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®ITVUMYLIFL 600 mg edepsectenthn tabMera — nougonis.............. 01 01 1
FLUIMUCIL 600 mg effervescent tablets I S

2. KAYECTBEH H KOTHMYECTBEH CHCTAB

Enna edepeecuentna Tabnerka OmyuMy M chabpXka: auetTwinuctens 600 mg (acetylcysteine 600
mg).

3a NBAHAA CIHCHK HA NIOMOLIHKTE BELLeCTEA, BHKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA

benH, KPBIH TaONETKHM ¢ JICK MHPHC Ha JIAMOH M CApA.

EdepaecuieHTna Tabnerka 3a nepopasieH pasTeop.

4, K/HMHAYHH JAHHHA
4.1 TepaneBTHIHA HOKAIAHHA

CexpeTonuTHYHa TEPAIHA TIPH OCTPH H XPOHHYHHM 3a00onasanna Ha Gpouxure H Genua apo0,
CBLP3aHH C HAPYIMICHHs B 00pasyBaHeTe W TPAHCNIOPTa Ha OPOHXHANHHS CEKPET, KATO: OCTBP
GporXuT, XpoHuUeH OPOHXHT H HErOBHTE YCIOKHEHNS, Genoapoben embpuseM, MyKOBHCUM/I033,
OpOoHXHEKTa3MA.

4.2. JIo3NpOBKA H HAYHH HA DPHACKEHHE

Ilosvporka
Buvspacmuu u deya nao 14-z00wumuna evzpacm
1 edepeciieHTHa TabneTKa AHEBHO.

MpoxsKkHTENHOCTTA HA de4enneTo € ot 5 ao 10 aum OpH OCTPH CBCTOSIHMA H A0 HAKOIKO Mecena {1-
2 Mecella) NpH XPOHUYHH ChCTOSHUSA (MYKOBHCLIHIIO38).

Hosnposka npu MykosHcHA03a: Beipactau: ao 800 mg, zena: 1o 600 mg AHEBHO.

Haunu Ha npunoxenre

He ce crobiliasa 3a B3aHMOIEHCTBHE ¢ XpaHa; HAMA HHAHKAIMA 110 OTHOIICHHE HA NMPHIATAHETO HA
NPOAYKTa MPEIH HWIH CIIeA XPAHEHE

PaztBopete | Tabnerka B MAJIKO KOMHUECTBO BOAA. HOI[yquHﬂT pa3TBOp € rOTOB 3a YnoTpeda.

4.3. Nlporusonokazamums

CBpPbXYYBCTBHTENHOCT KbM AXTHBHOTO BEUICCTBO HIH HEKOE OT IOMOUIHUTE BEINECTEA, mﬁpoeﬂn B
Touka 6.1. :

[Tpn newa MOA 2 roaniEA BE3pAcT CaMO N0 BUTAJIHH HHAMKALMH, TIPH CTPHKTHO Np
nekap.



4.4 Coennaann npeaynpekicHAR H NpedNalnd MePKH IpH ynoTpeba

Myko/MTHIHHTE areHTH MOraT Ja NPeJH3BHKAT HENPOXOAHMOCT HA AMXATENHHTE METHILA MPH Aclia
noj 2-roanisEa Be3pact. [lopagn $pH3HONOrHYHMTE XaPAKTEPHCTHKH HA AMXATENTHHTE TBTHINA B Ta3u
BB3pacTOBa IPyna, CmocobHOCTTa 32 OTXpavyBaHe MoKe 1a Objie orpaHH4YeHa. 3aToBa MyKOJTMTHYHH
are’TH He TpAGBA Ja Ce M3MOJI3BA MPH Aela noj 2-roJMIiHa BE3PacT (BK. Touka 4.3).

[penopruBa ce NOBHLICHO BHHMAHKE, KOTATO MPOIYKTA C€ M3MNO/I3BA NPH Nal[HEHTH C IENTHYHA A3Ba
HJIH QHAMHE3A 33 TaKaBa, ocOOEHO B ClTy4aii Ha eJHOBPEMEHHO NPHIAOKEHHE C IPYTH JIEKapCTRa, ©
H3BECTEH Apa3Hell edexT BhpXy CTOMAIIHATA JIHTABHIIA.

INanuenTy, crpagaum ot 6poHxuansa acTMa Tpabsa na GbaaT BHHMaTETHO Ha(IOAABaHHA 110 BPEME
Ha Tepanuara. [Ipy nosea Ha OpoHxocnasbM, aNETHILMCTEHH TpAOBa Aa ce cnpe He3a0aBHO H Ja ce
3ANOYHE NOAXOIALIO JISYCHHE,

[IpunoskeHHETO Ha AUESTHILHCTEHH, OCODEHO B HAYAJIOTO HA JIEYCHHETO, MOXKE A2 BTEYHH 13
yRenH4r oOeMa Ha OpOHXHANHA CeKpelMA. AKO MALMEHTET HE € B ChCTOAHAE epeKTHBHO Aa OTXpaydBa,
clieABa 1a e W3BBPUIH [IOCTYPAICH APCHAK H acMEpalus Ha OpoHXHTe.

AETHIIMCTEHHDT MOXE YMEPEHO A2 TOBIHAE XMCTAMHHOBHA MeTaloau3bM, 3aToBa TpsiOBa Ja ce
BHHMABa MPH NPUIAraHeTo Ha MPOAYKTa 3a ARJIOCPOYHA TEPANTHA MPH NALHEHTH ¢ HEIOHOCHMOCT
KBbM XHCTAMHH, Thii KATO MOTAT A4 BE3HHKHAT CHMITTOMH HA HEMOHOCHMOCT (rnasobounue,
Ba30MOTOPEH PHHMT, CEpOeH).

