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KPATKA XAPAKTEPHCTH

1. HUME HA JIEKAPCTBEHHA ITPOAYKT

Humucra 137 Muxporpama/50 Mukporpama Ha f103a
COpeH 3a Hoc, CYCNeH3MuA

Dymista 137 micrograms/50 micrograms per actuation

nasal spray, suspension

2, KAYECTBEH H KOJHYECTBEH ChCTAB

Enwn rpam ot cycnemsnsaTa caappika 1 000 MHKporpama a3elacTHHOB XHAPOXTIopHA (dzelastine
hydrochloride) 365 Mukporpama duryrukasoHos npomsonar (Fiuticasone propionate).

Enna nosa (0,14 g) coaspixa 137 MMKporpaMa a3enacTHHOB XHApOXiiopra (= 125 MHKpoOrpaMa aseflacTHH) H
50 mukporpama GIyTHKa30HOB NPOINKOHAT.

TToMONIHO BEIMECTBO ¢ WIBECTHO NENCTREE:
Enna noza (0,14 g} ceanpxa 0,014 mg Gexsankonuen Xnopuz.

3a OBIHMA CIHCHK HA TIOCMOIIHATE BEWECTBa BIKTE TouKa 6.1,

3. JNEKAPCTBEHA ®OPMA
Cupeit 32 HOC, CYCIEHSHA.

Bsna, xoMoreHHa CYCIIEH3HA.

4. KJIAHHYHH JAHHH
4.1 TepaneBTHYMH NOKAIAHNA

ObnexvaBaHe Ha CHMITTOMHTE HA YMEPEH JI0 TEXBK CE30HEH H LEJIOrofHIIEH aNnepru4ed PHHHT, KOTATO
MOHOTEPANKA C HHTPaHA3aJIeH AHTHXMCTAMHH HIH TTIFOKOKOPTHKOHI HE € AOCTaTh4Ha.

4.2 Jlo3npoBKa KM Ha“IHH Ha OPUIOKEHNE

ﬂOSHQOBKa
§a TENeH JieveOeH CQCI(T € MHOIO Ba¥HO PEAOBHOTO H3NOJN3BAHE.

Ja ce u3barea KOHTAKT ¢ OUHTE.

BrapacrHu u oHoww {Ha 12 roAuHE ¥ nopeye)
Enno BrpLcKkBane BEB BCAKA HO3ZAPA, ABA MHTH AHEBHO (CYTPHH M Beuep).

Hena non 12 ronuam
Crpeit 3a noc JluMncTa He ce npenopbupa 32 ynorpeda oT aeua noi 12 rofunH, T Kato 3a Task
BB3pacToBa rpyna 6ezonacHocTTa M ePUKACHOCTTA He €2 YCTAHOBEHH,

Jlvna B cTapyecka Bh3pacT
3a a3y MOMyJIALHA HE € HEOOX0AHMa KOPEKIKA HaA 1034Ta.




Bn6peyno u yepHonpoGHO YBpekaaHe
Hsima naHnM 3a nauMeHTH ¢ 66pevHO MM YepHOAPOOHO YBpeXkIaHe.

Ipodvadicumennocm na aevenuemo
Cnpeii 32 Hoc JluMKCTa € MOAXOAALL 32 ABJITOCPOYHA ynoTpeba.
IIpoaBIKHTENHOCTTA Ha JieyeHHe TpAGBa 1a CHOTBETCTBA Ha MEPHO/Ia Ha M3NlaraHe Ha alepreHH.

HauuH Ha npunoxeHne
Cripeii 3a Hoc JIUMHCTa € NpeiHa3HAYEH CAMO 3@ HA3AIHO NPHIIOMKEHHE.

Ykazanusa 3a ynompeéa

[Noaroroska Ha cripes:

Ilpean ynorpeba, 6yTunkara Tpabea na 6b/ie pasknaTeHa BHHMATENHO 32 OKOJIO 5 CEKYH/IH Ype3 HaK/IaHsHe
HaJIoNy W Harope, ciex Koero Moxe na 6be caneHa 3amuMTHaTa kanayka. [Ipeau mepsara ynorpeba, cnpeii
3a Hoc [lumucra TpaGBa na Ob/e NOArOTBEH Ype3 HATHCKAHE HAOJy M OTMYCKaHe Ha MOMIHYKATa 6 [TBTH.
AKO cripesT 3a Hoc JIAMHCTa He ce H3MOoN3Ba noBeye OT 7 AHH, ToH Tpsa6Ba aa Gb/e NOArOTEEH Ole BEAHBK
4pe3 HATHCKaHe H OTIYCKaHe Ha MOMITHYKATA.

Ynorpeba Ha cnipes:

[pean nsnonssane, GyTunkara TpaGBa 1a ce pasKiaTH BHUMATENHO KATO C€ HAKIIAHS HAOJy M Harope 3a 5
CeKYH/IH, ClIe/l KOETO NnpeAna3HarTa Kanaika ce npemMaxsa.

Cnen u3myxBaHe Ha HOCA, CYCIIEH3HATA CE BNPBCKBA BEHBK BB BCAKA HO3JPA, KATO [71aBaTa ce AbpKH
HaknoHeHa Hajony (BwiTe (urypara). Cnen ynorpeba, HakpaliHUKBT Ha cnpes ce W30bpcBa M 3alUTHaTa
Kanayka ce rnocTaBs OTHOBO.

43 IlporuBonokasaHus

CBpBbXUyBCTBHTETHOCT KbM AKTHBHHTE BELIECTBA MK KbM HAKOE OT MOMOILIHHTE BELIECTBA, H30POEeHH B
TO4Ka 6.1.

