KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHUS NPOAYKT W3NbJIHUTENR A ATER TP e
Metdopmake KomOu 50 mg/850 mg ¢punmupanu tadlIeTKH — S L P s—
Metformax Combi 50 mg/850 mg film-coated tablets | Kiw Poa. Ne A (/2 4 01/
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Metformax Combi 50 mg/1 000 mg film-coated tablets | 3G/MAMP . T & I ,,
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Metdopmake KomOu 50 mg/850 mg ¢puamupanu tabieTku
Bcesika Tabnerka cbabpika CUTArJIMNTHHOB XHAPOXJIOPHU MOHOXH/IPAT, €eKBUBaJICHTEH Ha S0 mg

curarnunTuH (sitagliptin) u 850 mg MmerdopmunoB xuapoxnopua (metformin hydrochloride).

Metrdopmake KomOu 50 mg/1 000 mg ¢uamupanu TabneTku
Besika Tabnerka cbabpika CHTArJIMNTHHOB XUAPOXJIOPH MOHOXH/IpAT, eKBUBaJIEHTEH Ha 50 mg
curaraunTuH (sitagliptin) u 1 000 mg merdopmunoB xuapoxaopua (metformin hydrochloride).

3a MbJIHUS CITUCHK HA NMOMOILLHUTE BelleCcTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabiieTka

50 mg/850 mg punmupanu TabneTku ca eMNCOBUAHHU, ABOHHOU3MbKHAIH, PUIMHUPAHHU TaONIETKH C
pazmepu npubauzuresHo 20,5 mm x 9,5 mm, po3oBu, ¢ BAIBOHATO penedHo o3HaueHue “S476” or
e/Hara cTpaHa.

50 mg/1 000 mg ¢puamupann TablIETKH ca €JIMNCOBHAHH, ABOHHOU3MbKHAIH, (PUIMHUPAHH TAOJIETKH C
pasmepu npubamsurento 21.5 mm x 10,0 mm, kadsasu, ¢ BanbOHaTO penedHo o3HaueHue “S4777 ot

e/lHaTa CTpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA
[Ipy BB3pacTHH NALMEHTH CbC 3axapeH auader Tin 2:

MeTrdopmakc KomOU € noka3aH kaTo J0MbJIHEHHE KbM JIMETATa U YIIpaXkKHEHHUATa 3a noAo0psBaHe Ha
FJTAKEMUYHHUS KOHTPOJT MPH NMALMEHTH, MPU KOUTO HE € MOCTHUIHAT 3a/10BOJIMTENIEH KOHTPOJI ¢
MaKCHMaJlHaTa MoHOCHMa 3a TAX 1032 METHOPMHH CAMOCTOATETHO UJIH KOUTO BEYE CE JIEKYBAT C
KOMOMHALMSA OT CUTArJIMIITHH U MET(HOPMHH.

Merdopmakc KoMOM € nokazan B KOMOMHaALMA CbC CYJIDaHUTYPEHHH NPOU3BOAHH (T.€. TPOHHO
KOMOMHHPAHO JIeYeHHUE) KaTO JONBIHEHHE KbM JIMETATa U YIIPAXKHEHHUATA MPH MALMEHTH, NPH KOUTO
HE € TOCTUIHAT 3a/I0BOJIMTE/IEH KOHTPOJI ¢ MAKCHMAJIHATA MOHOCHMA 3a TAX /1032 MeTOGOPMHH U
cysdanuiypes. ey T 3
Mertdopmake Kom6u € nokasan Kato TpoiHHO KOMOHHMPAHO JIEYEHHE C NMEPOKCH3OMEH” .
npoaudeparop-akTuBupan peuenrtop rama (PPARYy) aronuct (Hanp. THa301MAHHH

&
e, ¥
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/YA TINAN
JIONbJIHEHHE KbM JIHeTaTa W yIpakKHEHHATA MPH MALWeHTH, NIPH KOMTO He e mocTuryat [« 0 0 | !

3a/10BOJIMTE/IEH KOHTPOJI ¢ MAKCHMaJIHaTa NMOHOCHMAa 3a TAX /1033 MeTdopmut 1 PPARY gmﬂnc‘r o
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MeTtdopmake KomOu cbu1o € nokasan kato Ao0aBka KbM HHCYJIHH (T.€. TPOHHO KOMOHHHpPaHO
nedyeHHe) KaTo JOIThJIHEHHE KbM AMETATA M YIIPAKHEHUSTA 3a NoAcOpABaHe HA NIHKEMHYHHA KOHTPO.
NpH HALMEHTH, KOFaTO CTAOWIHATA 1038 HA MHCYAMH K METGHOPMHH CaAMOCTOATENIHO HE OCHTYpsBa
aJlcKBaTeH INTIHKeMHYeH KOHTPOJ.

4.2 do3upoBKa H HAYIHH HA NIPHJIOKEHHE

EDBH POBKa

JI03MpOBKAaTa HA AHTHXHITEPIITMKEMHYHOTO eveHHe ¢ Merdopmakc Kombu tpsbea aa 6bae

MHAWBHAYATH3HUPAHa Bb3 OCHOBA Ha HACTOALLMSA PEXKHM Ha MalyenTa, e(peKTUBHOCTTA K
NOHOCHMOCTTA, KaTO He Ce NMPEBHILIABAT MaKCUMaHaTa NpenopbUKTeHa AHeBHa no3a oT 100 mg

CHTArJIUINTHH.

Bw3pacmuu ¢ nopmanna 6v6peuna gynxkyun (Glomerular Filtration Rate, GFR2 90 mi/mun)

HEH GALUMUCHTH, NIPH KOHTO HE € MOCTHIHAT 3aQOBOJIMTCNICH KOHTPON ¢ MaKCHMalHaTd NoORoOCKHMa No34
IIpH MOHOTCPAIINA ¢ ME!@OPMHH

[1pH MalMEeHTH, NPH KOMUTO HE € NOCTHIHAT 3810BOJIMTENIEH KOHTPOJ CaMO ¢ METPOPMHH, 0OHYalHaTAa
Hava/Ha Ao3a TpAOBa ja OCHrypsABa CHTarJIMNTUH B fo3upoBka no 50 mg asa meTH AHeBHO (100 mg
obua AHeBHa A03a) IUIOC Jo3aTta MET(POPMKH, KOATO BEUE CE NpUEeMa.

[lpy NaUWEHTH, KOUTO NPEMHHABAT OT €AHOBPEMEHHO NPHIOXKEHHE Ha CHUTATIHITHH U METQOPMHH
[1py nayKeHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO NPUIOXKEHHE Ha CHTATTHITTHH H METPOPMHH,
neuyeHHeTo ¢ Merdpopmakce KomOu Tpabsa na ce 3anouse ¢ 103aTa CHTarNMHOTHH U METQOPMHH, KOATO
BeUE CC NPHEMa.

[Ipy nalyHeHTH, NIPH KOKUTO HE € MOCTUIHAT 3aA0BOJUTENEH KOHTPOJ OT JBOMHOTO KOMOHMHHPaHO
NieueHHe ¢ MaKCHMANHATa NOHOCHMA J103a Ha METQOPMHH M cyndanunypes.

Ho3ata TpaGea na OCHIypABa CHTArJIMATHH, NpreMaH no 50 mg asa mLTH AHeBHO (100 mg obwa
JAHEBHA 103a) U n03a MeTdopMiH, nogobHa Ha Jo3arta, KoaTo Beue ce npHeMa. Korato MetgopmMakc
KomMOm ce u3nonzea B koMOUHALIUA ChC CYIDaHWITYpeEs, MOXE J1a Ce HAIOKH ynoTpedaTa Ha No-HHUCKa
N03a cyN(paHWIypes, 32 Ga CE HAMAJIM PUCKBT OT XMNOTNHKeMHA (BX. ToUuKa 4.4).

'Tlpy nauMEHTH, NPH KOUTO HE € NOCTUTHAT 3a7J0BOANTENEH KOHTPOJ OT ABOHHOTO KOMOMHMpAaHO
JIeYeHHE ¢ MaKCHMAaTHaTa NOHOcUMa no3a MeTtdhopMul U PPARY aronnct

Hosara TpaOBa 21a OCHIYpH CHTAMIMITHH, MpHeMaH no 50 mg aea neTy AHeBHO (100 mg obwa aHeBHa
1103a) ¥ n03a MeTdopMuH, noaodHa Ha A03aTa, KOATO BEYE Ce NpHUEMa.

[IpH NaLMeHTH, NPH KOUTO HE € MOCTHIHAT 3a0BOJIMTENECH KOHTPO C JBOHHO kOMOBHHpaHO JeyeHne
C MHCYJIMH M MAKCHMAJTHATA NOHOCHMA 1038 METPOPMUH

Jlo3zaTta TpaOBa 1a OCUIYpH CHTArJIMOTHH, NIpUeMaH B ao3a no 50 mg apa nbTu AHeBHO (100 mg obwa
NHEBHa A03a) ¥ A03a MeTGOpMHH, noa00OHa Ha no3arta, koaTo Beve ce npHeMa. Korato Merdopmakc
KomOu ce H3nonsepa B KOMOMHAUMA ¢ MHCYJIHH, MOXE Aa € HE0DX0AUMa NMO-HKUCKA 1038 HHCYNIHH 34 J1a
ce peaAyLHpa PUCKBT OT XHIIOTTTHKEMHA (BXK. Touka 4.4).

3a pa3nuuHUTe N03M Ha MeTdpopMHH, Merdopmakc KoMOu ce npegnara B koHueHTpaumu o 50 mg
cuTartunTiH H 850 mg MerdopmuBoB xuapoxnopua win 1 000 mg MeTGOpMHHOB XBHAPOXJIOPHAL.

Bcuuky naumeHTH Tpa0Ba Aa npoALJDKAT NMpenopbYaHaTa HM QHeTa ¢ aeKBaTHO pasnpeaesieHHe Ha
npHeMa Ha BLIVIEXHAPATH TIpe3 ACHA.

Coeudansu nonynauuu
bvbpeuno yapeoicoane

He ce Hanara KkopekLHA Ha A034Ta IpH NALHEHTH C JIEKO O0s0peuno yBpexaaHe (K
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pH NALMEHTH B CTapuyecKa BbapacT ObOpeunarTa pyHkims TpaOBa Na ce OLCHABA TO-4ECTO, HANPHMEP
Ha BCEKH 3-6 MeceLa. - |

3a npeAnouKTaHe € MaKCMMalnHaTa AHeBHa f03a MeTdopMHH Ba Obae pasneneHa Ha 2-3 JHEBHH NO3H.
IIpean aa ce 3anouHe JeyeHue ¢ MeTpopMus npH naudeHTH ¢ GFR< 60 ml/mMun tpabea na ce
nperneaar npeABapHTeNHo akTOpPHTE, KOWTO MOTaT /1a YBEIWYAT PHCKa OT JIaKTaTHa auua03a (BX.

Touka 4.4).

Ako B komOunaunara Merdopmakec KomOu HsiMa noaxoasiH KOHUEHTpaUxH TpaOBa na ce H3noa3sat
OTJE/THATE MOHOKOMIIOHEHTH BMECTO KOMOHHALKATA ¢ PUKCHPAHH A03H.

GFR mi/Mun MetdopMHH CHTaraHnTHH
60-89 Maxcumannama oneena ooza e 3 000 mg. | Maxcumainama Oneana 0o3a e
| Mooce da ce obmucau nonwicasane Ha 100 mg.
003ama nopaou élouasane Ha
b6vbpeynama gynkyun
45-39 Maxcumannama oneena doza e 2 000 mg. | Maxcumannama onegna do3a e
Havannama ooza e ne no-eucoxa om 100 mg.
NON0GUHAMA OM MAKCuUMAIHama 0o3aq.
30-44 Maxcumannama oneena doza e 1 000 mg. | Maxcumannama onesna oosa e
Havasnama oo3a e ne no-sucoka om 50 mg.
HOJOBUHAMA O MAKCUMAIHaMA 003a.
< 30 Memdpopmun e npomusonoxazan. Maxcumannama oneana 0o3a e
25 mg.
Yeprodpobro yepedicoane

Metdopmakc KomMOH He TpabBa 1a ce U3MOJI3Ba NPH NMALKEHTH ¢ YEPHOAPOOHO YBPEX1aHe (BXK. TOUKa
5.2).

Cmapyecxa ev3pacm

Twii kaTo MeTQOPMHH M CHTaIIMIITHH C€ eKCKpeTHpaT upes 6u0peunTe, Metgopmake Kombu tpabea
Ia ce W3MO0M3Ba ¢ NOBHIIEHO BHHMAaHUE ¢ HanpeapaHe Ha Bb3pacTra. HeobxonuMo e MoHHTOpHpaHe Ha
6bOpeyHaTa GyHKUMS 32 a ce IPeJOoTBPaTH CBLP3aHaTa ¢ METQOPMHH NIAKTaTHA aluao3a, 0CobeHo B
cTapyecka Bb3pacT (Bx. Touk# 4.3 U 4.4).

Ileduampuuna nonyrayun
MerdopmMakc KoMOGu He TpabBa aa ce W3noJ3Ba NpH ACLA H KOHOWIH Ha Bb3pacT oT 10 a0 17 roaunu

nopajy HEAOCTaTb4HA ePUKACHOCT. HalMUHHUTE NOHACTOAINEM JaHHH ca onycaHH B TOYKH 4.8, 5.1 n
5.2. Metdopmakc KoMOH He € npoy4BaH Npi NeaMaTpUHHU MALHEHTH Ha BB3pacT nod 10 roaunm.

HayuH Ha NpHiIoKeHHe .
MeTtdopmakc KomOu Tpabaa aa ce npuema ABa MbTH JHEBHO C XpaHa 3a [1a C€ HAMAJIAT HEXKEJIAHHUTE

peakLHH OT CTPaHa Ha CTOMALHO-YPEBHHUS TPaKT, CBbP3aHH C MET(POPMHH.
4.3 IIporhBomokasanng
Metdopmakc Kombu € npoTHBONOKa3aH NMpH NaLMEHTH CbC:

- CBPbXYYBCTBHTEITHOCT KbM aKTHBHHTE BELIECTBA UIIH KbM HAKOE OT MOMOLIHWTE BELIECTBRA,
n36poeHn B Touka 6.1 (BK. Touku 4.4 n 4.8);
- BCAKAKDBB BHI OCTpa MeTabonuTHa auuaola (KaTo JJakTaTHa alMaos3a, AnabeTHa Keroauuaosa);
- nrabeTHa npexoMa;
- TexKKa O10peuHa HegocTaTbuHOCT (GFR < 30 ml/MuRB) (BXK. TOUKa 4.4);
- OCTPH CBCTOSHHA, KOHTO MOraT aa npoMeHaT ObOpeyHaTa QyHKLHA KATO:
- AEXWApaTalug,
- Te)XKa uHpeKkuns,
- LOK,
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- HMHTPABacCKYJIAPHO NPWIOKEHUE HA HOA-KOHTPACTHH BELLECTBA (BX. ToUKa 4.4);
- OCTPO WIH XpPORHUYHO 3a00nsBaHe, KOETO MOXKE Ja NMPHYHHH ThKAHHA XHITOKCHS KaTo:
-  CbpICYHA WIH pecrnUpaTopHa HEAOCTATbYHOCT,
- HacKOpO fpeKapaH MHOKapAcH HHPapPKT,
- 1UOK;
- YepHOAPOOHO YBpPEXKAAHE;
- OCTpa AJIKOXOMHA HHTOKCHKALMS, ATIKOXONH3BM,;
- KbpMEHE.

