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Metdocrana XR 500 mg tabnetku ¢ yab/mKEHO OCBOOOK1aBaHe

Metfostada XR 500 mg prolonged-release tablets

2. KAYECTBEH U KOJIMYECTBEH CHbCTAB

Besaka Tabnerka ¢ yabikeHo ocBobOoxaaBaHe cbabpixka 500 mg mMeTdOopMHHOB
xuapoxaopua (metformin hydrochloride), cvoTBercTBaiy Ha 389,938 mg meTrdopmun 6a3za.

3a M'bJIHUA CIIUCHK HA MOMOLIIHHUTE BellecTBa BUXKTe Toyka 6.1.
3. JIEKAPCTBEHA ®©OPMA

Tabnerka ¢ yabKeHO OCBOOOX/1aBaHe.

bean 1o noutu Oenu, Kpbriu, ABOMHOM3NBbKHAJIM TA0JIETKH ¢ peneden Haanuc ,,500° ot
e/lHaTa CTpaHa M rJjiajika MOBBPXHOCT OT JApyrara crpaHa. labieTkure ca ¢ JauaMeTsbp
npubauzurenHo 12,15 mm.

4. K/IMHHYHHU JAHHHU

4.1 TepaneBTHYHH NMOKA3AHHSA

Jleyenue Ha 3axapeH auadeT TUN 2 Npv Bb3pacTHH, OCOOEHO NpHU NAaLMEeHTH C HaJJTHOPMEHO

TErja0, KOrato MpUJIOKEHHWETO caMO Ha auMeTa M (PU3UYECKH YNpaKHEHUs HE BOAHU M0

a/1IeKBaTEH IrIMKEMHUYEH KOHTPOJI.

e Merdocraga XR 500 mg Tabnerku ¢ yabipkeHO ocBoOOXKAaBaHe MOXKe J1a Ce npujiara KaTto
MOHOTEparnus Wil B KOMOMHAUMS ¢ APYTH NEpOpaIHA aHTHAWAOETHH JIEKAPCTBEHH CPEACTBA

WJIH C UHCYJIHH.
[Ipu BB3pacTHU NMALMEHTH C HAJIHOPMEHO TerJyio U auabder Tun 2, JieKyBaHH ¢ MeT(HOPMHH
KaTo NbpBa JIMHUS Tepanus clie] Heycrnex Ha AWeTHYHMsS pexuMm (BK. Touka 5.1) e

YCTAHOBCHO HaMaJiasBaHC HaA YCJIIOKHCHHUATA OT ,unaﬁeTa.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bwv3pacmuu ¢ nopmanna 6vopeyna (hpynkyus (ckopocm na enomepyana punmpayus [glomerular

filtration rate, GFR] = 90 ml/min)

MoHoTepanuss npu 3axapeH aAuaber THN 2 H B KOMOHMHAUHS ¢ JPYrH Nepopa’iHH

AHTHAHAOETHH Cpe/CcTBA

» (OOwnyaitHaTa HavasiHa 103a e eaHa Tabnerka Merdocraga XR 500 mg BeaHbkK IHEBHO;

 Cnen 10 no 15 num po3ara TpsadBa aa ce aganrTupa B 3aBUCUMOCT OT U3MEPEHUTE CTOMHOCTH
Ha KpbBHaTa 3axap. [locreneHHOTO MoBMLIABaHE Ha J03aTa MOXeE Jaa noaodpu racrTpo-
MHTECTHHAJIHATa MOHOCHUMOCT. [IpenopbunTeHaTa MaKkCMMaJslHa JHEBHA A03a € 4 Tabn
¢ yabkeHo ocBobok1aBaHe Merdocrana XR 500 mg;

* lloBumaBaHeTo Ha go3ara TpsaOBa na crapa ¢ 500 mg Ha Bceku 10-15 nuu, 10 makce
2000 mg BeaHBXK JHEBHO C BEYEPHOTO XpaHEHE. AKO He ce IIOCTHIrHe
rnukeMuuyeH KoHTpod ¢ 2 000 mg Merdocrana XR BeaHbxk aAHeBHO, TpsOBa na ce
npuinokenero Ha Mergpocrana XR 1 000 mg aa nbTH AHEBHO, KaTo W JBaTa




Tpabea Ja 6bAaT NO BpeMe Ha xpaHeHe. AKO BCE OLUE HE €€ NOCTHTa MNTHKEeMHUEeH KOHTPOII,
NALHEHTHTE MOTAT /14 IPEMMHAT HA CTAHRAPTHH TabneTku MeTdhOpMHH 10 MaKCHMAaJIHA 1034
ot 3 000 mg aHeBHO.

« [lpy nanMeHTH, KOMTO BeYye ca JeKyBaHH ¢ TabneTrkH MeTdhOpMHH, HAYanHaTa J03a
Merdocraga XR TpabBa na 6bae exBHBATEHTHA Ha AHEBHATA 1033 Tab1eTKU METHOPMUH ¢
He3abaBHO OCBOOOIKAARAHE.

» [lpu naumeHTH, NeKyBaHH ¢ MeTQOPMHH B JO3HM No-BHCOKH oT 2 000 mg nHeBHO, He ce
npenopbLyuBa NpeMHUHaBaHETO KbM Tepamnus ¢ Merdoctaaa XR.

* AKO ce¢ npelBwKIa NPEMHHABAHE OT APYro MNEpOpPalHO aHTHAMAGETHO CPEACTRO:
NpeARLIHOTO JIeueHHe TpROBa na O6be NpeyCTaHOBEHO M TOraea Aa ce 3anouHe Merdocrana
XR, B g03aTa nocodeHa no-rope.

KomMOunnanus ¢ vHCYAHRH
MeTdopMHUHOB XHAPOXJIOPH M MHCYJIMH MOTaT J1a ¢€ M3II0I3BaT KaTo KOMOHHHpAHA Tepanus,
3a 13 Ce MOCTHIHE NO-400bP INMMKEMHUEH KOHTPOJL.

Obuuaiinara HayanHa go3a Mergocrana XR e eqHa tabnerka, BeAHBK AHEBHO, AOKATO 403aTa
Ha

HHCYJIHHaA CE€ aaallTupa B 3aBHCHMOCT OT H3IMCDCHHUTC CTOHHOCTH Ha KPBbBHATA 3axap.

