KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA

1. HME HA JIEKAPCTBEHHUS ITIPOAYKT

' USNLAHWUTENHA AF EHUWSA NO JIEKAPCTBATA
Kpamxa xapaxmepucmuka na npogyxma - [puaoxerue 1

bpormun 500 mg dpunmupanu Tabnetku
Brotmin 500 mg film-coated tablets

---------------------------------
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2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Beska gpunmupana Tabnerka cpabpxa 500 mg MerdopMuHOB Xuapoxiopua (metformin
hydrochloride), crorBercTBamum Ha 390 mg Me

3a MBIHKMA CIHCHK HA TMOMOILIHHTE BELIECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana Tabnerka.
bpormun 500 mg punmupanu Tabnerku: benu oBannu punaMupann TabneTkH, raaky OT ABETe
a3MepH 16 mm x 8 mm

4.1 TepaneBTHYHH NOKA3ZAHHS

Jleyenue Ha 3axapeH auaber THN 2, 0COOEHO MPH NALHEHTH ¢ HATHOPMEHO TerJo, KOraTo camo JHeTa
¥ QH3HYECKH YIPOKHEHHS HE BOJIAT /10 aJ1EKBATEH ITIMKEMHYEH KOHTPOJI.

I1pu BB3pacTHH MeTGOPMUH MO3Ke a Ce MpHJIara KaTo MOHOTEpanHs WiIH B KOMOHHALIUS C IPYTH
NepOpaHK aHTUAHAOETHH IEKAPCTBEHH MPOIYKTH HIIH C HHCYJIHH.

Ipu neua nan 10-roauuiHa BH3pacT M IOHOIIH METGOPMHH MOXE J1a Ce MPHIara KaTo MOHOTepanus
WIH B KOMOMHALIMA C HHCYJIHH.

YcraHOBEHO € HaMalleHHe Ha YCII0KeHeHHATa, CBbp3aHy ¢ AuabeT, NpH MalMeHTH ¢ HaTHOPMEHO
Terno U auaber THN 2, neKyBaHH ¢ MeT(OPMHH KaTo ITbPBH H300p Ha JieYeHHe clie]l Heycre
(BWKTE TOUKa 5.1).

4.2 [lo3MpoBKa H HAYHH HA NPHJI0KEHHE

Jo3upoBka
Bwvspacmnu ¢ nopmanna 6vopeuna gpyuxyun (GFR >90 mL/min)

Monomepanus u kombunayus ¢ dpyau nepopannu anmuouabemuu cpeocmea:
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O6uuaiinara HayanHa no3a e 500 mg wiu 850 mg MeTHOpMHUHOB XHIPOXIOPH/ /1BA HJIH TPH ITBTH
JHEBHO 10 BpeMe Ha wiu ciea xpaHeHe. Cnen 10 go 15 nuu no3ara Tpsaba ja ce aaanTupa B
3aBMCHMOCT OT H3MEPEHHTE CTOHHOCTH Ha KpbBHaTa 3axap. [locTeneHHOTO yBelHYaBaHe Ha 103aTa
MO2Ke /1a 1oJ00pH CTOMAIHO-YPEeBHATa MOHOCHMOCT.

IIpenopbuMTennaTa MakCHMaTHa JJHEBHA 71032 MET(OPMHHOB XHPOXJIOPH] € 3 g, pa3/ie/ieHH Ha TPH
npyema. AKO ce NpeJBHK/a 3aMiHa Ha APYTo NEPOPATHO aHTHAHAOETHO CPE/ICTBO: NPEYyCTaHOBeTe
JIeYEeHHETO ¢ ApYrus aHTHAHAOEeTeH NPOAYKT U 3arovHeTe Je4EeHHETO ¢ MeTOPMHH B 103aTa,
I0co4€eHa NMo-rope.

Kombunayus ¢ uncynun

MeThopMHH 1 HHCYJIMH MOTaT Jia Ce H3TI0I3BaT B KOMOWHHMpaHa Tepamnus 3a NOoCTUraHe Ha No-100sp
KOHTPOJI Ha KPBbBHaTa 3axap.

O6uyaiinara HayanHa 103a MeTpopMHHOB XHApoxIopuza € 500 mg win 850 mg 2 uiM 3 MHTH AHEBHO,
JIOKATO 7103aTa Ha HHCYJIHHA C€ aJlaNTHpa B 3aBUCHMOCT OT H3MEPEHHTE CTOWHOCTH Ha KpbBHATa
3axap.

Iayuenmu 6 cmapuecka sv3pacm

INopanu BeposTHOCTTa OT HaMasBaHe Ha 6bOpeyHaTa QYHKUMA NPH NALMEHTH B CTapyYecKa Bb3pacT,
no3ata Ha MeTdopMuH TpsaGBa 1a ce KOpHrupa B 3aBUCHMOCT oT ObOpeunara ¢ynkuus. Heobxonumo e
PENOBHO H3crenBaHe Ha 6b0peunara dyHkimsa (BkTe TOUKa 4.4).

Bbvbpeuno yepexcoane

Ipenn 3anouBaHe Ha JieueHHe ¢ NPOAYKTH, Chabpxkaly MeThopMHH, TPAOBa /1a ce HanpaBH OLIEHKa
Ha GFR croiiHocTHTe, a crie TOBa — NOHE BeAHBK roAuiuHo. [Ipy nalMeHTH ¢ MOBHILIEH PHCK OT
nocsie/iBallo nporpecupane Ha 6bOpevHO yBperkaaHe M NPH MALMEHTH B CTapyecka Bb3pacT Tpabsa
110-4€CTO J1a ce NpaByu oleHKa Ha ObOpeuHaTa (yHKLHA, HAaNPUMeEp Ha BeekH 3-6 Mecena.

GFR (mL/min) | Obwa maxcumanna Onesna Honvanumennu cvobpadicenus
oosa (0a ce pazdenu na 2-3
OHe6HU 0031)

60-89 3000 mg Moske 1a ce 0OOMMCIIH TOHKW)KABaHe Ha /103aTa
BBB Bpb3Ka C HAMaABaHeTO Ha 6bOpeuHara
ynxims.

