KPATKA XAPAKTEPHCTHKA HA TPOAYKTA

1. HME HA JEKAPCTBEHHA NPOAYKT

CEPEBEHT Huxanep 25 MAKporpama/Io3sspalHo BOPLCKBAHE, CYCIIEH3HA M0]] HANIAraHe 3a
HHXAnAnAS
SEREVENT Inhaler 25 micrograms/metered actuation, pressurised inhalation, suspension

2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Enua nosa, ocBofoaeHa 0T BEHTHIA, CHIBPXKA 25 MAKPOTpaMa calMeTepol, oA Gopmara Ha
canmetepon kcuHadgoar (salmeterol xinafoate). ToBa © eKBMBAJIGHTHO Ha JOCTABEHA A03a OT

21 Mikporpava canmetepor, non gopuara a canmerepor XEIERUITESIHA ATEHUMS N0 SIEKAPCTBATA

pogyxma - TpurcxeHte 1
3a IBJIHMA CITHCHK HA OMONIHHTE BENIECTRA, BIDKTE TOKa 6,1 | KPAMKE xaparme m:eaga‘n oY j_n

KoM Pea. Me OO0 A O S  ns
3.  JEKAPCTBEHA ®OPMA Paspousue MEGE 54 i 71'"7 bt
CycrHeHsHs MO HAJAraHe 38 HHXATALHA. | Ogotiperue  ....... et 23 0, my_

Bsna Ao movTH Gsna Ha IBAT CYCIICH3HA, 3alledaTalda B afyMHHHEBA OTAKOBKA, NOCTaBR¢Ha B 3EJICHO
YCTPOHCTBO.

4. KJINHHYHHA NAHHHA

4.1. TepaneBTHYRH NOKAAHAS

Actma

Cepesent HHxanep € okazan 3a pejoBHO CHMITTOMATHYHO AOITBIIHHTENHO JieYeHHe Ha obpaTuMa
0o0CTPYKIHA HA AMXATENHHTE [THTHINA IPH MAIHEHTH ¢ aCTMA, BIIFOYMTETHO TAKHBA C HOIHH
NIPHCTEHITH Ha ACTMA, KOHTO ¢a Helo0pe KOHTPOJIMpaHd ¢ HHXATATOPHH KOPTHKOCTEPOUTH B
CHOTBETCTBHE C YCTAHOBGHHUTE MPENIOPHKH 33 JISUEHHE.

Ceperent HHxanep chilo e MOKa3aH 3a NPodHIaKTUKa Ha aCTMa, NPHINHEHA OT (GH3IHIECKO YCHIIHE.
Xponnuna o0cTpYKTHBHA Genoapofaa Soaect (XOBE)

Cepesent Unxanep e nokasaH 3a iedeHie Ha XpoHuyHa ofcTpykTaBHa Genoapobua Gonect (XOBB).
4.2. [Jo3HpOoBKa B HAYHH HA DPHAGKCHHE

JoznpoBka

Acmma

Buspacmnu u ionous na u nao 12 200unu:

JiBe HHxanalmM oT 25 MHKpOrpaMa calMeTepolt B2 IIHTH AHEBHO.

IIpH maumeHTH ¢ acT™a ¢ Mo-Texkxka OPOHXHATHA 0OCTPYKUHS MOKE Aa € OT IOJI3a YBS
J03aTa 10 YeTHPH HHXaNauMy JBa ITETH JHEBHO,

Heya na u nao 4 codunu.
JBe HHXaNaMH 0T 25 MHKPOTpaMa cajMETEpPOIl IBa ITTH AHEBHO.
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Heya noo 4 2z00unu:
He ce npenopbusa npuioxerde Ha Cepepent MHxanep npu Aeua Ha BB3pacT IOA 4 rO{HHH, Thi{ KATO
HAMA J0CTaTh4HO JaHHH 3a 6e30macHOCT H ed)mcacnocr s

X055

Bw3pacmuu na u nao 18 200unu:
JlBe HHXanalHe OT 25 MHKpOrpaMa calnMeTepos ABa ITbTH AHEBHO.

Hedvampuuna nonviayus
Hama TepaneBTHYHO noxa3aHHe 3a npHiokeHHe Ha CepeBeHT FHXanep npu neauaTpHiHaTa

nonynauus rnpu XOBb.

Crensansy rpynH HAHEHTH

He & neobxoapMo Aa c& IPOMEHA 103aTa IPH NalHEHTH B CTAPYECKA BB3PACT H NIPH NAIMEHTH C
616peuno yspexaane. Hama nannu 3a npunoxenuero Ha Cepesent Huxanep mpu natdenTy ¢
yepHoApoOHO yBpekaase.

HauynH Ha npanoxenue
CepepenT HHxanep € camMo 32 HHXaJATOPHO MPHIOKEHHE.

CepesenTt HHxanep Tpsbea fa ce npwiara pefosso. MakCHMANTHWAT Pe3yATaT OT NEUSHUETO C&
MOCTHTA clie/] IIPHeM Ha HAKONKO JJO3H OT NeKapcTBoTo. T'hi KaTO ¢a BE3MOXKHH HEXEIaHH
JICKApCTBeHH PEAKIIHH, CBHP3aHH ¢ IMPHEMA HA BHCOKH J03H Ha JICKapCTBCHH NPOOYyKTH OT TO3H Khac,
JO3HPOBKATA H MECTOTATA HA TIPAIMKCHIE TPAORA Jia GpAaT yBEeNHYABaHH CaMO ClieZl KOHCYTalus ¢
JeKap.

¥Yka3zanng 3a ynorpeba:

Heobxomumo € napenture ga 6saar o6ydenn na msnomssar Huxanepa npasuaHo (BHXTE JIHCTOBKATa
3a MALMeHTa).

1.  Kamaukara Ha alyiMKaTopa 3a ycTa TpsGBa [a ce OTCTPAHH UPe3 BHHMATENHOTO i PHTHCKaHe
OT ;ABeTe CTPAHH.
2. Heobxoaumo € 1a ce mpoBepH BLTPELIHATA H BHHIUHATA HACT Ha Mnxanepa, BKIOYHTEHO

aIUIMKATOPDT 34 YCTa, 33 HAMYHE Ha CBODOAHH YACTHIIH.

3.  HuxanepsT Tpsabra na ce paskiaTH Aobpe, ¢ KoeTo Ja ¢e OCHIyPH OTCTPaHABAHE HA CBEHTYIHH
CBOGOIHH YACTHIM M PAaBHOMEPHO CMECBAHE Ha ChABpXKaHKeTo. [Ipean na uanonssar
Huxanepa 3a ITbPBH BT WK ako HHxanepeT He e 61 H3MON3BaH B NPOAB/DKCHAC Ha €HA
ceaMHIA, NalexTHTe TpaOBa Aa NPHCHAT BBB BR3AyXa BA ITLTH, 34 JIa CE YBEPAT, 4
YCTpOMCTBOTO paloTH.

4.  HexanepbT Tpa0Ba Aa ce FbpXKH B H3MPABEHO MOIOKEHHE MEXK/TY MPBCTHTE M NATela, KaTo
AaNelbT € OCTaBEH TI0]] AIUIMKATOPa 33 yCTa.