4.4 Cpeumainun npeaynpexaeHnsi H NpeANnasH{ MepKH NpH ynorpeda

Ilo Bpeme Ha MOCTMapPKETHHIOBOTO H3MON3BaHe, HMA ChOOIICHHS 32 KIIMHHYHO 3HAYHMH JIEKAPCTBEHH
B3aUMOZICHCTBHA MPH NAUUWEHTH, NpUeMaliy ¢IyTHKa30HOB NPOMHOHAT H PUTOHABHP, KOUTO Ca JA0BE/H J10
CHCTEMHH KOPTHKOCTEPOHAHH e(eKTH, BiTlounTenHo cuuapoM Ha Cushing u moaTHCKaHe Ha
HanObOpeunuTe *nesu. ETo 3ai0, eIHOBPEMEHHOTO H3M10/13BaHE HA ()IIYTHKA30HOB POMHOHAT H
puTOHaBHp TpabBa Na ce u30ArBa, OCBEH aKo MOTEHLMATHATA 110132 32 NAlMeHTa NPeBHIIABa PUCKA OT
CHCTEMHH KOPTHKOCTEPOM/IHH HEKeJIaHH peakiuH (Bx. Touka 4.5).




Haszannure KOPTHKOCTEPOHRY MOraT A3 MPEAH3BHKAT CHCTEMEH eeKTH, 0cOGEHO KOTaTo Ce NPeANHCBAT
BBB BHCOKH J103H 33 MPOARDKHTENNHE NepHOIH. BepoATHOCTTA OT FE3HHKBAHE HA TAKHBA CHCTEMHH edekTH
€ MHOT0 MIO-MaJIKa B CPaBHEHME C [ICPOPAIHHTE KOPTHKOCTEpoHIH. Tean edextu Morat Ja ce padiHyasar
TIpH OTAEAHHTE NAUMEHTH H MEKIY PASIHIHHTE KOPTHKOCTEPOHIHH NponyKTH. [IoTeHUHATHNTE CHCTeMHH
edexTu BrmouBar cunapoM Ha Cushing, KyHHroNHE POABH, MTOATHCKAHE HA HANOHLOPCUHNATE AUTE3H,
3a0aBsHe HA PacTexa IpH JIela H IOHOWH, KATapaKTa, [MaykoMa H [I0-PALKe MOPEAHIA OT NICHXOMOTHEECKH
WIH NOBEAEHYECKH e(pEKTH, BKIIOUHTEIHO NCHXOMOTOPHA XMIIEPAKTHBHOCT, HAPYIIEHHA Ha ChHA,
TPEBOMHOCT, IETIPECHA HIH arpecHBHOCT (ocobeHo npH acua).

Crpeii 3a Hoc IEMHCTa MPETHPIABA CKCTEH3UBEH METaGONK3bM IPH MEPBOTO TIDEMHHABAHE, TIOPAKH TOBA
HMa BEPOATHOCT Aa ¢ YBENHTH CHCTEMHATA SKCIO3HLIHNA KbM HHTpaHasaneH GpayTHKa30HO0B NPOMHOHAT NPH
NalHEHTH C TeXKO YepHoApo6HO 3a6onaBare. Tosa Moke 12 JOBEAE DO MO-BHCOKA 9ECTOTA Hi CHCTEMHH
HEXENaHH peakunH.

bbnere BHHMATENHHA [IpH IEYEHKE HA TAKHBA TIALMEHTH.

JlederHeTo ¢ HA3ATHM KOPTUKOCTEPOH/IH C AO3H, ITO-BHCOKH OT IPENOPHYHTEIHHTE, MOXE Aa A0BEAE H0
KIHHKYHRO 3HAYHMO MOATHCKAHE Ha HAnOBOpeuHiTe %IIe3. AKO MMa NOKa3aTeNCTBa 32 H3MON3BaHN J03H,
NO-BHCOKH OT NNPeTIOPBIMTENHKTE, TOTaBa MPe3 NePHOAH Ha CTPEeC HITH IIPH IUTAHCRA oTiepauus, TpAGBa Ia
€€ H3MON3BAT JONBIHHTEIHH CHCTEMHH KOPTHKOCTEPOHIH.

Karo wino, no3ara Ha HHTpaHA3AIHATE NPOLYKTH, CHAbPXANTA GIYTHKa30H TpAGBa Aa c¢ HAMANH 40 Hal-
MaNKaTa /1038, [IPH KOATO ce NOANLPXA eieKTHBEHR KOHTPON HA CHMITOMETE Ha pUHMT. [Tpy JIHMucTa He ca
H3OUTBAHH IO-BHCOKH J03H OT NpenopeynTenHuTe (Bk. Toyka 4.2). Kakro npiH BCHNKH HHTpaHa3aHH
KOPTHKOCTEPOUIH, OGIOTO CHCTEMHO HATOBAPBAHE ¢ KOPTHKOCTEPOMIH TpAGBa fa 6bie B3ETO Npeap i,
KOTaTo ¢NHOBPEMEHHO ¢ MPEAMHCBA OpYTH OPME HA NEUCHUE ¢ KOPTHKOCTEPOHIH.

Ilpy Aena, noy9aBamu HA3aTHH KOPTUKOCTEPOHIN B PaspelieHHTe No3H, € HabmonapaHo 3abapane B
pactexa. Trit kaTo pacTexa MpoABIKaBa W NPH IOHOLINTE, MPEIOPHYBA Ce PACTEXKA NMPH I0HOIIH, NEKYBaHK
TPOXRDKKHTENHO C HA3aTHM KOPTHKOCTEPOHH, CHUI0 Aa ce Habnioaasa. AKO pacTexsT ce 3abaBu, -
TepanisTa TpadBa Ja ce NpepasIie/ia, ¢ el HaMaISBAHe HA I03aTA Ha HA3AHH KOPTHKOCTEPOHIH, A0 Hail-
HHCKATa PEIMOXKHA 1034, IIPH KOATO CE NOAIBPKA ePEKTHBEH KOHTPOI Ha CHMIATOMUTE,

TlpH cHCTEMHO ¥ IOKAIHO NPUAOKEHAE HA KOPTHKOCTEPOKIH €4 B3MOKHH CHODMEHNA 33 3PHTEHH
CMYLICHHA. AKO NPH NAUMEHT €A HATHUE CUMITOMH KaTO 3aAMBITIEHO 3peHHe HIH APYTH 3PHTEIHH
CMYIICHUA, NAUHEHTET TPAOBa na Gble HacOUYEH 33 KOHCYITALHA ¢ OQTATIMOIOT 32 OLEHKA HA BB3MOXHHTE
[IPHYHHH, KOWTO MOTAT A2 BKIIOYBAT KATAPAKTa, [MAyKOMa WK PeiKH 3a00NABaHHA KaTO LIeHTpAIHA
ceposHa xepHopetunonarna (LICX), 3a kouTo ce chobLIaBa el CHCTEMHO H JOKANHO H3TON3BAHE Ha
KOPTHEOCTEpORIH.

