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Paapelenue e .
TIIOKO®AXK 500 mg dunmupans Tabnetka ; ‘| B []5 Iﬂﬂ

AACEAMIE AR et

GLUCOPHAGE 500 mg film-coated tablets

2. KayecTBeH H KOIHYECTBEH CHCTAB

Exana dpnnvepana TabneTka cuaspika 500 mg merdopMuros xrgpoxaoprg (metformin hydrochioride),
exBHBANCHTeH Ha 390 mg merdopmun 6aza (metforrain base).

3a OUBIHUA CHHCEK HA MOMOLHHTE BEWCCTEA BIDKTE TO4UKa 6.1,

3. Jlexapcreena dopma

@ umvuapana rabreTka.

Bend, xppran, n3msKHany dunvupand TabneTky, 12 mm B AHaMeTsp H 5 mim BHCOYEHA.
4. Knunuunn gausu

4.1 TepaneBTHUHN NOKAZAHNS

JNevenne na saxapes Auabet 4N 2, 0co0CHO IPH MANHERTH ¢ HATHOPMEHO TETAO, KOTATO CaMO JHCTA B
dzrgeckn ynpaxHeHRS He BOAST IO aICKBATCH MMHKEMHINCH KOHTPOJL

. TTpu ep3pactay, ['mokodax Moxe 42 Ce OPATATa KAT0 MOROTEPAITHS WIH B KOMOMHALHA ¢ APYTH
nEPopaTHi AHTHAMAOCTHHA NEKAPCTBCHA TIPOAYKTH HIK C HHCY THH,

. Tlpu nena vaa 10 roavsu B FOHOMIH, MOXKS A3 ¢¢ TIPHIAra KaTo0 MOHOTEPAIHA UM B KOMOMHAIMS ©
HHCYJTHH.

VeTaHOBEHD € HAMANCHHE Ha YCIIOKHEHHATA, CBHP3aHu ¢ JHabeTa, TIpH MAHEHTH ¢ HATHOPMEHO TErI0 B
auaber THI 2, MekyBaHu ¢ MeTHOPMUH, KATO MHPBY M3COP Ha TeyeHHe CjIe] HEYCHEIA2 JueTa. (BIK
Togka 5.1).
4.2 J03MpoBKA N HAYHH HA NPHIIOKEHHE

03HPOBXE
Buspacmiuu ¢ nopuonna bnbpeyna gyukyua (GFRZ 90 mi/mur)
MoHoTepanust H B KoMOHRHALHA ¢ APYTH Nepopanny anTHARAGETHH CpeacTBa
O6uaatinara HauanHa 033 € 300 mg mwrn 850 mg MeTdopMuH XHAPOXTOPHA ABA HIH TPH IIFTH JHEBHO,
MpHEMAHa N0 BPEME WA CICA XpaHeHe.

Cnea 10 go 15 xum nosata TpaGea A2 ¢e aJaITHpa B 3aBHCHMOCT OT N3MEPEHATE CTOMHOCTH Ha KPbRHATA
saxap. IlocTencuHOTO NOBUIIABAHE HA 03ATA MOXKE Ja NMoao0pH l‘aCTIJOHHTCCTHHa}IHaTa Ve

KomOuHAamHA ¢ HHCYJTHH

MeThOpMAH ¥ HHCYTHH MOTAT 42 CE H3NON3BaT B KOMOHHHPAHa TepAIHA, 34 Aa Of
KOHTPOT Ha KPBLBHATA 3axap.



O6maiinara Hagaisa fo3a e 500 mg anu 850 mg MerdOpMUHOR XAAPOXIOPHH 2 WIH 3 NETH AHEEHO,
JOKATO J03aT4 HA HHCY/HHA Ce aJanTHPA B 3ABHCAMOCT OT H3MEPEHHTE CTOHHOCTH HA KPBBHATA 3aXap.

IMTayuenmy 8 Hanpeoxana evpacm

Mopaau sepoaTroCTT2 0T HaManeHa Ob6peura GyHKIMA UpH NAHEHTH B HANPEJHANA BB3PAcT, JO3ATa
Ha MeTopmuH Tpabsa A2 ce aNanrypa B 3aBECAMOCT oT Op6peunaTa ynknns, KOATO PeAOBHO TPaOBa
Jia c¢ XOuTponupa. {srk Touka 4.4).

Bwbpeuna yepeacoane

Ipead sanousane HA JEJEHUE ¢ MPOJYKTH, ChIbPKAIMH MeTGopMiH, TpSOBA Na C¢ HANPABH OUCHKA Ha
GFR croiiHocTuTe, 2 CNIeA TOBA - NOKE BECAHEM roAruino. [1pH nan#esTH ¢ TOBAUICH PHCK OT Mo~
HATATHUIHO MPOTPecHpane HA GHOPEYHO yBPEKIAHE H MPH NAIHEHTH B CTAPHCCKA Bh3pacT Tpadsa mo-
4ECTO A4 Ce NpaBy oleHKa Ha Gpbpeunata pyHKOUL, HARPHMEP Ha BCEKH 3-6 Mecena,

GFR ml/vuy | OBima Maxcimansa AHEBHa 5038 JlOMbHUTENHA CEOSPAKCHAS
’ . (na ce paanenw Ha 2-3 NREBHW f03H)

60-897 3000 mg

Mosxe ga ce 0OMUCITH IOHICKARAHE
| H3 J033TA BRB BPBH3KA C
. HaMangBaeTO Ha GBOpedHaTa
L 45-59 £ 2000 mg Cbamopnre KOWTO MOTAT 44 :
‘ ; | YBEIWYAT PRCKA OT MAKTATHA
| anmzo3a (Bmwk Touka 4.4) Tpabea ga |
_ | O%aT NPEPAsTICAAHN, OPeiH Aa Ce
' - ;¢ MeThopMUH,
' Hauanmara qo3a ¢ Haf-MHOTO
| NONOBUHATA OT MAKCHMATHATA
- -3033 S
* Merdopmns e TPOTHBOMOKA3AH

<30 m
Heouvampuvna nonyrayus
Monotepanust 4 B XoMOHHALHS ¢ HHCYJIHH

» TCaroxogak MOXKe Ja Ce B3NO/2Ba NpH Aeua Haj 10 roauAy | oHOLIH,

J O6uuaiinaTa vavansa Jo3a ¢ 500 mg unu 850 mg MeThopMUHOB XuIPOXNOpY Ha JEH, KOATO C¢
pHeMA TIO BpEME HIH CIIeH XPaHeHe,

Cnea 10 go 15 guu go3ara TpsOBa Aa c¢ aJanTHPa B 3aBHCHMOCT OT HMBOTO HA KPBHBHATA 3aXap.

