KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUSI TPOAYKT

®aunkcorun 50 Huxanep 50 Mukporpama/BnpbekBaHe, CyCneH3us Noj HalsraHe 3a HHXanal1s
Flixotide 50 Inhaler 50 micrograms/actuation, pressurised inhalation, suspension

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Daukcorna 50 Muxanep npeacrasispa KOHTeHHep MO/ HalAraHe, NOCTABEH B MHXAIATOPHO YCTPOIHCTBO ¢
J03upatia nomna, koato ocsodosxnasa S0 mukporpama (0,00005 g) payrukazonos nponvonat (futicasone

propionate) nNpu BCAKO BNPbCKBAHE.

3a NbAHUA CIIUCHK HA NMOMOLULHUTE BELLECTBA BHXKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA

CycneH'ma oA HaJiAraHe 3a HHxXajlauus

4. K/IMHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aAHHS

Bponxuaina actma

, U3MbNTENHA ATEHLWA 10 NEKAPCTBATA

Kpamka xapaxmepucmuxa Ha npogyxma - Mpusoxerue 1

e _Ne. M9
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DyTHKa30HOB MPOMHOHAT NPUTEXABA CHIEH NPOTHBOBB3NANUTENEH e(DEeKT BHPXY JMXATEHHTE MbTHILA W

Oenus 1pod.

IIpu BbL3pacTHH:

3a l'lDOd)HIIaKTH‘-IHO JICYCHHUE TNpPH:

- Jleka dopma na Gponxuanna acrma (croinoctn Ha BEJT Han 80% oT npeiBMAEHOTO Npeu 3anoypaxe
Ha Jie4eHHeTo U BapHabuHocT noa 20%): nalMeHTH ¢ HEOBXOIMMOCT OT MO-YECTO CUMITOMATHUYHO JIeUeHHE

¢ OpoHxoauaararop.

- YMmepeno-Texka popma Ha Gponxnanha actMa (ctoiHocTn Ha BEJ] 60-80% oT npeasuaeHoTo npe/iu
3ano4BaHe Ha JieyeHHeTo W BapHabuiHocT 20-30%): nauMeHTH, NPH KOUTO € HEOOXOAMMO PelOBHO
NPOTHBOBB3MAIHTENHO JIeYeHHe Ha OPOHXHAIHA ACTMa M TPH TNALIMEHTH ¢ HecTaOMIHA WK BJOLLABALLA Ce
acT™Ma Ha (poHa Ha ChlIECTBYBaLIa TEpanus WM JeKyBaHH camo ¢ GPOHXOAMNATaTOP.

- Texka opma Ha Gponxmanna actma (croitnoctn Ha BEJ] noa 60% ot npeasuaeHoTo npeam
3ano4BaHe Ha Jle4eHHeTo W BapuabuaHocT Haa 30%): naluMeHTH ¢ TekKa XpoHHuHa Gopma Ha GpoHXHaIHA
acTma. [1pn MHOTO NaUMEHTH, HYKAELIH CE OT CUCTEMHO JIEYEHHE C KOPTHKOCTEPOH/IH C LIET KOHTPOI BbPXY
CHMNTOMATHKATA, MPUIOKEHHETO HA MHXANATOPeH (JTYTHKA30HOB MPOINHOHAT MOXKe /1a J10BE/Ie /10
3HAUMTEJIHO pejlylIHpaHe Ha 103aTa K e/IMMHHUPaHe Ha HEOOXOIMMOCTTA OT NEPOPaAIEH KOPTHKOCTEPOM/L.

Ilpu gena:

an HeOOX0AMMOCT OT NMPOTHBOBB3NATHUTEHO JICHCHHUE HA GPOHXHEUIHEI acTMa IpH aeua, BKIKYHUTEITHO
NMaLUHEHTH, MPHU KOHTO HE Ce NnocTUura KOHTPOJT HA CbCTOAHHUETO OT H3IMOJI3BAHH JAPYTH NPOAYKTH 3a

npodunakTHka.




4.2 lo3npoBKa H HA“IHH HA MPHJI0NKEHHE

[MauuenTute TpsOBa na 3HAAT, Y€ TepanHATa C HHXANATOpeH GIIYTHKA30HOB NPONHOHAT HMa MPOQHIAKTHYEH
XapakTep ¥ TpabBa a ce NpHeMa PeAOBHO, NaXe W KOTaTo NAUHEHTHTE ¢a ACHMITTOMATHUHH.

@nukcotua 50 Huxanep ce npunara MHXanaTopHO caMo Mpe3 YCTaTa.
[Ipeanucanarta AHeBHA 1033 NO Bb3MOMKHOCT 2 CE NPHEMA B ABA NpHEMA.

[Tpn naumMeHTH, KOHTO ce 3aTPYHABAT € KOOPAHHALHATA NPH M3MON3BAHETO Ha HHXanaTopa, ®nukcotua 50
Huxanep Moxe Na ce npunara ¢ nomoLuta Ha 06EMHa KaMepa 3a HHXanHpaHe.

goangomca IpH ﬁponxnanna acTMa

EdexteT OT TepanusaTa ce nposesea 4 — 7 aHH el Ha4anOTO Ha eveHneTo, [1pH NALMEHTH, KOWTO He ca
IPHEMAJIH HHXAIATOPHH KOPTHKOCTEPOHH, MOXE A Ce Haﬁmonaaa NMpOMAHA B CbCTOAHHETO OLLIE CIEA
nbpBUTE 24 vaca.

ITpu HamansBaHe Ha eEKTHBHOCTTA HA JIEUEHHUETO C KPATKOAEHCTBALM GPOHXOAMNATATOPH 32 OG/CKYaBaHe
Ha CHMNTOMHTE MK NPU HEOOXOAMMOCT OT NMOBEUe HHXANALMH OT OOHKHOBEHO, NALMEHTHTE TpabBpa 1a
MOTLPCAT NIEKAPCKH ChBET.

MosnpoBka npn BbLIpacTHH W Teua HAaA 16 roamun: 100 no 1000 pg 1sa MbTH AHEBHO.

Hauannara n03a nHxanatopeH ¢yTHKa30HOB NPOMHOHAT € NPENOPLUMTENHO 12 Ce ONPenes B 3aBHCHMOCT
OT TEXKECTTa Ha CbCTOAHHETO:

- Jlexa popma na 6poHxuanna actma: 100 go 250 g ABa NBTH AHEBHO.

- CpeaHotexxka dopma Ha GpoHxHanHa actMa: 250 no 500 pg nBa MHTH AHEBHO.

- Texxa dpopma Ha 6porxnanna actMa: 500 a0 1000 pg nBa NbTH AHERHO.

Il03aTa MOXeE 1a C€ NpOMEHA 00 NOCTHIaHE HA KOHTPON BbPXY CHCTOAHHETO HIH B 3aBUCHUMOCT OT
HHAMBHAYATHHA OTTOBOD KbM TEPANUATA MOXKE 14 C€ peayuHpa 10 MHHHMAIHATA ereKTHBHa no3za.

