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Gerodaza 25 mg/ml powder for suspension for injection Bt bbb ASIE I A

o/ KAYECTBEH H KOJIMYECTBEH CbCTAB

®daakoH 100 mg:
Bceku dnakoH cbabpka 100 mg azauutuauH (azacitidine). Cnepn pa3rBapsiHe BCEKH MUIHJIMTBP
CYCIEH3HMs CbaAbpKa 25 mg a3allMTU/AHH.

Paakon 150 mg:
Bceku pnakoH cbabpka 150 mg azauntuams (azacitidine). Ciea pa3rBapsHe BCEKH MHUITHJIUTBP
CYCMNEH3MUA ChAbpXKa 25 mg a3allUTHIMH.

3a MbJIHUA CMTUCHK HAa NMOMOLIIHUTE BEILLIECTBA BUXKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax 3a MHXKEKLIMOHHA CycleH3us. ban nuodunusupan npax.

4, K/IMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHSA

A3aUMTHIMH € NMOKa3aH 3a JIeYeHHE Ha Bb3PACTHHU MALMEHTH, KOUTO HE Ca MOJXO/SLIM 3a
TPaHCIUIAHTALHUA HA XEMOINOETHUYHH CTBOJIOBH KJIETKH, C:

- MuenoaucriuiacTidHu cuHapomu (MDS - Myelodysplastic syndromes) ¢ MexxauHEH-2 U BUCOK
PUCK criopea MexayHapoaHaTa nporHocTiyHa ToukoBa cucrema (IPSS - International
Prognostic Scoring System),

- XpOHW4YHa MUenoMoHouuTHa JieekeMus (CMML - Chronic Myelomonocytic Leukaemia) ¢

10-29 % KOCTHOMO3bYHH 611acTH 6€3 MUenonpoiupepaTUBHO HApPYILLIEHHUE,

- ocTpa muenouaHa jieskemus (AML - Acute Myeloid Leukaemia) ¢ 20-30 % Gnactu 1
MYJITWIMHEHHA AUCIIa3us crnopea KnacupukauusaTa Ha CBeToBHATa 34paBHA OpraHu3aLms
(C30)

- ocTpa muesonaHa neskemus (AML - Acute Myeloid Leukaemia) ¢ > 30 % kocTHOMO3bUHHM
Onactu cniopen Knacudpukauuara Ha CBeToBHaTa 3apaBHa opranu3auus (C30).

4.2 Jlo3MpOBKAa H HAYHH HA NMPHJIOKEHHE

JleuenneTo ¢ azauMTHAMH TpAOBa 1a ce 3anoyBa U npocJeasBa noj HabNKAeHHETO Ha JieKap C OTUT B
NpuiaraHeToO Ha XMMHOTEpaneBTHYHHU cpeacTBa. [laumeHTure TpsOBa 1a noayyaT npemMeavKaLus ¢
AHTUEMETHLM Cpellly rajieHe U NMOBPblIAHE. :

o3upoBka
[IpenopbuBaHaTa HayasiHa 103a 3a MbPBUSA LIMKBJ HA JIeYEHHE 32 BCUYKH MaLye
U3XOJHHUTE CTOMHOCTH Ha J1abOpaTOPHHUTE XEMATOJIOMMYHH MOKa3aTesu, € 75 m

MOBBPXHOCT, HH)KEKTHPAHH MOJKOXKHO BCEKH JI€H B MPOJAB/DKEHHE Ha 7 JIHH, nok;\(l@nama BT nepmﬂ H

“..

MOYUBKA C MPOABIDKHUTENHOCT 21 AHU (28-AHEBEH LIMKBJ HA IEYEHHE). \




[IpernopbuBa ce MaLMUEHTHTE 1A ObaaT NOAMOXKEHH HA MUMHUMYM 6 jieyeOHU LMKba. JleyeHueTo TpsaOBa
Nia ce NMpoAbJDKaBa, J0KATO NaLUMEeHTHT NMPOABb/DKaBa a MMa M0Ji3a OT Hero MM 10 Nporpecus Ha
3a00/I1BAHETO.

[TaumeHTHTE TPsIOBA 1a OBAAT NPOCEAsBaHU 3a XEMATOJIOTHYEH OTTOBOP/TOKCHYHOCT H OBOpeuHa
TOKCHUYHOCT (B>X. TO4Ka 4.4); Bb3MOXHO € 1a C€ HAJIOXKM OTJIaraHe Ha HAa4aJIOTO Ha CJieABallys LHKbJI
WJIK HaMaJIsBaHe Ha [103aTa, KaKTO € OMKUCAaHO Mo-A0Jy.

A3alMTHAMH He TPAOBa [a ce U3MOoJI3Ba B3aHMO3aMeHEMO C nepopajlieH azauuTuaud. [lopaau pasnuku
B €KCIO3HLIMATA, TMPENOPBKUTE 3a 103aTa U CXeMaTa Ha NpujiaraHe Ha nepopasieH asallMTHIAMH ca
pa3/IMyHM OT TE€3U HAa WHXKEKLIMOHEH a3auuTuauH. [IpenopbuBa ce MEAMLIMHCKHTE CMIELUATIUCTH 1a
MPOBEPABAT HMETO HA JIEKAPCTBEHUS MPOAYKT, 103aTa U HAYHHA Ha NPHIIOXKEHHE.

Jlabopamopnu mecmoege

[Ipeau 3anoyBaHe Ha TepanuATa ¥ Npeau BCEKH JieyeOEeH LMKbJI TpA0Ba [a ce OnpelensaT noKa3aTeanTe
Ha YepHOJpoOHaTa DYHKLHA U CEpPYMHMAT KpeaTUHUH. [Ipeau 3anouBaHe Ha TepanuaTa, KakTo H IMpu
Hy>KJa, HO TIOHE MpeaH BCeKH JieueOeH LIMKbI, TpsIOBa 1a ce HalpaBH MbJIHA KPbBHA KapTHHA 3a
npocjeasBaHe Ha OTrOBOPa U TOKCUYHOCTTA.

Kopucupane na oozama nopadu xemamono2usna mokCcu¥Hocm
XeMaToJIoriyHaTa TOKCHYHOCT ce Ae(hUHUPA KaTO Hal-HUCKUAT OpOil KPbBHU KJIETKH, JOCTHIHAT IpH

nafieH uukba (Haaup), ako TpombouunTute cnagHar nox 50,0 x 10°/1 u/unu abcomoTHUAT Gpoii
Heyrpoduau (ABH) —nog 1 x 10%/1.

Bb3cTtaHoBgABaHETO ce NedHHUpPA KATO YBEJIMUYaBaHE HA KJIETbYHATA JIMHUA (JIMHUH), MTPU KOATO (KOHUTO)
e HaOJIro1aBaHa XeMaToJIOTHYHa TOKCUYHOCT, € MOHE MOJIOBMHATA OT pa3jiuKara OT Haaupa U U3XOAHMUS
Gpoi KPBBHH KJIETKH TUTHOC Gposi pu Haaup (T.e. Opoi KpbBHH KJIETKH MPH BB3CTAaHOBsABaHE > Opo
npu Hagup + (0,5 x [u3xoneH Opoit — Opoit npu Haaup]).

HHayuenmu 6e3 namanen uzxodex 6poil Ha KpbeHUMe Kiemxu (m.e. neskoyumu > 3,0 x 107/l u ABH
>1,5 x 10°/1 u mpomboyumu > 75,0 x 10°/1) npeou nvpeomo neuenue

AKO cliel] IeYEHUETO € a3aLUMTHAMH ce HaboaBa XxeMaToJ0oruyHa TOKCHYHOCT, C/I€ABAILMAT LIMKbJI HA
Tepanus TpsOBa 1a ce OTJIOKH 10 Bb3CTaHOBSABaHe Ha Opos Ha TpomOouuTuTe 1 ABH. Ako ce nmocTurxe
Bb3CTAHOBABAHE B paMKHTe Ha 14 1HH, He ce Hajlara KOpUrupaHe Ha ao3ara. Ako o0aye He ce MOCTUrHe

Bb3CTAHOBABAaHE B paMKWTe Ha 14 aHHM, 103ara TpsAOBa Aa Obae HaMasleHa CbIJIAaCHO Clle/Ballara
tabauua. Cnea npoMsHa Ha Ao3aTa NPOAB/LKUTEIHOCTTA Ha LIMKbJ1a TpOBa OTHOBO J1a CTaHe 28 JHM.

bpo# npu HagHp % ot no3aTa 3a cieABAlHA HHKDI,
ABH (x 10°/1) TpomMGoLKTH AKO He € MOCTHTHATO
(x 10°/1) Bb3CTAHOBSIBAHE* B paMKuTe Ha 14
_ | AHH
<1,0 < 50,0 30 %
> 1,0 > 50,0 100 %

*Bb3craHoBsiBaHE = OpOM KPpbBHU KJIETKHU > OpoH npu Ha,unp + (0,5 x [u3xoneH Opoi —
Opoi npu Hagup|)

Hayuenmu ¢ namanen uzxoden 6poii Ha kpwveHume kiemxu (m.e. nesxoyumu < 3,0 x 10°/] unu ABH
< 1,5 x 10°/1, unu mpomboyumu < 75,0 x 10°/]) npedu nvpeomo nevenue

AKO cnell JIEYEHHETO C a3allMTUAMH CraabT Ha Opos Ha neBkouuTuTe Ui AbH wnu tpom
CpaBHEHHE C Mpeau JIeUeHHETO € no-Mabk ot 50 %, unu no-ronsm ot 50 %, Hoc n
nokazarejiuTe 3a JUdepeHIIMpaHe Ha KOATO U [a € KJIETbYHA JIMHUSA, CIIeABALLUAT
ce oTjiara 4 ao3ara He TpsaOBa Ja ce Kopurupa.
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Ako cnaabT Ha Opos Ha neBkouuTuTe Wik AbH unu tpombouuTuTe € “O-FOMM&
C NpeaH Je4yeHUeTo U 0e3 noaodpeHHe Ha AUPEPEHLIMPAHETO HA KIIETBYHUTE JIH
LIMKBJ1 HA Tepanus ¢ a3auMTHAWH TpAOBa Aa ce OTJIOXKH A0 Bb3CTaHOBSBaHE HA Opo



U ABH. Ako ce nNocTUrHe Bb3CTaHOBABAHE B paMKUTE Ha 14 nHM, HE ce Hajlara KOpUrupaHe Ha
nosara. Ako o0aye He ce MOCTHUIHE Bb3CTaHOBABaHE B paMKHTE Ha 14 nHU, TpsAOBa 1a ce onpenesu
KJI€TbYHOTO ChAbPIKAHUE HA KOCTHUSA MO3bK. AKO KJIETBYHOTO CbhAbpP)KaHHE HA KOCTHHUSA MO3bK € >
50 %, no3ara He TpsOBa 1a c€ KOpUrupa. AKO KJ1€TbYHOTO ChAbPKAHHUE HA KOCTHHUA MO3bK € < 50 %,
ie4eHneTo Tps6Ba Na ce OTJIOKH M ]103aTa [la Ce HaMaJIM CbIJIaCHO Cie/iBaulara TabJimua:

K/1eThb4HO cChbAbPKAHHE HA KOCTHHA |Yo OT 103aTa 32 CJIeABalllHA HHKDBJ, aKO He €
MO3BK NOCTHIHATO Bb3CTAHOBSIBAHE B paMKHTe Ha 14
IHH
Bb3craHoBsBaHe™® Bb3craHoBaBaHe™*
<21 nHu > 21 aHuU
15-50 % 100 % 50 %
<15 % 100 % 33 %

*Bb3cTaHoBsABaHe = Opoit KpPbBHH KIETKH > Opo# npu Haaup + (0,5 x [M3xoaeH OpoH —
Opoit npu Haaup))

Caen npoMsiHa Ha J03aTa NPOABL/LKUTEIHOCTTA Ha LIMKbJ1a TpOBAa OTHOBO 1@ CTaHe 28 HM.

CrneuuanHy nonyjaaluuu

Ilayuenmu 6 cmapuecka 6v3pacm

He ce npenopbuBaT cneliupUUHA KOPEKLIMM Ha /103aTa NPH NaLMEHTH B CTapyecKa Bb3pacT. b KaTo
BEPOSATHOCTTA 3a HaJlHuMe Ha HaMaJsieHa ObOpeyHa pyHKUHMS € MO-BUCOKA MPH MALUMUEHTH B CTapyecKa
Bb3pacT, MOXe Ja € OT MoJi3a Aa ce cieau oObopeuHaTa GpyHKUHS.

Ilayuenmu c 6vOpeuno yepexcoamne

A3alUMTHAHH MOJXKE 1a CE MNMpuUJiara rnpy nauMeHTH ¢ 6b0peyHo yBpexaaHe 0e3 1a ce npomMeHs
HayaJiHaTa 103a (BXK. Touka 5.2). AKO HacTbNKM HEODSCHUM Crnaj Ha HUBOTO Ha CepyMHMs OukapOoHar
noa 20 mmol/l, no3ara Tpsa6ea na Obae HamaneHa ¢ 50 % npu cneaBalvs LUKBI. AKO HACTBIIAT
HEOOACHUMH NOBHUILIECHHSA Ha CepyYMHUS KpeaTHHUH Wik BUN 10 2 2-nbTH Haa U3XOAHHTE CTOWHOCTH M
HaJ ropHara rpaHMLIa Ha HOpMaTa, CJIeBalMAT LMK/ TpAOBa Aa Ob/Je OTIOKEH 10 BPBLUAHETO UM 10
HOPMAJTHWTE WJIH U3XOJIHUTE UM HUBA W J03aTa TpsaOBa aa Obaa HamasieHa ¢ 50 % npu cneapaums
LIMKBbJ1 Ha e4eHHe (BXK. Touka 4.4).