45-59 2000 mg ®akTopuTe, KOUTO MOTaT Jia yBENHYaT PHCKA OT

30-44 1000 mg JlaKTaTHa aluo3a (BkTe Touka 4.4) Tpsabsa na
OBaat oLleHeHu npeu aa ce 0OMUCIH
3ar0YBaHETO Ha JieueHHe C METGOPMHUH.
Hauanuara 103a € Hal-MHOr0 NMOJIOBUHATa OT
MaKCHMaJIHaTa J103a.

<30 - MeTdopMHH € MPOTHBOMOKA3AH.

Illeduampuuna nonyrayus

Monomepanus u kombunayus ¢ uncyaun

MerdopmuH Moxke a ce H3non3ea npy Aeua Haz 10-roaMinHa Bb3pacT H IOHOLIH.
OG6wuaiinara HavanHa 1o3a e 500 mg unu 850 mg MmeropMHH XHIPOXIJIOPHI BEIHBNK
NpHEMaHa 10 BpeMe Ha WIH Clie] XpaHeHe.

Cnen 10 no 15 nuu no3ara Tpabea na ce KOPUTHPa B 3aBHCHMOCT OT HHBOTO Ha K|
[TocrenenHoTo yBeIMUaBaHe Ha J03aTa MOXe Ja NoaoOpH CTOMALIHO-YpeBHATA T10
MaxkcHManHaTa npenopbyYHTeNIHa 1032 MET(HOPMHHOB XHIPOXJIOPH € 2 g IHEBHO,
3 pasnenieHH A03HU.




Hauwn Ha mpunoxenue
IepopanHo nprnoXkeHHe.

Tpabea fa ce npeAnpreMaT MpeANIa3HH MEPKH ITpeaH paboTa Che MIH NPUIOKeHHE Ha JIEKapCTBeHHUS
NPOAYKT-

4.3 Hporusonokazasnsg

CBPBXYYBCTBHTEITHOCT KBM @KTHBHOTO BEIECTBO HIH KBM HAKOE OT IOMOIIHHTE BELIECTRA,
H30POCHH B TOUKa 6.1.

Beexu tvn octpa MetaGonuTHa aipo3a (KaTo JIaKTATHA ai|03a, AnabeTHa KeToauna03a).
Juaberna npe-koma.

Texxa 666peuna seaoctarruHoct (GFR <30mL / min).

OcTpH cHCTOSHNAA, 3aCTPAIARANM A3 RROWAT OnOpeunaTa GyHKIMA KaTO. ASXKAPATAIA, TeKKA
HAdeKUHS, IOK,

3abonsaBaHe, KOETO MOXe J1a MPHYMHA THKAHHA XHIIOKCHA (0cobeHo ocTpo 3aboaBaHe WM
BJIOLIIABAHE HA XPOHHYHO 3a00/I9Rane) KaTo: ICKOMIICHCHPaHa CEPASYHA HEAOCTATEYHOCT, JHXaTeNHA
HENOCTaTHYHOCT, CKOpOIeH HHhapKT Ha MHOKAp/a, 110K.

YepronpobHa HeJOCTATEYHOCT, OCTpPA AJIKOXO/THA HHTOKCHKAIHS, ANTKOXOJIHIBM.

4.4 CpenuanHH NpexynpexgeHns B NpeJNa3nE MePKE OpH ynoTpeba

JlakTaTHa 034

JlakTaTHaTa anmuUI03a, MHOTO PAAKO, HO CEPHOIHO MeTaboNHTHO YCNOKHEHHE, Hai-4eCTO Ce MPOABABA
IPH OCTPO BllowlaBaHe Ha 6r0peunaTa QyHKIHA HWIH KapAHO-pecHpaTopHO 3a60188aHe MITH CENCHC.
Harpyneanero Ha MeT(opMHH BE3HMKBA IIPH OCTPO BloLIaBaHe Ha OhOpedHara (yHKLA H IOBHIIABA
PHCKa OT IaKTATHA al[HA034.

B cimyyaii Ha nexuppaTarms (TexKa JHApHA HITH NOBPEHINAHE, NOBHIICHA TeMIIepaTypa WIH HaMaleH
OpHEM Ha TEYHOCTH) TpAGBa BpeMeHHO Na 6b1e MpeyCTAHOBEH MPHEMBT Ha MeT(hopMHH H €
NPENOPHUATENHA KOHCYITALMATA ¢ MEHITHHCKH CTICHMAIHCT.

HpremMBT Ha leKapCTBEHH MPOAYKTH, KOHTO MOTaT OCTpO Aa BiromiaT OnOpeynarta QyHKIHa (KaTo
aHTHXHMTICPTeH3UBHH, naypeTHiM B HCIIBC), Tpatea fqa ce 3ano4ysa ¢ HOBHIIECHO BHHMaHHE [1PH
TAlHEHTH, JICKyBaHH ¢ MeTdopmut. [Ipyru puckoBr GakTopH 2a TAKTATHA AUH033 CA& IPEKOMEper
NIPHEM Ha AJIKOX01, YepHOApoOHa HEAOCTATEYROCT, HENOCTATBYHO KOHTPOJIHPAH anaber, keto3a,
NPORBIDKHTEITHO [ajlyBaHe H BCAKAKBH CHCTOAHHSA, CEBP3aHH C XHIOKCHA, KAKTO H €AHOBpEMEeHHATa
ynoTpeba Ha JIEKapCTBEHH NPOAYKTH, KOHTO MOTAT J1a IPHYHHST JAKTATHA alHA03a (BIDKTe TOYkH 4.3
H4.5).

