KpaTka xapaKkTepMcTAKa HA OPOAYKTA

1. TBPTOBCKO UME HA JIEKAPCTBEHHUA ITPOAYKT

M3MLAHWEENHA ATEHUMS 110 NTEKAPCTBATA |

Kpamea xapasinepuciuxa Ha mpodyima - Npunoxenua 1

Glucovance 500 mg/2.5 mg ¢punmupann TabreTku

2. KAYECTBEH H KOJIMYECTBEH CbhCTAB

............................................................

Enna ¢ummmpaHa Tabnerka chabpxa.

------
--------------------------------------------------------

L% (510 10) 41111 4 U SN 390.00 mg
ExpuBanenten Ha metformin hydrochloride................... 500.00 mg
Glibenclamide......coovvviiiiiiiiii i e 2.50 mg

[lomornam BemecTBa: Chappxka JaKTo3a, BUK T.4.4.
3a I'BJIHAS CIIMCHK HA HOMOIIHHTE BelleCTBA BAXK T. 6.1.

3. JEKAPCTBEHA ®OPMA

Ouvupann TableTku
Glucovance™ 500mg/2.5 mg TabeTk ca oparmkesy, ¢ popMa Ha KANCYIA, GEKOHBEKCHH,

¢ummupamu TabnerTkw, ¢ Hagouc “2.5” oT eHATA CTpaHA.

4. KJAHUYHHA TAHHHA
4.1 lloxazanus

Jleuenne Ha amabeT THO 2 NpuM BB3PACTHH, KATO 3aMeCTBaHE HA MPEAXOOHO KOMOHMHHPAHO
neyeHne ¢ metformin u glibenclamide pn manmenTH, wuaTo rmrkeMus € crabumua U gobpe

KOHTPOJIHpaHA.

4.2 Jo3apoBKa ¥ HAYHH HA YyOOoTpeba

Ilepopanno mpuioKeHEE.

3a ynorpeba camM0 np¥ BE3pacTHH.

Ilo npuEDAN:

KakTo 1IIpm BCHYKH XHUIOTTHKEMWYHH JEKApCTBEHU npon;yxm no3ara TpAOBa Ja ce ajanTHpa
criopel HHAUBHAYAIHASL MeTabomiTer otroBop (rimukemus, HbAlc).

Havano Ha Tepannara:
Jleuennero TpaOBa Ja Ce 3amOYHe C 7032 OT KOMOMHHpaHUS NPOJYKT, €KBHUBAJICHTHA Ha
NpequiIHUTe HHAABUAyanHu go3u Ha metformin m glibenclamide; nosata moctenmeHHO ma ce

YBE/IMYaBa B 3aBUCHMOCT OT I'TIMKEMUTIHUTE IapaMETPH.

THTpHpaHe HA 03ATA:
Ho3ata TpgabBa fa ce afanTepa Ha BCEKH 2 CCAMHALH HITH 110-TBIT0,

KarTo ce yBesnan4daBa ¢ | TabieTka B 3aBUCHMOCT OT ITTHKEMUYHUTE HapaMeTpH.
ITocTerienHO yBenWdaBaHe HA A03aTa MOXE [a IMOANOMOrHE raCTpPOMHTECTUHAIHUA
Ja IpEeOOTBPATH HACTHIBAHETO HA XHUIIOTIIHKEMHUY.

MaxcuMa/Ha THEeBHA NPENOPbhYKTEIHA J034a:



-  Maxcumannara JTHEBHA MPEIOPHYATETHA A03a e 6 Tabnerku Glucovance 500 mg/2.5 mg.
10308 pexum:

J1030BHAT pe:KUM 3aBUCH OT HHANBHAYAIHUA HAYWH Ha yIoTpebda:

- Bena®x JHEBHO, CYTPHH Ha 3aKyCKa, IIpH 7103a oT 1 TabneTka Ha JeH;

- JlBa MBTH MHEBHO, CYTPHH U Bedep, IIpH 103a OoT 2 WiH 4 TabieTKH Ha JIeH;

- Tpu neTH AHEBHO, CYTPHH, 00en u Beyep, IpH 034 OT 3, 5 WK 6 TabeTKH Ha IeH.
Tabmerkure TpsbBa Oa ce mpueMaT IO BpeMe Ha xpaHeHe. JIO30BHAT peXHM TpabBa Za ce
ajanTHpa cnopell HHIWBHAYATHHTE XpaHATEIHN HaBUIM. Bee mak, ciaen Beska no3a TpsaOBa Aa
Cé IpPHEMA XpaHa C JOCTATHbYHO BHUCOKO BBITICXHJAPATHO CHALPKAHHME, 33 Jia NIpedoTBpaTH
OABATa Ha XUIOTTMKEMHUYHH CITH30/I4.

KomM0uEMpaHA Tepanasd ¢ HHCY/JIHH!
HsaMa KIHHIYHYA JaHHY 33 ¢OIHOBPEMEHHATA yIoTpeba Ha TO3H MPOAYKT ¢ WHCYITHH.

ITanueHTH B HANIPEAHATIA BH3PACT:
Jlozara Ha Glucovance Tpa0Ba z1a ce aganTHpa cnopel napaMeTpuTe Ha OpOpeuHara GyHKIHS
(3anouHere ¢ 1 Tabnerka Glucovance 500 mg/2.5 mg); neoOxomuM € peaoBeH KOHTPON Ha

O6b0peunara pyHKIEA (BHXK T.4.4)

IlanHeHTH B NeIHATPAYHA BBL3PACT:
He ce npenoprusa ynorpebara Ha Glucovance nipu aena (sux T. 5.1).

4.3 Hpomnonoxaaanﬂa

To3u nexapcTBEH NPOAYKT He TpsOBa HHKOra [1a ce Ipmiara B CJry4aif Ha:
-  CBpBXUyCcTBHTENMHOCT XBM metformin  hydrochloride, glibenclamide wmm ppyrm

cyndaummypeliH JJeKapCTBEHH NMPOXYKTH, KM KM HAKOE OT MIOMOIMHHUTE BEIIECTRA;

- 1in I puabet (MECYIHH-3aBHCHM AuadeT), Keroalluao3a, nuadeTHa nIpe-KoMa,

-  6BOpeuna HemOCTATHLYHOCT UM JUCOYHKIHA (KpeaTHHEHOB KIaphHC < 60 ml/min);

- OcTpHu CBCTOSHHA ¢ MOTEHIHAN Ja HpoMeHAT ObpOpedHara QYHKLHA, KAaTO: JeXHApaTAUA,
TEXKAa HHQPEKNHA, MOK, BLTPECHAOBO IIPHUIOKEHUE Ha HOA-ChABpXAMK KOHTPACTHH
BemiecTBa (BIK T.4.4 Coelaniy OpeaynpesxacHasa U CIICHHAIHU MEPKH IIpH yroTpeba);

- OcTpu MM XpOHHYHH 3a00JIBAaHMSA, KOHTO MOraT Ja NPUYHHAT TBKAHHA XHIOKCHM, KaTo
CbpICYHA HJIM PECIHpATOpHA HEAOCTATHYHOCT, HACKOPO IpeKapaH MHUOKapleH HHOpapKT,
IOK;

-  XWpYprudHu MHTEpBCHIMH (BHX T.4.4)

-  YepHonpoOHa HENOCTATHYHOCT, OCTPa ANKOXOJHA HHTOKCHKAIIHS, ATKOXOIU3EM;

- Hopoupwus;
-  KsvpMene;
- B xoMOunanusa ¢ MHKOHa30 (B T.4.5).

