KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA
1. HME HA JIEKAPCTBEHHUS MIPOAYKT

D®ankcorua 250 Muxanep 250 MukporpaMa/BrnpbekBaHe, CycrieHsus Mo HansraHe 3a MHxajialus
Flixotide 250 Inhaler 250 micrograms/actuation, pressurised inhalation, suspension

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

®aunkcorna 250 Uuxanep npeacrapispa KOHTEHHEP M0/ HAAraHe, MOCTABEH B MHXAIATOPHO YCTPOMCTBO ¢
J03Upalua nomna, koaTo ocsodokaasa 250 mukporpama (0,00025 g) dnyrukazonos nponvonar (futicasone
propionate) npyu BCSIKO BIPLCKBAHE.

3a MbJAHUA CIHCBLK HA MOMOLIIHHUTE BELIECTBA BHKTE TOUKa 6.1

[ 3MBAUTENHA ATEHLLWS 11D NEKAPCTBATA

Kpamxka xapaxmepucmuka Ha npogykma - Npuaosxexue 1

Kbm Pez. Ne .............. ‘2002058"2 ................

PaspeweHue Ne
samamp-.. X 20%

4. KJIMHWYHH JIAHHH o e L, JNC— Jreererrissseseneneeesnesssses

3. JIEKAPCTBEHA ®OPMA

CyCl‘lEH'}HH NnoJa HandraHe 3a MHXxajlauus

4.1 TepaneBTHYHH NOKA3AHHS
bponxunanna actma

DyTHKA30HOB NPOMHOHAT NPHTEKABA CHIIEH NPOTHBOBB3NAIUTENCH eeKT BbPXY AMXATETHUTE MMbTHILA W
Oenus apod.

3a npoMNAKTHYHO JIeYEHHE NPH BH3PACTHH C:

- Jleka popma Ha Gporxmanna act™a (croiinocti na BEJL Haa 80% ot npeasuaeHoTo npeam 3anousaxe
Ha JieveHreTo 1 BapuabuaHocT noa 20%): nauMeHTH ¢ HEOOXOAMMOCT OT MO-YECTO CHMITTOMATHYHO JleUeHHe
¢ OpoHxoaMaararop.

- Ymepeno-rexka popma Ha GponxuanHa actMa (croitHoctn Ha BEJ] 60-80% ot npeeuaeHoto npeu
3arnoyBaHe Ha JleueHneTo u Bapuabuanoct 20-30%): nauMeHTH, MPU KOMTO € HeOOXO0AMMO PE10BHO
MPOTHBOBB3INAIUTEIHO JIEYEHHE Ha OPOHXHAIIHA aCTMA W MPH NALIMEHTH ¢ HecTaOWIIHA WM BIIOLLIABALLA Ce
acTMa Ha (POHa Ha CHLIECTBYBALIA TEPANHs MK JIeKYBaHH camo ¢ GpOHXOaMIATATOP.

- Tesxxka popma Ha Gporxmanna actma (ctoiiHocTn Ha BEJ] noa 60% ot npeiuaeHoTo npeu
3ano4BaHe Ha 1eYeHHEeTO W BaprabuaHoCT Haa 30%): NauMeHTH ¢ TeKKa XPOHHUHA (hopma Ha OPOHXHaHA
acTMa. [pu MHOTO NAUMEHTH, HYIKIAELIH Ce OT CHCTEMHO JIeYeHHE C KOPTHKOCTEPOM/IH € Liell KOHTPOI BbPXY
CHUMNTOMAaTHKATa, NPHIOKEHHETO HA HHXAIATOPeH (JIVTHKA30HOB MPONUOHAT MOYKE 1a J10Be/e /10
3HAYMTETHO pe/ly IMpaHe Ha 103aTa WK eIMMHHUPaHe Ha HEOOXOAMMOCTTA OT NEPOpasIeH KOPTHKOCTEPOML.

XpouuuHa odcTpykTHBHA Oe101pobHa Goect (XOBB)
®akcorua 250 Muxanep e nokasan 3a nevenue Ha XOBB B koMGHHALMS ¢ AbArOAeiicTBALLH
GponxoaunaTaTopu (Hanp. AvaroaeHcTBalM 6eTa aroHUCTH).




4.2 To3HpoBKA K HAYHH HA NPHIOKEHHE

[MaunenTure Tpabea na 3HaAT, 4e TepanuATa ¢ HHXANATOpeH GAYTHKA30HOB NPONHOHAT HMa NPOdHUNAKTUYEH
xapaktep u Tpa0Ba Ra ce pUeMa peOBHO, JKE H KOraTo MAaLMEHTHTE Ca ACHMATOMATHYHH.

@nukcotua 250 HHxanep ce npunara MHXanaTopHO CaMo Npe3s ycTaTa.
[peanncanaTta QHEBHA 2032 NO BBL3IMOXKHOCT 14 CE NPHEMA B 1BA NIPHEMA.

[Ipy nauneHTH, KOWTO Ce 3aTPyIHABAT € KOOPAWHALMATA [PH U3NON3BAHETO HA WHXanartopa, dnukcorua 250
Huxanep moxe na ce npunara ¢ nomoLuTa Ha ofeMHa KaMepa 3a HHXATHpaHe.

4.2.1 [lo3npoBKa npH GPOHXHAIHA ACTMA

EdekbT 0T TepanuaTa ce nposespa 4 — 7 AHM cIed HAMANOTO Ha AedeHHeTo. [IpH nauMeHTH, KOUTO He ca
NpHeMaTH HHXaNaTOPHH KOPTHKOCTEPOUIH, MOMe Aa ce HabMoAaBa NMPOMAHA B ChCTOSHHMETO OLUE chell
nepeuTe 24 yaca.

[1pu HamansBaHe Ha €PeKTHBHOCTTA Ha JIEUEHHETO C KPATKOAEHCTBALLM GPOHXOAMNATATOPH 3a 0BNeKyapaHe
Ha CHMNITOMHTE UK NpH HEOOXOAMMOCT OT MOBEYE HHXANALUK OT OGUKHOBEHO, NaUXeHTHTE TpAGBa 1a
NOTLPCAT JIEKAPCKH CHBET.

Jlo3BpoBka npn BL3pacTHH WU Aenia Hax 16 roaunn: 100 no 1000 pg npa mbTH aHeBHO. Ginkcotna 250
HHxanep e noaxoasul caMo KOraTo Ha3HaueHaTa 103a € PaBHa Ha WK Mo-rofisMa oT 250 MMKporpama Ha
MHXaJlauus.

Hauannara n103a nHxanatopen /lyTHKa30HOB MPONMOHAT € TIPENOPLUHTENHO Ja CE ONPEENTa B 3aBHCHMOCT
OT TEXKECTTA Ha ChCTOAHHETO!

- Jlexa dopma Ha GpoHxHanna actma: 100 a0 250 pg nABa MbTH AHEBHO.

- Cpeanotexka dopma Ha bponxHanHa actMa: 250 1o 500 g ABa MbTH AHEBHO.

