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W3NBAHUTENHA ATEHLWUA N0 NEKAPCTBATA

Kpamka XxapaxmepucmuKa Ha npogyKkima - npuna);euue 1
RAO260667
KBM PEE. N .oveeeveveemesensrsasasneesenmaansnsnssionsnarsssesssssnares
L HA JIE CTBE IPOAYKT Paspeiuenue Ne g 60//7/7/9/’ pr-S
07. 01 W
DITYUMYILII 200 mg rpaHy:nH 3a lepopaeH pasTeop Ngnbpatie Noﬂf’

72

FLUIMUCIL 200 mg granules for oral solution

2, KAYECTBEH H KOJTMYECTBEH ChCTAB
Emno cawe ®nynmymin cuabpika anerninuctent 200 mg (acetylcysteine 200 mg).

3a MENHHA CIHCHK HA MOMOLIHKTE BELIECTBA, BHATE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

l"paHymd 34 EPOPANTEH PA3ZTBODP € HBJT LBAT, XapakTepeH MHPHC Ha MOPTOKAN H JICK Ha CApa.

4. KJIMHYHMA JAHHHA
4.1 TepanepTAYHA NOKAIANAS

CexpeTonuTrHyHa TepanHa NpH OCTPH H XPOHWYHH 3a6onsaBanus Ha GpowxuTe U Genns Apod,
CBBP3aHM ¢ HapyLIeHHA B 00pa3syBaHETO H TPAHCNIOPTA HA GPOHXHATHHSA CEKPET, KATO: OCThP
OpPOHXHT, XpOHH4EH OPOHXHT W HErOBHTE yenoXHeHHd, Genoapoben eMpuIeM, MyKOBHCITHIO3a,
BpoHXueKTaH.

4.2.  [do3HpoBKa H HAYAH HA NPRIOKEHHE

EOBHQOBKB.

Bospacmuu u 1onowu nad 14-200muna évipacm
1 came @myumynun 200 mg, 3 uTH AHEBHO,

Heduampuuna nonyrayua
Ot 7 no 14-ropyumna ph3pact
1 came Oaynumynmn 200 mg 1- 2 mbTH THERHO.

TlpoannxkuTenHocTTa Ha NeuenneTo € ot 5 no 10 AHu [IPH OCTPH CbCTOAHAA H A0 HAKONKO Mecena (1-
2 Mecewa) Ipy XPOHHYHH ChCTOAHHS {MYKOBHCIHI034).

Hosuposka npu MyxoBuciwmao3a: Buapactau: o 800 mg, aeua: no 600 mg JHEBHO.

HauuH Ha npunoxenue

He ce crobinasa 3a B3aumopelicTere ¢ XpaHa; HAMa MHIMKAIMS 110 OTHOLIEHHE HA IPIWIATAHETO Ha
NpOAYKTa NPENH WIH Clie) XpaHeHe

PastBopere chaBpKAHHETO Ha CAILETO B MANKO KOJMYECTBO BOAA M AKO € HEOBXOAHMO pasbnpkaiite ¢
WbkHua. [TomyueHuaT pasrsop e rotos 3a ynorpeGa.

43. IIporuBomoxazamns




[lpu eua nos 2 rosMiHA BE3PacT CaMo 110 BUTAIHH MHHAMKALMH, IIPH CTPHKTHO NPOCHEAIBAHE OT
JieKkap.

44 CrnenuajiHA npeaynpexIcHRY ¥ NPENNAsHE MEPKE IpH ynoTpeda

MyKOAMTHYHMTE ar€HTH MOFAT A2 NPSAHZBUKAT HEMPOXOAUMOCT HA JHXATENHUTE MBTUIA PH Kena
1oy 2-roguuta se3pact. HopanH GHIHONOTHYHUTE XaPAKTEPHCTHKH HA AXATEHATE METHLIA B TA3M
BB3pacTOBA Ipyna, cnoccOHOCTTA 33 OTXpausaHe Moxe aa Obae orpanMdeHa. 3aToBa MyKONHTHIHH
arcHTH He TpsbBa Aa ce H3MO3BAT MpU AeUa NOA 2-rOAHIIHA BL3pacT (BXk. Touka 4.3).

[lpenopbupa ce NORMIIEHO BHHMAHHE, KOTaTO NPOAYKTHT C€ U3NON3Ba IIPH MALMEHTH C NENTHYHA
A3BA WAM aHAMHE32 32 Takaea, 0coOEHO B CiTydail Ha eHOBPEMEHHO NPWIOIKEHHE C APYTH JIEKapCTBa,
¢ M3BECTEH Apazpem eeKT BEPXY CTOMALIHATA JIMATABHLIA.

MaupenTn, crpagany ot Gpouxuanua actMa Tpalea na 6naaT BHMMATENHO HAGMIOAABAHH NO BPEME
Ha TepanusTa. [Ipu nossa Ha bponxocnazbm, OnyumyLmn TpsGpa [a ce cripe Heaalarno 1 Aa ce
3aM0YHE MOIXOAALIO eUeHHE.

[IpusioKeHHETO Ha aLETHIIHCTEHH, OCOOEHO B HAYAMOTO HA JIGYEHHETO, MOXKE A BTEYHH H Ja
yBenuuu obema Ha GPOHXHATHATA CeKpelHs. AKO NIALHERTHT HE € B ChCTOAHHE e()eKTHBHO Aa
OTXpausa, CJIEiBa a Ce H3BBPIUH NOCTYpasIeH APEeHAK W acnupalis Ha GpoHXHTe.

