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. HME HA JEKAPCTBEHNW IMPOAYKT

AzanuTaaad ©apMacaiibHe 25 mg/ml npax 3a MHXKEKIMOHHA CYCIICH3H
Azacitidine Pharmascience 25 mg/ml powder for suspension for injection

2. KAYECTBEH H KOJWMYECTBEH CbCTAB

100 mg ¢nakoH
Beexu duakoH ceabpxa 100 mg azauuThuiH (azacitidine). Cnex pasTBapaHC BCEKH MMITAIUTHD
CycHEH3Hs ChABPXKA 25 Mg asalldTAANH.

150 mg ¢nakoH
Beexu GnakoH cpabpika 150 mg asalMTranH (azacitidine). Cnen pasTBapAHE BCEKH MUITKIIHTHD
CYCTIEH3HA ChABPXKA 25 mg a3atuTHINH.

3a TTB/IHNMA CIHACHK Ha ITIOMOLIHATE BEILECTEA BHIKTE TOYKA ?_.,L,__,mh L .
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3. JEKAPCTBEHA ®OPMA

[Ipax 3a HHKEKLIHOHHA CYCIICH3MA

Bsan ndodhunuszupaH mpax. i
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4, KJHHAYHH JAHHH
4.1 TepaneBTHUHH NOKAZAHHH

Azamtrans @apmacalfbHC € NOKa3aH 32 JEUCHIC HA BH3PACTHH NAIMEHTH, KOMTO HE ca MOAXOJALIH

33 TPAHCILTAHTALMA HA XCMOTIOETHHM CTBOTOBH wierkn (Haematopoietic stem cell transplantation,

HSCT), c:

. MUETOXHCIUTACTAYHNA CHHIPOMH (Myelodysplastic syndromes, MDS) ¢ MeKARHEH-2 1 BUCOK
puck crioped MexayHapoaHaTa MPOrHOCTHYHA TOYKOBA CHCTEMA (Internat:‘anal Prognostic
Scoring System, IPSS),

. XPOHMYHA MHEIOMOBOUHMTHA TEBKCMHUA (Chronic Myelomonocytic Leukaemia, CMML) ¢ 10-
29 % KOCTHOMO3BYHH OnacTu Oe3 MuenonpoaudepariBHO HapyIICHUE,

. OCTpPa MHEIOHIHA JIEBKEMMS (Acute Myeloid I eukaemia, AML) ¢ 20-30 Onactd H
MYATH/IMHEHHA MUCIUIa3ks CUOpel KnacudukauaTa Ha CpeToBHATA 30paBHa OpraHH3allii

- (€C30),
. AML ¢ > 30 % xocTHOMO3bUHH 671aCTH CIIOPE wracuduxanusata Ha C30.

4.2 Mo3upoBKa H HAYHH HA NPANOKEHHE

eyeHETO ¢ a3alMTHIANH TPAOBa fa ce 3anovsa 1 fipocie ABa Iol HabIIOACHUETO Ha neKap ¢ OIMHT B
MPWIAraHeTo HA XHMHOTEPAIeBTHHH cpencTBa. [1alMeHTHTE TpabBa A4 monxy4at npeMeguKalus ¢
AHTHEMETHULH CPEeLly raficHe U NOBPHLIAHC.

O3MPOBKA

IpenopbupaHaTa HaYalHa 1032 33 THPBUA IHKEI 1a eyeHre 32 BCHUKH MAllUEHTH, HE3aBHCHMO OT
M3XONHHMTE CTOMHOCTH Ha J1adopaToOpHUTE < eMATONOTHYHH TOKa3aTeny, € 79 mg/m’ TeJeCcHa
NOBBPXHOCT, MIKEKTHPAHH OIKOKHO BCCKH IICH B NpOIB/UKEHHE Ha 7 JIHH, NOCTEAB? '
Ha [OMMBKA C TIPOIBIKUTENHOCT 21 HHH (28-mHeBEH 1MKBI HA neyeHue).
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[Tpenophipa c¢ MALMCHTUTE 1a 6LIAT NOAI0KECHH HA MUHUMYM 6 neueOHY UKBIA. JIedeHHETO TpadBa

na ce MponbikKapa, AOKAaTO alueHThT TMpoALJUKaBa Aa MMa ron3a OT HEro WiH JO Iporpeci Ha
130019BaHETO.

[lauyenture TpsaOBa ga OvaaT CHCACHH 34 xEeMATOJIOrHuUes OTTOBOP/TOKCHYHOCT K b6pOpeuHa
TokcuaHocT (BX. Touka 4.4); BB3MOMKHO € Jid CC HATTOXH OTNIAraHe Ha Ha9aIOTO HA CHCBAIILHA IHKBJ1
WIH HaMa1sBaHe Ha 03aTa, KaKTO € OMHCaHo TIO-0y .

Asanprrunue PapMacaifbHC HE TpsiOBa @ Ce H3IO0J3BA RIaMMO3aMEHAEMO € MepopaneH asalliTHANH.
[lopagyn pasnMKHA B CKCIO3ULHMATA, NpenopbKHTE 3a J03aTa U cxeMata Ha TIpIIaraHe Ha NnepopajeH
A3AIMTHANH €A pa3NidHy OT TC3H Ha MiDikeKIoHeH asanpuTuauH. Ha METHIMHCKHTE CIICHHATTICTH CE
IpenopbuBa Ja NPOBEPSBAT UMCTO Hd neKapcTBeHHs MPOXYKT, A033Ta H HAYMHA HA TTPUIOKEHHT,

Jlabopamopru mecmose

[lpenu 3amoyBaHe Ha Tepanuara H npead BCEKU reqebed UMKBR TpsOBa Ja c€ OMpEACIIAT
(Y HKIHMOHAMTHUTE YEPHOAPOOHH NOKA3ATEH, CepyMHW KpeaTHHHH M CEpYMHHA puxapbonat. 11lpenu
saMouBaye Ha TepanuATa TpAOBa Ja ce HAlpaBH IIBIIHA KpbBHA KapTHHa, KaKTo W TpH HyXKzAa 34
POCHEAABaHE KA OTroBOPa ¥ TOKCHUHOCTTA, HO Haji-MaJKO TIpeIH BCEKU NeuebeH IUKEL

Kopuzupane #a 003ama nopadu xeMamonozuina HOKCUHHOCT

Y eMATOJOIMUHATA TOKCHUHOCT ce AepHHMpa Karo uaji-HUcKus Opoil KPBBHHM KIIETKH (Hazup),
TOCTHTHAT NpHM JaneH LHMKBA, aKo TPOMGOLMTHTE €& = 50,0 x 10°1 w/nnu abCONMIOTHIT Gpoit
neyrpodrm (ABH)e <1 X 10%/1.

BL3CTaHOBSIBAHETO ce AeuENpa KaTo yBENMapaHe Ha leTHYHATA JTHHHA (JITHHK ), TPH KOATO (KOMTO)
e HaONIonABaHA XeMaTOJOrHYHa TOKCHYHOCT, C MOHS JoJiOBMHATA OT a0CONIOTHATA pa3IiKa OT Haaupa
M H3XOAHWA Opoil KpPBBHH KJIETKH [ULOC 6pos mpu Hamup (T.€. Gpoit KpBBHH KINCTKH TPH
pL3cTaHOBABaHe > Gpoii mpu Hagup + (0,5 X [u3xomeH 6poil — Opofi TPy Haaup|).

ayuenmu be3 Hamanew uzxodeH Opoit HA KPBbBHUME KEMKU (m.e. neeroyumu 30x 10°/luABH=> 1,3
x 10°/1 u mpomboyumu 2 73,0 x 10°/1) npedu nbpgomo AeYeHUe

Axo crel JIEUeHHeTO C a3alHTHANH CC HabnonaBa XeMaTonornIHa TOKCHIHOCT, ceIBaluAT UKBI Ha
TepanuiTa TpAOBa Za €€ OTIIOXKH 10 BL3CTAHOBABAHE HAa Opod HA tpoMOOIIUTHTE H ABH. Axo ce
[OCTUrHE Bb3CTAHOBABAHC B PAMKHWTE Ha 14 nHW, He Ce Hajara KOpUrdpaHe Ha no3ara. Ako obade HE
ce TIOCTHrHE BB3CTAHOBABAHC B PAaMKMIC HA 14 nuu, po3arta TpsOBa Na Opzie HAMaJeHa ChLAACHO
cnensapiata Tabmaua. Cien npoMsHa Ha 103ata IpOABIDKUTETHOCTTA HA ((MKBJia TpabBa OTHOBO Ja
craHe 28 JHH.

bpo# ipH HAOUMP B LIHKbNA Tfosa 3a cnefBaiysa HHKBA, aKo HE €
TOCTHTHATO

ABH (x 10°/1) TpomGormTh (x 10°1) RE3CTAHOBABAHE® B PAMKUTE HA
14 muu (%)

<1,0 < 50,0 50 %

> 1,0 > 50,0 100 %

¥*RracraHoBsBaHe = 6poil KPbBHH KIETKH > GO IpH HAlup + (0,5 x [M3xoaeH 6poii — OpoH IpH
Haup])

Hayuenmu ¢ Hamanen usxoden 6poil HA KPLEHUME KIEMKY (m.e. nesxoyumu < 3,0 x 10°/1 unu ABH <
1.5 x 10°/1 unu mpomboyumu < 75,0 x 10°/1) npedu mepsomo nevenue

AKO cliell TeYeHHeTo ¢ asaluTaAnH ciialbT Ha 6pos Ha JICBKOUUTHTE WK ABH, win TpoMOOUMTHTE B
CPaBHEHHE ¢ [IPEIH JICHEHUETO € = 50 %, yi no-romam ot 50 %, HO © roaoope TEJINTE




3a gud)epeHIMpaHe HA KOATO U Ja ¢ KIeTb4Ha JIMHHA, crenBaulMaT IMKB He TpAbsa Ja ¢€ omiara H
03aTa He TpAdBa [a ce KOpHrupa.

AKO cnagbT HA OposA Ha NEBKOLUTUTE WIH ABH, wiy TpoMOOIUTHTE € NO-TOJISM OT 50 % B CpaBHEHMC
¢ TpenM JiedeHuero H Oe3 nomoOpeHre Ha AH(GEpeHUMPaHETO HA KICTRIHUTC JIHHEH, CIICIBALIHAT
KB HA TEpalia ¢ azalTHAKH TPAOBA J1a C& OTIIOXKH 110 BL3CTAHOBSABaHE Ha 6pos Ha TPOMOOLMTHTE
u ABH. AKO ce IOCTHTHE Pb3CTAHOBABAHE B PAMKHTE Ha 14 gHH, He ¢ Hasjara KoOpurupane Ha 103dra.
AKko oBaye He ce NOCTHTHE BH3CTAHOBABAHE B PAMKHTE HA 14 mau, TpAOBa Oa ce OMpenesn KIEThHHOTO
CHIbLPXKAHKE HA KOCTHUA MO3EK. AKO KIETBYHOTO ChIbPKAHME Ha KOCTHUA MO3BK € ~ 50 %, fo3aTa He
Tpsa6Ba ia ce KOPUrHpa. AKO KICTHIHOTO ChABPKANNE Ha KOCTHUA MO3BK € < 50 %, neyeHHeTo TpA0Ba
13 CE OT/IOKH U [103aTa a € HAMa/ii ChIV1acHo CIeABaIaTa Tabmuua:

Kiersuo  chabpkasme  Ha | Jlosa 3a creqpallius KB, aKo HE © [TOCTUrHATO BB3CTAHOBABAHE
KOCTHHUSA MO3BK B pamkure Ha 14 mau (%)

Br3cranoBasane™® <21 1HM Bwacradossapane™ > 21 IHH
15-50 % 100 % 50 %
<15 % 100 % 33 %

*B13CTaHOBIBAHE = GOl KPBBHN KICTKH > Gpoil pn Hajup + (0,5 x [u3xomeH 6poit — OpoH IpH
Ha1Hp] )}

Cnex npoMsiHa Ha A03aTa NPOAbIDKUTENHOCTTA Ha CreABANA UMEBA TpAOBa OTHOBO Aa CTAHC 28 mHA.

Cneyuanii HORYaQyul

Hayuenmu 8 cmapy4ecKka 8o3pacm

He ce mpenophyBar cCelM(pUYHN KOPEKIWH Ha 2034Ta IIpK [alWeHTH B CTApUYecKa BB3pacT. ThH KaTo
BEPOATHOCTTA 33 HAIMYME Ha HAMaJCHa 6rOpeuHa GYHKIMA € O-BUCOKA NPH MALIHUSHTH B crapdyecka
BB3PACT, MOXKE Aa € OT 110134 Ja C¢ C1eH onOpeuHaTa QYHKIHA.

Hayuenmu ¢ 6vbpeuHo ygpescoare

AsallMTHIMH MOKE Jia ce [IpUara Ha NaltHeHTH © OBOpedHO yBPEXKIAHE 6e3 TEPBOHAUATHO KOPHIHPAHE
Ha no3ara {BX. TOUKa 5.2). AKO HACTBIIH HeoBsSCHHUM CIiaz Ha HUBOTO Ha CepyMHHA 6ukapbonart rion 20
mmol/l, nosara TpsGBa Aa 6bae Hamanexa ¢ 50 % npu CreABallid KD AKO HACTBIIAT HEOOACHNMH
[OBHILABAHMS HA CEPYMHHUSA KpeaTHHUH WIH YPCHHHAA 230T B KPbETA (BUN) 10> 2-I1bTH Hal U3XOIHUTE
cTOWHOCTH W HAJ ropHara rpaHHuU@ Ha HOpMaTa (ULN), ceaBailiiiaT UAKBJ TpsbBa fa 061 OTVIOKEH
IO BPBIAHETO UM JI0 HOPMAIHHTS WK H3XOIHHTC 1M HHMBA ¥ Io3aTa TpadBa ja Obja HaMaleHa C 50 %
[P CIEBAILMA [THKBI Ha TedeHHe (BK. TOHKA 4.4).

Hayuermu ¢ 4eproOpobHO yBpedicoane

He ca npoBexKAaHN OQUIHATHN NPOYTBAHWS NPH MALMCHTH C 4epHOAPOOHO YBPEeKIaHE (BXK.

TouKa 4.4). TIalHEHTUTE C TEKKO UCPHOAPOOHO OPranHO YBPEHK/IAHS TpabBa ga OBAaT BHHMATCIIHO
cNe[cHH 33 HEXeNaHu peakuuu. He ce mpenopbisar criemEduUEE POMEHH Ha HadajHaTa 103a mpu
MALMEHTH ¢ YEPHOAPOOHO YBpeXk/ase TIPEny 3arouBaHe Ha JIEHCHUCTO, criempallite TIPOMEHH HA
posara TpsOBa na ce 0asWpaT HA XEMATOJOIMYHHTC nabopaTopHH MOKa3aTEk. A3ZAIMTHARH €
POTHUBOMOKA3aH MPY MALMEHTH C HATPEHATH 1TOKaUeCTBEHH TYMOPH Ha tUepHua Apob (BiK.

ToukH 4.3 11 4.4).

[Teouampuyna nONyaayus

Be30nacHoCTTa M e)MKACHOCTTa Ha a3alUTHAMH MpH ela Ha pp3pacT 0 mol7 roavHd BCE OLIE He ca
ycTaHoBeHH. HanyuuHUTe [TOHACTOALLCM AAHHM Ca onvcakn B Toukd 4.8, 5.1 u 5.2, HO NPETIOPBKH 32
NO3MPOBKATA He MoraT Aa ObaaT JaleHMy.




