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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUA ITPOAYKT 0/‘-7 %o IR T ™ B8 'l

Janepou KOJIJI3 325 mg/30 mg/15 mg ¢dunmupanu TabieTKH

r Fl.-.-"

6 P27/ M-l B0
Daleron COLD3 325 mg/30 mg/15 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punmMupana tabnerka chbabpka 325 mg napaueramon (paracetamol), 30 mg ncesaoedeaprHOB
xuapoxjopua (pseudoephedrine hydrochloride) v 15 mg nekcrpomeropdaHoB XuapoOpomMua
(dextromethorphane hydrobromide).

3. JIEKAPCTBEHA ®OPMA

dunamMupaHa TadbneTka.

Tabnerkure ca cBeT/i03€/IeHHU HA LUBAT, OBAJIHU U IBOHHOU3ITBbKHAJIH.

4. KIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHUA

Hanepon KOJI/I3 obaexyaBa npyu3HaUM U CHMIITOMH Ha HACTHHKA H IPUI:
- O0siek4aBa JIeKH 10 yMepeHH 00JkH (rinaBo0osine, MHaJIrus U apTpairus, 00JKU B I'bpJioTo).

- [TonukaBa rnoBuilieHaTa TeMIeparypa.
- HamansiBa Ha3aHMS CEKPET M YJIECHSBA JIMLLIAHETO MPH Ha3a/IHA KOHI€CTHA.
- YcnokosBa Apa3HeluarTa Kalimua.

4.2 J03HpOBKA H HAYHH HA NPHJIOKEHHE

o3upoBka

Bwv3pacmnu u deya nao 12 coounu

[IpenopbuaHaTa n03a nNpy Bb3pacTHU U Aeua Haja | 2-roaviuHa Bb3pacT € 2 tabnerku. Jlo3ara Mmoxe na
Obje noBropeHa A0 4 nbTH Ha AeH. UHTEepBaNbT MEXKAY OTACIHUTE 103U TpsAOBa na Obae MUHUMYM 4
yaca. MakcuMasiHaTa JHEBHA 03a Ha napaueramon € 4 g.

[IpenopbuaHara no3a He TpaOBa 1a ce npeBuLLaBa.

Heya noo 12 2o00unu
JlekapCTBEHHUAT NPOAYKT € NPOTUBOMNOKA3aH 3a Aeua noa 12 roavHy (Bx. Touka 4.3)

layuenmu ¢ 6vOpeyHa HeOOCMAMbYHOCM

JlekapcTBEHUAT NpoAYKT TpAOBa Aa ce npuiiara ¢ NoBUilIEHO BHUMAHUE TMPH NauUMeHTH ¢ ObOpeyHa
HE1OCTAaTBLYHOCT (BX. TOuKa 4.4).

JlekapcTBEHUAT MPOAYKT € MPOTUBOMOKA3aH MPU MaLMEHTH C TEKKO OBOpPEUHO yBpekaaHe (BxK. ToUKa
4.3).

Hayuenmu ¢ wepnoopooHo yspeicoane
JlekapcTBeHUAT NPOAYKT TpAOBA Aa ce npuJiara ¢ rnoBULIEHO BHUMAHUE NPU NaLM
nuchyHKUMsA (BXK. Touka 4.4).

JlekapCTBEHHUAT NPOAYKT € MPOTHBOMOKA3aH MPH MNALMEHTH C TEKKO HYEPHOAPOD

[layuenmu 6 cmapueckd 8b3pacm




[Ipunara ce ¢ NOBUIUEHO BHUMAHHE NPH MaLUEHTH B CTapYeCKa Bb3pAacT.
4.3 ITpoTHBONOKA3AHUS

- CBPBXYYBCTBHTEJIHOCT KbM AKTHBHUTE BELUECTBA HAY KbM HAKOH OT NOMOLUHUTE BEWECTBA,
u30poeHH B Touka 6.1,

- TEXKKa XMNEPTOHUA UK HEKOHTPOIMpPaHa XUNEPTOHHA, TEKKA HCXEMHUUYHA D0/1ECT HA CBPLETO
(aHrMHa NEKTOPHC),

- enHoBpeMeHHa ynotpeba ¢ MAO-uHxubunropu,

- eHOBpeMeHHa ynotpeda ¢ Apyry napaueTamon-ChAbpKallH NPOAYKTH,

- MaLUMEHTH ¢ TEKKO HEPHOAPOOHO YBpPEKIAAHE,

- MaLHEHTH ¢ TEXKO OCTPO WIH XpOHHUYHO OBbOpeuHo 3abondasane/6p0peyHa HeAOCTaTBYHOCT,

- aeua noj l2-roaviiHa Bb3pacr.

4.4 ConenHa/IHH NpeynpexIeHUs H NpeinaiHd MePKH NpH ynorpeba

[TauneHTHUTE € JIeKa 10 yMepeHa 6bbpeuna u uepHoapoOHa HEQOCTaTHLYHOCT MOTAT Aa B3eMar
NeKapcTBEHUA NPOAYKT CaMo NOJ JIEKapCKo HabnoaeHue.

JlekapCTBEHHAT NPOAYKT HE € MOoAXOAALL 33 NAUMEHTH ChC ChpAeUYHO 3a00ngaBaHe, XHNEPTOHHS,
3a00onABaHKWA HA LIKHTOBHAHATA U1e3a, 3aXapeH QuadeT, 4 3a NauMEeHTH ¢ NpobJeMH Npy YPHHUPAHE
Mopaax XHIepiuia3us Ha MPOCTaTHATA HKNe3a, OCBEH aKO HE € MPEnopbYaH OT JieKap.

TexKH KOXHU peakLiMK KaTo OCTpa reHepaM3upaHa ek3aHemaro3Ha nycrynosa (AGEP) morar aa
Bb3HHKHAT NMpPH NMPOAYKTH, ChAbPKALILY NceBgoedeapuH. Taiu ocTpa NyKKyJIapHa epynuUs MOXe 1a
CE€ NOSABU B PAMKHMTE HA NbPBUTE 2 AHH OT JICYEHHETO, C MOBHLICHA TEMNEPATYPa U MHOroOpoHHU
MaJIKH, Hali-Bede He-(QOMUKYNAPHH NYCTYIIH, Bb3HHKBALWH MNPH LIHPOKO pa3npocTpaHEeHa €1eMaTo3Ha
epUTEMa H IJ1aBHO JOKAIM3UPAHK Ha MPHKHTE HA KOXKaTa, Tpyna W ropHute kpaiHuum. [launenture
TpaOBa Aa 6bAaT BHUMATENHO HabnogaBaHu. Ako ce HabnonaBaT nNpyU3HaLM 1 CHMITTOMH KaTo
MTHPEKCHA, EPHTEMA WIH MHOTO MaNKK ITYCTYAH, npunoxeHueTo Ha Daleron COLD3 Tpabsa na 6bae
MPEYCTAHOBEHO W Aa CE€ B3eMaT NOAXOAALILH MEPKH, aKo € HE0OX0aUMO.

CpvobuieHH ca c/iyyar Ha MCXEeMHYEH KOJHT NpU ynotpeda Ha ncesaoedeapuH. AKo e pa3BHe
BHE3amnHa kopeMHa 601ka, peKTanHO KbpBeHe WIW APYTH CHMITTOMH Ha HCXEMHUYEH KOMT, IEYEHHUETO
¢ ncespoedeaprH Tpabea fa ce NpeyCcTaHOBH M Ja C€ NOTbPCH KOHCYTALMA C NeKap.