AUSTHAUMCTEMHET MOKE YMEPEHO JIa NOBIIHAEC XMCTAMHHOBHA MeTaboNHzEM, 3aT0Ba TPAGBa a ce
BHHMABA [P NPUIIAraHeTo Ha HPONYKTA 32 ABATOCPOYHA TEPAHA IPH NAIHEHTH ¢ HEIOHOCHMOCT
KbM XHCTAMMH, Thii KATO MOTAT 3 BE3HUKHAT CHMITOMH Ha HEMOHOCHMOCT {rnasofonue,
Ba30MOTOPEH PHHHT, Chplex).

Jlexa Mupu3mMa Ha capa He 03Ha4aBa MPOMIHA Ha MPOAYKTA, A €& MLIDKH HA CISHMGHKATA HA
aKTHBHOTO BEHIECTEO.

Tosa nexapcTeO ChIBpsKa aCHAPTAM, KOHTO € H3TOYHHK Ha dennnananni. Moske Oa HaBpeaM Ha
NAUHEHTH ¢ QeHHNKETORY pHA.

JiMncear KakTO KIMHUYHH Taka H HEKIHHHYHH A4HHH 3a yoTpefara Ha acapTaM TIPH KbpMaveTa
nop [2-ceamuunia BL3pacT.,

[laupenT ¢ peaxy HacAeACTREHU IPOGASMH HA HEMIOHOCHMOCT KbM TANaKTo3a, PpyKTo3a, MhjieH
TaKTa3eH AeGULHT, TJIOK030-ralakTo3HA Manabcopbums KK 3aXapo30-HIoMaNTaseH Je(HLUMT He
TpADBa ]a MPHEMAT TOBa JIEKAPCTBO.

Tosa nexapcTeo ceappka no-Manko ot 1 mmol Hatpuii (23 mg) Ha calwe, T.e. MO 2 CE KaNKe, 4e
NpAKTHYECKH HE ChABPIKA HATPHIA.

4.5 B3aamoaeiicTeHe ¢ APYTA JIeKAPCTBEHA NPOLYKTA A APYrHd $OpMHE HA BIaHMOJACHCTBHE

Jlexapemeenu g3aumodelicmaun
AMTHTYCHBHH NEKAPCTBA M MyKONHMTHYHH areHTH, KaTo AUETHILHCTEHH, He TpAOBa 1a Onaat

TIpHAaraHH ¢AHOBPEMEHHO, 3aL0TO HAMAINBAHETO HA KAUUTHYHHA pedeKc MOXe Aa JOBEIe 10
HaTPYNBaHe Ha OPOHXHANEH CeKper.

AKTHBHHAT BBITIEH MOKE 13 HAMATH edekra HA aUETHNLHUCTERH,

He ce npenopbusa eHOBPEMEHHOTO PA3TBapAHE Ha ALUETHTUHCTENH NEKAPCTBEHH d)
TIeKapCTEA.




CruurecTsyBalIATE JaHHH 33 HHAKTHBHPAHE HA AHTHOHOTULM B PE3YIITAT OT SLIETHILIHCTENH, 3aCera ce
OTHACAT £aMO 33 HH-BHTPO TECTOBE, B KOHTO CHOTBETHUTE BEILECTBA CE& CMECBAT JUPEKTHO. Brnpexn
TOBA, KOTATO Ca HeOoOXOMMMY APYTH NEPOpPanHY NEKaPCTBA WY aHTHOMOTHIM, € NPenOPbUNTEIIHO Te
Ja ce MIPHIIAraT B HHTepBan oT 2 Jaca ciel aueranuucterH. Tosa ve ce oTHacs no nopakapbed.

JoKazaHo €, ue €IHOBPEMEHHOTO TIPHAAraHe HA HHTPOTTHUSPHH H AUETHILHCTEHH NPHYHHABA
3HAYMTEITHA XHIIOTOHAS H H3pa3eHa MNaTalHd Ha TEMITOPAiHATA apTepHi. AKO e HeoOXoaHMO
JIe4EHHE €IHOBPEMEHHO C HUTPOMJIMLIEPHH M aETHILMCTEHH, NAaMeHTUTe TPAOBa na Obaar
npeaynpeneHy 3a BE3MOKHOCTTA OT TNABODOIHE H HAONIONABAHH 33 XHIIOTOHHS, KOATO MOXe 1a 6p1e
TEHKKA,

E;u[onpemeﬂna'ra yno*rpeﬁa Ha ALUCTHIUHCTEHH KU Kapﬁ&M&Be[lHH MOXE Oa AcBEac no
cyOTepaneBTHYHH HHBA Ha KapbaMazenuH.

Ilemnarpyyna nonyiaanus
[ipoyusanus 3a g3aumoneHCTRHATA Ca TPOBEXKAAHA CaMO IIPH BL3PacTHH.

ITpomeny B 1a00paTOPHMTE IIOKAZATETH
A[ICTHJ'!H}{CTGHH MOXKe 1a MPHYHHH CM}’I.[J,GHH}I B KOJIOPHMCTPH‘]HHH AHaAIMTHYCH METO[ 3a u3uepnaHe
Ha CATMIMIATH, ALECTHNIHCTEHE MOXKEe Aa MONPEYH NIPH H3CIEABAHE HA KETOHH B ypHHATA.

4.6 PepTHIATET, GPEMEHHOCT H KbpMeHe

BpemennocT

Jlancear uiM WMA OTpaHAYEHH JAHHRM OT ynoTpe(aTa Ha aUETHILHCTENH NpH OPeMEHHH XKEHH.
IlpoyuBanusTa MPH JKUBOTHH He TIOKA3BAT MPEKH HIH HENPEKH BpeIHH eekTH, CBBP3AHH C
penipoAYKTHBHATA TOKCHYHOCT (BXK. ToUKa 5.3).

