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Siofor SR 500 mg prolonged-release tablets BG/MA/P -
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2.  KAYECTBEHH KOJIMYECTBEH CHCTAB

Beska tabnetka ¢ yabmkeHo ocBoOOKIaBaHe chabp:ka 500 mg MeThOpMHHOB XHUAPOXITOPH/L
{metformin hydrochloride), koiTo choTeercTra Ha 390 mg merdopmun Haza(metformin base)

3a IIBJIHHA CNMCBK Ha MOMONIHHTC BCUICCTBA BHAKTEC TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA

TabneTka ¢ yapkeHO 0CBOOOKAABAHE.

benu po noutn Senw 1abneTky ¢© NpoaBIrosaTa (popMa, TpaBupaHo o3HaveHKe ,,5R 500" oT eaHarta
CTpaHa U MaJKu OT JpyraTa CTpaHa.
Paszmepu Ha rabaerkara: jwnkuHa 16,50 mm, wwpuna 8,20 mm, aebenuna 6,10 mm.

4, KIMHHYHHA JAHHHN

4.1 TepaneBTHYHH MOKAIAHHSA

Jleuenue Ha 3axapeH auaber THR 2 NpH BB3PACTHH, 0COOSHO TIPH NALEHTH ¢ HAJHOPMEHO TETTIO,
KOraTo CamoO JICYEHHETO ¢ AreTa H PU3INUYECKH YIIPAKHECHHUS HE BOAAT A0 AACKBATEH MNIMKEMHYEH
koHTpos. Crnogop SR Moxke aa ce M3MO/3Ba KaTO MOHOTEepaTlis UJTH B KOMOHHAaIHA ¢ ApYIH
NepopaiHi aHTUIHA0eTHH CpeACTBA WM C UHCYJTMH.

4.2 /Jlo3upoBKA H HAMHH HA NPHJIOKEHHE

Jo3upoRKa
Bvzpacmnu ¢ nopmanna 6vopeuna gynuxyua (GFR > 90 mL/min)

Mounorepanus npu saxapeH guader THIN 2 M B KOMOHHANNS € APYTH NePOPAJIHH AHTHAHADETHH
cpeacrea:

»  (OOunvaiHara HavyanHa Ao3a e eHa Tadbnetka Cuodop SR 500 mg BeAHBK AHEBHO.

» Cnen 10 go 15 anu pozarta Tpadea Aa ce ajanTHpa Bb3 OCHOBA HA H3MEPEHHTE CTOHHOCTH Ha
KpbBHaTa 3axap. [locteneHHOTO NOBUIaBaHe HA 103aTa MOXKe Jia NOAOOPH CTOMALIHO-UpeBHATA
[OHOCUMOCT. MaKcumManHaTa npenopbuuTenta j103a e 4 TabaeTku ¢ YAb/EKEHO 0CBODOKAaBaHe
Cuodop SR 500 mg nHeeno.

* lloBnwaranero Ha no3uTe ce M3BLpUWBRA Ha cThIKK o 500 mg Ha BcexH 10-15 AHK 10 MaKCHMYM
2000 mg BeagHBK AHEBHO ¢ BEYEPHOTO XpaHeHe. AKO He ObJ1e MOCTHIHAT TNMKEMHYEH KOHTPON ¢
2000 mg Cuodop SR penrbx [HERHO, TPpabba fAa ce odmuenu npunoskenve na Cnuogop SR
1000 mg nBa ALTU IHEBHO, KATO W JIBETE JIO3U CE NpHeMaT ¢ XpaHa. AKO BCE OLIE HE MOXKE Ja

TabneTku MeThopMHH 10 MakKCHManHa no3a or 3000 mg qHeBHO.
* IlpH nauyenTH, KOMTO Beye ca JEeKyBaHH ¢ TabneTKH MeT(hOPMUH, HAYAIHATA
TpAOBa 71a € eKBUBANEHTHA HA AHEBHATA 1034 METHOPMUH NoA popMaTa HA T ﬁl&j
He3zabapHO 0cBOOOMKAABAHE.



*  Tlpu naumenty, nexkysanu ¢ metopmuH B Jioza Hax 2000 mg THEBHO, TPEMUHABAHETO KbM
Cuodop SR He ce npenopsuia.

*  AKO ¢€ JIaHUpa NPEMHHABaHe OT APYro NepopaHO aHTHANAODETHO CPEACTBO: IIPEKPATETE
NpHeMa Ha JIPYTOTO CPEICTBO M 3aloyHeTe npunaradeto Ha Cuodop SR B ao3aTa, NOCOUEHA MOo-
rope.

KomOuHauua ¢ AHCYJIHH

MetdopMUHOB XHAPOXJIOPHA M HHCYJIMH MOTAT Jia ¢€ U3NoJI3paT B KoMOMHHMpaHa TepanHsg, 3a 1a ce
NOCTUIHE NO-OOBP KOHTPOJ Ha KpbBHATA 3aXap.

ObdnuakinaTa nayanna gosa Cuodop SR 500 mg e eaHa tabnerka BeIHEXK JHEBHO ¢ BEYEPHOTO
XpaHeHe, JOKATO A03aTa Ha HHCYJIMH CE KOPUTMpa Bb3 OCHORA HA U3MEPEHHUTE CTOMHOCTH HA KPbBHATA
zaxap. Cnen TuTpupaneto Tpadea aa ce 0OMHCIH NipeMHHaraHe KM Crnodop SR 1000 mg.

Cmapuecka 6b3pacm

[lopann BB3MOXKHOCT OT NOHWAKEeHa OBOpeyUHa PYHKIHA TIPH TIALIMEHTH B CTapyecKa BB3PacT, 103aTa
MeT(QOopMHUH TpaOBa J1a ce KOpUrupa Bb3 ocHOBa Ha ObOpeunaTa ¢ynkuusa. Heobxoaumo € penoBHO
OlLIeHsABaHe Ha OpOpeuHaTa dyHKuMA (BHXTe Touka 4.4).

