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1. UME HA JEKAPCTBEHHS IIPOJAYKT e s
c¥Z2sy~ 08-05- 2055

[mokodax XR 750 mg TabneTku ¢ yAB/DKEHO OCBOOOXK1aBaHe

Glucophage XR 750 mg prolonged-release tablets

2. KAYECTBEH H KOJIUYMECTBEH CbCTAB

Enxa TabneTka ¢ yaAb/DKEHO ocBoGOXk1aBaHe chabpika 750 mg MeThopMHUHOB XHApoxJiopua (metformin
hydrochloride).

3a MbJIHUSA CITUCHK HA NMOMOILIIHUTE BELeCTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ yabkeHO 0CBOOOXK1aBaHe.

Benn 1o mouTtH 6€nH, MPOABJrOBaTH, ABOHHO M3MBKHAIM TabseTKU ¢ peiaedHH Haanmucu ,,750% or
enHara ctpaHa u ,,MERCK?” ot apyrara cTpaHa.

4. KSIMHUWYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

® HamansBaHe Ha pucKa WM 3a0aBsHe Ha pPa3BUTHETO Ha 3aXxapeH AuadeT THMN 2 MpH Bb3PacTHH
NalMEeHTH, MalUMEeHTH C HAJHOPMEHO TerJo ¢ HapyuleH rimoko3eH tosnepaHc (HI'T) w/mnm
HapyuieHa riukemus Ha rinagHo (HI'T), w/wnm nosuinenu croiHocTd Ha HbA1C, kouto ca:
- C BHMCOK pHCK OT pa3BHUTHE Ha 3axapeH aAuadeT Tum 2 (BXK. Touka 5.1) H
- C nporpecHs KbM pa3BUTHE Ha 3axapeH auaber THN 2, BBIPEKH 3aMOYBAHETO Ha
MHTEH3MBHA MTPOMSIHA B HAYMHA Ha YKMBOT OT 3 /10 6 Mecela.

Jleyenunero ¢ 'mokodax XR Tpsabsa na 6bae 6a3upaHo HA OLEHKA HAa PUCKA BKJIIOYBALIA MOAXOAALIN
MEPKH 3a INTUKEMHYEH KOHTPOJI (BXK. TO4YKa 3.1).

[IlpoMsiHaTa B HauMHAa Ha >XKMBOT Ha MauMeHTa TpAOBa Ja MPOAB/DKM MPH 3aro4yBaHe Ha Tepanus C
MeT(GOPMHH, OCBEH NMPH HEBb3MOXKHOCT Ha MALMEHTa Ja Ce NpHUAbpXKa KbM Hes MOopaad MEIHLIMHCKH
MPUYHUHH.

J Jleuenue Ha 3axapeH quader THN 2 MPH BB3PaCTHH, OCOOEHO MPH MALMEHTH C HAAHOPMEHO TErJIO,
KOraTo caMo Jauera U (PM3MYECKH YIMPaKHEHUs HE BOJAT /10 aI€KBATEH ITMKEMHYEH KOHTPOIL.
[mokodax XR Moxke J1a ce mpuiiara KaTo MOHOTEpanus Wid B KOMOMHaLKMsA C APYrH NIepOpaiHH
aHTHIHA0ETHH JIEKAPCTBEHH TPOAYKTH, WIH C HHCYJIMH.

4.2 JIo3HpOBKA H HAYHH HA NPHJIONKEHHE

J103UpoOBKa

Bw3pacmuu ¢ nopmanna 6vopeuna ghynxyus (eGFR > 90 mL/min/1. 73m’)

Hamanssane na pucka wiu 3ab6assne Ha pazeumuemo Ha 3axapes ouabem mun 2



» Vnorpebara Ha MerdopMHH TpsAOBa na ce HMa MpeABHA B CITy4aH, Ue¢ HHTCH3WBHATA NPOMAHA
B HAYMHA HA XHBOT 3a MEpHOA OT 3 A0 6 Mecella HE € AOBeNa A0 ANAEKBATEH ITHKCMHYCH
KOHTPOJL.

¢ Tepanuara TpsOpa fa 3amouHe ¢ eaHa Tabnerka ['mokodax XR 750 mg BemHbX AHEBHO,
IpHEMAaHA 110 BpeEMe Ha BEYEPHOTO XpaHeHe.

¢ Tlpenoprusa ce kopeKia Ha go3ara cien 10 1o 15 aHu Ha OasaTa Ha M3MepBaHe Ha HHBOTO Ha
KpbBHaTa 3axap (croitHocTHTe Ha OI'TT, WHIHM NIA3MéeHAaTa ITIOKO3a Ha 1aaHo, w/wm HbA1C
na 6ppar B HOopMa). IlocTemeHHOTO MOBMINABaHE Ha N03aTa MOXE Aa TNOACOPH racTpo-
MHTECTHHANHATA TONEPAHTHOCT. MaKCHMATHATA MpenopbhunTenHa 5o3a € 2 Tabnerxku (1500 mg)
BEIHEBK JHEBHO, NO BpeMe Ha Be4epHOTO XpaHeHe.

e [IlpenopbuBa ce pPeAOBHO MOHMTOpHpaHe (Ha BCeKHM 3-6 Mecela) Ha INIMKEMHYHHA CTarTycC
(umBara Ha OI'TT, wWwm rasmeHara riskos3a Ha riagHo, WunH HbA1C) kakTo ¥ Ha pUCKOBH
haKkTOpH, KOHTO A OLEHAT JAJTH JieueHHeTo TpsaOsa na OpAe MPOABIDKEHO, MPOMEHEHO HITH
MPEeKBCHATO.

o Pemenue 3a MpeolieHKa HA TepalMATa CHINO TAKA C€ H3MCKBA, aKO MALMEHTHT BIIOCIEACTBHE
MpWIOKH NonoGpeHus B auerata H / WM GHIHUCCKHTE YTIPAOKHEHHA, HIH aKo NMPOMEHHTC B
MEIULIMHCKOTO CHCTOAHHE e MO3BOJIAT MO-TOJICMH HHTEPBECHI[HH B HAYHHA HA XKHBOT.

Monomepanus npu saxapen ouabem mun 2 u 6 xombunayus ¢ Opy2u anmuduabemnu cpedocmsa

e I'moxopax XR 750 mg e nmpeaHasHa4yeH 3a MalMEHTH, KOMTO MpeaH TOBa Ca NMpHEMAH
M pMHH (TabGNeTKH ¢ YALIDKEHO WK ¢ He3abasHO ocBobOXKIaBaHE).

e Jlosata Ha ['moxopax XR 750 mg Tpabpa na 6wnae ekBHBATICHTHA Ha MHCBHATa 032
meTdhopMHH TabNeTkH (¢ yAB/DKEHO WIH ¢ He3abaBHO 0cBOOOXKIaBaHE), A0 MAKCHMAJTHA 71032
ot 1500 mg npueMaHa ¢ BEYEpHOTO XpaHEHE.

e Cnen 10 no 15 gum nozara TpabBa aa ce NMPOBEPH H aganmTyupa B 3aBHCHMOCT OT H3MCPCHUTE
CTOHHOCTH Ha KpHBHATA 3aXap.

Kombunayus ¢ uncyaun

3a naipeHTH, Bede JEeKyBaHW ¢ MeTGOpPMHMH M MHCYIHH KaTo KOMOMHHMpaHa Tepanus, A03aTa Ha
Imoxodax XR 750 mg Tpabea na 6b4e ekBHBaNCHTHA HA HEBHATA J10324 METQOPMHH, 0 MAKCHMAJTHO
Hueo or 1500 mg, npuemaHa ¢ BEUEPHOTO XpaHEHe, JOKATO JO3HPOBKATA Ha WHCYNWHA 38BHCH OT
H3MEpEeHHMTE HIHBA Ha INIFOKO3R.

