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2. KoanuecTeBeH M KGYECTBEH ChCTaB

Jlexapcraero Belecrso
EnHa Tabnetka Maninil® 5 coabpya 5 mg gl:benclamlde

florotny BelecTBa
Bx. T. 6.1, *CnvcbK Ha NOMOLWHKTE BEWECTBa M TEXHUTE KoAuyecTsa”,

3. JlekapcrieHa chopma
Tabnetka

4. KauHuuHaM gaHHU
4.1 NokazzanMaA

HeuHcynuH-3aBucumM 3axaper avaber (anabetr tmn 2, avaber npyu Bu3pacTHW), KoraTto
He MOXe jAa ce nocturHe MeTabosMTeH KOHTPOJ caMo C AWeTa, (PU3MYecka akTWMBHOCT W
HaManeHue Ha TenecHoTo Terno.

lNpynoxeHnero Ha TOBa feKapCcTBO He Hamanasa HeoOXoAMMOCTTa OT CTPUKTHO
craseaHe Ha AuWeTaTa, NpenopbyaHa oT NeKyBallus nexap.

B HauanoTo Ha BTOpUYHa PE3UCTEHTHOCT MOXE Aa ce 3anodyHe KOMBMHUpaHo siedeHne
C MHCYNUH. Bbnpeky ToBa B cnydan Ha MbfiHa NMNCa Ha eHAoreHHa CeKpeLus Ha WMHCYNUH
npu aMaber tMn 2, He MOXe Aa Ce O4aKeaT AOMBAHUTENHWM e(eKTU MNpyM KOMBMHUPaHO
neveHne € MHCYFIMH, OCBEH AENCTBUETO Ha CaMms MHCYIMH NPy MOHOTEpanus,

4.2 [osnpoeKa M Ha4YMH Ha ynoTpe6a

Mpeumanpare Ha faozata Maninil® 5 npy anabetuum TpsbBa fa ce OCLLLECTBSBA CaMo
OT fleKkap Y1 2aefHo ¢ noaxoasula aveta. [lo3ara 3aBUCY OT pesyntature ot MeTabonuTHUTE
n3cneaBanusa (FRIOKO3a B KPbB Y YpUHA).

B Hauyanoto Ha NeYeHWeTo WM rnpy NpemMyHasaHe OT APYro nepopanHo aHTMaMabeTHo
sniekapcTBo KuM Maninil® 5 ce npenopbuBa NocTeneHHo yeenmuasaHe Ha fosata. JleueHnero
3arioyBa ¢ Aosa 2.5 mg glibenclamide anesHo (1/2 TabneTka Maninil® 5 envH mbT AHEBHO).
lMocteneHHo posata ce ysenwudaBa A0 TepaneBTWYHO HeobxoauMata f03a npes WHTepBanu
OT HAKONKO AHW A0 efHa cefMmua U npy pegoBeH KOHTPON Ha KpbBHaTa 3axap. MakcvManeH
edexT ce noctura ¢ 15 my glibenclamide axesto (3 Tabnerky Maninil® 5 aHesHo).

[HeBHa fosa ao 2 Tabnetky Maninil® 5 MoraT na 6baaT NpueTu Lenu, ¢ AOCTaTHYHO
TEYHOCT, €4HOKPaTHO CYTPMH Mpeaun 3akycka. Ako AosaTta e 3 Tabnetiku, Te Tpsibsa ga ce
npuemMar 2 Tabnetku cyTpyHu 1 Bedep. BawHo e TabneTkuTe ga ce npuemar no e4HO U Cbllo
Bpeme BCeKM aieH. AKO ce NponycHe efuH ripueM, He TpsabBa Aa ce rmpunara no-KsLCHo oT 1-2
yaca cfiefl onpeaesieHoTo BpeMe — ro-gobpe e fa ce nporycHe npuema. Cneagallara Ao3a
ce npueMa no ob6uualiHOTO BpeMe. flponycHaTuTe npueMy He TpaGBa HMKOra Aa ce
KOMMEHCUpaT, KaTto fo-KbCHO Ce npuemaT noeeye tabneTtku. Mpu npueM Ha nekapcrBoTo He
TpsibBa fia ce Nporycka XpaHeHeTo.

Maninil® 5 moxxe pa ce komBuHMpa ¢ insulin, metformin, acarbose u guar gum.

