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KPATKA XAPAKTEPHCTHKA HA MPOOYKTA



| 3MBAHUTENHA ATEHHWA NQ AEKAPCTBATA
Kpamua xapaKkmepucuxe Ka npogyxma - M 1

Asaustand MCH 25 mg/ml npax 3a HiokekLoHHa cycriensus) Kb Pea. Ae . 20242052,
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Ogospens /

1. HUME HA JIEKAPCTBEHHUA TPOAYKT

Azacitidine MSN 25 mg/m] powder for suspension for injection

2. KAYECTBEH H KOJHMYECTBEH CBHCTAB

Beekn ¢naxon chappka 100 mg asauntuamn (azacitiding). Cnex pasTrapaHe BCEKH MUTWIWTLD
CYCNeH3HA CbABPIKA 25 mg asaliuTHIHH,

3a NBLAHKA CNHCBK HA NOMOLIHUTE BELISCTEA BHIKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a MHXEKUHOHHA CyCNEH3us.
ban 1nodunuanpan npax.

4. K/JIHHHUYHH TAHHHA
4.1 TepaneBTHYHH NOKA3AHAA

Asauutiand MCH e nokasaH 3a JieueHHWe Ha BB3PACTHM NALMEHTH, KOMTO HE Ca TOAXOAALIM 3a

TPaHCIUIAHTALIHA HAa XEMOMOETHYHHW cTBonoen xnetku (Haematopoietic stem cell transplantation,

HSCT), c:

. MuenoaucracTiiHu cuHapomu (Myelodysplastic syndromes, MDS) ¢ mexaunen-2 ¥ BHCOK
puck crniopen MexayHaponHaTa nporHocTH4YHa Ttoukosa cHcTema (International Prognostic
Scoring System, IPSS);

. XPOHHYHA MHETOMOHOUHTHA NieBkeMus {Chronic Myelomonocytic Leukaemia, CMML) ¢ 10-29%
KOCTHOMO3ZbUYHH G11acTH 6e3 MUENONpoaddepaTUBHO HApyLIEHHE;

. ocTpa MuenouaHa neepkemus (Acute Myeloid Leukaemia, AML) ¢ 20-30% OGnacth u
MYNTHIHHEHHA DvWcniiasua cnopen knacHdukauusaTa Ha CBeTOBHATa 31paBHa OpraHH3aumus
(C30),

. AML ¢ > 30% kocTHOMO3BYHK GnacTH cnopea knacHdukauusTa Ha C30.

4.2 [lo3upoRKA M HAYUMH NA NPH/I0KEHHE

Jleuennero ¢ Asauutuar MCH TpaGea na ce 3anousa w npocneassa nod HabMOAECHHETO Ha NeKap ¢
ONMT B NpPHUIATAHETO HA XWMHOTEPANEBTHYHM CpeacTea. [lauwenTure TpaGea na nonyuar
MPEMENHKALMA C AHTHEMETHLIM CPeUly raeHe W NOBPBLUAHE.

QOSHQOBKB.

l']penopLHBaHaTa HavanHa a03a 3a ePBUA IHKEN HA JISYEHHE 33 BCUYKH NAUHUEHTH, HE3ABHCHMO OT
H3XO/IHHTE CTOMHOCTH Ha NaGopaTOPHHTE XEMAaTONOTMYHM NoKasatenW, € 75 mg/m? TenecHa
NOBBPXHOCT, HHIKEKTHPAHH NMOAKOHHO BCEKH NCH B NPOALJLKEHHE Ha 7 AHH, NOCNEABAHN OT MEPHOA Ha
NOYMBKA C NPONBMKUATENHOCT 21 AHH {28-AHeBen UMK Ha JieUeHHE).

Ilpenoptbusa ce naukeHTHTE Ja GBAAT NOANOKEHH HA MUHAMYM 6 JleueGHM LMKBAA. Heqeuue’gg_jjpnﬁna
Ja ce MPOABNKABA, NOKATO NALHEHTHT NPOABLAKABA A3 UMA (10134 OT HETO HWIH A0 ~4a
3abonaBaHeTo.

Haunenture Tpabpa na Obaar creacHH 3a XEMaTONOMM4EH OTIOBOP/TOKCH
TOKCHYHOCT {BK. TOUKa 4.4); Bb3MOMKHO € 13 e HANOXKM OTNATAHE HA HAYANOTO
WIH HAMAIABAHE Ha 03aTa, KAKTO € ONUCAHO TOo-A0NY.
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Jlabopamopuu mecmose

Tlpean 3anousaHe Ha TepanuATa W npeiu Bceku nevefeH umMkba TpaGea ga ce onpenenst
byHKUHOHANHNTE YepHOIPOGHH NOKA3ATENH, CEPYMHHA KPEaTHHUH W cepymuus GukapGouar. [peny
3armouBaHe Ha TepanuaTa TPSOBA Na ce HaNpaBM NbAHA KPbLBHA KAapTHHA, KAKTO M MpH HYXKaa 3a
NpOC/eIABAHE HA OTrOBOPA M TOKCHYHOCTTA, HO Hall-ManKo npeau Boexy ieueDeH unMKb.

Kopuzupane na do3ama nopadu xemamono2uuna moxcuuHocm

XeMaToNorHuHaTa TOKCHYHOCT ce AedhHHUpa KaTo Hali-HUCKUA Gpoil KPHBHHM KNETKH, OCTUIHAT NPH
AaneM uMken {(Haaup), ako TpoMGountrTe ca < 50,0 x 10%/1 w/unu aGeomoThuat 6poil HeyTpodHIH
(ABH)e < 1 x 10%/1.

Bw3cTaHoBABAHETO cE IEDHHHPA KATO YBENHUABAHE HA KNCTHUHATA AMHUA (IMHIW), IPU KOATO (KOWTO)
e HabmoaaBaHa XeMaTONOrHIHA TOKCHYHOCT, C ITOHE NI0/IOBKRHATA OT Pa3/iMKaTa OT HAZHPA W H3XOAHUSA
Bpoit kpeerY kaeTkW nmoc Gpos npu Haaup (T.e. GPoll KPBLBHH KIETKH MpH BLICTAHOBABAHE > Bpoii
npH Haaup + (0,5 x [u3xoneH 6poii — Opoii npu Haaup)).

Tayuenmu 6e3 namanen usxoden 6poii na Kpvenume xaemxu (m.e. reexoyumu > 3,0 x 10°%/1 u ABH >
1.5 x 10°/1 u mpomboyumu > 75,0 x 10°/1) npedu nvpsomo revenue.

Ako cnen neveHneTo ¢ AzaunTuane MCH ce HaGmogaea XeMaToROrHYHa TOKCHUYHOCT, CACABALIMAT
UMK/ HA TepanuaTa TpsAbBa Na ce OTNOXKH 0 Bb3CTaHOBABaHe HA Gpos Ha TpomBouuTtire n ABH. Ako
C€ NOCTHIHE BLICTAHOBABAHE B PAMKMTE Ha 14 11K, HE Ce Hanara KOpHrHpaHe Ha ao3ata. Ako obaue He
€€ TNOCTWUTHE BLICTAHOBABAHE B pamKuTe Ha 14 aHM, no3ata Tpadea ga Onbae HamaneHa CbrnacHo
cneapamara TabaAua. Cnea npoMsaHa Ha [03aTa NPOABKHTENIHOCTTA HA LMKbAa TPiOBa OTHOBO la
crade 28 aHu.

bpoii npu Haaup % OT A03ATA 32 CNEABALLHMA UHKBA, AKO
He € NOCTHIHaTO BLICTAHOBABAHE* B

ABH (x 10%1) TpomGountn (x 10%1) pamkuTe Ha 14 aHM

<10 < 50,0 30 %

> 1,0 > 50,0 100 %

*Bracranosarane = Gpoit kpsBHE KneTkH > Gpoit npw Hanup + (0,5 X [uaxoneH
6poii — Gpoii npu Haaup])

Hayuermu ¢ namanen uzxoden Gpoti na kpverume kremxu (m.e. resxoyunu < 3.0 x 10°/1 wiu ABH 1,5
x 10°/1, unu mpomboyumu < 75,0 x 10°/1) npedu Repeomo Aeverue

Ako cnea mevenueto ¢ Azaumtuamd MCH cnapst uwa Gpos na sesxouwrwte win ABH, amm
TPOMGOLMTHTE B CPaBHEHHE C NpeaH NedenneTo e < 50 %, wnu no-roam ot 50 %, Ho ¢ nonobpetine Ha
nokazarenute 3a andepenunpane Ha KOATO H Ja € KNETHYHA NHHKA, CleABALIUAT UKD He TPAbBa Aa
e oTNara ¥ no3ara He TpAGBa la ce Kopurupa.

Ako cnagbT Ha 6poa Ha neskouuTHTe Hid ABH, wim TpomGountuTe € no-ronam ot 50% B cpaBHeHue
¢ mpeau Jievuennero U Oe3 rmoaobpeHne Ha AWdEpeHOMPAHETO HA KNETHYHHTE JHHHH, CNEABALUMAT
uUHKBA Ha Tepanud ¢ AsauntHamd MCH tpaGea na ce oTnoXy A0 BhL3CTaHOBaBarie Ha Opos Ha
TpomGounTnTe W ABH. Ako ce MocTHrHe BbICTAHOBABAHE B PaMKHTE Ha 14 AWM, He ce Hajtara
KOpPUrupaHe na aosara. Axo ofave He ce NOCTHrHe BB3CTAHOBABAHE B paMKHTE Ha 14 aAHM, Tpadsa na
€€ ONpeleH KISTBYHOTO CHABPKAHHE HA KOCTHHS MO3BK, AKO KAETHUHOTO ChABPAKAHHE HA KOCTHHA
MO3BK € > 50 %, nozata He Tpabsa Na ce KOPUrHpa. AKO KNETBYHOTO ChABPKAHHE HA KOCTHHA MO3DbK €
< 50 %, nevernero TpabBa 2 c€ OTIOKH M 103aTA Jia C& HAMANHK ChIVIACHO clleABaluarTa Tabauua:

KneTbuHo chabpkanne ua % ©OT N03aTa 3a CAEABALIMA LMKBN, AKO HE € NOCTHTHATO

KOCTHHA MO3BK BB3CTAHOBABAHE B PAMKHTE Ha 14 AHKM e
BuacraHossBaHe* < 2] aHu | BracTaHOBRBAHEY?

15-50 % 100 % 30 %

<15% 100 % 33%

*BracranosabaHe = Gpoii kpeBHM kneTku > Gpoit npu naaup + (0,5 x [uaxoaen
Opoii — 6poii npu Hagup))




Crnien npomsna Ha f03aTa NPOAKDKHTENHOCTTA Ha UMKb/I2 TPIOBa OTHOBO Ja cTaHe 28 aHM.

Cneyuannu nonyaayuy

Hayuenmu & cmapyecka evipacm

He ce npenopuusat cneundH4HM KOPeKUMH Ha 103aTa IIPH NAUMEHTH B CTapuecka Bb3pacT. Thid kato
BEPOATHOCTTA 33 HANKHYHE HA HamaneHa OuOpeuHa GyHKUMA € No-BUCOKA NpPH NALMEHTH B CTAPYECKA
B%3DACT, MOXKE J1a € OT N0A3a Aa ¢e cnean 6u6peunara dyHkuma.

Mayuenmu c 6vbpeuno yspexcoare

A3au¥THAMH MOJXE Nla Ce NpUNara Ha NauHeHTH ¢ 6u6peuHo yBpekaane 63 NpEoHauanHO KOPHrHpaHe
Ha fl03aTa (BX. TOUKa 5.2). AKO HACTBIIH HEOOSCHHM CTiajl Ha HUBOTO Ha cepyMHHs GukapGouar nox 20
mmol/1, no3ata Tpabea na Gwuae HamaneHa ¢ 50 % npu ceABalLMA UMKDBI. AKO HACTBAST HEOBACHHMM
IOBHILIABAHHA HA CEpYMHHS KPEAaTHHHH WM ypeiiHua a3oT B kpbeTa (BUN) no

2-meTH Hag M3XOAHMTE CTOMHOCTH M HAJ rOpHaTa rpaHMua Ha wopmata (ULN), cleaBalyaT unnn
TpabBa fa Gb/ie OTAOKEH 110 BPBLUAHETO MM A0 HOPMATHMTE WIH H3XOAHUTE UM HWBA M 103aTa Tpsibea
Aa 6baa Hamanena ¢ 50 % npy cneaBaiKa LMKELA Ha NeueHue (BX. Touxa 4.4).