Cmapuecka év3pacm

Hopaau BepOATHOCTTa OT HamayeHa 6pOpeuna PyHKIUMA NMPH NAIMEHTH B CTAPYCCKA BB3PAcT, 03aTa
Ha MeThOpPMHH TpAGBa Na ce ANAIITHPA B 3aBHCHMOCT OT OBOpedHaTa GyHKims, KOSATO peAOBHO TpAOBa
na ce MOHHTOpHpa. (BIK. Touxa 4.4).

[Tomzara oT HaMalfiBaHe Ha PHUCKA WIH 3abaBsiHe pa3sBHTHETO Ha 3axapapeH auaber Tvn 2 He €
OlieHABaHA ITPH [ALMEHTH HA BH3PAcT Haj 75 roaMHH (BIXK TOUKA 5.1), MOpaau KOeTO HHHIMHPAHETO
HA Tepammi ¢ MeTOPMEH NPH TE3H NAIMEHTH He € TIPEMOPBIHTENHO (BINK Touka 4.4).

bvbpeuno yspescoare — .

ITpemu 3ano4paHe Ha JiedeHHE ¢ MPOLYKTH, ChABPIKAIM METGOPMHH, TpsAOBAa a ce
cToMHOCTHTE Ha riomMepynHara ¢unrpauus (GFR), a ciex ToBa — noHe Be




B CTapyecka BB3pacT TpAbBa Io-4ecTo Aa ce NpaBd OUCHKAa Ha GnOpedHaTa QyHKUMS, HAPHMEP Ha
BCEKH 3-6 MeceLa.

eGFR > 90 O6ma MakcHMaHa JHEBHA 1032 JIOITBTHUTETHA CHOOpAKEHHA
mL/min/1.73m2
60-89 2000 mg Moxe na ce COMUCITH NOHYDKABAHE

Ha 103aTa BLB BPB3Ka C
HamMaaBaHeTo Ha OxOpeunara
GyHKIHS.

45-59 2000 mg PdakTopuTe, KOHTO MOTAT 14
YBEIIHYAT PHCKA OT JIAKTATHA
aiuao3a (Bik Touka 4.4) Tpadea ga
ObaaT npepasrineaHy, NpeaH Aa ce
oOMMCIIH 3aN0YBAHETO Ha JEUYEHHE C
MET(OPMHH.

HawanHaTta no3a € Hal-MHOIo
NOJOBHHATA OT MAKCHMAJIHATA J1034.

30-44 1000 mg
<30 - MerdopMHH € MPOTHBONOKA3AH
Heouampuuna nonyrayus

[Topaau nurnca Ha NOCTATHYHM JaHHH, 'mokodax XR He TpaOsa na ObAe H3NOM3BaAH ITPH AeLia.

4.3 IIpoTHBODOKA3IAHES

. CBpBX4YYBCTBHTEIHOCT KbM MeT(HOPMHH WIH KbM HAKOE OT MOMOLIHMTE BELECTBA, H30POCHH

B TO4Ka 6.1;

Bcexu Tin octpa MetabSonuTHa aumo3a (Hanp. JlakraTHa amno3a, AuabeTHa keToauuao3a);

J{uabetTHa npe-KoMa;

Texxa 66peuna HenocrarbaHocT (€GFR > 90 mL/min/1.73n7);

OcTpH CHCTOSHHMA, 3aCTpalnaBaiiy aa promar 6s6peuHara QyHKIMA, KATO:

- BEXUOPATALIHA;

- TeXKKa MHQPEKIA;

- LIOK.

. 3afonaBaHud, KOMTO MOTAT A3 MPHIHHAT ThKaHHA XHIIOKCHA (0cO0€HO OCTpH 3a00A8aHMA WITH
BJIOIABAHE HA XPOHHYHH 3200N9BaHH ), KATO:

- IeKOMITCHCHpaHa CHPASYHA HEAOCTATHYHOCT;

- pecIIMpaTOpHa HEJOCTATHLYHOCT;

- HAacKOpO NMpeKapaH MHOKapAeH HH(apKT;

- MOK.

. YepHoapoOHa HEIOCTATHYHOCT, OCTPA ANKOXOJIHA HHTOKCHKAIIHSA, 8JIKOXOJTH3BM.

4.4 Coenuajnu npeaynpexieHAs H NpeANa3HH MEPKH NpHk ynorpeba

JlaKTaTHa AIMAo34

JlakTaTHaTa ai(UA03a € MHOIO PAAKO, HO CEpHO3HO METAbO/NIMTHO YCIOXKHEHHME, KOETO Hai-4ecTo
HACTBIBA NPH OCTPO BlomaBaHe Ha GnOpeuHaTa (QyHKLNA, KapaIHO-PECITMPATOPHO 3aboAdBane m

ynemaaa PHCKA OT JIAKTATHA auMA03a.

B cayuaii Ha aexHApaTanus (TexKa JUapus WIH NOBPHINaHe, TPeCKa WIH HaMaleH I
TpA6Ba BpEMEHHO Ja Ce CIIpe mpueMa Ha METPOPMHH H € NPENOPHYHUTETHO 13 C€ YTAsORIF By
3APABEH CHIELUAJTHCT. TR U




[TpveMBT Ha JIEKAPCTBEHH MPOLYKTH, KOMTO MOraT ocTpo Aa yBpenar OnOpedHara (yHKims (KaTo
aHTHXMIEPTEH3UBHY cpeAcTBa, auypervin u HCITIBC) tpabea 1a ce 3anovse ¢ NOBHIIEHO BHUMaHHUe

[P NALHEHTH, TeKyBaHH ¢ MeTGOpMHH. J{pyrH pUCKOBH (PAKTOPH 32 JIAKTATHA ALIMAO34 Ca MPEKOMEpPeH
[MPHEM HA ATKOXOM, YepPHOAPOOHA HEIOCTATHYHOCT, HEAOCTATHYHO J06pe KOHTPOTHpaH HabeT, kerosa,

NMPOXBDKUTETHO IaAyBaHe H BCAKAKBH CHCTOSHHA, CBBP3AHH C XHIIOKCHA, KAKTO H CAHOBpPEMCHHATA

yroTpefa Ha JIEKAPCTBEeHH IPOAYKTH, KOMTO MOTaT Aa MPHYHHAT JIAKTATHA alH/03a (BHDK TOUKH 4.3 H
4.5).

[MamuenTure w/unu GomHornenaunTe TpabBa 1a ObAaT HHGOPMHpAHH 3a PUCKA OT JIAKTATHA ALMA034.
JlaxraTHaTa alLMA03a Cé XAPAKTEpH3Hpa C AlMAO3HA AMCITHEd, KopemHa So/ka, MyCKYJIHH KpaMI,
ACTEHHS M XHMIIOTEPMHS, [IOC/EIBAHH OT KOMA. B cryuaif Ha chbMHEHMe 33 CHMITTOMH NAITHEHTHT TpA6Ba
na crnpe npueMa Ha MerdopMMH H He3a0aBHO Oa TOTHPCH JIEKAPCKA NOMOLK. JIMArHOCTHMHMTE
nabopaTOPHH HAXOAKH ca noHmwkeHo KpbBHO pH (<7,35), NOBHINEHH HHBA HA TUIA3MEHHA JIAKTAT (>
mmol/]) ¥ moBHINIeHA AHHOHHA PAa3/THKA H ChOTHOLIEHHE JIAKTAT/MAPYBAT.