- Texka dopma Ha GponxuanHa actma: 500 go 1000 pug n1Ba NbTH AHEBHO.

Jloaa'ra MOKE Ja C€ NPOMEHA OO NOCTHIaHE Ha KOHTPOM BLPXY CHCTOAHHUETO WK B 3aBUCUMOCT OT
HHAWBHAYATHHA OTTOBOP KbM TEPANHUATa MOXKE [1a ce pe€ayurpa 10 MHHUManHara e(beKTHBHa no3a.

3a OpPHEHTHPOBBMHO ONpeacNAHe Ha MbPBOHauANHaTa 103a Pankcotna 250 Huxanep Moxe aa nocayxu
NONOBHHATA OT UANATA THEBHA 4034 HA WHXANATOPEH GEKIOMETA30H QMIPOMHOHAT HH HErOB EKBHBAJIEHT.

Texxara opma Ha 6poHXHaNHA aCTMA H3HCKBA PeIOBHA OLEHKA Ha ChCTOAHHETO MOPaAH PHCK OT JeTareH
n3xon. [launeHTHTE ¢ TeKa aCTMa MMAT NOCTOAHHHM CHMITTOMH W YECTH eK3aLep6aLHK, OrpaHHuEHH
Bb3MOXKHOCTH 3a PH3HYECKA aKTHBHOCT M cTolHOCTH Ha BE]T nox 60% ot npeasuaeHOTO Npeau 3ano4saHe
Ha nedeHneTo ¢ BapHabuntoct Haa 30%. Te 06HuaiHO He ce BPLILAT HANBLITHO IO HOPMANHHTE CTOMHOCTH
cnea npuem Ha Sporxoaunaratop. IIpn Tax € HeoGX0AMM NpUeM Ha BUCOKH 103K HHXANATOPEH Wi
nepopaieH KOpTHKOCTepOHa. BHe3anHo eiowaBaHe Ha CbCTOAHHETO MOXKE 12 HANIOXKH NOBHIIABAHE HA
/103aTa Ha KOpTHKocTepoua. OnucaHOTo NOBHIABAHE HA J03aTa TPSOBA A Ce HA3HAYM OT NeKap.

Crnenuainu rpyns nanaeHTH
He e Heobxoanma npoMAHa B 103aTa [PH NaUMEHTH B HaMpeaHAIa Bb3PACT HITH TNpH TakuBa ¢ 6xOpevHo WK
yepHoaApobHO yBpeKaaHe.

4.2.2 osnpoka npn XOBB
Hosuposxa npu Bb3pacTun: 500 g ABA MHTH NHEBHO B KOMBHHALUMA ¢ AWIroAeHCT



GpoHxoaunaraTopH (Hanp. AbAroneicTeailn 6€Ta arOHHCTH).

JlekapcTeara Tpabea fa ce TIpUarar BCeKH IeH 3a ONTHMAIEH TepanesTHUYeH edeKT, KOHTO MOxe 1a Gbae
NOCTHIHAT 3a 3 10 6 Meceua. Ako He ce HaGnioaaba nNoaodpeHHe MpK NedeHue B NPOALIKEHHE Ha 3 10 6
Mecella, € HeoHX0INMa KITHHHYHA OLEHKA Ha CbCTOSHHETO.

4.3 TpoTHBOTMOKA3AHMA
CapbX4yBCTBHTEIHOCT KbM HSIKOS OT ChCTABKHTE Ha NIPOAYKTAa.
44 CroennanHun npeaynpexieHns H NpeINa3HA MEPKH NPH ynoTpeba

3acunenara ynotpeba Ha 6bp3oaeHcTBaLUM HHXANATOPHH P2-arOHUCTH NOKA3Ba BIIOLIABAHE HA OPOHXHAIHA
actMa. [IpH Te3n ycnoeus TepaneBTH4HMA MUTaH Ha Gonnus TpaGBa Aa ce npeoueHH.

BHesan+oTo W nporpecupawo BnouUIasaHe Ha KOHTPONa BbpXY 3a000SBAHETO € MOTEHLIHANHO
’KUBOTO3ACTpalIaBalle. B To3H cnyuali ciieaBa na ce 0OMHCITH YBENHUYABAHE HA JO3HPOBKATA Ha
KOPTHKOCTEpoHaHTe. [IpH nauMeHTH ¢ NOBHLLEH PHCK Ce NPENopbUBa exeAHEBHO Habatonenne Ha BEJL

[THeBMOHHA Npu nauuenTy ¢ XOEb

Habalonasa ce nopuilieHa 4ecTOTA Ha MHEBMOHHA, BKIKOMUTENHO MHEBMOHHA Halaralla XOCnHTAIH3aLu,,
npy natmeHTn ¢ XOBB, KOWTO NpHeMaT HHXaNaToOPHH KOPTHKOCTEPOUAM. MMa HAKOM NaHHH 33 NOBHILEH
PHCK OT NHEBMOHUS NPH NOBHIUABAHE HA CTEPOM/IHATA 1033, HO TOBA HE CE€ AEMOHCTpHpa yOeaMTENHO B
PaMKHTE Ha BCHUKH NPOY4BaHHA,

Hsma yGennTenno KIMHHYHO I0Ka3aTENCTBO 33 PA3IHKM B PAMKHTE Ha KNAca MEXIY MHXAnaTopHuTe
KOPTHKOCTEPOHAHH NPOAYKTH, OTHOCHO FONIEMHHATA Ha PUCKA OT MHEBMOHHA.

Jlexapute Tpabea na npociensBaT 3a Bb3MOXKHO Pa3BUTHE HA NHEBMOHHKS npy nauuenth ¢ XOBB, Tbil kaTo
KJIHHHYHATA KAPTHHA Ha Te3H HHQPEKLIMK Ce NPEnOKPHBa ChC CUMNTOMHUTE Ha exsauepbaumu Ha XOBB.
PuckoBHTe haxTopH 3a mHeBMOHHA Npu nauveHTH ¢ XOBB BKIIO4BAT HACTOALUO TIOTIOHOMYLUEHE, TT0-
HanpeaHaNa BB3pPACT, HUCHK HHAEKC Ha TenecHa maca M Teskka XOBB.

TpabGsa na ce npoeepu TexHUKATa HAa MHXaNMPaHe Ha MAUHEHTA, 3 1A Ce YCTAHOBH HANMMHETO HA CHHXPOH
MEXIY BAHLIBAHE U MHXAnUpaHe. [ToCTHraHeTo Ha CHHXPOH € OT roNsIMO 3HauYeHHE 32 A0OPOTO
pasfnpeneneHue Ha AeKapeTBOTO B 6enus npod.

