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1. HMME HA JEKAPCTBEHMA POAVKT -
MYKOCOJIBAH 30 mg/5 ml capon

MUCOSOLVAN 30 mg/5 ml syrup

2. KAYECTBEH H KOJMYECTBEH ChCTAB
5 ml cupon cuaBpxKaT 30 mg amGpokconos xunpoxopuy, (ambroxol hydrochioride).

TlomoiHy BemmecTsa ¢ H3BeCTHO AeiicTere: 5,8 mg/ml npomunenrmkon (E 1520) u 0,5 mg/ml 6ernsoena
KHCENHHa (BXK. TOYKa 4.4)

3a TRJHAA CIHCEHK HA TIOMOINHUTE BEIeCTEA BHKTE TOUKa 6.1,

3. JEKAPCTBEHA ®0OPMA

Crpon

Buctep g0 noduTH GHeTHp, 6e3uBeren N0 NouTH Ge3upeTer, cnabo BUCKO3EH CHPOIL.
4, KJIAHAYHA NAHHHA

4.1 TepaneBTHURE NOKA3anEAS

CeKpeTonuTHYHS TepanHs NpH OCTPH M XPOHHUHM GPOHXO-TYIMOHANHM 3a00IABAHHSA, CEEP3AHH C
abHOpMaHa MyKyCHA CEKPEllHs M HAPYIIEH MYKYCEH TPAHCTIOPT.

4.2 J03HPOBKA H HAYHH HA NPHJIOKERARE
Losupoera
Br3pactan 1 gena Han 12 rogurm: 10 ml 2 ouTH AHEBHO.

Ta3n no3rpoBKa € MOAXOAAINa 3a JieueHHe Ha OCTPH 3a00/19BaHMA HA PeCTHPATOPHHS TPAKT H 33 HAYATHA
TEPANMNs Ha XPOHHIHH ChCTOAHHA 10 14 auu.

B ciryqaii Ha ocTpo pecnpaTopHo 3a6onsBane, TpaGBa Aa ce NOTHPCH JIEKAPCKA MOMOI, 8KO CHMITTOMHTE
HE ce nogodpaT cien 4-5 THM WITH ce BAOINAT B Mpoleca Ha JIe9CHHE.

Havun ua npunoscenye
MYKOCOJIBAH mosxe na ce ipreMa II0 BpeMe HAa XpaHeHe Wi 6e3 XpaHa.

43 IIpoTHBONOKAIARASN

MVYKOCOIJIBAH ne Tpsa6Ba na ce npuiara npH NALMEHTH ¢ H3BECTHA CBPBXYY,
aMOPOKCONIOB XHAPOXJIOPH HIH KbM HAKOE OT NOMOIIHKTE BELIECTBA H3Gpoe



44 Coenuanan npeaynpexaesns ¥ NpeANa3nd MepKH Nph ynotpeba

Hma crobimenus 3a TexkH KOXKHH peakiiii KATO EpHTEMA MY/ ITHhOpPME, CHHAPOM Ha Stevens-fohnson
(87S) 1 TokcuHa emnepMatHa Hekpomusa (TEN)  ocTpa reHepaiMsupana eK3aHTEMAaTo3Ha yCTYo3a
(AGEP), cpBp3aHH C IPAIOKEHHETO HAa MYKOIHTHIM KATO aMOpOKCOJI0B XHAPOXJIOPHA.

Haii-uecTo Te Morar aa 6baaT 0GACHEHH C TeXeCTTa Ha OCHOBHOTO 3a60/I9BaHe Ha NAlMEHTA H/HIH
CHITETCTRAINO NeucHHe. B fombinenye, no speme Ha panHaTa ¢asa Ha cCHMHAPoMa Ha Stevens-Johnson Wik
TEN nausenTsT MEpBO MOXe Aa Pa3sBHe HecTieH(HIHH TPHNONIOAOGHH IIPOAPOMATTHA CHMITTOMH KATO
Hamp. Tpecka, GONKH B TANIOTO, PHHMT, KAILTULA U BB3NaneHo rbpio. [Topanu Tesn necnenuduunm
TPHNONOAOGHH POAPOMAHH OTUTAKBAHHA € BH3MOXKHO JIa 6 3aTI0MHE CHMITTOMATHYHO JIEUEHHE C
NEKapeTBA 3a KAIUIMNA H HACTHHKA,