To# Kkato nopoGpeHueTo Ha MeTabonuMTHUA KOHTpon BoAM a0  no-aobpa
UYBCTBUTENHOCT KbM MHCYNWHA, B XOAa Ha JiedeHnuTo HyxXauTe ot glibenclamide Moxe ga ce
NMOHWXAT. 3a aa ce usberHe TemKa XMnornMkeMus Moxe 6bp3o Aa wo»cm HamaneHue Ha

A033aTa WK B cAy4a Ha MHOMO HUCKU [HEBHW A03W — NpeyCcTaHOBABAHEH EHWETO.
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MpOAbKUTENHOCTTA Ha FIeYeHMETO 3aBUCK OT MNPOTMYaHETO Ha 3abonsiBaHeTo M ce
onpefenst OT fiekysaluust fiekap.

lIpunoxerne y Aela v IoHoLN

Tl kato anaber TMR 2 € pagbk y oHowmTe (MODY), npunoxeHueTo Ha Maninii® 5 B
Tasn Bb3pact e abcomoTHO uswmoveHwe. MpW naumeHT C TenecHo Ternmo noa 50 kg,
neYeHNEeTo 3aroyBa C Bb3MOXKHO Hall-HUCKaTa gHeBHa Ao3a oT 2,5 mg glibenclamide gHesHO
(1/2 7abnetka Maninil® 5 gxeBHO). B ocTaHanuTe Clyuau AO3MPOBKaTa € KaKTo Mpw
BL3pacTHU. KomBuHaumsiTa ¢ MHcynuH npu auabeT Tun 1 e HeederTMBHa.

4.3 TIpoTHUEONOKa3aHUS
Maninil® 5 He Tpsibsa fa ce NpueMa npu:
*  VHCYNUH-3aBUCHM Anabet Tun 1;
Ib/iHa BTOpUYHE PE3UCTEHTHOCT KbM fledeHne ¢ glibenclamide;
AnabeTHa rpekoMa M KoMa;
Cnen pesekumsi Ha NaHKpeaca;
npy AnabetHy MeTabonMTHU HapyweHns (KeToaumzaosa M Npu aHaMHesa 3a
TOBa);
Texka 6bbpeuHa HefocTaTpYHOCT (KpeaTuHUHOB KupbHC <30 mi/min);
TeXKa YepHoApobHa HeloCTaTbYHOCT;
Mpyu  paHHW 33 CBPBbXUYBCTBMTENHOCT  KbM  glibenclamide, apyru
cyndoHunypeitHy, cyndoHamMuay, cyndoHaMuaoHy QUYpeTUUmM MK npobeHeuma
(Bb3MOXHWM Ca aneprn4Hn KPBbCTOCaHM peakumMM) MM KbM HsKoM OT gpyrute
CLCTaBKW Ha NeKapCTBOTO;
® [0 BpeMe Ha BpeMeHHOCT W KbpMEHE,

4.4 CneumasiHv NPpeaynpeXxaeHna U npeanasHyU MepKky npy ynotpeba

JledeHveTo Ha 3axapHusi gnabeT ¢ ToBa NIeKapCTBO M3WMCKBA pefloBeH MeAMLMHCKM
KOHTPOA.

Mpy nauMeHTM B HanpepHana Bb3pacT € Hanuue PpUCK OT MPOSBIDKUTENHE
Xvnornukemus, Nopaan ToBa NpW TeE3W NaUMeHTW A03MpoBKaTa ce onpefens ocobeHo
BHMMETESTHO U ca Nog 6AM3bK MEAULMHCKA KOHTPO#.

QOcobeHo BHMMaHWe e HeobXoAMMO Mpu NaLWeHTH ¢ HapylieHa YepHoapobHa dyHKLMS,
Tb KaTo CblIECTBYBa MOBWIIEH PUCK OT TMOABa Ha XWMOMAIMKEMMM KakKTo nopaaw
HapyilaBaHeTo Ha (apMakokuHeTukaTa Ha glibenclamide, Taka v rnopaguv HapylwaeaHe Ha
PerynaTopHuTe MexaHusMK ¢ obpatHa Bpb3ka. Mpu No-BUCOKM AO3M WM NOBTOPEH MpUEM
Npe3 KpaTKin WHTEpBanM, NPOABLDKUTENHOCTTE Ha AEWCTBME BEpOosSTHO € MOo-TonsMa, B
CpaBHEHWE C HUCKW 03U,

OcobeHo BHMMaHWe e HeobXoaumo U NpK MaLWeHTU ¢ HapylleHa 6b6peuHa dyHKUMS
Wik XUNOTUPEOUAN3BM, XMITOM3HA WK aAPEHOKOPTUKaNHa HEeAOCTaThYHOCT.

Bucok puck 3a rosiea Ha XUNOT/IMKEMWS WMa fpy FIPOABIDKUTENHO rNnafysaHe,
HenoCTaTb4eH NpMeM Ha BbuIAEXUApaTH, HeobrualtHo (U3MYeCKo HaToBapBaHe, KoHCyMaums
Ha ro/isMO KOJIMUECTBO ankoxXoJsi M 0cobeHo npy kKoMBuHaumsiTa oT Tesn hakTopu.

