KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. VME HA JIEKAPCTBEHUSI TIPOJYKT A0L30UI /R 8 S

Metdoanad 500 mg ¢puamupanu TabieTkH , é& 33238 " # 07 -07- 20205
Metfodiab 500 mg film-coated tablets |

Metdhoanad 850 mg ¢puamupann tabierku
Metfodiab 850 mg film-coated tablets

Metdoanab 1 000 mg puamupanm Tabnerku
Metfodiab 1 000 mg film-coated tablets
L. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Besika gunmupana tabaerka 500 mg ebabpka S00 mg merhpopmuHoB Xuapoxiaopua (metformin
hydrochloride). cvorBercTBau Ha 390 mg meThopMHH.

Beska dpunmupana tabnerka 850 mg cuabvpka 850 mg merdopmunos xuapoxsopua (metformin
hydrochloride), cborBercTBau Ha 662.9 mg meThopMHH.

Beska dpunmupana tabaerka | 000 mg evawpixka 1 000 mg merdopmunoB xuapoxiopua (metformin
hydrochloride), cvorsercrsai Ha 780 mg mMeTGopmMHH.

3a MbJIHUA CITUCHK HA NMOMOLIIHHUTE BELIIECTBA BUXKTE TOouka 6.1.

3. JIEKAPCTBEHA ®OPMA
DOunamMupaHM TabsIeTKH
Metdoamnad 500 mg duamupanu TabieTku

bsana 10 noutu Osna, npoaviarosara puimupana tabnerka, o3HaueHa ¢ .93 or eanara crpaHa M ,,48"
OT Apyrara, ¢ npuOau3uTEeHH pa3mepu: 15 mm x 8§ mm.

Metrdoanad 850 mg ¢duamupanun TabieTku
bsna no nouru 6sna, npoabarosara puamupana tabnerka, o3Havena ¢ ,,93* or eanara crpana m ,,49*
oT apyrara, ¢ npuban3uTesiHu pazmepu: 18 mm x 9 mm.

Metdoanad 1000 mg puamupanu tabaerku

bsana 10 nouru Osna, npoabarosara ¢puiamupana tabnerka, O3HayeHa OT e€/1HaTa crpaHa ¢ ,,9" oT/sBo
H,,3" OTISICHO HA JIJINTE/IHATA YepTa M OT Jpyrara cTpaHa cue ,,/2" o180 U ,,14™ OTAACHO Ha
JenuTeNIHaTa yepra, ¢ npuoan3uTeIHM pasmMepy: 19 mm x 9 mm.

JlenurenHara yepra € camo 3a yJIeCHABaHe Ha CUYTNBAaHETO C e MO-JIECHO I'bJITaHe, a He 3a pa3/ie/sHe
Ha PaBHH J103M.

4. KJIMHHUYHH IAHHH

4.1 TepaneBTHYHH NOKA3AHHS /4

f‘- !

Jleuenue Ha 3axapeH auader Tin 2, 0coOEHO NPH NMaLHEeHTH ¢ HAJIHOPMEHO Terﬂq;-_ﬁora‘r{i €amo ¢
aveTa M (pU3MUecKa akTHBHOCT HE MOJKE /1a C€ MOCTHIHE a/IeKBATEH MNTMKeMHUYEH KOHTPOI.



o [lpu BBv3pacTHn, MeTGOpMHH PUIMHpPaHH TADNETKH MOXE Z1a CE H3INON3BA KaTO MOHOTEpAINHs
WJIH B KOMOHHALMR C APYTH NEpOpaHH NPOTHBOAHAOETHH IEKAPCTBEHH MPOAYKTH HIH C
HHCYJIHH.

¢ [lpu aeua ot 10-roaHILIHA BH3PACT H IOHOWH, METGOPMHH MOXE Aa CE H3NOJ3BA KATo
MOHOTEpanHs WIK B KOMOHHALMS C HHCYHH.

[Ipy BB3IPACTHH NALHEHTH C HAZTHOPMEHO Terio U AuabeT THN 2, neKyBaHH ¢ METHOPMHH KaTO
TepanyA OT ITEPBA JIMHHA ClIE] HEYCNEeX Ha AMeTaTa, ce Habnronapa HamanssaHe Ha auabeTHure
YCJIO)KHEHHA (BX. Touka J.1).

4.2 [lo3HpoBKA H HAYHH HA NPHJAOKEHHE

EOSH POBKa

Bw3pacmuu ¢ nopmaina 6v6peuna gyuxyun (GER> 90 ml/min)

Monomepanus u kombunupano 1evenue ¢ Opyeu nepopainu npomugoouabemuu cpeocmea

o O6uuaiiHaTa HauanHa no3a € 500 mg unu 850 mg MeTpOPMHHOB XHAPOXNOPHA 2 WK 3 MbTH
AHEBHO MO BPEME Ha XPaHEHE WK CRel TOBa.

. Cnea 10 no 15 nuu nosata Tpabpa aa ce KopUrupa pb3 OCHOBA Ha NMOKA3aTENHTE HA MNIOKO3aTa
B KpbBTa. baBHOTO NoBHILABaHE HA A03aTa MOXe Ja NoJodpH CTOMALIHO-4PEBHATA
NMOHOCHMOCT.

° [Tpn nauneHTH, KOUTO NPUEMAT BHCOKA 0038 METGOPMHHOB XHAPOXIOPHA (2 10 3 g AHEBHO) €

BBL3MOXKHO Aa ce 3aMeCTAT ABe pwiMHpaHu Tabnerkn Merdoanad 500 mg ¢ enHa dpuamHpana
tabnerka Metdoanad 1 000 mg.

o MakcHmanHaTa npenopbUHMTENHA 1038 METGOPMHHOB XMAPOXIOPHA € 3 g AHEBHO,
pa3npeacncHa Ha TpH NpHEMa.
. AKO ce MIaHupa NpeMHHaBaHE OT APYT NepopancH npoTHBoAHabeTeH NEKapCTBEH NPOAYKT KbM

MeTHOPMHH: NPHEMBT Ha APYIrHUA JICKAPCTBEH MPORYKT CE MPEKPATABA H CE 3aNO4BA NPHEM Ha
METQOPMHH B FTOPENOCOYEHHTE JO3H.

Kombunayua ¢ uncyium

Bn3moxHa e ynotpebara Ha MeTQOPMHH H HHCYJIHH B KOMOHHHpaHa Tepanus 3a NOCTHIAHE HAa M10-
A00bP KOHTPON BhpXY KpbBHaTa 3axap. MeTgopMHUHOB XHAPOXIJIOPHA ce npuara B oOu4aiHaTa
HauanHa no3a oT 500 mg unu 850 mg 2 WnK 3 ITETH AHEBHO, a JOIWPOBKATA H& HHCY/IHHA Ce onpenens
BBb3 OCHOBA Ha MOKA3ATE/IMTE HA KPbBHATA 3axap.

