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1. AUME HA JIEKAPCTBEHUA ITIPOAYKT e —
C 766 0 8 -05- 2025

['mokodax XR 1000 mg TabneTku ¢ yabDKEHO 0CBOGOXK1aBAHE

Glucophage XR 1000 mg prolonged-release tablets

2. KAYECTBEH 4 KOJIHYECTBEH CbCTAB

Enna Tabnerka ¢ yab/DkeHO ocBoOokaaBaHe chabpxka 1000 mg MeTOpMHUHOB XHAPOXIIOPH]L
(metformin hydrochloride).

3a ITbJIHUA CITUCHK HA MOMOIIHUTE BellecTBa BUXKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka ¢ yab/DKeHO 0CBOOOXK1aBaHE.

Benu 1o nouTtH 6ein, MpoABJIroBaTH, ABOMHO U3MIbKHAIM TaONETKH ¢ penedHu HaanucH ,,1000% or
eaHara crpaHa u ,,MERCK” ot apyrara crpaHa.

4. KIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

@ HamansBaHe Ha pucKa WM 3a0aBsiHe Ha pa3BUTUETO Ha 3axapeH Auaber TUM 2 MpU Bb3pacTHH
MalMEHTH, MAlMEHTH C HAJHOPMEHO Terjio ¢ HapyuweH raoko3eH tosepaHc (HI'T) w/nim
HapyieHa rinukemMus Ha riagHo (HI'T), w/unu nouinenu croitHoctd Ha HbA1C, kouTo ca:

- C BHMCOK pPHCK OT pa3BUTHE Ha 3axapeH auader tvn 2 (BHX ToYKa 5.1) M
- C nporpecHs KbM pa3BUTHE Ha 3aXapeH AuadeT THIl 2, BbIIPEKH 3a04YBaHETO Ha
MHTEH3MBHA MPOMSAHA B HAYMHA Ha XKUBOT OT 3 10 6 Meceua.

Jleyenuerto ¢ [ mokodax XR TpsdOBa na Obae 6a3upaHO Ha OLIEHKA Ha PUCKa, BKJIKOYBALA MOIXOAS 1IN
MEpPKH 3a INIMKeMHY€H KOHTPOJI (BHXK TOUYKa 5.1).

[IpomsHaTa B HAYMHA Ha XKUBOT Ha NalMeHTa TpAOBa 1a NMPOABLJDKH MPH 3aro4YBaHe Ha Teparnus ¢
MeT(OPMHH, OCBEH NMPHU HEBB3MOXKHOCT Ha MALMEHTA J1a ce MPUIbpiKa KbM Hes NMopaJii MEIHLIHHCKH
MPUYHHH.

e JleueHue Ha 3axapeH quabeT THN 2 MPU Bb3PacTHU, OCOOEHO MPH NMALMEHTH C HATHOPMEHO TErJIO,
KOraTto caMo JHeTa U (pU3MYECKH YNPaKHEHHUSA HE BOJAT [0 aJ€KBAT€H INTHKEMHYEH KOHTpOIL.
I'mokodax XR Moxe 1a ce npuiara Karo MOHOTepanus Wik B KOMOMHALMs C IpYTrH MEPOpaITHH
aHTUIUA0ETHH JIEKAPCTBEHHU MPOAYKTH, HJIH C HHCYJIHH.

4.2 JI03HpPOBKA H HAYHH HA NPHJIOKEHHE

J1o3upoBKa -

Bwv3pacmuu ¢ Hopmanua 6vopeuna ¢pynkyus (eGFR > 90 mL/min/1. 73m’)

Hamanseane na pucka wiu 3abassaHe Ha pazeumuemo Ha 3axapex ouabem mun 2



Vnorpebara Ha MeTdopMus Tpabea Aa ce UMa NpeaBU] B Coy4ai, 4e HHTCHIMBHATA MMPOMAHA
B HAYMHA HA JXHBOT 3a nepvox ot 3 0 6 Mecela He € JAOBela A0 aJeKBaTeH INIHKEMHYCH
KOHTPOJI.

Tepamuara TpaGBa na 3anouHe ¢ exHa Tabnerka I'mokodax XR 500 mg BemHbk AHEBHO,
NMpHEMaHa 110 BpeMe Ha BEUEPHOTO XpaHeHe.

[Ipenoprusa ce KOpeKLUa Ha no3ata cinex 10 xo 15 auM Ha GasaTa Ha M3MepBaHE HA HUBOTO Ha
KpEBHaTa 3axap (croirocrute Ha OI'TT, w/wm 1ua3MeHaTa Iroko3a Ha raaaHo, Wund HbA1C
na 6pmar B HopMma). IlocTeneHHOTO MOBMINABaHe Ha A03aTa MOXe Ja Momodpu racrpo-
MHTECTHHAIHATA TOJEPAHTHOCT. MaKCHMMAIHATA MPENOPHIMTENHA J03a € 2 Tabnerkn (2000 mg)
BeQHLK THEBHO, 110 BpeMe Ha BEYE€PHOTO XpaHEHE.

[IpenopruBa ce peROBHO MOHMTOpHpaHe (Ha BCEKHM 3-6 Mecela) Ha IIMKEMHYHHS CTaryc
(smBara Ha OI'TT, W/um 1a3sMeHaTa rmoko3a Ha riaaHo, Wi HbA1C) kakTo n Ha pHCKOBH
(aKTopH, KOMTO Ja OLEHAT JATH JieYeHHeTo TpAbra aa ObAe NMPOTBIDKEHO, POMEHCHO HIIH
IPEeKBCHATO. |

Peinenne 3a npeoileHKa Ha TEPANMATA CHIIO TaKa C€ H3HCKBA, aKO MALMEHTHT BNOCIACACTBHE
MPWIOKH MOAOOPEeHHA B AMeTaTa WHIH (PU3HIECKHTE YIPAXKHEHHA, WIM aKO NMPOMCHHTE B
MEIHIMHCKOTO CECTOSHHE IIE NMO3BOMAT MO-TOJIEMH HHTEPBEHLIMHM B HAYMHA Ha JKHBOT.

Monomepanus npu 3axapen duabenm mun 2 u 6 kombunayus ¢ Opyeu anmuduabemunu cpedcmea

T'moxodax XR 1000 mg Tpsabea xa ce npueMa BEAHEXK AHEBHO C BEHEPHOTO XPAHEHE KATO
MAKCHMATHATA NMPENOPHYHTETHA 1038 € 2 TabneTKH JHEBHO.

I'mioxodax XR 1000 mg e npenHasHayeH 3a NOAMBPIKAINA TEpaNHa NpU NAlMEHTH, KOUTO B
MOMEHTA IPHEMAT JHEBHA Ao3a MeTdopmuH xuapoxnopua 1000 nwin 2000 mg.

TTpu marmeHTH, MpHEMAIIH METGOPMHH XHAPOXJIOPHA B AHEBHH J03H, NMo-BHCOKM OT 2000 mg
He ce TIpernoph4ba NMpeMHHaBaHeTo KbM Tepamus ¢ I'mokogax XR.