Mosxe na ce pasBuAT CHCTEMHH HeXeNaHu PeaKLIMM NP NPUIOKEHHE HA BCEKH OT MHXANATOPHHTE
KOPTHKOCTEPOHIH, OCOGEHO MpH NpHEM Ha BUCOKM JI03H 33 ALABLE NepHoa OT speme. Toasara Ha Tezun
PEaKUKMH € NO-MaNlKO BEPOATHA, OTKOJIKOTO MPH NEPOPAIHUTE KOPTHKOCTEPOHAHM (BXK. TOUKa 4.9
Ipenosupane). BramoxHHTE CHCTEMHH peakUnH BKAOUBAT cHHAPOM Ha Cushing, cHMNTOMM, NOROGHH Ha
Te3M NpH cHHApoM Ha Cushing, notuckane Ha pyHKUNATA Ha HALGBLEPEUHNTE KNe3M, 3a6aBsHe Ha pacTexa
MpH Acua ¥ NOAPaCcTBALIH, HAMANRBaHE HA KOCTHATA MHHEPAJIHA TUTBTHOCT, KaTapakTa M raykoma. [Mopaau
Ta3n NPUHHHA € BaXKHO NO3MPOBKATA HA HHXAIATOPHHA KOPTHKOCTEPOH/ Aa C€ THTPHMpa 10 Haii-HucKaTa
A033, NIPH KOATO €€ MOCTHra e(eKTHBEH KOHTPOJT BLPXY CBCTOAHHMETO (Bik. Touka 4.8 Hexxenanu nekapcreeru
peaKLHH).

Ipenopbusa ce pesioBHO Mpoc/ieBaHE HA NPOMEHNUTE B PBCTA NP J€La HA NPOABIKHTENHO JIEUeHH e ¢
WHXaNaTOPHU KOPTHKOCTEPOH/IH.

Hopanwm pyrck OT HapyllaBaHe Ha OTrOBOPA OT CTPAHA Ha Han0BOpeuHUTE HAe3n NpU np
MepoOpanHi KOPTHKOCTEPOHAH KbM MHXANaTOPHO NICYEHHE ¢ Ny THKAZ0OHOB MPOMHO
MOBHLWEHO BHHMAHHE M PENOBHO MPOCAEAABAHE HA PYHKUNATA HA HanOvLOpeuHuTe




[1pu npeMHHaBaHe OT CHCTEMHH KOPTUKOCTEPOHAH KbM HHXANATOPHA Tepanus ¢ (UIYTHKA30HOR NPONHOHAT
Ce MpenopwLyBa NOCTENEHHO PeayLIHpaHe A03aTa HA CHCTEMHHA KOPTHKOCTepon. [Ipenopbysa ce
MaUHEHTHTE @ HOCAT MpeayNpeaHTENIHA KapTa 3a Bb3MOXKHA HYKIA OT JOMBJIHHTENHA 1033 OT
KOPTHKOCTEPOHAA NPH YCNOBHA HA CTpec.

[pw criewHn cnyyan (BKIOYHTENHO XHPYPrUYHH HHTEPBEHLMM), KAKTO M TIPH CTPECOBH CHTYALIMH, Tpabea
Aa ce UMa MpeABH/L BB3MOXKHOCTTA 3a HApYLlaBaHe Ha OTFOBOPA OT CTpaHa Ha HanbbLOpeYHHTE Xleln,
0c00eHO NpH NaLHEHTH, NPHEMALLIH BUCOKH JO3H 32 MPOIB/IKHTENEH NepHoa oT Bpeme. Tpabea na ce
OOMHCITH IOMbAHWTENHO KOPTHKOCTEPOHHO JICYEHHE B CLOTBETCTBHE ¢ KIIMHHYHOTO ChCTOAHME (BK. T. 4.9
lpenozupane).

Mo nonoGen HausH NPEMHHABAHETO OT CUCTEMHA KBM HHXATATOPHA Teparnus ¢ KOPTHKOCTEPOH MOXKE Na
AOBENE AC NpOABA HA MACKHPAHH ANICPrHYRH CbCTOAHWA KaTO ANEPTHUEH PHHHT HITH €K3€EMA, YHATO H3ABA €
61na NOTUCKAHA OT CHCTEMHUA KOPTHKOCTEPONUA.

JleuenneTo ¢ GpayTHkazoHOB NPOMHOHAT He TPAOBA a ce cnMpa pAsKo.

CrbobluaaHn ca MHOMO PEAKH CNy4aH Ha NOBMLLIABAHE HUBATA HA KPbBHATa 3axap (Bx. Touka 4.8 Hexenanu
NeKapcTBEHH peakunu). Tosa TpaOBa aa ce MMa NpeIBK/ NPU NPEANUCBaHe HA JIEKAPCTBEHUA NPOAYKT Ha
MaLUEHTH C aHaMHe3a 3a 3axapeH auaber.

[MonoGHo Ha ApyTHTe KOPTHKOCTEPOKIH 33 MHXATATOPHO NPHAOKEHHE CE MPENOPBbYBA NMOBHILEHO BHHIMAHHE
NpH NAUUEHTH C aKTHBHA WK NaTeHTHa GenonpobHa TyGepkynosa.

ITo Bpeme Ha MOCTMAPKETHHIOBOTO MPHIIOXKEHHE HA NMPOAYKTA ¢a CLOOIIABAHM CITy4a Ha KIIHHHYHO
3HAUHMH JIEKAPCTBEHH B3aUMOICHCTBUA 1PU NALMEHTH, JIEKYBAHH ¢ QAYTUKA30HOB NPOMHOHAT ¥ PHTCHABMP,
KOETO BOJIH 10 CHCTEMHH KOPTHKOCTEPOUIHH eeKTH, BRIOUMTENHO CHHAPoM Ha Cushing W noTHckaHe Ha
PpyHKumsTa Ha Hapn6BEpeuHHTe *uesu. [Topaau TasH NpHYKHA eaHOBpeMEHHaTa yroTpe6a Ha Ty THKa30HOB
MPONHOHAT M PUTOHaBHP TPaOBa Na ce H30ArBa, OCBEH aKO NOTEHUMATHATA 10132 32 MaLMEHTA HaABKILABA
PHCKa OT CHCTEMHH KOPTHKOCTEPOH/IHH HEXENAHH peakuuu (BK. Touka 4.5 Braumonekicteune ¢ apyru
NEeKapCTBEHH NPOAYKTH K ApYrH (GOPpMH Ha B3aHMOIENHCTBHE),

KakTo H npu Bcaxka apyra MHXanaTopHa Tepanns MoXe [a Ce Pa3sBHe NapaJoKcaneH GPOHXOCNAazbM ¢
BHC3aNHO YBENH4ABAHE HA XPUNOBETE Cel MPHEM Ha ao3aTta. B Takbs cnyyait Tpabea HezabasHO na ce
npunoxu 6bP30 M KpaTkoaeHCTBaLI HHXanaTopeH Gponxoaunararop. TepanuaTa ¢ biryTHKAZ0HOB
nponuoHat Tpabea 1a 6bae npekpaTeHa He3abaBHO, MALMEHTHT Ja Gbae NperfienaH u B ciiyuail Ha
HEOBXOXMMOCT na My 6be HA3HAYEHO anTEPHATHBHO JleueHHe (BX. Touka 4.8 Hexenanu nekapcteHu
PEaKLIHHK).

