KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHSA ITPOAYKT

Cepernn Muckyc 50 muxporpama/100 MukporpamMa/nosa npax 3a HHXAnauys, NpeIBapHTeIHO
J03UpaH
Seretide Diskus 50 micrograms/100 micrograms/dose inhalation powder, pre-dispensed

Ceperun Jluckyc 50 Mukporpama/250 MukporpaMa/mosa npax 3a HHXATALMS, TTPeABaPHTENHO
A03UpaH
Seretide Diskus 50 micrograms/250 micrograms/dose inhalation powder, pre-dispensed

Cepernn quckyc 50 mukporpama/S00 MEkporpama/aosa Npax 3a HHXANAMKA, IPeBAPHTENHO
NO3UpaH
Seretide Diskus 50 micrograms/500 micrograms/dose inhalation powder, pre-dispensed

2. KAYECTBEH H KOJIHUECTBEH CBhCTAB

Beska eqMHMYHA HEXANALWMA JOCTaRA efHA ocBobonera n03a (llo3aTa, KOSTO ce ocBoboxknasa or
MYHIITyKa) OT 47 MUKporpama canMetepon (salmeterol) (kato canmerepon kcunadoar) (as
salmeterol xinafoate) u 92, 231 wn 460 Muxporpama dnyTHkazoH nponuosar (fluticasone
propionate). Topa CLOTBETCTBA Ha TIPEABAPHTENHO NO3MPAHA 1038 OT S0 MHKpOTpAMA CAJIMETEPOIT
(salmeterol) (xato canMeTepon kcunadoar) (as salmeterol xinafoate) n 100, 250 wan 500 MHKporpaMa
(myTrkason npommonar (fluticasone propionate).

IToMommHH BeIecTBa ¢ HIBECTHO ACHCTRHE:

- - --—Besika oceofioneua no3a chaEpKa 1012,5 mg NaKTo3a (KATO MOHOXMADAT). . . . —— o —
M3NbAHUTENHA AFEHUWAA NO NNIEKAPCTBATA
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3a nuiIHMg CIMCBEK HA MOMOLIHKTE BEHISCTBA BHMKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

N

———

4. KJIHHH‘]HH,I[AHBH

4.1. TepaneBTHyHH DOKa3aAHAS

Acmma

" Ceéperun Jitckyc e TOKa3aH 3a pefioBHA Tepaliia Ha aiTMa, KOraTo € TIOAXOAAmO pWwiaraneTo ia”
KOMOHHMpaH npoaykT (AnIrogeHcTeanl 3 aroHHCT H HHXANATOPEH KOPTHKOCTEPOHA):

- TALMEHTH ¢ HE3aJ0BOIHTEIICH KOHTPOJ Ha (JOHA Ha JIeUSHHEe C HHXAIaTOPHH / y&"-“u“;b;\
KOPTHKOCTEPOHAM H ¢ KPATKO-eHCcTBall 3 aroHHUCT NpH HyXKIa Ny

U

- TAUMEHTH ¢ MOCTHIHAT AICKBATCH KOHTPON NpH ¢AHORPEMEHHO TPUiar

KOPTHKOCTEPOH, H ABNTo ActicTeal [3; aroHucT.
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JPHIORCHHE CAMO HA HHXANATOPCH KOPTHKOCTEPORA.

3abenexka: Ynorpebara na Cepetr luckye 50 muxporpama/100 MuxporpamMa He € NOJX0AsIIa NPH
BB3PacTHH H ACLE ¢ TEXKKA acTMa.

Xponuuna obcmpyxmusng 6eroopotna 6orecm (XOBE)

CepeTHa e NoKa3aH 3a CHMIITOMATHYHO Jleueume Ha naipeHTH ¢ XOBB ¢ ®EO, < 60 % or
[peIBMAEHOTO HOpMANHO (TIpefi-GPOHXOMHNATATOPHO), ¢ aHAMHE3a 3a IOBTOPHH eKzanepbaliy H CuC
3HAYMTEIHM CHMIITOMH Ha (JOHa Ha pefloBHa GpPOHXOQMIATATOPHA TEPANHS.

4.2. /lo3HpOBKA H HAYHH HA HPHIOKEHHE

03UpOBKA
Hayun wa npunoxenne: Huxanatopao npuinoxkeHue.

[TaunenTure Tpadpa na ObaaT yseJoMeHH, Y€ 32 HOCTHraHe Ha onruManed edpext Ceperua [uckyc
TpaAOBa la ce MpH/Iara eKeJHEBHO, TOPH NPH JIATICBALIA CHMITTOMATHKA.

CoeToaHueTo Ha naupeHTHTe TPAGBA PEAOBHO [1a Ce TIPEOLEHBA OT JieKap ¢ Orfe]] NoAAbPKaHe Ha
ONTHMANHA A03HpoBKa Ha CepeTHA B AOIHPOBKATA A2 Ce NPOMEHs CaMo TIO IEKAPCKO NPEINHCaHHE.

B 3aBHCHMOCT OT TexxecTTa Ha 3a00NABaHETO ce NpHIara TAkaBa KOHNeHTpaima Ha Ceperna Jluckyc,
KOATO A2 ChABPHKA HOIXOAAATA /1032 (UIyTHKA30H MPOITHOHAT. AKO CE HATIAra JA03HpaHe H3BBH
npenopruandte 2a Cepetua J[HCKyC TepaneBTHYHH CXEMH, MOTAT [a C¢ H3MON3BaT NOAXCAAIEH AO3H
Ha [32-aroHHCT WWIIH KOPTHKOCTEPOM].

IIpenopbYATEIHH T03H:

Acmma

no eAHa HExanarus {50 mncporpama canme’repon u 100 Mmcporpama ¢nyrmca30n npomaonaT)
IBa IIBTH THEBHO
HIH

..TIO efHA MHXanaims (50 MuKporpaMa canmerepon H 250 MEKporpaMa Uiy THKa20H IPOIHOHAT)
JBa ITETH THEBHO
WIH
10 eHa HHxanauws (50 MHKporpama canmerepon U 500 Mukporpama (IIyTHKa30H IPOMHOHAT)
ABa& [IBTH JHEBHO.

Jo3napoBKara TpabBa A2 ce KOPHTHPA A0 AOCTHTaHE HA Bali-HHCKATA 034, IPH KOATO Ce
NOJABPKA ePEeKTHBEH KOHTPOJI BLPXY cHMOTOMATE. B cllyganTe, NPH KOATO KOHTPO HaA
CHMITOMHETE € NOAAbPKA ¢ Hal-HHCKATA KORNEHTPANAS HA KOMGHEHAPAHEN NPOTYKT,
HIPAJIATAH ABA IETH AHEBHO, CJICABAIIATA CTHLUKA B JIe9eHHETO (B MOraa J1a BIJIIOYEA Npo6HO

- - CHMIITOMHTE Ha—saﬁmnauc'ro, TIPH NaNHeHTH, IPH KOHUTO CC Ha.llara,nppulox{eﬂne Ha JBIroAgHcTRAN-—— — -

[32-dronwmct, MoXke J1a ce mpemute kKeM Cepetun JIMCKyc, OPHIAraH BeAHBX AHEBHO. B ciydaure,
korato Ceperu JIMCKyC Ce npunara BeAHRK JHEBHO, aKO MALMEHTET- € C AHAMHE3A 32 HOLIHH

IPHCTHIH, JIEKAPCTBOTO TPsOBa fa ce HEXANupa Beuep, a NpH NAuHeHTH ChC CHMITTOMH
JeHsd, 103aTa TpAbBa Aa ce HHXaNIHpA CYTPHH.

Kpartkocpouna ynorpe6a Ha CepeTus Moxe Aa ¢e OGMUCIIH KaTo ITbPROHAYANIHA
TepalHs PH Bb3PaCTHH HIH IOHOUIH ¢ YMEPEHO TEXKKA MEPCHCTHpaIa acTma (11
CHMIITOMH IIPE3 JICHA, €KEHEBHO NPHIOKEHHE HA JIEKAPCTBa 3a Gbp30 ofnext:
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_ocTasg B YCTaTa H ycmme ce CK.I]]O'-IB&T OKOJ'IO HBFO HHXHJ'IIID& e .nosa'ra P[ YCTPOHCTBO‘I‘O ce

B YMEPEHO JIO TEKKO 3aTPYAHECHHE B JUINAHETO), 32 KOMTO € KpaiHo HeoOXoAHMO MOCTHTaHe HA OBpP3
KOHTpO!T Ha acrMara. B Te3n ciIy4aH npenopbyHTeNHATA HA4alTHA 1032 € €AHA MHXalalua OT

50 mMukporpama canmerepon H 100 MEKporpaMa ¢nyTHKa3oH NPOMHOHAT ABA ITHTH ZHEeBHO. Crien
MOCTHIaHE HA KOHTPOJI HAJl ACTMATa, IeYeHHeTo TpAORA a ce Mpepasriieaa | Aa ¢e 0OMHCTH Janu
NalHeHTHTE 13 NPOXBIDKAT JICUEHHETO caMo ¢ HHXanaTopeH Koprukoctepona. [Ipa npogsmkasade Ha
JIEYEHHETO CAMO ¢ HHXANATOPEH KOPTHKOCTEPOH, € BAXKHO MAMEHTHTE Na OhIaT nperiexiaHd
PENOBHO.

He e noxasana noisa B cpaBHeHHE ChC CAMOCTOATENTHO HHXANATOPHO PHIOKEHHE Ha (ITyTHKa30H
NPOMUOHAT KAaTO ITEPBOHAYAIHA MTOMBPHKAILNA TEPAIKs, KOTATO JIMIICBAT €/{HH HIIH Ba OT KPHTEPHHTE
3a TexecT. OO0 3a MOBEYETO MALMEHTH HHXAIATOPHUTE KOPTHKOCTEPORAH OCTaBaT H3bop 3a
neveHKe OT IMbpBa JIHHY. CepeTH He € NOKa3aH 32 MbPBOHAYAIHA Tepanus Ha Jieka (GopMa Ha aCTMa.
Cepetua ¢ koHueHTpauua 50 Mukporpama/ 100 MuxporpaMa He e NOAXONII 22 BB3PACTHH K ielia ¢
Texka (opMa Ha actMa. [IpenopbuBa ce aa ce ycTaHOBH MOAXOAALIATA 03HPORKA HA HHXANATOPHHA
KOPTHKOCTEPOMA TPE/IM Ja ¢ H3n0M3Ba (HKCHpaHa KOMOHHALMA TIPH MIALMEHTH C TexKa dopma Ha
acTMa.

Heduampuuna nonyrayun
Heya na u nao 4 zodunu:

no eaHa uxanawus (30 Makporpama canmetepon B 100 MHkporpama ¢uIyTHKa30H IIPONTHOHAT)
IiBa ITBTH JHEBHO,

MaxcumanHo onoGpeHara 103a GITYTHKA30H MPOIIHOHAT, AOCTABAH OT Ceperua JIuckyc npH zeua, e
100 MukporpaMa iga ITbTH AHEBHO,

Hama nankm 3a ynorpebara Ha Ceperup npH Aeua noz 4-rofjMilHa Bb3pacT.

Brzpacran:

no eaHa wHXanamua (50 muxporpaMa canMetepon i 500 MuKporpama ¢uTyTHKA3OH TIPOIMOHAT)-
JBa ITETH JHEBHO.

Creyuannu 2pyniu nayuenmu:

Iipu naumuenTy B cTapuecka BB3PacT HWIH TAKHBA ¢ GBEOPEYHH HApyIIeHHs He ¢ HeoOXOAHMAa KOPEKIHA
Ha o3upoBKata. Hama naknm 3a ynorpeﬁa’m Ha Cepe’m,u Jlnckyc an MALHEHTH C qepﬂop,poﬁno

YBPeXKIAHS— - - | SR e

Hznomspane Ha ycrpofictBoto JlHckyc:

YCTpoHCTBOTO Ce OTRaps M ce 3aieiicTsa upes IUTbaraHe Ha GYTanoTo, ciies KOeTo MyHAIIYKET Ce

3a'mapa

43, HpOTHBOMOKAZAMAR . . .. . ...

CBpEX4yBCTBHTEJIHOCT KbM aKTHBHHTE BELIECTBA HIIH KbM KOETO H Jd € OT NOMOIIHHUTE BemecTsa,
n3bpoenH B Touxa 6.1,




4.4. Cpoenmainu EpexynpexAcHHS H OpeANa3HA MEPKHA NpPH ynoTpeba

Buonasaue Ha 3abongaeadeTo

Ceperng Juckyc He Tpabea fa Obae W3n0N3saH 3a Kynypase Ha OCTHP acTMaTH4eH IPHCTHI, KOHTO
HAnara H3noJI3BAHETO Ha O6bp30- W KpaTKoAekcTBamy OpoHxoarnaTarop. IlairmenTuTe Tpabea Aa 6baaT
CHBETBAHM Jia HMAT pH cebe CH 110 BCAKO BPeME HHXANIATOPHOTO CH IeKapCTBo 3a o0Jexyapane Ha
OCTBP aCTMATHYEH MPHCTHIL.