I'Ipenopmaa C€ BHUMaTeNHO HabnaeHde Ha TARHEHTH C MPOMAHA B 3peHHCTO HIIH aHaMHE34 34 YBCIHYCHO
OUYHO HanAraHe, rmayxoMa /WA KaTapakTa.

AKO HMa MpUYHHA Aia Ce CYHTA, 9e & BlionieHa GyHKHsTa Ha HanGbOpeyrnTe X Ne3u, Tpabea 1a ce BHEMAaBa
NpH NIPEXBHPIIAHE HA NAEHTH 0T CUCTEMHO JIEUSHHE ChC CTEPOHIH KBM crpel 3a Hoc JluMucra.

I1pu mauuenTH ¢ TyGepKy103a, BCAKAKSB BHA HENEKYBAHA HH(PCKIHR, WIH NPCTHPIICTH CKOPOIIHA
XHpYPrAYecKa HHTEpBEeHLHA, HIH HADAHABAHE HAa HOCA WIH yCTaTa, TpAGBa Ja GBAAT NpeLeHeHH
BE3MOKHHTE TION3HN OT JIEYCHHETO CBC crpeli 3a Hoc JIMMHCTA, CpAMO BE3MOKHHS PHCK.

Undexmnre Ha HOCHHTE MBTHINA TPAGEA /13 Ce JIeKYBAT ¢ aHTHOAKTEPHAITHA WM AHTHMHKOTHYHA TepaltHs,
HO T€ He NPEACTABNABAT CNeLH(HIHO IPOTHBONIOKA3aHHE 3a JIeYeHHe ¢he crpeil 3a Hoc JIHMHCTa.

HuMHCTa chabpka GeHsankonuen xnopua. IIpoxsmkurennara yrorpeta MoxKe 1a NPHIHHH eeM Ha
HOCHATA JIMTABHLIA.




4.5 BsanmoneiicTBHe ¢ APYIH JIeKAPCTBEHN NPOAYKTH H ApyrH $opMHA Ha B3aEMoJelicTBHe

DaymuKazonoe nponyuonam

Ipn HopManH| yCIOBHSA, Cles HHTPaHA3AITHC N03HPaHe, HHCKH IUIa3MEHH KORIEHTpAIMH HA (UIyTHKA30HOB
HpOMHOHAT G AOCTHIAT, I0PaJH BHCOKATA CTENEH Ha MHPBOTO META0OIHTHO NPEMAHABAHE H BHCOKHAT
CHCTEMCH KIIMPBHC, OCHILECTBEHH OT WHTOXpoM P450 3A4 B uepBaTa u yepHua Apod. Crenosarenno,
KTHHUTHO 3HAHMMM JIEKAPCTBEHH B3AMMOIEHCTRIA, OCHIIECTBEHH OT (IYTHKA30HOB NPOTHOHAT ¢4 MAIKO
BEPOATHH.

[IpoytBaHe Ka NeKkapCTBEHH B3aUMONCHCTEHS IIPH 30PaBH X0Pa [OKA3BAT, Y€ PHTOHABHP (MOIIEH
HHXMOHTOD Ha mHTOXpOM P450 3A4) MoXe 3HauMTETHO A2 YBEIINYH INIA3MEHATa KOHUEHTPALMA Ha

G ryTHKA30HOB NPOMMOHAT, KoeTo BOAH 10 MOX4EPTAHO HAMANCHHE HA CEPYMHATA KOHIEHTPALHA Ha
KopTH30M. [1o BpeMe Ha NOCTMAPKETHHTOBOTO H3M0/I3BaHe, HMA CHOOIIEHHA 32 EKAPCTBEHH
B3aHMO/ICHCTRBHA ¢ KIIMHHIHO 3HAYECHUE IIPH NALMEHTH, KOHTO TIOMY<aBaT, HHTPaHA3a/HO WM HHXANATOPHO,
(ITYTHKA30H H PHTOHABHD, KOETO BOXM 10 CHCTEMHH KOpTHKOCTepoHAHH edexTH. Ouakea ce
COHOBPEMEHHOTO JISYeHHE C HHXHOHTOpH Ha CYP3A, BKMIOIHTEIHO NPOBYKTH, CHABPAKAINH KGGHIHCTAT,
A YBENHH PHCKA OT CHCTEMHM KOPTHKOCTeponnuH edektu. KoMGunHpanero Tpabsa aa ce H36ATBa, 0CBEH
KO M013aTa NPEBUILIABA YBEAHUYCHHA PHCK OT CHCTEMHH KOPTHKOCTEPOHAHH eeKTH, B KOHTO cayqai
nauneHTuTe TpA6Ba Aa Ce NPOCIeNaBAaT 3a CHCTEMHK KOPTHEOCTEPORAHH ¢eKT.

Tpoyusanus ca mokasanm, ye ppyru HHXUOUTOPH Ha LIMTOXpOM P450 3A4 BOAAT 10 HE3HAMHTENHH
(epHTpOMHLIH) H clabd (KeTOKOHa30/) YBENMYEHHA HA CHCTEMHATA EKCTICIHIHA KbM (MIYTHKA30HOB
TIPONHOHAT, Ge3 3afenexuMO HaMaNeHHE Ha CepyMHHTE KOHLIEHTpAIlMH H2 KOPTH301. Benpekd Tona,
TIpETIOPD'iBa C¢ BHHMAHNE NIPK €NHOBPEMCHHOTO MPHEMAHE Ha MOLLIEH HHXHOHTOp Ha IHTOXpOM P450 3A4
(kaTo KeTOKOHa30M), Thif KATO CHIIECTBYRA NOTEHUMANHA BE3MOKHOCT 32 IOBHIIEHA CHCTEMHA €KCTIO3HLIHA
KBM (IYTHKA30HOB NPOMHOHAT.

