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1. UME HA JIEKAPCTBEHUSA ITPOAYKT

®nyren [Loc 137 mukporpama/50 MHKporpaMa Ha BIPBCKBaHe, CIIPEH 3a HOC, CYCIICH3MUs
Flutel Plus 137 micrograms/50 micrograms per actuation nasal spray suspension

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Einn rpam ot cycrniensusTa cpabpxka 1 000 mukporpama a3enacTHHOB XHIPOXJIOpH/L (azelastine
hydrochloride) v 365 mukporpama (uryTka3oHoB nponionar (fluticasone propionate). Enna nosa (0,13
ml) cbibpaka 137 MUKporpama a3esnacTMHOB XHpoxJiopua (125 Mukporpama azesiaCcTUH) U 50

MHUKporpama ¢JyTHKa3OHOB IPOIMOHAT.

[ToMOLIHHM BellecTBA ¢ U3BECTHO JICUCTBUE

EjHo BripbekBaHe jioctaBsd 20 MUKporpama O€H3aJIKOHUEB XJIOPHUL.

3a IIbJIHUS CIIMCHK Ha [TOMOLIHUTE BEllleCTBa BHXKTE TO4YKa 6. 1. y/ 9 ’Z S I 183

3. JJEKAPCTBEHA ®OPMA

20 9/7  13-1-UB

Cnipeit 3a HOC, CYCIICH3HA.

bsis1a J10 ouTH OsJ1a XOMOTreHHa CYCIIeH3Hs, C JIEK apoMaT Ha po3a.

4, KJIMHUYHHU IAHHHA
4.1 TepaneBTHYHH HOKA3AHHS

O6JieKk4aBaHe Ha CUMIITOMMUTE Ha YMEPEH /10 TeXbK CE30HEH M LIEJIONO/IMIICH aJIEPrUyY€eH PHHHT, KOraTo
MOHOTEpAIIHs ¢ HHTPaHa3aJIeH aHTUXUCTAMHH HJIM IJIFOKOKOPTHKOW/L HE € 10CTaThYHa.

4.2 Jlo3HpoOBKA H HAYHH HA NPHJIOKEHHE

J1lo3upoBKa

3a 1rpjieH JieuedbeH eeKT € MHOIO BaXKHO PEIOBHOTO MU3I10JI3BAHE.
Jla ce n30srBa KOHTAKT C OYMTE.

Bb3pacTHy ¥ 1oHOLIM (Ha 12 roJiIMHU U 1oBeYe)
E/1HO BNpbCKBaHE BBB BCKA HO3J1Pa, /1B ITbTH JAHEBHO (CYTPHH W Bevep).

Jlena noa 12 roauHu
Cripeii 3a Hoc @nyres [liioc He ce npenopbyBa 3a ynorpeda ot jiella noj 12 rojiniu, TbH KaTo 3a TasH

BBh3pacToBa rpyrna 6e301acHOCTTa M €(pUKaCHOCTTA HEe Ca YCTAaHOBEHH.

Crapyecka Bb3pacT
3a Ta3u noryjanus He € Heo0X0/IMMa KOpPEeKLMs Ha J103aTa.

bbOpeuHo ¥ 4epHOAPOOHO YBpEXK/IaHE
HsiMa JJaHHM 32 naiedTy ¢ 0b0peuHo Wik 4epHOAPOOHO yBpexK1aHe.

Ipoovicumentnocm Ha 1e4eHuemo
Crpeii 3a Hoc @yTresn ILoc € noAXoAA1L 32 ABJIrOcpoyHa ynorpeoda.
[Tpo/ib/oKUTEIHOCTTA Ha JieueHHe TpsAaOBa J1a ChbOTBETCTBA Ha MEPHO/1a Ha U3JlaraHe Ha

HauyuH Ha NpUIOIKEHUE
Crnpeii 3a Hoc @uyren [Lntoc e npejiHasHa4eH camo 3a Ha3aJIHO NPHIJIOKEHHE.
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Ykazanun 3a ynompeoa

| ToaroroBka Ha cripes:
[Ipeau ynorpeba, Oytvikara TpsOBa jga Obje paskjiaTeHa BHUMATEIHO 3a OKOJIO 5 CEeKyHAu 4pe3

HaKkJIaHsHe HAJ0JIy M HArope, cjiejl KoeTo Moxe Jia Ob/ie cBajieHa 3aluuTHaTa Kanadka. lIpeau mbpsara
yrorpeba, cnpeii 3a Hoc @uyren ILmoc Tpsabsa ja Obie NMOAroTBEH Ype3 HATUCKaHE Haloly M
OTIyCKaHe Ha MoMIMYKaTa 6 mbTH. AKo cripesT 3a Hoc @uyren ILmoc HE ce M3Moa3Ba nosede or 7
JIHH, TOM TpsOBa J1a Ob/1e NMOArOTBEH OLLE BEAHBK YPe3 HAaTUCKAHE W OTITYCKAaHE HAa NOMITHYKATA.

Yorpeba Ha cripes:
[Ipeau msnonzsaHe, OyTuiikara TpsAOBa Ja ce pa3kjaTH BHUMATEJIHO KAaTo C€ HaK/IaHsd Ha/l0Jly H Harope

3a 5 CEKYHJIM, Clie]I KOeTO Npejna3Hara Karnaika ce rpeMaxsa.
Ciiel M3JlyXBaHe Ha HOCA, CYCIIEH3MsITa ce BIPHCKBA BE/HBXK BbB BCAKA HO3/Ipa, KaTo rjaeara ce

JUbPKM HaKJIOHeHa Hajouy (Bikre durypara). Cien ynorpeda, HaKpaHHUKBT Ha CIIPEs €€ MOYHCTBA U
3allATHATA Karna4yka ce 1ocrassi OTHOBO.

4.3 IIporHBONOKA3ANHS

CBpbX4YBCTBUTEJIHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HAKOE OT MOMOLIHHUTE BEILIECTBA, H30pOEHH B
Touka 6. 1.