[TspBOHAYANHATA TEPANHA NPH NALMEHTH, HeMpHeMaIH MeTHOPMHH 10 MOMeHTa, Tpabsa na
3ano4He ¢ eqHa tabaerka Nmokodaxk XR 500 mg BeAHmK AHEBHO, MPHCMaHa MO BpeMe Ha
BeuepHOTO XpaHeHe. [Ipenopbusa ce xopexims Ha fosara ciex 10 no 15 quu Ha Gasara Ha
H3MEpBaHe Ha HMBOTO Ha KpbBHaTa 3axap. IlocreneHHOTO mOBHIIABaHE HA 1032Ta MOXE Ja
Noa00pH racTpO-HHTECTHHAJIHATA TOJACPAHTHOCT,

AKO He ce MOCTHra IJIMKeMHM4eH KOHTpOJ NpH eJHOKpareH NpHeM Ha I'moxodax XR B
MaKcHManHa Jo3upoBka or 2000 mg Ha geH, Torasa TpOBa Ka ce HasHa4YM JBYKPATEH IMPHEM,
KATO W ABETE J03H TpsabBa fa ObaaT mpHEeMaHH MO BpeMe Ha XpaHeHe — CYTPHH H Bedep. AKO
OTHOBO HE MOXe Ja Ce [NOCTHIHE FITHKEMHUCH KOHTPOJ, NAMEHTHTE TpAOBa a MpeMMHAT Ha
CTpaHIApTHH TabneTkd MeTGOpMHH XHAPOXJIOPHA C MaKCHMalHa no3upoBka oT 3000 mg
IOHEBHO.

[Tpu npeMHHABaHE OT TEPAIMA C APYT NEpopaneH aHTHAHabeTeH IPOAYKT, THTPHpaHeTo TpAOBa
na 3ano4ne ¢ npueM Ha Imokodaxk XR 500 mg npemm na ce npemute Ha I'mokogak XR 1000
mg, KaKTO € IIOCOYCHO NO-Tope.

Kombunayun c uncynun

MerdopMHH H HHCYJIHH MOTAT A3 CE H3MO/I3BAT KaTO KOMOMHHpaHa Tepanus, 34 Aa ¢¢ NIOCTHIHE Io-
D00Bp IMUKEMHYCH KOHTPOIT.

O6uuaiinaTa HasanHa 1034 € eaHa Tabnerka 'mokodak XR 500 mg BeAHLK JHCBHO, C BE4EPHOTO
XpaHeHe, JOKATO JO34Ta Ha MHCY)IHHA Ce aiaNnTHpa B 3aBUCHMOCT OT H3MEPEHHTE CTOHHOCTH Ha
KpBHBHATA 3axap.

Cren THTpHpaHe, MOXe Aa ce OGMHCIH peMHHaBaHeTo KM IpHeM Ha I'mokogax XR 1000 mg.
Cmapuecxa év3pacm

[Topaau BeposTHOCTTa OT HaManeHa OB0peyHa GyHKIHA NpH NaLHEHTH B CTAp4YeCKa B

meTdopMHH TpaOBa /a4 ce aganTHpa B 3aBUCHMMOCT oT 6p0pedHaTa QyHKuMA, KOATO & _ orpﬁﬁ | ;[a
ce MOHHTOpHpa. (BIOK To4Ka 4.4). vl A
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ITon3aTa oT HAMANABaHe HA PHCKA HIH 3a0aBdHe Pa3BUTHETO Ha 3axapeH AHabeT THN 2 He € OLIeHARAHA
IPH MALIHEHTH HA BH3PacT Haj 75 roauuy (BIK To4Ka 5.1), nopaaH KoeTO HHHLIMMPAHETO HA TEpanMA ¢
MeTQOPMHH ITPH Te3H MALMEHTH HE € NPENIOPBUHTENTHO (BHK TOUKa 4.4).

bvbpeyno yspeocoane

[Ipeou 3anousane Ha TedeHUe C MPOAYKTH, ChABPKAIM MeTGOPMHH, TpAOBa Ja ce HAMPABH OLICHKA Ha
cToMHOCTHTE Ha roMepyiHaTa dwrrpais (GFR), a cen ToBa - noHe BeAHBXK roaMiuHo. [Tpu nauMeHTH
¢ MOBHMIIEH PHCK OT MO-HATATBHIIHO MporpecupaHe Ha OBOpeYHO YBpeXAaHE H NPH MNALMEHTH B
CTapyecKa Bb3pacT TpAGBa No-4ecTo Aa ce npasH OLiCHKA Ha 6b0pednaTa GyHKUHS, HAMPHMEDP HA BCEKH
3-6 Mecena.

eGFR O6ma MakcHManHa JHEBHA 1038 Hormrpaurensu ¢cpo0paxeHns
mL/min/1.73m?
60-89 2000 mg Moxe aa ce 0OMHUCIH IOHIDKABAHE

HA J03aTa BBB BpB3KAa C
HaMajaBaHeto Ha  OpOpeunara
pyHKIHS.

45-59 2000 mg @akTOpHUTE, KOHTO MOrar Ja
yBe/IA4aT PHMCKA OT JIAKTATHA
alno3a (kK Touka 4.4) TpaOpa aa

OBAaT npepasrieaHH, Npen Ja ce
30-44 1000 mg 0GMHCIHM 3aMT04YBAHETO Ha ICYEHHE ¢

MeThOpMUH.

HauanHata a03a e Hal-MHOFO
IIOIOBMHATA OT MAKCHMATHATA J034.

<30 - MerdopMHH € ITPOTHBOMOKA3AH

Ileouampuuna nonynayus
ITopanu numca Ha JOCTATHYHH AaHHH, | mokodax XR He Tpabea aa ObAe H3MOA3BaH NPH ASLA.

4.3 ITpoTHBONOKAZAHHS

CBpBLXYYBCTBHTEITHOCT KbM METGOPMHH HIIH KBM HAKOE OT NMOMOIIHHTE BELECTBA, H30POCHH

B TOUka 6.1;

Bcexu TN ocTpa MeTaboNHTHA alMao3a (Hanp. IAKTaTHA alHo3a, AuabeTHa KeToalmao3a),

Juaberna npe-koma;

Texxka 6b6peuna HenocTarsuHocT (€GFR< 30 mL/min/1.73m?);

OcCTpH CBCTOSHMS, 38CTPAIABAINH /A BirowmaT OnbpeunaTa QyHKIHS, KATO:

- MAeXHIpaTaLui;

- TEXKA HHOEKLHA;

- MOK.

. 3a6onaBaHMA, KOMTO MOTAT Aa IPHIMHAT ThKAHHA XHMIIOKCHA (0cobeHo ocTpH 3abonsaBaHus UK
BJIOIIABAHE HA XPOHMYHH 3a00/IABAHUA ), KATO:

- JEKOMIICHCHpPaHa ChpAEYHA HEAOCTATHIHOCT,

- peCNHUpaTOPHA HEAOCTATHHHOCT;

- HACKOpO IpeKapaH MHOKapAeH HHpapKT,; e

- IOOK.

. YepHoapoOHa HeIOCTATHYHOCT, OCTPA AJIKOXONHA HHTOKCHKALIHA, AJTKOXOH3
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JlakTaTHaTa alM033a € MHOI'O PSAKO, HO CEpHO3HO MeTaDONUTHO YCNOKHEHHE, KOSTO HaH-4eCTO
HACTBIBA MPH OCTPO BJoImaBaHe Ha OBOpeunHaTa (yHKUMA, KapAHO-pECTHpaTOpHO 3abonsBaHe WIH
cencuc. HatpyneaneTo Ha MeTdOpMEH HacTHIIBA MPH OCTPO BiolIaBaHe Ha OpOpeyHara QyHKIMA H
yBEJIMMABa PHCKA OT JIAKTATHA alMAa03a.

B cry4daii Ha qexuapaTaiid (TexXKa AMapud WIH TIOBpBIIlaHe, TpeCKa WIM HaMaJIeH ITPHEM Ha TEYHOCTH)
TpA0Ba BpEMEHHO Ja ce CIIpe NpHeMa Ha METQOPMHH H € MPENOPHYHTETHO J1a C¢ YCTAHOBH BPB3KA CEC
3JpaBeH CMEeLHATHCT.

