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1. AME HA JEKAPCTBEHHS ITPOAYKT

AnBecko 160 MEKpOrpaMa, pasTBOp IO HAATAHE 33 HHXANAIHS.
Alvesco 160 micrograms, pressurised inhalation, solution.

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

1 Ao3upaHO BIPLCKBAHE (IOCTaBEHA 7I03a OT MyHAIIYKa) ChABpXKA 160 MHKporpaMa NHKIC30HK]
(ciclesonide).

TIoMOmHH BEmMECTBA ¢ H3BECTHO JeiiCTBHE:
1 mo3upaHO BIOPLECKBAaHE ChALPKA 4,7 mg eTaHOI.

3a mbnHAEA COHCHK HA MOMOMHATE BEICCTRA BHKTE To49Ka 6.1,

3. JEKAPCTBEHA ®OPMA
Pa3TeOp NOA HAJISTAHE 32 HEXATAIHS.
Buctsp u Ge3npeTeH.

4. KJIAHHAYHH NAHHA

4.1 TepaneBTHYHH IOKAIAMHASA

ANBECKO € TTOKa3aH 33 JICYCHHE, HMAIIO 33 LIe)] NOCTHrAHE Ha KOHTPOI PH NEePCHCTHPANa aCTMa TIPH
BB3PACTHH H FOHOMH (Ha 12-rofuniHa Bb3pacT U HoBeYe).

4.2 Nlo3apoBKA H HAYME HA PHAIGKEHHE

To3H nexkapcTeeH NPOAYKT € MpeAHA3HAYeH CaMo 33 HHXAJATOPHO HPHIOKEHHE.

Jo3ApoBKa
IIpenopsKE 3a JO3BPaHE P BB3PACTHH H FOHOIIH:

IpenoprsaBanaTa j03a AyBecko € 160 MHKporpaMa BeIHBK JTHEBHO, KOSTO BOIH 10 KOHTPO/I Ha acTMaTa IIpH
noBegero oT nanueHTHTE. [lo-BHCOKH 1034 A0 640 MEKpOTpaMa Ha JicH (IPHIaraHl Karo 320 muxporpaMa
IBA ITETY AHCBHO) MOTaT A4 65aT H3MOA3BAHH NIPH TaUHEHTH ¢ TeXKa (popma Ba aCTMAa H IOKATO C¢
HaMalIiBa [03aTa HA NIEPOPANHITE KOPTHKOCTEPOHITH HIH CE Mpexparssa ynoTpebata M (Bx. Touka 5.1}. Ha
MAamHEHTHTE TPA0BA a3 UM ObJie NafieHa 1033 HHXATATOPECH MEKIIE30HH/, KOATO OTroBaps Ha TEKECTTa Ha
safonmpanero. C AnBecko 3anousa nogo0pABaHe HA CHMOTOMHTE B PAMKHTE Ha 24 yaca OT Ha4ajI0TO Ha
nedennero. Cre mOCTHraHe Ha KOHTPON € HeoOxoaumo no3ata ANBecko Aa Oble HEINBHIYaTHO THTPUPaHa
10 MHHHMAJTHATA, HeOOXOHMA 33 MOIBPKAHE HA JOOBP KOHTPON Ha acTMaTa. [Ipn HAKOH MAHCHTH
HamaJleHa 1034 oT 80 MHKporpaMa BEAHEK NHEBHO MOXKE 113 € ePEKTHBHO MIOAXBPHKAIO ICYCHHE.

"a AnBecko ¢ edekTHpHO. JlekyBamuaT nexap TpAOBa 13 B3eME OKOHYATENHOTO PeHICH]
ca BeUepHH HITH CYTPCHIHH. ‘




ITpu manHeHTHTE ¢ TEXKKA GopMa Ha ACTMA CHIICCTBYBA PHCK OT BHE3aNHH MPHCTHITH H [IPH TIX €
Heo0XOMMO PEIOBHO OlIEHABAHE HAa KOHTPO/IA HA ACTMATA, BKIOYBAN(0 (PYHKIHOHATHO H3CIE[BAHE HA
numaneto. [To-gectara ynorpeba Ha KpaTkoAeHcTBANTH OpOHXOAHIATATOPH 38 OBNAAABAHC HA ACTMATHYHHWIC
CHMITOMH, TIOKA3Ba BIONICH KOHTPOJI Ha aCTMaTa. AKO NAlHeHTHTE 3a0emexKar, 4¢ eleKTHBHOCTTa Ha
JICYEHHETO € KPATKOJCHCTRAIIH GPOHXOAKIATATOPH CIIaAa, HTH Y€ HMAT HyX/a OT IoBede 0T 00HIaiHns
Opoii HHXaNamMH, TpAOBA Ia e MOTHPCH MeIHIMHCKA moMo. [Ipu Takapa cHTyauus e HeoDdXomMa HOBa
OIICHKa Ha CHCTOSHHETO Ha MAlHEHTHTE H TPAGBa Ja ce OOMHC/IH NOBHINABAHE HA NPOTHBOBB3NANHTC/IHATA
Tepanug (HAOp. NO-BUCOKA J03a AJIBECKO 34 KPaThK NCPHOZ OT BpeMe [BX. TOUKa 5.1] WiH Kypc Ha JIedeHHE C
[IEPOPATHH KOPTHKOCTEPOoHH). Texxkure 060CTpAHMA Ha acTMaTa TPAOBa A1a Ce JIEKyBaT O CTAHIAPTHHA
HAYHH.

3a HAKOH CHENHAJIHY IAIMEHTH, HAMP. TAKHBA, 32 KOHTO ¢ TPYJHO CAHOBPEMEHHO /1a HATHCHAT HHXANATOPa X
1A BIMIIAT, AJIBECKO MOXeE [ia C€ IPHIIara ¢ PasnphCKBamo yerpoiicteo AeroChamber Plus.

Hayuenmu 6 cmapyecka ev3pacm u nayuenmu ¢ OvOpeunt ulY YEPROOPOLRY HapyuteHus

Hsma Hy»ga OT KOPEKIHA Ha A03aTa [IPH MAOHEHTH B CTAPYECKA BH3PAcT HIH MPH TAKHBA C YBPCKIAHE HA
gepHOApoOHaTa Hiu Ob0peanaTa yHKIus.

Heduampuuna nonyaayus
BesonacHOCTTa M e()HKACHOCTTA Ha AJIBECKO PH Jea Ha BH3pacT nox 12 rogusu He ¢a YCTaHOBEHH.
JIMICRaT JaHHH.