He tpaGea pa ce sanousa jeveHue cb¢ Ceperu/t JIHCKYC PH HALHESHTH ¢ 000CTPSHE HITH NPH
3HAYMTENHO HIH OCTPO BIOIMABAHE H3 ACTMATA.

Tio Bpeme Ha nevenre che Cepetun JIHCKYC MOTAT Aa HACTBIAT CEPHOZHH HEKENaHH peakLHH,
CBBP3aHH ¢ acTMAaTa M ekzauepbammu Ha actMara. HeoGX0aumo e naleHTHTe Ja NPOIbIDKAT
NIe4EeHUETO, HO Jia MOTHPCAT JIEKAPCKH CHBET, aKO CHMITOMHTE HA ACTMATA OCTaHAT HEKOHTPOIHPAHH
HJIH ¢€ BJIOLIAT Cle/l 3anoveane Ha JiedenHero ¢b¢ Ceperny Juckyc.

VsenHyeHaTa HYXXaa oT ynotpeba Ha JIeKapceTea 3a KynHpase Ha NPHCTHOH (KpaTKkoAekicTEALRH
DpOHXOAANATATOPH), KM NOHIXKEH OTTOBOP KBM JIEKAPCTBATA 3a KYITHPAHE Ha IPKCTHITH, NOKA3Ba
BJIOLIABAHE HA KOHTPOJIA BBPXY 3a00/IABaHETO M HaNara Tperiie] Ha naryeHTa oT JIeKap.

Pa3k0TO M POrpecHBHO BIOLIABAHE HAa KOHTPOJIA HA ACTMATA € NOTSHUHAIHO XHBOTO3aCTpALIABAINO
H naiuenTsT TpAGBa a 65le KOHCYITHPAH HEOTIOKHO OT Jtekap. B To3u ciyyaii ciespa na ce
OOMKCIIH YECITIYABaHE Ha JO3HPOBKATA HA KOPTHKOCTEPOHJIMTE.

Cnen nocTrane Ha KOHTPOJA BEPXY CHMITTOMHTE Ha aCTMATa, MOKE Aa ce OOMHCIIM NOCTEneHHO
HaManABane Ha nosata Ha Ceperup Juckyc. Tlpn HamansBase Ha 103ara € HeOOXOAMMO MOCTOSHHO
HalmozienHe Ha nauMenTute. Tpsbea fa ce U3no3Ba Hali-HuCKaTa edexTHBHA 033 Ceperna Jlackyc
{BK. TOuKa 4.2).

——= - TipH anwenTi-¢- XOBB ¢ ERFalePOaniiN COMTaiie ¢ TIORA3AHE JICUCHHE ChC CHCTOMHE ———— + -+

KOPTHKOCTCPOUAH, ITOPaTH TOBA TAKHEA NAllHEeHTH Tpﬂ6na Ia 6BIAT CHBETBZHHA Aa MOTEPCAT JICKApCKA
KOHCYTald, dKO MO BPEME HA JICHCHUES Cho CCPCTH}I HACTHIM BIOINABAHS Ha CHMITTOMHTE.

Jleuennero cve Cepetuy He Tpa6Ba Aa ce MpeKbCBA BHE3ANMHO [PH MAUMEHTHTE C aCTMA, NOPAIH PHCK
. o1 0bocrpane. HamanasaHero Ha nozara TpabBa Aa ce H3BHPIIBA NOA NeKapek KoHTpo. [lpu

nanHenTHTe ¢ XOBE npeycraHoBsRaHETO Ha TepallksTa CHIIO MOXKe Jla 61.ae OpHAPYXKEHO OT

BJIOIIABAHE Ha CHMITTOMATHKAT4, 33TOBA € HEOGXOMMMO J1a Ce H3BBPIIBA NIOA JIEKapCKH KOHTPOIL.

KakTo H BCHYKH OCTAHANTH HMHXaJIATOPHH JIEKAPCTBEHH MPOLYKTH, ChABPMKALIH Kop'lglg)@ﬁgom,
— - Ceperun-uckyc Tps6Ba fa ce nNpuiara BHUMATE/HO MPH NAMEHTH C-AKTUBHA HITH JIATCHTHA
GenoapodHa TybepKyio3a ¥ IpH MEOMYHE, BUPYCHH WM APYTM HHGEKIHM HA AMXATEHUTE ITHTHINA.

B cary4aii ye e nokasaHo, Tpa6Ba HezaGaBHO Ja ce HA3HAYM MOAXOIAIO NeYeHHE.

CLp,geqﬂoc'bgoan edekTH

,____ﬁ_mmapmmpmammmm%pmmmwwcnaﬁnoﬁpmonommmemmpymmn
womee .. - KAJIHH IPH BUCOKH TepaneBTHYHH A03H. Ceperna Juckyc Tpabpa Aa ce mpHiara ¢ BHHMAHWE TP -

NALMEHTH ¢ TEXKH CHPACYHO-CHLIOBH 3a60N9BaHHA WIH PHTHBMHH HAPYLICHHA H TIPH MTALMEHTH CBC
3axapeH JuabeT, THPEOTOKCHKO3a, HeeKyBaHA XHITOKATHEMHS HITH [IPH NALMEHTH, TPED
KBM HHCKM CEpyMHM HHBA Ha KaJ¥vs,

XMIeprinKeMus

MHoro paaKo € JOK1a/IBaHO IOBHIIEHHE HA HUBATA HA KPBBHATA 3axap (BiK. TOUKa
Aa ce HMa TPEIBHA IPH IPEANHCBAHETO HA NEKAPCTBOTO HA NALHMEHTH ¢ aHaMHEe3a BA_




Ilapagokcanen SpoHxocnassM

Kaxro # nipu Besika Zpyra MHXaNaTOPHA Tepanus MOXKE A4 CE Pa3BHE NapajoKCalleH BpOHXOCTasEM ©
BHE32[HO YBe/IHYaBaHE Ha XPHIIOBETE U 3aj(yXa CJe NPHEeM Ha A03a. IlapagokcanHuAT GPOHXOCTIATHEM
ce noB/KABa 0T OBp3oaeiicTRaw GpoHxomMnaTaTop 1 TpAdEa HezabaBHO a ce neKysa. TepanusTa Cbpe
Cepetnn Jluckyc TpsabBa He3abaBHO Aa ce MPeKPaTH, 42 CE HANPABH OLICHKA HA CHCTOSHUETO Ha
NalMenTa M B CTydail Ha HeOOXOHMOCT J1a C¢ HA3HAYH ANITEPHATHBHO JICYSHHE.

Hoxnaasanu ca GapMakoJOTHIHH HEHKeNaHH PEAKIHH, B PE3YJITAT HA JICUCHHETO ¢ [B; arOHUCTH, KaTo
TPEMOP, NIATNMTALMH | T1aB000NME, HO TE3H PeaKIIMHA Ca MPEXONHH H HAMAIABAT B X013 Ha
PEAOBHOTO JIe1EHHE.

Tlomowsu BemecTBa

Ceperna JIucKyC chabpAKa JAKTO3a MOHOXHAPAT B KOJTHYECTBO A0 12,5 mg/no3a. Tosa KOMHYECTBO
0OHKHOBEHO HE NPEeAM3BHKBA MPOOIEMH MPH NALMEHTH C HEMOHOCHMOCT KEM JakTo3a. [TomMomHoTo
BELUECTRO JIAKTO3a CHIABPKA MAJIKIA KONHYECTEA MACHHHM [IPOTEHHH, KOWTO MOTAT Aa NpEH3BHKAT
AIEPruyHY PEAKIHH.

CHMCTEeMHH peakIliH, CBBDP3aHHM ¢ YyNoTpe6a Ha KOPTHKOCTEPOHAH

KakTo npH BCHYKH HHXAIATOPHH KOPTHKOCTEPOHAH, [I0-CTIEIHANHO IIPH MPHEM HA BHCOKH JI03H 32
APOABIIKHTENHH IEPHOH OT BPEME, € BB3MOXKHO J1a ce NOABAT CHCTEMHH peaxiiui, [logpara Ha Te3n
PeaKiiy € MHOT'O TO-MANKO BEPOATHA, OTKOJKOTO TIPH NEPOPATHHTE KOPTHKOCTEPOHIH. BB3MOKHHTE
CHCTEMHH PEaKLHK BKIIFOYBAT CHHAPOM Ha KBIn#MHT 1 KBIIHAIOHTHH YepTH, IOTHCKAHE Ha
Han66pednara QyHKIMA, NOHWKABAHE HA MHHEPANHATA TUTHTHOCT HA KOCTHTE, KATAPAKTA H
rNayKoma, H no-paaKo NICHXHIHH HITH IIOBEACHYCCKH MPOMEHH, BKMOYBAINH ICHXOMOTOPHA
XHIIEPaKTHBHOCT, PasCTPOHCTBA Ha CHHA, TPEROXKHOCT, JIENpecHA Wi arpechs (MpeXMMHO NPH Ae1a)
(BX. no-nony noaszarnapue , Jleauartpauna nomynaums”, 3a HHGOPMALHS OTHOCHO CHCTEMHHTE

- - peaKilny-Ha HHXanaToOpHATE KOPTHKOCTEPOnM NpH fetia 1 fonomii) - Hopaid TasA-IIpHYEAA€ -~ — ———

BAKHO NANHEHTLT Jd C¢ KORCYIATHPA PEAOBHO € JICKYBAIEN 1eKAD ¥ J03HPOBKATA HA
HAXANATOPHHA KOPTHKOCTEPOH] Ja ce KODHrEpA 10 JOCTHTAHE Ha HAH-HACKATA 7031, ]]pll
KOHTO ¢€ NOCTHrA e(bem‘nnen KOHTPOJI BRPXY CHMOTOMBTE HA ACTMATA.

TIpOnBIDKHTENHOTO IeYEHHE C BHCOKH JO3H HHXANATOPHH KOPTHKOCTEPOMIH MOXeE Ja JIOBENIE O
DOTHCKaHE Ha QYHKIMATA HA HaaOuOpednnTe sxre3n u ocTpa HanOnOpeyna Kpusa. ChIno Taka ca
OMNHCaHH MHOIO PEAKH CIIy4aH Ha MOTHCKAaHEe Ha pyHKuMATa HA HanGbOpeuHnTe HIe3H H OCTpa
Han6uOpeyHa Kpr3a NpW 03K Ha GUTyTHKA30H nponEoHaT Mexay 500 u no-mManko ot

1 000 Mukporpama. DakTopy, KOUTO MOTaT fa NPOBOKHPAT ocTpa HaaGLOpeTHa KpH3a ca TPaBMa,

XHPYpPrHYIHA MHTepBeHIMA, MHpexn#s 1M G5p30 HamalaBaHe Ha no3aTa. CAMIITOMHTS ODHKHOBCHO e

€a HeorpeselieHH H MOTAT Jja BKIIOYBAT aHOPEKCHA, KopeMHa 6oJIKka, 3ary0a Ha TerJo, yMopaemocT,
I‘J]EI.BOﬁOJIHe rajgcxe, [lOBp'bH.laHe XHMIIOTOHHA, HAMATICHA ACHOTA HA Ch3HAHMCTO, XHITOTITHKSMHA H
repose. HeoSxonumo e 1a ce MMa NpeBHz JOIAITHHTEIHO TOKPHTHE CHC CHCTEMHH
KOPTHKOCTEPOHH ITPH MalMEHTH B IEPHOAUTE HA CTPEC HIIH ITPH IUTAHOBH XHPYPrudHH

. MepOpaNIHK KopTHKocTepoumk. Tpaba fa ce HMa NpenpH) 06ave, ye 34 3HAYMTEIEH NEPHOM, OT. BpEME .
TpH NIAACHTHTE, IPEMHHAIH OT [IePOpaIHATa KbM HHXAIATOPHATA KOPTHKOCTEDOH/THA Tepailis, €
HANWIIC PACK OT HamalleH pe3eps Ha RaaOuOpeunuTe Hurtesn. Tlopaay Tazd NPHYHMHA TE3H NAIHE

BCPOATHO NPENH3BHKBAHE Ha CTPEC, H Jia ¢€ NpeneHH MoaXoaauo KOPTHKOCTEPOH],
CrenenTa Ha HANGLOPEYHOTO YBPEKAAHE MOKE 2 HANOMKM KOHCYITTALIMSA OT CIIC1IHE



IUIAHOBA XHPYPrudHa HHTCPBEHLIHA.

PHTOHABMp MOJKE /la NIOBHIIM 3HAYHTETHO HABATA Ha (IYTHKA30H MpONHOHaT B Itasmara. [opagu
TazH NpHYWHA TPAORa fa ce H3GATEA eNHOBPEMEHHOTO UM NIPHIOKEHHE, OCBEH AKO NOTEHIHAITHHATE
MON3H 33 MALHEHTHTE HAAXBBPIIAT PHCKa OT CTPaHHYHHTE e€)eKTH Ha CHCTEMHHTE KOPTHKOCTEPOHAH.
PHCKBT 0T CHCTEMHH HEXKENaHH JICKAPCTBEHH PEAKLIMH € [IOBHILICH W NpH KOMOKHHHPAaHETO Ha
(UTyTHKa30H MPOITHOHAT ¢ APYrH Momiu CYP3A MHXHOHTOPH (BX. TouKa 4.5).