HUma crobiuesus 3a ciy4van Ha 310ynoTpeda v Nnosea Ha 3aBUCUMOCT NpH AeKkcTpoMmeTopdad. OcobeHo
ce MpenopbUBa BHHMAHKHE NPH IOHOLIH K MJTadH Bb3PAaCTHH, KAKTO U NPH NaLUMeHTH C aHAMHE3a 3a
3n0oynoTpeda ¢ eKkapcTsa WK NCHXOAKTHBHH BEILECTBA.

HexcrpomeropdaH ce MeTabonuznpa upes yepHoapobHus uuroxpom P450 2D6. AKTUBHOCTTA Ha TO3HM
eH3HUM e reHeTnuHo obycnosena. Okono 10% ot obuiata nonynauns ca 6aBHH MeTabONH3aTOPH Ha
CYP2D6. baBuute meTabonuzatopy v NauydeHTUTE Che CbnbTCTRAUA ynoTpeba Ha CYP2D6
MHXUOUTOPU MOXKE [a NMOJYYaT 3aCHICHH W/ I YAWDKEHH eekTH Ha aekctpoMmeTopgaH. [Topaau
TOBa € He0OXOAUMO NMOBHLIEHO BHHMAaHHUE NPH MaLKEHTH, KOUTO ca OaBHKU MeTadoNU3aToOpu Ha
CYP2D6 wnu n3nonzsar CYP2D6 wHxubutopu (BX. cbuio Touka 4.5).

CpobileHu ca cayuan Ha MerabonurHa auuao3a ¢ ronsaMa aHvoHHa npasiuia (HAGMA), owmxkatua ce
Ha NUPOrNTyTAMHHOBA aLM03a NPH NALUMEHTH C TEXKKO 3abonsaeaHe karo Texko 6HLOpeHHo yBpekaaHe u
CENCHC, WiIH NPH NaLMEHTH C HEAOXPAHBAHE W/IH C APYTd U3TOYHMLM HA AePULIMT Ha CNYT3R
XPOHHYEH ATTIKOXONU3IbM), KOHTO €A JIEKYBAHH C MapaueTaMol B TEpaneBTHYHA 1034 3a
nepuoa Wi komOHHaLUMa OT napaueramon v GayKIoKcaunianH. Axo ce noao3npa H
MUPOrJyTaMHHOBA aLM03a, Npenopbysa ce He3adaBHO MpeKpaTaBaHe Ha MapaLeram
HabntoneHue. MamepBaHeTo Ha 5-0KCONPO/IUMH B ypUHATA MOXKe Na Obae none3Ho 3a
Ha NUPOrNTYTAMHHOBA aLU103a KaTo OCHOBHA npHyuHa 3a HAGMA npu nauneHTH ¢
PHCKOBH (PAKTOPH.




Cepomonuno6 CUHOpOM

Crob1i1aBa ce 3a CepOTOHMHEPrUYHH €(PEeKTH, BIJIKOUBALIHA pa3BUTHE HA NOTEHLUMHATHO
’KWBOTO3aCTpallaBalll CEpOTOHMHOB CHHAPOM, NPH CHITBTCTBAILO MPUNOKEHHE HA NEKCTPOMETOpdaH
H CEPOTOHHHEPrH4YHH CPEACTBA, KATO CEJIEKTHBHH HHXHOUTOPH Ha 00paTHOTO 3axBallaHe Ha
cepotoHnHa (SSRI), nekapcTpa, KOMTO HapylaBaT MeTabo/IM3Ma Ha CEPOTOHHHA (BKJTIOYMTENHO
MHXUOHUTOPH Ha MOHoamHHOoKcuaasaTta (MAOI)) n unxudbutopu na CYP2D6.

CepOTOHHHOBHAT CHHAPOM MOXE a BKJIIOUBA NPOMEHH B ICHXHUYECKHUSA CTATYC, HECTAOMITHOCT Ha
aBTOHOMHATa HEPBHA CHCTeMa, HEPBHOMYCKYJIHK HApyLUEHHUS /UK CTOMALIHO-YPEBHH CUMIITOMM.
[Ip1 cbMHEHHA 3a CEPOTOHMHOB CHUHAPOM, aeveHdero ¢ lanepon KOJI3 Tpabsa na ce npeycraHoBH.

Hcxemuuna onmuuna negponamusn

[Tonyuenu ca cbOOLIEHHA 3a Cly4ail HAa HKCXEMHYHA OITTUYHA HEBPONATHA NPH ncepaoedenpuH.
[lcernoedenpnt TpsbBa Aa ce npexkpaTu, ako c€ NOABU BHE3aNHa 3aryda Ha 3peHue Wik HaMajleHWe Ha
IPUTENHATA OCTPOTR, KATO CKOTOMA.

Cundpom na 3a0na obpamuma enyearonamun (posterior reversible encephalopathy syndrome,
PRES) u cunopom na obpamuma yepebpanrna eazokoncmpuxyus (reversible cerebral vasoconstriction
syndrome, RCVS)

Cpobuuenu ca cayuan Ha PRES w RCVS npu ynorpeba na npoayxru, cbabpxauu neesaoeeapuH
(8. Touka 4.8). PHCKDBT € NOBHILIEH NPH NALHEHTH ¢ TEXKKA WIH HEKOHTPOJHPaHAa XHINEPTOHHS WIH C
TEXKO OCTPO WJIK XpOHHUHO ObOpeuHo 3abonsaBaHe/ObOpeuHa HepocTaTbuHOCT (BXK. To4Ka 4.3).
ITpuembT Ha ncesnoedeapuH Tpabea Aa ce NpeyCcTaHOBH H Aa Ce NOThPCH He3abaBHO JieKapcka
[IOMOLLL, aKO C€ MOABAT CNEAHUTE CHMIITOMU: BHE3AMHO CHIIHO riaBobonue wiu ,,rpbMOTEBHUHO
rnaBoboNve, raacHe, NnOBpblUaHe, OOBPKAHOCT, rbPUHOBE H/HAY HApYLICHHUs Ha 3peHHeTO. [loBeueTo
cboOwenn cayuad Ha PRES u RCVS otwymasar cnea npeycranoBaeaHe Ha ynorpebara u
NOAXOAALUO JIEYEHHE.,

Hanepoxn KOJIJ13 ne tpabsa na 6bae nprHeMaH 3a No-ABJIro OT HEOOXOAMMOTO BpeME. AKO
CHUMITOMHTE K NPHU3HALMTE HA 3a001ABaHETO MPOALJIKAT NOBE4E OT 5 AHU, NeKap TpaOBa Aa pelly
AATH NOHATATBIUEH NPUEM Ha NEKAPCTBEHHA MPOAYKT € YOAauCH.

OcobeHo BHHMaHHE C€ U3UCKBA, KOTATO JICKAPCTBEHHUAT NPOAYKT €€ NMpWjiara npy U3TOLLECHH H
AEOWIHH NALMEHTH U MPH ATKOXONHLH.

Edexmu evpxy rabopamoprume pezyamamu
[Ipu cnopriety Janepon KOJI3 Moxke na nane NOAOXKHUTENEH pe3ynTaT NNpYA ZONHHI-TECT Nopaau
CbABPIKAHHETO Ha ncesaoedepHH.