Asenacmuros xudpoxnopud

He ca npoBewganu crieuyiantu npoy BaHes Ha B3aHMOIEHCTEHETO CBC crpeif 3a HOC, ChABPXKALY
43eNacCTHHOR XUAPOXNIOpUA. [TpoBesknaHy ca npoydBaHAs Ha B3aUMONEHCTBHETO [PH BHCOKH IEPOPATHH
nosi. Te, oBate, HAMAT oTHOWIEHHE KEM CITpes 3a HOC, CRABPKANI A3€MaCTHHOB XHAPOXJIOPHT, ThH KaTo
AYACHATE NPENOPEUHTENEH HA3AIHH JO3H BOJAT A0 MHOI'0 IIO-MANKA CHCTEMHA eKCIIO3HIHA.

Brnpekn Tosa, TpabBa na ce BHMMABA IIPH IIPHEM Ha A3NACTHHOB XHAPOXMOPHIL OT NALHEHTH, KOHTO
€NHOBPEMEHHO yNOTPeOABAT CeMATHBHH JIEKAPCTBA HWIH TAKHBA, NeHCTBAIIH Ha ITHC, Toii karo
CENATUBHHUAT eYEKT MOXKeE 1A ObJe YCHIEH. ANKOXONBT, ChILO MOXKE 1A 3ACHIH TOIH eexT (BX. TOuka 4.7).

4.6 @epTuAHTET, GPEMEHHOCT H KbpMeHe

Deprunvrter
Hanpdiu ca caMo orpanmveHy JaHHH BBB Bpb3ka ¢ depranuTera (Bx. TOUKa 5.3).

BpemenHocT
HsMa HanuYER 1a8HK 34 ynorpebara Ha a3eTACTHHOB XHAPOXIOPHA H GIyTHKAZ0HOB TIPOTTHOHAT OT

OpeMeHHH KeHH WIH Te ¢a OTpaHHYEHH. Hopamu ToBa, cipeii 3a Hoc JlaMucTa TpAGBa Ja ce H3NOI3Ba nmpu
BpEeMEHHOCT, caMo aKO NOTEHITHATHHTE IOA3H ONpaBAABAT NOTCHIHAIHHA PHCK 34 NIOKA

Knpmete
He e u38ecTHO nanu npunaranus B Hoca a3eNIACTHHOB XHAPOXJIGPHA/HETOBH METAGONHTH HIH

Ty THKA30HOB NPONMHOHAT/HErOBH METAGONINTH Ce OTAENAT B knpMara. Cripeff 3a Hoc Jlumucra tpadea ja ce
3101382 NO BpEME Ha KEPMEHE, CaMO KO NOTEHIHANHATA TI0/I3a ONPABAABa NOTCHIMATHAS PHCK 33
HOBOPOJEHOTO/KEPMAveTo {BXK. Touka 5.3).

4.7 EdexTn Bppxy cr10cobHOCTTA 33 modHpane H paGoTa ¢ MAIIHHH

JUMMHCTa He NORIHARA HITH TIOBHABA MPEHEBPEKHMO CIOCOGHOCTTA 33 modupade 1 pafora ¢ M




B M301HpaHH CilydaH, pH yroTpeGa Ha cipelf 3a Hoc JIMMHCTA MOraT A3 BB3HUKHAT YMOpa, OTNATHAIOCT,
H3TOLICHHE, 3aMagHOCT HIH CadocT, KOMTO MOTAT A3 ca NPHYMHEHH H 0T caMoTo 3aboiapare. B Tean
CITYYaH, MOXE IIa Ce BIIOIIH cnocoOHOCTTa 3a Modupane U paboTa ¢ MALMHH. AJIKOXONBT MOXKeE Ja 3acCHiH

TO3H e(eKT.

4.8 Hexenann JexapcTBeHH peaKUHH

Cren npunoxenne, 9€CTO MOXE Aa Bh3HHKHE JUCTeYy3us, CIeH@HICH 32 BEIECTBOTO HETMPHATEH BKYC
(ABmKal ce 9eCcTo Ha HeNpaBHAEH HAYHH HA TIPHIOKEHHE, & HMEHHO IPEKANEHO HAKJIAHAHE Ha I71aBaTa

Hasajg mpH ynorpe6a).
Hexenanure peakimn ca H30POEHH 10-A0MY 110 CHCTEMO-OPIaHHH KIIACOBE M YecToTa. YecToTHTe ce
OIIpEAENAT Kato;
MHoro gecTH (=1/10)
Yectn (>1/100 no <1/10)
Hewuecrn {=1/1 000 o <1/100)
Penxu (=1/10 000 no <1/1 C00)
Muoro penku =1/10 000)
C HenspecTHa 9eCTOTA (oT HAIHYHKTE JAHHH HE MOXE na 6be HAIPaBEeHA OLIEHKA)
YecroTa Muozo Hecmu Hevecmu Pedxu Muozo pedru C neussecmua
yecmu Hecmoma
CHeremo-
OpraHHA
KJI2C0Ee
Hapywenun ua CBpbX9yBCTBH-
HMPHRAmQ TENHOCT,
cucmema BIUTIOYUTEITHO
aHadpHIAKTAYHH
PEaKIHH,
8HTHOEAEM
{enem Ha NHIETO
HITH €3AKa H
KOXeH 00pHB),
OpoHXOCIAsEM
Hapyuienun na I'naBoGosme, 3amasaHocT,
HepsHama OHCTEY3HA COMHOJICHTHOCT
cucmema (HempuATEH {CHHITHBOCT)
BKYC),
HENpPUATEH
MHpPHC
Hapymenun* na Inaykoma, 3amsrreno
ouume YBEIHSEHO 3peHAe (Bxk.
BETPE0THO CBILO TOIKA
HATATaHE, 44)
KaTapakra.
Pecnupamopnu, | Enncrakcc. Hazaned Iepdopauns pa | Panu mo
2Py u IuckoMdopT HOCHAaTa HOCHATa
Meduacmunannu (BKIMOMHTERHO mperpana**, JIMrapdI@a
HAPYWERUR ApasHeHe, €pOo3nd Ha
napesne, JIUraBHIATA.
cbpbex B
HOCA), KHXaHe,
CYXOTa B HOCa,




KaLLTHUA,

cyxoTa B

TBPIIOTO,

Apa3HeHe B

TBPIOTO.
Cmomanrno- Cyxorap | I'anene
upessnu ycrara
HaApyUieHun
Hapywenun na OGpuew,
Kocama u NpypMTYC,
neoKoMcHama YpTHKapUA.
mbKan
Obuiu ¥Mopa
RADYUeHUR U (oTnagHanmocT,
eexmu Ha H3TOIIEHOCT),
MACMOmMY Ha cnabocT (BHEKTE
NPITONCERUE Touka 4.7)

* Hma MaOro Manek Gpoii cnoHTaHHH CHOOIIEHHA CNER NPOTBKATETHO HHTPAHASAHO JEHEHHE C
GIYTAKA30HOB MPOMMOHAT.