TMocTeneHAOTO NOBUIIABARE HA J03aTA MOoXKe Ja nofo0pH racTpOMHTECTHHATHATA TOMEPAHTHOCT.

[TpenopruaHaTa MaKCHMATHA JHEBHA 1033 MeTQOPMIHOB XHAPOXTIOPUA € 2 g NHEBHO, PaseICHH Ha 2

WM 3 pHeMa.

4.3 IIpoTuBonoxKa3aAHUMA
. CBpBXUYBCTBHTCIHOCT KbM METHOPMHH HITH KbM HIKOS OT MOMOMIHATE BELECTEA, H3OPOSHH B
TouKa 6.1;

Beekd TN 0cTpa MeTAOOIMTHA ALIHJI03a (HAMp. TAKTATHA ANA03a, AHabeTHA KCTOAURA03a),
JuabeTHa mpe-KoMa,

Texra Gr6peuna mezocrarsusoct (GFR< 30 ml/vut),

OCTpH CRCTOSHHS, 33CTpPAaBaIM 13 Bioiar 6x0peunata GyHiuad, Karo:
TexKa MH(EKLEES, LOK;

. 3a60NSIBaKNA, KOUTO MOTRT 23 MPAYUHST ThKaHHA XulokcHs (ocabeto ocrpn§ ‘
BNOLIABAHE Ha XPOHHYHH 3aD0IIBARNA), KATO. JEKOMIICHCHPaHA CepACTHA 'e.‘“mb\%mﬁocr,




PECTIHPATOPHA HEXOCTATHYHOCT, HACKOPO TIPEKapaH MAOKapAeH urapKT, MoK,
. YepuopoOHA HEZOCTATHYHOCT, OCTPA ANKOX0JIHA MHTOKCHKAMES, ATKOXONMHIBM.

4.4 CnennaiHy npeaynpexRaeHNs M NPennasHi MEPKH PH ynoTpeda
Jdaxmamua ayudosza

JNakraTHaTa AEA0C22, MHOTO PANKO, HO CEPHO3HO MeTabonuTHO yeAoKHEHHE, Ral-uecTo HacTeNBa P
ocTpo BaomapaHe Ha ObOpeuHaTa HyHKIMA, kKapTHO-PECIHPATOPHO 3a00NIBAHE HITM CENCHC.
Harpynsasero na MeThopMHH HACTLIBA IPH OCTPO BAOWIaBane Ha 6b0peyHaTa GyHKIMA H yBEIHIaBa
PHCKA OT NaKTaTHA aLHA03a.

B cnyyaii va nexunparaima (TexKa JHaprRd HIH NOBPbIIane, TPECKa WK HaMAICH IPHEM Ha TCTHOCTH)
TpaOBa BPEMEHHO Ja Ce CIpe NpHeMa Ha MeTGOPMHH H € IPENOPHIATENHO A ¢ YCTAHOBH BPB3Ka ¢
MEUIIMHCKA CTICLMATIACT.

TpremMBT Ha TeKapCTBEHH IPOAYKTH, KOHTO MOTAT OCTPO 44 yepeasT Gubpeunara Gyrkuma {xaro
AHRTUXUNEPTCH3UBHY cpeacTsa, Auyperaup # HCIIBC) Tpatea Aa ce 3an04Ae ¢ TOBHUIEHO BRUMAHHE
TIPH MAHCHTH, JTeKYBaHH ¢ MeTdopMEH. JIpyrs packoBH (HakTOpH 33 MaKTaTHa alA03a €2 TPEKOMEPEH
NPHEM Ha aNKOXO, YepHOAPOGHR HeAOCTATEIBOCT, HENOCTATRYHO KORTPORApaY AHabeT, keTo3a,
NPOABDKUTCITHO ITaAYBAHE 1 BCAKAKEW CBHCTOAHMA, CFBP3AHN ¢ XHIIOKCHA, KAKTO H EJHOBDCMCHHATA
ynoTpeda Ha MeKapCTBEHH IPOAYKTH, KOHTO MOTAT Ja NPHYHHAT JaKTaTHa anpa03a (BHK TOuxke 4.3 ¥
4.5).

Danmerrire w/ann GoHormeqavnTe TpsioBa a 6baaT #HQOPMHEpPaHH 32 PHCKA OT JAKTATHA ATMA03A.
JaxraTHata amuA0sa ce XapakTepH3Upa ¢ ANURO3HA AUCHHEA, KopeMHa Doka, MYCKY THU KpaMIm,
aCTCHHA ¥ XANOTEPMHUY, TOCTeIBaHH OT KoMa. B cny4ail Ha chMHERHE 33 CHMIITOMH NAITUCHTST TPAOBa
Aa crpe npreMa Ha MeThOpMEH v He3abaBHO Aa NMOTHPCH AcKapcka noMoll. JarnocTHYRATE
aaGopaTopHH HAXOAKH ca NOHFKEHO KppeHo pH (<7,35), nosmyesn HABA Ha ITA3MEHMA JakTar (5
mmol/l) B NOBHIIEHA AHHOHHA PA3IMKA U CEOTHGIIEHHE JAKTAT/ IAPYBAT.

brOpeuna GpyHKIWA:

Tlpenu 3amouBabe Ha TedeHMETO TPAOBA A2 Ce HAIPABY OUEHKA Ha cToiHocTATe Ha GFR ¥ penosno crex
TOBA, BIGK TO4Ka 4.2. Merdopmun e nporusonokasan npu natwenta ¢ GFR <30 ml/muu i tpabea na
6B BPEMEHHO CIIPAH NP HATHYRE HA CBCTOSANS, KOUTO NpoMerT OrbpeunaTa GyHKIm, BHX TOUKa
4.3},

Q&pgeqﬁa d] VHKLIIA

[TaumeHTd CBC ChPACUHA HEJOCTATEIHOCT CA HATTOKEHN HA O-TOIAM PHCK OT XMIIOKCH: 1 Onbpeana
HegocTaTeyHOCT, [IpH DanuenTH cbe cTalrida XpOHHIHA CHPASYHA HEAOCTATEYHOCT, METHOPMHH MOKE
A4 ¢ M3I0/I382 IPH PeAOBHO HaGnoJeHNe Ha CepAcdHaTa H 6sbpeynara Gymxms.