Jlexa Mupu3Ma Ha cApa He 03HAaYaBa NPOMAHA HA MPOAYKTA, A C& JL/DKH HA crieludHKaTa Ha
AKTHBHATA CHCTABKA.

Oayumynmwt ceaspka 157,9 mg HaTpHil BLB BeAKa TabneTka, KOMTO ca eKBUBANEHTHH Ha 7,9 % or
NpenopbYHTENHAA MAKCHMATIEH JHEBEH NMPHEM OT 2 g HATPHI 33 BB3pacTeH.

DOnyuMyumn ceaspxa 20 mg acnapraM BLB Beaka TablieTka. ACMapTaMbT € H3TOYHHK Ha
dennnanannd. Moxe na Haspean Npy NalHEHTH ¢ PEHNIKETOHYPHA, PAIKO NeHETHUIHO 3a0oaBaHe,
MPH KOETO C€ HATPYTBA (PEHHTANIaHUH, Thil KATO OPraHH3MET HE MOKE /§a TO OT/ENS MPABHIHO.

OnyuMyLHA CBAbPIKA IMOK03a. [1aLHEHTH ¢ piaKa rmoxo3o0-ranakTo3na manabeopbuus He TpaGea na
[PHEMAT TOBA AEKapCTBO.

DOnyumyupn ceabpia cynpura. B pexy cayuan Moxe a NPHYHHE TEKKH PEaKLMH Ha
CBPBEXYYBCTBHTCIIHOCT H 6p0oncr[a31,M.

45 BiaumopeiicTene ¢ JpyrH N1eKapcTBeHH NPOAYKTH B Apyra GOPMH HA B3anMoaeiicTeRe

Jlexapcmeenu e3aumodeiicmeus

AHTHTYCHBHH JIEKAPCTBA H MYKOJNMTHYHH Ar€HTH, KATO aleTHIIMCTEHH, He TpabBa na 6baar
npriiaraHH €AHOBPEMEHHO, 3alll0TO HAMA/TABAHETO HA KaUUH4HHA peduiekc MoxKe a NoBee 10
HATpYMNBaHe HA GPOHXHANICH CEKpeT.

AKTHBHHAT BBIJICH MOXE Aa HaMallu ed)em Ha auCTHILIHCTCHH.

He ce npenopr4pa eTHOBPEMEHHOTO Pa3TBAPAHETO HA ALIETHIIHCTEHH JICKAPCTREHH HOPMH C ;lpym

JleKapcTBa. .
ga'\\lMﬂ Mo N\

ChlilecTBYBaIIMTE JAHHK 32 HHAKTHBMDPAHE Ha AHTUOHOTHLM B PE3Y/ITAT OT Al
OTHACAT CaMO 3a HH-BHTPO TECTOBE, B KOMTO CHOTBETHHTE BELIECTRA CE& CMECBAT Ji




TOBA, KOTaTO ca HeoOXOAHME IPYTH NEPOPANHE JIEKAPCTBA HITH AHTHOHOTHIIH, € IPENOPBYMTENHO TE
Ja ce MIPHAAraT B MHTEpBan oT 2 yaca oT aueTunumkctend. Topa He ce oTHaca oo nopakapbed.

JoKa3aHo €, ue €AHOBPEMEHHOTO NpUarale Ha HUTPOTJIHIIEPMH H aueTWILHMCTEHH IPHYMHABA
3HaYMTENHA XHMOTOBNSA W H3pa3cHa JHIaTallis Ha TEMIIOPAIHATA apTepus. AKO € HeoOXOHMO
NIEYECHHUE STHOBPEMEHHO C HUTPOITIHLEPHH H AUETHIIHCTEHH, NalueHTHTe Tpabea na Opaar

TIpeAYNPEASHH 34 BE3MOXHOCTTA OT MaBoboiMe M HabmoaaBasH 3a XMIOTOHHA, KOSTO MOKe Aa Obje
TEMKKA.

Epxnospemetnara ynorpeba Ha alleTHIUHCTEHH M kapOamaselHH Moxke 4a IOBEIE 10
cyOTepanesTHYHH HUBA HA Kapbamasenun,

HenuaTpudha nonynanus
[poy4sanus 32 B3aUMOAEHCTBHATA €A IPOBEXAAHH CAMO TIPH BB3PACTHH.

INpoMeH# B nabonaTopHH MOKAATENH
ANETHNIKCTEHH MOKE [1a [PHYHHA CMYHICHHS B KOIOPHMETPUYHHUA AHAJIATHYCH METO 34 H3MEpBaHe
Ha CAIHUMIAT. ALIETHILMCTEHH MOKE Ja MONPEYH NMPH M3CAENBAHE HA KETOHH B YPHHATA.

4.6 @eprRINTET, GpeMEeHAOCT B KbpMeEne

BbpemenHocr

JIniicBaT Wim uMa orpaHHYeHN JaHHKM OT ynoTpebaTa Ha AUETHILHCTEHH NIPH OPEMEHHH KEHH.
ITpoyuBanuaTa NPH KMBOTHH HE NMOKA3BAT NPEKH WK HETIPEKK BpeaHH eheKTH, CBBP3aHH ¢
PenpoyKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).

Karo npeanassa mapka € 3a npeanouuTade Aa ce n3barsa ynorpedara na OIYUMYIMI IO BPEME Ha
6peMeHHoCT. _

Hpeau aa ce w3nonspa no BpeMe Ha GpeMeHHOCT, TpAGBa Na GBAAT OLEHEHH MOTEHLHANIHHTE PHCKOBE
CHPAMO BE3MOKHHUTE MOJI3H.

