KPATKA XAPAKTEPHCTHMKA HA IPOXYKTA
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2, KAYECTBEH H KOJIMMMECTBEH C’BCTAB

1 TabneTtka ceabpka 30 mg amOpokconos xuapoxnopun (ambroxol hydrochloride).

IToMOIIHH BellECTBA ¢ U3BECTHO ACHCTRUE:
40} mg nakro3a MOHOXHZIpAT 3a TabjieTka

3a 'eN1HNA COUCHK HR NOMOLIHHTE BEIIIECTBA, BHXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka
Bsna, kpbria, Tuiocka TabjieTka Ch¢ CKOCCHH KPauilla H ACNUTENHA YepTa OT eJHaTa CTpaHa.
Tabnerkara moxke aa Opie paszencHa Ha ABe PaBHU NO3H.

4. KIMHHYHH JAHAU

4.1 TepaneBTHYHH NOKA3AHAA

MYKONUTHYHA TEpAlHA NPA OCTPH M XpOHUYHH OPOHXOMYIMOHAIHY 3a60719BaHHsA, CENPOBOACHH ¢
HapyuieHo oGpa3ypaHe U OTAe/IIHe Ha MyKyca.
(dnaBames TabneTKH NPOTHUE KALINKWUA ca [IOKA3aHH 3a nNela HaA 6 roJAHHH, IOHOIIH H BB3PACTHH.

4.2 JMo3upoBKa H HAMHH HA NPHIOKEHHE

g(ﬁﬂ POBKa

OcBeH ako He € MpeANAcaHo APYTOo, ce NMpPenopbyBa clieaHarTa no3upobka 3a Onasamen TabneTky NpoOTHB
Kallnuna:

Iena no 6 roguny

dnapaMen TabJieTKH NPOTHE KallKLIA € MPOTHBONOKA3aH 3a Aela 10 6 roduHH (BHXKTE TOYKa 4.3).

Jena ot 6 no 12 roamHu

To npunanmn, no % tabnetka ®nasamen TabneTkH NPOTHB KaLLIHLIA Ce pHEeMa 2-3 MbTH JHEBHO
(exBUBaNEHTHO Ha 15 mg aMOpOKCOOB XMApPOXTIOpHA 2-3 IBTH AHEBHO).

Br3pacTHH 1 soHoLM Han 12 roannu
[To npuaumn ce npeemMa no 1 rabnerka ®napamen TabneTky NpoTHB Kauwimua 3 mbTH AHEBHO Npe3 n'bpnm*e

2-3 nHu (exBHBaNeHTHO Ha 30 mg aMOpOKCOI0B XUAPOXNOPHA 3 ObTH AHEBHO); ClleX TOBA Ce
tabnetka PnagaMesr TabNETKH NPOTHB KallJIMLIA ABa MTH AHEBHO (€KBUBAJEHTHO Ha 30
XWAPOXJAOPHA ABA ITbTH JHEBHO).

3abenexkKa

aMOPOKCONOB XHAPOXNIOPHA HA IEH) AKO € HeOOXONUMO.
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Ileouampuuna nonynayus
Bk Touxa 4.3 3a ynorpeldsa npu Aeua noz © TOAWHE.

Hauun Ha npungxkeHue
®nagamMen TabNeTKH NPOTHUB KallUIALA € 32 NCPOPATTHO NPHIIOKEHHE.
Hati-nobpe e Tabnerkure aa ce morreiuar 0e3 Aa ce ALBYAT CNE] XpaHeHe, ¢ O0MIHO KOJIMMECTBO TEHHOCT.

dnaBaMes TabNeTKU NPOTHB KallJIALA He Tpa0Ba Aa ce npHeMa noseye o1 4-5 fHA 0e3 KOHCYNTaLMA OT
nekap.

3a noznpoEBKa npy OEOpeuHH H YepHOAPOOHM 3a00Nn9BaHMA, BHKTE TOUKA 4.4.

