
3EIIPEH II3BEIIITAJ 3A OCOEI,IHI4TE HA JIEKOT

1. I{ME HA JIEKOT

AZACITIDINE PHARMASCIENCE/A3AIII,ITI,IAIIH OAPMACAJAHC 25 mg/ml nparrroK 3a

cycneusuj a sa unj exrupane

2, KBAJII,ITATI{BEHUKBAHTI,ITATITBEHCOCTAB

100 mg nuja.na:
E4ua nujana coApxr{ 100 mg azacitidine. llo pexoHcruryqujara, 1 ml cycueusuja cogpNu 25 mg
azacitidine.

150 mg nuja.na:
EAua rujala coAp)KLI 150 mg azacitidine. flo peroucrvrrygujara, 1 ml cycneHsrEja co4pNu 25 mg
azacitidine.

3a ueroces clrprcoK Ha rroMorrrHu cyrrcraHqlr, nu4u 4el 6. 1.

3. OAPMATIEBTCKA @OPMA

Ilpauror sa cycneusuja sa ranjerruparre.

6 en m.rorp ur vsvp aH npa.rxoK.

4, KJIPIHIIIIIKI,I KAPAKTEPIICTIIKI,I

4.1 Tepanenrcn[ r{HAr{KarIHr{

AZACITIDINE PHARMASCIENCE e IIHALIIIHpaH 3a rperMaH Ha Bo3pacHlr rarlr{eHrr4 Kori He rr4

I{cnoJIHyBaar ycJIoBI4re sa rpaucnJraHraryuja Ha xeMarorroercKu MarlrqHu KJrerKr4 (HSCT) co:
cpe4no-2 I4 BI,IcoKopt43I4qHI4 MLIeJIoAI4cnJracrr4qHr4 cr{HApoMr4 (}n{DS) cnopeA Mefyuapo4nraor
clrcreM 3a nporrrocrr,rr{Ko HyMepurrKo paufr.rpame (IPS S),
xpoHLIr{Ha MLIenoMoHoI{I{rHa leyrerrruja (CMML) co l0-29%o 6nacru Bo KocKeHa
cpN 6es MueJrorrpoJrr4$eparnnuo HapyrrryBarbe,

aKyrHa MLIeJIoI4AHa neyrevruja (AML) co 20-30%o lnacru u none(ecnojua 4ucula-:uja, cnopeA
rracu$uxaqnjura wa Cnercnara 3ApaBcrBeHa oprauusaquj a (C3O),
AML co > 30yo6nacru Bo KocKeHa cpx cnopeA rnacu$uraquiarygffi;^>

4.2 .{ornparue H H.qr.!H Ha ynorpe6" 6*nff;,h
-"-E ,ffiN, ?i'i

Tpernaanor co AZACITIDINE PHARMASCIENCE rpe6a aa ce sa{iqr& n
JreKap r.rcKyceH Bo ynorpe6a ua xeMorepa[eBrcKr{ areHcu. Ilar{ueHrr,\F^fgro

aA3op Ha

Aa6ul'ar
rperr.rpaHH co aHrHeMe'rr4rlr{ 3a raAerbe u nonpartane. 
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Ha.ruH ua ynorpe6a Sonlt:
KpBHI{ la6oparopucKl{ BpeAHocrr\ e 75 mglm2 oA noBprrmHara Ha reJroro, uHjerrupaHa rrorKoxHo,
AHeBHo za7 geua, npocJleAeHa co reprroA Ha oAMop ol 21 leu (28-4ueneH ur{KJryc Ha rperuan).
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Ce upenopauyBa narllreHrr4re Aa ce rpernpaar Mr,rHr.rMyM 6 qunlrycl,r. Tperuauor tpe6a ga ce npoAoJrxr,r
cd AoAer<a narlpreHror npoAoJrxyBa Aar4Ma Koprrcr urrn Ao npofpecraja na 6olecra.

llaqueurure rpe6a ga ce creAar 3a xeMaro.IIoIIrKI{ oAroBop/ror<cuunoct u 6y6pexrrra roKcuqHocr (nu4ra
get 4.4); Moxe6u rte 6ula'r norpe6Hu 3aAollnyBalbe Bo notreroKot Ha cJrerHr4or rlrlKJryc HJrH

HaMaJIyBaIbe Ha AO3aTa, KaKO IIIUTO e OI]UTXaHO nOAOny.

AZACITIDINE PHARMASCIENCE ne rpe6a Aa ce Kopr{crur Har43MeHraqHo co opaJreH a3aqr{ru.qr4H.
flopagu pa3Jrr.rKure Bo H3JroxeHocrq npenopaKl4re 3a Ao3ara H pacfiopeAor 3a opaJreH a3arlurr,rAr.rH ce
pa3rr.rrrHr,r oA oHr{e sa a3a\HTr4Ar,rn sa unjer<ruparre. Ha 3ApaBcrBenr4re pa6ornuqrr r{M ce npenopaqyBa

Aa rO IIOTBpAaT HMeTO Ha JIeKOT, AO3aTa L{ HaqI4HOT Ha aAMpIHLICtpaqraja.

Jf a6 o p am opuc rcu m e cm o e u
Tecrosure sa $yHxrlujara Ha qpHl4or Apo6, cepyMcKl{or KpearvH:aH Lr cepyMcKraor 6rEnap6ouar rpe6a 4a
ce yrBpAar npeA noqeroKor Ha repanajara H npe/{ cexoj qunnyc Ha rperMan. KouuerHa KpBHa cJrr4Ka

rpe6a aa ce HanpaBr.r [peA floqeroKor Ha repanujara 14 KoJrKy ruro e norpe6no 3a Aa ce cJreAr{ pear<qrajara

r,r roKcr4qHocra, Ho Mr,{Hr4MyM, npeA ceKoj rtrrdKllyc Ha rperMaH.

If pua ae o dy e qtu e H a d os am a n op ad u x ervr am oJI oluKa m o Kc uuH o cm

XenraroloruKara roKcuqHocr^e 4e$r.trrapana r<ano Hajuar 6poj 4ocrurnar (nadir')no AareH rlr4KJryc aKo

rpon6oqurure ce { 50,0 x l0'lIu/unu ancorlyreH 6poj ua ueyrpo$unu (ANC) < 1 x 10'11.

3axpenuynanero ce 4erpuuupa KaKo 3roJIeMyBaBe IIa KJrerolrHara r'ulr'uja(rE) ra4e e ga6enexana

xeMaroJrorrrKa roKcurrHocr oA najnaamry noJloBr.rHa oA ancoJryrHara pa3Jrr4KaHa laaAilp r,r noirerHara
BpeAHocr nJryc HaArrp 6pojor (r.e. xpnua cJrr4Ka rrpr.r 3aKpenHyBalbe > HaAr.rp 6poj + (0,5 x [nouerrrra
npe4uocr) - HaAr4p 6poj l).

Ilat4ueumu 6es uauaneua noqemHa KpsHa cruKa (m.e. Eenu Kp6Hu KnemKu (WrBQ) 2 3,0 x tTe/l u ANC >
1,5 x l0'/l u mpoa,t6o4umu> 75,0 x 10"/l) nped npeuom mpemrvraH

,{or<omty ce sa6enexrr xeMaroJrorrrKa roKcuqHocr no rperMaHor co azacitidine, creAHr{or r1r4KJryc Ha

repanuja rpe6a ga ce oAJroxfl{ cd AoAeIta He ce no4o6pu 6pojor ua rponr6oqprrkr kr ANC. Aro
no4o6pyramero ce rocrrrrHe Bo poK o4 14 4eua, ne e norpe6Ho rrpr4JraroAyBarbe Ha Ao3ara. Mefyroa,
aKo 3a3ApaByBarbero He e nocrr,rrHaro Bo poK oA 14 pena, Ao3ara tpe6a Aa ce HarvlaJrlr Bo corJlacHocr co
cJreAHara ra6eta.IIo uo4raSuKarlur,rre Ha Ao3a"fU BpeMerpaerbero Ha rll,rKxycot rpe6a 4a ce nparn na 28

.IICHA.

[Iatrueumu co HaivareHa (m.e. 1enume t{p6Hu tuemKlt (WBC) <3,0 x lIe/l uau ANC
<1,5 x 10e/l unu /J$p e d np suo m m p emrvtatl

ncej;pxo HaMalryBalbero na 6erure KpBlrr,r KJrerKr4 (WBC) ulu
fuuaioi e< 50%0, HJILI floroJleMo oA 50'10, no co no.{o6pyBalbetfior e < 50%0, wnu floroJreMo op,50oh, no co no.4o6pyBarbe

L $u$r,lpa, crreAHuor qr{Knyc ue rpe6a Aa ce oArroxyBakr Aa
J >r,
t cir

flo rperuaror co Azaciti
ANC uru rpona6oqurure
ua roja 6nno 4u$epeuquj

lIHK.nn.rHa HaArrp Bpe.[Hocr flosa Bo CJreAHrror rIHKJryc, aKo
3anpenHyBarbero* He ce flocrurHe Bo
pon oA 14 seun (o )

ANC (x 1071) Tporvr6oqnru (x 10'/l)

<] o < 50.0 s0%
> 1"0 > 50.0 t00%

* 3arpenHynarbe : BpeAHocr > Ha4r4p BpeAHocr + (0,5 x [nouerua BpeAHocf - HaAr.rp npe4Hocr])

He ce [paBH npr{JraroAyBa

Qt-il"P



Axo uarraanyBarbero sa 6erure KpBHr4 KJrerKH WBC r.rnu ANC ranu rpou6oqurure e noroJrenao oa 50%
o1 ouoj npeA TperManot, 6e3 nogo6pyrame Ha 4raSepeHqrajaqujara Ha KJreroqHrlre rrHlrrl, cJreAHHor

ULIKJIyo ua repanuja co Azacitidine Pharmascience rpe6a Aa ce oAJroxu cd AoAer<a ue ce no4o6pu 6pojor
ua rpou6oqr4rpl vr ANC. Axo 3aKpellHyBarbero ce rocrr{fHe Bo poK ol 74 AeHa, He e norpe6no
[pI{JIaroAyBaIbe Ha Ao3ara. Mefyroa, aKo 3a3ApaByBarbero He e rrocrr{rHaro Bo poK oA 14 geua, rpe6a 4a
ce yrBpALI I{eJIyJIapHocra Ha KocKeHara cpx. AHo qenyrapHocra Ha KocKeHara KocKeHa cpx e > 50Yo, ne
rpe6a 1a ce npaBar nplzJlaroAyBalba Ha Ao3ara. [oxomy qeJryJrapHocra Ha KocKeHara KocKeHa cpx e <
5002, rperuauor rpe6a Aa ce oAJroxpr h Aa ce HaM€uru Amara Bo corJracHocr co cJIeAHarara6eta:

* 3a:4panynarbe : BpeAHocr > laa1lzrp 6poj + (0,5 x [nouerHa BpeAHocr - HaAr4p 6poj])

flo rrao4nSuKaIII{I{Te Ha Ao3ara, BpeMerpaerlero Ha cJreAHr4or rlrrKJryc rpe6a 4a ce Bparr,r sa28 Aeua.

IIoce6uu nonynauuu
Ifocmapu nqqueHnlu
He ce npeuopaqyBaar orequ$uuuu [pr.rJraroAyBar+,aHa lo3ara 3a nocrapr.rre Jrr4rla. Era4ejrfua nocrapr{re
raI{LIeHrI4 r4Maar noroJleMa nepojarHocr Aa prMaar HaM€ureHa 6y6pexna $yuxquja, uoxe 4a 6ra4e
Kopr.rcHo Aa ce cJreAr{ 6y6pexnara $yurcquja.

Ila4ueumu co 6y6pecrcuo outmemylarbe
Azacitidine Mox{e Aa ce aAMI4HI4crpLIpa xaj naqueurrz co 6y6peNHo orxreryBarre 6es npr4JraroAyBarbe Ha
IlollerHara gosa (nu4u ael 5.2). ,{orcorxy ce nojaoar Heo6jacueru HaMa;ryBarba Ha HraBoro Ha
cepyMcKl4or 6urcap6ouar Ha rroMaJrKy o4 20 mmol/I, gosara rpe6a 4a ce HaMaJrr{ sa 50yo Bo cJre.4Hrror

UI,IKJIyO. ,{orolry ce nojanar neo6jacnerz noKaqyBa}ba Ha cepyMcxuor Kpearr{HuH r4trr4 a3or Ha ypea Bo
rpnra (BUN) ao > 2 naru HaA nor{erHara BpeAHocr 14 HaA ropHara rpaHr4r{a Ha HopMaJrara (ULN),
0JIeAHI,IOT IIHKJIyC rpe6a Aa ce oAJIoxyBa ce AoAeKa BpeAHocTHTe He ce BpaTaT Ha HopMaJrHpr r4rrpr

nor{erHl{ I,I Ao3ara rpe6a 4a ce HaM€uru sa 50Yo Ha cJreAHHOr rlr.rKJryc Ha rperMaH (vuau net 4.4).