Hauun Ha DpUIOKEHHE
Jla ce ezemam npednazuu mepxu npedu paboma uny nPUIOCERUe HA AEKAPCMBERUR NPOOYKM.

HamueHTsT Tpa6a qa Obe MHCTPYKTHPAH Kak Ja H3NMOI3Ba NPaBHIHO HHXAIATOopa.

AKO HHXAIATOPBT € HOB HIIH He e OHJI H3NOI3BaH B MPONL/UKCHHE Ha €IHA CeIMHIIA H)IM NOBEYE, €
HeoOXOAMMO Ja CC HAmpaBAT TPH BOPLCKBaHKA BHB Bh3Ayxa. He e Heo6xoauMO Ja ce paskialng, 3amoTo
tbopmara € TedeH acpo3on.

3a npeanosHTaHe € N0 BpeMe Ha WHXATALHATA HANHEHTET a € CEAHAll HIIH NPAB, 4 HAXATaTopET Tpabea Aa ce
JBPKH H3NPABEH, KATO MANCITHT MPAXLPKA NOMHHSA Kpaif o MyHIIyKa.

HucTpykTHpaiiTe nanpeHTa fa MaXHE KaNadeTo Ha MYH/IITYKA, Aa DOCTABH HHXATIATOPA B YCTaTa CH, 1a
00rbpHE MyHIYKA C YCTHH H a BAHma 0aBHO H As160K0. 1o Bpeme Ha BAHINBAHETO MPE3 yCTaTa FOPHHAT
Kpail Ha MEXanaTopa TpiAbBa Aa ce HaTHCHE Hagony. Cien Tosa manHeRTATE TPIOBA fa M3BAMAT HHXANATOPA
OT YCTaTa CH H Ja 3aXbPXKaT AMIIAHETO CH 33 OKONO 10 CeKYH/IH, KM TONKOBA TBJT0, KONKOTO HM € YAOOHO.
ITaumesTET He TpAORA A3 H3XAIIBA OGPATHO B MHXANaTopa. Ha kpas nauuenTHTe TpAGBa Aa H3AMMAT 6aBHO M
Jia IOCTABAT OTHOBO KANAa4eTO Ha MyH/IITYKA.

MyRmIyKET TpsOBa Oa ce MOYHCTBA EXECEIMATHO Che Cyxa Kbpna. HHxanaTopsT He TpaAbGBa Aa ¢e MHE HITH
MOCTARSA BHB BOJIA.

3a HHCTPYKIHH OTHOCHO yToTpeOaTa Ha TeKapCTBEHHSA NPOAYKT IPEAH NPHIIOKEHHAE, BHKTE TOTKA 6.0.
4.3 IIpoTHBODOKAIAHUA

CBPBXUYBCTBHTEHOCT KEM aKTHBHOTO BEMIECTBO MM KBM HAKOE OT MOMOIIHHTE BEMIECTBA, H30POCHH B
TO4Ka 6.1.

4.4 CrenHAIHH NpeIyNpeRACHAS H NPeINa3HH MEPKH NpHA ynorpeda
TTonoGHO Ha BCHEKH JPYTH HHXAJIATOPHH KOPTHKOCTEPOHIH, AJBECKO TPAOBa [a ce mpiIara BHAMATEIHO

IIpH NAIMEHTH C aKTHBHA W JIaTeHTHa Genoapobna Tybepkynosa, re0HUKOBH, BAPYCHH HiiH & HH
HHGpEKIHUH H CaMO, aKO T¢3H NAIHEHTH HMAT afeKBATHO JICUCHHE. ?@—\\.\M o ’76
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INTomo6Ho Ha BCHYKH APYTH HEXANATOPHH KOPTHKOCTEPOHM, AJIBECKO HE € NOKa3aH 3a
aCTMAaTHKYC (status asthmaticus) WIH QPYTH OCTPH €ITH300H HAa 4CTMaTa, KOUTO H3HC
HIIH CTICIIHH MEPKH.



Tono6Ho Ha BCHIKH APYTH HHXATATOPHH KOPTHKOCTEPGH/H, ANBECKO HE € HpeAHasHa%eH 3a oDneKgaBane Ha
OCTPH aCTMATHYHH CHMIITOMH, KOMTO U3HCKBAT IIPHIIATAHETO Ha HHXAJIATOPHH ﬁpomommm‘a'ropn C Kparko
neiicteue. [TaimenTyTe TpAOBa 1a GBAAT NOCHBETBAHM Jia AMAT IIpH cebe CH noo6Ho IeKapCTBO.

B13MOXHO € [a ce IPOABAT CHCTEMHH edeKTH HA HHXATATOPHUTE KOPTHKOCTEPOH/IH, 0COOEHO aKo ce
OpPCANHCRAT BEB BHCOKH RO3H 33 NPOABL/DKHTENHO BpeMe. BeposTHOCTTa 33 TAKABA e()eKTH € MHOTO N0-MaJIKa
B CPaBHEHHE € NEPOPATHATE KOPTHKOCTEPOMTH. BBE3MOXHHATE CHCTEMHAH e(eKTH BEIIOYBAT MOTHCKAHE Ha
Haa0b0peKa, 3abaBAHe HA PACTEKA TIPH Jella U I0HOIIH, HAMANISBAHE HA KOCTHATA MUHEDAIHA IUIBTHOCT,
KarapakTa H TIAYKOMa H MO-PAAKO, PEAHLUA ICHXONOTHIECKY | [OBEICHICCKN e(ekTH, BRIOYBALIH
TICHXOMOTOpPHA CBPBXAKTHBHOCT, Pa3cTpoiiCTRA Ha ChHS, TPEBOXKHOCT, JAEMPECH HIH arpecuBHOCT (0COOEHHO
IpH Jiena). 3a TOBA € BAXXHO A033Ta HA MAXAIATOPHHA KOPTHKOCTEpons Ja Obae THTpHpaHa A0 MUHHMAIHATA,
Heo0X0MMa 3a HOAXLPKaHE Ha eEKTHBEH KOHTPOM Ha 3CTMaTa.

llegga; PHYHA DOTYIarus

Hpcnop'bq];a Ce PeHOBHO CJICACHC HA BHCOUHHATA Ha Nela H I0HOIIH, NONy3aBaliH IlpOJI'BJ'DKHTeJ]HO JICYCHHAE C
HHXQIATOPHH KOPTHKOCTEPOHIH. AKO pacTexhT € 3alaBeH, TepamasaTa TpAGea Aa 6pae npepasrienada ¢ uen
peAynEpaHe Ha 103aTa MHXATIaTOPeH KOPTHKOCTEPOH, 4KO € Bh3MOXCHO /IO Hali-HHCKATa 1034, [IPH KOATO ce
noaabpka eHCKTHBHO KOHTPONHPAHE Ha ACTMATA. JIOMBIHATENHO TpAOBa Aa ce 0OMHCITH HacoYBaHe Ha
NalHeHTa KEM CIICHAMIHCT [0 OeTCKH PCCIMHPATOPHH 3300/IABaAHHY.

