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OA0BEP- :
1. HMEHA JEKAPCTBEHHSI MPOJIYKT nata £ 756 J % v 1100
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I PV ACOUTHTGA . 00 of
Seretide Diskus 50/100 muxporpama/saumBaHe (1032), npax 3a HHXaNal@s, PEIBAPHTEIHO KOSHPAH.

Seretide Diskus 50/250 Muxporpama/suIBake (£034), Npax 32 HHXANALHS, HPETRAPHTEIHO JOSHPAH.

Seretide Diskus 50/500 Mukporpama/BaumBane (103a), Upax 3a HHXANAIHS, PeIBAPUTEIHO NO3KPAK.

2.  KOJMYECTBEH M KAUECTBEH CLCTAB
Cse Besxo Brumsane Seretide Diskus ce npuemar o 50 Mukporpama canmeTepon, Hox dopMata Ha
canMeTepont KeuHadoar (salmeterol xinafoate) u cvotsetHO o 100, 250 u 500 Mukporpama GIyTHKa30H

nponuosat (fluticasone propionate).

3a MoMOLIHHTE BELUECTRa BrX T.6.1.

3. JEKAPCTBEHA ®OPMA

ITpax 3a HHXanalys, NPeIBAPHTENHO TO3HPAH.

4. KIEHTYHHA JAHHUA
4.1. TepaneBTHUHH NOKAZAHHS
Acmua

Seretide Diskus € nokasaH 3a pefloBHa Tepamus Ha aCTMa, KBETO € TOAXOAAINO NPHIATAHETO Ha
KoMOuBauys OT aLironeHcTsall B-2-arOHHCT W HHXANATOPEH KOPTHKOCTEPOH;

- HAlUEHTH C HEe3aAOBONMTEIIEH KOHTPON Ha (oHA Ha JICUEHHE ¢ HHXAIATOPHH KOPTUKOCTEPOHIH M ¢
KpaTKO-A¢HCTRaIM [3-2-arOHUCTH NPH Hy>KAA

Had

- TALHEHTH ¢ NOCTHIHAT AAEKBATEH KOHTPON IIPH €AHOBPEMEHHO NIPHUIATaHu HHXAIATOPEH
KOPTHKOCTEPOMI U OABAro AelicTeain 3-2- aroHHCT.

3abenexxa: Vnorpebara Ha Seretide Diskus 50/100 Mukporpama He e IOAXOAAIIA FIPH BH3PACTHH H
AEHA C TEeXKKA ACTMA.

Xponuuna obcmpyrmusna 6enodpobuag 6orecm

Seretide e Moka3aH 3a CUMITOMATHYHO JleveHHe Ha naruentn ¢ XOBB ¢ ®EO, <60% oT npeasraeHoTo
HOPMAITHO (Npe-OpoHXOAMNIATATOPHO), C aHAMHE3a 34 IIOBTOPHY €K3aLepOaLMH M ChC 3HAUMTEITHA CUMITTOMH
Ha ¢oHa Ha penoBHa OPOHXONUIIATATOPHA TEpAaIHs.

4.2. Jo3HpOBKA N HAMHH HA NPHICKEHHE

Seretide Diskus e npeqHazHaueH camMo 2a HHXATATOPHO NPUIIOKEHHE.




ONTHMaNHA JO3UPOBKa Ha Seretide 1 JO3HUPOBKATA J1a e NIPOMEHS CaMO I10 JISKAPCKO NpEINHCaHHE.
Jo3upoBKaTa ¢j1eABa Aa c€ KOPHTHPA 0 XOCTHI2He HA Naii-MaJKATa ONTHMARIHA X034, MPY KOATO ce
noaALPskA epeKTHBEH KOHTPO) BLPXY ¢cHMI'FOMHTE. B caiyuanTe, IPH KOATO aXeKBATEH KOHTPOJ HAJ
CHMOTOMETE Ce HOJAbPXKA ¢ HAl-HACKaTa KOHIeHTpanns Ha Seretide Diskus, npniaran 1ga nsTH
QNHEBHO, CJICNBAIIATA CTHIKA B JIeWeHHeTo {1 MOrJia A2 BRIIYBA NPOGHO MPHJIOKEHHE CAMO Ha
HHXJATOPeH KOPTHKOCTEPOn. ANTepHATUBHO, 4KO IIO NIPEUCHKA HA JIEKYBaLIKs JeKap ToBa 61 OCHIypHio
aIeKBATEH KOHTPOJ HaX CHMITOMHUTE Ha 3a60/SBaHETO, IPH TMALKMEHTH, NP KOUTO ¢e Halara mpHiIokKeHue Ha
ABJroNeicTBaly [3-aroHKCT, MOXKe 1A ce TpeMune kbM Seretide Diskus, Ipunaran Beg#ek gHesHo. B
ciyuaute, korato Seretide Diskus ce rpunara BeIHBX AHEBHO, aKO MALKEHTHT € ¢ aHAMHE32 33 HOLIHY
TIPUCTBIIH, IEKAPCTBOTO TPAOBa fa ce HHXaupa BeYep, a NpH MAIHCHTH Ch¢ CHMITTOMH [JIABHO 11Pe3 JCHA,
Jio3ara TpabBa ia ce HHXanupa CyTpHH.

B 3aBHCHMOCT OT TexKeCTTa Ha 3a00MIIBaneTo ce Ipuhara Takaga KoHuenTpauua Ha Seretide Diskus,
KOATO J1a ChABPKA MOJX0 AIaTa 2032 (UTyTHKa30H NPOnUoHar. Jlekapure, KOWTO NMpeANYCBaT IEKapCTROTO,
TpabBa a 3HaAT, ue NPH MalHMenTy ¢ acTMa (uryTHKa30H MPOIHOHAT € TONKOBA e)eKTHBEH, KOMKOTO 1
OCTaHAIUTE HHXATATOPHHM CTEPOHAN MPH NMPUONHM3HTENHO HaMaleHa HATIONOBHHA JHEBHA 1034 B MHUKPOTpaMa.
Hanpumep, 100 pg duryTikason nponrHoHaT e npubANZUTENO ekBUBaneHTed na 200 pg GexnomerasoH
JUIPONHOHAT WK OyIe30aul. AKO ce Haara Aozupane H3BBLH npenopryanuTe 32 Seretide Diskus
TEPaNeBTHYHH CXEMH, MOTatT Ja ¢e H3IT0A3BAT NOAXOAAINH JIO3H Ha [3-aTOHMCTH H/HMIH KOPTHKOCTEPOHIH.

I PENOPLUNTENHA JO03HPOBKA,

Acmma

Br3pacTaun 1 moapacTsamA Hax 12 roamen;

o eaHa urxananua (50 pg canmerepon 1 100 pg GmyTHKA30H HPONHOHAT) B2 ITETH AHEBHO
WK

o eaya nexamamesa (50 pg camMertepon u 250 pg GIyTHKa30H NPONHOHAT) AR THTH JHEBHO
HITH

o egna mexanauus (50 ug camverepon u 500 ug QuryTHKA30H DPORMOHAT) ABA METH THEBHO.

Kpatrocpouno npoyusaHe cse Seretide Moxke Aa ce B3eMe NpeIBH IpH MEPBOHAYATHA TTOATBPIKAILA
Tepanus NPy BL3pacTHH KM IOPAcTBalliM C5C CPEeIHO Texkka GopMa Ha acTMa (TaMeHTH ChC CHMTITOMMU
npe3 AcHdA, eKeIHEBHO NPWIOKEHHE Ha JieKapcTsa 3a OBp30 obnexyaBaHe Ha CUMITTOMUTE U CPEHO JO TEMKKO
3aTPyOHEHKE B JUIIIAHETO), 38 KOMTO € Kpaiiho HeoOX0oQuMo MocTHraHe Ha Obp3 KOHTPON Ha acTMata. B Tesn
CHYYaM NPESHOPHUATENHATA HAYAITHA 1032 € €HA HExanauug ot 50 pg canmetepon 1 100 ug uyTHkazoH
MpOMHOHAT IBa MIBTH AHeBHO. Crien NOCTHrade Ha KOHTPOJI Hall acTMaTa, IeHeHHeTO MO Jia ¢e [Ipepasrnesa
4 Ja ce OOMHCIH JaNM MALHEHTHTe 12 HPOALIIKAT JISUEHUETO CaMO C HHXaaTopeH KopTukocTepoua. Hpu
HaMajsgBaHe Ha /03aTa ¢ HeOOXOXIMO NOCTOSHHO HaGionenHe Ha NalieHTHTe.

He e noxasana mosza B ¢paBHEHHE CHC CAMOCTOATEIIHO HHXANATOPHO MPHIIOKEHHE Ha QITyTHKA30H
HPOITHOHAT KaTo IIPROHAYAIHA IOAABPKALLA TEPanys, KOTaTo JIHNCBAT €HH WIH IBA OT KPHTEPHUTE 23
TeskecT. OOIIO 3a NOBEYETO MAHUEHTH HHXaNATOPHUTE KOPTHKOCTEPOHIH OCTARAT H300D 3a JICUEHHE OT IIbPRa
nunus. Seretide He e mokasaH 3a NMBPBOHAYANIHA Tepaiii Ha fieka dopma Ha actMa. Seretide ¢ koHUEHTpaUHA
50/100 MuxporpaMa He € IOEXOAANI 32 BE3PAcTHH H Aena ¢ Texkka popma Ha actma. [Ipenoprusa ce 1a ce
YCTAHOBH IMOJXORAIIATA AO3MPOBKE HA HHXANATOPHHA KOPTHKOCTEPOUA Npeu Ja ce U3fon3Ba hHKCHpaHa
KOMOHHALWMA TIPH HALHEHTH ¢ Te)xka opMa Ha acTMa.