INanuenrure W/ wim GonHornexaunte TpsOBa 1a 6paaT HHOOPMAPAHH 38 PHCKA OT NAKTATHA AUMA032.
JlakraTHaTa anMA03a ce XapakKTepH3Mpa ¢ ALA03HA JTHCITHEA, KOpeMHa 0onka, MycKyJIHH KPaMITH,
ACTEHHA H XMIIOTEpPMHA, TIOCNIEABAHA OT KOMa. B cnydaii Ha cEMHEHHE 3a CHMITTOMH, NAIHEHTET
TpabBa aa chnpe MpHeMa Ha MET(HOPMHH M He3a0aBHO Ja MOTHPCH JIEKapeka nomMoll. J{HarHocTHaHHTe
nabopaTopHH HaxoJKu ca normkeHoTo pH Ha kpueTa (<7,35), NOBHIIEHHTE HHBA Ha IUIA3MEHHs
naktar (> 5 mmol / L) n yBenuyeHa aHHOHHA pa3liHKa H ChOTHOMIEHHETO JIAKTAT/ NUpYBar.

brbpeuna pynkima

GFR 1psafBa na ce oueHsBa fIpeAy 3ar0uBaHe HA NEYCHHETO B PEAOBHO CNIEA TORA, BIKTE TOYKa 4.2,

MerdopMuHET € npoTHEonoKasas npu nauueHtd ¢ GFR <30 ml/min 1 npueMeT My TpabBa BpeMEHHO
Jia ce MPEYCTAHOBH NPH HAIHYHE Ha CHCTORHMS, KOHTO NPOMEHAT Oh0pedHaTa (GyHKIHA, BIXKTE TOYKA
4.3.

Cepneuna dyukums

TTalHEHTHTE CHC CHPAETHA HEIOCTATHYHOCT CA HANOKEHU Ha NO-BHCOK PUCK OT MK
660peuna HepocTaThuHoCT. IIpH nmanueHTH che CTaCHIIHA XPOHHYHA ChPAETHA i

3a mamHeHTH ¢ OCTpa H HecTaOHIIHA chpAeYHa HEAOCTATHYHOCT METQOPMHH €
(emxTe Touka 4.3).



Ipunoskenwe Ha HOARPAHH KOHTPACTHH BENECYBA

BrTpechnoBoTo npriickeHHe Ha HOIMPAHH KOHTPACTHH BELIECTBA MOJKE Aa A0BelE IO KOHTPAcT-
HH[yLIpaHa HeponaThi, BoAellla 10 HATpynBaHe Ha MeT$HOPMHH M NMOBHINEH PHCK OT NAKTaTHA
annposa. [IpueMbT Ha MeTrdopmuH TpsGRa na ce cripe nNpeal WIH MO BpeMe Ha NPOLSAYpPaTa 3a
o0pasHa IHarHOCTHKA H Jia He Ce Bb300HOBABa Hali-Manko 48 yaca ¢liefl TOBA, IPH YCIOBHE HE
OrOpeunara GyHKIHR € OLIEHEHA OTHOBO H € YCTAHOBEHO, 4e e cTabrnHa, BibkTe Touku 4.2 H 4.5.

Onepaups

ITpuMET Ha MeThOpMEHH TPsOBA 1a ce MPEKPATH [0 BpeMe Ha oliepauus NoJ 061Ia, CMHATHA WK
enHIypanHa aHecTe3us. Tepanuata Moxke aa 6bae Bp300HOBEHA He No-paHo oT 48 daca caien
OnepaLHs WM Bh30GHOBIBAHETO HA XPAHEHETO IPE3 YCTATA M [IPH YCIOBHe, ye On6peuHara GyHKums
€ OLIGHEHA OTHOBO H € YCTAHOBCHO, 9¢ € cTabiiHa,

Heanarpuina ronynanms

IIpenu 3anousane Ha eveHne ¢ MeTQOpMHH TpalBa 1a OB1e NOTRLPCHA AMArto3aTa 3a RHaber Tun
2.

He e ycranoBeHo riuaAHe Ha MeTdOpMHH BEPXY pacTexa u mybepTeTa no BpeMe Ha NPOBEACHHTE
KOHTPONHPaHHA KIHHHYHH M3NHTBAHHA ¢ IPOTBL/DKHTE/HOCT €HA FO{HHA, HO HAMA NaHHH OT
ABIrocpouHo HabmozeHHe B TazH obnact. Eto 3amo ce npenophyea BHHMATETHO NPOCTEAABae Ha
etexra Ha MeTQOPMHH BLPXY Te3H MApaAMETPH NPH AeUa, JEKYBaHH ¢ MeT(hopMHH, ocolbeHo npH Aeua
B IIpeAnyDepTeTHA BE3pPACT.

Heya na evspacm medxicoy 10 u 12 zoounu

Camo 15 muua #a pe3pact mexnay 10 1 12 roaunn ca 61nm BRIIOYEHH B KOHTPOIHPAHHTE KIMHHYIHH
Mpoy4BaHHsA, IPOBEACHH NPH Aella H IOHOIIH, Beapeku ye edukacHoCTTa B 6e30I1aCHOCTTa Ha
MeThOpMHH [IpY Te3u Jelia He ce Pa3sindaBaT oT edHKkacHOCTTa it GesonacHoCTTa NpH NO-TONEMH AeLa
H FOHOINH Ce Mpernoprusa 0cobeHO BHHMAHKE TIPH TPEANHCEAHE Ha 1e1a Ha Bh3pacT Mexay 10 u 12
TOJMHH.

EQ!!E IIPEATIASHH MEPKH

Bewsixn nanmeHTH TpA6Ba Ja NPOTE/DKAT HETATa CH ¢ PEAOBHO paslpeAeIcHHE HA MpHEMa Ha
BEITIEXHAPATH Npe3 Jend. [laipenTite ¢ HagHOpMEHO Terno TpAbBa Ja NPOAL/IDKAT
HHCKOKAJIOPHYHATA CH /META.

O6uyaiinnre nabopaTtopHM U3CAEABAHMA 3a Npochenasane Ha aualera TPAORA Aa e NPOBEKAAT
PeaoBHO.

MerdopMuH, npuiaral CAMOCTOATENTHO HE MPEAM3BHKBA XHIIOTTTHKEMHEA, HO ce Ipenophisa
NOBHMINCHO BHHMAHHE, KOTATO C& H3MON3Ba B KOMOHHAIIAA C HHCYJTHH HIH JPYTH NEPOPAJIHH
aHTHAHAOETHH JTeKapeTBa (HanpuMep CyThOHITYPEHHN NPOAYKTH WIH METTIATHHHIH).

