KPATKA XAPAKTEPACTHKA HA INPOAYKTA

1. HME HA JEKAPCTBEHHSA IPOAYKT

e —————

MermokoH XR 500 mg Tabnetku ¢ yawDKkeHO 0CBOOOKAaBaHe _mm;ﬂﬂmm A cn KR h:.i.:‘ “:,{r prersn e
Meglucon XR 500 mg prolonged release tablets

MermoxoH XR 750 mg TabneTku ¢ yAWDKEHO 0cBOoOOXKAaBaHe
Meglucon XR 750 mg prolonged release tablets

MermokoH XR 1000 mg Tabnerku ¢ yasmkeHO ocBob0oknaBaH
Meglucon XR 1000 mg prolonged release tablets

2. KAYECTBEH MY KOJMWYECTBEH ChCTAB

Mezmoxor XR 500 mg mabremxu ¢ yovaxceno oceoboxcoaeane

Bcesaka Tabnerka cpanpxka 500 mg meThopMHUHOB XUAPOXJIOpKA (metformin hydrochloride),
exeuecanenmuu Ha 390 mg memgpopmun.

Mezmoxon XR 750 mg mabremxu ¢ yovaxceno ocgobodcoasare
Bcaka Tabnerka ceappxka 750 mg metdhopmunoB xuapoxsopua (metformin hydrochloride),
exguganexwmuu Ha 585 mg mempopmun.

Mezmoxon XR 1000 mg mabremscu ¢ yOwuaxceno oceobodcoasarie
Besaka Tabnerka ceanpxa 1000 mg MerdopmuHoB xuapoxnopun (metformin hydrochloride),

exsusanenmuu na 780 mg memgpopmun.

3a MBJIHHA CIHMCHK HA MOMOIHUTE BEI[eCTBA BIDKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerxa ¢ yappkeHo 0cBoGOXKAaBaHe.

Mezmoxon XR 500 mg mabremxu ¢ youadiceno oceoboxcoasane
ITouarn 6eny, OBaNHH, ABOHHOH3MBKHAIM, GHIMHpaHH TAGIeTKH, IIAAKH OT JBETE CTPAHH.
ITpubnusurenex pazmep - 15 mm x 8,5 mm.

Mezmoxon XR 750 mg mabremxu ¢ yovaxiceno ocsoboxcoasane
[ouru Oemu, ¢ popma Ha Kancya, ABOHHOMIITEKHAIM, PHIMHpaHK TabJiIeTKH, rNagKkH OT ABETe

CTPaHH.
ITpubnuaurenex pasmep — 19,1 mm x 9,3 mm.

Mezanroxon XR 1000 mg mabaemxu ¢ yowvadceHo oceoboxcoasaiie

[Toutn Genn, OBANHH, ABOMHOMSITEKHAIH, GHIMHPAHH TAONETKH, ¢ JSIHTE/IHA YepTa OT €qHaTa

CTpaHa M IJIaJIKH OT Apyrara CTpaHa.
[Npubnausprenen pasmep — 20,4 mm x 9,7 mm.

4. KJIHHHAYHU JAHHH

4.1 TepaneBTHYHR NOKAIAHHA

e JleucHue Ha 3axapeH AxabeT THN 2 NMpH BB3PACTHH, 0COOEHO NMPH NALMEHTH ¢ Hik
TErJ10, KOraTo camo ¢ JHeTa M (QU3HYECKHU YIIPaKHEHMS HE C€ MOCTHra aJileKBaTe




KOHTpoI. MermokoH XR Moxe Z1a ce nMpunara KaTto MOHOTEpanus Wik B KOMOHHAIMA ¢ ApYTH
nepopatiy aHTUAHAGETHH JIEKAPCTBEHH MTPOAYKTH, WIH C HHCYJIHH.

e IIpeseHuMs Ha 3axapeH AnabeT THI 2 NpH NALHEHTH ¢ NMpeanuaber.

e [Ipu BB3pacTHH NALMEHTH ¢ AHA0ET THII 2 H HANHOPMEHO TErJIO, JIEKYBAHO ¢ MET(OPMHH,
H3MI0JI3BAH KATO IThPBO CPeACTBO Ha H300p mopagu HeJOCTATHUEH e(peKT OT AueTaTa, 3a
HaMa/IaBaHEe Ha YCJIOKHEHUATA OT auabeT (BOK To4ka 5.1).

4.2 [Jo3upoBKa H BAYHH HA OPHJIOKEHHAE

Jlo3upoBka
Buvapacmnu c nopmanua b6vbpeuna grynxyus (GFR > 90 ml/min)

Monomepanun npu 3axapen ouabem mun 2 u 8 KoMbunayua ¢ Opy2u nepopannu anmuouabemnu
cpedcmsa:

- OOuuaiiHaTa HauaTHa n03a e eqHa tabnerka or Mermokon XR 500 mg BeAHBK AHEBHO, MO
BpeME Ha XpaHEeHe Beuep.

- Cnen 10 no 15 aum go3ata TpadBa Aa ce ananTHpa B 3aBUCHMOCT OT M3MEPEHHTE CTOHHOCTH
Ha KpbBHATa 3axap. IlocTeneHHOTO MOBKILIABAHE HA 103aTa MOXeE 8 MOAOOpH CTOMAIIHO-
ypeBHATA NOHOCHMOCT. MakcHManHata npenopbunTenHa no3a ¢ 2000 mg aHerHo.

- IloBumaBsaxeTo Ha no3ara TpaOBa aa crasa ¢ S00 mg Ha Beceku 10-15 aHu, HO He noseye oT
2000 mg BeAHBK JHEBHO, IO BpEME Ha XpaHEeHe, Beuep. AKO He Ce NMOCTUTHE aJIcKBATEH
INMUKEMHYECH KOHTPOI, NAalMeHTHTE MOraT Ja NPeMHHAT KbM CTAHJApTHUTE TabneTku
MeTQOPMHH 10 MaxcuMaitHa ao3a ot 3000 mg,

- Ilpu mauHeHTH, KOMTO BEHE Ca JICKYBaHH ¢ MET(GOPMHH TabJIeTKH, ITbPBOHAYAIHATA 1034
MermokoH XR Tpa0Ba na Opae eKBHBAICHTHA Ha JHEBHATA A03a TadneTkn MeTGOPMHH ¢
He3a0aBHO ocBOOOKaaBaHe. [1pH NMALMEHTH, NEKyBaHH ¢ METQOPMMH B JO3H MO-BHCOKH OT
2000 mg maHeBHO, HE Ce MpenopLuBa MPeMHHABAHETO KbM Teparia ¢ Mermokon XR.

- AKo ce npeaBKaa MpeMHUHABAHE OT ApYT NepopaieH aHTuauabereH NpOAYKT, NPEAUILHUAT
npoAykT Tpabsa na 6bae npeycraHoBEH M Aa ce 3anodHe ¢ MermokoH XR B Jo3ara, mocodeHa
no-rope.

-  Mermokox XR 750 mg ¥ Mermokon XR 1000 mg ca npeaHasHaueHM 3a MaLMEHTH, KOHTO
Beye Ca JICKyBaHH ¢ TabneTkn MerGopMEH (C YABIDKEHO HIH ¢ He3abaBHO ocBoboKaaBaHe).

- Jlo3zara na MermokoH XR 750 mg wimm Mermokxod XR 1000 mg Tpabea na 6bae
€KBHBaJICHTHA Ha JHeBHaTa 1032 TabneTky MeTQopMUH (C YIBDKEHO HIH He3a0aBHO
ocsobokaBaHe), CHOTBETHO 10 MaKCHManHa fo3a ot 1500 mg wiu 2000 mg, npremana no
BpeMe Ha XpaHeHe Beyep.

Kom6upanng ¢ HECY/IHH

MeTdopMHH H HHCYJIHH MOXKE A3 C€ H3MOI3BaT B KOMOMHHMpAHA TepanuA 3a NOCTHraHe Ha Mo-100sp
rIIMKeMAdeH KoHTpos. O6uyaiinHara Hauanna go3a Ha MermokoH XR e eana Tabnerka or 500 mg
BEAHBEK JHEBHO MO BPEMe HA XpaHEHE Bedep, IOKATO A03aTa HA HHCYJIMH C€ aJIalITHPA B 3aBUCHMOCT
OT H3MEPCHHTE CTORHOCTH Ha KPhBHATA 3axap.

