KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHA ITPOAYKT

CEPEBEHT Huxanep 25 MUKpOrpamMa/go3upaHo BIPECKBAHE, CYCHEH3HA MOl HAJIATaHE 32
MHXaNalHs

SEREVENT Inhaler 25 micrograms/metered actuation, pressurised inhalation, suspension

2. KAYECTBEH H KOJIMUYECTBEH CBhCTAB

Enna nosa, ocBo60/1eHa OT BEHTHIIA, CHABPXA 25 MHKpOrpaMa caJMeTepodl, oA gopMaTa Ha
canmerepon kchHadoar (salmeterol xinafoate). Topa e eKBHBaJIGHTHO Ha JOCTaBEHA 1034 OT

21 MUKporpaMa caamMeTepoI, 1o GopMaTa Ha canMeTepoll kcHHadoar.

3a ObAHUA CIIHCHK HAa TIOMOIIHHTE BEIECTBA, BIDKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
CyCIeH3 s [0/ HAIATaHe 32 HHXaIalus.

bana go mourH 013 HA UBAT CYCIIEH3HA, 3anevaTaHa B ATyMHHHEBA ONAaKOBKa, | TIOCTaBEHA B 3€MCHO
YCTPOHCTBO. N
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CepesenT MHxanep e roka3aH 3a peioBHO CHMNITOMATHYHO AOITBIHHTENIHO JieueHHe Ha obpaTiHmMa
ODCTPYKLIMA Ha AUXATCTHHUTE IIBTHILA NP MALAEHTH ¢ aCTMA, BKIFOUHTEIHO TAKHBA ¢ HOIITHH
MPUCTBIIHA HA aCTMA, KOHTO ¢a HeIoOpe KOHTPONIHPAaHH ¢ HHXANATOPHH KOPTHKOCTEPOHIH B
CBHOTBETCTBHE C YCTAHOBCHHTE MPENIOPHLKH 34 JISUEHHE.

CepeserT UHxanep chmo € MoKa3aH 3a Npo¢HIaKTHKA HA aCTMa, [IPHYHHEHA OT PHIHUYECKO YCHIIHE,

Xponnuna oGcTpyKTHBHA Oenoapodna Goaect (XOBE)

CepeBenT Muxanep e moKa3aH 3a JIeUeHHE Ha XpOHUYHA oOcTpyKkTiBHA benoapobua 6onect (XOBB).

4.2. /03MpOBKA H HAYHH HA NPHJIOKEHHE

ﬂOBHQOBI{a

Acmma

Bw3pacmnu u ionowu na u nao 12 2oounu: A | H .
HBe uHXanauMy oT 25 MHKpPOTpaMa CalMeTeposi ABa ITbTH JHEBHO. L ‘r,._ S
IIpH nalyeHTH ¢ acTMA ¢ MO-TeXKa OpoHXHaTHA 0BCTPYKIIMSA MOsKE J1a € OT N0J13a yBeanaBaHe Ha e
N03aTa 10 YETHPH MHXANAUHH JBa ITTH JIHEBHO. G e L

Teya na u Had 4 200unu: R R G

L
......

JBe HXANaMAM OT 25 MHKpOrpaMa CajiIMETePON ABA ITbTH AHEBHO. T e



Leya noo 4 zo0unu:
He ce npenopryBa npunokenue Ha Cepesenr Muxanep npH Jeua Ha Bs3pacT 1104 4 roguHH, Thi KaTo
HsMa AOCTAaTHYHO JaHHH 3a 6€30TacHOCT H e(PHKACHOCT.

XObb

Bw3pacmuu na u nao 18 200unu:
JIBe HHXanaluuH oT 25 MUKporpaMa cajJMeTepos ABa ITbTH JHEBHO.

Heouampuuna nonynayun
Hsama TepaneBTHYHO MOKa3aHKe 3a nprmoxceHHe Ha Cepepent Huxanep nNpu NeaHaTpUYHATA

nomynauus npyu XObb.

CIeunagdy rpyiyd DaudeHTH

He ¢ Heobx0auMO 1a ce NpoMeHs A03aTa MpH MALHEHTH B CTAPUYECKa Bh3PACT M HPH NALHMEHTH C
6u0peuHo ypexxaane. HaMa nannu 3a nprnoxerrero Ha CepesenT MHXanep npy naugeHT! ¢
YepHOAPOOHO YBpeXKIaHe.

Ha4uH Ha MpAIOKEHHE

CepepeHr HHxanep € camo 3a HHXANIaTOPHO NPHIC:KEHHE.

Cepesent HUuxanep Tpabra aa ce npuiara penosHo. MakCHMamHHAT pe3yJITaT OT JICUEHHETO CE
[IOCTHra ClIe] IPMEM Ha HAKOIKO AO3H OT JIEKAPCTBOTO. Thil KATO ca BH3MOXHH HEXETaHH
NEKApCTBEHH PEaKLHK, CBHP3aHH ¢ IIpHEMa Ha BUCOKH JI03H Ha JICKApPCTBEHH NMPOAYKTH OT TO3H Khac,
NO3HPOBKATA H YECTOTATA HA NPHUIIOKEHKUE TpaOBa a ObaaT yBeIMYaBaHM CaMO CJIE KOHCYITaIs ¢
NeKap.

Yka3zanusa 3a ynorpeda:

HeobxoaumMo € nampienTiTe 112 661aT 06ydeHH Aa 3non3satr Muxanepa npaBHIHO {BXKTE JIHCTOBKATA
34 MaLHeHTa).

1.  Kanauxara Ha annMkaropa 3a ycTa TpaOBa ja ¢e OTCTPaHH Ype3 BHUMATETHOTO H NPUTHCKAHE
OT JIBETE CTPAHH.

2.  Heobxoaumo e 1a ce MpOBEpH BLTPEIIHATA H BLHUIHATA YacT Ha MHxanepa, BKMIOYMTENIHO
aTUIHKATOPET 33 YCTa, 38 HAJTHYKE Ha CBODOAHH YaCTHLM.

3.  Huxanepsr Tpabsa na ce paskiaTh Aobpe, ¢ KOETO Ja ¢ OCHTypH OTCTPAaHABAHE Ha EBCHTYAIHH
CBOOOIHN YaACTHLIM H paBHOMEPHO CMECBaHE Ha ChABbpKaHueTo. [Ipeay aa U3noa3sar
Huxanepa 3a mspBH T WK ako MHxanepbT He ¢ OHI1 U3M0JI3BaH B MPOOBL/IDKEHHE HA €11HA
CEAMHILIA, NALHCHTHATE TPAOBA 13 NIPHCHAT BbB Bb3AYyX4a JIBA IThTH, 34 14 C€ YBEPAT, Y€
yCTpOUCTROTO padboth.

""u.

NAJICHBT € ITOCTABEH 1104 allNIMKATOPA 34 YCTA.

