AR5 /3P

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
1. MME HA JIEKAPCTBEHWSI IPOAYKT 6 £ 707 16 -0k- 1
Merdocrana XR 750 mg TabneTku ¢ yab/KeHO 0CBOOOXK1aBaHe

Metfostada XR 750 mg prolonged-release tablets

2. KAYECTBEH U KOJIUYECTBEH CbCTAB

Besika TabiieTka ¢ yab/KeHO 0cBoO0XK AaBaHe Chabpka 750 mg MeT()OpMHUHOB XHUAPOXJIOPUL
(metformin hydrochloride), cvoTBercTBain Ha 584,907 mg merdopmun Ha3sa.

3a NMbJIHUS CIIUCHK HA MOMOLIHUTE BeEllecTBa BHXKTE Touka 6.1.
3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ yABKEHO OCBOOOXK1aBaHe.

beau g0 noutu 6enu, eTUNCOBUAHM, IBOMHOU3NBbKHAIU Ta0NeTKu ¢ penedeH Haanuce ,,750"
OT e€IHaTa CTpaHa M rnajakKa NnoBbPXHOCT OT Apyrara crpaHa. Tabnerkure ca ¢ JAbJDKUHA
npubauszutento 20,0 mm u wupuHa npudausurTenHo 9,6 mm.

4, K/IMHHUYHHU JAHHH

4.1 TepaneBTHYHH NMOKA3AHHS

Jleuenue Ha 3axapeH auadeT TUN 2 NpU Bb3pacTHH, OCOOEHO MpH MaLHEHTH C HAJIHOPMEHO

TErj0, KOrato NpUJIOKEHHETO caMO Ha AueTa M (PU3HYECKH YIpaXKHEHUs He BOAM 10

a/leKBaTEH INTUKEMHYEH KOHTPOJI.

e Merdocrana XR 750 mg Tabnerku ¢ yabmkeHo 0CBOOOKIaBaHE MOXKE J1a C€ MpuJiara Karto
MOHOTEpAarnus Wik B KOMOMHaLMA ¢ APYTH NEPOpPaIHH aHTHAHA0ETHH JIEKAPCTBEHH CPE/ICTBA

WJIK C UHCYJIMH,
[Ipy BB3pacTHU MALMEHTH C HAJHOPMEHO Terjo WU auader Tun 2, JieKyBaHH ¢ MeTGOpPMHH

KaTO MNbpBa JIMHUS Teparus cjej] Heycrex Ha AUETHYHUA peXuM (BXK. Touka S.l) e
YCTAHOBEHO HaMajlgsBaHE HA YCIIOXKHEHUATA OT JuaderTa.

4.2 J103MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bwzpacmnu ¢ nopmanna 6vopeuna ¢hynkyua (ckopocm na 2nomepyinna urmpayus [glomerular

filtration rate, GFR] = 90 ml/min)

MoHoTepanusi NpH 3axapeH aAuader THN 2 W B KOMOHMHAUMA ¢ JAPYrH NepopaHH

AHTHAHAOETHH cpeacTBAa

« Merdocrana XR 750 mg e npenHa3HaueH 3a NalLMEHTH, KOMUTO BEYE Ca JIEKYBaHW ¢ TabJIETKH
MET(HOPMHH (C YAB/DKEHO WK He3abaBHO OCBOOOK1aBaHe).

»  Jlo3ara Ha Merdocrana XR 750 mg TpsiOBa na Obae eKkBMBaJIeHTHA Ha JIHEBHATa /103a TabJIeTKH
MeT(OpPMHH (C yIb/DKEHO WK He3abaBHO 0cBOOOXKAaBaHe), 10 MakcumastHa 103a ot | 500

MpPUEMaHa ¢ BEYEPHOTO XpaHEHeE.
« Cunen 10 no 15 nquM ce nperiopbyBa Ja ce NpoBepH, JamM jJo3arta Ha Mergdocrana
aJieKBaTHa, Ha 0a3aTta Ha U3BMEPEHUTE CTOMHOCTH HAa KpbBHATa 3axap.
« B cnyyail Ha npeMHHaBaHe OT APYro MnepopajHO aHTHAWAOETHO CPEACTBO, T
TpsadBa na 3anoyHe ¢ Merdocrana XR 500 mg, npeaun na ce npemuHe KkbM Met




750 mg.

KomMOnHanus ¢ HHCYJIHH
MeThopMHHOB XHAPOXJOPUA U UHCYJIUH MOTAT J1a € M3NOJ3BAT KAaTO KOMOMHHpaHa Tepanus,

3a a4 C€ TMOCTHIHC HO-IlOﬁ'bp I'TAKEMHYCH KOHTPOJL.

3a namMeHTH, KOHTO BEYE Ca JIEKYBaHH € MET(POPMHUH H HHCYNHH B KOMOMHKpaHa Tepanis, A03aTa
Ha Merdocraza XR 750 mg TpaOpa ga Obae ekBHMBaJIcHTHA Ha AHEBHATA 1033 TaOJICTKH
MeThOpMHH ¢ He3abaBHO OcBOOOKnaBaHe, A0 MakCMMYM | 500 mg, npuemMaHu ¢ BEUYEPHOTO
XpaHeHe, JOKATO [03aTa Ha MHCYJIHHA Ce KOPUTHpa Bb3 OCHOBA Ha M3MEPEHHTE CTOHHOCTH Ha
KpbBHATA 3axap.

Cmapuecka 8v3pacm

[Topaau BeposTHOCTTa OT HaManeHa OBOpeuHa (yHKUMS NMpH NALMEHTH B CTApYE€CKa BbL3pacT,
no03ara Ha MeTgopMHH TpaOBa Ja cé KOpHrHpa B 3aBUCHUMOCT OT ObOpeuHaTra QyHKiMsA, KOSTO
peaoBHO TpAOBa Ja ce MOHUTOpHpA (BXK. TOUuKa 4.4).

bvbpeuno yapeacoane

Tpabea na ce HanpaBW ouecHxa Ha cToHocTuTe Ha GFR npeau 3anouysane Ha neueHHE C
MPOAYKTH, ChAbPXKALUKU MeTOPMHH, a C/Iel TOBA - IIOHE BEAHBX roAHIIHO. [Ipy nauueHTH
C MOBULIEH PHCK OT NO-HATATBLIIHO NporpecupaHe Ha 6b0peuHo yBpexaaHe U NpH NalUeHTH
B CTap4Yecka Bb3pacT TpaOBa Mo-4yecTo Ja ce NpaBH OLEHKa Ha ObOpeuHaTa (QyHKUMA,
HanpuMep Ha BCeKH 3-6 mecena.