5. Tps:GBa J4a ce M3UIlAa KOJKOTO € BE3MOXHO H Clie] TOB& AIUTHKATOPBT Aa ¢ NoCTaBu B yoTara

HHCTPYXTHPAHH Ja He 3axaneat alUTHKATopa.

6.  Ilpu zanousase Ha BAMIIBAHE [IPE3 yCTATa, NALMEHTHTE TPAOBa N4 HATH
Huxanepa, 32 1a BOpbCKAT IEKAPCTBOTO, JOKATO BIAMINBAT OPORD 4



7. JIOKaTo 3aappKaT ABXa CH, TAHEHTHTE TpAGBa na u3pasaT Haxanepa or ycrara U J1a MaxHaT
NPBCTHTE CH OT BbpXa Ha Muxanepa. Tpabra fa mpoxRIKAT Ja 3aAbpKaT JbXa CH, IOKaTO HM €
BE3MOXKHO.

8. Axo TpAOBa za ce NpeeMe ome eana HHxanauud, HuxanepsT Tpabea Aa ce 3aubpkKH B
M3ITPABEHO MOJIMKEHHE H 14 Ce H34aKA NOJOBHE MHHYTA, CIe KOETO Aa C€ IOBTOPAT
OeiiCTBMATA OT TOYKA 3 A0 TOuKa 7,

9.  Cnen ynotpe0a, NaumMeHTHTe BHHATH TPAGEA Ja TOCTARAT KalavkaTa Ha alyTMKATopa 3a yCTa 33
MpeAna3BaHe OT Mpax K BIIACHHKH.

10. Kamnaukara Ha arMKaTopa 3a yora TpaOBa na ce nocTaBd Ha MACTO 4pes3 IUTHTHO HATHCKAHE 110
INPAKBaHE.

Baxuo:

He Tp#abBa na ce 6bpza ¢ neficTBUATA OT TOYKH 5, 6 ¥ 7. BaxHO ¢ BAHIIBAHETO Jja 3a109HE KOJIKOTO €
BB3MOKHO N0-6aBHO Npeil KHXAITHpaHeTo.

[NalueHTHTE MOTaT Jja Ce YIPAOKHABAT [IPEX OLNIEAAN0 ITbPBHTE HAKONKO IMTH. AKO CJIC/L MHXA/IMpaHe
o MHxanepa WM OTCTPaHH MO YCTHHTE WMa KalYUIy, TpAOBA 13 Ce MOBTOPH NpHeMa OT TOHKA 2.

Ipenopwura ce CepereHT Hixanep aa ce u3nonaaa ¢ ob6eMHa KaMepa 33 HHEXIUPAHE NPH [IAMEHTH,
KOHTO WMAT TPYIHOCTH B CHHXPOHH3HPAHETO Ha BIPECKBAHETO H MHXAIIHPAHETO, KOSTO € HECTO MIPH
7e1a ¥ MallHeHTH B CTapuecKa BL3pacT.

Houncreane na Huxanepa:

HeobxomuMo e HHxanepsT Aa ce NOUHCTBA [TOHE €IWH ITHT CEAMHAYHO M0 CCIHHA HaYHH:

1. OrTcTpaHABa ¢¢ KaNavKaTa Ha alUTHKATOPA 34 YCTa.

2. B'h'rpemﬂa'ra H BBEHIITHATA 4acT Ha alTHKaTOpa 3a ¥CTa, KAKTO H IUIacTMacoORaTa 4acrT, CE
130BPCBAT CHC CYXO Tiapue T,

3. Kanauxara Ha annuKaropa 3a YCTa Ce [OCTaBA OTHOBO HAa MACTO.

MeTtanHara onaKkoBKa He T’pﬂﬁﬁa J1a €& M3BaXK/a OT IU1acTMAacOBAaTa 9&CT 10 BpeMe Ha IOYHCTBAHCTO.
IlannenTATE He TPADBA 2 NOCTABYT METAIHATA ONAKOBKA BLB BOAA.

4.3. IIpoTHBONOKAZANHA

CBp'bX'lyBCTBHTCHHOCT KbM CAIMETEPOIL KCP[H&(I}O&T HWIH KBM HEKOE OT [IOMOIIHHTE BEHICCTERA,
u3bpoeHn B Touka 6.1.

4.4, CuennanHg DpeyupexIeHas H NpeINa3HEA MepKH IPH ynoTpeda
JleuenneTo Ha acTMaTa OGHKHOBEHO C€ MPOBEANA 110 CTHNATICBHAHA CXeMa.

Cepesent Haxanep He tpsbpa [1a ce H3MoA38a (M He € AOCTATHYEH) 33 MbPBOHAYANIHO JICUCHHE Ha
actTMa. oI

TIpu acrma CepeBeHT Huxanep He 3aMeCcTRa JIEYCHHETO € IEPOPAIHH HIH HHXAJT
KOPTHKOCTEPOHIH. YnoTpebaTa My JOITh/IBA IEYSHHETO ¢ KOPTHKOCTEPOHIH.
TpabBa a ce NpeaynpeAsT Ja He CIIMpaT JIeMeHHETO ¢ KOPTHKOCTEPOHIH H 1
uM 6e3 KOHCYNTaLMs ¢ Jiekap, A0pH aKO C& HyBCTBAT [10-100pe 0T MPHIIOKESHI



TorwimeHo M3MOM3BAHE HA KpaTKoASHCTEAIMM OPOHXOAHIATATOPH 32 00NeKIapaHe Ha CHMIITOMH Ha
aCTMa e CHTHA 34 BJIOHIABAHE Ha KOHTPO/A BBPXY acTMara. [1py TakKBa CiiyuaH nauueHTHTe Tpsabsa
Ja 6BIaT MOCHBETBAHH /(@ HOTHPCAT KOHCYIITALMA C IeKap.

Bbnpeku ye CepebeHT Mnxanep Moxe a ce BIJIIOMBa K2TO JOITR/THHTE/IHA Tepafis, Koraro npy
[OpHIICHKEHRHE Ha HHXATATOPHA KOPTHKOCTEPOMIM He MOKe Jia C€ MOCTHTHE aAeKBaTeH KOHTPON Ha
CHMITTOMMTE Ha aCTMATA, HALMEHTHTE He TpsabBa fa 3anousar JevyeHne cbe Ceperent Hixanep no
BPEME Ha OCTPO, TEXKO 00OCTPAHE WIM aKO € HATMLIE 3HAYHMTE/THO HIIH OCTPO BJOLIaBAHE Ha acTMATa.

Tlo Bpeme Ha JieueHne cbc Cepesent Huxanep Morar 4a HaCTHIAT CEPHO3HE HEKETTAHH PEAKIHH,
CBEP3aHH C acTMaTa H o0ocTpaHeTo H. Heo0xoauMo € maMeHTHTE Ja NPOAR/IKAT AeYeHHETO, HO a
MFOTBPCAT JICKAPCKH CHBET, aKO CHMIITOMHTE HA ACTMATA OCTAHAT HEKOHTPOJMPAHH HJTH CE BIIOLIAT
cJiel 3ancuBaHe Ha jedeHHeTo cbe CepesenT Haxanep.

