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1. UME HA JIEKAPCTBEHUS ITPOJAYKT | . B8R 0 7 -05- 2025 |

Cuodop 1000 mg puamupann TadneTku “
Siofor 1000 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna ¢uiMupana tabnerka cpabpka 1000 mg merdopMHHOB  Xuapoxjopua (metformin
hydrochloride), exBuBanenten Ha 780 mg MeTrdopMuH (metformin) BHB BHJ| Ha OCHOBA.
3a bJIHUS CIIMCHK Ha ITOMOIIHUTE BEIECTBA, BUXKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmMupana tabdierka. .
Bsna, nBOHHO M3MbKHAJA, NpoAbIAroBata (¢puiMupana Tabierka cbC CKOCsBaHe (snap-tab) oT ejHaTa

CTpaHa, YJIEeCHSBALO pa3/Ie/IsHETO, U C JIeJINTE/IHA YepTa OT JipyraTa CTpaHa.
Tabnerkara Mmoxke na Ob/1€ pa3jieieHa Ha JB€ paBHU JIO3H.

4. KJAHAYHUA JTAHHHU

4.1 TepaneBTHYHH NOKA3aHHA

Jleuenue Ha THN 2 3axapeH auader, 0cOOEHO NpH MNalMeHTH C HAJIHOPMEHO TErjo, ako JAWeTara H
(bU3UUECKUTE YIIPaXKHEHNE HE BOJSAT JI0 aJIEKBATEH INIMKEMHUYEH KOHTPOJL.

© [Ipu BB3pacThn Cuodop 1000 mg Moxke fa ce N3MoJ3Ba KaTo MOHOTEpAIks WK B KOMOHHALHA
C JIPYTH NepopaiHi aHTHAMAOETHH JIEKapCTBa MJIH HHCYJIHH.
® [Ipu pena Hax 10-roaumna Bb3pacT U roHown Cuodop 1000 mg Moxe aa ce u3non3pa Karo

MOHOTEpANus HJIK B KOMOMHALMSA C HHCYJIHH.

YCTAaHOBEHO € HaMaJIeHWE Ha YCJIO)KHEHUsTa Ha nuadera NnpH Bb3pacTHH NMalHEHTH C HaJHOPMEHO
Terno ¥ auaber TMN 2 MpH JedyeHHe ¢ MeT(OPMHHOB XMAPOXJIOPHJL KaTO MBPBO CPEACTBO HAa M300p

cjen Heycnex ot auerara (Bxk. T. 5.1).

4.2 Jlo3npOBKAa H HAYHH HA NPHJIOKEHHE

JloznpoBKka

Bwspacmnuu ¢ Hopmanna 6vopeuna pynkyus (GFR= 90 ml/mun)

MoHoTepanus 1 KOMOHMHALUA C IpYyTH NIEpOpalHi aHTHIHA0ETHH JieKapCcTBa
O6nuaiinaTta HauasHa 1o3a € 500 mg uian 850 mg MeThOpMHHOB XHAPOXJIOPHA 2 WM 3 'bTH AHEBHO,

Mpujlarad no BpeMe UJIH Clie/l XpaHeHe.
Cnen 10-15 nuu nosata TpsOBa Jla C€ KOpUIrMpa B 3aBHCHUMOCT OT H3MEPEHHTE HHBA HAa KpbBHATA

3axap. [TocTeneHHOTO NOBHILEHHE Ha J03aTa MOXe J1a NoA00pH CTOMAIHO-4YpeBHATA MQ M@CT
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Bb3MOXKHO J1a ce 3ameHsT nBe (uaMupaHu Tabnerkn mMeTdOpMHHOB XMAPOXIIO
¢unmupana tabnerka Cuogop 1000 mg.
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MakcuManHaTta NpenopbUUTENnHa 1033 Ha MET(ROPMUHOB XHIPOXJIOPHA € 3 g/Nen, pa3aeneHa Ha TpH
HpUema.

AKO ce TpeABWXAA NpeMUHaBaHe OT APYro NEpPopanHo aHTHAMabeTHOo nekapcTBo, TpsbBa na ce
NpeycTaHOBH NPUEMBT HA APYFOTO IIEKapCTBO M Ja ce 3anovyHe METQOPMMHOB XHWAPOXNIOPHA B

ropecnoMeHarara a03a.

KoMOGuHauus ¢ KHCYIHH
MeTdopMHHOB XHAPOXJIOPHA M MHCYRHH MOTaT Jia Ce M3MmoN3Bar kaTo KOMOHMHMpaHa Tepanus 3a

MOCTUraHe Ha no-no0bp TIIHKeMHYeH KoHTpold. MerdopMHHOB XHIAPOXJIOPHA Ce mpHllara B
ofuyaitnata Havaimha no3a 500 mg unn 850 mg 2-3 NBTH AHEBHO, JOKATO A03aTa Ha MHCYJIHHA Ce€

KOPHTHpa cnopel H3AMEPEHHTE HHBa Ha KPBLBHATA 3axap.

Cmapuecka év3pacm
[Mopany BeposTHOCTTa OT HaMancHa 6BOpedHa PYHKIHA MPH MAIAEHTH B CTapiecka Bb3pacT, A03aTa

Ha MeT(OPMHHOB XuApoxiopua Tpsbsa Aa Onje kopurmpana cnopen OnOpeunara QyHKUMA.
HeobxoauMo e penoBHo npocnenspale Ha 6u6peynara pyuxuus (BXx. T. 4.4).

bvbpeurno yspescoane

[Ipeny 3anoyBaHe Ha NeveHHE C MPOAYKTH, CHABPXKAIKH MeTPopMuH, TpadBa Ja ce HaNpaBH OLEHKA
Ha GFR cToiiHOCTHTE, a CAE] TOBA - TOHE BeIHBbXK NOAHINHO. IIpH MalHeHTH ¢ NOBHILEH PUCK OT IO-
HaTaTHILHO Nporpecupane Ha 6B0pedHo yBpexane ¥ IIpM NalHEHTH B cTapyecka Bb3pacT TpsAOsa 1o-
4ecTo J1a ce NpaBH OneHka Ha 6s0peunara ¢gyHKUMA, HAIpUMEP Ha BCeKH 3-6 Mecela.

GFR ml/mun O6ma MaxcuManHa AHesHa | Jlonbnnurensn chrobpakeHus
no3a (1a ce pa3jeny Ha 2-3
OHEBHH A03H)

60-89 3000 mg Moxe na ce oOMHCIH NTOHAXABAHE Ha A03aTa
BBB Bph3Ka ¢ HaManaBaHeTo Ha 6b0peuHaTta
(pyHKIH.