[Iaqueumu co owmemyeerbe Ha qpuuom dpo6
He ce cnponeAeHl{ o$uqr,rjanun cryApru raj naqueHu.{ co otrrreryBarbe HaupHrrorgpo6 (ulgra rcn4.4).
Iaqueurure co cepuo3Ho ollrreryBarbe Ha qpHr,ror 4po6 rpe6a BHHMareJrHo Aa ce cJreAar 3a HecaKaHr4

HacraHI4. He ce npenoparlyBa cnequ$uuua rr.ro4uQrlxaquja Ha noqerHara Ao3a 3a nar{r{eHTrd co
olxreryBalbe Ha IIpHI{or Apo6 npe4 [oireroxor Ha rperMaHor; nocJreAoBareJrHr{re uo4u$uHarlvkr Ha

Ao3ara rpe6a Aa ce 3acHoBaar Ha xeMaroJrorrrKr4re ra6oparopucxlr BpeAHocrt4. Azacitidine
Pharmascience e KoHrpaIrHAI,IqupaH r<aj raquenru co HanpeAHpr MaJrr{rHlr xe[araJrHu ryMopr.r (nu4u 4en
4.3 u 4.4).

II ed uj ampuc rca nonyt aquj a
Fe:6e4Hocra rE e$uracHocra Ha Azacitidine Pharmascience r€i
yrrrre He ce yrBpAeHr4, MonaeHralHo AocranHnTe noAarour{ ce orru
Moxe Aa ce AaAe nperopaKa 3a Ao3Hpalbe ':

Ilely.rrapuocr Ha Koc*e'aru
cpx(

[o:a no cJreAur.ror rlrrKJryc ano 3a3ApaByBarbero ce rrocrrrrHe Bo pot
oal4 seua (o )
3a:Apaeysalbe* < 2l aes 3as,4panvsau,e* > 21 aeH

15-50% r00 % 50%
<15Yo r00 % 33%

ffi:,,:h
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Haqun na ynorpe6a
PeroncruryllpaHl{or Azacitidine Pharmascience rpe6a 1a ce uujermpa rrorKoxrHo Bo HaAJraKrr4r{ara,
6yror unu croMaKor. Mecroto sa znjentupame tpe6a Aa ce porrapa. Hoeure uujercqr,ru rpe6a ga ce AaAar
uajnranrcy 2,5 cm oA nperxoAHoro Mecro H HraKorau Bo Mecra KaAe rxro Mecroro e HexHo, co
MOApLTHKT{, rIpBeHO r4Jrr.r CTBpAHaTo.

flo peHoHctury4ujara, cycnen:ujara ne rpe6a 4a ce $unrpupa. 3a yrrarcrBa 3a peKoHcrrnyurEja na
JreKor npeA ynorpe6a, Br,rAlr Bo 4en 6.6.

4.3 KonrpauHgr{KarluI,t

flpeoceunnocr Ha aKTI{BHara cyncrauqlrja r4lrr4 Ha roj 6rnuo oA noMorrrHr.r cyncrafrqr,rre HaBeAeHr4 Bo .qeJr

6"1.

Hanpe4Hu M€urrrHrr xerraraJrHr4 ryMoprr (yugu gel 4.4).

loeme (nuau 4er 4.6).

4.4 lloce6nu rpeAyrrpeAyBarba rr MepKH Ha rrperna3JrrrBocr npu ynorpeda

Xelrarorourra toxcuqnocr
Tperltanor co azacitidine e noBp3aH co aueuuja, Heyrponenuja u rpolr6oqu'roneurEja, oco6eHo Bo reKor
Ha npBl{re 2 ryut<tycu (nra4r,I 4er 4.8). Tpe6a Aa ce HanpaBr4 KoMrrJrerHa KpBFra cJrr4Ka KoJrKy rrrro e

norpe6uo 3a Aa ce cJIeAI4 peaxqujara II ToKcI4tIHocra, Ho 6aperra npe4 cexoj qrdKJryc Ha rperuau. flo
aAMr4Hl,Icrpaqujara Ha npenopaqaHara Ao3a 3a npBr4or rlr4KJryc, Ao3ara 3a nocJreAoBareJrHr4Te rlr,rKJrycu

tpe6a ga ce HaMaJrH urrpr Aa ce oAJIoxI4 uejerauara aAMprHr.rcrpaquja np: ocHoBa Ha HaAr{p 6pojor u
xeMaroJloruKr.Ior oAfoBop (euAlI Aer 4.2). flaryueHrute rpe6a ga 6ugar coBeryBarru BeAHarx ga nprajanar

$e6punuu eIIH3o.qu. llaqueurnre I{ iIeKapI4Te, I{cro raKa, ce coBeryBaar Aa EHHMaBaar Ha 3Harlu rr
cr{MnToMr{ Ha KpBaperbe.

Xenaraffro orurerysarbe
He ce crrpoBeAeHl4 oQIaqrzjanHI,r cry4nr4 xaj naquenrn co orrrreryBarbe Ha r{pHr{or apo6. IlaqveHrr{ co
roJIeMo ryMopuo onroBapyBalbe nopaAlz MeracrarcKa 6orecr, e nprEjaneuo AeKa Aoxr.rBeaJre
rporpecl{BHa xenaraJrHa KoMa I,I cMpr 3a BpeMe Ha rperMaHor co azacitidine, oco6euo rcaj rarnu
narllteHrl{ co roilereH cepyMcKl{ ar6ytr.tI,tH <30 g /1. Azacitidine e r<oHrpautAuL\LrpaH raj naquenru co
HanpeAHrr M€rJrr4fHH xerraraJrHr.r ryMopr{ (wrgla 4er 4.3).

Ey5peNno OIrrret)'earre
Ey6peNnu aHoMarturv rcor,r ondraftaat oA tloKaqeH cepyMcKr4 Kpearr4Hr4H 4o 6y6pexna raHcy$uqrzeuquja u
cMpr ce :rrpujanenu rcaj raqueHrl4 rperr{paHl{ co r{HTpaBeHcKr{ azacitidineso nou6nuaquja co ApyrH
xeMorepaneBrcKr{ arescu. lloxpaj roa, 6y6peNna ry6ynapHa arIHAo3a, 4eSuuupaHa KaKo rraA Ha

cepyMcKllor 6ulcap6onar lo <20 rnmol/l noBp3aHo co anxarrHa ypurra r4 xurroKaJrerr,ruja (cepyrracrr,r

Kanr.ryM <3 mmol/l) pa3Br4eHa Kaj 5 rIrIIa co xpoHurrHa Mr4eJroreHa neyrcerrrrzja (CML) rperr{paHa co
azacitidine H eron o3HA. gojarat neo6jacHeu,r HaMaJryBalLa Ha cepyMoKuor 6urap6onar (<20
mmol/l) r{Jrr4 noKa
a4rultrucrpaquj ara

or Kpearr.rHprH ulrkr BUN, 4oaara rpe6a Aa ce HaMarrH ulrpr
4.2).

llaqueHrure
ll'/ [r!
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llaxo He 6lrne sa6erexaHr{ KJrr4HrdqKr4 peJreBaHrHr4 pa3Jrr,rKrl no $perneuqujara Ha HecaKaHr{Te peaKrlr.rr4

uorr.tefy cy6jexrure co HopMaJIHa 6y6pexua Syurquja no cuope46a co oHr4e co 6y6peNno orrrreryBarbe,
naql{eHrl{re co 6y6pexuo orureryBarbe rpe6a BHr,rMareirHo Aa ce cJreAar 3a roKcr4sHocr 6rn4ejftra

azacitidine u/uru nerosure lrera6orr.rrrr ce rrcJraqyBaar rrpBeHcrBeHo npeKy 6y6pesure (vuyu pn 4.2).

Jla6oparopucxu recrosg
Tecronure sa Syuxqr,rja.ra Ha rlpHr.ror 4po6, cepyMcKrror Kpearr{Hr{H rz cepyMcKr{or 6uxap6ouat rpe6a aa
ce yrBpAar npeA floqe:roKor Ha repanujara u npeA cercoj uurcnyc Ha rperMaH. Tpe6a Aa ce HarrpaBr,r

KoMnJIerHa KpBHa oJII4ICa npeA noqeroKor Ha repanujara r.r KoJrKy rrro e norpe6uo 3a Aa ce cJreArr

pearcqujara I{ ToKcnrrHoora, Ho Mr{HprMyM, npe4 cexoj r{HKJryc Ha rperMaH, BkrAukrcro raxa 4el 4.8.

Cpuesu u 6eroapo6Hz :ra6orynana
Iaqueurure co ucropuia Ha rerrrKa KoHfecrrdBHa cpqeBa cra6ocr, KrrnHr*rKrl uecra6ulua cpr{eBa 6onecr
unu 6ero4po6ua 6onecl 6ure prcKryqeHu oA KryqHr.rre cryAr.ru 3a peu.rcrparluja (AZA PH GL 2003 CL
001 u AZA-AML-00l) u saroa 6eg6eAHocra u e$uxacuocra Ha azacitidine raj onue rar.{HeHrr.r He ce
yrBpAeHI4. HeoAauueruHl{Te noAarorlu oA Krr4HurrKaracry4krJa xaj naquenrr4 co no3Hara uuopuja na
KapAl{oBacKyilapHu lrrm 6ero4po6Hrz sa6oryBarua [oKaxaa 3HarrurelHo 3roJreMeHa r{HrIr4AeHrIa Ha
cpIIeBH HacraHI,I co azacitidine (su,4u aeir 4.8). 3aroa ce npelopaqyBa Aa ce 6uge npern€BJrr{B Kofa ce
nperlulxyBa azacitidine xaj onue natllleHrr{. Tpe6a Aa ce 3eMe rrpeABr4A KapArrorryJrMoHrurHara rrporleHKa
npeA r.r 3a BpeMe Ha TperMaHor.

Herporugupaqxu dacuuuruc
Hexporusupauxu Sacquurl,Ic, BKryqLIreJrHo u $ararurz cilyqau, ce npujanenu raj naque+ru rperupanr4
co azacitidine. Tepamnjar:a co azacitrdine rpe6a 4a ce lpernne rcaj naqrzeHrr{ Kor.r pasBr.rBaar

HeKporu3r.rpaurcra Qacqravrvc 14 rpe6a ne4Haru Aa ce 3arroqHe co cooABereH TperMaH.

CuHApoM na il{sa Ha ryllop
IlauueH:rure co pr{3r.rK oA cr4HApoM Ha rkrsa Ha ryMop ce oHr{e co Br{coKo ryMopHo onroBapyBa}be npeA
TperMaHor" Onue naqueHru rpe6a Brrr{MareJrHo Aa ce cJreAar 14 Aa ce [peB3eMar cooABerHr,r MepKu Ha

npeTna3iILIBocT"

CrEuaporvr na anOepenuraj aurzj a
flprajaneuu ce cJllqau Ha cLIHApoM Ha 4rzSepeuqujaquja (ucro raxa rro3Har KaKo cr.rHApoM Ha
perl4Houi{Ha ruceruHa) xaj naqueurl{ Kor{ [pr,rMaar a3arlr4rr4AuH co unjercrlrpame. CraH4poMor Ha

4u$epeuqujaqraja Mo)r(e ra 6ule $arareu, a clrMnroMr{re u KJrr4Hr{rrKr{re HaoArj
pecluparopeH Ar,rcrpec, nyJrMoHaJrHrr rzuQunrparu, TpecKa, ocurr, nynMoHaJreH eAeM,

6pso sroleuyBalbe Ha reJrecHara rexrrHa, nJreBpaJrHr4 rtsrrr4Brr, nepr,rKapAHu vrgJrprBpr,

6y6pexna 4rac$yuxquja (sn4u ael 4.8). Tperuauor co BHcoKH 4o:r.r ua IV
xeMoAHHaMcKr4 MoHuTopnur rpe6a Aa ce 3eMar npeABr{A lrpu npBr.ror noqeroK Ha

3Harlr4re ruro yKDKyBaar Ha cr4HApoM ua 4ra$epenqujaquja. Tpe6a Aa ce pa3M

npeKI4HyBaIbe Ha a3aIIilTr4AkIH 3a I4HJeKTr4parbe AOAeKa He Ce noBJreqar Cr.rMITOMTZ

npo,qo Jrxr.r, ce npenoparryB a nperna3JruBocT.

4.5 I{urepanquja r:o gpyrn JrenoBrr H Apyru $opuu HaHHTepaK{ujri.

Bps ocHona Ha uH 6umpo rroAarorlu, lrera6orta3Mor Ha azacitidinece quHl.r AeKa'He
IIHroxpoM P450 usoeHsuun (CYP-u), UDP-rnyKypoHo3r,rrrrpaucSepa":u (UGT-u),
(SULT-u) H rJryrarr{oH rpauc$epa":rn (GST-u); r4HrepaKrlr{Hre rroBp3aHlr co
uera6onugupaar in vivo ce cMeraar 3a MaJrKy nepojatrn.

e co ilocpeAcTBo Ha

cyn$orpancifepasu
OBI4E EH3HMI,I KOI{
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Knunuqrure :Hauajuu uHxra6utopurr Hrrn r4HAyKTr,rBHr4 eQerrra sa azacitidine Bp3 qraroxporr,r P450
eH3r{Mr{re ce MaJrKy nepojarnu (nu4w gen 5.2).

He ce cnponeAeHlz o$uqujanuu KrHHI,IrrKu cry1.prlr 3a r4HTepaKrlujayaJreKoBrr co azacitidine.

4.6 Il.nognocr, 6pe*renocr n .narraquja

XeHr{ Ha penpoAyKru pacr / Konrpaqenuuja naj uaxu u xtenrE

Xeuure co penpoAyKrprBeH noreHqnjan Mopaar Aa Kopucrar e$zrcaura KoHTparlenquja za BpeMe r4

najrraanrcy 6 uecequ IIo rperMaHor. MaxIEre tpe6a 4a ce coBeTyBaar Aa He 3aqHyBaar AoAeKa rrpraMaar
repanuja I{ Mopa Aa Kopl{craT eQuracHa KoHrpaqenquja za BpeMe ulu Hajualny 3 uecequ lo
TpeTMaHOT.