3a OPHEHTHPOBBYHO ONpe/IeNIAHE Ha MbPBROHaYaNHaTa fo3a Onrkcotrn 50 MHxanep Moxe 1a NOCaysKH
OJ0BHHATA OT LjJlaTa AHEBHA 1032 HA HHXANATOpeH OEKTOMETa30H QHMPOTIHOHAT WK HETOB €KBUBAIEHT.

Texkara gopma Ha GPOHXHANHA aCTMA H3HCKBA PEIOBHA OLIEHKA HA ChCTOAHMETO NOPaaH PHCK OT NETAIEH
H3xoZ. HaumenTture ¢ Texka acTMa HMAT NOCTOAHHH CHMIITOMM M YECTH eK3aLepbalMK, OrPaHHUYEHH
BB3MOXHOCTH 3a (pH3HYECKA AKTHBHOCT H cToiHocTH Ha BEJ] noa 60% oT npeasuaeHoTo NpeaH 3anotsane
Ha neueHueTo ¢ BapHabHaHOCT Haa 30%. Te 06HYaitHO He Ce BPBILAT HATTBIIHO 10 HOPMATHHTE CTOHHOCTH
cnea npHeM Ha Gponxoannararop. [Ipy Tax € HeoGX0MMM NPHEM Ha BUCOKM 403U HHXANATOPEH UK
nepopaneH KOpPTHKOCTepora. BHesanHo BNOIABaHe HA CHMNTOMMTE MOYKE Ja HAJIOXKH MOBMLLABAHE HA
ho3aTa Ha KopTHKOCTepouaa. ONHCAaHOTO NOBHLUABAHE Ha N103aTa TPAGBA /1a Ce HA3HAYM OT eKap.

Ipn neua na u Hax 4 rognus: 50 5o 200 pg OBa NBTH OHEBHO.

B mMHoro ot cryuauTe Ha actMa npH deua Moxke Na 6be MOCTHUIHAT aleKBaTeH KOHTpoI ¢ Ao3M ot 50 a0
100 ug nsa nmuTi AxesHo. [py nauMeHTH, NPH KOWTO He € MOCTHIHAT 3a10BOAHTENEH KOHTPON ¢ Ta3u
N03HPOBKa, NOKAYBAHETO Ha A03aTa A0 200 ug Ara MBTH AHEBHO MOXKe Aa 6BAE OT o34,

Hauannara 103a nuxanatopen QulyTHKa30HOB NPOMHOHAT NpH Aelia ce ONpeaens OT TexKeC
3a60/1ABaAHETO.




L[O33Ta MOXE 1a C€ NpOMEHA A0 NMOCTHraHE Ha KOHTPO K Ja ¢¢ HaMal1aBa 00 MUHUMAanNHaTa CCbEKTHBHa
A03a B 3aBHCHMOCT OT HHAHBHIYaNHHA OTrOBOP KbM TEpan1AaTa.

IIpn geua Ha BbL3pacT ot 1 a0 4 roaunn

[1py MankH fieua HMa ycnex OT TepanHATa NPH NIPHIOKEHHE HA MHXATATOPEH GIYTHKA30HOB NPOMNHOHAT 3a
OBNAaJABAHE HA YECTHTE MPOABH WIH NEPCHCTHPALLH CUMMTOMM Ha 3ab0%BaHETO.

B k1MHIWYHKM H3NUTBAHKA TIPK Jea oT | 10 4 FOIMHU € YCTAHOBEHO, Y€ ONTHMANEH KOHTPON BbPXY
CBCTOAHHETO CE€ MOCTHTA NPH NPUIIOHKEHHE Ha 1034 OT 100 1g ABa MBTH JHEBHO, NPUITOKEHH Ypes
W3MoN3BaHe Ha AeTcka obeMHa kaMepa ¢ TMueBa Macka (Hanpumep Babyhaler).

Heobxoaumo e PEROBHO HaGnroaeHue Ha NMPOMEHHTE B CHCTOAHHETO H PEIYNITATHTE OT TEparUATa.

CneuHanHM rpyny NaLHeHTH:

He e Heo6xoanma npomsaxa B 103aTa NPY NALMEHTH B HAaNPeAHANA BL3PACT MK NPY TAKMBA ¢ GLEPEUHO HITH
uepHOAPOOHO yBpeXIaHe.

4.3 IlpoTHBONOKA3ZaHHSA
CBpbXYYBCTBHTEHOCT KbM HSKOA OT ChCTABKHTE HA MPOAYKTA.
4.4 Cnenxaauu npeaynpe;IeHHs H NpeINa3HH MEPKH NpH ynoTpeba

3acunenara ynotpe6a na 6up3oaeiicTBaluy HHXaNaTOPHH [32-aroHMCTH MOKa36a BIOMIABAHE HAa KOHTPONA Ha
6ponxuanta actMa. [1py Te3H yCoBHA TepaneBTHYHMA M1aH Ha 601HKMA TpA6Ba Aa ce NPeoLeH .

BHesanHoTo v nporpecupalilo BNOWABaHE HA KOHTPONA BEPXY 3a60MABAHETO € OTEHLMATHO
AHBOTO3acTpaluaBawo. B Tosu cnyuai cnenpa na ce obMHCIM yBeTMUaBaHe HA 103MPOBKATa Ha
KkopTHKkocTeponanTe. [1pu MauMeHT# ¢ MOBHLIEH PUCK CE NPENOpbYBa eKeAHEBHO HaboaeHre Ha BEJ].

Tpatea na ce nposepu TeXHMKATa Ha WHXAIHPAHE HA NALMEHTA, 33 A3 CE YCTAHOBH HATHLIHETO Ha CHHXPOH
MEXy BAHLIBaHe H uHXxanvpaHe. [locTHraHeTo Ha CHHXPOH € OT roNAMO 3HaYeHHe 3a NobpoTo
pa3snpeneneHue Ha 1eKapcTBOTO B Genus Apob.