Kxpmene
He e u3BecTHO nanH aueTHIIMCTEHH/MeTa0ONMUTUTE C& eKCKPETHPAT B KBPMATA.

He moxxe na ce M3KJIFOUYH PHCK 32 HOBOPOAEHHTE/KbpMayeTara.

Tpsabsa na ce B3eMe pelIeHHS AATH Aa ¢¢ NMPEYCTAaHOBH KBPMECHETO MM 1A CE MPCYCTaHOBH/ A HE ¢
MIPHIOKH TepanuaTa ¢ QIYHMYIHI, KATO C& B3EMAT NpeABHJ NOJ3aTa OT KEPMEHETO 34 JIETeTO H
MOA3ara OT TCpanHuaTA 3a KeHara.

Peprunurer

HaMa naHHu3a edexTa Ha aneTHIIMCTeWH BEPXY QepTiuTeTa npH xopa. [Ipoyusanusrta npu
MHBOTHYU He MTOKA3BAT BPeaHH eeKTH NO OTHOWEHHE Ha (ePTHRMTETA NPH X0OPa NPH NpUIAraHe Ha
NPENOPHYHTENTHATE JO3H (BX. TOUKA 5.3).

4.7 EdexTn BEpPXy cnocoGHoCTTA 32 modnpane 1 patora ¢ MAMARR
OyuMylIHn He NOBIHABA CrIOCOOHOCTTA 3a Wothupate H paboTa ¢ MaIMHM.

4.8 Hexenann nekapcTBenn peaknuu

Pesrome Ha npoduna Ha GesonacHocT

Haii-uecTuTe HEXeaHH PeakiyH, CELP3aHH ¢ MIEPOPATHO NPHITOKEHHE HA ALETHIIMCTENH
CTOMAITHO-YPEBHH MO CBOETO ECTECTRO. Peakumu Ha cBPBEXYBCTEHTEAHOCT, BEIIFOYHTERH

aHA(UIAKTIHYEH MIOK, aHADHUIAKTHYHA/aHAHITAKTOMIHA PEeaKums, GPOHXOCTIA3EM, @
1 cHpOEX Ca JOKJISABAHM MO-PALKO.




B TabnunaTa no-nomy HexeNnaHH NEKAPCTBEHH PEAKIMH ¢4 H3GPOSHH N0 CUCTEMO-OPraHHH KI1acOBE H 4eCToTa
(muoro yecty (=1 / 10), yeetu (=1 / 100 no <1/10), Hewectn =1/ 1 000 go <1/100), pemxu =1 / 10 000 go <1 /
1,000}, maoro penkn (<1 / 10,000) 1 ¢ HenspecTHa YecToTA (HE MOsKe Jia Ce ONPEIENH OT HATHYHHTE JAHHH).

IIpH BCAKO rpyNHpaHe B 3aBHCHMOCT OT YECTOTATA, HEXETAHHTE JICKAPCTBEHH PEAKiHH ce M30pOABaT B HH3XOAMIL
peA N0 OTHOLIEHHE HA TEXECTTA:

CucremMo-opranHn Hexkenann JeKAPCTBEHH PeaKIHH
KhiacoBe Heugecrn Peaxn Muoro peaxn HenzBecTra
(=1/1,000; <1/100) | (>1/10,000; (<1/10,000) YECTOTA
<1/1,000)
Hapymennsa na CBpBXYYBCTBHTE- AHadHnakTHieH
HMyHHaTa CHCTEMa HOCT 10K,
aHapHNAKTHIHH/
aHaQHIAKTOHIHE
peakLHH
Hapyienus Ha I'masoSomue
HEPBHATA CHCTEMA
Hapyuenus Ha cnyxau | Lllym B yxoro
NabupHaaTa
ChpeyHn Hapylieuus Taxwukapaus
Hapywenus va ceroBara Xemoparun
cucrema
PecrinpatopHu, rpbinn BpoHxocnasnm,
H MEIHACTHHAITHH JUCIIHES
HapYIIeHHUS
CromaumrHo-4peBHH Horprmane, nuapus) Jucnencus
HapyleHHs CTOMATHTH, KOpEMHa
6onka, ragese
Hapymenns na Vprukapns, oOpuB,
KOXATa W NOJKOKHATA | aHTHOENeM, Chphex
TBKaH
OO0 HapyLIeHHs | Tpecka Orok Ha
eekTH Ha MACTOTO Ha JTHLETO
NpHJIOKEHHE
Hacneppanns Cnapn Ha KpBEBHOTO
HandraHe

Onucanue Ha H30paHA HEXKEMAHU JIEKAPCTBEHH PEAKIHH

Cpofmenn ca MHOIrO pejIKH CITyHaK HA MOABa Ha TEXKKA KOKHH PEAKLHMH, KATO CHHAPOM Ha Stevens-
Johnson u curmpom Ha Lyel, chbBnafamu no Bpeme ¢ NPUICKEHHETO HA AUSTHILHCTEHH.

B noseuero ciyyan ¢ MAEHTHOMUMPaH Hali-MaJIKO OLIE €AHH NOA03HPAH JIEKAPCTBEH IPOAYKT,
YUacTBall B OTKIIOYBAHETO HA NOCOUECHHUTE HO-rope KOKHO-MTHIaBHYHH CHHIPOMH. HOPMH TOEa, €
He00X0AMMO BeHara Aa ¢¢ MOThPCH MEARLMHCKA TOMOIL H KO C& NIORBAT HIKAKBH HOBH TIPOMEHM HA
KOXaTa HITH IMraBULMTE aleTHILMCTERH Tpa6Ba aa ce cnipe HesabaeHo. HamansBane Ha arperaumsaTa
Ha TPOMOGOLIMTHTE O BpeMe Ha NPWIOKEHHE HA AUETWILHCTEHH € TIOTBLPACHA NPH PATHYNH
n3caenranmd. KNHHHYHOTO 3HAYECHHE Ha Te3H HAXOIKH BCE OLIE HE € YCTAHOBEHO.