4.5 BzaumoaelicTBHe ¢ APYrd JeKapcTBeHH NPOIYKTH H APYrH GpOopMH HA B3aHMOJeHCTBHE

HHapayemamon

- NpH NPOABDKMTENHA H pea0oBHa ynoTpeba, napaleraMon MOXKE Aa 3aCHIN eeKTa Ha
apdaprH H 43 YBE/IKYH ONACHOCTTA OT KPbBOH3/HBE,

- npy eAHOBpEeMEHHa ynotpeba Ha napalieramos ¢ XxonecTupamut, abcopbuuara Ha
napaueTaMorn ce HaManaBa (eeKTbT My € no-cnad),

- METOKIONPAMKUA H AOMNEPHAOH yBenH4yaBaT abcopOMpaHETO HA napaueTaMon,

- eqHOBpeMeHHaTa ynoTpeba Ha napaueTamMoll H HECTEPOHAHH MPOTHBOBBL3NAIMTEHH
NEKapCTBEHH CPeICTRA NOBUILABA pHcka OT ObOpeuHo yBpexkaaHe,

- [TPH CBHOBTCTBALLO JIEYEHHE C NapaueTaMmon 4 XxnopaMqQpeHHkos1, BpeMeTo Ha NMoNyKHBOT Ha
xjaopaMpeHNKON MOXKE Aa ¢e YBeNUYH (10 S mbTH), -

- BEPOATHOCTTA OT TOKCHYEH €EKT MOXKE Aa C€ yBENHUH NPU €AHOBPEMEHHO TP
AKTUBHH CYOCTaHUHH, KOMTO NPUYHHABAT HHAYKLHA HA YEPHOAPOOHUTE €H3H
aHTHenunenTHUH, 6apOutypaTu U pudaMnuLmH,

- CATHUHIAMUI YABLHKABA BPEMETO 3a €KCKPETUPAHE HA NMapaLeTaMolt, KOETO
HATPYMNBaHE Ha aKTWBHA CYOCTAHUHA U 10 YBENHYEHO 00pa3yraHe Ha TOKCH




€ JHOBPEMEHHOTO NPHEMAHE HA NapaueTaMoN H Ha AJIKOXOJ1 MOXKE 1A YBETHYH
XeNaTOTOKCHYHOCTTA HA Napaueramon,

HeoOXOAUMO € MOBUILEHO BHUMAHME MPU CLITbTCTBALLA YNoTpeba Ha GuyKIOKCAUMIIHH H
napaueTamol, Thid KaTO €AHOBPEMEHHHAT fIPUEM Ce CBLP3Ba ¢ MeTabONMTHA aUKHA03a C
rofamMa aHHOHHA NPa3HUHA NOPaau MHPOrTYTAMHHOBA aUKUa03a, 0OCOOEHO NMpU MaUUEHTH C
pHCKOBH hakTopu (BXK. Touka 4.4).

Ilceadoegeopun

NEKAPCTBEHHAT NPOAYKT HE MOKE Ja ce M3Noi3Ba enHoBpeMeHHO ¢ MAQO -UHXHOHTOPH UK
10 ABe CEAMHULH chen Tepanus ¢ Tax. EaHoBpeMeHHaTa M ynoTpeda Moxe na npeaH3BHKa
TEXKA XMNEPTOHHUHA KpU3a, II1aBoOOIHE ¥ XMNIEPNUPEKCHUS, KAKTO H ONACHH ChpIAeYHH
apuTMuH. Toit kKaTo ncepaoedeapuH € CHMIATHKOMUMETHK, TOH CTUMYAHPA HHAHPEKTHO
ocBobok1aBaHeTO HA HOpenHHeDpHH, J0KATOMAO-HHXHOUTOPHTE YBETHUABAT
KOMIMYECTBOTO Ha HOpenHHePpHUH B apeHEPrHYHUTE HEBPOHH YPe3 NOTUCKAHE
pa3rpaxaaHero Ha katexonaamuHuTe. [Ipd eAHOBPEMEHHO NMPHEMAHE HA TE3H JIEKAPCTBEHH
MPOAYKTH HATHYHOTO KOJMHECTBO HOPENHHE(PHH CE YBENHYABA 3HAYHTENHO U CE YCHIIBA
AEHHOCTTAa HA CHMMNATHKYCOBATa HEPBHA CUCTEMA.

NpH eAHOBpeMeHHa yrnoTpeba Ha riceBaoedeJpuH U METUALONA MOXE J1a HACTBIIH HapyllIeHHE
Ha peryJIMpPaHeTO Ha apTEPHUAIHOTO HANSraHE U KaTo Bb3MOXKEH Pe3YJITAT OT Hero —
XHMNEPTOHHUYHA KpH3a.

NPH €IHOBPEMEHHa ynorpeba ¢ AMXKuApoeproTaMuH U rnicesgoedeaprH MoXKe [a ce NOBHILY
apTEPHATHOTO KPBbBHO HANATAHE.

npy €AHOBPEMEHHaTa ynoTpeda Ha neesaoedeApHH Cbe CyOCTaHUMHK 3a anKalu3HpaHe Ha
YpHUHATa, (T.€. HATPUEB XHAPOreH KapOOHAT) EKCKPETHPAHETO Ha ncepaoedepHH 3HAYUTENHO
ce 3abaB4.

Hexcmpomemopghan

TOBA JIEKApCTBO He TpiaOBa Aa ce npruema eaHOoBpeMeHHO ¢ MAQO-uHxuburopu, kakTo v 1o 2
CCAMHULM Cnell Tepanua ¢ TaX. ETHOBpEeMEHHHUAT NPHEM Ha T€3HW NEKAPCTBEHH NPOAYKTH MOXe
Ja MPUYHHH CEPOTOHHHOB CHHAPOM (raaeHe, NOBPblLaHE, XHNEPTOHHA, MYCKY/AHH CNa3Mi,
BTPHUCAHUS, MOBHILEHA TENECHA TEMNEPATYPa, NCUXHUYHK HAPYLIEHUA U CIIMPAaHE Ha CHPLETO).
[1pu ennospemeHHus npuem Ha MAO-uHxubuTopH ¥ Ha aekcTpomeTopdaH ce npoMeHs
00paTHOTO 3axBailiaHe U MeTabONN3Ma Ha KATEXOMAMHUHHTE H MOXKE J1a ceé NOJYMH HATPYNBaHe
Ha cepotoHuH B LIHC.

€JHOBPEMEHHOTO NpwiaraHe Ha AekcTpoMeropdaH M ¢pnyokceTHH (AaHTHAENPECaHT,
HHXHOHUTOP Ha O6paTHOTO 3aXBalllaHE HA CEPOTOHHHA B MO3bYHUTE HEBPOHH) YBE/IH4YABA
TOKCUYHOCTTA Ha AeKcTpoMeTopdaH (rageHe, NnOBPbillaHe, 3PHTENHH HAPYLLIEHHA,
XaTIOUHHALIHH) WIH PUCKA OT CEPOTOHHHOB CHHAPOM. DiIyOKCeTHH HHXHOMpa LUTOXPOM
P45011D6 (CYP2D6), naoensnM, koiito katanusupa Metabonnama Ha aekctpomeropdan.
EaHoBpeMeHHaTa ynotpeda Ha T€3H ABa NEKAPCTBEHH MPOAYKTA BOAH N0 KOMITETHTUBHO
HHXHOHpaHe Ha MeTaboNn3Ma Ha ABeTe aKTHBHH CYOCTaHUMH W A0 NOBHILABAHE CEPYMHUTE
HMBA Ha ABETE NIEKAPCTBA H YBe/IHYaBaHe Ha TAXHATA TOKCHYHOCT.