IIpu nalpeHTH, KOUTO Be4e Ca IEKYBaHH ¢ KOMOMHHpaHa Tepanua ¢ MeTGOPMHH H HHCYJHH, JO3aT4
Ha MermokoH XR 750 mg unu Mermokon XR 1000 mg Tpatpa 1a 6bae exBuBaneHTHA HA IHEBHATA
n03a TabIeTKH METPOPMHH, CHOTBETHO K0 MakCHMYM 1500 mg wnu 2000 mg, npuemana o BpeMe Ha
XpaHeHe Bedep, AOKATO A03aTa Ha HHCYJIHH C€ afallTHPa B 3aBUCHMOCT OT H3MEpPEHHUTE CTOHHOCTH Ha
KpBbBHATA 3axap.

Cmapuecka év3pacm .
[Topaau BepOATHOCTTA OT HaMasieHa OB0Opeuna GyHKIMA NTPH NALKHEHTH B CTAPYCCKA AL3pacT,
Ha MeTGopMHH TpaAdBa Aa ce aganTupa B 3aBUCHMOCT 0T ObOpeunara QpyHkLma. [Tof
HeoOxoauMo T aa 6bae peaoBHO KOHTpONMHpaHa (BX. Touka 4.4).

[Ton3ara o HaMa/ABaHe Ha pHCKa WIM 3a0aBsHe pa3BHTHETO Ha 3axapeH auaber Ky
OLICHABAHA NPH NALHEHTH Ha BB3PACT 75 rOAMHHM H nopede (Bx. Touxa 5.1), nopant




Ha TeparnHia ¢ MeT(OPMHUH NPH TE3H NALKECHTH HE € NPENOPBYMTENHO (BXK. TOUKA 4.4).

Bvbpeuno yepedcdarie

[Ipeau 3anovBaHe Ha JieyeHUE ¢ POAYKTH, ChALPKAIM METQOPMHH, TPAOBA A ce HAIPAaBH OlICHKA
Ha croliHocTuTe HA GFR, a cnen ToBa — noHe BeAHBbXK roAUIIHO. [IpH MMALMEHTH C TOBHILEH PMCK OT
NO-KATATHIUHO NMporpecupaHe Ha 6x0peyuno yBpe)KaaHe ¥ NpH NALMEHTH B CTap4ecKa Bh3pacT TpaOra
[10-9€CTO Aa Ce NpaBH OLCHKa Ha Ob6peunara ¢pyHKIMA, HAIPHMEDP HA BCeKH 3-6 Mecela.

il

GFR Obwa MakcHManHa AHEBHA 034 HOITBJIHUTETHH ChO0pakeHHs
ml/MHH
60-89 2000 mg Moxe fia ce OGMHCITH NOHIDKABAHE HA J038TA BB

Bpb3Ka ¢ HaManaBaHETO HA ObOpeuHaTa QpyHKuMA.

sl

45-59 2000 mg MaKTOpHTE, KOUTO MOTAT /& YRE/IMYAT PUCKA OT

JTAKTaTHA auMao3a (BK. Touka 4.4) Tpadea na
o Obaar nmpepasriielalH, IpeaM Ja ce OOMMCIIH

30-44 1000 mg 3AMIOYBAHETO Ha JiIUEHHE C METPOPMHH.
HayanHara n03a € Hali-MHOro NOJOBHHATA OT
MaKCHMAaJIHaTa J03a.

<30 | - MerhopMHH € IPOTHBOMOKA3AH.
Ileouampuuna nonysrayun

[Topaau nunca Ha aauHK, MermokoH XR He Tpsabea 1a Obae W3anom3BaH MpyU AeLa.
Monorepanusa (npeaaunaber)

Obuuaitnara go3a ¢ 1000 mg o 1500 mg merdopMuH XHAPOXIOpUA BEAHEXK JHEBHO, 110 BpEME Ha
XpaHeHe Beuep. C peroBHM H3MEPBAHHSA Ha KPHBHATA 3aXap M OLICHKA HA PHCKOBHTE (aKTOpH JIEKapAT
NpeueHsABa Jank TpAOBa 1a MPOABL/DKH JICHEHHETO.

HauuH Ha OpUIOKEHUE
3a NEpOPATHO IIPHIIOKEHHE.

Tabnerxure He TpaOBa fa ce ALBUAT, pasACNIAT WM YYTIAT H TpAOBa Aa ce MPHEMAT LieJIH ¢ Yailla BOAa.

4.3 IIpoTHBONOKA3ZARHSN

* CBPBXUYYBCTBUTENHOCT KBM MET(HOPMUH HIIH KBM HAKOE OT MOMOIIHUTE BelecTBa, H30pOeHH B
TouKka 6.1.

* Bceku THN ocTpa MeTabonuTHA alao3a (KaTo JJakTaTHA alln103a, auaberna Keroawuaoza).

* TuaGeTHa npexoma.

¢ Texxka 6p6peuna HepocTaTbuHOCT {(GFR < 30 mL/Mun).

e OcTpH CHCTOAHMA, 3acTpaltaBamy aa piowmar 6ebpeunara dyHkumA, Karo:

- AeXHIpaTaL¥A,

- TeXKa HHPEKIA,

- MIOK.

» 3abonaBaHus, KOHTO MOXKE I8 MPHYHHAT ThbKAHHA XHITOKCHA (0CO0EHO OCTpH 3a00NABaHHA WIH
BIOMIABAHE HA XPOHUYHH 3abonaBannd), KaTo:

- JEKOMIICHCHPAHA ChpAeYHa HeAOCTAThYHOCT,

- pecUpaTOpHa HEAOCTATHYHOCT,

- HACKOPO MPEeXXUBAH MHOKApAEH UH(APKT,

- [LOK.

* YepHoapoOHa HEAOCTATLYHOCT, OCTPA ANKOXONHA HHTOKCHKALMA, AJTKOXOITHIBM.

4.4 CnennajaHg NpeaynpexXaeH s H NpeaAnasne MepKH upn ynorpeba

JlakTaTrHa aim1o3a:




JIaxTaTHATa alHAO034, MHOTO PAIKO, HO CEPHO3HO METADONHTHO YCIIOXKHEHHE, HAW-9eCTO HACTBITBA
1pH OCTPO BlomaBaHe Ha 6pOpeunara GyHKUMA, KAPAHO-PECTTHPATOPHO 3a00ABAHE HIH CENCHC.
HarpynsaneTo Ha MeTQOpMHMH HACTBIIBA IIPH OCTPO BaoniaBaHe Ha ObOpeuHaTa QyHKLUMS U
yBe/IM4aBa PHCKA OT JIAKTATHA al[MA034.

B crryvait Ha qexuapataims (Texka AUapus WIH NOBPbINAHE, TPeCKa WIM HaMajleH IpUeM Ha
TEIHOCTH), IPHEMBT HAa MET()OPMHH TPAOBA BPEMEHHO Ha CE CIIpe U C€ NMPENOPbYBA KOHCYJITHPAHE C
MEIHULIMHCKH CIELMATHCT.

[MpueMBT HA IEKAPCTBEHM MPOLYKTH, KOMTO MOTaT TEXKO Aa yBpeast 6ubpeunara Gpynkumsa (kato
aHTHXUNEpPTeH3UBHH cpeactsa, auypeTHun u HCIIBC) TpabBa aa ce 3anoune ¢ NOBHIIEHO BHUMAHUE
INPH MALHEHTH, JIEKyBaHH ¢ MeTQOpMHMH. JIpyru pUCKOBH (PakTopH 3a JIAKTaTHA aLMA03a ca
NPEKOMEPEH MPHEM Ha AJIKOXOJ1, YepHOAPOOHA HEAOCTATHYHOCT, HEAOCTATHYHO KOHTPOIUpaH Auadber,
KeT03a, NPOIB/DKHTEIHO INIayBaHe H BCAKAKBH ChbCTOAHHA, CBBP3aHH C XMITOKCHA, KAKTO H
eJHOBpEMEHHATa ynoTpeba Ha IeKApCTBEHH MPOAYKTH, CBBP3aHH ¢ XUNTOKCHS, KAKTO H
eAHOBpPEMECHHATA YTIoTpeOa Ha JIeKapCTBEeHH NPOAYKTH, KOMTO MOTAT Aa NPHYMHAT JIAKTATHA alu/103a
(Bx. ToukH 4.3 n 4.5).