4.4 Cnennanuy npeaynpexaesHsa ¥ NpeAna3sHH MepKy OpH yuoTtpeda

JIAKTATHA aIHA03A:




JaKTaTHA al|o3a MoraT H TpsdBa ga ce HaMalnsdBaT 4pe3 OLEHABaHe, CBHINO Taka W Ha OPYTH,
CBBP3aHH PHCKOBH (PAKTODH, KaTO HealeKBATHO KOHTPOIHPAH JHAGET, KeT03a, PO bIDKUTE/IHHN
IIOCTH, AJIKOXOJM3BM, YePHOAPOOHA HENOCTATBYHOCT H BCAKAKBO CBHCTOSHHE, CBEDP33HO C
XHITOKCHA.

Huaznosa:
JlakTaTHaTa aunMAO3a C€ XapakTepH3Hpa ¢ auua0o3Ha uclHed, abgoMuHamHa Gonka u

XHIIOTEpMHA, ITOCICABAHA OT KOMa. JluarHocTHIHuTe N1a00opaTOpHH HAXOAKH Ca INOHHXeHO pH
Ha KpbBTa, IUIa3MEHW HHBa Ha Jakrara Hax 5 mmol/l, mopumena pa3inka B aHHOHHTE H
JIAKTAT/IIHPYBAT CBOTHOMICHHE. AKO ce Ipelroiiara METaboNuTHA alfKa03a, TO3H JIEKAPCTBEH
IpOLYKT TpsAOBa [a ce crpe U MamUueHThT He3abaBHO Ja ¢e XoCTHTAIN3upa (BHXK T.4.9).
XHnorauKeMu s

TeH kato cboepka cynpamumypes, Glucovance wu3nara manmmeHTa Ha PHCK OT IIOABAa Ha
XUIIOTTIUKEMUYHHY enu3oau. Cnell xaTo 3alovHe JeYCHHETO, MOCTENCHHOTO YBEMHYABAHE HA
A03aTa MOX€ Ja IIpedOTBpaTH IOABAaTA HA XHIOTJAHKEMHA. 1oBa JiedeHHE TpsOBa Ja ce
IpeXlBCBa caMO, akKo MaHEHTHT CNa3Ba PEAOBCH peXHM Ha XpaHeHe (BKI. 3aKycKa). BakHo e
BBIVIEXUOPATHUAT IPHEM Jia € PEROBEH, Thil KATO PHCKBT OT XHIIOTJIMKEMHS CE€ IIOBHINABA OT
KBbCHO XpaHeHe, 0T HeJOCTaTh4CH Wi He ODanaHCHpaH BhIIeXHuApaTeH IpueM. XHUIOTIUKEMHUS €
IO-BEPOSTHO Ja Ce NOSBH B CIydail Ha €HEpPrHiiHO-HaMalieHa IUeTa, Cliel MHTCH3UBHH HIH
IPOTBIDKHTEIHH YIIPAXXHEHHsS, NPH aNKOXONCH INPHEM HJIM [0 BpeME Ha INPHIOKCHHETO Ha
KOMOMHALTHA OT XMIIOTIMKEMWYHH CPEICTBA.

Jluaznosa:
CuMnToMuETE Ha XHIOOINIHKEMHUA ca: riaBofosme, riaj, rajcHe, OOBPBIIAHE, CHIIHA yMOpa,

HapyIICHUS HAa CBHS, OE3MOKOMCTBO, arpecus, BIIOIIEHA KOHICHTpAUs M pPEaKiluH, AeIpecHs,
oOBpKBaHEe, 3acKBaHe, 3PHTENHE HApYIUCHHA, TPEMOp, Napann3a ¥ OapecTe3rd, BUCHE Ha CBAT,
ICIMPUYM, I'BPYOBE, CBHIUBOCT, Oe3ch3HaHue, NOBHLPXHOCTHO AUInaHe B Opaaukapaus. ITopaau
oOpaTHa perynanus, NpeiIu3BHKaHa OT XHNOTIMKEMHATA MOXKE Ja Ce IOABAT IOTCHe, CTpax,
TaXUKApIAsS, XUICPTOHKA, CHpIcOMeHe, aHruHA W apuTMus. IlocieHUTe CHMIOTOMH MOXE Ja
OTCBCTBAT, KOIaTO XUIIOTIIMKEMHSTA ce pa3Bypa 6aBHO, B ciydall Ha ABRTOHOMHA HEBPONATHA HIIH
aKo IIalldeHTHT IpHeMa ©Oera OnoxepH, KJIOHWIHH, pe3epidH, TBAHETHIMH HIH

CHMIIATOMHAMCTHIIHA.

Jleuenue Ha xuno2nuxemMus.
YMepeHuTe XMIOITMMKEMHUYHI CHMITOMH €3 3aryba Ha Ch3HAHHME MM HEBPOJIOTHMYHH H3ABH

TpAOBa a ce KopHrupar dpes HezabapeH IIpueM Ha 3axap. TpabBa ma ce ocHrypH aganTupaHe Ha
n03aTa W/AIA OPOMEHHM B PEXXHEMa Ha XpaHeHe. TeXKH XWIOTJIHKEMHYHH DeakIHh ¢ KOMa,
NpUIaNBIH WIH APYrH HEBPOJIOIMYHH TPH3HAIM CAa CBHIIO0 BH3MOXHH M HalaraT CHEIIHa
MEAMLHHCKA HaMmeca, H3MCKBama He3abaBHO JICUCHHE ¢ HHTPAaBEHO3HA INFOKO33a, BEOHATA ClIeN
KaTo NIpHYMHATA € YCTAHOBEHA MJIM Ce IIPejMoara, Mpelr CBOEBPEMEHHOTO XOCIUTAIN3HPAHE
Ha ManUeHTA.
3a A3 ce HAMaJId PHCKA OT XHIOTTHKEMHYHH CIydad, Ca BRXKHM BHHMATENHATA CEJICKIHA Ha
MAlUECHTHTE M 103aTa, KaKTO ¥ aICKBaTHY HHCTPYKIIMHA 3a nalluenTa. B ciayyail Ha mOBTapAllH ce
TEXXKHA WU CBBpP3aHH C HEJOCTAaTbYHA OlEHKA Ha CHTYallHATa XUIIOITTMKEMHYHH CIIA30AM, €
HeoOXOaMMO Jia ce Npenopbyia Apyro aHTHANA0ETHO ICYEHHE.
Daxmopu, 800euu 00 XUNO2NUKEMUS:
- eXHOBpeMeHHa ynorpeda Ha alIkoxoll, 0COOEHO 110 BpeMe Ha JHeTa;
- OTKa3 WiH (NO-ClIElHANHO [pH MallMeHTH B HANpeJHAIa BB3PAcT) HE
NanyenHTa 1a CETPYIHAYH;
- HEJOXpAHBaHE, HEPEAOBHO XpaHEHE, IPOMyCKaHEe HA XpaHeHe, JHera
aueTrara,