IInesmonug mpu nargenty ¢ XOFB

HabmonaBa ce MopMINeHa 9€CTOTA HA THEBMOHHSE, BKJIICYMTE/IHO NHEBMOHKA HATATAIIA
XOCnUTanu3auus, npy naupeHTH ¢ XOBB, KoMTo npHeMaT HHXANaTOpHH KopTiHKkocTeponaH. Mma
HAKOH JaHHH 34 MOBHIOEH PHCK OT MHEBMOHMs MPH MOBHINABAHE HA CTEPOMAHATA 034, HO TOBA HE Ce
AEMOHCTPHPA YOEIHTEIHO B PAMKKTE HA BCHYKH IPOY4IBaHUAL.

Hsma y6GenurenHo KIHHHYHO JOKA3aTENCTBO 32 PAIMKH B PAMKHTE Ha KJaca MeXTy HHXATATOPHKTE
KOPTHKOCTEPOMAHH NPOAYKTH, OTHOCHO NONIEMHHATA HA PHCKA OT THEBMOHHA.

JlexapuTe TpaOBa Ja MPOCNEAABAT 3a BE3MOXKHO Pa3BHTHE HA IHeBMOHHs npH narweHTH ¢ XOBb, Thi
KaTo KJIMHHYHATA KAPTHHA HA Te3M MHEKUHH Ce NPETOKPHBA Ch¢ CHMITTOMHTE HA ek3allepbaius Ha
XOBb.

PuckosuTe dakTopu 3a mHeBMOHEA nip nauuedTH ¢ XOBB BrnOYBaT HACTOSIIO TIOTIOHOMYLICHE,
Io-HaNpeHANa Bh3pacT, HUCEK MHACKC Ha TellecHa Maca M Texkka XOBE.

BraumopnekicTeud ¢ MouHH pHXHOUTOpH Ha CYP3A4

EnHobpeMeHHaTa ynoTpefa Ha CHCTEMEH KeTOKOHA30)I 3HAYMTENTHO YBEJIHYABA CHCTEMHATA €KCHO3HLIAA
Ha canmeTepoll. Tosa MOXKe [la I0Bee KO YBEIHYEHHE Ha CyYaHTe HA CHCTEMHH eheKTH (Hanp.
yabkasane Ha QT mHTepBana H nanmuralyu). EAHOBPEMEHHOTO fiedeHHe ¢ KETOKOHA30/ HIIH APYTH
= == - = “momHE CYP3 A4 HRXHOHTOPH Tp4A6BA 7ia c¢ wibATda, OCBEH aKo TION3HTe OT-TepAIHATa ChC CRIIMETEPON — - ————
Ha[(BULIABAT MOTEHMANHO YBEJIMYEHHA PHCK OT CHCTEMHH HEXXEIIAHN peakiH (B, Touka 4.5).

3pHTEIHE cCMYILEHHS

. IIpH CHCTEMHO M JIOKATHO MPHIIOXKEHHE Ha KOPTHKOCTEPOKIH €A BR3MOKHH CHODIIIEHHA 32 3PHTSIIHH
CMYIIEHHA. AKO IIPH NAIHEHT ¢4 HAIHIIE CHMITTOMH KATO 3aMBIJIEHO 3peHHE HWIH APYTH 3PHTENHH
CMYIlEHHSA, MAHEHTET TPS0Ba Na Obie HacoueH 3a KOHCYaTalus ¢ o TanMoNIor 3a OLIEHKa HA
BL3MOXHHTE IPHYHHHE, KOHTO MOTAT Ja BKIKOYBAT KATAPAKTA, TIAYKOMA HITH peakH 3a00/ABaHMA KaTo
LEHTpaJIHa cepO3Ha XOPHOPETHHONATHA (L[CX), 33 KOHTO Ce c1>061]1ana CHE/ CHCTEMHO H JIOKAJIHO

- - H3NON3BaHe HA KOPTHKOCTEPOMAH- s —_— it

IleanaTpyuyHa MOMYNATHA

Ilpy mewa ¥ IOHOIIH Ha BB3PacT oA 16 roAHHH, MpHEMan(# BHCOKH A03H (UIYTHKA30H MPOTIHOHAT

_(obuxeoBeH0 > 1 000 MuKpo HH HEHETaHH S

ToBHIeH. CHCTEMHH PEaKilMK ¢ BB3MOIKHO /a Ce [IOABAT NO-CTICLIAAIHO NPA NPHEM HA BUCOKH Ao3d

e -~ 33 TIPONRIDKMTEITHH TIEPHOMH 0T BpeMe. BhaMoKANTE CHCTEMHY PEaKI{HK BIIKOUBAT CHHAPOM Ha

-omeomo. KBIIMHT, KBIIMHTOMAHHE HEPTH, NOTHCKAHE Ha HaaOLOpeyHara pyHkims, ocTpa HanOLOpeYHa KpH3a M . .. .
3a0aBsHE Ha pacTeXka IpH Jelid H FOHOIIH H [0-PAAKO, NCHXHYHH HITH MOBEACHUCCKH IIPOMEHH,

BEMIOYBAITH IICHXOMOTOPHA XHIICPAKTHBHOCT, ]JHBCTPOﬁCTBa Ha CBHA, TPECROXKHOCT, RENPECHA

pecnupaTopHH 3a60NABaHHS.

Ilpenopbupa ce penoBHO K3IMEPBAHE BUCOYMHATA HA AELIATA, JICKYBAHH ABJITO BpeMe
KOPTHKOCTEpOKAH. JI03HPOBKATA Ha HEXAIATOPHHS KOPTHKOCTeponn TpE6Ba 12
AOCTHraHE HA HAH-HHCKATA 1034, IPH KOATO ¢¢ NOCTHIa eeKTHBEH KOHTPOJI B



CAMIOTOMHTE HA ACTMATA,
4.5. B3ammogelcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH K Apyrd (opMA HA B3aHMOAEHCTBHE

B-anpenepriudgHuTe G10KEpH MOrat Aa OTCHAGSAT HIH 71 AHTaTOHH3HPAT ASHCTBHETO HA CATIMETEPOIT.
Kakro HecenexkTHBHUTE, Taka K cenekTuBHATE [3-6/10KepH TpAGEa Aa ce u3bATBaT, OCBEH aKO UMa
HaNOKHTETHH MPHYHHH 3a TAXHOTO NIPWIOKEHHE. B pesyNTaT Ha NeY4eHHETO ¢ P2-arOHHCTH MOXKE Ja
HACTBIIH MOTCHIHAJIHO TeXKa xunokaieMu. [Ipenopsusa ce 0co0eHO BHHMAaHHE IIPH OCTPO
MPOTHYANA TEXKA 4CTMA, ThH KaTo TO3H eheKT MOXKE Aa C€ NOTEHIIHPA OT EAHOBPEMEHHO JICYCHHE C
KCAHTHHOBH IIPOH3BOJIHH, CTEPOMAHN M AUYPETHLH.

EfHoBpeMeHHaTa Tepamus ¢ APYTH B-aapedepryuHH NeKapeTBa MOKE Ja AMa NOTEHUHANCH aqHTHBEH
edexT.

PAYTHKA30H DPONHOHAT

ITpu HOpManHK YCROBHA Cliell HHXaAHpaHe Ha 103a (uyTHKA30H IPONHUOHAT ce MOCTHTaT HHCKH
TLIa3MCHHW KOHLICHTPAIIHH, MopaJH €KCTCH3HBCH MeTab0IH3BM TIpH IThpPBO NMPEMHHABAHE H
3HAYMTE/IHO CHCTEMHO M3UHCTBaKe, MeMupaHo oT uuroxpoM CYP3 A4 B uepsara i YepHHA zpob.
Topaau Tasy NPHYMHA € MaJIKC BEPOATHO OCHIIECTBABAHETO Ha KIIHHHYHO 3HAYHME JICKADCTBCHE
B3AHMONEHCTBHA C YIACTHETO Ha WIYTHKA30H MPOMHOHAT.

[Ipu npoyiBane 3a cnpeAesNaHe Ha JICKAPCTBEHUTE B3aMMOAESHCTBHA NPH HHTPAHA3ATHO IPHNOKEH
(ITYTHKA30H PONMHOHAT NPH 3/IPABH X0PA € YCTAHOBEHO, e 100 mg pUTOHABHp (MHOTO MOIIEH
HHXHOHTOp Ha HuToXpoM CYP3A4) Apa IsTi AHEBHO [IOBMIIABA HAKOIKO CTOTHH ITFTH IUIA3MEHHTE
KOHLUCHTPalUMH Ha QIyTHKA30H NPOIHOHAT, KOETO BOJM AO 3HAYMTEITHO HAMANCHHE HA CEPYMHHTE
KOHIIEHTpallHH Ha KopTH3oiaa. Hama nudopMaind 3a Te3n edekKTH NpH HHXATATOPHO NPHIOKEHHE Ha
(hnyTHKA30H MPONTHOHAT, HO ¢e OYaKBa 3HAYHTENTHO NOBHLICHHE Ha IUIA3MEeHATE My HHRA. ChoOIeHH
€a CJIyYad Ha CHHAPOM Ha KEIMHHT H Ha MoTHCKaHe Ha QyHKUHATA HANOBOpeUHHTE HUIE3H.
KoMGmmpaHem Ha Te3H /ipe JICKAPCTBEHH BelecTBA TPAOBa Aa ce n36aArea, ocBeH ako Mon3aTa 3a

~MAlHeHTHTE HAIXBBPJIA TIOBUIIEHUS PACK OT CHCTEMHM TITIOKOKOPTHKOCTEPOHIHH HEXKEAHH
PeaKLMH.,

[Tpu MaJIko H3NHTBAHE BBPXY 3APaBH HOOPOBONIM € YCTAHOBEHO, J€ MAJIKO MO-c1abHAT MHXHGHTOP

Ha CYP3 A KeTOKOHA30I € MOBHIIIT eKCIO3HIMATA Ha (PIyTHKA3OH NPOIHOHAT clel STHOKPATHO

uHXxanupane csC 150 %. Tosa e moBeno A0 No-ronsgMo HAMAJICHHE HA HHBATA HA IUTA3MEHMA KOPTH30JX -~ -
B CPaBHEHHE CBC CAMOCTOATENIHOTO NIPHIOKEHHE HA (UTyTHKA30H NPONMOHAT. ERHOBpEMEHHOTO
Jie4eHHe ¢ ApYTH MOIHHA HHXHOHTOpH Ha CYP3A, KaTO HTPAKOHA30 M BPOXYKTH, ChAbPKAIIH
KOOHIMCTAT, H yMepeHH CYP3 A HHXHGHTOpPH, KaTO EPHTPOMEILIMH, CHIIO C& OYAKBA JA MIOBHIIH
CHCTEMHATa €KCTIOSMIMA Ha (HIYTHKA30H NPOITHOHAT M /13 YBEIMYH PHCKA OT CHCTCMHH HEXE/IaHH
NIEKAPCTEEAM peakipan. EqHOBpEMenHO MpUnokeHne TPAOBA Na ce W304rBa, OCBEH aK0 1o/3ara
Np¢BHIIABRA MOTCHIHAIIHO yBe.TIH‘-IBHHﬁ PHCK OT CHCTEMHH KOPTHKOCTCPOHAHHA HEXKCIAHK PE€aKLHH, B
KOHTO CiTydaii maideHTHTe TpAGBa Na ce NMpOC/IensBaT 32 CHCTEMHH KOPTHKOCTEPOHIHA HEXKEIaHH
peaKLHH,

_ A“Mogﬂu -CYP3A4-unxubumepu— —
S - EmnoBpeMenHoTO Nprnarade Ha keTrokoHaaon (400 mg mepopanHoe BeAHBK AHEBHO) ¥ CATMETEpON - -

(50 mMExporpama WHXamHpasH Asa [ILTH JHEBHO) TIpH 15 3aparu nobpoBomy 2a 7 AHA BOAH no
3HAYMTEITHO YBEIHICHHE Ha SKCIO3HIHATA Ha asMenna cammetepon (1,4-mbTH Crax H 1
AUC). Tosa Moske fa fOBefie A0 YBEIMYEHHE Ha CITyYaHTe HA IPYTH CHCTEMHH ede
Che canmerepon (Hanp. yabkapade Ha QF MHTepBaia M IaNNHTalKK) B CPaBHEHHE
CAMOCTOATEIHO MPHIIOKEHHE HA CATIMETEPON HNH KeTOKOHA30M {BiK. TOUKa 4.4).




