KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

Kpamxa xeDakmepucmuxa Ha npogyxima - [Touaoxenus 1
Lepyxan 10 mg tabnerxu Kout Pea. e ........ 20040 130
Cerucal 10 mg tablets

Paspewetus MBG(/ /7’7}7/ . (7% 7'2 £
2. KAYECTBEH H KOJHYECTBEH ChCTAB OGOBDBHIE NE e reeresem i ] ‘3 ‘_03_'. 39_1_'-_’_

1 Tabnerka Llepykan cuabpxa 10,54 mg METOKIONPAMHAOR XHAPOXJIOPHA MOHOXHADAT
(metoclopramide hydrochloride monohydrate), cxotercsam Ha 10,00 mg METOKIONPaMHAOB
xugpoxnopul, 6espoaeH (metoclopramide hydrochloride, anhydrous).

TTomoiiHO BEIECTBO ¢ USBECTHO AeliCTBHE: NAKTO3a MOHOXHAPAT H 1p.
3a MBIHHA COMCHK HA TIOMOLTHHTE BELISCTBA BEDKTE TOMKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerku

4. KIHHHAYHH JAHHH

4.1 TepaneBTHYHH HOKA3AHAH

EQERCTH& ONMvaiHia

Uepyxan € noKa3aH NPH BPL3PACcTHA 38;

- IpenoTeparspare Ha 3a6aBeHO rafieHe H NOBPBIIAHE MPH XHMHOTEpaNHA (chemotherapy
induced nausea and vomitingm, CINV)

- ITpodunakTuka Ha rafieHe ¥ NOBpBlIANE, MPeU3BHKAHO OT TbucTepanus (radiotherapy induced
nausea and vomiting, RINV).

- CUMNTOMAaTHYHO JIEYEHHE Ha FaicHe H NIOBPLINaHe, BITIOYHTEHO TajieHe H NOBpPLINAHe,
NPeAu3BHUKAHO OT OCTBP MUIPEHO3¢H NPHCTHI, MeTokiIonpaMHa Moke a Oble H3NON3BaH B
KOMOHHALMA ¢ IEPOPAITHY AHANreTHIM 34 NoxoGpasane aGcoplumaTa HA AHANTSTHIM TIpY
OCTBP MHIPEHO3EH TIPHCTHIL

HMexpaTpiyBa NOMyIalus

Llepyxan e nmokasaH npu neuia (Ha Bp3pact 1-18 rogunu) sa:

- KaTO BTOpA JIHANA Tepaims 3a NPeNOTEpATABAHE Ha 3a0aBEHO TA/IeHE U NTOBPBIaHe NPH
xHMHoTeparms (chemotherapy induced nausea and vomiting, CINV)

4.2 [do3dpoBK2 H HAYHH HA DPHJIOKeHAHE

Benvky nokazadus (853 HalHeHTH
ITpenopbunTeHaTa ¢AMHMYMHA N03a ¢ 10 mg, npHeMaHa 10 TPH ITHTH AHEBHO.

MaxkcHMaNHaTa NpenopBUMTEIHA JHeRHA fo3a € 30 mg wiu 0,5 mg/kg TenecHo Terno.
MaxcHManHaTa NpenopbUHTENIHA HPOIL/DKHTEIHOCT HA NEUEHHE € 5 THH.

NAIMEeHTH Ha Bb3pacT 1-18 roaunn).



Tlpenopruutensara no3a e ot 0,1 xo 0,15 mg/kg TenecHo Terno, MpHeMaHa 0 TPH MBTH JHEBHO Ype3
nepopaniesx npxem. Makcimannata noza 3a 24 vaca € 0,5 mg/kg Tenecno Terno.

Tabruya 3a dos3upane

Bwipacr Tenecno Terno Hoza YectoTa

1-3 roguan 10-14 kg 1 mg Jlo 3 meTH THERHO
3-5 roauHH 15-19 kg 2mg Jlo 3 meTH OHEBHO
5-9 roguHH 20-29 kg 2,5 mg Ho 3 meTH aHeBHO
9-18 roguHl 30-60 kg S mg JIo 3 mhTH AHEBHO
15-18 roqunn Han 60 kg 10 mg o 3 msTH AHEBHO

MakcHMaHaTa POALDKHTEHOCT HA JiedeHHe 32 NPeAOTBpATABAHE Ha 3a0aBeHO raJieHe W
TIOBPBINAHE Npy XxumHoTteparus (CINV) € S aau.

TabnerkuTe He ca MOAXOIIM 32 IPHIOKEHHE MPH Jella ¢ TeNIo No-MaKo ot 6] kg.
Hpyru nexapcTBeHH (OPMI/KOTHYECTBA Ha AKTHBHOTO BEIMECTBO MOXe Aa O5AaT Mo-noAXonsInH 3a
OPHIOXKESHHE MPH Ta3H NOHyNALHA.

ClieuHaNHy nonynaiHu

Cmapuecxa evapacm
IIpu namyeHTy B crapyecka Bb3pacT TpaOBa aa ce 0OMACHA HAMANABAHE HA 7103aT4, Bb3 OCHOBA HA
650peuHara 1 yepHoApoOHaTa GyHKUHA H O0IIOTO CHCTOAHKE.

