KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHUS ITPOAYKT

Mercurnetuk 50 mg/850 mg dunmupanu TabiaeTKu "/J?‘// J /‘5) >/‘PJ
Metsigletic 50 mg/850 mg film-coated tablets 1
6§X860 -7 19-05- 2005

Mercurneruk 50 mg/1 000 mg dunmupanu TabieTKH
Metsigletic 50 mg/1000 mg film-coated tablets

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Bcsika TabneTka ChAbPHKa CHTArJIMITTHH XHAPOXJIOPHI MOHOXH/IPAT, EKBUBAJICHTeH Ha 50 mg
curarunTul (sitagliptin), n 850 mg MeThOpMHHOB XUAPOXJIOPHA (metformin hydrochloride).

Besika TabiieTka ChAbPKa CHTArJIMNTHH XHAPOXJIOPHI MOHOXH/IPAT, €KBHBaJIEHTeH Ha 50 mg
cutarnunTud (sitagliptin), u 1 000 mg MeTdopMHHOB XuapoXaopHua (metformin hydrochloride).

3a [MbJIHKS CIIMCBHK Ha MOMOILIHUTE BELECTBA BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabdserka.

Metcurieruk 50 mg/850 mg ¢punmMupanu TabiieTKH:

OBaJTHH, IBOWHOU3IIBKHAIH PO30BH (GHIMHpaHH TabIeTkH, ¢ BATBOHATO penedHo o3HaveHue ,,850™ oT
eaHaTa CTpaHa.

JTemxuHaTa Ha Tabnerkara e mexay 19,9 u 20,4 mm, a wuupyuHaTa € Mexay 9.7u 10,2 mm.

Metcurnetuk 50 mg/1 000 mg punmupanu TabIETKH:

OBaJIHH, JBOMHOM3MBKHAIM YepBEHH (pHIMHpaHH TaONeTKH, ¢ BATBOHATO peiepHO O3HaYeHHe L1000 ot
e/lHaTa CTpaHa.

JIbpkuHaTa Ha Tabnerkarta e mexay 21,1 1 21,6 mm, a wmpunaTa e meskay 10,3 u 10,8 mm.

4. K/IMHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS
[Ipu BB3pacTHH MAUMEHTH ChC 3aXapeH auabeT Tun 2.

MeTCHUITIETHK € MOKa3aH KaTo AOMbJIHEHHE KbM JIM€Ta U YIIPaXKHEHHs 3a M0100psABaHe Ha INIMKEMHYHHS
KOHTPOJI TP MALMEHTH, TIPU KOUTO HE € MOCTHIHAT 3a/I0OBOJIMTE/ICH KOHTPOJT ¢ MaKCHMaHaTa noHoCHMa
3a TAX 71032 MeT(OPMHH CaMOCTOATEIHO HJTK KOMTO BEYe Ce JIEKYBAT C KOMOWHALMs OT CHTArJIMIITHH H
MET(OPMHUH.

MeTCUrIIETHK € MOKa3aH B KOMOUHALMS cbe cyadaHunypeiHy Nponu3BOHHU (T.€. TPOHHO KOMOHHHPAHO
IeYEeHHE) KaTo JOIMTbJIHEHHE KbM JMeTa U YIPaKHEHHs MPH MaLMEHTH, MPH KOUTO HE € MOCTHrHAT
3a710BOJIMTEJIEH KOHTPOJI C MAKCHMAIHATA MOHOCHMA 3a TAX /1032 METHOPMHUH H CyJipaHuITypes.




MeTCUITIETHK € MOKa3aH KaTo TPOMHO KOMOHMHHPAHO JIEHEHHE C NMEPOKCH3OMEH npoiudeparop-akTHBHPaH
penerrrop rama (PPARY) aroHucT (T.¢. THA3ONMAMHANOH) KaTo ACITBIIHEHHE KbM HETa U YNIPAKHEHH
IIPH NMAIMEHTH, IPH KOUTO HE € TOCTHUTHAT 34JI0BONIUTEIICH KOHTPOJI C MAKCHMAJTHATa NOHOCHMA 3a TAX

nosa MergopmuH U PPARYy aroHucT.

MeTCHIMIETHK CHIO € MOKAa3aH KaTto Ao0aBKa KbM HHCYJHH (T.€. TPOHHO KOMOHWHHMPAHO JIeUeHHE) 32
JOITbIHEHHE KbM AHETATa H YNPaKHEeHHATA 33 NoA00pABaHe HA IMIMKEMHYHIA KOHTPOJ [IPH MalMCHTH,
KOraTo NOCTOSHHATA A03a HA MHCYJIHH U METQOPMHH CAMOCTOATETHO HE OCHIypABa aICKBATCH
IMTUKEMHYEH KOHTPOJL.

