KPATKA XAPAKTEPUCTHUKA HA INPOAYKTA

1. HME HA JIEKAPCTBEHMUA ITPOAYKT
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2. KAYECTBEH A KOJIMYECTBEH CbCTAB

Besaka dunmupana tabnerka coabpxa S00 mg merdpopmuHoB xuapoxyopua (metformin
hydrochloride), croTBercTBaim Ha 390 mg merdopmun 6a3za (metformin base).

Bcsaka punmupana Tabnerka coeabpka 850 mg MergopmMuHOB Xuapoxnopua (metformin
hydrochloride), chorBeTcTBaKM Ha 662,9 mg meTdopmuH O6a3za (metformin base).

Besaka dpunmupana tabnerka coaspxka 1000 mg merdhopmuHoB xuapoxsopua (metformin
hydrochloride), cvorBercTBaiu Ha 780 mg merdopmuH 6aza (metformin base).

3a NBJIHUA CIMTUMCHK HA NMOMOILHUTE BEllleCTBA BU)KTE TOouka 6.1.

3. JIEKAPCTBEHA ®OPMA

OunmupaHa TabseTka.
bpormun 500 mg dunmupanu Tabnetku: benu opanHu GuIMHUpaHu TabNETKH, IIaJAKH OT ABETE

CTPaHH, ¢ pa3MepH |6 mm x 8 mm

bpormun 850 mg ¢punmupanu Tabnetku: XXunaTu oBanHu puamupaHu TableTKH, ¢ penedHo
o3HayeHHe ,MC* OT eaHaTa CTpaHa M I1ajJIkM OT Jpyrara cTpaHa, ¢ pasmepu 20,1 mm x 9,8 mm.

bpormun 1000 mg ¢punmupanu tabnerku: benu oBannu puaMupaHu TabjaeTku, ¢ AEMTENIHA YepTa OT
NBeTe cTpaHu, ¢ pazmepu 21,2 mm x10,2 mm. Tabnerkara moxe na Obae pa3aeneHa Ha paBHH A03M.

4. KJIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHSA

JleueHue Ha 3axapeH auaber Tun 2, ocobeHo NMpU NALUMEHTH C HAAHOPMEHO TErJo, KOrato caMo JA1era
U GU3HYECKH YNTPAKHEHUS HE BOJSAT 0 aJ€KBATEH MNIMKEMHUUYEH KOHTPOJI.

[Ipu BB3pacTHU MeTHOPMHH MOXKE /1a Ce MpHjiara KaTo MOHOTeparnus WiKi B KOMOWHaALMA € ApYyTH
NepopaiHi aHTHIHA0ETHHU IEKAPCTBEHH NPOJAYKTH WIH C HHCYJIHH.

[Ipu neua Haa 10-roauiuHa BB3pacT M KOHOLIHK METHOPMHH MOXKE J1a Ce Mpuiara Karo MBrQraRas
WJIM B KOMOMHaLUs C HHCYJIMH.

Terno u auaber Tvn 2, 1IeKyBaHHM C MechopMMH KaTo IMbPBH U300p Ha JieYeHHUe Cg tg
(BHOKTE TOYKA J.1).



4.2 Jlo3HpPOBKA H HAYHH HA NPHJIOKEHHE

Jo3upoBka

Bv3pacmuu ¢ Hopmainna 6vbpeuna gyuxkyus (GFR >90 mL/min)

Monomepanus u kombunayus ¢ Opy2u nepopaniu anmuouabemuu cpeocmea.

O6uyaiiHara Ha4anHa ao3a € 500 mg uau 850 mg MeTpOpMHHOB XHAPOXJIOPUA ABA UJIH TPHU MBTH
JIHEBHO MO Bpeme Ha WM ciaen xpaneHe. Cnea 10 no 15 auu no3zara tpsbBa aa ce ananrupa B
3aBUCUMOCT OT H3MEPEHHUTE CTOMHOCTH Ha KpbBHaTa 3axap. [locTreneHHOTO yBe/iMuUaBaHe Ha qo3aTa
MO€ Ja noJo0pH CTOMALHO-YpPEeBHATAa MOHOCHUMOCT.

[Ipy nauueHTH, IEKYBaHH ¢ BUCOKA 1032 METHOPMHHOB XHAPOXJIOPHA (2 10 3 g Ha AEH) € Bb3MOXKHO
na ce 3aMeHAT ase punmupanu tabnerku bpormuH 500 mg ¢ eana punmupana rabnerka bpormMus
1000 mg.

[IpenopbunTenHaTa MaKCUMaJIHa AHEBHA 1032 METPOPMHHOB XHAPOXJIOPUA € 3 g, pa3/ie/ieHH Ha TPH
npueMa. AKO ce npeaBHK/a 3aMsHa Ha APYro nepopaiHO aHTHAHA0ETHO CPEeACTBO: NMPEYCTaHOBETE
JICYEHHUETO C APYrus aHTHAHAOETEH NPOAYKT M 3aMOYHETE JIEYEHHETO ¢ METHOPMHH B 103aTa,
MOCOY€eHa Mo-rope.

Kombunayus ¢ uncynum

MeT¢OopMHH M MHCYJIHH MOraT /1a Ce MU3MOoJ3BaT B KOMOMHHpaHa Tepanus 3a NOCTUraHe Ha no-A00bp
KOHTPOJ1 Ha KpbBHaTa 3axap.

ObuuaitHaTa HayanHa 103a MeTGOpMHUHOB Xxuapoxsiopua € 500 mg waun 850 mg 2 wnu 3 MbTH AHEBHO,
J0KATO J103aTa Ha UHCYJIMHA Ce aZjanTHpa B 3aBUCUMOCT OT U3MEPEHUTE CTOMHOCTH Ha KpbBHATa
3axap.

[layuenmu 6 cmapuecka év3pacm

[Topaau BEepoATHOCTTA OT HamassBaHe Ha ObOpeuHaTa PYHKLMA NPH NALMEHTH B CTap4YecKa Bb3pacT,
no3ata Ha MeThOpMHH TpAOBa 11a ce KOpUrupa B 3aBUCHMOCT OoT ObOpeuHaTa ¢pyHkums. Heobxoaumo e
pe10BHO u3caenBaHe Ha ObOpeyHaTa pyHkuMs (BHXKTE TOUKa 4.4).

bvopeuno yepexcoane

[Ipenu 3anoyBaHe Ha JieYEHHE C MPOAYKTH, ChbAbpAKALUM METHOPMHH, TpAOBa Aa ce HanpaBH OLIEHKA
Ha GFR cToiiHOCTHTE, a cJieq TOBA — MOHE BEAHBK rOAULIHO. [1pH nauMueHTH ¢ NOBUILIEH PUCK OT
nocJjieBalllo nporpecupaHe Ha 6LO0peyHO yBpeXk1aHe U NpPH NalMeHTH B CTapyecKa Bb3pacT TpsdBa
No-4€CTO Ja Ce NMpaBH OLEHKA Ha ObOpeyHaTa pyHKUMA, HarpUuMep Ha BCEKHU 3-6 meceua.