4.4 Crnenua/ing npeaynpe:xIeHus u npeanasii MepKH npu ynorpeoda

| lo Bpeme Ha OCTMApKETHHIOBOTO M3I10J13BaHE, MMA ChOOLICHHS 33 KIIMHUYHO 3HAYMMH JIEKapCTBEHH
B3aMMO/ICHCTBHUS TP NALIMEHTH, NpUeMally (J1yTHKa30HOB IPOINTMOHAT U PUTOHABUP, KOMTO Ca 10BEJIH
JI0 CUCTEMHH KOPTHKOCTEPOHIHU e(DEKTH, BKJIIOYUTEIHO cHHpoM Ha Cushing W noTuckaHe Ha
nanouOpeyHuTe xiesH. ETo 3amio, eIHOBPEMEHHOTO H3I0JI3BaHe Ha (DJIyTHKAa30HOB NPOITHOHAT U
puTOHaBUp TpsAOBa Ja ce H30ArBa, OCBEH aKo MOTCHLMAIHATA 110/13a 32 MALMEHTA MPEBHIIAaBa pUCKa OT
CHCTEMHH KOPTHKOCTEPOHIHHU HEXEJIaH! peakLMu (BXK. TO4YKa 4.5).

HazanHure KOPTMKOCTEPOM/IM MOTAT Jia MPeAU3BUKAT CHCTEMHH €(EKTH, 0COOEHO KOraro ce rnpearn1cBar
BB BUCOKM JI03M 3a IPOJIbJKUTEIIHU Neproid. BeposTHOCTTa OT Bb3HHKBAHE HA TAKMBA CUCTCMHH
e(heKTH € MHOTO 110-MaJIKa B CpaBHEHHE C MePOPaTHUTE KOPTHKOCTEpOU K. Te3n eekt morar 1a ce
pa3iMuaBaT MpU OTICJTHUTE NMALUEHTH U MEXKJ1y pa3jIM4HUTE KOPTHKOCTEPOHUIHH MPOLYKTH.
[loTeHMaIHUTE CUCTEMHU ehekTH BKJIrouBaT CHHAPOM Ha Cushing, KyLIMHIOM/IHU NIPOSBH, TOTHCKAHE
Ha HaI0bOpeuHuTE K*U1e3H, 3a0aBsiHe Ha pacTeka MpH Jiella U FOHOLIM, KaTapakTa, rjiaykoma H rno-psjiko
[Ope/IMIia OT NCHXOJOrHYECKH WM NOBE/ICHYECKH €(PEKTH, BKIIIOUUTETHO NICUXOMOTOPHA
XMIIEPAKTUBHOCT, HAPYLIEHHMS Ha ChHS, TPEBOXKHOCT, JCTPECHS WIIM arpeCHBHOCT (0COOEHO NpH JIena).

[10pajId TOBA KMa BEPOSTHOCT J1a C€ YBEJIMUM CUCTEMHATA €KCIO3UIMA KbM HHTPaHa3aJICH
[POIMOHAT MPH NALMEHTH C TEKKO YepHOAPOOHO 3abosisBaHe. ToBa Moxe J1a 10BEE J10 I
4ecToTa Ha CUCTEMHH HEXKEJIaHH pEeaKivH.

bbjieTe BHUMATE/IHU MPH JICUECHUE HA TaKUBa I1aLIMEHTH.

Frpn————
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KJIMEMYHO 3HAYKMO NMOTHCKAHE Ha HaxOLOpeuHuTe %e3d. AKO MMa JOKA3aTesICTBA 3a H3MON3BAHH AO3H,
MO-BHCOKH OT MPENOPBbYMTENHHTE, TOTaBa NPEe3 NEPHOJH HA CTPEC WK NpY [UIAHOBA OTCpalui, TpsaOBa
71a € M3M0A3BaT JOIMbIHHUTEIHH CHCTEMHH KOPTHKOCTCPOUIH.

KaTo 1110, 103aTa Ha MHTPaHA3AHKTE IPOAYKTH, ChAbPKAIK (IyTHKa30H TPAOBA [1a Ce HAMAIH K0
Hal{-MaJIKaTa 033, PH KOATO ce NOUIbpXka e(eKTHBEH KOHTPON Ha CAMIITOMKUTE Ha PHHHT. Ipu
Onyten [LToC HE ca H3NUTBAHK N0-BHCOKH 034 OT NPENOPBYHTENHUTE (BXK. TOUKA 4.2). Kakto npH
BCHUKH WHTPAHA3ATHY KOPTHKOCTEPOHIH, 0010TO CHCTEMHO HATOBAPBAHE ¢ KOPTHKOCTCPOH/IH TpsabBa
na 6be B3eTo NMpeABH, KOraToO eIHOBPEMEHHO €€ NPEANKCBA APYrH POPMH Ha NEUCHHUE ¢

KOPTHKOCTEPOHIH.

[1pu peua, nojay4yaBailiyd Ha3almHH KOPTHKOCTEPOMAH B pa3peiliCHUTE J03H, © HaOmonaBaHo 3abapaHe B
pacTexa. Thil KaTO pacTexa MPOAL/DKABa M NPH IOHOIINTE, NPENopbUBa C& pacTexka NPH KOHOILH,
fleKyBaHH NPOABIKHTEAHO C Ha3a/IHW KOPTHKOCTEPOM/IH, CHILO Ja ce Habmoasa. AKO pacTeXBbT Ce
3a0aBu, TepanuaTa TpsAOBa Aa ce Mpepasriena, ¢ el HaMalaBaHe Ha 1034aTa HA Ha3aJIHH
KOPTHKOCTEPOUAH, A0 Hal-HUCKATa Bb3MOXHA 11033, NIPH KOATO €€ NOANBPXKA e(eKTHBEH KOHTPOJI Ha

CHMIITOMUTC.