BpeueHocr
Heua cooAnerHra noAarorlr{ 3a ynotpe6ara ya azacitidine xaj 6peueuu )rceHrr. CryAuure Bp3 rrryBrlr,r
noKaxaa roKcr{qHocr Ha penpoAyKrr,rBHocra (uz4r.r 4el 5.3), Iloreuquja-rruuc,r pr.{3r4K :a lyfero e

Heno3Har. Bps ocuona Ha pe3yITaTI,Ire o.{ cTyAr4r4Te Bp3 xr4BorHr4 u HefoBr{or MexaHr{3aM Ha
gejcrnynarre , azacitidine ue rpe6a Aa ce KopI{crI4 3a BpeMe na 6peuenocra, oco6euo 3a BpeMe Ha npBuor
rpliMecrap, ocBeH aKo ue e jacuo norpe6uo. flpe4uocrure Ha rperMaHor rpe6a Aa ce cnopeAar cnopeA
MoxHr,ror pH3r{K sa Qerycor no cexoj noeAuHer{eH cnyuaj.

.IIoeme
He e no3Haro AaJII{ azacylidine uera6olurure ce r,BJraqyBaar Bo uajuunoro MJreKo. flopa4u
noreHqujannu cepr{o3Hr.r HecaKaHI4 peaKlluu naj 4oeHuero, AoeFbero e KoHTpar{H,{Hur,rpaHo 3a BpeMe Ha

r ep anuj ar a co azacitidine.

TlnoAHocr
Heua noAarourr sa qoBeKor 3a nnr.tjauue:ro na .. azaqitidine Bp3 nJroAHocra. Kaj xr{BorHr{re,
AoKyMeHrr4paHrr ce HecaKaHrr peaKIII4H sa ynorpeOara na azacitidine nps rrJroAHocra xaj uaxure (nra4u

ael 5,3). llpe4 4a 3anoqHere co rperMaH, Ha MaIIIKI{re naqrreHrr,r rp.e6a 4a r,rM ce coBeryna,qa no6apaar
coBeT 3a cKJIaAHparbe Ha cnepMaTo3ol{Al4. 

,,, 
, 

. 

,

4.7 DQetcrn nps cuoco6nocra 3a Bo3erbe r{ yrpaByBarbe co Ma[rrrHn

Azacitidine r,rMa MaJro r.rJrr4 yMepeHo nnujanrae nps cnoco6uocra 3a Bo3erbe r.{ ynpaByBarbe co Marrrr.rHu.

3a6enexano e 3aMop rrpr4 yrorpe6anaazacitidine.3aroa, ce flpenopaqyBa [perra3JrrrBocr npr,r Bo3erbe
r.rJrH paKyBarbe co MarrrHHr{.

4.8 Hecar<anu 4ejcrna

flpernen na 6eg6e.{noqrzor npo&un
Bospacua nonynaquja co MDS, CMML uAML (20-30% 6nacmu eo rcocrceua cpcrc)

Hecarauu peaKIII4r4 3a Kor{ ce cMera 4era 6une lrnra nepojarHo noBp3aHrr co aAMr.rHuwpa4uja na
Azacitidine Pharmascience, ce nojanune xaj 9lllo oA lrarlHeHrr.rTe.

Haj.recrtrre cepr4o3rrr,r HecaraHrt KryqHara cry4uja (AZA PH GL 2003 CL 001)
BKJryqyBaar $e6punHa He (2,3yo), KoI4 l{cro rar:a 6une npujaneHrz eo
npuApyxHure cryAl{n (CAIGB
ary Alrrt BKJryqyBaar un$ er<qun

ceprao3Hr4 r{ecaKaHla peaKrlr.{H oA osrae 3
(0,8%) n nHennaoHuja (2,5%o) (ueron co
ilpeocerJrr4Bocr (0,25%o) u xeuoparuuuu

Z bo v'v J.O
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HacraHpl (sa np, qepe6panua xeuoparuja [0,5yo], racrpouHrecrr{H€urHo KpBaperbe [0,8%] u
nHrpaxpauraj aJrHa xeMop aruj a 10,5%l)).

Hajuecro npujaneuu HecaKaHr{ peaKrlr.{u co rperMaH co azacitidine cexeMaroJrorrrKrr peaKrluu (71,4o/o),
nrnyuynajrfu.r tpou6oquronenuja, ueyrpoueHuja r.r leyr<oneuuja (o6uvno Creneu 3-4),
facrpoI,IHrecrI4HaJIHI4 HacraHI{ (60,604), nrnyrynajrfu raAerbe, ronpatrame (o6rauuo CreneH l-2) ntm
peaKIII4H Ha Mecroro ua uujexrnparae (77,7%o; o6uquo Creneu 1-2).

Bospacua nonyna4uja Ha snpacm od 65 zoduuu uJru nocmapa co AML co > 30% 1nacmu 60 KocKeHe
cp)tc
Hajuecrrare cepuo3nlr HecaKaHr{ peaKrlrru (> l0%) ga6eleNauu oa AZA-AML-O01 so paMKr{re Ha
rpynara racnurauur\u co rperMaH na azacttidine nxlyuynaar Qe6puirHa Heyrponeur,rja (25,0yo),
nnennroHuja (20,3%) u rmpexcuja (10,6%). Apyrel noperKo npujanenu cepuo3nr.r HecaKaHrz peaKqr.rrr Bo
paMKVre Ha fpynara I,IoIII4raHI4IIu co rperMaH sa azacitidine BKJry{yBaar cetca (S,IYo), auettuja (4,2yo),
HeyrponeHl{LlHa cenca (3,0Yo), uuQexquja Ha ypr{HapHuor rpaKr (3,00h), rpou6oquroneuuja (2,5oA),
ueyrponenraj a (2,IYo) ), qelyluru c (2,7%o), BprornaBr{q a (2,I%) Lr ALrcrHea (2,1%).

Hajuecro npnjaneHu (> 30%) HecaKaHI{ peaKur{u co rperMaH co azacitidine 6ure racrpouHrecrvHarrHrr.
HacraHv, BKJIyII,ITeJIHo I,I 3aneK (41,9yo), raAerbe (39,8%) u gujapea(36,9%o;o6uuno Creleu 1-2), onunu
HapylxyBalba Lr cocroj6u Ha Mecroro Ha aAMrrnnwpaqujar4 BKJryqr4reJrHo nupexcuja (37,7%; oOuqso
Crenes I-2) n xeMaroJrolxKr{ HacraHV, nrnyryeajftu Qe6punua ueyrponeHuj a (32,2%) u uey:rponeuuja
(30,IYo; o6nquo Crelen 3-4).

Ta6erapes cuucorc na necaxauu pearuuu
Ta5enara 1 no4ony ccfApxu HecaKaHI,I peaKr{r{n [oBp3aHH co rperMaH co azacitidine 4o6raeuu o4
TJIaBHI{Te KJrrrHr{r{Kra cry4uu sa MDS u AML 14 HaA3op no craBarbero Bo flpoMer.

@pernenqulrre ce 4e$ranvpaur KaKo: M 1/10), uecru (> 1/100 no <1/10); rroMarrKy uecrrz (>
l/1,000 Ao < 1/100); perKn ((> l/1 iMHory perKlr (<1/10,000); Heno3Haro (ne uoNe
Aa ce npoqeHr.r oA AocT'anHr.rTe cexoja rpyna na Qpexnenqur{, HecaKaHrlre

AeJCTBa Ce [peTCTaBeHr{ BO OA '. Hecaranure peaKrlr{ri ce npercraBeHu Bo
raoeJraTa noAoJry cnopeA HaJ

cryAur|.
e)r(aHa Bo KoJa or{Jro oA HIaBHrrTe KJrr4HrrlrKr4

DHFb
Bor
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Ta6e.na 1: Hecarcasu peaKqur{ rrpujanenu naj naquentn
azacitidine KJII{HIlqKH 'IIHI1I H N HT

MDS ulrn AML rpernpaHrr co

HQexquu n
uQecraqnu

nenuouuja*
BKlyrryBaJKH BKJrr{VTeJIHO r{

npycna n ra6uuua),

, unQercquja
a pecnr4paropHr,ror

rcr (ornyuyna
u 6pouxl.rruc),

uSer<quja na
pnHapHr.{or TpaKT,

BepTr,rKyJrr{Tr4c,

nuHa uuQerquja

Ht4TVrC, Xepnec

MIIJIeKC,

H$er<quja na

porr.r3r4paq

Qacquuruc

EOTIJIA3MII

BKryqyBaJKu
H TIOJIIIIII

.pyrrryBar+,4 Ha
BTA H

uuQnuor
I{CTCM

eyrponeuuja*,
eyrponeuuja,
yxoneHr.rja,

anquroreHlrja*,
apymyBarbe
AKOCKCHATA

IIIVBAIbA,HA

pyrrryBaF,a Ha
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Kraca na
)pfaHcKra
}IICTCMI{

MHory qecrr{ {ecrn rIoua.nxy
qCCTH

Perxu HenosHaro

biyopexHr r
rpI{HapHH
IapyrryBarba

Jy6peNna
rncy$uqueu{uja*,
(eMarypHJa, noKaqeH
)EOVMCKI4 KDCATPIHIIH

)yopexHa
ry6y"rrapHa
rur{A03a

0nrurn
HapyrryBarba r!
cocroj6n Ha
uecToTo Ha
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rupexcuja*, 3aMop,
tcrenuja,6orra no
'paAr.rTe, epr{TeM Ha
VIeCTOTO Ha
mjexruparre,
iorxa so Mecroro
ra ranjexrupame,
)eaKrlrdJa Ha
yIOCTOTO Ha
nrjercrupane
HEO,IIDC.IICHO)

v{OApI,IHKI{., XOMaTOM,
.rHAypaur,rJa, ocr4n,
lpypr.rryc,
locnaJleHr{e" nooMeHa
{a ooJaTa, HoAyJr r4
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IIa
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(eMoparr.rJa Ha
vIOCTOTO Ha KaTeTepOT

{eKpo3a Ha
{ecToTo Ha
mjerrupa
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VIeCT0TO Ha
aujermupa
+e)

[4cunrynarra laMaryBarbe Ha
ICJIECHATA TEXI{HA

* : pemo ce npujaneuz QaranHu cily.uav.
u = B[Aere rcn 4.4

Onuc na cenexrnpauz necarcasu pearcuuu

Xea am o n oruKu H e c aKaHu p e aKr4uu

Hajuecro npujaneurare (> I0%) xeMaroJIoIIrKH HecaKarrr4 AejcrBa rroBp3aHr4 co rperMaHor co azacitidine
BKryr{yBaar auertuja, rpou6oquroteunja, ueyrponeuuja, rpecKaBr{qHa Heyrponenuja u leyronenuja u
oOuqno 6IEle Crenen 3 Ao 4. flocrou noroJleM pI,I3r,rK oBr4e HacraHpr Ia ce nojanar Bo reKor ma npsure 2
uI{KJIyCI4, IIO IIITO Ce janyraar CO nOMaJra spennenqraja naj laqr.reHTr4 co npaftarre Ha xeMaroJrorrrKara

$yurqraja. Co noeeftero xeMaroJIoIrIKH HecaKaHr4 peaKrlr,ru ce peuraBaJre co pyrr.rHcKo cJreAerbe Ha
KoMIIJIeTHa KpBHa cJIHKa H oAJloxyBarbe Ha aAMl{Hucrpayujan va azacitidine Bo cireAHr{or qr{KJryc,

npo$unar<ruqr<u auru6uorLIIII4 ulunu crurvtynlpar{Kr4 Sanrop Ha paor (na np. G-CSF) 3a Heyrpoilenula u
rpanc$y:rara sa aneuuja ulu rporu6oquroneHuja, KaKo urro ce 6apa.

tr4uQercquu

Muelocynpecujata Mo)Ke Aa AoBeAe Ao Heyrponeuuja u 3roJreMeH plr3rrK o4 nnsercquja. CepuosHrz
HecaKaHH peaKIII{I4, KaKo Ixro ce cerca, BKryr{ATerHo I,r HeyrponeHur{Ha cerca H nuenuouuja, 6utrc
npujanenu xaj naqueHu4 KoI{ tlpr4Mate azacitidine, Herou co $araneH l{cxoA. }lnQercqzure Moxar Aa ce
pemar co ynorpe6a ga au:uEIruSeKrI4BHI{ cpe,4crBa niryc crr{MyJrupat{Kr4 Samop Ha pacr (ua np. G-CSF)
:a Heyrponeuuja.