4.4 ChnenHajHH NpeaynpexKicHRS H NpeANaIHH MePKH NpH yuorpeda

Qb1
Merdopmakc Kombu He TpaOBa aa ce W3nosBa npH NauMeHTH ¢ g4adeT Tun | 1 He TpsAOBa na ce
H3MOJI3Ba 34 JleueHue Ha NHabeTHa KeToaunaosa.

OcThp DaHkpeaTUT
Ynorpebara Ha DPP-4 nuxuOMTOpH € CBLpP3aHa ¢ PUCK OT Pa3BUTHE HA OCTLP MAHKPEATHT.

launentvre TpabBa na 6vaaT MRPOPMUPAHK 3a XapaKTEPHHA CHMITTOM HA.OCThp MAHKPCATHT:
NepCHCTHpAalla, MHOTO CHIIHA KopeMHa Oonka. Criea NpeKpaTRBaHe Ha CUTArMIMNTHH c€ Habmonaea
OT3BY4aBaHE Ha NAHKpeaTUTa (CbC Wik 6€3 NOANBPKALLC ICHEHHE), HO B MHOTO PEAKH CITy4aH €
cb0OLIIABAHO 332 HEKPOTH3MPALLL WIiH XEMOParHyeH MaHKpeaTHT W/ WiH CMBEPT. AKO HMa CbMHEHHS 3a
MaHKpeaTHT, TpAOBa Aa ce npekpaTu NpHeMbT Ha Merdopmakec KoM6u v Ha apyrure noTeHuUnanHo
MoAO3HPaHH NEeKapCTBEHH NPOLYKTH; aKO Ce NMOTBbPAH OCTbP NaHKPEaTHT, NpHeMsT Ha Metdopmakc
Kom6n He TpabBa na ce Bb300HOBABa. Heobxoaumo e noBuiieHO BHUMaHUE MPH NALKUEHTH C
aHaMHEe3a 32 NaHKPeaTHT.

JlakTaTHa auuaosa

JlakTatHaTa auunosa (MHOro pAAKO, HO CEPHO3HO METAOONUTHO YCNOXKHEHUE) HAH-YECTO HACTHIIBA
[IPH OCTPO BiIOLIaBaHe HA ObOpeuHaTa PYHKUMA HIH KapAUO-PECTHPATOPHO 3a00M4BaHE WITH CENCHC.
Kymynupane Ha MeTdopMuH ce Habntoaaea npu ocTpo BiolaraHe Ha 6p0peuHaTa GyHKUMS H
yBEJIHYABa PUCKA OT JIAKTaTHa auHao03a.

B Cﬂyqﬂﬁ Ha nexnﬂpamunﬂ'('remm NOBPBILUAHE, NHAPHA, TPECKA HJIKM HAMAJICH NTPHEM Ha TB'-IHOCTH)

MpHEMbT Ha MET(OPMHH BpeMEKRHO TPAOBa Ja ce NMPEYCTAHOBH H € NMPENOPBHUTENHO Ja CE NPOBEE
KOHCYNTALKA ¢ MEAHLIMHCKH CHELIHAIIMCT.

[IpueMbT Ha IeKapCTBEHH NPOAYKTH, KOUTO MOraT OCTPO Ja yBpeasaT ObOpeyHara pyHkuus (karo
aHTHXHNEPTEH3UBHHU cpeacTna, auypetiud 1 HCTIBC) Tpabea aa ce 3anouyHe ¢ NOBUUIEHO BHUMAHHE

MPH NMALMEHTH, IEKyBaHH ¢ METHOpMHH. JIpyry pHCKoBH (GaKTOPH 3a JIaKTATHA aLiK103a ca
NpeKoMepPEH NMPHEM Ha akoXoJl, YepHOAPOOHa HEAOCTATBYHOCT, HEAOCTATHYHO KOHTPOAUpaH auaber,
KeT03a, MPOAWDKHTEITHO IMaxyBaHe H BCAKAKBH CHCTOAHHSA, CBBP3aHH C XHITOKCHA, KAKTO
eAHOBpeMeHHaTa ynorpefa Ha nekapcTBeHH NMPOAYKTH, KOHTO MOraT Aa NPUYUHAT JIAKTATHA alMa03a
(Bx. TOUKH 4.3 U 4.5).

[TauuenTnTe W/unn bonHornegauure TpadBa aa 6baaT uHOpPMHUpPAHH 3a PHCKA OT JIAKTATHE aLKAO3a.
JlaktraTHaTa alA03a ce XapaKTepH3Hpa ¢ aUMOO3Ha ANCNHes, abaomuuansa 6onka, MycKyJIHH
KpaMIH, aCTEHHA H XMIIOTEPMHA, NOCICABAHH OT KoMa. B ciay4ail Ha CbMHEHHE 3a CHMITTOMH
NauMeHTHLT TPSOBa Na cnpe npueMa Ha MeTGOPMHH M He3abaBHO Aa MOTHPCH JIEKapCKa MOMOL.
JunarsocTHuHKTe nabopatopHu Haxoaky ca noHwxeHo pH Ha kpbBTa (<7,35), NOBHIIEHH HHBA Ha

[TayyHeHTH ¢ YCTAHOBREHH MJIH NOJO3HPAHK MHUTOXOHAPHANAHH 3a0011BaHNA:
[Ipy naiMeHTH ¢ YCTAHOBEHH MUTOXOHAPHANHH 3a00NIBaHHA, KATO CHHPOM H
eHLedanonaTua ¢ TakTaTHa aluao3a U HHeyaTonoaocouH enuzoan (Mitochond
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTeeH ana
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MailuuHa nuHua (Maternal inherited diabetes and deatness, MIDD), merdopmun He ce npenopbuBa
nopanay prucka oT o0OCTPAHE Ha JIAKTATHA aUMA03a H HEBPOJIOTHYHH YCIOXKHEHMSA, KOWTO MOXeE [a
AOBEOAT 0O BAOllIapaHe Ha 3a0onaBaHeTo.

B ciyuail na npH3HauyM ¥ CHMITOMH, nokasarendy 3a MELAS cunapom win MIDD, cnea npuema Ha
MeT(GOPMHH, TeueHHeTo ¢ MeThopMUH TpaGBa fia ce cripe BeAHAra W Aa ce HanpasH Obp3a
OHATHOCTHUYHA OLICHKA.

B6peuna ¢pyHkuua

GFR Tpa0Ba na ce oueHABa NPeAH 3arMOYBAHE HA ICYCHHETO M PEOBHO ClleA TOBA (BXK. TOYKa 4.2).
Merdopmake Kombu € nporuBonokasax npH nauneHTH ¢ GFR <30 ml/muH u Tpa6sa BpeMeHHO na ce
NpEYyCTAHOBH MPH HAIMUHE Ha ChCTOAHHA, KOUTO MOTAT a8 MPOMEHST 6'bﬁpeqHaTa $pyHxuu (BXK.
TouKa 4.3).

XHNOrNMUKEMHA

[TayuenTtu, npuemawn Merdopmaxc Kombu B koMOHMHaLMA e CyJIPaHUNYPEs WIH ¢ UHCY/IHH, MOXe
N2 ca HITOKEHH Ha PUCK OT xunornukeMus. CneaoBaTeNIHO, MOXKE 1a C€ HAJIOXKH NOHHKABAHE HA
N03aTa Ha CYNPOHUAYPEATA WIH HA UHCYIHHA.

Peakilii Ha CBPHLXYYBCTBHTEIHOCT

IIpu NauHEeHTH IeKYBaHH ChC CHTArIMITHH HMA NOCTMAPKETHHIOBH CHODIIEHHA 32 CEPHO3HU
peakurH Ha CBPbXHUYBCTBUTENHOCT. TE€3M peaKkuuu BKIIOYBAT aHA(PHUIAKCHA, aHTHOEEM H
€KCPOIHATHBHH KOXKHH ChCTOAHMA, BKJIHOYHTEIHO CHHAPOM Ha Stevens-Johnson. [TosBara Ha Te3u
peakuyH HACTLIBA B PAMKHTE Ha [TLPBUTE TPH Mecella OT 3aNnoYBaHE HA JICYEHHETO ChC CHTAT/IMITTHH,
KATO HAKOH CJIyYau HACTBIBAT CJE] ITbpBaTa A03a. AKO € NNoao3Hpa peaKkLHA Ha
CBPBXYYBCTBHTEJIHOCT, NpHeMbT Ha Metgopmakc KoM6u TpaGaa aa ce npekpatu, Tpabea aa ce
OLIEHST APYTH Bb3MOXKHHY NPHUYHHHU 33 HACTBNBAHE HA CHOUTHETO K 212 Ce HAZHAYHU ANTEPHATHBHO
JeucHHe Ha nuabera (BXK. Touka 4.8).

bynoseH nemburona

[1pn naumenTH, kouto npueMatr DPP-4 uHxnbuTOpH, BKIIOUYKHTETHO CHTAITIMIITHH, HMA
NOCTMAPKETHHIOBH CHOOILIEHUs 3a Oyo3eH nem¢urona. [1pu nogospenns 3a 6ynosen nemdurona,
npHeMeT Ha Metdopmake KomOu 1pabea na ce npeycTaHoBH.

OnepaTUBHH NPOLEAYDH
Ynorpebara Ha MeTdopmakc KomOGu TpabGBa na ce npexparH no BpeMe Ha onepaliya 1noa odua,

CNHAIHA WM enuaypatHa aHecTesus. JleueHuero Moxke Na ce Bb30OGHOBM He No-paHo or 48 uaca
chefl ofiepalHATa WiIH Bb300HOBABAHETO HA XPAHEHETO NMpPe3 yCTa H TO NMPH Yenosue e 6u6peyHara
dbyHKUHS € NPeOLEeHEHA H € YCTAHOBEHO, e € cTabwiHa.

[lpuniokeHue Ha HOA-KOHTPACTHH BELIECTBA

MuTpaBacKy JapHOTO NPHIOKEHHE Ha HOA-KOHTPACTHHU BELIECTBA MOXKE J1a I0BEE 10 KOHTPACT-
HHIYUHpaHa HeponaTus, BoaeLa A0 KyMYIHPAHETO Ha MET(OPMHH M NOBHILIEH DUCK OT JIAKTATHA
aunnosa. Mergpopmakc Kombu TpsbBa na ce cnpe npeay unk no BpeMe Ha Npoueaypara 3a oopasHa
[MarHOCTHKA M He TpAGBa fa ce Bb306HOBABA NOHe 48 uaca cnea ToBa, NPH ycnoBue ye 6bOpeuHaTa
(pyHKLMSA € NpeoLIeHEeHa U € YCTAHOBEHO, 4¢ ¢ ctabunHa (BXK. ToukH 4.3 1 4.5).

[IpoMsHa B KIHHHYHUA CTATYC HA NMALWEHTH C KOHTPONKpaH AxabeT Tin 2 npeaH ToBa
[TaunenTu ¢ ouabet TN 2, npean ToBa Aodpe kouTponupan ¢ Merdopmakc Kombu, kouTo pazsusar

OTK/IOHEHHS B JIaDOPATOPHHU NOKa3aTe/yd Wik KAKHAYHO 3a0oniaBaHe (Haii-Beye HEICHO WK JOLLO

nepuHHpaHo 3abonsasane) TpaOBa He3abaBHO Aa ce OLEHAT 32 HAIMYHE Ha KETOAlUMAO3a WIH 1aKTaTHA
auunosa. OueHkara TpsadBa Aa BKIIOYBA CEPYMHH €IEKTPOJINTH U KETOHH, KPbBHA
Hanara pH Ha KpbBTa, HHBa Ha JIAKTAT, NUPYBAT H MeTHOPMHUH. AKO Bb3HHKHE
H 1a e ¢popMa, neyerueTo TpaOBa aa ce cnpe He3abaBHO W TpsOBa Aa ce npean
KOPHUrHpall{ MEPKHU.

ebhu Ha BHTaMuKk B12
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MetdopmuH MOXe na HaManH CEpyYMHHTE BMBA Ha BUTaMHH B12. PuckbT oT HUCKH HMBa Ha BUTAMHH
B12 ce yBenuuaBpa ¢ NoBHLIABaHE HA J03aTa Ha METOOPMHH, MPOABIKHMTEIHOCTTA Ha JICHEHHUETO

" W/WIK NpH NaLUHUEHTH C PHCKOBH QaKTOPH, 32 KOHTO € U3BECTHO, Y€ NPHUHHABAT JePULIMT Ha
sutaMuH B12. [Ipu ceMHeHHe 3a gepuupT Ha BUTaMuH B12 (kaTo aHemus uinn Hepponartus ), Tpadea
Ja c€ nNpocieasaBaT CepyMHUTe HHBa Ha BUTaMKH B12. IIpu nauneHTH ¢ puckosu ¢gaxTopu 3a
nedruuT Ha BUTaMHH B12 MoXke na ce HanokKH NEPpUORUUHO NpocneasBaHe Ha BHTaMuE B12.
TepanusaTta ¢ MeT(hopMHH TpAOBa Aa NPOABLIKH JOKATO C€ NMOHACA H HE € NPOTHBOIOKA3aHO U ce
OCHrypsBa MOAXOAALI0 KOPHTHPALLIO JieYeHHe 3a AehHULIMT Ha BHTaMHH B12 B choTBETCTBHE €
HACTOSLIMTE KIWHHW4YHH PBKOBOACTBA.

Metdopmake KoMOH cpabpixa HaTpHi
To3u nexapcTBeH NPOAYKT ChAbPXKA N0-Mako oT 1| mmol Hatpuit (23 mg) Ha TabneTtka, T.€. MOXeE na
Ce Kaxe, 4e MPAKTHUYECKH HE ChIBPIKa HATPHH.

4.5 BisuMoaelicTBRe ¢ ApYId JeKAPCTBEHH NPOAYKTH H APYrHd $OopMH Ha B3aHMojeiicTBHe

EnHOBpEMEHHOTO MHOTOKPaTHO MPHJIOKEHHE Ha curarnunTiH (50 mg ABa MbTH JHEBHO) H
merdopmuH (1 000 mg ABa NbTH JHEBHO) HE MPOMEHA 3HAYMMO PaPMAKOKMHETHKATA KAKTO Ha
CUTATNHITTHH, TaKa ¥ Ha MeTGOPMUH TIpYU MALMEHTH ¢ JHaber THn 2.

He ca H3BBbpLIBAHHM NPOYUYBaHHS 38 HaPMAKOKHHETHYHHK JICKAPCTBEHH B3aUMOACHCTBHSA €

Merdopmakc KoMbu; obaue TakHuBa Mpoy4YBaHHs Ca NPOBEXKAAHH C OTAC/THUTE 8KTUBHH BEILECTBA,
CUTArJIMINITHH H METPOPMHH.

He ce npenopbuBa CHOBTCTBALIA YIOTpeba

ANKOXOJI
ANKOXOMHaTa MHTOKCUKALIUA C€ CBBbP3Ba C MOBHLUEH PUCK OT JIaKTATHa aluMa03a, 0co0eHO B CIy4aH Ha

rajXyBaHC, HCAOXPAHBAHC HWIH '-IEPHOI[pOﬁH& HCOOCTATBHHHOCT.

Hon-koHTpacTHH BellecTRa

Merdopmakc KomOu TpabBa 3aABIKHTENHO Jia €€ CNPE NPEAU WK MO BPEME Ha npoueayparta 3a
obpa3zHa AHarHocTHKa M He Tpabea na ce Bp300HOBABA NoHe 48 yaca ciej TOBa, NPH YCIIOBHE Y€
ObvOpeuHaTa pyHkUMA € NpeoLeHeHa H € YCTAHOBEHO, Yye € cTtabuiHa (B, TOUKH 4.3 1 4.4).

