KPATKA XAPAKTEPHCTHKA HA ITPOJIYKTA
N3NLIHUTENHA AT EHLI,“H 0 HEKAPCTEATA

1. HME HA JIEKAPCTBEHHA NNPOAYKT

Metdocraga XR 500 mg TabneTku ¢ yabDKeHO ocBOOMKIaBAHES

Metfostada XR 500 mg prolonged-release tablets Paspeiwsonue Ne

67 G%?- ) 13-02- 2024

2. KAYECTBEH U KO/IMYECTBEH CbCTAB

Bcaka Tabmerka ¢ yAB/DKEHO ocBOOOKZaBaHe c¢babpka S5S00mg MeTPOPMHHOB XHAPOXIOPHA
(metformin hydrochloride), chorBercrBain Ha 389,938 mg merdopMuH Oaza.

3a BbJHUA CMUCHK HA NOMOIUHUTE BEILECTBa BHXTE Touka H.1.
3. JEKAPCTBEHA ®OPMA

TabneTka ¢ yapmKeHo ocBoOOKaBaHe.

benu no nourn 6eny, KpBIin, JBOHHOH3MEKHAIH TAa0ISTKY ¢ penedeH HaAMUC .,300° oT ¢HaTa cTpaHa
U I'1aaKa MOBLPXHOCT OT Apyrara crpana. TabneTkuTte ca ¢ auaMersp npubausurento 12,15 mm.

4, KJIMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

JleueHne Ha 3axapeH AuabeT TUI 2 [IPH BB3PAcTHH, OCOOEHO MpH NAUUECHTH ¢ HAAHOPMEHO TEIIIO,
KOTaTO NIPUIOKEHHUETO caMO Ha AMEeTa U (PHIUYECKH YIIPAKHEHHA HE BOAU J0 aJIeKBAaTEH INIHWKEMHYCH
KOHTPO.

o Merdoctana XR 3500 mg TabnmeTkM ¢ yAB/DKEHO OCBOOOXK/aBaHe MOXKE Aa cC¢ Ilpuiara Karo
MOHOTEpanus HIH B KOMOWHAIMA C APYrd TICpOpaTHA aHTUAMAOETHH JIEKAPCTBEHH CPEACTBA HIH C
HWHCYJIMH.

[Ipu BE3paCTHH NALMEHTH ¢ HAJHOPMEHO TErNo U AHabeT TUN 2, NeKYBaHH ¢ METHOPMUH KATO IIbpBa

JVHNA Tepanus Cle HEeYClex Ha AUCTHYHHA peXHM (BXK. TovKa 5.1) € ycTaHOBEHO HamallABaHE Ha

YCJIOKHEHUATA OT aHadeTa.

4.2 JJ03HpOBKA H HAYHH HA NPHINOKEHHE

Jlo3npoBka

Bwspacmuu ¢ nopmanna 6vbpenna gyuicyus (cxopocm na 2nomepyana unmpayun [glomerular filtration rate,
GFR] > 90 ml/min)

Monorepanusi npn 3axapes AHater THO 2 U B KOMOHHAIIMA ¢ APYTH NEPOPANHH AHTHAMAOETHH

cpeacTBAa

« (OOwuaiiHaTa HadanHa no3a e egHa tabnerka Mergocraga XR 500 mg BeTHEK JHEBHO;

* Cnen 10 no 15 guu gozara TpsabBa ga ce aganTHpa B 3aBUCHMOCT OT H3MEpPEHHTE CTOHHOCTH HA KPbBHATa
3axap. [locTeneHHOTO NOBHIIABAHE HA JI03aTa MOXKE Ja NOA00PH racTpo-MHTECTHHAI -"@T‘h
[IpenopbunTenHaTa MAKCHMAJIHA AHEBHA /1034 € 4 TabJIETKH C YABIDKEHO 0CBOOO VIETJFOQEA R,
XR 500 mg; AP

« [lopMmaBaneTo Ha fo3ata TpaOBa na crasa ¢ 500 mg na Bceku 10-15 any, o MO ﬁé% g
BEAHBK JHEBHO C BEUYEPHOTO XpaHEHE. AKO HE C€ MOCTUIHE aIEKBATEH r.nnxemnqug TPOI NN
Merdocrana XR BeaHbXK IHEBHO, TPAORA Aa ce 0OMUCIM MPUIOXKEHHETO Ha Me¢ u 1 ;.'.:.-.--k:‘.‘-!-:?-ﬁ /
JIBa bTH AHEBHO, KaTO M JiBaTa npveMa TpsadBa Aa ObAAT no BpeMe Ha XpaHEHC fﬁkmﬁce oule He
MOCTUIra MTHKEMHWYEH KOHTPO, NALKMEHTUTE MOTAT [J1a IPEMUAHAT Ha CTaHAApTHH Tady ﬁm@@ﬁ
no MakcuMaisa aoza ot 3 000 mg nHeBHO.




« [lpu naumMeRTH, KOUTO BeYe ca JEKYBaHH ¢ TaOJeTKH MeTOpMHMH, HadamHaTa g03a Merdocrana XR
Tpsa6Ba Aa 6b/ie eKBHRANCHTHA Ha JHEBHATA J103a TabeTku MeTGOpMHH ¢ HezabaBHO OCBODOKNaBaAHE.

* llpu naumedTn, NexyBaHU ¢ MeTOpMHH B J03M No-BUCOKHU OT 2 000 mg nHEBHO, HE ¢€ MpEenopbYBa
NpEMHHABAHETO KbM Tepanhs ¢ Merdocrana XR.

* AKO ce npeaBuxIa NPEeMHHABAHE OT IPYTO NEPOPATHO aHTHAHAOETHO CPEACTBO: NPEAUIIHOTO JICUYCHNE
TpsAOBa aa OBae NMpeyCcTaHOBCHO M Toraea Aa ce 3anoude Merdocrana XR, B fo3ara nocoyeHa no-rope.