5.  Tpabea ma ce M3AHIIA KOIKOTO € B3MOKHO M CIIE]] TOBA AIUIMKATOPET A8 Ce noc'raau B ycTa:ra \
MEKIY 3BOMTE U Ja ce 3aTBOPAT YCTHH OKono Hero. [laimenture Tpadsa na 63;[31‘ R
HHCTPYKTHpaHH J1a HE 3aXanBat alllIHKaTopa. S I S
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6. IIpu3anouBane HA BAMIIBAHE NPE3 YCTATa, MALEHTHTE TpAOBa 12 Hamcﬂéir HARONY B'pra’ H& /

Hruxanepa, 3a Aa BOPBCKAT JIEKAPCTBOTO, AOKATO BAHIIBAT MPOIBIKHTENHO H m:ﬂﬁqxo. oA "//
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7. HOKaTO 3aabpiKaT AbXa CH, NaudeHTHTe TpadBa 1a uiBanaT MHxanepa or ycrata ¥ ia MaxHat
IMPBCTHTE CH OT BbpXa Ha Muxanepa. TpadBa na npoabiDKat Ja 3aIbpKaT AbXa CH, JOKATO UM €
BB3MOKHO.

8.  Ako Tpabea aa ce npHeMe oule eaHa MHXanamua, HaxanepsT Tpabea Ja ce 3aqbpku B
H3IIPABEHO MOJIOXKEHHE W A C¢ W34YaKa IIOJIOBHH MHHYTA, CIIe/] KOETO Aa C€ MOBTOPAT
ACUCTBHATA OT TOYKA 3 [0 TOYKa 7.

9. Cnen ynorpefa, nauMeHTHTE BHHATH TpAOBA 1a MOCTABAT KanavkaTa Ha arliMKaTopa 3a ycTa 3a
npeanaseaHe OT Mpax H BJIACHHKH.

10. Kanaukara Ha arMKaTopa 3a ycTa TpaOBa J1a ce IOCTaBg HA MACTO Upe3 IUTETHO HaTHCKAHE 10
[{PAKBAHE,

Baxmno:

He TpsabBa na ce 6np3a ¢ gelicTBuATa OT TOUKH 5, 6 H 7. BakHO ¢ BAHINBAHETO Aa 3alI0YHE KOJIKOTO €
BE3MOXKHO NO-0aBHO NMPEeAH HHXAIHPAHETO.

[TanpenTuTe MOraT a ce YIpaKHABAT Mpea OTNeaNo ITEPBUTE HAKOJIKO MBTH. AKO Cle] HHXaJHpaHe
no Muxanepa unw OTCTpaHy N0 YCTHHTE HMa KaIT4MIgd, TPAOBa Aa ce NOBTOPH MPHEMa OT TOYKa 2.

ITpenoprusa ce CepeBent HHxanep fa ce u3nomea ¢ odeMHa KaMepa 3a HHXATHpaHe NpH NMalHeHTH,
KOUTO MMAT TPYAHOCTH B CHHXPOHH3UPAHETO Ha BIPBCKBAHETO H HHXATHPAHETO, KOETO € YECTO 1IPH
Jelia H MAIlHEHTH B CTApYEcKa BB3pacT.

Ilouyncreane sa Uaxanepa:

Heobxonumo € HaxanepsT Aa ¢e No4YHcTBa MOHE €IMH BT CEAMMHYHO IO CIICAHUA HAYHH:

1. OTCT]JHHHB& CC KallaMKaTa Ha allmHKaTopa 34 yCTa.

2.  BoTpelHaTa 4 BHHIIHATA YaCcT HA AMUTHKATOPA 32 YCTa, KAKTO H IUIACTMACcOBaTa YacT, CE
H30BpCRAT CBC CYXO Mapye IIaT.

3. Kanauxara Ha annukaTopa 3a ycra ce [10CTaBs OTHOBO HA MACTO.

Merannara onakoBKa He TpAOBa Ja e H3BAXK/A OT IU1aCTMACOBATa YacT MO BpeMe Ha OYHCTBAHETO.
IlannenTHTe He TPAGBA A2 NOCTABAT METANHATA ONAKOBKA BLB BOAA.

4.3. IIporrBOomokazaHRns

CBpPBbXYYBCTBHTEIHOCT KbM CAIMETEPON KCHHA(OAT HIIA KBM HAKOE OT [OMOIIHUTE BEINECTBA,
m30poeHH B TOYKa 6.1.

4.4, Crhenuansu npeaynpexIcHHA H NpeANa3HA MEPKH NpH YIorpeda
JleueHneTo Ha acTMATAa OOHKHOBEHO CE MPOBEXKAa [10 CTHNATIOBHHA CXEMA. T

Cepesent Huxanep He Tpabpa fa ce H3MO/3Ba (M HE € JOCTATHYEH) 32 THPBOHAYANHO JICYCHHE HA -
acTMa.

[Ipn actma Cepesent MHxanep He 3aMeCcTBa JISYEHHETO C IEPOPATTHH HIM HHXAJIATOPHH

KOPTHKOCTEPOMAH. Y oTpedara My AONb/BA ICYEHHUETO C KOPTHKOCTEpoHaH. I1ameHTiTe ¢ actMa - -

TpAOBA J1a ce NPEaYNPENaT Aa He CIHpPaT JICUSHHETO ¢ KOPTUKOCTEPOUIM U Ja HEe HAMAJISBAT noaaTa_-
MM Ge3 KOHCYIITAlHA C JIEKap, AOPH aKO ce YYBCTBAT MO-A00pe OT NPIIOKEHHETO HA CAIMETEPOII,



[ToBuLIEHO H3MOJNI3BaHE HA KpaTKOAEHCTBAaIM OpOHXOQUIATATOPH 3a OONIEKYaBaHE HA CUMIITOMM Ha
acTMa € CHrHaj 3a BIIOIIABAHE Ha KOHTPOJA BbpXY acTMara. IIpH Takuea ciydYaH NaleHTHTe TpabBa

na 6paaT NOChBETBAHH A MOTHPCAT KOHCYNTAIHS C JIeKap.

Benpexu ue CepepeHT HHXanep MOXKe J1a ce BKIIIOYBA KATO AOIMBIHHTEIIHA TEPAMH, KOTATO NPH
NPHIOKEHHE HA HHXATATOPHH KOPTHKOCTEPOMAHM HE MOJKe Ja CE IIOCTHIHE AJCKBaTeH KOHTPOJ Ha
CHMITTOMHTE Ha acTMaTa, [Mal{HeHTHTE He TpaAORa Aa 3amoupart jJedyenne ¢be Cepesent Huxanep no
BPEME Ha OCTpO, TEXKO ODOCTPAHE HIIH aKO € HAJIHIIE 3HAYHTEIHO HJIM OCTpO BJIOIIABAHE HA acTMAaTa.

Ilo BpeMe Ha neueHne ¢bC CepereHT HHXalep Morar Ja HACTBEOAT CEPHO3HH HEXEIIAHH PEAKIIHH,
CBBP3aHH ¢ acTMara B 0bocTpaHeTo . Heobxoaumo e nallieHTHTE Ja IIPoab/DKAT JeYEHHETO, HO A
MOTHPCAT JIEKAPCKH CHBET, KO CUMIITOMHTE HAa ACTMATA OCTAHAT HEKOHTPOJIMPAHH HIIH €€ BJIOIIAT
clien 3anmovBaHe Ha JIeueHHEeTo ¢b¢ CepereHT HHExanep.