[MawmeHT! ¢ YCTAKOBEHM HWIH NIOAC3HPAHH MHTOXOHAPHATHH 3a00MABaHMs:

IIpu nammeHTH ¢ YCTAHOBEHH MHTOXOHAPHATHM 3a00/IABaHMA, KATO CHHAPOM Ha MHUTOXOHADHATHA
eHehaTONaTHA C IAKTATHA ALMI03a H MHCYaTonozoObHu emzonn (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTeeH guaber M riyxoTa 1o MaiiMHa
maavg (Maternal inherited diabetes and deafness, MIDD), merdopmuH He ce npenoppYBa NOpagy pHCKa
oT 0o6OCTpaHEe HA JIAKTaTHA alMAO03a M HEBPOJOTHYHH YCHOXKHEHHA, KOHTO MOXE A2 JOBEAaT Ao
BJICIOABAHE HA 3a00/IABAHETO.

B ciydait Ha OpyU3HALM M CHMIOTOMH, nokaszaTeaHu 3a MELAS cunapom wak MIDD, cnea npuema Ha
MeTOPMHH, JIe4eHHETO ¢ MeT(HOPMHH TPAOBa ia ce CIipe BeJHAara M Jia ce Harpasy O5p3a TMarHoCTHYHA
OLICHKA.

brbpeuna pyHxIM:
GFR u peioBHO C/IeA TOBA, BK. ToUKa 4.2, MerdopMuH € NpOTHBONOKA3aH NPpH NnauMeHTH ¢ eGFR 2 90

mL/min/1.73m’ W Tpaba ma Gbc BPEMEHHO CNPAH NMPHM HAIMYHE HA CHCTOSHMA, KOMTO TIPOMEHAT
O6u0peunaTa ¢pyHKuMa (BX. Touka 4.3).

Crpaeua ¢yHKINA

[MaigeHTH CBC CHPASYHA HEAOCTATHYHOCT Ca M3JIOKECHH HA NO-TOJIAM PHCK OT XHIOKCHS M OBOpeuna
HenocTaThyHOCT. IIpH MalMEHTH ChC CTaCWIHA XPOHHYMHA ChpACYHA HEAOCTATBHYHOCT, METPOpPMHH
MO Jia ce M3MO0M3Ba NPH PefoBHO HalmoJeHne Ha chpAcyHaTa M ObOpeuHaTa PyHKIHS.

3a MaIMeHTH ¢ OCTpa M HecTaOMIHA ChpAeYHa HEAOCTATHIHOCT, METGOPMHH € MPOTHBOMOKA3aH (BIDK
Touka 4.3).

II_ﬂgﬂEHTH B CTAPYCCKA Bh3DacT.

Topamy orpaHM4eHM NaHHHM 3a TepaneBTHYHA e(PHKACHOCT OTHOCHO HAMAIABAHETO Ha PHCKA HIH
3a6aBsHe PAa3BMTHETO Ha 3aXapeH Ruaber THII 2 NpH MALMEHTH HA M HAaJl 75 rOAMINHA BH3PACT, NPH TAX

He Ce NpenophyBa HHALIMHpaHe Ha Tepanusa ¢ MeTGOPMMH,

[TpunoxerHue Ha HOA-CHOBPKAIIK KOHTPACTHH BEIIECTBA

BpTpechAoBOTO NpuiokeHMe Ha HOA-CBALPXKAIM KOHTPACTHH BEILIECTBA MOXeE
KOHTpacT- MHIYLHpaHa He)ponaTHs, Bogelna AC HATPYMBAHETO HA METQPOPMHH H
naKTaTHa amao3a. Merdopmus Tpabaa Aa ce crpe NpeAH HIH 110 BpeMe Ha NpoLte



Oneparys

Merdopmun TpaGpa aa ce crpe mpean onepaums nox odIia, CNIMHAIHA HIH eMUAYPaTHA aHECTEe3Us.
JleueHuero Moxe aa 6bae BE306GHOBEHO HE No-paHo oT 48 1aca cnes onepalMATa WiH Bb300HOBABAHETO
Ha XpaHEHeTOo Npe3 YCTaTa, M NpH ycnosue ye 6p6peunara ¢yHKMA € OLEHEHA OTHOBO H € YCTaHOBEHO,
ye ¢ ctabuina.

Jpyry mpenynpexneHus

Bcuuku nauueHTd TpAOBa Ja NpPOXBIDKAT JMETATA CH C pPABHOMEPHO paslpelieNieHHe Ha
BBITICXMAPATHMA TpHEM I@pe3 AeHA. [lauMeHTHTEe C HAXHOPMEHO Terno Tpabsa aa cnaspart
HICKOKaJIOpHMHATA CH IHETA.

O6uuaiiHuTe NabopaTopHH TecToBE 332 MOHHMTOpHpaHe Ha Nuabera TpsOBa Oa ce U3BBLPIIBAT PEIOBHO.
MeTtdopMHH MOXe J1a HAMAJTM CepyMHHTe HUBA HAa BUTaMHH B12. PHCKET OT HHCKH HHBA Ha BHTaMKHH B12
ce yBeJIMuaBa ¢ yBeHYABaHe Ha 103aTa Ha METOPMHH, NMPOXBDKHTEIHOCTTA HA JICUCHHETO WHITH NpH
NALHEHTH ¢ PHCKOBH QAKTOPH, 38 KOHTO € H3BECTHO, e MIPUHHHABAT Ae(HIMT Ha BUTaMHH B12, B cmydati
HAa ChMHEHHMe 3a JeduurT Ha BuTaMuH B12 (karo aHeMus WiIH HeBponaTHA), TpAOBA na ce Mpocieaisar
CepyMHHMTE HHBa Ha BuTaMuH B12. Moxe a ce HAIOXH NEPHOAWYHO NMpocieAdBaHe Ha BHTaMHH B12 npn
NalMeHTH ¢ pUcKoBH dakropu 3a Jebuuut Ha BHTaMHH B12. Tepammara ¢ merdopMuH Tpabea Oa
IPOXB/DKH TOJIKOBA JBITO, KOJKOTO ¢€ MOHACA M He € NPOTHBONOKA3aHA M NMOIXOASINC KOPHIHpAHIO
nevyeHue 3a gepuuMT Ha BuTaMHH Bl2 ¢ ocHrypeHo, B CBHOTBETCTBHE ¢ HACTOAINWTE KIHHHYHH
PBKOBOJICTBA.

MerdopMHn, MMPHIAraH CAMOCTOSTENIHO, He MPeNH3BAKBA XUIIOrTHKEMHS, HO TpA0Ba Nja ce BHHMABA,
KOFATO CE M3MO/3Ba B KOMOHHAUMS ¢ MHCY/IMH HWIH APYTH MEPOPATHH aHTHAHA0ETHH MPOAYKTH (HAnp.
cyndanTypefHK NPOAYKTH HIH METTIHTHHHIIN).

MorarT 1a 654aT HaOmoaaBaHH OORMBKHTE HA TAOETKHTE B M3IIPAXKHEHUATA Ha NaudeHTHTE. Te Tpabra na
OBaaT npeaynpencHH, Y€ TOBa € HOPMATHO.

