
YTIATCTBO 3A YIIOTPEEA
AZ ACITID INE PHARMAS C IEN C E / A3 AuIIT VIIiVI}il O APMACAJAH C 2 5 M g/MI

rrpalroK 3a cycneH3Iaja :a raujercruparle
azacitidine

Bnuuareluo upouu'rajTe ro IIeJIoTo yIIaTcTBo npeA Aa 3ar1oqgeTe co ynorpe6a na onoj ler
6ngejr(n coAptnu BaxIrH uuQopruaquu sa Bac'

gynajre fo oBa ynaTcTBO. Moxe fte rpe6a Aa f,o ilpotil{TaTe IIOBTOpHO.

,{oromcy LrMaTe AonoJrHnTeJrHLI npalxal5a, npaurajre ro BauruoT JIeKap, tpaprraaqenr ulu

MeAI{qI,IHCKa CeCTpa'

[onolry Ao6prere HeKor,r HecaKaHH etferru, uH$oprr,rupajre ro Baurpror JI€Kap, Saprtaaqenr

HJrr{ MeAUrItrHOKa CecTpa. osa ru BKnyqyBa cI{Te Mo)KHIr HecaKaHpI etferru KSI'I He ce

HaBeAeHI{ Bo oBa ynarcrBo' BuAII aen 4'

IIIro co4pxlr oBa YrltlTcrno
1. lllro e AZACITIDINE PHARMASCIENCE I{ 3a Ixro ce KopI',IcrH

2. Illro .rpe6a Aa 3Haere npeA Aa BLI ce AaAe AZACITIDINE PHARMASCIENCE

3. Kano,4a fo Koprrcrnre AZACITIDINE PHARMASCIENCE

4. Moxnu HecaKaHI'I e$exru
5. KaHo Aa ce qyrBa AZACITIDINE PIIARMASCIENCE

6. Co4pxcaua Ha rlaKyBalbero r{ Apyru uH$opuaqun

1. IIIro e AZACIITIDINE PHARMASCIENCE Ir 3a llrro ce Kopl{crlr

IIITO E AZACITIDINE PHARMASCIENCE

AZACITIDINE PHI,RMASCIENCE e aHrrr-KaHrleporeH ler r<oj nprauafa Ha rpynara n""::,1

Haper{eHu ,,aHTH-tteT&6 o1rrTpr". AZACITIDINE PHARMASCIENCE oAp)Is4 aKTI4BHa cyIIcraHIII{a

,,a3aqurl.{gHHo'.

IIIro e AZACITIDII{E PHARMASCIENCE u 3a IIIro ce KopHcrII

AZACITIDINE PHA.RMASCIENCE ce KopHcrH xaj noepacHl{ JIHIIa r<aj ron nenra MoxHocr ce

H3BpIxu rpaHcnJlaHTa.ryuja aa MaTHqHLI KJIerKn 3a JleKyBarbe:

. MrreJIoruclJIacrHtIHH cI{HApoMH co BI4coK pI'I3I{K (MDS)'

" xpoHuqHa Mr{eJroMoHoIrI{THaneynelt'lja (CMML)'
. aKyrHa MI4eJIoH.n,Ha neynerranja (AML)'

Osue 6olecru ui.rjaar Bp3 KocKeHaTa cp)K lI MolKaT Aa npe,4I{3BI'IKaar npo6lelru co HopMaiIHoTo

npoI43BOACTBO Ha KpIlHI4 KIIerKlr.

