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IEPIAHYH TON XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Azacitidine Accord 25 mg/ml kdvi¢ Yo EVEGILO EVOLOPTLO

2. ITOIOTIKH KAI ITIOXOTIKH XYNGEXH

Kabe prorido mepiéyet 100 mg azacitidine. Metd v avoacvotacn, kKabe ml evaimpnpuatog teptéyet
25 mg azacitidine.

IMa tov TA7pn KaTdroyo TV ekddywv, PA. Tapdypopo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Koévig yia evéoipo evaidpnpa.

AgvKf AWo@lomotnuévn KOVIg 1 TOVOPO.

4. KAINIKEX IIAHPO®OPIEZ
41 OgpamevTikég gvosiselg

To Azacitidine Accord evdeikvutat yia T Ogpaneio evidikov acbevdv mov dev ivarl KatdAAnAot yio
UETOUOGYEVOT GLULOTOMTIKGOVY apysyovav kuttdpwov (haematopoietic stem cell transplantation,
HSCT) pe:
- Megcaiov-2 kot vyniol Kvddvov poglodvomiactikd ovvdopopo (myelodysplastic syndromes,
MDS) cbupwva pe to Aebvig TTpoyvootikd Tbomua Babuoloyiag (International Prognostic
Scoring System, IPSS),
- xpOVIa pogdopovorvttapikh Aevyorio (chronic myelomonocytic leukaemia, CMML) pe
10-29 % poehoPraoteg ympig LLEAOHTEPTAAGTIKY| draTapayn,
- o&eia poeloyevn Aevyaupia (acute myeloid leukaemia, AML) ue 20-30 % PAdoteg kot
dvomhacio TOAA®Y GEP®VY, GOUEMVA, Le TNV KotdTaén Tov [aykodsuov Opyoavicpon
Yyeiog (WHO),
- o&eia pveroyevn Aevyoarpio (AML) pe >30 % poelofAiotec cOLPOVA [E TNV KOTATOEN
tov WHO.

4.2  Aocoloyio kol TpOTOG YopyNons

H Ogpaneio pe Azacitidine Accord Oa mpénet va apyilet kot va tapokorovdeitat vod v emifreyn
10TPOV EUTELPOV GTI YPNON YNUEDEPATEVTIKDOV TapayOVTOVY. B0 TPETEL VAL OPTYOUVTOL
TPOKOTOPKTIKG GTOVG 0COEVELG AVTIEUETIKA Y10, TN VOTIO KoL TOV ELETO.

Aocoroyia
H ovviotdpevn d6om Evapéng yio tov TpdTo KOKAo Bepameiag, yio 6Aovg Tovg acbeveig aveEaptnra

amd TIC AUATOAOYIKEG EPYOCTNPLOKEG TIUEG AVOPOPAG, Efvon 75 MY/M? GmUOTIKNG EMPAVELOG,
EVIOUEVT] VTTOSOPLA, KAOMUEPIVA Yot 7 NUEPES, akoAovBoueV amd pia Tepiodo Stakomng 21 nuepmv
(kOKhocg Bepameiog 28 nuepdV).

Yvvietdtol 1) xoprynon g fepaneiog otovg acbeveic yio TtovAdyiotov 6 koKhovg. H Bepancia Oa
pEMEL va. ouveyiletar Yo 060 Ypoviko ddotnia o asBevig eEakolovbel va emmeereitol | uéypt v
eEEMEN ¢ vOooU.

Ot acBeveic Oa Tpémel va TopakoAovBOVVTOL Y10 OLUATOAOYIKT] OVTOTOKPIGT)/TOEIKOTTO KOl VEQPIKES
to&dtnreg (PA. mopaypao 4.4). Evdéyetor va amatteiton kabvotépnon otny Evapén Tov emOUEVOD
KOKAOL 1 peiwomn g dOONG, OTMG TEPLYPAPETAL TAPUKATM.



Epyootypraréc eCerdoeic

O1 dokipacieg NTOTIKNG AEITOLPYIOG, 1) KPEATIVIVI] TOL 0poD Kot Ta diTTavOpoKikd Tov opod Ba Tpémet
va Tpocdtopifovror mpwv v Evapén g Bepameiog kot Tpv amd kdbe koxkho Oepaneiog. ['evikég
eetdoelg aipatoc Bo mpEmel va TPy LaTomolovvTon TPy TV Evapén e Bepaneiog kat dmote
OTTOLTEITOL Y10l TNV TOPAKOAOVONGN TNG avTamdKpIong Kot TG ToEIKOTNTOSC OAAG, TOVAGYIGTOV, TPV
amo ke koKdo Bepomeiog.

[Ipocappoyn g 666MC AOY® ALULOTOAOYIKNG TOEIKOTNTOG

H apororoyikn to&ikdtnta opileton og o xauniotepog apduog mov napatnpnnke (vadip) oe éva
dedopévo kukho v Ta aupometdta < 50,0 X 1091 xo/m o amdAvtog apdudc ovdetepdpiiov (absolute
neutrophil counts, ANC) < 1 x 109I.

H avéxopyn opifetar og o avénomn tg(mv) kuttapikig(mv) oepdg(dv) eketl 6Omov Topatnpndnke
OLOTOAOYIKT TOEIKOTNTA, TNG TAENS TOLAGYIGTOV TOL HGOV TNG ATOAVTNG SLPOPAS TNG TIUAG VOdip
KO TG TING avaQopag cuv TV TN vadip (dnA. aptBuog apoceatpioy oe avakapyn = Tiun vadip +
(0,5 X [ty avapopdg — tiun vadip]).

AocBeveic ywpis petwuévoog apiuode aioopaipicany avapopds (0nl. Aevkorvtrapo (White blood cells,
WBC) > 3,0 x 10%/ xax ANC > 1,5 x 10%1, xou cupometédio > 75,0 X 10%1) wp1v ané wv npdty Oepareio
Edv mapatnpndei arpatoroyiky to&ikotnto, petd ) Oepameio pe Azacitidine Accord, o endpevog
KOKAOG Bepameiog Ba mpémel va KabBvoTepnoEL LEYPL VA OVOKALLYOVY 0 aplBLOG CLLLOTETAAIDV Kol O
ANC. Edv emrevybel avaxapymn evioc 14 nuepav, dev amoiteital Tposapproyn g 66ong. 261600,
€ dgv emtevyBel avaxapyn evtog 14 nuepav, n 66om Ba tpénel va peiwbel coppmva pe Tov
akolovbo mivaka. Apol Tpomomombei n 6601, N ddpKeELD TOV KOKAOV Oa TPETEL VOl EMOTPEYEL OTIG

28 nuépec.

Tin vadip tov KhKhov % d6onG otov emdEVO KUKAO, EQV
. dev gmrevyBel avaxapym™® evidc
9 0
ANC (x 10°/1) Apometda (x 107/1) 14 nuepdy (%)
<10 <50,0 50 %
> 1,0 > 50,0 100 %

* Avaxkoapymn = tipég > tipn vaodip + (0,5 X [t avagopds — tyun vadip])

AocbOeveic ue perwpévong apiuoic aipoopaipiov avapopdc (onl. WBC < 3,0 x 10%1 1 ANC < 1,5 x
10%1 # auprometdlio < 75,0 X 10%1) mprv aré v mpadty Osporeio

Mertd t Bepamneio ue Azacitidine Accord, av n peioon oty i) tov WBC 1 tov ANC 1) tov
aponetariov eivan < 50 % oe oyéon pe exeivn Tpv amd 1 Oepaneia | peyardvtepn and 50 % aAld pe
Bektioon og omo10dNTOTE SLOPOPOTOINCT KVTTAPIKMDY GEPDOV, 0 ETOUEVOS KOKAOG dev Ba Tpémet va
KaBvotep|oEL, 00TE VO YiVEL TPOGAPUOYN TNG OOGT|G.

Edv n peimon oty i) tov WBC 1 tov ANC 1 tov aporetadiov eivar peyokotepn and 50 % ce
oyéon ue ekeivn mpwv omd ™ Oepomeia, yopic Pektivon ot S10POPOTOINGT| KLTTUPIKOV GEPDV, O
gmdpevog kokhog Bepamneiog pe Azacitidine Accord Oo mpémetl vo kabvotepnoet uéypt va ovakdyovy
0 ap1Buog apometoriov kot 0 ANC. Edv emitevyBel avakapymn evidg 14 nuepdv, dev amorteiton
TPocapUoYN TG d0omg. Q26TdG0, £dv dev emttevybel avdkapyr eviog 14 nuepmv, Ba Tpénel va
TPocdoploTel 1 KuTTapoPpifeia Tov poehod tv ootd@v. Edv n kuttapofpifeia Tov poehod oV 06TMOV
glvan > 50 %, dev amateiton Tpocappoyn g d6ons. Edv n kuttapofpifeia Tov poglod Tov 0oTmV
glvar < 50 %, n Bepaneio Oa mpénet va kaBvotepnoet Kat 1 660m va pelmbel cuuP@va Le TOV
axoAovbo Tivaka:

Kvttapofpibeia poerod tov oot@v | Adom oTov EROUEVO KOKAO, GV deV EmTEVYOEL avaKaYT EVTOC
14 nuepav (%)
Avakopyn* < 21 nuépeg Avaxopyn* > 21 nuépeg
15-50 % 100 % 50 %
1<15% 100 % 33 %

* Avakopymn = Tiég > Ty vadip + (0,5 X [ty avagopdg — Ty vadip])
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A@o¥ TpomtonomBei n d6om, N dLapKEL TOV EXGEVOL KOKAOL Ba TPEMEL va emoTpEYeL OTIC 28 MUEPEC.

Eidwoi whnBvouor

Hukiouévor acleveic

Agv amonteiton 101K TPOGOUPOYN TNG 00T Y10 TOVS NAMKI®UEVOVG. AEOOUEVOL OTL O1 NAIKIOUEVOL
aoBeveig givar mo mhavo va £xovv PEI@UEVT VEQPIKT AgtTovpYia, Pmopel va etval xprioun n
TOPAKOAOVON O™ TNG VEQPIKNG AELTOLPYIOG.

Adobeveig ue veppirn ovolertovpyio

H azacitidine pmopet va yopnyn0ei oe acOeveic pe veppikn dvoiettovpyia x®pic TPOSAPUOYN TNG
apykng 06omc (PA. mapdypago 5.2). e mepintwon eueaviong aveéNynTov UELMCEMY 0TO ENITESN
durttavOpakik®v 0pod katw amd 20 mmol/l, n d6on pénetl va peimbel katd 50 % otov emdpevo KHxAo.
Xe TePIMTOOT EUEAVIONG aveENYNTOV AVENGE®V GTNV KPeaTvivr 0pol 1 av 10 alwTo ovpiog aipatog
(BUN) givar > 2 @opég méve amod Tig TIUES avapopds Kot Thvm omd TO avMdTATO PUGLOA0YIKO Op1o
(ULN), o enduevog kbvxhog Oa mpénet va KabuoTepoel HEXPL Ol TIUEC VA ETLOTPEYOVY GTO
(QUVOIO0A0YIKO 1 OTIG TIHEG AvapPOPag kat 1 doom Ba mpémel va pembel katd 50 % otov emduevo kKHkAo
Oepoameiog (PA. Tapdypogo 4.4).

Aadbeveig ue nmotikn dvoiertovpyio

Agv éyovv dieEaybel emionueg pelétec oe acbeveig pe nratiky dvoietrtovpyio (BA. mapdypogo 4.4).
Aacbeveic pe copapn opyavikn duvcAertovpyia Tov Nratog Oa Tpénel va Tapakolovdodvtal TPOGEKTIKA
Y avemBounteg evépyetec. Aev ouviotdtal €011 Tpomonoino g 06ong évapéng o acBeveic pe
nroTiky dSuciertovpyia mwpv TV Evapén g Bepaneioc. Meténeita tpomonomoelg g 600G Ha Tpémet
vo. Boaocifovtat oTig atpaToloyikés epyaotnplokés Tuéc. To Azacitidine Accord avievdeikvoton o€
acOeveic pe mpoympnuévoug kakonbelg nratikovg dykovg (BA. mapaypdeovg 4.3 kot 4.4).

Taidrazpiros minBoeuog

H acpdieia ko 1 amotedeopatikotnta tov azacitidine oe maidid niikiag 0-17 etdv dgv Eyovv oKoOuQ
tekunpwbel. Ta mtapdvta dwbéoipa dedopéva meprypdpovtal oty mapdypoeo 4.8, 5.1 kot 5.2 aAld
dev umopel va yivel cvotaon yio tr 60coA0Yia.

Tpoémog yoprynong

To avacvotopévo Azacitidine Accord Oo mpémel va evietat vTodopLo. 6TO Ave PEPOG TOV Ppayiova, TO
unpo N v Kotmokn xdpa. Ot 0écelg g Eveong Ba tpémel va evaildocovtat. Ot véeg evéael Ba
TPEMEL VAL YOPTYOVVTUL GE OTOGTOGT TOVAGYIOTOV 2,5 cm amd TO TPOTNYOVUEVO GNUEID KoL TOTE GE
TEPLOYEC OOV TO OMEI0 Tapovsldlel evactncio, pOloTe, eppOpOTNTA 1| GKAT)pLVOT).

Metd v avaciotact, To evaldpnua ogv Ba mpénet va dimbeitat. I'a 0dnyieg oyetikd pe v
avaGVGTAGT TOV QUPHOKEVTIKOD TPOIOVTOC TPV Ao T Xopnynon, PA. mapdypaeo 6.6.

4.3  Avrevdcieag

YrepevoioOnoio 61 dpacTikn ovcia 1| 6 KAmolo amd To £KO0Y0 TOV AVUPEPOVTOL GTNV
mapdypoeo 6.1.

Ipoywpnuévor kakoneig nrotikoi Oykot (BA. mapdypogo 4.4).

OnAacpog (PA. mapdypopo 4.6).

4.4  Ew0Kég TPOELOOTOM|GELS KU TPOPVAGEELS KATA TN Y(p1jo

Awotoloyikr) tofucdtnta

H Oepancio pe azacitidine oyetiletan pe avopio, ovdeteponevia kot Opopfonevia, E101KE KATA T
dapkero, tov Tpodtov 2 kKOKAov (PA. mapdypapo 4.8). Tevikég e€etdoeig aipatog Oo tpénet va

TPOYLLOTOTOLOVVTOL OTTOTE OTOLTEITOL Y10l TNV TAPAKOAOVONGT TNG avTOTOKPIoNG KO TNG TOEIKOTNTOG
oAAG, TOLAAYIGTOV, TPV 0o KAOE KOKAO Bepameiog. MeTd TN YOpNYNON TS CLVIGTOUEVNG HOCTG Yia




TOV TPAOTO KOKAO, 1 0OGN Y10 TOVG EMOLEVOLG KOKAOLG Ba TPEMEL va LLletmveTal 1 Vo Kabvatepeitan 1
YOPNYNOTN TG Me Phaon Tig TipéC vadip kot TV apatodoyikn aviomokpion (BA. mapdypagpo 4.2). Ot
acBeveig Oa mpémel va GUPPOLAELOVTAL VA OVOPEPOVY GUEGO TVYOV EUTDPETA ETEICO0. ZVVIGTATOL
eniong 6Tovg aebevelg Kol GTOVE WTPOVG Vo fpicKovTal GE €YPYOPOT] VIO OTUEIN KOl GUUTTOUOTO

opoppayiog.

Hrotwr) duciettovpyia

Agv &xovv dieaybel emionueg perétec oe acbeveig pe nratikn dvcAettovpyia. Xe acOeveic e
EKTETAUEVO POPTIO OYKOL AGY® LETACTOTIKNG VOGOL £)El avapepBel TPOOOEVTIKO NIATIKO KMLLOL KOl
Bavatog Katd ) dudpkela g Oepaneiag pe azacitidine, €101kd og acbeveic e Aevkmpativr 0pov
avapopdg < 30 g/l. H azacitidine avtevdeikvutol og acOeveig e Tpoy®pnUEVOLS Kakon0g1g NTatikohg
oykovg (PA. mapaypago 4.3).

Neoppwr) dvciettovpyia

Neppikéc avoparies, ol omoieg Kupaivoviatl amd avénuévn Kpeatviviy opod £m¢ VEQPPIKT AVETAPKELDL
ka1 Oavatoc, avaeépdnkav oe acbeveic mov Erapav Oepaneia pe evoopAéPia azacitidine og
oLVOLOCUO pe AAAOVG YN uEloBepamevTIKOVC TapdyovTec. EmmAéov, veppiki| colnvaplokn o&Emaon,
oplopevn o¢ o Ttdomn ota drrtovOpakikd opov oe < 20 mmol/l 6 GUVIVAGUO e AAKOAKE OVPa.
Ko vrokoAoupia (kdAlo opov < 3 mmol/l) Tapovoidotnke 6€ 5 dropa pe xpdvio LOEAOYEVT ASVyOLLio
(chronic myelogenous leukaemia, CML) mov élafav Bepancia pe azacitidine kot etoposide. Edv
mapatnpendovv avebnynteg peliwoelg ota dirtavipaxikd opov (< 20 mmol/l) § avénoelg oty
Kkpeatwvivi) opov 1 o BUN, 1 660m O mpénet va pewwbei ) va kabvoteprioet n xopriynon g (BA.
napdypapo 4.2).

Ot acBeveic Oo Tpémel va cupfoviedovial va avapEpovy GUESH TUYOV OALYOVPIN KOl avOVPio, GTOV
gmoyyeApatio vysiog.

Av kot dgv mopatnpnOnKoy KAMVIKG GYETIKEG S1OPOPEG OTN GLYVOTNTA TOV aAVETHOUNTOV
avTIOPAcE®V HETOED OTOUMVY LE PUGLOAOYIKT VEQPIKT AEITOVPYIC GE GUYKPLOT| LLE GTOUO, LLE VEQPPIKT
dvchiertovpyio, o1 acBevelg pe veppikn dSuciertovpyia Ba tpémet va mapakorovbodvor otevd yio
to&wkotnta dedopévou Ot M azacitidine kavn ot petafoiriteg tng anekkpivovror Kuping LEc® Tmv
veepav (BA. Tapaypago 4.2).

Epyoompraxéc eEetdoeig

H nratikn Aettovpyia, 1 kpeotivivi Tov 0pod Kal To SITTOvVOPOKIKA Tov 0pov Ba Tpémel va
nmpocdlopilovtar mptv TNV Evapén g Bepoameiog ko Tpv omd kébe kokAo Bepameioc. IN'evikég
e€etdoeic aipatog Oa TPEMEL VoL TPAYUOTOTOOVVTAL TPV TNV Evapén g Bepameiog Kot émote
amorteiton yio Ty mapaKolohinon g avIamoKpiong Kot TG ToEIKOTNTOG OAAL, TOLAGYIGTOV, TPV
amo ke koxho Bepomeiog, BA. eniong Tapdypago 4.8.