Cmapuecka v3pacm

[lopaau BeposTHOcTT2 OT HamManeHa ObOpeyHa PyHKUMA NPH [ALMEHTH B CTApYECKA BB3PacT,
A03aTa Ha METPOpPMHH TpaOBa Ja ce KOPUrHpa B 3aBHCHMOCT OT ObOpeuHaTta QyHKUHSA, KOATO
peaoBHO TpaOBa Aa ce MOHHUTOpHpa (BxkK. TOuKa 4.4).

bvbpeuno yspescoane |

Tpabsa na ce HanpaBH ouleHka Ha croitHOcTHTE Ha GFR npeamn 3anouBaHe Ha nedYyeHue ¢
MPOAYKTH, ChIbpxallu MeTGOPMHH, a cliel] TOBa - MOHe BeAHbX roauwHo. [Ipn nauueHTu
C TIOBHILIEH PHCK OT MNO-HATaTbIIHO nporpecHpaHe Ha OBOpeyYHO yBpexnaHe M nOpH
NalMEeHTH B CTap4Yecka BL3pacT TpAOBa MO-YeCTO Aa Ce NpaBH OLUECHKa Ha ObOpeuHara
$yHKUHA, HANpUMEDP Ha BCEKH 3-6 MeceLa.

GFR (ml/min) Ob1ua MakcHManHa AHeBHa 1032 | JIombIHUTENHH chOOpakeHHs

60-89 2 000 mg Moxe na ce 0OMHMCIM MOHIDKABAHE HA
[03aTa BbB Bph3Ka C HAMASIBAHETO Ha
OBOpeuHara GyHxuMS.

45-59 2 000 mg | dakTopuTe, KOWTO MOTAT 1a YBEJIHUAT

PHMCKa OT JlaKTaTHa auMao3a (BxX.
Touka4.4) Tpabsa na  Omnpar
pasriefaHu, Tnpeau aa ce oOMUCIH

30-44 1 000 mg
3aN0YBAHETO HA  JICUEHHE  C
MET(HOPMHUH.
HavyanHata fgo3a e  Hai-MHOro
NOJIOBHHATA OT MAKCHMAJIHATa A034.
< 30 - MerdopMHH € NpoTHBONMOKA3aH.

Heduampuuna nonynayus
[Topaau nunca Ha AOCTaTbYHO AaHHU, TAOIETKUTE METQOPMHHOB XHIPOXJIOPH/ € YABIKEHO OCBODO
He TpAOBa Ja ObaaT U3NON3BaHM NPH AeLa.

HauyuH Ha NpUIoKEHHE

[lepopanHo npuioxeHHUe.

Merdoctana XR Tabnetku ¢ yapmkeHo ocBo0OXKAaBaHE c€ NMPHEMAT C BEYEPHOTO XPaHe
Tabnerkure TpsabBa na ce nornsiuar ueny ¢ Bojga. He Tpabea na ce anBuaT yiy pasrpoua




4.3 IlpoTrHBOonOKa3zaHHA

¢ CBPBXUYBCTBUTEJIHOCT KbM METPOPMHUH HIH KBM HAKOE OT INOMOIIHHTE BELIECTBA,
n3bpoeHu B Touka 6.1;

¢ Bceku THn octpa MetaGonuTHa aumpo3a (Hanp. NaKTaTHa auuaosa, JHadeTHa
KeTOaLHa03a);

e JluaGeTHa npe-kKoma;
e Texka 6b0peuna HeaocTaTbuHOCT (GFR < 30 ml/min);

e OcTpH CbCTOAHMNA, 3aCTpalliaBally aa BnowaT Ob0peuynaTa GyHKUMA, KaTO!
-AEXHApaTaLus;
-TeXKa HHeKuns;
-HIOK.

e 3abonABaHHA, KOUTO MoraT [a HPUMHHAT TbKaHHA XHNOKCHA (0CODEHO oCcTpH
3abonsBaHMA WM BNOLLIABAHE H& XPOHHYHH 3abonaBaHud), KaTo:
-AEKOMIEHCHPaHa ChpAeYHa HEAOCTATBYHOCT;
-AUXaTeJHA HEJOCTATBYHOCT;
-HaCKOpO npeKapaH MUOKapAcH HHPapKT;

-111OK.
¢ ‘-Iepﬂoﬂpnﬁﬂa HEAOCTATHHYHOCT, OCTPa aJJKOXO/JIHA HHTOKCHKAL A, aTKOXOIH3IBM.

4.4 CnenmaiRH npeaynpeXicHHS H NpeANa3HH MepPKH NpH ynorpeda

JlakTaTHa auHao3a
JlakTaTHaTa awpgo3a € MHOrO pAAKo, HO cepHo3HO MeTabonuTHO ycnoxHeHue. Hal-uecto

HAaCTLIBA NPH OCTPO BJIolIaBaHe Ha ObOpeuHaTa (PyHKLMS, KAPAHO-PECIIHPATOPHO 3a00aBaHe
unu cencuc. HatpyneaHero Ha MeT(OpMHH HacThNBA NpU OCTPO BholuaBaHe Ha ObOpedHarta
¢yHKUHA M YBEJIHYABA PHCKA OT NAaKTaTHa aliHao03a.

B cnyyaii Ha nexuapaTtauya (TeXKa JHAPWS WIM MOBPBILAHE, TPECKA WIM HaMalleH NMpHeM Ha
TEYHOCTH), MPUEMBT Ha MeTGOpMUH TpAOBa BPEMEHHO Jla Ce& CIpe U € MPENOPBUYUTENHO [a ce
YyCTaHOBH BpPB3Ka C f1eKap.

IIpeMBT Ha JieKapCTBEHH MPOAYKTH, KOUTO MOrar OcTpo Aa yBpeaar 6nOpeunara dyHkums
(KaTo aHTUXMNIEPTEH3UBHH cpencTra, anypeTHuHd 1 HCITBC) Tpabea na ce 3anousa ¢ MOBHILIEHO
BHHMaHHWE TNpH MAalHEHTH, JEKYBaHH ¢ MeTdopMuH. J{pyrd pHCKOBH (paKTOpH 3a J1aKTaTHA
alMAO3a ¢a MPEKOMEPEH NpveM Ha ankoxXoj, YepHOApOOHa HEeJOCTAaTHbYHOCT, HEAOCTATHLYHO
no0pe koHTponupaH anabeT, KeTo3a, MPOABL/DKHTEIHO IaJyBaHE M BCAKAKBH CBHCTOSAHMA,
CBBbP3aHH C XHIOKCHSA, KAKTO M €1HOBPEMEHHATa ynoTpeda Ha JEeKapCTBEHH MPOAYKTH, KOUTO
MOTaT J1a TIPUUHHAT AAKTaTHA auuao3a (BHK TOukd 4.3 1 4.5).