Jena nan 4 ropaan:
1o eAna gaxanauus ot 50 ug canmetepon u 100 pg QIIyTHKa30H IPOMUOHAT [BA TETH AHEBHO.

MakcuMasnHo oxo0peHara 1032 (IyTHKA30H NpONHOoHaT, HocTaBiH oT Seretide Diskus npu geua e
100 pg ABa Ir6TH JHEBHO.
Hama undopmanus 3a ynorpebara Ha Seretide rpu zetia mon 4 roauinHa BB3pacT,
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XObb:

Brnapacran:
1o efHa unxananua (50 ug canmmerepon u 500 pg QiryTHKA30H NPONHOHAT) JBa IIETH AHEBHO.

Crenuainu 2pynu nayuennmu:
[Tpu nanpeHTH B HanpeAHANA B3PACT WIH TakHBa ¢ Ob0peyHH HapyieHUs He € HeoOXoouMa KOpeKIUA

wa fo3upoBKata. Hiama manHy 3a ynorpebata Ha Seretide Diskus npu naupent# ¢ uepHompoOHO yRpexIaHe.

WMinonseane Ha yerpoiicrsoro Diskus:
VerpoiieTBoTO ce OTBapA U ce 3aAeHCTBa upes IUIb3raHe Ha OyTalloTo, cliel KOETO AINIMKATOPET ce
TIOCTABS B YCTATa M YCTHHTE Ce CKIII0YBAT OKkono Hero. Muxanupa ce no3ata M yCTPOHCTROTO ce 2aTBaps.

4.3. NMporuponoxazanns

Seretide Diskus € mpoTHEONOKa3aH NPU HALMEHTH ChC CBPEXUYBCTEUTENHOCT KBM KOETO H Ja € OT
JIEKAPCTBEHHTE HIIH IIOMOLIHUTE BEIIECTRA Ha MIPoXykTa (Bxk. Touka 6.1).

4.4, Cpneunnajau npeIyupPeKIeHAS B IPeANa3HA MEPKH NpH yHoTpeda

Hopmanso fedeHMeTo Ha acTMaTa TpabBa Ja ciefiBa cThIajioBMAHa nporpama. Heobxomumo e
TIORMMABAHETO HA MALMEHTA A ce KOHTPOJIHpa KaKTO KIHHHYHO, TaKa H ype3 (yHKIMOHATHH H3C/IeIBaHUT Ha
IuXatenHaTa (GpyHKIHs.

Seretide Diskus He TpaOBa na 6b0e H3NON3BaH 32 KYMHpaHe HA OCTHP aCTMAaTHUYEH NPUCTHIL, KOHTO
Hajlara H3I0J3eaneTo Ha 6bp30- i KpaTkofeiicreanl Oporxonunatatop. [laimenTute Tpsaba na 6baar
CHBETBAHH Ja UMAT Ha pa3NoNoXKeHue MO BCAKO BPeMe JIEKAPCTBEH NPOIYKT 3a oblIieKUapase Ha OCTBD
acTMATHYEH NPUCTHI.

He 1pa6ea ga ce 3anousa neyeHne che Seretide Diskus npu nauperrut ¢ oSocTpsiue ¥nu OpH
3HAYMTENHO WK OCTPO BIOLIABAHE Ha acTMara.

ITo Bpeme na neyenne cue Seretide Diskus MoraT na HacTBHIIAT CEPUO3HM HEKENAHH PeakKlidy, CBbP3aHH
c actmata 1 obocTpasero H. HeoGX0AHMO € nalueHTHTe Ja NPOALDKAT JISYSHHETO, HO Ja HOTHPCAT NEKapCKH
CHBET, 8K0 CHMITOMHTS Ha aCTMAaTa OCTAHAT HEKOHTPOJIHPAHHK HITH €€ BIIOWIAT ciIefl 33[I0YBAHE Ha JIEUCHHETO
cwe Seretide Diskus.

VeenuueHara ynorpeba Ha KpaTkofeHcTRaIl OPOHXOAMIATATOPH 33 KyNHpaHe Ha MPHUCTBIIM NOKa3Ba
BIIOIIABAHE HA KOHTPOJIA BBPXY 3a00/ABaHeTO ¥ Hallara perie/l Ha IauueHTa.

PS3KOTO H NPOTPECHBHO BIOIIABAZHE Ha KOHTPOJA Ha aCTMATA € NOTCHLMATHO JKUBOTO-34CTpAIIaBaIlO H
nalueHTHT TpaOea aa Os/1e KoHCYNTUPaH HEOTIOXKHO OT Aekap. B To3m ciyuaii cnexpa na ce oOMHCIH
yBeNWYaBaHe Ha JO3MPOBKaTa Ha KOpTHKOCTepouauTe. Tam, kpaeto Seretide Diskus B noceramnara
JIO3HPOBKA HE € OCHI'YPHJT afleKBaTeH KOHTPON Ha aCTMAaTa, MAUMEHTHT CHIIO TPAORA Aa ObJe KOHCYNTHpPaH OT
nexap. B cmyuait Ha Hy»xna TpabBa A2 ce Ha3HauH AOIBIHUTENHO KOPTHKOCTEPOHAHO IeUeHHe TIPH NIAIMeHTH
¢ actma i XOBE.

Criel, mOCTUraHe Ha KOHTPON BBPXY CHMIITOMHUTE Ha acTMarta, TpAbBa na ce OOMHCIIH NOCTENCHHO
HaMaJIsBaHe Ha no3ata Ha Seretide Diskus. Ipu HamanABane Ha 1o3aTa € HeOOXOANMO NTOCTOSHHO
HabniopeHue Ha maupenTuTe. TpabBa Na ce u3non3sa Haif-uuckaTa edexrusra fo3a Seretide Diskus (six
Touka 4.2),

JleueHneTo cue Serctide ne TpsaGra fa ce MPEKBCBA BHE3AMHO MPH NALMEHTHTE € aCTM4, MOPajJH PHCK OT
ofocTpaue. HaMansgeaneTo Ha no2aTa TpAORA Aa ce W3BBPIIBA [OZ JISKAPCKK KOHTPOL. Ilpu nauuesTaTe ¢
XOBE npeycTaHoBaBadeTo Ha TepanHATa LMo MOXKE A3 Ose NpHAPYKeHO OT BIOLIABAHE HA
CHMNOTOMATHKATA, 3aTORBA ¢ HeoGX0MMUMO J1a Ce H3BBPLIBA MO JISKAPCKH KOHTPOIL.

KaxTo 1 BcHUKH OCTAHAAH UHXAIATOPHY NEKapCTBEHM NPOAYKTH, ChABPKALIH KOPTHKOCTEPOHAY,
Seretide Diskus Tp#6Ba 1a ce mpnara BHHMATEIHO NpH NauesT! ¢ GeronpobHa Tydepkynosa.

Panxo Seretide Diskus Moske fa IpHYHHYA ChPASYHH ApPHTMHH, HATIP. CYNpaBeHTPUKYIapHa
TAXHKapIHsA, EKCTPACHCTONH, NPeIChPAHO MEXUICHS U cliabo 06paTHMO MOHMKABAHE HA CepYMHU r@mgpm]pu
BHCOKH TepanesTHyHu 1034, 1o Tazu npuumna Seretide Diskus Tpa®sa na ce npuitara ¢ nosu @Mmﬂe ¥
TIpH MALMEHTH C TEXKH ChPAEUHO-CHAOBH 3a00NBaHNs, PUTHMHH HapyIUeHHs, 3aXapeH auaf t;v LA

HHRBA Ha KaJlli. ,;g
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Muoro paakoe ¢ noKIaIBaHoO IIOBUINEHHE HA HUBATA Ha KPBBHATA 3axap (BiK. Touka 4.8), HO TOBa Tpsa6Ba
Ja ¢ MMa MpeARHA NPH NPSIHMCBAHETO Ha JISKAPCTBOTO Ha HALIMEHTH ¢ aHaMHe3a 3a 3aXxapeH auaber.

Kaxro U nipu Bcaxa Apyra MHXaJaTOPHA Tepalus MOKe Aa e pa3BHe MapafioKcaleH OGpOHXOCIashM ¢
BHE3AIHO YBE/MYaBaHe Ha XPHIOBETE ciel IpueM Ha fozata. Tepamusara cie Seretide Diskus Tpadsa na 6bae
npexpaTeHa HezabaBHO, MALMEHTHT 12 ObAe nperneaas H B ciiydaii Ha HeoOxoauMocT Aa My OBl Ha3HAYeHO
aNTEpPHATHBHO NeYeHHe.

Seretide Diskus cpaBpXa naxroza B KonH4YecTRO 12,5 mg/noza. Tosa KOMMYeCTBO OGHKHOBEHO HE
ripeAH3BHKRA poOneMH NpH MAUUEHTH ¢ HENOHOCUMOCT KbM J1aKTO3a.