GFR (mL/min) | Obwa maxcumanua OHesHa Lonvanumennu cvobpasicenus
0o3a (0a ce pazoenu Ha 2-3
OHEB8HU 003U)

60-89 3000 mg Mo>xe aa ce oOMHMCIIM NOHWIXKABAHE Ha J03aTa
BbB Bpb3Ka C HamMajaBaHeTO Ha ObOpeuHara
dyHKLHS.

45-59 2000 mg QaxkTopUTe, KOUTO MOraT Jia yBeJIHYaT pUCKa

30-44 1000 mg OT JIaKTaTHA auuao3a (BMXxTe Touka 4.4) tpsabsa

na Obaar OLEeHEHH MpeaM aa ce 0OMHUCITH
3aMO4YBaHETO HA JIEYEHHE C MET(HOPMHH.
HayanHara no3a € Hal-MHOro NoJIOBUHATa OT
MaKCHMaJslHaTa 103a. e ——
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O6uuaiiHaTa HayasiHa ao3a € 500 mg unu 850 mg MeThopMUH XMAPOXIOPHA BEAHDbK JHEBHO,
MpHEMaHa IO BPEME HA WIIH Clieq XpaHeHe.

Cnen 10 no 15 nun nozara TpadbBa na ce KOpUrdpa B 3aBUCHMOCT OT HHBOTO Ha KpbBHATa 3axap.
[locTeneHHOTO YBENHYABAHE HA A03aTa MOXKE Aa NOoACOPH CTOMALUHO-YPEBHATA MOHOCUMOCT.
MakcumanHarTa npenopbyYHTENHa J03a METHOPMHHOB XHAPOXJIOPHA € 2 g AHEBHO, NPUETH KaTo 2 WIH
3 paszzesieHH J03H.

HaurH HA NPWIOKEHHE
[lepopanHo npunoxkeHHe.
TpnabBa na ce npeanpueMar npeanasHy Mepku npeay padbora cbe WIH NMPHIIOXKEHHUE HA JIEKAPCTBEHHS

NPOAYKT.

4.3 IlpormBomokazaHus

CBpbXUYYBCTBHTENHOCT KbBM aKTHBHOTO BELIECTBO WJH KbM HAKOE OT NOMOLLHHTE BELIECTBA,
H3OpoeHH B Touka 6.1.

Bceku Tvin ocTpa MeTaboUTHA auna03a (KaTo NaKTaTHA auuao3a, AMadeTHa KeToauuao3a).
InaberHa npe-komMma.

Texka 6b0peyHa HeaocTaTbuHOCT (GFR <30mL / min).

OcTpH CLCTOSHMA, 3acTpallaBallM aa pnowat 6OuOpeyHaTa PyHKIUMA KaTO: AeXHApaTaLl|s, TEXKKa
HH(pEKLHA, LLOK.

3abonsBaHe, KOETO MOXKE J1a NPUMHUHHK THKaHHA XUNOKCUA (0CODEHO 0CTpO 3a0014aBaHE UITH
BIIOLLIABAHE HA XPOHHUYHO 3a00NaABaHE) KATO: NEKOMIMEHCHPAHA ChPACUHA HEOCTATLYHOCT, AMXATEHA
HELOCTATLYHOCT, CKOPOLLEeH HHPAPKT Ha MHOKapaa, WOK,

YepuoapobHa HeAOCTATBYHOCT, OCTPa aJIKOXOIHA HHTOKCHKALIMA, ATKOXOTHIBM.

4.4 CnenHaJiHH OpeAYNpeXieHHA H NpeAna3HH MEePKH NpH ynoTpeda

JlakTaTHa aunao3a

JlakraTHaTta auMn03a, MHOIO pAJaKoO, HO CEPHO3HO MeTAaDONIMTHO YCI0XKHEHHE, HAW-YECTO Ce NPOSBRIBa
MpH OCTPO BloILaBaHe Ha ObOpeuHaTa GyHKUHUA UK KAPAHO-pECINPATOPHO 3a00NABAHE WIH CENCUC.
HarpyneaHeTo Ha MeT)OpPMHUH BH3HHKBA NMPH OCTPO BiIoLIaBaHe Ha 6bOpeuHaTa PpyHKUHUA ¥ NOBKLLIABA
pMCKa OT NAaKTATHA aLKa03a.

B cnyuai Ha nexuaparauua (Texka AMapHs WK NOBpbLLAHE, MOBHLLEHA TEMIIEpaTypa WK HaMaJIeH
MPUEM Ha TEYHOCTH) TPAOBA BpeMeHHO Aa Obae npeycTaHOBEH MPUEMBT HA METPOPMHH U €
NPEenoOpPbLUYHTENHA KOHCYITALMATA ¢ MEIMLIMHCKH CIIELHAJIHCT.

[IpueMBT Ha leKApCTBEHM NPOAYKTH, KOUTO MOraT ocTpo Aa Bnowar Obbpeunara GpyHkums (kaTo
aHTHXHNepTeH3uBHHU, AHypeTtHun U HCTIBC), Tpabea na ce 3anousa ¢ NoBHIIEHO BHUMAHHE NPH
[MalMEHTH, NeKyBaHu ¢ MeTGopMHH. [pyru puckoBy GakTopy 3a J1aKTaTHA 21lM103a Ca IPEKOMEPEH
NpHEM Ha alKoXoJl, Y4ePHOAPOOHA HEAOCTATBYHOCT, HEAOCTATHYHO KOHTPOJIMPAaH AHA0ET, KeTo3a,
NPOABDKHTENHO IN1aAyBaHE U BCAKAKBU CHCTOAHHUA, CBBP3aHH ¢ XHITOKCHA, KAKTO ¥ €IHOBPEMEHHATA
yrorpeda Ha NEKaApCTBEHU NPOAYKTU, KOUTO MOTraT Aa MPUUYMHAT NAKTaTHA auuA03a (BHXKTE TOYKH 4.3
u4.5).