Crepoparenso, ako ce NOABST HOBH KOMXHH H/TH JIATABHYHA JIC3HH, Tpabra HezabaBHO Na ce MOTBPCH
MeMIMHCKA MOMON H JICYeHHETC ¢ aMOpOKCON XHAPOXIIOpHA TPAGBA Ia Ce NPEYCTAHORH KATO NPEANasHa

MApKa.

Ipu napymena 6x6peqna ¢yxuns unu Texko gepaonpobuo 3aGonasane MYKOCOJIBAH moske aa ce
H3MONI3Ba CAMO CICT] KOHCY/ITALMS ¢ MEAHLIMHCKH CTIELMATHCT. KAKTO 32 BCAKO METHKAMEHTO3HO JIeYEHHE
¢ MeTaboAuYLM B YepHHA APo6, MoCNeABaH OT eTMMEHEpAHE Upes GLOpenHTe, MoXe 1a ce OYakBa
HATPyNBaHe Ha AMOPOKCONOBH MeTabONHTH B YepHU Apob, B CiTydaii Ha Texka GEOpeuna
HEAOCTATEYHOCT.

Toau nexkapcTeen npoaykT chaspka 1,75 mg copGuTon B 5 m! cHpon.

HampenTH ¢ HacneAcTBeHa HEMOHOCHMOCT kbM (pykToza (HFI) He TpaGBa a IpHEMAT TO3H JieKapcTBeH
MPOIYKT.

Cop6uTonbT MOXKe 18 NPHYMHM CTOMAITHO-UpeReH IMCKOMPOPT H JIeK cliabHTeNeH edekr.

Tosun nexapeTsen NponykT chappxka 2,5 mg GeH30eHa KHCEIHHA B 5 m] CHPOIL, KOETO € eKBHBAISHTHO Ha
0,5 mg/ml.

BeH3oeHaTa KHCEHHA MOXe Ja 3ACHITH JKbITTeHALATa npu HoBoponeHH Gebera (Ha BB3pacT A0 4 ceaAMHLH).
Noenmasane Ha GunkpyGuHeMHsATa, BeleACTBHE H3MECTBAHETO HA GHIMPYOMH OT CREP3BAHETO MY
anbyMHH MOXe Ja YBEIHYM HEOHATATHATA XKHITCHHA, KOATO 1 JOBEE A0 KePHUKTEp (OT/IaraHmMs Ha
HEKOHIOTHpaH GUNHpYOHH B MOSBYHATA THKAH).

Toau nexapcTsen MpoxykT chAbpka 29 mg mpommneHraxkon B S ml. EnmHoBpeMEHOTO NMpWIOKEHHE C
Apyri cyGCTpaTH Ha aNKOXOJICXMAPOTEHA3ATa, TAKHBA KATO €TAHON, MOXeE 1A IpPEH3BHKA CEpPHO3HH
HEXCNaHHN PeakiH NP HOBOPOASHH K AALA HA BE3PacT N0 5 rouHA.

Heobxoaamo e meauumncko HabmojeHHe Ha nALMEHTH ¢ HapylieHa GB0e4Ha WIH gepEoApobHa PyHKImA,
ThH KATO ¢a CHOGLIABAHA PAl/IMYHH HEXEMAHH PeaKiiK, ILKALTH Ce Ha OpOIHIEHTIHKON, TAKHBA KATO
OvGpeunn Hapymenns (octpa TyGysnapHa Hexposa), ocTpa GBOpeuHa HEJOCTATHUHOCT M YepHOAPOGHH
HApYIIEHHS.

4.5 BaammopeiicTae ¢ APYrA JEKAPCTBERE NPOAYKTH H APYTH POPMH Ha B3aRMoTeHcTBEE

He ce npenoprusa ynorpebara Ha aMGpOKCONOB XMAPOXIOPH C IEKAPCTBEHH TIPOMYKTH, IIOTHCKAIA
KallUTHIATA.