[TaueHTUTE W/MIH TMLATA, KOUTO €€ IPHXKAT 34 TAX TpAOBa Na 6baaT HHGOpPMHpaHH 32 pHCKa
OT JIaKTaTHa aumpao3a. JlakrarHara auuo3a ¢e xapakTepu3dpa ¢ aluJ03Ha JUCITHEd, KOpeMHa
OoNKka, MYCKYJIHM KpaMIl¥M, acTeHUs M XMUNOTEepMHUA, NocneaBaHM OT koMa. B ciyuyail Ha
ChbMHEHHE 3a CHMITTOMH, NMalMeHTHLT TpabBa na cripe npueMa Ha METQOPMHH H He3abaBHO na
NOTHPCH IEKApcKa MoMoIL. JIHarHoCcTHYHUTE 1abopaTOpHH HAXOAKH ca MoHwxeHo pH Ha KpbBTa
(< 7,35), noBHIIEHH HHBA HA I1a3MEHMA aakTart (> 5 mmol/]) u noBuLIeHa aHUOHHA pa3AHKa H
ChOTHOLUCHHUE JIAKTAT/IUPYBAT.

Jlekapure TpadBa na npeAyNpeaaT NAUMEHTHTE 3a PUCKA OT H 33 CHMITTOMMUTE Ha IAKTATHA ¢

IlanHeHTH ¢ YCTAHOBEHH RJIH NOAO3HPAHH METOXOH/APHAJIHH 320019 BaAHAN tes q-%
[Ipn nauHenTH ¢ yCTAHOBEHH MHTOXORAPHAIHH 3300/19BARHS, KATO CHHAPOM HA M/ DX A AR Y
ennedasonaTHa ¢ JAKTATHA aRHA032 U HHCY ITORON00HE enn3zoan (Mitochondrial fagqpiiaiepathy”
with Lactic Acidosis, and Stroke-like episodes, MELAS) u nacaeacrsen nnaber u . E 2 ks ¥
maHunHa auuuna (Maternal inherited diabetes and deafness, MIDD), meTgopmun B Enpetions .
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nopajH PECKA OT 060cTpuHe HA JJAKTATHA ANHRO032 H HEBPOJIOrHYHHA YC/I0KHEHHN, KORTO MOXKe AA
NOBEAAT 0 BJOINIABaHEe Ha 3a0o1aBaneTo.

B corysaii HA NPH3IHANH H CHMITOMH, MOKA3aTE/IHHA 32 MELAS caaapoM Hian MIDD, cien npuema na
mMeTdopmMEn, NeueHneTo ¢ MeThopMHEEB TPpa6Ba 1a ce cnpe BeIHAIA H Aa Ce HANpaBH 61p3a
AHATHOCTHYHA OLEHKA,

BrOpeuna pyHkuMA
Ouenka Ha croitHocTuTe Ha GFR TpadBa ga ce npaBu npeay 3ano4YBaHe Ha NEUYCHUETO U PEROBHO

cJiell TOBa, BK. Touka 4.2. MerdopMuH e nporiBonoka3aH npu nauperTy ¢ GFR < 30 ml/min u
TpaOBa fa Obae BPeMEHHO CIPAH NPH HANMYME Ha CbCTOAHHA, KOMTO NpOMEHST O6BOpeuHara
(yHKLMA, BX. TOUKa 4.3,

Copaeuna dyHKLHS
[TalMeHTH CbC ChpAEYHA HENOCTATHHHOCT Ca HINIOKEHM HA MO-TONAM PHCK OT XHMIIOKCHA M
6n0peuna HegocTaThuHOCT. IIpH NauMeHTH Cbe cTaCWIHA XPOHHYHA CHPAECYHA HEAOCTATbHHOCT,

MeThOpPMHH MOXKE Jla Ce M3MOJ3Ba NpH peaoBHO HabmioneHwe Ha cppiacyHaTta M ObOpeunara
PYHKLHA.

3a mauMeHTH ¢ 0cTpa ¥ HecTabMiHA ChPACYHA HEAOCTATBYHOCT, MET(OPMHH € ITPOTHBONOKA3AH
(BxK. TOUKA 4.3).

[IpunokeHue Ha Hoa-ChAbpKAINH KOHTPACTHH BEIIIECTBA
BbTpechbaoBOTO NpUAOKEHHE HA HOO-CBABPIKALLH KOHTPACTHH BELLECTBA MOXE Ja J0BelAE A0

KOHTpAacCT-HHAYLMpaHa HedponaTus, BoAella 10 HATPYNBAHETO Ha MET(QOPMHH H NOBMILIEH PHCK
OT JaKTaTHa aumnosza. MerdopmuH Tpabea ma ce cnpe npead npoueaypara 3a obpazHa
AHArHOCTHKa U He TpsOBa 1a ce BL30OHOBABa N0 Hail-Manko 48 yaca ciell TOBa, IPH YCIOBHE,
ye 61L0peunHaTa GYHKLMA Ce OLieHH OTHOBO M CE€ YCTaHOBH, Ye € CTabMIHa, BXK. ToukH 4.2 1 4.5.

Onepauus
Merdopmnn Tpabra na ce crnpe npeaM onepauysg noja oO0Lia, CIHHATHA WIH CNHAYpATHA

anecte3ud. JleueHneTo MOXe na Obae Bb30OHOBEHO He MO-paHO OoT 48 uaca ciel oHnepaluaTa
WIH NPH BE300HOBABAHETO HA XPAHEHETO Mpe3 yCTaTa, H NMpH YCNoBue ye 0b0peuHaTa QyHKIHA
Ce OLICHM OTHOBO M C€ YCTAHOBH, Y€ ¢ cTabuiHa.