Tlayuenmu ¢ ueprHoOpobHO yepedicoane

He ca npoBexxnanu opuuHanHy NpOy4YBaHUS MPH NALMEHTH C YEPHOAPOOHO yBpexaaHe (BXK. TOUKA
4.4). IauMeHTHUTE C TEXKKO YepHOAPOOHO OpraHHO yBpexaaHe TpsAOBa na ObJaT BHUMATEIHO CJIEAEHH
3a HeXKenaHUu peakuru. He ce npenopbyBaT crieuMdYHK NPOMEHW HAa HayaHaTa 403a MNPY NMaLUMUeHTH C
yepHOAPOOHO yBpeXKaaHe Mpeay 3aMo4YBaHe Ha JICUEHUETO; CEIBALLMTE NPOMEHH Ha J03aTa TpsAOBa Ja
ce Oa3upaT Ha XeMAaTOJIOrHYHUTE NadOPaTOPHU NoKas3aTesu. A3aUMTUIAWH € MPOTUBOIOKA3aH MpPH
MalMEHTH ¢ aBAaHCUPAJIH 3JIOKAYECTBEHH TYMOPH Ha YepHHUSA ApoO (BXkK. TOUkU 4.3 U 4.4).

[Teouampuyna nonyrayus

be3onacHocTTa M €PUKACHOCTTA HA a3allMTUAMH NpH Acua Ha Bb3pacT 0 - 17 roauHu BCe oLle He ca
yCTaHOBEHHU. HalMuHHUTE NMOHACTOSALIEM JaHHHM Cca ONMUCaHHu B TOYKH 4.8, 5.1 U 5.2, HO NpenopbKH 3a
N03UpOBKaTa HE Morar aa ObaaT JaacHH.

HauuH Ha npunoxxkeHue
Cnen pa3rBapsiHe a3aLlMTUAMH TpAOBa [a ce HMHXKEKTHpa MOAKOXHO B MULIHHKLATA, OeApOTO U

KopeMa. MectaTa Ha HHXKEeKTUpaHe TpaOBa aa ce peaysat. CneaBaliuTe MHXEKUMU TpAOBa aa ce
MpaBAT Ha NMOHE 2,5 cm OT MACTOTO Ha MOCTaBAHE HA MPeIUILIHUTE U HUKOra B 00J1aCTH, KOMTO ca
YyBCTBHUTEJIHU, C KPbBOHACAAAHUS, 3a4YE€PBEHH WIIH YTTbTHEHH.

Cnen pa3TBapsHETO CyCrNeH3uaTa He TpsaOBa aa ce punTpupa. 3a noBeye HHCTPYK

Ha JIEKApCTBEHUA MPOAYKT MPEAU NPUIIOKEHHUETO, BUXKTE TOUKA 6.6. gm0
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U3BecTHA CBPbXUYBCTBUTEIHOCT KbM aKTUBHOTO BELLECTBO HJIH KbM HAKOE OT MOMOLIHHTE BELLECTBA,
U30poeHHU B TOUKa 6.1.

ABaHCHpaJIH 3JI0Ka4Ye€CTBEHU TYMOPH Ha YepHHsA 1pod (BXK. Touka 4.4).

KbpMmeHe (BxK. Touka 4.6).
4.4 ChnenHajHu npeaynpexieHusl H NpeaANnasHu MepPKH NpH ynorpeda

XeMaToJ0rH4Ha TOKCHYHOCT

JleueHHeTo ¢ a3aLMTHIMH € CBbP3aHO C AaHEMUS, HEYTPOINEHUA U TPOMOOLMTONEHUS, OCOOEHO npe3
nbpBUTE 2 LMKBIA (BXK. Touka 4.8). [Ipu Hy>kna, HO NOHe Npeau BcekH nevyedeH LMKb, TpAOBa aa ce
HarnpaBH MbJIHA KPbBHA KapTHHA 3a NMPOC/EASBaHE HA OTrOBOpaA U TOKCHUYHOCTTa. Cne npujiaraHe Ha
npenopbyBaHaTa 403a 3a MbPBUA LIMKDBJ, A03aTa 3a CJIeABALLMTE LIMKJIKM TpAOBa 1a ce HaMaJlui HJTH
rpuiaraHeTo M Ja ce OTJIOKH B 3aBUCUMOCT OT Opost Ha KPbBHUTE KJIETKH MPH HAAUP U
XeMaToJIOrHYHKs oTroBop (BXk. Touka 4.2). [launenTure TpsadBa na ObaaT nocbBETBaHW He3abaBHO na
cboOuaBar 3a pedpuaHu npucTbnU. ChbLUO Taka € NPEenoOpbYMTEIHO MALMEHTHUTE M JIEKapUTe aa
HaOOAaBaT 3a NPU3HALMK MU CUMIITOMH HAa KbpPBEHE.

YepHoapoOHO yBpexkaaHe

He ca npoBexxaaHu opyuUMaIHU NPOYyYBAHUA NPHU NALMEHTH C YEPHOAPOOHO yBpexaaHe. MiMa peaku
CbOOLIEHHUA 3a pa3BUTHE Ha Mporpecupalla YepHoapoObHa KoMa U CMBPT 110 BpEME Ha JIEYEHHE C
a3alUTHAHH NPH NMALMEHTH CbC CUJIHO TYMOPHO HaTOBapBaHe Mopaju MeTacTaTHYHO 3a00IsiBaHE U
0cOOEHO NpH TaKKBa MaLMEHTH C U3XOHH HUBA Ha cepyMHHUs andyMuH < 30 g/l. A3auMTHIHH €
MPOTUBONOKA3aH NpPH NalHEeHTH C aBaHCHPAJIH 3JI0KAYECTBEHU TYMOPH Ha YEepHHUA ApoOd (BXK.

Touka 4.3).

bbOpeyHO yBpexkaaHe

Mma penku cboOiueHus 3a 3acaraHe Ha ObOpeyHaTta QyHKUMS, Bapypally OT NOBULIABAHE HA HUBOTO Ha
CEPYMHHS KPEaTHHHUH 10 ObOpeyHa HeOOCTATbYHOCT U CMBPT, MPH MALUEHTH, JIEKYBAHH C
WHTPaBEHO3€H a3alIMTHAWH B KOMOHUHALIMA C IPYTrH XUHMHOTEpaneBTUHYHU CpeACTBA. JJOMbAHHUTENHO.,
MNPU 5 NaLMEHTH C XpPOHWYHA MUENOUIHA JieBkeMud (XMJI), nekyBaHM ¢ a3allMTUAWH U €TOMO3M, CE €
pa3Buna 6b0peyHa TyOynapHa auuao3a, aepuHUpaHa KaTo crnaj Ha cepyMHUs OukapOboHar a0

< 20 mmol/l, cBbp3aH ¢ anKaiu3MpaHe Ha ypUHATa U XUNOKaJIMeMHUs (cepyMeH Kanuk < 3 mmol/l).

AKO HacTbK HEOOSICHUM Crnaj Ha HUBOTO Ha cepyMHHUsA OukapOoHar (< 20 mmol/l) unu noBuiaBaHus
Ha cepyMHMs1 kpeaTHHUH Wid BUN, no3ara Tpsa6Ba na 6bae HaMalleHa WJIK NpUiaraHeTo M aa ce
OTJIOKH (BXK. TOuka 4.2).

[TauneHTHTE TpaOBa Na O6bAAT CHBETBAHHM J1a CHOOLIABAT He3a0aBHO HA MEIMLIMHCKOTO JIULE 3a
OJIMTYPHS U aHYpHUS.

Bbnpeku ye He ca yCTAaHOBEHH KJIMHWYHO 3HAYHMMH Pa3/iMKH B YECTOTATa Ha HEXKEJITAHHUTE peakLMH
MEXY NAUMEHTUTE C HOpMaJiHa ObOpeyHa PyHKLUHUS U Te3U ¢ OBLOPEUHO YBpEkKAAHE, MALMEHTHUTE C
ObOpeuHo yBpexaaHe TpAOBa aa ObaaT npocneasBaHH BHUMATETHO 3a TOKCHYHOCT, ThH KaTo
a3allUTHAUH W/ WK HENOBUTE META0OJIMTH C€ EKCKPETHPAT OCHOBHO OT ObOpeLuTe (BX. Touka 4.2).

JlabopaTopHH TecToBe
[Ipeau 3anoyBaHe Ha TepanuATa v NMpeau BCEKH JieyeOeH UMK TpAOBa Aa ce onpeaensT nokKa3aTeaure
Ha YyepHOApoOHaTa QYHKLMSA U CEpYMHHUAT KpeaTuHHUH. [Ipeau 3anouBaHe Ha TepanuaTa, KakTo W NMpH

HPOCHE,[I,HBHHEE Ha OTroBopa H TOKCH4YHOCTTA.

CbpaeyHo uiau 6enoapobHo 3abonsBaHe el
[lauMeHTH ¢ aHamMHe3a 3a TeXKa 3aCTOMHA Cbp/ieYHa HEJI0CTaTbYHOCT, KJIMHUY *) CTaGHJlHG i , &
CbpAEUYHO 3a00J11BaHe WK 0eoapoOHO 3ab0siBaHe ca OUIH U3KJTIFOUYEHH OT OC QBH Te l{ﬂuﬂnqﬁﬂ g =

npoyuBaHua (AZA PH GL 2003 CL 001 u AZA-AML-001) u 3aToBa 6630naCH0G‘ITa )/f ecbnxacm}crra
Ha a3aLMTHMH NPH TAKWBa NALMEHTH He ca onpeaeneHu. [TocaeaHH JaHHH OT KN




Npy NauMeHTH C aHaMHe3a 3a Cbpe4YHO UK OenoapoOHO 3a00siIBaHE NMOKa3BaT 3HAYMTEHO MOBUILIEHA
YeCTOTa Ha CbpAEYHH CHOMTHSA NMPH JIEUCHHUE C a3aUMTUAMH (BXK. Touka 4.8). 3aToBa NpH TakHUBa
NalLMeHTH a3allMTHAMH TpAOBa Ja ce npernucea BHUMATENHO. [Ipeau u no BpeMe Ha jie4eHHeTo TpsadBa
Ja ce HanpaBH Cbpae4yHo-0enoapodHa OLeHKa.

HekpoTtu3upaiil hacuuuT

HekpoTu3upaiu pacumMuT, BKJIIKOYMTETHO CIIy4aH C JIETAJIeH U3XO0/, ce Cbo0L1aBa Npy NalMeHTH,
JIEKYBaHM C a3alUMTHAMH. TepanusaTa ¢ a3auMTHAWH TPAOBA Aa ce MpeKkpaTy MpU MaUuMeHTH, KOUTO
pa3BHUAT HEKPOTH3MpaLl (pacLMHUT, U He3a0aBHO TpAOBa 11a ce 3arno4yHe CbOTBETHOTO JIEYEHHE.

TyMOp-1H3UC CHHAPOM
[TaumeHTH ¢ BUCOK TYMOPEH TOBAp MpEaH 3aro4BaHe Ha JIEYEHHETO Ca C PUCK 3a pa3BMTHE Ha TYMOp-
nu3uc cHHApOoM. Te3u nauueHTH TpAOBa na ce HaO/K0AaBaT BHUMATEJIHO M [a CE€ B3eMaT MOAXOAS UM

NMpeana3sHd MEpKH.

CuHApOM Ha AMdEpEeHLUaLUS

CboOlleHH ca ciiyyad Ha CHHAPOM Ha audepeHUHanus (M3BECTEH ChLLO KaTO CHHAPOM Ha peTUHOEBaTa
KHCETMHA) NMPHU NaLUEHTH, MOJy4YaBalld HHKEKUHOHEH a3auMTHAUH. CUHAPOMBT Ha AUdepeHuHaums
MOXK€e aa Objie IeTaNeH, KATO CHMITOMUTE M KIMHUYHUTE HaXOJIKH BKJIKOYBAT PECNUPATOPEH AUCTPEC,
oenoapodbHU HHPUATPATH, TPECKa, OOPHUB, O€10ApPOOEH OTOK, NepUdepeH OTOK, ObP30 Ha/1aBaHE Ha
TErno, MJieBpajieH U3JUB, NEPUKApPAECH U3JTUB, XUITOTOHUA U ObOpeuHa AUcPyHKUHUA (BXK. Touka 4.8).
[Ipu nosiBaTa HAa CHMNTOMH WHJIM NPU3HALIM, NPEANoarail CHHAPOM Ha AudepeHLalLUs, TpsAOBa aa ce
OOMMCIIH IeYEeHHE C BUCOKH J103H KOPTHKOCTEPOUIH HHTPABEHO3HO U HAOJIO/IEHHE Ha
XxemoauHaMHkara. Tpsa0OBa na ce 0OMUCIIM BpEMEHHO CNIMPAHE HA JICYEHUETO C MHIKEKLIMOHEH
a3alMTHAWH 10 OT3BYyYaBaHE Ha CHMITOMMUTE W aKO T€ C€ Bb30OHOBAT, C€ NMpenopbyBa J1a ce NoaAX0ox/1a
C MOBULIEHO BHUMAHHME.

4.5 B3auMoaeilcTBHE C APYrH JIEKAPCTBEHH NPOAYKTH H APYrH GpOopMH HA B3aHMOeHCTBHE

Bb3 OCHOBa Ha JAHHUTE OT in Vitro Npoy4BaHUs MeTabO0JU3MbT Ha a3aLUMTHANH U3IJIEXK/1a HE ce
Meauupa ot u3oeHaumure Ha uutoxpom P450 (CYPs), UDP-rmokypoHo3untpancpepasure (UGTs),
cyndorpanchepasure (SULTS) u rinyraruon-rpanHcdepasure (GSTs); 3aToBa B3aUMOAEHCTBUS

in vivo, CBbp3aHM C T€34 MeTabOJIM3UPALLM €H3UMH, C€ MPHEMAT 3a MAJIKO BEPOSATHH.

KAMHHYHO 3HAaYMMH MHXHOUpALIM UJIH HHAYKTUBHH €(DEKTH HA a3aUMTHAMH BbpPXY UMTOXpom P450
€H3UMMTE Ca MAJIKO BEPOSTHHU (BXK. TOUKA J.2).

He ca npoBexxaaHu oULMATHU KIIMHUYHH JIEKAPCTBEHH NMPOYUYBAHHUS 3a B3aUMOJIEHCTBHSA C
a3aLMTUIHMH.

