KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HME HA JJEKAPCTBEHUS ITPOAYKT

AsauutnanH @apmacaitbHe 25 mg/ml npax 3a MEKEKLUHOHHA CYCIeH3Ms
Azacitidine Pharmascience 25 mg/ml powder for suspension for injection

2. KAYECTBEH ¥ KOJIUYECTBEH CBhCTAB

100 mg ¢pnakoH

Beekn ¢unakor ceabpxka 100 mg asauutupmu (azacitidine). Cnen pasTapsHe BCeKH MIWTWIHTED
CYCIEH3HA ChbABPXKa 25 mg a3allMTHAHH.

150 mg ¢nakon
Beexn ¢nakon cpabpxka 150 mg asauuruanH (azacitidine). Cnen pasTapsHe BCekH MWIHIATED
CyCNneH3uaA CbAbPiKa 25 mg a3alMTHAKH,
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4, KJHHHYHH JAHHHA
4.1 TepanesTH4YHH NOKA3IAHUNA

AzauuTHanH DapMacalibHC € NOKa3aH 3a JIeYeHHe HA Bb3PACTHH NAlMEHTH, KOWTO He Ca NMOIXOHALIM

3a TPAHCIUTAHTALHA H& XEMONOETHYHH CTBONOBH KieTkU (Haematopoietic stem cell transplantation,
HSCT), c:

. MHENOAUCIINIACTUYHN cHHApOMU (Myelodysplastic syndromes, MDS) ¢ MexauHeH-2 U BHCOK
PHUCK cniopea MexayHapoRHaTa NporHoCTHYHa TOUKOBa cucteMa (International Prognostic
Scoring System, IPSS),

. XpOHUYHA MUEJIOMOHOUUTHA neBkeMus (Chronic Myelomonocytic Leukaemia, CMML) ¢ 10-
29 % kocTHOMO3BYHH bitacTi Gea MuenonponadepaTHBHO HAPYHICHHE,

. OCTpa MHENOHAHA NeBkeMUA (Acute Myeloid Leukaemia, AML) ¢ 20-30 % 6nactH u
MYJNITHIMHEHHA aucnnasus cnoped knacuukauusta Ha CBeTOBHATa 3[ApaBHAa OpPraHW3allHA
(C30),

. AML ¢ > 30 % kocTHOMO3BYHM GrlacTy cnopel knacHdukauusata Ha C30.

4.2 [Jd03npoBKa H HAYMHH HA NPRJICKEHHE

Jleuennero ¢ azaunTHAMH TpabBa Aa ce 3amoyBa H npocneassa Noa HaGMOASHHETO Ha JTEKAp C OMUT B
IPUNIAraHETo Ha XHMHOTEPANneBTHYHM CcpeAcTha. [TauuenTure Tpabea na monyyar npeMeXuKaLMs C
aHTHEMETHLIM Cpelly ralleHe U NMoBpLLUAHE.

Jo3upoBka
IIpenopbuBanara HayanHa Ro3a 3a MbPBUA LHKBJ HA JIEUEHHE 32 BCHUKH MALIHEHTH, HE3aBHCHMO OT
H3XOJHUTE CTOMHOCTH Ha nabopaTOpPHHTE XEMATONOrHYHM noKasaTenw, € 75 mg/m? TenecHa
[I0BLPXHOCT, HHXEKTHPAHH NOAKOXHO BCEKH JEH B MPOXLIKEHHUE HA 7 IHH, MOCNEABAHH OT NEPHON
Ha MOYHBKA C NPOABIKHUTENHOCT 21 nHU (28-1HeBeH LMK Ha JIeueHue).




[Mpenoprupa ce nauuenTuTe na 6HOAT NOATOKEHH Ha MHHHMYM 6 teuebuu uMkbia, Jleuennero Tpabsa

da C¢ Npoab/DKaBa, AOKATO MALMEHTbT NMPOAL/DKABA Ja MMAa MOA3d OT HEro HIH 00 NpOrpecHs Ha
3abongpanero.

[Mauuenrure Tpabsa na 6Gbaar cnegeH 3a XeMaTOOrMYEH OTrOBOD/TOKCHYHOCT M 6BOpeyna

TOKCHYHOCT (BX. TO4YKa 4.4); BE3MOXKHO € /1a ce HAIOXKM OTJaraHe Ha HAYaIoTO Ha CleBAUINAA UHKBN
WIH HaMaliBaHe HA N03aT4, KAKTO € OMUCAHO M0-10Y.

Asauutuaud dapmacalibHe He TpabBa Aa ce W3NOJ3BA BIAUMO3ZAMEHIEMO C NepopalieH a3alHTHAHH.
[lopanu pasinuMku B SKCNIO3ULHMATA, MPENOPHKHTE 33 103aTa U CXEMATA Ha npularaHe Ha nepopajiel
43altNTUIMH Ca PA3NIMYHH OT TE3H HA WHXKEKUHOHEH a3alMTHANH. Ha MeIMUMHCKHTE CIIeHUaHCTH ce
HPCNOPBtBa 14 NPOBEPABAT HMETO HA JIEKAPCTBEHUA MPONYKT, A03aTA ¥ HAYHHA HA IPUJIOKEHHE.

Jlabopamopru mecmoge

Ilpean zanousane Ha TepanuATa W TpPEAH BCEKU JedeDEeH LHKBIT TpabBa Ha ce onpenensT
byHKUHOHATHUTE YepHOOPOOHH NokazaTenyu, CEpyMHHMsA KpeaTHHUH W cepyMHMA OukapOonar. [Ipenu
3alloYBaHC HA TEpamMATa TPAOBA A Ce HampaBH MbJIHA KPbBHA KAPTHHA, KAKTO W MpH HyXkIa 3a
MpOCIcadABaHe HA OTrOBOPa M TOKCHYHOCTTA, HO Hali-MaJIKO NMpeay BCeKH NeuebeH LHKDIL.

Kopuzupane na dosama nopadu xemamonozuuna moxcuurnocm

XeMaTOJIOTHUHATA TOKCUYHOCT ce AebrHUpa KaTo Hall-HHCKMA Opoit KPBBHH KNEeTKM (HaIgup),

AOCTHTHAT NpH AaleH LMKBA, ako TpombouuTtHre ca < 50,0 x 10% wwiv a6comoTHHST Opoit
HeyTpodunu (ABH) e < | x 10%1.

B13cTaHOBABaHETO ce AedHHMUPA KATO YBEIMYaBaHE Ha INIETHYHATA THHHMS (M1HHHMH), NPH KOATO (KOHTO)
¢ Hab/MoaaBaHa XEMATOIOTHYHA TOKCUUHOCT, C NIOHE MOJOBHHATA OT a6COMOTHATA pa3IHKa OT HAOHpa
W H3XOOHHA Opod KPBBHM KNeTKM mmoc Gposs mpu Hagup (1.e. Opodl KPBBHM KIETKH TIpH
BB3CTaHOBABaHE 2 Opoii npu Hagup + (0,5 x [usxoneH 6poii — Gpo#t npw Hanup)).

Hayuenmu bes namanen usxoden 6poii na xpvenume kremicu (m.e. nesxoyumu > 3,0 x 10°/1 u ABH > 15
x 10°/1 u mpombGoyumu > 75,0 x 10°/1) npedu HbPDEOMO ACYUEHUE

AKO CNe IEYEHHETO C a3alUTHAMH ce HabTioaBa XeMaToIorHyHa TOKCHYHOCT, CJICABALIHAT LKL/ HA
Tepanusita TpadBa Aa Ce OTVIOXKM OO BBICTAHOBIBAHE Ha Opoa Ha TpoMmGonuture © ABH. Ako ce
NOCTHIrHE BL3CTAHOBABAHE B pAMKHUTE HA |4 nHU, He ce Hanara KOpHUIrHpaHe Ha no3ara. Ako obaye He
CC TNIOCTUTHE BB3CTAHOBABAHE B paMmkuTe Ha |4 AoHu, mo3ara TpabBa fa GhAe HAMANeHa CBINACHO

cinegpainara Tabnuua. Cnen [IPOMAHA Ha no3aTa MPOAB/LKHUTENIHOCTTA Ha UUKBAA TpAOBA OTHORO Na
CTaHe 28 nHu.

v, A —

Bpo#t npu Hanup B uKkbaa H03a 3a crenBalINA LUMKBI, aKO He €
MOCTUTHATO
| ABH (x 10%/1) Tpombounra (x 10%/1) BB3CTAHOBABaHE* B paMKHTE HA
. SN I - damwn(%)
<1,0 i < 50,0 50 % -
> 1,0 > 50,0 100 %

*BiicTaHoBsBaHe = 6p;)|‘»i Kp‘bEHH KIETKH 2> Opolt npy Hagup + (0,5 x [u3xoneH époﬁ — Eipoﬁ npu
Hazup])

[Tayuenmu ¢ namanen uzxooden bpou na xpveHume xaemxu (m.e. neexoyumu < 3,0 x 10°/ wiu ABH <
1,5 x 10°/1, unu mpomboyumu < 75,0 x 10°/1) npedu nepeomo nevenue

AKO ClIeA ICUEHUETO C A3AUATHUAMH CNAIbT Ha Opos Ha nesxkounTuTe WM ABH, unu TpoMGoLMTHTE B
CPaBHERME C Mpeay nedeHueTo € < 50 %, unu no-ronam or 50 %, 1o ¢ nogoGpeHne Ha nokasaTe




3a AMQepeHLUNpaHe Ha KOATO W 1A € KNEeTb4Ha JHHHAA, CIeABAlIMAT UKHKE He TpaOBa a ce oTara H
A03aTa He TpAdBa [a ce KopUrupa.

Ako0 cnagbT HA Opos Ha neBKouUTHTE M ABH, win TpombouuTuTe € no-ronam ot 50 % B cpaBHeHHe
C npeaH fneueHHeTo B 0e3 nmoaodpeHHe Ha AMPEPEHUMPAHETO HA KIETHYHHTE JTHHHH, CIAE/BAIUAT
LUWKBJI HA Tepanus ¢ a3aUMTHAMH TPAOBa Na ce OTA0XKU A0 BB3CTAHOBABAHE HA OpoA Ha TPOMOOLUTHTE
M ABH. AKO ce nocTHrie Bb3CTaHOBABAHE B paMKUTE Ha 14 AHM, HE C€ HaNara KOpUrHpaHe Ha f03aTa.
AKo oDaye He ce MOCTHTHE Bh3CTAHOBABAaHE B paMKHUTe Ha 14 nuHM, TpaOBa a ce onmpeaeny Kierb4HOTO
ChABPKAHNE HA KOCTHHA MO3BK. AKO KNETHYHOTO ChABPKAHHUE HAa KOCTHHA MO3BK € > 50 %, no3ara He
TpAOBa ma ce Kopurupa. AKO KIE€TbYHOTO ChAbPAaHUE Ha KOCTHHA MO3BK € < 50 %, neyeHneTo TpabBa
Ja ce OTJ0XH H 103aTa Ja Ce HAMAIN CbINacHo cneapallarta rabnuna:

KnersuHo  cepaepxkaHue — Ha | Jo3a 3a cnempalling UMKBI, KO HE € MIOCTHTHATO BE3CTAHOBABaHE
| KOCTHHA MO3BK B paMKuTe Ha 14 nHu (%)
_ BeicranosaBaHe™ < 21 gHu BbicraHoBsaBaHe™* > 21 OHH
| 15-50 % 100 % 50 %

<15% 100 % 33%

*BbacraHosasaHe = Opoil KpbBHH KIeTKH > Gpo#t npu Haaup + (0,5 x [u3xonen 6poit — 6poil npH

Haaup))
Cnen npoMsana Ha 103aTa IPOABIKUTENHOCTTA HA CASABALLMA UMKDJ TpAOBA OTHOBO Aa cTaHe 28 JHH.

Cneyuannu nonyaayuu

[layuenmu 8 cmapuecka ev3pacm

He ce npenoppuBat cnetHpnyHH KOpEKLWH Ha 103aTa NpH NallMeHTH B cTapyecka Be3pacT. Toi kaTo
BEPOATHOCTTA 32 HanMUuue Ha HaMaNeHa O0bOpeuHa PyHKLHA € mo-BHCOKA NPH MAHHEHTH B CTapyecKa
BB3PACT, MOXKE Ja € OT [10N13a Ja ce ciuean Ox0peuHara ¢pyHKLMA,

Hayuenmu ¢ 6v6pevuno yepeosicoane

A3aUMTHUAUH MOXKeE [a Ce Nipunara Ha nauuedTH ¢ 6s6peuHo yspexcane 6e3 nbpBOHAYANHO KOpUrHpaHe
Ha fo3ara (BkK. Touka 5.2). AKO HACTBITH HeoGACHHMM CIIajJ HA HUBOTO HA cepyMHuUA OukapOoHat nox 20
mmol/l, no3ara TpabBa na 6sne HamaneHa ¢ 50 % npu cnepBaInKA LUHKBI. AKO HACTBIAT HEOOACHUMH
NOBUINABAHHA HA CEPYMHHUA KPCATHHNH WIN YpelHHs a30T B KpbBTa (BUN) 10 = 2-MbTH HAA U3XOOHHUTE
CTOMHOCTH M Haja ropHara rpadvua Ha Hopmara (ULN), cneaBaummsaT uuksa Tpadsa na Owae oTnoxeH
A0 BPBLIAHETO KM A0 HOPMANHHTE HITKH H3XOAHUTE HM HMBA U Ao3ata TpAbsa na 6paa HaManeHa ¢ 50 %
NpHU CnedBaliig RUKbII Ha NeYeHHE (BX. ToMKa 4.4).

Hayuenmu ¢ veproOpobHo yepeacoare

He ca npoeexnaHy oQgyLUHATHH NPOYUBAHHA NMPH MALUKMEHTH ¢ YEPHOAPOOHO yBpekaane (BX.

TO4YKa 4.4). [TauueHTHTe C TEXKKO YepHOAPOOHO OpraHHO yBpexaaHe TpAOB2 ga OBIAT BHHMATEIHO
CNEOSHH 3a HEXeNaHU peakuuy. He ce npenopbusar cneuudHIHH NPOMEHH Ha HavalHaTa f103a INpH
NALMEHTH ¢ 4YepHOLPOOHO yBpexIaHe MpEAu 3ano4vBaHE Ha JICUCHHETO; CICABALLKTE NMPOMEHH Ha
no3ata TpaAOBa na ce Oasupar Ha xeMaTonoruvyHure aabopaTopHH MMOKazaTend. A3aLUTHAWH €
MPOTUBONOKA3AH NPU NALMEHTH ¢ HANPEAHANH 3/10KaYeCTBEHH TYMOPH Ha 4YepHHUA Hpob (BX.

TOYKH 4.3 U 4.4).

ITeduampuuna nonyvaayus

be3onacHOCTTa ¥ e(PMKACHOCTTA HA a3auMTHAMH MpH deua Ha Bu3pact 0 n1ol7 roauHy BCe ollle He ca
yCTaHOBeHH. Hanu4HKTE nMoHacToAleM JaHHHM ca ONMcaHU B TOYKH 4.8, 5.1 B 5.2, HO npenopbkH 3a
AO3UPOBKaTa He MOrar aa ObpaaTr AaacHH.




