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1. MUME HA IEKAPCTBEHMUS ITPO/1IYKT
63580  08-07- N5

Cuodop SR 750 mg rabaerku ¢ yabikeHo ocsobokK/1aBaHe
Siofor SR 750 mg prolonged-release tablets
y A KAYECTBEH H KOJIMUMECTBEH CBbCTAB

Besika Tabnerka ¢ yibnkeHo ocBoOoXkAaBaHe cbabpka 750 mg MeThOpMHUHOB XHUAPOXIJIOPHL
(metformin hydrochloride), koiTo choTBeTcTBa Ha 585 mg meTrdopmun Oaza(metformin base)

3a MbJIHKUA CMTUCHK Ha MNMOMOUIHHTE BEUICCTBA BHIKTC TOYHKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ yabikeHo ocBoOoKI1aBaHe.

benu no nouru 6enn TabneTku ¢ npoawarosara opma, rpaBupano oznavenue ,,SR 750 ot eaqnara
CTpaHa M rJ1ajiku OT Jipyrara cTpaHa.
Pazmepu Ha Tabnerkarta: abkunHa 19,60 mm, wimpuna 9,30 mm, nedenunna 6,90 mm.

4. KJIHHUYHH JIAHHHA

4.1 TepaneBTHUYHH NOKA3AHHSH

Jleuenue Ha 3axapeH auader Tin 2 Npy Bb3pacTHH, OCOOEHO NPH MAUMEHTH C HAAHOPMEHO TEIJ10,
KOraTo caMo JIEYEHHETO C iMeTa U (PU3HYECKH YINPaKHEHHUS He BOAT J10 a/IeKBAaTEH IMNTHKEMHYEH
koHTpos1. CHoop SR Moxke na ce u3noszBa KaTo MOHOTEpaANMs MJIKM B KOMOMHALIMA C ApYTH
nepopaiHi aHTH/IMA0ETHH CPe/ICTBA HITH C HHCYJIHH.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

Jlozuposka

Bwvspacmuu ¢ nopmaina ovopeuna hynkyus (GFR = 90 mL/min)

MonoTepanus npH 3axapeH anader THn 2 H B KOMOHHAIIHS ¢ APYI'H NEPOPAJIHH AHTHANAOCTHH
cpeacTna:

*  Cuodop SR 750 mg e npeaHasHayeH 3a NalMEHTH, KOMTO BeYe ca JIEKYBAHH C TadJIETKH
MeTHOPMHH (YIABJKEHO HJIM He3aDaBHO 0CBODOOK/1aBaHe).

«  Jlozara Cnodop SR 750 mg TpsabOBa 1a € eKkBUBaJIEHTHA Ha JIHEBHATA 103a Ta0NEeTKH MeT(hOPMHH
(yabikeHO WK HezabaBHO ocBoOOXK1aBaHe) 10 makcuMasiHata j103a ot 1500 mg, npuemana ¢
BEUEPHOTO XpaHeHe.

« Cnen 10 po 15 anm ce npenopwuBa aa ce npopepu aanu aozara Cuodop SR 750 mg e
A0CTATb4yHA Bb3 OCHOBA HA U3MEPEHHUTE CTOMHOCTH HA KpbBHATA 3axap.

* B cayuaii Ha npeMMHaBaHe OT Apyro nepopajHo aHTHAMA0ETHO CPeICTBO, THTPUpaHeTo TpsadBa
na 3anoyne cbe Cuodop SR 500 mg npean npemunasane koM Cuogop SR 750 mg
[MOCOYEHO MO-rope

KomOHHAIHA ¢ HHCYJIHH

MeThOpMHHOB XMAPOXJIOPH/L H HHCYJIMH MOTaT Jla c€ U3NoJ3BaT B KoOMOMHHMpaHa
MOCTHUIHE NMO-100bp KOHTPOJI HAa KpbBHATA 3axap.



3a nalKEHTUTE, KOUTO BEYE €A JIEKYBaHH ¢ KOMOHHUpaHa Tepanus MeTPOPMUH W UHCYIiIWH, 103aTa
Cuodop SR 750 mg Tpabea 1a € eKBMBaJIGHTHA Ha AHEBHATA 033 MET(POPMHUH TaDNETKHU A0
MakcuManHata ao3a ot 1500 mg, npuemana ¢ BEHEPHOTO XpaHEHE, JOKATO A03aTa MHCYJIHH ce
KOPHUTHpa Bb3 OCHOBA HA U3MEPEHUTE CTOMHOCTH Ha KpbBHATA 3axap.

Cmapuecka 8b3pachi

[Topany BE3MOXKHOCT OT NOHM>xeHA OBOpeuHa PyHKUMS NPH NAUMEHTH B CTapyeCcKa Bb3pacT, A03aTa
MeTdOpMHUH TpsAOBa 1a ce KOpUrupa b3 0CHoBa Ha 6b0pevnaTa pyHkuus. Heobxoaumo € penosHo
oLieHABaHe Ha 6b0peyHaTa GyHKUMA (BHXKTE TO4YKa 4.4).

bvbpeuno yspeosicoarne

GFR tps6Ba Ja ce OUEHH Mpeay HAaYaJIoTO Ha JIeYEHHE C MPOAYKTH, ChAbPIKAILIH METQOPMHH, U NOHE
BEAHBXK FOAUIIHO ciek ToRa. I1pyd NalMEHTH ¢ NMOBHINEH PHCK OT NMO-HAaTaThllIHA NIPOrpecus Ha
61OpeuHOTO yBpeXKIaHe H B cTapuecka Bb3pacT ObOpeuHara ¢pyHkuus TpaOBa na ce oLeHABa 0-
4yecTo, HarpUMeEp Ha BCekH 3-0 Mecena.

GFR (mL/min) [O6ma MakcumanHa adeBHa | JonmbnHUTENHHA ChOOparkeHHUS
103a

60 — 89 2000 mg Moxxe na ce oOMHICIH HaMalIsBaHe Ha 103aTa BbB
Bpb3Ka ¢ BjloLIaBallaTa ce 0L0peuHa pynkuus.