3a paluHeHTH ¢ OCTPA M HeeTalHTHA CEPASYHA HEAOCTATEIHOCT, MeTQOPMHAH € NPOTHBONOKA3AH (BHX
Touka 4.3).

Npunoxenne Ha HOIHPaAHW KOBTPACTHH BENISCTBA

BBTPechA0BOTO MPHAGKEHHE Ha HOAWPAAH KOHTPACTHH BEIICCTBA MOXKE A AOBAS A0 KOHTPAcT-
HHIYNHPAHA He(POITATHSA, BOACIKA A0 HATPYIBAHETO Ha METHOPMUH H HOBHIUECH PHCK OT NAKTATHA
amso3a. Metdopman Tpabea Aa ce Cupe NPeAH HWIH TIO BpEME Ha NPOLeAYpaTa 3a ofpasHa IHarHOCTHKA
1 He TpabBa Ja ce Bb300HOBABA X0 Haji-Manko 48 waca cnex Tosa, mpH yenosue e On0peurara
¢ OUEHEHa DTHOBO ¥ ¢ VCTAHOBEHO, Y€ ¢ cTabunHa, Bk 109k 4.2 1 4.5,

nePans

MeTtdopmun Tpabea A3 ce CIpe M0 BPeMe Ha ONEPamia 004 001ua, CITHHANHA WIH ST/
anecresny. JledenreTo Moxe 13 ObAe BB306HOBEHO HE NO-PpaHo oF 48 uaca cien orep
BB305HOBABAHETO HA XPAHEHETO NPE3 VOTA, ¥ IpH ycirosnae ve Gr6pennara GyHkiwA ¢ o

p



€ YCTAHOBCHO, [e ¢ cTabHana.

[ !ggﬂa; PHYHY JoTyanig

Tpeau 3amovBane Ha neueHne ¢ MeTdopMuH, TpabEa 42 61e NOTEBPACHA JHATHO3ATA 32 qHaber TaM 2.

TNpoBeaesATe KOUTPOTUPAHNA KAMHATHH H3CAEABAHAA B NPOXHDKCHHE HA SIHA FOAHKA HE ca
YCTAHOBHAY BIHAHNE Ha MeTHOPMEH BBPXY pacTexka H nybepreTa, HO 33cera HaMa HO-IPOIbILKHTETHH
HabmroneHma B TasK 06nacT. 3aT0Ba Ce IPENOPRYBa BRAMATENHO NpocieNasate ¢GeKTHTES Ha
MeTHOPMUH BBPXY TE3H MapaMETPH, MO-CNEHMANEO TIPH JIeIeHNe Ha JENa B npeary6epTeTHa BB3PACT.

Heua mexay 10 1 12 rogunn

B KOHTpONHpaHHTe KIWHHYEA NPOYSBARTA HA ACTA K FOHOIIH ¢a OHITH BRMOYEHH caMo |5 nmanmenTa Ha
sh3pacT Mexay 10 u 12 roquam. Benpexu ue edukacnocrta B 6€3002cBOCTTa Ha METHOPMHH NPH TE3H
AESLA HE ¢4 NO-Pa3NHuHH OT Te3H NPH NO-TOMCMHK A¢ia H IOHOIIH, C¢ NPENopDhUsa 0co0eHO BHHMARHS
npu OpeANHCBANETO HA MET)OPMHHOB XHApoXIopHa Ha aena mexay 10 u [ 2-rogmora Be3pact.

TH > CHICHUA

Bemuks nanyenTy Tpsbsa 1a Opoabiokar AUETATA CH C PABROMEPHO PA3NPEASIEHHE Ha BBIICXHIPATHI
npremM npes seud, [lanueHTHTEe ¢ HAXHOPMEHO TETNOo TPAOEA A3 CIA3RAT HUCKOKAJIOPHYHATA CH AHETA.

O6ryaitaure naGopaTopHH TECTOBE 33 MOHHTOPHPAHE Ha AHabeTa Tpabpa Aa ce M3BEPINBAT PSAORHO.

MeTdopMHH MOXe 2 HAMATH CEPYMHHTE HUBaA Ha BHTaMuH B12. PHCKBT OT RACKHM HMBA HAa BHTAMHH
B12 ¢e yeenuyasa ¢ yBenMUaBANe HA A03AT4 HA METQOPMHAH, NMPOABLKHTEIHOCTTA HA TEYSHHETO H/H/IM
NPH HAHFEHTH ¢ PUCKOBH (aKTOPH, 33 KOHTO ¢ H3BSCTHO, Ye NpuauHaraT AeduimT Ha BHTamMiH B12. B
cnyuaii Ha ChMHeHUe 3a nedurpT Ha saramud B12 (karo aremus Mnn HeBponaTHd), TpabRa aa ce
APOCAEIABAT CEPYMHUTE HIRA HA BrTaMud B12. Moxe aa ce Hanoxs: NEPROAHMYHO IIPOCACAABAHE Ha
sutavud B12 npu nauuckTty ¢ prckos# Qaxropn 3a Aeduumt Ha saTamul B12. Tepamanra ¢
MeThopMuH Tpadsa 13 NPOABIKH TOAKOBA JBIF0, KOIKOTO CE NOHACH A HE € IPOTHBOMIOKA3AHO A
NOAX0AKINO KOPUIrHPAIo NeYeHAe 3a JeduimT Ha BHTaMuH B12 € OCHrypeRo, B Ch0TBETCTBHE ¢
HACTOAIIHTE KTHHAYHA PEKOROACTRA,

MeTdhopMUH, MPHIaTaH CAMOCTOATENHO, HE IPEAN3BHKBA XANIOTIHKeMEd, HO TpatBa 1ia ce BHEMasa,
KOTATO CE H3NON3Ba B XOMOHHALMA ¢ HACY/IWH WK APYTH NEPOPaNHH aHTHABaGETHA NPOAYKTH (Harp.
cyndaraTypeiEd TPOAYKTH HITH METTIHTHHUIK).