45-59 2000 mg MaxkTOpHUTE, KOUTO MOTaT Aa YBeJIHYaT PHCKA OT

naKraTHa anuno3a (Bx. Touyka 4.4) tpabsa aa
6baaT npepasrinealu, Nnpeau na ce odbMucnu

30-44 1000 mg 3a[I0YBAHETO Ha JICUEHHE C METQOPMUH.
Hauanxara 03a € Hai-MHOr0 NOJOBUHATE OT
MaKCHMaJHaTa J03a.

<30 - MeTdopMHuH e NpOTHBONOKAa3aH

[Teouampuuna nonyrayus

MoHoTepanus H KOMOMHAaUKs ¢ HHCYJIMH

. Cunogop 1000 mg moxe aa ce n3nonspa npH xeua Haj 10-roauiinHa B3PacT X NIPH IOHOLIA.
. O6nuaiinaTa HavanHa no3a € 500 mg uan 850 mg MeThOPMHHOB XHIPOXIIOPH
AHEBHO, NPHUJIOKEHH NTO BpEME MK CIIC[ XpaHeHe.




Cnen 10 pno 15 auu poszara TpabBa Na C€ KOPHIUpa CNpSMO W3MEPEHUTE HWBA Ha KpbBHaTa 3axap.
IMocTeneHHOTO YBENHYEHHE Ha JAo03aTa MOXe jAa Mnogodpu CcTOMallHO-YpeBHaTa MOHOCHMOCT.

MaxcumanHnaTta NpenopbYuTeNHa 103a METHOPMUHOB XMAPOXNOPUA € 2 g Ha ReH, pa3fieNneHa Ha 2 Ui
3 npueMma.

HauypH Ha MpUAOKEHHE
BnarojapeHne HanuyHeTo Ha CKOCSBaHE OT €AHATa CTpaHa (snap-tab), hpuUnMHpaHKHTE TabNeTKN MOTAT

na osnar pasacnCcHy 1o ABa HAYHHA — noaodbHoO Ha APYTH TabNeTKU ¢ NOMOLITa Ha OBETE pPBIEC, HIIH
aKO Ce€ NOoCTaBAT Ha TBbpha paBHA OCHOBA CHC CKOCABAHETO OTAOJY H C€ HATHCHE OTFOPC C MMaIcna.

4.3 IIporneonoxa3anus

e CBpPBXYYBCTBHUTEIHOCT KM aKTHBHOTO BELIECCTBO MM KBbM HSKOE OT NOMOIIHUTE BEIECTBA,

n36poenu B 1. 6.1
e Bcexu tHn ocrpa MetabonuTHa aumMao3a (KaTo JTAKTaTHA alMAo03a, JHabeTHa KeToalHjao3a),
avabeTHa apekoMa
e Texka 6B6peyna HepocTaTbpuHOCT (GFR < 30 ml/min)
e OcCTpH ChCTOSHMS C pPHCK 3a NMpomsAHa B OnOpeuHaTa QyHKLHMsA, KaTo AEXHApATallds, TEXKa
MH(pEKUHSA, IOK
e 3abonspaHe, KOETO MOXE Aa AOBeAe A0 ThkaHHa xunokcus (ocobeno ocrpo 3abonssane unu
BJIOIIaBaHe Ha XpOHUYHO 3200149BaHe) XaTO:
- AEKOMIIECATOPHA ChpAeYHa HENOCTATHYHOCT
- IHMXaTeIHa HeAOCTaTBYHOCT
HacKOpo npekapaH HHPapKT Ha MHOKapAa

- Q10K
- quHDﬂpOﬁHa HERAOCTATHLYHOCT, OCTpPa aJ1IKOX0JHa HHTOKCHKAlLIHA, alKOX0JIH3bM




4.4 CneuHajHy NpeaynpeKIeHHs B NpeAna3sHd MEpKH NpH ynorpeda

JlakTaTHa alMao3a

JlaxTaTHaTa anpAo3a, MHOTO PAAKO, HO CEPUO3HO METabOMTHO YCIOXKHEHHE, HalH-YeCTO HACTHIIBA
NpH OCTPO BlOLlaBaHe Ha GnhOpeyHara QYHKUHS, KapAHO-PECOHPATOpHO 3abonsBaHe MM CeMNCHC.
| HarpynBanero Ha MeTdOpMHH HacThlBa IpH OCTPO BjomaBaHe Ha OnOpeuHaTa QyHKIMA H
yBEJIHUaBa pHCKA OT JJaKkTaTHa alyuo3a.

B cnyvalhh Ha gexupaparaims (TEKKa RUapHs WM NOBpBlIaHe, Tpecka HJIM HaMajleH TpHeM Ha
TEYHOCTH) TpaOBa BpPEMEHHO Jla Ce cnpe npueMa Ha MeTGOPMHH W € TpENophbYHMTENHO ha ce
YCTAHOBH BPb3Ka ¢ MEUIIHHCKN CNEHAIIHCT.

[IpueMBbT Ha NEKapCTBEHH NPOAYKTH, KOWTO MOraT ocTpo Aa yBpeiasaT Onbpeunara ¢pyHkums (KaTo
aAHTUXHIEPTEH3UBAN cpeficTBa, ArypeTHud H HCIIBC) Tpabsa na ce 3anouHe ¢ NOBHILIEHO BHUMaHHE
NpH TNALMEHTH, JNeKyBaHH ¢ MmeTdopMuH. JlpyrM pHCKOBH (akTopd 33 JaKTaTHa anupo3a ca
NpeKoMepeH MNpHEM Ha anxoxol, 4YepHORpoOHa HEAOCTATBYHOCT, HEAOCTATHYHO KOHTPONHpPaH
nuabeT, KeTo3a, NPOoNbIKHTEAHO TIafyBaHe H BCIKAKBH CBLCTOSIHHUS, CBbP3aHH C XHIIOKCHS, KaKTO H
efHOBpeMeHHaTa ynoTpeba Ha JIeKapCTBEeHH NPOLYKTH, KOUTO MOTar Jia NPUYHHAT JIaKTaTHA alMA03a
(BXx. ToukH 4.3 ¥ 4.5).