Ha4yuH Ha npuaoxkeHue

Cnep pasTeapsHe a3auMTHAMH TpabBa Ja Ce WHXEKTHPA MOAKOXKHO B MHIUHHLIATA, GeXpoTO WM
kopema. MecTata Ha nHXKeKTHpaHe Tpabsa aa ce penysat. ClieABalUMTE HHKEKLIMK TPA6Ba Aa ce NpassT
Ha MOHE 2,5 Cm OT MACTOTO Ha NOCTaBAHE HA NpPEOUINHHTE M HHUKora B oOnacTH, KOMTO ca
YYBCTBHTE/HH, C KPbBOHACINAHHA, 3a4YEPBEHH WIH YILTBTHEHH.

Cnen pa3tBapsHe CycrieH3usaTa He TpabBa na ce GpunTpypa. 3a ykasaHUs OTHOCHO PEKOHCTHTYHPAHETO
Ha NEKapCTBEHHUA MPONYKT NPEAU NPUNOKEHHE BHXKTE Touka 6.6.

4.3 IIpornsonoxkasaHus

CBpBX4YBCTBHTENTHOCT KBM aKTUBHOTO BELLECTBO WIH KbM HAKOE OT NOMOILIHHTE BellecTBa, H3bpoeHu
B TOuKa 6.1.

Hanpenuanu 3noxavecTseHn TyMOpH Ha YepHHs apol (Bxk. Touka 4.4).

Kepmene (Bxk. Touka 4.6).
4.4 Cnennainsu npeaynpexaeHus H Npeana3’HH MEPKH NpH ynorpeda

XeMaTOJIOrH4YHa TOKCHYHOCT

JleueHneTo ¢ a3aUMTHAMH € CBBP3aHO ¢ AHEMUSA, HEYTPOTIEHHA M TPOMOOLMTONEHHs, 0COBGEHO mpe3
MbpBUTE 2 UMKDBAR (BX. TOuka 4.8). TIpn Hyxna, HO NOHe npeny BCekH AeyebeH LMKBI, Tpsi6Ba aa ce
HanpaBK ITb/THA KPbBHA KApTHHA 3a NpOC/ieaaBaHe Ha OTroBopa i TokcuyHocTTa. Cllel npuiaraHe Ha
NnMpenopbyBaHaTa 103a 32 NbpPBUA LMKBLA, A03aTa 3a CIEBALUTE LIMKIIN TpAOBa Na ce HaMalu Wiu
MpHUNaraHeTo W Ja ce OTNOXKH B 3aBUCUMMOCT OT Opos Ha KpBEBHHTE KIETKH NPH HAIHpP W
XE€MaTOJIOrMYHHA OTrOBOP (BXK. Touka 4.2). [lauuentuTe TpsabBa ga OBAAT NOCHBETBAHH He3aO0aBHO Ja
cbobwasar 3a ¢GeGpwinM npucrenn. ChbLIO Taka € MPENOPbLYUTENHO NALMEHTHTE M JeKapuTe Ia
Hab10NaBaT 3a NPU3HALUH U CHMITTOMU Ha KbPBEHE.

YepHoapoOHO yBpexaaue
He ca nposexmaHn oduuHaTHM NPOY4YBaHMA TNpHU MALMEHTH C 4YepHOAPOOHO yBpexaane. Hma

ChOOLIEHNs 34 PA3BMTHE HA MpPOrpecHpaiua YepHOApoOHA KOMAa M CMBPT MO BPEME Ha JIEHEHHE C
A3allMTHAHH TIPH MALKHEHTHA ChC CHIICH TYMOPEH TOBap NOpaad MeTacTaTHuHO 3abonsBaHe H 0CobeHOo
MPH TAKKHBA MALIMEHTH C U3XOHH HHBA Ha cepyMHUs anbyMuH < 30 g/l. A3aUHTHAHH € NPOTHBONOKA3AH
NpH NAUKEHTH ¢ HANPEIHAIH 3/I0Ka4EeCTBEHH TYMOPH Ha YepHHA Apob (BX.

TOYKa 4.3).

br0OpeyHo yBpexxaade
HiMa cp0o0uwieHnA 3a 3acarane Ha 6b0peyHarTa GyHKIMs, BAPUPALIM OT MOBHIUEH CEPYMEH KPEATHHUH JI0

0bOpeuna HEZOCTATBYHOCT M CMBPT, NpPU MAUMEHTH, NEKYBAHW C MHTPABEHO3EH a3allATHAMH B
KOMOMHAUMA C JPYTH XMMHOTEpANeBTH4YHM CpencTBa. JIOMBIHHUTESIHO, TIPH 5 MAalMeHTH ¢ XPOHHYHA
MHesouAHa neskemuda (XMJT), nexyBaHu ¢ a3aliMTHAMH U €TONO3MA, e € pa3Buna Ob6peana Ty6ynapHa
aluAo03a, AepuHHpaHa KaTo Craj Ha cepyMHus 6ukapboHat Ko < 20 mmol/l, CBBP3aH ¢ anTKaaU3HpaHe
Ha ypHHAaTa U XUTIoKalIHeMus (cepyMeH kanuil <3 mmol/l). Ako HACTEIAT HEOBACHMMH NMOHKEHHS Ha
cepyMHHA OrkapOoHar (< 20 mmol/l) unu nopuiiaBaHHsA Ha CepyMHHR KpeaTHHHH Wi BUN, mosara
TpsA0Ba Aa 6bae HAMATEHa HITH MPWIATAHETO i Aa e OTNOXH (BXK. Touxa 4.2).

ITauventnre TpsaOBa na O6baaT nMochBeTBAaHH Ja cboOll@BaT He3a0aBHO HA MENMIMHCKOTO JHUE 34
OJIUTYPHA U aHypHA.

Brnpeku ue, He ca 3abena3aHy KIMHMYHO 3HAYUMM PA3fIMKH B YECTOTATa HA HEXENAHHTE peaKlHH
MEX Y MauWeHTH ¢ HopManHa 6b6peuHa PpyHKUNA H NaluHeHTH ¢ 6b0peyHo yBpeKaaHe, NALUEHTHTE ¢




O6r06peyuHo yBpexknaHe Tpadea na ObpaT cliei€HU BHHUMATENTHO 33 TOKCHYHOCT, T Karo a3alUHTHAMH
W/ WM HEroBUTe MEeTabOMUTH C& EKCKPEeTUPAT OCHOBHO OT OBbOpeuuTe (BXK. TOUKa 4.2).

JlabopaTOpHU TeCTOBE

[Ipenu 3ano4uBaHe Ha Tepanuatra H npedd Bceku neueben oukbn TpaGBa ma ce omnpenensr
$YHKUHMOHATHYTE YepHOAPOOHH NMOKAa3aTe/N, CEPYMHHSA KPEaTHRUH U cepyMHHA OuxapOoHar. [Tpeau
3afoypaHe Ha TepanuAaTa TpaOBa Ja ce HanpaBM MBJHA KPHBHA KApTHHA, KaKTO M NMpPH HYXJIa 3a
npocnensBaHe Ha OTroBOpa ¥ TOKCHYHOCTTA, HO Hal-MaNko npeny BcekH neuebeH LHMKBI, BX. CBHLIO
TO4Ka 4.8.

CopaeuHo n 6enonpobuo 3abonspane

[TaumeHnTH C aHaMHe3a 3a TeKa 3acToiiHa CBPACYHA HEAOCTATHYHOCT, KJIMHHYHO HECTAOWIHO
chpaeuyHo 3abonspaHe wiH OenoapobHo 3abonsBaHe ca OWIH H3KIKOYEHH OT OCHOBHUTE
perucrpauuoHHH npoyusaHua (AZA PH GL 2003 CL 001 n AZA-AML-001) u 3atoBa 6e30nacHoCTTa
H epUKACHOCTTAa HA A3aUUTHAMH NPHU Takupa NAUUEHTH He ca onperdeneHd. [locnenHuTe OJaHHH OT
KIAHUYHO NpOY4YBaHe NPW MaillMeHTH ¢ H3BECTHA aHAMHE3a 3a ChpPOCYHO-CBAOBO WM OenoapobHo
3a60/19BaHe NOKA3BAT 3HAYMMMO [OBHLUICHA YE€CTOTE HA CHPACYHHU CHOUTHA C A3aLUMTHAMH (BX. TOYKA
4.8). 3aToBa ce nMpenopbtBa Aa Ce NMoAX0XKaa NpeanaliiBo, KOraTo ce NpeAnncsa a3aliTHAWH Ha Te3d
naudeHTH, Tpadsa aa ce odMucnm cbpaeqyHo-0enoapodHa oUeHKA NPEAH U N0 BPEME Ha IEYEHHETO.

HexpoTnivpaiu Gpacuumt

Hexpornavpailt GacUyUT, BKIOHYATENHO CNy4aW ¢ JIeTaJieH H3Xol, c¢e ChoOLiaBa NMpH MaLHWEHTH,
JIEKyBaH{d ¢ a3auuTHAWH. TepannaTa ¢ a3auMTHAOMH TpAOBAa Aa C€ NPEKpaTH INMPHU NALUUEHTH, KOHTO
pa3BHAT HEKPOTHU3Hpall pacuuuT, ¥ HezabaBHO TpAOBa A2 ce 3aM0YHEe ChOTBETHOTO JICHEHHE.

TYMOpP-JIU3UC CUHOPOM
[lauueHTH ¢ BHCOK TYMOPEH TOBap NpeaM 3aro4yBaHe Ha NEYSHUETO CA C PHCK 33 Pa3sBUTHE HA TYMOp-

nu3uc cunapoM. Te3u nauueHTH 1TpAdsa Aa ce HabMoAaBaT BHUMATENHO U 1a CE B3EMaT MOOXOASIUH
Mpeana3zHd MEPKH.

CunapoM Ha audepeHuHanua

CpoO0I1gHH ca Ciy4Yau Ha CHHAPOM Ha JH(epeHIHalUMA (M3BECTEH ChHI0 KATO CHHAPOM Ha PEeTUHOEBATA
KHCENMHA) NPH NRLUEHTH, NTOJyYaBallld HHKEKLIMOHEH azauuTUANH. CHHAPOMET Ha AudepeHIManmus
MOXe fa 6bA€ NeTaleH, KATO CUMITTOMUTE Y KIMHHYHHTE HAXOAKHY BKJIFOUMBAT PECIIUPATOPEH QUCTPEC,
GenoapobHu UHDHATPATH, Tpecka, oOpuB, benoapodber oToK, neprdepeH OTOK, Obp30 HaJaBaHe Ha
TerJyo, INIEBPaleH U3NUB, MEpHKapAEH U3JIHB, XUNOTOHUS ¥ ObOpeyHa anchyHkuns (Bx. Touka 4.8).
I1pu nosBaTra HAa CUMNITOMK WIHM MTPU3HALM, NPEANONaralu CMHAPOM Ha andepenunauus, tpabna aa ce
OOMHUCIHM JieYEHHE C BHCOKHM 034 KOPTHKOCTEPOMAM HHTPAaBeHO3HO ¥ HalmopeHHe Ha
xeMoanHaMukara. TpabBa pa ce oOMHCITH BPEMEHHO crMpaHe HAa JEYEHUETO C HHKEKUHOHEH
a3aUMUTHAMH 10 OT3BY4YaBaHE HA CHMIITOMHUTE H, aKO TE€ C€ Bb30OHOBAT, C€ NPenopbyBa Ja ce Noaxoxaa
C MOBUILIEHO BHHMAHHE,

4.5 B3auMoOaZeHCTBHE ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYIrH GOpMH HA B3aHMOAeHCTBHE

Bb3 OCHOBA HA JAHHUTE OT in Vitro NpoyYBaHUA META0ONM3MBLT Ha a3auMTHAMH H3TISKAA HE CC
MEIHHpa OT H30CH3UMUTE Ha LuTOXpoM P450 (CYPs), UDP-rawokyponosunrpancepasure (UGTS),
cyadorpaHcdepaszute (SULTs) u rnyratuod-Tpancdepasure (GSTs); 3aroBa B3aUMOOSHCTBHA in vivo,
CBBP3aHH C Te3N MeTabOMU3Hpallti €H3UMH, CE NMPUEMAT 33 MAJKO BEPOATHH.

KAHHUYHO 3HAUMMU HHXUOHpALLH UM HHAYKTHBHH €(PEKTH Ha a3auMTHINWH BRPXY UHUTOXPOM
P450 en3auMuTe ca Manko BepOATHH (BXK. Touka 5.2).

He ca nposexaaHd OQUUHANHKM KIWHWYHU JI€KAPCTBEHH IMPOYYBAHUA 32 B3aHMOACHUCTBHA C
a3allMTHIHH,




4.6 ®epruaurer, GPEeMEHHOCT U KLpPMeHe

XKenu ¢ fereponeH norexuuan / KOHTpauenuus npy Mexe U keHu

XKenure ¢ aereposeH norteHuman TpaGea Aa M3NON3BAT eEKTUBHA KOHTpALENIHsA NO BpeMe Ha
JICUCHUETO W HaW-Manko 6 meceua cien neyeHHeTo. Mbxere TpabBa Ja OBLAAT CbBETBaHM Aa HE
Ch3JaBaT MOKOJICHUE 10 BpeMe Ha JEYCHHETO H TpAOBa Na M3MON3BaT epeKTHBHA KOHTpALENIH 10
BPEME Ha JICYCHHETO N HAW-MaJKO 3 MeceLa Clel JIEUEHUETO.

bpeMeHHoCT
JIMrcBaT DOCTATHLYHO NAHHH OT ynorpebara Ha a3aLUTAONH NPH OpEMEHHH XEHM, [IpoyuBanusTa NPH

MUIIKM MOKa3saT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3). [IoTeHUHANHHAT PUCK IPH XOpa He e
H3BECTCH. Bb3 OCHOBA Ha PE3yNTATHTE OT NPOYYBAHHA NPH KHUBOTHH M MEXAHU3IMA My Ha AelCTBHE
a3aLMTHAMH HE TPAOBa [a ce M3MON3Ba o BpeMe Ha OpeMeHHOCT, 0COGEHO Npe3 MbPBHS TPHMECTHD,
OCBEH ako He € abcomoTHO Heo6xoauMo. 3a BCekH OTAENEeH cyy4ali TpaOBa N1a ce MPELEHST MION3HTE OT
JIEYCHHUETO M BB3IMOKHHTE PUCKOBE 3a IIOJA.

KbpMeHe

He e u3BecTHO nanu asauuMTHAHH /MeTaboONMTH Cce eKCKpeTHpaT B KbpMaTa. KbpMeHeTo e
NMPOTHBOMOKA3aHO 0 BpEMe Ha TeparnHA ¢ aj’aUUTUOUAH NOpajM BB3IMOXKHHTE CEpHO3HH HEXEeNaHH
peakLHy NMpH KbPMAUETo.

depranurer

Hsma naHHY 32 edekTa Ha a3auMTHANH BBPXY QepTHInTeTa Npy Xopa. IMa IoKyMeHTHpaHH HexXenaHu
PeaKuxy Mo OTHOLICHHE HA QEePTUIMTETA MPH NPHIAraHe Ha a3aUuWTHIWH [IPH MBKKY KHBOTHH (BXK.
TouKa 5.3). [lpeny 3anoysaHe Ha JICUCHHETO NMALMEHTHTE OT MBXKKH 1101 TpabBa na ObAaT CHBETBAHH
1A NOTHPCAT KOHCYNTAlKA OTHOCHO KOHCEPBUPAHE HA CriepMa.

