KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA

1. HME HA JEKAPCTBEHHMA ITPOAYKT

AL Mea 1 Jlumor 600 mg npax 3a nepopanieH pazTBop

ACC Honey and Lemon 600 mg powder for oral solution

2. KOJ/HYECTBEH H KAYECTBEH CBCTAB

1 came ¢ 3 g npax 3a nepopasieH pazTBop chbpxka 600 mg aneTHIImMcTeHH (acetylcysteine).

3a NBIHMA CNHCHK HA IIOMOIIHMTE BEIIECTBA BIDKTE TOMKa 6.1,

W3NbIHUTENHA ATEHLMS 10 IEKAPCTBATA
3. JEKAPCTBEHA ®OFMA Kpamka xspaxmepucmuis Ha npogyxma - lpusoxestie 1
ITpax 3a nepopajieH pazTBROp. KoM Pe2. Ne ...... ('3{)?7 3” J’O ..................

...................

(iR L /. ngﬂgnﬂ' ......

4. KJIHAHHWYHHU JAHHH

4.1 TepanesTHYHH HOKAIAHAS

3a BreynABaHe Ha OPOHXHATHHS CEKPET U yiecHABaHe HAa €KCIIEKTOPAIHATA TIPH OCTPH H XpOHHYHH
Senoapobum Sonecty (0cThp M xpoHudeH Opouxut, XOBB, 6poHxHeKTa3uH) ¢ MOBHIEHO 0bpa3ysaHe
H 3aTPYIHEHO OT/CIIAHE HAa OPOHXHATHHSA CEKpeT.

4.2 Jlo3HpOBKa ¥ HAYHH HA NPHJIOKEHME

TlpenopbUBaT ce ClieXHATE JHEBHH JO3MPOBKH:

BrapacTiy ¥ genia Haa 14 roauun:
1 cawe BeqHEX qHEeBHO (CHOTBeTCTBA Ha 600 Mg aUeTWIIMCTENH BeJHBX JHCBHO)

HauwH ¥ npo/fb/DKHTENHOCT HA MPHIOKSHHE:
AT Men u JInMoH ce npuemMa crea xpaHeHe. CHABPAKAHMETO Ha CAIIETO CE pasTBapA B yama
ropemia BoJa M ¢ W3IMBA TOILIO, A0KOJKOTO € Bb3MOMKHO.

3abenexka:
MykomaTaaamsT edekT Ha ARETHIIMCTEHH ce 3aCIBa DA NIPHEM HA TEYHOCTH.
HpO,ZI‘BJDKHTBJIHOCTI‘a Ha JICYCHHE C¢ OIpelcnd HHIHBHIYATHO.

43 [iporEBOonOKazaHHH

AIL Men » Jlumon He TpsOBa na ce IpHIara NpH MAHEHTH ¢ H3BECTHA CBPLXYYBCTBHTEITHOCT KbM
AUETUILHCTEHH WX HAKOE OT [IOMOINHUTE BEILECTBa, H30poeHH B Touka 6.1.

AT Mex 4 JTumon He TpsGRa a ce mpHiara 1pH NalMEHTH ¢ aKTHBHA IIENTHYHA A38a.

TIpH Jeua noa 14 ronuan.

44 Cpemuaans npeaAyUpexAeHEs U NPeANa3HA MEPKH NPA ynoTpeda



TNaipenTHTe ¢ GpoHXHanHa acTMa TpAGEa Ja OBJaT BHHMATENHO HabMOaBaHH 10 BpeMe Ha
nedeHMeTo. AKO ce nosed GpOHXOCNasbM, yiiorTpebara Ha aleTHIUMCTEHH Tpa6Ba na 6bae cnpsHa
He3a0aBHO H 1A ce IpeAnpHEME [IOXONAINO JIEUSHAE.

HeobxoauMo e noBHIIeHO BHUMAHKE NP ynoTpefaTa Ha TORA JEKAPCTBO MPH NALAEHTH C
aHAMHECTHYHH JAHHH 3a 13828, 0COGEHO aKO Ce IMPHEMAaT AOMLIHKTETHO JIEKAPCTBEHH NIPOMTYKTH, 34
KOHMTO C€ 3Hae, 4e APa3HAT MyKO3HHTe MeMOpaHH Ha racTpO-HHTECTHHATHHS TPaKT.

YnoTpebaTa Ha ALETHIIMCTEHH, OCOOEHO B HAZANOTO HA Kypea, MOXKe [ AOBCE A0 BTSUHABAHE Ha
OpOHXHANHHA CEKPeT M YBEIHYABAHE HA KOIMUYECTBOTO My. AKO MAIMEHTET € 3arpyAHeH B
H3KAIUIFHETO H JTHIICBA JOCTATHYHO eKCTIEKTopallia, Tpa6Ba a ce IpeapHEMAT IIOIXOIAIIH MEPKH
(KaTo ApeHaXx WM aCHpPAaLHA).