Kpaapen'e
Kpaaaerre Moxe Aa ce nojanu naj rraqveHrr{ Kor.r npr,rMaar azacitidine. llprajanenrz ce cepr4o3Hr.r HecaKaHrz
peaKqr{r4 KaKo Baperbe H r4HrpaKpaHujanua xerr,roparuja. Ilaqueurure rpe6a ga ce
cJreAaT 3a 3HaqLI U C , oco6euo oHHe co sefte nocroe.ma r:pou6oquroneHr.rja ulz
rpou6oquroneuuja

Ilpeocemnueocm
flprajareHu ce
Ha peaKqnja crurr

iruBocr raj naqneuru Kor.r npr{Maar azacitidine. Bo cnyuaj
MaHor co azacitidine rpe6a BeAHarx Aa ce ilpeKHHe r.r Aa ce

3anorrHe co coo.[
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Hecoxauu peqn4uu He Ko)rcarna u nomKoctcuamo mKu6o
floronerr,tlaor Aer oA Ko)rffiri rr rrorKoxHr,r HecaKaHH peaKrlr{u 6ule nonpsauu co Mecroro Ha
uHjerruparre. Hrzry eAHa oA oBHe HecaKaHr4 peaKrlr.rrr He AoBeJro Ao [peKrcHyBarle Ha azacitidine ntm
HaMaJIyBaIre Ha Amara ua azacilidine Bo KJryqHr.rre cryAr,rn. Ioroleuuor AeJr oA HecaKaHr{re peaKrlr4r.r ce
cryr{Hfle Bo reKor Ha npBI4Te 2 qutcnycu Ha rperMaH u uMarre reu4eHquja Ia ce HaMarryBaar co cJreAHr,rre

IILIKJIy0U. 3a norroNuu HecaKaHI{ peaKllliri, KaKo rrrro ce ocun/socnaleHue/npypr4Tyc Ha Mecroro Ha
IzHjerutparre, ocl{n, epureMa u tezuja Ha Koxara Moxe Aa e norpe6uo rperr{parbe co
ilpu,qpyxHaTepatujao KaKo [ITo ce aHTr{XrrcTaMprHrlrfr4, KopTr{KocTepor{Ar{ r4 HecrepoHAHr,r
aurunHtplauaropHl{ JIeKoBI{ (NSAID). Osue Koxuu peaKrlr{u rpe6a Aa ce pa3JruKyBaar o4 r.rH$erquu na
MeKI{Te rKuBa, KoI{ ror{eKorau ce janynaar Ha Mecroro Ha uujexr:upame. Zutfexqur,r Ha MeKHTe rKr{Ba,
nxnyrynajrtu IIeJIyJII4TH0 I,I HeKporpr3r4paqKr.r Sacquuruc Bo perKr4 crr.q'qaT ruro AoBeAyBaar Ao crupr, 6ule
npujareuu co azacitidine no craBarbero Bo rrpoMer. 3a r<luHuqro ynpaByBarbe co nH$exurBHr{ HecaKaHr4
peaKr{rrr4, Br4Au Aer 4.8 lt4HQercqrarz.

Tacmp ouum ecmuHcutHu H.e c aKaHu pe aKt4uu
Hajuecro npujanynauure racrpol,IHTecrr{H€urHr4 HecaKaHH peaKqprr{ noBp3aHr{ co rperMaH co azacitidine
BKJIyT{yBaar 3aIIeK, lujapea, raAerbe Ia nonpartane. Osue HecaKaHr4 peaKr{r{H 6ule rperr{paHrz
clrMnroMarcKl{ co aHrl{eMerl{uu 3a raAerbe rE nonpartame; aurn-gwjapea sa aujapea u rraKcarr4su ulunu
oMeKHyBaqrr Ha cToJrHrIaTa 3a 3aneK.

By 6p ecrcuu H e caKaHu p e aKquu
Fy6peNuu aHoM€uII4LI, no.ruynajftu oA noKaqeH cepyMcKr,r Kpearr.rHr{H r.r xervlarypuja go 6y6peNua
ry6ynapua aql4Ao3a, 6y6peNna rEncy$ltqIaeH\uja u cMpr ce npujaeeun xaj naquenrr4 rperr{paHr.r co
azacitidine (suau gen 4.4).

Xenam anuu H e c aKaHu p e aKquu
IIaqIaeHrH co BIicoKo ryMopHo onroBapyBarbe rropaAu MeracrarcKa 6orecr e npujaneno AeKa AoxrlBeurJre
xenaraJlHa nncyQuqueHqr.rja, nporpecr{BHa xerrar€urHa KoMa r{ cMpr 3a BpeMe Ha rperMauor co
azacitidine (nr.r4n 4en 4.4).

Cp4eeu HacmeHu
llo4aroqure oA KJIHHHqKr.rre cryArzu rrrro oBo3MoxyBaar 3anr{[ryBarbe Ha narlrreHTr4 co rro3Hara
r.rctopuja Ha KapALIoBaoKyiIapHI.{ unu 6ero4po6uu sa6oryBarba [oKaxaJre 3roJreMyBarbe Ha cpr{eBr{re
HacraHII xaj naqueuru co HoBo 4rEjarnocruqvpaHa AML rperupaHa co azacitidine (nugn ryer 4.4).

Ilocmapa nonynat4uja
zlra orpaulrqeHr{ AocrarrrrrE 6*6e4uocHra uu$opua\uu sa azacitidine xaj naqueuru
I5,9%] nar{r{eHrr{ > 85 ro4uHu rperr,rpaHr{ ro Crygujara AZA-AMI--0O1).

II e d uj ampuc rca no nyn at4uj a
Bo Cry4ujara AZA-JMML-0OI, 28 ne4zjarpucru naqrEeHru (o4
6nne rperupaHr{ co a3aw4rnqrrH sa MDS (n : 10) unu jyneuulna
(n = 18) (rra4ra gen 5.1) .

I lrecerl Ao
MHEJIOMOI{O

noBp3aH co rperMaHor. Hajuecro upujanenu HecaKaHH 4ejcrna r<aj rleJroKynHara te1ujutpucxa
nonylaquja 6ea nupercraja, xeMaroJrorrrKv HacraHv nrcnyrynajftil auewuja, lporra6ofirarotettuja u
Qe6punna ueyrponenzj a14tacrpor4Hrecrr{HiurHnHacraHr4 nr<n}^rynajfu,r 3afreK r,r nonpaftane.

l1



Tpojqa (3) ucnuraurdrlr.r Aoxr{BeaJre
(nupercnja, nporpecuja sa 6orecTa rz

r{Terr HacTaH oA rpetMaHoT rrrro AoBeAe Ao npeKr4H Ha JTeKOT

a6,qouuualsa 6olra).

Bo Cry4Izjara AZA-AML-}}4, 7 ne4r,rjarpracru Rarlr4eHrr.t (ua nospacr ol 2 to 12 ro1uuu) 6ea
rperl,IpaHl4 co a3aIII4rHAIzH sa AML npl4 MoJIeKyJrapeH peJranc no rrpBara rleJrocHa perv.ucuja [CRl] (nzara
aen 5.1).

Cure 7 uaqlzeHrl4 Aoxl{BeaJle uajualrcy 1 Hecaxall HacraH noBp3aH co rperManor. Hajuecro npujaneuu
HecaKaHI,I 4ejcrna 6une neyrponeultja, raAeme, reyxonenuja, rpou6oquroneuuja, gujapea tr 3foJreMeHa
ailanr4rr aMl{HorpaHc$epa:a (ALT). finajqa [aqHeHrI{ AoxnBeaJre HacraH noBp3aH co rperMaHor rxro
AoBeAe Ao npeKrlH Ha Ao3ara (Qe6pulua Heyrponenuja, HeyrponeHrEja).

He 6ea ugeHrraQuryBaHl{ HoBpI 6es6eAHocHV cpffHarrv raj orpanuueHr{or 6poj neaujarpucKrr narlr{eHrr{
rperl,IpaHl{ co asaIlI4rLIApIH Bo reKor Ha KJrrrHr,rqKara cryguja. I{elor<ynnuor 6es6e4uocen npo$ul 6ul
KoH3rrcreHreu co oHoj Ha Bo3pacHara nonynaquja.

Ilpujasysarbe Ha Hecarauu aejcrsa
flpltjanynarrero Ha HecaKaHLIre 4ejcrna no 4o6unarre Ha o4o6peHlre 3a cTaBarbe Ha JreKor Bo npoMer e
oA roJIeMa BaI(Hocr. Ha onoj HaqI{H ce o6ee6e4yBa I(oHTr.rHyHpaHo cJreAerre Ha Koptrcra Hacnporr,r
pI{3I4Kor o4 ynor:pe6araHa JIeKor.34pancrneHure pa6oruuqurpe6a 4a ro npujanar: ceroj coMHex 3a
HecaKaHo 4ejcrno npeKy Haqnona"nullor IIeHrap sa $apuaxoBr.rfr.rJraHr{a npn Areuqrajara 3a JreKoBr{ H
MeAI4IILIHcKI4 cpeAcrBa (yl.Cn.Kupul u Meroguj 6p.54 rar 1) r{Jrr{ rro eJreKrpoHcKV nar npery ne6
crp aH ara na Areuquj ar a http : I I malmed. gov. mk/.

4.9 llpe4osupame

3a npevre Ha KJII{HI4qKHre cryl.krrr e ga6enerxas e4eu cnyraj Ha npeAosr{paH,e co azacitidine. flaqueur
AoxI4BeaJI Anjapea, raAelbe u lonpaftame orKaKo rrpr4Mr..rJr eAuHeqHa r..rHrpaBeHct(a Ao3a o4 npH6luxrio
290 mglm', cKopo 4 naru rroroJreMa oA npenopaqaHara norrerHa.{o3a.

Bo clyvaj Ha flpeAo3llpalbe, nauueH'ror rpe6a Aa ce cJreAH co cooABerHa KpBHa cJrvKa u rpe6a Aa Ao6ne
TperMaH 3a [oAApIxKa, AoKoJIKy e norpe6uo. He e noguar cuequQuveH rrporr4BorpoB 3a npeAo3r4paH,e co
azacitidine.

KI4 KAPAKTEPI4CTI4KII

Oaplra

KTepr.rcTHKrr

HeorrJracrr{rrHr,r areHcr4, aHaJro3r,r Ha nvpuMrrArEn; ATC xol : L0 I BC07
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MexaHusar\a Ha Aejcrso
Ce nepyoa gexa azacittdine ru u3BpruyBa cBor{Te aHrr.rHeonJracrlrr{Hr.r eSerrra co noserte MexaHu3Mr4,
nrnyrynajrfui quroroKour{Hocr Bp3 a6uopuarHu xeMarorroercKr,r KJrerKr{ Bo KocKeHara cpx vr

xllnoMeruJlaquja ua ft{K. I{uroroKcl{qul4re e$erru sa azacilidine Moxar Aa pe3yJrrr.rpaar oA nosefte
MexaHI43MI{, BKJIyqHrenHo u uvxvt6uquja ua cr.rHre3ara na ,{HK, PHK lr [porelrHr{, r{HKopnopupa}be Bo
PHK u AHK u aKTI,IBI{paIbe Ha narl{Inrara Ha orxreryBaFbe Ha [FIK. Herpolr,rrfeparunHure KJrerKrr rr]ro
He ce pa3MHo)KyBaar ce perrarllBHo HeqyBcrBrareJrHr.r ua azacitidine. I4nxopnopnparLe ua azacitidine eo

IHK pesynrupa Bo I{HaKTLIBI.{paH,e ua IHK Merr{rrrpaHc$epa":u, rxro .qoBeAyBa Ao xr{noMerunaquja ua

AfilC. AI{K xIzIIoMerI,IJIawiara ua a6epalnuo MerHJrr,rpaHH reHr,r BKJrfreHr,r Bo HopMaJrHoro peryJrr{parbe
Ha KJIeroqHHor IIHKJIyc, [areKl{re ua 4rz$epenqujaquja u cMpr Moxe Aa pe3yJrrr{paar Bo noBropHa
ercnpecuja Ha feHor u npaftane ua $yHrqur4re 3a cys6uname Ha paKor rcaj ranqep KJrerKHre.
Perarnnuara BDKHocr Ha AHK xnnorraerulaqujara Hacrrporr.r rlr4ToroKcr{lrHocra arr4 Apyrr4re
aKTrzBHocrr4 ua azacitidine 3a KJTHHT{qKrare pe3yJrrarra He e AerepMr,rHrzpaHa.

KruHuqra eduxacuocr r{ 6eg6eAHocr

Bospacua nonynaquja QIIDS, CMML uAML [20-30% 6nacmu 60 KocKeua cpuc|)
ESuxacuocra n 6ez6egHocra na Azacitidine Pharmascience 6urc usyuyBaHr4 Bo uefynapo4na,
nooefteqeurpvqna, KoHTpoJII,IpaHa, orBopeHa, paH.qoMr{3r,rpala, , KoMnaparuBna ctypnja Ha rrapaJreHn
rpyilH ro $a":a 3 (AZA PH GL 2003 CL 001) raj Bo3pacHH narlzeHrr{ co: cpe4uo-2 14 Br{coK plrsrzr MDS
cropeA Mefynapo4Hllo'r cl{creM 3a nporHocrraur<o 6o4ynane (IPSS), pe$parropua aHeuuja co BHrxoK
6tac'ru (RAEB), petppaxropna aHeuuja co BriruoK ltacru Bo rpauc$oplraquja (RAEB-T) kI

tr,to4ttQuqupaHa xpoHuqHa Mr{eJroMoHorlr.rrHa reyxeuuja (mCMML) cropeA Opauqycxo-aMepr,rKaHcKo-
6puraucnlEor (FAB) cl4creM ua uacu$urcaqrEja. Ilaquenrure co RAEB-T (21-30% 6nacru) cera ce
cMeraar 3a nauHeHrLI co AML cnopeA ceraruHr.ror cucreM na rnacu$uxaqraja na C3O. Azacitidine nnyc
uajao6pa Hera 3a noAApurKa (BSC) (n = 179) 6eue cnopeAeH co KoHBeHrILroHErJrHr{re pexrdMr{ 3a Hefa
(CCR). CCR ce cocroeJl caMo oA BSC (n : 105), HHcKH Ao3ra rlr4rapa6un myc BSC (n = 49) unu
crauAapAHa I4HAyKIII,IoKa xeuorepanuja nJryc BSC (n = 25).flaquenrure 6une nperxo4uo us6pauu o4
HI{BHaor JIeKap Ha I oA 3 CCR npe4 paHAoMu3arluja. Ilaqueurrrre ro npuMr{Jre onoj nperxo4Ho u:6pau
pe)KI{M, aKo He 6IEl paH4orrrkrcupa]P- sa azacitidine. Karo AeJr oA KpHTepr4yMr.rre 3a BKryqyBarbe, oA
[aIII4eHTI{Te ce oapano Aa vMaar nepSoprvrauceH craryc ua I4croqsa Kooneparr,rBHa oHKoJrouKa rpyna
(ECOG) ot0-2.Iaquenrure co ceKyHAapeu MDS 6ure ucrryqeHu oA cry4rEjara" flprzrrrapnara xpajna
rouKa Ha cry4ujara 6uno ceBKy[Horo npexr{ByBarbe, Azacitidine 6ul aAMr{Hr,rcrpr{par{ Bo rrorKoxHa
Ao3a oA 75 mglv'AHeBHo Bo reK ua7 geua, npocJreAeHo co nepraoA Ha oAMop oqzl.qeu (28-.qHeneu
I{LIKJIyo na rperuau) ra ue4Ltjaua og 9 qurnycu (oncer = 1-39) H npoceK oA 10,2 qr4KJrycu. Bo panarure
Ha HaMepara 3€I JIeKIB&bo Ha nonyJrarlzjara (ITT), cpeAHara Bo3pacr 6una 69 roAr,rHr{ (oucer o,a 38 go 88
roAuuu).

