IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

AzamutuanH Accord 25 mg/ml npax 3a HHXEKIMOHHA CyCIICH3US

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB

100 mg/¢paaxon:

Bceku ¢urakon cpabpika 100 mg azanuruauH (azacitidine). Cnell peKOHCTUTYHpaHe BCEKH MUJIAIATHD
CYCIIEH3H ChABpPKA 25 mg a3alluTUANH.

150 mg/¢paakon:

Bceeku ¢uakon cpappika 150 mg azanuruaus (azacitidine). Cienl peKOHCTUTYHpPaHE BCEKH MUIAIATBD

CYCIIEH3H ChABpPKa 25 mg a3alluTUANH.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a MH)KEKIIMOHHA CYCIIEH3HS

bsn HHO(bHHHSHpaH npax Wik KOMIIaKTHA Maca.

4. KJIMHNUYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

AzammtuauH Accord e Tokas3aH 3a JIeYeHHe Ha Bb3PacTHH MAIMEeHTH, KOUTO He ca MOAXOISIIN 3a

TpaHCIIAHTAIMS Ha XeMOITOeTHYHH CcTBOJIOBH KiteTkr (Haematopoietic stem cell transplantation,

HSCT), c:

o muenoguctmactTuaan cuaapomu (Myelodysplastic syndromes, MDS) ¢ MmexxanHeH-2 1 BICOK
pHCK criopel MexyHapoaHaTa MPOrHOCTHYHA ToukoBa cructeMa (International Prognostic
Scoring System, IPSS),

. XpoHn4YHa MuenoMoHonuTHa neBkemus (Chronic Myelomonocytic Leukaemia, CMML)
¢ 10-29 % xocTHOMO3bYHH ONacTh 0e3 MUeTonpoaudepaTuBHO HapyIICHHUE,
. octpa muenonaHa JeBkemus (Acute Myeloid Leukaemia, AML) ¢ 20-30 % Gnactu u

MYJTWIMHEHHA AUCIUIA3us criopes Kiacuukanusata Ha CBeTOBHATA 3/IpaBHA
opranuzanus (C30),
. AML c > 30 % xocTHOMO3BbUHH OnacTtu criopen knacupukanusta Ha C30.

4.2 /lo3MpoBKAa M HAYMH HA NIPUJIOKEHHE

Jledenueto ¢ Azarutuand Accord TpsOBa 1a ce 3amouBa U MPOC/easBa o1 HaOJIIOACHUETO Ha JIeKap
C OITUT B MPUJIOKCHUETO HA XUMUOTEPANEBTUYHH cpencTBa. [lanuenTrure TpsaOBa 1a moiayyaT
MIPEeMEeTUKAIUS C aHTUEMETHUITU CPEIly raficHe U TOBPhIIaHe.

gO?»H[}OBKa

[IpenopbunTenHaTa Ha4aIHA J1032 32 MBPBUS IUKBJI HA JICUCHUE 32 BCUYKH NAIMEHTH, HE3aBUCHMO OT
W3XOHUTE CTOMHOCTH Ha IaGOpaTOPHUTE XEMATOJOTMYHH II0Ka3aTelH, € 75 mg/m? TenecHa
MOBBPXHOCT, MHXKEKTUPAHH MTOJIKOXKHO BCEKH JICH B MIPOIBDKEHUE HA 7 JHH, TIOCTCIBAHU OT TICPUOT
Ha TIOYMBKA C MPOABIKUTETHOCT 21 mHM (28-THEBEH MUKBII HA JICUCHHE).

[IpenopbuBa ce marueHTHuTe 1a ObJAT MOJIOXKEHH HA MUHUMYM 6 JiedeOHU 1MKbIa. JledeHueTo
TpsiOBa Ja ce MPOABbJDKABa, JIOKATO MAIlMCHTHT MPOIbJKABA JIa MMa I10J13a OT HErO MJIH JI0 MPOrpecus
Ha 3a0019BaHETO.



[TanuenTrTe TpsAOBa 1a ObAAT MPOCIICAIBAHU 3a XEMATOJIOIMUEH OTIOBOP/TOKCHYHOCT U OBOpedHa
TOKCUYHOCT (BXK. TOUKa 4.4); BB3MOXKHO € J]a CE HAIOXKH OTJIaraHe Ha HayaJloTO Ha CJICBAIIHS [IUKBI
WM HaMaJIIBaHEe Ha J103aTa, KaKTO € OMKCAHO MO-JI0ITy.

AzanutuauH Accord He TpsAOBa J1a Ce U3IMOJI3Ba B3aUMO3aMEHIEMO C IIEpOopajIcH azauuTuauH. [lopanu
Pa3NIMKH B €KCIIO3ULMATA, IPETIOPBKUTE 32 A03aTa U cCXeMaTa Ha MpUIaraHe Ha nepopaieH
A3alUTUAWH Ca pa3/IMYHU OT TE3U Ha MHKCKIIMOHCH a3allUTUAVH. Ha MCEOUIIMHCKUTE CIICITUAJIUCTH CE
IIpEropbYBa Jia IpOBEPABAT UMETO HA JICKAPCTBCHUA IIPOAYKT, 103aTa U HAYMHA HA IPUITIOKCHUC.

Jlabopamopnu mecmoge

[Ipenu 3amouBaHe Ha TEpaNMsITa U IPEIU BCEKH JIeueOeH LUKbI TpAOBa ja c€ OIPEeAeIsIT
(yHKIMOHATHUTE YePHOAPOOHM TIOKA3aTeNN, CEpyMHUS KpeaTHHUH U cepyMHUs OukapOonart. [Ipeaun
3aroyBaHe Ha TepanusTa TpsOBa Aa ce HANpaBH IIbJIHA KPbBHA KApTHUHA, KAKTO M MIPU HYXJa 3a
HpocieisBaHe Ha OTTOBOPa U TOKCUYHOCTTA, HO Hai-MaJIKO IIPEH BCEKH JIeueOeH LUKbIL

Kopueupane na oosama nopaou xemamono2uuHa moKcuisHoCm

XemaroJoruuHaTa TOKCUYHOCT ce AeuHIpa KaTo Hail-HUCKHS Opol KPhBHU KIIETKH (Haup),
JOCTHTHAT NPH JaJ€H HUKEI, ako TpombonuTute ca < 50,0 x 10%/1 u/unm abcomoTHuAT Gpoii
ueyrpopun (ABH) e < 1 x 10%/1.

Bw3cranoBsiBaneTo ce JieuHUpPA KaTO YBEINYaBaHe HA KIEThUHATA JIUHUS (JIMHHUH ), TIPU KOSATO
(xouto) e HabOMIOaBaHa XEeMAaTOJIOTHYHA TOKCHYHOCT, C TTOHE MOJIOBIHATA OT a0COIIOTHATA Pa3iinKa
OT HaJMpa ¥ U3XOHUS OpOl KPBBHH KIETKH TUTIOC Opost Tpy HAIup (T.e. Opoi KpbBHU KIIETKH MPU
BB3CTaHOBsIBaHE > Opoii ipu Haaup + (0,5 x [u3xomeH Opoit — Opoii pu Haaup]).

Iayuenmu 6e3 namanen uzxoder 6poil Ha KpbeHume Kiemxu (m.e. reexoyumu > 3,0 x 10°/1 u

ABH > 1,5 x 10°/1 u mpomboyumu > 75,0 x 10°/]) npedou nvpeomo neuenue

Axo cnen edeHrero ¢ Azanutuaua Accord ce HaOm0aBa XeMaTOJIOTHYHA TOKCUYHOCT, CIIEBAIUST
[UKBJI HA TepanusaTa TpsOBa J1a ce OTIIOKH 10 Bh3CTAHOBSBaHE HA Opost Ha TpomOboruTuTe 1 ABH.
AKO ce TIOCTUTHE Bh3CTAHOBSBAHE B PaMKHTE Ha 14 MHHM, HE Ce HaJlara KOpUrupaHe Ha 1o3ara. AKO
o0aye He ce MOCTUTHE Bb3CTaHOBSIBaHE B paMKUTE Ha 14 nHU, 103aTa TpsOBa fAa Ob/ie HamMalieHa
ChINIACHO clienBaiiara tabnuna. Cie npoMsHa Ha J103aTa IPOIBIDKUTETHOCTTA Ha ITUKBIIa TPsiOBa
OTHOBO J1a cTaHe 28 JTHH.

Bpoii npu Hajup B IUKbIA Jlo3a 3a cneaBanus HUKBI, aKO HE €
9 9 MMOCTUTHATO BH3CTAHOBSABaHE™® B

ABH (x 10°/) Tpomboruta (x 10°/1) pamxuTe Ha 14 1w (%)

<10 <50,0 50 %

>1,0 > 50,0 100 %

*Bp3craHoBsiBaHe = Opoil KpBBHU KJIETKH > Opoii mpu Haaup + (0,5 x [u3xonen 6poit — Opoi
pu HaMp |)

IMayuenmu c namanen usxoden 6poii Ha Kpbenume knemxu (m.e. neskoyumu < 3,0 x 10°/1 unu ABH

< 1,5 x 10°/1, unu mpomboyumu < 75,0 x 10°/1) npedu nvpeomo neuenue

Ako cren neyenneTo ¢ Azarutuaud Accord cianet Ha Opost Ha neBkoruTuTe Wi ABH, nnn
TPOMOOLIMTUTE B CpaBHEHHE C npenu jedeHneTo e < 50 %, niu mo-roism ot 50 %, Ho ¢ mogoOpenue
Ha TIOKa3aTeuTe 3a AuQepeHIrpaHe Ha KOsSTO U 1a € KJIeThUHA JINHUS, CIIEABALIIAT MK HE TPIOBa
Jla ce OTJiara u Jio3aTta He Tps0Ba Jia ce KOpUTHpa.

Axo criansT Ha Opost Ha neBkonutHTe Wi ABH, v tpombonmTrte e mo-roinsim ot 50 % B cpaBHEHHE
C mpenu JieueHneTo u 0e3 nogodpenne Ha A epeHIUPaHeTo Ha KIEThYHUTE JIMHUH, CIICABALHAT
LUKBJ Ha Tepanus ¢ Azanutuand Accord TpsOBa a ce OTJIOKH 0 Bb3CTaHOBABaHE HA Opos Ha
tpomborutuTe 1 ABH. AKo ce moCTUTHE BH3CTAaHOBSIBAHE B paMKUTE Ha 14 mHU, HE ce Hajara
KOpHUTupaHe Ha Jjo3aTta. AKo 0b6aye He ce IIOCTHTHE Bb3CTaHOBSIBAaHE B paMKuTe Ha 14 nHH, TpsAOBa na
Ce OIpeIeNH KIETBYHOTO ChABPIKAHUE Ha KOCTHUS MO3BK. AKO KIIETBYHOTO ChABPIKAHUE Ha KOCTHHSA




MO3bK € > 50 %, mo3ata He TpsaOBa aa ce KOpuUrupa. AKO KIEThYHOTO ChIbPKAHUE HAa KOCTHUS MO3bK
e <50 %, neuenunero TpsAOBA Ja ce OTIOKH M J]03aTa Ja C€ HaMaJH ChIJIACHO ClIeJBaIlaTa TaOInIa:

KierbuHo chabpikaHue Ha Jlo3a 3a cnenBaniysi IUKbI, aKO HE € TIOCTUTHATO
KOCTHUS MO3BK BB3CTaHOBsBaHe B paMkuTe Ha 14 muu (%)
Br3cranoBsBane™ < 21 nam Br3cranossBane™ > 21 nam
15-50 % 100 % 50 %
<15% 100 % 33 %

*Bb3cTanoBsBaHe = Opoil KPBBHU KJIETKHU > Opoii pu Hagup + (0,5 x [u3xoneH Opoii — Opoi
Ipu HaIAp )

CJ'ICI[ MpoMAHAa Ha J03aTa NPOABILKUTCIIHOCTTA Ha CJICABAIIUS IUKDBJI Tp$16Ba OTHOBO Ja CTaHC 28 JHH.

Cneyuannu nonyrayuu

Tayuenmu 6 cmapuecka 6v3pacm

He ce npenoppuBat crienupuvHA KOPEKIMU Ha J103aTa MIPH MAIUCHTH B CTapyecka Bb3pacT. Thii KaTo
BEpOSATHOCTTA 32 HAJTMYME Ha HaMaleHa Ob0pedyHa YyHKIHS € M0-BUCOKA MPH MAlMEHTH B CTapyecKa
BB3pacT, MOXKE J1a € OT I0JI3a J]a ce cieau ObOpevHaTa QyHKIIHS.

THayuenmu c 6v0peuro ygpescoane

A3BaIUTHIVH MOXE Ja Ce ITprjlara Ha MalieHTH ¢ O0peuHo yBpekaane 6e3 MsPBOHAYATHO
KOPUTHpPaHe Ha J103aTa (BXK. TOUKa 5.2). AKO HACTBITH HEOOSICHUM CIajl HA HUBOTO HA CEPYMHHS
oukap6onar nox 20 mmol/l, mo3aTa TpsiOBa Aa Obae HamaeHa ¢ 50 % npu clieaBanus UKbI. AKO
HACTBIIAT HEOOSICHUMY MOBHIIIABAHMS HAa CEPyMHHS KpPEaTHHHUH WK ypeiHus a3oT B kpbBTa (BUN) 10
> 2-'bTH HaJ U3XOJHUTE CTOMHOCTH U HaJ ropHaTa rpanuia Ha Hopmata (ULN), crieaBaniysaT UKbI
TpsiOBa J1a ObJic OTIOKEH JI0 BPBHIIAHETO UM IO HOPMATHUTE WM U3XOJHUTE UM HUBA M J03aTa TpIOBa
na Obaa HamanieHa ¢ 50 % npu cienBaIiys MUKbI Ha JIedeHHe (BK. Touka 4.4).

Tayuenmu ¢ ueprodpobHO yepescoane

He ca npoBexaany opuUIMaIHU IPOYYBAHHS TIPH MAIEHTH ¢ YEPHOIPOOHO yBpexKIaHe (BK.

touka 4.4). [lanmeHTruTe C TEKKO YEPHOAPOOHO OpraHHO YBPEKIaHEe TPsAOBa 1a ObIaT BHUMATEIHO
MIPOCIIEIIBAHU 32 HEeXeJaHu peaknuu. He ce mpenoppuBat ciennIHr MPOMEHN Ha Hada HaTa J03a
NP TALMEHTH ¢ YePHOAPOOHO YBpEXKIaHe MPE/IH 3all0YBaHe Ha JCUCHNETO; CIIe/IBAIIUTE TPOMEHHU Ha
J03aTa TpsiOBa aa ce 0a3upaT Ha XeMAaTOJOTHIHUTE JIA00OPATOPHHU NoKa3aTeau. Azanutuau Accord e
MIPOTUBOIIOKA3aH NIPY MAIMEeHTH C HAMIPEJHAIN 3JI0KaYeCTBEHH TYMOPH Ha YepHUs ApoOd (BK.

ToUkH 4.3 n 4.4).

Ileouampuuna nonynayus

bezomacHocTTa 1 ehrkacHOCTTa Ha a3alUTUANMH TpH Aena Ha Bb3pacT 0 1017 ronuHu Bee ole He ca
yCTaHOBEHHU. HanmnyHUTE MOHACTOSIIEM TJaHHHU ca ONMKUcaHu B TOUkH 4.8, 5.1 1 5.2, HO IpenopbKU 3a
JIO3MPOBKATa HE MOTaT Jia ObJIaT Ja/IcHH.

Hauwn Ha npunoxenue

Crnen pexoHcTHTyHpane A3armutuanH Accord TpsOBa 1a ce MHKEKTHPA IMOAKOKHO B MUTITHHUITATA,
Oenporo win kopema. Mecrata Ha MHXXEKTHpaHe TpsAOBa fa ce peaysar. CienBaniure HHXESKIIUA
TpsOBa J]a ce MPAaBSIT HA TMOHE 2,5 M OT MACTOTO HA MOCTaBSHE Ha MPEIUITHATE U HUKOTa B 00JIacTH,
KOHTO Ca YyBCTBUTEIHH, C KpHBOHACSIAHMUS, 3aUEPBEHH WIH YIUTHTHCHU.

Cren pekOHCTUTYyHpaHe CYCIIeH3UsATa He TpsiOBa aa ce GpuiTpyBa. 3a yKa3aHUsI OTHOCHO
PEKOHCTUTYHPAHETO HA JIEKAPCTBEHHS MMPOIYKT MPEIN MPUIIOKEHNE BIKTE TOUKA 6.6.

4.3 IIporuBomokazaHus

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

Hampennanu 310kauecTBEHH TYMOPH Ha YepHHs Apo0 (Bk. Touka 4.4).



Kspmene (Bxk. Touka 4.6).
4.4 CrhenuanaHu npeaynpeskaeHus! U NpeANa3sHl MepKH IPH ynoTpeda

XeMaToJIOTHIHA TOKCHYHOCT

JledeHueTo ¢ a3alMTUANH € CBBP3aHO C AHEMUSI, HEYTPOTICHUS U TPOMOOITUTOIICHHSI, 0COOCHO TIpe3
IBPBUTE 2 ITUKBIA (BX. Touka 4.8). [Ipu HyX1a, HO TIOHE TP BCEKH JIeUeOCH UKBII, TPIOBa 1a ce
HaIpaB¥ IbJIHA KPbBHA KapTHHA 3a MPOCIIE/sIBAHE HA OTTOBOPa U TOKCHYHOCTTA. Clie/l PUIIOKEHUE
Ha TPENOPBUUTEIIHATA JI03a 32 TFPBUS LIUKBJI, 103aTa 3a CJICABAIINTE VKN TPIOBa 1a CE HaMalH
WJIH TIPUJIATaHEeTO | J1a Ce OTJIOKHU B 3aBUCUMOCT OT OpOS HA KPbBHUTE KJICTKH ITPH HAZHP U
XEMaTOJIOTHYHUS OTTOBOD (BK. Touka 4.2). [lanmentrure TpsiOBa na ObIaT MOCHBETBAHU HE3a0aBHO J1a
choOIaBar 3a ¢pedprtHr npucThir. CHINO Taka € MPENOPHUNTEIHO MAIUSHTUTE U JICKApHUTE J1a
HaOII0]aBaT 32 MPU3HAIM U CUMIITOMH Ha KbPBEHE.

YepHOoapoOHO YBpEKIaHE

He ca npoBexxaanu ouimaIHy MPOyYBaHUs MPU NAIIMEHTH ¢ YSPHOIPOOHO yBpekaane. Mima
CHOOIIEHHUS 3a Pa3BUTHE Ha MIPOrpecupalia Y4epHoApoOHa KOMa U CMBPT 10 BPEME Ha JICUCHHE C
a3alUTUANH IPY HAlMEHTH ChC CUIICH TYMOPEH TOBap Iopaad METACTaTUYHO 3a00JIIBaHe U OCOOCHO
MIPH TaKWBa MAIMEHTH C U3XOJIHU HHUBA Ha cepyMHus anOymuH < 30 g/l. AzaruTtuauH e
MPOTUBOIIOKA3aH NIPU MAIMEHTH C HANIPEHAIN 37I0KAYECTBEHH TYMOPH Ha YepHUs Apod (BK.

Touka 4.3).

Bbr0Opeuno yBpexxaane

Nma cpobienus 3a 3acsrane Ha 0bOpeuHaTa PyHKITHS, BApUpaIIi OT MIOBUIIICH CEPYMEH KPEaTHHHH
10 Ob0pedHa HeIOCTATHYHOCT U CMBPT, IPH MAIUCHTH, JICKYBaHH C HHTPABEHO3CH a3allUTHINH B
KOMOMHANUs C APYTH XUMUOTEPANIEBTHYHH CPeACTBa. JlOMBbIHUTEIHO, TIPH 5 MAMEHTH ¢ XPOHUYHA
muenouana jeskeMus (XMJI), nekyBaHu ¢ a3allUTUAKMH U €TONO3U], CE € pa3BuiIa ObOpedHa
TyOynapHa anua03a, feGrHUpaHa KaTo caja Ha cepyMHuUs OukapOoHaT 10 < 20 mmol/l, cBbp3aH ¢
anKajaM3upaHe Ha ypuHATa U XUMokanueMus (cepymeH kanuii < 3 mmol/l). Ako HacThIAT
HEOOSICHUMH MTOHM)KEHUS Ha cepyMHHA OnkapOoHat (< 20 mmol/l) uim noBumaBaHust Ha CEpyMHUS
kpeatuanH Wi BUN, nozata Tpsi6Ba na Ob/1e HamMalieHa WU MIPHIIAaraHeTo i Ja ce OTIOXKH (BXK.
Touka 4.2).

ITanmmentute TpsiOBa na ObIAT MOCHBETBAHU J1a CHOOIABAT HE3a0aBHO HA MEIUIIMHCKOTO JIMIIC 3a
OJIUTYPUS U aHyPHSL.