YepronpobHo yepexiane
Hsma faHA 33 DalMEHTH ¢ TEXKKO YBPEKIaHe Ha depHoApoOHaTa QyHKIHA. [Ipy ArMEeHTHTE ¢ TEXKO

9epHOAPOOHO YBPEXKIAHE CE OYAKBA NOBHIICHA eKCIIOIMIHMA | TIOPAJH TOBA TE3H NMANHEHTH Tpabsa na Gbaar
HabmonaBaHH 3a NOABATA HA NOTEHIHAIHH CHCTEMHH etheKTH.

Yepexpade Ha HanOs6peunnTe xne3n

TlonauTte 0T HEXANATOPHMS LHKJIE3OHN TPAOBA 1a HAMAIAT HyXKaTa OT NEPOPATHH CTeporIu. Berpeku
TOB4, IPU MAIKCHTHTE, IPEMHHABAIY OT NEPOPAIHH CTEPOHH HA HAXAIATOPEH IHKIIC30HM/I, OCTaBa PHCK 33
HapymIeH HaAOBOPedeH pe3epB B MPONLIKEHHE HA JHATUTENHO BpeMe CIle/l IPEMAHaBaHeTo. BeposTaoctra
Ja C€ NPOABAT CHOTBCTHH CHMIITOMH OCTaBA 34 HIBECTHO BpEME.

IIpH TaKWBa NAIHEHTH, IPEIH ONPEICACHH NPOLEAYPH MOKE 1a € HEOGXOMAHM CBBET OT CHCIHATHCT 3a
ONpenesHe HA CTENEHTA HA YBpex/aHe Ha HanOs0peunaTa GpyHkuds. BHHArH B CYy4aH HA CNICIIHOCT
(MeAVIMECKA WIH XHPYPTHIHA) H IPH ONPE/ICIEHH CHTYALHH, KOHTO GHXa MOTIIH J1a IPHAMHAT CTpec, Tpibsa
Jia e HMa IPEABHA BB3MOKHOCTTA 38 OCTATHYHO YBPEKIaHe Ha OTTOBOpA Ha HANOKOPEKA H A ce 0OMHCIH
NOAXONANIO ICUSHHE ¢ KOPTHKOCTEPOM/IH.

B cny4au Ha IpeMHHABaHE HA MALHEHTH OT JICUYEHHE ¢ IePOPaTHH KOPTHKOCTCPOMIH:

[IpeMuHaBaHeTO Ha MAUMCHTH, 33aBMCHMH OT NICPOPAIHATA TEPANHA ¢ KOPTHKOCTCPOMIH, KbM HHXANaTOPEH
IMKJIE3OHM]T H NOCTCABAIIOTO HM JISISHHE H3HCKBA OCOOSHH IPIDKH, TIOHEXE PH3CTAHOBIBAHETO HA
YBPEACHATA OT NPOTBIDKHTLIIHATA CHCTEMHA CTEPOHIHA TePanis ANPeHOKOPTHRAIHA QYHKIHSA MOXe Ja
OpOBIDKH 3HATHTEIHO BpEME.

[faiedTHTE, KOMTO Ca OHIH NIEKYBaHH CHC CHCTEMHH CTEPOHM MPOABDKHTEIHO BPEME HITH BEB BHCOKH
A03H, MOTAT Ja HMAT NOTHCHATA (YHKIMS Ha Kopara Ha HaaGsOpexa. [IpH Takysa nammeHTs QYHKIHATE Ha
KOpaTa Ha HanOnOpeka Tpa6Ba fa ce creu peJOBHO | 03aTa HA CHCTCMHNTE CTEPOMH Ja CC HAMANABa
Ipe/nasTieo.

Crent OKOJIO €MHA CEIMHIIA CE 3aM09BA NOCTENCHHO CIHPaHe HA CHCTEMHHTE CTEPOHIH Ypes HOHHKABAHE HA
N03aTa ¢ 1o 1 mg NpeZIHK30/10H Ha CEAMMIIA HITH C SKBHBTCHTHA J03a. 3a NOLIbPIKaIH 1

CEIMHIHH HHTCPBAITH.
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HsxoHn nanmueHTH ce TyBCTBAT 3I€ IO HecneundHIcH HAMHH N0 BpeMe Ha ¢asaTa Ha HaMaNABAHE, BBIPCKH
3aMa3BaHeTO WM JOPH NoxobpenreTo Ha auxartennara pyakims. Te Tpabea Aa GbAaT HackpYaBaHH Aa
NpOIbIDKAT yHoTpeOaTa Ha HHXaNATOPHHA MKIE30RM, KAKTO H TIOCTENCHHOTO CIKPARe Ha CHCTCMHHA
CTEPOHJ, OCBEH 4KO HE Ca HaMHIe 00eKTHBHE GenesH Ha HAAOKOpEIHa HEAOCATHUHOCT.

TlanueHTHTE, IPEMUBAIHE OT JIEYCHHE C [IEPOPATHH CTCPOXH, THATO PYHKIHA HA KOpaTa Ha HaxOBOpeKa ¢ Ree
oIe yBpezeHa, Tpa0Ba Ja HOCAT IpeAyIpEAUTENHA KapTa, TOCoYBaIla, 9¢ HMAT HyXKAa OT HOIbIHHTEIHH
CHCTEMHM CTEPOHIH B IIEPUOH HA CTpeEC, HAamp. BAOMIABAHE HA ACTMATHIHHTE NPHCTHIH, GemoapobHH
MH(EKIHH, TEXKH HHTEPKYPEHTHH 3a00NABaHNA, XHPYPIHIHH ONEPAIHE, TPABMA H T.H.