GFR (ml/min) O6i1a MakcHManHa AHEBHA fAo3a | JlomblHUuTeAHH chobpakeHus

60-89 2 000 mg Moxe ga ce oOMHCIIN NOHMKaBaHe Ha
Jl03aTa BbB BpPb3Ka ¢ HAMANABAHETO Ha
ObOpeuHaTa QyHKUHUI.

45-59 2 000 mg dakropHTe, KOUTO MOTAT J]a YBEJIHYAT

pHCKa OT JaKTaTHa aumao3a (BX.
Touka4.4) Tpabsa na  Obaar
pasrienaHM, npeaM Aa ¢e OOMHCIIH

30-44 1 000 mg
3AMOYBAHETO HA  JICUEHHE  C
MeTPOPMHH.
HauanHara Jo03a €  Hal-MHOro
NOJAOBHHATA OT MAKCHMAJTHATA 1034a.
<30 - MerdopMHH € MPOTHBONIOKA3aH.

Ieouampuuna nonynrayun
[Topanu nunca Ha ZOCTATBYHO JaHHH, TabneTkuTe MeTHOPMUHOB XUIPOXNOPUA C YABIDKEHO OCBOGOXKAaBaHE
He TpAOBa aa ObpaaT HINOM3BAHK NPH ACLA.

HayuH Ha npunoxeHue

[lepopanso npuwioxkeHHe.

Metdoctana XR tabneTku ¢ yabikeHo oCBoOOKAaBaHE Ce MIPUEMAT ¢ BEUEPHOTO XpaHEeHe.
Tabnerkure TpsaOBa na ce norweILAT LETH ¢ Boaa. He TpaOBa na ce 1bBUYaT HIKW pa3TpoLIABaT.

4.3 NporrBonoxa3zannd

¢ CBPBXYYBCTBHTEIIHOCT KbM MeTHOPMHH HJIH KbM HSAKOE OT IOMOIIHUTE BeE
u30poeHH B Touka 6.1;

¢ JIuabeTHa npe-koma;



e Texxka 6u0peqna HegocTaTbyHOCT (GFR < 30 ml/min);

¢ OcTpH cECTOAHHS, 3acTpallaBalll Aa Biaowat ObOpeuHaTa @yHKUMA, KATO:
-Aexyaparauus,
-TeXKa UHPEKLHUA;
-HIOK.

e 3JabongsaHMA, KOHTO MoOrar Ja HOPHYHMHAT TbKaHHA XHNOKcHs (0COOEHO oOCTpH

3a00NABaHuA UM BJIOLIaBAHE HA XPOHUYHH 3a009BaHKA), KaTO:
-AEKOMITEHCUpaHa CbpASYHa HEAOCTATHYHOCT;

-AxXaTeNIHa HEAOCTATbYHOCT;
-HACKOpO NMpeKapaH MUOKapAeH HH}apKT;
~1IIOK. |
¢ YepHoapoOHa HEAOCTATHUHOCT, OCTPA AJIKOXOJIHA HHTOKCUKALIUS, AJIKOXOJIU3EM,

4.4 CpoenHaJHH mpeAynpeXieHHS B OpeXNA3HH MEPKH NIPH ynoTpebda

JlakTaTHa aumuao3a

JlakTaTHaTa anMAO3a € MHOro pAAKo, HO CEpHO3HO MeTabonuTHO ycnoxkHeHue. Hafi-uecto
HacTBIBA MPH OCTPO BiOLIaBaHEe Ha OwBOpevHaTa PyHKUMA, KApAHO-pECTHPATOPHO 3a00ABaHE
W cencuc. Harpyneadero Ha MeT()OpMHH HacThNBa APH OCTPO BiOLIABaHe HAa O6BOpeuHaTa

(l)yHKuHH H YBC]IHYABA PHCKA OT JIaKTaTHa allio3a.

B caydaii Ha nexuaparalms (TeKa AHAPHA WIHM NOBPLLIAHE, TPECKA HIH HAMaIEH MpHEM Ha
TEYHOCTH), MPHEMET Ha MeThOpMHUH TPAOBa BpeMEHHO Ja Ce CTpe M € NMPeNnopbYUTENIHO Aa Ce
YCTaHOBH BPBb3Ka C JieKap.

[IpueMBT Ha JIeKapCTBEHHW MPOAYKTH, KOUTO MOrar OCTpO Aa yBpeasaTt OwbpeuHara QyHKuMs
(xaTo aHTHXHMNIEPTEH3UBHH cpencTia, nuypetulM 1 HCTIBC) Tpabra aa ce 3anouBa ¢ NOBHILECHO
BHHMAHHE NpPH MALMEHTH, NieKyBaHH ¢ MeTdopmuH. Jlpyru puckoBd (akTopH 3a JaKTaTHa
alMN03a Ca NPEKOMEPEH MPHEM Ha alKOXOJ, YEPHOAPOOHA HENOCTATBHHOCT, HEAOCTATHUHO
nobpe xoHTpoJHpaH auadber, KeTo3a, MPOABIAKUTENHO [JaAyBaHE U BCAKAKBH CBHCTOAHUA,
CBBP3aHH C XHITOKCHUA, KAKTO U eIHOBpEeMeHHaTa ynorpeba Ha JIEKapCTBEHA NPOAYKTH, KOUTO
MOTaT Ja NPUYMHAT JaKTaTHa auua03a (BHK TOYKH 4.3 u 4.5).