Bvbpeuno yepescoane

GFR Tpabea na ce OLUeHH Ipean HAYAIOTO Ha JieueHHe ¢ NPOAYKTH, ChIbpKalld MeTGOPMHH, H MOHE
BC¢IHBK TOJAMIIHO ¢neld ToBa. [Ipy nauMeHTH ¢ NOBHILIEH PHCK OT MO-HATATHLUHA TIPOrpECHs Ha
OBLOPEUHOTO YBPEKIAHE U B CTapyecKa BbapacT ObOpeunaTa GyHKIMA TpsaOBa Aa ce OLEHsABa Nno-
YecTOo, HarpuMep Ha Bceku 3-6 mecela.

GFR (mL/min) |Oba MakcumManHa fnesHa  |JonbJIHUTENIHHU choOpaXeHHs
71034

60 — &9 2000 mg Moxke na ce oOMUCIH HaMaTIBAHE HA 034Ta BLB
BpPB3Ka ¢ BAOIIABAIaTa ce Ob0peuHa PyHKIHSA.

45 - 59 2000 mg DakTopUTE, KOUTO MOTAT A4 MOBHILAT PHCKA OT

30 — 44 1000 mg nakTaTHa auuao3a (BrkTe Touka 4.4}, Tpabpa 1a
ObaaT NpoBepeHH, Npeay aa ce OOMHUCIH
3a004BaHe HAa NPHEM Ha MET(OPMHH.
Hauanuara nosa ¢ HaM-MHOr0 NMONOBHHA OT
MaKcuMajiHaTa a03a.

<30 - MeTtdhopMHUH € NpOTUBONOKA3aH.

[leouampuuna nonyrayus
ITopaau nunca Ha Hanu4Hu AaHHu Cuodop SR He Tpabea fa ce M3NOA3BA NIPM Jlena.

HauuH Ha npunoxkeHHe

TabneTtkure TpsOpa na ce NOrABIIAT LeNH ¢ BoAa. He TpsOra aa ce IBHBYAT WIKH HATPOLUABAT.

4.3 IlporuBonokazaHus

J CBpBXYYBCTBATENHOCT KbM MeTGOPMHUH WM KbM HAKOE OT NOMOLLHHTE BELECTBA, M30pOSHHU B
TO4YKa 6.1.
. Beskakbe TvR ocTpa MeTabonMTHA aunaosa (KaTo JJaKTaTHa alpao3a, JiabeTHa KEToauua03a)

. Jinaberna npexoma

. Texka 610peuna HegoctaTbuHocT (GFR < 30 mL/nun).

. OcTpH CHCTOAHHSA € PUCK 3a NpOMAHA Ha ObOpeuyHaTa GyHKUMSA KATO;
- Jexmaparaums

- TEeXKa MHJeKUUs




- WIOK
. 3abonaBaHe, KOETO MOXKE /12 IOBeNe 10 XHIOKcHA {0coGeHo ocTpo 3ab0IsIBaHE MM BJIOLLIABAHE
Ha XPOHKYHO 3a00JI9BaHe) KATO:
- NEKOMINIEHCHpaHa CbpPAeYHA HeJOCTAThUHOCT
- MXaTelHa HEeJ0CTATbUYHOCT
- HacKopo npekapaH HHdapkT Ha MUOKapRa
- LIDK
. HeprnoapobHa HeJOCTATBUHOCT, OCTPa AIKOXOTHA HHTOKCHKANK, aJTKOXONH3bM

4.4 ChoeunajJnn npeaynpe:kieHHs H NpeAnasHd MEepPKH NPH ynorpeba

JlakTraTHa anuao3a

JlakTaTHaTa anKn03a, MHOTO PSAKO, HO CEPHO3HO METAOONUTHO YCIOXKHEHHE, HAH-4E€CTO HACTHITBA
[IPH OCTPO BIIOLIaBaHe Ha OBOpeuHaTa GyHKUMA, KapaAHO-pecnUpaTopHO 3a00naBaHe HITH CEIICHC.
HatpynsaHeTo Ha MeT(OpMHH HACTBITBA APU OCTPO BIOLIaBaHe Ha ObpOpedHaTa QyHKINS U
YBEJIMUABa PUCKa OT JIAKTAaTHA alHJ1034.

B cny4ait Ha pexuapartauus (TeXka AuapHs Wi MOBPBILIAHE, BUCOKA TEMIIEpaTypa WIN HaMaleH
IIPUEM Ha TCYHOCTH) TpadBa BpEMEHHO Jia Ce CIIpe TpReMa Ha MET(OPMHH U € IPENOPBUUTENHO Aa ¢
YCTAHOBH BpPb3Ka ¢ MEIUIHHCKH CIIEIMAITHCT.

[IpueMBT Ha JIeKapcTBEHM IPOAYKTH, KOMTO MOTaT OCTPO Ja yBpeasT OrOpevnara GpyHkuMA (KaTo
AHTHXHUNEPTEH3UBHU cpencTia, AuypeThiid 1 HCTIBC) TpsabBa pa ce zanouHe ¢ NOBHLIEHO BHHMAHHE
NpU NAUKEHTH, JIEKYBAHU ¢ MeTGopMuH. JIpyrH puckoru (hakTOpH 3a NaKTAaTHA ala03a ¢a
MPEKOMEPEH NIPUEM Ha alKoX o, YepHOoApoOHa HeIoCTAaThbYHOCT, HEA0CTATHYHO KOHTPOJIMpPaH aHader,
KeT03a, NPOABIKUTENIHO [IAlyBAHE K BCAKAKBY CHCTOSAHMS, CBbP3aHU C XHUITOKCHA, KaKTO H
COHOBPEMEHHATA YNoTpeDa Ha 1eKapCTBeHM NPOLAYKTH, KOWTO MOraT Ja ITPpUHYMHAT JIaKTaTHa aln103a
(Bx. TOukH 4.3 1 4.5).

IlarmenTtrre n/unm anuara, Tpadsa na ObaaT HHPOPMHUPAHU 32 PHCKA OT JIAKTATHa ALH/1034.

