KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA




1. UME HA JIEKAPCTBEHUA ITPOAYKT

bputun 10 mg/ml kanku 3a o4u, CyCrieH3us
Britil 10 mg/ml eye drops, suspension

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ml ot cycnensusta ceabpka 10 mg Opunsonamun (brinzolamide).

[ToMOII1HO BELLECTBO C M3BECTHO JIeHCTBHE: BCEKH ml OT cycneH3usTa cpeabpxa 0,1 mg

OCH3AJIKOHUEB XJIOPH/IL.
3a ITbJIHUA CITUCHK HA MOMOILIHUTE BELIeCTBa BHXTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Karnku 3a 04H, CyCrieH3us.
bsna 10 noutH Os1a, CTepUIIHA CYCIEH3HUS.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH MNOKA3aAHHUA

BPUTHIJI e npenHa3HaueH 3a HaMaJIsiBaHE HA NOBUILEHOTO BbTPEOYHO HAJISITaHE IPH:

. OYHaA XUIIEPTCH3HS,

. OTKPMTOBI'bJIHA IIAyKOMa,

KaTo MOHOTEpAanus Mpu Bb3pacTHH MALIMEHTH, HEMOBJIMABALLM C€ OT Oera-0JIOKEpH MJIM NpPH TaKHBa,
Mpy KOUTO Bera-010kepuTe ca NPOTHUBONOKA3AHHU, UJIM KATO ChIIBTCTBALLA TEPANUs KbM JICYEHUETO C
OeTa-0JIOKEPH HMJIM aHaJIO3M Ha INpocTarjaHguHa (BX. CbIO TO4YKa J.1).

4.2 JLO3UpOBKAa U HAYHH HA NPHJIOKEHHE

Jlo3upoBka

B ciyyauTe Ha MOHOTEpanus, KaKTO U KaTo ChIIBTCTBALLA Teparnus, Jo3ara € eqHa kanka bPUTHUJI
B KOHIOHKTHBHMS CaK Ha 3acerHaTtoTo oko (o4Hu), JBa NbTH AHEBHO. [Ipu HSIKOM nauveHTH no-
100bp eDEKT OT JICYEHHETO MOXKE Jla UMa MPH JA03UPOBKA OT €HA KallKa TPH ITbTH JHEBHO.
[IpenopbyBa ce npUTUCKaHE HA HA30JIaKpPUMAJIHUS KaHal MM BHUMATEJIHO 3aTBapsiHE Ha KJjenaya
ciel npujoxeHuero. ToBa MOXe Ja HaMaJlM CUCTeMHaTa aOcopOuMsi Ha JIEKapCTBEHHUTE
MPOAYKTH, IpUJIaraHd B OKOTO M Jia JIOBEJIE /10 HaMaJIsiBaHe Ha CUCTEMHMTE HEXeJIJaHW PEaKLiUH.

[1pu 3aMsiHa HaA W3M0JI3BAH APYr aHTUIJIAYKOMEH JIEKAPCTBEH IMPOAYKT 32 OYHO INPUIIOKEHHE C
bPUTHIJI, Toii TpsibBa na ce cnpe ¥ eABa Ha clieABalliMs JEH Jla Ce 3alOo4yHe JIEYEHHE C
bPUTHIIL.

--------




HauyyH Ha MPUIQKEHHUE

32 OYHO NPHIIOKEHHE.

Crneyuaanu nonyrayuu

Yeprnodpobno u 6v6peuno yapescoare

BPUTHJII He e u3cneBaH npH NMaUUEHTH ¢ 4ePHOAPOOHO YBpexaaHe, NopagH KoeTo yrnorpedarta
MY TIpH TE€3H NMaLMEHTH HE CE NPEnopbyBa.

BEPUTHII He e nacneaBaH U npd NauMeHTH ¢ Texkko Ob6peuHo yBpexaane (KpeaTHHHHOB KIIUPBHC
<30 ml/min) unu npu TaKHBa ¢ XHUIEPXJIOpeMUYHA auua03a. Toit kKaTo OpHH30IAMUI ¥ OCHOBHHAT
My Mmeraboaur ce otaensar rnasdHo upes OnbOpeuurte, bPUTHJI e nporuBonokasaH npuH TakHBa

NALUEHTH (BXK. CHILO TOUYKa 4.3).

HHeouampuuna nonyaayus
besonacHoctTra U edukacHocTra Ha bPHUTHII npu kepmadyera, Acua M IOHOUIM HA BB3PAcT Bo 17

rOOMHA He ca YCTaHOBeHH. HamuyHWUTE noHacTosiieM JaHHH ca ONUCcaHM B TOYKH 4.8 m 3.1,
bPHUTHIJI He ce npenoptusa 3a ynotpeba npu KbpMaverTa, Jeua U HOHOLLIM.

IHonyaayus 6 cmapuecka ev3pacm
[1pu mauMeHTH B cTapuecka BL3pacT HE € HEODXOAUMO KopuIrupaHe Ha J03aTa.

4.3 [IpoTuBOoNOKa3ZaHHUsA

. CBPBbXYYBCTBHTE/IHOCT KbM aKTHBHOTO BELUECTBO HJIM KbM HAKOE OT NOMOILHHTE BELIECTBA,
130poeHH B TO4Ka 6.1;

. H3BECTHA CBPBbXYYBCTBHTEIHOCT KbM CYJI(OHAMAAHY (BXK. CBILO ToUKa 4.4);

. TeXKKO OBOpEeUHO yBpeKOaHE;

. XMIIEPXJIOPEMHYHA alua03a.

4.4 CneuHaXHu NpeaylpeskaeHHs H NpeAna3HH MepPKH NpH yiiorpebda

CucTeMHH edeKTH

Epuusonamux € CyJgpoHaMHO, MHXHOHTOp Ha KapOoaHXHMApa3aTa M, HE3aBHCHMO OT TOBa, He ce
M3MOJI3Ba 33 JIOKAJHO NpwiokeHHe, ce abcopbupa cucreMHO. ChIIMA THN HEXEJNIAHW pPEaKlMH,
XapaxTEepHH 33 CHCTEMHHUTE Cy(OHAMHUAH, MOTaT Aa ¢¢ HaOMIOAaBaT W MpPH JIOKAIHO NPHJIOKEHHE.
[Ipy nosiBa Ha CEpHO3HM peakLMH HJIH peaKlMH Ha CBPBLXUYBCTBHTEIHOCT, ynorpefara Ha TO3M
npenapat Tp#0OBa Aa ce NMpeyCTaHOBM.