Hauyd Ba OpHIOKEHUWE

Ciien pasTBapsiHe A3allWTHHH TpabBa 12 c¢ WHXKEKTHPa MOAKOXKHO B MUIHHIaTa, OenpoT0e WIH
kopeMa. Mecrara Ha WHDKEKTHPaHe Tps 6Ba aa ce penysar. ClenpalluTe HEKCKIHI TpaOsa 11a ce pasaT
pa MoHe 2,5 ¢m OT MJACTOTO Ha TOCTABAHE HA HPCAHIIHHTE H Huikora B 0OJacTH, KOHUTO Ca
qyBCTBHTE/IHH, C KPHBOHACAAAHA, 3aCPBCHA HITH YIUIBTHEHH.

Criesi pasTBapsAHE CyCTICH3HATA He TpAOBa J1a ¢& ¢unrpyBa. 3a ykazaHus OTHOCHO PEKOHCTHTYHPAHETO
HA JIEKAPCTBEHHUA MPOLYKT MPEH IPHUIIOKEHHE BIHTE TOTKA 6.6.

4,3 TIlporTHBOonOKa3aHnNv

CBpBX1YBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO WM KBM HAKOE OT TOMOIIHUTC BEIlieCTBa, H3OPOCHH
B TOYKa 6.1.

Hanpeasani 3;10Ka49eCTBEHN TYMOPH Ha YCPHHA mpob (BK. Touka 4.4).
Knpmene (BxX. TOUKa 4.6).
4.4 CrenuanyH npelynpexXIeHNs U PeJNasHH MEPKH NIpH ynorpeda

X eMaTOJIOTHYHA TOKCHYHOCT

JleyeHHETO ¢ A3AUMTHAKWE € CBBP3aHO C AHEMHdA, HCYTPOIICHIA H TpOMOOLTONICHYA, ocobeHo mpes
epBHaTe 2 IUKBIA (BX. Touka 4.8). [Ipu Hy#Xna, HO MOHC Mpean BCEKH Jie4eDeH UKD, TpsaOBa Aa Ce
HAIPABH ITEIHA KPHBHA KAPTHHA 33 MPOCNCAABAHS Ha oTroEopa ¥ TokcHaHocTTa. (el MpHarate Hd
npenopeYBaHaTa J03a 3a MBPBHA LMKBI, 103aTa 32 cJle/IBAIIATe IHKIA TpAOBa fa & HamaM Wi
npwiaraHeTo H ga ce OWIOKH B 3aBHCHMOCT OT 6post Ha KpbBHMTE KICTKH TNpH HAMHp H
XeMaATOJIOTHIHUA OTrOBOP (BX. TOUKA 4.2). IaieHTaTe TpAdBa Ha OBaaT NOCHBETBAHU He3abaBHO Ja
cpobmasar 3a debpunni npucThIH, ChIIO Taka € [peropbYATENHO NAUHEHTHTE M JEKapMTe 13
HabroNaBaT 33 MPU3HAIM U CHMIITOMH Ha KbPBCHE.

UepHonpoOHO YBPEXKIAHE

He ca mpoBexiaHd OQHIMAIHH NPOYYBAHWA NpU MAlMCHIM ¢ 4epHoApoOHO YBPEKIAHE. Hma
cHOOIICHUA 32 Pa3sBHTHE Ha MOporpecHpallia geprHOZpoOHa KOMa M CMBPT TI0 BpEME Ha NeueHue ¢
23AUMTHIMH NPH MAlMEHTH ChC CHICH TYMOPEH TOBAp MOpaji MeTacTaTUyHo 3afondpaHe H 0CODEHO
IpH TAKKBa MAIMEHTH ¢ M3XOAHM HHBA Ha cepyMHHA anOyMHH < 30 g/l. AzaiUTHINH € NPOTHBONOKA3aH
[py TANMEHTH ¢ HANPEQHAIHN 3/10KaUCCTBEHI TYMOPH Ha yepHHU pod (BK.

toyka 4.3).

Brdpeuno yBpeXIaHe

VMa chobierns 3a 3acarane Ha 6b0pednaTa QyHKUES, BApHpAHA OT [IOBMOICH CepyMeH KPEaTHHHUH 110
GpOpedHa HeNOCTATBYHOCT U CMBPT, [PH NALHUCHTH, IeKYBaHA C HMHIPABEHO3CH asalluTHMH B
KOMOHHALMSA ¢ APYTH XUMHUOTEPANCBTUIHY CPEICTBA. T[OBIHHTENHO, TPH 5 TAITHCHTH C XpOHHYHA
MueoMIHA epkemud (XMIT), TekyBaHW ¢ a3alTHIHH 1 €TOMO3HT, C€ © paspiia 6pOpeyHa TyOynapHa
au|n03a, AedUHApaHa KaTo Craj Ha CepyMHUA GuxapGoHaT Ao < 20 mmol/l, cBBEp3aH ¢ AIKATM3NPaHE
HA YPHHATA ¥ XUIIOKATHEMHA (CEpYMCH kanuid < 3 mmol/1}. AKO HaCTBILAT HeOOACHAMHM TIOHHKCHHS HA
cepyMuusa GuxapboHaTt (< 20 mmol/) Uik MOBHIIABAHKA HA CEPYMHUA KPEATHHHH HMIIU BUN, nosata
TpaOBa ja Ob1e HaMaleHa WIH NPpUIAraieTo i na ce OTIOXH (BXK. ToUKa 4.2).

[MangenTvTe TpAOBa Aa OBIAT NOCHBETBAHH 1d cpo6mAaBaT He3abaBHO HAa MENHIHHCKOTO JHLE 3a
OJIUTYpHA H aHYPHA.

Beopexy ue, He ca 3abenssaHy KIMHHTHO 3HAYUMH pavuIAKM B HECTOTaTa Ha HOXKEAH
MEK Y MALMEHTH C HOpMaHa ObOpeurHa QyHKIKA | NAIUeHTH C OEOpeUHO YBPEXK




6BOpeuro yBpekaaHe TpaGea na ObiaT cneieHy BHUMATENHO 34 TOKCHYHOCT, Thii KaTo a3alHTHIUH
11/ /M HEFOBWTE METabOMMTH Ce SKCKpEeTHpar OCHOBHO OT GB0peLHTe (BX. TOUKa 4.2).

JIaGopaTOPHH TECTOBE

[Mpeqy 3amovBaHe Ha TepanuAra W Npeln BCCKHA neueben IMKB TpabBa Ja c€ ONPEICTIAT
dYHKUMOHATHATE YSPHOAPOOHH TTOKA3ATENH, CCPYyMHHA KpeaTHHHH ¥ CCpyMHHA puxapooHar. I1peaw
3anoduBafe Ha Tepanuara TpAOBa Ia ce HampaBH NhIHA KPbBHA KapTHHA, KaKTO M NpH HYXJAa 32
mpocnefiBaHe Ha OTTOBOPa M TOKCHUHOCTTY, HO Hali-MaNKo TIpey BCeKH JiedeDeH NHKBI, BX. CHILO
Touka 4.8.

CepaeuHo u SenoapobHo 3a00IsIBaHE

[lanMeHTH ¢ aHAMHE3a 33 TEXKa 3acTOMHA CbpIedHa HEIOCTATHYHOCT, KIMHHYHO HeCTaOWIHO
cpphedHo 3abongBaHe WIH BenoapodHo 3abonABaHE Ca 6WIM M3KIUYEHH OT OCHOBHHIC
PErHCTPALHOHHH MPOYIBaHUA (AZA PH GL 2003 CL 001 n AZA-AML-001) u 3aToBa D€30MACHOCTTA
¥ e)MKACHOCTTAa Ha A3aLMTHAMH NP TaKMBA TAIMEHTH HE ca ompenesieHd. IlocneqHuTe TaHHH OT
KIHHHYHO MPOYYBAaHE MPH MAalHMEHTH ¢ W3BECTHA aHAMHE3a 34 ChPACYHO-CBAOBO HJIH 6enoapobHO
2aGOMBAHE [TOKA3BAT 3HAYMMO [IOBUIIEHA 4EeCTOTA Ha ChPACHHU CLOMTHS ¢ A3aIATHAMH (BX. TOYKA
4.8). 3aToBa ce MPENophIBa Ia CC TOAXOKAR OpeAna3uBo, KOraro ce Npeniucea a3alIUTHARE HA TE3H
narentH. TpsaOBa 1a ce 0OMHCIH cbpaeyHo-0enonpobHa OLCHKA PEAH H 110 BpeMe Ha JIEUCHHUETO.

HekpoTtnsHu ACIHUT

Hexporusupain (GaciiuT, BKNIOYHTEIHO CIydal ¢ JICTANCH H3XOL, ce ¢poOmABa IpH NAILHEHTH,
feKyBaHU ¢ azalMTuiuH. Tepamnara ¢ a3sallMTHAMH TpsabBa Ja ce NpeKpaTH NpH NAUACHTH, KOUTO
pa3sBHAT HEKPOTUIMPAIL (PaCIKHT, U He3a6apHO TPAGBa A& Ce 3aNo4He CHOTBETHOTO JCHEHHC

TyMOD-TH3HC C oM

[MamMeHTH ¢ BUCOK TYMOpPEH TOBap Npely 3aroYBaHe Ha JICUCHATCTO Ca C PHCK 34 Pa3BMTHE HA TyMOD-
nu3KC cHAApoM. Te3u malueHTH TpsAdBa na ce yaGironaBaT BHIMATEIHO M ia C€ B3eMAT MOAXOIALIHN
npeAna3zEy MEPKH.

CyHapoM Ha nudepeHITHALRA

CHOOMIEHH Ca clyYan Ha CHHIPOM Ha Au(epeHUMATM (H3BECTEH CBIIO KaTo CHHAPOM Ha PETHHOEBATA
KHCETHMHA) NPY MAlMEHTH, [IOIy4aBalld HHKEKIHMOHEeH a3aluTHAMH. CuHApOMBT Ha OHpepeHIAANHA
MoO3Ke N2 6BJe JeTaneH, Karo CHMITOMUTE H KIMHHTHHTE HAXOLKHA BIJIFOYBAT PECINpPAaTOpeH JHCTPEC,
GetoapoOHy MHpUITPATH, TPECKa, 0OpUB, 6enonpober oTox, nepAdepeH OToK, 6Bp30 HajKaBaHe Ha
Terno, IICBpaned H3JiHB, MEPUKApPACH M3MUB, XHIOTOHUA 6u6peuna nuchyRKms (BXK. TOUKA 4.8).
[TpH rosBATA HA CHMITTOMH HIIM TIPH3HAIM, MPENOoNaraniyl CHEAPOM Ha nudepeHnHalH, TPAOBA 12 C6
OGMHCIM JIeYeHWe ¢ BUCOKH 103K KOPTHKOCTEPOHIM HKHTPABECHOIHO 1 HabmoJeHHe Ha
xeMOIHHAMMKaTa, TpabBa ma ce oOMHCIM BPEMEHHO CHOMPAHC Hd NEUYEHHETO € HHKEKIJHOHEH
AALUTHIMH 10 OT3BY4YaBaHE HA CHMIITOMUTE H, AKO T€ €€ 31300HOBAT, c€ MPENOpbYBa A3 CC IOAX0KIA
C NOBHLIEHO BHUMAaHKE.

4.5 BiaumoaeiicTBHe ¢ APYrH JIeKAPCTECHH NPOAYKTH H IpYTH ¢OpMH HA B3aUMOAEHCTBHE

Be3 OCHOBA HAa LAHHMTE OT in Vifro MPOYuBaHMA METabONM3MBT Ha A3AUATHARH W3CIeXaa He Ce
MEAWHPa OT H3OCH3UMUTE HA LIMTOXPOM P450 (CYPs), UDP-r0KypoHO3WITpaHcepasure (UGTs),
cyndorpanchepasure (SULTs) u [TyTaTHOH-TPaHC(epasuTe (GSTs); 3aToBa B3aHMOJCHCTBHA in vivo,
CBBP3aHHU C TE3W MeTaboNM3Mpally eH3MMH, CC MPHEMAT 33 MalKo BEPOATHH.

K IHEAUHO 3HAUMMHA MHXUGHPALIH HWIH HHAYKTHBHH e(eKTH Ha asalliTHIHH BEPXY LIMUTOXPOM
P450 eH3AMHTE Ca MAJIKO BEPOATHH (B3K. TOUKA 5.2).

He ca nposexaaHy odHuManHy KIMHAYHH JICKAPCTBCHN npoy4BaHns 3a B
A3aluTUONH.



4.6 @eprannter, OPeMEHHOCT H KbPMEHE

Kenu ¢ nereponien noteHiman / KoHTpauenunsa NpH MBIKE 4 XKEHU

Wenure ¢ JerepolcH HNOTeHLHAl TpsaOBa 23 M3MON3BAT epekTHBHA KOHTpaUCIIHA 10 BpeME Ha
neyeHueTo M Hali-Manko 6 Mecena cnel JICUCHHUETO. Mpxere TpsaOBa jga OBHaT CHBETBAHH na He
CH3aBaT MOKOJEHHE 110 BPEME Ha JICUCHUCTO H TpabBa Aa U3NON3BAT edekTUBHA KOHTPALICTIIINA o
ppeMe Ha Me4eHHeTO H HaH-MaJIKo 3 Mecewla ciael JSHEHHETO.

BpeMEHHOCT

JIRMICBAT HOCTATHYHO AAHHM OT ynorpebara Ha asaluTHAUH TIPH 6peMeHHM xeHH. [1poy BaHUATA [IPH
MULLKY MOKa3BaT PEMpOAYKTHBHA TOKCHYHOCT (Bx. TouKka 5.3). TIOTCHIHATHUAT PUCK ipM XOpa HE €
13BecTeH. Bb3 OCHOBA Ha Pe3yITaTuTe OT MpOY4BaHHA HpPH KMBOTHA M MEXaHH3Ma My Ha NCHCTBHC
a3aLMTHIVH He TpalBa Ka Ce U3II03Ba Mo BPEME Ha GpeMeHHOCT, 0C00SHO Ipe3 IBPBHA TPUMECTEP,

OCBEH aKo He & abCOMOTHO HEOOXOANMO. 32 BCEKH OTACHCH cirydai TpaGBa Jia ce TIPCHeHAT MOJI3HIC OT
JeYeHHEeTO W BB3MOXHHUTE PHCKOBE 34 IO,

Kppmene

He e p3BECTHO Jald asauuTHIdH /MeraboyuTH €€ CKCKpeTHpar B kppMara. KbPMCHETO €
NPOTMBONOKA3AHO [0 BPEME Ha Teparus C a3al|TH/IMH NOpaiy BBL3MOXHHUTE CEPUO3HM HEKCIAHH
peakIMy MpH KbPMA4eTo.

DepTUIIHTET

Hsma gansd 3a e¢peKkra Ha a3alluTHANH BbPXY ¢eprunuTeTa IPH X0pPa. ViMa JOKYMEHTHPaHU HEXCNaHH
peaKily 1o OTHOLIEHUE Ha (eprinmreTa NpH NpUNaraHe Ha A3AMMTHIAH TIPA MBKKH XKHBOTHH (BK.
Touka 5.3). Tlpenu 3ao9YBaHe Ha JEUEHUETO MAMNEHTHTS oT MBKKH 1Ton TpAGBa ja ObAaT ChBETBAHH
712 NOTBEPCAT KOHCYJITALMA OTHOCHO KOHCEPBHPAHT Ha criepMa.