Crobuiapane Ha MOJO3MPAHH HEXKENAHH PEAKIIAH
CpobmasaneTo Ha NOAO3MPAHH HEKeaHM PEAKIMH Ciie]] pa3pelliaBaHe 3a ynotpefa Ha nexapc’menm

NPOAYKT € BaxHO. Topa no3BongBa ia NpoABIKH HabIOAEHUETO HA CHOTHOIIEHUETO MTON3a4N
NeKapcTBeHH NPOXYKT. OT MEJHLUHHCKHTE CIELHANIMCTH C€ H3UCKBA 114 ChoOLIAaBAT BCS a
NOAO3HpaHa HEXKENaHa peakiHA Ipe3 HaUuMOHANHA CHCTeMa 3a choOmasaHe: H3nbuiAppemty
TIO NeKapcTBara, yi. ,Jlaman Ipyer” Ne 8, 1303 Coduua, Ten.: +359 2 890 34 17, yeff
www.bda.bg.




4.9 Ipeno3npane

3npaex 1oOpoBOIIM ca nomy4yaBanis 11,2 g aneTHILMCTEHH JHEBHO B MPOTBLKCHHE HA TPH MECEL,
fe3 HMKAKBH CEPHO3HH Hexkenann epekTH. [lepopamiure 1031 10 500 Mg ALSTHILMCTEHH/KI' TENIECHO
TETJIO Ce MOHACcAT 6e3 HUKAaKBH CHMITTOMH HA OTpaBsHe.

CHMITTOMHE
TIpeaosupaHeTo MOXeE Aa JOBEAE 10 CTOMAIIIHO-YPEBHH CHMITOMH KaToO rafieHe, IOBpPhLIdHE H
IHapus.

Jleyenue
Hama cnermguYeH aHTHAOT 3a aUCTHILMCTEHH K NEYCHHETO € CHMITTOMATHYHO.

5. ®APMAKOJIOTHYHY CBOMCTBA
5.1 PapMaxoAHHAMHYHH CBOACTBA
dapMakoTepaneBTHYHa rpyna: MykonuTHuM, ATC koa: RO5CBO1

MexanuznM Ha JAcHCTBHE H dgapmakognnamnqﬂu cl_IbGKTH

AuerunmyctedH [N-anern-L-uucrenn (NAC)] okassa chIIECTBEHO MYKOTHTHYHO-BTEYHABAINO
AeACTBNE BbPXY JIHTABHIATA H MYKOIYPYACHTHHTE CEKPETH Ype3 ACNOTAMEPHIHpaHe Ha
MYKOMPOTEHHOBHTE KOMIUIEKCH H HYKJICHHOBHTE KHCETHHH, KOWTO YBEJIHYABAT BHCKOZHTETA Ha
CTBKJIOBHAHHSA ¥ THOSH KOMIIOHEHT Ha XPavyKaTa H Ha OPYTHTE CEKPETH.

HonbiauTenny cBOHCTBA ca: HAMANABaHE HA MH/LYUWPAHATA XHICPIUIAZHA HA MyKO3HH KJIETKH,
YBEIIHYABAHE MPOHU3BOACTBOTO HA MOBLPXHOCTHO AKTHBHO BEILIECTO YPE3 CTHMY/IHpaHe Ha
nHeBMOUMTH THN I, cTHMyIHpaHe Ha MyKOpEeCHHCTHATA AKTMBHOCT, BOACILO J0 NoAoGpaBaHe Ha
MYKOPECHHCTHHS KIIHPEHC.

AUETHNIHCTEHH NPOABABA MPAKO aHTHOKCHAAHTHO ASHCTBHE, Thil KATO € 060TaTeH ¢ HyK1eO(PHITHO
cpoboana Tnonoea (-SH) rpyna, koATo Moxe fia B3auMOIEHCTBA IMPEKTHO ¢ eNeKTpodwIHaTA rpyna
Ha OKCHAAHTHHUTE paaukamd. OcobeHo HHTepecHa € KOHCTaTauHaATa/(pakta, 9e aeTHILMCTEHH
3aIIHTABA U-AHTHTPHIICHHA, £/1aCTa3a UHXHUOHpalll eH3HM, OT HHAKTHBHPAHETO HA XHIOXJIOPHCTATA
kucenuna {HOCI) - MollleH OKHCIISBaLI; ATEHT, IPOH3BEXKAH OT EH3UMA MHENOTIEPOKCHAZATA HA
aKTHBMpaHuTe (arolyTH.

OcseH ToBa, MONEKY/IAPHATA CTPYKTYPa Ha ALETWINMCTEHHA My TIO3BOIIABA JIECHO 2 TIPEMHHABA TIpe3
KNIETBYHHTE MeMOpann. BoTpe B kNieTKata aueTWILMCTEHH ce AcaueTHnu3upa a0 L-cysteine-
AMHHOKHCENHHA, Heo0XoNMMa 3a cHeTe3a Ha ryTaTHoH (GSH). AueTHAMCTEHH B AOTBIHEHHE
NpoABABA KOCBECH aHTHOKCHAAHTEH eQekT upes cBoATa pons Karo npekypeop (GSH).