JlakraTHaTa auMKO3a ce XapakTepu3Hpa ¢ al|I03Ha JUCIIHEeA, KopeMHa 00JiKa, MyCKYJIHH KpaMIu,
aCTeHHA H XHNOTEPMHS, INOCaeABaHH OT KoMa. B cny4dal Ha CEMHEHHE 32 CUMOTOMH NNAITHEHTLT

TpsaOBa a cnpe npveMa Ha MeTGOpMHH U He3a0aBHO J1a MOTHPCH JeKapcka oMol JIMarHocTuyHuTe
nadopaTopHHU HAXO/KH ca NOHWXEHO KpbBHO pH (<7,35), NOBHINIEHH HHUBA HA NIIa3MEHUS JIAKTAT (>3
mmol/]) ¥ NoRMILIEHA aHMOHHA pa3nyKa U ChOTHOLIEHHE JIAKTAaT/IMPYBAT.

HEKH]}HTE Tpﬂﬁﬂa Ad IIPEAYTIPEKAABAT IMMAUUEHTHTES 34 PHCKa M 34 CHMIOTOMMWTEC Ha JIAKTaTHa alluaosa.

buOpeuna GyHKIHA

GFR TpsaOBa 1a ce oueHH TIpe/ii Ha4aa0To Ha JISYCHHETO W PEAOBHO CJIS/ TOBA — BHXKTE To4Ka 4.2.
MerdopmuH ¢ apoTHBonokazaH npy nankenTH ¢ GFR<30 mL/min 1 Tpabea ga ce npexkpaTH
BPCMCHHO ITPH HaIMYHeE Ha 3a00NARAHMS, KOUTO H3MeHAT ObOpeuHaTa PyHKUMS — BHAKTE TOUKa 4.3,

Cobpneuna dyvhHkums

IlanmneHTHTE CBHC ChpJEYHA HEAOCTATHYHOCT €a ¢ MO-TOJISAIM PHCK OT XHIIOKCHA ¥ OBOpeuHa
HEIOCTATHLYHOCT. MeThopMuH MOXKE A2 ¢¢ H3M0/3Ba NPU NAIKMEHTH CbC CTabHMITHA XPOHHUYHATA
ChbpJIEUHA HEAOCTATHYHOCT NPYU PEAOBHO HAOMIOCHHE Ha chpsieuHaTa M ObsOpeunara (PyHKIHS.

MeT(opMHH € TPOTHUBOINOKA3AH 34 MTallHEHTH ¢ OCTpa H HeCTAOH/IHA ChpAcHHa HEAOCTATBYHOCT
(Bu3kTE TOUKa 4.3).

lIpunarane Ha HOA-CHABLPKALIN KOHTPACTHH BELLECCTBA

BuTpecsn0BOTO NpHoxkeHue Ha HOAKRPaHH KOHTPACTHH BellleCTBA MOXKE 1 1I0BE]
HHAYLMpaHa HedponaTus, BOJeLla 10 HATPYNBAHETO HAa MeTGOPMHR U TIOBKLIEH
aunnosa. MeThopMHH TpsAOBa 112 ce CTIPe NPENU HITM N0 BpeMe Ha TIPOLeypaTa 3ai
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AHArHOCTHKA W HE TpsIORa na ce Bb300OHOBABA 10 Hali-Manko 48 yaca criefl ToBa, HpH YCIIOBUE Ue
OBOpeuHaTa QYHKLHS € OlleHeHA OTHOBO H € YCTAHOBEHO, Ye € cTaduiIHa, BX. Touku 4.2 u 4.5.

Onepanus

MeTpopmuH Tpabea na ce ciipe Mo BpeMe Ha OMnepaitus rnoj 001a, CIIMHAIHA HITK EMTWAYPAiHa
anecTesHd. JleueHHeTo Moxke aa Ob1¢e BB300HOBEHO HE NO-paHo OT 48 vaca cliell onepauusaTa HiH
Bb300HOBABAHETO HA XPAaHEHETO Mpe3 YCTA, W npy yenoeue ye Op0peynara ¢pyHKUMA € olleHeHa
OTHOBRO W € YCTAHOBEHO, Ye € cTabunHa.

Hpyry npennazsy MEpKU

Bcuuky nanmpenTi TpaOBa Aa npoAb/DKAT J1a Cna3eaT AMETATA CH ¢ PABHOMEPHO paznpene/ieH IpueM
Ha BBIIICXHAPATH NIipe3 AeHsl. [TaunenTture ¢ HATHOPMEHO TerNo TpAdBaA Ja NPOABJIKAT Ja Crla3BaT
AUETATA, OrPAaHUYABAIIA KAJIOPUHTE,

OOnuaiinute nadopaTopHu TeCTORE 3a NpocieAsBane Ha nuabeTa TpaOBa 1a ce NpaBaT PEJIOBHO.

MeTgopMUH MOXKe 12 HAMAJIH CEPYMHHMTE HHBA Ha BHTAMHH B12. PUCKBT OT HUCKHM HMBA HA BUTAMHMH
B12 napacTpa ¢ yBenHuapaHe Ha 703ata Ha MeTHOPMHH, MPOTLIKHTETHOCTTA HA IEUEHHETO WHITH
Npy IAUHEHTH ¢ PUCKOBH (aKTOPH, 33 KOMTO € H3BECTHO, Y€ NMPUYHHABAT ACPHLMT Ha BHTaMuH B12.
B cnyyaii Ha cbMHeHMe 3a neduuyT Ha BUTaMHRE B12 (kato aHnemus Wy HeBponaTus), Tpabea na ce
NpoCneasaBaT CCPpYMHHTE HHBA Ha BUTaMHH B12. Moske fa ce Hannoxxu nepHOZHYHO NPOC/ICIABAHE HA
BUTaMHH B12 npu nanuentu ¢ puckoeu daxropy 3a Aeduiuurt Ha eutamiH B12. Tepanudra ¢
MET(QOPMHH TPADBA Aa MPOABIIKH TOJIKOBA JBJITO, KOJKOTO ¢€ IIOHACA H HE € MPOTHBOIIOKA3aHa, !
NOAXOAAII0 KOPUIrdpaLlo leueHue 3a aedpuuuT Ha pMTaMud B12 e ocurypeHo B CLOTBETCTBHE ¢
HaCTOAIIMNTE KIIMHUYHH PLKOBOJICTBA.