[TanpenTHTe WMWK NMLATA, KOHTO ¢e IPHKAT 3a TAX Tpadea Aa 6baaT UHGOPMHpaHH 38 pUCKa
OT NAKTaTHa aluao3a. JlakratHaTta auuao3a ¢e XapakTepusHpa ¢ auyo3Ha JUCIIHEes, KOPeMHa
60J1Ka, MYCKYJ/1HH KpaMIIH, aCTEHUA U XMIMOTEPMHA, NMOCICABAHH OT KOMA. B ciTyyail Ha CEBMHEHHE
3a CUMITTOMH, NAalMeHTHT TpAOBa Ja cnpe npueMa Ha MeTdopMHH B He3abaBHO aa MOTBHPCH
jekapcka noMoil. JIHarHocTHYHHTe nabopaTopHu HaXoAKH ca noHWwxeHO pH Ha kpeBTa (< 7,33),
NOBMILIEHH HHUBA Ha IUTa3MeHHMsA Jaktat (> 5 mmol/l) ¥ nosuweHa aHHOHHA pa3vKa M
CHOTHOIIEHHE TaKTAT/IHPYRAT.

Jlexapure Tpabpa Na npenynpeaAT MAllMEHTHTE 33 PUCKa OT H 3a CHMITTOMMTE HA JIaKTaTHa

alnao3a.

ITIanueHTH ¢ YCTAHOBEHH HJIH NOJO3HPAHH MHTOXOHAPHAJIHE 3a00/19BanAs
IIpa nanHedTH ¢ YCTAHOBEHA MHTOXOHAPHAAIRH 3a00n1ABAHNS, KATO CHHAPOM HA MHTOXOHAPHA/IHA
ennedaANONATHES ¢ JAKTATHA ANHA033 H HECYATONOR00nHE enn3oan (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MEL AS) B nacaeacTBen anaber 1 rayxora no
madunea manaa (Maternzal inherited diabetes and deafness, MIDD), meTrdopmuH HE ¢C¢ npenopn9YBa
NOpajJHd PACKA OT 00oCTpAREe HA NAKTATHA AIHA032 H HEBPOJIOTHIHN YCJI0KHEHHS, K XEE: g
AOBEAAT A0 BAOIIABAHE Ha 3200/ 19BaHETO.

B cayuaii Ha npA3HANHY H CHMIOTOMH, noka3aTe,dHH 3a MELAS caaapom naun MI
MeTQOPMHEA, ledeHneTO ¢ MeThopmuH TPsOBa Aa ce cnpe BeAHATA H 2 ce HANPAf
JHATHOCTHYHA ONEHKA,




brOpeuna dpyHKLMA
Ouenka Ha cToiirocTdTe Ha GFR Tpabea ga ce npaBu npeau 3ano4dBaHe Ha NEYEHUETO H PEAOBHO

ciief ToBa, Bx. Touka 4.2. Merdopmun € npotusonokasal npu nauyentn ¢ GFR < 30 ml/min u
TpaOBa na Obae BPEeMEHHO CMpAH NPH HATHYHME HA CHCTOAHHA, KOMTO NMpoMeHAT ObOpeyHara
¢yHKLMA, BXK. TOYKa 4.3.

CbpaeyHa QyHKLUS
[TallMeHTH CbC CHPAEYHA HEOOCTATHYHOCT Ca M3INMOXKEHH Ha MO-TOMSAM PHCK OT XMIIOKCHA M

6B6peuHa HesocTaThb4HOCT. [IpH naupeHTH cbe cTabnnHa XpOHUYHA CHPACYHA HEAOCTATHIHOCT,
METGOPMHH MOXeE 7ia ce U3MOoJN3Ba TIpH pedoBHO HabimloaeHHe Ha chpAevyHaTa W OBpOpeudHaTa

GQYHKLHA.

3a maLMeHTH ¢ OCTPpa M HeCcTabWnHa ¢hpAeYHa HEAOCTATBYHOCT, METQOPMHH € NPOTHRONOKA3aH
(BX. Touka 4.3).

ITpunoxxenue Ha HOO-ChABPKALIH KOHTPACTHH BELIECTBA

BbTpechaoBOTO MPUWIOKEHHE Ha HOA-CHABPXKAIUY KOHTPACTHH BELIECTBA MOXE A8 A0BEAE J0
KOHTpacT-HHAY1LIMpaHa HePpOnaTHi, BOACILLIA A0 HATPYNBAHETO Ha METGOPMHKH U NOBUIIICH PUCK
OT NaKTaTHa auuao3a. MerdopmuH Tpabea aa ce cnpe mnpeau npoueaypara 3a obpasHa
OHATHOCTHKA M He TpabBa aa ce BBL30OHOBABA A0 Hal-Manko 48 uyaca cinel TOBa, MpU
ycnoBe, ye ObnOpeyHaTta PyHKUMS Ce OLIEHH OTHOBO H Ce€ YCTaHOBH, 4¢ € CcTabHWiHa, BXK.
TOuKH 4.2 n 4.5.

Onepanya
MerdopMuH TpaOBa na ¢¢ Cripe mpead onepaudsa noa odia, cnvHanHa MM €NUAypasiHa

aHecTe3Ma. JleueHreTo Moxke Aa 6bae BH30OHOBEHO He NO-paHO OT 48 uaca caef onepaumsTa
HJIH TIpH BB30OHOBABAHETO Ha XPAHEHETO MNpe3 YCTATa, H NPH YcloBHe Ye O6b0peyHaTa QyHKLMA
C€ OLIEHH OTHOBO H C€ YCTaHOBH, Y€ € cTabunHa.

Jpyry npegynpexneHus
Bewukn naupenTH TpaOBa Ja ApOABL/DKAT AMETATA CH ¢ PaBHOMEPHO pasMnpelc/ieHHE Ha
BLIIEXHpATHHS NpHeM Mpe3 AcH4. [lanueHTuTe ¢ HagHOpPMEHO Teryo TpsOea aa cna3Bar

HHUCKOKAJIOPHYHATA CH JIHeTA.

O6uuaiinnTe nabopaTOpHH TECTOBE 3a MOHMTOpHMpaHe Ha auabera TpsOBa Ja ce H3BBPIIBAT
PEROBHO.

MeTrdopMKH, npWiaral caMOCTOATENHO, He MpeAH3BUKBAa XHMOIIMKEMHs, HO TpabBa ga ce
BHMMABA, KOraTo ¢€ H3MnoA3Ba B KOMOMHALIMA ¢ HHCYJIMH WIK APYTH NepopaiHy aHTHAHabeTHH
cpeacTra (Hamp. cyadaHwIypeiiHu CPEACTBA WITH METTTUTHHHIN).

Yactu or obBuBKkata Ha Tabnerkure morar aa 6vpaat HabmojaBaHU B M3NPAKHEHUATA HA
nauueHTHTe. Te Tpabea Aa 6baaT npeaynpeneHy, ye TOBa € HOPMAJHO.