45 -39 2000 mg @axkTOpUTE, KOMTO MOTaT Aa NOBMLUAT PUCKa OT

30 — 44 1000 mg JIAKTaTHa anunno3a (BuxTe Touka 4.4), TpadBa na
ObaaT NpoBepeHH, Npear 1a ce oOMHCIH
3arl04YBaHE HAa MPHEM Ha MET(ROPMHH.
Havanunara no3a e Maif-MHOro roJioBUHa OT
MaKCHMAaJlHaTa Qo3a.

< 30 - MetdopMHH € NpOTHBONOKA3aH.

Ieduampuuna nonynayus
Iopany nunca Ha HanuuHU naHHK Crodop SR He Tpabea na ce M3non3Ba npy Aeua.

HauyMH Ha npuaoxeHue

Tabnerkure TpabBa Aa ce noravwat uenu ¢ Boga. He TpsOea aa ce AbBUYAT UAK HATPOLIABAT.

4.3 IlpoTHBONOKA3ZAHHSA

. CBpbXUYYBCTBHUTENHOCT KbM MET(GOPMHH HIH KbM HAKOE OT MOMOIUHHTE BEIIECTBa, H30poeHH B
To4Ka 6.1.
BcakakbB BHA ocTpa MeTabonuTHa aumMaosa (KaTo NakTaTHa auuaosa, nmaberna keroauuaosa)
HuabeTHa npexoma
Texka 666peuna negocraTbuHocT (GFR < 30 mL/min).
Octpu 3ab0nsBaHMs © NOTEHUHAJ 3a H3MeHeHHe Ha OBbOpeyHaTa yHKUHA KaTo:
- ;aexmaparauus
- TeXka uHdekums
- 10K
. 3a0onaBaHe, KOETO MOXKE a AOBede A0 XHNoKCHA {0cobeHo ocTpo 3abonsBaHe WM BIOLIABAHE
Ha XpOHHUUHO 3a00NIBaHE) KATO:
- JI€KOMIIEHCHpaHa CbpAe€4YHA HEAOCTATBYHOCT
- auxaTesHa HeROCTaThUYHOCT
- cKopoueH HHapKT Ha MHOKapaa
- ILUOK
. YepHoapoOHa HEAOCTATHLYHOCT, OCTPa AIKOXO/THA MHTOKCHKALMA, AJTKOXOJIH




4.4 CrneuHanaHH npeaynpekieHHR H IpeanaiHH MepKH npH ynorpeda

JlakTaTHa anMao03a

JlakTaTHaTa auna03a, MHOrO PAAKO, HO CEPHO3HO MeTabDONUTHO yCIOXHEHHe, HAR-4eCTO HACTLNBA
NpU OCTPO BAOWAaBaHe Ha ObOpeunaTa pyHKUMA, KapaAHO-pecnUpaTopHO 3a00NABAHE AU CENCHC.
HaTpyneaneTo Ha MeETGOPMHKH HACTBINBA NIPH OCTPO BlOLIaBaHE Ha ObOpeuHaTa HyHKUMA U
yBEJIM4YaBa pMCKa OT JIaKTaTHa auuao3a.

B cny4aii Ha nexnapaTtaums (Texka AMapHs HITH MOBPbLIAHE, BUCOKA TEMIIEPATYPa UIH HAMAJIEH
NpHEM Ha TEYHOCTH) TpAGBa BpeMEHHO Aa ce Cripe npHeMa Ha METGOPMHH H € NPENOPBbUYHTENHO J1a Ce
YCTAHOBH BpPBb3Ka ¢ MEAWLIMHCKH CTIELIMATTHCT.

IlpueMET Ha NEKapCTBEHU MPOAYKTH, KOMTO MOTaT OCTpO Aa yBpeasT 6vbpeunaTa dynkuus (kato
aHTUXMINEPTEH3UBHHU cpeacTBa, aAMypeTuun 1 HCIIBC) Tps6Ba nia ce 3anoyHe ¢ MoBHILIEHO BHHMaHHeE
NpH NaLMEHTH, JEKYBaHHU ¢ METQOPMHH. JIpyrH pHCKOBH (DAKTOPH 34 JJaKTaTHa alljio3a ca
NPEKOMEPEH NPUEM Ha aKOX0J, YepHOApOoOHA HENOCTATBYHOCT, HEAOCTATBUHO KOHTPONUpaH auaber,
KeTo3a, MPOAB/DKHUTENHO MNafyBaHE H BCAKAKBH ChCTOSHHA, CBBP3aHH ¢ XHITOKCHA, KaKTO H
€IHOBpPEMEHHATA YTIOTpeba Ha JieKapCTBEHH NPOAYKTH, KOMTO MOTaT Aa MPHYHHAT NIAKTATHA alHa03a
(Bkx. Touku 4.3 n 4.5).

INauuenTrTe W/unu nuuara, Tpadea Aa 6bAAT HHOOPMHUpPaAHH 332 PHCKA OT JIaKTaTHA aLdA03a.
JlakraTHaTa al03a ce XapaKTepH3Upa ¢ aUMA03HA AMCIHEA, KopeMHa Donka, MYCKYTTHH KpaMIH,
aCTEHHS H XHMIOTEPMHUI, NMOCHEABAHH OT KoMa. B ciyuait Ha cbMHeHHe 3a CUMITTOMH NAaUHEHTHT
TpaOBa na cnipe NpHeMa Ha MeTOPMHR K He3abaBHO a MOTHPCH Nlekapcka NoMoll. JIMArHOCTUYHHTE
nabopaTopHB HAXOAKH ca MOHWXKEHOo kKpbeHO pH (<7,35), noBHLIeHH HUBA Ha M1a3MeHHs aKTaT (>5
mmol/l) ¥ NOBUILIEHa aHUOHHA Pa3KUKa H CHOTHOLLIEHHE 1aKTaT/MUpPyBar.

Jlexapure TpabBa Aa npeaynpexaaBaT NaHHEHTHTE 3a PUCKA W 33 CHMITOMMTE HA 1IAKTATHA aLM034.