Huaznoza

[ManneHTdTe W/HUAK bonHorilegaunTe TpAdBa aa 6saaT HHPOPMHUPAHH 3a pHCKa OT JJaKTaTHA aliHA03a.
JlakraTHaTa anmilo3a C€ XapaKTepH3upa ¢ allifio3Ha AUCIMHed, KopeMHa O0nKa, MYCKYJIHH KpaMIlH,
ACTCHMS K XMNOTEpPMHS, NMOCNeABaHH OT kKoMa. B ciyyail Ha cbMHeHHe 3a CHMITOMH NAlHEHTBHT
TpsbBa Ja crpe mnpueMa Ha MeTpOpMMH W He3abaBHO Ja NOTbpPCH JieKapCKa IOMOLL.
TMarHoCTHYHNTE 1abopaTOpHH HaxOAKH ca noHuxkeHo kpuBHO pH (<7,35), moBuileHM HUBA Ha
nna3MeHyud nakrart (>5 mmol/l) 1 nopMlIeHa aHUOHHA Pa3iiKa H ChOTHOLNEHUE JIaKTaT/IIHPYBaT.

Jlexapure TpaGBa fa npenynpexJaBaT MAUMEHTUTE 32 PHCKA H 38 CHMIITOMHTE Ha NAKTATHA allH103a.

Hauuenmu c yemanogenu wii no0o3uparu MumoxXoHOpUA/IHU 3a00136aHUA:
ITpy nanBeHTH ¢ YCTAHOBEHHW MHTOXOHIpHanNHM 3abonsBaHus, KATO CHHAPOM Ha MHUTOXOHApHAJIHA

eHledbanonaTis ¢ NakTaTHa alkao3a B MHCynTonofobHu enusonn (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) »n nHacneacreed anaber m riyxora mno
maiiunna nukKa (Maternal inherited diabetes and deafness, MIDD), MergopMiH He ce npenopbysa
nopaaM pMcKa OT o0OCTpsHE Ha JIaKTaTHa aunjo3a H HEBPOJOTMYHM YCIOXKHEHMA, KOUTO MOXe Ja

NOBeAaT A0 BAOLIaBaxe Ha 3adongBaHero.
B ciy4aii Ha npu3Rand M cCUMNTOMM, nokasarennu 3a MELAS cunapom nan MIDD, cnea npuema Ha

MeTOpPMMH, JNeyeHHeTo ¢ MeTgopMuH TpabBa na ce crnpe Beanara M [Aa ce Hanpasd Obp3a
AHArHOCTHU4YHA OlICHKa.

bpbpeuna QyHKINHS




Tvi kaTo MeTPOPMUH ce eKCKpeTHpa oT Ob0peunTe, Npelli 3anoyBane Ha NeUeHUeTo TpsabBa fa ce
HanpaBy ouerka Ha ctoilhocTuTe Ha GFR » penoBHO cnell ToBa, BX. TO4Yka 4.2:

- NOoHe BEeJHBbX MOAHUUIHO NPH NALMEHTH C HOpManHa 0LOpeuna QyHKIUUA;
- NnoHe ABa A0 YETUPH NBbTH TFOAMILHO TIPH NALMEHTH C HHWB& Ha KPEAaTUHWHOB KIHPBLHC Ha

AONHATa I'paHHlla Ha HOpMaTa K IPY NallHCHTH B CTApHCCKa Bb3PACT.

MerdopMuH € nporuBonokasad npu mauneHTH ¢ GFR <30 ml/mMun n TpsbBa na Obae BPEMEHHO
CIIPSIH IPH HANHYHE HA CBCTOAHHMA, KOUTO NTpoMeHAT 6bOpeuHaTa PyHkuHs, BX. Touka 4.3).

HamaneHara 6n6peyHa ¢yHKUHS NPH NAWMEHTH B CTapuecKa Bh3pPacT € 4ecTa M aCHMNTOMAaTHYHA.
CrieninajHo BHHMaHHE € HeoOXONMMO B ClIyYyaH, IPH KOHTO MOXe na ce Hapynu ©OnOpevyHara
¢yHKIIMA, HanpUMEp TIPH 3al104BaHE Ha aHTHXUNEPTEH3KBHO JIEYEHHE, THYPETHYHO JIeUeHHe HITH TIpH
3a[IoyBaHe Ha JiedeHue ¢ HECTEPORAHN NpoTHBOBB3NaIHTENHH cpeactra (HCIIBC).

Chpaeuna QyHKIHA

TanuenTUTE CHC ChpACYHA HEAOCTATHYHOCT Ca C NIO-TONAM PHCK OT XUNOKCHA U 6BOpeyuna
HepocTaTbuHOCT. MeThopMHH MoXe J1a ce U3TION3Ba IIPH NauHeHTH Che cTabuNHa XpoHyuHa

ChpIEYHA HEAOCTATBUHOCT NPH peAOBHO HabMOACHHE Ha CbpAeYHaTa H OBOpeyHaTa PyHkuus.

MeTghopMHH € IPOTHBONOKA3aH 3a MallUEHTH C OCTpa M HecTabHIHA ChpACYHA HEJOCTATHYHOCT
(BYOKTE TOUKA 4.3).

IlpunoxeHne Ha HOA-ChABPXAINY KOHTPACTHH BEIIECTBA

BLTpechA0BOTO NpHIOXeHUEe Ha MOJUpaHKH KOHTPACTHH BEWIECTBa MOXeE Aa AOBeAe N0 KOHTpacT-
HHAYuMpaHa Heiponarus, BoJella JO HATPYNBAHETO HA METPOPMHH U MOBMIIEH PHCK OT NAKTATHA
anupo3a. Merdopmuy TpaOBa na ce chpe NMpead MM No BpeMe Ha NpoueAypara 3a obpasna
IHarHocTika u He TpsbBa aa ce BH300HOBABA N0 Hail-Manko 48 yaca cield TOBa, IPH YCIOBHE de
6n6peunHaTa QyHKUHA € OlleHEHA OTHOBO M € YCTAHOBEHO, 4e € CTabUIHa, BX. TOYkK 4.2 K 4.5,

Onepauns

MetdopMmuH Tpabea aa ce cnpe No BpeMe Ha onepanug noa obuia, cnWHanNHa UWIH enHaypanHa
aHectTe3nsa. Jledennero Moxe Ja OpAe BB30OHOBEHO He MO-paHo OT 48 daca ciaen onepanusTa Uy
BB300HOBIBAHETO HA XpaHEHETO npe3 YCTa, U NpH ycnosue de OndOpeuHara QyHKnMs € olieHeHa
OTHOBO H € YCTAHOBEHO, 4Ye € cTabunHa.

Hpyry npeanasHy MepkH
. Beyuky naunmenTy TpabBa a NpoALJKAT 1a CNa3BaT JUeTaTa CH C paBHOMEDRO pa3npeeneH

NpHEM Ha BBIICXHNAPATH NPC3 ACHA. [TaunentHTe C HaAHOPMCHO TCTHAO TpﬂﬁBEl Aa MpoaBJKAT
A4 Cra3BaT AuETaTa, OrpaHknyasallla KanCpHHUTE.