[TomMOLIHH BELLIECTBA: ‘
ToBa nekapcTBO CbAbLPKA NMo-Maako oT | mmol HaTtpui (23 mg) Ha Tabnerka, T.e. MOXKe Aa ce
KAXKe, Y€ MPAKTHUECKH HE ChAbPXKAa HaTPHH.

4.5 BaapmoaeHcTBHE ¢ ApPYrH JIeKAPCTBEHH OPOAYKTH H Apyra  dopm
B3aAHMOJeHCTBHE

He ce npenopbysa chIbTCTBALLA YHIOTpEeOa ¢!

Anxoxon
AJIKOXOJIHaTa UMHTOKCHKALMA C€ CBBpP3Ba C MOBHIINEH PUCK OT JIAKTaTHA alW03a,




CIy4aM Ha rJ1aAyBaHe, HEOXPAHBAHE WA YepHOAPOOHA HEJOCTATHYHOCT.

Hood-cvovpacawyu konmpacmuu seujecmea

MerdopmuH TpAOBa 3aABJDKHTENIHO A& Ce Crpe MpEeay NpoleaypaTa 3a odpazHa AHarHOCTHKA U
He TpsAOBa /1a ce Bp300HOBABA 10 Hali-Manko 48 yaca cnep ToBa, npH ycnoshe 4e ObOpeuHaTa
¢ YHKLMA Ce OLIeHH OTHOBO U C€ YCTAHOBH, Y€ € cTabiiHa, BIDK ToukK 4.2 u 4 4.

KomMOMHalWH, M3NCKBALIlH NPEANA3HH MEPKH TNTpH ynoTpeba

HAKOH NekapCcTBeHH MPOAYKTH MOTaT Jia ce oTpa3aT HebnaronpuaTHo Ha 6n0peunara GyHKUHA,
KOETO MOXKE 04 YBEIMYM PpHMCKA OT JakrtaTHa aumposa, Hanpumep HCIIBC, sxkmouuTenHo
ceneKkTHBHM HHxHOUTOpH Ha uuMknookcureHasza (COX) II, ACE urxuburopn, aHruoressus Il
PELICNITOPHHU 2HTArOHHUCTH U AHYPETHUH, 0COOeHO ODpuMKOBH anypeTHLH. [Ipu 3anouBaHeTo UK
ynorpebaTa Ha TakuMBa NMPOAYKTH B KOMOUHALMS ¢ METHOPMHH € HEOOXOAMMO BHHMATEHO
npocheasBane Ha OOpeuHaTa QyHkum,

Jlexapcmeenu npodyxmu ¢ 6bmpewina Xunep2RukeMusna axmueHoCcm (Hanp. 2IOKOKOPMUKOUOU
(CUCMEMHO U NOKATHO NPUAOICEHUE) U CUMNAMUKOMUMEMUYY).

Moxe na e HeoOXOAMMO MO-4eCTO TMpocieAsBaHe HUBOTO Ha KpbBHaTa 3axap, ocobeHo B
HavyasioTo Ha neueHueto. [Ipu Hyxknaa, nozara Ha meTPopMHUH TpAOBa Ja ce afanTHpa No BpeMe
Ha JICUCHHUETO ChC CHOTBETHHA JICKAPCTBEH NMPOAYKT, KAKTO H CJIEA HENOBOTO CNUpaHe.

Tpancnopmepu na opzanunu kamuonu (organic cation transporters, OCT)
MerdopmuH e cyberpar Ha Tpancnoprepure OCT1 u OCT2.

EanoBpeMeHHO NpUNoxeHHe Ha METHOPMHH C:

e uuxuburopu Ha OCT] (karo Bepanammt) MoXe Oa HaMalld ePHKACHOCTTAa Ha METHOPMHH;

¢ uvHaykropn Ha OCT1 (karo pudamnuimH) MOXKe Aa TNMOBHIIH racTpO-HHTECTHHAlIHATA
abcopOuus 4 edeKTUBHOCTTA HA MET(HOPMHH;

e yuxuburopn Ha OCT2 (kaTO0 LUMMETUAMH, AONYTErpaBHpP, PaHONA3HH, TPHMETOIIPHM,
BaHIEeTaHHO, HCABYKOHA30M) MOKE Aa HaManu OBbOpeyHOTO elTMMHUHEMpaHe Ha MeT(OPMHH H
713 TIOBUINH TUTa3MEHATA MY KOHLEHTpALHA;

e uuxuburopn Ha OCT] u OCT2 (karo kpu3oTUHHO, onanapu®) Moxe pa noBnuse
epukacHocTTa ¥ 6B0peyHOTO eTHMHUHUpPaHe HA METHOPMHH.

EnHOBpeMEHHOTO NMPWIOKEHHE Ha Te3H JIEKapCTBEHH NPOAYKTH ¢ MeTHOpPMHUH TpAORa a cTaBa
C TIOBHMILEHO BHHMaHHE, 0CODEHO NpH naumeHTH ¢ 6r0peuHo yBpexaaHe, Thii KaTo rasMeHaTa
KOHUEHTpalMa Ha MeTQOpMHH MOxe na ce nosuiK. [Ipn Hy»Xzna, o3aTa Ha METQOPMHH MOXKeE
Ia ce ajanTupa no BpeMe Ha jJedeHueto, Thil kato OCT MHXUOUTOpUTS/MHAYKTOPHTE MOTAT J1a
[IPOMEHAT AEHCTBHETO MY.