Karo 4eryna AZACIITIDINE PHARMASCIBNCE
AZACiTIbINE PHARMASCIENCE AerIyBa Ha Ha'I{H llrro ro crperryBa pacror Ha KrIerKI4re r{a

paKor. Asaqurr.rAraH ce HHK6pnopupa B0 feHercKuor rr'tarepuj aI HA KJIerKI4re (pn6onyuel4HoKa

nr""n""u (Plilg r ,nteoKcr.{pu6buyueuucKa KI4g9JII,IHa GfUO). Ce cuera AeKa AeJryBa co MerryBa}be

HA HAqHHOT UA XOJUTO KIIETKI{TE TU BKIYTIYBAAT II I'ICKII}^{YBAAT TEHI4TE I4 HCTO TAKA CO CNPELIYBAIbE

}] il;;;;;;;;";;;;" Hosu pHK 
" Aruc. Ce *rera AeKa oBrre .qej*sa ruI Koper'paar npo6;reuure
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coco3peBalbeToI,IpacToTHaMJIaAI{TeKpBHI{KJIeTKI4BoKocKeHaTacpx(
Mr4eroAHCIIJracTHqHu Hapyr[yBarbavrtvy6uuaar KaHIIepofeHI4Te KJIeTKI'I npl4

llopasroeapajre co Ilanuo.r JreKap HJII,I MeALIIIHHCKa cecTpa AoKoJIKy I'IMaTe

'ou*unoAeJTBaAzIACITIDINEPHARMASCIENCEI,JII{3oIIIToooojle;
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r4Ma noroJreMa BepojarHocr Aa Ao6r.rere r.rHoeKuHu.

Hprcox 6poj ua rpou6oquru Bo KpBra (rpona6oqzroneHraja). Iloeefte cre cKJroHrr KoH KpBapeme r{

MOApuHKH.

3aner, aujapea, raAeH,e, uonpaftane.
fluenuouuja.
Bolxa Bo fpaAI4Te, ore)KHaro Al4rlletbe.
Vuop (:auop).
Pearqraja Ha Mecroro na unjerruparbe, BxJlyqyrajftu qpneHrrJro, 6oJrKa r.rru peaxqaja Ha Ko)Kara.

fy6erre arrerr{T.

Eorxn no gmo6onure.

MogprEHrn.
OcrEn.

IdpneHz lrJrpr BuoJreroBr{ AaMKLI noA Ko}Kara.

Eom<a Bo croMaKor (a6gorvruua.nHa 6orxa).
rleurarre.

Tpecxa."

Eorna Bo HocoT r{ rpJroTo.

Bpromanuqa.
fraso6orHa.
flpo6nervur co cilpren ero (uecounqa).

Kpnapene oA Hoc (enracraxca).

Eonxu Bo MycKyJrvre.

Cra6ocr (acr:enuja).

fy6erre rex(HHa.

Httcru HHBoa Ha KaJrayM Bo KpBTa.

I4nSexquj a ua roxara (qe.rry.nlltuc).

I4uQexqvrja Ha nocor H rpJloro
Eorxa rrJII{ Terle}be Ha Hocor
BHcox r4JrH HH3oK KpBeH

He4ocraron Ha 3AHB nppr

Boirca Bo fpnoro r{ rrac
llpo6nenz co Bapen,ero.

Jlerapruja.

tlecru Hecararru 4ejcrna (ruoxe 4a ce janar xaj ao 1 Ha 10 mqa)
. Kpnapelbe Bo HraBara.
. ?IH$exquja Ha KpBTa npe.{r,r3Br,rKana oA 6axrepua (cenca). Oea r\aoxe Aa ce AoJrxrr Ha Hr.rcKoro

HrrBo Ha 6enu npnnu Krrerrpl Bo KpBTa.

. OrureryBarbe Ha KocKeHara cp>H. Ona Mo)Ke Aa AoBeAe Ao Frr4cKo Hr,rBo Ha rlpBeHr,r u 6etm KpBHH

KJrerKr4 ra rpou6oqura.
. Br4A Ha aueuuja Kora ce HaMarryBaar IIpBeHI{Te u 6etwne KpBHr4 KJrerKr{ ra r:porr,r6oqurrare.
. ?In$erqujanoypvnara.
. BupycHa zn$exurEja rrrro ilpeAmBr4KyBa JIaAHr.r pauu (xepnec).
. Kpnapelr,e Ha Herrrlara, KpBapelbe Bo croMaKor Lrrrr rlpeBara, KpBaperbe oA 3aAHr4or orBop

rropaAr.r xeMopor.rAn (xenaopolr4uo KpBapelbe), xpnapeme oA oKoro, KpBaperbe rroA Ko)Kara HJrH