4.6 DepTHIHTET, DPEMEHHOCT H KbpMeHe

Kenu ¢ aerepoaeH noreHuMan/ KoHTpauenuus npy MbXe U dKeHH

JXeHuTe ¢ aerepoaeH noreHuMasn Tpsadea aa M3non3par €peKTHBHA KOHTpALEILMSA 110 BpeMe Ha
JICYEHHETO U Hal-MaJIKO 6 Mecewla ciel JiedeHHeTo. MbxkeTe TpssOBa Aa ObaaT CbBETBAHHM Aa HE
Cb3aBaT MOKOJIEHHE 10 BPEME Ha JICYUEHUETO U TpAOBa aa U3Mo3BaT €(peKTUBHA KOHTpALICLMA 10

BpPEME Ha JICYEHUETO U Hai-Manko 3 meceua ciell ICUSHHETO. _.f-—---w--.._h_\_{

. ﬁ:’:?,-;‘-_.h_\
bpemeHHOCT o "w, \
HsMa goctarbyHO AaHHH 3a ynoTpedara Ha a3alMTHAUH NpU OpeMeHHH XeHH. [1 ﬁ'ﬂm v\ &
MHLIKH MOKa3BaT peNnpoOAYKTHBHA TOKCUYHOCT (BX. Touka 5.3). [ToTeHUHaNHUAT H XoOpa He.e_ | = |
U3BECTEH. Bb3 OCHOBA Ha pe3yJITaTUTE OT NMPOYUBAHHUSA MPHU )KUBOTHH U MEXAHHU3M &MTHHE?T.J / >

a3allMTHAMH He TpsAOBa na ce W3nos3Ba rno BpeMe Ha OpeMeHHOCT, 0COOeHO npe3 HH\T{)HMBCTBP, o



OCBEH aKO He € abCOMOTHO HEOOX0AUMO. 3a BCEKH OT/IENEH Cliyyai TpsaOBa aa ce NPEeLEeHSAT MOJI3UTE OT
JIEYEHHETO U Bb3MOXXHHUTE PUCKOBE 3a IU10Aa.

KbpMmeHe
He e M3BEeCTHO Ja/v a3allMTHAMH HJIH HEMOBU METADOJIUTHU C€ €KCKpPETHpAT B YOBELIIKATa KbpMa.

KbpMeHeTo € NpOTHBOMNOKAa3aHO M0 BPEME Ha Teparnus ¢ a3alluTH/HH NopaJH Bb3MOKHUTE CEPHO3HH
HeXKeIaHU peaKLMU NpH KbpMayeTo.

@epTUaUTET

Hsama naHHM 3a epekra Ha a3aLMTUAWH BbpXY GepTHanTETa NMpH Xopa. MMa 10KyMEHTHUpaHU HeXKelaHHU
peakLMH Mo OTHOLLEHHE Ha pepTHIMTETA NPH NMPHUIAraHe HAa a3aLIMTH/IMH MPH MBXKKH )KMBOTHH (BIXK.
Touka 5.3). [lpeam 3anouBaHe Ha JIEUEHHETO NALMEHTUTE OT MBXKKH MoJ1 Tp1OBa 1a ObaaT ChbBETBAHHM Ja

NOTbPCAT KOHCYJTAaLlUsA OTHOCHO KOHCCPBHUPAHE HA CriCpMa.

4.7 EdexTn BbpXy cnocodHOCTTa 32 WIOpHpaHe H padoTa ¢ MAIKHH

A3aLMTUIMH NOBJIMABA B MAJIKa WIH YMEpPEHa CTerneH crnocoOHOCTTa 3a WwodupaHe U padora ¢
malluHU. MMa cpoOLieHHs 3a ymopa npu ynorpedara Ha a3auMTHAMH. 3aTOBa Ce MpenopbYBa
MOBUILIEHO BHUMAaHHME NMpPH WodUpaHe WK padoTa C MaLLIUHH.

4.8 HexenaHH JIeKaAPCTBEHH peaKIHH

Pe3iome Ha npodua Ha O€30MacHOCT

Bw3pacmua nonynayus ¢ MDS, CMML u AML (20-30 % xocmuomo3zvunu baracmu)

[Tpu 97 % OT NaLIMEHTUTE Ca HACTBIUJIW HEXENaHH PeakLMH, 3a KOUTO C€ NPUEMa, Y€ € Bb3MOXKHO WK
BEPOSATHO J1a ca CBbP3aHH C NPHJIOKEHHETO HA a3aLIMTHIMH.

Haii-yecTo cboO1LIaBaHUTE CEPHUO3HH HEXKEJIAHU PEAKLIMH, YCTAHOBEHH MPH OCHOBHOTO MPOY4YBaHe
(AZA PH GL 2003 CL 001), Bkmousat ¢pedbpunHa HeyrponeHus (8,0 %) u anemus (2,3 %), kouTo
ChLII0 Taka ca cboOweHH B noakpensawure npoyuBanus (CALGB 9221 u CALGB 8921). Jlpyru
CEPUO3HH HEXEJTAHH PEaKLIMU OT T€3U 3 NpOYyYBaHHUS BKIIOUYBAT HHPEKLMH KAaTO HEYTPONEHHYEH
cencuc (0,8 %) n nHeBMOHHA (2,5 %) (HAKOM ¢ JieTaneH u3xoa), Tpombouuronenus (3,5%), peakuu
Ha cBpBbX4yBCTBHUTENHOCT (0,25 %) U KpbBOM3IUBH (Hanp. MO3bYeH KpbBOU3IHB [0,5 %], cTomaliHo-
ypeBeH KpbBOU3JIUB [0,8 %] u uHTpakpanuanen kpbBousaus [0,5 %]).

Ha#i-yecTo choOLIABAHUTE HEXKETAHU PEAaKLUM MPH JIeYEeHHE C a3aLlMTHIHH Ca XeMaTOJIOTHYHH
peakuuu (71,4 %), BKIIOYBALLH TPOMOOLIUTONEHHS, HEYTPONEHUS U JIeBKONEeHUsl (0OMKHOBEHO 3-Ta—4-
Ta CTErNEeH), CTOMAalHO-4YpeBHU HapyLweHus (60,6 %), BkarouBally rajieHe, NoBpbllaHe

(0OMKHOBEHO 1-Ba—2-pa CcTeneH) WK peakLMK Ha MACTOTO Ha WHKeKkTHpaHe (77,1 %; 0OMKHOBEHO |-
Ba—2-pa CTEIEH).

Bvw3pacmua nonyaayus Ha év3pacm 65 unu nogeye 2oounu ¢ AML ¢ > 30 % kocmuomoszvunu baacmu
Haii-uecTuTe cCepuo3HH HexxenaHu peakuuu (= 10 %), koncratupauu npu AZA-AML-001 B rpynara Ha
JIeYeHHEe C a3alMTHIMH, BKIOYBaT pebpuiiHa HeyTponeHus (25,0 %), naesMoHud (20,3 %) u nupekcus
(10,6 %). JIpyry4 He TONKOBA 4€CTO CHOOLIAaBaHU CEPUO3HU HEXKEJIAHU peakLMH B rpyrara Ha JICYeHHeE C
azauMTUAMH BKIto4YBaT cencuc (5,1 %), anemus (4,2 %), HEYTPONEHUYEH CETICUC

(3,0 %), uHdpekuna Ha nukouHuTe MbTHLLa (3,0 %), TpoMObouuMTOnEeHus (2,5 %), HeyTponeHus (2,1

%), uenyaurt (2,1 %), 3amasHocTt (2,1 %) u aucnues (2,1 %). =

Haii-uecto cbobuiaBanure (= 30 %) HexenaHu peakumM MpH JIEYEHUETO C a3all
ypeBHHU CHOUTHA, BKIOUMUTENHO 3anek (41,9 %), ranene (39,8 %) u nuapus (36
creneH 1-2), oOLKM HapylIeHUs U €PEKTH Ha MACTOTO Ha MPHJIOKEHHUE, BKITIOY
(37,7 %; 0buKkHOBEHO cTeneH 1-2) U XeMaToJIOrHYHU CbOUTHSA, BKIIOUBALLHU (e
(32,2 %) u Heytponenus (30,1 %) (0OMKHOBEHO cTeneH 3-4).



CrnuchbK Ha HEXKEJIAHUTE peaKLiMK B TaDJHYEH BU/

Tabauua 1 no-noay chabpika HEeXKEeaHH peaKLMH, CBbP3aHH C JIEYEHHUETO C a3aUMTHAHH, MOJYYEHH OT
OCHOBHHMTE KJIMHUYHHU npoy4BaHus npu MDS u AML u HabnroaeHue ciiell MycKaHeTo Ha nasapa.

YecToTuTe ce aeuHUpaT Kato: MHOro 4yectH (> 1/10), uectu (= 1/100 no < 1/10), Heuectu (= 1/1 000
1o < 1/100), peaxu (= 1/10 000 xo < 1/1 000), muoro peaxu (< 1/10 000), c Hen3secTHa yecToTa (OT
HaJIMYHUTE JaHHH He MOXKe 1a Objae HanpaBeHa oueHka). [1pu Bcako rpynupaHe B 3aBUCUMOCT OT
YECTOTATa HEXKENAHUTE JIEKAPCTBEHHU PEeaKLIMM ce U30poaBaT B HU3XOAAL pe/l [0 OTHOUIEHHE Ha
TAXHATa cepuo3HOCT. HexenaHure peakuuu ca rnpeacraBeHy B TabiMiiaTa no-a0Jy crnopea Hau-

BHCOKATa 4CCTOTa, HaOJJr0aBaHa B KOETO U 1a € OT OCHOBHUTE KJIMHHUYHH Npoy4BaHHs.

Taoauna 1: HJIP, cho0menn npu nauuedTH ¢ MDS uian AML, jiekyBaHH ¢ a3allHTHAHH
(KJITHHHYHH NPOYYBAHHA H MOCTMAPKETHHIOB OIHT)

cencuc*, uHpekuus
Ha AUXATEJHUTE
MbTHLLA
(BKJIKOYHUTETHO Ha
FOPHHUTE MMBTHLLA H
OpPOHXHT),
HHpEKUHS Ha
MUKOYHHUTE
MbTHILA,

LICJTYJIMT,
JIUBEPTHKYJIHUT,
rbOMYHA HHpEK UM
Ha YCTHaTa KyXHHa,
CUHY3UT, (DAPUHTHT,
PHHHUT, Xepriec
CUMILJIEKC, KOXKHa
HH(pEKLUS

Cucremo- MHoOro 4yectu YecTH HeuecTH Penkwu C
OpPraHHH HeH3BeCTHA
KJjl1acoBe YyecToTa
UHdpexkuHH H NMHEeBMOHHUSA* cencuc* HEKPOTHU3HUpalLLl
HHecTaUHH (BKJIFOYHTENTHO (BKJIKOYUTEJTHO dacuuut*

OakTepHasHa, OakTepHaieH,

BUPYCHA U rbOMYHA), | BUPYCEH H

PUHO(MAPUHTUT LOHUEH),

HeYyTPOMNEeHHYEH




Heonsazmu CUHIPOM Ha
nobpokavecrTse andepeHuMaumus ™
HH, ’
3JI0KA4eCTBEHH
H
HeornpeaeJ/1eHH
(BKJI. KHCTH H
NMOJIUIH)
Hapywenust Ha | ¢eOpunHa NaHUUTOMEHUA™,
KpbBTa H HeyTpOmneHHus *, KOCTHOMO3b4YHa
JUMPHATA HEYTPOIEHHA, HE1O0CTATBbYHOCT
CHCTEMA NIeBKONEHHUA,

TPOMOOLIUTONEHUA,

aHEMHUS
HapyuwieHusi Ha peakuuu Ha
HMYHHaTAa CBPBbXUYBCT
cHcTeMa BUTEJIHOCT
HapyuieHnst Ha | aHOPEKCHA, MOHWXEH | AexuapaTauus TYMOp-
MeTa00/IH3MA H | aNeTHT, JTU3HUC
XpaHeHeTo XHIMOKaTUueEM A CUHIPOM
McuxuyHmu 0e3cbHHUE CbCTOAHHE HA
HapyLUeHHS 00BbpKaHOCT,

0€3MnoKONHCTBO,

HapyuwieHHs Ha | 3aMasHOCT, HHTpaKpaHHaJIEH
HepBHAaTa rnaBodonue KPbBOU3JIHB*,
CHCTEMa CHUHKOM,

COMHOJIEHTHOCT,




Cucremo- opraHid | MHOro 4ectH YecTH HeuyecTH Peakun | C
KJacoBe HeH3BeCTHA
4ecToTa
JIETaprus
HapylweHus Ha O4YHH
OYHTE KPbBOM3JIMBH,
KOHIOHKTHBAJIHH
KPbBOM3JIMBH
CobpaeyHH nepukapadaiHa nepuKapauT
HapyLUeHHs edy3us
Cba0BH HapyLUIeHHS XHUMOTOHUA™,
XUTEPTOHMA,
OpTOCTaTHYHA
XUIMOTOHMUS,
XEMaTOM
PecnHpaTopHHu, NIUCTTHES, [JIeBpaJieH U3JIUB, MHTEPC
rPBLAHH U EMUCTAKCUC AUCTHES NpPH TH
MEeIHACTHHAJIHH yCune, (papuHro- LIMATHO
HapyLUeHHA JITapUHIreanHa oenoap
OoJIKa 00HO
320014
BaHe
CTomMaliHO- YpeBHH | AHapuA, CTOMALIHO-
HapyLUeHUS OBpBIIAHE, YpeBEH
3anekK, rajexe, KPbBOMU3JIUB*
KOpeMHa 0oJika (BKJIFOYMTEITHO
(BKJIKOUBA KPbBOM3JIUB B
auckoM@opT B ycTara),
rOpHaTa 4acT Ha KPBbBOM3JIMB OT
KOpema) XEMOPOMIH,
CTOMATHT,
KbpBEHE OT
BEHLIMTE,
AUCIEncus
XenaroOHJIHAPHH yepHOApOOHa
HapyLUeHHs HEIOCTaTbYHOCT™,
nporpecupalua
yepHOoApoOHa KoMa
Hapyuwienus Ha MEeTEXHH, nypnypa, ocTpa ¢peOpuiHa KOXXEH
KOXKAaTa H NPYPHTYC ajionenms, HeyTpod U] Ha BaCKYJIUT
MOAKOXKHATA ThbKAH | (BKIIOYMTEIIHO YPTHKapH4, AepMarosa,
[EHEPAJIM3UPAH), | epUTEM, FAHrPeHo3 1.
o0puB, EKXMMO3H | MaKyJiapeH o6pMB | Ha NMHOAEPMHUA ; ,?;‘“?:;;‘
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Cucremo- MHoro 4yectu YecH Heuectn Peaxu C
OpPraHHH HeH3BeC
KJ1acoBe THA
4ecToTa
HapywieHus Ha | apTpanrus, MYCKYJIHH CTa3MH,
MYCKYJIHO- MYCKYJIHO-CKEJIETHU | MU Us
CKeJIeTHATa 00J1KH (BKJIFOYBA
CHCTEMA H 0oJika B rpp0a,
CheAHHHTE KOCTUTE U B
HAaTa ThKaH KpalHULIUTE)
Hapywenust Ha ObOpeuHa ObOpeuHa
OLOpeuunTe HeJI0CTAaTBYHOCT* TyOynapHa
H NMHKOYHHTE , XEMaTypHH, auua03a
NbTHLLA MOBHUILLUEH CEPYMEH
KpeaTHHHUH
O6wm NMUpEKCUI™*, ymopa, KpbBOHAcCs JaHeE, HEKpo3a
HapYLUEHHS H acTeHus, 00Kka B XeMaToM, Ha MACTOTO Ha
edexTH HA bPJAUTE, EPUTEM Ha WHOypauus, OOpHB, MHXXEKTHpPaHe
MAICTOTO Ha MSICTOTO Ha MPpYpUTYC,
NPHJIOKEHHE HHXXEKTHpaHe, 00JIka | Bb3MNaJieHHe,
Ha MACTOTO Ha NpOMsHa B LBETA,
WHKEKTHPAHE, Bb3JIH U KbPBEHE
(HeonpeneneHa) (Ha MACTOTO Ha
peakuus Ha MACTOTO | UHXKEKTHpaHe),
Ha HHXKEKTUpaHe HEpa3NnoJIOXKEHHE,
CTYACHH TPBIIKH,
KPBbBOM3JIUB Ha
MACTOTO Ha
KaTeTbpa
UicneaBanus HaMaJIsiBaHE Ha TErJo