ITayuenmu 8 cmapuecxa év3pacm

Twii kKaTo NpH NauMeHTH B cTapyecka Bb3pacT ObOpeuHaTa pyHkuMa Moxke Aa Obae HaManeHa, No3aTa
na merdopMuH TpaOBa na ce onpeaens Bb3 ocHOBa Ha 610peuHaTa pyHkums. Heobxoanmo e peaosHo
na ce H3cneasa 6x6peunara GyHKUHA (Bxk. Touxa 4.4).

bvbpeuno yepexcoane

[peamn 3anouBaHe Ha NCHYEHHE C NPOAYKTH, ChABPXKALUH MET(POPMHH, a CNell TOBA - MOHE BEAHBXK
roAnuIHo, TpadBa Aa ce Hanpasu oteHka Ha GFR ctofinocTuTe. [1pH nauueHTH ¢ NOBHLIEH PUCK OT
NO-HATATBHLIHO NpOrpecHpane Ha 6b0peyHo yBpeXKaaHe ¥ NpH MALMEHTH B CTapyecka Bb3pacT Tpadea
f10-4eCcTO Aa Ce NpasH OueHKa Ha 6b6peuHaTa GyHKLHA, HaMpUMEP Ha BCekH 3-6 Mecella.
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GFR Obfwa makcumanHa gHeBHa | JIOTBJIHUTENHH choOpaxeHHs
ml/min | nosa (aa ce pa3nenu Ha
' 2-3 AHEBHH JO3H)

60-89 | 3 000 mg Moxe aa ce cOMHCIM MOHIDKABAHE HA J1038Ta BbB
BpPB3Ka ¢ HaManaBaHeTo Ha 6v6peunaTa pyHkuma.

45-59 | 2 000 mg MakTopHTe, KOUTO MOraT Aa YBEe/IHUYaT pUcka oT
NaKkTaTHa auMao3a (k. Touka 4.4) tpabpa na 6naar
rnpepasrjicIany, npeay Aa ce OOMMCIIH 3ano4YBaHETO Ha
neveHHe ¢ MeThOpMHH.

HauanxaTta n03a € Hafi-MHOro NOJIOBHHATA OT
MaKCHMAa/IHATA J03a.

30-44 | 1000mg

<30 - - MerdopMHH € NPOTHBONOKA3aH

[Teduampuuna nonyaayus
Monomepanun u komburupara mepanus ¢ UHCYAUH

o MeTdopMuH MOXKe Aa ce H3MOoN3Ba fpu aeua ot 10-roaMiHa Bh3pacT U MPH IOHOLIM,
o OOfuuaiinaTa HavanHa no3za € 500 mg uwnu 850 mg MeThoOpMHHOB XHAPOXIOPHI BEAHDBXK
AHEBHO, MPWIAraHa no BpeMe Ha WIH CJICA XPaHEHE.

Cnea 10-15 aun poszata Tpabpa na ce KOpHUrHpa Bb3 OCHOBA Ha NMOKA3aATeIMTe HA KPbBHATA 3axap.
bapHOTO NoBHILIaBaHe HA J03aTa MOXKE Aa NOACOPH CTOMALIHO-4YPEeBHATA NMOHOCUMOCT.
MakcumanHaTa npenopbUMTENHa 1038 METHOPMHHOB XUIPOXJIOPHI € 2 g THEBHO, pa3jiesieHa B 2 WiH
3 npuema.

HauyuH Ha npyuioXeHHe
IepopanHo MpRIOKEHHE.

4.3 IIpoTHBODOKA3AHHA

o CBpbXUYYBCTBUTENHOCT KbM METGOPMHH HIH KbM HAKOE OT NOMOLIHHTE BELLECTBA, M30pOEHH B

Touxa 6.1; ,

Beeku TR ocTpa MeTabonnTHa aunno3a (KaTo NaKTaTHa auuaosa, AMabeTHa KeToaun103a);

HunabetrHa npekoma;

Texka 660peuna HegoctarsuHocT (GFR <30 ml/min);

OcTpH CLCTOAHHSA, KOMTO MOTAT g OKaXXaT BIIMSHHE BbpXYy O1p0peunaTa GyHKLHA, KaTo:

AEXHAPATALIHA, TEXKA HHpEKLNA, 1HOK;

. 3abongaBaHe, K0OETO MOXE Ja NpeAXW3BHKA TbKAHHA XHITOKCHA (ocobeHo ocTpo 3abongBaHe Wiy
BJIOUIABAHE HA XPOHUYHO 3a00NgBaHE) KaTO: ACKOMICHCHPAHA ChPACYHA HEAOCTATBYHOCT,
AIKXATENIHA HEJOCTATHLYHOCT, HACKOPO NPeThPNAH MHOKApAEH HHAPKT, WOK; '

* YepHonpobHa HeAOCTaTBbHHOCT, OCTPA ATKOXO0JAHA HHTOKCHKALHA, A/IKOXONHIBM.

4.4 CrHneunaJHR NpeaynpexAcHHR A NPeINA3HA MEPKH HPH ynoTpeda

JlakraTHa auMao3a

JlaxTaTHaTa auMa03a € MHOTO PAZIKO, HO CEPHO3HO METAbOIUTHO YC/IOKHEHHE, HAl-4eCTO HACTLNBA
[pH OCTPO BioLIaBaHe Ha ObOpeynaTa GyHKUHA, KapaHO-pecnUPAaTOPHO 3ab0NABaHE HIH CeNnCcHC.

HarpynBaneTo Ha MeT(hOpMHH HACTBIBA NpPH OCTPO BiowWAaBaHe Ha OLOpeuHaTa yHKUMS H
yBeJIKY&Ba PHCKa OT JIAKTATHA auKAo3a.

B cnyua#i Ha'nexuapaTtaums (TeXKa AUMAPHS WIH NOBPbiLAHE, TPECKa WX Hamale ;.f M #ﬁ LN "f;j. |
TEYHOCTH) TPAOBa BPEMEHHO a ce Crpe NMPUEMBT Ha METGOPMHH U € NpenopbY R
yCTaHOBH Bpb3Ka C MEAHLIMHCKH CIIELIMAIHCT. |
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[IpveMbT Ha NEKAPCTBEHH NMPOAYKTH, KOHUTO MOTAT OCTpO Aa yBpensaT 0uOpeunara PpyHkums (karo
aHTHXHNEPTEH3INBHY cpeacTsa, Anypetnud v HCIIBC) Tpabna aa ce 3anouHe ¢ NOBHLIEHO BHHMaHHE
MpH NALUEHTH, IEKYBaHH ¢ MeThopMuH. JIpyru puckoBH GaKTopH 3a JIaKTarHa almao3a ca
npeKoMepeH MpHUeM Ha AJIKOX0J1, YepHOAPOOHA HEJOCTATHYHOCT, HEAOCTATBYHO KOHTPOIHpaH anader,
KeT03a, NPOAWDKHTEHO IaJyBaHe H BCAKAKBH CLCTOAHHA, CBBP3aHH C XHITOKCHA, KAKTO U
eAHOBPEMEHHATa ynoTpeda Ha NeKAPCTBEHH MPOAYKTH, KOMTO MOraT Na NPHYHHAT JIAKTATHA alHA03a
(Bx. TOukH 4.3 ¥ 4.5).