Kopdiondfeia xon mvevpovondbeio

AcBeveig Le 1oToptkd GoPapng CLUEOPNTIKNG KOPIIOKNG OVETAPKELNGS, KAWVIKE aoTaf00g
Kapdlomdbelog 1 Tvevpovomdelog amokieiotnKoy and Tig Pacikéc peléteg mov deEnydnoav yio v
éykpion tov mpoiovrog (AZA PH GL 2003 CL 001 kot AZA-AML-001), kot cuvendg 1 ac@AAELo. Kot
amoTeEAEoUATIKOTNTA TG azacitidine o awtovg Tovg 0oBeveig dev Exel Tekunplmbel. Ilpdopoata
dedopéva amd o KAMVIKY HeAETN o€ acBevelg e YVmGTO 16TOPIKO KOPOAYYELOKNG VOGO 1|
TVELUOVOTIAOELOG £015E0V ONUOVTIKG AVENUEVT] GLYVOTNTO EUPAVIOTG KOPIOKADY CUUPAUATOV LE TNV
azacitidine (PA. mapdypapo 4.8). Q¢ ek TOVTOV, GLVIGTATOL VO. STVETOL 1O10HTEPT) TPOGOYT OTAV 1)
azacitidine ovvtayoypageiton otovg acbeveic avtodc. H kapdionvevpovikn aloddynon Ba mpimnet vo
e€etaotel Tpv Ko Katd TN drdpkela tng Oepaneiog.

Nekpotikn nepirovitida

"Exet avagepBel vekpmtikn mepttovitida, cuuneptlappavouévev Bavatmnedpwv TepISTATIKOV, G
acBeveig mov ElaPov Oepancio pe azacitidine. e acbeveig mov OVATTOGGOVY VEKPOTIKY TEPLTOVITION,
1 Oepaneio pe azacitidine 0o wpémel va drokdnTeTAL Ko va EEKIVAEL OUECHS KATAAAN AT Bepameia.




2vvdpopo Aong 6ykov

Kivévvo cuvdpopov Avong 6ykov dtatpéyovv ot acbeveic pe vynid eoptio 6ykov Tpv omd
Oepaneia. Ot ouykekpiuévol acbeveig o mpénet va mapakorlovbovvtal otevd Kot va Aapupdvovtot ol
KATOAANAEC TPOPLALEELS.

45  Alliemopaocsig pe GALO QUPUOKEVTIKA TPOIOVTA KOl GAAEG HOPPES oA AeTiIOpAGG

Me Béon dedopéva in vitro, o petaforopds g azacitidine dev gaiveror vo pecoiaPeiton amd
eoéviupa Tov kutoypodpotog P450 (CYPs), UDP-tpavepepdoss tov yAvkovpovikov o&éog (UGTS),
covApotpavopepdoeg (SULTS) kot tpavopepdoeg g yhovtabeiovng (GSTs). Zuvenmg,
aAniemdpaoeig mov oyetifovran pe avtd ta £viopo petaBoiionod in vivo Bempovvtar amiboveg.

KAvucd onpovtikég avaoTalTikeg 1) emaymyikég dpacelg TG azacitidine ota évlvpa tov
Kutoypduatog P450 givon anifavec (BA. mopdypago 5.2).

Agv &yovv mpaypotonom el exionueg KAWVIKEG LEAETEG AAANAETIOPACE®Y PAPUAK®OV UE TNV
azacitidine.

46 TovipétnTa, KOON KOt yohovyia
Tvuvaikec og ovarapaywyiki nAkio/ AviicOAANYT 6 GVTPES KOL YUVOIKES

TINuvaikeg o avoamapaymyun niuio Kot o1 AvOpeg TPETEL VO YPNCLOTOIOVY UTOTELEC LOTIKN
avVTIGVAANYT KaTd T ddpKela TG Bepomeiog Kot Eog 3 pRveg pLetd v Bepaneio.

Kvnon

Agv datiBevton emapkr| dedopEVH GYETIKG e TN ¥pnoT TG azacitidine og £ykveg yuvaikeg . MeAéteg
o€ TOVTIKOUG Katédel&av avamapaywyikn tosikotnta (PAéne mapdypogo 5.3). O evdeydpevog Kivéuvog
Yo ToV AvOp®TOo £lval AyvmoTog. ZOUEMVa, LE Ta amoTeAécpoTo omd peréteg e (o Kot Tov
Unyoaviopod dpdong g, n azacitidine dgv TPEMEL VAL YPNGIUOTOLEITOL KOTA TN SLUPKELN TNG
EYKVHOGVVNG, E0KA KOTA TN SIAPKELN TOL TPMTOV TPYNVOV, EKTOG €AV ivatl capnc amapaitnto. Ta
mieovektnuata tng Oepaneiog Oa mwpénet vo otabuiloviol Evavtt Tov evEEXOUEVOL KIVODVOL Y10, TO
éuPpvo ot kabe Eeymplot mepinTmon.

OnAacpog
Agv givon yvmoto gdv 1 azacitidine/ol petaforiteg anekkpivovtatl 610 avBpmdIivo Yaio. AOYm

EVOEYOUEVMV GOPapaV avemBOUNT®V EvePYEL®V 6T0 Ppépog mov ONAalel, o Onraouds avievdeikvotol
Katd T ddpketn g Oeponeiog pe azacitidine.

Tovwotnta
Agv vapyovv dedopéva amd avOpdmovg yio v enidpacn g azacitidine otn yovipdtra. Xta (do,

£€youv Katoypoaeel avemBounteg avTdpacELS e TN ¥PNoN NG azacitidine 6T YOVILOTNTO TOV
apoevikoD (PA. Topdypaeo 5.3). Ot dvdpeg mPEMEL VoL eVILEPDVOVTOL OTL eV TPEMEL VAL KAVOLV TTOdi
eva AopPavovy Bepomeio kot TPETEL VO, YPTGLLOTOLOVY OTOTEAEGUOTIKT OVTIGOAANYT KOTA TN
ddpketo kot pEypt 3 unveg petd ) Bepamneia. Ilpv v Evapén g Bepamneiag, Oo tpémet va
GUVIOTATOL GTOVG AVOPEC 0eOeVEiC Vo EVIUEPMVOVTOL GYETIKA LLE TN SLVATOTNTA GOAAENG CTTEPLOTOC.

4.7 Emopacelg 6Ty tKavOTTO 001]YN61)G KOl EPIGHOD PN OvVI|RaT®V
H azacitidine &yel pukpn 1 LéTpla MidPOCT GTNV IKAVOTITO 03N YNOTG KoL YEPIGHOD U)oV UETOV.

"Exet avapepbei kOTmon pe tn ypfon g azacitidine. Xuvenmg, GUVIGTATOL TPOGOYN KATA TNV
001 YNGN 1 TO XEPIGUO UNYOVIUATOV.



4.8  AvemOovunteg evépyeleg

20vVoyT) TOL TPOPIA OOQEAELOG

11 nbvouos evylrikwv ue MDS, CMML kar AML (20-30% pwelofrdoteg)

AvemBounteg evépyeleg Bempoevee g TOAVAOS 1 EVOEXOUEVMG OYETICOLEVES LLE TN YOPTYNOT TG
azacitidine sppaviotnkav 6to 97 % tov acbevov.

Ot ovyvotepec soPapéc avemBOUNTES EVEPYELES TTOL TTapOTPHONKaAY 0N Pacikn peAén

(AZA PH GL 2003 CL 001) cvurepihaupavay gumdpetn ovdetepomevia (8,0 %) ko avorpio (2,3 %),
ot omoieg emiong avapépnkav otig vrootpiktikég peréteg (CALGB 9221 kot CALGB 8921). Alhec
cofopéc avemBounteg evépyeteg and avtég Tig 3 peréteg copmepAdpfovay AOUMEELS OT®S
ovdetepomnevikn onyaipio (0,8%) kot mvevpovia (2,5%) (uepikég pe popaio ékfaon), Opoufomevia
(3,5%), avtidpdoeic vrepevoicOnoiog (0,25%) kor apoppaytkd coppdpota (7., EYKEPUAKN
awpoppayia [0,5%], cwpoppayio Tov yaoctpeviepikon cowrnva. [0,8%] Kot EVEOKpaVIOKT

awpoppayia [0,5%]).

O1 ouyvotepa avapepopeves avemBounteg evépyeteg and t Bepaneio pe azacitidine frov
alpaToAoyIkéES avTdpaoels (71,4 %) cvounepirapfoavouévng g Opopuponeviag, ovdeteponeviog Ko
Aevkomeviag (cvvnfwog Babupob 3-4), yactpeviepucd cvufauato (60,6 %) copnepropufoavouévne mge
vavtiag, epéTov (cuvnbwg Babuov 1-2) i avtidpdoeig otn 8o g éveong (77,1 %, cuvifomg
Babpov 1-2).

1nBvouos evylikwv nlikiog 65 etwv i avw e AML ue > 30% pvelofrdotes

O1 ovyvotepeg coPapéc avemBountes evépyetes (= 10%) mov mapampnbnkav and ) perétn AZA-
AML-001 gvtdg Tov okédovg Oepanciog tng azacitidine copmephaufovay gpmbpetn ovdetepomevia
(25,0%), mvevpovia (20,3%) ko wopesia (10,6%). AAheg AMyoTEPO CLYVE OvapEPOUEVES GOPOPEG
avemBounteg evépyeleg oto okélog Bepaneiag g azacitidine cupmepildppovay onyopio (5,1%),
avorpio (4,2%), ovdetepomevikn onyaia (3,0%), ovporoipmén (3,0%), Opopponevia (2,5%),
ovdeteponevia (2,1%), kuttapitida (2,1%), {dAn (2,1%) ko dvervoua (2,1%).

O1 ouyvotepa avapepopeves (= 30%) avemBOunteg evépyeieg amod tn Oepamneia pe azacitidine Tov
Yoo TPEVTEPIKA GUUPBApaTO, cupTEpAapuPavouévng tng duokothotntog (41,9%), g vavtiog (39,8%)
Kot g odppotog (36,9%, cvvnbwg Babuov 1-2), yevikég dtatapoyés Kol KATOUGTAGELS TG 0000
xopnynong cvpmeptappavousvng g mupesiog (37,7%, cuvnbwg Babpov 1-2) kot arpatoroyikd
oupupauata, copmepthapupavouévng g eumipetg ovdeteporeviog (32,2%) kot tng ovdeTEPOTEViNG
(30,1%, cvvrfwg Babuot 3-4).

Kotdloyog avemBountwv evepyelmv og Tivoko

O mapokdro ITivaxkog 1 tepiéyel avemBounteg evépysiec mov oyetiCovtan pe T Oepomeia pe
azacitidine ot omoiec mpoépyovtar amd T1g KOpieg KMvikeG perétec oe MDS ko AML kot amd v
TapaKolovONnon HeTd TV KuKAoPopia.

Ot ouyvotteg kabopifovrar og: ToAd cuyvég (= 1/10), cuyvég (= 1/100 mg < 1/10), oyt ovyvég

(> 1/1.000 éw¢ < 1/100), omdvieg (> 1/10.000 émg < 1/1.000), oAb omdvieg (< 1/10.000), un yvootég
(6ev pumopovv va extipunBovv pe Baon ta dobéoipa dedopéva). Eviog kdbe kotnyopioag ocvuyvotntag
EUPAVIoNG, ol avemBOunTeg evépyeleg mopatifevral katd eBivovoa celpd cofapotntoc. Ot
avemBounteg evépyeleg mapoLGIALOVTIOL GTOV TAPUKATM TIVOKO COLPOVA [LE TNV DYNAOTEPT
GLYVOTNTA TOL TAPATNPNONKE GE OTOAONTOTE OO TIG KOPLEG KAVIKEG LEAETEC.



Mivakag 1: AvemO0Ounteg evépysreg mov avapépnkay og acbeveic pe MDS 1 AML ot omoiot

£hafav Ogpomeio pe azacitidine (kKvikéc perETeg Kon petd TV Kukho@opia)

Katnyopia/ oAb ovyvég Yoyvég Oy ovyvég Yravieg Mn
0PYOVIKO I'vootéc
ocVoTNNO
Aopdéeg kol | Tvevpovia® onyoio® VEKPOTIKN
nopoocitacsls | (ovumeptrapfavopév | (copmepiiopf- TEPLT-
n¢ PakTnploxnig, ovoEVG ovitoa*
10YEVOUG KOl Baxtnprokmg,
HUKNTWGIKNG), 107€VO0C Kol
pVoOQapLYYITION HUKNTIOGIKNG),
OVOETEPOTEVIKT
onyapio®,
Aoipwén tov
OVOTVELGTLKOV
GLOTNOTOG
(ovumepthopPave
!
TO OVMDTEPO KOl
Bpoyyitida),
oVPOAOTUMEN,
KuTTOPiTION,
EKKOATOUOTITION
, LWOKTTIOGTKTY
Aoipwén tov
6TOLOTOG,
KOATITION,
Qapuyyitda,
pwitioa,
amAOg £pTNG,
depUATIKY
AolmEN
AwoTapayég EUTVPETN TOVKLTTOPOTEViOL
TOV ovdetepomevia™, *,
JLHOTOMTIKOD | ovdetepomevia, OVETAPKELD TOV
K01 TOV Aevkomevia, HLEAOD TV
Aep@ikov OpopPomevia, 0GTOV
GLOTIHNOTOG avoipio
Awtoapoayés OVTIOPACELS
TOV vrepgvoictnaci
OVOGOTOU|TIKO og
U GLGTHNOTOG
Awtoapayés avope&ia, aQLOdTOON GUVOPOLLO
TOV petwpévn 6peén, Abomng 6ykov
petafoiiopov | vmokoAopio
KOl TG
0péyng
Yoyuatpkég abdmvia GLYYVLTIKY|
owtapayés KOTAGTOO,
Gyyog
20. Avotapayég | CaAn, kepoladyia EVOOKPUVIKN
TOV VEVPIKOV apoppayio™,
GULOTILUTOG GLYKOTY,
vIvNAMa,
Mbapyog

Op0aipikég

ooppayic. Tov
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Katnyopia/ oAb ovyvég Yoyvég Oy ovyvég Yravieg Mn
0PYOVIKO I'vootéc
oVoTNUO
owutapayig opOoAp0D,
ooppayic Tov
EMIMEQLKOTA,
Kapowokég TEPIKOAPILOKN TEPIKAPIITION
owurapayég oLALOYN
25. Ayyelokég vrdtaon®,
owtapayés VIEPTAOT),
opBootatikn
vdTOo,
OLUATOLLOL
Awtoapoyés dvonvola, Vel OKOTIKN olapeon
TOV eMoTOEN GLALOYY, TVELLOVOTTAOE
UVOTVEVGTIKOU dvonvola petd w
GLOTILATOG, KOT®ON),
T0V OOpoKa (OPLYYOALPLYYL
K0l TOV KO GAYOG
REGOOMPEKIOV
Awtoapoyés dugppota, EUETOC, ooppayia Tov
TOV dvokoot 1T, YOG TPEVTEPTIKOV
YOGTPEVTEPLIKO | VOLTIO, KOWALOKO coMvo*
)] ahyog (ovumepriopPdve
(ovumepriopPaver 1 apoppayio Tov
dyog dvm KOWAKNAG | OTOUATOG),
YOPOG KO KOTALKN ooppayio
dvopopia) aLUOPPOTOMV,
oTopaTiTION,
ovAoppayia,
dvomeyia
AwoTapayég NTOTIKN
TOV NTOTOG KO avemdpkeln®,
TOV TPOOOEVTIKO
XOANQOp@V NTOTIKO KOUO
AWTapay£CTOV | TETEXELEG, KVIOUOG TopeLPO, oelo gumope
O£pRoTOg KoL (ocvpmeprapPavet olomekia, OVLOETEPOPIMKT
TOV VAOOOPLOV | YEVIKEVLWEVO), kvidwon, depudtoon,
16700 eEavonpua, exydpmon | epudnua, YOyYPOIVMOES
eEavonpua TLOdEPLOL
KNMOMDOEC
Awtoapoayés apBpakyia, puikoi oroacpoi,
TOV HVOCKEAETIKOG TOVOS | pvodyio
poookereTikoV | (cupmeptiapPavel
GLOTILOTOG ocuaiyia,
K0L TOV OVO GTO. 0GTA KOt T
GLVOETIKOD aKpa)
16700
Awtoapayés VEQPIKY| VEPPIKN
TOV VEQPDV avendprela®, COAVOPLOKT
KOl TOV alatovpia, o&émon
oVPoOPOPM®V avénpévn
000V KpeOTViv) 0pov




Katnyopia/ oAb ovyvég Yoyvég Oy ovyvég Yravieg Mn
0PYOVIKO I'vootéc
oVoTNUO
Ievikég mopeéia®, kdnwon, UOA®TOC, VEKP®ON TNG
dwutapayis ko | eEacBévion, opdrtopua, Béonc €veong
KOTUOTAGELS Bwpoakucd dryog, oKAnpuvon, (on Béom
™G 0000 gpunua g Béomg e&avonua, éveon|g)
xopnynens Eveog, GAyog TG Kvnoudg,
0éong éveong, QAgyLOVY,
ovtidopaon g Béong | amoypO®UATICUOG,
éveonc (un o(idto Kot
KkaBoptlouevn) apoppayia (ot
0éom éveong),
aicOnpua
KaKovyiag, piyn,
ooppayic ot
0¢om tov
Kkafetnpa
Hopoxkivikég | copatikd Bapog
eEeTdoELS LELOUEVO

* = &yovv avaeephel GTAVIO TEPIOTATIKA UE polpaia KaTdAnEn

eprypaon emdeypévav avemBOuntmv evepyeldv

Aotoloyikés ovemOountes evepyeIes

Ot ovyvotepa avaeepopeves (> 10%) apatoloyikég avemBOunTeG EVEPYEIEG TOL GYETICOVTAL LE TN
Oepamncio pe azacitidine meptlappdvovv avaipia, Opouforevia, ovdetepomevia, ELTOPETN
ovdetepomevia Kot Aevkomevia, kot fTov cuviBwg Babuod 3 1 4. Yrdapyetl peyolvtepog Kivovuvog
EUPAVIONG QVTOV TOV GVUBOUATOV KATE TN SIAPKELL TOV TPOT®V 2 KOUKA®V, LETH ad TOVG 0TOI0VS
eupaviCovrol Aryotepo cuyva og 0oOEVEI [LE OMOKATACTOGCT TG AUATOAOYIKNG Agttovpyiag. Ot
TEPIOCOTEPES QUUOTOALOYIKEG AVETIODUNTEC EVEPYELEC AVTILETOTIOTNKAV UE TOKTIKT TAPOKOAOVON oM
TOV YEVIKOV €EETAGEMV OiLOTOG Ko KaBuoTépNon NG Yopnynong azacitidine otov eroOUEVO KVUKAO,
TPOPLAOKTIKT avTIloTikn Bepameia ko] vroctNPIEN pe avéntikd Tapdyovta (.. G-CSF) yuo v
0VOETEPOTEVID, KO LETAYYIOELS YioL TNV avapio 1 T Opopporevia, avaloya, (e TV TEPiTTOON.