Bo aHanrasara ua ITT lra 358 na:queuru (179 ne u I79 rperr.rpaHr.r co CCR),
rperMaHor co azacitidine 6nl noBp3aH co rvre4uj ol 24,46 Mecequ Hacnporr4

Mecequ, co pacJroeHa paHf-
e 0,58 (95% CI: 0,43,0,77).

15,02 naeceqra 3a oHr{e Kor4 npr4MaJre rperMaH
BpeAHocr p oa 0.0001 roAHHa. Coo4Hocor ua
Cranrure Ha npexs,rByBarbe Ha ABe roAHHr4 Kor{ rplrMane azacitidine
Hacnporr.r 26,2%io raj naquenur Kor{ npr.tMane CCR
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JIELEHIA: A3A : azacitidine; CCR : KoHseHquoHa]Hu percurvtu sa ueza; CI :
HR: cooduoc Ha onacHocm

uHmepgalr Ha oogepoa,'

flpLi4o6unrl{re oA npexllByBalbe Ha Azacitidine Pharmascience 6nne xonsr4creHrHr{, 6* orneg Ha
onqrajara 3a rperMaH co CCR (cauo BSC, HI{cKrr Ao3r4 r{r.rrapa6uu nryc BSC unu craHAapAHa
r.rHAyxqr.rcxa xerraorepanuja rrJryc BSC) ynorpe6euu Bo KoHrpoJrHara fpyna.

Kora 6une aHalrugvpaHu qHTofeHercKI{Te llo,qrpyrltz IPSS, 6ure ga6enexaHr4 crr{xrHr{ HaoAri Bo oAHoc Ha
flpocer{Horo oI]IIrro npe)KplByBalbe Bo cI{Te fpynl4 (,ao6pa, cpeAna, cra6a quroreHerr{Ka, BKJryqr4reJrHo r{

nrouocorrauja 7).

Haalanusure Ha Bo3pacHI{Te noArpyIIH, 3a6eJlexaHo e 3roJleMyBarbe na ue4ujaua:ra Ha npexr,rByBarbe 3a
clrre rpyttu (< 65 rograuu,> 65 toAr.rHr{ u> 75 ro4anr.r).

Tperuauor co Azacitidine Pharmascience 6ut noBp3aH co npoceqHo BpeMe Ao cMpr krrrr4

rpauc$opvraquja no AML oa 13,0 tuecequ Hacnporl{ 7,6 rvlecequ 3a oHue Kou npr.rMafle rperMaH co CCR,
ruro e no,{o6pyBarbe sa 5,4 ueceqr co pacJroeHa JrorprirKa paHr p-BpeAHocr oA 0.0025.

Tperuauor co Azacitidine Pharmascience llcro raKa 6ral nonpsaH co HaMaJryBarr,e Bo rlt4roneHr4uprre 14

rroBp3aHH cr{MrrroMr{ co r{crr,rre. TperuaHor eo azacitidine AoBeJr Ao HaMaJreHa norpe6a sa rpaucsyslrja
Ha rIpBeHH KpBHr.r KJrerKr{ (RBC) u QA nauuenu,rre Bo fpynaTa co a3r.rqraraArau rou 6rzle
3aBr{cHI{ o4 rpaucSysuja co I

"0o/o 
Og OBI{e naI{ueHTI,I oTaHaJIe H$aBI4CHI,I oA

rpaucQysuja co RBC 3a BpeMe Bo cfiopeAoa co Il,AYo oA narlr{eHrr,rre Bo
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rcolr6uHrapanrzre fpynu CCR (

44,6). Kaj nar{rleHrr.{ xou 6ure
<0.0001) pa3rluKa oA 33,6yo (95o/o CI: 22,4,
co RBC Ha rioqeroKor 14 craHaJre He3aBHcHu"
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rpocerlHoro BpeMerpaerbe Ha He3aBHcHocra Ha oA RBC rpaHcoFr4jara6uto 13 rraecequ Bo rpynara co
azacitidine.

Ogronopor 6erue oqeuer oA I,Icrpaxl{TeJror r.rJrr{ og HesaancHr{or KoMr.rrer 3a nperJreA (IRC).
Iferoxyruara peaxquja (qenocua pervrr.rcuja [CR] + AeJryMHa pevucuja [PR]), yrBpAeHa oA
HcrpiDKyBaqor, 6vra 29Yo eo fpynara co azacitidine u l2Yo so KoN{6zuupaua CCR rpyna (p : 0.0001).
I{erorynuuor oAfoBop (CR + PR), pnp4eu co IRC no AZA PH GL 2003 CL 001, 6un 7% (l2lI79) uo
rpynara azacilidine no cnope46a co 7o/o (21179) eo xor,r6unr,rpanara rpyna CCR (p = 0,0113) . Pasnurure
nouefy [poIIeHKI,Ire Ha. oAfoBopor Ha IRC ra r{crpaxyBaqor 6ule ilocrreAr{ua Ha Kp}rrepr4yMr4re Ha
Mefyuapo4nara pa6orua rpyna (IWG) t<ou 6apaar no4o6pyrarre ua nepuQepHara KpBHa cJrr{Ka r4

oApxyBalbe Ha oBI{e no4o6pynarra sa Hajuarrcy 56 aeua. llpugo6unrca 3a npexr,rByBarbe 6un goraxaH u
Kaj IIaIIHeHTI,I KoLI He nocrl{rHare qeroceu/4erryueH oAroBop rro rperMaHor co azacitidine.
Xeuaroloruxo no4o6pyname (roreMo r{Jrr{ rrraro), yrBpAeHo co IRC, 6erue nocruruaro raj 49o/o ol,
IIaIIHeHTHTe KOLI npHMajre a3aquTr,rAr,rH BO CnOpeA6a co 29o/o oA nar{r{eHrr.rTe rperr4paHu co roru6uHr,rpaH
CCR (p <0.0001).

Kaj uaqueHTI,I co eAHa I4JrI{ nosetre qrrroreHercKr{ a6Hopualuocrkr Ha rror{eroKor, npolleHTor Ha
IIaIII4eHTI{ co roJIeM ul{rofeHercKl{ oAroBop 6nn cluqen Bo a3aqr4Tr4Ar4HcKprre rE xou6uuupanure CCR
rpynl4. Mannor ql{roreHercKn oAroBop 6un crarucu{qKr.r 3Haqr{reJrno (p:0,0015) rroBlrcoK Bo rpynara
co azacitidine (34%) no clopeg6a co norra6rnHupaHara CCR rpyna (I0%).

Bospacua nonynaquja Ha lupacm od 65 zoduuu unu nocmapa co AML co> 30ok 1nacmu Bo KocKeHa
cpJtc
Pesylrarure KoH ce npe3eHrzpaHr,r noAoJry ja npercranyBaar lronyrra:qnjata xoja e co HaMepa 3a
JIeKyBarLe npoyr{eHa so AZA-AML-001 (nuau aen 4.1 sa o4o6penarauu4nrcaryuja).

EQur<acnocra u 5es6ellHocra sa azacitidine 6uta r43fryBaHa no rraefyHapoAHa, noBerteqeHrplruHa,
KoHrpoJIL{paHa, orBopeFra, cryguja Ha napaJreJrHr,r rpynu so @a3a 3 rcaj naqueHrr,r Ha 65 roArasn z
nocraplr co HoBo 4IEjarurocruqnpaHa de novo HJrrl ceKyHAapHa AML ca > 30Yo 1rracru Bo KocKeHa
KocKeHa cpx cnopeA C3O rracurpunaqujara, Korz He 6ule noAo6su 3a HSCT. Azacitidine
Pharmascience nJlyc BSC (n :24I) 6ur cnope4en co CCR. CCR ce cocroeJr oA caMo BSC (n = 45),
HHoKH Ao3LI lll4rapa6uu uryc BSC (n = 158) urrr4 craH4apAHa rlHreH3r,rBHa xeMoreparmja co qutapaluu u
aHrpaqI4KJII4H IIJIyc (n== 44). llaqueH:rure 6ure nper:xo4uo u:6pauu o ,HLrBHLror JreKap ua 1 oA 3 CCR
lpeA paH4olvrusaqlEjara" IlaqIzeHrure fo Ao6r,rne nperxoAHo r.rs6paHuor pe)Kr.rM, aKo He 6un
paH,4oMLI3IrpaH Ha Aza.citidine Pharmascience Kano Aen oA Kpr4repr{yMr.rre 3a BKJrfryBaBe, oA

naIIIIeHrnre ce 6apa-no Aa vuaar craryc na ECOG usne46a op,0-2 rd rlr{roreHercKr{ aHoMaJrr,rr4 co cpeAeH

utn clta6 pI,I3I{K. flputuapuara npajua ror{Ka ua crygujara 6eue rleJroKyrrHoro npexr{ByBarbe.

AZACITIDINE PHARMASCIENCE 6ut a1rvmuncrprapaH eo SC Ao3a oA 75 mg/m2lgeu sa 7 4ena,
npocJleAeHo co nepuoA Ha oAMop oA 21 len (28 gHeneu rIHKnyc Ha rperlrau), 3a npoceK o4 6 qurnycu
(oncer: o,q I .qo 28), nargrenrrare caMo co BSC co cpeAHa BpeAHocr o4 3 quxlycu (oncer: o.q I ao 20),
[aIIpIeHrH co HUcKI{ Ao:}H Ha qrarapa6un 3a npoceK o.q 4 qurcnycu (oncer o,q 1 .qo 25) u craugapAHr.r
laIIIreHTI,I co I{HTeH3HBHa xeMorepanlrja sa npoceK o4 2 qurnycu (olcer: o,q 1 lo 3, uu4yxqucKr{ rlr{KJryc
nlyc 1 unu2 qnxtycr.r Ha KoHcorrlr4a\vja).

klu4uyugy aJrHrrre rroqerHr{ napaMerpu 6ute cnopeAJrr.,rBr{ ne u CCR-rpyrrrre. Cpe4Hara
Bo3pacr Ha ucrrvraHr.rrlr4re 6uta 75,0 foAr,rHr{ (otcer: 2Yo 6we oA 6erara paca u
59,0yo 6ule uaurxn, H[a noqeroKor 60,7Yo 6urc KOr4 He Ce rroHHaKy

MHEJIOI4.IIHI{ HEONJIA3MI4
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Ha3HaqeHH, 32,4yo AML co npoMeHr4 noBp3aHr4

15



noBp3aHI,I co repanllja v 2,9yo AML co RoBTopJrr4Br4 reHeTcKr,r aHoMatrr4ra cnopeA rlacusuxaqujara ua
c30.

Bo ITT anarrur3ara na 488 naqrreHrr{ (241 co azacitidine n 247 co CCR), rperMaHor co Azacitidine
Pharmascience 6ul [oBp3aH co rvre4zjauata Ha npexr,rByBarie otr 10,4 Mecequ Hacnporr,r 6,5 rrrecequ sa
oHI{e KoI{ npI,IMaJIe rperMaH co CCR, pa3JIr,IKa o4 3,8 Mecer{r{, co pacJroeHa P-npegnom Ha Jrorr4paH paHr
oa 0,1009 (4nocrpaua). OAuocor Ha onacHocr sa etfexrot Ha rpeTMaHor 6ul 0,85 (95% q: 0,69, 1,03)"
Cranrcnte Ha eAHoroAI4IxHo [pex(LIByBaIbe 6une 46,5%o rcaj naquenrlr Kotr npr4MaJre Azacitidine
Pharmascience Hacnporu34,3Yo raj naqneur:r.r Kor{ flpr,rMaJre CCR.
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Koxcosuor PH uoAer (COX PH Model) npI{JIafoAeH 3a nperxoAuo cnequQur\krpalr ocHoBHH

nporHocrlrqru $arropu 4e$uHupaure HR = cooAHoc Ha orracHocr sa azacrtidine r{acnporr,r CCR oa 0,80
(95% U: 0,66,0,99; p = 0,0355).

flor<paj roa, I{aKo cry4r.rjara He 6lua no cocroj6a Aa AeMoHcrpr..rpa crarr4crrrrKr{ snauajna pasJrr{Ka Kora
ce cnopeAysa azacitidine co npeAceJleKruBHrrre rpynu 3a rperMaH ua CCII" npexr,rByBarbero Ha
rrar{r{eHrr,rre rperr.rpaHr,r co azacitidine 6ur tro4onr Kofa rte ce cnopeAr{ co onqur4re 3a rperMaH co CCR
cavro BSC,'HI{oKI,I Ao3I4 lll4rapa6nn nlyc BSC u 6tala cnuqso Kora r(e ce cnopegra co craHAapAHara
unrdirgwsda xeMotepanuj a nnyc B SC.