KoMOHHAINSA ¢ HHCYAHH

MerdopMHHOB XUAPOXJIOPKH M HHCYJIMH MOTaT Ja ¢e M3MOJI3BAT KaTo KOMOMHHMpaHa Tepanud, 3a Ja ¢
NOCTUIHE NO-R00BP FIAHKEMHYEH KOHTPOIL.

ObuuaitHata HayanHa zo3a Metdocraga XR e egna tabnerka, BeAHBXK JHEBHO, JOKATO 103aTa Ha
MHCYJIHHA C€ aJ1alTHpa B 3aBUCHMOCT OT H3IMEPECHHTE CTOHHOCTH Ha KPbBHATA 3axap.

Cmapuecka év3pacm
llopanu BepodaTHOCTTa OT HamaneHa OpOpevRa (pyHKIMA NPU NALUHEHTH B CTAp4YeCKa Bb3pacT, 403aTa Ha

MeTGOpMHUH TpaOBa 1a ce KOPHIMpa B 3aBUCHUMOCT OT ObOpeuHaTa QyHKLMA, KOATO peJoBHO TpsOBa Ja ce
MOHHTOpHpa (BX. TOuKa 4.4).

bvbpeuno yepexncoane

Tpabpa na ce HanpaBu oucHKa Ha croiHocTUTe HAa GFR rnpean zanodsaHe HA NEYEHHE C NPOAYKTH,
CHABPAKALIH METHOPMHH, a CleJl TOBa - [MOHE BE/IHbK roAuIHO. IIpn nauneHTH ¢ NOBHIIEH PHCK OT
MO-HAaTaTBLUIHO porpecHpaHe Ha ObOpeuHO yBpexKJaHe W IpH NAlIMeHTH B cTapyecKa Bb3pacT TpiaOBa
MO-4€CTO J1a CE€ NMPaBy OLICHKA Ha OLOpeuHaTa PyHKUMA, HaNpHMep Ha BCeKH 3-6 Mecela.

GFR (ml/min) O01a makcumansa aHesHa 1o3a | JIOmbJHHTETHHN ChOOpaXKeHUs

60-89 2 000 mg Moske Ja ce OOMUCITH NTOHKABAHE HA
N03aTa BEB BPb3Ka C HAMAJISIBAHETO Ha
OBOpeuHaTa PyHKIHA.

45-59 2 000 mg PaKToOpHTE, KOMTO MOTAT 1a YBEAr4aT

pMCKAa OT JIaKTaTHa auyuao3a (BXK.
Touka4.4) Tpabea nma  Owpar
pasriielaHd, npead aa ce OOMHCIH

20-44 1000 mg 3aMO4YBAHETO Ha  JICYCHHE C
MeT(HOPMMH.
Hayanuara po3a € HaW-MHOTO
NOTOBHHATA OT MAKCHMAJIHATa J034a.
<30 - MeThopMuH € NPOTHBOLOKA3aH.

[leduampuuna nonyrayus
[Topaau nunca Ha JOCTAaTHYHO JAHHM, TAONETKHTE METHOPMHHOB XHAPOXJIOPHA C YAB/LKEHO OCBOOOKIABaHe HE TpAOBa
na ObIaT U3NON3BAHM IIPH Jiella.

HauuH HA npUIokeHne

IlepopaiHo NpHNOKEHHE.

Metgoctana XR tabnerkd ¢ yAbIKEHO 0CBODOKIABAHE CE€ MPHEMAT C BEYECPHOTO XpaHEHE.
TabneTtkure TpsabBa aa ce nmornbulaT 1ienu ¢ Boaa. He TpsaOBa na ce AbBYAT WIIM pa3TpoNIaBAaT.

4.3 IlporuBonokazanus

¢  (CBpPBXYYBCTBHTENHOCT KbM METHOPMUH WJIH KbM HAKOE OT MOMOLIHUTE
TO4Ka 6.1;

¢  Bceku THn octpa MeTabonuTHA aunaosa (Hanp. JaKkTaTHa auyaosa, auaber
o JlnabeTHa npe-KoMa;

o Texka O0BOpeuna HeaocTaTbyHOCT (GFR < 30 ml/min);
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o  OcTpu chCTOAHUA, 3acTpaliaBailM Aa Biaowmar OrOpeyHata (PyHKLMA, KATO:
-AeXHapaTalu;
-Te€XKa MHPCKUHA,
-1IIOK.

¢ 3abonsABaHHsA, KOUTO MOraT Ja NPUYUHAT ThKAHHA XHIIOKCHE (0co0eHO oCTpH 3ab0oNIBaHUA HIH

BJ1OLIAaBaAHC HA XPOHHUYHH 336DJ]HBEIHHH), KdTO!
~-ACKOMIICHCHPAaHA CHPACHYHA HCAOCTATEYHOCT,

-IUXATEIHA HEAOCTATBYHOCT;
-HACKOPO [peKapaH MUoOKapaeH UH(apKT;

-LIOK.
* LIEPHO,II]JOGH& HECAOCTATBYHOCT, OCTPa AJIKOXOJTHA HHTOKCHKAIIHA, AJTKOXOJIH3IBM.

4.4 CrhnemHaJHH NpeIynpexKIeHNs N peANa3HA MEPKH NPH ynorpeda

JlakTaTHa ayM103a

JlakTaTHaTa anmm03a € MHOrO PAOKO, HO CEpPHO3HO MeTabOoIMTHO ycnokHeHHe. Hak-uecTto HacThBa NPy
OCTpO BJiCIIaBaHe Ha OnOpeuHaTa GyHKLKS, KapAHO-PECIIMPATOPHO 3a001ABaHe WK cencue. HartpynpaneTo
Ha MET(hOPMHH HACTBIIRA [IPH OCTPO BiOLIaBaHe Ha OBOpeuHaTa QyHKLHA H YBEIHUaBAa PUCKA OT NaKTaTHA
alnI03a.

B ciyua¥ Ha nexuapaTauns (Texka AMapHs WIM NOBPbillaHe, TPECKa MM HaMaJieH TIpYeM Ha Te4HOCTH),
NpHEMBT HA MeTHOPMIH TPAOBA BPEMEHHO /1A CE CIIPE M € NPENOPBHYHTEIHO J1a C¢ YCTAaHOBH BPB3Ka C JIEKAP.

