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MARWCTEPCTBO HA 3PABECHIA3BAHKETO

Mpusoenus Kum
1. THbProBCKO MMe Ha NeKapcTBeHus NpopykT | paspeuenueaynotpebalt § 3N 1(,) 22.02.0¢,4
Siofor® 500 .
Cuodop® 500 681/34.0/ 04 7.

2. KonnuecrBeH ¥ KaueCcTBeH CbCTaB

Enna duaMupaHa Tabnetka chabpxa metformin hydrochloride 500 mg, eksuBaneHTeH
Ha metformin b8 BWJ Ha ocHosa 390 mg.
3a noMolHuTe Belecrsa BX. T. 6.1.

3. JlekapcraeHa copma

dunmupaHa Tabnertka
Bsina, Kpbrna, 6UKoHBEKCHa hunMMpaHa TabneTka.

4. KnMHUYHU JaHHN

4.1 HMNoxazaHus

Jfledenue Ha Tun 2 s3axapeH puaber y BL3PacTHW, ocobGeHO TNpW NauMeHTH C
HapgHOpMeHO Terslo, aKko AMETaTa W (U3MYeCKUTE ynpaxKHeHWsl He BOAST A0 afeKsaTeH
FMUKEMIYEH KOHTPOJT.

Metformin hydrochloride Moxxe ga ce K3nonsea KaTo MOHOTEPanuUs WM B KoMBMHaLMS
C ApYry NepopanHy aHTuAKabeTHM NeKapcTBa Nk C MHCYNUH.

LeMOHCTpUpaHo e HaMmarneH e Ha YOImKHEHuaTa Ha anabeTta npu iedeHue ¢ metformin
Ha NauyeHTn c guabeT 1 HagHOPMEHO TErflo KaTo MbPBO CPEACTBO Ha w3bop Cien Heycnex
oT AueTata (BX. 5.1).

4.2 [osupoBka n HAauUMH Ha ynoTtpeba

MongTepanus 1 koMbuHaUWA ¢ ApYTv nepopanty aHTuavabeThu nekaperea

» ObuyailHaTta HavanHa Ao3a e 500 mg wim 850 mg metformin hydrochloride 2 uan 3
METY QHEBHO, NPUAAraH 1o BpeMe UnK cnes XpaHexe,

Cnep 10-15 guu posata TpsabBa ga ce Kopurvpa crnopeq HBaTa Ha KpbBHaTa 3axap.

MocTeneHHOTO NOBUILIEHME Ha [03aTa MOXe Aa Mnopobpu CToMalHO-ypeBHaTa
MOHOCKMOCT. '

MakcuManHaTa npenopbYMTenta fo3a Ha metformin hydrochloride e 3 g/aen.

« [Ipn npemuHaBaHe OT BPYyro nepopanHo aHTuavaberHo exapcTeo, Tpsbsa Aa ce
nMa rnpefABwa TNPEYCTaHOBSBAHE Ha JApYroto NEeKapcTBO M 3anoysaHe Ha metformin
hydrochloride B ropecnomeHaTarta fo3a.

KombuHaumna ¢ MHCYNNH

Metformin hydrochloride 1 wHcynuH Morat fAa ce M3MON3RaT KaToe KOMBMHMpaHa
Tepanua 3a NocTuraHe Ha no-gobep KOHTPON Ha KpbBHaTa 3axap. Metformin hydrochloride
ce npunara B obuuaiiHata HayanHa gosa 500-850 mg metformin hydrochloride 2-3 by
OHeBHO, JoKaTo go3aTa Ha MHCYNHA ce npeuusnpa crnopes HABaTa Ha KpbBHaTa 3axap.

HanpeaHana Bx3pact

Tt KaTO ¥MMa PUCK 38 HaManeHa 6bbpeyHa (yHKUMA Y NauveHTM B HanpeaHana
Bb3pact, Ao3zaTta Ha metformin hydrochloride TpaGea na 6bae npeuusupaHa cnopen
6u6peyHaTa yHuma. HeobxoarMmo e peaoBHO npocneasasale Ha 6LbpeuHaTa pyHkums (BX.
T. 4.4).
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4.3 MpoTuBONoOKasaHuA

- CBPBXYYBCTBUTENHOCT kbM metformin hydrochloride nnv keM HAKOe OT NOMOLLHKTE
BelecTBa;