He ca goxnagpany KIMHHUHO 3HATMMHA HEKEIAHH B3aHMOJICHCTRHS ¢ IPYTH JIeK



4.6 DepTRIATET, OPeMEHHOCT H KbpMene

bpemennocm

AMGpOKCONOB XHAPOXNOPH MPEMUHABA IIPE3 IIaLeHTapHara Gapuepa. HpeAKIMHIYHITE NPOYYBAHMS HE
[TOKAa3BAT AUPEKTHH WM HHIHPEKTHH YBpPEKIAMKM e(peKTH IO OTHOLICHHUE Ha OpeMeHOCTTa,
eMOPHOBATHOTO/(PETATHOTO pasBHTHE, PLKIAHETO M OCTHATANHOTO PA3BHTHE.

TIpoAB/DKHTEIHM KTHHHYHH HAGMIOACHHS [IPH MPAIOKEHHE Ha TPOIYKTA [0 BpeMe Ha SPeMEeHHOCT cren
28-Ta recTalHOHHA CEZIMHIA, He NoKa3Bat 3aGonepaeMocT. HesaBucHMO OT TOBa, TpaGBa Aa Guaar
cna3BaHy o0H4afiHKUTe NpeATa3Hi MEPKH N0 OTHOIIEHHE Ha YNoTpe0aTa Ha NEKAPCTBEHH POIYKTH 110
BpeMe Ha GpemenHocT. YnorpeGara Ha MYKOCOQJIBAH, ocofeso npes IThpeute TpH MECETa 0T
6peMeHHOCTTa, He Ce MPenopLIBa.

Kvpmene

[Ipoyusanns npu XHBOTHK [IOKA3BAT, Y€ aMOPOKCONOB XHPOXIOPH TPEMUHABA B MANUTHHOTO MJAKO.
Bropexn, ue He ce ouakpat HeGnaronpusTH edeKTH BHPXY HeTeTO, ynoTpebaTa Ha MYKOCOJIBAH ne
ce MPeNophYBa NPH KbPMEIH KEHH.

Depmunumem

He ca nHanpumy KIMBHYHK JaHHU 32 GeprimeTeTa MpH ynorpebara Ha aMGPOKCONL.
IIpenknunpurITe NPOYUBaHNUA HE MOKA3BAT AMPEKTHH WA MHAHPEKTHH yBpexaainy epeKTH o
OTHOINEHHE HA QePTHIIHTETA.

Bhupekw ue NpoIHNEHTIMKON He [0KA3Ba PENpOAYKTHEHA TOKCHYHOCT H HAPYIIEHHA B PASEMTHETO IPH
MHBOTHH HIH XOPa, TOH MOKe a IOCTHTHe deTyca U € YCTaHOBEHO, Ye MPeMHHABa B KbpMata. Kato
CIEACTBHE, PIWIArAHETO Ha MPOXYKTH, KOMTO ChABPAKAT NPOIIIEHTIMKON Ha GpeMeHHH WIH KbpPMEIHH
TIALHEHTKH, TpA0Ba Aa Ce NpeLieHABA HHAMBH/YATHO 38 BCEKH CITy4aii.

4.7 EdexTn Bhpxy cnocobnoctTa 33 modapane o paGora ¢ MAIIMAR

Hsama foxasaTencTBo 0T NOCTMAPKETHHTOBATE JAHHA OTHOCHO e(heKT BBPXY cnocoGHOCTTa 3a modupaHe H
pabora c mamuHH. He ca npoBesaaHy NpoyuraHus 3a eekTHTe BEPXY CIOCOGHOCTTA 3a IOdHpPaHE H
paboTa ¢ MaIlMHH,

4.8 HexeJann JeKAPCTBeHH PeAKIAN

YecToTa Ha HeXKENAHHTE peaKIWH CTiope] KoHBeHiuaTa Ha MedDRA
Mnoro gectu  >1/10;

Yectn >1/100; < 1/10;
Heuectu >1/1 000, < 1/100;
Penxu >1/10 000, < 1/1 000;

Mpnoro peakn < 1/10 000;
C HeH3BeCTHA YECTOTA:  HE MOTAT 5a ObJaT OleHeHH CTOpEn HATHYHATE JaHHH

Hapymeuus Hd UMYHHQmda cucmema

C Heu3specTHa 9ecTOTa:  aHAGHIAKTHYMH PEAKLIMM, AHADHIAKTHYEH WOK, PeaKIHH HA
CBPBXTYBCTBRTEAHOCT.