MHOT0 pAaKo € ¢h0oOIAaBaHO 3a TEKKH KOXHH PEaKIIHH XKaTto cuHApoM Ha CTHBBHC-/KOHCEH H
crHApoM Ha Jlaiten, cBLpsadH ¢ BpeMeHHa yroTpeba Ha aleTHIICTeHH. AKO GbaaT 3abens3anu
HOBOBB3BHKHAIH MPOMEHH I10 KOKATa HITH JIATaBHLIKTE, TpaOra He3abaBHO Aa ce MOTHPCH
MEHLIMHCKA KOHCYNTALEA, 4 TIPHEMBT HA ALETHILHMCTEHH J1a e NPEeyCTAHOBH (BIDK ChUIo T.4.8).

HCOGXOIII‘IMO € MOBHINEHO BHHMAaHHE IpH TIAaLHEHTH ¢ XHCTAMHHOBA HCHOHOCHMOCT. HpH TAKHBA
nalyeHTH Tp2OBa Na ce U3bArsa Mo-NMpOB/DKITENIHA Tepalliid, Thil KaTo alleTHIIHCTEHH NORTHIBA
XHCTAMMHOBHA METa00MH3IEM H MOXKeE Aa TIpeAH3ByUKa CHMITTOMH Ha HEMMOHOCHMOCT (Hanp.
riapoboine, BA3OMOTOPEH PHHHT, chplex).

Jena H roHOIN

Mykonuruumre Morar Ja JoBeAaT Ao 610Kaqa Ha pecrMpaToOPHIA TPAKT NPH Aela oA 2 rOQMIITHA
BB3DACT, NOpaan 0cobeHOCTHTE Ha IHXATETHATA HM CHCTEMA H OTPAHMIEHATA MM c1IocoGHOCT Ja
H3KanwiAT Mykyca. [lopaau Tosa, MyKOIHTHIH He TpAGBA Ia ¢ W3MOA3BAT NPH Jielia 1o/ 2 TOAHHH.
(ewx cpmo 1.4.3 [IpoTHBONOKA3aHH )

IManmeHTH ¢ HEMOHOCHMOCT KBM COpPOHTON WK PpyKTO3a, Hamp. ¢ppykTozo-1,6-nudocdarasen
AeduumT (BpoaeHo MeTabomuTHO 3a60sBaHe) He TpAOBa Ja IPHEMAT TO3H NPoAyKT. TpAbra f1a ce
UMa TIpeABHI BEPOATHOCTTA OT BCE OlNE HEIHATHOCTHIIMPaHa HacleAcTEeHa PpykToIHA
HEMIOHOCHMOCT ITPH KBPMAaveTa ¥ MaJIKH Zera.

TMamenTH ¢ paaKaTa HacNeACTBEHA rANAKTOZHA HEMOHOCHMOCT, JIAKTA36H AeHIMT HIIH [IIF0K030-
ranaktolna ManabcopOima ne TpaOBa Aa ApHEMAaT TO3H TPOIYKT.

Curet KbM JHabeTnusTe
1 came ¢ 3 g npax ceappka 0,17 BEIIEXANPATHH €IHHHALL.

AIILL Men u JIkMOH CBIABDIKA HATPHEE

To3u nekapcTBeH MPOAYKT ChABPIKA NMO-MaIKo oT 1 mmol HaTpuii (23 mg) B €HO calle, KOeTo
03Ha4aRa, 4 NMPaKTHHECKH He CBABPKA HATPHI.

45 BaamogeiicrBHe ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYTH (OPMHE HA B3aHMOAeACTBHE
KoMGHHEpaHOTO NpHIIOMKEHHE Ha ALETHILHCTEHH ¢ aHTHTYCHBA MOXe /12 NPE/IH3BAKA OMNacHa

KOHIeCTHS Ha CeKPeT NMopajii OTHCHATHS KammaueH pedutexc. 3aTosa NPW Takosa KOMOHHMpPaHO
JieueHHAE € HeoOX0HMO 0cOo0eHO BHUMATEMHO JHArHOCTHLKpaHE.

RPYTH MYKO/IMTHIH C€ OTHACAT W3KIMOYHUTEIHO A0 Npoy4YBaHHA HH BHTPO, NP 7 i
cyOcTaHLIMH ca cMecBaHd AupexTHO. HesaBHcHMO OT TOBa, OT ChOOpaKeHHs 3
OEPOPATHOTO NPAIKEHHE Ha aHTHOHOTHLM TpAOBa Ja CTaBa OTOEJIHO H ¢ H
Yaca OT MpHeMa Ha aneTuiaupcTenH Tosa He ce oTHACH 33 HeQUKCHM M JIOpA



Ayemunyucmeun/zruyepun mpunumpam
BE3MOKHO € 32 YCHIBaHe HA ChAOPA3IIMPABALIAS U Ha aHTHATPEraHTHAA e(eKT Ha THIEpA1
TPUHHTPAT (HHTPOIIHIEPHH) TIPH €IHOBPEMEHEH TIPHEM C AlCTHTIHCTEHH.