GSH e cinHo akTHBEH TPHNIENTHS, MOBCEMECTHO PA3NPOCTPAHEH B PANTHIYHHTE THKAHH Ha
AKUBOTHHTE, KOHTO € OT OCHOBHO 3HaYE€HHE 33 NOAABLPKAHETO Ha (GYHKITHOHANHUA KATIALATET H Ha
MopdonoruyHaTa HANOCY Ha KieTkaTa. BCBIMHOCT Tol € Haii-BasKHUA BHTPEKIETHYEH 3aIIHTEH
MEXAHM3BLM CPelly OKHCNABALUMTE PATHKAIH, BHHIIHH U BETPELIHH H Cpelily MHOXECTBO
UHMTOTOKCHYHH BELIECTBA, BKIIFOYHTENHO | napanueTaMon. [TapaueraMos nposssiBa CBOETO
LIHTOTOKCHYHO ACHCTBHE Ypes mporpecusHoTo obeanssane Ha GSH.

AUETHNLUCTEHH HMA POJIA OT MLPBOCTETICHHO 3HAYSHHE 3a NOTEPIKAHE HA HOCTATHYHH HHBA Ha
GSH, koero nonpuhacs 3a npeAnasBake Ha KNeTKaTa. 3aT0BA ALCTWILMCTEHH XPEACTABIABA
ClelM(pHYEeH AHTHIOT TPH OTPABSHE C NApPaLETaMO. R

Knunnuna eukacHoCT H Ge30macHoCT

MykonuTiuHUA eeKT Ha AUSTHIUMCTEHH € KITMHAYHO AOKA3aH B HAKOIKO TUIaneb;
KJIHHHYHH TNPOYYBaHHA.




Brocard u np. oueHaBar MyKonHTHYHA AeiHOCT HA ALCTHILMCTEHH B ABOHHO-cANO, 1utanedbo-
KOHTPOMHPAHO Npoy4BaHe, BKIIOYBAIO 215 nauHeHTH Che CIeHATa AHATHO3M: ocThp Oponxut (84),
cyneprHQeKIHU Ha XPOHHUEH OpoHXHT (95), yenokHeH GPOHXHT MPH NalHEHTH ¢ TEXKa XPOHHYHA
AHXaTeNHa HeRoCcTaThuHocT (36). [TatmenTure nonyyapar 1 came or 200 mg aneTHNLMCTERH TPH
NBTH AHSBHO WK Miang6o B Npoas/DkeHde Ba 10 qHu. B pormbiiHeHHe BCHYKH NALHEHTH TOMy4YaBaT
CTaHAapTHAa aHTHOHOTHYHA Tepanyua (AMOKCHLIWIKH) B MPOABIDKEHHE Ha 7 AHHA. CTaTHCTUYECKHAT
aHAIH3, CpaBHABAIL 00EM H BUCKO3HTET Ha XPAYKATA, (0KA38a, Y€ ALUETHILHCTSHH € O 3HaTHMO
MHOF0 No-ebekTHBEH OT wiauebo.

['onssMO MHOTOLCHTPOBO NMPOYYBAHE & NPOBEASHO 32 OLIEHKA Ha e)UKACHOCTTA Ha aneThiuucTenH 200
mg, MpHJIaraH ABa I5TH JHEBHO MpH 495 narmentd (254 anerwipmctenn; 241 rane6o) ¢ XpoHHIeH
Gpouxur Haj 6 Mecena. Peayrature OT Mpoy4YBaHETO NOKA3BAT, Y€ CPENHHTE MECEUHH PesyITaTH 34
XApaKTePHCTHKHUTE HA XPaYuKHTE, 3aTPYAHEHO €KCIEKTOPHUPAHE H TEXECTTA HA KalNLa 0OHKHOBEHO
M34€3BaT OT HAYAJOTO A0 Kpad Ha 6-us Mecell. Ta3n obma TeHAeHAS ¢ HabmrogapaHa K B rpynaTa Ha
mnante6o; Benpeks ToBa, NEYSHHETO C ALETHALIMCTEHH € BKIIOYBAJIO 3HAYMTEIHO MHOTO NO-FONAM
craj Ha MECEUHHTE PE3YJITATH 3a XapaKTEPHCTHKATA HA XpauKHTe, YCHIHATA 33 OTXpa4BaHe H
TEXeCTTa Ha Kawnuara. Cneq mect Mecerla Ha aUeTHILHMCTEHH, CPEAHUTE OLICHKH 3a ofema Ha
XpauxH, Ae0eHHA 1 3ArHOABAHE NOCTHIHAXA CTOMHOCT OT 1 WIH NMo-MANKO, KOETO 03HAYasa "Manko
npoMEHEHH" H B YacT OT caydamre "6e3 xpaykn”. ToBa nokassa, ye B JRITOCPOYCH ILTAH
ALETHIUMCTEHR 3HAYMTENHO NPEMAXBa XHITEPCEKPETOPHOTO CHCTOAHHE Ha OpoHXHaNHaTa ciys H
CBIBTCTBAIUTE CUMITOMHE IIPH MOMYJALMATA OT NpoyuBaHeTe. OCHOBHUAT X0 Ha 3a00NABAHETO C&
nogobpsasa sHauHTeHO (p <0,001) IpH NauHEHTHTE, MOMYYABAIIE ALETHIHCTEHH B CPRBHEHHE C
ianedo rpynara, KakTo B o0LIHTE PE3YITATH, TaKa H B PAIMYHA TOYKH Npe3 NOC/IefA0BaTe/THHTE
MecelH.

AHTHOKCHAAHTHHA e(eKT Ha AEeTUNLIMCTEHH € BE3IMOMKHO O0ACHEHHWE Ha Pe3yIITATHTE, IOKYYEHH NPy
M3CneBaHeTO Ha Stav u ap. B ToBa npoyusaHe, aueTHIupkcTenH npraarad 1200 mg aHesHO B
NPOABIDKEHHE HA 6 CEAMHUM Ce€ cpaBHABA ¢ rwianeGo npu 24 nauuentn ¢ XOBE. Peaynrature
NOKA3Bart, Y€ HINO/I3BAHETO HA ALETHILHCTEHH € CBHP3aiHo ChC 3HAYMTEIHO MOAOOPABAHETO HA
MHCIHPATOPHHS KanauuTeT H B Gopcupanua excnupaTopes Burane Kanauuret (FVC) BepoaTHo ce
JBJDKH HA HAMATIEHHE HA BB3/IYIIHHA KanaHH.