TIpn npemuHaBare KeM JieHeHHe cbe Seretide € HeOOXORMMO CIIELMANHO BHMMAaHUE, 0OcODEHO NpH
NIOO3PEHHE, Ye BYHKIIATA Ha HanOBLOpeyHuTe JKIe3H € YBPeiSHA HOPAJH CHCTEMHA CTEPOHIHA TEPailk B
MHHAOTO.

KakTo mipu BeHYKH BHHXAIATOPHH KOPTHKOCTEPOKIH, fI0-CIIELHANTHO TIPH TIPHEM Ha BUCOKY O3 3a
NPOALIDKUTENHH NIEPHOAM OT BPEME, € BB3MOXKHO J1a C& MOABAT CHCTEMHH peakuin. [losBaTa Ha Te3U peakiMy
€ FI0-MafKO BEpOATHA, OTKOIKOTO NPH NEePOPAIHUTE KOPTHKOCTEPOUIH. BE3MokHUTe CHCTEMHH peakIiu
BIUTFOUBAT CHHAPOM Ha KEBIIMHT B KBIIHHIOMAHH YepTH, IOTHCKaHe Ha HanOnOpeyHara dyHKiws, 3abasgue
Ha pacTexka TPy Aella U IOHOLIH, [IOHMXKaBaHe MHHEPATHATA IUTBTHOCT Ha KOCTHTE, KaTapakTa H Ilaykoma.
Iopanu Ta3H OIPpHYHHA € BA’KHO HAITHEHTHT A ce KOHCYJITHPA PeIOBHO C JeKYBAINS JeKap ¥
JO3HPOBKATA HA MHXAJRTOPHMS KOPTHKOCTEPOR JA ce KOPHTHPA 0 AOCTHI AHE HA Haki-MagKaTa
BB3MO;KHA 7033, IPH KOSTO ce MOCTHra eheKTHBEH KOHTPOJI BhPXY CHMITOMHTE HA ACTMATA.

Ipenioprura ce peoBHO U3MEpBae BHCOYHMHATA Ha AELATa, ISKYBaHH IBIr0 BpeMe ¢ MHXaJaTOPHH
KOPTHKOCTEPOHIH.

TIponspKHTENTHOTO JeHeHHE ¢ BHCOKH JI03U MHXATATOPHH KOPTHKOCTEPOUIH MOXKe J1a JOBEAE 10
[OATHCKAaHE Ha (yHKIMaTa Ha HanOs0peunuTe e 1 octpa HanOBOpeyna kpusza. OcobeHo HOBHIIEH e
PHCKBT IIpH JIeLa K IOHOIM HA BB3PACT 04 16 ronuHy, KOKTO NPHEMAT BUCOKM 03K (ITyTHKA30H [IPOTIHOHAT
{obuxnoBeHO > 1 000 g qHerHO). CHILO Taka ca ONHCAHH MHOFO PEAKH CAyyad Ha MONTHCKaHEe Ha
dynxiaTa Ha HanGBLOPEUHUTe KITe3H U 0cTpa HanOROpeyuHa Kpusa NpH Ho3u Mexay S00 1 mo-mMamko or 1 000
g, PakTOpH, KOWTO MOraT Ija MPOBOKHMPAT ocTpa HaaOLOpeyHa KpH3a ca TpaBMa, XHpYpriyia HHTePBeHLH,
uHbeKUHA WK OBp30 HamandeaHe Ha fo03ata, CHMITTOMETEe 0OMKHOBEHO ca HEONpeieNieHl H MOTaT Aa
BKJIFOUBAT JIMIICA Ha aETHT, KopeMHa 6oika, 3aryba Ha TervIo, YMOpAeMocT, riragoboITie, FaicHe, IOBPBILAHE,
XUIIOTOHHUSA, HAMAJIeHA SCHOTA Ha CH3HAHUETO, XHITONTTMKEeMHA M FhpuoBe, Heobxoaumo e pa ce MMa npensun
JONBJIHATETHO MTOKPHTHE CHC CHCTEMHH KOPTHKOCTEPORIM NPH NalMEHTH B IIEPUOIHUTE Ha CTPEC HITH IpH
IUIAHOBH XHPYPrHYHH HHTEPBEHIUH.

Tepanusra ¢ HHxanaTopeH QIyTHKA30H NPOMHOHAT HAMAIABA HEOOXOAMMOCTTa OT NPHIIOKEHHE Ha
TIepopanHy KOpTHKOCTepouan. Tpsabea fa ce HMa TIpeABHN, 00aye, Ue 32 3HAYHTENICH NEePHOA OT BpeMe MpH
MaUUEHTHTE, MPeMHHAM OT [IepopajiHaTa KbM HHXANATOPHATAa KOPTHKOCTepOMAHA Tepalli, ¢ HaJlHlle pHCK OT
HaMaleH pe3eps Ha HanGBOpeuHuTe xutesn. [logo0eH pHCK CHINECTBYBA H [PH NAIMSHTHTE, APH KOHTO B
MMHAJIOTO C€ € Hajaraja ClellHa Tepallis ¢ KOPTUKOCTEPOHIH BbB BUCOKM N03H. BraMoxkHOCTTa 32 TakoBa
HapyileHHe TpadBa BUHATH A ¢¢ UMa NPEABH/ NPH CrelIHH CHTYaUMH M XUPYPrHYHE UHTePBEHUMH, NPH
KOHTO € BEpPOITHO MPEOU3BHKBAHE HA CTPEC, U Ja Ce NPEUEHH OAXOSI0 KOPTHKOCTEPOHIHO JIEHEH e,
CreneHTa Ha HanOb0peyHOTO YEpEKAaHE MOXKE Ja HANOXKH KOHCYIITAUU OT CIeLHATUCT IIPeH IiaH0Ba
XHpPYPrHYHA HHTEPBEHLI.

PuroHarHp MOKe Aa IOBHULIM 3HAYHTENTHO HHBATa Ha (UIyTHKA30H NPONHOHAT B I1a3Mata. [lopamu tazu
NpUIMHa TpsORa ja ce u3bArBa eNHOBPEMEHHOTO UM NPHIIOKEHHE, OCBEH aKO TIOTEHIIHATTHITE IOJ3H 32
NAaLHEHTHTE HAIXBHPIAT PUCKa OT CTPaHHYHHTE e(leKTH Ha CHCTEMHMTE KOPTHKOCTePOUIH. PHCKET OT
CHCTEMHH HEXeflaHH JISKAPCTBEHU PEaKLMM e MOBHIIeH U Npy koMGHHMpaneTo Ha GIyTHKa30H NPOIHOHAT C
apyru CYP3A nuxuburopu (BIK Touka 4.5).

Tipn xwiunpunoTo uznuteane TORCH e noknaneano yBenuueHHe Ha ciiydauTe Ha MH$peKua Ha
NOTHHUTE JUXATENHH IBTHNA (TI0-KOHKPETHO NMHEBMOHHS U OpoHXHT) npH matmenty ¢ XOBB, momsyuasamy
Seretide B cpaBHeHHe ¢ Te3u Ha Ianedo (Bik Touka 4.8). B cpoTo uenuTeane e Habmonasano, Je 1o-
PB3PACTHUTE NALAEHTH ¢ NI0-HHCHK HHICKC Ha TeNecHaTa Maca (< 25 kg/m?) ¥ nauMeHTHTe ¢ MHOTO TEXKa
dopma Ha 3a6onseaHeTo (DEO; < 30% OT npeABHASHOTO HOPMANTHO) €4 Hali-3aCTpallleéHH 13 PA3BHAT
MHEBMOHHS, HE3aBHCHUMO OT JeueHHeTo. Jlekapute Tpabea aa 6p1aT ¢ MOBHIIEHO BRHMaHHE 38 BE3MEMKHT=-..
Pa3BHTHE HA MHEBMOHMS HIH APYra HH(EKIMa Ha JONHUTe AUXATEHH ITBTHINA NPU I'Ial.[ﬂeHTHTBA& X@BB‘ ‘Fn‘y
KaTO KAHHHYEATA KAPTHHA Ha Te3W MH(QEKUMK H Ha eKk3auepbaluTe YeCTO Ce MPHIOKPHBA. "

JaHHu ot o6mHpHO KIMHAYHO Npoyusare (Salmeterol Multi-Center Asthma Researc
OKAa3BaT, 4e NanpeHTHTe adpo-aMepuKaHiy ca GIIH ¢ [IOBHLIECH PHCK OT NOABA HA CePHO3
HapyILIeHHA HITH CMBPT NPH NPHIIOKEHHE Ha CATMETepOol B cpaBHeHHe ¢ nianedo (B 1o




YCTaHOBEHO JAJTH TOBA C€ ABJDKHM Ha apMaKoreHeTHYHH Wiy apyrd daxropi. ITo Tazu npHYHHA YePHOKOXKH
NALMEHTH OT ahpuKaHcKky MK adpo-KapuOCK NpoHsXox TpsaOBa Aa ObAAT CHBETBAHH 1A IPOABIDKAT
JIEYEHHETO, HO Ja MOTBPCAT NEKAapCKH ChRET aKO CHMITTOMHTE Ha 4CTMATA OCTAHAT HEKOHTPOMHPAHH WIH Ce
BIIOHIAT 110 BpeMe Ha npuioxenue Ha Seretide Diskus.