BBB BpE3Ka ¢ NOMOLIHHTE BEINECTBA:

ToBa nexapcTBo CHABPAKA MO-MaNKo oT 1 mmol HaTputi (23 mg) 3a Tabnerka, T.€. MOXE 1a ce Kaxke, 4e
NPAaKTHYECKH He ChOBPXKa HATPUA.

4.5 BaaaMojaelicTBEE ¢ APYIH JIeKAPCTBEHH NPOAYKTH B APYrH GOPMH HA BIAHMOJACHCTRHE

He ce npenopsusa chIpTCTBANIA YrIOoTpeba c:

Anxoxon

AJIKOXONHATA MHTOKCHKAIIHA C€ CBBP3Ba ¢ MOBHINEH PUCK OT JIAXTaTHA aluao3a, 0coOEHOo B CIy4yaH Ha
rnajgyBaHe, HeOXpaHBaHe WM YEpHOAPOOHA HEIOCTATHYHOCT.

Hod-cuivpicawyu KORMpPacmuy éeuyecmsa
MetdopmuH TpaOBa 3aIBDKMTEIHO Aa ce Clpe NMpeaH Impouenypara 3a obpa3Ha JHArHOCTHKA H He
TpaGBa Aa ce Bp300HOBABA A0 Hali-Manko 48 4aca ciienl Topa, IpH ycaoBHe 4Ye OnOpedHaTa pyHxuus e

OLIEHEHA OTHOBO H € YCTAHOBEHO, He e ctabwiHa, Bk To4kH 4.2 1 4.4,

Kombunayuu, usucxeawyu npeonasnu mepxu npu ynompeba

Haxou TeKapCcTBEHH NMPOLYKTH MOTaT ia ¢€ OTpa3aT HeOnaronpHaATHO Ha OB0pedHaYa
MOXE JIa YBEIHYH pHCKa OT jakraTHa aimao3a, Hanpumep HCIIBC, sxmoupTeayo,
umaxubuTopn Ha 1MxaookcureHasa (COX) II, ACE uHXHWOHTOpPH, aHTHOTCHMAH (ll Tops

aHTArOHMCTH UM AHYPETHIHM, ocobeHo GpuMKOBH JuypeTHuM. [IpH 3anousakeTo imﬂ wnmpeﬁam Ha

. \\i ; .;‘51‘5.%9




TAKMBA MPOAYKTH B KOMOMHAUMA ¢ MeTPopMUH € HEoOXONHMO BHHMATENHO MPOCICAABAHE HA
OnOpeunaTa GyHKIMA.

Jlexapcmeenu npoOyKmu ¢ 6bMmpewiHa XunepiuKeMusHa GKmugHocm (Hanp. 2IOKOKOPMUKOCMepouou
(cucmemno U OKANHO NPUNONCERUE) U CUMNAMOMUMEMUYY)

Mosxe na e HeoGXoauMO IO-4eCcTO NMpoc/eAgBaHe HABOTO Ha KPBBHATA 3axap, 0CO0EHO B HAYATIOTO Ha
negensero. [Ipy Hyxaa ao3ara Ha MeTGOpMHH TpsabBa 1a Ce ananTHpa IO BpeMe Ha JICYCHHETO CBC
ChOTBETHHA JIEKAPCTBEH MPOAYKT M CJie[l HErOBOTO CIHpaHe.

Tpancnopmepu va opeanuunu kamuoru (OKT)

MetdopMuH e cyberpar u Ha asara TpaHcnoprepa OKT1 u OKT2.

EAHOBPEeMEHHOTO NPUJIOKEHHE Ha MET(POPMHH C

* HMixuburopu Ha OKT1 (karo Bepanammn) MOTaT /1a HAMAIAT e(pHKACHOCTTA Ha MET(HOPMHH.

° Hugyxropu Ha OKT1 (karo pudamnpiue) MoraT IJa NOBHINIAT racTpOo-HHTeCTHHANIHATA
aGcopOLma M ehHKACHOCTTa HA METQOPMHH.

* Huxuburopr Ha OKT2 (xaTo LMMETHAHH, AOTYTErpPaBHp, pPaHONA3HH, TPHMETONPHM,

BAH/ICTAHMO, MCABYKAHA30JI) MOraT Aa [IOHIDKAT EIMMHHHPAHeTO Ha MET(HOpPMHH mpe3
656peLiMTe M TOBA Aa AOBEAE AO NOBHIIEHA IUIa3MEHa KOHLICHTPaUHKA Ha METQOPMUH.

° Hixuburopu Ha OKT1 u OKT2 (kato kpu3oTHHHO, onamapub®) Morar Ja NpOMEHST
euxacHocTTa ¥ 6BE6peyHaTa eMMMHUHAUMA Ha METQOPMHH.

Cnenoparenso € MpenopbhYMTENHO BHUMaHHe, 0cO0EHO MpH NauHeHTH ¢ 6L0peuHo yBpeKaaHe, Koraro
Te3H JIEKAPCTBEHH MPOAYKTH Ce NMPWIATaT eAHOBPEMEHHO ¢ METQOPMHH, ThH KATO

IUTa3MEHATA KOHLCHTpALMA Ha MeTHOPMEH MOXe 1a Objie noBHIIeHa. AKO € HeoOX0AHMO, MOXKE J1a Ce
OoGMHCTH KOpEeKUHA Ha H03aTa, Thil kato uHxuburopure/MHaykropute Ha OKT Morat Aa mpoMeHAT
e¢HKACHOCTTA HA METPOPMHH.

4.6 ®epraaaTeT, 6peMeEHOCT H KhpMeHe

bpeMeHHOCT

HekoHTponupaHnaTa XMNEpriMKeMus B IEPHKOHLIETILIMOHHATA (ha3a H 110 BpeMe Ha OpeMEeHHOCT € CBBp3aHa
¢ MOBHINEH PHCK OT BPOACGHH aHOManuM, 3aryba Ha OpPeMEHHOCT, XHIEPTOHMA, NpEeAHU3BHKAHA OT
OpeMeHHOCTTa, IMPEEKIaMIICHA M NepHHATaJHa CMBPTHOCT. BaxkHO € fAa ce MOAXBPKAT HMBATA HA
KPBBHATA 3aXap BE3MOXKHO Hali-6nu30 10 HopMaTHHTE T1pe3 1pi1aTa OpeMEHHOCT, 34 1a Cé HAMAJIH PUCKBT
OT HeOTaronmpHITHH M3XOJHM, CBLP3aHH C XUIIEPriiMKeMHd, 3a MalfkaTa H HeHHoTO aere.

MerdhopMHH MpeMHHABA [1pe3 IUIAUEHTATa ¢ HHBA, KOMTO Morat Aa 0BaaT TOJIKOBa BHCOKH, KOJIKOTO
KOHLIEHTPALMHUTE NpH Maixara.

FonaMo komyecTBO JaHHM 3a OpeMeHHM keHM (moBeue or 1000 excnoHMpaHM pesysrraTta) ot 6asHpaHo
H& pericThp KOXOPTHO MpoyuBaHe M MyONMKyBaHM MAHHH (META-aHAIM3H, KIHHMYHH IPOYUBAHHUA M
PErucTpH) He MOKA3BAT MOBUIIEH PHUCK OT BPOACHH aHOMAIMH WM (peTo/HeoHAaTaNHa TOKCHYHOCT CIeX
eKCTIO3HITHA KbM MeTGOPMHH B NiepHKOHLEMIMOHHaTa da3a H/HIH 10 BpeMe Ha GpeMEHHOCT.