~  HeJocTaThyeH Oanmanc Mexxny (H3AYeCKO HaTOBApBaHE ¥ BBIVIEXHJPATEH IIPUEM;

- O0pOpedna HENOCTATHYHOCT;

~  TEXKa 4epHOApoOHA HeIOCTATHYHOCT;

~ npenosupade Ha Glucovance;

-  BSAKOHM €HAOKpHHHH HapyIHeHHA: THPEOHAHA HEAOCTATHYHOCT, XunodusHa H HandOLOpeuyna
HEAOCTATBYHOCT;

- CBHIBTCTBANI IPHEM Ha PCAHIIA APYTH JEKApCTBECHH NMPOAYKTH (BHX T. 4.5).

bvbpeuna u ueprnodpobua nedocmamuvynocm:

dapmakoxkuHeTHKAaTa B/ papMakonmHamMukaTa Ha Glucovance Moxke na Obae NpoMEHEHA

IpH MNagueHTH ¢ 4YepHOApoOHA HIM TekKa OBOpedHa HENOCTATHYHOCT. AKO Ce IIPOSIBH

XHIIOTJIMKEMHUA NP TAKHBA NMAfHEHTH, T4 MOXe A2 ObAe yAbIKEeHa, KaTo TpAOBa Ja ce 3an04He

CHOTBETHO eYCHHUE.

Hugopmayun 3a nayuenma.

PrcKOBeTE OT XHIIOTTIMKEMHS, HEHHATE CHMITOMH ¥ JIeYCHHE, KaKTO M IIpeapasnojaraniure

(hakTopu, TpAOBa na ce oOACHAT Ha MalMeHTa U Ha HeroBoTo ceMercTBo. CHII0 TaKa, pACKBT OT

JIaKTaTHA an@zio3a TpAOBa a2 ce MMa NpexBHA B CJIydail HA HeCUeMUpUYHH NMpH3HaN#, Karo

MYCKYJIHH CIIa3MH, IPHIAPYKECHH OT XPAHOCMHIATCIIHM HapymieHWs, abaomuHaliHa OoNka H

TEXKA 8CTEHHS, JUCITHES, IbJDKAIIA CE Ha alli03a, XHIIOTEPMHUL H KOMa.

[To-cnenuanio, mamueHTHT TPiAOBa Ja OBAc HHGOPMHPAH 34 TOBA KOJKO € BXXKHO Aa CIa3Ba

AHeTa, peXOBHO N1a MpaBH (PU3HUECKH YIIpaXXKHECHHA H a MpOBEpABa HUBOTO HA KpbBHATa 3aXap.

HebanancapaBa KXpbhBHA 3axap:

B caydait Ha onepauds MM BCAKakBa Apyra NpHYHHA 3a QrabeTHa AeKOMIIeHcamus, Tpsadsa na

ce IpeABHIM BpeMECHHA Tepallus ¢ HHCYIMH, BMECTO TOBA JICHEHHE,

CHMOTOMHTE Ha XUIMEPTIAKEMHIS ¢a: YBEIHUYEHA TUYype3a, CHITHA XKaXkaa H CyXa KOxKa.

brOpeuna dyskmuasn:

Toi# kaTo metformin ce exckperpa dpes 6Bp0peinte, ce MpenopHYBa KPEATUHUHOBUS KIKPBHHC

M/HJIH HUBATa Ha CEpyMHHA KPEeaTHHHH TPA6Ba [1a ce ONMpeAcILT IIPeAH 3a09BaHe Ha JICHCHUETO

M PEIOBHO CJ€M TOBA:

-  Hali-MaJIKO BeJHBX TOAMINHO IPH IAUEHTH ¢ HopMatHa 0x0peuna QyHKums;

- Ha¥-MaJIKO JBa J0 Y9CTHPHM ITHTH IMN'OJMINHO IIPH MNAHCHTH ¢ HABA Ha CEpYMHUA KPCaTHHHH Ha
HOpMaJTHaTa rOpHAa I'paHHIa, KakKTO H OpH I0-Bb3PacTHH MallHEHTH.

Hamangaeamero Ha OnOpeuHata ¢YHKIMA NOpE nNO-BH3pAaCTHH MMAMEHTH € YEeCTO H

acuMnroMaTHuHo. Cnermmanno BHUManue TpAOBa na ce oOLpHE B cy4yaute, korato 6pbpeunara

(OVHKIHS MOXE Ja C¢ HapyInmu, HaipuMep NpH 3anodYBaHe HAa AHTHXWIEPTCH3IWBHA MM

OUYpeTHUIHA Tepanus WIH B HAYaAlOTO HA JICYCHHE ¢ HECTEPOUIHH NPOTHBOBBHINAIMTCIIHH

IeKapCcTBeHH HpoayXTH (NSAID).

Ilpunoxkenne HA HOA-CHALPRAMHA KOHTPACTHH BelNecTBAa:

AHTpaBeHO3HOTO NPHIOXKEHHE Ha HOA-CHABPKAINH KOHTPACTHH BEIIECTBA IIPH PEHTTCHOBH

H3cIeARaHusl MOJKe Ja moeeae Ao O6b0OpedHa HeA0CTaTHUHOCT. B 3aBHcHMoOcT ot OnOpeuHara

dyuxmus, Glucovance TpsOBa aa ce clpe Ipenu TeCTa UM [0 BpPEME Ha TECTa M HE MOXKE M4

ce Bp300OHOBABa 48 yaca cieJ TOBa M TO CaMO IPH IOTBBPIACHA, Cliel U3CnenBaHe, HOpMaiHa

ObOpeuna QyHKIMA (BHXK T.4.5).

XHApYpProvYHd HHTCPBCHIHH:
Trit kaTo Glucovance cpaspika metformin hydrochloride, nevenuero ¢ To3u mpo

6bp1e cnpsHo 48 daca mpexu u3bpaHara omepanusa He MOXe Jia Ce Bb300HOBH
yaca cjlef TOBa, HO CaMo CJIe/l KaTo C€ YCTaHOBH, 4e OhOpeunara (QyHKIHUA € B HOPME




4.5

Apyra upexynpexacHHs
- Bcruky nainpeHTH TpsaOBa Na HMPOABIDKAT CBOSTA QWETa, ¢ PENOBHO pasnpeiclieHHe Ha

BBIVIEXHJpPaTHAS TpHeM Ipe3 jpaeHA. [lanmeHTATe C© HamHOpMEHO Terno TpsaAdOBa Ja
IpOABLIDKABAT HUCKOKAJIOPHYHATA CH JHETA.

- Ilo BpeMe Ha negeHdero ¢ Glucovance ca HeoOXoaAUMH pelOBHE PHIHIECKH YIIPAKHESHHS.

- ObuuaitauTe 1abOpaTOpHM TECTOBE 3a MOHHMTOpHUpaHe Ha auabera (rmkemmsa, HbAlc)
TpaOBa a c€ N3BBPINBAT PEHOBHO.