Aowaméeis

H pvelokatactolr] umopei va 0dnNyfoel oe ovdetepomevia kol avénuévo kivouvo Aoiuménc. ZoPoapéc
avemBounTeg eVEPYELEC OTTMG OTYOLULIN, GUUTEPTAAUPAVOUEVNC TG OVOETEPOTEVIKNG OTWOLUIOG Kot
g mvevpoviag avoaeépOnkay oe acbeveic mov Adupavav azacitidine, pepikég pe popaia Exfaon. Ot
AOUDEEIS LTOPOVV VO AVTLETOTLGTOVV LE XPTON QOPUAK®OV KOTO TOV AOUDEEDMV KOl VTOGTHPLEN e
avéntikd mapdyovia (m.y. G-CSF) yia tnv ovdeteponevia.

Awoppayia

Awoppayio umopel va epgavictel o€ acbeveic mov Aaupdavouv azacitidine. AvapépOnkay coPapég
avemBounTeg EVEPYELEC, OTIMG ULLOPPAYID TOV YOOTPEVIEPIKOD COANVA KOl EVOOKPOVIOKT OLLOpParyic.
Ot acBeveic Ba Tpémet va mapakoAovBodvTat yio el Kol COUTTMOUOTO OLLOPPAYIiS, EWOIKA EKEIVOL
pe mpovmdpyovoa 1 oxetilopevn pe  Bepaneio OpopPfomevia.

YrepevoiaOnoia

YoPapég avtidpdoeic vrepevarcOnaiog avapépdnkay oe acbeveic mov AdpPovay azacitidine. Ze
TEPIMTOON AVUPLAOKTOEID0VE ovTidpaomg, 1 Oepaneio pe azacitidine Oa mpémel va dokdnTETOL
apéomg Kot va apyilel katdAAnAn copntopotikn Oepaneio.

AvemBounteg evEpyeleg TOD OEPUATOS KL TOD DTOIOPLOD 1GTOV

H mAeloynopio tov depHaTIKOV KOl DTOSOPL®V OVETIOOUNTOV EVEPYEIDV NTOV GYETILOUEVEG UE TN Béom
g éveong. Kapio and avtég tig avembBounteg evépyeteg dev odnynoe oe dlakony| g azacitidine, 1|
peimon g 66omg ¢ azacitidine otig Pacikég peétec. H migtoymoeio tov avemBountov evepysumv
EUPAVICTNKOV KOTA TN SLIpKELN TOV TPDOTOV 2 KOKA®V TG Oepameiog pe Taon peimong Katd tovg

10




EMOUEVOLS KUKAOVG. YTT0d0pleg avemBounteg evépyeteg, Ommg e€avOnua/eAeypovi/kvnouds g Béong
éveong, e€avonpua, epvdnuo Ko BAAPN déppatog, pmopel va xpetdlovTot aVTILETOTION LUE
GUYYOPTNYOVLEVO QOPUOKEVTIKA TPOTOVTA, OGS OVTUSTOUIVIKE, KOPTIKOGTEPOELON| KOl [UT) GTEPOELON
AVTLPAEYLOVAOIT QUPUOKEVTIKA TPoiovTa (MEAD). AvTé 01 dEpUATIKES OVTIOPACELS TPEMEL VAL
drakpivovrtar amod T AOUMEELS LOAOKOV Hopimv, mov epgovifovtol Peptkég opéc ot BEom g
éveong. AoldEelg LoAoKOV HopimVy, GUUTEPTAAUPOVOLEVNS TNE KLTTOPITIONG KoL TNG VEKPOTIKNG
TEPITOVITIONG TOV GE CTAVIEG TEPUTTMGELS 00N YNoav o€ Bdvarto, £xovv avapepbei pe v azacitidine
uetd v kukhogopio. [a v KAWIKN dtayeipion AOUOIGV averlBOUNTOVY eVEPYEIDVY, BA. TOPAYPAPO
4.8 Aouwéelc.

AvemBounteg eVEPYEIES TOD YOTTPEVTEPIKOD GVOTHUATOS

O1 cuYVOTEPO AVOPEPOUEVEC OVETLOVUNTEG EVEPYEIEG TOV YOGTPEVTIEPIKOD GUGTNUATOG TTOL GYETILOVTOL
pe 1 Oepaneia pe azacitidine cvpumepAdpfovay SvoKotAoTNTO, d1dppPOoLa, VouTio Kot EUETO. AVTEG Ol
avemBuUNTEG EVEPYELES OVTILETOMICTIKAY GUUTMOUOTIKE [LE OVTIEUETIKA Y10l T1 VOUTIO KOl TOV EUETO,
avTIOOPPOTKA Yo TN Stdppota, Kot KebapTikd Kov DITOKTIKA Y10, T SVGKOIAMATNTO.

Negpires avemOounteg evépyeleg

Neppikég ovopolieg, ol omoiec Kopaivovtot omd avENUEVT KPEATViv) 0povd Kot OUATOVPio £
VEQPIKT COANVOPLOKT] 0EEMGT, VEQPIKT OveTdpKeLn Kot OdvaTo, avapépnkay cg acbeveic Tov
éhapav Oepomeio pe azacitidine (BA. mopdypapo 4.4).

Hratikés avemOounteg evépyeieg

e ao0eveig pe exTETAUEVO POPTIO GYKOV AGY® HETACTATIKTG VOGOV £XEL avopephel NTatTiKy
OVETAPKELD, TPOOSEVLTIKO NTOTIKO KM, Kot Bdvorog kKotd T didpketo g Oepanciag pe azacitidine
(BA. mapdypogo 4.4).

Kaporoxa ooufouaro

Agdopéva amd o KAVIKT HEAETN GTNV OTol0L EMITPATNKE 1| GUUUETOYY| 0COEVAOV LE YVAOGTO 1GTOPLKO
Kapdlayyelokng vooov 1 Tvevpovorddeiag deiéav avénon ota koapdiakd coufauato oe aceveic pe
veodwayvocheica AML, ot omoiot éhafov Oepameio pe azacitidine (BA. mapdypago 4.4).

1 nBvouog nlixiwuévav

Eilvou mepropiopéveg ot drobéoipeg minpogopieg yio v acedaiela ue azacitidine oe aobeveic niikiog
>85 etav (pe 14 [5,9%] acbeveic nhikiog =85 etdv mov éhaPav Bepaneio otn perétn AZA-AML-
001).

Houdrazpixog winBvouog

X perétn AZA-JMML-001, 28 moudiatpicoi aobeveic (Mikiog 1 unvog émog kKatm tav 18 etdv)
éhafav Oepomeia pe azacitidine yio MDS (n = 10) 7} veavik] poglopovokuttoptkn Asvyatpio (JMML)
(n=18) (PA. mapdaypapo 5.1).

Kot o1 28 acBeveic eppdvicav tovidyiotov 1 avemBounto copfay kot 17 (60,7%) eppdvicav
TovAdyiotov 1 oyetilouevo pe t Bepaneio copPdav. Ta cvyvotepa avapepbévia avemBounta
ouppavta otov GuvoAkd Tandtatpikd TANBLGHO NTav N Topetia, T apaToA0YIKA GLUPEVTA
oupmepAapBavopuévng g avalpiag, g BpopforutTopomevias Kot TG EUTOPETNG OVOETEPOTEVING,
KO TOL YOOTPEVIEPIKA GUUPBAVTO CUUTEPILOUPOVOLLEVIG TG OVCKOTAIOTITOG KO TOV EUETOV.

Tpia (3) dtopa epeavicay £va opeldpevo ot Bepaneio cupPdv Tov 001 yNoE GE S10KOTMH TOV
eapuaxov (mopeia, e£EMEN TG VOGOL Kot KOTAOKO TOVO).

X perétn AZA-AML-004, 7 toudratpucol acBeveig (nhikiog 2 g 12 etadv) Ehafav Oepaneio pe
azacitidine yuo AML o¢g popiakn vrotpont| petd amd tpot mAnpn vVeeon [CR1] (BA. mapdypago 5.1).

Kot ot 7 acBeveic eppavicav tovrayiotov 1 oxetildpevo pe m Bepaneio avemBounto copfav. Ta

ovyvotepa avapepBivta avemBdunta cupuPdvia nTav 1 ovdeTepomEVia, N vovtio, N AevKomevia, N
Opoppomevia, n d1dppota kot 1 avENUEVT apvoTpaveeepdaon g adavivng (ALT). Avo acbeveig
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gueavicay oyeTilopevo pe tn Bepaneio cuuPdy mov 0dnynoe o dtokomi e 0dong (EUmHpeT
0VOETEPOTEVIN, OVOETEPOTEVIDL).

Agv gvtomticTnKoy Vo oTUEin AGPAAELNG GTOV TEPLOPICUEVO APIOLO TOATPIKGV 0.oBEVAOY OV EAaPE
Oepomeia pe azacitidine xatd ™ didpketa ™ KAWVIKAG perétng. To cuvorikd Tpoik acPaAistlog fTay
GUVETEC e aLTO TOV TANBLGLOV eEvMK®V.

AvoQopd mBavoLoyOLUEVOV AVETBOUNTOV EVEPYELDV

H avoapopd mBavoroyodevmy avemiBountmy evepyeumv HeTd amd T Yop1yNnom AdElc KUKAOPOpPiag
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOG. Znteital and Tovg enayyeAnatieg vyeing va
AVOPEPOVV OTTOEGONTOTE THAVOLOYOVUEVEG OVETIBVUNTEG EVEPYELEG LECH TOV EBVIKOD GLUGTNLLATOG
ava@opdg Tov avaypdeetol oto Hapdptnua V.

49 Ynepdocoroyia

AvaeépOnie pio tepintmon vrepdocoroyiog pe azacitidine kaTd T OEPKELD TOV KAVIKOV HELETMV.
"Evag acBevig mapovciooce didppota, vovtio Kot EReTo agov EhaPe pia epdmal evooeAEPia 66on
nepinov 290 mg/m?, oyed6v 4 opéc T cvvicT®UEVN 30T EvapEng.

X mepintwon vrepdocoroyiag, o aobevig Oa mpénel va mapoakorlovbeitar pe Tig KOTAAANAEG e€ETAGELG
aipatoc kot Bo mpémel vo Aappdvel vootnpikTiky Oepaneia, ebv etvor amapaitnto. Agv vapyeL
KavEva Yoot €101k6 avTidoTo Yo TV viepdocoloyia e azacitidine.

5. DAPMAKOAOI'IKEX IAIOTHTEX
51 ®@appoxodvvopikEs 1010TNTES

DoppokobepamenTikn Katnyopio: AVIIVEOTANGUATIKOL TOPEYOVTES, AVAAOYQ TUPULOIVNG, KM®OUKOG
ATC: L01BCO07

Mnyavicudc dpdong

H azacitidine miotedeTon OTL AOKEL TIG AVTIVEOTANGLOTIKEG OPAGELG TNG LEGM TOALUTADY UNYOVICUDV
SUUTEPIAAUPAVOLEVIC TG KVTTOPOTOEIKOTNTAG GE AVMLLOAQ OLLLOTOMTIKE KOTTOPO GTOV HVEAD TV
00TMV Kot TG vropeBvAiwonc tov DNA. Ot kuttapotoéikég dpdoelg e azacitidine pmopet va
TPOKVTTOVY OO TOAAATAODG UNYAVIGHOVG, GUUTEPIAAUPBAVOUEVNS TG avaoToANG Tov DNA, RNA
Kot TG oOVOEoNG TPOTEIVGOV, TG evemudtwong oto RNA ka1t DNA kot Tng gvepyomoinong Tmv 0dmv
KaTaoTpoP|g Tov DNA. Tao pun moALOTAQGLOGTIKE KOTTOPA Vol GYETIKA U gvaicOnTa 6TV
azacitidine. H evoopdtwon g azacitidine 6to DNA éyel @¢ amotéAecio TV OREVEPYOTOINGT TV
pebvrotpavopepacov tov DNA, odnymvtog o vropebuiimon tov DNA. H vropebvlioon tov DNA
avapoAe pebLAM®OUEVOV YOVISI®V TOV EUTAEKOVTOL T PLGIOAOYIKT] POHOLILGT TOV KVTTAPIKOD KOKAOV,
o SLPOPOTOINGM Kot 6TIS 0800¢ BovaTov UTOPEl va. £YEL MG ATOTEAEGLOL TNV EXAVEKPPOCT] TV
YOVISI®V Kol TNV OTOKOTAGTOOT TMV AELTOVPYIDY KOTOGTOANG TOV KUPKIVOL GTH KAPKIVIKG KOTTOPO.
H oyeticn orovdadtnta e vmopebviioonc tov DNA évavtt tng KuTTtapotoéikdmtog 1 GAA®Y
dpdoewv g azacitidine oto, KMVIKG 0moTeEAEGUOTO OV £xEL TEKUNPLOOEL

KA\vum amotedeopotikd o Kot ao@arelo

IIinOvouog evyrikwv [MDS, CMML xar AML (20-30% pwvelofidoteg)]

H amoteleopatikdmra Ko 1 ac@aieia g azacitidine peletnOnkay og pua diebvr), moAvkevipikiy,
EAEYYOUEVT, OVOLKTT], TUYALOTOINUEVT, TTOPAAANA®Y OULAd®VY, GUYKPITIKT LEAETT PAoNG 3

(AZA PH GL 2003 CL 001) og evijhkeg aobeveic pe: peoaiov-2 kot vyniod kivévvov MDS chuemva
ue 1o Aebvég Ipoyvmotikd Zootnuo Babuoloyiog (International Prognostic Scoring System, IPSS),
avtidpooTikn avopio pe tepicosto fraotdv (refractory anaemia with excess blasts, RAEB),
avOextikn avopio pe tepicoeio fractav og exktpomn (refractory anaemia with excess blasts in
transformation, RAEB-T) ka1 tpomomompév ypovia pvedopovokvttaptkn Asvyoupio (modified
chronic myelomonocytic leukaemia, nCMML) coppmva pe to I'odho-Apepikavo-Bpetaviko (French
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American British, FAB) cbotnua to&wvounong. Acbeveic pe RAEB-T (21-30 % BArdoteg) thpo
Bempovvtor 6Tt eivan aioBeveic pe AML odppova pe to tpéyov cvotnua tagvopmong tov WHO. H
azacitidine ocvv BéATiotn vrooTnpkTikn epovtida (best supportive care, BSC) (n = 179) cuykpibnke
pe ovpPotikéc Oepomevtikég aywyéc (conventional care regimens, CCR). Ot CCR zwepihauPovay
uovoBepameio. BSC (n = 105), cytarabine yoaunAng 66ong cvv BSC (n = 49) 1| cuviOn ynueobepomeio
€p0oov ovv BSC (n = 25). O1 acBeveic npoemiléydnkov amd toug 1atpodc toug oe 1 and 11 3 CCR
7P oo TNV Tuyoomoinon. Ot acbeveic ELaPav avTiv TNV TPOETAEYIEVT ay®YN €GV deV giyav
Tuyatomombei oty azacitidine. Q¢ uépog Tv kprTnpinv coupeToyne, ot acbeveic £mpene va £xovv
katdotoon anddoong 0-2 katd v Khipakoe Eastern Cooperative Oncology Group (ECOG). AcBeveic
pe devtepomafég MDS anokdeiotnioy amod tn perétn. To mpmtedov TeEAIKO onpeio TG HEAETNG TOV 1|
cvvolkn emPBioon. H azacitidine yopnymOnke oe vodopia §6om 75 mg/m? nuepnoiong yio. 7 nuépec,
akolovBovuevn and pia mepiodo drakomne 21 nuepdv (kdxkhog Bepomeiog 28 nuep®OV) Y10, S1AUECO
apBpd 9 kokiwv (gvpog = 1-39) kar péomn tiun 10,2 koxkAwv. Evtdg tov minbucpov pe tpdbeon yuo
Oepomeia (Intent to Treat, ITT), n didueon nikia Rrav to 69 £ (€0pog and 38 £wc 88 ).

Znv avdivon pe ITT 358 acbevodv (179 azacitidine kou 179 CCR), n Oepancio. pe azacitidine
GLCYETIOTNKE UE Oldpeon emiPimon 24,46 unvav Evavtt 15,02 unvav yo exeivoug Toug acbeveig mov
éhaPav Oepomeio ue CCR, pwo dtapopd 9,4 unvav, pe p Tiun otpouatoromuévov eAéyyov log-

rank 0,0001. O Loyog kvdvvov (HR) yio T dpdon avtrg g Oepaneiog irav 0,58 (95 % CI: 0,43,
0,77). Ta mocootd dietovg emPiwong nrov 50,8 % otovg acbeveic mov AdpPavay azacitidine évavr
26,2 % otovg acbeveig mov Adppavav CCR (p < 0,0001).

Bt Log-Rank p = 0,0001
. HR 0,58 [95% Cl: 0,43-0,77]
<7 Odvartor AZA = 82, CCR = 113
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Xpovog (pfveg) ammd Tnv TuxaloTroinan

Ap. o€ Kivduvo

AZA 179 152 130 B3 32 30 10 1 i+
CCR 179 132 95 69 32 14 S o o

KAEIAI: AZA = azacitidine, CCR = conventional care regimens (cuppatikéc Bepancvtiké aywyéc),
CIl = confidence interval (Sidotnpa epmiotocvvng), HR = hazard ratio (Adyog kivddvov)

Ta mheovekthuoto emPioong g azacitidine frav cvvenn oveEdptnra amd v emioyn CCR
(novoBepameio BSC, cytarabine youning d6ong cvv BSC 1 cuvnn ynuetobepoameio epddov cuv BSC)
OV YPNCLUOTOUONKE GTO GKEAOG EAEYYOV.

Ortav avaidBnKov o1 KuTTAPOYEVETIKES VTOONAdES SOUPMVA [e TO cvotnpa IPSS, mapatnpnOnkay

avaAoyo EVPNUOTO G TPOG TN OLAUEST) GUVOALKN EMPimoN 6 OAEG TG Opddeg (KaAd, péTpia, KOKA
KUTTOPOYEVETIKA YOPUKTNPIOTIKA, cvumepiiappavouévng povooouiog 7).
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2T1G avaADGELS TOV NAKIOK®MV VTOOUAO®V, TapoTnpionke avEnon ot JtdUeST] GUVOALKY] emPimon
o€ OAeG TIG 0padEG (< 65 eV, > 65 eTdv KoL > 75 €TMV).