[IpeMBT Ha NEeKapCTBEHM NPOAYKTH, KOMTO MOTaT OCTPO Ja yBpeaaT OwvOpeunara ¢yHkuua (kato
AHTHXUNEPTEH3UBHH cpenctea, auyperuun 1 HCIIBC) tpabea ga ce 3anousa ¢ NOBHIIEHO BHUMAHHEC TIPH
NaldeHTd, JEKyBaHH ¢ MeThOpMMH. [[pyru puckOBH (PAKTOPH 3a IAKTATHA aLH1034 Ca MPEKOMEPEH MPHEM
Ha anKoXoJjl, YEPHOAPOOHA HENOCTATHYHOCT, HEAOCTAThYHO A00pe KoHTponupaH [auader, KeTosa,
IIPOAB/DKUTENIHO INafyBAHE M BCAKAKBH CHCTOSHUA, CBBP3aHM C XHIOKCHsA, KaKTO H €JHOBpPCMCHHATA
ynoTpeba Ha JIEKAPCTBEHHM NPOAYKTH, KOUTO MOTAT Aa NPHUUMHAT JIAKTATHA auua03a (BHXK TOUKH 4.3 1 4.5).

[TaygeHTHTE W/WITH NHIIaTa, KOUTO CE€ TPHRKAT 3a TAX TpAOBa Aa ObAaT HHPOPMHpPAHM 32 pUCKA OT JIaKTaTHa
anuao3a. JIakraTHaTa auMa03a ¢ XapakTepr3npa ¢ allMao3Ha JUCHes, KOpeMHa DoJIKa, MyCKY/THH KPaMIM,
aCTEHMA B XHIIOTEPMMSA, MOCNEIBAHHE OT KoMa. B ciyuail Ha ChbMHEHHE 3a CHMIITOMH, MALMEHTHT TPAOBA 12
CIIPE IPHEMa HA MeTGOPMHMH H He3abaBHO 1a NOTBPCH JIEKapeKa NOMolLL. JJHarHOCTHYHHTE N1a00pPaTOPHH
HAaXOJKH ca MoHwkero pH Ha kpbBra (< 7,35), NOBMIIEHW HMBA HA IUIa3MeHHA Nakrtar (> 5 mmol/]) u
MOBHILECHA ABMOHHA pa3iHKa U CbOTHOLLICHHUE JIAKTAT/IHPYBar.

JlexapHTe TpsAOBRa Ja NpeaynpeasT MAACHTHTE 3a PACKA OT M 3a CHMIITOMHTE HA JIaKTarHa alHAo3a.

brOpeyna pyHKIIHA

OueHka Ha croiiHocTuTe Ha GFR Tpa6Ba na ce npapu npean 3anodBaHe Ha JEUYEHHETO U PESOBHO CEH TOBA,
BK. Touka 4.2. Merdopmun e npotHBonokasan npu maumentd ¢ GFR <30 ml/min w tpabsa na Owae
BPEMEHHO CNIPSIH NIPU HAJIMYHE HA CBCTOSHUA, KOHTO NMPOMeEHST ObOpevHaTa QyHKIH, Bk, TOYKa 4.3.

Coupaeyda pyHKUHA

[MalMeHTH ChC ChPIEUHa HEAOCTATHYHOCT €A M3JIOKEHH Ha TMO-TOJISAM PHUCK OT XHMOKCHA M ObOpeuHa
HeaocTaTbuHoCT. I1pH NauKeHTH cbe cTabHTHA XPOHHYHA ChPACYHA HEJOCTAThYHOCT, METGOPMHH MOXKE 12
ce€ H3MOJI3Ba NPH PEIOBHO HAOMIOKeHHe Ha ¢hpacyuHaTa U Op0OpevynarTa pyHKUHMA.

3a malMeHTH ¢ OCTpa W HecTaOWIHA ChpJEYHA HEOOCTATBUHOCT, METQOPMHH €
TOUKa 4.3).

[Ipunoxenue Ha HOA-ChABPMKALIM KOHTPACTHH BELIECTBA

BbTpecha0BOTO MPHAOKEHHE Ha HOA-ChABPXKAIM KOHTPAcTHH BELICCTBA
KOHTPacT-HHAYIIHpAaHA He(pPONaTyd, BOJEIIA A0 HATPYNBAHETO Ha METQOPMHH .
JakTaTHa auuaosza. MerdopMmud TpabBa Ja ce crpe npeay npouenypara 3a 06pa3Ha
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TpadBa fa ce BL300HOBABA A0 Hail-Manko 48 yaca ciel TOBA, NIPH YCJIOBHE, ye ObOpeuHaTa dyHKUMS ce
OLIEHH OTHORBO H C€ YCTAHOBH, Ye € cTabKIHA, BXK. TOUKH 4.2 U 4.5.

Onepanms
MerdgopMun Tpabea pa ce chpe npeau onepanus Mol oblla, CMHHANHA WIH eNHYpPajHA AHECTE3HS.
JleuenneTo Moxe 1a 6b€ BB30OHOBEHO He NO-paHo OT 48 yaca ¢c/iel OnepaumATa WIH NPY Bb30OHOBABAHETO

Ha XpaHCHETO Mpe3 ycTara, i NpH YCloBue ye OnOpeyuHaTta GyHKUHA ¢€ OLICHH OTHOBO H CE€ YCTAHORH, UE €
CTAOITHA.

LpYyru npeaynpexacHus
Bewuky mauueHTH TpabBa 1a NpOAB/KAT HETATa CU ¢ PABHOMEPHO pasmpee/ieHHe Ha BBIIIeXHAPATHHS
MpHeM npes neHs. llanueHTuTe ¢ HanHOpMEHO Tero TpAOBA J1a Cra3BaT HUCKOKAIOPHYHATA CH JIUETA.

Obuuaiinute 1abopaTopHH TECTOBE 3a MOHMTOPHPaHE Ha AHaOeTa TpA6Ba 12 ce U3BBLPLIBAT PENOBHO.