Hayuenmu ¢ yeprodpobro yepescoane

He ca npoeexcnann oduuManiu npoyuBaHHA NPy NAUMEHTH C YepHOAPOGHO YBpexaaHe (Bk. TOuKa
4.4). [MaunenTrTe ¢ TexKO UepHOAPOGHO OpraHHo yBpeknaHe Tpabea na GbAAT BHUMATENHO

CICAEHHW 3a Hexenanu peakuuu. He ce npenopbusat cnenudguyHH MPOMEHH HA HayanHaTa A03a NpH
MAaUMEHTH ¢ YEPHORPOOHO yBpekaaHe NMpPEAM 3aMOYBAHE HE JIEYEHWETO; CEIBAIUMTE NPOMEHH Ha
Ro3ata TpabBa Aa ce Ga3sHpaT Ha XeMaToNOrHunute NaGoparopun nokaszatenu. Aszauntuann MCH e
NPOTHBONOKA3aH NMPY NAUMEHTH C HANPEAHANM 3NOKAYECTBEHH TYMOPH Ha YepHHA apob (Bax.

ToukH 4.3 n 4.4).

Heouampuuna nonynayus
besonacHocTTa M epukacHocTTa Ha Asauutans MCH npu geua Ha Bb3pacT 0 5017 roamnu Bee owe
He €a YCTaHOBEHH. JIUNCRAT JaHHU.

Hauwn Ha npunoxerne _

Cren paarsapane Asauntnaur MCH tpasa aa ce MHXEKTHpa MOAKOXKHO B MHIIHKLATA, BeapoTO KK
kopema. Mecrara Ha uHxekTHpaHe TpaGBa aa ce peaysat. CneasaluTe HikekurH TpabBa 4a ce passT
Ha MoHe 2,5 ¢m OT MACTOTO Ha NMOCTARAHE HA NPEANLIHNTE H HHKOra B 00/12CTH, KOHTO ¢a MYBCTBUTENIHH,
€ KPbBOHACANAHHA, 3a4EPBEHH HIIH YITbTHEHH,

Cnex pasTeapane cycrieH3naTa He Tpabsa Aa ce GUATPYBa. 32 YKa3aHHA OTHOCHO PEKOHCTHTYHPAHETO
Ha JIEKApCTBEHHA NPOOYKT NPEAH NPHAOKESHHE BHXKTE TOUKA 6.6,

4.3 TIlporusonoxazanus

CBpBbX4YBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO HH KbM HAKOE OT NOMOLLHHTE BEWIECTBA, H3GPOEHH
B Touka 6.1.

Hanpearanu 3aokauecTseHn TYMOPH Ha yepHus apob (Bxk. Touka 4.4).
Kbpmene (B, Touka 4.6).

44 CrensanaHna npeaynpexieHns i NPEANAIHA MEPKH NpPU ynmpéﬁa

XeMaToNOrHYHa TOKCUYHOCT
Jleuennero ¢ a3aUMTUAKH € CBBLP3AHO ¢ BHEMHA, HEYTPONEHUS U TPOMGOUMTONEHHS, O
MbpeHTe 2 LKKBAA (BK. Touka 4.8). Ipu Hykna, HO noke nNpeau BeekH neuebeH UM

npuaaraseTo i [a ce oTA0KH B 3aBuch0cr 0T 6pos Ha KPBEBHHTE KAECTKH MPH HAZHD H & P

orrosop (Bx. Touka 4.2). [launenTtrre TpsaGra na 6bAAT NOCHBETBAHM He3abaBHO



$ebpunum npuctTemu, CBUI0 Taka e NPENOPLYMTENHO NALMEHTHTE M Jiekapute 4a nabnionasar 3a
NPU3HAUY ¥ CHMIITOMM Ha KbPBEHE.

HepnoapoGuo yepesaaHe

He ca nposexaand oduuWanHu npoyusaHis NpH mauuMeHTH ¢ yepHonpoBGHo yepexnade. HUma
CLOGIIEHHA 33 PAa3BHTHE HA MpOrpecHpailla YepHOAPOGHa KOMA M CMBPT MO BPeMe Ha JIEYEHHE C
AIAUMTHAKH MDY NALKMEHTH ChC CHNEH TYMOPEH TOBAp MOpaAx MeTacTaTHuHO 3abonssaHe W ocobeHo
NpH TAKHBA NALMEHTH C H3XOAHK HUB] HA CepyMuua &ibymut < 30 g/l. AzauuTHaKH € NPOTHRONOKA3aH
NPH NAUKEHTH ¢ HaNpeaHaNK J10KAYECTBEHH TYMODPH Ha vepHHs apol (Bxk. Touka 4.3).

b1u6peuno yepesxcnane
Hma cboluietus 3a 3acarane na 6nOpeunata Gynkums, BapHpauld OT MOBHIUIEH CEPYMEH KPEATHHHH AC

GvOpeuna HEZOCTATBYUHOCT M CMBPT, MPU NAUMEHTH, NEKYBaHU C MHTPABEHOIEH alAUNTHAMH B
KOMOHHAUHA ¢ APYTH XMMHOTEPANeBTHYHH CpeAcTBa. JIOMBIHHTENHO, NPH 5 NAUMEHTH C XPOHHUHA
MHENOHAHA Neskemua (XMJT), nexyBaHy ¢ a3aunTHAHH ¥ €TONO3M, ce € pa3eiia SbOpeuta TyOynapHa
aumao3a, neduHupaHa Kkato cnan Ha cepyMuus GrkapGorar o < 20 mmol/], cebp3aH ¢ ankaTuzHpade
Ha ypUHaTa U XMnokanuemus (cepymen kanmui <3 mmol/1). Ako HaCTLIAT HEODACHUMH NOHKWKEHHS
Ha cepymHus 6ukap6onat (< 20 mmol/1) unu nosuwasarus Ha cepyMmuns kpeatrnnn win BUN, aosarta
TpsGBa na 6BAe HAManeHa WITH MpUiaraHeTo i Ja ce oThoxku (B, Touka 4.2).

[aunenTrre TpAGBa ha OhAaT NOCHLBETBAHH Aa cHOOWIABAT He3abaBHO HAa MEAMLIMHCKOTO JulE 3a
ONHIYPHA W aHYPUR,

Bubnpexu uye He ca 3aenazaH KNHHHUYHO 3HAYHMH Pa3iiMKH B YECTOTATA HA HEXENAHHTE PEAKUHH
MEXLY NALHEHTH ¢ HopManHa GbOpeuHa gyHKUMS W nauHeHTH ¢ 60pedYHO YBpexKAaHE, NALMEHTHTE C
G10peuno yspexnane TpaGBa fa GBAAT CNeJeHU BHHMATENHO 33 TOKCHUHOCT, Thil KATO a3aluHTHAWH
W/HIH HeroBUTE META0OMRTY CE EKCKPeTHPAT OCHOBHO 0T GLGpennTe (k. Touka 4.2),

JlaGoparopuu TecToBE

Tlpeay 3anousawe Ha TepanuaTa W npead BcekH neyebeH UMkbA Tpabsa na ce onpeaenst
HYHKUMOBANHNTE 4epHOAPODHH NOKA3aTeNH, CEPYMHHA KpeaTHHHH W cepyMHHA GukapOouart. Tlpean
JarovBaHE Ha& TEpanuaTa TpﬂﬁBa Aa ¢g Hanpaau NbiiHA KPbBHA KapTHHAa, KakTo # an HyNa 3a
npocneassaHe Ha OTroBOpPa U TOKCHYHOCTTA, HO Hali-Manko flpeﬂ,lrl BCEKH neueﬁeu HHKDBIA, BXK. Chilt0
Touka 4.8,

Cupaeuo u Genoapobho sabonapane

ManueHTn © aHamKHesa 3a Terkka 3acTOlHA CHPACUHA HEJOCTATLMHOCT, KNMHMYHO HecTabWiHO
ChpaeuHo 3abomasanme wnn  Genoapobuo 3afonsBaHe ca GUAM  WIKIKOYEHH OT  OCHOBHMTE
perucTpauronHu npoyysanus (AZA PH GL 2003 CL 001 w AZA-AML-001) v 3arosa Ge3onacHOCTTa
¥ e(hUKACHOCTTA Ha a3aLHTHAMI NPH T2KHBA MALHEHTH HE Ca OTIpeAcNenH.

[locneanyTe faHHM OT KIKHWYHO WINHTBAHE NPH MALKMEHTH ¢ H3BECTHA AHAMHE3A 34 ChPACHHO-CHAOBO
Wil GenospobHo 3afonfBaHe MOKA3BAT 3IHAMMMO NOBHMINEHA “ECTOTA Ha Chbpaeunn CuOMTMA ©
asaunTHAMH (Bxk. Touka 4.8). 3atoBa ce mpenopbuBa a2 ce MOAXOKAA NPEANANIHBO, KOrato ce
NpeAnHCBa a3aUWTHAWH Ha Te3H nauueHTH. TpabBa na ce oOMHCIH cbpaeuno-0enoapobHa oueHka
TIPEAHM ¥ TI0 BPEME Ha JICUEHHETO.

Hekporusupaw pacuuur

Hexporusupaiy ¢acuMut, BKTIOYHTENHO Cilyuan ¢ JeTaneH H3Xo4, ce chobuiaBa MpH TALMEHTH,
nekyBaHH ¢ AzauuTaann MCH, Tepanuata ¢ Asawrnann MCH Tpa6Ba 1a ce npekpaTti npH naumeHTH,
KOMTO pa3sBHAT HEKPOTH3Hpallt pacUunT, W HezabasHo TpsOBa /1a ce 3aN04HE CHOTBETHOTO NIEYEHHE.

Tymop-aH3HC CHRAPOM e,
MNauneHTH C BUCOK TYMOPEH TOBap MNPEAH 3aMOUBAHE HA NIEYEHHETO €A ¢ PHCK 34 pa3
Jmsuc cuiapom. Tezu naunenTH TpaGea aa ce HabnioAaBaT BHUMATENHO H A2 CE B
NpeAana3vy 'MBPKH




4.5 BaaumoaelicTBHe ¢ APYTH AeKapcTBEHH NIPOXYKTH U APYFH GopMH HA B3aHMOaCHCTBHE

Bb3 0CHOBa Ha AaHHWTE OT in Vvifro mpoy4BaHHA METAGONM3MBT HA a3aUMTHAMH MIrNEXKAa He ce
MEIHMKpPA OT M30€H3HMUTE Ha uuToxpoMm P450 (CYPs), UDP-rmokypoxosuntpancdepasure (UGTs),
cyndorpanchepasute (SULTS) u rayratHon-TpaHcdepasute (GSTSs); 3aToBa B3aUMOAESHCTBUA in Vivo,
CBBLP3aHH € TE3H MeTaboNM3NPALLM EH3UMH, CE NPHEMAT 3a MATKO BEPOSTHH.

KUTHHHYHO 3HAUMMK MHXHOMPALIM MIM HHAYKTHBHH eJEeKTH Ha a3auMTHAWH BLPXY uuToxpom P450
€H3IUMHUTE C2 MATKO BEPOATHH (BXK. TOuKa 5.2).

He ca nposexaanu ofpMunanHu KAMHAYHH JIEKAPCTBEHH MPOYYBAHMS 33 B3aMMOACHCTBHA C
a3aLMTHAHH.

4.6 DeprTnanter, GpeMCHHOCT H KbPMEHE

Kenu ¢ gereponen norerunan / KoOHTpauenius npy MbxKe M XKEHH
Kenute ¢ aeTepoaen NoTeHUWAN 1 MBXKeTe TPAGBA a U3NON3BAT epeKTHBHA KOHTpaLENuus 1o Bpeme

Ha W A0 3 MeceLa clien JIEYEHHETO.

bpemenHocT

Jlunceat focTaTh4HO AaHHK OT yrnoTpeGara Ha a3aUMTHAHH NPH GpemeHHy xeHu. TTpoyuBaHHATa NPy
MHIIKH MOKa3BaT PeNPOAYKTHBHA TOKCHYHOCT (BxkK. Touka 5.3). IloTeHUMaNnHHAT PHCK NMpH XOpa HE €
usecteH. B13 OCHOBa Ha pe3yATaTHTE OT MPOYYBAHHA MPH KHUBOTHH H MEXAHW3MA MY Ha AeHCTBHE
43aUMTHIHH He TpaGa na ce M3Mon3pa No BpeMe Ha GpeMEHHOCT, 0cobeHo NMPe3 MbPBHA TPHUMECTHP,
OCBEH aKo He € abconioTHO HeobX0IMMo. 3a BCeku OTAeNEeH Cllyyaii TpsGea na ce NpeLeHIT NoN3uTe OT
JIEYEHHETO U BE3MOKHUTE PUCKOBE 3a Iiofa.