4.7 EdexTn Bppxy cnocoSnocTTa 3a modupane H paboTa ¢ MaHIHHK

A3auMTHAKMH MIOBIHABA B MANIKa WM YMEpPEHa CTeneH CrocoGHOCTTa 3a WodHpane # paboTa ¢ MALIHHA.
Mma cpobuuieHus 3a ymopa npu ynotpeGaTa Ha asauMTHAMH. 3aTOBa Ce MPENOpbYBA MOBHIUEHO
BHUMAaHHWE NpH wodupaHe wiu paboTa ¢ MALIMHH,

4.8 Hexenann nekapCrBeHH peakunu

PesroMe Ha npoduiaa Ha 6e30nacHoCT
Bespacmua nonynayus ¢ MDS, CMML u AML (20-30 % xocmuomo3zvunu bnacmu)

Ilpu 97 % oT nalMeHTHTEe ca HACTBNWIN HEXENAHH PEAKLIMK, 33 KOMTO CE NIPUEMA, Ye € BE3IMOXKHO HIIH
BEPOATHO 14 €a CBBP3aHH C NPHUNOKEHNETO HA a3allUTHOMH.

Haii-uecto ¢h001MaBAHHTE CEPHO3HM HEXENAHHW PeaKUXH, YCTAHOBEHH NMPH OCHOBHOTO TPOYYBaHE
(AZA PH GL 2003 CL 001), sxmousat dpebpunHa HeytponeHus (8,0 %) v anemus (2,3 %), KOHTO ChIIO
Taka ca cLobllenu B noakpensiwure npoyusauus (CALGB 9221 w CALGB 8921). Jpyrd cepHo3Hu
HEKCIAaHH PEaKLIMH OT TE3U 3 NpOYYBaHHS BKIOYBAT HHOEKLMHU KaTto HeyTponienn4eH cencuc (0,8 %)
H nHEBMOHUA (2,5 %) (HakoH c Jeraned wusxox), TpomGouwuronenus (3,5%), peakumu Ha
CBPBXHYBCTBUTENHOCT (0,25 %) ¥ KpBbBOMINMBH (Hanp. MO3bYeH KpbBoMIIMB [0,5 %], cTOMailHO-
upeBeH KpbBou3nus [0,8 %] u uHTpakpaHuanen kpbBou3nus [0,5 %]).

Haif-14ecTo cboOLaBaHuTe HeXelaHH peaKLy MPH JISYCHHE C a3alATHIKH Ca XEMATOJIOTHYHH peakLMH
(71,4 %), Bxalousal TpoMOOUMTONEHHs, HEYTPOMEHHUs M NEBKONEHHA (OOMKHOBEHO 3-Ta—4-Ta
CTEMNEH), CTOMALUHO-YPEBHH HapyweHus (60,6 %), BkIo4BalM rajeHe, nospeliaHe (06uxHOBeHO 1-
Ba—2-pa CTeneH) WK peakuny Ha MACTOTO Ha uHxekTupase (77,1 %; obukHobeHo 1-a—2-pa creneH).




Bw3pacmna nonyrayus na gv3pacm 65 uru nogeue 2oounu ¢ AML ¢ > 30 % xocmromosvunu 6racmu
Hafi-yectute cepuosHn Hexenanu peakuuy (> 10 %), xodcrarupanu npu AZA-AML-001 B rpynara
Ha MeYCHUE C a3aUMTHIWH, BKAOYBaT (edpunHa neytponenus (25,0 %), nuesmonus (20,3 %) u
nupekcns (10,6 %). Jpyru He TONKOBA YeCTO ChOOMIABAHH CEPHO3HH HEXENAHU PeakUUH B rPynaTa Ha
JICYEHUE C a3aUMTHAWH BKNIOYBAT cencuc (5,1 %), aHemus (4,2 %), HeyTponteHnndeH cencuc (3,0 %),
HH(EKLHA HAa MUKOUHHUTE MbTHUIA (3,0 %), TpoMGouuToneHus (2,5 %), HeyTpornenus (2,1 %), ueaynut
(2,1 %), 3amasrocr (2.1 %) u aucnxen (2,1 %).

Ha#i-yecto cvobumiasanute (> 30 %) HexenaHu peakLUH NpH JEUSHHETO ¢ a3alUTHAKH Ca CTOMALIHO-
YPEBHH CHOWTHA, BKNOUUTENRO 3anek (41,9 %), ranene (39,8 %) u nuapus (36,9 %; 06UKHOBEHO
crenex 1-2), obiuu HapyuieHns ¥ edeKTy Ha MACTOTO HA IPWIOKEHHE, BKIIOUBALIM nupekcHd (37,7 %;
00HKHOBEHO CTeneH 1-2) M xeMaTonoruuHmn ceGuTH, BKMoYBalM $ebpunna HeyTponeHus (32,2 %) u
HeyTtponenus (30,1 %; obukHOBEeHO cTeneH 3-4).

CHOUchK Ha HeXENaHKTe peakuMy B TabnuyeH BUA

Tabnuua 1 no-gony CbAbpKa HEXKeNaHH peakLny, CBbP3aHH C TIEYEHHETO C a3aLMTHINH, TOTy4YeHH OT
OCHOBHHTE KJWHUYHK npoyyBaHnd npu MDS 1 AML u Habmonenue cnen myckaHeTo Ha nasapa.

Hecrotute ce neduHupar karo: MHoro yectu (=1/10), vectn (>1/100 go <1/10), veyectun (>1/1 000 xo
<1/100), peaxu (=1/10 000 mo <1/I 000), mHoro peaxu (<1/10 000), c Hen3BeCcTHA YecToTa (or
HATHYHNTE NaHHU He MOXke Na Obae Hanpasena oucHka). [IpH BcAxo rpymnHpaHe B 3aBHCHMOCT OT
YECTOTATa HEXEJAHWTE JIEKAPCTBEHH peaxuuy ce M30posABaT B HHU3XOMALN Pell N[O OTHOLIEHHE Ha
TAXHATa CEpPUO3HOCT. HexenaHuTe peakuuM ca npeiactaseHd B rafnuuara no-mony cnopen Habi-
BHCOKAaTa 4€CTOTa, HabNJaBaHa B KOETO U Ja € OT OCHOBHHUTE KIIMHHYHH NIPOY4YBaHHUA.

Tabanna 1: HexenxaHn peakuns, cboGitesn npu nauvenrs ¢ MDS nan AML, JeKysaHn ¢
A3AUHTHAHH (KJTHHHYHNA NPOYYBAHHA H TOCTMAPKETHHIOB ONIHT)

Cueremo- Muoro qectn Uectu Hegectn Peaxu C Hen3BecTHS
OPraHHH KJIAcCoBeE 4eCToTAa
Hudexuun H | NHeBMOHUA™ cencHc* HEeKpOTH3Hpall
HHdecTauuH ( BKITHOUYHTENTHO (BHMIOYNTENHO dacuuut*
Haxrepuanna, DakTepHanen,
BUDYCHA H | BHpyceH ¥ rBEOUYEH),
rbOuuna), HEYTPONEeHUUeH
PHHODAPHHIUT CencUC®, uHPexnus
Ha AUXATeJIHHTE
MbTHLLA

(BKIKYHTEIHO Ha
FOPHHUTE NbTHILA H
OpOHXHT), HHpeKuus
Ha NUKOYHHTE
MbTHWA,  LICAYJIHT,
AHBEPTHKYJIMT,

rebudHa BHQEKUHA
H& YCTHATa KyXHHa,
CHHY3HUT, (apHHIHUT,

PHHMUT, Xepnec
CUMILNEKC, KOXKHA
HHpEKIINS




Heonnazmu-— CHHApPOM  Ha
ao6poxayecTBeHH, JudepeHLHa
3/I0KAYECTBEHH H qus™-*
HEONpenesIeHn
(BKJI. KHCTH H
NOJINNH)
Hapymwennns  Ha| ¢eOpuiua NaHUHTONEHHA®,
KPLBTA H | HeyTponenua™, KOCTHOMOJIBYHA
JUuMpHATA HEY TPOMEHUA, HEJAOCTATHLYHOCT
CHCTEMA NEBKOTIEHNA,
TPOMOOLHTONEHNA,
aHeMus
HapyumieHHR  Ha peaKkuuH Ha
HMYHHATA CBPbXHYBCT-
cHCTEMA BUTETHOCT
Hapymenus  Ha| aHOpEKCHS, AexXyapaTaLus TYMOP-ITH3UC
MeTaloH3Ma  H | MOHUMKEH AMEeTHT, CHHIPOM
XpaHeHeTo XUITOKAJHEMHS
Ienaxnunu bescbrue CBCTOAHHE Ha
HAPYIIeHHUSN 0o0bpKaHOCT,
0e3noKoHCTRO,
HapymeHnnn  Ha| 3amasHOCT, HHTPAKpaHHAJIEH
HepBHATA CHCTeMa [ rnasolonue KDbBOUINHEBY,
CHHKON,
COMHONEHTHOCT,
neTaprus
Hapymwenna  Ha OYHH KPBBOH3IIHBH,
OMHTE KOHKOHKTHBAHH
KPbBOU3/IHBU
Cupaedunn fepHKapAHaiHna nepUKapIUT
 HApYLIeHHR edys3us
CoaoBH XUNOTOHHUA®,
HAPYIIEHHR XHNEPTOHHA,
OPTOCTATHYHA
XHMOTOHHUA, XEMATOM
Pecnnuparopun, AAcCrHen, nnespaneH H3/UB, HurepcTuumanHo
rPLAHH M | ENUCTAKCHC DHCMHEA NpPH YCHIHE, 6enoapobHo
MeAHACTHHAJIHH dbapyHronapyHreanHa 3abosnaBane
HApYUIeHHH Oonka
CromamnHo- Avapus, CTOMALLHO-YpEBE H
YpeBHH NOBPbLUIAHE, KpbBOH3NHB*
HAPYWEeHHA 3aneK, raiacHe, | (BKAKYHTENIHO
KopemHa bonka | KphBOH3JUB B
(BKIHOYBA yCTaTa), KPbBOHU3AHB
ouckoMPopT B | OT XEMOPOHIIH,
ropHatTa 4acT Ha CTOMATHT, KbPBEHE OT
KOpemMa) BEHLUUTE, AUCNENCHA
XenarobnanapHuu yepHoapobOHa
HapyLieHHn HEAOCTAaTBUHOCT¥,
aporpecupatia




yepHoapobHa
KOM2

Hapymenus  Ha| neTexuw, npyputyc| nypnypa, asoneuus, ocTpa KOXKEH
KOXara H | (BKIIOMHUTENHO YpTHKapHs, epuTeM,| debpunna BaCKy IHT
NOAKOXKHATA reHepaau3npaH), MaKynapeH oOpuB HeyTpodunHa
TbKAH 06puB, EKXHMO3H AepMaro3sa,
[8HFpEeHO3Ha
MHOAEPMHUS

Hapywenuna  na| aptpanrus, MYCKYJHH  Cna3MH,
MYCKY.JIHO- MY CKY THO- MHAIrHS
CKeJIeTHATA CkeleTH H 0OakH
CHCTEMA H | {Bknwousa Gonka B
CbeAMHHTENHATA | rppba, KocTHTE H B
THKAH KpaliHHuLHUTE)
Hapymieuna  na 660peuna ObOpeuna
6n6penne H HEAOCTATBYHOCTY, TyOynapna
NMHKOMHHTE XeMaTy pHid, NOBUILIEH | auudA03a
NbTHIA CEPYMEH KPEaTHHHH
O6un nupexcusn®*, KpbBOHACAJAHE, Ha MSECTOTO Ha
HAPYIIIEHU S W | yMOpa, acTeHHA, | XEMaTOM, HHAYPALHS, HH)KEKTHpaHe
edexTH Ha | 6oaka B rupauTe, | 06pHB, MpypUTYC, Hexpo3a {(Ha
MACTOTO HA | epUTEM Ha | BB3MANEHHE, MTPOMAHA MACTOTO Ha
NpHI0XKEHHE MACTOTO Ha | B 1BeTa, BbLIIM H HHXEKTHpAHE)

HHXEKTHPAHE, KbpBEHE {HA MACTOTO

Oonka Ha MACTOTO | HA  HHXEKTUDAHE),

Ha HHXEKTHpaHEe, | HEPa3noNoXKeHHe,

(Heonpenenena) CTYACHU TPBIKH,

peakua Ha | KpBBOMINHB Ha

MACTOTO Ha | MACTOTO Ha KaTeTspa

HHXKEKTUpaHe
Hicneasanusn HaMaNsBaHe Ha

Terno

= paako ce cwolluaBar crnydau ¢ neTaneH U3xXoa

%= BK. TOUKA 4.4

OnucaHue Ha noAdpaHu HeXcenaHu peaxKiuu

XeMamonosuunu HeXCeraHu peaxyuu
Hait-yuecto cpobuwasaHute (= 10 %) XeMaTONOTHYHH HEXEnaHH peakuHH, CBLP3aHHU C JIeHEeHHE ¢
A3alIMTUIMH, BKJIIOYBAT aHEMHsA, TPOMOOLMTONEHMS, HeyTpomeHus, (eGpUIHA HEYTPOTIeHHS H
NEBKOMEHUN U Ca 00NKHOBEHO OT 3-Ta WIH 4-Ta cTeneH. MMa Mo-rosisM puck ot NposABa Ha TE3H peaKlNH
Mo BpeM€ Ha NBPBUTE 2 WHKBJA, CIEA KOETO Te C€ MPOABABAT NO-PANKO NPH TNALUMEHTH C
BbICTAHOBABAHE HAa XCMaroNOruyHata QyHkuus. KOHTpOIHpaHeTo Ha MOBEYEeTO XEMATONOTMYHH
HEKC/IaHM pEAKUHH € BKIIIOYBANO MPOCIEAABAHS Ha MBIHATA KPbBHA KapTHHA M ako € HeoBX0auMo,
OT/IaraHE Ha NPHIOHKCHHETO HAa a3aLWTHIOMH IIPH CREABAILHA UMK, NPodIaKTHIHO NpHIaraHe Ha
aHTHOHOTHUK W/UIN NOLIbLPXKAIIM PACTEXHU (hakTopu (Hamp. G-CSF) B cinyvait Ha HEYTpPONEHHUSA U
TpaHC]Y3UA ApH aHEMHA HNH TPOMOOLUTONEHHS.

Hugbexyuu

MuenocynpecusTa MOXe a2 A0BEAE A0 HEYTPOMEHHA U NOBHUILIEH pHCK oT HHpekunu. UMa crobuieHus

3a CCPHO3HH HEXKEJIaHH PCAKLIMY KATO CENCHUC, BKIIYHUTEITHO HCYTPOIICHNYEH CENCHUC H TTHEBMOHHA
[MallHeHTH, JICKYBaHH C a3allUTHIHUH, HAKOU OT KOUTO C JIETAleH u3xon. JleueHuero [TpH H

10




MOXKE @ BKIIOHBA TIpHUNIaraHe Ha NpPOTHBOMH(EKLIMO3HKH CPEACTBA IUTIOC MOALBPXKAHE C PACTEHHH
dakropu (Hanp. G-CSF) npu HeyTponeHus.