4.5 BianmoaelcTBHE C APYrH TEKAPCTBEHH NPOAYKTH M APYTH dopmMu HA BIaHMOoneiicTBHe
He ce npenophugda CoRbrcmeatya ynompeba

Anxoxon

ANKoX0/THaTa HHTOKCHKAUHA Ce CBBP3IRA C MOBHINCH PHUCK OT J4KTATHA aHHA034, ocofeHo B CAyYad Ha
THAAYBAHE, HCAOXPARBAHC WITH qepﬁo,upoﬁﬂa HCIOCTATHHHOCT.

Hooupanu xowmpacmnu eewecmea

MeTdopmun Tpa6Ba 3a1bLKHTE/IHO A& ¢ CIIPE MPEAH MK IO BPEME Ha TPOLEAYPATa 32 ¢
AMATHOCTHKA M He TpAOBA Ja ¢¢ BB300HoBARA A0 HAK-Mamko 48 waca ciel TOBA, TIPH Yo ¥
EpOpeunaTa HYHKLMY ¢ OLEHEHa OTHOBO H ¢ YCTAROBEHO, e € CTabRiIHa, BHK TOUKH 4 § / ﬁ
= P‘Qi:
Kombunayuu, usuckeatqi MpeonasHi Mepxu npu ynompeoa ey



MOXKE a3 YBEAHYM PHCKA OT TAKTATHA aurao3a, Aanpumep HCHIBC, sxatounTenHo cenekTHBHE
waxuburopn #a unknooxcurenasa (COX) I, ACE urxuburopn, anrrotensns Il penenropan
AHTANOHHCTH H AMypeTULH, 0c0Gen0 GpEMKOBH AMypeTand. Tlpy 3anousaneTo Wiy ynotpebara Ha
TaKHBa IPOAVKTH B KOMOHHAIMA ¢ MeTHOPMHH & HEOGXOAHMO BHEMATEIHO NPOCTEHABAHS HA
6x6peynara Gyaxumns.

Jlexapemeenu nPoAdyKmu ¢ GbMpeHa XUNeP2IUKEMUYHE OKMUCHOCH (HAND. ZNIOKOKOPMUKOC MEePOUOU
{CuUCMeMHO U NORATHO HPUTOXHCEHUE) W CUMPAMOMUMENTIYL)

Moxke aa ¢ HeOGXOAHMO HO-YCTO MPOCHEASBARS HABOTO Ha KPRBHATA 2aXap, ocoDenHo B HaYanOTO KA
neueHueTo, [lpy Hy:KAa fo3ara Ha MeThOPMHER TPSOBa J3 ¢ aJanTHPa O BPEME HA JCUCHHETO CHC
CHOTBCTHUA JCKAPCTBCH NPOLYKT M ClIe HETOBOTO CIApAHE.

Tpancropmepu na opeanuyny kamuony (OKT)

MeTdopmuH e cyGetpar 1 Ha apara Tpancnoprepa OKT1 g OKT2.

EXHOBPEMEHHOTO NPHIOKEHHE Ha MeT(opMAH ¢

. HuxuGuropu va OKT1 (xato BepamaMi) MOTar Ja HAMANAT epHKACHOCTTA Ba METGOPMHER.

» Haaykropn na OKT1 (xaro padaMnaume) MoraT Ja MOBWIIAT TACTPORHTSCTHHAIHATA
abcopOuns 1 ePHKAcHOCTTa Ha MeThOPMHH.

. Hmxuaburopu va OKT2 (kato uaMeTHAMHE, ROAYTErpaByp, PAHONASUH, TPHMETCIPHM,

BaHAeTaHUG, HCABYKAHAZ0/) MOTAT A2 TIOHKAT EMMHHHPAHETO HA MeTdOpPMEHE npe3
Gp6peunTe ¥ TOBA Aa AOBEAS X0 HOBHINCHA I1A3MEHa KOHUCHTpALmA HA MeThOpMUA.
. Wuxubrrops va OKT1 uw OKT2 (karo xpazoTusrd, onanapnl) Morar Aa MpOMECHAT
epukacHocTTa i 650pEURATa CTIMHBAIMA HA MCTHOPMHUH.
CrneaosaTenHo, HeoOxoaHMO € Ja ce oOpBla BHAMAHNE, 0coGeHo mpr mauHeRTH ¢ 6n0peuno
YBpeKAafHe, KOTaTo Te3H JCKapCTBeHHA NPOAYKTH C& NPUNarar ¢ {HOBPEMEHHO ¢ METHOPMEN, TBH Kato
NTa3MEHATa KOHIEHTPaiyd Ha MeThopMun Moxke Aa O1a¢ nosmueHa. Axo e #HeoOX0MMO, MoXe fa Ce
06MHCITH KOpeKmHa Ha 403313, Tei kato OKT naxubaropare/nafykTOpATE MOTAT 12 IPOMEHST
srKacHOCTTa HA MET(HOPMHH.

4.6 DeprTHanTeT, peMeHHOCT B KbpMeHe
MEHRHOCT

HexkoHTponupasaTa XEUNEPrIHKEMHA B NEPHKOHLIEIIMONHATA (a3a H 1o Bpeme Ha OpeMCHHOCT €
CEBP3AHA ¢ MOBHIUCH PHCK OT BPOACHH anoMaIdy, 3ary0a Ha OpeMeHHOCT, XHIEPTOHNA, HPEA3BUKAHA
0T GPeMERHOCTTA, TPECKIAMIICHS W NIEPHHATAIHA CMBPTHOCT. BaKHO € A3 Ce NOJALBPKAT HUBATA HA
KPBEHATA 3aXap Bb3MONKHO HAH-0/1H30 A0 ROPMAnHUTE Npes ugiara HpeMeHHOCT, 32 Aa Ce HAMANH
PHCKBT OT HEOAArOnpUITHH H3XOH, CBBP3aHY C XHICPTIAKSMHA, 32 MaHKaTa H HeHHOTO JeTe.