AKo ce Halara ChBMECTHA ynoTpefa Ha ALETHILHUCTEMH M TARLUEPHT TPHHATPAT, HALHEHTHTE TpASBa
Aa 6b1aT HaO/MOaBaHU 32 BE3IMOXKHA N0ABa HA XHIIOTOHHA, KOATO MOXE J1a € CEPHO3HA, KAKTO M Jia ¢a
YBEZIOMEHH 34 BE3MOXKHA TTOABA HA TIaBOGONHE.

AKTHBeH BBIVICH BEB BHCOKH AO3H (KaTO ﬂJ{TI/I)IOT) MOKE Ja IOHWKH e(l)eKTa Ha ANCTHIHHCTEHH.

IIpomenu 6 nabopamopwume pezyamamu

ALeTHILFCTEHH MOXe Ja OKaKe BIIMAHHE BHPXY KOMOPHMETPUHHO ONPEAC/IIHe HA CATHIFUIATH.

ITpn ypHHEH TECT, AUETHIIHCTEHH MOXKe JIa TIOBJHAS Pe3y/ITaTHTE IIPH ONpeAeNaHe Ha KETOHOBH Tela.
He ce npenopeYra pazreapaHeTO HA ANETHILMCTEHH, 3a€IHO C APYTH JIEKAPCTBEHH NPOAYKIH.

4.6 @epraanTeT, GpEMEHHOCT H KbPMeHe

BpemennocT
HsiMa onuT ¢ NpAIOKEHAETO Ha aLIETHIIHCTEHH NPH OpeMeHHOCT.

ExcrnepHMEHTaIHA POYYBAaHWS TIPH JKHBOTHH HE ¢4 NIOKA3a/IH JaHHH 38 AHPEKTHO HIH HHAHPEKTHO
YBpe;KAAMOC BB3ACHCTBHE BBpXY OpeMeHRoCTTa, eMOPHOHATHOTO/PeTATHOTO PasBHTHE, PAKIAHETO
HIIH NOCTIEAPOIOBOTO Pa3BHTHE (BHK CHINO TOYKA 5.3). AleTHAIMCTEHH TP:A0Ba 1a ce npiiara 1o
BpeMe Ha OpPEMEHHOCT CaMo Cie/] BHEMATENHA OLICHKa HA CHOTHOIIEHHETO MOJ3a-PHCK.
I[Ipoyusanns Npy JKMBOTHH (TUTHXOBE, 3afM) He TIOKA3BAT TEPATOTEHEH NOTEHIHAN HA AKTHBHATA
CHLCTaBKa.

Kvpmene
Hsma JaHHE OTHOCHO €KCKPELHATA HA AUETHWINMCTEMH B MaliunHaTa KbpMA. AUETHILMCTEHH TpabBa

Ia ce H3TOA3BA B NEPHOAA HA KEPMEHE CAMO ClIe], BHEMATCTHA NPeliCHKA Ha CbOTHOLIEHHETO
TION3a8/PUCK.

Geprinurer
Hama nanHE 0THOCHC edekTa Ha aUETHILMCTEHH BHPXY QepTrnMTeTa IpH Xopara. B npoy4saHHA Npu

MHBOTHH He ca HabmOJapaHd HexXemaHH edeKTH BhpXy GEepTHIMTETA B PAMKHTE HA TEPaNieBTHYHHTE
JI03% alleTHRLMCTEHH {BIXK T.5.3).

4.7 EdexTH BBPXY cunocolnoctTa 3a modgupase H padora ¢ MAIMBEHA

Hama aaueu 3a HapylneHa cniocoGHOCT 3a modupaHe uak paboTa ¢ MAIIKHM 110 BpeMe Ha JIeYeHHE ¢
AHNCTHIIIHCTCHH.

4.8 Hexenann TexapcTBeHB peaknHd

Ouenkara Ha HeXKeJlaHHTe peaklMH ce 6a3upa Ha ciemHaTa HHGHOPMALEA 33 YECTOTAaTa HM:
Muoro uects (> 1/10)

Yecrn (> 1/109 1o < 1/10)

Heuects (= 1/1 000 no < 1/100)

Penxu (= 1/10 000 xo < 1/1 000)

Muoro peaku (< 1/10 000)

C Hen3BecTHa decTOTA {OT HATHYHHTE JAHHY HE MOXe 1a Obie HanpaseHa OlICHKa)

