KPATKA XAPAKTEPACTHKA HA TIPOAYKTA

1. HME HA JEKAPCTBEHHUA NPOAYKT

@nuxcorun 50 Muxanep 50 muxporpama/snpbcksaHe, CycTieH3HA 10/ HANATAHE 32 HHXANALHA

Flixotide 50 Inhaler 50 micrograms/actuation, pressurised inhalation, suspension

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

®muxcorua 50 MHxanep npencrasnasa KOHTeliHep Mo HANATaHe, IOCTABEH B MHXANATOPHO YCTPOACTBO ©
J03mpalia IIoMNa, koaTo oceoboxknasa 50 Mukporpama (0,00005 g) dbnytukasoHos nponuoHar (fluticasone

propionate) Ipy BCSKO BIPLCKBaHE.

3a meIHMA COMCHK HA [IOMOINHKTE BeIIecTRA BIDKTE TouKa 6.1.

3. JEKAPCTBEHA ®0PMA | N3NLAHWTERHA ATEHLIAR 110 NEKAPCTBATA
Kpamxa xapakmepucmuKa Ha Npogykma - Mpuroxenue 1
C
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4.1. TepaneBTWYHH MOKAIAHHAN
Bponxuanna acTma

DTy THKA30HOB NPOMHOHAT NPHTEKABA CHIICH MPOTHROBB3NATHTENEH eEeKT BEpXY JHXATENHHTE METHILA H
benms npob.

Ilps BLIpacTHE:
3a npopHIAKTHUYHO JeYESHHE IIPH:

- Jlexa hopma Ha Gponxmanna actMa (ctoitHoctr Ha BE]] nan 80% ot npeABBACHOTO Npeay 3an04BaHe
Ha JIe4YeHHeTo M BapHabumHOCT moA 20%): NaumeHTH ¢ HEOBXOAUMOCT OT M0-4ECTO CHMITTOMATHYHO JIEHEHHE
¢ 6poHXOAMIATATOP.

- YmMepero-Texka popma Ha Gponxnainua actma (croiiHoctd Ha BE]] 60-80% or npeasuaesoTo
Npe/iH 3a1I0YBaHE Ha JieyeHneTo ¥ BapHabunnoct 20-30%): mauHeHTH, NpH KOHTO € HEOOXOAHMO PEIOBHO
POTHBOBB3NATHTENHO JiedeHne Ha GPOHXHANHA aCTMA K [IPH MAUMEHTH ¢ HecTabWiHa WM BIoIIABaLIA Ce
acTMa Ha hOHA HA CHINECTBYBALA TEPalTHA WIH NeKyBaHH caMo ¢ GPOHXOAHIATATOP.

- Tesxka ¢opma na Sporxuanna actma {cToitnocTd Ha BEJ] mog 60% oT npeaBHAEHOTO MPEAU
3an04BaHe HA JICYSHKETO B Bapuabnanoct Haa 30%): nalMeHTH ¢ TexXKa XpOoHHYHa GopMa Ha Gponxyatna
actma. IIpH MHOIO MaLKEeHTH, HYK/aelliH ce OT CHCTEMHO JIeYeHUe ¢ KOPTHKOCTEPOMAN C LIENl KOHTPOI BLpXY
CHMITTOMATHKATA, PWIOKEHHETO HA HHXANATOPEH (DITyTHKa30HOB TIPONHOHAT, MOXE [ JOBEE 10
3HAYMTE/THO PeIyIMPAHE HA 03aTa WIIH ETAMHHHpAHE Ha HeOOXOANUMOCTTA OT [IEPOPATICH KOPTHKOCTEPOHNL.

Hpu gena:
IlpH HeobXoaMMOCT OT NPOTHBOBRB3NANHTEIHO JIeYeHHe HA GPOHXHAIHA ACTMA TIPH JIella, BKITIOYHTETHO

(AIKMEHTH, TPH KOHTO HE CE TTOCTHIa KOHTPO/ Ha ChCTOSHHETO OT H3NON3BaHH APYTH l"[pOIl}’K‘TH 3a
npoduIaKTHKA.

4.2. J[lo3xpoBxa B HAYHH HA NPHIOKEHHE

IayuenTnTe TPAOBa Aa 3HAAT , ve TepanMaTa C MHXAJATOPEH (IIyTHKA30HOR
XapakTep H TpAGBa a ce MpHeMa PeAOBHO, JIAKE H KOTATO [ALMEHTHTE Ca ac



Onukcorra 50 Huxanep ce npritara HHXATATOPHO CaMO IIPe3 yCTaTA.
Hpejmucaﬂam AHEBHA 1033 N0 BE3MOKHOCT J1a ¢€ NpHeMa B ABA IpHEMa.

ITpu naipeHTH, KOKTO ce 3aTPYAHABAT C KOOPIHHALHATA [IPH H3OI3BAHETO HA MHXanaTopa, Omukcorun 50
HHxanep Moxe Ja ce 1ipHiara ¢ noMoinra Ha obeMHa Kamepa 3a MHXaTHpaHe.

go:mponlca IpH 620]!!![&11!18 AcTMA

EdeXTHT OT TEpanKATa Ce NposesBa 4 -7 quK ¢liea HAYANOTO Ha eveHueTo, [IpH mauMeHTH, KOMTO He ¢a
Mpwiarald HHXaNaTOPHH KOPTHKOCTEPOR/IH, MOXKE Aa ¢e HabJronaBa MPOMARA B ChCTOSHHETO OLIE Cliel
mepBHTE 24 Yaca.

Tlpn Bamanseane Ha eeXTUBHOCTTA Ha JIEYEHAETO ¢ KPATKOACSHCTBAlH GPOHXOANNATATOPH 3a 00JieK4aBaHe
HA CHMITOMHTE HJIH IPH HEOGXOAMMOCT OT NOBEYE MHXANAIMH 0T OGMKHOBSHO, auMeHTHTe TpAdRa Na
MOTBPCST NEKAPCKH ChBET,

HA03ApOBKA pH BL3pacTHH A Aena uajx 16 roamnau: 100 ao 1000 pug nBa msTH AHEBHO.

HaganHata no3a uexanaTope QuyTHKAI0HOB IPOITHOHAT € NPEMOPHLUHTENHO Ja CE ONPEAELA B 3aBHCHMOCT
OT TEXKECTTA Ha CHCTOSHAETO:

- Jlexa dopma na 6pouxmanna acrMa: 100 no 250 pg 18a nETH AHEBHO.

- Cpennorexka dopma Ha Oponxuanta actMa: 250 go 500 pg nsa wsTH qHEBHO.

- Texxa ¢opma Ha 6ponxunanna acrma: 500 no 1000 pg Ba TETH AHEBHO.