** Uma crobinenne 3a nepdopaliia Ha HOCHATa [perpaja clief HHTPAHA3aIHO H3MOT3BaHE Ha
KOPTHKOCTEPOHIH.

OT HAKOH HA3AIHH KOPTHKOCTEPOHIH MOTAT N3 BE3HHKHAT CHCTEMHH edekTH, 0COGSHO KOTaTo ¢e IIPHIAraT
BBEB BHCOKH JI03H 33 MPOARDKATENIHE NEPHONH (BXK. TOUKA 4.4).

TIpH fena, JIeKyBaHH ¢ Ha3aTHH KOPTHKOCTEPOUH, € HabmoaaBaHo 3abaesaxe B pacTexa. 3afaBane Ha
PacTexka € BE3MOMKHO H NPH IOHOIIH (BK. To4Ka 4.4).

B pearu ciy4au, OpH JBITOCPOYHO MPHICKSHHE HA HA3alNHH MIOKOKOPTHEOMAH e Gwia HaGmoaasaHa
0CTEONOpOo3a.

Croliapane Ha NOIOINPAHN HEKETAHH PEaKITUN
CroblnaBareTo Ha HONO3HPAHH HEXETAHH PeaKIH Ce] pa3pelIaBaHe 3a ynorpeba na ieKapCTBeHHA

NPpoAYKT € akHO. Topa no3BonsAea Aa NpoABMKK HAGMIOMEHHETO HA CHOTHOIIEHHETO HO3a/PHCK 34
TEKAPCTEEHMA BpoAykr, OT METHIMHCKHTE CNEUHANMCTH Ce H3UCKBA 43 ChOOIMARAT BCAKA NOAO3HpAHA
HeXeJNaHa peakuya 9pe3 M3NbIHHTENHA areHUMA 1o JIeKapcTBara, yi. ,,Jama I'pyes” Ne 8, 1303 Codus,
Ten.: +359 2 8903417, yeGcaiiT: www.bda.bg

4.9 Tlpeaocaupane
[IpH HasanHO NPAIOKEHAE He Ce 0YAKBAT PeakHy OT PeAO3HPAHE.

HsiMa HanAvHE JaHHA OT NALMEHTH 33 eeKTHTE Ha OCTPO H XPOHHAYMHO IIPeI03HpaHe ¢ HHTPaHA3ATHO
NpHACKEHHE HA QUIYTHKA30HOB NPOIMHOHAT.

HHTpaHasaTHOTO NPHIOKeHHe Ha 2 MIJIHTpaMa dyTHka3oHoB nporvoHar (10 meTH Hax
NpeNopEINTENHATA THEBHA A03a) ABA IETH AHEBHO, 33 MEPHOM OT celeM AHH, TIPH 3apany JoGpOBOIIM He e
oKazano edekT BPEpXy GyHxunara Ha xumoragaMo-xunoduso-nandnopeunara (HPA) oc.

IpranaraneTo Ha NO-BUCOKH JIO3H OT NMPENOPBUMTENHNTE, 34 IIO-TRABI NEPHOI OT BpEMe, MOXeE 13 NOBEIe
B0 BpeMEHHO NONTHCKaHe Ha HanOBsOpeynaTa dyHKImMA,




TIpu Te3n nauueHTH, nevennero ¢ JIuMHECTa HasaneH cnpeii Tpa0Ba 1a IPpOIBDKH NPH H03a, KOATC €
JOCTaTEYHA Ja KOHTPOJIHpPA CHMITTOMATE; HANOROpesHaTa $yHKUMA C¢ BR3CTAHOBABA 32 HAKOJIKO AHU H
Moke Aa 6bJie MpoBEpeHa Spe3 HIMEPBAHE Ha IUIa3MEHHA KOPTH3O0M.

B13 0CHOBa Ha PE3YNTATH OT OMMTH C JKHBOTHH, B CIIy4ail HA MpeN03HpaHe CIIEH CIIYYACH NEpOPaIcH NPHEM,
MOrar Ja ¢e OYaKBaT HaPYIICHNA Ha LEHTPAIHATA HEPBHA CHCTEMA (BKITIOYHTENHO CHHIIMBOCT, O0BPKBaHe,
KOMa, TAXHKAPAHA H XHTIOTOHHA ), IPHYHHEHH 0T a3eNacTHHOB XHAPOXJIOPHE.

JleueHneTo HA Te3M HApylIEHHS TpAGBa Aa OBbAC CHMOTOMATHYHO, B 33BHCHMOCT OT MOrBJIHATOTO
KOMMYECTR( C& IPENopEYBa IPOMUBKA HA cTOMaxa. HaMa HaBecTeH aHTHAOT.

5. ®APMAKOJIOIMYHH CBOMCTBA
5.1 ®apMakoaMHaAMHYHH cBoiicTBa

(apmakoTepaneBTHIHA rpyna: JIeKOHNeCTaHTH H APYTH HAIANHY TPENapaTH 3a JOKAIHO NPHI0KEHKE,
KOpTHKOCTEPOMIH/PryTHKaz0H, koMOunauny; ATC xon: R01ADSS.

Mexanuzvm na deticmeue u gpapmarodunamuunit eperxmu

Cnpeti 3a Hoc JIHMHCTa CBIBpAA a3eaCTHHOB XHAPOXJIOPHI H GNyTHKAa30HOB NPOIHOHAT, KOHTO HMAT
pasnHYyHH MEXaHM3MH Ha AelicTBHE H CHHEPri4HE e)eKTH 10 OTHOMCHHE NoacipeHNe Ha CHMIITOMHTE HA
aleprHYeH PHHHT H PHHOKOHIOHKTHBHT.