Kvpgene

IIpn nauneHTH, NeKyBaHy ¢ a3aLIUTUAMH, MOXE 14 Ce passue KepBeHe. MiMa croblueHna 3a cepuosHu
HEKECNAHH PEAKLINH KaTO CTOMAIHO-4YPEBEH KPbBOU3NIWB H HHTPaKpaHHANIeH KPbBOM3AUB. [TaLHeHTHTE
TpAOBa 1a ObIaT cneneHyu 3a NPU3HALIK U CUMITTOMU Ha KbpBEHE, 0COOEHO TE3H OT TAX, KOMTO Ca HMAJIH
NPECABAPHUTENTHA MNTK CBbP3aHa C JICYEHUETO TPOMGOUHTONEHHUS.

Ceprvxyyecmsumennocm
VimMa cp001UeHH 33 TEXKY PeaKLHM HA CBPbXUYBCTBUTENTHOCT [MPH NaLHEeHTH, IEKYBAHH ¢ a3allHTHIUH.

B cayyali Ha anHaduiakTOMaHA peakius NEUYEHMETO C asaLHTHIMH TpAOBa Ja Obae nmpexkpaTeHo
He3a0aBHO M Aa ce 3aN04He NOAXOAALO CUMITTOMATHYHO JIeUeHHe.

Heoicenanu pearyuu na xoxcama u noOKoNCHAMa mvkan

MHO3MHCTBOTO OT HEXETAaHUTE PEAKLMH HA KOXKATA U NIOAKOXKHATA ThKaH ca GHIH CBbLP3aHH ¢ MACTOTO
Ha HHKEKTHpaHe. B OCHOBHHTE NpPOYUBAHHA HUKOA OT TE3¥ HEKENAHH PEaKIMH He € JOBea 1O
NMPpEKpaTABAHE HA ICYCHUETO C a3aLNTHANH WY HAMAABAHE HA N03aTa HA a3alUMTHOMH. MHO3UMHCTBOTO
OT HEMENAHUTE PEAKLIMH Ca C€ NPOABMUIIH NPE3 TbPBUTE 2 UMKBJA OT JICYCHHUETO U ¢a HMATM TeHICHLUMS
Ad HaMalAaBaT IIPH CHNERBALIMTE UHKIHW. HexenaHuTe peakuMH Ha NOOKOKHATA TBKAH KAaTo
0OpHB/Bb3NANCHHE/TIPY PUTYC HA MACTOTO HA MHXXEKTHDAHE, 0OpHB, EPUTEM M KOXKHH TIOPAKEHHSA MOXKE
Aia  HAloXaT CHHOBPEMEHHO JIEYCHHE C JIEKAPCTBEHH TNPOAYKTH KATO aHTHXHCTAMHHM,
KOPTHKOCTEPOUIN H HECTCPOUAHHN NMPOTHBOBL3NANUTENHHU JIekapcTBeHH npoaykTd (HCTIBC). Tpatea
fla C& NpaBH pa3fivka MEOXIY TE3HW PEaKUHH Ha KOXATa M MHPEKUMHTE HA MEKHTE THKAHHW, KOHTO
NOHAKOTa BL3HWKBAT HA MACTOTO Ha WHXeKkTHpaHe. MHDeKUHH Ha MEKHTE ThKaHM, BKIIOUYHTETHO
HETY/TUT U HEKPOTH3HPaLL (PACLHMHT, B PEIKH Ctyyad BOAELUH IO CMBPT, Ce ChOGIIABAT NPH a3aUHTHAHH
Cel mycKaHeTe Ha nasapa. 3a KIHHMYHOTO JIEYEHHE Ha HEXeNAHH peaKLMH CBBP3aHH C HHEeKIHH,
BHXKTE TO4Ka 4.8 HHDekuun.

Cmomawino-upeenu Hexcenanu peaxyuu

Hait-4ecTo cbobiaBaHnTe CTOMAIHO-4PEBHH HeXeNaHu peakLiHy, CBBP3aHH C JICUCHHE C a3aUHTHIHH,
BIJIIOYBAT 3anck, AWApUdA, raacHe W NoBpbulaHe. Tesw HexenaHH peakuMH ca OWJIH JIeKyBaHM
CHMIITOMATHYHO € aHTHEMETHLM 34 rafieHeTO H IOBPBIIAHETO, aHTHAWAPHYHH CPEJCTBA 33 TUAPUITA U
NI2KCAaTMBHH CPEACTBA W/WN OMEKOTABALLH H3MPOKHEHHUATA CPEACTBA 33 3aMNeKa.

Heoicenanu peaxyuu, sacszawyu 6vbpeyume

Ilpn nauveHTv, NeKyBaHW C a3aLMTHIMH, MMa CHLOGLUEHMA 3a OBOpeyHH aHOMAaTHM, BapHpALLH OT
MOBHILICH CCPYMEH KpearMHWH M XeMatypud Ao Onbpeuna TtyOynapHa aummosa, 6ubpeyHa
HEAOCTAaTBMHOCT M CMBPT (BXK. TouKa 4.4).

Heocenanu peaxyuuy, sacseauu veprus 0pob

[IpH nauMeHTH CbC CHIIEH TYMOpPEH TOBap NOpaid MeTacTaTu4Ho 3aboisBaHe MMa CHOGLIEHMA 32
PasBUTHE Ha Y€PHOAPOOHA HEAOCTATBYHOCT, MPOrpecHpallla HEPHOAPOOHA KOMa H CMBPT I10 BPEME Ha
JICYEHHE C a3aUMTHINH (BK. TOYKa 4.4),

Cvpoeunu cobumus

JaHHHUTE OT €IHO KNUHHYHO NMPOYYBAHE, AONYCKAILO BKITOYBAHE HA NALHEHTH ¢ U3BECTHA aHAMHE?a 3a
ChPACYHO-CBAOBO MK Oea0npoOHO 3a00nsaBaHe, MOKa3BaT yBENHUEHHE Ha ChpaeYHHTE CHOUTHA HpH
MAauBeHTH C HOBOAHArHOCTULIMPaHa AML, nekyBaHu ¢ a3salMTHAMH (BXK.

TOukKa 4.4).

flonyrayun e cmapuecka ev3pacm

CrpitecTsyBa orpaHuyena uH(popMauus 3a 6€30NaCHOCT 3a A3ALMTHIMH NpH MauueHTy = 85 ro
(npu 14 [5,9 %] naunenTyn > 85 rogrHH, JEKyBaHH B IPOYUBAHETO AZA-AML-001).
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[Teduampuvuna nonyaayus

B npoyusanero AZA-JMML-001 28 neanarpuwunu nauuedTtd (Ha BB3pacT OT | Mecel OO Mpenu
HaBbpLiBaHe Ha 18 roauwnn) ca Gunum nexkysaHu ¢ azauntuauH 3a MDS (n = 10) WM oBeHUNHa
MHEJIOMOHOLMTHA neskeMua (juvenile myelomonocytic leukaemia, JIMML) (n = 18) (Bx. Touka 5.1).

Beuuky 28 mauveHTH ca uManu rnore | nexenano cubutne u 17 (60,7%) ca umanu noxe 1 cBup3aHo ¢
nedyeHdHeTo C¢bOMTHE. HaW-yecto cbobiuasaHutTe HexeNaHd cuOuTUA B ofllaTa meauHaTpuyHa
nonynauus ca NUPEKCHA, XEeMAaTOJIOrNYHN CbOWTHS, BKNKOYHTENHO AHEMHA, TPOMOOLIMTOMEHMHA M
¢pebpunna seyTPONEHUA, KAKTO U CTOMALLIHO-YPEBHH CHOUTHA, BKIIOYHTEHO 3aNeK U MOBPHIIAHE.

Tprma (3) yqacTHHUM ca uManK CHOWTHE, Hanaraio CrnelHo JICUEHHE ¥ JOBENO 40 MpeKpaTABaHe Ha
JIEKapCTBOTO (MMPEKCHA, Mporpecks Ha 3abonsBaHeTo U KopeMHa 00Jka).

B npoyyBaHeTeo AZA-AML-004, 7 neavaTpyuHu NaLMEHTH (Ha BB3pacT oT 2 mo 12 romuHM) ca
NIEKYBaHH ¢ a3aliMTHAKH 32 AML npu MoneKkynapeH peurnauBs Clel MhbpBaTa IThJIHA peMHUCHA (complete
remission, CR1) (Bx. Touka 5.1).

Beuuxy 7 MauMeHTH ca umanu moHe 1, CBBp3aHO C JIEHEHHETO HexenaHo cnburme. Hai-uecto
chobLlaBaHUTE HEXENGHU CbOMTHA ca HeyTponeHN, raaeHe, IeBKOIeHUa, TPOMOOLIMTONEHHS, THapHA
M NMOBHILEHM HHBA HA anaHHH aMUHoTpaHcgpepasza (ALT). [IsamMa nauMeHTy ca UMaJii CBBP3aHO ¢
JIEUEHUETO HEXeNaHo CbOuTHEe, OOBENO A0 IPEKbCBAHE Ha JHo3ara ((pedpunua HEyTpONeHHd,

HEYTPOIICHUA ).

He ca yctaHOBEHH HOBHW CHIrHaNny BbB Bpb3ka ¢ H€30MacHOCTTA NMpH orpaHU4eHHs Opoii neAHaTpHYHH
MalHEeHTH, NEKYBaHH ¢ a3aUMTUOMH B X042 Ha KIMHUYHOTO npoy4BaHe. OOwwmAT mpodun Ha
0€30NacHOCT CLOTBETCTBA HAa TO3M [IpY BbL3PACTHATA MONyJalus,

Crobulapane Ha NOAO3UPpaHY_HEXKENAHH peakuHH

Cho0luaBaneTo Ha NONO3HPaHK HEXESTaHW peakLHH clief pa3pellaBaHe 3a ynorpeba Ha mekapcTBeHHs
MPONYKT € BaKHO. TOBa nMo3sonsApa Aa NpOABL/IKH HabMOASHHUETO HA CHOTHOLIEHHETO TION3A/PHCK 3a
IeKapCTBEHHA NPOAYKT. OT MEAULIMHCKUTE CMSUHANMCTH C€ U3NCKBA Aa ChoOLIaBaT BCAKA TOA03HpaHa
HEeXeNaHa peakius Ypes:

M3anbsaHUTENHA aredUus no NeKapCcTBara,

ya. ,,Jdaman ['pyes® Ne 8, 1303 Codus,

Ten.: +359 2 8903417, yebcaiiT: www.bda.by

4.9 IIpeno3upane

HMMa cboOileHHe 3a eNMH cnyyail Ha Mpelo3upaHe B PAMKHTE Ha KIIHHHYHHMTE NMpoy4BaHus. [TalHeHTET
€ AMan Avapuys, raieHe ¥ NOBPbLUIAHE CNEA HHTPABCHO3ZHO NPHIAraHe Ha CAMHWYHA 1033 OT okoIo 290
mg/m?, KOETo € MOYTH 4 MbTH NoBeYe OT MPENopbYBAHATA HaYaIHA H034.

B cnyuyall Ha npeno3vpaHe ChCTOAHUETO HAa MauueHTa TpAOBa Aa ce caeny upes 6pos Ha KPHBHUTE
KJIeTKH U J1a Ce NMpunara noabpXalno JeYeHUe npy Hy»aa. Hama mos3HaT cneuuuyeH aHTHIOT pH
penO3UpaHe ¢ a3alUTHINWH.

5. @®APMAKOJIO'MYHHU CBOUCTBA

5.1 @apmakoaMHAMHYHH CBOHCTBA

QapMmakoTepaneBTUYHA Ipyna: AHTHHEOIUTAaCTHYHH CPEACTBA, MMPHMHAHHOBH aHanosu; ATC
LO1BCO7
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MexaHM3bpM Ha aelicTBue

[Ipuema ce, ue a3aUMTUINH OCBIIECTBABA AHTMHEONTACTHYHHTE CH ehexTH Ype3 pazTUuYHH MEeXaHU3MH,
BKTIOYHTEJIHO UHMTOTOKCUYHOCT BBEPXY AOHOPMHUTE XEMOMOSTHYHH KIETKH B KOCTHHUS MO3BLK M
xunoMeTwaupane Ha [JHK. LlutotokcuuHute edekTH Ha a3audTHAMH MOXe na ca Pe3ynTaTr or
PAUTHYHHM MEXAHU3MM, BKIIOYHMTENHO HHxuOUpaHe Ha cuHTesara Ha JHK, PHK u nporemmn,
BkniovsaneTo My B PHK n IHK n aktuBupane Ha MexaHnsmuTe Ha yBpexaane Ha JJHK.

Henponudepupawyre xneTxy ca OTHOCHTENHO HEUYBCTBHMTENHM KbM a3alUMTHIME. BKIIOUYBAHETO Ha
asaunTnauH B JIHK Boam no wuHakTHBMpane Ha JAHK-meruntpancdepasure, Bomemo mo
xunomeruanpane Ha JIHK. Xunomerunupanero va JHK na norpewrso METUIIHPAHH FeHH, YYacTBalllM
B HOpMallHaTa perynauHs Ha KN€TbUHHA UMKDBI, AudepeHUMpaHe H MEXaHU3MH HAa CMLPT, MOXE na
AOBEE 10 MOBTOPHA CKCNPECHS HA M'EHH W BL3CTAHOBABAHE HA TYMOP-NIOTHCKAWNTE QYHKLMH CIIPAMO
TYMOPHHTE KNeTKH. He € ycTaHOBEHO OTHOCHTENHOTO 3HAYEHWEe 33 KIMHMYHHSA pe3ynTar Ha
xunometTunupaHeTo Ha IHK B cpaBHEHHE ¢ IHTOTOKCHUHOCTTA HITH JIPYTHTE NEUCTBHUS HA A3ALMTHIMH,

KnuuuyHa edbukacHOCT U 6€30NacHOCT
Buvspacmua nonyrayus (MDS, CMML u AML [20-30 % xocmuomozvynu 6aacmu]) EQukacHocTTa U