Ho3sata Moxe aa ce IpOMeHA 0 TOCTHIaHE HA KOHTPON BhPXY CHCTOSHHETO WIH B 3aBUCHMOCT OT
HHIAMBEIYAIHAA OTTOBOP KbM TEPANUATa MOXKE [1a Ce PeIyLIHpa i0 MHHHMAIHATa e(peKTHRHA J03a.

3a OPMEHTHPORBYHO OTIpEAensHe HA mMbpPBOHAYANHATA J03a OmukcoTH 50 Huxanep Moxe Aa IOCTyXKH
I0JIOBHHATR OT LA/1aTa JHERHA /1034 Ha HHXANaTopeH GexI0MeTa30H JUIPOIIHOHAT HIIH HEFOB €KBUBAJIEHT.

Texkara dopma wa GpoHxHanHa aCTMa H3HCKBA pe/IOBHA OLEHKA HA CHCTOAHHETO MOPAIH PHCK OT JieTaleH
Aaxon,. [TanMenTHTe ¢ TEXkKKa acTMa MMAT MTOCTONHHHM CHMITOMH M HECTH eksalepGalHu, OrpaHHYeHH
BLIMOIHOCTH 38 (PHIHYECKA aKTHBHOCT H cToiiHocTH Ha BE]] moa 60% oT npeasHaeHOTO NMpEd 3anoyvsaHe
Ha neyeHueTo ¢ BapHabunHocT Haa 30%. Te obuuaiino He ce BPBINAT HAITKIHO JI0 HOPMATHMTE CTOHHOCTH
cnen npuem Ha Sporxoaunarartop. Ipw T4X e HeoOx0MM TpHEM Ha BHCOKH J03H HHXAIATOPEH WK
nepopaiel KOpTHKOcTepou/l. Brezanuo BomanaHe Ha CHMITTOMHTE MOXE Jd HAIOKH NOBHIIABAHE Ha 103412
Ha KOpTHKOCTeponAa. ONHCaHOTO MOBHINABAHE Ha Jio3aTa TpAOBa Ja Ce HA3HAYM OT JICKAp.

Ilpu nena va B Han 4 roguun: 50 1o 200 (g ABa THTH AHEBHO.
B MHOTO OT C/yHaHTe Ha aCTMa NpH Jella MOKe A2 §b/e IOCTHIHAT a1eKBATEH KOHTPOJ € JO3H OT 50 no
100 pg nBa mLTH AHEBHO. TIPH MALHEHTH, NP KOUTO HE € NOCTHIHAT 3a710BOJIMTENEH KOHTPOS € Ta3u

JO3HPOBKA, NOKAYBAHETO Ha J03aTa 1o 200 pg /Ba ITETH AHEBHO MOMKE a Ob/ie OT 107132,

HauanHaTa no3a uHXaIaTopeH QIyTHKA30HOB IPOITHOHAT IIPH AELa CE ONPEAens OT TEXECTTA Ha
3ab09BaAHETO.

Jlo3ara Moxe Aa ce POMEHN 110 MOCTHIaHE HA KOHTPOI MITH [ ¢¢ HaManABa 0 MUHHMATHATa c(beK'mBHa
A03a B 3ABHCHMOCT OT HHAHBHAYAIHHA OTTOBOP KbM TEpaitiala. .

Ipu aena Ha BL3pacT o1 1 70 4 roguRn
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B KIHHHYHK H3NUTBAHUL NPH Aeua oT | 4o 4 FOAHHHE € YCTAHOBEHO, Ue ONTTHMAJIEH KOHTPOJ BLPXY
CHCTOAHMETO CE MOCTUra 1IPH NPHJIOKEHME Ha 1034 oT 100 ug 1Ba MbTH JHERHO, NPUACKEHN YPE3
H3MOJI3BAHE HA JIeTCKA 0beMHa Kamepa ¢ ITHIeBa Macka (Hanpumep Babyhaler™).

Heobxomumo e pE€aoBHO HaGHIO,E[BHHB HA MMPOMEHHTE B CECTOAHMETO M PE3YITATHTE OT TEPAIIHATA.

CrenHaIHN CPYIH NABCHTH:

He ¢ neobGxonumMa NnpoMAHa B 103214 NPH NALMSHTH B HANIPE/HANA BH3PACT WITH TIPH TaKHBa ¢ 6BEOpeuHo MM
4epHOAPOSHO YBpeXJaHe,

43. IIpoTHBODOKA3AHMS
CBpPBXYYBCTBHTETHOCT KbM HAKOS OT CHCTABKHMTE Ha IIPOAYKTA.
44. Coenmanan npeaynpexaeHHEs H BpeXIA3HH MEPKH NPH ynorpeba

3acuneHara ynotpeba Ha Gbp3oAeiicTRaIIM HHXATATOPHH [B2-ArOHKCTH NOKa3Ba RIOLIABAHE HA KOHTPO/A Ha
Opouxuanya actMa. [IpH Te3 YCAOBKA TepaneBTHYHHA IUTaH Ha GOMHUA TPAGRA A4 ce NPEOLIEHH.

BHe3anHOTO H NporpecHpallo BIoMaBaHe HA KOHTPOJIA BbPXY 3a00/18BaHETO € MOTEHIHATHO
XKHBOTO3acTpamasamo. B To3u ciryyaii cieasa Ja ce 0OMHCIN YBeTHYaBAHE Ha I03MPOBKATA HA
KoptHkocTeporauTe. Ilpyu namuenT! ¢ noBHIIEH PHCK ce Mpenopbisa eXenHeBHO Habnonenne na BE/L.

TpaGpa na ce npoBepH TeXHAKATA HA HHXATMPAHE HA MALMCHTA, 33 JIa C€ YCTAHOBH HATTHYHETO HA CHHXPOH
MENIY BAMIUBAHE H HHXatHpaHe. [IoCTHraHeTo Ha CHHXPOH € OT ro/IAMo 3HaveHKe 3a obpoTo
pasnpefcAeHHe Ha IEKapcTBOTO B Oesus qpob.

Moske 11a ce pasBHAT CHCTEMHH HEXKEJTAHH PEAKUMH [IPH MPHIOKEHHE HA BCEKH OT HHXAIATOPHHTE
KOPTHUKOCTEPOHIIH, 0COOCHO [IPH NMPHEM Ha BACOKH JO3H 32 TBJTBI IEPHOX OT BPEME.

TostBaTa Ha Te3u peaKIHH € NO-MATKO BEPOATHA, OTKOIIKOTO IIPH TIEPOPATHUTE KOPTHKOCTEPOM/IH (BXK. TOUKA
4.9 Ilpenosnpane). BrimoxnuTe cucremMum peakiii Bxmoueat Cushing CHHAPOM, CHMIITOMM, NOJ00HHA Ha
te3u npu Cushing cuaapoM, HanGrbpedta cynpecus, 3a0assHe Ha pacTexa NpH Jeua H NoJpacTBalH,
HaManABaHe Ha KOCTHATA MMHEPAJIHa [LTETHOCT, KarapakTa M rnaykoma. [lopans tasu npuduHa € BaXKHo
JAO3HPOBKATA HA MHXAMATOPHHA KOPTHKOCTEPOH 1A Ce THTPHpa [0 Hali-HHCKAaTa /1034, IIPH KOATO Ce N0CTUra
e()eKTHBEH KOHTPOJT BEPXY ChCTOSHHETO {BK. TouKa 4.8 HexenaHu IeKapcTBEHH PEaKiiHH).