Bo cure oAHanpeA HaBeAeHI{ noArpynn Ha Bo3pacr [(<75 rograHn u> 75 roguur,r), noJr, paca, craryc Ha
ECOG uzneg6a (0 arll I n 2), noqeteH IIHToreHercKrl prr3rrK (cpegen u cupoMarueu), reorpa$crz
perproH, C3O rracu$zrcaqujara Ha

rraueno4racfirazuja), roqereH 6poj ua 6e
6nacru Bo KocKeHa cFN (< 50o/o u>
rcopubr Bo Kopr.rcr tta Azacitidine

'jftu AML co npoMer{u noBp3aHr.r co

KBC) t< 5 xI}"/L n > 5 x I}'lLl, noqerHr.r

ia ua MDS] fiocroeJro rpeHA na OS
o.{Ha[peA HaBeAeHr{ noArpynrl, OS HR

rtrrrToreHeTcKl,I pr{3r.rK, rrarlueHTr.{ co
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AML co [poMeHI,I noBp3aHH co Ml4eJroAr,rcnnasllja, naql{eHTr.r < 75 ro4uuu, xeHr{ I{ [aqr{eHTr,r oA 6elara
paca.

XeuaronoruKllTe Ii quroreHercKuTe oAroBoprE 6une orleHeru oA r{crpaxyBaqor r4 oa IRC co cJrurrHrr
pe3yJlrarl4. I]erorynHara cranKa Ha oAroBop (uerocua perrrucuja [CR] + r{eJrocHa perr,rucuja co
HeIIeJIocHo ooHonynarre Ha KpBHara cJrrzKa [CRi]), yrBpAeHa co IRC, 6eme 27,8%o Bo fpyrrara azacitidine
u 25,1o/o no rou6uuupaua CCR rpyna (p = 0,5384). Kaj naqueHrtr Kor{ rocrr.rfHaJre CR ulu CRi,
npocerlHoro BpeMerpaerbe Ha peMr4clrjara 6uno 10,4 uecequ (95% U = 7,2, 15,2) xaj cy6jemlr co
Azacitidine Pharmascience u I2,3 Mecequ (95% U = 9,0, I7,0) xaj prcrrvrraHur\ure co CCR,
flpIa4o6r,rnxara sa [pexfl,IByBarbe 6una AoKa:ttaH u xaj naqueHTr{ Kor4 He nocrr4rHaJre rleJroceH o,4roBop 3a
Azacitidine Pharmascience Bo cnopea6a co CCR.

TpenraaHor co AZACII.-IDINE PHARMASCIENCE ja no4o6pun nepu$epnara KpBHa crrr{Ka r4 AoBeJr Ao
HaMaJIeHa norpe6a sa rpancoysula co IIpBeHr.r KpBHr4 KJrerKr,r (RBC) rE rporvr6oquru. llaqveur ce cMeraJr
3a 3aBI{ceH o4 rpou6oql{rHa rpaHctfysrzja uru r:panc$y:uja co rlpBeHr.r KpBHH KJrerKH (RBC) co Ha
nolleroKor, aKo I{crIHraHI,IKor TIMaJI eAHa r,rJrr{ noserte RBC uler rpolr6oqnrHu rpancrfysr4}r Bo reKor Ha
56 ,qena (8 He,qeru), oooABerHo ITJIIT rrpeA paHAoMr{3arlr..rja. IaqraeHror ce cMeraJr 3a He3aBr4ceH oA
rpauc$ysuja co IIpBeHTI KpBHI{ KrIerKI4 (RBC) ulu rpou6orlt4rHa rpauc$y:uja 3a BpeMe Ha nepuoAor Ha
JIeKyBaILe, AoKoJIKy TIcIII{raHr{Kor HeMaJr rpaucQysuja co rlpBeHr,r KpBHr4 KJrerKr{ (RBC) unu rpancSysuja
ua rpou6oql4ru Bo reKCJr Ha rcoj 6lrno nocireAoBarennra 56 AeHa Bo reKor Ha nepuoAor Ha rl3BecryBarbe,
COO.IIBETHO.

OA uaI{ueuu{re Bo ruaqlarrrAlrHcKara rpyna rou 6une 3aBr{cHH og rpauc$y:uja co RBC so noqerHara
$az4 38,5Yo (95% U '= 31,1, 46,2) o4 oBI,Ie rar{HeHrlr craHaJre He3aBr{cHr{ o4 rpanc$ysuja co rIpBeHr.{

KpBHLI KJIeTKI{ (RBC) 3a BpeMe Ha rlep}IoAor Ha rperMaH, Bo cnopeA6a co 27,6yo ol(95% CI:20,9"
35.1) naqueHrla Bo xotu6ttHupanu rpyru CCR. Kaj rarrr{eHrr4 xou 6ule saBucHr4 o4 rpaHcQysr{a co RBC
Bo nollerHara $a-:a I{ rlocrlrfHtule He3aBucHocr Ha rpanc$ysr,rjara Bp3 ocHoBa Ha rperMaHor, rrpocerrHoro
BpeMerpaelbe Ha He3aBlrcHocra ua rpaHcQysujaraco RBC 6ulo 13,9 uecequ Bo rpynara co azacitidinen
se 6uno Aocrr4rHaro no rpynara CCR.

OA naquenrlrre Bo rpynara co Azacitidine Pharmascience rcon 6nle 3aBr,rcHrd o4 rpancQysuja ya
rpolrl6oquru Ha rloqeroKor, 40,6Yo (95% U = 30,9, 50,8) oa oBHe rraqueHru craHaJre He3aBr,rcHr,r oA
rpaHcSysuja ua rpou6oqurw sa BpeMe Ha nepr4oAor Ha JreKyBarbe, Bo crropeAla co 29,3Yo op, (95%o CI =
I9,7,40.4) raqpleHrl{ eo xoM6l4HupaHl..rre fpyil}r CCR. Kaj ilarlr{eHrrd xora 6rEle saBkrcrru o4 rpauc$y:uja
ua rpor'r6oql4Tll Bo noqerHara $aza u locrr'trHaJre He3aBucHocr Ha rpaHcSysujara Bp3 ocHoBa Ha
rperMaHor, npocerrHoro BpeMerpaerbe Ha He3aBr{cHocra o4 rpaucQyzujara co rporvr6oquru 6ulo 10,8
Meceqr Bo fpynara Azacitidine Pharmascience u 19,2 Mecequ no rpynara CCR.

KsanurerHoro xI4BeeBe [oBp3aHo co sgpanjero (HRQoL) 6uno oqeuero co rroMor[ na flparnarurr4Kor 3a
KBtull4reror Ha xl4Boror na Enpoucrara opraHr,r3aqrEja sa ucrpaxyBarbe r4 rperMaH Ha paK (EORTC
QLQ-C3O). floAaroqure oa HRQoL Moxe Aa ce aHaJrr,r3r,rpaar sa no.qMHolKecrBo Ha rleJrocHara Lrcrrprralsia
uonynaquja. Iy'.axo noorojar ofpaHl{qyBarba Bo a*aJrn3ara, AocranHlrre noAaroqr,r c ,IICKA

IIaIIHeHTI{Te He AOXHByBaaT 3Har{rireJIHO BJroruyBabe Ha KBaJIIzTeTor Ha xI{BoToT 3a
co Azacitidine Pharmascience .

II eduj ampucrca nonynaquj a

Cryrujna AZA-JMML-0OI 6eure @asa 2, rr,refynapo4ua, Myrrrr,rqeHrpnqHa,
enanyaqzja ua $aprraaroKr.rHerr4Kara, $apuaxo,qrir{aMr,rKara, 6es6eAHocra Lr aKrv

($.#-l::;a
-{3 ffdll\iL 2'*
_t q N.'\'i--1 '\? rfl ,-.
s-- A}j)-\;l " 5JZ TK\,g I.,

npe4 HSCT raj ue4rzjarpr{cKrl naqr4eHrrl co. upno4ujarHocrrrrlupaH HanpeAeH
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IlputuapHara qeJI Ha KJIIlHIrqKara cryguja 6eme 4a ce orIeHH eSerror Ha a3a\u1.-rrryr{H Bp3 crarrKara Ha
oAfoBop na3-ru qr{KJryc, aen 28.
flaqlaeHrure (MDS, n: 10; JMML, n = 18,3 uecequ 4o 15 ro4r.rnu;7lo/o rrlaruxu) 6nle rpernpaHr.r co
HHrpaBeHcKV asa:llarvAprwTi mglm2, AHeBHo Bo AeHoBrrre 1 Ao 7 o128-lneBeH r{HKJryc:a nunrauynr 3
qllKJrycrl rr MaKcprMyM 6 qurcnycu.

Vnncor Bo I,Icnl{ryBanaratpyna ga MDS 6eure nperraHar no 10 naquenrn co MDS nopaAr4 HeAocraroK
Ha eSuracHocr: se 6ea ga6eneNauu norBpAeHr{ oAroBopr{ naj onue 10 naquenrn.

Bo cry4ujara na JMML, 18 laquenru (13 PTPN11, 3 NRAS, 1 KRAS coMarcKr.r Myraqrru u 1 xlunuqra
gujarno:a ua Herpo$u6pouarosa rran 1 [NF-l]) 6ure 3anr4rrraHu. Illecuaecer nar{r4eHrr.r :anprunle 3

uI{KJIycH ua repanuja pr 5 o,q HI,IB 3aBprlrune 6 quxnycu. BxynHo 11 naqueuru co JMML r4MaJre

KJII,IHI{T{KI4 oAroBop Ha III{KJIycor 3, Aen 28, oI onue 11 cy6jexru, 9 (50%) Hcnr{raHr4qn r4MaJre norBpAeH
KJII4HzqKIz oAroBop (3 cy6jertu co cCR n 6 cy6jerctu co cPR). Ilorvrefy rpynara narlr4eHrlr co JMML
rperupaHl4 co a3aIII{rI,IAuu,7 (43,8o/o) naqueHru r{MaJre oApxJrHB oAroBop ua rpou6oqrarnre (6poenu >
100 x 10"/L) u 7 (43,8%) naquenru I{MaJIe notpe6a o4 rpanc$yzujaua HSCT. 17 o4 18 rarlr{eHru
rrpoAoJrxr{Jre ua HSCT"

flopa4Iz 4nsajuor ua cryaujara (nran 6poj ua [aqueHrr{ r{ pa3rr{qHr.r $arcropu sa ueruame), He Moxe Aa ce
3aKrytIH o.u oBaa KJITIHI{qKa cryguja AaJII{ a3aqurrrAuH npea HSCT ro no4o6pyea HcxoAor Ha
npe)Kr4ByBabe raj raqueurr4re co JMML.

Cty4ujara AZA-AMI--}}4 6utn @asa 2, MyJlrr.rrleHrpr{qHa, orBopeua cry4uj a 3a ra ce orleHrr
6eg6eAuocra, Sapuaxogl,IHaMlaKara u e$nracnocra Ha a3aqurr,rAr{H no cnope46a co orcycrBoro Ha
aHTI.IKaHIIeporeH rperMaH rcaj AeUa ilMIraArr Bo3pacHI{ co AML [pr.r MoJreKyJrapeH peJralc no CRl.

Ce4yrra naIII4eHrLI (cpe4na Bo3pacr o96,7 roAr.rHpr [oncer oA2lo 12 rogunu];'7l,4yo og lraruru uol)
6ule unrpaneHcrl{ rperl{paHu co a3a\urkr4vrH 700 m{m2, AHeBHo no ,{euonure I 4o 7 o4 cer<oj 28-
AHeBeH IIr{KJryc 3a MaKcr4Myu 3 quxlycu.

fler naqueurll I{MaJIe npoIIeHKa Ha MI{HI{MaJIHa pe3uAyanna 6onect (MRD) Ha AeH 84, npu uno 4
naIIIIeHTII IIocrI,IrHaa LTJILI MoJIeKyJIapHa cra6ulvga\LrJa (n = 3) r,rJrr.,r MoJreKyJrapHo no4o6pynarre (n: i)
u 1 nauuenr I4MaIrIe KJITIHHiIKH peJlarc. Illecr o4 7 naryueuru (90% 195% CI = 0,4,1,0]) rperupaHr4 co
a3arJr4ru4r4H 6rale noAloxeHn Ha HSCT.

flopa4Iz lr.alrara foJIeMHHa Ha npllMepoKor, He MolKe Aa ce yrBpAr.r eSuracnoc:ra Ha a3a\vnrgrlu xaj
ne4ujarpucru AML.

Bu4ere aen 4.8 sa 6es6egHocru uuSopuaquu.

5,2 @apuanorcunercKur€paKreprrcrrrnrr

Ancopnuuja
flo norlcoNu ara a4MprHprcrpaquj a na
BpBHH rrJr€BMaTCKT{ KOHr{eHTparIrrr4

(npBaTa ToqKa Ha SeMarbe n
BO OAHOC Ha r.rHTpaBeHCKa aAM

o.q 75 mg/m', azacitidine 6pso ce ancop6upa;l co
ng/ml, rxro ce cryr{rz na 0,5 qaca no Ao3r.rpanero

rroJro)KrlBocT sa azacitidine no rrorKoxHoro
o3I4 oA 75 mg I m2) 6ulct npu6maNuo 89Yo ypz
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Oblacra rIoA KpI{Bara H MaKcr,rMaJrHara KoHrlenrpaqaja Bo nJra3Mara (Cmax) Ha norKoxHo
aAMl4Hl{crpnpalbe Ha azacitidine 6une npu6rrixHo rrponopqr{oHaJrHr.r Bo paMKrrre Ha.{o3ara oa 25 lo 100
mglm'.