ToBa nexapeTBo CHABPKA NO-MANKO OT | mmol Harpuii (23 mg) Ha enua TabneTka, T.e. €€ CUMTA, Y€
He ChOBpKa HATPHIA.
4.5 BsammoaeiicTHe ¢ ApYrA JIeKapcTBeHH HPOAYKTH B APYTH GopPMH HA B3aUMOAEHCTERE

He ce npenoprypa ceBMecTHa ynoTpeba

Anxaxon

ANkoxoNHaTa HHTOKCHKALHA C& CBEP3Ba C TIOBHINEH PHCK OT JIAKTATHA ALM033, 0COGSHO B ClTyyaH Ha
ragyBsaHe, HeXOXPaHBaHE HITH 4epHOAPOOHO YBpeRIaHe.

Hooupanu xonmpacmuu eewecmea

IipuembT Ha MeTGopMUH TpaOBa Na Ce IpeKpaTH NPeAH HITH IO BpeMe Ha Ipo1eaypa s
AHArHOCTHKA H A2 He ce Bb300OHOBABA Haii-Manko 48 yaca caen TOBa, IPH YCJIOBHE, Y
(yHKLpA € OLeHEeHa OTHOBO M € YCTAHOBEHO, ue € cTabuina, Bikre Touku 4.2 u 4.4,

Kombunalin, #3UCKBAIH NpeAnasHy MEPKH NpH yootpeba



Hsxon nexapcTBeHH NPOAYKTH MOrAT jia NOBIHAAT HeGlaronpusTHO Ha 6b6peuHaTa QyHKIHS, KOETO
MOXKe Aa YBeNHIH PHCKA OT JaKTaTHa anpaosa, Hanp. HCIIBC, BKIFOYHTENHO CENEKTHBHH
HHXHOHTOpPH Ha nMkicokcurenasa (COX) 11, ACE wnxuburopu, anrvorensut 11 peuenmopHu
AHTATOHHCTH H JHYPETHUH, 0cobeHo Gpumkord auypervun. [Ipu sanoysase WiH ynorpeda Ha TaKkusa
NpOAYKTH B KoMOMHaImA ¢ MeTHOPMHH € HeoOXOMMMO BHEMATENTHO NpocieapaHe Ha 01L0peunaTa
GyuKums.

Jlexapcmaenu npodyxkmu C 6bmpeuna XunepiukeMuuRa aKMusHOC, KANp. ZRIOKOKOPMUKOucuU (3a
CUCTNEMHO U TIOKATRO NPURDICERUE) 1 CUMPRAMUKOMUMEMUYY

Moxe na ce HalmoAH [o-4€CTO NPOCACAABAHE Ha KPBBHATA 3aXap, 0COOEHO B HAYATIOTO Ha ICYCHHETO.
Axko ¢ HeobxoaHMo, KopurHpaiiTe 103aTa Ha MET(OPMHH 110 BpeMe Ha JICHEHHETO ChC CHOTBETHHA

NexapCTBEH MPOAYKT H Clle/] MPEKPaTABAHETO My.

Tpancnopmepu na opzanwinu xamuonu (OKT)

MerdopmansT € cybcTpar KakTo Ha peHocuTenuTe OKT1, Taka 1 Ha OKTZ.

EmnospemenHo npiioxkenne Ha METHOPMHH ¢

- Hmxuburopure Ha OKT1 (xaro Bepanamui) MOTaT Ja HAMAJIAT €(PHKACHOCTTA.

- Hupyxropure Ha OKT1 (kaTo puaMIMLMH) MOraT /1a TIOBHIIAT CTOMALIHO-IpeBHaTa abcopOuma
H ¢(HKACHOCTT2 Ha MeTQOPMHH

- Pmxuburopure na OKT2 (kato LIMMETHAMH, NOTYTETPaBHP, PAHOIA3HH, TPHMETONPHM,
BaHJaTaHKO, HCABYKOHA30/1) MOFaT J1a HAMAJIST CIIMMHHHPAHETO HA MeTdopMHH npe3 6B0pewwTe H 1a
JOBENAT AC MOBHUIABAHE HA [L1A3MEHATa KOHIICHTPALMA Ha METQOPMHH.

-  Huxuburopute kaxro Ha OKT1, Taka u ra OKT2 (karo xpusorinub, onanapu) Morar aa
MpOMeHAT edukacHocTTa M 6B6peynoTO eMMMHHIpaHe Ha MET(HOPMHH.

3aToBa ce NpenopbYBa NOBHILEHO BHUMAHWE, 0CODEHO NIPH NanueHTH ¢ 6s6pedHo yBpekaaHe, KOraTo
TE3H JIEKAPCTBA CE MPUIAraT ChBMECTHO ¢ MET(OPMHH, Thif KaTO TUIA3MEHATA KOHIICHTPAHA Ha
MeTdOpMHH MOXKE 1A ce YBENHYH. AKO € HEOOXOMHMO, MOXeE JIa ce OGMHCIIM KOPeKIHs Ha A03aTa Ha
meTdopmun, Thi kato OKT HHXHGHTOpHTE/ HHAYKTOPHMTE MOTAT A2 IPOMEHAT e(PHKacCHOCTTA Ha
MET(OPMHH.

4.6 PepTRAATET, GpeMEEHOCT B KbPMeHE

BpemeHHOCT
HekoHnTposupanusat quaber no ppeme Ha GpeMeHHOCT (réCTallHOHEH WIH MIOCTOAHEH) € CBBP3aH ¢

NOBHIIEH PUCK 0T BPOJCHH aHOMANTHH H NICPHHATANIHA CMBPTHOCT.

OrpanudednTe JaHHH OT YNoTpeGara Ha MeThOPMUH IpH GPeMeHHH JKEHH HE C€ CBLP2BAT NOBHIICH
PHCK OT BPOAicHH anoManyM. IIpoyupaHusTa NpH )KHBOTHH HE NOKAZBAT BpeHH eeKTH CBLp3aHHA C
GpemeHHOCTTA, eMOPHOHATHOTO WIH (ETAIHOTO Pa3sBHTHE, PAKIAHETO HIIH HOCTHATANHOTO Pa3sBUTHE
(BuxkcTe TOUKA 5.3).