- T'nit xaTo TO3H JEKAPCTBEH MPONYKT CHAbPKE NaKTO3a, TOM € HPOTHBOINOKA3aH IIPHA BPOIcHA
rajlakTO3¢MHA, CHHAPOM Ha TIMIOKO3HA M TalakTo3Ha ManabcopOrus M B ciydaii Ha

JIAKTa3zHa HEAOCTATBYTHOCT.

B3aaMoaeHCTBHA ¢ XPYTH JeKapCTBeHH OPOAYKTH M APYrH GOpMH Ha B3aHMoelicTBHSA

IIpoTHRONOKA3IHA KOMOMHAIHY

Cerep3ann c glibenclamide

+miconazole (cECTEMEH BT, I'e/1 32 YCTHA JIHTABHIA)

IlopuImaBaBe Ha XHOOITTUKEMHAYHHSA (eKT ¢ BB3MOXHA MOSBa HA XUNTOTTTMKEMHYHH IIPOSBH HJIH

J0pH KoMa (BHX T. 4.3).

CeBbp3and ¢ metformin

Honapans KOHTPACTHH cpeacTBa

B 3aBucumocT oT Op6peunara dynknas, Glucovance Tpsbsa na 6s1e npeycTaHOBEH IPEJH TECTa
HIIH IO BpeMe Ha Tecta (BHXK T.4.3)

Henpenopr9daTeHH KOMOHHANHH
CBep3anu cbe CyadanmIIypeHHATE NPOXYKTH

+aJIK0X0JI
Edexr Ha 3moynorpeba (HEMOHOCHMMOCT KBM ankoxoi), ocobeso 3a chlorpropamide,

glibenclamide, glipizide, tolbutamide.

[ToBriaBaHe Ha XHNOIIMKEMMYHATA peakips (IOATHCKAHE HAa KOMIIECATOPHHUTE PEaKium),
KOHMTO MOTAaT Ja yNeCHAT IOABaTa Ha XHIOTMKEMHYHA KOMA.

Jla ce n36arBa ynorpebara Ha AJIKOXO0N H AIKOXON-ChABPIKAINH J1¢KapCTBEHH ITPOAYKTH.

+Phenylbutazone (cATEeMEH NLT)
IToBuiaBane HA XMIOTMTHKEMUYIHHA eQEKT Ha CynpaHUmypeHHHTE CpeAcTBa (M3MeCTBAHE Ha

cyndaHuIypeiHuTe IPOAYKTH OT IPOTEUH- CRBHP3BAIlHM MeCTa W/MIM HaMaliBaHe HAa TAXHOTO
CIIAMHHHPAHE).

3a npenmourTase e ynorpeba Ha APYrH MPOTHBOBLINAIUTCHHU CPEACTBA, UHXUOHpAIIH HAKOH
B3aUMOACHCTBUA HIH Ja ce IpeAylped NaIMeHTa W Ja C€ YBENHUH CaMOKOHTPOJA; ako €
HeoOxoauMo, I1a Ce afanTHpa K03aTa O BpeMe Ha JICYeHUEe C IIPOTHBOBB3NAIUTECIIHE CPEACTRA K
Clel CIUPAHETO HM.

CBBp3agH ¢ NTHOCHKIAMH]

Bosentan:
ChIllecTBYBa IOBHINEH PHCK OT XEMaTOTOKCHYHOCT ako bosentan ce mpunara ¢ glibenclamide u

ce mpenopbhuBa Aa ce H30sarBa Tasd KoMOMHanus; xunormukeMuaHuaT edekt Ha glibenclamide
MOXeE CBINO Oa OnlIe HaMAaJeH. -
CBbp3aHH ¢ BCHYKH aHTHIHA0ETHH CpeaAcTRa
+Danazol




Axo xoMOMHAIMATA HE MOXe Ja ce u3berHe, manueHTHT Ce€ NpEnynpexnaBa U Ce YBelIHYaBa
CaMOKOHTPOJIA Ha KpBBHaTa 3axap. BL3MOXHO € ajanTmpaHe Ha n03aTa Ha aHTHAHAOCTHHUTE
JIeKapCTREHH NPOJYKTH IO BpeMe HA JICYCHHETO ¢ danazol u ciies1 HeroBOTO CIIHpAHE.

Cebp3anu ¢ metformin

+aJIK0X0J1
IIoBHIIEH PUCK OT NaKTaTHA allMx03a MO BPEME HA OCTPA AIKOXOJHA MATOKCHKAIHUA, 0COOEHO B
ClIydau Ha:

- JWeTa WM HEJOXPAHBaHE H

-  XemaToneiylapHa HEAOCTATHIHOCT.

Ha ce u30iarBa ynmorpedara Ha aMKOXOJHM HAMMTKHA H [PHEMAHEC HA JIEKAPCTBEHH IPONYKTH,
CBABPXXAIIY ATKOXOJL.

KoMOuaAINMH, H3UCKBAINH NPEANAZHHE MEPKH

CBBbPp3aHH ¢ BCHYKH aHTHIHA0ETHE JTeKapCTBEHH MPOYKTH

+Chlerpromazine

ITpn Bucokm no3m (100 mg chlorpromazine nHeBHO) ce MoBHmMAaBa KpBBHATA 3axap (HaMaIsIBa ce
ocBOO0XKIABAHETO HA HHCYIIHH).

[Ipenmassa Msapka IopH ymoTpeda: IpeAylpekJaBaHe Ha MNallieHTa W VBEIHYCHHE Ha
CaMOKOHTpPOJIa Ha KpbBHara 3axap. Be3MOXHO e afanTHpaHe Ha [03aTa Ha aHTHAUAOETHOTO
IEKApCTBEHO CPEIICTBO [10 BpEME HA JICUCHUETO C HEBPOJIENTHIH H CJIEI HEFOBOTO CIIMpPAHE.
+KopTHKOCTEPORIN (TIIOKOKOPTHKOCTEPONIH) M TETPAKO3aKTHAM (CHTEeMHO U JOKAJIHO
NPHJIOKEHHE).

[loBumaBa ce KpBpBHATa 3axap, NOHAKOra MIMPHAPYXKEHO ¢ KeTo3a (HaMalleH BBRITIEXHApaTeH
TOJIEPAHC ¢ KOPTUKOCTEPOUIH).

[Ipennasna Miapka npu ymoTpeba: mpeaynpexIaBaHe Ha IAllMEHATa M YBENMYEHHE HAa
CaAMOKOHTpOIIa Ha KpBbBHaATa 3axap. BE3MOXKHO € ajalTHpaHe Ha 103aTa Ha aHTUAWAOETHHTE
JIEKApCTBEHH NPOAYKTH IO BPEME Ha JICUCHHETO C KOPTHKOCTEPOUIN M CIEX TAXHOTO CIIHpaHE.

+,-aroamcTH

[losumaBage Ha KpbBHATa 3aXap IOpaj [32-arOHUCTA.

[Ipenmazna Mspka @npu ynotpeba: npeaynpexaaBaHe Ha INIalfUEHTa, YBCIMUYCHHE Ha
CaMOKOHTPOJIa Ha KPBBHATA 3aXap H BE3MOXXHO IpeMHHABAHE HA Tepalusd ¢ HHCYIIHH.