MeTtdopmuH, punarad caMoCTOATENHO, HE MPEAH3BAKBA XHITOTIIHKEMMUS, HO TPAGBA Ja ce BHHMABA, KOraTo
CC M3NOA3BAa B KOMOMHALMA C HWHCYIWH WIM JAPYTH NEPOpaIHM aHTHaMabeTHM cpeacTea {Hanp.
CyJipanuIypelHH CpenCcTBa HITH METTIMTHHUIH).

Hactn ot obBuBKaTa na Tabnerkure Morar aa ObAaT HabMOAABaHHM B M3MPAXKHEHHATA HA naudeHTuTe. Te
TpaOBa aa ObJAT NpeIyNpeseH:, Ye TOBA € HOPMAJIHO.

[ IoMOLIHK BEIliECTRA;
Tosa JexapcTo chABpxka no-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXeE Ja ce Kaxe, de
MPAKTHYECKH HE CBABPKA HATPUH.

4.5 BzauMopeilicTBHE ¢ APYIH eKAPCTBEHA NPOIYKTH H APYra JOpMH HA B3aHMOAeicTBHE

He ce npenopwypa chibTeTBaLA YIOTPEDa C;

Anxoxon
AJTKOXOJIHATA MHTOKCHKALIMSA C€ CBBP3BA C ITOBMIIEH PHCK OT JJAKTaTHA alllo3a, 0COOEHO B CIyuaM Ha
rnagyBaHe, HEJJOXPAHBAHE WM YepHOAPOOHA HENOCTATHYHOCT.

Hoo-cvovpacawu KOHIMPACMHY 8€tyecmea

MetdopMuH TpabBa 3ab/KUTETHO Ja ce enpe NPeau npoueaypara 3a 00pazHa JHarHoCTHKA W He TpsiOBa
ja ce Bb30OHOBABaA A0 HaW-Manko 48 uaca ciien TOBA, NpH ycsoBHe ue OnOpeunata QyHKIMA ce OLEHH
OTHOBO H C€ YCTAHOBH, Ye € cTabuiHa, BHx ToukHu 4.2 4 4.4,

KomMOHHauuy, H3MCKBAIY NpeanasHu MEPKH NpH yioTpeba

Hsikou JlexapcTBeHH NPOJYKTH MOFaT /1 Ce OTPas3aT HeGnaronpuatHo Ha 6u6peunaTa QyHKLMA, KOETO MOKE
Aa yBCNHYH PHCKaA OT JIaKTaTHa auMao3a, Hanpumep HCIIBC, BrIOUUTENHO CETEKTHBHH HHXHUOUTOPH HA
nuknookcurenasa (COX) I, ACE uuaxuburtopy, anrnorensun I peLienTOpHY aHTATOHHCTH M JHYPETHLIH,
ocobeno OpuMkoBU nHypeTUlH. [Tpu 3anousaHeTo MM ynoTpedaTa Ha TAaKHBa NPOAYKTH B KOMGHHALMA C
MeTHOPMHUH € HeoOX0AMMO BHUMATETHO NpociieAssaHe Ha 61LOpeuHaTa QyHKIS.

Jexapcmeenu npoOykmu ¢ 8bMPEUna XUNEPSAUKeMUNHA AKMUGHOCT (HAND. 2RIOKOKODMUKOUOU (npu
CUCMEMHO U IOKAIHO NPUACIHCCHUE) 1 CUMNAMUKOMUMEMULL).

Moske Ja € HeoOXOOUMO T10-YeCTO npocjseadBale HUBOTO Ha KpbBHATa 3axap,
seyeHuero. Ilpu Hykna, noszata Ha metdhopmuH TpsaOBa Aa ce ajanTupa No
CbOTBETHHS JICKAPCTBEH NMPOMYKT, KAKTO W CIIE]I HETOBOTO CIIUpAHe.



1pancnopmepu na opeanuuny kamuonu (organic cation transporters, OCT)
MetdopmuH e cyberpar Ha Tparcnioprepure OCTI u OCT2.

EXHOBpEMEHHO NpUIIOKEHHE Ha METPOPMHUH C:

uHXHOWTOpH Ha OCT1 (Kato BepamamMisi) MOXKeE 12 HAMAJIH e(PUKACHOCTTA Ha METHOPMHH;

¢ uHayktopu Ha OCTI (kato prdaMmHOMH) MOXKe Ja MOBMINH racTpo-HHTECTHHAIHATA abcopbuma u
e(PEKTHBHOCTTA HA METHOPMHH;

* yuxuburopu Ha OCT2 (karo LUMETHIWH, AOMYTETPaBHpP, PaHONA3UH, TPUMETONPHM, BaHACTAaHHO,
HCABYKOHA30/1) MOXKe Jla HaManH 6Bb6pPeUHOTO eNMMUHHpaHe HAa MET(MOPMHH H /13 OBULIH [UIA3MEHATa
MY KOHLCHTPALMA;

*  uHXHOMTOpPH Ha OCTI u OCT2 (karo KpH30THHUG, onanapub) MOXKe Aa MOBHSE epuKacHOCTTa H
OBOPEUHOTO CTHMUHHPaHE Ha MeTHOPMUH.

EOHOBpeMEHHOTO NPIITOKEHHE HA TE3U IEKAPCTBEHH NMPOAYKTH ¢ METPOopMHH TpaOBa Aa CTara ¢ NOBUIIIEHO
BHHMAHHE, OCODEHO NpH nauMeHTH ¢ 6bOpPeuHO yBpekaaHe, Thil KaTO MJIA3MEHATa KOHIEHTpalHs Ha

MeT(POPMHH MOke Ja ce ToBULIK. [Ipu Hyxaa, 103aTa Ha METHOPMHIH MOXE ja ce ajarnrtypa rno BpeMe Ha
Ie4eHneTo, ThH kaTo OCT HHXUOHTOPUTE/HHAYKTOPHTE MOTAT Ja IPOMEHAT AeHCTBHETO My.