4.3 IIpornBonoKasagus

CBpBXIYBCTBHTEIHOCT KM aKTHBHOTO BELSCTBO WIH KBM HIKOE OT NMOMOLIHHTE BelllecTBa H30pOoeHH B
Touka 6.1.

Ilopann BACOKOTO CHABPXKAHHE HA AKTHBHO BemecTpo, @haaMen TabneTkn NPOTHB KauJIHNa He e
NOAXOANIN 32 NPHJIOKERHE NPH Aena noA 6 roAMIIHA BL3PACT.

4.4 Cnenna/Hn npeayIpexIcHHs B NPpeaNa3zHH MEPKM IPH ynotTpeda

HmMa ¢cpo0meHns 2a TEXKH KOXKHMA peakuy¥ XaTo epATemMa MynTH(popMe, CHRAPOM Ba Stevens-Johnson
(SIS)/TokcnvHa enupepMaiHa Hekposinza (TEN) 1 ocTpa reHepany3upana ek3aHTeMHa myctynosa (AGEP),
CBBP3aHH ¢ NPHIOKEHHETO Ha aMOpoOKcoa. AKO HMa CHMITOMH HJIH TIPU3HALIM Ha NporpecHpatl KoxeH
0OpHE (TIOHAKOra CRBP3aHH ¢ MEXYPH HIIH JIE3HH Ha JIMTaBULIMTE), jiedeHHeTo ¢ aMGpokcon Tpabsa na 6sae

He3a0aBHO I1PEYCTAHOBEHO H Aa C€ NOTHPCH MeAHLIMHCKA TOMOLIL.

ITopaay pHCK OT HaTpyINRaHE Ha CEKpeTuTe, PnaBaMen TabieTky NPOTHB KalliavNa TpabBa Ja ce npuiara c
BHUMAHHE MMPU HApYIIEeHa GpoHXOMOTOpHA DYHKLMA B NPH rofiSMO KOJMYECTBO CEKPETH (Hanp. TIpH penKuna
CHHJIPOM Ha HEMOJABHXKHHTE PECHUYKH).

[Ipu Hanruke Ha HapymeHa 0bOpeunHa GYHKLINA WIK TeXKO uepHoApoOHO 3abongpane, Minapamen TabneTku
NPOTHB KallunHia TpabBa Aa ce npuiara caMo cjie KOHCYATauHA ¢ Jekap.

KakTo nmpy BcekH JIeKapCTBEH NPOMYKT ¢ YepHoApoOeH MeTaboan3bM, nocieBad OT OB0peuHo
ENMUMHHUPAHE, PU HAIMYHE Ha TEeXKA 610pevHa HEAOCTATHUHBOCT MOXKE Aa ¢ OYaKBa HATPYNBaHE Ha

METabONMTHTE Ha aMOPOKCo, o0pasyBaHH B YepHHA Apob..

Toi KaTO MYKOJIHTHIIMTE MOTAT Aa YBPeAAT CTOMAaIIHAaTa MyKo3Ha 6apuepa, aMGpokcon TpabBa aa ce
npuaara C BHHMaHHe NMpH NaLMEeHTH ¢ aHAMHERA 32 NEeNTHYHA A3BeHa BoJiecT.

To3H nekapcTBeH NPOAYKT ChABPKA Jakro3a. [JauuMeHTH ¢ paaKa HacaeACTBEHA HEMTOHOCHMOCT KbM
rafakTola, AeQUUUT HA JIakTa3a WK TIIF0K030-TANAKTO3HA ManabeopOims WiM HeNnOHOCUMOET KbM dpyKTO3a
He TpaOBa na npuemar Oaasamen TabIeTKH NPOTHB KallIHNa,

4.5 BiaumopeiicrBHe ¢ APpYrH deKapcTBeHH NPOAYKTH U APYrH $popMH Ha B3aHMOAEHCTBHE

He ce noknaBaHy KIMHHYHO 3HAYHMH He)KeIaHW B3aUMOACHCTBHA C APYTH N€KapCcTBa.