[TpueMBT Ha JIEKAPCTBEHH MPOAYKTH, KOHTO MOrat ocTpo Aa ympeasr OnOpeunara gyHkuHa (KaTo
aHTHXMIMEPTEH3IHBHHE cpeacTsa, auypermim 1 HCIIBC) Tpabsa aa ce 3anoyHe ¢ NOBHIICHO BHAMAHHE
TpH NALMEHTH, JIEKYBaHH ¢ MeT(hopMHUH. JIpyru puckOBH (PaKTOPH 38 JTAKTATHA alHA032 ¢4 MPEKOMEpeH
NMpHEM Ha AIKOXOJ, YepHOAPOOHA HEAOCTATHYHOCT, HEACCTATHYHO KOHTPONHMpaH AHabeT, KeTo3sa,
NPOIBDKHTENHO TTIaXyBaHE H BCAKAKBH CBCTOSHHSA, CBBP3aHH C XHIOKCHA, KAKTO H €JHOBPEMEHHATa
ynorpeGa Ha JEKAPCTBEHH MPOMYKTH, KOHTC MOraT a MPUYMHAT JTAKTaTHA auuao3a (BIK TOUYKH 4.3
4.5).

IlaupenTrTe B/AMH GonmHornenauure Tpadea na OpaaT HHGOPMHpaHH 3a PHCKA OT MIAKTATHA alMJI03a.
JlakTaTHaTa anMaoO3a ce XapakTepHsHpa ¢ alM03Ha RQMCIHed, KopeMHa Oonka, MyCKyTHM KpaMIid,
ACTEHMS H XMITOTEPMHS, TIOCJIC/IBAHH OT KOMa. B ciydait Ha chMHeHMe 3a CHMITTOMH NaUMEHTHT TpabBa
Aa cope mpveMa Ha MeTQOpMHMH H He3aGaBHO Ja NMOTHPCH Ae€Kapcka mnomoul. JIMarHoCTHYHHTE
nabopaTopHH HAXOAKH ¢a NOHMKeHO KpbBHO pH (<7,35), noBHINeHH HHBA Ha IUIA3MEHHA JIAKTAT (>3
mmol/]) H NoBHINEHA AHWOHHA PA3/IHKA H CHOTHOLICHHE J1aKTaT/TIMpYBaT.

TTanMeHTH ¢ YCTAHOBEHH MITH MOJ03HPAHM MUTOXOHAPHUATHH 3a00NABaHNAA:

[IpH NaUMEHTH C YCTAHOBEHHM MHMTOXOHIPHATHH 3a00NmaBaHMs, KATO CHHIAPOM HAa MHMTOXOHJIpHA/HA
eHle(aTONAaTH C JIAKTATHA alMAC3a H HHCyrTonofobHy emusoau (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) 1 HacneacTBeH quaber M riryxoTa no Mai4HHa
nuuua (Maternal inherited diabetes and deafness, MIDD), meTdopMHH He ce MpenopbUBa NOPaaH PHCKA
oT o0OCTpAHE HA NAKTATHA alMa03a U HEBPOJIOTHYHH YCTIOXHEHMA, KOMTO MOXE Zia NOBEIaT OO0
BIIOINABaHE HAa 3a00MaBaHETO.

B cay4ail Ha mpH3HALM B CUMITTOMM, nokasatensnH 3a MELAS cunapom wind MIDD, cnen npruema Ha
mMeThOopMHH, TeueHreTo ¢ MeThOPMHH TPAOBa Aa ce cIIpe BeXHara 1 ia ¢ce Harpasy 65p3a THArHOCTHYHA
OLICHKA.

Br6peuna QyHKIMA:

[Tpeny 3anoyBaHe Ha JeueHHETO TpAOBA fa Cce HanpaBH OLeHKA Ha ctoifHocTHTe HA GFR M pexoBHO
cre ToBa (Brk Touka 4.2). MerdgopMHH € mpoTHBOTIOKa3aH ph naurenTd ¢ eGFR <30 mL/min/1.73m?
1 TpabBa 1a 6Be BpeMEHHO CIIPSH MPH HATHYME HA CHCTOSHMA, KOHTO NMpoMeHAT 6b0peunaTa QyHKIUHA
(81K TOUKA 4.3).

Coepaeuna GyHKIHA

[TareHTH CHC ChPICYHA HEAOCTATHYHOCT CA MAIOKEHH Ha MO-TOMAM PHCK OT XHIIOKCHA H OBOpeuHa
HepocTaTeaHocT. [Tpy nauMeHTH ¢hC cTalMiNHA XPOHHYHA CHpAEYHA HEAOCTATBUHOCT, METHOPMHUH
MOXKE I8 Ce H3MOI3BA NPH Pel0oBHO Hab/oNeHHe Ha ChpeuHaTa U 6b6peuHaTa (yHKLUHs.

3a MAMEHTH ¢ OCTpa U HecTabWiHa ChPACYHa HEIOCTATEHHOCT, METGOPMHH € MPOTHBONOK3ARN-{ BIIK
e
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3a0aBdHe pa3BHTHETO HA 3axapeH IHAOeT THM 2 MpH NALHEHTH Ha M HaJ 75 roaMinHa BB3pacT, He ce
IpenophyuBa HHHLMHpPaHe HA Tepanus ¢ MeTGHOpMHMH.

IIpunoxkeHne Ha HOA-CHABLPXKAIIA KOHTPACTHH BELIleCTBA

BETpecha0BOTO NPHIOKESHHE Ha HOA-CBABPKAIIM KOHTPACTHH BeLIECTBA MOXE Ja JoBeAe 0
KOHTpACT-HHAYLMpaHa HedponaTus, BoZielNa A0 HATPYIIBAHETO Ha METQOPMHH M MOBHIOEH PHCK OT
nakTaTHa auppo3a. MerdopMuH TpabBa Aa ce crpe mpeaM WIH IO BpeMe Ha npouelypara 3a oOpa3Ha
JHATHOCTHKA M He TpAOBa Ja ce BB30OHOBsABa N0 HaH-Mauko 48 yaca ciel TOBa, NMPH YCIOBHE Y€
On0OpevnaTa QyHKIHA € OLICHEHa OTHOBO M € YCTAHOBEHO, 4e € crabiiHa (BIK TOUKH 4.2 U 4.5).

Onepauus

MertdopmuH TpaOBa Aa ce crpe mpeaH omepaimsa nox odlua, CIIHHAIHA WIH ENMAYPa/Ha aHeCTe3H .
JledeHnneTo Moxe 1a 6ba€ BE300HOBEHO He TI0-paHo ot 48 qaca cneqy onepalmsTa Wik Bb30OHOBIBAHETO
Ha XPAHEHEeTO Npe3 YCTATA, H IMPH YCJIoBHe e Op6peunaTa pyHKIMA € OLCHECHA OTHOBO H € YCTAHOBEHO,
qe ¢ crabuina.

Apyrv npenynpexaeHns

Bewuxu mauuMeHTH TpabGsa J1a pPOALDKAT JHeTaTa CH ¢ PAaBHOMEPDHO pasmpelesieHHe Ha
BLITICXHIPATHUA ©npHeM mpe3 neHd. [lammenTHTe ¢ HagHOPMEHO Terno TpsabBa Aa cHasBaT
HHUCKOKAJIOpMYHATA CH AMETA.

O6nuaiinKTe 1abopaTOpHH TECTOBE 38 MOHHTOPHpaHe Ha AHalbera TpabBa a ce M3BLPLIBAT PEIOBHO.