Karto npeanasHa Mapka ¢ 3a npeanountane e na ce u3barsa ynorpefara Ha GIyuMyt o Bpeme Ha
OpeMeHHOCT.

Ilpean na ce uanonssa no BpeMe Ha GpeMeHHOCT, TpAGBa Aa GBAAT OLIEHEHH MOTEHIMATHHTE PHCKOBE
CHPAMO BEBEIMOXKHHTE MOM3H.

Krpmete

He € u3BecTHO fan aneTWTUMCTEHH/METabOTHTHTE Ce EKCKPETHPAT B KbpMATa.

He Moxe [1a ¢ H3KITIOUM PHCK 32 HOBOPOJIEHHTE/KEPMAYETATA.

Tpabea na ce B3eMe peleHne JaTH A C€ NPEyCTAHOBH KHPMEHETO HIIH Aa Ce NPEYCTAHOBH//AA HE Co
NPHJIOKH TEPANHUATA ¢ QIYMMYLMIT KATO C& BICMAT NPEABKMA MON2ATA OT KEPMEHETO 32 ASTETO K
Moi3aTa OT TEPANHATA 33 KEHATA.

DepTanuTeT

Hama nanhmsa ediekra Ha aLeTHILMCTERH BBpPXY (epTAIHTETa NpH Xopa. IIpoydBannaTa NpH
MABOTHH HE MOKA3BaT BPEIHH e)eKTH DO OTHOMEHHE Ha (FepPTHIMTETA NPH XOPa NPH NPUIATAHE Ha
NpPENOPEYHTENHATE O03H (BIK. TO4YKa 5.3).

4.7 Edextn B1pxy cnocoGraoctra 33 modupane # paGoTa ¢ MamImER
DryMMYUHI He TOBNHABA CIocoOHOCTTA 32 IodHpane W paboTa ¢ MalllHHH.

4.8 Hexenann ekapcTBeHH peaknan

Pestome na npodymna Ha 6esonacHocT = =~
Haii-uecTTe Hexxenanu peakuus, CBbP3aHH C IIEPOPATHO NPHUIOKEHHE HA ALETHIHCTE
CTOMAIHO-YPCBHH N0 CBOSTO SCTECTERO. PG&K].[HP[ Ha CBPBXYYBCTBHTCAHOCT, BKJTIO ;
aHa(uIaKTHYER WOK, aHAPHNAKTHYHA/aHADUNIAKTONIHA PeaKuMs, GPOHXOCNAshM,

u ¢bpbex ca JOKNaBaHU NMO-PAKO.




B rabnuuata no-nony HexenaHuTe peakiuuu ca H3OPOEHH N0 CHCTEMO-OPraHHH K1acoBe H YeCTOTa (MHOTO 4eCTH
(=1/10), yectu (=1 / 100 po <1/10), Hevectn (=1/ 1 000 mo <1/100), peaxn (=1 / 10 000 go <1/ 1,000), MmuoTO
peaxu (<1 / 10,000) u ¢ nenssecTHa HecToTa (He MOXKE Aa ¢& ONPEAEITH OT HAIHYHHTE JaAHHH).

Ilpu Bcako rpynHpaHe B 3aBHCHMOCT OT YECTOTATA, HEXEIAHUTE PeakliiK ce n3OpodaBaT B HH3XOOAIN pel Nno
OTHOLUEHHE HA TeXKeCTTa. !

CucreMo-opranan HexkeJaHN JeKAPCTREHH peaknBa
KJAcCOBe HewecTn Peaxn Muoro peaxn Henipectnal
(=1/1,000; <1/100) | (>1/16,000; (<1/10,000) 4eCTOTA
<1/1,000)
Hapywenus na CBpbX4yBCTBHTEN- ] AnadHnaKTiicH
mo
HMMYHHaTa CHCTEeMa HOCT aﬂaﬁmalcmq -
aHapHIAKTOHIHH
PCAKIHHA
Hapymenus Ha I'nasoGonue
HepBHATA CHCTEMaA
Hapymesns na cnyxau | llIym B yxoto
JnabHpHHTA
ChpAeyHH HAPYLHEHHA Taxuxapaus
HapyureHHs Ha chaoeara Xemoparus
cHCTEMA
PecnupaTopHH, rpsanu BpoHXOCTIAZEM,
H MeTHACTHHAJIHH
HApYIIECHHs AHCTIHEA
CroMamHo-YpeBHH IMorpobinane, nuapus, | Jucnencus
HapyILIeHHs CTOMATHTH, KOpeMHA
OoJKa, rageHe
Hapyurenus Ha Yprukapns, o0pHs,
KOKATa H IOAKOKHATA aHTHOEaeM, Chphex
ThKaH
O01mH HapylHeHUA | Tpecka Orok Ha
edexTy Ha MACTOTO Ha JIHLETO
MPHIOKEHHE
Hacnenpanus Cnap, Ha XPLEHOTO
HATIATAHE

Onucanne Ha H3OPAHH HEXKENAHK PEAKIIHA
C106lLIeHH ca MHOTO peflkd CTyual Ha TOABA Ha TeXKH KOXKHH peaklUMH, KaTo CHHAPOM Ha Stevens-

Johnson 1 cHHApOM Ha Lyel, chBnanaluy no BpeMe ¢ NpUICKEHHETO Ha ALETHILMCTEHH.
B noseveTo cnyvan € HAeHTHHUIHMPAH HAK-MAJIKO Olle §AHH NOJO3HPAH JeKapCTBeH NMPoayKT,
y4acTBam B OTKIOYBAHETO Ha NOCOYEHHTE NO-rOpe KOMHO-THIABHYHH CHHIEPOMH. l'[opaml TOBa, €