Bo Ko)Kara (xertrarorta)
. KpB Bo ypr,rHara.
. 9uponra Bo ycrara uttuua jazurcor.
. flpolrelau Ha Kox(ara oKoJry Mecroro na uujexrnparre. Onue on$aftaal oroK, TBpAa fpyTna,

MoIpr,rHKra, KpBaperbe Bo Ko)Kara (xenrarorra), ocr4n, qeruarbe r{ npoMeHra no 6ojara Ha Koxara.
. I-\peeunro Ha Ko)Kara. :
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a $#9Ce uyrctryBare reHepaJlno nouro.
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AnxcHosHocr.
36yuerocr.
Onafame Ha Kocara.

flpo6lerr,ru co 6Y6Perure'

,{exu,uparauuja.
Een cnoj rrrTo fo trroKpprBa jasllxor, BHarpeIxHI'IOr AeJI ua o6pa:ure, a IIOHeKoraIu H Ha ropHHoT

AeJI Ha ycrara,t.,ouutu ll rpajuuuure (ra6uuna rausexuuja no ycrara)'

Onecnecryname'
fIaA na KpBHtro,f npHTr4coK IIpI4 cToelbe (oprocrarcna- xnuorensuja) IITO '4OBeAyBa 

Ao

BprornaBI4IIa nplr ABmKeIbe Bo croerlKa UrI4 CeAeqKa TIoJIO)Koa'

. flocnauocr, yMop (sauoP)'

. Kpsaperbe nopaArr ttuuuiaHa Karerep. 
duha ^n " 

,ar$e v6oil<a so. Eolecr urro ur,tjae Ha IIpeBaTa H Mo)Ke Aa pe3yJlTllpa co TeMllepurypa' IIoBpaKi

croM aKor (.lu eeP'rr'rxYluruc).
. Teqnocr oKoJIy 6,elure.upo6onu (nnenpaleu eSysuja)'

. Tpeneperse (rPecr<a)'

' MycKYrHI4 fPqeBIr'
. 3roneueH ocr{rr v qelua]be Ha Ko)Kara (yprarcapuja)'

. Co6upame Ha rerlHocr oKoJry cpqero (uepIErap'unav3rfi4B)'

Iloua.nrcy qecrrr HecaKaHu leicrna (rrloxe,4a ce janar raj ao 1 na 100 nuqa)

. Aneprprclca(npeoceuunocr)peaxqraja'

' Tpecerse.
. I4ncySuqueuqraja ua qpnaor 4po6'
. forteMn BI{OJIeTOBO o6oeHIl' noAI4fHaTH 6onsU AeJIoBI'I Ha KO)KaTa rrponpaTeHl'I CO TpecKa'

. Borsa yrrlepaquja Ha KoxaTa (pyoderma gangrenosum). 
.

. BocnareHr{e Ha <l6sr4BKaTa oKoJry cpqeTo (nepmapluruc).

Pernu Hecanalrr gejcrna(uo)I(e Aa ce jarar naj ao 1 ua 1000 rulqa)

' Cyea KaITIJILIqa'

" Be:6olHo oreKyBalbe Ha BpBoBlITe Ha npcrr{Te (xna6uur)

. cr4HApoM Ha Jru3a Ha ryrrtop - nae:ra6oluqHu KOMIIJII4KauuI{ IUTO MO)Ko Aa ce nojarar 3a BpeMe Ha

TpeTMaH Ha paK, a IIOH9KO;aIJI Aypu u 6e: tperltan. Osue KSM1JII4KaIIUU Ce npeAI43BHKaHI{ oA

IpOH3BOAOT Ha yMplpalbe Ha KJIeTKI',ITe Ha paKoT I4 MO)I(e Aa Io [peAI{3BHKaaT oJIeAHOBO: IIpoMeHI4