[lauueHTHTE W/ UK BonHOreAauuTe TpaORa Aa 6baaT UHPOPMHPAHH 3a PUCKa OT JIAKTATHA alna03a.
JlakTaTHaTa alK03a ce XapaKTepH3npa ¢ alli03Ha AMCITHES, KopeMHa OoJika, MyCKYJIHM KPaMIlH,
aCTEHHWA U XMMOTEPMHUA, NMOCNEABaHA OT KOMa. B cnyyali Ha CbMHEHHE 32 CHMIITOMH, NALUNEHTHLT
TpsAbBa Aa cnpe fpyueMa Ha MeTPOpMHH U He3abaBHO Aa NOTHPCH NeKapcka noMoll. JIHarHOCTHUHHTE
nabopaTtopHH HaAXOAKH ca NoHWxkeHoTo pH Ha kpbBTa (<7,335), NOBUILLIEHUTE HHBA Ha IUIA3MEHUS
nakrat (> 5 mmol / L) u yBennueHa aHWOHHA Pa3/iHKa H CbOTHOLUEHHETO TaKTaT/ NMHpPYBar.

bxbpeuna QyHkLHA

GFR Tpabea na ce olleHaBa MpeaM 3anoyBaHE Ha JICUEHHETO H PEIOBHO CEA T
MeTdopMHHLT € npoTuBonokasad npu nauveHT ¢ GFR <30 ml/min v npue

Aa CC NpCYCTAHOBH INMPH HAJIHHKUC HA CBCTOAHUA, KOHUTO NPOMCHAT 6’h6pE‘IHa
4.3.




CobpaeyHa HyHKUHA

[TaLiHeHTUTE CBC ChpAICUHA HEAOCTATLYHOCT CA HAT0XKEHH HA NO-BUCOK PUCK OT XHUIMOKCHS H
ObOpeuHa HeoCTATHLHHOCT. [IpH NaUMEHTH CbC CTAOWIHA XPOHHYHA ChpPACYHA HEAOCTATHYHOCT
MeTGHOPMMH MOXKE 13 C€ U3MOJI3Ba NPH PeAOBHO HabmoAeHWe Ha chpaeyHaTa H ObOpeuHaTa QyHKUHS.
3a naLMeHTH ¢ OCTPa U HECTaOMTHA ChpAeYHa HEAOCTATLHHOCT METHOPMHH € NPOTHRONOKA3aH
(BHKTE TOUKA 4.3).

[IpunokeHWe Ha HOAMPAHH KOHTPACTHH BELLECTBA

BuTpecbA0BOTO NPHUIOKEHUE HA HOIUPAHHU KOHTPACTHH BELLECTBA MOXKE f1a AOBEAE A0 KOHTPACT-
HHIYLHpaHa HedponaTHs, BOAELLA 10 HATPYNBAHE Ha METHOPMHH H [TOBHLLIEH PUCK OT JIAKTaTHA
auunosa. [lpueMsT HA METHOPMHUH TpAOBa Ja ce CNpe NPEaR WK MO BPEME Ha npoueaypara 3a
obpa3zHa OIHarHOCTHKA M Ja HE ce Bb30OHOBARA HAM-MaNKo 48 yaca ciiefl TOBA, NPH YCJIOBHE Ue
ObOpeyHaTa PyHKUMA € OLEHEHA OTHOBO H € YCTAHOBEHO, Y€ € cTabHITHA, BUXKTE TOUKH 4.2 U 4.5.

Onepaums

[IpuMbT Ha MeThopMHH TpabBa aa Cce NpeKpaTy No BPpEME Ha onepaums noj odia, CNUHAIHA UM
enuaypajiHa aHecTe3nA. TepanusaTa Moxe 1a Obae Bb30OHOBEHA HE No-paHo oT 48 uaca crnea
onepauus WiH Bb30OHOBABAHETO Ha XPAHEHETO MpE3 YCTAaTa W NpH ycaoBUe, 4e ObOpeuHaTa pyHKuus
€ OLeHEHa OTHOBO M € YCTAaHOBEHO, Ye € cTabuiHa.

IleanaTpyyHa nonynauus
[Tpeau 3anouBaHe Ha neveHHe ¢ MeTGOPMHH TpaOBa aa 6bae NOTBLPACHA AAArHo3aTa 3a AuadeT TvI

2.

He e ycTaHOBEHO BaHAHUE Ha MeTHOPMHH BLPXY pacTexka M nydeprera rno BpEME Ha MPOBEICHUTE
KOHTPOJHPaHHY KJIMHHYHHM M3MHTBAHUA ¢ MPOABLDKUTEAHOCT €HA IOJUHA, HO HAMa AaHHU OT
AbArocpouHo HabmoaeHHe B Tazu obnact. ETo 3au10 ce npenopbyBa BHUMATENHO NPOCENAsBaHE Ha
eexra Ha MeTHOPMHH BBLPXY TE3W MapaMeTPH MPH AeLA, JIEKYBaHU ¢ METQOPMHH, 0cODEHO MpU Aeua
B nNpeanyOepTeTHa Bb3pacT.

Heya na ev3pacm medcoy 10 u 12 zoounu

Camo 15 nuua Ha Bb3pacT Mexkay 10 u 12 roaunu ca OMNH BKIIFOUEHU B KOHTPOJIMPAHHUTE KIIMHHYHH
NPOYYBaHUA, MPOBEJACHH NPH Aelia U IOHOWHN. BbnpekH He epukacHoCTTa 1 O€30NacHOCTTA Ha
MeT(hOPMHH NPH TE3H ACLIA HE CE Pa3NMy4aBaT OT €(PHKACHOCTTA H O€30MacHOCTTA NPH MO-TONEMH AcUA
1 FOHOLIIM Ce MpenopbYBa OCOOEHO BHHMAHHUE MPpHU NPEANKHCBAHE Ha A€la Ha Bb3pacT Mexay 10 u 12
FOAHHH.

pyru npeanasHy MEpKH

Bcruky nauueHTH TpAOBa Aa Npoab/KaT AMETATa CU C PEAOBHO pa3lpee/IeHHe HA NprUeMa Ha
BbriieXUaApaTH fpes aAcHa. [laupeHTHTe ¢ HAAHOPMEHO TEr0 TpAdBa 1a MpoabIAKAT
HHCKOKAJIOpUYHATa CH AHETA.

Ob6uuaitH1Te nabopaTopHH H3CIAEIBAHUA 3a NpocieasBaHe Ha anabeta Tpabpa aa ce npoBekaaT
peaOBHO.

MeTtdbopMHH MOXKE J1a HAMaY CepYMHHTE HUBA Ha BUTAaMHH B12. PuckbT 0T HUCKW HHBA Ha BUTaAMHH
B12 ce ypenuuapa ¢ yBelHUaBaHe Ha J03aTa Ha METOGOPMHUH, NPOABIKUTEAHOCTTA HA JIEYEHHETO W/
WJIM IPU NAUKUEHTH C PUCKOBYU (PaKTOPH, 32 KOMTO € U3BECTHO, Y€ NPUUMHABAT AePULIUT HA BATAMHH
B12. B cnyuyaii Ha cbMHeHHe 3a gedUUMT Ha BUTaMUH B12 (kaTo aHeMus Win HeBponarTus), TpiaOea na
ce MpocneasBar cepyMHUTE HMBa Ha BUTaMuH B 12, Moxe aa ce HanoxH nepuoaAnUYHO NnpocheasBaHe

Ha BUTaMUH B12 npu nauxeHTH ¢ puckoBH dakropu 3a neduumT Ha BuTamMuH B12. Tepar
MeTdopMHH TpaOBa Aa NPOABINAKH TOJKOBA ALArO, KOJIKOTO Ce NMOHaca M He € Npo .
MOAXOIALLO KOPHUIMpaL0 JieHeHHE 33 AePpHUMT Ha BuTaMKH B12 e ocurypeno, B Q)
HaCTOALMTE KITMHUYHH PbKOBOACTBA.