HapylueHHs Ha KHCEJHHHO-OCHOBHHSA OalaHc ca ONMCAHU MPH MNMEepOpaJHMTE WHXHUOWUTOPU Ha
kapboauxuapasata. Jla ce u3noON3Ba ¢ MOBHMINEHO BHHMAHHE TpU MaLMEHTH ¢ OBOpeyHO

yBpexXAaHe, nopaay Bb3MOXHHS pHCK OT MeTaboUTHA aluo3a (BXK. Touka 4.2).

BpuH3zonamMua He e M3CAEABAH NpH [PE&KACBPEMEHHO pojeHM aAeua (npeau 36-1a r




ceJMHMIa) MM TaKWBa Ha Bb3pacT noa | ceamuua. Ilanuentd ¢bc 3xaunTenHa ObnOpeuHa
TyOyJapHa HEAOPA3BUTOCT MM ¢ aHOManuu TpsabBa Ja mony4aBaT OpHH3OJAMHJ CaMO Ciek
BHHUMATENHO OOMHC/IAHE Ha OTHOLUEHHETO PHUCK-MON34a, Mopain Bb3MOXKEH PUCK OT MeTalOoJUTHA

dlnua03a.

HUnxubutopure Ha kapboaHxuapasaTa 3a MepopaHe IPHIOKEHUE MOraT Aa BROLUAT CIOCOOHOCTTA
33 M3MBJAHEHHe Ha 3a7a4M, H3HCKBAIlM MOBUINEHO BHUMAaHWE U/MNM (U3MYECKa KOOpPJAWHALUS.
BPUTHII ce pesopbupa CHCTEMHO M 3aTOBAa € BBIMOXHO ChLIMTE npobneMu aa ce Habmoaasar U
[IPH JIOKAJTHOTO MY HIPUIIOKEHHE,

CpOBTCTRAIA TEPANUS

ChblLEeCTBYBa BEPOATHOCT 32 JONBAHHTENEH KT Ha U3BECTHUTE CHCTEMHH edeKTH, Npeau3BUKBaHH
OT MHXHOHTOpHTe Ha KapboaHxHapasaTa NpH MAlLUEHTH, MpUEeMallH TEPOpaHH HHXUOUTOPH Ha
kapboanxnapasata ¥ bBPHUTHUIL. Tlopagu nurca Ha npoy4yBaHHUR HE C€ NPENOpbHUBA €AHOBPEMEHHO
npunoxenne Ha BPUTHJI n nepopanen nuxubutop Ha kapboaHxHApasara (BX. CbLIO TO4YKA 4.5).

[lpes BpeMe Ha JonbAHUTENHA Tepanus Ha rnaykoma, bPUTHIJI e wuscneaBaH riaBHO MnpH
eIHOBPEMEHHO NMPHUNIOKEHHE ¢ THMOJION. JIOMbLIHUTENHO € npoydeH eeKThT Ha noHnxkasaxne Ha BOH
ot BPUTHIJI, nanon3saH Kato JONBIHUTENHA Tepallusd KbM JICUCHHETO ¢ aHaJiora Ha MpocTariaHauHa
TpaBonpocT. HamMa aparocpounn aaHHM 3a ynorpebara Ha bBPUTHII kato ponmsnHuTenHa repanusg KoM

TPABOMNPOCT (BXK. CHIUO TOYKA 3.1).

BPUTHUJI He e mocTtaThyHO M3CNEABaH 3a JICYCHHE HA NALMEHTH C ICEBJ0EKC(OJMATHBHA HIIH
nurMeHTHa riaaykoMa. Tpabea fa ce noaxoxaa ¢ BHUMaHHE MPH JICUEHHE HA TE3H NALMEHTH U CE
npenopbyuBa npocneagsaHe Ha BbTpedHoTo Hamsraie (BOH)., BPUTHJI He e u3cnensaH npu
MauHEHTH ¢ TACHOBI'BJIHA IJIayKoMa U ynotpebara My HE € [IpenophYHTE/IHA [P TE3H MALUEHTH.

Ouie He € HAambJHO YCTAHOBEHA BBL3MOXHATA PONs Ha OpUH30NaMHUA BBPXY (PYHKLMUATA Ha

POTOBHYHHA €HAOTEN MpPH NMAUHEHTH ¢ BEUe YBpeaeHa poroBuua (0coOeHO NpH HAlHEHTH ¢ HUCBK
Opoli eHaoTENHH KieTkd). JIo MOMEHTa He ca H3C/NeJBaHU MaUUeHTH, HOCEILM KOHTAKTHH Nely U

nopagH TOBa € HeoOXoauMo oco0eHO BHMMAHHE MpH ynotpebara HA OpUH3OIaMHUJI INPH TaKuBa
nanueHTH. U3BeCTHO € Ye, HHXHOHTOPHTE Ha KapOOaHXHAPa3aTa MOrat [a OKaXar BIIHAHUE BbHPXY
pPOrOBHYHATA XMJApaTauls ¥ NOpagd TOBAa MPHU NAUMECHTUTE ¢ KOHTAKTHH JICLIM PHCKBT OT
yBpexJaHe Ha POroBHIIaTa e MoBHlleH. IIpenopryuBa ¢ce BHUMATENHO HAOMIOACHHE HA MALHEHTH C
eBEHTYAIHO YBpPEXJaHe Ha pOTOBHIIATA KATO NalueHTH ¢ AXabeT miH aucTpodua Ha poroBHHaTa.

3a OEH3aJNKOHHEBHA XJOPHA, H3NOJ3BaH KATO KOHCEPBAHT MNpPH INOBEYETO OPTAIMOJIOTHYHU
NIeKapCTBEHM TNPOAYKTH € HM3BECTHO, 4€ MNPUHMUHABA TOYKOBHAHA HW/MAM TOKCHYHA NA3BCHA
kepatonatus. Toi kato BPUTHIT cvabpxka OeH3aIKOHHEB XNOpHA, OPH YecTa H NPOALDKUTENHA
yroTpe6a Ha J€KapcTBEHHA NPOAYKT € HeoGXoAuMo HaGmojeHHe, OcOGEHO NpH NALUMEHTH C
M3BECTHA CYXO0Ta B OKOTO MM NIpH npobieMHa poroBHLA.

bPUTHUJI He e H3caenpaH TpH MalUeHTH, HoCELUM KOHTakTHM newud. BPHUTHUJII cpabpxa
OeH3alIKOHHEB XJIOPHJ, KOWTO MOXKC Ja MPUYUHM JApasHEHE HA OUHTE U € U3BECTHO, 4Ye
NPEeAU3BHKA NPOMSAHA B LBETA HA MEKMTE KOHTAKTHH Jeluin. Tpabsa aa ce usbsarsa




MPOAYKTa ¢ MeKH KoHTakTHH Jewu. I[lauuenture TpsbBa jpa OBRAT HMHCTPYKTHpaHH Ja
OTCTPAHABAT KOHTAKTHHTE e npeau npunoxeHuero Ha bPUTHJI u jpa umsgyakar none 15

MUHYTH CJle/l IPHIAraHeTo Ha 403aTa, IpeAH Aa Ml NocTaBaT obpaTHO.