Iayuenmu c ycmanoeenu unu noOo3IUPanu MUMOXOHOPUGTHI 3ADONACAHUA:

[Ipy nauMeHTH ¢ YCTAHOBEHH MHUTOXOHAPHANIHHK 3a00NSBaHHA, KATO CHHAPOM Ha MMTOXOHIpPHAIHA
eH1e(anonaTHa ¢ 1aKTaTHa allHa03a H HHCynTonoaobHH ennsoan (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneactBen anaber v rinyxora no
Mai4ynHa NHHHA (Maternal inhented diabetes and deafness, MIDD), merdopmun He ce npenopbuBa
nopanH pucka ot obOCTpsAHE Ha NakTaTHa alyA03a H HERPONOTHYHH YCNOXKHEHHS, KOHTO MOXE Aa
AOBCOAT AO BJIOLIaBaHE Ha 3a00NABAHETO.

B cnyuaii Ha npU3HaUM H CHMIITOMM, Rokasarenyd 3a MELAS cunaapom wnu MIDD, cnen nprema Ha
MeT(HOPMHH, JICYEHHETO C METHOPMHUH TpADRBA [1a ce Cnpe BeAHAra W 1a ce HanpasH Obp3a
AHATHOCTH4YHA OLICHKA.

brbpeuHa pyHkums

GFR 1pabBa na ce oLeHHN Npean HaYaNOTO HAa NEYEHHETO U PEAOBHO CIEA TOBA — BUXKTE Touka 4.2,
MerdgopmuH ¢ npotueonokasaH npu nauxeHTH ¢ GFR<30 mL/min v Tpabea na ce npekpatu
BPEMEHHO HAPH HaiuuKe Ha 3a00NABaHHUS, KOUTO H3MEHAT 6BOpeuHaTa GyHKUMA — BHXKTe TouKa 4.3.

CoupaedHa ¢pyHKUMS

[TauMeHTHTE CBC ChpZIEYHA HEJOCTATHYHOCT €A € NO-TONAM PHCK OT XHNOKCHA H OBbOpetHa
HEOCTATBYHOCT. MeTHOPMHH MOXE Aa Ce H3MOA3Ba NPH NAaUHEHTH CbC CTabMWIHA XpOHHYHATA
CbpAEYHA HEAOCTATHYHOCT NPH peIOBHO HabnoaeHHe Ha cbpaedHaTa H 6nOpeuHaTa GyHKuMA.

MetdopMuH € NpoTHBONOKA3aH 3a NMALMEHTH C OCTPA U HECTAOKIIHA ChpAEeYHa He
(BrKTE TOUKA 4.3).

[Ipunarase Ha AoA-cbABPKAMIM KOHTPACTHHA BEUIECTRA




BbTpech0BOTO NPUAOKEHHE HA HOJAUPAHWA KOHTPACTHH BELLIECTBA MOXE a J0BEAC 10 KOHTpacT-
HHAYUHPpaHA HedponaThs, BOACILA 10 HATPYNBAHETO Ha MeTHOPMHUH H NMOBHLICH PHCK OT NAKT4aTHA
aumaoi3a. MerdopmMue TpabBea aa ce cnpe npead UM NO BpeMe Ha NipoleypaTa 3a 00paiHa
ANWArHOCTHKA U He Tpabsa na ce BL300HOBABA N0 Hai-Manko 48 yaca cnen ToBa, NPH YC/IOBUe ye
61bOpeuHaTa GyHKUMA € OLEeHEH2 OTHOBO W € YCTAHOBEHO, Ue € cTabunHa, BX. Touku 4.2 U 4.5,

Onepauus

Metdopmun TpaOBa aa ce cnpe o Bpeme Ha onepauys noa obua, CMMHATHA WK eMUaypaiHa
aHecte3nd. JleueHuero Moxe aa 6bae Bb30OHOBEHO He no-paHo OT 48 yaca ciiel onepauusaTa UK
Bb30OHOBABAHETO Ha XPAHEHETO Mpe3 YCTa, U NPH YcnoBue 4e Ob0peyHara PyHKUMUA € oLieHEeHa
OTHOBO W € YCTAHOBEHO, Ye e cTabunna.

EEIFH npeanaiHd MCpKH

BcuukH nauueHTH TPHGBEI Ad NpOABJKAT Aa CHAa3BaT JHETATA CH C PABHOMEPHO pa3npeaciieH npHueMm
Ha BBIJICXHAPATH NpE3 ICHA. [NaumeHrure ¢ HAZHOPMCHO TETJIO 1'p5165a Aa nNpoabJUKaT Aa Crta3BarT
AHCTaTa, OrpaHHYaBaulla KaA1opHHUTC.

Obnuaiinnre nabopatopHu TecTose 3a npocneasBane Ha aAuabera TpsOBa Aa ce NpaBaAT peAOBHO.

MeT¢opMuH MOXKE la HAMAITH CEPYMHHUTE HUBA Ha BUTaMKH B12. PHCKBT OT HUCKH HHBA HAa BUTaMMH
B12 HapacTsa ¢ yBenuyaBaHe Ha 403aTa Ha MET(POPMHH, NPOABIKHTENHOCTTA HA JEHEHHUETO WU
NPH NALMEHTH C PHCKOBH (pakTOpH, 3a KOHTO € H3IBECTHO, He NPUHMKHHABAT JedHLUT Ha BUTaMuH B12.
B cnyual Ha cbMHEHME 3a nedUUUT HAa BUTAMUH B12 (kaTo aHemus WiaW HeBponaTus), TpaOea na ce
MpocC/eAsBaT CEPYMHHTE HMBa Ha BUTAMUH B12. Moxke Z1a ce HAIOXKM NEPHOAKYHO NPOCNeasBaHe Ha
BUTaMHUH B12 npu naumeHT ¢ puckosy daktopu 3a gedhuuur Ha suramud B12, Tepanusra c
MeTGOPMHH TpAOBa a NPOABIKH TOAKOBA ABIIO, KOJIKOTO CE MOHACA ¥ HE € MPOTHBOMNOKAa3aHa, H
MOJAXOAAUL0 KOPHTHPALLO JICHeHHE 3a JePHLHT Ha BUTAaMHH B12 e ocurypeHo B ChOTBETCTBHE C
HACTOALIHTE KNHHHYHH PBKOBO/CTBA.

MertgopMuH, npunaran cCaMOCTOATENIHO, HE NPHYHHABA XUNOTIHKEMHS, HO € HEOOXOAHMO BHUMaHHE
NpH NPUNOKEHHETO My B KOMOUHALIME ¢ HHCYIHH WIH ¢ APYrH nepopankiy aHTuanaberHu nexapcTea
(Hanp. cyadanwnypeiHu 1ekapcTBa BIH MEMJIHTHHHAN).