BHesanHoTO H IpOrpecHBHO BIOWABAHE HA KOHTPOA Ha 3CTMATA € MOTEHLHANHO
KHBOTOZacTpaIjaBallo B € HeoOxoaaMa crelIHa MPEeOTCHKA Ha JICYEHHETO Ha MAlHEeHTHTE. Tpatea pa
ce oOMHCITH MOBHLIABANE Ha JI03aTa HA KOPTUKOCTEpoRaHHTe NeKapcTra, [Tpu Tesn obcrosTencTsa ce
NMpenopLYBa eKEIHEBHO NPOCIEASEAHS HA BHPXOBAA JeOHT. 34 MORTBPKAIIO IeYeH e Ha acTMa,
canMerepon TpAGBa Jia ce npunara B KOMOHHAIMA ¢ MHXaJIaTOPHH KITH EPOPATHA KOPTHKOCTEPOHIH.
JwnroneiicTBamuTe SPOHXOAMAATATOPHE He TpAOBa 1a ce H3IIOA3BAT KATO ¢IHHCTBEHO WITH OCHOBHO
JieqeHHe MPH NOUTEPKALIE Teparus Ha acTMa {Bxk. Touka 4.1}.

Cnen nocTHrase Ha KOHTPOIT BBPXY CHMITTOMHTE Ha acTMaTa, MOXE /1a e 0OMHUCIM OCTENEHHO
HAMaIABaHe Ha Ao3ata Ha Cepeeent MiHxanep. Ilpy HamMangBaHe Ha 103aTa € BOKHO AALHCHTHTS A2
6bAaT npernexaany peaosHo. Tpabea Aa ce H3M0/3Ba Hail-HUCKATa epHKacHa 1032 Ha CepeBeHT
Hnxanep.

Hapanokcanen 6poHXOCTaIBEM
KakTto u NpH BCAKa APyra HHXAJIaTOPHA TEPAITHA MOXe Ja Ce pa3BHe NTapafloKcaneH OpOHXOCTIa3hM ¢

BHE3aITHO YBEIIHYaBaHE HA XPHIIOBETE M CMajl BbB BbPXOBHS eKcripaTtopen Aebut (BEL) Bennara
caeq npHeM Ha o3ara. ToBa cheTosHNe TPAOBa a ce TpeTHpa He3abaBHO ¢ MPHIOKEHHE Ha
6Lp3oaeiicTsaim HHXanaropes Gporxoaunatarop. Ipunoxenuero Ha Cepesent Muxanep tpifsa ga
ce npeycTaHopy He3abasHo, fa Ce HANPABH OlCHKA HA CHCTOAHMETO Ha NALMEHTa W NIpY
HeoGX0AMMOCT NIa C& HA3HAYM aNTepHATHBHO NeueHHe (BX. Touka 4.8).

Hoxnazgeani ca Br-aroHMCT JapMakoAOTHIHO MEJMHPAHHTE HEXKEIARH PEAKIMH, KaToO TPEMOP,
O&/ITHTAINE H IaBo00ITHE, HO TE3H PEakliHH B MOBEYETO CIIy4al €a IIPEXOJHHM 1 HAMAJIABAT B X014 Ha
PENOBHOTO Jievenue (8. Touka 4.8).

Peaxigm ot cT paHa Ha ChPACYHO-CHAOBATA CHCTEMA
HpH BCHYKH CHMIIATHKOMHMETHYHH JICKAPCTRA, 0cobeHo IpH [IO-BHCOKH JO3H OT TEPANCBTHHHUTE,

HOHAKOTa MOTAT Aa ce HAOMOoAARaT PEAKLHM OT CTPAHA Ha CHPASUHO-CHAOBATA CUCTEMa, KATO
TNIOBHINABAHE H& CHCTOJIHYHOTO KPHBHO HAJIATAHE H YBEIHYABAHE HA Chp/ieuHaTa YecToTa. [1o Tasm
TIPHYHHA, CaMeTepon TPAORA Aa ce [MpHAara penaziiBo NpH HAIJHEHTH ¢BC CHIIECTBYBAIIO
CBPASYHO-CBAOBO 3a00naBaHe.

THpeoToKCHKO3A
Cepepent Haxanep TpabBa ja ce H3ro/3Ba BHAMATENHO IIPH DALHEHTH ¢ THPEOTOKCHKO33.

Hupa na xppBHaTa 3axap
MBHoro ps/IKO ca JOKNAafBRaHM CITyYay HA MOBHINCHH HMBA HA KPbBHATA 3axap (K. Towka 4.§

TpsGBa la ce MMa NpeaBH TIPH NANMEHTH C AHAMHE3A 3a 3axapeH JHaler.
XHIIoKATHEMHS

B pe3synrar Ha ne4eHHeTO ¢ 2-arOHHCTH MOKE J1a HACTBITH MOTCHIHATHO TeXKa
OcofeHo BHHMAHHKE Ce MPENOPHEYBA MPH OCTPO MPOTHYAINA TEXKKA aCTMA, ThH Ka
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Ja ce TIOTEHIMPA OT XMIIOKCHA H OT ¢AHOBPEMEHHO JieHeHHe ¢ KCAHTHHOBH NPOM3ZBOJHH, CTCPOHIH H
anyperauy. [Ips Takusa ciryqan TpaGBa a2 ce npocieasBaT HHBATA HA CEPYMHHA KalHH.

PecnHpaTopHO-CRBP3aHH CHOHTHA

Hanuun oT o61MMPHO KIHHAYHO Tipoyusate (Salmeterol Multi-Center Asthma Research Trial, SMART)
TIOKA3BaT, 4e¢ ADHPO-aMEPHKAHCKHTE MAIMEHTH ca OHJTH C TIOBHINEH PHCK OT [10Ba Ha CEPHO3HH
PECTIMPATOPHH CHOMTHS HITH CMBPT NP NPIWIOKEHHE Ha CAIMETEPOI B CPaBHEHHE ¢ IUialelo (Bx.
Touka 5.1). He e ycTaHoBeHO nam TOBA ¢ TWDKH Ha (apMaKoreHeTHHH Wik ApyrH dakropu. 1o
TA3M NPHSMHA YSPHOKONM TIAIAEHTH OT a(PHKAHCKH HIH adpo-kaprGokn nponsxo] Tpabsa na Gbaar
CHBETBAHM 1A MPOTBJDKAT JIEYEHHETO, HO J1a TIOTBPCAT JIEKAPCKH CHBET 4KO CHMITTOMMTE Ha acTMaTta
OCTaHAT HEKOHTPOJIHPAHH MITH C€ BJIOLIAT N0 BpeMe Ha npuiokenye Ha Cepepent Hixanep.

Ketoxonazon

EnmnoBpemennara ynorpefa Ha CHCTEMEH KETOKOHA30JI 3HaYHTEIHO yBeIYapa CHCTEMHATa
EKCTIO3NITNA Ha canMeTepoit. ToBa MOYKE a IOBENE JI0 YBEIHUCHHE Ha CIyMaHTe Ha CHCTEMHM edeKTH
(Hanp. yopmkasade Ha QT untepeana ¥ namumraumn). EXHOBPEMEHHOTO JICUEHHE ¢ KETOKOHA30J HITH
apytH cunid CYP3 A4 wxuGuropu TpaGea fa ce n3baraa, OCBCH 2KO NONBATE O TEPANHMATa ChC
CaMETEepON HANBHIIABAT MOTEHIMATHO YBETMYEHHSA PHCK OT CHCTEMHH HEKENAHH PEaKUMH (BXK.
TO4Ka 4.5).