KombyHauMu, M3MCKBALM NPEANa3Hi MEPKH NpH ynotpeda
HsixoH NekapcTBeHH NPOAYKTH MOraT a ce oTpasaT HednaronpuaTHo Ha 6bOpeyuHaTa QyHKUMA, KOETO

MOXKe Ja YBEITHYH PUCKA OT JlaKTaTHa aurao3a, HanpuMmep HCIIBC, pxaounTenHo cenekrueHY
HHXHOUTOPH Ha uMkiookcurenasa (Cyclooxigenase, COX) 11, ACE uHxuOuTOopH, aHruoteHsun 1l
peLEnTOPHU aHTArOHUCTH H AHYPETHUH, 0coOeH0 OPUMKOBH JUypeTHLH. [IpH 3anoyBaHeTO WIH
ynorpedara Ha TakHBa NPOAYKTH B KOMOMHAUMA ¢ METQOPMHH € HEOOXOAUMO CTPUKTHO
npocaeassade Ha ObOpeuHaTa pyHKLHA.

CerbTeTBaIaTa ynorpeda Ha 1eKAPCTBEHH MPOAYKTH, KOMTO MOBNHABAT OOLIMTE TPAHCNIOPTHH
cucTeMu B ObnbpeunnTe TyOynu, BiiioyeHH B 650peuHoOTO enMMHHMpaHe Ha MeT(HOPMHH (Harp.
HHXHOHWTOPH Ha OPraHMYHHA KaTHOHEH TpaHcnoptep-2 [Organic Cation Transporter-2,
OCT2]/MynTunekapcTBEHHst U TOKCHH-eKCTpyaMpatl nporens [Multidrug and toxic compound
extrusion, MATE] karo pasonasuH, BaHaeTaHK0, JOyTErpaBHpP H LUMETHIWH), MOTAT J1a MOBHILAT
CHCTEMHATA €KCINO3ULMA Ha MeTGOPMHH H Ja YBEJHUAT PUCKA OT J1aKkTaTHa auMao3a. Tpabea aa ce
OOMHCIAT NON3UTE K PUCKOBETE OT CHITLTCTBALNATA yNoTpeba. Korato Takupa nexapcTBeHH NPOAYKTH
Ce NpUiarat eAHOBpeMeHHO TpAOBa aa ce OOMHCIAT CTPUKTHO NMpocieasBaHe Ha rIHKeMHYHHA
KOHTPOJ, aJanTHPaHe Ha 103aTa B PAMKHTE Ha NPeNnopbUKUTEIHATa JOZHPOBKA U NPOM
JIEYCHUETO Ha quabera.

' mokokopTHKOMAKTE (NPKUIAraHy Nno CUCTEMEH M 10KaneH nNoT) OeTa-2-aroHuc
MMAT MPHCBLIC XUnepriukeMuiHo gecteure. [launenrure Tpadbea aa ce HHdpo
H3IMEepBAT KPHBHATA CH 3axap, 0COOEHO B HAYANOTO Ha JICUEHHEeTO C TAKUBA Jie
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AKO e Heo0X0AHMO, 103aTa HA AHTHXUITEPIITHKEMHYHHA IEKapCTBEH NPOAYKT TpAOBa a ce ajanTypa
[10 BpeMe Ha JIeYeHHe ¢ JPYrys JeKapcTBeH NPOAYKT H NPH HErOBOTO NMpeKpaTaBaHe.

ACE-uuxuburopuTe MOraT /1a MOHMXKAT HUBAaTa Ha KpbBHATa 3axap. AKo € HeoOXoaHMMOo, J03aTa Ha
AHTHXUMEPrIUKEMHUYHHA JIEKapCTBEH NPOAYKT TPAOBa Aa ce agarTipa o BpeMe Ha JIEYEHHETO C
APYTHS JIEKAPCTBEH MPOAYKT H NPH HETOBOTO MPEKPATABAHE,

EdekTh Ha 'H ACKAPCTBCHH 11 KTH BBPDXY CHTAIJIHIITHH
In vitro ¥ KIHHHYHHTE 1aHHH OMHCAHH no-a0ny npeanonarar, H4e¢ puCKkpsT 0T KIIHHHYHO 3HAYYHMH
B3aHMOAECHCTBUS NpH CAHOBDPCMCHHO MIPHNIOXKCHHC € ADYIH JICKAPCTBCHH IMNPOAYKTH € HACHK.,

In vitro npoyusaHHs MOKA3BaT, Y€ OCHOBHHUAT €H3MM, OTTOBOPEH 32 OrpaHHUYEHUS MeTaboNn3LM Ha
cutarnunTuH € CYP3A4, ¢ yuacrre Ha CYP2CS8. IIpu nauneHntu ¢ Hopmanua Oubpeuna GpyHKUHS,
MeTaboONU3MBT, BKIKOMHTENHO U upe3 CYP3 A4, Wrpae camMo HE3HAUYMUTENHA POJIF B KIIHPBHCA HA
CHTArNUNTHH. MeTaboNu3MbT MOXKE [a Urpae Mo-BaxkHa poss [MpH eTMMHHUPAHETO Ha CHTArMTUNTHH
[MPH HATKYHE Ha ocTpo OB0peYHO YBpeKaaHe UNN TepMHHAICH CTaani Ha 610peuHa HeaOCTaTBYHOCT
(TCBH). [opany Ta3u npH4YHHa € Bb3MOXHO MomiHuTe HHXHOUTOpH Ha CYP3 A4 (Hanp. keTokoHa3on,
MTPaKOHA30J1, PHTOHABHP, KIAPATPOMHLMH) 1a NPOMEHAT PapMaKOKHHETHKATa Ha CHTArJIMIITHH NpH
NaLMeHTH ¢ Texkko 0bu0peuHo yepexaane win TCBH. Edexture Ha MomnbuTe CYP3 A4 unxuburopu
npH HaTHUKHE Ha OBLOpEeUHO yBpeXaaHe HE ca OLIEHABAHH B KIIMHUYHO NPOYYBaHe.

In vitro npoy4yBaHMs 3a TPAHCNOPTA NMOKA3BAT, 4¢ CUTANIMOTHH € CyOCTPaT Ha pP-rIIHKONPOTEHHA U
TPaHCTopTepa Ha opraHH4HH aHHoHKW-3 (Organic Anion Transporters, OAT3). OAT3 MenuupanuaT
TPAHCNOPT Ha CUTATNUITTUH ¢€ UHHXHOUPa in vitro oT npobeHeun, BENPEKH Y€ PHCKDBT OT KITHHHYHO
3HAYUMH B3AHMOREHCTBHA C€ CMATA 3a HUCHK. EAHOBpeMeHHOTO pHiIokKeHUue HAa OAT3 nHxuOUTOpH
He € OLIEHEHO In VIivo.

Huxnocnopun: I1poBeaeHO € NpoyUBaHe 3a OlIEHABaHe Ha eeKTa Ha LIMKNOCTIOPHH (MOLIEH
HHXUOUTOP HA P-TIMKONPOTEHHA) BLPXY PapMakKOKMHETHKATa Ha CUTarnunTHH. EAHOBpeMeHHOTO
NPUIOKEHHE HA €IHHHUYHA NepopanHa Ao3a 100 mg cHTarnUNTHH H €AHHWYHA NepopaliHa n03a

600 mg uuxnocnopuH nosviasa AUC u Cmax Ha CHTarMMNTHH CLOTBETHO C NpubnusuTento 29% u
68%. Te3n npoMeRH BLB GPapMaKkOKHHETHKATA HA CHTArTHMITTHH HE C€ CMATAT 3a KIIHHHYHO 3HA4YHMH.
brOpeuHHMAT KIHPBHC HA CHTArIMIITHH HE € 3HAYUTENHO NpoMeHeH. CneaoBaTe/IHO, HE ce OUaKBaT
3HAYUMHM B3aUMOACHCTBHA C IPYrd HHXUOHTOPH HA P-TNHKONPOTEHHA.

EMK‘TH Ha CHTAIMIITHH BLPXY APYIH JCKAPDCTBECHHA TIDOAYKTH

Luzoxcun: CATarNIMMTHH UMa HE3HAUHTENCH €eKT BBPXY IUIa3MEeHaTa KOHUCHTPALIMA Ha JUTOKCHH.
Cren npunoxeHueTo Ha 0,25 mg AUrOKCHH €IHOBPEMERHO ¢bC 100 mg cHTaraMnTHR AHEBHO B
npoawpkeHue Ha 10 auu, uiasmMeHara AUC Ha aMroxkcH HapacTea cpeHo ¢ 11%, a mnasmenara
Cmax cpeano ¢ 18%. He ce npenopbuysa KOpurapaHe Ha 03aTa Ha AMIOKCHH. B cbLIOTO BpeMe,
NAaUACHTHTE C PHCK OT AHNOKCHMHOBA TOKCUYHOCT TpAOBa Aa OBAaT npocaeAsIBaHH 3a TAKABA, KOraTo
CHTArIWITTHH U AUTOKCHH C€ NpUnarat € AHOBPEMEHHO. |

In vitro paHHHTE MNOKA3BAT, Y€ CHTAIJIMITTHH HHTO NOTUCKA, HHTO HHAYLUpa CYP450 u3oeH3nMHTe.
[lpy KNTHHUYHH NPOYYBAHHA CHTArJMINTHH HE NPOMEHA 3HAYHUMO PapMaKOKHHETHKATa Ha MET(OPMHH,
rnubypua, CHMBACTATHH, PO3UITIMTA30H, BAP(AapHH WIH NEpOPaJHU KOHTPALENTHBH, KATO OCHIypABa
in vivo NaHHH 3a MANKa BEPOATHOCT OT MPEAHU3BHKBaHE Ha B3aUMOJACHCTBUA ChC CyOCTpaTH Ha
CYP3A4, CYP2CS8, CYP2C9 u Tpancnoprepu Ha opraHnuHu KathoHM (Organic Anion Transporters,
OCT). CurarnunmiH Moxe jJa 6bae cnad HHXUOHTOP Ha P-TIHKOTIPOTEHHA in Vivo.
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4.6 Pepraaurer, )peMeHHOCT H KhpMeHe

bpeMeHHOCT
HsaMa poctars4HO AaHHH OT ynoTpebara Ha CUTArJIMITHH NpH OpeMeHHH xeHH. [1poyuBaHusa BbpXy

KHBOTHH MMOK33BaT peNPOAYKTHBHA TOKCHYHOCT NPH BHCOKH JO3H CHTAIIMITTHH (BX. TOUKa 5.3).

OrpaHHYcHUTE NaHHH MPEANONAarar, u¢ ynorpedara Ha MET(GOPMHH NPpH OPEMEHHH XKEHH HE €
CBBP3aHA C NOBHIIEH PHCK OT KOHNeHUTANHK Makpopmanyn. IlpoyusanmaTa ¢ MeTGOpMHH BBpPXY
>KMBOTHY HeE 1OKa3BaT BPeHH e(DEKTH N0 OTHOUIEHHE Ha OpeMEHHOCTTa, eMOPHOHANIHOTO M

(eTaNIHOTO Pa3BUTHE, PAKAAHETO MY MOCTHATATHOTO pa3BuTUe (BXK. TOUKa 5.3).

Merdopmakc KoMOu He TpabBa na ce H3non3sa no BpeMe Ha OpeMEHHOCT. AKO NALUMEHTKATa HCKa Ja
3abpeMeHee WIN aKo HacThNH OPEeMEHHOCT, NeYeHHETo TpAOBa 1a ce NpexpaTH U NalHeHTKaTa 1a

NMPEMHHE Ha NeHEHUE C HHCY/IHH Bb3MOXHO Hai-CKopo.

KbpmMmeHne
He ca npoBexaaHH NPOy4YBaHMA NPH KbPMELIH )KHBOTHH ¢ KOMOMHHPAHHTE aKTHBHH BELHECTBA HA

TO34 NieKapcTBeH npoayKT. [Ipy npoyUuBaHUa NPOBEXAAHH C OTACIHUTE aKTUBHHK BELUECTBA U
CHUTArJIMIITHH, H METQOPMHH C€ EKCKPETHPAT B MIIAKOTO HA NIaKTHpaLUH rursxose. [pn xopa
MET(OPMHH C€ EKCKPETHpAa B KbpPMAaTa B MAJIKH KOJTH4ECTBA. He € H3BECTHO AanH CUTArTIMNTHH Ce
eKCKpeTHpa B KbpMaTta. CnenosareHO Merdopmake KomOH He Tpabsa na ce U3non3ea NpH xKeHy,
KOMTO KbpMAT (BXK. TO4Ka 4.3 ).

depTUINTET
JTaHHHTE OT NPOYYBAHHA BbPXY XKMBOTHH HE NMPEANONAraT BIUAHHE BLPXY GEPTHINTETA HA MBIKKH H

JKEHCKH TUIbXOBE NPH TPETUPAHE ChC CUTATNUNTHH. JIMNCBAT AaHHM MIPH XOpa.
4.7 EdexTH nupxy cnocobHOCTTA 32 IOPHpanHe H padoTa ¢ MAIHHH

Merdopmake KomOu He noBnusaBa WK NOBIUABA MPeHeOpeKHMO CrnocoOHOCTTA 33 WOdHPAHE H
pabora ¢ MaluMHK. B cbL10TO Bpeme MnpH wodupaHe Wi paboTta ¢ MalllMHU, TpaOBa [a ce UMa
npeaABHA, Y€ NPH CHTATJUIITHH ca AOKNAABAHH CITy4ay HA 3aMasHOCT M ChHJIHBOCT.

Ocsen ToBa, nauyeHTHTE TPAOBa Aa ce NpeayNpeKAABAT 3a PHCKA OT XHIOTIHKEMHA, KOraTo
MetdopMmake KoMmbu ce u3nonisa B KOMOKHALMA CbC CYIPOHWIYPEHHM IMPOLYKTH WY C HHCYJTHH,

4.8 HexeaHH TeKAPCTBEHE PeAKIHH

PesioMe Ha npoguna Ha Oe3onacHocT

HsaMa npoBeZieHH TepaneBTHYHH KIHHWYHK NPOY4YBAHHA ¢ KOMOHHALMATA CHTAMTMNTHH/ METHOPMUH
TabNeTkH, HO OHOEKBHBAJIEHTHOCTTA Ha pepePEeHTHHSA JICKAPCTBEH NPOAYKT, ChABPXKALL
CHUTArIKNTHH/ MeTGOPMHH € 10Ka3aHa MPH €AHOBPEMEHHOTO NPWIOKEHHE HA CHTATJIUITTHH H
mMeThOpMHH (BXK. Touka 5.2). Cro01UaBaHu ca CEpHO3HH HEXKENAHHN PEAKUMH, BKIKYUTEITHO
MAHKPEATHT U peakliii Ha CBPBXHYBCTBHTENHOCT. CHo0lLaBaHa € XUNOTTUKEMHA NpH KOMOWHaUHS
cbe cyndannwnypeitiy npoayktH (13,8%) u ¢ uucynun (10,9%).