MerdopMuH npeMUHARA NIPE3 NIANCHTATA ¢ HHBA, KOUTO MOTAT Ja {bJaT TONMKOBA BUCOKH, KOIKOTO
ROHIISHTPANHATE NPH Malkara,

TonIMO KONMYECTBO AaHHM 3a Opemennn xenu (noseye ot 1000 excnorupans pesynrara) or Hasupaso
Ha PErMCThP KOXOPTHO NPOYUBAHE H MyOMiKyBAHA NaHHY (MCTA-aHATH3H, KTHHHIHHA NPOYYBaHHS U
PETMCTPH) HE TOKAZBAT NOBHINEH PHCK OT BPOJEHH AHOMANHA ¥ (eTO/HEOHATATHA TOKCHYHOCT CIeA
eKCNO3HIMA KbM MeTQOpMUE B HepHKOBICNIMOHAATA (a3 Wi 1o BpeMe Ha OPeMEHHOCT,

Vima orparudcHY H HeyGeAMTEAHN JOKA3ATENCTRA 33 edeKTa HA METHPOPMIH BEPXY ABATOCPOY

[HOBAKABA ABHTATENHOTO ¥ COLMATHOTO PA3BHTHE A0 4-TOAHNINA BBH3PACT NPH JENA, IR0
Ha GPEMEHHOCTTa, BHUPEKHA 9€ SAHHATE 33 JbATOCPOYHATE Pe3yNITATH Ca OTPAHAYCHH.

AKO & KAHHHIHO HeoBXoauMo, yrnorpebara Ha MeThHOPMITH MOXE Ja ce 00MEBCIH TI0 Bpe



GPGMSHHOCT H B ICPHKOHICTTUHOHHATA Cl)a3& KaTo AOMBAHCHHEC HTH ANTCPHATHEA HA NHCYTHHA,

Kspmene

MerdopmuH ce ekckpeTHpa B kbpmara. He ca Habnrosasany Beskenauy NeKapPCTBEHH PEAKIUY IPH
HOBOPOJEHH KbpMadeTa/Manky Jera. Bee mak, niopagy OTPAHMNCHATS HATHYHH JAHHH, KBPMEHETO HE CO
OPEIopBYBA HO BPEME HA NeUeHEE ¢ MeTHOpPMAH,

Tpabea na ce B3eMe PEIICHHE NANH Ja C€ NPSYCTAHOBH KBPMEHETO KATO C& MMA TIPSABH] ION3aTa OT
KBpPMEHETO H NOTEHIHATHHE PHCK OT HEXKEIAHH JEKAPCTECHH PEAKIUH 33 JETETO.

OepraanTeT

{Tpn MEBKKA B KEHCKH IIHX0BE (GepTHAMTETET HE C¢ TIOBNMABA OT METGHOPMHH, NPHIOKEH B JO3M X0
600 mg/kg/ma gen, KOCTO € NOUTH TPH WHTH NOBSHE OT MAKCHMANHATA NPENOPBUAHA JHCBHA N03A IPH
x0pa, Ha 6a3a CpaBHeHME Ha TEICCHA NOBBPXHOCT.

4.7 E¢exTn BBpxy cnocofHocTTa 32 Inogupane u pabora ¢ MaHu

Merdopmun, kato MOHOTEpanis, HE BOAH A0 XANOTTEKEMHS H 33TOBA HAMA BIHAHKE BBPXY
CrocOOHOCTTA 33 Iodupane u paboTa ¢ MANIHHH.

Bee nax, naumentte TpsabBa Aa ca NpeAynpeACHK 3a PHCKA OT HOABATa HA XANOTITHKEMM, KOTaTO
MeTHOPMIH Ce W3MON3Ba B KOMOHHAUHA C ZPYTH aHTHAHAOETHH ICKAPCTECHA MPOAYKTH

(nanp .cyndauunypeiiay, BRHCYIHH B METTHTHANH).

4.8 Hemxenanu nekapcrseHd peakuin
B HaganoTo H2 IeveHHETO, HAM-UCCTHTE HEXCAARA ICKAPCTBEHI PEAKLIHE Ca FaaCHe, NOBDBIAHE,
AMapHst, cToMAmIHA GoNKa 1 3ary6a Ha AISTHT, KOHUTO B HMOBEYETO CAYYAH OTMUEABAT CTIOHTAHHO. 3a

TPENOTBPATABAHCTO MM CC NPCIOPBYBa METPOPMAH 14 Ce MPHEMA Ha AB¢ KIH TPU AHEBHH J03H H
MOCTENCHAOC YBEIHTABAHE HA TO3HTE.

o Bpeme Ha nedeHue ¢ MeTQOPMBH MOTaT A2 CE NOYBIT CISAHHTE HEKCIIAHN NEKAPCTECHA PEAKIH,
YecToTaTa BM CE OTIPEAEd KakTo CeABa; MHOTO ecTH: > 1/10; veerm: > 1/100, < 1/10; newecra: 2
1/1000, < 1/100; peaxw: 2 1/10000, < 1/1000; muoro peaku: < 1/10000.

[Ipw BesAKO rpyNHpaHe B 3aBHCHMOCT OT YSCTOTATA, HOKEIAHKTE NCKAPCTECHH Peakiiy ce H3dpogBaT B
HHZXOAAI pel N0 OTHOUIEHHE Ba TEKECTTa.

Hapymemm Ha MeTabonH3Ma H XPaHcHETO

Yecmu
e Hamanasane/nedamur va Buramia B12 (siok Touka 4.4)

Muozo pediu
s JMaxtartHa aumaosa (s1ox Touka 4.4)

Hapymenna ga HepsHaTa CHCTEMA

Yecmu
« Hapyiuenus Ha BKyca.

CroMamHo-4peBHH HADYUIEHHS

Mrozo vecmu
¢  CTOMAIUHO-YPEBHH HAPYIUEHNA KATO FafeHe, MOBPBINANC, ARapHs, abno
3ary6a ua anetwr, Te ¢¢ HOABARAT HAH-6CTO B HAYMANOTO Ha TCParmsiTa



CHOHTAHHO B NOBEYETO CAy4Yan. 3a fia ¢e MPEROTBPATAT TE3H CHMITTOMH, ¢ IPCTOPEYUTENHO
meTdOPMHH Ja ce IPHeMa Ha 2 win 3 AHCBHH JO3H 1O BpEeME HH CAed XpaneHe. basuoTo
YBETMYABAHE HA JO3ATa MOXE CHINO Ja NoACOpPH racTpOHNHTECTHHATHATA TONCPAHTHOCT.