4,2 J{o3HpOBKA H HAYHH HA NPHJIOKEHHE

O3UPOBKa

JIo3¥POBKATA HA AHTHXHIIEPIITHKEMHYHOTO eueHHe ¢ MeTCHrIeTHK TpsaGBa Aa Obae MHAHBHAYATH3NPAHA
Ha 5a3aTa HA HACTOALLMSA PEXKMM Ha NalldeHTa, €PEeKTUBHOCTTA U TOICPAHTHOCTTA, KATO HE CE NPEBULIIABA
MaKCHMaJTHaTa MPenopbyBata qHeBHa fo3a oT 100 mg CHTarnunTHH.

Buv3pacmnuu c nopmanna 6vopeuna dynxyua (GFR 290 ml/mur)

[IpH NALKEHTH, NPH KOUTO HE € MOCTAFHAT 32/IOBOJIMTENICH KOHTPOJI ¢ MAKCHMANHATA NOHOCHMA 1033
MeTHOPMHH KaTO MOHOTEDANHA

[IpH nalMeHTH, TPy KOUTO HE € MOCTHIHAT 33/I0BOJIMTENICH KOHTPO € MeT(HOPMHH CAMOCTOATENHO,
oGHuaiiHaTa HaYAIHA 032 TPAOBA a JOCTaBH 4033 CHTALIMITHH B f03a 50 mg 1Ba NbTH AHEBHO (100 mg
o61la qHEBHA 1032a) TUIIOC Ao3aTta MeTQOPMUH, KOATO Beve € NpUeMaHa.

[Ipy MauyeHTH, KQUTO NPEMHHABAT OT €IHOBPEMEHHO MPH/IAraHe Ha CHTATIMITHH W MeThOopMHUH
TTpy MANMEHTH, KOHTO MPEMHUHABAT OT €IHOBPEMEHHO MNpPHIIaraHe Ha CHTATTHIITHH H MeT(HOPMHH,

neueHHeTo ¢ MeTcHurneTuk TpAGRa [a ce 3anoyHe ¢ 103aTa CHTArTUNTHH 1 METQOPMHH, KOATO BEUe e
[IPUEMaHa.

[Ipy nauMeHTH, IPY KOWUTO HE € MOCTHTHAT 33A0BOIWTE/IEH KOHTPOI € NBOHHO KOMOMHHMPAHO JIEYEHHE C
MaKCHMaJHaTa IOHOCHMA 1034 MeTQOpMHUH U cyndaHunypes

Jlo3ara TpAGBa Aa AOCTABH CHTAMIMMTHH B A03a 50 mg ABa METH AHEBHO (100 mg obuia gHEBHA 1034) U
n03a METHOPMHUH, TToA0GHA Ha 103aTa, KOATO Beye € npreMaHa. Korato MeTCUrneTHK ¢€ U3M0JI3Ba B
KOMOHHALHA che cyndaHuTypes, MokKe J1a ce HaoxXH ynoTpebara Ha Mo-HHCKA 1034 cyndanunypesd, 3a
fa Ce HaMaJIH PUCKBT OT XHIIOJIMKeMHs (BXK. To4ka 4.4).

[py nalMeHTH, Y KOUTO He € MOCTHIHAT 3aJ0BO/IMTe/IeH KOHTPOJ1 ¢ IBOHHO KOMOHMHHDAHO JICYEHHE C

MaKCHMATHATA NOHOCHMA J03a MeTdhopMuH u PPARY aroHuCT

TTo3aTa TpA6Ba Ja AOCTaBH CHTANTUITHH B 1038 50 mg ABa OBTH JHEBHO (100 mg obima nHeBHa no03a) H
no3a MeThopMHH, noaodHa Ha 03aTd, KOATO BeUe € pHeMaHa.

[Tpy naLMeHTH, P KOKWTO HE € MOCTUTHAT 3a/I0BOJINTENEH KOHTPOJL C IBOMHO KOMOWHUPAHO JISUEHHE C

MHCYJIMH H MaKCHUMAaHaT4d [NOHCCHMA 034 MBT@OEMHH

Jo3ara Tpa6Ba Aa OCTAaBH CHTAIIMNITHH B 1033 50 mg ABa MBTH JHEBHO (100 mg oOmia aAHeBHa 103a) 1
1033 MeThOPMHUH, TIOAOOHA HA 103aTa, KOATO Beye € npueMaHa. Korato MeTcUrJiETHK Ce U3MOJI3Ba B
KOMOMHALIMA ¢ WHCYJIMH, IO-HHUCKA [103a HHCYJIMH MOXE 1a € He0OXOANMA 32 PEAyLIHPaHe Ha pUCKA OT
XUMOrnHKeMHs (B3K. Touka 4.4).