4.7 EdexTH BbpPXYy CI0COOHOCTTA 34 modHpaHe K padoTa ¢ MAIHHH

A3amMTHIRH TIOBIHSBA B MANKa MM yMEPCHA CTCIICH criocoGHOCTTA 33 WodHpaHe 1 padboTa ¢ MALTHHH,
Uma cpobuieHus 3a ymMopa mpe ynorpedara Ha a3aluTHIHH. JaToBa Ce TIpenopptiBa TOBHIICHO
BHMMaH#e NpH modupane Wik padoTa ¢ MalIHHH.

4.8 Hexenann JeKapcTBEHH PEAKIIHH

Pesiome Ha npoduia Ha H€30MacHOCT

Bwapacmua nonyaayus ¢ MDS, CMML u AML (20-30 26 kocmHOMO3BHHY éracmu)

[pu 97 % OT NAUHEHTHUTE ¢4 HACTHIIWIN HEKETAHH peaKL|H, 32 KOUTO CE IpHeMa, € ¢ BE3MOYKHO HIIH
BEPOATHO [ia Ca CBBP3aHH C NPIIOKCHUCTO Ha a3aIUTUAMH.

Haji-qecTo CHOOIMIABAHUTE CEPHO3HU HEXCIaHH PEaKIIMy, yCTAHOBEHU IIpH OCHOBHOTO TIPOY4BaHE
(AZA PHGL 2003 CL 001), Bkmoysar GedpuIHa HEYTPOTICHHA (8,0 %) i aHeMHA (2.3 %), KONTO CBILO
Taka ¢a ChOOILEHH B MOJAKPEMALIMTE NpOoYyIBaHiA (CALGB 9221 u CALGB 8921). Jlpyru c¢pHO3HH
HEKENAHH PEaKLUK OT TE3H 3 Npoy4BaHKs BKIHUBAT vH(EKIMH KaTO HEYTPOTICHHICH cencuc (0,8 %)
u maesMorus (2,5 %) (HAKOH C JICTAICH H3X0n), TPOMOOUHTOIIEHHUA (3,5%), peakumd Ha
ceppxayBcTBUTENHOCT (0,25 %) H KPBBOHMIIHEH (Hamip. MO3BYEH KPHBOU3INE [0,5 %], croMalIHo-
ypepeH kpoBon3UB [0,8 %] W HHTpaKpaHHaICH kpbBomsnus [0,5 %]).

Haii-yecTo choOMABaHNTE HEXKETaHH PEAKLIYHY IIPH ACYCHHE C A3AIMTHINH Cd XEMaTOIOT HYHH PpeaKiliH
(71,4 %), BKTOYBAIM TPOMOOLMTONEHHA, HEYTPOTICHHA 1 neskoneHus (OOMKHOBEHO 214 —Aﬂ
CTEIeH), CTOMALIHO-YPCBHY HApyIIeHNA (60,6 %), BKIIOHUBAIIH TAACHE, NOBPBIIAHE ;,i - - .
Ba—2-pa CTENeH) WiK PeaKLHK Ha MACTOTO Ha umpxextupase (77,1 %; 0OMKHOBEHO i A~ Spa-eTerre) iy, \;




Bw3pacmua nonyRayus Ha 6b3pacm 65 uru noe
Hafi-uecTuTe CEpHO3HH HEKENIaHH PCAKIMH (> 10 %),
Ha JJedeHHE © A3alUTHAMH, BKIIOYBAT (peOpHIHA HEYTPOICHHA (2
nupexcus (10,6 %). JIpyru HE TOAKOBA HECTO CcBO0
JeYeH’e ¢ a3alHTHAMH BKITIOUYBAT CCIICHC (5,1 %),
prdeKIHA Ha TUKOYHATE MHTHA (3,0 %), TpoMGoLMTONEHHA (2,

(2,1 %), 3amanHoCT (2,1 %) 1 mucnues (2,1 %)

Haii-uecTo cpobmasasute (> 30 %) HexenaHy peakLit MpH JIG
qpepHi CHOUTHA, BIIIOUHTEIHO 3aMCK
crerieH 1-2), 0Oy HapyIeHHA U €()eXTH Ha MACTOTO Ha
oGHKHOBEHOo cTeneH 1-2) ¥ XeMaToJNOrHiHH ¢HOUTHA, BKI

(41,9 %), rageHe (39,8

neyrponenus (30,1 %; 0O¥KHOBEHO CTENCH 3-4).

CIUMCBK Ha HEKEIaHHTE PEAKITHH B TabnudeH BHI

Tabnuua 1 mo-gony CpAbPKE HEXKENAHU PE
OCHOBHHTE KJIMHHYHH IPoy4Banus npu MD

YecTtoTHTE ce AeUHMPAT KATO: MHOTO YECTH (>>1/10), yecTn

<1/100), penxu (=1/10 000 no <1/1 000), MHOTO PEIKH
HATMYHYTE JaHHY HE Moxe Jia ObIe HampaBeHA oueHka). IIpu BCAKO rpylupaHe B 3aBUCHMOCT OT

yecTOTATA HEXENAHWTE JIEKAPCTBEHU DCaKIHy
TaxHaTa cepuo3HocT. HexenaHuTe peakluH Ca
BICOKATA YeCTOTa, HAOMOAaBaHa B KOSTO H 1a € OT

Tagauua 1: HexeJqaHH peaklHi,

eye 200UHU C

[IABAHH CEPHO3HU
aremus (4,2 %),

aKIIAK, CBB3aHH C

KoncTaTupany npu AZA-
5,0 %), MHeBMOHMA (20,3
HeeNaHH peakluH B rpyrnara Ha
HEYTPOINEHUYEH CETICHC (3,0 %),

5 %), HeyTponenus (2,1 %), ISHYJINT

NPHIOKEHHE, B

Q3aUHTHAMH (KJHHHYHN NPOY4BaHHs H MOCTMAPKCTHHI OB ONMT)

cpO0DEeHH TpH NaDHeHTH ¢ MDS nau AML,

AML ¢ > 30 % xocmroMO3bHHU baacmu
AML-001 B rpymnarta
%) B

YeHUeTo ¢ a3aUMTUINH ¢a CTOMAallHO-
%) u mvapus (36,9 %; 0OGHKHOBCHO
onousany mupexcus (37,7 %;
touBaimH GeOprrHa HeyTponeH s (32,2 %) H

eyeHHeTO ¢ a3aLMTUIYH, NOIyHeHH OT
S g AML 1 Ha6rioneHMe Clel Iy CKaHeTo Ha Masapa.

(>1/100 mo <1/10), neuecty (>1/1 000 oo
(<1/10 000), ¢ HEeW3BECTHA HECTOTA (ot

ce u3bposdBar B HM3XOMAUL peAd IO OTHOIIEHHE HA
npefcTaBeHH B Tabnuuara no-noiy cnopen Hai-

OCHOBHMTE KIHHHAYHU MPOYYBaHHA.

JEKYBAHH C

Cucremo- Mnoro 9ecTH YecTH HeuecTH Peaxu C peH3BeCTHA
OPraHHH KJAC0BE qe¢CTOTA
UndexnHn H | NHeBMOHHA™ cercuc® HEXPOTHIHPAILLL
HHEJecTADMH (BKJIHOURTEIHO ( BKITKOHHUTENTHO dacunt?
bakrepHaliHa, BaxkTepHaJICH,
BHPYCHA BHpYCEH U I'bOHYEH),
reOHMUHa), HEYTPONIEHHHEH
pHHOMpAPHUHTAT cericuc*, HHQeKIns
Ha JHXATETHHTE
TLTHILE

(BKITHOYHTENHO Ha
FOPHATE THTHUIA H
GPOHXHUT), WHGEKLHs
HA THKOUHHTE
mbpTHILE,  LETYJHT,
AUBEPTHKYJTUT,

reOUdHa  HHPEKUHsA
HA ycTHAaTa KyXHH3,
CHHY3UT, (apHHTHT,

PUHHT, xeprec
CHMIINEKC, KO>KHA
HHpeKInsa




HeonnazMu— CHHJApPOM  Ha
noGpoKaueCcTBEHH, aHjepeHLHa
3JIOKAYECTBEHH H uus*®
HeonpeaeJieHA
(BKJA. KHCTH H
MOJTHIIH)
Hapymenuss Ha| ¢eOpuiHa MAHLMTOMEHUT Y,
KPbBTA n! HeyTponeHus ™, KOCTHOMO3BYHA
JumQHAaTa Hey TPONEHHS, HEJOCTATBYHOCT
CHCTEMA JEBKONEHU,
TPOMOOLIMTOTICHHUA,
AHEMMSA
Hapymennsa  Ha peaKlyH Ha
HMYHHATA CBPBX4YYBCT-
cHCTEMA BHTETHOCT
HapymeHns HA | aHOPEKCHS, AeXHAPATAIHS TYMOP-JTH3HC
mMeTabonsMa M | TOHMXEH AlCTHT, CHHIPOM
XpaHEHETO XHITOKANTHEM A
[IenxnuHH Oe3CEHME CBCTOSHHE Ha
HAPYLI¢HHANA o0LpPKAHOCT,
OE3MOKOKCTBO,
Hapymieans  Ha | 3aMasgHOCT, MHTPAKpPAHHAIICH
HepPBHATA CHCTEMA rnaso00ine KPBBOU3NMBY,
CHHKOII,
COMHOJIEHTHOCT,
NEeTaprus
HapyumieHHs  Ha O4YHHM KPBLBOHU3JIHEH,
ouHTe KOHIOHKTHBAJIHH
KPEBOU3J/IHBH
Copaeann NCpHKAPIHATHA NEPHKAPART
MApYINEeHHS edy3ns
CpaoBH XHNOTOHHA™,
HAPYLIeHHS XHIEPTOHHUA,
OPTOCTATHYHA
XHIIOTOHNA, XEMATOM
PecnnHpATOPHH, JHCITHESA, EBpajeH  H3JHB, HHaTEpCcTHIMAIHO
rpLaHA M | enHCTaKCHC [UCTIHES TIPH YCHIHE, GenoapoOuO
MeIHACTAHAIHH dbapuHroIapHETeaIHA 3a00JABaHE
HApYILIEHHS bonka
CroMalno- auapHi, CTOMAIIHO-YpeBE H
YpeBHH NOBPBILAHE, KDBBOUIHB®
HApYICHHS jafek, ragese, | (BKIYHTENHO
kopemMHa 0onka | KPhBOH3J/IHB B
(BKIIOYBA yCcTaTs), KPHbBOUJIHE
auckomMdbopTr B | OT XEMODPOHIH,
ropHara YacT Ha CTOMATHT, KEPBEHE OT
KOpeMa) BCHIUTE, TUCTICIICHA
XenaTobHaHAPHH gepHOoApoOHE
HApYUIeHASA HEMOCTATHYHOCTY,
nporpecapama




yepHOAPOOHA
KOMa

Hapymennss  Ha | OCTEXHH, IPYPUTYC | TypIypa, alonenus, | octpa KOXKEH
KOAKATA H | (BKTHOUYHTEIHO ypTHKApHs, epHTeM, [ pebpuika BaCKyJIHT
N0AKOXKHATA reHEpATH3HPAH), MaKynapeH OOpHB neyrpodunHa
THKAH 00pHB, EKXHMO3H AepMarosa,
raHrpeHosHa
NOACPMHEA

Hapymiewnsi  Ha | apTpairis, MYCKY/JIHH  CIIa3MH,
MYCKYJTHO- MYCKYJIHO- MHUAJIT U
CKeJIETHATA ckenets H Oonky
CHCTEMA u| (BiouBa 00JKA B
cheAMBNTEIHAaTa | repda, KOCTHTE U B
ThKAaH KpaiHUIHTE)
HapymeHnna  Ha OBOpeuHa Opbpeuna
6nbpeunTe H HENOCTATBYHOCT, tyOynapHa
NMAKOYHHUTE XemMaTypHsl, MOBHILICH | aLHA033
MLTHIA CepyMEH KpeaTHHHH
O6mu MHPEKCHA™, KPBBOHACAIAHE, Ha MACTOTC Ha
HApYICHHS M | yMopa, AacCTEHHs, | XeMaTOM, HHIYDauKA, HHXKEKTHPaHe
edeKTH na | Gonka B TepanuTe, | oOpuB,  MPYPHTYC, HEKPO32 (Ha
MSCTOTO HA | EPHTEM Ha | BB3MAJICHKE, IPOMAHA MACTOTO HA
NPHRIOKEHHE MACTOTO Ha | B IBETa, BL3MK H WHXEKTHPAHE)

HHXXEKTHDaHE, KbhpBeHe (Ha MACTOTO

6oKa HA MICTOTO | HA  HMHXEKTHPaHE),

Ha WHXXCKTHDPaHE, | HEPa3MmOJI0KCHHE,

(HeonpeAe/cHa) CTYIEHH TPBIKH,

peaKiHs HA | KPBBOUSJIHB Ha

MSACTOTO Ha | MACTOTO Ha KaTeThPA

HHXKEKTHpaHe
HicnenpaHus HaMalsBaHe Ha

TErao

*= panKo ce croOILABAT CITyYaH ¢ NCTAICH H3XO/

3= py. Touxa 4.4

Onucaure Ha noadpany HeXKeAaHH PDEAKUMK
XeMamonozusHy HeJCeRanU pearyiiu

Haji-uecTo chobmasanute (> 10 %) XeMATOJIOIMYHM HEXETaHH peak
A3AIMTUIMH, BKIIOYBAT aHeMus, TPOMOOUMTONCHU, HEYTPOIIECHHS,
JJeBKOMEHHA U A 0OMKHOBEHO OT 3-Ta ¥IIH 4
Mo BpeMe Ha TBPBHTE 2 LHKEIA, CIEA KOCTO TE LC IposABABaT
BE3CTAHOBABAHE HAa XeMaronoruuara QyHkuusi. KoHTpOIHPAHETO

HE)KEIAaHH PEaKi|y € BKII0YBI0 NIPOCIEAsBaHE HA IThJ
OTJIaraHe Ha MPHUIOKEHUETO Ha a3aUUTHAWH NPY CICHBALIMA
AHTUGMOTHIM W/ILTH MOJIBLPKAIM PACTEKHE (PaKTOPH (manp. G-

rparcdy3us [Py aHEMUS WK TPOMOOIIMTOCHHUA.

Hugerynu

MuenocyIpecHaTa MOXe a I0BEAS 10 HEYTPOTIC
33 CCPUO3HH HEXETIAHH PEaKIHU KaTo CCTICHC, BEJTIOU
malWeHTy, JEKYBaHU ¢ a3aldTHAHH, HAKOH
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-ta crened. Mva no-roidM pHacK OT I1pO

Hara KpbBHA KapThHa H aK
KB, TPOPWIAKTHYHO NpKIarane Ha
CSF) B cnyqail Ha HEYTPONCHHA H

HHS A TTOBMINEH PUCK OT MH(PEKIIHH. Y1ean
YTEeNHO HEYTPOIICHHIEH CETICH / it ‘
OT KOMTO C JeraneH u3xo. JleucHUCEp Bpy

)
—
3
(o
%

L

(MM, CBHP3aHU C JICYEHHC C
¢ebpriHa HeyTpOTICHUA H
7Ba HA TE3H pPECaKIMK
[o-psgaKo MpH TAUMEHTH C
Ha TMOBEYETO XEMAaTONOTHYHH
0 ¢ HeoOXOIHMO,




MO)KE Na BKJIFOUBA [PWIATAHE HA MPOTHBOMH(EKUMOSHH CPENcTBa MUIOC MOILPYKAHE ¢ PAacTeHHH
dbakropu (Hanp. G-CSF) npu HEyTpONCHEA.