He e nacneasaH eBeHTYANHUAT pHOayH] e(PeKT cnel NPeKpaTABaHe Ha JIeYeHHETo ¢
BPUTHIIL. EdexrbT Ha HamanenoTo BOH ce oyaksa aa npoabiaxu -7 JHH.

IIeouampuuna nonynayus
besonacHocTTa M edpukacHocTra Ha BPUTHJ npu kepMadeTa, Jena v IOHOLH Ha BBb3pacT Ao 17

roafuda HE Ca YCTaHOBCHHU M ynorpeﬁa'ra MY HE€ C€ IIPEIIOpbUBA IIPH KBEPMAUCTa, Ac€la H KOHOLLH,

4.5 BiaumoaeiicTBHE ¢ APYIH IEKAPCTBEHH NPOXYKTH H ApYrH GOopMHA Ha B3aHMoaeHCTBRE
He ca nposexiaHu crnemududdd NpoyuBaHUA 3a B3auMoacHcTBuaTa Ha bBPUTHIL ¢ apyrn
JekapcTBeHH NMpoAyKTH, [To BpeMe Ha kauHuuHUTE NpoyyBanus, BPUTHIL e usnonssan
€JHOBpPEMEHHO ¢ aHAJIO34 Ha NMPOCTArIaHAMHa M THMOJIOJ 32 OYHO IIPHJIONKEHHE U HE Ca YCTAHOBEHH
HexenaHn B3aumozelicteus. He e ouereHa Bpw3kara Mmexay bPHUTHMII v MuHOTHUH wiaH
afpeHepruyHy arOHHCTH 10 BpeMe Ha ChIThTCTBALLA IMNTayKOMHA Teparnus.

BPUTHJI e unxubutop Ha kapboaHXuApasaTa U HE3aBUCHMO OT TOBa, Y€ C€ NpuJiara JIOKaaHo,

ce abcopbupa cucreMHo. [lpu npoyuBaHHATa, NPOBEACHHM C IMEpOpaiHH HHXUOHUTOPH Ha
kapboaHxuapaszaTta ce cboOlljapa 3a KUCEIHHHO-AJIKAJIHA H3MEHEHHA. Bb3MOXKHOCTTA 32 TaKHBA

B3auMoecTBrA TpaOBa 1a ce UMa npeasu npu nauueHTuTe, ynotpedbasawu bPUTHJL.

H303umute Ha yuTOXpoM P-450, oTtroapsiuu 3a Metadosn3mMa Ha OpHH30/1aMH1, BKIIOUBAT
CYP3A4 (ocHoBeH), CYP2A6, CYP2C8 u CYP2(C9. [Ipeanonara ce, ue uHXubutopute Ha CYP3A4
KATO KETOKOHA30JI, UTPaKOHAa30]1, KJIOTPHMA30Jl, pUTOHABHP ¥ TPOJCAHAOMMUMKH e HHXUOUpaT
meTaGonuiama Ha OpuH3oaamug upes CYP3A4. [lpenopbuBa ce BHUMaHKE NpH KOMOWHHpaHa
Tepanus ¢ HHXHOUTOpH Ha CYP3A4. Bee nak € Manko BepossiTHO OpHH301aMuA Aa KyMYJaupa, Tbi
karo 6p0peyHOTO eNMMMUHHpaHe € OCHOBHHUAT IbT. BpHH3onaMu He € MHHXHOUTOD Ha LIMTOXPOM P-

450 H303UMUTE.

4.6 DepTHANTET, OPEMEHHOCT M KbPMEHE

bpeMeHHOCT
Hsma #nn uMa orpaHM4eHH JaHHH 3a ynoTpebara Ha OpuH30IaMKJ 32 OYHO NIPUNTOKEHUE NPH

OpeMeHHM xeHH. [[poyuBaHUATa NPH )KUBOTHH NOKA3BaT penpOAyYKTHBHA TOKCHYHOCT Clie]
CUCTEMHO NPUJIoAKEHHEe (BXK. CBLLO TOUYKA 5.3).

BPHUTHIJI re ce npenopbuBa 110 BpeMe Ha OPeMEHHOCT M NIPH XKEHH ¢ ASTEPOAEH IOTEHLHAN, KOUTO
He U3noa3BaT eeKTUBHA KOHTpALEL{HA.

KbpMeEHE
He e n3BecTHO panu OpuH30IaMHA/MeTabONMTHTE CC EKCKPETHpAT B KbpMaTa Clie/| JIo




OYHO NpuiIcKeHUe. [IpoyyBaHHATA ITPH KHEBOTHH MMOKA3BAT EKCKPELMA HA MHHHMAJIHH
KoJinuecTBa OpHH30JAMHA B MAAKOTO CIIE]] IEPOPANTHO NIPHIOKEHHE.

He Moxe Ja ce H3KIIOYM PHCK 38 HOBOpOJeHHTe/KbpMaueTaTta. 1pabsa fa ce B3eMe pelueHue Jalu
J1a ce NpeyCcTaHOBH KBPMEHETO HIIM Ja ce MPEYCTaHOBH/HE ce npuiioxku tepanusta ¢ BPUTHIL, kato
C€ B3EMaT NMPeABHUA 110J13aTa OT KbPMEHETO 33 NETETO M MOI3aTa OT TEPaNHATa 34 XKeHaTa.

DepTUIHTET
[TpoyuBaHusTa NIPH KMBOTHK ¢ OPHH30JIAMUI HE NMOKA3BAT AAHHM 34 YBpexaaHe Ha (pepTuauTeTa.
He ca npopexpaHd NpOy4YBaHHUA 34 OLEHKA HA BIMAHHETO Ha JIOKANHO OYHO MNPHIOKEHHE Ha

OpUH30IaMHU BEPXY QEePTUIIHTETA NPH XOpa.