4.5. BsanMoneiicTBHE ¢ APYrH JEKAPCTBEHH IPOYKTH U APYry (JOpMH HA B3anMoaeiicTBHE

KakT0 HeceleKTHBHHATE, TaKa W CENeKTHBHHTE [3-0iiokepH TpsaOBa Aa ce U30ATBAT OCBEH aKO HE
CBLIECTBYBA HENPEOAONMMO OCHOBAHHE 34 THXHOTO IIPHIIOMKEHHE,

EnHoBpeMeHHaTa Tepanis ¢ ApYTH B-aapeHeprityHH IeKapeTBa MOXKE A4 HMA [IOTEHLHANeH aHTHBEH
eeKT.

Ipr HOpMasTHH YCnoBHSA clief{ HHXanupaHe Ha 103a (IIyTHKa30H MPONHOHAT Ce MOCTHIaT HHCKH
TUIa3MEHH KOHLEHTPAIIHY, NOPaad eKCTEH3HReH MeTabOAU3IBM IIPH ITEPBO NPEMHHaBaHe H 3HAYHTEITHO
CHCTEMHO H34HCTBaHe, MEAMHPaHo OT HuToXpoM P450 3A4 B yepsara u YepHus Apob. [Topapu Tasu HpHYNHA
€ ManKo BepOATHO OCHILIECTBABAHETO Ha KIIHHMYHO 3HAYHUMU JIEKAPCTBCHH B3auMOASHCTBHA ¢ YYaCTHETO Ha
(ITyTHXA30H IPOMHOHAT.

ITpu npoyurakxe 3a onpefeNaHe Ha JeKapcTBEHHTE B3aUMOAEHCTBUA NPy Ha3aMHO TIPUTOKEH
(ITYTHKXA30H IPOMTHOHAT IIPH 30paRH X0pa € ycTaHoBeHO, ue 100 mg putoHaBp (MEHOTO MOIUSH HHXHUOHTOD Ha
uuroxpoM P450 3A4) aea bpTH AHEBHO NOBHINABA HAKOIKO CTOTHH IIBTH INAa3MEHMTe KOHLEHTPaluH Ha
Iy THKa30H IIPOMHOHAT, KOSTO BOJM /IO 3HAYUTENIHO HAMaJICHHE Ha CEPYMHUTE KOHIEHTPaUMH Ha KOPTH30/IA.
Hsama undopMaring 3a Te3H eexTH NPH HHXanaTOPHO NPHIOKeHHE Ha GIyTHKa30H NPONMUOHAT, HO Ce OYaKBa
3HaIHUTENHO NMOBUIIICHHE Ha TUIa3MeHHTE My kupa, ChoOLICHH ca cllyyau Ha curapoM Ha KbIuHr 1 Ha
HONTHCKAHE HA (yHKUHATE HapbpOpeunuTe sxte3r. KoMGHHUpaHeTO Ha Te3W JIBe IEKapCTBEHH BELIECTRA
TpAbBa Aa ce U3GArBa, OCBEH aKO NO/I34TA 33 NAllUEeHTHTS HAaAXBEPJI IIOBHIICHHS PUCK OT CHCTEMHH
TTIIOKOKOPTHKOCTEPOHAHHN HEXKENAaHH PeaKiyH.

Tpy Manko u3nuIBaHe BHPXY 3ApaBH KOGPOBOIIH ¢ YCTAHOBEHO, Y& MAJIKO NO-CIIACHAT MHXHOHTOD Ha
CVYP3A xeTOKOHA301 € MOBUILHI EKCIO3HLMATA Ha QUIYTHKA30H IPONHOHAT Cliefl eFHOKPATHO MHXAIUpaHe
¢ie 150%. ToBa e moBeno 10 No-roifaMo HAMAlIeHHME Ha HUBATA HA [IA3MEHHS KOPTH30/ B CPaBHEHUE Cho
CaMOCTOSTENHOTO NPHAOKEHHE Ha (pYTHUKaz0H NpornroHat. KoMOMHMPaHoTO JIeYeHHE ¢ IPYTH MOLIHH
uaxubHTopy Ha CYP3 A KaTO HTPaKOHA30/1 CHINO Ce OYaKBa A IMOBUIIK CHCTEMHATa €KCIIO3ULHA Ha
(hAYTHKA30H HPOMHOHAT H [ YBEIYM PHCKA OT CHCTEMHY HeskeIaHH JIEKapcTBeHH peaklny. [Ipenopsuea ce
ocobeHo BHUMaHHE INPH TAKOBA JISUEHHE K MPH BE3MOXKHOCT H30ATBaHe Ha NPOABKHTENHA KOMOHHIpaHa
TepanuA ¢ Te3!U JIEKapCTBeHH BEIlIeCTRa.

4,6, BpeMeHHOCT ¥ KhpMeHe

CoulecTByBa HEIOCTATHYEH OINKT B PUIATAHETO HA CAIMETepONl KCHHadoaT 1 QUIyTHKA30H NPOIIHOHAT
ripy GPeMEHHOCT M KbpMeHe Y HOBeKa. B u3cneqgaHus NpH >KUBOTHH ¢ OPHIIOKeHHe Ha [3r.
AIPCHOPELICTITOPHI arOHHUCTH ¥ MIOKOKOPTHKOCTEPOHAH ca HabmoAapaHH (eTaTHH Man(opManiy (BHXK
Touka 5.3).

KM nmpusarageTo Ha JieKapcTBOTO IIPe3 BpeMe Ha GpemeHHOCTTa TPSOBa fa ce pHOArBa camo aKko
OUaKRaHATZ NOJI3A 38 MaMKaTa HaJABMIIABA BCEKH BH3MOMKEH PHCK 34 IAOAA.

3a neuenne Ha Gpemennu Tps0Ba Na Obhe W3NeN3Bana Hali-HHckaTa epekTHBHA 1032 Ha PIyTHKaz0R
[POIMOHAT, HEOOXORHMA 32 MOAABPIKAHE HA ONTHMANEH KOHTPOA BEPXY CHMIITOMHTE Ha acTMATA.

He chluecTRYBAT JaHEH 33 IPEMHUHABAHE Ha canmMeTepol H IIyTHKa30H NIPOMHOHAT B YOBELIKATA
KbpMa. CanMeTepon B GIIyTHKa30H [IPOIIHOHAT ¢& eKCKPETHPAT B KbpMaTa Ha eXose, 1o Bpeme Ha KbpMeHe
Seretide Tpa6Ba na ce mpunmara camMo ako OYaKBaHATa MOJI3a 3a MaHKaTa HAABHLIABA BCEKH Bh3MOMKEH PHCK 3a
IeTeTo.

4.7, Edexrta pbpxy crnocoGHoCcTTa 3a Wodupane n paGoTa ¢ MANTHHK
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4.8. Hexesann IeKapCTBEHH PEAKLHH (
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Tt xaTo Seretide cpEBpIKa camMeTEPON U (BIIYTHKA30H IPONHOHAT, THILT K CTENEHTA
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PeaxiHH, acolHPpaHi ¢ BCAKO OT TE3H BCILNECTBaA, MOTAT Aa Ce NPEIBHIAT. Hama cnyqaﬁ Ha 110484 Ha
JONMBEAHATCTHH HEXKCHAAHH CHOHTHS BCNEACTBAC CAHOBPEMEHHOTO NMPUIIQECHUE HA ABCTC JICKAPCTBEHHU

BENIECTBA.

Hesxenanure nekapcTREHH peaKuMy, CEBP3aHH ChC CalIMETePONT B (UTyTHKA30H NPOIHOHAT, ca U3dpoeHH

I0-ZOJTY CrIOpe]] CHCTeMO-OpraHHaTa kinacubukaums v abconroTaaTa yectota. YecroTara ce gedpuHupa 1mo

CJIENHHA Ha4yHH: MHOTro decTH (> 1/10), gectn (> 1/100 1 < 1/10), mevectu & 1/1 000 1 < 1/100) u muoro
peakH (< 1/10 000), BrOuUTENHO H H30MHPaHUTe ChOOIeHHsA, MHOFO YecTHTe, HeCTHTE H HEYeCTHTE
HEKEIIaHH JIEKapCTBEHH PeakUuM ca olpeAeeHy 10 AaHHK OT KIBHAYHY YipoyuBaHua. CaydauTe Ha
HeMEeNTaHy peakuMK Opu miauebo He ca oTyeTeHH. MHOro peikiTe HEXeNaHH PEeaKiMK ca H3BENCHH OT

CACHPETHCTPALTHOHHN NaHHH,

Cucrema Opran Kiac Hesxenana jiekapcTBeHa peaKuns YectoTa
WHpeKUHH H apa3sHTO3H Kaumimosa ka ycTaTa ¥ reploTe Yectn
ITsesmonus *#ectn
Bponxur *#ecTn
Hapymenus Ha uMyHHaTa Peaxuuy Ha cBPBXUYBCTBUTEIHOCT ChC CIEIHUTE
CHCTEMA NPOSABU:
» Peakiui Ha KO¥HA CBPBXYYBCTBUTEIHOCT Heuectn

o AHrmoenemM (IAaBHO efleM Ha JIHLETO U
opodapruxca}, CHMIITOME OF CTPaHa Ha
JHXaTeTHATA CHCTeMa (HHCIHEeS 1/ WK
GpoHXocna3bM), aHAQUAAKTHYHH peaklHH,
BKJTIOUMTENHO aHADHIAKTIYEH IIOK