Kvpeene

[IpH MaLUEHTH, JIEKYBaHU C a3aLiUTHANH, MOXe A2 CC pasBic kppBeHe. MMa choOIeH s 3a COpHO3HH
HeXesaHH PEAKUMH KaTo CTOMAIHO-4peBeH KPbBOUIIHE H UHTpAKpaHuaIeH KppBOM3AHB. [1alMeHTHTE
Tpsi6Ba a 6BAAT CeCHH 3a IPU3HALM ¥ CAMITTOMH Ha KEPBEHC, ocoBeHOo Te3M OT TAX, KOWTO ¢a HMAJH
NpeNBaPUTETHA WM CBBP3aHa C I€ICHHETO TPOMOOLIUTOMEHASA.

Capoxuyecmaumennocm

MMa ChOBIIEHHSA 33 TEXKH PeakIuy Ha CBPbXIYBCTBUTEIHOCT NpH NMATHCHTH, IEKyBaHH ¢ a3alyTHIHH.
B cnyuait Ha aHaQWIAKTOHIHA PEaKild JICUCHHETO © asaugTUaMH Tps6pa Ja Obae INPEeKpaTeHO
He3a6aBHO U A ce 3armoyHe MOAXOIAII0 CHMITOMATHIHO JICICHHC,

Heoiceranu peaxyiu Ha KoJcama u NOOKOJCHAMA MbKaH

MHOSHHCTBOTO OT HEKEIAHATE PEaKLUH Ha XOXKaTa M TIOXKOXKHATA ThKaH ¢a OMIH CBEP3aHH C MACTOTO
Ha HIDKEKTHDaHe. B OCHOBHUTE NpPOYYBAHHs HAKOA OT TE3M HEKCNAHH peaknmpy He € HoBena 1o
MpeKpaTABaHe Ha IEIEHHETO ¢ a3alUTHANH WK HAMABAHE Ha 103aTa Ha 23alHTHARH. MHO3HHCTBOTO
OT HeXeaHUTEe peaKlHHU ca Ce NPOABUIH TIPE3 MBPBUTC 2 [MKBJIA OT TeYeHUEeTO ¥ ¢a HMaTH TEHACHIIA
na HaMaIABaT TPH cClefpamTe LuKTM. HexkejanWTe peaxiHu Ha MOAKOXKHATA THKaH Kato
0GpHB/BE3MATCHAC/ IPYPUTYC HA MACTOTO Ha HHXCKTHPAHC, 0GpYB, EPUTEM H KOXKHH TOPAKEHUA MOKE
la  HAIMKAT CHHOBPEMCHHO JIgUeHHe C  JICKapCTBCHH MpOAYKTH KaTe aHTHXMCTAMUHU,
KOPTHKOCTEPOMIH H HECTEPOMAHH NPOTHBOBBINATMTEIIHH JIeKapCTBEHH NPOAYKTH (HCIBC). Tpabpa
fa ¢¢ TPABH pa3iHKa MEXAy TE3N PEaklMH HA KoXaTa H HH(PEKIWHTE Ha MEKUTE ThKaHH, KOUTO
HOHAKOra BL3HMKBAT HA MACTOTO HA MHXKekTHpane. MH(EK(IuM Ha MEKHTO THKAHU, BKIIOUHTEIIHO
HEJTYJTHT ¥ HEKPOTH3MpAIT, GacuuuT, B pSAKH Crydad BOASIIH 110 CMBPT, ce Cho0masar MpH a3alldTHIHH
crell MyCKAHETO Ha MMa3apa. 3a KNMHUYHOTO NEYCHHE Ha HEXETAHN peaklyH CBBp3aHH C HHODEKLUMH,
BrokTe Touka 4.8 Hupeknuu.

CmomMauiHo-4peeH U HEJCENARY PeaKiil
Haii-4ecTo CHLOOMABAHKTE CTOMAIIHO-IPEBHH HEKeIaHH PeakUin, CBP3aHil & JISYEHHE C a3allUTHAHH,
BIOTIOUBAT 3alleK, AMApHs, Tajere W IoBpuiNaHe. Te3n HEXeETaHW peakipiu ca OWIH JIEKyBaHH

CHUMITTOMATHYHO C aHTHEMETHLIM 34 raIeHeTO H NMOBPBILAHETO, AHTHIMAPHYHE CPEICTBA 3a AMapHATa H
JIAKCATHBHH CPEACTBA H/WIH OMEKOTABAIM H3NPAXKHECHIATA cpeacTBa 34 3ameKa.

Hexcenanu peaxkyuu, 3acazawu bubpeyume

[Ipy DalHeHTH, JIEKyBaHH C a3alHTHIANH, MMa chobmIeHyA 3a OBOpedHN aHOMANHH, BapHpaluii OT
MOBHINEH CEpyMEH KpeaTHHMH ¥ XeMmarypus 10 6p0peuna TyOynmapHa alnno3a, orOpeyHa
HEAOCTATLYHOCT K CMBPT (BiK. TouKa 4.4).

Heoicenanu peakyuu, 3acA2aufu 4epHua opob

[Ipy DALHEHTH CbC CHWISH TYMOPEH TOBAp NOPAajl METaCTaTH4HO 3abo1sBaHe MMa ChOOILCHU 32
pa3BHTHE Ha 9epHOAPOOHA HEIOCTATHYHOCT, IPOrpeCHpalta yepHOOpoOHa KOMa H CMBPT 110 BPEME Ha
neueHye ¢ asauTHIul (BX. Touka 4.4).

CopoOeynu cobumus

JTaHHKTE OT €IHO KJAMHEYHO TIPOYYBAHE, AOMYCKALO BKIIOYBAHE HA [AIMEHTH ¢ H3BECTHA aHaMHe3a 32
CHPACUHO-CBAOBO HIH GenoapobHO 3a00ABaHE, MOKA3BAT yBEJIHMEHHE Ha CHPACYHUTE cpOUTHUA TTpH
MALMEHTH ¢ HOBOMarsoctunpasa AML, nekyBaHH ¢ a3allHTHARH (BXK.

TouKka 4.4).

IHonyrayus 6 cmapuecka 8v3pacm

CelnecTByBa OrpaHudeHa UHGbOpMaLHa 3a 6e30HACHOCT 34 asallUTUAWH NpH NaludcH
(npu 14 [5,9 %] nanuedTH > 83 rOLMHM, JICKYBaHU B NPOYYBAaHETO AZA-AML-001).
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Heduampuuna nonyaayus

B npoyusasero AZA-JMML-001 28 nenuaTpuiHy NMALHUCHTH (#a BB3pacT oT 1 Mecel A0 NpEaH
HapbpiiBaHe Ha 18 romuHu) ca Ouiu JIEKYBaHH C azatarauy 3a MDS (n = 10) nin I0BCHWIHA
MHENOMOHOLMTHE NeBKeMust (juvenile myelomonocytic leukaemia, JMML) {(n = 18) (B>. TO4Ka 5.1).

l

Bepuky 28 NamyeHTH ca UMaHU HoHe | HejkenaHo CHOUTHE H 17 (60,7%) ca uManu rioHe 1 CBBP3aH0 ¢
nevenpuero cnpouTHe, Haif-gecTo c©HOOMABAHHTC HEXCIAHA cEbuTa B obmara negdarpyuiHa
NOMyNalid ¢a NUPEKCHA, XEMaTONOrH-1HH CEOUTHA, BKIIIQYHTEIHO aHCMUA, tpoMGoLMTONCHNA H
theOpuiHa HEYTPOTICHHSA, KAKTO ¥ CTOMALIHO-1pCBHH CHLOUTHA, BIUTFOUUTEITHO 3alIEK W NOBPBIIAHC.

Tpuma (3) yJacTHHIH ca HMaH CHOMTHE, HANArAIO CHEMHO JEUEHHE Y I0BEIO 10 peKpaTABAHE HA
eKapcTBOTO (MMPEKCH, TPOTPECHS Ha 3a60/17BaHETO ¥ KOpeMHa 60JIKA).

B 1npoy4yBaHETO AZA-AML-004, 7 neapaTpHMHH NAMCHTH (Ha BB3pACT OT 2 A0 12 rogdHH) ca
NeKyBaHU ¢ a3auUTHAHH 32 AML npy MONEKy/IApeH PELIUB CIIE ITBPBATa NbJIHA PEMHCHA (complete
remission, CR1) (BX. Touka 5.1).

Bepyki 7 TMANMEHTH Ca MMany MOHEe 1, CBBp3aHO C JICHCHHETO HekenaHo cpourne. HaH-4eCcTo
cBOBMABAHITE HEXKENAHY CHOHTHA ca HEYTPOIICHH, rafiecHe, ICBROCHNIA, TpOMOOLMTONIEHUS, THAPH
" [OBMIIEHM HMBA HA anaHWH amusorpancdepasa (ALT). /lsama MalMEHTH €4 AMAJIA CBBP3aHO C
JeUeHMeTO HEeXeNaHo CchOMTHE, J0Beno A0 NpeKhCBaHe Ha Ao03ala (bebpwiHa HEYTPONCHHA,
HEYTPONCHHS).

He ca ycTaHOBEHU HOBM CHIHaIM BLB BPB3Ka C 6e30MacHOCTTa TIpH OrpaHHyueHus OpoH nenraTputHil
MALMEHTH, JEKYBaHH C a3aUMTHAMH B XOJa Ha KIHHHIHOTO npoy4Bane. OOLIMAT npodun Ha
6e30MacHOCT CHOTBETCTBA HA TO3M NMPH Bh3pacTHATA MOITyIalHA.

CpofniaBane Ha MOA03HPaHM HEXKEIAHH PCAKITHA

C1no6lIaBaHeTo Ha [IOA03HPAHH HEXKEMNAHH PEAKIHH CIIER PAaspelaBate 33 ynorpeba Ha JieKapCTBCHHA
npoIyKT € BaxkHo. ToBa no3BoisABa 12 NPOLB/IKA HaOIIONCHHETO Ha CHOTHOLICHHETO O3a/pHCK 38
JIeKapCTBEHHA MPOMYKT. OT MEIMIMHCKHTE CTISIMATHCTH CC M3HCKRA na cho0IIaBaT BCAKA MO03HpaKa
HeKelaHa peaKiya Ipes:

HMa3neaHATENHA ar¢HIUA Mo JIeKapCTBara,

yi. ,,Jamsn I'pyes® Ne 8, 1303 Cous,

Ten.: +359 2 8903417, yebeaiit: www.bda.bg

4.9 Ilpeaosupane

Mma chobIenye 3a ¢OYH Cliyyai Ha Npelo3HpaHe 8 pAMKHTE Hd K THHRYHHUTE npoyuyBaHuA. [1allHCHTET
& UM IUapHsA, raieHe H MOBPBILAHE CIIEA HHTPABCHOZHO npuiarate Ha eNWHATHA 1032 OT OKOJIO 290
mg/m?, KOETO € IIOUTH 4 ITHTH NOBEUE OT NPEMOphIBaHATA HATATHA 1034

B cnyuail Ha Mpeo3upaHe ChCTOAHWETO HA NMANHCHTA TpabBa Aa ce Caeau [pes 6pos Ha KPbLBHHTE
KITeTKH M Ja ce NIpHIara noaIbpiKalo JICUCHHE [TpU HyXKAA. Hsma mos3HaT criesdusdeH aHTHACT NPH

npeno3HpaHe ¢ a3aHTHIHH.

5. @GAPMAKOJOrMYHHA CBOUCTBA

5.1 @apMaKoIHHAMHNYHH CBOHCTBA

dapMakoTepaneBTHIHA Tpyna: AHTHHCOIUTACTHIHH cpeAcTBa, MHPUMUARHOBH aHAJIO
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MexXaHHu3bM HA NeHCTBUE

[Ipmema ce, ye a3alUTUIIH OChIICCTBABA AHTHHEOILIACTHUHHTE CH eEKTH Upes pazJIMYHi MeXaHu3MHu,
AKIOUHTENHO MUTOTOKCHYHOCT BBHpXY AOHOPMHHUTE XEMONOCTHIHH KJeTK¥ B KOCTHHA MO3BK H
xunomermwiupade Ha JIHK. I1IHTOTOKCHHHHTE edexTH Ha A3aUMTUOHH MOXe [a ca pe3ynrar oT
pasIMYHU MEXAHHU3MH, BKIIOUHTEIHO AHXuOUpaHe Ha CHHTE3aTa Ha ITHK, PHK n npoTe¢HHH,
snousagero My 8 PHK u JTHK 1 akTuBHpane Ha MEXaHU3MHTS Ha yspesxnase Ha JIHK.

Henponugepupauyre KIeTKH €a OTHOCHTEIHO HeYyBCTBUTENIHH KbM a3alMTHIHH. BxIr04BaHETO HA
azaryruaey B JJHK Bosm [0 WHAKTHBHPAHE Ha IHK-MeTrITpaHchepasure, poOeloe X0
xunomerwidpase na JHK. XunoMeTHIHpaHeTo Ha JTHK Ha MorpenHo MeTHIMpaHH reHH, YUACTBALIH
B HOPMAJIHATA PEryJIalys Ha KICTBUHUA UKL, nud)epeHIpaHe B MEXaHM3IMH HA CMBPI, MOXE Aa
JIOBENE A0 MOETOPHA EKCIPECHs Ha F€HH M BB3CTAHOBABAHC HA TYMOP-TIOTHCKAIINATES $yHKIHH CIIPAMO
TymopHuTe KiIeTKH. He € yCTaHOBCHO OTHOCHTEHOTO 3HAYCHHE 33 KIHHWHYHMA Pe3yNTdl Ha
xunoMeTunupanero Ha JJHK B cpaBHEHHE C IATOTOKCHIHOCTTA WIH IPYTHTE ISHCTBYA Ha a3alTHIH.