BO COCTaBoTHa KpBTa; BprcoK KaJILIyM, socsop' ypuqHa KLIQeJIIHa I'I HI{CKO HHBO Ha KBJIIIIaYM'

cJreIcTBeHo ,nu,rou lone4yoajftH Ao npoMeHI{ Bo $yHnqnjara na 6y6peeltre' tlyKalbe Ha cpllero'

lF,ArrAA]a I'I nOHeKolaIIr cMpT'

Henoruaro (spenneuqujaTa He MO){(e Aa ce [poIIeHI4 oA AocranHure noAarouu)'

. HHSexq uja ua noAra6onr,ne cJroeBr{ Ha Ko)Kara noja 6p:o ce lrkrpv, ounerynaj*H ja roxara u

;#;;;;t; ;; ra 6ure onac'o no )KLIBor (nerporusupaqKll Sacunr'*rac)'

. CepuogHa r.rMyr{oJrollna pearqr.rja (cllu4porr,r na ,qutfepeuqrjaUuja) xoj

TpecKa, KaruJIpIUa, oTe)IGaTo AII[Ierbe, ocl',In, HaMiLleHo ypHHHparbe' H

(xunoteusuja) oror Ha pallere I4JII{ Ho3ere u 6pc uopacr Ha reJlecHara

Boclalenue Ha KpBHpITe caAoBIl Ha Ko)Kara ruro Moxe ' Aa pe3y

BacKyJIprrLIc) i , '

Ilpuj anynalbe HecaKaHIl 4ejcrna
Ano ga6eleN(r.rTe KaKBO 6rno necarcano 4ejcrso, rpe6a Aa IO H3BecTI{Te

$apuaqenr. Toa ro BKIryqyBa I{ ceKoe Mo)I(Ho HecaKaHo 4ejcrnoIt:-t T ti:::*::3.::"',,1:Hf";,
wePlrs5vsr' ----::'naynDrrra f,{nv u so HaquoHanHI1oT IIeHTap 3a
Fleiarasure 4ejcrna oA JIeKoBI4Te Mo)I(e Aa rH [pHJaBI4Te

(.,n (-a lCunr,rn r,r Meronai
ffiilffi;#"dotiA'r;;;; .u nl"ou" H MeA?rrr,r4HcKH cpeAcroa (vr.cr'K,rpurr vr Mero4raj

---.-.--:^-^ L+^,ll^^1^oA nnv mkl
#:; .Jj;il .n"n tporr"*H rar rlpeKy ne6 crpauara sa Are'uuj amhttp:llmalmed'gov'mk/"



3. klrnara Ha [InpI4IIor IrITo coAp)KI,I BoAa 3a ltrjenqrar,r rpe6a Aa ce BMerHe HH3 ryMeHr.ror BpB Ha
nujatara co a3aIII4TI4AvtH) rra noroa BoAara :a uHjexqnn 4a ce n6prEsra no nzjalara.

4. llo orcrpanyBalbero Ha lxnpuqo^r H Hfirara, tujatara tpe6a eHeprur{Ho Aa ce nporpece AoAeKa
He ce nocrl{rne yuz$opMa 3aMareHa cycneusaja. flo peroucruryr\krJara, cexoj mg cycneusnja
coAp)KI,I 25 mg a3a\vl.pr!'prn. PerconctrryupaHr{or npor,r3Bo.q e xoMoreHa, 3aMareHa cycnen:uja,
6es arroN{eparn. flpougsoao:r rpe6a Aa ce Hc0prn aKo colpxrpr rorelafi qecr]rqKu nna
arrloNaeparpr. He ja Olrnrpupaire cycneusujara no pexoFrcrzr)'quja 6praeirtz uoxe aa ce
orcrpanu axrusuara cyncraHrluia. Mopa Ia ce seMe npeABun IeKa Ora.ftpure ce npucvfirz so
HeKoI,I ananrepu. IrII{JIa H 3arBopeHI,I ct4creMr,r: u 3aroa" BaKBr4Te cucreua ue rpe6a .ua ce
Koprac'rar sa a,{N{raHzcrpauuja Ha reKor no pexoHcrraryrluja.