Hapymenua Ha uepHogpodaaTa H &rbuda GyuEnEsa

Mnozo peoxu
o  Exunuuny clyyad HA AHOMANGH B HEPHOAPOOHUTE H3CIEABAHMS WA XEMATHT, KOUTO
TIPEMMHABAT ClIef MPEYCTaHORABARE HA JCUEHHETO ¢ METHOPMHE.

[poMens HA KOKAT ¥ ADAKOKHATE THKAHH

Muozo peoru
e KoxHM peaki#el KaTo epHTEMa, IPYPHUTYC, YPTHKAPHA.

HeanaTpuuna nonynauns

Hexenanute ACKapCTBeHH PCAKIHH OT OYD/IMKAIEH ¥ DOCTMAPKETHBETOBH M3TOUHHLIHA, KAKTO H OF
KOHTPOIUPAHH KIHHHYHH DPOY4YBsaHis Ra Manka Tpyna aeua, mexay 10 u 16 roawnn, Tperapans B
HpOABIKSHHE Ha 1 rofHHa, ¢a o 00HK Ha HabmoAasaHHTE UPH BB3PACTHH IO OTHOIICHHE HA
XapakTepa W TeKeCTTa i,

Crofmasane Ha GOIQRUPAHN HEKEJAHH PEAKINY
CrobmasaneTo Ha NOJO3MPAHT HEXKEIAHH PEaKIIHH CICH paspelasate 3a yHoTpeGa Ha NeKaperBeHus

npoayxT e Baxno, ToBa MO3BON4EA A3 NPOABKH HAOAIOAEHHETO HA CHOTHOEHAETO MOM3A/PHCK 32
nexapeTse s TpoAyKT. OT MeARUHHCKYTE CHEHMATHCTY C¢ HINCKEA 13 choOMABAT BCAKA NOZOIHPAHA
HCKENAHA PEaKUad apes

HzneaaHTeNHA areHIHA FI0 AEKApPCTBATa

yiL. ,Jamsau Ipyes” Ne 8

1303 Codusn

Ten.: +35 928903417

yeGeaitt: www.bda.bg

4.9 ITpenosupane

Xwumornakemus He ce HabmoAaBa JOPR npU K031 HA MeTdopMEH A0 85 g, BEOPEKH Ye NPH TAKHBA
06cToaTEICTBA CE MOABSBA TAKTATHA alHI03a.

3HaIHTEIHOTO NPEJO3HPaHE HA MCTGOPMHHOB XHAPOXTOPHA B CHILTCTEAINMTE PHCKOBHA (aKTOpH Morat
[ JOBEGAT A0 JAKTaTHA aunaosa.

JlakraTHata AnHZ033 € CHSIIHO CHCTOAHUE U TPAOEA Aa e Nexysa B Gonnuna. Hali-epexTuproTo
AEUEHHe € OTCTPAHSBAHETO HA JAKTAT M MeTQOPMHEH Ype3 XeMOAMATHSA,

5, @apMaKOIOTHUHH QAHHA

5.1 ®apMakoguHAMHYHH cBOficTBA

DapMaKoTepaneBTHYHA IPyNa; JleKapcTBeRH NPOAYKTH, MOHWKABAIIH RUBOTO HA KPBHBHATA 3aXap.
Bursamuai. ATC xon: AI0BAO2

MexapuisM Ha AcHCTBHE

Metdopmui e GHrBaHRA C ARTHXANSPIIHKEMUMHY edekTH, HaMaiapamy Gasannara u
NOCTIPAHANAIHATA KPEBHA 3axXap. To# He cTHMynHP2 HACYNHEOBATA CEKPCLMS, 3aT0Ba
XHTIOTIAKEMHA.,

MeTdopmun MOKE 22 JeHCTEA 9pe3 TPU MCXAHH3MA!




¢ Hamangsa uepHOAPoGHATA MPOAYKUHA HA THIOKO3a Ype3 HHXHOHPaHe Ba MIIOKOKEOTeHE3aTa H
TAKOTEHOTH3ATA,
® B MyCKY/MTE, 4pe3 MOBHUIABAFE HA ¥YCTBHTEAHOCTTA KM HHCYJIHH, NonoOpasaHe Ha
nepuepHET NPHEM H YCBOABAHE HA I'IIOK03ATA,
¢ upessabasdHe Ha abcopOOHsaTa HA IIIOKO3aTa B UepBaTa.
MeTdopMHE CTHMYIHPA HHTPALENy TapHHA CHHTE3 Ha INIHKOTEH, KaTO Bh3ACHCTEA BBEPXY TIHKOTEH-
CHHTA3ATA.
MergopMHH MOBHIBABA TPAHCIIOPTHHAS KalauHTeT HA BCHYKY BHAOBE MeMODAHHHA IPEHOCHTENH HA
rmokosa (GLUT), uasecTan mocera.

dapMakouHamMiHHEE e bekTH

B kauRw4HY npoyusanAd, ynoTpebara Ha MeTOPMEH Ce CBBpP3BA CBC CTAOHIM3HpAHE HA TENSCHOTO
TETTIO WK ¢ YMEepeHa 3aryba Ha Terxo.

MeTtdopMus iva G1aronpHITHH e(peKTH BEPXY THIHIHUA META00MHIEM IPH XOPa, HE3ABHCHMO OT
HETOBOTO JCHCTBUE BBPXY TIIHKEMHATA. T0Ba € MOKa3aHO B TEPaANcBTHYRY JO3H IPH KOHTPOIMPAHY,
CPEAHOCPOMHH HIH JBArOCPOYHH KIAHHYHH IPOyUBaHus. MeThOPMEH HAMANABA HHBATA HA obIHA
xonectepon, LDL-xonectepona u TpdraHuepuanTe.