Brnpeku de He ca 3a0ensa3aHn KIMHAYHO 3HAYMMH PA3JIMKH B YECTOTAaTa Ha HeXEIaHUTE PEaKIuu
MEX]y MalMeHTH ¢ HopMaliHa ObOpevHa (QYHKIMS U TAIMEHTH ¢ ObOPEUHO YBPEXkKIaHe, MAIIUEHTHTE C
0B0OpeyHO yBpexaaHe TpsOBa a ObJaT MPOCIeIBaHN BHUMATEIHO 32 TOKCUYHOCT, Thil KaTo
a3alUTUIWH W/WIIA HETOBUTE METaOOIIUTH ce€ EKCKPETHPAT OCHOBHO OT OBOperuTe (Bk. Touka 4.2).

JIabopaTopHHU TECTOBE

[Ipenu 3amouBaHe Ha TepanusATa U MPEIU BCEKH JiedeOSH IIUKBI TPSOBA J1a CE ONPEACIIAT
(DYHKIIMOHATHUTE YePHOAPOOHH OKa3aTeId, CEPYMHUS KPEaTHHUH U cepyMHHs OukapOoHar. [Ipeau
3alI0YBaHE HA TEPANMsITAa TPSOBA A CE€ HAIPaBH IIbJIHA KPhBHA KapTHHA, KAKTO U TIPH HYKZIa 33
MPOCIIeIBaHe Ha OTTOBOPA U TOKCUYHOCTTA, HO HAal-MaJIKO MPEIH BCEKHU JICUEOCH IUKBII, BXK. CHIIO
Touka 4.8.

CupaeuHo u OenoapoOHo 3abossaBanHe

[ManuenTn ¢ aHaMHE3a 3a TEKKa 3aCTONHHA ChPJIEYHA HEIOCTATHYHOCT, KIMHIUYHO HECTAOWMITHO
ChpACYHO 3a00BaHe WK 0€10/Ipo0HO 3200 IsIBaHe ca OMITH U3KIIIOYCHH OT OCHOBHUTE
peructpanuonau npoyusanus (AZA PH GL 2003 CL 001 u AZA-AML-001) u 3aToBa
Oe3omacHOCTTa ¥ e(DUKACHOCTTA Ha a3alUTHIVH TP TAKWBA MAIIMEHTH HE Ca OIPE/ICIICHU.
[Tocneauute JaHHU OT KJIMHUYHO NPOYYBAHE MPH MAIMSHTH C U3BECTHA aHAMHE3a 32 ChPACYHOCHI0BO
uim 6es1oapoOHO 3a00JIABaHe MMOKA3BAT 3HAYMMO IIOBMIIICHA YECTOTAa HA ChPACUYHU CHOUTHS C
azanuTHAMH (BXK. To4ka 4.8). 3aTOBa Ce MpenopbhyBa Jia Ce MOAX0XKIa MPENa3IHBO, KOTaTO Ce




MIPEANICBA a3alUTHANH Ha TE3W ManueHTh. TpsOBa ma ce oOMuUCIN ChpAedIHO-0eI0/IpoOHa OIICHKA
TPE/IM U 110 BpeMe Ha JICUYCHHUETO.

Hexporusupai dacimur

Hekpotusupaiir haciiuuT, BKIIOYUTEIHO CIIyYau C JICTaJCH U3X0, C¢ ChoOIIaBa Py MaIllUeHTH,
JIEKYBaHHM ¢ a3alUTUIWH. Tepanusra ¢ a3aluTUIUH TPsOBa Ja ce MPEKPaTH IPH MAIUESHTH, KOUTO
Pa3BHAT HEKpOTU3UpaIl (acIMUT, ¥ He3a0aBHO TPsIOBa Ja ce 3aII0YHE ChOTBETHOTO JICUCHNE.

TyMoOp-I13UC CHHAPOM

ITanenTH ¢ BUCOK TYMOPEH TOBap Mpeau 3all0UBaHE Ha JICUEHUETO Ca C PUCK 32 PA3BUTHE HA
TYMOP-JU3UC CHHAPOM. Te3u manueHTH TpsoBa Ja ce HabroJaBaT BHUMATEITHO | Ja CE B3eMaT
TTOIXOJISIIIIN TIPEAITa3HU MEPKH.

CuHIpoM Ha audepeHImanus

Cp0oO1I1IeHH ca ClTydad Ha CHHAPOM Ha audepeHmnualys (M3BECTEeH ChIO KaTO CUHIAPOM Ha
peTHHOEBaTa KUCEIINHA) TIPH MAIlMEeHTH, TI0Ty4aBalld HHXCKIIMOHEH a3anuTiIuH. CHHIPOMBT Ha
JmudepeHIuaIys MoXe Ja ObJIe JISTAICH, KaTO CUMIITOMUTE U KIIMHUYHUTE HAXOJKH BKITFOUBAT
pecnupaTopeH qucTpec, 0e10apooHu HHPUITPATH, TPECKa, 00pUB, 0€10ApOOCH OTOK, epudepeH
OTOK, ObP30 HA/IJIABAHE HA TETJIO, TUICBPAJICH M3JINB, IEPUKAPJICH H3ITUB, XHITOTOHUS 1 ObOpevHa
nuchynkims (Bx. Touka 4.8). [Ipu nmosiBaTa HA CHMIITOMHU HJTH MPU3HAI, IPEIONIATalli CHHPOM Ha
nudepeHnuanys, TpsioBa 1a ce OOMUCIHU JICYSHHE C BUCOKH JI03M KOPTHKOCTEPOUIN MHTPABEHO3HO U
HaOIroIcHIE Ha XeMoInHaMuKaTa. TpsoBa 1a ce 0OMUCITN BpeMEHHO CITUpaHe Ha JICYCHHUETO C
WHXXEKIMOHEH a3allUTUINH JI0 OT3ByYaBaHe Ha CUMIITOMUTE U, aKO T€ c€ Bb30OHOBST, C€ IPEnophyuBa
Jla ce MOJIX0Xk/1a C TIOBUIIIEHO BHUMaHUE.

4.5 B3amMmopeiicTBHe ¢ IPYTHU JeKAPCTBEHN MPOAYKTH M APYrH (JopMH Ha B3auMojeiicTBHe

B®3 ocHOBa Ha JaHHUTE OT in Vitro MPOY4YBaHUS METaOOIM3MBT Ha a3allUTUINH M3TJICKIA HE CE
MeauHpa OT u30eH3uMHUTe Ha uToXpoM P450 (CYPs), UDP-rimokyponosuntpanchepasute (UGTSs),
cyadotpancdepasure (SULTSs) u rmyratuon-tpancdepasure (GSTs); 3aToBa B3auMOACHCTBYS in Vivo,
CBBP3aHU C T€3U METa0OIN3UPAIH SH3UMH, CE IPHEMAT 32 MAJIKO BEPOSITHH.

Knnan4yHOo 3HaYMMU MHXUOUPAIIY WM HHAYKTHBHU €EKTH Ha a3alJUTHANH BBPXY
nutoxpoM P450 enzumuTe ca Masiko BeposSTHH (BXK. Touka 5.2).

He ca npoBexxaanu opuIMaIHu KIMHUYHHI JICKAPCTBCHU MIPOYYBAHUS 3a B3aUMOJICHCTBHS C
asarUTUINH.

4.6 dDepTHauTET, OPEMEHHOCT M KbPMEHe

Kenu ¢ gerepoaen norenimai / KoHTpanenuus npyu MbXe U KEHU

JKennre ¢ AeTepoACH MOTSHITHAN TPSOBA 1a M3MOI3BaT e(hEKTUBHA KOHTPAIICTIIIHSA 110 BpeMe Ha U Hal-
MajKo 6 Mecena cien JedeHneTo. MbxkeTe TpssOBa 1a ObaT CHBETBAHU JIa HE Ch3/IaBaT ITOKOJICHHUE 10
BpEME Ha JICUCHHETO U TPSOBA J1a U3IONI3BAT e()eKTUBHA KOHTPAIICTIIINS 110 BpeMe Ha JICYCHUETO U
Hai-MaJiko 3 Mecela cjel ICYCHHUETO.

Bbpemennoct
Jlumcear qoCcTaTHYHO JaHHU OT YIOTpedaTa Ha a3alUTUAVH pu OpeMeHHH keHu. [IpoyuBaHusiTa npu

MUIIKY TIOKa3BaT PENPOJYKTUBHA TOKCHIHOCT (BK. Touka 5.3). [ToTeHIMANHUAT PUCK MIPU XOpa HE €
u3BecTeH. Bb3 0CHOBA Ha pe3yNTaTUTE OT MPOYYBAHUS NPU )KUBOTHU M MEXaHU3Ma My Ha JICHCTBUE
a3alUTHIMH He TPsAOBa Ja ce U3IMO0JI3Ba M0 BpeMe Ha OpEMEHHOCT, 0COOSHO Npe3 MIbPBUS TPUMECTHD,
OCBEH aKo He € a0COIOTHO HE0OX0IMMO. 3a BCEKH OTICIICH Cydai TpssOBa Jja ce MPEIEHT OJI3UTE
OT JICYCHUETO B BH3MOKHUTE PUCKOBE 3a TUIOJIA.



Kspmene
He e u3BecTHO majau a3alUTUAMH /METa0O0JIUTH Ce EKCKpETHpAT B KbpMaTa. KbpMeHeTo ¢

IMPOTHUBOIIOKA3aHO IO BPEME Ha TCpalud C a3allUTUAUH MMOPAaAN Bb3MOXKXHHUTC CCPUO3HU HCIKCIIAHU
pCaKknuu Npu KbpMadcTo.

DepTunurer
Hsama nannu 3a edekta Ha a3allUTHANH BhpPXY (QepTUINTETa pU Xopa. MimMa qokyMeHTHpaH!

HEXXEJTaHU PEaKIIiy 10 OTHOIIIEHHE Ha (epTUIINTETA TIPY MpUJIaraHe Ha a3alluTHINH MPH MBIKKA
JKUBOTHH (BX. Touka 5.3). [Ipenn 3amouBaHe Ha JICUSHHUETO MAIIMCHTUTE OT MBXKKH T0JI TPSAOBa /1a
OBlIaT CHBETBAHU J1a OTHPCAT KOHCYJITAI[US OTHOCHO KOHCEPBHPAHE Ha CriepMa.

4.7 EdexTH BHpXYy cCnoco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA

A3zanUTHAMH NOBJIMABA B MaJKa WM YMEpEHa CTENeH CIoCOOHOCTTa 3a Imodupane u padora ¢
MammHu. MiMa cho0mienus 3a ymopa rnpu ynorpedara Ha a3aluTuARH. 3aTOBa Ce MPENopbyuBa
MIOBHUIIIEHO BHUMAaHUE MpH IoQupane Ui pabota ¢ MalluHH.

4.8 Hexenanu JeKkapcTBEHH peaKINU

Pesrome Ha mpodmna Ha 6e300acCHOCT

Bwspacmua nonynayus ¢ MDS, CMML u AML (20-30 % xocmuomosvunu dracmu)

[Ipu 97 % oT nanueHTHUTe ca HACTHITWIIN HeXEIIAaHH PEaKI|H, 32 KOUTO Ce IPUEMa, Y€ € Bh3MOXKHO
WM BEPOSITHO /1 Ca CBbP3aHH C MPUIIOKEHUETO Ha a3aI[UTHINH.

Haii-uecto cpo0ImaBaHNTE CEPUO3HN HEKEJIAHHU PEAKIUH, YCTAHOBEHH IIPH OCHOBHOTO ITPOYYBaHE
(AZA PH GL 2003 CL 001), BkirouBat ¢ebpritaa Heyrponenus (8,0 %) u anemus (2,3 %), Kouto
CBILO Taka ca choOuenn B noakpersiuure npoyusanus (CALGB 9221 u CALGB 8921). dpyru
CEpUO3HU HEeXeJlaHW PEaKLUH OT Te3H 3 MPOYUBAHUS BKIIOYBAT HHPEKIMN KaTO HEYTPOIICHUYCH
cencuc (0,8 %) u maeBMOHHS (2,5 %) (HSIKOU ¢ JieTalleH u3Xo), Tpomoormronenus (3,5%), peakuuu
Ha cBpbxuyBcTBUTENHOCT (0,25 %) 1 KpbBOM3IUBY (Hamp. Mo3byeH KpbBou3nus [0,5 %],
CTOMaIlHO-4peBeH KpbBousius [0,8 %] n uaTpakpanuaneH kpbBousnus [0,5 %]).

Haii-yecTo cho011aBaHUTE HEXKEIAHH PEAKIIUH [IPH JICUCHUE C a3allUTUINH Ca XeMaTOJIOTHYHH
peaxuuu (71,4 %), BKIIOUBAILM TPOMOOIIMTONICHHSI, HEYTPOIICHHUS U JICBKOTICHHS

(obukHOBEHO 3-Ta—4-Ta CTereH), CTOMaIIHO-upeBHU HapyieHus (60,6 %), BKIIOUBaIIH TajicHe,
noBpbIIaHe (0OMKHOBEHO 1-Ba—2-pa CTEINEH) WU Peaklni Ha MICTOTO Ha mHkektupane (77,1 %;
00WKHOBEHO 1-Ba—2-pa cTereH).

Bw3pacmua nonynayus na év3pacm 65 wiu nogeue 20ounu ¢ AML ¢ > 30 % xocmuomozvunu 6aacmu
Haii-uecture cepnosnun Hexenanu peakuuu (> 10 %), koncrarupanu npu AZA-AML-001 B rpynata
Ha JIeYeHHE C a3allUTUINH, BKIoYBaT hebpunHa HeyTponenus (25,0 %), muesmonus (20,3 %) u
nupexcust (10,6 %). Apyru He TOJIKOBa 4€CTO ChOOIIaBaHU CEPUO3HU HEXKEJIaHU peakiuy B rpymnara
Ha JIeYeHHE C a3allUTUINH BKIItouBaT cerncuc (5,1 %), anemus (4,2 %), HEyTpOIIEHUYEH CETICHC

(3,0 %), nadexmnus vHa mukognuTe nbTHIA (3,0 %), TpoMOOIMTONIEHYS (2,5 %), HeyTponeHwus (2,1 %),
uenynut (2,1 %), 3amastHocT (2,1 %) u quctaes (2,1 %).

Haii-yecto cpobmaBanute (> 30 %) He)keNaHU PeakLUuH [IPU JIEICHUETO C a3aLUTUANH ca
CTOMAITHO-YPEBHU CHOUTHS, BKIFOUHATENHO 3anek (41,9 %), ragene (39,8 %) u auapus (36,9 %;
O0OMKHOBEHO CTereH 1-2), o01m HapyIIeHus U epeKTH Ha MSICTOTO Ha MPUIIOKEHUE, BKIIFOUBAIIH
nupekcust (37,7 %; 0OuKHOBEHO cTerneH 1-2) u XeMaToJOrHYH ChbOUTHS, BKIIOYBAIHY GedpuinHa
HeyTtponenus (32,2 %) u neyrponenus (30,1 %; oOukHOBEHO cTerneH 3-4).

CouchbK Ha HEOKETAHUTE PEaKITNH B TAOJUICH BUIT
Tabmura 1 mo-moiry chabpika HEXKETaHH PEAKINK, CBbP3aHHU C JICYCHUETO C a3allUTUIUH, TTOTyYESHU OT

OCHOBHHUTE KIMHUYHU IpoyuBaHus mpu MDS u AML u HabnmogeHue cieq mycKaHeTo Ha nasapa.



Yecroture ce neunupar kato: MHOro yectu (>1/10), uectu (>1/100 no <1/10), veuectu (>1/1 000 g0

<1/100), peaxu (>1/10 000 go <1/1 000), maoro peaku (<1/10 000), ¢ Heu3BecTHa YecToTa (OT

HaJIWYHUTC JaHHH HC MOXEC Oa 6’[),[[6 HarpaBCHa OI_ICHKa). HpI/I BCSKO IrpymnupaHe B 3aBUCUMOCT OT
YCCTOTATa HCKCIIAHUTEC JICKAPCTBCHU PCAKIINU CC I/I36p0$IBaT B HU3XOAAML pC IO OTHOMICHUC Ha

TAXHATA CEPHO3HOCT. HexkenmaHuTe peakiuu ca MpeACTaBeHH B Ta0IUIaTa MO-I0Iy CIIOpeT
Hal-BHCOKAaTa 4YeCTOTa, Ha0Jl0JaBaHa B KOETO U J1a € OT OCHOBHHUTE KJIMHHYHH MPOYUBAHUS.

Tabauua 1: Hexeaanu peakuuu, cbo0meHu npu namuentu ¢ MDS uwiaun AML, JekyBaHH C
a3auMTUANH (KJIUHUYHU NPOYYBAHHUS U MOCTMAPKETUHIOB OIUT)

Cucremo-opran | MHoro yectu YecTn Heuectn Penkn C
HH KJacoBe Heu3BeCTHA
4ecToTa
Nudpexunu n MHEBMOHHSA™ cerncuc* HEKPOTH3HpA
uHecTanun (BKJTIOUUTETTHO (BKJIIOUUTETHO 11
OakTepuaiHa, OakTepuaJcH, hacuuut*
BUPYCHA U BUPYCEH U
rpOUYHa), rbOUYEH),
pPUHOQAPUHTHUT HEYTPOIIEHNYEH
cerncuc*,
UHQEKIHI Ha
JIUXaTETHUTE
MIHTHILA
(BKJIOUUTETHO
Ha TOPHUTE
IBTUIIA U
OpOHXHT),
UH(EKIHI Ha
MUKOYHHTE
MBTHUINA,
LEIyJTUT,
JTUBEPTHUKYJIHT,
rpOMYHa
nHpEKIHs Ha
yCTHaTa
KyXWHa,
CUHY3HT,
(hapuHTHT,
PHUHHT, Xeprec
CUMITJICKC,
KOXKHa
UH(EKIHS
Heonmazvu — CUHAPOM Ha
A00poKavecTBEHH mudepenima
, 3JI0KaYeCTBEeHN s ?
n HeoIpeaeJIeHU
(BKJI. KHCTH U
MOJINIH)
Hapymienns na | dheOpunna HNaHIUTONCHUS ™
KPBbBTa U HEYTpOTICHUs ¥, ,
auM¢pHaTa HEYTPOIIEHUS, KOCTHOMO3bYHA
cucremMa JICBKOTICHHS, HEIOCTAThYHOC
TPOMOOIIUTONICHU | T
s, AaHEMHSI
Hapymenus Ha peaxiun Ha
HMYHHATa CBPBXYYBCT-
cucremMa BUTEITHOCT




Cucremo-opran | MHoro yectu YecTn Heuectn Penkn C
HH KJIacoBe Heu3BeCTHA
4ecToTa
Hapymennss Ha | aHOpeKCHS, JIEXUPATAIUSL TyMOP-JIU3U
MeTa00JIM3Ma U | TIOHIKEH aleTHT, C CHHIIPOM
XpaHeHeTo XUTOKAJTUEMHUS
Hcuxnunn Oe3chHHE CBhCTOSIHUC Ha
HAPYIIEHUS 00BPKAHOCT,
0€e3I10KOICTBO,
Hapymienuss Ha | 3aMasiHOCT, WHTpaKpaHuale
HEepBHATA rJ1aBoOoHe H KPBBOUBIUB¥,
cucTreMa CUHKOTI,
COMHOJIEHTHOCT
, IeTaprus
Hapymenns na O4YHHU
o4uTe KPBHBOM3IIVBH,
KOHIOHKTHBAJTH
Y KPBbBOU3IHBHI
Copaeunn NepUKapAraibHa | MePUKapIUT
HApPYIIEHUs edy3mst
CobaoBu XHUIOTOHUS*,
HAPYIIEHUS XUTEPTOHUS,
OpTOCTAaTUYHA
XUTIOTOHUSA,
XeMaToOM
PecnupaTopum, | aucriHes, TUICBpPAJICH WuTepcrui-
TPHAHMA U EIMUCTAKCHC W3JIUB, TUCTTHES WAITHO
MeauaCTHHAJTHHI TP YCUITHE, 6emoapobHO
HApyUIIeHUs! ¢dapunro- 3a0omsBaHe
JapyHTeaTHa
Oomka
CromaiuHo- Iuapus, CTOMAIITHO-9PEB
YpeBHHU MOBPBIIIAHE, eH
HapylIeHUs! 3arexK, rajieHe, KPBHBOU3IUB™
KopeMHa 00JIKa (BKIJIFOUHTEITTHO
(BKITIOUBA KPBHBOU3IIUB B
JUCKOM$OpPT B ycrarta),
ropHaTa 4yacT Ha | KPHBOM3IIUB OT
Kopema) XEMOPOU/IH,
CTOMATHUT,
KbpPBEHE OT
BEHIIUTE,
JIUCTICTICHS
XenaTroonauapH YepHOApOOHa
U HApYUIIeHUs! HEJIOCTAaTHYHOCT
*’
mporpecuparia
4epHOPOOHA
KoMa
Hapymenns Ha | nerexuw, nypmypa, octpa (pebprHa KOXCH
KOKATa " MIPYPUTYC aJoneIus, HeyTpodmTHA BaCKYJIUT
NMOJIKOKHATA (BKITIOUUTETTHO ypTUKapus, JepMaro3sa,
ThbKaH TreHepalu3upaH), | epuTeM, TaHTPEHO3
00pHB, EKXUMO3H | MaKyJlapeH Ha TTHOACPMUS
00puB