BHe3amHoTO H MpOrpecHBHO BIOLHABAHE HA KOHTPOJIA Ha ACTMATA € [IOTEHUMAITHO
*KHMBOTO3aCTPALIABAIIO H € HEOOXO/HMA CIISIIHA MPEOLICHKA Ha JIeYeHHETO Ha MalenTyre. Tpabepa aa
ce oOMMCITH MTOBHMILIABAHE Ha 103aTa HA KOPTHKOCTEpOHAHMTE JiekapeTsa. [IpH Te3u obcTosATENICTBA CE
NpenopbrYBa SXKEeHEBHO NMPOCIISAABAHE HA BEPXOBHA ACOMT. 3a MOAABPIKALIO JICUCHHE HA acTMa,
canMerepon Tpadea aa ce NMpuwiara B KOMOMHALMA ¢ HHXANATOPHH WIH NEPOpaTHH KOPTHKOCTEPOHIH.
JbnroaeicTBaliyTe OPOHXOMUNATATOPH HE TpAOBA a C€ M3MON3BAT KaTO €AMHCTBEHO HJIH OCHOBHO
TeYeHHE [IpH NOAAbpIKalila Tepanua Ha acTMa (BK. Touka 4.1).

Cnen nocTuraHe Ha KOHTPOJ BBPXY CHMITTOMHTE Ha aCTMaTa, MOXe Jia ce 0OMHCIIN MOCTENIEHHO
HaMa/isBaHe Ha no3ata Ha CepeseHnt Unxanep. Ilpy HaManaBaHe Ha 103aTa € BAXKHO NalHEHTHTE Ja
Opnat npernexkaauy penosHo. TpaGea ga ce H3nonzpa Haii-Huckara eukacHa 2033 Ha CepeBEHT
Huxanep.

IlapanokcaneH OpoOHXOCHA3bEM
Kakto ¥ npH Bcdka qpyra HHXaJaTOPHA Tepalksa MOoXe [1a Ce pa3BHe MapafoKCaneH OpOHXOCHA3bM C

BHE3aITHO YBEJIHYABaHE HA XPHIIOBETE H CNaJ BbB BbpXoBHus ekcrmpaTopeH aedur (BE]]) peqnara
clen NpreM Ha Jo3ara. ToBa ChCTOsSHHE TpAOB2 Aa ce TpeTHpa He3abaBHO ¢ NPHIOKEHHE Ha
OBp3oneiicTBam uHxanaroped Sponxogunararop. [Ipunoxennero Ha Cepesert Muxanep Tpsabea na
Ce MPEeyCTaHOBU He3abaBHO, 1a ce HANpaBH OLEHKA Ha ChCTOSHHETO Ha NMALMEHTa H IIPH
HeoOXO0JHMOCT J1a Ce HA3HAYH AJITEPHATHRHO JeueHHe (BK. Touka 4.8).

Hoxnageanu ca [};-aroHuUCT GapMaKOJIOTHIHO METHHPAHATE HEeXeNaHHU peaklHH, KaTo TPeEMOp,
NajnXTALMHE 3 TaBOOONHE, HO TE3W peaKLMM B [IOBEYETO CMyYaii ca NMpexoAHH U HaMaJdBaT B X0/1a Ha
PEAOBHOTO JIeueHue (BK. Touka 4.8).

Peakiiui OT €1 paHa Ha CHhPACYHO-CHEI0BATA CHCTCMA

Ilpr BCHYKM CHMIATHKOMMMETHYHH JIEKapCeTBa, 0COOEHO [P [IO-BHCOKH AO3U OT TCPaNCBTHIHHTE,
MOHAKOra MOrarT Jia ce HabMoaaBaT peakyi OT cTpaHa Ha ChpASYHO-ChAOBATA CHCTEMA, KaTo
NOBHIIABAHE HA CHCTOIMYHOTO KPBBHO HANraHE H YBEJIHYABaHE HA ChpAeuHAaTa yecToTa. 1lo Tasm
NpHYHHA, CA;IMETEPOs TpA0Ba Ja ce nmpuiara npeanasMeo MpH NALHCHTH ChC CHIIECTRYBAIIO
ChPACYHO-CBHAOBO 3a00/ABaHe.

THrpeoTOKCHKO3a
Cepeernr Haxanep Tpabpa Ja ce n3non3pa BHUMATENHO [TPH NAUMEHTH ¢ THPEOTOKCHKO3a, - =

HyBa Ha XpBBHATA 33aXap ST
MHoro paako ca JOKiaBaHH CIy4ad Ha OBHIICHH HUBA HA KpbBHATa 3axap (BX. qulca 4, 8) H Tmaa,
TpabBa na ce MMa NpeBAA [IPH NAlMEeHTH ¢ aHaAMHE3a 3a 3aXapeH AHaber. S Y

XHNOKaAJIHEMHAA 5
B pesynTar Ha neueHUETO C B,-aroHHCTH MOXKE A3 HACTLIIHM NOTEHLHATHO TEXKKA xnnoltaﬂ}lemm .
OcobeHo BHHMAHHE ce Npeloph4Ba MMPH OCTPO NIPOTHYAILA TEKKA ACTMA, Thil KaTO TO3H etbem? M@H{e ;




4 Ce MOTEHIMPa OT XHITOKCHA H OT €JHOBPEMEHHO JIEYeHHE C KCAHTHHOBH TIPON3BOHH, CTEPOKIH H
muypetHuy. [Tpy Taknea cirygan TpaOBa ia ce Npoc/iedsBaT HUBATA HA CEPYMHHS KaJIHi.

PecnuparopHo-cBEP3aHN CHOUTHS
HaHHHA oT o0ImHpHO KIMHUYHO NMpoyuBaHe {Salmeterol Multi-Center Asthma Research Trial, SMART)

NOKAa3BaT, 4¢ a(po-aMEpPUKAHCKHTE MTALIHEHTH ca GHIIH C MOBHIIEH PUCK OT NOABA HA CEPHO3HU
pecnMpaTOpHH CEOUTHS WM CMBPT NPH NPHIOKEHHE Ha CAJIMETEPON B CpaBHEHHE ¢ Iu1auedo (BxK.
touKa 5.1). He e ycranoseno nanu Tosa ce Ak Ha GapMaKOreHETHYHM WA ApyrH (pakropu. [1o
Ta3W NPHYMHA YePHOKOMXH MAUEHTH OT AQpHUKAHCKH WK adpo-kapudOcku npousxon Tpabea na 6bnaat
CHBETBaHM Ja MPOABJDKAT JIEYEHHETO, HO Ja NOTBPCAT JICKAPCKH CHBET aKO CHMITTOMMTE HA aCTMATa
OCTaHaT HEKOHTPOJIMPAHH HITH CE BJIOIIAT MO BpeMe HA npunokenue Ha CepepeHnt Muxanep.

KetokoHazon

EnnoBpemenHaTa ynorpeba Ha CHCTEMEH KETOKOHA30J]1 3HAYHTENHO YBEIHYaBa CUCTEMHATA
EKCIIO3MIMA HA calMeTepoll. TOBa MOXKE J1a IOBEIe 10 YBEIMYCHHE Ha CITYYalTe Ha CHCTEMHH e(PeKTH
(nanp. yasipkapaHe Ha QT unTeppana u nanmuraign). EMHOBpEeMEHHOTO JICYEHHE ¢ KETOKOHA30J1 WIH
npyru cuniu CYP3 A4 unxuburopu tpabea na ce u3bArea, 0OCBEH aKo ITOJI3UTE OT TEPAIUATA ChC
CaJIMETepoIT HABMIIABAT NTOTEHLMANHO YBETHUCHUA PHCK OT CHCTEeMHH HEXEHAHH PeaKiMH (BK.
TO4Ka 4.5).