*= paako ce cpbo0LIABaT Cyyau C JIeTaleH U3Xoa

= BXK. To4ukKa 4.4

OnucaHMe Ha NMo0OpaHU HEXKEeJIAaHU peaKUHUH

Xemamonocuunu HedCenanu peaxkyuu

Haii-yecTo chroOiwaBanure (= 10 %) xeMaToIOruiyHU HEXeJIaHU PEeaKLiiH, CBbP3aHH C JICYEHHUE C
a3alUMTUIHH, BKJIFOUYBAT aHEMHUS, TPOMOOLIMTONIEHHS, HEYTPOTNEeHHUA, (eOpuUTHA HEYTPONEHHUSA U JIEBKONEHMUA
U ca OOMKHOBEHO OT 3-Ta WM 4-Ta cTeneH. MMa no-ronsM puck OT nposiBa Ha T€3H peaKLIMK M0 BpeMe Ha
MbPBUTE 2 LMKBJA, CIe]l KOETO T€ C€ NPOABABAT IMO-PAAKO MPH NMALMEHTH ¢ Bb3CTAHOBABAHE Ha
xematosioruyHata GyHkuus. KOHTpONMpaHeTo Ha NOBEYETO XEMATOJIOTHYHH HEXKEJTAaHU PeaKLIMU €
BKJIKOUYBAJIO MPOC/IEAABaHE HA MbJIHATA KPbBHA KAPTUHA M aKO € HEOOXOAUMO, OTJIaraHe Ha NMPUI0KEHHETO
Ha a3aUMTH/HH MPH CleABaLLHUA UMK, NTPOPHUIAKTUYHO NpHIaraHe Ha aHTHOMOTULIM W/WITH MO AbpKaLIH
pactexxHu paktopu (Hanp. G-CSF) B cnyuait Ha HeyTporneHUs U TpaHChY3Us MPH aHEMMSA HITU
TPOMOOLIMTONEHHUS.

Hnghexyuu
MuenocynpecusaTa MOXe Aa JOBEAE 10 HEYTPONEHHU U NOBHUILIEH PUCK OT HH(EKLIM
CEPHO3HHU HEXEeJIaHU PeaKLMHU KaTO CENCUC, BKIIKOUYUTETHO HEYTPONEHUYEH CETICHC
MaUMEHTH, JIEKYBAHH C a3allMTUAWH, HAKOW OT KOMUTO C jieTaneH u3xol. JleueHuer
J1a BKJIOYBA NMpHJIaraHe Ha NPOTHBOMH(EKLIMO3HU CPEACTBA IUTIOC NOAAbPIKAHE ¢
(Hanp. G-CSF) npu HeyTponeHus.



Kwvpeene

[Ip1 nauMeHTH, JIEeKyBaHH C a3allMTHMH, MOJXKeE J1a ce pa3Bue KbpBeHe. Mma cboOLueHus 3a cepHO3HH
He)KeJIJaHU peakLMU KaTO CTOMALIHO-YPEBEH KPbBOU3JIMB U HHTPAKpPaHHUAJIEH KPbBOHW3JIUB.

[TlauneHTHTe TpAOBa Aa ObAAT C/Ie€HH 3a MPU3HALIM U CUMIITOMH Ha KbPBEHE, OCOOEHO TE€3U OT TAX, KOMTO

Ca UMAJTH NpEABAPHTEIIHA HJIH CBBbP3dHa C JICHCHHETO TPUM6DU,HTOHBHHH.

C'epvxyyscmeumesHocm

MUMa cboOLIeHH S 3a TEXKH peaKLMH Ha CBPbXYYBCTBUTEIHOCT NPH NMALMEHTH, JIEKYBaHH C a3aLIUTHAMWH. B
ciy4ai Ha aHaWIaKTOHWIHA peaKLus JIEYeHHETO ¢ a3allMTHAMH TpAOBa fa Obae rnpekpaTeHo He3a0aBHO U
Jla ce 3aro4YHe NoAXOAALIO CHMIITOMATUYHO JIEYEHHE.

Heowcenanu peakyuu na xodxcama u nOOKOJNCHAmMa mvKaH

MHO3MHCTBOTO OT HEXKEJIAHUTE PEaKLMH Ha KOXKaTa U NOAKOXKHATa ThbKaH ca OUJIM CBbP3aHHU C MACTOTO Ha
HHXKEKTHpaHe. B OCHOBHUTE NpOy4YBaHHUA HUKOA OT T€3W HEXKEJIaHW PeaKLIMK He € A0Besa 10 NpeKpaTsaBaHe
Ha JIEYEHHETO C a3aLlMTHAHH WIH HaMaJiIiBaHe Ha [103aTa Ha a3allMTHMH.

MHO3MHCTBOTO OT HEXKEIAHUTE PEAKLIMU ca C€ MPOABUIIM MpPeE3 IMbPBUTE 2 LUKBJIA U Ca HMAJIU TEHAECHLHS
Jla HaMaJIsBaT NpH cieaBalluTe UMKIUW. HexxenaHuTe peakuMH Ha NOAKOXCHATA ThbKAaH KaTo
00pHB/BBb3NAJIEHUE/MIPYPUTYC HA MACTOTO Ha MH)KEKTHUPAHE, OOPHB, EPUTEM W KOXKHHU MOPAKEHUS MOXKE J1a
HAJIOXKAT €IHOBPEMEHHO JIEYEHHE C JIEKAPCTBEHH MPOAYKTH KaTO AHTUXUCTAMUHHU, KOPTUKOCTEPOUJIH U
HECTEPOUIHH NMPOTHBOBB3NaANUTENHU JekapcTBeHU npoaykTv (HCIIBC). TpabBa na ce npaBu pasyivka
MEXy Te3H peaKLMM Ha KOXKaTa U HHPEKLIMMTEe Ha MEKUTE ThbKaHH, KOUTO MOHSAKOra Bb3HUKBAT Ha
MSCTOTO Ha UHXKeKTHpaHe. MHDEeKUHUH HAa MEKHUTE ThbKAHH, BKIIKOYMTEHO LIENYJIUT U HEKPOTH3Hpalll
¢acuMMT, B peKH Cllyyau BOJELIM A0 CMBPT, Ce€ ChOOLIaBaT MPH a3alMTHIAMH CJle] MYCKAHETO Ha rnasapa.
3a KJIMHWUYHOTO JIEYEHHE Ha HeXeJIaHW peaKLMH CBbp3aHu ¢ HH(eKLUHUH, BHKTe Touka 4.8 UHdekuum.

CmomauuHo-4peBHU HEHCENAHU PeaKyuu

Haii-uecTo cbOOLIaBAHUTE CTOMALLHO-YPEBHH HEXKEJIAHU PEAKLIMU, CBbP3aHH C JICUEHHE C a3aLIMTUHH,
BKJIFOYBAT 3arnek, AMapus, rajieHe ¥ nospbluaHe. Te3u HexxenaHu peakuuu ca OUIM IeKyBaHH
CUMITOMATHYHO C aHTHEMETHLM 3a raJIeHETO U MOBPBLUAHETO, aHTUAHAPUYHH CPECTBA 3a AHAPHUATA U
NTAKCAaTUBHM CPEACTBA U/WJIM OMEKOTSABALUW U3NPaXKHEHUATA CPEICTBA 32 3aMeKa.

Heowcenanu peaxyuu, 3acazawyu 6vopeyume

[lpy nauueHTH, JIEKYBaHHU C a3aUMTHIAMUH, HMa CbOOLLIEHHUA 32 ObOpPEYHU aHOMAJIMHK, BApUpaLLUH OT MOBULLEH
CepyMeH KpeaTHHHH U XeMaTypus 10 0bOpeyHa TyOynapHa aunaosa, 0b0peyHa HeJOCTaTbYHOCT H CMBPT
(BXK. TOUKa 4.4).

Heoicenanu peaxyuu, 3acseawyu yepHus opoo

[Ipy nauMeHTH CbC CHUIIEH TYMOPEH TOBAp NOpaaH METACTAaTUYHO 3a00/11BaHe HMA CHOOLLIEHUS 3a Pa3BUTHE
Ha YyepHOApOoOHa HeAOCTAaTbYHOCT, NPOrpecUupalla 4epHOAPOOHa KOMa H CMBPT 10 BpEME Ha JIeYEHHUE C
a3alUMTHIMH (BXK. TOUKa 4.4).

Cvpoeurnu cvoumus
JIaHHHUTE OT €AHO KIIMHHUYHO U3IUTBAHE, JOMYCKalllO BKIKOYBAHE HA MALMEHTH C H3BECTHA aHAMHE3a 3a

ChPACYHO-CHAOBO UK OenoapoOHO 3a00/9BaHE, NOKA3BaT CTATUCTUYECKH 3HAYMMO YBEJIMYEHUE HA
CbPACYHHUTE CHOUTHUA NPU NALUMUEHTH ¢ HOBOAMArHocTHLMpaHa AML, nekyBaHHM ¢ a3auUUTUAMH (BXK. TOYKA

4.4).

Ilonyaayus 6 cmapuecka év3pacm

CobulecTByBa orpaHMyeHa HHGopMauus 3a 6€30MacHOCT 3a NMpH NauMeHTH > 85 roauHu (npu 9 %]
nauueHTH > 85 roauMuu B npoyuysaHeto AZA-AML-001). gERlg 5?\"@
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B npoyuBanero AZA-JMML-001 28 neanarpuyunu nauveHTH (Ha Bb3pacT ot | M ek /10, Ipeau i =

HaBbpLIBaHe Ha |18 roauHH) ca OMNHU NeKkyBaHM ¢ a3auuTUAMH 3a MDS (n = 10) un @h?ﬂﬁnﬂﬂ "Bl | 2

MHEJIOMOHOLIMTHA JIeBKeMUS (juvenile myelomonocytic leukaemia, IMML) (n = 18 \ﬁﬂ’{.'m#iﬁa‘*S’.i). J
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Bcuuku 28 nanueHTH ca uManu noHe 1 HexenaHo cvoutue u 17 (60,7%) ca umanu noHe | cBbp3aHoO ¢
neyeHueTo crouTHe. Hail-uecto chobLiaBaHUTe HeXXelaHU CbOUTHSA B oOLuIaTa neaMaTpyyHa roryJsiaLus
ca NMUPEKCUs, XEMATOJIOTHYHH CbOMTHA, BKJIIIOYUTESTHO aHEMHUS, TPOMOOLIMTONEHUA H (eOpHiIHa
HEYTPOMNEHUS, KaKTO U CTOMALLHO-YPE€BHH CHOMTHS, BIJIFOYHUTEITHO 3aMeK M MOBpPbLUAHE.

Tpuma (3) yyaCTHULIM ca UMAJIM CHOMTHE, HaJlarallo CrieLHO JIEYEHHE W JOBEJIO 10 NpeKpaTaBaHe Ha
NeKapcTBOTO (MUPEKCHA, MPOrpecHus Ha 3a00JIIBaHETO H KOpeMHa 00JIKa).

B npoyuBaHeto AZA-AML-004, 7 neaatpuyuHy nauMeHTH (Ha Bb3pacT oT 2 10 12 roauHM) ca
NIEKYBaHH C a3aUMTUAMH 3a AML npu MoneKkyaspeH peuramB ciiell MbpBaTa MbjHa peMucus (complete
remission, CR1) (Bxk. Touka 3.1).

BcrukK 7 nauMeHTH ca UMaJId MOHE |, CBBP3aHO C JICYEHUETO HEXeNaHo cbOuTHe. Han-yecto
CbOOLLIABAHUTE HEXeJlaHU CbOUTHS ca HEYTPONEHHs, raeHe, JIEBKONEeHHUs, TPOMOOLMTONEHHS, IHApHUS U
NMOBMILIEHH HUBA Ha aJlaHUWH aMHHOTpaHcdepasa (ALT). /JIBama nauMeHTH ca UMai CBbP3aHO C
NIEYEHHETO HEXKEAHO CLOUTHE, 10BEO A0 NpeKbCcBaHe Ha Ao3aTta ((hedpHriiHa HEYTPOMNEeHHMH,

HEYTPOMNEHHA).