Cucremo-opran | MHoro yectu YecTn Heuectn Penxn C
HH KJIacoBe Heu3BeCTHA
4ecToTa
Hapymennss Ha | apTpairus, MYCKYJTHH
MYCKYJIHO- MYCKYJTHO-CKEJIET | CIa3MH,
cKeJieTHaTa HU OO0JIKH MUAITHUS
cHUCTeMa H (BrirOUBa OOJTKA
CheIMHUTEJIHAT | B I'bp0a, KOCTUTE
a TbKaH 1 B KpaWHHUIIATE)
Hapymenusi Ha 0BOpeuHa 0BOpeuHa
O0bOpenuTe H HEeIOoCTaThYHOC | TyOyJapHa
NMUKOYHUTE T*, Xemarypus, | anumosa
MbTHIIA MTOBHIIIEH
cepyMeH
KpEaTHHHUH
OO0 MAPEKCHsT*, KpBbBOHACSIaHE, Ha MSACTOTO
HapylIeHUs U yMoOpa, acTeHHSI, | XeMaToM, Ha
eexTH Ha 0omKa B rbpauTe, | MHIypaIus, WHXCKTHPaH
MSICTOTO HA epuTeM Ha o0puB, € HEeKpo3a
NpUJIoKeHne MSICTOTO Ha MPYpPHUTYC, (Ha mMsaCcTOTO
WH)XCKTHpaHE, BB3MAJICHHE, Ha
Oomnka Ha poMsiHA B WH)XCKTHPaH
MSCTOTO Ha 1IBETA, BH3IIN U e)
HWHXXEKTHpaHe, KbpBeHE (Ha
(neomperneneHa) | MACTOTO Ha
peakuus Ha WH)XEKTHpaHe),
MSICTOTO Ha HEPA3MOIOKEHA
WH)XEKTHpaHE e, CTyJeHU
TPBIIKH,
KPBHBOU3INB Ha
MSICTOTO Ha
KaTeThpa
H3ciaenBanus HaMaJIABaHE Ha
TErJI0

*= pAAKO € C’BO6H_IaBaT ClIy4dau C JICTAJICH U3X0[

Onrcanye Ha OIOPAHK HeXKETAHHN PEAKITHH

Xemamono2uunu Hexiceranu peakyuu

Haii-yecto crobmaBanute (> 10 %) XeMaTONOTMYHU HEXETAH! PEaKIH, CBbP3aHHU C JICUCHHE C
a3alUTHINH, BKIIOYBAT aHEMHUS, TPOMOOIMTONICHNUS, HEYTPOTIeH!, (peOpHITHA HEYyTPOTICHHS 1
JIEBKOTICHHS ¥ ca OOMKHOBEHO OT 3-Ta WiH 4-Ta cTerneH. MiMa 1mo-roysiM pruck OT IposiBa Ha TE3U
peaxkuy 1o BpeMe Ha IIbPBUTE 2 LUKBJIA, CIe] KOSTO T€ CE MPOSBIBAT NO-PSAAKO NP MALUESHTH C
BBH3CTAHOBSIBAHE HAa XeMaToJIornuHaTa QyHKuusA. KoHTpoaupaHeTo Ha MOBEYETO XeMaTOJIOIUIHU
HE)KEeJIaHU PEaKIy € BKIIOYBAIIO MPOCTeIIBaHe Ha ITbJIHATA KPbBHA KapTHHA U aKO € HE00X0IUMO,
oTJaraHe Ha MPUIOKEHUETO Ha a3allMTHINH NPU CIIeIBAIlUs IUKbI, TPOQUIAKTUYHO MIpUjlaraHe Ha
AHTHOMOTHLIM M/WIM NOANBPKAIIM pacTeskHH (akTopu (Hamp. G-CSF) B cinyvaii Ha HEyTpOneHUs 1
TpaHCcy3Hs IPU aHEMUSI WIIK TPOMOOIIUTOTICHUSI.

Unghexyuu

MuenocymnpecusiTa MOXKe Jja JOBEJIE 0 HEyTPOTICHHS ¥ TOBUIIICH PUCK OT uHpekun. Mma
ChOOIIEHHUS 3a CEPHO3HH HEXETaHHU PEaKIMU KaTo CETICHC, BKIFOUUTEIHO HEYTPOIIEHUYEH CEIICUC U
ITHEBMOHMS [TPH MTALIUEHTH, JIEKYBAaHU C a3alIUTUAMH, HIKOW OT KOUTO C JIETaJIEH U3XoJ. Jleuenueto
pu UHPEKIUUTE MOXKeE Ja BKIIOYBA MPUIaraHe Ha IPOTUBOWH(EKIMO3HU CPEICTBA IUTIOC
nojispxkane ¢ pactexxuu pakropu (Harnp. G-CSF) npu HeyTponeHus!.
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Kwvpesene

[Ipu manmeHTH, TEKyBaHHU C a3allUTUANH, MOXKE /1a ce pa3Bue KbpBeHe. lima choOmieHns 3a cepruo3Hu
HEXEJIaHHU PEaKIMU KaTO CTOMAIIHO-YPEBEH KPHBOU3IUB U UHTPAKPAHUATICH KPbBOU3IIUB.
[TanuenTure TpsOBa 1a ObIAT MPOCIEIIBAHU 32 PU3HAIM U CHMITOMHU Ha KbPBEHE, 0COOCHO TE€3U OT
TSX, KOUTO Ca UMAJIU TpeJIBapUTENTHA WIIH CBBbP3aHa C JICYUSHHETO TPOMOOIIUTOTICHHSI.

Cepvxyyscmeumentnocm

Mma choO1IeHns 3a TeKKH PEaKINK Ha CBPHXUYyBCTBUTEITHOCT TIPH MMAIIMCHTH, JICKYBaHH C
azauuTUAMH. B ciiydaii Ha aHaUIIaKTOMIHA PEeaKIIMs JICUCHUETO C a3alluTUIMH TpsOBa aa Ob/ie
MPEeKpaTeHo He3a0aBHO U 1A CE 3aI0YHE TOIXO/ISII0 CUMITOMATHYHO JICYCHHUE.

Heoicenanu peakyuu Ha xodicama u noOKOJCHAMa myKaH

MHO3HMHCTBOTO OT HEXEJIAHUTE PEaKIMU HA KOXKaTa M MOJKOKHATA ThKaH ca OMiIK CBbP3aHH C
MSICTOTO Ha MH)KEKTHpaHe. B OCHOBHUTE MPOyUYBaHU HUKOA OT TE3U HEKETAHH PEAKIIMU HE € JoBea
JI0 TIpeKpaTsABaHe Ha JEUEHUETO C a3allUTUANH WIK HaMaJIIBaHe Ha J103aTa Ha a3allUTUINH.
MHO3MHCTBOTO OT HEXEJIAHUTE PEAKIIMU ca c€ MPOSBUIIN MIPe3 MbPBUTE 2 LIUKBJIA U Ca UMaJH
TEHJEHIIMS 12 HaMaJIsIBaT IPH ClIeJBaIUTe NUKIK. HexxenanuTe peakuy Ha MOJKOXKHATA ThKaH KaTo
00pHB/BB3MANICHIE/TIPYPUTYC Ha MICTOTO HA HHKEKTUPaHe, 00pUB, EpUTEM M KOKHU ITOPAKEHHSI
MOJKE /1a HAJIOXKaT €THOBPEMEHHO JIeUeHHE C JIEKapCTBEHH MPOIYKTH KaTO aHTUXUCTAMHUHH,
KOPTHUKOCTEPOUIH U HECTEPOUAHU IPOTUBOBB3NaNTEeNHH jtekapcTBeHH npoaykta (HCIIBC). Tpsosa
Jla ce MpaBH pa3jIuKa MEXy Te3U PEaKklUry Ha KO)KaTa 1 HHPEKIUUTE HA MEKUTE ThKaHH, KOUTO
MOHSKOTa Bb3HUKBAT Ha MSCTOTO HA HHXeKTHpaHe. HQeKIK1 Ha MEeKUTE ThKaHH, BKIIFOUUTEITHO
LEJYJIUT U HEKPOTU3Upall (pacuuuT, B peAKH CIydal BOACIIN A0 CMBPT, C€ ChOOLIABAT IpU
A3alUTUANH CJIel IyCKaHEeTO Ha rasapa. 3a KIMHUYHOTO JICYCHNE HA HeXXEJIaHU PeaKH CBbP3aHH C
uH(EKIUH, BIDKTE TouKa 4.8 MHpekuuu.

Cmomawno-upesHu HewHceNanu peaKyuu

Haii-yecto cpobuiaBaHuTEe CTOMAILTHO-UYPEBHU HEXXETIAHU PEaKLM1, CBbP3aHU C JIEUCHHUE C
a3alUTUANH, BKIIIOYBAT 3aIleK, JUapHs, TaJeHe U NOBpbIIaHe. Te3u HeKeTaH! peakiuy ca Ouiu
JIeKyBaHU CUMIITOMAaTHYHO C aHTHEMETHILIH 3a I'aJICHETO U MOBPBILAHETO, aHTUANAPUIHU CPEICTBA 32
IUapHsITa U JaKCAaTUBHU CPEACTBA M/WIM OMEKOTSBAIIN M3IPAXKHEHHUATA CPELICTBA 32 3aIeKa.

Heowcenanu peaxyuu, 3acacawu 6vopeyume

I[Tpy nanueHTH, ISKYBaHH C a3alUTUINH, HMa ChOOIICHU 32 ObOPEYHH aHOMAJIMH, BAPHPAILH OT
MOBHUIIIEH CEPYMEH KpeaTHHHH M XeMaTypus A0 Ob0peyHa TyOymnapHa anuosa, 0b0peyna
HEJIOCTATBYHOCT M CMBPT (BK. Touka 4.4).

Heoicenanu peaxyuu, 3acseawu uepnusi opod

[Ipu manueHTH ChC CUIICH TYMOPEH TOBAp MOPaJid METaCTaTHYHO 3a00JIIBaHE UMa ChOOIICHHUS 32
pa3BUTHE HA YEPHOIPOOHA HEJJOCTATHYHOCT, IPOTrpecHpalia YepHOIPOOHA KOMa H CMBPT TI0 BpeMe Ha
JIeYCHHE C a3alUTHANH (BX. ToUKa 4.4).

Cvpoeynu cobumust

JlaHHHUTE OT €HO KIMHUYHO MPOYYBaHe, JOMYCKAIIlO BKJIIOYBAHE Ha MAIMEHTH C U3BECTHA aHAMHE3a
3a ChPACYHO-CHIOBO HITH OEJI0IpOOHO 3a00IsIBaHe, MOKA3BAT CTATUCTUYCCKU 3HAYMMO YBEINYCHUE Ha
ChPACYHUTE CHOUTHS MPU TAIUCHTH ¢ HOBOAMArHoCTHIMpana AML, ekyBaHU ¢ a3allUTUAMH (BXK.
Touka 4.4).

Ionynayus é cmapuecka 6v3pacm
CriiecTByBa orpanndeHa uHpopmanus 3a 0€30MacHOCT 32 a3alUTHINH [TPH NAUEHTH > 85 TOANHU
(ipm 14 [5,9 %] manmenTn > 85 roauHu, TeKyBaHu B mpoyuBaHeTo AZA-AML-001).

Tleouampuuna nonyrayus

B npoyuBanero AZA-JMML-001 28 mequaTpuynu manueHTH (Ha BH3pacT OT 1 Mecel] 10 Ipeau
HaBbpUIBaHe Ha 18 roanHM) ca 6unu neKyBaHu ¢ azanuTuauH 32 MDS (n = 10) unm roBeHIITHA
MHUEIOMOHOIIUTHA JieBKeMus (juvenile myelomonocytic leukaemia, JMML) (n = 18) (Bx. Touka 5.1).
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Benukn 28 nammenTtu ca umanu none 1 Hexxenano ceoutne u 17 (60,7%) ca umanu moHe 1 cBbp3aHo ©
nedeHneTo cromuTre. Hali-uecto cho0maBannTe HeXKEIaH! CHOUTHS B 00IIaTa e InaTpuIHa
TIOITYJIAIMS Ca MUPEKCHUS, XeMaTOJIOTUYHH CHOUTHS, BKITFOUUTEITHO aHEMUSI, TPOMOOIIUTOTICHUS 1
(heOpuiTHA HEYTPOIIEHUS, KAKTO U CTOMAIITHO-YPEBHU CHOUTHS, BKIIFOUUTEITHO 3aIleK U TIOBPBIIAHE.

Tpuma (3) ygacTHHUIM ca IMaau ChOWTHE, HAJIaraIno CIENIHO JICYeHNEe U JOBEJIO 10 MpeKpaTsIBaHe Ha
JIEKapCTBOTO (TIMPEKCHS, MPOrpecus Ha 3a00JIIBaHETO U KOpeMHa 00JTKa).

B npoyuBanero AZA-AML-004, 7 nennaTpuyHu nanueHTy (Ha Bb3pacT oT 2 10 12 rogunam) ca
JIeKyBaHH € a3auuTUAMH 32 AML npu MonieKyJisipeH peunuauB Ciel] IbpBaTa MIbJIHA PEMHUCHS
(complete remission, CR1) (Bxk. Touka 5.1).

Bcenuku 7 manueHTH ca uMaiu rmoHe 1, CBbp3aHO C ISYSHHUETO HekenaHo chouTHe. Haii-uecto
CHOOIIIaBaHUTE HEXKEIIAaHU CHOUTHS Ca HEYTPOIICHHS, TaJleHEe, JICBKOTICHHUS, TPOMOOIIUTOIICHUS, THAPHS
U TOBUIIICHH HYBA Ha ajaHuH aMuHOTpanchepasa (ALT). /Iama nanueHTH ca ©Maiii CBbP3aHO C
JICUCHUETO HEXEIaHO ChOUTHE, OBEJIO JI0 IPpeKbCBaHe Ha j03arta (peOpuiiHa HeyTpoIeHus,
HEYTPOIICHU).

He ca ycTaHoBeHM HOBHM CUTHAJIM BB Bpb3Ka ¢ 6€30MMacHOCTTA MPU OrpaHUYEHUs Opol eAnaTpUIHH
MALUEHTH, JIEKYBaHHU C a3allUTUAMH B X0Ja HAa KIIMHUYHOTO npoyuBaHe. O0umusT npodui Ha
0e30macHOCT ChOTBETCTBA HAa TO3M IPU Bb3pacTHATA MOIMyJIaLusl.

Cpo0111aBale Ha HOJAO3UPAHHU HEKEIAHU PEAKIIAU

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIE]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaykHO. TOBa 1M03BOJIsABA Ja MPOIBIKH HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIMAINCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOT03UPaHa HEXKEIaHa PeaKiys Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

Mma cpobieHre 3a euH CITydaid Ha MpeIo3upaHe B PAMKUTE Ha KIIMHUIHATE TPOYyIBAHUS.
ITanMeHThT € uMal quapwsi, TaficHe | MMOBPBINAHe CIe HHTPABEHO3HO MpUIarane Ha eIMHNYHA 1034
0T 0K0J10 290 mg/m?, KOEeTo € MoYTH 4 IIHTH IIOBEYE OT NPENOPHUNTEIHATA HaUaIHa 1034,

B cnyuaii Ha mpeno3upaHe ChCTOSHUETO Ha ManeHTa TpsiOBa Ja ce clieAn upe3 Oposi Ha KPHBHUTE
KIISTKH ¥ J]a C€ MpHiiara moJyIbpiKaIo JIeueHue mpu Hykaa. HaMa no3Hat cnenuduyeH aHTUAOT IpU
Mpeao3upaHe ¢ a3alUTUIUH.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoauHAMUYHU CBOWCTBA

dapMakoTepaneBTHYHA TPyIa: AHTUHEOIUIACTUYHH CpecTBa, MupuMHuInHoBH aHano3n; ATC xox:
LO1BCO7

MexaHu3bM Ha AeicTBUE

[Ipuema ce, de a3alUTUINH OCHIIECTBIBA AHTUHEOIDIACTUIHNTE CH €(DEKTH Upe3 PasInIHH
MEXaHU3MH, BKITIOYUTEITHO IIUTOTOKCHYHOCT BBPXY aOHOPMHUTE XEMOITOCTUYHH KIICTKH B KOCTHUS
M03bK U xunomMermimpane Ha JJHK. [{utoTokcuunute ehekTr Ha a3allUTUINH MOXKE J1a Ca Pe3yJITaT
OT pa3IMYHU MEXaHU3MH, BKIIIOUUTEIHO HHXUOUpaHe Ha cunTe3aTta Ha JIHK, PHK u nporeuntu,
BiirouBaHeTo My B PHK u JIHK u akTuBUpaHe Ha MexaHU3MuUTE Ha yBpexaane Ha JIHK.
Hemponudepupanmre KISTKH ca OTHOCUTETHO HEUYBCTBUTEITHA KbM a3alluTHIMH. BrirouBaHeTo Ha
azanutuauH B JIHK Boau no nnaktuBupane Ha JJHK-metunTpancdepasure, BoJEIIO 10
xunometrwinpane Ha JJHK. Xunomerunupanero Ha JJHK Ha nmorpeniHo MeTUIMpaHy Te€HU, y4acTBall1
B HOpMAaJTHATA PEryjanus Ha KIEThbUHUS IUKBI, TU(EepPeHIIMPaHe U MEXaHU3MHU Ha CMBPT, MOXKE Ja
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

JIOBEJIE 10 TIOBTOPHA EKCIPECHs Ha TeHHU U BH3CTAHOBSABAHE HA TyMOP-TIOTUCKAITUTE (QYHKITUH CIIPSIMO
TYMOpPHHTE KJIeTKH. He e yCTaHOBEHO OTHOCHTEIHOTO 3HAYCHHE 33 KIMHIUYHUS Pe3ysITaT Ha
xunometunupaneto Ha JIHK B cpaBHEHUE C IUTOTOKCUYHOCTTA WM IPYTUTE NCUCTBUS Ha
a3alUTH/IVH.

Kinanyna eukacHoCT ¥ 6e300acHOCT
Br3pactha nonynamus (MDS, CMML u AML [20 30 % KOCTHOMO3b4HU OJIACTH))

EdukacHoctTa 1 6€3011acHOCTTa Ha a3alUTH/IMH ca OMIIH MIPOYUYCHU B €THO MEXTyHAPOIHO,
MHOTOIIEHTPOBO, KOHTPOJIMPAHO, OTBOPEHO, PAaHAOMU3NPAHO, C TTApaJIeIHU TPYITH CPABHUTEITHO
npoyuBaHe ¢a3za 3 (AZA PH GL 2003 CL 001) npu Bb3pacTHu nmanueHTH ¢: MDS ¢ MexnuneH 2 u
BUCOK pHCK criopes MexxayHapoaHaTa nporHocTniyna ToukoBa cuctema (IPSS), pedpakrepna anemus
¢ m3uirbk Ha Oactu (Refractory Anaemia with Excess Blasts, RAEB), pedpakrepna anemust ¢
M3IHLIBK Ha Onactu B TpaHnchopmanus (Refractory Anaemia with Excess Blasts in Transformation,
RAEB T) u moguduunpana xpoHudHa MueaoMoHouuTHa jieBkemusi (mCMML) ciopen @pencko
amepukaHo OpuraHckara cucteMa 3a knacudukarus (French American British, FAB). Criopen
HacTosmara knacudukamust Ha C30 ce npuema, ye manuentutre ¢ RAEB T (21 30 % Omactu) cac
AML. AzanutuavH TUTFOC Hat 1oOpu moambpxkamu rpuwku (best supportive care, BSC) (n=179) e
CpaBHEH C KOHBEHIIMOHATTHH TEPAIIeBTUYHU cXeMU. KOHBEHIIMOHATHUTE TEPANIeBTUYHU CXEMH Ca
BkitouBaiu camo BSC (n = 105), Hucka go3a rurapadus mwitoc BSC (n = 49) wiu crangapTHa
WHAYKIUOHHA XuMmuoTepanus mitoc BSC (n = 25). [Ipenn paHaqoMu3upaHeTo ManueHTUTe ca Onmm
MIPeIBAPUTEITHO U30paHU OT TEXHUTE JICKapH 3a €IHA OT TPUTE KOHBEHIIMOHAHY TEPAIICeBTUIHH
cxemu. [lanmenTHTE Cca TOMyYaBaIM Ta3u MPEABAPUTEIHO N30paHa TeparieBTUYHA CXeMa, aKo He ca
O paHIOMU3HPAHH Jia TOJTyqaBaT a3aluTHINH. KaTto 4acT OT KpuTepuuTe 3a BKIFOYBAHE
MAIMEeHTUTE € TPsIOBajo Aa nMaT PyHKIMOHATHO cheTosHuE (performance status) mo M3rouna
obOenunena onkosioruuHa rpymna (Eastern Cooperative Oncology Group, ECOG) ot 0 2. [TanuentuTre ¢
Bropruer MDS ca u3kiIt04eHn OT npoyuBaHeTo. [IbpBryHaTa KpaiiHa TOUYKa Ha MPOy4YBaHETo € Ouiia
oOmiaTa mpeXuBsAeMOoCT. A3aIUTHINH € TIPHUJIaraH MOAKOKHO B J103a OT 75 mg/m2 AHEBHO 3a 7 AHH,
MOCTIEIBAHN OT TIEPHO/I Ha TMIOYHBKA C MPOABIDKUTENHOCT 21 aHM (28 MHEBEH MHUKBI HA JIEUEHHUE) C
Meaunana 9 nukbna (matepBai = 1 39) u cpenno o 10,2 nuksia. B intent to treat monynamnmsra (ITT,
BCHYKH ITAIMEHTH, HE3aBUCUMO JIalIM ca MPHUKITIOYMIN TPOYyYBaHETO) MeIaHaTa Ha Bb3pacTTa e Omia
69 roguau (wHTEpBa 38 1o 88 roguHM).