Apyru npeaynpexaeHns

Bcuuky nmaumeHTH TpAOBa Ja NpOAB/DKAT JHETATA CH C PABHOMEPHO pasNpeacieHHe Ha
BBIJIEXHAPATHHSA TIpHeM npe3 neHd. [lanueHTHTe ¢ HAZHOPMEHO Teriio TpadBa na cnazsar
HHCKOKANIOPHYHATA CH IUETA.

O6uuaiiHiuTe nabopaTopHH TECTOBE 3a MOHMTOpUpaHe Ha guabera TpaOBa na ce H3BBLPIIBAT
peaOBHO.

MerdopMuH, npuaaraH caMOCTOSTENHO, He MPEIKW3BHKBA XHMMOIJIMKEMUsA, HO TpsbBa na ce
BHHMaBAa, KOraTo € M3MO0JI3Ba B KOMOMHALIMS C MHCY/IMH WM APYTH NEPOPaIHH AHTHAHAOCTHH
cpeactna (Hanp. cyndaHWITypEeHHH CPEACTBA HIIA METJIMTHHHAM).

Yactu oT oGBMBKaTa Ha TabneTkHTe Morar Aa 6bAaT HabMOJABaHY B H3INPAKHEHKATA HA
naiMeHTHTe. Te TpaOBa aa 6haT npeaynpeaeHu, Ye ToBa € HOpMaTHO.

IToMoLIHH BellecTBa:
Toea nekapcTBO CHABPXKA No-Madko oT | mmol Harpu#i (23 mg) Ha Tabnerka, T.e. MO
Kake, Yye NMPAaKTUUYECKH HE ChObpXKA HATPHH.

4.5 BzanMogelcTBHe ¢ JApYrH nexﬁpcmenn OpoAYKTH H ApPYrH d¢op
B3anMoAelicTBHE



He ce npenopbuBa chIIbTCTBaILA ynioTpeba c:

Anxoxon
AJIKOXONHATA MHTOKCHKALMA CE€ CBBP3Ba C MOBMILEH PHCK OT JIAKTaTHa aumacesa, ocobeHo B

CJAY4YaH Ha rjiaayBaHe, HCAOXPAaHBAHE HIIH qepﬂonpoﬁna HEAOCTATBYHOCT.

Hoo-cvovpoicawu konmpacmuu sewjecmea

Metdopmun Tpabea 3a1B/DKHTENHO Ja ce clipe Npeau npolexypara 3a ocOpazsa AMarHOCTHKA M
He TpaOBa 1a ce BL30OHOBABA 10 HaH-Manko 48 yaca cien TOBa, NpH ycnoBue 4ye ObOpeuHara
¢GYHKHUMSA C€ OLICHH OTHOBO M C€ YCTAHOBM, Y€ € cTabUNHa, BIK TOYKH 4.2 1 4 4.

KoM6HHaLWH, W3WCKBALIH NPEANA3HA MEPKU NPH yiioTpeda

Hsxou nekapcTseHy NPOAYKTH MOTAT J1a Ce OTpa3iAT HebnaronpusaTHo Ha OL0peyHara pyHKIMA,
KOETO MOXKE Ja YBEJIMYM pUCKA OT jakrarHa auuaosa, Hanpumep HCIIBC, BxnountenHo
cenexkTuBHu uHxuOMTOpU Ha uMKIIoOKcureHaza (COX) I, ACE nuxuburopu, anruoreHsuH Il
PELETITOPHH AHTarOHUCTH U AHYPETULIH, 0cOobeHD OpruMkoBH auypeTHlM. [Ipu 3anousaHeTo wiu
ynorpebara Ha TakHBa NMPOAYKTH B koMOMHauuA ¢ MeTHOPMHH € HeOoOXOIMMO BHHMAaTEJIHO
npocnensasane Ha 6pOpeyuHara GyHKLMS.

Hexapcmeenu npoOyxkmu ¢ 8bMpewiHa Xunep2iuKeMusHa GKmueHoOCm (Hanp. 2M0KOKOPMUKOUOU
(npu cucmemuo u NOKATHO NPWIONCERUE) U CUMNAMUKOMUMEMUYU).

Moxe na € HeoOXOAMMO MMO-YECTO MpocjcAdBaHe HHBOTO HAa KpbBHaTa 3axap, oco0eHO B
HAYanoTo Ha neueHueTo. [Ipy HyxKna, nosara Ha MerdopmuH TpabBa Na ce agarTHpa NO BpeMe
Ha JIEUEHHETO ChC CHOTBETHHS JIEKAPCTBEH MPOAYKT, KAKTO M Cliel HEFrOBOTO CIIUpAHE.

Tpancnopmepu na opzarnuunu kamuonu (organic cation transporters, OCT)
MerdopmuH e cyberpat Ha TpaHcnoprepure OCT1 u OCT2.

EAHOBPEMEHHO NPHIOKEHHE HA METQOPMHH C:

e uHxHOHTOpH Ha OCT1 (kaTo BepanaMmin) Moxe Aa HaManK €pUKacHOCTTa Ha MET(OPMHUH;

e wuHAykTOopH Ha OCT1 (kato pudaMnUuUMH) MOXE [a MOBHIIM TacTpO-WHTECTHHAIHATa
abcopbums U eekTHBHOCTTa HA METPOPMHH;

e uHxubGuropu Ha OCT2 (KaTo LUMMETHAMH, NOJYTErPAaBHpP, PAHOA3MH, TPMMETONPHM,
BaHeTaHub, HCaBYKOHA30M) MOXKe Ja HaMak Hu0peuHoTo enuMHUHNpane Ha METGOPMHH B
Ja MOBUILYK IU1a3MeHaTa My KOHLEHTpAaLlUA;

e HHxHOburopu Ha OCTI u OCT2 (xato kpu3zoTHHHO, onanapub) Moxke 1a NOBIHAE
eprKacHocTTa U HBLOPEYHOTO ETMMHHHPaHe HA METGOPMMUH.