[MauvenTrTe WHnn 6onHorneaaunte Tpabea aa 6baaT HHPOPMHPAHH 3a pHCKA OT NAKTATHA aLHAo3A.
JlakTaTHaTa aUKMAO3A C€ XaPAKTEPH3HPA ¢ aLMAO3HA AMCNHEA, KOpeMHa 6onka, MyCKYTHM KpaMIH,
aCTEHHA M XHMOTEPMHA, NOCREABAHH OT KoMa. B cnyyaii Ha cbMHEHHE 3a CHMITTOMH NaUMEHTDHT
Tpabra na cnpe npveMa Ha MeTHOPMHH U He3abaBHO J1a MOTHLPCH Jiekapcka noMoLl. J{HarHoCTUYHHTE
nabopaTopHK HAXOAKH ca noHmwkeHo pH Ha kpbBTa (<7,35), NOBHILEHH HHBA HA IUTA3MEHHA NIAKTAT
(>5 mmol/l) 1 noBHLIEHa AHHOHHA PAIHKA H CHOTHOLLEHHWE TAKTAT/NUpYBAT.

HHHHEHMH C ycmanosenu i HO()OS?HP&H U MUMOX oudpuanu u 3ab0n198aKUA;

[Ipy nauMeHTH ¢ YCTAHOBEHH MUTOXOHAPHANHH 3a00N8BaHMA, KATO CHHAPOM HA MUTOXOHApHANHA
eHlle¢anonaTH C JaKTaTHa auMao3a H HHeyaTronoaodHu enusoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u Hacnezcrsen auaber ¥ rnyxora no -
maiiuuHa nuHua (Maternal inherited diabetes and deafness, MIDD), meT¢opMHH He ce npenopbuBa
nopaay pHcka ot o00CTpaHe Ha NaKTaTHa ALMA03a H HEBPOJIOrHYHH YCIOXKHEHHS, KOHTO MOXKE Ja
AOBEAAT SO BIOWIABAHE Ha 3ad0asBAHETO.

B cayuall Ha NPpH3HALIM K CHMITTOMMU, noka3zatentu 3a MELAS cniapom wnu MIDD, cnen npuema Ha
MeTPOPMHH, NedeHHUeTo ¢ MeTGopMHH TpaOBa Aa ce cripe BeaHara v Aa ce HanpasH Obp3a
AHArHOCTHYHA OLIEHKA.

Bu6peuna yHKuHa

[Ipenwn 3ano4BaHe Ha JICHEHHETO U PEAOBHO clie TOBa TpAOBa Aa ce NpaBH OLEHKA HAa CTOHHOCTHTE Ha
GFR, Bx. Touka 4.2. Metdopmut e nporHBonokasaH npH naunHesTH ¢ GFR <30 ml/muH 4 Tpabsa na
Obae BpEMEHHO CNPAH NPH HANHYHE HA CHCTOAHHA, KOMTO MPOMEHAT OBOpeuHaTa gyHKUMA (BXK.
TouKa 4.3).

CrpaeuyHa bvH

[auMeHTH ChC ChpAEYHA HEJOCTATHLYHOCT Ca B MO-TOJIAM PHCK OT XHMOKcHA H 616peyna
HeAOCTATBUHOCT. [IpH nauueHTH cbe cTAOWIHA XPOHHYHA HEAOCTATHLYHOCT METQOPMHH MOXE Aa CE
H3MON3Ba NPH PEOOBHO NPOC/ICAABAHE HA ChpaeuHaTa M 6nOpeunaTa GyHKUHA.

[Tpu naLuMeHTH ¢ ocTpa W HecTabIIHA ChpAeyHA HEJOCTATBYHOCT MeTGOPMHH € NPOTHBONOKA3aH (BiXK.
TouKa 4.3).

[IpunoxeHue Ha HoAMPAHH KOHTPACTHH BELLECTBA

BrTpechAOBOTO NpUIOKEHHE HA HOAHPAHH KOHTPACTHH BELIECTBA MOXeE 1a AOBEIC JO KOHTPACT-
HHIAYUHMpaHa HedpONaTHA, BOAEINE A0 HATPYNBAHETO HA MET(POPMHH K NOBHILIEH PUCK OT IAKTATHA
aunnoia. Mergopmu Tpabaa na ce cnpe NMpead WIK NO BPEME Ha NMpoLeaypata 3a obpa3zHa
AWArHOCTHKA M He TPAOBA Aa ce Bb300HOBABA N0 Hal-Manko 48 yaca cnen TOBa, NPH YCJIOBHE Y€
Ob6peunaTa QyHKUHA € OLECHEHA OTHOBO H € YCTAHOBEHO, Ye € cTalinHa, BXK. TOUKH 4.2 H

One s L
A

MerdopmuH TpaOsa na ce cnpe No BpeMe Ha onepauMs noa oolua, CHHANHA WM e L

aHecTe3us. JleueHneto moxe na 6bae BL30OHOBEHO HE MO-paHo OT 48 yaca ciren onepaiyTRUIR
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Bb30OHOBABAHETO HA XPAHEHETO MpE3 yCTaTa, H MPH YCoBHE Ye Ob0peuHaTa PyHKUHA € OLieHEHa
OTHOBRO W € YCTAaHOBEHO, Ye e cTabunHa.

[leanaTpuyHa NONyIauKg

JlnarxHosara 3axapeH auaber Tun 2 Tpabpa fa ce NOTBBPAH NpeaHu Aa 3al0YHe NeYeHHE ¢ METPOPMHH.

He e ycTaHOBEH €deKT Ha METQOPMHH BBLPXY pacTexka U MydepreTa no BpeMe Ha €AHONOAKLIHH
KOHTPOJHPaHH KIHHHYHH MPOY4YBaHMUA, HO HAMa AAHHH OT NMPOABXHTEIHH NPOYYBAHHUA NO TE3H
cnenduyHr noxkaszatenu. ETo 3aiilo ce npenopbysa BHUMATENHO NpocieasBate Ha edexTa Ha
MeTGOPMHH BbPXY TE€3H MOKA3aTE/H NMPH A€, IEKyBaHH ¢ MeTGOpPMHH, 0cobeHO aeua B npea-

mybepTeTHa Bb3pacT.

Hensa Ha sb3pacT mexay 10 n 12 roanan

Camo 15 aeua Ha Bb3pacT Mexay 10 1 12 roanHu ca 61Ny BKIIOUEHH B KOHTPOIIHPAHH KIMHHYHH
npoyuBaHUA, MPOBEAEHH Cpel A€La U I0HOLIH. Bbnpeky, ye epukacHoCTTa U 6€30NacHOCTTA Ha
mMeT(hOPMHH TIPH TE3H Aelia HE Ce pa3inyaBaTt OT e(pHKacHOCTTa U H6e30nacHOCTTa NPH NO-rOJIEMH feua
U FOHOLLY, Ce NMpenopb4Yea 0cobeHO BHUMAHHE, KOraTo eKapCTBOTO Ce NPpeANnHCcea Ha aeua Mexay 10
" 12 ropunn

rnn 43HH MCPKH

Bcuuky naumenTH TpabBa Aa NpOABILKAT Aa CA3BaT JUETATA ¢ PEIOBHO pasnpeaeasHe Ha NpUeMa Ha
BbIIIEXHIPATH Npe3 ueans geH. [launeHTure ¢ HaaHOpMeHO Terno TpaOBa Aa NPOAB/DKAT Ja Cra3Bar
HUCKOKA/IOPYYHA NHeTa.