B cmy4aii na nnanupano 6aemo 3abpemensBaHe H no BpeMe Ha OPEMEHHOCT ce MpenopbYBa
AuaGeThHT Aa He Ce JleKyBa ¢ MeThOpMHEH, a 3a MOAXLP;KAHE HA HMBATA HA KPHBHATA 3aXap BB3MOXKHO
Haif-6/1H3K0 A0 HOPMAJTHOTO Jia Ce M3MOJI3Ba MHCYIIHH, 32 Ja e HAMAITH PHCKET OT MayI(pOpPMaliiH Ha
mwoaa.

Kxnpmene
Metopmun ce ekckperHpa B kbpMmata. He ca HaGmoaaBaHy HexeNaHH peakilHH NIPH KBPMEHHTE

HoBoponeHH/ Gebera. Brrpexu ToBa, Thii KaTO ca HAIMUHE CAMO OrPAHMYCHM JAHHW, KbPMEHETO He
Ce MpeTopBYBa 110 BpeMe Ha JiedeHHeTo ¢ MetopmuH. Tpabea aa ce B3eMe pelIeHHe JaIH Ja ce
TIPEKPATH KBPMEHETO, KaTo e B3eMaT NPEBHJ MOJI3aTa OT KEPMEHETO H NOTEHIHATHAAT PHCK OT
HEXE/TAlM NICKAPCTBEHH PEaKi[HH NIPH JETeTO.

DepTUAUTET

DepTHITHTETET HA MBAKKH HIH JKCHCKH IUTBX0BE HE Ce NOBIMABA OT METGHOPMHH,
no-sHcokH 0T 600 mg/kg/ner, Koeto e NPUOTAZHTENHO TPH TETH MAKCHMATHATA
JHEBHA Z03a NPY X0pa Ha 6a3a cpaBHEHMeE HA TElECHATA [IOBBPXHOCT.




4.7 EdexTn BLpXY cnocoGnocTTa 3a modupane B pabora ¢ MAMIHHA

MertdopMeH kaTO MOHOTEpATHA He MPHYHHABA XHIOTTIHKEMHA H CISAOBATEIHO HE OKA3BA BHsHHE
BBpPXY CNIOCOOHOCTTA 3a wotupaHe WiA paboTa ¢ MammuHH. Brnpexn ToBa, namuenTHTe Tpadea Ja
Obaar npexynpeseHH 33 PHCKA OT XMITOITIMKEMHSA, KOraTo MeT(OpMHEH ¢¢ H3MON3Ba B KOMOHHALAA ©
Apyry aHTHAHAOETHH NTEKAPCTRCHM NPOAYKTH (HApHMEP CYRGOHMAYPEiitm NPOAYKTH, HHCYIHY HITH
MErNHTHHUN).

48 Hexenans JeKapcTECHH PeAKNAH

IIpn 3anoysaHe Ha JIEHYCHHETO HAl-MECTHTE HEKEJIAHH PEAKITHE Ca raficHe, OBPBINaHe, THApHs,
KopeMHa 60/ka 1 3ary6a Ha alleTHT, KOHTO B IOBEYETO CIyJaH OTHIYMABAT CIIOHTaHHO. Ja
NPEAOTEPATARAHETO UM CE NPeNopLIBa MeTdOPMHH Jia ce IpHeMa Ha 2 WM 3 IHEBHU JO3H 1
MOCTENEHHO YBE/IMIaBaHe HA JO3MTE.

ITo BpeMe Ha JieueHHe ¢ MeT(OPMHH MOTAT Aa Ce NOABAT CIEHHHTE HEXKEJIAHH peakiMH. YecToraTa HM
€€ OMpeesA KAKTO chieqpa: MHOro 9ectH (1 / 10), yecta (=1 / 100 no <1/10), Heuect =1/ 1 000 no
<1/100), peoxu (=1 / 10 000 po <1/ 1 000), muoro peaxs (<1/10 000), c HemsBecTHa yecToTa (0T
Hanu4HHUTE NaHHKM HE MOXKE /1a Ob/le HaTpaBeHa olicHKa). IIpH Besako rpymipane no 4ecTora
HEXKENAHHTE PEAKIMH Ca MPEACTABCHH B pen HA HAMANApaHe Ha TAXHATA CepHO3HOCT.

Hapyinenys Ha MeTabonn3Ma H XpaHEeHeTo
Muozo pedxu

JlakraTHa aao3a (BrokTe Touka 4.4)
Hamanssade Ha abcopOumsra Ha BuTaMHH B12 ¢ noHmmkapaHe Ha cepyMHHTe HHBa NpH

NMPOXBIKHTENHA YIIOTpeba Ha MeThOPMHEH.
Hpenopsusa ce OGMHCIAHETO HA TAKABA ETHOJIOTHA, akO MALMEHTHT MMa MeranobnacTHa anemus.

Ha €HHMS Ha HEPBHATA CHCTEMA
Yecmu
IIpomenu BEE BKyCa.

CroMairHo-upeBHH HApYNICHHS

Muozo vecrmu

CroMatilHO-4peBHH HapyIHEHHA KaTO FajieHe, IIOBPBIIANE, AuapHs, KopemHa 0o/ka i 3aryba Ha
anetat. Te3n HexXenaHu peakUMH ce NPOABABAT Hali-4eCTO MPH 3an09Bane Ha JEYCHHETO H OTMHHABAT
CIIOHTAHHO B IOBEYETO CiIyYal. 3a Aa ¢e NPeAOTBPATAT Ce NpenopbiBa MeTQOPMHH Ja Ce NIPHEMA Ha
2 amu 3 IHEBHH J103H IO BPEMe Ha WIH cire] xpaneHe. [TocTeneHHOTO yBejimdaBaHe Ha A03aTa MOXe
CHILO Aa MOA0OPH CTOMAITHO-YPEBHATA IOHOCHMOCT.

XenaTobunyapHu HapyIueHHA
Mnozo peoxu

ExunyiHH cho0MeHns 3a AHOMAITHH B MEpHOIPOOHHTE H3CIEABAHHA HIH XETIATHT, KOHTO
TIPEMHHABAT C/EN NPEYCTAHORABAHETO HA ICYeHHETO ¢ MET(HOpMUH.

Hapyilenna Ha KO'KATA M MOJKOXHATA THKAH
Mnozo peoxu

KoxHH peakia KaTo epHTeMa, NPYPHTYC, YPTHKAPHA.