MeTtghopMun, Npunarad caMmoCTOATENHO, He NPUUYHHABA XUITOTTIHKEMHSA, HO € HCOOXOAHMO BHUMAaHHE
NPH NPHIICKEHHETO MY B KOMOHHALUS C HHCYIHH WIH ¢ JIPYTH TIepopanHHi aHTHAHaOEeTHH JlIeKapcTBa
(Harp. cyaHUIypeiHH IeKapCTBA UITH METITHTHHHITH).

O6BUBKHUTE Ha TaONETKHTE MOTaT /la IPUCHCTBAT B M3NpaskHeHnaTa. [lanvenTure TpaOBa na Obaart
YBEJIOMEHH, Y€ TOBa € HOPMAITHO.

ToBa nexapcrBo chaABpKka o-Manko ot 1 mmol varpuii (23 mg) Ha TabneTka, T.€. O CHLUECTBO ,,HE
CBIALPKA HATPUH™.

4.5 BsaumoaeiicTBHe ¢ APYTH JEKAPCTBEHH NPOXYKTH B ApyrH GopMHR HA B3aHMOAeHCTBHE

He ce nnpenopnyea chbeMecTHa yrioTpeda

Anrxoxon

AfKOXOJIHATA HHTOKCHKAIINS © CBBP3aHa ¢ NOBHLIEH PHUCK OT JIAKTATHA alli103a, 0cobeHO NIpH
rilaJyBaHe, HEQOXPAHBAaHE MIIH YePHOAPOOHO YBpeKIaHe.

Hoo-cvovporcauyu konmpacmnu 8€ecmed

[IppembT Ha MeTdopMHH TpaOBa Na ObAS NMPEKpaTEeH NPEAU KM NO BpeME Ha NpoLeaypaTa 3a
o0pa3Ha AHAarHOCTHKA W [a He 3aMoYBa OTHOBO NMoHe 48 uaca cnep TORa, NpH ycnosue ye ObOpeuHarTa
(QYHKLHA € OLeHEHA MOBTOPHO U Ce YCTAHOBH, e € CTabUIHA — BHXTE Touku 4.2 1 4.4,

KomOuHanmu, M3MCKBAIIY NIpeRNa3Hi MEPKH pH ynotpeda

Haxoy fexapcTBeHy NPOAYKTH MOraT Aa ce oTpassaT HebnaronpuaTHo Ha Obbpeunara
MOIKE Na YBEJIMYN pPHCKA OT J1akTaTHa aiao3a, nanpyumep HCTIBC, srmoynTenno
MHXHOUTOpH Ha uukinookeureHasza (COX) I, ACE unxunGurops, anruoreH3uH 11
aHTArOHUCTH H IMYpeTULH, ocoberHo OpUMKOBH AnypeTuun. I1py 3ano4BaHeTo v
TaKHBa IIPOAYKTHU B KOMOWHALIUA C MET(POPMHH € HEOOXOIUMO BHHMATEJTHO TIpO
ObOpedHara GyHKIIHA.




Jexapcmeenu npoOyKkmu ¢ GeMpena XUNePp2IukeMuuHa aKmueHoOCm (KAmo 2I0KOKOPMUKOUOU
(CUcCmeMHO U AOKATHO NPUAOICEHUE) U CUMIANTUKOMUMENIUYU)

Moske na ce HalnoXH No-4eCTo MPOoCNeasBaHe HA HUBOTO HAa XPBhBHATA 2axap oco0EeHO B HA4anoTo Ha
neveHueTo. [Ipu HeobxoanuMocT, KOpurupaiite no3ara Ha MeT(GPOMHH XHAPOXIOPUI NIO BpEME Ha
JICYCHHUE ChC CHOTBETHHUS JICKAPCTBEH NMPOAYKT U CIEA NIPEYCTAHOBABAHETO MY.

I pancnopmepu na opeanuunu xamvonu (OCT)

MeTtdopmud e cyOeTpaT U Ha aata Tpancnoprepa OCT1 n OCT2.

EnnoBpeMEHHO NpUioKeHHEe Ha METHOPMUH ¢

*  unxudburopy na OCTI (karo BepanaMui) Moxe Aa HaMaHu ehHKACHOCTTAa Ha MEeTQOPMHH;

* udaykropute Ha OCT1 (karo pHpaAMIUIMH) MOKE 1a YBEIMYHA CTOMALUHO-UYpEBHATA abCopOLIHs
H e(pHKaCHOCTTa HAa METQOPMHH;

*  uHxuOuropure Ha OCT2 (KaTo UMMETHIUH, IONYTErpaBHp, PAHONA3HH, TPUMETONPHM,
BaHIETAaHHO, NCaBYKOHA30M) MOXE Aa HamMai OEOPedHOTO eTMMHHHpaHe Ha MeTPOPMHH H TOBa
A4 QOBe/E IO MOBULIABAHE HA KOHUEHTPAUUATA Ha MeT(OPMHH B II/1a3MaTa;

*  uHxuGuropute ¥ Ha OCT1, n Ha OCT?2 (xato KpU30THHUO, oNlamapHs) MOXKe 1a IIPOMEHH
edrkacHocTTa ¥ OBOPEUHOTO ETUMUHUPAHE HA MEeT(HOPMHUH.

CnenoBarestHo ce npenopbyupa BEHUMaHKe 0CoOeHO NPH TAlMEHTH ¢ O6hOPEeYHO YBPEIKIAHE, KOraTo
Te3M JICKapCTBa CE NPUJIAraT eAHOBPEMEHHO ¢ METHOPMHUH, THH KaTO KOHHEHTpALMATA HAa METQOPMHH
B IIa3Marta MOXKE fa ¢ce yeenuuH. [Ipu seoOxoamMocT Moxke na ¢ce 0OMUCIN KOpHIrHpaHe Ha 103aTa
METQOPMUH, TbH KaTo RuxubuTopuTe/vuaykTopuTe Ha OCT MoraT ga IpOMEHAT €pHKACHOCTTa Ha
MeTHOPMHUH,

4.6 PepTHIHTET, OPEeMEHHOCT U KbpPMEHE

bpemMeHHoCT

HekoHTponvpanara xuneprinkeMHs B IE€PUKOHLENIHOHHATA (a3a H 10 BpeMe Ha OPEeMEHHOCTTa €

CBBP3aHa ¢ YBEJTHYEH PHCK OT BPOLEHH aHOMAaJIMM, CNOHTaHeH abopT, XUIIEPTOHUA, NPpeAH3BHKaHa OT
OpeMeHHOCTTa, NpeeKIaMIICHa U NIEPHHATAITHA CMBPTHOCT. BaxkHo e aa ce MOAaBpKaT HUBATA HA
KpBbBHATA 3aXap Bb3MOXKHO Hali-0/IM30 O HOPpMATHUTE NMPeE3 1191aTa OpeMEeHHOCT, 3a Jla ce HaMaiH
PUCKBT OT HEDArONpUATHH NOCNEANIH, CBLP3aHM ¢ XUIIEPIIMKEMU, 3a MaiiKkaTta 1 HeHHOTO aeTe.