KETOKOHA30/ He € YBEJIMYIIIO [IOIY;KHBOTA Ha eTHMHHHpPaHe WIIH aKyMynalUATa Ha CalMeTePoN Npr
MOBTOPHO NPHIOKEHHE,

EnHoBpeMeHHOTO JIedeHNHe ¢ KeTOKOHA30) TpsibBa 1a ce n3bsarea, 0CBEH aKO MOJIBHTE OT TEpanHATa
ChC CANTMETCPON HA/IBHINABAT MOTSHLHAIHO YBCITHYCHHAR PHCK OT CHCTEMHH HEKEJIaHH pEAKITHH.
B13monHO e 1a crinectByBa oA00eH puck NpH B3aumoeiicTeHe ¢ Apyru momuu CYP 3A4
HHXHOMTOPH (HANp. MTPaKOHa30J1, TETHTPOMHLIMH, PUTOHABHP).

Ymepenu CYP3A4 unxubumopu

EnHoBpeMeHHOTO MpKarade Ha epHTPOMHLEH (500 mg NepoparHe TPH ITETH AHEBHO) H CAJIMETERON
(30 MuxporpamMa HHXaTHpaHH ABa ITETH AHEBHO) NpH 15 3Mpasu nuua 3a 6 JHU € AOBENO [0 MAJKO, HO
CTATHCTHYECKH HE3HAYHTE/HO YBeIHYeHHe Ha eKCIosHumATa Ha canmetepon (1,4 meTh Cua M 1,2
neTH AUC). ENHOBpeMEHHOTO IIPHIAraHe ¢ ePHTPOMHLIHH HE € CEBP3aHO ChC CEPHO3HH HEXeENaHH
PEaKLHH.

4.6. DepraanTeT, GpeMeRBOCT H KEPMeHe

Depmunumen

Hsama panau npu xopa, M3cneapasnsTa NpH )KUBOTHH He NIOKA3BaT MOBJIMABAHE HA QEPTIIHTETA OT
canMeTeposl WK GIIYyTHKA30H NPOTHOHAT.

bpemennocm

Tonsmoro komu4ecTBO JaHHH, chOpatu npH Gpemerts xeru (mosede ot 1 000 npocaeneHn
OpeMeHHOCTH) He CBHAETENCTBAT 33 MAIGOPMALMH HWIH (PeTaNHA/HeOHATAIHA TOKCHYHOCT, CBEP3aHH
cbe¢ Cepetnn. Mscneasanus ripy XKHBOTHH NOKA3BAT PEeNpPOAYKTHRHA TOKCHYHOCT CJIEH NPHIIOKCHHE
Ha [3;-afpeHOpPELIENITOPHH ArOHHCTH M [VIIOKOKOPTHKOCTEPOMM (BXK. TOUKa 5.3).

~ KnMm npunaraneto Ha nekapetsoTo npes BpEMeE Ha OpemenHoCTTa TpsibBa Aa ce npnﬁarna, Camo aKko

- OYaKBaHaTa 110]13a 32 MaliKaTa HATBHINABA BCEKH BE3MOMKEH PHCK 34 THIOAa:—— " — =~~~ =

3a neqyenne Ha GpemenHu TpabBa na 6bae usnonzBana Half-HUcKaTa e)eKTHBHA 034 Ha Gy THKA3OH
TIPONMOHAT, HEOBXOMHMMa 33 TIOAXBPKAHE HA ONTHMATIEH KOHTPO/ BPXY CHMITTOMHTE Ha aCTMATA.

Kupmene

He e y3pectno hann canmetepon 1 (IIyTHKA30H IPOMHOHAT/MeTabOTHTH C€ OTAENAT B HOBEUIKATA
KBpMa.

H3cnepsannsi IOKA3BAT, ye CANMETEPON H ¢y THKA30H TIPOTHOHAT, H TEXHUTE MeTabONHTH, Ce
EKCKPETHPAT B KEPMATA HA [UTHXOBE.

He mozke fa 66/l M3KTIOYEH PHCK 32 KbJMEHHTE HOBOpOHEHM KbpMaueTata. Heobxommmo ¢ Ja ce
B3eMe PellieHHC JAIH /ia Ce Crpe KbPMEHeTO HIIH Jia C¢ MPEKpaTH TepanHaTa che Ceperui KaTo ce

TIPEEHA 013aT4 38 JIETETO OT KEPMOHETO H [IO/I3ATA OT JICHCHHETO 38 MAAKATA,

4.7 Eqielc:m.m:pxyxnocoﬁnwrrm moqmpane_n_paﬁo:rmamnnn

Cepem,u I[nctcyc He TIOBJIMABA HIH MORINgBa npeneﬁpe)lmmo cnocoﬁnocrta 3a moclmpaﬂe H pa60Ta ¢

MAIlKHH.
4.8. HexenaHH JexApCcTBeHH PeAKIHE
T kato Ceperu chabpka canMeTepon M (uIyTHKA30H IPOMMOHAT, THITET H TEH!

HCKCITAHATE PBH.K].[H]‘[, CB'Lp&'iHI‘I € BCAKO OT Te3H BEIIECTBAa, MOTaT ja ce IIpCAR
NOARA HA AOITKIHUTENHH HEXKENaHH CHOMTHSA BCIIEACTBHE EHOBPEMEHHOTO MPHIO




JICKAPCTBCHH BCIIICCTRA.

HexenanuTe JIEKapCTBEHH PEAKIHH, CBEP3aHH ChC CAIIMETEPON M (UIyTHKA30H POITHOHAT, Ca
n36poeHH No-J0ITy 110 CHCTEMO-OpPraHeH KJIac H yectoTa. UecTorara ce nedMHHUpa O CieqHHA HaYMH:
MHOTo 4ecTH (> 1/10), uecta (= 1/100 ao < 1/10), vewectn (> 1/1 000 no < 1/100), penxu (= 1/10 000
Jo < 1/1 000) 1 ¢ Hew3BecTHA YecTOTA (OT HATMYHHTE JaHHH HE MOXe a OBJe onpeneneHa).
YecToTHTe Ca OMpeAeneHH Mo JaHHH OT KIMHWYHH HanuTBaHus. CilydanTe HAa HeXXeJIaHH PeaKiMy IpH
mnanefo He ca OTUETEHH.

3aMBITIEHO 3pEeHHE

Hudexmn H HHpecTanum Kauaunosa Ha YCTATa H IHPJIOTO Yectn
[THermonua (npu naruents ¢ XOBB) Yecr!
Bpomxur Yectn!”
Ezodareanna kangnnosa Penxn
Hapymenus sa mMyHHaTa Peakiim Ha CBPBbXYYBCTBHTEIHOCT ChC CIIEHHTE
cHcTEMa NIPOSABH:
Peakiiu Ha KOXKHA CBPBLXYYBCTBHTENTHOCT Hegectn
AHrnoesem (rnaBH M Ha JTHIIETO H
aeM ( o efe HIY Py
opogapHHKca)
Cu
MITTOMH OT CTPaHa Ha JMXaTeNHaTa CHCTeMA Heuecs
{mcnHes)
CHMITTOMH OT CTpaHA Ha AHXaTeTHATA CHCTEMA
Peaxu
(OpoHxocnasnm)
AHadpHNaKTHMHH PEAKLHH, BIUTIOUHTETHO Pemicn
aHaQMIaKTHYEH LIOK
| Hapymienns Ha €HAOKpHHHATA | CHHAPOM Ha KEIiAHT; KEIIHHTOH{HH 1EpTH, e e I
CHCTEMA MOTHCKAHE HA HAOOBOpetHaTa QyHKIHA,
3a0aBaHe Ha pacTeXa NpH JAeLa 1 FOHOIIH,
TNOHIKABAHE MHHEPATHATA IUTETHOCT Ha KocTute - | Peakut
Hapymenns na metabonusma | XunokanueMus Yectu®
H XpaHeHeTo N R : '
p Xunepriukemus Heuectu*
Icuxuynu HapyeHus BeanokoiicTro Heuectn
o o Hapymenus Ha chHA _ o Heuectn
o | Ipomenn B nosegenwero, Bnounrenio ' N
NICHXOMOTOPHA XHNEPAKTHBHOCT H
PasApasHHTSIHOCT (TTTABHO TIPH OeLA) Peaxrn
Jenpecus, arpecus (IIpeAMMHO TIpH JAelia) HempecTHa
—_ _ decrora |
Hapywenus ua neppata | [napoGomwe ) ‘Muoro dectu! |
CHCTeMa e R R . -
Ipemop
Hapymenus Ha ouvre Karapaxra
I'maykoma




CepAeYHH HapyIlleHHA INanmaraipu Hevectn
Taxuxapnus Heuect
CopnedsHd apuTMEH {BIUTIOUHTEITHO HATKAMEPHA
TAXHKAPAHUA H SKCTPACHCTONNA)
Penku
Ilpencepano MuxacHe
Heuectn
AHTHHa NEKTOpHC
Heuectn
PecnupatopHH, IPBAHHA U PunodapuHruT M=oro gecTr??
MEAHACTHHAJIHA HAPYILSHHA
A PY JpasHeHe B I'bprioTo YectH
IMpecunuanoct/mucdonns Yectr
CuHy3HT Yecn'?
Iapajokcanen GpoHXOCTIAZEM Pemxu’*
Hapyuienna Ha KoxaTa ¥ KprBoHacanaHe Yectu!+
[IOJKOXKHATA ThKAH
Hapymerns Ha MyckynHo- MyckynHu ciazMu Yectu
CKEJICTHATA CHCTEMA H 13
TpaemaTiuaM ppakTypH Yectn
CBEIUHHTEAHATA THKaH P p
Aptpanrus Yecrn
Muanrus Yecrn

. Yecto chobimabany nipx mwianeéo
. MHoOro 4ecto cr0DmMABAHHA NPH IUTIALE60

. Buwxre Touka 4.4
; Bmlcre TOYKa 5 1

1
2
3. CpobGmapaHHn npe3 3 FOAMIIHAA NEPHOZ Ha NpoyuBaHe npH naupeHTH ¢ XOBb
4
3. B

QOnucanue na usbpany KHexicerany pearxyuu

" Crobmasar ce apMakoIIOrHYHH HeXe/laHH JIEKapCTBEHH PEaKIHK IIPH JIEYSHHE ¢ [32-arOHHCTH KaTo
TPEMOP, NAIHTAIMH H INIaB0DONHE, KaTO TE NOKAIBAT TeH,ueﬂLma Ja G'Lna'r npexo;l;an HJa
~- OT3BYY4BaT B XO/a Ha JICUCHHETO. - SR

KakTo u npH BCAKa ApyTa HHXANATOPHA TEPAIHA MOXE JIa C& PA3BME NapajoKcaneH GpoHXOCHa3bM ¢

BHE3AMHO yBEIMYaBaHE HA XPHIIOBETE H 3aayXa ciiell npueM Ha go3a. IlapafokcalHusT 6poHxocnasbm
__¢e IOBJIMABA OT Obp3oAeicTrain GpoHXOAWIaTaTOP M TpAGBA HezabasHO Ia ce JiekyBa. Tepanmuara cae

Cepem):[ Huckyc TpaGBa fa CF TIPEKPaTH BEOHAIA, Aa Ce HAllPaBM OLIEHKA Ha ChCTOARMETO Ha

HalHCHTA H [IPH H306XOJIPMOC'I Aa C& Ha3HaYH aJITCpHATHBHO JICHCHHE.

Hesxenann nexapcTBeHH peakid Ha (IYTHKA30H MPOIACOHAT, KOHTO MOTAT f1a CE MOABAT MIPH HAKOH
nauuem ca NpEeCHNBAHE H KaHAHAO3a B YCTaTa H IbpIIOTO H PAAKO e30(arur. IIpccum;aHeTo H

Heduampuuna nonvrayus -

MOraT ja ce HabMrofaBaT ChINo Ge3anokoHCTBO, HAPYINEHHA HA CHHA U npomeﬁu B IO

—CIYyMAaWTe Ha KaHIHA033.B.yCTaTa M CEPIOTO MOTAT A8 ce.00/eKYaT Ype3-U3IUlaKBaHe Ha. y!
n/nnn H3MMBaHe Ha 360uTe cies; nprema Ha Ceperua Juckyc. CuMnToMaTHIHATA Rammuosa B

yeTaTa M THIOTO MOXKe Jia- ceﬂlelcyn&cﬂomnaﬂp(mmor’sﬁma*lﬂparm%nﬂonpemerlmt :
- ynotpebara Ha Cepernn JHckyc. - e

BRITIIOYHTCTHO XHNEPAKTHBHOCT H pa3aApa3sHHTEIHOCT.