¢JHOBpeMeHHaTa ynorpebda Ha AekcrpomeTopdaH H Xanonepuaon (HEBPONENTHK, aHTArOHHCT
Ha JONMaMKH) YBEIHYaBa TOKCHYHOCTTA Ha AeKCTpoMeTopdaH. Xanonepruaoa € HHXMOMTOp Ha
untoxpom P-45011D6, ko#ro kaTanu3upa Metabonuizma Ha aekctpoMeropdan. [1pn
€JHOBPEMEHHO NMPUEMaHE HA TE3H ABa JCKapCTBEHH NPOAYKTA C€ NOTHCKa mMeTabonmnima U ce
MOBUILIABAT CEPYMHHUTE HUBa Ha ACKCTPOMETOp(aH.

nexcrpomeropdan ce metabonuzupa upes CYP2D6 BbB BHCOKA CTENEH MPH NBPBO
npemuHaBaHe. CbnbreTBallaTa ynotpeba ¢ Mo CYP2D6 eH3HMHEN HHXHOHTOPH MOXe aa
NOBHUIH KOHLEHTPALHUHTE Ha AEKCTpoMETOp(aH B OpraHu3Ma 40 HHBA, KOHTO ca
MHOIMOKpPaTHO NO-BUCOKY OT HOpManHuTe. ToBa NOBKHULIABa PUCKA HA nauuenm
edeKTH Ha AcKCTpoMeTopdaH (axuTalua, oObpKaHOCT, TPpEMOPp, De3CbHHe, O ) ‘:i
[MOTHCKaHE Ha AKLIAHETO) H PA3BHTHE HA CEPOTOHHHOR CHHAPOM. MOLLHHTE . o D@
€H3IUMHH HHXHOHUTOPH BKIIOUBAT (DNYOKCETHH, NAPOKCETUH, XMHUAMH U TePf Mg ..;--E‘f.h.
CBMBLTCTBALNA YNIOTpeOda ¢ XHHUAHWH [LU1a3MEHUTE KOHLEHTPALHH Ha ﬂeKcho '
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AMHOAAPOH, (bNeKkaMHHA ¥ NponadEeHoH, cepTpanuH, OynponrHoH, MeTaaoH, LIMHAKANLET,
XaI0NepUA0, NepPeHasuH 1 THOPHAAZUH CHLIO UMAT NOJOOHH eexTH BLPXY MeTadon13Ma
Ha JekcTpomeTopdan. Ako e Heobxoauma cbneTcTBata ynorpeda Ha CYP2D6 nuxubutopu
U gexcrpomeropdan, nauMeHTbT TpabBa Aa ce Habnogasa U MOXKe na € HeobXoaAUMO
HaMaNsBaHE Ha 103aTa Ha JekcTpoMeTopdaH.

4.6 DepruHanTeT, OpEMEHHOCT H KhpPpMeHe

bpeMeHHOCT
[TpeaKTMHUYHKTE NPOYUBAHHUA NTPH KUBOTHH HE Ca MOKa3aly HexKeNaHU epeKTH BbpXY OpeMEeHHOCTTA

H (peTanHOTO pa3BHTHE. BbNpekH TOBA, PUCK HE MOXE J1a ObAe HAMBIHO H3KITIOYEH M NOpaaq ToBa
B3€MAHETO Ha JIEKaPCTBEHHA NMPOLAYKT MO BpeMe Ha OPeMEHHOCT HE Ce MpenopbYBa.

Ilapayemamon
3HAYHTENHO KONUUYECTBO JaHHHU NpH BpeMeHHH keHHU He NMOKa3BaT HUTO MandopMaTHBHA, HUTO

¢deTo/HeOHATANTHA TOKCHYHOCT. Pe3yaiTaTuTe OT €NKAEMHONOrMYHKTE NPOYUBAHHUA BbPXY
HEBPOJOrHYHOTO Pa3BUTHE HA Jielia C EKCNO3ULIHA Ha NapaueTaMon in utero ca HeyOeQHTENHH.

KupmeHe

[IcernoedeapHH ce ekCKpeTHpa B MAAKOTO HA MailKUTe KbpMa4yKK U MOXKe Aa Npeau3BHKa
Oe3nokoiicTBo M Be3cbHME Yy KbpMadeTo. [lopaay Ta3u NpUUUHA NPUNOCKEHHETO MO BPEME HA KbPMEHE
HE € MPEenoOpPBUYKUTEIHO.

4.7 EdekTH BbpXy cnocofHOCTTA 32 wodupane a padora ¢ MAINHHHE

Hanepor KOJIJI3 Moxe na noBnUsAe B MaJiKa KWK YMEPEHa CTENEH cnocobHOCTTA 3a WwodupaHe U
paboTta ¢ MaLLIMHA.

4.8 HexenaHH NeKaApCTBEeHH peaKlHH

Hexenanure peakunu, KOUTO MOraT Aa Bb3HHKHAT npu ynotpeba Ha Jdanepon KOJIJI3 ce
K1acH(HLMpPaAT B CIEAHUTE IPYNH B 3aBUCHMOCT OT 4eCTOTATA:

- MHoro vectu (=1/10),

- yecTd (>1/100, <1/10),

- He yecty (>1/1 000, <1/100),

- peaku (>1/10 000, <1/]1 000),

- mHoro peaku: (<1/10 000),

- C HEH3BECTHA 4eCTOTa (YecToTaTa He MoXke 1a Obae YCTaHOBEHA OT HA/IHYHUTE JaHHH).

BtB BCAKa rpyna, HEXCIAHUTE pCaKUMH Ca NPEACTABCHH MO PpCA HA HAMAJIABAHEC HA CCPHO3ZHOCTTA.

Penku C HeM3BeCTHA 4e€CTOTA
Hapyuweuns Ha Peakuuu Ha CBPbXHYBCTBHUTETHOCT,
WMYHHAaTa CHCTEMA O0COOEHO KOXKHH 00pUBH, NPYPHTYC H
YPTHKapHA
Hapyuenus Ha MeTtabonuTHa aunzo3a ¢
MeTaboNIM3Ma H roaamMa aHMOHHA MNMpa3HuHa
XpaHEHETO
HapyweHnunsa Ha [ naBobonue, cyxora B ycrara, CuHapom Ha 3anHa obpazuma
HEPBHATA CHCTEMA pasipa3HHUTENHOCT, 6€3NOKOHCTBO, eHuedatonaThs (PRT S
De3chbHUE, 3aMaAHOCT TOouKa 4.4), / ‘S‘" ,'
Cuuapom Ha i l 1243 ﬁ
uepebpanna Bayode
(RCVS) (]
HapyueHus Ha oudTe HcxemMuaHa Ol R
HEBpONaTHs '5, ) "




CobpaeyHH HapylueHus | XHNepTOHHSA, apHTMHA

CTOMalWHO-4YpPEBHH [‘ageHe HUcxemuuen konur

HapYLlIEeHHS

HapyweHus Ha koxara TexKku KOXHH peakuMH,

M NOAKOXKHATa TbhKaH BK/MIOYHUTENHO OCTpA
reHepaln3vpaHa
€K3aHEMATO3Ha MyCTYN03a
(AGEP)

OnvcaHne Ha 30paHu HEXKENaHHW peakUHH

Memaboaumna ayudoza ¢ conimMa AHUOHKRA NPAHURA

Cayuan Ha MeTabONHTHA auKUa03a C rojJaMa aHMOHHA NPa3HHHA, ABHKALLA C€ HA MUPOTYTAMUMHOBA
alMa03a, ca HabnwaaBaHU NPY NALMEHTH C PUCKOBH (PaKTOPH, HINOA3BALIM NAapaLeTaMo {BX. TOYKa
4.4). Ilpu T€3n NAaUMEHTH € BB3IMOXKHO Aa Bb3HHKHE NMHPOrNyTaMHWHOBA a1{HA03a BCIEACTBHE HA HUCKH
HHBA Ha FAIYTATHOH.

JleueHnero TpaOBa Aa C€ NMpPEKpaTH NMPH TEKKH HEKETAHU PEAKLHUH.