Monke aa ce pa3sBHAT CHCTEMHH HEXENaHH PEaKiMK NIPH NPUIOKEHHE HA BCEKH OT HHXAIATOPHUTE
KOPTHKOCTEPOHAH, OCOOSHO NPH NMpHeM Ha BUCOKH J03H 3a AbLr nepuon ot speMe. Ioapara Ha Te3mn
PEAKUMH € TO-MAJIKO BEPOATHA, OTKOJIKOTO NPH AEPOPANTHHTE KOPTUKOCTEPOHAH (B, To4Ka 4.9
lpenosnpane). Br3MoxHHTE CHCTEMHM peakLMK BKIIOUBAT cHHApPoM Ha Cushing, cuMiToMu, Nono6HK Ha
Te3H NpH cHHApom Ha Cushing, noTuckane Ha dyHKuUMSTa Ha HAnGbOpeunnTe *UtesM, 3a6apgHe Ha pacTexa
MpH Aeud H NOAPACTBALUH, HAMA/IABAHE HA KOCTHATA MHHEPAIHa ITLTHOCT, KaTapakTa H rnaykoma. [Topaau
Ta3H NpHYHHA € BAXKHO IO3MPOBKATA HA HHXANATOPHHA KOPTHKOCTEPOMA Aa Ce THTPHPa IO Hal-HHCKaTa
A03a, NPH KOATO ¢ NOCTHTa e(eKTHBEH KOHTPON BBPXY ChCTOAHHETO (BXK. Touka 4.8 Hexenanu nekapctsenn
peaxuHK).

lpenopbUsa ce penoBHO NMPOCNENsBAHE HA MPOMEHNTE B PLCTA NPH LA HA NPOABLIDKHTENHO JeYeHHE ¢
HHXANaTOPHH KOPTHKOCTEPOHIH.

Topaaw pHck 0T HapylaBaHe Ha OTTOBOpA OT CTPaHa Ha HaAGBLEPEUHHTE XKNE3H NP
NEpOPaHH KOPTHKOCTEPOUIH KbM HHXANATOPHO JieueHHe ¢ b1y THKA30HOB PO




NOBHIIEHO BHUMAHHE M PEROBHO MpOC/efaBaHe Ha QyHKLUWATA Ha HanObOpeUHHTE JKe3H.

[Ipx NnpeMHHaBaHE OT CHCTEMHH KOPTUKOCTEPOHAN KbM HHXANATOPHA TEPANus ¢ (NyTHKAZOHOB NPONHOHAT
¢e Mpenopb4Ba NOCTENEHHO PEAYUHPAHE 103aTa HA CHCTEMHHA KopTHkocTepora. [penopbusa ce
NAUKEHTHTE 1a HOCAT IIPEAyNPeaUTEIHA KapTa 3a Bb3MOXKHA HYKIa OT AOMbLIHMTENHA 1032 OT
KOPTHKOCTEPOHAA MPH YCITOBHA Ha CTpec.

[Tpu cnewny cnyuan (BKMIOUHTENHO XHPYPTHYHI MHTEPBEHLIMH), KAKTO M ITPH CTPECOBH CHTyaLuH, Tpabaa
Aa ¢e nMa MpeaBHA BbIMOXKHOCTTA 33 HApYLIIABAHE HA OTFOBOPA OT CTpaHa Ha HaaGbOpeunuTe xaesy,
0CO0€HO MpH NAaLUMEHTH, NPHEMALITH BHCOKH 03 32 NPOALKUTENEH NEPHOA OT Bpeme. Tpabsa na ce
OOMHCITH JOMBIHHTENHO KOPTHKOCTEPOHAHO NIEYEHHE B CHOTBETCTBHE ¢ KIMHUYHOTO CheTosHKeE (B, T. 4.9
IMpenozupane).

ITo nonoGek HauMn NPEMHHABAHETO OT CUCTEMHA KbM HHXANATOPHA Teparui ¢ KOPTHKOCTEPOHA MOKE Na
AOBEAC N0 NPOABA HA MaCKMPaHN amepruyHH CECTOAHHMA KaTo anepruveH PHHHT WITH €K3E€Ma, YHATO U3ABA €
6MNa NOTUCKAHA OT CHCTEMHMSA KOPTUHKOCTEPOH.

JleuenneTto ¢ hnyTHKA30HOB NIPONMOHAT He TpsAOBA Aa ce CnHpa PasKo.

Cbobwaeann ca MHOTO pelIKH Cy4an Ha MOBUILABAHE HWBATA HA KPbBHATA 3axap (Bxk. Touka 4.8 Hexenanu
neKapcTBeHH peakuuu). Tosa Tpabsa aa ce HMa NpeBUA NPH NPENNUCBaHE HA JIEKAPCTBEHUS POLYKT Ha
NaLHMeHTH ¢ aHaMHE3a 3a 3axapeH auaber.

Mozo6Ho Ha fpyTHTE KOPTHKOCTEPOHIH 33 HHXANIATOPHO NPHAOKEHHE CE MPENOPHYBA TOBHLLEHO BHAMAHHE
NpH NaLMEHTH C aKTHBHA UK aTeHTHA Oenoapobha TyGepkynosa.

IMo BpeMe Ha NOCTMapPKETHHIOBOTO NPHNMKEHHE HA NMPOAYKTA ca CbOGIIABAHHM CTyual Ha KIHHHUYHO
3HaYUMH NNEKAPCTBEHH B3AHMOACHCTBHA NPH NALMEHTH, TEKYBaHH ¢ (PNYTHKA30HOB NPOTIMOHAT H PHTOHABMP,
KOETO BOAM 10 CHCTEMHH KOPTHKOCTEPOHAHH eheKTH, BKIIOYHTENTHO cMHapoM Ha Cushing W moTHckaHe Ha
¢yHxumaTa Ha Hanb6wLOpeunnTe xne3n. [opany TasM NpMuKHa eaHOBpPEMEHHATA YNoTpeba Ha hAyTHKA30HOB
NPONHOHAT W PHTOHABHP TpabBa Aa ce u3BArBa, OCBEH aKO NOTEHLHAIHATA NON3a 32 MALIMEHTA HAJBULIaBa
PHCKa OT CHCTEMHHK KOPTHKOCTEPOHAHH HeXeNaHH peakuuH (. Touka 4.5 B3auMoaeicreue ¢ apyrn
NIEKAPCTBEHH NPOAYKTH H ApYrH OPMH Ha B3aUMOIeHCTBHE).

KakTo 1 npu Besika Apyra HHXa1aTopHa TEPans MOXKE Aa Ce Pa3BHe MapaaokcaieH GpPoHXOCNasbM ¢
BHE3aIMHO YBENHYABAHE HA XPUIIOBETE Cried NpHEM Ha Jo3aTa. B TakbB cnyuai Tpabea nesabasHo na ce
npunoxku 6bP30 W KpaTKoASHCTBAWL HHXaNaTOpeH GpoHxonunaratop. Tepamusara ¢ $JyTHKAZ0HOB
nponHoHat Tpafsa na Gbae NpekpaTeHa He3abaBHO, NaLMEHTHT Aa Gbie nperaenaH 1 B cnyyai Ha
Heo0X0AUMOCT 1a My Gble Ha3HaueRO A/ITEPHATHBHO NedeHHe (Bx. Touka 4.8 Hexenanu nexapcreenu
peaKuHH).