Heobxonumo e penosHO Aa ce MpOBER AT obuuaiitnuTe 1abopaTOpHU M3CAEABAHHA 32 KOHTPOJ Ha
nvabera.

MeTrdopMHH MOXe Aa HaMallH CEPYMHHTE HHUBA Ha BUTaMHH B12. PUCKBT OT HHCKH HHBa Ha BUTAMHH
B12 ce yBenuyapa ¢ yBeJIH4YaBaHe Ha [103aTa HA MeTOPMHH, MPOXBLIIKUTENHOCTTA Ha JIEHEHHETO
W/WNH NpH NAaLKHEHTH C PUCKOBH (PAKTOPH, 3a KOHTO € H3BECTHO, Y€ NPHYHHABAT ASPHLMT HA BUTAMMH
B12. B cny4aii Ha cbMHeHHe 3a AedHuMT Ha BUTaMHAH B12 (kaTo aHeMHs WM HeBponaTHa), Tpabea aa
ce MpOoCIeAsBaT CEPYMHHTE HHBa Ha BUTaMiH B12. Moxe aa ce HanoXXy NEPHOOHYHO NTPOCTEAABaHE
Ha BUTaM¥H B12 npy naupueHTH ¢ pHckoBH (hakTopH 3a AeduuudT Ha BUTaMud B12. Tepanusra ¢
meThopMHH TpAOBa Ja MPOABIXKA TOJKOBA ABJITO, KOJIKOTO C€ [TOHAcA ¥ HE € MPOTHBONOKAa3aHo, U
NOAXOAALIO KOPUTHpaLo JedeHHE 3a NedULMT Ha BHTAaMHH B12 € ocurypeHo, B CbOTBETCTBHE C
'HACTOSALIMTE KIHHUYHH PLKOBOACTEA.

Monorepanusata ¢ METQOPMHUH He NMpeAU3BHKBAa XHNOTIIHKEMHS, HO € HEOOXOAHMO NOBHLUIEHO
BEHMMaHHe, KOraTo c€ M3MoJ3Ba B KOMOHHALIMA ¢ MHCYJIHH WIH APYrH NMEpopaiHi NMPOTHBOAHA0ETHH

cpeacrsa (Hamnp. cyapaHWwIypeiHH NPOAYKTH WIH MErTMHTUHHHAMN).

4.5 BianmonelcTBHE ¢ APYIrH JEKAPCTBCHA TNIPOAYKTH H APYIH (l)ﬂlel HA B3aHMOACHCTBHE

He ce NnpenophtiBa €AHOBPEMEHHA yno;;;geﬁa C.

Anxoxon

AJIKOXONHATa MHTOKCHKALIUA ce CBbP3Ba C MOBULUEH PUCK OT JIaKTaTHA alliAo03a, ocobeHo B ciyvaH Ha
rnajgyBaHe, HEJOXpaHBAHE WIH YEPHOAPOOHA HEAOCTATBYHOCT. o

. s
Hooupanu xonmpacmnu eeujecmsa Pl

MeTt¢dopMuH Tpa6Ba 3a0b/DKHTETHO [1a ¢ CNPE NPeaH WK NO BpeMe Ha npoueaypafd3sa of A
AMAarHOoCTHKa H He Tpa0OBa na ce Bb300HOBARA N0 Hal-Maiko 48 vaca cien Tosa, np ycnbake qe e
61u6peyHaTa pyHKLHUA € OlleHeHa OTHOBO U € YCTAHOBEHO, Ye € cTabniHa, BiK. Toqlc 42 ‘HA. 4 2B
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KoMOuHaumMn, W3HCKBAIK NPeANa3Hy MEPKH NPY ynortpeba

Hsakon nekapcTBEHH NPOAYKTH MOTaT Ja ce oTpa3aT HebuaronpuaTro Ha 6b0peuHaTa QyHKUHA, KOETO
MOXE /12 YBEJHUYH PHUCKA OT NaKTaTHa auuao3a, Hanpumep HCIIBC, BkAOUHTENHO CENEKTHBHH
uHxubuTOpH Ha uuknookcureHasa (COX) II, ACE nuxuburopn, anruoreHsnH Il peuentophu
AHTRrOHUCTH H AHYPETHLIH, 0c00e¢HO 6puMKOBH aHypeTHuH. [Ipu 3anouBaneTo HIK ynoTpebara Ha
TaKHBA NPOAYKTH B KOMOHHAUMA ¢ METQOPMHH € HeOOXOAUMO BHUMATETHO NPOCIeABaHe Ha
O016peuHaTa pyHKuUHA.

Ilpu ynompeba na nexapcmeenu npodyxmu ¢ nPUCHYAQ XuUneperukeMuyHa akmusnocm (hanp.
2NIIOKOKOPMUKOUOU (3Q CUCTEMHO U TOKATHO NPUIAONCEHUE) U CUMNAMOMUMEMUYY)

Moxe na ce HaTOKH MO-YECT KOHTPO/ Ha KPbBHATA 3axap, 0COOCHO B HAYANOTO HA JICYEHHETO. AKO €
HeoOX0aHMO, R03aTa Ha METHOPMHH MOXE 12 CE KOPHIHpa MO BPEME HA TEPanuATa CbC CLOTBETHHS
NEKApCTBEH NPOAYKT, 8 H ¢ CIIHPAHETO MY.

Ipenocumenu na opeanuunu kamuonu (Organic cation transporters, OCT)

MerdopMmuH e cybeTpaT 1 Ha aBata TpaHcnoprepa OCT!1 u OCT2.

EaHOBpeMEHHOTO NMpHIoKeHHe Ha METGOPMHH C:

- uHxuburopn Ha OCT1 (kaT0 BepanaMun) MOraT Ja HaMalAT €(PUKACHOCTTA Ha METPOPMHH.

- uHaykropu Ha OCT1 (kaTo prpaMnMiIMK) MOraT 1a NOBHIUAT CTOMAaUIHO-4peBHaTa abcopbuma u
eHKacCHOCTTa Ha METHOPMHH.

- uHxHOHTOpH HAa OCT2 (KaTO UMMETHAKH, OAYTErPABHP, PAHOJA3HH, TPHMETOTIPHM,
BaHAETaHHD, H3aBYKOHA30/1) MoraTt Aa HaManat 6s0peyHoTo eNTMMHHHpaHe Ha METGOPMHH H NO
TO3H HAYHH 13 JAOBEAAT A0 MNOBHILABAHE HA IU1a3MEHATa KOHLEHTpaLHa Ha METPOPMHH.