H Bepamneia pe azacitidine cvuoyetiotnke e Siapeso ¥povo péxpt Tov BAVaTO 1 TOV LETUCYNUATIGUO GE
AML 13,0 unvav évavtt 7,6 unvav yia tovg acbeveic mov édafav CCR, wa eltioon 5,4 unvov pe p
T otpopatoromuévon gréyyov log-rank 0,0025.

H Oepancio ue azacitidine cvoyetiotnke eniong pe peimwon oTic KVTTOPOTEVIEC KO To. 6YETILOUEVA LIE
avtéc cvumtopota. H Oeponeia pe azacitidine odiynoe oe petopévn avaykn yio petoyyicelg epubpmdv
alocPapioV Kot aporeToMmy. And Toug acbeveig oty opdda g azacitidine Tov TV
eEaptmpevol amd petdyyion epubpdv apoceapiov katd v évapén g Oepanciog, 45,0 % and
oVTOVG TOLG 0oBeveig aneoptHONKOV Ao TN HETAYYIoT EpVOPDOV UUOCPAULPI®Y KOTA TN SLAPKELL TNG
mep1odov Bepameiag, oe ovykpion pe 11,4 % tov acbevov otig cuvdvacuéveg opddeg CCR (pia
otatotikd onpovtiky (p < 0,0001) dwapopd 33,6 % (95 % CI: 22,4, 44,6)). e acbeveic mov Ntav
e€aptmdpevol omd petdyyion epubpdv atpoceapioy katd v évapén g Oepareiog kot
ame&aptiOnkay, 1 dtdpueon ddpkelo aneEapTnong amd LETAYYIoT EpLOP®Y OUOoGPALPiDY HTOV

13 pveg onv opdda g azacitidine.

H avtomdxpion a&loroyndnke amod tov gpguvnt N and v AveEaptn Enttpon Avackdnnong
(Independent Review Committee, IRC). H cuvolikn avtamdkpion (mAnpng vVeeon [CR] + uepkn
voeon [PR]), 0nmg kabopiotnke and Tov epguvnth, NTov 29 % oty opdda g azacitidine ko 12 %
ot ovvovacpévn opdda CCR (p = 0,0001). H suvolikn avtamdkpion (CR + PR), 6nmg kabopiotnie
ano v gmrpony] IRC ot perétn AZA PH GL 2003 CL 001 ftav 7 % (12/179) otnv opdda g
azacitidine og obykpion pe 1 % (2/179) ot cvvdvacuévn opdda CCR (p = 0,0113). Ot dapopég
petaéd tov a&lohoynoemv avtomdkpiong g enttponng IRC kot tov gpguvnty opeilovtar ota
kprripla g Atebvoig Opddog Epyaoiag (International Working Group, IWG), ta omoia amaitovv
Bektioon oTig TYESG TEPLPEPTIKOV ALLLATOG KO LATHPNOT QVTOV TOV PEATIOCEMV Y10 TOVAYYIGTOV
56 nuépeg. Operog oyetikd pe v emPioon katadelydnke eniong o€ acbeveig o1 omoiot dev glyav
eMTOYEL TAN PN/ UEPIKT ovTamOKpPLoN UeTd omd T Bepameio pe azacitidine. Alpatoroyikn Pertioon
(peyddn M pepn) 6mmg kabopileton and v emrpon IRC enetevydn oto 49 % v acbevdv Tov
éloPav azacitidine oe cOyKpion pe to 29 % TV acbevdv mov élafav cuvdovacuévn CCR

(p <0,0001).

e aoBeveig pe pia 1 mEPIGCOTEPEG KVTTAPOYEVETIKES AVOUAALES KOTA TNV évapén tng Bepamneiog, To
TOGOO0TO TOV AGHEVOV LLE UEYOAT KUTTOPOYEVETIKT AVTATOKPIOT] NTAV TOPOUOL0 GTNV OUAd0 TNG
azacitidine ko ot cvvovacuévn opado CCR. Mikpn) KOTTOPOYEVETIKT OVTOTOKPLIGT] NTOV OTOTIGTIKA
onuavtikd (p = 0,0015) vynAdtepn oty opdda tng azacitidine (34 %) oe cOykpilon pe ™
ovvdvacpévn opdda CCR (10 %).

I1nBvouoc evylikwv nlixiog 65 etwv 1 avw ue AML pe > 30 % pvelofldores
Ta aroteAéopaTo Tov TaPoVGLALoVTOL TAPUKATM AVTITPOGOTEVOLY TOV TANBVGUS pe Tpddeon yia
Oepaneio Tov peretnOnke otnv AZA-AML-001 (BA. mapdypapo 4.1 yio tnv eyKekpiuévn Evoeién).

H anoteleocpatikdmra Ko n ac@aieia g azacitidine peletnOnkay og pia S1e0vr), TOAVKEVTPIKT,
gleYYOUEVT, AVOIKTT, TAPIAANA®VY opddwy perétn Ddong 3 oe acbeveig nhkiog 65 eTdv Kot Gve pe
veodiayvaoodeica de novo 1 dgvuteportadn AML pe >30 % poelofrdoteg cOupova pe v Kotdtoén
tov WHO, nov dev fytov katdAiniot yio HSCT. H azacitidine cuv BSC (n=241) ocvykpifnke pe CCR.
O1 CCR mephaupavav povobepomeioo BSC (n=45), cytarabine youning d6ong cuv BSC (n=158) 1
ouvnOn evtatikn ynueloBepaneio pe cytarabine kat avOpaivichivn cuv BSC (n=44). Ot acBeveic
TpoemAEyOnKav amd tov 1tpd Tovg o€ 1 anod tic 3 CCRS wpv amd v tuyotomoinen. Ot acbeveig
Ehafav v Tpoemleyuévn aymyn edv v giyav ToyotonownOei otny azacitidine. Qg pépog twv
KpuInpiev CUUPETOXNG, 0L aobevelg Empeme va £xovv katdoTaon anddoong 0-2 Katd tnv Kiipoko
ECOG xot pecaiov 1 xopniod Kvévvov KuTttapoyevetikés avopaiies. To mpmtedov teAiko onpeio
NG LEAETNG NTAV 1) GUVOAIKY emPimon.

H azacitidine yopnyn0nke o€ vroddpia d6on 75 mg/m?/muépa yia 7 nuépeg, axorovdoduevn and pio
nepiodo drakomng 21 nuepav (kvxkrog Bepanciog 28 nuepadv) yio didpeco apBpd 6 Kokiwv (gvpog: 1
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£m¢ 28). Acbeveic mov élafav povobepameio BSC eiyav didpeso apBud 3 koxkwv (edpoc: 1 £wg 20),
aoBeveic mov Ehafav cytarabine yaunAng 66ong giyov didpeco aplBuod 4 Koklmv (evpog 1 €wg 25) kot
aoBeveic mov Ehafav cuvnon evtatikn ynueobepaneio eiyav drdpeso aplBuod 2 koximv (e0pog: 1 €wg
3, K0k oG gpddov cuv 1 1| 2 khKAoL 6TadEpOTTOiNOTG).

O1 HEUOVOUEVEG aPYIKES TAPAUETPOL TV cVYKpicues petald Tov ouddmv g azacitidine kot tov
CCR. H dugpeon nlkio tov atopmv nrov ta 75,0 £t (evpog: 64 £émg 91 £tn), to 75,2 % frav
Kovxkdotot kat 1o 59,0 % frav avdpec. Katd v évapén 1o 60,7 % talivoundnke mg AML un dAAog
kaBoplopevn, 1o 32,4 % wg AML pe petaforég oxetilopeveg pe pverodvoniacio, to 4,1 % og
pugloyevn veomhdopota oxetiopeva pe t Bepaneia kot 1o 2,9 % wg AML pe vrotpomidlovceg
YEVETIKEG OVOUOALES GOUPOVA e TNV katdTaén Tov WHO.

v ITT avdivon 488 acbevav (241 azacitidine kot 247 CCR), n Oepancio pe azacitidine
oLoYETIOTNKE pE Oldpeon emPioon 10,4 unvov évavtt 6,5 pnvav yio ekeivoug Tov Elafav Bepaneia
ue CCR, o dapopd 3,8 unvov, pe p-tiuf otpouatoroinuévov eAéyyov log-rank 0,1009 (dimievpog).
O Adyog kvdvvov yuo tn dpdom g Bepameiag rav 0,85 (95 % CI=0,69, 1,03). Ta tocootd emPicwong
evog étoug Tav 46,5 % oe acbeveig mov AduPavav azacitidine évavtt 34,3 % oe acbeveig mov
Adppavav CCR.

1.0 "1\. | Ogpomeion. ~ ——— Azacitidine — — — CCR | = Hsémonﬁ'
b
9Ty Mn otpopatorompévog Log_rank = 0,0829, Etpopatonoumuévog
- Log_rank p = 0,1009
8 ] :1,,_\\'\ Adpeon emPioon: Azacitidine = 10,4 (8,0, 12,7), CCR =6,5 (5,0, 8,6)
4 Zvppavto N(%): Azacitidine = 193(80,1), CCR = 201(81,4)
7| \ \‘ Iepwonny (censored) N(%): Azacitidine = 48(19,9), CCR = 46(18,6)
Y N Mn otpopatorompévog HR = 0,84 [95%Cl: 0,69 — 1,02 ],
6 7] '\.k ., Zrpopatonompévog HR = 0,85 [95%Cl: 0,69 — 1,03]
o
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Xpdvog (uveg) and v Tuyatomoinon
ApBuog og kivduvo
. CCR 247 150 20 53 &0 25 10 ;
Azacitidine 21 174 133 109 73 44 22 5 3
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To povtého Cox PH tpocappocévo yio tpokafoptoévong apytkods TpoyvooTIKOVS ToPEyOVTEG
npocdiopioe éva HR yio v azacitidine évavtt tov CCR g tdéng tov 0,80 (95% Cl= 0,66, 0,99, p =
0,0355).

Emumiéov, maporo mov 1 pedétn dev d1eénydn yio vo, emdei&el GTATIOTIKG GNUOVTIKT S10(pOopd, KOTE TN
olOyKplon TV opuadwv g azacitidine pe v mposmileypuévn Oepameion CCR, 1 emPioon tov acbevov
nov éAafav Oepancia pe azacitidine frav peyaddtepn oe didpkeia oe cHYKPION UE TIC EMAOYEG
Oepancioag CCR, povobepameio BSC, cytarabine youning 66ong cuv BSC, kot fitav mapopoe o
oVLYKPLoN Le TN cvviOn evtatikn ynpewbepaneio cuv BSC.

e 0Aeg TIC TpoKaBopLoUEVES NAMKIOKEG LITOOUAOES [(NAkiag < 75 etV & = 75 €TV), OAO, QUAN,
Katdotaon anddoong katd v kKAipoko ECOG (01 1 & 2), apytkdg KOTTOpOYEVETIKOG KIVOUVOG
(neoaiog & yaumAoc), yewypapikn mepoyn, katdraén me AML katd WHO (cvumepiiappovouévng
g AML pe petofolréc oxetilopeveg pe poehodvomhacio), apyikoc aptduog WBC (<5 x1091 & >5 x
109/1), apyucoi poeroPraotes (< 50 % & > 50 %) ko ponyoduevo wtopikd MDS] vaipée pa tdon
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010 6@elo¢ ¢ OS vrép tng azacitidine. Ze Alyeg mpokabopiouéveg vtoouddec, 0 Adyog KIvdhvou g
OS méTVYE OTATIOTIKY CNUAVTIKOTNTA, CUUTEPIAAUPAVOLEV®Y 0GOEVAOV LE YOUNAO KUTTOPOYEVETIKO
kivduvo, aclevav pe AML pe petaforég oxetilopeveg e poelodvonrocia, acfevaov niiog < 75
ETMV, YOVOIKOV 060eVAV Kol AEVKDV acOevmv.

AOTOAOYIKES KOl KUTTAPOYEVETIKES AVTOTOKPIoELS aSloAOYNONKAY At TOV EPELVNTY| KOl AT TNV
emutponny IRC pe mapodpola amoteréopata. To 1060010 GUVOMKNG avTamokpiong [TAnpng veeon (CR)
+ TNPNG VEEST LE UM TANPT ATOKATACTOOT TOV TIUMV TG YeVIKNG e€étaonc aipnatog (CRi1)], dmwg
kabopiotnke and v emrponr) IRC frav 27,8 % oty oudda g azacitidine kot 25,1 % ot
cuvovaouévn opddo CCR (p = 0,5384). e acbeveig otovg omoiovg emetedydn CR i CRi, 1 didpeon
ddpxeta g veeonc nrav 10,4 uiveg (95 % CI= 7,2, 15,2) yia to. dropo mov éhofav azacitidine kot
12,3 unveg (95 % CI=9,0, 17,0) yio ta dtopa wov rapav CCR. Eniong, anedeiydn 6pelog emiPimong
og acbeveig 6Tovg omoiovg dev gixe emtevydel TANPNG avTomdkpion Yo Ty azacitidine og chykpion
pe CCR.

H Bepamneia e azacitidine Beitinoe T LETPYGEIS TOV TEPIPEPIKOD QUIOTOG KoLl 00N YNOE GE UEIOUEVY
avdykn yo petayyioeis epubpav apocoaipiov kot aponetoriov. ‘Evag acbeviig Bewpndnke mg
e€apTdUEVOG amd LETAYYION EPLOPDV AUOGPALPIDY 1| AUOTETOA®Y KaTh TNV £vapén GV TO ATOUO
vrePAN0ON o pio N TEPIGGOTEPEC LETAYYIGEIC EPLOPDV OIUOGPAPIOY 1) AUOTETOAI®V KATE TN
dugpkela v 56 nuepov (8 efdouddwv) and v TuyotoToinon N TPW ond vy, avtictolya. 'Evag
acBevng BempnOnke wg aveEApTNTOG Ao HETAYYION EPVOPDOV AHOCPAULPI®V 1] OLUOTETOM®Y KATA T
duapkela NG mePLOdov Bepameiag edv To dtopo dgv VIEPANON oe peTayyioelg puOp®Y aoGPAPIMY 1
OLUOTTETAAI®V KOTE TN SLAPKELD OTOLOVONTOTE SUOOYIKAOV 56 NUEPOV KATA TN SLAPKELL TNG TEPLOSOV
avaQPopds, avtioToLya.

To 38,5 % (95 % Cl = 31,1, 46,2) tov acbevadv otnv ouddo tng azacitidine mov ftav eEaptduevot omod
petdryyion epuBpdv apoceapiov kotd Ty Evapsén, &ytve aveEaptnTto amd HETAyYion EpuOpmdV
apocearpiov katd t dbpkela ¢ teplodov Bepaneiag, oe cVykplon pe 1o 27,6 % (95 % CI = 20,9,
35,1) tov acbevav otic cuvdvacuéveg opadec CCR. Ze acbeveig mov ftav e&aptdpevol amod
petdryyion epuBpdv aipoceaipiov katd TNy Evapén Kot 6Tovg oroiovg enetelydn ave&aptnoio amod
petdryyion xkotd ) Bepomeia, n didpeon dibpkela e aveEaptnoiog and petdyyion epubpmv
apocatpiov rav 13,9 uveg otnv oudda tng azacitidine kot dev enetevydn oty opdda CCR.

To 40,6 % (95 % CI = 30,9, 50,8) tov acbevédv oty opdada g azacitidine mov firav e&aptdpevot and
UETAYYION OUOTETOM®Y KaTd TNV Evapsén, Eyve aveEApTNTO Amd LETAYYIOT| OLUOTETUAIDV KOTA TN
dapkela. g mepldodov Bepameiag, o€ cuykplon pe 10 29,3 % (95 % CI = 19,7, 40,4) tov acbevav oT1g
cuvdvooupéves opadec CCR. Ze acbeveig mov Ntav e£apTdEVOL O PETAYYION OUOTETAAIDOV KOTA
v €vapén Kot 6tovug omoiovg emetevydn aveEapoio amd peTdyylon katd tn Oepameia, 1 didpeon
dapkera g ove&apmoiog omd petdyyion aponetariov frav 10,8 uiveg oty opdda g azacitidine
wot 19,2 unveg oty opdda CCR.

H oyetilopevn pe v vyeia mtodmra {ong (Health- Related Quality of Life, HRQoL) a&ioloynOnke
HE TN ¥pNon Tov Pactkod epmtnuatoroyiov modtnrag (ong g Evponaikng Opydvoong yio tnv
"Epegvva kot ) Ogpomeia tov Kapkivov (European Organization for Research and Treatment of
Cancer Core Quality of Life Questionnaire, EORTC QLQ-C30). Ta dedopéva g HRQoL 8a.
UTOpovGOY va ovaAvBovv Yo £V VTOGVVOAO TOL GLUVOAIKOV TANBVGHOV TNg dokiunc. Evd vrdpyovv
TEPLOPLIGLOL TNV aVAALGN, T StaBEata dedopéva LITOdNA®VOLY OTL o1 aoBeveic dev Tapovslalovy
onNUoVTIKN VIoPaduon g motdtnrag e {ong katd ™ didpkeia g Oepomeiag pe azacitidine.

TTouwdratpikdg mAnBvoudg

H perém AZA-JIMML-001 Atov pia d1e0vic, ToAvKevTpIKY, avolytig entonuaveng uerétn daong 2
YL TV aELOAGYNON TG POPUOKOKIVITIKNG, TNG POPHLAKOSVUVAUIKNG, TNG ACPAAELG KOt TNG
dpaotnprotntag tng azacitidine mpv amd HSCT og moudiatpikods acbeveis pe mpocpata
dwyvacuévo, mpoywpnuévo MDS 1 IMML. O kOp1og 6tdy0g TG KAVIKNG LEAETNG TaV M)
a&loloynon g enidpaong tov azacitidine oto mocootd avtamdkpiong otov Kokho 3, tnv Huépa 28.
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Ot acBeveic (MDS, n =10, JMML, n = 18, 3 unvec émg 15 €, 71% avdpec) éhaPav Beponeio pe
gvdoeAEPra azacitidine 75 mg/m?, nuepnoing otic Huépeg 1 £w¢ 7 oe kOKA0 28 Nuep®dv yia eAdy1oTO
dlotnuae 3 KOKA®V Kol LEYIGTO SIAGTNIO 6 KOKA®V.

H évtaén oto oxéhog MDS ¢ perétnc otapdtnoe petd and 10 acbeveig pe MDS Adym EAAenyng
OTOTEAECUATIKOTNTOG: 0V KOTEYPAQN emPBePatmpévn avtamodkpion og kavévay amd Tovg 10 avtovg
aoBeveic.