Krpmene
He e u3BecTHO manH asauMTHanH /metaloNMTH ce eKCKpeTHpaT B kbpmaTa. KnpMmeHeTo e

MPOTHBOIOKA3aHO MO BPEME HA TEPANUA ¢ A3aUMTHAKH MOPaId BbIMOKHWUTE CEPHO3HH HEKENAHH
PeaKkLHH IPH KbPMAYEeTo.

DepTUNUTET
Hsima nanhu 3a eekTa Ha A3aLMTHAKH BHPXY QepTrnuTeTa MpH Xopa. MMa 10KyMeHTHpaHH Hexenanu

peakuuu NO OTHOLWIEHHE HA (JEPTHINTETA NMPH MPHIAraHe HA A3aLUTHHH NTPH MBXKKH KHBOTHH (B,
TOUKa 5.3). Mbikere Tpabea na 6LaaT chBETBAHM Aa He 3a4EBAT ETE N0 BPEME Ha AeHeHHETO H TpaGBa
Aa W3NON3BaT eQEKTHBHA KOHTPALENLHA N0 Bpeme Ha JiedeHHeTo W Zo 3 meceua craen Toea. [lpeau
3aMOYBAHE HA NEUEHUETO MAUMEHTUTE OT MBKKW non Tpadsa Aa ObaaT cbseTBaHW Ja NOTHLPCHT
KOHCY/ITAlNR OTHOCHO KOHCEPBHPAHE Ha criepMa.

4.7 EdexTu Bbpxy cnocoGRocTTa 32 modupane ¥ paboTa ¢ MAIIHHN

A3AUMTHAMH NI0BNYSBA B MA/IKA WK YMEpeHa CTeNeH cnocoBHOCTTa 3a wodupane n paGoTa ¢ MaIHHK.
MMa cwobluenna 3a ymopa npu ynotpefata Ha asauuMTHAMH. 3aTOBa ce MPENOpbUBa NOBHLICHO
BHHMaHHWE NpH WodupaHe HIH paboTta ¢ MAUIHHM,

4.8 HexelaHu NeKapcTBEHH PEAKLHA

Pestome va npoduna wa GezonackocT
Bwapacmna nonynayus ¢ MDS, CMML u AML (20-30 % xocmyomozvunu Gaacmu)

Tlpu 97% oT nauneHTHTE ca HACTLITHIIH HEKENAHH PEaKLIMH, 32 KOUTO CE NPHEMA, Y€ & B
BEPOATHO [4 €A CBLP3aHH ¢ NPUAMKEHHeTO Ha Azauntuand MCH.




HEXENAHH PEAKLIHH OT TE3H 3 MPOYHBAHHA BKIIOYBAT HHPEKUMA KATO HeyTponeHuyeH cencue (0,8%)
M nHeeMouus (2,5%) (HAkoM ¢ neranen u3xoa), TpomBoumtoneHws (3,5%), peakud Ha
cBpBXYYBCTBHTENHOCT (0,25 %) M KpbBoManuBH (Hanp. MosbueH kpwBouanus [0,5%), cromamHo-
upeseH kpbeousnus [0,8%)] u untpakpannanen kpbeousnus [0,5%]).

Haii-uecto chobLuaBaHHTe HesKeNaHu PeakUWK IIPY IEYEHHE C A3ALMTHAKH Ca XEMATONOrHYHH PEakLHH
(71,4%), BxmouBaLiy TPOMGOLMTONIEHNS, HEYTPOTIEHHS H JIEBKOTIEHUs (OOHKHOBEHO 3-Ta - 4-Ta cTenen),
CTOMAWHO-UPEeBHH HapyweHHa (60,6%), skmousawH raseHe, nospbulade (oOHkHoBeHO 1-Ba - 2-pa
CTelleH) HITH PeakUMH Ha MACTOTO Ha WiDkekTHpane (77,1%; oGuiHoseHO 1-8a - 2-pa cTeneH).

Buspacmua nonyrayus na ev3pacm 65 unu nosene 200unu ¢ AML ¢ > 30 % xocmnomosvunu 6racmu
Haii-uecture ceprosnm nexenanu peakut (> 10 %), koHcTatupanu npu AZA-AML-001 & rpynaTa va
NEHEHHE ¢ a3aUMTHAMH, BKIOUBaT ¢ebprnHa HeyTponenus (25,0%), nneemonns (20,3%) u nupekcus
(10,6%). Jipyru He TONKOBA Y€CTO CHOGIIABAHH COPHO3HH HEXENAHH PEAKLIMW B IPYNIATA Ha JICUCHAE C
a3aUHTHAHH BKAIOUBAT cencuc (5,1%), aHemus (4,2%), veytponenuuen cencuc (3,0%), uHdexims Ha
mikouHuTe meTHiNa (3,0%), Tpombouuronenus (2,5%), neyrponewus (2,1%), uenynur (2,1%),
samasHoCT (2,1%) v nucrnnes (2,1%).

Haii-uecto cnobasanute (> 30 %) HexenaHu peakuuy NpH NEYEHHUETO C a3aUMTHIKH CA CTOMAUIHO-
upesHH ChOMTHA, BKMIOUHTENHO 3aneK (4 1,9%), raaeHe (39,8%) v auapus (36,9%) (0B1kHOBEHO CTENEH
I - 2), o6k HapylleHHs ¥ e(PeKTH HA MACTOTO Ha MPUNOMKEHHME, BKIIOUBAWIM NupekcHua (37,7%
00BKKHOBEHO cTeneH 1-2) ¥ XeMaTONOMMYHH CuOHMTHA, BKMIOUBaK QebpuiiHa HeyTponenus (32,2%) u
HeyTponenna (30,1%) (obukroBeHO cTenen 3 - 4).

Cnuchk Ha HexenaHuwTe PEaKiHy B Tabnuyex BHUA
Tabnnua 1 NO-R0JTY CHLABPKA HEKEMAHH peakKlHHK, CRbP3AHH C TEYSHHETO ¢ a3alMTHAKH, NOJYYEHH OT

OCHOBHHTe KIIMHHYHH Npoyysakns nps MDS w AML u HaGmoaeHne crien rnyckaHeTo Ha nasapa.

Yecrorute ce neduanpat kato: MHoro vectu (>1/10), uectu (>1/100 ao 1/10), ueuectu (=1/1 000 mo
17100), peaxn (=1/10 000 no 1/1 000), mHoro peaxu (<1/10 000), ¢ HeusBecTHA YecTOTa (OT HATHUHHTE
AaHHH He moxke aa Obae HanpabeHa ouenka). [Ipu BCAKO rpynupaHe B 3aBHCHMOCT OT 4ecTOTaTd
HEXENAHHTE JIEKAPCTBCHU peakuHH Ce W30posBar B HM3XOAAIM PEA NO OTHOWIEHHME Ha TAXHATA
CepHO3HOCT. HexenaHuTe peakuHM c¢a npeacrapeHH B Tafnuuara rno-nony cnopej Hai-ucokara
4eCTOT4, HabNI0NABAKA B KOETO H A € OT OCHOBHUTE KIIMHHYHH NPOY4BaHHS.

Tabanua 1;: HIP, chobmenn npn nauuentn ¢ MDS nar AML, JeKyBany ¢ a3aunTHARH
(KNHHHYHH DPOYYBAHHA H NOCTMAPKETHHIOB ONINT)

Chcremo-oprannn | Muoro yeerH Yecru Heuectn Peaxu C HeH3BecTHa
Kacope 3$eCcTOTa
Hndexunn u MHEBMOHHA* cencuc* HEKPOTHIMPaLL
HH(ecTARMH (BKNIOYHMTENHO (BRIHOUMTENHO dacupnt*

BakTepHanua, GaxTepuanex, BUpyceH

BHpYCHa H reOnuHa),| H rebuuen),

pHHOMAPHHTRT HEYTPONEHHYEH

cencuc*®,

HH}peKUHa Ha
AWXaTenHnTe TLTHLIA
(BKMIOYMTENHO HA
FOpHHTE MbTHLA H
6poHxuT), HEdekuns
Ha MHKOYHKTE
MHTHILA, USTYIHT,
AHBEPTHKYJIKT, j
re0HuHa HHbEKUMS Ha -
YCTHATA KyXHHA,
CHHY3HT, hapHHTHT,
PHHHT, Xepnec
CHMIUTEKC, KOXHA
HHbexuH1s




Hapywenus Ha ebpunua NAHUATONEHHAY,
KpLBTA H HEYTpOTieHHA*, KOCTHOMO3BbYHa
nuMeHaTa HEYTPONEHMA, HeJOCTATBUHOCT
CHCTEMa NEBKOMEHUA,
TpoMBOUMTONEH A,
aHeMun
Hapyurenus Ha pPeaKLHH Ha
HMYHHATA CHCTEMA CRPBLXYYBCT
BHTEHOCT
Hapywenns wa | anopexcus, AeXHapaTauHu TYMOp-H3HC
meTabonu3Ma | TIOHHXKEH aneTHT, CHHAPOM
xpaneneTo XHATIOKANHEM HA
Heuxnunn bescnHme ChCTORHME HA
HApYWICHHSA o0bpraHocrT,
Geanokolicteo,
Hapywenua na | 3aMasHoCT, HHTPaKpaHHaneH
HepBRATA rnasoGonue KpbBOM3NUB*,
cHCTEMA CHHKON,
COMHONIEHTHOCT,
JeTapra
Hapywenus na OYHH KPhBOH3NHEH,
O4HTE KOHIOKTHBUTHH
KPLBOHINHBN
Cupaeunn Nepukapauanna NEPHKApAHT
HapylwenHs edyIns
Cuaorn XHINOTOHHA",
HapyueHHd XHUNEPTOHUS,
OpPTOCTaTHYHA
XHMOTOHHSA,
XEMATOM
PecninpaTopnn, JAMCIHES, fnnespaneH H3HB, HuTteperuum-
TPLAHH H ENHCTAKCUC OHCIIHEA TIPH YCUITHE, ANHO
MeAHACTHHANHH tapunro- Genoapot-
HAPYIMEHHR napunreansa 6onxa HO
3abonABaHe
Cromawrno- ZHapHs, CTOMALLIHO-4pEBEH
qpeBHH MOBPbUIAKE, J2NCK, | KpHROWIAMB*
HApYIUEeHHS rafieHe, KOpeMHa (BRAFOYHTENHO
Gonka KPLBOHATHE B YCTATA),
(rkmoyga KPBBOM3INKB OT
.IlHCKOM(bOpT B XeMOpOHIH,
FOPHATA YACT Ha CTOMATHT,
Kopema) KbpBEHe OT
BEHIINTE,
JHCIENCHA
XenaTobnanapy uepHoapobHa
M HApYILICHHA HEIOCTATBYHOCT
*
,
nporpecupaiia
yepHoapobHa
KoMa
Hapywienns na NETeXHH, MPYPHTYC | Mypmnypa, anoneuud, | ocTpa (ebpraua
KOWaTa n (BKAIOUHTENHD YPTHKapHA, epHTeM, HeyTpodHAHa
MOAKOKHATA TeHepaNH3npaH}, Makynapew oGpue AepMaro3a,
ThKaH o0pHB, EKXHMO3H raHrpeHo3Ha
NHOACDMHA




Hapyumenun na apTpairus, MYCKYNHH CNa3MH,
MYCKYHO- MYCKYJNHO-CKENETH | (pono o
CKeJIETHATA H Oonku (BrnouBa
cHCTEMA U Goska B rop6a,
CLEAMHUTENHAT KOCTHTE H B
a ThKan KpaHuuuuTe)
Hapywenus Ha ou0peuna 610peuna
6n6peunTe H HEJAOCTATLYHOCTY, TyOynapHa
MHKOYHHTE XEMATYPHA, MOBHIIEH | aunao3a
NLTHIA CEPYMEH KpeaTHHHH
O6wH MUpekcHA*, ymopa, | kpbBOHacagaHe, Ha MACTOTO
HAPYIIEHHS B acrenma, Gonka B XEMATOM, HHAYPALWA, Ha
edexTH HA TbpAKTE, EPUTEM Ha | oOpHB, NPYpHTYC, HHKEeKTHpa
MACTOTO HA MACTOTO Ha BRINANGCHUE, MpoMAHA He Hekpola
npuICAKenHE HHMEKTHpaHe, B UBETA, BL3ITH H (Ha MACTOTO
fofiKa Ha MACTOTO KBPBEHRE (HAa MACTOTO Ha
Ha HHXEKTHPaHe, Ha HHXKEKTHPAHE),
{Heonpenenexa) HEPAasIoOKEHHE, HHDkeICTHPA-
peaKus Ha CTYASHH TPBIKH, He)
MACTOTO HA KPbBOM3NHE Ha
HHXEKTHDaHE MACTOTO Ha KaTeThpa
Hscaeapanun HaMansgaHe ua
Terno