. ObnuaiiiuTe nabopaTOpHW TecTOBe 3a NpocielsBaHe Ha AWabera Tpsbsa ga ce npasAar
pEROBHO.
. MerdopMHH, NpHarad CaMOCTOATENIHO, HE NPHYHMHABA XHMIIOTNHKEMHA, HO € HeoDXOAUMO

BHHMaHue NpH MpHIOKEHHETO My B KOMOMHauMA C HHCYJIHH WK C ApYrdM aHTHAMAOETHH
nekapcTsa (Hanp. cyndauvnypeiiiy NeKapcTBa HiM METTTHTHHHAN).

. MeTrhopMHUH MoOXe Aa HaMallH CEpYMHHTE HHMBa Ha BMHTaMMH Br. PHCKBT OT H
BHTAMHH Bw HApacTBa C YBENHMYaBaHE HAa R03aTa Ha METPOPMHH, NPONDLIMAREINY
NeYeHNETO H/WAH NPH NALMEHTH ¢ PRCKOBH (aKTOpH, 32 KOUTO € H3BEC
neHUUT Ha BHTAMHH Br. B cnyyail Ha cbMHeHHE 32 ePHIMT Ha BHTaM




KAy Hesponatus), Tpsbea aa ce NpocneAsBaT CEPYMHWTE HUBA Ha BUTaMWH B, Moxe na e
HeoOXOAUMO NEPHOANYHO NMPOCNEASBAHE HA BUTAMMH Br2 NPY NMALMEHTH C PHCKOBH (DAKTOPH 32
nedUUNAT Ha BUTaMUH Br. Tepanuata ¢ METQOpPMHH TpsOBa Aa MPOABLIDKK TONKOBA ABITO,
KOJIXOTO C€ MOHACH M HE € NPOTHRONOKAa3aHa U CE OCUTYPsABa NOAXOAAII0 KOPUTHpallo eueHue
33 1e(HLMT Ha BUTAMHH Bz B CHOTBETCTBUE C HACTOALLWTE KNIMHAYHHY YKa3aHus.

IlenuaTpuyHa NOnynauns

Ipenn sanouysaxe Ha neyeHHe ¢ MeTGOPMHUH TpAOBa a Ce MOTBLPAN JAHArHo3ara 3axapeH quader Tn
2.

KoHTponHpaHuTe KIHHHYHKE NPOYYBaHUS B NPOXLIDKEHHE HA €/1Ha FOAHHA HE YCTAHOBABAT eeKT Ha
MeThOpMHH BBPXY pacTexa K nybeprera, HO HAMa RBITOCPOYHM JIAHHM B Ta3zd cneuudmyna obnacr.
ET0o 3310 ce npenophbysa BHHMATENHO TNpociieAsBaHE Ha edexTa Ha METHOPMHH BBPXY TE3H
napaMeTpH IIPH Jiella, ieKyBaHu ¢ MeTQOPMHH, 0cODEHO ITpH liena B NpeAnyoepTeTHa BE3PACT.

Jeya na evipacm mexncoy 10 u 12 200unu
Camo 15 nnoa Ha BB3pacT Mexay 10 u 12 rOOMHM ca BKJIOYEHH B KOHTPOJHPAHH KIHHHYHHU

NpOYYBaHWA, NPOBEICHN NpH JeHa M IOHOWIK. BbnpekH 4e egukacHocrra H Oe30MacHOCTTa Ha
MeThOPMHH MPH Te3U Jiella He Ce pa3nu4aBa 0T e)HKacHOCTTa M 6e30MacHOCTTa IIPH NOo-rolieMH Aela
M JOHOIIM, Cce NpenopbuyBa ocoOeHO BHHMAaHHE NpPH MOpPEANHCBaHETO Ha MeTHOPMHH Ha Aeua Ha
Bb3pacT Mexay 10 u 12 roaunn.

4.5 BiaumogeficTBHe ¢ APYIH JeKAPCTBERR OPOAYKTH H APYrH QOPMH HA B3aHMOAeHCTBHE

He ce npenopkuBa CBIBTCTBAING YHOTpeba

Anxoxon

AJKOXOJIHaTa HHTOKCHKALHA C€ CBBbP3Ba C NMOBUILEH PUCK OT JlaKTaTHA aluA03a, ocoOeHo B cllyyad Ha
ralyBaHe, HEAOXPAHBAHE MM YEPHOAPOOHA HEAOCTATHLYHOCT.

Jla ce H362rpa npHeMLT Ha alIKOXOJ ¥ HA aNKOXOJN-CBABPKAINH JEKapCTBEHH NIPONYKTH.

Hooupanu xonmpacmnu eewjecmea

Metdbopmun TpsbBa 3aIBDKHTEIHO Ja ce CHpe NpeAu WIM NO BpeMEe Ha npoleaypara 3a o0OpasHa
JIMaTHOCTHKa ¥ He Tpabea fa ce BBL30OHOBABA [0 Hai-Manko 48 uaca ciey TOBa, NPH YCIOBHE 4e
&p6peunara GyHKLMSA € OlleHeHa OTHOBO H € YCTAHOBEHO, ue € cTabHniHa, BX. ToukH 4.2 1 4.4,

BbTpechIOBOTO NpHIIOXEHHe Ha HORHpaHM KOHTPACTHH BelllECTBa MOXE Aa NOBeAe A0 KOHTpacT-
MHAyUHpaHa HedponaTHs, BOReilla A0 HATPYNBAHETO Ha METHOPMHMH H NOBMIIEH PHCK OT JIaKTaTHA

Al A034.

KoMmOuHauuy, H3MCKBaly NpeAna3sHi MEPKH NpyU ynorpeba

Hsxou nexapcmeenu npodykmu mozam oa ce ompasam Hebaazonpuamuo Ha 6vbpeunama ynxkyus,
Koemo Modce 0a yseaudu pucka om aaxmamua ayuoosa, Hanpumep HCIIBC, exmovumenno
ceaexmusru urxubumopu na yuxnrooxcueenasa (COX} II, ACE unxubumopu, anzuomensun II
peyenmopHu asmazonucmu u guypemuyu, ocobeno bpumxoeu ouypemuyu. flpu 3anoveanemo unu
ynompebama Ha maxkuea nPpoOYKmu 8 KOMOUHAYUA ¢ MEMPOPMUH € HEOBX0OUMO GHUMAMENHO
npocaeoasane Ha bvbpeurama QyHxyus.