MHoro penki

Hapyiuenns Ha eHAOKpHHHATA
cHeTEMa

CunzpoM Ha KEBIIHHT, KBIIHHTOUIHH YEPTH,
TIOTHCKaHe Ha HapOBOpeuHaTa (hyHKIu,
zabaBaHe Ha pacTexa IIPH Jela H FOHOMIH,
MOHMKABAHE MMHEPANHATA TUTBTHOCT Ha KOCTHTE,
KaTapakTa H rimaykoma

MHoro penxu

Hapymenus Ha metabomisma
H XpaHeHEeTO

Xunoxanuemus

XHnepriuKeMuis

#ecTH

MHoro penxu

TcuxuaTpuyHe HapyleHus

BesrioxolicTeo, HapylIeHHs Ha ChbHA U IPOMEHH B
NOBEJCHHETO, BIIIOYHTEIHO XMIIEPAKTHBHOCT H
pasApa3HHTENHOCT (ITIaBHO MPH Jelia)

MHoro penke

Hapymenus wa HepBHaTA I'nasoGonue *MHoro uecTd
cucToMa Tpemop Yeetn
Hapymienus Ha cepaeqHO- Hammurargn Yecru
ChAOBATA CHOTEMA Taxuxapnus Hevectu

Crppreyunn apuTMHH (BKITIOYHTEITHO TIPEACHPAHO
MBXKIEHE, CYNPaBEeHTPHKYNAPHA TAXHKapauA U
€KCTPacHCTOIHA)

MHoro penku

JMxaTenHy, TOpakanHu 1
MeJUACTHHAIHH HapYIIeHHS

Punodapunrur

JIpaszHeHe B IbplIOTO
TMpecunxanoct/auchoHks
CuHy3HT

IMapanoxcaneH GpoHxXocnaszsM

**fMHoro yecTH
Yectn

Yectw 7
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Hapylienns Ha xoxara i JlecHO KpBBOHACAIAHE *#ectu
HOIKO/KHATA ThKaH
Hapymenns Ha MyCKyJ0- MycKynHE criasmMu Yectu
CKeNleTHaTa CHCTeMa H
TpasMmaTuuHH (GpaxTypH *#ecTH
CHEIHHHUTENHATa ThKaH
Aptpanrus MHoro penxu
Muanri MHoro penxu

* yecto cHOOIABAHH TipH IUTaneso
*% MHOro 4ecTo cro0Iasasu npy nnaneto
# crofiIasany mpe? 3 rOOUIIHUS MEPHOA, Ha IIpoyypaHe npy naipeHTH ¢ XObb

Crobuasar ce GapMakoIIOTHYHH HEXENaHy JEKAPCTBEHH peaklMH ApH JIEHeHHE C [3,-aTOHHCTH KaTo
Tpemop, MAINHTALMH U [arobomue; Te MoKasBaT TeHIeHIM Ja ObAaT NPEXOJHM M [a OT3BYYaBaT B X0O/Ja Ha
JICYEHHETO.

Hexxenana nekapcteeHa peaklis Ha (IIyTHKa30H NOPOMHOHAT € NPECHIIBaHe B KaHNH03a B yCTaTa H
CLPMOTO, KOMTO MOTAT A ¢¢ MOARAT NPH HAKOW nareHtH. [IpecHIBaHETO M KAHAKI03aTa MOTAT Ja ¢€
ofnekyat upe3s raprapa ¢ Bona ciieq npreMa Ha Seretide Diskus, CumniToMaTHuHaTa KaHAM03a MOMKE Ja Ce
JIeKYBa C JIOKANHU MPOTHROIBOMMHE NPOOYKTH €IHOBPEeMEHHO ¢ ynorpebara Ha Seretide Diskus.

IMueBMonus e Guna JoKnaaBana Opu npoy4sake Ha maiueHTH ¢ XOBB.

BB3MOKHHTE CHCTEMHU PEaKIWM BKIIIOYBAT CHHAPOM Ha KbIIMHT M KBINHHIOHHH YEPTH, TOTUCKAHE
Ha HanOnOpeuHara GyHKINA, 3a0aBsdHe HA pacTexxa IPH AeLia H IOHOIIH, MOHKAaBaHe MHHEPAIHATA IVTETHOCT
Ha KOCTHTe, KaTapakTa d raykoma (BroK Touka 4.4).

Mmuoro psiiko ca ¢ho0IIaBaHH CITyYay Ha XMIeprinkeMus (BIok ToUka 4.).
Kaxro # npH ocTaHaIMTe NPOLYKTH 33 HHXAMATOPHO NPIIOKEHHE € BE3MOXKHA [TOSBA HA TIapajioKcalleH
OpoHxocmasbm (BIDK Touka 4.4).

4.9. Ilpenozupane

Hiama JaHBH OT KIMHHYHH H3MHTEAHKS OTHOCHO NpeAosHpaneTo cwe Seretide, no no-nomy ca usbpoesn
e)eKTH, HACTHIMIIM CITe IPEJIO3KPaHe ¢ eHO OT IBETE IEKaPCTBEHH BEISCTRA:

CHMITOMHTE Ha fpeJO3HpaHe ChC CAIMETEPON ¢4 TPEMOP, MaBoboIHe i TAXHKapIHA.
IpenmounTaHUTe AHTHIOTH €2 KApAHOCEICKTUBHETE B-010KepH, kouTo TpaOBa Ja ce U3MON3BaT BHUMATEIHO
TIpH NAUMEHTH ¢ aHamHesa 3a OponxocnasMu. B ciydaii, ye nevernuero cee Seretide, TpaGra na 6wne
MPEKPATEHO NOPAKH Tpeio3ipaHe Ha B-arOHMCTa B MPONYKTA, TPAOBA fa & OOMHC/H IPHIATaHeTO Ha
NONXOAAINIA 3aMECTHTE/HA Tepanus ¢ KOPTHKOcTepou. JIONMbIHHTENHO € BE3MOMKHA XHUIOKanHeMHus. B To3u
criydaif TpsOBa Ja ce NPeLieHH KOMICHCHPAHETO Ha Kalnui.

Ocrpo npenosnpane: HuxanupaHeTo Ha 1031 (IyTHKA30H NPONHOHAT HAJl NPEIIOphYAHHTE MOXKE Ia
J0Befde 10 BpEMEHHO NoTHekane Ha HanOnOpeuHaTa (yHKIEA. TOBa CHCTOAHME He Ce HY)KAae OT CIICIIHH
JeHcTRMS, THi KaTo HaadbOpeuHaTa hyHKIMA Ce BE3CTAHOBABA B TEYEHHE HA HAKOJIKO JHH, KOETO ce
YCTaHOBSBA Ype3 W3MepBaHe Ha HUBOTO Ha IIa3MEHHs KOPTU30I.

XpoHu4¥HO Npeao3HpaHe HA HHXaNaTopeH (UIyTHRAa30R nponnonaT: O6bpHeTe ce KbM Touka 4.4
PHCK OT NOTHCKAaHe Ha HAaa0sOpeunara ynxuusa: Moxe Ja e yAauHo npocie/sBaHeTo Ha HanGBOpeuHus

peseps. [Ipu npenosupane Ha (ITyTHKAz0H NPONHOHAT JISYEHHETO ¢he Seretide Moxke BCe Mak Ja MPOABILKH C
TOAXOAAILA 32 KOHTPOJ Ha CUMIITOMATHKATA JIO3HPOBKA.

5. GAPMAKOJOI'MYHNA JAHHHA
5.1. ®apmakoaHHAMHYHH CBOficTBa

dapmaxoTepaneBTHYHA IPyHa: AApPeHepriyHy 1 IPYFH aHTHACTMAaTHYHH CPEACTBA

ATC xon: RO3AKO06




Seretide npn acTMa - KINHHYHY H3INATBAHAN

Hpanagecer Meceuro npoyusane (Gaining Optimal Asthma ControL, GOAL) npu 3 416 BE3pacTiy 1
HOApPAcTBAlH NAllUeHTH ¢ MIEPCUCTHPALIA aCTMa CPaBHABA OE30IACHOCTTA M ehHKaCHOCTTa HA JIEUEHUETO ChC
Seretide 1 neuyeHHeTO CAMO C MHXAIATOPHU KOPTHKOCTEPOHIH (IyTHKA30H NIPOIMUOHAT), 3a Ja YCTAHOBH JaJTH
KOHTPOJET HA ACTMATa € MOoCTxxuMa uen., [IpH neueHueTo KOHIEHTpalyaATa € OMia yBearnyaBaHa Ha BCeKH 12
CeAMHIIM, IOKATO CE MOCTHIHE **[IBJICH KOHTPO MIIH 3aTOYHe Aa Ce MpHiara Hak-BUCOKATA 033 OT
H3MATBAHOTO Jiekapereo. HanHurte ot GOAL rokasBar, e noseye nalleHTH, JEKyBaHH cbe Seretide, ca
HOCTHIHAMK KOHTPOJ BBPXY aCTMATA B CPaBHEHHE C TE3H, JIEKYBaHH CaMo ¢ MHXAAaTOPHH KOPTHKOCTEPOHAH
(MKC). B obms cmyuait To3u edekT ¢ HaGMIOAaBAH NMO-PaHo IIpH Seretide B cpaBHeHHe ¢ HHXANATOPHHTE
KOPTHKOCTEPOHAY CAMOCTOATENHO, CHILC TaKa TIPH M0-HUCKA 4033 Ha HHXAIaTOPHHA KOPTHKOCTEPOH I, KaTo
KoMnoHeHT oT Seretide.