MeTdopMHH MOXKE A8 HAMATH CEPYMHEMTE HHBa Ha BHTaMuH B12. PHCKBT OT HHCKH HHBA Ha BUTaMUH B12
ce YBEJIM4YaBa C YBeJIMYaBaHe Ha 03aTa Ha MeThOpPMHH, MPOAb/DKHTE/THOCTTA HA JIEUeHHETO WHIIH MpH
TIALMEHTH C PHCKOBH (DAaKTOPH, 38 KOUTO € H3BECTHO, Ue MpUIMHABAT AehHIMT HA BuTaMuH B12. B cmydaii
Ha CBMHEHHE 33 JepuunT Ha BUTAaMMH B12 (kato aHemus nnd Heppornartui), TpAOBa a ce npocnendasar
CepyMHHMTe HHBa Ha BHTaMHH B 12. Moske na ce HaNo>Ku MepHoHdHO Npocieaspane Ha BuraMuH B12 npu
NALKMEHTH C pPHCKOBH dakTopn 3a aAepuunr Ha BuraMuH B12. Teparmmsra ¢ MergopMHH Tpsbpa Aa
NPOXB/DKH TOJKOBa TBJIT0, KOJKOTO C& IIOHACA M HE € MPOTHBOIMNOKA3aHA, H MOAXOIAMO KOPHIHpAIo
NedeHHe 3a Aepmumr Ha BHTaMHH Bl2 € OCHrypeHo, B CBLOTBETCTBHE ¢ HACTOAIIWTE KIHHHIHM
PBKOBOJICTBA.

MerdopMHH, NpHAaraH CAaMOCTOATENHO, HE NPSAH3BHKBA XMIIOTIMKEMHS, HO TpA0Ba /ia ce BHAMARA,
KOraTo Ce M3I10JI3Ba B KOMOMHAIMA ¢ MHCYMH WIH APYTH NMEpOopaHy aHTHAMAOeTHH MpoAYKTH (Hanp.

cyndaHwTypeiHA NMPOAYKTH HIH METTMTHHHIH).

Morar na 6s0aT HabmoaaBaHW OOBHBKHTE Ha Ta0JETKHTE B H3MPAKHEHHUATA HA NamdeHTHTe. Te TpabBa
aa OpaaT npeAynpeeHH, 4e TOBa € HOPMAJTHO.

BBB BpB3Ka ¢ MOMOIHHTE BELIIECTBA:
ToBa nekapcTBo CHABPAKA No-Mako or 1 mmol HaTpuit (23 mg) 3a Tabnerxa, T.e. MOXKE Aa CE Kaxe, ue
NMPAKTHYECKY HE CBIbpKA HATPHH.

4.5 BiaamopeHicTBRE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYIH GOpMH Ha B3aEMoAelicTBHE

He ce MOPHYBA CHITH a ac:
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Hoo-cvovpocawu xosmpacmuy eewyecmsa

MerdopmuH TpaGea 3aIBDKWTENHO Ja ce CIpe Mpead WIM IO BpeMe Ha npoileaypara 3a obpa3Ha
AMArHOCTHKA H He TpAOBa Ja ce BB30OHOBABA [0 Hali-majnko 48 waca ciej ToBa, MPH YCIOBHE 4e
6n6peuHara GyHKIMs € OLieHeHa OTHOBO M € YCTAHOBEHO, 4e e cTabwiHa, Biok ToukH 4.2 1 4.4,

Kombunayuu, wzucxeawju npedonasnu mepxu npu ynompeba

HAxoH NexapcTBeHH NPOAYKTH MOTAT Ja ce oTpa3fT RebaaronpuaTHO Ha 6b6pednaTa PyHKLMA, KOETO
MOXE [1a YBEJIMYM pHCKA OT JNakraTHa amuao3a, Hanpumep HCIIBC, BIIIOYMTENTHO CENEXTHBHH
uHxuburopy Ha 1mknookcureHaza (COX) II, ACE unxuburopu, anrdHoreHsuH Il peuenropxu
aHTarOHWCTH WM JHypeTHIH, ocobeno OpamkoBH auypetHuM. [Ipu 3anoysaHeTro WM ynorpebara Ha
TAKABA MPOAYKTH B KOMOMHAUMA ¢ MeTQOpMHMH ¢ HeoOXOZHMO BHHMATENHO MpOCieAsBaHe Ha

6u6peunara QyHKIMA.

Jlexapcmeenu npooyxmu ¢ 6bmpewina XunepauxemMudia aKmueHoCm (Hanp. 2HOKOKOPMUKOCmepouou
(CUCTMEMHO U JOKATHO NDUNONCEHUE) U CUMNAMOMUMEMUYY)

Moxke na € HeoOXOAHMO M0-9eCTO MPOCHeAIBaHe HHBOTO HAa KPbBHATA 3axap, 6co0eHO B HA4alOTO Ha
nedenmero. [lpu Hyxaa mo3ara Ha MeTdOpMHH TpsAOBa Ja ce ajanTHpa MO BpEME Ha JIEUEHHETO ChC
CHOTBETHHA JIEKAPCTBEH MPOAYKT H Clel HETOBOTO CIHpaHe.

ITpancnopmepu na opzanuunu xkamuonu (OKT)

Merdopmun e cyOerpar 1 Ha aBata TpaHcnoprepa OKT1 u OKT2.

EQHOBpEMEHHOTO NMPWIOKEHHE Ha METQOPMHH C!

e Huxuburopu Ha OKT1 (kaTo BepanaMil) Morat Aa HaMaIAT €PHKACHOCTTA HA METQOPMHH.

e Huayxropu Ha OKTI1 (xaTo pudaMIuiMH) MOTAT Aa NOBUIIAT FracTpO-MHTECTHHANHATA abcopOLms
¥ €(pUKACHOCTTA Ha MET(HOPMHUH.

e Huxuburopn Ha OKT2 (kaTo LMMETUIHH, XOMYTErPABHP, paHONA3HH, TPUMETOIIPHM, BaHAETaHUO,
MCABYKAHA30]I) MOraT Ja NMOHIDKAT eJIMMHHHpaHeTO Ha MeT¢opMuH npes 6vbpeunre H ToBa Ja
OOBeAE OO MMOBUINEHA IUTA3MEHA KOHLIEHTpAlMA Ha MET(OPMHH.

¢ Huxuburopun Ha OKT1 1 OKT2 (kato xpu3oTHHKO, onanapu0) Morat ha IIpOMEHAT e(pHKaCHOCTTa
H OBOpeduHaTa eJTMMHHAINA HA METQOPMHH.

CneoBaTeNHO € MpenophUHTENHO BHHMaHHKe, 0co0eHo NpH nmalMeHTH ¢ 650pedHo yBpexaaHe, KOraTo
Te3W NEKapCTBEHH MNPOAYKTH C€ NpWIAraT €JHOBPEMEHHO ¢ MeTQOpMHH, Thii KATO IUIa3MEHATA
KOHIEHTpaIUA Ha MeT(OpPMHH MOXe Ja Obe moBHIIEHAa. AKkO e HeoOXOmuMO, MoXke Ja ce 0OMMCIIH
KOpPEKIIHA Ha J103aTa, Thii kaTto uHxuOuTopure/mHaykTopute Ha OKT Morar aa npoMeHsIT epHKacHOCTTa
Ha MET()OPMHH.

4.6 PepTHIHTET, 6PeMEeHHOCT H KbpMeHe

bpeMeHHOCT

HexoHTpoMHpaHaTa XHIIeprAHKEMHA B IEPUKOHIIETIIIMOHHATA $a3a U 1o BpeMe Ha OpeMEeHHOCT € CBbp3aHa
¢ MOBHMIIEH PHCK OT BPOACHH aHOMayMM, 3aryba Ha OpeMEHHOCT, XMMEPTOHMA, NpPEIU3BHKAHA OT
OpeMEeHHOCTTa, NPEeKIaMIICHI M NepHHaTalHa CMBPTHOCT. BakHO € Aa ce moAappKaT HHBaTa Ha
KPBBHATA 3aXap Bb3MOXKHO Hali-0/1H30 10 HOpMAJTHHTE Npe3 Lw1aTa 6peMEeHHOCT, 3a 1a ¢e H

MerdopMHH MpeMHHaBa npe3 IUTALICHTATa ¢ HUBA, KOMTO MOraT aa OslaT TONMKOBd, HY
KOHIIGHTpalMUTe NpH MakiKaTa.