4.6 tbep'rlmnTéT, OpemMeHHOCT H KbpMERE

bpeMeHHOCT
[lo BpeMe Ha OpeMEHHOCT, HEKOHTPONHpaHMAT OualeT (recTallMOHEH WIH TMOCTOAHEH) Ce
CBbP3Ba C NOBUILIEH PHCK OT BPOJAEHH aHOMANTHH ¥ MEPHHATANIHA CMBPTHOCT,

Hma orpaHH4eHH JaHHM 3a ynoTpe6aTa Ha MET(OPMHH NP1 GpeMEeHHH XKEeHH H Te He ¢a CB
C MOBHIUCH PHCK OT BPOACHH aHOMaNHH. [IpoyupaHMATA C ONUTHH XXUBOTHH HE
HAJIHYKE Ha YBpeXAalH edekTH, CBLp3aHd ¢ OpeMeHHOCTTa, eMOPHOHATTHOTO HITH Of;
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Pa3BHTHE, PaXIAaHETO WM MOCTHATAJIHOTO pa3sBHTHE (BXK. TOUKa 5.3). ﬂ’g -3
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i




npenopbkara € quabersT Aa He ObAc siekyBaH ¢ MeTgopMHH. BmecTo ToBa TpabBa aa Obae
Ha3HAYCH MHCYJIHH 3a NOAABLPXAaHE Ha HUBOTO HAa KPbBHATA 3axap Bb3MOXHO Hal-01M3Kk0 A0
HOPMAJIHH FPaHHMILIY, 33 1a CE HAMANK PHCKA OT MaadopMaLiMK Ha 1I0Aa.

KppmeHne
MeTtdopMuH ce ekckpeTHpa B kbpMaTa. He ca HabnojaBany HeXenaHH JIeKapCTBEHU peaKLuH

MPH KbpPMEHH HOBOPOACHMW/kbpMayeTa. Bee nak, mopanu orpaHMueHUTE HANH4YHH AAaHHM,
KbPMEHETO HE ¢€ NMpenopbyBa o BpeMe Ha JiedeHue ¢ MeTrgopmuH. Tpadaa aa ce B3eMe pelueHHue
Jalii Ja Ce€ TPpEYCTAaHOBH KBPMEHETO, KaTO Ce€ B3eMaT MPEABHI NO3aTa OT KbPMEHETO H
NOTEHUHANHHUAT PUCK OT HeONAronprATHH €PEKTH BBPXY JETETO.

DepTHIHTET

QepTWIHTETBT Ha MBXKKH H JKEHCKH ILUTBXOBE He C€ MPOMEHSA OT MpHIIokKeHHeTo Ha 600 mg/kg
OHEBHO METOQOPMHMH, KOETO € MNpUONM3UTENHO TpPH INBTH IOBE4YE OT MAaKCHMAHATa
npenopbruYMWTEeNHa JHEBHA 11038 NPH Xopa Ha Oa3a CpaBHEHHE HA TEJIECHA MTOBBPXHOCT.

4.7 EdexTn snpxy cnocobHocTTa 3a modHpane H paboTa ¢ MAMAHHK

Monotepanua ¢ MeTGOpMHH He MNPHYHHABA XHUIIOJIMKEMUA W MOopajd Ta3W IIpHUHMHA HE
NOBNHABA cOcOOHOCTTA 32 odupaHe ¥ pabota ¢ MallIMHH.

Btnpeku ToBa, naliueHTHTE TPAOBA 1a ca NpeAyNpeAeHH 3a pHCKa OT MosSBaTa Ha XMITOTTMKEMHA
npd KOMOHHHpaH TI@IPHEM <C APYrd aHTHAHWA0ETHH JNIEKapCTBEHUM cCpeacTsa  (Harmp.
cynaHnTypeliHH, HHCYJIHH WM METTIMTHHHM).

4.8 HexenanH JJeKapCTBEHH peakinuu

[Ipy nOCT-MapKETHHrOBH TNPOYYBaHHS W B KOHTPOJHPAHH KJIWHHYHH [NPOyYBaHHS,
NOKNaIBAHHTE HEXEIAHW PeakKUWH TNMpPH MALUNUCHTH, JICKYBAHH C METQOPMHH C YOBIDKEHO
ocsoboknasaHe, ca OJIH3KH MO BHO H TEXECT A0 Te3H, JOKIAARAHH NPH NMallMEeHTH, JIEKYBAHH C
MeTGOPMHH ¢ He3abapHO ocBOOOKIABaHE.

B HavaloTo Ha JI€YCHUETO HAK-YECTHTE HEXKENAHH JIEKAPCTBEHM PEaKkUMH ¢a TraicHe,
NoBpLILAHe, 1HapUa, KopeMHa Ooska K 3aryba Ha aneTuT, KOMTO B MOBEYETO C/IydaH OTMHHABAT
CTIOHTAHHO. 3a NPeAOTBPATABAHETO HM Ce Mpenopb4Ba MOCTENIEHHO YBEIWYaBaHe Ha J03aTa.

CnenHuTe HexeNaHH JICKAPCTBEHH pEaKlMd MOraT Ja Bb3HWKHAT MpH JieyeHHe ¢ TabneTkw
MeTHOPMHHOB XHAPOXJIOPH C YIBDKEHO 0cBODOXKAaBaHe.

YecTtoTHTe Cce onpenensaT KakTo ciaeaBa: MHoro 4dectu > 1/10; wectu = 1/100 no < 1/10;
HeuecTH = 1/1 000 no < 1/100; peaxn = 1/10 000 no < 1/1 000; muoro peaxu < 1/10 000.

[Ipn BCAKO rpynMpaHe B 3aBMCHMOCT OT YECTOTATa, HEXKEJIAHMTE JICKAPCTBECHH PEaKUUH ce
H30poABaT B HU3XOAAL] PeA IO OTHOUICHHE HA TAXHATA CEPHO3HOCT.

Hapyuienns Ha MetabonuiMa B XpaHEHETO
Mnuoeo peoku:

® JlaKTaTHa alua03a (BXK. Touka 4.4);

e HaMmalaBaHe Ha abcopbuuara Ha BUTaMuH B 12, 3ae1HO ¢ HaMansBaHe Ha CEpYMHMTE HHBA
No BpeMe Ha ABITOCPOUHO Jieuerue ¢ MergopMuH. [loaobna eTuosniorus Tpadea aa ce B3eme
peaBHA B C/yUai, ye NallueHTHT HMa MeraobnacTHa aHEMHA.

Hapyuienus Ha HepBHATa cHCTEMA

Yeemu:
¢  HAPYLICHHA Ha BKyCA.




CToMAaIIHO-UPEBHH HAPYIICHHA

Mruozo uecmu.

® CTOMAIIHO-YPEBHH HApPYLICHMS KaTO rajieHe, NoBpbllaHe, AWapus, abgoMuHaiHa Ooska M
3aryba Ha aneTHT. Te3n HeKenaHHM peakuMH ce NMOABABaT HaH-4eCTO B HAYAIOTO Ha
NeYeHHETO ¥ OTMHHABAT CNOHTAHHO B noBeyeTo ciaydad. [locTeneHHOTO NOBHIIABAHE Ha
003aTa MOXe ChLlo J1a NoaodpH CTOMAaLIHO-YPEBHATA TOHOCHMOCT.