B ITT ananuza nHa 358 manuentu (179 ¢ azamurunud u 179 ¢ KOHBEHIIMOHATHA TEPAIIEBTUYHA CXEMa),
JIEYEHUETO C a3alUTUINH € OMII0 CBHP3aHO C MeuaHa Ha TIPEXUBIEMOCT OT 24,46 Mecera

cpemry 15,02 Mecerna 3a marueHTUTE, IEKyBaHU C KOHBEHIIMOHAIHA TEPAIeBTUYHA CXEMa, C pa3liuKa
ot 9,4 mecena, cbe cTpatuduimpana log-rank p-croitnoct 0,0001. KoedunueHThT Ha pricka 3a edekra
Ha negerneto e 6mn 0,58 (95 % CI: 0,43; 0,77). AByrogumiHaTta npexxussiemocT e 6mna 50,8 % mpu
MAIMEHTUTE, IEKYBaHH C a3allUTHINH, cperry 26,2 % Ipu NanueHTuTe, IeKyBaH! ¢ KOHBEHIIMOHATHA
TepaneBTryHa cxema (p < 0,0001).
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103 Log-Rank p = 0,0001
. HR 0,58 [95 % CI: 0,43; 0,77]
) CmbpTHOCT: AZA =82, CCR =113
0.8 1
o 277
=
S 0.6
< 24.46
3;,_ 05— — e M — MeceLia
= /
T 0.4 15.02 E\x :
c mecela g |
[ v AZA
o 034 ety L 7"
Ayl -
e T P
0-21 26.2% |
0.1 |
I
0.0 I
T T T T T T T T T
] 5 10 15 20 25 30 35 40
Bpewme (B Meceun) oT paHAOMU3UPAHETO
# c puck

AZA 179 152 130 a5 32 30 0 1 o
CCR 179 132 a5 69 32 14 3 0 o

Jlereana: AZA = azanuruana; CCR = koHBeHIIMOHATHN TepaneBTHaHu cxemu (Conventional Care
Regimens); Cl = nosepurenen unrepsaiu (confidence interval); HR = xoedummeHT Ha prcka
(hazard ratio)

[Mon3ute OT a3aUUTHANH 32 MPESKUBSIEMOCTTA ca OMIIM IIOCTOSIHHE HE3aBUCHMO OT H30paHOTO B
KOHTPOJIHATA IpyMa JieueHHe ¢ KOHBEHIIMOHAIHA TepaneBTHYHa cxeMa (camo BSC, nucka nosa
murapadus mmoc BSC unu crannapTHa MHAYKIHOHHA XuMuoTepanus mioc BSC).

[Ipu aHanu3a Ha MUTOreHeTHYHUTE NOATPyHU 1o IPSS ca ycraHoBeHU 1MO100HM JaHHU IO OTHOIIIEHUE
Ha MeJlMaHaTa Ha o0IaTa MPeXKUBsIEMOCT 32 BCHUKHU TPyNH (00pH, MEKIUHHY, JIOUTH [IUTOTEHETHYHU
MOKA3aTeNH, BKIFOYUTEITHO MOHO30MUS 7).

[Ipu ananu3a Ha BE3pAcTOBHUTE MOATPYNHU € HAOII0IaBaHO MOBHUILIABAHE HA MEIMaHaTa Ha o0maTa
MPEKUBIEMOCT 332 BCHUKH IrpymnH (< 65 roanHu, > 65 TOAUHU U > 75 TOTUHH).

JleyeHneTo C a3aUUTHAMH € OUII0 CBBP3aHO C MEAMAaHa Ha BPEMETO JI0 HACTHIIBAHE HA CMBPT HIIH
tpancpopmanus kbM AML ot 13,0 mecena cpenty 7,6 Mecenia 3a NalMEeHTUTE, JEKYBaHH C
KOHBCHITMOHAIIHA TEpareBTUYHA cXeMa, IoJ00peHue oT 5,4 Mecela cbe crparudunmpana log-rank
p-croiinocT ot 0,0025.

JledeHueTo ¢ a3alMTUINH ChINO Taka € OMJIO CBhP3aHO ¢ HAMAJISIBAHE HA IIUTOINICHUUTE U CBBP3aHUTE C
TAX CUMIITOMHU. JISYCHHETO ¢ a3alUTHIIMH € JJOBEJIO JI0 OHMKAaBaHe Ha HYXKIUTE OT TpaHC(y3Hs Ha
epUTPOLUTH U TpoMOoIuTH. OT MalMeHTHTE B TPyIIaTa Ha JISUeHHUE C a3allUTHINH, KOUTO ca Oniu
3aBHCHUMHU OT TpaHC(Y3HUATa HA SPUTPOIUTH B U3XOHHSI MOMEHT, 45,0 % ca cTaHaJIu HE3aBUCUMH OT
TpaHc(y3uaTa Ha EPUTPOLIUTH 110 BpeMe Ha JICUSHUETO, B cpaBHeHHE ¢ 11,4 % OT manMeHTuTe B
KOMOWHMpaHAaTa rpyrna Ha JeYCHUE ¢ KOHBEHI[HOHATHY TEPANICBTUYHN CXEMH (CTATHCTHUECKU
3raguMa (p < 0,0001) pazmuka ot 33,6 % (95 % CI: 22.4; 44,6)). Ilpn manueHTHTE, KOUTO ca OWIH
3aBHCHUMHU OT TPaHC(HY3UM HA SPUTPOIIUTH KbM U3XOHHMSI MOMEHT U CJIE]] TOBA Ca CTaHAIU
HE3aBUCHMH, MEJMaHATa Ha IPOIBIKUTEITHOCTTA HA HE3aBUCHMOCT OT TpaHC(y3Hsl Ha EPUTPOIIUTH €
omna 13 mecelnia B rpymaTa Ha JICUCHHE C a3al[UTH/IIH.
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OTroBopbT € OMII OIIEHSABAH OT M3cieaoBareis wim oT HezaBucumara Han3opHa komucus Independent
Review Committee, IRC. OOmusT oTroBOp (ITbJTHA PEMHUCHS + YaCTUIHA PEMHUCHS), OTIPEACIICH OT
u3cnenoBatens, € Omi 29 % B rpynara Ha JiedeHue ¢ a3aluuTUAnH 1 12 % B KOMOMHMpaHaTa IpyIa Ha
JieueHHEe C KOHBEHLIIMOHAIHY TepaneBTHYHH cxeMH (p = 0,0001). O6mwusT otroBop (IIbjiHa peMucHs +
yactuaHa pemucusi), onpezaener ot IRC npu npoyusanetro AZA PH GL 2003 CL 001, e 6un 7 %
(12/179) B rpynara Ha JiedeHUe ¢ a3allUTUANH, B cpaBHeHue ¢ 1 % (2/179) B komOuHMpaHaTa rpymna Ha
JieueHHEe C KOHBEHLIMOHAIHY TepaneBTHYHU cxeMHu (p = 0,0113). Paznukure B olleHKHTE HA OTTOBOpPa
ot IRC u uscnenoparess ca OWiIn pe3yiTaT OT KpUTepunuTe Ha MexayHapoaHaTa padoTHaA rpyra
(International Working Group, IWG), kouTo u3ucKBaT mogoOpeHue Ha Opost Ha KPHBHATE KIIETKH B
nepudepHara KpbB U OJAbPKaHE Ha TOBA MOA0OpeHne 3a MUHUMYM 56 nHH. ChIo Taka e
YCTaHOBEHA I10J132 110 OTHOILIEHHE Ha MPEXHUBSIEMOCTTA IIPU MALUEHTH, IPU KOUTO HE € TIOCTUI'HAT
'BJICH/YaCTUYEH OTTOBOP CJIE JICUSHUETO C a3allUTUMH. XEMATOJIOTUIHO MOJ00peHHE (TOISIMO HITH
MaJiko), criopex onpeneneHoto ot IRC, e mocturnato npu 49 % oT nanueHTure, JeKyBaHU C
a3alUTUANH, B cpaBHEHHE C 29 % OT manueHTUTe OT KOMOMHUpaHAaTa rpymna Ha JICUCHHE C
KOHBEHIIMOHATHH TeparneBTudHu cxemu (p < 0,0001).

[Ipu nanyeHTy ¢ ejHa UK MOBEYE IUTOTCHETHYHH aHOMAITUY B U3XOHUSI MOMEHT, TIPOIICHTHT Ha
MAIUEHTUTE ChC CUJICH [IMTOTEHETHYEH OTIOBOP € OWJI CXOJICH B TPYIHTE Ha JICUCHUE C a3alUTUIANH U
KOMOWHUpaHaTa IpyIia Ha JICYeHHUEe ¢ KOHBEHI[MOHAIHH TepareBTUYHU cXxeMu. CliaOusT
UTOTCHETUYEH OTrOBOP € OW cTatuctudecku 3Hauumo (p = 0,0015) mo-BUCOK B rpymnara Ha JIieUeHUEe
¢ azaruruauH (34 %) B cpaBHEHHE ¢ KOMOMHHUpaHaTa IpyTa Ha JISYeHHEe ¢ KOHBEHIIMOHATHH
tepaneBTUIHU cxeMu (10 %).

Bwspacmua nonynayus na 65 unu noseye eoounu ¢ AML ¢ > 30 % xocmuomosvunu bracmu
JlajgeHuTe 1mo-0y pe3yJiTaTv MPeCTaBsAT MoMyJjanusara intent-to-treat, mpoy4ysaHa B
AZA-AML-001 (Bx. Touka 4.1 3a 0100pEHOTO [TOKA3aHUE).

Eduxacnoctra 1 6€301acHOCTTa Ha a3allUTHAMH Ca IPOYUYEHHU B €HO MEXIYHAPOIHO,
MHOTOIIEHTPOBO, KOHTPOJIUPAHO, OTKPUTO, MapajeTHOTPYIOBO NMpoyyBaHe ¢a3a 3 npu NanueHTH Ha
BB3pacT 65 1 oBeye roJUHN C HOBOAMArHOCTULMpaHa de novo uiu BropuuHa AML ¢ > 30 %
KOCTHOMO3bUHU Onactu cnopen knacudukanmsra Ha C30, xourto He ca moaxomsmiy 32 HSCT.
Azamuruaus mnoc BSC (n=241) e cpaBHEeH ¢ KOHBEHIIMOHAIHA TePalleBTHYHA CXEMa.
KoHBeHIIMOHAIHATA TepanleBTHYHA cXeMa ¢e ChcTou camo oT BSC (n=45), Hucka 1032 muTapaOuH
wrroc BSC (n=158) wim cranmapTHa WHTEH3NBHA XUMHUOTEPAITHS C IATAPaOUH W aHTPAITUKIIIH TUTOC
BSC (n=44). [lanuenTtuTte ca npeABapUTEIHO MOJOPaHU OT TEXHUTE JieKapH 3a 1 ot 3-Te
KOHBEHIIMOHAIIHU TEPANIeBTUYHN CXEMH NPeAH paHaoMHu3auusaTa. [lanuenTuTe nmomyvyaBat
HpeaBapUTEIHO [ToI0paHaTa CXeMa, ako He ca PaHAOMM3MpaHu Ha azauuTuanH. Karo gact ot
KpUTEpUUTE 3a BKIIFOUBAHE CE€ M3MCKBA MAlMeHTHTe 1a uMat GyHkinonaitHo ceerostane 0-2 mo ECOG
Y IUTOTCHETHYHHN aHOMAJIUH C MEKAWHEH Wi cnad puck. [IspBuyHaTa KpaiiHa TOUKa Ha
IPOYYBAHETO € 00I11a NPEKUBAEMOCT.

A3alMTHIMH € IIPUIarad IOAKOXKHO ¢ 103a 75 mg/m? qHeBHO 3a 7 JHY, IOCIEABAHA OT IEPUOJ HA
MMOYMBKA C IPOABIDKUTEITHOCT 21 mHM (28-1HEBEH ITUKEI HA JICUCHHE), C MEANaHa 6 IUKhIA
(unrepBan: 1 go 28), camo BSC ¢ meauana 3 nukbna (natepBai: 1 go 20), HUCKa 032 HUTAPaOHH C
Menuana 4 nukbia (uaTepBai: 1 1o 25) 1 cTaHAapTHA HHTCH3WBHA XUMHOTEPAITHs C

MeauaHa 2 uKbia (HaTepBai: 1 10 3, MHAYKIIMOHEH ITUKBI IUTI0C 1 1 2 KOHCOTUIAMOHHN
LUKBIIA).

OTaenHNTE N3XOTHU MMapaMeTPH ca CPAaBHUMH MEXIY TPyNHTE Ha a3allUTHANH W KOHBEHIIMOHATTHA
TepaneBTUYHA cxeMa. MenuaHaTa Ha Bb3pacTTa Ha nauueHTure € 75,0 ronuHn

(rpanunu: 64 1o 91 ronunn), 75,2 % ca ot Osnata paca u 59,0 % ca mpxe. Ha uzxonHoro

HuBo 60,7 % ca xiacudunupanu ¢ AML, Hecnieruduiupana mo apyr Hauus, 32,4 % ¢ AML cbe
CBBP3aHU ¢ MUEIOAUCILIA3US IPOMEHH, 4,1 % cbC CBbpP3aHU ¢ TepanusaTa MUCIIOUIHU HEOILIA3MU
1 2,9 % ¢ AML ¢ pekypeHTHH TeHeTHYHH aHOMaJIiu crioper knacudukanusra Ha C30.
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IIpu ITT ananu3za Ha 488 manuentn (241 Ha azarmuTuanH 1 247 Ha KOHBESHITMOHAIHA TEPATICBTHYHA
cxema), JICYCHHUETO C a3alluTHINH Ce CBHP3Ba ¢ MeauaHa Ha npexusseMocT 10,4 meceria

cpemty 6,5 Mecena 3a HallMEHTUTE, JIEKyBaHH C KOHBEHIIMOHAIHA TEPAIleBTHYHA CXEeMa, pa3iiuKa

ot 3,8 Mecena, cbe cTpaTudunmpana log-rank p-ctoitnoct 0,1009 (aByctpanno). Koedunuentst Ha
puck 3a edekra Ha geuenueto e 0,85 (95 % CI = 0,69; 1,03). ExHoroaumHara npexuBsieMocT

e 46,5 % mpu manueHTUTe, JIEKyBaH! C a3allUTUANH, cipsamMo 34,3 % mpu manueHTuTe, JISKyBaHH C
KOHBEHI[MOHAIHA TePANIeBTHYHA CXeMa.

AzanutuauH — — — CCR I o Jlonyckane

I Jleuenue

Hecrpartuduunpan Log_rank = 0,0829 , Crparudunupan Log_rank p = 0,1009
Menauana Ha npex..: Asamutuana= 10,4 (8,0, 12,7), CCR = 6,5 (5,0, 8,6)
Coourus N(%): Azauutuans = 193(80,1), CCR =201(81,4)

ensypupan N(%): Asamutuaun = 48(19,9), CCR = 46(18,6)
Hecrparudpuunpan HR = 0,84 [95 % CI: 0,69 — 1,02 ],

Crparudpuumpan HR = 0,85 [95 % CI: 0,69 — 1,03]

Bepo;rmoc*r 3a MPEXUBAECMOCT
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Bpeme (Mecen) oT panomu3anusTa
Bpoii B puck
CCR 247 150 108 80 53 40 25 10 3 o
Azammtnaue - 241 174 13 109 T3 44 22 5 3 2 0

Cox PH monen, kopurupas 3a npeABapUTEIHO ONpPEeNIeHN H3X0HA TPOTHOCTHYHH (DaKTOpH,
neduaupa koedunueHt Ha puck (HR) 3a azarmuTunme cripsMo KOHBEHIIMOHAIHA TepANIeBTHYHA
cxema 0,80 (95 % CI= 0,66; 0,99; p = 0,0355).

B nombnHeHue, BRIIPEKU Y€ MPOYUYBAHETO HAMA BB3MOXKHOCT Ja IEMOHCTPUPA CTATUCTUUECKHU
3HaYMMAa pasiinKa, KOraTo Ce CpaBHSABA a3allUTHIMH C TIPEIBAPUTEIIHO TOIOpAHUTE TPYITH Ha
KOHBEHIIMOHATHA TepalleBTUYHA CXeMa, MTPESKUBIEMOCTTA Ha JICKYBAaHUTE C a3aIlUTHINH MAITUEHTH €
MO-TIPOABJKUTENIHA B CPABHEHUE C BAPUAHTUTE 32 JICUCHHUE C KOHBEHIIMOHAIHA TEPANleBTUYHA CXEMa
camo ¢ BSC, nucka nosza rurapadus mnoc BSC u ca mogo0HM, KOrato ca CpaBHEHU ChC CTaHIApTHA
WHTEH3UBHA XuMuoTepanus mioc BSC.

[Ipu Bcruky peIBapUTEITHO OMPEIENIeHN OATrPYIN [BB3pacT (< 75 ToauHu U > 75 TOJUHM), TIO,
paca, pynkuuonanHo cberosiaue mo ECOG (0 wmu 1 1 2), U3X0JIeH IIUTOTeHETHYEH PUCK (CpejieH u
cna0), reorpadcku peruoH, kinacupukanus Ha AML ciopen C30 (BkimtouutenHo AML ¢ npomenu,
CBBP3aHM C MUEJIOMCILIA3KSA ), U3X0AeH Opoit tepkomutH (< 5 x10%/1 1 > 5 x 10%/1), usxoauu
KocTHOMO3buHM Onact (< 50 % u > 50 %) n anamHe3a 3a MDS] chiiecTByBa TEHACHIHS 3a 001IaTa
NPEKHUBSIEMOCT B I10J132 HA a3allUTUINMH. B HAKOIKO MpeBapUTEIHO OTPEICICHH MOTPYIH 00IarTa
MIPEXKUBIEMOCT M KOSPULIUEHTHT HA PUCK JOCTUraT CTATUCTUYECKA 3HAUMMOCT, KaTO BKIIFOUBAT
MAIUEHTH ChC C1ad HUTOTEHEH PUCK, MaueHTH ¢ AML cbc cBBp3aHu ¢ MUENOAUCIUIA3HS IPOMEHH,
nmanueHTy < 75 roanHu, MalueHTH KEeHH 1 TaIFeHTH OT Odi1aTa paca.
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XeMaToJIOTHYHUAT U IUTOTE€HETUYHUAT OTTOBOP ca OLIEHEeHH OT u3csenoBateis U oT IRC cbe cxonHu
pesynraru. O6musT oTroBop (IreiaHa pemucus [CR] + mbiaHA peMHCHS ¢ HEITBTHO BE3CTAHOBSIBaHE HA
Opos kpbBHU KieTkH [CRi]), onpenenen ot IRC, e 27,8 % B rpynara Ha azanutuaud u 25,1 % B
rpynara Ha KOMOMHUpaHa KOHBEHLMOHAIHA TepaneBTH4YHa cxema (p = 0,5384). Ilpu nanuenture,
KOMTO nocturat nejiHa pemucust win CRi, MenuanaTta Ha IPObKUTETIHOCTTA Ha pEMHUCHATA

e 10,4 mecema (95 % CI = 7,2; 15,2) 3a marueHTHTe Ha a3anmuTHIAH U 12,3 Mecena

(95 % CI=9,0; 17,0) 3a nauMeHTUTE HA KOHBEHIIMOHAJIHA TepaneBTUUHa cxema. JleMoHCcTpUpaHa e
CBIIIO TTOJI3a 3a MPEKMUBIEMOCTTA TIPY MAIMEHTH, KOUTO HE TIOCTUTAT ITBJICH OTTOBOP MPH a3alUTHINH
B CPaBHEHHE C KOHBEHIIMOHATHATA TePANleBTUYHA CXeMa.