HMa orpaHuyeHH M HeyOeOMTENHH AOKazaTencTea 3a edexkra Ha MeTGOpMHH BLPXY IRJIrOCPOUHHA
pe3yATaT [0 OTHOUIEHHE Ha TErJIOTO MpH Jelia, H3NI0XEHH BETpeyTpobHo. MerdopMuH He 16 H3rnexa na
NOBJIMABA JBHUTAaTEIHOTO H COLMATHOTO pa3BHTHE X0 4-rOAMINHA BBLIPACT NIPH JAe€lia,
Ha OpeMeHHOCTTA, BBIIPCKH qe JIAHHHTE 3a ABJINOCPOYHHUTE PE3YITATH Ca OTpaHHYe

AKO e K/IMHMYHO HeoOXoaumo, ynorpebaTa Ha MeTdopMUE MOXe a ce obMHCTH ncr y
H B MIEPUKOHLICIIHOHHATA (a3a KaTo AOITHLITHEHHE WIH AITEPHATHBA HA MHCYJTHHA.




KbpMeHe

Metdopmus ce exckpeTHpa B kbpMmara. He ca HabmonasaHH HexenaHH JIEKapCTBEHH peakiMH NpH
HOBOPOJICHH KLpMaueTa/Manku Jena. Bee nak, nopanyu orpaHH4eHHTe HAIMYHM JaHHH, KbPMEHETO He
e NPeTophYBa M0 BpeMe Ha JICUeHHE ¢ METQOPMHH.

Tpabpa Aa ce B3eMe pellleHHe JanM Ja ce NPeyCTAHOBH KbPMEHETO KATO Ce HMa NpeJBH] NoJr3ara oT
KBPMEHETO H NOTEHLHAIHHA PHCK OT HEXKeJ1aHH JIEKAPCTBEHH PEakiMH 3a AETEeTO.

QeprimiTer

IIps MBKKH H )KE€HCKH ITUTHXOBE (PEePTIIMTETHT HE C€ MOBIMABA OT MET(OPMHH, NPHIIOKCH B A03H 10
600 mg/kg/Ha AeH, KOETO € MOYTH TPH ITETH NIOBEYE OT MAKCHMANIHATA MPENopbyaHa JHEBHA 1033 NpH
xopa, Ha 6a3a cpaBHEeHHE Ha Te/leCHA MOBbPXHOCT.

4.7 EdexTH BBpxy cnocobnocrTa 38 modapane B pabora ¢ MAMAHA

MeTdopMHH, KaTO MOHOTepanMsd, He BOAH [0 XHNOIIMKEMHMA H 3aTOBAa HAMAa BIHAHHE BBPXY
crocoOHOCTTA 3a modHpaHe H paboTa ¢ MAlIMHH.
Bce nak, naipeHTHTe TpaOBa [a ca mMpeayNpeacHH 3a PUCKAa OT MOABATA HA XMIIOTJIHKEMMA, KOT4To

MeThOpMMH CE M3MOJM3BA B KOMOWHAIMA C APYTH aHTUAHAOETHH JICKAPCTBEHM MPOXYKTH (Hamp.
cynaHmTypeHHH, MHCYTHH WM METJIHTHHHIH).

4.8 HexeliaHHA JeKapCTBEHH PeaKIEH

[Ip 1OCT-MapKeTHHIOBH MPOYYBAaHHA M MPH KOHTPOIMPAHH KIHHWYHH MpOYUBAHMA, AOKJIAJABAHHTE
HEXKEJIAHH PeakivH IPH MalueHTH, TpeTupanH ¢ I'mokogax XR TabneTku ¢ yADKEHO 0cBOOOKIaBAHE
ca OMM3KM TIO BHA ¥ TEXECT A0 Te3W, AOKNANBAHM IIPH NALMEHTH, TPETHPaHH ¢ METQOPMMH
XMapoxJiopua TabieTkn ¢ HesabasHo ocBOOOXKAaBaHe.

B HawanoTo Ha NeuUeHHETO, HAH-9eCTHTE HEXKCNIAHH JICKAPCTBCHM peaklMH Ca rajeHe, IOBpPbINaHe,
aUapus, croMamHa 00/ka ¥ 3ary0a Ha aneTuT, KOMTO B [10B€9€TO CTyYal OTMHHARAT CIIOHTAHHO.

ITo Bpeme Ha nedeHue ¢ I'mokodaxk XR Morart 7a ce NOABAT CJIETHHTE HEXKEIAHH JICKADCTBEHH PEaKLHH.

YecTOTATA HM CE OIpeie)ia KAKTO cneaBa: MHOro Yectd: >1/10; yectn: > 1/100, < 1/10; Hewectn: 2 1/1000,
< 1/100; penxn: > 1/10000, < 1/1000; muoro peaxu: < 1/10000,

[Tpu BCAKO rpynMpaHe B 3aBHCHMOCT OT eCTOTaTa, HeXKEJIAHHTE JICKapCTBEHH PeakuMy ce H30poABaT B
HM3XOASI pell O OTHOINEHHE HA TEXECTTA.

Hapvinenns Ha MeTaboaM3Ma H XPAHEHETO

Hecmu

o Hamanaeane/nedmumt Ha Buramur B12 (Bix Touka 4.4)
Mrnozo peoxu

¢ JlaxTaTHa anuao3a (BIDk Touka 4.4 CnieupanHy MpeaynpeXAcHHS U MpeAIIa3HA MEPKH IpH

ynotpeba)
Hapymenus Ha HEpBHATA CHCTEMA g
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CroMallTHO-YpEeBHH HAPYIICHUS

Mnozo vecmu

CroMalllHO-YpeBHM HAPYLIEHHS KaTO rafieHe, NOBphIllaHe, AHapus, abqoMuHanHa 601Ka H 3ary0a Ha ANeTHT.
Te ce nogpgBaT Hall-yeCcTO B HAYAIIOTO HA TCpANMMATA W OTMMHABAT CMHOHTAHHO B MOBESYETO CITy4aH.
[ocreneHHOTO  yBEAMUYaBAHE HAa  [03aTa MOXe Ja  MNOA0OPM  racTpO-HHTECTHHANHATA

ToNiepaHTHOCT. HapyleHHs Ha YEPHO HaTa M XIbYHa OYyHKIMA

Mnoeo peoxu
o EauMHW9HM cyuad HAa aHOMAJIMM B YepHOAPOOHMTE H3CIENBAHHMA WIH XEeMaTHT, KOMTO
NPEMHMHABAT CNER NPEYCTAHOBABAHE HA NEYEHUETO ¢ METHOPMHH.

IIpoMeHH Ha KOXATa M NOJKOXHHTE ThKAHU

Muozo peoxu
¢ KoxHM peakildi KATO €pHTEMA, IPYPHUTYC, YPTHKApPHA.

CrofmaBaHe Ha NOA03UPAHH HEXKETAHH PEaKilHH

CrobiapasHeTo Ha NOAO3KHPAHH HEXEIaHH Peaki[MM cief] paspellapaHe 3a yroTpeba Ha NeKapcTBeHHd
NPOAYKT € BaxHO. TOBA MO3BOJIABA Aa MPOXBDKH HalIOACHHETO Ha CHOTHOINCHHETO M0I33/PHCK 34
NIEKAPCTBEHMA MPOAYKT. OT METHLMHCKHTE CIICLHANHCTH C€ H3UCKBa A1a ChOOINABAT BCAKA [I0JI03HpaHa
HeXXKeNaHA peaKLus Ypes:

HM3mpiaHTeIHA areHIHA 110 JIEKAPCTBAaTa

ya. ,,JlamsaH ['pyen” Ne 8

1303 Codmn

Ten.: +35 928903417

yeOcaiT: www.bda.b

4.9 IIpenoznpane

Xunornukemus He ce Habmonasa AOpPHM INpH 103U Ha MeTPOpMHH 1o 85 g, BBHNpPEeKH Y€ NpH TAKHBA
obcTogTeNncraa ce NoABABa JJAKTATHA allMA03a.

