KPATKA XAPAKTEPUCTUKA HA IMTPOAYKTA

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Metdoaunabd 500 mg dunmupanm tabnerku

Metfodiab 500 mg film-coated tablets ; LY « _3 O u,,z
3T L6 /,2 ,r_

Metdoaunad 850 mg puamupanu TabsieTkH

Metfodiab 850 mg film-coated tablets 6 732 - > .Z 0 -12- 201

Metdoauabd 1 000 mg punmupanu TabneTku
Metfodiab 1 000 mg film-coated tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Besika mnmupana tabnerka 500 mg ecbabpxka S00 mg merpopMuHOB Xuapoxiaopua (metformin
hydrochloride), cvoTBercTBall Ha 390 mg meTGopMHH.

Besika ¢punmupana tabnerka 850 mg cvabpika 850 mg merdopmunoB xuapoxnopua (metformin
hydrochloride), cboTBeTcTBaIl Ha 662,9 mg meTpopmuH.

Beska ¢punmupana tabnerka 1 000 mg cuabpxka 1 000 mg merpopmunoB Xuapoxsopua (metformin
hydrochloride). cborBeTcTBaI Ha 780 mg MeT(hOpMHUH.

3a 1MbJIHKUSA CITUCHK HA NMOMOIIIHHUTE BElLlECTBA BHKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupanm TabaeTKH

Metdoaunad 500 mg duamupanu TabiaeTku
bsina 10 nourw 6s1a, npoasarosara puimupana tabnerTka, o3HayeHa ¢ ,,93* ot eHara cTpaHa u ,,48"

OT Apyrara, ¢ npuOIu3uTeNIHU pazmepu: 15 mm x 8§ mm.

Metdoaunad 850 mg puamupanu TabieTku
bsana 10 noutu 6s1a, npoabiarosara ¢puimupana tadieTka, o3HavyeHa ¢ ,,.93" or eaHara crpaHa v ,.49"

OT aApyrara, ¢ npubausuTesHn pazmepu: 18 mm x 9 mm.

Metdoaunad 1000 mg dunmupanu TabieTku
bsna 10 nourwn 6sna, npoasarosara puamMupaHa TabneTka, 03HayeHa OT €/lHaTa cTpaHa ¢ ,,9* oTaBo

W ,,3° OTAACHO Ha JIeJIMTEIHATA YepTa W OT Jpyrarta cTpaHa cbe ,,/2" o1/1saBO M ,,14" oTaAsacHO Ha
JieJIMTe/IHaTa YepTa, ¢ nNpuou3uTeIHu pasmepu: 19 mm x 9 mm.

JlenuTenHaTa yepTa € caMo 3a YJIeCHABAHE Ha CUYMBAHETO C LI M0-JIECHO I'bJITAHE, a HE 3a pa3/ie/isiHe
Ha paBHH J103H.

4. KIUMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHHA

Jleyenue Ha 3axapen auadert TN 2, 0COOEHO NPH NALMEHTH C HATHOPMEHO TETJIO,
aueTa v (pu3nyecKka akTMBHOCT HE MOXKE /1a C€ MOCTUIHE a/IEKBATEH ITHKEMHYEH KO

. " . " } ) .-'
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e [lpu BB3pacTHU, MeTGOPMHUH PHIMHPaHH TAONETKH MOXKe Aa C€ W3M0/13Ba KaTO MOHOTEpAIHa
WIH B KOMOHHALMS ¢ IPYTH MEPOPATHHA NPOTUBOAUAOETHH JIEKaApCTBEHH NMPOAYKTH HIIH €
HHCYJIHH.

e [lpwu deua ot 10-roauliiHa BB3PacT U IOHOLIH, METGOPMHH MOXKE A3 C€ H3MO/I3BA KaTO
MOHOTEpaIM1sa Wik B KOMOMHALMA ¢ HHCYJIHH.

[Ipy 8B3PacTHHM NALKEHTH ¢ HAAHOPMEHO TEIJIO Y AHA6ET THH 2, IEKYBa&HH C METHOPMHH KaTo
Tepanus oT ITbpPBa JIMHUA CIEA HEYCMeX Ha AUeTaTa, ce HabmoaBa HaMangBaHe Ha AHaOETHHTE
ycJI0KHEHHA (BXK. TOUKa 5.1).

4.2 JIo3HpOBKA H HAYHH HA NPHJICKEHHE

J103UpoBKa

| Bw3pacmnu ¢ nopmanna 6vbpeuna pynkyus (GFR> 90 mi/min)

Monomepanus u KOMOURUPAHO Neverue ¢ Opy2u NepPopanku npomueoouabemnu cpedcmea

° O6uuaiinata HayanHa no3a ¢ 500 mg wim 850 mg MeTdopMUHOB XHAPOXNOPHA 2 WK 3 NbLTH
JHEBHO MO BpeMe Ha XpaHECHE WM CTiel TOBA.

. Cnen 10 no 15 aum nosara TpabBa Aa ce KOPUIHPa Bb3 OCHOBA HA IMOKA3aTe/IMTE Ha IIIOKO3aTa
B KpbBTa. BaBHOTO NOBHIIABAHE Ha J03aTa MOXE 1a NOJOOPH CTOMALIHO-YPeBHATA
NMOHOCHMOCT.

e  [lpr nauMeHTH, KOWTO NpUEMAT BUCOKA 1032 MET(HOPMHHOB XHAPOXJOPHA (2 110 3 g NHEBHO) €

Bb3MOXKHO fa ce 3amecTaT ase ¢unmupanu tabnetku Mergoanad 500 mg c eana puamupana
tabnetka Merdoauab 1 000 mg.

. MakcumanHarta npenopeUHTENHa 1032 METGOPMHHOB XHAPOXIOpHA € 3 g HEEHO,
pasnpeaeneHa Ha TPH MpHEMa.
° AKO ce I1aHUpa NpeMHHaBaHe OT JIpYr nepopaneH NPOTHBOAKAOETEH IEKAPCTBEH NPOLYKT KbM

MeTGOPMHH: MPHUEMBT Ha APYTUA JIEKAPCTBEH npo,uym ce MpeKpaTaBa H Ce 3aro4Ba NPHEM Ha
MerdJopMHH B FOPENOCOYEHUTE SO3H.

Kombunayun ¢ uncynun

Bu3moxHa e ynorpebara Ha MeThOPMHH W HHCYJIMH B KOMOHHHpPaHa Tepanus 3a NOCTHIaHe Ha No-
RO6BP KOHTPOJ BLPXY KpbBHaTa 3axap. MeT(opMHHOB XMAPOXIOPH] C€ npuara B oOHYakHaTa
HauanHa no3a ot 500 mg nin 850 mg 2 wnu 3 MbTH AHEBHO, a RO3HPOBKAaTa Ha HHCYJIHHA Ce onpeaens
Bb3 OCHOBa Ha NOKA3aTE/IHTE Ha KPbBHATa 3axap.