JleueHneTo ¢ a3aUTUAMH NOA0OpsiBa Opost HAa KPBBHUTE KIIETKH B iepudepHaTa KpbB U BOAHU 110
MOHW)KaBaHe Ha HYXKIHUTE OT TPaHC(HY3UU HA SPUTPOLIUTH U TPOMOOIHMTH. JlaieH MaiyeHT ce cMsTa 3a
3aBHCUM OT TPaHC]y3Usl Ha EPUTPOLIUTH WIK TPOMOOLIMTH HA U3XOIHO HUBO, aKO TO3H MALHEHT €
MMaJjl eHa WIK ToBede TpaHc(y3uH Ha €PUTPOLIMTH WIH TPOMOOLUTH npe3 S6-Te nuu (8 cenmunn)
PECIIEKTUBHO JI0 WM TIPeI paHIoMu3anusTa. JlajeH nayueHT ce cMATa 3a HE3aBUCHUM OT TPaHCY3Hs
Ha EPUTPOIMTH WM TPOMOOLIMTH IO BpeMe Ha TIeproia Ha JICUeHHE, aKO TO3H MAIUEHT HE € uMall
HHUKaKBU TPaHC()Y3UH PECHIEKTHBHO HA EPUTPOLIMTH WM TPOMOOLIUTH NPe3 HUTO €AMH OT 56-Te
MOCIIEIOBATENIHU THU TIPe3 OTYETHUS TIEPUOI.

OT nanueHTHUTe B rpynara Ha a3aluTHIMH, KOUTO Ca 3aBUCUMHU OT TpaHC(y3us Ha EepUTPOLIUTH Ha
M3XO0AHO HUBO, 38,5 % (95 % CI = 31,1; 46,2) craBaT He3aBUCUMU OT TpaHC(Y3Hs HA EPUTPOLIUTH I10
BpeMe Ha IIepHuoja Ha JICUCHHUETO, B cpaBHeHHE ¢ 27,6 % (95 % CI = 20,9; 35,1) oT narueHTuTe B
rpynuTe Ha KOMOMHUpPaHa KOHBEHLMOHAIHA TepaneBTHYHa cxema. 1Ipu manuenTure, KouTo ca
3aBUCUMH OT TpaHC(y3usi HA EPUTPOLIUTH HA U3XOAHO HUBO U IOCTUTAT HE3aBUCUMOCT OT TpaHCcy3ust
C JIeYEHNETO, MeTUaHaTa Ha MPOABIDKUTEITHOCT Ha HE3aBUCUMOCTTA OT TpaHc(y3usl Ha epUTPOLIUTH

e 13,9 mecena B rpymnara Ha a3allMTHAMH U HE C€ IOCTUTHA B IpylaTa Ha KOHBEHIIMOHATIHA
TEpaneBTUYHA CXEMa.

OT manueHTUTe B ITpynara Ha a3alluTHINH, KOUTO Ca 3aBUCUMU OT TpaHC(Y3Hs HA TPOMOOIIMTH Ha
n3X01HO HUBO, 40,6 % (95 % CI = 30,9; 50,8) cTaBatr He3aBUCUMH OT TpaHCPY3H HA TPOMOOIIMTH TIO
BpeMe Ha Ilepro/ia Ha JIedeHueTo, B cpaBHeHHe ¢ 29,3 % (95 % CI = 19,7; 40,4) oT manueHTHTE B
prnI/ITC Ha KOM6I/IHI/IpaHa KOHBCHIIMOHAJIHA TCpaHeBTI/I‘lHa cxXema. HpI/I ManuEeHTUTE, KOUTO Ca
3aBUCHMH OT TpaHC(y3usl Ha TPOMOOIIUTH HA U3XOJHO HUBO U MOCTUTaT HE3aBUCHMOCT OT
TpaHCQy3Hs C TICUSHUETO, MeJIaHaTa Ha MPOABDKUTEITHOCT Ha HE3aBUCHUMOCTTA OT TpaHcdy3ust Ha
TpoMOonuTH ¢ 10,8 Mecera B rpynara Ha a3anuTUAMH U 19,2 Mecena B TpynaTta Ha KOHBESHIIMOHATHA
TEpaneBTUYHA CXEMa.,

O06ycnoBeHoTo OT 3ApaBeTo kKadecTBo Ha XuBOT (Health- Related Quality of Life, HRQoL) e otieneno,
Kato ce nu3noyi3Ba OCHOBHUAT BHIIPOCHHUK 32 KAYECTBOTO Ha KUBOT Ha EBporelickata opraHu3aius 3a
n3cneaBanHe u iedenne Ha paka (European Organization for Research and Treatment of Cancer Core
Quality of Life Questionnaire, EORTC QLQ-C30). lanaute 3a HRQoL 6uxa mornum ga 0p1aT
aHAJIM3MPaAHHU 3a MOJArpyIa OT LisjIaTa MOIyJIalus 3a U3MUTBAHETO. BBIIPeKn orpaHUYeHUsITa IPU
aHaJIM3a, HATMYHWUTE JIAHHU TPEAToaraT, 4e MalueHTUTE He MPEThPISIBaT 3HAYMMO BJIOIIABAHE HA
Ka4yecTBOTO HA JKUBOT 110 BpEME Ha JICUCHHETO C a3allUTHIVH.

THeouampuuna nonynayus

IIpoyuBanero AZA-JIMML-001 e MexxmyHApPOIHO, MHOTOIIEHTPOBO, OTKPUTO MPOyUYBaHe OT (a3za 2 3a
OlleHKa Ha (hapMaKOKHHETHKATa, (hapMakoInHAMUKAaTa, O€30MaCHOCTTAa U aKTHBHOCTTA Ha
azauutuauaauH npear HSCT npu neauaTpuyHu MallMeHTH ¢ HOBOJAUArHOCTULIMPAHU HAIPeIHATN
MDS wnu JMML. OcHoBHATa 1€ Ha KIMHUYHOTO IPOYYBaHE € Ja OIICHU e(eKTa OT a3alluTUIUH
BBPXY cTerneHTa Ha otroBop B Lluksn 3, en 28.

Mamuenture (MDS, n = 10; IMML, n = 18, 3 Mecena a0 15 rogunu; 71% OT MBKKH I10J1) ca

JICKyBaHM MHTPABEHO3HO C a3allUTHIUH 75 mg/m?, BeaHBbX JHEBHO B JIHu 1 10 7 OT 28-AHEBEH LIUKBII
3a Hali-MaJIKO 3 ¥ Hal-MHOTro 6 IIUKBIIA.
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BxirouBaneTo B rpynara ¢ MDS B ipoyuBaneTo € cripsHo cief 10 mamumertn ¢ MDS mopanu nurca
Ha eukacHoCT: pu Te3u 10 ManeHTH He ca PEruCTPUPAHH MOTBBPJCHN OTTOBOPH.

B rpynara ¢ JMML B npoyuBaneto ca BkimtoueHu 18 manuentu (13 PTPNI11, 3 NRAS, 1 KRAS
COMAaTHYHHM MYTallMU ¥ 1 KIMHUYHA JUarHo3a 3a HeBpodudpomarosa tun 1 [NF-1]). lllectHamecer
MAIACHTH Ca 3aBBPIIIN 3 IUKBJIA OT TepaluITa U 5-Ma OT TAX ca 3aBbpIniIN 6 mukbiIa. Oomo 11
naruerTu ¢ JMML ca umanu knuaudeH otroBop B Lukwn 3, [en 28, ot Te3u 11 ygactaumm, 9 (50%)
YYaCTHHUIIM Ca UMaJI TIOTBBP/IEH KINHYeH OTToBOp (3-Ma yyactHUIM ¢ cCR u 6-Ma ygacTHHUIHN €
cPR). B rpymara nammentu ¢ JMML, nexkyBanu ¢ azanutuaud, 7 (43,8%) manueHTy ca MMad TpacH
TpoMGoruTeH otroBop (6poi > 100 x 10%/1) u 7 (43,8%) ca ce HyKIaenu OT KPbBOIPEIUBAHUS [IPH
HSCT. 17 ot 18 ca npogpmxunu ¢ HSCT.

[Topanu mu3aiina Ha MPOyYBaHETO (MaTBK OpOIi MAIIMEHTH W Pa3IMyHU CMYIaBaniy (pakTopu), OT
TOBa KJIMHUYHO MPOYYBaHE HE MOXKE J1a C€ HAIlpaBU 3aKitoueHue ganu azauutuaud npeau HSCT
mo00psIBa IPEKMUBSIEMOCTTa IIPH MmanueHTute ¢ JMML.

[IpoyuBanero AZA-AML-004 ¢ MHOTOLIEHTPOBO, OTKPUTO MpoyuBaHe (aza 2 3a OLCHKA Ha
Oe3omacHocTTa, (hapMakoJMHAMUKATA ¥ €(PUKACHOCTTA Ha A3alIUTHNH B CPaBHEHHE C JICUCHUE,
Pa3IMYHO OT MPOTHUBOPAKOBO MPH JeTa U MIIaJH Bb3pacTHH ¢ AML mpu MOJIEKyIISIpeH PEeIuInuB ClIe]
CR1.

Cenem manyeHTH (C MeIuaHa Ha Bb3pactTa 6,7 ToauHu [anamna3zoH ot 2 a0 12 rogunau]; 71,4% ot
KOMTO Ca OT MBKKH T0JT) ca JIEKyBaHH ¢ azauutuaud 100 mg/m? MHTPaBEHO3HO BEHBXK JHEBHO B
Jun 1 1o 7 ot Bcekn 28-THEBEH UKD 38 MAKCUMYM 3 IMKBJIA.

[Ipu nmeTuma ManyeHTH € yCTaHOBEHa MUHMMaJIHA OcTaThb4yHa 0ojiecT (minimal residual disease, MRD)
B Jlen 84, xaTo 4 maueHTy ca JOCTUTHAIN WM MOJIEKYJISIpHO cTabuiusupane (n = 3), uiu
MOJIEKYJISIpHO TogoOpenue (n = 1), a 1 mauuent e uman knuHudeH peunaus. lect ot 7 manuenTn
(90% [95% CI = 0,4, 1,0]), nexyBaHu ¢ a3allUTHINH, Ca ITOJIOKCHHN HA TPAHCIUTAHTAIINS Ha
XeMOTIOETHYHHM CTBOJIOBH KJeTkH (haematopoietic stem cell transplantation, HSCT).

ITopaau mankus pa3Mep Ha W3BaJIKaTa, €PUKACHOCTTA Ha a3alMTUINH [IPH MMEAMATPUYHH MMALIUEHTH C
AML He MOXe Ja ce yCTaHOBH.

Bwxre Touka 4.8 3a uHpopMmarliys 3a 6€301MaCHOCT.

5.2 ®apmMaKkoKWHeTHYHH CBOMCTBa

AOGcopOrus
Crie1 HOIKOKHO NPHIIOKEHUE HA €MHUYHA 1033 75 mg/m?, asanutuaun ce abcopbupa 6bp30 ¢

NUKOBHU Ta3MeHn KoHueHTpanuu 750 + 403 ng/ml, kouto ce gocturar 1/2 yac ciex npuiarase Ha
no3ata (MOMEHT Ha B3eMaHe Ha ITBPBUTE TIPOOH). AOCOMOTHATa OMOHAIMIHOCT Ha a3allUTHINH CJICTT
TIOJIKOYKHO MPHIIOKEHHE B CPABHEHHE C MHTPABEHO3HO TIPUIIOKEHHUE (€AMHUYHY 1031 OT 75 mg/m?) e
ouna okoio 89 % mo maHHu 3a momrra moxa kpusata (AUC).

Inourra o KpUBaTa M MaKCUMaIHaTa miasMeHa KOHIEHTPAus (Cuax) IPH MOIKOKHO TIPHIIOKECHHE
HA a3aLUTUIMH Ca NPUOJIU3UTEIHO NIPOIOPLHUOHAIHY B PAMKHMTE HA JO30BUS IUANa30H
ot 25 1o 100 mg/m?.

PasmpenencHue
Cren MHTpaBEHO3HO MpHJlaraHe Ha J03aTa, CpeAHUAT 00eM Ha pasmpenencHue e omn 76 =26 1, a

CUCTEMHHUSAT KIUPBHC € omn 147 £ 47 1/h.

Buorpanchopmarms

B®3 ocHOBa Ha JaHHUTE OT in Vitro IPOYYBaHUS, METa0OIM3MBT Ha a3allUTHINH HE U3TIICKIA
OCBIIECTBEH OT n30eH3uMuTe Ha uToxpoM P450 (CYPs), UDP-rirokypoHo3uiaTpaHcdepa3ure
(UGTs), cyndotpancdepasure (SULTSs) u rmyratuon-tpancdepasure (GSTs).
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ABaMTUAVH MPETHPIIsABa CIOHTAHHA XUAPOIU3a U Ie3aMUHUPaHe, METUUPAHO OT LUTHANH
ne3amMuHa3aTa. B goBemku yepHOApoOHH S9 dhpakumu GopMUpaHETO HA METAOOIUTHTE € HE3aBUCHMO
ot NADPH, koeto npearmonara, 4e MeTabOMM3MBbT Ha a3allUTHINH HE € MEIUHPaH OT U30CH3UMHUTE Ha
uToxpom P450. In vitro npoyuBaHe Ha a3allMTHIMH B KyJITYPH OT YOBEIIKH XETATOIUTH TTOKa3Ba, 4e
mpu KoHIeHTpanuu oT 1,0 pM mo 100 uM (T.e. 10 KOHIEHTpaIUK 0KOJIO 30 ITBTH MTO-BHUCOKH OT
JOCTHKUMHTE B KITMHUYHM YCIIOBUS), asaunTHAUH He naayimpa CYP 1A2, 2C19, 3A4 unu 3AS. Ilpu
MPOyYBaHUS 32 OIIEHKA HAa MHXHOWpaHeTo Ha opeauIia oT P450 uzoeH3nmu

(CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4) azanutuausa g0 100 uM He Boau 10 MHXHOUpaHE.
Caenosarenno CYP eH3MMHOTO MHIyLMpaHe WM MHXUOUpPaHe OT a3allUTUANH B TOCTHKUMHU MIPH
KJIMHUYHHU YCJIOBHS IUIa3MEHH KOHIIEHTPALNK € MAJIKO BEPOSITHO.

Enumunupane
ABalUTUANMH ce U3YUCTBA OBP30 OT IJIa3MaTa ChC CPEJICH MOTYKUBOT Ha eTUMUHHpPaHe (ty,) clien

HOJKOKHO TpuiiokeHue oT 41 = 8 munyTu. Cies MOAKOKHO IPUIOKEHHE Ha 75 mg/m? a3auuTHANH
BEIHBXK JHEBHO B TIPOJIBIDKEHIE HAa 7 THU HE HACTHIBA KyMmyJanus. OCHOBHUST BT HA SIIMMUHUAPAHE
HA a3allUTHIUH W/ WU HETOBUTE META0OJIUTH € eKCKpenus ¢ ypuHarta. Cies MHTPaBeHO3HO H
OJKOXKHO NpuiokeHue Ha *C-azauuTuaua cboTBeTHO 85 1 50 % OT MpUIIOKEHATa PaJHMOAKTHBHOCT
ce OTKpHUBa B ypHHaTa, 1okaTto < 1 % ce oTKpuBa BbB (heKaTuuTe.

CrieluaiHy NOIyJIalluu
He ca npoyuBanu odunmanto epeKTUTe Ha YepHOAPOOHO yBpexkaaHe (BK. Touka 4.2), 10J, Bb3pacT
WK paca BbpXy (hapMaKOKHHETHKATa Ha a3allUTH/IMH.

br6peuno yBpexnaHe

brOpeuHoTO YBpeKIaHe HSIMA OCHOBHO BB3/ICHCTBHE BbPXY (DapMaKOKUHETUYHATA SKCTIO3UIIHS Ha
A3a[UTUANMH CIIe[l €AHOKPAaTHO U MHOTOKPATHO MOAKOXHO Mpuiiokenue. Ciel moaKoKHO
NPUIIOKEHHE HA eIMHUYHA 1032 75 mg/m? cpeanute cToiHocTH Ha eKerno3uiuaTa (AUC u Cax) TIPU
TIAIMEeHTH C JIEKO, YMEPEHO U TeKKO OBOpEevHO yBpeKJaHe ce YBETUIaBaT CbOTBETHO

¢ 11-21%, 15-27% u 41-66%, B cpaBHEHUE C MAIMEHTUTE ¢ HOpMAITHA ObOpeyHa QyHKITUS.
Exno3unusaTa obaue € B paMKUTE Ha ChIIUS OOI] AUana3oH Ha eKCIO3HLNS, HAOJI01aBaH MpH
MaIIeHTUTE C HOpMaTHa 0B0peuHa GyHKITHS. A3aIIUTUINH MOXKE 1a ObJIe IPHUITO’KEH Ha TIAITUEHTH C
0B0peyHo yBpexaaHe 6e3 MbpPBOHAYATHO KOPUTHPAHE HA J03aTa, PH YCIOBUE, Y€ T€3H MAIlUEHTH Ce
HaOJIroaBaT 3a TOKCUYHOCT, Thil KATO a3allUTUAMH H/WIM HETOBUTE METAaOOIUTH CE EKCKPETUPAT
OCHOBHO 4pe3 Op0penure.

dapMakoreHoOMHUKa
He e mpoyuBan oduimanzo eheKThT OT H3BECTHUS MOJTUMOPPUIBM HA IUTHIMH JIE3aMUHA3aTa BHPXY
MeTa00IM3Ma Ha a3allMTHINH.

5.3 IIpeakJMHUYHU JAaHHU 32 0€30MACHOCT

ABaruTHAVH HHIYIMPA in Vitro KaKTO TCHHH MYTAIliH, Taka ¥ XPOMO30OMHHU a0epaliii B CHCTEMHU OT
OaKTepUaTHA KJIETKU U OT KIETKU Ha 0o3aifHuIM. KaHeporeHHUAT NOTEHIA Ha a3alluTUANH € On
MPOYYCH MPU MHUIIKH U TUTEXOBE. AZAIUTHINH € WHIAYIIHPAT TYMOPH Ha XEMOIIOETHYHATA CHCTEMA
MIPH JKCHCKU MUIIKH TPYU WHTPAIEPUTOHEATHO PHUIIOKECHHUE 3 TTHTH CEAMUTHO B TIPOIBIDKECHIE

Ha 52 ceqMuIM. Y CTaHOBEHA € MOBHIIIEHA YECTOTa HA TYMOPHY Ha TUMQO-PETUKYIapHaTa CUCTEMA,
Oenus 1po0, MIICYHUTE JKJIE3U U KOXKaTa IIPU MUIIKH, JICKYBaHU C HHTPAIIEPUTOHEATHO TTPHIIOKEH
a3aUTHIIMH B MTpobipkeHue Ha 50 ceamurty. [IpoyuBane Ha TYMOPOTEHHUS TTOTCHIIMAN TIPH ITHXOBE
MOKa3Ba MOBUILIEHA YECTOTa HA TYMOPH Ha TECTUCHUTE.

[IpoyuBaHusTa Ha paHHaTa eMOPHOTOKCUYHOCT IPY MHIIKH MTOKa3BaT yecToTta oT 44 % Ha
UHTpayTepUHHATA eMOpPHOHAITHA CMBPTHOCT (TIOBHIIIEHA PE30pOIIHs) Cie]] eTHOKPATHO
MHTPANEpPUTOHEATHO HHKEKTHPaHe Ha a3allUTUAMH 110 BpEME Ha OpraHoreHes3ara. Y CTAHOBEHH ca
HapyIICHHs Ha Pa3BUTUETO HA MO3bKA MPU MUILKH, HA KOUTO € MPUJIarad a3alluTHANH PEIH WK B
MOMEHTA Ha 3aTBapsHETO Ha TBEPA0TO Hebue. [Ipu urbXoBe a3allUTHANH HE € MPeTu3BUKaT
HE)XeIIaH! PEeaKIiH, KOraTo € OWJI IpriIarad Npeay UMIUTaHTAIHATa, HO OYEBHIHO € Ont
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eMOPHOTOKCUYEH MPH MpUJIaraHe 1o BpeMe Ha opraHoreHe3ara. detajqHuTe aHOMAJIMU 110 BpeMe Ha
opraHoreHesara Ipu IrbXxoBe BKIrouBat: anoMmaanu Ha [IHC (ek3enuedanus/eHmedanomnene),
aHOMAJINM Ha KpaHUIIUTE (MUKPOMEIHSI, KPUBO CTHIIANI0, CHHAAKTUINS, OIMTOAAKTHIINS ) U APYTH
(MuKpoG TAIMHUS, MUKPOTHATHS, TACTPOCXU3a, OTOK M aHOMAaJIMK Ha pedpara).

[IpunokeHneTo Ha a3alMTUAMH HA MBXKHA MHUILIKH MTPeId Yu(TOCBAHETO UM C KEHCKH, Ha KOUTO HE €
MIpUJIaTaH, € JOBEJIO IO HaMalleHa IUIOJIOBUTOCT M 3ary0a Ha MOKOJICHHUETO MPH ITOCIEABAIIOTO
eMOPHOHATHO WJIM TIOCTHATAJIHO pa3BuTHe. [IpUIoKeHHEeTO My Ha MBKKH ITBXOBE € J0BEJIO JI0
HaMaJsBaHE Ha TETJIOTO HA TECTHCHUTE U SMUANINMA, HaMajieH Opoil Ha CIiepMaTO30uInTe, HaMaJICHa
YeCTOTa Ha OPEMEHHOCTHUTE, TIOBEYE aHOPMAaTHA EMOPHUOHH U MOBHUIIIEHA 3ary0a Ha eMOPHUOHU TpU
YUPTOCAHUTE C TAX KEHCKH (BXK. TOUKa 4.4).