Daymura3oHoe nponioHam

DynTHKA30HOB NPONHMOHAT € CHHTETHYCH TPH(ITyOpHpaH KOPTHKOCTEPOH, KOWTO HMa MHOTO BHCOK
adMHATET KbM IIIOKOKOPTHKOHIHKA PEUEHTOD H CHIHO NPOTHBOBE3NANMTENHO ActicTBHE, HANp. 3-5 NBTH
MO-CHNHO OT JEKCAMETa30H NpH ONPEESIAHe Ha CBBP3BAHETO C KIOHAPaH YOBEIIKH INIIOKOKOPTHKOHACH
PELienTop H Ha T'eHHATA eKCHPECHH.

Azenacmunos xudpoxnopug

A3eJacTHH, IPOM3BORHO Ha (TaTa3MHOH, ¢e KIacH(HLIApa KaTO CHIHO, ARITONEHCTBALIO,
NPOTHBOAIEPIHYHO CHEAHHEHNE, cenekTneeH Hi-anTaroHucT, crabminsaTop Ha MACTOLMTHTE H
NPOTUROBLINATHTENHHA CBOHCTEA. JIAHHH OT ir vivo (NPSIKAHHHYHY) M in vilro NPOYYBaHUA MOKA3BAT, Y&
azenacTHH HHXHOHpa CHHTE3a WIH 0CBOOOKIABAHETO HA XUMHYECKATE MEAHATOPH, 33 KOHTO € H3BECTHO, 1e
YYacTBAT B PAHHHTE H KECHHTE €TAlH Ha ANepryYHUTe Peakiliy, Hamp. TeBKOTPHEHH, XHCTAMEH,
TpoMbGouuT-akTusapam paktop (PAF) 1 cepoToHHH.

ObnexueHHe Ha ANEPrUYHKUTE CHMITOMH Ha HOca ce Habnionana 15 MuHYTH ¢lel NPANOKEHUE.

Cnpeii 3a noc Jumucma

B 4 xnuHY9YHY MRIIMTBAHKA IPH BB3PACTHH H FOHOLIM ¢ aNepryueH PHHAT, EIHO BIPECKBAHE Ha CIpei 33
Hoc JlumMHcTa BBEB BCAKA HO3ApPA ABA IIHTH JHEBHO € NoACOPWIO 3HAMHTENHO HA3ATHHTE CHMITTOMH
(CBCTOALUM Ce OT PHHOpEs, HA3AIHA KOHIECTHS, KHX4HE ¥ CBPOESK B HOCA) B CPABHEHHE C Iauebo,
MOHOTEpAMH C 23€NACTHHOB XMAPOXTOPHI H MOHOTEPANHA ¢ (pNyTHKA30HOB nponnoHar. [1pH seHdkuTe 4
M3NHTBAHUA ¢a HAOIOAaBaKH 3HAYHTENHO MoRo6peH e Ha OYHATE CHMITTOMH (CHCTOAIH Ce oT Chpbex,
CBlI3eHe/HaBMaXKHABAHE H 3a4CPBABAKE HA GUMTE) M CBBP3aHOTO ChC 3a00NABAHETO KA9eCTBO HA JKHBOT HA
nauueHTETe (BBHOPOCHHK 32 KA4ECTBOTO HA XMBOT IIPH PHHOKOHIOHKTHBHT — RQLQ).

B cpaBHeHHe ¢ NPOAaBaH Ha Ma3apa CIpei 3a HOC, ChOBPKAL (UIYTHKAZ0HOB NPOTIHOHAT, CBC CIpeil 33 HOC
JIMMHCTa € TOCTHIHATO CBINECTBEHO NoacOpeHne Ha cHMnToMuTe (50% HaMaNcHue Ha TexkecTTa Ha
HAZAIHKTE CHMIITOMM) IHAYHTENHO NO-paHo (3 nuu u noseue). [To-nobpusr ederT Ha cnpeii 3a HOC
JHMuUCTa, B CpaBHEHHE CBC clpeH 3a Hoc ¢ QUIyTHKa30HOB NPOTHOHAT, € O MOAXbPKaH B €QHOrOAHIIHO
Npoy4BaHe, MPH NAUHEHTH ¢ XPOHHYEH NEPCHCTHPALY ATIEPrHYEH PHHHT ¥ HEANEpriHieH/BasoMOTOPEH
PHHHT.

INpu e3cneaBane, B KAMepaTa 3a H3NaraHe Ha alTepredH, OT Ipallell, TBPBO CTATHCTHYECKH 3HA
ofinexuaBane HA HOCHHTE CHMITOMH € HaGMonaBaio 5 MuHYTH clell prarane Ha Jiamu
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(B cpaBnenue c wiane6o). 15 MuHyTH Ciien npunoxenyeTo Ha JJumncTa 60% oT naumeHTHTe chobmasar 3a
KJIMHHYHO 3HAYHMO HAMAMBaHe Ha CUMITOMATHKaTa ¢ noHe 30%.

52 ®apmMakoKMHETHYHH cBolicTBa

Abcopbyus

Crea mHTpaHazanHO NPHIOXKEHHE Ha ABe BIPLCKBaHHA cnipel 3a Hoc JumucTa Ha Hoaapa (548 MUKporpaMa
a3eMaCTHHOB XHAPOXIOPHI H 200 MHKporpama ¢uryTHKA30H OIPONUOHAT), cpegHaTa (+ CTAHAAPTHOTO
OTKJIOHEHNE) MUKOBA [UIA3MEHA KOHUEHTPaUMA (Crnm) € G1na 194,5 + 74,4 pg/mL 3a azenactun ¥ 10,3+3,9
pg/mL 3a ¢myTrKa30HOB NPOMHOHAT, a cpenHaTa ofma excnoauumsa (AUC) 4217 + 2618 pg/mL*hr 3a
asenacTHH H 97,7 + 43,1 pg/mL*hr 3a dnyrHrazon nponuonaT. CpemHOTO BpeMe A0 MHKOBATa
KOHUEHTPAHS (tmm} 33 €MHHYHA 1032 € Gruto 0,5 uaca 3a azenactyd ¥ 1,0 gac 3a GyTHKa30H MPOINHOHAT.