Koxara unM marasurmte Oayumynws Tpabsa aa ce cnipe HezabasHo. HaMansasane na
TPoMOOLIMTHTE IO BpeMe Ha TIPHJIOKEHHE HA ALICTHILMCTEHH € NOTBBPAEHA MPH pa;
u3cienpaHHA. KNHHHYHOTO 3HAUEHHE Ha TE3H HAXOOKH BCe Ollie He € YCTAHOBEHO. /



CpobniaBane Ha NOJO3MPAHH HEXKENIAHH PeaKLiiH
CrobiasaneTo Ha NOJO3HPAHH HEXKEAAHU PeaKLMK Clie]] paspelliagaHe 3a yrnoTpeba Ha JIeKapCTBEHHA

npoaykT € BaxkHo. Topa no3ponssa a MPOILIKH HaGMIOAEHHETO HA CHOTHOIMEHHETO TO33/PUCK 33
JIeKapcTBeHuA TpoayKT. OT MEAHNMHCKHTE CHIeIMATHCTH Ce H3HCKBa [Ia ChOGINABAT BCAKA
MOZI03MPAHA HEJKE/IAHA PEaKLMA Ype3 HallHOHAHA CHCTeMa 3a chofinaBaHe: Hansnuurensa arenums
no JiekapcTeara, yi. ,,Jlaman I'pyes” Ne 8, 1303 Codusa, Ten.: +359 2 890 34 17, yeGeaiit:
www.bda.bg.

4.9 Ipeno3apane

3npaeu a06poRONUA ca nonyuasany 11,2 g aneTuiuMcTenH AHERHO B MPOXBIDKEHME Ha TPH Mecella,
Oe3 HHKAKBH CEPHO3HH Hexenany edekru. [lepopanuure z03u 10 500 mg AUETHILMCTEHH/KT TEIECHO
TELNO Ce MOHACAT (&3 HUKAKBY CUMIITOMY Ha OTPaBsHe.

CuaMoToMu

Ipenosupanero Moxe Ja AOBEAE O CTOMAUIHO-YPEBHH CUMITTOMH KaTO rafese, MOBpELIAHE H
UMApHS.

Neuenne
Hama cnenmdutieH aHTHAOT 3a ALUESTWILMCTEHH W TEYEHHETO ¢ CHMIITOMATHYHO.

5, PAPMAKOJIOTHYHHU CBOMCTBA
5.1 ®apMaKkoIHHAMHAYHE CBOHCTBA

QdapMakoTepaneBTHHA rpyna: Mykonutaim, ATC xon: ROSCBO1
Mexanuzem na seficTene u hapMakoIMHaMEYHK eheKTH

Auerunmumcredd [N-anerun-L-upctenH (NAC)| okasBa CHIZECTBEHO MyKONHTHIHO-BTEYHABALIC
AcHCTBHE BLPXY JIHFABHIATA H MYKOINYPYJICHTHHTE CEKPETH Ype3 AENONHMEPH3HpaHe Ha
MYKOTIPOTEHHOBUTE KOMIUIEKCH H HYKNSHHOBHTE KHCEMIHH, KOMTO YBEJIHYABAT BHCKO3HTETA Ha
CTEKTOBHIHHA H FHOEH KOMNOHEHT Ha XpaukaTa ¥ Ha APYTHTe CEKPETH.

HOITbITHHTETHA CBOMACTRA ca: HAMalABaHE HA HHAYLHPAHATA XMIEPIIA3HA HA MYKO3HH KIIETKH,
YBeJIMYaBaHe MPOU3BOACTEOTO HA MOBBEPXHOCTHO aKTHBHO BEIIECTO Ype3 CTHMYIApAHE Ha
NHEBMOUMTH THII II, cTuMynMpaHe HAa MyKOpecHHCTHATA AKTHBHOCT, BOAEILO A0 MOAOOpABaHE Ha
MYKOPECHHCTHHA KJIHPBHC.

ALESTHILHCTERH NPOABABA TIPAKO AaHTHOKCHAAHTHO NEHCTBHE, THil Kato € 060oTaTeH ¢ HYKNeoGUIHO
ceobozna THoMora (-SH) rpyna, kofTo Mose aa B32MMOZEHCTBA THPEKTHO ¢ €NEKTPOgIIHATA Ipyra
Ha OKCHOAHTHHTE pafukaTH. OCOOEHO HHTepeCHa ¢ KOHCTATAUMATA/(paKTa, Y€ AUSTHIHMCTEHH
3al0HTaBa 0-aHTHTPHIICHHA, €1aCTa3a HHXHOMpAlll eH3HM, 0T HHAKTHBAPAHETO HA XHIIOXJIOPHCTATA
kucenuna (HOCI) - MoleH OKHCIABANT ar€HT, MPOHIBENIAH OT SH3UMA MUETIONEPOKCHAA3A Ha
aKTHBHPAHHTE (HaroLHTH,

OcBeH TOBa, MONEKYJIAPHATA CTPYKTYP4 HA AUETIIUMCTEMHA My TI03B0SIABA IECHO [a TPEMMHEABa Npe3
KeThyHUTe MeMOpatu. BeTpe B KieTKaTa aLeTHINNCTEHH Ce AeaueTHAn3upa ao L-cysteine-
AMHHOKHCEMMHA, HeoDXoMMa 3a cuHTe3a Ha rayTaTion (GSH). AlerrnnucTess B JOMbIHEHME
NpOABABA KOCBCH AHTHOKCHAAHTEH ediekT upes cBosTa pond kato npekypcop (GSH).