MeTtdopmun NpeMmuHara nipe3 NNALCHTATa ¢ HHBA, KOMTO MOrar Aa Ob1aT TOJIKOBA BUCOKH, KOJIKOTO
KOHLEHTpauuHTe Ipu MalKara.

I onsimMo xonuuecTBO JaHHU 33 GpeMeHHu xeHu (noseue oT 1000 ekcnoHApaHH pe3ynTaTa ) OT
0asHpaHO Ha PETHCTBD KOXOPTHO NPOyuBaHe W NYONUKYBaHH AaHHM (MeTa-aHANRW3H, KJIMHUYHH
NMPOYYBAHUA U PEFUCTPH) HE TTOKA3ZRAT NMOBHLIEH PHCK OT BPOJACHH aHOMAJIUM HWIIH QeTo/HEoHaTanHa
TOKCUYHOCT Cllel €KCMO3ULUMSA KbM MeT(GOPMHH B NEPHKOHLENIIHOHHATA (Paza WHIH 110 BpeMe Ha
OpeMEeHHOCT.

HMma orpannueHd 1 HeyOeuTenH U JoKa3aTencTa 3a ¢dexra Ha MeTPOPMHH BBPXY AbLATOCPOUYHHA
PEe3YJITAT 10 OTHOLIEHUE 3a TETJIOTO NMPH JCLA, U3JIOKEHH BETpeyYTpobHOo. MeTopMuUH HE H3rnexia
71a NOBAWABA ABHIATETHOTO U COUMANIHO pa3BUTHE N0 4-rodHilIHA Bb3pacT NpH A€LA, H3N0KEHH MO
BPEME HA OPEMEHHOCT, BLIPEKH He NAHHUTE 33 JBATOCPOUHHTE PE3YNTATH Ca OTPAHHUYECHH,

AKO € KIMHU4HO HeodxoauMo, ynorpedarta Ha MeTPOPMUH Moxke 12 ce 0OMUCIH 110 BpEME Ha
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PETIOPBIBA KbPMEHE 110 BPpEME Ha JIEYCHHE ¢ MeTdhOpMHH. PELICHHETO [1a Ce TPeyCTaHOBH
KbPMEHETO TPAOBA /1a Ce HAanpaBH BH3 OCHOBA HA NMOJI3aTA OT KbpMEHETO U NMOTEHIMANHMS PHUCK 34
AETETO OT HEXKEJIAHW PEaKLUH.

QepTHAHTET

DepTHIUTETHT MPU MBAKH HTH )KEHCKH NNILXOBE € He3aceTHAT MPH NMPHIOKEHHE Ha MeT(QOPMHUH B
nozu 10 600 mg/kg/nen, koero e MpuOIUUTEIIHO TPH O'bTH HAL MAKCHMANHATA MPErNopbLYUTENHA
AHEBHA 034 NPH XOpa IIPH CPaBHEHHE C MI0ILTa HA TEIeCHATa MOBBPXHOCT.

4.7 Ed¢ekT BLpXy cnoco0HOCTTA 3a modHpaHe B pabora ¢ MAITHHH

MoxoTepanuara ¢ MeTQopMUH He BOAH AO XUIIOTJIUKEMHS U NOpaiH TOBA HE MOBNMABA CIIOCOOHOCTTA
3a WodUpaHe WiIK padoTa ¢ MALIHHM.

HezaBucumo ot ToBa, nauueHTure TpsdBa aa OB1aT NMpeayIpeeHH 3a PUCKA OT XHIIOITUKEMHS,
KOTaTo MEeT(POPMHH Ce M3II0JI3Ba B KOMOHHAIHA ¢ ApYTH aHTHAWA0ETHH JeKapcTBa (Hanp.
CYNPaHUNYPEeHHM, MHCYTTHH WIH MEIJIMTHHHIH).

4.8 Hexenann JeKapcTEEHN peaKiii
[TocTMapKeTHHTOBY JaHHHU M JAHHNUTE OT KOHTPOJIMPAHH KJIMHHYHH N1POYYBaHHs, ChOOLIIABAHUTE
HEXeNaHH €PEKTH NPH HALMEHTH, JIEKYBAHU ¢ MET(GOPMHH C YABIDKEHO 0CBOO0KAABAHE, Ca CXOAHH

MO BHI K TEXKECT € Te3U, ChOOLIaBaHM TTPU NAIIMEHTH, NEKYBAHH ¢ MET(OPMHH ¢ He3abaBHO
OCBOOOKTaBaHe.

B Hayasno Ha nedeHUeTo Hall-yecTHTEe HeXKeNaHH PeakiiH ¢a rafiede, NoBpbiiaHe, Hapus, KopeMHa
6osika W 3aryba Ha aneTUT, KOUTQ B [IOBEYETO CJYYau OTHIYMSBAT CIIOHTAHHO.

CnennuTe HeXENaHU peakluu Morar Aa ce mposest ¢ Cuodop SR.

HecToTara ce onpenensT no cneAHWA HAYUH:

MBoro 4ecTu: > 1/10

YecTu: > 1/100 no < 1/10
HeuectH: > 1/1000 no < 1/100
Penku: > 1/10 000 no < 1/1000
MHoro peaku: < 1/10 000

C Hew3BECTHA YeCTOTA! HCCTOTaTa HC MOXKE J1a CC onpCac/id OT HAJTHYHHTE NaHHH

BBB BCAKO FPYIHPAHC B 3aBHCUMOCT OT HCCTOTATA, HEXKEITAHHTE PCaKLMU CC H36POHB&T B HHU3XOOAIL]
pea Nno OTHOLICHHC Ha TCEXKECTTA.