3pHTenHu cMyLIEHMS
[pu CHCTEMHO H JTOKANHO NPHNOKEHHE Ha KOPTHKOCTEPOKIM Ca BL3MOXKHH ChoOILeHN 3a IPUTETHH

CMYWEHHS. AKO TPH NALMEHT Ca HATKLIE CHMITTOMH KaTO 3aMbIIEHO 3PEHHE HAH APYTH 3DHTESHH
CMYIEHHA, MAaUMEHTLT TpAdBa Ja OGble HACO4EH 3a KOHCYNTALHA ¢ 0fTanMONor 3a OLEHKA Ha Bb3MOXKHHTE
NPUYKHA, KOMTO MOTAT J1a BIUIIOYBAT KATAPaKTa, MayKoMa WK pelkH 3a0onsBaHHa KATO HEHTPAIHA CEPO3Ha
xopuropeturonatha (LICX), 3a kouTo ce cbobiaBa Cliel CHCTEMHO H TOKATHO H3NOJI3BAHE Ha
KOPTHKOCTEPOHIH.

4.5 BiawmojeficTBHE ¢ APYTH JIeKAPCTBEHH NPOAYKTH H Apyrh HOpMH Ha BIaHMOACHCTBHE

Ilpn HopManHu ycnoBHA cilel HHXANATOPHO NPHAOKEHHE CE AOCTHIAT HUCKH



(pnyTHKA30HOB NPONMOHAT B MJ183MATA, KOETO CE JbJKH HA EKCTEH3WBHHA METaG0MUILM Ha TbPBO
npeMHHaBaHe W BUCOKHA CHCTEMEH KITHPBHC, MeaWMpaH oT uuToxpom P450 3A4 B yepsara v yepuua npob.
CnenoBatenHo, KIHHHYHO 3HAYWMH JIEKAPCTBEHH B3aWMOJEHCTBHA € YUacTHETO Ha Ty THKA30HOB
MPOIHOHAT Ca MallKO BEPOATHH,

B eaHo npoyuBane Ha nekapcTBeHMTE B3aAUMOAEHCTBHA NPH 3APABH AHLA € YCTAHOBEHO, Y€ PHTOHABHD
(MotueH uutoxpom P450 3A4 MHXMOHTOP) MOsKE 3HAYMTENHO Aa NOBULIM M1a3MEHHTE KOHLIEHTPALIMH Ha
¢y THKa30HOB NPOMHOHAT, KOETO BOAM A0 UyBCTBHTENHO IOHHXKABAHE HA CEPYMHHTE HHBA HA KOPTH3014.
[lo BpeMe Ha MOCTMAPKETHHIOBOTO NPHICKEHHE HA NPOIYKTA Ca ChOOIIABAHH CITyuad Ha KNHHHYHO
3HAYAMY JIEKAPCTBEHU B3aUMOAEHCTBHA NPH NALMEHTH, TEKYBAHH ¢ HHTPAHA3aICH WK HHXANAaTOPEH
(nyTHKA30HOB NPONHOHAT H PHTOHABHP, KOETO BOAH O CHCTEMHHM KOPTHKOCTEPOHIHH e(bEeKTH.
BKJIOYHTENHO cMHAPOM Ha Cushing u noTuckaHe Ha dyHKuMaTa Ha HaaGLOpeunnTe xnesn. Mopaau Tasm
MIpPHYHHA €IHOBPEMEHHATa ynoTpeba Ha (GAyTHKA30HOB MPOMHOHAT U PHTOHABHD TPaGBa 1a ce u3bArea,
OCBEH aKO MOTEHLMANIHATA NOJ/I3a 33 NaLWEHTA HAJBMLLABA PHCKA OT CHCTEMHU KOPTHKOCTEPOHIHH HEXeNaHH
peakuuH,

OuakBa ce eHOBPEMEHHOTO NeyeHHe ¢ HHXHOHTOpH Ha CYP3A, BKIIOUMTENHO NPOIYKTH, ChAbPIKALIH
KOBHLMCTAT, 1a yBESTHUH PUCKA OT CHCTEMHH KOPTHKOCTEPOMAHH edekTh. JIpyrH MHXHOHTOPH HA LIMTOXPOM
CYP3A BoaAT 40 HE3HAUMTENHH (€PUTPOMHLIMH) ¥ MANKH (KETOKOHA01) YBEIHHEHHUA HA CHCTEMHATA
€KCMO3HUMA Ha (PyTMKA3OHOB NPONHOHAT Ge3 3a0eNeKMMO NOHIKEHHE HA CEPYMHHUTE KOHLEHTPALIHU Ha
kopth3ona. KomGHHHpaHeTo TpaGea na ce W30Area, 0CBEH aKO NMON3aTa NPEBHILARA YBENHHEHHA PHCK OT
CHCTEMHH KOPTHKOCTEPOUIHH eDEKTH, B KOHTO Ciiyyail nauueHTHTe TpA6Ba Aa ce NpociensBaT 3a CHCTEMHH
KOPTHKOCTEPOHAHU edekTH.

4.6 DepTHIHTET, GPEMEHHOCT H KbPMEHE

®eprunurer
Hsma nanun 3a se3aeiicTBreTo Bopxy ¢epriunuteta npu xopa. [Ipoyusanuata MPH AKHBOTHK Ca YCTAHOBHIIH,

ue (p/1yTHKA30HOB MPOMHOHAT HAMA ehbeKT BBPXY MbIKKHS MM XEHCKHA QEpTHANTET.

BpeMeHHocT
Hama noctaThuHO 1aHHM 33 BL3OEHCTBHETO HA ($nyTHKa30HOB NPOMHOHAT NpU GpeMeHHH xeHH. Kbm

MpHAaraye Ha GNyTHKa30HOB NPONHOHAT MO BpeMe Ha GPEMEHHOCT TpAbBa aa ce npUbArsa camo ako
OYaKBAaHATA NOJI3a 3a MaHKaTa HaABHIIABA BCEKH BL3MOXKEH PHCK 3a NI0Ja.

PesynTatite OT peTPOCNEKTHBHO ENHAEMHONIOTHYHO NPOYYBaHE NOKAIBAT, Y€ HE € YCTAHOBEHO YBETUYABAHE
Ha PHCKa OT rofieMH BpoaeHH mandopmaunn (MCMs), cnes npueM Ha GAyTHKA30HOB NPONMOHAT B
CPaBHEHHE ¢ 1PYrH HHXAATOPHU KOPTHCTEPOUIIH MO BPEME HA ITEPBUSA TPHMECTHP OT SpeMeHHOCTTa,

Ipn penpoayKTHBHI H3CNEABAHNA NPH JKMBOTHH CE YCTAHOBABAT CAMO TE3H HEXENAHH eheKTH, XapaKTepHH
3a IIOKOKOPTHKOCTEPOUAH €N CHCTEMHO MTPUAOKEHHE HA 103H, MHOT'OKPATHO HaJBHLIARALLH
NPENoOpPLYBAHHTE TEPANEBTHYHH NPU HHXANATOPHO NPHNOKEHHE Ha PNYTHKA30HOB NPOMHOHAT.

KbpmeHe
He ca nposexaanu uscneaBaHud 3a eKCKPETHPAHETO Ha (MTyTHKA3OHOR NPOMHOHAT B KbPMATa NpH YOBeKa.