CucTeMHaTa €KCTIO3HLMA HA (TyTHKA30H NPONMMOHAT € Ouna ~50% yBenwdeHa pH CpasHeHHe Ha cnpel 3a
Hoc Jlumucra ¢ npoaaBaH Ha masapa cnpeit 3a Hoc, ChAbpKaIL (IYTHKa30H TponuoHaT. Cnpeif 3a HoC
HJuMHCTa ¢ Ol eKBHBAICHTEH Ha NPOJABaHKA cripel 3a HOC ¢ a3¢NIACTHH IO OTHOLIEHHE HA CHCTEMHATA
€KCIIO3HINA Ha asenacTuH. HaMa fokazarencrea 3a ¢apMAKOKHHETHIHM B3aHMOOCIHCTBAS MEXIY
23eNaCTHHOB XHAPOXNOPH H QIYTHKA30HOB OPONHOHAT.

Pasnpedenenue
QIyTHKa30HOB NPOMHOHAT HMA BUCOK 06EM Ha pa3npeAelieHKe IPH CTALHOHAPHO CECTOAHHIE
(npubnusutenno 318 nurpa). CBBEP3BaneTo ¢ IUIAMERHUTE NPOTEHHH & 91%.

OGeM%LT Ha pasIpeAencHHE Ha a3eaCTHH € BUCOK, KOSTO NOKA3Ba PaslipecneHHe IPEIHMHO B
nepuepnara Thkan. HHBOTO Ha IPOTEHHOBOTO cBBp3BaHe ¢ 80-90%. JomniHEHUTEIIHO H ABETE
JIEKapCTBEHH BELIECTBA HMAT WHPOK TepaneBTHYEH npo3open,. I1o Tasy npuyiHA, peakiyH, KbIPKAIH ce Ha
H3MECTBAHE Ha JIEKAPCTBOTO OT MACTOTG MY Ha CBEP3BaHE, Ca MAJIKC BEPOATHH.

Buompancpopmarun

PnyTHKA30HOB NPOIHOHAT c¢ OTACIA OLP30 OT CHCTEMHOTO KphBoOOGpAaINEHHe, CCHOBHO 9pe3 YepHOApOGeH
MeTaloAH3EM 10 HEaKTHBEH MeTabOMHT Ha KapboKCHIOBaTa KHCeNHHA, upe3 ensuM CYP3A4 ot cacTreMara
oT unToxpoM P450. IToreHaTHAT $IYTHKA3OHOB NPOMMOKAT CHILO TIOLIEXKH HA EKCTEHIHBEH METabONM3EM
Ha MBPBOTO NPEMHHABaHe. A3EIacTHH ce MeTabonusnpa xo N-AC3METHN asenacThH upes pasmudnd CYP
H30eH3HMH, ocHOBRO CYP3A4, CYP2D6 u CYP2C19,

Ermmunupane

CxopocTTa Ha eNMMHHEPaHE Ha HHTPABEHO3HO [IPHIOkeH (IIYTHKA30HOB IPOMHOHAT € THHeHHa B
rpaHHuHTe Ha J03ara oT 250-1 000 MEKkporpama u ce XapakTepusnpa ¢ BUcoK mnasMeH xpsHe (CL=1,1
/min). [TukoBaTa NNasMeHa KOHLEHTPAIHA HAMANAEA ¢ IPHGIH3HTENHO 98% B pamMkHTe Ha 3-4 Yaca, Karo
CaMO HECKH TUTA3MEHH KOHIICHTPALMH ca Guiu acouuupanH ¢ 7,8 h TepMuHaieH NONyKHBOT. BLOpeIHHAT
KAHPBLHC HA (IyTHKa30HOB IPCNHOHAT € ¢ npeHelpexnMa croiinoct (<0,2%) 1 no-Manko o1 5% e nox
¢opmara Ha MeTaGoNHT Ha KapGOKCHIOBATA KHCENTHHA. [TABHHAT ITHT HA €JIMMMHHpAHE € Ypes OTAENAHe Ha
¢yTHKA30HOB MPOMHEOHAT H HETOBHTE MeTab0/IKMTH B ANBIHATA TEYHOCT,

TInasmMeHHAT NOMYKUBOT HA EAHMHHHDAHE CIeA €OMHUYHA 1032 a3eNacTHH ¢ mpubnmsurenso 20-25 waca 3a
a3ENaCTHH H OKOJIO 45 Jaca 32 TepaneBTHYHO AKTHBHEA MeTadoauT N-esMeTHN a3elacTHH.
EMTMMHUHHPAHETC C& H3BBPIIBE OCHOBHO ¢ H3OpakHeHHATA. [IOCTOAHHOTO OTAENIAHETO Ha MAIKH KOIHIESCTBA
OT JI03aTa B H3NPAKHEHHUATA IPEANONAra, 9¢ MOXKE 1A C& OCHIIECTBABA H3BECTHA SHTEPOXEMaTATHR

UHPKYTALA,

5.3 Ilpeaxaunugnn aauny 3a GesonacHocr

Draymurasonoe nponuonam

Pesynrarute ot o0IHTE TOKCHKOIOTHIHA HANIMTEAHAS Ca CXOJHM C Te3H, HaOMIOAABAHH [IPH APYTH
TIIFOKOKOPTHKOMAM H C& CBBP3BAT ChC 3aBHIIeHa GapMaKoMorH4Ha akTHRHOCT. FiMa Manka BepOATHOCT TE3H
Pe3yaTaTH Aa ca OT 3HAYCHHE 33 X0PaTa, HMAMKH HpeapHl MPEIOPEYHTETHATE HAZATHH JO3H, KOHTQ,




Ha0JII01aBAHH FEHOTOKCHYHH €eKTH OT (IyTHKAIOHOB NIpOTIHOHAT. B [OTRIHEHHE, HAM2 CBBP3aHO ¢
JI€YCHHETO HAPACTBAHE HA Y€CTOTATa Ha 06pajyBaHe Ha TYMODH, CIe/l NBYTORMIHH H3[IHTBAHHA C
HHXIAI{Hs PH TUTbXOBE H MHIIKH,

IIpoy4Banus C XHBOTHH Ca NIOKA3AIH, Y€ [IIOKOKOPTHKOMINTE NPEANIBHKBAT MandopMalHy, BKIFOTHTENHO
Lenxato HeGlle X BETpeMaTouHo 3a6aBaHe Ha pactexa. OTHORO, HMa MAJIKa BEPOATHOCT TOBA 14 € OT
JHAUCHHE 32 XOPaTa, HMAlKY MPeJBHA NPeNOPBIHTCAHKTE HA3aNHH A03M, KOHTO BOOAT 10 MHHHMAIHA
CHCTEMHA SKCTIO3HIMA (B%, To9Ka 5.2).