PUCKLT OT NOSIBa Ha XUMOMMUKEMUA € NMO-BUCOK MpU AnabeTuuy C N3paseHn CUMITOMU
Ha MO3bYHa CKNEpO3a Wik NpY NaLMEHTH, KOUTO HE CnassaT NperopbruTe.
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4.5 JiekapCTBEHMN M [PYIr B3aMMOBENCTBUS

AKO MauneHTLT ce e neKysarl NMpoabIKMTENHO BpeMe ¢ glibenclamide, npubassHeto Ha
ApYro NEKapcTBO MOXe fa MOoBNAuse npeuusnpaHeTo Ha fosata. [peycTaHOBABaHETO Ha
CbMNLTCTBALLO Jle4eHUE Chilo MOXE Aa NPOMeHn MeTaboNUTHOTO paBHoBeCHe,

XnnornukeMmyHmMaT egekT Ha glibenclamide moxe pna 6bpe ycunen oT BellecTBa,
KOUTO 3abaBaT OTAENsHETO MYy OT OpraHMsMa. TaKuBa BelecTBa Ca: Cy/ihoHaMuan,
xnopamMdenukon, deHwnbyTasoH, OKcudeHOyTasoH, asanponasoH,  CyndMHNMPa3oH,
KyMapyHOBW NpoM3BOAHKN, MUKOHa30/1 U heRUpamMuion.

YounBaHe xurniornvkeMuunms edext Ha glibenclamide moxe ga ce odakea, npu
€AHOBPEMEHEH MpUeM Ha JIeKkapcTBa, KOUTO FIOTEHUMPET TNMOHWKaBaHeTo Ha KpbBHaTa 3axap
MnM Taknmea, KOWUTO MOBULLIABAT YyBCTBUTENHOCTTA KbM WHCYNUH. OCBEH WHCYNWH WM ApYTY
nepopanHi aHTUAnabeTHW nexkapcrea Kato meTdopMuH M axkapbosa, ToBa ca NeKapCTBa,
KOUTO CbabpxaT cybcraHuum KaTo canuuunath, (eHunbyTasoH, napaamMUHOCaTULMN0Ba
KucenuHa, MAQO-uHxubuTopu, @eHbnypamMuH, NeHToKCMUNUH (MPUAoKEH MapeHTepanHo
BbB BUCOKU [1034), OKCUTETPaUWKNMH, aHabomu, ACE uHxvubuTopy, aepusaTtii Ha Knocubpar,
(bryoKCeTWH, TpMTOKBaNUH 1 ocdamuanTe unkiodocdamma, udochamma, Tpodochamma.

MpoAbRKUTENHOTO MNPUNOXEHWE HA CUMMaTWKONWTU4YHKM JieKapcTea, KaTo 6eta-
6roKepK, pesepnnH, KAOHMAMH W IBaHeTUAMH, MOXKe Aa AOMPUHECE 33 MOHMKABAHETO Ha
KpbBHaTa 3axap. Mo-rofisMo KIMHWYHO 3HadeHue uma akTbT, Ye Te3Mu riekapcrsa MoraT
CbllO fa MOTUCHaT XOPMOHanHWTE W HEBPOSIOTWYHW perynaTopHu Mexanwu3mu Ha obparHa
Bpb3Ka NpW XUNOIJIMKEMUSTa W Aa Ce Hamall YYBCTBUTENHOCTTa KbM npoapoManHuTe
CUMITTOMU Ha Xunornukemusita (Bx. T. 4.8 HeXenanu nexkapcTeenn peakumn™).

bapbutypaty, denuTonH 1 pudamMnuumMH ycKopsBaT eRMMUHUPAHETO Ha glibenclamide
W MOraT 4a HaManst XUMornuKeMuyHus egekT.

XunornukeMnyHnsa  edekt Ha glibenclamide moxe pa 6bAge adHTaronusupaH ot
FIOKaroH, agpeHa/mMH UM ApyrdM  CUMNaTMKOMUMETUMHWM NEKapeTBa, KOPTUKOCTEPOMSMN,
TUPEOWAHY XOPMOHM, ANYPETULUM BKITIOYMTENHO aueTasoiamMui, HUKOTUHOBa KucenuHa (BbB
BUCOKW [1034), (DEHOTMa3NHY, ANa30KCUZ U MONOBU XOPMOHU.

AHTaroHucTMTe Ha H2-peuenTopute MoraT Aa  MOHWXKaT  MAM NoBMILAT
XUMOrnUKeMaHuS eekT.

ANKOXON: eAHOKPaTHUST ¥ NpOabMKXUTENEH FIPUEM Ha anKOXOn MOXe HETpenBuavMO
A@ 3acuin iy Hamanm XunornmkeMuyHns edekT Ha glibenclamide.