KnuunyHa eHKacHOCT ¥ 0e30macHOCT

Bwspacmna nonynayus (MDS, CMMIL u AML [20-30 % xocmHOMO3bYHHU 6racmu]) EQHKaCHOCTTa H
6ei00acHOCTTa Ha AsamuTuavH ca Ound f[poydeHH B CIHO MeXIyHapOJHO, MHOTOUEHTPOBO,
KOHTPO/THPAH0, OTBOPEHO, PAHI0MU3NPAHO, ¢ [apa1eiHi rpyIA CPaBHATENHO MPOYBAHE OT da3za 3
(AZA PH GL 2003 CL 001) mpu BH3PACTHU MALMEHTH C: MDS ¢ MeXAHHEH-2 1 BHCOK PUCK CIIOPEA
Me>KTyHapOAHATa MPOrHOCTHYHA TOYKOBA CHCTEMA (IPSS), pedpakTepHa aHEMuUd © HM3NKIIBK Ha
6nacty (Refractory Anaemia with Excess Blasts, RAEB), pedpaktepha aHeMHsA ¢ M3THUIIBK Ha Oy1acTH
B TpaHchopMalms (Refractory Anaemia with Excess Blasts in Transformation, (RAEB-T) H
MOAMGHULMPaHa XPOHHTHA MUEIIOMOHONWTHA JICBKEMUA (mCMML) criopen PpeHCKO-aMEPHKaHO-
OpuTaHCKATa CHCTEMa 32 knacuduxanust (French American British, FAB). Cnopep HacToslaTa
xnacudukamus Ha C30 ce mpueMa, HC nanuenTre ¢ RAEB-T (21-30 % 6macta) ca ¢ AML.
ARaLMTHINH [UTIOC HAM-A00pY TTOLABPKALIM PP (best supportive care, BSC) (n=179) e cpaBHCH C
KOHBEHIMOHAIHY TCpaneBTHYHY cxeMH. KOHBEHLHOHAHWUTE TepanesTHYHA CXCMH Ca BKIFOHBAII
camo BSC (n = 105), Hucka j03a UMTapaOHH MG BSC (n = 49) uiu cTaHI@pTHA WHIYKIMORHA
xumuoTepanus wiroc BSC (n = 25). [peny paHIOMH3HUPAHETO [TaIMeHTITe ca OWIY MPEeaBapUTEIIHO
u3GpaHH OT TEXHWTE JIEKapH 34 ¢/1Ha OT TPHTE KOHBEHITHOHAHH TCpaneBTHHH CXCMHU. [TaiieHTHEE Ca
0Ay4aBaii Ta3y NMPEABAPUTENIHO u3bpaHa TepaneBTHYHA CXEMa, aKo HE ca OWIM paHAOMH3HpPAHH Jia
MoTy4aBaT a3aUMTAINH. Karo 4act oT XpHTepHHTE 34 pKTIOUBAHE MALUHEHTHTe € TpAOBano a2 uMart
G YHKIIMOHATHO CBCTOAHUE (performance staius) no H3ro1Ha ofemmHEHa OHKONIOTHYIHA rpyha (Eastern
Cooperative Oncology Group, ECOG) ot 0-2. [MamueHTUTE ¢ BTOPHUCH MDS c¢a H3KIK4eHH OT
npoy4saHero. IIppBHYHATa KpawHa TO4YKa Hd npoy4ysaHeTo € Ouna o0warTa NpeKHBACMOCT.
A3anUTHIMH € MPUIAraH MoAKOXHO B 1034 OT 75 mg/m? [HEBHO 3a 7 AHM, NOCICABAHH 0T nepuoj, Ha
[IOYHBKA ¢ IPONBIKHTENHOCT 21 iHW (28-AHEBCH LUKBI Ha JleqeHHE) C Me/IHaHa 9 IMuKbiIa (HHTEpBal
= 1-39) 1 cpexno no 10,2 LHKBIA. B intent-to-treat nonynaimara (ITT, BCHIKH [JALIHEHTH, HE3ABHCHMO
NATH ca IPHKIIOYMIM POyYBaHeTo) MEIMaHaTa Ha BB3pacTTa € 6wia 69 roauHu (anreppan 38 g0 88
TOJMHH).

B ITT ananu3a Ha 358 mammedTH (179 ¢ asauuTHIvH 4 179 ¢ kOHBEHLMOHAIHA TEPANCBTHRHA CXeMa),
[IeUeHNETO ¢ a3aUUTHAHH € 0110 CBHpP3aHO ¢ MeMdHa Ha [IpeKHABASMOCT OT 24,46 Mecelia Cpellly 15,02
Mecella 3a NalHeHTHTe, IeKyBaHu ¢ KOHBEHIIHOHATHA TeparneBTHYHA CXeMa, ¢ pasiuka o1 9 4 Mecena,
cpe cTpaTndumEpana log-rank p-CTOHHOCT 0,0001. KoepuuueHTsT Ha PHCKA (hazard ratio, HR) 32
e(heKTa Ha JIEYSHHUETO € OuTl 0,58 (95 % CI: 0,43; 0,77). {ByronyIIHATA NPEKUBACMOCT e 6ua 50,8 %
npH MANKEHTHTE, JIEKYBaHH C a3alMTHIUM, cpemy 26,2 % mnp¥ MNAUHCHTHTE, NeKyBaHH ¢
KOHBEHIIMOHAJTHA TEPANEBTHYHA cxeMa (P < 0,0001).
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Log-Rank p = 0,0001
HR 0,58 [95 % CI: 0,43; 0,77]
CmbpTHocT: AZA = 82, CCR = 113
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# C pvCK
AZA 179 152 130 a5 L] 30 10 1 ¢
COR 179 132 a% 69 32 14 5 ¢ G

JTerenna: AZA = azauutuand; CCR = KOHBEHUMOHATHH TEPANEBTHIHH CXEMU (Conventional Care
Regimens); Cl = noBepHTENICH UHTEPBAI (confidence interval); HR = koe(HLHEHT HA PHUCKA (hazard
ratio)

[MonapTe OT A3ALMTHAMH 33 MPEKUBAEMOCTTa ca OWiM [OCTOSHHH HE3aBHCHMMO OT H30paHOTO B
KOHTpPOJHATa rpyla JedeHWe C KOHBCHIMOHAIHA TepalcBTHYHA cxema (camo BSC, HuCka 1032
umtapabud mwoc BSC wiy cTanaapTHa MHAYKIIHOHHA XMMHOTCPAIIHA ruroc BSC).

[Ipy aHanu3a HA LUTOrEHETUHHWTE NOArpyNH 110 [PSS ca ycTaHOBEHHM MOJO0OHM JaHHH 110 OTHOLUCHHE
HA MEIMAHATA HA OBIIATA MPEKKBSIEMOCT 3a BCHYKH rpynH (100pH, MEOKANHHH, JIOLUIH LATOr€HETHIHHU
[MoKa3aTe T, BKIYUTEITHO MOHO30MHUA 7).

[Ipu aHanu3a Ha BBH3PACTOBHUTE MOArPYMH € HaOGMoHaBaHo MOBHILABaHE Ha MEAWaHaTa Ha ob1ara
MPEXKUBAEMOCT 32 BCHUKH Ipyny (< 65 TOAUHH, = 65 ronuHM U > 75 rOJIMHY).

TleueHeTo ¢ a3aLMTHAMH € OO0 CBBP3AHO C MeJuaHda Ha BPEMETO N0 HACTBIBAHE Ha CMBPT WIH
tpanchopmanus kbM AML or 13.0 mecena cpeuly 7.6 mecena 3a MAlHEHTUTE, JIEKyBaHH C
KOHBEHIIHOHAJIHA TEpaneBTHUHA CXeMa, MOI00pEeHHE OT 5.4 Mecelia CbC CTpaTH(HULIMpaHa log-rank p-
croitHoct ot 0,0023.

TledyeHHETO C A3AMUTHANH ChLIO TaKa € OWI0 CBBP3aHO ¢ HaMallABaHe Ha LINTONCHUATE H CBBP3aHHUTE C
TIX CHMIITOMH. JICUeHUETO ¢ a3alMTUANH € IOBeNO 10 MOHMWKaBaHE Ha HYXKIWUTC OT TpaHc(y3us Ha
epuTpolHTH U TpoMGouuTH., OT nauuMeHTUTe B rpyrnara Ha JCIeHHC C a3aLUTUONHE, KOUTO ca OHIH
3aBUCHUMH OT TpaHCy3uATa Ha EPUTPOLIMTH B H3XOAHHA MOMCHT, 45,0 % ca cTaHad HE3aBUCHUMH OT
TpaHcdy3uATa HA CPUTPOLMTH MO BPEME HA JICUCHHETO, B cpapHeHue ¢ 11,4 % OT MALNCHTUIC B
KOMOMHMpAHATA [PYTIA HA JIeUeH e ¢ KOHBEHIIHOHATHN TEPATICBTUTHA CXEMH (cTaTUCTHUYECKU 3HAYHNMa
(p <0,0001) pasnuka ot 33,6 % (95 % CI: 22,4; 44,6)). ITpu nauueHTUTE, KOUTO Ca OMJIH 3aBUCHMH OT
TpaHCOhY3HH HA EPUTPOLIMTH KbM H3XOJHHSA MOMEHT M CJIEJ TOBA c4d cTaHAIM HE3aBUCUMH, MelMaHaTa
Ha MPOABL/DKHATENIHOCTTA Ha HE3dBUCUMOCT OT tpanchy3us Ha EPUTPOLUTH € ouna 13 mecela B rpynara
Ha JieueHHe C a3aliTUINH.

OTroBopsT € OWJT OUEHABAH OT M3Cc/ean0BaTeNld WK OT HesasucuMmara Ha30pHa KOMUCHS [
Review Committee, IRC. O6musT orrosop (MbiIHA peMUCHs + HacTH1HA peEMUCHS),
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uscrenoBaTens, € 6un 29 % B rpyIaTa Ha JIeUCHHE ¢ asalTiIKH i 12 % B koMOHHHMpaHaTa rpymna Ha
eqeHRHe ¢ KOHBEHIIHOHATTHY TEPAneBTHYHHA CXEMH (p = 0,0001). O6umAT OTTOBOP (ITBJIHA peMHCHSA +
yacTHYHA PEMHUCHS), OTPEReeH 0T IRC npy npoyiBaHETO AZA PH GL 2003 CL 001, ¢ o1 7 %
(12/179) B rpynaTa Ha JISHCHHC ¢ a3allUTHMH, B cpasHeHue ¢ 1 % (2/ 179) B koMOuMHEMpaHATa rpyTa Ha
jeyeHHe ¢ KOHBEHIIHOHATIHH TEPAreBTHIHH CXCMH (p = 0,0113). PasnuKATe B OLCHKUTC Ha OTrOBOpA
or IRC 1 u3cnemosarens ca Oumu pe3yaTar Or KpUTCPUUTO Ha MexyHapojHaTa paboTHa rpyna
(International Working Group, [WG), KOHTO M3HCKBAT NOAOOpEHHE HA 6posi Ha KPBBHHTE KICTKH B
nepudepHaTa KpbB M NOAIBPXkAHE Ha TOBA nonoOpeHHe 3a MMHIMYM 56 mun. CHIIO0 TAKa € yCTAHOBCHA
HOM3A [0 OTHOIIEHHE HA NPEKHBASMOCTTA NPY NalMeHTH, TIPH KOMTO HE € IIOCTUTHAT IThIeH/ JacTUHeH
OTTOBOD Cliel JICHEHHETO ¢ a3alMTHANH. ¥ eMaTOMOMMYHO ToaoOpeHue (ronsaMo KN Manko), crnopen
OMPEIEIIEHOTO OT IRC, e nocTUrHATO TIpH 49 % OT MaleHTHTE, TEKyBaHH ¢ a3allHTHIHH, B CpaBHEHUE
c 29 % OT MALHECHTHTE OT KOMOHHHMpaHaTa IpyIia Ha JICHCHHE C KOHEBEHLHOHATHH TEPaneBTHYHH CXEMH

(p < 0,0001).

[Ipu MauMeHTH ¢ efHa WM NOBEHC [IMTOT€HETHIHA 2HOMAJIHY B M3XOXHHA MOMEHI, NpOLEHTHT HA
NAIHEHTHTE CbC CIUICH MUTOreHETHUCH OTTOBOP € 61 CXOAEH B rPYIIHTE Ha JICUCHHE C a3aldTHIH 1
KOMOMHUpAHATA IPYTIA Ha JTeYCHUE ¢ KOHBEHUMOHAIIHH TepaneBTHYHU CXEMH. C1a0uAT UMTOTeHETHYCH
OTrOBOD € OWI CTATHCTHYCCKH 3HAYHMO (p = 0,0015) no-sucox B rpyrnara Ha nedeHrue ¢ asalMTHANH

(34 %) B cpaBHEHHE ¢ KOMOMHIpaHaTa rpyna Ha IeHCHHE ¢ KOHBEHIHOHATIHH TEPaneBTHYHH CXEMH (10
%).

Bo3pacmua nonynayus Ha 63 wiu nogeye soounu ¢ AML ¢ > 30 % xocmHOoMO3bHHRU bracmu
JlaieHuTe NO-AOTY PE3YJITATH NMPEICTABAT MOy IAIMATA intent-to-treat, npoy4saHa B AZA-AML-001
(B3k. TouKa 4.1 32 00OPEHOTO IOKA3aHUE).

EduxacHocTTa B 6€30MacHOCTTa Ha a3aluTHAMH ca MpOy4€EHH B €IHO MEIK Ly HapOAHO, MHOTCLIEKTPOBO,
KOHTPOJIMPAHO, OTKPHTO, IAPaJIETHOrPYTIOBO ¢a3a 3 mpoydBaHe Npu [alMeHTH Ha BB3pacT 65 1 [IOBEHC
FONHHH C HOBOJMATHOCTHLMPaHa de novo WIX BTOpHHHA AML ¢ > 30 % KOCTHOMO3IBHHH ONacTH
cniope] Kiracuukamsita Ha C30, KOHTO HE Ca nomxoasmy 3a HSCT. Azanutuaus Iioc BSC (n=241)
¢ CpaBHEH ¢ KOHBCHIIMOHAIHA TCPATICBTHIHA cxema. KOHBEHIMOHANIHATA TEPANeBTHIHA CXEMa Cc
cxetou camo ot BSC (n=45), HucKa 1034 uprapabud wnoc BSC (n=158) ¥y cTaHAAPTHA HHTCH3NBHA
XKEMMOTepanua ¢ LETapabuH H aHTPAIMKIHH [UIOC BSC (n=44). IlanuenTrTe €4 MpeaBAPHTEITHO
monfpaHd OT TexHure nekapu 3a 1 OT J.7e KOHBEHLHOHAIHH TEpPANEeBTHYHH CXCMH peau
paHaoMH3anuATa. [laupeHTHTe IOMyHaBaT peNBapUTENHO MOAOpaHaTa CXEMd, ako He ca
paHIOMU3HPAHH HA a3aliMTHAKH. KaTo 4acT OT KDHTEPUKTE 3a BKIIIOUBAHE CC M3MCKBA MAIMeHTHTE 12
nMaT GYHKIMOHANHO CBHCTOAHHE 0-2 mo ECOG ¥ 1UTOreHeTHYHH aHOMAalHH C MeXKIHHEH WK cnad
puck. [TepruHaTa KpaiiHa To4ka Ha mpoyqBaHeTO & 0011 TTPEKHBAESMOCT.

A3aUFTHAZH € NMPWIaraH NOAKMKHO € [03a 75 mg/m? THeBHO 3a 7 IHHY, nocJjeapaHd OT NEpHOA Ha
[IOUMBKA C IPOABIDKATENHOCT 21 THU (28-nHeBeH LUKBII HA jleqeHue), ¢ Meanana 6 IMKbIa
(unrepsat: 1 go 28), camo BSC ¢ menuana 3 nukwna (uarepsan: 1 10 20), HUCKA 71034 nArapadHH C
menuana 4 mmknaa (mHTEpBan: 1 10 25) ¥ cTaHAApTHA HHTEH3HBHA XAMHAOTEpanydd ¢ M¢Iuana 2
muKkbia (uarepBan: 1 1o 3, HHAYKINOHEH IHKBI IWI0C 1 yum 2 KOHCOMWIAIMOHHH IHKBIA).

OTInenHuTe M3XOAHH MapaMerpd ca CPaBHHMM MEXILY rpynATe Ha a3alMTHAHH U KOHBEHL[HOHAJIHA
TeparncBTHYHA CXEMa. MenuaHnara Ha BB3pacTTa Ha NALHEHTHUIC © 75,0 roquuHy (FpaHHLA: 64 mo 91
rogvam), 75,2 % ca ot Oanara paca H 59.0 % ca mpxe. Ha H3X0AHOTO HUBO 60,7 % ca KiackpHIpaHy
¢ AML, HecneiudUIHpana no Apyr Ha4uH, 32,4 % ¢ AML ¢BC CBBp3aHH € MHEJIOANCIDIa3UA IPOMCHH,
4,1 % chC CBBP3aHH C Teparmara MACTOUAHH HeomiaiMi ¥ 2,9 % ¢ AML ¢ peKypeHTHH reHeTUIHH
asoManyH criopes knacubuxanuara Ha C30.