HapviueHus Ha Metabonuama ¥ XpaHeHETo

Yecmu:
* HaManaBane/geduumT Ha Butamun B12 (Buxk Touka 4.4)
Mnozo peoru.

* JIAaKTaTHa auuaosa (Brxre Touka 4,4 CrelHaTHi npeaynpeXxacHis H Npeana3HH MEpPKH 32
ynotpeoda).

Hapviuenus Ha HepBHaTa CHCTEMA

Yecmu:
* HapylUEHHE Ha BKYCA.

CToMalHo-4peBHU HapYLIEHUs

Mnozo vecmu:
* CTOMAallHO-4YPEBHY HApYILICHHUs KaTo raJicHe, NoBpblUaHe, AUapHs, KOPEMH
aneTUT. T'esn HexkenaHu edekTh ce HaONKOAABAT Hal-YeCTO B HAYAIOTO Ha
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NOBEYETO CIYHAK OTIIYMABAT CIOHTAHHO. [l0CTENEHHOTO NOBMLIEHHE Ha N03aTa CHIO MOXKE /1a
110A06pH CTOMALIHO-UpeBHATA HOHOCUMOCT.

XenatoOMAHapHU HapyllcHHS

Muozo peoxu:
*  HM30JUPAaH# CHOOILLEHHMS 3a OTKIOHEHWS B U3CIIeABAHHATA HA YepHOApoOHAaTa (PYHKUMA WK
XEIaTHT, KOUTO NPEMUHABAT Clie/] NPeYyCTaHOBABAHE Ha JISUEHHETO € MET(HOPMHH.

Hapyuienus Ha kookaTa ¥ noaKoKHATa ThKaH

Mrozo penku:
*  KOXHH PEaKLIMH KATO EPUTEMA, IPYPHTVC, YPTHKAPHUS.

CrobluapaHe Ha IOAO3MPaHU HEXKEJIaHU peaKLiuu

Cpo01iaBaHeTo Ha NOAO3MPAHH HEXKENaHW PEaKIMH Clle]]l pa3pellaBaHe 32 ynoTpeda Ha JIEKapCTBEHAA
MPOAYKT € BAXKHO. ToBa MO3BO/IABA /1A TIPOABIKHU HaGMOASHHETO HAa CHOTHOLICHHETO MOJI3a/PHCK 34
JIEKApCTBEHHS MPOAYKT. OT MEAMIMHCKHTE CITELIHAIIHCTH Ce H3UCKBA Jla ChOOIaBaT BCIKa
NOJI03UpaHa HEXKENnaHa peakLys upes:

H3nwiaauTenHa areHius no eKapeTeara
yi. ,,Jlaman I'pyer™ Ne 8

1303 Codus
Ten.: +359 28903417
yebcaiiT: www.bda.bg

4.9 Ilpeaosnpane

XUNOTIUKEMUS He e HabIoaaBaHa nNpy 2034 Ha MeTGOPMHUHOB XHIAPOXJIOpH A0 85 g, BBIPEKH YE B
TaKMBa C1y4Yad € HaOnaBaHa JaKTaTHA aLM103a. 3HAUUTETHO TIpe/lo3UpaHe ¢ MET(POPMHUH HITH
CBA'BTCTBALLM PHCKOBU (pakTOpy MOrarT Jia IOBEJIaT /10 JIAKTaTHa aunao3a. JlakraTHara aupaosa €
CHENTHO CBCTOAHUE U TPAOBaA Aa ce JieKyBa B OonmHuiia, Hali-e(peKTUBHUAT HAYWH 3a OTCTpaHABaHE Ha
JIAKTAT U MET(POPMHH € XeMOIUAIHU3ATA.

5., GOAPMAKOJOI'HYHU CBOHUCTBA

5.1 ddapmakoaHHAMHYHH CBOHCTBA.

DapmakoTepanesTHyHa rpyna; JIeKapcTBEHH NPOAYKTH, TOHMKABALIH HHBOTO Ha KP'bBHATA 3aXap, C

M3KIIIOUEHHUE HA UHCYJIMH, burpanumnu
ATC xon: AI0BAQ2

MeTdopMHH € DUrBaHU]] C AHTHXHIIEPTIIMKEMUYEH e(DEKT, KOWTO NOHWKaBa Oa3allHUTE H
MOCTIPAHAMAITHUATE MNAa3MEHHU HUBA Ha 3axapTa. Tol He cTHMynupa Cexpeumara Ha HHCYIIUH U
CNEAOBATENIHO HEe NPHYHHABA XUITOrIMKEeMUs,

MexaHH3LM Ha AeHCTBHUE

MeTdopMHH MOke Na JeilcTBa no 3 MexaHu3Ma:

* HaMmanasa o0pa3yBaHETO Ha IVIIOKO3a B uepHus Apod, KaTo HHXHOWpa rloKoHeoreHe3ara u
[JTHKOFEHOJTN3aTa;

[MOBHLIABA YYBCTBUTCITHOCTTA KbM HHCYJIHMH,

e 330aBs abcopOumaTa Ha rIOKO3aTa B UepBaTa.