Bvopeuno yepexcoane

Ipu naumuenTy ¢ GB6pedHo 3a60NgBaHe B TEPMHHATEH CTAIMI (KPETHHHHOR KIMPBHC < 15 ml/min),
IHEeBHaTa A03a TpAOBa Aa ce HaManu ¢ 75%.

TIpu nawenTy ¢ yMepeHo 40 Texko OBOpeyHo yBpeKaaHe (KPCaTHHHHOB KIMpBHC 15-60 mi/min),
Jo3ata TpabBa fa ce HaMamm ¢ 50% (Bk. Touka 5.2).

Yeprodpobno yepesicoaie
TIpH MaLHEHTH ¢ TEKKO YepHOAPOGHO YBpesIaHe, A03aTa TpAGBa Ja ce HamamM ¢ 50% (Bk. Touka
5.2).

Hleouampuuna nonysayun
MeToxnonpaMua e NPOTHBOMOKA3AH NPX AEIa Ha BH3pacT noA 1 roauna (BX. Touka 4.3).

43 IIpormEonoka3amns

- CBpPBXYYBCTBHTEOITHOCT KbM AKTHBHOTO BeLIECTBO HJH KbM HAKOE OT MOMOIIHHTE BeINecTBa,
u3bpoeHn B Touka 6.1

- CroMamHo-4peBHO KbpBeHe, MexaHH4Ha 00CTpYKIHA WM CTOMAIIHO-IpeBHA nepdopanis, 38
KOWTO CTUMYNAiMATa Ha CTOMAIHO-YPEBHIA MOTHIHTET IPEACTABIARA PHCK

- IMoTBBpAEH WM NOAC3HPaH (PEOXPOMOIMTOM, TIOPAAH PHCK OT TEXKH XHIEPTOHMTHH KPH3H

- AnaMHe3a 33 HEBPOJIENTTHYHA HITH IIPEAU3BHKAHA 0T METOKIONMPAMH/I TAPAHBHA JHCKHHEIHA

- Ennnencus (NOBHIICHA Y€CTOTA H HHTCHIATET HA IPHCTHINTE)

- Bonect Ha [TapkHHCOH

- KomGuuanus ¢ iepogona Wi A0naMHHEPrHYHH aroHHCTH (B, Touka 4.5)

- H3BecTHa 2aHAMHE3A 38 METXEMOTJIOOHHEMHSA CBBP34HA, ¢ METOKIONPaMHA, WIH AEQHIMT Ha
NADH yumoxpom-b5.

- MNpunoxkeHre npy genra Ha BE3pact noj | roausa, MOpajH MOBHINEH PHCK OT €K
HapyLIeHHA (BXK. Touka 4.4)




44 Coensajss npeynpexaends B IPeANa3HE MEPKHE NpHE ynoTpeba

HegponorHuny napyilieHus

Morar 18 HaCTHIAT EXCTPANMPAMHAHM HAPYINEHHd, ocobeHO Py Aella H MIaAH X0Opa H/IIH KOraTro
Ce H3MON3BAT BACOKH 103H. Te3H peakiui HACTHIBAT OOHMKHOBEHO B HAYAMOTO HA JISUCHHETO H MOraT
IIa HACTBIIAT CJIEA €OHOKPATHO npuiokerue. IlpueMa Ha MeToxnonpamuy Tpabea a ce NpexkpaTi
He3aGaBHO B cryyaii Ha eKkcTpanupaMuHi cHMnToMH. Teau edekTH KaTo LAIO ¢a HATLIHO O0paTHMH
CSH NpeKpaTaBane Ha NeUeHreTo, HO MOTAT Aa HANOKAT CHMITTOMATIMHO AeucHne (OeHzomHasermnn
IPH Jena /WK aHTHXOJIMHEPTHYHH AHTHIIAPKHHCOHOBH JICKAPCTBEHW MPOAYKTH NPH BH3PACTHH),

Bpemepus HHTEpBAN OT NoHE 6 Yaca, MocoYeH B Touka 4.2 TpaA6Ba na ce cnassa MeXIy BCAKO
NpPHIOXKCHHE HA METOKIONPAMHZ, JOPH B ClTy4aii Ha NOBPBINAHE ¥ OTXBLPJIAHS Ha JO3ATA, C IEM Aa Ce
u3berne npego3zApaHe.

TIpOABDKHTEIHOTO JIeHEHHE ¢ METOKIIONPAMHE/L MOXKe A IIPHYHHH TApAHBHA AMCKHHE3HA,
[ROTEHLHANHO HeoOpaTMa, 0co0eHO NpH NALMEHTH B cTapdecka BE3pact. Jleuenuero He TpaOBa aa
HABHINABa 3 Mecena, NOpaay PHCKA OT TAPAMPHA ANCKHHEsMA (BK. Touka 4.8). Jleuennero TpaGea na
ce IIPEKPATH, aKO BE3HUKHAT KIHHAYHH NPH3HALM Ha TapJHBHA JUCKHHE3HS.