Tpn nocTrrane Ha UIMEPHMH NTA3MEHA HUBA Ha MPOAYKTA, CIIE/ NOAKOKHO NPHIOKEHHE NPH KbpMeLLtH
nabopaTopHH ITbX0BE, GNYTHKA3OHOB NMPOMMOHAT Ce YCTaHOBSBA B KbpMaTa. Crien HHXaNaTopHO
NPUNOKEHHE Ha BTy THKA30HOB NPOAIMOHAT B TEPNEBTHYHH JO3H CE OYAaKBAT HUCKH NIASMEHH
KOHLIEHTpaLUHH,

[o BpeMe Ha kbpMeHe GnyTHKa30HOB NPOMHMOHAT MOXKE /1A Ce MPHIIAra CaMO B CIIy4auTe, KOTATO OUaKBAHKMTE
NOJI3H OT JIEYEHHETO Ha MalKaTa ca No-TONeMH OT Bb3MOXKHHTE PHCKOBE 3a [IETETO.
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4.7 Edexrn Bbpxy cnocobHocTTa 3a wWodHpane 4 paboTa ¢ MamIHEH
He ce ouakea ¢yTHKa30HOB NPONHOHAT Aa BOAW A0 TAKHBA.
4.8 Hexenann 1eKapcTBEHH PeaKIHH

HesxenanuTe neKapcTBeHH PeaKLHK ca M3GPOeHH 10-10/1y CNOpea CMCTEMO-OPraHHaTa KiacH(HKaLHA H
vecroTaTa. HecToTara ce NeHHHpa MO CNeAHHA HAYHH: MHOrO YecTH (= 1/10), wectn (= 1/100 no <1/10),
HedecTH (= 1/1 000 no <1/100), peakn (2 1/10 000 go <1/1 000), MHoro peaku (<1/10 000), BknrounTeano
€IMHUYHH CHODILEHHA M C HEM3BECTHA YECTOTA (OT HANUYHHTE AAHHK HE MOXKe J1a §bJie HANpaBeHa OLEHKa).
MHOro YeCTHTE, YECTHTE M HEHECTHTE HEXENAHH JIEKAPCTBEHH PeakLHM OBUKHOBEHO CE OTIPEAENsT OT
JaHHUTE OT KNMHHHYHWTE U3NUTBaHHUA. PeaknTe U MHOIO pelKHTe HEXENaHH JIEKAPCTBEHH PEAKLIHH B
NOBEYETO CAYUaH CE HIBEAEHH OT CJICAPErMCTPALHOHHH JaHHH (CTIOHTAHHUTE CHOGILEHHUA ).

Hudexnnn u undecraunn

MHoro uectn: Kanangosa Ha ycrara v repnoto.

Hpw HAKOM NauveHTH ce ONKCBA MOABA HA KAHAMA03a HA YCTATa M rbpioTo. MannakeaneTo Ha yerara ¢ Boaa
CIleNl HHXAJIpaHe MO3Ke @ OrpaHHYH TE3H NPOSBH NPH NoBe4eTo naureHTH. [lo Bpeme Ha nevenue ¢
(h1yTHKA30HOB PORHOHAT CHMNTOMATHYHATA KAHAH03A MOXE Ja Ce IekyBa ¢ TOKANHH IPOTHBOrbOHYHHU
NpoAYKTH.

Peaku: ezodareanta kanaunosa

HapymwieHns Ha HMYHHZTA CHCTEMS

Hoknanear ce peakLMH Ha CBPbXHYBCTBHUTENHOCT, KOMTO CE MPOABARAT M0 CJIEAHHI HAUMH!

HeuecTn: Peakunn Ha CBPBXUYBCTBHTENIHOCT OT CTPaHa HA KOXKATA.

MHoro peaku: Anrnoenem (FaBHO Ha JIHLETO WM OpohapHHIreaneH OTOK), IHXATENHH CHMITOMH (AMCTHES
1/inn GPOHXOCTA3BbM) H aHAHUITAKTHHHU PEAKIIAH,

Hapymeuna Ha eHOIOKPHHHATA CHCTEMA

B3MOXKHUTE CHCTEMHH eeKTH BKNIOUBAT (BXK. TouKa 4.4 Crneumaniy npeaynpexaeHHs 1 crieuHatHuy
NpeAna3Hyd MepkH NpH ynotpeGa):

Mtoro peaku: ciiapom Ha Cushing, ciMNTOMH, NOAOGHH Ha Te3u NpH cHRapoM Ha Cushing, noTrckake Ha
PyHkumnaTa Ha HaEOBOPEUHHTE JKe3K, 3a6aBRHE Ha PacTeXka NPU AeUa M NOAPAcTBALLH, HAMAABAHE HA
KOCTHATa MMHEPa/IHa [UTBTHOCT, KaTapakTa, riaykoMa.

HaE!llleHHﬂ HA MeTa00JHIMA H XPAHEHETO

MHoro peaku: Xunepriavkemus.

IcHXHYHH HApYmeHRA

Mroro penkn: TpeBoxHOCT, HAPYIIEHHS B CbHA H MOBEAEHYECKH NPOMEHH, BIUTIOUHTENHO XHIICPAKTHBHOCT
H Pa3apasHUTENHOCT (NPeAMMHO NpH JeLa).
C HeM3BECTHA YeCTOTA: JENPecHd U arpecus (F1aBHO TpH 1eua).

Hapvyuienns Ha ounte

C nemssecTHa YecToTa: 3aMBIIIEHO 3peHHe (BX. ChLIO Touka 4.4 CeuManHu npeaynpexaeHHd u npeaAnazHu
MEpKH NpH ynotpeba).

PecnngaTogun, 'PHLAHH H METHACTHHAIHH HADYIIEHHA

Yectu: [lpesraBocr Ha rnaca.

Ipyt HAKOM NAaLKMEHTH NPHUNOKEHHETO HA MHXANATOPEH Ty THKA3OHOB MPONHOHAT MOXKE 43 foeeje 1o
Ape3raBocT Ha riaca. MannakeaHeTo Ha ycTaTta ¢ BoAa HEMOCPEICTBEHO Clied HHX 3 m%ce Zid OrpaHHuYK

TE3H NpPORKEH. o




Mhnoro penxu: [Napapokcanex Gponxocnasbm (Bxk. Touka 4.4 CreunanHi NpeIynpexAeHHA W NPeanasHu
MEPKH MpH ynotpeda).
C HEeH3BECTHA 4ecToTa: eNUCTaKCHC

HapyeHnsa Ha KoXaTa H NOAKOXKHATA ThKAH
YecTH: KpbBOHACAOAHHA.