He ca ycTaHOBEHHM HOBM CHUTHAJIIM BbB Bpb3Ka ¢ 0€30MacHOCTTA MpPU OrpaHUYEeHHUs OpOH neauaTpuyHH
MalUWUEeHTH, JIEKYBAHH C a3aLMTHAMH B X0/1a Ha KJIMHWUYHOTO npoyuBaHe. O0wuaT npodun Ha 6€30MnacHOCT
CbOTBETCTBA Ha TO3H MPH Bb3pacTHaTa MOMysaLus.

CphobuiaBaHe Ha MOAO3UPAHU HEXKEJIAHU PEAKLIUH

CphoOuaBaHeTo Ha NOAO3UPAHU HEXKEJIAaHH PeaKLIMM clief] pa3pellaBaHe 3a ynotpeda Ha JieKapCTBEHUS
MPOAYKT € BaXkHO. ToBa no3BosisiBa fa NpoAb/KH HaOIIOAEHHUETO HAa CHOTHOLLIEHUETO MOJ3a/pUCK 34
NeKapcTBeHUs NpoAYKT. OT MEAMLIMHCKHUTE CIELIMAIUCTH CE€ M3UMCKBA Ja cboOLIaBaT BCAKa MoJo3MpaHa
He)KeJlaHa peakUMs ypes:

U3nbJHKMTENIHA areHUUs 10 JieKapcTBaTa

yn. . JJamsH ['pyeB” Ne 8

1303 Codus

bbarapus

Ten.: +359 2 8903417

yebcaidT: www.bda.bg

4.9 Ilpenosupane

Mma cboOlueHHe 3a euH ciiydal Ha Npeao3MpaHe B paMKUTE Ha KIIMHUYHHUTE Npoy4BaHus. [laumeHTsT €
UMaJs Auapus, raeHe 1 NnoBpblUaHe CJie] MHTPABEHO3HO MpHUJiaraHe Ha €IMHUYHA J103a OT 0K0J10 290

mg/m?, KOETO € NoYTH 4 MbTH NOBEYE OT NPENOPbYBAHATA HAYAJIHA 1034.
B cnyuaii Ha npeao3upaHe CbCTOSHHETO Ha MalMeHTa TpAOBa Aa ce cieau ype3 Opos Ha KPbBHUTE KIIETKH

H 1a CC IIpHJiara noaabpxKalulo JICHCHHC TIPH HYK]1A. Hama no3Har CﬂE!.[Hd)HHEH AHTHUIOT IIPpH NPCA03HUPAHC
C a3alMTHAHH.

5. ®APMAKOJIOIT'MYHHU CBOMCTBA
5.1 dapmMakoaHHAMHYHH CBOHCTBA

dapmakoTeparneBTHYHA rpyna: AHTHHEOIUIACTHYHH CPEeACTBa, MMPUMHAHHOBH aHallo3u; ATC kon:
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MEXaHHM3MH, BKJIIOUHTETHO HHXHOUpaHe Ha cuHTe3ata Ha JIHK, PHK 1 nporeunwm, Brxitousanero my B PHK
u JIHK u akTuBupaHe Ha MexaHu3MuTe Ha yBpexaaHe Ha JIHK. Henponudepupalumnre kieTku ca
OTHOCHTEJIHO HEYYBCTBHTEJIHH KbM a3alMTHAMH, BritouBaHeTo Ha azauutuauH B JIHK Boau no
uHakTuBupaHe Ha JIHK-metuntpancdepasure, Boaewwo 10 xunomerunupade Ha JIHK. Xunomernnupanero
Ha JIHK Ha norpeiHo MeTHUIMpaHy reHH, yyacTBallld B HOpMaJiHaTa peryjalus Ha KJIE€TbYHUSA LUKBJI,
Au¢epeHUUpaHe U MEXaHW3MHU Ha CMBbPT, MOXKE Ja OBEJAE 10 MOBTOPHA EKCIIPECHs Ha N'eHU U
Bb3CTAHOBABAHE HA TYMOP-MOTUCKALMUTE PYHKLIMH CNIPAMO TYMOPHHUTE KJI€TKH. He € ycTaHOBEHO
OTHOCHUTEJIHOTO 3HaY€HHE 3a KIIMHMYHHUA pe3yaTaT Ha xunometuaupaHnero Ha JIHK B cpaBHeHue ¢
LIMTOTOKCHYHOCTTA WJIK APYTrUTE AEMCTBUA Ha a3allMTHIMH.

KnuHu4yHa epuKacHOCT U Oe30macHoOCT

Bvipacmna nonynayus (MDS, CMML u AML [20-30 % xocmuomo3zvunu 6racmu]) EpuxacHocTTa M
0e3onacHOCTTa Ha A3aUMTUAMH ca OWIU NPOYYEHHU B €AHO MEXIYHAPOAHO, MHOTOLIEHTPORBO,
KOHTPOJIMPaHO, OTBOPEHO, PaHAOMHW3HPAHO, C Napajie/IHU IPyNH CPaBHUTEIHO

npoyuBaHe oT ¢aza 3 (AZA PH GL 2003 CL 001) npu Bb3pacTHU naureHTH ¢: MDS ¢ MexauHeH-2 U
BHCOK pUCK crnopea MexayHapoaHaTa nporHocTuyHa Toykosa cucteMa (IPSS), pedpakrepHa aHemus ¢
W3NULILK Ha 6nactu (Refractory Anaemia with Excess Blasts, RAEB), pedpakTepHa aHEMHS C U3JIMIUBK HA
onactu B TpaHcopmauus (Refractory Anaemia with Excess Blasts in Transformation, RAEB-T) n
MoaudHLMpaHa XpOHHYHA MHETOMOHOUMTHA NieBkeMHst (MCMML) cniopen @peHCKO- aMepUKaHO-
OpuTaHckaTa cucTema 3a Kiacuukauus (French American British, FAB). Cnopea HacTodara
knacupukauus Ha C30 ce npuema, ye nauveHture ¢ RAEB-T (21-30 % 6nactn) ca c AML. A3auuTuauH
MUIKOC Hal-g00pH noaabpkaluu rpwxu (best supportive care, BSC) (n = 179) e cpaBHeH ¢
KOHBEHLIHOHAJIHH TepaneBTHYHH CXeMH. KOHBEHLIHOHAJIHUTE TEPANEBTUYHHU CXEMH Ca BKJIFOUYBAJIA CaMO
BSC (n = 105), Hucka no3a uutapabux mmoc BSC (n = 49) unm craHaapTHa MHAYKLUMOHHA XUMMHOTEparnus
nmoc BSC (n = 25). [lpeau paHaoMU3MpaHeTO NalMeHTUTE ca OUIIM NpeaBapUTETHO H30paHU OT TEXHHUTE
JIeKapH 3a €1Ha OT TPUTE KOHBEHLIMOHAJIHU TepaneBTHYHU cXeMHM. [lauueHTHUTE ca nojiyyaBaiu Ta3zu
npeaBapuTeIHO U30paHa TepaneBTHYHA CXEMa, aKo He ca OM/IM paHIOMM3UpPaHH J1a roJjyyaBar
A3auMTuauH. KaTo 4acT OT KpUTepHHUTE 3a BKJIKOUBAHE MALMEHTUTE € TPAOBaIO Aa UMAT PYHKLIMOHATHO
cbCTOsIHUE (performance status) no U3rouna obeauHena oHkonoruyHa rpyna (Eastern Cooperative
Oncology Group, ECOG) ot 0-2. [TauneHntute ¢ BTopudyeH MDS ca U3K/IFOYEHH OT NPOYYBAHETO.
[IbpBUYHATA KpaHHa TOYKA HA MPOYy4YBaHETO € Ouna obwara npeXMBIEMOCT. A3aUMTHAMH € MpUiaraH
MOJKOXHO B J103a OT 75 mg/m2 AHEBHO 3a 7 JAHM, MOC/E€ABAHHU OT MEPUOI HA MOYMBKA C MPOABIIAKHUTETHOCT
21 nHu (28-aHEBEH LMKDBJ Ha JIeYeHHE) ¢ MearaHa 9 uukbiaa (MHTepBan = 1-39) u cpeaHo no 10,2 uukbia.
B intent-to-treat nonynauusra (ITT, BCHYKH naLMEeHTH, HE3aBUCUMO JAJIU Ca MPUKIIOYHIIU MPOYYBAHETO)
MeMaHaTa Ha Bb3pacTtra € ouna 69 roguHu (MHTepBai 38 no 88 roauHu).

B ITT ananu3a Ha 358 naumeHnT (179 ¢ asauuTuauH ¥ 179 ¢ KOHBEHUMOHAIHA TEpaneBTHYHA CXEMa),
JIEYEHUETO ¢ A3aUMTHAMH € OUJI0 CBBP3aHO C MeIMaHa Ha NMPEexXUBIEMOCT OoT 24,46 meceua cpeuly
15,02 Meceua 3a NaUMEHTUTE, JIEKYBAHU C KOHBEHLIMUOHAJIHA TEpaNeBTUYHA CXEeMa, C pa3jidKa OT

9,4 Meceua, cbe crpaTuduuupana log-rank p-croitHoct 0,0001. KoeduuneHTbT Ha pHcKa 3a edekra Ha
neveHueto e oun 0,58 (95 % CI: 0,43; 0,77). JisyroauiHaTa npexuseMoct € ouna 50,8 % npu
MaUHEHTUTE, JIEKYBAHH C a3aliMTHAMH, cpeuty 26,2 % npu nauueHTUTE, JIEKYBaHH ¢ KOHBEHLIMOHAJIHA
TepaneBTH4YHa cxema (p < 0,0001).




WA Log-Rank p = 0,000
: HR 0,58 [95 % CI: 0,43; 0,77]
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Jlerenna: AZA = azaumtuanH; CCR = KOHBEHLIMOHAIHHU TepaneBTU4YHH cxeMu (Conventional Care Regimens). Cl = nosepuresieH
unrepsai (confidence interval), HR = koeduumnent na pucka (hazard ratio)

[Tonsure oT A3aLIMTHIMH 3a NMPEKUBAEMOCTTA Ca OMJIM MOCTOSHHH HE3aBUCUMO OT H30paHOTO B
KOHTPOJIHATA Irpyna Je4eHHe ¢ KOHBEHLIHOHAJIHA TepaneBTHYHa cxeMma (camo BSC, Hucka no3a uurapabuH
ruiroc BSC unm cranpapTHa MHAYKLUMOHHA XUMuoTepanusa nitoc BSC).

[lpu aHanu3a Ha UMTOreHETHYHUTE noArpynu no IPSS ca ycraHoBeHH NOAOOHM NaHHM MO OTHOLLIEHHE Ha
MeHMaHaTa Ha oOuiaTa NpeKUBIAEMOCT 3a BCHUKHU I'pynH (100pH, MEXIUHHH, JIOLIH LUUTOM€HETUYHH
noKasareJii, BKJIFOUHMTEJIHO MOHO30MHA 7).

[Ipy aHa/IM3a Ha Bb3paCTOBUTE NOArpyNM € HabnraaBaHO MOBUIIABAHE HA MeJMaHaTa Ha obluara
MPeXUBAEMOCT 3a BCUYKH rpynH (< 65 roauHu, > 65 roauHu ¥ > 75 roauHH).

JleyeHneTo ¢ A3aUMTHAMH € OMJI0 CBBP3aHO C MElMaHa Ha BPEMETO A0 HAaCTbIIBAHE HAa CMBPT HIIH
tpaHchopmauus kbM AML ot 13,0 meceua cpewy 7,6 mecelia 3a NauMeHTHTE, JIEKYBaHH C
KOHBEHILIMOHAJIHA TepaleBTHYHa cXeMa, nogodpeHue ot 5,4 Meceua cbe cTpaTuduuMpaHa log-rank p-
ctorHocT ot 0,0025.

JleyueHneTo ¢ A3aUMTHIAMH ChLIO Taka € OUJI0 CBbP3aHO C HAMAJIIBAHE HA LIMTONEHUHUTE U CBBP3aHHUTE C TAX
cUMNTOMH. JIeyeHHeTo ¢ A3aLMTHAKH € 1I0BEJIO A0 NOHW)KABAHE Ha HYXXAUTE OT TpaHC(]y3Hs Ha
EPUTPOLIUTH U TpOMOOLUTH. OT NauMeHTUTE B rpyrnara Ha JICYEHUE C a3allUTHAHH, KOUTO ca OMITH
3aBUCHMH OT TpaHC(]y3uATa HA EPUTPOLIUTH B U3XOAHUS MOMEHT, 45,0 % ca craHa/lu HE3aBUCUMHU OT
TPaHC(y3HATA HA EPUTPOLIMTH 0 BpEME Ha JIEYEHHETO, B cpaBHEHHE C | 1,4 % oT nauueHTUTE B
KOMOMHMpaHaTa rpyna Ha Jie4eHHE C KOHBEHLIMOHAJIHU TEpareBTHYHHU CXEMH (CTaTUCTHUYECKH 3HaYMUMa (p
< 0,0001) paznuka ot 33,6 % (95 % CI: 22,4; 44,6)). [Ipu naumedTure, KOMTO ca OMIIM 3aBUCUMHM OT
TPaHC(Y3UHU HA EPUTPOLIUTH KbM U3XOAHHA MOMEHT M CJIE€/]l TOBA Ca CTaHAIU HE3aBUCUMH, M€

NPOAB/DKUTEIHOCTTA Ha HE3aBUCUMOCT OT TpaHC(y3us Ha EpUTPOLIMTH € Ouna 13 meceua %qmﬂg{} \,\
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NeyeHHe ¢ KOHBeHLHOHaHU TepaneBTH4YHU cxeMH (p = 0,0001). OOwwumaT oTroBop (MbjiHa peMHCHS +
yacTHYHa pemucus), onpeaeneH ot IRC npu npoyusanetro AZA PH GL 2003 CL 001, e 6un 7 % (12/179)
B rpynara Ha JieYeHH’e C a3alMTHAKH, B cpaBHeHHe ¢ 1 % (2/179) B koMOMHMpaHaTa rpyna Ha Jie4eHHe C
KOHBEHLIMOHAJIHH TepaneBTHYHH cxeMH (p = 0,0113). Paznukure B oueHkure Ha otroBopa ot IRC u
u3cneaoBaTens ca OMIM pe3yaTaT OoT Kputepuute Ha MexxayHapoaHara pabotHa rpyna (/nternational
Working Group, IWG), kOUTO W3UCKBAT NofoOpeHre Ha Oposi Ha KPbBHHUTE KJIETKH B NepudepHara KpbB 1
NoIbp>KaHe Ha TOBa NoJ00OpeHHe 3a MUHUMYM 56 1HHU. CbLIO TaKa € yCTaHOBEHA I0J13a MO OTHOLIEHHE Ha
NPeXXUBAEMOCTTA NMPH NMALUUEHTH, NMPU KOUTO HE € NMOCTUTHAT MbJIEH/YaCTHUYEH OTrOBOP CJIE] JIEYEHHETO C
a3alUMTHAUH. XEMaTOJOrM4YHO noaoopeHue (roJsMo UnM Manko), cnopea onpeaeneHoro ot IRC, e
NOCTUrHaTo npu 49 % OT NauueHTUTE, JIEKYBAHU C a3aLIMTUAWH, B CpaBHEHHE C 29 Y% OT MalMEHTHUTE OT
KOMOWHHpaHaTa rpyrna Ha Jie4YeHHe ¢ KOHBEHLIMOHAJIHU TepaneBTHYHU cxemHu (p < 0,0001).