[TpK CUCTEMHO H JIOKATHO NPUIOXKEHHE HA KOPTHKOCTEPOHIH Ca BB3MOKHH CHOOLIEHHUS 32 3pHTEIIHH
CMYILEHHS. AKO NPY MAaltMEHT €A HATHIIE CHMITTOMH KaTo 3aMBIJICHO 3pEHHE WK APYTH 3PHTCITHH

CMYIEHHS, MalMEHTHT TpAOBa Aa 6 HACOUEH 32 KOHCYJITALMA C OTATIMOJIOT 32 OLICHKA Ha
BB3MOMCHHUTE MPUUHWHKM, KOWTO MOraT [a BKIIIOYBAT KaTapaKkTa, riiaykomMa HiH peakH 3abongABaHKUA KaTo
leHTpasiHa cepo3Ha xopHopetunoratus (IICX), 3a KOHTO ce cbOOILaBa Clie]l CHCTEMHO H JIOKATHO

U3NOA3BAHC HA KOPTHKOCTCPOHIH.

[Ipenopb4ea ce BHUMaTeNHO HabmoAeHHe Ha MALMEHTH C NPOMAHA B 3pCHHCTO WM aHaMHesa 3a
YBETHYEHO OYHO HAJATaHe, TJlaykoMa WHIIH KaTapaKTa.

AKO ¥Ma IPMHYMHA 13 CE CUMTA, 4E ¢ BIoueHa GyHKLMATA Ha Han6bOpeunuTe xuiesn, Tpabea 1a ce
BHMMABA [IPH NIPEXBLPISHE HA MALIMEHTH OT CHCTEMHO JIEUEHHE ChC CTEPOUIH KM CIIpeH 3a HoC MITyTe

[Tmoc.

[Tpu naumenTH ¢ TyGepKyIio3a, BCAKAKbB BH HEJEKyBaHa HHPEKIMA, HITH NIPETHPHEIH CKOPOLIHA
XMPYPruyecka MHTEpPBEHIINS, WK HapaHsBaHE Ha HOCA WM ycTaTa, TpsabBa na OBAaT NpeLCHEHN
Bb3MOXKHHUTE MOJI3H OT JIEYEHHETO Che cripeit 3a Hoc Pnyren [Loc, cnpaMo BB3MOXKHHUA PHCK.

UHbeKLMHUTe HA HOCHUTE MbTHLLA TpsGBa Aa ce JIEKYBaT C AHTHOAKTepHallHa HIIM AHTUMHKOTHYHA
repartus, HO T€ He MpeACTaBigBaT creuu(pUYHO NPOTHBONOKA3aHKE 38 JIEYEHHE CbC CTIPEH 3a HOC

Payren [lroc.

®ayren [Tmoc cpabpxa Gensankoudes xiiopua. [IpoasmxuTenHara ynorpeda Moxe Ja PUYHHH €1EM
Ha HOCHaTa JIMrasmia.

4.5 BianMmojeiicTBHE ¢ IPYrH JIeKAapCTBEHH NPOAYKTH H APYrH GOpMH HA B3aMMOJeHCTBHE

DaymuxazoHoe nponuonam

[Ipy HOpMaJTHH YCNOBHMS, Cl€l HHTPAHA3ATHO JO3HPaHE, HUCKH TU1a3sMCHH KOHUCHTpALMH Ha
b11yTHKa30HOB IIPONIMOHAT C& ROCTUraT, I0paJK BUCOKATA CTEMEH Ha ITbPBOTO META0ONUTHO
[IpEMUHABAaHE H BUCOKHSAT CHCTEMEH KAUPBHC, OCBIIECTBEHH OT LuToXpoM P450 3A4 B uepBaTa M
yepHHs Apo6. CNe0BATENHO, KAHHUYHO 3HAYMMH JIEKAPCTBEHH B3aUMOACHCTBHA, OChILICCTBE

b1YyTHKA30HOB NPONMOHAT Ca MaIKO BEPOATHH.
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MHXaNaTOPHO, (GIYTHKA30H U PUTOHABHP, KOETO BOAM 10 CUCTEMHH KOPTHKOCTEPOHIHH edekTd. Oyakea
ce eJHOBPEMEHHOTO JieyeHue ¢ HHXHOHTopH Ha CYP3 A, BKIIOYHTENHO NPOAYKTH, ChABPKAIILH
KOBKLMCTAT, 4a YBEJIHYM PHCKA OT CHCTEMHH KOpTUKocTeponanH ebextd. KoMbuHnpanero TpsOBa 1a ce
u3BArBa, OCBEH AKO MONI3aTa NIPEBHILIABa YBENUYEHHS PHCK OT CHCTEMHH KOPTHKOCTEPOH/IHH ehexTH, B
KOHTO caydaii malMeHTHTE TpaOBa Aa ce NpOCACAABAT 33 CHCTEMHH KOPTHKOCTEPOHHH edexTH.

[poyyBaHHA ca TIOKA3aJIH, Y€ APYTH HHXUOHTOPH Ha uuTOXpoM P450 3A4 BOAAT N0 HE3HAYUTENHH
(epUTPOMHLMH) U cnabn (KETOKOHA30J1) YBEIMYCHHS Ha CHCTEMHATa CKCIIO3KLMA KbM (pn1yTHKA30HOB
nponuoHar, Oe3 3abenexMMo HaMaleHHE Ha CEpyMHHUTE KOHLUEHTPALIUK HA KOPTU3OJL. Bbenpeku TOBA,
[IpenopbYBa C€ BHUMaHWe Nipy €HOBPEMEHHOTO NPHEMAaHE Ha MOLLEH HHXUOHTOP Ha uuToXpoM P450
3A4 (KaTo KETOKOHA30J1), Thii KaTO ChIIECTBYBA MOTEHLMATHA Bb3MOKHOCT 32 MTOBHIICHA CHCTEMHA

eKCno3uLMA KbM (UIyTHKa30HOB IIPOTTHOHAT.