ITareHTHTE WM TE3H, KOMTO C€ MPIDKAT 32 TAX, TpAORa na 6baaT HHQOPMHpPaAHH 3a PHCKA OT
NAKTaTHA alMAo3a. JlakTaTHATA alUA03a Ce XapaKTepH3Hpa ¢ auA03Ha IUCIIHes, KopeMHa 60mka,
MYCKYJTHH KPaMITH, ACTEHMS H XHIIOTePMHA, IocicABanM OT Koma. B ciayuail Ha cbMHeHHe 3a
CHMITTOMH NAIMEHTET TPAOBA Aa cripe MpHeMa Ha MeTHOPMHH ¥ He3a0aBHO fa MOTHPCH eKapCeKa
noMom. JIHArHOCTHYHHMTE J1abOpaTOpPHM HAXOAKH ¢4 MOHIkeHO KpbpBHO pH (< 7,35), nosuilieHH HHBA
Ha I1a3MeHHd NakTaT (>S5 mmol/l) ¥ noBvilIcHa AHUMOHHA Pa3/IUKA M CHOTHOUICHUE JIAKTAT/ TIHPYBAT.

Hayuenmu c ycmanoeenu uau nooo3upany MumoxorOpuaniu 3abonasanur.

[Tpy1 naukeHTH ¢ YCTAHOBEHH MHUTOXOHApHATHH 3ab0/14BaHMd, KATO CHHIPOM Ha MUTOXOHIPHAIIHA
eHiedanonaTHs ¢ JIAKTATHA auMao3a U HHcysrronoaobHu emuzoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) n nacneacrsen anaber H riryxota no
maitguHa muaua (Maternal inherited diabetes and deafness, MIDD), meTrdopMun He ce npenopbyBa
nopaaH pUcKa o1 060CTpsAHE HA JIAKTATHA ALIMA038 U HEBPOJIOrHIHH YCJIOXKHEHHA, KOUTO MOXKE Aa
OOBEIAT AO BIIOHIABAHE HA 3a00ngBaHeTO.

B ciyuait Ha pusHALM M CHMITTOMH, nokasaTe/anH 3a MELAS cunnpoMm wmm MIDD, cnex npuema Ha
MeT(dOpMHH, NedeHreTo ¢ MeThopMHH TpAOBa Aa Ce Cripe BeAHAara M Jja ce HanpaBH Obp3a
AHArHOCTHYHA OLIEHKA,

brOpeuna dyHKUHA:

[Ipenn 3anouBaHe Ha J1e4eHHETO TpAOBA 1a ce HanpaBy OLieHKa Ha cToiHOCTHTE Ha GFR M penoBHO
cnexn Toea (BxK. Touka 4.2). MerdopmuH e npotnsonokasan npu nauuerT ¢ GFR<30 ml/Mun ¢
TpAOBa Aa ObJie BpEMEHHO CIIPAH NMPH HAJIHYME HA ChCTOAHHA, KOHTO [IPOMEHAT Ob0peHHaTa GyBKuuA,
B3K. Touka 4.3.

Crpaeuna

[TaumeHTHTE CBHC CHPASHHA HEAOCTATHYHOCT Ca ¢ MTOBHIUEH PHCK OT XHIIOKCHA K Ob0peuHa
HeAOCTATBYHOCT. [IpH NauueHTH ¢b¢ cTabIHA XPOHHYHA CHPAECHHA HEAOCTATEHHOCT, MET(HOPMHH
MO3XKe a ce ynoTpeOaBa IpH peloBHO MOHHTOPHPAHE Ha chpacdHaTa H Op0pednara dynkima. [Tpu
NAaLMEHTH C OCTPa K HecTabWIHA ChpASYHA HEAOCTATHYHOCT, METGOPMHMH € MPOTHBOMOKA3aH (BIXK
Touka 4.3). '

Crapyecka BB3pacT
ITopaau orpaHM4€HH AaHHH 33 TepaneBTHYHA ePHKACHOCT OTHOCHO HAMAJIABAHETO HA PHCKA HITH

3a0aBaHe pa3BUTHETO HA 3aXapeH AMaleT THI 2 MpH NALMEHTH Ha BB3pacT 75 roJHHH U NOBeYe, NpH
TE3H NALMEHTH HE Ce NMPEenopLYBa 3aM0UBAHE HA TEpANMUd ¢ METPOPMHH.

[Mpunoxenue Ha HOAMPAHN KOHTPACTHM BEIIECTBA
BpTpecha0BOTO NPWIOKEHHE Ha HOAMPAHH KOHTPACTHH BEIHECTBA MOXKE [1a AOBEAE 10 KOHTRAL:

MHAyUMpaHa He(hponaTHsi, BOJEIa A0 HATPYIBAHETO Ha METHOPMHH H MOBHIIEH PUCK ORAAKIENAN o
aumaosza. MerdopmuH Tpa6Ba fa ce cripe Npeau WIH O BpeMe Ha MpoLiexypaTa 3a oOpaans




XHpYpruysa onepauus
MerdopmuH TpaOBa Ja ce CIpe NO BpeMe Ha onepaums noj obia, CIHHATHA WIH eNuAypanHa

aHecTesus. JleueHnero Moxe Aa Opae Bp300HOBEHO HE NO-paHo OT 48 vaca ciies onepaLMaTa Wid
BB300HOBABAHETO HA XPAHCHETO Mpe3 YCTA, U NPH yciioBHe ye On0petHarTa pyHKIMs e OlleHEHa
OTHOBO M € YCTAHOBEHO, ue € cTabHHa.

Jpyru npenynpexneHns

Bcuuxy naueHTH TpaOBa Aa NPOIB/DKAT AMETATA CH ¢ PABHOMEPHO paslpeesieHUe Ha
BBEINIEXMAPATHHA MpHeM npe3 AeHa. [lanmenTyre ¢ HaaHOPMEHO Teryio TpAOBa fa cra3BaT
HHCKOKATOPHUYHATA CH JHETA.

O6unuatinnTe MTaCOPATOPHH TECTOBE 338 MOHUTOpHpaHe Ha Anabera TpaOBa Ja ce H3BBLPIIBAT PEAOBHO.

MetdopMHH MOXe Ja HAMaJIH CepYMHHTE HABA HA BUTAMMH B2 PUCKBT OT HUCKU HHBA HAa BUTaMHH
B12 ce yBeMMaBa ¢ YBE/THYABAHE HA J103aTa HA MeT(POPMHH, IMPOXBL/DKHTETHOCTTA Ha JIEYUEHHETO H/WIH
IIPH NALMEHTH C PHCKOBH (aKTOpH, 3a KOHTO € H3BECTHO, Y€ NMpHYMHABAT AeGHULMT Ha B2 B coyyaif
Ha CEMHEHME 3a AedHUMT Ha BUTAMHH B2 (KaTO aHeMHs WM HeBponaThs ), TpAORa Ja ce MpocaeasBaT
cepyMHHTE HMBa Ha BUTAMHH B2 Moxe fa ce HaloXH NEpHOAMYHO TPOCICAABaHE HA BUTAMHUH B2
NpH NaLHEeHTH ¢ pHCKOBH (aKkTopH 3a AeduiuT Ha BHTaMuH B Tepanusra ¢ Merdopmun Tpabea aa
NMPOAL/DKH TOJKOBA IBJIN0, KOJIKOTO ¢€ MOHACA H HE € MPOTHBOIMOKA3aHA, U 18 ¢ OCHTYPH MOIXOAAIIO
KOPUTHPpAIIO JIeueHue 3a AepuumT Ha BATAaMHMH B12, B CHOTBETCTBHE C HACTOSINMTE KIIHHHYHU
PBKOBOJICTBA.