- AuabeTHa KeToauwaoza, AvabeTHa NpekoMa;

- ObbpeuHa HepoCTATBLYHOCT WM HapyweHa 6bbpedyHa GyHKuMs (Hanp. HWMBa Ha
cepymMHMa KpeaTuHuH > 135 pmol/l npu Muxe 1 > 110 umol/l npu xenm);

- OCTPU CLCTOSHMA C PUCK 3a NpoMsaHa B 6bbBpeyHaTa (hyHKUMS, KaTo:

e Jexuaparauus;

e TEXKa MHDEeKUMN;

s LIOK;

BLTPECHAOBO NPUACKEHNE Ha MOA-CbAbPXAILW KOHTPacTHU MaTepuu (BX. T. 4.4);

OCTPY W XPOHUYHY 3a60NABaHUSA, KOUTO MOTaT a A0BEeAaT A0 TbKaHHa XUMOKCUS,

KaTo:

e CbpAevHa WY AUXaTenHa HefeCTaTbyYHOCT;

e HaCKOpo MpekapaH WH(apKT Ha MUOKapaa;

e 1LOK;

yepHoApobHa HEAOCTATBLYHOCT, OCTPa a/IKOX0/IHa MHTOKCUKALIMA, ankoXONu3bM;

- KbpMEHe.

4.4 Cneymanum npegynpeXxaeHus U npegnasHy Mepku npy ynorpeba

JlakTarHa alnnosa

JlaktatHata auuposa € psako, HO Cepuo3He (BUCOKA CMBPTHOCT MpW fMMNCa Ha
He3abaeHO neueHue) MeTaboNUTHO YCNOXHEHME, KOEeTO HacTbMnBa Mnopaau akymynauus Ha
metformin. CbobLleHnaTa 3a ClyJyan Ha RakTaTHa aunaosa Npu naumeHt Ha metformin ce
HabniofasaT rnasHo npu avabetvuM c Texkka GbbpeuyHa HefocTaTbYHOCT., YecToTaTa Ha
nakratHata auuaosa MoXxe W Tpsbea Aa Obae HaManeHa Ypes rnpeueHka U Ha
CLOBTCTBAMTE PUCKOBY  (DaKkTOpW, KaTo JIOWO KOHTponupaH auaber, KeTo3g,
NPOABIMKUTENHO MNaayeaHe, NMPEKOMepeH NPUEM Ha anKoxon, YepHoapobHa HepoCTaTbHHOCT
1 BCUUKU CbCTOSAHWUA, CBBP3aHN C XUMNOKCKA.

Awaryosza:

JNakraTHaTa aumaosa ce nposesBa C auuposHa AUCNHes, KopeMHa bonka M
XUroTepmMna, rNocneasaHn OT Koma. [AuarHOCTMYHUTe nabopaTopHW W3CneaBaHusl NMoKaseaT
Hucko pH Ha KpbBTa, HWBA Ha niasMeHus nakTat Hag 5 mmol/l, yeenuueHn aHWOHM U
CLOTHOLEHWe nakTaT/nypysaTt. Ako ce nogo3upa MerabonutHa auuaosa, metformin Tpabea
[a Ce MpeycTaHoBM U NauMeHTLT HezabapHo TpabBa Aa ce Xocnutanusupa (BXx. T. 4.9).

BxbpeyHa dyHKUMS
Tl kato metformin ce exckpetupa OT 6b6peunTe, CEPYMHUTE HMBa Ha KpeaTuHuHa
TpabBa fia ce ONpeaensT Npeau 3ancyBaHe Ha feYeHWeTO W PEeAoBHO Mo BpeMe Ha
JIEYEHUETO:
- TOHE BEAHBX MOAMLLHO NPy NALMEHTH C HopManHa GbOpedHa (PyHKuna;
- TOHEe ABa A0 YETUPM NMbTU FOAWILHO NPY NalMEHTU CbC CEPYMEH KpeaTuHWH Ha
ropHaTa rpaHula Ha HopMaTta W Npuy MauWeHTU B HanpeaHana Bb3pacT.
HapyiueHata 6u6pedHa (yHKUMA npy HaUMeHT B HanpeAHana Bb3pacT e yecta i 6e3
CUMOATOMM,. CneunanHo BHUMaHMe e HeobXoavMOo B Clydan, NMpy KOUMTO MOXe Aa Ce Hapyiuy
6vbpeurata GyHKUMS, HanNpUMEp MpPW 3aroyBaHe Ha aHTUXWNEPTEH3VWBHO NeueHue unu
ANYPETMHHO fleYeHUe U Npu 3aroyBaHe Ha NeveHue C HeCTePOUAHU BOBBL3MaNUTENHN
cpenctea (HCTBC).