10




Crobuasane Ha NOOOIUPAHU HEJCERAN Y PeaKiiuy

CrobmapaHeTo Ha MOJIO3MpPaHK HEXCIIAHH PEAKLIMM Clie/l pa3pellaBaHe 3a yrorpeba Ha IEKapcTBEHHS
NpoAYKT € BaxxHO. ToBa MO3BONABA A IPOAL/DKH HaOMIOAEHHETO Ha CHOTHOLICHHETO MOM3/PHCK 32
JexapcTseHHs Npoaykr. OT MeJHUHHCKHTE CIEHAAKCTH CE H3MCKBA Aa ¢H001aBaT Beaka
[IOJ03MpaHa HEMKENaHA PEaKIHA TIP3 HANHMOHAIHA CHCTEMA 33 choliarane:

HznwimauTenHa areHuHs 10 JieKapcTBara
yi. . Jlamau Tpyes™ Ne 8

1303 Codpun

Ten.: +359 2 890 34 17

yebceaiiT: www.bda.bg

4.9, Ilpexosmpane

Hsma nannu oT KITHHHYHH H3[MTBAaHKA OTHOCHO Mpeno3HpaHeTo ch¢ CepeTHa, HO Mo-0My €a
H30pOCHH e()eKTH, HACTBIWIM CIIe], TIPEJO3HPAHE C €HO OT JABETe AKTHBHH BEIIECTBA:

IpuzHaupTe ¥ CHMITOMHTE Ha NIPENO3UPAHE CHC CAIMETEPONI CA 3aMaAHOCT, OBHINIABAHE Ha
CHCTOJIMYHOTO KPBBHO HAJLAI2HE, TPEMOP, IMaBobonye M Taxukapaua. B cnyyaii, 9e JedeHHETO Che
Ceperup, Tpabpa fa 6b1e NpekpaTeHo MOPal Npeao3Mpase Ha -aroHHCTa B NpoAyKTa, Tpabsa na ce
oOMHCITH [PANAraHeTo Ha MOAXOJANIA 3AMECTHTENHA TEPAlHA ¢ KOPTHKOCTEPOMA. JIOMENHHTENHO €
BB3MOXHA XHITOKaJIHEMHMA H 3aTOBA CEPYMHMTE HHBA Ha KaJIHA Tpabpa Aa ce mpocnendpar. B Tosu
cydaii TpaOBa f1a cé npelieHH BE3CTAHOBSABAHETO HA KAJIMA.,

OcTtpo npeaosupane: Hixanupanero Ha o3H GnyTHKA30H OPONHOHAT HAJ NPETOPRYAHATE MOXKE Ja
AOBENE IO BPEMEHHO NOTHCKAHE HA HAAGHEOpedHaTa Gyukuma. Tora CECTOAHUE HE Ce HYXKAAE OT
CIIEUTHH NEeHCTBHSA, THH KaTo Hanb6eOpeunara QyHKIMA ce BE3CTAHOBABA B TEUYSHHE HA HAKOJIKO JHH,
KOETO Ce yCTaHOBABa YPE3 H3IMEPBaHEe HAa HUBOTO HA IUIa3MEHHA KOPTH3OIM.

——--XPOHHYHO NPEAOIAPEHE HA HAXANATOPEH (AYTHKa30H npoiHonaT: Han6Lopeunnst peeps——— — =
TpsOBa 12 ce NpOCNeA Ba H MOKE 4 € HEOOXOHMO JIEYEHHE CBC CHCTEMEH kopTHKOCTEpOR/. Criel
- CTaCHIM3HPAHE, TeYEHHETO ¢ HHXANATOPEH KOPTHKOCTEPOH B IPENOpLUaHATA 2032 TPAGBA Aa ce

- BB300HOBY. BHXKTe TouKa 4.4: purck oT noTHcKaHe Ha HanOB0peunaTa dyHKIpMS.

pu cirygau Ha 0CTpo M XPOHKYHO NPEO3UpaHe Ha (uyTHKA30H NpomHoHaT ieyeHueTo cbe CepeTHn
Tpsi6Ba ia IPOXKIDKH ¢ TIOIXO/AINA 32 KOHTPON H2 CHMITTOMATHKATA JO3HPOBKA.

5. ©APMAKOJIOTMYHHM CBOUCTBA

5.1. PapmaxoqaEaAMHYHH CBOHCTBA
(DapmakoTepaneBTHYHA rPyTia; AJPEHEPTHYHY M IPYTH AHTHACTMATHYHH CpeJICTBa

_ATCxon: RO3AKO6

-‘.__M;;Mexanugmnabeﬁcm&ﬁaudﬁmmkoauuauuumi_'ed)ékmu‘:

Cepe'm;:[ I[chyc CBHABPKA CAJIMETEPOI H (bnymxascm TIPOITHOHAT, KOHTO AEHCTBAT N0 paziiIcH
HayHH, MeXaHH3MBT Ha JeHCTBHE HA JBETE AKTHBHH BEIIECTRA € OMMHCAH MOo-AONY:

Canmemepon:

Canmerepon ¢ cenexruBen qearo-aeicrea (12 yaca) Br-aapeHOpEiIENTOPEH ATOHH:
CTPaHHYHA BEpHTa, KOHTO C€ CBBP3Ba C BRHINHATA YacT Ha pelienTopa.
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Canmerepon ocHrypsBa no-AsIAroTpaitna GpoHXoAMIATAIKA, TPOABLDKABAINA Hall-MaNlKo 12 Jaca, B
CPaBHEHHE C KPATKOASHCTBAUTE KOHBEHIHOHAIIHH [3;-aTOHHCTH B MPENOPLYHTENHH JO3H.

Daymurazon RPORUCHam.

@y THKa30H [IPONUOHAT, IPHIIOKEH Ype3 HHXanals B IPEnopbUYNTEIHHTE 1031, OKa3Ba
TTHOKOKOPTHKOHAHO NMPOTHBOBL3NAIIHTENHO AeiicTBHE B GenuTe Apobose, KOSTo BOAHW A0 peldyHpaHe
Ha CHMOTOMATHKATa K ek3aliepOaluTe Ha aCTMaTa, U € ¢ NO-MAIKO HEXEJIAHH PEaKIiH, OTKONKOTO
MPH CHCTEMHOTO NPHIOHKEHHE HAa KOPTHKOCTEPOHIUTE.

Knunuuna epuxacnocm u 6esonacrocm

Cepemuod npu acmma - KRURNYHY W3NUMBanus

Heanazecer Meceuno npoyusane (Gaining Optimal Asthma Control, GOAL) npu 3 416 pb3pacTHE B
IOHOIIH C TIEPCHCTHPAINA acTMa CpaBHABA 6e30MacHOCTTa H e(hHKACHOCTTA Ha feueHHeTo ¢he CepeTHa
U JIeYeHHETO CaMo ¢ HHXANATOPHH KOPTHKOCTepOHIH ((IIyTHKAZ0H NMPOTKOHAT), 32 ia YCTAHOBH JamH
KOHTPOJIBT Ha aCTMATA ¢ TIOCTHXXAMA 1ell. [Tpu neveHHeTo KOHLISHTPAIUATA ¢ OM/Ta YBETHYABAHA HA
BCEKH 12 ceMHIIK, NOKATO ce NOCTHTHE ¥*nbaen KOHMpon WIH 3aNI09HE 1A Ce NPHIara Hali-BHCOKATa
J02a OT HINHTBAHOTO JiekapcTBo. Haunure o GOAL noka3par, ge opeue HAl[HEHTH, NeKyBaHH ChC
Ceperu/ ca MOCTHrHANM KOHTPOJI BRPXY ACTMATA B CPABHEHHE C Te3H, IEKYBaHH CAMO C HHXANATOPHH
kopTHKOCTEpOMAH (MKC) 1 To31 KOHTpON € 611 MOCTMTHAT NPy NO-HHUCKA 033 HAa HHXANATOPHHA
KOPTHKOCTEPOHI.

*/lo6pe xonmponupana acmma e 6wia mocTurHaTa no-Gup30 cse Ceperna otkoskoto camo ¢ HKC.
Bpemero 3a nedenne 3a 50% OT MalMeHTHTE [0 NOCTUTANE HA THPBA HHAMBHAYAIHA Jo6pe _
Kowmponupara cegMuna e 5uno 16 xau 3a rpynara Ha Ceperua B cpaBHeHHe ¢ 37 IHHM 3a rpynaTa Ha
HKC. B noarpynara Ha acTMaTHLHTE, HENEKYBAHH CBC CTEPOMM, BPEMETO OO [IOCTHFAHE Ha IThpBa
MHIUBUyaHA Jobpe Koumponupana ceamuua e 6mwio 16 aau npu neyende cue CepeTH B CpaBHEHNE
¢ 23 nym npy nevenme ¢ UKC.

ITenuuTE pe3ysITaTi OT NPOYYBAHETC CA NMPEACTABEHH B ClleAHATA Tabauua:

- ITponeHT HA NANHEHTHTE, TOCTHTHAIH *H06pe korTpoHpana acTMa (WC) H **IIbjeH KOHTPOA B2
actMata (TC) 3a 12-Meceued mepuosj
, o CanMeTepon/GAYTRKASON | g\ o inoon mponBOHAT
Jleuenne npeH NPoy4IBIHETO OPOMROHAT
wC TC WC TC

Bes HKC (camo GupaonciicTaaim §i- 78 % 50 % 70 % 40 %

77| Hucka posa HKC (X500 MukporpaMa = [ 75% T |44% 0 T 60% 8%
fexnoMeTa30H AUNPOITHOHAT UK
EKBHBAIICHT/NICH)
Cpeana xo3a HKC (> 500 oo 62 % 29 % 47 % 16 %
1 000 muxporpamMa DeknoMeTa3zoH

| NMNpONMOHAT WM EKBHBANEHT/JCH) X N R i}

O6equHEHN Pe3yITaTH OT TPHTE BHAAZ 71 % 41 % 59% A 28%
et i S e A _ T o

--------- - . ----*Jlo6pe KOHTPONHPAHA 4CTMA:-TI0-MaNKO-OT HIIA PABHO Ha 2 JiHU ¢ TOYKOB ¢60p Ha CHMITTOMATE NO-TOM oT-1- . - - o . ..

(rouxos cbop 1 ce neunmpa KaTo ,,MOABA HA CHMITTOMM 33 KpaThK BPEMEBH TIEPHOJ Npe3 JIEHA™); H3MON3BaHe
Ha GLp3oAeHCTBAIY B2-arOHHCTH NP3 /BA WM TI0-MANIKO OT Ji8a JIHH, FUIH [IPH 4 HIH 110-MANKo oT 4 CIIyHad Ha
CeMHUIA; OBETE OT HIH pagHO Ha 80 % oT MpedBuAcHWTE CTORHCOCTH HE CYTPEINHHEA BHPXOR €KCIHDRS

Aebur; 6e3 cpOyxkAaHe mpez HOMITA, 3 ex3anepGanuu u 6¢3 HeKeNAHH JIEKAPCTBEHH PeaKiiHy,
[pOMSHA Ha TEPaNKATA.
**[IpneH XOHTPOJ Ha aCTMaTa; HAMA CHMOTOMH, HAMa ynoTpeba Ha Gbp30aelicTRAMH -2
HIH paBHE Ha 80 % OT NpPeaBHASHATE CTOWHOCTH HA CYTPEINHHS BHPXOB EKCOMPATOpeH Te0f
TIpe3 HOIITA, JIATICBAT ex3anepGaly i He ce HabonaBaT HexeTaHH IEKAPCTBEHH Peaki]
Ha TepanuAaTa.
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Pesynrarire 0T Topa npoyuBaHe MOKA3BAT, Ye MOXeE g ce 00CH/IH MbPBOHAYAITHA TOAALPXKAIIA
Tepanusa che Ceperun 50 muxporpama/1 00 MuakporpaMa sia iT5TH JHEBHO MPH MALMEHTH ¢ YMEPEHO
TEIKKA MEPCHCTHPAILA 4CTMA, 34 KOHTO € KpaliHo HeoOXoauMo IOCTHraHe Ha Obp3 KOHTPO Ha
actmara (BXK. Touka 4.2).

IIpoBeneno € nBoiiHO CNIANO, PaHAOMM3MPAHO, TAPAJIEIHO MPYTIOBO M3NHTBaHe ¢ 318 manyeHTH Ha
BB3pacT > 18 rogiHy ¢ MepCcHCTHpaInA acTMa 33 OlleHKa Ha He30MacHOCTTa M CTENeHTa Ha
MOHOCHMOCT Ha NpHEMa Ha 2 MHXanalHH JBa IThTH AHEBHO (ABOHHA no3a) Ha CeperHy 3a EPHOA OT
Ape ceamuui. ManureaHeTo MOKa3pa, ye YABOABAHETO HA JO34Ta, IIPH BCAKA KOHLEHTPAIMA Ha
CepeTua, 3a nepuon Ao 14 iHH, BOJH 10 MAMKO IIOKAYBaHe Ha HEXKETAHHTE PeakilHH, CBEp3aHH ¢ 3
aronucta (Tpemop; 1 mauuent [1 %] cpemty 0, nanmurauum; 6 [3 %] cpeury 1 [< 1 %], MycKynIHH
crmazmi; 6 [3 %] cpemty 1 [< 1 %]) u mopoGHO yeeiHdIcHHE Ha HEXETAHHUTE PEAaKLH, CBbP3aHH ¢
HHXANATOPHHA KOPTHKOCTEPOH T (HAMp. KaHAKUAO3a Ha yctata; 6 [6 %] cpemy 16 [8 %],
npecunuancct; 2 [2 %] cpewty 4 [2 %]) B cpaBHeHHe ¢ mpHeMa Ha €JHAa HHXanalus A8a TbTH JHEBHO,
MakoTo nokauBaHe Ha HEXKEIAHHTE peakliMy, CBLp3aHH ¢ [3 aroHucTa Tpatea na 6bae B3eMaiHo nox
BHHMaHHE B Cllyd4aH, Ye JIeKapaT oOMUcnA yABOABaHe Ha fo3ara Ha CeperTuy npH BE3pacTHH
MALHMEHTH, Hy IACIlH & OT AOMBIHHTEIHO KpaTkoBpeMesHO (10 14 nHi) HHXanaTopHo
KOPTHKOCTEPOMIHO NEHECHHE.