Texnnka Ha HHXANKPaHe
IMarpienTare TpabBa na 6baaT 00YUEHH 33 MPABHIIHOTO H3MOM3BAHE HA Huxanepa W TeXHHKATa HM Ja

6®1e MpOBEpEHA, 33 1A ¢ OCHTYPH OINTHMAIHOTO JOCTHIaHe HA JIEKAPCTBOTO 1o Genure apobobe.

Trii K&TO CHCTEMHATA Pe30pOIHA € mpeMMHO rpe3 Gemua Apol, HINOI3BAHETO Ha 0OEMHA KaMepa 3a
MHXAJIHpaHe MOKe 12 NPOMEHS CTEIeHTa Ha JIOCTHTAaRe Ha EKAPCTBOTO 10 Genma apob. Tpadea na ce
orbeen, ue TOBa MOXKe /1a IOBEJIE 10 NOBHLIABAHE Ha PHCKA OT CHCTEMHH HEKENIaHH PEaKIlHH H
33TOBa MOXeE /13 € HeoBX0AMMO KOpUIHpaHe Ha J03aTa.

4.5. BiamMogeiicTBHE ¢ APYTH JieKapcTBeRH HPOIYKTH H APYrH GopME HA B3aBMOjelcTBHE

B-anpenepruunETe GIOKEPH MOIAT fia OTCHAaGAT WK Ja npoTHBOAcHCTBAT Ha edexTa Ha CaIMETEPOIL.
KaKTo HeceNeKTHBHHTE, TAKa U ceylekTHBHATE [B-GrioxepH TpAGBa Ja ce m3barsat, oCBEH ako HE
CRIIECTBYBA HEMPEOAQAHMO OCHOBAHHE 33 TAXHOTO [IPHIOKCHHE,

B pesysTat Ha JIeHEHHETO ¢ [32-arOHKCTH MOXKE Ha HACTHITH NOTEHIMATHO TEXKKa XHIOKATACMHA.
OcoGeHo BHHMAHHE Ce TIPENOPHYBA IPH OCTPO MPOTHYALLA TEKKA aCTMA, ThiH KaTo TO3H eheKT MOXKe
A3 Ce TIOTEeHLHPA NPH eAHOBPEMEHHO JICUCHHE ¢ KCAHTHHORH TIPOH3BOIHH, CTEPOHAH H [IHYPETHLIA.

Cunan CYP3A4 unxuburopu

EAHOBpEMEHHOTO NPHUIAraHe Ha KeTokoHa30N (400 mg nepopatHO BEAHLXK JHEBHO) H CATMETEPONT
(50 MMKpOrpamMa, HHXaJTHPaHH [Ba [TTH JHEBHO) NpH 15 3apaBH 100poBoMiM 3a 7 i¢Ha € JOBENO 10
3HAYHTEIIHO YBEHHYEHHE HA EKCTIOZHLIMATA Ha TUIasMenus canmerepo (1,4-meTh Cmax M 15-meTH
AUC). Topa MOKE Jia AOBEAE 10 YBEIHUCHHE HA CITYYaHTe Ha JIPYTH CHCTEMHM eheKTH NMPH JICUeHHe
che canmmeTepol (Hanp. yAbbkasane Ha QT uHTEpBaa M DaANHMTalHH) B CPABHEHHE CBC
CAMOCTONTEIHO MPHIIOKEHHE Ha CAIMETSPOI HIIH KEeTOKOHa30) (BxK. TouKa 4.4).

He ca nabmonapaHs KNHHHYHO 3HAYHMH €(beKTH BBPXY KPHBHOTO HAIAMAHE, Chp/eYHaTa YeCTOTa,
HHMBATA HA KPHBHATA 3aX4p H KAJIHA B KPBETa. ENHOBPEMEHHOTO TIpHIarale Ha CajiMeTepos ¢
KETOKOHA30J1 HE € YBEIHYM/IO MOIYKHBOTA Ha EIMMUHHMpPaHe HA CAIMETEPOJT HIH aKyMYJIalluATa Ha
CaNMETEPON MPH NOBTOPHO NPHIOKEHHE.

EanoBpeMeHHOTO A¢UEHHE ¢ KETOKOHA3011 TpabBa Aa ce H30Area, OCBEH aKO MON3HTC
CBC CANMeTepoJI HAABHIIABAT MOTCHIAATHO YBETHYCHHA PHCK OT CHCTEMHH HEXEa
BeposiTHO € Ja chlnecTeysa noaobes pUck Npu B3auMoneiicTere ¢ Apyrd cuinu C
MHXMOHTOPH (HAIP. HTPAKORA30J, TENHTPOMHIIHH, PHTOHABHP).



Ymepenn CYP3A4 unxuburopu

EHOBpeMEeHHOTO npuiarane Ha epuTpoMuLKH (500 mg nepopaiHO TPH ITbTH IHEBHO) W CAIMETEPOII
(50 Mukporpama, HHXaIHPaHH /IBa ITHTH JHEBHO) NpH 15 31paBu 106poBONLH 32 6 1HM € 10BEJIO 10
MAJIKO, HO CTATHCTHYECKH HE3HAYHTETHO yBE/IHYEHHE Ha eKCIO3UuLMATa Ha canmeTepod (1,4-nmbTH
Cmax u 1,2-mbtH AUC). EHOBpeMeHHOTO NpriiaraHe ¢ €pUTPOMHIIMH HE € CBbP3aHO ChC CEPHO3HH
HEXXEJIaHH PEaKIHH.

4.6. PepTHAHTET, DpEeMEHHOCT H KbpMeHe

BpemenHocT
OrpaHUYeHHTE KIMHHYHH JaHHH OT NpuiaoxkeHue npu 6pementy sxeHn (mexay 300 u 1000 ciyyas Ha

OpeMeHHOCT) NoKa3Bart Jinnca Ha MaindopMalii WiH (eTo-/HeoHaTaTHa TOKCHYHOCT Ha CaTMETEepol.

[Tpoy4BaHHs NPH KUBOTHH HE NMOKA3BaT NPEKH HIH HETPEKH eeKTH, MPHUHHABALIN Bpe/a Mo
OTHOUIEHHE Ha PENPOAYKTHBHATA TOKCHYHOCT, ¢ H3K/IIOUEHHE HA JAHHH 33 HAKOM BPEIHH €(DeKTH
BBPXY (eTyca MpH MHOrO BHCOKH JI03H (BXK. TO4Ka 5.3).

Kato npennasHa Mspka e 3a npejnoddrate 1a ce u3dsrea ynorpebara Ha Cepesent Muxainep no
BpeMe Ha OpeMeHHOCT.

Kbpmene
Hanuynute dapMakoqMHAMHYHH/TOKCHKOJIOTHYHH JaHHH MPH JKHBOTHH MOKA3BaT, 4e caaMeTepos ce

€KCKpETHpa B KbpMarTa. Puck 3a KbpPMa4eTO HE MOXKE 1a C€ U3KITHOYH.