HeanarpHuna nolTyJIalHS
HexxenaHWTe IeKapPCTBEHH PEaKLMH OT IMyOIIMKAIHH H NOCTMAPKETHHIOBH M3TO

KOHTPOJIMPaHH KJIMHMYHH APOYUBAHHA NPH OrpaHuyeHa feInaTpiyHa nomynamns fadh
FOJIHHH, IEKYBaHa B IPOABLDKEHHEe Ha | roMHA, AOKIaIBAHETO HA HEXKEIAHH Pes
XapaKTepP H TEXKECT C TORA, CHOSMIEHO NPH BE3PACTHMU.

CrobuiaBane. Ha NOJOIHPAHH HEKENAHH PEAKIHH -
B



CpobinasaHeTo Ha IOAO3HPAHH HeXKeNTaHH PeakilHH cie]] paspelIaBaHe 3a YroTpeba Ha exapcTBeHH:
NPOAYKT ¢ BaxHo. Toka No3BoJiABa Aa MPOALIIKH HAOMOAESHMETO Ha CHOTHOMEHHETO TIoN3a/ PHCK 3a
NEKapcTBeHMA TNpoayxT. OT MEeAHUMHCKHTE CNENHAIHWCTH C¢ H3MCKBa Ia CBhOOIMABAaT BCAKa
NMOAO3HPaHA HeXKENIaHA PeakIiHA Ype3 HALHOHAHATA CHCTEMA 3a CEO0LIABaHE:

H3mbHuTeNHA areHIHA N0 JIEKapCTBATA

ViL ,. JlamaH I'pyes™ Ne §

1303 Codus

Tem.: +3592 890 34 17

yebcaliT: www.bda.bg

4.9 IIpenozmnpane

XHrorndkeMHs He € HabmoaaBaHa npy A03HM Ha METHOPMHH XHAPOXJIOPHA 10 85 g, BEIPeKH de MpH
TakHBa 0GCTOATENICTBA € HACTRITHIA IaKTATHA alfHA03a. BHCOKOTO npesio3upane Ha MET(OPMEH HAK
CBHITBTCTBAIIHTE PHCKOBH (JaKTOPH MOraT Jia JoBeNar A0 JaKkTaTHa audosa. JlakraTaata aupnosa e
CTICUIHO CHCTOAHHE H TpAGBa Ja ce nexyea B 6onHmila. Hali-e(peKTHRHHAT METOX 34 OTCTPAaHABAHE HA
NAKTaT H MeTHOPMHH € XeMOAHANH3ATA.

5. ®APMAKOJIOIHYHHM CBOHCTBA
5.1 ®OapMakoAHHEAMETHH CBOficTBA

bapmakorepanesTHuHa rpyna; JlekapcTBEHH NPOAYKTH, TIOHIKABAIIM HHBOTO HA KpbBHATA 3aXap, ¢
H3KMOYeHHE HA HHCYNHHY, Bursanunn, ATC xoa: A10BAO2,

MexanzspM Ha nelicTene
Merdopmun ¢ GHrBaHH]| ¢ aHTHXHNEPITIMKEMHMHO JEHCTBHE, KOHTO NOHIDKaBa OasanHaTa H

MOCTIPAHHANHATA KPBBHA 3axap. Toii He CTHMYNHpa CeKpeHHATa HA HHCYJIMH H CIICZI0OBATE/IHO He

BOJHM 10 XHHOITIHKeMHS. MeTdopMeH MOXe 1a AelicTBa no 3 MexaHK3IMa:

- HamMaJABaHe Ha YepHOAPOOHATa NPOAYKLMA Ha ITIFOK03a Ype3 HHXMOHpaHe Ha IHOKOHEeoTeHe3ara
M [JIHKOreHONMHM3aTa.

- B MYCKY/IMTE, Ype3 YBEIHIaBaHE Ha MYBCTBHTCIHOCTTA KbM HHCYJIHH, N0A00pABAHKH
nepHdepHH NIPHEM H YCBOABAHE Ha ITIFOKO34Ta.

- 3abapgHe Ha ypeBHaTa aGcopOLMs HA DIOKO3a.

Merdopmun cTHMYIBPa BLTPEXIETHYHNA CHHTES Ha IIAKOTEH upes AeHCTRHE BbPXY ITIMKOTEH-

CHHTA3aTa.

MeT¢opMHE NOBMINABA TPAHCIIOPTHHS KAMIALIHTET HA BCHYKH BHAOBE MeMOpaHHH MPEHOCHTETHH Ha

rmokoza (GLUT) ussecTHr mocera.

OapMakogHHAMHYHE edekTH

B KIHHHYMH ipoy4BaHua ynoTpebaTa Ha MeTQOPMHH C€ CBBP3BA HIIH ChC CTAOHIIHO TENECHO TENI0,
HJIH ¢ yMepeHa 3aryba Ha Terdo,

Mergopmut uMa OnaronpHATHH edekTH BEPXY JMMAAHAS METa0OMM3BM NPH XOPa, HE3ABHCHMO OT

HEroBOTO JicHCTBHE BEPXY IMHKeMHATa. ToBa € NOKA3aHO B TepaNeBTHIHH JO3H [PH KOHTPOIHPaHH,
CPEMHOCPOTHH HIM THITOCPOYHY KIIHHWYHH NpoyuBauus: MerGopMuM HaMansBa HUBaTa Ba oOmus

xonectepon, LDL-xonecTeporna ¥ TPHrIHIEPHAHTE.