Mer¢opMEH, MpWiaraH CAaMOCTOSATEHO, HE NpeAN3BHKBA XMITOTTIMKEMMA, HO TPAOBa a ce BHHMAaBA,
KOTATO CE M3MOJI3Ba B KOMOHMHALIMA ¢ HHCYJIHH M OPYTU NepOopaiHy aHTHAHaOeTHH cpeicTRa (Hanp.
cyibaHWTYpeHHH TPOH3BOAHH H METIHTHHHAH).

Morart aa 6paaT HabmoaaBaHM YacTH OT OOBUMBKATA HA TabyieTKaTa B M3MPAKHEHHUATA HA MALIHEHTHTE.
Te TpabBa na 68T NpegynpeacHH, e TOBA € HOPMAJIHO.

4.5 B3agMoaeHCTBREE ¢ APYTH JEXKAPCTBEHH NPOAYKTH H APYrH OPMHE HA B3aHMOoAeHiCTBHE

He ce npenopb4Ba €AHOBPEMEHHA YII a

Aaxoxon
AJIKOXOJIHATA HHTOKCHKALMA Ce CBBP3Ba C MOBHILEH PHCK OT JIAKTATHA alKa03a, 0C00eHo B ciryvali Ha
rnagyBaHe, HeAOXPaHBAHE WIH YepHoApoOHAa HEAOCTATHYHOCT.

Hodupanu xonmpacmnu seujecmsa

MetdopMHH TpaOBa 3a8BIDKHTEIIHO A C€ CIpe MPEeXH WIH 10 BpeMe Ha NpolieaypaTa 3a obpa3Ha
RHArHOCTHKA U He Tpa0Ba fa ce pp300HOBABA N0 Hali-Manko 48 daca ciieql TOBa, IPH YCIIOBHE, Ye
OLOpeuHara QyHKUMS € OLIeHEHa OTHOBO M € YCTAHOBEHO, 1€ € cTabmiHa (BX. Touku 4.2 u 4.4),

Kombun H3HC HM MEDKH [IpH a

HAKOH NlexapcTBEHH MPOAYKTH MOTAT Ja ce oTpasaT HebnaronpuarHo Ha 6b0peunaTa pyHKUMA, KOETO
MOJKe J1a YBETH4M PHCKA OT JIAKTATHA alM/1038, HANpP. HECTEPOHAHH NMPOTHBOBB3NAIMTEIHH CPEACTBa
(HCTIBC), BxMOYKTENHO ceeKTHBHA HHXUOUTOPH Ha LMKnookcHrenasa-2 (COX-2), ACE
HHXHWOHTOPH, aHTHOTEH3HH [] peLienTOpHH aHTArOHACTH M IHYPETHLIH, 0C00eH0 OpHMKOBH
anypeTHlM. IIpu 3anouysaHeTo WM ynorpebara Ha TARKMBA ITPOAYKTH B KOMOHHALMA ¢ METQOPMHH €
HeoOXOHMO BHHMATEITHO MpocicagBane Ha Op0pevHaTa GyHKkuuA.

Jexapcmeenu npooykmu ¢ 6bMPEuina XUnepruKemMudsa axmusHocm (Hanp. 2A0KOKOPMyKBCTIGnoNG
(30 cucmemMHrO U JIOKAAHO NPUROICERUE) U CUMNAMUKOMUMEMUYL).




Moxke aa e HeoOXOZHMO IO-4eCTO NMpocaeAABaHe HUBOTO HA KPbBHATA 3aXap, 0COOEHO B HAMAIOTO Ha
neuennero. [Ipu HyXaa, no3ara Ha MeThOPMHH TPAOBA a C€ 8JaITTHPA 10 BPEME HA JIEYEHHETO C
ApYT NeKapCTBEH MPOAYKT, KAKTO H IIPH CITHPAHETO MY.

Opzanuunu mpancnopmepu na xkamuonu (OCT)

MetdopmuH e cyGeTpar v Ha apata Tpascnoprepa OCT1 u OCT2.

EaHOBPEMEHHOTO NMPUIOXKEHHE HA METQOPMHH C:

o muxu6uTopu Ha OCT1 (kaTo BepanaMiut) MOTarT Jja HaMansT edexra Ha MeTQOpPMHUH

e uHaykTOpH Ha OCT1 (xaro pudaMITHIMH) MOTAT [ja yBE/IMYAT FaCTPOMHTECTHHAIHATA abcopOiia 1
edexra Ha MeThOpMUH

o yxuburopu Ha OCT2 (kaTo IAMEeTHAMH, AOMYTErpasup, paHo/Ja3HH, TPHMETONPHM, BAHAECTAHHO,
H3aBYKOHA30J1) MOTaT Ja MOHIDKAT eTHMHHUpPAHETO Ha MeTgopMHH ype3 Ou0OpermTe # Taka na

AOBEJAT A0 YBEHYEHHE HA IUIa3MEHHTE KOHLICHTPALHMUTE Ha MeTdopMHH
o yrxubutopu Ha OCT1 u OCT2 (karo kpu30oTUHHO, onanapub) MoraT Aa IIPOMEHAT €(eKxTa U

O1L0peYHOTO eNMUMUHHpPaHE Ha MeTHOPMHMH

Tlopaay Ta3H MPUUMHA CE TPENOoPHIBA NOBHILICHO BHUMaHHe, 0COOEHO NPH NalMeHTH ¢ 6x0peuHo
YBpeXAaHe, KOTaTO Te€3H JICKaPCTBEHH NMPOAYKTH Ce MPHAaraT ¢AHOBPEMEHHO ¢ MET(IOPMHH, ThH KaTo
[U1a3MEHHTE KOHIEHTPALIHH Ha MeT(@OpMHH Morar Aa ¢e¢ nopumar. [Ipy HeoOxoauMOCT MOXKeE Aa ce
oOMHMCITH KOpHTHpaHe Ha Jo3aTa Ha MeTgopMuH, Thil karo OCT HHXMOHTOPHUTS/HHAYKTOPHTE MOTaT
13 MpOMEHAT eHKACHOCTTA Ha METQOPMHUH.

4.6 PeprRanTer, fpeMeEHOCT H KbpMEHE

bpeMeHHOCT
HekoHTpoNMMpaHaTa XMIIEPIIHKEMHS B NIEPUKOHUEIIIIHOHHATA (pa3a U MO BpeMe Ha OpeMEHHOCT €

CBBP33aHA C NOBHILIEH PHCK OT BPOASHU AaHOMATHH, 3aryba Ha OpeMEHHOCT, XHIIePTOHMS,
NpeAMu3BAKAHA OT OPEMEHHOCTTA, MPECKIaMIICH W MEPHHATAITHA CMBbPTHOCT.

Baxx:o e HMBATa Ha KPBBHATA 3aXap Ja ce MOAIbPKAT KOJIKOTO € Bh3MOXKHO no-0/IM3KHM 10
HOPMAJIHHTE MO BpeMe Ha OpeMEeHHOCT, 3a Jia ¢ HaMaJll PHCKa OT HEXKeJIaHH ChOMTHA CBBP3aHH C
XMNEPrIMKEMH KAKTO ITPH MaHKara, Taka H NPH JAETETO.

MerdopMHH NpeMHHaBa ITpe3 IUTALICHTATa ¢ HUBA, KOMTO Morar ha ObJaT TONMKOBA BUCOKH, KOJIKOTO
KOHLICHTpallHMTE NpH MaHkaTa.

['onaMoO KOMHYECTBO JaHHH 32 OpeMeHHM x¢HH (MoBeye oT 1000 ekcnoHHpaHu pe3ynTaTH) OT
Oa3MpaHO HA PETHCTHP, KOXOPTHO MPOYUBaHe H IMyO/IMKYBaHH JaHHH (MeTa-aHAIU3H, KIHHUYHH
NpOYYIBAHHA H PECHCTPH), HE TIOKA3BAT MOBUIIEH PHCK OT BPOJCHH AHOMAIMK WM (eTo/HeOHaTaHA
TOKCHYHOCT CJIe/l €KCIIO3UIMA KbM MET(OPMHH B NEPHKCHLUECIIUHOHHATA da3a W/ o BpeMe Ha
OpeMeHHOCT.