4.6 BpeMEeHHOCT ¥ KbpMEHe

Glibenclamide npemuHaBa npe3 rnaleHTaTa W CNeAOBaTeNiHO MOXe Aa CTUMYNupa
ceKkpeLMsiTa Ha MHCYNRWMH BbB (heTyca, MpemuHasa M B KbpMarta. HaMa onuT 3a npunoxeHve
no BpeMe Ha kbpMeHe. Glibenclamide ne Tps6ea Aa ce nNpunara no speme Ha GPeMEHHOCT KU
KbpMeHe. AKO MalMeHTKWTE nnaHvpat ga 3abpemeHssat, Tpabsa Aa Oblar csoeBpeMeHHo
NOCLBETBAHU 3a NpeMyHaBaHe Ha NieUYeHUe C MHCYTINH.

4.7 EdheT BbpXY CcnocobHOCTTa 3a WwodupaHe u paboTa € MalMHN

Camo o cebe cn nexapcTBeHoTO BetlecTBo glibenclamide He Bnolwaea cnocobHocTTa
3a wodupaHe, B pesynTat oF xMnorfivKkeMmsiTa obade MoXe Aa ce Hapyluy crnocobHoCcTTa 3a
wodwupaHe, paboTy ¢ MalwuHM, kakTo U GesonacHoctta npu paboTa rfipu onpedeneHu
cutyaumm (paboTa Ha BUCOKM MOABWXXHK CTbABK, MUACOHY 1 T.H.).

Toea Moxe fa ce Cnyum ocobeHO AOKaTo He ce MOCTUrHe ofTuManHata [o3a
glibenclamide, npy nipoMsaHa Ha NeYEeHWETo UAM HEPEAOBHOTO MPUIOXKEHWE Ha JIeKapCcTBOoTO.




4.8 HexenaHu JileKapCTEEHM peakun

Hall-vecTaTa HeXXenaHa JleKapcTseHa peakumst oT NpunoxeHueto Ha glibenclamide e
XunorivkemMus. Ta moxxe aa 6b4e npogb/KuTENHa U Aa NpepacHe B TEXKa XUMOTNMKEMUS C
YUBOTO3aCTpaluaBalla Koma.

MpuyvHKY 33 TOBa MOXe Aa ca HepedoBeH NpueM Ha xpaHa {(ocobeHo nponyckaHe Ha
eAHO XpaHeHe), fipenosunpaHe, HeobudalHo GU3MYECKO HATOBapBaHe, KOHCYMauws Ha
afikoxon, HenpaBu/IHO W3MEpBaHe, TOBpblaHe Wi Auapus, HampegHana Bb3pacT,
HapyweHo MeTabonuTHO paBHoBecwe (Hanp. B pe3ynTaT OT CTpec, Oornepauuud wiu
nHdekunn), HapylleHa JepHoapobHa u OGbbpeuHa YHKUMS, €HAOreHHW HapyleHusl Ha
BbINexuapaTHUa MeTabonmsbM (Harp. B pesyntart ot 3abonseaHusa Ha WWTOBUAHATa XNe3a,
npeaHms Asn Ha xunodusata M Ha Kopata Ha Hapgbubpeka), KakTo W JieKapCTBeHW
B3aMMOAeNCTBUS.

CumnTomuTe (NOAPOMaHATE CUMNTOMM) Ha aapeHepru4vHaTa obpaTHa perynauus npu
XUTOMTIMKEMUATA MOXKE Aa NUMNCBET WX A& ca MUHUMAJIHW aKO XUMOrfIMKEMUSATa HacTbrsa
MHOI0 NOCTENeHHo, ako e Hasule aBTOHOMHa HeBpornaThsi UM Mpyu eJHOBPEMEHHO NedeHne
CbC cumMnaTukonuTum {(ocobeHo ¢ beta-brokepu).

XvnornMkeMusita ce xapakrepusvpa CbC CragaHe Ha HMBaTa Ha KpbBHaTa 3axap nog
50 wnn 40 mg/dl. MNpy npekoMepHO criagaHe Ha KpbBHaTa rIoKo3a MoXe Aa ce HabmopasaT
cegHWTe NpoApOManHM CUMITOMM, KOWTO fa npeaynpessaTr rfauMeHTa WMaM OKOSHWTE 3a
HacTbMNBAHETO Ha XMNornKeMusTa:

e BHE3aNHO M3NOTsBaHe;
nannuTauumu;
Tpemop;
UyBCTBO Ha rnag;
Bb30OYAMMOCT;
M3TpbrBaHe B obnacTTa Ha ycrarta;
npebrefHsBaxe;
rnasobonue;
3aMasiHoCT;
HapylLleHWs Ha CbHS;
TPEBOXHOCT;
DernpecvnBHO HaCTPOEHUE;
HecTabWITHOCT B ABMXEHWUATA,
fPEXOAHW HEBPOOrMYHK AetekTn (Harnp. HapyleHus Ha 3pEeHUETO U peyra
WM Mapanusa, CeH30PHKU HapylLeHus ).