EAHOBPEMEHHOTO MPHIOKEHUE HA TE3M JIEKAPCTBEHH NMPOAYKTH ¢ MeThopMuH TpaOBa Ja crasa
¢ 1TOBMILICHO BHHMaHHE, 0cobeHo npu nauxeHTH ¢ 656peuHo yBpexkaaHe, Thi KaTo IU1a3MeHaTa
KOHLICHTpALIUA Ha METPOPMHH MOXKE na ce noBuiuM. IIpu Hyxna, no3ara Ha METQOPMHH MOXeE
Jla ce ajanTHpa no BpeMe Ha JeueHHeTO, Thil KaTo OCT uHxuOHTOpHTE/HHOYKTOPHTE MOraT Ja
NPOMEHAT AEHCTBHETO MY.

4.6 DeprHaAnTeT, DpEeMEeHHOCT H KbpMeHe

bpeMeHHOCT
[lo BpeMe Ha OpeMEHHOCT, HEKOHTPOJHUpAHHUAT Auader (reCTaUMOHEH WIH [OCTOA
CBBLP3Ba € NOBMUILEH PHCK OT BPOJAECHH AHOMA/IMH ¥ NEPHHATAIIHA CMBPTHOCT,

HMma orpaHrueHM JaHHM 3a ynoTtpefara Ha METQOPMHH NpH OPEMEHHH JKEHH U Te HE cac




C MOBULIEH PHCK OT BpOACHH aHOMaMH. [lpoyyBaHHATa ¢ ONMTHH XKHBOTHH HE TOKa3BaT
HanM4de Ha YBpexJallH €PeKxTH, CBbP3aHu ¢ OpeMEHHOCTTa, eMOPHOHANHOTO WIH (PETANTHOTO
Pa3BHTHE, PAXKAAHETO WIH NMNOCTHATAJIHOTO pa3BHTHE (BX. TOYKA 5.3).

B cmyuali, ye xenwara mnnaHvpa jJa 3abpeMeHee, KakTO M 10 BpeMe Ha OpeMEeHHOCTTA,
npenopbvkara € aqMabereT Aa He Obae nekyBaH ¢ MergopmuH. BMecto ToBa TpabBa ma 6bac
Ha3HAY€H MHCYNHMH 3a NOAALP)KaHE Ha HMBOTO Ha KPBBHATa 3axap Bb3MOKHO Hak-ONM3Ko 10
HOPMAaNlHU TpPaHHULIM, 34 J1a C€ HAMAaJIH PHCKa 0T MaidopMalLMH Ha IUIO/a.

KnpMmeHe

MetdopMHH ce ekcKkpeTHpa B KppMata. He ca HaOmiogapaHM HEXENaHH IEKaPCTBEHH peaKLuU
Npu KbPMEHH HOBOpOAEHW/KbpMadeTa. Bce nak, mopaaM OrpaHWdEHHTE HAIMMHH JaHHH,
KbPMEHETO HE C€ MpENnophyuBa 10 BpeMe Ha JieueHHne ¢ MeThpopMHH. Tpadsa na ce BzeMe pellieHUe
OATH Ja C€ MPEYCTAHOBH KLPMEHETO, KAar0 C€ B3E€MAaT MpeaBU] I0NA3aTa OT KbPMEHETO H
NOTEHLHAIHHAT PUCK OT HeONaronpUATHH epeKTH BLPXY ACTETO.

DepTHINTET
DepTUNUTETHT Ha MBIKKH H XKEHCKH ILTbXOBE He Ce MPOMEHA OT npuinoxeHuero Ha 600 mg/kg

OHEBHO METHOPMHH, KOETO € NpHONM3HTENHO TpH NBTH MOBEYE OT MaKCHMalHaTa
NpenoprUHTE/IHA AHEBHA 103a NPU Xopa, Ha 6a3a cpaBHEHHE Ha TEJIECHA MOBbLPXHOCT.

4.7 Edexrn Bhpxy cnocobHocTTA 32 MOPRpane 1 padoTa ¢ MAIIKHA

MoHoTepanua ¢ MeThOpMHMH HE NPHYMHABA XMIIOTJIMKEMHUS W NOPagd Ta3HW NpPHYHHA He
MOBJIHABA CMIOCOOHOCTTA 3a Wo¢HpaHe H paboTa ¢ MalWHH.

Bhnpexu ToBa, naliMeHTHTE TPAOBa Aa ca NpeTynpe/ieHH 3a PUCKa OT NOABATA HA XMIMOTITHKEMHS
npd KOMOMHHMpaH MNpHEM ¢ JpyrH aHTHAHWAOCTHM JACKAPCTBCHH CpeacTBa (Hamp.
cynpaHUTyperiHH, HHCYJIHH WK METTIMTUHHAM).

4.8 HexenanH TeKAPCTBEHH pPeaKIHM

H]JH NOCT-MapKCTHHIOBH HNpPOVYYBAHHA H B KOHTPONMHMpAHH KJIIHHHYHH TNTIpOY4YBAHHA,
AOKNaJBaHUTE HEXEJIIaHH pPCAKIIMKH INpPH MAUHCHTH, JICKYBAHH C MET (bﬂpMHH C YABIMKCHO
ocmﬁmx,uanaﬂe, ca ONTM3KH 1O BHA H TEXKECT A0 TC3H, AOKJIaiBaHH IPH MNMAalHCHTH, JICKYBAHH C

MeT(POpPMHH ¢ He3abaBHO OCBOOOKIaBaHE.

B HauanoTo Ha JIeYEHHUETO HAW-YECTHTE HeKeNlaHW JeKapCTBEHM peakUldM ca TajeHe,
NOBPBIIAHE, AHapud, KOpeMHa 60mnKa 1 3aryba Ha aneTHT, KOWTO B MOBEYETO CIY4ad OTMHHABAT
CMIOHTAHHO. 3a NPEAOTBPATABAHETO UM CE NTPENOPBHUBA NIOCTENEHHO YBEIHYABaHEe Ha J03aTa.

CnenHuTe HEXENaHH JIEKAPCTBCHH PEaKUMH MOTaT Aa Bb3HHKHAT TIPH JieyeHHe C TabneTku
MeT(HOPMHHOB XHIPOXJIOPHA C YABDLKEHO 0CBOOOKIaBaHe. |
YecToTHTEe Cce ONpenenarT Kakro ciaeapa: MHoro uecTH > 1/10; wectn > 1/100 mo < 1/10;
HevectH 2 1/1 000 no < 1/100; peaxu = 1/10 000 go < 1/1 000; mHOrO peaxu < 1/10 000.