Hma orpanuyeny U HeyOeauTeIHY 1OKA3aTE/ICTBA 32 edekTa HA MeTQOPMHH BBPXY ABITOCPOUHUA
Pe3YJITAT 110 OTHOMIEHHE Ha TerfIOTO MPH AeLia, HAJIOXKEHH BTpeyTpoOHO. MeTdopMUH He M3rnexnaa
12 NMOB/IMABA JBHTATETHOTO H COLIHAIHO pa3sBUTHE N0 4-rOMUIHA BBIPACT NPH AcLia, H3I0XKEHH 10
BpeMe Ha OpeMeHHOCTTA, BHITPEKH YB JAHHHTE 34 THIMOCPOUHHTE Pe3y/ITaTH ¢ OrPaHHYCHH.

AKO € KIHHMYHO HeoOXoauMo, ynotpedara Ha MeTGOpMHH MOXe 113 ce OOMHCITH O BpeMe Ha
6peMEHHOCT H B NIEPOKOHIICNMIIHOHHATE (a3a KaTo AOMBJIHECHHE WM ANTEPHATHBA HA HHCYJIHHA.

™ * WJ%
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KzpmeHe
MerdopmiH ce exckperHpa B kbpMaTa. He ca HabmogaBaHn HexenaHu nekape

HOBOPOAEHW/ KbpMaueTa. BrrpekH ToBa, MOpajayu OrpaHMYEHHTE HAITHYHH JaH f b
NpenopsYBa 0 BpeMe Ha JiedeHue ¢ MeTdopMuH. TpsabBa na ce B3eMe pelLieHu¢
MpeyCTAHOBH KEPMEHETO, KATO C& HMA NPCABH NMOI3aTa OT KbPMEHETO H MOTEH S
He)KeIaHH J1eKapCTBEHH peaKLHH 3a JETETO. <




deprHnuTeT

ITpu MBKKM M XKEHCKH IUTBXOBE, (PEPTIWIMTETHT HE C€ MOBAMABA OT METOOPMHUH, NIPHIOKEH B NO3H
no 600 mg/kg/nHeBHO, KOETO € MOYTH TPH ITHTH NOBEYE OT MAKCHMAIHATA MPENOPLYBAHA JHEBHA
A03a MpH Xopa, Ha 0a3a CpaBHEHHE Ha TEIECHA MOBBPXHOCT.

4.7 Edexrn Bopxy cnocobHocTTA 32 modHEpane H pabora ¢ MAIIAEE

MerdopMHH KaTO MOHOTEpAIMA HE BOAN A0 XHIOTVIHKEMHA M 3aTOBa HAMA WIH HMa HEe3HAYHTEIHO
RITHAHME BBPXY CrIOCOOHOCTTA 3a odHupaHe ¥ paboTa ¢ MAIIHHH.

Brnpeku ToBa, naumenTrTe TpAOBA Ka ca NMpeyNnpeaACHH 3a pHCKA OT MOABATA HA XMITOTTHKEMHA,
KOraTo MEeT(OpMHH ce U3MOJ3Ba B XKoMOHHALMA C APYT'H aHTHAKAOCTHH JICKAPCTBEHH MTPOAYKTH
(Hanp. cynpaHWTypeliHH MPU3BOAHH, HHCYIHH HIH METTTHTHHHIMN).

4.8 HexeaHH JeKAPCTBEHH PeaKnHA

[Ipi moCTMAapKETHHIOBH NMPOYYBAHMA H B KOHTPOJIMpPaHH KIHHHYHM H3NHTBAHKA, CHOOLIaBAHWTE
HEXXEJIAHH PeaKLHH MTPH NAIMEHTH, TeKYBaHH ¢ MeTQOPMHH ¢ YIBDKSHO OCBOOOKIABaHE Ca CXOAHH
110 BHJ{ H TEXECT ChC ChOOIIABAHNMTE 1TPH NAIMEHTH, JIEKYBaHH ¢ METQOPMMH ¢ He3a0aBHO
ocBO0OKAaBaHE.

B HayanoTO Ha N€YEHHETO, Ha-YEeCTHTE HeXeIaHH JIEKAPCTBEHH Peaki[HH ¢a racHe, NMOBPhILAHE,
auapua, croMaitida 60ka M 3aryba Ha aneTHT, KOMTO B [IOBEYETO CIY4AH OTMHHABAT CMIOHTAHHO. 3a
Ja ce m30erne nosBaTa UM, ce NMPenopbYBa NOCTENECHHO YBEIHUCHHUE Ha J03aTa.

[To Bpeme Ha neuenue ¢ MermoxoH XR MOrar aa ce 1oaBaT CIIETHHTE HEXEJIaHH JIEKApPCTBEHH
pEaKIMH.

YecToTaTa HM ce Ompenens KaKTo ciaeasa: MHOro uecti: >1/10; yectn >1/100, <1/10; HenecTn
>1/1000, <1/100; peaxu =>1/10 000, <1/1000; mHOro peaxu <1/10 000,

HPH BCAKO I'PYIIKHPAHE 110 MCCTOTA, HCKCIAHHTC PCAKIIHHK €a NNPCACTABRCHHM B HU3IXOAAIN pel 110
OTHOILICHHEC Ha TCXKCCTTA.

Hapymenus Ha mMeTabosIM3Ma M XpaHEHETO

Hecmu:
 BuramuH B2 HaManaBaHe/HENOCTATHEUYHOCT (BX. TOYKA 4.4).

Mnuozo peoxu:
» JlaxTaTHa auuzo3a (BXK. Touka 4.4).

HapyiieHusa Ha HEPBHATA CHCTEMA
Hecmu:
* Hapymenus Ha BKyca

CroMalIHO-YPEBHU HAPYIICHUA
Muozo vecmu.

e CTOMAIIHO-YpEeBHH HapYyIICHHA KaTO rajgeHe, NOppellaHe, nuapud, abaoMuHanHa 60/ka v 3aryfa Ha
aneTHT. Te3W HEXKEJIaHN peaKliiU Ce MOABABAT Half-uecTO B HAHYAJIOTO HA TepanUATa H OTMHHABAT
CIHIOHTAHHO B MOBEYETO CITy4aH. 3a a ce MPEAOTBPATH TOBA, CE IPENOPbhYBa METPOPMHH 1A Ce
npuemMa 1o BpeMe Ha WM ClIe XpaHeHe. baBHOTO yBe/IMuaBaHe Ha J03aTa MOXe ChIo Aa noaobpu
raCTPOMHTECTHHAJTHATA TOJICPAHTHOCT.

XenaToOWIMapHH HAPYIUESHHS
Mnozo peoxu:

» EAMHHYHM C/Tyday HA AHOMAJIMM B YEPHOAPOOHHTE H3CIICABAHNSA HIIH Xell
cliel| MpEyCTAHOBABAHE Ha JIEYCHUETO ¢ METHOPMHH.




HapyimeHHd Ha KOXKATa H NOAKOKHATA THKaH
Mhnozo peoxu:

» KOXXHH peaki[HM KaTO €pHTEM, NPYPHTYC, YPTHKAPHA.

CrobmaBane Ha DOIOZUPAHU HEXETAHH PCAKHNH
CrobmaBaHeTo Ha NIOJO3HPAHH HExe/laHH peakLMH ciiell pa3pemaBaHe 3a ynorpeba Ha ekapcTBeHHMA

NPOMYKT € BaxHO. ToBa 1103B0NABA J1a NMPOXBIDKH HAGMOACHHETO HA CHOTHOMICHHETO MOJI3a/PUCK 38
NIEKAPCTBEHMA MPOOYKT. OT MEAUIIMHCKHMTE CTICLIMATHCTH Ce H3UCKBA Aa ChoOIIaBaT BCAKA
NoAO3HpaHa HeXellaHa peakiums upe3 M3meIHUTEHA areHIMs no nekapersara yi. . Jlamau I'pyes” Ne
8, 1303 Codms, Ten.: +35 928903417, yebeatit: www.bda.bg.