4.6 @epTHAHTET, OPEeMEHHOCT H KbPMEHE

bpeMeHHOCT
Ilo BpeMe Ha GpeMeHHOCT, HEKOHTPOMHPAHMAT AHAGET (TECTALMOHEH HAH MOCTOSHEH) C€ CBBLP3BA C
MOBHILEH PUCK OT BPOJICHH aHOMAJIHH U [IEPHHATA/IHA CMbPTHOCT,

MMa orpaHueHH 1aHHM 32 yroTpe6aTa Ha MeThOpMHH Ny GpeMeHHM SKeHH | Te He ca CBBLP3aHH C FIOBHILLECH
PHCK OT BPONCHH aHOManuu. lIpoy4BaHvsATa ¢ ONHTHU >KUBOTHH HE MOKAa3BAT HAJIMYUE HA YBPEXAllM
CeKTH, CBBP3aHH ¢ OpeMEHHOCTTa, EeMOPHOHAIHOTO MM )eTaNHOTO pa3BHUTHE, pPAKIAHETO WM
MOCTHATAIHOTO pasBHTHE (Bx. TOYKaA 5.3).

B ciay4ali, vie jkenaTa nnasupa na 3apemeHee, KakTO W HO Bpeme Ha OpEMEHHOCTTA, NIPENOPHKATA €
muabeThT ga He Obae nekyBaH ¢ MmeTdopmuH. Bmecto ToBa TpsGBa qa Gbae HazHAueH HHCYJIHH 3a

NO/UTHEP2KAHE HA HUBOTO HAa KPbBHATA 32Xap BB3MOXKHO HaH-0JIM3KO0 10 HOPMAJIHH MPaHMITH, 33 Ja ¢& HAMAITH
PHCKa OT MalopmMaLiiK Ha TUIOA4.

KupmMene

MeTdopMuH ce ekckpeTHpa B kbpMaTta. He ca HabmonapaHu HexkelaHH JICKAPCTBEHU peaKLWH ITPH KbPMEHH
HOBOpOZAEHH/KbpMayeTa. Bee nak, mopagu orpaHuueHUTE HATHYHK NaHHH, KBPMEHETO HE C¢ NpenopbhyBa
N0 BpEMe Ha JieyeHHe ¢ MeTdopmuH. TpadBa ma ce B3eMe pewIeHHe Janu 1a ce MPEYCTAaHOBH KbPMEHETO,
Kato ¢ B3CMAT NPEBUA I0J13aTa OT KBPMEHETO H NOTEHUHMATHHAT PUCK OT HeGnaronpuATHH ehekTH BLpXy
IETETO.

OepruvreT

PepTUNHTETLT HA MBKKH M JKEHCKHM TUTBXOBE HE CE NpoOMEHA OT NpuioKeHueTo Ha 600 mg/kg nHeBHO
MET(HOPMHH, KOETO € NPHOINIUTENHO TPH ITbTH MOBEYE OT MAKCHMATHATA NPENOPBLYHTEIHA JHEBHA 1034
NpU X0pa, Ha Da3a cpaBHEHHE HA TEJIECHA NOBLPXHOCT.

4.7 E¢exTn BbpXy cnocofH0cTTa 32 modupane B padora ¢ MAINKHH

MonoTepanus ¢ METGOPMHMH HE NPHYMHSABA XMIOTTHKEMHS M TMOPAajM Ta3d [PHYMHA HE HOBIMABA
COCOOHOCTTA 3a odupaHe U paboTa ¢ MallIHHHY. .

Brnpexu Topa, maumeHTHTe TpatBa aa ca npeaynpeneHH 3a PMCKa OT nogBarta
KOMOHHHPaH [IPHEM C APYTH aHTHANAGETHH NeKapCTBEHH cpencTsa (Hanp. cyaga
METTIATUHHIHN ).

[

4.8 HemxeIaHH NeKAPCTBEHH peakBu



I1py mocT-mapKkeTHHIOBH MPOYUBaHHS H B KOHTPOJMPaHH KJTHHHYHH MPOY4YBAHHS, [OKTABAHATE HEXXETaHH
PCaKLHH [IPH NALKUEHTH, JIEKYBAHH C METPOPMHH ¢ YIBDKEHO OCBOOOXKIABAHE, Ca OJIM3KYA O BUA U TEIKECT
A0 TC3H, DOKTAIBAHH MMPU NALNEHTH, JEKYBAHH ¢ METPOPMHH ¢ He3abaBHO OCRODOKIABAHE.

B Hauanoto na neweHHeTo Hali-uecTHTE HEXENAHU JIEKAPCTBEHH PEAKLIMH Ca rajfeHe, NOBPbILAHE, JHAPHA,
kopeMHa Oonka © 3aryba Ha ameTMT, KOMTO B [OBEYETO CIy4ad OTMHHABAT CMNIOHTAHHO. 3a

NpeaoTBPATABAHETO HM C€ IIPCHOPBYUBA ITIOCTENCHHO YBECIHYABAHEC HA A034aT4a.

Cneanure HeXENaHH JIEKAPCTBEHHN PEAKLAM MOTAT Ja Bb3HHKHAT NPH JICUCHHE ¢ TabieTkH MeT(hOPMUHOB
XHAPOXJIOPHA € YABKEHO OCBOOOXKNaBaHe.,

HecToTHTE Ce onpenensT Kakro cieea: MHOro yectd > 1/10; uectu > 1/100 go < 1/10; Heuectsn > 1/1 000
f0 < 1/100; peaku > 1/10 000 no < 1/1 000; muoro peaxu < 1/10 000.

IIpn BCAKO rpynMpaHe B 3aBHCHMOCT OT YE€CTOTATa, HEXKENAHHTE JIEKaPCTBEHH PEaKLHMH ce H36poABaT B
HA3XOASL pejl MO OTHOWIEHUE HA TAXHATA CEPHO3HOCT,

Hapyinenys Ha MetabonusmMa 4 XpaHEHeTo
Mnunozo peoxu.

®  JIAKTaTHa auMao3a (RkK. Touka 4.4);
* HaMaigBaHe Ha abcopOuuATa Ha BUTaMHME B 12, 33eqHO ¢ HaMansBaHe HA CEPYMHHTE HUBA 10 BPEME

Ha THJIFOCPOYHO JieueHHe ¢ MeT(hopMuH. [lonodHa eTHONoOTHA TpAOBA 1a ce B3eMe NPeABUA B CIyUai,
Y€ NalHEHTHT HMa MerajiodsacTHa aHeMus.