GSH € CHNTHO aKTHREH TPUIIGIITH], OBCEMECTHO PA3NPOCTPAHEH B PasNMUHWTE THKAHM HA _
AHBOTHHTE, KOHTO € OT OCHOBHO 3HAYEHHE 32 MOTBPKAHETO Ha QYHKLIMOHAIIHHS KATI3
MOpdoNOTHUHATA UANOCT HA KRETKATA. BOBIHOCT Toi & Hali-BaXHMs meemmqeu’ :

LUTOTOKCHYHO ACHCTBHE Ype3 MporpecHEHOTO oGennnaBane na GSH.



AUETHALKCTEHH UMA POJis OT MbPBOCTENCHHO 3HAYEHWE 32 MOANBPKAHE HA AOCTATHYHH HHBA Ha
GSH, xoero nonpeHacs 3a Npeanaspase Ha KIeTKaTa. 3aToBa alETHILMCTEHH NPEICTARIABA
crien(pHIeH aHTHAOT MPH OTPaBAHE ¢ NAPALETAMOT.

Knunu4Ha edukacHocT ¥ GesonacHocT

MykomHTHYHAA e(eKT Ha ANESTHILUHCTEHH € KIHHHYHO 10KA3aH B HAKOJKO IU1ALeb0-KOHTPOTHpaHH
KIHHHYHH MPOYYBAHUA.

Brocard u Jp. olieHABAaT MyKOITMTHYHA AeHHOCT Ha alIETWIIMCTEHH B ABOHHO-CIIANO, [LTane6o-
KOHTPOJMPAHO MpOyYBaHe, BKTIOUBAIIO 215 NauMeHTH ChC CleAHATa AHarHo3u: ocThp 6poHxHT (84),
cynepHH(peKIHH Ha XPOHHYEH OpOHXHT (95), YCoKHeH GPOHXHUT NPH NALKMEHTH C TEXKA XPOHHTHA
JHXATeNHa HeAOCTATRUHOCT (36). [TauperTuTe Nomyuasar | came ot 200 Mg auSTUILMCTEHH TPH
TbTH JHEBHO WK rw1auebo B nmpogkukerHe Ha 10 qun. B qonbiHeHne BCHYKH HaLMEHTH NOTy4YaBar
CTaHAAPTHA aHTHOHOTHYHA TEpanHa (aMOKCHIUUIMH) B npoawDKkeHHe Ha 7 Auu. CTaruCTHYECKUIT
aHaNK3, cpaBHABaLL 00€M H BUCKO3HTET Ha XpadKaTa, OKA3RA, Y€ aleTHILIHCTEHH e OHN 3HAUHMO
MHOr0 no-e)eKTHBEH 0T 11aueto.

[onsamo MHOrOUEHTPOBO MPOYYBAHE € MPOBEACHO 32 OLEHKA HA eJHKACHOCTTA HA aueTWwinHcTeHH 200
mg, NPHJAran ABa MHTH AHEBHO npH 495 naumenTy (254 anetwanmcrenn; 241 mnaueto) ¢ XpouHyeH
Oponxwt Hag 6 Meceua. PesynraTire oT npoyuBaHeTO noka3Bar, e CpeJJHHTE MECEUHH PE3YJITATH 38
XaPAKTEPUCTHKHATE HA XPAYKHTE, 3aTPYAHEHO EKCIEKTOPHPAHE H TEXECTTa Ha KAILTHLA OOMKHOBEHO
H34€3BAT OT HAYaIoTO A0 kpad Ha 6-ua Mecew. Tasu obina TenaeHus e HabmoAaBaHa | B rpynarTa Ha
nnauebo; BerpekH ToBa, IEUEHHETO C ALETHILMCTEMH € BIVTIOYBANIO 3HAYHTE/IHO MHOTO MO-TOJSIM
CHAJ Ha MECEYHHTE PE3YJITATH 32 XapaKTEPHCTHKATA HAa XpadKHTe, YCHIIHATA 33 OTXpayBaHe H
TEKECTTA Ha KanutuiaTa. Chneq mecT Mecella Ha AeTHWINKCTEHH, CPEAHHTE OLSHKH 3a ofema Ha
Xpa4kH, nebentHa 1 3aTHOABAHE JOCTHIHAXA CTOMHOCT OT 1 MITH TT0-MAJIKO, KOETO O3HA4aBa "MaJko
MPOMEHEHH" H B YacT OT ciy4anTe "Ge3 xpauku". Tosa noxkassa, 4e B JBJIrOCPOdeH [UTaH
AUETHILMCTEHH 3HAYHTETHO NIPEMAXBa XHIIEPCEKPETOPHOTO CECTOAHHE HA GPOHXHANIHATA CY3 H
CBITBTCTBAMINTE CHMIITOMH TIPH MONY./1alHATa OT npoy4yBaHeTo. OCHOBHHAT X0 Ha 3a6onABaHeTo Ce
nonobpasa snaumTenHo (p <0,001) Np nauneHTHTE, NOTYYABALIH ALETHIMCTEWH B CPABHEHHE C
nyauebo rpynaTa, KakTo B 0GILMTE pe3yNTaTH, Taka H B pas/IHYHH TOYKH Mpe3 710CNEA0BATETHHTE
MECELIH.