- uHxubuTopn kaxro Ha OCTI, Taka n Ha OCT2 (xato xpu3oTHHHO, onanapub) MoraT na
NPOMEHAT epHKacHOCTTa H OBLOPEeUHOTO eNNHMHHHUpaHe Ha METHOPMHH.

Ilopaan ToBa ce NpenopbYBa NOBHLIEHO BHUMaHKE, 0cOOEHO NpH naleHTH ¢ 6L0peuHo yBpexaane,

KOTaTO TE3H IEKapCTBa ¢€ NPUAAraT eAHOBPEMEHHO ¢ METHOPMUH, Thil KaTO M1a3MEHaTa

KOHLIEHTPauXs Ha MeTPOPMHH MOXKE 21a c€ NMOBHIIH. AKO € HeoOX0aHMO, MOXe 11a ce OOMHCIH

KOPHIHpaHe Ha 103aTa Ha MeTdopMHH, T KaTo OCT HHXHOMTOpUTE/MHILYKTOPHTE MOTAT Ja

IPOMEHAT e(PUKACHOCTTA Ha MEeTQOPMHH. |

4.6 QPepTuanTeT, OPEMEHROCT H KhpMene

BbpeMEHHOCT
HekoHTponupaHaTa XHNEprjiiMKeMHs B NEPHKOHLENUHOHHATA ¢da3a ¥ No BpeMe Ha OPEMEHHOCT €

CBBbP3aHa C MOBHIUEH PHCK OT BPOAEHH aHOMANHH, 3aryba Ha OpeMeHHOCT, NECTALMOHHA XHIIEPTOHHA,
NpecKIaMncHs H NEpHHATANHAE CMBPTHOCT. BakHO € Aa ce NoAABPKAT HUBATA HA KPbBHATA 3aXap
BbL3MOXKHO Haii-01M30 10 HOpMaTHHUTE Npe3 uanata OpeMeHHOCT, 3a Aa ce HaMaJlH PHCKBT OT
HeOaronpUATHH U3XOJH, CBbP3aHH C XHNEPrlHKeMHA, 3a MakKkaTa H HelHOTO nere.

MeTdopMHH NpeMKHHaBa npe3 faleHTaTa ¢ HUBa, KOUTO MOTAT Jia IOCTHIHAT KOHUEHTPAaLMHTE MPH
MaHKaTa.

[lonamMo KONHYEeCTBO AaHHH 3a HpeMeHny xkeHu (noseue o1 1 000 ekcNOHKpaHH pe3ynTaTa) ot
0a3HMpaHO HA PErHCTBLP KOXOPTHO NpOyuBaHE H MyONUKYBAHH AaHHKU (METa-aHATH3H, KITHHHYHH
NpOY4YBAHHA H PETHCTPH) He MOKA3BAT MOBHLUEH PHCK OT BPOJEHH aHOMAIHHK WIK ¢eTo/HeoHaTanHa
TOKCHYHOCT C1eA €KCNO3HUMA KbM METQOPMHH B NEPHKOHLUENLIMOHHATA ¢da3za WHIK No BpeMe Ha
HpeMeHHOCT.

Hma orpannyenu ¥ HeyOeaMTeIHH AOKa3aTe/icTRa 38 eekTa Ha METQOPMHH BLPXY ABJT
pe3yJITaT Mo OTHOLIEHHE Ha TerNoTO NpH Aela, HANoXKeHH BrTpeyTpodHo. Merdopm
Aa MOBIMABA JBUIaTeHOTO H COLIKANTHOTO Pa3BHTHE A0 4-roJMILIHA Bb3PacT MpH A
BpeMe Ha OPEMEHHOCTTA, BLIPEKH Y€ JAHHHTE 38 JbJATOCPOYHHTE Pe3ysTaTH ¢a o
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KbpMeHe

MeTghopMHH ce eKCKpeTHpa B KbpMaTa npu xopa. He ca HabnioaaBaHmn HesxenaHH NEKapCTBEHM
peakuMH NPH KbpMEHHTe HoBopoaeHH/0ebeTa. Bunpeku ToBa, nopaau OrpaHHYEHHTE AaHHHTE, MO
BpeME Ha JieueHye ¢ MeTHOPMUH KLPMEHETO HE ce MpenopbyBa. Pewlennero aany aa ce npekpaTv
KbPMEHETO TPAOBA 13 ce B3eMe Clie]l KATO C€ MPEeLeHH ChOTHOLWEHHETO MEXAY N03aTa OT KbPMEHETO
H MIOTEHUMATHHUSA PHCK 32 NOABA HA HEXKENaHH JIEKAPCTBEHH PEaKUMH y AETeTO.

DepTHANTET

OepTUINTETHT Ha MBXKKH WIH XKECHCKH IUTbXOBE HE C€ MOBNHABA OT MET(OPMHH, NPUIOKEH B AHEBHH
1034, no-sucoku ot 600 mg/kg/neH, koeTo ce paBHABA Ha OKONO TPH ITHTH MaxCHMaHaTa
npenopLYBaHa AHEBHA A03a NPH XOPa, H3YHCIIEHa Bb3 OCHOBA Ha TUIOLITA Ha TENeCHaTa NOBbLPXHOCT.

4.7 EdexTn Bbpxy ¢cnocofHOCcTTa 38 mogupane H paboTa ¢ MAIUHHRA

MoHorepanuara ¢ MeTQOpPMHH He NMPEeAH3BHKBA XHIIOTJIMKEMHSA H 3aTOBA HE OKa3Ba BIIMAHHE BbPXY
cnocoGHOCTTa 3a wodHpaHe u paboTta ¢ MalunHu. Briipekn Topa, nauuersTHTe TpaGBa na 6baar
MpenyNpeACHH 33 PHCKa OT XMNOFIMKEMHSA, KOTaTO METGOPMUH Ce M3NON3BA B KOMOHHALHSA C APYTH
npoTHBOAHA0ETHH cpeacTea (Hanp. cyndaHwrypeiiHH NPOAYKTH, HHCYJIHH WiH MEFTTHTHHHAHN).

4.8 HexenaHH eKapPCTBEHH peaKUHH

[Tpu 3anousaHe Ha JieUEHHETO HaH-YeCTUTE HEXETAHH PCaKLIHM Ca MaACHE, NOBPbIaHe, HAPHA,
KopeMHa 6onka ¥ 3aryda Ha aneTHT, KOHTO B NOBEYETO CTyYaH OTLUYMABAT CIIOHTAHHO. 3a
NpeAOTBPATABAHETO UM CE NPENopLYBa METPOPMHH Aa Ce NpHeMa Ha 2 Win 3 JHEBHH 103H U HaBHO
Jia C€ YBEeJIHYaBAaT MO3HTE. '

CnenHuTe HeXeNaHH JIEKAPCTBEHU PeaKLMH MOTAT A8 HACTBLIAT MO BPpEME Ha JIeYECHHE C METQOPMHH,
['pynHpaHeTO HM MO YECTOTA € KaKTO cjieABa: MHoro yectd >1/10, yectu 21/100 no <1/10, neuectu
>1/1 000 no <1/100, peakn >1/10 000 ao <1/1 000, muoro peakn <1/10 000, 1 ¢c HenIBECTHa YeCcTOTA
(OT HANKWYHUTE NaHHHW He MoXe Ja Ob/ie HarpaBeHa OUCHKA Ha YecToTara).