[Ipu BCAKO rpynHpaHe B 3aBHCHMOCT OT 4YE€CTOTATA, HEXKCIAHHTE JICKAPCTBEHH peaklMH ce
n3bpoapaT B HU3X0AA1H pell 1O OTHOLIEHHE Ha TAXHATa CEpHO3HOCT.

Hapymienns Ha MeTaboin3Ma M XPaHEHETO

Mnoezo pedxu:

®  JlaKTaTHa aLM03a (BXK. Touka 4.4);

e HaMmajspaHe Ha abcopOupsATa Ha BUTAMHH B 12, 3aeqHO ¢ HaMangBaHe HAa CEPYMH
10 BpEME Ha IBJANOCpOYHO JieueHHE ¢ MeTdopMHUH. IlonobHa eTnonorus Tpabsa aa
peaBUa B Cay4yai, 4e NauMeHTsT UMa Meranobnacraa aHeMHuA.




HapyliieHrs Ha HEpBHATA CHCTEMA

Yecmu:
® HapyuUIeHHs Ha BKYyca.

CTOMALHO-YPEBHK HAPYLLICHHS
Muozo vecmu:

® CTOMAIIRO-YpEeBHHU HAPYLICHMA KaTO rajcHe, NOBpbILiaHe, AHapHi, abnoMHHanHa Ooska M
saryba Ha aneTHT. Te3u HEXENaHM peakUMU ce MOABSABAT Hal-4eCTO B HA4anoToO Ha
JICYEHHETO U OTMHHABAT CNIOHTAHHO B MOBEYETO CiryuaH. IlocTeneHHOTO NOBHMILIABaHE HA
N103aTa MOXE ChIIO Aa Noac0pH CTOMALITHO-YPEBHATA MOHOCHMOCT.

Xenato-OMnHapHU HapyWIECHUS

Mnozo peoxu:

® W30AHPAHH CTyYad Ha MOBULICHH NOKAa3aTENHN MPH YEpHOAPOOHH H3CAEABAHMUS WITH XCTIATHT,
KOUTO M34€3BAT CNell IpeKpaTABaHe Ha MPpUEMA HA METQOPMHH.

HapyuieHua Ha KOXaTa ¥ NOAKOKHATA ThKaH
Mnuozo peoxu.

¢ KOKHH peaKlLUH KaTO EPHTEMA, NPYPHTYC, YPTHKapUs.

Crobuiapade Ha NMOA03UPaHH HEXKENAHU PEaKIIUN

CrobmaBaHeTo Ha NOAO3MPaHW HeEXeNaHH peakllMH ciell pa3peliaBaHe 3a ynorpeba Ha
JIEKAPCTBEHHA TPOAYKT € BaXHO. ToBa MoO3BOJABA hAa NpOABRDKM HabmoaeHMeTo Ha
CHOTHOWIEHHETO IMON3A/PUCK 33 JICKAPCTBEHHA TPOAYKT. OT MEAULIMHCKMTE CHELIMAITHCTH Ce

H3UCKBA Jia CbOOLIABAT BCAKA NoAO3UpaHa HEXKC]IdHA PCAKilHA Ha.

H3nbaATEIHA AreBIAS 110 JICKAPCTBATA,
yn. JamaH I'pyes Ne 8,
1303 Codpus,

Tten: +359 28903417,
yebcaitr: www.bda.bg

4.9 Ilpeno3upane

XunornukeMus He ¢ce HabnoAaBa JOPH NPH A03H HA METQOPMHH, AOCTHralH 85 g, BLIIPEKH, Y€
MpH TakMBa OOCTOATENICTBA C€ MNOABABA JIAaKTATHa alMa03a. 3JHAUMTENHO MNpelo3upaHe Ha
MeT(POPMHH WM CBITBTCTBALLM PHCKOBE MOTAaT Aa XOBEAAT AO JIAKTaTHA alHao3a. JlakrtaTrHata
allK/103a e CIelIHO ChCTOAHKE, KOeTo TpAbGBa na 6bie nekyBaHo B HOAHMMHO 3aBeacHue. Haii-
e(hEeKTHBHHAT METOA 33 OTCTpaHsABAHE Ha JIAKTaTa U METGOPMMH € XeMOHANTH3ATA.

5. GOAPMAKOJOIMYHHU CBOUCTBA

5.1 MapMakoAUHAMHYHH CBOHCTBA
(QapMakoTepaneBTHYHA Ipyna: JlexapcTBeHH NpOAYKTH, HaMalsBalllM IVIIOKO3aTa B KPbBTa, C

M3KUTIOYEHHE HA MHCYJIMHH, OUrBaHH M.
ATC koa: A10BAOD2.

Ha UHCYJIMH, 3aTOBAa HC MNPCAU3BHKEA XHITOITITHKEMHA.

MexaHu3zbM HA JEHCTBHE
MetdopMuH MOXKe fa ASHCTBA Ype3 3 MeXaHH3Ma:




® HaMangaBa YepHoJApoOHaTa rMOKO3HA MPOAYKLMS YPE3 HHXHOMpPaHE Ha ITMIIOKOHEOTreHe3aTa U
INMUKOTeHOIN3aTa;

® B MYCKYJIMTE, 4Ype3 YBEJIHYABAHC HAa MHCYJIMHOBATA YYBCTBHUTENHOCT, KaTto nopodbpsasa
nepupepHOTO YCBOABAHE H H3MOJI3BAHE HA [MOKO34;

e 3abapaHe Ha aGcopbuUMATA HA NMOKO3a B 4EPBATa.

MerdopMuH cTUMyIMpa BBTPEKICTbYHHA CHHTE3 HA IVIMKOT€H 4pe3 BbL3ACHCTBHE BBPXY
rNIMKOreH-CHHTeTasara.

MetdopMun yeennyaBa TPaHCIIOPTHHA KanalMTET Ha BCHYKH BHAOBE MeMOpaHHH I/IIOKO3HH
npeHocurenn (GLUT), H3BECTHH KBM MOMEHTA.

dapmakoaHHaMHYHH eeKTH
B KIMHHYHW NpOyYBaHUA, OCHOBHHUAT HE IJIMKEMHYeH e(ekT Ha MeTPOpPMMH Ce CBBLP3BA ChC

cTabUnNH3MpaHe Ha TErNOTO WIH ¢ YMEpEHa 3ary0a Ha Terio.