AHTHOKCHAAHTHHS e(eKT Ha ALETHIUKCTEHH € BE3MOXKHO ODSCHEHHE HA PE3yNTATHTE, TIOMYEHM IPH
H3cIeABaHeTo Ha Stav M Ap. B ToBa mpoy9Bane, anerHanucTenH npuiarad 1200 mg NHeBHO B
TIPOABIDKCHHE Ha 6 cenMMIK ce cpaBHsBa ¢ Tuiauebo npu 24 naument ¢ XOBB. Pesysrrature
MOKa3BaT, Ye W3MOM3BAHETO HA ALETIILHCTEHH € CEBP3aHO ChC 3HAYHTETHO NOAOOPABAHETO Ha
HHCITHPATOPHHA KANALMTET H BbB (POPCHPaHHI eKcnEpaTopeH BuTaneH kanauuter (FVC), epoatHo
ABJDKALIE CE¢ HAa HAMAJICHHE Ha BB3IAYLIHASA KAlTAHH,

[IpunokeHHeTO Ha ALIETHIMIMCTEHH € OLIEHEHO KATO MIEPOPATHO WIH 2epO30JHIHPAHO JIEICHHE W TIPH
NALHEHTH ¢ HAKONATHYHA MynMoHanHa $uoposa. B npoyuranero IFIGENIA, easa roguna nevenue ¢
aueTHIUKCTerH 600 mg X 3, B NONbLAHEHHE KbM CTAHJAPTHOTO NedeHHe Ha IPF (npequisoH 1
a3aTHOTIPHH), 3aMa3Ba XU3HCHOBAKHUA KAMAIHTET M KalalUTeTa NPH eHO BAMLIBAHE HA '
muy3uonen BeraepofeH okcua (DLCO) npu Tasu nomyaums.

H3cnensanero va Tomioka u np. cpaBHABa HHXANIALMOHHA TEPATUA ¢ ALETHWILUCTEHH B CPABHEHME C
GpOMXEKCHH XHAPOXJIOPH, KATO KOHTpo/Ha rpyna; JledueHueTo ce npunara B NpoNb/iKeHHe Ha 12
Mecela. ALCTIILMCTEHH NOKa3Ba 3a0asaHe pasBHTHETO Ha GONECTTa KAKTO € BUAHO OT yIIPaKHEHaTa
necarypauus, CT ¢ pucoxa pesomtoums u cepym KL-6, Ge3 aa eansar Ha GenoapobHaTa QyHKIHS 1
KA4€CTBOTO Ha HKHBOT.

JBe poy4YBaHUA OlIEHABAT JIEYEHHETO ¢ AUETHIUHCTEHH NPH MAalIHEHTH ¢ MyKOBHCHH034. B Tesu npe
ApOYYBAHHA AUETHILMCTEHH CE NPHIara B MHOTO BHcokH A03H (10 3000 mg aHeBHO B NPOABKEHHE
Ha 4 cesMuUK), Ge3 3HAYMTENHA TOKCHYHOCT. AHTHOKCHIAHTHATA epHKACHOCT HA ALETHILHCTEHH €
CBEBP3aHa ChC 3HAYMTENHO HAMAJIABAHE AKTHBHOCTTA HA €NacTa3aTa B XPadYKUTe, Haﬁ—cunﬂ_na:rﬂ

TIpH JIEYEHHE C€ HaMAaJIABA TEKECTTA Ha Heyrpocbnnme HA THXATE/THWTE ITBTHILA
HeyTpo(UIHTE HA AUXATENHUTE MBTHINA, AKTHBHO OCBOO0XKAABaH HoraTy Ha en



IenuaTpuyna nonmynaums

B paMkHTe Ha porpaMaTta 3a KIHHHYHO pa3paGoTBane, HAKOJIKO MPOYHBAHHS Ca H3CJICIBANH
eHKacHOCTTa M 6e30NACHOCTTA HA NEPOPANHUA AULTHIUMCTEHH HPH NCAHATPHYHH NAUMEHTH.
Miranda Ribeiro u np. npoyusa ynotpebarta Ha iepopanet aueTWILHCTEHH NPH JeYeHHe Ha
Oponxnansy 3a601ABaHHS NPH NEAHATPHYHH NALMEHTH YPE3 OTBOPEHO, HE-CPABHHTENHO KNIHHHYHO
usnureane. Hacnexsann ca ocempecet manuenTta. CpegHata Bb3pacT e 6iia 2,9 rogunn (ot 23 aau ao
11 roaunu). '
AueTiwiMcTesH ce mpurara nepopanso 10-50 mg/kg/neH B ABe 1o Tpy pasnenexn aosm 3a 7 go 110
JHH (CpenHa MPOXLIDKATENHOCT 26,7 AHKH). OTIHYHH HIH JOOPH KITHHHYHE Pe3yJTATH ¢a MOCTHTHATH
npe 59 naunerTa (88% oT ollensBaHaTa nomynanys) W Z06pH PaJHONOTHYHH PE3YIITATH NPH 55
nauneHTH (82%). KnuHHYHUTE H PaIHONIOTHMHHTE Pe3ylITATH MOKA3BAT, Y€ NEPOPATHHS
alCTIWILMCTEHH € MHOTO NONE3eH NPH JIeYeHHeTo HA NMeHaTPHIHH MALHEHTH C PeCTIMPaTOPHH
3abonsraHHA.

Nikolic oueHABa BIHAHHETO Ha ALETHILHMCTEWH BHPXY AMXATEHHTE GYHKIMH B TIPOYUBAHE,
npoBeaeHo NpH 20 MauHEHTH Ha Bb3pacT ot 3 A0 14 roaHHy, CTPajJalH OT PalIHYHHE OCTPH
pPENHAHBUAPAITY OPOHXHTH.