Tpunokexve Ha HOA-CbAbDXKaLIM KOHTDACTHI BELECTBA

Tbi KaTo BBTPECHLAOBOTO NpPUItXKEHUE Ha NoA-CoABPKaLLM KOHTPACTHU BELECTBa Mpy
PEHTFEHONOMMYHM  M3CNensaHMs MoXke Aa goeeae fJo  6bbpeuHa HEROCTaTbUHOCT,
npunoXxeHweTo Ha metformin TpAbsa ga ce npeycTaHoBM npeav WM MO BpeMe Ha
M3CNEABAHETO M Aa HEe Ce npunara MoBTOPHO Ao 48 udaca cneq ToBa, M To CaMo cniej
u3creABale M YCTaHOBABaHE Ha HopManHa 6ubpeuHa pyHKUms.

XVpYPriHy MHTEPBEHLIUK

Metformin hydrochioride Tpsatea ga 6bAe NpeycTaHoBeH 48 yaca npegun onpedeneHu
XUPYPruuHKU onepaumy ¢ 0bLla, cnHanda unn nepuaypanHa aHectTesus. JleyeHnero 3anoysa
OTHOBO He No-paHo oT 48 vaca ¢nen onepauuata WM el NepopanHoTo XpaHeHe U camo
NpY YCTaHoBEHa HopManHa 6ubpeyuHa gyHruma,

rvi peanasHyu Mepky

- Boyiky naumeHTW TpsbBa Aa npoab/bkaT Aa CnasBaT Auerata CM € paBHOMEPHO
pasnpeaesieH NpUeM Ha Bernexuapatyi npes gexs. MNauveHTuTe ¢ HaAHOPMEHO Terno Tpabea
Ja npoabkaT fa Cnassar AueTaTa, OrpaHuyaBalla Kanopuure.

- ObuyaiinuTe nabopaTopHy TecToBe 3a NpocnieAsBaHe Ha Auabera Tpsbea A3 ce
NpaeaT peaoBHo.

- Metoformin cam no cebe 4 HMKOra He NMPUUVHABE XMINOTNUKEMUS);, HeobXoAuMMO e
BHMMaHWE MNPV MNPUIOXKEHUETO My B KOMBMHaUuMsi ¢ WHCYIMH unan  cyndaHunypeiHu
NeKapcTBa.

4.5 JlekapCTEE€HM M APYFy BE3aVMOAEHCTBUS

HE CE NPEMNOPBYBA EAHOBPEMEHHOTO MPUNOXEHUE C

Ankoxon

lMoBuWeEH pyUCK OT NaKTaTHa aunac3a NpM oCTpa ankoxonHa VHTOKCUKaLWs, ocobeHo B
cnyJai Ha:

- [nagysaHe v HeLOXpaHBaHe;

- uyepHoapoBHa HEAOCTaTBYHOCT.

MpueMbT Ha ankoXon W Ha afKOXoSi-ChbAbPKALLM NEeKapCcTBEHN NpoayKTH Tpsibea Aa ce
nsbsrea.

Mon-coampxaiiy KOHTPACTHW BelnecTsa

BbTpecbfoBOTO MPUIDKEHWE Ha MOA-ChObDXKaluy KOHTPacTHW BEWIECTBa MOXEe [a
fosene fo 6ubpeuHa HeAOCTaTBLYHOCT M A0 KyMynauua Ha metformin n puck oT nakrartHa
aunaosa. MpunoxexneTo Ha metformin Tpabea fa ce NpeycraHoBM Mpeay U No BPEMe Ha
W3CNERBAHETO W Aa He ce fpuara MosTopHo A0 48 4Yaca creq ToBa, M To camo oneq
M3cneABaHe 1 YCTaHoBsIBaHE Ha HopManHa 6bbpeyuHa dyHKUMsS.