[Ipn xopa, HE3ABMCHMO OT IEHCTBHETO MY BLPXY TIIHKEMHATa, MeTOopMHH ¢ He3abaBHO
ocBoOoKAaBaHe UMa OsaronpUATHY €PEeKTH BHPXY JHNKAHUA Metabonu3asM. ToBa € NOKa3aHo B
Tepan¢BTHYHK 1034 B KOHTPOJIHPAHU, CPEAHOCPOMHH WIH ABJIMOCPOYHU KIIHHWYHH NPOYYBaHMA:
MeThOpMHUH ¢ He3abaBHO ocBobOXKAapaHe HaManaBa obuiug xonecrepon, LDL xonecrepona u
HMBATa Ha Tpurnunepuaure. [loagobHo geHcTrue He € JEMOHCTPUPAHO C JieKapcTBeHaTa Gopma
¢ YABDKCHO OCBOOOXKAaBaHE, BEPOATHO MOPanH BEYEPHOTO NMPHIIOKEHHE U MOXKE Aa HACThHIM
MOBHILUABAHE HA TPHIVIMUEPUIUTE.

KJ1HHH4Ha €DHKACHOCT

IlpocniekTHEHOTO paHIOMU3KpaHo npoyusaHe (UKPDS) ycraHoBsBa AbarocpoyHarta noasa ot

MHTCH3UBEH KOHTPOJI BBPXY KPBBHATA 3axap NpH MauMeHTH ¢ Adaber TUn 2 ¢ HAAHOPMEHO

TErJ10, IEKYBaHH ¢ METQPOPMHH C He3a0aBHO 0CBODOKAABAHE KATO MbPBa JIMHHA TEPATHA CIE/

HeycneXx Ha JUETUUYHHMSA PEXXKUM.

AHaJHM3BT Ha pe3yATATHTE NPH NALMEHTHTE ¢ HAAHOPMEHO TEMO, IEKYBAHH ¢ MET(HOPMHH ClIe]

HEYCHIETHO NPOBEAEH IHETHYCH PEXMM KaTO €AUHCTBECHA MAPKA, NOXAa3Ba CICAHOTO:

® 3HAYWTEJIHO HAMATICHHE HAa a0COMIOTHHUA PHUCK OT BCAKAKBU YCIOKHEHHA, CBBLP3AHU ¢
auabera B rpynara Ha MeTQopMHH (29,8 cayyas/1 000 naueHTo-roaMHH) B CpaBHEHHE ¢
rpynarta naugudeHru caMo Ha auera (43,3 ciyyas/1 000 naumeHTO-roguun), p=0,0023, u B
CpaBHEHHE C rpynure, npuemMamy cyQaHWTypeHHH NEeKApPCTBEHH NPOAYKTH M UHCYJHH,
monotepanus (40,1 cnyuas/1 000 nauuenro-roauun), p=0,0034;

® 3HAYMTEJIHO HamajeHHe Ha abCoNIOTHHA PHCK OT CMBPTHOCT, CBbp3aHa ¢ Auadera:
MeTdopMHH 7,5 cimyyad/1 000 nauMeHTO-roAMHHK, B CpaBHCHHE C NALIMEHTH CaMO Ha AMeTa
12,7 cayuas/1 000 naupenTo-roausm, p=0,017;

® 3HAYMTENHO HaMajlleHHe Ha aOCOMIOTHHA PpHCK OT o0ma CMBPTHOCT: MeTQOpPMHH
13,5 caywas/1 000 nauMeHTO-rOAWHM B CpaBHEHHME C MNALMUEHTH <¢aMO Ha JHETa
20,6 ciayyas/1 000 nauneHTo-roguay, (p=0,011), n B cpaBHEHHE ¢ KOMOMHUpAHUTE FPYyIIH,
MpHEMAIld CYQaHWIYpPEHHH JIEKapCTBEHH IMPOAYKTH M HHCYJHMH, MOHOTEpanus
18,9 ciyyas/1 000 naumenro-roauuy, (p=0,021);

¢ 3HAYHTE/IHO HaManeHue Ha abcomoTHHUA PpUCK oT MHGAPKT Ha MHOKapaaa: MeT(hOopMHH
11 ctyuas/1 000 naumedTO-rOAMHH, B CpaBHeHHWE C [MALMEHTH caMO Ha JMera
18 cimyyas/1 000 naienTo-roguHy, (p=0,01);

¢ He ca HaGNKOAABaHM KIWHWYHH NOM3H NpH KOMOUHKpaHe Ha cCyNpaHUNYPEeHHH IeKapCTBEHH
CpeAcTBa ¢ MeT(OpPMMH, IPHIaraH KaTo BTOpPA JIMHHA Ha NeYyeHHe,

Kombunaumsara Ha MeTQOpPMHH M HHCYJIMH T1pH Auaber THn 1 e OuWna npunarada npu
NaLMUEeHTH, HO KITMHMYHATA MN0M132 OT Ta3H KOMOMHALMA He € KATerOPUMHO YCTAHOBEHA

5.2 PapMAKOKHHETHIHHA CBOHCTBA




Abcopbuusa
Cnen nepopaniHo NpWioKeHHMe Ha Tabnerka ¢ yampkeHo ocBoboxnasane or 500 mg,
abcopOumsTa Ha MeTGOpMHH € 3HaUMTENHO 3abaBeHa, B CpaBHEHHe ¢ TabnerTka ¢ HesabaBHO
ocBoOoXnaBane, ¢ nocTUraHe Ha Tiax 32 7 yaca (Tmax 3@ TaOneTkaTa ¢ HezabaBHO OCBOOOKNABaHE

e 2,5 uaca).

B paBHOBECHO ChCTOsHUE, MOAOOHO Ha nekapcTBeHMTe GopMH ¢ HezabaBHO OocBOOOXKIaBaHe
MaKCHMAaJIHaTa Iu1asMeHa KoHUeHTpauMs (Cmex ) H AUC (rutowrra noa KpHBaTa) He ce MOBULLIABAT
NPONOPLHOHANHO Ha npunomkeHata noza. AUC cnea enyHu4Ha nepopajHa NpHETa 1o03a OT
2 000 mg Ha TabnmerkH MeTOPMHUH C YABMKEHO OCBOOOXKaBaHe € C TTOAO0OHKM CTOMHOCTH Ha
TE3H cnen npHeM Ha Tabnerku merdopmun 1 000 mg ¢ HesabaBHO ocBOOOXKAaBaHE ABa ITHTH
ITHEBHO.