Hapyunienus Ha HepBHaTa cucTema

Yecmu:
¢ HapyLISCHHA HA BKYyca.

CTOMAITHO-4YpEBHU HAPYUICHMS
Muoz0 yecmu:

® CTOMAIUHO-YPCBHHU HAPYUICHHA KAaTo rajeHe, NoBphlUaHe, JuapHsa, abaoMuHaiHa Oonka H 3aryba Ha
aneTHT. Te3n HexXenaHW peaklHu ce MOSBABAT HAW-yeCTO B HAYAJIOTO Ha JICYEHHETO M OTMMHABAT
CIIOHTAHHO B MOBEYETO Ciay4aH. [locTeneHHOTO mMoBHMINABaHE Ha J103aTa MOXKE CBHINO A4 MOAOOpH
CTOMAIITHO-YPEBHATA ITIOHOCUMOCT,

Xenaro-OHnMapHi HapylleHus
Muozo pedku:

¢ H30JIHPAHH CJTy4aH HAa NOBHUICHH MOKA34TENH MNPH Y€pHOAPOOHH H3CICABAHMA MITH XEMATHT, KOHTO
M34E3BAT CJIC NPEKPATABAHE HA MPHEMa HA MET(OPMYH.

Hapyiienus Ha KokaTa M [OJKO)KHATA THKAH
Mnoeco pedku:

® KOXHH PEaKUWH KaTO €PUTEMA, NPYPHTYC, YPTHKAPH.

Cpobluasane Ha NOAO3UPAHH HEXEIaHH PEaKLIHHU
CboOIIaBaHETO HAa MONO3HPaHH HEXENAHH peakUHH Cle] paspeliaBaHe 3a yrmoTtpeba Ha NeKapCTBEHMSR
MPOAYKT € BaKHO. TOBa Mo3BosiABa Ja MPOABLIDKM HAOMIOAEHHETO HA CHLOTHOLICHHETO MOJ3a/PHCK 3a

HEXeJIaHA peaKliMA Ha:




H3nbaHATe IHA areHUnn 10 leKapeTBaTa,
yn. HaMad ['pyer Ne 8,

1303 Codus,

Te: +359 28903417,

yebcalT: www.bda.bg

4.9 Tlpemozupane

XHIOTJIHKEMUs He ce Ha0mo1aBa AOPU ITPH J03H Ha METQOPMHH, JoCTHrallK 85 g, BbnpekH, e pH TaKKUBa
o0cToATENCTBA Ce NOSABABA IaKTaTHA alH03a. SHAYUTEIIHO Npeao3UpaHe Ha METPOPMHH WIH ChITBTCTBALLH
PHEKOBE MOTaT 1a A0OBCIAT X0 IAKTATHA auMAo3a. JlakraTHaTa auua03a € CHEMHO ChbCTOSHHE, KOETO TpaORa
Aa Obje NeKyBaHO B OOJHUYHO 3aBEACHHE. Hai-e(peKTHBHUAT METOJ 33 OTCTpAaHABaHE HA JlaKTaTta M
MET(QOPMHH € XEMOIHAIH3ATA.

5. ®APMAKOJOI'NMYHHU CBOMCTBA

5.1 ®apmaxoIHHAMHYHH CBOMCTBA

(apMakoTepanesTHUHa rpyna; JlekapcTBenu MPOAYKTH, HAMANABAIH [1IOK034Ta B KPBBTA, ¢ HIKIIOUCHUE
Ha HHCYHHH, DUrBaHHUIH.

ATC kon: A10BAOD2.

MeTopMUH € OMrBaHUA ¢ AHTHXHIEPIIIMKEMMUHH edeKTH, KOWTO HamanaBa OazanHaTa, KakTo W
HOCTHPAHANAIHATA TTa3MeHA TJII0KO03a. JISKaPCTBEHUAT NPOYKT HE CTUMYJTHpA CEKPELMATa HA UHCYIIHH,
3aTOBA HE TIPCAH3BUKRA XHITOTHKEMHA.

MexanuznM Ha feiicTBHe
Metthopmun Moxe 1a felicTea upez 3 MexaHM3Ma:

® HamaniBa 4epHOApOOHATa IJIKOKO3HA NpPOAYKUMS Ype3 MHXHOMpaHe Ha TIIIIOKOHEOTEHe3aTa W
FITHKOTEHOIH3ATA,

® B MYyCKYJIUTE, 4Ype3 yBe/lyd4aBaHe Ha HHCYTUHOBATA YYBCTBUTEIHOCT, K4TO nojobpsaea nepudepHOTO
YCBOSBAHE U M3I10J13BAHE HA INIIOKO34;

¢ 3alaBsHe Ha abcopGuMAaTa Ha rIFOKO3a B 4EPRATA.

MeThOpMUH CTHMYJIHpa BBTPEKICTHYHHS CHHTE3 HA TIMKOTeH 4Ype3 BBLIACHCTBHE BbPXY TJIMKOTE€H-
CHHTETa3aTa.

MetbopMun yBenHyasa TpaHCIOPTHUS KANIAIUTET HA BCHUKH BHIOBE MEMOPAHHH MIIOKO3HK MIPESHOCHTEIIH
(GLUT), u3BecTHH KbM MOMEHTA.

DapMakoAMHAMHYHH eDeKTH
B KJIHHWYHH NpOYYBAHHUS, OCHORHHAT HE MIHKEMHUYEH €(EeKT Ha MET(POPMHH CE CBBP3BA ChC CTAOHIM3UPAHE
Ha TErNOTO UIIH ¢ YMEpeHa 3aryba Ha Terno.