* panko ce ¢hoblIaBAT Clly4aH ¢ leTaieH HIXOA

Oriscanune Ha NoAGPaHH HEXKENAHH PeaKiHHU

Xemamonozuynu Hexceranu peaxyuu

Haii-uecto cwhobiasanute (> 10 %) XxeMATONOIHYHM HEMENAHM PEAKLHMH, CBLP3AHH C JIEHEHHE
A33UMTHAHH, BKIIOYBAT aHEMMA, TPOMOOUMTONEHHR, HeyTponenus, ¢efpHiHa HeyTPONEHUs M
JIEBKOMEHHS 1 ¢a 00MKHOBEHO OT 3-Ta Wiu 4-1a ctened. MMa no-roasm puck OT NposBa Ha Te3u peakitii
MO BpPEME HA MLPBUTE 2 UMKBLAA, CNEA KOETO T€ C¢ TIPOABABAT TO-PRAKC NpPH TAUMEHTH C
Bb3CTAHOBABAHE HAa XeMATOJNOrWdvHaTa q)}’HKLIP!ﬂ. Kom*ponupaﬂe'ro Ha MNOBEYCTO XeMaTOJIIOrHYHH
HEKENaHW peaklMK € BKIIOYBAIO NPOC/eAABaHe HA MMBIHATA KPbBHA KApTHHA H ako e Heobxonmmo,
OTNaraHe Ha MPHIOKEHHETO HA A3aLMTHAMH NMPH CNEABALUMA UHKBI, NMPO(HIaKTHYUHO npUIaraHe Ha
aHTHOMOTHUM W/WIM NoXbpIKaliH pacTexHu daxropu (nanp. G-CSF) B cayuail Ha HeyTpONeHHs
Tpancdy3HA NPH aHeMKs Wik TpoMOOoUHTONEHNS.

Hndberxyuu

MuenocynpecusTa Moxe 1a J0BEAE 10 HEYTPOTICHHA U NOBHLIEH pHck OT nhdexunn. ma cpobuienns
33 CCPHO3HK HEKETAHH PeaKLWK KaTo CENCHE, BKITOYHTENHO HEYTPONEHHYEH CETICHC H MHEBMOHHSA NpPH
NAUKEHTH, NIEKYBAHH C a3aLUMTHUIWH, HAKOH OT KOWTO ¢ NieTaneH W3xol. JICHEHHETO Npy HHQEKUHHTE
MOXE Aa BK/IOYBA MPUNAraHe Ha MPOTHBOMHAEKUMOZHK CPEACTBA NAKOC NOAALPIKANE C PACTENMHM
thaktopu (nanp. G-CSF) npd HeyTporneHus.

Kvpsene

lMpu naunenTH, NeKyBaHH C A3ALUTHANH, MOKE 1a CE pa3BHE KbpBeHe, MMa cbobiuenus 3a cepHO3HH
HEXEAaHH peaKiiH KaTO CTOMALLHO-YPEREH KPHBOM3NIHE W HHTPAKpaHHaNleH KPbBOW3/IUB.
HNaunenture Tpabea na 6bAAT cneieHH 3a NPH3HALKH H CUMNITOMH Ha KbpBEHE, 0COBEHO TE3M OT TAX,
KOWTO Ca HMJIH MPEARAPHTEITHA HIIK CBBP3aHA C JIeUEeHHETO TpoMboUHTONEHHS.

Cepovxvyecmeumentnocm
Hma cbobiieHHs 3a TeXKH peakilii Ha CBPEXYYBCTBHTE/IHOCT TIPH NALHEHTH, IEKYBaH
B cnyuait na awadunakronHa peakums AeueHWETO ¢ a’auMTHAMH TpsGsa na
He3a0aBHO W Aa CE 3aMOYHE NOAXOASLLIO CHMITTOMATHYHO IEUEHHE.,




Heoicenanu pearyuu Ha KoNcama u ROOKOICHAMA MbKAN

MHO3HHCTBOTO OT HEXENaHHUTE PEAKLIMH Ha KOXATa H NTOAKOKHATA ThKaH ¢a GUITH CBLP3aHH € MACTOTO
Ha WHXEKTHpaHe. B OCHOBHHTE NpOYYBAHMS HHKOA OT TE3M HEKENAHH peakuUMu He e J0Bena A0
NPEXPATABAHE HA NEHEHMETO C 3aUNTHANK WM HAMATABAHE Ha 103aTa HA a3aLMTHAMH.
MHO3MHCTBOTO OT HEXENaHWTE PEaKUMM ca ce MpPOSBMiIM Npes MbpPEMTE 2 UMKBIA M €4 MM
TCHAEHLMA Aa HAMANARAT NpU CiaeaBallHTe uMiaH. Hexxenanute peakuqH Ha NOAKOXKHATA ThKaH KAaTo
00pHB/Bb3NANEHHE/MPYPHTYC KA MACTOTO Ha MIDKEKTUPAHE, OGPHB, EPHTEM H KOXHU MOPAKEHHA MOXE
Aa HanoXaT ©AHOBPEMEHHO JIEMEHHE C JIeKapCTBEHW MpPOAYKTH KAaTO aHTHXWCTAMHHM,
KOPTUKOCTEPOHAH H HECTEPOKIHH TIPOTHBOBB3NANHTENHH NiekapcTeeHH nipoaykTH (HCTIBC). Tpabea
Aa Ce MpaBH pa3vKa MEXAy Te3H PEAKLHH Ha KOXKara U HH(EKUHUTE HAa MEKHMTE TbKaHH, KOMTO
MOHAKOFA BBIHWKBAT HA MACTOTO HAa HHXekTHpaHe. MHeKUNHH HA MEKHTE TBKaHHW, BIJIOMHTEAHO
UCJTYNIUT W HEKPOTH3MPALL (DACLMMT, B PEJIKH ClY4HaH BOZELIH 10 CMBPT, ce ChoOLUARAT NPU a3aLMTHAHH
CJie[ MyCKAHETO HA Nasapa. 3a KITHHUYHOTO JIEYEHHE HA HEXKENTAHW PEaKLIHH CBBP3aHH ¢ HHBEKUNH (BXK.
Touka 4.8 Hudekuun).

Cmomawuno-upesny nescenanu peaxyuy

Haii-uecto c10061aBaHiTe CTOMAIHO-UPEBHH HEXENAHH Peakiliti, CBbP3aHH C JIEYEHHE C a3aLIHTUANH,
BKIOYBAT 3anek, Auapuf, raZeHe W noepbilaHe. Te3n HexenaHd peakuuu ca OWIM nekyBaHM
CHMNTOMATHYHO C AHTHEMETHLIM 34 FaJICHETO H NOBPBILAHETO, AHTHIHAPHYHY CPEACTRA 32 AHAPHATA 1
NaKCAaTHBHH CPEACTBA W/HNH OMEKOTARALIH W3NPLKHEHHUATA CPEACTBA 32 3aneka,

Hedxcenanu peaxyuy, 3acaeawyu bubpeyume

Ipn nauvenTn, nexyBaHu ¢ asauUTHAMH, WMa CHOOWIEHHA 3a OGbOPEYHH AHOMANMH, BapHpalUM OT
NOBHIIEH CEpyMEH KpEaTHHMH MW Xematypus Ao Owbpeuna TyOynapHa auunola, Gn6peuna
HEAOCTATEYHOCT H CMBPT (B3K, Touka 4.4).

Hexcenanu peaxyuu, 3acszauju ueprusa 0pob

[lpn nauyeHTH CBC CHIEH TYMOpEH TOBap MOpajM METacTaTH4HO 3afondeaHe wMa chobweHWs 3a
pa3sBHTHE Ha YePHOAPOOHA HEAOCTATBUHOCT, NPOrpecHpalla YepHOAPOGHA KOMa U CMBPT [0 BpEME Ha
JIEUEHHE € azaLMTHANH (BK. TOuKa 4.4).

Cvplevnu cvoumus

HaHHHTe OT €Q4HO KIIHHHYHO W3NHTBAHE, II,O]'I}/CKaII.I,O BKNKYYBAHC HA NAUMEHTH ¢ U3BECTHA aHaAMHE3a 3a
CBPAEHHO-CHAOBO WM GenonpobHo 3abonssane, NOKA3BAT CTATHCTHYECKK 3HAYHMO YBENWUYEHHE HA
CbpACHHHTE CHOWTHUA MPH NalUMEHTH ¢ HOBOAMAarHocTHUMpaHa AML, nekysanu ¢ asauuTuanH (Bx.
TouKa 4.4).

{lonynayun 6 cmapyecka évspacm
Crinectrysa orpaHnueHa uHGopMaLma 3a Ge30TIACHOCT 3a a3aLMTHIWH NPy NaLUHEHTH > 85 roaWHM
(npu 14 [5,9%)] naumesTy > 85 rognnu B npoyusaneto AZA-AML-001).

Crobuwiasane Ha NOJO3UPAHK HEXENAHH PEAKIMHA
CnobiuasaHeTo Ha IOA03HPAaHH HEKENAHH peakUMK ClIel PaspeilaBate 3a ynoTpeba Ha NeKapcTaeHHs
MpoAyKT € BaKHO. ToBa no3songea Aa Mpoabkd HaGJIIOAEHHETO HA CHOTHOLUEHHETO NOM3a/PUCK 3a
nexapeTBeHus NPoayKT. OT MEAMIIMHCKHTE CHEUHANHCTY Ce H3HCKBA N1a CLoGIHABAT BCAKA NOJAO3MPaHA
HEXE/aHa peaKuMs Ype3 HaMOHANHA CHCTEMA 34 ChODILABaHE:
HM3ntaHKWTenHa areHUHs MO JIeKapcTBaTa

yA. . Jaman Tpyep” Ne 8,

1303 Codus,

Ten.: +35928903417,

yebcaiir:

www.bda.bg.
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4.9 Ilpenozupane

Wma crobiuenne 3a exun ciyuail Ha npego3Mpase B PAMKHTE HA KIHHAYHKTE POYYBaHHs. [TauneHTeT
€ UMal IHAPHA, rajeHe W NOBPBLIAHE Clell MHTPABSHO3HO NPH/IaraHe Ha eJMHHYHa A03a OT 0kofo 290
mg/mz, KOETO € NMOYTH 4 METH NMOBeYe OT NPenopLYBaHATa HAYaNHa 103a.

B ciy4ail Ha npeAo3supaHe ChCTOAHMETO Ha nauueHTa TpaGBa Aa ce cneau upe3 GpoA HA KPBBHHTE
KMETKM W Jla Ce MpHiara NDOAAbPKaIlo NeUeHie Npy Hyxaa. HaMa nosHat cneumduied aHTHAOT fIpH
Npeno3HpaHe ¢ a3aluTHIHH,

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PDapmarosuHAMBYHH CBOHcTBA

dapMakoTepaneBTHYHa Tpyna: AHTHHEOIIACTHYHHM CPEACTBA, NHPUMUILWHOBH aHanosn; ATC xoa:
LO1BCO7

MexaHusbM Ha AeHCTBHE

Tpuema ce, ue a3aUNTHANH OCHIISCTBABA AHTUHEOTNACTHYHHTE CH eheKTH MPE3 PA3NHYHH MEXAHH3MA,
BKJHOYHTENIHO LMTOTOKCHHYHOCT BbPXY aOHOPMHHMTE XEMOMOETHUHH KICTKH B KOCTHHA MO3bK H
xunomeTunrpare Ha JTHK. LiuroTokcHunuTe ehexTH Ha a3aliMTHAHH MOXE 14 Ca PE3YATAT OT PANIHUHH
MEXaHH3MH, BKIIOYMTENHO HHXxHOMpaHe Ha cuHTesaTa Ha JIHK, PHK 1 nporenty, BrItOUBaHETO MY B
PHK v THK u axTuBupane Ha MexanuamuTe Ha yspexaane Ha JTHK. Henponudepypaiunte kneTku ca
OTHOCHTE/IHO HEYYBCTBHTENHH KbM a3aUMTHAWH. Bkniousavero Ha azauutHaMn B JIHK soaw no
vHakTHBupane Ha JIHK-metuntpancdepaiure, sogemo ac  xunomerwnupane wa JIHK.
XunomeTHjimpaneto Ha JIHK na norpeusHo MeTW/IHpaHK reHH, YHacTBallM B HOpManHaTa peryfauns
Ha KNETHYHHA UMKDLJ, AHGEPEHUHpaHe M MEXaHH3MM Ha CMBPT, MOXE Ja AOBEAE A0 MOBTOPHA
€KCAPECHA HA FeHH H BH3CTAHOBIBAHE HAa TYMOP-NMOTHCKAIUHTE QYHKLHK CIPAMO TYMOPHHTE KIIETKH.
He € yCTaHOBEHO OTHOCHTENHOTO 3HAYEHHE 33 KIMHUYHUA PE3YITAT Ha XHnomeTHaHpadeTo Ha THK B
CPaBHEHHE C LIMTOTOKCHYHOCTTA WK APYrUTe AHCTBUA HA a38LUUTHAWH.