EAHOBPEMEHHOTO MPUNOXEHUE M3NCKBA BHUMAHUE

CnoxokopTykonan (CUCTEMHO U NIOKANHO APUIoXeHue), 6eTa-2-aroHUCTU W ANYPDETULIN
NpUTEXaBaT PBbTpelulHa XWneprivKemMuusa aktveHocT. [laumeHTsT TpsibBa pAa Gbae
MHGOpPMYpPaH M fa Ce MpocneasBa MO-YecTo HYBOTO Ha KpbBHATa 3axap, ocobeHo B
Ha4anoTo Ha nevyeHueto. [pn HeobXoauMocT, Ao3aTa Ha aHTuAMabeTHUTE NekapcTea Tpsbsa
Ha 6bae KopurMpaHa no BpeMe Ha Tepanus C ApYry NeKapcTBEHW NPOAYKTU U Cnefl TAXHOTO
NpeycTaHOBABaHE.

ACE-uHxnbutoDMTE MOrat Jfa nMOHWXET HMBaTa Ha KpbBHaTa 3axap. [pu
HeobXOAUMOCT, Ao3ata Ha aHTMaMabeTHWTE nekapcraa Tpsibea Aa Obae KopurupaHa no




4.6 BpPeMeHHOCT U KbpMeHe

Mpunoxetivie no BpeMe Ha SpeMeHHOCT

[0 MOMEHTa HsIMa HanuuHu enuAEMWUOAOTMUHKN AaHHW. TIpoydBRaHUATa C KMUBOTHM He
nokassar BpeAeH edeKT NO OTHOWEHVWe Ha GpeMeHHOCTTa, eMOpPUOHaNHOTO U (ETanHoTo
pa3BUTUE, NO BpeMe Ha paXkaaHe W NpU NOCTHaTaaHoTo passutue (BX. T. 5.3},

AKO rlauueHTKaTa NnaHupa fda sabpemeHee, KaKTO M no BpeMe Ha OpeMeHHOCTTa,
AvabeTsT He Tpabsa Aa ce nekysa ¢ metformin, a 3a noaAbpaHe Ha HMBATa Ha KPbBHaTA
3axap 6nus0 Ao HopMaTa Tpsabea fAa ce W3MOMi3Ba MHCY/MH C LUEen HaManeHWe Ha pucka ot
ManopMaumu Ha nNnoza, acouMMpaHn ¢ HaAHOPMEHU HUBA Ha KPBbBHAaTa 3axap.

[TpWoXKEHME N0 BPEME Ha KbpMeHe

Metformin ce m3nb4Ba B MASKOTO Ha KbpMELM MibXoBe. JIMnceat noaobHu AaHHW ¥
X0pa 1 pelleHVWeTo Aaniv Aa ce [MpeycTaHoBy KbpMEHETO WK f[a Ce [peycTaHoBu
NpUNOKEHWETO Ha metformin Tpabsa ga ce B3eMe, KaTo C& UMa MpeABUf 3HaUEHUETO Ha
JIEKapCTBOTO 3a MalkaTa.

4.7 EdexT BbpXy criocobHOCTTa 3a woupaHe n pabota ¢ MallMHy

MoxoTepanusaTa ¢ metformin hydrochloride e Bogn A0 xunornukemmst ¥ nopaav Toea
HAMa edeKT Bbpxy cnocobHocTTa 3a wodupare u paboTa C MaWMHKA, He3aBUCMMO OT TOBa,
nauveHTUTe Tpabea Aa 6bAar nNpeaynpeaeHy 3a pucka oT XUMoraMKemus, xorato metformin
Ce M3non3Ba B KOMBMHALMA C ApYrv aHTMAWabeTHU nekapcTBa (CyndaHnunypitHiu, MHCYNH,
repaglinide).

4.8 HexenaHu siekapcreeHn peakynuu

lacTpoUHTECTUHANHY HapyLeHWs

MHoro vectu (>1/10):

lapeHe, NospbliaHe, Avapus, KopeMHa bonka 1 3aryba Ha aneTuT.

HabniojiaBaT ce Hal-4ecTto B HaYanoTo Ha NEYEHWETo M B MOBEYETO Clydan
OTLLYMSABAT CMOHTaHHO. 33 Aa Ce NpodunakTipaT Te3U racTpoUHTECTMHANMHN CUMMATOMM Ce
npenops4Ba metformin fa ce npuema 2-3 NbTW AHEBHO NO BpEME WNW CNef XpaHeHe.
MocTenenHOTO nOBUILEHME Ha J03aTa CbLWO MOXe fAa nogobpu racTpovHTeCTMHanHaTa
NOHOCUMMOCT.