HMuaueuayansHata BapuabWiHOCT Ha Cuex 1 AUC npu TabneTku MeTPOpPMHH € YIOBIDKEHO
ocB0OOX1aBaHe € cpaBHHMA ¢ Ta3H Npu TabneTku MeTdopMHH ¢ He3abaBHO ocBODOXKIaBaHE.

Cpennara abcopbuysi Ha MeTQOPMHH OT JieKapcTBEHaTa opMa C YABIDKEHO OCBoOOKAaBaHe
MOYTH HE CE€ MPOMEHA OT ChCTaBa Ha XpaHaTa.

He ce HaOnioaaBa HaTpyneaHe ciel MHOrOXKpaTHO npuwioxkeHne Ha go 2 000 mg merdopmun
Kato TablieTKN ¢ yaAB/DKEHO OCBODOKAaBaHe.

Pasnipeneneuue

CBLp3BaHETO ¢ TMUIA3MEHMTE TIPOTEHHH € HE3HAYUTENHO. MeTdopMHH nNpoHMKBA B
epUTpouMTHTE. [TMKET B KPpbBTa € MO-HUCHK OT IU1a3MEHHA MUK U C€ NOABABA NPHOIHIUTENHO
o CBHINOTO BpeMe. YepBeHUTE KPBBHM KIETKH Hal-BEPOSTHO NpeaCTaBNsABaT BTOPHYEH eTal Ha
pasnipeaenenue. CpeaHuar obeM Ha pasnpenencHue (Vy) Bapupa B paMKuTe Ha 63-276 1.

buorpancopmauus
MeT(hOopMHH ce eKCKpeTHpa HerpoMeHeH B ypuHata. He ca uaeHTHgUMUMpaHK MeTabouTH npH
Xopara.

EnuMuHHpane

BrGpeunnar xnupwHC Ha MeTdhopMuH € > 400 ml/min, nokaszBadku, 4e METPOPMHH Ce
eJIMMHHHpa upe3 rIoMepyiaHa ¢puntpaums u TydynHa cekpeuma. Crnel nepopaiHa g03a, ABHHAT
TEPMHHAJICH NOJYXKHBOT Ha eNMMHHHpaHe € npubausurenHo 6,5 yaca.

Korato 666peunara dyHk1Ha € yBpeacHa, Ob0pedHHAT KITMPBHC ¢€ HAMaJABa NPONOPLHUOHATIHO
Ha TO3M Ha KpeaTHHMHa M MO Ta3H MIPHYHHA MOJYKHBOTHT HA €IMMUHHPAHE € YAbIDKEH, KOETO
BOOM [0 MOBHIIEHK HHBAa HA MET(POPMHH B T11a3MATa.

XapaKTepUCTHKHU NpH cnelpUYHY IPYNH NMalHeHTH

bvbpeuno yspeacoane

Hannusure JaHHH NpHU NALUEHTH ¢ yMepeHa ObpOpeyHa HEAOCTATHYHOCT Ca OCKBbAHK M HE MOXKe
114 Ce HAIMpaBH HAJEXK/HA OlleHKa HA CHCTEMHATa eKCNO3ULHA Ha MeTGOPMHH B Ta3H NOArpyna
B CPaBHEHME C Jvla ¢ HopManHa 61x0peuna GyHkuma. CnegoBaTenHo, aNaNMTHPAHETO Ha J03aTa
TpAOBa Ja ¢c€ M3BLPIIBA BL3 OCHOBA Ha CHOOpaXKEHHA 3a KIMHH4YHA €QUKACHOCT/MOHOCHMOCT
(B, TOUKa 4.2).

5.3 HpeaxnaauawHn JaHAH 32 0€30MACHOCT

[TpeaxnuHUUHKMTE JaHHW HE NOKa3paT ocobeH pUCK 3a Xopa, Ha 0a3aTa Ha KOHBE
npoyuBanua 3a 6ezonmacHocT, ¢apMakoiords, TOKCHYHOCT IpH MHOIOKpPATH
reHOTOKCHYHOCT, KAHHEPOTEHEH NMOTEHUHMAN M pENPOIYKTHBHA TOKCHYHOCT.




6. PAPMAIIEBTHYHH JAHHH
6.1 CnHcbk HA NOMOIIHATE BEIECTBA

[Tosunon K-90F

CunMiueB JHOKCHI, KonouaeR Oe3BoaeH

Hatpuesa kapbokcumerunuenynosa 2 500-3 500 mPa.s
Xunpomenosza 100 000 cps

Llenynosa, MUKpOKpHCTaNHA

MarsnesuneB creapar

6.2 HecnBMecTEMOCTH

HenpuioxHMo

6.3 Cpok na rognocr

36 meceua

6.4 Cnenunannm yc/10BHS Ha CHXPAHEHHE
Jla ce cpxpanaea nog 25°C.

6.5 Bua " chABpXAHHE HA ONAKOBKATA

Tabnerkure ce npepnarar 8 6nucrepu [TBspa PVC ¢punm, nokput ¢ PVAC 90 gsm Pharma Grade
(mpo3pauso) H aryMuHKeBO Poano] kato 30, 60 u 100 TabneTkm,
He BCHUYKH BHOOBE OMAaKOBKK MOraT Aa ObAaT MyCHATH Ha nasapa.

6.6 Cnenanannn npeAna3HH MepPKH NPH H3XBLPJASHE

Heuznon3spaHUAT NMPpOAYKT UMK OTTIAABYHWUTC MATCPHAJNIH OT HETO Tpﬂﬁ]!ﬁ Aa CC N3XBBPJIAT B
CBhOTBCTCTBHC C MCCTHHTC H3IHCKBAHHA.

7. IIPATEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18,

61118 Bad Vilbel

I'epmanug

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Per. Ne 20230158

9. JAATA HAIIBPBO PAIPEINABAHE/IIOJHOBSBAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA

Harta Ha mepBo paspewasaHe: 02.08.2023
JlaTa Ha nocJIeHO NOJHOBABAHE:

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

02/2025
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