TexHMKA HAa HHXATHpaHe
Tanuenture Tpadea na 6paaT 00yUeHH 32 MPaBMJIHOTO M3NOA3BaHe Ha MHXanepa ¥ TeXHHKATa MM Ja
ObJie IpoBEpeHa, 3a Aa C€ OCHIYPH ONTHMAIHOTO JOCTHTAHE Ha JICKApCTBOTO A0 bemure Apobose.

Tsii kaTo cHCcTEeMHaTa pe3opOuuMa € nNpeaAHMHO npe3 6enns Apo6, H3MON3BAHETO Ha 0GEMHa KaMepa 3a
HHXAJIMPAHE MOXKE 12 NMPOMEHs CTETICHTa Ha JOCTHraHe Ha JiekapcTBOTO A0 Oenua apob. Tpadra na ce
ordeneky, 4e ToBa MOXKe J1a NOBEAE 0 MOBUIIABAHE HA PHCKA OT CHCTEMHH HEXENAHH PEaKLHH H
3aTOBA MOXe Aa ¢ HeobxonuMo KOpUripaHe Ha JO3aTa.

4.5. Bs3ammoaelcTBHe ¢ ApYT'H JCKAPCTBERHA NPOAYKTH H APYrA (JOPMH HA B3AHMOACHCTBHE

B-aapeHepravnnTe GIOKEpH MOTAT Aa 0TcnabaT WiH Ja NPOTHBOACHCTBAT Ha edeKTa Ha CaIMETEPOIL.

KaxTo HecenekTHBHUTE, TaKa H CeJIeKTHBRHHTE [3-610kepH Tp46Ba fa ce H3I0ArBaT, OCBEH aKO He
CBIECTBYBA HENPEOAOIHMO OCHOBAHHKE 32 TAXHOTO NPHIOKEHHE.

B pe3ynrar Ha Ie4eHHETO ¢ §;-arOHHUCTH MOXeE J]a HACTBIIH NOTEHLHATHO TeXKa XUITOKaTHEMHS.
OcofeHo BHUMAaHKE Ce Mpernopb4Ba MPH OCTPO MPOTHYAIIA TEKKA aCTMA, Thil KaTO TO3H e(EKT MOXe
la € NOTCHUHMPa NPH eIHOBPEMEHHO NICYEHHE ¢ KCAHTHHOBH ITPOH3BOAHM, CTEPOHAH K MY PETHIIH.

Cunnn CYP3 A4 unxuburopu

EanoBpeMeHHOTO nIpiitaraHe Ha keTokoHas3on (400 mg nepopanHo BeAHBXK JHEBHO) H CANTMETEPOI
(50 Mmukporpama, HEXaIHpaHH ABa OETA ZHEBHO) NpH 15 321paBu AOOPOROIIM 32 7 CHA € IOBEJIO 0
3HAYMTETHO YBEIMYECHHE Ha eKCTIO3ULMATR Ha IazMeHus canMetepo {1,4-meth Cmax u 15-meTH
AUC). Tora moke 1a HoBeae A0 YBENMYCHHE Ha CIIYIaHTe Ha JPYTH CUCTEMHH ePEKTH NPH JeUeHHE
CBhC canMetepon (Hanp. yapkasadHe Ha QT uHTepBana u nannuraiMy) B CPaBHEHHE ChbC
CaMOCTOATENHO TMPHJIOKEHHE HA CAIMETEPONT HIIM KeTOKOHA30 (BXK, Touka 4.4).

He ca HaOnmozaBaHn KITHHHYHO 3HAYMMH €(PEKTH BBPXY KPBBHOTO HAJIAIAHE, Chp/eUHATa tiecTOTa,
HHMBaTa Ha KPbBHATA 3aXap W Ka/lHA B KpbBTa. ENHOBPEMEHHOTO MpUIaraHe Ha CanMeTepoiic
KETOKOHa30J1 He € YBEJHIMIO NIOJYKMBOTa Ha eIMMHHMpAHEe Ha CaIMETEepOJ1 WITH amymyﬂaumm Ha N
CANIMETEPOJI IPH NTOBTOPHO MPHIOKECHHE. S .
EQHOBpPEMEHHOTO JIEYEHHE C KeTOKOHA30 TpAOBa na ce u30area, OCBEH aKO nonsm*e or 'repannﬂ'ra L
CHC CAZIMETEPOJT HA/IBHIIABAT MOTEHLHANHO YBETHYEHHS PUCK OT CHCTEMHH HEXKETaHH peaKiuM. .
BepoaTHO € fa chimecTBYBa Noa00eH pUCK IpH B3aHMOCHCTBHE C APYTH CHITHH bYP3A4 o
HHXHOHTOPH (Hanp. UTPaKkOHA30J1, TEIKTPOMHULMH, PUTOHABHP). P



¥uepenn CYPIAL wnxuburopu

EnnorpeMenHoTO NpHiarade Ha epurposuuui (500 mg nepopaiHe TPH NBTH AHEBHO) M CAIMETEPO
(30 MHEpOrpaMa, HHXAIMPAHH JIBA TETH AHEBHO) NpH 15 3apapk aobpoBoiM 3a 6 IHH e N0BENO 10
MAJTKO, HO CTATHCTHYECKH HE3HAUHTEIHO YBETHYEHHE Ha eKCNozHUMaTa Ha canmeTtepon (1,4-neTH
Cmax # 1,2-neti AUC). EqHOBpEMEHHOTO NpHAaraHe ¢ epHTPOMHUHHE HE € CBLP3aHO Che CePHO3HH
HEMKEIAHH PEAKLIHH.

4.6. PepruanTer, GPEMEHHOCT H KLpMeHe

bpemMenHocT
OrpaHuqeHHTe KIHHHYHH JJAHHA OT TIPHAMKeHHE NpH Gpementin sicern (mescny 300 u 1000 cnyvan Ha
ﬁpQMCI'IIIDL-"I';I' NOKa3BEaT JIANCa Ha MEIJ'JI']'JID[’!M&I],HH HITH fI?lE.'TD-."IHED HATAMHA TOKCHYHOCT Ha CalMeTePOT.

TTpoyuBaHus 1NpH FKUBOTHH HE OKAZEAT NMPEKH HIH HENPEKH ehekTH, NPHYHHABALILH BPp&aa no
OTHOIUIEHHE HA PENPOIYKTHBHATA TOKCHYHOCT, C H3K/IKOYEHHE HA JAHHH 38 HAKOH BPeaHH eekTH
BLPXY (heTyca NpH MHOro BHCOKH 103K (B, Touka 5.3).

Karo npeanazsa mapka e 3a npeanounrtane na ce nabarsa ynorpedara na Cepesent Huxanep no
BpEMe Ha DpeMeHHoCT,

Kupmene
Hanuunure dapMakoiHHAMHYHH/ TOKCHKONOTHYHH JIAHHH TIPH JKHBOTHH MOKA3BAT, Y€ CATMETEPOI ce

CKCHPETHPA B KhpMAaTA. Puck 3a KBEPMAHCTO HE MOKE 14 CC HIKITEOYH,

Tpabea na ce p3eMe PELICHHE NAJIH [ C& CIIPE KbPMEHETO HIIH JIA CE CIpe JIedeHHeTo ¢he CepeseHt
Huxanep, kaTo ce npeleHn nonzara oT KbPMEHETO 34 ICTETO H NON3aTa 0T NEYEHHETO 3a MaiikaTa.

lpoyusanus c 1,1,1,2 rerpaduiyopoeran (HFA134a) nokassar, ve nama ederti supry
PENpPOYKTHBHOCTTA H KbPMEHETO NPH BhIPACTHH | JIBE NOCHEI0RATEHH MOKOIEHHS MIBXOBE WIH
EBLPXY PazBHTHETO HA (PETyCa MPH MILXOBE H 3aH1M.