O6suBkHTE Ha TaONEeTKUTE MOTaT Aa MPHUCHCTBAT B H3NpakHeHuara. [lauuenTure TpabBa ga Gbaar
YBEIOMEHH, Y€ TOBA € HOPMAJTHO.

Topa nekapcTBO chaBpxa No-Manko orT 1 mmol HaTpuii (23 mg) Ha TabneTtka, T.€. TIO
CBIIECTBO ,,HE CBABPXKA HATPHHA".

4.5 BiaumoaedicTBHe ¢ APYTH JeKapCTBeHH NPOAYKTH H APYrH GOpMH HA B3aHMoAelicTBHe

He ce npenopnyBa chBMecTHa ynotpeda

Anrxoxon

AJIKOX0JIHaTa HHTOKCHKALIHA € CBbLP3aHa C NOBUILEH PHCK OT JIAKTaTHA aliao3a, ocobeHo npu
rnagyBaHe, HeROXpaHBaHE WIIH YEPHORPOOHO yBpexKIaHe.

Hoo-cvdvporcaiyu konmpacmuu seujecmeda

MetdopMuH TpaOBa 3aabLKUTENHO Ra ce CIpe Npeay Wik MO BpeMe Ha rpoueaypara 3a obpasHa
AWarHoCTHKA H He TpAOBa la ce Bb30OHOBARA 10 Hal-Manko 48 vaca cnen TOBa, NPH YCJIOBHE UE
O61v6peynHaTa GyHKUMA € OlICHEHA OTHOBO H € YCTAHOBEHO, 4e € cTabWiIHa — BHXKTE TOUkH 4,214 4.

Kombunaumuy, HiMckealuy npeanasHy MEPKH NMpH ynotpeba

HAKOH NiekapCTBEHH NPOAYKTH MOraT ia ce OTpa3aT HebnaronpHaTHo Ha 6bOpeHs

MOXE 113 YBENIMYH PUCKA OT NaKTaTHa aunnosa, Hanpumep HCTIBC, sBkmounTens > ]T
HHXxUOUTOPH Ha unknookcurenasa (COX) I, ACE unxuburopy, anrnorensut 1 \ . >

B S . 4 ]
AHTATOHUCTH K IHYpeTHLH, ocobeHo OpuMKkoBM avypeTnun. [lpu 3anousaHeTo NN, YR frebard A
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TAKHWBA NPOAYKTH B KOMOMHAUKA C METPOPMHUH € HeoOX0AHMO BHUMATETHO NpOCiieNABaHe Ha
OBbOpeuHara pyHkuuA.

.UEKU]JC!J?HEHH npodymrm C EbMPeRIHaG XUREPSTURKCMUMHA aRINTHGHOCH (H(HH(} P.?RJ'KUKUP?HHKI’JH{)H
(CHCH?E'J!HO U A0OKATHO HPH.’!OJK'EHHE) U CH.HHGH’IHKO.HILH&’H!HI{H)

Mosxe 1a ce HanoXH No-vYecTo NpocieasBaHe Ha HUBOTO HAa KPLBHATA 3axap 0co0eHO B HauanoTo Ha
neveHueto. [Ipy HEOOXOAUMOCT, KOPUrHpaHTe N03aTa HAa MET(HOMHH NO BPEME HA JICUCHHE CbC
CLOTBETHHA JIEKAPCTBEH NPOAYKT U Cle NPEYCTaHOBABAHETO MY.

Tparcnopmepu na opeanuuru kxamuonu (OCT)

MetdopmuH e cyberpar 1 Ha nBata TpaHcnoprepa OCT1 u OCT2.

EnHoBpeMEHHO NpHIIoKeHHE Ha METGOPMHH C

nHxubutopH Ha OCTI (kaTo BepanaMui) Moxe Ja HaMalH ePHKACHOCTTa Ha MeTQOPMMUH;

 wunayxropure Ha OCT1 (kato pupaMnuUMH) MOXKe a YBEJIHYH CTOMALIHO-4peBHaTa abcopbiivs
M epUKACHOCTTA Ha MeTHOPMHUH;

*  uHxHOuTOpHuTe Ha OCT2 (KaTO UMMETHAKH, AONYTETPABUP, PAHONA3UH, TPHMETOTIPHM,
BaHAEeTaHHO, HCABYKOHA30J1) MOKe J1a HaMald OBOPeyHOTO eNMMUHKpaHe HA MET(HOPMHUH U TOBA
Ja JoBe/e [0 NOBHilIaBaHe HA KOHLIGHTpalMaTa Ha MeTQOpPMHH B M1a3MarTa;

»  unxubuTopute ¥ Ha OCT1, n Ha OCT2 (kaTo kpu3oTUHHO, onanapub) MoXke A2 NPOMEHH
edukacHocTTa M HBOPEUHOTO enMMUHUpaHe Ha METGOPMHUH.

CraenosaTesHO ce npenopbyusa BHUMaHHE 0cobEHO NpH nauMeHTH ¢ 6BbOpeyYHO yBpeXxcaaHe, KOraTo
TE3M JIEKapCTBa Ce TPUIaraT €qHOBPEMEHHO ¢ METQOPMHH, TbH KATO KOHLEHTPAUHATa Ha MeTGOPMHH
B IU1a3MarTa MOXe 1a ce yBenH4u. [1pH HeoOxomumocT Moxe aa ce oOMHUC/IH KOpUrdpaHe Ha 03aTa
MeTHOPMMH, Thil KaTO0 HHXHOHTOpUTE/HHAYKTOpHTE HAa OCT Morar aa npoMeHAT e(PHKaCHOCTTa Ha
METPOPMHUH.