Hapywenus na nepsnama cucmema
Yecrn: JHCTEY3HA

Pecnupamopru, epeonu u meduacmunannu napyuenus
Yectu: dapuHreanHa XHIIOECTE3HA.




I'acmpo-unmecmumanmu napywenun

Yeern: rajieHe, OpaaHa XHIOSCTEIHY,;
Heuectu: AHapwus, MOBPBINAHE, UCTIENICHA, CYXO0Ta B YCTaTa, KopeMHa Oonka;
Peagn: CYXOTa B IEPIIOTO

Hapywenus na xoxcama u nodxoxcrume moxaru
Peaku: ofpue, ypTukapus
C HeW3BeCTHA HeCTOTA: aHTHOEAEM, ChHpOeK.

Crobmasage BA NOJO3HPAHE HEKEIAHH Peakny

CrofmaBaneTo Ha MOZO3APAHM HEXKENAHK PEAKIMH CIIE]] Pa3peIaBaHe 3a YIOTpe5a Ha NeKapCTBEHHA
IpOAYKT € BakHO. ToBa NO3BONARA /§a MPOIBILKM HAGNIONEHHETO Ha CHOTHOUICHHETO M0J13a/PHCK 38
TICKapCTBEHHA NPOAYKT. OT MEHITMHCKHTE CIIELMAITHCTH Ce H3MCKBA 12 CHOGIABAT BCAKA MOJI03HPAHA
HEXEJIAHA Peaxiud Ipes:

HarrennwTenna arenims no nexapersaTa

yi. ,,Jlamad pyer” Ne 8,

1303 Copun,

TeN.: +359 2 8903417,

yebcaiit: www.bda bg

4.9 IIpenoznpane

Hocera He ca cbo0mABaHH cieNH¢HIHH CUMITOMH Ha IPeJI03HPaHE NPH xopa. HabmonapanuTe
CHMITTOMH, NpH CHOBLIEHHA 32 CITy4aliHO NIpe03UpaHe WIH HENPaBHIIHA YIIOTpe6a CHOTBETCTBAT Ha
TIO3HATHTE HEXEIaHH peakuuH npu ynorpebara Ha MYKOCOJIBAH B npenopuyHTENHUTE J03H, KATO
MOXe Jia € HeoOXONHMO CHMITTOMATHYHO NIEYEHHE.

5. PAPMAKOJIOTHYHH CBOHCTBA
5.1 ®apmaxoAPHAMHEYHE CBOHCTEA
PapmakoTepaneBTHIHA rpyna: Mykomuruum, ATC xox: RO5CB06

MexannisMm Ha peiicTeue

B npenkmiHiHM npoyBaHEs aMOPOKCOIOB XHAPOXJIOPH NPeIH3BHKEA YBETHUABAHE CCKPELHATA HA
HJIE3HTE Ha pecnupaTopHus Tpaxt. MlonoGpasa npogykumsra Ha GenompobeH chpdakTasT H ce CTHMYAHpa
[AWIHAPHATa AKTHBHOCT. B pesynTar na ToBa ce yBenMuaBa MyKyCHHS NOTOK M TPAHCHIOPT (MYKOLMIHAPEH
KJIMPBHC).

JlokamHHAT anecTeTHYeH eheKT Ha aMGPOKCONOB XHAPOXIIOpHA ¢ HaGNIoNABaH BHPXY MOJE Ha 33€IIKO
OKO, KOETO MOXe A3 ce 00ACHH ChC CBOMCTBOTO Ha aMOPOKCONIOB XHAPOXIIOPH]L ia GIOKHpa HATPHEBHTE
kaHamH. IlokasaHo e in vitro, ye aMGPOKCOIIOB XHAPOXIIOPH GIOKMpa KIOHMPAHH HEBPATTHH HATPHERH
KAHAJTH, K4TO CELP3BaHETO ¢ 0OpaTHMO H 3aBHCH OT KOHLICHTPAI[HATA.