TpHIIOXKEHHETO Ha ALIETHIIIHCTEHH € OLIEHEHO KaTO MEPOPATHO KITH aePO30IH3HPAHO JICUeHHE U IPH
NALHEHTH ¢ HAHONATH'HA TyMoHaNHA ¢uOpo3a. B npoyusanero IFIGENIA, exna rofusa IeueHHe ¢
aneTrnuucTeny 600 mg x 3 B JoMEIHEHNE KbM CTaHAApTHOTO nedenue Ha IPF (npeannson u
a3aTHONMPHH) 3aN1a3Ba JKH3HCHOBAYKHHA KaNallHTeT H KanauuTeTa 0pH eH0 BAWWLBAHE Ha APy HOHEH
seraeponeH okcua (DLCO) npy TasH nomynaums.

Hscnenparero na Tomioka u Ap. cpansBa HHXANALMOHHA TePanyd ¢ aLETHIIHCTENH B CPaBHEHHE C
OpOMXEKCHH XMAPOXJOPHSL, KATO KOHTPONHA rpyna; JieueHreTo ce npunara B NpoIs/DkeHHe Ha 12
Mecella. AueTHILMCTEHH NoKa3ea 3abassane pa3suTHeTo Ha GONECTTa KAKTO € BHIOHO OT YIPAKHEHATA
necarypatst, CT ¢ Bucoka pezomonus u cepym KL-6, 6e3 ma nuasT Ha 6enofpobuara ¢pyHKIas 1
Ka4eCTBOTO Ha JKHEOT.

Jee npoy4BaHuA OlICHABAT JICUEHHETO ¢ ALCTHILMCTEHH NIPH NAIHEHTH ¢ MyKOBHCIHA034. B Te3n
ABETE NMPOY4BAHUA ALETHILMCTEHH C€ NpUiara B MHOro BHCOKH 103H (10 3000 mg nHesHO B
TIPOABILKEHHE Ha 4 ceAMMIIH), Ge3 3HAUMTEIHA TOKCHYHOCT. AHTHOKCHAAHTHATA eHKACHOCT Ha
AUCTH/ILMCTEHH € CBBP3aHa ChC 3HAYMTEJIHO HAMAIABAHE aKTHBHACTTA HA eJIacTa3aTa B XpadKHTe,
Hali-CHJIHHAT NpeaukTop Ha GenoapobuaTa GyHKUMA NpH NALMEHTH, 3aCETHATH OT KHCTo3Ha (ubposa.
OcgeH TOBa, IIPH JIEUEHHE CE HAMAJIABA TEKECTTA HA HEYTPOQHIHTE HA JHXATEHATE MBTHINA KAKTO H
6poAT Ha HeYTpoHIHTE HA AMXATENTHHTE IIBTHILA, AKTHBHO 0CBOGOKIaBamK GoraTh Ha eacTasa
FPaHYIIH.

Ieanarpuyna nonynaims
B paMkuTe Ha nporpamara 3a KIHHWIHO pa3paBoTBaHe, HAKONKO MPOY4BAHAS Ca H3CIEABAT

edukacHocTTa H 6€30NaCHOCTTa Ha NEPOPATTHHA AUETILUCTEHH TTPH IeAHATPHYHH I

Miranda Ribeiro u ap. npoy4sa ynoTpe6ara Ha nepopaieH aUCTHALIHCTEHH TPH JeUcH)
GpoHxuanHu 3a60/14BaHHA NPH NEAHATPHYHYA NALHEHTH YpPe3 OTBOPEHO, HE-CPaB:
wnuteane. Hacnensanu ca ocemaeceT naupenTa. Cpennara sx3pact € 6mia 2,9 rog
11 romunm).




AUETHILMCTEHH ce pinara nepopanto 10-50 mg/kg/neH B aBe 1o TpH paszaeneHy no3x 3a 7 a0 110
JHH (CpeaHa NPOARDKHTETHOCT 26,7 AnK). OTIHYHH WIR J00pA KNHHWYHH Pe3y/ITaTH ¢a NOCTHTHATH
npH 59 naupenta (88% or oilenaBaHara nonysauna) H JoOpH PAgHONOrHYHH Pe3yaTaTH NpH 55
nauneHTH (82%). KimmHMSHATE H paIHOIOrHYHHTE Pe3yTaTH MOKA3BAT, Ye NePOPATHHA
ALETH/ILMCTEHH € MHOTO NOME3¢H MIPH JIeYeHHEeTO Ha NeHATPHYHH NALHEHTH ¢ PeCIHPaTOPHH
3a00NmABaHHA.

Nikolic onensra BMMAHHAETO Ha ALETHILMCTEHH BEPXY AMXATETHHTE (YHKIHH B NPOY4BaHe,
npoBencHo NpH 20 nanuenTH Ha BB3pact oT 3 A0 14 romuHy, CTpaJaliH OT paziniHi OCTPH
peLHIHBHPAIIH GPOHXHTH.