TPHGBa Jla ce B3eMe pelleHHe JaJId Ja e Crpe KbPMEHETO HIIH Ja Ce Crpe JIEHCHHETO ChbC CepeBeHT
HHxanep, KaTo Ce NMpeLeHH 110/13aTa 0T KbPMEHETO 3a JIETETO U MoJ3aTta OT JIeYEHHETO 3a MaiiKaTa.

[Ipoyusanwus ¢ 1,1,1,2 Terpadyopoeran (HFA134a) noka3sar, 4e HAMa e(EKTH BbPXY
PEeNpPOAYKTHBHOCTTA H KbPMEHETO IMPH Bb3PACTHH H JIBE MOCIEN0BATC/IHH MOKOJNIEHHA IUTBXOBE HITH
BBPXY Pa3BHTHETO Ha (eTyca MpH IUTEXOBE W 3aiLiu.

4.7. [EdexTn BbpXY ciocofHOCTTA 32 modupane H padora ¢ MAIHHH
Hsma npoyusanus 3a edekTuTe BHpXY CrIOcOGHOCTTA 32 modHpaHe W paboTa ¢ MALIKWHH.
4.8. Hexenanu JeKapcTBeHH PeaKnHH

Hexkenanwre eKapcTBEHH peakLMy ca NpeACTaBeH ! M0-0JTy crope/l KiacH(ukanusTa rno
CHCTEMO-OPraHHH KJ1acoBe H 10 YecToTa. YecToTuTe ca AeMHHPaHH KaKTO ClleiBa: MHOTO YECTH

(= 1/10), wectu (= 1/100 a0 < 1/10), Heuectn (= 1/1 000 go < 1/100), peaxu (= 1/10 000 o < 1/1 000)
¥ MHOTO pefikH (< 1/10 000), BKIFOUMTENHO W H30IMpaHH cboOeHus. YecTHTe U HeYeCTUTE
HEXKEJIaHHW peakLuy B 001Ms CiTy4aii ca onpe/esieHH OT AaHHH OT KITHHHYHH Npoy4BaHus. Peakuunre
npH riane6o He ca B3eTH npeasua. MHOro peIkuTe HeXXelTaHH peakLuH B o0mus cayyai ca
onpezeNeHn OT JaHHK, chOpaHK B MEPHOA HA M3MOJI3BaHe Clle]] paspeluaBaHe 3a ynorpeda.

CrenHuTE 4ECTOTH Ca OMpE/ENeHH MPH CTaHAapTHa 103a oT 50 MHKporpaMa Asa ITbTH JHEBHO.
YectoTuTe NpH Mo-BHCOKH 1034 oT 100 MuKporpama /Ba IbTH JHEBHO CBILO Ca B3€TH MPEABHI,
KBJIETO € YMECTHO.

Hapyiuenus Ha uMyHHara Peakuyu Ha CBPBXYYBCTBHTEIHOCT ChC
CHUCTEMAa CIICAHHTE ITPOABH:

O6pus (cbpbex 1 3auepBaBaHe)

AHaHIaKTHYHH peaKLHH,
BKJIIOYMTE/THO OTOK H aHTHOEJIEM,




Cucremaopran-kiac | Hewenamapeakuws | UYecrora
GpOHXOCTa3bM W aHA(PHIAKTHYEH LIOK
HapyuieHnus Ha meTabomuszma | XHUNOKaJIHeMHUA Penxu
M XpaHEeHeTo
XunepriiuKkeMus MHoro peiku
[leuxuyHH HapyLIeHUS HepeHnoct Heuecrn
bezcbhue Penxu
HapymeHus Ha HepBHaTa I'nasobonue (Bx. Touka 4.4) Yectun
CHCTEeMa
Tpemop (Bk. Touka 4.4) Yectu
CBETOBBPTENK Penku
CobpaevyHu HapylIeHHs Mannurawuu (BxK. Touka 4.4) Yectn
Taxukapaus Heuectn
CbpaevHH apUTMUH (BKJIIOUHTETHO MpHoro peaku
NpeAcHPAHO MBKICHE,
CYMpaBEHTPHKYJIapHA TAXHKapIHA H
€KCTPACHCTOJIH).
PecnupaTropHH, rpbaHH ¥ OpodapunreanHo apasHeHe MHoro peku
MeMaCTHHAIHU HapylleHus
[Mapapokcanen GpoHXoCnazbM (BK. MHoro peaku
Touka 4.4)
CToMaluHO-4pEBHH [anene MHoro penku
HapyLIeHUs
HapyiieHus Ha MyCKy/IHO- MyCKYJTHH crna3Mu Yectu
CKeJleTHaTa CUCTeMa U
CbEIMHMTEIHATA ThKaH ApTtpanrus MHOro pekH
O61m HapymieHHs U edeKTH Hecneuuduyna rpbaHa Oonka MHoro pefiku
Ha MACTOTO Ha MPHIIOKEHHE

JIoK/1aIBAHMTE HEXENAHH JIEKAPCTBEHM PEAKLIMH, CBbP3aHH C (PapMaKoIOruaTa Ha B2-arOHHCTH, KaTo
TpeMop, rnaBobo/Ke U MaJMUTALMH, Ca PEXO/IHH W HAMAIABAT B X0/1a HA PEZIOBHOTO NMPUIIOKEHHE HA
TepanuaTa. TpeMop H TaXMKapIus ce MOABABAT MO-4€CTO, KOraTo e Mpuiarar 1034, No-BUCOKH OT

50 Mukporpama /18a IbTH JIHEBHO.

CpofmapaHe Ha NOJIO3UPAHH HEXENTAHW PEaKLIHH

Crob6IaBaHeTo Ha MOJO3UPaHH HeXKeaHH PeakliMM CJiej] paspelaBaHe 3a ynoTpeda Ha JieKapcTBEHHA
npoayKT e BaxkHo. ToBa M03BONABA /1a NPOXBIDKM HAG/HOIEHHETO HA CHOTHOIIEHHETO M0J138/PUCK 32
neKapcTBeHHs MPOAYKT. OT MEMIIMHCKUTE CNIELIMATTHCTH Ce H3MCKBA J1a ChoOIaBaT BCAka
TMOJI03MPaHa HeXellaHa PeaKiys Ype3 HaMOHAJTHA CHCTEMa 3a ChoOLIaBaHe:

HznmbnHuTeNHA areHIMs no JeKapcTsara
ya. ,Jlaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcaiiT: www.bda.bg

4.9. IIpenosupane

CUMMIOTOMH U IpHU3HALH
[Ipu3HaIMTE ¥ CHMITTOMHTE TIPH MPE03HpaHe ChC CAIMETEPOJI Ca Te3H, THIHYHY
Bz-anpeHepruvHa CTHMYNALMA W BKJIIOYBAT 3aMasHOCT, MIOBHIIIEHHE HA CHCTOIN
HaJIAraHe, TPEMOp, riaBoboaHe M TaxuKapaua. JonbIHUTETHO MOKE 1a HACTBIT



3aT0Ba € HeOBXGMMO Ja C€ NpOCReniBa KHBOTO Ha cepymuHs Kanwii. Tpabea ma ce oOmMucin
3aMECTHTE/IHA TepaIna C KATHH.