AMGPOKCOR XHAPOXIIOPH MPOABABA IPOTHROBH3NATHTENCH edeKT.

YCTaHOBEHO € in Vitro, ve IIPUICKEeHHETO Ha AMOPOKCONIOB XHAPOXIOPH] BOJH JIO 3HA
peIyLHpaHe HE CaMO Ha OCBOGOXAABAHETO HA LIATOKMHHA OT KPBBTA, HO M HE MOHO!
NOAMMOPQOHYKIIEAPHH KIIETKH B ThKAHHTE,

[ono6psBaneTo Ha MyKOLMIMAPHHA KIHPEHC € AOKA3AHO B KIIMHHYHH H dapmaxo
3acHIBaHETO Ha CeKpelHATa Ha GPOHXHANHA TEYHOCT H HA MYKOIMITHAPHHA KIHpD
EKCTIEKTOPAIMATA H U3KALLITHETO.



Ilpu nammenma ¢ XOBB, meirocpounoro nedense (6 mecena) c MYKOCOJIBAH (MYKOCOJIBAH
MAKC 75 mg kancynia ¢ yas/bkeHo 0CBOGOXKAABAHE) € JOBENO O 3HAMHTEHO HAMAIABAHE HA
ek3alepballnTe, KOETO ce 0Ka3Ba clied 2 Mecena nevente. Jlexypanure ¢ MYKOCOJIBAH naumenTH ca
GoneryBani 3HAUKTENHO TIO-MANEK GPOii IHY, KAKTO M TO-MATEK Gpoil HM ca 6K HeobXxoaumu 3a
aHTHOKOTHYHO Jiedenne. Jleuennero c MYKOCOJIBAH 75 mg Kancyiiu ¢ yaLDkeHo ocBoGokaBaKe,
CBIIO TAKA € JOBENO [0 CTATHCTHYECKH 3HAYHMO NMoAofpeHHe Ha CHMIITOMKTE (3aTpyAHEHO H3XpauBaHe,
KaIlTAL, 33]TyX, ayCKYJTaTOpPHH HaXOAKH), B cpaBHEHME ¢ Iane6o.

Kyunnunm nipoydsanns NpH NALMEHTH ¢ BB3NANEHO MBPIIO NOKAa3BaT 3HAYMTENHO HaMaTABaHe Ha 6oKaTa
H 3a9€pPBABAHETO HA CBPNOTO.

Tesn papmakonorsvsm cBoiicTBa ca B CHOTBETCTEHE C NOITWTHHTENHATE HAGIIONCHHS B KIHHMYHE
TIPOYYBaHHA 32 H3CICABAHE HA €QHKACHOCT Ha JIeueHHe ¢ aMOPOKCONIOB XHIPOXIIOPH HA CHMITTOMH B
TOPHHTE OTAE]TH HA PECIIMPATOPHHA TPAKT, KOETO € JIOBENIO IO PA3KO HaMalsBase Ha GO/IKaTa H CBBD3aHus
¢ Hes AUcKOMAopT B 06J1aCTTa YXO — HOC — TPaxea Ype3 HHXATALHS,

Crien nipieM Ha aMGPOKCONOB XHAPOXTIOPH], c€ TIOBHINABA KOHIICHTPALMATA Ha HAKOH aHTHOHOTHIH
(aMoxcHUIITHH, nedypOKCHM, ePHTPOMHLIAH) B GPOHXO-ITY/IMOHAIIHAS CEKPET H CITIOHKATA.

IporuBosApyCcHM CBONCTBA Ha AMOGPOKCONOB XMAPOXIOPHSL B i7 Vitro TIPOYHBAHHA H B IKMBOTHHCKH
MOZenH.