[Ip1 nauMeHTH C €1Ha WK NOBEYE LIUTONEHETHYHHU aHOMAJIMH B U3XOIHUSI MOMEHT, MPOLEHTHT Ha
MaLlHEHTHTE ChC CHJIEH LIMTOrN€HETUYEH OTIOBOP € OUJI CXOJEH B PYINUTE Ha JIEYEHHUE C a3aLIMTHHH H
KOMOMHHMpaHaTa rpyna Ha JieYeHHe C KOHBEHLIMOHAIHU TEpaneBTHYHHU cXeMH. C1abUaT LIMTOreHEeTUYEH
oTroBop € 6un cratuctuueckd 3HauumMo (p = 0,0015) no-BucOK B rpynara Ha jieueHUe C a3aUuuTUIKH (34
%) B cpaBHEHHE ¢ KOMOMHHUpaHaTa rpyrna Ha Je4eHHE C KOHBEHLUIMOHAIHU TepaneBTUUYHU cxeMH (10 %).

Bv3pacmua nonynayus na 65 wiu nogeue 2oounu ¢ AML ¢ > 30 % kocmnomosvunu bracmu
JlaneHuTe nNo-noJy pe3yJiTaTd NpeacTaBAT nonyjaauuMaTa intent-to-treat, npoyysaHa B AZA-AML-001 (Bx.
Touka 4.1 3a 010OPEHOTO NMOKa3aHue).

EdukacHocTTa M O6e30nmacHOCTTa HAa A3aUMTHAMH Ca MPOYYEHHU B €IHO MEXAYHApOAHO, MHOTOLEHTPOBO,
KOHTPOJIMPaHO, OTKPHUTO, NapajeJHOrpynoBo (¢asa 3 npoy4BaHe MpH NaLMeHTH Ha Bb3pacT 65 U noseye
rOJAMHU C HOBOJAHUArHoCTHLIMpaHa de novo wiu BropuuHa AML ¢ > 30 % kocTHOMO3BbYHHU O1aCTH cnopejl
knacudpukauuara Ha C30, kouto He ca noaxoasuy 3a HSCT. Asauutuaud nmoc BSC (n=241) e cpaBHeH
C KOHBEHLIHOHAJIHAa TepaneBTH4YHa cxeMa. KoHBEHLIMOHaIHAaTa TepaneBTUYHA CXEMa Ce€ CbCTOMU CaMO OT
BSC (n=45), Hucka no3a uyrapadbus miroc BSC (n=158) unu craHaapTHa MHTEH3MBHA XUMHOTEpAIus C
uuTapabuH M aHTpauMkJInH e BSC (n=44). [lauueHTHTe ca npeaBapuTeIHO NOAOPAHU OT TEXHHUTE
neKkapH 3a 1 ot 3-Te KOHBEHUHOHAJIHW TEpaneBTUYHH CXEMHU Npeau paHaoMu3auusara. [laumenrure
noJlyyaBaTt npeaBapuTeHO noadpaHara cxema, ako He ca paHJAOMH3UpaHU Ha A3auMTUAMH. KaTo yacrt ot
KPUTEpPUUTE 3a BKJIFOYBAHE CE M3UCKBA MaLMEHTUTE a2 UMAT QyHKUUOHANHO cbeTosiHUE 0-2 no ECOG u
LIMTOr€HETHYHH AaHOMAJIMH C MEXKJAHHEH WK ¢1ab puck. [IbpBHUYHaTa KpaiHa TOUYKa Ha MPOYYBAHETO €

o0lL1a npexuBseMOCT.

A3aUMTHIMH € MPUIaraH NMoaKoXKHO ¢ 103a 75 mg/m? IHEBHO 3a 7 JIHH, NOC/IEIBAHU OT NMEPHO Ha NMOYHBKA
¢ Npoab/LKUTENHOCT 21 aHM (28-AHEBEH LIMKBJI HA JIEYEHHE), C MeauaHa 6 uukbia (MHTepBait: 1 1o 28),
caMo BSC ¢ meauaHa 3 uukbna (MHTepBan: 1 no 20), HucKka n03a uMtapabuH ¢ MeauaHa 4 UMKbiIa
(uHTepBa: | 10 25) U cTaHAapTHAa UHTEH3UBHA XMMUOTEpArus ¢ MeaAHaHa 2 uuKbia (uHrepsait: 1 1o 3,
HHAYKLUHOHEH LMKBJ TUTIOC | WM 2 KOHCOJIMAALMOHHHU LIMKBA).

OTaeNHUTE U3XOAHH NapaMeTPH Ca CPAaBHUMM MEXAY IPYNUTE HA a3aLIMTUAMH U KOHBEHLIMOHAJIHA
TepaneBTHYHA cxeMa. MeauaHara Ha Bb3pacTTa Ha nauMeHTuTe € 75,0 roauHu (rpaHuum: 64 no 91
roauHu), 75,2 % ca or 6snara paca 1 59,0 % ca mbxke. Ha u3xoaHoro HuBo 60,7 % ca knacupuumpaHu ¢
AML, Hecneuuduuurpana no apyr HauuH, 32,4 % ¢ AML cbc CBbpP3aHU ¢ MUENIOAMCIUIA3US MPOMEHH, 4,1
% CBbC CBBpP3aHH C TEpANUATA MHUEJOMAHHK HeomnasMu U 2,9 % ¢ AML ¢ pekypeHTHH reHETUYHH aHOMAaJTHH
cnopen knacudukauusTa Ha C30.

[Ipu ITT ananun3a Ha 488 nauneHTH (241 Ha a3auUMTUAMH U 247 Ha KOHBEHLIMOHAJIHA TepanesTHHa cxema),
JIEYEHHETO C a3allMTHIMH CE€ CBbpP3Ba C MeaHaHa Ha npexuesemocT 10,4 meceua cpeuy 6,5
MaLUMEHTHUTE, JIEKYBAHU C KOHBEHLIMOHAJIHA T€paneBTU4YHA CXeMa, pa3ivka oT 3,8 mece
crpatupuumpana log-rank p-crovinocr 0,1009 (aByctpanHo). KoehHLIMEHTHT Ha pUC
neyenuero e 0,85 (95 % CI = 0,69; 1,03). EnHoroauwHara npexxusseMoct e 46,5 %

CXEmMa.
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Cox PH mopnen, kopurupat 3a npeaBapuTEIHO ONMpeAEaeHH U3X0AHHU NPOrHOCTHYHU (pakTOopH, AePUHUpa
koedpuumneHT Ha puck (HR) 3a AzauuTuauH cripasMo KOHBEHUHOHAHA TepaneBTHYHa cxema 0,80 (95 % Cl=
0,66; 0,99; p=0,0355).

B nonmbiHEeHHe, BBIIPEKH Y€ MPOYyYBAHETO HAMA Bb3MOXKHOCT J1a JEMOHCTPHpPA CTATUCTHYECKH 3HAYUMa
pa3/iMKa, KOraTto ce CpaBHfABa a3aLlUTHMH C MPEJABAPHUTEIHO MOAOPaHUTE Py HA KOHBEHLIMOHAJTHA
TepaneBTHYHA CXEMaA, MPEKUBAEMOCTTA Ha JIEKYBAaHUTE C A3aLIUTHAMH NALUMUEHTH € MO- MPOAB/KHTEIHA B
CpaBHEHHWE C BApHAHTHUTE 3a JICYEHHUE C KOHBEHLIMOHAJIHA TepaneBTH4YHa cxeMma camo ¢ BSC, Hucka no3a
uutapabun nmoc BSC u ca noaoOHH, Korato ca CpaBHEHH CbC CTAHAAPTHA HHTEH3UBHA XMMHOTEpanus
naoc BSC.

[Ip1 BCUUKHK MpeABApUTENHO ONpeAEsIEHH NOArpynu [Bb3pacT (< 75 roAUHHU M > 75 roauHHK), NoJl, paca,
byHkumonanHo cbetogHue no ECOG (0 unu 1 u 2), u3X0/leH UMTOreHeTHYEH PUCK (cpeleH U cab),

reorpapcku pervoH, knacupuxkauus Ha AML cnopea C30 (BrtountenHo AML ¢ npoMeHH, CBBpP3aHH C
MHUeNIoAuCIIa3Hug ), u3xoaeH Opoi neBkoUMUTH (< 5 x109/1 u > 5 x 109/1), u3x0aAHH KOCTHOMO3BYHHU 0.J1aCTH
(£50 % u > 50 %) u anamHesa 3a MDS] chluecTByBa TeHAeHLMS 3a oO1aTa NnpeXKUBAEMOCT B M0J13a Ha
A3auMTHAMH. B HAKOJIKO NpeABapUTEHO ONpPEAE/eHH NOArpynH od1ara npexmuBieMOCT U KOEQULHUEHTBT
Ha PUCK JOCTUraT CTaTUCTHYECKA 3HAYMMOCT, KaTO BKJIOYBAT MALMEHTH CbC CJ1a0 LIMTON€HEH PHCK,
nauuMeHTH ¢ AML cbC CBBbp3aHU C MUENOAUCIUIA3USA MTPOMEHH, MALUMEHTH < 75 NOAUHHU, MALUEHTH KEHHU H
nauMeHTH OoT Os/1ara paca.

X€eMaTOoJIOrHYHHUAT U LUTON€HETUYHUAT OTTOBOPH €a OLEHEHH OT u3cienoBaressd U oT IRC cbc cxoaHu
pesyarati. OOwuAT oTroeop (nmujiHa peMucHs [CR] + nbjiHa peMUCHA C HEMBJIHO Bb3CTAHOBABaHE Ha Opo4
KpbBHU K1eTKU [CR1)), onpeaenen ot IRC, e 27,8 % B rpynara Ha A3audtuauH U 25,1 % B rpynaTta Ha
KOMOMHHpaHa KOHBEHLMOHAIHA TepaneBTUYHa cxema (p = 0,5384). [lpu nauMeHTHTE, KOUTO NMOCTHraT
nbiHa pemucus uan CRi, MeanaHaTa Ha NpoOabL/DKMTENIHOCTTA Ha pemucuara e 10,4 meceua (95 % Cl = 7,2;
15,2) 3a naumeHTUTE HA A3aUMTHAUH U 12,3 meceua (95 % CI =9,0; 17,0) 3a nauneHTUTE Ha
KOHBEHLIMOHAJIHA TeparneBTHYHA cXxeMa. [[eMOHCTpHpaHa € ChblO NMoJi3a 3a NPeXXUBAEMOCTT
NMaUHEHTH, KOUTO HE MOCTUraT MbJIEH OTTOBOP NPH A3aLMTHINH B CPaBHEHHE C KOHBEH
TepaneBTUYHA CXEMa.

JledyeHueTo ¢ azauMTHAMH NoaoOpsaBa Opos Ha KPbBHUTE KJIETKH B nepudepHara l{p'bBllrl Bﬂhu ,HG g A e oo
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3aBMCHUM OT TPaHC(y3Us Ha EPUTPOLIUTH WM TPOMOOLIMTH HA U3XOJHO HUBO, aKO TO3H MALMEHT € UMa
elHa WK noBeye TpaHC(DY3UH Ha ePUTPOLIMTH HJIKM TPOMOOLIMTH npe3 56-1e€ AHU (8 ceaAMHLM) peCTIEKTUBHO
110 WJIK Npeau paHaoMu3aumaTa. JlageH naumeHT ce CMATa 3a HE3aBUCHM OT TPaHC(y3Usi HA EPUTPOLIUTH
WJIK TPOMOOLIMTH MO BPEME Ha MEPUO/IA Ha JIEYEHHE, aKO TO3M MALMEHT HE € UMAJl HUKAKBH TPaHC(PY3HH
PECNEKTUBHO HA EPUTPOLIUTH UJIH TPOMOOLMTH MpPe3 HATO €AUH OT 56-Te Moc/ieA0BATEIHH IHH Mpe3
OTYETHHUSA MEPHOL.

OT nauMeHTHTE B rpynarta Ha a3allMTHAMH, KOUTO Ca 3aBUCMMHU OT TPaHC(]y3usi Ha EPUTPOLIMTH HA U3XOJHO
HUBO, 38,5 % (95 % CI = 31,1; 46,2) cTaBaT He3aBUCUMH OT TPAHC(]Y3Us HA EPUTPOLIMTH MO BPEME Ha
nepyuoja Ha jeuyeHHueTo, B cpaBHeHHe ¢ 27,6 % (95 % Cl1 = 20,9; 35,1) oT nauMeHTHTE B rpyNnu1TE Ha
KOMOMHHpaHa KOHBEHLIMOHAJIHA TepaneBTHYHa cxema. [Ip4 nauMeHTUTEe, KOMTO Ca 3aBUCUMH OT
TpaHC(]y3Usi HA EPUTPOLIMTH HA U3XOAHO HUBO U MOCTUraT HE3ABUCUMOCT OT TPAHC(Y3HS C JICYEHHETO,
MeJMaHaTa Ha NMPOABb/KHTETHOCT Ha HE3aBUCHMOCTTA OT TPaHC(Y3Hs Ha EPUTPOLMTH € 13,9 Meceua B
rpynaTa Ha a3allMTHHH W HE C€ JOCTUIHA B rPynara Ha KOHBEHLIHOHAJIHA TepaneBTHYHA CXEMa.