3aMecTBaHETO HA CHCTEMHOTO CTEPOHIHO JIedeHHE ¢ MHXAJATOPHS TEPanHA IOHIKOTa MOXKE J1a ACMackHpa
aneprudH 3a00NMBAHMA KATO ACPrHYCH PHHHT HIM €K3€Ma, KOHTO Z0 TOTaBa Ca OHIH KOHTPOJHPaHH OT
CHCTEMHOTO ICHCHUE,

Hapanokcaren GpOHXOCHA3LM C BRE3AMHO 3aCHABAHE HA XPHNOBETE HIH HA APYTH CHMIITOMH, TIOKa3aTEIHA
3a GpOHXOCHa3EM, HENIOCPEACTBEHO cliefl IPHEMAHETO HA J03aTa TPAOBa Jia Ce JieKyBa ¢ HHXANaTOpeH
KpaTKoAeiicTBa GPOHXONHIATATOpP, KOETO OOHKHOBEHO BoH 110 Gbp3o monobpenne. [amuerTsT TpaGBa 12
Onae npernenad u TepanusTa ¢ Anpecko TpabBa Ja NPOIBIDKH eIUHCTBEHO, KO ClI6] BHHMATEIHA NPEIICHKA,
09aKBaHATa N10/13a € MO0-TOMAMA OT BB3MOXHHAA PHCK. TpAOBa 13 ce HMA NMPSABHI KOPENAUATA MEXTY
TeXeCTTa Ha aCTMaTa H o6I[aTa CKNOHHOCT KbM OCTPH GPOHXMANHH Peakiuy (BXK. T0UKa 4.8).

Tps0Ba peAOBHO A3 C& KOHTPONHPA TCXHHKATA HA HHXAMHPAHE HA MAIHEHTHTE, 32 JIa ¢ IPOBEPH Jaind
BIPBCKBAHCTO € €THOBPEMEHHO C HHXAIHPAaHETO, 38 A3 CC OCHIYPH OIITHMAJTHO AOCTHIAHE 00 benure

Apobose,

Tpabpa na ce H36ATBA CIHOBPEMEHHO JICICHHE C KETOKOHA30M HIIH APYTH MOMHY HExHOuTOpH Ha CYP3Ad,
OCBEH aKO MON3aTa HE € MO-TO/IAMa OT NOBHINEHHS PHCK 33 CHCTEMHH HeXeJIaHH JICKAPCTBEHH PCAKLHH Ha
KOPTHKOCTEPOHANTE (BK. TOUKa 4.5).

Tora nexapcTBO ChABPKA 4,7 mg ankoXod (eTaHO) BEB Besika J03a. KonmdecTBOTO B 103a OT TOBA NEKapCTBO
€ CKBHBAJIEHTHO Ha NO-MajKo OT 1 ml 6upa unu BuA0. MaikoTo KOIHYeCTBO AIKOXO0HI B TOBa JIEKapCcTBO HAMa
Ja HMAa HAKAKBH 3abenexumn edhekTu

4.5 BaammoaeiicTBHE ¢ ADYTH JICKapCTBEHH MPOAYKTH H APYrR OPMH HA B3aHMOACHCTBHE

In vitro npoyuBanmaTa NOKA384T, Ye OpH X0pa CYP3A4 € OCHOBHHAT €H3UM, aHTKAPAH B MeTabonuiMa Ha
aKTHBHaTa (popMa Ha IHKIIE30HHA M1.

B npoyqpane Ha B3auMOAEHCTBHATA ¢ UKIIE30HM H KETOKOHA301, KaTo MomeH HEXHOuTOp Ha CYP3A4, ¢
YCTaHOBEHO, 9€ IIPH JOCTHraHC Ha CTALHOHAPHO ChCTOAHHC EKCHO3HIUATE Ha aKTHBHHI MeTabonaT M1 ce
TIOBHIIIABA OPHOIH3IHTEIHO 3,5 ITHTH, OKATO EKCTIOMIIAATA HA HIJIC30HH/ 0CTaBa HenpoMeHena. [lo Tasu
OpHYHHA EAHOBPEMEHHOTO NPHIAraHe Ha MoIHH HExHOHTOpH Ha CYP3A4 (Hanp. KETOKOHA301I,
HTpaKOHAa30J1 H PHTOHaBRD HWiIH HengaraBHp) TpabBa na ce H304TBa, OCBEH aKO NOI3aTa HE OPEBHIIARA
NOBHILCHHS PHCK OT CHCTEMHH HEXENAHH JICKapCTBCHH e()CKTH Ha KOPTHKOCTEPOHAMTE.

4.6 ®eprannTer, GpEeMENROCT H KEPMEHE

®eprumrer ¥ GpeMeHHOCT
Hama anexpaTHE H KOHTPOITHPaHH NPOYIBaHHA IpH OPEMEHHH HKEHH.

Tlpu opoyuBaHHs C )KMBOTHH € YCTAHOBEHO, Y€ TTIIOKOKOPTHKOHANTE MPEAM3BHKBAT MaN(popMaliH (BXK.
To4ka 5.3). Manko € BepOosATHO TOBA A3 CE OTHACA 3a X0pa, IPHEMALN NPENOPEYHTEIHATE JO3

HHXAJIHPAaHE.




[Togo6HO Ha APYTH [ICKOKOPTHKOKAK, UMKIE30HMA TpIOBa Ja ce IPIIIATa N0 BpeMe Ha OpEMEHHOCT, CaMo
aKO OYdKBAHATA 1033 32 MAHKATA OMpaBaBa MOTEHLMATHHA PHCK 32 IUozia. Tpadsa Ja ce H3mon3Ba
Haji-HucKaTa eheKTHBHA J034 OHKIC30HMT, HEOOX0AHMA 38 MOARBKAHE Ha aJ¢KBATEH KOHTPOJ H3 aCTMATA.

Jlenata, poaeHH OT MaifKH, KOHTO Ca [I0JyJaBali KOPTHKOCTEPOUM IO BpeMe Ha GpemennocTTa, Tpabea 1a
ObaaT BHUMATETHO Ha(/OAABAHM 33 XHIOANPEHATHIEM,

Knpmene
He e u3BecTHO faIH MEXaNATOPHHUAT MHKIE30HH] CE EKCKPETHPA B HOBEIIKATa KbpMa. IIpHnaraHeTo Ha

[MKJIE30HH/] Ha KCHH, KOHTO KEPMAT, TPSOBa ia ce 0OMHCIIH caMo B ClTy4ali, 9¢ 09aKBaHATA (10133 38
MaiiKaTa € 0-To/IAMa OT BE3MOKHHS PHCK 3a JIETETO.