4.7 EdexT BLPXY cnocOOHOCTTA 3a iopHpaHe H paboTa ¢ MALUHHH

BPUTHJI noenuspa B Maska cTernel cnocobHocrTa 3a wodgupane u pabora ¢ MallIMHHU.

BpeMeHHO 3aMBIICHO 3pEHHE UK JIPYI'H 3pUTENHH NMPOMEHH MOraT Ja MOBIHAAT CocODHOCTTA 3a
wodgupane uaH pabota ¢ MatinHy (BXK. CbILO TouKa 4.8). AKO MPH NMOCTABAHETO HA JEKAPCTBEHHUS
NPOAYKT C¢ MOABH KPAaTKOTpaHHO 3aMBIVIABAHE HA 3PEHHUETO, NALHEHTHT TpsOBa fa U3YaKa 3peHHEeTO
MY Jia c€ OpOsICHU NpeH Aa modupa Wik aa paboTH ¢ MallMHH.

4.8 Hexke1aHH JIeKapCTBeHH PeaKIHH

Obobuenne Ha npoduna pa 6€30MacHOCT

[lpy KJIMHMYHHTE W3NHTBAHHMA, BKAOYBAM 2 732 nauuedTtH, nexkysann ¢ bBPUTHII kato
MOHOTEpanHus HWIM KaTo CbIIbTCTBAlllA Tepanud KBbM THMOJOJA MajneaT S5 mg/ml, Hal-yecTo
AOKJAJIBAHHTE HEXKEJNaHW JIEKAPCTBECHH pEaKklLHH, CBbP3BAHH ¢ JICUCHHETO ca: aucreysug (6,0%)
(ropuuB uny HeoOHMYACH BKYC, BX. ONUCAHUETO MO-A0JY) M BPEMEHHO 3aMBIJISBAHEC HA 3PCHUETO
(5,4%) npu nNpunokKeHHe, MPOABI/DKABAILO OT HAKOJIKO CEKYHAH A0 HAKOJIKO MHHYTH (BXK. ChILO TOUKA

4.7).

Tabauudo obobLIeHKe HA HeXellaHUTE DeaKLMH

CneaHure HexeNlaHW NEeKapCTBEHU PeaklHK ¢a ROKNMaaBaHH 3a OpuH3onamua 10 mg/ml kanku
33 OUM, CYCIICH3HUA U Ca IPYIHPAHN CBITIACHO ClIeAHAaTa knacHgukalus: MHOro yectd (=1/10),
yect (>1/100 po <1/10), veuectu (=1/1 000 go <1/100), peaxu (=1/10 000 ao <1/1 000),
MHOro peaku (<1/10 000) unu ¢ HensBecTHA 4yecTOTA (OT HANHYHHUTE JAHHM HE MOXE Ja Obae
HanpaBeHa oOLEHKA). Ilpyw BCAKO rpynupaHe B 3aBUCHMOCT OT 4YECTOTATa, HEXKETAHUTE
NIEKApCTBEHHU peakUUH ce n30posBaT B HUIXOAALL pel 110 OTHOLUEHHE HA TAXHATA CEPHO3HOCT.
Hexenanure peakuMH ca NOJYYEHH OT KIAUHUYHU M3NKUTBAHUA M IIOCTMAPKETHHIOBH

CMOHTAHHH CHOOILCHHUS.




CHcTremo-oprasHa
KJACHPHKALHA

[peanouutan Tepmus ot MedDRA

Undekinu U undectaumu

HeuecTH: HazodapHUHIUT, PapHHIUT, CHHY3HT
HEU3BECTHA YeCTOTa: pUHUT

Hapyiiesus Ha KpbBTa H
nuM{HaTa CHCTEMA

CYCCTH. HaMaJIdABAHC Ha 6POH Ha YCPBEHHTE KPbBHH KJICTKH, YBCJIM4dBAHC
a XJIOPHIAHTE B KPBBTA

Hapywenus Ha uMyHHaTa
cCHCTEMA

HEH3BECTHA YECTOTA: CBPbXYYBCTBUTEIHOCT

HapyureHusa Ha
Metabomn3Ma H

ADAHCHCTO

C Hen3BecTHA YeCTOTa: HaMalleH alleTHT

[lcHxuyHYU HapyLWEeHHUS

Heuecty: anarus, Aenpecus, JSNPECUBHO HACTPOEHKE, HaMAaJIABaHE Ha
MuOUAOTO, KOLIMAPH, HEPBHOCT
Peaxu: OescrHHE

HapyuieHusa Ha HEpBHATa
CHCTeMA

HeuecTn: BuraTenHa nuchyHKIHSA, aMHE3US, 3aMasHOCT, NapecTe3us,
rnaBobonue

Penxu: CHEHNUBOCT, YBpEXJaHe Ha TaMeTTa

C HEH3BECTHA YECTOTA: TPEMOP, XHIIOECTE3Hs, arey3ns

HapyieHus Ha O4YHTE

UecTH: 3aMBITIEHO 3pEHHKE, Jipa3HeHe B OKOTO, 60JIKa B OKOTO, YCELIAHE 32

MYI0 TAJO B OYUTE, O4YHA XHIIEPEMUS

HedecTn: epo3us Ha pOroBULIATA, KEPATHT, TOYKOBHJACH KEPATUT, KEpaTonarus,
TAAraHug no OKOTO, NEeTHA N0 POroBULATA, AeCKT HA POrOBU4YHHA EIUTEI,

Eapymeﬂue Ha POTOBHYHHA eNUTEN, OeapnT, O4EH MPYPHTYC, KOHIOHKTHBHT,

[IOJlYBaHE Ha OKOTO, MeHOOMHAHUT, noNoXUTENeH THHaan, poTododus, cyxoTa
B OKOTO, aNepruyeld KOHIOHKTHBHT, ITEPHTHYM, IUTMEHTALHA Ha CKJIeparTa,

acTeHONHMA, o4eH AUckoM(popT, abHOPMHO ycelaHe B OKOTO, CYX
KepaTOKOHIOHKTHBUT, KHCTa Ha CYOKOHIOHKTHBATa, XUNIEPEMHUS Ha
KOHIOHKTHBATA, NPYPHTYC Ha KJienaya, O4Ha cekpenus, odpa3yBaHe Ha KPYCTH
110 KJIenayHus puo, yBeJIHYEHO CITb300TACNIHE