[Ipn xopa, He3aBHCUMO OT AelicTBHETO MY BBpPXY IIHKEMUATA, METPOPMUH ¢ He3abaBHO OCBOOOKIABAHE
HMa OJIarONpHATHH eeKTH BLPXY JHNMAHMA MeTaboMN3bM. TOBA € MOKA3aHO B TEPANeBTUYHH 103U B
KOHTPOJIMDaHH, CPEAHOCPOYHM HITH ABIMOCPOMHH KIMHWYHK TIPOYUBAHHA: MeTMOPMHUH ¢ He3a6aBHO
OCBODOXKIaBaHe HaManapa o061Ms Xonecrepoi, LDL XOJIECTepO/Ia H HHBaTa Ha Tpyuriuuepuaure. Iogo6uo
ACHCTBHE HE € NEMOHCTPHPAHO ¢ JIeKapCTBEHATA (popma ¢ yaBIDKEHO 0CBODOXKIaBaHE, BEPOATHO NOPAIH
BCHCPHOTO MPHIJIOHKCHUE W MOXKE 1a HACTBITH [IOBHIIIABAHE HA TPHIIIMLIEPHIUTE.

KiinHHuHa edukacHOCT

[TpocnekTHBHOTO paHAOMU3HPaHO nmpoyusane {UKPDS) ycranossasa ariarocpouna
ROHTpOA BBPXY KpBBHATA 3aXap NMpPU MAUMEHTH ¢ AUalbeT THM2 ¢ HaJHOPM
MET(POPMHH ¢ He3abaBHO 0CBOGOMKTABAHE KATO ITbPBA JIMHUA TEPAMNUsA CTeR Heycney
AHAM3BT HA PE3YJITATHTE NPH NAITHEHTHTE C HAAHOPMEHO TENIO, NEKYBaHU ¢ MeT(O

HHPOBCOECH JHCTHYECH PEKHUM KaTO COUHCTBERA MADKA, NMOKa3Ba CIACAHOTO!
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® 3HAYMTEHO HAMAJIEHHE HA A0COIOTHHS PUCK OT BCAKAKBH YCIIOKHEHHS, CBhP3aHK ¢ quabeTa B rpymnara
Ha MeTopmuH (29,8 ciyuas/1 000 naupeHTo-roauHK) B CPaBHCHHE C rpynara nalMeHTH CaMo Ha AHEeTA
(43,3 ciyuas/1 000 naumenTo-roaMHM), p=0,0023, u B cpaBHCHHE ¢ IpyNHTe, NPHEMAIIH
cyaHwTypeliHn JleKapcTBEHH OPOAYKTH H MHCYMMH, mMoHotepanud (40,1 ciayyas/] 000 nauuento-
roaunn }, p=0,0034;

¢ 3HAYWTCIHO HaMajleHHE Ha a0COMOTHMA PUCK OT CMBPTHOCT, CBbp3aHa ¢ aHabera: METQOPMHH
7,5 cnyuaga/1 000 MAUKEHTO-TOOHWHH, B CPaBHEHUE ¢ TALMEHTH caMO Ha aMera 12,7 ciyuas/1 000
nauMeHTo-roauay, p=0,017;

® 3HaYMTEJIHO HaMalNCHHE HAa abCOMOTHHA PHCK OT o6 CMBPTHOCT: MeTgopmuH 13,5 cayuaqa/1 000
MAMECHTO-TOAHHH B CPaBHCHHE ¢ MALMEHTH caMo Ha auera 20,6 cnyyas/1 000 nmaLueHTO-TOLMHH,
(p=0,011), u B cpaBHenue ¢ kKOMGHHMpaHUTE rpyny, TMpHEMAlH Ccy(QaHWTypeliHH HeKapCTBEHH
MPOAYKTH K MHCYNTHH, MOHOTEepanud 18,9 ciyvan/1 000 maunerTo-rogunu, (p=0,021);

® SHAYUTE/IHO HaMaleHHE Ha abCOMOTHHA PHCK OT HHGAPKT Ha MUOKapaza: MeTdopmul 11 cayyas/1 000
NAUUCHTO-TOAMEN, B CPAaBHCHHE C MALMEHTH caMo Ha aWera 18 cnyuyas/1 000 naumeHTO-roAMHM,
(p=0,01);

® HE ca HA0MOJaBaHKU KITHHMYHH MOJIZH NIPH KOMOMHHpaHe Ha CydaHUTypeiiHy NeKapCTBEHU CPeaCTRa
C MET(OPMUH, NPHIATAH KATO BTOPA NHHHA HA JICUCHHE.

KombuHanmsaTa Ha MeTOpMHH v uBCYIHH TipH auabeT Tvn | € Guna puiarada npyu u30paHH MalMeHTH,
HC KJIMHHHYHATA NoJ134a OT Ta3H KDMﬁHH&LI,HH HE © KATCropHYHO YCTAHOBCHA.,

5.2 ®apMakoKHHeTHYHH CBOHCTBA

Abcopbuus

Ciien mepopaiHO NpHiIoKeHUe Ha TabieTka ¢ yAbIDKeHO oCcBOOMkKaaBaHe ot 500 mg, abGcopOuusaTa Ha
MET(POPMHH € 3HAYNTEIIHO 3a0aBeHa, B CpaBHEHME ¢ TabNeTKa ¢ He3abaBHO OCBOOOKJaBaHe, ¢ JJOCTUIAHE Ha
Tmax 32 7 yaca (Tmax 3a TabneTkara ¢ He3a6aBHO OCBOBGOKTABAHE © 2,5 uyaca). |

B pasHoBecHO cheTosHue, Mof06HO Ha AeKapcTBEHHTE (popMHU ¢ He3abaBHO OCBOGOKAABAHE MAKCHMATHATA
asMeHa KOHUEHTpauHs (Cunax) # AUC (1wiouwrra noj KpHBaTa) He ¢e HOBHILABAT OPONOPUHOHATHO HA
npuioxeHata no3a. AUC cnen eiHi"Ha nepopanua pueTa 1o3a ot 2 000 mg Ha TabneTKH METQOPMHH ¢
YABIDKEHO OCBOOOXK1aBaHe € ¢ 1M0J00HH CTORHOCTH Ha Te3H cliel npuemM Ha Tabsietkn MeTdhopmun 1 000 mg
¢ He3a0aBHO oCBOOOXKIIABAHE /BA [FHTH NHEBHO.