4.7.  Edextn pnpxy cnocodnoerta 3a modgupane 1 padora ¢ MAIIHHA
Hama npoyusanng 3a eperTHre pupxy cnocofHoeTTa 3a wodupane 0 pabora ¢ MAaLHHH.
4.8. Hexenanm Jekapersenn peakunm

HexenanHTe nexkapcTBEHH peakiiMK ca NPeICTABSHH NO-A0Y Cropel KiacHHKaluaTa no
CHCTEMO-OPraHHH KIACOEE M MO vecToTa. YecToTHTe ca lefiHHUPAHH KAKTO ClelRa: MHOTO YECTH

(= 1100, weerw (= 17100 no < 1710), nevecty (= 171 000 po < 1/100), peakn (= 1710 000 o < 1/1 000)
H MuOro peaxs (< 1/10 000), BRIOUMMTETHO H HI0IHPaHH ChOBLIEHHA. YecTHTE U HEYECTHTE
HEMENAHH PEaKIHH B (ﬁﬁllllﬁl EJ}-“[aﬁ Ca onpeacicHl OT JaHHH OT KTHHHYHH NPOoVUBAHHA, Peakuunre
npH nnanebo He ca B3eTH NpeiBul, MHoro peakure neskenaiy peakiunn B obuMa civaaid ca
OTIPEAEeHH OT JAHHH, CHOPAHH B NepHOIA Ha HINOJI3BANE Cel paspeliagate 3a ynorpeda.

CleaHUTE HECTOTH CA ONPEIENEHH NPH CTAHJAPTHA 1038 0T 50 MUKPOrpaMa B3 TBTH JIHERHO.
HecToTHTE NpH N0-BHCOKH 1031 o7 100 Mukporpama 1Ba mLTH JHEBHD ChILD Ca BICTH NPEJIBHL,
KBACTS € ¥MECTHO,

CHeTeMa opran-Kiac Hexenana peakuus | Hecrora

Hapywienus Ha umyHHata Peakitiu Ha CBPLXYYBCTEHTEIHOCT Che

cHCTeMa CIENHHTE NPOABH.
Obpue (crpbew W zavepeapaHe) HeuecTn
AHaHIAKTHYHH PeakiliHH, Muoro peaku

- BIJIOYHTENHO OTOK H AHIHOELEM, |




Cucrema OpraH-gnac Hesxenana PeakiiHA } YecToTa
GpoHXOCnazsM H aHapHIAKTHYEH LIOK
Hapywenus na metabonuzma XHNoKATHEMHA Penin
H XpaHeHeTo
XHUNeprivkeMns Muoro peirm
[MeHxnuHH HApyIEHHA Hepenocr Heuecrtn
bewcbuue Penku
HapyiueHua Ha HepBHATA Mnmarobonue (B, Touka 4.4) YecTH
CHCTEMA
Tpemop (B, Touka 4.4) Yectn
CBETORLPTER Penku
CHpAeYHH HApYILEHHA | Hannurauus (Bx. Touka 4.4) HecTn
Taxurapams Heuectn
CrpacuHH apHTMHH { BRIKOMHTETHO Muoro peaku

MPEACHPIHO MEAUIEHE,
CVNPABEHTPHKYJIAPHA TAXUKAPIHA M
ERCTPACHTTONH).

PecnimpaTopiu, IpbiiHH H OpotapuHreanto apaiHeHe Muoro peiku
MeTHACTHHAITHH HAPYIIeHHA

[Napapokcanen Gpouxocnazbm {mi. Muoro peikm
Touka 4.4)
CromamHo-4peBHn ["apene Muoro peskm
HAPYIIEHHSA
Hapyiuenns Ha MycKynHo- MyCKYITHH crazMH Yeeru
CKENETHATA CHCTEMA H
CHEIHHUTENIHATA TEKAH | Aprpanrus - MHOIO peikH
O61mu HapyuieHHs 1 ederTH Hecnetpudmuna rpsasa Gonka Muoro penkm

Ha MACTOTO HA MPHIOMKCHHE

JoknaaBaHuTe HEMENAHW NIEKAPCTBEHH PEAKIMH, CEBP3AHM ¢ (hApMaKOIOrHATA Ha 33-aroHHCTH, KaTo
T[}EMDP, rnaeobonme 1 MANTHTALHH, Ca I'IFICXO,."I,HH H HAMAMABAT B X004 Ha PEﬂ,DBHGTD MPpHITOGKSHHE Ha
TepanuaTa. TpeMop B TAXMKAPAHA ¢ NMOABARAT MO-YECTO, KOMATO C& MPHIATAT N03H, NO-BHCOKH OT

50 MuKporpama [1Ba I'6TH AHEBHO,

Cbﬂﬁmaﬂa][e Ha NOAOIHPAHKE HEMETAHH PearkliHiH

C'IJDGLLIHEHHETD Ha NMOJO3IHPAaHH HEKCTAHH DEAKIIHA CIIE] PaipellaBaHe 34 }-’I'I{JTP'E'EH Ha JEKAPCTEEHHA
NPOYKT € BakHo. ToRa No3BOIAEA A3 NPOIL/LKH HAOMIOAEHHETO HA CHLOTHOLIEHHETO MOM3a/PHCK 38
NeKApCTBEHHA NPOAYKT. OT MEIAHLIMHCKHTE CIELHAIHCTH C& H3MCKBA 12 CLODIIARAT BCAKA
MOJgO3HPaHA HEWETAHA PEEKI[HH WPES HAHOHAIHA CHCTEMA 38 CTuﬂﬁlJ.I'BH-aHEI

HM3nkiHUTEHA AreHIIHA N0 ICKapeTRaTa
yn. L Jaman Fpyes™ Ne 8

1303 Codmn

Ten.: +359 2 890 34 17

yebeaiiT: www.bda.bg
4.9. TIpeposupane

CHMOTOMH M NPHIHALLM

llpHEHﬂllHT‘E: H CHMNOTOMHTE rrpH ITP-E,"L{'PZ‘-H[}&HE ChC CH..I'IMETEE}IGH Ca Te3H, THITHYHH MPH NPpeROMePHH
BE—HHPEHEPFH‘IHH CTHMYALHA H BEKNKOYEAT 3aMaAHOCT, NOEHIWCHHE HA CHOTOHYHOTO IG]J"I:I]IlCI
HATATAHE, TPEMOD, TIARCDONHE H TaxHKapIHA. JTONBNHATEIHD MOKE 12 HACTRITH XHITOKATHEMHA H




3aTOBa € HeoOXOoauMo J1a ce mpocliesBa HHBOTO Ha cepyMHHA Kamwii. Tpadea na ce obmuciu
38MECTHTEIIHA Teparug ¢ KaJlui.