Kavnnyny uanureanus cee Seretide npu XOBB

TORCH e 3-rogpmHo npoyuBane 3a oneHka Ha eiekra ot nedenuero cec Ceperna Jluckyc

50 mukporpama/500 MHKporpama fiBa I6TH AHEBHO, canMeTtepol Huckyc 50 MHKporpama, iBa METH
AHeBHO, QuTyTHKa30H NpormoHat (FP) Tuckyc 500 Muxporpama, JBa ITFTH AHSBHO WIH IWianebo
BEPXY 001mara cMBpTHOCT Npy mameHTH ¢ XOBE. Upes ABoiiHO ¢ipin ¢nocol ca paHAOMH3HPaHH
nauuents ¢ XOBB ¢ uaxonuu napamerpu (npea-6ponxomunararopao) ®E; < 60 % or
HpeIBHAECHOTO HopManHo. ITo BpeMe Ha DpoyuBaHeTO Ha NauMeHTHTe e Gila paspelieHa obudaiinaTa
Tepamis 32 XOBD ¢ H3kmo4eHHe Ha IpYTH HHXANATOPHH KOPTHKOCTEPOHIH, FBRITC-ACHCTBAIIM

6ponx0nnuammpﬂ H nponmcmenno JICYCHRC C’bc CPICTeMI-IP[ KOPTHKOCTCPOHI[H IIpemmaeMocm B

NpHCMA Ha MCIUKAUMFATA TIO NIPOYYIBAHETO. n’LpBH‘IHaTa Kpam{a TOYKA HAa H3MHTBAHETO € OMIa

" HaMallasaHe Ha o0imara CM'B]JTHOCT B Kpad Ha Tpe'raTa rofiMHa 3a naumeHTydTe Ha CepeTus C]JCIII.Y Ta3H

‘Ha mauedo. S e
InaueGo - | Caamerepon 50 . |-FR500 .. . Ceperua 50/500
N=1524 N=1521 N=1534 N=1533
Obmara CMBEPTHOCT B Kpad Ha TPETaTa roHa
bpo# na cMepTHA cnyvyan 231 205 246 193
o o (15,2 %) (13,5 %) (16,0%). . . | (12,6%) ——. | -
CBHOTHOLIEHHE Ha PHCKE 0,879 1,060 0,825
cnpamo ILrane6o (MHc) N/A (0,73; 1,06) (0,89; 1,27) (0,68; 1,00)
p crofinoct 0,180 0,525 0,052!
CHOTHOIIEHAE Ha pHCKA 0.932 | 0.774
‘fggﬁffm%;) TNA ™ = OISy SOy AT =
| p-crolinoer : | 0,481 ' 0007 - 4 B

1 BecHrHu(HKaHTHA CTOﬁHOCT Ha P CNIEA KOPHTApaHe 3a 2-MeXIHHHA AHATH3a Ha OCHOBHOTO CPaBHCHHE Ha -~~~ - — —— —

€(pHKacHOCTTa MOCPEACTBOM JOTAPHTMHYHO PAHKMPAH aHANH3, CTPAaTHGHIMPAaH NO HyNIayeckH CTaTyc.

Habnmozasa ce TeHACHUHA KM HOA0OpABAHE Ha MPEXHBASMOCTTA MIPH MANMEHTH, JEKYB
Cepera B cpaBHeHME C Te3H HA TUIAHE60 B pAMKHTE Ha 3 TORHHH, BBHIPEKH 4e HE € 10
CTATHCTHYESCKA 3HAYHMOCT, p < 0,05.

TIpoueHTET Ha MAIHEHTHTE, NOYHHAIM [IPE3 TPH FOAMIIHHSA NEPHOA IO OPHYHHH,
zabonssaneto XOBE ca 6w 6,0 % npu ninanebo, 6,1 % npe canmerepon, 6,9 %
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-~ mojobpasa benoipobHAT (YHKIDIN, HAMaNABa 3a0yXa H HEOOXOAMMOCTTa OT yHoTpeba Ha———

Te3d, npueMann Ceperna.

Cpeauuat 6poit Ha yMEpeHO TEKKHTE H TeXKM ex3auepbaii roJHInHO € 3HaUHTETHO HAMANeH ChC
CepeTHn B cpaBHEHHE C eK3aLepOALHATE TIpH NAKENTH Ha canmerepon, FP 1 miaue6o (cpeana
YecToTa B rpynata Ha Cepetna 0,85 s cpaBhenue ¢ 0,97 B rpynara Ha canMetepod, (,93 B rpynara Ha
FP u 1,13 B rpynata Ha mane6o). ToBa MOxe [a ce MPEACTABH KATO HAMAJISBAHe HA JeCTOTATA Ha
YMEPEHO TEXKHTE H TEXKHTE ek3anepbattuu ¢ 25 % (95 % JU: 19 % no 31 %, p <0,001) B
cpaBHeHHe ¢ mnauebo, 12 % B cpaBHeHHe che canmerepon (95 % JTH: 5 % 1o 19 %, p=0,002) n 9 %
B cpapHeHHe ¢ FP (95 % JIH: 1 % no 16, p = 0,024). Canmereporn 1 FP 3naunTenHo HaManspar
4ECTOTATA Ha ek3aliepballHiTe B cpaBHEHHE ¢ wianebo croTBeTHO ¢ 15 % (95 Y% [TH: 7 % no 22 %,
p<0,001)uc 18 % (95 % AH: 11 % go 24 %, p < 0,001).

KauecTBoTO Ha XKBOT, CBLP3aHO CHC 3paBeTo, H3MEPEHO upes BbIpocHuka St George’s Respiratory
Questionnaire (SGRQ), e nofo6peHo npu BeAka OT AKTHBHHTE TEpaTHK B CpaBHeHMe ¢ miauebo.
Cpennoro nofodpenre npes TpU rOAHITHHA nepyon npu CepeTha B cpaBHeHHe ¢ mialie6o e -3,1
eauuuiH (95 % IH: 4,1 ao -2,1; p < 0,001), B cpaBHeHHE Che canMeTepolt e -2,2 €AHHHIH

(p <0,001) 1 B cpasHente ¢ FP e -1,2 emununm (p = 0,017). IoHmbkeHHe 0T 4 eHHHIM ce IPHEMA 32
KIIHHHYHO 3HAYHMO.

W3uucrieHaTa BepoATHOCT B paMKHTE Ha 3 romuum aa Gbie AoKnajsaHa MHEBMOHHA KATO HEMKENaHa
NexapcTBeHa peakima € 12,3 % 3a mianebo, 13,3 % 3a canmerepon, 18,3 3a FP u 19,6 % 3a Cepetna
{CrorHomenue Ha pucka 3a Cepersn copsmo maue6o: 1,64, 95 % JIH: 1,33 10 2,01; p<0,001). He e
HMANO yBeliuYapaHe Ha CMBPTHHTE Cy4aH CBBP3aHH ¢ THeBMOHHA; CMBEPTHHTE CJIy4Yau 1o BpeMe Ha
TEPanuaTa, 3a KOUTO € NPELIEHEHO, Y€ OCHOBHO C¢ ABIDKAT Ha MHeBMOHHS ca O 7 3a rwianebo, 9 3a
canmerepol, 13 3a FP u 8 3a Ceperna. He e umasio 3HaumMMa pasinuka BbB BEPOATHOCTTA 32 KOCTHH
tpaktypu (5,1 % mnauebo, 5,1 % canmerepon, 5,4 % FP u 6,3 % Ceperua; CLOTHOLIEHHE HA PHCKA
3a CepeTup cnipamo wiauebo: 1,22; 95 % JU: 0,87 ao 1,72; p = 0,248).

Pesynratute ot WiaueGo-KOHTPOIMPAHH KIHHWYHM H3HTBAHHS, TPOBEXKAAHH 32 NIEPHOK OT 6 H
12 Mecena nokaseat, ue pepopnara ynorpeba na Cepernn Juckyc 50 muxporpama/500 MHKpOrpama

6BpzoneiicTBalH NEKapcTBa 3a 061eKUABAHe HA AMILAHETO.

-8C040043 and SCO100250 ca paHIOMHAMpPaHH; ABOMHO CETH, IAPAJIEHO IPYIIOBH, PEIUTMKATHBHH
H3NHMTBAHHA, CpaBHABaIHM edexra Ha Cepetnzn 50/250 MuxporpamMa JBa BTH JHEBHO (JI03HPOBKA,
. Heonobpena 3a ieueHHe Ha XOBB B EBponeiickus cbio3) cripamo canMerepon 50 MHKporpama asa ... .
ITETH AHEBHO BhPXy IOJMINHATA YECTOTA HA YMepeHH/TekKkH exsauepOanei npn smua ¢ XObb ¢
DEO) mo-mamek or 50 % 0T NpeABMAEHOTO H ¢ aHAMHE3 3a eK3auepOaLH. Y MepeHI/ TexXKH
ex3anepbalii ca GHITH onpeiesIsHY KATO BJIONIABAUIH CE€ CHMITTOME, MPH KOHTO C€ € Halaramo

NeYeHHE ¢ nepopmum KopmlcocTepou,un W/ arrmﬁnmuuu WIH XOCTIHTAITH3AIHA.
Hsnm"naﬂnm ca HMad 4 CeMHLTE BBBEXKAAI NEPHO, TI0 BpEME Ha KOITO BCHUKH JIMNa ¢a .
npHeMalTd HezacneneHo camverepoll/FP 50/250, 3a ga ce cranpaptasapa XOBb dapMakorepaisTa 4
Na ce cTabHnu3npa 3a60/19BaHeTO NPEH PAaHAOMH3HPAHE HA 3aC/ICTIEHOTO JICYeH e 3a 52 CeIMMITI.
JInnara ca 6unn pangoMusupans 1:1 Ha canmerepon/FP 50/250 (o6mo ITT n = 776) wim canmeTepon
__(o6mwo ITT n = 778). [Ipeay reBexaamus Nepros, JTHIATA A NPEKLCHAIA YIIOTPeOaTa HA NPEAMIUHY

nekaperea 3a XOBB, ¢ H3KTIOUEHHE HA KPATKO-IEHCTBALIE 6pox~mo,nma1~a’ropu E;[Honpemerma'ra

ynoTpeda Ha- HHXANETOPHA-IWIr0-Ae HCTBAH. G poHX 0 AHNaTaTOPH. ([35-ArOHHCTH H —

- AaHTHXOIMHEPTHLH), DPOXYKTH, ChABPKALIM KOMOHHAIIMATA HIIpaTPOIHyM/canbyTaMoJ1, IEPOPaHH .
B2-aroHHCTH M NMPOAYKTH, ChABPHAIIM TeO(UNHH, He ca GHITH MO3BOMABaHH 10 BPEME HA JICUEHHMETO,

- IepopanHy KOPTHKOCTEPOHIH H aHTHOHOTHIIM ca GHAH MO3BOAIBAHM 34 OCTPO TEPANCBTHHO ==
noenusABaHe Ha exsanepbaumure Ha XOBB ¢ Touno onpeaenenn ykasaHus 3a ynorpe6a. [T
H3NMTBaHHUATA NMHLATA ca IPAEMATH candyTaMon npH Hy»XAaa.
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0,70, 95 % CI: 0,58 o 0,83, p < 0,001; SCO100250: cnoteerno 1,10 u 1,59 ga qosex 3a rofvna,
cHOTHOMEHHEe Ha gecTotaTa 0,70, 95 % CI: 0,58 a0 0,83, p < 0,001). HaxonxHTe 3a BTOPHYHHTE
MOKA3aATENH 32 edHKkacHOCT (BpeMe 10 TbpBa YMepeHa/TeskKa ex3auep0aliua, roayliiHara 4ecToTa Ha
ex3ariepOandH, Hanarauy yriotpebara Ha NepOPAITHH KOPTHKOCTeporIH H cyTpemnen OEQO; npenu
TPHEM Ha A03aTa) MOKa3BaT 3HAMHTeTHO peauMcTBo Ha Cepetna 50/250 MHkporpama ABa ITETH
JHEBHO CTpAMO canMeTepod. TIpodrsT Ha HexkellaHHTe peaklHH € O CXo/IeH, ¢ H3KNIOUCHHE Ha
10-BHCOKA YECTOTA HA NHEBMOHMM ¥ M3BECTHHTE JOKAIHH HekeNnaHM peakind (KaHaua03a H
nucdonnn) B rpynara Ha Ceperan 50/250 Muxporpama jBa pTH JHEBHO B CPaBHEHME CHC
caniMerepoi. HekenaHu peakil, CBEP3aHHE ¢ [THEBMORMA, ca OWITH JoknaaeaHu opH 55 (7 %) nuta B
rpynata Ha Cepetnn 50/250 Muxkporpama iBa mbTH AHEBHO H IpH 25 (3 %) B rpyriaTa Ha CaJIMETepOL.
IloBHImeHaTa JecTOTa Ha JOKJIANBaHA MHeBMOHHA cbe Ceperna 50/250 MUKkporpaMa ga ITETH AHCBHO
IOKa3Ba BeTHYHHA, CXOAHA C Ta3H Ha 9ecToTaTd, cholluaBaHa cael JedeHHe che Cepernn

50/500 Mukporpama Ba eTH JHEBHC B manuTBanero TORCH.