Mpy nporpecMpaHe Ha XUNornMKeMusita, NaUMeHTbT MOXE Aa 3arybn KOHTPOsi BbpXY
cebe cu M pa sarybu cb3HaHue. Koxata oOMKHOBEHO € BRaxkHa, CTYAeHa W ce Habnogasa
CKJIOHHOCT KbM MbpyOBE.

[nabeTUKET MOXKE Aa Kopurvpa nexka XWnornvMKeMusi Ypes KoHCcyMauuvsa Ha 3axap WM
Ha XpaHK, 6oraTy Ha 3axap. ETo 3awo BuHarv Tpsbea ga Hock cbe cebe cn 20 g rokosa.

AKO XMMNOINIMKEMMUSTa He MOXe Aa ce kopurupa HesabaBHo, crielHo Tpsibesa pa ce
noBuKa jieKap. .

OcBeH XUNOrMMKEMUSTa Ca Bb3MMKHW W APYrY HEXenaHW edexTu.

Ocobero B Ha4anoTo Ha JIe4YeHWeTo, BCNeACTBUE Ha fpoMsHa Ha HMBaTa Ha KpbBHaTa
rAKO3a MOXE [a HacTbNAT NpexXofHV 3pWUTEenHM HapylieHus. Pagko ca HabrmopasBaHu
racTpo-MHTECTUHaNHW HapyWeHNs KaTto rafgeHe, KWUCeNWHW, OpUreaHe, HapylleHus BbB
BKYCa, TEXECT B CTOMaxa, 4YyBCTBO 3a MbNHOTa, NOBpbLIaHe, kopeMHa bosika 1 Anapus.




KoXHW peakuy Ha CBPBLXYYBCTBMTEAHOCT U (MOTOUYBCTBUTENHOCT Ca peakyd. MHoro
PAAKO KOXHWTE peaktni MOXe Aa fpepacHar B XKMBOTO3acTpallaBalllo ChCTOsSIHUE C ANCTIHES
W TOHWKEHWE Ha KPbBHOTO HansiraHe A0 XXWMBOTO3acTpawasalt wok. Camo B W30NMpaHu
cyyau ca OMnUCaHN TEXKW TeHepasM3MpaHu peakuun Ha CBPbXYYBCTBUTENHOCT, (KaTto
eputeMa mynTudopme, (cuHgpoM Ha Steven-Johnson), cuHapom Ha Lyell, ekcchonunatveeH
[epMaTUT, epuTporepMns N eputeMa HOOO3YM), KaKTO M XOnecTasa, XenaTuT, XbATeHuUa,
noBuMLLIEHW HKMBa Ha YepHoApobHUTE eH3uMK, Tpecka 1 B0JIKN B CTaBuTe.

HapylieHusTa B XeMoMoe3arTa ca peaku (TPOMBOLIMTONEHMS, KaTo MOXe Aa ce NposiBU
W C nypnypa), WM MHOrO peokM (NEBKOMEHWS, EPUTPOMEHWs,, NaHUMTONEHUs W
FpaHynoLMTONEe N [0  arpaHynouurosa). B wsonumpanm cnyuau ce  Habmiopaeat
XEMONIUTKUYHE aHEMMSI W BacKysuT. Mo MpUHLMA Te3n NpoMeHn ca obpaTMK, HO MOXe U Aa
Ca XMUBOTO3aCTpallaBallK.

B uzonupaHu cnydan ca HabniogaeaHu ymepeH guypetudeH edekT Ha glibenclamide u
rpexogHa npoTerHypus.

Tpsibea ga ce uMa NpefBuA Bb3MOXHOCTTa 3@ NPOsSiBa Ha KPbCTOCaHW anepriyHu
peaxkumu ¢ apyrv cyndholunypeiiii nekapcTea, cynhoHaMuaHM NponsBogHM U NpobeHelna,.

4.9 [pepoznpaHe

CuMIIToMit Ha rpefosnpanHe

lpenosmpaHeTo rMpu egHOKPaTHO NpUoXeHWe Ha BUCOKK o3k glibenclamide, kakTo 1
NPUACKEHUETO Ha MaJIko MO-BUCOKW A03M 38 NPOABIMKUTENHO BPEME, MOXe fa AoBefe A0
TEXKE, NPOSLMKUTENHA M XMUBOTO3aCTPaLIABALA XMTOTMKEMUS,

fipn npeoHaMepeHo NpeaosupaHe e Bb3MOXHO Aa Cce TPOosiIBU  TPOAB/IKUTENHE
XUMNOrIIMKEMUS], KOSTO Cief] YCMelliHa HadanHa Tepanisi MoXe Cief HAKOKO JHW 21a 3aTUXHE,

fMpn nNauWeHTV C HapylleHo Cb3HaHWe Moxe 6bp30 Aa ce pasBue XUMornvkeMuyeH
ok, Tol ce oTnmuyaBa c Oe3Cb3HaHWe, Taxukapausl, BRaXHa KOXa, XunepTepmus,
[BuUratesiHa Bb3byAMMOCT, Xxuneppedriekcus M napesa ¢ MOMIOKWUTENeH pedneKkc Ha
babuHcku.