Tabauven cnucvk Ha Hedceranume peakyuu
CyrarnMnTvH U MeT$hOpMHH

Hexxenanure peakuun ca v3bpoenu no-poay ¢ npenopwusaiure ot MedDRA Tepmunu criopen
CHCTEMO-OpraHHa knacudukauns v abcomorHa yectora ( Tabnuua 1). Yecrorara ce onpenens karo:
MHoro 4ectd (>1/10), wectu (2 1/100 o <1/10), neuectn (=1/1 000 no <1/100), peaxn

HallpaBeHa OLCHKA).
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Tabauna 1: YecToTra HA HeXXeNAHETE peaKIHH YCTRHOBERH N0 Bpeme HA naanebo-
KORTPONHPAHH KIHHHYHHA MPOYIBARHHA CbC CHTAIIHNTHH H MeTHPOPMEH CAMOCTOSTE/IHO H IPH

NOCTMAPDKCTHHIrOBHA OIIHT

Hexelana peakuns

HecTOTA HA HEXKETAHATA peaknsas

Hapymieans Ha KPHLBTA H Jlnm]ma'ra CHCTEMA
[rpoMGouMTONeHus

peaku

APYILICHHS HR HMYHHATA CHCTEMA

aKLMH Ha CBPBXYYBCTBUTETHOCT, BKIHOUHTENHO
HaQUIaKTHUHM peakuuH™*,}

C HEH3BCCTHA HECTOTa

HﬂB!ﬂleHﬂﬂ HA MeTa00JIH3MA H XPanEHETO

xMnornukeMus' YeCTH
Hamanssake/aedUUMT Ha BuTamud B12* YECTH
HapylieHHS HR HEPBHATA CHCTEMA

CLHIHBOCT HEYECTH

[]:ecnnpampﬂn, rPLAHH B MEAHACTHHAJIHH
ApymieHHS

HHTepcTHLHATHA Genoapobua Gonect *

C HCH3BCCTHA 4YCCTOTa

CTOMSII]HO-‘IPGBIIH HAPDYIUICHHA

[AHapHA " HEUECTH
raacHe 4eCTH
aaTyneHUus YECTH
parexK HEYEeCTH
DOonKa B ropHara 4acT Ha Kopema HEYecTH
hasp'bmaue‘ YECTH

]OCTI:E naHkpeatnt*,+,1

C HCH3IBCCTHa 4YCCTOTa

aTaneH v HedaTaneH XeMopartieH y

eKPOTH3HPAILl
aHkpeatur *,}

C HEHIBECTHA HYCCTOTA

Hapymenns HA KOXKATA H NOJKOXKHATA ThKAH

npypuryc’

HCUYCCTH

aHruoeaem*,+

C HCH3BCCTHA HCCTOTA

C HCH3BCCTHA HCCTOTa

bpus*,t _
HKaphs*,t ‘ C HEH3BECTHA YeCTOTA
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KOKEH BacKyJIHT*, ¥ ' C HEM3BECTHA YECTOTA

lexconHaTUBHH KOXKHHU 3a60N15BaHHSA, BKIIOYHTETHO C HEM3BECTHA Y4ECTOTA
CHHAPOM Ha Stevens-Johnson*,¥
Gyno3en nempurona* C HEH3BECTHA YECTOTA

Hapymenus HA MYCKYJ/IHO-CKEJETHATA CHCTEMA
B CheAHHHTEHATA ThKAH

lapTpanrus* C HEM3BECTHA YECTOTa
MUarua”* C HEM3BECTHA YECTOTa
bonka B kpalinuunTe* C HEM3BECTHA HeCTOTa
Bonka B repba* | C HEW3BECTHA HECTOTA
aprponarus’ C HEM3BECTHA 4eCTOTA

Hapymenua Ha 0m0pennTe H NHKOYHHTE

NHLTHILA |
HapyuieHa 6pOpeyHa c]gymcuml* C HEM3BECTHA YECTOTA
ocTpa 6B0peuna HeaoCTaThUHOCT™ C HEH3BECTHA YECTOTa

* Hexxenaunre peakumy ca HaeHTUGHUHPaHH MO BpEME Ha MOCTMAPKETHHIOBOTO HabnioAEHHE.

+ Bux Touka 4.4.
1 Buxre npoyueanemo 3a 6ezonaciocm no omuowenue na cvpoewno-cvoosama cucmema TECOS no-

0Ny,

OnucaHde Ha H30paHH HEXEIaHW PEaKUHH

HsaxoH HexxeNlaHHu peakiyy ca HabmoaapaHH NMo-4eCTO NMPH NPOYYBaHHA 3a KoMOUHHMpaHa ynorpeba Ha
CHTArJIMNITHH U MeTGOPMHH C APYrH AHTUAUAOETHH JIeKapCTBEHH TIPOAYKTH B CPaBHEHHE C
NPOy4BaHHA Ha CUTAIIKITTHH H METHGOPMHH CAMOCTOATENHO. Te BKMOYBAT XHIIOTTHKEMHS (KaTeroprs
Ha YeCTOTA ,,MHOTO YeCTH  CbC CYI(POHMIYPEHHN NPOAYKTH WIH HHCYIIHH), 3amnekK (,,4ECTH CbC
cyNOoHUTYpEIHN NPOAYKTH), NepHdpepeH OTOK (,,4€CTH” ¢ NHOIMINTA30H) H rNaBoboNKe U CYyXOTa B
ycrara (,,HEYECTH ¢ UHCYJIHH).

Cumaznunmun

[Tpn npoyuBaHus BbpXy MOHOTeEpamnui cb¢ cUTarnunTiHH 100 mg peAHbK AHEBHO CAMOCTOATENHO B
cpaBHEHHE ¢ TUianebo, cCLodEeHUTE HeXelaHH peaKUMH ca [N1aBoDOJIME, XHITOTVIMKEMHA, 3aMeK U
3aMalBaHe.

Cpen Te3H NaUHeHTH HeXENaHHTe CbOUTHA, Cho01IaBaHN HE3ABHCHMO OT ITPHYHHHO-CIIEACTBEHATA
BpB3Ka C JIEKAPCTBEHHA NPOAYKT, C UECTOTa Haii-Manko 5%, BKMo4YBaT HHGEKLIHH Ha TOPHHTE
AUXATENHH NbTHIA K Ha3ogapHHrHT. OCBEH TOBA, ca ChoOLIEHH OCTe0apTPUT KU Honka B KpalHULIUTE,
¢ yecToTa HeuecTH (> 0,5% no-BUcoka cpen y4YacTHULMTE, MONYYHIH CHTArTUNTHH, OTKONKOTO Ta3H B

KOHTPO/IHATA I'pyna).

Memgpopmun

CToMalHO-YpPEeBHH CUMITTOMH ¢a choO1aBaHW MHOTO YECTO NPH KIHHHYHH NPOYYBAHUA U NPH
MOCTMAapKeTHHronara ynotpeba Ha MetpopMuH. CTOMAIHO-YPEBHHTE CHMITTOMH KATO raficHe,
NOBpBILAHE, AMapud, Oonka B kopema W 3ary6a Ha aneTHT ce NOABABAT MO-YECTO B HAYAJIOTO Ha
NeYEeHHUETO U B NOBEYETO Cyuan OT3BY4aBaT CNOHTAHHO. JJONbAHHTEIHA HEXENIAHH PEaKLIUH,
CBBp3aHH ¢ MeT(OPMHH, BKIIOUBAT METANICH BKYC (YECTH); JaKTaTHa auna03a, HapyIUECHHA Ha
yepHoApoOHaTa PYHKLHS, XENaTUT, YPTHKAPHA, epUTeMa U cbpbex (MHOTO peiky).

Kareropunte no uecTora ce ocHOBaBaT Ha HanH4yHaTa HHGopManums B Kparkara xapakTepHcTHKa Ha
npoaykTa Ha MeThopMHH, onodpeHa B EC.

[leaAMaTpHUYHA NOMYJIaLHA T
B KJIMHHYHH NpOYy4BaHHA ¢ pedEePeHTHHA NPOAYKT, ChAbPKALUL CHTATJIMITTHH/MET, +

HEXENIAaHWTE PEaKLMH KaTo LUANO € CPaBHHM ¢ TO3H, Ha01101aBaH NpH Bb3pacTHH l'@r{ negﬁ"_-_:""." i

*
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NauMeHTH, KOMTO Ca WIH HE ¢a Ha OCHOBHO JICYEHHE C HHCYJIMH, CUTarJIHIITHH CE€ CBBP3Ba C NMOBHUICH
PUCK OT XHITOTJIHKEMRA. |

Ipoyueane 3a 6ezonacrocm no omuowenue Ha cvpoeyno-cvoogama cucmema TECOS

HsnureaneTo, OLEHABALIO CHPAEHYHO-CHAOBUTE PEYNITATH NPH JICYCHHE CbC CHTArNHNTHH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxmousa 7 332 naliMeHTH, J1eKyBaHH
cbe 100 mg curarnunmie aHeBHO (WK 50 mg AHEBHO, aKO M3XOAHHTE CTOHHOCTH Ha H3YHC/IeHaTa
ckopocT Ha rnomepynHa ¢untpanna (Estimated Glomerular Filtration Rate, eGFR) ca> 30 u <

50 mlU/mun/1,73 m?, » 7 339 naumenTy Ha riauebo B intention-to-treat (ITT) nomynauusTa. Jlpere
neyenus ca nobapeHy KpM 0OHUatHHTE IPKH CBINACHO MeCTHHTE cTaHaapTH 3a HbA l¢ n cxpaeuno-
CBLAOBH pHCKOBH (pakTopH. O0LIaTa 4€CTOTa HA CEPHO3HUTE HEXENAHU CHOUTUA MPH NALMEHTH,
NOJTYYaBallyh CHTarIKNTHH, € CXO/IHa C Ta3H NPH NaLKEHTHTE, NOJTyYasally nianedo.

B intention-to-treat nonyalHaATa cpel MALUHEHTHTE, KOMTO W3MON3BAT HHCY/IHH WIIH
cyadaHTypeiiHH NPOXYKTH Ha W3XOHO HHBO, YECTOTAaTa Ha TeKKA XHIOITUKeMus € 2,7% npu
NalHeHTHTE, JIEKYBABH ChC CUTATJIMNTHH KU 2,5% npu nauyeHTuTe Ha rnauedo; cpel naLuHeHTHTe,
KOHTO HE H3NOJI3BAT HHCYJIHH W/IIH CyNPOHUTYpeiHH NPOAYKTH Ha H3XOQHO HUBO, YECTOTATA HA
TexXKa Xunornukemus € 1,0% npu nauMeHTUTE, JEKYBAHH CBC CUTAUNTHH H 0,7% 1pu nauHeHTHTE
Ha nnanebo. YectoraTra Ha NOTBLPASHH CLOHTHSA, OTAABAHH Ha NAHKPEATHT, € (,3% npu nauueHTuUTe,
JIEKYBaHH CbC CHTAMTHATHH H 0,2% npu nauMeHTHTE Ha U1anedo.

Cro0aBaHe Ha NOAO3MPAHU HEXEJIaHH peakiiui
Cro0LIaBaHeTo Ha NOA03UpaHH HEXXENTaHH Peakiiuu cnell paspelaBane 3a ynorpeda Ha J€KapCTBEHHA

NPOAYKT € BaxkHo. ToBa No38onABa Aa NMpOAbIKH HabM0AEHHETO Ha CHOTHOLICHHETO NT0N13a/PUCK 32
NIeKapcTBEHHA NPOAYKT. OT MEAKLIMHCKHTE CTIELMANHCTH ¢ H3UCKBA J1a chobIanaT BCAka
NOLO3HPAHA HeXeNnaHa peakuHs upe3 ManbnHuTenna areHuMs no jexapcreara yi. ,,Jlamau ['pyes”
Ne 8, 1303 Codwus, Ten.: +359 2 8903417, yebeaitT: www.bda.bg.

4.9 Ilpeaozupane

[1p1 KOHTPOIMpAHK KIHHKHYHH MPOYYBAHHA ChC 3APaBH Y4aCTHHLIM Ca NPUNaraHy e THOKPaTHH 103U
no 800 mg curarnunruya. MuHuManto yawokasane Ha QTc, KoeTo He ¢ce CUHTa 3a KIWHHYHO 3HAaYHMO
¢ HabMmonapaHo NMpH eaHo Npoy4BaHe ¢ Ao3a oT 800 mg curarnunTvH. Hama ot ¢ no3m Haa 800 mg
NpY KIMHWYHH npoyuBaHui. [Ipu npoyusanus Pa3a | ¢ MHOrOKpaTHO NPHIOXKEHHE, HAMA
00303aBUCHMH KTHHHYHH HEXEJIAHH JICKAPCTBEHH peakluMu, HabNo aBaHU NPH CHTATJIHITTHH C J03H
no 600 mg auesHo 3a nepuoan Ao 10 aun u 400 mg aneBHo 3a nepuoaH Ao 28 aHK.

Texko npeao3vpaHe ¢ MeTPOPMHH {WIH €IHOBPEMEHHO CHUIECTBYBALll PUCK OT JIAKTATHA alMao3a)
MOK€ J1a OBeAE IO JIAKTATHA aLlM103a, KOATO € CIIEICH MEANLIMHCKY ciryval u Tpabsa aa ce siekyBa B
bonuuua. Haii-epekTHBHMAT MeTO 32 OTCTpaHABAHE Ha NaKTaTa U MeTPOPMHHE € XeMOAHATH3ATA.

I[Ipu XxNHHUYHKM NpoyuBaHus npubnuszutento [3,5% ot no3ara ce oTcTpaHABa fpH NpoAb/DKaBalla 3-
1o 4 yaca xeMoaHaiM3Ha cecud. Ilpy KIHHUYHH NOKa3aHUA MOJXKE [a C€ NPEANPHEME NO-
NPOAB/DKUTETHA AHan3a. He € U3BECTHO NalH CHTATJTHITHH C€ AHATH3KPA NIPH [ICPHTOHEANTHA
Avanu3a.

B cnyuaii Ha npego3upane € noAXoAALlo Ja ce MpeanpremMaT oOHUalHHTE NOALBPIKALUHM MEPKH, KaTO
OTCTpaHABaHE Ha HeabcopOHpaHHA MaTepUan OT CTOMAILLHO-YPEBHHA TPAaKT, KIHHUYHO Habmonenne
(BKJIFOUMTEJTHO W €NEKTPOKaApAHOrpaMa) H NMpH HyXKJa 3anovBaHe Ha NMOAAbPAKALIC JeUeHHe.

....-n—_ Ty
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Merdopmake KomOu komOHHMpa 1Ba aHTUXUNEPrNUKESMHYHH IEKAPCTBEHH NPOAYKTA ¢ ACITHLIBALI CE
MEXaHH3bM Ha JeiCTBHE 3a NoNocOpABaHE HA NIMKEMHYHHS KOHTPOJ NPpH NalMeHTy ¢ auader tvn 2:
cuTarnunTil ¢ocdar - aunentuawa nenruaasa 4 (Dipeptidyl Peptidase, DPP-4) nixuburop u
METHOPMKEHOB XHAPOXJIOPH] - MPEACTABHTEN Ha Kiaca Ha OMrBaHHUAWHUTE.