Hpenopmma CC P€AOBHO NPOCACAABAHE HA [IPOMCHHTE B PBCTA [IPH €A HA NMPOABJKHUTETHO ICHEHHE C
HHXANTATOPHH KOPTHKOCTCPOHIH.

[Topazu pHCK OT HapylIaBaHe HA OTrOBOpA OT CTPaHa Ha HaAGHEOpeKa MPH NMpeMHHABAHE OT NEPOPATHH
KOPTHKOCTEPOMAN KbM HHXAATOPHO JIeUeHHe ¢ QUIyTHKA30HOB [IPOIIHOHAT, Ce IPENOPHUBA MOBUILEHO
BHUMAHHE H PEIOBHO NpocieABaHe Ha HanOs0peynaTa QyHKIHA.

IlpH npeMuHaBaHe OT CHCTEMHH KOPTHKOCTEPOHAH KbM HHXAIATOPHA TEpaITHA ¢ (TyTHKA30HOB MPOITHOHAT
€€ APEnopRUBA NOCTENEHHO PeAYLIHpaHe A03aTa HA CHCTEMHMA KOPTHKOCTepor . [lpenopbuBa ce nanueHTHTS
Jia HOCAT NpeJyPSIHTE/IHA KapTa 3a Bb3MOXKHA HyXKAa OT AOMBIHHMTE/HA 1034 OT KOPTHKOCTEPOHAA NPH
YCIIOBHA Ha CTpEC.

[lpu cnewrHy ciryuaH (BKIOYMHTENHO XMPYPrHYHH HHTEPBEHIHHE), KAKTO M TIPH CTPECOEH CHTYaMH, Tpabra na
C¢ HMa MpeJBH BL3MOXKHOCTTA 33 HapyllaBaHe HA OTIOROPA OT CTPAHa Ha H&JIG'LGpeqH}fPE KIE3H, 0c06EHO
IPH NMALHEHTH, MPHEMALIH BUCOKH J03M 38 TIPOABIKHTENECH IEPHOJ] OT BpEME. Tpﬁﬁpﬂ aa e Oﬁﬁ[ﬂk}lh\
HOITBJIHUTENHC KOPTHKOCTEPOHAHO JIEYEHHE B CHOTBETCTBHE € KIHHHYHOTO cw'rm}lmé (B3, 74,9
IIpenosupane). |




aoseae N0 NpofgBa Ha MACKHPaHH afeprHMHH ChCTOAHHUA KATO ANEprHyeH PHHHT MTH eK3eMa, HUATO H3ABA €
Ouna noTHCKAaHa OT CHCTEMHAMA KOPTHKOCTEPOHA.

JledenueTo ¢ GIIyTdKa3zOHOB NPONHOHAT He TPAORA Aa Ce CIHUpa pA3Ko.

Crobmapanm ca MHOTO PEZIXH CTy4aH Ha NOBHINABaHE HABATA HA KPHBHATA 3aXap (BxK. Touka 4.8 Hexenanu
nexkapcTBeHd peaknun). Tosa TpaGea na ce uMa npe/iBy/A NPH MPEANHCBAHE HA JIEKAPCTBCHWA POYKT Ha
TAUHCHTH C AHAMHe3a 3a 3axapeH quaber.

HOJIDGHO Ha IpYTHTC l(OpTPIKOCTBpOH)IH 38 HHXAJIaTOPHO HPMD)KCHHE €€ npenoponHBa MOBHLUCHO BHHMAHHC
TIPH NALMEHTH C AKTHBHA WM fareHTHA Oenogpodua TyGepkynosa.

Ilo BpeMe Ha NOCTMAPKETHHFOBOTO NPIWIOKEHHE Ha NPOAYKTA Ca CHOOLIABAHE CITYHaH Ha KIMHHYHO 3HAYHMHK
NIEKAPCTBEHH B3AMMOJCHCTBHA TIPH NALMEHTH, NTEKYBAaHH ¢ (QITYTHKA30HOB NPONHMOHAT M PHTOHABUD, KOETO
BOJH JI0 CHCTEMHM KOPTHKOCTEPOUAHH edexTH, Bkmountenno Cushing CHHAPOM B NOTHCKAHE QYHKIMATA HA
Han6s6peumre. [lopanu Tasu npHuuHa eaHoBpeMenHara ynorpeda Ha GIIyTHKA30HOB NPONHOHAT H
putoHaBHp TpaOBa Aa ce H30ATBa, OCBEH AKO NOTEHUHANHATA NONI3a 34 NAUHEeHTa HAABHINABA PHCKE OT
CHCTEMHH KOPTHKOCTEPOMIIHM HEXENIAHH peaklHH {Bx. To4Ka 4.5 BiauMoaelicrBHE ¢ APYTH IeKapCTBEHH
MPOIYKTH U Opyr# $OpMH Ha B3aUMOAEHCTBHE).

KaxTo u npH Bedka qpyra MHXANATOPHA TEPAMHS MOXKE /1A Ce Pa3BHE napajokcaneH OPOHXOCHAIbM ¢
BHE3aIHO YBE/THYaBaHE Ha XPHIIOBETE CJICH NMPHeM Ha ao3ata. B Takne coyvail Tpabea nesabanno ja ce
npunoxu 6-P30 H KpaTkoAeHCTRall MHXANaTOpeH GpoHxoaunaraTop. Tepamuara ¢ (1yTHKA30HOB [IPONIKOHAT
TpabBa na 6bae NpekpaTeHa HezabagHo, MAUHEHTHT Ja Oblie OperenaH H B CAydail Ha HEOOXOAHMOCT Ja My
611e Ha3HAUeHO WITEPHATHRHO sleueHxKe (Bik. Touka 4.8 Hexenanu exapcTBeHy peakLK).

Hapymenus na ounte
HWma choblnenns 3a 3pHTENNH HAPYINCHAS NIPH CHCTEMHO M IOKATHO MPHJIOKEHHE Ha KOPTHKOCTEPOHAH. AKO

NAUHEHTHT HMa CHMITTOMH KaTO 3aMBIJICHO 3DEHKE WM APYTH 3pHTEIHH HapYUICHHA, TpaOBa na 6b1e
HACcOY€H KbM O(TanMONor 32 OLIEHKA Ha Bh3MOMKHHTE NIPHYHHK, KOMTO MOTAT Jia BKIIOYBAT KATAPAKTa,
rIayKOMa HITH PEKK 3a60/I9BaHHA KATO EHTPAIHA CepO3Ha XOPHOPETHHONATHA, 32 KOHTO HMA ChOOLIeH
cnen ynorpeba Ha CHCTEMHM M JIOKIHH KOPTHKOCTEPOMAM.