4.6 DepTUAHTET, OPEMEHNOCT H KbpMeHe

Bpemennocr
AMOpOKCONOB XHAPOXIOPHA NPpeMHHABA NJlaLcHTapHaTa bapuepa. [lpoyuBaHHATa N

PAKAAHCTO WIHN NOCTHATAITHOTO PAa3BHTHE.
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OOmMUpHHAT KIHHHYEH ONHT clied 28-Ta ceAMuLa Ha OpEMEHHOCTTA He NPeACcTaBs 40Ka3aTeCTBa 32 BPeAHH
edeKTH BbpXY Mnoaa. Hezasnenmo oT ToBa, o6uvaiinuTe MpenynpexncHud 3a NPHIoKEHUE Ha NeKapCTBa Mo
BpeMe Ha OpeMeHHOCT TpAOBa 1a ce cnaszsar. OcobeHo npes MbpBMA TPHMECTBD, ynoTpebara na dnaBamen
TableTk NMpoTUB KallflHila He Ce NpenopLYea.

Ktpmene
AmOpokconoBusT XUAPOXJIOpUA NpeMHHaBa B MAHUYHHOTO MJIISIKO. BunpekH 4e He ce O4aKBaT HEeXENaHH

eeKTH MPH €CTECTBEHO XPaHEHH KbpMayeTa, He ce npenopbuea ynorpebara Ha Pnapamen Tabiaerky
NPOTHB KALINIMLIA OT KbpPMELM MANKU.

Deprunnrer
Hacnensanms nNpy XXKUBOTHY He IOKA3BaT YBpexJaln ekt Ha aMOpokcos Mo oTHonIeHue Ha pepTiHTera

(BrK TOYKA 5.3).

4.7 EdexTn B1pXYy cnocofHocTTa 33 ModHupaHe H padoTa ¢ MallAEH
Hsma noxasarenctea 3a eekra BbpXxy mwodupane n pabota ¢ Maimnyu. He ca npoBexXaaHH NpoyuBaHHA 3a
edeKTHTE BBPXY ModHpaHe H paboTa ¢ MalHHH.

4.8 Hexenann JeKapcTBeHH Peakiiuu
[Tpu OlieHKa Ha HesKeJIAHWTE PEAKIIMHE KaTO OCHOBRA CE B3EMa CNEIHATa YECTOTA!

MHoro yectn: >1/10

Yect: >1/100 no <1/10

Heuectu: >1/1 000 no <1/100

Penxu: >1/10 000 ao < 1/1 000

Muoro peaku: <1/10 000

C nen3secTHa YecTOTa (HE MOXKe Aa CE& ONpeAeIAT OT HAIHYHHUTE JaHHH).

CroMamHoupeBHH HApYLIEHUA
YeerH: rajaeHe

Heuectu: cToMalllHa 6o7Ka, NOBPELLAHE, AHapHa, KopeMHa 0oKa ¥ aucnencus

Ha eHUg Ha U HAaTa CUCTEMA

Penxwu: PEAKLIMH Ha CBPBXYYBCTBUTENHOCT

C HeH3BECTHA 4eCTOTA: aHAQUIAKTUYHY Peakiiuy, BIIOMMTENHO aHADMIAKTAYEH IOK, AaHTHOEAEM
H NIPYPUTYC

Hapynienus Ha koykaTa M NOAKOKHATA THKAH:

Penxu: oOpHB, YpTHKAPHA

C Hen3BECTHA YeCTOTA: TEAKH KOXHH HEXKEeNaHH Peakiuu (BKMOYUTEIIHO epuTeMa MyaThHpopme,

cuHapoM Ha CTHBBHC-/KOHCHH/TOKCHYHA elHAepMalHa HEKPOMH3a H OCTpa
IeHEpATIN3UPAHA €K3AHTEMHA MYCTYNN032)