Jleuenue

B ciryuaii Ha npepo3upane, nauMeHTHT TPAOBA Aa c€ MOAIOKH Ha NOMABPAALILO JCUEHHE CBC
CHOTBETHO Npocenspane npn Heobxoaumoct. [TocnepalniTe Mepki TpAOBa fa ca B CHOTBETCTBHE C
KIMHHYHATA IPAKTHKA HIH KAKTO C€ NpenopbhuBa OT HAIHOHANMHUA LIEHTHP N0 OTPaBAHHA, MPH
HATMYHE HA TAKLB LIEHTHP.

5. ®APMAKOJIOIHMHH CBOHCTBA

5.1. dapmaxkogHERAMHYEHH CBOHCTBa

dapmakoTepanesTHuHZ rpyna; CenekTsHH GeTa-2-aapeHopelienTOPHH arOHHCTH
ATC kon: RO3ACI2

Canmerepod € ceneKTHBEH AbIrogedicraan (12 yaca) Gera-2-aapeHOPELIETITOPEH arOHHCT ¢ ARITa
CTpaHHM'Ha BEPHTA, KOATO ce CBBP3Ra ¢ BRHIUHATA CTpaHa Ha peLenTopa.

Te3u dapmakonOr#4HM CBOMCTBA Ha CaJIMeTepo)l MO3BOJABAT NO-eHKACHA 3aIIMTA [IPH
XHMCTAMHH-HHYLHPaHHA GPOHXOCIIAZEM M OCHTYPSBAT NO-Ku/roTpaiiHa (Hali-Maiko 12-uacosa)
GPOHXOAWNATALMS, B CPABHEHHE C KPaTKOAEHCTBAIIHATE [32-ArOHHCTH, IIPHIATAHH B
npenopraHTeNHUTe 2034, ITpH X0pa canMeTepon HHXMOHPa paHHATa M KbCHATA dasa Ha OTIOBOPA KBM
HHXanupaHu aepredd. To3u edext nepeuctupa nopede ot 30 vaca cnea NPHEM Ha €AHA 1033, KOTaTo
OpOHXOAWIATOPHHAT edekT Beve He ¢ 3abenexuM. EniHHIHaTa 1038 calMeTepol HaManasa
OpOHXHATHATA XHIIEPPeaKTHEHOCT. Te3u cpoficTBa NIOKA3ZBAT, 4E CANIMETEPOI HMA AOTBIHHTEIIHO
HeOpOHXOAWIATHPAIIA AKTHBHOCT, HO TOUHOTO KIHHHIHO 3HAUYCHHE HE € U3ACHEHO 3aCerd.
MexanusmbT Ha JeHCTBHE € PasiMUeH OT NPOTHBOBB3NAIHTENHHA ¢(eKT HA KOPTHKOCTEPOHIUTE,
KOMTO He TpAGBA J1a Ce CrMpaT WIH HaMansBaT, KOraro ¢e Npernvile CaiMeTepoll.

CanMeTepo € H3CIeABaH IPH J€YeHHE Ha ChCTOAHMA, cBBp3aHK ¢ XOBb u pesyirartuTe 0T
NeYECHHETO Ca MOKA3ANHM, Y€ PHIOKEHHETO MY NOA00PABA CHMITOMMTE, Henoapobuara QyHKIUMA M
Ka4yeCcTBOTO HA AKUBOT Ha NIALMEHTA.

KnHHyHY m3nuTRaHKs NpH acTMa

MHorong BO KNHHUYHO MPO € ChC CATIMETE u act™a (Salmeterol Multi-Center Asthma
Research Trial, SMART)

SMART e MHOrOUEHTPOBO, PAHAOMHIHPAHO, ABORHO-CIIATIO, [UTANeb60-KOHTPOITHPAHO, NAapaieTHo
rpynoeo, 28-ceqMuuKo npoyusase, nposeaeHo 8 CALL cpasussamo 13 176 nauuedTH, npueMaiily
cantMeTepol (50 MuKporpama ABa IbTH AHeBHO) # 13 179 nanperTy, npHeMany mwiauebo s
AOIEIHEHHE KbM oOHuaiiHATA Tepanus NpH acTMa. BRIKO4BaHH ca NAIMEsTH Hajl 1 2-rofMimya
BB3PACT C aCTMa, KOHTO ¢4 IPHEMAIH aHTHACTMAaTHYHH JIeKapcTBa (HO He FBIroachcTRamu Gera-2
aroHmcTH). PericTpHpaHo € MbpBOHAYANHO IPHIOMKEHHE Ha HHxaaTopHy Koprakocreponsad (MKC) B
HAYAIOTO HA MPOYYBAHETO, KATO TOBA He ¢ (10 H3HCKBaHe B POydRaHeTo. OCHORHHUAT KpacH
kputepnii B SMART e 6una xoMOMEMpaHaTa peciMpaTOpPHO-CBEP3aHA CMBPTHOCT H
PECIHpPATOPHO-CRBP3aHN XHBOTO3ACTPAMIABAITH CHOMTHA.

OceorHH gaHaH ot SMART: ocHOBHM KpaiiHH TOYKH R
I'pyna nausesTs Bpoil clrydaH, IOCTHTHANK OCHOBHHS @M&ﬂp@\
KpaeH KpHTepHi /Opoii IaLHEHTH ORR
caMeTepol mnaue6o $ fuer@pringl \ < \
Bowaks nauyeHTH 50/13 176 36/13179 120 Wl T~ | = ||
TarpesTH, npueMaiiy HKC 2376127 19/6 138 ol ;




IMaumenTy, HenpreMamy UKC

27/7049

17/7 041

1,60 (0,87; 2,93)

Adpo-aMepRKAHCKH NANHCHTH

20/2 366

5/2319

4,10 (1,54; 10,90)

(Puckobt nput Apo-aMepuKaHCKHTE NALHMEHTH € CTATHCTHYECKH 3HAYHM NpH HHBO 95 %.)

OcxoeHu nasHn 0T SMART npu mHpBOHAYATHO IPHIIOKEHHS HA WHXANATOPHH KOPTHKOCTEPOH/IH:

BTOPOCTEIEHHH KPAHH TOUKH

Bpoii ciyyas, JOCTHIHATIH

OTHOCHTENISH PHCK

BTOPOCTEIEHEH KPACH KPHTEpHit/ {95% nosepurennu
Opoii matHenTH HHTEPBAJIH)
canMeTepon | rmanebo
PecnupaTopHO-CBbP3aHa CMBPTHOCT
Taentu, npHemaiy MKC 10/6127 5/6138 2.01 (0,69; 5,86)
Tlanmenry, HenprueMaimu KKC 14 /7049 6/704] 2,28 (0,88; 5,94)

KomOHHMpaHa acTMa-CRBP3aHA CMBPTHOCT HJIH JKHBOTO3ACTPAIIABANIH CHOHTHA

TMauuertu, npuemanty MKC 16/6127 13/6 138 1,24 (0,60; 2,58)
TMannenty, senpuemamna HKC 21/7049 9/7041 2,39 (1,10; 5,22)
ACTMa-CBBP3aHA CMBPTHOCT '

TTaimenTn, npHemamm HKC 4/6127 3/6138 1,35 (0,30; 6,04)
TTaimmenTsy, HenpHemamu MKC 9/7049 0/7041 *

(* = He Moxe A2 Gbae npecMeTHaTo, THH KaTe HAMA cyuad B miane6o rpynata. Ladpure ¢ yaebeneH TekcT ca
CTATHCTHYECKH 3HATHMH IPH HHBO 95 %. JIOCTHIaHeTO HA BTOPOCTENCHHHTE KPalHi KpHTEPHH B FOpHATA
TaGIHIA € CTATHCTHISCKH 3HAYHMO B of1WaTa nomynausxs). BropocTeneHauTe kpalHH KpUTEDHH 33
KoMOHHHpaHa 00111 CMBPTHOCT HIIH XKMBOTO33CTpaIaBamy chOHTHA, 00Ma CMBPTHOCT HIM BCHYKH CITy4aH Ha
XOCIIHTATH3AINSA, HE Ca AOCTUIHANK CTATHCTHIECKA 3HAYHMOCT B 00MaTa nony natps.