B in vitro npoy4sanMs ¢ YOBEIIKH TPaXeATHH SIATENHH KIETKA ¢ HAOMONABaHO TOHIDKCHHE Ha
PeIUTHKaNMATA Ha pHHOBHPYC (RV14) . HabmopasaHo e nonmwkenue Ha pennuxaupsta sa Influenza A
BHPYC BBPXY MOJEN HA JUXATeJIHH ITHTHIA OT MHIIKH.

52 PapMaKoKHHETHUHH CBONHCTBA

Abcopbyua
AbcopbunaTa Ha ieKapCTBEHH (POPMH 3a TIEPOPAIHO MPHN0KEHHE ¢ He3abaBHO ocBoGoKABAHE € Gbp3a U
TIOYTH ITBJIHA, TIPH JIHHeMHA 3aBHCHMOCT OT 10384, KOT4TO [POAYKTHT € IPHIOKEH B TEPATICBTHYHH J03H.

Makcumanture niasmeHn Hiea ce goctarar ot 1 o 2,5 waca cliefl OpaTHO NPHIONKEHHE HA JICKAPCTBEHH
¢opmu ¢ RezaGaBHO 0CBOGOKTABAHE M CPEHO clex 6,5 4aca 32 GopMHTE ¢ YIRDKEHO 0CBOOOKIaBaHe.
YcranHoBeHo e, ue afconmoTHaTa GHOHATMYHOCT Clie TpHeM Ha Tabietka ot 30 mg e 79%. Kancynure ¢
YARDKEHO 0CBOGOKIABEHE IOKA3BAT OTHOCHTENHA GHORATHUHOCT OT 95 % (030-HOpMANH3HPaHa) B
CpaBHEHHE ¢ AHeBHa J03a oT 60 mg (30 mg nBa wHTE AHeBHO) NOA dopmata Ha TabneTkH ¢ HezabaBHO
oceoboKIaBane,

He e ycranoseno, 4e xpaHara Biise Ha GHOHATHYHOCTTA HA AMOPOKCON XHIOPOXJIOPHA [PH NEPOPaTHO
TIPHIOKEHHE.

H3MepBaHeTo Ha NIa3MEHOTO HUBO Clie[ MHOTOKPATHO TEPOPAIHC NPHIIGKeHHS He JaBa HHKAKBH
HHJHKALAH 34 HATPYTIBaHe TIPH TEpaneBTHYHA JO3HPOBKA.

Pasnpedenenue
Pasnpepenetuero Ha aMGpoKCcoIOB XHIPOXIOPHN OT KPBBTA KEM THKAHHTE € GHP30 M SCHO H3PA3eHO, KATO
Hali-BHCOKA KOHICHTpAIHA Ha AKTHBHOTO BEILIECTBO € YCTAHOBEHA B GenHTe NpoGOBE MpH HHTPABEHO3HO
npiioxkerne. OGeMET Ha pasnpelienieHHe CIea MEPOPATieH NpHeM ¢ MpubmuauTenHo 552 1. VeTanoseHo ¢,
Y€ B TEPAaNCBTHYHH IPaHUIM CBLP3BAHETO HA MPOTEHHHTE B IIA3MaTa € 0Koso 90 %.

Buompanchopmayus u enumunupane
Oxoo 30 % oT npunoxkeHaTa NepopanHa 1034 ce eTHMHEMPA Ype3 METAbONHIbM
npeMuHaBaHe. AMOPOKCONIOB XHAPOXTOPHA ce MeTabONM3HpPa [IABHO B HEPHHS JIp
TMIOKYPOHHPAHE H pasuenBaHe 10 JHOPOMaHTPaHWIOBa KHCETHHA (MPpHOIH3HTETHO
H3KIOYCHHE HA HAKOH BTOpOCTeNeHHH MeTabonuTH. [lpoyuBanna Ha uepHoapob



Joreka nokasear, ye CYP3A4 e npeobnanaramara nzoopma, OTTOBOPHA 33 MeTaboNH3Ma Ha
aMOpOKCONOBR XMAPOXIIOPHA N0 AMOPOMAHTPAHKIOBA KHCEMHA,