4.5. BaammogeiicTBHE ¢ APYTH JEKAPCTBEHH UPOAYKTH H Apyru GOpMEA Ha BlaAMoacHcTBHE

Ilpx HOpMaNHK YCIOBKA CliEA HHXATATOPHO NPHICKEHHE CE AOCTHI'AT HHCKH KOHLIEHTpAalMH Ha
(1yTHKA30ROB MPOMHOHAT B MIA3MaTa, KOETO Ce IB/IKH Ha SKCTEH3HBHMS MeTaboM3bM Ha BPBO
MPEMHHABAHE ¥ BHCOKHA CHCTEMEH KITHPBHC, MEHHPAaH oT uuToxpoM P450 3A4 B ueppata M YEPHHA Apob.
CrefoBaTe/HO, KITHHUYHO 3HATHMH NICKAPCTBEHY B3aMMONEHCTBHA ¢ YIACTHETO Ha (IyTHKA3OHOB [IPOTIHOHAT
€4 MAITKO BEPOATHH.

B enno npoy4Bane HA NeKAPCTBEHHTE B3aUMOACHCTBUA TP 3APABH JTHIIA € YCTaHOBEHO, Y& PHTOHABHP
{mo1uen nutToxpom P450 3A4 uEXHOMTOP) MOXe 3HAYMTEIIHO A3 MOBHILH NIA3MEHHTE KOHLIEHTPaHH Ha
¢TyTHKA30HOB MPONMOHAT, KOETO BOAH A0 YYBCTBHTE/HO NIOHMKABAHE Ha CEPyMHMTE HHBa Ha koprHsona. [lo
BPEME Ha NOCTMAPKETHHIOBOTO IIPMIOXKEHME Ha NPOAYKTA ca Choflnasaky ClTydaH Ha KNMHHYHO 3HAYHMH
NEKapCTBEHH B3aMMO/CHCTBHSA NP TIALMEHTH, JIEKYBAHM ¢ HHTPAHA3ANEeH WIIH HHXAnaropeH quiyTHKa30HOB
NPOITHOHAT H PHTOHABUP, KOETO BOIH [I0 CHCTEMHH KOPTHKOCTEpOHANH edekTd, BKmountenno Cushing
CHHJIPOM M NOTHCKaHe (PyHKUKATa Ha HagOnOpewuTe. [lopanu Ta3v MpUuKHA €AHOBPEMEHHATa yNioTpeba Ha
GITyTHKA30HOB NPONMOHAT H PUTOHABHP TPAGBA fa ce H30ATBA, OCBEH AKO MOTEHLMATHATA T0/134 3a MALUHEHTa
HAJ[BHINABA PUCKa OT CHCTEMHH KOPTHKOCTEPOHIHH HEXENAHH PeaKiHH. :

OuakBa ce eIHOBPEMEHHOTO JIeYeHHE ¢ HHXHGHTOPH Ha CYP3A, BISIIOUHTENHO TIPOA; g‘m,c'hn;ap“mﬁ.!ﬁ&

KOBHLMCTAT, 12 YBEJIMYH PUCKA OT CHCTEMHEY KOPTHKOCTEPOMIHH ebexTH. JApyru wm’mumkpb;w
CYP3A BORAT A0 He3Ha4UMTENHE (EPHTPOMULHH) H Ma/IKH {KETOKOHA30/1) YBEIHY ng ra cne'reMHaTa
eKCcno3uuMA Ha QIIYTHKA30HOB OpommoHaT Ge3 3afeneuMo OHWKSHHE Ha CEpyMHIF HTpAaLiy
koptH3ona. KombuHupaHeTo TpaGra 1a ce n36Area, OCBEH aKO Mos3aTa (IpeBHiliaBa
CUCTEMHH KOPTHKOCTEPOHHH eeKTH, B KolTo ciy4ali nanuenTuTe Tpabea Aa ce N AgBaT w"ﬁﬁﬂbl\i}{l{




KOPTHKOCTEPOHAHH efbe](TH.

4.6. DepraauTer, GpeMEeHNOCT H KEPMERE
Oeprunurer

Hsama nanew 3a BB3felicTBreTo BEPXY depridTeTa npH Xopa. IIpoyyBaHHATA IIPH JKHBOTHK €4 YCTAHOBHIIH,
ue (UIyTHKA30HOB MPOMHOHAT HAMA €EKT BHPXY MBKKHA HIIH KESHCKUA (PEPTHIIHTET.

bpemeHHOCT
Hama noctarsyHo JaHHM 33 Bp3aeiicTBreTO Ha UryTHKAI0HOB POTHOHAT NpK Opemeny wedd. Kom

npuiarase Ha QUIYTHKA30HOB NPOMHOHAT 10 BpeMe Ha 6peMeHHOCT TpAORa Aa ce npubarea camo ako
OYaKBaHATAa MOJ3a 33 MalikaTa HA/IBHIIABA BCEKN BH3MOXKEH PHUCK 32 [UI0AA.

PesynraTiTe OT peTPOCHEKTHRHO EMHAEMUOIOrHYHO IPOYYBaHE NIOKA3BAT, Y€ HE € YCTAHOBEHO YBEIMYABAHE
Ha PHCKA OT rojieMH Bpopenn Mangopmauun (MCMs), cnen nprem Ha QUTYTHKa30HOB NPOIIHOHAT B
CpaBHEHHE C IPYTH HHXAIATOPHA KOPTHCTEPOKIH MO BPEME Ha TBPBHA TPUMECTEP OT OpeMEHHOCTTA.

ITpu pepoOMYKTHBHH H3CEABAHHA NIPH XXHBOTHH CE YCTAHOBSBAT CAMO TE3H HEXKENAHH e(eKTH, XapakTepHu
33 [MIIOKOKOPTHKOCTEPOUIH CJie]l CHCTEMHO MPHJIOKEHHE HA 03¢, MHOTOKPATHO Ha/IBHINABALIM
[penopbYBaHMTE TEPANSBTHYHH MPH HHXAIATOPHO MPUIOKEHHE HA (UIYTHKA30HOB MPONHOHAT.

Knpmene
He ca nposexnaHH H3ceqBaHHA 32 EKCKPSTHPAHETO HA (JlyTHKA30HOB NPOTHOHAT B KLPMATA IIPK YOBCKA.