10 okéhog IMML ¢ perétng, eviaydnkav 18 acBeveic [13 acbeveic pe copotikég petarlatelg
PTPNI11, 3 pe copatucég petarrdaéelg NRAS, 1 pe copatikr petddhaén KRAS kot 1 pe kivikn
dudyvaon vevpowvoudtwong tomov 1 (NF-1)]. Aexoéérl acBeveig olokhpocay 3 kokhovg Oepameiog
Kot 5 amd ovtovg oAokANpmaay 6 khkiove. Xvvorkd 11 acOeveic e IMML eiyav kKAvikn
avtonokpion otov Kokho 3, v Huépa 28, ek twv omoimv 11 atdpwv, 9 (50%) dropa eiyov
emPeforopévn KAvikn avrarokpion (3 dtopa pe cCR kot 6 dtopa pe cPR). And tnv Kodptn Tm¥v
acBevav ue JMML mov élafov Oepancio pe azacitidine, 7 (43,8%) aocbeveic eiyov dtotnpnuévn
avTomoKplon apomeTorimv (aptBpodg > 100 x 109/L) ko 7 (43,8%) acOeveic £xpnlov petayyicewv
oe HSCT. 17 ek 18 acbeveic npoydpnoav ce HSCT.

AOY® T0V YOG UOD TNG UEAETNG (LKPOG aptOOg aclevdvy Kkal S1GQOopoL GLYYLTIKOT TUPAYOVTES),
dev umopei va e€ayBel cupmépaopo and oty TV KAVIKT HEAETN OYETIKA e TO €Gv 1 azacitidine mpwv
amo HSCT Bertidver v ékPaon g emPionong otovg acheveic pe JIMML.

H perémn AZA-AML-004 ftov pio ToAvKEVTPIKN, avoryTng emtonpavong perét ®@dong 2 yuo v
a&loAdyNo”N TG AOPAAELNS, TG PAPLOKOSVVOLIKNG KO TNG AmOTEAECHATIKOTNTOG TG azacitidine og
oVYKPIoN UE amovaio Oepameiog Katd Tov KapKivov 6 Todid Kot véoug eviikee ue AML e popilokn
vrotponn petd amd CR1.

Entd acBeveig (Srapeon niwio 6,7 &t [evpoc 2 £w¢ 12 €] 71,4% avdpec) Elafov Bepancio pe
evdopA&Bia azacytidine 100 mg/m?, nuepnoing otig Huépeg 1 ém¢ 7 og k60e khkho 28 nuep®dv yia
HEYIOTO ot 3 KOKA®V.

e mévte aobeveic Tpaypatomoonke a&loAdynon g Al oG VIOAEIUHATIKNG Vosov (MRD) v
Huépa 84, pe 4 acsBeveic va emtuyydvovuy gite poplaxn otabeponoinomn (n = 3) eite poprokn Perticoon
(n=1) kot 1 acBevn va eppaviler Khvikn vrotpont|. 'E&L amd tovg 7 acbeveig ( 90% [95% CI = 0,4,
1,0]) mov élaPav Oepancio pe azacitidine vIOPARONKAV 68 LETAUOGYEVOT) AUOTOMTIKDY OPYEYOVMV
xuttdpov (HSCT).

Ady® oV IKpoD HeYEBOVG TOL delyaTog, 1| amoTELECHATIKOTN T, TG azacitidine otnv moudioTpikn
AML oev pnopei va texunprodei. BAéne mapdypago 4.8 yio tAnpogopieg ac@dieioc.

52  ®appoxoxkivnTikég 1016TNTEG

Amoppoonon

Meté and vrodopia xopnynon epdmot §6ong tmwv 75 mg/m?, i azacitidine amoppoeridnke Toyéme pe
UEYIOTEG GLYKEVTPOOELS 6T0 mAdoua 750 £ 403 ng/ml, o1 onoieg mapovsidotnkay 0,5 h petd
yop1ynon g 660 (to mpdto onueio derypotoinyiog). H amdAivtn Prodabesipotnra g azacitidine
HETE amd VIOdOPLa GE GYEom pe TNV evOoPAERL0 yoprynon (epdmal docelc Tov 75 mg/m?) Rrov
nepimov 89 % pe Paon v meployn kdto ond v kKaumvin (AUC).

H meproyn xdtm omd v KoOUmoAn Kot 1 HEY1oTn ouykEVIpot 6to TAASHA (Cmax) TNG LTOSOPLOG
yopfynong g azacitidine fjtav mepinov avéroyeg evidg tov gbpovg ddcemv tav 25 £mg 100 mg/m2,

Koatavoun
Metd amd evoopAEPLO YopnyNON, 0 HEGOG GYKOG KaTavoung nTav 76 + 26 1 kot 1 cueTtnuatikn
KkGBapon frav 147 £ 47 1/h.
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Biopetooynpatiopdc

Me Béon dedopéva in vitro, o petaforopds g azacitidine dev gaiveron vo pecoraPeiton amd
ooéviupa Tov kutoypodpatog P450 (CYPS), UDP-tpavepepdoeg tov yAvkovpovikod o&éoc (UGTS),
covApotpavopepdoeg (SULTSs) kot tpavopepdosc g yhovtadeidovng (GSTs).

H azacitidine vpictatal avBopuntn vépdAvoN Kol anapiveon, 1 omoio pecorapeitol and v
amopvaon tng kutdivng. Ze khaouato S9 avBpodmivov matog, 1 dnuovpyic petafoitdv Tov
ave&aptnm amd to NADPH, to omoio vodeikviel 0Tt 0 petofolopog e azacitidine dev
uecoAafnonke amd 1wosvivpo tov Kutoypduatog P450. Mo pekétn in vitro tng azacitidine pe
KOAMEPYNUEVO OVOPOTIVO NTATOKVTTOPA VTOJEIKVVEL OTL GE CLYKEVTIPMGELS oo 1,0 UM émg 100 pM
(ONA. péypt mepimov 30 opég VYNAOTEPES O TIC KAVIKA EMITEVEIUES GUYKEVTIPMGELS), 1) azacitadine
dev emdyer 1o CYP 1A2, 2C19 11 3A4 1 3AS. X peAéteg yio v a&loldynon e aVOSTOANG LG
oelpag 1woevivpumv tov P450 (CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 kot 3A4) 1 azacitidine og
ovykévipmon ¢ kot 100 pM dev tpokdiese avaoToln. ZOVERMDGC, EMOY®OYN N AVACTOAN TV VD@V
CYP amo6 v azacitidine og KAVIKA eMITEVEIUEC GLYKEVTPDGEIC TAAGHOTOC givarl omifav.

AmofoAn

H azacitidine amopakpbvetal ypryyopa amd to mhdoua pe péon nuiosia {on amopdkpuvong (ts)

41 * 8 hentd petd omd VTOSOPLO. YOPIYNOT. ALV TOPATNPEITAL CVGCHPEVGOT UETE OO VITOOOPLNL
yopfiynon 75 mg/m? azacitidine epdmal nuepnoing yio 7 nuépeg. H amékkpion pécm tov ovpmv etvol
N KOp1o 006G amopdpuveng TG azacitidine kovn tov petafotdv tng. Metd amd evoopAEPLa Kot
vrodopio. yoprynon “C-azacitidine, 85 kot 50 % tng yopnynOsicag padievépyetog avaxtidnke ota
oVpa avtiotorya, eved < 1 % avaxtinke ota KOTPOVA.

Ewdwéc opdioeg
Ot emdpacelg TG NTatikng dOvcAiettovpyiog (PA. mapdypoeo 4.2), Tov ULV, TNG NAKING 1) TN PLANG
OTIG PAPUOKOKIVITIKEG 1010T1TEG TNG azacitidine dev Eyovv emionua peletnOei.

THoudiorpixoc ninQvouog

2 perétn AZA-JMML-001, n pappaxokivntikny avéivon tpocsdiopiotnie and 10 modiatpikods
acBeveig pe MDS kan 18 Taudratpikovg acBeveic pe IMML oty Huépa 7 tov Kokkov 1 (BA.
mapdypoeo 5.1). H didpeon nhia (e0poc) tev acbevav ue MDS ftav ta 13,3 (1,9-15) étn ko
ta 2,1 (0,2-6,9) £t yia Tovg aobeveic ue JIMML.,

Metd omd v evdoeAéPia xopriynon d6ong 75 mg/m?, i azacitidine métvye ypiyopa Cmax oe
dotnua 0,083 wpav og appdtePoLg Tovg TANBucrovg MDS kot IMML. O yewpetpikdg pécoc Cmax
ntav 1.797,5 ko 1.066,3 ng/mL, ka1 0 yeopetpikodg pécog AUCO-00 oy 606,9 kon 240,2 ng-h/mL,
v Tovg acbeveig pe MDS ka1t IMML, avtictoyya. O yeouetpikdg HEGOG OYKOG KATAVOUNG GTO ATOpLO
ue MDS kor JMML frov 103,9 kot 61,1 L, avtiotorya. ®avnke 611 11 cuvoAiky £kOeomn tng azacitidine
070 TAAGHO NTaY VYNAOTEPT ota dtopa e MDS. Qotdc0, onueiddnke pétpla £mg vyYnAn
duakopavon petasd Tov acbevav 6cov apopd v AUC kot T Cmax.

O yeopetpikdc uécog t¥2 nrav 0,4 kot 0,3 dpeg, Kot o1 yewueTpikés néceg kabdapoeig nrav 166,4 kot
148,3 L/opa yio tao MDS ko JMML, avtictoyo.

Ta eapuaxokvnTikd dedopéva amd tn Merétn AZA-IMML-001 opadonomOnkav kot cuykpidnkay
LE TO QUPHOKOKIVITIKG dedopéva amd 6 evidika dropa pe MDS ota omoioopnyfdnkay 75 mg/m?
azacitidine gvdopiefing, ot Mekétn AZA-2002-BA-002. O péoeg tipuég tov Cmax kot AUCO-t tng
azacitidine ftav mToapopolEC AVALEGO GTOVG EVAAIKEG KoL ToUdLOTPLKoVg acbeveic petd amd evoopiépia
yopnynon (2.750 ng/mL évavtt 2.841 ng/mL kou 1.025 ng-h/mL évavtt 882,1 ng-h/mL, avtictorya).

2 perétn AZA-AML-004, 1 oopUaKOKIVTIKY 0vAALGT TPOocdplopiotnke amd 6 and toug 7
oo TPIKoVC acBeveic Tov giyav TOLVAAYIGTOV pio LETPTOUN POPUAKOKIVITIKY] GUYKEVIPMOOT] LETA T

doon (PA. mapdypaeo 5.1). H didpeon nhkia (e0pog) twv acBevov pe AML ftav 6,7 (2-12) €.

Metd omd yoprynon morrdv 86cewv 100 mg/m?, o yempetpikdc pécog Cmax Kot 0 YEMUETPIKOC
pésog AUCO-tau v Huépa 7 tov Kohov 1 fjtav 1.557 ng/mL kot 899,6 ng-h/mL, avtictoyyo, evd
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onpewmdnke vynAn Stakdpavon peTaEL Tov atdpwv (0 CVY% Ntav 201,6% xat 87,8%, avtictoya). H
azacitidine mé€tuye ypnyopa Cmax, pe diaueco ypovo 0,090 mpeg petd tv evoopAEPia yoprynon kot
pelmdnke pe yeopetpkd péco tl/2 0,380 wpav. H yeopetpikn péorn kaBapon kot 0 YEOUETPIKOG
pécog Oykog katovoung ntov 127,2 L/h ko 70,2 L, avtictouya.

H oppakokivntikn ékbeon (otnv azacitidine) mov mapotnpnnke o modid pe AML og poprokn
vrotpomi petd omd CR1 ftav cuykpiown pe v ékbeom omd opadomoinuéva dedopéva 10 Todimdv pe
MDS kot 18 mouduwv pe IMML, koBdg kot pe v ékbeomn oty azacitidine o€ evilikeg ue MDS.

Neoppwr) dvciettovpyia

H veppikn duchertovpyia dgv EYEL ONUOVTIKY ETIOPOOT] OTI POPUAKOKIVITIKY £kBeon g azacitidine
UETA amd ePAmas Kol TOAAATAES LTOOOPIES YOPNYNOELS. MeTd amd vIToddpia YopnyNo™ EQATAE dOGTG
10V 75 mg/m?, ot péoeg Tipég £kbeong (AUC kot Cmax) 0o Gropa pe o, pHéTplo, Kot GoPopn vepixt|
dvodettovpyia avéndnkoy kotd 11-21 %, 15-27 % xor 41-66 %, avtictoyyo, o cOyKplon e GTOpd HE
(PLGLOAOYIKT] VEQPIKT AgtTovpyia. QQoT1000, 1 £KBeoN NTAV EVIAC TOV 1O10V YEVIKOV EDPOLG TV
gkbécewv mov TapatnpNOnKav o€ dtouo. pe puolodoyikn veppikn Asttovpyia. H azacitidine umopei va
yopnynOel o€ acbeveig e veppikn SLGAEITOLPYIQ YOPIG TPOGAPLOYN TNG APYIKNG dOCTG, EPOGOV
avtoi o1 aobeveig mapakorovbdovvtal yio ToikdTnTo dedouévov 0TL 1 azacitidine Ko/ ot ueTafoAiTeC
G amekKpivovTal Kupimg HEGH TV VEPPDOV.

Dappaxoyovidiokn
H 6pdon yvooTtdv TOAVLOPPICUOV THG OTOLVACTS TS KLTIOIvNG 6To petafolopd g azacitidine
dev €yel emonumg dtepevvnOet.

5.3 IIpoxkiviké dedopéva yio TV d6QarELa

H azacitidine endyel 1660 YoVidlokEG HETOAMAEELG OGO KOl YPOUOCOUIKEG AVOUOAIEG GE KUTTAPIKA
ovotuata Paktnpiov kot Inkactikov in vitro. H evdeydpevn kapkivoyovog dpdom g azacitidine
a&loroynOnke oe TovTiKovg Kot apovpaiove. H azacitidine mpokdiese GyKOvg TOV OUOTOINTIKOD
GLOTAWOTOG 6€ ONAVKOVE TOVTUIKODS, OTAY YopNYHONKE gviomepitovaikd 3 @opég tnv efdopdda yia
52 efdopddeg. [opatnpnnke av&nuévn cuxvotnTo OYK®V GTO AEUPOSIKTVWOTO GUGTN LM, TOV
veduova, Tov Holiko 0déva Kol To dEPIL0. GE TOVTIKOVE 0TOVG 0Toiovg yopnynnke azacitidine
gvdomeprrovaikd yia 50 gfdopdadec. Mia peAétn oykoyovou dpaong 6€ apovpaiong amokdlvye
av&npévn cuyvoOTNTA OYKOV TV OPYEMV.

Meléteg mpadung euPfpvotolikdtTnTag 6 TOVTIKONE amokKaAvYE cuyvotnTa 44 % gvéountpiov
euPpoikov avatov (cwEnUEvn amoppOPNoN) LETA amd EQATAE EVOOTEPITOVUIKT éveon azacitidine
Katd TN SdpKELD TNG OPYaVOYEVESTS. AViXveELINKOV VOTTUEIKES OVOULUALES GTOV EYKEPAAO GE
TOVTIKOUG GTOVG 0TTOi0Vg yopnynOnke azacitidine Katd 1 TpLv 1 GVYKAEIOT TNG OKANPEG VIEPDOC.
21006 apovpaiovg, N azacitidine dev Tpokdrece avemBounteg avidpaocelg dtav yoprnynonke mpo tng
EUPVTEVOTG, OAAG NTAV CAPDS EUPPLOTOEIKN OTAV YOopNYHONKE KOTA TN SEPKELD TG OPYUVOYEVESTG.
Ot guPpuikéc ovopoAieg KOTA T SIUPKELN TNG OPYOVOYEVEGNC GTOVG BPOVPOIOVE GLUTEPIAAUPAVOV:
avoporieg Tov KNI (egeykeporio/eyke@oloknin), ovouoiies Tov akpav (ikpoueiia, otpefromodia,
GLVOOKTUALD, OAtyodakTuAin) kot AAAeg (LuKkpo@Bodpia, Hikpoyvabio, yootpooylotio, oldonua Kot
AVOUOAEG TOV TAELPOV).

H yopnynon ¢ azacitidine o6& apcevikodg TovTikovs Tptv amd to {evydpopa pe OnAvkons TovTikong
6TOVG 0ToioVG deVv giye yopnynBel n ovcia elye WG AMOTEAEGUA LELWUEVT YOVILOTITO KOl OITMAELN
amoyOV®V KaTd TN S1GpKELN TG ETAKOA0VONC eUPPLIKNG Kol peTayevvnTikng ovamtuéne. H yopnynon
G€ 0PCEVIKOVG CpOVPaioVg ElxE MG AMOTEAEG O LEWWHUEVO PApog TV OpYe®mV Kol EMOOVUId®V,
LEL®UEVOLS 0p1BLoVG oTeppaTolmapiny, HEIOHUEVE TOGOGTH KOOGS, AOENCT| 1] PLGLOAOYIKMV
euPpvoV Kot avENUéEVN amdieia epuPpvov oto OnAvkd pe to omoia (evydpwoay (BA. Tapdypogo 4.4).
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6. OAPMAKEYTIKEXZ TAHPO®OPIEX
6.1 Katarloyog ekdéymv

Moavvitoan (E421)

6.2 AovpParoétnreg

AvT6 TO POPUAKEVTIKO TPOIOV OEV TPEMEL VO, AVOLELYVOETOL L€ GAAN QOPLLOKEVTIKA TPOTOVTO EKTOG
QUTAOV TOV AVAPEPOVTAL OTIV TAPAYPao 6.6.

6.3 Awpkewa Long

Mn avoryuévo eloAdlo KOVEMC
3 ypévia

Metd v avocsvotaon

Ortav n avacvotacn Tov Azacitidine Accord yivetat ypnoiporoldvTag D3P Yio EVESIUN TO 0010 dgv
glvol vwd YOEN, N ANUIKY KOl QUGTKT 6TABEPOTNTA KOTA T YP1OT) TOL OVOCVGTUUEVOD QOPHAKEVTIKOD
npoiovtog katadelydnie otoug 25 °C yio 60 Aentd kot otovg 2 °C émg 8 °C yuo 8 dpeg.

H 61dpketa {ong Tov avacLoTapEVOD POPLOKEVTIKOD TPoidvTog Ltopel va tapatabel kédvovtag
avacvotaon e V3P Yo evéotpa vd Yo&n (2 °C éwg 8 °C). Otav 1 avachotacn tov Azacitidine
Accord yivetot ypnoponotdvog Homp yio evésa o Yoén (2 °C g 8 °C), n ymukn Kot uotky
otabepdTNTa KATA TN YPHON TOL AVAGVGTOUEVOD PUPUAKEVTIKOD TPOoidvTog KotadsiyOnke otovg 2 °C
¢mg 8 °C y10. 22 mpeg.