3pHTENHH CMYLIEHHA

[1pH CHCTEMHO M T0KATHO MPUIOXKEHHE HA KOPTHKOCTEPOUAH Ca BB3IMOXKHH CHOGUIEHHA 32 3pHTEIHN
CMYIIEHHA. AKO AIPH MALKEHT Ca HA/IHLIE CHMITTOMM KAaTO 3aMbIJIEHO 3pEHHE MU IPYTH 3PHTEIHH
CMYLUEHHA, NALHEHTHT TpabBa na 6bAe HACOUEH 32 KOHCYITauus ¢ ODTAIMONOL 33 OLEHKA HA BLIMOXKHHTE
MPUYUHH, KOMTO MOraT 13 BKKOYBAT KAaTapaKTa, raykoMa WK peakH 3ab0ngBaH|A KaTo LIEHTpanHa cepo3Ha
xopuopeTHHonarua (LICX), 3a kouTo ce chobluasa cies CHCTEMHO M IOKATHO M3MOA3BAHE Ha
KOPTHKOCTEPOHAH.

4.5 BsanmopelicTBue ¢ APYTH JEKAPCTBEHH NPOXYKTH H APYTH (OPMH HA B3aHMO,

ﬂpn HOPMaJTHH YC/I0BUA CICR HHXANATOPHO MNPHAOKCHHE €& AOCTHIaT HHCKH KOHLUE



¢nyTHKa30HOB APOMHOHAT B NA3MAaTa, KOETO €& Ab/DKH Ha eKCTEH3HBHHA METaBOMHIBLM HA MBLPBO
NpeMHHABAHE W BUCOKMA CHCTEMEH KIIMPBHC, MEAUUPaH OT LUHTOXpoM P450 3A4 B uyepBata u uepuus apob.
CaenoBaTento, IKJIKHHYHO 3HAYUMH JICKAPCTBEHH B3aHMOAEHCTBHS ¢ YYACTHETO HA (Y THKA30HOB
MPOMHOHAT Ca MallKO BEPOSTHH,

B eato npoyusane Ha JieKapCTBEHHTE B3aHMOACHCTBHA TIPH 34PABH JIMLA € YCTAHOBEHO, Y€ PUTOHABUD
(MoweH uuToxpom P450 3A4 MHXHOHUTODP) MOXKE 3HAUMTENTHO A3 NOBHLIH MIa3MEHUTE KOHUEHTPALHH Ha
(hnyTMKa30HOB NPONHOHAT, KOETO BOAH /10 HyBCTBUTENHO MOHIKABAHE HA CEPYMHHMTE HUBA Ha KOPTH30/A.
Ilo Bpeme Ha NOCTMAPKETHHIOBOTO NMPUIOKEHHE HA NPOAYKTA Ca ChOBIIABAHH CITY4aH Ha KIMHHYHO
3HaYHMH JIEKAPCTBEHH B3aUMOACHCTBHA NPH NALMEHTH, NEKYBAHH C MHTPAHA3aNEH MAH WHXANATOPEH
¢nyTHKA30HOB NPONHOHAT H PHTOHABHP, KOETO BOAH [0 CUCTEMHH KOPTHKOCTEPOHIHH edekTH,
BRJTIOUMTEHO cHApom Ha Cushing M noTuckaHe Ha dyHkuuaTa Ha HanGbOpeunnTe xnesn. [lopaam Tasu
MPUYHHA €IHOBPeMeHHaTa ynoTpeba Ha gnyTHKa30HOB NPONKOHAT H PUTOHaBKMP TPAGBa 1a ce nibarsa,
OCBEH aKo NOTEHUHAHATA M0J132 32 ALWeHTa HaBHIIABA PHCKA OT CHCTEMHM KOPTHKOCTEPOMIHH HEXENaHH
peakuMu.

OuakBa ce €1HOBPEMEHHOTO Neuenue ¢ WHxnGUTOpu Ha CYP3A, BKIIOUHTENHO MPOAYKTH, ChABPHKALLM
KOGMLIMCTAT, 1 YBEH4HM PHCKA OT CHCTEMHH KOPTHKOCTEPOHHH eheKTH. JIpyri HHXHGHTOPH Ha LHTOXPOM
CYP3A BoasT 10 He3HAUMTEITHH (EPUTPOMMULKMH) H MAIKH (KETOKOHA30/1) YBEMHYESHHUA HA CHCTEMHATA
€KCMO3HUMA Ha Gy THKA30HOB MPONHOHAT, Ge3 3a0eNexHMO NOHKUKEHHE HA CEPYMHHTE KOHLIEHTPALMH Ha
koptusona, Kom6uunparero Tpafea ra ce uabsarea, ocBeH aKo Moi3aTa NPEBHILABA YBENTHYEHHA PHCK OT
CHCTEMHHK KOPTHKOCTEPOHIHHM edekTH, B KOHTO cyuaii nauneHTHTe TpaGea Ja ce MpocneaaBar 3a CHCTEMHH
KOPTHKOCTEPOHAHH €EeKTH.

4.6 PepruauTer, GPeMEHHOCT H KbpMEHe

Depruanter
Hama nannu 3a Bp3neiicTareTo BupXy depTinurera npH xopa. [Ipoy4BaHHsTa NPH JKUBOTHH €A YCTAHOBHIH,
e GIYTHKA30HOB NPOMHOHAT HAMA €DEKT BLPXY MBKKHA HIH KEHCKHA DepTHIHTeT.

BpeMeHHOCT
Hama 30cTaTb¥HO NaHHM 32 BB3AEHCTBHETO Ha (yTHKA30HOB NpoNHOHAT NpH OpeMeHHM seHn. Kum

npunaraHe Ha GyTHKa30HOB MPOIMOHAT M0 Bpeme Ha GpeMeHHOCT TpAGBa Ja ce npubArBa camo ako
OYaKBaHATA NOJI3a 3a MaHKaTa HA/BHLLIABA BCEKH Bb3MOXEH PHCK 34 rI1oja.

PesynraTuTe OT peTpOCNIEKTHBHO €MUAEMHOIOTMHHO NPOYUBAHE I0KA3BAT, Ye HE € YCTAHOBEHO yBETHYaBaHE
Ha PHUCKa OT rofeMH BpoaeHn Mangopmaurn (MCMs), cnen npueM Ha GpAyTHKA30HOB MPONHOHAT B
CPaBHEHHE € JPYTH HHXANATOPHH KOPTUCTEPOKIH M0 BPEME Ha ITbPBUS TPUMECTBP OT OpeMEHHOCTTa (BiK,
KNHHHYHH NPOYYBAHHA),

[Ipy penponyKTHBHM H3CNenBAHMS TIPH KMBOTHH CE YCTAHOBABAT CAMO TE3H HEKENaHH epeKTH, XapaKTepHH
32 [JIIOKOKOPTHKOCTEPOHAH ClIe] CHCTEMHO TIPHIIOKEHHE Ha N03H, MHOTOKPATHO HaJBHILABALLH
NPENOPbYBAHNTE TEPANEBTHYHH TIPH MHXANATOPHO NMPUIOKEHHE Ha (Y THKA30HOB NPOMHOHAT.