4.9 IIpeno3npane

He ce nabmonasa XMITOrIMKEMHA XOPH NPH 1034 HA MeTQOpMHH A0 85 g, BHIIPEKH Ye NpHU TaKHBa
o0CTOATEJICTBA C€ NOABABA JIAKTATHA ALHA03a. JHAYMTENHO NPEN03HPaHE HITH CHITbTCTBALIH
PHCKOBH (dakTopH mpy MeThOPMHH MOTAT Ja IOBEAAT A0 JaKTaTHa alHo3a. JlakraTHaTa aumo3a €
CIIeNIHO CHCTOAHHE M TpAOBa Aa ce yiekyBa B OonHuua. Hali-eexruBHOTO JIedeHHE €
OTCTPaHABAaHETO HA JIAKTaTa K MET(GOPMHH Upe3 XeMOAHAIN3a.

5. ©®APMAKOJIOIHYHM JAHHH
5.1 PapMaxoAHHAMAEYHHE CBONCTBA

dapmaxoTepartesTHiHa rpyna: JlekapcTsa, NOHIDKABAIIM KPHBHATA ITI0K034, C M3KMIOYEHHE HA
urCyvHH, bursannau, ATC xoa: A10BAO2

Mexanu3sM Ha JEHCTBUE

MeTtdhopMHH ¢ OUrBaHMI ¢ AHTHXHIICPIrIIHKEMUYHH €dieKTH, HaMansaBamu 6azanHara U
NOCTIpaHAHAIIHATA IUTa3MeHa rmoko3a. Tol He CTUMYHpa HHCYJIHHOBATA CEKpeLHA U 34TOBA HE
NpeAH3IBHKBA XHMOTTHKEMHSA.

Metrdopmun HamasaBa 6a3anHaTa XHIIEPHHCYIHHEMUS U B KOMOHHAIIMS ¢ HHCY/IHH HAMAJISBA
HY>KJATa OT HHCYJIHH.

MeTdopMHH H3ABABA AHTUXHIIEPTITMKEMUYHHA CH e(PEKT MHOXKECCTBO MEXAHH3MH:

Hamanasa yepHoapoOHaTa mpoXyKLMA Ha ITIOKO34.

MetdopMHuH ynecHaBa nepudepHHs MpHEM M YCBOSBaHE Ha IFOKO3aTa, OT 9aCTH KATO YCHIBA
OeNCTBHETO HA HHCYJIHHA.

MerdopmuH npomMeHs oOMAHATA Ha ITIOKO3aTa B yepsaTta: [IpemuHaBaHeTo B KppBooOpameHueTo ce
yBEIIM4aBa, a abcopbumaTa oT XpaHaTa HaMaIABA. JJOMWIHMTENICH MEXaHH3bM, KOHTO JONpUHACS KbM
gpeBHHA OOMeH, BKIIIOYBA YBEIHYABAHE HA OTICIAHETO Ha rmokaroH-noaodeH nemmua 1 (GLP-1) 1
OHIKABaHE Ha pe3opOLMATA HA XThbYHA KUCEIHHA. MeTGOopMUH NMPOMEHA HHTECTHHATHUA

MHUKPOOHOM.

MerdopMHH MOXe Aa Mogo0pH THIHAHMA ITPOPHI IPH XOpa ¢ XHNEPITHMHICMHUA,
B xIHHHYHHTE NTPOYHBAHKA METQOPMHH C€ CBBP3Ba ChC CTAOWITHO Te/IECHO TErN0 WM YMEpeHa

3ary0a Ha TerJo.

MeTdhopMHH € AKTHBATOP HA aAeHO3HH Monodochar-nporeHH-kHHa3a (AMPK) u nosumasa
TPAHCTIOPTHHA KAMALMTET HA BCHYKH BHAOBE MeMOpaHHU npeHocHTenu Ha rimokosza (GLUTS).

KnuHuuHa e(HKACHOCT

Hamanneane na pucka uiu 3ab6aeane paieumiemo na 3axaper ouabem mun 2

IIporpamMara 3a npesennns Ha 3axapen anaber (Diabetes Prevention Program (DPPY) € | A&
MHOTOLIEHTPOBO, PAHIOMH3HPAHO, KOHTPOJMPAHO KIIMHHYHO H3MIHTBAHE MIPH BB3PACTH ! ofidiiid _
epHKACHOCTTA HA 3aNOYBAHE Ha MHTEH3UBEH HAYMH HA XXHUBOT CIpAMoO ynortpebara Ha MAYGoP:




NpeAOTBPAaTABAHE WM 3a0aBAHE HA Pa3BUTHETO Ha 3axapex Aualer Tvn 2. Kpurepumre 3a BKIIOYBAHE
ca: Bb3pacT >25 roguum, UTM >24 kg/m? (>22 kg/m’ 3a a3HaTo-aMepHKAHLIH) ¥ HapYIIEHA rHOKO3HA
TOJISPAHTHOCT IUTIOC M3MEPEHA Ha I1aJ{HO [UIa3MeHa rmoxo3a 95 — 125 mg/dl (mnu <125 mg/dl 3a
aMEepPHKAHO-HHAHAHIM). IlaliMeHTUTE CA TPETHPAHHN WIH ¢ HHTEH3IUBHA MMPOMIHA HA HAYMHA HA XKHBOT,
HJTH ¢ R03MpoBKa MeTdopMHH 2x850 mg U cTaHAapTHA MPOMIHA Ha HAYMHA HA KHMBOT, WIH ¢ IU1alebo
M CTAHJApTHA ITPOMAHA HA HAYHHA HA KUBOT.

Cpemuure 6a30BH croiiHOCTH Ha naieHTuTe B DPP (n=3234 3a 2.8 rogumm) ca 6wm: 50,6+10,7
rogunu, 106,518,3 mg/dl nsmepeHa Ha rnagHo wiasMeHa rmoko3a, 164,6+17,0 mg/dl nnazmena
MIIOKO3a ABA Yaca cjef] IEPpOPANEH [IIOKO3eH npHeM, H 34,0+6,7 kg/m? UTM. NHTeH3HBHHAT HAYMH
Ha XHBOT, KAKTO H MET(HOPMHH, 3HAMHTEIHO C4 HAMAMWIM PHCKA OT PA3BHTHETO Ha ABEH 3aXapeH
nuadert, B cpaBHeHHE ¢ MUianebo, cboTBeTHO 58% (95% TN 48-66%) 1 31% (95% AU 17-43%).

[1pu no-BB3pacTHH NallMEHTH, RIMAHUETO HA HHTEH3UBHHA HAYMH HA )XUBOT € OHIIO MO-CHITHO OT TOBA
Ha MET)OPMHUH.

ITaneHTHTE, KOMTO Ca C€ MOBJIMAIH Hai-CHIIHO OT JIEYCHMETO ¢ MeT(GOPMHMH ca OHITH Ha BE3pacT noj
45 rogunu, ¢ UTM pasro wiu Haz 35kg/m?, a 6a308 HbA ¢ paBHO ik Hax 6,0%, WM ¢ aHaMHe3a Ha
recTalHOHeH anader.

3a MpeOTBpPaTABAHE HA €AMH CIy4aif Ha ABeH AHa0eT npe3 TpuTe roAMHH Ha LBUIATa [IOMYJIalMA B
DPP, 6,9 nauMeHTH ca MPHCHECTBAIIM B IPyTIaTa BKIIIOYBALUA MHTCH3HBEH HAYMH HA JKMBOT H 13,98
rpynara Ma MergopMuH. ToukaTa Ha JOCTUraHe HA KyMYJIATHBHA MHIIMAEHTHOCT Ha 3axapeH auaber
ot 50% e 6una 3abaBeHa ¢ OKOJIO TPH MOAHHH B MET(OPMHH IpyNaTa, B CpaBHEHHE ¢ miateo.

Hbarocpouroto nocaeasamo npoyusane Diabetes Prevention Program Qutcomes Study (DPPOS)
Ha DPP sxmoupa noseue ot 87% or opururantata nmonynauua Ha DPP 3a genrocpouno
npocieasBaHe.