3HAYMTETHOTO NMpeNo3UpaHe Ha METHOPMHHOB XHAPOXIIOPHA H CBHITBTCTBAIOMTE PHCKOBH (axTOpH
MOTAT /ia IOBELAT A0 JIAKTATHA al(ix03a.

JIakTATHATA AIMAO3a € COELIHO CHhCTOAHME M TpiAOBa na ce nekyea B Gomnuna. Hali-edexkTHBHOTO
JicueHHe € OTCTPAHARAHETO HA JIAKTAT H METPOPMHH 9pe3 XeMOTHAIH3A.

5. GAPMAKOJOTHYHH CBOUCTBA
5.1 ®apMaxoXHHAMHEYHE CBOHCTBA

dapmakoTeparnieBTHIHa rpyna: JlekapcTBeHH MpPOAYKTH, INOHIDKABAINM HMBOTO HAa KPHBHATA 3aXap.
bursamuan. ATC xon: A10BA02

MexaunzHM HA J1eHCTBHE

MerdopMHH € OHIBAaHMA ¢ AHTHXMINEPITTHKEMHYHH e(exTH BBPXYy Oazannara ¥ noCTOpaHAHAITHATA
XHnepraukeMud. Tok He CTHMyNIMpa MHCY/TMHOBaTA CeKpelL, 3aTOBa HE MPEAM3BHKBA XHITOTIHKeMHA.

MerdopmuH Hamanasa 6a3aTHATa XMIIEPUHCYNHHEMHA H B KOMOHHALMSA C HHCYJIMH H amABd Hy3R3aTAa
OT m_l'cym- /:'k'\\v‘jyh"l ! O J?K:"-h_hh
NG

MeTt$hopMHHET NPOABABA CBOA AHTHXUIIEPIITMKEMHYEH €QEKT 4pe3 MHOKECTBO
MerdopMHH HaMaIfBa NPOXYKLMATA Ha ITIOKO3a B YSPHHA Apo0.




MeT¢gopMHH yaecHABa Nepu(PepHOTO YCBOABAHE H H3NOI3BAHE Ha [HOK03a, OTYACTH YPe3 YBE/IU4aBaHe
Ha HHCYIHHOBOTO JAEHCTBHE.

Merdopmun 3acara MeraConM3Ma Ha IVIIOKO3aTa B YEpBATA: YCBOABAHETO OT KpHBOOOpalEeHMETO ce
ypenuyasa, a abcopOimara oT xpaHaTa HaMauspa. JIOIMHIHHTETHH MEXaHHM3MHHA ACHCTBHE B depBarTa
BIUTIOUBAT YBEJIHYABAHE HAa OCBOGOXKAABaHeTO Ha rimokaroHononobeH nenrua 1 (GLP-1) n HamanssaHe
Ha pe3opOLHMATa Ha XTBYHH KHCEIHHH. MeThopMHH NPOMEHA MHKPOOHOMA Ha 1epBara.

MerdopMHH Moxe Aa NOACOpH JTUNHAHKUSA NpodWUI MPH HHAMBHAM C XHIIEPIHNHICMHA.

B KIMHHYHH Npoy4YBaHuA yToTpebaTa Ha MET(GOPMHH € CBBP3aHa HIH CHC CTaOHIHO TENIECHO TerNo, WiH
¢ ymepeHa 3aryba Ha Terno.

MerdopMMH € aKTHBATOP Ha aJeHO3HMH MoHodocdar-nporenH-kuHaza (AMPK) u mosHmasa
TPaHCIIOPTHHA KANALMTET HAa BCHYKM BHOBE MEMOpaHHH roko3HH TpaHcnoprepu (GLUTS).

KUIMHHYHA ¢ EeKTUBHOCT

Hamanseane na pucka unu 3abasane pazeumuemo na 3axapen ouabem mun 2

Hpozpama 3a npesenyun na 3axapen ouabem (Diabetes Prevention Program - DPP) e MymHUIEHTpOBO
PAHAOMM3HPAHO KOHTPONMpPAHO MpOYYBAHE IIPH BB3PaCTHH, OLEHABAMO e(HKACHOCTTa Ha
MHTEH3HWBHATA MIPOMAHA B HAYMHA HA XXMBOT cipAMo ynioTpebaTa Ha METQOPMHH 34 NPEJOTBPATABAHETO
HITH 3a6aBAHETO HA PA3BHTHETO Ha 3axapeH fuaber THI 2. KpurepuuTe 32 BKIIOYBaHE ¢a OWIH: BB3pacT
>25 r., BMI > 24 kg/m2 (222 kg/m2 3a A3paTo-aMepHKaHI(H); HapyllleH ITIOKO3€H TOJIEpaHC H
IU1a3MEeHa IJIOKO03a Ha ramHo 5.3 — 6.9 mmol/1 (95 — 125 mg/dl; <125 mg/dl 3a AMepHKaHO-HHAHAHIIH).
[TammeHTHTE ¢a TPEeTHPAHH WIH ¢ MHTEH3WBHA NpOMAHA HA Ha4YHHA HA XXHBOT, WIH C AO3HPOBKA
merdopMuH OT 2 X 850 mg M cTaHAapTHA TPOMAHA H2 HAYMHA HA XXHBOT, WIM ¢ IL1anebo H CTAHAApPTHA
NPOMAHA Ha HAYMHA Ha JKHBOT.

Cpenunre 6a30BM XapakrepucTHKH Ha naimMeHture 3 DPP (n=3,234 mpocnenexu 3a 2.8 roauHu) ca
6mm: pB3pact 50.6+10.7 romunm, 106,5+8,3 mg/d]l nnasmeHa rmoko3a Ha rnanHo, 164.6+17.0 mg/dl
IUIa3MeHa rypoko3a Ha 2-pH 4dac npu OI'TT, u 34.0+6.7 kg/m2 BMI. HHTeH3HBHHAT HAYMH HA XXHBOT,
KAKTO H METdOpMMH, 3HAYHTEHO Ca HAMAJIMIM PHCKA OT pa3BHTHE Ha sBeH 3axapeH Auaber, B
cpaBHeHMe ¢ riaueto- 58% (95% CI 48-66%) u 31% (95% CI 17-43%), cwoTBeTHO,

[IpH 1Mo-PH3PACTHHTE MALMEHTH, BIHAHHETO HA HHTEH3HBHMA HAUMH Ha XHMBOT € OWIO MO-CHJIHO OT TOBA
Ha MeThOpMHH.

[TaiMeHTHTE, KOUTO C& € MOBTHULIH Hali-CHIHO OT JieueHneTo ¢ MeThOpMHH ca O6MM Ha BB3pacT Mo
45 romuru, ¢ BMI >35 kg/m2, crolHOCTH Ha I1asMeHaTa r/poko3a Ha riagao > 6.1 mmol/l, HbAIC >
6.0%, WM C HCTOPHA 3a recCTALMOHEH auaber.