Azenacmunos xuopoxnopuo
He ca npoBeaHK Criel{HAIHH POyYBaHHA HA B3aMMOJECHCTBHETO CBC CIIPEH 32 HOC, ChbPXKALLL

azelacTHHOB XuApoxsopua. [TpoBexaaHy ca Npoy4BaHUs Ha B3aMMOJCHCTBHETO NPH BUCOKH NEPOPaIHH
jio3u. Te, o6aue, HIMAT OTHOLIEHHE KBM CIIpes 33 HOC, ChAbPXKAIL, a36/TaCTHHOR XUAPOXJIOPHA, ThH KaTo
NafeHuTe NIPENOPHYHTENHH HA3AMHHA J03H BOAAT IO MHOTO N0-MaJIKa CHCTEMHA eKCrno3uuus. Benpexu
TOBa, TPAOBa JIa ce BHHMAaBa NpH MPHEM Ha a3e/IaCTUHOB XUPOXIOPHA OT MALKEHTH, KOUTO
eIHOBPEMEHHO YNOTPeGABAT CelaTUBHY JIeKapCTBA WK Takuba, feiicTaluy Ha LHC, Toi KaTo
CeaTHBHHMAT epeKT Moxe na 6ble yeHeH. AJIKOXOMBT, ChLIO MOXKE Jia 3aCHIHM To3H edexT (BXK. To4Ka

4.7).

4.6 PepTraurer, OpeMEHHOCT U KbPMEHE
bpeMeHHOCT
HstiMa HaJJM4HU OaHHM 3a ynoTpeGaTa Ha a3eJaCTUHOB XHAPOXJAOPHA U (JIyTHKA30HOB IIPOITHOHAT OT

GpeMeHHH XEeHH WK Te ca orpaHudend. [Topaau Tosa, cnpeit 32 Hoc @nyten [Lmoc Tpabea na ce
M3MON3Ba MpU OPEMEHHOCT, CaMO aKO MOTEHLMATTHWTE 10J13H ONpPaBAaBaT MOTCHUHATHHA PUCK 3a 1102,

KbpMmeHne
He e W3BECTHO Jany NpUaraHus B HOCA a3eNaCTHHOB XHAPOXJIOPUA/HErOBH METabOIUTH HITH

(h1yTHKA30HOB NMPONUOHAT/HETOBY MeTaboNHTH ce OTAeNAT B kbpMaTa. Cripeit 3a Hoc PuyTen ILtoc
1paOBa Z1a ce U3MONA3BA [10 BpEME Ha KbpMeHe, CaMo ako MOTEHLHAIHATA 110133 ONpaB/laBa

OTEHUMANHHA PUCK 32 HOBOPOACHOTO/KbPMAUETO (BXK. TOYKA J.3).

QOEepTUIKTET
HanuuHu ca caMo OrpaHMYeHH AaHHHU BLB BPb3Ka ¢ pepTHANTETA (BXK. TOYKA J5.3).

4.7 EdexTu pbpXxy cnocofnocrra 32 modupaue H padora ¢ MAIIHHH
dnyren IL1oc He NOBAMABA WK NOBJIMsBa NpeHeGPekKUMO Cr1ocoGHOCTTa 3a WwodupaHe u padora ¢

MalllHHH.,

B wsonupanmn cnyyay, npu ynotrpeba Ha crnipeif 3a Hoc ®nyren ILoc MoraT na BL3HHKHAT yMOPa,
OTNANHANIOCT, M3TOUICHHE, 3aMafsHOCT WM ¢adoCT, KOMTO MOrar a ¢a NPUYHHEHH H OT CaMOTO
sabonseaHe. B Te3n ciiyuan, Moxke Ja ce BiionM cnocobHocTTa 3a wodupane ¥ paboTa ¢ MalIMHH.

ATIKOXOJTBT MOJXKE J1a 3aCHITH TO3U €(eKT.

4.8  HexejaHu JeKapCTBEHH pEeaKilHH
Cnea NpUIoKEHHE, YECTO MOXKE [1a BB3HMKHE UCrey3us, creuupuUeH 3a BELECTBOTO HENPHATEH BKYC

(IBAXKALL C€ YECTO HA HENpPaBWUIECH HAYWH HA MIPHIOKECHHE, 3 HMEHHO NIPEKANCHO HAKNAHAHE H
Ha3aj NpH ynotpeoda).




TabnuveH CNUCHK HA HEXKENAHWTE peaKLMu

ClieqHaTa KOHBEHLMS € W3Mosi3BaHa 3a kiacupuuMpaHe Ha uectorata: Muoro uectd 21/10; YecTH
>1/100 no <1/10; Heuectn >1/1 000 no <1/100; Peaxu >1/10 000 mo <1/1 000; MHoro penkw <1/10 000;

C Heu3BecTHA HecTOTa (0T HAJTMYHHUTE AaHHM HE MOXe Ja Objie HanpaBeHa OLCHKa).

*MMa MHOTO MaJILK OpO#t CIOHTaHHH CHOOIIEHUA ClIe/] NMPOIBIKUTETHO HHTPAHA3ATHY /R
yTHKA30HOB IPONMOHAT.

**{ma cpoOlueHHe 3a nepdopaliud Ha HOCHATA Nperpana i€ HHTpaHa3aaHO H3NOJI3BN
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YecToTa Mnozo Yecmu Hevwecmu Peoxku |Mnozo peoxku C
yecmu HeuseecmHda
Cucremo- Yecmoma
OpPraHHH
KJIAC0DEC — - — 1. - —_— | -
Hapyuenun na CBpBXY4YBCTBHTETHOCT
UMYHHamMAQ BKJTFOYMTE/THO
cucmema aHa(QUNAKTHYHH
peakLHH, aHTMOEREM
(eaem Ha NULETO WIH
€3HKa U KOXeH 0OpHB),
OpoHxoCa3LM
Hapyuwenun na I'naBobonue, 3aMasHOCT,
nepsnama IACTCY3UA COMHOJIEHTHOCT
cucmema (HempuUATEeH (CBHJIMBOCT)
BKYC),
HENPUATEH
MUDHC _ _ ) _
Hapywenun™* na ' naykoma, 3aMBIAeHO
ouume YBENHYEHO 3peHue (BX.
BHTPEOYHO CBLUO TOYKA
HaJ1AraHe, 4.4)
_ | - KaTapakTa _
Pecnupamopnu, |Enncrakcuc [Hazanen B [Tepdopauus Ha Panu no
2pooHu U auckoMpopT HOCHATa HOCHAaTa
MeOUACMUnQIHi (BKITKOUYMUTENHO nperpaga** JIMraBpvLa
Hapyuwienun Jipa3HEHe, epo3yd Ha
napeHe, cbpbex JINTraBHLiATA.
B HOCA), KUXaHE,
CyXOTa B HOcCa,
KallIuLa,
CYXOTa B
BPJIOTO
Jpa3HeHe B
rbPIIOTO
CmomauiHo- Cyxora (["ageHe
upesHu B
HAPYUIeHUR yCTAaTA
Hapywenun na OOpuen,
Koxcama u NPYPUTYC,
nOOKOMNCHaAmMQ YpPTHKapHs
ML KAH
Obwa YMopa
HApPYWIENUAR U (oTnaAHasoCT,
ehexmu na H3TOLLIEHOCT), 44
MACMOMO HA (BHMXKTE TOY A A3
npuiioncenue