Cboﬁggaaaue Ha MOAO3HPAHH HEKENAHH PEAKLIHK

Cpob1aBaHeTo Ha NMOAO3MPAHN HEXENTaHH PEaKLIMH Clief| pazpellaBaHe 3a ynorpeba Ha NeKkapcTBeHHS
NpoAyKT e BaxkHOo. TOBa M0380N1ABa Ja NPOABLIKH HabNIOAEHHETO HA CHOTHOLLEHHETO N107138/PHCK 3a
neKapcTBeHUA NpoAyKT. OT MeTHUHHCKUTE CIRLMANTHCTH CE M3HCKBA A2 CboOWABaT BCAKA NOJ03HpPaHa
HexenaHa peakius Ha HanbiHuTenHa areHuma no nekapcrsara, yi. . Jamss [pyes* Ne 8, 1303 Codus,
Ten: +359 2 8903417, yebceaiiT: www.bda.bg.

4.9 IIpeaozupane

[pu3Haum 4 CUMOTOMH
OcTpo npenosnpale Npu MHXaAHpaHe Ha GAYTHKA30HOB NPONHOHAT B J03H, M10-BHCOKH OT onobpeHuTe,

MOJKE [a JoBeAe 10 BPEMEHHA CYTIPECHS Ha XHNOTaNaMo-XxHnoduzo-raadbuopeunata oc. OGHKHOBEHO Te3M
Clly4au He Hanarat cnellHa Hameca, Thi KaTo HopManHaTa hyHkuMA Ha HaaGbOpeunuTe xne3n oGuuaiiHo ce
BL3CTAHOBABA 3a NEPUOJ OT HAKOJIKO AHH.

BB3MOXKHO € 3HaUMTENHO NOTHCKaHe Ha GYHKLMATA Ha HanGBLOPEUHHTE €3 NpH ynoTpeba Ha No-BHCOKH
OT 0100pEHHTE 03K 3a NO-ABALI MEPHO OT Bpeme. CboOILABAHN Ca MHOTO PEKH CAYyUuaH Ha ocTpa
anpeHanHa Kpysa NpH AeLia, NpHeMaii No-BHCOKH OT onobpenuTe n03u (06kkHOBEHO 1000 pug unn noseue ot
1000 ug mneBHO) 3a NPOABIKHTENEH MEPHOA OT Bpeme (HAKOIKO MeceLa M roannn). HabmoaasanuTe
MPU3HALIM BKAIOYBAT XHIIONTMKEMHS H NOCAEACTBHA OT HAPYLIEHHE HA Chb3HAHHMETO H/WIIM IMbPUOBE,
Curtyaunnte, KOMTO NOTEHUWANHO GHXA MOMIIH a OTKIIIOYAT OCTPA AAPEHATHA KPH3a, BICIHOYBAT
MpeTbpnaBaHe Ha TPABMA, XHPYPruvecka HHTepPBEHLIHA, HHpeKLHA Ui Obp30 HaMANaBaHe Ha J03aTa.

Jleuenue
IaureHTHTE, NOTYYaBalLH NO-BUCOKH OT ogoOpeHHTe 103M, TpAOBa Aa ObAAT NpoCNeNABaAHK BHUMATESHO H
NO3WpoBKaTa 1a ObJe HAMaNABaHAa MOCTEMEHHO.

5. ®APMAKOJIOTHYHH CBOHCTBA

5.1 @®apmaxkoIMHAMHYHH CBOHCTBA

ATC koa: RO3BAOS

MexaHH3bM Ha AeicTBHE

Ipu nHxanaTopHO NpHNOKEHHE B IPENMOPLUAHH J03H (IIYTHKa30HOB NPOTTMOHAT NPHTEXKABA CHIIEH

FIIOKOKOPTHKOMAEH NPOTHBOBBL3NATHTEIEH edekT Bbpxy Genus apob. Tosa Boan no HaManssaHe Ha
CHMOTOMHTE H 0BOCTPAHHATA HAa GPOHXMATIHA ACTMA.

5.2 dapmakoKHHETHYHH CBOHCTBA

Abcopbuns
AGconmoTHaTa GROHATMUHOCT Ha (Y THKA30HOB NPOIMHOHAT 32 BCAKO OT H3CAEABAHUTE HHXANATOPHHU

YCTPOWCTRA € OLIeHEHa Ype3 CPABHEHHA B H MENIY NPOYYBAHWS HA MHXANATOPHHTE U HH BHHTE
apMakOKMHETHYHH AaHHW. AGCONIOTHaTa BHOHANHYHOCT Ha GYTHKA30HOB FAPONY 1.6 0npefgaeHa npu
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34paBH Bb3PacTHH cboTBETHO 3a Diskus (7,8%) u Inhaler (10,9%). INMpu nauxentn ¢ actma wnu XOBB
HabnloiaBaHa MO-HHCKA CTEMEH Ha CHCTEMHA €KCNO3UUNS Ha MHXANaTopeH (yTHKA30HOB MPONHOHAT,
CrcremHaTa pe3opOLHA ce OChIIECTBABA MPeJUMHO B Genus Apob, KaTo B HauanoTo € 6bp3a, a clen ToBa —
npoabmkUTenHa. OCTaTLKLT OT HHXANATOPHATA 1033 MOXE /1a Ce NPELTbTHE, HO TOBA AONPHUHACSH B
MHHHMA/IHA CTEMNEH 33 CHCTEMHATA EKCNO3ULIMSA NOPaIH HUCKATA Pa3TBOPHMOCT BbB BOJA H NPEACHCTEMHHSA
MeTaboNN3bM H 1aBa B pe3yaTaT nepopanHa GHOHANMUHOCT, No-Manka oT 1%. C noBUIIABAHETO Ha
HHXanupaHaTa A03a ce HabnaBa MIMHENHHO NOBUIIIABAHE HA CHCTEMHATA EKCHO3HLIMA.

Pasnpenenenne
©nyTHKa30HOB NPONMOHAT UMa ronaM obeM Ha pasnpeneneHuHe B CTabHIHO ChCTOAHME, sfeady state,
(npubausutenno 300 1). Cebp3BaHeTO C MM1a3MEHHTE IPOTEHHH € B YMEPEHO BHCOKA cTeneH (91%).

MeTrabonH3bBM

(DyTHKaI0HOB NPONHOHAT Ce EIMMHHHPA 32 KPATKO BPeMe OT CHCTEMHATa LIMPKYNaLKA, NPEMMHO KaTo ce
MeTaloMn3upa 10 €IMH HEAKTHBEH METabONMT Ha KapGOKCHIHATA KMCENHHA OT eH3MMA LMTOXpoM P450
CYP3A4. Ipenopiusa ce NOBHIIEHO BHUMAHHE NPH ¢IHOBPEMEHHO NMPHIOKEHHE HA HIBECTHH HHXUGHTOPH
Ha ensnma CYP 3A4, Thid KaTo Te Morar Aa JoBeAaT 00 MOBHILABAHE HA CHCTEMHATa eKCNO3HLIMG Ha
¢NyTHKA30HOB NPOMUOHAT.