Jlexapcmeenu Npodykmu ¢ @bmpewna XunepaiukeMuysa axmueHocm (xamo 2ax)
(CucmemHo u JOKAAHO NPUROINCEHUE) U cumnamuxomumemuyu): Moxe na ce
npocneasBaHe Ha HHUBOTO Ha KpbBHAta 3aXxap OCODEHO B Ha4ajJoTO Ha




HEOOXOANMOCT, KOpUrUpaiTe A03aTa Ha MET(POMMUHN MO BpeMe HA JIGYEHHE CbC CbOTBETHHS
NeKapCTBEH MPOAYKT U NPH NPEYCTaBOBABAHE Ha NMPHEMBT MY.

TpaHcnopTepn Ha opraindHu Katnodu (OCT)

MerdopMuH ¢ cybetpaT n ra aBara Tpancnoptepa OCT1 u OCT2.

EnHoBpeMEHHOTO NPHIIOKEHHE HA METHPOPMHH C:

« puxuburopu Ha OCT1 (xato BepanaMun) MOXXe Aa HaManH e(pUKacHOCTTA Ha MET(POPMHH;

e puayxropute Ha OCT1 (kaTo pldaMNMIMH) MOXE J1a YBENHYM CTOMAlLUIHO-uYpeBHaTa abcopOums
H epMKaCHOCTTa Ha METHOPMHH;

»  upHxnburopute Ha OCT2 (xaTo UHMETHAHH, AONYTErpaBHp, paHOsla3iH, TPHUMETONDHM,
BaHAETAHHO, HCAaBYKOHA30J1) MOXe 13 HaManH 6B0peyHOTO eNUMHHUpaHe Ha METGOPMHH H TOBA
Ia nopeje A0 MOBHINABaHE HAa KOHUEHTpauugaTra Ha METQOPMHUH B Nna3Mara;

«  upHxubuTopHTe ¥ Ha OCT1, u va OCT2 (kaTo kpH30THHUO, onanapnd) MoXe Ja NPOMERH
e(pHKacHOCTTa ¥ HLOPEUHOTO eTMMHHUpPAHE HA METHOPMHUH.

CnenoBaTenHo e IpenopbuBa BHUMaHne 0coOeHO NPH NalveHTH ¢ 0b0peyHo yBpexaane, Korato
T€3H JIEKapCTBa Ce NPANAraT eTHOBPEMEHHO ¢ MET(HOPMHH, ThbH KaTO KOHIEHTPALHATa Ha METQOPMHH
B TIJIa3MaTa Moxe J1a ce yBenuun. Ilpu HeobxoquMocT Moxe Ja ce oOMRCIIN KOpHIHpaHe Ha A03aTa
MeTdOPMUH, Thi KaTo HHxuOHTOpUTe/MEAYKTOpUTEe HAa OCT Morat na npoMeHAT edUKacHOCTTa Ha

MeTHOpMHH.
4.6 DeprnanuTer, GpeMEHHOCT B KbPMeEHe

bpemMeHHOCT

HexoHTponupanuar auaber no BpeMe Ha OpeMEHHOCT (FeCTAllMOHEH MM XpPOHHYEH) ¢e CBLp3Ba C
YBEJIUYEH PHUCK OT BPOAECHH LedeKTH NIH NIEPUHATANHAE CMBPTHOCT.

HanuguuTe orpaHMYeHM AAaHHM OT ynoTpebara Ha MeTdopMMH npH OpeMEHHH XXEHH HE IOKa3BaT
yBeENH4eH pHCK OT BpoaeHH aedextH. [lpoyuBaHmaTa ¢ XXMBOTHH He MOKa3BaT BpelleH edexr no
OTHOMIEHHE Ha OpeMEHHOCTTa, eMOPHOHANIHOTO U (PETATTHOTO PAa3BUTHE, 110 BPEME Ha paXIaHE ¥ NPH
NOCTHATAIHOTO pa3sBHTHE.

AKO nauMeHTKaTa IilaHupa ha 3abpeMeHee, KaKTO U IO BpeMe Ha OpeMEHHOCTTa, ce NpenophuBa
nuabersT na He ce JeKyBa ¢ MeT¢dOpMHH, a 3a NOAABbP)KAaHEe Ha HUBATA Ha KphBHaTa 3axap 6130 10
HopMara TpsOBa fa ce W3110J13Ba HHCY/IHR C 11€]1 HaMalleHRe Ha pUcKa OT MandopMaLliH Ha rnoaa.

KspMeHe
MerdopMHH ce u3nBpUBa B KbpMara npu xopa. He ca npossend edekt# Ha MeTHOPMHH MIpH

KbpPMEHHUTE HOBOPOACHH W KbpPMauera Ha JIEeKyBaHUTe Maiiku. Bblipexu TOBa, ThH KaTO ca HANHYHY
OrpaHMMeHH JaHBH, He Ce IMpenopbuBa KbpPMEHE IO BpEME HAa JieYeHHe ¢ MEeTPOPMHHOB
Xxuapoxnopui. PellieHHeTO Na c€ NPeyCTaHOBH KBPMEHETO TpsAbBa na ce HanpasBu Bb3 OCHOBA HA
MoJI3aTa OT XbPMEHETO U MOTEHNHANHUSA PUCK 32 IETETO OT HEXKEJIaHH peaKkiiHu.

DepTHANTET
PepTHINTETHT HA MBXKH WAM KEHCKH TIIBXOBE HE € 3aCErHaT NpM NPUIOXKEHUE HA METPOPMHH B

no3n po 600 mg/kg/nen, xoeTto € NpUOIU3IUTENHO TPH NBTH HAN MAaKCUMAIHATA NPENOPLUYHTEIIHA
OHEeBHa A03a MPH XOopa NpPH CPAaBHEHHE C MNOLL Ha TelleCHA NOBbPXHOCT.

4.7 EdexkTn BLpXY cnocobrocTTa 332 Modupane B paboTa ¢ MAIIHHH




MoHoTepanuaTta ¢ MeTGOPMUH HE BOAM A0 XHIIOIIMKEMUS M NOpPagK TOBa HAMa HAW TNOBINUIBA
npenebpexumo cnocobHOCTTa 3a Wodupane ¥ padoTa ¢ Mawiuiu. HesaBucHMo 0T TOBa, NaLIMEHTHTE
TpaGBa na 6bAAT NPeAyNpPEAeHn 32 PUCKA OT XHUIIOTANKEMMSA, KOraTo MET(HOPMHH C€ M3NON3BA B
koMOMHaLMa ¢ ApYrH  aHTuAWabeTHW JiexapcTBa (Hanp. cyndaHWIypeHHH, HWHCYIHH HIK

METTTATHHUIN).