Knuunira edexrupHocT B Ge3zonacHocT
IIpocnekTBHOTO paHAOMU3HpaHo npoy4eake (UKPDS) ycraHoBE ABITOCPOYHATA N0 OT
HHTeH3HBHHS KOHTPON Ha KPBBHATA 3axap fIPH Bb3PAcTHH NAUMEHTH ¢ AHader THN 2.
AHANHIET HAa PE3yITATHTE IIPH NALHEHTH ¢ HAAHOPMEHO TEIJIO, JieKyBaHu ¢ Merdops
be3 ycnex € nNpwioskeHa caMo AHETA, 110Ka3a:
- 3HAYMTEIHO NOHHKABAHE HA alCOMOTHHA PHCK OT BCAKC CRBP3aHO C [HA
rpynara Ha MetgopmiH (29,8 crburua/ 1000 narpenT-roauHn) cnpaMo [jafs G
Aueta (43,3 cu6urua/ 1000 manHenT-roauew), p = 0,0023 1 B cpasHenue\y EMOEHHPANITS |
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IPYIH Ha cynoHWTYPeHHM NeKapCTBa M MOHOTEpamis ¢ uncynwuH (40,1 ceOutus/ 1000
MALIMEHT-TOAUHH), p = 0,0034;

- 3HAYHTENHO MOHWKABAHE HA aOCOMOTHHUA PHCK OT CBEP3aHa ¢ Auadbet CMBPTHOCT:
merhopmus 7,5 ¢6urua / 1000 naumeHT-roaueH, camo auera 12,7 csburua/ 1000 naupent-
roguaH, p = 0,017,

- 3HAYMTEJTHO TIOHIKEHHE Ha aGCOIMOTHHA prCK OT ofla cMBPTHOCT: METgopMHH 13,5
ceOuTH/ 1000 ManpeHT-ropuuu ¢opsmMo camo auera 20,6 cubutus/ 1000 namuent-roguns (p
= 0,011) ¥ B cpaBHEHNME C KOMOHHHPaHHTE IPYIH Ha CyN(OHIIYPEHEH IeKapCTBa B
MOHOTepanus ¢ HHCyIHH 18,9 coburns/ 1000 naupenr-romuss (p = 0,021);

-~  3HAYMTEJIHC HaMalsBaHe Ha aGCOIOTHHA PHCK OT MH(ApKT Ha MHOKapaa: MeThopmiH 11
ceorTHA/ 1000 nauperT-roguHy, camo aueta 18 cuburus/ 1000 nammenT-roauuy (p = ¢,01).

He ca nabmonapasny KIHHHYHH NON3H OPH H3NON3BaHE HA MEeT(HOPMHH KATO BTOpA JIMHHA Ha JIeYCHHEe
1pH KOMOHHALMA Che cyndoHMTYpes.

KomOuHaimsTa oT MeTd)OpMHH H HHCYIIMH € G1la H3non3BaHa npy H30paHH NalEeHTH ¢ JHabeT Tun
1, HO KJTMHHYHATA NTON32 OT TOBA He € OHIMANHO YCTAHOBEHA.

TleanaTpyuna odyaanums

KoHTponupaHuTe KJIHHHYHM NPOYYBAHHA DK OrpaHMYeHa NeJHATPHYHA TIOMyNIAlHA Ha Bb3pact 10-
16 roauHH, IeKyBaHH B MPOARDKEHME Ha | TOHHA, [I0OKA3BAT CXOAEH OTIOBOP B [ITHKEMUTHHS
KOHTPOJI Ha TO3H, HabmoaasaH rpH BE3PacTHH.

5.2 DapMakoxkHHETHIHH CBOHCTRS

Abcopbis

Cnen nepopaneH mpreM Ha TabneTka MeTgOPMHHOB XHAPOXJIOPH/, MAKCHMATHATA IIIa3MeHa
xoHneHTpaims (Cmax) ce NocTHra 3a NpHOIH3IMTENHO 2,5 yaca (tmax). AGcomorHara GHOHATHYHOCT
Ha 500 mg wm 850 mg mMerdopmunos xHApOXNOpHA € NpubnH3nHTeNHO 50-60% 1pH 34paBH Xopa.
Cnen nepopaiieH IpHEM, HeycBOeHaTa (paKius, OTKpUTa BB dekamumre e 20-30%.Caen nepopanso
npuioxkenne abcopOumaTa Ha MeTgOPMHH € HacHTeHa H HerrbiHa. [Ipeamonara ce, e
(apmakoKkHHeTHKaTa Ha abcopOupaTa Ha MeThOPMHH & HeTHHEeHHA.

Iipn npenopeYHTEITHETE AO3H H CXEMH Ha JO3HpaHe HA METGOPMHH, CTAIMOHAPHHTE IL1a3MEHH
KOHIICHTPAaIHH ce AOCTHTAT B PaMKHTE Ha 24 1o 48 uaca M oGHKkHOBEHO ca To-HuckH ot | pg/ ml. [Tpn
KOHTPOJIHpaHH KAHHMYHH [IPOYYBAHHS MAKCHMAITHHTE TUTA3MEHH HHRA Ha Me'rd)opmm (Cmax) He
HaJBHHIABAT 5 g/ ml, HOpH MPH MaKCHMAIHH JA03H.

XpaHaTa HaManABa CTENICHTa H JeKo 3a6aBa aGcopOmuara Ha MeTgopMuH. Criell IepopanHo
npuiIoxkeHHe Ha Tabnertka ot 850 mg ce Habmonasat 40% no-HUCHK MHK Ha IUTA3MeHAaTa
KOHLIeHTpanLud, 25% namanenne Ha AUC (nnom noa KpUBaTa) H yABDKABaHe ¢ 35 MHHYTH Ha
BPEMETO JO ITHKA Ha MJ1asMEeHaTa KOHUeHTparmA. KITHHHIHOTO 3HaYeHHE Ha Te3H OTKPHTHA He €
H3BECTHO. ‘

Pa3 encHHe

CeBp3BaHeTo ¢ ITA3MEHHTE NPOTEHHH € He3HaYHTeNHO. MeTdopMHH ce pasmpeiens B EpHTPOLHTHTE.
TIHKET B KpBBTA € MO-HUCHK OT IVIA3MeHHs [THK H CE NOABABA MPHGIH3UTENHO 710 €IHO U CHIIO BPEME.
YepBeHHTE KPBBHH KIIETKH Hali-BEPOATHO MPECTARIABAT BIOPHYHO pasnpee/icHue.

Cpennnar obem Ha pasnpenencHue (Vd) apupa Mexnay 63-276 1,

Buorpancdopmars

MeTdopMHH ce ekckperHpa HelpoMeHeH B ypHHATa. He ca ycTaHoreHH MeTaboMTH IpH XOpa.