Crobumapane Ha [TONO3UPAHH HEKENTAHH peaklHy
Cro0aBaHeTo Ha NMOoRO3UPaHH HEXKeNlaHH peakLHy Cllel] pa3peliasaHe 3a ynoTpeba Ha NeKapeTRCHHA
IIPOAYKT € BaxkHO. ToBa MO3BONABa 1a NPOIB/KM HabIONEHHETO HA ChOTHOLIEHHETO T10J13a/PHCK 34
NeKapcTBeHHsA NPOAYKT. OT MEAHLMHCKATE CNELHAIMCTH C€ M3HCKBa fa ChoDLIABAT BCAKa [TOR03HpaHa
HeKelaHa peaKiug Ype3 HALMOHATHA CHCTEMa 3a ChOoDillaBaHe:
H3nbNRATENHA areHUus 110 JiekapcTBaTa

yin. ,,Jlaman I'pyes” Neo §

1303 Codus

Ten.: +359 28903417

yebcaiiT: www.bda.bg

4.9 IIpeno3upane
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Hocera ne ca nowiaaanu cneitidMinN CUMNTOMM Ha NIPefo3HpaHe MpH Xopa. B3 ocHOBA Ha cy4yaiHo
npeac3Hpane WK ChOOIEHUS 33 JIEKApPCKH IPEIKH, HAOMOAABAHHTE CHMITTOMH Ca B ChOTBETCTBHE C
M3BECTHHTE HEXXeaHW peakuiHi Ha ©napamen TabneTky NPOTHB KALWTHLA NIPH MPENOPBYHTEIHHTE N03M 1
MOKE A2 M3HUCKBAT CUMITOMATHIHO NeUeHHe.

g, GAPMAKOJOI'TUYHHM CBOMCTBA
5.1 PapmMakoAHHAMHYHH CBOHCTBA

dapMakoTepaneeTH4HA rpyna: Ilpenapari 3a KAlIKIE H HACTHHKE, MYKOITUTHLH
ATC xox: ROSCB06

AMbGpokcon, cyGcTuTyupan GeHsHnaMuH, e MeTabonut Ha GpoMxekcuH. Paznnuasa ce 0T OPOMXEKCHH 1o
OTCHCTBHE Ha METHITOBA IpyTNia H HaJIM4YMe Ha XHAPOKCUIIHA IPYIIA B 0apa-TPaHC NMO3HIHA B HHKIOXEKCHIIHHA
NpbLCTEH. Benpexkn ye HeroBMAT MEXaHN3IBM Ha NEHCTBHUE HE € HAITBJIHO H3ACHEH, CEKPETONHTHYHHTE H
CeKpeTOMOTOPHHTE edeKTH ca A0KAa3aHH B MHOXKECTBO IIPOYYBaHHA.

HelicTBMETO TipH IEPOPANHO NPAIOAKEHNAE 3aMouBa npudmusrTento cieq 30 min B npoawDkasa 6-12 yaca, B
3aBHCHMOCT OT MPHIOKEHATAa €AHOKpaTHA J034.

B npeniuinriYBE NpoyuBalKa TOH yBEeNHUaBa NPONOPLHATA Ha cepo3HaTa Oponxyanna cexpeuns. CqMTa ce,
ue NPUABHKBAHETO Ha MYKYca C€ YJIECHABA, KATO C& HAMANABA BUCKOSHTET2 MY H C€ aKTHRUPA LIMAXAPHHUA
enuTel.

AMBpOKCO MHAYLMpa aKTHBHpPaHe Ha CHCTeMAaTa Ha ChphaKTaHTa, KaTo ACHCTBA AMPEKTHO Ha THIT 2
MHEBMOLITHTE Ha anseonuTe H Ha Knapa iieTKHTe B KpalRHTEe OTACHH HA AuXaTe/iHaTa CHCTEMA.

Toit ynecHaBa oOpazyBaHeTO M TPAHCTIOPTHPAHETO HA NOBBPXHOCTHO-AKTHBHOTO BEHISCTBO B ajlReoNapHaTa
H OponxuanHa obnact Ha 6 Apob Ha deTyc H Ha BB3PacTHH. 1e3H eeKTH ca AEMOHCTPHPaHH B KIETHYHH
KYJATYPH H 17 Vivo TIPH Pa3JIHUHH BHIOOBE.