ITpu xomOHHaIHA Ha METOKIIOTIPAMHL ¢ HEBPOJICHTHIIH, KAKTO H IIPH MOHOTEPAITHA C METOKJIOPAMHE
ce cpO0LIABA 38 HEBPOJIEIITHYEH MATHTHEH CHHAPOM (Bx. To4ka 4.8). Meroknonpamma Tpa6sa na ce
cnpe He3aGaBHO MPH BE3HUKBAHE HA CHMITTOMHM HA HEBPOJIENITHYEH MaTHTHEH CHHAPOM H TpsbBa ia
e 3aMOYHE NOAXOAAIIO JICUCHHE,

HeobxoanmMo ¢ Aa ce mOAX03Aa ¢bC CNEIHAITHO BHHMAHHE NIPH MALHEHTH ¢ MOANEKalH
HeBPOXOruYHN 3a0onuBaHNA ¥ NPY NAIPACHTH, KOWTO ¢a Oinu NekyBaHH ¢ IPYTH JIEKapeTBa ¢
LeHTpanHo JeiicTeHe (BkK. Touka 4.3).

Cumrromute Ha Bonect Ha ITapkutcoH MoraT fa 6b3aT 000CTPEHH OT METOKIOMpPAMHL.

MerxemornoGHHeMHS

CrobuiaBa ce 32 METXeMOrnoOHHEMHS, KOATO MOXE Aa e CBEp3aHa ¢ aedutnr Ha NADH yumoxpom
b5 pepyxrasza. B Takusa ciyvan MeToKIonpamMi/ TpabBa fa ce cripe He3aGaBHO H 33 MOCTOAHHO H
TpabBa 14 ce npeAnpHeMaT IOAXOAAINM MEPKH (KATO HAIIPHMED JiedeHHE ¢ METHICHOBO CHHBO).

CupaevHH HapyIIeHHA
Hamrnn ca chobimenis 3a CepHOIHH HexXeNaHH Peak UMK OT CTPAHA Ha CHPAETHO-CLAOBATA CHCTEMA,

BXITIOUBAIIH CYYaH HA LMPKYJIATOPEH KoJIafc, Texkka Opanuxapaud, CIHpaHe Ha ChpAcUHATA AeiHOCT
1 yawnkasane #a QT HHTEpBaNa CIeA NPHIOKEHHE Ha METOKJIONPAMH]T Ype3 HIKEKTHPaHe, 0cobeHo
4pes HHTpaBeHO3eH BT (BXK. To4Ka 4.8),

Heobxoammo e cnepaTHO BHHMAHNE, KOTATO ce MPIIAra MeToXJIoNpaMmz, ocobeHo upes
HHTPABEHO3CH BT Ha PLBEK/IAHe, Ha MOMyJIaIkA B CTAPYECKA BE3PACT, Ha NALMEHTH ¢ HapyLeHa
ChpACYHA NPOBOAMMOCT (BIUHOYATENHO YARDKeH QT uaTepnan), nailnenTH ¢ HEKOPHrApaH
eNeKTponUTeH qucbananc, GpagukapAus B Takupa, MPHEMAINH APYTH JIEKAPCTEA, 38 KOUTO Ce 3Hae, ue
yapmkasar QT anrepsana.

HHTpaBeHO3HHTE 03K, TpAGBA Aa ce Mpuaarar kato 6aBeH Goyc (3a He MO-MaKO OT 3 MHHYTH) ¢
LieJ] HaMaNABaHe Ha PHCKA OT HexKeNaH! PEaKIHH (T.e. XHTIOTOHNS, AKATHIMA).

BrOpeyno 1 gepHONpPOSHO YEpEeXKAaHEe
Tpe naupeHTH ¢ OEOPeYHO YBpPEXKAAHE HITH C TEXKKO 4epHOIpoGHO yBpexkaaHe, ce mperophysa
HaMaJdBaHe Ha Jo3ara {BK. TouKa 4.2).




ITaumenTH ¢ peakH HacneACTBEHH NPodeMH Ha MA1aKTO3HA HEMOHOCHMOCT, Lapp nakrasen pedHimr
AIH TIOKO30-TANAKTO3Ha ManabcopOua He TpaOra fa MPHEMAT TOBa J1€KAPCTBO.

4.5 BaaamoaeilcTBHY ¢ APYIA JeKAPCTBEHN HPOXYKTH # APYrE HOPME Ba s3anMoaciicTaRs

IIporaBonekazand KOMGHHATHA
Jlesosiona WK ONAMMHEPTHYHH aTOHMCTH H METOKJIOTIPAME/ HMAT B3aHMEH AHTArOHMIBM (BiK.
TFouka 4.3).

KomOunanuu, xonro Tpuésea aa ce m3buarear
AJNKOXOJTBT NOTEHIMpA cefaTHBHNA edeKT Ha METOKIIONIPaMHI,

Kom0nBanmn, KOETO TPEOBa I8 ce HMAT NpeABHN
Tlopaau npoxkHHeTHYHNA e(eKT Ha METOKIONpaMH, aGcopOImiATa HA HAKOH JICKaPCTBa MOKE A c8
MPOMEHH,

Anmuxonunepzuyu u mopunosu npouseoonu
AHTHXONHHEPTHLHTE H MOP(HHOBHTE JCPHBATH MOTAT [ja MMAT B3aMMEH aHTATrOHHIBM ¢
METOKJIONPaMHL N0 OTHOLICHHE HA MOTWIHTETA HA XPAHOCMHNIATEHKA TPAKT.