ACE mrxnOuropu (Hanp. captopril, enalapril):

ACE uaxubuTOpHTE MOraT Aa MOHMXAT HHBOTO HA KpBBHATA 3aXap. AKO € HeoOX0oquMO J03ara
Ha Glucovance ce amanTepa no Bpeme Ha mnpueMa Ha ACE mHXUOUTOpa M Cliel, ReroBoTO

[IpeycTaHOBIBaHe

Ceop3ann ¢ metformin
+aHypeTHIH

Moxe ma  DpegHE3BHKAT  JlaKTaTHa anupao3a, Jbhpkama ce Ha  metformin, mopamu
¢ysEKNHORATHA 6B0peUHa HEAOCTATEYHOCT, CBBP3aHa ¢ AUYPETHIIM H [0-CHENHATHO OPUMKOBH
TAYPETHULIH.

Cebp3anu ¢ glibenclamide

+ Gera-6sroxepu — clonidine, reserpine, guanethidine u eAaMnNaToMAMETHINN:

Bcuuaxu Gera-6i10kepn clonidine, reserpine, guanethidine ¥ CHMIAaTOMUMETHIE MACKHAPAT HAKOH
OT CHMIITOMHMTEC Ha XHNIOTMTHKEMHATA: ChplicOnECHE H TaAXHKAPAHSL.

[ToBeyeTo He-CeNneKTUBHA OeTa-0JI0KepH YBEIMYABAT CIIYIRHTE U TEXKECTTA Ha XUITOT

HAYAJIOTO HA JIEdeHHUETO.
+ Fluconazole



YbiDKapa ce BpeMeTo Ha HOJIY-XXUBOT Ha CyadaHUTypeHUTE CpeACTBa ¢ BB3MOXHA MOsSBa Ha
XHUIIOTTHKEMUIHN H3SBH.

Ha ce npeaynpeay maideHTa M Aa ¢€ 3aCHJIM CaMOKOHTPOJIa Ha KpbBHATa 3aXap, Bb3MOXHO €
afallTHpaHe Ha ZIo3aTta Ha aHTHAMAOETHUTE JIeKapCTBEHH NPOIYKTH IO BpeM€ Ha JIEYCHHETO C
fluconazole u crnex HEroBOTO CIIMpaHe.

Apyra B3apMojgelicTBHN:

KoMmOuHaln, kKouto TpsOBa 1a c€ KMaT NPeABU:

Cespp3anm ¢ glibenclamide

+Desmopressin: HamangBane Ha aHTHARYPETUYHATA AKTUBHOCT,

4.6 bpeMerHOCT H KbpMeEHe
bpemennoct:
HsmMa npexTHHAYHY ¥ KIHHAYHYE JaHHH 32 AeiictBuero Ha Glucovance
IpH OpeMEHHH.
Puck, cebp3aH ¢ quabera
Koraro € HekoHTponupaH, quadeThT (recTaNHOHEH WM MOCTOAHEH) BOAHM OO YBelIMYaBaHe Ha
BPOJACHUTE YBpEXKJaHAA H NEepUHATaTHaTa CMBPTHOCT. /JnaberhsT TpabBa Aa ce KOHTPONMHDA,
JOKOJKOTO € BE3MOXKHO, B IIEPHOJA Ha 3a49€BaHe, 32 a ¢¢ HaMaJId PHCKA OT
BPOJCHH YBpeXIaHH.
Puck, cepp3an ¢ metformin (BHoK T. 5.3)
OnuTHTE NpH XEBOTHH HE AaBaT J0Ka3aTelicTBa 3a TepaToreHHa akTUBHOCT. Ilpu nuncara Ha
TepaTOr¢HeH eeKT mpH XXMBOTHH, He TpaOBa Ja ce odakea (peranHa MampopManus OpH Xopa,
Thii KaTO CyOCTaHIMH, 32 KOHTO € H3BEeCTHO, 4e NpHUYMHABAT MandopMmanud IIpH Xopa ca
IOKAQ3aHO TEPATOrCHHH NP A0OpE OpraHU3upany OIUTH BLEPXY IBa XKUBOTHHCKH BHAA.
Knuauaen u3cneaBanns, BKIIOYBAIOH HAKOJIKO MAJIKM CEpHU, HE IOKa3BaT Cioydaid Ha deranHa
MandopManus, IpsaKo CBbp3aHa ¢ metformin.

Puck, cesbp3an ¢ glibenclamide (Bmx 1. 5.3)
OmuTrTe IpH XHBOTHH HE JaBaT MOKA3aTEIICTBA 33 TEPaTOTeHHAa akTBHOCT. Ilpm juIicara Ha

TepaTOreHeH eeKT IpH XXUBOTHH, He TpadBa Aa ce o4akBa QeranHa MandopManmus Opu xXopa,
TBH Karo Aocera, CyOCTaHIMKM, H3BECTHH, Y€ NPHIMHABAT MajJ¢opMalldl IPH X0pa ca A0Ka3aHo
TEpaTOICHHH MpH JoOpe NpoBeAcHH ONMKTH BHPXY ABA XUBOTHHCKY BHJA.

B xmMaMYHaTa IMpakTHKa HIMa YCTAHOBCHH CHOTBETHH JaHHHM, Ha 0a3a Ha KOUTO Za ce OLCHH
NOTeHOHAHA MalopMalug Wid (eTOTOKCHYHOCT, rbipkama ce Ha glibenclamide, xoraro ce
[IpwiIara 1o BpeMe Ha OpeMeHHOCT.

IIpeaqnaznu Mepxu:

AJneKBaTHHAT KOHTPOJI Ha KPBBHATA 3aXap MO3BONISBa OpeMEHHOCTTA [a IPOTEeYe HOPMAIHO IIpH
Ta3y Kateropua nammeHtH. Glucovance He Tpsbpa a2 ce Ipujara 3a JicdeHHe Ha Ouaber 1o
BpeMe Ha OpEMEHHOCT.

3aIBDKHTENHO € M3MO0J3BaHeTO Ha HHCY/IHMH 3a TIOCTAraHe Ha aIeKBaTCH KOHTPON Ha KPpBHATA
3axap. IlpenopruBa ce opanHara aHTUAAA0CTHA Tepalus Ja ¢ 3aMEHH C HHCYJIMH, B Cllydai Ha
nnaHupaHa OpemenHocT Wi ako (lucovance ce Impuiara 1Mo BpeMe Ha OpeMEHHOCT.
[IpenoppYKHTENHO € MOHATOpPUPAHE Ha HEOHATATHATA KPbBHA 3axap.

Kspmene:

Metformin ce oTAens B MISKOTO Ha KbPMEIIH IIBXOBE. IIpM Xopa, nopaad NHICa HA JAHHH
OTHOCHO mpemuHaBanero Ha metformin m glibenclamide B xspmaTa u npenps T
HEeOHATAlHA XHIIOTIAKEMHUY, TO3M JIEKAPCTBEH IPOAYKT € IIPOTUBOIIOKA3AH
KbPMEHE.

4.7 EdexTH BupXy cn1oco6HOCTTA 32 Modupane H pabora c MAINWHHA



HanuenTture TpsaOBa na 6BaT IpeIyTIpEacHHE 33 CHMITTOMHTE Ha XUITOKIMKEMHSA ¥ a BHUMABAT
pu mo¢upane Wid paboTa ¢ MaIIAHA.