Ipu ITT ananusa Ha 488 NalMEHTH (241 Ha asalTHIHH H 747 ua KOHBEHLHOHAJIHA TEPaNCBTHYHA

MEcela 33 MAUMCHTHTE, NeKyBaHu ¢ KOHBCHIMOHAIHA TepaneBTHYHA CXeMa, pasiH
ChC CTPATHHLINpaHa log-rank p-CTOHHOCT 0,1009 (aBycCTpaHHO). KoeduiueHTeT



Ha seyenwero e 0,85 (95 % CI = 0,69; 1,03). EnHoroguiuHata MNpeKHBACMOCT e 46,5 % npu
MALMEHTHTE, IEKYBaHH ¢ A3auUTuauH, copamo 34,3 % npu NAMEHTHTE, JICKYBaHU C KOHBEHILIHOHATHA
TEpaneBTHYHA CXeMa.
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Cox PH mojen, KOpUrHMpaH 3a MpeiBapyuTeiHO ONpeiesieHd U3XOAHN NPOrHOCTHHHH haxTOpH,
nedunupa koeduipeHT Ha puck (HR) 32 A3alTHAXH COPAMO KOHBEHIIMOHAIHA TeparneBTHYHA
cxema 0,80 (95 % CI= 0,66; 0,99; p = 0,0355).

B 10MBJTHEHHE, BBIIPEKH Y€ ITPOYYBAHETO HAMA BB3MOKHOCT Aa AEMOHCTPHpPA CTATUCTUYECKH 3HAUHNMA
pa3IMKa, KOraTo ¢€ CPaBHABA A3alWTHIUH C MPEIBAPUTEIHO nofOpaHuTe rpyny Ha KOHBEHIHOHAIHA

TepaneBTUYHA CXeMa, [IPEKMUBIAEMOCTTA Ha JIEKYBaHUTE € a3alluTH/IMH MAllMEHTH € MO-MPOAbJKHUTEIHA
B CpaBHEHME C BapUAHTHTE 3a JIeHeHHue ¢ KOHBCHIMOHATHA TepaneBTHHA cxema camo ¢ BSC, Hrcka

no3a uurapabud mmoc BSC u ca nomoOHH, KOraro ca CpaBHCHH CbC CTAHOApTHAa HHTEH3WBHA
xumuoTepanusa mwiroc BSC.

[Ipy BCHYKH TIPEABAPHUTEIHO ONPENEICHU TIOArpY [BB3pacT (< 75 roguHa U= 75 rOIKMHH ), 0, paca,
dbyHxumonanHo cecrosHue no ECOG (0 w1 1 2), U3XOAEH LUTOre¢HETHYEH PHUCK (cpenen U cnad),
reorpa()ckm peruoH, Knachdukauus Ha AML criopen C30 (sxmounrenHo AML ¢ npoMeHH, CBbP3atil
¢ MMEJOIMCILIA3UA), M3X0AeH Opoil TeBKOLMTH (< 5 x10%1 u > 5 x 10%/1), ¥3X0AHH KOCTHOMO3b'HH
6nactu (< 50 % u > 50 %) u aHamHe3a 32 MDS] cplecTByBa TEHICHLNA 3a ob1ara IpexKuBsIeMOCT B
032 HAa A3alUTHUAWH. B HAKOJIKO NpeIBapyUTeIHO ONPEACIICHN MOATPYIIH oOlara nNpexuBsAEeMOCT H
KOS(QUIMEHTHT Ha PHUCK NOCTHMIAT CTATUCTHHYECKA 3HAYMMOCT, KaTo BKJTFOUBAT TALIMEHTH CbC CJ1ad
[(UTOTEHEH PHCK, MarueHT ¢ AML cb¢ CBbP3aHU ¢ MUETIONUCTLIA3HA TPOMCHH, namueHTH < 75 rOAuHH,
NaMEeHTH KEHH U MAMeHTH oT Os;1aTa paca.

X eMATONOTHYHUAT ¥ [IMTOTEHETUUHHAT OTTOBOP €2 OLEHEHM OT M3CIeaoBaTe/ld i OT [RC cBbe cX0aHH
pesynrati. OOMmuUAT OTroBoOp (MbaHA PEMUCHS [CR] + mbyiHa peMHUCHS C HEIIBIHO Bb3CTAHOBABAHE Ha
6pos kpbHU Knetku [CRi]), onpenenen ot IRC, e 27,8 % B rpynara Ha a3alluTHIUH 1 25.1 % B rpynara
Ha KOMOWHMpaHa KOHBEHILIMOHA/IHA TEepaneBTHYHa CXCMa (p = 0,5384). [IpH MaLMEHTHTE, KOUTO
MOCTHraT MbaHa pemucus unid CRi, Menranara Ha MPOAB/DKUTETHOCTTA Ha pemucusaTa € 10,4 meceua
(95 % CI=17,2; 15,2) 3a MauMeHTHTES Ha a3aLIATHIKH U 12,3 mecena (95 % CI1=9,0; 17,0
Ha KOHBEHIMOHAIHA TepaneBTUYHA cxeMa. JJeMOHCTpHpaHa € ChLIO I10J13a 33 TP
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NALMEHTH, KOWTO He TIOCTHraT IBJIeH OTrOBOP MpH asallATHAWH B cpaBHEHHE ¢ KOHBEHIHOHAJHATA
TepaneBTUYHA CXeMa.

TeyeHHeTo ¢ a3alMTUIMH monobpasa Oposd HAa KPHBHHTIC KICTKHU s nepuepHara KpbB ¥ BOIH 10
MOHMKABAHE HA HYXKIHUTE OT TpaHC(y31H Ha CPUTPOLUTH H tpoMOoLHTH. [JaneH mauueHT ¢C cMATa 34
2aBUCHM OT TpaHCQY3Hs HA EPHTPOLHTH HITH TpOMOOLITH HA H3XOHO HUBO, KO TO3H NanyeHT € uMan
eIHA WIM TOBEYe TpPAHC(RY3MH HA EPUTPOLMTH WU TpoMOOLMTH MpE3 56-Te mHM (8 CceaMHLH)
peCIIEKTHBHO 10 WK Mpeay paHaoMHI3allAATa. TTafieH TIAAEHT e CMATA 33 HE3aBHCHM 01 Tpancdy3ud
Ha €PUTPOLMTH Wiy TPoMOOLWMTH Mo BpeMe Ha NEPHOLA Ha JeyeHue, ako TO3H MAalHeHT HE © MMdJl
HUKAKBM TpaHC(y3uM DPECTISKTHBHO Ha CPHTPOLMTH HITH TpoMOOUMTH TPE3 HUTO SIHMH OT 56-Te
noclexoBaTeIHN JHU NIpe3 OTICTHUA NEPHO.

Ot malMeHTATe B IPyNara Ha a3alliTHIHH, KOUTO Cd saRHCHME OT TpaHC(y3MA Ha epUTPOLWTH Ha
A3XOIHO HUBO, 38,5 % (95 % CI=31,1; 46,2) cTaBaT He3aBHCHMH OT tpancQy3msa Ha epUTPOLIUTH HO
BpeMe Ha I1ePHOJA Ha JIEYEHHETO, B CPAaBHEHHC ¢ 27,6 % (95 % CI = 20,9, 35,1) oT NaLMUEHTHTE B
rpyniuTe Ha KOMOMHHDaHa KOHBCHLHOHAJHA TepaneBTHYHA CXEMa. [Ipd nauyeHTHre, KOWTO €4
3aBHCHMY OT TpaHc(y3Ks Ha EPHTPOLITA HA H3XOAHO HUBO [ TIOCTHIaT HE3ABUCHMOCT OT TpaHcQy3us
¢ JIcUEeHHETO, MEIHAHATa HA NMPOIBIKUTCIHOCT Ha He3aBHCUMOCTTA OT TPAHCHY3HA Ha EPHTPOLATH &
13,9 Mecelia B TpyIaTa Ha a3allMTHANH H HE CC HOCTHTHA B rpyIiaTa Ha KOHBCHLHOHAIIHA TepaneBTHIHA
cXema.

Or NalLMeHTHTe B TpyIara Ha a3aluTuIiH, KOWTO ¢4a 3aBMCHUMH OT TpaHC(py3Ksd Ha TpOMOOLIMTH HA
w3xonHo HuBo, 40,6 % (95 % CI=30,9; 50,8) craBaT HE3aBUCHMH OT TpaHchy3us Ha TPOMOOLIHTH IO
BpeMe Ha NepHoaa Ha JICYCHHETO, B cpaBHeHHe C 29,3 % (95 % CI = 19,7; 40,4) OT NaMCHTUTE B
rpynuTe Ha xomMOMHMUpada KOHBEHLUMOHAIHA TEpATieBTHYHA CXEMA. [Ipy DanMeHTATE, KOHTO ca
3aBUCHMH OT TpaHC(Y3Hs HA TPOMOOTIUTH Ha H3XOAHO HUBO 1 TOCTRIAT HE3aBHCHMOCT OT TpaHCQy3us
¢ JIe9YcHHEeTO, MeAaHaTa Ha IPOABJDKUTEAHOCT Ha He3aBHCHMOCTTA OT TpaHc(y3H: Ha TpOMOOIHTH €
10,8 Mecella B rpyrnara Ha a3aliMTU/IHH H 19,2 Mecella B rpyNara Ha KOHBEHIHOHAIHA TepaneBTHIHA
CXeMa.

O6YC/IOBEHOTO OT 3[PABETO Ka4ueCTBO Ha KHUBOT (Health- Related Quality of Life, HRQoL) e olE€HEHO,
«aTo ce m3ron3sa OCHOBHHAT BBIPOCHHUK 33 Ka4eCTBOTO Hd skUBOT Ha EBporeifckaTa opraHu3aiiui 3a
Wac/ieBane | JedeHne Ha paxa (European QOrganization for Research and Treatment of Cancer Core
Quality of Life Questionnaire, EORTC QLQ-C30). Januwure 32 HRQoL 6pxa MorH Aa onoar
AHANK3APAHK 33 TOArpyna OT nara TOMyJalli 34 3OUTBaHETO. BBIpeKH OrpaHHdeHudATa IpH
AHATW3A, HAJMYHATE JAHHU MpearnoaraT, 4e NalueHTHTC He NpeTHPIABAT 3HAYMMO BIOLIABAHE HA
K4YEeCTBOTO Ha MHBOT O BpeMe Ha JIeteHUeTO ¢ a3allMTHIKE.

Ieduampuuna nonyrayus

ITpoyusasero AZA-JMML-001 e mexayHApOAHO, MHOTOLEHTPOBO, OTKPUTO NPOY IBAHE OT jaza 2 32
OlLigHKA Ha dapMaxkOKHHETHKAaTa, (hapMakoIMHaMHkaTa, 6e30MacHOCTTa H AKTHBHOCTTA Ha a3aliiTHIH
npeay HSCT npy meauaTpyiHy MANKCHTH C HOBOAMArHOCTHIpaHH HalpeaHAIN MDS wru JMML.
OcHOBHATA &)1 Ha KIHHHYHOTO MPOYy4YBaHe € /Aa OHeHH edexTa OT a3alUTHAAH BbPXY cTerenTa Ha
otroop B L{uksn 3, Jled 28.

Mamwenture (MDS, n=10; IMML, n= 18, 3 Mecena xo 15 rofuHy; 71% OT MBXKKH TIOJT) C& JICKYBaHH
UHTPABEHO3HO € a3alUTHIHH 75 mg/m?, BeJHEX JTHEBHO B IOuu 1 go 7 ot 78-mHeBeH LKMKEN 3a Hal-
MATKO 3 1 Hall-MHOT0 6 VKB,

BxnroupadeTo B rpynata ¢ MDS B ipoy4BaHCTO € cripsigo cned 10 manueHTH < MDS nopaan Juca Ha
e(DHKACHOCT: TIPH TE3H 10 HaLMenTH He ¢a PETHCTpHpaid NOTEBPACHH OTTOBOPH.

B rpymara ¢ JMML B npoy9BaseTo ca BKIIOHUCHH 18 maumenta (13 PTPNII, 3 NRAS, 1 KRAS
.r-a"""-.-?""’*

COMATHUYHY MyTalliH ¥ 1 KJIHHUYHA AUardosa 3a neppodrbpomarosa THI | [NF-1]). JAecThar

[IAIMEeHTH €A 3aBbPOIWIN 3 HHKBIA OT TepankATa 1 5-Ma OT TAX Ca 3aBBpITWIH 6 A o Y N
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nanmenTn ¢ JMML ca uMany KiuHu4eH OTTOBOp B uxsa 3, Oen 28, oT TE3U 11 y4yaCTHHLIH, 9 (50%)
y9aCTHHIM CA MMAJIM TIOTBBPICH KIHHYCH OTTOBOD (3-Ma ywacraHIM ¢ CCR 1 6-Ma yuacTrELHE ¢ CPR).
B rpynara nauueHtd ¢ JMML, siekyBasHd ¢ anamrunyE, 7 (43,8%) MauMeHTH ca WMATH TpacH
TPOMOOLIMTEH OTTOBOP (6poit > 100 x 109/1) u 7 (43,8%) ca ce HyKJaciH OT KPBBOMPENHBAHKSA DY
HSCT. 17 ot 18 ca npoaspkwin ¢ HSCT.

[lopamu A@3alfiHa HA MPOYYBAHETO (Manbk Opol NalHeHTH H pasiiiHH cMymasamy (axropu) OT TOBA
KIMHHYHO IIPOYYBAaHE HE MOJKE [ CC HallpaBh 3K TFOUeHHe TAMH a3auuTHIHH Npein HSCT nopobpapa
IPSKMBAESMOCTTA [IPY MANMECHTUTC C JMML.

[Ipoy4yBaHETO AZA-AML-004 € MHOTOLEHTPOBO, OTKPHTO MNpOYHBAHE dasza 2 3a OLCHKA Ha
Ge30NacHOCTTa, (apMaxoAWHAMHKATA W S(PMKACHOCTTA HA a3aUMTHIHE B CpaBHEHHME C JECHCHHE,

pa3TM4HO OT MPOTHBOPAKOBO MPHU 1elUa H MK pE3pacTHH ¢ AML npy MOIEKYAPEH peLUIUB CliET
CRI1.

CeneM TialMeHTH (C MEZIHaHa Ha BB3pacTTa 6,7 roauHH [AKANa3oH OT 2 50 12 roppmu]; 71,4% 0T KOHTO
ca OT MEBXXKH 110JT) Ca NEKYBaHH ¢ a3aluTHAHH 100 mg/m2 MHTPABCHO3HO BEAHBXK AHEBHO B Jlau 1 g0
7 OT BCeKH 28-IHeBeH LIMKB/I 32 MaKCAMYM 3 LKA,

[Tpu meTyMa MalMEeHTH € YCTaHOBCHA MIHHMATHA ocTaTLuHa Gonect (minimal residual disease, MRD)
p Jlen 84, karo 4 mauMeHTH ca JOCTUTHATH Wil MOJIEKYIISPHO CTAOMIU3HpAHE (n = 3), WM
MoneKyIsapHo nopodpenue (n= 1), a 1 nayeHT & HMasl wiHEydeH peruaes. Llect oT 7 NAMEHTH (90%
[95% CI = 0,4, 1,0]), mekyBaHH € a3alUTHIHE, ¢4 NOUIOKEHU Ha TpaHCIUIaHTalldA Ha XeMONOCTHIHH
crBonoBH KieTkH (haematopoietic stem cell transplantation, HSCT).