4.8 Hexe/laHM NeKaPCTBEHH PeaKUUH

CneanuTe HeXeNaHR peakllid MOXE la Bb3HHMKHBAaT ITpH JedeHve ¢ MeThopmuH. UecroraTa ce
OnpeAcns KakTo CIeaBa;

MHoro 4ecTH: (= 1/10)

YecTh: (= 1/100, < 1/10)
Heuectn: (= 1/1000, < 1/100)
Penxu: (= 1/10 000, < 1/1000)
MHoro penxu: (< 1/10 000)

C "enssecTHa YecToTa: (YECTOTATa He MOXKE 13 CE ONpPENENIH OT HAIMYHUTE JaHHH)

Hapyimienus Ha metabonusMa 1 XpaHERETO
Yecmu: Hamaneun uupa/Jlepuuur va ButamMus B12

Munozo peoxu:
. JIaKTATHA aluzao3a (BUXTe Touka 4.4);

Hapylnerus Ha HepBHaTa CHCTEMA

Yecmu:
- HapylIeHWA Ha BKYyca

CToMalllHO-4YpEBHH HApPYIIIEHH

Mnozo vecmu:
- CroMauHo-4peBHH HApYIICHHA KaTo TaficHe, NOBPhIaHe, JUapHs, kopeMHa Oonka ¥ 3aryda Ha

aneTHT. TesH HexenaHd edexkTH ce HaOmoAaBaT HAN-4ECTO B HAYANOTO HA JIEYEHUETO K B
MOBEUETO CYyYaH OTWIYyMsBaT CIIOHTaHHO. 3a jga ce npodunaxrupar, ce npenopwrusa

MeT(OPMHH fa ce npHeMa 2-3 UBTH JHEBHO IO BpeMe MM ciell XpaHeHe. IlocreneHHOTO
MIOBHIIEHHE Ha J034Ta Chlo MOXe a2 nono0pH CTOMallHO-4YpeBHATA IIOHOCHMOCT.

XenaTo-6unnapHyY HapyIEHNS

Mrnozo pedwu.
- H3onnpann croOnIEHHA 33 OTKJIOHEHHUS B M3CJIEABaHHMATA Ha YE€PHOAPOOHATA (DYHKLMS WIH

XenaTur, KOWTO NpeMHHaBaT cllel TPEYCTAHOBIBaHE HA JleyeHHeTo ¢ MeTHOpPMHHOB
XHJPOXJIOPHA

Hapyiuenvist Ha ko)xaTa ¥ TOAKOXHATa ThKaH
Mhrozo peoxu:
- KoxxHH peakiiui KaTo epUTEMA, NPYPHTYC, YPTHKapH4.

IleanaTpuyna nonynaius
B nyOnuxyBaHHTE W NOCTAPKETUHIOBH AaHHH, KAKTO H B KOHTPONHpPaHH KIMHHYHH NPOYYBaHHA B
OorpaHH4Y€Ha neadaTphyHa nonynauua mexay 10 n 16 ronwsH, neKyBaHH B NMpoAbI Ha

rOAMHA, JOKNAABAHHTE HEXKENaHUTE CbOUTHA ca nONoOHHN NO BHA U TEXKECT Ha Te3N

Bb3paCcTHA NAlLlHCHTH.




Cho6111aBaHe Ha NQA03UPAHU HEXENAHWY peaklun

ChobL1aBaHeTO Ha NOAO3IMPAHH HEXENNAHH PEeaKUWH CNel pa3pellaBaHe 3a ynoTpeba Ha nekapcTBeHHs
NPORYKT € BaKHO., TOBa MO3BONABA a NPOALXH HaONOAEHNETO HAa CHOTHOLIEHHETO I1013a/PUCK 3a
N1€KapCTBeHHs TpoAYKT. OT MEeIHUNHCKUTE CIEUHANHCTH C¢€ H3HCKBa Ja cbobIaBaT BCsKa
NOAO3MpaHa HeXeslaHa peakius Ype3 HaMoHakiHa CHCTEMA 3a ChoOIIaBaHe:

HsnbiaHHUTENRA areHUMA 110 JIeKapeTBaTa
yi. ,,JlamsH I'pyeB” Ne 8
1303 Codus

Ten.: +35 928903417
yebcaiiT: www.bda.bg

4.9 [Ilpenosupane

XMnornMKeMus He € Hab6ionaBaHa npH JO3H Ha METGOPMHHOB XHAPOXJIOPHA N0 85 g, BBIIPEKH Yt B
TaK¥Ba CJIy4au € HabnlopaBaHa NakTaTHA auyuzo3a. 3HAYMTENHO Npefio3upaHe Ha MeT(GOPMHH MIH
CBHIBTCTBAILA PHCKOBH (pakTOpu MOraT ja AOBEJAT OO NaKTaTHa auuposa. JlakrarHara auuposa €
CMEIHO ChCTOSHHME M TpaOBa ja ce JiekyBa B GonHuyHa obcranoBka. Hail-eekTHBHUAT HauMH 32

OTCTpaHABaHE Ha JIAKTAT ¥ METQOPMHH € XeMOoAHaN3aTa.
5. ®APMAKOJOIMYHU CBOMCTBA

5.1 ddapmMakoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA Ipyna: NeKapcTBEHN NPOLYKTH, NOHMXaBallld HABOTO Ha KpPbBHATa 3axap, C

H3KJIOUEHHE HAa HHCYJIUH. bursanuay
ATC xon: A10BAO2

MexaHn3bM HA HEHCTBHE
MeTdopMUH € GUrBaHMI C aHTHXHIIEPTIIMKEMHYHM e(ekTH KakTo BbpXy Oasannara, Taka U BBPXY

noCTNpaKARanHaTa xunepriavkeMus. Toi He CTUMYAHpaA CeKpelysTa Ha WHCYAHH H CIEI0BATENHO He
peIU3BHKBA XUTIOr THKEMHS.

MethopMuH HaMangBa 0azajHata XWNEPHHCYIHHEMHMS H B KOMOMHallus C WHCYIHH Hamajsisa
HYXAaTa OT HHCYJIHH.

MethopMHH YTIPRKHABA CBOS AHTHXKIEPI/IHKEMHYEH EQEKT Mpe3 MHOXKECTBO MEXaGHH3MH:
MeTdopMHH HaMallABa IPOH3BOJCTBOTO Ha IJIOK03a B HEPHHA Apo0.