TepanesTiyHy MEDKY NIPH PESo3uparie

Bk T. "4.8 Hexxenaku nekapcTBeHn peakun” 3a neveHne Ha sieka XWnornmKeMus.

3abenexka: €4HOBPEMEHHOTO MpWIOKEHWE Ha guar gum 3HauuTenHo 3abass
abcopbunsTa Ha rMioKo3a cnes nepopanHo npunaoxkeHue. Npu egHoOBpeMEHHO NpUIoXKeRKe
Ha akapb03a, NepopanHoTo fieveHne Ha XUNOrNMKEMUsITa e Bb3MOXHO CaMo C IiloKo3a, HO
HE U € onurosaxapuau!

Fipn Texxka xunornukemus: (CbC 3aryba Ha cb3naHwe) TpsibsBa BeAHara fa ce ocurypu
BEHO3eH [OCTbil. JIGUEHWETO BKMIOYBA MHTPaBEHO3HO npunoxenmne Ha 40-100 mi 20 %
pasTBOp Ha FiloKko3a u/unu (Hanp, ako He e Bb3MOX(EH BEHO3EH AOCTBIT) UHTPaMYCKYSiHO
WK MOAKOXHO NpURoXKeHWe Ha 1-2 mqg rfiloKaroH.

3a pekypeHTHa rpodunakTuka cnep MgeaHe B Ch3HaHMe ce fipunara nepopanHo
ornexuapa™ (20-30 ¢ BbrmexuapaT¥ BeAHara M Mocdie Ha BCekn 2-3 yaca) Wu
npombikMTENHa MHbDY3MA Ha rmokosa (5-10 %) npes cneasauivTe 24-48 vaca. Moxe fa ce
APWIIOXKM W MHTPaMycKynHO 1 mg r/lioKaros Ha Beceku 6 Yaca B npogb/ikeHne Ha 48 uvaca.
HeobxoauMo e peacBHO NPOC/EAsBaHe Ha rAoKo3aTa B kPpbBTa NoHe 48 yaca cnef Kpas Ha
TEXKOTO XMMOTNMKEMUYHO CBCTOSIHUE.

fip NpogwbmKuTENHa 3aryba Ha Cb3HaHWe Cnef TeXKa MHTOoKcuKauus (KkaTto Hanp.
ONUT 3a caMoybMICTBO), ce Mmpunara npoabimkuTesHa MHPy3msa Ha 5-10 % rniokosa ¢ uen




€e MoAHOBW C BWCOKOKOHLEHTpWpaHa riiokosa. Mpy nunca Ha npomsHa B KIMHWUYHOTO
cbCTosHKe, TpsbBa Aa Ce TOTHLPCAT APYMY MPUHMMHW 338 HapyweHOoTO Cb3Hahue, Aa ce
NPUNOXM NeYeHne 3a MO3bYHMS OTOK (AeKcameTasoH), Ha Ce OCBLUECTBU MHTEH3UBHO
nedeHmre u npocieassaHe.

OcoBeHo npuy Aeuara, IeYeHNeTo Ha XUNorJiMkeMusaTa Tpsibea Zia ce OChLUECTBSIBA NpW
MOCTOSIHHO NpocniefisiBaHe HWBaTa Ha KpbBHaTa 3axap.

Mpy oCTpa MHTOKCUKaLWMS, OCBEH ropeusbpoeHuTe Mepky MoXe fia ca Moaxofsm u
mpaeunara npv obula WHTOKCUKauus (cToMallHa MpoMMBKa, MOBPbLLUaHe), NPUIoXKeHHe Ha
aKTUBEH BbIMEH.

Glibenclamide ne ce puanusupa.