5.2 PapMaKOKHHETHMHH CBOHCTBA

AMGpoKkcon ce pezopOHpa NPaKTHUECKN HATBITHO CJIE/ NEPOPATTHO NpUIOKeHHE. Tnax ClIE NepopanHo
npunoxkeHne ¢ 1-3 yaca. AbconmoTHaTa SHOHATHYHOCT HA aMOpOoKCOoN clel NepopanHO NPHIOKEHHE €
HaMasieHa ¢ okono 1/3 B pesynrar ot first-pass edekr, ¢ obpaszyBaHe Ha MeTaDONIHTH, KOHTO C& EKCKPETHPAT
ype3 6u0peurTe (Hanp. AMOPOMO aHTPAHHIOEA KUCEIHHA, IMIOKOPOHHIH). CRBP3IBAHETO C IIA3MEHUTE
nporerHu € okono 85% (80-90 %). KpaiiHoTo BpemMe Ha NONY>KUBOT B Ina3Mara ¢ 7-12 yaca. CymapHoTO
BpeMe Ha NONY>KWBOT B NNa3Marta Ba aMOpokcon v MeTabonuTHTe My € 0KONO 22 yaca.

AM6pOKcon npeMHHAaBA Nnpe3 IlaleHTapHaTa Oapuepa H B iepeOpocniHaiHaTa TeYHOCT U B MaHYHHOTO
MASKO.

Exckpeupara e 90% npez 6ubpenyre, noa gopMarta Ha meTabonuty, oOpasyBann B yuepHua Apod. Ilo-Manko
ot 10% ot 610peunara ekckpelus € HenmpomeHeH aMOpoKCol.

3HaunMa eTMMMUHANUA Ha aMOpPOKCON Ypes JHaH3a WK GOpCcHpaHa AHype3a He ce 04aKBa, B pe3y/Tar oT
BHCOKATa CTENEH Ha CBbP3BaHe C TIa3MEHHTE NMPOTEHHH ¥ FofIEMHA 00€M Ha pa3npeAcsieHHe, KaKTo H OT

cnaboTo npepa3npeacneHue OT ThKaHKHTE KbM KPbBTa.

KnnppresT na ambpokcon namanasa ¢ 20-40 % npu Texkn yepHoapodru 3abonsasanns. I1pu ze