MeThopMHH, Npunaral caMOCTOATE/IHO He IPEAU3BUKBA XHUINIOTIMKEMHUA, HO Ce NPenopbUBa
NOBHLLEHO BHHMaHHUE, KOraTo c€ M3I0J3Ba B KOMOMHALHA ¢ HHCYJIMH WX APYTH NEPOpaTHH
aHTUAHADETHH NieKapcTBa (HanpuUMep CyNPOHUTYPEHHH NTPOAYKTH WIH MErTUTHHHIH).

ToBa nexapcTBO ChbAbLPAKA M10-Manko OT | mmol HaTpui (23 mg) Ha enHa TableTka, T.€. ce CUMTA, e
HE CbAbp2Ka HATPHH.

4.5 DB3auMoaeHCcTBHE ¢ APYIH JIEKAPCTBEHH NMPOAYKTH B APYrH (popPMH HA BIAUMOACHCTBHE

He ce npenopnyBa CLBMECTHA ynoTpeba

Aakoxon
AJIKOXONHAaTa HHTOKCUKALMA C€ CBBHP3BA ¢ MOBUIIIEH PHCK OT JlaKTaTHA allHA03a, OCOOEHO B CNy4YaKn Ha

rnaayBaHEC, HCAOXPAHBAHC HJIH llepHG,[IpOf)HO YBPCKIOAHC.

Hooupanu xonmpacmuu eeujecmsa

[IppemMbT HAa MeThopMHH TpaOBa Aa ce npekpaTH Npeay WM MO BpeMe Ha npoueaypara 3a obpazHa
AWArHOCTHKA M 114 He ce Bb30OHOBABA HaH-Manko 48 yaca cien Tora, NPH YCJI0BHE, Yye ObOpeuHaTa
(bYHKLIMA € OLIEHEHA OTHOBO H € YCTAHOBEHO, Y€ € cTabunHa, BHXTe Touku 4.2 n 4.4,

KoMOMHAaLMH, HIUCKBALIKY NPEANA3IHY MEPKH TIpH ynotpeba

Hskoun nekapcTBEHH NPOAYKTH MOraT Aa NOBIUAAT HeOnaronpuaTHo Ha ObOpeyHaTa GyHKUMA, KOETO
MOXKE Aa YBESHMUYH PUCKA OT JilaKTaTHa auunno3a, Hanp. HCIIBC, BKNOUMTENHO CeNeKTHBHH
UHXUOUTOPH Ha uMKIIookcHrenasa (COX) Il, ACE waxubutopu, anrnorensuH 1l peuentopHu
aHTAarOHUCTHU U IHYPETHLH, OCODEHO OpUMKOBH AHYpeTHUH. [1pu 3anouBaHe wian ynotpeda Ha TakuBa
NPOAYKTH B KOMOHHALUUA ¢ METPOPMHH € HeoDX0AWMO BHUMATEHO NpocieaspaHe Ha 60peuHara

dbYHKLMS.

Hdexapcmeenu npodykmu ¢ bmpeuwiHa XunepeIuKkeMuunHa aKmusHoCh, Hanp. 2I0KOKOPMUKouoU (3a
CUCMEMHO U JIOKQIHO NPWIONCEHUE) U CUMNAMUKOMUMEeMUYU

Monke aa ce HAI03KM NO-YecTO NPOCaeasBaHe Ha KPbBHATA 3aXap, 0COOEHO B HAYAIOTO Ha JIEYEHHETO.
AKo e HeoOX0aUMO, KopUrupaiTe go3ata Ha MeTGOPMHH MO BpeMe Ha JIEYUEHHETO CbC CLOTBETHHS

NEKapCTBEH NPOAYKT U Cle/l MPEKPATABAHETO MY,

Ipancnopmepu na opeanuynu kamuoru (OKT)

MetdopMuubT € cyOcTpaT kakTo Ha npeHocuTeante OKT1, raka n vHa OKT?2.
EnHOBpEeMEHHO NPUNIOKEHHE HA METQROPMHH C

- Huxnburopute Ha OKT1 (kaTo BepanaMun) Morar ga HaManaT epHUKacHOCTTa Ha MeTOPMHUH.

- HUuaykropure Ha OKT] (karo pugamnuuinH) Morar Aa NOBKLIAT CTOMAIHO-4YpeBHAaTa abcopbuus
i ePHKACHOCTTA HA METHOPMHH

- HNuxubutopure Ha OKT2 (kaT0 UUMETHAWH, JOTyTErPaBHUpP, PAHOJIA3HH, TPHMETOMNPHM,
BaHAaTaHUD, HCABYKOHA30/1) MOTaT [1a HAMAIAT €IMMUHHPAHETO HA METPOPMHH Mnpe3 ObBOpeunTe U na
aoBeAaT A0 NOBHILABAHE Ha IUa3MeHaTa KOHLUEHTpaUHa Ha MeT¢hOpPMHH.

- HNuaxuburopute kakto Ha OKT 1, Taka n Ha OKT2 (kaTo kpu3oTuuud, onanapub) morar pa
NpoMeHsT epukacHoCTTa U 6BOPEUHOTO ENUMHUHHpPAHE HA METHOPMMUH.

3aToBa ce NnpenopbUBa MOBULIEHO BHUMaHHUE, 0COOCHO MpH nauneHTH ¢ 60pevHo yBpexaaHe, Korato
Te3HM JIEKApCTBa C€ NMpHAarat CbBMECTHO ¢ METPOPMHH, Thi KATO M1a3MeHaTa KOHUEHTPALHA Ha
METQOPMHH MOJKE 1A Cce YBENIHUH. AKO € HeODXOANMMO, MOXKE 1a ce OOMHCIIH KOPEKLYA Ha 103aTa Ha
MeTdopMHH, Tbil kKaTo OKT nHxubuTOpHTE/ HHAYKTOPHTE MOTAT Aa MPOMEHAT e(PUKACHOCTTA Ha
MeTGhOPMHH.