TILnypTe PeE3yNITaTH OT H3CIICARBAHCTO ca NpeNCTapEHH B CjleiHaTa Ta6n14ua:

IIponeur Ha nanueHTHTE, HOCTHIrHAAN */[00pe KoHTpoaupana actMa (WC) i **IIk/JeH KOHTPOI
ua acrvmara (TC) 3a 12 meceueH Nepruog
Canmerepon/PayTurazon >
JAYTHKA30H MPOMMOHAT
Jleuenne npean Mpoy4YBAHETO HPONEOHAT
wC TC WC TC
Be3 UKC (camo 6pp3oneiicTramy Py~ 78% 50% 70% 40%
arOHHCTH)
Huexa xoza HKC (<500 pg 75% 44% 60% 28%
6erIoMeTa30H JUIIPOIIMOHAT HITH
€KBHBAICHT/NEH)
Cpeasa go3a UKC (>500-1000 pg 62% 29% 47% 16%
OersIoMeTa30H AUNPOIHOHAT HITH
€KBUBAJICHT/IEH)
OGegnHenu pezyaraTs oT TpaTe Buga | 71% 41% 59% 28%
JieueHHe

* ITobpe KOHTPOJNIMpaHa acTMa: PEIKH CHMITTOMH Wi B3NOI3BaHe Ha Obp30oZeiicTRamy 3,-aroHUCTH, HAH [I0-MAJIKO OT
80% oT npenBKeRUTe CTOHHOCTH Ha OenonpobHaTa OYHKIMs, HiMa CEOYKIAHE PE3 HOMITA, THIICBAT eK3aLepOaLiH 1
He ce HaOnromaraT HeXeNaHN ISKAPCTBEHH PeaKUMl, HANATalld IPoMAHe Ha TeparuaTa

**TIB/1eH KOHTPOI Ha ACTMATA: HAMa CHMIITOMIL, HAMa YiloTpeba na Obp3oxelicTBallln B,-arOHUCTH, TI0-BHCOKH HIIH
paeHH Ha 80 % oT npeABAAEHHTE CTOHHOCTH Ha Oenogpobrara GyHKLMA, HAMA cBOYXIaHe Hpe3 HOLITA, IHIICRAT
ek3anepOaiii U He ce HabIOIaBaT Hexe IaHH JIeKapCTBEHH PEaKiliy, Hanaraluy IPOMAHa Ha TepanuiTa

Pesynratute ot TOB2 NpoyuBaHe NOKA3BaT, Ye MOsKe Aa ce o0ChIY ITbPBOHaYAIHA MO bpIKallla
Tepanud cke Seretide 50/100 ug Apa BETH ZHEBHO NPH NALMEHTH CHC CPERHO Texka (opMa Ha acTMa, 3a
KOMTO € KpaifHo HeoOX0aMMO HocTHraHe Ha 6bp3 KOHTpON Ha acTMaTa (BIK Touka 4.2).

Ilposepeno e xBoliHO csno, paBAOMU3HPAHO, MapalenHo IPYIoRo H3nuTeane ¢ 318 nanyeHTy Ha
BE3pacT > 18 rofuHU ¢ MepcecTHpalia acTMa 3a oleHKa Ha 0e301acHOCTTa M CTENEeHTa Ha TOHOCUMOCT Ha
npHeMa Ha 2 MHxalaluuH ABa IETH JHEBHO (ABOliHA 103a) Ha Seretide 3a mepHon OT ABe CeIMHLIH.

PezynraTute NoKa3ear, ye YABOABAHE HA J032Ta BOJH A0 MAaJIKO IOKAYBAHE Ha HEXKENAHHTE PeaKluH,

cBBp3aHu ¢ Oera-aroHucTa (Tpemop; | nauuest [1%] cpenry 0, nannuranyy; 6 [3%] cpewy 1 [<1%],

MYCKYIHH cnasmu; 6 [3%] cpemyy 1 [<1%]) u nomxodHo yeenuueHNe Ha HeXeNaHUTe PeaKilui, CBBP3aHH C
HHXANaTOPHHA KOPTHKOCTEpou I (Hanp. KaHAMAo3a Ha yeTaTa; 6 [6%)] cpewry 16 [8%]. npecunnanocr; 2 [2%)]
cpemty 4 [2%]) B cpaBHeHHe ¢ NpHeMa HA €/{Ha UHXaJaiya ABa [I6TH JHEeBHO. MankoTo I10KauBaHe Ha
HEXKENAHHTE PEaKLHH, CBbpP3aHH ¢ GeTa-aroHucTa TpaOra na Oble B3eMaBo NOA BHUMAHHE B cnyqan, Q-
nexapsaT oOMHECA yaBOsBaHe Ha Jo3aTa Ha Seretide Npu pB3pacTHU NalHEHTH, HyKAaeluy ce OT ;/ TARTERTN
JOMBJTHUTEITHO KPATKOBPEMEHHO (N0 14 OHH) HHXANATOPHO KOPTHKOCTEPOHAHO ASHCHHE. W
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Kiupnuunu n3nureanns ¢be Seretide nps XOBBE

TORCH e 3-rojunuHo npoy4saHe 3a OLeHKa Ha eieKTa oT leueHueTo cbe Seretide 50/500
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OEeBHO, camMeTepon Diskus 50 ug, mea neTH AHerHO, duryTHKason nponuoHat (FP) Diskus 500 ug, nsa neta
JHEBHO MM Iu1auebo BepXy obliata cMbpTHOCT npy laruerTH ¢ XOBD. Upea apoiino cnsn cmocob ca
pannomMuzapany nanpeHTd ¢ XOBB ¢ u3xonnn napamerpd (ripen-opoHxogunararopuo) ®EQ; <60% or
npeapuaeHoTo HopManHo. Ilo Bpeme Ha mpoyuBaHeTo Ha nauxeHTHTe € OMna paspenrena obHyaliHATA Tepanig
3a XOBB ¢ m3xmovenre Ha IPYTH HHXAIATOPHH KOPTHKACTEPOHAH, ABIro-AeficTRallH GPOHXOAMNATATOPH H
MPOIBIDKHTENHO JIeUeHHe ChC CHCTEMHY KOpTHKOcTepouau. [IpexxuBaeMOcTTa B Kpass Ha TpeTaTa rOJIHHA ¢
MPOCIICASHA NPYH BCHYKH NTAUKUESHTH HE3aBUCHMO OT IPEyCTAHOBABAHS HA NIpHeMa HA MEIUKALMATA 110
npoyusauero. OCHOBHaTA KpaiiHa TOWKa Ha U3NHTBaKeTo ¢ O1Nla HaMansBaHe Ha obIaTa CMBPTHOCT B Kpas Ha
TpeTara rofiHa 3a mauueHTHTe Ha Seretide cpenry Ta3w Ha manebo.

ILnaneGo Canmerepon 50 | FP 500 Seretide 50/500
N=1524 N=1521 N=1534 N=1533
Ofmara cMBPTHOCT B Kpas HA TpeTaTa rofHHa
Bpoii Ha cMBPTHH ciyYau 231 205 246 193
(%) (15.2%) (13,5%) (16,0%) (12,6%)
ChOTHOIIEHHE HA PHCKA 0,879 1,060 0,825
cnpamo Inane6o (JHc) N/A (0,73; 1,06) (0,89; 1,27) | (0,68; 1,00)
p CTOMHOCT 0,180 0,525 0,052
CrLOoTHOLIEHHE HA pHCKa 0.932 0.774
Seretlde 50/500 CHpﬂMO N}"A (0,77, 1-13) (0,64, 0“93) N/A.
KOMIOHeHTHTe My ([Hc) 0.481 0.007
p CTOHHOCT ’ ’

1. HecurHrgMKAHTHA CTOHHOCT Ha P CA KOPHTHpaHe 32 2 MEXANHHMA aHaqy3a Ha OCHOBHOTO cpaBHCHHC Ha eHKACHOCTTA
MOCPENCTBOM IOTAPHTMHYHO PAHKUPAH aHATH3, CTPATH(MIHPAH T0 IYNIadecKH CTaTyC.

Habmonaga ce TeHEeHIHS KbM NOA0OPSIBaHE Ha MPEKHBASMOCTTA NIPH NAIKMEHTH, ASKYBAHH ChbC
Seretide B cpaBHeHUE ¢ TO3K HA Mane0o B pAMKUTE Ha 3 TONMHY, BRIIPEKH Y€ He € JOCTUTHATA
CTATHCTHYECKH 3HauMMocT, p < (0,05,

[IpoueHTHT Ha MALHEHTHTE, TOYHHAIM [IPe3 TPH FOAMIIHNA IePHO [0 NPHYHHY, CBBP3aHHE ChC
zabosssanero XOBB ca 6unu 6,0% mpu mnauebo, 6,1% npu canverepon, 6.9% npu FP u 4,7% npn te3n,
npueMany Seretide.