Tlpu focTHraHe Ha H3IMEPHMH [UTA3MEHH HARA Ha IPOAYKTA, CIIEH MOAKOKHO NPHICHKEHHE TIPH KbPMELIH
nabopaTopHH TIEX0Be, (UIyTHKa3CHOB [IPOMHOHAT CE YCTAHOBABA B KbpMaTa. Cllel HHXAaTOPHO
IPHIIOKEHHE Ha (ITyTHKa30HOB MPOMHOHAT B TEPANCBTHYHM JIO3H C& OUAKBAT HUCKH IUIA3MEHH
KOHLIEHTPAIlHH.

Ilo Bpeme Ha KEpMeEHE QUIYTHKA30HOB OPOIMOHAT MOYKE A4 CE MPHIAra CaMo B CTy4aHTe, KOraTo O4aKBaHHTE
MON3H OT JICYECHHETO HAa MaHKaTa ¢a M0-TOJIEMH OT BE3MOXHHTE PHCKOBE 32 JICTETO.

4.7. Edexts Bupxy cnocobrocTTa 33 modupane R paGora ¢ MAIIHHH
He ce oyakea ¢uryTHKa30HOB [IPONHOHAT Ja BOAM A0 TAKHBA.
48. Hexenann JeKapCTBCHE PEAKIAN

Hexenanure nexkapcTBeHH peakipiy ca H30POeHH MO-A0My CHOPEN CHCTEMO-0praHHaTa Kiac(pHKaiHa 1
yecroTara. YecroraTa ce Aeunnpa no cneauus HauuH: muoro dectd (= 1/10), gectu (= 1/100 go <1/10),
HeuecTH (= 1/1 000 no <1/100), peaxw (= 1/10 000 no <1/1 000), muoro peaks (<1/10 000), BkmouHTENHO
€IHHHYHH CHOOIICHHS H ¢ HEH3BECTHA 9eCTOTa (OT HAIMMHUTE JAHHHM He MOXe A2 O'bJIc HanpaBeHa OLIEHKA).
MHOro YeCTHTE, YECTHTE H HEUECTHTE HEKENTAHH JICKAPCTBEHH peakiiti OOHKHOBEHO CE ONpPEEIAT OT
AAHHHTE OT KITHHHYBUTE H3NMUTBaHUA. Penkute H MHOTO pelIkuTe HEXEAaHH JICKApCTBEHH PCaKLHHU B
TIOBEYETO CIIy4Yan Ce H3BEIEHH OT CJICAPErHCTPALMOHHE JaHHH (CIIONTAHHATE CHOOILEHHR).

Hodexnnn B andecranun

Muoro secti: Kananaosa Ha ycrara s rspioro.

IIpu HAKOM MaUKEHTH Ce OIMHCBA NOABA HA KAHIMI03A HA YCTaTa M rbpiioto. M3mnakeaHeTo Ha ycTaTa ¢ BOJa
Cnej HHXANUPAHC MOXKE I3 OTPAHHYH TE3H TIPOSIBH NIPH MOBSYETO NAIMEHTH. 110 BpeMe Ha edeHHE ¢
(TyTHKA30HOB MPOITMOHAT CUMITTOMATHYHATA KAHIMAO3A MOXE Ja CE JIEKYBa C IOKATHH MPOTHROIEGHUHH

[IPOXYKTH.
Penxu: ezoareanna kanaumosa

HapymeHHs na EMYHHATA CHCTEMAa

Joknansar ce peakiiis Ha CBPbXUYBCTBHTETHOCT, KOKTO C¢ IIPOABABAT MO CeAH
Heuectn: Peakiinn Ha CBPBLXUYBCTBHTENIHOCT OT CTPAHA Ha KOKATA. i, T Py
MHoro peaku: Anruoenem (raBHO Ha IMIETO WM OpodapHHreaseH OTOK), AUXATY HY mmm(gucﬁm;a

W/ 6poHXocasem) H aHahUIAKTHHHH PEaKLiii. WH R s /




Hapvmenns Ha eHIOKPUHAATA CHCTEMA

BB3MOXHHTE CHCTEMHH eeKTH BKIIOYBAT (BK. Touka 4.4 CrneuuanHy NpeaynpekAcHHs U CIIEHATHHA
NpeAna3HA MEpKH NpH yTioTpeba):

Muoro peakn: Cushing cunapom, cHMITOMH, nofo0Hu Ha Tezu npy Cushing cHHIPOM, NIOTHCKaHE
GyHKUHsTa Ha HanOBOpeuHHTe xe3u, 3a0aBsHe HA PACTEXKA NIPH €A W HOAPACTBALIH, HAMAJIABAHE HA
KOCTHATa MHHEPAIHA TUILTHOCT, KATAPAKTa, [IAYKOMA.

Hap_gmemm Ha MeTaboH3Ma B APpRREHETO
Muoro pepku: Xunepriukemus.

Hcuxpunn BAPYIIEHAR
Muoro peaxn: TpeBoXKHOCT, HAPYHIEHHA B CBHA H HOBCEHYECKH NTPOMEHH, BITIOUHTEITHO XHNEPAKTHBHOCT K

PasapazHHTENHOCT (MpPeIHMHO [TPH ASLa).
C HeH3mecTHa yecToTa: Jenpecus K arpecHs (I1aBHO NpH Aena).

HapymenBs Ba O4HTE
C HeusBecTHa YecToTa: 3aMBIIIEHO 3peHHe (BXK. Touka 4.4 CnelManHi npeaynpekacHHs ¥ NPSAnasHE MEPKH

nipu ynorpeba).
Pecnnaparopun, YphAHE H MEAHACTRHAIEY BADYIICHEN

Yectu: JlpesrapocT Ha rnaca.

I1ps asxon naukenTH NPHIOKEHHETO HA HHXANATOPEH (MIIYTHKAZOHOB NPONMOHAT MOXE 3 OBENIE IO
APearasoCT B rnaca. M3niakpaHeTo Ha yeTaTa ¢ BOJIa HETIOCPEACTBEHO ClIES MHXANMpaHe MOXKE N2 OrpaHHYH
TE3H NPOSBH.

Meoro penku: [Tapagokcanen Gponxocnassm {(Bi. Touka 4.4 CnenManHy NPeAYNPEX/IEHAS H IPEANasHu
MepKH OpH ynoTpeba).

C HeH3BECTHA YECTOTA: ENMCTAKCHC

HapymieHES HA KOMKATA H NOAKOKHEATA ThKAH
YecTu: KpLBOHACSIAHMA.

CroblifaBaHe Ha NONO3UPAHH HENKENAHH PEAKIIMA
CrobasaHeTo HA MOAO3HPAHN HEXKENaHH peaKLiK CJe]l paspeliaBaHe 3a ynoTpeba Ha IeKapCTBEHM

NpoayKT € Baxuo. ToBa No3BoJIABa A3 NPOAR/DKM HABII0JEHHMETO HA CHOTHOLIEHHETO NOI3a/PUCK 33
JIEKAPCTBECHHA NPOOYKT. Ot MEAHIIHHCKHMTE CIICUHATIHCTH C¢ H3UCKBA Ja c1,06u1aBa'r BCAKa MOJO3HPaHA
He)KenaHa peakuus upez H3ansnuuTenna areHuns no nekapersara, yn. Jamsu [pyee Ne 8, 1303 Codws, Ten:
+359 28903417, yeGcaiit: www.bda.bg.