CUTarJiunTuH

Mexanuzem na oeuicmeue

Cutarauntut ¢ochart € nepopanHO aKTHBEH, MOLIEH H BHCOKOCENIEKTHBEH HHXUOUTOD Ha eH3uma
aunenruaun nermrrngasa 4 (DPP-4) 3a neueHue Ha anaber i 2. Unxuburopure na DPP-4 ca knac
BELIECTBA, KOHTO A€HCTBAT KaTO eHXaHCepH Ha HHKpeTHH. YUpes unxubupane Ha eHsuma DPP-4,
CHUTArNMNTHH NMOBHILABA HUBATA HA iBA U3BECTHH AKTHBHH HHKPETHHOBH XOPMOHA - [NIIOKArOH-
nonobuuns nentua-1 (Glucagon-Like Peptide-1, GLP-1) u rmoko3a-3aBUCUMHA HHCYIWHOTPONEH
nomunenTin (Glucose-Dependent Insulinotropic Polypeptide, GIP). MukperunuTe ca uyacT ot
€HJOreHHa CHCTEMa, YYacTBalla BbB PH3HOJIOrHYHATA peryiaums Ha INIIOKo3HaTa XxoMeocTasa. Koraro
KOHLIEHTpaLMHTE Ha KPbBHATA 3aXap ca HopMaiHH WK nosuieHH, GLP-1 u GIP 3acunBar cunTesa u
ocBO0OOXKNABAHETO HA HHCYJIMH OT nNaHkpeaTHyHUTe Hera-kiuetku. Ocsed ToBa, GLP-1 HamansaBa
CEKPELMATA Ha ITIIOKAroH OT NMaHKpeaTUYHHUTE anda KIeTkH, KOeTo BOAM 10 HaMaieHO oOpa3yBaHe Ha
yepHOApoOHa rmoko3a. Koraro HuBaTa Ha 1/1OKO3a B KPBBTa Ca HHCKH, OCROOOXK1aBaHETO Ha
HHCYJIHH HE C€ CTHMYJIHpA B CEKPELRATA HA [JIIOKArOH HE CE NOTUCKA.

CMTarJIRITHH € MOLIIEH H BUCOKO CEJIEKTHBEH HHXHOHTOP Ha eH3uma DPP-4 u ne nHxubupa cxoanure
no cTpykrypa eH3umMu DPP-8 wnn DPP-9 B TepaneBTHuHN KOHUEHTpauMH. CUTAMNKUNTHH ¢
pa3ljiMyaea rno XMMH4YHa CTPYKTypa U papMakolOrH4Ho aAeicTBHE OT aHano3ute Ha GLP-1, uHCcynuH,
cyJ(POHIITYpEs WIH MEITIKTHHAAH, OWrBaHHIAWHH, aTOHHCTH Ha AKTMBAPAHHA OT NMEPOKCH3OM
nponrpeparopa rama-peuenrop (PPARY), anda-rmoko3naazHn HHXHONTOPH H aHAIO3M HA aMIIHH,

[Ipu ABYAHEBHO NpOYyuBaHE Ha 3/PaBv YHACTHHLH, CUTATTRIITHH, MPWIOKEH CAMOCTOATEIHO,
NOBHLIABE KOHLEHTpauMsaTa Ha akTUBHUA GLP-1, nokato MeTHOopMHH NPHIOKEH CAMOCTOATENHO,
NOBKILABA KOHUEHTpAUMATa Ha akTHBHUA K o0na GLP-1 B cxoaHa creneH. EaHoBpeMeHHOTO
NPUJIAraHe Ha CUTArJIMNTHH H MET(POPMHUH UMa aIRTHREH €(EKT BbpPXY KOHUCHTPALMATA HA AKTHBHUA
GLP-1.

CHTArIHITHH, 3a pa3fiMKa OT MeTGOPMHH, MMOBHILARA KOHUEHTpaLUATa Ha akTuBHuA GIP.

Knunuuna eghuxacnocm u 6ezonacrhocm
Karto usano, curarnunmH noaodpaBa rNMKEMHUYHKA KOHTPOJ, KOraTo Ce H3MOoJ3Ba KaTO MOHOTEPANHA
WK KOMOHHHpAHO IeYeHHE lipH BB3PacTHH NauMeHTH ¢ Adaber tun 2.

I1pn KNIHHHYHM NPOYYBaHHUA, CHTAITHITTHH KaTO MOHOTEPANHA NoAoOpsABa IMUKEMHYHHUA KOHTPOJ CbC
3HA4YUTEJTHO HaMalsBaHe Ha xeMornobuH Alc (HbAlc¢) v rmoko3ara Ha rnagHo U cien XpaHeHe.
Hamansnane Ha nnasMenaTa rmoko3a Ha rnaauo (I1I'T) e nabnronasano Ha 3-Ta ceaMHiia - mbpBaTa
BpEMEBa TO4KA, B KoATo € u3MepeHa [1I'T. HaOmonapanara yectora Ha XMNOrnMKeMHs NPH MaLHEHTH,
JIEKYBaHH ChC CHTATIHITTHH € noaoOHa Ha Ta3y, ycTaHOBeHa npH mnauedo. TenecHOTo TErao He ce €
NOBHUIMIIO CIIPAMO H3XOJHHTE CTOHHOCTH TIPH JIeYeHHe CbC cCHTArnmunTuH. HabmonasaHo e
noaodpeHne Ha CyporaTHHTe Mapkepd Ha QyYHKUHOHHpaHe Ha Oera-kneTkure, B ToBa uucao HOMA-B
(XoMmeocTaseH Moaen 3a oueHka-0era), CbOTHOLUEHHETO Ha NMPOHHCYTHH KbM MHCY/IUH H
NOKazaTEHTE 3a PEAKTHBHOCT Ha DeTa-KIEeTKUTE NPH TeCTa 3a NOHOCHMOCT TPH YECTO JaBaHe Ha
XpaHa.

[IpoyyYBaHHA CHC CUTATIMIITHH B KOMOMHAUWA ¢ METQOPMHH |
[1py 24-ceaMuU4HO MNaLEOO-KOHTPONHPAHO KIIMHUUYHO NMPOYUBAHE 32 OLIEHKA HA €(HKACHOCTTA H

6e3onacHoCcTTa OT A0OaBAHETO Ha cuTarnMNTUH 100 mg BeaAHBX IHEBHO KbM TEKYLIOTO JIEUYEHKE C
METQOPMHH, CHTATTMIITHH OCUIYPsBa 3HAUYUTENHO NoaoOpeHHe Ha INTHKEMHYHHTE Nna

NMALUUEHTH, NEKYBaHH ChC CHTAMTHMITTHH cnpaMo rauebo. [Tpu Topa npoyuraHe
Ha CJTy4aH Ha XHMNOTIJIHKEMHA, CboOLIaBaHA 38 MALHMEHTH, NEKYBAHH CbC CHTArIH
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[Tpu 24-ceamutiHo MIaLEeOO-KOHTPONHPAHO (PAKTOPaAIHO NMPOYUYBAHE HA ITLPBOHAYAIHO NCYCHHE, OT
curaruiTiH 50 mg Asa NbTH AHEBHO B KoMOuHauus ¢ MerdopmuH (500 mg wiun 1 000 mg npa mbTH
JAHEBHO) C€ MOCTHIra 3HAYMTETHO NOAOOPEHHNE HA NMTUKEMHYHHUTE NapaMeTPH B CPABHECHHUE C AIBETE
monoTepanui, HamMandapaHeTo Ha TENECHOTO TErJO MPH KOMOHHALMATE CHTAITHITTHH K MET(OPMHH €
CXOJHO ¢ TOBa Ha0I101aBaHO MIPH METQOPMHH CAMOCTOATENTHO HIK INauedo; HAMa MPOMAHA CIPSIMO
H3XOAHHUTE CTOHHOCTH MPH NalIMEHTH HAa CUTArJIMITTUH CAMOCTOATENTHO. YecToTaTa Ha XHITOTJIHKEMHS

€ CXOZIHA CPpeA JIEKYBAHHUTE FPYIH.

[IpoyuBaHe chC CUTATTMIITHH B XoMOMHa1Ug ¢ MeThOPMHUH U cyadoH es

24-ceAMMYHO IIaLIE00-KOHTPONHPAHO KIMHUYHO NPOYUBaHE € IUTAaHHPaHO C L1 OLleHKa Ha
edukacHocTTa M Oe3onacHocTTa Ha cHTarmunTrH (100 mg BenHbK AHEBHO) MPHOAaBEH KbM
FITHMENUpHI {CaMOCTOATENHO WK B KOMOMHaUMA ¢ Merdopmun). JlobaBiHeTO Ha CUTArIUNTHH KbM
rMHMENHPHA H METGOPMHUH, OCHTYPABA 3HAYKTETHO NOAOOPEHHE HA NTHKEMHYHHUTE NAPaMETPH.
[laieHTHTe, TeKYBaHH CbC CHTAIIMITTUH UMAaT cnabo noBHlIeHKe Ha TeaecHoTo Terio (+1,1 kg) B
CpaBHEHHE C Te3H, MonyvaBasu rmanedo.

[IpoyyBaHe ChC CHTACMUNTHH B KOMOMHALNA C merhopMHH U PPARY aroluct

26-ceIMMYHO LNaLEe60-KOHTPOIIKPAHO NPOYYBAHE € NPeAHA3ZHAYEHO N2 OLEHH e(PMKACHOCTTA H
OesonacHocTTa Ha cutarnunTil {100 mg BeaHbxK AHEBHO), 100aBEH KbM KOMOHHALMATA Ha
MAOrJNTa3oH U MeTdopmuH. JfobaBaHeTO HA CHTArIMITTHH KbM NHOITIMTA30H H METQOPMHH,
OCHI'YPABa 3HAYHTEJIHH NoAoOpeHns Ha rIvkeMUuHUTe NapaMeTpH. [IpoMsHaTa B TeNnecHOTO Ternio ot
M3XOHO HMBO € NoAoOHA HA Ta3H NPY NALMEHTH, JIEKYBAHHU CbhC CHTATJIMIITHH, B CPABHEHHE C
nanedo. Yecrorata Ha XHINOTIMKEMMS ChIIO € CXO/IHA C Ta3H Ha MalHEeHTHTe, IEKYBaHH ChC
CHTAr/IMNTHH KWK nanedo.

[IpoyyBaHe Ha CUTArIMOTHH B KOMOHHALHA ¢ METGOPMHH H HHCYJIMH
24-ceAMH4HO I1aLE00-KOHTPORPAHO KNIHHHYHO NPOYYBaHE € NMPEeAHA3HAYEHO 1a OLUEHH

edexrtusHocTTa M Oe3onacHocTTa HAa curaraunTuH (100 mg BeaHbK AHEBHO) N00aBEH KbM HHCYJIHH
(npu cTabunHa no3a 3a Hait-manko 10 ceAMHLIHM) cbe WK Oe3 MeTgopMuH (Hai-manko 1 500 mg). Ilpu
nalUeHTHd, MPHEMalll¥ NPeaABapHTEIIHO CMECEH MHCYJIIHH, Cpe/iHaTa AHeBHa A03a e 70,9 U/nneBHo.
[Tpn naudeHTH, NpreMalld HECMECEH NPEABAPHTENHO (MEXKAUHEH/C NPOALIKUTEIHO ACHCTBHE)
HHCYNHH, cpe/iHaTa AHeBHa Ao3a e 44,3 U/nuesHo. Jlannute ot 73% OT nauHeHTHTE, KOHTO Ca
npHeMaii MeTQOPMHH ca npeacTaBeHH B Tabnuua 2. JodaBaHETO HA CHTAlVIMIITHH KbM HHCYIIHH
OCUTypABa 3HAYMTEJHO NoaobpeHHe Ha rMMKeMHYHUTe NnapaMmeTpH. HaMma 3HauuTenHa npoMsHa B
TEIECHOTO TErJIO CNPAMO H3XOAHOTO HUBO B ABETE IPYNH.

Tabanua 2: PesyaraTs 3a HbAlc npn nianeéo-KoHTPOIHPARH NPOYYBAHEA ¢ KOMORHHPAHO ‘
Je"deHHe CbC CHTATJIHNTHH B MeTpopmMun™

Hpoyusane ::Tl:leiill:lﬂi:?TH e 'ICpemia npoMsaHa Kopurupana cnpsamo nianebo
CnpsSMoO H3IX0AHO HHBO | cpeana npomsHa Ha HbAl1c¢ (%)

H3X0AHO HHBO o o
HbAIc (%) HbA1c (%) (95 % CI)

Cutarmuntie 100 mg
BEAHDBXK JAHEBHO, 8,0 _0,71' _0’71-,1:
go0aBeH KbM TeKylua

Tepanus ¢ (-0.8, -0,5)
METGHOPMHH '’
(N=453)
Curtarnuntul 100 mg
BEAHELX AHEBHO, 06t
noGaBeH KbM TeKylua 8,3 ’
TEpanHi ¢ rIUMENHPHI
+ MeThopMHH"

(N=115)
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Cvrarnauntun 100 mg
BEHBX AHEBHO nodaBeH 8.8 - o711
KbM TEKYILA TEPAIHA C - 1,27 ’
NHOTIUTA30H + (1,0, - 0,5)
MeTPOpPMHH | |

(N=152)

Curarauntud 100 mg

BeAHDb¥ AHEBHO, 100aBeH 8.7 -0,7¢% 0 55_1
KbM TEKYLLIA TEPAIHA C ’
WHCYMH + MeTHOPMUHT (-0,7, -0,4)

(N=223)

HauanHo neuexlne

8,8
(aBa MuTH AHEBHO):
CHTAIJIMIITHH (-1,8, -1,3)
50 mg +
meTdopmun 500 mg
(N=183)

'1,41— -1,6.’.51

HavanHo ne4eHue (18a

MTLTH JHEBHO): 8.8 1ot 5 1hi
CUTArnmMnTHH 50 mg + ’ >
meTgopmun 1 000 mg (-2,3, -1,8)

(N=178)

* [Tonynaumara oT BCHUKH IeKYBaHH NMauHeHTH (intention-to-treat aHanN3).

T Haii-mankure cpeaHn KBaapaTi ca KOPpHrHpaHH CrpsMO CTaTyca MpH NPeXoaHoTo
AHTHXHTIEPTIIMKEMHYHO JIEYEHHE H CTOKHOCTTA Ha M3XOJHO HHUBO.

1 p<0.001 B cpaBHeHHe ¢ 1auebo wim nnauedo + koMOMHHUPAHO NeYeHHe.

UHbA lc (%) Ha 24-Ta cenmMHLa

'HbA1c (%) Ha 26-Ta ceaMHIa

§ Hail-mankure cpeaHy KBagpaTi ¢a KOPUrdpaHH 3a ynorpebara Ha HHCYTMH NPH BU3uTA |
(NMpeaBapHTENHO CMECEH CPELLY HECMECEH MPEABAPHTENHO [MEKAWHEH HIIH ¢ NPOABDKHTENHO
IEHCTBUE]) M H3XOAHATA CTOHHOCT.