CUHTETAa3aTa.
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MeTOpMHH NOBUIIABA TPAHCTIOPTHHS KANALMTET Ha BCHUKH BUIOBE MeMOPAHHH MPEHOCHTENH Ha
rioko3ara (GLUT), u3secTHH nocera.

dapmakonMHaAMUYHU ebekTH

B KMMHAYHH IPOyUuBaHHS OCHOBHHUAT HETJIMKEMIUEH ePeKT Ha METQOPMHH € cTabunHo Terno unu
neka 3ary0a Ha Terno,

He3aBHCHMO OT IeHCTBHETO MY BBPXY MHUKEMHSTA, MCT(HOPMHH ¢ He3a0aBHO OCBODOXKAaBaHE HMA
OnarorpuaTHH eeKTH BLPXY JIUMMAHHSA METAa00NH3BM TIPH Xopa. ToBa € JeMOHCTPUPAHO NPH
TEPANEBTHYHY A03H B KOHTPOJIMPAHHU, CPEIHOCPOUHH HIIU JABATOCPOYHH KIAHHUYHH [IPOYYBaHUA:
METPOPMHH ¢ He3abaBHO ocBOOOKIaBaHE HAMANsBA HHBATA Ha 001MsA xonectepoi, LDL-
X0NeCTepona U Tpurnuuepuante, [oiobHo nelicTBre He € NEMOHCTPHPAHO NMPH JIEKapCTBEHU GOPMH C
YIBIPKEHO 0CBOOOXK1aBaHe, BEPOATHO NOpagH BEUEPHHA NPpHeM, KaTO MOTAT [ia CE MOBUILAT HUBATA
Ha TPUTTTHLIEPHONTE.

KnnHuuHa edhykacHocT

ItpocnexrusHo pannomusnpanoe npoyyeane (UKPDS) noTebpikaaBa ABJIrOCpo4HaTa 034 OT
MHTEH3UPULIHPAHHS KOHTPOJI Ha KPhBHATA 3aXap NPH BH3PACTHH NAIMEHTH ¢ AuabeT TH 2, neKyBaHM
¢ MeTQOPMUH ¢ He3a0aBHO OCBOOMXIABAHE KATO TEPANMUs OT NLPEA JIHHUA CJle/] HeycneX OT IHeTaTa.
AHaIM3BT HA PE3YJITATUTE NIPH NALMEHTH ¢ HaJHOPMEHO TETJI0, JIEKYBAHHM ¢ MET(OPMHUH Cllel
HEeyCleX OT NPUIOKEHHE CaMO Ha JHEeTa, IIOKA3BAT:

* CHFHH(HKAHTHO HaManeHue Ha aDCONIOTHUA PHUCK 32 BCHUKH YCIOXKHEHH, CBBP3aHH ¢ ANa0ETA B
rpyrnarta, JekyBaHa ¢ merdopmut (29,8 uununenra/1000 nauuedTOroAMHY) COPAMO NIPUIOKEHNHE
caMo Ha aueta (43,3 uHuuaenTta/1000 nanuentroroaunuu), p=0,0023 u cnpaMo KOMOHHHpaHY
rpYIH — Cynpanunypeiing 1 MmonoTepanus ¢ MHCYauH (40,1 wammnedra/ 1000 naimeHTOoroguHu),
p=0,0034;

* CHUTHMOHKAHTHO HaMajieHHe Ha aDCONIOTHHS PHCK 32 CMBPTHOCT, ITPUUHHEHa OT AUa0eT!
MeTQOpMHEH 7,5 uanmacnTa/1 000 naumeHToroaluy, a camo avera — 12,7 uamuaenrta/1000
naltMeHToroanuy, p=0,017;

* CHIrHHUQMKAHTHO HaAMaJleHHe Ha aDCOMOTHHA PHCK 3a 00I11a CMBPTHOCT; MeTdhopmuH 13,5
uaurAeHTa/1000 naumMeRTOrOOMAEYU cnpaMo camo aieta — 20,6 uHuugenTa/1000 nauueHToroaAnHu
(p=0,011) 1 cnpsaMo koMOuHKpaHH TpyIK — cyndadunypeliiu U MOHOTEpanus ¢ HHCYJIHH — 18,9
nHuuaenra/ 1 000 nammenroroaunn (p=0,021);

* CHUI'HA(HKAHTHO HaManeuue Ha abComOTHUA PUCK OT HHPAPKT HA MHOKAP/A: METHOPMHHOB
xuapoxyopua 11 vuimaenta/1000 naupenToroauun, camo nuera — 18 unnmaenra/1000
natnedtoronunu (p=0,01).

He ¢ nokasaHna nonsa 3a kJiMHWUYHKAA U3XOJ NPY M3M0J3BaHE Ha MeT(POPMHH KaTO BTOPO CPEACTBO Ha
H300p, B KOMOMHALHS cbe CYIDOHUNYPEHHH JIEKapCTBa.

[Tpu quadet Tun 1, koMOUHaLMATa OT MET(HOPMHUHOB XHAPOXJIOPUA U UHCYIMH € NpUiaraHa pu
ONpeACACHH NaUHEHTH, HO NOJI3UTE OT TOBA JICUeHHe He ca ohHIIMaNHO YCTaHOBEHH.

5.2 DapmakoxuHeTHUHH CBOJCTBA

Abcopbins

Crienn nepopaHo NpUIoKeHUe Ha TablleTKa ¢ yabIKeHo ocBoboK1aBaHe, abcopbuusTa Ha
MET(MOPMHUH € 3HAUYWTENTHO 3a0aBeHa B CpaBHEHHUE ¢ TadJieTKa ¢ He3a0aBHO OCRODMK/IaRaAHE, KATO Tinax
¢ 7 yaca (Tinax 3a Tabnerka ¢ HezabasHo ocBOOOXKNaBaHE € 2,5 vaca).




B cTradbunno creroanne, nonodHo Ha dopmata 3a HezabaBHO oceoboxaaBaHe, Cnax 1 AUC He ce
YBEIIMUABAT NPpONOPUHOHANHO HA NpUIIoKeHaTa fosa. Kpyeara Ha nnasMeHara KOHUSHTpaUuKs BbR
spemeTo (AUC) cnen egnokparteH nepopaneH npueM Ha 2000 mg tabneTku MeTHOPMHH € YIBIKENO
ocBoOOXKAaBaHe ¢ NOXOOHA Ha TasH, KoSTO ce Habmoaasa cnen npuem Ha 1000 mg TabneTkH
MET(POPMHH ¢ He3abarHO 0cBOOOXKIaBaHE ABA TTHTH JIHEBHO.

HMutpausaMBUayanHaTa BapiabHAHOCT HAa MakCUManHaTa niasMmena koHueHTpaluds (Cpax) 1 AUC Ha
MET(POPMHH € YABIDKEHO OCBOOOKIABAHE € CpaBHUMA ¢ Ta3n, HabNloJaBaHa Npy TablIeTKH
MET(OPMHH ¢ He3a0aBHO OCBOOOK IABAHE.