HapyimeHns Ha IMYHHATA CHCTEMA:
Hevecmu: peakiidid Ha CBPBXYyBCTBHTE/IHOCT

Mhuozo pedxu: anapunakTHIeH MOK, aHa)ILIAKTHIHH/aHADHITAKTOHIHK

Hapvmemm HA HEPBHATA CHCTEMA
Heyecmu: Tnasoboiine




HapymeHnd Ha YX0TO W Ia0upuHTa
Hevecmuy: 1oyMm B yuure

Copreyny HapyIneHus
Hevecmu: Taxvkapnus

ChbIOBH HapyIeHHs
Mnozo peoxu: KxprBOH3IIHB

PecriMparopHH, TPLIHH H MENHACTHHAITHH HAPYIIICHUA
Peodru: nucnHen, GpoOHXOCIATEM

CToMallIHO-YPEBHH HAPYIICHHA
Heyecmu: cromarut, KopeMHa Goika, IHapyd, NOBpHLIAHe U raJcHe
Pedru: nucnencun

HapyiiieHnd Ha koXKaTa W OAKOXKHATA THKAH
Heuecmu: yprakapus, o6puBs, aHTHOeAeM, DoukaHe, cbpbex, ek3aHTeM

OGmH HapYINEeHHI H GQCK‘TH Ha MACTOTO HA NMPHIOKEHHE!

Hevecmu: tpecka
C Heuzsecmna yecmoma: NOAYBAHE HA JHMLETO

Hscnensanns
Hevecmu: Xvmoronns

B MHOro pemku ciyuan ca OKIaABAHH TEKKH KOKHH PeaKkiii, KaTo CHHAPOM Ha Stevens-Johnson u
TOKCHYHA €MHAePMAIHA HEKPOIH3A IPH NPHEM Ha aLETHILHCTEHH. B nosedyeTo 0T ZOKIIaABaHHTe
ciy4aH € 611 pHeMaH TIOHE €JHH JTEKAPCTBEH NPOAYKT, KOHTO € BE3MOXKHO J1a 3aCHIH ONHCaHuA
KOXKHO-TIHT'aBHYEH e(eKT NPH CBBMECTEH MPHEM.

AKO ¢€ Pa3sBHAT KOXKHH HWIH JHMABHYHH MPOMEHH ¢ HeOOXO0THMO J1a CE TMOTEPCH He3abaBHO CHBET HA
JIEKap H NMPHEMBT HA AlETHILMCTEHH [a Ce NpPeyCTaHOBH.

[Mpn pasnuyHg npoyuBaHus € OHIIO0 YCTAHOBEHO MOHIDKABAHE Ha TPOMOOLIMTHATA arperamus B
NPUCHCTBHE HA ANETHIHCTEHH, HO B HACTOAIIHA MOMEHT He € BE3MOXKHO [a C€ OTIPeAesH
KIMHHYHOTO Ha4YeHHe Ha TO3H (aKT,

Crofiuapane Ha IONOIHPAHE HEXKENAHH PEAKIIHE

Cpo6IIaBaHETO HA NOAO3UPAHH HEXKEIAHH PEaKLIHH Clle/| pa3peliaBaHe Ha ynoTpeda Ha jJeKkapCTBEHHS
NpOLYKT e BaxkHo. ToBa MO3BOIABA 12 MPOIB/HKH HabMOAeHUEeT0 Ha CHOTHOMEHHETO MOI3a/PHCK 32
JleKapcTBeHHMA MpoayKT. OT METHIMACKHTE CIICHHATHCTH C€ H3HCKBA Na CHOOIABAT BCAKA
MOA03HPaHA HEXENAHA PEaKiMA Ype3 HAUMOHATIHA CHCTeMA 3a chobinapane kM H3nenaurentara
areHiMs f0 JieKapeTeara, yi. ,,Jamad Ipyes”, Ne 8, 1303 Codms, Ten.: +359 2 890 34 17, yebealit:

www.bda.bg.

49 IIpenosmpane

Jocera He ca chOGIIEHH CIYYaH HA TOKCHYHO HPeo3Hpate ¢ NepopaiHuTe dpapMaleBTHIHH (GopMHU
Ha aueTHIUNCcTenH. J(o6poBoiniy ca TpeTHpaHH ¢ 023 oT 11,6 g aneTHILMCTEHE THEBHO B
MPOALDKEHHE Ha MoBede oT 3 meceua 6e3 Ja ca HabmonapaHu HAKAKBY TeXKKH HEXEIAHH
neKapcTBenm peakuud. Ilepopanun gozu g0 500 mg aneTHmMcTeHH /Kg TEIECHO &Emﬂa\man
€3 CHMITTOMH Ha HHTOKCHKAITHA. \f/ N,
i

S,

N

CHMIITOMH Ha HHTOKCHKAITHA
[TpenozupaneTo MoXe na NOBEE 10 FACTPOHHTECTHHATHH CMYIIEHHS KaTo
nmapus. IIpu kepMadeTa CHIIECTBYBA PHCK OT XHIEPCEKPEIHA.




TepaneBTHYHY MECPKH [IPH HHTOKCHKAIHA
AKo e HeoDX0aUMO, CEOGPA3HO CHMIITOMHTE.