4.7 EdexTH BLpXY cnocobnoCTTa 32 modupane H pafora ¢ MAaMIMAR

AnBecko He MOBIMABA WM NOBIHABA NPSHEOPEXUMO criocobHOCTTa 3a ModHpane B paboTa ¢ MAIlMHH.

4.8 Hexenann JeKAPCTBEHHE PEAKIHA

Oko710 5% OT MAMEHTHTE Ca HANKHTAIM HeXEJIAHH JEKAPCTBECHHA PeakHK PH KIIHHITIHY IPOYYBaHHA, KaTO

Asmecko e 611 naBan B no30BHA kHTepBan 40 1o 1 280 MukporpaMa BeAHEX AHeBHO. B moBedeTo cmyau Te
ca GHITH JICKA W He Ca Hanaram NPeKLCBae Ha JEYEHHETO C AJTBECKO.




YecroTa Hevectn Penxn (1/10 000 — C Hen3BeCcTHA
(>1/1 000, <1/100) 1/1 000) qecToTa
CHeTeM0-0praneH KIAac
CrprevHH HApPYIIEHHA Maymurramas* *
CroManiHo-9pepHH T'anene, nosppmiane* | Kopemun domm*
HapyImIeHUS Jlom BKYC Aucnencus*
O6u HapyIeHUd H Peaxuuin Ha MACTOTO
edexTH Ha MACTOTO HA Ha NPUNOKEHHE.
TIPHIICKEHHE Cyxora Ha MACTOTO
Ha IPHIIOKEHHE.
Hapymenus ra AMyHHATa ARrHOENEM
CHCTEMA CrpBhXIyBCTBHTENHOCT.
Hudexmmu u uadecraimn | Opanmna dyHraanua
uHbeKig*
Hapymenna Ha HepBHaTa I'maBoGome*
CHCTEMa
emxwany Hapymenus TlcuxoMoTopHa
CBPBXAKTHBHOCT,
HapYIICHHA Ha CHHA,
TPEBOXHOCT,
JenpecHs,
arpecHBHOCT, NPOMEHH
B [OBENCHHETO
{DpeaHMHO TIpH JcHa)
PecnmparopHH, rpbaHE H Jpe3rasocT Ha riaca
METHACTHHAIHH Kamumna cnen
HapyImeHHs MHXamapane®
Ilapagokcanen
OpouxocmazsM™
Hapynienus na xoxkata 1 Ex3ema u o6puB
MOJKOHATA ThKaH
Cra08H HapynieHus XuneproHHs

* Cxozned WM mo-MansK Opoil HHIMIACHTH B CpaBHEHKE C Inane6o.
** [Tanmaraiun ca 61im HabN0AaBaHH HAH-1ECTO P KITHHUYHH H3MUTBaHAA ChC CIYYaH, YCI0KHECHH
ChC CBBMECTHO IPWIOKEHHE HA JIEKAPCTBA ¢ H3BECTCH e(eKT BEPXY CHPIETO (Hanp. TeOGHIHA Wi

canbyTramon),

TMapagokcanHHAT OPOHXOCHAIHM MOKE Aa CE IIOABH BEAHATA ClICT TIPHEMA HA [I03aTa ¥ APEACTABIABA
HecnenHQHIHA OCTPa PEaKIMA KbM BCAKAKBH HHXATIATOPHH JICKAPCTBEHH NPOXYKTH, K&TO MOXe Ja €
CRBP3aH ¢ AKTHBHOTO BEUIECTBO, [IOMOIHOTO BEMIECTBO WIH OXNAXAANHA eeKT Ha H3NAPEHHETO IPH
HHXANATOPKTE ¢ Ta3 oy, Hansrane. [IpH TexkH cydan TpaGBa /a ce MMa IPE/BYJ CITMPaHETo ynoTpedata

Ha AJIBECKO.

Cucremun edeKTH Ha HHXAIATOPHHTE KOPTHKOCTEPOMIH MOT'aT [a C€ MPOABAT 0COOSHO NPH MPEANHCAHH
BHCOKH 03H 33 IPOIB/DKHTENHO BpeMe. Br3MOKHHUTE CHCTEMHH e(EKTH BKIIOYBAT CHHAPOMA Ha
Kymmnr, Kylmsarou 1o npoMens, notuckane sa HanosOpenute, 3a0apsHe HA pacTeika IPH felia H
JOHOIIIH, HAMATICKAE HA KOCTHATA MUHEpAIHA [LTBTHOCT, KATAPAKTa, TayKoMa (BXK. CBII0 TOUKa 4.4).

Cro6magane Ha DOJO3WpaHA HEXKEIIAHH PEaKIun

CrobmasaHeTo Ha NONO3HPAHH HEXENAHH PEaKLHH CIIE] Pa3pelaBane 3a yIoTpe
MPOAYKT € BaxkHo. ToBa mo3BoNABa Ja MPOIBIDKH HaGMIOAEHHETO HA CHOTHOIIE!
TMeKapCTBEHUA MPOAYKT. OT MEIMUMHCKITE CIENHAIMCTH CE H3UCKBA Ja CHOOm




AEKENaHA peakiis Ha VI3IThIHHTEHA areHIaa no JckapcTsara yil. ,,Jlaman Ipyes” Ne 8, 1303 Codms,
Ten.: +359 2 8903417, yebcaiit: www.bda.bg.

4.9 IIpenosupane

Ocrtpo:

MHXaTHPAHETO HA TMKIE30HHN B €HOKDATHa 1032 oT 2 880 MHKpOrpaMa 0T 3paBH KoGpOBOIIH € Oilo
MOHECEHO A06pe.

BepoaTHOCTTa 33 OCTPH TOKCHYHH PCaKIHM el IPENO3HpaHe Ha HHXAIATOPEH IMKIIC30HM]] € HHCKA.
Crnex 0CTpO Mpeo3HpaHe He ¢ HeoOXoaMMO CrielHGHIHO NCUeHHE.

XpoHHIHO:
Cnex mpoXbDKHTEIHO npHiarane Ha 1 280 MHKporpaMa UMKIE30HH], HE €2 HAOMOAaBaHH KITHHETHH

fenesn Ha moTHCKaHE HA HAXOBOpennTe. BLIOPEKH TOBA, 8KO MPOALDKUTEIHO BPEME CC MIPHEMAT 03K,
IO-BHCOKH OT NPENIOPBIAHATE, HE MOKE Ja Objie HIKIoeHo OTHCKAHE Ha HanOOpeunaTa QyHKIHS.
Mosxke 1a ce HalloXKH cileieHe Ha HanOLOpeTHHA pe3eps.