49. [Ilpenozmpane

[IpH3HaH H CHMITTOMH
Octpo npeaosupane pH MHXATHpaHe Ha GIYTHKA30HOB [POTTHOHAT B A03H, [IO-BHCOKH OT O00PEHHTE, MOMKE

Jla J0BeJIE /10 BPEMEHHA CYTIPECHs Ha XHNoTalamo-XHnodu3o-Hagosdpeunara oc. OOMKHOBEHO TE3H CTy4aH
He HajlaraT crelllHa HaMeca, Thil KAT0 HopManHaTa Gyskums Ha HaxOBOpeuHuTe xe3n oOH4ANHO Ce
BB3CTAHOBABA 34 NCPUON OT HAKOIKO OAHH.

B13MOXKHO € 3HAYMTETHO NOTHCKAHe Ha GYHKUMATA HA HANOLOPEeUHHTE XKIIE3H NpH YNOTpeba Ha M0-BHCOKH
OT 0fOGPEHHTE 03K 32 M0-ABITBT nepuop ot Bpeme. CrobiiaBaHd ca MHOIO pellKH CITy4aH Ha ocTpa
HanObubpeyna Kpr3la Npy AL, PUEMATH MO-BHCOKH OT 0fo6penuTe no3u (oGuxHoBeno 1000 pg Hik moseye
ot 1000 pg rHeBHO) 3a MPOMBIDKHTENEH NEPHOTL OT BpeMe (HAKOJIKO MECELia MK FOJKHH). Haﬁmouanaﬂme
TIPH3HALM BKJIIOYBAT XHIOTHKEMHA M TIOC/ENCTBHA OT HAPYIICHHE HA CE3HAHKETO K/HIHA n.gqone‘
Curyannnre, KOWTO NOTEHUMATHO GHXa MOIJIM [1a OTKIIOYAT OCTpa HanGLOpeuna KpH3g gjﬁue‘qsa;a
NpETHPNABAHE Ha TPABMa, XHPYPrHYecKa HHTEPBCHIN, HH(EKIMA Wiv 6BP30 HaM aﬁe H&ﬂbzm

JleueHue be
[MaumerTyTe, MONMy4aBaly MO-BUCOKH OT ofioGpennTe 103K, TpIOBa Ra OBaaT npocnewaﬁﬂ BHHMa'renHo u R
\“ N S



A03HPOBKATA Na Ob/le HaMaABaHa MOCTENEHHO.

5. BAPMAKOJIOTHAYHM CBOHCTBA
51. @apmaxonuRaMAYHH CBoHCTBA

ATC xon: RO3BAOS

Mexauuinm Ha gelicTBye
INpy unxanaropHo NpHITOKEHHE B MPENOPBYAHH A03M (UTYTHKA30HOB ITPOHOHAT NPUTEXKABA CUIEH

TMIOKOKOPTHKOHIEH NPOTHBOBB3NANMTENEH edekT BppXy Oenua Apob. Tosa Boau 10 Hamanasade Ha
CHMIOTOMHTE H 060CTPAHAATA Ha GpoMXHaTHa acTMa.

52. (apmaxoKHHEeTHYHH CBOHCTBA

Abcopbuns

AbconorHara GHOHATHYHOCT Ha GITyTHKa30HOB NPOMHOHAT 32 BCAKO OT M3C/IEABAHUTE HHXAMATOPHH
yeTpoHcTBa ¢ 62 OlCHEHA UPe3 CPABHEHHA B M MEXKAY IIPOYNBAHHA HA MHXATATOPHHTE H HHTPABEHO3HATE
dapmaxoxuueryuny nanpy. Ypy 11paps Bb3pacTHH HHIHBAAN abcomoTHAaTa GMOHANMYHOCT HA
duryTHKAa30HOB NPONHOHAT € onpeneneHa 3a Diskus (7.8%), Diskhaler (9.0%) 1 Inhaler (10.9%) pecnextusHo.
Ipu nanmentH ¢ actMa wid XOBB e nabmonaana no-HUCKa CTENEH Ha CHCTEMHO W3/laraHe Ha HHXAnaTopeH
¢myTHKasokor ponHoHaT. CucTeMHaTa pesopOuMA Ce OCHIECTBSBA NpeaHMHO B Setrs Apob, Kato B
Hayaji0To € 61paa, a e ToBa - NPOAB/DKHTENHA. (OCTATHKET OT HHXIATOPHATS J1032 MOXE /13 C€ MPETITLTHE,
HO TOBa AONPHHACA B MUHHMAJIHA CTENEH 33 CHCTEMHATA eKCIIO3UIMA MopaJy HUCKATA pa3TROPHMOCT BbB
BOJA H NPESACUCTEMHHS MeTaboNN3bM H 1aBa B pe3yJITAT NepopanHa GHoHanmiHocT, no-Manka ot 1%. C
TIOBHILIABAHETO HA WHXAMKMpaHaTa J103a ce HabIoaasa IMHEHHO NOBHIIABAHE HA CHCTEMHATA €KCIIOHLIMA.

Pasnpenenecnne
Gy THKA30HOB NPONHOHAT ¥Ma roism obeM Ha pasnpejeneHHe B cTabWIHO cheToAHNE, Stead) state,
(opubmmsurenno 300 1). CrbpaBaneTo ¢ WIA3MEHHTE MPOTCHHH € B YMEpPeHO BHCOKa cTeneH (91%).

Meraboanism

Oryraxa3onos NPOMHOHAT CE EAMMHHEHDA 3a KPATKO BpeMe OT CHCTEMHATA LMPKY/1alMs, NPeIHMHO KaTo ce
MmeTabonu3Kpa 10 eIHH HeakTuseH MeTaboIuT Ha KapOOKCHIHATA KHMCcelIMHA OT SH3UMa LIMTOXpoM P450
CYP3A4. TlpenopbuBa ce MOBHINEHO BHUMAHHE MPU SAHOBPEMEHHO MPHIOKEHUE HA HIBECTHU KHXMOHTOPH
Ha emauma CYP 3A4, Toif kaTo Te MOTAT 4a JOREIAT A0 MOBUINABAHE HA CHCTEMHATA €KCMO3HLMA HA

¢nyTHrazonoB npomuonar,

Ennmannpane

EmMMAHKMpaneTo Ha $yTHKa30HOB TIPONMOKHAT ¢¢ XapaKTepH3Kupa ¢ BUCOK TwiasMeH KmupeHe (1 150 ml/min)
H KpailHo BpeMe Ha Iia3MeH noiyxHeot 8 yaca. buopeuHusT wiHpBHC Ha GIyTHKA30HOB IIPONHOHAT €
npenedpexkumMo HACHK (o-Manko ot 0,2%) v no-Manko or 5% nox GopMaTa Ha MeTabomHT.