OT nauMeHTUTE B rpyrnara Ha a3auMTHAUH, KOMTO Ca 3aBUCUMH OT TpaHC(y3us HA TPOMOOLIMTH HA U3XOHO
HUBO, 40,6 % (95 % CI = 30,9; 50,8) cTaBat He3aBUCUMH OT TpaHC(PY3Us HA TPOMOOLIUTH MO BpeME Ha
nepyuoia Ha JieyeHUeTo, B cpaBHeHue ¢ 29,3 % (95 % Cl1 = 19,7; 40,4) ot nauMeHTHTE B rpyNUTe Ha
KOMOMHHpaHa KOHBEHLIMOHAIHA TepaneBTHYHa cxema. [1pu nauueHTUuTe, KOUTO ca 3aBUCHMHU OT
TpaHCc(]y3usa HAa TPOMOOLIMTH HA U3XOAHO HUBO U MOCTUraT HE3aBUCUMOCT OT TPAHC(PY3Hs C JIEYEHHETO,
MEHaHaTa Ha MPOABDKHUTEIHOCT HAa HE3aBUCMMOCTTA OT TpaHC(y3us Ha TpomObouuTH € 10,8 Meceua B
rpynara Ha A3auuMTHAMH M 19,2 Meceua B rpynara Ha KOHBEHLIMOHAJIHA TepaneBTHYHA

cXema.

OO0yc10BEHOTO OT 3apaBeTo KauecTBO Ha >kMBOT (Health- Related Quality of Life, HRQoL) e oueneno,
KaTo ce u3noji3ea OCHOBHUAT BBINPOCHMUK 3a Ka4€CTBOTO Ha )KMBOT Ha EBponeilckara opraHu3aums 3a
H3caenBaHe M jedyeHue Ha paka (European Organization for Research and Treatment of Cancer Core
Quality of Life Questionnaire, EORTC QLQ-C30). /Tannute 3a HRQoL 6uxa Moriu na 6baar
aHAJIM3MPaHU 3a NOArpyrna oT udjiaTa noryJsjauqs 3a U3NMUTBAHETO. Bbrpeku orpaHUYEHUATA NPH aHAJIU3a,
HaJIMYHUTE JAHHU NpEeanoarar, ye rnalMeHTUTE He MPEThPIABAaT 3HAYMMO BJIOLLIABAHE HA KAYe€CTBOTO Ha
)KUBOT MO BPEME Ha JICYEHUETO C A3aLIUTH/IUH.

5.2 ®apMaKOKHHETHYHH CBOHCTBA

AbGcopOLius

Cnien NoaAKOXKHO TMPUJIOXKEHHUE Ha €IMHUYHA A03a 75 mg/m2, a3auMTHauH ce abcopbupa 0bp30 C BbPXOBH
nja3MeHH KoHueHTpauuu 750 + 403 ng/ml, kouTo ce pocrurar 1/2 yac caea npuiarase Ha no03ara (MOMEHT
Ha B3€MaHe Ha MbpPBUTE NpPoOH). ADCoNOTHaTa OMOHAIMYHOCT Ha a3aLUMTHAMH CJIe/l MOJAKOMXHO
MPUJIOKEHHE B CPABHEHHE C HHTPABEHO3HO NPUIOKEHUE (€IMHUYHH 03H OT 75 mg/m?) e 6una okoso 89
% no naHHM 3a rowra noa kpusara (AUC).

[lnowra non KpUBaTa U MaKCHMaAJiHaTa 1njiasM€Ha KOHUCHTpaLHA (Cmax) MMPpH NMOAKOXKHO MNMPHITO0KCHHUEC Ha

a3aLMTHIAMH ca NMPUOJU3UTENHO NMPONOPLIMOHAIHH B PAMKHTE Ha JO30BHS AHANa3oH oT 25 710
100 mg/m*.

PasnpeneneHue
Cnen MHTpaBEHO3HO NMpHUJlaraHe Ha J03arTa, CpeAHUAT 00eM Ha pa3npeaesieHue € oun 76 £ 26 1, a
CUCTEMHHMAT KJIMpBHC € Oun 147 £ 47 |/h.

buorpancdopmanms
Bb3 0OCHOBa Ha JaHHUTE OT In VItro Npoy4BaHus, MeTaboJU3MbT Ha a3aLUMTUAMH HE U3LJie
oT u3oeH3uMHuTe Ha LUTOXpoM P450 (CY Ps), UDP-rmokyponosunrpanchepaszure (UGT,
cyadorpanchepazute (SULTSs) u rnyratuoH-TpaHcdepazure (GSTs).
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A3aLMTHAMH NPETHPIIsABA CIIOHTAHHA XHIPOJIM3a M Je3aMUHHpaHe, MEAUHPAHO OT UIMTHAMA AE3aMHHA3aTa.

B yoBewiku yepHOApOOHH S9 Ppakunu PopMHpaHETO HA METAOOIUTUTE € HE3ABUCHMO DT‘WH. KOETO
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rnpeanosara, 4e MeTaboJIM3MbT Ha a3aLIMTHAWH HE € MEAUUPAH OT U30€H3UMHUTE Ha LUTOXpoM P450. In
Vitro Npoy4BaHe Ha a3allMTHAMUH B KYJITYPH OT YOBELLUKH XEMaTOLUMTH MOKa3Ba, Y€ NMPH KOHLIEHTPALUH OT
1,0 uM no 100 uM (T.e. 10 KOHUEHTpaALUKUHU 0K0JIO 30 MbTU NO-BUCOKH OT JOCTHKMUMHUTE B KIIMHUYHH
ycnoBus), azauuTuauH He uHayuupa CYP 1A2, 2C19, 3A4 unu 3AS. Ilpu npoyuBaHus 3a OLIEHKA Ha
HHXHOKUpaHeTo Ha nopearua ot P450 uzoensumu (CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4)
azauuTuauH 10 100 uM He Boau no uuxudbupane. CnenosaresHo CYP eH3MMHOTO HHAYLIMPAHE HITH
HWHXHWOMpaHe OT a3alMTHAWH B JOCTUXXKHUMHU MPHU KJIMHWUYHU YCJIOBHS TUIA3MEHH KOHLEHTPALIMH € MAJIKO

BEPOSATHO.

EnvMuHHpaHe

A3alMTHIMH C€ U3YUCTBA OBP30 OT rula3mara CbC CPEAEH IMOMY>XHMBOT Ha eJIMMHHUpaHe (t'2) cien
MOAKOXKHO npunokeHue ot 41 = 8 MuHyTH. Cnea NoAKOMKHO NPUIIOKEHHE Ha 75 mg/m2 a3aLMTHAWH
BEHBXX JHEBHO B NMPOAb/DKEHHUE Ha 7 IHU He HacTbNBa KyMyJaLus. OCHOBHHUAT MbT Ha €JIMMUHHPaAHE Ha
a3alMTUIUH W/ WM HErOBUTE METAaDOJIUTH € eKCKpeLus ¢ ypuHaTa. Ciie] MHTpaBeHO3HO U MOJAKOXHO
npuioxxeHue Ha 14C-azauMTuauH cboTBETHO 85 M 50 % OT nNpunoxeHara paJHOAKTHBHOCT CE€ OTKpPHBaA B

MHaTa, 10K 0 .
ypuHara, 1okaro < | % ce OTKpHBa BbB (PEKAITMHUTE

CneuranHu nomnyJaluu
He ca npoy4yBaHH 0HULHAIHO €PEKTHUTE HA YEPHOAPOOHO yBpexXaaHe (BX. TouKa 4.2), noJi, Bb3pacT WK
paca BbpXy apMaKOKMHETHKATa Ha a3allUTHAMH.

buOpeuHo yBpexxaaHe

bOpeuHOTO yBpeXKaaHe HAMA OCHOBHO Bb3AEHCTBHE BbPXY (apMaKOKMHETUYHATA €KCIIO3ULIMA Ha
a3alUMTHAMUH clie] €AHOKPATHO U MHOTMOKPATHO MOAKOXHO NMpuioxkeHue. Ciea NoAKOXKHO MPUIOKEHHE Ha
eIMHUYHA 103a 75 mg/m2 cpeaHuTe cToMHOCTH Ha ekcno3uuusaTa (AUC v Cmax) npy nauueHTH ¢ JIEKO,
YMEPEHO U TEXKKO OBOpeyHO yBpexaaHe ce yBeauyapaT ¢bOTBETHO € 11-21%, 15- 27% u 41-66%, B
CpaBHEHME C MALIMEHTUTE C HOpMasiHA ObOpeuHa pyHkuMa. Ekno3uumsaTa odaue € B paMKUTE Ha ChLUA
o0l1l 1Hana3oH Ha eKCMno3uLMs, HabAaBaH NMPHU NaLMEHTHTE ¢ HOpMasiHa ObOpeyHa PyHKUMUS.
a3allMTUIAMH MOXKe 1a Ob/le NPUIIOXKEH Ha NMalMeHTH ¢ ObOpeyHo yBpexaaHe 6e3 NbPBOHAYATHO
KOpUIrHpaHe Ha 403aTa, NPH YCJIOBHE, Y€ TE3HU NaLMEHTH ce HaboaBaT 3a TOKCHYHOCT, ThH KaTo
a3alMTHIWH W/WJIU HErOBUTE METabOJIMTH Ce EKCKpPEeTHpAT OCHOBHO upe3 ObOpeumre.

dapmakoreHoMHKa
He e npoyuBaH opHUHAIHO €(DEKTHT OT U3BECTHHUA NOJIUMOP(PHU3IBM Ha LIMTHAWH JA€3aMHHA3aTa BbpXY
MeTaboM3Ma Ha a3alMTHAUH.

5.3 [IlpeaKJHHHYHH JaHHH 32 0e30macHOCT

A3aUMTHIWH UHAYUMPA in Vilro KaKTO NeHHH MyTalWH, Taka 1 XpOMO30OMHH adepaliu B CUCTEMH OT
OaKTepHaTHH KJIETKHU M OT KJIeTKH Ha O03aMHUUM. KapuMHONreHHUAT MOTEHLMAl Ha a3aLiMTUAUH € O
NMPOYYEH MPHU MULIKH U IUTbXOBE. A3aLMTHIWH € HHAYLHUpAJ TYMOPH Ha XEMOIMNOETHYHATa CUCTEMA MPH
YKEHCKH MHLLIKH MPHU UHTPANEPUTOHEATHO MPUIIOKEHHUE 3 MbTU CEAMHUYHO B NPOAB/DKEHHUE Ha

52 ceaMuUHM. YCTaHOBEHA € MOBHULLIEHA YeCTOTa Ha TYMOPH Ha TUMQO-peTUKYJIapHaTa cucTtema, benus
Ap00, MJIEYHHUTE HJIE3M U KOXKATa NPU MULLIKH, JIEKYBAHHU C UHTPANEPUTOHEATTHO MPHIIOXKEH a3aLlUTH/IUH B
npoabkeHue Ha 50 ceamuum. [IpoyuBaHe Ha TYMOPOreHHHs MOTEHLMAI MPH MUTbXOBE M0Ka3Ba MOBHUILEHA
YECTOTa Ha TYMOPH Ha TECTHCHUTE.

[IpoyuBaHusiTa Ha paHHaTa eMOPHOTOKCHYHOCT MPH MULIKH NMOKA3BaT vyectoTa oT 44 % Ha
HHTpayTepUHHATa eMOPUOHAIHA CMBPTHOCT (MOBULLIEHA pe30pOLMs) ciie] eAHOKPATHO
MHTPANEPUTOHEATHO HHXKEKTHPAHE Ha a3allUTUMH 110 BpEME Ha OpraHoreHe3ara. Y CTaHOBEHHU
HapyLLIEHUS Ha Pa3BUTHUETO HA MO3bKA NMPH MHULIKH, HA KOUTO € NMpPUWJaraH a3aLMTHAMWH T1
MOMEHTA Ha 3aTBapsHETO Ha TBbPAOTO HeOue. [1py niIbXoBe a3aUUTHAWH HE € Npeaun3 S,
peakLuu, KOraTo € GWi NpuiaraH npea1 UMIVIAHTAaLUKUATa, HO OY4EBHIHO € GU1 eMOPHYTOK: ;leiff;’ipu ok "":;f,\%
[puiaraHe rno BpeMe Ha opraHoreHe3ata. OeTalHUTe aHOMaJIMK M0 BpeMe Ha OpraH{rer @’%&?r&_?{fﬁﬁ&hﬂhxoﬁé \
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KPHBO CTBINANIO, CHHAAKTUJIMSA, OJIMTOJAKTUIUA) U APYTH (MUKpPOQTAJIMUSA, MUKPOTrHaTHs, raCTPOCXH3a,
OTOK U aHOMaJIUM Ha pebpara).

[TpunaraHeTo Ha a3aUMTUAMH HA MBXKH MULLIKH MPEAH YHPTOCBAHETO UM C HKEHCKH, HA KOUTO HE €
NpUjaraH, € J10BeJ0 10 HaMaJieHa TUI0A0BHTOCT M 3aryda Ha MOKOJIEHHETO IO BPEME Ha CJIeJ1BalloTO
eMOpHOHAJIHO WM NMOCTHATaNHO pa3BUuTHE. [IpUnaraHeTo My Ha MBXKKH TUTBXOBE € JOBEJIO 0 HaMalisBaHe

HA TErNOTO Ha TECTHUCHTE U eNUAUAMMA, HaMasieH Opoii Ha cnepMaTo30MAMTE, HAMAJIEHA YE€CTOTa Ha
OpeMEeHHOCTHTE, NOBeYe aHOPMAJIHU eMOPHOHH M NMOBHULIEHA 3aryda Ha eMOPHOHH NMPH YH(PTOCAHHUTE C TAX

KEHCKH (BXK. TouKa 4.4).

6. PAPMAIEBTUYHH JAHHU
6.1 CnHcbK Ha NIOMOUIHHTE BelleCTBA
Manurton (E421)

6.2 HecbBMeCTHMOCTH

To3u nexkapcTBeH NpOAYKT HE TpAOBa /1a ce CMeCBa C APYrH JIEKapCTBEHHU MPOAYKTH, C H3KJIFOUEHHE Ha
MOCOYEHHUTE B TOUKA 6.6.