5. ®apmMakoyIornYHM faHHu
5.1 dapMmakoguHaMU4YHN CEBONCTBa

dapMaKo-TepaneBTMYHa rpyna: nepopaneH aHTuavabeTeH JieKapCTBEH MPOAYKT,
cyniannnypeitHo nNekapcrso

ATC koa: A 10BB01, Glibenclamide

Glibenclamide okassa XunornukemMuueH edeKT KaTo noBuulaBa Ccekxpewnsita Ha UHCYnH
ot 6eTa-KneTKaTa Ha NnaHKpeaca KakTo fpy nauMeHTu ¢ auabeT Tun 2, Taka M NpyY 3fipaBu
nvua. HerosusT edeKT Bbpxy NaHkpeaca Uy 6eTa-LIMTOTPONHUAT MY edheKT ce AbIKK Ha
CTUMYyAIYpaHe Ha Bce ole dyHKkHKroHupalunTe Heta KIETKM Ha JlaHrepXaHcoBuTe OCTPOBK B
naHkpeaca, T.e. ocsoboXaBaHe Ha eHAOreHeH WHCYNMH W CRE0BatenHo HeroBoTo
NPUNOXEHME Npearnosara Halnume Ha W3BeCTHO MPOV3BOACTBO Ha eHAOreHeH WHCYNKH Npu
naumneHTa. To3u edeKT ce ycunea oT MMioKo3aTa.

OnucaHo e uHxubupaHe Ha OCBOOOXA@BaHETO Ha rAlKaroH oT A KNETKWTE Ha
MaHKpeaca W eKcTpanaHkpeacHn edbeKTM Karto MOBULIaBaHe UYBCTBUTENHOCTTa Ha
KHCY/IMHOBMS] PELIENnTOp KbM MHCYIiMHa B nepudepHata ThKaH, MHTeH3UbuKaums Ha edexra
H& WHCY/IMHa Ha NOCTPELISNTOPHO HUBO W 3abaBsiHe Ha Pasrpa)JaHeTo Ha peLienTopa, Ho no
BBMPOCa 38 TAXHOTO KIIMHUYHO 3HaYeHUe BCE Ollle HsMa [OCTaTbYHO siCHOTa.

5.2 ®apMakOKMHETU4HM CBOWCTBA

Glibenclamide ce pesopbupa gobpe cnen nepopanHo npunoxeHue y xopa. CTeneHTa Ha
abcopbumsTa, 0CBOGOXAaBaHETO U BUOHaMMUHOCTTa 3aBUCK OT flekapcTeeHaTa dopma. Mpu
in vitro onuTWTe 3a ocBOGOKAaBaHe C HeMWKpoHuaupaH Maninil® 5, 63 % oOT NiexapcTBeHOTO
BELLECTBO Ce 0CBOOOXKAaBa Ha 15-Tata MuHyra, a 72 % - Ha 60-Tata MuHyTa.

EqHoepeMeHed NpWeM Ha XpaHa MOXe [a AOBefe [0 HamaneHwe Ha niasMeHata
KOHLEHTpauma B cpaBHEHWE C NPUNoXeHne npey XpaHeHe,

Glibenclamide ce cBbp3Ba € rnnasMenus anbymuH B nosede oT 98%. Ha npaxTuka
glibenclamide ce pasrpaxga HarbIHO B 4epHus Apob [0 Osa OCHOBHW Meraboimta — 4-
trans-hydroxy-glibenclamide u 3-cis-hydroxy-glibenclamide. 4-trans-hydroxy-glibenclamide,
MoHE MpW XWUBOTHM, MMa YMEpEH XWHOFAIMKEMW4eH edeKT, AKTMBHaTa KOHLeHTpauus y
M/TEXOBE € eKBMBaneHTHa Ha okono 10-15 % oT BelwecTBOTO Npeay Aa ce pasrpaay. [lsata
MeTabosiMTa ce OTAGNST NOYTYH B efiHakBa cTerneH upes 6bhpeka v »buKaTa.

CpenHoTo BpeMe Ha nonyxwmsoT Ha glibenclamide B nnasmara e okoso 1.5-3.5 yaca.
Buripeku TOBa MpPOABL/MKUTENHOCTTA Ha AEACTBUETO He CLOTBETCTBa Ha BPEMETO Ha
MOMYUBOT. B NO-HOBY MPOYYBaHMA 3a €MMMUHMPaHETOo Y Xopa, He e 610 Bb3MOXHO Jla ce
YCTaHOBM T. Hap. ObfOOK KOMapTMeHT.

fipy naumeHTW € HapylweHa uepHoApobHa dyHKUMS ce yAb/bkaBa BPEMETO Ha
eNMUHUpaHe oT Nnasmara.
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flpn yMmepeHa 6bbpevHa HeOCTaTBYHOCT (KpeaTWHMHOB KAMpBHC = 30 mi/min),
OT/ENAHETO Ha Hepa3rpafgeHoTo BelecTBO W Ha ABata MeTabosivTa He Ce MPOMEHS, KaTo
akymynaums ce Habniogasa caMo nNpu Texxka 6bbpeyHa HeloCTaThYHOCT.

BHoHa/TNYHOCT

A6conoTHaTa BroHanMuHocT Ha Maninil® 5 B cpaBHeHMe ¢ MHTPaBEHO3HO NPUIOXEHNE
e okono 54 (49-59) %.