A3zenacmunos xudpoxnopud

A3eNacTHHOB XHAPOX/IOPHA, HE TIOKA3BA CEHCHOIIH3HPAIL MOTCHLIAAT NPH MOPCKH CBHHYETA. A3€1ACTHH He
€ MoKa3al reHOTOKCHICH DOTCHUMAI B CEPHA OT in Vitro W in vivo H3NHTBAHMA, HATO KapIMHOreHEH
NOTEHUHAI NPH IUIEX0BE H MUIMKH, [IpH MBXKKH H :EHCKH INILX0BE, NEPOpPATHH AO3H A3€NACTHH NO-BHCOKH
oT 3 mg/kg/ieH ca MpeAM3BHKATH CBBP3aHO ¢ 03aTa MOHIKEHHE HA HHZICKCA Ha PEpTUIIMTETa; MO BpeMe Ha
Npoy9BaHuA 32 XPOHHIHA TOKCHIHOCT, HE Ca YCTAHOBSHH HHKAKBH CBEP3&HH ¢ BEIIECTBOTO MPOMEHH B
PETPOAYKTUBHATE OPraHH HA MBXKHTE H KEHCKH KHMBOTHH. BhNpexH ToBa, eMOPHOTOKCHYHH K
TEPATOreHHH €PEKTH NpPH IUTBXOBE, MHUIIKH ¥ 3aHlH ¢a BE3HAKHAIH CAMO TIpH TOKCHYHH 33 MalfkaTa J03H
(Hanpumep, HabMIONABAHY ca CKENETHH MANGOPMAITMH IPH IUTEXOBE H MHIUKH C A03H 0T 68,6 mg/kg/neH).

Cnpeii 3a noc Jumucma

H3cnenpanusa Ha TOKCHYHOCTTA ¢ MHOTOKPATHA MHTPAHA3AIHA 1032 Cripei 32 Hoc JIHMHCTA, IpH TUTEXOBE 33
nepHoA 10 90 AHK U nipu KydeTa 3a 14 HHH He ca MOKA3aIH HOBH HEXETIAHH PEAKIHH B CPABHEHHE ©
OTOETHHTE KOMIIOHESHTH.,

6. @®APMAINEBTHYHH IAHHH
6.1 CnHcbK Ha TOMOLIHHTE BEIECTBA
JIHHaTpHeB eaeTaT

I'mumepon

MuxkpokpHcTansa Oenynoza

Kapmerosa HaTpHii

Tonucopbar 80

Bemzankonwes xnopun

{DEHHNETIIIOB AJIKOXO

Ipeuncrena Boaa

6.2 HechBMECTHMOCTH
Henpuaoxumo

6.3 Cpoxk na ronnoect

Byruanka ¢ obem 10 mi, ceanpxaiua 6.4 g cycnensua: 18 Mecena
ByTnnka ¢ o6eM 25 ml, ceanpxama 23 g cycneHsus: 2 roquau

Cpok Ha romHOCT NpH ynoTpeGa (cnex MEPBOTO OTBApAHE): 6 Mecela.

6.4 ChenHaiHu ycn0BHS HA CHIPAHEHHE

Jla He ce CBXPaHABA B XJIANHIHHK HITH 3aMpa3aBa.

6.5 BHIH coOLPKAHHE HA ONAKOBKATA

ByTanka, creknesa Tan I, TeMHa Ha LBAT, cHabAeHa Che Cpeli-IOMIIa, Ha3a/ieH NONHNPOIICHOB

anuHKatop (AKTyaTop) M 3amMTHA Kanauka. ByTwikara ceaspxa 6,4 g (Hal-manxo 28 n03u) U
Manko 1201034) cycneHIua.




Pasmep Ha onakoBxuTe:

1 6ytrnka ¢ o6em 10 ml, ceappkalua 6,4 g cycnemsns (Haji-Manxo 28 no3m).

1 6yTinka ¢ obem 25 ml, ceappkama 23 g cycnensua (Habi-manko 120 mo3u).

I'pynosu onakosky, ChABPXKALIM 64 g (10 GyTwnks, BCRKA ChABPAANA 6,4 g) cnpeli 33 HOC, CyCHeH M.
I'pynosu onaxoexy, chabpxamu 69 g (3 GyTanky, BeAka chabpkama 23 g) ciipeif 3a HOC, CyCIIEH3HA.
He BCHYKH BHOBE ONaKOBKY MOTAT A3 6BAAT MyCcHATH B npojaxGa.

6.6 Chenna/JHH NpeaNa3Hu MEPKH NPH H3XBLPJAHE H paGoTa

HsAMa CTieLIHAIHH H3HCKBAHIA 33 H3XBBPILIHE.

7. NMPHTEXKATEJI HA PASPEHIEHAETO 3A ¥YIIOTPEBA
Maitman EOO/]

Odnc crpaga ,,Cepauxa oducu™

Oym. CutasakoBo Ne 48, er. 7

1505 Codua

Brnrapna

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEGA

Per. Ne 20130142

9. HAATA HA I'bPBO PAPEHIABAHE/TIOJHOBSIBAHE HA PASPEIIEHHMETO 3A
¥IIOTPEBA

JaTa Ha mepBe paspemapane: Anpin 2013 r.
Jlata Ha nocnenHo NoAHOBABaHE: Snyapu 2019 r.

10. HJATA HA AKTYAJIH3HPAHE HA TEKCTA

07/2020
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