AcT™Ma

MHOTONEHTPORO KIMHAYHO H3MHTBAHE CHC CATMETepol IIpH acTMa (Salmeterol Multi-center Asthma
Research Trial, SMART)

MHOIOLIEHTPOBOTO KIIMHHYHO H3IUTBAHE ChC canMerepol npw actma (SMART) e 28-cenmuuno
H3IIMTBAHe, npoBeaexo B CAILLL, xoeto oneHaBa 6€30MacHOCTTA Ha CAIMETEPONT B CPAaBHEHHE C
nnauebo, xobasenu KbM obMyalilaTa Tepais NPU Bb3PACTHR H I0HOLIH. Berpexd ye Hima
3HAYHTE/THH Pa3iAKH B ILPBHYHATA KpaHHA TOYKA 32 KoMOHHMpanua 6poi oT CMBPTHHM ClTy4aH,
CBBP3aHH C IHXaTe/IHaTa CHCTEMa M KHBOTO3acTpalaBallH CEOHTHA, CRBP3aHH C AHXaTe/HaTa
CHCTEMA, NPOYYBAHETO ITOKA3BA 3HAYMTEHO YBEIHUYCHHE HA CMBPTHHTE Cy4aH, CBBP3aHH ¢ acTMA,
IIpH NAUHEHTH, TpHeMAIH canMeTepol (13 cMBpTHE ciy4as ot 13 176 nalMeHTH, NeKyBaHH ChC
canMEeTepON CIpAMO 3 CMBPTHH cityuad ot 13 179 naumenty na niangbo). [Ipoyusanero ne e
NpeAHa3HaYeHO J4 OLIeHH Bh3/SHCTBHETO HA eJHOBpEMEHHATA YIIOTpeOa Ha HHXANATOpEH
KOPTHKOCTEpOHA, B camo 47 % or imHuaTa cbobiaear 3a ynotpeba Ha MKC Ha W3x0aHO HUBO.

ST T BesoTTacHoeT i e HKacHOCT Ha CaneTepon-FP Ciipavo FP CAMOCTOTeNHO Tipi 46TMd ~——

IlpoBeaeHH ca JBe MHOTOLEHTPOBH 26-CeIMUYHH H3THTBAHKS 33 CpaBHeHHe Ha Ge30MacHOCTTa H
eduracHocTTa Ha canmerepon-FP ciipamo FP camocroatenso, xato equoro nsnursade (AUSTRI) e
NpH BE3PACTHH M IOHOIIH, a Apyroto usmureane (VESTRI) e npH negHaTpHIHH NaOHEHTH HA BH3pacT
4-11 roauam.-H npH apeTe MAMHTBAHEA BKIIOYEHHTE YIACTHHIH HMAT YMEPEHO TEXKKa 10 TeXKA
NEPCHCTAPAINA ACTMA ¢ AHAMHE3A 33 XOCIHTaNM3aLKsA, CBbp3aHa ¢ aCTMaTa WIH ek3auepbalus Ha
acrMara Ipes3 npeaxoadara roguHa. [IspeaunaTa nei Ha BCAKO OT H3MMHTBAHKATA € Jla C¢ ONpeient
nany nobaBAHeTo Ha Awarogeiicrpam Geraz-aroumet (JIIBA) xbm Tepamis ¢ HKC (canmerepon-FP) e
. Heundepuopro na HKC (FP) caMOCTOSTENHO, TI0 OTHOIIGHHE HA PHCKA OT CEPHOZHH CHOMTHA,
" CEBp3aHH ¢ acTMaTa (XOCHTANu3alus, CBEP3ata ¢ acTMaTd, eHAOTpaXeaiHa HHTYOar|a H CMBPT).
Bropuuna uen 3a epMKaCHOCT Ha Te3H H3MATBaHM, € Aa ce ouenn namu MKC/IJIBA
(canMetepoii-FP) npepr3xoxua repamiara ¢ MKC camocroarento (FP) mo oTHOIIEHHE HA TEXKA,
exzalepbanua Ha ACTMATA (KOATO Ce ONPEeNs KATO BIOMABANE Ha ACTMATE, Hanaraimo ynorpeba na
CHCTEMHH KOPTHKOCTEPOH/IH HAli-MaJlko 3a 3 JIMH WM XOCITHTa/TH3AIHA B GONHHIA, HIIH MOCELIEHHE B

eTeH’e-3a-CTieIHa-TIOMOL-HOPAAH-GCTMA HIHCKBAIHA-CHETOMEH KOPTHKOCTCPOHAH ) =———=

' ‘661110 Al‘l‘679 "6 208 yqacfmﬂui G pél{ﬁonimnpaﬂn n nonyqaaaf uetleﬂl«ie, CHOTHETHO B —

‘wanireadisra AUSTRI u VESTRI. 3a repeusinara Kpalina Touka 33 §e30TacHocT, € NoCTUrHata
HeHHEpHOPHOCT K B ABETE H3NMTBaHHA (B, TabMuaTa 110-J0Iy).
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CepHoanu chOATHA, CBHP3aHHE ¢ acTmMaTa B 26-ceqmuunnTe m3nutsagus AUSTRI m VESTRI

AUSTRI VESTRI
FP FP
Canmetepon-FP | camoctostenno | Canmerepon-FP | caMocToATeNHO

(n=5834) (n =5 845) (n=3107) (n=3101)
CrcrarHa kpaiiHa Touka 34 (0,6%) 33 (0,6%) 27 (0,9%) 21 (0,7%)
(Xocnuranuzanus,
CBLP3aHa ¢ acTMATa,
€HI0TpaxeanHa HHTy Gaums
HJIH CMBPT)
Canmerepon-FP/FP 1,029 1,285
koedHIEeRT Ha pHCK (0,638-1,662) (0,726-2,272)°
(95% CI)
CmepT 0 0 0 0
Xocnyrannzaips, cBbp3aHa 34 33 27 21
C acTMara
EHpoTpaxeaia HHTy6OaiHs 0 2 0 0

* Ako moNy4cHaTa OLESHKA 2a ropHa rpaHuna Ha 95% Cl 3a 0THOCHTEIIHHS PHCK € no-Mallka ot 2,0,

€€ NPABH 3aKIIOYEHHE 32 HEHH(PEPHOPHOCT.
§ Axo nonyueHara oLieHKa 3a rOpHa rpannua Ha 95% CI 32 OTHOCHTENHHA PHCK € NI0-MAJIKa OT
2,675, ce npaBH 3aKII0MEHHE 38 HEHH(EPHOPHOCT.
3a BTOpUvHaTa KpaifHa TOYKa 33 €(DHKACHOCT, ¥ B ABETE M3MHTBAHHS cc HA0MOAaBa HaMaleHHe BBB
BpeMeTO IO [ThpBa eK3allepballig Ha acTmara 3a canmerepon-FP, B cpaeuerue ¢ FP, Ho caMo B
mmrreaHeTo AUSTRI ce AocTHra cTaTHcTHYECKa 3HAMHMOCT:

AUSTRI VESTRI
FpP FP
Canmerepon-FP | camoctoarenso | Canmerepon-FP | camocrosTenHo

(n=5834) (n=5 845) (n=3107) (n=3101)
Bpoil ysacTHuIm ¢ - 480-(8%) 597(10%) | - 265(9%) ~--309 (10%) -
ek3alepdalma Ha acT™MaTa
Canmertepon-FP/FP 0,787 0,859
KocHIMEHT Ha PHCK (0,698; 0,888) (0,729; 1,012)

| 95%C) [ N I TIprp— R B

Hecuampuuna nonvaayus

B npoyusane SAM101667, npu 158 neua Ha pb3pact 6-16 roJJHHH cbc CHMITOMATHYHA ACTMa,
KOMOHHALMATA OT CaIMETEPOI/(PIIYTHKA3OH IPOIIMOHAT € OKa3ana e()HKaCHOCT, papHa Ha Ta3H NMpH

—TIPHITOKEHAETO HaABOHHA 1032 (Y THKA3OH TIPOIMHOHAT TI0-OTHOMIEHHE HAKOHTPOa Hafl==—— =~ =

CHMITTOMHTe H Genoapobnara ¢byukupd, HanueaHeTo He € Au3ai{HHpano Aa npocnessa edekra. .

7 BBPXY ek3anepoaiuuTe.

OnuTeT OT 12-CeIMHYHO H3IIMTBaHe IIPH Aeua Ha Bb3pacT Mexay 4 u 11 romunu [n=257], npueMani

[iBa 'bTH JHEBHO CaiMeTepon/duryTukazon npormuonat 50/100 wmin canmetepon 50 meg + "1 "~

¢yTrkason npommuonar (FP) 100 meg mokasea, 4e M Npw ABETE TEpaNecBTHYHH paMeHa

JABETE TEpaNeBTHUHH PAMEHA.
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B 12-cenmu4Ho paHAOMH3MPAHO, NapaieHe TPYNOBO IpOyYBaHe NPH Aelia Ha Bh3pacT Mexy 4 1

11 rogesm [n=203] ¢ nepcucTHpama acTMa, KOHTO ¢a HMa/ld CHMITTOME Ha JOHa HA HHXANATOPHH
KOPTHKOCTEPOHIH, NpodiIsT Ha BesomacHoCT € 61N IspBHYHA KpajiHa TOUKa Ha NpOy4YBaHETo.
Heuara ca nomyqapanu canmerepo/FP (50/100 muxporpama) unu camo FP {100 Mukporpama) isa
IBTH AHEBHO. J[Be oT merata Ha canMerepon/FP u 5 ot geuara na FP ca oTnagiHand ot NpoydBaHeTo,
Nopaju Bromasane Ha act™a. Ciien 12 cefiMHLM HHKOE OT ZelarTa B ABETe TeParcETHYHH paMeHa He ¢
HMAaJI0 CTOHHOCTH, NIO-HACKH OT HOpPMarta 3a 24-4acoBa KOPTH20J10Ba eKCKpeLHA B ypHHaTa. He €
HMAJIO APYTH Pa3IHKH 10 OTHOLICHHE Ha mpoduia Ha 6e30acHOCT MexkIy OBETE TePANCBTHYHH
pameHa.

Jlexapcmeenu npodykmu, coObpICAULY DAYMUKAZON NPONUORAI NPU ACTAMA NO GDEME HA
bpemennocm

HanpageHo € ofcepBalOHHO PETPOCTIEKTHEHO SHMAEMHOIOrHYHO KOXOPTHO POy4YBaHe, KaTo ca
H3IOI3BaHH E/ICKTPOHHH 3APaBHH 3a1HCH 0T BennkoOpHTaHHA, 3a 1a ¢ OLIEHH PHCKET OT CEPHO3HH
epoaexH manpopmauuu (Major Congenital Malformations, MCMS) cliel €KCITO3HIHA ITpe3 MbPBUA
TPHMECTBP Ha HHXanatopeH FP camoctostenHo u canMerepon-FP B cpasnenue ¢ HKC, painugen or
FP. B ToBa npoydBaHe He € BIUIIOUEH MMALeto CpaBHUTENEH NPOAYKT.