4.6 @epTHIAHTET, DPEMEHHOCT H KbpPpMEHE

bpeMEeHHOCT

HekoHTpo/IMpaHaTa XUNEPriukeMus B MNEPUKOHLENLIMOHHATA ¢da3a ¥ no BpeMe Ha O
CBBbP3aHa C NOBUUIEH PUCK OT BPOJIEHH aHOMAJIKK, 3aryba Ha 6peMeHHOCT, XUnepTo
NpeAU3BHKaHa OT OPEMEHHOCTTA, NMPECKIaMNCHA U NepUHaTaiHa CMbPTHOCT. BaxkHO
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MOAALPXAT HUBATA HA KPbBHATA 3aXap Bb3MOXKHO Hal-01M3KO N0 HOpMANKUTE MNpe3 udnarta
OpeMEHHOCT, 32 Ja C€ HaMajld PUCKBT OT HEOIAronpuATHH U3XO0H, CBDP3AHU C XHITEPriHKeMu, 3a
MaiKaTa ¥ HEMHOTO A€ETe.

MeTdopMHH npeMrHaBa NPE3 MIALUCHTATa ¢ HUBA, KOUTO MOTaT Aa ObAAT TOJKOBA BUCOKH, KOAKOTO
KOHLUEHTPAUHUTE NPH ManKaTa.

["onAMO KOJIHUYECTBO AaHHH 3a OpeMeHHH xeHHU (nopeue or 1000 ekcnoHHpaHu pe3ynTara) ot
0a3upaHo Ha PEFUCTbP KOXOPTHO NPOYUBAHE U NMyONMKYBaHH JaHHH (MeTa-aHaNH3H, KIMHHYHH
NPOYYBAHHUA H PErMCTPH) HE MOKAa3BaT NOBUIIEH PUCK OT BPOACHH aHOMAJIHHA WIH (peTO/HEOHATAIHA
TOKCHUYHOCT CA€Jl €KCMO3HUHA KbM METHOPMHH B NEPUKOHUENUMOHHATA ¢aza W/ WK 1o BpeMe Ha
dpeMeHHOCT.

HMa orpaHHueHH K HeyOeauTeNHH QOKA3aTENCTRA 3a €PEKTa Ha METHOPMHH BBPXY ABJTOCPOYHHA
pe3yNTaT [0 OTHOLUEHHE Ha TETJIOTO MPH AeLa, U3JIOKEHH BbTpeyTpoOHO. MeThopMHH He H3rnexaa
113 MOB/INABA HA ABUraTeJIHOTO M COLIHANHOTO pa3BUTHE A0 4-roAMILUHA BL3PACT Npy AeLa, H3N0KEHH
o BpeMe Ha OPEMEHHOCTTA, BLIIPEKH Ye AAHHHUTE 32 ABJATOCPOYHKTE PE3YIITATH Ca OTPAHHYECHH.
AKO € KTMHHYHO HeoOxonumo ynotpedara Ha MeTQOPMUH MOXE Ja ce OOMHUCIH MO BpeME Ha
OpeMeHHOCT ¥ B NEPHKOHLUENUHOHHATA (a3a KaTO AOMBJIHEHHE WIH aJITEPHATHBA H& HHCYIHH.

KbpMeHe

MeTdopMHH ce eKCKpeTHpa B KbpMaTa. He ca HabnonaBany HeXXenaHH peakLMH MpH KbPMEHHTE
HopopoaeHu Oebera, BbnpekH TOBa, ThbH KaTO ca HAJTUHYHU CaMO OrpaHHYEHH AAHHH, KbPMEHETO HE
ce NpenopbYBa Mo BpeMe Ha JieueHHeTo ¢ MeThopMuH. Tpabea aa ce B3eMe pelleHHe Jany aa ce
NpeKpaTH KbPMEHETO, KaTO €€ B3EMAT NPEABUA N0/13aTa OT KbPMEHETO H NMOTEHLUHATHHAAT PHCK OT
HEXE/IaHH JIEKAPCTBEHH PEaKLMM NPH AETETO.

Peprunurer

DepTHIHTETBT HA MbXKKH HIH )KEHCKH IUTBXOBE HE CE€ MOBIHABA OT METQOPMHH, NPHIAraH B A03M,
1no-eMcoKH oT 600 mg/kg/neH, xoero e npubNUIUTENHO TPH MBTH MAKCHMANHATA NPENOPBUHTENHA
IHEBHA J103a NpH Xopa Ha Da3a cpaBHEHHWE HA TENleCcHaTa NOBBLPXHOCT.

4.7 EdexTH BbpXy cnocoOHoCcTTA 32 wodupane n pabora ¢ MaluKuuH

MerdopMuH KaTO MOHOTEPANUs HE NPUYUHABA XUMIOTIIMKEMHUS U CNE0BATENHO HE OKa3Ba BAHAHUE
BbLPXY cnocoOHOCTTA 3a WwodupaHe uin pabora ¢ mawnHU. Bunpekun ToBa, naunexHrure Tpabsa na
ObAaT npeaynpeaeHu 3a pUcka OT XUTNIOMMUKEMHUS, KOraTo METQOPMUH Ce KW3Mon3sa B KOMOHHaUHUA ¢
Apyrv aHTUAHA0ETHH NeKapCTBEHH NPOAYKTH (Hanpumep CynGoHWIypPeHHH NPOAYKTH, HHCYJIMH WU
MCTJIMTHHHAAU).

4.8 Hexenatu JekapcTBeHH PeAKIIHH

[Ipu 3anouBaHEe Ha JIEHEHHETO HAH-YECTHTE HEXKETaHH PEaKLMU Ca rajicHe, MNOBpPBbUAHE, JHapHA,
kopemHa Gonka M 3aryba Ha aneTuT, KOHTO B NOBEYETO CNy4aH OTLUYMABAT CMIOHTaHHO. 3a
NpeAOTBPaTABAHETC UM CE NpenopbYBa METPOPMHH J1a CE MPUEMa Ha 2 UITH 3 ZHEBHH JO03H U
NOCTETNICHHO YBEIIHYAaBaHE Ha JIO3UTE.

[lo Bpeme Ha NeyeHHE ¢ METPOPMHUH MOraT a ¢ NOARAT CAECAHHTE HEXeNaHU peakunH. HecroTara um
ce OTpeae)is KakTo cneasa: MHoOro uectH (=1 / 10), uectu (=1 / 100 no <1/10), Heuectu (=1/1 000 go
<1/100), peaxn (=1 /10 000 ao <1/ 1 000), mHoro peaxu (<1/10 000), ¢ Hen3BecTHa YecTOoTa (OT
HaAMHYHHATE JaHHH He MOXKe Aa ObAe HanpaBeHa oueHKa). [1pu BCako rpyndpaHe no yecrora
HEeXKEJIaHUTE PeaKLMH ca NPEACTAaBEHH B P Ha HaMaNABaHE Ha TAXHATa CEPHO3HOCT.

Hapyiiieuus Ha MeTabonn3Ma U XpaHEHETO
Hecmu
Hamanasaue/ neduudt Ha Butamud B12 (BrkTe TOuka 4.4)

Mnuozo pedxu
JlakraTHa auuao3a (BHXTe TOUKA 4.4)




HapyliueHHs Ha HEpBHAaTa CHCTEMa
Yecmu
[Tpomenu BbB BKyca.