Xenaro-OWIBapHH HapYUIEHMS

Muozo peoxu:

® H30JHpPaHY CTyYaH Ha MMOBHILIEHH NI0KA3aTeNIM NpH 4epHOAPOOHK U3CneABAHHA WIH XETIaTHT,
KOWTO M34YE€3BAT CJie]l MPEKpaTABaHe Ha MpHeMa Ha MEeTQOPMHUH.

HapyuieHHs Ha KO)KaTa ¥ [OAKOXKHATA ThKAH
Mnoco peoxu:
® KOXHH peakUMH KaTo epuTeMa, NPYPUTYC, YPTHKApHA.

Cro6uiapaHe Ha MOAOIUPAHN HEXENTaH! peakiluK
CpobliaBaHeTO Ha MOJO3MPAHM HEXENAHWM peakuMH c¢jie[ paspeiuasaHe 3a ynorpeba Ha

NeKapCcTBEHMS TMPOAYKT € BaKHO. ToBa mno3BoisBa Oa NpoIb/DKH HabmoJeHHeTo Ha
ChOTHOLLIEHHETO TOJI3a/pPHCK 32 JIEKAPCTBEHHUA MPOAYKT. OT MEQULMHCKHTE CHELHAJIHCTH CE
H3KCKBa Ja chOo0IaBaT BCAKA NMOAO3HPAHA HEXE/IaHa PEaKklIMA Ha!

H30LIHHTENHA areHNHAS N0 JEKAPCTBAaTa,
yn. Jamsan I'pyes Ne 8,
1303 Codms,

Ten: +359 28903417,
yebcaiiT: www.bda.bg

4.9 Ilpenoznpane

XunornukeMus He ce HabrogaBa JOPH NpPH A03M Ha METHOPMHEH, AOCTHIAIUM 85 g, BLIPEKH, 4e
npy TakuBa OOCTOATENCTB4 C€ MOABABA JAKTaTHAa auMao3a. 3HAYWTEIIHO MpEedO3KWpaHE Ha
MeTQOPMHH WIH CBHITBTCTBALLM PHCKOBE MOTaT Aa AOBEAAT AO NAKTATHA aumMao3a. JlakraTHata
alMAO3a € CNELIHO ChCTOAHUE, KoeTo Tpabea na Obpae nekyraHO B O0NHHYHO 3apeaeHue. Haii-
e(DEeKTHBHHAT METO/] 3a OTCTPaHABAHE Ha JlaKkTaTa W MeTHOPMMH € XeMoaHallzara.

5. ®APMAKOJIOTHYHH CBOHUCTBA

5.1 PapmMaxkoaBHAMHYHH CBOHCTBA
dapmakoTepaneBTHYHa rpyna: JIekapcTBeHH NpOOYKTH, HAMAIABALIM TTIKOKO3aTa B KPbBTA, C
H3KITIOYEHHE HAa HHCYJIMHU, DUrBanuau.

ATC xon: A10BAQ2.

MetdopMiH e OUrBaHK ¢ AHTHXHNEPTAHKEMHYHH €EKTH, KOHTO HaMansBa 6azanHaTa, KakTo
M MOCTIPaHAHATIHATA IUIA3MEHA MNOK03a. JIEKapCTBEHMAT NPOAYKT HE CTUMYJIHpa CEKpELMATA
Ha HHCYJIHH, 3aTOBA HE NPEAM3BHKBA XHIIOTTTHKEMHUA.

MexaHu3bM Ha JIeHCTBHE

MetdopMUH MOXKe [a AercTBa Ype3 3 MeXaHH3Ma:

¢ HaMaJaBa YepHOApPOoOHAaTa MIOKO3HA NPOAYKLUHA ype3 UHXHOMpaHe Ha INIOKOHEOreH
IVIKKOI'€HOMH3ATA,

® B MYCKYJHTE, 4pe3 YBENMUaBAHE Ha MHCYJIMHOBATa 4YBCTBHUTENHOCT, KaTo
nepudepHOTO YCBOSBAHE M H3NON3BAHE HA ITIHOKO33,;

o 3abaBsne Ha abcopObuuATa Ha MNIOKO3a B YepBaTa.



MerdopMHH CTUMYNHpa BBTPEKIIETHYHMA CHHTE3 Ha [IMKOI€H 4Ype3 BB3ACHCTBME BbLPXY
rIIMKOreH-CHHTeTa3ara.

MerdopMHH YBEIHYABA TPAHCIOPTHHSA KananMTET Ha BCHYKH BHIOBE MEMOpaHHH IIIFOKO3HH
nperocutenu (GLUT), u3BecTHH KbM MOMEHTA.

dapMaKoAHHAMHUYHH eDEKTH

B KAHHWYHH NMPOYYBAHHS, OCHOBHHMAT HE IIMKEeMHUEH €PEKT Ha MeTQOPMHH CE CBBP3BA ChC
crabunu3upaHe Ha TErJ0TO WIHK ¢ YMEPEHa 3aryda Ha TerJio.

[Tpn xopa, He3aBMCHUMO OT JEHCTBHETO MY BBPXY riHKeMmMuaATa, MeThopMHH ¢ He3abaBHO
ocBoboxaaBaHe HMa OJIArONPUATHH €QEKTH PEPXY TMITHAHUA MeTabonu3bM. ToBa € NOKa3aHo B
TepaneBTHYHH N031 B KOHTPOIHPAHM, CPETHOCPOYHM WIH IBITOCPOYHH KIIHHHYHH NPOYYBaHMA:
merdopMuH ¢ He3abaBHO ocBoOOXKAaBaHe HaManaBa oOwma xonecrepon, LDL xonecrepona u
HMBaTa Ha Tpurauvuepuanre. Ilono6HO AelicTBHE HE € JEMOHCTPHPAHO ¢ JIEKapCcTBeHaTa dopmMa
C YAB/DKEHO OCBOOOXKAAaBaHE, BEPOSTHO NMOpaJH BEYEPHOTO NMPUIOKEHHE H MOKE Ja HACTBIH
NOBHIIABAHE Ha TPUTTIMLIEPHAUTE.