Ao pikpoProroyikng Amoyng, To avacLOTAUEVO TPOToV Ba Tpémel va ypnoponomBel apéowc. Edv
dev ypnotponombel apéomg, ot ¥povor EOANENG KOTA TN XPNOT KoL 0l GLVONKES TPV TN YPNoM
amoTeAOHV eVBVVT TOV YPNOTN Kot dev TPEMEL vaL vepPaivouy Tig 8 dpec otovg 2 °C €wg 8 °C 6tav n
ovaGVGTOCT YIVETOL LE VOWP Y10 EVESLLO TO OT010 OeV €lvar VIO YoEN 1 Oyl Yio TEPIOGHTEPO OO

22 dpeg 6tV 1 avocHoTooT YIVETAL XPNOILOTOIOVTIC VIMP Yo evéoiue Vo Yoén (2 °C éwng 8 °C).

6.4 Idwitepeg mpoPuraEers Kata ™) QOAAEN TOV TPOIGVTOG

Mn avorypéva eroiidw
To pappokevTikd ovTd TPOIOV dev amattel WaiTEPES GLVONKEG PUAAENG.

Avoovotapévo voidpnuo
IMa 115 cvvBNKeg SlaTPNONG LETA TNV AVOGVGTACT] TOV POPUAKEVTIKOD TPOIOVTOG, BA.
Tapdypoeo 6.3.

6.5 ®@Oon Kol GLOTUTIKA TOV TEPLEKTN

Ayxpopo eloAidto amd yooarl tomov I 6epayicrévo pe Thpa E1odpnoNg ard BOVTUAKO KAOVTGOVK Kol
oQ@paylor oAovpviov pe mhootikd kovpmi, Tov tepiEyel 100 mg azacitidine.

MéyeBoc cuokevaoiag: 1 groridio.
6.6 Iowitepeg TPoPLLAEELS aTOPPLYNG KOL AALOG YEIPIGNOG

2V0TdoEIC Yo ao@aAn ¥epiopd

To Azacitidine Accord givat £va kKoTTapoTo&ikd QUPUAKEVTIKO TPOIdV Kal, Onmg pe dAleg mbavmg
T0&1KEG OLGIEC, AMALTEITOL TPOGOYT| KATA TOV YEPICUO KOl TNV TOPUCKEVT] TOV EVOIOPTULATOV
azacitidine. ®@a mpénet vo epapuodlovtal ol S1adIKaGIES Y10 TOV KOTAAANAO YEPIOUO KOl ATOPPIYT TOV
OVTIKOPKIVIK®Y QOPUOKEVTIKAOV TPOTOVIMV.
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Xe mepinton mov N avacvotauévn azacitidine EA0e1 o emapn pe To dEpa, TAOVETE OUECHC
GYOLUOTIKA LE camovvt kot vepod. Edv éA0et o emapn pe PAevvoyoviovg vuéveg, Eemlvvere
OYOANOTIKA pE ApBovo vepO.

Ald1Kaoio avaoVoTooNS

H avootdotoomn tov Azacitidine Accord Ba npénet va, yivetar ypnoiporoldvtag 0dmp yio evéotpo. H
duapxela {ONG TOL AVAGVOTUUEVOL POPLOKEVTIKOD TPOTOVTOG Uopel va Tapatadel kdvovtog
ovooLoTOoN LE VO®P Yo evésa Vo YoEn (2 °C émg 8 °C). Aemtopuépeteg yia tn @OAAEN TOV
OVOGLGTAUEVOD TTPOTOVTOG TOPEXOVTUL TOPAUKATO.

1.

®a mpémel vo cLYKEVIP®OOLV Ta akdAlovBa £10M:

Ddrolidio(a) azacitidine, @rolidio(a) pe HVOWP Yo EVESIULO, LN OTTOCTELPMUEVE, XEPOLPYIKA
yavtia, Bappdit pe owvorveopa, copryyo(eg) Eveong tov 5 ml pe feloval(eg).

4 ml vdarog yuo evéoipa Ba Tpémet va avappopnBovv ot cupryya, dtucporilovtag 0Tt Exet
a@otpedel GAOC 0 0€POC TOV TLYOV EYEL TAYIOEVTEL GTI GVPLYYCL.

H BeAidva g odpryyag mov mepiéyet 4 ml ¥o0To¢ Yo, evéoipa o Tpénet va slcoyBel dapéocov
TOV EAOGTIKOD TMWOTOG TOV PlaAldiov azacitidine kot vo akoAovdncet £veon Tov HAUTOG Yo
EVEGILO, GTO PLOALDIO.

Metd v agaipeon g oOptyyag Kot g Pehdvag, To elaAidio o tpémet vo avatopoydel
évtova p€ypt va emtevy el £vo oOLOOHOPPO VEQPELDOES Evaldpio. META TV avacVGTACT,
kabe ml evouwpnpartog Oa mepiéyet 25 mg azacitidine (100 mg/4 ml). To avacvotapévo Tpoidv
glvo éva olo10YEVES, VEPEAMOES evaumpn Lo, EAeBepo cuoompatopdtoy. To Tpoidv Ba mpénet
vo amopprpbei ebv mepiEyel peydla copatidw 1) cvsonpatdpate. Mn dindnoete To evondpnuo
LETA TNV 0VO.GVOTOCT) TOL KaBoTt antd Bo umopovce vo amoakpOVEL T SPACTIKT) OVGIA.
[pémet va Anebei vToyn 6TL 0pIGpPEVoL TPOoapuoYEiS, SPIKeS Kot KAEIGTA GLGTNUOTO TEPLEYOVY
oiATpa, emopévag tétoln cuotnuata dev Ba TPENEL va ¥PNGLULOTOLOVVTOL Y10 T1] Y0P YNGT) TOV
(QOPUOKEVTIKOD TPOIOVTOG PETA TNV OVAGVGTOCT).

To glootikd Topa Oo Tpémel va Kabapiotel kat va eicaydel evidg Tov laAldiov Lo Kovovplo
ovpryya pe Berdva. To eraridro Ba mpémet va avamodoyvpiotel, dtac@aiilovtag Tt To AKpo NG
Behovag PplokeTon KAt amd TV enupavela Tov vypov. To éuporo Ba mpénet toTE Vo, Tpafnytel
TPOG TO TG Y10l VAL avappoPn el 1 TOGOTNTA POPUAKEVTIKOD TPOIOVTOG TTOV OTOLTEITOL Y10 TNV
KATOAANAN d001, dacporilovTag 0Tl £xel apoatpebel 6Loc 0 aépag Tov TVYdV £xel Tary1devTEl
ot ovptyya. H cvpryya pe ) Berdva Ba tpénet tdte va aparpedel amd o graridlo Ko n
Behova va metaytel.

Muo kovovpio vToddpia Peldva (cuvictdpevo dtapétpnua 25) o tpénet TdTe va otepembel
KaAd ot ovpryya. Evaimpnua dev Oo mpénet vo mepdoet omd ™ PeAdva Tpv amd TNV EVECT, Yid
va peliwdel n mBavotra ePPAVIoNS TOTIK®Y avTdpdoemVy otr 0éon g éveong.

Orav yperalovtar mepiocodtepa omd 1 praiidia, OAd To TOPATAVE® PrLOTO Yo TV TUPUCKELN
TOV evolwpnotoc Oo Tpémetl va emavaAn@Boiv. o 006€1g Yia TIg 0moieg amattodvTal
neplocotepa amd 1 eraiidia, n d6on Oo mpénet va potpactei e€icov m.y. d6om 150 mg = 6 ml,

2 ovpryyeg ne 3 ml o KaBe cOpryyo. Ady® KOTOKPATNONG GTO PLoAidlo kol ot ferdva,
EVOEYETOL VO, UMV ELVOL EPLKTT 1] AVAPPOPTOT) OAOKANPTG TG TOGOTITAG TOL EVOLMPNUATOS O
TO QLOALD10.

To mepieydevo e ovPLYYaS XopNYNoNG TG d00mG TPEMEL var enavevaiwpndel auécws Tpv
yopnynon. H alpryya mov mepiéyel to avacvotouévo evardpnuo 0o mpénel va agpedel yio uéypt
30 Aemtd mpv T YopnyNon va amoktioel Beppoxpacio dopatiov mepimov 20 °C-25 °C. Edv
TEPACEL YPOVIKO dldaTnpa peyarvtepo Tmv 30 Aemtdv, To evaimpnua Oa Tpénet va amopprpbet
KATAAANAO Kot Vo Topackevaotel véa 06om. [ v emavevaimpnor|, KUANGTE EVTova T
GUPLYYO OVAUESH OTIC TAAGUEG COC HEYPL VO EMTVYETE £VOL OLLOIOLOPPO, VEPEAMOES EVOLMDPTLLOL.
To mpoidv Ba mpénel va anoppipbel edv mepi€yel peydio copatidla 1) GUGCOUATOLOTA.

DOAOEN TOV OVOCLGTAUEVOL TPOTOVTOC

T T1g oVVONKEG SLOTPNONG LETA TV AVOGVUGTOGT TOL PAPLOKEVTIKOD TPOIOVTOC, PA.
mTapdypoeo 6.3.

Ymoloyloudg Hepovauevne 60ong

H ocvvolikn 6601 cvupmva pe T copatikn enpavele. (BSA) uropel va vroloyiotel wg e€ng:
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Svvolkn §6om (mg) = Adon (mg/m?) x BSA (m?)

O ax6AoV00g TIVOKOG TAPEXETAL LOVO (OC TAPASELY L0 TOV TG LTOAOYILOVTOL LEHOVOUEVES BOCELG
azacitidine, o1 omoieg Pacilovton o pio péon tiuf BSA 1,8 m?.

Adon mg/m?
(% T3¢ oLVICTOUEVIC

2uvoMkn d6om ue
Bdion

r

0001¢ v,

T BSA 1.8 m?

Ap1Oudc omotov uEVMV

2VVOAMKOC OYKOG

QoMdiov

OVOGLGTAUEVOD
VOO PN LLOTOC TTOV

OTTOLTELTOL
75 mg/m? (100 %) 135 mg 2 QuoAidwa 5,4 ml
37,5 mg/m? (50 %) 67,5 mg 1 graridio 2,7 ml
25 mg/m? (33 %) 45 mg 1 graridio 1,8 ml
Tpomog yopnynong

To avaocvotouévo Azacitidine Accord 6o mpémnetl va evietatl vrodopio. (ewcaydyete T Peldvo vTd
yovia 45-90°) ypnouonoudvtag BeELova SIaUETPLOTOS 25 6TO Avm HEPOGS TOL Ppayiova, To unpod M
TNV KOIAMOKT Y®PO.

Aboeig peyarvtepeg and 4 ml o wpémel va eviovtat og dVo Egympiotd onueia.

O1 Béoe1g g éveong Ba mpémet va evarrdocovrtal. Ot véeg evéaelg Ba Tpémet va xopnyodvTol oe
ondoTaotn TovAdyeTov 2,5 cm amd TO TPOTYOVLEVO ONLELD Kot TOTE og meEPLOYES OOV TO onuEio
napovctdlel evarctnoio, pdioreg, EpvOpdTNTA 1| GKATPLVOT).

Andppuym

Ké0e aypnoipomointo Qoprakevtikd Tpoidv 1| VITOAELLA TPETEL VO, ATOPPITTETAL COUPOVA LE TIG
KOTO TOTOVG 1GYVOVGEC GYETIKES SLOTAEELG.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center,

Moll de Barcelona, s/n,

Edifici Est 62 planta,

08039 Barcelona, Iomavia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/19/1413/001

9. HMEPOMHNIA IIPQTHX EI'KPIXHYX/ANANEQYHY THX AAEIAX

Huepounvia mpatng éykpiong: 13 defpovapiov 2020

10.. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmntopepeic TANpoopieg Yo 10 TapdV POPUAKEVTIKO TPoiodV gival d1afEciEG oTOV SIKTLAKO TOTO
10V Evponaikod Opyovicpov @appdkev: hitp://www.ema.europa.eu.

22


http://www.ema.europa.eu/

ITAPAPTHMA 11

MAPAXKEYAXTHX(EYX) YIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH
TQN ITAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAY KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TTAPAZKEYAXTHX(EX) YHHEYOYNOZX(OI) I'TA THN AITIOAEEMEYXH TQN
IHAPTIAQN

Ovopa kot dievbuvven tov(Twv) TopacKeLoT(dV) oL givor VEevBuvoc(ol) Yol TNV ATOdEGLEVGT] TV
ToPTId®V

Accord Healthcare Limited
Sage House

319, Pinner Road

North Harrow

Middlesex HA1 4HF
Hvopévo Baciielo

Accord Healthcare Polska Sp.z.0.0.
uL. Lutomierska 50,

95-200, Pabianice,

TTolmvia

Laboratori Fundaci6 Dau

C/ C, 12-14 Pol. Ind.

Zona Franca, Barcelona, 08040,
Iomavia

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéy,
OMowvdio

210 évtumo PUAAO 0OMNYLOV XPTOTG TOV POPUUKEVTIKOD TPOIOVTOC TPEMEL VO AVAYpAPETAL TO OVOUQ
Kot 1 d1ev0vvoT TOL TAPUCKELAGTH TTOV Eival VTELOHVLVOG Y10 TNV ATOSEGEVGT TNE GYETIKNG TAPTIONS.
B. OPOI'H OI IEPIOPIZMOI ZXETIKA ME TH ATAGEXH KAI TH XPHXH
DoppokeuTikd TPOIOV Yo TO 0TTOI0 OmaLTEITAL TEPLOPIGUEVT 1aTPIKT cuvTayT| (PA. mapdptnua L
[MepiAnyn tov Xapaktnpiotikdv tov [Ipoidvtog, Tapdypopog 4.2)

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0£og1g TEPLOOIKN G TAPAKOLOVONONG TS UGPAAELNG

Ot amoutoELS Yo TNV VIOPOAN TV eKOEGEMV TEPLOSIKNG TAPOKOAOVONGNG TG UCPAAELNS Y1d TO EV
AOY® QOpHOKELTIKO TTPOTOV 0pilovTon GTOV KATAAOYO LE TIG NUEPOUNVIES avapopds TG Evaong
(xotdroyog EURD) mov maparifeton otnv mapdypapo 7, tov apbpov 107y, g odnyiag 2001/83/EK

Kot ké0e emakdAoVONg eTKOPOTOiNoTG OTWOC SNUOGIELETAL TNV EVPMTOTKT SIKTLOKY] TOAT] Y10, TOL
QAPLOKOL.

A.  OPOI'H HEPIOPIEMOI ZXETIKA ME THN AX®AAH KAI ATOTEAEEMATIKH
XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
. Yyé010 oroygiprong Kivovvov (ZAK)

O KAK 0a die&aydyet Tig amottodUEVES OpOoTNPLOTNTES Kot TAPEUPACELS
QOPUAKOETOYPOTTVTIONG OTt®G Ttopovotaloviat 1o cuupwvniév ZAK mov napovoidletol otnv
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evotnta 1.8.2 ¢ ddetog KuKAOQOPIaG Kol OTOIECONTTOTE EMAKOAOVOES EYKEKPIUEVEG
avobewpnoelg tov ZAK.

‘Eva emucaporompévo XAK Oa mpénet va katatedei:

. petd anod aitnuo tov Evponaikod Opyavicpod @appdkov,

. OTOTEONTOTE TPOTOTOIEITAL TO GLGTNO dtorYEIPLON G KIVODVOU, E101KE MG AMOTEAEGLLOL ANYNG
VEOV TANPOQOPLOV TTOV LITOPOVV VA ETLPEPOVY CTLLOVTIKT] 0AAOYT 0TI 0XE0T 0QPELOVC-KIVOVVOL
N ®©G ATOTELEG LA TNG EMITEVENG EVOG OMILOVTIKOD OPOGTLLOV ((PUPLOKOETOYPOTVION 1
gloyiotomoinon Kvovvov).
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Azacitidine Accord 25 mg/ml kdvi¢ Yo VESILO EVOLDPT O
azacitidine

| 2. LYNOEXIH IE APAXTIKH(EX) OYZIA(EL)

Kdabe prolido mepiéyet 100 mg azacitidine. Metd tmv avoacbdotoor, kabe ml evaimpipotog teptéyet
25 mg azacitidine.

‘ 3. KATAAOI'OX EKAOXQN

Eniong mepi€yet pavvitonn.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Koévig yia evéoipo evaimpnpo.
1 praAido

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT.
T"a pia povo ypiomn. AvatopdEte To evoidpnue EVTova TPy T YopnyNon.
Ymodopia ypnon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI LE OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

Na puAdooetol og 0éom, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EYX)

Kvuttapoto&ikod

8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEY YYNOHKEX OYAAZHX
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10. IATIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHIOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

Kabe aypnoiponointo eopuokevticod Tpoioy 1 VIOAEWUO TPETEL VO ATOPPITTETOUL COUPOVO LE TIG
KOTO TOTOVG 10YVOVGES GYETIKES OLOTAEELG.

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,
Edifici Est 62 planta,
08039 Barcelona, Iortavia

12.  APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/19/1413/001

13. APIOMOZX ITAPTIAAX

Lot

14. TENIKH KATATAZH I'TA TH AIAOEXH

DoppokevTikd TPOiOV Y10 TO OTTOI0 OTOLTEITAL LOTPLKT CLVTAYN

‘ 15. OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

H artiohdynon ya va unv mepiinedei n ypaen Braille givan omodext.

17.  MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160100T0TOC YPOUU®TOS KOdKag (2D) mov @épet Tov TepIANEBEvTa LOVASTKO aVOYVOPIGTIKO KOOTKO

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

PC:
SN:
NN:
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EAAXIXETEX ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

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

Azacitidine Accord 25 mg/ml kdvic Yo EVESILO gVaLDPTLLOL
azacitidine
Ymodopia ypnon (SC)

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4, APIOMOZX ITAPTIAAX

Lot

5. HNEPIEXOMENO KATA BAPOX, KAT' O'KO 'H KATA MONAAA

100 mg

6. AAAA ETOIXEIA
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B. ®YAAO OAHI'IQN XPHXHX
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@vAro ooV (piong: IIAnpoeopics yra Tov yprjot

Azacitidine Accord 25 mg/ml kévig Yio. evEGLLo EVOI@PIA
azacitidine

AP aoTE TPOGEKTIKA OLOKANPO TO PVAAO 0ONYLOV YP1ONGS TPLV UPYIGETE VU PN CLUOTOLEITE AVTO

T0 QAPROK0, H10TL TEPIAUPPAVEL CNUOVTIKEG TAPOPOPIES Y10 CUG.