5.3 IpeaxIHHAYHN JaHHH 32 Oe30MacHOCT
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AMOPOKCONOB XHAPOXJIOPHI HMa HHCHK HHAEKC Ha OCTPa TOKCHYHOCT, B poyupraHUq ¢ MHOIOKPAaTHO
npunoxeHue ce Habmonasa NOAEL (HuBO, nIpH KoeTo He ce HaDMmoaaraT HexeNnaHH peakuHH, no-observed
adverse effect level) npu nepopanuu nosu ot 150 mg/kg/nen (Mumka, 4 ceqmmm), 50 mg/kg/nen (nambx, 52
1 78 cenmun), 40 mg/kg/neH (3aek, 26 cenmuun) v 10 mg/kg/nen (kyye, 52 cenmuun). He ca Habmonapanu
TOKCHKONIOTHYHH NMPHLEIHH oprani. UeTHpHCEAMIUYHH [IPOYYBAHUA 38 TOKCHYHOCT NP4 BEHO3HO
TIPANOKEHUE Ha aMOPOKCONOB XMAPOXAOPHA NpH IUIbXoBe (4, 16 n 64 mg/kg/nen), npu kydera (45, 90 n
120 mg/kg/nen (uHdysua 3h/aen)) He noxa3BaT TeXKKa JIOKaJIHA WIH CHCTEMHA TOKCHYHOCT, BKIIOYUTENTHO U
ThKaHHa NMATONOrud. BcHuky HeKeNnaHH eekTH ca obpaTuMu. AMOPOKCONOB XHAPOXJIOPHI HE € HUTO
eMOPHOTOKCHYEH, HUTO TEPATOTSHEH NPH NPOYIBAHMA ¢ nepopanyH 1034 1o 3000 mg/kg/nen npu nrsxose
u a0 200 mg/kg/nen npu zaiip. OepTUARTETHT NIPH MBXKH H XKEHCKH TUTBX0BE HE €€ IOBMHARA TIPH A03H A0
500 mg/kg/nen. Croiinocrra Ha NOAEL B npoyuBaHua Npu NEepU- U NOCTHATaNHO passurue € S0
mg/kg/nen. B nozu 500 mg/kg/neH, aMmOpoxconoB XHAPOXIOPH € JIEKO TOKCHYEH 3a MalikuTe H
MOKOJIEHHETO, KOETO CE& ACMOHCTPHPA upe3 3abaseH0 HAA/laBaHe HA TENECHO TErN0 W NO-MAIKO NOTOMCTBO.
[poy+Banna 3a reHOTOKCHYHOCT 7 Vitro (Amer M TecT 3a XpoMo3oMH# abepauuud) 4 in vivo
(MHKPOHYKNCapeH TecT MpH MHIIKA) He pasKpHBaT KAKBBTO H Ja € MYTareHeH NOTEHLHa 32 aMOpOKCONoB
XHAPOXIOPHA. AMOPOKCONOB XHAPOXNOPHI HE NIOKA3RA KAKHRTO M 1A € TYMOPOTeHeH NOTeHMan B
npoy4BaHKs 3a KaHUeporeHHOCT npu MumukH (50, 200 u 800 mg/kg/nen) u navxoee (65, 250 1 1000
mg/kg/neH) npu neueHne ¢ JHeTHYHA cMec 32 choTBeTHO 105 u 116 ceamunm.

6. OAPMAINIEBTHYHU TAHHU

6.1 CHCHK HA NIOMOLIHHTE BEeCTBA
JIaxTo3a MOHOXHMAPAT
IlapesuyHO HHMIECTE
Ilenynosa Ha npax
Kpockapmenosa HaTpui
Ioeupon K 30

MarHesues creapart

6.2 HeChbBMeCTHMOCTH
He e nprnoxumo

6.3 Cpox Ha roanoer
2 roauHu.

6.4 Coennajnu yejioBHS HA ChXPAHEHHE

Ja ce cexpanasa nog 25 °C.

6.5 Hanay 32 ONaKOBKATA

PV (C/anymunneB Onucrep

NoneMyHa Ha ONIAKOBKHTE: 10 Tabnerkn
20 TabneTkn
50 Tabnerkn

He Beuuky BWi0BE OTIaKOBKM MOTAT Aa §bAaT yCHAaTH B Npojaxoda.

"\)}NEHMM

Hensnon3saHusr JICKAPCTBCH MPOAVKT WUIIH OTHAABYHHUTE MATSCPHANIY OT HETO T]'JHGBa Ik r Q@MB&PQ
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CBOTBETCTBHE ¢ MECTHHATEC H3UCKBaAHHA. / -‘C‘? f-‘-"#”']’*
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6.6 Cnena/jJny npeanasHd MepPKh NpH H3XBbpJsHe
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7. INPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Berlin-Chemie AG (Menarini Group)
Glienicker Weg 125
12489 Berlin, I'epmanns

Tenedon: (030) 6707-0
daxc: (030) 6707-2120
www.berlin-chemie.de

8. HOMEP HA PA3JPEINIEHNUETO 3A YIIOTPEBA

20060358

9. JATA HA ITBPBO PASPENNIABAHE/TIOAHOBABAHE HA PAZPEIIEHHUETO 3A
YHOTPEBA

Hata Ha mepeO paspemaane: 30.10.2007 r.
Hara Ha nocnenno nognossapane: 21.06.2011 r.

10. JATA HA AKTYA/IN3HPAHE HA TEKCTA

Maii, 2017 1.
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