5.3 lpeaknnHVUYHA AGHHK

OcTpa TOKCHYHOCT

lpn npoyyBaHsl BbPXY XUBOTHW € YCTaHOBEHO, Ye KaKTO OCTpaTa, Taka WU XpoHu4HaTa
TokcuyHocT Ha glibenclamide ca uskmouuTenHo HuckW. Mepopantara LD50 posa e Hag 15
g/kg TenecHo Terno npuv rbXose, MULWKKA M MOpcKu cBMHYeTa W Hag 10 g/kg TenecHo Terno
Mnpy 3aitm 1 Kyyeta.

XPOHUYHA TOKCHYHOCT

Mpy nacnegeaHnaTa 3a XpPOHUYHATA TOKCUYHOCT HE Ca [IOKa3aHW TOKCUYHK CUMITOMM,
MaKpOCKOMNCKM W MUKPOCKOMCKW MNPOMEHM B OpPraHUTe WM FIPOMEHM B KIWMHUYHUTE
napameTpu Crieq nepopasnHo npunoxeHue Ha glibenclamide ot 0.2 go 20.0 mg/kg TenecHo
Teryio 3a nephog ot 45 gHK Ao 9 ceaMmMUM ApK MibXoBe 1 18 Mecelia Npy KyYeTa.

TyMOpOreHeH it MyTareHeH HoTerLnasn

Hama Hann4yHW Aadbn 3a TYMoporeHseH noteHuman Ha glibenclamide. B HsaxonKo in vitro
u in vivo uscnegBaHus 3a MyTareHoct (Ames TecT, MWKpPOHyKNieapeH TecT) He € YCTaHOBEH
MyTareHeH noTeHuuarn.

[IpoyuBars BbpXy penpogyKkynaTa

fip wuscnenBanus BbpXy GEPTUIMTETa MpPW KEHCKW W MBXKWA TIbX0BE He ce
yCTaHoBsIBa yBpexdaHe cnef npunoxenue ao 15 g/kg TenecHo Terno. Mscneasanuara BePXy
UTbXOBE UM 3aliliy N0 BpEME Ha YyBCTBUTE/HW €Tany OT OpraHoreHesata He faBaT AaHHW 3a
MyTareHHu, TEPaTorelH! N eMBPUOTOKCUYHN edekT. EMBPUOTOKCUUHN ederTh NpY 3aiuy,
MAbXOBE W MUUIKY, KaTo BLTPEMatoyHa CMbpT Ha nnofa W/WnM neko foBuillaBaHe Ha
pe3opbumsta ca HabnogaBaHW CamMO NPU MPUWIOKEHWE Ha UBIIOYUTESIHO BUCOKM /103U,
kouto npesvituaBaT 10 000 nbTu hapMaleBTUHHO edeKTUBHWTE [03W MpU MNAbXOBE U
MULLKY,

6. GapMaueBETHYHKN CBOMCTEA
6.1 CnMUCbK Ha NMOMOLHNTE BEUIECTEG M TEXHUTE KOJINYECTBA

Lactose monohydrate, potato starch, magnesium stearate, talc, gelatin, colouring agent
cochineal red A (E124)

6.2 DUEMKO-XMMNYHHN HECLBMECTHMMOCTH
He ca masecTHw.

6.3 Cpokx Ha rogHocTt
3 roauHun.

Ha He ce W3non3Ba Cnej W3ThuYaHe Cpoka Ha roaHocT, obo3HaveH Ha onakoskaTal
6.4 CneuuasnHm yCJIOBUS Ha CEXPaHeHne
[la ce coxpaHsBa nop 30°C!




[la ce masu Ha MACTO, HefOoCTBIHO 3a Aelal

6.5 BaHHn 32 ONaKOBKaTA
KapToHeHa kyTusi, 6yTunka cbe 3anyianka, 30 ml, or 6e3UBETHO CTBKIO C €TUKET, C

TpUAOKEHAa NUCTOBKa 3a raumeHTa.
FoneMyHa Ha onakoBkaTa — 120 TabneTkuW.

6.6 [lpenopbku npy ynoTpeba
Maninil® 5 ce oTnycKa no NeKapcko npegnucaHme.

7. TputexaTen Ha paspellexdnero 3a ynotpeba
Berlin-Chemie AG (MENARINI GROUP)

Glienicker Weg 125

12489 Berlin

Germany

8. PerucrpaunoHen N2 B Perncropa no wi.28 or 3JIAXM

2000200

9, [ara Ha ABLPBOTO paspeLieHne 3a YnoTpeba Ha fieKapCTBEeHNs NPoRyKT
04.05.1993

10. [Aarta Ha axTyanusauus Ha TeKcra
Agryct, 2003 roa.
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