Hayuenmu 8 cmapuecka gvipacm

Toit KaTO NPpH NalMEHTH B cTapuecka Bb3pacT 6b6peunara PyHKUNA MOKE Aa Oble HamaneHa, no3ara
Ha MeTdopMHH TpaGBa aa ce onpeaens Bb3 OCHOBa Ha 6bOpeynara pynxuus. Heobxonumo € penosHo
1a ce uscaeapa 6u6peuHata PyHkuns (Bxk. Touka 4.4).

bvbpeuno yepexcoane

Mpeau 3anousaHe Ha ieUeHHe C NPOAYKTH, ChAbPKALLH METPOPMHH, a CJIEA TOBA - NMOHE BEAHBXK
rogHLIHO, TPAOBa Aa ce HanpaeH oucHka Ha GFR cToiiHocTHTe. I1pK NaLeHTH C NOBHILEH PUCK OT
O-HATATBIUHO NPOrpecHpaHe Ha GLOpEYHO YBpEKAaHE M NMPH NALMEHTH B CTapyecKa BL3pacT Tpadea
Mo-4eCTO Aa ce NMPaBK OUeHKa Ha ObOpeyHaTa QyHKIMA, HAaNPUMEpP Ha BCekH 3-6 Mecela.
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GFR OO01a MakcHMaliHa AHeBHa HomeAHUTENHH CHOOPAKEHHA
ml/min | no3a (na ce pazaenu Ha
2-3 IHEBHH NO3H)

60-89 | 3 000 mg Moxe na ce 0OMHCIY NMOHIKABAHE Ha ]103aTa BLB
Bpb3Ka ¢ HamaIsiBaHeTo Ha 6b0peuHara GpyHkuus.

45-59 | 2000 mg DaKTOPUTE, KOUTO MOTAT 2 YBEJAHYAT PHCKA OT
JAKTaTHa auMac3a (BxK. Todka 4.4) tpabpa na 6vaar
npepa3raeaHy, NpeaH Aa ¢ 0OMHUC/IH 3aM04YBAHETO Ha
JedyeHue ¢ METhOPMHH.

Hauyanuara no3a e Hal-MHOro NOJIOBHHATA OT
MaKCHMaJTHaTa 034a.

30-44 | 1 000 mg

<30 - ' MeTtdopMHH € POTHBONOKa3aH

[leouampuvna nonyrayus
Monomepanus u komMbuHupana mepanus ¢ UHCYAuH

. MeTtdopMHH MOXKe Aa e M3NoJ3Ba npu aeua ot 10-roauiHa Bs3pacT y NpH IOHOLLH.

. O6uuaiinata navanHa no3a e 500 mg unn 850 mg MeThOpMHUHOB XHAPOXIIOPU BEAHBK
IHEBHO, MPWIaraHa 1o BpeMe Ha WIH ClieJl XpaHeHe.

Cnen 10-15 guu no3ara Tpabea aa ce Kopurupa Bb3 OCHOBA Ha MOKa3aTe/HTe Ha KpbBHATA 3axap.
basHOTO MoBMIIIABAHE HA JA03aTa MOXKE Ja noaAcdpH CTOMAaLHO-YPEBHATa MOHOCUMOCT.
MakcHMaiHaTa NpenopbhYUTENIHA 10332 METHOPMHHOB XHAPOXIIOPHA € 2 g THEeBHO, pa3fiesieHa B 2 WiH
3 npuema.

Ha4uH Ha NpWIOXKEHHE
[TepopanHo npuUinoXeHHe.

4.3 IIporHBONOKA3AHHA

. CBpbXUYBCTBHTENHOCT KbM MET(HOPMHH HIIH KbM HAKOE OT NMOMOLIHHUTE BELLECTBA, H3OPOEHHU B
TOUKAa 6.1;
Bceku Tvn ocTpa MeTabondTHAa auMao3a (KaTo JJakTaTHa aunao3a, AvadeTHa keToauunosa);

HuaberHa npexkomMa;

Texxka 6b6peuna HepocratrunocT (GFR <30 ml/min);

OCTpH CBCTOAHHSA, KOMTO MOTAT [a OKAXAaT BIIMAHUE BBpXY OBOpeuHaTa pyHKLM, KaTO:

JeXHApaTaluKs, TeXXKa HHpeKUHs, LIOK;

. 3abosisBaHe, KOETO MOXE [a NpedH3BHKAa ThKAHHA XHNOKCHA {0cobeHOo ocTpo 3abonaBaHe WM
BJIOLIABAHE HA XPOHUYHO 3a00nsBaHe) KaTo: AEKOMINIEHCHpaHa ChpACUHa HEROCTATBYHOCT,
AHXaTe/lHa HEAOCTATBHHOCT, HACKOPO NPETHLPIIAH MUOKAPIIeH UH(PAPKT, LWOK;

. UepHoapoOHa HEAOCTATHHHOCT, OCTPA AfIKOXOJIHA HHTOKCHKALUS, AJTKOXO/IHIBM.

44 Chnennajnu npeaynpexieHus H NpeAna3sHd MepKH NpH ynorpeba

JlakTaTHa auMpo3a

JlakTaTHaTa alKa03a € MHOTO PAAKO, HO CEPHO3HO MEeTaDONIMTHO YCNOXHEHHE, HAl-4eCTO HACTHIBa
Mpy OCTPO BIowwasaHe Ha OvOpeuHaTa QyHKUHUA, KapaAHO-pecnHpaTopHo 3abonaBa ‘
HatpyneaneTo Ha MeT()OPMHH HacTLNBA MPH OCTPO BIOLIABaHE Ha OBOpeyna
YBE/IM4ABa PHCKA OT JJAKTaTHA auMA03a. |

B cayuaii Ha nexuaparanus (Texxka AMapus HWiIM NOBPBLUIAHE, TPECKAa WK Ha
TEYHOCTH) TpaOBa BPEMEHHO 1A CE CNpe NPUEMBT Ha METHOPMUH H € npeno
YCTAHOBH BPb3Ka C MEAHUHHCKH CMEUHAIHCT.
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[IpHeMBLT Ha NEKAPCTBEHH MTPOAYKTH, KOWTO MOT'aT OCTpO Aa yBpeaaT 6b0peunara dyHxkuma (karo
AHTUXHNEepTEeH3HBHH cpeacTBa, auypeTtuuy U HCTIBC) Tpabea ga ce 3anouHe ¢ NOBULIECHO BHUMaHHe
MpH NALMEHTH, JIEKYBaHHA ¢ METHOPMHUH. [Ipyru pucKoBH (paKTOPH 3a NaKTaTHA auua03a ca
MPEKOMEPEH MPHEM Ha AJIKOXOJ1, YepHOAPOOHA HEOCTATLYHOCT, HEAOCTATHYHO KOHTPONMpPaH auader,
KETO03a, IPOAB/DKHUTEIHO I7IaJlyBaHe H BCAKAKBH CbCTOAHHA, CBbP3aHH C XHIOKCHA, KaKTO H
eAHOBpeMeHHaTa ynoTpeba Ha JIeKapCTBEHH NMPOAYKTH, KOUTO MOTaT Aa NPUUMHAT JIaKTaTHA auuao3a
(BXK. TOUKH 4.3 H 4.5).