CTOMALIHO-YPEBHU HAPYLIEHHS

Mmuoeco wvecmu

CToMallHO-4peBHH HAPYLIEHHA KATO rajeHe, NoBpbllaHe, AMapua, kopemHa Oonka v 3aryba Ha
aneTHT. Te3n HeXENaHU peakliMy Ce NPOABABAT HAN-4ECTO NPH 3aM04YBaHE Ha NEYCHUETO H OTMHUHABAT
CTIOHTAHHO B MOBEYETO ¢/IyYan. 3a Ja ce NpeaoTBpaTAT ¢e npenopbusa METGOPMHH A4 C€ NpHEMa Ha
2 UnY 3 JHEBHH [03H 110 BpeMeE Ha WM cnel XxpaHeHe. [locTeneHHOTO yBeMuaBaHe Ha 103aTa MOXKE
CbHLUO A2 NOAOOPH CTOMALUHO-YPEBHATA MOHOCHMOCT.

XenaToOUIHapHH HapylLUEHHS

Mnoco peoxku

EayHuuHK ¢bodlueHns 3a aHOMAJIMM B UePHOAPOOHHUTE H3CIIeABAHUA WAH XENATHT, KOUTO
MpeMUHaBaT C/ICA NMPEYCTAHOBABAHETO HA JIEYEHUETO ¢ MET(POPMHH.

HapylueHusa Ha KOXKaTa U MMOAKOKHATA ThKaH
Mnuoeo peoxu
KoxxH# peakun KaTo epUTeMa, NMpypUTYC, YPTHKApHA.

[leanaTpryHa nonynaums

HexxenaHure nekapcTBEHH peakLMU OT NYDAHKAUKY U MOCTMAPKETHHIOBH H3TOYHHIM, KAKTO H OT
KOHTPOJIMPAHH KIIHHHYHH NPOYUYBAHUA NPU OrpaHUYEHa NeanaTpuiHa nonyaauus Ha sb3pact 10-16
FOAWHH, JEKYBaHa B MpOoJbikeHUE Ha | roauHa, JOKIaABAHETO HA HEXKENAHH peakUHUH € CXOAHO NOo
XapaKTep U TEKECT ¢ TOBA, ChOOLUEHO NPH BB3PACTHH.

CbobuiapaHe Ha NOI03UPAHN HEXKENAHH pEeaKLIuU

CrbobuiaBaHeTo Ha MOJO3INPAHH HEXEJIaHH PeakLUM CAEA pa3pellaBaHe 3a ynorpeba Ha JiekapCTBEHUS
NPOAYKT € BaXKHO. ToBa NO3BOJIABA /ia MPOABKH HAOMOAEHHETO HA CHOTHOLLEHHUETO 110133/ PHCK 32
NneKapcTBEHUA NPoAYKT. OT MEAULIMHCKUTE CMEIHAIMCTH C€ H3HCKBA Aa cboOulaBar BCsiKa NOJ03UpaHa
HeXeNlaHa peakLlMa Ype3 HallHOHATHATAa CHCTEMA 33 ChOoOLLIaBaHe:

H3nbnHuTENnHa areHuys no neKkapcTpaTa

yi. ,,JdJaman 'pyeB” Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yeOcaiiT: www.bda.bg

4.9 Ilpeao3upane

XHNOrnuKeMHs He € HabnioapaHa nNpy A03M Ha MeTQOPMHUH XHIPOXNOpHA 10 83 g, BENPEKH Ye NpH
TakMBa OOCTOATENCTBA € HACTHLITHIA J1aKTaTHa aunao3a. Bucokoto nmpenosupaHe Ha METHOPMHH WIH
CHITBTCTBALLWTE PUCKOBH (PaKkTOpHU MOTaT aa JoBeaaT A0 NaKTaTHa auMaosa. JlakraTHarta aunaosa e
CMELWHO CbCTOAHUE U TPaOBa na ce nexysa B bonnuua. Hali-epekTHBHUAT METO 3a OTCTpaHABAaHE Ha
JaKTaT U MeTGOPMUH € XeMOouanK3ara.

5. ®APMAKOJIOTHYHH CBOMUCTBA
5.1 ®PapMakoIHHAMHYHH CBOHCTBA

QapMakoTepaneBTHYHA rpyna: JlekapcTBeHH NPOAYKTH, NOHH)KABALLKM HHBOTO Ha
U3KJTIOUEHHE Ha HHCYJIWHM, bureanuam, ATC kon: A10BAOQ2,

MexaHH3BM Ha JEHCTRHE




MetdopMub e GUrsaHua ¢ aHTUXHIEPTIHKEMUYHH €deKTH BbpXYy 0a3anHara U NOCTNpaHaHalHaTa
XHNEPrinkeMusa. TOH He CTUMYIUPA HHCYNUHOBATA CEKPELLUs, 3aTOBA HE NPEAU3BHKBA
XHIMOTJIMKEMUS.

MerdopMHH HamanaBa 0a3a1HATA XMNEPUHCYJIMHEMHR H B KOMOMHAUMA C HHCYNHH HamManasa
HY>K2aTa OT UHCYJIHH.

MeTdopMHH NMPOSBABA CBOR AHTUXHUNEPTIKKEMUUEH €DeKT Ype3 MHOXKECTBO MEXAHU3MMU:
MeTdopMuH HaMansBa NPOAYKUMATA HA CAKOKO3a B YepHUs ApoO.

MerdopMuH ynecHaBa nepndepHOTO YCBOABAHE W U3MNON3BAHE HA I1KOKO3a, OTHACTH Ype3
YBEJIM4YABAHE HA HHCYJIHHOBOTO ACHCTBHE.

MetdopMuH 3acara merabonn3Ma Ha rnioKo3a B uepBara: Y CBOABAHETO OT KpbBoOOpalleHUETO ce
yBeaMuaBa, a abcopbuuara oT xpaHaTa Hamanaea. JJombIHUTETHH MEXaHU3MH Ha NEHCTBHE B YepBaTa
BKJIIOYBAT YBENHYAB3HE HA OCBOOOKAaBaHeTO Ha ratokaronononode nenrun 1 (GLP-1) u
HaMalgBaHE Ha pe3opOuuaTa Ha HKITBUMHH KHCENTUHU. MeTdopMUH npoMeHs MHKpOoOHOMA Ha 4YepBaTa.

MetdopMUH MOXeE Ja NOACOPH NMNUAHHKA NPodun NPH HHAMBHUAH C XHNEPraAKKEMHA.

B k1uHHYHK npoyyBaHHA ynotpebara Ha METGOPMHH C€ CBBLP3BA WIH CbC CTAbWIHO TENECHO Terno,
KM ¢ YMepeHa 3aryba Ha Terno.