CpenuuaT Opoif Ha yMEPEHO TEKKHTE U TEXKH ekzeriepGalliii roAHIHO € 3HAYKTEIHO HaMAajeH Che
Seretide B cparHeHHe ¢ exzenepOalMuTe NPH NAHEHTH Ha canMeTepor, FP u mnaneGo (cpenua yectoTta B
rpynata Ha Seretide 0,85 B cpaBnenue ¢ 0,97 B rpynara na cainmerepon, 0,93 B rpynarana FPu 1,13 B
rpymara Ha mnatiebo). ToBa MOXke Xa ce IpeICTaBH KATO HAMAABAHS HA YECTOTATA HA YMEPEHO TEKKHTE H
TexkKUTe ekzeuepdauun ¢ 25% (95% JH: 19% mo 31%, p < 0,001) B cpaBHeHme ¢ mnauebo, 12% B cpaBHeHHE
cue canmerepon {95% IH: 5% no 19%, p = 0,002) u 9% B cpasrenuie FP (95% JIM: 1% go 16, p = 0,024).
Canmetepon u FP 3HauuTeHO HaMansaBaT YeCTOTATA Ha eK3elepbaluuuTe B cpaBHeHue ¢ muaugbo ¢ 15% (95%
JI: 7% mo 22%, p = 0,001) u ¢ 18% (95% JOH: 11% no 24%, p = 0,001) choTBETHO.

KauecTBOTO Ha KHBOT, CEBP3AHO CHC 3APABETO, H3MEPEHO Ypes BhIpocHuKa St George’s Respiratory
Questionnaire (SGRQ), e mogoGpeHo NpH Beska OT AKTHBHHUTE TepanuH B cpapHeHue ¢ mnanedbo. CpegHoTo
noxoOpenue npes TPH rOIHUIIHIA nepHoy upH Seretide B cpasrende ¢ manedo e -3,1 exunnma (95% IH: -4,1
mo -2,1; p <0,001) 8 cpaBHeHHe ¢be camMeTepo e -2,2 enquHuuH (p < 0,001) 1 B cpaBnenue c FP e -1,2
exuHunu (p < 0,017). ITonmkerue ot 4 eaMHULM Ce IpHeMa 33 KIMHHYHO 3HAYMMO.

H3uncneHara BepoATHOCT B paMKHTE Ha 3 TOAMHH Aa Oblle AOKIaBaHa MHEBMOHHA KaTO HEXKEaHa
nexapcrsena peakuus e 12,3% 3a mnauedo, 13.3% 3a canmerepon, 18,3 3a FP u 19,6% 3a Seretide
(CroTHOwIEHuE Ha prcka 3a Seretide cripamo mnauebo: 1,64, 95% JIV: 1,33 mo 2,01; p < 0,001). He e umano
YBEANUABaHe Ha CMBPTHUTE CITyuait CRBP3aHH ¢ MTHEBMOHUA, CMBPTHUTE CIIy9ait [0 BpeMe Ha Teparnuara, 3a
KOMTO € MpeLeHeHo, Y€ OCHOBHO ce IbKAT Ha NHeBMOHKA ca S 7 3a mianebo, 9 3a CalMeTeporL, | 13 3a FP
u 8 3a Seretide. He e nmano 3HaulMa pas/inka BbB BEPOATHOCTTA 3a KocTHH dpaktypu (5,1% n
canmerepon, 5.4 FP u 6,3 Seretide; CroTHOImEHMe Ha prcka 3a Seretide copamo mnatebo: 1,
zo 1,72; p = 0,248).




HaMansBa 3a1yxa 0 HeoOX0AHMOCTTa OT ynotpeda Ha 65p30AcHCTBAIN MeIHKAMEHTH 32 00NeKdaBaHe Ha
THIHAHETO.

MHBOromeHTPOBO KJINHAYHO H3ONTBAHE CHC caaMeTepos npH actma (Salmeterol Multi-Center
Asthma Research Trial, SMART)

SMART e MHOTOLEHTPOBO, pPAaHAOMH3HPAHO, NBOHHO-CIIANO, MNAnebo-KOHTPOIMPaHO, NapayellHO
Ipynoeo, 28-ceAMUIHO H3NHUTBaHe, npoBelieHo B CAIL, cpasHaBamo 13 176 nalveHTy, BpHEMALIH
canmveTepod (50 pg aBa ETH AHEBHO) H 13 179 nalueHTH, BpHeMalH Iwianedo B JONBIHCHHS KbM
ofHyaiinaTa Tepanug npy acTMa. BKIKOUBAHH ca HalueHTH HajX (2 rofHInHa BE3pAcT C acTMa, KOHTO Cca
NpHeMalii aHTHaCTMATHUHU Jlekapersa (HO He AbirofeiicTrami GeTa-2 aroBucTH). Peructpupato e
TEPBOHAYATHO TIPHIMKCHHE HA HEXAJIATOPHH KOPTHKOCTEPOUAH B HAYANOTO Ha IIPOYYBAHETO, KATO TOBA HE ©
6uno uzucksaHe B mpoy4ysaHeTo. OcHoBHATA Kpatina Touka B SMART e 6una xomGuaupanust O6poii ot
PECTIMPATOPHO-CBBP3aHA CMBPTHOCT M PECITMPATOPHO-CBBP3aHH JKHBOTO3ACTPAIlABAINH CHOUTHL.

Ocnosay gauny ot SMART: octiopHa kpaiisa Touka

T'pyna nauesTs Bpof{ ciydaH, IOCTHIHANH OCHOBHATA OTHOCHTENEH PHCK
Kpaiita Touka/6poii HalHeHTn (95% NOBEpHTENHM
calaMeTEpPON mranefo HHTEPBAJIH)

BCHUKH nalyeHTn 50/13 176 36/13 179 1,40 (0,91; 2,14)

TlaupenTty, npuemanty MKC 23/6 127 19/6 138 1,21 {0,66; 2,23)

TanuenTy, Henpuemana UKC 2717 049 17/7 041 1,60 (0,87; 2,93)

Adpo-ameplKaBCKH TALHEHTH 20/2 366 5/2 319 4,10 (1,54; 10,90)

(PucksT opit Adpo-aMepHKAHCKATE NAHMEHTI © CTATUCTIMECKH 3HAYHM IpH HuBo 95%.)

OcnoBuu aanHd ot SMART npH nppBOHAYAIHO NPHIIOKEHYE Ha HHXAATOPHH KOPTHKOCTEPOH/IH: BTIOPHYHH
KpaiiHu TOUKH

Bpoii cnyuanu, JOCTHrHAMM BTOPHIEH OTHOCHTENIEH PUCK
KpaiiHa Touka/Opoil nalHeHTH (95% novepuTENnAH
CaIMeTepo wialebo HHTEPBAH)
PectppaTopHO-CEbP3aHA CMBPTHOCT
Mamuentn, npreMamu UKC 10/6 1277 5/6 138 2,01 (0,69; 5,86)
IManuenTy, Henpremamy MKC 14/7 049 6/7 041 2,28 (0,88 5,94}
Kombuumpane Ha ¢MBPTHOCT, CBBP3aHA ¢ CTMA HIIH sKHBOTO3ACTPANIABAIIH CITYIAN
HMauuentn, npueMaiy HKC 16/6 127 13/6 138 1,24 (0,60; 2,58)
TannentH, Henpuemamm WKC 21/7 049 9/7 041 2,39 (1,10; 5,22)
CMBPTHOCT, CBBP3aHA ¢ ACTMa
Tamwentn, npuemamy UKC 4/6 127 3/6 138 1,35 (0,30; 6,04)
TJaunenty, Henpuemangy HKC 9/7 049 0/7 041 *

(* = He moxe fa ObJE npecMeTHATO, THH KaTo HAMA CTy4an B maueto rpynara, Hubpure ¢ yaedeieH TeKCT Ca CTaTHCTHYECKH 3HAYHMH
11py HuBo 95% JocTurawnero Ha BTOPHYHAUTE KpaliH TOYKH B TOpHATA TAGNHIA € CTATHCTHYSCKH 3HAYMMO B OOLATA LIOIyNaus. )
Bropuunute xpaiiny TouxH Ha KoMOHHEHpaHa o6Ia CMBPTHOCT MM XUBOTO3ACTpalliaBalili ¢bOHTHS, 06IHA CMBPTHOCT KM BCHUKH
CIyYyaH Ha XOCIUTATH3ALNA, He ca OCTHTHANM CTATHCTHUCCKA 3HAYHMOCT B 001maTa momyaawm.

MexaHH3beM Ha NelicTBHE:

Seretide Diskus cbabpska canMetepon U (UIyTHKa30H NPONHOHAT, KOHTO JeHCTRAT MO PasiuieH HauHH.
MexaHm3MBT Ha JelicTBHUE Ha ABETE JICKAPCTBEHH BEIISCTRA € OMUCaH MOo-A0My:

Camverepor:
CanmMeTepol e CeNeKTUBeH Iharo-geiicteanl {12 vaca) 3,-aApeHOpeLieNTOPeH arOHHCT C ,m;nra
CTpaHH4Ha BEpPHra, KOHTO ¢€ CBBp3Ba ¢ BBHIIHATA 4acT Ha peuenTopa. f,;E. 0"
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ITIOKOKOPTHKOMHO TIPOTHBOBB3MANMTENHO AeHcTBye B 6enus Apob, KOETO JaBa B PE3y/ITAT peAyluMpase Ha
CHMIITOMATHKATa H 060CTPAHETO Ha acTMara Ge3 He)xeJIaHHTe peakiui, KOUTO ce HabIoAaBaT npu
CHCTEMHOTO NPUIIOKEHHE Ha KOPTHKOCTEPOHIHTE.