[TaunexHTHTe WHnu BonHornenaunre Tpadsa na 6bJaT HHPOPMHPAHH 3a PHCKA OT JIAKTATHA alUa03a.
JlakTaTHATa aLMAO3a Ce XapaKTepH3Hpa ¢ aL|03Ha AHCITHES, KOpeMHa 60/1Ka, MyCKYJIHH KpaMIH,
ACTEHHS W XMMOTEPMHA, NOCIEABAHH OT KoMa. B cnyuail Ha CbMHEHHE 33 CHMMTOMH NALMECHTHT
TpsbBa fa crpe pUeMa Ha METQOPMHH H He3abaBHO J1a NOTHPCH JIEKAPCKa NOMOLL. JJHarHOCTHYHHTE
naGopaTopHH HaXOAKH ca NMoHWxkeHO pH Ha kpbBTa (<7,35), MOBHILEHHU HHBA Ha TUTA3MEHHUA JIAKTAT .
(>5 mmol/l) 1 NoBHILIEHA AHUOHHA Pa3/IMKa U CHOTHOLLEHHE IAKTAT/TIUPYBAT.

brOpeuna gyHkuma

[lpeau 3anouBaHe Ha JICUEHUETO U PEOOBHO ¢ieA TOBA TpaOBa Ja ce NpaBH OLICHKA HA CTOHHOCTHTE Ha
GFR, Bx. Touka 4.2. MeTrdopMuH e npotuBonokasaH npu nauueHTH ¢ GFR <30 ml/Mun 1 Tpabea na
Obae BpeMEHHO CNPAH NPH HaJIHYHe Ha ChCTOAHHUA, KOMTO NpoMeHAT ObpOpeuHaTa PpyHKUHA (BK.
TO4Ka 4.3). -

CobpacuHa QyHKUHS

[TauueHTH cbe ChpAcYHA HEAOCTATHYHOCT ¢a B MO-TOAAM PHCK OT XHMNOKCHS U OLOpeuHa
HepoctTaTbuyHOCT. [IpH nauMeHTH cbe cTabWIHA XPOHHYHA HEAOCTATHYHOCT METQOPMHH MOXE Aa ce
M3M0J3Ba NPHU PeAOBHO NpocaeasBaHe Ha chbpacyHaTa M Ob0peunara ¢QyHKIMA.

[Ipy nauHeHTH ¢ O0CTpa U HeCTaOWIHA CHPACYHA KEAOCTATHUHOCT METHOPMHH € NPOTHBONIOKA3aH (BK.
TouKa 4.3). |

[ipunoxeHue Ha HOAMPAHH KOHTPACTHH BELIECTBA

BrTpecthaoBOTO NpHioKeHUE HA HOAWPAHHM KOHTPACTHH BELIECTBA MOXE Ja AOBEAE A0 KOHTPACT-
HMHAYLHpaHa HedponaThi, BOACLIA A0 HATPYNBAHETO HA METQOPMHH H MOBHILLIEH PUCK OT JIAKTaTHA

aungosa. MerdopmuH TpaAOBa Aa ce cnpe npeax Wi Mo BpeMe Ha npoueaypara 3a obpasHa
JHArHOCTHKA U He TpsnOBa Jia ce Bb300HOBABA A0 Haii-Manko 48 yaca cnea ToBa, NpH YC/IOBHE Ye

ObOpeyHaTa GpyHKLMA € OLIEHEHA OTHOBO H € YCTaHOBEHO, Y€ € cTabunHa, Bx. Toukd 4.2 U 4.5.

Onepauus

Merdgopmun Tpabsa na ce cnpe no BpeMe Ha onepauMs noj ooina, CNHHANIHA WK eNUAYpajTHa
aHecTesud. JleueHnero Moxe aa Obae Bb300HOBEHO He No-paHo oT 48 yaca cnea onepauuara HiH
BBL300HOBABAHETO HA XPAHEHETO Npe3 yCTaTa, U nNpy ycaosue Ye bbOpeunara ¢yHKuMa € oLeHeHa
OTHOBO M € YCTaAHOBEHO, Y€ € cTabuiHa.

[leanaTpuuHa nonyaauus

He e ycraHoBeH edekT Ha MeTOOPMHH BBPXY pacTexa H mybeprera no BpeMe /
KOHTPOJHPaHHU KJIWHHYHH NPOYYBaHHSA, HO HAMA AaHHH OT NPOALIIKHUTETHH

nyOepTeTHA BL3pacT.
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Jena Ha pb3pacT MekKay 10 u 12 rogunmn

Camo 15 peua Ha Bp3pacT Mexay 10 v 12 roagusy ca OMnH BKIIOYEHH B KOHTPOIYPAHH KIIMHHYHH
MPOYYBAaHKA, MPOBEACHH CpeA JeLa H ioHowY. Brnpeky, ye edukacHocTTa M O€30MacHOCTTa Ha
MeT(OPMHH TPH TE3M Ji€lia HE Ce pa3I4aBaT OT e(PUKACHOCTTA U O€30NacHOCTTa NPH MO-TOJIEMH JeLla
H IOHOIIH, C€ NpenopbuBa 0CO00EHO BHUMAHHUE, KOraTo JIEKAPCTBOTO CE NMPEANUCRa Ha Jeua mexay 10
H 12 rooHHH

Hpyry nperna3Hin MEpKy

Bcevuky nauneHTH TpabBa Aa NpoaL/KAT [a CTa3BaT AWETATa C PEAOBHO pasnpefie/isHe Ha MpHeMa Ha
BLIICXHAPATH Npe3 uenus acH. [launeHTuTe ¢ HaAHOPMEHO TErNo TPAOBa 1a NPOABL/DKAT A3 Cna3Bat
HHCKOKAJIOpH4HA AHeTa.

Heobxoanmo € peoBHO Aa ce NpoBeXAaT 0OH4aiHUTE 1abOPaTOPHH H3CICABAHMA 3a KOHTPOJI Ha
nunabera.

MeTdopMHH MOXe 1a HAMaly CEpPYMHHTE HHBa Ha BUTaMHH B12. PuckbT OT HHCKM HMBA Ha BUTAMUH
B12 ce yBeqnyapa ¢ yBeNHYABAHE HA 803aTa HA METQOPMHH, MPOAL/DKHUTENHOCTTA HA JICUCHHETO
M/WIH MIPH NAaUMEHTH ¢ PUCKOBH (DAKTOPH, 38 KOHTO € H3IBECTHO, Y€ NPHYHHABAT AcPHLMT Ha BHTAMHKH
B12. B ciay4ail Ha cbMHeHHE 3a AedUUMT Ha BUTaMHMH B12 (kaTo aHeMHs WX HeBpONaTHA), TpaGea aa
ce NMpocieasBaT CEpyMHHTE HHBA Ha BUTaAMHH B12. Moxe na ce Hanoxxu nepuoAHYHO NpocieasaBaHe
Ha BUTaMHH B 12 npu naipeHTH ¢ puckoBH (akTopH 3a aepuunTt Ha BHTaMuH B12. Tepanusra ¢
mMeTdhopMHH TpsOBa Na NPOAB/HKH TONKOBA ABLJrQ, KOJKOTO C€ NOHACA U He € NPOTHUBOMNOKAa3aHo, U
NOAXOOALIO KOPHIHpaLLO JieueHHe 3a AeduuuT Ha BUTamuH B12 e ocurypeHo, B CbOTBETCTBUE C
HACTOALIMUTE KIMHWYHM PHLKOBOICTBA.