.Ilucrprz6yuuja
flo uurpaneHcKa aAMrruucrpaquja, npoceqHr.ror BoJryMeH na aucrpn6yryuja 6utt 76
cr{creMcKlror Krrr{peHc 6ul I47 llhr 47 llh,

L26L,a

Euorpauc6oprraaquja
Bps ocuona ua in vitrct noAarour{, Iraera6orusl4or sa azacitidine ce quHr,r AeKa He e nocpeAyBaH oA
LI3oeH3I{MI{ Ha I{Irroxpotvt P450 (CYP), IlDP-rryrcypoHo3urrrpaHcrfepasu (UGT), cynrporpaucQepa:r
(SULT) H rJryrarr.roH rpauc$epasu (GST).

Azacitidine ce noAJIolI(yBa Ha crroHraHa xrlApoJrr,r3a H AeaMr{Harluja co nocpeAcrBo Ha qrrrlrAr,rH

AeaMI{Ha3a. Kaj rfpaxqukrre Ha r{oBeqKI{ qpH 4po6 59, $opuuparbero ua uera6olprru 6uro He3aBr4cHo oA
NADPH Ixro noApas6upa 4elca Meradoil,tsN,Ior sa azacitidine ne 6ul co nocpeAcrBo Ha r43oeH3r{Mhre Ha
rll,IroxpoM P450. Eaua I'Iu eumpo cry6ujasa azacitidine co KyJrrr{Bvpanrr rroBerrKr{ xerrarorlurr{ yKaxyBa
Ha roa AeKa IIpu KoHIIeHrpaIIrrr4 oL i,0 pM lo 100 pM (r.e. go npn6ruNno 30 rrarrl rroBr4coKr{ oA
KJIHHIIqKI{ ocrBapJrr4Bt4re KoHrleHrparyuu), azacitidine He npeAruBr{lcyna CYP 7A2,2C19 ulpr 3A4 unn
3A5. Bo cryAuure 3a npoqeHKa ua usxvrluqnja Ha cepuja P450 HsoeHsrzrvrr,r (CYP lA2, 286, 2C8, 2C9,
2CI9,2D6,2EI u3A4) azacitidine ao 100 FM He AoBeJro Ao r.rnxn6uquja.3aroa, Marra e eepojarHocrasa
ullgyrcquja unu ulc'xud,1|,]J1,ja na CYP eH3rrMH ol, azacitidine Bo KJrr{Hr{qKr4 Aocrr{xHr{ rrJra3MarcKH
KoHqeHrparlr4r{.

Eluuprsauuja
Azacitidine 6pro ce eiluMr,rHupa oA nJra3Mara co npoceqeH noJryrrr{Bor Ha emllrunaqrEj a (t%) to
rlorKoxHa aAMr.rHrrcrpauuja o4 4l rvruuyru * 8 rr.rr,rHyru. Hlrry e.qHa aKyMynaquja ne ce jaryna no
IIorKoxHa aAMl,IHl{crparyuja ua 75 m{m' azacitidine eAHarrr AHeBHo Bo reK ta 7 aeua. tr4slauynarrero
npeKy ypuHa e [plrMapeH rrar Ha erultruaquj a ua azacitidine u/uttu HeroBrzre uera6oluru. flo
r4HrpaBeHcKa tr rrorKo)KHa aAMr{Hucrpaqzja ua'nc-azacitidine, 85 V 50%o oA aAMr4Hl,Icrpnpa]Hara
paAI,IoaKrLIBnoct 6ura uaj4ena Bo ypr4uara, cooABerHo, AoAeKa <1o/o 6um naj4ena Bo r{3Meror.

floce6Hn nouylaquu
EQerctlrre oA olxreryBalbe Ha rlpHr4or apo6 (suar.r get 4.2), rroJror, Bo3pacra rrlrv pacara Bp3

Q apnr ar<oxr.rHerra Kara sa azaciti dine He c e o Q u qnj anH o np oyqeHu.

II eduj ampucrca nonyn at4uj a
Bo Cryaujara AZA-JMML-001, $aprraaxoKr4Hercrara anuil4sa 6ula o4pe4eHa oA 10 MDS u 18 JMML
ue4ujarpucxt4 IIaIU{eHrH va7-uu AeH oA rluKJrycor 1 (nr.r4u ael 5.1)" flpoceuuara Bo3pacr (oncer) ua
TIaIIHeHTI{re co MDS 6unal3,3 (1,9-15) foAr4Hr4 u2,I (0,2-6,9) ro4uull3a rrarlr4eHrn co JMML.

IIo uurpaneHcKa aAMl4HnIcrpaquja Ha Ao3a oa 75 mg/m2, asagurugnu 6pso Aocrr,rfHaJra Cmax sa
0,083 uaca LI Bo rlonyJlalluvre Ha MDS u JMML. feouerpucnara cpeAHa BpeAHocr Cmax 6ene 1797,5 u
1066,3 nglmL, a rcoMerplrcKara cpeAHa npe4nocr Ap 606,9 u240,2ng'Wml, sa naqueunrre
co MDS u JMML, coo,4neruo. feo Ar.rcrpr{oyqr.rJa KaJ cyoJeKrr{re Ha
MDS u JMML 6ut 101\,9 u 6I,7 L, ocTa Ha BKynHaTa nJra3Ma Ha
a3auHrr.rAr,rH e noroJreMa KaJ cyoJeKTr,rTe co Br{coKa napuja6ut:rr'ocr norrrefy
rrarlrreHrrzre 6ura sa6enexaHa r{ sa AUC u s

feolrerprEcxr,rre cpeAHHr{ tYz 6urc 0,4 u 0,3

*-!ron.t€

H KJrr4peHc 6ul166,4 u
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148,3 L[h 3a MDS u JMML, cooABerHo.

(DapruaxoxuHercKl{re noAaroIII4 o4 CryAujara AZA-JMML-0OI 6ule 3Apy)KeHr{ r4 crropeAeHr{ co
QapuaxoxIzHercKlare no.qarollu o4 6 oospacru cy6jerru co MDS Ha Kou r{HrpaBeHcKr{ aAMr{Hr{crpr.rpaJre
75 mglm2 asarryruAprr no Cry4Iljata AZA-2002-BA-002. flpoceuuure Cmax pr AUC0-I Ha a3a\vrnnuH
6ule cluqsr,r nouefy Bo3pacHld naIIHeHrH r.r ne4ujarpucKr,r narlr{eHTr,r ro r,rHTpaBeHcKa aguunucrpaquja
(2750 ng/mL Hacnporpl 2841 ngln{- u 1025 ng'h/ml, Hacnporu 882,1 ng.h/ml, coo4neruo).

Bo Cry4ujara AZA-AML-004, $aprr,raKoKllHercKaraaHarrusa6ula o4pe4eua xaj 6 o4 7-re ne4rajarpracxra
laI{I{eHrI{, KoH I4Maa najlra.nxy eAHa MepfiLlna Sapuar<oKr4HercKa KoHrIeHTpar{rEja nocle Ao3ara (nugu 4en
5.1). flpoce.rHara Bo3pacr (oncer) Ha nal{uer{Tnre co AMJI 6erue 6,7 (2-I2) roAr.rlrr{.

flo nonerterparHl,I ,{o3II oa 100 mglm2, feoMerpr{cKr4Te cpeAr{Hr4 3a C,nu* u AUCs.,uu H a 7 -wuor qrzKJryc oA
l-sflor 4eH 6u.ne 1557 n{mL u 899,6 ng'h/mL, cooABerHo, co Br{coKa naplrja6unuocr rr,refy cy6jer<rure
(CV% o1207,60/o u 87,8%o, coo4nerno) sa6ereNaHu. Asaquru4r.ru 6pso Aocrr4rHa C.u*, co cpeAHo BpeMe
ol 0,090 qaca rrocJle I{HrpaBeHcKa a4MvHtrcTpaquja r,r HaMaJreHa co reoMerpr4cKa cpeAHa BpeAHocr tli2 oA
0,380 .raca. leonrerpucxl{re cpeAcrBa 3a KJIHpeHc r{ BoIryMeH ua gucrpufyt\uja 6ea I27,2 Llh v,70,2 L,
coo/IBeTHo.

OaprtaxoruHercKara (azaryurnauw) usroxeHocr sadenexaua rcaj Aer{a co AML npu MoJreKyJrapeH
peJlalc no CRI 6ene cnope4lrvBa co I{3JloxeHocra oA:6upun:re [o4arorlra ua 10 Aeqa co MDS n 18

AeIIa co JMML u ucro raKa cnopeAJII{Ba co I{3JroxeHocraHaa3a\r4ru4uu raj BepacHr.r co MDS.

Ey6pexuo ourrerysarbe
By6pexHoro olllreryBalbe HeMa roJIeMo unjanue ups SaprraaroKrrHerr4qKara v3JroxeHocn sa azacitidine
no eAI{HeqHu Ia nore(eKparHl,I norKo}KHH aAMr.rHucrpaqpru. flo norKoxHar,a a1Mrrnucrpaquja ua
eALIHeTIHa ,qo3a oA 75 mglm', rpoceqHllre BpeAlrocrr4 r{a r43JroxeHocr (AUC u Cmax) raj cy6jenru co
6raro, yMepeHo Ir reluKo 6y6peNno orxreryBarbe 6une groletreHrr 3a 17-21yo, 15-27% u 4l-66Yo,
cooABerHo , no clope46a co cy6jerrl{re co HopMaJrHa 6y6peNHara $yHxqraja. Cenar, tr3JroxeHocra6ulla
Bo ltcrllor onIIIr ollcer Ha I{3JloxeHocr sa6ereNaua raj cy6jenru co HopMaJrHa 6y6peNna Synrquja.
Azacitidine Moxe Aa ce aAMI,IHI,IcrpI{pa raj naqraeHrra co 6y6peNHo orxreryBarre 6es nprrJraroAyBarbe Ha
IloqerHara Ao3a noA ycJroB oBr,re lrarluerrv Aa ce cJreAar ga roKcr{qHocr 6rz4ej(z azacitidine u lunn
HeroBvre uera6oluru npr.{MapHo ce r.r3rar{yBaar npeKy 6y6pesure.

(Dapruaxoreuorr,tuxa

ESexror Ha no3Harr{re nonuuop$H3Mr{ Ha

o$uqujanno r{crpaxeH.
r{r.rruAr4H AeaMr4Ha3a np: rraera6onr{31\,ror sa azacitidine He e

5.3 IlperrurunurrKu loAaroqn ra 6er6e4nocr

Azacitidine LrHAyr\vpa I{ reHercKl{ MyTaIIHI{ t4 xpoMo3orucrn a6epaqrrr{ BO 6arrepucrcuor H Bo
KJIeroiIHI4or cl4creM Kaj IIuua.{I,Ire uH 6umpo.lloreuqujanHara KaHrleporeHocr sa azacitidine e orleHera
raj rnynqu u craopqu: Tyuopu npegusnraraHrl o.{ azacitidine Ha xeMaronoercKr4or cr{creM raj NeHcru
fJIyBIII4, KOra Ce.aAMHHr4CTpMpA I{HTpanepr{rOHeaJrHO 3 natu HeAeJIHo 52 Helema. 3roleueHa r.,rHrIHAeHrIa
Ha ryMopl{ no lzlrQoperr{KyJrapHnoilclrcreM,
ga6elexaua xaj rnynqu rperr4paur{ co azacilidj
Crypja3a ryMoporeHocr xaj craopqu orKpr.r

Pauure cryqrru ua elr6puoroKcr.rr{HocT

MJIEqHATA XJIE3,IIA I,I KOXATA E

r.r HHTpaneptaroHeaJrHo 50 ne4enra.

a TyMopr4 Ha TecTr4cr{Te.

$pernenquja na r4HrpayreprrHa
na azacitidine

#IryBx
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eu6puonalHa cMpr (erolenaeHa pecopnquja ea-una raHjer<quja
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6.1

3a BpeMe Ha opmHoreHe3ara. Pa":nojuu aHoMaJrupr Bo Mo3oKor ce orKpr4eHr4 xaj rnynqu Ha Kor{ r4M e

AaAeH azacitidine Ha I{.rrr npe.q 3arBoparbe Ha rBpAoro Henrle. Kaj craopqu, azacitidine He npeAr43BHKa

HI4KaKBII HerarI{BHr4 peaKqr{u Kofa r{M 6uno AaAeHo npel utrnlauraqujata, Ho 6una jacua
eu6puoroxcurrHocra KOra ce AaBaJr 3a BpeMe Ha opraHofeHe3aTa. A6Hoprraanuocrrr Ha $erycor 3a BpeMe

Ha opraHoreHe3ara r4j craopur4 BKJrf{yBaar: aHoMa"rrrrw Ha CNS (er:eHqe$anujalenqeSanoqena),
aHoMaiIHI{ Ha eKcrpeMI{TerI{Te (rrauxporvreluja, xly6no crarraJro, cuuaaxrutmja, oJrr,rfoAaKTunuja) rr Apyft4
(rvrrzrcporpranrrar4ja, uuxporuatwja, racTporxr{3a, eAeM r.,r a6Hoprr,ranHocrr4 ua pe6para).