5.2. ®apmaxoKHHEeTHYHH CBONCTBa

I1pr enHOBPEMEHHOTO NPUAOKEHHE Ha CANIMETEPON H (IIyTHKA30H NPOIHUOHAT HOCPEACTEOM
HHXanalls hapMaKOKHHETHKATA Ha BCeKH KOMIIOHEHT € oqo0Ha Ha Ta3H HaO/MIoAaBaHa IPU MHXANATOPHOTO
MPIJIOCHEHHE Ha BCAKA OT ChCTABKHUTE IOOTHESNHO. CeNoBaTelIHO, 32 USTMTe Ha (hapMaKOKAHETHKATA BCEKH
€IHH OT JBaTa KOMIIOHEHTA MOXKEe 4a ce pasriieikaa CaMOCTOATENHO.

CanmMerepon:

Canmerepon geficrsa JIOKalHo B Genus apol M 3aT0Ba I1a3MEHUTE HHUBA HE Ca MOKA3aTENHU 38
TepaneBTHUHKA edekt. CBINO Taka, HATHUE ¢a CaMO OrpaHHYeHH JaHHM 32 (apMaKkoKHHeTHKATa Ha
caJIMeTepos1 opaay TEXHUYECKH TPYJHOCTH 34 OLCHKa HAa MeIMKAMEHTa B IUTA3MAaTa, IbJDKAINH e Ha
HUCKHTE Ia3MEHH KOHLEHTPALMH TIPH TepaneBTHYHH Ao3u (npubmuzurento 200 pg/ml uan no-Manko),
JAOCTHIaHH [pK HHXajalus,

cD._F[y_ THKA30H MPONHOHAT:.

AbcomoTHaTa SHOHAIMYHOCT Ha MHXANaTOPHHA (IIyTHKAz0H MPONHOHAT NPH 3XpaBy MHIHBHIN BapHpa
Mexcy npuabmazutenHo 10 1 30% oT BopManHaTa 1032 B 3aBHCHMOCT OT H3MIOJI3BAHOTO YCTPOICTBO 3a
HHxananus. [Tpu nanpenTd ¢ actMa win XObb e Habmronasana no-Hrcka CTENeH Ha CHOTEMHA SKCIIO3HIIHS,

CucteMHara pezopbuus ce oCHILEGCTBARA NPSAMMHO B Genua ApoG, KaTo B Hawanoro e 6bpza, a cnex
TOBA - MIPOXBIDKHTENHA. OCTATHKBT OT HHXAIATOPHATA 11038 MOXKE Ja ce NpenTETHE, HO TOBa AONPHHACH B
MHMHHMAIHA CTETeH 3a CHCTEMHATA eKCTIO3HLIAS ITOPafy HHCKaTa Pa3sTROPUMOCT BLB BO/A H NPEACHCTEMHHUS
MeTalOoNMM3EM H IaBa B pe3yiTaT OHOHANHYHOCT, Mo-MaJKa oT 1%. C noBHILIaBAHETO HA MHXAIHpAHaTa J03a
ce HabJronara THHetHO NOBHLIABAHE HA CHCTEMHATa EKCIIO3HLIHS,

Jlucriosnnuara Ha QUIYTHKA30H NPONMOHAT Ce XapaKTepH3upa ¢ BHCOK MIa3MEeH KIHPBHC
(1 150 ml/min), ronaM oGeM Ha pasnpeneneHue B cTabUIHO cheTogHKe (pubmmsuTenso 300 1) 7 TepMUHANHO
BpeMe Ha NoJTyUBOT npubausuTenHo 8§ vaca.

Crbp3BaneTo ¢ IIa3MEHHTE IpoTerHu € 91% .

@DiryTHKA30H MPOTMOHAT €& H3NEUBA MHOTO OBP30 OT CHCTEMHATA LHPKYIIALHA, IPeIHMHO KaTo ce
MeTaboNu3Upa 10 ¢IMH HEAKTHREH MeTAOONUT Ha KapOOKCHAHATA KHCEIHHA OT €H3HMa LHUTOXpoM P450
CYP3A4. Npyru neunenTuduIEpann MeTabOMUTH Ca HAMEPEHH BB (heKanuuTe.

BrOpeunuaT KIHpBHC Ha ¢ayTHKA30H NPOTHOHAT € NpeHeOpexHuMo HUCHK. [lo-Manko ot 5% oT go3ata
€€ eKCKPETHpA B YPHHATA INIaBHO KaTo MeTabonuTH. OCHOBHATA YACT OT JI034aTa CE €KCKPETHPA BHB
deKaATMKUTe KaTO METabOIHT HITH HETIPOMEHEHO JIEKAPCTBEHO BEIIECTRO.

5.3. TIpexkNuHAYHHA FAHHH 32 §e30IACHOCT

ITpu m3nuTBaHMATA ¢ KABOTHH HA caJIMeTepou kKeunadoat d GpIyTHKA30H NPOIHOHAT, NPHIOMKEHH
FIOOTHEITHO, €JMHCTREHNITE e()eKTH, KOUTO MOFAT 114 Ce OTPasAT Ha JiekapceTeenara 6e30IacHOCT IpH YOBEK ca
TE3H CBBP3aHH ¢ H3BLHPEIHO YCHIIBaHE Ha (PapMaxoOTHYHHTE HM AeHCTBHA.

ITpu penpoiyKTHBHH H3IHTBAHHA C KABOTHH & HablIOAABaHO, e INIOKOKOPTHKOCTEpOMAUTE
HHIOyiMpar MandopMaly (BpoieHa lienika Ha Hebleto, ckenerin Mandopmanun). He ce npenmonara Te3n
pe3yNTaTH Aa ca peNleBaHTHH 38 XOpa MpH ynoTpeba Ha NPeropbyuBaHATe I03H. V3NHTBaHMA ¢ JKUBOTHH Ha
canMeTepon kcuHadoar ca MoKazany eMOpHOHANHA TOKCHYHOCT CaMO FIPH BUCOKH HMEBA HA €KCIO3UIEIS.

IIpH ensi0OBpEMEHHOTO NPUAQXKEHHE Ha ABETe JIEKAPCTBEHH BEILECTRBA MPH IUTHXOBE B I03H, CBBP3aHHU C
H3BECTHH FIIIOKOKOPTHKOCTEPOU MHAYHMpaHy MandopMaliny e Habmopasana MOBHIIEHA YECTOTA Ha Cllydau

Ha TpaHCIiOHHpaHa yMGHJII/IKaJ'[Ha apTepHd d HeNBJIHA OCH(I)I»IKauHSI HA OKIHIIMTAIIHATa KOCT. mu“%
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6.2.

6.3.

6.4.

6.5.

Lactose monohydrate (cuaspika MASUHH MPOTEHHE)
HecnhBMecTHMOCTH

He e npunoxumo.

Cpok Ha rogHocT

18 mecena.

ChneumanHy YCJIOBHSA HA chXpaHeHHe

Ja He ce cpxpaHsea OpH TemuepaTypa Hag 30°C.

,I[amm 34 ONAKOBKATA

[IpaxBT 32 HHXananus ce HaMkpa B 6nrcTepH (rHe3fa) B PVC nenra, NOKpHTa ¢ OTJENAIIO ce

JITAMHHHUPAHO (i)OJ'!HO. JlenTara e mocraBena B HHXaAaTOPHO YCTPOﬁCTBO, OTIIATO OT InacTMaca.

HHxanaTopHOTO YCTPOIHCTBO ce Mpeyiara ¢ JIeHTa, chabpkania 28 uin 60 papHOMEpHO PasNoNOKEHH

onuctepa.

6.6.

10.

He pcHuKM BHIOBE OTAKOBKY MOTAT Aa Opaar OYCHATH B npo,uaxcﬁa.

Crenyanay NpeAnasHE MepKH NpH H3XBhpasHe/n pabota
IMpaxoBoTo HHXaMaTOpHO yeTpoiicTso Diskus oceoboxnara npax, koHTO ce BAMIIBA B 6enuTe Apobobe.

Diskus nma 6posy Ha Ro3HTe, KOUTO NOKA3BA CCTABALIHTE HO3H.
B JIACTOBKATa C If]H(I)DpMaIJ,HH 34 rnanyueHra ce %msp}xa'r HO,I[pDGHIf[ YKa3aHHA 3a yno*rpeﬁa.

NPATEXATEJ HA PASPEINEHUETO 3A YIIOTPEBA

TaarcoCvprEKnaiin EQOIX
a. Jumutesp Manos 61.10

Cobdun 1408.
HOMEP(A) HA PASPEINEAUETO 3A YIIOTPEBA

Seretide Diskus 50/100 muxporpama/saumeane (no3a),
Tpax 3a MHXaNauys, MpeABapHTENHO Jo3upaH — Per. Ne 20000234

Seretide Diskus 50/250 mMuxporpama/sauieate (103a),
[Ipax 3a HHXAIaU¥s, NpeABapUTenHO Jo3upad — Per. Ne 20000232

Seretide Diskus 50/500 muxporpama/sausane (1o3a),
Tipax 3a WHXaNawws, npeaBapuTeHO Jo3upan — Per, Ne 20000233

JATA HA IIBPBO PA3SPEIINABAHE 3A YIIOTPEBA/TIOJHOBABAHE HA
PASPEHIEHHETO 3A YHOTPEBA

Jara Ha mppeo pazpewmasane: 06/06/2000 T
JlaTa Ha IOMHOBSABAHE Ha paspemenueto; 15/02/2006 , fm ap
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