Pe1KH: OTOK Ha pOroBHLIATA, AUIIJIONHS, HAMaJIEHa 3PHTE/IHA OCTPOTA,
IboTOMNCHUA, OUHA XUITOECTE3HSA, NIEpUOPOUTATIEH OTOK, NOBHLIABAHE HA
BLTPEOYHOTO HaNAraHe, yBeJH4YaBaHe Ha €KCKABaLMATA HA 3PHTENHHUSA HEPB

C HEU3BECTHA YECTOTA: HApYUICHHUE HA pOrOBHIATA, 3PHTEIHO CMYLLIEHHUE, O4HA
eprus, Mazlapo3a, HapyILICHHE Ha KJiernaua, 3a4epBABAHE Ha KJEnaya

nabupHHTA

HapylieHus Ha yX0TO H E’—:,uxu: THHHTYC

IC HEen3BECTHA YECTOTA! BEPTHIO




Cobpaeyny HApYLICHUR

e4yeCTH: KapAHO-pPecHpaTOpeH AUCTpec, GpaJuKapans, NaNHTaLHK
eAKH: aHTHHA MIEKTOPHC, HapYyLIeHa ChpPACYHA YeCTOoTA

HEH3BECTHA YECTOTA: ADUTMHSA, TAXUKAPAKSA, XHIICPTCH3US, TOBHILICHO
KPBBHO HAJAraHe, [IOHHXKEHO KPBEBHO HajlAraHe, yCKopeHa Cbp/€YHa 4eCTOTa

Pecniupatophu,
rPbAHH M
MEANacTHHAIHH
HapylLUEHUA

HeuecTH: AUCNHes, eMUCTAKCHC, opodaprHreanta 6onka, papuHro-napuHreanta
DoJsika, ApasHeHe 11a MLPIOTO, CHHAPOM HA FrOPHUTE AMXATENHH ITHTUILA C
KallauLa, piHOped, KHXaHe

Peaki: OpoHXHATHA XUNIEPPEAKTUBHOCT, KOHIECTUS HA TOPHUTE AUXaTeNHH
NMBTHINA, CHHYCOBA KOHI'eCTUS, Ha3a/IHa KOHIeCTHSA, KalllJIHLA, HAa3alHa CyX0Ta

IC HEU3BeCTHA YeCcTOTa: acTMa

CToMalllHO-4YPEBHH

YecTH: AHCICY3HA

Hapy IICHUSA Hevectu: ezogarut, Auapus, raaeHe, osphsUiaHe, JUCNeNCHsl, TOpHa
laOmoMHHaNHa 00JKa, abOMUHAJIEH JUCKOM(OPT, cTOMAalIEH JHCKOMGOPT,
kbaaTyneHUMA, YECTH ABUXKEHUA HA YEPRATA, CTOMAIIHO-UPEBHO HapyILICHHE,
opajiia XHIIOECTE3X A, OpaJIHA NapecTe3us, CyxXoTa B ycTaTa

XenarobunuapHH C HEN3BECTHA 4eCTOTA: OTKIOHEHUS B UePHOAPOOHHTE PyHKIUOHANHH

HapYLLEHUs TECTOBE

HapyuieHusa Ha Koxara u
OAKOXKHATA ThKaH

Heuectn: 0OpuB, MakyJonanynapeH 0OpHB, HANPErHATOCT Ha KoXkara

Penku: ypTHKapHs, aloneLus, reHepalusupal pypHTyC
(C HeH3BeCTHA YeCcTOoTa: ACPMATHT, CpUTEMA

HapylueHus Ha MyCKYJTHO-
CKEJIETHATa CHCTEMA U
CbeIMHHTEIIHATA ThKaH

HeuecTy: Boska B rupda, MyCKYNHU ClTa3MK, MHANTHA
IC HeH3BeCcTHA YECTOTA: apTpanrus, 6onka B KpalHULKTE

Hapylienns Ha
6nOpenuTe n
MHKQUHUTE
IMTETHIA

Heuecti: Gonka B 6u0penure
IC Hen3pecTHA YeCTOTa: NoJlaKHypus

Hapyienus Ha
BB3IIPOU3BOLHUTENHATA
CHCTeMa ¥ I'bpAaTa

Heuectu: epekTHIHA UCHYHKLMSA

OO0 HapyleHUA

Heuectu: 60oiika, auckoMdopt B obnacTra Ha rpbAHMS KOLL, YMOpPa, aOHOpMHO

1 eeKTH Ha lyceliaHe
MSACTOTO Ha Penkn: 601ka B rpbAHUA KOLL, YCELLAHE 3a NaHUKA, ACTEHHS, Pa3pPa3HUTENHOCT
NPUIOKEHHE IC HEM3BECTHA YeCTOTa: NEPHPEPEH OTOK, HEPA3MOJOKEHUE

HapaHsBaHus, OTpaBaHHUA
¥ YCIIOXKHEHUH,
BL3HUKHANM B pe3yaTar
H3 UHTEPBEHIIMHU

HeuecTH: 4y3A0 TAJIO B OKOTO




[lequaTpHyuHa OOy IaLH
[Ipy Mankd KpaTKOCPOUHU KJIMHHMYHU M3NUTBaHUA, NpuOnusutesHo npy 12,5% oT neguaTpHyHHTE

MalMeHTH ¢a HabMoJaBaHi HeXelaHH peakLyHy, ITOBEUYETO OT KOMTO ca JIOKATHH, HECEPUO3HH OYHH
peaki[iH, KaTO XMUMEPEMHs Ha KOHIOHKTHUBATA, OPa3sHEHE B OKOTO, OYHA CEKpelUHS H YBETHYEHO
CTb300TAeNsAHe (BXK. CBIO TOYKa J.1).

Hucreysud (ropuuB M HeoOUUYaeH BKYC B yCTaTa HENOCPEACTBEHO CNEJ NPHIOKEHHE) € HaH-4ecCTo
OOKNafABaHaTa, 1o BpeMe Ha KJIMHHYHUTE NpOoy4BaHHs, CUCTEeMHA HexXejlaHa peakilHs, CBbP3BaHa ¢
ynotpebara Ha BPUTHWJL. Ta3u peakuus BEpOATHO C€ NpHYMHSABA OT IPEMHHaBaHETO HA KaNKKUTE 3a
OUYM [pe3 Ha30NaKpUMaNHUs KaHal B Hazodapunrca. HazonakpHMaNHOTO 3anylUBaHE WM JICKOTO
3aTBapsiHe Ha Kjenaya ciejl NpHJIOKEHUWEe MOXe Ja HaMmalyd PasnpoCTPaHEHHETO Ha TasH peakiud
(BXx. ChIIO TOUKA 4.2).