Kannaunn ppoyypanns

P®ayraxkazonos nponsonar (FP) cuanpxamn nexaperna 3a euenne HA aCTMa 0 Bpeme Ba
GpemennocT

ObceppatHoHHO, PETPOCHEKTHBHO, SITHISMHACIOTHYHO, KOXOPTHO NPOY4BaHe, H3MON3BaHKH eNeKTPOHHUTE
3apaBHH JocueTa 0T OOENHHEHOTO KPAlICTBO, OlIEHIBA PHCKA OT BE3HUKBaHe HA MCMs enea; npneﬁ( npes

MTEPBHA TPHMECTHP Ha uuxanatopeH FP camocToATeIHO H B KoMOHHAUMS che cm}ﬂamepon% cpag\nen_
Hechanpkamy FP sexanaropus kopructepounu. He ca cpashsBani ¢ nnaieGo o)
B xoxopTa ot 5 362 GpeMeHHH XeHM ¢ acTMa, KOHTO ¢a NPHEMAaTH HHXaIaTOPHH
TPHMECTEP ca ycTanosenu 131 guarnocTuimpann ciydas Ha MCMs; 1612 (3 Ccq 2
canmmeTepon-FP, npu xouro ca namepeny 42 nuarsoctruapans MCMs, Csmmufeﬂnmnﬂaé )
32 MCMs auarsoctHimpan 3a | roguna e 1,1 (95% CI: 0,5 - 2,3) 3a 3eHHM ¢ YMWKM aCTMAS KOUTO
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npuemar FP kuM jkeHH, KOMTO TipreMaT Hechabpxkaim FP nuxanatopan kopracrepouu H 1,2 (95% CI: 0,7 -
2,0) 3a aeHH CBe IHaUMTETHA A0 TEXKA acTMa. He e yeTaHOBeHa payiuKa B pHcKa oT passuThe Ha MCMs npn
NpHEM IIpe3 MEPBHA TPUMeCTHP HA FP caMocTosTeNHO U B KOMOHHALMA Che canMeTeposl. AGCOMIOTHHAT PUCK
ot npoaBa Ha MCMs sapupa ot 2,0 a0 2,9 Ha cTo OpeMeHHH KEeHH C TeXKa acTMa, KOHTO NpHEMAT
uExanatopeH FP, xoeto e cpaBHHMO ¢ pesysrraTuTe OT npoy4sase Ha 15 840 Gpemennu xenn 6e3 Tepanus Ha
acTMATA, 32 KOeTO € Non3pana 6asaTa AaHHK Ha obmonpakTrKysamure nekapu (2,8 MCMs Ha 100 Gpementn
KEHH).

5.3. IlpeaxnuHHEYHR JaHHH 32 6e300aCHOCT

Ilpn mpoBeeHH H3CIEIBAHUA 38 TOKCHYHOCT €€ YCTAHOBABAT HEXEIIAHH PEaKLHK, THIHYHH 33 MOTIHHTE
KOPTHKOCTEPOHAM CAMO MPH NPHEM Ha J03W, MHOTOKPATHO Ha/IBHILABANIM TepanesTHaHuTe. He ce
YCTaHOBABAT HOBH €(eKTH NIPH MPOBEJCHHM TECTORE 3a TOKCHYHOCT C NOBTAPAIIK JO3H, W3C/Ie/[BaHHA 32
TEPATOrEHHOCT HIH PENMPOIYKTHBHA COCOOHOCT.

Tlpu ycnosus in vitro ¥ in vivo He ce yCcTAHOBSBA MyTATEHHA aKTUBHOCT Ha QUTyTHKa3oHOB nponuoHar. He ce
YCTaHOBABA KaHHEPOTeHEH NOTCHIHAT Ha NpodyKra np rpusayl. [1pn naGoparopHH KHUBOTHH JIEKADCTBOTO
He BOIIH A0 Jpa3HEHEe U CCHCHOWIM3HpAHE.

Ypes n3nuTBaHE, NPOBENCHO BEPXY MHOIO PAdIMYHHU XABOTHHCKH BUROBE IIPH EXE/THEBHA CKCIIO3HTIMA 32
HEPUOR OT 2 TOAMHH Ha MAapH ¢ MHOTO BHCOKM KoHueHTpaiy Ha HFA 134a , MHOrOKpaTHO Ha/BHLIABAIIM

KOHLIEHTPAarMKTE, HA KOHTO € Bb3MOXKHO J1a OBAAT HATOKEHH X0pa € YCTAHOBEHO, Y€ [TIOMOIHHOTO BELIECTRO
HFA 134a ue e ToOKCHUHO.

6. DAPMAIIEBTHYHA JAHHHA

6.1. CpEChLK HA2 NOMONIHATE BeUIECTBA

1,1,1,2 Terpadyoperan (HFA134a win Hopdurypau)
6.2. HecbBmMecTuMOCTH

He ca omucang.

6.3. Cpok Ba rogaOCT

2 rogvHI

6.4. Cpenuajann ycJOBHSA 33 ChXpaHeHHe

Cnen ynorpeﬁa BbPHCTE HA MACTO KaNa4YKaTa Ha AlJIMKATOpA 34 YCTa Ype3 IUTbTHCO HATUCKAHC MO LPaKBAHETO
i.

®anxcorua 50 Muxanep Tpabsa iia ce coxpanasa npu temtieparypa noa 30°C.
Jla He ce 3aMpazaBa. Jla ce ma3M OT MpAKa CTHYEBA CBETIHHA.

Kaxkro TPH NOBEYECTO HHXANATOPHH MPOIYKTH B ONAKOBKA NMOA HATAAHE, TEPANEETHYHHUAT e¢em‘ Ha TOBa
JACKAPCTBO MOXKE Ja HAMAJICS, KO OTAKOBKATA € CTYACHA.

AJIyMHHHMEBATA OMAKOBKA He TPAGBA Ja ce MpoGURa, UyIH WIH H3raps, JOPH aKo BHI "(,Q?paéﬁa:';;,

6.5. Boan chAnpAKaHEE HA ONAKOBKATA

BTOpH'-lHa ONAaKOBKA: KapTOHCHA KYTHA. ; .
H’prH‘lHa OMNaKOBKA: OMAKOBKA OT ATy MU HHH. A.H)FMHHHGBHTa OIMaKOBKa © 3aneqaraﬂa\\ﬂnpanpama ﬂOMﬂa -
M}r AR, :



KJ1ana ¥ € MoCTaBeHa B IIACTMACOBO YCTPOHCTEO ¢ PasNphCKBallia AI03d, aIUTMKATOP 3a YCTa M 3alIHTHA
Kanauka.