AHTHOHOTHUM ca M3TIOT3BaHH CaMO B ocTpaTa deGpiina ¢asa Ha GpoHxMTa H APYTH JICKapCTBa HE ca
JlaBaHH M0 BPEME Ha JICYCHHETO C AUSTHIUHCTSHH, KOHTO, B 3aBUCHMOCT OT BE3PACTTa, € NPHIaraH
NIEPOPATHO B MPOARDKEHHE Ha 4 THH B mo3a ot 100 wiu 200 mg Tpu meTi gHeBHO. HiAKoH nalMeHTH
ca MOUTOKEHH Ha CITHPOMETPHA, HO HAKOH OT TAX HE ca OKa3aJli ChASHCTBHE H ca HabmoaaBaHH caMo
KTHHHYHO. PCSYJ'[TETHTC, NOJYYEHH C aIeTHIILMCTEHH IMOKA3BAT, Y€ € ChKPATSHA MNPCRABLKHTEIIHOCTTA
Ha KaTapaJIHOTO BE3NAJIEHHE Ha ILPI0TO M KITHHHYHH NIPH3HALIY Ha GporxuTa. OTCTpaHsBaHe HA
CeKpeTa ¢ MOMOLNTA allETWILMCTEHH NTOMAara fia ce JIEKyBa Be3IanuTendHud npouec. Cnen 4 gan
JIeYEHHE ¢ AUCTHALMCTEHH, CTOHHOCTH Ha BUTaHHA KanauuTeT U 0e1oRpoOHHA BB3AYIIHUA OTOK Ce
BPBIUAT KbM HOPMATHHTE NPH NAIMEHTH ¢ 0OMKHOBEH WIH NOBTApALI Ce KarapaleH OpoHXHT, H
0CTaBaT HENPOMEHEHH IPH NALHCHTH C 6p0HXHaJ'lHa anepryi.

Rudnik u np. nposexaaT 3 HEKOHTPONMPAHM WAHTBAHKS 33 OLIEHKA Ha 6(MKACHOCTTa U
fe30MacHOCTTa Ha NepopaniHa aneTHMucTenH (50 mg qea NbTH AxesHo A0 200 mg TP MBTH
AHEBHO) B MPOTbDKEHHE Ha 4 CeMMLIM npu 58 fena ¢ xpoHuynu Genonpobuu 3abonasanus. ITo-
CMEeLHATHO, MHPBOTO MPOYYBAHE OLEHABA KIMHHYHHTE HAXOIKH H HAXOAKHTE NPH PEHTTEHORA
rpadus Ha rpBAHKA Kow npH 46-Te Aena Ha BrapacT ot 2 Mecewa 0 12 ropuus. Bnaronpuatan
e(eKTH ca NoTyyeHH M npH 41 nena - M3uespaHe Ha KITMHWYHHTE CHMITOMH TIpH 17 1 nogo6Gpenne
npH 24 ot peuara. Hzuespane uny HamMansBaHe Ha NAaTOJOTHYHA PSHTTEHOBH HAXOMKH ChIIO ¢a
AoknaneaHu B 15 cnyyas. Camo npu 5 nena He ce Habmoaasa noaoGpenne.

Szekely nexysa 20 gena ¢ GpOHXOCKONCKH YCTaHOBEH XPOHHYEH GPOHXHUT Ha BBb3pacT OT 6 ao 12
rofnHH ¢ auetunuMcrens 100 mg TpH 1rera aneswo 3a 37 zuu. [o Bpeme Ha npoyYBaHETO HE €
NpUiaraHo HHKaKBO JAPYro ICYSHHE, OCBEH aHTHIIMPETHLIM B Ciyyali Ha MOBHINICHA TEMIICpaTypa.
Kanutana #3ye3pa npH BCHYKH NALMEHTH J0 Kpasd HA TEPBATa CeIMHKLa OT JledeHHeTo. Perpecns Ha
BE3MaJIEHHETO Ha MyKycHaTa MemOpaHa npH 10 naienTa, cnipaHe Ha XHIepceKpeLHd mpH 2
MaLHeHTH, NOTERBPKAABAT TEpaNeBTHYHATA e)eKTHBHOCT Ha MEpPOPANHO aLeTHIHCTEHH.,

5.2 PapMakoKHHeTHYRH cBoHCTBa

Abcopbuus

Tpu xopara aneTunuucTend ce abcopbupa HAIMLIHO MPH EPOPOTHO TIPHIOKEHHE.

ITopani MeTaGonusMa B upeBHaTa CTeHa H e)eKTa Ha MHPRO NpeMHHABAHE, GHOHANKYHOCTTA Ha
ALETHILMCTEHH NpUeMa npe3 ycTaTta e MHOTo HHcka (oxono 10%). He ca oT4eTeHH pa3inHky 3a
pasnHuHHTe NeKapcTBeHH GopMH. [1py naumenTr ¢ pasnHYHK 3aGonaBaHHA HA TMXATEIHATE TETHINA
HIH Chp/IeUHH 3a60/1ABaHKEA MAKCHMAJIHATA [UT1A3MeHa KOHICHTpauHs ¢e NOTyvaBa MEXAy ABa H TPH
Yaca ¢JIe]] IIPHIarale H OCTaBa ¢ BHCOKH HHBA B IPOAL/DKEHHE Ha 24 gaca.

Pasnpenenexue

AUETHILMCTEHH CE Pa3NpoCcTpaHiBa KakTo noj Hemerabonuinpana (20%) Taka i B MeTabomusupana
(axTBHa) (80%) dopma u Hall-Bede Moxe Aa Ce HaAMEepH B Yephus Apol, Ox0peunTe, Senute npobose
u SponxmanuuTe cekperd. O6eMBT Ha pasnpeenenne Ha aueTunnMcTenH Bapupa ot 0,33 mo 0,47
L/kg. Cepp3panerto ¢ npoTeHHUTE € OKono 50% ueTHpH uaca ciieql npueM Ha 03aTa H HaMaslaBa JIo
20% xuM 12-m4 uac,

buorpancdopmariis
Cren nepopanHo NpUNokeHHe aueTHILMCTEHH NPpeThpsea Obp3 H mhaeH MeTabo
CTeHa W 4YepHHA Apob.