Knpmene
He ca npoBexxaaHy WacieapaHus 3a €KCKPETHPAHETO Ha (PITyTHKAZ0HOB MPONIHOHAT B KbpMaTa [pH 4YOBeKa.

[pu mocTHraHe Ha “3MEPHMH NNAa3MEHH HUBA HA NPOAYKTA, Clea NOAKOXKHO NIPHIIOKEHHE NPH KbPMELLH
nafopaTopHH NALXoBe, QIyTHKA3OHOB NPONMOHAT Ce YCTaHOBABA B kbpMarta. Cnen UHXANaTOpPHO
MPHIOKEHHE HA DITYTUKA30HOB MPOMTUOHAT B TEPANEBTHUHH J03H CE OUAKBAT HHCKH NJ1a3MEHH
KOHLEHTPALIHH.

ITo epeme Ha KbpMeHe (TyTHKA30HOB MPONHOHAT MOXKeE Aa Ce MPHNAra CaMo B CAIYHaHTE, KOTATO OYAKBAHHTE
MOA3H OT JIEYSHHETO HA MaHKaTa ca No-roJemMH OT Bb3MOKHHTE PHCKOBE 3a JIeTETO.

. . .
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4.7 EdexTn BLPXY cnocofuocTTa 3a modupane H paGora ¢ MALINHH
He ce ouakea ¢nyTHKa30HOB NPOMMOHAT A3 BOJAH 10 TAKHBA.
4.8 Hexenanu NexapcTBeHH peakUHH

HexenannTe nekapcTBEHH peakliHH ca H3GPOeHH N0-1071Y CNOpe/l CHCTEMO-0praHHaTa K1acH(MHKaLHA 1
vectoTara. HYectoTaTa ce ACPUHUPA MO CASAHUA HAYMH: MHOTO 4eCTH (= 1/10), uecTn (= 1/100 oo <1/10),
HeuectH (2 1/1 000 no <1/100), peakw (= 1/10 000 ao <1/1 000), muoro peakH {(<1/10 000), BkniounTenHo
€AHHUYHH CHODILEHHA U C HEM3BECTHA YECTOTA (OT HATMYHHTE JAHHU HE MOke Aa 6b/ie HanpaBeHa OLEHKA).
MHOro YecTHTE, HECTHTE H HEYECTHTE HEXENaHH NeKapCTBEHH PEaKUWH OGHKHOBEHO Ce ONpenensT oT
DaHHHUTE OT KIMHHYHWTE H3MTHTBAHUA. PEIKUTE U MHOIO peAKMTE HEXENAHH JIEKAPCTBEHH PEAKLIMH B
NOBEYETO C/1yYaH CE€ HIBEAEHH OT CNEAPErHCTPALIMOHHH JaHHH (CTIOHTAHHHUTE ChOOLIEHNS ).

Hudexunn n nudecraunn

Muoro vecth: Kannnaosa Ha ycrarta v rspiioTo.

TTpy HAKOM NauMeHTH ce ONHCBA NOABA Ha KAHAKA03a Ha YCTATA U rbpNOTO. M3nnakeanero Ha ycTaTa ¢ Boja
Cell MHXaIHPaHe MOXE Aa OFPAHHYH TE3U NMPOABU NPH NOBEUETO NALMEHTH.

[To Bpeme Ha neveHuUe ¢ GyTHKAIOHOB NIPONUOHAT CUMITTOMATHYHATA KaHIHA03a MOXE J1a CE JICKYBa ¢
NOKATHH NPOTHBOTBOHYUHH NPOAYKTH.

Yectu: [THeBMoHuUA (npu naumenTtr ¢ XOBB).

Peaku: ezodareanna kanauaoza

HapymeHHA HA HMYHHATA CHCTEMA

Jloknansart ce peakuMy Ha CBPBLXYYBCTBHTENHOCT, KOMTO CE NPOABABAT MO CEAHHS HAUKH:

Heuectu: Peaxuuu Ha CBPBLXYYBCTBHTENHOCT OT CTPAHA HA KOXKATA.

MHoro peaxu: AHrHoeaeM (raBHO Ha HLETO WK OPOBAPHHIEANEH OTOK), AMXATENHH CHMITOMH (AHCITHEsR
W/unn GpoHXoCNa3bLM) H aHAQUNAKTHYHH PEaKLIMH.

HapyuleHns Ha eH10KPHHHATA CHCTEMA

BB3MOxKHHTe cHCTeMHH ediexTH BIUTIOUBAT (BXK. TO4Ka 4.4 CneLHaTHU NPeayNnpexaeHHs H CreLHanHH
npeanasHy MepKH Npu ynorpeta):

Muoro peakn: cuuapom Ha Cushing, ciMNTOMH, nonoGHK Ha Tesn npu cuHgpom Ha Cushing, notHckaHe Ha
dynkunsTa Ha HanGBOpeuHNTe HUle3N, 3a0aBAHE HA PACTENKA NPH el H NOJPACTBALUM, HAMAISBAHE HA
KOCTHATa MMHEpalHa NTBTHOCT, KATAPAKTa, Iaykoma.

HapymeHna HA MeTaboaH3IMA H XPAHEHETO
MHoro penku: Xunepriavkemus.

IIcHXHYHH HADYIIECHHA
MHoro peakn: TpeBOXKHOCT, HAPYIUEHHS B ChHA H NOBEIEHUYECKH NPOMEHH, BKIKYHUTENHO XHIEPAKTHBHOCT

W pazapa3HUTENHOCT (NPEAMMHO TIpH Aeua).
C HenssecTHa 4ecTOTa: JENPecHs W arpecHs (rIABHO NpH AeLa).

Hapyuienus na ounre

C HensBecTHa yecToTa: 3aMBIVIEHO 3peHHe (BX. ChWO TouKa 4.4 CeunaTHH NpeaynpexIcHHs 1 npeanazHu
MEPKH NpH ynotpebta).

PGCHHEBTOEHH, PHLAHK H MEAHACTHHAINH HADYIIEHHA

Yecru: lpearasocT Ha rnaca.
[Tpy HSKOM NAUMEHTH NPUAOIKEHHETO HA MHXANATOPEH (YTHKAIOHOB TIPOMMOHAT M




Ape3raBoCT Ha rnaca. M3nnakeaHeTo Ha YCTarTa ¢ BOAA HENOCPEACTBEHO Cle/l HHXAIMPAHE MOKE 14 OFPaHHUH
TE3H NPOABH,

Muoro peaxu: Mapanokcanen GpornxocnasbM (Bx. Todka 4.4 CrieUHanHH NpeaynpesKaeHHs ¥ NpeanasHi
MepkH Npu ynotpeba).