Kmuuuuna edukacHoer 1 Ge3onacHocT

Bwipacmna nonynayus (MDS, CMML u AML [20-30% xocmuomozvunu baacmuf)

E¢ukacHocTTa M GelonacHocTTa Ha a3aUMTHOWH ca GWIH TPOYYEHH B €IHO MEXAYHAPOAHO,
MHOTCUEHTPOBO, KOHTPOJHMPAHO, OTBOPEHO, PAHAOMM3HWPAHO, ¢ MNapanc/iHH TPYNH CPaBHHTENIHO
npoyusane oT da3za 3 (AZA PH GL 2003 CL 001) npu sw3pactiu nauuent ¢: MDS ¢ meskauHeH-2 u
BHCOK PHCK cnope MekmayHapoaHaTa nporHocTHyHa Toukosa cuctema (IPSS), pedpakrepHa abemus
C W3nKIUBK Ha Gnacth (Refractory Anaemia with Excess Blasts, RAEB), pedpaktepHa aHeMus ¢
H3NHIWEBK Ha Onactu B Tpanchopmauns (Refractory Anaemia with Excess Blasts in Transformation,
RAEB-T) v mopnduuMpaHa XpoHHYHa MHENOMOHoumTHA nepkeMus (mCMML) cnopea dpencko-
aMepHkano-OpHTaHCcKaTa cHcTeMa 3a wiacubukauua (French American British, FAB). Cnopen
HactoAwarta knacudukauus Ha C30 ce npueMa, ue naunentute ¢ RAEB-T (21-30% 6nactu) cac AML.
A3AUMTHAWH IUIIOC Ha#-A00pH nonabpiawy rpHxH (best supportive care, BSC) (n = 179) e cpaBHeH ¢
KOHBEHIMOHAIHH TepaneBTHYHH cXeMH. KOHBEHUMOHANHWTE TEPaNeBTHUHH CXEMH Ca BKIOYBANH
camo BSC (n = 105), aucka nosa uurapabun natoc BSC (n = 49) wau cTaHaapTHa MHAYKUMOHHA
xumuotepanua noc BSC (n = 25). Tlpean paHaoMu3npaHeTo NauMeHTHTe ¢a OHAK NpeaBapHUTENHO
H3DpaHH OT TEXHUTE JIEKAPH 33 €AHA OT TPUTE KOHBEHLMOHANIHH TepaneBTHHH cxeMu. [TauneHTrTe ca
MOJY4aBAIH Ta3H NpeABapPUTE/IHO HIOpaHa TepaneBTHYHA CXEMa, aKo He ca OWIM paHIoMH3MPaHH aa
NomyvaBat asauMTHAMH. KaTo yacT or xpuTepHHTe 3a BKIIOYBAHE NMALMEHTHTE € TpabBato Aa uMmar




(untepran 38 no 88 roamum).

B ITT ananu3a Ha 358 naunenTy (179 ¢ asauutuann n 179 ¢ KOHBEHLMOHANHA TEPANEBTHYHA CXEMA),
AEYEHHETO ¢ A3AUMTHANH € GUII0 CBRP3aHO C MEJIMAHA Ha npexkuBaeMocT OT 24,46 Meceua cpeiy 15,02
MECELa 33 NALHEHTHTE, JICKYBAHU ¢ KOHBEHLIHOHANHA TEPANeBTHUHA CXeMa, ¢ pasnuka ot 9,4 meceua,
Ccbe cTpatéHunpana log-rank p-croitoct 0,0001. KoeHUHEHTHT Ha pHCKA 32 eeKTa Ha JIEUEHHETO
e 6un 0,58 (95% CI: 0,43; 0,77). IisyroaunnaTa npexupsemoct ¢ 6una 50,8% npu naumenTture,

TIEKYBaHH € a3aUHTHAHH, cpewy 26,2% npH NaLMeHTHTE, NeKyBaHH ¢ KOHREHUMOHATHA TEPANEBTHYHA
cxema (p < 0,0001).
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Jlerenna: AZA = azauntuant; CCR = koHseHuMoHanHH TepanesTuuHW cxemu (Conventional Care

Regimens); Cl = nosepwurenen untepsan (confidence interval); HR = xoeduurent na pucka (hazard
ratio)

lMonsure or Azacitidine 3a npekusseMocTTa ca GUIM MOCTOAHHK HE3aBHCHMO OT M30paHOTO B
KOHTPONIHATA rpyfa fle4eHHe ¢ KOHBEHLWOHAIHA TepaneBTHuHa cxema {(camo BSC, Hucka no3a
uuTapabun natoc BSC unu crangaprtia unaykunonHa xumuotepanua njoc BSC).

I1pw ananu3a Ha uMToreneTHUNHTE noarpynu no IPSS ca ycranoBeHn NoA0GHK AaHKHH NO OTHOLICHHE
Ha Me/HaHaTa Ha OBLIaTa NPEXUBAEMOCT 33 BCHUKH rPYIH (106pH, MEXKIAHHHY, NOLUH LHTOPEHETHYHH
NOKAa3aTelH, BKIAKOYHTEIHO MOHO30MUSA 7).

Ilpn anannsa Ha BB3pacTOBMTE MOArpynH € HaGnIOZaBaHO MOBUINABAHE HA MenWaHaTa Ha obuwara
NPEHKHUBISMOCT 38 BCHUKH Ipyny (< 65 ToIHHH, > 65 rOAHHH U > 75 roAMHH).

Jleuenneto ¢ asauuTHAMH € GHNO CBBLP3aHO ¢ MeAMaHa Ha BPEMETO A0 HACTbNBAHE HA Gk
TpaHchopMauns kbm AML ot 13,0 meceua cpemy 7,6 Meceua 3a nauMeHTURS, e
KOHBEHLHOHANHA TepaneBTHYHa cxema, nofodpenHue ot 5,4 Mecela cbe CTpaTHOH f

cToitHoer ot 0,0025.
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JleueHKeTo ¢ a3aMTHANH CBLUO TaKa € G0 CBBP3AHO ¢ HAMANABAHE HA LUMTONIEHHHTE W CBBP3aHNTE ¢
TAX CHMNTOMH. JleueHnero ¢ Azacitidine e 1oBeno 00 MOHHXABaHE HA HY)XKAMTE OT TpaHCQY3HS Ha
ePUTPOLMTH W TpomMbouuTH. OT NaUHEHTHTE B rpynata Ha JieueHWe ¢ a3alMTHAWH, KOWTO ca Ounu
3aBMCHMH OT TPaHC(y3HUATA HA CPHTPOLIMTH B M3XOJHHA MOMENT, 45,0% ca cTaHanu HE3aBHCHMH OT
TpaHcy3usiTa Ha EPHTPOLIMTH FI0 BPEME HA NEYEHHETO, B cpaBHenue ¢ 11,4% oT nauMenTute B
KOMOHHHpaHaTa rpyna Ha IEYEHHE C KOHBEHLIMOHANTHY TEPAMIEBTHUHY CXEMU (CTATHCTUUECKH 3HAYNMA
(p < 0,0001) pasnuka or 33,6% (95% CI: 22,4; 44,6)). [Ipu nauMeHTHTE, KOHTO ca GWIM 3aBHCHMH OT
TPaHCHY3UM Ha EPUTPOLIMTH KbM H3XOAHHS MOMEHT M CNI¢/l TOBA CA CTAHAIM HE3ABUCHMM, MeAHaHaTa
Ha NPOABKHTETHOCTTA Ha HE3aBUCUMOCT OT TpaHcdy3us Ha epuTpounTh € 6una 13 Meceua B rpynara
Ha JIEMEHWE C a3aLMTHIHH,

OtroopsT € 6HN oueHABaH OT W3cnenoBatens unu ot HesaBrcHmara Han3opHa komucus Independent
Review Committee, IRC. OBWMAT OTrOBOp (MBAHA PEMHMCHA + YacTHYHA PEMHMCHA), OMpEAeneH oT
uicnegosarens, ¢ 6un 29% B rpynata Ha JeueHue ¢ azauuTHaHH K 12% B KOMOMHHMpaHaTa rpyna Ha
JieyeHue C KOHBEHUHOHANHH TepanesTHYHU cxeMH (p — 0,0001). OBwuaT otroeop (MbNHa peMHcHi +
HacTH4HA peMHCHA), onpeaened ot IRC npu npoyusanero AZA PH GL. 2003 CL 001, e 6un 7%
(12/179) B rpynara Ha neveHHe C a3aUWTHAMH, B cpaBHeHue ¢ 1% (2/179) B komGuHupanara rpyna Ha
JIEYCHWE C KOHBEHLHOHANHH TepaneBTHYHH cxemH (p = 0,0113). Paznukure B OUSHKKTE Ha OTrOBOpa
or IRC w wacnenosarens ca Gwiu pesyntat oT Kputepuure Ha MexayHapoaHata pabotha rpyna
(International Working Group, IWG), kouto usucksat nogoGpeHne Ha Gpos Ha KPBBHHTE K/IETKW B
nepugepHaTa KpbB M NOAABPIKANHE HA TOBA MOAOOPEHHE 3@ MUHHMYM 56 1K, ChUIO TaKa € YCTaHOBEHa
NIoJI32 NO OTHOLIEHHE Ha NPEXHBAEMOCTTa NPH MALHEHTH, PH KOKWTO HE € NOCTHIHAT [TBACH/YaCTHYEH
OTrOBOP CJE/l JIEYCHHETO ¢ A3aUMTHAKH. XeMaTonorayho noaodpenue (roJsaMo WiK Malko), cnopes
onpeaenetoto ot IRC, e nocTrreato npu 49% ot nauyeHTHTE, AEKyBaHH C a3alHTUIMH, B CPABHEHHE

¢ 29% ot nauMeHTHTe OT KOMOHHHPAHATA IPyNa Ha JIeYeHUE ¢ KOHBEHUMOHAIHH TEPANEBTHYHH CXEMU
(p <0,0001).

Ilpn naumenTH ¢ eaHa MK MOBEYE UHTOrEHETHHHM AHOMANHW B M3XOAHWA MOMEHT, MPOLUEHTLT Ha
MaUHEHTHTE ChC CHIEH UMTOTEHETHYEH OTTOROP € OHM CXOAeH B IPYNHTE Ha JE€YEHHE C a3aLHTHAHH H
KOMOUHHPAHaTa rpyna Ha JIeYeHHE C KOHBEHLIMOHAIHY TEPaNeBTHUHH cxeMH. CaBHUAT UMTOreHETHYEH
oTroBop ¢ 6un cratucTHdeckH 3Ha9UMo (p = 0,0015) no-BUCOK B IpynNaTa Ha JAEYEHHE C A3ALMTHAHH

(34%) B cpaBHeHKe ¢ KOMOMHHpPAHATA rpyTia Ha NIEHYEHHE C KOHBEHUMOHAIIHYM TEPaneBTHUHH CXEMH
(10%).

Bwipacmua nonynayua na 65 uru nosexe 2odunu ¢ AML ¢ > 30 % xocmnomozvunu 6racmu
Hasenure no-nony pesyAaraTi NPeACTABAT NOMyNALUMATA infent-lo-treat, NpoyusaHa 8 AZA-AML-001
(. Touka 4.1 32 opoCpeHOTO NOKa3anKE).