B pamkue Ha 3 1um oT nepopanuus npuem, puOTH3KTENHO 6 % OT A03aTa 0cTaBa B cBOGOAHA dopma,
Aokato 26 % OT Hes € OTKPHTA B YPHHATA B KOHIOTHpaHa (popma. KpaliHUAT nonyxuBOT Ha eJITHMUHHpaHE
Ha aMGpoKconoB XUAPoXnopua e npubnusuTeno 10 yaca. TOTANHAAT KIHPLHC € OT MOpANbKa Ha 660
mb/min, ¢ oTuTane Ha GEGPeUeH KIMPBHC MPH NIEPOPATHO NpPUIIcKeRNE NpUOIHIUTERHO 8% OT TOTANHHS
KIHPBHC. M3UMCIeHo e, 9e NpHOIH3HTENHOTO KONHYECTBO, eKCKPETHPAHO Yipes YPHHATA ciiell 5 OHH,
npencTarnssa okoso 83% ot obmara go3a (ycTaHoBeHO TOCPEACTBOM PAfMOAKTHBHO MAPKHpAHE).

DapMaKoxunemuKxa npy CREYUaIRU 2PYRu om nayuesmu

Yepho HO aHe

Ipu nanmenTy ¢ napymeHa $yHKLHS HA YepHUS APOS ETHMHHMPAHETO Ha AMGPOKCONOB XHAPOXJIOPHIL €
HaMaJIeHO, KOSTO BOAH 1o NpnOIH3HTeNHO 1,3 A0 2 mbTH No-BHCOKH Ma3Menn Auea. [lopaau mupokara
TEpaneBTHYHA rPaHHLA HA aMOpPOKCONOB XHAPOXIIOPH], HE Ce Hajlara MPOMsIHA Ha A034TA.

Baapacr/Tlon
Btapactra u nosa He OKa3BaT BAMAHHE BbpXy (JAPMAKOKMHETHKATA Ha aMOPOKCONIOB XHAPOXJIOPHA B

KIHHHIHO 3H2YMMa CTETIEH, MOPajH KOSTO He Ce HAJIAra IPOMAHA Ha JIO3aTa,

YcraHOBEHO €, Ue XpaHaTa He BIHMAE BEPXY GHOHATHYHOCTTA Ha aMOPOKCONOB XHAPOXJIOPHA,
53 pesxaaEEYHA AaHuM 32 GezonacHoCT

AMOPOKCONOB XMAPOXIIOPHA HMa MHOTO HECHK MHAGKC HA OCTPa TOKCHUHOCT,

B npoy4ypanus Ha XpOHMHMHA TOKCHYHOCT IIPH TIEpOpanHH 4o3# oT 150 mg/kg/muerno (MUK, 4
ceamum), 50 mg/kg/nuepHo (ursxose, 52 u 78 ceamumm), 40 mg/kg/nHeBHo (3aiium, 26 ceamum) u 10
mg/kg/muepHo (kyuera, 52 ceMHLM), €3 ONpEIETIEHH CHOTBETHO HABATA IIPH KOHTO He C& HAGIIO/IaBaT
HeXenaHH nekapcTBeHH peakiud (NOAEL). He e oTKpHT cienalteH TapreTeH opraf no OTHOLISHHE Ha
TOKCHYHOCTTA.

UeTHpH ceAMHIHO NPOyuBaHe Ha TOKCHHYHOCTTA HA AaMOPOKCOJIOB XHAPOXJIOPHI, PH HHTPABEHOSHO
npuiarase NpH 1wbxose (4,16 1 64 mg/Kg/xHueBHo) ¥ npu xyueta (45, 90 1 120 mg/kg/maesno (Uudy3HH
3h/nHeBHO)) He NOKA3BA HANHYHETO Ha TEXKA JOKATHA H CHCTEMHA TOKCHUHOCT, BIJTIOUMTENIHO H Ha
XHCTONATONOrHA. BCH4Ky HexkeNnaHy JieKapCTEEHM PEakLiii ca o0paTHMH.