OT HAKOH HA3ATHH KOPTHKOCTEPON/IM MOTAT Ja Bb3HHKHAT CUCTEMHH e(peKTH, 0COOEHO Koraro ce
NpHIAraT BbB BUCOKH JI03H 33 IPOABIKUTEIIHM NepHoaH (BXK. Touka 4.4).

[Tpu zeua, IEKYBAHK ¢ HA3ATHW KOPTHKOCTEPOMH, € HaboasaHo 3a0aBiHE B pacTexa. 3abaBsHe Ha
pacTeXa € Bh3MOXKHO M [IPY IOHOWH (BXK. Touka 4.4).

B peaky ciydau, P4 ABJICOCPOYHO NPHICKEHHE HA HA3AIHH TTIIOKOKOPTHKOH/H € Ouna Habaio1aBaHa
OCTEONOpO3a.

Cbo01aBaHe Ha NOJAO3MpaHK HEXETIAHH PEaKLIUM
CrobluaBaHeTo Ha MOA03MPAHU HEXEJIaHM PEaKLMH Clel pa3pelliaBaHe 3a ynotpeda Ha JIEKapPCTBEHHA

npoaykT ¢ BakHo. ToBa Mo3Bo/ABA Aa MPOABDKH HAOMIOAEHHETO HA CHOTHOWICHHETO noa3a/pucKk 3a
NeKapcTBEHHA poaAyKT. OT MEAHLIMHCKHTE CIICLMAIIMCTH C€ H3UCKBA 13 cboOl1laBaT BCAKA NMOXO3IMpaHa
HeKeNnaHa peakiuus Ypes:

M3nbnHuTENIHA areHu4s 1o JeKapcTBaTa

yi. ,,Jlaman ['pyes” Ne 8

1303 Codus
ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 IIpeposupane
[Tpu HasaTHO PUIOKEHHE HE CE OYAKBAT PEaKUMH OT NPERO3UpaHE.

[Hama HaNTUYHKA JaHHU OT MalKMEeHTH 32 e)EKTHUTE Ha OCTPO U XPOHHYHO NPEJO3HpaHe C HHTPaHa3aTHO
IipUROKEeHHE Ha (GNYTHKA30HOB NIPOMTHOHAT.

VIHTpaHa3aIHOTO NPHIIOKEHHE HA 2 MIUiHrpaMa JIyTHKa30HOB nponuoHar (10 msTH Haj
NpenopbuHTENHATA IHERHA 1034) [1Ba ITbTH AHEBHO, 33 NIEPHOA OT CE/IEM NHY, MPH 3/pasu 100poBOILH
He e OKka3ao eeKT BbpXY PYHKUMATA HA XHNoTaNaMo-XHNodu3o-Haadropeusarta (HPA) oc.

[TpunaraHeTo Ha MO-BHCOKH 03H OT NPENOPLYHTEIHHTE, 3 MO-IbJbI NEPHOA OT BpeMe, MOXKE Aa
JI0BEJIE 110 BPEMEHHO MOTUCKaHe Ha HanbbOpeynaTa GpyHKLMS.,

[pu Te3u nauueHTH, Nevennero ¢ Onyten [moc HasaneH cnpei TpOBa Aa MPOAB/IKH NP 11033, KOATO €
NIOCTATLYHA J1a KOHTPOJIMpa CHMNTOMUTE; HanOnOpeuHaTa QPyHKLMA c€ Bb3CTAHOBABA 32 HAKOJIKO IHH H
MOXe 12 Oble NpOBEpeHa Upe3 U3MEpPBAaHe Ha IU1a3MeHHA KOPTH30/,

B®3 ocHOBAa Ha PE3YJITATH OT OIIUTH C XKHUBOTHH, B cnyqaﬁ Ha Npeao3rupaHe Cica cay4acH rnepopalcH
NpUEeM, MOraT Aa ¢€ QUaKBaT HApYIUICHHA Ha HEHTpallHaTa HEpBHA CHUCTCMA (EKJ'II-O'-IHTGHHD CBbHIIHBOCT,

o6bpKBaHE, KOMA, TAXHKAPAUA U XHUIIOTOHMHA), IPUHHHEHH OT a3€NaCTUHOB XUAPOXI0pH]. JleueHneTo Ha
Te3W HapylueHus TpsOra na Obae CHMITOMATHYHO. B 33aBHCHMOCT OT NOrbJIHATOTO KOJTHYECTBO C€

fperiopb4Ba IIPOMUBKA Ha cToMaxa. HaMa u3BecTeH aHTHIOT.