ITpu 52-ceAMHYHO NPOYUBaHE, CPaBHABALIO €PHKACHOCTTa 1 Ge30MacHOCTTa NpH Jo6aBgHe Ha
curaraunTvd 100 mg BeOAHbX AHEBHO WM FMMINU3UA (CYIPOHHNIYPEHHO MPOU3BOIHO) NPH NMaUUEHTH
¢ HeAOOBP rMTIHKEMHYEH KOHTPOJI MTPH MOHOTEPpaNHA ¢ MeTGOPMHIH, CHTAMIHNITHH € NogobeH Ha
rMANH3KA npu noHmwkasaneTo Ha HbAlc (-0,7 % cpenHa npoMaHa CipaMoO W3XOAHHUTE CTOMHOCTH
npes ceaMuiia 52, ¢be cpeaHa croiiHocT Ha HbA 1c ot npubGausutento 7,5% B apete rpymnm).
Cpennara 103a ravnu3Kg U3NOJ3BaHa B rpynara 3a cpaBHenye e 10 mg JHEeBHO KaTo MpUOIHIKTENHO
40% OT NaLMEHTHTE CE HYXXJadaT OT A03a MNIUNH3KA <5 ME/HEBHO NO BpeMe Ha npoy4yBaHeTo. Obaue,
I0BEYE NAUMEHTH OT IPyNAaTa Ha CHTATJIKITTHH, OTKOJIKOTO B FPYNATa Ha IMIHMITH3KA €A NPEeKbCHANn
nopaau aunca Ha e(pukacHocT. I1aLMeHTUTE IEKYBEHH CBC CHTArJIMNTHH MOKA3BaT 3HAYHTETHO
CPEAHO MOHKEHHE CNPAMO U3XOAHHUTE CTOMHOCTH Ha TeNecHoTo Terno (-1,5 kg) B cpaBHeHHE ¢be
3HEYHTE/THO NMOKayBaHe Ha TErJIOTO NPHM nauMedTh noryyasanu raunusua (+1,1 kg). B Tosa
Npoy4BaHEe, OTHOLIEHHETO MMPOUHCYJIMH KbM HHCYNTHH - MapKep 3a €(PEKTHBHOCTTa HA MHCYJIHHOBHA
CHHTEe3 U 0cBobOXKnaBaue, ce noaodpaBa CbC CHTAMVIMIITHH M CE B/IOIIABA NMPU JICYCHHE C TTTMMH3HA.
YecToTaTa HA XHNOMJIHKEMHE B rpynara Ha cHtarnunTus (4,9%) € 3Ha4YMTeNTHO NO-HUCKA OT Ta3H B
rpynata Ha raunusui (32,0%).

24-ceAMHYHO TU1aLeO0-KOHTPONIHPAHO KIKHHYHO NMpOoy4BaHe, BKIIOYBaLo 660 nauxedTH e

fipeHa3HaY€HO Aa OLEeHH e(PHKACHOCTTa BOACIA A0 HAMANIBAHE HA HHCYJIHHOBHTE gmum ,%\
Ge3zonacHocTTa Ha cHTarnMnTHH (100 mg BeAHBK AHEBHO), KOraTo € npHdaseH Kb u@ "“"‘*\z;u. \
rnapxuH cbc WiK 6e3 MerdopMuH (noxe | 500 mg) no BpeMe Ha HHTEH3HPHIIM

MHCYNHHOBATa Tepanus. [Ipn nauueHTH, npueMalny MeTGOPMHH, HIXOAHATA CTO ge Hh 1. #‘?T | m.
L f"} T T ".-. L T
8,70% u HauanHarTa no3a HHCYuH € 37 [U/nxeBHo. [TaleHTHTE ca HHCTPYKTH z: n;nspﬂpw g S
. ' s ,
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[03aTa CH HAd KHCYJIHH IJIapXKKH Bb3 OCHOBA Ha CTORHOCTHTE Ha KpBBHATa 3axap Ha rianHo. lipu
nayMeHTHTe, NpHeMaly METGOPMUH, Ha 24-Ta CeXMHLIA, YBENIHYABAHETO Ha AHEBHATA A03a HHCYJIHH
e 19 IU/nHeBHO NpH NALIHEHTH, JICKYBaHH CbC CUTArAMNTHH K 24 TU/AHEeBHO 1PH nalMeHTH Ha
rutaue6o. [oxwkasadeTo Ha HbA ¢ npu naumeHTH, leKyBaHH CbC CHTArJIMNTHH, METGOPMHH H
BHCYJIHH € -1,35 % B cpaBHen#e ¢ -0,90 % npu naiMeHTH, TeKyBarH ¢ wialebo, METQGOPMHUH H
MHCYJIMH - paznuka oT -0,45 % [95 % CI: -0,62; -0,29]. UecTorara Ha xunornukemus ¢ 24,9% npu
NalLHEHTH, NEKYBAHH ChC CUTArTHNTHH, METHOPMHUH U UHCYIHH K 37,8% npH naumeHTH, JIEKYBaHH C
mnaie60, METPOPMHH ¥ MHCYNHH. PadsiHkara ce Ab/kKH OCHOBHO Ha MO-BHCOKHA MPOLIEHT NAaUHeHTH B
rpynara Ha nnauedo, H3MUTaju 3 WU nopeye er13oaa Ha Xxunornukemus (9,1 cnpamo 19,8 %). Hama
pa3fiMKa B YeCTOTATA HA TEXKKA XHIIOTIHKEMHA. |

MetdopMuH

Mexanuzvm na deiicmaue

MeTdopMHUH € GHrBaHWAYH C AHTHXMITEPTIIHKEMHYEH edexT, NOHWKaBalll KAKTO Oa3anHaTa, Taka H
NnocTNpaHAHANIHaTA IJII0KOo3a B nnasmarta. Tol He CTHMynHpa HHCYTMHOBATa CEKpeLns 1
CJIEAOBATEJIHO HE NPEeAU3BUKA XHMOTITUKEMMUS,

MeTtdopMHH MOXE Aa AcHCTBA NO TPH MEXAHHU3MA!

- ype3 HaMangBaHe NMPOLYKLIMATA Ha YepHOAPOOHa MI0OK03a Ype3 HHXHOHUpaHe Ha
rIIOKOHEOTEHe3aTa H INIMKOreHOIN3aTa

- B MYCKYJIMTE, Upe3 YMEPEHO NOBHILABAHE HA HHCYJMHOBATa YYBCTBUTENHOCT, [T0A00pABaiky
nepudepHOTO NOEMaHE H YCBOABAHE Ha ITIOKO03a

- ype3 3abasane Ha abcopOumnaTa Ha rIOKO3a B TBHKHTE YepBa.

MeTdopMHH CTUMYJIHpa BETPEKICTHYHUA CHHTE3 Ha MNIMKOreH upe3 Bb3AECHCTBHE BBPXY INIMKOTEH
cuHTeTa3aTa. MeT(hopMHUH NOBHILAaBA TPAHCNOPTHHA KanaLMTeT Ha CrieUHPUYHH BHAOBE MEMOpaHHH
TpaHcnopTepH Ha ratoko3ara (GLUT-1 u GLUT-4).

Knunuuna eqbuxacnocm u bezonacrocm

[Tpn xopaTa, HE3aBUCUMO OT OEHCTBHETO CH B'l:.pxy rnuKkemMmsaTa, MeTGOPMUH UMa ONaronpUATHH
eeKTH BbPXY JHUIMHAKHA MeTaboNH3BM. TOBa ce J0Ka3Ba NPH TepaneBTHHHH KOHLEHTPALIHH B
KOHTPOJIUPaHH KIMHHYHH MPOYYBAHHA ChC CpeaHa MPOABILKHTENHOCT WIH IBJIFOCPOUYHH KITHHHYHH
npoy4BaHHA: METGOPMHH HamansBa o0Lus xonectepos, LDLc 4 HUBaTa Ha TPHUITHLIEPHAMTE.

[IpocnekTurHOTO paHaoMusupaHo (UKPDS) npoyuBaHe € yCTAHOBWIO ALATOCPOUYHATAa 110134 OT

MHTEH3HBHHA KOHTPOJ Ha KpbBHATA 3axap npHd auabet THN 2. AHANW3IBT HA pe3yaTaTUTE TIPH

NAaLHMEHTHTE ¢ HATHOPMEHO TETJIO, JIEKYBaHH C METQOPMUH CIICA HEYCNIEX CaMO ¢ IHETA MOKa3BaT:

- 3HAYHTEJHO HaMaJICHHE Ha abCONMIOTHHA PUCK Ha CBBbP3aHUTE ¢ Anabera yCIOXKHEHHUS B rpyriarTa
Ha MeTdopMHH (29,8 cubutra/1 000 naLeHTOroAMHH) CNPAMO JHEeTa CAMOCTOATENHO
(43,3 cubuTHa/1 000 nauuenroroavnn), p=0,0023 u cnpsaMo rpynure Ha KOMOHHaLHMA CbC
cyndaHwtypes 1 MoHoTtepanua ¢ HHCYJHH (40,1 cxouTHa/1 000 naunenroroauun), p=0,0034

- IHAUMTENHO HaMaJleHHe Ha aGCOMOTHHA PHCK OT CBBbP3aHaTa ¢ nMabeT CMBPTHOCT: MeThOPMHH
7.5 cOuTus/1 000 nauueHTOoroaMHHK, AKHeTa camocroarenHo 12,7 cudburusa/1 000
nauMeHToroanyy, p=0,017

- 3HAYMTE/THO HAMAJICHHE Ha abCOMOTHHA PUCK OT 00LIaTa CMBPTHOCT: MET(HOPMUH
13,5 cuOuTHa/1 000 nauyeHTOrOoAMHM CpAMO AHeTa caMocToaTeNHo 20,6 cxburna/l 000
nauneHTroroguHy, (p=0,011) u copamo rpynure koMOHHHpaHa CyNdOHWIYpes 1 MOHOTEPaNHMs
¢ HHcyHH 18,9 cxOuTna/l 000 naumenroroanan (p=0,021)

- 3HAYMUTEJIHO HAaMaleHHe Ha aOCOMIOTHHA PUCK OT MHOKapAEH HHPAPKT: METHOPMHH
11 cxOnTHA/1 000 nauMeHTOrOoAKHHM, AMeTa camocTosTenHo 18 crburua/1 000

nauueHroroguHu, (p=0,01).
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TECOS e panaomusupaHo npoy4yBake npy 14 671 naueHTH B intention-to-treat m
HbAlc = 6,5 no 8,0%, ¢ ycraHOBEHO C‘bpllE‘-IHO-C'BIlOBG 3ab0NABaHe, KOUTO NPH
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CTaHAAPTH 3a HbAlc u CbpPAEYHO-CHIOBH pHcKOBH (akTopH. [Taument ¢ eGFR < 30 ml/mun/1,73 m?
He ca BKIIOYEHH B npoy4BaHero. M3cneasanara nonynaums sxnoysa 2 004 nauueHTH Ha Bb3pact
> 75 roguHu 4 3 324 naumeHTH ¢ 6B6peuno yspexxaane (¢GFR < 60 m1/mun/1,73 m?).

Mo speme Ha npoyusaHeTo, 00L1aTa U3UKHCTIEHa cpeiHa pa3dnuvKa (SD) B cToitsocTHTe Ha HbAlC
MENCOY IPYNHTE Ha CHTAIKMOTHH U Twiauebo ¢ 0,29% (0,01), 95 % C1 (-0,32, -0,27); p < 0,001.

[InpBHYHATA KpaiiHa TOYKA MO OTHOWIEHHE HA ChPAECYHO-CHAOBATA CHCTEMA € ChCTaBHa OT MbpBaTa
nosABa Ha ChPAEYHO-CHAOBA CMBPT, HedaTaleH MHOKapaeH HHaAPKT, HedaTalleH HHCYJIT WiH
XOCIHTANH3alMA NopanH HecTtabunna cTreHokapAHa. BropuuHuTe Kpal{HH TOYKH MO OTHOLLEHHE Ha
ChPAEYHO-CBAOBATA CHCTEMA BKJIIOYBAT IThPBATA MOSBA HA CHPAECHHO-CH/I0BA CMBPT, HedaTaneH
MHoKapaeH HHdapkT unu HedaTaneH HHCYNT; MbpBaTa NOABa Ha HHAUBUAYAHUTE KOMIIOHEHTH Ha
MbPBHYHATA CbCTaBHA; 00111a CMBPTHOCT H XOCMIMTANIM3ALIAK NOPajH 3aCTOHHa ChpAeyHa
HEJIOCTATbYHOCT.

Cnen mpocnensBaHe ¢ MEAHAHA HA NPOABJDKUTEIHOCT OT 3 FOAHHH, CHTAlrTUITTHH HE MOBHLLIABA PHCKA
OT I'OJIEMH HEXKENIaHHU ChPACUHO-CHA0BH CHOUTHA WIIH PHCKA OT XOCTIHTAIN3aLNA NOPaAn ChpACUHa
HeAOCTATBYHOCT, KOraTo ce A00aBg KbM oONYaiiHuTe rpHXXKM NPH NALHEHTH ¢ Anaber Tvn 2 B
cpaBHeHHe ¢ obuuaiiHuTe rpusku 0e3 cutarnunTrd (Tabnuua 3).

Tabanua 3: HecToTH Ha KOMOHHHPANE CHPALYHO-CHAOBH PE3Y/ITATH H RA KJIIOY0OBH BTOPHUHH
Pe3yJTATH

HTATJAHITHH ll'[.rlam.eﬁo
100 mg _
1 —————
(%) ectota N (%) Hecrora KoedmumeHr cToii-
HA IR HA PHCKA ocT?
100 na- 100 na- §(95% CI)
IHEeHTO- MHEHTO-
roguun* rogaHyu *
1

BaJn3 B Intention-to-Treat nonyranuara

poii nanmenATH l7 332 339

bHPBHYHA CHCTABHA KpaHHA
ouKa
KCbpacyHO-CBAOBA CMBPT,
HedaTalleH MHOKapIeH HHQAapKT,
HedaTalcH HHCYIT Wi
XOCTIHTAM3ALlHA, Nopajav

HecTabWIHA CTEHOKApAHA) 839 (11,4) 4,1 851 (11,6) I:;,z 0,98 (0,89-1,08)<0,001 |
| !

Bropu4Ha ¢LCTABHA Kpaiina
[TouKa | l
(CbpaeuHO-CHAOBA CMBPT, {
HedaTalncH MHOKapaeH HHPapKT
unM HedaraneH HHCYAT) 1745 (10,2) 3,6 1746 (10,2) 3,6 ,99 (0,89-1,10)|<0,001

IBTOPH‘IEH pe3yaTaT

ICHLpACUHO-CB0BA CMBPT 80 (5,2) 11,7 l366 (5,0) 1,7

BceskakbB BUA MHOKaApAEH
HHpapkT (paTtanen U HedaTanen)PB00 (4,1) |1,4 I316 (4,3) |1,5

DE/H/6677/001-002/R/001
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Ecnxmn BHA HHCYAT ((aTaneH

He(aTawIEH) 178 (2,4) 97 (0,79-1,19)0,760

Xocnuranu3atiig nopaam

HecTabKIHa CTCHOKapAHUA 116 (1,6) 90 (0,70-1,16)0,419

ICMEPT nopazu BcAKaKBa | Bl
TIpH4HHA 47 (7,5) .1,01 (0,90-1,14)0,875 ]
XocnuTann3auus, nopaau |

lcbpAeUHA HEAOCTATBYHOCT? 28 (3,1) |1,1 29 (3,1) 1,1 1,00 (0,83-1,20)0,983

* Yecrotara 3a 100 naunenToroadsu e vauncieHa kato 100 x (obuus 6poit naumenTn ¢ > 1 cubuTHe
o BpEME Ha JONMYCTHMHSA NMEPHO Ha eKCNo3uLius cnpsamo obwus 6poil nauMeHToroAMHH Ha
npocieasBaHe).

+ B13 ocHoBa Ha Moaen Ha Cox, cTpaTHHUHpaH NO perHoH. 3a CbCTaBHUTE KPAHHH TOMKH, pP-
CTOMHOCTHTE CLOTBETCTBAT HAa TECT 3a HEUH(EPHOPHOCT, ThPCELI 4a NOKAXKE, Y€ KOSPHLUMEHTBT HA
pHUcKa € no-MansK OT 1,3. 3a BCUYKH ApYrH KpalHH TOYKH p-CTOHHOCTHTE CHOTBETCTBAT HA TECT 32
pPa3NIMKHTE B KOS(PHLIMEHT Ha PUCKa.