BbE BCAKO MPYNMpAHE MO YECTOTA, HEXKEIAHHTE PEaKLHH ce H3bposBaT B HU3XOAAW pea Mo
OTHOLLIEHHE Ha TEXECTTA.

Hapyiedus Ha MeTabonn3Ma H XpaHEeHeTo:

Yecmu. .
- Hamanssane/nedpuumr Ha suramuH B12 (Bx. Touka 4.4)

Muozo peoxu:
- JlakTaTHa auma03a (BX. Touka 4.4).

HapyiiieHHs Ha HEPBHATA CHCTEMA:

Yecmu:
- [IpoMsaHa BbB BKYCA.

CToMalllHO-YpEeBHH HAPYIIEHHA:

Mrnoco vecmu. TN
' LI MASN
- FacTpOMHTECTHHANHKM HapYLICHHA, KaTo raleHe, NOBPbLUaHE, aHapHs, 6oKka B m&fﬂﬁ’ e

Kxopema M 3ary0a Ha aneTHT. Te3n HexxenaHH IeKapCTBEHH peakLiBy ce Haﬁmo

cTOMALl Ho-qpeBHaTa NOHOCHUMOCT. -."j.. .
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XenatoOWIHapHH HAPYLUEHHA:

Mnoco peoxu:
- CoLuecTBYBAT H30IHpaHK CLOOLUEHHA 3a NPOMEHH B NOKa3aTeIHTe Ha YepHoapobHara
(QYHKLHR WNH XENAaTHT, KOHTO OT3BYYaBAT ClEeA NpeKpaTaBaHe Ha npueMa Ha METQOPMHH.

Hapymeuua Ha KOXKaTd H NNOAKOXHATA ThKaH.

Muoco peoxu.
- KO>HH peakiiMH, KaTO €pUTEMAa, NPYPUTYC, YPTHKAPHA.

[leanaTpy4Ha Nomyaauus
B nyOGnHkyBaHH H NOCTMAPKETHHIOBH A&HHH H B KOHTPOJHPAHH KIHHUYHHK H3MNHTBAHHSA, NPOBEIEHH

fipy OrpaHHy4eHa NeaBaTpHUHa NMomyJauus Ha BbapacT 10 ao 16 roauHu, NeKyBaHH B NPOABL/DKEHHE Ha
| roanHa, ce croO1taBa 3a HeXeNlaHU ChOMTHA, KOHTO N0 ECTECTBO H TEXKECT Ca KATO TE3H,
Ha0JK0N2BAHK TNIPH BL3PACTHUTE NALIHEHTH.

Crob € Ha NOA03HpaHK HeXeNaHH H

ChobuaBaHeTo Ha NOJO3HPAHH HEXENaHH PeaKkLUHH CneA paspelapaHe 3a ynotpeba Ha NexkapCTBEHHUS
MPOAYKT € BaXKHO. 10Ba No3BOJNABA 1a NPOAB/DKH HabNMIOAEHHETO Ha CHOTHOLIEHHETO NOJI3a/PHCK 38
neKapcTBeHHA NpoaykT. OT MeIHLMHCKHTE CIeLIHATHCTH CE H3UCKBA 2a cbobLuaBaT BesAka
NOAO3IMpPaHa HexeNnaHa peakuHa ype3 U3nbaHHTeNHa areHuus o nekaperaara, yi. . Jamsax ['pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeair: www.bda.bg.

4.9 Ilpeno3upane

He e HabmonaasaHa xunoravkeMus npi ynorpedba Ha MeTQOPMHHOB XMAPOXOPHA B 203K 10 85 g,
BBIIPEKH Y€ HMA CHOOLLIEHUS 32 TAKTATHA aLWI032 NTPH TakuBa obcTosTencTea. [Ipeno3upanero c
BHCOKH 034 MeTHOPMHHOB XHAPOXJIOPHI WIH CHITBTCTBAILMTE PUCKOBE MOTaT 2ia JOBEAAT A0

NAaKTaTHa aino3a. JlakraTHara alMao3a W3HCKBa CrieliHa MeIHLIMHCKA HaMeca W TpsaOBa 1a ce eKysa
B Gonnuua. Hali-e(pexTHBHHAT METOJ 38 OTCTPAHABAHE HA JIAKTATa U METGOPMHH € XEMOAYAIH3ATA.

5., ®OAPMAKOJOI'NYHMU CBONCTBA
5.1 OapMakoaABHAMRYHH CBOHCTBA

QPapmakorepanebTH4Ha rpyna: Cpeacraa, MOHWKaBaLlK IIOKO3aTa B KpbBTa. bursanuau. ATC kopa;
A10BAO2.

MexaHH3BM Ha A€HCTBHE

MetgopMHH € OUrBaHHI C AHTHXHTNEPIIMKEMHYHH eeKTH, KaKTO BbpXy Oa3anHara, Taka ¥ BbPXY
NOCTIpaHAKANHATE XHNEPrAHNKeMHA. TOH He CTUMYNHpa CEKPELIMATAE HAa MHCYJIMH U 3aTOBA HE
NpeAH3BHMKBA XHNOrnHkeMua. MerdopMuH Hamansapa 6azanHara XHNEPHHCYJHHEMHS H B KOMOHHaums
C MHCYJIHH HaManfaBa Heropata HeOOXOAHMOCT.

MeTdhopMHH yNIpaKHIBA CBOS AHTHXHUIIEPTIIHKEMHUYEH e(eKT, Upe3 HIKONKO MEXAaHH3Ma:
MerdgopMmuH HaMangsa uepHoApoOHaTa NPOIYKLIMS HA [JIFOKO34.

MetdopMuH ynecHaBa nepudEpPHOTO YCBOABAHE H H3MON3BAHE HA MIOKO3a, OTYACTH upe3 /—~—-
NOBULIABAHE HA HHCYJIMHOBOTO ACHCTBHE.

MeTtdopMuH npoMeHs o0MeHa Ha IIIOKO34Ta B UepBaTa: YCBOABAHETO B KpbBoobpa
yBenu4apa, 1okaTo abcopbumsara oT xpaHata Hamanasa. JLomeIHHUTEIHH MEXAHHIMH, LN
YepBaTa, BIIIOYBAT YBEJIMYABAHE Ha OCBOGOXKAaBAHETO Ha IMOKaroHonoaoben nenmha: | (glucagon- . i
like peptide 1, GLP-1) n HamanaBaHe Ha pe30opOLMATA HA HUTHYHH KHCETHHH. Me’rdxib&lﬂn I'Epﬂmuﬂ S
MHKpoOHOMa Ha YepBara. N R
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MetdopMud Moxe fa noaoOpy THNHAHNAA NPOQHUA NPU XUNEPNHMUAEMHYHH NALMEHTH.