6. OAPMAIEBTUYHHU JAHHU

6.1 ChoucbkK Ha NIOMOIIHHUTE BEIECTBA

Manwuton (E421)

6.2 HecbBMECTHMOCTH

To3u s1ekapcTBEH IPOAYKT He TPsiOBa J1a ce CMecBa C JpYyTry JEKapCTBEHU IPOJYKTH, C U3K/IIOUCHUE Ha
MIOCOYEHUTE B TOUKA 6.6.

6.3 Cpox Ha roaHOCT

Hepasneuaran ¢gakoH ¢ mpax
3 roguHu

Crien mpuroTBsiHe

Koraro Azamutuaun Accord ce pa3TBaps ¢ BOJa 3a HHKEKIIUHU, KOATO HE € OXJIAJICHA, € JJoKa3aHa
XUMUYIHA ¥ PU3HIHA CTAOMITHOCT TIPH YIIOTpeOa Ha MPUTOTBEHHS JIEKAPCTBEH MPOIyKT Iipu 25°C B
npoabpkenne Ha 60 muayTH 1 1ipu 2 °C 1o 8 °C - 3a 8 gaca.

CpOKbT Ha FOJHOCT Ha IPUTOTBEHUS JIEKAPCTBEH NMPOAYKT MOXKE J1a C€ IPOIBJDKH, KaTo 3a pa3TBapsiHe
ce u3noa3Ba oxnajaeHa (2 °C no 8 °C) Bona 3a umkekuuu. Korato Asamutuans Accord ce pa3TBaps ¢
oxnazeHa (2 °C no 8 °C) Boja 3a HHXXEKLUUH, XMMUYHATa ¥ (pu3ndHaTa cTaOMIIHOCT MPH ynoTpeda Ha
MIPUTOTBEHUS JIEKAPCTBEH NMPOAYKT € AokazaHa mpu 2 °C no 8 °C B mpoabinKkeHHe Ha 22 Jaca.

OT MHKpPOOHOJIOTMYHA TJIeIHA TOYKA MPUTOTBEHUAT MPOIYKT TPSAOBaA J1a CE M3IOJI3BA BeHaAra. AKO He
Ce M3M0J3Ba BeJHAara, IOTPEOUTEIAT caM OIPEe/IeNst BpEMETO M YCIOBUATA HA ChbXpaHEHHUE MPeIn
ymotpeba, HO He TpsOBa Ja o chxpaHsaBa mosede oT 8 gaca mpu 2 °C jo 8 °C, xoraTo 3a pa3TBapsHe
ce M3M0JI3Ba BOJIa 32 MH)KEKIIMH, KOATO HE € OXJIaZieHa, I He IoBede oT 22 Jaca, Korato 3a
pasTBapsiHe ce u3non3ea oxinaneHa (2 °C o 8 °C) Bona 3a HHKEKIINH.

6.4 Chnenuananm yca0BHs HA CbXpaHeHHe

HeorBopenu dakoHu
To3u nekapcTBEH NPOAYKT HE U3MCKBA CIICIHAIHN YCIOBUS Ha ChbXPaHCHHE.

IIpurotBena cycneHsus
3a yciioBuATa Ha ChbXpaHEHHE CIieN pa3TBapsHe Ha JeKapCTBEHHUS MPOIYKT BIDKTE Touka 6.3.
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6.5 Buau chabp:kaHue HA ONMAKOBKAaTAa

BesuBeren cTpkien (haakoH Tun I, 3amevartan ¢ rymMeHa 3amymanka, aTyMUHAEBa 0OKaTka U
macTMacoBa kamnauka, cpabpaxkai 100 mg wnun 150 mg azanutuus.

OnaxoBKH:
1 dnaxoH, ceabpxany 100 mg a3aunTHINH.
1 ¢maxon, ceappxan 150 mg a3anuTHINH.

He Bcuuku BUOBE ONaKOBKM MOTaT /1a IyCHATH Ha Ta3apa.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBbPJIsiHe U padoTa

IIpenopbku 3a 6e3omacHa pabora

AzanutuanH Accord e IMTOTOKCHYEH JIEKAPCTBEH MPOAYKT U MOA00HO Ha Py MOTECHIIHATHO
LIUTOTOKCUYHHU ChEIUHEHUS € HEOOXOIMMO BHUMAaHHUE MPH padoTaTa U IPUTOTBAHETO Ha CYCIICH3MITA
azanutuauH. TpsOBa Jla ce mpuiarat nporeIypuTe 3a MpaBuiiHa padoTa ¥ U3XBBHPIISHE Ha
AHTUTYMOPHH JICKAPCTBEHU IPOIYKTH.

[Ipu KOHTAKT Ha MPUTOTBCHUS A3alUTHANH C KOYKaTa He3a0aBHO M3MUNTE OOMIHO C BOJIA U CaIlyH.
[Ipu KOHTAKT C TUTABUIIUTE M3ILIAKHETE OOMITHO C BOJIA.

IIponienypa 3a npUroTBsiHe

AzamutuanH Accord TpsOBa 1a ce pa3TBaps ¢ Boja 3a HHkeKIuU. CpOKBT HA TOMHOCT Ha
MIPUTOTBEHUS JICKAPCTBEH MPOYKT MOXKE Ja C€ MPOIBIDKH, KaTo 3a pa3TBapsHE Ce U3IO0JI3Ba OXJIa/icHa
(2 °C no 8 °C) Bona 3a umkekiuu. [lo-qoiy ca maaeHu MoapoOHOCTH 32 ChXPaHCHUETO Ha
MIPUTOTBEHUS TPOAYKT.

1. Heo0xonumu ca cieqHUTEe KOHCYMAaTHBH:
(hnaxon(n) azanutuanH; GaakoH(1) BoAa 32 HHKEKIMK, HECTCPUITHA XUPYPIUIHH PHKABHUIIM;
HaIOCHH ChC CIUPT NaMydeTa; COpUHIOBKa(H1) oT 5 ml ¢ urna(u).

2. [onxoaamusar o6eM BoJa 3a MHKEKIUH B CIPUHIIOBKATa (BK. TAOJIHUIaTa MO-I0IY), KaTo
W3TOHWUTE BCHUYKUS BB3JlyX OT CHPUHIIOBKATA.

®d1akoH, ChABPIKAIT O06eM BO/Ia 32 MHXKEKITHH OkoHYaTeTHa KOHIICHTPAITH

100 mg 4 ml 25 mg/ml

150 mg 6 ml 25 mg/ml

3.  BbBenmeTe uriara Ha CIIPUHIIOBKATA, ChABPIKAIIA BOAA 33 HHKCKIIUHU, PE3 T'yMeHaTa
3amyIranka Ha yiakoHa ¢ a3aluTHINH 1 0aBHO MHXEKTHPAWTE BOJATa 38 HHKCKIIUH BbB
(hnaxoHa.

4, Cren kaTo OTCTPaHUTE CIPUHIIOBKATA U MIJIATa, PA3KIaTeTe CHEPrHYHO (IIaKOHA JI0
MoJTy4aBaHe Ha XOMOT€HHA MbTHA cycrieH3usi. Cell pa3TBapsAHETO BCEKU MIJTHIUTHD OT
CyCIIeH3MATA I11e Chabprka 25 mg azanutuaud (100 mg/4 ml uau 150 mg/6 ml). [IpurorBeHusT
MPOIYKT MPECTABIISIBA XOMOT'€HHA, MbTHA CycCIieH3usl, 0e3 armoMepaTty. CycrieH3usITa TpsoBa
1a ObJie M3XBBPJICHA, aKO ChIbPIKA TOJIEMH YaCTHUIIM WK ariomepatu. He puarpysaiite
CYCIIEH3UsITa CJIe]I Pa3TBapsiHE, Thil KATO TOBA MOXE Jia OTCTPAaHHW aKTUBHOTO BelecTBO. TpsiOBa
Jla ce UMa IPEJIBUJI, Ye B HIKOM aJIAITOPH, IIIMITOBE M 3aTBOPEHH CHCTEMH MOXE JIa UMa
¢duntpu. CrieoBaTEIHO TAKWBA CUCTEMHU HE TPAOBA Ja e M3IMOJ3BAT 33 MPUIaraHe Ha
JICKapPCTBEHUS IPOYKT CJIE]I Pa3TBapsHeE.

5.  TlouucreTe rymeHara 3amyIiiaika ¥ mpo0OIeTe ¢ HOBA MIJia U CIIPUHIIOBKA BBB (IaKOHA.
O0wpHeTe (h1akoHa ¢ THHOTO HArOPE U CE YBEPETE, Ye BbPXBHT HA MIJIATA € TO/] HUBOTO Ha
TeuHocTTa. M3aspnaiite OyTagoTo ¥ U3TErIeTe KOJUMYECTBOTO OT JICKAPCTBEHUS MTPOAYKT,
HY’KHO 3a TOYHATa 7103a, KaTO 3rOHUTE BCHYKHS Bb3IyX OT CIpUHIIOBKaTa. OTCTpaHeTe
UTJIaTa/CIpUHIIOBKATA OT (pJIAKOHA U U3XBBPIICTE UTJIATA.

6.  Bsemerte HOBa WIJIa 3a MOJKOKHU MHXKEKINH (TpenopbuBa ce 25G) U s 3akpenere CTabUIHO Ha
crnpuHIioBKaTa. He TpssOBa j1a ce mpokapBa pa3TBOp IO UIJIaTa MPeId HHKSKTUPAHETO, 3a Ja Ce
HaMaJIi 9eCTOTaTa Ha PEaKIMUTE Ha MSICTOTO Ha HEDKEKTHPAHE.
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7. Koraro e HeoOXxonuM moBeue oT euH (IJIaKOH, TOBTOPETE BCHYKH U30POCHH TTO-TOPE CTHITKU 32
NPUTOTBSIHE Ha CYCIICH3MITA. 32 JJO3H, M3UCKBAIIH MOoBeYe OT eluH (prakoH, n1o3ara TpsidBa 1a
ce pasJieNu mopaBHo, Hamp. 1o3a 150 mg = 6 ml, 2 cipuHIloBKH ¢ 110 3 ml BBB Besika
cnpuHioBka. [lopamu 3aaspkane BB (prrakoHa U UTTIaTa MOXKE J1a HE € Bh3MOXKHO J1a Ce
M3TErJI ISUI0TO KOJIMYECTBO CYCIEH3US OT (pIaKoHa.

8. ChIbpikaHUETO Ha CIIPUHITOBKATA ¢ J03aTa TPsOBa Aa ObJe pecyCleHANPAaHO HETIOCPEACTBEHO
npenu npwiaradeto. [Ipeay npunaraHeTo mbaHATA C MPUTOTBEHATA CYCIICH3US CIIPUHIIOBKA
TpsIOBa Ja ce OCTaBH 3a He moBeue oT 30 MUHYTH, 3a Ja TOCTUTHE TeMITepaTypa OT
okouo 20 °C-25 °C. Ako ca MuHaiH moBeue ot 30 MHUHYTH, CYCIICH3HATa TPsIOBa 1a OBbe
M3XBBPJICHA 110 ChOTBETCH HAUWH M J]a € IPUTOTBU HOBA J103a. 3a Ja S peCyCIeHIupare,
MIPEBBPTETE SHEPTUYHO CIIPUHIIOBKATA MEKY AJIAHUTE CH JIO TIOTy4YaBaHe HA XOMOT'€HHA,
MbTHA CYCIICH3U. CVCHCHE}I/IHTa TDS[GBa Ja 6’[)216 HU3XBBHPJICHA, AKO ChABbPKA I'OJIEMHU YaCTHUIIN
WM arjioMepaTH.

CobxpaHeHNe Ha IPUTOTBEHUS MPOTYKT
3a yclioBUATa Ha CbXpaHEHHE CIieN pa3TBapsHe Ha JeKapCTBEHHUS MPOIYKT BIDKTE Touka 6.3.

W3uncrnsBane Ha MHAUBUIYAITHU J03HU
O6mara mo3a criope] TeJieCHaTa MOBBPXHOCT MOXKE JIa C& M3YHCIIH 10 CIICAHUS HAUWH:

O61mua no3a (mg) = Jo3a (mg/m?) X TeliecHa MOBbPXHOCT (M?)

CJ'ICI[BaH_IaTa Ta6m/1ua npeacTaBjisiBa CaMO IPpUMEP 3a TOBA KaK Ja 6’B,Z[aT HU3YNCJICHU MHAWUBUAYAJTHUTC
J031 a3alluTUIHH Ha ba3aTa Ha cpeaHara CTOMHOCT 3a TeJecHaTa MOBBPXHOCT OT 1,8 1’1’12.

Jlo3a mg/m? OOma go03a Ha 6a3zata | Bpoii HeoOX0AUMH OO011 HE0OX0 MM 00eM
(% om Ha TEJICCHA daakonu Ha IPUTCOTBEHATA
npenopvYumenHama HOBBPXHOCT OT 1,8 m? CyCHeH3Us
Hayana 003a)
(daxoH (hnakoH
CBC ChC
100 mg 150 mg
75 mg/m? (100 %) 135 mg 2 ¢nakona | 1 daakon | 5,4 ml
37,5 mg/m* (50 %) 67,5 mg 1 paakon | 1 dakon | 2,7 ml
25 mg/m? (33 %) 45 mg 1 dnakon | 1 dmakon | 1,8 ml

HauwuH Ha npunioxxeHue
Cren paztBapsae Azanutuaud Accord TpsOBa Ja ce HHKEKTHPa OIKOXKHO (BbBEIETE UTJIaTa MO
BI'bJ 0T 45-90°) ¢ urna 25-G B mumannaTa, 0eAPOTO WK KOpEMa.

Jo3u, mo-rojemu ot 4 ml, TpsiOBa 1a ObAAT HHXKEKTUPAHU Ha JIBE PA3JIMYHHA MECTA.

Mecrara Ha HWHKXCKTHUPAHC TpSI6Ba Aa cC pcayBar. CJ'IC,I[BaH_II/ITe HMHXCKIIUNU TpH6Ba Ja CC MpaBsT HA
ITOHE 2,5 cm OT MACTOTO Ha MMOCTaBAHEC HAa NPCAUINHUTE U HUKOT'A B O6HaCTI/I, KOHMTO Ca YyBCTBUTECIIHHU,
C KPBbBOHACAAAHUA, 3a4CPBCHU UJIU YIUTBTHCHH.

H3xBBpasiHe
Hewsnon3BaHUAT JIeKapCTBEH MPOAYKT WU OTIAIBYHATE MAaTEPHAIA OT HETO TPSOBA 1A CE€ U3XBHPIISIT
B CbOTBETCTBHUE C MECTHUTE U3UCKBAHUS.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center,
Moll de Barcelona, s/n,
Edifici Est 6* planta,
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08039 Barcelona, Ucmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1413/001

EU/1/19/1413/002

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[Hara na mppBo paspemasane: 13 despyapu 2020 .
Hata Ha nocienno nonHoBsiBane: 19 nekemspu 2024 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoOHa nHopMaIKs 3a TO3M JEKapCTBEH MPOAYKT € MPeI0cTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIus 1o JieKkapcTBaTa http://www.ema.europa.eu.
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IMPUJIOKEHHUE IT

MPOU3BOJUTEJIU, OTTOBOPEHM 3A OCBOBOK/IABAHE HA
MAPTUIU

YCJIOBUSA UK OT'PAHUYEHNSA 3A JOCTABKA U YIIOTPEBA

APYT' YCJIOBUA U UBUCKBAHUSA HA PASPELIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUSA 3A BE3OIIACHA U E®EKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMSA ITPOAYKT
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/U

Hme n aapeC HAa MPOU3BOAMTCINTE, OTTOBOPHH 34 0CB060)K,I[aBaHe Ha NapTHuamTe

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

95-200, Pabianice,

Tlonma

Laboratori Fundacié Dau

C/ C, 12-14 Pol. Ind.

Zona Franca, Barcelona, 08040,
HUcnanus

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnannus

Accord Healthcare Single Member S.A.
64th Km National Road Athens,

Lamia, Schimatari, 32009,

I'bpuus

[leyaTHaTta TMCTOBKA Ha JIEKAPCTBEHUS MIPOLYKT TPAOBa Jja ChABPKA UMETO U ajpeca Ha
MPOU3BOJMTEINS, OTTOBOPEH 32 OCBOOOK/IaBaHETO HA CHOTBETHATA MApTHIA.

b. YCJOBUs NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MIPOLYKT CE OTIIyCKa 10 OrPaHUUEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpartka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS N N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

o IleproanyHu aKTyaIU3MPAHU AOKJIATU 32 0€3011aACHOCT

WznckBanusiTa 3a MojiaBaHe Ha MEPUOJIUYHY aKTyaIM3UPaHH JOKIAIH 32 0€30IacCHOCT 3a TO3U
JIEKapCTBEH MPOJIYKT ca MOCOYSHH B CIIUCHKA ¢ pedepeHTHUTE AaTth Ha EBporneiickus cpto3 (EURD

CIUCHK), ipeaBuieH B wi. 1078, an. 7 ot upextura 2001/83/EO, v BbB BCUYKH CIIEABAIIN
aKTyaJau3aluy, ITyOIuKyBaH! Ha eBPOIICHCKUS yeOrmopTal 3a JIeKapCTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT

. Ilnan 3a ynpaBaenue Ha pucka (IITYP)

I1PY TpsOBa 1a U3BHPIIBA U3UCKBAHUTE JICHHOCTH U JCHCTBUS, CBBP3aHHU C MPOCTICIIBaHE Ha

JeKapcTBeHaTa 0e30MacHOCT, mocoveHu B onoopenus [IYP, npeacrasen B Moayn 1.8.2 Ha

paspelIeHreTo 3a ynorpeda, KakTo U IPH BCUYKH CIIEABALIM ChIIaCyBaHU akTyanu3auuu Ha I[TYP.

Axryanmsupan [TYP TpsOBa na ce mopasa:
° 1o uckaHe Ha EBponelickaTta areHuus 1o JeKapcTBaTa;
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BUHATH, KOTAaTO CE U3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, OCOOCHO B Pe3yiTaT Ha
MmoJTydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JOBENIE 10 3HAYMMH IPOMCHH B
CHOTHOIICHUETO MOJI3a/PUCK, MK CJIE JOCTUIaHE Ha Ba)KEH eTall (BbB BPh3Ka C MPOC/IeAsIBaHe
Ha JIEKapCTBeHaTa 0E30MaCHOCT WITH CBEXKIAHE HA PUCKA O MUHHMYM).

NNPUJIOXKEHMUE II1

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA

27



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Azanutuausa Accord 25 mg/ml npax 3a HHKEKIIMOHHA CYCIICH3HS
a3aIMTUINH

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bceku duakon coappika 100 mg azanutuaus. Crien IpUroTBsiHe BCeKU ml cycreH3us chabpxka 25 mg
a3alUTH/IVH.

Bceku duakon ceappika 150 mg azanutuans. Ciie IpUroTBsSHe BCEKU ml CycreH3us chabpxka 25 mg
A3alUTH/IVH.,

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

ChIbpika ChIIO MAHUTOJ.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

[Ipax 3a HHXEKIMOHHA CYCIEH3HS.

100 mg
150 mg

1 dhnakon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIMA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
Camo 3a enHokparHa ynorpeba. [Ipeau nmpuioxkeHue pa3kiaTeTe CHEPrUYHO CYCIICH3UATA.
TToIKOXXHO NPHUIIOKEHUE.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU IPEAYIIPEXIEHUA, AKO E HEOBXOANMO

HuroTokcuyHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

10. CHENUWAJHHU IMPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Hewnznon3pauusr JICKApPCTBCH MPOAYKT WIHA OTHAABYHUTC MATCPUAJIU OT HETO TpH6Ba JAa CC USXBBPIIAT
B CBbOTBETCTBHUEC C MCCTHUTC U3MCKBAHUS.

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona, Ucmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1413/001
EU/1/19/1413/002

13. NAPTUJAEH HOMEP

ITapTt.Ne

14. HAYMH HA OTITYCKAHE

JlexkapCcTBEHUSAT MPOIYKT CE OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UIEHTUHO®UKATOP — IBYU3MEPEH BAPKO/I

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. NME HA JIJEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXK/JIAHE

Azanutuausa Accord 25 mg/ml npax 3a HHKEKIMOHHA CYCIICH3HS
a3aIUTHANH
[MoxxoxHO punokeHUE (S.C.)