MoHoTepanuaTa ¢ MeTQPOPMHH HE NPEAN3BHKBA XHITOFTTHKEMMA, HO € HEOOXOAUMO MOBHILEHO
BHUMaHHeE, KOTATO C€ M3MO0/38a B KOMOUHALMA C UHCYJIHH WITH APYTd NEPOPATTHH ONPOTHBOAHAOETHH

cpencTra (Hanp. cyndaHUTypeHHH NPOAYKTH WIH METTIMTHHHIM ).

4.5 BsanMmoaeHcTBHE ¢ APYIH JEKAPCTBEHH APOAYKTH H APYrH GOopMH HA B3aHMOAEHCTBHE

He ce npenopbusa eaHOBpeMeHHa ynoTpeOa c:

Aaxoxon
AJIKOXOTHaTa HHTOKCHKALIMA Ce CBBP3Ba C MOBHILEH PHCK OT JIAKTATHA auuAa03a, 0coDEeHO B CllyuaH Ha

rnaayBaHe, HEJOXPaHBAHE WK Y€PHOAPOOHA HENOCTATLYHOCT.

Hooupanu koumpacmnu éeujecmeq

MetdopmuH TpaOBa 3aAB/DKHTENHO Ja C€ CTIpe NPEAM WK N6 BpeMe Ha npoueaypara 3a odpasHa
AHUarHOCTHKA H He TpAOBa Ja ce Bb30OHOBABA B0 Haii-Manko 48 yaca cnen ToBa, NpH yCNoBUE ye
OBOpeuHaTa pyHKLHA € OLieHeHa OTHOBO H € YCTAHOBEHO, ue € ctabunHa, BX. ToukH 4.2 u 4.4,

Kom6unaunu, n3ucksauiy npeanasHy MEpKH NpH ynorpeda

Hsakou nekapcTseHH NPOAYKTH MOIaT jia Ce OTPa3AaT HeOnaronpuaTHO Ha OpOpeyHaTa QyHKUHKS, KOETO
MOXKe [a YBeJIMYH PHUCKa OT naKTtaTHa auuaosa, Hanpumep HCIIBC, sxmouuTenHo cenekTuBHA
unHxuOHTOpH Ha uMkicokcurenasa (COX) 11, ACE muxudburtopw, aurnorensus 1 peuearope
AHTarOHHUCTH K JHYPETHIH, 0coDeHo OpuMKkoBH auypeTHuH. [TpH 3anousaneTo /': \: .}
TAKMBA NPOAYKTH B KOMOMHALUA ¢ METPOPMHH € HeoOXOAMMO BHHUMATETHO fﬁ WICATEAHE{ A
6b6peunaTa dyHKLHA. N
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Ilpu ynompeba na nexapcmeenu npoOYyKmMuy ¢ RPUCHUA XUNEPSAUKEMUYHA GKMUSHOCH (Hanp.
2HOKOKOPMUKOUOU (3A CUCTMEMHO U IOKAIHO NPWIOJNCEHUE) U CUMRAMOMuMemuyi)

Moxe aa ce HANOXKH NO-4ECT KOHTPOJ Ha KPBBHATA 3axap, 0CODEHO B HAYANIOTO Ha JIEHEHUETO. AKO €
HeoOX0OWMO, 103aTa Ha METHOPMHH MOXKE [1a C€ KOPHITHPa NO BPEME Ha TEPANMATa CbC ChOTBETHHA
JIEKapPCTBEH NPOAYKT, 4 H Clie]l CIIMPAHETO MY.

IIpenocumenu na opeanuunu xamuonu (Organic cation transporters, OCT)

MeTdopmun e cydcTpat U Ha asata TpaHcnoprepa OCT1 n OCT2.

EnHOBpeMEHHOTO NPUNOKEHHE HA MET(POPMHUH C:

- naxuburopn Ha OCT1 (kaTo BepanaMun) MOrar Ja HAMaIAT €PUKACHOCTTAa HA METPOPMHUH.

- wnaaykropu Ha OCT1 (kaTo pudaMnuuMH) MOraT a NOBHINAT CTOMALUHO-upeBHaTa abcopbuus u
e(pMKacHocTTa HA METHOPMHH.

- uHXHOMTOpH Ha OCT2 (kaTto LUMETHANH, JONYTETPABHP, PAHONA3HH, TPUMETONPHM,
BaHAEeTaHHO, H3aBYKOHa30J1) MOraT aa HaMalaAT 0bOPEYROTO ENUMHHHPAHE Ha METPOPMHH H MO
TO3H HAYMH Aa JOBEAAT A0 NOBHILABAHE HA IU1a3MEHAaTa KOHLUEHTpaLHa Ha METPOPMHH.

- nHxubutopu kKakto Ha OCTI1, Taka u Ha OCT2 (kato kpu3oTuHuO, onanapud) morar aa
NMPOMEHAT ePUKacHOCTTa U 6BOPEUHOTO ENTMMUHUPAHE HA METPOPMHH.

[opany ToBa ce Npenopb4Ba MOBHUILEHO BHUMAHHE, 0COOEHO NMpH nauueHTH ¢ 6650peuHO yBpeXKaaHe,

KOTaTO TE€3H JIEKAPCTBa Ce NpUiaraT eJHOBPEMEHHO ¢ MET(OPMHH, Thil KaTo IL1a3MeHarta

KOHLICHTpaLMs Ha MeTGOPMHH MOXe Jia ce NOBULLIU. AKO € HEOOX0AUMO, MOXe Ja ce OOMUCIH

KOpPHrHpaHe Ha A03aTa Ha MeTQopMHH, Tl Kato OCT nHxuOuTOopHTE/MHIYKTOpHTE MOraT Ja

HPOMEHAT €(PUKACHOCTTA Ha MET(HOPMUH.