5. GAPMAKOJOI'MUYHHN CBOUCTBA

5.1 ®apMakoAHHAMHYHN CBOHCTRA

dapmaxkoTepanesTHyHa rpyna:; JIekOHrecTaHTH ¥ APYTH HAa3aJIHH MPENapaTy 3a JIOKaJIHO NPHIOKEHHE,
kopTuKocTepora/pnyrrkasoH, kom6uHauuu ATC xoa: ROIADSS

Mexanusvm na oeticmeue U apMaKoOURamMuiRu egpexmu

Cnipeit 3a Hoc ®myTen [L110C ChAbPXKA A3e0aCTHHOB XUAPOXJIOpHA 1 uTyTHKa30HOB Nponpgfa Wi, \

CUMIITOMHTE HA aJICPIru4€¢H PUHHUT H PHHOKOHIOHKTHBHT.




PrymuxazoHo6 nponuoHam
DyNTHKA30HOB NPONIHOHAT € CHHTETHUEH TpHGIyopHpaH KOPTHKOCTEPOU, KOMTO MMa MHOIO BHCOK
aUHUTET KbM IIIOKOKOPTHKOKAHKA PELENTOp H CHIHO NPOTUBOBBINATTHTENHO ne#cTBUEe, Hanp. 3-5

[T MO-CHIHO OT AEKCAMETA30H NPH ONpeAe/isiHE HA CBBP3BAHETO C KIIOHHPAaH YOBCIUKH
FTOKOKOPTHKOMACH PELENTOP H HA 'eHHATa EKCIPECHs.

Azenacmunog xuopoxaopuo

A3€NaCTHH, MPOH3BOJHO Ha (GTAIA3HHOH, ce KIaCH(PHUMPa KaTO CHITHO, ALITOACHCTBALLIO,
[POTHBOANEPrHYHO CHEAMHEHNE, CeNeKTHBEH Hi-aHTaroHuCT, cTabunu3aTop Ha MACTOLUTHTE U
NPOTHBOBBL3NAIMUTENHH CBOMCTBA. JlaHHW OT in vivo (MpeAKIWHUYHH) U in vilro Npoy4BaHUA MIOKA3BaT,
ye a3enacTHH MHXMOKpa CHHTE3a WK OCBOOOXKAABAHETO HA XHMHUECKUTE MEIHATOPH, 33 KOHTO €
M3BECTHO, Y€ YYACTBAT B PAHHHUTE K KBCHHUTE €TAIld Ha aIEpriIHUTE PEaKUHH, Hanp. TCBKOTPHEHH,
xvcTaMuH, TpomBouuTt-akterpall paxrop (PAF) # cepoOTOHNH.

OfnekueHue Ha AePrMYHUTE CUMITTOMM Ha HOca ce HaOoaara 15 MUHYTH CIIE/] IPHITOXKEHHE.

Cnpeii 3a noc @aymen [inroc
B 4 xJIMHWYHH H3MHTBAHKUA TIPH Bb3PACTHH K FOHOLIM C a1eprHieH PUHUT, €HO BPBCKBAHE Ha CIIpeH 3a

noc Onyten Imoc BbB BCAKa HO3/pa ABA ITBTH AHEBHO € NOJOOPUIIO 3HAYHTETHO HA3ATHUTE CHMIITOMH
(CHLCTOALLM CE OT PHHOpES, HAa3anHa KOHI'eCTHA, KHXaHe H ChpOex B HOCa) B CPABHEHHE C nnauebo,

MOHOTEpanus ¢ a3eNaCTUHOB XHAPOXJIOPHA H MOHOTEpANHA ¢ GIIyTHKa30HOB NPONHOHAT. I1pH BCHYKHUTE
4 UINMTBAHHA Ca HaGI0aBaHU 3HAYMTEHO MoACOpEHHE Ha OYHHTE CHMITTOMH (CHCTOALLM C€ OT
chp6ex, Chi3eHe/HaBNKHABAHE M 3aUepBABAHE HA OUMTE) H CBLP3AHOTO ChC 3a00/IABAHETO KAYECTBO Ha

>KMBOT Ha nauueHTHTe (BLAPOCHHK 33 KAYeCTBOTO Ha XHBOT NPH PUHOKOHIOHKTHBHT - RQLQ).

B cpaBHEHHE C POAABAH Ha Nasapa crpei 3a HOC, ChAbpyKaLll (IyTHKa30HOB NPOITHOHAT, CBC Crpeit 3a
noc ®nyten ILTIOC € NOCTUTHATO CHILECTBEHO MoAoOpeHHe Ha cuMnToMuTe (50% HaMaleHHE Ha
TeXECTTA HA HA3ATHUTE CUMIITOMM) 3HAYHTENHO 110-paHo (3 auu 1 noseue). ITo-no0puar edext Ha
cripeit 3a Hoe @ayTten [hnoc, B cpaBHEHHE CBC CNpe 38 HOC C QIIyTHKA30HOB NPOMNHOHAT, € Oun
MOALBPHKAH B AHOrORMILIHO NPOYUBAHE, NPH MALIMEHTH C XPOHHYEH NEPCUCTHPALL ANEPruicH PUHHUT H

HeanepruueH/BazoMOTOPEH PUHUT.

[Ipy u3cneaBane, B KaMepaTa 3a W3JlaraHe Ha allepreHy OT Mpallell, MbPBO CTATHCTHECKH 3HATHMO
obek4aBaHe Ha HOCHHTE CHMIITOMH € HaOMIoAaBaHo 5 MUHYTH ciiefl npwiarane Ha Onyten [lioc
nasaneH cnpeil (B cpaBHenue ¢ riaue6o). 15 MuHyTH cnelt npuioxenueto Ha @uyren Ilioc 60% ot
NalMeHTHTE ChOOLIABAT 32 KIIMHUYHO 3HAYHMO HaMaNIABaHe HA CUMIITOMATHKATa ¢ IIOHE 30%.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbyus

Cnen WHTpaHa3&THO NPUIOKEHHE Ha B¢ BOPbCKBAHHMA cnpei 3a Hoc Oyten 1Lmoc Ha Ho3Apa (548
MHKpPOIpaMa a3elacTHHOB Xuapoxiiopua M 200 Mukporpama ¢J1yTHKa3OH pONMOHAT), cpeaHara (+
CTAHAAPTHOTO OTKJIOHEHHE) MMKOBA IU1a3MeHa KOHLCHTpaLua (Crax) € 61na 194,5 £ 74,4 pg/ml 3a
asenacTvd M 10,3 £ 3,9 pg/m! 3a GnyTHKa30HOB NPOIMOHAT, a cpefHaTa 0b1a ekcnosuuua (AUC) 4217
+ 2618 pg/ml*hr 3a azenactun u 97,7 + 43,1 pg/m1*hr 3a pnyrrkasoH nponuoHaT. CpeaHOTO BpeME A0
IIMKOBATA KOHUEHTpALMA (tmax) 3@ €MHMYHA 033 e 6uno 0,5 yaca 3a azenacThH u 1,0 4ac 3a bayTHKA30H

MPONKHQHAT.