4.6 DepTHAHTET, DPEMEHHOCT H KbPMEHeE

bpemeHHOCT

HexoHTponupaHara xunepriMkeMHs B NEPHKOHLETILMOHHaTa (a3a U no BpeMe Ha OpeMeHHOCTTA €
CBBp3aHa C YBEIIHYEH PUCK OT BPOAEHH aHOMAJIHH, CITIOHTaHeH abopT, XHNepTOHHS, NPeAU3BHKaHa OT
OpeMeHHOCTTa, NpECKUIAMIICHA U TIEPHHATAIHA CMBPTHOCT. BaskHO € fa ce noaabLpXXaT HUBaTa Ha
KpbBHATA 3aXap Bb3MOXKHO Hai-0/1H30 N0 HOpMAIHHUTE Npe3 ugnaTta OpeMeHHOCT, 3a 1a Ce HaMalH
PHCKBT OT HeONaronpuATHH NocleAHLM, CBLP3aHH C XHIIEPrIMKEMHS, 32 MaHKaTa U HEHHOTO AeTe.

METd)OpMHH NpCMHHABA NMPE3 INALEHTAaTa C HHBA, KOUTO MOTaT Aa ObaaT ToNKOBa BHCOKH, KOAKOTO
KOHUCHTPALHHWTC TIPpH MailKara.

["onamo xonuuecTBO AaHHHM 3@ OpeMeHHH »keHH (noseue oT 1000 ekcnoHupaHu pesynrara ) or
6a3MpaHo Ha perucTbp KOXOPTHO NMpoyuBaHe U MyOIMKYyBaHM JaHHH (METa-aHANK3H, KNTMHHYHY
NPOYYBAHHA U PETHCTPH) HE MOKA3BAT NMNOBHUILEH PUCK OT BPOJCHY aHOMANUH WK eTo/HeOHaTaTHa
TOKCHUYHOCT CJIE/l EKCNO3HLIHA KbM METGOPMHH B NEPUKOHLENUMOHHAaTa da3a WM NO BpeMe Ha
6peMeHHOCT.

Hma orpaHndeHK ¥ HeyOeUTeNHH A0oKa3aTencTaa 3a edexra Ha MeThOpPMHH BLPXY ABIATOCPOUHHA
pe3yATaT MO OTHOLICHHE 3a TErNoTO NpH AcLia, U3okeHH BTpeyTpobHo. MeTdhopMuH He uirnexnaa
1A NOBJIMABA ABUIATETHOTO W COUMAIIHO Pa3BUTHE N0 4-TOJMILIHA Bb3pacT NpH AeLa, M3TI0KEHH NO
BpeMe Ha OpPEMEHROCT, BLIPEKH Y€ AaHHUTE 3a ABJATOCPOUHHTE pPe3yNTaTH Ca OTPAHHUYEHH.

AKO e KIIHHMYHO HeoOxoaumo, ynorpedara Ha MeTHOPMHH MOXKE 1a ce oOMKHCIH
OpeMEHHOCT U B NEPHKOHLENUMOHHATA ¢a3a KaTo AOMBIHEHHE WK allTepHaTH

KbpmeHe




MeTtdhopMHH ce n3inbuea B Kbpmata Hpu xopa. He ca nabnonasann HexxenaHu peakiMu Npu
HOBOPOACHH/KbpMaveTa. Bhnipeky 10Ba, ThH KaTo Ca HANWYHHM CaMO OIPAHHYEHH J1aHHU, He ce
Npenops4Ba KbPMEHE N0 BpEME Ha JieueHne ¢ MeT(hopMuH. PelueHneTo na ce npeycTaHoBH
KbpMeHeTO TpsOBa 1a ce Hanpasy Bb3 OCHOBA Ha NMOA3aTa OT KbPMEHETO U NOTEHUHANHUA PHCK 33
AETETO OT HEXETAHH PEaKUHH.

DEePTUANTET

DEPTHAMTETHT NPH MBXKKH WK KEHCKH MITbXOBE € HE3aCETHaT NpH NPUIIoKEeHUe Ha METPOPMHH B
no3u ac 600 mg/kg/nen, koeto e NpUOIU3UTENTHO TPH NMBTU HAA MAKCHUMAJIHATA MPENnopbYUTENHA
AHEBHA 1034 NP XOpa NPH CPaBHEHHKE ¢ MICLLTA HA TENECHATa NMNOBbPXHOCT.

4.7 EdexTHn BHpXY cnocobrocTra 3a modrpane u pabora ¢ MALIHHH

MoHorepanuata ¢ MeThOpMHH HE BOIH 10 XMMNOMIMKEMHS H NOpaaH TOBa HE NOBAHABA CNOCODHOCTTA
3a wogupaHe WK paboTa ¢ MALIKHH.

HezaBucHMO OT TOBa, nauMeHTHTE TpaAOBa Aa ObaaT NpeaynpeaeHH 3a pUCKa OT XHINOTTTHKEMHA,
Korato MeTGOPMHH Ce H3MoJi3Ba B KOMOHHALMA ¢ ApYTH aHTHAKAOETHM JiekapcTBa (Hanp.
cyndaHHIypeiiHH, HHCYJIHH HJIH METJIMTHHUAM).

4.8 Hexenanu JeKapcTBEHH peaKlHH

[TocTMapKkeTHHrOBM RaHHU W JaHHHUTE OT KOHTPOJIUPAHH KIMHHYHH NPOYUYBaHHA, CbOOLIIABaHUTE
HexkenaH! €EKTH NMpH MaLUEHTH, JIEKyBaHH ¢ MeT(HOPMHUH ¢ YIBIKEHO OCBOOOXKNABaHE, €4 CXORHH
IO BHA H TEXECT C Te3u, ChbOOIABAHM MPU NALKWEHTH, NTEKyBaHH ¢ MeTPOPMHUH ¢ He3abaBHO

OCBODOXK IaBaHE.

B Hauano Ha leueHHETO Hal-4eCTHTE HEXENAHHU PEaKLMH ca rajieHe, NoBpbLUAHE, NHAPHI, KOPEMHA
Honka 1 3aryba Ha aneTHT, KOUTO B MOBEYETO CJTYYAH OTILIYMSBAT CMOHTAHHO.

CrneaHure HeXeENaHU peakilMl MoraT aa ce nposeat ¢ Cuodop SR.

YecroTaTa ce onpeaCHAT 110 CJICAHHA HAYHH!

MHoro vecTH: > 1/10

YecTu: > 1/100 po < 1/10
HeuectH: > 1/1000 no < 1/100
Penku: > 1/10 000 ao < 1/1000
MHoro peaku: < 1/10 000

C Heu3BeCTHa YyecToTa: HECTOTATA HC MOXKCE 4a CC ONnpcaciy oT HAJIHHHHUTE NaHHH

BtB BCAKO FrPYNHPAHE B 3aBHCHMOCT OT HECTOTATA, HEXKCIIAHHTC PCAKIIHH CC HBGPOHBEIT B HU3XOOAIIL]
P€a NO OTHOLUCHHUEC Ha TCXKECTTA.