4,6 @epTHIANTET, OPEMEHHOCT H KBPMEHE

bpeMEHHOCT

HexkonTponupaHara XHNEpriHKeMHus B NEPUKOHLIENILHOHHATA ¢a3a U No BpeMe Ha OPEeMEHHOCT ¢
CBbP3aHa C MOBHILCH PHCK OT BPOAEHH aHOMAIKH, 3aryba Ha OpeMEHHOCT, recTauMOHHA XHIIEPTOHHA,
NpeeKIaMICUs U NepUHaTanHa CMbPTHOCT. BaXKHO € aa ¢ce noaabp)KaT HUBaTa Ha KpbBHATAa 3axap
Bb3MOXKHO HaH-01HM30 A0 HOpPMAJTHUTE fpe3 usanata OpeMEeHHOCT, 3a Ja C€ HaMaJlH PHCKBT OT
HeONaronpHUsaTHU U3XOOH, CBbP3aHH ¢ XHNEPIIIMKeMHA, 3a MaKkaTa U HEHHOTO JeTe.

MeTdopMHUH NpeMUHaBa NMpe3 MUIaleHTaTa ¢ HUBa, KOUTO MOTaT Jia AOCTHIHAT KOHLUEHTPpaUUHUTe npy
MaHKaTa.

"onaMo konuuecTBO AanHM 3a OpemMeHHH keHu (noseve oT | 000 ekcnoHupaHu pesynrara) oT
OazupaHO Ha PErUCTBP KOXOPTHO NPOYYBAHE U MyOIMKYBaHH JaHHHW (MeTa-aHaANH3HM, KITHHAYHY

NPOY4YBaHHA H PETHCTPH) HE NOKA3BAT MOBUILEH PUCK OT BPOAEHH aHOMAINH HIH deTo/HeoHaTAIHA
TOKCHYHOCT CJ1€]l EKCTIO3HLMA KbM METPOPMHH B NEPUKOHUECTIUHOHHATA a3a WIWIH MO BpeMe Ha
OpeMeHHOCT.

HWma orpaHHyeHH ¥ HeybeauTenHu qoKazarescTsa 3a eekTa Ha METPOPMHH BbPXY ABIATOCPOUHKHA
pe3yJITar 1o OTHOLIEHHE Ha TErNIOTO MPH A€La, H3NOXKEHH BLTpeYTpoOHO. MeTdhopMHH He H3rnexaa
1a MOBJIMABA ABUraTe/JHOTO H COLMANHOTO Pa3BUTHE A0 4-rOAMLIHA Bb3PACT NPH Jelia, H3NOXKEHH 1O
BpeMe Ha BpeMeHHOCTTa, BLIPEKH Y€ JaHHUTE 3a AbArOCPOYHHUTE Pe3yATaTH Ca OrpaHUUueHH.

AKO ¢ KIIMHHYMHO HeoOXxoaumo, ynorpebara Ha MeT(hOpMHH MOXeE ia ¢ce OOMMCIIH IO BpEME Ha
OGpeMEHHOCT H B MEPHKOHLETILIMOHHATA (ha3a KAaTO JOITbJAHEHHE WIH alITEPHATHBA HA HHCYJIHHA.

KbpMeHe WAR 110
MetdopMHH ce eKCKpeTHpa B KbpMaTa NpH xopa. He ca HabniogaBaHM Hexe }f AHCKATTOTEE

peakLMH 1p1d KbPMEHHUTE HOBOpoAeHH/O6ebera. Bunpeku ToBa, nopaau orpa ) "f:“ g
BpeMe Ha JIeueHHe ¢ METMOPMHH KbPMEHETO He ce npenopbyba. Peluennety fdifn Aoy g" N \
KbpMEHETO TpAOBa 1a ce B3eMe Cle KATO C€ NPELEHH ChOTHOLLCHHETO M 3)
1 NOTEHUMANHHUA PHCK 32 TIOARA HA HEKE/IaHH JICKAPCTBEHH PEAKLIMH Y A¢

ik
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DEPTHIUTET
QepTHINTETHLT HA MBXKKH WITH KEHCKH IUTbXOBE HE CE MOBIHABA 0T MET(POPMHH, NMPHIIOKEH B AHEBHH

no3u, no-sucoku ot 600 mg/kg/neH, KoeTo ce paBHABA Ha OKONO TPH NBTH MaKCHMMalHaTta
npenopbyBaHa AHEBHA 103a NPH XOpa, H3YHCIIEHa Bb3 OCHOBA Ha IUIOWITA Ha T€NeCHATa NOBbPXHOCT.,

4.7 EdexTH BLpPXY cnocofrocTTa 32 WIodHpaHe B padoTa ¢ MAIIARH

MonoTepanuaTa ¢ MeTOPMHH HE NpeAn3BHKBA XHINOTJIMKEMHS H 3aTOBA HE 0Ka3Ba BIMAHHUE BbPXY
cnocobHoCTTa 3a wodupaHe H pabota ¢ MalnuHA. Bunpeky ToBa, nalmueHTHTe TpAOBa Aa 6GbaaT
peAynpeACHH 3@ PUCKA OT XUITOTITHKEMHS, KOTaTo METQOPMHH ce W3Non3sa B KoMOUHaLMA ¢ IpyTrH
npoTHRoAHaOeTHH cpeacTBa (Hanp. cyadaHulypeiiHi NPOAYKTH, HHCYJIHH WIH METTTHTHHHIIH).

4.8 HexenaHH JIEKAPCTBEHH PeaKUHH

IlpH 3anoMBaHe HA JIGUEHUETO Hail-ueCTUTE HEXKETAHH PEaKkiliMM ca rajeHe, nNospbillaHe, AHApHA,
kopeMHa 6oka ¥ 3aryba Ha aneTHT, KOMTO B MPBEYETO CIIYHaH OTHIYMABAT CIMTOHTAHHO. 3a
NpEeAOTBPATABAHETO UM C€ Npenops4YBa METQOPMHH Aa ¢€ NpHEMa Ha 2 WM 3 1HEBHH A034 H DaBHO
aa ce yBenuuasaT JO3UTe. ‘

CneqHHTe HeXENaHK JIEKAPCTBEHH peaKIMH MOTAT [a HACTHIIAT N0 BpeMe Ha JiedeHHe ¢ METGOPMHH.
["pynupaseTo UM MO Y€CTOTA € KaKTO cneasa: MHoro yectH >1/10, yectn >1/100 ao <1/10, nHeuectn
>1/1 000 mo <1/100, penku >1/10 000 oo <1/1 000, MHoro peaku <1/10 000, 1 c HensBecTHa YecToTA
(OT HATMUKHKTE NAHHH HE MOXKe 1a ObJe HanpaseHa OLICHKA HA YECTOTaTa).

BB BCAKO rpynupaHe A0 HECTOTa, HEXENAaHUTE peaKUMH ce H30pOoABaT B HU3XOAALL pen 110
OTHOLLUEHHE HA TEXKECTTA.

Hapvinennsa Ha meTabonuima # XpaHEHETO:

Yecmu:
- HamanaBane/aepuunt Ha BuTaMdH B12 (BXK. TOuKa 4.4)

Muoezo peoxu:
- JlakraTHa anuao3a (Bx. Touka 4.4).

HapyuieHusa Ha HEPBHATa CUCTEMA.

Hecmu:
- [IpoMsHa BBB BKYCA.

‘CTOMAlIHO-4YPEBHH_HAPYILIEHHA:

Mnozo uvecmu.