Ha PErHCTHP KOXOPTHO MpoyuBaHe M MyOMMKyBAHM JAaHHK (MeTa-aHATH3M, KIMHWYHH MPOyYBAHHA H
PETHCTPH) HE TMOKA3BaT MOBHINEH PHCK OT BPOJICHH aHOMAIMM WIH (eTo/HeoHaTalHa TOKCHIHOCT Clel
eKCITO3ULIMA KbM MeT(OPMHH B NepHKOHLIEMIMOHHATA (pa3a W/WIH N0 BpeMe Ha OpeMEeHHOCT.

WUma orpanudend u HeyCeauTenHu gokasaTencrsa 3a edekra Ha MeTQOPMHH BBPXY ABLJIrOCpOYHHA
pe3yJITAT MO OTHOINEHHME Ha TErJoTO MpH Aelia, HIIOKEHH BBTpeyTpoOHO. MeThopMHH He M3rnexna aa
NOBNHABA ABHTATEIHOTO H COLMATHOTO Pa3BHTHE A0 4-TOJUIIHA BL3PACT NMPH ACLA, HINOXKECHH 10 BpeMe
Ha OPeMEHHOCTTA, BBIPEeKH Ue JaHHUTE 33 JBJITOCPOUHHTE PE3yJITATH Ca OFPAHHYICHH.

AKO e KIMHHYHO HeoGxoaumMo, yrorpebara Ha MeTPOPMHUH MoXKe J1a ce OOMHCIIH IO BpeMe Ha OpeMeHHOCT
¥ B NEPHKOHLICTIIHOHHATA (pa3a KaTo JOITBIHEHME HITH aTTCPHATHRA HA HHCYJIHHA.

KspMeHe

MetrdhopMuH ce ekckpeTHpa B KXbpMaTa. He ca HabmonaBanu Hexxe/laHM JCKapCTBEHH PEaKIHH MpH
HOBOPOACHH KhEpMadeTa/MANKH Aela. Bee nak, mopaau orpaHHYeHHTE HAIMYHH JAHHH, KbpMEHETO He
Ce NpernopsYBa 110 BpeMe Ha JIedeHHEe ¢ METPOPMMH.

TpaGpa na ce B3eMe pelieHMe QAU Ja Ce MPEeYCTAHOBH KBPMEHETO KATO C€ MMa NPEIBHI Mo/I3aTa OT
KbPMEHETO H NOTCHLMAIHHA PHCK OT HEXKE/aHH JICKAPCTBEHH PEakliMH 3a JeTeTo.

DepTHANTET

TTps MBKKH M KEHCKH IUTBXOBE GePTHIHTETHT HE € TOBNHABA OT METHOPMHH, MPHIICKEH B JO3H A0
600 mg/kg/Ha IicH, KOETO € MOYTH TPH MBETH NMOBEYEe OT MAKCHMATTHATA NPENoprYaHa AHEBHA K034 NpH
Xopa, Ha 6a3a CpaBHEHNE Ha TENECHA MOBBPXHOCT.

4.7 EdexTn BLpXy cnocofHOCTTA 32 modpHpane H padoTa c MAIIHHN

MerdopMuH, KaTo MOHOTEpanMs, Hé BOAH OO0 XHIOIVIMKCMHMHA H 3aToBa HjiMa BIHAHHE BLPXY
cniocoOHOCTTA 32 IodHpaHe u paboTa ¢ MaIIHHM,

Bce nax, naumenTHTe TpaOBa A2 ca MpeayNpeNcHH 3a PHCKA OT TMOABATA HA XMITOTIIMKEMHA, KOraTo

MeT(OPMHH Ce H3MOI3Ba B KOMOMHALMA C JPYTH aHTHOHAOeTHH NEeKapCTBEHHM NPOXYKTH (Hamp.
cys1paHIITypeHH, HHCYJIMH HIH MCTJIHTHHHWIH).

4.8 HexenanH JeKAPCTBEHH peakIHH

[Tpy¥ NoCT-MAPKETHHIOBH NMPOYYBAHMSA H IPH KOHTPOIHPAHH KIMHHYHH NPOYYBaHMA, AOK/I3IBAHMUTE
HE)KE/IaHH peaKifMM NpH NALHEHTH, TpeTHpaHn ¢ Lmokodak XR TabneTku ¢ yABIDKeHO OCBOOOXKAaBaHE
ca ONM3KM MO BHMO M TEXECT O Te3H, OOKIAJABAHM NPH IAHMEHTH, TPETHpaHH ¢ MeTQOopMHH
XHAPOXJIOpHA TabneTkH ¢ He3abaBHO ocBOOOXKaBaHe.

B Hauanoro Ha JieyeHneTo, Hal-uYeCTHTE HEXKEJIaHH JICKAPCTBCHH PEAKLMH Ca rafcHe, NOBPHINAHE,
AHapHA, cToMamHa Gomka i 3ary6a Ha aneTHT, KOHTO B [IOBEYETO CIIy4an OTMHHABAT CIIOHTAHHO.

I[To Bpeme Ha nedenue ¢ I'mokogaxk XR Morar Ja ce NOABAT CIEAHHTES HEXE/aHY JIEKAPCTBEHH PEaKIHH.

YecTOTaTa HM CE ONpEeNs KAKTO cleapa: MHOro 4dect: >1/10; secru: > 1/100, < 1/10; Hewectn: 2
1/1000, < 1/100; penxu: = 1/10000, < 1/1000; muoro peaxu: < 1/10000.

I[TpH BCAKO rPYIHpAHE B 3aBHCHMMOCT OT 9¢CTOTATa, HEXKEIaHHTE JICKAPCTBEHH Pem%ﬁ’?'ﬁa‘?ﬁ‘%}r
HM3XOAAIN PEX MO OTHOLIEHHME Ha TEKECTTA. A

Hapyinenus Ha MetabonusMa ¥ XpaHEHETO / 1;-,.?

Yecmu



¢ Hamanapane/nedmmr Ha Buramux B12 (Brok Touka 4.4)

Mnozo peoxu
¢ JlakrarHa aupao3a (Bik Touka 4.4 Cnenyaniy npeaynpexacHua U nNpeanasHi MEpKH ITpH
ynorpeba)

HapvyuieHWs Ha HepBHATA CHCTEMa

Yecmu

e Hapymenus Ha BKyca.

CTOMAITHO-YPEBHY HAPVINEHHA

Mnuozo vecmu

e CrOoMAIIHO-YPEeBHH HAPYIIEHHA KATO raJicHe, NOBPBINAHE, AuapHi, abaoMuHanHa 6oxa U
3aryba Ha aneTdT. Te ce NosAB4BaT Hal-4yecTO B HA4YAJNOTO HA TEepanmMATa H OTMHHABaT
CMOHTAHHO B NOBEYeTO ¢aydan. [locTeneHHOTO yBeH4YaBaHe Ha 03aTa MOXe Aa nofoopn
racTpO-HHTECTHHAIHATA TOJIEPAHTHOCT.

HapyiineHus Ha yepHoapobHaTa U #abuHa QyHKIMA

Mnozo peoxu

¢ EnuuuYHM cTyYad HA AHOMAIHM B YePHOIPOOHHTE M3CIENBAHUSA WIH XENATUT, KOUTO
NMpeMHHABAT CJIE[ PEYCTAHOBABAHE HA JICHEHHETO C METQOPMHH.