A4ulauracrpaguja na azacitidine raj rr,ranxu rJryBrlr{ [peA naperbe co HerperupaHr )KeHcKr{ rJryBrIH
p*yJITLIpaJro co HaMarreHa nJro,{Hocr r.r ryderre Ha noroMcrBoro 3a BpeMe Ha nocJreAoBareJrHuor
elt6puouareH r{ rlocrHaraneH pa":noj. Tperuauor Ha MarrrKH craopqrr p$yJrrr.rpaJro co HaMaJIeHa rexrzHa
Ha recruclrre H eluAI,I,4vIMr4rr4Te, HaMtureH 6poj na crrepMaro3opr4kr, HaMaJreHu crarrKr{ Ha 6peMeHocr,
3roJIeMyBaIbe ua a6nopuaruu eu6puoHrr r4 3roJrelreua sary6a na eu6praoHr.r xaj napeuu xeHKr{ (nu4u 4en
4.6).

@APMAIIEBT C Kr4 KApAKTEpkrCII4Kr4

Jlucra Ha encrlnrrr{encu

Mauuror (8421)

6.2 Henounaru6u,nnocru

Onoj nerc He cMee Aa ce Merra co Apyru JreKoBr{, ocBeH oHr4e cnoMeHarr4 so Aen 6.6.

6.3 Porc na rpaen,e

HeorsopeHa nrajara co nrparxoK:
3 roarzHu

llo peroHcruryuujara:
Kora AZACITIDINE PHARMASCIENCE ce peKoHcrr{ryr{pa co ylorpe6a Ha BoAa ea uujerqura irrro He

e ao SpIaNIaAep, AoKoKaHa e xeMr4cKa u Qusuura cra6ulHocr npu ynorpe6a Ha pexoHcrrrrynpaHrror JreK

ua25 oC 45 nruuyru u sa2 oC 
Ao 8 oC 8 .{aca.

Poxor Ha rpaerbe Ha peKoHcrl4ryl.rpaHuor JIeK Moxe Aa ce rpoAoJrxr{ co peKoHcrr,rryqrEja co m1ua (2 "C
4o 8 'C) BoAa 3a uHjexquu. Kora AZACITIDINE PHARMASCIENCE ce peKoHcrr{ryupa co ynorpe6a
Ha JIaAHa (2 'C 4o 8 "C) no4a sa uujerquu, ce AoKaxyBa xeMlrcKara n Suszurara cra6ulttocr npr{
ynorpe6a Ha peKoHcrprryr..rpaHrror JreK Ha 2 "C ao 8 "C 32'nca.

04 lrarpo6noJrorrrKa fileAHa roqK4 peKoHcrrrryr,rpaHr.{or ler rpe6a BEAH

ce KopHcrr4 BeAHarrJ, BpeMero Ha ynorpeoa u ycJroBr,rTe 3a cKJraAr,r ce oAroBopHocTa
Ha KopI{cHHKor rr He cMear Ia 6uAar rroAoJrrn oA 8 .raca Ha 2
ynorpeba Ha BoAa sa aujexqurE rrrro He 6ula !o $przNrz4ep
peKoHcrpyr{pa co yno4re6a na rra4lr'a (2 "C.ag 8 qC) 

oo.qa.ea u

6.4 Iloce6nu MepKrr 3a qyBarbe

HeorsopeHr,r nzjaru i ,.

Onoj nex ue Sapa nocedHu ycJroBr{ 3a qyBarbe.

paaT co
llaca Kora ce
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PerconcruryupaHa c)rcnen:uj a
3a yclonzre 3a cKJraAr..rpalbe rro peKoHcrr4ryqrajara Ha rIeKoT, BuAkr Aen 6,3.

6.5 llpnpo4a H coAplnrrHa Ha nanyBarbero

Ees6ojna craKJIeHa sujana 3anellareHa co ETFE o6roxen 6yrzn fyMeH 3arBoparr Lr aJryMr,rHr.ryMcKo
Karraqe (6eno sa 100 mg r4 rropToKaJroso sa 150 mg roJreMr4Ha ua naxynarre).

lo;reurEnu Ha naKyBarba
1 znjana rcoja co4pxrn 100 mg azacitidine.
1 nujana rcoja co4pxu 1 50 mg azacitidine.

6.6 lloce6uu npeAyrrpeAyBarba 3a oTcrpaHyBabe r{ Apyru Haqrrnrr Ha paxyBarte

llpenopaxu sa 6es6e.{Ho parysarbe
AZACITIDINE PHARMASCIENCE e ql,IroroKcl{qeH JreK r{, KaKo H co Apyrure noreHqujanno
roKcI,IiIHI4 coe4uueuuja, rpe6a Aa ce Blrr{MaBa npu paKyBa}be r,r lroAroroBKa Ha cyoneHsurr Ha azacitidine.
Tpe6a Aa ce npl{MeHar nocranKl,I 3a npaBLIJrHo paKyBarbe H oAJrara}be Ha JreKoBrr rrporr.rB par.Axo
peKoHcrI.IryI{paHLIor azacitidine AojAe no KoHraKr co Koxara, BeAHarx r{ reMeJrHo usrraujre co BoAa r4

canyH. Aro 4oj4e Bo KoHraKT co MyKo3Hr{re lreu6panu, r{cnJraKHere reMeJrHo co BoAa.

Epeueuxor nepcoHalr He rpe6a Aa paKyBa co onoj len.

llocrarrca ga pexoHcruryuuj a
Azacitidine rpe6a ga ce peKoHcru'tyupa co BoAa sa uujer<qulr. Pon na rpaerbe Fra peKoHcrr{ryr4paHr{or
JIeK Moxe Aa ce npo.{oJrxu co peKoHcrr{ryqrzja co ilaAHa (2'C 4o 8 oC) no4a sa uujexquu. ,{era"nu sa
cKJraAr,rpaEe Ha peKoHcTr.rTyr4paHr,roT npor,r3BoA ce AaAeHr,{ Bo AeJroT noAoJry.

Cre4Hraae uarepujarra rpe6a 4a ce co6epar:
Bujam(u) za azacitidine; nnjana(ra) noAa sa uujexqur{; Hecrepr{JrHrd xr.rpyprKr.{ paKaBr.rqrl;

aJrKoxo JrHr{ MapaMr{rlrba; uHj ercqracxu runprzq(u) co urna(u).
Coo4eernuor BoJIyMeH Ha BoAa sa uujerquu (nu4rn ja ra6efiara no4ony) r:pe6a 4a rroBJrer{e

Bo [rnpr{rlor, npoBepere Aanu rte ro ucqucrtrre BGAyxor 3afJIaBeH Bo rxnpnrlor.

Bnjara rcoja co4pxlr
Bo.nyuen Ha BoAa 3a
uniercuuu Koneqna rconqeurpaqnja

100 me 4ml 25 melml
150 ms 6ml 25 ms./ml

I4rtara Ha IulpI4IIor rllro coApDKI4'BoAa 3a ranjexqun rpe6a aa ce BMerHe npeKy ryMeHr,ror BpB Ha

nuja;nara co azacitidine npocJleAeHo co nbpusryBarre Ha BoAa 3a ranjexquu ro eujalara.

flo orcrpauyBalbero na runprzrlot 14 r4rruta, nujanara tpe6a eueprrzqHo Aa ce rpece AoAeKa He
ce nocrl{fHe e4uo6pa:Ha MarHa cyc ucrnryuujara, cercoj ml cycueHsuja
coAplxr{ 25 mg azzicitidine. e xoMoreHa, MalHa cycueusuja, 6es

a
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4.
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AAANTCPI{. III{JIA II 3ATBOPCHI{ CIICTEMI4: 3ATOA. BAKBI4TE CI{CTEMII HE TPE6A AA CE KOPI{CTAT 3A

aAMI{HHcrpaIIuj a Ha JIeKor IIo peKoHcTHryII}d a,

5. fynaeHaor BpB Tpe6a Aa ce vcrrncrrt v Aa ce BMerHe HoB rrrnpr4r{ co r{rJra Bo Br.rjaJrara.
Bujar.ana Iloroa rpe6a Aa ce cBprr4 HaonaKy, npoBepere AaJrr.r BpBor Haurilara e noA Hr4Boro
Ha reqHocra. llotoa, KJII{IIor Tpe6a Aa ce [oBJreqe ga Aa ce noBreqe KoJrr,rrrlrHara Ha
MeAHIIHHoKIZ npenapar uorpeoua 3a cooABerHa Ao3a, nponepynajrtu ro irr{crerr,ero Ha
Bo3Ayxor 3apo6eH Bo Illnpuqor. Iocre Toa, unpuqor co r{fJra rpe6a Aa ce orcrpaHH oA
Yujataratr Aace oAJroxu urrara,

6. flocle4onarenHo, rpe6a Aa ce npl4llBpcrrr cBexa rrorKoxHa r4rJra (npenopaqaHa 25-fouu) ua
ufipullor. Llrtuta ue rpe6a Aa ce qr{crr4 npe4 r,rHjer<ryujara, co rleJr Aa ce HaMurJrr4

r,rHqr4AeHrlara Ha JroKzrJrHr.{ peaKrlrar{ Ha Mecroro ua uHjercrnpame.
7. Kora e norpe6uo noeefte o4 1 nujanu cr4Te ropeHaBeAeHv r{eKopr,r 3a rroAroroBKa Ha

cycneurujara rpe6a Aa ce noBropar. flopa4ra 3aApxyBarbe no nujarara 14 rrtrrara, uoxe6u He e
Bo3MoxHo Aa ce rroBJreqe qerara cycneusuja o4 nnjanara.

8. Co4pNuHara Ha. rrnpuuor 3a Amuparbe Mopa Aa ce cycneHArrpa HerrocpeAHo npeA
aAMl,IHt4crpa]qujma, Illupuqor ncnoJrHer co peKoHcrnryupaHa cycnensuja rpe6a 4a ce
.qo3BoJII{ go 30 ruuHyru npeA aAMl{Hl4crpaL\ujara 3a Aa Aocrr.rrHe reMrreparypa oA npu6nuNuo
20-25'C. Arco u:luuuaro BpeMe e IIoAoJrro o4 30 lruiryru, cycrreH3ujararpe6a cooABerHo Aa
ce uc$plu u Aa ae noAforBl{ HoBa Ao3a. 3a nonropuo cycneHAr.rpa}be, eHeprrdqHo [peBprere
ro Ixnplrqor norvreiy .4JIaHKHTe AoAeKa He ce rocrr.rrHe e4uo6pa:na Mrarfta cycneusuja.
flpoussoaor rpe(ia ra ce uc6pmr axo co.4pNu rorelru qecuEqxr.r unpr arnorraeparu.

llpecMerra Ha uHnprsraAvanHa,4oga
Bxyluara Ao3a, Bo corJlacHocr co noBprxr.rHaraHa reJroro (BSA), Mo)Ke Aa ce npecMera Ha cJreAHr{or
HAqI{H:

Brynna go:a (mg) :,{osa (^gl*') x BSA (v2)

Cle4nara ra6eta e AaAeIIa caMo KaKo npuMep 3a roa KaKo Aa ce ilpecMeraar uHAr4uu1yaJrHr{re Ao3H Ha
azacitidine Bp3 ocuoBa Ha rpocerrHa BpeAHocr na BSA o4 1,8 rvr2.

Haqun sa aauranracrparl4ig
PeroucrnryupaHllor azacitidine rpe6a 4a ce uujexrrzpa norKolrcro (nuernere ja urlara noA aroJr oa 45-
90') co rroMorrr Ha r{fJra co 25 eAnprqlr Bo HaAJraKTril\ara,6yror

loru noro.neMu oA 4 rnl rpe6a ga ce unjerr[paar Ha

Mecroro sa uHjeHruparre rpe6a Aa ce porupa. Hobrlre najnranrcy 2,5 cm o4
[perxoAHoTo MecTo r.r Hr,rKorarn Bo MeqTaTa KaAe
BTBpAHaTO.

oApprHKr4, qpBeHo rzJru

tora mg/m2 (% od
tpenopaqaHama
mvemrua dosa)

BnynHa Ao3a 3acHoBaHa
Ha BpeAuocra na BSA
oA 1,8 u2

llorpedeu 6poj ua nuja.uu
[Iorpe6eu e BKyreH
BOJryMerr Ha
peKoHcTHTyr{paHa
:ycneuguia

100 m[
ruiana

150 m[
rniara

75 ms.lm' (I00o/o) 135 mg L suianu 1 npriana 5,4 ml
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"5 
mg,/ m' (50Yo) 67.5 ms I suiana I suiana 2.7 ml

25 ms,lm" (33Yo\ 45 me I suiara I suiana 1,8 ml
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Cexoj neucxopllcreH JIeK I{JII4 ornaAeH uarepujan tpe6a Aa ce o,{Jroxr,r Bo corJracHocr co JroKaJrHr{re
6apawa.

7. HOCTTTEJI HA OnOBpEHr4[ 3A CTABATbE HA JTEKOT BO npOMET

I4HO-MEAPIKC looen
yr. Jopgan XaquroHcraHrr{HoB IJunor 6p.19-5
1000 Cxouje,
P. Ceeepua Maregouuja

8. BPOJ rrA OIOBPEHTTE 3A CTABATbE HA JrEK BO

rr-I722lI
rt-t723tI

9. AATyM HA IIPBO OAOEPEHT4E/OBHOBA
JIEK BO IPOMET

16.02.2022 ro.rrr{Ha

10. AATyM HA PEBrr3r4JA HA TEKCTOT

Mapr2024 roAr4Ha

CTABAIbE HA

aA