CoobulapaHe Ha NOJO3UPAHW HEXENaHH peakLUn
CroO1aBaHeTo Ha NCAO3HMPAHH HEXENAHHW PeaklUMK Ciea paspeluaBase 3a ynotpeda Ha nexkapcTBeHUS

MPOAYKT € BaKHO. TOBa MO3BOIABA 1A NPOABIDKHU HADAIOAEHHUETO HA CHOTHOLICHUETO NOJI3a/PUCK 32
NeKapcTBeHHa NpoaykT. OT MEAHLHHCKHTE CELMaNHCTH CE H3UCKRA Aa ChoOluapaT BCAKA
MoAO3HpaHa HeXeNaHa peakiua ypes

H3nbaHuTENHA areHUUA MO NekapceTsaTa

yi. ,,Jlamas [ pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcalT: www.bda.bg

4.9 Ilpenozupane

Hapayemamon

3HAYHMTENHO NO-BUCOKH OT NIpenopbuBaHuTe N03M (>7,5 g 3a Bb3paCTHH) MOXKE Ja NIPEAH3BHKAT TeXKa
61uOpeuHa u uepHoapoOHa HeaocTaTbuHOCT. [Ipy Aeua npU3HALUKMTE HA OCTPO Mpeso3npaHe ce
NposRABaT ApH 403K HaA 150 mg/kg. [IpusHaLKMTe Ha OCTPO Npeno3upaHe Npe3 MbPBUTE 24 yaca ce
MaHu(peCcTHpaT KaTO rageHe, MoBpbLUAHE, 3aCHICHO MOTEHE H KOpeMHH boaku. [lpu3HauuTe Ha
yepHOApOOHA HEAOCTATBYHOCT CE MOABABAT ABA A0 YECTHPH OHH CAEA NMPHEMAHETO Ha Npeao3dpaHaTa
A03a.

Jleyennero € cuMnTOMaTH4HO. CneuddrueH aHTHAOT NPHU Npeao3rupaHe Ha napaueTamon e N-
aneTHNUMCTEUH, KOUTO TpaOBa Aa ce AaBa npe3 mbpeuTe 10-12 yaca cnen npeao3npaHara ao3a.

Icesdoehedpun
Cnen npeao3HpaHe HEXENAHUTE PEAKUHH OT JICKAPCTBEHHUS NPOAYKT €€ U3OCTPAT, MO-CNELMATHO TE3H
Ha De3NOKONCTBO, pA3APa3HUTENHOCT, TPENepeHe, XalIORMHALHH, KPaMIlH, XHIIEPTOHHA, ChbpAcYHa
apHUTMHS, rafieHe U noBpbliaHe. CuMnToMute oOMKHOBEHO ce npoasaABaT 4 10 8 vaca cyieg npHerarta
CBpbX03a. Te ca NpexoaHH U OOMKHOBEHO HE € HEODX0AMMO JIEeUeHHE.

Cnen npeao3npaHe HATOXKUTENHA MAPKA € H3MPAa3BaHE Ha CTOMAXA, KOETO TpAOBA Aa C€ M3BbPLUM Hak-
KbCHO 0 4 yaca ciiell npuemMa. AKTHBHHAT BLIJICH € €DEKTHBEH, NPH YCIOBHE, Y€ € B3E€T HaH-KbCHO
ao 1 vac cnea npeaosupaHero. Ako 6bOpeLTe He ca 3acerHaTH, yBeNHYaBaHeToO Ha AUy pe3aTa Moxe
Na CNOMOTHE 3a EKCKPETHPAHETO Ha AKTHBHATA CyDCTaHUHMA OT TANOTO. AKO C€ MOABAT npy3sis -
CbpPASYHA TOKCHYHOCT, MOXKE 12 C€ NPUN0KH HHTPABEHO3HO NPONPAHON0, a NpU aeaupy

KpaMIln - JHa3CnaMm.

Hexcmpomemopgan
[lpu3Hauy ¥ cHMNITOMH

[IpenosupaneTo ¢ gekcTpoMeTopdaH MOXKE 1a €€ CBBLP3BA C FaJCHE, MOBPBLLUAHE, JHCN



KHTAUKA, 00bPKBAHE, ChHINMBOCT, CTYAOP, HUCTArbM, KAPIHOTOKCHYHOCT (TaxUKapaAud, OTKIOHEeHUS
B EKI', BkiroUuHTETHO yAbKaBaHe HA QTc¢), aTakcHa, TOKCHYHA NCUX03a ¢ BU3VAITHH XaNlOLUHALLHH,
CBPbXBB30YIMMOCT.

B ciyyai Ha TEXKO npeao3npaHe MOXKeE Aa ¢e HadNaBaT ClIeAHUTE CHMIITOMHU: KOMa, peCnHpaTopHa
AernpecHs, KOHBYJICHH.

[Ipy ocTpo npeno3npaHe ¢ aKTHBHATA CYOCTAHUMA € MAJTKO BEPOATHO A4 HACTDBIMAT TEKKH TOKCHUYHH
peakiLMH, OCBEH aKO Ca MOrbJIHATH MPEKOMEPHO FoEMH KOJHMYECTBA AekcTpoMmeTopdaH. Moxe aa ce
HaOnlogaRaT: rajeHe, NOBPbLUAHE, CHHIUBOCT, 3AMAfAHOCT, Pa3pasHUMOCT, HAPYLIEHHS HA 3PEHHETO,
3aPbXKKA HA YPHHA, NPOMAHA B MYCKYJIHUTE peIeKCH, 3aTpYAHEHHA B AHIUIAHETO, TOKCHYHA
ncuxo3a (eydopud, XallouuHaLHKY, Ae30PHEHTALIHA).

[lopeneHue

[1pu npremane Ha 0o3u Haa 10 mg/kg TesiecHO Terno ¢¢ Hajlara CToMalliHa NPOMUBKA.

Ha acHMNTOMaTU4YHH NALKEHTH, KOMTO Ca NOrb/IHATH CBPBXA03a AeKCTpoMeTOpdaH B pAMKHTE Ha
MpeaAXOQHHUA 4Yac, MOXE J1a CE NPHI0XKH aKTHBEH BBITIEH.

[Ipy nauuMeHTH, KOWTO €& NOrbIIHANU gekcTpoMeTOopdaH W ca ceAUpaHH WIH KOMATO3HH, MOXKE J1a Ce
OOMHCIIH NMPUIIOKEHHE HA HANOKCOH B 0OM4aiiHKTE N03H 3a ieyeHHe Ha ONTHOMAHO Npeao3npaHe. 3a
OBNAAABAHE Ha NPHUCTBIIHTE MOXKE 1a Ce W3NON3BaT OCH30AHAa3eNHHH, a KATO MEPKH NPH XUTlepTepMHus
MopajaH CEPOTOHUHOB CHHAPOM - OEH30aHA3ENUHMA H BLHLUHO OXJaXOaHE.

5. ©GOAPMAKOJOI'MYHHU CBOMCTBA

5.1 ®apMaKkoAHHAMHYHH CBOHCTBA
(DapmakoTtepaneBTHYHA rpyna: napaideramon, komonHauns ¢ ncuxonentuuu, ATC xoa: NO2BE71.

Duamupadnte Tabnetku Hanepod KOJI/3 cpabpxaTt aHanreTHka 1 aHTHIIHPETHKA NapaleTaMmol,
OpPAIHUA ACKOHIeCTaHT ncesaoedeApHHOB XHAPOXNAOPHA H MTPOTHBOKALLIHYHO CPeACTBO
nekctpoMeropdaHoB Xuapodpomua. JlekapcTBeHHAT NpoAyKT obnekyaBa HAKOMKO CUMIITOMA,
XapaKTepHH 3a NPOCTYAHH ChCTOAHMAL.