BPUTHJI e cyndonamua, nuxuGurop Ha kapboaHxuapazata cbe cucTeMHa abcopbung. CromallHo-
YpEeBHUTE, CBBP3aHHTE C HEPBHATA CHCTEMa, XeMmaTosloru4yHure, ObnOpedHuTe U MeTabOJUTHHTE
edexTH ce CBBP3BaT OOMKHOBEHO ¢ HHXUOHTOPHTE Ha kapOoaHXHApa3aTa 3a CHCTEMHO NPHJIOKEHHE.,
[Ipu nokanuuTe UHXUONTOpM HA xapOoaHxuApasata MOrar ja ce HabmojaBaT CbLUMTE HEXCIaHU
peaxlH, KOUTO Ce CBBP3BAT ¢ NEPOPANHHTE HHXHOUTOPH Ha KapboaHxuapasara.

He ca nabmoaaBaHu HEOYaKBAHH HEXENaHU NekapcTBeHH peakuuun ¢ bBPUTHII, xorato € u3nonassan
KaTO AOMBbJAHUTENHA TEPANUA KbM JIEYECHUETO ¢ TpaBoINpocT. HexenaHuTe NeKkapCTBEHH peaki(Hy npu
JOMMBJIHUTENTHATA Tepanus ca HabmoAaBaHHU U IIPH BCAKO OT aKTHBHHUTE BELLIECTBA CAMOCTOSTEIIHO.

Crobiiapane Ha DOAO3UPAHU HEXEAHH peakiHy

CrofuiaBaHeTo Ha RNOAO3HMPAHH HEXENaHW peakUHud Cclel paspeiuapaHe 3a ynoTtpeba Ha
NeKapcTBEHHMA NMPOAYKT € BaXHO. ToBa 1103B0JIABA A4 NPOALIDKM HaONMIOAEHHETO Ha ChOTHOUIEHUETO
Mon3a/pucK 3a JIEKapCTBEHUS NPOAYKT. OT MEAUUMHCKHTE CNELHMATMCTH CE U3HCKBA J1a ChOOLIaBaT
BCAKA MOZO3UpaHa HeXeNaHa peakLna ypes:

HManbauuTenHaTa arcHUUA 10 JIEKapCTBaTa,

yn. ,,JlamsaH ['pyes*,No8

1303 Codus

Ten.: +359 2 890 34 17
yeGcaliT: www.bda

4.9 Ilpeno3upane

Hsma cbobuieHud 3a cimyyau Ha npeao3upaHe.

Jleuennero TpsbBa na 6bae CHUMNTOMATHYMHO M NOAIBPXKALIO. MoraT Aa ce NOABAT ENEKTPONHTEH
nucbanaHc, pa3sBHTHE HAa alHAOZHHM CHCTOSHHA H Ca BB3MOXHHU eeKTH BbPXy HEpBHATa CHCTEMA.
Heobxomumo € j1a ce clieAsT CepyMHHTE €IeKTPOJIMTHH HUBA (0COOEHO KaJIMEBHTE) H HUBOTO Ha pH B

KPbBTA.




5. OAPMAKOJIOTHUHHU CBOUCTBA

3.1 OapMaxkoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4YHA rpyna: AHTHITIAYKOMHH NpenapaTvi ¥ MHOTHLH, HHXHOHTODH Ha
kapboauxugpasara, ATC koa: SO1EC04

MexaHKu3pM Ha JCHCTBHE
Kapboanxuapasata (CA) € en3uM, KoiTO MoXe ja ObJie OTKPUT B MHOI'O OT ThKAaHHTE Ha TANOTO,

BKJIIOYHTENIHO M B oKoTo. To#H karanusupa obpaTtHMaTta peakuus, BKIIIOUBallla XHIApaTHpaHe Ha
BBIIEPOAHHS ABYOKHC M MOCNEABAILO AEXHApAaTHPaHe Ha KapOOHOBATA KMCENIMHA.

HUuxubupanero Ha kapboaHxuapasaTa B LHIHApHUTE TEIUA HAa OKOTO, HaMajiBa CEKpeuHdTa Ha
BLTPEOUHA TEYHOCT, Ype3 3abapade ofpasyBaHeTo Ha OukapOOHAaTHH HOHM ¢ MOCHEABAllA peayKUHS
B HaTpHeBHTe U GuyHaeH TpaHcnopT. Karo pesynrar ce HalnionaBa peAyKLHS Ha BhTPEOUYHOTO
Hansrane (BOH), xoetro € ocHoBeH puUCKOB (JakTOp B IATOrEHE3aTa Ha YBPEXKAAHETO HA 3PUTEITHUS
HEPB H Ppa3BMTHETO Ha JedexTH B 3PHTENHOTO none. bpHH3onaMun, KOUTO € HHXMOHTOpP Ha
kapboanxuzpasa Il (CA-I1), e npeoOnanaBaliuaT H30-€H3HM B OKOTO, ¢ in vitro 1Cs ot 3,2 nM u K

ot 0,13 nM cnpsamo CA-II.

KanHn4Ha epukacHocT H 6e30nacHoCT |

[IpoyueH e edekThbT Ha norwxaBade Ha BOH ot BPUTHIJI karo anoBaHTHA Tepanusa KbM NEHEHHETO C
aHanora Ha npocTarjaHanHa TpasonpocT. Cnea 4-ceqMuueH Kypc ¢ TpaBonpocT, nauMeHtd ¢ BOH
>19 mmHg ca paHAOMH2UpaHU Jla [0y4aBaT AOMbJIHUTENHO NeyeHue ¢ 6pHH30JaMHA HJH THMOJION.
HabmonasaHo € AOMbAHHTENHO MOHWXaBaHe Ha cpeaHo aHesHoro BOH or 3,2 no 3,4 mmHg 3a
rpynara Ha OpuHzonamua u 3,2 go 4,2 mmHg 3a rpynmata Ha Tumonon. B rpynure Ha
OpHH30NAMUA/TPABOIIPOCT KATO LANO HMMa MO-BHCOKA YECTOTA HA HECEPHOZHUTE OUYHHM HEXeNaHW
JICKApCTBEHHN peakUHH, CBbpP3aHH OCHOBHO ¢ IPU3HALM Ha JIOKANHO ApasHeHe. Cay4auTe ca JIEKH U
KaTo LAJIO HE € OTpas3sBaT BbpXy o6uiaTa yecToTaTa Ha NPEKpaTaBaHe Ha NMPOy4YBaHUATA (BX. CHUIO

TOuKa 4.8).