Koraro tabnetkara ¢ yabpkeHo ocBoOOXK1aBaHe ce npuema Ha rinanHo, AUC Hamansasa ¢ 30% (Crax ¥
Tmax OCTABAT HE3ACCTHATH).

CpenHarta abcopOuns Ha MeThopMuH npu dopmata ¢ yabIKeHO 0CBoOOKIaBaHE NOYTH HE C€
IPOMEHS OT ChCTABA HA XpaHaT4.

He ce Habmionara akyMHIMpaHe cnel MHOTOKpPaTHO Npuaoxkenue Ha ao 2000 mg MeT@opMuH noa
(dopMara Ha TabNeTKH ¢ YABIKEHO OCBOOOXKNaBaHeE.

PasnpeneneHue

CBBbP3BaHEeTO C IJIA3MEHNUTE NIPOTEWHH € HE3HAUHTENHO. MeT(hOPMHH ce pa3npesiens B CpHTPOLIMTUTE.
IlMkOBHTE HUBA B KPBRTA Ca [TO-HMUCKM B CPABHEHHE C NIMKOBUTE IVIA3MEHH HHBA W CE MTPOABABAT 110
CBIIOTO BpeMe. YepBeHHUTE KPBBHU KIE€TKH HAl-BEPOATHO NIPEACTABAABAT BTOPHUUEH KOMIIAPTHMEHT
Ha pasnpenenenune. Cpeanusat obeM Ha pasznpeeneHue (Vq) Bapupa mexny 63-276 L.

buorpaHcodpmalus

MertdopMHH ce oTaens HenpoMeHeH ¢ ypuHaTa. [IpH Xopa He ce OTKpHBaT MeTabOIUTH.

Enumunnpade

buOpedyHHAT KIUpbHC HAa MeThopMuH ¢ > 400 ml/min, koero nokazsa, ye MeT(POPMHH Ce eJIHMUHMPA
Yypes rioMepyana QUATpauus 1 TyOyinHa cexpelus. Cnen nepopanHo NpUAOKEHHE, KPaHHOTO BpeMe
Ha MONYXKHBOT € 0KONo 6,5 4yaca.

Ilpn napymena 6n6peqna pyHkma, 6p0peuHUAT KIHPBLHC HAMATISABA B CHOTBETCTBHE ¢ TO3H Ha
KpEaTHHHUHA H TaKa BPEMETO HA TMONYSIHMUHHPAHE C€ YAB/DKABRA, KOETO BOAH A0 YBEIMUCHH HHBA Ha
MeT(HOPMHH B NJIa3MaTa.

XapaKTEPUCTUKH NIpU cnelMUIHA TPYITH NAUEHTH

bvbopeuno yapesicoane

Hanu4nure JaHHH IPH NALMEHTHTE ¢ yMepeHa O0B0peuHa HeAoCTaTBUHOCT ¢a OCKbAHH H HE MOXKE 14
Obje HanpaBeHa HAJEAK/IHA OLICHKA Ha CHCTEMHOTO H3jlaraHe Ha MeT({OpPMHH B Ta3H NOJArpyna B
CpaBHEHME ¢ TIALIHEHTUTE ¢ HOpMaJiHa OBOpevHa GyHkiMa. CnegoraTellHO afanTHpaHeTo Ha 103aTa
TpsAORBa 1a ce U3BBPLIRA NP ChOOPaXKEHNS 34 IIHHHYHA ePUKACHOCT/IIOHOCUMOCT {BHKTE Touka 4.2).

5.3 IlpeakanHHYHH JAHHH 32 Oez0nMaCHOCT

HPEHKJIHHH‘IHHT*S JaHHH HE TOKa3BaT 0coDeH PHCK 3a X0pa B3 OCHOBA Hd KOHBCHIIHOHAJ/IHHK
H3NUTBAHHA 33 0e30macha (I]ﬂpMEl]{DHUFHH, TOKCHYHOCT Ha MHOT'OKpaTHa& 1034, 'CHOTOKCHYHOCT,
KApPLUHHOICHCH MNOTCHUHAII H pENPOAYKTHBHA TOKCHYHOCT.

6. ®APMAIEBTHYHH AIAHHU

6.1 CnHucbhbK HAa IOMOIHHUTE BeHIEeCTBA

Marueszuer creapart
CunnuMeB ZHOKCHA, KOJOHIEH, OE3RONCH




Kapmenoza HaTpuii
XUnpomMenosa

6.2 HecbsBMeCTHMOCTH

HenpunoxuMo.

6.3 Cpok narogsocr

3 rogyHH

6.4 ChnenuanHu ycJI0BHSI HA CHXpPAHEHHE

T03M NlexkapcTBEH NPOAYKT HE U3HMCKBA CIICHMAIHH YCJIOBHS Ha ChXPaHEHHE.
6.5 CobcTaB H CHALPKAHUE HA ONAKOBKATA

15, 30, 60, 90 nnn 120 TabneTku ¢ yABIBKEHO 0cBOOOKAaBaHe B ONUCTEPHH JIEHTH OT allyMHHHEBO
dbonno u PVC.

He BcHYKkK BUOBE OMMaKOBKH MOrat fa OBJaT MycHaTH B npoaaksa.

6.6 CrnenMaann npeanazHn MepKH NPH H3XBHLpPIAHe B pabora

Hsama cnelyanH W3HCKBAHUA.
Heu3nonspaHusaT NpoayKT WK OTHAABUYHHTE MaTEPHAIN OT Hero TpAOBa Ja ce M3XBBPIT B
ChOTBETCTBHE C MECTHUTE U3HCKBAHHS.

7. INPUTEZKATEJ] HA PASPEHIEHHUETO 3A YIIOTPEBA
Berlin-Chemie AG

Glienicker Weg 125

12489 Berlin

I'epmaHns

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20190118

9. JATA HA ITBPBO PASPEHIABAHE/IIOAHOBABAHE HA PASPEILEHHETO 3A
YIIOTPEBA

Jlata Ha repBO paspemaBane: 10.05.2019
JlaTa Ha nocnenso nogHoeasaue: 11.05.2023

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

05/2023
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