5. lyuenzor: npa rpe6a Aa ce I4cr{I4cTul.z' Aa ce BMerHe HoB rxrpuq co r{ilra no wrjalara. Bujalara
rloroa rpe6a Aa ce cBprH HaonaKy, H lla ce npoBepu AaJrr,r BpBoT Ha r{fJrara e noA Hr{Boro Ha
TeqHocra. flotoa, ce noBJIeKyBa KJIvnor rpe6a pr ce 3eMa KoJrr4qr.rHara Ha Me.{uquHcKt4or
nporr3BoA norpe6ua 3a cooABerHara Ao3a, co r4croBpeMeHa npoBepKa AaJrr,r Bo3Ayxor sapo6eu
Bo Ix[ppIUoT e vcrucHaT. IToroa, umpulloT co LIilIara rpe6a Aa ce oTcTpilHr4 oA nujatara V Aa ce
VI3BANId I{TJIATA.

6. Ha unpuqor rpe6a Aa ce npvqBpcru HoBa lrorKolKHa r4rJla (npenopa.raHo e co rraepav o4 25
folJu). Llrtara ue rpe6a Aa ce npoqucra rlpeA unjer<qzjara, co rleJr Aa ce HaMaJru HHqr{AeHqara
Ha JroKurJrHr4 peaKqvr{ Ha MecToTo Ha uujen:rrapabe.

7. Kora e norpe6na none(e o4 | nujarra, cr4Te ropeHaBeAer{u qeKopr4 3a noAforoBKa Ha
cycneusujara rpe6a Aa ce RoBTopar. flopa4l4 3a,qpx(yBarbe reqHocr no nujalara kr :a1rara,
Mo)Ke Aa He e Bo3Mo)r(Ho Aa ce rroBJreire rleJrara cycnensuja o4 nujalara.

8. Co4pxlzuara Ha IIrrIpHIIor 3a Ao3l4palbe Mopa noBTopr{o Aa ce nporllece HenocpeAHo npeA
aAMl{Hl{crpaqr{ara" Teuneparyprraltsla cycneuaujara 3a BpeMe ua rEnjelcruparre rpe6a lla6ule
rpn6wtxllo 20-25"C. 3a nonropHa cycnenrnja, eHeprr4qHo npeBprere ro rltnpuqor nonaefu
AJIaHKI4TeAoAeKaHece[ocTI{rueyuuQopMa'3aMaTeHacycnerrsuja.@
aKo coAp)KH roJreMr{ qecTr4qKH I,IJIH aHrOMepaTV.

flo pexoscrzr.vquja:
Kora a":aqurr,r4uH ce peKoHcrlaryI{pa co ynorpe6a Ha BoAa sa raujexquur rrrro He ce qyBa Bo

$puxu4ep, AoKDKaHa e xeMr{cKa Ia Su:uura cra6rarnoct npr4 yrrorpela na peKoHcruTyr.rpaHuor
JIeKoI,I3BoA ua25oC Bo reKor ua 45 nruuy"rvlvHareMneparypaol2oC Ao 8oC 3a BpeMe og 8 vaca.

Polcor Ha rpaelbe Ha peKoHcrkrryupa:avror JIeKoH3BoA Mo)Ke Aa ce npoAoJDxr.r co peKoHcrzryquja co
JIaAHa (ol,2oC ao 8"C) BoAa 3a unjexquu. Kora a:aqnruAr{H ce peKoHcrr4Tyr.rpa co ynorpe6a Ha BoAa
sa uujexquu o!\ ral.lalr:ur4rc (2oC 4o 8oC), AoKax€Ha e xeMprcKa u $usuwca cra6ralnocr nprE ynorpe6a
Ha peKoHcrHTyr4paHHor JreKoH3BoA Ha reMneparypa og2"C Ao 8oC 3a BpeMe o432 taca.