Knunnunw wsoareanuy npd XOEBB

Hanursane TORCH

TORCH e 3-roqpmHo npoyuBaHe 3a OHeHKa Ha edekTa o nedenneTo cbe Cepernn™ Juckye™

50 muxporpama/500 MHKporpama aBa ITETH AHERHO, canMerepon uckye 50 MuKkporpaMa, iBa ITbTH
mHeBHo, duryTHKason npormonat (FP) duckyc 500 Mukporpama, Ba ITbTH AHEBHO HIH IL1aLebo
BLpXy obmara cMbpTHOCT NpH nauuedtd ¢ XOBB. Upes asoiiHo cisn cnocob ca paHaOMH3UpaHH
naunentH ¢ XOBB ¢ n3xoanu napamerpu (npea-Gpouxomunararopo) PEO; < 60 % ot
APEABHACHOTO HopManHo. Tlo BpeMe Ha MpOydBAaHETO Ha NAUMCHTHTE ¢ Onia paspemena obHyaiinaTa
Tepanua 3a XOBB ¢ H3nodeHHe Ha PYrH MHX&IaTopPHH KOPTHKOCTEPOH/IM, IBIAT0ACHCTRAIH
GPOHXOAMIATATOPH ¥ MPOJBIDKHTENHO IEUEHHE CHC CHCTEMHH KOPTHKOCTEpOHH. [IpeskHBRAeMocTTa B
Kpas Ha Tperara I'oJiMHAa € pocleaera NPH BCHYKH MAIHCHTH HE3ABHCHMO OT IIPEYCTaHOBABAHE Ha
NpHeMa Ha MEJMKALIATA 110 Mpoy4BaHeTo. OCHOBHATA KpaliHa TOUKa Ha M3MHTEaHeTo ¢ Onia
HaMaJIsBaHe Ha 0611aTa CMBPTHOCT B Kpas Ha TPETATA FOAWH2 33 NaHeATHTe Ha CepeTHyl cpellty TasH

Ha ruane6o.
Ilnane6o Canmerepon S0 | FP 500 Ceperna 50/500
N=1524 N = 1521 N=1534 N=1533
O61aTa cMBPTHOCT B Kpas Ha TPETATa FOiHHA
Bpoii va cMBPTHH Cityyau 231 205 246 193
(%) (15,2%) (13,5%) {16,0%) (12,6%)
CBOTHOIIEHHE Ha PHCKA 0,879 1,060 0,825
cnpamo IMnanebo (J{c) N/A (0.73; 1,06) (0,89; 1,27) | (0,68; 1,060)
p cToiiHOCT 0,180 0,525 0,052!
CBoTHOIIEHHE HA pHCKa 0.932 0,774
Ceperua 50500 cpamo | (0.77: 1,13) (0,64; 0,93)
koMmoneuTHTe My (JIHc) 0,481 0,007
p CTOHHOCT i ’

1. HecATHIpHKAHTHA CTORHOCT Ha P CHel KOPHTHpPAHE 38 2 MeXIHHHY aHANA3a Ha OCHO

e(pMKACHOCTTA [OCPESCTBOM NOTAPHTMIYHO PAHKHPAH aHAH3, CTPATHGHUILHPAH 110 My




HaGmonasa ce TeHICHLHA KbM NOR0OPABAHE Ha [IPeKUBACMOCTTA [IPH NALMCHTH, JISKYBaHH CBbC
Ceperna, B cpaBHEHHE C Te3d Ha anefo B paMK#Te HA 3 TOIHHH, BRIIPEKH Ye He € IOCTHrHaTa
CTATHCTHYECKA 3HAYHMOCT, p < 0,05.

HPOI.IBHTI:T Ha NANHCHTHTES, NOYHHANHA Npe3 TPH-IoAHLIHHAA NepHoOA No HPI'[‘IP[HK, CEBP3aHH CBC
3aGonsmanero XOBB, € Gun 6,0 % npn mnanebo, 6,1 % npu canmerepon, 6,9 % npu FP 1 4,7 % npn
Te3u, npuemani Ceperua,.

Cpenuuar Opoii Ha yMEepeHO TEXKHTE H TeXKH ek3anepbalMi FoJHIIHO € 3HATMTETHO HAMAIIeH CBC¢
CepeTrj B cpaBHEHHE ¢ eK3anepOaHKTe NPy naupeHTH Ha cameTepon, FP u nnaneGo (cpensa
yecToTa B rpynarta Ha Cepetna 0,85 B cpashenue ¢ 0,97 B rpynarta Ha canMerepod, 0,93 B rpynara Ha
FP u 1,13 8 rpynara Ha mnaueGo). Topa MOke Ja ceé IPEACcTaRH KATO HAMAIRBAHE HA ECTOTATa Ha
YMEPEHO TeXKKHATE ¥ TexKHTe exzanepbanmu ¢ 25 % (95 % JH: 19 % 1031 %, p < 0,00) e
cpaBHeHHe ¢ IIanebo, 12 % B cpaBHenHe cbe cameTepon (95 % JIH: 5 % xo 19 %, p=0,002) n 9 %
B cpasHenue ¢ FP (95 % JIH: 1 % no 16 %, p = 0,024). Canmerepon H FP syaunTeIHO HamansBar
YecTOTaTa Ha ek3auepbalHTe B cpasHeHHe ¢ Tanebo cbe chotserHo 15 % (95 % JIH: 7 % 1o 22 %,
p=0,001)uc 18 % (95 % OH: 11 % 1o 24 %, p = 0,001).

KavecTBoTO Ha *KWBOT, CEBPIAHO CHC 3APABETO, H3MEPEHO ¢ TIOMOINTa Ha PecnHpaTOpPHHA BBIIPOCHHK
na ysmpepcuTeTa Cb. Teopra (St. George’s Respiratory Questionnaire - SGRQ), e nonobpeno npu
BCAKA OT AKTHBHHTYE TEPalMH B cpasHeHie ¢ manebo. CpeanoTo nmogobpete Npe3 TPH-TOAKIIEHA
nepuoz npu CepeTHa B cpasHenHe ¢ Iwiane6o e -3,1 expmm (95 % JH: -4,1 a0 -2,1; p < 0,001), 8
CpaBHeHHe Che canMeTepon e -2,2 eawannm (p < 0,001) u B cpasnenne ¢ FP e -1,2 eaunnim

(p <0,017). Ilonmxenue ot 4 eAMHHAIM CC TIPHEMA 32 KITHHHYHO 3HATHMO.