CHcTeMHATa eKCO3MLMA Ha (iyTHKa30H nponHoHar e 6ina ~50% yBenuueHa npy cpasHeHHe Ha CTpex

3a Hoc Payren ILToc ¢ npoaasaH Ha nasapa Cnpei 3a HOC, ChAbPXKALL (IIyTHKA30H NPOMNHOHAT. Cnpei
1a Hoc ®nyren ILnioc e 6 eKBHBAJICHTEH Ha NPOJAaBaHHA CIIPEH 32 HOC € a3€1ACTHH MO OTHOUICHHE HA

MEXTY a3eIaCTUHOB XUPOXJIOPHA U (PJTYTUKA30HOB IIPONIHOHAT.

Pasnpedenenue
MDyTHKA30HOB NMPOINMOHAT UMA BUCOK 00EM Ha pasnpeAeCHHE NIPH CTAIIHOHAPHO ChC

(npubau3uTenHo 318 nurpa). CBLP3BaHETO ¢ IIA3MEHHUTE NPOTEHHH € 91%.




nepubepHaTa ThkaH. HUBOTO Ha nporenHoBoTo cBbp3BaHe ¢ 80-90%. JlomMbJIHATENHO U BETE
IeKApPCTBEHM BELIECTBA HMAT LIMPOK TepaneBTHYeH nposopel. I1o Tasn npuiyHa, peakiivy, ADKallH C
Ha U3MECTBAHE Ha JIEKapCTBOTO OT MACTOTO MY Ha CBBP3BAHE, Ca MAJIKO BEPOATHH.

buompancgopmayus

DyTHKAZOHOB NPONMOHAT ce OTAEA ObP30 OT CHCTEMHOTO KPbBOOOpALUCHHE, OCHOBHO 4pes3
yeproApobeH MeTaboIM3bM 10 HEaKTHBEH METabONINT Ha KapOoKCHUIOBaTa KUCEIHHA, YPE3 €H3UM
CYP3A4 ot cucteMaTa oT utoxpoM P450. TTorbiHaTHAT GIyTHKA30HOB NPOIHOHAT CHINO NMOANCKH Ha
eKCTEeH3UBEH MeTaBoNM3bM Ha I'bPBOTO NpeMyHaBaHe. AsenacTHH ce MeTabonmM3npa A0 N-1e3MeTH
azenacTun 4upe3 pasanunu CYP uzoeronmu, ocHoBHO CYP3A4, CYP2D6 u CYP2CI19.

Enumunupane
CKOpOCTTA Ha eTMMHHHPAHE HA HHTPABEHO3HO MPHIOKEH (IyTHKa30HOB NPOMMOHAT € JTAHCHHA B

rpaHduMTE Ha Ao3ata ot 250-1 000 MukporpaMa M ce XapakTepH3vpa ¢ BACOK ILTa3sMEH KIHPBHC
(CL=1,1 //min). [TuxoBara rulasmeHa KOHUEHTPALIKA HamMansBa ¢ npubau3KTeNnHO 98% B pAMKHTE Ha 3-4
yaca, KaTO CaMO HUCKH TUTa3MeHH KOHLEHTpauxu ca G acouuupany ¢ 7,8 h tepMUHaneH nonyxHBoT.
BLOpeYHHAT KIHPBHC Ha GNYTHKA30HOB MPOMHOHAT € C NpeHeOpexXUMa CTOMHOCT (<0,2%) ¥ no-Mako
oT 5% e nox dopMmara Ha MeTaboJUT Ha KapOOKCHIOBATA KUCENHHA. | TaBHUAT BT HA €/TMMHHHPAHE ©
ype3 oTHaeNAHe HA PNYTHKA30HOB NPOITHOHAT U HEFOBHTE METabOMMTH B ¥UTEUHATA TEHHOCT.
[11a3MEHHAT NOTY)KHBOT Ha EJIMMHHHpPaHE Clle]l eAHHUYHA 11032 a3eN1acTHH € npubnusmnrento 20-25 Jaca
3a a3eJIACTHH ¥ 0KoNo 45 yaca 3a TepaneBTHYHO aKTHBHUA MeTabomuT N-Ae3MeTi1 a3€acTHH.
ENMMHHAPAHETO CE U3BLPLIBA OCHOBHO C H3NPaXHEHHATA, [I0CTOSHHOTO OTAENAHETO Ha MAJIKH
KOJIMMECTBA OT A03aTa B M3NPAXKHEHUATA NPEAINoIara, 4 MOXe a Ce OCBLUECTBABA H3BCCTHA

eHTEepOXENaTAIHA LIUPKYJIaLUA.