MeTdopMUH € aKTHBATOP HAa aAeHO3MH MoHogocdaT-npoTedH-kuHaza (AMPK) n noeuwasa
TPAHCNOPTHHS KaNalMTET HA BCUUYKH BUAOBE MeMOpaHHH rioxo3HKn Tpancnoptrepu (GLUTS).

KnnHu4yHa epeKTHBHOCT

[TpocnekTHBHOTO panaomuzvpaHo npoyusaHe (UKPDS) ycraHoBH abarocpouHara noasa ot
MHTEH3HBHHR KOHTPOJ Ha KPbBHATA 3aXap MNpH Bb3pacTHU NauveHTH ¢ auaber Thm 2.

AHanu3LT HA PE3YNTATUTE NMPH NALKMEHTH ¢ HAAHOPMEHO TEIO, NEKYBAaHH ¢ METQOPMHH ClIEA KAaTo
0e3 ycnex € npujiokeHa caMmo Auera, noKasa:

- 3HAUYHMTEJIHO NMOHWXKABAHE HA a0COMIOTHHS PUCK OT BCAKO CBBP3AHO C NUADET YCIOKHEHHE B
rpynata Ha MeThQopMHH (29,8 crouTHa/ 1000 nauMeHT-roAMHH) COpsMO NALHEHTH CaMO Ha
auerta (43,3 cuburua/ 1000 nauueHT-rogunn), p = 0,0023 u B cpaBHEHHE ¢ KOMOUHHPAHHTE
rpyny Ha cygOHUNYPERHHU JlekapcTBa U MOHOTEepanus ¢ HHCYAHH (40,1 cebutna/ 1000
nauueHT-roguydn), p = 0,0034;

- 3HAYMTEJIHO NOHWXABaHE Ha abCOMOTHHA PHCK OT CBBP3aHa ¢ AHA0ET CMBPTHOCT:
methopmun 7,5 cuOuTna / 1000 nauyent-roanHm, camo auera 12,7 cuburua/ 1000 naumeHT-
roauHu, p = 0,017;

- 3HAYHMTENHO NOHHXKEHHE Ha aDCONKOTHHA PUCK OT 00113 CMBPTHOCT: METHOPMHH 13,5
crOuTHa/ 1000 naumeHT-roannn cnpamo camo auera 20,6 cvbutha/ 1000 nauneHT-roguHy (p
=0,011) u B cpaBHeHHE ¢ KOMOHHHPAHUTE IPYINH HA CYNPOHUNYPEHHH JIeKapCcTBa H
MOHOTEpanua ¢ HHCYJIHH 18,9 cubuTua/ 1000 naunenr-roguny (p = 0,021);

- 3HAYMTENHO HaMansBaHe Ha a0COMIIOTHHUA PUCK OT MH(APKT Ha MHOKapaa: MeThopMHUH 11
cbvOuTua/ 1000 naunent-roanny, camo adera 18 cvburna/ 1000 nauneHt-roagunu (p = 0,01).

He ca HabnronasaHy KAHHHWYHH NOJI3H NPH U3NON3BAHE HA METQPOPMMH KATO BTOPA JIKHHA HA JICYCHHE
npu KOMOHHaUKA cbe CyndoHHnypes.

KoMOuHauuata ot MeTOpMHH H MHCYAHH € OMNa U3NoN3BaHa NpH H3OpaHH NaUUEHTH ¢ AHadeT THI
1, HO KITHHMYHATA NION3a OT Ta3H KOMOHHALHUA HE € KAaTErOpHUHO YCTaHOBEHA.

[TenuaTpuyHa nonynauus @«w Mo
KOHTpOAMPaHHUTE KIIMHHYHHM MPOYYBAHMA NIPH OFPaHH4YEHA NEAHATPUYEHA MONYH i ﬂ’ DAL
16 roaMHY, NEKyBaHH B NPOABIDKEHHE Ha | roaMHa, NOKA3BaT CXOAEH OTroBOY/RETH ke AL A
KOHTPOJI HA TO3M, HAOIIONaBaH NPH BBH3PACTHH. ? i, <%

5.2 PapMaKoKHHEeTHYHH CBOHCTBA \



Abcopbuus

Cnen nepopaneH npueM Ha Ta0neTka METPOPMHHOB XHUAPOXJIOPHI, MAKCHMAJIHATa MJla3MEHa
KoHUeHTpauua (Cmax) ce AocTHra 3a npudAU3IKTENHO 2,5 yaca (tmax). AbcontoTHaTa OHOHATTHYHOCT
Ha 500 mg win 850 mg MeTdhopmuHOB xuapoxnopua € npudamnsurearo 50-60% npu 3apaeu xopa.
Cnen nepopaneH NpHeM, HEYCBOEHaTa ¢paxiivg, oTkpura BbB dekanunte € 20-30%.Cnen nepopanHo
npunoxeHue abcopbuuara Ha METPOPMHH € HaCUTEHA U HenbJaHa. [Ipeanonara ce, ue
dapMakoKHHETHKATa Ha abcopbumnara Ha MeTHOPMHUH € HETHHEHHA.

[1pu npenopbUUTENHHATE A03U U CXEMH HA JO3UpaHE HA METHOPMHH, CTALIMOHAPHHTE TU1A3MEHH
KOHLICHTPAaUMH C€ JOCTHraT B paMKuTe Ha 24 no 48 yaca U 0OUKHOBEHO ca No-HMCcKH oT | pg/ ml. [pu
KOHTPOJHPaHH KIIMHHYHU MPOYYBRAHHA MAKCHMAIHUTE NJa3MEHH HHBA HA MeTGopMHH (Cmax) He
HaABMLUABAT 5 ug/ ml, 10pH NpU MaKCUMATIHH JO3H.

XpaHaTa HaMalIsaBa CTENEHTAa U J1eko 3abaes abcopbuuara Ha MeTdhopMHH. Cnea nepopaiHo
npuwioxkeHue Ha Tabnetka or 850 mg ce HabnoaaBat 40% no-HUCHK MUK Ha M1a3MeHaTa
KOHUEHTpauus, 25% HamaneHue Ha AUC (utoul noa KpUBaTa) 4 yab/KaBaHe ¢ 35 MMHYTH Ha
BPEMETO 10 NHKA Ha IU1a3MeHaTa KOHUeHTpauMa. KNHHUYHOTO 3HaYyeHHEe Ha T€3W OTKPHTHSA HE €
M3BECTHO.

PaznpenpeneHue
CBBP3BAHETO C [U1a3MEHUTE NPOTEUHH € HE3HAYMTENTHO. MeTPOopMUH ce paznpencns B €pHTPOLUTHTE.