Jlexapcmea, nomuckawu yeRmMpanHama REPERa cucmema (MOPHUROSU NPOUSEOONY, GHKCUORUTIUYY,
ceoamusru HI anmuxucmamunu, ceOamusnu armudenpecanmy, bapounypamu, KiOHUOUN U
nodobru)

CenarnpHute edexTH Ha ICKAPCTBATA, TOTHCKALNH [EHTPATHATA HESPBHA CHCTEMa H METOKAOpaMM Ce

OOTCHLHPAT.

Hesponenmuiyu
MeToxnompaMuI MOXKE a HMa axuTUBeH edekT ¢ APYTH HEBPONCITTHIM NO OTHOIICHKWE HA
BE3HAKBAHETO Ha eKTPAlHPAMHIIHH HAPYIISHHA.

Cepomonunepzuunu nexapcmea
TpHIOKEHHETO HA METOKNIOIIPAMHA ChC CePOTOHHHEPHYHM JIeKapeTBa, KaTo HanpemMep SSRIs Moxe
Ja IOBMINM PHCKa OT CEPOTOHHHOB CHHAPOM.

HHuzoxcun
MeTtoxonpaMia MOXKe a HaMajH 6MOHAIMYHOCTT? HA JUFOKCHH. VI3HCKBA Ce BHHMATENHO
NpoCNEASBaHE Ha IUTa3MeHATAa KOHISHTPAUHA HA JATOKCHH.

Luxnocnopun

MetoknonpamMu noBriasa GuoHANNHOCTTA HA UMKknocnopuH (Cmax ¢ 46% n excnosmmaTa ¢
22%). M3uckera ce BHHMATEAHO NPOCeAABaHe Ha IUTA3MEHATA KOHLICHTPALMA HA HKIOCTIOPHA.
KIHHHMYHETE MOCNenCTBHA ¢a HeACHH.

Musaxypuym u cyxcamemonuym
WiokexTrpane Ha METOKJIONPAMH], MOXE Ja YIABILKH IMPONBIDKHTEIHOCTTA HA HEBPOMYCKYNHATa
Onoxana (upe3 HHxuOHpaHe Ha TIA3MEHATA XOMHHECTEpasa).

Mownu CYP2D6 unxubumopu
Husara Ha ekCnoO3HIMA Ha METOKJIONpPaMKA ¢a MOBHUICHH, KOTATO ¢¢ MPWIATra 3ae[HO ¢ MOITHH
CYP2D6 unxuburopn KaTo HanpuMep (GIyOKCeTHH H NapoKceTHH. Blipexy 9e knuHHYHATA

3HAYMMOCT € HesAcHa, NaifHeHTHTe TpA6Ba Na 6baaT HabMmoAaBaHH 33 HesKE/IAHH PEaKIHH.

/




4.6 DeprRIHTET, GpeMEeHHOCT H KbpMEHe

Bpemennocm

Tomamo KOMHYECTBO JaHHK NPpH GpeMeHHH JkeHH (M3xon npk noseue ot 1000 excriosuipm) He
Noka3Ba MATGOPMATHBHA TOKCHUHOCT, HHTO (eTOTOKCHUHOCT. MeToxaonpaMu MOKe Aa ¢¢ Npuiara
o BpeMe Hi GPeMEHHOCT, 4KO € KINHHHYHO HeolGxoaumMo. ITopaau hapmakonoruysuTe cBoHCTBa (KaTo
APYTH HEBPONENTHIIN), B Cydail HA TIPWIOKEHHE Ha METOKIONPAMHA B Kpad Ha OpeMeHHOCTTa, He
MOJKE /13 C€ H3KIIOUM EKCTPATMpaMEICH CHHAPOM [pH HOBOPOAGHOTO. YII Ta Ha
METOKIONPAMHKZ, B Kpad Ha GpeMeHHOCTTA TpaGBa fa ce mabarea. Ako ce NpEnara METOKIONpaMKa,
TpAORa Na ce NpeanpHeMe HabmoneHue B HEOHATANHIA NIEPHOA.

Kvpmene

MeToKnonpaMuz ce eKCKpeTHpa B KpMaTa B Huicka crened. He morar na 6baar mxmodeHy
HEKEJTAHH PeaKiiM NpH kepMaveto. Iopamu ToBa, MeTOKIONpaMHA He ¢¢ NPENOphYBa NO BpeMe Ha
xepMeHe. Tpabea fa ce oOMHCAN cnUpane Ha METOKJIONPAMHL ITPH KBPMEITH KEHH.