Hapyiuenus Ha meTabonu3Ma U XpaHEHETO

Yecmu:

* HaManaaHe/neduuuT Ha Buramuu B12 (Bux Touka 4.4)

Mrnozo pedxu:
* J1aKTaTHa aumMao3a (Bwxre Touka 4.4 CneunanHu npeaynpexaeHnsa ¥ npeanasHyi MEpPKH 3a

ynotpeba).

HapylieHus Ha HEPBHATa CHCTEMA

Yecmu:
* HapyLlIE€HHE Ha BKyca.

CroMallHO-4YpEBHH HAPYLIEHUS

Muozo vecmu:




*  CTOMALWHO-4PCBHM HapYILIEHHA KaTo rajleHe, NoBpbLUaHe, AnapHs, KopeMHa Doska » 3ary0a Ha
aneTHT. Teln Hexenanu eekTh ce HabnrogaBaT HaH-4YeCTO B HAYANOTO HA JIEUCHHETO U B
MOBEYETO CAYUAH OTIWIYMABAT CNOHTaHHO. [locTeneHHOTO NOBHLIEHHE HA 103aTa ¢HULIO MOXKE Aa
noaodpu cToMaulHo-4peBHATAa TOHOCHMOCT.

XenaTobunnapHu HapyuleHUs

Muoco peoru:
*  H30JIMpaHH ChOOLICHHUA 32 OTKNOHEHMS B M3CIIEABAHHATA Ha YepHoApobHaTa GyHKUNA HNu
XCHNATHT, KOHUTO NpEMHHABAT CNCA NPEYCTAHOBABAHE HA JICUCHHETO C MeT(lJOpMHH.

Hﬂp}’lﬂeHHH Ha KOXaTda H NOAKOXHATA ThKaH

Mnoeo penkn:
* KOXHM PEaKHLHH KaTO epUTEMa, NPYPHUTYC, YPTHKAPHA.

Crobulasane Ha NoJO3UpaHH HexeNnaHW peakLuu

CrobuiaBaHeTO Ha NOAO3HPAHH HEXENaHH PeaKUMH clle] pa3pelllaBaHe 3a ynorpeba Ha JieKapCTBEHU
NPOAYKT € BaXKHO. ToBa No3sonsBa Aa NPOABL/DKH HAOMIOAEHHETO Ha ChOTHOLIEHHETO MOJ13a/PHCK 32
JeKapcTBeHUs npoayxT. OT MEIULIMHCKUTE CNIELHAIUCTH C€ H3WCKBA /1a ChobInaBaT BeaKa
NoJo3MpaHa HeXcellaHa peakuus Uupes:

HanvaHuTenHa areHUUs no nekapcTeara
yAa. ,,Jdaman ['pyes” Ne §
1303 Codus

Ten.: +359 28903417
yebcaitT: www.bda.bg

4.9 Ilpepo3npane

XHnornukeMus He e HabnwaaBaHa NpU 1034 Ha METPOPMHHOB XHAPOXNOPHA N0 85 g, BLITPEKH Y€ B
TaKWea ciyuau ¢ HabnionaBaHa nakrTaTHa auMao3a. 3HaYMTETHO NPENo3UpaHe ¢ METPOPMHH HWIH
CHIILTCTBALLK PUCKOBH PAKTOPH MOraT Aa AOBEAAT AO JIAKTaTHA aluAo3a. JlakraTHaTa aunaosa €
CMNEUIHO CLCTOAHHUE U TPabBa fa ce neKyBa B bonnnua. Haif-edexTuBHUAT HauHH 32 OTCTpaHABaHE Ha
NIRKTAT H METGOPMHH € XeMOoHaNH3aTa.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 dapmakoaHHAMHYHHA CBOHCTBA.

tbapmaxo*repanea'mqﬂa rpyna. .HBK&pCTB&, KOHTO NMOHHWXAaBAT KPBbBHATA 3aXap, ¢ U3KIMIOUYCHUE HA

MHCYJIHHH, OUrBaHUAM,
ATC xon: A10BAQ2

MeTpopMUHBT € OUrBaHHA ¢ AHTHXHITEPITTUKEMHYEH ebeKT, KOWTO NoHWXaBa HasanHuTe M
NOCTNPaHAUANHHTE Na3MEHM HUBA Ha 3axapTa. ToH HE CTUMYJIMpA CeKpeLIMATAa HA HHCYIHH U
CNeNOBATEIHO HE NPHYHHABA XUNOTTIMKEMHS.

MexaHHU3bM HA neficTBUE

MeTtdopMHHBT MOXKeE Na AeHcTBa MO 3 MEXaHU3MA:

* HaMalfBaHe Ha NPOH3IBOJACTBOTO Ha IAIOKO3a B uepHHU aApob upe3 HHXHOHp
rJHOKOHEOreHe3aTa U rMUKOreHonIu3arta

* B MYCKYAMTE 4pe3 NOBHLIABAHE HA YYBCTBHMTE/IHOCTTA KbM MHCYJIUH, KATO
nepugepHOTO NOEMaHe U U3INMON3BaHe Ha ITIKO03a

» 1 3abaBgHe Ha ypeBHaTa abcopbuna Ha rnoko3a.



ME‘T{DOPMHH CTHMYJIMPA BbTPCKIACTbYHATA CHHTEC3a HA IN'MTUKOI'€H, KaTo Bb31€HCTBA BBPAY NIHKOUCH-

CHHTECTA3aT4a.
MET(I)O[JMHH NnoBHHIABA TPAHCTIOPTHHA KANAUMUTET HA BCHYKH BHI0OBE ME‘MGPBHHH NPEHOCHUTCIIH Ha

rnioko3ata (GLUT), wisecthn gocera.

PapMakoaHHAMUUHH eeKTH

B KSIMHWYHH NPOYYBAHHUA OCHOBHHWAT HEMIMKEMUYEH eeKT Ha MeT(hOpMHH € cTaOWUNHO Ternio HaK
neka 3aryba Ha Terno.