JleueHue

B cnyuya#l Ha npeno3npane, NALMEHTHT TPAOBA Aa ¢€ NOANOKH Ha NOANBPKALI0 JIEUeHHE ChC
CBROTBETHO NpocieasBaHe npu Heobxonumoct. [locneasamure Mepku TpaOBa Aa ca B CHOTBETCTBHE C
KIHHHYHATA NMPAKTHKA WIH KaKTO Ce NPenopnyBa OT HAMOHAIHIMSA LIEHTHP 110 OTpaBAHN, TIPU
HaJIHYHe Ha TAKLB LIEHTEP.

5. ©®APMAKOJOI'MYHH CBOMCTBA

5.1. DapMaxkoAHHAMHIHH CBONCTBA
QapmakoTepanesTHyHa rpyna: CenexTueau beta-2-aApeHOPELSITTOPHA ArOHHCTH
ATC xox: RO3ACI12

Canmerepon e cenexkrnBeH Abarogecrean (12 gaca) 6era-2-azipeHOPELSIITOPEH aroHHCT ¢ ABJITa
CTpPaHWYHA BEPUTa, KOATO C€ CRBP3Ba ¢ BHHINHATA CTPaHA HA PeLeNTOpa.

Tes3u gapMakonoruiunm ¢BoicTBa Ha CATMETEPOJT MO3BOIABAT NMO-e(PUKACHA 3allUTa [IPH
XUCTAMUH-HHAYLIMpaHUusA OpOHXOCMa3bM M OCHIYPABAT NO-ABNroTpaiina (Hai-Manko 12-yacosa)
OpoHXOogMNAaTaIA, B CPaBHEHHE ¢ KpaTKoAeHcTBaIHTe [3,-aroHiCTH, NpWIATaHH B
NpenopBUYMTENHHUTE A03H. [IpH Xopa canMereposn MHXHOHpPA paHHATA M KbCHATA ¢a3a Ha OTTOBOPa KbM
UHXanupanu anepreHn. Tosn edekT nepcucTHpa nosede ot 30 yaca ciaea NpHUEM HA €QHa A03a, KOraTto
OpoHxoAMNATOPHHAT edexT Bede He e 3abenexxum. EmparvHaTa 1032 canMeTepon HaMaslsaBa
OpoHXHaTHATa XHIICPPEaKTHBHOCT. Te3H CBOHCTRA MOKA3BAT, Ue caIMeTePO)1 MMa JOITBIHUTEHO
HeOpOHXOAMIATHPAILIA AKTHBHOCT, HO TOYHOTO KIIHHMYHO 3Ha4YE€HHE HE € H3CHEHO 3acera.
MexaHH3MbT Ha AeiiCTBHE € Pa3IHYCH OT NPOTHBOBB3NAIMTENHNA S(PEKT Ha KOPTHKOCTEPOHAMTE,
KOUTO He TpAGBA Aa ce CrHpaT WIH HAManiBaT, KOraTo ¢€ MpeAnHile CaIMETEPOI.

CanMeTepon e H3CneABaH MpH JISHCHHE Ha ChCTOAHHA, CBbp3anHd ¢ XODbBb H pesyaraTure oT
JICYSHHWETO Ca MOKa3ailH, ye MPHIIOKEHHETO MY MOoA0OpABa CHMIITOMKTE, OenopodHaTa QyHKLMA U
Ka4eCTBOTO HA XUBOT Ha IalIMEHTA.

KnuHuYHY U3NWTBAHNS NPY ACTMA

MHOIQIIEHTPOBO KIMHHYHO IPOYUBAHE CBC canMeTepon npu actMa (Salmeterol Multi-Center Asthma
Research Trial, SMART)

SMART e MHOTOLIGHTPOBO, pPAHAOMH3UPAHO, ABOHHO-CIIANO, L1alebo-KOHTPONHpaHo, NapalleaHo
rpynoBo, 28-ceIMHYHO Npoy4BaHe, nporeaeHo B CAILL cpaBHsapaino 13 176 nauMeHTH, npUeMamy
canmerepon (50 Mukporpama iBa IbTH JHEBHO) U 13 179 nauuenTy, nprueMaiiy nianebo B
IOITBJIHEHHE KbM 00HualiHaTa Tepanua npH acTMa. BimouBany ca nanHeHTH Haj 12-roaMinHa
BBE3PACT C ACTMA, KOMTO ¢a MPHEMAITH AaHTHACTMATHYHH JieKapcTra (HO He AwIroAelcTeamy Oera-2
aroHUcTH). PerucTpupano ¢ mbpBOHAYATHO NPUIOKeHHe Ha HHXaNaTOPHH KOPTHKOCTEPOHAH (HI{C) B
Ha4aJloTO Ha NpOYYBaHEeTO, KATO TOBa He € OMIO W3HCKBaHe B NPOoyuBaHeTO. OCHOBHHAT KpaeH. .
kpurepsii B SMART e 6mna komOHHHpaHaTa pecrpaTopHO-CBbp3aHa CMbPTHOCT H '
pecnupaTOpHO-CREP3aHH KMBOTO3ACTPALIABAINU CHOMTHS.

OcuoBHHU faHHHU oT SMART: OCHOBHM KpalHH TOUKH

['pyna naumeHTH Bpoii cyuan, NOCTMIHANM OCHOBHHS | OTHOCHTENCH PHCK | -
KpaeH KpUTEpHii /Opoii malMeHTH (95% noeepurenHn |
calIMeTepol mwanebo HHTepBaJlH) |
BCHuKH naumueHTH 50/13 176 36 /13179 1,40 (0,91; 2,14)
[TampenTn, npuemaii HKC 23/6127 19/6 138 1,21 (0,66; 2,23)



[TamuenTH, HenpuemMaii UKC

2777049

17/7 041

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

Adpo-aMepHKAHCKH NANHEHTH

20/2 366

5/2319

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

(PHCKBT pu Adpo-aMepHKAHCKUTE NAIMEHTH € CTATHCTUMECKKW 3HAaYHM NPpH HHBO 95 %.)

OcHoBHH naHHM 0T SMART 1ipu ITbpBOHAYAIHO TIPUIOKEHUE HA HHXANATOPHH KOPTHKOCTEPOHIM:
BTOPOCTENCHHM KPANHHA TOYKH

bpo# ciiyyau, AOCTHTHAITH

OrHOcHTeNeH PHCK

BTOPOCTENIEHEH KpacH KpHUTEpHii/ (95% moBepureaHn
Opoil NaLHEHTH WHTCPBAITH)
CANIMETEPOIT nnanebo
' PecrmpaTopHO-CBLP3aHA CMBPTHOCT |
TManmenTtu, npuemamnu UKC 10/6 127 5/6138 2,01 (0,69; 5,86)
IlanpenTy, Hempuemaiy UKC 14 /7 049 6/7041 2,28 (0,88; 5,94)

KoMOHHHpaHa acTMa-CBBP3aHA CMBPTHOCT HIH XKHBOTO3aCTPAINABALIH CHOHTHA

IMaumenTtH, npuemMain MKC 16 /6127 13/6138 1,24 (0,60; 2,58)
IManuentH, nenpuemamun UKC 21/7049 9/7 041 2,39 (1,10; 5,22)
ACTMa-CBBp3aHA CMBPTHOCT . .. -~ o
[TaimenTH, npueManm MKC 4/6 127 3/6138 1,35 (0,30; 6,04)
[TaupenTH, Henpuemaur UKC 9/7049 0/7041 *

(* = ne MOXe 1a Obae IPeCMETHATO, ThH KaTO HAMA caydau B Inanebo rpynata. HudpaTe ¢ yaebeneH TekeT ca
CTATHCTHYECKH 3HAYAMU NpH HUBO 95 %a. JlocTHraHeTo Ha BTOpOCTENieHHUTE KpaiiHH KpUTEpHH B TOpHaTa
TabJIHIA € CTATHCTHYSCKH 3Ha9HUMo B of1ara nonyiauua). Bropocrenennure kpallHY KpHTEPUH 34
KoMOHHMpaHa o6ma CMBPTHOCT HIIH JKHBOTO3acTpamasaiy ¢h0uTHA, 00la CMEPTHOCT HIIH BCHUKH CJTY9aH Ha
XOCIHTANIM3ALMA, HE ca AOCTHTHANH CTATHCTHYECKA 3HAYUMOCT B 001IATa MOy IaliA.