EnumMunHpane

EnnuMuHnpareTo Ha GAyTHKAa30HOB NPONMOHAT CE XapaKTepH3Iupa ¢ BUCOK Mmna3meH kinpbHe (1150 ml/min)
H KpaHHO BpeMe Ha M1a3MeH NMonyHBoT 8 yaca. brbpeunnar kTupbHE Ha Gy THKa30HOR NponHOHAT €
NpeHeOPEHMO HUCHK (Mo-Manko ot 0,2%) 1 no-mManko ot 5% noa dopmara Ha MeTaGoauT.

Kaunnyuu npoyupanns

DayTuxazonos nponnorart (FP) chappkamy nekapcTsa 3a JeveHue HA acTMA N0 BpeMe Ha
OpeMeHHOCT

OBcepBaUMOHHO, PETPOCTIEKTHBHO, STTHAEMHONOMMYHO, KOXOPTHO MPOYYBaHeE, H3NON3BAHKH €NIEKTPOHHHTE
3apaeHH JocueTa oT OGeIMHEHOTO KpancTBo, OLEHABA PHCKA OT Bb3HHKBaHe Ha MCMs ciiea npuem npes
NbLPBHA TPHMECTBP HAa HHXanaTtopeH FP camocToaTenHo M B KOMOMHAUMA CbC CAIMETEPON B CPaBHEHHE C
Hecbabpxkau FP nhxanatopun koprucreponan. He ca cpaBHsBanu ¢ nnaue6o B ToBa npoyyBaHe.

B koxopTa o1 5362 6peMeHHH XkeHH ¢ acTMa, KOHTO ca MPHEMAITH HHXANATOPHU KOPTHCTEPOHIH Npe3
NbpPBHA TPUMECTBP Ca ycTaHoBeHH |31 nnarHocTiuMpany cy4as Ha MCMs; 1612 (30%) ca npuemanu FP
uau canmerepon-FP, npu xouto ca Hamepenn 42 anarHoctnuvpann MCMs. CrOTHOLIEHHETO Ha
BepOATHOCTHTE 3a MCMs anarnoctiumpatiu 3a | ronuua e 1,1 (95% CI: 0,5 - 2,3) 3a )eHH ¢ yMepeHo Texxka
acTMa, KOHTO NpreMaT FP KbM jKeHH, KOUTO NpHemaT Hecbabpxkalu FP unxanaropuu koptucteponan u 1,2
(95% CI: 0,7 - 2,0) 3a xeHH Che 3HAUNTENHA A0 TeXKa acTMa. He € ycTaHOBEHa pasiHKa B PHCKA OT pa3BHTHE
Ha MCMs npu nprem npes nbpeus TpHMECTLP HA FP caMOCTOATENHO M B KOMOHHALIMA ChC CANMETEPOI.
ABCOmOTHHAT puck oT npoasa Ha MCMs sapupa ot 2,0 10 2,9 Ha cTo BpeMeHHH XEeHH C TEXKA aCTMA, KOMTO
npueMar HhxanatopeH FP, koeto € cpaerumo ¢ pesynrtarute ot npoyuBane Ha 15 840 6pemennn sxeHu He3
TEpalHi Ha acTMaTa, 3a KOETO € non3sada 6asara nanay Ha oblLonpakTHKyBaiiTe nekapH (2,8 MCMs Ha
100 BpemeHHU skeHn).

5.3 Ilpeaknuununn nanHy 3a Ge3onacuoct

[Npu nposenenn uzcnensaHus 3a TOKCHYHOCT Ce YCTAHOBABAT HEXENAHH PEAKLIMH, THITHYHH 32 MOLLHHTE
KOPTHKOCTEPOHAH CaMO NPH NIPHEM Ha 103H, MHOIMOKPATHO HAaABHIIABALLM TepanesTHuHKTe. He ce
YCTaHOBABAT HOBH €(IeKTH NMPH NPOBEAEHH TECTOBE 33 TOKCHMHOCT € NIOBTAPALLMH 0345 H3CAEABAHHUA 32
TEPATOreHHOCT WM PENPORYKTHEHA CMOCOBHOCT. LNt




Ilpu ycnosus in vifro v in vivo He ce ycTaHOBABA MyTareHHa aKTHBHOCT Ha (TyTHKa30HOB nponHoHart. He ce
YCTaHOBABA KAHUEPOreHEH MOTEHLMa HA NPOAYKTa NpH rpusayu. [1pn nabopaTtopHH ®UBOTHH JIEKAPCTBOTO
HE BOAH A0 APa3HEHE H CCHCUOHNHIHpaHe.

Ypes v3nuTBaHe, MPOBEACHO BHPXY MHOO Pa3IMYHH SKUBOTHHCKM BHAOBE TIPH €KEHEBHA €KCMO3ULUMS 32
EPHOR OT 2 FOJHHH Ha NApPH ¢ MHOTO BHCOKH KoHUeHTpauru Ha HFC-134a, MmHorokpatHo Haasuwasauim
KOHUEHTPALIMHTE, Ha KOWTO € BE3MOXKHO Ja ObAAT H3N0KEHH X0pa, € YCTAHOBEHO, Y€ MTOMOLLHOTO BELIECTBO
HFC-134a ne e TokcHuHo.

6. PAPMANEBTHYHH JAHHHA

6.1 CnAChK HA NOMOIMHHTE BEIMECTBa

Hopdmnypan (1,1,1,2-retpadnyoperan vian HFC-134a)

6.2 HecnbBMecTHMOCTH

He ca onucannp.

6.3 Cpox ua rogrocr

2 roaMHn

6.4 Cneuna/Hn ycji0BHS 33 ChXpaHeHHe

Cnen ynotpeba BppHeTe Ha MACTO KanaykaTa Ha anJIMKATOPA 32 YCTA 4pe3 MUTLTHO HATHCKAHE 10
LLPAKBAHETO H.

Daunkcorun 50 Unxanep tpatea aa ce cbxpaHssa npu Ttemnepartypa noa 30°C.
Ja ue ce 3ampa3ssga. [fa ce nasu ot npska c/’bHUYEBA CBETIUHA.

Kakrto NPH NOBEMETO HHXANATOPHN NMPOAYKTH B ONAKOBKA 04 HAMATAHE, TEPANMEBTHYHHAT ed)ex‘r HA TOBa
JIEKAPCTBO MOKE 1A HAMATIEE, AKO ONAKOBKAaTa € CTYAeHA.

ANyMUHHEBATa ONAKOBKa He TPAGBa 1a ce NPobuBa, YyIH MK H3raps, JOPH aKO BUIMMO € NpasHa.
6.5 Bua u chabpKaHHE HA OBAKOBKATA

BTopUYHa onakoBKa: KapTOHEHa KYTHs.