AHTHOHOTHIM Ca H3MI0T3BAHH caMO B ocTpaTa dhebpunna daza Ha GpoHXHTa M APYTH JISKAPCTBA HE Ca
JIaBaHH MO BPEME Ha JIEYEHHETO ¢ ALETHIUHCTEHH, KOHTO, B 3aBHCHMOCT OT BB3PacTTa, ¢ [[PHIaraH
NEpOpaHo B NPOABIKEHHE Ha 4 1HH B fo3a oT 100 win 200 mg Tpu meTH AHEBHO. HakoH mauHeHTH
ca NOAJIOXKEHH Ha CITHPOMETPHA, HO HAKOH OT TAX He ca OKa3anu chieHcTBHe H ca HabmoAaBaHy caMo
KITHHUYHO. PesynraTHTe, NOMTyYeHH ¢ aleTHILHCTEHH IOKA3BAT, Y€ € ChKpaTeHa NPOABIKHTETHOCTTA
Ha KaTapaTHOTO BB3IAJEHHE HA MEPIIOTO H KMTHHHYHH NpH3IHauy Ha Sporxura. O1cTpaHsBaHe Ha
ceKpeTa ¢ MOMOMITA AaUETH/IIHCTEHH NTOMara /1a ¢¢ JICKYBa BE3MATHTEITHAA ipouec. Cnea 4 nHu
JIEYEHHE C AUETUIIHCTEHH, CTOHHOCTH Ha BHTANIHHA KAIALNTET W OenoApobHHA BE3AYLICH [TOTOK CE
BPBLIAT KbM HOPMATHWUTE IIPH NMALHEHTH ¢ 0OHKHOBEH HITH MOBTAPAIL C¢ KaTapaneH OPOHXHT, H
OCTABAT HENPOMEHEHW NPY NALUEHTH ¢ OpOHXHANHA ANEPryA.

Rudnik u ap. nposexaaT 3 HEKOHTPONHpPAHM M3THTBAHKA 33 OLCHKA Ha e(PUKACHOCTTA H
6e30macHOCTTA Ha MepopanHiA aueTHILMcTedH (50 mg nBa mbTH AHeBHO no 200 mg TpH IMBTH
JHEBHO) B NPOAB/DKEHHE Ha 4 ceMHLH TipH 58 newa ¢ XxpoHHYHHK 6emoapoGHA 3abonasanua. [To-
CTICIIHAMHO, IMbPBOTO NPOYYBAaHE OLCHABA KIIHHHYHHTE HAXOAKH H HAXOAKHTE NPH PeHTTCHOBA
rpacdus Ha rpeAHKA KoMl NpH 46-Te Jeua Ha BB3pacT or 2 Meceta 10 12 roguxu. BaaronpusaTau
eexTu ca nonyseHH w ipu 41 nena - H3ye3BaHe Ha KITHHHYHATE CHMITOMM IpH 17 1 noaoGpeHue
npu 24 ot aeuara. MiuessaHe win HaMalgBaHe Ha [IATOOTMYHH PEHTTEHOBH HAXOJKH CHUIO ca
noxinageaHy B 15 cimyqas. Camo npu 5 nena He ce HaGmoaara nonoGpenne.

Szekely nexysa 20 neua ¢ GPOHXOCKONCKH yCTAHOBEH XPOHHYEH GPOHXHT HA BB3pacT oT 6 10 12
rofunH ¢ apgerwiurcreds 100 mg Tpu meTi aHeBHo 3a 37 auu. TTo BpeMe Ha NpOYYBaHETO HE €
TIPHUAAraHO HHKAKBO APYTO JEYEHUE, OCBEH AHTHITHPETHLIA B CTY4aii HA TIOBHILIEHA TEMIIEpAaTypa.
Kamununa m34e3sa npu BCHUKY DalHEHTH A0 Kpasi Ha TbPBaTa CEIMHLA OT JiedeHHeTo. Perpecus Ha
BE3TAIEHHETO Ha MyKycHaTa MeMOpana npu 10 manwmenta, cniHpade Ha XUnepceKpenus npu 2
NALMEHTH, NOTBBLPXKAABAT TEPaNeBTHYHATA ehEKTHBHOCT Ha NMEPOPAICH alleTH/ILIHCTEHH.

5.2 PapMaKOKHECTHIHH cBOHCTBA

Abco
[pu xopaTa aUETHILHCTEHH ce abcopOrpa HATBITHO NPH NEPOPAITHO RPUIOKEHHE.

ITopaan meraGonusma B UpeBHATA CTEHA W edeKTa Ha MbPBO NPEMHEABAHE, OHOHATHYHOCTTA Ha
aleTHILHCTEHH MPHEeMAaH Npe3 ycTara € MHOro Hucka (okono 10%). He ca oTueTeHM pa3nHKy 3a
pA3NIHYHHTE NeKkapcTBeHH Gopmu. [Ipu naiweHTH ¢ pa3uuHE 3a0019BaHMS HA JHXATETHUTE IBTHINA
WK CHP/ICUHM 3a00N9BaHg MAKCHMANHATA TDIA3MENA KOHUEHTPALMS C& NONyYana MEeXAY Ba U TpH
yaca CJi¢]] IPATaraHe H 0CTaBa ¢ BHCOKH HHBA B TIPOIBIDKEHHe Ha 24 daca.

Paznpenenenne .
AUETHNMCTEHH CE Pa3NPOCTPaHsBa KakTo noj Hemetabonusupana (20%) Taka M B,
(axTHBHa) (80%) dopma u Hali-Beue MOXe 113 ce HAMEPH B YepHHA Jpos, OLope
n OponxuanHuTe cexpetd. OBeMLT Ha pasnpee/ieHHe Ha aIETHILHCTENH BapHpa




L/kg. Crbp3BaHETO ¢ npoTedHuTe € okono 50% ueTHpH vaca cie] PUEM Ha A03aTa M HAMaIABa 70
20% xuM 12-u5 yac,

buotpatchopmanus

Cnen nepopalio NPHIOKEHUE ALIETHILMCTEHH IpeThpnaBa OBp3 M TbIeH MeTabONH3IBLM B YPEBHATA
CTeHa H YepHHA apob.

IonyueHOTO CRENHHEHHE, LICTEHH, Ce CYMTA 3a aKTHBEH MetabonuT. Cnen TO3H eTan Ha
TpancHopMaLI, AUETANLKCTENHA 1 IHCTEHHA CIIOAEIIAT SAMH M CBIIl MeTabOAHTEH ITBT.