C HeM3IBECTHA YECTOTA: ENUCTAKCHC

Hapymenun Ha KOXKATA H NOAKOKHATA THKAH

HecTH: KpBROHACANAHNA.

CboﬁmaBaHe Ha MOA03HPAHH HEXKENaHH PeaKHK

CrobuwasaneTo Ha OAO3MPAHH HEXKENAHH PEAKLIMHM Cle/l PazpeLuaBate 3a ynoTpeba Ha iekapcTBeHUA
NPOAYKT € BaXkHO. Tosa no3B0sBa Aa NPOALIKH HAGAIONEHHETO HA CHOTHOLIEHHETO MOJ3a/PHCK 3a
A€KapCTBEHUA NMPOAYKT, OT MEAHLIMHCKHTE CNELUMAINCTH Ce M3MCKBA Aa ChOGILABAT BCSKA NOA03HPAHA
HeXeaHa peakuus Ha M3mbHUTENHA areHuna no nekapcTeara, yi. ,Jamau Ipyes* Ne 8, 1303 Codms,
Ten: +359 2 8903417, yebeaiir: www.bda.bg.

4.9 Ilpeno3npane

[Tpu3HaUKU ¥ CUMOTOMM

OcTpo npeno3upane Npu HEXanupaHe Ha (uiyTHKA30HOB NPONMOHAT B KO3M, MO-BHCOKH OT o1o6petuTe,
MOXeE /12 10B€e N0 BPEMEHHA CYNPECHS Ha XHMoTanamMo-xunogu3o-Haaosopeunara oc. OGMKHOBEHO Te3H
C/lyuaH HE Hanarart cnelHa HaMmeca, Tbi KaTo HopManHaTa yHKUNS Ha HanbBLOpeuHuTe % e3H obuuaiino ce
Bb3CTaHOBARA 32 MEPHO OT HAKOJIKO AHH.

Bb3MOXKHO € 3HaunTENHO NOTHCKAHE Ha (YHKLHATA HA HaAGBOPEYHHTE HUIE3H NPH YNoTpeba Ha NMO-BHCOKH
OT 0106 peHHTE 103H 32 NO-ABIBLT NEPHOI OT Bpeme. CHoBLIABAHN ca MHOTO pesKH CITy4aH Ha 0CTpa
anpeHanHa Kpusa pu eua, NpHeManu No-BHCOKHK oT onobpeHuTe 103 (o6ukHoeeHo 1000 pg nnu noseye ot
1000 ug aHeBHO) 3a NPOABIKHTENEH NEPHOA OT BpeMe (HAKONKO MeceLia Wi roguiu). Habnoasanure
NPU3HALH BKAIOYBAT XUNOMIMKEMHA M MOCTEACTBHA OT HAPYILEHHE HA CH3HAHHETO W/WITH FBPUYOBE.
Cutyaunure, KOHTO NOTEHUMANHO G1Xa MOIIIH a OTKNIOUAT OCTPA AAPEHANHA KPU3a, BKTIOYBAT
MPETBLPNABAHE HA TPABMA, XHPYPru4ECKa MHTEPBEHLIHA, HHbEKUMA UNH GBP30 HAMANABAHE Ha A03aTA.

Jleyenue

lMaunenTuTe, NonyyasauM No-BHCOKH OT 0JOGPEHHTE 103H, TpAGBA Na HBIAT NPOCAEAIBAHN BHUMATENHO H
N0O3WpoBKaTa Na 6be HaMaNABaHA NOCTENEHHO,

5. ®APMAKOJIOT'MYHH CBONCTBA

5.1 dapmakoaHHAMHYHH CBOHCTBA

ATC kon: RO3BAOS

MexaHH3bM Ha JelCTBHE

[Tpu nHxanaTopHo NPUICKEHHE B APENOPBYAHH J03K (BYTHKAIOHOB NPOMHOHAT TIpHTEXKAaBa CUNeH

FNOKOKOPTHKOWAEH NPOTHBOBBINANHTENEH edekT BbpXy Genns apob. Tosa Boau A0 HaMansBaHe Ha
CHMIITOMHTE K 000CTPAHUATA Ha GPOHXHATHA acTMa.

5.2 ®apmakokHHEeTHUHH cBOHCTBA

AbcopOunsa
AbconoTHaTa GHOHANMYHOCT Ha (GNlyTHKA30HOB MPOTIMOHAT 32 BCAKO OT H3C/EABAHHT)



YCTPOHCTBA € OLEHEHA YPE3 CPABHEHHA B M MEXY MPOYHBAHNS HA MHXANATOPHHTE U HHTPABEHO3HHTE
(papmMaxoKHHETHYHN AaHHU. AGCOMOTHATa GHOHANHYHOCT Ha PAYTHKA3OHOB TIPOMHOHAT € ONpeAeneHa Mpu
3ApaBH Bb3pacTHH ¢boTeeTHO 3a Diskus (7,8%) u Inhaler (10,9%). [1pu naumentw ¢ actMa unu XOBB e
HabnioaaBaHa no-HUCKA CTEMEH HA CHCTEMHA eKCTIO3ULIMA HAa HHXANATOPEH (NYTHKA30HOB TIPONHOHAT.
CucreMHara pe3opbums ce OCBUIECTBABA NPEeAMMHO B Genus apod, KaTo B HauanoTo € 6bp3a, a c1el ToBa —
NPOABAKHTENHA. OCTAaTbKBT OT HHXANATOPHATA 2032 MOXKE Ja CE NMPErNbTHE, HO TOBa AOTPUHACA B
MHHHMaJIHA CTEMNEH 32 CHCTEMHATa EKCNO3UUMA NOPAIN HHCKATA Pa3TEOPUMOCT BLE BOJA H NIPEACHCTEMHHA
MeTabONU3IBM W AaBa B PE3YNTAT Nepopanta GHOHANHYHOCT, No-manka o7 1%, C noBHILaBaHETO Ha
HHXanupaHaTa n03a ce HabNloaaBa TMHHEHHO NOBUIABAHE HA CHCTEMHATA EKCITO3ULINA.

Painpenenenne
@iy TMKA30HOB NPONHOHAT UMa rosiam obeM Ha pasnpenesieHHe B CTaBUNHO ChCTORHME, steady stale,
(npubnusuTento 300 1). Cebp3saHeTo ¢ MNAa3MEHNTE NPOTEUHH € B YMEPEHO BUCOKa cTenet (91%).

MeTtaboauzbm

DnyTHKa30HOB POTNMOHAT Ce eNTMMHHHPE 38 KPATKO BPEME OT CHCTEMHATA LIMPKYJTALIA, NPEeIUMHO KaTo ce
MeTabonH31pa 10 eAMH HeaKTHBEH MeTabOMHUT Ha KapGOKCHIIHATA KMCEMHHA OT eH3HMa LUHTOXpoM P450
CYP3A4. lpenopbuea ce NOBHLIEHO BHHMAHHE TIPH €1HOBPEMEHHO NPHIOKEHHE HA U3BECTHH MHXHOUTOPH
Ha enzuma CYP 3A4, Tei KaTo Te MOraT 1a J0BEJAT J0 NOBHIIABAHE HA CHCTEMHATA EKCMO3HIMA Ha
$IYTHKA30HOB NPOIHOHAT.