6e3onacHoCTTa Ha A3aUWTHAMH ca OWIH TNPOYYEHW B EIHO MEXAYHAPOAHO, MHOTOLEHTPOBO,
KOHTDOJIMpAHO, OTBOPEHO, PAHAOMHM3NPAHO, ¢ NapaNeHA IPYNH CPAaBHHUTENHO MPOYYBaHe OT (asa 3
(AZA PH GL 2003 CL 001) npu Bb3pacThy mauueHTH ¢ MDS ¢ MexauHeH-2 U BHCOK PHCK cniopea
MesxayHapoaHaTa NporHOCTM4Ha ToukoBa cHcrema (IPSS), pedpaxTepHa aHeMHs ¢ WYVIMIIBK Ha
Onactu (Refractory Anaemia with Excess Blasts, RAEB), pedpaxTepHa aHEMHA ¢ WINHILBLK Ha ONacTH
B TpaHchopmauma (Refractory Anaemia with Excess Blasts in Transformation, (RAEB-T) wu
MOIM(pHIMpPaHa XPOHHYHA MHEJOMOHOUMTHA neskeMus (mCMML) cnopen PpeHCKo-aMEepHKaHO-
Opuranckara cucTema 3a knacuukauus (French American British, FAB), Cniopen Hacrodllata
knacuduxauus Ha C30 ce npuema, ye nauuentutre ¢ RAEB-T (21-30 % Onactu) ca ¢ AML.
A3aUMTHANH IUTIOC Halt-106pu NOAABPKALIM IpUicH (best supportive care, BSC) (n = 179) e cpaBHeH C
KOHBCHLMOHAJIHN TEPANCBTMYHK CXeMH. KOHBEHUWOHANHUTE TepaneBTUYHH CXEMH Ca BKIIOYBAIH
camo BSC (n = 105), nucka nosa uurapabus wioc BSC (n = 49) wmm CTaHRApPTHA HHAYKIHOHHA
XumHoTepanus wioc BSC (n = 25). TIpeny paHaOMH3NPaHETO MALHEHTHTE ca OHITH NpEeABAPUTENHO
H30paHH OT TEXHHTE JIEKapH 3a eIHA OT TPHUTE KOHBEHIHOHAIHH TEPANEBTHYHH CXeMH. [TaumueHTuTe ca
MOTYyaBATH Ta3H NPEeABAPHTENHO W3OpaHa TepaneBTHYHA CXEMa, aKOo He ca GHUNH paHaOMH3HPAHM 1A
NOy4aBaT asaUMTHAMH. KaTo 4acT OT KPHUTEPHHTE 3a BIUIIOYBAHE MALMEHTHTE € TPAOBAIO [a HMAT
PYHKLMOHAIIHO CBCTOsHKE (performance status) no WUsTouna o6equHeHa OHKOMIOrMYHA rpyna (Eastern
Cooperative Oncology Group, ECOG) or 0-2. TMauuestute ¢ BropuyeH MDS ca u3kaodeHH ot
npoyusanero. [lbpeuyHaTa kpaliHa Touxka Ha npoyyBaHero e 6Gmiaa obmiaTa MPEeXUBAECMOCT.
A3ALMTHAMH € NTPUIAraH NOAKOXKHO B 1034 OoT 75 mg/m? AHEBHO 3a 7 AHH, MOCAEHBAHH OT [mepHomd Ha
NOYHBKA C NPOALIKHTENHOCT 21 AHM (28-AHEBEH UMK HA fieueHHe) ¢ MeauaHa 9 IUKLIa (MHTEpBAT
= 1-39) n cpeano no 10,2 uukbna. B intent-to-treat nonynauuaTa (ITT, BCHYKH nauHeHTH, HE3aBHCHMO
AaMA Ca NPUKIIOYKIM NPOY1BAHETO) MEAAHATA Ha Bb3pacTTa e 6una 69 ronunu (uaTepBan 38 no 88
FOAMHH).

B ITT ananu3sa Ha 358 naumenty (179 ¢ azauuruamH U 179 ¢ KOHBEHLIMOHANHA TeparneBTHYHA CXema),
JIEHEHUETO € a3aLUTHAKH € OWNI0 CBBP3aHO C MEAHaHa Ha NPEXUBIAEMOCT OT 24,46 Mecena cpeuny 15,02
MECCLA 3a MMALMEHTHTE, JICKYBaHN C KOHBEHUHOHANHA TEpaNeBTHYHA CXeMa, ¢ pa3iHKa oT 9,4 Mecena,
¢bC cTpaTnduuMpaHa log-rank p-croliroct 0,0001. Koeduunentst Ha pucka (hazard ratio, HR) 3a
edexra Ha neuenueto ¢ 6un 0,58 (95 % CI: 0,43; 0,77). AByroaviunaTa npexxuBIeMocT ¢ Ouna 50,8 %
MPH MALKCHTUTE, JEKyBAaHW C a3aUMTHAMH, cpeuly 26,2 % npum nauueHTHTE, JEKYBaHH C
KOHBCHLIMOHATHA TepaneBTHYHa cxema (p < 0,0001).
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_ Log-Rank p = 0,0001
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Jlerenpa: AZA = azauntnang; CCR = KOHBEHLIHOHATHU TEpaneBTHYHA CXEMH (Conventional Care
Regimens); C1 = noseputenen unrepsan (confidence interval); HR = koeduuueHT Ha pucka (hazard
ratio)

[lonzure OT a3aUMTHAMH 33 NPEKUBAEMOCTTa Ca OWIH NOCTOAHHH HE3aBHCUMO OT H30paHoOTO B
KOHTpONHATa rpyna Nne4eHue ¢ KOHBEHUHWOHANHA TepanerTHyHa cxema (camo BSC, Hucka m03a
uutapabuH niitoc BSC min crannapTHa MHAYKUMOHHA XHMHOTepanus munoc BSC).

Ilpn aHanu3a Ha UMTOreHETMYHHTE NOArpyYNH no IPSS ca ycTaHOBeHH NOAOGHH JaHHHU MO OTHOLICHKE
Ha MEIMaHaTa Ha 00LuaTa NpexMBAEMOCT 32 BCHYKH I'pynH (a06pu, MEXIUHHH, NOIUH LMTOTeHETHYHH
IMOKA3aTeNH, BKIOYHTENTHO MOHO30OMHUS 7).

[Ipu aHanusa Ha BB3PACTOBMTE MOArPYNH € HAbMIONaBaHO MOBHIIABAHE HA MEIMaHATA Ha OGWATA
[TPEXKUBAEMOCT 33 BCHMKH rpynH (< 65 roauHy, > 65 roauHu u > 75 roguHy).

Jleuennero ¢ azauHMTHAWH € GWIO CBBP3aHO ¢ MeAMaHa Ha BPEMETO N0 HACTBNBAHE HA CMBPT HIH
TpaHcpopmaurs kbM AML ot 13,0 meceua cpewy 7,6 Mmeceua 3a NMALMEHTUTE, JIEKYBAHH C
KOHBCHLIMOHANHA TEpaneBTHYHA CXeMa, MonobpeHne oT 5,4 meceua cbe crpaTuduimpana log-rank p-
cToHHOCT oT 0,0025.

JleueHreTo ¢ a3aLMTUAKMH CbILO TaKa € 6UI0 CBBLP3aHO C HAMAIABAHE HA LIMTONIEHUUTE U CBBP3aHUTE ¢
TAX CHMATOMU. JICHEHHETO C a3aUMTHAKH € JOBENO KO NMOHMKABAHE HA Hy)IHTE OT TpaHchy3Hus Ha
CPHTPOLUTH U TpomMOouuTH. OT MAUMEHTHTE B rpyNaTa Ha JICUYEHHE ¢ A3ALUTHAMH, KOMTO ca GuwiH
3aBHCHMH OT TPAHCQPY3HATA HA EPUTPOLMTH B U3XOLHHSA MOMEHT, 45,0 % ca CTAHANH He3aBHCUMH OT
TPaHCQY3HATA HA EPUTPOLMTH MO BPEME Ha JieYeHHeTo, B cpaBHeHue ¢ 11,4 % OT NalueHTHTe B
KOMOHHMpaHaTa rpyna Ha Ne4eHne ¢ KOHBEHLIHOHATHH TEPANeBTUYHH CXEMH (CTATHCTHYECKH 3HAYMMA
(p <0,0001) pasnuka ot 33,6 % (95 % Cl: 22,4; 44,6)). [1pn nauMeHTHTE, KOMTO Ca GIIH 3aBHCHMH OT
TPAHC(Y3HM HA EPHTPOLIMTH KbM H3XOAHUA MOMEHT 4 CNiell TOBA Ca CTAHAIH He3aBUCHMM, MeaHaHaTa
Ha MPOABKHTETHOCTTA Ha HE3ABUCUMOCT OT TpaHCy3Hs Ha epuTpoLnTH € 61na 13 mMecela B rpynara
Ha JIeYeHHE C a3aLUUTHIHH.

OtroBopbT € 6UN OLEHABAH OT W3CAenoBaTens wik ot HesaBrcumara Haa30pHa KoMucusa fndepe

Review Committee, IRC. O61tnaT OTroBOp (IbHA PEMHCHA + Y4acTHYHA pPeMHCHS), onpe %W o ,;-,:\
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H3cnenoBarens, € 6un 29 % B rpynara Ha jfeucHHe ¢ azauuTUIuH ¥ 12 % B koMOMHHpaHaTa rpyna Ha
JeueHHe ¢ KOHBEHUHOHANHH TepanesTuuHd cxemu (p = 0,0001). ObwusaT oTrosop (IIbHa peMUCHS +
yacTHYHa pemucun), onpeaeneH ot IRC npu npoyusanero AZA PH GL 2003 CL 001, e 6un 7 %
(12/179) B rpymnara Ha JieyeHHe ¢ a3auuTHAnH, 8 cpaBHeHuUe ¢ 1 % (2/179) B komMOMHUpaHaTa rpyna Ha
NeyeHyHe ¢ KOHBCHUMOHATHH TepaneBTHYHU cxeMH {p = 0,0113). Paznukure B OLLCHKKTE Ha OTTOBOpaA
oT IRC u uscnenosarens ca Ounu pe3yiartar OT KpdTepuUTe Ha MexayHapoaHata paboTHa rpyna
(International Working Group, |WGQG), kouto u3ucksar nogobpeHue Ha Opos Ha KPBBHUTE KIIETKH B
nepudepHaTa KPLB U NOAABLPXAHE HA TOBA NoAoOpeHue 32 MUHHMYM 56 aHU. CBILO Taka € YCTaHOBEeHa
11013a 10 OTHOLIEHHE HA NPEeXHUBACMOCTTA NP MALIMEHTH, NMPH KOUTO HE € NOCTHIHAT NTBJISeH/9acTUYEH
OTrOBOP CNEl NEYEHHETO ¢ a3aUMTHANH, XeMaToRorHYHO nogodpenue (roaaMo MM Manko), cropen
onpeneneHoTo oT IRC, € nocTuruato npu 49 % OT NnaLUEHTHTE, JIEKYBaHH C a3alUTHANH, B CPABHEHHE
¢ 29 % oT mauyeHTUTe 0T KOMOUHIpAHATA rpyIla Ha JISHEHHUE C KOHBEHLIHOHATHH TEPANIEBTHYHH CXEMH

(p <0,0001).

[Tpy nmammMeHTH ¢ €AHa WM NOBEYE LUMTOTEHETHUYHH aHOMAIMHM B M3XOJHHA MOMEHT, [POUSHTET HA
NAaUHEHTHTE CbC CUIEH LIUTOrEHETHYEH OTrOBOp € 011 CXOIeH B IpYNUTE Ha JIEYCHUE € a3alUTHIMH U
xoMOuHMpaHara rpyna Ha JeueHue ¢ KOHBEHUKOHANHH TepanesTHYHH cxeMH., CnaOuAT LHTOreHeTHYEH
oTroBop € 6un cratucrrvecku 3HauuMo {p = 0,0015) no-sBucok B rpynara Ha JieueHHe ¢ a3alUTHAWH
(34 %) B cpaBHeHHE ¢ KOMOHMHHpaHaTa rpyna Ha e4eHHE ¢ KOHBEHIIHOHANTHU TepaneBTHYHH ¢xeMH (10
%).

Bwapacmna nonynayus na 65 wiu nogeue 2o0unu ¢ AML ¢ > 30 % xocmuomo3swvunu baracmu
Nanenure No-A00y pe3yaTaTy NPeACTaBAT nonynaunuara intent-to-treat, npoyusana 8 AZA-AML-001
(Bx. Touka 4.1 3a ogobpeHoro nokasaHue).

EduxacrocrTa ¥ 6€30NaCHOCTTA Ha a3aLUTHIMH Ca NPOYUYEHH B €AHO MEXAYHApPOIHO, MHOTOLIEHTPOBO,
KOHTPOJIHPAHO, OTKPUTO, NapanenHOrpynoBo $as3a 3 npoyyBaHe NpH NauMeHTH Ha Bb3pacT 65 U noseye
FOAMHU C HOBOAMATHOCTHLMpaHa de novo v BTopudHa AML ¢ > 30 % XKOCTHOMO3BbUYHH Onactu
cnopen knacugukauuata Ha C30, xouTo He ca noaxoau 3a HSCT, Asauuruaus wonoc BSC (n=241)
€ CpaBHEH ¢ KOHBEHLMOHAJHA TepaneBTH4Ha cxema. KOHBEHIMOHA/IHATA TEpaneBTHYHA CXEMa ce
¢beToH caMo o1 BSC (n=45), nucka no3a uurapadbun e BSC (n=158) unu cranaapTHa HHTEH3WBHA
XUMHOTEpanusa ¢ uutapabuH n aHTpaudiivH e BSC (n=44). [lauxeHTUTE ca NpeaBapvTENHO
nogbpaH¥ OT TEXHHUTE Jekaph 3a | 0T 3-Te KOHBEHUMOHAJIHM TEParneBTHYHH CXEMH [peau
paHgoMusauuara. [lauueHrdre [OMyvaBaT npeaBapUTENIHO MozadpaHaTa cXema, akKo He ¢4
PaHAOMH3UPAHU Ha a3auMTRAWH. KaTo 4acT OT KPHTEPUHTE 3a BKJTIOYBAHE CE€ H3NCKBa NMaUMCHTHTE Ja
MMaT PyHKUHOHANHO cbeTosHHe 0-2 mo ECOG v UMTOreHEeTHYHM aHOMATHH C MEXAWHEH WM crad
puck. [TepBHuHaTa KpaiiHa TOYKA HAa NPOYYBAHETO € 0011a NTPEXUBAEMOCT.

A3auMTHAMH € NpUAarad NOAKOXHO ¢ A03a 75 mg/m° IHEBHO 3a 7 AHW, NOCNEJBaHH OT IepHo] Ha
NOYMBKA C MPOABLIKUTEITHOCT 21 nHH (28-0HeBeH LMKLI Ha JleYeHue), ¢ MeauaHa O LIUKEJIa

(uuTepsan: 1 no 28), camo BSC ¢ meanana 3 uuksna (MHTepran: 1 go 20), Hucka ao3a uyrapabuH ¢
MeauaHa 4 uukbna (MHTepBan: | 1o 25) ¥ cTaHIapTHA MHTEH3MBHA XUMHOTEpAlHA ¢ MEAHaHa 2
uMKbaa (HHTEpBan: | 0 3, HHAYKLUKHOHEH LHKDBI MIOC | WK 2 KOHCOAHIAUMOHHH HHKDBAA).

OTAenHHUTE M3XOAHU NAPaMETPH ¢a CPaBHUMH MEXIy TPYNUTE Ha a3alMTUIMH H KOHBEHUHMOHANHA
TepaneBTH4Ha ¢xema. MeauaHaTa Ha Bb3pacTTa Ha nauveHtdre € 75,0 ronuuu (rpaHuum: 64 no 91
roauHK), 75,2 % ca ot 6sanara paca ¥ 59,0 % ca Mbxke. Ha n3xoanoto HuBo 60,7 % ca xnacuduumpasu
¢ AML, HecneuudHLIApasHa no Apyr Ha4kH, 32,4 % ¢ AML ¢bC cBBp3aHH ¢ MHETOANUCTLIA3HA TPOMEHH,
4,1 % C¢BC CBBP3aHM C TEpanUATa MHEIOUIHK HeonnasMH H 2,9 % ¢ AML ¢ pekypeHTHH MeHETHYHH
aHoManuu cnopen knacupukauusara Ha C30.