4.7 Eg¢exrn Bbpxy cuocobHocTTA 2a mopHpaHe H patoTa ¢ MAMHAR

Meroxonpamua Moxe a IPHIHHA CHHIUBOCT, 3aMagHOCT, JIHCKHHE3HA M THCTOHHSA, KOATO MOXKeE 1a
3acerHe 3pEHHETO H CHINO a HApYIIH cnocobHOCTTA 33 modHpaHe H paboTa ¢ MalHHH.

483 Hexenans JeKAPCTBEHH peaKnEH

Hesxenann NekapcTsenn peakiing ca w3bpoeHn N0 CUCTEMO-OPTaHHHA KacoBe. YecToTHTE ca
onpelesieHH ¢ H3NOIBBAHE HA CIICAHATA KOHBEHUMS: MHOro vectH (>1/10), gectn (>1/100, <1/10),
HewecTH (>1/1000, <1/100), penxn (>1/10000, <1/1000), muoro pemxs {<1/10000) 1 ¢ HewspecTra
9ecTOTa (OT HAIMIHATE NAHHH He MOJKe Jla ce HATPABH OLCHKa).

CHcTeMo-0pranes KIac YecToma Hexelana TeKapcTBEER
peaKnaEH

Hapymengs 54 KpHBTa H ABMOHATA CHCTEMA

HeuzsecTHa vecToTa MeTrxeMornoOHHEMHS, KOATO
MOJKE Jia € CBBHP3aHa ¢
HenocTaTEIHOCT Ha NADH
EToxpoM b5 penykrasa,
0co0eHO MPH HOBOPOJSHH (BXK.
TOYKa 4.4)
Cyndxemornobunemus,
OCHOBHO NpH €JHOBPEMEHHO
TIPUAOXKEHHE Ha BHCOKH A03H
NeKapCTBEHH MPOAYKTH,
0cBOBMKIABAINH CADA

Chpaeunn HApyHeHRS

Heuectu Bpapnkapyus, ocoGeno npa
HHTPABEHO3HH dopmu

HewussecTHa yecToTa CrpaeyeH apecT, HACTBIHI
CKOPO cJie]] HHXKeKITHOHHO
MPWIOKEHHE, H MOXE Jla €
nociexsaj cnej SpaauKapaasa
{BX. TOUKA 4.4);
ATpHOBEHTPHKYIA




yaebker QT uHTepBan B
eneKTpokapamorpama, Torsade
de Pointes;
Hapymennn Ha eHIOKPARHEATA CHCTEMA*
Heuectn AmeHopes,
XHNECPNPONAKTHHEMMA
Peaxn Tanaxropes
HemuzpecTHa 9ecTOTA HHEKOMACTHI
CToMamno-IpeBHE HADYIICHHS
| Yecn | napus
O6mu sapymenns B epeKTH HA MACTOTO HA HPHICKEHHE
| Yectn | Actenms
Hapymenusu HA HMYRHEATA CHCTEMA
Hevectn CRpHXYYBCTBHTENHOCT
HewuzpecTna uectora Aunadunaxraana peakipa
{BKIOYHTEIHO aHAGDHIAKTHICH
oK, 0Co0eHO IpH
HHTpABEHO3HHTE (HGOPMH)
Hapymenns Ha HEPBHATA CHCTEMA
MHoro 4ecTd COMHONEHTHOCT
YecTu ExcTpamipaMuIHN HAPYIOCHAA
(ocobeno npH mena U MianH
XOpa WHIH KOTaTo
IpenopBRYHTENHATA 4034 €
HaJABHILICHA, JODH CJeN
NpWIoKEHMe Ha SAWHIYHA 1032
OT JIEKAPCTBOTO) (BK. TOUKA
4.4), IlapKHHCOHHIEM,
Axarisug
Heuectn Jucronns, JIucKHHEe3ud,
TIoHIKeHO HHEO H& Ch3HAHHE
Penku KouByncau, ocofeHo npH
TIAIHEHTH ¢ eITencHs
HeuspecTHA 4yecTOTA TapanBHa JTHCKHHE3HA, KOSTO
MOXKE JIa EPCHCTHPA 110 BpeMe
HA WIH CJIef IPOALIDKHTeNHO
JieueHue, 0CoGEHO NpH
NALHECHTH B CTAPUYECKA BB3PacT

{Bx. TOuKa 4.4), HesponenrrueH
ManHrHeH CHHAPOM (BK. TOYKa
4.4)

TiCHXHYHA HADYIeHH:

Yectn Hlenpecia
Heuectn XamoLpHaLHKY
Penxu CheTOfHNEE HA OO BPKAHOCT
CbaoBH HApYIIEeHHA
Yectn XunoToHud, ocobeHO pH
HHTPAaBEHOZHUTE (HPOPMH
HemnseectHa yectoTa 1ok, cuBKON cnex
HIDKCKUHOHHO NPHIOXKEHHE.
OcTpa xuneprol
TIALHEHTH ¢ R




TIpexomio nosmnapane Ha
KPBBHOTO HAJITAHE

* Hapymernus Ha eHIOKPHHHAT2 CHCTEMA [10 BpeMe Ha MPOABDKHTEIHO JIEUcHHE, CBBP3aHH ¢
XHIEPIPOTAKTHHEMHA (AMEHOPEs, ranaKTopes, THHEKOMACTH ).