4.8 HexxeNaHH JieKaApPCTBEHH pPeakituh

ITo BpeMe Ha nedeHue ¢ Glucovance punMupasu TabreTH Morar aa ce

IIOSBAT HAKOH HEXEJIaHHU JIEKAPCTBEHU peaKIiH,

YecToTata MM c¢ oIipeeid KaKkTo ¢lieaBa: MHOro decth: >1/10;

gectd: > 1/100, < 1/10; e Mroro vectu: > 1/1000, < 1/100;

penxu: > 1/10000, < 1/1000; muoro pemkm: < 1/10000 yecToTa HeM3BeCTHA (HE MOXKE [a Ce

[IpE€HH OT HAIMYHHUTE JaHHH).

lipm Bcsako rpynupade B 3aBHCUMOCT OT 9YeCTOTATa, HEXEIAHMTE JICKAPCTBEHH PEaKknHH Ce
U30pOsABAT B HA3XOIAMI peli 1O OTHOINCHME HA TEKECTTA.

JIaboparopEn H3c/eBaAHAS:

He uecrtu: Cpeano fo yMepeHO IORHIIABAHE HA YpesiTa B
cepyMa H KOHIICHTPALHUTE Ha KpeaTHHUHA.

MHoro peaku: XunoHaTpeMus.

HapymeHns Ha KPbBTA H JHMQHATA CHCTEMA:
Te ca obpaTuMu IpH IpeKpaTABAHE HA NIEUYCHHETO.
Penxu: nepxoneHus, TpOMOOIIRTONCHNUS;
MHOro peakKd: arpaHyiloLMTO33, XEMOJHUTHYHA aHEMHd, alla3dd Ha KOCTHHMSA MO3BK H

HaHOUTOIICHHUA,

HapynmieRnsi Ha HEPBHATA CHCTEMA:
Yectr: Hapymenus Ha BKyca.

3puTE/IHH HAPYIIEHUSA:
[Ipexonay HapylmeHus Ha 3peHUETO MOTraT Jia Ce IIOSBAT B
Ha4a/0TO HA JICYCHUETO IIOPAH HaMalIeHOTO HUBO Ha

KPBBHATA 3axap.

['acTPOMHTECTHHAIHA HAPYINCHHAN

Mruoro wgectu: CroMamHO-YpEBHH CHMIITOMH KaTo ralcHE, TIOBpLIIAHE, AUADHSA,
abnoMunasiHa Ooika u 3aryba Ha aneTdUT. Te3d HeXeNaHW PeakildH C€ IOoABIBAT Haki-4yecTo B
HAYAJIOTO Ha TepalMiATa H OTMHHABAT CHOHTAHHO B IIOBEYETO CIy4aW. 3a MpEeOTBPATABAHETO
uM ¢ npenoprunTenHo Glucovance Ja ce mpueMa Ha 2 MM 3 JHEBHH A03H. BaBHOTO
HaMallsiBaHEe Ha J03aTa MOXE CHINO Jla MOA0OPH racTpOMHTECTHHAIIHATA TOJICPAHTHOCT.

IIpoMeHH HA KOXKATA K NOZXKOXKHUTE ThKAHM:

Penku: KOXXHHE peakipH KaTo MPYPHUTYC, YPTHKAPUSA, MAKYJIONAILyJapeH 0OpHB.
Muoro peaxu: Koxau UM BACILEpAIHHE aJIerpHYHN aHTUHTH,

nomMop@Ha epuTeMa, eKChONHaTHBEH ACPMATHT,

dborocecHCcHOUNTU3ApaHe, YPTHKAPUA, BojeIA 0 IIOK.

Moxe ga ce nosBU KpbCTOCAHA PEAKTHBHOCT KBM

cynpOoHaAMHUAK K TEXHHTE NIPOH3BOAHH.




Hapymenus Ha merabom3Ma B XpaHeHETO:

Xunormaxemus (8K 1.4.4.);

He gectu: YepuompobHa u koxxHa nophupHs;

Muoro penxu: Jlakrataa anmppo3a (BuXx 1.4.4);

Hamanena abcopbuus Ha BUTaMEH B> 1 MOHMXaBaHe Ha CEPYMHUTE
HMBA IIPH HIPOTBIDKUTENHA YoTpeOa Ha metformin.

IIpentopruBa ce noaobHA €THONIOTHA Aa Ce B3eMe HPEIBHL B

ciyd4ati, 9¢ DaHEeHTHT HMa MeranobiacTHA aHEMH.
Jucyndupam-nonobHa peakmus 1IpH KOHCYMAIHA Ha AIIKOXOJI

Hapymenns Ha gepHoapodHATA M KABIHA PYHKIHA:
MHoro penxs: AHOMAIMH B 4epHOAPOOHUTE H3ICHEIBAHHUS HIIH XeIlaTHT, Hajlarammm

OpE€YCTAaHOBABAHC Ha ICYCHHCTO.

4.9 1Ipenozapane

IIpenosupanero MOXe a YCKOPH XUHOTIMKEMHUATA IIOPaId HATHYHUETO Ha cyiadanunypes (BHX
T.4.4.).

Fomsamo mpemo3upaHe WM CBINECTBYBAHETO HA CHIIFTCTBAIIM PUCKOBH (akTopH MoXke Jia
JoBelaT OO JlaKTarHa al|jxo3a, nopamgy HanmuneTro Ha metformin (Bwx T. 4.4). JlaktarHarta
alU03a € KpUTHIHO CHCTOSHHUE M TPAOBa Aa ce JieKyBa B Ooanna. Hait-epextuBHOTO TeueHue
€ OTCTpaHSABAHETO Ha JIakTara U MeTPOpMHHA Upe3 XeMOIHAIA3A.
[InasmenmsT xiMpwHC Ha glibenclamide Moxe na 6p1e yABIKEH OpH NANEEHTH C 9ePHOAPOGHO
3abongeaHe. Teit karo glibenclamide € B romsMa creneH CBBp3aH C NPOTCHHHUTS, HE CE
eNMMHHHAPA Ype3 JHaTH3a.

5. DAPMAKOAOI'NTYHMAU JAHHHA
5.1 GapMaxkOAUHAMAYHHA CBOHCTBA

(PapmakorepaneBTrdsa rpyna: Kombraanus ot Gurpanny u cynrporaMua(m)
ATC xox: A10BD02

Metformin e Ourpanun ¢ aHTHXHICPrIUKeMHYHH edekTH, HamanmaBaliku W OazanHara H

IMOCTIIpaHMaiHaTa KpbBHA 3axap. He cTUMynupa HHCYJIHHOBATa CEKpelMs, 3aroBa He

peIU3BAKBA XMIIOTTHKEMHMSI.

Metformin Moxe ma aeiicTBa Ype3 TPH MeXaHH3Ma.

(1) HamansgBane Ha dYepHOApoOHATA TNIOKO3HA MNPOIYKOHMs upe3 HHXwOHpaHe Ha
IMOKOHeOTe¢He3aTa U ITMKOICHOIM3aTA,

(2) B MycCKyJadTe, 4Ype3 NOBHMIaBaHe Ha MHCYJIHHOBaTa YYBCTBHTEIHOCT, HOX0OOpABaiikH
nepudepHns rOKO3¢H IPAEM U YCBOSBAHE K

(3) gpe3 3abaBaHe Ha IMOKO3HaTa abcopOIua B 9epBara.