Hapauemamon

MexaHH3bM Ha ACHCTBHE

MexaHH3MBT Ha ACHCTBHUE HA hapayemamon J0CEra HE € HAMMbJIHO U3ACHEH. AHANTETUMHUAT edeKT
BEPOATHO € Pe3yATaT OT HHXHOHpaHe Ha eH3MMa UMKNOOKCHIeHa3a U CHHTEe3HpaHe Ha
npoctarnanadHy B LHJHC. [Napaueramon nouru HaAMa edekT BbpXy NpocTariaHAMHOBUA CHHTE3 Ha
MECTaTa Ha Bb3MANCHHETO, TOH HMa CaMO JiIeK aHTH(AOrucTHYeH edekT. B cpaBHeHHe ¢
HECTEPOHJIHHUTE MPOTHBOBL3NAJUTENHH ICKapPCTBEHH CPEACTBA, NapaueTaMoa NPHYHHABA NO-MAIKO
HEXENaHUTE peaklUMH B CTOMALIHO-4YPEBHUA TPAKT, Thid KATO OKka3Ba ¢1abo AeHCTBUE BbPXY
NpOCTarjiaHAWHOBHA CUHTE3 B NEPHPEPHHTE TbKAHH. AHTUIIHPETHYHOTO ACHCTBYE HA NMapaueTaMon €
B pe3yNTaT OT NPAKOTO MY Bb3A€HCTBHE BbPXY LEHTBPA 3a peryjivupaHe Ha TenecHaTa TeMnepaTtypa B
xunoranamyca. [lapaueraMon ysenwyasa HTb4BaHETO Ha TOMKHA Ype3 pa3LLUPABAHE Ha
nepHgepHUTE KPLBOHOCHHU CHAOBE U YPe3 YCHIIBAHE HA KPbBOOOPALUEHHETO H NOTEHETO.

MdapmakoaHHaMUUHY edekTH
[lapauieTamon HMa aHATETHYHO H AHTHNHPETHYHO AEHCTBHE.

IIcegodoepedpun
MexaHH3bM Ha NENCTBHE

[Icesdoechedpur € CUMNATOMUMETHYEH AMHH C NPAKO U HENPAKO ACHCTBHE BLPXY anpeHEpF
peuentopH. Tol nedcTBa KATO ArOHKCT HA [3-aApEHEPrUHUHHTE PeLEenTOPH B ChPLETO M ./
MYCKYJaTypa Ha OPOHXMTE U HA NepUPEPHUTE A-aAPEHEPrHUHH PELIENTTOPH; HENPAKC / :
BLPXY U3BUBAHETO HA HEBPOTPAHCMHUTEPH (HOpenrWHepHH) OT AAPEHEPIrHYHHUTE Heg

dapmakoaHHAMHYHY edEeKTH




JlekoHrecTUBHUSAT edeKkT Ha ncespoedenpyH e pe3yNTaT OT NPAKO arOHUCTUHHO Bb3AEHCTBUE BbPXY
0-aJpEHEPrHYHHTE PELIENTOPH HAa ChAOBATA N1aAKa MYCKYNATypa B JIMFrasHLIATA Ha AUXATEIHHA TPaKT.
[lopaau cBMBAHETO HA PA3LUHWPEHHUTE aPTEPHOAN CE HAMAJIARA NPHTOKA HA KPbB B HazogapuHreanHata
MYKO03a H nopaay TOBA C€ HaMaABa KPLBOHAMBIBAHETO B HOCA H CEKPEUMATA OT HOCa.

B cpaBHeHue ¢ epeapuH, ncepaoedepruH CTUMYIUpaA B-aapeHepruY4HUTe peuenTopu B MHOMO No-
cnaba creneH. [lcesgoedenpun ma nek crumynupail edekt sbpxy LIHC. Koraro ce npuema B
TeparnesTHYHH A03H, TOH HA NMPaKTHKa HE MOBHILABA APTEPHATHOTO HAJIATAHE.

dexcmpomemopgpan
MeXaHW3bM Ha JEHCTBHE

Hexcmpomemopghan € D-n3omep Ha KOACHHOBHA aHanor neBopdaHon.

Toi#i Bb3aekicTBa BbPXY UEHTBPA HA KALLIMLATA, KATO MOBMLLABA Npara Ha KalWlH4YHHUA pedneKe H no-
TO3W HauuH 00J1eK4aBa cyxara KallllMua, CbY4eTaHa ¢ pa3pa3sHEHKE Ha MbPJa0TO NPU NPOCTYAHH
CHCTOAHHUS. AHTHTYCHBHUAT €(PEKT HA aKTHUBHATA CYOCTaHUHMA € NMOAOOeH HAa KOJAEHHOBHSA, HO
aHAreTHUYHHUAT €PEKT HE € 3Ha4YuTeNeH. JlekcTpoMeTopdaH B TepaneBTHYHH J03H He NOTHUCKa
LEHTLPA HA AMLIAHETO W HE NPEAN3BUKBA 3aBUCHUMOCT.

@dapMakoaMHaAMHU4YHH eEeKTH

HekctpomeropdaH uma Hail-ronsiMa ePeKTHBHOCT NPH JIeHEHUE HA XPOHUUHA, HENPOAYKTHBHA
Kaunua. OpanHara 103a JekcTpoMetopdhaH 3anousa Aa NPOABABA NPOTHBUKLLTHYHOTO CH ACHCTBHE
15-30 MuHYTH Cllen npHeMa W Npoab/okaBa 4-6 yaca.

5.2 DapMAKOKHHETHYHH CBOHCTBA
Iapayemamon

Abcopbyus

Cren nepopajieH npuem napaueramol 6up30 H nbiaHo ¢e abcopbupa B CTOMALIHO-YPEBHUA TPAKT.
[InkoBH Nna3zMeHn KOHUEHTPALMH c€ AocTHrat ot 15 1o 90 MuH. ciea npuema My, B 3aBUCHMOCT OT
nekapcrBeHaTa ¢popma. buoHannuHocTTa MYy € okoio 80%.

[Tapaueramos 66p30 H OTHOCHTEAHO PABHOMEPHO €€ pasnpenenis 8 opraHuimMa. OdembT My Ha
paznpeaenedune e ot 0,8 10 1,36 Vkg. Manka 4acT oT n1ekapcTBEHHS NMPOAYKT C€ CBbP3Ba ChC
cepyMHuTe nporedHH (okono 10%), ocseH npu npegosdpade, korato ¢¢ ¢ebp3sat ot 20 10 50% ot
aKTUBHATA CyOCTAHLMUA.

buompancgopmayus
[lapaueramon ce Metabonrzupa rnasHO B HEPHUA APOO H MANKA YaCT — B TBHKUTE YEPBa H B
OvOpeuurte. [TeTaT Ha MeTabonuima My ce CbCTOM B 00pa3yBaHETO Ha CHEAMHEHHA C IIIOKOPOHOBATA
H CbC CYAPOPOHOBATA KHCETTHHA.

Korato ce nprema B oduyaiiny o3y, napaueramos ce Metabonusnpa B CydaT H rIIOKOPOHHAM, a
MaJslKa 4acT OT akTHBHaTa cyOcTaHuHA ce npeppblia B N-aueThi-p-0eH30XUHOHHMHH —
BUCOKOpPeaKTHBEH METAOOIMT, KOUTO € TOKCHYEH 32 YepHOAPOOHHTE KneTkH. Toit 06HKHOBEHO 6130
Ce CBbP3Ba C KIeTbYHaTa ChCTAaBKA MNIYTATHOH U CE€ EKCKpeTHpa npe3 6uOpeunre noa popmMara Ha
CbheauHeHus. Cnea NPeKOMEPHO roeMu A03H NapaueTaMod ce odpalysa no-rojaaMo KOJIUHYECTBO
OeH30XHHOHMMHH. (e H3k4epNBaHE Ha IITYTATHOHOBHUTE 3aNacH B TANOTO EKCLUECHBHHTE TOKCHYHH
METAbOHTH € CBbP3BAT KOBAJICHTHO C JKM3HCHOBAXKHHUTE KNETbYHH CbCTaBKH W MPEAN3BHKBAT OCTpa
yepHoApoOHa Hekpo3a.