Og rr.ruxpo6l4oJlollrKa HIeAHa rorlKa, peKoHcrraryr,rpaHr4or npor43BoA rpe6a Aa ce r4cKopr.rcru BeAHarx.

,{oxorxy He ce I'IcKopI.rcrIr BeAHaIIr, 3a BpeMero na ynorpe6a H ycJroBr{Te Ha cKnaAnparbe npeA
ynorpe6a oAfoBopeH e KopLIcHI4Kor I,I I4cToTo He cMee Aa 6uILe rIoAoJIfo oA 8 qaca Ha reMneparypa oA
2"C go 8oC xora JreKor ce peKoncrlrTyr4pa co yrrorpe6a Ha BoAa :a aujerqua rrrro He 6nna so
tpptzNu4ep vrh He noAoJlro oA 32 qaca Kofa Jiexor ce peKoHcrrzryr{pa co ynorpe6a Ha BoAa 3a
unjerqur.r o4 Qpuxu4ep (oa 2oC ao 8oC) .

Illnpaqor HcnoJrHer co peKoHcrkrrynpana cycneHauja rpe6a Aa ce ocraBu Ao 30 MVHyrr4 npeA
aAMHHT{CTpa\WJA 3a AA
noAonro o4 30 uuuyru,

o4 npu6nuxrso 20-25oC. Aro r.r3Mr{Haro BpeMe e

Aa ce r4cQpJivId l\a ce ilollrorBr.r HoBa Ao3a.

BHynuara Ao3a, Bo cor
cJreAyBa:

reJroro (BSA), Mox(e Aa ce rpecMera KaKo rrrro

BHynna gosa (mg) ('n')

(t};\srF-vc 4+^9;\
ha$ora+** lr ?,
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Cle4Hara ta6ena e,ua.{esa carrao 3a TOa r(ar(o Aa ce npecMeTaaT vt[IkrBvtAyaJrHr,rTe Ao3r,





Ha a3a\r4Tu1r.rH Bp3 ocHoBa Ha npocer{Ha BpeAHocr Ha BSA o4 1,8 m2

,{ora mg/m"
(% od npenopaqaHama

novemaa dosa)

Bxynna 4o:a
3ACHOBaHa Ha

BpeAHocra na BSA oa
1.8 m"

Ilorpe6eu 6poj Ha
snia.irrl

ilorpe6en BKyrreH
BOJTyMeH Ha

peKoHcTrrTyHpaHa
cycnensuia

Bnjara oq
100 me

Buja.na oq
150 me

75 mslm' (100 %) 135 me 2suiarru I nuiata 5,4 ml
37.5 ms.lm'(50 %) 67.5 ms. I suiara I sraiara 2"7 ml
25 ms.lm2 (33 %\ mg45 1 suiara I nuiwru ml1.8

Haqnn sa aaunnzcrpauzja
He ja $urrpupajre cycneusrajar:a ro peKoHcruryqzja.

PenoucrnryrpaHaor AZACITIDINE PHARMASCIENCE rpe6a Aa ce uujexrupa rornoxHo
(rlreruere ja uruara noA aroJr oa 45-90') co noMoru Ha vrra co foJreMr.rHa 25G Bo HaAJraKrvt\dra,

6yror HJrr4 croMaKor.

,{o:n noro.neMu oA 4 ml rpe6a 4a ce unjexrupaar Ha ABe sace6Hu Mecra.

Mecroro sa uujexrupame rpe6a Aa ce porl4pa. Hosnre uujexqun rpe6a Aa ce oraBar uajrraanxy 2,5 cm
[oAaJIeKy oA rlperxoAHoro Mecro ua r,trrjexrupalr,e vr Hr{Koralu Bo Mecra KoH ce HexHI{, co MoApI,IHKI{,

qpBeHr.r r4Jrr{ crBpAHarH.

Cexoj ueucKopr{creH JreKJreK HJIr{ orflaAen rvrarepuja-rr

JroKatrHr{Te nponprcu.
BO CO|JTaCHOCT CO
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