- ["acTpOMHTECTHHA/IHY HapYylileHHs, KaTo raZicHe, NOBpbLUaHe, Anapha, bonka B obnactra Ha
KopeMa K 3aryba Ha anetur. Te3u HexxeslaHH JIEKAPCTBEHH PEaklUMH ce HabmoaBaT Hall-4ecTo
B HAYAJIOTO Ha TEPANMATA M B MOBEYETO CIIyHaH OT3IBYUYaBAT CIOHTAHHO. 3a A& CE€ NPeloTBpaTH
TAXHOTO HACTbIBaHe, ¢ NMpenopbyYBa MeTGHOPMUH Aa ce MpHEMA B 2 WIH 3 JHEBHH 103H N0
BpEME Ha WM ¢Nej XpaHeHe. baBHOTO NoBHIlIaBaHE Ha /103aTa MOXKE CbILO H [a NoAoopH
CTOMAalHO-4PEBHATA NMOHOCUMOCT.

XenaToOWIMapHH HapyLIEHH:

Mnozo peoxu:
- ChliiecTBYBaT H30JIMPaHK ChOOILEHHMA 32 IPOMEHH B NOKA3aTE/HTE Ha
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Hapyienus Ha KoxaTa H NOAKOKHATA ThKaH.

Mnoco peoku:
- KoKHH peakiliu, KaTo epUTeMa, NPYPUTYC, YPTHKApHA.

[lenuaTpryHa OMyNaUNS |
B nybGaukKyBaHy U NOCTMApKETUHIOBH JAHHH W B KOHTPOJIHPAHH KIMHHYHH H3IIUTBAHHA, IPOBEAECHH

MpH OrpaHHuYEHA NeAUaTPHYHa Nomynanus Ha pb3pacT 10 10 16 roanHmy, neKyBaHH B MPOAb/DKEHHE Ha
| roamua, ce cboOLIaBa 32 HeXkeNManH CHOUTHS, KOHTO MO €CTECTBO H TEXKECT €a KaTo TE3H,
HabmoaaBaHH TNIpU BB3PACTHUTE MALIUEHTH.

Cro0lLuaBaHe Ha OA03UPAHH HEXKEIAHW PEAKLHH

Cr00111aBaHETO HA MOJO3IUPAHU HEXXEAHW PEAKLMH CNell paspelliaBaHe 3a ynorpeba Ha neKapcTaeHus
[IPOAYKT € BaxxHO. ToBa No3BongBa Ja Npoab/kH HaGMIOAEHHETO Ha ChOTHOLICHHETO NO3a/PHCK 32
neKkapcTBeHH NpoaykKT. OT MEAHLIMHCKHTE CNELUATIUCTH CE€ H3UCKBA Ja ChoOlIaBaT BCAKa

[0AI03MpaHa He)xeslaHa peakius upes U3nwaHUTENHA areHLMA 110 JekapcTeaTa, yi. ,,JlaMsan [ pyes”
Ne 8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpepo3npane

He e nvabmonapana xunoriukeMus npy ynorpeda Ha MeTGOPMHUHROB XHAPOXIIOPHA B A03H A0 85 g,
BBIPEKH Y€ UMA CbOOLLECHHKS 33 1aKTaTHA allM103a TIPH TaknBa obcroarencTaa. Ilpenosupatero ¢
BUCOKH J03H METPOPMHHOB XHAPOXJIOPH/ WM CLIBTCTBALIHUTE PUCKOBE MOTAT a IOBEAAT 10

naKkTaTHa anMo3a. JIakTaTHaTa alpa03a H3UCKBa CriCiHA MeAULMHCKA HaMeca U TpsOBa 1a ce J1IeKyBa
B Oonuuua. Haii-e(peKTUBHHAT MeTOA 33 OTCTPaHABAHE HA JIAKTaTa U METQOPMHUH € XEMOHanu3ara.

5. GOAPMAKOJIOrHYHH CBOMUCTBA

5.1 ®apmakoAHHAMHYRH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna; Cpeacrsa, NOHWXKABALIH IMIOK03aTa B KpbeTa. bursanuan. ATC xonz:
A10BAO2.

MexaHH3IbM Ha ACHCTRHE

MeTtdopMHH e GUrBaHn ¢ AaHTUXHNEPTITHKEMUYHH edeKTH, KaKTO BhpXy OazanHara, Taka H BLpXy
MOCTIPAHHANHATA XUNIEPIIIHKEMHA. TOH HE CTUMYNIHPA CEKPELIUATA HA HHCYJIHH U 3aTORA HE
NnpeaU3BUKBa XHIOTMHKeMUs. MeTgopMHHE HamanaBa DazanHaTa XUNEPHHCYIHHEMHSR U B KOMOHHaLIMS
C HHCYJIMH HaMalaBa HeroBaTa HeoOXOAUMOCT.

MeThopMHH YIIpaXHABa CBOA aHTUXHIIEPTITMHKEMHYEH €PEKT, Upe3 HAKONKO MEXaHH3IMa!
MeTtdopMHH HamansBa yepHoApoOHATa NPOAYKLHA Ha IIHOKO34.

MeTdopMHH ynecHaBa nepUGepHOTO YCBOSBAHE U U3MOI3BAHE HA INIIOK03a, OTYACTH Ype3
[IOBULLUABAHE HA HHCYJIHHOBOTO A€HCTBHE. .

MetdopMun nmpoMeHa oOMeHa Ha INIIOKO34aTa B UepBaTa: Y CBOSBAHETO B KPLBOOOpAUIEHHETO Ce
yBeNH4aBa, A0KaTo abcopbuusaTa oT XxpaHaTa HaMangea. JJOIMLIHHTETHH MEXAHH3MH, NMPHCBLIH HA
yepBaTa, BKJIIOYBAT yBETHYaBaHe Ha 0CBOOOXKAaBaHETO Ha rmokaroHonoaobeH nentua 1 (glucagon-
like peptide 1, GLP-1) 1 HamansBaHe Ha pe3opOLMATA HA KITBHHU KHCETHHU. MeTdhopMHH npoMeHs
MHKpOOHOMA Ha YepBaTa.

MetrgopMHH MOXe Aa NOACOPH TMITHAHKUSA MPOQHA NPH XHNEPAHITHAEMHYHA T

B knMHUY4HH Npoy4YBaHHA YNoTpedaTa Ha METPOPMHH € CBBP3AHA HITH Chy F-
WK ¢ YMEpeHa 3aryfba Ha Terno. %
5
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MeThOopMHH € aKTHBATOP Ha aJeHO3MH-MoHOoChaT-NpoTeHH-KUHa3aTa (adenosine monophosphate-
protein-kinase, AMPK) 1 noBHiuaBa TpaHCIIOPTHHA KanauyTeT Ha BCHYKH BHAOBE MEMOpaHHM
rIOKO3HH npeHocuTenu (glucose transporters, GLUTS).