6.3 Cpok Ha roanocr

Hepa3neuaraH ¢JiakoH ¢ npax: 3 roquHH

Cnea npuroTBsHe:

KoraTo azauMTHIHH ce pa3TBaps ¢ BOAA 3a HHXKEKLIMH, KOATO HE € OXJIAJIEHA, € 10Ka3aHa XUMHYHa U
¢du3nuHa ctabunHOCT npu ynorpeda Ha NPUrOTBEHHS JIeKapCcTBEH NPoAYKT npH 25°C B NpoaAb/HKEHHE Ha
45 muHyTu U nipu 2 °C po 8 °C - 3a 8 yaca.

CpOKBT Ha rOAHOCT HA MPUIrOTBEHU JIEKAPCTBEH MPOAYKT MOXKE J1a C€ MPOJBJIKH, KaTO 3a pa3TBapsHE Cce
u3no3spa oxJyaaeHa (2 °C no 8 °C) Boaa 3a urkekuuun. Korato azauMTHAUH ce pa3TBaps ¢ oxJyiageHa (2 °C
no 8 °C) Boaa 3a MHXKEKLIMKM, XHMHYHATa U GU3MYHATa CTAOUIIHOCT NpH ynoTpeda Ha NPUroTBEHHUA
JIeKapCTBEH NMpOoAYKT € aokazaHa npu 2 °C no 8 °C B npoab/nkeHUe Ha 32 yaca.

Ot MUKpOOUOJIOrHYHa IJIeHa TOYKa NMPUrOTBEHUAT NPOAYKT TPAOBa 1a ce U3ro/3Ba BeJHara. AKO He ce
M3M0J13Ba BeJIHara, NoTpeOUTENAT caM Onpeaesis BpEMETO U YCIIOBUATA Ha CbXPaHEHHUE NpeaU ynorpeoda,
HO He TpsOBa 1a ro cbxpansasa noseue ot 8 yaca npu 2 °C g0 8 °C, koraro 3a pa3TBapsHe c€ HU3MoJI3Ba
BOJIa 3a MHXKEKLIUM, KOSITO HE € OXJIaJICHA, UJIM HE NMoBeYe OT 32 yaca, KOraro 3a pa3TBapsHe C€ U3I0J13Ba
oxsaaeHa (2 °C no 8 °C) Boaa 3a MHXKEKLIHH.

6.4 ChnenunajHH yC/JIOBHAl HA CbXpPaHEeHHE

HeoTBOopeHu d1akoHu
To3n nekapCTBEH NPOAYKT HE H3UCKBA CIIELIMAJIHU YCIIOBUA HA CbXPaHEHHUE.

[IpuroTBeHa cycrneH3us
3a yCJIOBHATA Ha CbXPAHEHHE Clie/l pa3TBapsHe Ha JIeKapCTBEHUS NPOAYKT BHXKTE To4Yka 6.3.

6.5 Bwuau cbAbpPKAHHE HA ONAKOBKATA

be3LBeTeH cThKJIEH (JIaKOH, 3anevaTtaH ¢be 3anylwanka ot 0ytunos kayuyk ¢ ETFE nokp
anyMuHHeBa kanauka (0sna 3a 100 mg 4 opankesa 3a 150 mg).

KojsimyecTBO B ONAaKoOBKa




1 ¢pnakon cvabpxkauy 100 mg azauuTHAUH
| dnakoH crabpkaw 150 mg azauuTUamvH

He BcHUKHK BUIOBE ONAaKOBKH Morat aa ObaaT nmycHaTH B npoaaxoa.

6.6 Chnenna/;JHH NpeaAna3HH MEPKH NMPH H3XBLPJIAHE

[Ipenopbku 3a Ge3onacHa paboTta

A3alMTHIMH € LIMTOTOKCHYEH JIEKAPCTBEH MPOAYKT U NOJAOOHO Ha APYrH NOTEHUHUATHO LUTOTOKCHYHH
CbCTaBKHM € HEOOXOAUMO BHUMaHHKE NMpH paboTaTa U NPUroTBAHETO HA CYCMEH3UATA a3aUMTUAMH. TpaOBa
/1a ce MpUJaraT NMpoLeaypUTe 3a NpaBuiIHa paboTa U U3XBBPJISHE HA AHTUTYMOPHH JIEKAPCTBEHH MPOAYKTH.
[Ipy KOHTAKT Ha MPUrOTBEHUs a3aLMTUAMH C KOXKaTa He3abaBHO W3MHMITE OOMIIHO ¢ BOJA M canyH. [1pw

KOHTAKT C JIMFTABHLUHUTEC HU3ILJIAKHCTC OOWJIHO ¢ BOAA.

bpeMeHHM Cly>KMTENKHU He TpsAOBa aa paboTAT C TO3M IEKAPCTBEH MPOAYKT.

[Ipoueaypa 3a NpUroTBsHe

A3auMTUIKH TpsAOBa aa ce pa3TBaps ¢ BoJA 3a HHXKEKUMHU. CpOKBT HAa rOJAHOCT Ha MPUIOTBEHHUS JIEKAPCTBEH
MPOAYKT MOXKE /1a ce MPOAB/IKH, KaTo 3a pa3TBapsaHe ce u3nosisea oxuyaaeHa (2 °C no 8 °C) Bona 3a
HHkeKLUHUH. [ToapoOHOCTH 3a CbXpaHEHHETO HA NPUIOTBEHMUS MPOAYKT Ca OMMUCAHH B TOYKa 6.3.

l. HeobxoauMu ca ciieqHUTE KOHCYMAaTHBH:
¢nakoH(M) azauMTUAMH; (1akoH(HM) BOJA 32 MHXKEKLIMH; HECTEPHIHU XUPYPrUYHH PbKaBHULIM,
HaroeHW CbC CITUPT NaMyyeTa; MHXEKLMOHHA CIIPUHLIOBKA(H) ¢ urna(u).
2. H3rernere Boaa 3a MHXEKLMH (BXK. TabaMLaTa no-10J1y) B CIPUHLIOBKATa, KATO U3rOHUTE BCUUYKHS
Bb3JyX OT CIPUHLIOBKATA.

Cobabpxkanne Ha | OOem Ha Boaa 3a | OkonyareiHa
¢1aKkoHa HHKEKIHH KOHUEHTPalHsA
100 mg 4 ml 25 mg/ml

150 mg 6 ml 25 mg/ml

3. BwbBenere uriara Ha CNIpHHLOBKATa, ChbAbprkallia 4 ml Boaa 3a MHXKEKLMH, Npe3 rymeHara
3arnyllajka Ha ¢gnakoHa ¢ a3alMTHAXH U 0aBHO MHXKEKTHpaHTe BoAaTa 3a MHXKEKLUHUH BbB (J1IaKOHa.

4. Cnen KaTto OTCTPaHUTE CMPUHLIOBKATA U UIJlaTa, pa3KiaTeTe eHEPruiyHo (uiakoHa A0 noJlyyaBaHe Ha
XOMOreHHa MbTHa cycneH3us. Ciea pa3TBapsSHETO BCEKH MWIWJIMTBP OT CYCNEH3HSATA L€ ChAbpiKa

25 mg azauuTHAMH. [IpUroTBEHHAT NPOAYKT MpeAcTaB/iiBa XOMOr€HHa, MbTHA CyCNneH3ud, 0e3
arnoMeparti. CycneH3usaTa TpsaOBa aa Ob1€ U3XBbPJIEHA, aKO CbABPXKA MOJEMH YaCTULIH UIIH
arnomeparty. He duntpupaiTe CycneHs3uaTa ciaes pa3TBapsHe, Thid KATO TOBA MOXKE 1a OTCTPAHH
aKTHBHOTO BellecTBO. TpadBa aa ce uMa npeaBuA, Y€ B HAKOW aanTOpPH, UKW U 3aTBOPEHH
CUCTEMM MOXke Aa uMa puatpu. CrieJoBaTeIHO TaKMBa CUCTEMHU He TpAOBa J1a ce U3MOo/3Bar 3a
rpuiaraHe Ha JIEKapCTBEHUsA NMPOAYKT CJIE pa3TBapsHe.

5. Tlouucrere ryMeHara 3amyluajika M npobdoaere ¢ HOBa MUrJjia U CpUHLOBKA BbB (jlakoHa. OObpHETE
(pnakoHa ¢ ABLHOTO HAroOpe U Ce yBEpEeTe, Y€ BbPXbT Ha MIJ1aTa € NMoJ HUBOTO HA TEYHOCTTA.
Uz abpnaiTte OyTanoTo U U3TEraeTe KOJUYECTBOTO OT JIEKAPCTBEHUSA NMPOAYKT,
HY>KHO 3a TOYHAaTa 103a, KaTO U3rOHMTE BCUYKHSA Bb3AYX OT cnpuHLOBKaTa. OTCTpaHeTe

Uriata/CnpyuHLUOBKaATA OT (JIaKOHA U U3XBBPJIETE UIJiaTa.

6. B3emere HOBa MIJ1a 3a NOAKOXHHU MHXEKUHUH (npenopbuBa ce 25-G) u 1 3akpenere cTabUIHO Ha

cnpyuHuoBKaTa. He Tps0Ba na ce npokapBa pa3TBOp no MriaTta npeau HHXeKTHPaHEeTO

g
HamaJli 4YeCTOTaTa Ha peakLMMTe Ha MACTOTO Ha HHXKEKTUPAHE. 2, }\
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7.  AKO € He0OX0aHUM noBeYe OT eAUH (JIaKOH, MOBTOPETE BCHYKH U30POEHH MO-rope 3abe N1\

NPUroTBaHe Ha cycnen3usTa. [lopaau 3aabpxaHeTo BbB (hJ1akOHA W WUIjlaTa, MO

Bb3MOXXHO U3TEMIAHETO Ha UsAjaTa CycneH3us ot ¢iakoHa. , ¢
8. ChbabpkaHHETO HAa CIPUHLIOBKATA ¢ A03aTa TpAOBaA 1a Obae pecycneHaupaHo Hen cpehcmenﬂ

npeau npunaradero. [Ipeau npunaraHeTo, MbjaHaTa ¢ NPUroTBEHAaTa CyCrNeH3Hs Cﬁ-pHHLlDBKa

\ ‘?*bf,f.ﬂ»..n L
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TpsaOBa 1a ce ocTaBH 3a He noBeye oT 30 MUHYTH, 3a Aa JOCTUrHE Temneparypa ot okosio 20°C-25
°C. Ako ca MUHaIM noBeye oT 30 MHUHYTH, cycneH3usaTa TpaOBa 1a Objie U3XBBbpJIEHA 110 CbOTBETEH
Hau4yMH M J1a Ce MPUrOTBH HOBA J03a. 3a 1a A pecyCneHaupare, NpeBbpTeTe EHEPrUHyHO
CMPUHLOBKATa MEXAY JJIaHUTE CH 10 NOJy4YaBaHE Ha XOMOr€HHa, MbTHa CcycrneH3us. CycrneH3uaTa
TpAOBa 1a Obe W3XBBHPJIEHA, KO ChAbPKA MOJEMH YAaCTHLIM HJIH arJIOMEPATH.

HU3uucnsBaHe Ha HHAMBUAYAIHA 1034
O6wara no3a cnopea TejieCHaTa NOBbPXHOCT MOXKE 1@ C€ U3YUCIIH MO CJI€IHUS HAYHH:

O6uia no3a (mg) = Jlo3a (mg/m?) X TenecHa NoBbpPXHOCT (M?)

Cnenpailara Tabiuvua npeacTapiisBa caMo NMPUMEp 3a TOBA Kak Aa 0bJaT U3YMCIIEHH UHAWBUIYAJIHUTE 103U
a3alMTHAMH Ha 6a3aTa Ha cpeaHaTa CTOMHOCT 3a TeJlecHaTa MoBbpXHocT oT 1,8 m?,

2 “

Jo3a mg/m bpoii HeoOxoaHMH Ty am—
(% om OO6ma no3a Ha 6azara | pIaKOHH re———
npenopwv4eanama HA TeJIeCHA

P aakoH D akoH NPHIroTBEHATA
HAYWIHa 003a) noBbLpXHOCT OT 1,8 m2

100 mg 150 mg CyCNeH3Hs
75 mg/m* (100 %) 135 mg 2 dnakoHa | 1 dmakoH | 5,4 m
37,5 mg/m? (50 %) 67,5 mg | daakoH | dnakon | 2,7 m
25 mg/m* (33 %) 45 mg | dnakon | 1 dnakon | 1,8 m

Ha4yuH Ha NpUIOKEHHE
Cnen pa3TBapsiHe a3aUMTHAMH TPAOBa Ja c€ MHXKEKTHpa MOAKOXKHO (BbBEJETE HUIJlaTta NojJ bl oT 45-90°)
¢ urna 25-G B MMLIHHLIATa, O€APOTO HIIK KOpeMma.

o031, no-BHCOKH oT 4 ml, TpsiOBa a2 OBbAAT HHKEKTHPAHH HA JBe PA3/IHYHH MECTA.

Mecrara Ha HH)XKCKTHPAHC TpﬂﬁBa Ad CC pcAyBar. Cneapalmure HHXKEKLIMH Tpﬂﬁ Bad J1a CC IPABAT HA IOHE
2.,5 cm OT MACTOTO HAa NOCTABAHE HA NPECAULLIHHUTE H HUKOI'A B OSHHCTH, KOHUTO Ca HYBCTBHUTCJIHH, C
KPbBOHACAdAHHUA, 3a4CPBCHH HWJIH YIUTbTHCHH.

Heusnon3BaHUAT MPOAYKT HJIK OTTNIAABYHHUTEC MATCPHUHAJIK OT HEI'O TpﬂﬁBa Ad CC U3XBDBPJIAT B CbOTBCTCTBUC
C MCCTHHTC U3UCKBaAHHAL.




T IMPUTEXATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABCTpHHA

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

PernctpaunoneH Ne 20210089

9. JATA HA ITBPBO PA3PEITIABAHE/TIOAHOBABAHE HA PAZPEIIEHUETO 3A

YIIOTPEBA

Jlata Ha nbpBO pa3pewiaBaHe: 14. 04. 2021
Jlata Ha nocaeaHO NOJAHOBABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

11/2023