5,  @®APMAKOJOIHYHH CBOMCTBA
5.1 dapmaxkosEHAMHIAH CBOHCTBa

dapMakoTepaneBTHYHA rpyNa; eKCIeKTOpaHTH, ¢ M3IKTIOYEHHE Ha KOMOHHALMH C ITPOTHBOKAIIITHYHH
cpenctia, MykonuTHim. ATC xon; RO5SC BO1

MyxomTHaen edexT

ALIECTHWIIMCTEHH ¢ JIepUBAT Ha AMHHOKHCEIMHATA IHCTeHH. ToM MpUTekaBa CEKPETOHTHIEH H
CeKpeTOMOTOPEH edieKT B pecnHpaTopHus TPakT. Toil pa3kkCea JHCYIPHAHETE MOCTOBE MEKITY
MYKOTOIM3AXaPUIIHATE BAAKHA M YNPaKHABA Aenonumepuarpar edexr sspxy JJHK-pepurute (8
MYKOIypy/IeHTHATa MeMOpaHa). [TocpeicTEOM TO3H MeXaHH3bM CE HaMa/dBa BUCKO3MTETa HA MyKyca
H 1I0MAra 3a OTAEIAHETO HAa OPOHXHATHUA CEKPET OT AUXATe/IHHTE IThTHINA.

AHTHOKCHJIAHTEH ediekT

Jpyroro pelicTBHe Ha ALETIWILMCTCHH C€ OCHOBARA HA HEroBaTa peakTHBHa Cyldxuapuiaa (SH-)
FpyHa, KOATO B3aHMOACHCTBA ¢ XMMHMYHH PAIHKANH H N0 TO3H HAYHH T'H ACTOKCHKHPA.
AUETHIUHCTEHHBT KakTo  MeTtabonuTuTe My MMat 6naronpusTeH eeKT IIpH NpeanassaHe OT
cBOOOHUTE PAMKANH 1O JBA HAYHHA:

ITEpBHAT € KaTO JTHPEKTHO I'H OTCTPAHABA; TOBA JeliCTBUE cNoOMara Jia c€ MpeANasaT KNeTKHTe OT
YBpEXKIaHHA, IPHYHHEHH OT CBOGOTHHUTE paakam (T.€. AUCTHIIHCTEHH QCUTYPABA NIPOTEKUUS IPK
yBpexaaHe Ha OenoapoGHaTa ThKak).

BTopuaT ¢ MEANpEKTEH aHTHOKCHAAHTEH e(PEKT H € CBBP3aH ¢ POIATa My Ha MPeKypcop Ha
TIyTaTHoHa (IOCTABS IHCTEHH, HEOOXO0AHAM 3a CHHTE3a M HOBH HATMUHOCTH HA MTyTATHOH).
I'MyTaTHOHBT HMa KNIFO4OBa POJIA B NpeANa3BaHeTO Ha KICTKHTE OT OKCHAATHBHO YBpPeKAaHe H OT
TOKCHYHOCTTA HA KCEHOOHOTHIHHTE eneKTpodIUIH, KAKTO H B MOIIBPKAHETO HA PENOKC
XOMEOCTA3ATA.

OcBeH TOBA ALETHNIACTCHH JOMPHHACA 34 3aCHICHATA CHHTE3a Ha MIyTATHOH, HMalla 3HaUYCHHe 3a
JETOKCHKALMATA Ha PaTHYHI BEIIECTRA HIH CHCTOSHNSA, KOHTO Ca Bpe/iHH 3a TanoTo. Tosa obacHiaBa
HeroBua eEKT Ha aHTHIOT IIPH HHTOKCHKAIHA ¢ apaneTaMon.

TlporusoBpinanureneH edext/ [lonnoMarane Ha MPOTHEOBRBLINATHTEIHNTE e(EKTH [IPH PazndiHH
BHpYCHY WHEeKIHI

H3uepnBaHeTo HA 3aMacuTe OT TNYTATHOH YECTO CE NB/DKH HA OKCUAATHBEH CTPEC M Bh3NaNcHHe.
ANETWILHMCTEHH MO)Ke 1a HOPMAIM3Hpa HapyIIeHHA PENOKC CTATYC HA KICTKUTE H TaKa Ja
BB3/IefiCTBA BPBPXY IMETHLIATA HA CHIHAM3AHA H TPAHCKPHIIIIHA HA peOKC-IYBCTBUTCITHHTE KISTKU.
I'MyTaTHoH NpeNna3pa KIETKHTE KATO HEYTPAIU3Hpa (T.e pefylHpa) cBOGOIHHTE KHCIOPOAHH
paJHKallH, KOHTO Ca KJOY0BH CHIHATHH MOJIEKYJIH, HIPacliiH BaxkHa PoJid B PasBHTHETO Ha
BBINANHTETHATE HapyiieHHs. Peauna myOGmukais noTRbpKIaBaT, Ye alleTHIIHUCTEHH HHXHOHpa
BBINAIHTEHOTO AeHCTRHE Ha aapenus dakrop xB (NF-xB) ¥ ¢bIIoc MHOKECTBO APYTrH AKTHBHOCTH
Ha NpO-BH3NMANHTENHHTE IMTOKUHH, BKI. unTepneskHH 8 (IL-8), IL-6 u TymMop-HEKpOTH3BpaIlHd
taktop a {TNF-a).