ITpu ITT ananu3a Ha 488 naumeHTH (241 Ha azauMTUAMH U 247 Ha KOHBEHLIMOHAJIHA TePaNeBTHYHA
cXeMa), TeUueHHeTo ¢ a3alUMTHIMH Ce CBBbP3Ba ¢ MeluaHa Ha npexussemoct 10,4 Meceua cpemyy 6,5




Ha sneuenunero e 0.85 (95 % CI = 0,69; 1,03). EnHoroaduiHata npexuBIEMOCT € 46,5 % npu
MAaLUEHTUTE, JEKYBAHN ¢ A3aLMTUANH, cnpamo 34,3 % npu NauMeHTUTE, JIEKYyBaHH C KOHBECHIIMOHAIHA
TeparneBTHYHA CXeMa.
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Cox PH Moze/, KOpUripaH 3a rpeaBapuTesHO OnpeaeseHl W3XO0AHH MPOrHOCTHYHH (aKTOpH,

nepunupa koeduurent Ha puck (HR) 3a AzaunTianH copsaMo KOHBEHUMOHATHA TEpaNeBTHYHA
cxema 0,80 (95 % CI= 0,66; 0.99; p =0,0355).

B nomnbiHEHHE, BBIIPEKH Y€ MPOYUYBAHETO HAMA Bb3MOKHOCT J1a AEMOHCTPHUPA CTATUCTHYCCKH 3HATNMA
pa3jiMKa, KOrato Ceé CpaBHsBa a3alMTHAMH C MPEABAPHUTEIIHO noadpaHUTe rpyrnyd Ha KOHBEHLIMOHATIHA
TepaneBTHYHA CXeMa, NPEKUBAEMOCTTA HA JIEKYBAHUTE C a3aUMTHANH NALUEHTH € MO-NPOABIDKUTCIHA
B CpaBHEHHME C BapUAHTUTE 3a JieYeHHE C KOHBEHUMOHAIHA TEPANeBTHiHA CXEMa CaMo C BSC, Hucka
no3za uurapabud moc BSC u ca noaoOHW, KOraro ca CpaBHEHM CbC CTaHAapTHA HWHTCH3WBHA
xumuoTepanus riroc BSC.

[Tpy BCHYKHM MPEABAPUTEIIHO ONPEIEIEHH NOArpynu [Bb3pact (<75 roAWHA U 2 75 roauHuU), 1oJ1, paca,
dyskunonanto cberosiiue no ECOG (0 nan 1 1 2), U3XOA€H UMTOrCHETHYEH PUCK (cpeneH U cnad),
reorpack peruoH, knacupukauus Ha AML cnopen C30 (BKIIFOYHTENHO AML ¢ npoMeHH, CBbp3aHH
C MMENOAUCINA3us), U3xoaeH Opoil neBKoUUTH (< 5 x10%1 u > 5 x 10%/1), ©3X0AHH KOCTHOMO3bYHH
6nactv (< 50 % u > 50 %) 1 anamHe3a 3a MDS] cbliecTByBa TEHAEHIUA 32 oO1ara npexxuBieMOCT B
HoJ3a Ha a3alMTHAMH. B HAKOIKO NMpeaBapUTE/HO OrpeleieHH NMoarpyny obuara npexuBieMOoCT H
KOe(ULMEHTHT HA PUCK JOCTHraT CTaTMCTHYECKa 3HAYMMOCT, KaTo BKJIOYBAT MALMEHTH ChC cnabd
LIUTOreHEeH pUcK, nauueHT ¢ AML ¢be CBbP3aHy ¢ MHEJIOANCTUIa3Hs NPOMEHH, TALMEHTH < 75 roAvHH,
MaLMeHTH JKeHH U MalMeHTH OT OsiyiaTa paca.

X eMaTONOMMYHUSAT U LIMTOrEHETHYHUAT OTIOBOP ca olieHeHH oT u3cnenosares v oT IRC cbec cxoaHH
pe3yatati. OOWMAT OTroBOP (MbJIHA PEMHUCHS [CR] + nbiHa peMUCHS C HEMbJIHO Bb3CTAHOBABAHE HA
6pos kpbBHU KaeTku [CRi]), onpenenen ot IRC, e 27,8 % B rpynaTa Ha a3alMTHAKH U 25,1 % B rpynara
Ha KOMOMHMpaHAa KOHBEHLMOHA/HA TepaneBTHYHA cxema (p = 0.5384). Ilpu nauMeHTHUTE, KOHUTO
nocrurat mbjiHa pemucus nian CRIi, MeauaHaTa Ha NpOAB/KMTETHOCTTA HA PEMHUCHATA € 10,4 mecena
(95 % C1=17.2; 15,2) 3a naumeHTHTE HA a3aUMTHANH 1 12,3 mecela (95 % CI1=9,0; 17,0) 3a mauueHTUTE




NauUeHTH, KOUTO HE MOCTUraT MbJIeH OTrOBOP NPH A3allMTHAMH B CpaBHEHHE ¢ KOHBEHUMOHAMHATA
TePaneBTHYHA CXeMa.

JleuenneTo ¢ azanuuTvanH nonobpsasa Opos Ha KPBBHHTE KJIETKHM B8 nepudepHaTa KppB W BOAH IO
TIOHHXKABaxe Ha HYXONHTE OT TpaHChy3uK Ha EpUTPOLMTU M TPOMOOLIMTH. JlaJieH maLMeHT Ce CMATA 32
3aBHCHM OT TPaHC(y3Ha HA epUTPOLINTH WK TPOMOOLMTH Ha H3XOLHO HUBO, 4KO TO3M NaUHeHT € HMall
eqHa WIH noseuye TpaHChy3uH Ha epUTPOLMTH HiIH TpoMOouMTH mpe3 56-te¢ AHH (8 ceaMHLM)
PECNEKTHBHO 10 MW Mpeay paHaoMuzaunaTa. JaneH naunweHT ce cMATa 33 HE3aBHCHM OT TpaHCchy3us
Ha EPUTPOLKTH HIH TPOMOOLMTH MO BpeMe Ha MEPHOJA HA JieueHHe, aKkO TO3H MAILMEHT He € HMAal
HUKAaKBH TpaHCHY3MH PECMEXTUBHO HA EPUTPOUMTH WIM TPOMOOLUMTH Mpe3 HHUTO €AHH OT 56-Te
MoCAeNOBATENHH AHU NIPE3 OTUETHUA NEPUOL,

OT nayueHTUTEe B Ipynara Ha a3alUTHAWH, KOWTO Ca 3aBHCHUMHU OT TpaHc)ys3us Ha €pUTPOLIMTH Ha
H3XOHHO HHUBO, 38,5 % (95 % CI = 31,1; 46,2) cTaBaT HE3aBUCHMH OT TPaHC(y3Ha Ha CPUTPOLIHTH NO
BpeME Ha Mepuofia Ha nedeHueTo, B cpaBHeHMe ¢ 27,6 % (95 % Cl = 20,9; 35,1 ) oT nauHeHTHTE B
rpynuTe Ha KoMOMHMpaHa KOHBSHUHOHANHAa TepanesTHvHa cxema. [IpH nauueHTHTE, KOHTO Ca
3aBUCHMH OT TPaHC(Y3HA HAa EPUTPOLIMTH Ha U3XOAHO HUBO H MOCTHIaT HE3ABUCUMOCT OT TpaHCcPy3us
C IeYeHHUeTo, MeIHaHaTa Ha NPOABIDKUTENHOCT Ha HE3aBUCUMOCTTA OT TpaHCHY3IUA HA EPUTPOLUTH €
13,9 Meceua B rpynara Ha a3alliTHIHH H HE ¢€ AOCTUIrHa B rpyrnara Ha KOHBEHLIMOHAIHA TepaneBTHYHa
cXema,

OT nangeHTHTe B rpynara Ha a3’aldTHAMH, KOWTO ca 3aBHCHMMH OT TpaHcdy3us Ha TpoMOOLMTH Ha
u3xoaHo Huso, 40,6 % (95 % CI = 30,9; 50,8) cTaBaT HE3aBUCUMY OT TpaHC(y3us Ha TpoMOOLMTH MO
BpeMe Ha MepHola Ha nevyeHueto, B cpaBHeHne ¢ 29,3 % (95 % CI = 19,7; 40,4) or nauUeHTHTE B
rpynuTe Ha koMOMHMpaHa KOHBEHUMOHATHA TepaneBTM4Ha cxeMa. [Ipy nauMeHTHTE, KOMTO Ca
3aBUCHMH OT TPAHCHY3HA HAa TPOMBOUHTH Ha W3XOAHO HHBO H IOCTUFAT HE3aBUCHUMOCT OT TpaHC(Py3uA
C NEeYEeHUETO, MEIWAHATA HA NPOABIIKHUTENHOCT HA HE3AaBHCHUMOCTTA OT TpaHC(y3Ha HAa TPOMOOLIMTH €
10,8 Meceua B rpynara Ha azauuMTHANH # 19,2 Meceua B rpynara Ha KOHBEHIIHOHATHA TEpaneBTHYHA
CXEMa.

O0ycnoBeHOTO OT 34paBeTo KauecTBo Ha xuBOT (Health- Related Quality of Lite, HRQoL) e oueHeno,
KaTo ce W3no3Ba OCHOBHHAT BLITPOCHHK 3a KAYECTBOTO Ha XHBOT Ha EBponeiickaTa opraH13aLus 3a
uichnenBaHe W neyeHue Ha paka (European Organization for Research and Treatment of Cancer Core
Quality of Life Questionnaire, EORTC QLQ-C30). Jannure 3a HRQoL 6uxa mMornu na Omaar
aHANIN3MpaHU 3a NMOArpyrna OT LfAnarta MomnyjlauKs 3a M3NUTBaHeTOo. Bohhpekw orpaHHYEHHATA NpH
AHANMW3A, HANWYHHUTE JaHHU Npeanonarar, 4e MalHeHTHTE He MPEThPIABAT 3HAYHMO BJOLIABAHE Ha
Ka4yeCTBOTO HA KHBOT 110 BpEME Ha JIEYEHUETO C a3alUTHAVH,

lleduampuvuna nonynayus

[TpoyuBanero AZA-IMML-001 e mexayHapoaHO, MHOIOLIEHTPOBO, OTKPHTO NPOyYBaHe OT (hasa 2 3a
OlIeHKa Ha papMaKoOKVHETHKaTa, papMakoaAHHAMUKaTa, 0e30MacHOCTTA H aKTHBHOCTTA Ha asauUTHAKH
npeay HSCT npu nenuaTpuyHU NaluMeHTd ¢ HOBOAWArHOCTHUMpaH# HanpeaHand MDS win JMML.
OcHoOBHATa Liesi HA KWIMHAYHOTO NPOYy4YBaHE € Aa OLEHH e(eKkTa OT a3alldTHAUH BbpXY CTElleHTa Ha
orroBop B Llukba 3, Jlen 28.

MaupenTure (MDS, n=10; IMML, n = 18, 3 Mecena a0 15 roauuy; 71% oT MBXKKH NON) Ca JIEKYBAHH
HHTPABEHO3HO € azauuTUavH 75 mg/m?, Beansx aneBHO B JIlHM 1 no 7 ot 28-aHeBeH LUKENI 3a Hak-
Manko 3 U Hai-MHOro 6 LHKbiIAa.

BxmousaHero B rpynara ¢ MDS B npoyusaneto € cnpauo cnen 10 naunentu ¢ MDS nopaau n1unca Ha
ehukacrocT: 1py Te3u 10 nauMeHTH He ¢a perucTPUpaHy MOTBbPAEHH OTTOBOPH.

B rpynara ¢ JMML B npoyusaneTo ca BxmwoueHH 18 maumentu (13 PTPNII, 3 NRAS, 1 KRAS
COMaTHYHU MYTAUWU u | KIWHWYHA AuarHosa 3a HeBpodubpomarosa tvn | [NF-I]). llecTtyaaec
MAalMEHTH Ca 3aBbPILKWIM 3 UKL OT TepanMATa K 3-Ma OT TAX €a 3aBbPLUMAH & HHKLIA
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naueHTH ¢ IMML ca umanu xinnnven otrosop B Livkba 3, Aen 28, ot Te3n 11 yyactHHLn, 9 (50%)
YHaCTHULM €3 UMATH NOTBBLPALH KNKMHYEH OTroBop (3-ma yuacTHHUM ¢ ¢CR H 6-Ma yUaCTHHLM ¢ cPR).
B rpynara nauueHtd ¢ JMML, nexyBauu ¢ azaudtuavd, 7 (43,8%) naumeHTH ca MManH TpaeH
TpomOoLuTeH 0TroBOP (6poii > 100 x 109/1) u 7 (43,8%) ca ce HY>KIACIH OT KpBBONPEAUBAHKA NPH
HSCT. 17 ot 18 ca npoabmxunm ¢ HSCT.

[Nopanu avzaiina Ha npoyusaHeTo (ManbK OpoH MaUMEHTH U Pa3TUYHH CMYLIABALLY daxTopu) ot TOBA
KIMHUTHO MPOYUBAHE HE MOXE 11a CE HaNpaBsy 3aK/IOYEHHE JaNH asaluTuauH npead HSCT noxodpsasa
NPEXUABACMOCTTA NIPU NauneHTute ¢ IMML.

Ipoyusanetro AZA-AML-004 € MHOroLeHTpOBO, OTKPUTO TMpoyuBaHe ¢asa 2 3a OLEHKA Ha
OesonacHocTTa, (papMakoauHamMukaTa M edMKACHOCTTA Ha Q3aUATHIHH B CPaBHEHHE C JIedeHHUe,

PA3MHIHO OT NPOTHBOPAKOBO MpH AeLia ¥ MNaau Bb3pacTHH ¢ AML npu Monexyaspen peuHanB cren
CRi1.

CeneM nauuenTH (¢ MeHaHa Ha BL3pacTTa 6,7 FrOAHHU [nnanasoH ot 2 no 12 rogunnl; 71,4% OT kouTo
Ca OT MBXKKM NOJT) €2 JIeKYyBaHu ¢ azauuruauy 100 mg/m2 WHTPaBEHO3HO BERHBXK AHEBHO B JHH 1 0o
7 0T BCeKH 28-1HEBEH LIMKb 3a MAKCUMYM 3 LMKBIA.

Ilpy neTrMa nauKeHTH € yCTAHOBEHa MUHMMATHA OCTAThYHA 6ONecT (minimal residual disease, MRD)
B llen 84, xato 4 nauveHTH ca OOCTUrHANH WM MOJICKYJIApHO cTabunu3npane (n = 3), win
MONIEKYAApHO Noaobpenne (n = 1), a | naLuMeHT € UMan KIHHHYeH peruaus. Lllect ot 7 NaLMeHTH (90%
[95% CI = 0,4, 1,0]), nekyBaHu ¢ a3auMTHAHH, Ca MOANOXKEHH Ha TPAHCILIZHTALUA HA XeMOMOSTHYHH
CTBOJIOBH Ki1€TKH (haematopoietic stem cell transplantation, HSCT).