Knunnuno usnuteave ¢ BPUTUJ] € nposeaeno npu 32" MeaHATPUYHH MayUEeHTH, Ha BB3pacT nox 6
rOJAUHH C AMATHOCTHIMpPAHA IJIaykoMa WM O4Ha XuneprteH3ud. Hsakxou ot nauuenture He ca OMiM
nojjiaraHd Ha Tepanus 3a noHmxaBaHe Ha BOH, gokato apyru ca 6unu Ha ApPYro JIEYEHHE C
JIeKapCTBeHH TNpOoAYKTH, lonmxasaiy BOH. Ot Te3n, kKOUTO ca OHAM HA NPEAMILHO JICYEHHME C
JIEKApCTBEHH MNpOAYKTH, NMoHKXkaBallH BOH He € K3uCKBaHO Ja NpeyCcTaHOBAT TAXHOTO JE4YeHHe 3a
nonwxapaHe Ha BOH 1o uHuuunpane Ha morotepanusrta ¢ bBPUTHUJL Cpen nauneHture, KoUTO He
ca OMH noanaraHy Ha nedeHHe 3a noHwxkasane Ha BOH (10 nauuenTn), epukacHoctra ot BPUTHJI
€ CXOJIHa ¢ Ta3u, HabmoRraBaHa 1Ipein TOBA NMPH Bb3PAaCTHH, CBC CpelHH CTOHHOCTH Ha NOHUXaBaHe
Ha BOH ot usxoanoro HuBo, 20 5 mmHg. Cpea nauueHTHTe, KOMTO ca M3MOJ3BANIM JICKAPCTBEHH
IPOAYKTH 32 JIOKAJNHO NpuioxeHue, nmoHmxkasauin BOH (22 nanuenTn), cpeaHoro BOH neko ce
MOKa4Ba OT W3XOJHOTO HUBO 3a rpynara Ha BPUTHIL.
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5.2 PapMaAKOKHHETHYHH CBOHCTBS

Abcopbuus
Cnen noxkanHo OMHO NpHiokeHHe, OpuH3OoNaMug ce abcopOupa B CUCTEMHOTO KpbBoOoOpallieHuUe.

[Mopanu aguHuTeTa cu KbM CA-Il, OpuH30NaMHA CE pasnpeneis eKCTCH3UBHO B YEPBEHUTE KPhBHYU
KJIETKH M NoKa3Ba NPONbLIDKUTENEH MONYKHBOT B KpbBTa (NMpUOAM3NTENHO 24 ceamuuu). [lpu
xopata c¢¢ ofpasysa Metabonura N-pe3eTHAGPHH30IAMHA, KOUTO CBIIO c€ CBRp3Ba ¢ CA H ce
HaTpPYmBa B YE€pPBEHUTE KpbBHH KiaeTkH. To3n MerabonuT ce cBbp3Ba OCHOBHO B CA-l B
MPHCBCTBHETO Ha OpuH3aoaMuia. B nnasMara KOHUEHTpauuuTe Ha OpHH30nmaMHA H N-
ne3eTHJIOpHH30MaMH ¢4 HHCKM ¥ OOHKHOBEHO M10J IpaHULATA HAa KOJHYECTBEHOTO ONpeRensiHe

(<7,5 ng/ml).

Cebp3BaHETO KbM IUJIa3MEHHTC MPOTCHHM He € excreHauBHo (oxono 60%). bpunzonamun ce
eJIMMHHKHPA OCHOBHO upe3 On0OpeuHara exckpeuud (npudauzutento 60%). Oxono 20% ot po3ara e
M3MEpeHa B ypHMHara Kato Metabonut. bpuuzonaMua B N-1e3eTHAOPUH30JaMH] ca OCHOBHHMTE
KOMIIOHEHTH B YPHHATA, 3a€AHO CbC ciiead OT MeTabonuTuTe N-A€3METOKCHNPONHI H O-A€3METHIL.

[Mpn ¢apMakoKHHETHYHO MpOYYBAHE ¢ MNEPOPaANHO IpUNOXKEHHe, 3ApaBH AoOpOBOILUM ca
MpUEeMany Kancyiau, cpabpkamd 1 mg 6puH30JaMuJ, ABa MbTH RHEBHO B MPONBL/DKEHHE HA 32
ceAMHLIM. 3a OlleHKa Ha cucTeMHOTO MHXHUOupaHe Ha CA e u3MepBaHa akTUBHOCTTA Ha CA B
YepBEHUTE KPHBHH KIETKH.

Hacuuane Ha CA-II ¢ GpuH3onaMu B 4YepBEHUTE KPBBHM KIETKH € [MOCTHTHATO 3a 4 CEOMHILH
(KOHIIEHTpALMATA HA YCPBEHH KPBBHHU KIETKH € Npubau3uTento 20 uM).

N-ge3eTHnOpUH30OIaMUJl, HATPYNaH B YEPBEHHTE KPbBHU KJIETKH NPH CTALMOHAPHO CHCTOSHHE B
paMkuTe Ha 20-28 cegmunu, goctura KoHHeHTpaumu 6-30 uM. HHxubupaHero Ha ToTanHara
kapOOaHXHApa3Ha AKTUBHOCT B UYEPBEHHTE KPbBHM KJETKH B CTAlHOHAPHO CBbCTOSAHHE €
npubnuizutendo 70-75%,

[TaupeHT ¢ ymepeHo ObuOpeuHo yBpexjaaHe (kpeaTHHWHOB KiIupbHC OT 30-60 ml/min), ca
npuemanu no 1 mg OpuN3oaaMi/ JIBa BT AHEBHO MEPOPANHO, B HPOABIDKEHHE HA 54 CeAMMLHM.

TH
KoHueHTpauusaTra Ha OpMH30/1aMKHJ B YEPBESHATE KPBbBHH KJETKH, Npe3 4 CeAMMLA OT JICYCHHETO,
e oT okojio 20 po 40 uM. B cranHoHapHO CBCTOAHHE, KOHIICHTPAUHHTEe Ha OpHH30NMaMMI H
HeroBuTe MeTabOJINTH B YepBEHUTE KPBbBHH KJIETKH, CHOTBETHO ca oT 22,0 po 46,1 u ot 17,1 no

88,6 uM.