[IMKBT B KPBBTA € NO-HUCBK OT IU1a3MEHUA MUK Y ce NOABABRA NPHOIH3UTEIHO 10 eJHO U CBLIO BpeMe.
YepBeHHTE KPBbBHH KIIETKH HaH-BEPOATHO NpeACTaBIARAT BTOPHUHO paslipeleieHHeE.
Cpennusar obem Ha pasnpeaeneHue (Vd) sapupa mexay 63-276 1.

buotpancdopmalius
MeTOopMHUH Ce eKCKpeTHpa HenpoMeHeH B ypHHaTa. He ca yctanosenn metabonutu npH xopa.

EneMuHUpaHe

brOpedHUaT Winpuhie Ha MeThopmuH € >400 ml/ min, koeTo nokazpa, ye METGOPMHUHDBT CE
€NUMHHUPA upe3 raoMepyiHa ¢untpauns v TyOynHa cekpeuus. Cnea nepopaneH NnpHeM, BUIHUAT
KpacH eJIMMHHALUOHEH MOMYXKHBOT € npubnuznTtenno 6,5 yaca.Korato 6n0peunara pyHkums €
HapyLleHa, ObOPEYHUAT KIMPBHC €& HAMAIABA MPONOPLIMOHANHO HA KpeaTUHUHA W MopajJiv TOBa
EJIMMHHALHOHHHAT IMOJIYXXHBOT C€ YABIXKABA, KOETO BOJAH A0 NOBHILUEHH HUBA HA METGOPMUH B
[uiazmara.

XapaKTEPHUCTHUKH MPH CNELHANHU TPYINH AUHEHTH

bvbpeuno yepeacoane

HanuuHuTe NaHHU NPH MaLMEHTH ¢ yMepeHa 61L0petHa HEAOCTATBUHOCT €A OCKBAHH H HE MOXKE Aa Ce
HaNparRH HaJEKAHA OLICHKA HA CUCTEMHATA €KCNO3ULUA Ha MeTGOPMHH B Ta3M MOArpyna B CpaBHEHHE
¢ Ml ¢ HopManHa 0L0peuHa pyHkuMa. CnenoBaTeslHO, KOPEKLHATA Ha Ao3aTa Tpadea jaa ce
M3BBLPLIH Bb3 OCHOBE Ha ChOOpaXKEHUA 3a KIMHHYHA e(PUKACHOCT/ TIOHOCHUMOCT (BHXKTE TOuYKa 4.2).

Heouampuuna nonysayun
Hzcneosane npu eonoxpamua 0o3a. OapMakOKHHETHUHHAT Npodui NpH Aeua, NMOJYy4YHWIH eHOKpaTHa
no3a ot 500 mg MeTQOPMHHOB XHUAPOXJIOPHA € NoAoOEeH Ha TO3U NPH 3APABU BL3PACTHH.

Hzcnreosane npu muozokpamuo oozupane:. JJaHHNTe ca OrpaHMUeHH A0 eaHo npoyusaHe. Cren
NPUNOXKEHHEe Ha 103a oT 500 mg aBa NbTH AHEBHO B NMPOABLIKEHHE HA 7 AHU NpH NEIHATPHUHH
MaltMEHTH, MaKCHMaJtHaTa ra3meHa koHueHrpauud (Cmax) u cuctemuara exkcnosuuus (AUCO-t) ca
HaMaseHHu CbLOTBETHO ¢ 33% u 40%, B cpaBHeHHE ¢ BL3PACTHH ¢ AHabeT, KOMTO ca NoyuaR
oT 500 mg ABa MbTH AHEBHO B NpOAbIKEHUE HA 14 aHU. Te3u pe3yaTaTH ca ¢ orpaHuue
3HAYCHUE, Thit KATO J03aTa C€ THTPHpAa HHAWBHAYAJHO Ha 6a3aTa Ha MNTHKEMHUYHHS KO

5.3 IIpeaAknHHHYHH AAHHH 33 fe30MacHOCT



[IpeaknMHUYHKTE JAHHHW, OCHOBABAUIH C€ Ha KOHBEHLIHOHA/THY NMPOYYBaHUsA 3a O€30MacHoCT,
¢apMakoJiorus, TOKCHYHOCT MPH MHOFOKPAaTHO J03HpaHe, FeHOTOKCHYHOCT, KAHLIEPOreHeH
MOTEHIUAN K PENMPOAYKTHBHA TOKCHYHOCT, HE MOKa3BaT 0COOEH PUCK NIPH Xopa.

6. OPAPMAIHEBTHYHHA JAHHH
6.1 CnHCLK HA MOMOLIHHTE BellleCcTBA

CobplLieBHHA HA TabneTkara:
KpockapMenosa HaTpUH
[loBnpon K 30

Llenynosa, MUKpOKpuUcTanHa
MarHe3ues cTeapar

(QOBuBKa Ha TabneTkara:
500 mg u 1000 mg
[Tonu(BrHU ankoxon)
TutanoB quokeua (E171)
Makporomnu

Tank

850 mg

XKenezen okcun xwat (E172)

[loan(BUHKUA aNKOX0N)

Turanos anokcua (E171)

Maxporonu

Tank

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok nHa rognoct

3 ronuHH

6,4 CnennanHH YyCJI0BHA HA CbXPaHEHHE
To3n NekapcTBEH NPOAYKT HE UIHCKBA CNIELIHAJIHH YCIIOBHA HA ChbXPAHEHHE.

6.5 Buau cuabpkaHHe HA ONIAKOBKATA

500 mg Tabnerku:

9,20, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 200, 500, 600 vunn 1000 TabneTkH, ONakoBaHH B
baucrepu (PVC-anyMuHuii)

He BcHuku BUAOBE ONakOoBKHA MOTaT 4a ObJaT MycHaTH Ha nasapa.

850 mg u 1000 mg TabneTkwu:

8,9, 10, 14, 20, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 300, 600 unu 1000 Tabner
onucrepn (PVC-anyMrHHit)

He BCHYKH BUAOBE ONTAKOBKM MOrar aa ObJaT MycHATH Ha nasapa.
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6.6 ChnennanHn NpeANaA3AH MEPKH NPH H3XBBPJIAHE

Heu3noasBaHUAT JEKApCTBEH MPOAYKT WX OTNAALUYHUTE MaTEPHATH OT HEro TpAOBa 1a ce W3XBBLPAAT
B CbOTBETCTBHE C MECTHHUTE N3HCKBAHHA.

7. INIPUTEXATEJI HA PASPELIEHUETO 3A YIIOTPEBA

Medochemie Ltd.
1-10 Constantinoupoleos Str., 3011 Limassol, Knunbp

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

500 mg:
Per. Ne: 20210119

830 mg:
Per. Ne: 20210120

1000 mg:
Per. Ne: 20210121
9. JIATA HA ITBPBO PAZPEIIABAHE/ HOTHOBSABAHE HA PAZPEIIIEHHUETO 3A

YINIOTPEDBA

Jara Ha mbpBo paspewasane: 20 mai 2021 r.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

07/2024

11