EdmkacrocTra 1 6e30macHoCTTa Ha a3alHTHANE Ca POYYEHH B €4HO MEKIYHAPOAHO, MHOMOLIEHTPOBO,
KOHTPOJIHPaHO, OTKPUTO, TApaAnesHOrpynoso ¢aza 3 npoy4saHe npy nauMeHTH Ha BBIPAcT 65 U noseye
TOAMHH ¢ HOBOZHATHOCTHUHpaHa de rovo Wik sTopudna AML ¢ > 30% kocTHOMO3bYHH GacTH cnopen
knacupukauuara Ha C30, koHTO He ca noaxomawd 3a HSCT. azauutuaun nmoc BSC (n=241) e
CpaBHEH C KOHBEHLIWOHANHA TEPANeBTHYHa cXeMa. KoHBeHUMOHANHAaTa TEPANEeBTHYHA CXEMA CE CHCTOH
camo oT BSC (n=45), nucka noza umrapaGuu nmoc BSC (n=158) wiM CTaHAAPTHA HHTEH3HBHA
XMMHOTEpanus ¢ uuTapabud M antpaumiind nmoc BSC (n=44). [TauneHTHTE ca NpeaBapHTENHO
noaGpaHH OT TexHHTe Nekapd 3a | OT 3-Te KOHBEHUMOHANHM TEPANEBTHYHH CXEMH fipeau
panaomuzauuaTa. [lauwenture nomyuasar mnpeasaputenHo noafpaHaTa cXema, ako He ca
PaHAOMH3MPAHK HA a3aUMTHAWH. KaTo 4acT OT KpUTEPHUTE 38 BKNKUBAHE CE& W3UCKBA NALIWEHTHTE Aa
uMmaT dyHkuHoHanHo cberoaHue 0-2 no ECOG U uMTOreHeTHYHH aHOMANIMH ¢ MEXIHHEH WK cnab
PHCK.

ITepBHuHaTa Kpaiina Touka Ha NMPoyYBaHeTO € obLIa NPEKHBAEMOCT.

NOYKMEKA C NPOABLLKUTENHOCT 21 AHH (28-aHeBeH UMKBIT HA NeueHHe), ¢ MEAHAHA 6 UMKEAEY
I no 28), camo BSC ¢ Meamana 3 unkwia (uutepsan: 1 ao 20), Hucka f03a untapaGy
UHKBIa (MHTEpBAN: | 10 25) K CTAHAAPTHA HHTEH3WBHA XMMHOTEPANHA ¢ MEAHAHA 2 UM
| 1o 3, HHAYKUMOHEH LUMKBA NITKOC | MU 2 KOHCONHAALMOHAM LMKBAA).

13




Otnennure HIXONHK NapaMeTpn ca CPABHUMM MEKIY IPYNHTE HA A3AUNTHAMH W KOHBEHLHOHATHA
TEpaneBTHYHA cxeMa. MeauanaTa Ha Bb3pacTTa Ha mauMenTute ¢ 75,0 roauuu (rpanuum: 64 no 91
romunn), 75,2% ca ot 6anara paca u 59,0% ca mbxke. Ha u3xoaHoTo nueo 60,7% ca knacudHuupaHy ¢
AML, necneunduumpana no Apyr HaukH, 32,4 % ¢ AML cbc CBbp3aHH C MHEAOIMUCIIAZHA NPOMEHH,
4,1% cbe cBBp3aHH C TepanHATa MHENOHIHW HeomnasMu U 2,.9% ¢ AML ¢ PEKYPEHTHH TEHETHYHH
aHoManuu cnopej knacudukauuara va C30.

[pu ITT ananusa Ha 488 nauwenTu (241 Ha asauMTHAMH 1 247 HA KOHBEHLIMOHANHA TepaneBTHYHA
CXeMa), NeYSHUETO C a3aLMTHHH CE CBBP3BA C MeAMaHa Ha npexussemoct 10,4 Meceua cpewty 6,5
MeCELA 32 NALUKMCHTHTE, JICKYBaHH C KOHBCHLIMOHAIHA TepaneBTHYHA CXeMa, pa3anka oT 3,8 Meceua, che
cTparudHumpana log-rank p-croiinoct 0,1009 (asycrpanno). KoeHLMEHTET Ha pHek 3a egekTa Ha
neuenneto e 0,85 (95% CI = 0,69; 1,03). Eanoroaniunara npesxupaeMoct € 46,5% NpH NAUHEHTHTE,

NeKyBaHu C a3aLNUTHANH, cipaMo 34,3% npu naupeHTHTE, IEKYBAHH C KOHBEHLMOHAHA TEPANeBTHYHA
cxema.

) h 1 lewenze mm-—.ﬂam-——--cc'i.l

Hecrparadwrowpas Lox_rack = 00820 | Crporyearnman Lop_rank p = 0,1009

P Memua w2 npex - Azanserscone= 10,4 (80, 12.7), CCR = 6.3 (5.0, B.5)
“ Codares M%) Azarorrrme = [9380,1), CCR=201(81.4)
§ o7 - Y Uenrypmpan N(%) Azameremm = 48(19.9), OCR. = 45(18.6)
i . Heemparmburmrpan HR = 0,84 [95 % CL 088 - 1.02 |
g £y Crpresbsioepas HR = 0,85 {95 % (1: 0.63 - 1.03)
i |
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Cox PH moznen, kopHrupaH 3a nNpeABApHMTENHO ONpEACIEHH HM3XOAHH MPOTHOCTHYHH (BaKTOpH,
Aeunnpa koedHumenT Ha puck (HR) 3a asauuTuanH cnpamMo KOHBEHLMOHANHA TEPaneBTHUHA CXeMa
0,80 (95% CI= 0,66; 0,99; p = 0,0355).

B nonuiHenwe, BBNPEKH Ye MPOYYBAHETO HAMA BB3MOKHOCT 112 ASMOHCTPHPa CTATHCTHYECKH 3HAUHMA
Pa3iHKa, KOraTo Ce CPABHABA a3aUHTHAMH € NPEABAPHTENHO NOAGPaHUTE IpYNMH HA KOHBEHLMOHATHA
TEPANeBTHYHA CXEMa, NPELKUBAEMOCTTA Ha NEKYBAHUTE C a3aLIHTHAHH NALHWEHTH € No-NPOAbIKUTEIHA
B CPAaBHEHHE C BAPHAHTHTE 33 NEUCHHE ¢ KOHBEHLIHOHANHA TepaneBTHYHA cxeMa camo ¢ BSC, Hucka
Ao3a uurapabud mioc BSC # ca nogobHu, xorato ca cpaBHEHM ChC CTAHJAPTHA HMHTEH3HBHA
XHMHoTeparus mioc BSC.

TpH BeHUKK NpesBapUTENHO oNpeneneHH noarpynu [Bs3pact (< 75 roanHu n > 75 roaunu), non, paca,
dyHkumoHanHo chetosane N0 ECOG (0 uny 1 M 2), u3xoneH UMTOreHeTHYEH pucK (CPeaeH M cnat),
reorpad)ckn perHoH, knacugHkains Ha AML cnopen C30 (srriouutento AML ¢ npoMeHH, CRbp3anu
C MHEJOAHCINA3HSA), u3xoaeH Opoii neekount (< 5 x10%1 u > 5§ x 10%1), usxoanu KOCTHOMQ
GacTn (< 50 % u > 50 %) 1 aHamHesa 3a MDS] chllecTByBa TeHaASHLYS 3a 0fmaTa np KHBS
1105132 Ha a3aUWTHAWH. B HAKONKO npensapuTenHo onpeieieHH noArpyny obiara
KOC(HLMEHTBT HA PUCK AOCTHIAT CTATHCTWYECKA 3HAYHMOCT, KATO BKJIIOUBAT Na
LMTOT€HEH PHCK, MaUHeHTH ¢ AML cbe CBBP3aHH ¢ MHENOAUCTINIA3UA IPOMEHH, NALIH
NalHEHTH XKEHU M MalMeHTH ot 64nara paca.
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XeMaToNOrW4HHAT W UHTOTEHETHUHHAT OTFOBOP Ca OLIEHEHH OT Hacnefosarens u ot IRC cbe cxoaHu
pesynrati. O6umar oTrosop (MhiHa pemicust [CR] + NbAHa PEMHCHS C HEMLITHO BB3CTAHOBABAHE HA
6pos kprsuu etk [CRi]), onpeaenen ot IRC, ¢ 27,8 % & rpynara sa azaunTiaus # 25,1% 8
rpynara Ha KOMGHHHpPaHa KOHBEHUWOHANIHA TEPANeBTHYHA CXEMa (p = 0,5384). Ilpn nauneHTHTE,
KOHTO NOCTHraT MbHa pemucHa unu CRi, MeanaHaTa Ha NPOALIDKUTEIHOCTTA HA peMucHaTa € 10,4
mecena (95 % CI = 7.2; 15,2) 3a naunentrre Ha asaunTuaun v 12,3 meceua (95 % CI =9,0; 17,0) 3a
NALHEHTHTE H8 KOHBCHLIMOHANHA TepaneBTHYHA cxeMa. JIeMOHCTpUpaHa € Chbiio nonla 3a
APEAKUBACMOCTTA NPH NAUHCHTH, KOHTO HE MOCTUTaT MBJASH OTrOBOP NPH a3aLHTHAKH B CPABHEHME C
KOHBEHLIMOBATHATA TepaneBTHYHA CXeMa.

Jleuetueto ¢ asauuTHaMH noaoGpsea 6pos Ha KPLBHWTE KNETKu B nepudepHaTa KPLB H BOAW A0
NIOHUKABAHE HA HY)KAHMTE OT TPAHCHY3IUM HA EPUTPOLIMTH U TPOMOOLMTH. JlaneH NaLkeHT ce CMATa 3a
3BMCHM OT TPAHCGY3HMA HA EPHTPOLTH HNH TPOMGOLIMTH HA M3XOHO HMBO, AKO TO3M NALMEHT € UMan
€AHAa WIKW nosede TpaHCyY3WH HAa EPUTPOLMTH WM TpomGouuTH npe3 56-Te AHM (8 ceamuum)
PECNEKTHRHO 0 MM NPEIH panAOMH3auMATa. JlafeH nauMeHT ce cMATa 32 HE3ABUCHM OT TpaHcdy3us
Ha €PHTPOLIMTH ¥WIIH TPOMOOLMTH NO BpeMe HA MEPHOAA HA NIEYEHHE, aKO TO3H MALMEHT HE ¢ MMAT
HUKAKBH TPAHCQY3HH PECNEKTHBHO HA EPMTPOLUMTH MM TPOMBOLMTH 1Ipe3 HHUTC €AWH OT 56-Te
TIOCAEA0BATETHH THH NIPE3 OTHETHNS MEPHOA.

OT naumenTnTe B rpynata Ha a3auMTHIHH, KOWTO €A 3aBUCHMM OT TpaHC(y3us Ha €PUTPOLUTH Ha
H3XOAHO HUBO, 38,5% (95% CI = 31,1; 46,2) craBaT He3aBHCHMK OT TpaHcy3HA HA EPUTPOLIHTH NO
BpEME Ha NepHoaa Ha IEHEHHETO, B cpaBHeHMe ¢ 27,6% (95% CI = 20,9; 35,1) oT nauueHTHTe B rpynure
Ha KOMOHHMpaHa KOHBEHLIMOHAIIHA TEPANEBTHUHA cXeMa. [IPH MaUMEeHTHTE, KOHTO Ca 3aBHCHMH OT
TPaHCRY3Hst HA EPHTPOLIMTH HA HIXOJHO HHBO M NIOCTHIAT HE3ABHCHMOCT OT TPAHCDY3HA C ICHCHHETO,
MEAHaHaTa Ha NIPOABLIKHTENHOCT Ha HE3aBHCHMOCTTA OT TpaHcdy3ua Ha epuTpounTH € 13,9 Meceua B
pyraTa Ha a3aUHTH/IMH H HE CE IOCTHIHA B FPyNaTa Ha KOHBEHLIMOHANIHA TepaneBTHYHa cXeMa,

Or nauvenTHTe B rpynaTa Ha a3aUMTHAMH, KOMTO Ca 3aBHCHMM OT TpaHc(y3HA Ha TPOMGOLMTH Ha
H3xonuo HURO, 40,6% (95% C1 = 30,9; 50,8) crasar HesaBUCHMK OT TpaHcdy3Hs Ha TPOMBOUHTH no
BpeMe Ha NepHOAA Ha NEUEHHETO, B cpaBHeHue ¢ 29,3% (95% CI = 19,7; 40,4) oT nauneHTHTE B rpynuTe
Ha KOMOHHHpaHa KOHBEHUMOHAJIHA TepaneBTHUYHA cxema. [IpH nauWeHTHTE, KOMTO Ca 3aBHCHMK OT
TpaHcdy3ua Ha TPOMGOUMTH HA H3XOAHO HHBO H NOCTHIAT HE3ABUCHMOCT OT TPAHC(Y3HA C IEYEHHETO,
MCAHaHaTa Ha NPOARILKHTEAHOCT HA HEIABHCHMOCTTA OT TpaHcgysnug Ha TpomOouMTH e 10,8 meceua »
rpynara Ha asalMTHAHH U 19,2 meceua B rpynaTa Ha KOHBEHIIAOHANHA TEPANICBTHIHA CXEMA.