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

100 mg
150 mg

| 6. JIPYTO
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Bb. IHCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

AzamuTuauH Accord 25 mg/ml npax 3a HHXKeKIMOHHA CYCIIEH3Hs
azanuTuanH (azacitidine)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPEIM A 3all0YHeTe 1a U3N0JI3BaTe TOBA

JIEKapCTBO, Thil KaTO TH ChABbP:Ka BaxkHa 32 Bac nundopmanusi.

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJOXH JIa sl MPOYETETE OTHORO.

- AKO UMate HAKaKBH JIOMBIHUTEIHHA BBIIPOCH, TonuTaiiTe Bamus nekap, papmanest nim
MEAMIMHCKA CECTpa.

- AKO MoJTyyuTe HAKaKBU HEXEJIaH! peakluy, yBeaomere Bamms nekap, hapmanest win
MEAMIIMHCKA cecTpa. ToBa BKIIIOUBA M BCHYKH Bb3MO)KHU HEXKEJIAaHH PEaKINH, HEOITNCAaHH B
Ta3u JUCTOBKA. BikTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

l. Kakgo npescraBnsiBa Azauutuana Accord 1 3a KakBO c€ H3I0JI3Ba

2. Kaxkso Tps6Ba na 3Haete, npean qa unon3Bate AzanutuauH Accord

3. Kak ma usnonssare Azamurugua Accord

4. BB3M0XHU HEXKETaHU PEAKLIMU

5 Kak na cpxpansBare Azamuruaud Accord

6. ChappikaHre Ha OMAKOBKATA U AOMBIHUTENHA HHpOpMaIns

1. Kakso npeacraBiasiBa Azanutuaud Accord 1 3a KAaKBO ce H3110J13Ba

KakBo npencraBasipa Azanutuaud Accord
AzammtuanH Accord € IpOTHBOPAKOBO CPEACTBO, KOETO MPUHAIEKH KbM Ipyma JeKapcTBa,
Hape4yeHH ,,aHTUMeTa0oanTr . A3anuTuanH Accord chabpika aKTUBHOTO BEIIECTBO ,,a3allUTHINH .

3a kakBo ce M3MoJ3Ba AzauuTuaul Accord
AzammtuanH Accord ce U3Moa3Ba MpH Bh3PACTHU MAIIMEHTH, KOUTO HE MOTaT Jja UMaT
TPAHCIUTAHTAIIMS Ha CTBOJIOBU KJICTKH 34 JICUCHUE Ha:

o MUENOANCIDIACTUYIHH CHHAPOMH C BICOK prck (MDS).
. XpOHNYHA MHeToOMOHONMTHA JeBkemus (CMML).
. ocTpa MuenonaHa jeBkemus (AML).

ToBa ca 3a60J'I$IBaHI/I$I, KOHMTO 3aciArat KOCTHUA MO3BK U MOT'aT aa IMIPUYINHAT HpO6J’ICMI/I C
IMMPOU3BCIKIAAHCTO HA HOPMAJIHU KPBbBHU KJICTKU.

Kak peiictBa Azanutuaud Accord

AzammtuanH Accord neiicTBa KaTo MpeIoTBpaTsABa PacTeka Ha PAaKOBUTE KIIETKU. A3AIUTHINH Ce
BKIIIOYBA B TCHETUYHUS MaTepuall Ha KieTkuTe (prubonykinenHosa kucenuna (PHK) n
nesokcupudonykiiennoBa kucenuHa (JJHK)). Cmsita ce, 4e melicTBHETO My ce U3passiBa B IPOMSHA Ha
HAYMHA, 10 KOMTO KIETKUTE aKTUBUPAT U I€3aKTUBHUPAT T€HHUTE, a CHINO U Ype3 HaMeca B
npou3BoacTBoTo Ha HOBU PHK u JIHK. CwMmsTa ce, ue Te3u AeliCTBUSI KOpUTHPAT MPOOIEMHUTE C
Y3pSABAHETO M PacTeXka Ha MITAJIU KPbBHU KJICTKH B KOCTHHSI MO3bK, KOUTO MPUYHUHSIBAT
MUENOANCIIACTUYHH HAPYIICHUS, KAKTO U yOUBAT PAKOBUTE KJIETKU TIPU JIEBKEMUSL.

I'oBopeTe ¢ Bamust nexkap uimu MeIUIMHCKA CECTpa, aKOo UMaTe HIKaKBU BBIIPOCH 3a TOBA Kak AeiicTBa
Azarmutuana Accord nimu 3amo Bu e npeanrcano ToBa JIeKapcTBO.
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2. KakBo TpsiOBa 1a 3HaeTe, Mpeau 1a U3M0J3BaTe A3anuTUAMH Accord

He n3noa3saiite AzanuTuaus Accord
o aKo CTe aJepPruYHM KbM a3alUTUANH WIN KbM HAKOS OT OCTAaHAJINTE ChCTABKM HA TOBA
JIeKapcTBO (M30pPOCHU B TOUKA 6)

o aKo MMaTe HampegHal YepHoapoOeH pak
o aKO KbPMHTE.

IIpexynpesxxkaeHns U MpeanasHu MePKH
I'oBopere ¢ Bamus siekap, papmarieBT nix MEIUIIMHCKA CECTPa, PN Ja U3IMO0NI3BaTe A3alUTHINH
Accord:

o aKo “MaTe HamaseH Opoi TPOMOOIIMTH, YEPBEHU MU Ol KPBBHH KICTKH

o aKko uMare ObOpeyHO 3a00sIBaHEe

. aKo UMaTe YepHOPOOHO 3a00IsIBaHe

o aKO MMaTe WM HIKOTa CTE MMaJIM ChPICUHO 3a00IsBaHe WK HH(APKT MM aHaMHEe3a 3a

OenmopoOHO 3a00MsBaHE.

Azamutuaua Accord MOXKe Jla IPEIM3BHKa CEPHO3HA UMYHHA PEaKIvs, HapeueHa ,,CHHIPOM Ha
nmudepeHnuanus (BIKTe Touka 4).

KpbBHO u3ciensane

[Ile Bu Obaat npaBeHn KPHBHU U3CIICIBAHKS NIPEAH 3all0YBaHE HA JICUCHUETO ¢ A3anuTuanH Accord
Y B HAYAJIOTO HAa BCEKU MEPHOJI Ha JcucHue (HapedyeH “IuKkb’). ToBa ce mpaBH C IeJ J1a Ce MPOBEPHU

JIaJTi IMaTe TOCTAaThYHO KPBBHH KJICTKH | JTATH YepHUAT Ipo0 1 Ob0pernuTe Bu paboTsT HOpMaTHO.

Jeuna u roHomu
Azanutnana Accord He ce mpenopbyBa 3a yrnorpeda Ipu jAela 1 10HOmH oA 18-roaumiHa Be3pacT.

JApyru nexapcTBa u Azanutuaud Accord

Undopmupaiite Bammst nexkap uinu papManeBT, ako H3I10JI3BaTe, HACKOPO CTE M3IOJI3BAIIN WIH €
BB3MOXKHO J1a M3M0JI3BaTe APYTH JiekapcTBa. ToBa ce Hajara mopajan Bb3MOKHOCTTa A3alUTHANH
Accord na moBnuse Ha HaYMHA, 110 KOHUTO HAKOU JeKapcTBa AeicTar. ChIO Taka € Bb3MOXKHO U
JOpyTH JIEKapcTBa Ja MOBIHSAT ACHCTBUETO Ha A3zanutuanH Accord.

EpeMeHHOCT, KbBPMECHE U (l)epTHJ'II/ITeT

Bbpemennoct
He tps6Ba na nsnonseare Azamutuand Accord 1o Bpeme Ha OpEMEHHOCT, Thil KATO MOXKE J1a € BPEIHO

3a 6e0eTo. AKO cTe XKeHa, KosiTo 61 Moria Ja 3adpemMenee, TpsaOBa J1a U3Mo3BaTe e()eKTHBEH METO/
Ha KOHTpaIeNusi, JoKaTo nprueMaTte Azanutuand Accord u 3a 6 Mecena clie/i CIMpaHe Ha JEYCHUETO
¢ Asarutuaun Accord. HesabasHo yBenomeTe Bamus jiekap, ako 3a0peMeHeeTe 110 BpeMe Ha
JICYCHHUETO.

AKo cTe OpeMeHHA WIH KbPMHTE, CMATATE, U€ MOXKE J1a CTEe OpeMEHHA WM IJIaHupaTe OpeMEeHHOCT,
nochBeTBalTe ce ¢ Bamms nexap wim gapmaieBT npeau ynorpedarta Ha TOBa JEKapCTBO.

Kopmene
He tps6Ba ma kppMuTe, KOraTo M3momBare Azanutuaua Accord. He e n3BecTHO nanmm ToBa

JIEKapCcTBO TPEMUHABA B KbpMarTa.

DepTunurer
Mmpikere He TpsIOBa Ja 3aueBaT JeTe, JOKATO ca Ha JiedeHne ¢ Azarutuaud Accord. Mbxere TpsOBa

Ja U3I10J13BaT C(I)CKTI/IBCH MCTOJ Ha KOHTpalCHIUA, 10KATO IpHUEMaT ABEILII/ITI/I)_'[I/IH Accord u3a3
Mecela cieq CrmupaHe Ha JICUCHUCTO C ASaLII/ITI/II[I/IH Accord .
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Koncynrupaiite ce ¢ Bamus nekap, ako uckare Jla KoHcepBupare Baiiia ciepma, npeid Jia 3all04HeTe
TOBA JICYCHHE.

Hlodupane u padora ¢ MAIIUHU
He mo¢wupaiite 1 He paboTeTe ¢ MHCTPYMEHTH M MAIIHH, aKO MIOYYBCTBATe HEXXEJIaH! PEaKIIuu
KaTo ymopa.

3. Kaxk na uznouasBare AzanuTuaul Accord

[Ipenn na Bu nane Azamutuaun Accord, Bamust nexap me Bu nane u apyro nekapcerso, 3a 1a
MIPEeIOTBpaTH Ta/IeHe U MOBPBIIaHE B HAUYAJIOTO HA BCEKH IUKBJI HA JICUCHHE.

. IpenopbunTennara 103a € 75 mg/m? TejecHa MOBBPXHOCT. Bammsr nexap 1e onpenenu
BammaTa m03a oT TOBa JIekapcTBO B 3aBUCUMOCT OT 00110TO BU chcTOsTHME, pheTa 1 TernoTo Bu.
Bammusit nexap mie nposepsiBa Hanpeabka Bu 1 Moxke 1a mpoMeHH 703aTa, ako € He0OX0IUMO.

. AzanutuanH Accord ce Tpuiiara BCEKH JISH B MPOIBDKEHIE Ha €THA CEIMUIIA, MTOCIISIBaHA OT
MIEPHUO/I Ha TIOYMBKA C MMPOABIDKUTETHOCT 3 ceMMUI. 1031 “IUKBI Ha JIeYeHHe 1€ Ce TIOBTaps
Ha Bceku 4 cenmuiin. OOMKHOBEHO 11ie By ObaT mpuiioykeHu moHe 6 IUKbIIa Ha JICUSHHE.

ToBa nexapcTBo 1ie Bu Obe mpuarano KaTo MHXEKIH 1Mo KoxaTta (TIOKO0KHO) OT JIeKap WIIn
MEIUIMHCKA cecTpa. MHXeKuusaTa MoKe J1a ce IIOCTaBH 101 KoXKaTa Ha 0elpoTo, KopeMa HiIh
MUIIIHALATA.

AKO MMaTe HIKAaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bammus nexap, papManeBT WM MEIULIMHCKA CECTpa.

4. Bb3MOXKHYN He:KelaHU peaKkuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIaHU pE€aKIIuH, BHIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

He3a6aBHo yBenomere Bamms jiexap, ako 3a0esieskuTe HAKOS OT CJICTHUTE HEXKEIAHH PeaKIuu
npu Bac:

o CBLHIMBOCT, Tpenepene, ;KbITCHHIA, IIOYBaHEe HA KOpPeMa U JIeCHO 00pa3yBaHe Ha
cuHMHU. ToBa MOXe Ja ca CUMIITOMU Ha YepHOAPOOHA HEIOCTATHYHOCT M MOKE Jia ca
JKUBOTO3aCTpAIllaBalllH.

o OTnyaHe HA KpaKaTa U CThIIAJIATA, 00JKa B rbp0a, HAMAaJleHO YPUMHUPAaHe, YBeJIHYeHa

JKa)K1a, YCKOPEH MYJIC, CBETOBBPTEK U rajieHe, NOBPbIAHe MJIN HAMAJIEH afeTUT H
YyBCTBO Ha 00bPKBaHe, 0e3M0KO0ICTBO WK yMopa. ToBa MOXe /1a ca CHMIITOMH Ha
O0B0pedHa HeJOCTATHYHOCT M MOXKE Ja ca )KMBOTO3aCTPAIIaBaIllH.

o IloBumena remnepartypa. ToBa 61 MOIJIO [a c€ IBJDKM HA MH(PEKIMS B pe3yaTaT Ha
MOHW)KEHUS Opoii Ha GeNuTe KPhBHU KIIETKH, KOETO MOXKeE J]a € JKHBOTO3acTpallaBario.
. BoJjika B repanTe WM 3aayX, KOMTO MOsKe 1a e NPUAPY KEeH OT MOBUILIEHA TeMIlepaTypa.

Tora Moke 1a ce IBDKK Ha MHGEKIH Ha OenuTe Ipo0doBe, HapedeHa "THEBMOHUS" 1 MOXeE J1a
€ )KMBOTO3aCTpaIIaBaio.

. KnpBene. Hanpumep KpbB B H3MPaXKHEHUATA B PE3yNITAT HA KbPBEHE OT CTOMaXa MM YepBaTa
WM KPHBOM3JIMB B TJIaBaTa. ToBa MOXe Ja ca CHMIITOMH Ha HUCHK OpOil TPOMOOIIUTH B KPBHBTA.
. 3aTpynHeHo quIIaHe, MOAYBaHe HA YCTHUTE, ChpOek min o6puB. ToBa MOXe Jla ce JIBIIKH

Ha aJIepruvHa peakuus (peaKIII/Iﬂ Ha CBp’LX‘IYBCTBI/ITeJ'IHOCT).
I[pyFI/I HCXKCJIaHU pCaKIIMK BKJIIOYBAT:

MHOro 4ecTH HeKeJaHU peakunu (MoXke 11a 3acerHar moseue ot 1 Ha 10 mymm)
. Hamanen Opoii yepBeHU KpbBHU KJICTKH (aHeMUsI). BB3MOXKHO € Ja 4yBCcTBaTe yMopa | Jia
cre Onenu.
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Hamanen Opoit Oenu KpbBHH KIIETKU. TOBa MOXKE Jla ce ChIIPOBOXK/Ia OT TIOBHIIICHA
Temreparypa. ChIIo Taka € Bb3MOXHO J[a CTE MO-MOJJATINBHA KbM HHPEKITHH.
Hucwk 6poit TpomOoruTH (TpoMOoITonenus). Ilo-nogatnueu cre KbM KbPBEHE U
KPBHBOHACSIAHMS.

3amek, quapus, raJieHe, IOBPbhIIaHe

[TaeBMOHUS

Boiika B repaute, 3a1yx

Ymopa

Peakius Ha MACTOTO Ha MHXXCKTHPAHE, BKIIIOUBAIIA 3auepBsIBaHe, 00JIKa WIIH KOJKHA PEaKIns
3ary0a Ha aneTuT

Boinku B craBuTe

KpbBoHacsgane

O06puB

YepBeHu WM JIWJIABU METHA 0 KoxkaTa Bu

Bonka B kopema (kopemHa 60JKa)

Copoex

IToBumena Temneparypa

Bb3nanenue Ha HOCa U T'bPIOTO

3aMasHOCT

I'maBoGonme

[Ipobnemu cbe chHs (Oe3chHIE)

KpbBoTeueHHEe OT HOCA (STIMCTAKCHUC)

Bonku B Mmyckynute

Crnabocr (acTeHust)

3ary0a Ha Terio

[ToHM>keHO HUBO HA Kaus B KPBHBTA.

YecTn HexKeIaHU peakiuu (Moxe ja 3acernar o 1 Ha 10 qymm)

KspBene B rnaBarta Bu

bakrepunanna nadekius Ha KpbBTa (cercnc). ToBa MoXKe 11a ce TB/DKU Ha HaMaJieHus: Opoit Ha
OenuTe KpbBHU KIIETKH B KpbBTa Bu.

KoctHoMO3buHa HepocTaThyHOCT. TOBa MOKeE J1a ToBeZEe 10 HaMaseH Opoil Ha YepBEHHUTE U
OenuTe KPHBHM KJIETKH U Ha TPOMOOIIUTHTE.

Bun anemust, ipu KosiTO OpPOST HA YEPBEHUTE U OeNIMTE KPbBHU KJIETKH M HA TPOMOOLIUTHTE €
HaMaJIeH

Wndexkuus Ha ypuHarta

BupycHa nHdekIms, TpuauHsBaIia xeprec

KbpBene ot BeHIIMTE, KbpBEHE OT CTOMaxa WM YepBaTa, KbpPBEHE OT aHyca, IBJDKAIIO Ce Ha
XeMOPOHIH (XEMOPOUAATHO KbPBEHE), KbPBEHE B OKOTO, KbPBEHE MO/ KOxkaTa Bu min B camaTta
KOXa (XeMaToMm)

KpsB B ypunara

S13BU 1o ycTaTa 1 e3uKa

IIpomeHu Ha KOKaTa Ha MSICTOTO Ha MHXKEKTHpaHe. Te BKJIIoYBAT MoyBaHe, Oydka,
KpbBOHAcCsIaHEe, KbPBEHE B caMaTa KoXKa (XeMaToM), 00OpUB, ChpOEkK 1 MPOMEHH B IIBETA HA
KOXKaTa.

3adepBsBaHE Ha KOXKaTa

WNudexnus Ha koxxaTa (LETYIINT)

Wudexnus Ha HOca ¥ IBPIIOTO WK BH3MAJIEHO I'BPIIO

Xpema uiau Bb3NajieHHe Ha HOCa WIIM CUHYCUTE (CUHY3HUT)

[ToBuIIeHO MK TOHMKEHO KPBBHO HAJSITaHe (XUIEPTOHUS WIIM XUIIOTOHUS])

3aayx Opu JBUKEHUE

Boska B repioTO ¥ rpBKIISHA

Jlomo xpaHocmunane

Jleraprus
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001110 HEepa3MOJIOKEHHE

besnokoiicTBo

O0BpKaHOCT

OnanaHe Ha Kocarta

brOpeuHa HemoCTaTHYHOCT

Hexunpartanus

bsan Hanen no e3uka, BbTpELIHATa cTpaHa Ha Oy3HUTE U MOHAKOTra 110 HeOLEeTO, BEHLIUTE U
cnuBUIKTE (MOMYHA WH(EKIHS B YCTHATA KYXHHA)

[Ipunagpk

Criaz B KpbBHOTO HAJIATaHE MPH U3IPaBsHE (OPTOCTATUYHA XUIIOTOHHMS), BOACII 10
CBETOBBPTEXK MPH MPEMUHABAHE B U3MIPABEHO WJIM CEHAJIO TTOJIOKEHHE

CBHEHOCT, ChHIMBOCT (COMHOJIEHTHOCT)

KbpBene nopaau karersbp

3abomnsBane, 3acAraimo Ae0eI0To YePBO, KOETO MOXKE JIa JIOBeJIe JI0 TPECKa, MOBPHIIaHe U
00JIKH B KOpeMa (IHUBEPTUKYIIUT)

TeuHocT okomno Oenure npoboBe (TUIEBpaICH U3NIKB)

Tpenepene (CTyAeHU TPHIIKN)

MyckynHu cia3Mu

Hapurnaat chp0sii 0OpuB 1o Koxkata (ypTHKAPHS)

CnOupaHe Ha TEYHOCT OKOJIO CHPLETO (MepuKapIraiia eQysus).

HeuecTu HexkeslaHu peaknuu (Moxe Ja 3acerHat 1o 1 Ha 100 qymm)

AnepruyHa peakius (peakuys Ha CBPbXUyBCTBUTEIHOCT)

Tpenepene

YepHoapoOHA HEAOCTATHUHOCT

l'onemu, ¢ uBAT Ha ciMBa, MOBAUTHATH OOJIE3HEHH METHA MO KOXKATa C TEMIIEpaTypa
BonesneHo pass3BsBaHe Ha KokaTa (TAHTPEHO3HA TTHOIEPMHUSI).

Bbinanenue Ha nTUraBumaTa OKoJo ChpLUETo (TIEPUKAPAUT).