Konunentpauusra Ha N-Ae3etunOpuH3oiaMHl B YEPBEHHTE KPbBHHM KJIETKHM HapacTBa, a o0luara
akTHBHOCT Ha CA B UepBeHHTE KPHBHHM KJIETKM HamalsiBa ¢ HaMansiBaHETO Ha KPEATHHUHOBHA
KJIHPBHC, HO KOHUEHTpaLuusATa Ha OprH30MaMua M akTHBHOCTTA Ha CA-Il ocTaBar HENMpOMEHEHH.
[lpn naumeHTUTEe ¢ Hal-BHCOKA cTeneH Ha OBOpedyHH yBpeXaaHus, HHXHUOHpaAHETO HA
akTHBHOCT Ha CA € no-rojigsMo, He3aBUCHMO He € no-mManko oT 90% npu craudoHap
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[Tpn egHO NpoyHBaHE MPH JIOKATHO OYHO NPHIOKEHHE, B CTALHMOHAPHO CHCTOAHUE, HAMEPEHHUTE
KOHLICHTPALHK Ha OpUH30MaMHiA B YEPBEHHTE KPBBHH KJIETKH ¢a MOA00HH Ha Te3H NPH
U3C/ICIBAHUATA IIPH MEPOPATHO MPHIcKEHHE, HO HUBATa Ha N-Ze3eTUNOpHH30NaMHU] ca NO-HHCKH,
AKTHBHOCTTa Ha kapboaHxuapa3zara ¢ okoao 40-70% oT HHBaTa Npeau NPUIIOKEHHE.

53 [IpeaxnHEAYHA AAHHH 33 6€30IACHOCT

HexIMHHYHMTE [AaHHM He MNokKa3BaT oco0eH pHCK 3a xopa Ha 0a3zata Ha KOHBEHUMOHAIHHTE
dapMakoNOrHYyHY IIpOoy4YBaRMs 3a Oe30MacHOCT, TOKCHMYHOCT IPH MHOIOKPAaTHO IpHJiaraHe,
reHOTOKCHYHOCT ¥ KaHLEpOreHeH IMOTEeHLUAI.

[IpoyuBanus 3a TOKCHYHOCT BbpPXy Pa3BMTHETO NpH 3aliuw, npueMaliid OpHH3IONaAMHA NEpopaHO B
go3n a0 6 mg/kg/nueBHo (125 nbTH npenoppyBaHaTa AHEBHA 033 NpH XOpa 38 JIOKAIHO OYHO
NPUIOXKEHUE) He M0Ka3BarT epeKT BLPXY Pa3sBHTHETO Ha IJIOAA, HE3aBUCHMO OT HabmoJaBaHaTa
3HAYUTENHA TOKCHUYHOCT MpM Malikara. [logoOHM npoyusBaHMsl NpH NITBXOBE MNOKasBaT cabo
3afenexHMO HaMalleHde Ha ocHMLHpaHEeTO Ha uepena M rppAHaTa KOCT NPH 3apOJMILKTE Ha
JKEHCKH eK3eMIIApH, noJyyuin Opurzonamug B go3u 18 mg/kg/auesHo (375 mbTH npenopuyBaHaTa
IHEBHA [03a MPH XOpa 3a JIOKAKHO OYHO NPUIOXKEHHE), HO He MpHu Ao3a 6 mg/kg/nHeBHo. Toea ce
HaOoAaBa W Npr J03H, DPHYHHABAINM MeTaDONHTHA anuao3a, ChIPOBOJAEHA € HamaliBaHe
HapacTBAHETO Ha TErJIOTO Ha MalkKTe W HAMAJCHO TErNo Ha nnoaa. Cebp3aHK ¢ 03aTa NPOMEHH B
TErNIOTO HA TIoJa ca HabmogaBaHH MPH  3apOAMILUTE HA JKEHCKH €K3EeMMIAPH, NOJYyYHIIN
6pHH30/aMH/l IEPOPANIHO, KaTO NPOMEHUTE BapupaT oT cnabo HaManenue (0ko/o 5-6%) npu 103a 2
mg/kg/nueBHo mo noutH 14% npu posa 18 mg/kg/nHesHo. Ilo BpeMe Ha jakTallMs, HUBOTO Ha
n03aTa, NP KOoeTo He ce HabmozaBaT HekeNnaHH peakiudH B CICABALIOTO NOKOJNEHHE, € 5

mg/kg/MHEBHO.

6. GOAPMALEBTHYHU JAHHU

6.1 Chouchk HA HOMOIRHHTE BellecTBa

DeH3aNKOHHEB XNOPHA
MaHHTON

Kapbomep 974P
Tunoxcanon

JIuHaTpHEB eaerar

HaTtpues Xsi10pua
XNOpOBOAOPOAHA KHCEIIHHA
Harpues XuapoKCcHA

Bona 3a HHXEKLHH

6.2 HechBMeCTHMOCTH

Henpunoxumo
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6.3 Cpok na roguocT
5 roguHH
4 cegMHLIM CNiell IBPBOTO OTBapsHeE.

He wsnon3paliTe ToBa eKapcTBO Cael CPOKa Ha FORHOCT, 0TOENA3aH BEPXY KapTOHEHATA 0IIaKOBKa,
CpokbT Ha FOQHOCT OTrOBaps HA NOCASAHMA JeH OT IOCOYEHUS MECELL.

6.4 CrenuaJRH YCJI0BHA HA ChXPAHEHHE
Ja ce chxpaHgBa npu Temneparypa nog 25°C.

6.5 Bua H chABLpPAKAHRHE HA ONAKOBKATA

Bsana Henpo3pauna 6ytanka ot LDPE (Sml) ¢ 6an LDPE xanxomep u 6ana HDPE-LDPE kanauka.

6.6 CrnenHa/IHi NpeANA3ZHA MEPKH NPH H3XBLVISHE H paboTa
Heu3non3pauuAT NEKApCTBECH MPOAYKT HIM OTNAABYHHUTE MATEPHANH OT Hero Tpsbea fa ce
H3XBBPJAT B ChOTBETCTBHE C MECTHHTEC H3UCKBAHHA.

7. NPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEGA
Bopng Meaucnne Espona EOO/]
yn. ,,bopuc PymeHoB" 16

1407 Codus, brarapua

8. HOMEP(A) HA PASPEILUEHHMETO 3A YIIOTPEDBA

Per. Ne 20200002

9. XATA HA ITBPBOTO PA3PE[I]A_BAHE/[IOI[HOBHBAHE HA PA3PELHIEHHUETO 3A
YIIOTPEBA

Hata Ha mepBOTO paspemanane: 07.01.2020
IlaTa Ha nocnearo noaHoBABaKe: 28.08.2024

10. HATA HA AKTYAJIML3BUPAHE HA TEKCTA

10/2025
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