3a NpeIOTBPATABAHETO HA eMH CIy4ail Ha speH auaber mpe3 TPHUTE rofHHM HanpocneassaHe B DPP,
6poAT nMMua, KOUTO TPAGBA Aa OBAAT NEKYBaHH, C& H34HC/IABa Ha 6.9 B rpynara ¢ MHTeH3HBHA IPOMAHA
B HaYMHA Ha XHBOT M 13.9 B rpynara Ha MerdgopMuH. Toukara Ha AOCTHraHe Ha KyMYJIAaTHBHa
HHIHAEHTHOCT Ha 3axapeH quabet ot 50% e 6uia 3a6aBeHa ¢ OKOIO TPH NOAMHH B METGQOPMHH rpyTara,
B cpaBHEHHE c Iuanebo.

IprocpodHoTO Nocneasaino mpoyusaHe Diabetes Prevention Program Outcomes Study (DPPOS)
na DPP Bxmousa noseye ot 87% ot opuruHannara nonynawus Ha DPP 3a qparocpodso npocneasBaHe.

Cpen yqactHoiure B DPPOS (n=2776), xyMy/naTHBHAT2 HHLMASHTHOCT Ha 3aXApCH

roguHa ¢ 62% B ruanebo rpynara, 56% B rpynara Ha METQOpMHH, H 55% B rpyngya y Kl
[POMAHA B HAUMHA Ha %KHBOT. CpellHo, CIyJaHTe Ha 3axaped Auaber ca choTBeTHO 7.4, 5.7 .52 Chryn
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Ha 100 nmaumMeHTO-rOAMHH Cpel rpynara Ha Iuiauebo, MeTQOpMHH M HHTCH3HBE }ip_ H'HA =
HamsBaseTo Ha pUCKa OT 3axapeH quader e 6wio choreTHO 18% (cToliHocTH Ha pucka(k; :
CI 0.72-0.93; p=0.001) 3a rpynata Ha Metdopmus 1 27% (HR 0.73, 95% CI 0.65-0. 33~ p<0 UB'OI) 38 - f,/
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rpyInaTa, BOAEINA HHTEeH3HBEH HA4YMH Ha XKMBOT, B CPaBHEHHE ¢ rpynara Ha nnauebo. Karo kpaiita Touxa
OOIUAT MUKPOBACKY/IAPEH PE3yNITAT 32 HedponaTus, peTUHONATHS U HEBPONATHSA, He Ce € pasTH4iaBan
3HAYMTEHO MEXIY TPETHPAHHTE IPYIH, HO Cpell YHACTHHIIATE, KOHTO HE Ca pa3BHIIH 3axapeH auader
no speme Ha DPP/DPPOS, pasnpocTpaHeHMETO HA MHKPOBACKYJIapHH yC/IOXKHeHMd e 6uiio ¢ 28% mo-
HHCKO B CPaBHEHHE ¢ YMaCTHHULMTE, pa3BWIH 3axapeH auaber (cToitHocT Ha pucka 0.72, 95% CI 0.63—
0.83; p<0.0001). Hama HaIHYHH MPOCTIEKTHBHO-CPABHWTEHH JaHHW 32 MeT(POPMHH H
MHKpPOBacKyIapHuTe pe3ysraTi mpu namdenT ¢ HI'T w/unu HI'T w/umm nosuinexn HbA1C.

ITy6muxyBaHuTe pHCKOBHM (AKTOPH 3a 3aXapeH A{abeT THN 2 BKMIOYBAT: A3HATCKA HIH LBETHOKOXA
eTHHYECKA rPyNa, Pb3pacT, AMCITMITMISMHAA, XHIIEPTOHNA, 3aTTLCTABAHES WIH HATHOPMEHO TETJIO, ITbpBA
creneH Ha paMHnHa 0OpeMEHEHOCT ChC 3axapeH Aualer, aHAMHE3a 33 NeCTalMOHEH 3aXapeH AHadeT, H
NOJIMKHCTO3eH oBapraneH cuHapoM (PCOS).

Tpabea Aa 6BOaT B3€TH NMpeABUA HACTOALINTE HALHOHATHH PbKOBOACTEA 328 AedHHUpPaHe HA Npeanaler.

[MarmeHTH ¢ BACOK PHCK Tpabpa Aa ObAaT MACHTHQHIMpaHM 4pe3 BANTMIUPAH METOJ 3a OLIEHKA HA
PHCKA.

J/Teuernue Ha 3axapen ouabem mun 2

[IpocniekTHBHOTO paHaoMusupaHo npoyusaHe (UKPDS) noTtsepau geirorpaiiHata mnojasa oOT
HHTCH3HBHMA KOHTPOJ Ha KPbBHATA 3aXap MpH Bh3PaCTHH NallMeHTH ¢ quaber THN 2.
AHAJIH3BT HA Pe3Y/ITATHTE NMPH MALMEHTH ¢ HATHOPMEHO TerJIO, IEKYBaHH ¢ METHOPMHH Crie]] KAaTo Oe3
ycnex e MpUIoXKeHa caMo JUeTa, NMOKA3BAT:
3HAYMTENHO HAMaNeHHue Ha abCOMOTHHA PUCK OT BCAKAKBH YCIO)XKHEHHS, CBBp3aHM ¢ A4Habera, B
rpymnara Ha MeTdopmur (29,8 cayqan/1000 maumeHT-roAMHK) B CpaBHEHHE C IpyNaTa NalueHTH
camMo Ha aMera (43.3 ciyuas/1000 naument-roguan), p=0.0023, 1 B cpaBHeHUEe ¢ rpymMTe Ha
cyndaHunypeiHM NeKapcTREHH MNPOAYKTH W MHCYNHMH, MoHoteparms (40,1 cmyuas/1000
nalpeHT-roauuK), p=0.0034;
3HAYMTETHO HaMalneHue Ha a6COMOTHHS PHCK 338 CMBPTHOCT, CBBp3aHa ¢ auabera: MeTdhOpMKH
7.5 cay4as/1000 nausenT-roguau, camo auera: 12,7 ciaydas/1000 nauueHt-roauem, p=0.017.

3HAYMTE/IHO HAMaJeHHe Ha abCoMOTHHA pHCK 3a o0ma cMBpTHOCT: MeT(OpMHMH 13,5
cy9a/1000 nandeHT-rogMHH, B CpaBHEHHME C IpynaTa NAlMEHTH caMo Ha auera: 20,6

cayuas/1000 naument-romuun, (p=0.011), u B cpaBHeHHMe ¢ KOMOHMMHMpaHMTe TpPyNmH Ha
cynbaHWIypeiiHi JIeKADCTBEHHM TNPOAYKTH W MHCYJHH, MOHOrepanusa: 18,9 cay4qas/1000

nauMeHT-roguHy, (p=0.021);
3HAYMTE/IHO HAMANeHHWe Ha aGCOMOTHHA pPMCK 3a MHOKapaeH HH¢papkT: Merdopmun 11
cay4das/1000 naipeHT-roguHH, caMo auera 18 ciaywad/1000 nanmenr-roausm, p=0.01.

He ca naGniozaBaHi KIMHHYHH TON3H Npd KoMOUHMpaHe Ha MeTGOpMHH cBC CynadaHMTypes, MpUnaras
KATO BTOpA JIMHUA HA JICHEHHE.

Kom6uHaupaTa Ha MeTHOPMMH M MHCYJIHH € NMpWiaraHa npH u3bpasy nauseHTH ¢ Auaber THn 1, HO
KIMHUYHA NI0JI38 HE € KATErOPHYHO YCTAHOBCHA.