S. ®APMAKOJIOTHYHH CBOHCTBA

5.1 @OapMaAKOIHHAMAIHH CBOHCTBA

dapMakoTepancBTHYHA rpyna: Jpyry IeKapcTea 3a IeIcHHE Ha OOCTPYKTHBHH 3a00/19BaHHA Ha
AuXaTenHuTe MeTHIE, Maxanaropn, Dmokokoprakonnn, ATC kox: RO3B A08

Mexanu3bsM Ha JeficTBHe

TTHKIC30HH/] IPOSBABA HHCHK AQHHHTET 33 CBHP3BAHE KBM IVIOKOKOPTHKOHAHHTE penentopu. Cnex
IIEPOPAJTHO HHXAIHPAHE, TAKIE20HM/] IPETHPILIBA EH3MMHO NIPEBPEIane B GenuTe ApoOOBE 10 HETOBKSA
ocHosen MeTabomuT (C21-pecMeTHNIPONHOHHI-ITHKIC30HHT ), KOHTO HMa CHIICH NIPOTHBOBE3MATTHTEACH
e)eKT H 1o Ta3H NPHYHHA CE PHEMA, I€ € AKTHBHHAT METa00MMT.

Knunnuna epHKacHOCT H Ge301aCHOCT

[Tpu yeTHPH KIMHWIHK NPOydIBaHHA € JOKA3AHO, Y€ MUIIICIOHH/] HAMAJIABA CBPBXPCAKTHBHOCTTa HA
IHXATEXHHTe THTHINA KbM aIeH03HH MOHO(ochAaT NMPH XMIIEpPEaKTHBHH MALMMCHTH ¢ MAKCHMaleH eQeKT,
HabmoxaBaH mpH 1no3a 640 Mukporpama. [Ipn apyro mpoyupaHe NpeJBapHTEIHOTO JTEICHHE C
IHICTE30HH, B IPO/(b/DKCHAC HA CE/ICM JHH 3HAUHMO 0TC1abBa Peaki[UHTE OT paHHATa M KhCHATa dhasa
CJIeH ITPOBOKALMHS C HHXanaropeH anepred. ChIIo TaKa € YCTaHOBEHO, 9€ ICUEHHETO C HHXANATOPCH
IHK/IE30HH]] HAMATIABA NOBHICHUETO Ha Gpoi Ha BE3NATMTENHATE KIeTKH (0611 6poii Ha eozuHOdMIATE)
H MEHATOPHTE HA BE3NAJCHAECTO B HHAYLHPaHa XpAuKa.

E/HO KOHTPOIHPAHO IPOyYBaHEe CPABHABA 24-UaCOBHTE IIA3MEHH KOHUEHTpanHu Ha kopruson AUC npH
26 BB3PACTHH NAIAEHTA C aCTMa ClIe] 7-IHEBHO nedenne. B cpaBHEHHE ¢ mwiane6o, ICICHHETO C
mukne3orny 320, 640 u 1 280 MukporpaMa/AcH He € NPeAM3BHKAN0 CTATHCTHYECKH 3HATHMO HAMAIIABAHE
Ha CPEJHHTE CTORHOCTH Ha ILTA3MEHHs KOpTH30J 3a 24 gaca (AUCp.24/24 waca), HuTo ¢ HabmoaBaH
Z0303aBICHM eieKT.

[fpu eAHO KIHHWIHO H3MHTBaHe, 00xBamanio 164 BL3paCcTHH NALMEHTH C aCTMA OT MBXKKH U XCHCKH I1011,
IMHKNEe3oHHN € 61 npunaran B nosu oT 320 Makporpama wix 640 Mukporpama/ieH B NpOABIDKEHAE Ha

12 cenmunu. Cnex cTuMynaims ¢ 1 1 250 MEKporpamMa KO3UHTPOIHH HE ¢a HabmoapaHH 3HAYHMH
IPOMEHH B IUIA3MEHHUTE KOHIIEHTPAIHH Ha KOPTH30/Ia B CPaBHEHHE ¢ mianeso.

JBoiino-ciend, miane6o KOHTPOIHPAaHH NPOYYBaHHA ¢ NPOXBDKHTENHOCT 12 ce
IOHOIIM ¢a MOKAIAH, 1€ JICYCHHETO ¢ IUKIIE30HUA BOIH 10 oAo0paBane Ha Geno
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u3Mepeno dpe3 FEV| 1 BEpX0oBuA excompaTopes Ae¢OHT, MoA0OpABaHC HA KOHTPONIA HA CHMITOMHUTE Ha
acTMaTa M HAMAJCHA HYXKIA OT HHXANaTopHH GeTa-2-aroHHCTH.

[Ipu emao 12-ceamuuno npoydsane, obxpamanio 680 muia ¢ Texka GopMa Ha acTMa, KOUTO ITPESH TOBA
ca Sunn neKyBauu ¢ 500 — 1 (00 MukporpaMa QuyTHKa30H-IPOTHORAT/ACH M ¢ EKBHBAICHTHO JICICHNE,
87,3% u 93,3% OT nauAEHTHTE ca HAMAIH oDOCTPAHMSA 110 BPEME Ha JIe4eHHE ¢ MUKIE30HHA B TO3H
¢croTBETHO 160 HitH 640 Mukporpama. B xpat Ha 12-ceqMuYHEA IEPHOA HA IPOYIBAHETO PEIYNTATHIC Ca
[I0KA3a/IH CTATHCTHYECKH 3HATHMA PA3IHKA MEXTy fo3uTe 160 MukporpaMa u 640 MHKporpama/fied
[MKIE30HMUA IO OTHOIIEHHE HA MOABaTa HA 000CTpAHE el MEPBHA JEH Ha TPOYYBaHETO.

43 naunentn/339 (=12,7%) B rpynara c no3a 160 Muxporpama quesHo u 23 nanuenti/341 (6,7%) 8
Tpynara ¢ 103a 640 MHKpOrpaMa AHeBHO (koeHiMenT ua puck = 0,526; p= 0,0134). M npd aeere nosq,
OUKNE30HUA € JoBen cnex 12 ceqmuim go cpasaumu croiiHocTH HA FEV1. Cprp3aHH ¢ JCICHHETO
Hexenanu chOnTHA ca HabmoRaparu npH 3,8% u 5% OT NAUHEHTHTE, TEKYBAHK CBOTBETHO Che 160 Him
640 MuKpoTpaMa/IIcH THKIICIOHH]L.