KoimiecTso B eaHa onaxoska: 60 MHXamaTopHH /103H; 120 HHXanaTOPHH J03H.

He BcHuxu BHAOBE ONakoBkh Morat Aa ObAaT MyCHATH Ha Na3apa.

6.6. ChnenHajHH NpeaNA3HH MEPKH PH HIXBLpJAsSHE U paoTa

Ipoeepka pa Muxanepa:
Ilpean aa uanonssate Huxanepa 3a mopeu mbT Wik ako Bamwat Huxanep He e 61n u3nonspan B

MNpOAB/DKEHHE HA ¢IHA CEIMHLIA HJIW 1I0BCYC, OTCTPAaHETE KanavyKaTa Ha alUIHKaTopa 34 yCTa 4pe3 BHHMATCIIHO
NPUTHCKAHE OT JBETE H CTpaHH, pasknarere Huxanepa nobpe ¢ mphcHETe ABa IMETH BHB Bh3AYyXa, 34 J1a CC
yBepure, ue paboTh.

Hanonssane va Huxanepa:

1) OrcTpanere kanaykaTa Ha aIUTMKATOPA 3a YCTA Ype3 BHUMATENHO NPHTHCKAHE OT JIBETE i CTpaHu.

2) Ilposepere oTBBTPE B 0TBBH UHxanepa, BKIIOYHTENHO AITMKATOpA 33 YCTa, 38 HAUIHYHE Ha
pa3xnabeny yacT/cBOGOIHM YACTHIH,

3) Pasisiatere MHxanepa no6pe, ¢ KOETO /13 OCHIYPHTE OTCTPaHABAHE HA €BEHTYanBH CBOGOAHM HacTHLH

H PAaBHOMEPHO CMECBAHE HA CHABPIKAHHETO.
4) Jpbxre HHxanepa B H3NpaBeHO MOIOKEHHE MEXIY NPECTHTE H MANENA, KATO AN MOCTaBETe
OTAONY MOA aTUIHKATOPA 33 yCTa.

5) Hspnimalime KONKOTO € BB3MOXKHO H ClI€Jl TOBA [IOCTABETE AILTHKATOPA B YCTAaTa CH MEXKTY 3bOMTE H
3aTBOPETE YCTHHM OKOJIO Hero, Oe3 fa 1o 3axamsare.

6) Bennara cies KaTo 3ano4HeTe BAHIIBAHETO Npe3 YCTATA, HATHCHETE HAJ0MY BhpXa Ha MHxamepa, 3a
Ia BIpbekarte QUIyTHKA3OHOB MPOMHOHAT, JOKATO BAMINEATE MPOXB/IKUTENHO H ABIOOKO.

N Jlokaro saaspxare qbXa cH, u3sagere Mixanepa ot ycrara ¥ MaxHeTe OpLECTa OT BbpXa Ha Huxanepa.
3aapeKTe ABXA CH JIOKATO B € Bh3MOXKHO.

8) Axo Tpabpa 1a noemere noseue Ha Gpoit mo3H, 3aapbxkTe HHXanepa Harope W W34aKalTe NONOBHH
MHHYTAa, Cliefl KOSTO [TOBTOpETE NeHcTBUATa OT T. 3 1O T. 7.

9) Cne ToBa H3IUTAKHETE YCTATA ¢ BOAA H M3IUIIONTE.

10) BbpHeTe Ha MACTO KanayKara Ha aIUTHKATOPA 32 YCTa 4pe3 IUTETHO HATHCKAHE /IO LIPAaKBAHETO H.

BAJKHO! He 6np3aiite npu u3mrbIHEHHETO Ha Q€HCTBMATA OT Touka 5, 6 1 7. BaxkHo e 1a 3ano4HeTe Jia
AHHIATE KOJIKOTO € BB3MOXHO M0-6a8HO TOYHO NMpey MHXANMHpaHeTo. Y IpaKHABAHTE ce npea orjieaano
IBPBUTE HAKOIKO METH, AKO clie]] HHXaIHpane BuauTe Kanyuiy no Baums Haxanep wiu otcTpanu no
YCTHMTE CH, TPA0Ba Jla MOBTOPHTE IpUeMa OT T. 2.

Axo Bammsr nexap Bu e gan gHCTpykumu 2a ynorpeba ua Muxanepa, paziHuHH OT ONHCAHHTE, MOJIS
cria3saiTe TH BHEMaTenHo. MudopMupaiite rekaps npy Bh3HHKBAHE HA IPOOIEMH.

Hena:

MasikHTe aeua MoXe Na MMAT Hy’Aa OT MOMOIL NPH H3MoJI3BaHeTo Ha WHXanepa v na e Heobxoaumo
EB3pacTeH Ja 3aaeiictea Huxanepa BMecTo TAX. Hackpuete nerero na w3anma v 3aaeiicTeaiite Huxanepa
TOYHO KOraTo 3amoyHe 1a BAMUIRA. Y TIpaxHgpaiiTe ce 3aeHo. Ilpu no-ronems Aena U NpH NAHEHTH CbC
cnabu MycKynH Ha peueTe ce npenopbusa Huxanepst aa ce abpxu ¢ AgeTe phie. B To3u cmywaii qsara
noKasanewa Tpabsa fa ce IOCTABAT Ha BHPXa Ha MHXAJIepa, AOKATO [BaTa Majea ce AbPXKaT BbpXy OCHOBATa
nof aniIKKaTepa 3a yCTa.

IlouncTBane:

Bamear Haxanep Tpatea na 6ba¢ NOYMCTBaH NMOHE BEAHEXK CEAMHYHO MO CIEAHMA HAUMH:

[§)] OrcrpaHeTe Kanaukara Ha arIMKaTopa 3a ycra.

2) He u3BaxcnaiiTe anyMuHseBaTa onakoBKa OT [L1ACTMACOBATA YACT.

3 Ha6bpieTe BETPENIHATA W BHHLIHATA CTPAHA HA AILTHKATOPA ChC CYXO napHe m(a'r}uﬂmp.{{a
4) OTHOBO [0CTARETE HA MACTO KaNauKaTa. " \ t

HE MMOCTABSIMTE AJJYMHHHMEBATA OITAKOBKA BbB BOJA.



7. IIPUTEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12, Riverwalk, Citywest Business Campus, Dublin 24

Hpnanaus

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

20020594

9. JATA HA ITbPBO PASPEIIABAHE/MTIOAHOBSABAHE HA PASPENIEHUETO 3A
Y¥IIOTPEBA

Hara na mepBo paspemenue: 17 maii 1994

Harta Ha moceaHo nosHoBABaHe: 17 cenremepu 2007

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

Anyapn, 2022
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