Tes3u peayNTaTH CHINO HOAKPENAT CnaronprsTHIA edekr Ha NieHeHHETOo ¢ aneTHIIUCTeNH, KolTo ce
HaOmozaea [IPM TepanuaTa Ha XpoHu4Ha obcTpyKTHBHA SenonpobHa Gonect (XOBB).

Edexr Bppxy Gakrepnannns Torap/ AurrHGakTepraneH edext

AUETHILIMCTEHH Ce CUHTA 33 He-aHTHOHOTHHHO JIEKAPCTBO, KOETO HMa aHTHAO
VYCTaHOBEHO €, Y€ aleTHIUMCTEHH HHXHOMpa pacTexka KakTo Ha ['pam-niono
OTpHUATEHH GaKTepun.

B npoyusase ¢ H3CIeBaHO JATIH ALIETHIHCTEHH Bh3ACHCTBA BBPXY DaKTepH
BE3MOXKEH MEXaHHIBM Ha KTHHIMHKTE My edektn. M3non3eaHn ca TeCTOBH

i
i



anxXe3auBHOCT Ha Streptococcus preumoniae and Haemophilus influenzae, 3a na ce npoyuu BIHAHHETO
BBPXY alXe3HATa KM OpodaprHHIrealTHe eIHTeNHA KIeTKH in vitro. IIpoBeieHd ca ONHTH 32
aaXe3uBHOCT. ALIETHLMCTEMH NIOKA3Ba CHTHHHKaHTeH MEXHOMpai eeKkT BBpXy aaxesndra Ha fi
influenzae MO BpeMe Ha KPaTKOCPOYHA H JRATOCPOYHA HHKYGalHs.

Edexr Bppxy Saxrepuainy GuoduiMu

bakrepnamauTe 6HOGIWIMH UIpasT BakHA pons 33 HHEKLHKTE HAa TOPHHUTE H AOJHHATE JHXATEIIHU
IIBTHINA, BKIKYHTENHO H NpH kAcTHYHA GHbpo3a u XObb. KbM HacTOsIIMA MOMEHT C€ CUHTA, He
tdopMHpaHeTo Ha GHOMIIMH yaacTsa B IoHe 60% OT BCHUKH XPOHHYHH M/IWIH NOBTAPAIIH ce
urdexmu. B ripoyuBaHusa Moke Ja ce IEMOHCTPHPA, Y€ AUETIWIIMCTCHH MOXKE JIa HAMAIH
obpazyBaHeTo Ha 6HO(HIMH IpH pasTHuHH BHIOBE GakTepuH. BroMmacara Ha OHOQUAMETE HamalABa
NPOTIOPLIHOHANIHO HA KOHL@HTPAIMATA Ha ALETIILHCTEHH.

IlpoTtextrBen edekr

Korato ce H3mon3Ra KaTo NpoduaakTHka TPH MAMEHTH ¢ xpoHkven Oporxut, XObb 1
MYKOBHCLIH/I03a, AlieTHILHCTEHH TPOSBABA MPOTEKTHREH ePEKT KATO HAMAIABA YECTOTATA U TEKECTTa
Ha DakTepHanHuTe eK3anepOAHH.

5.2 @apMakoKHHETHYHH CcBOlcTBA

Abco

Cnien nepopaiHO IPHIOKEHHE ALETIIMCTEHH ce pe3opbupa Obp30 M NOYTH HAITBIIHO. Tod ce
MeTabonu3upa B yepHus pob | B YpeBHATA cTeHa A0 GapMaKkonOrHIHO HeaKTHBHH MeTaboHTH,
LMCTEHH M THAUETUALMCTEHH, [ACTHH M JPYTH CMECEHH TMCYI(HIH.

Hma npoyyBaHus, KOHTO HOTBBPXKIARAT, Ye 0DLIHA AUETHIIMCTENH B NENPOTEHHH3HPAHA [U1a3Ma , T.¢
peyLIpaHOTO JIeKapCTBO U JIEKAPCTBOTO B CMECEHMTE TUCY.I(GHAY, € C OpaTHa GHOHAIMHHOCT MEKY
6 1 10%, xaTo e no-BHcoka pu 6Bp30-pasTBopHMITE edepBecLieHTHH TabneTky (600 mg
aueTAUHCTERH: Crax: 15 Ul/l; tya: 0,67 4.). Tora 1i0Ka3Ba, ue alETHILMCTEHH Ce OKHCTIABA OBP30 10
HHCTCHH IIPCIM Ja JOCTHIHE N0 06]].10’1‘0 Kp’BBOOGpaJlIeHHe, KATO HUCKATA HATTHYHOCT HE MOXKE J1a €€
CBEP3Ba ¢ HEMbHa aGcopOLns, a o-CKOPO ¢ HHTEH3HBEH edeKT Ha ITBPRO NMpeMHHABaHE (firsi-pass
MeTaloIH3EM).