[IpoMEHH Ha KOXKATA H MOAKONHUTE ThKAHH

Mnozo peoxu
e KoxHM peakumH KATO SpUTEMA, IIPYPHUTYC, YPTHKAPHAL.

CrobmapaHe Ha MOAOIHPAHM HEXKEJIAHH DEAKIIMH
CrobImaBaHeTo Ha NONO3HPAHN HEXENAHH PEeakLiMH Clie]] paspelllaBaHe 3a ynoTpeba Ha NeKapCTBEHHA

MPOAYKT € BakHO. TOBa MO3BOJIABA 3 MPOABDKH HaOMIONCHMETO HA CHOTHOLICHHETO NOJ3a/PUCK 34
NeKapcTBeHMs MpoayKT. OT MeIUIIMHCKHTE CNICLMATNCTH CE W3HCKBA Jia ChobImaBar BCAka NnoJo3upaHa

HE)KEJIaHa peaki[Us 4pes.
H3TEIHUTETHA areHIMA 110 JIeKapcTBaTa

yi. ,.Jaman ['pyen” Ne 8
1303 Codpua

TelI.: +35 928903417
yeOcaiT: www.bda.bg

4.9 Ilpenosapane

XUnorsiMKeMHS He ce Ha0moaasa AOpH [IPH A03H Ha MeTGOPMHH A0 85 g, BENPEKH Y€ IpH TAKHBA
obcroarencTra ce NMoABABA JAKTATHA alA03A. T

MOraT [a OBeJaT A0 JaKTaTHa alijio3a.
JlaxTaTHata alMAO3a € CNENIHO ChCTOSHHE H TpAOBa A2 ce iekyBa B SonHuua. Hait-ef
NeYeHHe € OTCTPAHIBaHETO Ha NAKTaT K MeTPOPMHH Ype3 XeMOANATH3A. |




5. ®APMAKOJOTAYHH CBOUCTBA
5.1 PapmaxoanREAMAEYHE cBoHCTBA

dapmakoTepaneBTH4HA rpy1a; JlekapcTseHH NMPOAYKTH, [IOHIDKABAINK HHBOTO Ha KpBBHATa 3axap.
Bursamumu. ATC xon: A10BAO2

MexaHH3bM Ha JCHCTRHE

MeTthopMuH ¢ CHrBaHKHI ¢ AHTHXHIICPIIIHKEMHYHH eheKTH BhpXYy OazanHaTa U NOCTIPaHAHATHATA
XHTepriaukeMus. Tol He CTHMYIMpa HHCY/IHHOBATA CEKPELMA, 3aTOBA HE NMPESAH3BHKBA XHITOTITHKEMHA.
MerdopMuH HaManaBa 6a3aTHaTa XHIIEPHHCY/THHEMHA U B KOMOMHAIMA ¢ HHCYTHH HAMaJliBa
HYXXIaTa OT HHCYJIMH.

Mer¢opMHHEBT MPOABABA CBOSl AHTHXMITEPIrIMKEMHYCH ediexT ape3 MHOXKECTBO MEXaHM3MH.
MerdopMuH HaMalgBa IPOAYKLMATA Ha IIIOKO3a B YepHHUA Apob.

MerdopmuH ynecHABa nepuPEepHOTO YCBOABAHE H H3MOI3BAHE HA [NTIOKO3a, OTHACTH Ype3 YBE/IHYABAHE
Ha HHCYJIMHOBOTO AeHCTBHE.

MerdopMuH 3acara MeTaboJIM3MA Ha IIFOK03aTa B 4epBaTa: Y CBOABAHETO OT KpbBOOOpalneHHeTOo ce
yBeJIH4aBa, a abcopOLMaTa OT XpaHaTa HaMa/aBa. JIOITEJIHMTEIHM MEXAHH3MH Ha JICHCTBUE B YepBaTa
BIUTIOMBAT YBEJIHMYaBaHe HA 0CBOOMKAaBaHeTO HA rmokaroHonogobeH nemmua 1 (GLP-1) u HamansaBane
Ha pe3opbLmMaTa Ha XTBUHM KuceauHu. MerdopmuH npoMeHs MUKpoOHOMa Ha yepBara.

MerdopMuH Moxe a noaoOpH THITHAHKUA MpodHI MPH HHAMBHAH ¢ XHTICPIMITHIACMHA.

B wvHiuHM npoyqIBaHma ynotpebara Ha MeTQOPMIH € CBBP3aHa WIH ChC CTAOMITHO TENECHO TEIJIO, WIH
¢ yMepeHa 3aryba Ha Terno.

MerdopMHH € AKTHBaTOp Ha aaeHo3uH MoHOogochar-mpoTeHH-kuHa3a (AMPK) n noeHmasa
TPAHCNOPTHHA KATALMTET Ha BCUMKH BHIOBE MeMOpaHHH rmoko3Hu TpaHcnoptepu (GLUTS).

Knunyina edekTHBHOCT

Hamanasane Ha pucka unu 3a0a8RRE pa3sumuemo Ra 3axapen ouabem mun 2

IIpozpama 3a npesenyus na 3axapen ouabem (Diabetes Prevention Program - DPP) e MyJITHLICHTPOBO
PAHACOMM3HPAHO KOHTPOJIMPAHO MpOydYBaHE TpPH BEB3PACTHH, OLICHABAUIO e(HKACHOCTTa HA
MHTCH3HBHATA NMPOMAHA B HAYMHA Ha )XMBOT CNIpAMO yrnorpebaTta Ha MeTGOpMUH 3a NPEAOTBPATABAHETO
WM 3a0aBSHETO Ha pa3BUTHETO Ha 3axapeH Auaber Tvm 2. Kpurepuure 3a BUNIOUBaHe ca OMIM: BB3pacT
>25 r.; BMI > 24 kg/m? (> 22 kg/m? 3a A3uaro-aMepHKAHIM); HapyIIeH IIFOKO3€H TONEPAHC; W
nJIa3MeHa [IOK03a Ha ragHo 5.3 — 6.9 mmol/1 (95 — 125 mg/dl; <125 mg/dl 3a AMepuxaHoO-HHAMAHLM).
[TaigieHTHTE Ca TPETHPAaHM MIH C MHTeH3HBHA NMpPOMsHA HA HAYWHA Ha KMBOT, HIM C JO3HPOBKA
meTdhopmun or 2 X 850 mg K cTaHAapTHA MPOMAHA HA HAMMHA Ha XKMBOT, WIH ¢ IaLebo U craHnapTHa
MPOMAHA HA HAYMHA HA XKHBOT.

Cpenuure Ga30BH xapakrepucTHKH Ha naimeHTHTe B DPP (n=3,234 npocnenexu 3a 2.8 roaumHu) ca
Gunm: BR3pacT 50.6+10.7 romuex, 106.5+8.3 mg/dl nnasmena rmoko3a Ha rnagHo, 164.6+17.0 mg/dl
I1a3MeHa IIoKo3a Ha 2-pH vac mpH OU'TT, u 34.0+6.7 kg/m? BMI. NHTeH3HBHUAT HAUHH Ha XKMBOT,

KaKTO H MeTGOPMHH, 3HAYMTENIHO Ca HAMATHIM PHCKa OT Pa3BHTHE Ha SBEH 3axapeH nuaber, B
cpaBHeHue ¢ mwiauebo - 58% (95% CI 48-66%) u 31% (95% C1 17-43%) cvoTBeTHO.