INopaau Mankus pasmep Ha u3BankaTa edMKACHOCTTA HA A3AUNTHIMH MPpH NEIUATPUYHH MALHUEHTH C
AML He Moxe na ce ycraHosu,

BuxTe Touka 4.8 32 uHGopmaiiug 3a 6e301acHOCT.

5.2 ®dapmaKoKHHETHYHMH CBOliCTBY

Abcopbuus

Cnen noakoXHO NPHUNOKEHHE HAa eAMHWYHA 1033 75 mg/m?, asauMTHIHH ce abcopbupa 6Bp3o ¢
BBPXOBH TU1A3MEHH kOHLIEHTpauuK 750 + 403 ng/ml, xouto ce gocrurar 1/2 uac cren npunarane Ha
[033aTa (MOMEHT H4 B3eMaHe Ha MbpBUTE MPobH). AGCOMOTHATA GHOHATHYHOCT HA a3allUTUAHH Clieq

MNORKOKHO NPHUAOKEHHE B CPABHEHHE ¢ HHTPABEHO3HO NPHUIOKEHHE (€ AMHAYHH R03M OT 75 mg/m?) e
buna oxono 89 % no paxHHu 3a NAoWTa Nox kpusaTa (AUC).

Inowra non KpUBaTa M MakCUMATHATA NNA3MEHA KOHUCHTPAUHs (Cmax) MPY HOIKOKHO NPHIOKCHHE
Ha a3alUTHAMH ca MPUOAH3WTENHO MPONOPUMOHATHY B PAMKHTE HA JO3OBUS AHAMNA30H OT 25 oo 100

mg/m?.

PasnpeneneHue
CrieR MHTPaBEHO3HO NpuNaraHe Ha [03aTa, CPEAHUAT obeM Ha pasnpeneneHie ¢ 6un 76 £ 26 1, a
CHCTEMHURT KNUPBHC € bun 147 + 47 I/h.

buotpanchopmarus

BB3 ocHOBa Ha JaHHWTE OT in vitro NpoyuYBaHHA, MeTabOAM3MBT HA a3alUTHANH HEe H3rIexaa
OCBLUECTBEH OT H30CH3HMKUTE Ha umToXpoM P450 (CYPs), UDP-rmokypososunTpaHchepasute
(UGTs), cyndorpancdepasure (SULTs) u rMyTaTHOH-TpaHcpepasure (GSTs).

A3aUMTHIVH [PEeTbpNABAa CAOHTZHHA XMAPONM3A M Ae3aMMHHUpaHe, MEAHHUPAHO OT LUT
fesamiHalaTa. B yoBewxkn uepHonpobuu S9 dpakunu popMupanero Ha MeTaboOIUTHTE & He3as

Wﬁuﬂﬂ o 2
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or NADPH, koero npeanonara, ye MeTaCo/iu3MbT HA Aa3aLUMTUAMH HE € MEAUHPAH OT H30EH3HUMHTE Ha
uuTOoXpoM P450. In vitro npoyyuBaHe HA a3aUMTHAHH B KYATYPH OT YOBEHIKH XEMATOLMTHA MOKa3Ba, ye
npu korueHtpauuu ot 1,0 puM no 100 uM (1.e. A0 KoHUEHTpauuu okojo 30 MBTH MMO-BHCOKH OT
DOCTHXXUMHTE B KITHHHYHU YCJIOBUA), asauuTuauH He uHayudpa CYP 1A2, 2C19, 3A4 unu 3AS. Ilpu
NpOoy4YBaHHs 3a OLIEHKa HA MHXUOKpaKreTo Ha nopenuua ot P450 uzoensumu (CYP 1A2, 2B6, 2C8, 2C9,
2C19, 2D6, 2E1 u 3A4) azauurnaus go 100 uM He Bogu no uHxuOupaHe. CnemosarenHo CYP
€H3KMHOTO WHAYLHWpaHe WM HHXUOMpaHe OT a3auMUTHAHH B NOCTHXKHMH MPH KIHHHYHH YCIOBHA
MAa3MEHH KOHLUEHTPALKH € MaNKo BEPOATHO.

Ennmunupane

A3alMTHAMH ce W3uucTBa OBbP30 OT MNasMarta CbC CpeAeH NMONYMHBOT HAa eNUMHHHpaHe (ty) cien
NMOAKOXKHO NpuiokeHue oT 41 + § MUHYTH. Clien MOAKOXKHO NPUAOKeHHe HA 75 mg/m? azauMTHauH
BEIHDLX AHEBHO B MPOABb/KEHHE HA 7 IHH HE HACTBIBA KyMynalua, OCHOBHUAT BT HA ENMUMHHHPAHE
Ha a3aUMTUAMH W/ A HEroBUTE META0ONUTH € EKCKPEeLUa ¢ YpHHarta. Cliel HHTPABEHO3HO U IOAKOXHO
nprwioxkerre Ha “C-azaunTuanH cxoTBeTHO 85 1 50 % OT NpHIoKEHATa PalHOaKTHBHOCT C& OTKPHBA
B YpHHATa, A0KaTo < 1 % ce oTkpuBa BbB DeKaTHKTE,

CnenyaiHg nonyaanuy
He ca npoyusanu opuuManHo edexture Ha YepHOAPOOHO yBpexaaHe (BX. Touka 4.2), non, BB3pacT
UNY paca Bbpxy papMakOKky¥HeTHKATa Ha a3alluTHOHH.

Ilecuampuurna nonynayus

B [Ipoyusanetro AZA-JMML-001 dapmakokUHETHHMHUAT aHanu3 e obycnoseH ot 10 meauaTpuaHu
nmauueHTd ¢ MDS 4 18 neaunatpuynu nauneHtd ¢ JMML B Jen 7 wa Llukea 1 (BX. Touka 5.1).
Menauanara (A1ana3zoHbT) HA Bb3pacTTa Ha nauueHTure ¢ MDS e 13,3 (1,9-15) roanuu u 2,1 (0,2-6,9)
FOOWHH 33 nauueHture ¢ JIMML.

Cnen WHTPaBeHO3HO NIPUNOKEHHUE Ha A03a 75 mg/m2, azauuTuanH 6bp30 JocTHra Cupax B PAMKHTE HA
0,083 yaca s nonynauunre ¢ MDS u JIMMVL. I"'eomeTpruuHnuTe cpeaHu cTORHOCTH Ha Chax ¢a 1797,5 1
1066,3 ng/ml, a reomeTpruurnTe cpenuu croiiHocTH Ha AUCs, ca 606,9 u 240,2 ng-h/ml cwoTBeTHO
npu naumeHtvTe ¢ MDS u IMML, lNeomeTpuytnTe CpeaHu cTORHOCTH Ha 00€Ma Ha paslmpeeicHHe
np yuactHuuute ¢ MDS 1 JMML ca cvorBetno 103,9 u 61,1 1, Oxa3sBa ce, ye ofiara ruiazMeHa
eKCIMO3HLIMA HA a3aUMTHIAHH € no-BMCOKa npwu y4actHuuure ¢ MDS; orbenszana ¢ obave cpenna go
BHCOKa BAPHATUBHOCT MEXKAY NauMeHTHTEe KakTo 3a AUC, Taka ¥ 38 Crax.

I"'eomerpuunnTe cpeaHy crofiHocTy Ha tY ca 0,4 1 0,3 yaca, a reoMeTpUYHHTE CPEeIHH CTOMHOCTH Ha
KinupbHca ca 166,4 1 148,3 I/h chorseTHO 3a MDS 1 JMML,

PapMakOKMHETHYHHTE naHHU oOT [lIpoyusaHero AZA-JMML-001 ca olemaMHeH W CpPaBHEHH C
papMaKOKHHETUYHHTE [HaHHM OT 6-Ma BBL3PAacTHM ywacTHHMUX ¢ MDS, Ha KOMTO € npwiarad
HHTPaBEHO3HO a3auUTHAUH 75 mg/m2 B [IpoyusaHero AZA-2002-BA-002. Cpeanure cToiiHOCTH Ha
Cmax H AUCO-t 3a a3auMTUAMH ca CXOAHU MEXAY BB3PacTHH M MEAMATPUYUHH MaUUEHTH Ciaen
HWHTPaBeHO3HO npHIokeHne (¢boTBeTHO 2750 ng/ml cnpamo 2841 ng/ml u 1025 ng-h/ml cipamo 882,1
ng-h/ml).

B npoyusanero AZA-AML-004 ¢apmMakOKMHETUYEH aHAIM3 € HampaBeH IpH & oT 7 meauaTpHYHH
MALHEHTH, NPH KOHUTO € QU0 BBIMOXHO, CICA NPWIOKEHWE Ha J103aTa, Aa Ce HM3MEpd NOHe enHa
KOHLIEHTpPALINA 3a LieJIUTe HA papMaKOKHHETUYHHS aHAIU3 (BUXKTe TOUKA 5.1). MennaHaTa Ha Bp3pacTra
(Auana3oH) Ha nauueHrute ¢ AML e 6,7 (2-12) roguHu.

Cnea MHOroKpaTHO IIpUIOXKeHHe Ha 403K o 100 mg/m2, cpeaHnTe reOMEeTPHYHU CTORHOCTH 32 Crax H
AUCom B den 7 or Lpxwen | ca crotBerHo 1557 ng/ml u 899,6 ng-h/ml, npu Habnionasana BHCOKa
HHauBHAYyanHa BapHabunHoct (CV% cbvotBeTHO 201,6% 1 87.8%). A3auuTHAUH € JOCTHIHAN 6Bp30
Cmax, ¢ MeAHaHa Ha BpemeTo n0 zocturawe 0,090 uyaca cnefl MHTPABEHO3HO MPIIOKEHHE
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NOHHXHJ CHC CpedHa FEOMETPUURA CTOHHOCT ti2 0,380 yaca. CpenHuTe reOMeTpUYHM CTONHOCTH Ha
KJIMpBbHCa 4 o0ema Ha pasfipeneneHue ¢a ¢croTBeTHO 127,2 1/hu 70,2 1.

PapMakOKMHETHYHATA €eKCMo3uuMd (Ha a3auMTHUOHMH), HaOmopgapaHa npu peua ¢ AML opw
Monekynsped peuuaus caeg CR1, e cpaBHuMa ¢ excnosuuuaTa ot cbopunre aanum 3a 10 peua ¢ MDS
u 18 neua ¢ JIMML kaTo ColL0 Taka € CpaBHUMA C €KCMTO3WUHATA NPH BB3pacTHH ¢ MDS.

bubpeuyHo yepexnaHe

brOpeuHoTO yBpexaaHe HAMa OCHOBHO BB3IEHCTBHE BbpXY HAapMakOKHHETHUHATA €KCMO3ULMS Ha
a3alMTHANH CJed €AHOKPAaTHO M MHOIOKPaTHO NOAKOXKHO MnpwiokeHue. Chnea noaKkoXHO
IPUIOKEHUE HA EAMHUYHA 103a 75 mg/m? cpennuTe croiiHocTH Ha ekcrno3ulMaTa (AUC v Cua) npu
MAUUCHTH C NEKO, YMEPEHO U TEXKKO OBOPEUHO YBPEXKAAHE C€ YBeIUYaBaT ChOTBETHO ¢ 11-21%, 15-
27% n 41-66%, B cpaBHEHUE ¢ NauMeHTHTe ¢ HopManHa 6bOpeyHa QyHKIMA. Exnosuiuuara o0aue e B
paMKHTe Ha CBLUMA OOW| IMana3OoH Ha eKCMo3WUus, HabmoaaBaH MPH MAHNMEHTHTE ¢ HOPMAJHA
OBOpeyHa dyHKUMA. A3auUTHANH MOXe aa Obe NPWIOXKEH Ha NauHeHTH ¢ 6x0peuHo yBpexnane 6es
NBLPBOHAYANHO KODHUIrHpaHe Ha A[03aTa, nNpy YCIOBHE, Y€ Te3n nauueHTH ce Habmonaear 3a
TOKCHYHOCT, ThH KA4TO a3aUMTUAMH W/ MAH HeroBure MeTaboJHTH Ce €KCKPEeTHPAT OCHOBHO upe3
6n6pennTe.

PapMaKOreHOMHKA

He e npoyusaH opHUMANTHO e(eKThT OT U3BECTHHA NONUMOPOUILM Ha UMTHAMH AS3AMHHA3aTa BEPXY
MeTabonu3Ma Ha a3aluTHIUH.

5.3 [IpeaxnHHHYHH AaHHH 32 6€30MACHOCT

A3alMTHONH HUHAYLHMPA In vitro KAKTO F€HHW MyTaldH, TAKa U XPOMO3OMHH abepaiiiid B CHCTEMH OT
OakTepUanHU KJIETKH U OT KJIETKH Ha 603aiHMLM. KaHUEepOre HHUAT MOTEHUHAI HA A3aLUTHAMH € Oun
NPOYYEH NP MULLIKK U NNBXOBE. A3aLUMTUAKH € HHOYLUMPaJ TYMOPH Ha XEMOIIOETHYHATA CHCTEMA TTPH
KEHCKM MHUWKH MPH HHTPaANEpUTOHEANHO NMPUIOXKEHHE 3 MBTH CEAMHYHO B MPONBMKEHHE Ha 52
CEAMHLIM. YCTAHOBEHA € MOBUIUEHA YEeCTOTa Ha TyMOpH Ha NTHMQO-peTHKYNapHaTa CHCTeEMa, Oenus
apob, MneyHuTe KNE3M U KOXKATa NpU MHILKMH, JEKYBaHH ¢ HHTPANEepHTOHEAIHO IPHIOKEH
a3allUTHAMH B NpOABIKEHHE Ha 50 ceamuuu. [lpoyusaHe Ha TYMOPOIr€HHHS NOTEHLHAT NPH IUTHXOBE
OKa3Ba NOBULIEHA YECTOTA HA TYMOPH Ha TECTHUCUTE.

[lpoyypanusTa Ha paHHaTa eMOPHOTOKCHYHOCT NpPH MHUIKW [1OKa3BaT decrora oT 44 % Ha
HHTPayTEpUHHATa eMOpMOHanHa CMBpPTHOCT (NoBUIUEHA  pe3opbuudA) cneg  eqHOKPATHO
HHTpPAMEpUTOHEANTHO HMXXEKTUpAHe Ha Aa3aLUMTHAHH MO BpPEME HAa OpraHoreHesara. YCTaHOBEHH ¢a
HapyUIEHHUA HA Pa3BHUTHETO HA MO3bKA NMPH MHULLKH, HA KOUTO € NpUNarad a’audTHAMH NPEeaH HIH B
MOMEHTa Ha 3aTBApSIHETO Ha TBLPAOTO Hebue, [1py nsX0Be A3aUUTHIHH HE € MPEAN3BHKAN HEXEeNaHH
peakunn, Korato € Oun ripuiarad Npesy UMNIAHTAUMATA, HO OYEBUAHO € OMI eMOPHOTOKCHUEH TIPH
NpUNaraHe No BpeMe Ha opraHoreHesara. MEeTanHUTe aHOMAaNHWM NO BpEME Ha OpraHoreHesara NpH
INeX0Be BKAOYBAT: aHOManUK Ha LIHC (exseHuedanus/eHuedanouene), aHOMaIMH Ha KpaHHWLHMTE
(MMKpOMENUs, KPUBO CTbOANO, CHHIOAKTWIMA, ONMrOJAaKTHIMA) M IOpyrH (MuKpodTanMus,
MHUKPOTrHaTHs, racCTpOCX13a, OTOK ¥ aHOMannu Ha pedparta).