Pasnpencnenue
INopanu n3seeHus eeKT Ha ITEPEO TpeMUHABRaHe, GHOHAIMYHOCTTA Ha NEPOPaTHO NMPHIOKEHUA

AUETHIIHCTENH ¢ camo okolio 10 %. Hpu Xopa MakcHMaHy IUIA3MEHH KOHUEHTPALMH ¢a JOCTHTHATH
cnea 1-3 gaca, mpH KoeTo MUKOBATA TIA3MeHa KOHLIEHTPaIlHA HA AKTHBHUA MeTabOIHT [THCTEHH € B
nopanbka Ha 2 pg/ml. [Ipubauzurento 50% oT anerTWINMCTEHH ¢€ CBBP3BA ¢ [UIA3MCHHTE [TPOTCHHH.
PasnpeneneHHeTo B OemuTe apodose e MHOTO BHCOKO (48%).

Buorpanchopmarins

Crieq NEpOPAIHO TIPIIIOKEHHE, JICKaPCTBOTO MPEMHUHABA Nipe3 3HAYUTEIeH MeTaboIHIbM Ha THPBO
[IpCMHHABAHE B CTEHATA HA YepBara M B YepHus Apo6. ANETHILMCTEHH H HETOBHTE METabOIHTH ce
CpelaT B OPraHH3Ma B TPH Pas/idyHu GOPMH: JACTHTHO KaTo CBODOAHH cyOCTAHLIMM, YaCTHYHO KaTo
CBBP3aHH C NPOTEHHHTE TIOCPEACTBOM c11a0u AMCYAHAHN MOCTOBE H JACTHYHO KATO LMCTSHH.
YcTaHOBEHO €, ue OuoTpaHchopMalHATa C& CHCTOH NPEIHMHO B JCAlETHIHpaHe, KOSTO ce CMATA 33
riaeHua GaKTOp, OMpeAENSil HUCKATA epopainHa 6HoHanHaHocT (mpHbansuremHo 10% ot camoro
JISKAPCTRBO) Ha CBOOOIEH ALSTHIIHCTENH B IUIA3MATa H IPYTH TEIECHH TEYHOCTY KATO
6pomxoaneeonapHis aBaK. [JOCTHIHATHTE B pe3yNITaT Ha TOBa NOBHINCHH LIKPKYJIATOPHH HHBA HA
TIYTATHOH TIPH XOpa €& CMITAT 3a MpOTeKTHREH eeKT U BEPOATHO ¢a PE3yNTAT OT CTHMYJIHPaHH
eduiyke oT YepHHA Apod H €KCTPaXenaTaieH Iy TaTHOH.

IInasMeHHAT TIONYKHBOT HA AlETHILMCTERH € OKOMo | Yac H ce onpeaes npe
uepHOApobHa GHoTpaHchopMamus. [Topaan ToRa, Ipy HapyieHa YepHOApoD
NOMYKHBOT CE yakjukara 1o § gaca.

Emvm age



Hax 1/3 ot nepopanno npueTHa aneTHImcTeHH (38%) ce ekckperupa noa GopMara Ha HEAKTHBHH
MeTabo/HTH (HeopraHHyHH cyndarH, AHAUETHILHMCTEHH) npes 6x0peuwTe.

DapMakOKHHETHYHH IPOYYBAHHS TIPH UHNIPAGEHO3HO TIPANOKEHHE Ha AlIETHITIHCTEHH NMOKaspaT o0eM
Ha pasnpeznenenne ot 0,47 lkg (06mo) u 0,59 l/kg (peayumpan). YcranoseH e mia3meH knapbuc 0,11
I/h/kg (obmio) u pecnextusho 0,84 I/h/kg (pemyimpan), ¢ TepMHHAIEH ETHMHHALMOHEH TIOY)KHBOT
1,95 7 (5,58 u (peayunpan)).

Cren 1€popaTHO IPHIOKEHHE PeyITHPaHHAT N-alleTHIIMCTEHH HMA TEPMHHATIEH TOJTYKHBOT

6,25 gaca.

Aue'mmmcremi TNpeMUBABA NTPe3 IUTALCHTATA HA ITBEXO0BC ¥ € OTKPHT B aMHHOTHYHATA TEYHOCT.
Cnen 0,5, 1, 2 u 8 yaca ot nepopanHo npwicxkenne Ha 100 mg/kg TenecHo Terno aueTHIIHCTEHH,
KOHLUEHTpAalluATa Ha MeTaboIHTa L-uHcTeHH B INaleHTaTa H aMRHOTHYHATA TEYHOCT € [IO-BHCOKA,
OTKOJIKOTO B [UTa3MaTa Ha Mafikara.