EnemMuHmpane
BubpeurnaT WMpLHC Ha MerhopMun e >400 ml/ min, koeto nokasea, 9e MeT(HOpMHLE
eJTAMHHHPA 4pe3 rioMepysiHa GUITpama U TyOynHa cexpera. Crieal nepopaieH Iy 74
KpacH eMMMHAIIMOHESH NOMYKMBOT € IPHOAH3IHTEHO 6,5 Yyaca.KoraTo 660peuHafa Py
HapynieHa, 650pedHHAT KIMPEHC ¢ HAMAIABA NPONOPLMOHAIIHO HA KPeaTHHHHY
SAHMMHATIMOAHMAT NONYKHBOT C¢ YARDKABa, KOCTO BOAH A0 MOBHIICHH HHBA
Ia3Mara.




Xa MCTUKH NIPH CHELHAIHH DALHEHTH

Bvbpeuno yepexcoane

HansraHnTe JanHu NpH NaleHTH ¢ yMepeHa 6x0peuna HeJOCTATHYHOCT €& OCKBIHH H HE MOXe 1a ce
HallpaBH HaAeKJHa OLICHKA Ha CHCTEMHATA €KCNO3HIA Ha MeT(GOPMHH B Ta3H NMOArPYNA B CPaBHEHHE
C HIia ¢ HopManHa Os6peuna dyHxuua. CneaoBaTeHo, KOPEKIMATA Ha 4o3aTa TpAGBa Ja ce
H3PBPLIA BB3 OCHOBA HA CHOGPMKEHNA 30 KIMHHYHA edHKACHOCT/ MOHOCHMOCT (BHIKTE TOuKa 4.2).

Heduampuuna nonyaayus
Hzcnedeane npu eonoxpamna dosa: DapMakokHHeTHIHHAT NPodHII NPH Aewid, NOTYIHIH €AHOKpaTHA
no3a ot 500 mg MergOpMHHOB XHAPOX/IOPHI € NOAOOCH HA TO3H IIPH 3/IPaBH BB3PACTHH.

Hscnedsane npu muozoxpamuo dozupare: JlaHHHTE ¢4 OTpaHUMEHH 10 elHo npoyqsane. Cnen
NPATOAKEHHE HA no3a ot 500 mg Qea IETH AHEBHO B NPOXR/DKEHHE HA 7 fiHM TIPH NCAUATPHYHH
NaLHEeHTH, MaKCHMANHATA IU1a3MeHa koHnenTpauus (Cmax) B cucrempara exkenosumms (AUCO-t) ca
HAMAICHH ChOTBETHO ¢ 33% 1 40%, B cpaBHEHHE ¢ BB3PacTHH ¢ AH20ET, KOHTO ca IOTy4aBaiH A03H
ot 500 mg ABa UETH AHEBHO B NpOALDKeHHe Ha 14 num. Tesn pe3ylraTh ca ¢ OrpaHIIeHO KIHHHYHO
3HAYEHHe, Thil KaTO J03aTa ce THTPUPa HHAMBHAYAIHO Ha 6a3aTa HA [NIMKEMHIHHA KOHTPOJ.

53 IIpeaxknanr9HA JAHHH 3a Ge3omacHOCT

IpenxmuuUYHETE JaHHH, OCHORABALIM Ce HA KOHBEHUHOHANIHH pOoyJIBaHus 3a 0e30nacHOCT,
(hapMaKoJIOTHA, TOKCHIHOCT [PH MHOTOKPATHO J03Upale, reHOTOKCHYHOCT, KaHIICPOTeHeH
MOTEHITHA H PENpOoZYKTHBHA TOKCUYHOCT, He NOKa3BaT oco0eH pHCK ITPH Xopa.

6. GAPMAINEBTHYHH JAHHH

6.1 Concex Ha HOMOIMHATE BeMECTRA

CepuepiHa Ha Tabnerkara:
Kpockapmenosza natpuit
Hosugon K 30

Ifenynoza, MEKpOKpHCTANHA
Maruesues creapar

Obsueka Ha Tabnerkara:
500 mg u 1000 mg
Iom(BUHIN ANKOXOR)
Turanoe grokenn (E171)
Maxporomu

Tank

850 mg

HKenezen okenp xwir (E172)
Tonu(BHHAN AIKOXOMN)
Turanos muokena (E171)
Maxporonn

Tanx

6.2 HeChEBMECTHMOCTH
Henpunoxwmo.

6.3 Cpok na rogaoct

24 Mecena




6.4 CoenuajiHH yCJOBHS HA ChXPAHCHHE

To3H NekapcTBEH MPOAYKT HE H3HCKBA CIICHAIIHH YCIIOBHA HA CHXPAHEHHE,
6.5 Bap B cLABpXAHAE HA ONAKOBKATA

500 mg Tabnerkn;

9, 20, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 200, 500, 600 wix 1000 TabNeTKH, OMAKOBAHK B
omucrepu (PVC-anymunmit)

He BcHYKH BUAOBE OMAakoBKH MOTAT Aa OhAAT IyCHATH HA mazapa.

850 mg 1 1000 mg Tabnerku:

8,9, 10, 14, 20, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 300, 600 win 1000 TabneTKH, ONAKOBAHH B
6mucrepn (PVC-amymummii)

He pendxu BHIOBE ONAaKOBKH MOTAT A3 GhAAT NYCHATH HA Nasapa.
6.6 CnenmpansH nDpeaNa3’EH MEPKH NPH H3XBLPASHE

HenznomisauuaT JICKAPCTBCH MPOIYKT HWIH OTHAAEYHHTE MATCPHATH OT HETO TpﬂGBa Ja C& H3XBEBPAAT
B CHOTBCTCTBHEC C MECTHHTC H3HCKBAHHA.

7. IPHTEXATEJ HA PAZPENIEHHUETO 3A YIIOTPEBA
Medochemie Ltd.

1-10 Constantinoupoleos Str., 3011 Limassol, Kumrsp

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEEA

500 mg:
Per.Ne: 20210119

850 mg:
Per.Ne: 20210120

1000 mg:
Per.Ne: 20210121

9. JATA HA TBPBO PASPEIABAHE/ HOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha MepBO paspemapane: 20 maii 2021 r.
10. JAATA HA AKTYAJIH3UPAHE HA TEKCTA
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