Cpen yuactauumre 8 DPPOS (n=2776), KyMmynaTHBHAaTA HHIIMACHTHOCT Ha 3axapeH aHaber 3a 15-Ta
roauuHa ¢ 62% B rpynata Ha nnauebo, 56% B rpynara Ha MerdopMuH U 55% B rpynara, Bozena
MHTEH3HBEH HauMH Ha x»HBoT. CpenHo, ciryvante Ha auaber ca crorBeTHO 7,0, 5,7 u 5,2 crmyuad Ha
100 nameHT-roqHM cpex rpynara Ha rmnanedo, MeTGOoOpMHE U HHTEH3HBCH HAYHH HA JKHUBOT.
HamansBaHeTO Ha pucKa OT 3axapeH guaber ¢ 6wio crorBeTHO 18% (croliHocTH Ha pucka (HR) 0,82,
95% AU 0,72-0,93; p=0,001) 3a rpynata Ha MeTdopmuH u 27% (HR 0,73, 95% TH 0,65-0,83;
p<0,0001) 3a rpynara, Bogema HHTEH3MBEH HauHH Ha KUBOT, B CPAaBHECHHE C IpynaTa Ha 1uauedo.
KaTo xpaiiHa TouKa 3a LAIOCTHATA MHKPOBACKYIapHa He(ponaTia, peTHHONIATHA H HEBPONAaTH4,
PE3yNTATHT HE CE € palIaYaBall 3HAUUTENHO MEXTY TPETHPAHUTE IPYITH, HO MEXAY YYaCTHHLIUTE,
KOMTO He ca pa3Bwin auadert, mo Bpeme Ha DPP/DPPOS, npepaneHTHOCTTA Ha LAIOCTHHA
MHKpOBACKyIapeH pe3yatart € Ouna ¢ 28% no-HHMCKA B CpaBHEHME C YYACTHHIIMTE, pa3sBIIH Auaber
(croitHocT Ha pucka 0,72, 95% JIU 0,63—0,83; p<0,0001). Hama HaTHYHH MPOCNEKTHBHO-
CPAaBHMTEITHH JAHHH 38 METPOPMHH H MHKPOBACKYJIAPHHTE pe3yATaTd npH napenTH ¢ IGT wunu
IFG v/ nosuieH HbA .

[TyOnvuxyBanuTe pHCKOBH ¢hakTOpH 3a AHabeT THI 2 BKNOYBAT: A3HATCKA H LIBETHOKOXKA €THHYECKA
rpyna, Be3pact Hag 40 roguHu, AMCIMITUACMHUSA, XHIIEPTOHMA, 38TILCTABAHE WIH HATHOPMEHO Terno,
BB3PAcT, ITbPBA cTeNeH Ha paMWIHa 0OpeMeHeHOCT ¢ Auaber, aHaMHe3a C reCTalMOHEH 3aXapeH
auadeT B MNomMKHUCTO3eH oBapuancH cuHapoM (PCOS).

Tpabra aa 6BbAaT B3eTH NpeABHA AKTYATHHTEe HALMOHAITHH PBKOBOACTBA 3a AeHHHpaHe Ha
npenauaber.

[TaipeHTH C BHCOK PHCK TpAOBa Aa ObaaT HACHTHQHLMPAHH Ype3 YTBBPAEH METOA 32 OLICHKA Ha
pPHCKA.

Tevuenue na 3axapern ouabem mun 2

[IpocnexTBHO pangoMusHpaHo npoy4eane (UKPDS) norsbpxnasa JuIrocpodHaTa IO PRt WYLy
MHTEH3WBHHA KOHTPOJ1 Ha KPBLBHATA 3aXap NPH Bb3PACTHH NAMEHTH ¢ AuabeT THI 2, nexypd .
MeTdopMHH ¢ He3abaBHO ocBOGOXKAaBaHe KATO TEPAIMSA OT ITHPBA JIMHKA ClIE] HEYCIE / Nl
AHANIH3BT Ha pe3yJITATHTE NPH MAaLMEHTH ¢ HAAHOPMEHO Terno, JeKyBaHH ¢ MeTdop H’ a gy N
6e3 ycnex e MpUnokeHa caMo JueTa, IMOKa3BarT:
*  3HAYMTENHO HAMAIABaHE HA A0CO/IOTHUA PHCK OT BCAKAKBH YCIIOKHEHHSA, CBBP3AHM Coxh

rpynara Ha MetgopmuH (29,8 cayuan/1000 naumeHT-roqHHN) CpaBHEHO ¢ IrPyNaTa MayWg




Ha auera (43,3 cnyuan/1000 nauMenT-rogunn), p=0,0023 1 cpaBHeHo ¢ rpynure Ha
cyipaHunypeifHi NeKapCTBEHH MPOAYKTH M MHCY/IMH MoHoTeparus (40,1 cayvan/1000 maipent-
roguum), p=0,0034;

*  3HAYMTEJHO HaMangBaHe HAa aOCOMOTHHA PHCK OT CMBPTHOCT, CBBp3aHa ¢ AHabera: merdopMHH
7,5 ciyuas/1000 nanueHT-roAMHM cpaBHEHO caMo Ha jueTa 12,7 cryqasa/1000 mauneHT-roauHy,
p=0,017,

*  3HAYMTEJIHO HAaMaJIABaHe Ha a0COMOTHHS PUCK OT 0ofIla CMBPTHOCT: MeTQopMHuH 13,5
cry4as/1000 maumeHT-roquHHU cpaBHEHO caMo Ha auerta 20,6 ciydan/1000 nammeHT-roauHy

(p=0,011) 4 cpaBHEHO ¢ rpynara Ha CyJIpaHWTYpCHHU NMPOAYKTH H HHCYJIHH MOoHOoTepanusa 18,9
ciayuan/ 1000 naumenr-rogunu (p=0,021);
* 3HAYHTE/ITHO HAMaJIABaHE Ha aOCOMOTHHA PUCK OT MHOKapAeH HHGapkT: MeThopMHH 1]
ciyyas/1000 naupeHT-roguHu, camo auera 18 ciryvan/1000 naument-roaunu (p=0,01).
He ca HabmonasaHM KNHHHYHH NOJ3H NpH KoMOHHHMpaHe Ha MeTQOPMHH ChC CYIpaHWTypeiHH
MPOXYKTH, MPWIATAHHM KaTO BTOpH HIOOp Ha JICUEHHE.
KombuHatmaTa 0T MeTQOpMHH M MHCYJIHH € Npujiarada rmpH noadpaHyu nauueHTH ¢ Anader Tvn 1, HO
KJIHHMYHA N0J138 HE € KATENOPHYHO YCTAHOBEHA.

5.2 PapMaKOKHBRCTHIHH CBOUCTRA

Abcopbims
Cnen nepopanHa no3a TabneTka ¢ yampkeHo 0cBoboxk1aBaHe, abcopbumara Ha METQOPMHUH €

3HAYHTEIHO 3a0aBeHa B CpaBHEeHHe ¢ Tabnerka ¢ He3abaBHO 0CcBOOOKIaBAHE C Tinex HA 7 YaC (Tmax 3a
tabnerka ¢ HeaabaBHO ocBobOXKNaBaHe € 2,5 yaca).

B ctabninHo cheToAHME, NoaoOHO Ha opMuTe ¢ He3abaBHO ocBoboxkaaBaHe, Cmax H AUC He ce
TNIOBHILIABAT MPONOPLIMOHATIHO Ha NpwiokeHara xo3a. AUC cnea eMHUYHA NEpOPAIHO NMpUeTa A03a
ot 2000 mg MeTdopMHH TaONETKH C YALDKEHO OCBOOOXKIaBaHe € ¢ NOAOOHH CTOHHOCTH Ciea MpHeMa
Ha 1000 mg merdopmuHn TabneTku ¢ HezabaBHO ocBOOOXK1aBaHE JBa METH JHEBHO,

Huauenayannara BapHabHIHOCT Ha Cuex 1 AUC npu MerhopMuH TabNeTKH ¢ YIB/DKEHO
ocB0O0OKIaBAHE € CPABHMMA ¢ Ta3H MpH MeTQOopMHH TabieTku ¢ He3abaBHO ocBoboXKNaBaHe.