Muaueuayannara sapHabunHocT Ha Cuax 1 AUC nipu TabeTkn MCTQOPMHH C YABDKEHO 0CBOOOK 1aBaHe e
CPaBHHUMA C Ta3H NIpH TabNeTKH MeTHOPMUH ¢ He3abaBHO OcBOBOKIaBAHE.

Cpeanara abcopbima Ha meTdopMuH ot JE€KAPCTBEHATA (DOPMA € YIB/DKEHO O0CBODOMIABAHE OUTH HE Ce
MPOMEHA OT ChCTABA HA XpaHaT4.

He ce nabnonaea HarpynsaHe ciien MHOrokpaTHo npuiiokeHue Ha Ao 2 000 mg MmeTdhopmuH kaTo TabieTku
C YABLIDKEHO OCBOOOXK 1aRaHE.

Pasnpenenedue
CBbP3BaHETO ¢ ILTA3MEHUTE NPOTEHHH € HE3HAYHTEIHO. MerdopMun npoHukea B epHTpouUUTHTE. [IUKBT B
KPBBTA € NIO-HHCHK OT IUTA3MEHHA MK H Ce [0ABABA MPHOITU3HTENHO 110 ChIOTO BpeMe. UepBeHHTe KPhBHY
KIE€TKH HaH-BEPOATHO TNpE/ICTABAABAT BTOPHYEH ¢Tan Ha paznpeaenenre. CpeaHu 0em Ha
pasnpenencHue (Vq) Bapupa B paMkuTe Ha 63-276 1.

brotpancdopmanus
MeT(hopMHUH Ce eKCKpeTHpa HETIPOMEHeH B ypuHaTa. He ca HAESHTH(OULMpPaHH MET

5

éd 2 Soh 55-‘!)‘

Enumunupane

¥ |
o £
bbOpeaHAT KiMpbHC Ha MeThopMuHE e > 400 ml/min, nokassaiiky, ye METGOPMIN, & CRUMUHHpPE s
CIOMEpYJHa QUITPalns U Ty6yaHa cekpeuus. Cren Nepopanta 103a, SBHUST TepM HW a
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CIIMMHUHHpaHe € NpUOIK3HTENHO 6,5 vaca.

Koraro 6b0peynara ¢yHxima e yBpeaeHa, 6b0peunust KJIIMPBHC C€ HAMAIABA TPONOPLUMOHAIIHO HA TO3H Ha
KPCATHHHHA H I10 Ta3H NPH4HHA NOTYKHBOTHT Ha €TUMHHHPAHE € YIB/KEH, KOETO BOJIH 10 TIOBUIIIEHH HHBA
Ha MET(QOPMHH B TLTA3MaTa.

XAPAKTEPUCTHKH TIPH ClieMBHYIHY TPYITA [AIHEHTH

bvbpeuno yepexcoane

Hanu4Hute NaHHu Npy NanMeHTH ¢ ymepeHa GLOpevYHa HEAOCTATHYHOCT €A OCKbAHH M HE MOXE 1a Ce
HalpaBX HaJeXHa OlICHKA HA CHCTEMHATA €KCMO3HIMA Ha METGOPMHH B Ta3sM NOAIPYNA B CPABHEHHE C
JTHua ¢ HopmanHa OpOpeyHa GyHkiMA. Caen0BaTe/IHO, AaNTHPAHETO Ha 103aTa TpABBa Aa ce U3BBPILBA Bb3
OCHOBA HA CbODPaXKEHHA 33 KITMHHYHA ehHKACHOCT/MOHOCHMOCT (BK. Touka 4.2).

5.3 IlpeakMHHYHH JaHHH 33 Ge30MACHOCT

IpeaKTHHHYHUTE AAHHH He NOKa3BaT 0cOGEH PUCK 34 XOpa, Ha 0a3aTa Ha KOHBEHUHOHAJIHUTE MIPOYYBAHHA
32 0€30MacHoCT, (apMakoIorus, TOKCHUYHOCT MpH MHOTOKPaTHO HApWAaraHe, TreHOTOKCHYHOCT,
KaHIICPOT€HEH MMOTEHLUMAN U PENPOIYKTHBHA TOKCHUYHOCT.

6. PAPMAIIEBTHYHH JAHHHU
6.1 CoAchK HA NOMONIHKATE BeMlECTBA

Hosunor K-90F
CHINLHEB THOKCH, KONOHIEH Oe3BO/eH

Harpuepa kapboxcumerunuenynosa 2 500-3 500 mPa.s
Xunpomesnoza 100 000 cps

Llemynosa, MUKpokpHcTaIHa

Maruesuep creapar

6.2 HecnBmMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

36 Mecena

6.4 CoennajHu yc/I0BHS Ha chXpaHeHHe

Ha ce cvxpanasa moa 25°C.

6.5 BHa H chAbpXKAHHE HA ONAKOBKATA

Tabnerkure ce npennarar 8 Gaucrepu [TBBpa PVC dunm, nmokpur ¢ PVdAC 90 gsm Pharma Grade
(Ipo3payno) u anyMuHHeBo donro] xato 30, 60 u 100 TabneTku.

He BCHUKH BUOOBE ONAKOBKH MOraT a ObAaT MyCHATH Ha nasapa.

6.6 Coeunannu mpeanasHE MepKH NPH H3XBhpJIsHe

[

Hen3mon3BaHuAT NpoayKT WK OTNAABYHHTE MATEPHAIM OT HEro TpsADBa na ce u
¢ MECTHHTE U3UCKBAHHA.




7. IIPHTEXATEJI HA PASPEIIIEHUETO 3A YITOTPEEBA
STADA Arzneimitiel AG

Stadastrasse 2-18,
61118 Bad Vilbel

['epmanus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20230158

9. JATA HA NIbPBO PA3PEIIABAHEIIOJHOBSIBAHE HA PA3PEHIEHHUETO 3A
YIIOTPEBA

Hara na uspBo paspeianate: 02.08.2023
JlaTta Ha NocyeAHO NOIHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

11/2023
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