KiHHHYHa eHKACHOCT

[IpocnexktuBHOTO paHaoMH3HpaHo npoyyBaHe (UKPDS) ycranorsaea apnrocpouHara nossa or
MHTEH3WBEH KOHTPOJ BbpPXY KpPbBHATa 3axap NpH NAaUMEHTH ¢ auaber THM 2 ¢ HAZHOPMEHO
TErN10, ACKYBaHH ¢ MeTPOPMHH ¢ HezabaBHO OCBODOXKAABAHE KATO ITHPBA JIHHKUSA TEPanHi CIEH
HEYCNEX Ha QUCTHYHUA PEIKHM.

AHaJIM3BT Ha PE3YITATHTE TIPH NALMEHTUTE ¢ HAAHOPMEHO TEMNO, JICKYBaAHH ¢ METQOPMHH CIEN
HEYCIEILHO [IPOBEAEH AUETHYEH PEKHM KaTO eJMHCTBeHa MAPKa, TI0Ka3Ba CJIEAHOTO:

® 3HAYMTENHO HAMAJCHHE Ha abCOMMOTHHA PHCK OT BCSKAKBH YCNOXKHEHMUS, CBBP32HHU C
Auabeta B rpynara Ha MetdopMun (29,8 ciyuas/1 000 MaLMEHTO-TOAMHH) B CPaBHEHME C
rpyrnara nailMeHTH caMo Ha guerta (43,3 cnyyas/1 000 maumenro-roauum), p=0,0023 u B
CPaBHEHHE C IPYINHTE, NpUHeMallld cyQaHWIypeHHH JIEKapCTBEHH NPOAYKTH H HMHCYJIMH,
modotepanHs (40,1 cryuaaa/1 000 nauuenTo-roaunn), p=0,0034;

® 3HAYMTEJIHO HAMAICHHE Ha albCONIOTHMS pPHUCK OT CMBPTHOCT, CBbp3aHa ¢ Auabera:
meTdopMuH (7,5 cnyyad/l 000 maumeHTO-roguHHU), B CpaBHEHHE C MTALMEHTH CaMO Ha JIHeTa
(12,7cnyqas/l 000 naumenro-ronunn), p=0,017;

® 3HAYHTEJHO HaMaj€eHHE Ha aOCOMOTHHMA PpHUCK OT obma cMbpPTHOCT: METHOPMMH
13,5 cnyyaa/1 000 npauueHTO-roOMHM B CpaBHEHHE C TMAMEHTH CaMO Ha JueTa
20,6 ciyyas/1 000 nauveHTo-roauuHu, (p=0,011), 1 B cpaBHEHHE ¢ KOMOMHUpaHUTE I'PYIH,
ApHeMalnK  cybaHWIypeHHM NeKapcTBEHM TNpPOAYKTH M MHCYJIHH, MOHOTEpanus
18,9 ciryyas/1 000 nauuenro-roauny, (p=0,021);

¢ 3HAYHTETHO HaMalleHHe Ha abCOMIOTHHA PHCK OT HH(QAapKT Ha MHOKapaza: MeT()OpPMHH
11 cniywas/l1 000 nauMeHTO-rOAMHH, B CpaBHEHHE C TMAUMEHTH CaMO Ha JMeTa
18 cnyuas/]1 000 nauueHto-rogunu, (p=0,01);

® He ca HabAIONABAHH KJIMHHAYHM NOJI3H NPH KOMOMHHMpaHe Ha CyJipaHWITYpeiHH JIeKapCTBEHH |
cpeacTa ¢ MeTOpMHH, IpUIIaraH KaTo BTopa JIMHMA Ha JICYEHHE,

KoMmOnHauuaTa Ha MeT(POPpMHH U MHCYAUH npy Auadber Tun 1 e Ouna npwnaraHa npu W3bpaHu
NAaLHEHTH, HO KJIMHWYHATA N013a OT Ta3H KOMOMHAIMA HE € KaTEFOPUYHO YCTaHOBEHA.

5.2 @apMaKoKHHETHYHH CBOHCTBA

A6copbLms
Cnea eZHOKpaTHO nepopalHo npunoxkeHHe Ha 1500mg or Tabnerku ¢

ocBoboKaaBaHe METHOPMHHOB XHApOXJaopuA 750 mg ce NocTUra cpeaHa nUKo
xoHueHTpauusa ot | 193 ng/ml ¢ve cpeana crofiHOCT OT 5 Yaca M AHaNasoH oT 4 Ao




TlokazaHo e, ye Tabnerkara ¢ yab/DKkeHo oceoboxaaBane MeTGopMUHOB xuapoxyaopua 750 mg
¢ OHoexkBMBAJIEHTHA Ha TabneTka ¢ yABDKEHO ocBODOKnaBaHe MeThOPMHMHOB XUAPOXIOPHI
500 mg npu no3a ot 1 500 mg, no otHoenue Ha Cyex 1 AUC npy 3apaBu 1MLa, Ha MaJHO WITH

Cnel HaxpaHBaHe.

B paBHOBECHO CBCTOSHHE, MOAOOHO Ha nekapcTBeHHTe GopMu ¢ HeszabaBHO OCBOOOXKAaBaHe
MaKCHMAaJTHaTa ruiasMeHa KOHLEHTpaLHs (Cmax) M AUC (ruiornyra nog xpusarTa) He ¢ NOBKIIABAT
NPONOPLHOHATHO HA npHiackeHaTa a03a. AUC cnea eAHOKpaTHO NEpPOPATHO NPHITOKEHHE Ha
2 000 mg MerdopMHH TableTKH ¢ yALDKEHO ocBOOOXKAAaBaHe € € MOAO0OHH CTOMHOCTH KakTo
cnen npueM Ha 1 000 mg MeTgopmun TabneTkH ¢ He3abaBHO OCBOOOXKIaBaHE IBa MBTH AHEBHO.

HUuaveuayanHata BapuabunHOCT HA Cpax v AUC npu TabneTkH METQOPMHH C YIBIDKEHO
ocB0oOOXKIaBaHe € CPaBHHMA C Ta3H INpHU TabneTku MeTGOPMHH ¢ He3abaBHO OCBODOXAaBaHE.