Knunuuna epuxacnocm:

[TpocnekTuBHOTO paHaOMH3UpaHo npoyysaHe Ha auabera (UKPDS) nokassa nearocpoynara nonsa

OT KHTCH3WBHHA KOHTPOJ Ha KpPbBHATA 3aXap Npy NauMeHTH ¢ Anader tun 2.

AHANHU3BLT HA PE3YITATHTE NPH NALMEHTH ¢ HAIHOPMEHO TErNO, JIEKYBaHH ¢ METPOPMHH Ciej

HEYCIeX Ha H3NOJ3BAaHETO CaMO Ha JIMeTa, NoKa3Ba:

- 3HaUMTENIHO NOHWXKABaHE Ha aGCOMOTHHS PHCK OT BCAKAKBH CBbpP3aHH ¢ AHa0eTa YCNOXKHEHHUA
B rpynara Ha MeTgopmuH (29,8 cuouTna/1 000 nauneHroroaHH) B CpaBHEHHE C H3MOI3BAHE
camo Ha auera (43,3 cuburna/1 000 nauuenTroroannu), p=0,0023, u B cpaBHEeHHE ¢ rPYIHTE HA
KOMOHHHPAHO fieyeHHe ChC CYIPaHUTypeiiHu NPOAYKTH U MOHOTEDPANHA ¢ HHCYHH
(40,1 ¢cuOuTHa/1 000 naumenroronuun), p=0,0034;

- 3HAYUTESIHO HaMallaBaHe Ha aOCONMIOTHUA PHCK Ha CBBbP3aHaTa ¢ Anabera CMbLPTHOCT:
merdopMuH 7,5 cbOuTha/1 000 nauueHToroanHH, camo auera 12,7 cuburus/1 000
natuHeHToroamHu, p=0,017;

- 3HAYMTENHO HAMANABaHEe Ha aOCOJIIOTHHA PUCK OT 00LIIAa CMBPTHOCT: METHOPMHH
13,5 cuourna/1 000 nauKHeHTOroAMHK B CpaBHEHHE C AHeTa camocToATeNnHo 20,6
cbbuTHa/1 000 nauneHToroauuu (p=0,011) u B cpaBHeHHUE ¢ TPpyNM HAa KOMOUHHPAHO NIEYEHHE
cbC cyndanmwypeiiHd NpoaAYKTH M Ha MOHOTEpanHs ¢ HHCyNKH 18,9 cubuTnga/1 000
nauueHToroanny (p=0,021);

- 3HAYMUTENHO HAMaIIBaHe Ha aGCONIOTHHSR PHCK OT MHOKApAEeH HHPAPKT: METPOPMHH
11 ¢/l 000 naumuenToronuuy, camoctosatenHa guera |18 crburus/l 000 nanpeHTOoroauHH
(p=0,01).

He e nokazana KNMMHWYHATa NMON3a OT ynoTpedara Ha MeT(OPMHUH, KaTO TEparusg OT BTOpa JIHHHY, B

KOMOHHAUMA CbC cyNnpaHuTypes.

[lpu noabGpany nauueHTy ¢ AMaber THN | € H3non3saka KOMOKHALMATA OT METGOPMHH H MHCYNIHH, HO
KIIWHHYHA N0/13a HE € YCTaHOBEHa.

[leanaTpuyHa nonynauys

KoHTponupaHyTe KIHHHYHYA NPOYYBaHWA NTPY OTPaHHYEHA NeARATpHYHA NOMyJlalHg Ha BH3pacT
10-16 roauum, NeKyBaHHM B NpOABL/DKEHHE HA | roaMHa, NOKa3BaT OTIOBOP 110 OTHOLUEHHE HA
rUKEMHYHHUSA KOHTPO, NnoaobeH Ha TO3M, HAbMmoaaeaH NpH BbL3pacTHH NaLUEHTH.

5.2 ®apMakOKHHEeTHYHH CBOHCTBA

Abcopbuns

Cnen npreM Ha nepopajiHa 103a MeTGHOPMHHOB XHAPOXJIOPUA, MAKCUMAITHA ILU1a3MEHA KOHLIEHTPALIMA
(Cmax) € goctura cnef 2,5 uaca (tmax). [1pu 3apaBH HHAMBUAH abCONIOTHATA OHOHANTHUHOCT CEN
rnpuem Ha tabnerka ot 500 mg win 850 mg metdopMuHOB XuapoxAopua ¢ npubnusurentHo 50-60%.
Cnen nepopanex npueM, HeabcopOupaHata ¢pakius, koaTo ocTasa BbB pekanuure € 20-30%.

Cnen nepopaneH npueMm, abcopObumaTa Ha MeThHOpPMHH € HACHTEHA H HEITHIHA, KOETO MOKa3Ba, 4e
¢apMakoKHHeTHKaTa Ha abcopOisTa Ha MeThOPMHH € HENTMHERHA.,

[Ipy npenopbYBaHHTE KO3H U AO30BH CXEMHU Ha METHOPMHH, ILNTA3MEHHUTE KOHLIEHTPALH B
paBHOBECHO CHCTOAHME C€ JOCTHIaT B paMKHTE Ha 24 10 48 yaca H OONKHOBEHO /.-- OThh 12
KOHTPONUPaHH KJIMHHYMHHA H3MATBAHKA, MAKCUMATTHUTE [U1a3MEHU KOHUCHTPAaL ((Sha)-Ha

MeT(OpPMHH He HaABHLIABAT 5 plg/ml, TOpH NPpH MAKCHMATIHH JO3H. e

= AATA sy .
[IpvemMbT Ha XpaHa HamangBa cTernieHTa U neko 3abaea abcopOLMATa Ha ME:T 0 ""i AN ppietarate.
Ha no3a ot 850 mg, ce Habmonasa 40% no-HHUCKA MAKCHMaNHA NNA3MEHa KO \ S plEttd Y-/ & ,»/
noHmxkasake ¢ 25% Ha AUC (Iuiouira nox KpHeaTa) U 35-MHHYTHO YIB/DKABANE HABDPEMETO 34D /-

9 "x.;'ff? #:D/
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AOCTHraHe Ha MaKCHMAJ/IHA T1a3sMCHA KOHLEHTPALIHA. He e w3BecTHA KNTHMHHUYHATa 3HAYUMOCT HA Te3H
JdHHH.

Pasnpenenenue
CBBP3BAHETO C ILUIA3MEHHUTE NPOTEUHH € He3HAUUTENHO. MeTQOpPMHH ce pasnpenciis B EPUTPOLIMTHUTE.

MakcuManHaTa KOHLUEHTpAaLKMA B KPbBTa € NO-HUCKA OTKOJIKOTO B 11a3MaTa | ce NposBaBa
NpUONK3HTENHO MO €HO K CbUIO BpeMe. HepBEeHUTE KPLBHH KIETKH MO BCAKA BEPOATHOCT ca
BTOpPUYEH KOMINApTUMEHT Ha paznpe,ueneHHe Cpennnat obem Ha paznpeaenenue (Vd) sapupa Mexny
63-276 1.

buorpaHcdopmaums
MeTtdopMuH ce eKcKpeTHpa HempoMeHeH B ypuHaTa. [1pH xopa He ca HaeHTHPHUHPAHH METabONHTH.