Ennmubsupane
BEOpeYHHAT KIHPBHC MOXKE 1a CE H3UHCAM Ha 0kolo 30% ot obuus Teneced knupbic. Crel

MEPOpPaTHO NPHIOKEHHE TEPMHHANHHA TIOAYKHBOT OT OO1LMA aueTHIuHcTeHH € 6,25 (4,59 — 10,6)
4aca.

Jluneinoct / senuneimocr
PapMaKoKMHETHKATA Ha ALETHILHACTEHH € NPONOPLUHOHAIHA Ha NIPHIOKEHATA 4033 B AHANA30H Ha
noszara mexcay 200-3200 mr/m2 3a AUC u Cmax.

53 HpeaxaaAa4aHn JanHHz 38 6e30NaCAOCT

Heknmuau4HNTE 1aHHH He NOKAa3BAT ocoGen pHCK 32 XopaTa Ha 6a3a HA KOHBEHLHOHAIHHTE
¢apmakonoruyHu H3MHTBAHAA 3a 6e30MIACHOCT, NPOYYBAHHA 33 TOKCHYHOCT MPH MHOrOKPATHO
NpWIaraHe, reHOTOKCHYHOCT M pelpOXYKTHRHA TOKCHMHOCT H TOKCHYHOCT 32 Pa3BHTHETO.

B npoyusanus 3a ocTpa TOKCHHHOCT, NepopannH crofinocTu Ha LDso ce onpeaenst npu 8 n >10 g/kg
TEIJI0 32 MHIIKH # TUTLXOBE, CHOTBETHO.

[Mpu npopsKUTento neuenne nepopannara sosa 1 gfkg/aen ce nonaca A06pe OT NIbXOBETE B
npoAbkeHde Ha 12 ceamuny. ITpn kyueTa nepopaneH npHem ot 300 mg/kg/neH B NpokDKeHHe Ha |
FOJHHA HE BOAK IO TOKCHYHH peakiiy. Br3 ocHOBa Ha pe3y/iaTHTe OT HH-BHTPO H HH-BHBO TECTOBE
AlETHILFCTEHH He CE CHHTA 32 TeHOTOKCHYEH.

PenponyxTHBHH Npoy4BaHHA, MPOBSAEHH NIPH IIBX0BE NIPH NepopaiHH ao3u 1o 2000 mg/kg/nen n
nipw 3aiiim, npyu nepopansk Ao3k Ao 1000 mg/kg/nen He ca nokasany JaHHH 33 HapYLIeH (PEPTHANTET
OpH HKEHCKHTE HHIUBHIHM HWIH YBPEXKNAHE HA TU10a, NpHYHHedn ot aneTHnuHcTenH. ITpu nedenwe Ha
MBXKH [UTBXOBE C AUETHILMCTEHH ~ Mepopayier npueM 250 mg/kg/neH B NpogbluKeHHe Ha 15
CEeJIMHULIH CBILIO HE C¢ NMOBAHIBA (GEPTHIHTETA HIH 06LIOTO PEIPOAYKTHEHO NOBEACHUE HA JKHBOTHHTE,

6. PAPMAIIEBTHYHHA JAHHHA

6.1 CnHcBK Ha HOMOIHHATE BEMECTBA

Acnapram, 6etakapored | % CWS/M, noprokanos apomar, copSuron.

6.2 HecnhaMecTRMOCTH

ALeTHNIMCTEHMH CHIBPIKAILY NPOAYKTH He TpAbBa Na ce CMecBaT ¢ APYTH JIEKAPCTBEHH NPOXYKTH.
6.3 Cpok Ha roamocT

3 rogunu. p—

CpoxbT Ha FOAHOCT Ce OTHaCA 3a MPABWIHO CHXPaHABAH IPOAYKT B OPMIMHAIHATA ONS)

{IPHrOTBAHE HA Pa3TBOpa, NPOAYKTET C/lenBa Aa ce npueMa be3 mpekoMepHo 3a0aBaH
i
1



6.4 Croensaana yeJOBHA Ha ChXpaHeHHe
Ja ce cpxpansABa npH TeMneparypa non 30°C.
6.5  BHAJ H CcHALPXARKE HA OUAKOBKATA

Kamupaun amymannii/nonnerines camera. Cainerara ¢e JOCTABST B K&PTOHEHH KYTHH, ChABP/KAIIH
10, 20 uan 30 cawera.

He BcHUKM OMakoBKY MOTAT fa ObAAT MyCHATH Ha Tasapa.
6.6 Coenzanes NpeANa3HA MEPKH NIPH H3IXBLPAAHE

HaMa cnendanHy H3HCKBAHHA.

HewznonssauusaT NexapeTeeH NPOSYKT Wi OTNAILYHHTE MATEPHANN OT Hero Tpabiea 1a ce M3XBEDJIAT B
CHEOTBCTCTBHE ¢ MCCTHHTE HIHCKBAHHA,

7. TIPHTEXATER HA PASPEINEHHETO 3A YIIOTPERA

Zambon S.p.A.

Via Lillo de! Duca 10

20091 Bresso — Milano

Wramus

8. HOMEP(A) HA PASPEHIEHMETO 3A YOOTPEBA

20060669

9. JATA HA ITBPBO PAZPEHIABAHE/MOTHOBABAHE HA PAPEMIEHUETO 3A
YTIOTPEBA

Jata na mepRo paspeuapane: 24 HoemepH 2006 r.

Jara na nocaesno nognosssane: 03 asryct 2017 r.

10, AATA HA AKTYAJIH3HPAHE HA TEKCTA

09/2020