[Mopaau Mankusd pasMep Ha H3BAAKATd edMKACHOCTTA Ha a3alMTHINH TIPH reqUaTpAYHH TAHEHTH C
AML He MoXe Ja C€ YCTaHOBH.

BuxTe Touka 4.8 3a madopmannsa 3a 6e30macHoCT.

5.2 dapMaKOKHHETHYHH CBOHCTBA

AdcopOouua

Crel MOAKOXHO NMPWIOKEHUE HA CAMHWTHA no3za 73 mgfmz, A3ANUTHARH CC aGcopbupa Obp30 C
BHPXOBY TUIa3MEHH KOHLICHTPALH 750 + 403 ng/ml, XOHTO C€ NOCTUIAT 1/2 yac ciep npwiarade Ha
1ozaTa (MOMEHT Ha B3¢MaHE HA IIEPBHTE npo6u). AOCONMOTHATA SHOHAIIMYHOCT HA asaluTUIHH CJICH
[IOJKOXHO TPHIOKEHHE B CPABHEHHE ¢ HHTPABEHOZHO npANOXKEHHE (ENUHITHH 1031 OT 75 mg/m?) e
Giuna okos0 89 % 1o JaHHH 3a IIOIITa 01 KpHBdTa (AUC).

[Liourra Noa KpHBaTa U MAaKCHMAJIHATA Mia3sMOHa kouneHTpaid (Cumax) TPH MOIKOKHO TPUIOKEHHE
Ha a3alUUTHIOHH ca MPHOIM3UTEIHO IPOTOPHHMOHATHHE B paMKUTE Ha J1030BHs AHanasoH OT 25 mo 100

mg/m®.

Pasnpenenenne
Cnel MHTPAaBEHO3HO MpPHIAraHe Ha 103aTa, CPEAHMAT ofeM Ha pasnpenencHue € Ou 76 £ 261, a

CHCTEMHMAT KITHPBHC € 6mn 147 £ 47 Vh.

BuoTpaHcpopMaus

BL3 OCHOBA Ha NAHHWUTE OT in Vifro MNpOyHBaHHA, MeTaGOMAMBT HA A3aUMTHAAH HE W3MNOKIA
OCBINECTBEH OT W30CH3MMHUTE Ha LHMTOXPOM P450 (CYPs), UDP-TOKYPOHO3MIITPAHCHEPasHTE
(UGTs), cyndoTpascgepasure (SULTs) K rIyTaTHOH-TpaHcdepasnTe (GSTs).

AzaUMTHAMH TOpEeThPIsBa CIOHTaHHA XHAponusa H Ae3aMMHUpane, MeaurpaHo o1 /"" WA No «
1e3aMEHA3aTa. B HoBEIIKH uepHoApoGHH S QpaKih GOPMHUPAHETO Ha MeTaBONHTHTE € HEFARHvHMC ’?5% “
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or NADPH, koero mpernonara, ue MeTabonusMbT Ha a3alluTHIMH HE © MeJHUpaH 0T U30CH3MMHUTE Ha
mrroxpom P450. In vitro Tipoy4BaHe Ha 93alIUTHAMH B KYITYPH OT JOBCIIKH XEMATOLMTH TOKaz3Ba, ve
upu koHuenrpamum ot 1,0 pM 1o 100 uM (T.e. X0 KOHUIEHTpALHH OKOIO 30 TBTH IO-BHCOKH OT
NOCTIPKMMUTE B KIIMHHYHHA YCJIOBHS), A3alMTHANH HC HHLIHPa CYP 1A2, 2C19, 3A4 i 3AS. 11pH
POYydBaHKs 32 OUICHKA HA HHXHOKHPAKCTO Ha OPC/HITA 0T P450 mzoensumu (CYP 1A2, 2B6, 2C8, 2C9,
2C19, 2D6, 2E1 ¥ 3A4) asatmtHIHH [0 100 pM He BOOH IO paxubupane. CrefoBaTEITHO CYP
eH3UMHOTO MHIYLHpaHe WIH WHXHOWpaHe OT asaluTHAWH B JOCTHKAMHA [pH KITHHWHHH yCI0BHA
NAa3MeHH KOHLEHTpallUy € MajJKo BEPOATHO.

EnnMHHHpAHE

AZQUWTHIMAH ce W3uMcTsa OBP30 OT Mia3mMara CbC CPEACH MOMYXHBOT Ha CIMMMHHPAHC (1) cnen
NoIKoKHO TIprnokesne ot 41 + 8 MuHyTH. Clef MOAKOKHO NPWIOKEHHE Ha 75 mg/m” a3alUTUIHH
BeHBIK AHEBHO B MPOABIDKCHKE Ha / JHH HE HACTHIBA kyMmyaamua, OCHOBHUAT BT HA eNMAMHHUPAHE
HA A3aLUTHAMHE WM HEroBHTE METabOTUTH € CKCKPOILHAA € ypuHara. Crnell HHTPaBeHO3HO } TI0JIKOXHO
NPUIIOKEHUE HA 4. a3amuTuauH csoteTHO 85 1 50 %o OT mpuadKeHata pafHOaKTHBHOCT C€ OTKpHBE
B ypuHarta, fokato < 1 % ce OTKpHBa BBE (pEKUTHUTE.

CneMalHy Nonynaldy
He ca mpoydpanyi oQHIMATHO ePEKTHTE Ha yepHOIpoOHO YBpEKIaHe (Bx. Touka 4.2), 10N, Bb3pacT
/T paca BhPXY (GapMaKOKHHETHKATA HA a3allMTHAHH.

Heduampuuna RORYAAYUA

B TIpoyusaueto AZA-JMML-001 ¢apMakOKMHETHTHILIT aamu3 € obycnoseH oT 10 meaHaTputiHd
naprent ¢ MDS n 18 peauaTpuyHA NAUEHTH © IMML B Jen 7 Ha LIMKBII 1 (BXK. TOUKA 5.1).
MenuaHara (I#ana3oHbT) Ha BH3PacTTa Ha naimenTyTe ¢ MDS ¢ 13.3 (1,9-15) rogman 1 2,1 (0,2-6,9)
roauHy 3a nauuerture ¢ JMML.

Crnen MHTPaBEHO3HO NMPHAOKEHUE Ha 034 75 mg/m2, asalluTHIKH OBp30 AOCTHIA Cmax B PAMKHTE HA
0,083 yaca B nomynaguuTe ¢ MDS 1 JMML. TeoMeTpuuHATE CPSIHU CTOMHOCTY HA Coax ca 17970 1
1066,3 ng/ml, a TeOMETPUIHUTE CPEAHH croimoctd #a AUCo- ca 606,9 u 240,2 ng-h/ml CLOTBETHO
npu napuenture ¢ MDS u JIMML. [ eoMETpIHHTE cpeJHH CTOHHOCTH HA obema Ha pPasnNPeACNIeHHE
MPH YYACTHHIUTE C MDS u JMML ca csotBerHO 103,9 U 61,1 1. Oka3sBa ce¢, Y€ ofImara IUtasMeHa
eKCIIOZMLIAS HA a3alTHIMH € MO-BHCOKA NP yYaCTHULUTE C MDS; otOesnifgzana € obage cpenya ao
BHCOKA BapHATUBHOCT MEXITY [TALHCHTHTE KAKTO 34 AUC, taka # 38 Cmax.

["eoMeTpHYHHTE CPEIHH CTOHHOCTH Ha t% ca 0,4 u 0,3 yaca, a reOMETpPHYHHUTE CPCAHK CTOHHOCTH Ha
KUpBHca ca 166,4 v 148,3 I/h ¢b0TBETHO 32 MDS u JIMML.

dapMaKOKHHETHIHATE JaHHH OT [Tpoy4BaHETO AZA-JMML-001 ca obeauHen H CpaBHEHH C
hapMaKOKUHETHIHHTE HAHHH OT 6-Ma BB3PacTHM YYaCTHHIM C MDS, Ha KOWTO € I[IpHjarat
MHTPABEHO3HO A3alMTHAMH 75 mg/m2 B I1poy4BaHETO AZA-2002-BA-002. CpenHuTe CTOMHOCTH HA
Cowe ¥ AUCO-{ 33 a3alMTHAWH Ca CXOAHH MEKIY BB3pacTHH M MeUaTpUUHK [ALMEHTH CICA
MHTPABEHO3HO MPHIOKEHHE (CBOTBETHO 2750 ng/m) cupsimo 2841 ng/ml u 1025 ng-h/ml cnpsmo 882,1
ng-h/ml).

B npoyusadeto AZA-AML-004 hapMakOKHHCTHICH A3 € HarlpaBeH IpH 6 oT 7 MeAHATPHTHH
(IALMEHTH, NPH KOMTO € GHI0 BBE3MOXKHO, /e[l NPHIIOKEHHUG Ha 7103aTa, Aa € U3MepH ITOHE ¢IHA
KOHIEHTpALKA 33 UeIuTe Ha (apMakOKUHETHTHAA a3 (BIKTE TOYKa 5.1), MenuanaTa Ha BB3pacTTa
(nuana3on) Ha napuenTuTe ¢ AML ¢ 6,7 (2-1 2) TOIHHY.

Cie MEOTOKDATHO TIPUIOKEHHE Ba 103K 1o 100 mg/m2, CpeIHHUTE TeOMETPHIHH cToHHOCTH 32 Cmax ¥
AUCom B Hern 7 or Uuksn 1 ca choTBeTHO 1557 ng/m! u 899,6 ng-h/ml, npu HabnloAapaHa BHCOKA
HHIMBULYATHA BApHAOUITHOCT (CV% cporBeTHO 201,6% 1 87.8%). AzauuTHIUE € JOCTH 30
Cmax, ¢ MEIHAHA HAa BPEMETO 10 AOCTHIaHC 0,090 uwaca cien HHTPABEHO3HO IIP
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[IOHIDKHI ChC CPEAHa T¢OMETPHYHA CTOHHOCT 1172 0,380 yaca. CpeAHMTe T¢OMETPHIHH CTOMHOCTH HA
KIMPBHCA M 00eMa Ha pasnpeneeHue ¢a ChOTBETHO 127,2 Vhu 70,2 1.

dapMaKOKHHETHYHATA EKCTIo3uLA  (Ha a3alUTHIMH), HaOmojaBaHa 0PH Jeua C AML mpx
monexynsapen peruaus cien CR1, e cpapHHMa € eKCIIO3UIMATA OoT COOPHUTE JaHHH 34 10 penia ¢ MDS
u 18 nena ¢ JMML KkaTo CBIIO TaKa € CPAaBHUMA ¢ SKCIIO3HIIATA MY pp3pacTHH ¢ MDS.

BLOpeUHO YBPEXKIAHE
BrOpeyHOTO YBPEXKAAHE HAMA OCHOBHO BB3ElicTBAS BEPXY (papMaKOKMHETHIHATA CKCNOSHIMA Ha

A3ALATHAMH  Ciief] €XHOKPaTHO H MHOFOKpAaTHO TNONKOMXHO npuioxenue. Cnen MOIKOXKHO
MpUICKESHHE HA CIHHHMHA 1032 75 mg/m? CpeJiHATe CTONHOCTH Ha eKCTIO3HIHATA (AUC ¥ Cuax) TIPH
[IALMEHTH C JIEKO, YMEPEHO H TEXKKO GBOpeHHO YBPEKIAHE CC yBeju4uaBaT ChOTBETHO C 11-21%, 15-
27% 1 41-66%, B CpABHEHUE C ITAIIHEHTHTE C HOpMAHA 6p0peuna GyHKUHA. EXNO3ALMATA obaue € B
paMKHTe Ha CBIOIFS OOLI JHana3oH Ha CKCHO3MIHA, HaGonaBad TpH TAIMEHTHTE ¢ HOpMAllHa
6p0peuna GyHKUMA. A3auUTHINHE MOXKE 1a 6bJIe NPIICIKEH HA MAlHCHTH € 656pedHO yBpEKAaHe Oe3
THPBOHAYANHO KOPHMIHpaHE Ha RO3aTa, MPH ycilopde, 4Ye Te3d MAalKCHTH C€ Habmogasgar 34
TOKCHYHOCT, TBil KAaTO A3aUUTHAMH W/WIM HETOBHFE MeTaBONMTH Ce EKCKPETUPaT OCHOBHO UPL3

OosOpeLmTe.

PapMaKoreHoMHKa
He e npoy4BaH 0QHIHATHO eGeKTHT OT H3BCCTHHA HoTMMOPdHIEM Ha IHTHIMH IC3aMHHA3aTa BEPRY

MerabonusMa Ha asalMTHAMH.
5.3 TIpeaxaHHHYHH XAHHH 32 (e30MaCHOCT

AsaUMTHANHE WHEYLMpA i# Vitro KaKTo TeHHH MyTalllh, TaKa 4 XpOMO30MHH abepaltii B CHCTCMH OT
SaxTepHAJIHH KIETKH U OT KIETKH Ha 603aHHALM. KaHueporeHHAAT NOTCHUHMAN HA A33IHTANAH & O
Mpoy<eH NPA MUMIKH U INTbX0Be. A3AUMTHAKH € RHAYIHPAT TyMOPH H& XeMOTIOETHYHATA CHCTEMA TIPH
JKEHCKH MHIIKH [IPH HHTPANCPUTOHEHO MPUTOXKCHUC 3 TBTH CeMHYHO B MPOABDKCHHC HA 52
cenqMuud. YCTAHOBEHA € MOBUIIEHA YeCTOTa Ha TyMOPH Ha nuMo-peTUKyIapHaTa CHCTEMA, benud
npol, MJEYHHTE KIe3M ¥ KOXara I[pH MHIIKY, IeKyBaHW ¢ HHTPANepUTOHCATHO NPUIOKCH
A3AHTHINE B IpoIb/bkeHHe Ha 50 ceamuii. 11poyBaHe Ha TYMOpPOT€HHHS MMOTCHIHAN IIpH TLTBXOBE
MOKA3Ba MOBHUIIGHA YECTOTAa HA TYMOPU HA TECTHCHTL.

[TpoyuBaHUATA HAa paHHATa eMOPHOTOKCHYHOCT TPY MHIUKH TIOKa3Bdl yecrota oT 44 % Ha
WHTpayTepHHHaTa eMOpuoHanHa  CMBPTHOCT (noBMIIEHa pe3opOumsA) - CICA eqHOKpaTHO
HHTPANEPUTOHEANTHO MHKEKTUpaHe Ha asallMTHOKH [0 BpeMe Ha OpraHoreHesara. VCTaHOBEHH €4
HApyLIEHHs HA Pa3BUTHETO HA MO3bKA IPH MHULIKH, Ha KOHTO € TIPHIAraH a3allMTHAHH [IPeIH WIH B
MOMEHNTA Ha 3aTBapAHeTo Ha TEBpAOTO Hebue. [IpH nubXoBe asaluTHMH He e MpeAU3BUKaI HEKEITAHH
peaKLyy, KoraTo € OWn NpuIarad npeiu MIDIAHTALATA, HO O4EBHAHO € 61 eMOPHOTOKCH'ICH TP
mpuiaraHe 1o BpEME Ha OpraHoreHesara. (DeTaHWTe AHOMATHH TI0 BpEMe Ha OPTAHOTeHE3aTa IpH
mexoBe Bkmousar: aHoManuy Ha [THC (exaeHIehanys/eHnedanoueie), aHoMaIH! Ha KpaHUUHATE
(MHKPOMENHSA, KPHBO CTBHNAN0, CHHIAKTHIAA, ONUTONAKTWIHA} W JPYTH (MHKpOQTATMHS,
MHUKpOTHATHS, FACTPOCXU3a, OTOK 1 aHOMAINK Ha pebpaTta).