- DuAGETE 0VTO TO PUALO 00N YDV ¥p1ioNS. Towg ypetaotel va To drofdoete Eavd.

- Edv éyete mepautépm amopiec, pOTAGTE TOV YLUTPO, TOV PUPLOKOTOLO 1 TOV VOGOKOWO GOC.

- Edv mapotnproete Kamoto avemBOpunTn eVEPYEL, EVILEPDOGTE TOV YIOTPO, TOV POPLOKOTOL 1)
TOV VOGOKOUO G0G. ALTd 1oy0eL Kot Yo KaBe mhavn) avemBOUNTN evEPYELD TTOV JEV OVOPEPETOL
670 TOPOV PUALO 0dNYIDV YpNong. BAére mopdypago 4.

T Tepréyer 1o Tapév AL 00N YLOV:

T eivan o Azacitidine Accord kot ota giva 1y xprion tov

T mpénel va yvopilete npv ypnoonomoete to Azacitidine Accord
Iao¢ va ypnowonomoste to Azacitidine Accord

IMBavéc avembounteg evépyeleg

Iog va purdcoete o Azacitidine Accord

[Tepreyduevo g cvokevaciog Kot AOmEG TANpopopieg

ouarLNE

1. T eivan To Azacitidine Accord kot wowa givan 1 xpiion Tov

Th eivan o Azacitidine Accord

To Azacitidine Accord givat £vog avTikapKiviKog TopayovTag TOV OVIKEL GE (10t OLAS0 QOPUAK®OV
nov ovopdlovrar «avtipetaforitegy. To Azacitidine Accord nepi€yet T dpacTiky ovcia
«azacitidine».

Moo givor m xprjon Tov Azacitidine Accord

To Azacitidine Accord ypnowonoeital o evniikovg mov égv pmopoby va viofAnbovv o
UETAUOGYEVCT OPYEYOVMY KLTTAP®V Y10, T Oepameio.:

- pvelodvomhaotikdv cuvdpduwv (myelodysplastic syndromes, MDS) vynio0 kivdvvov.

- ™G YPOVIAG LVLELOLOVOKVTTOPIKTG Asvyopiag (chronic myelomonocytic leukaemia, CMML).
- g oeiag poehoyevong Aevyoupiag (acute myeloid leukaemia, AML).

AvTég etvan vOG01 OV €MNPedLOVY TOV HVEAD TMV 0CTMV Kol HTOPOVV VO TPOKAAEGOLV TPOPALOTA
GTN PVGLOAOYIKN TOPAY®YN LLOCOUIPIMY.

Iog dpa o Azacitidine Accord

To Azacitidine Accord dpa gumodifovtag v avantuén tov KapKvikov Kuttdpov. H azacitidine
EVOOUATMOVETOL GTO YEVETIKO DAIKO TmV KuTTapnVv (piovoukieikd o&d (RNA) kot
deo&upipovourdeio 0&b (DNA)). Oswpeitan 6T1 dpa PeTAPAAAOVTOG TOV TPOTO LE TOV OO0 TO
KOTTOPO EVEPYOTOLEL KOl OTEVEPYOTOLEL TaL YOVIOL Ko £ion ¢ TapeUPaivovtag oty Tapaymyr vEou
RNA «at DNA. Avtég o1 dpdioetg Bewpeitor 6Tt dtopfdvouv ta mpofApata @pipaveng Kot avamtuéng
TOV VEOV OHOCQAPI®V GTO HVEAD TMV 0GTMV TTOV TPOKUAOVY HVEAOSVGTANGTIKEG SLATUPOYEG KOOMG
Kol OTL KOTAGTPEPOLV TO KOPKIVIKE KOTTOPO 0T Aguyaipia.
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Amevbuveite oTov Y1aTpd 1 TOV VOGOKOLO GaG €6V £YETE OTOIEGONTOTE EPMTNCELS CYETIKAL LLE TOV
tpomo dpaong tov Azacitidine Accord 1} yioti avtd o PApUaKo GVVTOYOYPOENONKE Y10 GOG.

2. T npéner vo yvopilets Tpv ypnoypononoste To Azacitidine Accord

Mnyv ypnopomouieete To Azacitidine Accord

- o€ mepinTwon aAlepyiog otnv azacitidine 1 o 0710100NTTOTE GALO OTO TOL GLGTATIKA CVTOV TOV
QOPUAKOL (CVOPEPOVTOL GTIV TAPAYPUPO 6).

- 6€ TEPIMTOON OV TAGYETE MO TPOYWPMNUEVO KAPKIVO TOV NTATOG.

- o€ mepintwon mwov Onlalere.

[ pocdomoun]oeis Ko TPoPVAAEELS

AmevBuvleite 6TOV Y10TPO, TOV POPLOKOTOLO 1 TOV VOGOKOWO GOG TPLY YPT|CULOTOGETE TO
Azacitidine Accord:

- € €xete pelwpévo apBpod aponmetodiov, epuipmv 1| AEVKOV aLOcULpimV.

- €0V £YETE VOCO TV VEQPDV.

- gy &yete vOCO TOL MTOTOC,

- €qv glyote moTé po Kopdiokn méonon 1 Kapdiak) TposPoii 1 0molodNTOTE 16TOPIKO
TVELHOVIKNG VOGOV.

E&étaon aipatoc

Oa kavete e€etdoelg aipartog Tpv apyioete ) Oepaneio pe Azacitidine Accord kot katd v évapén
Ké0e mep1doov Bepamneiog (mov ovopaletatl ‘KOKA0G’). Avtod yivetal yio vo eeyyBel Ot Exete ETOPKN
op1OUo apocEapimv Kot OTL TO NP KOl 0L VEQPPOL GG AELTOVPYOLV KOVOVIKA.

Howowd xon £pnpor
To Azacitidine Accord dev cuvioTdtol yio yprion o€ maidid kot priovg nAtkiog kKdTw Tov 18 etmv.

Alho eappoxa ko Azacitidine Accord

Evnuepmote Tov yatpd 1| TOV QOPUAKOTOL0 GO €6V YPTOLUOTOLELTE, £YETE TPOGPUTO YPTCLUOMTOIGEL
N uwopet va ypnoiponooete dAla edpuaka. Avtd amorteitor 610t to Azacitidine Accord umopeti va
EMNPEACEL TOV TPOTO dpdong optopévav AoV eapuakwyv. Emiong, opiopéva dila eappoka pmopet
va ennpedoovy Tov Tpomo dpdong tov Azacitidine Accord.

Kinon, Onkaopoc ko yovipdtnta

Kvnon

Aev Bo pémel va ypnoomomoete o Azacitidine Accord katd ™ d1dpkela TG KONGNG, O10TL UIopei
va glvar emPALaPES Yo TO HoPO GOC.

XPNOHOTOINOTE LI0 ATOTEAEGLATIKT HEBODO AVTIGUAANYNG KATd TN dtdpKeLd Kot uéxpt 3 Uveg petd
) Bepamneio.

Evnuepaote apéomc tov yiotpo cag edv peivete £€ykvog katd T didpketo g Oepomeiog.

Edv giote éykvog 1 Onhalete, vopilete 0tL umopei va €iote £ykvog 1 oxe01AlETE VAL ATOKTHOETE TN,
{ntote T GUUPOLAN TOL YATPOV T} TOL PAPLOKOTOLOD GG TPV TAPETE AVTO TO PAPLOKO.

Oniooudg
Aev mpémet va OnAalete evod ypnoonoteite to Azacitidine Accord. Agv givot yvootd gdv avTod T0

(QAPUOKO TTEPVE OTO UNTPLKO YOAQ.

Tovwotnta
O1 Gvdpeg dev o mpémel va kavouy Toudi eve Bpickovton vid Bepaneio pe Azacitidine Accord.

XPpNCIOTOMGTE [0l ATOTEAEGLOTIKT HEBODO AVTIGVAANYNG KaTA T S1dpKeln Kot PHEXPL 3 PWAVEG LETA
) Bepamneia e avtd TO PAPLOKO.
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Yu{ntote pe tov Y1Tpod cog eav embopeite va puidéete to onéppo oog Tpy vroPfAnbdeite ot
ovyKekplévn Bepameio.

00 yNoN KoL LEPIGROS PNY AV HATOV
Mnv odnyeite M yepileote omoladNTOTE EPYUAEiD 1 UNYAVALATO 6V EQQAVIGETE VETIOVUNTEG
evépyeleg, Omwg KOTMOoT).

3. g va ypnowomomeste To Azacitidine Accord

Ipw oag yopnynoet to Azacitidine Accord, o yiatpog cag Ba cag ddhoet Evo GALO QAPUOKO Y10 VO
ATOQVYETE TN VOLTIO Kot TOV EUETO otV apy| Kabe kOKAov Oepameiag.

- H ovvictdpevn 86om eivan 75 mg avé m? copatikig emedvetog. O yotpdg cog Oo
OmoPAGiceL TN 00GT AVTOD TOV POPUAKOV, AVALOYA LLE TN YEVIKT] GOG KOTAGTOOT), TO VYOG Kot
0 Bapog cag. O yatpdc cog Ba ehéyyel TV Tpdodd Gag Kot Pmopel va oAAGEEL T 6o Gog
€bv givan amapaitno.

- To Azacitidine Accord yopnysitot kéOe pépa yia pio efdopdda, axorovbovuevo amd pia
nepiodo drokomg 3 efdopadmv. Avtdg o “kokhoc Bepamreiog” Oo emavarapfaverar kaOe
4 gfdopadec. Zovnbog Aappavete TovAdyiotov 6 KikAovg Bepomeiog.

Av16 10 Qappako Bo oag xopnyndel og Eveon kdtm amd To dépua (VTOdOPLA) ATTd YIUTPO 1| VOGOKOLO.
Mmnopei va cag yopnyndet vroddple 6To PNPO, TV KO 1 TO Gve PHEPOG Tov Bpayiova.

Edv éxete meplocdTEPEG EPOTNOELG GYETIKA LLE T YPNOT AVTOV TOV QUPUAKOV, POTHCTE TOV Y1ATPO,
TOV QUPLOKOTOLO 1] TOV VOGOKOLO GOLG.

4, IMBavéic avemBopnteg evépyereg

Onwg 6ha Ta pAppaKa, £TGL KOL AVTO TO GAPUAKO UTOPEL VO TPOKAAESEL AveTIBOUNTES EVEPYELEG, OV
Kot 6gv Tapovctdlovtal 6€ OAOLG TOVG AvOPMOTOVC.

Evnuepdote tov Y10Tp6 600G apéoms edv TopatnpioeTe 0ToLadNmToTE 0Té TIg AKOAOVOES

avemOounTeg evépyseles:

- Ynvnhia, TpERovro, IKTEPOS, KOIMOKOS HETEMPLONOS KUl EDKOL0L HOAOTICROL. AVTE
UTopel v 0TOTEAOUV GUUTTMOUOTO NTOTIKNG AVETAPKELNG TOL UTOPEL VoL EIVOIL OTEIANTIKT Yo
™ {on.

- Oionpo TOv KAT® GKPOV Kol TOV T0dLMV, TOVOS 6TNV TAATY, HEI®MGT TG 0VPN OGS,
avEnuévn diya, Tayvmaipia, G kKo vaotio, £petog 1 peropévy 6peén ko aicOnon
oUOY(V6NG, aVIIGLVYINS 1] KOTMONS. AVTh pumopel Vo amoTeA0VV GUUTTAOUATO VEPPIKNG
OVETAPKELNG TOV UITOPEL vau etvar amenTikn yo ) (on.

- IMvpetoc. Avtd Oo pmopovoe vo opeiletar o€ AOTU®EN (O UTOTELEGUO YOUNADY ETTES DV
Aevk®V aposeatpinv, 1 omoia propet va givar ametntikng yio ) {om.

- OopaKiko dryog 1) dV6TVOLA, TU OTTOLN PTOPEL VO GVUVOIEVOVTAL 0.0 TVPETO. AvTO pmopel
va opeidetal o€ Aoipnmén Tov Tvedova 1 omtoia ovopdleTon “Tvevpovia” kot pmopel va givan
amelAnTikn yio ) Con.

- Awyoppayia. Onog aipo ota KOTpave AOY® apoppayiog ToL GTOUAYOL 1| TOL EVTEPOV, 1| OTWG
OLLOPPOYiC 6TO ECMOTEPIKO TOL KEPAALOV GOC. AVTE UTOPEL Vo EIVOL GUUTTAOUOTO YOUUNADY
EMITESOV OLUOTETOM®Y GTO apla GOG.

- Avokoiia otV avemvor], oidnpa Tev Yelhémv, Kvnopoc 1 eEavinpa. Avtd propel va
opeideton o€ pio oAdepyikn avtidpoon (avtidpacn vaepevoictnoiag).
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Alreg avemBounteg evépyeleg meptloppdvovuv:

oAb ovyvéig avemBOunTeS evépysareg (Lmopel va ennpedoovv nepiocdtepa omd 1 ota 10 dropa)

Mewwpévog apBuoc epufpmv apocsearpiov (avopio). Mropel va aicBavieite kOTmon Kot va
glote wypoG.

Mewwpévoc aplpog Aevkmv arpocseatpiov. Avtd puropel va cuvodevetan and Tupetod. Eivar
eniong mbavo va epeovilete avénuévn Taomn yuo AomEELS.

Xouniog aptuog arponetarimv (Opopuporevia). Eueoavilete avénuévn taomn yuo aipoppayio Kot
UDOAWDTES.

Avcrotiotta, 61appota, vauTia, EUETOC.

ITvevpovia.

Owpakikd dAyog, ddomvola.

Kobpaon (k6mmon).

Avtidpaon otn 0éon g éveong, cvoumeptAapfovouévav epufpoTnTac, TOVOU 1| SEPUOTIKNAG
avtidpaong.

Andrelo dpeénc.

[16vot otig apBphoetc.

MoAwnec.

E&avonpua.

Kokkwva 1 pof otiypota kdtwo amd to dEpua.

[Tovog otnv Kot (Kothod GAyoc).

Kvnouéc.

IMvpetog.

Epebiopévn potn kot kovéyym.

7.

Keparahryia.

Avokolia otov Ovo (abmvia).

Pwoppayia (enictoén).

Mvikdg movog.

Advvapia (e£ocBévion).

AndArgia apovg.

XounAid eninedo koAiov 6T0 aipo cog.

Yoyvég avem@Ounteg evépyeres (umopel va ennpedoovy £mg kat 1 ota 10 dropa)

Evdoxpaviaxn apoppayia.

Aolumén tov aipotog TpokaAovuevn axd Paktipie (enyoipia). Avtd pmopel vo opeileton og
YOUNAG ETITESD AEVKOV QUOGPALPI®V GTO aipld Gag.

AVETAPKELNL LVELOD TOV 0GTAOV. AVTO UITOPEL VoL TPOKOAEGEL YOUNAA emtineda epuOpdV Kot
AEVK®V OLLOGPOLPIOV KOl OLLOTETOAMV.

"Evag tomog avopiog 6mov ta epubpd kot AeVKA apoceaiplo Kot To oponeTdd cag etvat

UELOUEVOL.

Aoluwén ota 0bpa Goc.

loyevng Aolpmén mov mpokakel puoaAideg oto dEppa (€pmNG).

Awoppayio Tov 00A®V, ALOpPpOyic TOL GTOUAYOL 1| TOL EVIEPOV, dipoppayia omd 1o 0phd
AOY® apoppoidwv (cpoppayio apoppoidmv), alpoppayio Tov oBoAiov, aoppayic KAT® 1
UEGQ Ao TO dEPHO (UUATOHN).

Aipa ota ovpa.

"EAcn Tov 6topaTog 1) TS YADGG G,

MetafoAréc Tov 6éppatog otn BEom g Eveong. Avtég meptiapPdvouy oidnpa, okAnpovg 6{ovg,
UOA®TEG, apoppayio péca amd to déppo (apdtmpa), Eavonua, kvnoud kot petafforéc 6to
YPOU TOV OEPUATOC,

EpvOpoétnra tov dépuatoc.

Aolumén tov 6éppatog (Kuttapitida).

Aolpmén g poTN¢ Kot ToL AaLov, 1| Kovayym.

Epebiopog 1 katappon g potng 1 Tov pvik@v KOAT®V (KoAritida).

Yynin 1 yopunAn wieon tov aipoatog (VIéptacn 1 vIOTOoM).

Avcnvola 6tav Kivelote.
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I16vog 6T0 Aopd Kot TiG MVNTIKEG YOPOEC.

Avomeyia.

Anbapyoc.

I'eviko aicOnua adrobdeciag.

Avyyoc.

20yyvon.

Tpydntmon.

Neppikn avemdpkelo.

Apuddatmon.

AguKb ETYPICUO TOV KAADTTEL T YADGOO, TNV ECOTEPIKT TAELPA TV UAYOLA®V KOl LEPIKEG
(POPEG TOV OVPOVICKO GOG, TO OVAN KO TIG AUUYSAAES (LLUKNTIOGIKT AoTHmEN TOV GTONATOG).
AwoBopia.

[Ttdon g apnplokng mieong otav otékeste 6pBiol (opBocTaTIKY VITOTACT)) TOV 0ONYEL OE
{aAn katd ) petokivnon og 6pOa 1 kabiotn Bon.

Noota, vodpdmra (vavniia).

Awoppayio Tov opeidetal o€ ypapun Kabetnpa.

M acBévela mov ennpedlet To £vtepo 1 omoio umopel vo 00N yNGEL GE TVPETO, ELETO Kot TOVO
GTO GTOUAYL (EKKOATOUATITION).

Yypd yOpw amd toug mvedpoveg (Vel®KOTIK GLAAOYN).

Tpépovio (piyn).

Mvikoi oracpoi.

E&GvOnua oto dépua pe avEnuévn eayovpa. (kvidwon).

2VAA0oYN LYPOL YOP® OO TNV KAPOLL (TEPIKAPIIOKT CLAAOYN).

'Oy ovyvég avemOBounteg evépyeleg (Umopei va emmpedoovy Emg kot 1 ota 100 dropa)

Alepyucn avtidpaon (avtidpaon vrepevaicnciog).

Tpépovio.

Hratum avendpkera.

Meydreg BaBuOKKIVOL YPOUATOS, SI0YKMUEVEG, ETDOIVVES KNAIDEG GTO OEPUA LLE TVPETO.
Enddvvn e€éhkmon tov dépuatog (Yoyypovddes TuodepLa).

dAeypovn Tov emBniiov mov mepPdAdletl v kapdid (Teptkapditida).

Yravieg avemOounteg evépyereg (Umopet va emnpedoovy émg kon 1 ota 1.000 dropa)

Empog Prixas.