EanmMunHpane

EnUMHHHpaneTo Ha $yTHKA30HOB NPONHOHAT CE XapaKTEPH3UPa C BUCOK MnasMeH xaupsHe (1150 ml/min)
W KpaHHO BpEMe Ha nna3MeH NoNymnBoT 8 vaca. BrOpeuHHAT KIMPBHC Ha DYTHKA3OHOB NPOIMOHAT €
npeHeGpexuMo HUCHK (No-mManko oT 0,2%) 1 no-Manko ot 5% nox dopmara Ha MeTaGoawT,

KaHHHYHE Npoy4Banus

XOEBB

Hma 3naunrenHo namanaeane Ha cumntomute Ha XOBB H nomo6paeane Ha 6enoapobHaTa pyHKUMA
HE3aBUCHMO OT BB3PACTTa Ha MALMEHTA, N0NA, MbPBOHAYATHOTO ChCTOAHUE Ha GenoapobHara dhyHkuus,
NyLWEHETO UNH aTONHYHKA cTaTyc. Toba Moxke na foBene A0 3HAYMTENHO MOAOOPARAHE HA KAYECTBOTO Ha
KHBOT.

Dayruxazonos nponnoHat (FP) cbabpixamin NekapceTBa 3a JiedeHHe HA 2CTMA [0 BpeMe Ha
6pemennocT

O6cepBautoHHO, PETPOCNEKTHBHO, EMUAEMHONOrHYHO, KOXOPTHO MPOYYBAHE, H3RON3BAHKH €/IeKTPOHHHTE
31paBHH A0cHeTa 0T OGEAMHEHOTO KPANICTRO, OUEHABA PHCKA OT Bb3HHKBaHe Ha MCMs cien nprem npes
NbPBHUA TPHMECTLD Ha HHXxanatopeH FP camocToatenno v B koMGuHALMA CBC canMeTepon B CpaBHEHME ¢
Hecbaspxalm FP wHxanatopHu kopructeponam. He ca cpaenasanu ¢ nnaue6o B ToBa npoyupane.

B koxopta ot 5362 GpemMeHHH KEHU ¢ aCTMa, KOMTO C& MPUEMAITH HHXANATOPHH KOPTHCTEpPOUAH Npez
NbPBHS TPUMECTBP Ca yCTaHOBeHH 131 auarHocTHuMpanu cnyqas Ha MCMSs; 1612 (30%) ca npuemanu FP
Hnu canmetepon-FP, npu xouto ca Hamepenu 42 anarnocTHuMpann MCMs, ChOTHOLIEHHETO Ha
BepoATHOCTUTE 38 MCMs anarHocTHumpank 3a | roguua e 1,1 (95% CI: 0,5 - 2,3) 32 KeHH ¢ yMepeHo Texka
acTMa, KouTo npiemat FP kbM xeHH, KouTo npueMaT Hecbabpxkaw FP unxanaropiu KOPTHCTEpOHAK 1 1,2
(95% CI: 0,7 - 2,0) 32 seHu cbe 3HaUHTENHA 10 Texka acTMa. He e ycTaHoBeHa pasiuka B pHcka oT
pazenTue Ha MCMSs npu npuem npes nbpeus TpUMecTsp Ha FP caMocToATENHO U B KOMBHHAUHS CbC
canmerepost. AGCOIOTHHAT puck oT nposisa Ha MCMs Bapupa o1 2,0 10 2,9 Ha cTo GpeMeHHH XeHH ¢ TexKa
4CTMa, KOHTO TpHeMaT HHXanaTopeH FP, koeTo e cpaBHMMO ¢ pe3ynTaTuTe OT NpoyysaHe




GpemMenHH xeHH Ge3 Tepanus HA aCTMaTa, 33 KOETO € NON3BaHa 6a3aTa JaHHH Ha OBLIONPAKTHKY BALLIKTE
nekapH (2,8 MCMs Ha 100 6peMeHHH »xeHu).

5.3 TpeaxjuHH4HA JaHHH 33 Ge3onacHOCT

Ipu nposeneny n3cnenBaHKs 3a TOKCHYHOCT C€ YCTAHOBABAT HEXEIAHH PEAKLIMK, THITHUHH 33 MOUIHHTE
KOPTHKOCTEPOWIH CaMO NPH NPHEM Ha 03, MHOTOKPATHO HalBHILABALLM TepaneBTHUHKTE. He ce
YCTaHOBABAT HOBH €(lEKTH NPU MPOBEAEHH TECTOBE 33 TOKCHYHOCT C NOBTAPALUM [03H, HICIEABAHMA 32
TEPATOreHHOCT WK PENPOAYKTHBHA CNOCOOHOCT.

Mpw ycnosus in vitro W in vivo He Ce YCTaHOBABA MYTAreHHa aKTHBHOCT Ha (IyTHKa30HOB NpomnHonar. He ce
YCTaHOBABA KaHUEPOreHeH NOTEHUHAI Ha NPOAYKTa NpY Tpu3adu. [1py nabopaTopHH KHBOTHH NEKApPCTBOTO
He 80K 10 JpasHeHe U CeHCHOUNH3HpaHe.

Upes nanuTaaue, NpoBeaeHO BLPXY MHOTO Pa3IMMHH XUBOTHHCKH BHAOBE NMPH XENHEBHA EKCNOZHINA 32
Neproa OT 2 FOAHHHK Ha NAPH C MHOTO BUCOKM KoHUeHTpaunid Ha HFC-134a, MHorokpaTHo HaaBHIIaBalLH

KOHLEHTPAIMHTE, HA KOUTO € Bb3MOXKHO Na O'bAaT U3N0KEHH XOp4a, € YCTAHOBEHO, Y€ NOMOLLHOTO BELLECTBO
HFC-134a He € TOKCHUHO.

6. PAPMALUEBTHYHHA JAHHH

6.1 CnHcbK HA MOMOLIHHTE BELIECTBA
Hopdaypan (1,1,1,2-terpadnyoperan unu HFC-134a)
6.2 HecnBMecTHMOCTH

He ca onucanmu.

6.3 Cpok na rogaocT

2 ronMHn

6.4 CneunaaHun yc10BHf 3a CbXpaHeHHe

CJ'le.El )/l'IOTpCGa BbPHETC HA MACTO KalnadkaTta Ha annuKaTepa 3a yCTa 4pe3 NNbTHO HATHCKAaHE 1o
LIpPaKBaHETO M.

Dnukcotna 250 Unxanep Tpabra Aa ce cbxpaHssa npH Temnepatypa noa 30°C.
Ha ne ce 3ampa3asa. [la ce nasy OT npska CLHUEBA CBETIHHA.

