnpo 1 TV
KOIALOKT YDPOL.

Adoelg peyorvtepeg omd 4 ml Oo wpénet va eviovran og 600 Eeympiotd onpeio.
O1 B¢oe1g g éveong Oa mpémel va evairdocovtal. Ot véeg evéaelg Ba mpémet va, xopnyodvIoL e
amdGTACT TOVAGYIGTOV 2,5 CM and To TPONYOHUEVO GNUEID KOl TOTE GE TEPLOYEG OOV TO OTUEID

mapovctdlel evarcnocio, pdiwreg, EpuBpITNTA 1| GKAT|pLVOT).

Kdabe aypnoiponointo @oppakeutikd Tpoiov 1 VIOAEYLLO TPETEL VO ATOPPITTETAL GOUPOVO, LLE TG
KOTO TOTOVS IGYVOVGES GYETIKES SLUTAEELG.
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