He ca nposexnasu npoy4saHus NpH X0pa 3a IpeMHHAaRaHe Ha AUETHIIMCTEHH B TIALEHTATa, B
MaifYlHOTO MIIAKO H 3a edexTH BHpXY deTyca H KbpMauero.

Hsama mpoyupaHHs, CBBP3aHM ¢ IPeMHHABAHETO HA ALETWINMCTEHH Npe3 KPBBHO-MO3buHATa Gapuepa
IpH X0pa.

53 IipeaxmnBYHH JaHEH 33 Ge30D2CHOCT

OcTpa TOKCHYHOCT

ITpoyuBakid 33 0CTpa TOKCHYHOCT HA ALIETHIILMCTEHH He ca MOKa3alH CNenH(pHIHA LyBCTBHTEIHOCT.
ChluecTBYBaT JaHHH TIPH XOpa, TOJIySMHIH HHTPABEHO3HO MAKCHMAIHH JTHEBHH J03H 10 30 g
ALETHILHCTEHH MPH HHTOKCHKALIMA ¢ NapaneTamMon.

XpOHKIHA TOKCHIHOCT
EXCIepHMEHTAIHH MPOYYBAHHA [PH HAKOIKO ¥UBOTHHCKH BHAA (IUTBX, Ky4e) C NPOAB/UKHTEAHOCT 50

| rogvHa He ¢4 NOKa3amK NAaTOJIOTHYHH POMEHH.

TyMoporeHeH H MYTAreHEH IIOTEHIHAT
He ce oyakBar Myrarensu e(eKTH Ha aleTHIMCTEHH. PeaynraTire oT TecT ¢ HaKTepralHi

OPraHH3MH €4 OTPHIIATEHH.

He e vscneasan TYMOPOI€HHHMA NIOTCHIHATI Ha aleTHAIMCTCHH.

PerpornyKTHBHA TOKCHUHOCT

IpoBesicHH ca NpOYYBaHHA 34 TEPATOTEHHOCT MPH OpeMEHHH 3a1H H MIHX0BE, HOYYH/TH EPOpaIHi
1031 AUSTHIIHCTEHH N0 BPEME HA IIEPHOAA HA OpraHoreHesara. JIeKapcTBeHHTE HHBA ca okono 250-
500 u 750 mg/kg npH zaiium B okono 500-1000 1 2000 mg/kg npu wisxose. [Ipy HATO €HO OT
Mpoy4BaHHATa He ca Habmonaeanu deTycH ¢ JedopMarng.

[poyusanus Ha PeprTinuTeTa, MEPH- 1 HOCTHATAIIHOTO PA3BUTHE Ca MPOBEAEHH C MEPOPAIHO
TIPHJIOKEH ALIETHIIIHCTEHH [IPH TUIbX0Be. PesynrraTiTe OT Te3H Npoy4BaHHA ¢a NOKA3alH, e
alETWILHCTEHH He HAPYIaBa roHaqHaTa QyHKUHA, hepTHIMTETa, PAKIAHETO, KbPMEHETO

HEOHATAIHOTO Pa3BHTHE.

6. PAPMALI¥BTHYHH TAHHNA
6.1 CHoHECHK HA NOMOWHNATE BEIECTRA
Buramun C,

3axapHH HATpHid,
Jaxapo3a,




ApoMatuzaropH (Mef, IMMOH).
6.2 HecnemecTEMOCTH
Bax. Touxa 4.5.

6.3 Cpox ma rognoct

3 roaHHH.
Jla He ce nmpunara cJeA H3THYaHe Ha JIaTaTa, O3HEYCHA BBPXY OJIAaKOBKATA,

6.4 CoensajiHH YC/10BHS Ha ChXpaHe¢HHE

Ja ce chxpansea NpH Temneparypa nox 25 °C.

Ja ce masy oT cBeTIIHHA.

Jla ce chxpaHABa HA MACTO, HEAOCTRITHO 34 JCIA.

6.5 [Ianun 3a onakoBKaTa

OpurnHajHa OTIAKOBKA, ChAbpxkama 6 u 10 camera.

He BeHukH BHIOBE ONAKOBKH Morar na OBOar mycHaTH B nipogaxba.

6.6 Crenuajnns Dpegna3sHHE MEPKH NPH A3XBLPAAHE

Hima coennanygm H3HCKBAHMS.

7. MOPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Hexal AG

Industriestrasse 25, D-83607 Holzkirchen, I'epmanns

8. HOMEP HA PAIPEIIEHHETO 3A YIIOTPEBA

Per. No: 20030080

9. JATA HA IIBPBO PASPENIABAHE/MOJHOBABAHE HA PASPEINIEHUETO 3A
YIIOTPEBA

Jlata Ha TEpBO pazpeluarane 3a ynorpeda 30.01.2003

Jara na nogrosaBane 07.04.2008

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2021