H3umncneHaTa BepOATHOCT B paMKHTe HA 3 rofiMHy Ja 6b/1¢ AOKIAABAHA IHCBMOHHA KaTO HEXCIaHA
NeKapeTBena peakims € 12,3 % 3a mnane6o, 13,3 % 3a cammerepon, 18,3 3a FP u 19,6 % 3a Ceperna
(CroTHOIeHHe Ha prcKa 32 Ceperun cnpamo manebo: 1,64, 95 % JIH: 1,33 1o 2,01; p <0,001). He e
HMAJIO YBETHYABAHE H& CMBPTHHTE CITy4aH, CBbP3aHH ¢ [IHEBMOHKA, CMBPTHUTE CITy4aH [10 BpEME Ha
TEpAITHATA, 33 KOHTO € MPeLieHeHo, Ye OCHOBHO CE [IbJDKAT Ha ITHEBMOHHAA, ca 61y 7 32 wiauebo, 9 3a
canmeTepod, 13 3a FP u 8 3a Ceperun. He € iMano 3HauyuMa pa3inka BbB BEPOATHOCTTA 34 KOCTHH
dpaxtypu (5,1 % mauebo, 5,1 % canmerepon, 5,4 % FP 1 6,3 % Cepernn; ChOTHOLICHHE HA PHCKa 32
Ceperua capamo mnanebo: 1,22; 95 % JH: 0,87 o 1,72; p=0,248).

5.2. PapmakoKEHETHYIHH CBOHCTBA

CanMerepon geiicTBa JIOKAIHO BBPXY Oelnd Apo, KOETO AaBa OCHOBAHHE 1A CE NIPYEMe, Yc
IIA3MEHHTE HHBA HE ONPENEIIAT TepaneBTHYHUs eext. MMa Manko naHnu 3a GpapMakOKHHETHKATa Ha
CallMEeTEPON MOPaH TEXHHYECKH TPYIHOCTH, CBLP3aHH ¢ ONMPEAS/AAHETO Ha IEKAPCTBOTO B MUIA3MATA,
TBIl KaTO clie]l HHXAIHPAHE Ha JIEKAPCTBOTO [LTAZMEHATa KOHICHTPAITHA € MHOTO HHCKA (OK0A0

200 mukorpamMa/mi WK NO-Manko).

5.3. HpeaxmBaA4HH JaHHH 32 6e30IMACHOCT

EnuHcTBEHHTE AaHHK OT NPOYYBAHHA ¢ KHUBOTHH, KOHTO €3 OT 3HAYCHHE 3a KIIMHHIHOTO
NPHICKEHHE, ¢a ePEKTHTe, CEHP3aHH ChC 3aCHIEHA (papMaKOJIOTHIHA aKTHBHOCT.

B npoyusanus 3a penpoAyKTHBHA TOKCHYHOCT M TOKCHYHOCT HAa PA3BUTHETO CHU CalTMETEPON
kcHHAhoaT NpPH TUTHX0BE He ce Habmonasar edekTy. [IpH BHCOKH HMBA Ha EKCNIO3HLMA (OKONO

20 nbTH Hag MAKCHMATTHATA NpeNophYMUTeNIHA JHEBHA 1032 MPH XOPa, KOETO Ce OCHOBasa Ha
cpaenenre Ha AUC) npn 3aifiu ¢ Habmonasana THIuHa 3a GeTa; aroHHcTH emGpuoderanta
TOKCHYHOCT (IIENKa Ha HebLeTo, IpexIeBpeMEHHO OTBapAHeE HA KISNaunTe Ha O9HTE, CTepHebpaITHO
CIIMBAHE H HAMAJICHA CTENEH HA BKOCTABAHE Ha (HPOHTATHHTE YEPETIHH KOCTH).

ca OTPHIATEITHH.
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HopdutypaH He II0oKa3Ba TOKCHYEH eeKT, KaAKTO H edeKTH BhPXY PENPOAYKTHBHOCTTA H
emBpuodeTantoTo pa3BKTHe IIPH MHOTO BUCOKH KOHIEHTpaHy (MHOTO N0-BHCOKH OT TE3H, KOHUTO ca
BEPOATHH NPH XOPa) NIPH IHPOK KPBI )KHBOTHHCKH BHAOBE TIpK JHEBHA €KCIIO3HIHA 33 [TEpHOJ OT
HaJl B TOAMHH.

6. @APMAIEBTHYHH JAHHH

6.1. CuoEchbk HA NOMOMHATE BEIECTBA

1,1,1,2 Terpaduryopoeran (HF A134a win Hopdnypan)

6.2. HechBMeCTEMOCTH

Hemnpunoxmmo.

6.3. Cpok Ba rogaocr

2 rogMHAn

6.4. CrnensajBH yCJIOBHE Ha CHXpanenHe

Cnen ynotpeba nocrassitre Kanadkara Ha alUTAKATOPA 34 YCTa CTAOMAHO Ha MACTOTO # Upes
HATHCKAHE JIO W3IIPaKkBaHe.

Ja He ce cexpanasa Hag 30°C.

OnakoBkaTa e fIoX Hasrane. Jla He ce H3fara Ha Temmneparypa no-picoka ot S0°C. Jia se ce qym,
npo6GuBa WK ropH, AOPH KOTaTo € BUAHMO Npa3Ha.

6.5. BHA H CHLALPKARAE HA ONAKOBKATA

Cycneﬂsmrra €€ HaMHpa B S-MTUIHJ'IHTPOBa ONIAKOBKA O HAJIAINAHE OT ATYMHHHCBA CILIAB, C JIAKOBO
IIOKPHTHE OT BLTPELIHATA CTPaHa, 3aMe4aTaHa ¢ A03upall BeHTHI. OnakoBKaTa € MOCTaBeHa B
TUI2CTMACOBO YCTPOHCTRO C pa3npbekpallla 1034, alUIHKATOp 3a YCTA H Kanayka, npeffna3ssaiia oT
HanpaliaBaHe.

Beaka onakoska ceibpaxa 120 go3sHpaHH BIPBCKBAHHAA.

6.6. CnenEaianM npeanazHE MEPKH NPH H3XBbLPJdHe H paGoTa

HeH3nmon3saHkaT IEKapCTREH TPOAYKT MK OTAATHYHHTE MATEPHAJH OT Hero TpAGBa Ja Ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA,

7. UPHTEXATEJ HA PASPENIEHMETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12 Riverwalk,

Citywest Business Campus,
Dublin 24,

Hpnanaus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20020425
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9. JIATA HA ITBPBO PA3PEINABAHE/IIOAHOBABAHE HA PASPENIEHHETO 3A
YIOOTPEBA

Jlata Ha MEpBO paspewiarane: 28 despyapu 1994 r.
Jata Aa mocneaHo nogunosasane: 09 Maii 2012 r.

10. JATA HA AKTYAJIM3AIIHA HA TEKCTA
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