MerdopMuH ylecHABa Mepu(epHOTO YCBOABaHE H M3MON3BAHE HA TAIOKO38, OTHACTH Mpe3
YBeJIMYaBaHE Ha HHCYJHHOBOTO aefictBue. MeTdopmuH npoMens o0bopoTa Ha I/IOKO3aTa B HepBaTa:
[lorismianero OT KpbBoOOpallleHMeTO ce yBelnHyama, a abcopOuuatTa OT XpaHara HaMandsa.
JIO'BMHATENHH MEXaHM3MH, NPUIMCBAHM Ha 4epBaTa, BKIIOYBAT yBEJH4yaBaHe Ha OCBODOXAABaHETO
Ha rmoxaroHononcben nentua 1 (GLP-1) 1 HamansBaHe Ha pe3opduMATAa Ha XNBYHH KHCEJWHH.
MerdopMHH npoMeHs MHKpoOHOMa Ha UepBara.

MeTtdopMHH MOXe f1a TOAOOPH AHNHAHAA NPO(KI NPH HHANBUAHN C XANEPNHUITHACMAA.

B KIHHMYHM NpoyuBaHus ynorpebara na METQOPMHH € CBbP3aHa HIM CbC CTaOHJIHO TenecHO TErno,

WAY ¢ yMepeHa 3aryfa Ha Terno.
MeTdopMHH € aKTUBaTOp Ha aleHo3uH MoHogiocar-nporenH-kuHasza (AMPK)

H3BCCTHH X0 MOMCEHTA.




KnunnyHa epekTHBHOCT U $E30MacHOCT:
[IpocnextuBHo pansoMusupado npoyusaHe (UKPDS) norebpxkiaaBa AbNrocpounatra mnonsa oT

WHTEH3N(PHIMPAHHS KOHTPOA HAa KPbBHATA 3aXap NpY Bb3pacTHU NAUHEHTH ¢ AuabeT Thn 2.
AHanu3bT HA pE3YyATATHTE TIpH fAllMEHTH C HAJZHOPMEHO Terno, JEeKyBaHH ¢ MeTQOpPMBHOB
XUIPOXNOPHI CJIEA HEYCTIEX OT MPHIOKEHHE CaMO Ha A¥eTa, IOKa3Bar:

- CHrHU(HMKAHTHO HamasieHne Ha abCconloTHNA PUCK 3a BCHYKH YCIOXKHEHHS, CBbp3aHy ¢ AMabeTa
B rpynara, JiekyBana ¢ MeTdopMHHOB xuapoxaopua (29,8 nunuaenta/1000 nanreHToronHHN)
CHpsIMO TIpHJIOXKeHHe caMo Ha aueta (43,3 uHunaenta/1000 nammpenroroauns), p=0,0023 u
CTIpAIMO KOMOMHHpaHH TIpynd — cyldaHwiypediHd H MoHoTepanus ¢ uHcynuu (40,1
uauuaesTa/ 1000 nanuentoroaunn), p=0,0034;

- CHTHH(HKAHTHO HaManeHue Ha abCOMIOTHHA PHMCK 3a CMBPTHOCT, CBBp3aHa ¢ JAuadera:
MeTdopMuHOB Xuapoxnopua 7,5 uHuMaeHta/1000 maumeHTOrofiMHH, caMo ameTa — 12,7
nanyvaenta/ 1000 nanuentoronuny, p=0,017;

- CUrHH(UKAHTHO HaMaleHHe Ha abCoMOTHHA pPHCK 3a o0la CMBLPTHOCT: METQOPMHHOB
xugpoxjopuni 13,5 wuBuuaenta/1000 nauumeHToroaMHm cnpsmo camo auera — 20,6
aHuEgenTa/ 1000  nmanwenroroauad  (p=0,011) u cnpaMo kKoMOHMHMpaHu Tpynr -
cyndanunypeifsd M MOHoTepanuas ¢ WHCYMHH — 18,9 wmpnmaenta/1000 manveHTOroaMHH

(p=0,021)

- CUTHU(HKAHTHO HamaneHwe Ha abCoNOTHHA pHcK OT HHdAapKkT Ha MHOKapja: METQOPMMHOB
xuapoxiopun 11 uHUMAEeHTa/1000 nauMenrorogwHu, camo aveta — 18 wmmuuaenta/1000

nanyeHToroauny (p=0,01).

He e pgokasaHa [0OA3a 3a KIMHHYHHA H3XOA NPH H3NOJ3BaHE Ha METGOPMHHOB XMUJAPOXJIOPHA KaTo
BTOPO CPEJACTBO Ha U300p, B KOMOHHALUS CBC CYNPOHHTYPEHHH.

KoMOMHaNUATa OT MeT(OPMHHOB XHAPOXJIOPHA K HHCYJIHH € NPUNarala npy onpeaceHn NaluueHTH ¢
nuaber tun I, HO NON3HTE OT TOBA JieYueHHE He ca O(PHIHANHO YCTaHOBEHH.

IlennaTpyyua nonynanus
KonTponupaHn XJIMHHYHM TIpOYYBAHHMs B OrpaHHYeHa NEAHATpH4YHA nonyinauna Mexay 10 u 16
rOAMHH, JIEKYBaHH B NPONB/DKEHUE HAa e€Ha IOAMHa, NOKa3BaT IVIHKEMHYEH KOHTpOJ, NMofoOeH Ha

TO3H NPU BH3PACTHH NALIHECHTH.

5.2 (PapMaKOKMHETHYHH CBOHCTBA

Abcopbiing
Crnea nepopanHo NPHIOKEHHE Ha METHOPMHHOB XMAPOXAOPHA, Tmax C€ AOCTHIA cliea 2,5 yaca.

AOcomoTHaTta 6uoranuudocT Ha 500 mg uiau Ha 850 mg MeTdOopMHHOB XHAPOXNOpKHA € okono 50-60
% TNpH 3ApaBH HAMBUAH. Cnea NepopanHoO NPHIOKEHUE, HEPE3OPOHMPAHOTO KOAHYECTBO, KOETO CE

OTKpHBA BbB deneca, € 20-30 %.

dapMaxoknHeTHKaTa Ha abcopbunsaTa Ha MeTPOPMUH € HENHHEapHa.




[lpy obnyailinn N03M W [O30BH cXxeMH 33 MeTHOPMUHOB Xuipoxnopui, c¢rabunum (steady state)
nnasMenyd KOHUEHTpalnu ce NOCTHrat B paMKkuTe Ha 24-48 wyaca W 110 NipuHUMN ca non |
MUKporpam/ml. B KOHTpOMKpaHB KAMHUYHU NPOYYBaHWs, MAKCUMAJIHWTE NAA3MEHH KOHUEHTPaUHK

(Cmax) Ha MeTOOPMHH HE HanBUlIaBaT 4 MUKporpama/mi, 1opu npu MakCHMan{u N034.