HonyueHoTO CheAHHEHHE, IUCTEHH, Ce CUHTA 33 akTHBeH Metabonut, Ceq To3M eTan Ha
TpascopMaLMs, aLeTHIUHCTeHHa M LIMCTEHHA CIIOASNAT SHH M Chll, MeTa0onuTeH ITHT.

EnuMunupane
BEOpeyHHAT KIHPEHC MOKe Aa o€ H3UHCITH Ha okoo 30% ot o6iuma Tenecen wiupsHe. Cren

NCPOPAIHO MPHIOKEHHE TEPMHHATTHHA TIOMYKHBOT OT ODIIHA aUeTHIIHCTeHH ¢ 6,25 (4,59 — 10,6)
yaca.

Jluneitnoct / HennneHOCT

DPapMaKOKHHETHKATA Ha alleTHILIMCTEHH € NPONOPIHAOHAIHA Ha NPUIOKEHATA 1034 B JHANA30H Ha
Aozata mexcay 200-3200 mr/m2 3a AUC 1 Cmax.

5.3 peaxJTARAYANA JAHHH 32 fezonacnocT

HexnHHuYHMTE JaHEH HE IOKA3BaT 0cODEH PHCK 3a XOpaTa Ha 6a3a HA KOHBEHUHOHANHHTE
tapmakonorHyHE H3NUTBaHKUA 32 e30NACHOCT, TOKCHYHOCT TIPH MHOTOKPATHO IIPHIIOKEHHE,
FEHOTOKCHYHOCT K PENPOIYKTHBHA TOKCHYHOCT ¥ PA3BHTHETO.

B mpoy4Banua 3a 0CTpa TOKCHYHOCT, nepopanuu croinocT Ha LDsy ce onpesenat npu 8 u>10 g/kg
TETNIO 33 MUILKH H TITBX0BE, ChOTBETHO.

IIpu npoan/DKKTENHO NeyeHke nepopanHaTa Ao3a 1 g/kg/naeH ce nonacs Ao6pe OT IWIbXoBETE B
npoabokenue Ha 12 ceamuny. Tlpu kyqera nepopainen npuem ot 300 mg/kg/aex B npoxspkeHue Ha 1
roAMHa He BOAH 0 TOKCHYHH peakuny. Bu3 ocHOBa Ha pe3ysiaTHTe 0T HE-BHTPO H HH-BHBO TECTORE
AUETHILUHMCTEHH HE CE CUWTA 328 FeHOTOKCHYEH,

PenponykTiBHA npoyuBanus, NPOBEEHH NPH ILUTHXOBE [IpH MEPOPaiHH A03u o 2000 mg/kg/nek u
npu 3afLM, TIPH nepopanuu 103K o 1000 mg/kg/aeH He ca nOKa3and JaHHM 33 HapymeH QepTIIMTeT
[PH 3KEHCKHTE HHAHBMIH HIK YBPEKAaHE Ha IIONA, IPHYHHEHH oT aueTwinucTenH. [pn neuenne ua
MBXKKH [UTBXOBE € aUETHILHCTEHH - nepopaiied npueM 250 mg/kg/nen B npoxwipreHue na 15
CEJIMMLH CBILO He Ce NOBNHABA GEPTHIHTETA MM OBIIOTO PENPOTYKTHBHO NOBEICHHE HA JKMBOTHHTE.

6. GPAPMAIIEBTUYHHA JAHHH

6.1 CoHCBK HA OMOIHATE BEMECTBA

JlumoHeRa kHcenuHa, 6e3poaHa, Hatpres OHkapOOHAT, acnapTaM, ApOMAT Ha JIHMOH.

6.2 HecbBMecTHMOCTH

AUETHILHCTEHH CHABPIKAIM MPOAYKTH He TPAGBA 12 C& CMECBAT ¢ APYTH NeKAPCTBEHH NPOXYKTH.
6.3 Cpok Ha rogaocT

3 roauun.

CpOKET Ha rOJAHOCT c€ OTHACA 32 NMPABAIHO ChXPaHABaH NMPOAYKT B OPHIHMHANIHATA onakopka. Ciexn
MIPHIOTBAHE HA Pa3TBOPA, NPOIYKTHT ClIeABa 4a ce mpuema Oe3 npekomMepHo 3abaBsHe.

6.4 CoennanHA YCOBHE HA ChXpaHeHHne

Hsama

6.5 Bua B chabpxaHEne B2 ONAKOBKATA

JlentH OT anymMuHMIL/ TIONHETHAEH, MOCTABEHH B KAPTOHEHH KyTHH, chabpikalun 10,
erepBecLCHTHH TabneTku, (




He BcHYKH BMAOBE ONAaKOBKH MOTaT Aa OBAAT MyCHATH Ha nasapa.

6.6 CoenHATHE NpeANAHA MEPKH NPH HIXBHpJIAHE

Hsma cneuyansy H3HCKBAHHA.

Hen3non3panHAT TeKapCeTBEH MPOAYKT HIKM OTHAABYHHTE MATEPHANA OT HETO TpA0Ba qa ce H3XBLPIIAT B

ChOTBETCTEHE C MECTHHTE W3HCKBAHUA.

7. IIPHTEXATEJ HA PA3PEINIEHUETO 3A YIIOTPEBGA

Zambon S.p.A.
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8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEEBA
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9, JATA HA TBPBO PABPEIMIABAHE/IIOMHOBABAHE HA PASPEIIEHUETO 3A
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