B xnuHruHK npoyuBaHHa ynotpebaTa Ha MeTHOPMHH € CBBP3aHa WIH ChC CTAOWIHO TENECHO TErNo,
WK ¢ YMepeHa 3aryba Ha terno.

MetdopMHH € aKTHBATOp Ha afeHO3MH-MOoHopocdaT-npoTenH-kuHa3aTa (adenosine monophosphate-
protein-kinase, AMPK) 1 nosninasa TpaHCOPTHHA KaNaUWTET H& BCHUKH BWAOBE MeMOpaHHH
rMOKO3HH NpeHocHTenn (glucose transporters, GLUTS).

Knumiuuna ehuxacrocm:

[IpocnexTMBHOTO panaoMHU3MpaHo npoyuBaHe Ha aHabera (UKPDS) noka3sa annrocpounara nonsa

OT HHTEH3UBHHA KOHTPOJ HA KPbBHATa 3axap NpH NaLKeHTH ¢ awader tun 2.

AHAIH3LT HA PpE3yNTaTHTE NMPH NALUKEHTH C HAAHOPMEHO TETJIO, JIEKYBAHH ¢ METQOPMHH crel

HeyCnexX Ha H3MON3BaHeTO CAMO Ha AHETa, MoKa3Bea:

- 3HAYUTETHO NMOHIKABAHE Ha aOCONIIOTHUA PHCK OT BCAKAKBH CBbP3aHH ¢ AHabeTa yCnOXKHEHHS
B rpynarta Ha MerdopmuH (29,8 crOuTua/1 000 nauKeHTOroaMHH) B CPaBHEHHE C H3NOJI3BaHe
camo Ha aueta (43,3 cpburna/l 000 naunentroroaunu), p=0,0023, u B cpaBHeHME C rpynUTe Ha
KOMOMHMPEHO JieueHHe CbC CyNpaHnTypeiiHM MPOAYKTH H MOHOTEPAIHA C HHCYIIHH
(40,1 cu6uTia/l 000 naunenToroannn), p=0,0034;

- 3HAYMTE/IHO HaManaBaHe Ha abCONIOTHUS PHCK HA CBBbP3aHATa ¢ AHabeTa CMBPTHOCT:
merdopmuH 7,5 cuburna/1 000 naunerToroanuu, camo auera 12,7 ¢burua/1 000
naumeHTroroauny, p=0,017,

- 3HAYHUTEHO HAMANABAHE Ha a0COMIOTHHUA PHCK OT 002 CMBPTHOCT: METQPOPMHH
13,5 cu6uTHa/1 000 naumeHTOroAMHH B CpaBHEHHE ¢ AHeTa caMocToATeNHO 20,6
crOuTHa/1 000 naunentoroonuu (p=0,011) 1 B cpaBHEeHHE € rpynH HA KOMOHHKPAHO NIcUCHHE
cbe cyndaHunypeliHi NpoAYKTH U HA MOHOTepan#a ¢ HHCY/KH 18,9 cbrTHa/l1 000
nauyeHToroauHy (p=0,021);

- IHAYUTE/THO HaMaJlfBaHe Ha a0COMOTHUA PHCK OT MHOKapaeH HHGAapKT: MeTGOPMHH
11 cxouTHa/| 000 nauxeHTOTrOAMHM, caMocToATenHa aueTa |8 cubuTua/l 000 nauneHToroaAMHU
(p=0,01). |

He e nokaszana knMHuuHaTa nonsa ot ynorpedara Ha MeTGOPMHUH, KATO Tepanus OT BTOpA JIHHHA, B

KOMOHHaLIMA CbC CyJIpaHHTypeA.

[ipu noabpaHu nauneHTH ¢ Auaber Tun 1 € u3nonipaHa KOMOKHALIMATA OT METOPMHH H HHCYJTHR, HO
KIIHHHYHA NOJI38 HE € YCTAHOBCHA.

[MeanarpuyHa nonynauHs

KoHTponupaHuTe KNHHHYHH NMPOYUYBAHHA NPH OrpaHHYEHa NEAHATPHYHA NMOITYIALMA Ha BB3PACT
10-16 roanHn, NeKyBaHH B NPOOBHKEHUE Ha | roanHa, NOKa3BAT OTTOBOP MO OTHOLIEHHE Ha
IMUKEMHYHHA KOHTPOI, MoA00€H Ha TO3M, HabogaBaH Mpy BL3IPACTHH MNALMEHTH.

£.2 PapMaKOKHHETHYHH CBOHCTBS

Abco

Cnen npHeM Ha nepopanHa A03a METGOPMHHOB XHAPOXJIOPHA, MAKCHMAJTHA Ala3MEeHa KOHLEHTpaLns
(Cumax) ce mocTHra cnien 2,5 yaca (tmax). Ilpn 3apaBv nuaneuam abconioTHata OHOHANHYHOCT cliel
npreM Ha Tabnerka or 500 mg unu 850 mg MerdopmHuHOB xuapoxaopua e npudausurento 50-60%.

Cnen nepopaneH npuem, abcopbunara Ha METGOPMHUH € HACHTEHE M HEMbJIHA, KOETO l;( F&%;ﬂn
dapmakoxHHeTHKaTa Ha abcopOumnaTa Ha METQOPMHH € HelTHHeliHa.

[Mpu npenopwaaume NO3W M 1030BH CXeMH Ha METHOPMMH, ILNTA3MEHHTE xonuempal.mu B -t L
pPaBHOBECHO CBCTOAHHE ce IOCTHIaT B paMKHTE Ha 24 10 48 yaca H obukHoBEHO ca no,n:l pg/ml B )
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KOHTPO/IHPAHH KIIHHHYHH H3NKTBAHHS, MAKCHMATTHHUTE TU1a3MEHH KOHLEHTPAUMH (Cmax) Ha
MeT(OPMHH HE HaABHLLABAT 5 pg/ml, nopH NpH MakCHManNHHM AO3H.

[TpuemsbT Ha XpaHa HAMAABA CTENEHTA KU NEKO 3abaBa abcopbumara Ha MerdopMmuH. Cnen npuiaraxe
Ha ao3a oT 850 mg, ce HabmoxaBa 40% no-HuCcka MAKCUMANTHA NNa3MeHa KOHUEHTpaLH4,
noHwkasaHe ¢ 25% Ha AUC (nnowura noa kpusara) H 35-MHHYTHO yAB/DKaBAHE Ha BPEMETO 34
AOCTHIraHe Ha MaKCUMaslHa r1a3MeHa KOHUeHTpauusa. He e H3BecTHa KIIHHHYHATa 3HAYHMOCT Ha Te3H
A&HHH.

Pasnpenenexue _

CBBbP3BaHETO ¢ TUIA3MEHHTE NMPOTEHHH € HE3HauuTe/HO. MeThOopMuUH ce pa3npeaens B EpHTPOLIMTHTE.
MakcumanHaTa KOHUEHTpALMA B KPBLBTa € M0-HUCKA OTKOMKOTO B MU1a3MaTta M ce [posBABa
NpUOAH3HTENHO MO €AHO K CHILO BpeMe. UepBeHHTE KPbBHH KJIETKH M0 BCAKA BEPOATHOCT Ca
BTOPHUYEH KOMITAPTHMEHT Ha painpeaencHue. CpeaHusT obem Ha pasnpenenexue (Vd) sapupa mexay
63-276 1.