Apyro 52 ceaMuyHo NpoydBaHe, BKIIOYBAIIO 367 MAHEHTH ¢ JIeKa WIH CPEXHO TEXKA topMa Ha acTMa,
HE € YCILIO Ja MIOKAXKE 3HATHTEITHA PA3NMKA B e)eKTa Ha TI0-BHCOKH H03H MMKIe30HuN (320 wim

640 MUKpOTpaMa JHEBHO) B CPABHEHME C IO-HUCKA A03a (160 MukporpamMa JHEBHO) BEPXY KOHTpOIA H2
acTMara.

5.2 DapMaKOKAHETHYHH CBOKCTRA

L{MKIe30HH ¢¢ Tpe/Iara nojl opMaTa Ha aEpo30JieH pa3TBop B nponeneHT HFA-134a u etaHon, KoHTO
JIEMOHCTPHpA JIMHEHHA 3aBHCHMOCT MEXKLY Pa3IHYHKTE A03H, CHIIK Ha COPCH ¥ CHCTEMHATA EKCIO3HIHA.

Abcopbuns

[IpoyJBaHHATA C NEPOPATTHO M HHTPAREHO3HO MPHIOKCHHE HA PAMOaKTHBHO-MaPKHPAH LIHKIIC30HA]
NOKAa3BaT HEITh/IHA NepopanHa abcopbuus (24,5%). IlepopanHaTa OHOHATHIHOCT 38 IMKIICIOHHA H
aKTHBHHA MeTaGoIHT € mpenetpexnmMo Maka (<0,5% 3a mukie3oHun, <1% 3a merabonuta). Ha Oasza
PE3yNITATHTE OT Y-CHAHTHIPatMs € yCTaHOBEHO, Ue HenoapobHOTO OTIaraHe NpH 3/paBH MHIHBHIH &
52%. BB BpB3Ka C Ta3H CTOHHOCT CHCTEMHATA OHOHANTHYHOCT 3a AKTHBHHA MeTabommt e 50% pn
yrorpeGa HA MHXAIATOPa 33 LMKIICIOHA], C Ia3 MOJl Hawrane. [Ionexke nepopanHara GHOHATHYHOCT Ha
AKTHBHHA METAGOIHT € <1%, IOTrbIHATATA MOPLHA OT HHXAIATOPHHA IMKIC30HH/ HE YBCITHIAaBa
cHcTeMHaTa abcopOums.

Pasnpezenenne
Crien HHTPABCHO3HO NPHIOKECHUE HA 3/IPABH HHIHBH/IH, HAYAIHATA (aza Ha pasnpeACIICHHE 33

\MKIIE30HH] € 6rna 65p3a H OTrosaps Ha BUCOKaTa My JmodunHoct. Cpenauar ofeM Ha pasnpeneneHne
e 6an 2,9 Vkg. O6ImHAT cepyMeH KITHPBHC Ha IMKNIE30HHT € BHcoK (cpesHo 2,0 Vh/kg), koeto mokaspa
BHCOKA CTEIeH Ha YepHOoApoOHa excrpakiyd. IIpH Xopa AeTsT Ha CBHP3aHUA C IUIA3MCHHTE NPOTCHHH
[HKJIE30HHA € CpeAHo 99%, a To3u Ha aKTHBHKA MeTabomuT — 98-99%, KOETO rOBOPH 38 IIOYTH IBJIHO
CBBP3BANE HA UMPKY/IHPAIATE UHKIC30BH]/AKTHBEH METAO0IMT © MIA3MEHUTE MPOTEHHA.

buoTpanchopManus

OCHOBHO LMKIIE30HM C¢ XHIPOIH3HPA IO GHONOTHIHO-aKTHBHHS My MeTaGoINT OT ecTepasute B Oeinns
apo6. [[poyBaHeTo Ha CH3HMOIOTHATA Ha NOCAEBAIIOTO METabOMM3UPAaHE OT YOBCIIKATS yepHOAPOOHH
MHKDO30MHE OKa3Ba, 9€ BEIECTBOTO OCHOBHO ce MeTabomm3upa upes CYP3Ad-karanmasa nio
XHAPOKCHIHPAHH HEaKTHBHH MeTaGomuTu. B romenseHne KbM ToBa B Geimre npoboBe ca yCTaHOBCHH
oGpaTHMH THIOQHTHH KOHIOTATH Ha aKTHBHHA METabONMT ¢ ecTepH HA MACTHHTE KHCCTIAHH.

EnnMHHHpaHe
ITHKNE30HHA OCHOBHO CE EKCKPETHpa ¢ H3NpaxHeHHaTa (67%) cien nepopanHo »
NPHIOKEHNE, KOETO NIOKA3Ba, Ue OCHOBHMAT MCXaHH3bM Ha CIHMHHHPAHE € 9pes

Bpsika(n) PapMaxoxkuHeTHra/ hapMako, aMHKa



Hayuenmu ¢ acmma
Hpxne3oHHa He eMOHCTpHPa (hapMAKOKHHETHYHH MPOMEHH 1IPH NalHEHTH C YMEPEHA TEKECT HA
ACTMATA B CPABHEHHE CHC 3IPABY UHIUBHIIH.

Haz;ueumu 8 CmapyecKa eb3pacm
Cropes monynanHoHHUTE (hapMaKOKHHETHIHY IOKA3ATENH Bh3pacTTa He BIIHAE BHPXY CHCTEMHATa
eKCIIOZHIMA Ha AKTHBHHA METabOoJHT.

Vapedena 6v0peuna unu ueprodpobna yuxyus

Hamanesnara 4epHoApo6Ha GyHKIMA MOXKeE Ja TIOBIHAE HA CIMMHHKPARETO Ha KOPTHKOCTEporaHTe. IIpH
eIHO MpOY4BaHe, 00XBAIIAIIO MAITHEHTH ¢ YBPEACHA YEPHOAPOOHA (GYHKIHA, CTPAJIalH OT YepHOAPOGHA
IHPO33, ¢ HaOlmoNaBaHa NO-BHCOKA CHCTEMHA €KCIIO3UIHA HA aKTHBHHA METaGO/IHT.

He ca npoBexaaHu NpoydIBaHusA NpH MAIMEHTH ¢ yBpeneHa 6x6pedna HYHKIHS mopajH JHICATa HA
EKCKpelvs Ha AKTHBHHA MeTaboauT npes 60pemuTe.