Kinnnunu wanvteanus npu XObBb

Hanureane TORCH

TORCH e 3-roguiHo npoyyBaHe 3a OLieHKa Ha e(eKTa OT ICYEHHETO ChC Cepernn’ ™ Juckyc™

50 mukporpama/500 muxporpama aBa METH AHEBHO, caiimMeTepol Juckyc 50 mukporpaMa, 1Ba ITETH
oHeBHO, ¢iyTHKa3zoH nponHoHar (FP) Juckyc 500 MHKporpama, ABa IMbTH AHEBHO Wi maueto
BBpXy obulata cMBbpTHOCT NpH nareHTH ¢ XOBE. Upes aBoiiHo cisn crioco® ca paHAOMH3HpPaHH
nauueHTd ¢ XObb ¢ n3xonnu napamerpu (npea-dpouxoawiararopio) @EO, < 60 % ot
NpeABHAEHOTO HopMaaHo. [lo BpeMe Ha npoyuBaHeTo Ha MaLHeHTHTE € O1ya paspelneHa obu4aiiHaTa
tepanms 3a XOBb ¢ u3KkmoyeHHe Ha PyrH HHXAIATOPHH KOPTHKOCTEPOUAH, AbIAToAeHCTBALIH
OpPOHXOAWIATATOPH B NPOXB/DKHTEITHO JIEUEHHE ChC CHCTEMHU KOPTHKOCTEpOoU U. I1pekuBsieMocTTa B
Kpas Ha TpeTara roaMHa € rpociieieHa Mpyd BCHYKH NALMeHTH He3aBHCHMO OT [IPEyCTAHOBABAHE HA
MpUeMa Ha MEIHKALIMATA MO NpoyuBaHeTo. OCHOBHATA KpaiiHa TOYKa Ha M3MHTBAHETO € Ouita
HaMa/BaHe Ha 0011aTa CMBPTHOCT B Kpas Ha TpeTaTa roAMHa 3a nauueHTHTe Ha CepeTul cpeuty Tasu

Ha maue6o.
ILaamebo Caamerepoa 50 | FP 500 Ceperaa 50/500
N=13824 N = 13521 N =1534 N = 1533
Obmara cMBPTHOCT B Kpad Ha TPETATa roJiiHa
bpoil Ha CMBpPTHH Cy4yaH 231 205 246 193
(%) (15,2%) (13,5%) (16,0%) (12,6%)
CBOTHOIHEHHE HA PHCKA 0,879 1,060 0,825 . ... ..
cnpsimo Mnaueto (J{Hc) N/A (0,73; 1,06) (0,89; 1,27) | (0,68;1,00)
P CTOHHOCT 0,180 0,525 0,052! -
Ceporna 501500 copme 0,932 0,774 '
N/A (0,77, 1,13) (0,64; 0,93) | N/A
KOMOHEHTHTE My (AHc) 0.481 0.007 |
p CTOMHOCT ’ ’

1. HecHrHUHKaHTHA CTOHOCT Ha P C/IeJ KOPHIHpaHe 33 2 MeX/INHHE aHAIN3a HAa OCHOBHOTO CPABHCHHME HA =
e(MKaCHOCTTA IIOCPEACTBOM JOTAPHTMHYHO paHKHpaH aHaJIu3, CTPaTH(HLMPaH No ;TyavYecKd CTaTyC.




HaGnronapa ce TeHaeHIMA KbM nogobpaBale Ha NPeKUBAEMOCTTA MPH MAlUEHTH, JIEKYBAHU ChC
CepeTHI, B cCpaBHEHHE ¢ T€3H HA mnalebo B paMKUTE Ha 3 TOOUHH, REIPEKH Y€ HE € AOCTUIHATA
CTATHCTHUYECKA 3HAYAMOCT, p < 0,05.

[IpoLeHTET Ha NALIHEHTHTE, MOYMHHAIH [IPE3 TPH-TOAHUIIHHSA [IEPHO MO NPHYHHH, CBBP3aHH ChbC
3abonasaHero XOBbB, € 6un 6,0 % npu maauedo, 6,1 % npu canmerepou, 6,9 % npu FP 1 4,7 % npu
Te3H, MpHeMai CepeTHA.

CpenausT 6poii Ha yMEPEHO TEXKKUTE H TEXKKH €K3auepballii rogUIIHO € 3HAYHTETHO HAMAIEH ChC
Ceperna B cpaBHeHHe ¢ eK3ariepOanMuTe MpH MaleHTH Ha camMetepod, FP u manebo (cpeana
yecToTa B rpynara Ha Cepernp 0,85 B cpaBHeHHe ¢ (0,97 B rpynara Ha canMerepon, 0,93 B rpynara Ha
FP u 1,13 B rpynara na nnaue6o). Topa MOXke Ja ¢e NpeACTaBH KaTO HAMAIABAHE HA YECTOTaTa Ha
YMEPEHO TEXKKHTE H TexxkuTe ek3auepbanmu ¢ 25 % (95 % JIH: 19 % no 31 %, p <0,001) B
cpapHeHH¢ ¢ 11auebo, 12 % B cpaBHeHHe cbe canmMmeTepo:a (95 % JINU: § % no 19 %, p=0,002) 1 9 %
B cpaBHeHHe ¢ FP (95 % [IW: 1 % no 16 %, p = 0,024). CanmeTepon u FP 3HaunTeIHO HAMaNsIBaT
YecTOTaTa Ha ex3anepbanunTte B cpapHeHHe ¢ rutauebo cee crotBeTHO 15 % (95 % JIH: 7 % no 22 %,
p=0,001)uc 18 % (95 % HH: 11 % no 24 %, p = 0,001).

KauecTBoTO Ha JKMBOT, CBEP3aHO CBC 3paBeTo, U3MEPEHO ¢ IOMOIITa Ha PecnMpaTopHHS BEIIPOCHHUK
Ha yuuBepcHrera CB. I'eopru (St. George’s Respiratory Questionnaire - SGRQ), e noxobpeno nmpu
BCHAKA OT aKTHBHHTE Tepallii B cpaBHeHHUE ¢ IU1anedo. CpeaHoro nogobpenye npes TpH-roAMIIHHA
nepuon npu Ceperun B cpaBHeHHe ¢ manedo e -3,1 egpraumm (95 % JU: -4,1 no -2,1; p <0,001), B
CpaBHEHHE ChC caMeTepon € -2,2 eauuuuH (p < 0,001) u B cpaBrenue ¢ FP ¢ -1,2 enquHuIA

(p <0,017). [lonmwkeHue OT 4 €AMHULIM CE MPHEMA 332 KJIMHHYHO 3HAYUMO.