ObycnosenoTo ot 3apaBeTo kayectro Ha xupoT (Health- Related Quality of Life, HRQoL) e oueHeHo,
kaTo ce U3non3ea OCHOBHHAT BBIPOCHHK 32 KAYECTBOTO Ha XHBOT Ha EBponeiickaTa opraHuzaums sa
uicnesaHe H ieuenne Ha paka (European Organization for Research and Treatment of Cancer Core
Quality of Life Questionnaire, EORTC QLQ-C30). Jauuute 3a HRQol. 6uxa mornn za Gwaar
AHAN3HPaHK 33 NOATPYNA OT LANaTa MOMyAalldf 3a W3NMHTBaHeTo, BLnpeku orpaHndeHHsTa npu
aHanu3a, HANHYHUTE NAHHH TIPEANONAraT, 4e NalHeHTHTE He NPETHPNABAT 3HAYMMO BJIOMABAHE Ha
KaYeCTBOTO Ha JKHBOT NO BPEME HA JIEYSHHETO ¢ a3aLMTUAUH.

52 ®dapMakoKHHETHYHH CBoiicTBa

Abcopbims

Caen noaxokHO MpUNOKEHWe HA eauHuuHa 033 75 mg/m?, asaumTuauH ce aGeopBupa Obpzo ¢
BLPXOBY NNAIMEHH KOHUEHTpauun 750 + 403 ng/ml, xouto ce gocTurar 1/2 yac cnen NpuaaraHe Ha
Ao3aTa (MOMEHT Ha B3eMaHe Ha NbpBUTe NPoGH). AGCOMOTHATA BHOHANHYHOCT HA A3ALHTHAMH CRe
NIO/IKOXHO MPHNIOKEHHE B CPABHEHHE C HHTPABEHO3HO MPHIIOKEHHE (EAMHMUHH A03K oT 75 mg/m?) e
Guna okono 89% no mauuu 3a nitowra noa kpusara (AUC). P

[Tnowra noa KpreaTa U MaKCHMaNHATA MIa3MeNa KOHUeHTpauua (Crax) NPH NOAKOKHGF

Ha A3aUMTHIHH Ca NPHOIM3HTENHO NPONOPUHOAANHH B PAMKHTE Ha A030BHS AHANA3Q
2
mg/m?,
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Paznpenenenue
Cnen wHTpaBero3no npunarane va Ao3ata, cpeaHuaT obem Ha pasnpenesienue e 61 76 + 26 1, a
CHCTEMHHSAT KIHPEHC ¢ Gun 147 + 47 I/h.

buorpancdopmaliina

B3 OCHOBA Ha AaHHWTE OT in Vvifro nNpoyuBaHWs, MeTafONMIMBT Ha A3AUMTHAHH HE W3rIeKna
OCBILCCTBEH OT M30eH3WMUTE Ha UWTOXpoMm P450 (CYPs), UDP-rmokypoHozuntpancdepazute
(UGTs), cyndotpanciepasure (SULTs) H rnyrataon-Tpauctepasute (GSTs).

AQUMTHIME NPETLPNAB2 CMOHTAHHA XWIPONM3A M AE3AMHHHUPAHE, MEAMAPAHO OT ULMTHAHH
AezaMHHazaTa. B yosewku yepnoapobHH S9 dpakunn dopMupareTo Ha MeTaGONHTHTE € HE3aBHCHMO
or NADPH, koeto npeanonara, ue MeTaGoNM3MBT Ha a3aUMTHAME HE € MEAHNPAH OT H30EH3HMHTE HA
unroxpom P450. In vitro npoyusane Ha a2auMTUAKH B KYNTYPH OT HOBELUKH XSNATOUMTH MOKA3RA, He
npu koHueHTpaunu ot 1,0 pM go 100 pM (T.e. n0 KoHueHTpauuH okono 30 MBTH MO-BHCOKH OT
AOCTHXKHMHTE B KIMHHYHH yCnoBuA), asauuTuuH He wnayuupa CYP 1A2, 2C19, 3A4 uau 3AS. pu
MpOy4BaHHA 33 OLIEHKa HA HHXHOMPaHeTO Ha nopeauua ot P450 n3oeHsumu

(CYP 1AZ, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 n 3A4) asauntumun 1o 100 uM ne Bonu 10 uexHGHpaHe.
Cnenoparenio CYP eH3HMHOTO WHIYLUMpaHe WAH WHXMGMpaHE OT a3aUMTHIMH B AOCTHIKHMH OpPH
KAHHWYHH YCIIOBHA NJA3MEHH KOHLEHTPALMH € MalKo BEPOATHO.

Enumunupatie _
A3AUMTHIMA C¢ M34YMCTBA GBp30 OT NIA3MaTa Che CpeneH NOJYXHBOT Ha eJIMMHHMpaHe (it,) cien

MOAKOXKHO NpunokeHne oT 4118 munyTn. Cnex noaxoxuo npunokenue Ha 75 mg/m? asauutvann
BEIHDBK AHEBHO B MPOAB/DKEHHE HA 7 IHH He HACTBIBA KyMynauna. OCHOBHUAT ITHT HA €JIHMAHHPAHE
Ha a3ALIHTHAKMH /WK HEroBUTE MeTabONHTH € eKcKpeLus ¢ ypuHaTa. Clien HITPaBEHO3HO M NOAKOKHO
NpuoKeHHe Ha *C-a3auuTuann cboTeeTHO 85 U 50% OT NPUIOKEHATA PATHOAKTHBHOCT CE OTKPHEA B
ypHHara, AoKkato < 1% ce oTkpHBa BBB dekanuuTe.

CroeunanHH nonynaumu
He ca npoyusanu oduumnanno edexrute Ha yepuoapobio yspesxaade (Rx. Touka 4.2), noj, Bb3pacT

WK paca Bhpxy (PapMaKOKHHETHKATA Ha a3al[MTHAMH.

bu6peuno yspexaane

Bu6peunoTo yepexnane HAMA OCHOBHO Bb3AeHCTBHE BLpXy (apMAKOKHMHETHYHATA EKCMO3HLMA Ha
a3aUHTHAWH CNEA €NHOKPATHO U MHOTOKPATHO NOAKOXHO npHaokeHne. Cnen NoAKoKHO NPHAOKEHHE
Ha eIMHKYHA a03a 75 mg/m? cpeaHuTe cToiiHocTH Ha excnoznumaTa (AUC H Crax) W naumesTy ¢
NEKo, yMepeHo U Texko 610peuno yspeskaate ce yBenn4arar choTeeTHO ¢ | 1-21%, 15-27% u 41-66%,
B CPAaBHEHHE C NAUHEHTHTE ¢ HopMaaHa Hubpeuna Gyuxuns, Exnoznuuata obase € B PAaMKHTE Ha ChLIHS
obwl AMaNAa3oN HA eKCMO3HLMA, HabniozaBal NMpH MAaUMEHTHTE C HOpManHa GBOpeuHa tyHKuMA.
A3aUMTHAHKH MOXe na Gbae npunoxkeH wa nauveHTH ¢ 6BOpeuro yBpewaane 6e3 NbpEOHAUANHO
KOPUTMPAHE Ha [103aTa, MPH YCIOBHE, Y€ TE3H MALHEHTW ce HabM0AaRAT 3a TOKCHYHOCT, Tbil KaTo
a3aLUMTHANH WK HErOBHTE METAGONIMTH Ce eKCKPETHPAT OCHOBHO 4pe3 G1BpeLuTe.

dapMakoreHoMuka
He ¢ npoyusan ohunHanHO edeKTHT 0T U3BECTHHA NOMHMOPHIBM Ha LMTHAWH A€3aMMHA3aTa BEPXY
MeTaboNH3MA HA A3ALHTHINH,

5.3 TlpeaknnHAYHE AahuH 3a Gesonacuoct

A3aUMTHIHH MHAYUMPA in Vilro KaKTo FéHHM MYTAUMH, Taka M XPOMO3OMHH aGepaumy B
CHCTEMH OT GaKTEPHAIHH KNETKH M OT KIETKH Ha Gosaiinuuy. KaHueporeHHUAT noTeHuMan
Ha a3alMTHAKH € GHN MPOYHEH NMPH MHUIKW H MTbX0BE. A3aLMTHIHH € HHAYLIMPaN TYMOpH
Ha XEMOTIOETHYHATA CHCTEMA MIPH MEHCKH MHLLKH NPH HHTPANEPHTOHEANIHO npnnomeuue 3_-

MHILKH, JTCKYBAHW C HHTpanepyTOHEANHO llpHJlO}KeH aBﬂl.l.HTH.ElHH B MPOABIKCH

ceaMuun. Tlpoyueane Ha TyMOpPOreHHUs NOTEHUMAT NP MIHXOBE NoOKa3Ba NORKHIE Lok

YECTOTA HA TYMOPH Ha TECTHCHTE. v i _
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[MpoyysaHkaTa Ha paHHaTa eMOPHOTOKCHYHOCT NPH MULIKK NOKA3BaT YecToTa oT 44 % Ha
HHTpayTepHHHaTa eMOpPWHOHATHA CMBLPTHOCT (MOBHUIEHA Pe30opOuUMa) CNel eNHOKPATHO
MHTDAMEPUTOHCANHO MWHXCKTHPAHE Ha a3aUWTHAMH NO BpPEMEe Ha OpraHorenesara.
YcTaHOBeHM Ca HADYUIEHHA HA PA3BUTHETO HAa MO3ILKA TIPH MHMUIKH, HA KOHTO € NPHNAraH
433UHTAAMH NpeAH WIM B MOMEHTA Ha 3aTBapsHeToc Ha TBBpRoTo Hebue. [Ipm nnexose
a3aUMTHAMH HE € MPeAM3BHKAN HEKENaHW peakuyy, Korato e Oun npwnaran npeau
HMNAAHTALIMATA, HO O4eBMAHO € Oun emOpHOTOKCHYEH NpH MpHnaraHe No BpeMe Ha
oprasorexiesata. DeTanHMTE aHOMANHM [0 BPEME Ha OPraHOreHe3aTa INpH IILXOBE
Bruioysar: aHomanuy Ha LIHC (exseHuedanus/eHuedanouene), anomanuu ua kpaitnuuntre
(MHUKPOMENHS, KPHBO CTBITANI0, CHRAAKTHIHA, OJHrOAAKTHIMA) H APYTH (MHKpOdTANMHUS,
MUKDOTHATUA, FAaCTPOCKK3A, OTOK ¥ AROMANTUK ha pebpara).

TpunarateTo Ha a3aUMTHAMH Ha MBXKHM MHILKH NPEAH YHTOCBAHETO HM C IKEHCKH, Ha
KOMTO HE € PHIaraH, € JI0BeNO N0 HaManeHa MIOAOBUTOCT ¥ 3aryfa Ha NOKONSHMETO TIo
BpOME Ha cleaBalloTo eMOpHOHANHO MNW MOCTHATAaNHO pasButde. [IpunaraHero My Ha
MBKKHA TIBXOBE € NOBENO 0 HAMATABAHE HA TETJIOTO HA TECTHCHTE H SITHAMAMMA, HAMaNleH
Gpoii Ha cniepmaTosonaMte, HaMaleHa YecToTa Ha OGPEMEHHOCTUTE, NOREHE AHOPMANHW

eMOPHOHM K NOBHIIEHA 3ary6a Ha eMOPHOHM NMPH YHPTOCAHUTE ¢ TAX KEHCKH (BX. TOYKA
4.4).

6. ©APMAIEBTHYHH JAHHH
6.1 CoHcsK HA NOMOHIHATE BellecTBa
Manuron (E421)

6.2 HecnBmeeTnMocTH

To3au nekapcteen npoaykT He TpabBa Aa ce cMecBa ¢ APYTH JIEKAPCTBEHH NPOAYKTH, ¢ HIKMIOYEHHE HA
NOCOYEHHTE B TOYKA 6.4.

6.3 Cpok na roaHoct

Hepasneuartan ¢aaxon c npax:
2 roavnu

Cnen npuroTsase:

Koraro Asauutuaun MCH ce pastsaps ¢ Boaa 3a MIKEKUMM, KOSTO HE € OXJlaZieMa, € JloKa3aHa
XHMHYHA H PU3M4HA CTaGMIHOCT NpH ynoTpeGa Ha NPUrOTBEHHA JIEKapCTBEH MpoayKT npu 25°C B
npoabIKeHne Ha 60 muHyTH 1 npu 2°C 10 8°C - 3a 24 yaca, chxpaHaBaH BbE NakOHa H COPHHLOBKATA.