B koxoprara ¢ actMa ot 5 362 city4an Ha 6pemennoct ¢ excnosuuus Ha MKC npes mepeus
TPHMECTHP, ¢a ycranobeHH 131 nHarnoctuimpanu MCMs; 1612 (30%) ca ¢ excriosHums Ha FP wim
canmeTepoi-FP, kato ot Tax ca ycranosenu 42 guarnocturupann MCMs. Kopurapanoro
CHOTHOLIEHHe Ha maHcoeeTe 33 MCMs, muarHoctiumpads xo 1 roguna, € 1,1 (95% CI: 0,5 - 2,3) 3a
JKEHH C YMEPEHO TEXKa acTMa ¢ ekcnosuimsa Ha FP cnipsMo Takupa, ¢ ekcnosnums ha UKC, paznuaen
or FP 1 1,2 (95% CI: 0,7 — 2,0) 3a )xeHH Che 3HAUATENHA A0 TexKa actma. He e ycTaHOBeHa pasiiika B
pucka ot MCMs cnen excnosniua npes wbpeus TpUMecThP Ha FP caMOCTOATENIHO B CPaBHEHHE ChC
canmetepon-FP. AGcomornure packose or MCM npH pauTHSHHTE CTENEHH HA TEXKECT Ha aCTMAaTa,
BapHpart oT 2,0 10 2,9 Ha 100 cinyuas Ha GpeMeHHOCT ¢ exco3HiEg Ha FP, KoeTo e cpaBHUMO ¢
PE3YNTATHTE OT MpoyyraHe Ha 15 840 ciygas ra 6peMeHHOCT He3 eKCIIO3HIIHA Ha TEPAIIHH 33 aCTMa B

- .- 6asaraiannu General Practice Research Database (2,8 cu6uriua na MCM 3a 100-ciyvagma—— ... -

OpeMeHHOCT).
5.2, @apug@gqhmqnn cBOliCTBA |

3a nenure Ha (bapuaxomnmxam BCEKH e/IHH OT IBaTa KOMIIOHEHTa MOXE [1a Ce Pasriiexna
CAMOCTOATENHO.

Caamemepon:

-Ganmerepon sieficTBaioxanHo B Geud Ipod H 3aTORa IUIA3MEHHTE HHBA HE CA TIOKA3ATENHA 38 - —

TepanesTHIHuA edext. CHIo Taka, HaJIMLe ca CaMO OrpaHHYeHH JAHHH 3a (apMAKOKHHETHKATA HA
CaIIMETEPOI NOPaAH TEXHIUECKH TPYIHOCTH 33 OLEHKA Ha JIEKAPCTBOTO B IU123MaTa, IKDKAINH ¢e Ha
HHCKHTE IUIa3MEHH KOHLEHTPALMK NPH TEPANeBTHYHA J03H (npubmnsHTenno 200 nukorpama/ml win
TI0-MaJIKO), JOCTHIAHH IPH HHXANALHA.

e

] A6comoma'ra 6HOHaJ’ll{'-l]-IOCT Ha mixanaTopHm qmyrmmmH nponnona}' [IPH : 311paBH JHIA Bapnpa

'MeXCTy TIPUONM3HTENHO 5 0 11 % OT HOpMATHATa /1033 B 3aBHCHMOCT OT M3IION3BAHOTO YCTPOHCTRO

32 MHXANALHA. Tlpu TALUEHTH C aCTMa HITH XObb e Haﬁmonanana TO-HUCKA CTENeH Ha CHCTEMHA _
EKCIIOZHLIHA,

CucremHata abcopbLmsa ce ocblIecTBABA NPEAHMHO B Gemus Apob, KaTo B HAYAIOTO € §
TOBA - MPOALILKHTENHA. OCTATEKBT OT HHXAATOPHATA 1033 MOXKE Ja e NPEnTETHE, HO
AONPHHACH B MHHHMAITHA CTENCH 34 CUCTEMHATA eKCIIO3HLMA [I0Pafl HHCKATA PasTBOP
BOJIA M TIPEJICHCTEMHHS MeTabOMU3EM H IaBa B Pe3y/ITaT OHOHATHYHOCT, 110-ManKa ot |
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TNMOBHINABAHETO HA HHXAJTHPAHATA 034 Ce Haﬁmo,uana JIHHEHHO ITOBHINABAHE Ha CHCTEMHATA

CKCITOIUITHA.

Huacosunusata Ha GiyTHKa30H ITPONHOHAT Ce XapaKTEPH3HPA C BHCOK IUIA3MEH KITHPBHC
(1 150 ml/min), romsm 06eM HA paznpefieneHHe B CTAHOHAPHO Cherosaue (Mpubmisurento 300 [) n
TCPMUHANHO BPEME Ha OJTy>KHBOT NpuOnuzuTento § uaca.

Ceop3Banero ¢ Ita3MeHUTe npotenny e 91 %.

DIIyTHKA30H IPONTHOHAT Ce HTLYBA MHOTO GBP30 OT CHCTEMHATA HPKY.IALMA, IPEAHMHO KATO Ce
MeTabOMHIUpa RO eIUH HeaKTHRSH MeTaloMuT Ha KapOOoKCHTHATa KVMCeIMEA OT eH3UMa IATOXPOM
P450 CYP3A4. /Ipyrn HenneHTHOHUIMpPAHK META00IHTH Ca HAMEPECHH BB (PEKATHHTE.

bLOpeqHHAT KxIHPBHC HA QIYTHKA30H IPONMOHAT € IpeHebpexmmo HHUCBK. To-Manko or 5 % ot
Ao3aTa ©¢ eKCKPEeTHpa B YpHHATA rNaBpHO KaTo MeTabonwtH. OCHOBHATA YacT OT J03aT4 CE €eKCKpPETHpa
BEB (peKaslMTE KaTO METaGONHTH Wild HENPOMEHEHO AKTHBHO BELECTBO.

Heouampuuna nonyaauus

IIpu nomynaumuoHeH $papMakoKHHETHYEH 2HATTH3, OCHOBARAIN & HA JAHHH 0T 9 KOHTPOIMpPAHH
KJMHHYHH H3MHTBAHHSA, TIPH KOHTO Ca M3TI03BaHH Pa3liidHH HHXanaTopHu ycTpolicTsa (Jluckyc,
Wuxanep 3a nosnpano snpreksane) u ¢a BRoUBamH 350 NalMeHTH ¢ aCTMa Ha BB3pACT OT 4 10

77 ropued (174 nawpenTy Ha BE3pacT Mexkay 4 u 11 rogunu) e HabmoaBana MO-BHCOKa CHCTEMHA
ekcriosuiHs Ha FP crien nedenwe cre Ceperua uckyce 50/100 B cpagHeHHe CBe (IyTHKA3OH

npormuoHat Juckyc 100.

CroTHOLIEHHE Ha reoMeTpHUHUATE cpemtu [90% JTA] ripu cpasnenue na Canmerepos/FP cpemy FP
JBCKyc IIpH feTcKa NoNyalHs H [pH IOHCLIH/BB3PacTHH:

Tepanun (test vs. ref) Honynayun AUC Conax

-Camverepor/FP Jliickyc 50/100— | Heya (4=11 200)~ - —| 12001,06— 1,37] [ 12T = 141 7| — =——=
FP Muckye 100
Canmerepon/FP Tuckyc 50/100 ICoHOIm/ Bo3pacmuu 1,52 [1,08—-2,13] | L,52{1.08—-216]
FP Jluckyc 100 . (212 200.) o o

Ougenen € epekThT ot 21-nHeBHO. tevenue ¢be Cepernn HMuxanep 25/50 mukporpama. (2 MExanatiii,
ABa IETH THEBHO ¢ MK 6e3 oGeMHa kamepa) win Cepern Juckyc 50/100 muxporpama (1
WHXAnA¥, Ba ITHTH AHEBHO) NpH 31 Aena Ha BR3pact oT 4 10 11 roguan ¢ eka dopma Ha acTMA.
CucTeMHaTa eKCTIO3HIMA Ha caaMeTepon, npuiaran cec Cepernn Huxanep, Ceperng Huxanep ¢

- obemHa Kamepa u Cepe'mn Huckyc e 6una cxonna (CLOTBG’I‘HO 126 pg hr/ml [95% JH: 70, 225] 103

dyTHKA30H npormona'r ¢ 6una cxomna 3a Ceperry Hﬂxa.r[ep c oﬁem;a xamepa (107 pg hr/ml [95%
AH: 45.7, 252.2]) n Ceperua duckyc (138 pg hr/ml [95% JTH: 69.3, 273 2]) HO 34 Cepemn Huxanep
— e buna ¢ no-Hucku crofiHoct (24pg hr/ml [95% JIH: 9.6, 60.2]).

__5_:_-’_’: _ lpeaxnsnuunn AAHEH 32 Ge300aCHOCT

. ITpy u3METBAHMATA CKHBOTHH HA CANMETEPON U (IyTHKA30H NPOIHOHAT, IIPANOXKEHH TTOOTACIHO,

- /IMHCTBCHHTE €(EeKTH, KOHTO MOTaT [a Ce OTPA3sT HA JIEKAPCTBeHaTa 5e30nacHOCT PH HOBEK CATE3H - S
CBBP3aHM ¢ H3BBHPEAHO YCHIIBAHE HA (JapMAKOJIOrHYHHTE HM ACHCTBHA.

I1py penpoMyKTHBHY H3MHTBAHHUA ¢ XXMBOTHM € HabI0N1aBaHO, Y€ IMOKOKOPTHKOCTEpO
HHIYDEpaT Majldopmanin (BpoaeHa 1enka Ha Hebuero, ckeneTnd Mandopmamux). He o8 up
TE3U PEIYNTATH AA €A PENISBAHTHY 33 XOPa Nnpn ynoTpeba Ha npenopruBannTe J03H. 3

JKHBOTHH HA CaNIMETEPOI ¢a NoKa3any eMOpHOHANHA TOKCHUYHOCT CaMO TIPH BHCOKH HHP
eKCIIo3uMA. IIpH e1HOBPEMEHHOTO MPHIMKEHHE HA JBETE IEKAPCTBEHH BEllleCTRA TP
A03H, CEBP3aHH C H3BECTHH IIIOKOKOPTHKOCTEPOH HHIYIMpaHH Mal(opMauuH € HabNo
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NOBHLIEHa YECTOTA HA CITYYad Ha TPaHCIOHWpana yMOUAUKATIHA APTEPHA ¥ HeITHINA OcupUKauMs Ha
OKUMIHTANHATA KocT. HHTO canMerepos kcuHadoar, HHTO QUIyTHKA30H IPOIHOHAT ¢a MOKa3a/H
MOTEHUHAT 32 FeHeTHYHA TOKCHYHOCT.

6. ©OAPMAIIEBTHYHM NAHHH

6.1. CpnHCbK HA IOMOIHATE BEIECTBA

Tlomowmo rewecTpo: Jlakrosza MOHOXHAPAT (CHABPKA MICYHH POTCHHH).

6.2. HechbBMecTEMOCTH

Henpuioxumo.

6.3. Cpok ga rogaOCT

2 ToNUHH

6.4. CnemuanHu ycJioBAS HA ChXpaHeAHe

Ja He ce cexpansgpa Hanx 30°C.

6.5. Bmau chABpXKAHHE HA ONAKOBKATA

TlpaxbT 3a uHXanaipma ce Hamupa B Gicrepr {ruesaa) 8 PVC nenra, MOKpHTa ¢ OTIEIALLO Ce
naMHHMpano QomHo. JlenTara € NocTaBeHa B MHXAIATOPHO YCTPOHCTBO C THAB LBAT, OT/IATO OT

miacTMaca.

I’IHX&I!&TOPHOTO yCTponcmo ce npe)mara C JICHT®, cm'bpmama 28 WiIH 60 pa.nﬂomepno pasnonmlceml

TV’GJIHCT@]}&*’*" - PR S P —— p— o R

‘He BcHUkH BHAOBE ONAKOBKH MOTAT A2 ﬁ*sna'r IIyCHATH B npona;xﬁa
6.6. Cnemuumn NpeANAIHE MEPKY NPHE H3XBLPJASHE B paﬁo"ra

Hpaxonom mmanaropno ycrpoﬁcfﬁo Huckyc ocaoﬁdmana npax, KoifTo ce B/IMINEa B GemmTe
npobose.

Huickyc uma 6pom Ha JIO3UTE, KOHTO 110KA3Ba OCTABALIATE JO3H.

B nuctoBkarta ¢ HHpOpMAalA 33 NALMEHTA CE ChABPKAT no,upoﬁlm YKA3aHHA 33 yno'rpeﬁa

7. IOPHTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEEA

" GlaxoSmithKiine Trading Servnces L1m1ted
12 Riverwalk, - _
. Citywest Business Campus, = . . . _ . . e

Dublin 24,
Hpnannua
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8. HOMEP(A) HA PAPENIEHMETO 3A YIIOTPEBA

Ceperun Jluckye S0 muxporpamal 100 Mukporpama/nosa,
Mpax 3a HHXANAWHA, MPeIBAPHTENHO Ao3upaH — Per. Ne 20000234

Ceperun Jluckyc 50 mHkporpama/250 Mukporpama/aoza,
Ipax 3a HHXAJTALKA, TPeBAPHTEIIHO 03upaH — Per. Ne 20000232

Ceperup JIuckyc 50 Muxporpama/500 MuKporpamMa/nosa,

Nipax 3a WHXANRIA, MPeABApUTeNHO Ao3upaH — Per. Ne 20000233

9. JIATA HA ITBPBO PASPEINABAHE/MIOJHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jata Ha mepBo paspewaeane: 06/06/2000

Jara na nocienno mognoegBane: 12/08/2011

10. JJATA HA AKTYAJHM3HPAHE HA TEKCTA
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