Yecrn (>1/100, <1/10):

MeTaneH BKyC.

HapyuieHys oT cTpada Ha KoXaTa 1 0OAKOWHATA ThKaM

Mroro pegrn (<1/10000):
Jeka eputeMa npu AaUMEHTU CBC CBPBXUYBCTBUTENHOCT.

HapylueHus ot cTpaHa Ha XpaHeHeTo U MeTabonusMa

Mroro pegrn (<1/10000):

MNoHmkeHa pe3opbumsl Ha BUTaMuH B12 ¢ noHwkeHW nnasMeHn HuBa € HabniojasaHo
fpy RauUeHT, AeKyBaHu NPOALIKATENHO Bpeme ¢ metformin M no nNpuHUWN He e oT
KNMHUYHO 3HadeHue.

Mroro pegru (<1/10000):

NakTatHa aumnaoza (0.03 cnyyana Ha 1000 nauneHTO-roAMHN, B




4.9 TMpeposupaHe

Xunornukemusa He e HabnogasaHa npy Bosu Ha metforimin go 85 g, BLNPeKU ye B
Takusa Criyvaun e HabniogasaHa saKraTHa auvaosa. FonamMo npegosvpare WY CbTbTCTBALUM
PDUCKOBM aKTopy MOraT fa AoBefaT A0 nakTaTHa auuaosa. flakTatHaTta auvaosa e CrhewHo
CbCTOAHME, KoeTo TpAGBa Aa ce nekyBa B OOMHWYHA OBCTaHOBKA. Hall-etheKTMBHUAT HauuH
3a oCTpaHsBaHe Ha fakraT u metformin e xeMoananuzara.

5. dapMakoNorMyHu gaHsn

5.1 ®dapmakoguHaMuuHU CBOUCTBA

dapmaKkoTepaneBTMUHa rpyna: nepopanso NekapcTeo, NMOHWXEBaLLO KPbBHATa 3axap,
BuUreaHnau

ATC koa: A10BAO2

Meiformin e 6UreaHKa € aHTUXMNEDTIMKEMUYEH edeKT, NMoHMKaBsal, KakTo 6asannaTa,
Taka W NOCTNpaHAWanHaTa KpbBHa 3axap. TOW He CTUMYNKMpa CekpeuusiTa Ha MHCY/IUH ¥
nopagn ToBa He BOAW A0 XUMOrTMKEMUA.

Metformin gelictea upes Tpu MexaHu3Ma:

1, HaMmansisa CWHTE3aTa Ha TNOKo3a B uYepHma Apob, KaTo  uHXwbupa

FMIOKOHeOreHasaTa Y rUKoreHonusara;
2. nopobpsiea nepudepHOTO NOEMABHE U YCBOsIBaHE Ha IMIOKo3aTa OT MyCKYiuTE, KaTto
NoBMILIABa UYBCTBMTENHOCTTA KbM UHCYNNH;

3. 2abaeg pesopbunATa Ha IMIOKO3aTa B YepBara.

Metformin cTuMynMpa BbTPEK/IETbYHaTa CUHTE3a Ha TIMKOreH, KaTo Bb3AeCTBa BbpXY
rAMKoreH-cMHTETazata. Metformin moeWliaBa TPaHCIOPTHWA KanauWTeT Ha BCUMKK BUAOBE
MeMBpaHHM nNpeHocuTenM Ha rnokoszata (GLUT).

Mpu Xopa, He3aBUCMMO OT AENCTBMETO CU BbpXy rukeMusaTa, metformin okassa
GnaronpuaTHM  edeKTu BbpXY nunuaHus MeTabonusbM. ToBa e AEMOHCTPUPaHo C
TEPAneBTMYHN  403W B  KOHTPOAMPEHM POYYBaHMA CbC CpegHa MM ronsma
npoabmkuTenHocT: metformin rnoHwxaea HyBaTa Ha obwma xonecteposn, LDL-xonecrepona u
TpUraMLEepuanTe,

KnutunyHa edeKTUBHOCT:

MpocnektuBHo paHgomusupaHo (UKPDS) npoy4ysaHe YyCTaHoBSIBA AbITOCPOYHUTE
ron3u oT UHTeH3udUUMpaHa KOHTPOST Ha KpbBHaTa 3axap npu auaber Tun 2:

AHanWsBLT Ha pe3yNTaTUTe NPy NALMEeHTH € HaAHOPEMHO Terno, fiekyBaHu ¢ metformin
Cnes Heycnex OT NPWIIoKeHWe caMo Ha AWeTa, NoKassar:

- CUFHU(UKAHTHO HaManeHue Ha abCoOMOTHUA PUCK 38 BCUUKK YCOXHEHUS, CBbpP3aHu
€ Avabera B rpynata, nexkyeaHa ¢ metformin (29.8 uHUMAeHTa/1000 nNaUMEHTO-roAuHN)
CMPAMO NMpUAOXKeHUe camo Ha aveta (43.3. nHumaeHTa/1000 naymeHvo-roaunmy), p=0.0023 u
CTIPAMO  KOMOBWHWpaHW Ipynu — cyndaHvnypeitiu v MonoTepanms ¢ uHcynuH (40.1
nHUMaenTa/1000 naunenTto-rogunn), p=0.0034;

- CUTHUMKAHTHO HaManeHWe Ha abConiTHMA PUCK 3a CMBPTHOCT, MPUYMHEHa OT
Avaber: metformin 7.5 uHumAaenTa/1000 nauuedTo-roAvHW, camo fAuera — 127
mHumaerTa/1000 naumeHTo-rogunun, p=0.017;

- CUrHWUKEHTHO HaMmaneuve Ha abcomoTHUS pUck 3a obia cMbpTHOCT: metformin
13.5 wHUMAeHTa/1000 nauWeHTOo-TOAMHK cnpAMo camo Avera — 20.6 wHUMAeHTa 1000
rauueHTo~rognHn  (p=0.011) u cnpaMo KOMBuHMpaHn Fpynn — cyndaHunypeiHy u




- CUTHU(DMKAHTHO HaMmaneHvwe Ha abConloTHMA PUCK OT WHGApKT Ha MuoKappa:
metformin 11 wHuMaeHTa/1000 nauveHTO-rOAMHY, camo aveta — 18 wHuuaenTa/1000
nawMeHTo-roguuy {p=0.01).

3a metformin, u3NOM3BaH KaTo BTOPO CPEACTBO Ha u3bop, B KOMOMHaUMA Cbe
CyNDORUMYPEINHYN, HE Ca BOKA3AHW MON3K 33 KANHUYHUS U3X0A.

KombBuHaumsTa ot metformin ¥ MHCYNWH e npunarasa npy onpegeneHn nauueHTk C
avaber TMn I, HO NON3UTE OT TOBA JIieYeHWe He ca ohUManHO YCTaHOBEHMN.

5.2 dapMakoKMHETHUYHY CBOUCTRA

Pezopbiins

Cnep nepopanHo nNpunoxeHue Ha metformin, Tmax ce goctwra cneg 2.5 vaca.
AbcontoTHaTa buoHannMuHocT Ha 500 mg vnm Ha 850 mg metformin hydrochloride e oxkono
50-60 % npu 3gpaBu uHAMBKMAK. Cnea MepPOpanHO MPUNoXEHYe, Hepe3opbupaHoTo
KORMYECTBO, KOETO €& OTKpYBa BuB (eueca e 20-30 %.

Cnep nepopanHo npunoXxexHue, pesopbuusita Ha metformin ce Haculla ¥ e HenbiHa.
Mpuema ce, ye hapMakoKUHETUKATaA Ha pe3opbuusiTa Ha metformin e HeMMHeapHa.

Mpy obuuaiiHn Aosy u JO30BM cxemu, steady state nnasMeHW KOHLUEHTpauum ce
MOCTMUraT B paMKuTE Ha 24 - 48 vaca 1 No npyuHUMN ca nog 1 pg/ml. B KoHTponupanu
KAMHWUYHK NpoYyYBaHus, MakcuMasHUTE faasMeHn KoHUeHTpauun (Cmax) Ha metformin He
HapeulwasaT 4 pg/ml, fopy NpyM MakcuManHy A03u.