+ AHANU3BT Ha XOCITHTATM3ALMATA NMOPAAHN CHPACYHA HEAOCTATBYHOCT € KOPHTHPaH 3a aHaMHe3a 3a
Chbp/eYHA HEAOCTATBYHOCT HA H3XOAHO HHBO.

[leapaTpy4Ha NomynatUg
EBponeiickaTa areHuUMs 1o JeKapcTBaTa oCBOOOXKAABa OT 3aADKCHHETO 32 NIPENOCTABIHE Ha

pe3yATaTHTE OT NPOYYBAHUATA ¢ peePEHTHHSA JIEKAPCTBEH NPOAYKT, ChABPKALIL
CHTATTMNTHH/MeTGOPMHH BBB BCHYKH NOATPYNH Ha NeAHaTpUYHATA NMOMYJalMa CbC 3axapeH auaber
THN 2 (BX. TOuKka 4.2 332 HHQOpMaLIHA OTHOCHO ynoTpeba B neaHaTpHATA).

Be3onacHOCTTa M e(pUKACHOCTTA Npy A00aBsHE Ha CUTAIJIAITTHH NPH NeAHATPUUHH NALMEHTH Ha
ph3pact oT 10 no 17 ronunu ¢ auaber THN 2 M HEANEKBAaTEH INIMKEMHYEH KOHTPOJN Ha METPOPMHUH, CbC
HIM 6e3 HHCYJIMH, ca OlLIEHEHH B ABE NPOYyU4BaHHA 3a nepuop ot 54 ceamuum. JlobasaHero Ha
CHTArNHMNTHH (PWIOXKEH KATO CHTAINMNTUH+METGOPMHH WK CUTATTUIITUH+METHOPMHUH C
yxsmkeHo ocsoboxaasaHe (XR)) e cpasHeHo ¢ nobaesHeTo Ha manebo KbM METPOPMHH HIH
meTgopmMuH XR.

Makap ¥ I1a ce JEMOHCTPHPa NPeBb3X0ACTBO MO OTHOUIEHKUE noHwkaBaHeTo Ha HbA lc 3a

cHTarmunTuH+MeThopMHH/ cuTarnunTiH+MergopMuH XR Haa MeThopMHH Ha ceamuna 20 npu
c6opHUA aHATM3 OT TE3W JABE NPOYYBAHHA, PEIYATATUTE OT OTAEJHUTE NPOYUBAHHA C4 HCCBEBMECTHMH.

OcBeH TOBa, He ce Ha0NMoaaBa No-BUCOka €(PUKACHOCT Ha
curarnunTHH+MerdopMuH/curarnunTHH+MeTdopMiH XR B cpaBHeHuUe © Me'rq;c-pMHH Ha ceaMHLa 54.
Cnenosartenno, Merdopmakc KoMOu He Tpabea nia ce u3non3sa npv NeAHaTPHYHH NAaLHEHTH Ha
pb3pacT or 10 o 17 roauHH nopagu HeAOCTaTbUHA ePHKACHOCT (BXK. TouKa 4.2 3a uHGopMaLus
OTHOCHO ynotpeba B neqHaTpHATE).

5.2 @DapMaKOKHBETHUHH CBOHCTBA

KoMOuHauus cHTariunTHH/MeThopMuH TableTku

[IpoyuBaHHATa 332 OHOEKBHBAJICHTHOCT NPH 3paBH NOOPOBOJILIH NMOKA3BaT, Y€ KOMOHHUpaHHUTE
TabaeTKy OT pedpepeHTHHS JIeKapCTBEH NMPOAYKT, ChABPXKALL CHTATJTMITTHH/METQOPMHH ca
GHOEKBHBAJEHTHH Ha €HOBPEMEHHO ITPUNOXKEHHTE CHTArNMUIITHH ¢docdhaT U METPOPMHHOR
XUAPOXJIOPHA KATO OTAENHH TabneTKH.

Metdopmaxc Kombw.
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CHTarninTuH

Abcopbyusn

Cnen nepopanHo npuioxeHHe Ha Ao3a oT 100 mg Ha 3apaBH 206poBOAUM, CHTATIHNTHH 6LP30 ce
abcopbupa, ¢ NOCTUraHe Ha MAKCHMATHH NNa3MEHHN KOHLUEHTpalMd (MeanaHa Tmax) 1 no 4 yaca cnen
npuaokeHHeTo, cpeaHara ruiasmMeda AUC Ra curarannThH ¢ 8,52 uMehr, Cmax 950 nM.
AbconoTHaTa OSHOHAITHMHOCT Ha CHTArNMHNTHH € npubnusuTenHo 87%. Towil karo npueMaHeTo Ha
CHTATrJIHITTHH eJHOBPEMEHHO ¢ Dorata Ha Ma3HHHU XpaHa He MOBIMABA (PAPpMAKOKMHETHKATA,
CHTATJTHITTHH MOXKE Aa ce MpHjara ¢b¢ WiM Oe3 xpaHa,

[Lhasmenata AUC Ha c¥TarnunTUH ¢€ NOBHILABA MO 4034 NPONOpLUMOHANEH HauHH. Jloza-
NPONOPLHOHATHOCT HE € YCTaHOBEHA 38 Cmax ¥ Caguaca (CMax ce NOBHLIABA MOBEYE OT N034-
NPONOPUHOHANHO, 8 Ca4uaca C€ YBENIHYABA ITO-MATKO OT 203a-MPONOPLIMOHAIHO).

Paznpedenénue

Cpeanuat obeM Ha pasnpelieNiEeHHE 8 CTALIHOHAPHO CHCTOAHHE ClIe/ €AHOKPaTHA HHTPaBEHO3HO
npunoxkeHa nosa or 100 mg cuTarnMnTHE Ha 3ApaBH YYacTHHLIK € npubauanTenHo 198 nutpa.
dpaxuyaTa CUTArNUNTHH OOpaTUMO CBEp3aHa ¢ NasMeHUTE MPOTEHHH € HUCKa (38 %).

Buompancgopmayun
CHUTAIIHIITHH ce eJIAMHHMPA OCHOBHO HETMIPOMEHEH ¢ YpHHATa, 8 MeTaDOIH3IMBT € BTOPOCTENEHEH
neT. [pubnusurenno 79 % oT CHTarnIUNTHH Ce EKCKPEeTHpa HEIIPOMEHEH B YPHUHATA.

Caen nepopanta ao3a [14C]curarnunTu, npubnvaurenHo 16 % oT paAHOaKTHBHOCTTA C€
eKCKpeTHpa KaTo MeTabONMUTH Ha CHTANTMITTHH. Ha HHBO ciieau ca yCTaHOBEHH LIeCT MeTaboJIHTa,
KOHTO HE C€ O4YaKBa Jia AONPHHACAT 3a mna3MeHaTa DPP-4 unxubuTopHa aKTHBHOCT Ha CHTarJIMITHH.
In vitro NIpoyYBaHHATA NIOKA3BAT, Y€ OCHOBHMAT €H3HM, OTTOBOPEH 34 OTpaHHuUeHHs MeTaboNHIbLM Ha
cutarnvnTuH € CYP3 A4, ¢ yuactuero u Ha CYP2CS8.

In vitro naHHHTE NOKA3BaT, Ye CUTAINIHOTHH He € HHXHOHTOp Ha CY P n3oensumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He e nHaykTrop Ha CYP3A4 u CYPIA2.

Envumunupane .

Cnen npuiokeHHe Ha nepopaiHa go3a [14CJcurarnMnTiH Ha 3ApaBH YYACTHHLM, NPHONK3UTENHO
100 % ot npunoxeHaTa pagHOAKTHBHOCT Ce eIMMUHHPA ¢ pexanuuTe (13 %) nnu ypunara (87 %) no
elHa CEAMHLIA Cnel MPHIOXKEHHETO Ha fo3aTa. [IpuBHaAHKAT KpaeH t2 cnea 100 mg nepopanHa aosa
CHUTATJIHITTHH € npubnusurendo 12,4 yaca. CHTarIMITTUH C€ HATPYNBAa CaMO B MHUHHMAJIHA CTeTeH NpH
MHOTOKpPATHO NpuaokeHHe. bbOpeunnar kinpbsHe e npubnusurenno 350 mli/MuH.

EnvMHHHpaHETO Ha CHTArKIITHH CE M3EBPLIBA OCHOBHO upe3 610peyuHa eKcKkpeLHa H BKIOYBa
aKTUBHA TyOynHa cekpeuusa. CHTarnunTHH € cydcTpar Ha YOBEWIKH OPraHWYEeH AHHOHEH TPaHCNOPTEP
-3 (human Organic Anion Transporter-3, hOAT-3), koiito Mmoxe 61 yuacTBa B 66OpedHOTO
eTMMRHHpaHe Ha cuTaraunTuH. KnuunuHoto sHauenre Ha hOAT-3 B TpaHCNoOpTa Ha CHTArTIMITTHH He
e ycTaHOBeHO. CHTarnunTHR € cyOCcTpar M Ha P-IIMKONPOTEHH, KOHTO MOXke OM y4acTsa U B
MEHMPaHeTO Ha OLOPEUYHOTO ENHMHHHPAHE HA CHTArTUNTHH, B CHIIOTO BpeMe LIMKIOCNIOPHH, €AUH
P-TIMKONPOTEHH HHXHOHTOP, He HaManaBa ObOPEYHNA KITUPBHC HA CHUTArNUNTHH. CUTATIMIITHH HE €
cyberpar Ha OCT2 vwnn OATI win PEPT1/2 TpancnoprepHre. [z vifro CATarINNITHH HE NOTHCKA
OAT3 (1C50=160 uM) unu p-rnukonporenHa (a0 250 uM) MeanHpaHHa TPAHCTIOPT B TEPANICBTHYHO
peJieBaHTHH 1a3MEHH KOHUEHTpauwH. [IpH KIIHHHYHO NpoyYBaHe CHTArJIHIITHH HMa ManbK eexT
BbPXY TUIa3MEHWTE KOHLEHTPALUY HA AHNOKCHH, KOETO NMOKa3Ba, Y€ CHTarIMITTHH MOXE Ja e ¢iad
MHXHOHUTOpP Ha P-TITHKOMPOTEHH.

Xapaxmepucmuka npu nayuenmume
®apMaKkOKHHETHKATa Ha CHTArJIMITTHH € KAaTO L0 CXOHA NMPH 3/1paBH YYaCTHH
auaber tun 2.
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bvbpeyno yepeocoane

[IpoBeAEHO € OTKPHTO NpOyUBaHe NMPH €AHOKPATHO NPWIOKEHHE 33 OLICHKA Ha (apMaKOKHHETHKATA
HA HaMaJIcHa 03a CHTAraUnTHH (50 mg) NpH NaLMeHTH ¢ pa3IMYHA CTETIEH HA XPOHUYHO O1LOpeuHo
YBpEXKJaHe B CPAaBHEHHE Che 3ApaBd KOHTponH. [IpoyusaneTo sunoYBa nauueHTH ¢ 6n0peuHo
yBpEXAaHe B Jieka, YMEPEHa WK TexKa cTerneH, kakto H naueHTH ¢ TCbH Ha xemoauanuia. Oceen
TOBa, eexTHTE Ha OBOpeUHo YBpeXKaAaHe BbPXY GapMaKOKHHETHKATA Ha CHTAIVIHITTHH HPH NaUMEHTH
¢ nuader THn 2 U 6L0peuHo yBpexaaHe B JIeKa, YMEpEHa MIIH TexkKa creneH (BkmouuTenHo TCbH), ca
OLIEHEHH Upe3 MOMyJallMOHHH (PapMAKOKHHETHYHH aHAJIM3H.

B cpaBHeHHE ChC 34paBH KOHTPONH, nnasmeHata AUC Ha CHTarMITHH ¢€ NOBHILABA NPHOIHINTENHO
1,2 nbTH npH naumeHTH ¢ 6p6pedHo yBpexaaHe B neka crened (GFR = 60 no <90 ml/mun) 1
cBLOTBETHO 1,6 NbTH NpH nauueHTH ¢ 6BOpeuHo yBpexkaaHe B ymepeHa crenel (GFR 2 45 no

< 60 ml/mun). Toii KaTo pasMepbT Ha NOBHILICHHETO HE € KIIHHUYHO 3HAYHM, HE CE€ Hajara
KOpPHrupaHe Ha 03aTa NpU TE3H MalHEeHTH.

[TnasmeHara AUC Ha CHTarJIHITHH € NOBHUILABA NPHOMHUIUTENHO 2 MBTH NMPH NAUMEHTH ¢ OBOpeuHo
yBpexaaHe B ymepena creneH (GFR > 30 no <45 ml/MuH) H npubax3KuTENHO 4 MBTH NPH NALHEHTH C
616peuno yBpexaaHe B Texkka creneH {(GFR < 30 ml/mun), Bkmounrento naunedtd ¢ ESRD
HaxeMoaHanu3a. CHTarIMITTHH C€ OTCTPaHABa yMepeHo npu xemoauanusa (13,5 % 3a 3- no 4-yacosa
XeMOJHaTH3Ha CEeCHA 3anouBalla 4 yaca clell IPpHIIOKEHHETO).

Ueproopobro yepesxcoane

He e neobxonma kopekiusa Ha 103aTa CHTArAKITTHH NPH NAUMEHTH € JIEKO WIH YMEPEHO
yepHoapobHo yBpexaaHe (ckop no Child-Pugh < 9). Hama xwinHHYEH ONKUT ITPH NALKEHTH C TEXKKO
yepHoapobHo yspexaaHe (ckop no Child-Pugh > 9). B c»tioro Bpeme, Tbii KaTO CHTArIHNTHH CE
eJIMMHHHpa OCHOBHO upe3 0bn0peLyTe, HE C€ 04AKBA TEXKOTO YEPHOAPOOHO yBpeKIaHe 1a NOBIHAe
BLPXY (PAPMAKOKHHETHKATa Ha CUTarJIUITTHH.

Cmapuecka év3pacm

He ce nanara kopekums Ha 103aTa B 3aBUCHMOCT OT Bb3pacTTa. B3 ocHOB2 Ha nonynauMoHeH
dapMaKOKHHETHYEH aHanu3 Ha faHHH oT Va3a | u Daza 1, Bp3pacTTa He OKa3Ba KNTHHHYHO 3HAYHM
edeKkT BLpXy apMaKOKHHETHKATA Ha CHTArJIMITTHH. YYaCTHULIMTE B CTapyecka Bb3pact (65 ao 80
rOAMHH) HMaT NpUOITH3UTENHO 19 % NO-BUCOKH NIa3MEHH KOHLCHTPALMH Ha CHTArjJMITHH B
CpaBHEHHE C NMO-MJIaAH YYaCTHHLH.

Heouampuuna nonyaayus

dapMakOKHHETHKATA Ha CHTArJMITTHH (eaAuHH4YHa ao3a 50 mg, 100 mg nin 200 mg) e uicnensanHa
MpH NEAHATPHYHH MaUMEHTH (Ha BL3pacT oT 10 ao 17 roauun) ¢ anaber Tun 2. [Ipyn Tasu nonynauns,
AUC Ha CHTArJIMNTHH B NJ1a3MaTa, KOPHrHpaHa crpaMo a03arta, € npudnusurenHo 18 % no-Hucka
OTKOJIKOTO NpPH BB3pacTHH nauKeHTd ¢ adabet tvn 2 npu ao3a 100 mg. He ca nporexganu
NPOYYBaHHA ChC CUTAMIHITTHH NPH NEAWAaTPUUHH NALHEHTH Ha Bb3pacT < 10 roauHm.