BpemeTo Ha nony:»KKWBOT Bapupa ot 1,5 no 3 vaca (cpeaHo 2,3 vaca).

[Ipu xopa B crapuecka Bb3pacT, CpeaHaTa CTOMHOCT HA BPEMETO Ha NONTYXKUBOT € ChLUaTalZet

H HE € HeOOX0AMMO KOpUIrupaHe Ha oo3upoBkara. [lpu ctabunHu XpoHHUYHK YepHOAPQBF
3a0onaBaHus € 6€30NaCHO NPUEMAHETO HA NapaleTaMoN B TepaneBTHUHA 1034. [pu Mol
A0 yMepeHo yepHoIpoOHO 3a0onaBaHe ce npenopbyBa yab/bKaBaHe Ha HHTEpBaa

Erumunupane
Manka 4acT OT 1eKapCTBeHHA NPOAYKT C€ H3NBbUBA HENpoMeHeHa npes OubpeumTe (



JlekapCcTBEHUAT NPOAYKT C€ eKCKPETHPa NPEIHUMHO B YpUHATA NnoA $opmara Ha INTIOKOPOHHAH

(55-60%) u cyndatn (30-35%). MHoro manka 4act ce anbusa 8 #ibukara. Oxono 90% ot
napaleTamon ce eKCKpeTHpa OT TAA0TO 3a 24 yaca.

Ilcesooeheopun

Abcopbyun

Cnen nepopanna 103a ncepnoedeapuH 6bp30 M necHo ce abcopOHpa B UHTECTHHANHHKA TPpaKT (>95%).
JlexoHrecTusHug My edekT HacTbnea cinea 15 mo 30 MuHyTH, MakcuManeH edekt ce noctTura ot 30 no
60 MUHYTH cien npuema B 3aBUCUMOCT OT JieKapCTBEHATa opma.

Paznpecdenenue
OGembT My Ha pasnpeaeneHue sapupa ot 2,4 no 2,6 l/kg.

buompancghopmayun
[IceBmoedeapuH ce MmeTabonnznpa HEMLJIHO B 4epHUA Apod upe3 N-aemMerunaums.

Eaumunupate

3a 24 vaca 70 no 90% ot no3ara ce EKCKpPETHpPA HEMPOMEHEHA B YPHHATA; OCTAHANATa YacT ce
H3b4YBA NMOA opMaTa Ha MeTabonuTH. EauH 10 6% OT akTHBHAaTa CyOCTaHIIMA CE EKCKPETHPAT Noa
(opmaTa Ha aKTHBHHA MeTabonuT HoprncesaoePeapHH, KOHTO CTUMYNHpa LIEHTpaiHaTa HEPBHA
cucreMa. Bpemero Ha nonyxusot 3asucH ot pH Ha ypunara. [1pu pH 5,5 no 6 Bpemero Ha
MOJYXHBOT € OT 9 10 16 uaca, npy ankann3avpaHa ypHHa MOxXe 1a ce yaw/ku 1o 50 yaca, a npu
MHOTO KHCENa YPHHa MOXeE Aa ce CKbCH a0 1,5 vaca.

[lceBmoedenpun ce €KCKpeTHpa B YOBEIUKOTO MAAKO, KATO HUBOTO Ha aKTHBHATa CYOCTaHLMA € Ba
IO TPH MBTH NO-BHCOKO, OTKOKOTO B MJ1a3MarTa.

Twit xaTo ncesnoedeapUH H HEroBUTE METADOTUTH NpEAM BCHUKO c€ H3TbYBaT rpe3 Obdpeunte, npH
naLHeHTH ¢ 61OpeuHa HEAOCTATBLHHOCT € HeoOXOAUMO JO3MpOBKaTA da CE THTpHpa.

Hexcmpomemoppan

Abcopbyua u paznpedenenue

AbBcopbupa ce 6Bp30 ciea nepopaneH npueM. EgekrsT My HacTbnBa 3a 15 1o 30 MUHYTH chen
NPUIOKEHUE, MHKOBH CEPYMHH KOHLICHTPALMK C¢ AOCTUIAT cleR 2,5 vaca.

Ciaen npueMaHe Ha €QHHMYHA nepopanHa 03a epeKTbT Npoab/kasa 5 ao 6 vaca.

buompancgopmayun

HekcTpoMetopdat ce Metabonusupa 6bp30 ¥ BbB BUCOKA CTENEH NPH TbPBO NPEMUHABAHE NMpe3
yepHHa apob cnea nepopanHo npunoxeHme. Jlekcrpomeropdan ce Metabonusnpa B YepHUa apod
ype3 okcunaTueHa O- W N-geMeTnnauus u ce CBbp3Ba C [NIOKOPOHOBATA M CYN1(PYpPOHOBATA KHCE/IUHA.
['eHeTHuHO KOHTpOAHpaHoTO O-aemMerwinpane (CYD2D6) € ocHOBHHAT onpeaensl ¢akTop Ha
dapMakoKkHHeTHKATa Ha AekcTpoMeTopdaH npy 3apaeu nodposonun. Usrnexna, ue Hma acHo
pasrpaHHueHH GeHOTHNH 3a TO3H MPOLIEC HAa OKHCIICHHE, KOETO BOAU A0 CHITHO BapHabunna
(apMaKOKHHETHKA MPH yvacTHUUMTE, HeMeTaboNH3HpaHUAT aekcTpoMETOp(aH 3a€AHO ¢ TPU
AeMETHIHpaHH MopdHHaH-MeTabonuTa - aekcTpopdaH (MU3BECTEH ole KaTo 3-XHAPOKCH-N-
METHIMOP(HHAH), 3- XHAPOKCHMOPOHHAH H 3-METOKCUMOPPHHAH, Ca UACHTUPHLMPAHH KaTO
KOHIOraTH B ypHHaTa. JekcrpopdaH, KOHTO NPHTEXKABA H AHTHTYCHBHO ACHCTBHE, € OCHOBHHUAT
MeTabonut. [Ipu HAKOH AuLia MeTaboNU3IMBT NpPoTHHA NO-0aBHO U HEMTPOMEHEHUAT AeKCcTpoMeTopdaH
npeobnanasa B KpbETA M YpHHaTa. [Ipu 64anata esponeiicka paca okono 10% ot nuuara cnabo

Erumunupane

3a 24 yaca cien nepopaliHHA NpyeM Ha Ao3ara Haa 85% OT Hesl ce eKCKpeTHpaT B Y
¢opmata Ha cBODOAHU MK KOHIOrMpaHu MeTaboIUTH, a MallKa 4acT — noa gopmar
aKTHRHA cyOcTaHuwWa. BpemeTo Ha nonyxuBoT Ha aekctpomeropdad € ot 1,4 no 3,9




ackctpopdan — ot 3,4 no 5,6 yaca.
[lopanu TORa, 4e OCHOBHMAT aKTHBEH METabOIHUT aeKkCcTpopdaH ce ekckpeTupa rnpe3 6uOpeunTe, npy
NauHeHTH ¢ HapylleHa 6bOpeyHa QyHKLMA JO3MPOBKATa TPAOBA Aa ce onpeaens HHAHBUAYAHO.