Crneanyre peakilii, IOHAKOra CEBP3AHH, HACTELIBAT [10-4ECTO, IPH IPHICKSHHE HE BHCOKH NO3H:

- ExcTpanupaMuiHy CHMITOMH: OCTPA AHCTOHHA H JHCKHHE3HA, TAPKHHCOHOB CHHIIPOM,
aKaTH3HA, ZOPH clle] NPHIOKeHN e Ha eIMHAYHA /1033 OT NeKAPCTBEHUS MPOXYKT, 0COOEHO pH
Jleta 1 MITaJTH xopa (BX. Touka 4.4).

- CHHIHBOCT, OHIDKEHO HHBO Ha Ch3HAHHE, OOBPKAHOCT, XAOLHMHALHM.

CrobinapaHe Ha HONO3HPAHY HEXEIIAHN PEAKIIHH

CrolIaBaxHeTo Ha MOJO3HPaHH HEKEIaHH PEakLHH CJIGA paspeinaBaHe 3a ynoTpeda Ha nexkapeTBeHHA
MPOAYKT € BaXHO. ToBa MO3BOJABA A NPOABIDKH HAOMOAEHHETO HA CHLOTHOIMEHHETO NOJ3a/PHCK 38
AEKAPCTBEHHA NPOAYKT. OT MEHIMHCKMTE CTIEUHATHCTH ce H3HCKBa N1a cho0ImaBaT BCAka
NOJN03HPaHA Hexke/IaHa peakia upes MambIHUTEHA ATeHIHA 110 JIEKapcTBara yi. Jlaman I'pyes”

Ne 8, 1303 Codua, Temn.: +359 2 8903417, yeGeaist: www.bda.bg.

4.9 THpeaonpane

Cumrnimomu
Morart f1a HaCTHIAT EKCTPANMPAaMHAHH HAPYIUEHHS, ChbHIHBOCT, HOHHKCHO HHBO HA Ch3HAHHME,
00BPKAHOCT, XamOLHHALIMH H KAPXHOPECITMPATOPEH apecT.

OprangBaHe
B cnyuaif na exeTparnMpaMHIHH CHMIITOMH, CEEP3aHH WY HE ¢ NPENo3HPaHe, JICUCHHETO € CaM0
CHMITOMATHYHO (DeH30/IHAIEITHHHE ITPY Aella W/HIH AaHTHXOJHHEPIHYHH AHTUIIAPKHHCOHOBH

JIEKApCTBEHH NMPOAYKTH IIPH BB3PacTHH).

B 3aBHCHMOCT OT KTHHHYHMA CTATYC, € He0OX0MMO OCHINECTBABAHE HA CHMITTOMATHYHO JICYCHHE U
NPOABDKATENHO NPOCNEINBAHE HA ChPIEYHO-CHAOBaTa U GesompobHara GyHKImL

5. @®APMAKOJIOTHYHH CBOMCTBA
5.1 {PapmMakogHHAMHYHH CBolicTBa

dapMakoTepanerTHIHa rpymna: [IpoH3BOJHE Ha IPOKAMHAMHI C AHTHEMETHIEH €eKT H MOBNHIBALIH
MOTHITHTETA Ha cToMaInHo-upeBHua Tpakt, ATC xoa: AQ03FA 01

MeTtoknonpaMuy e ISHTPaNeH AONAMHHOB aHTAroHUCT. B momsiaHenwe Toi npurekasa nepudepsa
XOJHHEPTHYHA aKTHBHOCT. CBIIECTBYBAT BE PR3THYHH OCHOBHH ACHCTBHA:

1.  AHTHEMETHYHO JeHCTBHE;

2. Yckopapa cTOMamHATA ¢BAKyalHA H NAcaka Npe3 TEHKHUTE YepBa.

AHTHEMETHYHHAT eeKT Ce OCHIIECTBABA 1O LIEHTPAIeH ITT B MO3BYHHUA CTBOM (MPe3 XEMOPEHSITTOPH
EBPXY LIEHTEPA HA IOBPBHIAHE B TPHIEPOBATA 30HA), HAH-BEPOATHO Ype3 HHXHOHpaHe Ha
JOTAMHHEpPriIHHTE HeBPOHH. ENHOBpeMEeHHO ¢ TOBA YCHIBAHETO HA MOTHIMTETA CHIIO Y4CTHIHO Ce
KOHTPOJIHpa OT CYTICPOPAHHATHH LIEHTPOBE, CIEAOBATENHO NEPHHEPHHAT MEXAHH3BM HA JCHCTBHE Ce
OCHINECTBABA YPe3 AKTHBHPaHE Ha MOCTTAHIVIMAHATE XOMHHEPIHIHH PELIEITOPH, KATO € Bh3MOXHO H
HHXHOHpAHE HA CTOMAINHHTE H YPEBHHTE AONAMHHOBH PELIEMTTOPH.