Koraro TabneTkure ¢ yADKEHO OCBODOKTABAHE Ce NMPHEMAT Ha rnanHo, crolHocTuTe HAa AUC
HamanaeaT ¢ 30% (He ce 3acarar cTOMHOCTHTE Ha Crpax H Timax).

CpenxaTa abcopOuys Ha MeTdopMuH Ipu $opMaTa ¢ YIBDKEHO OCBOD0XK1aBaHe NIOYTH HE ce
IIPOMEHA OT ChCTABA Ha XpaHaTa.

He ce HabronaBa HaTpYIBaHE ClieA MHOTOKPATHO npwioxeHue Ha 10 2000 mg MeTdopMEH noA
dopmara Ha TabJIETKH C YIBIDKEHO OCBOOOXKAaBaHE.

Cnen eqHOKpPaTHO nepopaiHo npuiaoxkeHue Ha 1500 mg o MeTQOpMHH ¢ YABIDKEHO OCBOOOKAABAHE
750 mg, cpeaHaTa MaKCHUMANIHA TUIA3MEHA KOHIeHTpawuus or 1193 ng/ml ce mocTura 3a cpeano epeme
5 yaca H B AMana3oH ot 4 no 12 uaca.

JIeMOHCTPHPaHO €, 4e MeT(POPMHH ¢ YOAWDKEHO ocBoOoxkaapaHe 750 mg ¢ OHOCKBHBAJICHTEH Ha
mMeThOpPMHH ¢ YIBIDKEHO ocBoboxaasane 500 mg npu 103a 1500 mg rio orHomieHHe Ha Crax 1 AUC
NpH 3ApaBH JiMlla CJIC]] XpaHSHE ¥ Ha [IAJHO.

Cnen etHOKpaTHO NMEpOpaIHO NPWIOKEHHE Ha eAHA TabneTka MeTOPMMH C YABLDKEHO
ocsoboxaaBane 1000 mg cnex xpaHeHe Ha, CpeAHAaTa MAKCHMANTHA I1a3MeHa KOHIeHTpalus ot 1214
ng/ml ce mocTura 3a cpeaHo BpeMe 5 yaca (¢ aAHana3oH ot 4 no 10 4aca).

Ha6monasako e, ue MeT()OpMHH ¢ YARDKeHO ocBoboxnaBaHe 1000 mg e 6HoeKkBMBaANIEHTEH Ha
MeT(hOpPMHH ¢ yabrDKeHO ocBoboxnasane S00 mg mpu ao3a 1000 mg no orHomeHue Ha Cnax 1 AUC
TIPH 3APaBH JIHLIA CIEA XPaHeHEe U Ha IIafHO.

Korato Tabnerkara ¢ yaspkeHo ocBoboxganane ot 1000 mg ce mpuema cien xpanexe, AUC ce
nosHmaBa CbC 77% (Cmnax ce mopumaBa ¢ 26%, a Tnax € JIeKO YARDKEHO ¢ 0kono 1 gac).

Pasnpenenenve
CBBP3BaHETO C IVIa3MEHHMTE MPOTEHHH € He3HaYHTeNHo. MeTdopMHuH ce pasnpeaes B ep}rrpo

YepreHHTe KpHBHH KJIE€TKH Hali-BEPOATHO NPESACTARIABAT BTOPHYECH €TAIl HA pasIperie
Cpennuar obeM Ha pasnpenerneHue Vd e B paMKuTe Mexay 63-276 L.

MetabonuisM




MerdopMHH ce eKCKpeTHpa HelpoMeHeH B ypuHaTa. He ca uaeHTupuimpanu MeTabonnTu npu
XOp4aTa.

Enumunvipane
BropeunuaT xinpbHC HAa MeTdopMHH € > 400 ml/MuH, K0eTO NoKa3Ba, Ye MeTHOPMHUH Ce

eJIMMHHHPA 4pe3 TAOMepYITHA (unTpaims 1 TyOynHa cexpeups. Cien nepopainHa o3a,
OYEBHAHO KpalHUA eMMMHHAIMOHEH NOTYKUBOT € MPAGIH3IHTENHO 6,5 1aca.

Koraro 656peunara ¢yHKIMA € HapyleHa, ObOpeUHHUAT KIHUPBHC € HaMAaJeH MPONIOPLIMOHAIIHO
Ha KpeaTHHHHA M 3aTOBa eJIMMHHALIMOHHUA MOTYKHBOT € YAB/DKEH, KOETO BOJM 0 NNOBUILICHA
HHBA Ha MeTHOPMHH B IUIA3MATA.

XapakTepHCTHKH Ha CIICLMATHY IPYITH NAIHeHTH

brOpevHOo HapyuIeHHe

Hanuanwure JaHHH TIPH NAIMEHTH ¢ yMepeHa 0bp0peyHa HeIOCTATRYHOCT C8 OCKBIHM M HE MOXKE JIa ce
HanpaBH HaAeKAHa OLICHKA HA CHCTEMHATA €KCIO3MI[W Ha MET(OPMHH B Ta3H NOATrpyna, CupaMo
nalueHTH ¢ HopmamHa 6s6peuna ¢ynxkuuna. [lopagu Tora, axanTHpaHeTo Ha Ao3aTa TpAOBa aa ce
MpaBH Cropel KIMHHIHATA €PHKACHOCT/IIOHOCHMOCT (BXK. TOUKa 4.2).

5.3 IIpeaxnuHAYHE JAHHH 3a 6e3onacHocT

[peaxnuHH4HNTE JaHHH He MOKa3BaT 0coOeH PUCK 3a Xopa Ha 6a3aTa HA KOHBEHIMOHAIHUTE
¢apMaKkoIOrHiHK NpOy4YBaHUA 32 06€30MIACHOCT, TOKCHYHOCT IPH MHOTOKPATHO IIpHJIaraHe,
r€HOTOKCHUYHOCT, KAPLIMHOTEHEH MOTEHLIMANT i TOKCHYHOCT CITPAMO PENMpPONYKLIMATA.

6. GAPMAIIEBTHYHH JAHHH

6.1 Cnucpk ¢ IOMOIIHATE BeIeCTBA

Cvpyesuna na mabremxama.
CreapuHOB2 KHCEITHHA

[lennak

[Toeuaon (Kollidon 30)

CunuimeB AHOKCHA, KoJoHAeH De3BoieH
Marne3ues creapar

Iloxkpumue:

Xumpomenosa
XHAPOKCHITPOIMHILICITYIIO3a
TuTaHOB TUOKCHA
[IpomuneHrIHKON
Makporoa 6000

Tank

6.2 HecbrBMECTHMOCTH

Henmpunoxumo

6.3 Cpox Ha rogaocr

3 roRMHHU

6.4 CpoenEa/JIHE YCIOBHS HA ChXpAHCHHE

To3u nekapcTBeH MPOAYKT HE H3UCKBA CIIELHAIIHM YCJIOBHA HA ChXpaHEHHE,




6.5 BaauchaAbpKAHEEE HA ONAKOBKATA

bnucrep or PVC/PVDC // anymunuit

Buaose onakoBku: 28, 30, 56, 60, 90, 100 u 120 Tabnxerku B Gnucrep.
6.6 CuoenuajBEHN NpeaANA3IRH MEPKH NPH HIXBLPJILSHE
Heu3nomBaHUAT NEKAPCTBEH NPOAYKT WIH OTNAIBLYHKHTE MATEPHAITH OT Hero TpabBa na ce N3XBBLPIAT
B ChOTBETCTBHE ¢ MECTHHTE H3HCKBAHNA.

7. IIPATEXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA
Sandoz d.d.

Verovikova 57,

1000 Ljubljana

CnoBeHHA

8. HOMEP(A) HA PAJPEIIIEHHMETO 3A YIIOTPEBA
MermokoH XR 500 mg Per. Ne 20200173

Mermoxon XR 750 mg Per. Ne 20200174
Mermokor XR 1000 mg Per. Ne 20200175

9, JIATA HA ITHPBO PA3PEIIABAHE/TIOHOBSABAHE HA PA3PENIEHHMETO 3A
YIIOTPEBA

Hara Ha mepBo paspemasane: 06.10.2020
JaTa Ha MOCNeaHO NOAHOBABAHE:

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

03/2025