53 IpeqkMTEHEAYHE JAHNH 34 §e30MacHOCT

HekIMHAYHATE JaHHH 33 UKJIC30HAI HE TIOKa3BaT 0coOeH PHCK 3a Xopara Ha fa3aTa Ha
KOHBCHIIHOHAJTHHTE (PapMaKOIOrAYHH NPOYUIBaHHs 3a 0e3011aCHOCT, MPOYYBAHHEA 33 TOKCHIHOCT IIPH
MHOTOKPATHO MPHIATaHe, FEHOTOKCHYHOCT HIH KaHIEPOTEHEH NOTEHIHAIL

Ilpu npoy4BaHHa BHPXY HKHBOTHH 33 PENPOAYKTHBHA TOKCHYHOCT € YCTAHOBCHO, Y€
[IOKOKOPTHROCTEPOMIHTE NMpeTH3BHKBAT ManGopMaliH (HemHaro sebne, MaihopMamuy Ha CKEeTa).
Te3n pe3ynTaTH npH XKHBOTHA, 06agde, H3IICKTA HE CA PEIICBAHTHH NPH X0Pa IPH MOCOICHATE
NpPENOPHIHTEITHATE JO3H.

Cebp3aH ¢ JleweHneTo eeKT BepXY sifdHALHETE {aTpodHus) € HabmonasaH NPy NPHIATaHE HA BPXOBATA
JI03a IIpH ABe 12-MeceyHH npoydyBaHHs BEPXY KydeTa. To3u edexT ce € NposABHI MpH CHCTEMHA
ekcrnozuums 5,27 1o 8,34 neTH Mo-BHCOKa OT Ta3u MpH MpHIAraHe Ha 1034 160 MuKporpaMa BeAHBXK
mueBHO. He € u3BecTHa pencBaHTHOCTTA HA TOBa HAGIIVICHHE [IPH XOPAaTA.

[IpoyusaHHaTa BHPXY KHBOTHH C APYTH TMIIOKOKOPTHKOHIH IIOKA3BaT, Y€ NMPHIaraHeTo IO BpeMe Ha
6peMEeHHOCT Ha NIIOKOKOPTHKOH/H BB (apMaKonorudHy JO3H MOXE /18 YBETHIH PHCKA 32
HHTpayTEPHHHA PETAPAALMT Ha PAcTeXka, ChPAeYHO-CHAOBH W/l MeTaboNuTHH 3a00/ABaHNs PH
BB3PacTHH H/HITH TPaiHH MPOMEHH B INTETHOCTTA Ha pa3npeieneHUe Ha TIOKOKOPTHKOHIHHUTC
peuenTopH, Meraborn3Ma Ha HEBPOTPaHCMHTEPHTE ¥ MOBENIeHHETO. He € M3BeCTHA peNleBaHTHOCTTA Ha
Te3H AAaHHH NpH Xopa, IPHEMAIIH NHIJIC30HA Ype3 HHXATAlHHA.

6. GAPMANEBTHYHM JAHHH

6.1 CnHCEK Ha DOMOIIHHATE BeuiecTBa

Hopdnypan (HFA-134a)
Erauon, 6e3pogen

6.2 HechBMECTHMOCTH
Hernpunokamo
6.3 Cpox na rogaocr

30 mo3upanH BOPLCKBAHHA — | roguAA
60 u 120 nosupann BOPLCKBAHHA - 3 TOAHHH




6.4 CnenunanHu yc/10BHSl HA ChbXpaHeHHe

To3u nexapcTBeH NPOIYKT HE H3HCKBA CIEIHAIHH YCIOBHS HA ChbXPAHEHHE.
KoHTeHHepBT ChaBpIkKa TEYHOCT oA Hansrane. Jla He ce u3nara Ha Temnepatypa Hag 50°C.
KonrelinepbT He TpAOBa 1a Obe npoOHBaH, YyNeH M H3TapsH JO0PH KOraTo € HalTb/IHO MPa3cH.

6.5 BHuA H chABpPAXaHHE HA ONMAKOBKATA

MHXanaTopsT ce ChCTOH OT KOHTEHHEp M0/l HANSTaHe, HAMPAaBeH 0T AlyMHHHH H 3aleyarTaH ¢ J03Hpanl
BEHTHJI, MYHJIILIYK M Karade.

30 mo3upaHH BIPbCKBAHUSA
60 no3HpaHH BIPBCKBaHHS
120 no3upaHu BIPbCKBAHHUS

10 x 30 no3upaHu BIPLCKBAHUA
10 x 60 mo3MpaHK BOPHCKBAHKA
10 x 120 no3upaHu BIPBCKBAHHA

He BcHYKH BHIOBE OMAKOBKH MOrar ja Gbar IyCHATH Ha mas3apa.

6.6 CnenuajHH NpeAna3HH MePKH NPH H3XBbPJsiHe H pabora

Haunen’m’re TpﬂﬁBa Ja &B,[IaT BHHMATEIHO HHCTPYKTHPaHH 3a NPaBHIIHOTO H3M0JI3BaHC HA HHXAIATOpa
(Bx. JIucroBkata ¢ HHpOpMalHs 3a nOTpedUTENA).

[Tomo6HO HA MOBEYETO HHXAJATOPHH JIEKAPCTBEHH NPOYKTH B KOHTEHHEPH MO HANATaHe,
TEpaneBTHYHUAT e()eKT Ha TO3M JIEKAPCTBEH MPOIYKT MOXKE J1a HaMaJlee aKO KOHTEHHEPBT € CTY/ICH.
Bonpeku ToBa AJIBECKO OT/IENA €/1HakBa 103a B unTepsana —10°C no 40°C.

HsiMa crienHanHH H3HCKBAHHS 3@ H3XBBPIIAHE.

Heu3non3BaHHAT JIEKAPCTBEH MPOIYKT HIH OTNAIbYHHTE MAaTEPHAITH OT HEro TpAOBa 1a ce H3XBBPIIAT B
CBHOTBETCTBHE C MECTHHTE H3HCKBaHHS.

T MNPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Covis Pharma Europe B.V.

Gustav Mahlerplein 2

1082 MA Amsterdam

Hunepnanmus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

Per.Ne 20080173

9. JATA HA ITbPBO PA3ZPEIIABAHE/IIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspemasane: 01 cenremspu 2008 1.
Jlara Ha mocienHo nogHoBsaBaHe: 23 okromspu 2014 .
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10. JATA HA AKTYAJTH3HPAHE HA TEKCTA
06/2021
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