-
Hexenanure edexry obxraniar Haii-Bede eKCTpaNHPAMHIHE CHMITOMH (HEBOJICBH CTIagRvgii
ABHKEHH), IPSAMIBHKAHH OT MEXaHH3Ma Ha GIOKHpaHe Ha IOMAMHHOBHTC peliETITOPH, <&
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IpoaBIKHTEHO JIeYCHEE ¢ METOKIIONPAMHA/] MOKe Ja IPHYMHA NTOBHUIEHHE HA CCpyMHaTa
KOHIEHTPAlMs HA (PONAKTHH NMOPAH HAPYWIEHO HHXWOHPAHE HA IPOTIAKTHHOBATA CEKPEIHS.
OnHcany ca ralakTopes H MEHCTPYaTHH CMYILEHNS APH KEHHTE, KAKTO H FHHCKOMACTHA TIpH
muxete. Te oT3ByuaBar ceq NpeyCTAHORARAHE NPHEMA HA IEKAPCTBOTO.

5.2 ®apMakokuseTHIEY cBoiicTBA

Meroxnonpamun ce abcopSupa Obpao ciaeh nepopaieH NPHEM Ha JIGKaPCTBeHa (pOpMa, KOSTO HE € Che
3abaBeHo oceoboxaaBaHe. MakcHManHaTa MiasMeHa KOHUEHTpallHa ce AOCTHTa B paMKuTe Ha 30 fo
120 min, cpeno — okoNo Yac cne npreM. CicreMHaTa GHOHANHIHOCT IPH NEPOPATTHO NPHIIOKEHHE
Ha METOKJIONpaMH Bappa Mexay 60 u 80%. B WIHHMYHO NpoyuBaHe, PH NEpopaieH npueM Ha 10
Mg METOKIONPaMIZ, OT 6 YOBEKA, € YCTAHOBEHA MAKCHMAITHATA 1UIa3MeHa koHuenTpaums (Cmax) 42-
63 ng MeToxnonpamay/ml.

MakcHManHuTe cTOHHOCTH Ha METOKIONIPAMMY B CEpyMa c/iell IEPOpAlICH NPHEM BapHpa
YYBCTBHTEIIHO B 3aBHCHMOCT OT MeTabon13Ma IpH mepBoO NpeMHHABAHE Npe3 depHuA ApoD.
ESTMMHHALMOHHUAT NOYXXHEBOT € oT 2,6 ne 4,6 Jaca. HesHauuTeMHa 9acT OT METOKJIONPAMEY 6
CBBp3Ba ¢ I1a3zMeHnTe nporeHnd. OfeMbT Ha pasnpeaenenye ¢ 2,2 1o 3.4 Vkg.

MertoKIonpaMHA IpEMHHaBa Npe3 KPbBHO-MO3b4HATa GapHepa B MAMHROTO MIsKo. EAHa yacT ot
HETO ce eKCKpeTHpa HenpoMereH (okomno 20%), ocTananara ¢e eKCKpeTHpa Cle/l 9epHOAPOOHHA
MeTa0O0IH3BM ¢ TTIIOKYPOHOBA WIH CAPHA KHCEAMHA H C¢ eTHMHHHpa npes 610pertiTe ype3 ypHHEaTa.

BL0peuno yepeskaaHe

KnupbHCHT Ha METOKIONpPaMHZ € [IOHEDKEH ¢ 10 70% NIpH HalpeHTH ¢ Texkko O0peyHO yBpexKane,
JOKATO eTHMHAALMOHHUAT TUTa3MeH TOTYKHBOT € yapmkeH (MpubmasAaTenno 10 4aca 3a
KPEATHHHHOB KIHPEHC OT 10-50 ml/muHyTa M 15 4yaca 3a kpeaTHHHHOB KIHpBHC <10 ml/MuRyTa).

YepHoapoOHO yBpexaaHe
IIpn nanyeHTH ¢ UUPO3a HA YepHHA Apo6, € HabmopaBaHO KYMY/THPaHe Ha METOKIONpPAMH, CEBP3aHo
¢ 50% HamajleHMe Ha TIa3MEHMA KIHPBHC.

5.3 TlpeawnHawvHH A3HHE 32 fesomacHoCcT

Ocmpa moxcuunocm
OcrpaTa TOKCHYHOCT € MpOyYBaHa NPy PasiHvHH KUBOTHHCKH BHOBE (MHIIKH, IUTEXOBE, KydeTa).
CuMnroMUTE HA HHTOKCHKALMA ¢a onucany B T. 4.9 “IIpenosupane”.

Xponwuna moxkcuyrocm

IIpy NpoABLDKHATENSH NEpopaicH MPHEM HIIH HHTPABEHO3HO MPHIOKEHHE, BCHYKH JIaGopaTopHy
MUBOTHH TIOKA3BAT CHMITOMM Ha TpeAoaupaHe: NPH KyueTa W 3aiiil — IOHIWKEH TipHeM Ha XpaHa,
3a0aBeHO HAIIARAHE Ha TErIO, AHAPHS, IeBKOLIATO3a H aHeMus, noxiasane Ha LDH u AP, cenanms,
BHOPEKCHA, TIPH IUTHXOBeTe — noeumasane Ha SGOT, SGPT u Ha 06muAa GwipyOHH.