[IpunaradHero Ha a3aUMTHAMH HA MBXKY MELUKK Opead YHPTOCBAHETO UM C XKEHCKH, HA KOMTO HE €
[MpUJIaraH, € JOBEIO A0 HaMANeHA IIOAOBUTOCT U 3aryba Ha MOKOJIEHHETO MO BpeMe Ha ClIeABALIOTO
eMOpvOHaNHO MAM MOCTHATanHO passuTue. [IpUnaraHeTdo My Ha MBXKH IUTBXOBE € JOBENO M0
HamaNsBaHE Ha TErnoTO Ha TECTHUCUTE M enuaMauMa, HamaneH 6polt Ha criepMaTo3onauTe, HaMaJIeHa
YECTOTA HAa OpPEMEHHOCTHTE, NOBEYE aHOpMAIBW eMOPHOHHM M NoOBHLICHA 3aryba Ha eMOpHOHH ITpH
YAPTOCAHNUTE C TAX WEHCKM (BXK. TOUKA 4.6).
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6, ©GAPMAILEBTHUYHH JAHHHU
6.1 Cnucbk HA NOMOLIHHTE BelIECTEA
Manuton (E421)

6.2 HecbBMeCTHMOCTH

To3u nexapcTeeH NpoOAYKT He TpAOBa Aa CE CMECBa C APYTH NEKapCTBEHH NPONYKTH, ¢ M3KJIHOUEHHE HA
OCOUYECHUTE B TOUYKA 6.6.

6.3 Cpox HarogHocT

Hepasneyarad hn1akoH ¢ npax: 3 roAHHU

Cnea npUroTBsHe:

Korato AzauuTHaVH ce pa3TBaps ¢ BOAR 3a HHKEKUHH, KOATO HEe € OXJIaficHa, € J0Ka3aHa XUMHYHA H
¢wn3uvHa cTabUNHOCT NpH ynorpeba Ha NPUroTBEHUA JIeKapcTBeH npoaykT np 25°C B npoanmxkeHue
Ha 45 MunyTH v npu 2 °C no 8 °C - 3a 8 yaca.

CpOKBT Ha MOJHOCT Ha [IPUIOTBEHUA NIEKAPCTBEH NMPOAYKT MOXeE Aa ¢ NPOABIDKH, KATO 332 pa3TBapsHE
ce ni3nonsea oxnanaera (2 °C no 8 °C) Bona 3a Hmxekuuu. Korato A3alUTHAMH Ce pa3TBapa ¢ OXJIaaeHa
(2°C no 8 °C) Boaa 32 HHIKEKLIMK, XMMHYHATA N PU3MyHATA CTAGHMITHOCT NpH yIoTpeOa Ha MPUIOTBEHHUS
JIEKAPCTBEH MPOAYKT € AokasaHa npu 2 °C ao 8 °C B npoabikeH#e Ha 32 yaca.

OT MUKPOOKOJOrHYHA MEOHA TOYKA MIPUrOTBEHHAT MPOAYKT TpA0Ba fa ce M3IMOJ3Ba BegHara. AKo He
Ce H3MO/i3Ba BeaHara, noTpeOUTENST caM OMNpeacNd BPEMETO 4 YCIOBHATA HA ChbXpaHEHHE MpelH
ynotpela, HO He TpsbBa Aa o ChxpaHaba rnoseve oT 8 Haca npu 2 °C no 8§ °C, xoraro 3a pasTBapaHe ce
M3MOQJI3Ba BOAA 33 HHXEKLHUH, KOSATO HE € OXJ1a4eHa, WK HE [MOBEYE OT 32 yaca, KOraTo 3a pasTBapiHe
ce u3nonaszea oxnaaeHa (2 °C go 8 °C) soaa 3a HHKEKLHH.

6.4 CneunHanHu yCJIOBHA HA CHXPAHEHHE

HeorsopeHH (iakoHu
To3H nexkapcTBeH NPOAYKT HE H3MCKBA CNELMANHKM YCIOBUA HA ChXPaHEHHE.

[lpuroreeHa cycrieH3us

3a ycnoBusATa Ha ChXpPaAHEHKUE CNel pa3TBapaHE Ha JIEKapCTBEHUA NMPOAYKT BHXKTE To4Ka 6.3.
6.5 Bua u chbaIbLpPKAHHE HA OMAKOBKATA

beauseren cTobiiieH (akon THn [, ¢ ryMeHa 3anylianka U anyuuMHuena kanayka (6ana 3a 100 mg u
opaHxeBa 3a 150 mg).

Konuuectso B ONaKOBKa!
1 dnaxoH ceaspxaw 100 mg azsaunTuinH
1 dnakoH Cuabpskaul 150 mg asauuTHINH

6.6 Cpeunagxy npeana3HH MepKH NPH U3XBLPAAHE B paboTa

[Tpenopwxy 32 Oe3onacHa pabora

A3AUMTHAUH € UATOTOKCHYEH NIEKAPCTBEH MPORYKT H NMoAo0HO Ha APYrH MOTEHIMATHO HTOTOKCHYHY
CHCTaBKM € HeoOXOoAMMO BHHMaHWe Npu paboTaTa M MPHIOTBAHETO HAa CYCTEH3WATa a3
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Tpabea na ce npunaraT npouedypuTe 3a npaBuiHa paboTa M M3XBBPIAHE HA AHTHTYMOPHH

NIEKapCTBEHY MPOAYKTH.
[IpH KOHTaZKT Ha MPUTOTBEHKHA A3ALUUTHAUH ¢ KOXKaTa He3abaBHO HaMuiiTe 06WIHO ¢ BOAA H camyH. ITpu
KOHTaKT C JIMraBULIHTE U3MRaKHeTe OOWIHO C BOJA.

bpemeHHU xeHu He TpsbBa na paboTAT ¢ TO3M JEKapCTBEH MPOAYKT.

[ipoueaypa 3a NPUroTBAHE
AzauuMTiitii Tpa0Ba Na ce pasTeaps ¢ BoAa 3a MHXeKUMH, CPOKBT HA TFOAHOCT HA NPHIOTBEHHA

JICKapCTBEH NPONYKT MOXKe 1a C€ NPOABLIXKH, KATO 3a pa3TBapAHE ce W3no3Ba oxnaneHa (2 °C no 8 °C)
BoZa 3a HHxXeKUMH. [To-10ny ca naneHu nogpobHOCTH 3a CHXPAHEHHETO Ha NPUTOTBEHHS IIPOAYKT.

. Heobxonnmu ca cneasuTe KOHCYMaTHBH:
pnakon(4) azaunTHaYA; Graxkor(K) Boaa 3a UHKEKLHUN; HECTEPUIHH XUPYPIHYHHK PbKABHLM,
HarmoeH! CbC CIMPT NMaMyyeTa; HHXKEKLIHOHHA CpHHUOoBKa(H) ¢ uraa(u).

2. CboTBETHHAT 00€M Boza 32 uHxekunu (Binkte Tabnuuara mo-gony) Tpabea Ja ce M3TErNH B
CIPHHUOBKATA, KATO U3rOHMTE BCHYKHA BB3IYX OT CIIPHMHHOBKATA.

CrabpiaHue Ha pnakoH | O6em Bona 3a Mkekuny | KoHLeHTpaius
100 mg 4 ml 25 mg/ml
150 mg 6 ml 25 mg/mi

3. Bbeenete urnarta Ha CMpHHLOBKATA, ChAbPKALIA BOAA 338 HHXXEKLIUH, NP3 ryMEeHaTa 3amyIaika
Ha (prrakoHa ¢ A3aLUTHAMH 1 GaBRO HHXEKTUpaHTE BOAATA 32 HHXEKLHU BLB (PJIAKOHA.

4, Cnen xaTo OTCTPaHUTE CTIDUHLIOBKATA U UIVIATA, PA3KNaTeTe eHEPruyHo GaaxoHa A0 NoNy4YaBaHe
Ha XOMOr¢HHa MbTHa& CycneH3uA. Cnen pa3TBapsAHETO BCEKM MWIMANTBD OT CYCIEH3MATA LLIE
CbAbpKa 25 mg azaunTrinH (100 mg/4 ml). [IpuroTBeHNAT NPOAYKT NPEACTABIABA XOMOTEHHA,
MBTHa CyCMeH3us, 0e3 arnomepary. Cycnensuara Tpabpa na 6vae H3XBBpREHa, aKo ChAbDXKA
rojeMy 4YacTHuy vnu arnoMmeparu. He duntpyBaiiTe cycnensuara cjied pa3tpapsHe, ThH Karo
TOB3 MOE Na OTCTPaHK aKTUBHOTO BelecTBo, Tpabpa Ja ce iMa NPeABKHI, Y€ B HAKOW afalTODH,
UINIM W 3aTBOPEHH CHCTEMH MOXe 1a uMa GuiTpu. CaeaoBaTeHO TAKMBA CHCTEMH He Tps6pa aa
CE€ M3MON3BAT 32 MPUIAraHe Ha NCKApCTBEHUA NPOAYKT CIE/ pa3TBapsHe.

5. [Iouncrere rymenara sanylanka u npobOogere ¢ HOBA WIjla M CIPUHLUOBKA BbB (PJIAKOHA.
Ob6bpuere dnakoHa ¢ ABHOTO HArope M ce yBepere, e BBPXBT HA MINIATa € NOA HHMBOTO Ha
Te4HocTTa. M3abpnaiitTe 6yTanoro u u3teriere KONMUECTBOTO OT JIEKAPCTBEHHUSA NMPONYKT, HYKHO
32 TOYHara J038, KaTo M3rOHUTE BCHYKHSA BB3AYX OT CHpUHUOBKaTta. OTCTpaHere
UINATa/CIPHHUOBKATA OT MIAKOHZ M H3XBhPNETE UTJIATA.

6. B3emere HOBA Hria 3a NOAKOXHU HHXEKLWHU (npenopbuBa ce 25-G) U 1 3axpenere crabWwiHO Ha
cnpuHLoBKaTa. He TpaOBa Aa ce npokapsa pa3TBOp MO HIJIaTa Npeld HHXEKTHpaHeTo, 3a Ja ce
Hamany 4eCTOTaTA HA PEeaKLMUTEe HA MACTOTO Ha HHIKEKTUPaHE.

7. Koraro € HeoOXonuM noseve OT e€aHH (PNakoH, MOBTOPETE BCHUKH U30POEHH MO-rope CTHIKHM 3a
NPUroTBAHE Ha CyCneH3unATa. [lopanu 3anppxaHe BbB QJIAKOHA ¥ UINIaTa MOXKE 4 HE € BE3IMOXHO
a Ce U3TEMNH LUANOTO KOJMUYECTBO CYCNeH3ua oT (1akoHa.

8. ChaObpxaHMeTO Ha CIIpHHUOBKATA C f03aTa TpAOBa Aa Obie pecyCneHAHPaHO HEMOCPEACTBEHO
npeau npunaraHeTo. llpean npunaraHeTo NbjaHaTa ¢ NPUrOTBEHATA CYCTIEH3UA CIIPHHIIOBKA
TpAOBa na ¢ce OcTaByW 33 HE noBeye oT 30 MUHYTH, 3a 1a AOCTHI'HE TEMIIEpATypa oT okouo 20 °C-
25 °C. Axo ca MuBanu nosede oT 30 MHHYTH, CycnieH3nATa TpAOBa Aa Oble M3XBBPIEHA IO
CbOTBETEH HAYHH U J1a CE€ MPUrOTBH HOBA A03a. 33 Aa 9 peCyCleHaupare, IPeBbPTETE EHEPTHMHO
CNPHHLOBKATa MEXOY AJAHHTE CH OO0 MOAY4aBaHE HAa XOMOT€HHA, MBTHA CYCIEH3MA.
Cycnensuara rpabea na 6ble U3XBbpPAEHA, 2KO ChAbPIKA I'OJEMH YACTHLY UITH ATTOMEDATH.

H3ukcnsaBaHe Ha MHAWBUAYAJIHH 103K
OO0uiara no3a cnopel Te1eCHaTa NOBLPXHOCT MOXKE Aa Ce U3UHCIH N0 CREOHUA HAMHH

22




O6wa no3a (mg) = Jo3a (mg/m?) x TesnecHa noBspxHOCT (m?)

Cnensamara Tabnuia npeacTapisba caMo NPHMEp 3a TOBA Kak a ObAaT M3YHCIICHH HHAUMBHAYANHATE
O3 a3aLMTUAMH Ha 6a3aTa HA CpeHATA CTOMHOCT 3a TeNAecHaTa NOBbPXHOCT OT 1,8 m?,

Hoza mg/m* (% O6uia no3a Ha Oasara | bpo¥ HeoOxonumu | Q6w HeoGxoaum obem
om Ha TenecHa | ¢pnaxoHH Ha IIPUTOTBEHATA
npenopvugarama nosbpxHocT OT 1,8 m* | 100 mg | 150 mg | CYCeH3Hs

HAYQRHA 003a) bnakon brakoH

75 mg/m? (100 %) 135 mg 2 paakona | | ¢nakon | 5,4 ml

37,5 mg/m? (50 %) 67,5 mg | pnakoxd | | dumakon | 2,7 mi

25 mg/m? (33 %) 45 mg 1 ¢pnnaxon | ! dnakon | 1,8 ml

HauuH Ha npuagxeHue

Cnepn pasTBapsHe a3allUTHIUH TpabBa A2 C& UHXKEKTHPA MOAKOKHO (BLBEASTE UrNaTa NOA BIbil OT 45-
90°) ¢ urna 25-G B MUlIHKMLATA, OEAPOTO WK KOPEMA.

Ho3u, no-ronemu ot 4 ml, Tpabra na 6baaT HHKEKTHPAHU HA ABE PA3IHYHH MECTA.

MecTtaTta Ha HHxeKTHpaHe TpAa0Ba aa ce peaysar. Cneapalyre HHKEKLMHY TpAOBA Aa Ce IIpaBAT Ha IIOHE
2,5 ¢cm OT MACTOTO HAa NOCTaBsiHE HAa MpPEAHillHMTE U HUKOora B 0oDNacTH, KOKTO ca YyBCTBHMTEJHH, C
KPbLBOHACANAHUSA, 3aUSPBERH UAU YITIIBTHEHH.

Heu3mon3BaHHUAT IEKAPCTBEH NPOAYKT WY OTHaALYHHTE MAaTePHANH OT Hero TpsaOBa 1a ce U3XBBPIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHA.

7. NIPUTEXATEJ HA PABPEINEHHUETO 3A YIIOTPEGA

Pharmascience international Limited

Lampousas 1,

10935, Nicosia,
Kunep

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20210042

9. JATA HA ITBbPBO PA3ZPEIIABAHE/NOIAHOBJABAHE HA PA3PEIIEHHETO 3A
YINNOTPEDBA

Hara Ha nbpso paspeiwuasaHe: 19.02.2021
JlaTta Ha nocaeaHO NOAHOBABAHE:

10. IJATA HA AKTYAJIUBUPAHE HA TEKCTA
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