Kakro NIPH TIOBEYETO HHXANATOPHH NPOJAYKTH B ONAKOBKA NOJA HANATAHE, TEPANCBTHUHHAT CCIJCKT Ha TOBa
JICKApCTBO MOXKE Ja HAMalee, aKo OIaKOBKAaTa € CTYACHA.

AnyMHHHEBATA ONAKOBKA HE TPAOBA Aa ce NpoGHBa, YYMK MM U3raps, AOPH aKO BUAMMO € NpasHa.
6.5 B#uaH chALPXKaHHE HA ONAKOBKATA

BTopuyHa onakoBka: KapToOHeHa KyTHS. —
[TbpBHuHa OnakoBKa: ONaKOBKa OT aTyMHHHIt. ANYMHHHMEBATA ONAKOBKA € 3aMe4aTaHa C




Knafa W € NOCTaBEHa B MJIACTMACOBO YCTPOHCTBO C Pa3NpbCKBALIA IF03a, ATITUKATOP 3 YCTa W 3al1MTHA
Kanauka.

KoaunuecTBo B e1Ha onakoBka: 60 uHxanaTtopHH 8o3u; 120 WHXANATOPHH A03H.

He Bchuxy BHaose onakoBkH MoraT aa ObAaT MyCHATH Ha nasapa.

6.6 Cneunannu npeinasHH MepKH NPH H3XBLPAnHE H pabora

[Iposepka Ha HUuxanepa:

[pean aa nsnonssare Muxanepa 3a nbpeu NBT WK ako Bawusar Uuxanep He e 6un u3nonseau B
IPOABDKEHWE Ha €flHA CEAMHLIA HIIH NOBEYE, OTCTPAHETE KanauKkara Ha anjiMKaTopa 3a ycTa 4pes
BHUMATE/IHO NMPHTHCKaHE OT IBETE M CTpaHH, paskinarere MHXanepa nobpe u npbcHeTe 1Ba MbTH BLB
Bb3AyXad, 3a Aa Ce YBepHTe, ue paboTH.

HUznoazsane Ha Muxanepa:
1) OrtcTpanete kana4kaTa Ha aniHKaTOPa 3a YCTa Ype3 BHHMATENHO NPUTHCKAHE OT [IBETE W CTPaHH.

2)  Tlposepete oTBBTpe ¥ OTBBLH MHxanepa, BKITIOUHTENHO alIMKATOPA 33 YCTa, 3a HATTHUME Ha
pa3xnabeHn 4acTH/cBOOOAHH YaCTHLIH.

3)  Pasxnarete Huxanepa nobpe, ¢ KoeTo qa OCHTYpPHTE OTCTPAHABAHE HA EBEHTYANHH CBOOOHH YacTHLM
H PABHOMEPHO CMECBAHE Ha CHAbPKAHHETO.

4)  Jlpwxre MHxanepa B u3anpapeHo NONOXKEHHE MEXKAY NPLCTHTE M NMANELA, KAaTO NANeLa MocTaBeTe
0TA0AY NOA arJIMKaTOpa 3a yeTa.

5)  HsauwaiiTe KONKOTO € BB3MOXKHO H ClleAl TOBA NOCTABETE aIUIMKATOPA B YCTATA CH MEXKIY 3bGHTE 1
3aTBOPETE YCTHH OKONO Hero, 6e3 na ro 3axaneare.

6)  Beanara cnen kaTo 3amouyHeTe BAMLIBAHETO Npe3 YCTATA, HATHCHETE HAAOMly BbpXa Ha MHxanepa, 3a na
BNpbCKaTe (PIyTHKA30HOB NPOMHOHAT, AOKATO BAMUIBATE NPOIBIKHTENHO H ABIOOKO.

7)  Hokaro sapwpxate AbXa cH, u3paneTe MHxanepa oT yctaTta v MaxHeTe npbeTa oT Bbpxa Ha Muxanepa.
3aapLKTe AbXa CH, N0KaTO BK e BB3MOXKHO.

8)  Axo TpabGsa na noemeTte noseue Ha 6poii 103w, 3aapbicre Unxanepa Harope M W3uakaiTe NOAOBUH
MHHYTA4, Cle/l KOETO MOBTOPETE AeHCTBHATA OTT. 3 A0 T. 7.

9) Cnen ToBa H3MUIAKHETE YCTATA C BOAA Y M3IUTIONTE.

10) Bubphere Ha MAcTO KanaukaTa Ha anIMKaToOpa 3a YCTa Ype3 MABTHO HATHCKAHE 10 IPAKBAHETO I,

BAJKHO! He 6bp3aiite npu n3nbiHeHUETO HA AEHCTBUATA OT Touka S, 6 M 7. BaxkHo e 1a 3anouHere aa
JIMLLATE KOJIKOTO € Bb3MOXHO 10-6aBHO TOYHO Npean MHXanMupaHeTo. YTpaxHaBaiiTe ce npea orneaano
MBPBHUTE HAKOIKO MbTH. AKO Cltell MHXaNHpaHe BULANTE Kan4uum o Bawua MHxanep win otcTpalH no
YCTHHTE CH, Tpabpa 1a NoBTOpUTE NpHEmMa OT T. 2.

Axo Bawuar nexap Bu e nan mHcTpykumH 3a ynorpe6a Ha Muxanepa, pasiuuHH OT ONHUCAHUTE, MONS
cnaspakre r4 BHUMatenHo. HudopMupalite nekaps npy Bb3HUKBaHE Ha TPOGAEMH.

[o4ducTrane:

Bawuar Muxanep TpsGsa na Gbae NOYHCTBAH NOHE BEAHBXK CEAMHYHO MO CEAHHA HAYHH:

B OrcTpaHeTe KanavkaTa Ha anjiHKaTopa 3a ycTa.

2) He v3BaxkaaliTe anyMuWHHEBATA ONAKOBKA OT IL14CTMAcOBaTa YacT.

3)  Msbbpuuere BBTpelHATa H BLHUIHATA CTPaHA HA aTLTHKATOPA ChC CYXO Napye fIaT MK Kbpna
4) OTHOBO nocTaBeTe Ha MACTO Kanaykara,

HE MMOCTABSIHTE ATYMHUHHEBATA OITAKOBKA BBB BOJIA.
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7.  NPHTEXKATEJI HA PASPEIIIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12, Riverwalk, Citywest Business Campus, Dublin 24

Hpnannua

D24 YKI1

8. HOMEP HA PA3PEINEHHUETO 3A YIIOTPEBA

20020592

9.  JIATA HA ITbPBO PA3PEIIABAHE/TIOMHOBSIBAHE HA PA3PEIHEHUETO 3A
YIIOTPEBA

JaTa Ha nbpBo pa3penasane: 09 HH 1999
Hata Ha nocnesno noaHoessake: 17 centemepu 2007

10, JATA HA AKTYAJIT3UPAHE HA TEKCTA
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