Euorpancgopmaius

MeTdopMHH ce eKCKpeTHpa HenpoMeHeH B ypHHarTa. [IpH xopa He ca HACHTH(HLIHpaHH MeTabOoIHTH.

EnvMHRHUpaHe

BuOpeuHnsT knupbHC Ha merdopmuH e > 400 ml/min, koeTo noka3sa, ye MeTQOpPMHH CE ETMMHHHPA
ype3 raomepyiHa punrtpauns H Tybynna cekpeurs. Cnen nepopaneH npueM, SBHUAT TepMHHANCH
eNMHMHHALIMOHEH MONYKHBOT € NpHbnuauTenHo 6,5 yaca.

Koraro 6n6peuHaTa pyHKims ¢ yapeaeHa, 610pedHHST KNHPBLHC C€ HAMangBa NPONOPUHOHAIHO HA
KpeaTHHHHOBHUS KIMPBHC H 3aTOBA EJTMMHHALMOHHHUAT NOJTY)KHBOT CE YAL/DKABA, KOETO BOJIH 0
[IOBHLUEHH TL1a3MEHH KOHLIEHTPALMH HAa MeTHOPMHUH.

Creuuannu 2pynu nayuenmu

buOpe4Ho yBpexnaHe
HanuuHHuTe ZaHHH NMpY NAKHEHTHTE ¢ yMepeHa OB0peyHa HEZOCTATBHYHOCT ¢ OCKBAHH H HE MOXe Ja

Gbae HanpaBeHa HAZEXKAHA OLEHKA Ha CHCTEMHO HlaraHe Ha MeTGOPMHH B Ta3M Moarpyna B
CpaBHEHHe C MauWeHTUTE ¢ HopMasnHa 6B6peuHa pyHkuus. CrenosaTenHo aaanTHPAHETO Ha J03aTa
Tpa0Ba Aa ce W3BBPLIBA NPH CHOOPAKEHHA 38 KIHHHYHA €PHKACHOCT/IIOHOCHMOCT (BXK. TOUYKA 4.2).

[NeanaTpHuHa Nonynaius
H3nuTBaHe ¢ eaHokpatHa ao3a: Cnea npueM Ha €QHOKPATHH 403K METGHOPMHHOB XHAPOXJIOPHI OT

500 mg, baMaKOKHHETHUYHHAT NPO(HA NPH AEIHATPHYHHTE TALMEHTH € KaTo TOo3H, HabmoaasaH npu
3/]paBH BH3PACTHH HHAMBHAM.

U3nuTBaHe ¢ MHOTOKpaTHH JO3H: JAHHHUTE Ca OrpaHHYEHH caMo A0 eaHOo npoyusaHe. Cnen npuiaraHe
Ha MHOrOKpaTHH 1034 oT 500 mg ABa METH AHEBHO B NPOABL/DKEHHE HA 7 AHH NPH NEAHATPHIHH
NAaLMEHTH, MAKCHMANTHHTE TU1a3MeHH KOHUEHTPaUMH (Camax) U cHcTeMHaTa excriozuuma (AUCO-t) ce
NOHWXAaBAT ¢ 0kono 33% wn 40% cbOTBETHO, B CPaBHEHHE € TE3H MPHU Bb3PACTHH AHabETHUH, KOHTO
noJiy4aBaT MHOTOKPATHH 403K oT 500 mg nBa mbTH AHEBHO B NPpOoAbKeHHe Ha 14 auu. TbH Kato
A034aTa C¢ THTPHPa HHAHBHUAYAITHO Bh3 OCHOBA HA IMHUKEMHYHHA KOHTPOJ, TE3W pe3yITaTH ca ¢
OrpaHH4YEHA KIIHHHYHA 3HAUHMOCT.

5.3 IlpeaxnaEr4HH JaHHH 38 Oe3onacHOCT
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[Tpe AKIHHUYMHHUTE JAHHH MOKA3BaT, Ye HAMA CNELHATHA ONACHOCT 34 XOpaTa, KaTo Te3 mﬁ\:@ LT
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6. OPAPMALIEBTHYHH JAHHU
6.1 Chnncbk B3 NOMOMHBHTE BelleCTBA
Aopo na mabremxama.

[ToBnaoH

CwikiuueB AHOKCHA, KoJIoMaeH Oe3BoaeH
Marnezues creapar (E470b)

Hoxpumue:

Xunpomenosa (E464)

Turanos avmokcua (E171)

Makporon (E1521)

6.2 HecbBMECTHMOCTH
Henpunoxumo.

6.3 Cpox na rognocrt

3 roguHu

6.4 ChnennajaHH ycJI0BRS HR ChXpaHeHHE
To3u nekapcTBeH NMPOAYKT HE H3HCKBE CNCUHANHH YCIOBHA HA CHXPAHEHHE.

6.5 Bra s cLALPXARHE HA ONAKOBKATA

[Tpo3paunu wnn 6enn Henpo3spaunn PVC/PVAC-anyMutunit Onucrepin onakoBKH, ChIbPXKaLlH:
20, 28, 30, 40, 50, 56, 60, 80, 84, 90, 100, 105, 120 1 180 dunmupanyu rabnerxu.

HDPE 6ytunka ¢ nofMnponwieHOBa Kanayka ¥ JECHKaHT, ChAbpaKalla:
Merdoaunab 500 mg: 100, 105, 330, 400 dunmupanu Tabnerks
Merdonnab 850 mg: 100, 105, 200, 400 dunmupanu tabnerku
Metdoauab 1 000 mg: 60, 100, 180 u 210 ¢punmupanu Tabnerku

He BcHukH BHAOBE ONMAKOBKK MOrar 1a ObjaaTr MycHaTH Ha nasapa.

6.6 CnenHa)HH NpeAna3HH MEPKH NPH HIXBbpJISHE

Hama ¢cnelMaiHi H3HCKBAHHA.

HeH3non3saHusT ieKapCTBEH NPOAYKT WIH OTNaZbYyHHTE MATEPHATIH OT Hero TpAOBa 1a ce UIXBBPAAT

B ChOTBETCTBHEC C MECTHHTEC H3IHCKBAHHA.

7. TNPHUTEXATEJI HA PASPEIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5

2031 GA Haarlem
Huaepnanaus

DL 47074 001 Q03 IALLEG
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8. HOMERA) HA PAZPEIIEHHETO 3A YHHOTPEDBA
Metdoanab 500 mg — per. Ne 20230025

Metrdoanad 850 mg — per. Ne 20230026
Metgoauab 1 000 mg — per. Ne 20230027

9. JATA HA ITBPBO PASPELIABAHE/TIOJHOBABAHE HA PAZPELIHEHUETO 3A
YIIOTPEBA .

Jata Ha mbpBO pa3pelrasane: 06.02.2023

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

17.03.2025
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