5.3 IlpeaxnaHH4HH JAHHH 33 6e30MACHOCT

[Tpu Mmiixu nepopanHute cMbpToHOCHH D034 (LDS0) Ha napaueramon ce asrkar ot 295 mg/kg no
1 212 mg/kg, ¥ HaaxBbpaAT 4 g/kg npu mbxose. [Ipubnuzntenta nHrpaseHosna LDS0 na
napaueTaMon npH Kydera ¢ 6una 826 mg/kg, a nepopantHara LD50 ¢ 6una 2 404 mg/kg.
Hpoab/IKUTENHOTO NPUNAraHe HA MPEKOMEPHO BUCOKHU 2034 napauetamon (1-7 g/kg) npuuunasar
yepHOApoOHH H OBLOpeuHH yBpexaaHua npH 1abopaTtopHH KHBOTHHU.

JIunceaT KOHBEHUMOHANHH MPOYYBaHHUA, H3NOA3BALLN NPUETHTE MOHACTOALIEM CTAHAAPTH 3a OLICHKA
Ha penpoIyKTHBHA TOKCHYHOCT H TOKCHYHOCT 3a pa3BHTHETO. B 1ONbIIHEHKWE, HE ca OTKPHTH
MYTAreéHEH WiH KaHUeporeHeH eekTH.

EdexruTe npn npeakiMHUYHUTE H3CAEIBAHUA Ca HADNIOAABAHM CNel eKCMO3MLMA, KOATO
MHOMOKXPAaTHO € MNpPEBHIIABAIA TA3H NPH XOpaTa U HAMA KIIHHUYHO 3Ha4YCHHE.

[Icegdoeghedpuriog xudpoxaopuo ¢ yMepeHo TOKCHUEH 3a nabopatopHu xuBoTHU. OpanHaTta CTOHHOCT
LDso npu muwiku € 6una 371 mg/kg, a napenrepantu no3u or 75 mg/kg npw 3aiium, 371 mg/kg npu
nabxose U 400 mg/kg npu MULUKK He ca NPHYHHHITK CMBPT. AKTHBHATA CYOCTaHUHA HamansaBa
HaQJaBAHETO HA TErJI0 U KOHCYMALMATA Ha XpaHa NpU OpeMeHHH NABXOBE H HAMA TEPATOrEHEH €(EKT
BbpXY (eTycuTe (HaMandpa HalaaBaHETO Ha TEr0, OKa3Ba ACHCTBHE HAa OCHPHKauuATa). Cnopen
naHHu ot NTP (Haunonanda Tokcukonoryuta nporpama), IARC (MexxayusapoaHa areHuus 3a
wicneaBaHus Ha paka) H OSHA (AreHuus 3a 0e30nacHOCT Ha TpyAa M 3apaBe), rncesaocedeApMHOB
XMAPOXJIOPHA He € KaHLieporeHeH. HaMa naHHHW B nvTeparyparta 3a TOKCHYHOCT U MYTareHHOCT NpH
MHOTOKPATHH JI03H.

LDso npy opanHO H NOAKOKHO NPUIOKEHUE Ha dekecmpomemopdarnoe xudpobpomud Ha nabopaToOpHH
XKUBOTHH Bapupa oT 125 10 423 mg/kg, KoeTo roBopH 3a yMepeHa TOKCHYHOCT HAa aKTHBHATA
cyOctaHuma, Ilpu nHTpaBeHo3HO npunarayde crofiHoctute LDso ca 6unu noa 30 mg/kg. Bucoku no3u
aAekcrpoMeTopdan xuapodpomMua UMaT HEBPONPOTEKTUBEH U HEBPOTOKCHUEH edexT (0010
HaMmajIiBaHe Ha AKTUBHOCTTA, MbPHOBE, MOTHCKAHE HA AUUIAHETO), A0KaTO S0-fpoueHTHA edeKTHBHA
0033 HE NPEAH3BUKBA HUKAKBH NPOMEHH B noBeaeHUueTo. CybcraHuuara uMa edekr B medulla
oblongata, kaTO NOBHMILIABA Npara Ha KalWH4HHA pedaekc. HaMa naHHM B IMTeparypara 3a
TOKCHYHOCT NPH MHOTOKPATHH A03M U MyTareHHocT. Cnopea aaHHH oT NTP (HauuoHanna
TOKCHKOoNnoruuHa nporpama), IARC (MexayHapoaHa areHuus 3a HacneapaHusa Ha paka) u OSHA
(AreHuus 3a 6e30MacHOCT Ha Tpyda H 3apaBe), AeKCTpoMeTropdaH XuapoOpOMHA He € KaHUEPOreHEH.

CHDPEI[ No-ropc ONHCAHHUTEC JaHHH, NPCAKIHHHYHHTC e(bex'ru Ha rnapalcrtamMon, I'ICEB,[IDE(IJE,E[]JHH
Xuapoxnopui U ,EI.&I(CTPOM&TOPCI)&H KPL[I,pOﬁ[JGMHIl ca HabsaKaaBaHH cles U3naraHe ¢ AO3HU,
MHOTOKPaTHO INPpCBHULLABALIHK TC3H, IPH XOpaTa H HAMAT 3HAYCHHE 34 KTHHHYHATA IMTPpAKTHKA.

6. @®APMAINIEBTHYHH NAHHHA

6.1 ChnHcbK HA TOMOIHUTE BellleCcTBA

Anpo Ha Tabnerkara:

MHUKPOKpHCTANIHA uenynosa { E460)

CHIHLMEB AHOKCHI, KononaeH 0e3poaeH (ESS51)
npeXxXeJaTHHH3HPAHO HHLUECTE

tank (E553b)

LlAPEBUUHO HULLECTE

marsesues creapar (E470b)

ObBHBKA:
xunpomenosa (E464)




TuTaHoB auokcua (E171)

OLBETUTEJ1 XHHOJMHOBO Xk bjTO (E104)
UHAKTOTHH (E132)

makporoJ 6000

6.2 HecbBMECTHMOCTH
Henpuioxumo

6.3 Cpok Ha roasocr

5 roJIMHHU

6.4 CnenHajiHH YC/IOBHA HA CbXPaHEHHe

Jla ce cbxpansiea noa 30°C.
Jla ce cbxpaHsBa B OpMIrMHaIHaTa OMaKoOBKa, 3a /1a Ce npeana3y OT CBET/IMHA W BJlara.

6.5 Bua u chaAbpKAHHE HA ONAKOBKATA

baucrepHa onakoska (AnymuHueso gonuno, PVC/PVDC ¢donmo): 12 puamupanu tadbnerku (|
OJIMCTEpPHA OMAKOBKA), KAPTOHEHA KYTHA

baucrepna onakoeka (Anymunuero ¢oauno, PVC/PVDC donuo): 24 duamupanu tadbnerku (2
OJIMCTEpHH OnakoBka 1o 12 tabiieTk1), KapTOHEeHa KyTHA

He BcHUYKH BM0BE ONAKOBKH MOrar aa ObaaT nMycHaTH B npoaaxoa.

6.6 CnenHaJIHM npeana3Hd MepKH NMpPH H3XBbPJ/IsiHe

Hsma cneuuanHu M3UMCKBaHUSA 3a U3XBBPJISHE.

1. INIPUTEXATEJI HA PASPAHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP HA PASPEHIEHUETO HA YIIOTPEBA

Per. Ne 20030253

9. JATA HA ITBPBO PABPEHIABAHE/TIOJHOBSIBAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha nbpBo paspewasane: 10 anpun 2003 r.
JlaTta Ha nocneaHo noaHoBsBaHe: 03 centemepu 2008 r.

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

18 Mapt 2025
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