Penxu Hexes1anu peakuuu (Moxxe 1a 3acersar 1o 1 ga 1000 gyrmmm)

Cyxa kanumra

be3bose3neH 0TOK Ha BbpxXa Ha MPBCTUTE (e opMaris)

TyMop-nu3uc CHHAPOM — META0OJIMTHH YCIOXKHEHUS, KOUTO MOTAT Jia HACTBILIT 0 BpeMe Ha
JICYCHUETO Ha paK U MOHSIKOra Jopu 0e3 ieueHre. Te3n yCIoKHEHUS ce TPUYUHIBAT OT
MPOIYKTA HA YMHPAIIUTE PAKOBH KIETKH U MOTAT JIa BKJIIOYBAT CIICHOTO: IPOMEHHU B
OMOXMMHUYHHUTE MTOKA3aTeNId Ha KPbhBTa; BUCOKO HMBO Ha KaluH, Gocdop, MMKOYHA KUCEIMHA U
HUCKO HHBO Ha KaJI[Uii, KOUTO B TIOCJIEICTBUE BOJAT JI0 TPOMEHU B ObOpedHaTa QPyHKIHS,
ChplIeOMEeHE, I'bPUYOBE U TIOHSAKOTa CMBPT.

C Hen3BeCTHA YeCcTOTA (OT HaJIMYHUTC JaHHHU HC MOXKE aa 6’5,[[6 HaIlipaBCHa OI_[eHKa)

WNudexnus Ha TpI00KUTE CIIOEBE HAa KOXKaTa, KOSTO C€ Pa3npocTpaHsiBa Obp30, YBPEKAAWKN
KO)KaTa U MEKHUTE ThKaHH, KOETO MOXKe Jja ObJIe JKUBOTO3aCTpaIIaBaIIo (HEKPOTU3UPAILLL
(daciuur).

CepunosHa UMyHHA peakuus (CHHIPOM Ha AU(pEpeHINAINS), KOSITO MOXKE J1a TPEAN3BUKA
Tpecka, Kaluinia, 3aTpyIHEHO JUIaHe, OOpUB, HAMAJICHO OTJIEJISIHE Ha YPHHA, HUCKO KPBBHO
HaJsIraHe (XMIOTOHHS), MOAyBaHe Ha PhIETE WIN KpakaTa 1 Obp30 HaJIaBaHe Ha TErJo.
Brp3nanenue Ha KPpbBOHOCHHUTE CHJIOBE B KOXKATa, KOSTO MOKE J1a TOBEJIE 10 OOpUB (KOKEH
BacCKYJIHT).

Cpo01aBaHe HA HeKeJIaHU peaKlun

AKO IOJIyYHTe HAKAKBU HE)KEJIaHHU JICKAPCTBCHM PeaKivu, yBeaomere Barus nekap, hapmaneBT Hid
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA BCUYKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknuu. Moxere ChIo Aa ChOOIIUTE HEXKETAHN PeaKIUY JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOIaBane, mocoucHa B [Ipunokenue V. Kato cho0IaBaTe He)KEIaHN PEaKIMK, MOXKETE Ja JaJIeTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUs OTHOCHO 0€30TaCHOCTTa Ha TOBA JISKAPCTBO.
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5. Kak na cexpansiBate Azanutuann Accord
Jla ce cpxpaHsiBa Ha MsICTO, HEJIOCTBITHO 32 JeLa.

He u3non3Batite ToBa JICKApCTBO CJICA CpOKa HA TrOAHOCT, oTOeNsI3aH BbpPXY C€THUKCTA Ha (bHaKOHa n
KapTOHC€HAaTa OIIaKOBKa. CpOK’bT Ha TOJAHOCT OTTOBaps Ha MOCJICIAHNA JE€H OT IMOCOYCHUA MECCII.

Barmusr siekap, papMareBT Wil MEAUIMHCKA CECTPa ca OTTOBOPHH 33 ChbXPAHCHUETO HA A3aIUTUANH
Accord. ChI1i0 Taka, Te ca OTTOBOPHHM 32 MPABUIIHOTO MPUTOTBSIHE U U3XBBPJISHE HA HEU3MOI3BAHUS
Aszamuruang Accord.

3a HCOTBOPCHUTC (bHaKOHI/I C TOBA JICKAPCTBO — HAMaA CIICHUATIHHN YCJIOBHA Ha CbXPAHCHHC.

Kozcamo ce usnonzea eeonaza
Crnen karo Ob/ie MPUTOTBEHA, CYCIICH3UITA TPIOBa Ja Ce MPUIIOKH B paMKUTe Ha 60 MUHYTH.

Koeamo ce uznonsea no-kvcro

Ako cycrien3usaTa AzanutuauH Accord ce MpUroTBs ¢ HEOXJIAZeHA BOJIa 32 MHXKEKIINH, CYCIICH3UsATa
TpsiOBa 1a ce mocrasu B xianwiauka (2 °C — 8 °C) BegHara ciiej] MpUTOTBSHETO U JIa Ce ChXpaHsBa
oxJiaJicHa 3a MaKCUMyM 8 Jaca.

Ako cycrien3usaTa AzarutuauH Accord ce MpUroTBA ¢ oxJiajaeHa Boaa 3a nmkekwn (2 °C — 8 °C),
CyCIIeH3HATa TPsIOBa 11a ce rmoctaBu B xnammmHuka (2 °C — 8 °C) BegHara cie MpUroTBSIHETO U J1a Ce
ChXpaHsBa 0XJIa/ieHa 32 MaKCUMyM 22 yaca.

CycnensusTa TpsiOBa fa ce octasu 10 30 MUHYTH TIpeIy MPUIIAraHeTo i Ja TOCTUTHE CTaiHa
temneparypa (20 °C — 25 °C).

[Ipu Hanu4uue Ha YaCTULM CyCIIEH3UsTa TPAOBa Aa ObJe U3XBBPIICHA.

6. Chabp:kaHue Ha ONIAKOBKATA M JONbJIHUTETHA HHpopManus

KaksBo cbabpxa Azanutuann Accord

o AKTHBHOTO BEMIECTBO € azauuTuanH. Enuna ¢umakon ceappka 100 mg nim 150 mg a3anutuanH.
Cren pastBapsine ¢ 4 ml unmu 6 ml Boga 3a MHKEKIMK IPUTOTBEHATA CYCIICH3HS
ChABPKa 25 mg/ml azaruTHINH.

o Hpyrara cbctaBka e Mmanuton (E421).

Kak m3rnexna AsanumuauH Accord 1 KaKBO ChIBbpP:Ka OIaKOBKATA
Azamutuaus Accord npeacraBisiBa Osul Ipax 3a MHXXEKLMOHHA CYCIIEH3Us U Ce IIpeJylara B CThbKJIEH
(hmakoH, ceabprkant 100 mg win 150 mg azanuTuauH.

Bunose onakoBku:
1 ¢maxon, ceappxant 100 mg a3anuTHINH.
1 dnaxon, ceabpxany 150 mg azaunTHINH.

IIpuTtexaTes1 Ha pa3pelIeHUETO 32 yIoTpeda
Accord Healthcare S.L.U.

World Trade Center,

Moll de Barcelona, s/n,

Edifici Est 6* planta,

08039 Barcelona, Mcmanus

IIpousBoauTen

38



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

95-200 Pabianice

TTonma

HnIIn

Laboratori Fundacié Dau

C/ C, 12-14 Pol. Ind.

Zona Franca, Barcelona, 08040,
HUcnamms

HIIn

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnannus

HIIn

Accord Healthcare Single Member S.A.
64th Km National Road Athens,

Lamia, Schimatari, 32009,

I'spuns

3a mombJHUTETHA WHGOPMAIUMS OTHOCHO TOBA JICKAPCTBO, MOJS, CBBPKETE C€ C JIOKATHUS
NpEe/ICTaBUTEN Ha MPUTEKATEIIST Ha Pa3pelieHreTo 3a ynorpeoda:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
Ten: +30 210 7488 821

JlaTa Ha mocJeaHo npepasriexiaaHe Ha guctoBkata {MM/I'TTT}.
[TonpoOHa nHpOpMaNHUs 3a TOBA JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus

1o jekapcraara http://www.ema.europa.eu. [TocoueHu ca chIio JUHKOBE KbM ApYTH yeOcaiToBe,
KBJCTO MOXE Jla C€ HaMepHu HHGOPMAIIUS 3a PEIKU 3a00ABAHHS U JICUCHHUS.

ITocouenara mo-a0J1y m{(bopMauml € NMpeaAHasHaYeHa caMo 3a MCAUIIUHCKU CIICHNUAJIUCTH:

IIpenopbku 3a 6e3omacHa pabora

AzanutuanH Accord e IUTOTOKCHYEH JIEKAPCTBEH MPOAYKT U MOA00HO Ha Py MOTECHIIHATHO
IIUTOTOKCUYHU ChCTABKH € HEOOXOIMMO BHUMaHUE MPH paboTaTa U MPUTOTBIHETO HA CYCIICH3MSTA
azanutuauH. TpsOBa fja ce mpuiarat nporeIypuTe 3a MpaBuiiHa padoTa ¥ U3XBBHPIISHE Ha
AHTUTYMOPHH JICKAPCTBEHU IPOIYKTH.

[Ipu KOHTAKT Ha MPUTOTBEHUS A3alIUTHANH C KOYKaTa He3a0aBHO M3MUNTE OOMIHO C BOJIA U CaIlyH.
[Ipyu KOHTAKT C TUTABUIIUTE M3ILIAKHETE OOMITHO C BOJIA.
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HecwpB™MecTrMOCTH
To3u silekapcTBEH POAYKT He TPsiOBa /1a ce CMecBa C JPYTH JICKApCTBEHU NPOLYKTH, C U3K/IIOUCHHE Ha
nocouyeHute no-goiy (Bx. “Ilpouenypa 3a nmpurotssiae”).

IIponienypa 3a npUroTBsiHe

Azarmmutana Accord TpsiOBa 1a ce pa3TBaps ¢ Boja 3a HHKEKIuH. CpOKbsT Ha TOAHOCT Ha
MIPUTOTBEHUS JICKAPCTBEH MPOYKT MOXKE Ja C€ MPOIBIDKH, KaTO 3a pa3TBapsHE Ce U3IO0JI3Ba OXJIa/icHa
(2 °C no 8 °C) Bona 3a umkekiuu. [lo-goy ca mageHu MoapoOHOCTH 32 ChXPaHSHUETO Ha
MIPUTOTBEHUS TPOAYKT.

1. Heobxomumu ca ciieHUTe KOHCYMAaTUBU:
(hnaxon(n) azanutuaAnH; GaaKoH(1) BoAa 32 HHKEKIMK, HECTCPUITHA XUPYPTUYHHU PHKABHIIH;
HAIOCHU ChC CITUPT NMAaMydeTa; MHKEKIIMOHHA CIIPUHIIOBKA(U) oT 5 ml ¢ urna(u).

2. [MomxomsamusT 06eM BOJa 32 UHKEKIUU B CIIPUHIIOBKATA, KATO M3TOHUTE BCUYKUS BB3IAYX OT
CIPUHIIOBKATA.

®d1akoH, ChABPIKAIT O06eM BO/Ta 32 MHXKEKITHH OkoHYaTeTHa KOHIICHTPAITH
100 mg 4 ml 25 mg/ml
150 mg 6 ml 25 mg/ml

3. BbBenere uriata Ha CIPUHIIOBKATA, ChABPIKAIA BOJA 332 MHXKEKIIUH, Ipe3 TyMeHaTa
3arymalka Ha (J1akoHa ¢ a3aluTHIUH U 0aBHO WHXKEKTHpaiTe BOJaTa 3a HHKECKIIUU BbB
(hnaxoHa.

4. Crer KaTo OTCTpaHUTE CITPUHIIOBKATA M UTJIATa, pa3KiaTeTe eHePruyHO ()IaKoHa JI0
IOJTy9aBaHe Ha XOMOTE€HHA MbTHA cycrnieH3us. Clies pa3TBapsHETO BCEKH MUJIHITUTED OT
CyCIIeH3MATA I1Ie Chabprka 25 mg azanutuand (100 mg/4 ml uau 150 mg/6 ml). [IpurorBeHusT
MPOAYKT MPEJCTaBIIsSIBA XOMOTEHHA, MbTHA CyCIIeH3us, O0e3 armomepaTty. CycneHs3usTa TpsOBa
Ia ObJic U3XBBPICHA, aKO ChIABPKA TOJIEMH YaCTUIU WM arioMepatu. He dhuntpyBaiite
CYCIICH3MSITA CIIeJl pa3TBapsiHe, Thil KATO TOBA MOXE JIa OTCTPAHU aKTUBHOTO BellecTBO. TpsiOBa
Jla ce ¥IMa TIPEJIBUJI, Y€ B HIAKOU aJarTOPH, UK U 3aTBOPEHN CUCTEMU MOKE JIa iMa QUITPH.
CrieoBaTEIIHO TaKMBa CUCTEMH HE TPSIOBA J1a C€ U3IIQJI3BAT 33 MPUJIAraHe Ha JCKApCTBEHUS
OPOJIYKT CIIe]] pa3TBapsHe.

5. ITouncTeTe rymMeHaTa 3amymiaika U Ipo0oIeTe C HOBA UIJIA U CIIPUHIIOBKA (iiakoHa. OOBpHETE
(hnaxoHa ¢ TFHOTO HATOPE U CE YBEPETE, Ue BbPXBT HA UTJIaTa € MOl HUBOTO HA TSUHOCTTA.
Wznbppmaiite OyTanoTo U U3TErIeTe KOJUYECTBOTO OT JISKAPCTBEHUS POAYKT, HY)KHO 32
TOYHATA J1032, KATO U3TOHUTE BCUUKHS BB3yX OT CIpHHIIOBKaTa. OTCTpaHeTe
UTJIaTa/CIpUHIIOBKATa OT (pJIAKOHA M U3XBBPJICTE UTIIATA.

6. BsemeTe HOBa HrITa 3a IOJIKOKHU WHXKEKIHMHU (TIpenopbuBa ce 25-G) U 5 3akpenere CTabWIHO Ha
cnpuHiloBkaTta. He TpsiOBa 1a ce mpokapsa pa3TBOp 10 UIJIaTa MPEead HHXEKTHPAHETO, 33 Ja Ce
HaMaJId 4eCTOTaTa Ha PeaKkiMUTe Ha MICTOTO Ha MHXKEKTHpaHE.

7. Koraro e HeoOxo1umM moBede oT eAvH (hJIaKoH, TOBTOPETE BCUUKH N30POSHH MO-TOPE CTHITKU 32
MIPUTOTBSIHE Ha CYCIIEH3UATA. 3a 103U, U3UCKBAIIY TIOBEYE OT eIuH (PIIakoH, 03aTa TpsOBa j1a
ce pasJieNii opaBHo, Harp. 103a 150 mg = 6 ml, 2 cipuHIIOBKH ¢ 110 3 ml BbB BCska
cnpuHioBka. [lopamu 3aappkane BB (prrakoHa U UTIaTa MOXKE J1a He € Bh3MOXKHO J1a Ce
W3TETIIN ISUI0TO KOJIMYECTBO CYCIIEH3US OT (pJIaKoHa.

8. ChIbpikaHUETO Ha CIIPUHITOBKATA ¢ J03aTa TPsOBa Aa Obe pecyCleHANPAaHO HETIOCPEACTBEHO
npe/y npuiiaraneTo. Temreparypara Ha CyCIIeH3HATa B MOMEHTA Ha HHKEKTUPaHeTo TpsiOBa Jia
e oxojo 20 °C-25 °C. 3a ga 4 pecycneHaupare, IpeBbPTETE EHEPTUYHO CIIPUHIIOBKATA MEXKTY
JUTaHUTE CH JI0 TIOJTyYaBaHe Ha XOMOT€HHa, MbTHA cycrieH3usl. CyclieH3usITa TpsoBa 1a ObJe
U3XBBPJICHA, aKO ChIbPIKa TOJIEMH YACTHIIN VITH arJIOMEPAaTH.

ChbXxpaHeHHUE Ha TIPUTOTBEHUS MPOJIYKT

3a nenocpedcmeena ynompeoba

Cycnensusta AzanutuanH Accord MoXe Ja ce TIPUTOTBS HEIOCPEICTBEHO NpeIu yrnoTpeda u
MIPUTOTBEHATA CYCIICH3US TPSAOBA J]a ce MPUJIOKHU B paMKuTe Ha 60 MUHYTH. AKO ca MUHAJIA TIOBEYE
oT 60 MUHYTH, IPUTOTBEHATA CYCIICH3U TPsIOBa Aa Obe M3XBHPIICHA 0 CHOTBETCH HAYWH U J1a Ce
NPUTOTBY HOBA J1034.
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3a no-kvcua ynompeoba

Koraro ce pa3tBaps ¢ BoJja 3a HHXKEKIIUH, KOATO HE € OXJIa/JieHa, IPUTOTBeHATa CYyCIIeH3H TpsIOBa a
ce noctasy B xJaaamwiHUK (2 °C 1o 8 °C) HEmOCpeACTBEHO ciiel pa3TBapsSHETO U 1a CE ChbXPaHsBa B
XJIAAWJIHUK 32 MAaKCUMYM 8 4aca. AKO € IpecTosula B XJIAAUIHKKA II0BeYe OT 8 yaca, CyCIeH3UsATa
TpsiOBa J1a ObJie U3XBBPIIEHA 10 CHOTBETEH HAYMH U Jia C€ IPUrOTBU HOBA J034.

Korato ce pasrBaps ¢ oxnanena (2 °C go 8 °C) Boga 3a HHKEKITUH, IPUTOTBEHATA CYCIICH3US TPSOBa
na ce moctaBu B xianuiaHUK (2 °C o 8 °C) BemHara ciiel pa3TBapsiHETO U J1a CE ChXPaHsBa B
XJIAJIUTHUK 32 MakCUMyM 22 daca. AKO € IpecTosia B XJIaJUITHHAKA MToBeUe OT 22 yaca, CyCIICH3UATa
Tpsi0Ba Ja Ob/Ic U3XBBPIICHA IO CHOTBETCH HAYMH U JIa CE MPUTOTBH HOBA J103a.

[Ipenu mpunaraneTo mbjaHATa C MPUTOTBEHATA CYCIICH3MS CIPUHIIOBKA TPsiOBa /1a ce OCTaBH 3a He
noseue oT 30 MUHYTH, 3a Aa JOCTUTHE Temrepatypa ot okojo 20 °C-25 °C. Ako ca MUHaJIH [TOBEYE
ot 30 MUHYTH, CyCIIeH3HATa TPsIOBa Ja ObJe M3XBBPIICHA IO CHOTBETCH HAYMH U J1a C€ IPUTOTBU
HOBa J103a.

W3uncrnsBane Ha MHAUBUIYAITHU J03HU
O6mara mo3a criope] TeJieCHaTa MOBBPXHOCT MOXKE JIa C& M3YHCIIH 10 CIICAHUS HAUWH:

O61mua no3a (mg) = J[o3a (mg/m?) X TeliecHa MOBLPXHOCT (M?)

CJ'ICI[BaH_IaTa Ta6m/1ua npeacTaBjisiBa CaMO IPpUMEP 3a TOBA KaK Ja 6’B,Z[aT HU3YNCJICHU MHAWUBUAYAJTHUTC
J031 a3alluTUIHH Ha ba3aTa Ha cpeaHara CTOMHOCT 3a TeJecHaTa MOBBPXHOCT OT 1,8 1’1’12.

Jlo3a mg/m? OOma g03a Ha O0a3ara Bbpoii HeoOxoauMM OO011 HE00X0IMM
(% om Ha TeJIeCHa QuiakoHu 00eM Ha
npenopvyumenHama HOBBPXHOCT 0T 1,8 m? OPUTOTBEHATA
Ha4yaana 003a) CYCIIEH3Hs
dutakoH ®drakoH
ChC cbe 150 mg
100 mg
75 mg/m? (100 %) 135 mg 2 pnakona | 1 dmakon | 5,4 ml
37,5 mg/m* (50 %) 67,5 mg 1 gpaakon | 1 domakon | 2,7 ml
25 mg/m? (33 %) 45 mg 1 pmakon 1 pmakon 1,8 ml

HauwuH Ha npunioxxeHue
He ¢untpysaiite cycnieH3usTa Cje pa3TBapsHe.

Cren paztBapsae Azanutuaud Accord TpsOBa ga ce HHKEKTHPa OIKOXKHO (BbBEIETE UTJIaTa 0T
BI'BJI OT 45-90°) ¢ urina 25-G B MUIIHUIIATa, O€IPOTO WIIK KOpeMa.

I[OBI/I, MO-rojJeMHu OT 4 ml, TpSI6Ba Ja 6’B,Z[aT WHXXCKTHPAHU Ha ABC PA3JIMYHU MCCTA.
Mecrara Ha HWHXCKTHUPAHC TpSI6Ba Aa c€ peayBar. CJ'IC,I[BaH_II/ITC HMHXCKIIUNU Tpr6Ba Ja CC MpaBsIT HA

IIOHE 2,5 cm OT MACTOTO Ha MOCTABAHC HA NPCAUIINTHUTC U HUKOTI'a B O6J'IaCTI/I, KOHUTO Ca YYBCTBUTCIIHU,
C KpbBOHACAAaHWsA, 3a4CPBCHN UJIU YIUTbTHCHH.

UsxBbpasiHe
Hewsnon3BaHuAT JIeKapCTBEH MPOAYKT WU OTIAIBYHATE MATEPHAIA OT HETO TPSOBA 1A CE€ U3XBBPIISIT

B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHU.
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