Kaunuuua KTHBHOCT

IMpocnekrusroTo pasgomirzapatdo npoyysane (UKPDS) notespau nparoTpadkaTa nonsa ot
MHTEHHBHUA KOHTPOJ Ha KPBBHATA 3axap MPH Bh3PacTHH NAUACHTH ¢ ARaber TaN 2,

AHATM3LT Ha PE3y/ITATHTE TIPH NAIMEHTH ¢ HAHOPMEHO TETTIO, NIEKYBAHK ¢ MCTHOPMHH ¢lieh karo 6es
VCIEX € MPUN0KEHa CaM0 AUETA, MOKA3BAT:

. SHAYUTENHO HaManeHHe Ha a0CoMOTHHA PHCK OT BCAKAKEH YCNOKHEHHA, CBBP3AHH ¢ qHabeTa, B
rpynara Ha MeTdopmuH (29.8 cayuan/1000 naugeHT-TOAHHE) B CPABHCHHE C TPYNATA NAMACHTH
camo Ha aueTa (43.3 cayuas/1000 nagwedt-roaunm), p=0.0023, g B cpaBHEHHE ¢ IPYHHTE HA
cyndarunypeiiHn NEKAPCTBSHH NPOAYKTH H HHCYNHH, MoHoTeparms (40.1 cmy4as/1000 manpent-
roanan), p=0.0034,

. SHAYHTENHO HAMAJCHUE HA aGCONIOTHRA PHCK 33 CMBPTHOCT, CRBP3aHa ¢ auabeta: merdopmmn 7.5
cay4as/1000 nanueHT-roauen, camo apera: 12.7 cnyvan/1000 mangerr-rogman, p=0.017.
. 3HAMHMTENAHO HAMaMeHHe HA aGCOTOTHAL puck 32 06ua cMppTHOCT. MeThopmuH 13 .5 cnyyas/1000

MagHeHT-rOAY¥HY, B CPaBHEHAE ¢ TPYNATA MAIHSHTH camo Ha auera: 20.6 cnyuad/1000 panpeny-
roawny, (p=0.011), u B cpaBHcHIC ¢ KOMOURAPARMTE rPYIHA Ha cyIaRATypeHiHl NekapCTBCHH
OPOAYKTH ¥ MACYKH, MOHOTeparus: 18.9 cmyuan/1000 narmest-roausy, (p=0.021).

. 3HAMUTE/IHO HAMANCHHE Ha aDCONIOTHHS PHACK 3a MuokapAeH uadapxr. Merdopmun 11
cayvas/1000 naupeHT-roguHy, camo aueTta 18 caytwaa/ 1000 nanperr-rogpmy, p=0.01.

He ca nabniofasady KIMHAYHE YIOM3M Ipy KOMOHHKpaRE Ha MeThOpMHEH CkC CyndaHumypes, TpAiaray
KaTO BTOPA JHHHA HA NEYCHHE.

KoMGRHAIATA Ha MeTPOPMHH U MHCYIHHE € TIPUNAraHa mpu n30pany mangeHTH ¢ AHabeT THN 1, HO
KJIMHHMYHA T0N133 He € KATETOPHUHO YCTAHOREHA.

[Te araTpyysa NOTIVIALASL

Konurponsipany xIMHMMHH NPOYYBAHHA ¢ HETOIAMA rPyna AL, MEKIY 10 1 16 roauHH, TPETHPAHH B
NPOSLMKEHHE Ha | roguHa, ¢a NOKa3anH NPOMEHH B HUBOTO HA KPRBHATA 3aXap, aHAIOrHYHH MpH
BB3PACTHH MALHEHTH,

5.2 MapMaKOKHHETHUHH CROACTBA

Abcopbins

Cnex nepopanya 103a MeTQOpMHHOB XBAPOXIopHA TableTKa, MAKCAMATHATA ITIa3 H§

(Crax) ce g0CTHTA TpHEIMINTENHO cea 2 daca 1 30 MAHYTH (twax). AGcomoTHaTa § Hzp
<



mg win 850 mg MeTdopMHHOB XHAPOXNOPHA TabNeTKH ¢ nprbauzaTenso 50 — 60% npa 3apasu xopa.
Cnen nepopansa A03a, Heabcopbupanara $pakmus, otkpura 5bs peramunre ¢ 20 - 30%.

Cnen nepopanes npHeM, abcopOuuaTa Ha MeTQOPMER € HacHTeHA H Hemrsara. Ilpeanonara ce, 9e
abcopOuuATa Ha MeTHOPMHE HE & ITHHEHHa.

[Ipu npenopbuaduTe J03¥ H A030BH CXEMH ¢ MeTQOpPMHA, CTAOHAHATE WIA3MEHH KOHLEHTPALIWH C¢
aocrarar ot 24 5o 48 yaca W 1O NpHHIMN ¢a no-AUCKH ot 1 microgram/m), I1pn xoHTpONHpann
KIHAMYHA H3IMTBAHHA MAKCHMATHHTE naasMeHH HaBa Ha MeTHOpMUH (Ci.x), He HANBHAIIABAT 3
micrograms/ml, f0p# # OpH MaKCHAMATHH AO3H.

Xpanata Hamanasa cTeneHTa 1 crabo 3abapg abcopbumara Ha meThopmun. Cres mepopancH NpHEM Ha
rabaeTka or 850 mg ce Habmoaara 40% NO-HECHK THK HA TIABMEHATA KOHIECHTpaLw, 25% HaManasaHe
"ga AUC (nnowra noa kppsata) ¥ 35 MAHYTHO YAB/DKABAHE HA BPEMETO A0 MHKA HA IITa3MEHATa
KOHUEHTpauud, KnHHHYHITE NOCACACTBAS OT IPOMJHATA Ha Te3H NAPAMETPH OCTABAT HEWISCHCHH.

PaznpeaencHue

CEBP3BAHETO ¢ TNAZMEHHTE NPOTEHHM € He3HaYrMo. MeTdopMHE ce pasnpeacs B ePHTPOLHTHTE,
[TUKET B KPBBTA € NO-HHCBK OT IAIMEHHA NHK H C¢ NOABARA IIPHOIHIKTENHO N0 CHIIOTO BPEMe.
YepBeHKHTE KPBBHE KICTKA HAl-BEPOATHO TIPeACTABIABAT BTOPHYEH ETall Ha pasnpeaenenne. Cpeanusr
ofeM Ha pazmpeecHHe € B pAMKHTE Mexay 63 276 L,

MeTtabonuseMm

MeTdhopMHH Ce eKCKpeTHpa HelipoMeHeH B ypuHaTa. He ca unenradunupans Metaboruma npa xopara.