Metformin cTEMynHpa HHTpalenyJapHaTa CHHTE3a Ha IJIMKOI€H, K4aTO BB3AEHWCTBA BBPXY

FTHKONeH CHHTa3a. Metformin nmoBumaBa TpaHCIOPTHHSA KAIlallATET Ha BCHYKHA BHJOBE

MeMOpaHHHE rioko3HE nperocutema (GLUT).

Metformin mMa Gmaronpusarau edekTH BBPXY IMMKAAUA MeTaOONIH3BM IIPH XOpa, HE3ABHCHMO

OT HErOBOTO HACHCTBHE BBHPXY IIMMKeMHATA.TOBa € IOKa3aHO NpH TepaHeBTHqHH ngﬂ__gpﬂ\

T,

BTN

HHBaTa Ha oﬁmm xosectepon, LDL-xonecrepona u TpUrIHIIEpUAUTE. B IpOBE
KJIHHUYHE ONMATH Ha KoMOHHEMpaHa Tepannad ¢ metformin u
glibenclamide,resu 6naronpuarau edexTH BbPXY THIUAHUSA METabOIHA3IBM He ca



Glibenclamide ¢ Bropa remepauus cyndaHmiIypeeH NPOAYKT CBC CpeleH MOXY-)XKHBOT: TOH
NpUYNHABA pSA3KO HAMaJsgBaHE HA KPBBHATA 3aXap KaTo CTHMYymHMpa oCBOOOXKIaBAHETO Ha
MHCYJIMH OT maHkpeaca. To3d edeKT 3aBUCH OT HAJM4HeTO Ha PYHKIHOHMpaInH OeTa-KIEeTKH B
JlaHTepXaHCOBUTE OCTPOBH.

CTaMynmMpaseTo Ha MHCYNHMHOBarTa cekpermud oT glibenclamide cnen xpaHeHe € oT OCHOBHO
3HAYCHHE.

Hazmagapanero Ha glibenclamide ma amabetvimm BOAW A0 MOBHINABaHE HA TOCTIPAHIHATHHI
MHCYJIMH-CTHMYJIHpan] OTrosop. I1oBUIIEHHTE MOCTNpaHAHANHA peaKIUH IIpH HHCYIHHa u C-
NENTHIHATA CEKPENU NIPOaALDKABAT ClIe] HAM-MaIKO 6 MECEYHO JICYECHHUE,

Metformin u glibenclamide uMaT pa3smMyHE MEXaHHW3MH U MSCTO Ha ACHCTBHE, HO TeXHUS edeKT
ce pompnBa. Glibenclamide cTumymipa maHkpeaca na OTAels HHCYIHMH, AokKato metformin
HaMajsBa KIeThYHATa PE3NCTCHTHOCT KbM HHCY/IMHA KAaro Bh3gelicTBa Ha mnepudepHara
(cKeleTHa MyCKynarypa) ¥ depHOApoOHaTa 9yCTBUTEIIHOCT KbM MHCYJIHH.

PesynraTdTe OT KOHTPONHpAHH, JABOMHO-CIENHM KIHHAYHHM HPOYYBAHUA cCpellly pedepeHTHH
NPOAYKTH IIPH JIEYeHHETO Ha AuabeT THI 2, HeaJeKBaTHO KOHTPOJMPAHH OT MOHOTEpanmusi ¢
metformin wmm glibenclamide, xoMOMHHpaHO ¢ AHera ¥ yIpaXXHEeHHS, HEMOHCTPHpAT, 4e
KOMOMHAITUATA HMA aTUTABEH e(peKT BEPXY IIIOKO3HATA PeryJialas.

[TarmenTH B neAWATPUIHA BB3PACT:

B 26-cenMuuyHO0, aKTHBHO KOHTPOIMPAHO, ABOHHO CIANO KIMHHMHO NPOy4YBaHE, NMPOBENEHO C
167 mena Ha BB3pact oT 9 mo 16 romunu ¢ guaber tun II, mpu xoilito muera U Qu3MIECKH
VIIpOKHEHUS HE rapaHTHpaT adcKBaTCH KOHTPOJ, ChC HIH Oe3 IepopallHO aHTHAHAOEeTHUIHO
JeYeHHe, € YCTaHOBEHO, de (ukcupadHa komOumHamus Ha metformin hydrochloride 250 mg u
glibenclamide 1,25 mg He ¢ mo-edeKTEHBHA OT CAMOCTOATENHO IPUIOXKEeHUE HA metformin wm
glibenclamide 3a namansBane 6azoBuTe HuBa Ha HbAlc.

5.2 ®apMaKOKMHETHYHH CBOHCTBA

Crbp3aHu ¢ KOMOMEAIIAATA
broHammuHOCTTA HAa metformin u glibenclamide B xomOuHanuaTa € mogoOHa Ha Ta3W, KOTaTo

exHa tabnerka metformin 4 exyga Tabmerka glibenclamide ce npuemar egHOBpEMEHHO.
bronanuaHocTtTa Ha metformin B koMOHMHalMATa HE Ce BiIMAe OT IpHEMa Ha XpaHa.
buoHamuuHOCTTa Ha glibenclamide B xoMOMHANMATA HE 3aBHCH OT IpUeMa Ha XpaHa, HO
CKOpOCTTa Ha abcopOiMsa Ce MMOBUIIABA OT XpaHEHETO,

CBbp3ann ¢ metformin

Abcopbyus:

Cnen nepopansa nosa metformin, Thax €€ ZOCTHIA Clel 2,5 gaca. AGcomoTHaTa OHOHAMMIHOCT
Ha 300 mg wm 850 mg metformin rabaerka e npubmusurenno S0 — 60% opu 3apasu xopa. Cnen
nepopaTHa 1033, HeabcopOupaHaTa (pakiua, OTKpATa BB dexanmuure € 20 — 30%,

Cnen nepopaneH npueM, abcopbuuara Ha metformin e HacuTeHa U HemrbiIHAa. Ilpeanonara ce, ge
papMakokuHeTHKaTa Ha abcopbumsta Ha metformin ¢ He-nuHeitHa. Ilpu o6wuaiinum mo3M
metformin @ X030BHU CXeMH, CTaOMIHUTE ITa3MEHH KORICHTPAIlEN ce NOCTHraT Mexay 24 710 48
4ac ®H ca, 1Mo NpHHOHUI, HOo-EMcKHM oT lmcg/ml. Ilpy koHTpomMpaHH KIMHHYHHA OIHUTH
MaKCHMAJIHHTE InasMeHW HHBa Ha metformin (Cray), He mocturat 4 mcg/ml, nopu B mpH

MaKCHMAaJIHH AN03U.