XpaHara HaMansisa creneHta u neko 3abaea pesopbumsta Ha metformin, Cneg
npuaokeHWe Ha Aosa ot 850 mg metformin hydrochloride ce Habniogasa 40 % no-HUCKa
MakCKManHa rnasMeHa KoHUueHTpauus, 25 % HamaneHye Ha nnowTa noa xpusata (AUC,
area under the curve) ¥ 35 MMHYTK YABLDKEHUE Ha BPEMETO 3a BOCTUraHe Ha MakckMasHaTa
finasmeHa KoHUeHTpaums, He e u3BecTHO KINMHUYHOTO 3HayeHWe Ha ToBa HaManeHue,

PasnpegeneHue

CBbp3BaHETO C MAasMeHWTe MPOoTeuHN e HesHauuTenHo. Metformin ce pasnpegens B
epuTpoUMUTUTE. (TMKOBUTE HMBE B KPBBTA C8 MO-HUCKK B CpaBHEHWe C MUKOBUTE MNasMeHn
HMBa W Ce MpOoABABAT MO CblIOTO BpeMe. YepBeHMTE KPLBHWU KIETKM Hal-BEPOSTHO
npefcTaBnasaT BTOPUUHO [eno Ha pasnpegeneHue. CpeaHusT cbem Ha pasnpefenedue (Vd)
Bapvpa mexay 63 - 276 1.

Metabonnzsm
Metformin ce oTaens HenpomeHeH ¢ ypuHaTa. Mpyu Xopa He ca OTKpUTU MeTabonuTtu.

EnumMuHupane

Br6peuHuaT knupbHC Ha metformin e > 400 mi/min, koeto nokasea, 4ye metformin ce
eNMMUHMPa C FNOMepynHa QunTpauxsa W c TybynHa cekpeunsa. Cnen  nepopanHo
MPUNoXEHKe, KpafHOTO BpEME Ha NORYXXUBOT € okoo 6.5 vaca.

py HapyiweHa 6B6pevHa GyHKUMA, 6BEPEYHUAT KIMPBHC HaMansBea B CbOTBETCTBUE C
TO3K Ha KpeaTWHWHA W Taka BPEMETO Ha MONyenuMUHYIPaHe Ce YAb/MKaBa, KOeTo BoaAu A0
yBeu4YeHn Huea Ha metformin B nnasmarta.

5.3 [MpeaxknMHU4HK AaHHK 33 6e30NacHOCT

MpeaxnMHUYHTEe AaHHK He pPAasKpuBaT CneumddMuer pUCK 3a XOpa, BL3 OCHOBA Ha
CTaHgapTHW npoyyBanms 3a (hapMakonorna Ha 6e30MmacHoCTTa, XPOHWMYHA TOKCWUHOCT,
reHOTOKCHMYHOCT, KapLMHOTEHEH NOTEHUWaN, PENPOAYKTUBHA TOKCUUHOCT.




6. ®apMayeBTHUHI CBOMCTBA

6.1 CnYCbK Ha NOMOWHNTE BEWECTEA ¥ TEXHUTE KOANYECTBA

Hypromellose

Povidone K 25

Magnesium stearate (Ph. Eur.)
Macrogo! 6000

Titanium dioxide (E 171)

6.2 DOUINKO-XUMUYMHN HECHBMECTUMOCTH
He ca u3secTHW.

6.3 Cpox Ha roasocr
3 roguHn.

6.4 CneuyuanHu ycnoBusl Ha CbXpaHeHue
Hama cneunanHi yoI0BUS 338 CbXpaHERWE Ha TO3U REKApCTBEH MPOAYKT.

6.5 [danHu 33 OnaKkoBKaTa

Bnuctep ¢ npo3payeH puriaeH PYC ¢unm, 3aneyaTtaH ¢ anyMUHMEBO Gonvo.
OnaxoBky ¢ 30 punMmpaHy TabneTku.

OnakoBku ¢ 60 drnmMupaHu TabneTku.

Onakosku ¢ 120 unMupadu Tabnetxu.

6.6 TlpenopbkU Npy ynotpeba
Hsma cneuuanH MancksaHwusl,

7. MpuTexxaren Ha pazpeeHMeTo 3a ynorpeba

_ BERLIN-CHEMIE AG
M BERLIN-CHEMIE (MENARINI GROUP)
MENARINI Glienicker Weg 125

12489 Berlin, Germany

8. PerucrpauuoneH N2 B Perucrepa no 4.28 ot 3/IAXM
5700066

9. [laTa Ha NMbPBOTO paspelleHMe 3a ynoTpeba Ha AeKapCTEeHUS NPOAYKT

10. ata Ha aKTyanu3auus Ha TeKCTa
fAnuyapu 2005
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