HesaBucHMO OT OEHCTBHETO MY BbpXY rNIMKeMUsTa, MeTopMuUH ¢ He3abaBHO 0CcBOOOMX(1aBaHE BMa
6naronpusaTHU ePEKTH BLPXY NHITHAHUA MeTabonu3bM npH Xopa. ToBa € AEMOHCTpHpaHOo NpH
TEPANEeBTHYHH A03H B KOHTPOJHPAHH, CPEAHOCPOUYHH HIIH ABAMOCPOYHH KIWHHMHH NIPOYYBAHHA:
MET(POPMHH ¢ He3abaBHO ocBOOOKAaBaHe HaMaliaBa HHBATA Ha obwna xonecrepon, LDL-
xosiectepoia v Tpurnuuepuante. [logobHo aeicTBre He € JEMOHCTPHPAHO NPY IeKapCTBEHH (POPMMU ¢
YABLIDKEHO 0cBODOXKAaBAHE, BEPOATHO MOPaAX BEYEPHHUS NIPUEM, KaTO MOTaT Ja c€ NORMILAT HUBaTa

Ha TPHIVIMLIEPUIHTE.

KnuHuyHa edHKacHoCT

[NpocnektHBHO paHaoMH3UpaHO npoyusaHe (UKPDS) noTespxaasa nbarocpoyHara nonsza ot
HHTEH3H(PHUHUPAHUA KOHTPO Ha KpbBHATa 3aXap NPU Bb3PACTHHU MALMEHTH ¢ AUabeT TUN 2, 1eKyBaHH
¢ MeTQOpMHH ¢ He3abaBHO 0cBODOXKIaBaHe KaTo TEpanus OT MbPBa JIMHHA CJIe] HeycnexX OT AHETaTa.
AHaJIH3bT HA PEe3yNTATHUTE NPH NALKEHTH C HAAHOPMEHO TErN0, TEKYBaHH C METHOPMHH cliel
HEYCIEX OT NPUICKEHHE CaMO Ha JIMeTa, NNOKa3Bar:

* CUrHU(HKAHTHO HaMajleHHe Ha abCOJIIOTHHA PHUCK 3a BCHMKH YCNOXHEHWs, CBbp3aHM ¢ AMabeTa B
rpynara, ekysaHa ¢ MetgopmuH (29,8 ununaenra/ 1000 nauneHTOroANHHK) CIPAMO NPHIOKEHHE
camo Ha auerta (43,3 unumaenTa/1000 naumenrorogunn), p=0,0023 1 cnpaMo xoMOHHHpaHH
rpynu — cyndaxunypefinu ¥ moHorepanus ¢ uHcynuH (40,1 ununaexra/1000 naupeHTorognHH),
p=0,0034;

* CUrHM(HKAHTHO HaMaJleHHE Ha aOCOIIOTHHUA PUCK 33 CMBPTHOCT, NPH4HUHEHA OT AHadeT:
MeTdopMHH 7,5 nHUMaeHTa/1000 naumeHTOroANHHU, a camo Auera — 12,7 ununaenra/1000
nauMeHToroauyu, p=0,017;

* CHIHHU(PMKAHTHO HaMaJIeHHE Ha abCOMIOTHHA PHCK 3a 0011a CMBPTHOCT: MeTdopmuH 13,5
nHunneHra/ 1 000 nauMeHToroguHu crpamo camo auera — 20,6 nnuuaenTa/1 000 naumeHTOroanHK
(p=0,011) u cnpaMo xoMOHHHUpaHH IPYIIH — cyndaHWTypeHHH W MOHOTEpanHKs ¢ HHCYUH — 18,9
uaumaeHTa/ 1000 naunenrorogunu (p=0,021);

* CHIHH(pPHKAHTHO HamasleHHe Ha AaDCOMOTHHA PUCK OT HHAPKT Ha MHOKapaa: MeT(hOPMHHOB
xuapoxnopHa 11 uunuaerra/1000 nauueHTOrOAWHNK, camo aAueTa — 18 nHuMaeHTa/1000
mauueHroroaunu (p=0,01).

He e nokasaHa non3a 3a KIIMHHYHAA M3X0A MNPH H3NOM3BaHe Ha MeTGOPMHH KaTO BTOPO CPEACTBO Ha
n360p, B KOMOUHALMA CBC CYNDOHUNYpeitHY nekapcTBa.

[Tpr puaber Tin 1, kOMOHHAUMATA OT METPOPMHUHOB XHAPOXJIOPHA U MHCYJIMH € NMPHIaraHa npM
ORpeAeNcHH NALKEHTH, HO MON3UTE OT TOBA AICYEHHE He ca OHUMAIHO YCTAHOBEHH.

5.2 @apMaKOKHHETHMHH CBOHCTBA

Abcopbuns

Cnen eqHOKpaTHO nepopaiHo npunoxeHue Ha 1500 mg Metdhopmun ot 750 mg
(yasaxeHo ocBOOOXKOaBaHe), cpelHaTa MaKCHMAJTHA MU1a3MEHA KOHLEHTPALHS OT
1193 ng/ml ce nocTura 3a cpeaHo BpeMe 5 yaca u Bapupa ot 4 1o 12 yaca.

JeMoHcTpHpaHo €, ue MethopMiH 750 mg (yabmkeHo ocBobomkaaBaHe) €
bnoexsuBaneHTeH Ha meTdopmun 500 mg (yawrnxeHo ocBobOKAaBaHe) MpU 103
1500 mg no othotnenue Ha Cmax U AUC Npu 30paBit MU Chiea XpaHeHe W Ha I
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B ctabunHo cwetoaHue, nosodHo Ha hopmata 3a HezabasHo ocBobokaaBaHe, Cpag M
AUC He ce yBenuuasat 1ponopurMoHanio Ha npyunoxkeHaTta qo3a. Kpueara Ha
nnaiMeHaTa KoHleHTpauus 8be spemeto (AUC) caen elHOKpaTeH nepopaneH NnpyUem
Ha 2000 mg tabneTku MeThOPMHH C YABIXKEHO 0CBODOX NaBaHe € NoAoOHa Ha Ta3M,
KOATO ce Habmoaaea cnea npueM Ha 1000 mg tabneTin MeTdhopmuH ¢ HezabaBHO
ocBO0OXNapaHe 1Ba MbTH JAHEBHO.