Pasnpeoenenue:
CBBpP3BaHETO ¢ IJIA3MEHUTE IPOTEUHH ¢ He3HaumMo. Metfromin ce pasmpenens B

[IMxBT B KphBTa € O-HACHK OT IUIA3MEHHA IIHK U Ce II0SBABA MPHOIM3HTIETHO N OFQ




YepBeHuTe KPHBHH KIETKH Hal-BEpOATHO IIpeACTABIIIBAT BTOPHYEH €Tall Ha pasNpelcicHHE.
['nmaBuuar obem Ha pasnpenenenue Vd e B pamxute ot 63 1o 276 L.

Memabonuzom:

Metformin ce ekckperHpa HenpoMeHeH B ypuHata. He ca uaeHTHOHIEpaHH MeTabOIMTH IIpH
Xoparta.

Enumunupane:
brbpeurnsT knupeHCc Ha metformin € > 400 mL/min, mokassaiiky de metformin ¢e emMEHHApa

ype3 riaomepyinHa Quirpamus u TyOydapHa cekpenmsa. Cnen nepopanHa 1033, SBHOTO
TEPMUHAJIHO BpeMe Ha NOJY-XABOT € Tpubimzmrenno 6.5 Jaca.,

Korato 6n6peunara QyHkums e HapymeHa, Ob0pedHus KIMpPBHHC € HAMANEH B IPOIOPIHA ¢ Ta3H
Ha KpeaTHHHHA U 3aTOBA BPEMETO HA IIQJIY-XXHBOT € YIABIDKCHO, KOETO BOJH JI0 IOBHINCHHM HHBA
Ha metformin B masMara.

Ceonp3and ¢ Glibenclamide

Abcopbyua:

Glibenclamide ce abcopbupa MuOrO 6Bp30 (>95%) cnen mepopano npunoxeHue. IIHKET Ha
naa3MeHaTa KOHIIeHTpalus ¢¢ JocTHTa cuex 4 Jaca.

Pasnpedenenue:
Glibenclamide ce cBBp3Ba B romaMa cTeneH ¢ IuasMeHus andymmu (99%), KoeTo Moxe Ha

TOBEJIe A0 PeaAUNA JIEKAPCTBCHH B3aHMOACACTBHA.

Memabonusom:
Glibenclamide ce Metabomnazkpa HaTEAHO B YepHHA Apod 1o 2 MerabomuTa. XenaToneIyIapHo

HapylneHHue HamainsiBa metabomnimMa Ha glibenclamide u Omarogapenne Ha ToBa 3a0aBsd Heroeara
CKCKPEITHS.

Exckpeyus.

Glibenclamide ce exckperupa nmox ¢opmara Ha MeTabonrti mo xirb4eH OuT (60%) u ¢ ypuHaTa
(40%), eTAMMHEHMpAHETO ¢ HAITBIIHO B paMKHTe Ha 45 110 72 4aca.

HerosoTo TepMHHAIHO BpEME Ha MOJIy-)XKUBOT € 4 10 11 4daca.
JXpaHara ekckpends Ha MeTaOoNMTHTe Ce IOBHINABa B CilIydaH Ha ObOpedHa HenocTarh4HOoCT,

crnopen Texecrra Ha OnOpednoTo Hapyinenwe, A0 KMpPHHC Ha KpeaTHHmHA OT 30 ml/min.
3aroBa, emMHEEUpaHeTo Ha glibenclamide e HeedexTHBHO nopaan 6B6peuna HEAOCTATHYHOCT,
ROKATO KPETHHHHOBHAT KIMPBHHC ocTaBa Hax 30 mL/min.

[laniueHTH B fieHATPpHYHA BB3pacT
He ca Habmoapanu pa3nuans BB PapMakOKHHETHKATA HA

glibenclamide 1 metformin Mexay fe11a ¥ 37IpaBA Bb3PacTHH,
PABHOCTOWHH IO TECTI0 W IO,

3.3 IlpenknaHHIHA ARHHH 32 0€30IMACHOCT

He ca npopexaany NpeqKIHHAYHE H3CICABaHHS ¢ KOMOMHEpanud npoAykT. IIpeaximaugnara
OLICHKAa Ha chcraBkHETe metformin m glibenclamide He oTumta 0C00eH pHCK HpH XOpa,
Dasupaiiki ce Ha KOHBEHIMOHATHUTE IOPOYYBAHHA BBPXY TOKCHUHOCT CNEJ MHOI'OKpaTHO

A03upaHe, FTeHOTOKCHYHOCT M KaHIEPOTreHEH NOTCHIHA.
Uscneapannsa ¢ metformin m glibenclamide mpu XuBOTHH HE mOKa3BaT IPSAKO HIM KOCBEHO

BPEAHO BH3ACHCTBHE BHPXY OpeMEHHOCTTA, eMOPHOHATHOTO/QETATHOTO pa3BHTHE, P
H DOCTHATATHOTO pa3BUTHE (BHXK T. 4.6).

6. PapManeBTHYHHA JAHHH
6.1 CnHchk Ha IIOMOIHATE BEMIeCcTBA H TEXHATE KOJHYECTBA



CoplieBuHA Ha TabneTKaTa:

Hartpuena kpockapMmenosa/Croscarmellose sodium 14.0 mg
Iounon K30/Povidone K30 20.0 mg
Mukpokpuctanna nemyo3a/Microcrystalline cellulose 56.5 mg
Maruesues creapar/Magnesium stearate 7.0 mg

OuIMoBO NOKPUTHE:
Omnanpait OY-L-24808(opanxkes)/Opadry OY-L-24808 (orange)12.0 mg

JlakTo3a MoHOXHApaT/Lactose monohydrate 36.0% w/w
Xunpomenosa/Hypromellose 15 ¢P 27.845% wiw
Tutanos auoxcua/Titanium dioxide 24.39% wiw
Makporon/Macrogol 10.00% w/w
Krpar xenesen okcua(E172)/Iron Oxide Yellow (E172) 1.30% w/w
Yepeen xenezeH okcua(E172)/Iron oxide Red (E172) 0.3% w/w
Uepen xenezeH quokcua(E172)/Iron Oxide Black(E172) 0.0105 w/w
Ilpeuncrena Boga/Punified water g.s.

6.2 OPU3IHKO-XHMHYHH HECHLBMECTHMOCTH
He ca yctaHOBEHH

6.3 Cpok Ha roaHoCT

3 roauHu

6.4 CHEEHHJIHH YCJI0BHAH HA CHLXPAHCHHE

To3u JICKApCTBCH NMPOAYKT HC U3MCKBA HUKAKBH CIICITHAIHHA YCJIIOBHA Ha CHhXpPAHCHHUC.

6.5 JlaHny 32 ONAKOBKATA

Al/PVC 6iucrepn

Omnakoska no 30 6p. Tabm.
OmnakoBka o 60 6p. Tab.
He BcHYKH BHAOBE ONMAKOBKM MOTaT /1a ObAaT MyCHATH B Ipogaxoa.

6.6 IlpenopsKH npu ynorpeba

Hsama crieiyiaiiay H3UCKBaHUS

7. llpoM3BoaMTEJ

MERCK SANTE

37, rue Saint Romain
69379 LYON CEDEX 08
OPAHIINS

. HMe 1 aapec HA IPHTEKATEJAA HA PAZDEIICHHETO 34 VIIOTPE
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69379 LYON CEDEX 08
HOHEH HOMeE

OPAHLINA

MERCK SANTE
37, rue Saint Romain
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