XpanaTa HaMansBa CTENEHTa ¥ Jieko 3abaga abcopbunara Ha merdopmun. Crex NpuIoKeHUE Ha 1034
or 850 mg MmerdopMuHOB xuapoxnopupa ce Habnwpasa 40% no-HHCKa MaxCUMallHa [11a3MeHa

KOHUEeHTpauus, 25% HaMmanenne Ha ruowira nox kpueara (AUC, area under the curve) u 35 MHHYTH
YABLIKCHHE HA BpEeMeTo 3a JOCTHraHe Ha MakCHManHaTa IinasMeHa KoHUeHTpauusa. He e U3BecTHO
KNHHHYHOTO 3HA4YEHHE OT NPOMSIHATA Ha TE3M NapaMeTpH.

Pasnpejaencnue
CBBp3BaHeTO ¢ NNA3MEHUTE NPOTEHHH € HesHaunTenHo. MeTQOpMHH ce pasnpenens B €pHTPOLHTHTE.

[TuxoBHTE HHBA B KPBBTA CA NO-HUCKH B CpaBHEHHE C MUKOBHTE INIa3MEHH HUBA W C€ NIPOABABAT IO
CHILIOTO BpeMe. UepBeHUTE KPBBHM KNIeTKM Hal-BEpPOATHO NPEACTAaBASABAT BTOPHYEH KOMIIAPTHMEHT
Ha pasnpeneneHne. CpegHUAT 06eM Ha pasnpenencHue (Vg) Bapupa Mexay 63-276 1.

broTpanchopMaling
MetdopMuH ce oTeNns HENPOMEHEH ¢ YpHHaTa. IIpn xopa He ca OTKpUTH MeTaOONINTH.

EnumMunupane
br6peunust xomprHe HA MeThopMuH e >400 ml/min, KOETO NOKa3Ba, Ye METGOPMHH Ce eNMMUHNpa

ype3 riaoMepyiana Quiarpauns u TyOynHa cekpenns. Chnen nepopaiHo NpUAOKEHHNe, KpaliHOTO BpeMe

Ha JIQJIYKHBOT € 0K0No 6,5 yaca.
[Ipn Hapymena 6nO6peyna ¢Qyuxuug, 6LOpeyHHAT KNHPBHC HaManABa B ChOTBETCTBHE C TO3U Ha

KpeaTHHUHA ¥ TakKa BPEMETO Ha NMONYENHMHHHUpPAHE Ce YABIDKABA, KOETO BOAM AO YBEITMUCHH HUBA Ha
METQOPMHH B INA3MAara.

IleagvaTpruHa nonynanus:

Ilpoyusane ¢ eonoxpamna oOosza: Chel NpHIOXKEHHETO Ha edHHHYHA po3a 500 mg MerdopmHHOB
XUApOXNoprI, papMaKOKHMHETHYHHUA NTpodUN NpH aeua € noxodeH Ha To3U, HabmozasaH NpH 3ApaBH
Bb3PAaCTHH.

ITpoyyeane ¢ mnozokpamuu 0o3u. JJaHHUTE ca OrpaHHYeHy A0 €AHO npoyuBaHe. Clie MHOTOKpPATHO
npuaoxenne Ha 500 mg MerdopMHHOB XHUIPOXJNIOPHI ABa NBTH INHEBHO 3a 7 AHH npu Jena,
MakCHMaiHaTa ninasmMeHa KoHueHTpauus (Cmax) ¥ cucTeMHaTa excnosuuns (AUCo.) ca naManenu ¢
oxono 33% u 40%, CHOTBETHO B CpaBHEHNE C BBH3PACTHH NalMeHTH C aHader, KOWTO NnpHeMar

MHOrokparHH go3d ot 500 mg asa mpTH AHeBHO 3a 14 guu. THH KaTro nos3ara ce THTpHpa
HHIANBHAYAIHO B 3aBUCHMOCT OT IIMKEMHYHHSA KOHTPOJ1, TOBA € OT OIPAHHYEHO KJIIMHHYHO 3HAYeHHe.

5.3 Ilpeaxkinnuau4HH NaHBH 32 0e30MaCHOCT

HexnuHHYHUTE NAHHK He pa3kpHBaT cHENUUHEH PUCK 3a XOpa, Bb3 OCHOBA Ha KOHBEHLMOHANHM
IIpOy4YBaHMA 3a 0€30NacHOCT, GapMaKoNOrus, TOKCHYHOCT NPH NPHIOXKEHHE Ha MHOTOKPAaTHY IO3H,

FCHOTOKCHYHOCT, KAHLHCPOrcHCH NOTCHHHA!l H PCNPOAYKTHBHA TOKCHYHOCT.

6. DAPMAHNEBTHYHHN AAHHH

6.1 C(Cnuchkk HA NOMOIIHEHTE BelleCTBA




Coupuesyna Ha TabsreTkarta:

XHUnpomenosa

floBuaoHn K 25
Maruesues creapat (Ph. Eur.) [pacturenen]

PUAMOBO IIOKPHTHE:
XHnpomeosa

Makporon 6000

Turanos guoxcun (E 171)

6.2 HecbBMECTHMOCTH

He ca N3BECTHA.

6.3 Cpox Ha rogsocr

3 roanHu.

6.4 CrpenuanHH YCJOBHA HA ChXpaHeHRe

To3u nekapcTBeH NPOXYKT HE H3MCKBA CIICUHANIHH YC/IOBHA 32 CbXpaHEHME,

6.5 Bua ¥ cpaAbLPXKAHHE HA ONNAKOBKATA

PV C/anymunueB Omucrep.
OnaxoBkhy ¢ 30, 60, 90 nnn 120 dunMupann TabneTku.

He BcHuYKM ONaxoBKHM MOTaT Aa ObJaT nmycHaTH B npoaaxoa.
6.6 Crneunajny NpeaAnasHE MEPKA NPH H3XBbPJSHE H padoTa

HsmMma crenianHi U3UCKBAHHA.

7. MNPUTEXXATEJ HA PASPEINIEHHUETO 3A YIIOTPEBA

BERLIN-CHEMIE AG
Glienicker Weg 125
12489 Berlin, I'epmannsg

8. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA
Per. No 20050505

9. JIATA HA IIBPBO PA3PEILIABAHE/MTIOJAHOBABAHE HA PASPEIUEHHETO 3A
YIIOTPEDBA

Hata Ha irbpBo paspewasane: 19.10.2005 r.
IlaTa na nocnendo nogHoBasane: 12.11.2010 .

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2025