AMGPOKCOIOB XMAPOXJIOPH/ He MOKA3Ba eMOPHOTOKCHYEH ¥ TEPATOTEHEH 6peKT NPH HICTEABAHE HA
nepopaiau 034 A0 3000 mg/kg/nuesro npu mwrsxose | 10 200 mg/kg/miesno npu 3aiinn. Geprunurera
Ha MBKKH H 3KCHCKH ILTEXOBE HE ¢ IOBITHAH TIpH A03H 10 500 mg/kg/nuerno. Huporo, npH koeto He ce
HabMIOAABAT HekeMaRH lekapcTBeHH peakiui (NOAEL) o BpeMe Ha RepH- ¥ MOCTHATATHOTO PAIBHTHE €
50 mg/kg/nnenno. Cpennata xo3a o1 500 mg/kg/AHeBHO aMGPOKCONOR XHAPOXJIOPHI € JIEKO TOKCHIHA 33
MalKHTe i [IOKOICHHETO - HAaGMIO/IaBaHO ¢ 3a6aBEHO PA3BUTHE HA TENIECHOTO TETJI0 M HAMANICH pa3Mep Ha
NOTOMCTBOTO.

In vitro noy4BaHuSATa 32 FeHOTOKCHYHOCT (TECT Ha AMEC M TECT 3a XpOMO3OMHA abepaliis B YOBELIKH
THMPOUHTH) H in Vive (MEKPOHYK/IEapeH TecT B KOCTEH MOSBK IIPH MHIITKH) He I0KA3B4T NeHOTOKCHYCH
NOTeHIMAT Ha aMOPOKCOI0B XUAPOXIOPH],

AMGPOKCOIOB XHAPOXJIOPH/ He MOKA3BA TYMOPOT€HEH MOTEHIHA TPH NPOYYBAHHS
npu muuiky (50, 200 u 800 mg/kg/nneBHo) 1 Iwrsx0Be (65, 250 M 1000 mg/kg/mHen
JIEKYEaHM ¢ qHeTHYHA cMec 3a 105 m 116 cenMuin, CHOTBETHO.



6. DOAPMAHEBTHYHHA JAHHH

6.1 CHoHECEK HA DOMOIIHATE BEIMECTBA

Cyxpanosa

Benzoena kucenuna
XHApOKCHETHILIENTYN03a

Apomarrzarop aroja (chabpka M nponunexrmukon (E 1520))

ApoMaTH3aTOp BaHHIUA {ChABPxa ¥ npomaieHrnukon (E 1520))

IIpeuncreHa Boaa

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpox =2 rogaoct

3 roguHA.

IpoaykTeT na He ¢e pUIara ciejl H3THUAHe Ha JaTaTa, O3HAYEHA BEPXY ONAKOBKATA.
Cpox Ha rogHOCT clles; MEPBO OTBAPSAHE HA ONAKOBKATA — 6 MeceLia.

6.4 Cuenmannn yci0BHS HA ChXpaHeHHe

Ha ce cexpanasa nox 30°C.

Ja ce cuxpansBa Ha MACTO, HEAOCTHIIHO 3a Jiela.
6.5 BaA B chIbpKAHHE HA ONAKOBKATA

100 ml 6yrnnka ot ThMHO cTeKEO OT LII™ XHAPOIATHYEH KI1ac ¢ TIOJIANPOIANIEHOBa Kanauka. OnakoBkaTa
CHABPKA MEPHTEIHA HYaIllka OT NOHNpPOMMIEH, rpagyHpaHa Ha Mepks oT 1,25 ml, 2,5 ml n 5 ml.

6.6 Crenna/lnE HpeANa3EH MEPKH npd HIXBLPASHe B pabora

Hama cnenmanyy H3HCKBaHUA.

7. HOPHTEXATEJA HA PASPEONIEHHETO 3A YIIOTPEBA
Opella Healthcare France SAS,

82 Avenue Raspail,
94250 Gentilly,

Opanums
8. HOMEP HA PA3ZPEIIEHHETO 3A YIIOTPEBA

Per. Ne 9600148

9. JATA HA ITbPBO PA3SPEMIABAHEMIOAHOBABAHE HA PASPENIEJH
YIIOTPEBA

Jara Ha wspRO paspemasane: 24 I0HH 1996
Hara Ha nocneaHo nopuosssane: 29 Oxromepn 2007



10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

01.11.2021r.