IIpH Mo-BL3PacTHHTE MALMEHTH, BIMAHHETO Ha HHTEH3WBHHA HAYMH Ha XXUBOT € 61io
Ha MET(QOPMHH. '

IMawyeHTHTe, KOWTO Ca Ce TIOBIHATH Hali-CHIHO OT Je4eHHETO ¢ MeTHOPMHH, ca GHTH - Ha BL3PacT ncm ;>
45 roguam, ¢ BMI > 35kg/m?, cTolHOCTH Ha MIa3MeHAaTa IJIoK03a Ha rinagHo > 6.1 mmol/l, HbAtC



6.0%, 1M ¢ HCTOPHA 3a recTalMOHeH auaber.

3a npenoTBpaTABAHETO HA €AMH C/Ty4ail Ha aseH auaber npe3 TpUTe rogMHM Ha rpocneassaHe B DPP,
OposT NHLA, KOHTO TpaOBa na 0BJaT NeKyBaHM, ce H3UMCIABA Ha 6.9 B rpynara ¢ HHTEH3UBHA TTPOMAHA
B HAYMHA Ha *WBOT H 13.9 B rpymara Ha MerdopmuH. Touxara Ha AOCTUraHe Ha KyMYJATHBHA
HHLMIEHTHOCT Ha 3axapeH auaber ot 50% e 61ta 3a6aBeHa ¢ OKOJIO TPH FOAHHH B MET(GOPMHH rpynara,
B CpaBHEHME ¢ IUTalebo.

Jsarocpounoro nocneapaino npoy4ysane Diabetes Prevention Program Outcomes Study (DPPOS)
Ha DPP pno4na nosege ot 87% ot opurMHanHara nomynauma Ha DPP 3a ApArocpovHo npocieasBaHe.

Cpex yqacTHHITEe B DPPOS (n=2776), KyMyJIaTHBHATa MHLUMASHTHOCT Ha 3aXxapeH auaber Ha 15Ta
roguHa e 62% B manedo rpynara, 56% B rpynara Ha MeTGOpMHH, H 55% B rpynara ¢ HHTEH3UBHA
NpOMSHA B HAMMHA Ha XuBOT. CpeaHo, cirydanTe Ha 3axapeH Auaber ca cboTBeTHO 7.0, 5.7 H 5.2
cyuad Ha 100 naimeHTO-rogMHK cpen rpyrara Ha roaneto, MerpopMHH H HHTEH3HBEH HAYUH HA
x#HBoT. HaMABaHETO Ha pHCKa OT 3axapeH guaber e 6mwno crorBeTHO 18% (cTOoliHOCTH Ha pucka (HR)
0.82, 95% CI 0.72-0.93; p=0.001) 3a rpynara Ha merdopmus 1 27% (HR 0.73, 95% CI 0.65-0.83;
p<0.0001) 3a rpynaTa, BO/IEINa HHTEH3WBEH HAYHH HA JKMBOT, B CpaBHEHHME C I'pyTnara Ha auebo.
Karo kpaiiza Touxa o6ImuaT MHKpPOBACKY/IapeH pe3y/ITaT 3a HeponaTus, peTHHOMNATHA M HEBpONaTHA,
HE C€ e pa3IHIaBA 3HAYHTEIHO MEXKAY TPETHPAHHTE I'PYIH, HO Cpell yHaCTHHLMTE, KOMTO HE Ca
pa3BHIH 3axapeH auader no epeme Ha DPP/DPPOS, pa3snpocTpaHeHHETO Ha MUKPOBACKY JIapHH
ycoxHeHHs ¢ Omino ¢ 28% mo-HHUCKO B CPABHEHHE C YUACTHHMIUTE, Pa3BHIIM 3axapeH aaabet (cToiHocT
Ha pucka 0.72, 95% CI 0.63-0.83; p<0.0001). Hama HaM4HH MPOCIIEKTHBHO-CPABHHATETHH JaHHH 32
MeT(GOpPMHH ¥ MHKPOBACKyapHHTe pesysarar pu nauueHTH ¢ HI'T w/wm HI'T w/nnu nopumeH
HbAIC.

[Ty6mixyBanuTe pUCKOBH (aKTOPH 3a 3axapeH AHadeT THI 2 BRIFOYBAT: A3MaTCKa HIIH [[BETHOKOXA
€THUYECKA IPYTa, BH3PACT, AMCITHIMIACMHSA, XHITCPTOHHA, 3aTILCTABAHE HIH HAJHOPMEHO TErJIo,
IThpBa CTeNeH Ha paMIUTHa 00peMeHEHOCT Che 3axapeH auabeT, aHaMHesa 3a reCTAllHOHEH 3aXapeH
auaber, H MOMMKUCTO3eH oBapHaeH cuHapoM (PCOS).

Tpabra aa 6bAAT B3€TH NPEABHA HACTOANIMTE HAIMOHATHH PRKOBOJICTBA 38 neHHHpaHe Ha NpeaHadeT.
[NaiMeHTH ¢ BUCOK pUCK TpaA0OBa fa ObaaT HAeHTUGHIMpPAHH Ype3 BaTHAHPAH METOJ 3a OLICHKA Ha PHCKA.

J/leuenue na 3axapen ouabem mun 2

IMpocnexrusHoTO panaoMm3kpano npoydsaHe (UKPDS) noTespau ARIToTpaiHaTa nonsa ot
MHTEH3HBHHS KOHTPOJ Ha KPbBHATA 3aXap IpH BB3PACTHHM IMALMEHTH ¢ Auader Tv 2.

AHAMM3BT HA PE3YJITATHTE NIPH ITALMEHTH ¢ HATHOPMEHO TEIJIo, NeKyBaHH ¢ MeThopMHUH cren xaro He3
ycrniex € MpWIoKeHa CaMO JTHETa, MTOKA3BaT:
3HAYHMTETHO HaMaJIcHHe Ha aGCOMOTHIA PHCK OT BCAKAKBH YCJIO)KHEHUS, CBLP3aHH ¢ quabera, B
rpynata Ha MerdopmuH (29.8 cimyuas/1000 nammeHT-roqiMHA) B CpaBHEHHE C PYTATa NAlUEeHTH
caMo Ha mmera (43.3 cny4aa/1000 naument-rogusm), p=0.0023, u B cpaBHeHMe C rPYIIHTE Ha
cynpaHWIypeliHM JeKapCTBEHM NPORAYKTH H MHCYNMHH, MoHotepamus (40.1 cmydas/1000
naumeHT-roguHy), p=0.0034;
3HAYMTENHO HAMANEeHHe Ha aOCOMOTHHS PHCK 38 CMBPTHOCT, CBBp3aHa ¢ Auabera: METQOpMHUH
7.5 cnyuas/1000 narmenT-roauHsm, camo auera: 12.7 cimyyas/1000 naumenr-roaunm, p=0.017;

3HAYHTENIHO HaMalleHMe Ha abcomorHHA puck 3a ofma CMBPTHOCT: Men]mpm 13.5

caydan/1000 namem-mmnm (p=0.011), ¥ B cpaBHeHMe ¢ KOMD
cyndaHMIypeHH JIeKApPCTBEHH NPONYKTH M HHCYJIHH, MOHoTeparmsa: 159,
naumeHT-roauns, (p=0.021), foL )
3HAYMTENIHO HaMaJcHWe Ha abCOMOTHHMA PHCK 32 MHOKAapAeH HHG}papKT: Mc‘rcbopMHH 1,1 %

cny4as/1000 naumerT-roquHM, caMo auera 18 cayuas/1000 nmaimenT-roausy, p=0.01. . //



He ca HabmonaBaHy KIHHHYHH [TOJI3H IIpH KOMOHHMpaHe Ha MeT(GOPMHH CBhC CyipaHWTypest, MpHIaraH
KaTo BTOpA JIMHMA HA JIEIeHHUE.

KoMmOunaiusTa Ha MeTopMHH M HHCY/IHH € NpHJIaraHa IpH W30paHn naumeHTH ¢ qdaber TN 1, Ho
KIMHHYHA NI0T3a HE € KATEIrOpUYHO YCTAHOBEHA.