CpoKbT Ha roAHOCT Ha NPUTOTBEHMNS JICKAPCTEEH NPOIYKT MOXE 1 CE YAB/KH, KATO 32 pa3TBapsaHe Ce
winonsea oxnagera (2°C a0 2°C) soga 3a mxexumnn. Koraro Aszauntuaun MCH ce pasteaps c
oxnaaeHa (2°C no 8°C) rozma 3a HHXKEKUMH, XHMHUHATA ¥ dU3HYHATA cTAOWIHOCT NPH ynotpeba Ha
MPUrOTBEHUS NICKAPCTBEH NPoAYKT ¢ AokasaHa npu 2°C no 8°C B npoabmxenne Ha 36 vaca, koraro ce
ChxpaHasa BL8 dnako u 30 uaca, KOTaToO Ce CHXPAHABA B CIPHALICBKA.

Ot MuKkpoGuoNOrHiHa reaHa TOUYKA IPHFOTBEHHAT NPOAYKT TpAGBA Aa Ce M3NON3BA BEAHAra. AKO He
Ce W3MOJI3BA BE/HAra, NOTPeOUTENAT cam ONpeAcnd BPeMETO H YCHOBMATA HA CbXPAHEHHE NPenn
ynotpe6a, Ho He TpaGBa aa ro cbXpaHssa noseye ot 24 waca npH 2°C ao 8°C, koraro 3a past
M3M0T36a BOJA 38 HIDKEKLHH, KOATO HE ¢ OXJTANCHA, WM HE noBeye oT 36 yaca, koraro,
BLe (nakon u 30 waca, KOraTo ce ChbXPaHSBA B CIPHHLIOBKA, KOTATO 32 pazfraap
oxnazeHa (2 °C no 8 °C) soaa 3a MHKEKLHH,

6.4 CreuHaaHH yC/I0BHA HA CHXPAHEHHE (
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Heoreopenn dunakonu

To3n AEKapCTBCH NPOAYKT HE H3UCKBA CneuHanHu YCNOBHA HA CbXPaHCHHE,

[1purorBeHa cycneHsus

3a ycni0BUATA HA CHLXPAHEHHE Cile/l PA3TBAPAHE HA JIEKAPCTBEHMHA NIPOAYKT BHXKTE TOUKa 6.3.
6.5 Bua ¥ ceaAbpKaNEE HA ONAKOBKATA

besuseren cThknen dmakoH Tun 1, 3anevaral ¢ sanywanka ot GpoMOGYTHAOBE FyMa H ATYMHHHEBO
YIIBTHEHHE ¢ NONHNPOITHIIEHOB 1aCTMACcOB ANMCK, Chabpxaut 100 mg azauMTHAMH.

PnakonuTe Morat aa 6BaT NoCTaBeHM B NpeANasHTEN 3a $NakoH OT NONHNPONKJEH (C NOAPABHEHH
ABHO M NOpHa 4acT), aKo € HeoOX0AHMO, WIH MOraT na 6b1aT JHPEKTHO ONMAKOBaHH B YHCTA KAPTOHEHA
KYTHA,

KonnuecTeo B onakoska: 1 gpnakoH
6.6 CnenHanHH NPEANAIHH MEPKH TIPH H3XBLPISHE H pabota

Ilpenopwku 3a GesonacHa pabora

Azauntiand MCH e UMTOTOKCHYEH nekapcTBeH NMpOAYKT ¥ MOAOGHO HA APYrd MOTEHUHANHO
UHTOTOKCHYHH CLCTABKH € Heoﬁxouumo BHHMAaHHUE npH paﬁom'ra H MPUTOTBAHETO HA CYCNEH3HATaA
asaunThauH. Tpabea a2 ce npuaarat npouesypHTe 3a Npasunaqa paboTa U MIXBLPAAHE HA AHTHPAKORH
NEKapCTBEHH NIPOIYKTH.

[IpK KOHTAKT Ha IPUrOTBEHNS A3ALMTUAMH C KOXKATA He3a6aBHO H3MMIITE OGUIHO ¢ BOAA H canyH. [1pn
KOHTaKT ¢ IMraBULIHTE U3MTakHeTe OGHAHO ¢ BOAA.

Ilponieaypa 3a nNpuroTeaHe
Aszauntnaun MCH 1ps6sa na ce pastsaps ¢ Boaa 3a HiKeKLuH. CPOKBT Ha FOAHOCT Ha MPHrOTBEHHA

JIEKapCTBEH [IPOAYKT MOXeE Ja ce YAB/DKH, KATO 3a pasTBapaHe ce H3noysea oxnaznena (2°C po 8°C)
BOJA 3a MHKeKUUH. [To-aony ca paneuu noapoGHOCTH 33 CLXPAHEHNETO HA NPUTOTBEHNSA NPOXYKT.

1. Heobxoaumu ca cneanure KOHCyMaTHBH:

(iakoH(k) a3auMTHIMH; PAAKOH(H) BOAA 32 MHKEKLMH; HECTEPHIHH XHPYPruiHU PLKABHLH; HATIOEHH
CBC COMPT NAMYUETA, HHKSKUMOHHA CNpUHLIOBKa(K) oT 5 ml ¢ urnaln).

2. Hsrernete 4 ml Bona 3a HHXeKUWH B CNPHHUOBKATA, KATO W3FOHMTE BCHUKWA BB3AYX OT
CTIPHHLIOBKATA.

3. BwseseTe urnata va cnprHuoBkaTa, Chabpwama 4 ml Bofa 3a MHKEKUMH, Npe3 ryMeHata
3amywanka Ha Gakona ¢ a3auMTHAME 1 5aBHO HHKEKTHPAHTE BOAATA 32 MIDKEKLIMM BhB (UTaKoHa.

4. Cnep xato oTrcTpauuTe CNPHHUOBKATA M WINIaTa, PaskiaTeTe eHEPrHYHO (nakona no
NnoJiyHaBaHe Ha XOMoreHHa MBTHa Cycnensnd. Cea pa3TBapAHETO BCEKH MHUITWIHTLP OT CYCHEH3HUATA
e cvabpka 25 mg asauutuanH (100 mg/4 ml). [IpuroTeeRUAT NPOAYKT NpenCcTaBNABA XOMOTEHHA,
MbTHA Cycnensus, 6e3 arnomepati. CycnensnsTa Tpabea aa GbAe HIXBLPICHA, KO ChABPKA TONEMH
4acTHuM Wiy arjomeparu. He ¢uirrpysaiite cvenensusrta cney pasrsapsie, Thil kato ToBa Moxe a3
QTCTPAHH AKTHBHOTO BellecTBO. Tpabea fa ce MMa npeaBuA, e B HAKOH AJANTODPH, HIJIH K 3aTBOPEHH
CHCTEMH Moxe fa uma (urrpu. CrefosatenHo TakMBa CHCTeMH He TpaGpa ja ce M3NON3BAT 33
npunarane Ha JeKapcTBEHHA NPONVKT Clej| pasTBapsHe,

5. [TouncteTe rymenara samywanka ¥ npoGOAeTe ¢ HOBAa MIMa H CNPHHLOBKA BbB (lakoHa.
ObvpHeTe dnakoHa ¢ ALHOTO HATOPE U Ce YBEPETE, Ue BHPXHT HA HIIATA € MOJ HHBOTO Ha TEYHOCTTA.
Harspnaiire SyTanoro u u3TersieTe KONHYECTBOTO OT JIEKAPCTBEHHS IPOLYKT, HYXKHO 32 TOUYHaTa 1034,
KATO M3FOHMTC BCUYKHA BB3AYX OT cnpuHuoskarTa. OTCTpaHeTe UrnaTa/CnpUHLOBKATA OT (hRakoHa
H3XEBPNICTE MraTa. B

6. Bsemete HOBa MINa 3a NOAKOXHH HHXKEKUHH (npenopbusa ce 25-G) u 4 3aKP
Ha cnpuHuoBkata. He Tpabea aa ce npokapea pasTBop MO MriaTa Npeftd HHAKEKT
HAMAaJIH HEeCTOTATa HA PEAKLMHTE Ha MACTOTO Ha HHXKEKTHPAHE.
7. Korato e HeoGxonuM noeeue ot eaun ¢rakoH, NOBTOpeTe BCHUKK H3GPOe
32 NPUrOTBAHE HA CYCMEH3MATA. 3a 103, H3HCKBAILM MOBEYE OT EAUH (NAKOH, A

18




pasjenu nopasHo, Hanp. aosa 150 mg = 6 ml, 2 cnpuHuoBky ¢ no 3 ml BuB Beska cnpunuoeka. [Topaau
3aabpKaHC BbLB CIJJ'laKOHa H HIata MOXE 7a HE € BBIMOWKHO A4 C& M3TErNM UANOTO KONIHUYECTBO
CYCNeH3ua oT $nakoHa,

8. ChabpKaHMETO Ha CMPUHLIOBKATA ¢ J03aTa Tpsi0Ba Aa 6bae pecyCneHAMPaHO HENOCPEACTREHO
npeau npuraraseTo. [lpeau NpHiaraHeTo MLJIHATA ¢ NPUrOTBEHATA CYCNIEH3HA CHIPUHIOBKE Tpabaa na
€& OCTABM 32 He noseye ot 30 MUHYTH, 3a 1a IOCTHIHE TeMNepaTypa oT

okono 20 °C-25 °C. Ako ca MHHTH noBewe oT 30 MUHYTH, CycTieH3uaTa TpaGea na Gbae MIXBLPAEHA
Mo CHOTBETECH HAYHH M Jla c€ MPHIrOTBH HOBa [03a. 3a Aa A PeCYCNEeHANpATe, NPEBbPTETE EHEPrudHO
CTIPMHLIOBKATA MEXAY ANAHWTE CH 0 NOAYYABAHE HA XOMOreHHa, MBbTHa cycneHsus. CvenensuATa
TpaOBa na 6bae HIXBBPIIEHA, 2KO ChABPKA FONEMH YaCTHLIM UK ATJIOMEPATH.

C1>xpaﬂeuue Ha TIPUTOTREHHA NPOAYKT

3a ycn0BHSATA HA CHXPAHEHHE CJIEA PASTBAPAHE Ha IEKAPCTBEHMA NPOAYKT BHKTE TOUKA 6.3.

H3uncAsBaHe Ha MHAMBHAYANHH 103K

OBwaTa 1032 CIOpPE TENECHATA MOBBLPXHOCT MOKE 2 C& HIYKCITH 110 ClieAHHS Haunk: O6ua ao3a (mg)
= Jlosa (mg/m?) x TenecHa NoBLpxHOCT (M?)

Crenpawata Tabnvua npeacTasngea caMmo NpHMEP 3a TOBA KaK Aa GLAAT WIMUCNEHH HHAMBUAYARHUTE
RO3H a3aUMTHANH Ha 6a3aTa Ha CpeaHAaTa CTOHHOCT 3a TENecHaTa NoBLpXHOCT oT 1,8 m2,

Jo3a mg/m? O61a no3a Ha 6azata | Bpoii Heo6xoaumu O6u1 HeobxoauM obem
(% om npenopvusanama | Ha TenecHa dnakonu Ha NPHroTBEHATA
Havanna do3a) NOBBPXHOCT oT 1,8 m? cycnensus

75 mg/m” (100 %) 135 mg 2 $nakoH 54 ml

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

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

HauuH Ha mpunoxkexve
Cnien pasteapsane Azanntunud MCH Tpsifea na ce HHMEKTHPA NOAKOKHO (BbBEAETE HINATA NOA BIbI
o1 45-90°) ¢ urna 25-G B MutiHHUaTa, 6€ApOTO MM KopeMa.

Jlo3y, no-ronemu ot 4 ml, Tpabea aa 6uaar HHXKEKTHPaHH HA JBE PazIHYHH MecTa.

Mectara na uikexTupane Tpadsa aa ce penysar. CrieaBalnTe WHKeKUMH TPAGBA 1 ce NPABAT Ha NoHe
2,5 cm OT MACTOTO Ha NOCTABAHE Ha NPEAMUIHHTE M HHKOT2 B OGNACTH, KOMTO CA UYBCTBUTENHH, ©
KPBBOHACAIAHHS, 3aY€PBEHH HITH YILUTETHEHH,

Heuznonspanuat JEKAPCTBCH NPOAYKT HIH OTRAABYHUTE MaTepHUany OT HETO Tpaﬁna Aa ce HIXBBPAAT
B ChOTBETCTBHE C MCCTHHMTE H3UCKBAHHA.

7. NPUTEXATEJ HA PASPEHNIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18,
61118 Bad Vilbel

I'epmanng
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8. HOMEP(A) HA PABPEIIEHHETO 3A YIIQTPEGA

Per. Ne: 20210055

9.  JIATA HA WBPBO PASPEINABAHE/MIOJHOBSIBAHE HA PASPELIEHHETO 3A
¥YNOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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