[TpunaraHeTo Ha a3aHMTHAMH HA MBXKH MHIIKH MPCIH yrdTOCBAHETO UM € XEHCKH, HA KOUTO HE ©
[IpIIaraH, € Z0BEJO 10 HaMaleHa IUIoA0BHTOCT H 3ary6a Ha MOKOJICHHETO 110 BPEME Ha cIeABAIOOTO
eMOPHOHAIHO WIHM IOCTHATATHO PAa3BHTHE. [MpaiaraHeTo My Ha MBXKA INTBXOBC © A0BENC [I0
HAMAIABAHE HA TETJIOTO HA TECTHCWTE M eMMAniuMa, HaMaJlCH Gpoit Ha CTIEPMaTO3VHANTE, HAMATICHA
yecToTa Ha OpeMEHHOCTHTE, MOBeUE aHOPMATTHH eMOpHOHHM ¥ TIOBHIICHA 3aryba Ha eMOpHOHU NPH
yu(pTOCAHHTE C TAX KEHCKM (BXK. TOUKA 4.6).
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6. OAPMAIEBTHYHH JAHHU

6.1 CHoHcbK HA HOMOIHUTE BEilleCTBA
Manwuton (E421)
6.2 HecnbBMeCTHMOCTH

To3u NekapcTBEH IPONYKT HE TpabGBa 1a ce CMECBA C APYTH NieKapCTBEHA MPOLYKTH, € MIKIHUCHHAE Ha
nocoueHUTe B TOUKa 6.6.

6.3 Cpox na roasHocTt

Hepaznevuaras draxoH ¢ npax: 3 roAUHU

Crnen mpuroTBaHe:
Koraro A3alMTHIVH CE pa3TBapa ¢ BOJAA 32 HHXKCKLHH, xOSTO He € OXJIAZECHA, € JoKa3aHa XHMHAYHA H

dusuHa cTaOMIHOCT MPH ynoTpeba Ha MPUTOTBCHIS JCKAPCTBCH nponykT npu 25°C B MIPOABITAKESHHE
ua 45 muauyTa # apu 2 °C 1o 8 °C - 32 8§ gaca.

CpoKBT Ha FOQHOCT HA MPUrOTBEHUA ICKAPCTBCH MPOAYKT MOKE 12 ¢€ NMPOXBIIKH, KaTo 3a pa3TBApAHE
ce wanon3ea oxnaneHa (2 °C mo 8 °C) Boja 3a HHAKEKLIMH, Korato A3alHTHIMH c& pa3TBapA ¢ OXJIAACH
(2 °C no 8 °C) Boza 33 HEDKEKIHH, XMMUYHATA B GH3NIHATA cTaGIIHOCT MpH yroTpeda Ha MPHIOTBCHAI
NEKAPCTREH POAYKT € A0KA3aHa IIpu 2 °C no 8 °C B mpOABIDKCHHC Ha 32 yaca.

Ot MHKPOOHOIOTHIHA IJIE/IHa TOUKA TPHTOTBEHIAT npoAyXT TpAdBa fa ¢€ U3MO3Ba peanara. AKo He
ce MRMON3Ba BejaHara, NOTpeduTeNiT CaM OIPEACd BpEMETO W YCIOBHSTA Ha ChXpaHeHHe MpEaH
yrotpeba, Ho He TPAOBa Jia ro ChxpaHasa nopeye ot 8§ yaca npu 2 °C no 8 °C, xoraro 34 pasTBapsAHe ce
3038 BOJA 33 HEDKEKLHH, KOATO HE € OXNaicHa, Wil HO moBeue OT 32 vyaca, KOraro 3a pasTBapiHe
ce wanomssa oxnanena (2 °C no 8 °C) Bona 32 HIDKEKIUH.

6.4 CresHajJHy yCJIOBHA HA CHXPAHEHHE

HeoTBopeHH (IaKOHH

To3H NeKapCTBEH MPOAYKT HE H3MUCKBA CMELAIHH yCIOBHA Ha ChXpaHEHHUE.

[TpuroTseHa CYCIEH3NA
3a YCJIOBHATA Ha CHXPAHCHHE CNISH PasTBApIHE Ha feKapcTBEHMs MPOAYKT BIDKTC TOMKA 6.3.

6.5 BHIHCBIBRPXKAHHE HA ONAKOBKATA

BesiseTen cTHKICH (makoH THIL I, ¢ ryMeHa amyllaika 1 aTyuMHKEBa Kana4dka (6ama 3a 100 mg #
opamkena 3a 150 mg).

Konu4ecTBO B OIIAKOBKA.
1 duiakon coappkain 100 mg asanMTHINH
1 dnaxoH ceaspaxkall 150 mg asaluTHIRH

6.6 CrenHaJHHE MpelNA3HU MEPKH NPH H3XBBPIRHE H paboTa
[Ipenophku 3a GesomacHa padoTa

A3alUTHAWE € DHTOTOKCHYEH IeKapCTBEH MPOAYKT 1 o0OHO Ha APYTH NOTEHIMATIHO
CLCTABKM € HEODBXOAMMO BHMMAaHWE MpH paboraTa H MPUI'OTBAHETO HA CYCINEH3
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TpaGBa ja Ce IpuWnaraT MpoOLEAypuTe 33 TpaBiita paboTa M M3XBBpIAHE HA AHTUTYMOPHYU
AEKapCTBEHU NPOIYKTH.

[Ipyu KOHTaKT Ha MPHTOTBEHMA a3alUTHAUH C KoJKaTa He3abaBHO M3MHiTE 0OWIHO C BOza U callyH. [Tpn
KOHTAKT C JIMFABUIUTE H3ILTaKHeTe 00MIHO ¢ BOJA.

BpeMeHHH XKeHH He TpAOBa Aa paboTaAT ¢ TO3H JIEKapeTBeH IPOAYKT.

[Mpoiieaypa 3a NPUTOTBAHE
AsanuTUaHH TpAOBa na ce pasTBapda © BONA 32 MHKESKIHH. CpoKbT Ha rOJHOCT Ha TIPUTrOTBCHHA

EKapCTBEH MPONYKT MOXE [Ia Ce TIPOBIDKH, KaTo 33 pasTBapsHe e H3MO0JI3B2 OXJIalcHa (2 °C no 8 °C)
BOJIAa 3a UHbKekuM. [1o-10my ca JaAcHH o pOGHOCTH 32 CHXPaHEHHETO Ha JIPUTOTBEHMSA NPOAYKT.

1. HeobxoauMH ca CIEAHHTE KOHCYMATHBH:
draxoH(1) a3aLHTHANH, $pnaxoH(u) BOAA 33 HHKEKIHK; HECTEPHIHH XUPYPrHYHH PbKaBUILL,
HAMOEHH CBC CIIHPT MaMyyeTa; MIKEKIIHOHHA CIPUHLOBKA(H) C uria(u).

2. CHoTBETHHAT 0BeM BOJa 32 HHKeKIMY (Buxre TabIuuaTa no-aony) Tpadea Aa ce W3TCIH B
CIIPHHIIOBKATA, KATO M3rOHHTE BCUYKHA BB3MyX OT CIIPHHIIOBKATA.

Coanprkanne Ha ¢uiakoH | ObeM BOJIA 33 MIDKCKIIFH KonneHTpauus
100 mg 4 ml 25 mg/ml
150 mg 6 ml 25 mg/mi

3. PBoBemere MINIaTa HA CPHALIOBKATa, ChIbpiKallla BOAA 34 MEDKEKIMHE, [Ipe3 TYMEHATA 3ally1alika
Ha (pIakoHa ¢ a3alHTHIMH U 6aBHO HHKSKTHPaTe BOJATa 33 HMIDKEKIIHH BbE (hIaxKoHa.

4, Cren xaTo OTCTPaHHTE CIIPUHIIOBKATA 1 UITIATA, Pa3KIATETE CHEPTHIHO ¢raKoHa Ko NOIy4aBaHe
Ha XOMOIeHHa MbTHA cycrensms. Clied pasTBapsAHETO BCEKH MWIHJIHTBD OT CYCIIEH3MATA LUE
chIBPKA 25 mg asamuTaauH (100 mg/4 ml). [IpHroTBeHUAT NPOXYKT MpeACTaB/IsBa XOMOTCHHA,
MBTHA CYCIeH3mws, 0€3 arnoMeparH. Cycnenzusra Tps6sa 1a 6bIe M3XBBPICHA, aKo ChABPNKA
roJleMy JacTHIM M arjomepati. He QuarpyBaiiTe CYCIICH3HATA CICH pa3TBapsHe, THH Kar10
TOBA MOKE 14 OTCTPaHH aKTHBHOTO BEIIECTBO. TpsabBa ga ce UMa NPEABHN, UC B HAKOH a0anTopPH,
MK M 3aTBOPEHH CUCTEMH MOXKE 14 UMa  durrpn. CreoBaTeHo TaKHBa CHCTEMU He TpadBa 13
ce M3MON3BAT 34 IPHJIATAHE HA NeKapCTBCHUA NPOIYKT ClC]] pasTBApAHE.

5. [MouKcTeTe TYMEHATA 3aIyLlalKka H nmpobogere ¢ HOBa HMIJIa H CIIPUHLIOBK2 BLB dTakoHa.
O6bpHETe (pakOHA C ABHOTO HArope H C¢ yBEpeTe, 1S pLPXBT HA WITiaTa € MOA HUBOTO HA
teunocTTa. M3appraitre 6yTaloTo 1 U3TETTIETE KOTHHECTBOTO OT NIEKAPCTBEHUA NPOAYKT, HYKHO
i3 TOYHATA J033a, Karo M3TOHUTE BCHYKHA BB3AYX OT CHpHHOOBKaTa. OTCTPAHETE
WrIIaTa/CIPHHIOBKATA OT (laKoHa ¥ H3XBHPACTE HIjata.

6. BieMeTe HOBA HIJIa 33 OJIKOKHH HHKCKIHH (rmperopbyBa Ce 25-G) K g 3aKpeneTe ¢TaDHIHO Ha
cnpunuoskara. He TpsOBa fa ce Npokapsa pa3TBOp MO HITIATa NpeiH MIDKCKTUPAHETO, 32 A CC
HAMAIH Y6CTOTATA HA PEakiuATe Ha MACTOTO HA HIDKCKTHDAHE.

7 Koraro e He0GXOIAM MOBeHe OT eIUH (IIAKOH, TIOBTOPETE BCHYKHM M30pOoeHH 1o-rope CTHIIKH 34
NPUTOTBSHE HA CycTeH3usATa, lopan 3aXbpaKaHe BB (PIAKOHA M UIJIaTa MOXKE Ia HE © BH3MOKHO
@ CE M3TEITIN UANOTO KONMYeCcTBO CyCNeH3HA 0T hnaxoHz.

8.  CoabpikaHMETO Ha CIPHHLIOBKATa C A03aTd TpabBa fa Gbae pecycCneHAHpaHo HETIOCPEACTBEHO
npeay OpwiaraHeTo. llpeau NpiaraHeto [TBJIHATA C [IPUTOTBEHATA CYCIICH3IHA CHPUHLIOBKa
TpabBa Ja ce OCTAaBH 3a HE [OBEYE OT 30 MMHYTH, 32 1a JOCTUIHE TCMIIepaTypa OT okono 20 °C-
75 °C. AKO ¢a MHMHaH Topede OT 30 MHUHYTH, CyCnCH3WiIIA Tps6Ba Aa Obae U3XBBPICHA 110
cLOTBETEH HAYMH M 1 CE IPUIOTBH HOBA 103a. Ja 18 pecycreHaupare, NpEBBPTETe eHEpPra4HO
COpPMHLIOBKATAa MEXZYy [Janure cu O [odydyaBade Ha XOMOI¢HHA, MBTHA CYCTIEH3HA.
CycrneH3uaTa Tpaopa fa Gbie N3XBBPIICHA, dKO ChIBPHKA roJeMH YaACTHILM WK arjioMepaTH.

HMauucnspaHe Ha MHAWBYWIYAITHN I03H
O6mara 03a CTIOPEA TEJECHATa NOBLPXHOCT MOXKE A €C M3YHCM O CISAHWA HAYHH,
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O6ma no3a (mg) = No3a (mg/m?) X TenecHa NOBbPXHOCT (m?)

Creasaniara TaONUIAa NPeACTaBigBa CaMO NPHMED 34 TOBA Kak na ObAaT U3uMCIeHH HHAWBUAYATHHATE
034 a3alUTHOWH Ha Oa3aTa Ha cpeHaTa CTOHHOCT 32 TeJieCHATa MOBEPXHOCT OT 1,8 m?.

Noza mg/m* (% O6ma no3a Ha Oasara | bpo# HeobxonuMH | OB HeoOxomuM 00eM
om Ha TenecHa | ¢prakoHH Ha NPHIOTBEHATA
HpenopeYeaHama nogppxeocT o 1,8 mM* | 100 mg | 150 mg cyCreH3MA

HaQuaina 003a) dnaKoH daKoH

75 mg/m? (100 %) 135 mg 2 draxona | 1 pnakon | 5,4 ml

37,5 mg/m’* (50 %) 67,5 mg | pnakon | | ¢makon ) 2,7 ml

25 mg/m? (33 %) 45 mg 1 dmaxox | 1 guakon_| 1,8 ml

HauynH Ha IPUIOKECHHE
Cnen pa3TBapsaHe a3alUTHAWH TpsOBa Aa C& MHKEKTHPA MOJKOKHO (BbBEAETE HIWIaTa MO BIBI OT 45-
90°) ¢ urna 25-G B MUIIHALATA, OSAPOTO HWIH KOPEMA.

Tlozu, no-ronemMu ot 4 ml, Tpabsa n1a GbaaT MEDKEKTHPAHU Ha ABE PaliHiHA MECTd.

MecTaTa Ha UEKEKTHpaHe Tpa6pa 1a ce pexysaT. CieBalHTe HHKCKLHH TpabBa Ja ce IpaBAT Ha IOHE
2.5 cm OT MACTOTO Ha NMOCTABSHE HA MPCAMIIHHTE H HHUKOTA B 0BNACTH, KOUTO Ca YyBCTBHTEIIHH, C
KPBBOHACAAHHA, 334CPBCHH WIIH YILTETHCHH.

Hel3noT3BaHIAT JIEKAPCTBEH MPOAYKT WIH OTHaIBHHUTE MATCHHAIH OT Hero TpsAOBa 1a ce M3XBBHPIIAT
B CHOTBETCTBHE C MECTHUTE NU3KCKBaAHMA.

7 TIPUTEKATEJ HA PASPELIEHHETO 3A YIIOTPEBA

Pharmascience International Limited

Lampousas 1,
1095, Nicosia,

Kunsp

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20210042

9. JIATA HA UOBPBO PASPEIIABAHE/MOAHOBSIBABE HA PASPEIIEHHETO 3A
YIIOTPEBA

ITara Ha TBPBO pa3pellaBaHe: 19.02.2021

10. JATAHA AKTYAJN3UPAHE HA TEKCTA
12/2023
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