5.2 PapmakoxHEEEeTEYHE CBOHcTRA

Abco

Cnen nepopanHa ao3a Ttabnerka ¢ ygwDKeHO ocBoOOaaBaHe, abcopbuusara Ha MeThopMHMH €
JHAYUTE/IHO 3a0apeHa B cpaBHEHHE ¢ TalneTka ¢ He3abaBHO ocBoOOXKAABAHE C Tmax Ha 7-MH Y8C (Tmax
3a Tabnerka ¢ He3abaBHO ocBOOOXKIaBaHe € 2.5 yaca).

B crabunHo cecTosHMe, NojgoOHO Ha GopMynaumuTe ¢ He3abaBHO OCBOOOXKIZABaHE, MaKCHMAalHATa
Iw1asMeHa KoHLeHTpalHA (Cmax) H AUC He ce MoBHIIapaT NPONOPLMOHAJIHO Ha MPHIOKEHATA 1034,
AUC cnexm emunugana mepopaiHa pnoza or 2000 mg na MerdopmuH Tabnerka ¢ yABDKEHO
oceoboxaaBaHe e ¢ noaoOHH CTOMHOCTH KaTo npH npwioxkeane Ha 1000 mg merdopmun TabneTxH ¢
He3abaBHO OcBOOOXKIABAHE [BA ITETH JHEBHO.

Uunuepuayannara BapuaOuMHOCT HA Cpox M AUC mnpu MeThpOpMHMH TAONETKM ¢  YAB/IDKEHO
ocBofoKaaBaHe € CpaBHEMA C Ta3H NpH MeTopMHH TabnerkH ¢ He3abaBHO 0CBODOXKAABAHE.

Korato Tabnerkure ¢ yamDkeHO OcBoOOXKJaBaHe ce mpueMar Ha IIaaHo, croiHocTHTe HA AUC
HaMaasat ¢ 30% (He ce 3acarar CTONHOCTUTE HA Cnax M Timax).

AOcopOumsara Ha MeTdopMHH npH GopMyJIalMATa C YABDKEHO OCBOOOXIaBAHE HE C€ MORMHABA OT
CBHCTABA HA XpaHATA.

He ce Habmonasa HaTpyrnBaHe NpH MOBTapAm ce nmpHeM Ha Jo 2000 mg merdopmun TabneTku ¢
yIBJDKEHO ocBobOXKIaBaHe.

Paznpenenexnme

Cprp3BaHeTo ¢ IUIa3MEHHTE NPOTEMHH € He3HaYHMO. MeTdopMuH ce pasnpezieNs B EpUTPOLIUTHTE,
[THKEBT B KPBBTA € NO-HHCEHK OT IUTa3MEHHS ITHK H c€ NOABABa MPHOIMIUTEHO 1O CHINOTO BPEME.

YepBeHHTe KPbBHH KIETKH Hali-BepOATHO NPEACTABAABAT BTOPHYEH €Tall Ha pasnpeseneHue. CpeHUAT
obeM Ha pasnpesenieHne e B paMKuTe Mexay 63 u 276 1.

Metabonuzem

MetdhopMHH ce eKCKpeTHpa HeMpOMEHEH B ypHHaTta. He ca uaeHTHGHIMpaHH MeTabOIMTH NPH XOpATA.
EnnMHHupaHe

B1.6peuHHaT KmHpsHC Ha MeTdhopMuH e > 400 ml/min, koero nokasea ye METPOPMHH C¢ eTMMIHHDA
ypes raomMepynsa ¢uaTpauus ¥ TyOynHa cekpeima. Cnex mepopanHa 1033, OMEBHAHO KpAWHMAT
eMHMHMHALHOHEH ITOTYKHBOT € mpubimsurenHo 6,5 yaca.

Korarto 6u6peunaTa QyHkiug ¢ HapymeHa, GpOpeHMAT KIMPBHC € HaMaJIeH MPONOPIIMOHATTHO HA TO3H
Ha KpeaTHHHHA ¥ 38TOBA SIMMMHAITHOHHUAT MOYXKHUBOT € YARDKEH, KOETO BOJH AC MOBHIICHW HHBA
Ha MeTQOpMHH B IUIa3MaTa.

XAPaKTEPUCTHKH [IPH CreLMAIHM I'PYNH NAIHEHTH

brbpeuro yBpexaaHe

HANpPaBH HAJEXKAHA OLICHKA HA CHCTEMHATA €KCIO3HLIMg Ha MeT(OPMHH B TasH NOATpyINa B cpasﬂemm
¢ MalMeHTH ¢ HopmanHa Op0Opeuna ¢ynkipsa. CrenosaTeNiHO, afanTHpaHe Ha J03aTa Tpaﬁna it: R
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HanuyHuTe naHHW ITPH NALHEHTH ¢ yMepeHa OpOpevyHa HeXOCTaThYHOCT Ca aclcmm H He MODKB ,ua, ce 5”)



M3BBPIIBA BB3 OCHOBA HA KIIMHHYHH ChoOpaXkeHH 32 ePHKACHOCT / MOHOCUMOCT (BXK. TO4Ka 4.2).

53 IpeaknaarvHA Ja8HH 33 6e3onacHOCT

[TpeaxknMHMYHITE AAHHH, OCHOBABAIIH C€ HA KOHBEHLMOHAIIHH MNMpOY4YBAHHA BBPXY OesonacHocrt,
¢apMakonorus, TOKCHYHOCT CJIeJl MHOTOKPAaTHO AO3HpaHe, NeHOTOKCHYIHOCT, KAHLIEPOreHEH MTOTEHLAAT
H peNMpOAYKTHBHA TOKCHYHOCT, He MOKA3BaT 0COOEH PHCK MpH XOpa.

6. ®APMAIEBTHYHHA JTAHHHA

6.1 CoHchk HA DOMOBIHHTE BeII€CTBA

MarHe3HeB CTeapar
HaTpHeBa KapboKCHMETWILETY 1034

XHITPOMEN03a

6.2. HechbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roaHOCT

4 roguHK

64 CoenuanHs ycaI0OBHS HA ChXpAHEHHE

To3u nexapcTBEH MPOAYKT HE M3UCKBA CIICLMATHH YCIIOBHA 38 ChXPaHCHHE

6.5 BEja B chALpXAHEE HA OHAKOBKATA

Onakork# no 30 u 60 Tabnerku B Oimcrepun or PVC/PVDC/Al dpommo.
He BcHukM BHAOBE ONIAKOBKHM MOTAT Ja OBAAT IMyCHATH Ha Nasapa.

6.6 CrnennajiBH npeAnas’HH MepKkH NPH H3XBLPJASHE

HeuznonspaHuAT NeKapcTBEH NPOAYKT WIH OTNATBYHATE MAaTCPHAH OT HEro Tpabpa a ce H3XBhpIAT
B CBOTBETCTBHE ¢ MCCTHHTE H3HCKBaHMSL.

7. IPATEXATEJI HA PAZPEIIIEHHETO 3A YIIOTPEBA

Mepk brirapus EAJ]

6yn. CurHsaxoBo No 48

Oducu Cepanka, et.6
Codnsa 1505

brarapua

8. HOMEP HA PAZPEIIIEHHUHETO 3AYITIOTPEBA

Per. Ne 20180183

9. IATA HA ITHPBO PA3PEIIABAHE MOJHOBSBAHE HA PAPEMIEHMETO
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3AYIIOTPEBA

Hara Ha mepBo paspeasase: 24.07.2018 r.
IlaTa Ha mocaeaHo nogHoBsaBane: 27.07.2023

10. TATA HA AKTYAJ/INZHAPAHE HATEKCTA

03/2025