EnumMuamapanpe

Br6peunust knHpeHC Ha MeThopmus ¢ > 400 ml/min, koeto noxaspa ue MeThOpMIH ce EMHMAHKpPA
upe3 rnomepynHa guntpauma 1 TybynHa cexpeuns. Cnex nepopansa 4o3a, O4EBHAHO KpaiHUAT

¢ THMHHALIMOHEH MONY»KHUBOT ¢ NPAGIU3ATEIHO 6,5 waca.

Koraro Os6peynara GyHKIMA ¢ HapyIIeHa, DB0peuHIAT KIPBHC € HAMANEH NPOMOPLUHOHATHO HA TO3H
HA KPEaTHHHHA # 3aT0Ba €THMHHANHOHHMAT TOIYKHBOT € YABIDKEH, KOSTO BOJH 0 TIOBUILICHH HUBA HA
MeT(OpPMHH B njla3Mara.

XapaxTepHCTHKH OPH CNECIHATHY PYIH NATHCHTH

Bn6peyno yBpeKIaHe

HanpuHuTe JaHHH TPpH TIAUAESHTH ¢ YMepeHa On0peyra HEAOCTATEHHOCT ¢A OCKBAHM H HE MOXKE Ja ¢
HATIPABH HAAEKIHA OLCHKA HA CHCTEMHATA eKCIO3HImMA Ha MeTGOPMHEH B Ta3H MOATPYIA B CPABHEHME ¢
MAIHEHTH ¢ HopMmanHa 6bfpeuna pysxius. Cremosarenno, agaNTHPaHe Ha 103aTa TpaOBa Aa ce
H3BBPUIEA B3 OCHOBA HA KIMHHMHH ChOOpakeHHs 3a eHKacCHOCT / TOHOCHMOCT (Brx Touka 4.2).

[NeapaTpayHa OOy 1alms

HzcneapaHe IpH eROKPATHA 403a: (hapMaKOKMHETHUHAAT MPOdHT NPH Act@, HOAYyYHIH ¢ IHOKPATHA
mo3a ot 500 mg MeTHOPMHHOB XHAPOXIOPHA, € NoJo0eH Ha TO3H MPH SAPARH BbIPACTHH.

PesyaTarth clie MHOTOKPATHO AO3HPaHe: BCHHKH JAHHH ¢a TTOYHeHH OT eno Hicaensane. Cnea
TPIIOKEHHE HA 1032 OT 500 mg [Ba ObTH JHEBHO B MPOABIKEHHS HA 7 JHK HA JSNA M IOHOIH
MAKCHMATHATA [UTA3MEHA KOHLEHTPAUHS (Crmax) # cuctemuata excnosunns (AUC 0-) ca
cHOTBETHO ¢ 33% 1 40% B CpaBHEHHAE C BB3PACTHH QHAGETHIM, 101y IwIA fosH ot 500
JHEBHO B MpoabokeHue Ha 14 ary. Tesu pesyaratd ¢a ¢ OTPAHINCHA K/THHHIHA 3HAMH
HHAMBHAYATHOTO ONPEAC/IAHE Ha JO3HTE B 3aBHCAMOCT OT HHBOTO HA KPBBHATA 3aXap.

5.3 [peaxauru4ay AanHH 3a GesonacHocT



TpeaxARHEMANTE KAHAH, OCHOBABALIH Ce HA KOHBEHIIROHANHH NPOYYBaHAS BEPXY OesonmachocT,
thapMakoRorug, TOKCRYHOCT CIe MHOTOKPATHO JO3MPaHe, FeHOTOKCHYHOCT, KAaHISPOreHeH TIOTeHIMA
H penpOAyKTHBHA TOKCHYHOCT, HE NIOKA3BAT 0cO0EH PHCK TIPH XOpa.

6. MapmaneBTHYHM JAHHN

6,1 Cn¥ceK HA NOMOIIHHTE BELIECTBA

Tabnetna chpuepnpa
Moeuaon K30

Marnesues creapar

DUNMOBO MOKPUTHE
Xunpomenoza

6.2, HecnBmecTuMoOCTH

Henpunoxumo.

6.3 Cpox Ha rogHocT

Tler rogman.

6.4 CrneuHasHM YCI0BHA HA ChXPAHEHHE

To3H nexapcTBEH NPOAYKT HE H3KUCKBA CTICLMANHH YCIOBHS 334 ChXPAHCHHE

6.5 Bua H ceaBpAKAHHE HA OTIAKOBKATA

Omnaxoexu no [ (x100), 9, 20, 21, 30, 40, 50, 36, 60, 84, 90, 100, 120, 200, 500, 600 w11 1000 TaGneTry,

omakoean B 6nncrepu (PVC/AL.

21, 30, 40, 50, 60, 100, 120, 300, 400, 500, 600 ung 1000 TabreTkn B naacTMacoBn OyThnku (oT

NOTHETHNEH ¢ BHCOKA MIBTHOCT) C KANAaiKH, KOHTO HE MOTAT 13 ¢€ OTBapaT OT AEUA (OT IONMMIPOTIHICH).

He Beuuke BHAOBE OMAKOBKY Morar g2 OsaaT nycHaTH B nponaxkda.

6.6 Croegnaadi DpeanR3HH MEPKH HPH H3XBBLPJISHe

HensnoM3eaHAAT TEKAPCTEEH NPOAYKT HIH OTHANEYHUTE MATEPHATH OT Hero TpabBa Ja ce H3XBHPIAT B

CBOTBETCTBHE ¢ MECTHHTE H3HCKBAHHS,

7. TPRTEXXATEJ HA PA3PEIHIEHUETO 3A YIIOTPEBA
Merck Sante S.A.S.,

37, me Saint Romain

69008 LYON

dpanms

8, HOMEP HA PAZPEILIEHHETO 3A YIIOTPEBA
20100242

9.  JIATA HA INbPBO PA3PELIABAHE 3A YIIOTPEBA/ITOJHOBABAHE
PA3PEILIEHUETO 3A YIIOTPEBA




Jara Ha repeO paspemapane; 19.06 2003 r,
JHara na nocaeaso noaHossaeade: 07.04.2015 ¢,

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

smapt 2022r.