5.3 IpeaxIHHHYHA JaHHH 33 0€30NaCHOCT

DrymuKkazonoe nponuoHam

PesynraTiTe oT O6ILUTE TOKCHKOIOTHYHH H3MUTBAHUS Ca CXOAHHK C Te3H, HabnioJaBaHyu NPH ApYTH
[IIOKOKOPTHKOH/IM M C€ CBbP3BAT ChC 3aBHILECHA $apMaKolIOrdyHa akTHBHOCT. MMa Manka BEpOATHOCT
TE3H PE3YJITATH Aa Ca OT 3HaYEHHE 3a XOpaTa, UMaHKH NnpeJBH/1 NpenopbYHTEIHUTE HAa3a/IHU A03H,
KOWTO BOJAT JO MHHMMAJIHA CTENEH Ha eKcrno3uuusA. [1pH KOHBEHLIMOHAJTHY H3MHTBaHHA 32
FEHOTOKCHYHOCT He ¢a HabMioiaBaHH reHOTOKCHUHH eeKTH OT (JIyTUKa30HOB NponMoHar. B
OTILJIHEHHE, HAMA CBBLP3aHO C JICYEHHETO HAPACTBAaHe Ha 4ECTOTaTa Ha oOpasyBaHe Ha TyMOPH, Cle/L
NBYFO[AMIIHK H3MMTBAHUS C MHXANALMSA [IPH TUTbXOBE M MULIKH.

ITpoy4uBaHHs C XKHBOTHH Ca MOKa3aly, Ye NITOKOKOPTHKOHAUTE NPEAN3BHKBAT Ma(popMaLiK,
BKJIIOUMTENHO LCIHATO Heblle U BhTpeMaTo4Ho 3abaBsaHe Ha pacTeka. OTHOBO, HMa MajlKa BEPOATHOCT
TOBa A4 € OT 3Ha4YEeHHE 3a XopaTa, MMAKU NpeaBU IPENOPBUNTEIHHTE Ha3aIHH 103H, KOUTO BOJAT A0

MHHMMANHA CUCTEMHA EKCIO3ULMA (BXK. TOUKA 5.2).

Azeracmunog xuopoxiopuo
A3eNacTHHOB XUAPOXJOPHI HE NMOKA3Ba CEHCHOWIN3UPall IOTEHUKAT [TPU MOPCKH CBUHYETA. A3€IaCTHH

HE € MOKa3a1 NFeHOTOKCHYEH MOTEHLIMAN B CEpUA OT in Vitro W in vivo U3NMATBAHMUA, HUTO KapLHHOTCHCH
[MOTEHLIMAJ MPH IIBXORE W MULLKU. [1py MBKKH H JKCHCKH [LUTBXOBE, NCPOPATHH 103U a3€JIACTHH NO-
BUCOKH OT 3 mg/Kg/NeH ca npeM3BUKaj{ CBbP3aHO C J03aTa NOHHKEHHE Ha MHJIEKCa HA (pepTHINTETE;
[0 BpeMe Ha NPOYYBaHMA 32 XPOHHYHA TOKCHYHOCT, HE Ca YCTAHOBEHH HHKAKBH CBbP3aHH C BELIECTBOTO
NPOMEHH B PENPOAYKTHBHHTE OpraHi Ha MBXKKHTE H HKEHCKH )KHBOTHH. Biripexu ToBa,
eMOPHOTOKCHYHM M TEPATOreHHH €PEKTH NPH IUTHXOBE, MHILLKH H 32111 Ca Bh3HHKHAJIH CaMO MpH
TOKCHUHM 32 MalikaTa 1034 (Hanp. #abmoaBaHy ca CKeNeTHH MaipopMaLky NPH M15XO0BE H MHUILLIKH C

no3u ot 68,6 mg/kg/nen).

Cnpeiti 3a noc @aymean Ilnoc
UscnensaHns Ha TOKCMYHOCTTA ¢ MHOTOKpATHA MHTpaHa3aHa J03a cnpei 3a noc Do
IUTLXOBE 3a Ieproa A0 90 nHu U npH Kyuera 3a 14 AHH HE ca NOKa3ald HOBH HEXEJIaH

CpaBHEHHE ¢ OTACTHUTE KOMITOHEHTH, 330 AR5 By ,f




6. PAPMAINIEBTHYHHU JAHHHA
6.1 ChnHcbK HA NOMOLIHHATE BEellecTBAa

MUKPOKPHCTATHA LENY/03a H KapMeso3a HaTpUH
[ nuuepon

Cnroko3a, 6e3soaHa

(DEHHUIETUIIOB AJIKOX0J1

JvHarpues efeTar

[Tonucopbar 80

BeH3aMKOHUER XJIOPHU/L

XN0poBOJOPOAHA KHCENMHA, KOHIEHTpUpaHa
Harpues XHAPOKCHA

[IpeuncreHa Boxa

6.2 HechbBMECTHMOCTH
Henpunoxnmo
6.3  Cpok 1a rognocr

3 roguHU
Cpok Ha rOAHOCT CAE/ TbPBO OTBAPAHE - 6 Mecella

6.4 Crnenyaj iy ycJIOBHH HA ChXPAHEHHE
J1a ce cbxpaHsea noj 25°C.

Jla He ce ¢bXpaHABA B XJIAJWITHHK HIIK 3aMpa3aBa.
6.5 Buja v chabpKaHHe HA ONMAKOBKATa

Cnipeii 3a Hoc, 6sa 10 1104TH Gs1a XOMOreHHa CYCIIEH3H1A, C JIEK apoMat Ha po3a. QuiyTen-@ e HaTHYCH B
TbMHa cThKieHa 6yrunka (knac III), ¢ sBMectamoct 30 ml, koaro chabpika 120 BnpbcKBaHMA, 3aTBOPCHA

¢ 641 Ha3aJIeH aluIMKaTop.
6.6 Crhnenua/JHN NPeANa3HH MEPKH NPH H3XBbpaAsHe H paboTa
Hama cneuuansHy H3HCKBaHUA.

7. IMPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEBA

Bopan Meaucune Espona EOO/]
yi. ,,bopuc Pymenos* 16
1407 Codmua, bonrapus

8. HOMEP(A) HA PAZPEHIEHUETO 3A YIHOTPEBA

Per. Ne:20240303

10



9. NATA HA II'BPBO PA3PEINABAHE/IIOAHOBJIBAHE HA PASPEHNIEHHETO 3A
YIIOTPEBA

JlaTa Ha ITepBo paspewasate: (06.11.2024 r.
HaTta Ha MOCNEIHO NOAHOBABAHE!

10. JATA HA AKTYAIU3UPAHE HA TEKCTA

10/2025 .
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