Korato nse Tabnetku MeT(pOpMHH ¢ yabJbKeHO ocBobokaAaBaHe oT 300 mg ca npuioxKeHH cnen
xpanene, AUC ce noHiaga ¢ okono 70 % (Cuax ce nosuiuara ¢ 18 % u Tmax JIEKO CE yaABIKaBa
¢ okoJio 1 yac) B cpaBHEHHE C NPHIOKEHHUE HA TIIaJHO.

Korarto Tabnerxa ¢ yapmxkeHo ocBobokKaaBaHe ¢e npunara Ha raagHo, AUC ce noHwxkaea ¢ 30 %
(Ciax H Timax HE C€ MOBAUABAT).

Cpennarta abcopOuua Ha MeTQOPMHH OT JieKapcTBEHaTa ¢opMa ¢ YAB/DKEHO OCBODOKIaBaHE
NOUYTH HE Ce MPOMEHS OT ChCTaBa Ha XpaHaTa.

He ce nabmionaBa HaTpPynBaHe clieZl MHOTOKpaTHO npunoxkeHue Ha Ao 2 000 mg Merdopmuu
KaTo TabneTku ¢ yABIDKEHO OCBOOOXKAABAHE.

Pasnpenenenue |
CBBp3BaHETO ¢ TUIA3MEHUTE TMPOTEHHH € HEe3HAYUTENHO. MerdopMHH TNPOHHUKBaZ B

epuTpolHTHTE. [IHKBT B KPBLBTA € MO-HHUCHK OT IUTa3MEHMS MUK U C€ NOABABA NPHONMU3UTENHO
o ChIIOTO BpeMe. YepBEeHUTE KPBBHHU KIIETKH HAl-BEPOATHO NPECTABNABAT BTOPHUYEH €Tall Ha
paznpeaenenue. Cpennuar 06eM Ha paznpeaeneHue (Va) Bapupa B paMkute Ha 63-276 1.

buorpancdopmanus
MeTdhopMHH ce eKCKpeTHpa HenpoMeHeH B ypuHarta. He ca naeHTHpHUMpPaHH MeTaOOJHTH TpH
Xopara.

EnuMHUHUpaHe
brOpeunnsaT kaupbHC Ha MerdopmuH e > 400 ml/min, noka3paiikuy, 4e MeTQOpPMHH ce

eJIMMHHKPA upe3 IIIOMEpY/IHa puaTpaums K TyOynHa cexpeuus. Cnea nepopaiHa 103a, SBHHAT
TEPMHHAJIEH NOIY>XMBOT Ha €JIMMUHHpPaHe € npubnu3urenHo 6,5 yaca.

Koraro 6s6peuHara pyHKUMSA € yBpeacHa, ObOpEYHHAT KIMPBHC €€ HAMANABA NPONOPLIHOHATHO
Ha TO3H Ha KPEATHMHHHA M MO Ta3H NPUYMHA MOIY)XMBOTHT Ha €IMMUHHPaHe € YAB/DKEH, KOeTO
BOAM IO MOBHIIIEHH HUBA HA MET(OPMHH B I1a3MaTa.

XapakTepUCTUKK NPH cieHpHYHH IPYNH NALUMEHTH

bvbpeuno yapescoane
HanuuuuTe JaHHH NMPH NALMEHTH C yMepeHa ObOpeyHa HeOCTATEYHOCT ¢4 OCKBIHU H He

B CpaBHEHHME C Anla ¢ HopManHa 0bOpeyHa pyHKUMA. CneaoBaTeNnHo, alanTHPAHET
TpsibBa Za ce U3BBLPLIBA Bb3 OCHOBA Ha ChOOpaXeEHMA 3a KIMHHYHA €(UKACHOCT,
(BK. TOUKA 4.2).

5.3 IlpeaxnnHEHEYHM JaHHH 3a 6e3onacHOCT




HPEIIK.TIHHH‘-IHHTG JIaHHH He nokxa3BaTt ocobeH PHCK 3a XOp4d, Ha 0a3aTa Ha KOHBEHLUMOHAJIHUTE
Mpoy4yBaHHUA 34 GESOHaCHDCT, (bapMaKOHOFHﬂ, TOKCHHHOCT IIpPH MHOI'OKPDATHO IIPpWIaraHc,
FeHOTOKCHYHOCT, KAHUCPOIrCHCH ITOTCHUHA H pCHIPpOAYKTHBHA TOKCHYHOCT.

6. GAPMAIEBTHYHH JAHHM

6.1 Cnachk HA NOMOIMHERTE BeIIECTBA

IToBngon K-90F

CrinuuMeB JUOKCHI, KOMOHAEH Oe3B0/ieH

Hatpuesa kapbokcumerunuenynosa 2 500-3 500 mPa.s
Xunpomenoaa 100 000 cps '
Lienynosa, MUKPOKPHCTATHA

Marnesues creapar

6.2 HecbBMeCTEHMOCTH

HenpunoxuMmo

6.3 Cpox Ha rogaocT

36 Meceua

6.4 CnenmrajinH yC/IOBHH HA CHLXPAHEHRE
Ha ce cbxpaHsapa non 25°C.

6.5 Baa n chaAbLpKAHAE HA ONAKOBKATA

Tabnerkure ce npennarar B Onucrepu [Tpa PVC ¢unm, noxpur ¢ PVAC 90 gsm Pharma Grade

(mpo3payHo) U anyMHUHHEBO ¢donuo] kato 30, 60 u 100 Tabnerku.
He BcHukM BUAOBE ONAKOBKH MOTaT ja ObaaT myCHaTH Ha nasapa.

6.6 CnenHa/lHHA NpeANAIHH MEPKH TPH H3XBLPJISHE

Henznon3saHUAT NPOAYKT WIH OTNAABUYHUTE MaTepHald OT Hero TpabBa 1a ce U3XBBPIAT B
CBOTBETCTBHE C MECTHUTE U3HCKBAHHS.

7. IIPATEXATEJ HA PAJPEILIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18,
61118 Bad Vilbel

['epmanns
8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
Per. Ne 20230159

9. HATAHAITHBPBO PAIPEINIABAHETIOTHOBABAHE HA PASPEIIEHHETO 3A

VIIOTPEBA —
Jara Ha mbpBO paspeiuasaHe: 02.08.2023
Jiara Ha nocaeaHO NOAHOBABAHE:

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA
02/2025
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