MuTpaunauBHayanHaTa BapuaOUIHOCT HA MaKCHMaHaTa nnasmMeHa KOHUEeHTpaUHA (Crax) H AUC Ha
METPOPMHH C YARDKEHO 0CBOOOXK1aBaHe € CpaBHMMA C Ta3u, HabmoaaBaHa nNpH TabneTkH
METGOPMHH ¢ HezabaBHO 0CBODOXKIaBaHE.

Koraro rabnerxara ¢ yaviikeHo ocBoboxaasaHe ce npruema Ha rinaaHo, AUC uamanasa ¢ 30% (Cpax M
Tmax OCTABAT HE3ACErHATH).

Cpennara abcopbuns Ha MeThOpMHH NpH GOpMaTa ¢ YABLIKEHO 0CBOOOKAaBAHE TIOYTH HE Ce
NPOMEHA OT ChCTaBa Ha XpaHaTa.

He ce HabnronaBa akyMHnHpaHne cnek MHOTOKpaTHO npuaokenue Ha no 2000 mg MeThopMHH noa
(opMaTa Ha TabneTku ¢ yaBKeHO 0cBOOOXKAaBaAHE.

Pasnpenenenue

CBBp3BaHETO C [IA3MEHHTE MTPOTEHHH € HE3HAUUTENHO. MeThopMUH ce pasnpenens B epUTPOLIMTHTE.
[InkosHUTE HHBA B KPBLBTA €A NO-HHUCKH B CPaBHEHHUE C MUKOBYUTE IJIA3MEHW HUBA U C€ [TPOABABAT MO
CBILOTO BpeMe. HepBesHTe KPLBHH KNETKH Hal-BEPOATHO NPEACTABNABAT BTOPHYEH KOMMTAPTHMEHT
Ha pa3npeneneuue. CpeaHUaT obeM Ha pasnpeaenetue (Vq) Bapupa mexay 63-276 L.

buotpaHchopMalus

MetdhopMHH ce oTaena HenpoMeHeH ¢ ypHHarta. [Tpu xopa He ce OTKpUBaT MeTabONHTH.

EnuMHUHUpaHe

brOpeuHHsT KiHpBbHC Ha MeTopMuH ¢ > 400 ml/min, koeTo nokasea, 4e METGOPMHH ce eTHMHHHPA
ypes raomepysiHa purTpaums v TybynHa cexpeurs. Cnen nepopanHo npunoxeHue, KpaiHoTo Bpeme
Ha IMONY>KHBOT € OKoNo 6,5 yaca.

[Tpu HapyineHa ObOpeuna PpyHkuMs, O6BLOPEUHUAT KNIHPBHC HaMallIBa B CLOTBETCTBHE C TO3H Ha
KpeaTHHHHA K TaKa BPEMETO Ha NONYENHMHHHPAHE ce€ YAbMKaBa, KOETO BOAH A0 YBEJIHUEHH HUBa Ha
MET(POPMHH B nnasmara.

XapaKTepUCTHKH NMpH cneuHdUyHK rpyny NauMeHTH

bvbpeuno yspearcoane

HannuHuTe aHHM NpH NauMeHTHTe ¢ yMepeHa O6n0peuHa HeJOCTaThYHOCT Ca OCKBAHH H HE MOXKe J1a
ObAe HanmpaBeHa HaAeXKAHa OUCHKA Ha CHCTEMHOTO HM3JlaraHe Ha MeT(pOpMHH B Ta3H NOArpyna B
CpaBHEHHE C NalMEHTHTE ¢ HopManHa 6b6peuna pyHkuns. CnenoBaTenHo afanTHPaHETO HA f03aTa
TpaOBa Na ce H3BLPLLBA [IPH CHOOpaAKEHUR 32 KITHHUYHA €PUKACHOCT/TIOHOCHMOCT (BHIXKTE TouKa 4.2).

5.3 IlpeakanHH4YHH JaBHM 32 Oe30macHoOCT

l'lpe,umunnqnme JAaHHH He noka3BaT ocobeH PHUCK 3a Xopa Bb3 OCHOBA Ha KOHBCHLIHOHAJITHH
M3NHTBaHHKA 3a De3onacHa cbapmalconorm, TOKCHYHOCT Ha MHOrOKpaTHa A03a, NrCHOTOKCHYHOCT,
KapDLUHHOIC€HCH MNOTCHIHAI U pENPOAYKTHBHA TOKCHYHOCT,




6. PAPMALIEBTUYHHW JAHHH

6.1 CnHcbK HA NOMOIUHHTE BellecTBA
Marue3ves cTeapar

CunuumeB nHOKCHA, KonouaeH DeisoneH
Kapmenosa HaTtpuid

XunpomMenosa

6.2 HechLBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

3 roaMHu

6.4 CnenHaaHH YCI0BHA HAa ChXpaHeHHe
To3n nekapcTBeH MPOAYKT HE H3UCKBA CNIELIHA/IHA YCIIOBUA Ha ChbXpaHeHHe.

6.5 CbcraB H ChABPXKAHHE HA ONNAKOBKATA

15, 30, 60, 90 unu 120 Tabnerku ¢ yawnkeHo ocBoboxxaasaHe B 6IHCTEPHU IEHTH OT allyMHHHEBO
¢onuno u PVC.

He BcHukn BHAOBE ONakoBkH Morar na 6bxAaT mycHaTH B npoaaxda.
6.6 CnenraiHH npeanazaH MepKH NPH H3XBBLPJAsSHE H paboTa
Hama cneunantHu H3WCKBaHUA.

HeusnonssaHKAT MPOAYKT WIH OTNIAAbYHHTE MaTEPHAAH OT Hero TpAOBa fa ce H3XBBLPJIAT B
CHOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. ITPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Berlin-Chemie AG

Glienicker Weg 125

12489 Berlin

["'epManus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

20190119

9. JATA HAITBPBO PA3PEINABAHE/NIOAHOBABAHE HA PAPEIIIEHHETO 3A
YIIOTPEBA

Hata Ha mbpBO pazpewanane: 10.05.2019
Hata Ha nocneaHo nogHosaBaHe: 11.05.2023
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10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

03/2025
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