EnuMuuaupaHe
brOpeuHuaT KupbHC Ha MeTdopMuH € > 400 ml/min, koeTo nokassa, 4ye MeTGOPMHH Ce ETMMHHHPA

ype3 rinoMepyJiHa punTpauma ¥ TyOynHa cexpeuns. Crnen nepopaneH npueM, ABHUAT TEPMHHAJIEH
€JTHMHMHALIHOHEH TOJTYXHUBOT € NpHOAn3MTEeNnHo 6,5 yaca.

Korato 6u6peunaTa ¢pyHKkLMA € yBpeaeHa, ObOPEUHHAT KIHPHHC ce HaMansABa NMponopLUHOHAIHO Ha
KpEaTHHHHOBHA KIUPBHC M 3aTOBA CJIMMHHAUMOHHHAT NONY)XHBOT ce YALKapa, KoeTo BOAU A0

MOBHIICHH IUIa3MCHHW KOHLICHTPALIHHK Ha MC’[‘(‘)GPMHH.

Cneyuantuu 2pynu nayuenmu

brOpeuHo yBpexaAaHe

HanuuyHyre NaHHU NPH NALUEHTHTE C yMepeHa HbOpeyHa HeJO0CTaTbYHOCT Ca OCKBAHH B HE MOXE J1a
6bae HanpaBeHa HAICXKAHA OLCHKA HA CHCTEMHO H3NaraHe Ha METGOPMHH B Ta3H NOArpyna B
CpaBHEHHME ¢ MAaLUEHTHTE ¢ HopMaHa ObOpeuna pyHkums. CneaoBaTe/lHO ajanTAPaHEeTO Ha JO3aTa
TpaOBa Aa ce H3BBPLUIBA NPH CHOOPAKEHNA 33 KIIHHHYHA €(PUKACHOCT/MOHOCHMOCT (BXK. TOYKa 4.2).

IleguaTpuyHa nomyJjanunsg

UsnuTBaHe ¢ eaHokpaTHa ao3a: Cnea npHeM Ha €AHOKPATHH J03H MET(OPMHHOB KHHPOKHUPHH oT
500 mg, haMaKOKMHETHIHHUAT NPODK NPH NEAUATPUIHHTE MalMeHTH e KATO TO3HW, HabJoaaBaH Npu
3[PABH BL3PaCTHH MHAWBHIM.

HUanuTBaHe ¢ MHOTOKPATHH HO3H: AAHHHTE Ca OrpaHHYEHH CaMo 10 €AHO npoyusaHe. Cnea npunaraHe
Ha MHOTOKpaTHH A03H oT 500 mg ABa NbTH AHEBHO B NPOAB/DKEHHE HA 7 JHH NPU NEAHATPHUHH
NnalKMeHTH, MAKCHMaTHUTE Ma3MeHH KOHLEHTpaUMM (Cnax) M cucTeMHaTa ekcriosuums (AUCO-t) ce
noHuxasar ¢ okono 33% u 40% cbOTBETHO, B CpaBHEHHWE C TE€3H NMPH BBHIPACTHU AUAOETHLIH, KOUTO
nojiy4aBaT MHOroKpaTHH 1034 oT 500 mg ABa mbTH AHEBHO B npoAb/DKeHHe Ha 14 guu. Tbi kaTo
N03aTa C€ THTPUPA HHAMBHAYAHO Bb3 OCHOBA HA NIHKEMHMHHUS KOHTPOJ, T€3H pe3y./ITaTH ca C
OorpaHH4eHa KJIMHHHYHA 3HAYMMOCT.

5.3 IlpeaxanaHYHH JaHHH 3a Oe3onacHoOCT
[lpeaKIMHHYHHATE AAHHHW TIOKA3BAT, Y€ HAMA CMeLBallHa ONTACHOCT 38 X0paTa, KaTo TE3H JaHHH Ce

OCHOBABAT HA CTAHIAPTHHUTE H3C/ICABAaHHA 3a (l)ﬂpMal{DI[DFH‘IHﬂ 6E3GHBCHDCT, TOKCHYHOCT [IPpH
MHOTOKpaTHO JO3HpPaHEC, FTCHOTOKCHYHOCT, KAPUHHOINCHCH NOTCHUHAN H PCNPOAYKTHBHaA TOKCHMHOCT.

6. OPAPMAILHEBTHYHHA JAHHH
6.1 Cnuchbk HA NOMOIIHHTE BellleCTBa
HAopo na mabremxama:

IloBuaoH
Cunvuyes JHOKCHI, KONOKWAEH De3BoacH
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Maruesues creapat (E470b)

Iloxpumue:

Xunpomeno3sa (E464)

Turanos qnokcua (E171)

Maxporon (E1521)

6.2 HecbBMEeCTHMOCTH

HenpuioxuMmo.

6.3 Cpok na rognoct

3 roMHy

6.4 Chnennanu yc/IOBHA Ha CbXPAHEHHE
To3n nexapcTBeH NPOAYKT HE H3UCKBA CELIMANIHA YCIOBHUS HAa CbXPAaHEHHE.

6.5 BnauchabpkaHHE HA ONAKOBKATA

[Ipo3paunn unu 6enn Henpoapaynu PVC/PVdAC-anyMununii SnMcTepHU ONakoBKH, ChIBPXKALIM:
20, 28, 30, 40, 50, 56, 60, 80, 84, 90, 100, 105, 120 u 180 punmupanu TabnerTku.

HDPE 6yTrnka ¢ nOJUNpONMICHOBA Kanauka H IeCHKaHT, ChAbpiKalla:
Metdoanab 500 mg: 100, 105, 330, 400 punmupanu TabneTky
Metrdoanad 850 mg: 100, 105, 200, 400 punmupanu TabneTku
Merdoanab t 000 mg: 60, 100, 180 u 210 punmupaxu Tabnetku

He BcHuky BHAOBE ONAKOBKH MOrat aa 6baart MycHaTH Ha nasapa.

6.6 CnenHaaHRA NpPeANA3ZHH MEPKH HPH H3XBLPJISIHE

Hama crenMaiHd U3UCKBaHUA.,

Heu3non3BaHHAT 1eKapCTBEH NPOAYKT WK OTHAALYHHTE MATEPHAIIH OT HEro TPAOBA 1a CE& H3XBbPIIAT
B ChOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. TNPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Hupepnangus
8. HOMEP(A) HA PAZPELLIEHHETO 3A YIIOTPEBA
Merdoauad 500 mg — per. Ne 20230025

Mertdoauad 850 mg - per. Ne 20230026
Metgpoanatd 1 000 mg — per. Ne 20230027
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9. IATA HA ITBPBO PAZPEIIABAHE/MTIORHOBABAHE HA PASPEHIEHUETO 3A
YIHHOTPEBA

JlaTa ra mepBo paspewapane: 06.02.2023

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
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