IIpy IWILXOBe H KydeTa Hali-HHCKATA TOKCHHA /1034 Cle POXB/DKHTEHO IPHIoKeHHe BapHpa ot 11
no 35 mg/kg Tenecro Terno, eTarHaTa 03a Bapupa Mexay 35 u 115 mg/kg npu nepopanen npHeM.
JuanasoHbT Ha Hal-HHCKATA JIeTalIHA A03a NpH Kydera e ot 6 no 18 mg/kg TenecHo Terno H ot 2 g0
10 mg/kg TenecHo Terno mpH 3afiuH.

Mymazennocm u mymopozenern nomenyuan

Metoxnonpamuz He € 6un obexr Ha noAPoOEH TECT 3a MyTareHHOCT.
TecToBeTe 3a MyTAr€HHOCT Ha METOKJIONpaMityl B TpH Gaktepuansu xonouuu (Salmonella
MOKA3BAT HHIMKALMH 32 MyTareHHH CBOMCTRA. .




B 77-Mara cenqmmiia oT NpOyYBAHETO HA TYMOPOTCHEH NOTEHIMAT NPH FUTBX0BE C NepopaiHa
J03HpoBKa 40 METH NO-rOIMA OT TEPaNeBTHYHATA A03a 34 X0pa, He ca HalmoNasanH JOIBITHHTETHH
UHITMACHTH ¢ H3KTIOUEHNS Ha NOBUIIABAHE Hia NPOJAKTUHOBOTO HUBO. HHTO KIMHWIYHH, HATO
eNMMISMHAOMOrHYHH NPOY4YBAHMA NOKA3BAT BPh3Ka MEeXIY NPOABLKHTEHUA IIPHEM Ha
METOKTIOTPAMHJL ¥ AIPONAKTHH CTHMYTHPAIM CyOCTaHIMM ¢ TYMOPOreHne3a Ha MaeuHaTa JKie3a.

Toxcuunocm evpxy penpodyxmugnama cucmema

IIpoyusanusTa BEPXY pENpOAYKTHBHOCTTA C2 IPOBEIECHH NPH 3 KHBOTHHCKH BHja (MHIIKH, IUTBXOBE
H 3aii1H). HaMa faHHM 33 TepaTOreHHH WM eMOPHOTOKCHYHH CBOHCTBA HA METOKNOMpPAMHA, IOPH MPH
Haii-BHCOKaTa H3clieiBaHa foz2a (116,2 u 200 mg/kg nepopaiHo).

JloznpoBkaTta, Bojicila /10 IOBHIIABAHE HAa NPOJIAKTHHOBOTO HHBO, MPHYMHABA 0OpaTHMH HApYIIeHHS
B CIIEPMATOTEHE3ATa.

EexTsT Ha METOKJICTIpaMIAZ MO BpeMe Ha SpeMeHHOCTTA MPH X0opa € H3CHEABAH NpH okoto 200
ABOHKH MaiiKa-KbpMade, NPHEMAIH MeTokaonpaMi, okono 130 oT KOMTO ca ro NpHEMATH B IMEPBHA
Tpumectep. He ce HaGmronaBaHy HeKellaHH Peakiiiy 1IPH HOBOPOJEHHTE, BEIPEKH 9€ HATHYHHTE
JaHHM He ca JOCTATHYHH 33 M3KNOYBAHETO HM CBC CHIYPHOCT.

He ca npoBexkaanH IpOyYBaHHA HA TOKCHYHOCTTA [IPH €IHOBPEMEHHOTO MIPHIOKEHHE Ha
METOKJIONPAME] ¢ UHTOCTATHUH,

0. PAPMAIIEBTHYHHU JAHHHA
6.1 ChoachK B2 NOMOIHATE BEIIECTBA
Kaprodeno Humecrte

Jlakro3a MOHOXMApPAT

Kenatiu

Marsesnes creapar

CHnuiHes JHOKCHA

6.2 HechBMecTHMOCTH

He ca u3pecTaH

6.3 Cpok Ba rogaocT

5 ronHHH

6.4 Cnenzajims yc10BHS 32 ChXpARCHEE

Ha ce crxpanasa nox 25°C, [la ce chxpaiiBa B OpHTHHATHATA ONAKOBKA, 38 A C& TIPEANazH OT
CBETHHA.

6.5 Bupa crABpXKAEHE HY OHAKOBKATA

Byrunka ot kadaso TpEOHO CTHIUIO, C MONHETHICHOB 3AITYIIATKA.
FonemuHa Ha onakopkarta: 50 Tabnerxn.

6.6 Cpenuduvnn npeAnasHE MEPKH OPH HIXBhpIASHE

Henpunoxumo
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7. MPHTEXATEJI HA PA3PEHIEHUETO 3A YIIOTPEBA

TevaB.V,

Swensweg 5, 2031 GA Haarlem

Hunepnannns

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20010730

9. JATA HA ITBPBO PAZPEHNIABAHEMIOAHOBABAHE HA PAIPEINIEHHUETO 3A
YHOTPEEBA

Hata na mepeo paspeliabane: 25.06.2001 r,

Hata wa nochesHo noavosasane: 29.07.2011 r.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

03/2019
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