5.2 ®apmMaKkoKHHETHIHH CBOHCTBA

Abco e

r “ "

Cnen nepopatHa 1no3a TableTka ¢ yaeDkeHo ocBoGoxxnpaBaHe, abcopd /H_afrpﬁ

3HAYMTENHO 3a0aBeHa B cpaBHEHME ¢ TabneTka ¢ He3abaBHO ocBoSoxnaBaHe ¢ Tii :ﬁy MR Hac
3a Tabnerxa ¢ He3a6aBHO ocBOGOXK 1aBaHe € 2.5 uaca). S
B crabwmo cherosHue, noaobHo Ha dopMmynaimure ¢ HeszabaBHO 0cBOO oxmmne Malcc '
nasMena KoHLeHTpaLd (Coa) H AUC (nmoira roJ KpHBaTa) He C€ MOBHINABAT nponépWQH _
IPWIOXKEHATa A034. __ L




AUC cnen epunmyna rnepopansa jgoza or 2000 mg Ha MerdopMuH TabneTka ¢ YIBLIDKEHO
ocBoOOXIaRaHe € ¢ TIOA0OHM CTOMHOCTH KaTo npH npwioxkenue Ha 1000 mg merdopmuH Tabnerkn ¢
HeaabaBHO OCBOOOXKNaBaHe JBa ITHTH AHEBHO.,

HuuBuayatHaTa BapHabminocT Ha cToHoOCTHTe Ha Cnax ¥ AUC npu MerdopMmHH Tabnerkm ¢
yIOBDKEHO OCBOGOXKAABAHE € CPABHHMA C TA3H NpH MeTdhopMuH TabneTkH ¢ He3a0aBHO OCBOOOKIABAHE.
Koraro Tabnerkure ¢ YARDKEHO OCBOOOXKAABaHE Ce INpHeMaT Ha riamHo, crodHocture Ha AUC
HaManasat ¢ 30% (He ce 3acarat cTOMROCTRTE HA Cpax M Tmax).

A6copbOimara Ha MeThOPMHH NpH (OpMyNalMATA ¢ YAWDKEHO OCBOOOXKIaBaHEe He Ce¢ NMOBJIMABA OT
ChCTABA HA XpaHATA.

He ce Habmoaasa HATpYIBaHe MpH MOBTapAil ce nmpuem Ha xo 2000 mg merdopmun Tabnerku ¢

YABIDKSHO 0CBOOOKZaBAHE,

PasnpenencHue

Cebp3BaHeTo C IUIa3MEHHTE TIPOTEHHH € He3HauMMo. MeTgopMHH ce pasmpefie/is B €pHTPOLIHTHTE.
IIMKBT B KPBBTA € MO-HHCBHK OT IUTA3MEHMA MUK H €€ NOSBABA MPHONH3HTENIHO 110 CHINOTO BpeMe.
YepseHHTE KPBBHH KJICTKH Hali-BepOSTHO NPECTABIABAT BTOPHYEH €Tall Ha pasnpeaeneHue. CpeaHuAT
obeM Ha pa3npelelieHHe ¢ B pAMKHTE MexIy 63 u 276 1.

Merabonnasm

MeThopMHH ¢e eKCKPETHpa HermpoMeHeH B ypuHata. He ca uaeHTH)HUMpaHd MeTabOMHTH NpH XOparTs.

EnnMuampase

Bu6peauuar KiHpeHC Ha MeTdopmiH e > 400 ml/min, koeTo noxaszea ye MeThOPMMH C€ ENTHMHHHPA
ypes rnoMepynHa ¢wrrpaius H TyOyaHa cekpeimsa. Ciep mepopaiHa A03a, OYEBHAHO KpaHHMAT
eIHMHHALMOHEH NOJIYXKHMBOT ¢ mpubmsurenHo 6,5 daca.

Koraro 0u0pevuHara pyHKig e HapymreHa, 650peUHHAT KIMPBHC € HAMAIEH [IPONIOPLIHOHATHO Ha TO3H
Ha KpeaTHHHMHA M 38TOBa& €THMHHALMOHHHAT NMOJTYXXMBOT € YABR/DKEH, KOSTO BOAM [0 MOBKIICHU HHBA
Ha MeTGOPMHUH B ILTA3MATA.

XAa HCTHKHM DM CNELHATHH HAlHeHTH

bpbpedno yspexnane

Hammundre IaHHK MpH NALHEHTH ¢ yMepeHa 0s0pedHa HeoCTaTHYHOCT Ca OCKbAHH M He MOXe fa ce
HalMpaBH HAAEXKIHA OLIEHKA HAa CHCTEMHATa eKCIIO3HLHA Ha MeTQOPMHH B TA3H MOArpyna B CpaBHEHHe
C MAlMEHTH ¢ HopManHa 6n6peuna ¢yukigia. ChrepoBarenso, ajanTHpaHe Ha no3ara Tpa6Ba na ce
M3BELPIIBA BB3 OCHOBA HA KIHHHYHM choOpaskeHHd 38 €PHKACHOCT / TOHOCHMOCT (BX. TOUKa 4.2).

3.3 IIpeaAxIEERYEH JAHAH 38 6€300aCHOCT

[IpeMUIMHUYHUTE OAHHH, OCHOBABAIM CE¢ HAa KOHBEHUMOHATHM NpOy4BaHHs BBPXY O0€30MacHOCT,
dapmMaKkonorus, TOKCHIHOCT Clie MHOTOKPATHO JO3HpaHe, TeHOTOKCHYHOCT, KAHIEPOTeHEH MTOTEHIMaN
H PENPONYKTHBHA TOKCHYHOCT, He TIOKA3BaT OCOOEH PHCK NPH XOopa.

6. ®APMAIIEBTHYHH JAHHHA

6.1 CoBchK Ha NOMOIMHBATE BEMECTBA

MarHe3HeB CTeapaT
HAaTpHeBa KApOOKCHMETHILICTY 038
XHITPOMESIO3a




6.2. HecnBMeCTEMOCTH

Hernpunoxumo.

6.3 Cpok Ha rogHOCT

4 roqMHHA

6.4 CnenBajiHH YCJIOBHR HA ChXPAHEHHE

To3u nexapcTBEH MPONYKT HE U3HCKBA CIICILHATHY YCJIOBHA 33 ChXPaHEHHE
6.5 BEJ B cChALpAXAHHEE HA OHAKOBKATA

Onaxoskk 0o 30 u 60 B 6mcrepu or PVC/PVDC/AI donno.

He BcHUKH BHIOBE OMAKOBKHA MOrar a ObaaT NMyCHaTH Ha Iasapa.

6.6 CoendanHE ODpeANAZHH MEPKH NPH HIXBLPJISHE

HeH3noI3BaHMAT JeKApCTBEH MPOAYKT WM OTNATbYHMTE MATEpHAM OT Hero TpabBa fa ce H3XBBPAAT
B CHOTBETCTBHE C MECTHHTE M3MCKBAHHA,

7. TNPHATEXATEJI HA PAZPEINIEHUETO 3A YIIOTPEBA
Mepk bwirapus EAJ]

6yn. Cutnakoso Ne 48

Od¢ucu Cepauxa, 1.6
Cooua 1505 briarapus

8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA

Per. No 20180182

9. JATA HA INBPBO PA3PEINABAHE/MOIAHOBSABAHE
HAPA3ZPEINIEHHETO 3A YIIOTPEBA

Jara Ha nmepBo paspemasane: 24.07.2018 r.

Hara Ha nocnegHo nogHoBspaHe: 27.07.2023

10. JATA HA AKTYAJIN3IHPAHE HATEKCTA

03/2025