Av®dovvo TPNEWO OTIG AKPES TMV OUKTOVA®V (TANKTPOSUKTLAIN).

2Hvopopo AHoNG OYKoV — UETAPOAKES EMTAOKEC TOL UTTOPEL VO, TPOKOWOLV KaTd T Oepameiol
TOV KOPKIvVOL Kol LEPIKES Popég akopa Kot xwpig Bepameio. AvTég ot emMmAOKES TPOKAAOVVTOL
a6 T0 TPOTOV TOV KAPKIVIKGOV KLTTAp®V ov mebaivouy kat pmopel vo teptiapupdvouy ta
axolovOa: petofforéc ot ynueia Tov aipaTog, LYNAO KAL0, POSPOPO, ovptkd 0&D Kot YOUNAO
0a6PECTI0, 0ONYDVTOS KOTH GUVETELN GE LETOPOAES GTN VEPPIKT AgLTOVPYia, TOV KOPOLHKO
naApd, oe omacpols Ka, eviote, og Bdvaro.

Mn yvoetég ( cvyvotnta dev pumopet va extiunfei pe Paomn ta drobéciua dedopéva)

Aolpwén tov Babitepmv oTPOUATOV TOV dEPUATOC, 1| 0Toia eEamAMVETAL YPIYopd,
TPOKOADVTOG KOTAGTPOPT] GTO OEPLN KO TOVG LGTOVG, 1 07010 Umopel va givot ametAnTikn yio
N (N (VEKPOTIKN TEPITOVITION).

Ava@opd avemOounTOV evepyELOV

Edv mopoatnpnoete kamoto avemiOunt evEPYELN, EVILEPDCTE TOV YIOTPO, TOV QAPUAKOTOLO 1) TOV/TNV
VOGOKOWO GaG. AVTO 1oYvEL Kot Yio kdOe mhav avemBountn evépyela Tov OgV AVUPEPETAL GTO TOPOY
@OALO 0OMY1DV ¥prionc. Mmopeite emiong vo avapépete avemBouunTeg evépyeleg anevbeiog, LECH TOV
€0viko GLGTILATOG AVAPOPAS TOL avaypaeeTol oto [Tapdptnue V. Méow g avapopdg
avVeEMBOLUNTOV EVEPYEIDV UTOPELTE VO fonONCETE TN GLALOYN TEPLOTOTEPMVY TANPOPOPLOV CYETIKA
LE TNV 0CQAAELN TOV TOPOVTOG PUPIAKOV.
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5. g va puhdesste To Azacitidine Accord
To @appoko ovTd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLV TOL TOdLA.

Noa pn ¥pnoomoteite avTd T0 PAPIOKO HETE TNV NUEpOUNVIia AENG TTOL AVOPEPETOL CTNV
EMONUAVOT TOL PLaAdiov kot 6to kKovti. H nuepounvia AMéng eivar 1 televtaio nuépa tov piva. mov
ovoQEPETOL EKEL.

O yuoTpdc, 0 PapuaKoTOlOS 1} 0 VOGOKOUOC 6ag eival vevBuvot yio T eVAaén tov Azacitidine
Accord. Eivar eniong vevBuvor yio t cmot mpostoyacio kot andppuyn kabe tpoidvrog Azacitidine
Accord mov dgv €xel ypnoipomonoei.

TMa pn avorypéva erodidio avtod Tov PapudKov — dev VITAPYOLY WLiTEPEG GVVONKES POAAENS.

Orow ypnoiuomorsitar ouUEGWS
MoAG Topackevaotel To evarmpnua 0o mpémel va yopnyndet evtog 60 Aentmv.

Orov ypnoiuonoreitar opyotepo.

Edv 1o evarmpnpo tov Azacitidine Accord mapackevaletol xpnoiHoToidVTaS VOMP Y0l EVEGIULO TO
omoio dev gival vTd YHEN, To evarmpnpa Tpénel va tonobet el oto yoyeio (2 °C — 8 °C) apéowmg petd
TNV TOPOCKELT TOL Kat Vo pLAayDEl 61O Yuyeio yia éva péyloto dtotnua 8 wpmv.

Edv to evardpnua tov Azacitidine Accord mapackevdletol xpnoiomoidvIag VOMmP Yo EVEGLLO, TO
omoio &xet puAayBel oto yuyeio (2 °C — 8 °C), to evardpnua mpénet vo torobdetn el 1o yoyeio (2 °C
— 8 °C) apéomg Petd TV TopAcKELT TOV Kol va eLAYOEl 6To Woyeio Yo éva puéyioTo didotnua 22
WPpOV.

To evandpnpa Ba wpémel va apebel yio péxpt 30 Aemtd mpiv T YOPNYNOT Y10 VO OTOKTHGEL
Oeppoxpacia dopatiov (20 °C — 25 °C).

Edv oto evarmpnua vapyovv peydria copotidw avtd o mpémet vo amopprpdei.

6. Iepreydpeva g cvokevAGiag KoL Aowtég TApopopieg

T wepréyer To Azacitidine Accord

- H dpactikn ovosia eivar n azacitidine. 'Eva gaiidio mepiéyet 100 mg azacitidine. Metd v
avoovotac pe 4 ml K3ATOg Y10 EVEGTHO, TO OVAGLOTOUEVO EVaudpnpa TeptéExet 25 mg/ml
azacitidine.

- To Ao ovotatikd givar n pavvitoin (E421).

Epgavien tov Azacitidine Accord kon Tepleyopeve. TG GVGKEVAGING

To Azacitidine Accord gival o Aeukn KOVIG Y10 EVEGILO EVOLDPTLLOL KOL TOPEYETAL GE YOOAVO
Quokido mov mepiéyel 100 mg azacitidine. Kabe ocvokevaocia nepiéyet évo graiidio Azacitidine
Accord.

Kéroyog Adsrag Kvkhogopiag
Accord Healthcare S.L.U.
World Trade Center,

Moll de Barcelona, s/n,

Edifici Est 62 planta,

08039 Barcelona, Iortavia

TTopackevooTnc

Accord Healthcare Limited,

Sage House, 319 Pinner Road, North Harrow,
Middlesex, HA1 4HF,
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Hvopévo Baciielo

H

Accord Healthcare Polska Sp.z o.0.
ul. Lutomierska 50,

95-200 Pabianice

TTolwvia

H

Laboratori Fundacié Dau

C/ C, 12-14 Pol. Ind.

Zona Franca, Barcelona, 08040,
Iomavia

H

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéy,
OALovdio

To mapov vAlo 0dNYLAOV xpoNS avadempOnke Yo Tedevtaio popd otic {MM/EEEE}.

Aentopepeic mAnpopopieg yio 0 eappoKo avtod givorl dtabéoipeg oto diktvakd tOmo Tov Evponaikon
Opyavicpot Goppdxwmv:

http://www.ema.europa.eu. Yrdpyovv €niong cOvOesHoL Ue GALES 16TOCEAMDEC TOL APOPOVV CTLAVIES
aoBéveleg kot Bepomeiec.
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O Tinpoopisg mov axorovdovv arsvdivovran pévo o€ emayyshpartieg vysiog:

2V0TdoELC Yo ao@aAn Yepiopd

To Azacitidine Accord givat £va kKoTTapoTo&ikd QAPUAKEVTIKO TPOIdV Kal, Onmg pe dAleg mbavmg
T0&1KEG OLGiIEC, AMALTEITOL TPOGOYT| KATE TOV YEPICUO KOl TNV TOPUCKEVT] TOV EVOIOPTILATOV
azacitidine. @o mpénel vo epapudlovtar ot S1adIKGIES Y100 TOV KOTAAANAO YEPIOUO KOl ATOPPIYT TOV
OVTIKOPKIVIK®Y QOPUOKEVTIKOV TPOTOVTIMV.

Y& mepinton mov 1 avacvoTapévn azacitidine éA0el o€ eman pe To SEPUA, TADVETE AUECOC
GYOLOOTIKA LE camovvt kol vepd. Edv éA0et o emapn pe PAevvoyoviovg vuéveg, Eemhivvere
OYOANOTIKA pE ApBovo vepo.

Aocvpufoatdnreg
AvT6 TO0 POPUAKEVTIKO TPOIOV OEV TPEMEL VO, AVOLELYVOETOL L€ GAAN QOPLLOKEVTIKA TPOTOVT EKTOG
QVTOV TOL avaPEPovTal Tapakdte (PA. “Awadikacio avacdotoons”).

Awdikacio avacdoTaong

H avactvotoon tov Azacitidine Accord Ba npémet va, yivetar ypnoipomoldvtag Domp yio evéotpa. H
duapxetla {ONG TOL AVAGVOTUUEVOL POPLOKEVTIKOD TPOTOVTOG Uopel va Tapatadel kdvovog
avacVoTaon pe Vomp Yo evéstpa vd Yoén (2 °C éwc 8 °C). Aemtopuépeleg yia ) OANEN TOV
OVOGLGTAUEVOL TTPOTOVTOG TOPEXOVTOL TAPAKATO.

1. B0 mpénel vo, cLYKEVTP®OOLV Ta akdlovba €10 Droridio(a) azacitidine, @lodidlo(a) pe VOwP
Y10 EVEGIUO, [T OTTOGTEPOUEVO YELPOVPYIKE YavTLO, PopfdKt (e 0vOTVEL LD, GVPLYYO(EC)
éveong tov 5 ml pe Berova(eg).

2. 4 ml vdatog yuo evéoipa Ba Tpémel va avappoenbovv otn cvpryya, dtucporilovtag 0Tt Exel
aeotpedel GAOC 0 a€POC TOV TLYOV £YEL TAYLOEVTEL TN GVPLYYCL.
3. H BeAdva g ovpryyag mov mepiéyet 4 ml 0d010¢ Y10 evéoipa Ba Tpémet va elcoyBel dSapécov

TOV EAOGTIKOD TMUATOG TOV PloAldiov azacitidine kot va akoAovdncet £veon Tov HSATOC Yo
EVEGILO, GTO PLAALDI1O.

4, Metd v agaipeon g oOptyyag Kot g Pehdvag, To elaAidio o tpénet vo avatopoydel
évtova p€ypt va emtevy el £vo OLOOHOPPO VEQPELDOES Evaldpio. META TV avacveTACT,
kabe ml evaiwpnuartog o wepiéyetl 25 mg azacitidine (100 mg/4 ml). To avacvoTouévo Tpoioy
glvo éva olo10YEVES, VEPEAMOES Evaumpn Lo, EAeBepo cuoompatopdtoy. To Tpoidv Ba mpénet
vo amopprpbei ebv mepiEyel peydla copatidw 1) cvsonpatdpate. Mn dindnoete To evondpnuo
LETA TNV 0VO.GVOTOCT) TOL KaBoTt antd Bo umopovce vo amouakpOVEL T SPACTIKT) OVGIA.
[pémet va Anebei vToyn OTL 0PIGUEVOL TPOCAPLOYELS, SPIKES Kot KAEIGTH GLGTNUOTO TEPLEYOVY
oiltpo, emopévec T€T010 GUOTNUOTO dEV ol TPEMEL VOL YP1GLLOTOLOVVTOL Y10t T Y0P YO TOV
(QOPUOKEVTIKOV TPOIOVTOG PETA TNV OVA.GVGTOCT).

5. To ehaotikd ndpa Bo Tpénet va Kabapiotel kot va etoaydel evidc Ttov graidiov pia Kotvovplo
ovpryya pe ferdva. To erarido Oa mpémet va avamodoyvpiotel, dtac@oriilovtag Tt To AKpo NG
Belovag PpiokeTon Katm and TV emeavele Tov vypov. To éuporo Ba mpénet ToTE va TpaPrytel
TPOG TO, TG Y10 VO OvOPPOoPNOel 1] TOGOTNTA PAPLOKEVTIKOD TPOIOVTOC TOV OOLTEITOL Y1 TNV
KATOAANAN 8001, dtacporilovtag 0Tl £xel apoatpebel 6Ao¢ 0 aépag Tov TVYOV £xel TarydevTEl
ot ovpryya. H copryya pe ) Belova Ba mpénel 1ot va apaipedel and 1o proridio kot n
Belova va metaytel.

6. Muo kovovpio voddpia Peldva (cuvictdpevo dtapétpnua 25) o tpénet 1dTte va otepembel
KaAd otn ovpryya. Evaidpnua dev Ba mpénel va mepdoet and ) Beddva mpv and Ty Eveon, Yo
va pelindel n mBavotnta epedvions ToTiK®y avidpdoemy ot 0éon g éveong.

7. Otav ypetdlovral meptocoTepa amd 1 eloAidia, OAN To TAPOTAV® BT Y10 TV TOPUCKEDT|
TOV evalwpnrotog Oo Tpémetl va emavain@doiv. o 006e€1g Yia Tig 0moieg amattobvTan
neptocotepa amd 1 eraiidia, n d6on Oo mpénet va potpactei e€icov m.y. d6on 150 mg = 6 ml,

2 ovpryyeg ne 3 ml o k4B cOpryyo. AdY® KOTAKPATNONG GTO PLOAid0 Kol 6T Perdva,
EVOEYETOL VO, UMV ELVOL EPIKTT 1] AVOPPOPTOT) OAOKAN PTG TG TOGOTITAG TOL EVAULMPNAUATOS OTd
T0 QoAidLO.
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8. To mepieyodevo TG cHPLYYAS YOPIYNONG TNG 006G TTPEMEL Vo, emavevalmpn el apéowg mpv
yopriynon. H Beppokpacia tov evaimpnpotog kotd to ¥pdvo e Eveong Ba tpémet va glval
nepinmov 20 °C-25 °C. T'a v enaveva1®PNoT|, KUANGTE EVTOVO T GUPLYYO AVALESH OTIG
TOAGUES GOG PEXPL VO ETTOYETE £VO OUOLOUOPPO, VEQEADOES Evarmpna. To mpoidv Ba mpémet
va omoppipBei edv Tepitéyel peydio copationn | GLCCOUATOUATOL.

POAaEN TOV ovacLoTAUEVOL TPOIOVTOC

Lo oueon yprnon

To evoudpnua Azacitidine Accord pmopei va TopacKeLOOTEL OUECHS TPV T YPNOT] KOt TO
avacLGTAUEVO evaudpnpa Bo tpémel va yopnynbei evtdg 60 Aentdv. Eqv mepdoet ypovicd didotnuo
ueyoAutepo v 60 Aemtdv, To avacLoTAUEVO evaudpnua Oo Tpémel va amoppipbel KoTdAAnAo, Kot va
Topackevaotel véa door.

Lo petoyevéotepn ypnon

Otav n avacvoetaom Yivetal YpNOILOTOIMVTAG DOMP Yo EVECLLA TO 01010 dev givar vtd YHén, 10
aVACLGTAUEVO evaumdpnpa Tpénel va tonobet el og yoyeio (2 °C éwg 8 °C) apécwmg HeTd TNV
OvVOoLOTOCT, Kot Vo puAayBel oto Yoyeio yia éva péyloto ddotnuo 8 mpmv. Edv o mpoidv
ToPOLEIVEL TO YoYEio Yo ¥poVIKO SoTNUO LEYOADTEPO TV 8 WPV, TO Evarldpnua Bo Tpénet va
amopplpOel KatdAANLO KOl VO TOPACKEVOCTEL VEQ dOOM.

Ortav 1 avoacHoTaon YiveTol ypnoiuonotdvog Homp yio evéstua vd yHén (2 °C ¢wg 8 °C), to
aVACLOTAUEVO evaumpnpo Tpénel va tonobetBei og yoyeio (2 °C éwg 8 °C) apéowg Hetd v
avacOoTaoT, Kol vo puAayDel 6To yoyeio yia éva péytoto didotnua 22 opdv. Edv o mtpoiov
TOPUUEIVEL GTO YOYEID Y10 XPOVIKO SLAGTNUO LEYOAVTEPO TV 22 MP®V, TO evoldpnuo O Tpénet va
amopplpdei KaTdAANAo KoL Vo TOPACKELOOTEL VED dOOM.

H odpryya mov mepiéyet 10 avacvotapévo evaiopnua Oa npénet va aeedei yio péypt 30 Aemtd mpiv
yopnynon vo awoktnoel Oeppokpacio dmpatiov mepinov 20 °C-25 °C. Edv mepdoet ypovikd diaotnua
peyoAvtepo v 30 Aentadv, To evaumpnua Bo mpénel va amoppipdel KatdAANAo Kol VO TOPACKELOOTEL
véa d60om.

Yrohoyiopdg pepovouévng d6omng
H ocvvolikn 6601 ovupmva pe T copatikn enpaveio (BSA) uropel va vroloyiotel wg e€ng:

Tvvolkn §6om (mg) = Adon (mg/m?) x BSA (m?)

O ax6Aov00g TIVaKaG TAPEXETAL LOVO (OC TAPASELY L0 TOV TG VTOAOYILOVTOL LEHOVOUEVES BOCELG
azacitidine, o1 omoieg Pacilovron o pio péon tiu BSA 1,8 m2.

Adon mg/m?
(% tnc ovvicTwuevng

2uvolMkn d6on ue
Bdon T BSA 1.8 m?

Ap1Oudc omotov uEVMV

2VVOAMKOC OYKOG

[T INTITONY

r

OVOGLGTAUEVOD

0001¢ éva, VOO PN LLOTOC TTOV
OTTOLTELTOL

75 mg/m? (100 %) 135 mg 2 QuoAidwa 54 ml

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

25 mg/m? (33 %) 45 mg 1 graridio 1,8 ml

Tpomog yopnynong

Mn dmbncete TO EVOLDPNLL LETE TNV aVAGVGTAGT] TOV.

To avacvotopévo Azacitidine Accord B mpémetl va evietat vrodopio. (elcaydyete T Beldva vTd
yovia 45-90°) ypnoonowmvtag BeELova SIOUETPLOTOS 25 6TO Avd PEPOG TOL Ppayiova, To Unpo M

TNV KOTMOKT YOO
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Adoelg peyarvtepeg and 4 ml Oa wpémetl va eviovion o€ 000 EgxwPIoTd onpeia.

O1 B¢oe1g g éveong Oa mpémet va evarrdccovtal. Ot véeg evéaelg Ba Tpémet va xopnyodvTol oe
OTOCTOGCT) TOLVAYYIOTOV 2,5 Cm OtO TO TPOTYOVLEVO GNUEID KO TOTE GE TEPLOYEG OTOL TO OTUEi0
mapovotdlel evootnocia, pdOAOTES, epOpOTNTA 1] KA pLVGT.

Amdppryn

Ké0e aypnoipomointo Qoprakevtikd Tpoidv 1| VITOAELLA TPETEL VO, ATOPPITTETAL COUPDVA LE TIG
KOTA TOTOVE 16YVO0VGEC GYETIKEG SLUTAEELS.
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