[TopeuuHa onakoska: onakoBKa oT aTyMHHHI. ATyMHHHEBATA ONAKOBKa € 3aMeyaTaHa ¢ 03MPalla NoMIa —
KNana W € NMocTaBeHa B M1aCTMAcOBO yCTPOHCTBO C pasnpbeKeallla 41032, anaHKaTop 3a yCTa W 3aulWTHa
Karauka.

Konunuectro B eqHa onakoska: 120 WHXanaTopHH J03H.

He Bcuukn BUOOBE OnakoBkH MoraT Aa 6baaT nycHaTH Ha nasapa.

6.6 Cneunanuu NpeanasHH MePKH NPH HIXBLPJISHE H paboTa

ITposepka Ha MHxanepa:

Ipean za nanonssate Muxanepa 3a nbpey MbT Wik ako Bawmat Huxanep ve ¢ 6un M3MONT3BAH B
NPOAB/KEHHE HA €[lHA CEeMHLIA WK NOBeHe, OTCTPaHETE KaNaukaTa Ha aluTHKaTOopa 3 3 Hpes,

B el

BHHMATEHO NPUTHCKAHE OT ABETE W CTpaHH, pasknatere Huxanepa no6pe u nppcH etﬂga,rmm B'b 3
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Bb31YyXa, 33 14 € YBEPHTE, 4e paboTH.

Hsnonzeane Ha MHxanepa:
1) OrcrpaneTe xanaukara Ha anjauKaTOpa 3a YCTa 4pe3 BHHMATENHO NPUTHCKAHE OT JBETE M CTPaHM.

2)  Ilposepete oTBBbTpe ¥ 0TBBH MHXaNepa, BKIIOYMTENHO aNIMKATOPA 33 YCTa, 33 HANIHYKE Ha
pa3xnabeHu 4acTH/cBOOOAHH YaCTHLH.

3}  Pazknarete HHxanepa n1o6pe, ¢ KOETO Ja OCUrypHTE OTCTPAHABAHE HA €BEHTYANHH CBOGOAHN YacTHLM
M PaBHOMEPHO CMECBaHE Ha ChIBPKaHHETO.

4)  JlpwkTe MHxanepa B H3NpaBeHO NONOKEHHE MEKLY NPBCTHTE M NMAJENA, KATO Nafela NocTaBeTe
OTAOMY MOA aniMKaTopa 3a YCTa.

5} HMspmwalite KONKOTO € Bb3MOMNKHO M €€/l TOBA MOCTABETE AILUTHKATOPA B YCTATA CH MEXY 3LOUTE U
3aTBOPETE YCTHH OKONO Hero, 6e3 ja ro 3axanaare.

6)  Bennara cnen kaTo 3anouHeTe BAHIIBAHETO NPE3 YCTATa, HATMCHETE HaJONy BbpXa Ha MHxanepa, 3a aa
BNpbCKaTe GNyTHKA30HOB MPONHOHAT, AOKATO BAHLIBATE NPOIABL/IKHTENHO H IBIGOKO.

7)  Jlokato 3aampxate abxa cH, u3aaete Huxanepa ot ycrata u MaxHeTe npbeTa OT Bbpxa Ha Muxanepa.
3aapwkre AbXa ¢H Aokato Bu e Bb3MOXKHO.

8)  Axo Tpatpa ra noemere noseye Ha Gpoi 103K, 3aapbxTe UHXanepa Harope ¥ W3dakaiite NoONOBHH
MHWHYTA, CJIe0 KOETO NOBTOpEeTE ASHCTBHATA OTT. 3 A0 T. 7.

9)  Cnex ToBa M3NNaKHETE YCTaTa ¢ BOJA H M3MLTIONTE.

10} BbpueTe Ha MACTO KanaykaTa Ha anIMKATOPA 33 YCTA YPE3 MUTHTHO HATHCKAHE 10 LIPaKBAHETO M.

BAKHO! He Gbpsaiite npy H3MbLIHEHHETO Ha JIEHCTBMATA OT Touka 5, 6 u 7. BaxHo € na 3anouneTe na
AHLIATE KOAKOTO € Bb3MOKHO N0-6aBHO TOYHO Npeau HHXanUpaHeTo. YnpaxHseaiite ce npea orneaano
MbPBHTE HAKOIKO MBTH. AKO CIE]l HHXATHPAHE BHANMTE KanynuK no Bawuns Muxanep unu otetpanu no
YCTHHTE CH, TpA0Ba 1a NOBTOPUTE NpHEMa OT T. 2.

Ako BawuaT nexap Bu e nan HHcTpykuun 3a ynotpe6a Ha MHxanepa, pasauuHH OT onucaHuTe, Mons
cnaspaiTe ri BHUMaTenHo. HHdopmupaiite nekapa Npu Bb3HUKBAHE Ha NIPOGIEMH.

Jena:

Mankure neua Moxe fa MMAT Hy/a OT IOMOLL NPH M3NON3BaHeTo Ha MHxanepa 1 na € Heo6XoauMO
BB3pacTeH a 3anericTea MHxanepa eMecTo Tax. Hacspuete aeteto na usnmia v sanelicteaiite Muxanepa
TOUYHO KOraTo 3a1t04He Na BAMWBA. Y NpaxHABaHTe ce 3aeaHo. [1pH no-ronemu aelia U NpH NauWeHTH chbe
c1abu MyCKynu Ha peueTe ce npenopbuea HHxanepsT aa ce Abpxu ¢ aseTe poie. B To3M ciyuait geara
nokasaneua TpaGsa na ce NOCTaBAT Ha BbPXA HA MHXaNepa, A0KATO JBATa MMANELa Ce AbPKAT BbPXY OCHOBATA
NoA ANNHKATOpa 3a YCTa.

IMouncreane:

BauusT Uuxanep tpabea na 6bae NOYHCTBAH NOHE BEAHDBK CEAMHYHO NO CIEAHUS HAUHH!

1} OrtcrpaneTe kanaukarta Ha aluIMKaTopa 34 YCTa.

2) He u3paxkpaiiTe anyMHHKMeBaTa OMAKOBKA OT MIACTMACOBATA YacT.

3)  Hs6vpuere BrTpeIliHaTa H BBHLIHATA CTPAHA HA AfJIHKATOPa ChC CYXO MAPYE MIAT HAK KbpIIa.
4)  OTHOBO NOCTABETE HA MACTO KaMadkara.

HE MOCTABSIMTE AJTYMUHUEBATA OTTAKOBKA BBB BOJIA.

7. IIPUTEXXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12, Riverwalk, Citywest Business Campus, Dublin 24
Hpnauaus

D24 YKI1
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8. HOMEP HA PA3ZPEIHEHHUETO 3A YIIOTPEEBA

20020594

9. HAATA HA ITbPBO PA3SPEINABAHEITIOTHOBSAABAHE HA PAZPEHIEHUETO 3A
YNNOTPEBA

Jara Ha nbpBO pazpewasaue: 17 mMait 1994
Jata na nocnenHo noaHoesBane: |7 cenrremspy 2007

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

11/2025
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