Lpyeu xapakmepucmuxu na nayuenmume

He ce Hanara kopeKkLMs Ha J03aTa B 3aBHCHMOCT OT MOJ1, paca WK UHAEKC Ha TenecHa Maca (BMI).
Te3n xapakTepHCTHKH HAMAT KIHHHYHO 3Ha4MM €(EKT BLPXY (PapMaKOKWHETMKATa HAa CHTArIMNTHH
criope KOMOHMHHpaHHs aHANK3 Ha JapMaKOKHHETHYHHUTE AaHHH OT Pa3a | v nonynauHoHeH
(papMaKoKUHETHYEH aHaIM3 Ha JaHHH oT Qaza l w Paza ll. .

eTdOpMHH
Aﬁcapﬁum
Cnen nepopanHa go3a MeTdopMHH, Tmax ce ,uocrnra 1o 2,5 yaca. AbcomoTHata OMOHATHYHOCT Ha
tabnerka merpopmuH 500 mg ¢ npubnusurenno 50-60 % npu 3apaBy yHaCTHHLH. Cnewuﬂa

003a, HeabcopbHpaHaTa (pakLMi, OTKPHTA BbB cl;elcannm e 20-30 %.

Cnen nepopaneH npueM, abcopOuusTa Ha METQOPMHH € HACHLIALA CE H HE
¢apMakoKBHeTHKATA Ha abcopbunaTa Ha MeTdopMHH ¢ HeamHelHa. [Ipy obuu
H I030BH CXEMH, IUIa3MEHHTE KOHLIEHTPALMHU NMPH CTALIMOHAPHO ChCTOAHHE ce
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24-48 yaca ¥ kaTo UANoO ca no-Hucku ot 1 pg/ml. Ilpy kOHTPONHUpaHH KITHHHYHH NPOYYBAHHS,
MaKCHMAJTHKTE TUIa3MEHH KOHLIeHTpauHy Ha MeTdopMuH (Cmax) He npesuinapat 5 pg/ml, nopu rpx
MaKCHMAHK JO3H.

XpaHaTa HaManaBa cTeneHTa | cabo 3abapa abcopbumsaTa Ha meTdopmuH. Cnea NpHUNOKEHHE Ha
no3a ot 850 mg, ce Habmonana 40 % no-HHCKa MAKCHMAaJIHa NNa3MEHa KOHLEHTpaLus, 25 %
HamaneHHe Ha AUC m yawpkasase ¢ 35 min Ha BpEMETO N0 JOCTHraHe Ha MakCUMaliHa fula3MeHa
KOHLUEeHTpauus. KnuHH4YHAaTa 3HAUMMOCT HA TOBA NOHHKABAHE HE € H3BECTHA.

Pasnpeodenenue

CBBbp3BaHETO C ILIA3MEHUTE NPOTEHHH € He3HaYHTeNHo. MeThopMHEH ce pasnpenens B epUTPOLIMTHTE.
KpBbBHUAT UK € NO-HACHK OT IU1a3MEHNA MUK H C€ NOABABA NPHOIH3IUTEIHO N0 CHIIOTO BPEME.
UepBeHHTE KPBBHH KIETKH Hal-BEPOSTHO NPEACTABIABAT BTOPHYCH KOMITAPTUMEHT Ha

pasnpeaenenve, Cpeanust Vd papupa mexay 63 — 276 1.

buompancgopmayun
MeTdopMHKH ce eKCKpeTHpa HEMpPOMeHeH B ypHHaTa. [Ipu xopaTa He ca yCTAHOBEHH METabONNTH,

Enumunupane

bnOpeunHaT kKnHpbHC Ha MeTdopMuH € > 400 ml/MuH, koeTO NOKa3Ba, Y& METPOPMHH C€ ETUMUHHPA
ype3 roMepynHa guarpauns W TyGynHa cekpenus. Cnea nepopaiHa fo3a, MPUBUAHUAT TEPMUHANEH
€NIUMHHALHOHEH NOJYKUBOT e npubanzurento 6,5 h, Korato On0peunara ¢pyHkums e yBpeaeHa,
6BOpeuHna KNHPLHC C€ HaMalABa B CbOTBETCTBHE ¢ TO3H HA KPEATHHHMHA H CNeJOBAaTENHO
eNTHMHHALMOHHHSAT NMOJTYKHMBOT C€ YAB/DKABa, KOETO BOAH A0 NMOBHUICHH HUBA Ha METGOPMHUH B

nia3Mara.
5.3 [IlpeaknnanuHn JaHHHA 32 6e30DACHOCT

He ca npoBexkaann npoyuyBaHHs BbPXY >XKHBOTHH ¢ KOMOHHHpaHUTE TabneTkH
CHTarJ1BnTHH/METPOPMHH.

[Ipu 16-ceqMHUYHHK NMPOYYBAHHKA, B KOHTO KYHeTa Ca TPETHPAHH KIH ¢ METQOPMHH CAMOCTOSTETHO WITH
¢ KoMOMHaLMA OT MET(QOPMHH M CUTArJIMITTHH, HE € HaONKJaBaHa AOMBJIHUTEIHA TOKCHYHOCT OT
koMOnuauuaTa. NOEL B te3u npoyuBaHHa ce HabMoaaBa MpH €KCIO3HLIMA HA CHTAITIHITTHH
NPUONH3HTENHO 6 IMBTH MO-BUCOKA OT Ta3M MPH XOPa U NPH eKCNO3NLUHNA Ha METQOPMHH
npuOIU3HTENHO 2,5 TBTH NI0-BHCOKA OT Ta3H NpH Xopa.

CneaHHUTE 1aHHH ca HAXOJAKH NPH NMPOY4BaHUA NPOBEACHH ChC CHTArJIMITHH UK METQOPMHH
CAMOCTOATEITHO.

CyrarJaunrus
BnOpeuHa u uepHoApoOHa TOKCHYHOCT c€ Habn0aaBa NPH rpyu3avK NpH CTOWHOCTH HA CUCTEMHA
€KCTIO3ULIMS S8 MbTHU NO-BUCOKH OT HUBOTO Ha EKCIIO3HUMATA IPU XOPa, a8 HUBOTO Oe3 edekT €
OnpeaeneHo Ha 19 muTH No-BUCOKO OT TOBA MPH XOpa. AHOMAJIMM HA pe3luMTe cc HabJoaaBaT npu
TUTBXOBE MPH HUBA Ha €KCIO3HLMA 67 ITBbTH MO-BUCOKK OT HHBOTO HA KIIHHUYHA €KCMO3HLIHA; HUBOTO,
6e3 edexT npu Tazn HaxoAKa € 58 MLTH NO-BHCOKO, CBINIACHO PE3YITATHTE OT 14-CEAMHYHO
NPOYYBAHE MNPH IUTbXOBE. 3HAYEHHETO HA TE3H HAXOAKH NIPH XOpa HE € H3BECTHO. TPaH3HTOPHH,
CBBP3aHH C JICYEHHETO (PUIHYECKH NPOABH, HAKOH OT KOHTO NPEAINonaraT HalMuHeTo Ha
HEBPOJIOrHYHA TOKCHYHOCT, KAaTO JMIIAaHe ¢ OTBOPEHA YCTa, CAlTHBALIHA, eMe3UC Ha Oana niaHa,
aTaKCHi, TpenepeHe, HaMaNeHa akTHBHOCT W/HTH U3rbpbeHa nosa ce Habmopaear fipy Kyuera np
HHB& Ha €KCNIO3HUMA NPHOMH3UTENHO 23 MLTH NO-BUCOKH OT HHBOTO Ha KINBHHYHA €KCMO3MLIUA.

OcBeH TOBa, MHOTO JIeKa A0 JIEKa KOCTHO-MYCKYJIHa AereHepauus ce HabmosaBa H XHCTOJIOTHUHO MpH
O34, BOAEIIH A0 HHBA Ha CHCTEMHA €KCNO3HLMA NPHOMH3HTENHO 23 ITETH NO-BH
eKCno3uuKA npH xopa. [1pu Te3u pesynratu, HHBOTO 63 €BEKT € NpH EKCNO3K
BHCOKA OT HHBOTO HAa KJIHMHMYHA €KCIO3HLIHA. -
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CUTArIMNTHH HE 10Ka3Ba FTeHOTOKCHYHOCT B X044 Ha NPEAKIHHHYHY Npoy4yBaHusa. CHTArNUITHH HE €
KaHLieporeHeH NpH MULIKH. [Ip1 MIbxoBe MMa NOBUILEHA YECTOTA Ha YEPHOAPOOHK aIEHOMH H
KapLIMHOMM NpH HUBA HA CHCTEMHA €KCMO3MIIUA S8 MbTH NMO-BHCOKH OT TE3H NpH Xopa. Tbi KaTo €
YCTAHOBEHO, Y€ XENATOTOKCHYHOCTTa KOPENHpa ¢ HHIYLMpaHeTO Ha 4epHOAPOOHa HEOIU1a3Ks NpH
[UTbXOBE, Ta3H MOBHLIEHA YECTOTA Ha YCPHOAPOOHH TYMOPH NPH TUTBXOBETE € BEPOATHO BTOPHYHA,
BCJIEZICTBHE Ha XPOHHYHA XE€NAaTOTOKCHYHOCT MpPH Ta3H BUCOKA no3a. [lopaau BUCcoKaTa rpaHHila Ha
OesonacHoCT (1 9-ITbTH NO-BHCOKA NPH TOBa HUBO 6¢€3 e(eKT), Te3H HEOIUTACTHYHH NPOMEHH He ce
CYMTAT PEeNneBaHTHH 3a XOpaA.

He ca HabmoaaBaHH CBBP3aHH C IEYEHHETO €PEKTH BbpXy QEepTIIHTETA MTPH MBXKKH H )KEHCKH
[UTEXOBE NOAYYHIH CUTArJIUITTHH NPeay H No BpeMe Ha YH(PTOCBAHE.

[Tpu npoyuBaHe BLPXY NMpe-/NOCTHATAIHOTO Pa3BUTHE Ha TUTbXOBE CHTAIIMITTHH HE NOKa3Ba
HEXKENIaHH PEaKLIHH.

[TpoyuBaHMATa BbpXY pPENPOLYKTHBHATA TOKCHYHOCT NOKa3BaT HATMYHETO Ha CBLP3aHa C JICYEHHETO,
JIeKO YBelHUeHa yecToTa Ha MandopMallMi Ha peOpaTa Ha Pperyca (MMNCBaLM, XMMTOMIACTHYHH H
TU1aBalliy pebpa) NpH NOKOJEHHETO Ha LUTbXOBE NMPH HUBA HAa CHCTEMHA €KCTTO3HLHA NoBeye oT 29
TbTH MO-BHCOKH OT T€3W NpH Xopa. TOKCHYHOCT Ha Maiikara c¢ HabaAaBa npH 3afiiy NpU HUBA
nopeve OT 29 MbTH NO-BUCOKMK OT HUBATa Ha €KCNO3nLUMA npu xopa. [lopaau BucokaTa rpaHdlia Ha
6€30MacHOCT, Te3H HAXOJKH HE MPEANOaraT ChlECTBYBAHETO HA CHOTBETEH PHCK 34
PENPOAYKTUBHOCTTA NpH Xopa. CHTArJIHNTHH Ce CEKpeTHpa B 3HAYMMH KOJIHYECTBA B MJIAKOTO Ha
NaKTHpALY IUTLXOBE {OTHOLIEHHE KbpMa/TUlasMa: 4:1).

MerdopMuH

[MpeaKTHHRYHKTE AaHHW 38 MET(POPMHH HE pa3KpHBAT 0COOEH PHCK 3a Xopara Ha Oa3ara Ha
KOHBEHLIHOHAIHH (hapMaxKoNOriyHH Npoy4YBaHHA 3a 0€30MacHOCT, TOKCHYHOCT NPH MHIOKPAaTHO
puiaraHe, reHOTOKCMYHOCT, KapUHHONE¢HEH MOTERLMAN, pENPOAYKTHBHA TOKCHYHOCT.

6. ®APMALEBTHYHH JAHHH
6.1 CnuchK HAa DIOMOIHHTE BEeIIECTBA

SAnpo na Tabnerkarta

MHUKpoKpHCTanHa uenynosa

[Tosunon K29/32

HaTpues naypuicyndgar

MarHeauen creapart (Ph.Eur.) [Ha pacTturenta ocHoBa] (E470b)

duamoro noxkpuTHe Ha TabneTkara or 50 mg/850 mg

Makporon (PEG) nonuBHHIIOB a1KOXO0J, npucaaeH cenonumep (E1209)

Tank (E553b)

Turanos anokcua (E171)

["nuuepnn MOHO- U AMKANPUIOKANpPaT, NIHUEPONOB MOHOKanpunokanpar tun 1 (E471)
YacTHUHO XHAPOAH3HPAH NoJWBUHMWITOB ankoxon (E1203)

UeppeH xeneseH okcua (E172)

®unmoso nokpuTue Ha Tabnerkata oT 50 mg/1000 mg
Makporon (PEG) nonuBHHWIOB ankoxo, npucaaeH conoaumep (E1209)

Tank (E553b)
Twranos nuokcua (E171) R
YepreH xeneseH okeua (E172) 27 A ; -

[ nHuEeprUn MOHO- B OHKARPWIOKANpPAT, rMMLEPOJIOB MOHROKANPWIOKANPAT THI |
YacTHuHO XHAPOIH3UpaH noau(BHHUIOB) ankoxon (E1203)
Uepen xenesen oxcup (E172)
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6.2 HecnBMeCTHMOCTH

Henpunoxumo

6.3 Cpok na roasocrt

2 roANHHU

6.4 ChnenHalHH YCJOBHA HR CLXPAHCHHE
Ha ce cpxpanasa noa 30°C.

6.5 Baan cpabpKAHRE HA ONNAKOBKATA

PVC-PVDC /AnyMuHHKeBH 6nncTepH
OnakoskH no 14, 28, 30, 56, 60, 98, 112, 196 ¢unmupaun Tabnerku.

HDPE 6yTwiky, chbabpxxalun KOHTEAHEp ChC CyIUUTeN CHITHKAreN B Kanavero.
Onaxkopku no 196 punmupann rabnerky.

He BCHUKH BHAOBE OfTaKOBKK Morat Aa ObJaT MyCHATH Ha na3apa.
6.6 . CrnenHaJHH NpeANA3ZHH MEPKH NPH HIXBLpASHE H paboTa

Heu3nonzpaHUAT JEKApPCTBEH IMPOAYKT WIH OTNAABYHHTC MATCPHAIIH OT HCT'O Tpaﬁaa Aa C€ N3XBDBPIAT
B CHOTBETCTBHE C MCCTHHUTEC M3INCKBaHHA.

7. TIPUTEXATEJI HA PAZPEIIIEHHUETO 3A YIIOTPEBA
Tesa Qapma EA/J]

yin. ,J10b0a Beanuxosa* Ne 9, rp. Codus 1407
bbwnrapus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

Merdopmakc Kombu 50 mg/850 mg prunamupanu tabnerku — per. Ne 20220119
Merdopmare Kombu 50 mg/1 000 mg ¢punmuparu tabnerku — per. Ne 20220120

9. JATA HA ITHPBO PAZPEHIABAHETIOJHOBSBAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Hata Ha mbpBO paszpewasane: 12.04.2022
JlaTa Ha nocneaHoO MOAHOBABAHE:

10. [IXATA HA AKTYAJIH3UPAHE HA TEKCTA
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