H3uriciieHaTa BEPOATHOCT B pAMKKTE HA 3 TOXWHH Ja ObJe JOKIABaHA THEBMOHHKA KaTO HeKelNaHa
nekapeTBeHa peakuus e 12,3 % 3a mnanebo, 13,3 % 3a canmerepon, 18,3 3a FP u 19,6 % 3a Cepetn
(CvorHOmIeHne Ha pucka 3a Ceperua cipsamo rmianebo: 1,64, 95 % IU: 1,33 1o 2,01; p <0,001). He ¢
HMAaJIO YBE/IMYABAHE HA CMBPTHHUTE ClIYUau, CBEP3aHA C MHEBMOHHA; CMBPTHHUTE CJIy4YaH IO BpEME HA
TEPAIHATA, 38 KOUTO € IIPENEHEHO0, e OCHOBHO Ce ABJDKAT HA MHEBMOHKMA, ca 6unu 7 3a ruiauebo, 9 3a
canmetepod, 13 3a FP 1 8 3a Ceperna. He e uMano 3HauMMa pasinika BEE BEPOSTHOCTTA 32 KOCTHH
$paktypu (5,1 % mnanebo, 5,1 % canMerepon, 5,4 % FP u 6,3 % Ceperun; CbOTHOLICHME HA PHCKA 34
CepeTun cipamo mnanebo: 1,22; 95 % JIH: 0,87 no 1,72; p = 0,248).

S3.2. PDapMaAKOKHHECTHYHH CBOHCTBA

CanMerepon OeHCTBA JIOKATHO BEPXY Oemua Apod, KOETo JaBa OCHOBaHUE Aa CE [IPHEME, Ye
M1a3MEHHUTE HHBA HE OMpeAeliaT TepaneBTHHHA eexT. HMa Manko JaHHU 32 GapMaKOKHHETUKATA HA
ca/IMETEPOI1 MOPAIH TEXHHUGCKH TPYAHOCTH, CBBP3aHH ¢ ONPEASNAHETO Ha JIEKapCTBOTO B ILIa3Mara,
Thii KaTO Clie HHXAIHPaHEe Ha JISKAPCTBROTO IUIA3MEHATa KOHLSHTpallMs € MHOTO HHUCKa (0KOJI10

200 nukorpaMa/ml WiH mo-Majko).

3.3. peaxiHHRYHH J3HHH 32 6€30NacCHOCT

EavHCTBEHHTE JaHHH OT MPOYYBaHMA C JKHBOTHH, KOMTO €a OT 3HAYEHHE 34 KJIHHHYHOTO
NPUANCKEHHE, C& €EKTHTE, CBBP3aHH ChC 3aCHIcHa (apMaKOIOry4Ha aKTHBHOCT.

B npoy4yBaHud 3a penpoayKTHEHA TOKCHYHOCT H TOKCHYHOCT Ha PA3BHTHETO CHC CAIIMETEPON
kcHHa(doaT NpH IIbX0Be He ce Ha0monaear edekTh. IIpH BHCOKH HHBA Ha eKCIIO3HLIMA {OKOJIO
20 bTH Hall MAKCHMMAJTHATA TIPENOPBYKMTENHA JHEBHA A03a [IPH X0pa, KOETO C€ OCHOBABA.HA -
cpaBHenne Ha AUC) npu 3aiiuy € Habnronapana THITMYHA 38 OeTa; arOHHCTH emﬁpno&ﬁe'ranﬂa
TOKCHYHOCT (LIETIKa Ha HeOLIeTO, MPEeXACBPEMEHHO OTBAPAHE Ha KenavyuTe Ha oqme c*repneﬁpanm
CIIMBAHE U HAMAJICHA CTENEH HA BKOCTIBAHE Ha (DPOHTAIHUTE YEPEIHH KOCTH). ey

IpH nopeaKiia CTAHAAPTHHE MPOYUYBAHHS 32 N'eéHOTOKCHYHOCT CBC CAIMETEPONT RcﬂﬂacboaT pesymamre
ca OTPULATEIHH. -
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Hopduypan He noka3ea TOKCHYEH €(EKT, KaKTO U e€eKTU BBPXY pellpOAyKTHBHOCTTA U

eMOpHOPETaNHOTO Pa3sBUTHE IIPU MHOIO BHCOKH KOHIIEHTpaLHH (MHOTO [TI0-BHCOKH OT TE€3H, KOHTO ca
BEPOATHH [IpH XOPa) MPH IIHPOK KPBI KHBOTHHCKH BHAOBE NPH JHEBHA €KCIO3HLMA 34 NEPHOA, OT
HaJ, JB€ TOIHHH.

6. ®OAPMAINIEBTHYHM JAHHH

6.1. CnHebk HA NOMOINHMTE BelleCTBA

1,1,1,2 retpadnyopoeran (HFA134a nunu Hopduypan)
6.2. HecnBMecTHEMOCTH

Hermpunosxumo.

6.3. Cpok na rogaoct

2 TOAHHHA

6.4. CnenuanHu ycjioBHS HA ChXpaHeHHE

Crnen ynorpeba nocrapaiTe KanaukaTa Ha aIUTMKaTOpa 3a ycTa CTabWIHO HAa MACTOTO i 4pes
HATUCKaHe [0 H3LLpaKBaHe.

Ja He ce cpxpansra Hajg 30°C.

OnakoBkara € noa HajsaraHe. Jla He ce H3ara Ha Temnepatypa no-eucoka ot 50°C. Jla He ce 4y,
npodrBa WM ropy, JOpU KOraTo € BUAMMO Npa3Ha.

6.5. Bua B chABPKAHHE HA ONMAKOBKATA

CycnieH3ndara ce HaMHpa B 8-MIUIIIMTPOBa OTIAKOBKA O HAJIATaHE OT aJIlyMUHHEBA CILIAB, C JIAKOBO
MOKPHMTHE OT BHTPELIIHATA CTPaHA, 3are4daTaHa ¢ A0o3upall BeHTIUI. ONaKOBKaTa € [I0CTaBeHa B
AACTMACOBO YCTPOUCTBO ¢ pasNpbCKBalla A103a, AIVTMKATOP 34 YCTa H KanaJka, rnpejraspaia ot
HarlpalmaBaHe.

Bcska orrakoBka cpabpka 120 no3upaHy BIphCKBaHMA.

6.6. Cpoenmannn ODpeana3HE MEPKH NPH H3IXBLPJISIHE H padora

HewnsnonzpaHHAT JIEKApCTBEH NPOAYKT MK OTNaALYHHTE MaTepHaIy OT Hero TpaOBa Ja ce U3XBBPAT
B CbOTBETCTBUE ¢ MECTHHUTE H3UCKBAHMA,

7. IIPUTEZKATEJI HA PAZPEILIEHHUETO 3A YIIOTPEBA
I'nakcoCmurKnaiin EOO/]

Oyn. Lapurpancko moce Ne 115 T,

Codusa 1784,

brarapus

8. HOMEPFP(A) HA PAJPEINIEHHUETO 3A YIIOTPEBA

20020425
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9. JATA HA ITHPBO PAZPEINABAHE/IIOMHOBSIBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO pa3peitapane: 28 ¢peppyapu 1994 r.
JlaTta Ha nocnenno nogHoBABane: 09 man 2012 1.

10. JATA HA AKTYAJIN3AHNHUA HA TEKCTA
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