3a paznuuHuTe 103U MeTGOPMHH, MeTcurneTsk ce npeasiara B KOHLCHTpALKA o 50 mg CHTaraHuNTHH K
850 mg merdopmMuHoB xuapoxinopua wik 1 000 mg MeTpopMHHOB XUAPOXJIOPHA. *




Beuuky MauueHTH TpAOBa Aa Npoab/DKaT npenopbyaHaTa WM QHETA C afeKBaTHO paslpeleNCHUE Ha
npHeMa Ha BBIVIEXMPATH Npe3 NeHA.

CroelyalHy nonynanmH
Bvbpeuno yspeocoane

He ce Hanara KOpEKLMs Ha 103aTa NPH NalHEHTH ¢ JIeKo 6BbOpe4HO yBpexaaHe (CKOpOCT Ha IrMTIOMepyJiHa
¢wrrpauusa [GFR] >60 ml/mun). [peau 3ano4saHe Ha JieHeHHe ¢ POLYKTH, ChABPKaLlH MeTPOPMHH,
Tpsa6Ba 4a ce Hanpasu ouieHka Ha GFR crofiHocTHTE, 4 CAej TOBa — MOHE BEAHDBXK FOAUIIHO. [Ipu
[TALMEHTH ¢ NOBHIIEH PHCK OT MO-HATATBLIHO NporpecHpane Ha ObOPEUHO yBpEXKAaHE M NIPH MALMEHTH B
cTapyecka Bh3pacT TpAOBa Mo-4ecTo a ce NpaBH OLEHKA Ha 616peuHara GyHKIMA, HAPHMEP HA BCEKH 3-
6 meceLia.

3a NpeANOYHTAHE € MAKCHMAIIHATA JAHEBHA 11033 MCTGOPMHUH /1A 6bae pazneneHa Ha 2-3 AHEBHH A03M.
DakTOpH, KOUTO MOTAT /1a YBENHYAT pHcKa OT NaKTaTHA alK03a (k. TOUKa 4.4), TpsiGBa na Obaar
npepasriieiaHi, pean Ja ce 0OMHCIH 3alo4YBaHETO Ha JICHEHHE C meTdopmuH npu nauueHTH ¢ GFR<
60 mi/MuH.

AKO He € JoCTHITHA 103084 ¢opMa Ha MeTCHINeTHK ¢ aleKBaTHO KOJIHYECTBO Ha aKTHBHOTO BEHICCTBO,
BMECTO KOMBGHHaIMs ¢ PUKCHpaHu N03H TpAOBaA Aa e M3MO0JI3BAT HHANBHIYATHH MOHOKOMITOHEHTH.

GFR ml/man MetdopMuH CHTarJunTHH
60-89 Maxcumannama oHeana 003d e Maxcumannama OHe8RA 003A €
3 000 mg. 100 mg.

Mooice 0a ce obmucau nonudxcasane Ha
003ama b8 8PBLIKA C HAMARAGAHEMO

Ha bvbpeunama ynxyua.
45-59 Marxcumannama onesna 003a e Maxcumannama onegHa 003a €
2 000 mg. 100 mg.

Hauannama 0034 € Hau-MHO020
NOROBUHAMA OM MaxcuManiama 003a.

30-44 Maxcumannama Onegra 0oza e Maxcumannama oxHegra 003a e
1 000 mg. 50 mg.

Hauannama 003a e Hau-mMHozo
NROJOBUHAMA OM MAKCUMARHAmMa 003d.

<30 Memopmun e npomugonoxasan. Maxcumannama Oneena 0o3a e
25 mg.

YepnoOpobHo yapescoane
MeTCHIIIeTHK He TpA6Ba Jia C& W3MON3Ba MPH NMalHeHTH ¢ YEPHOIPOOHO yBpeXaaHe (BXK. TO4Ka 5.2).

Cmapuecka ev3pacm

Toii KaTO MeTHOPMHH W CHTATIIMITTHH Ce eKCKpeTHpaT 4pes 610penuTe, MetcurneTuk Tpabea ga ce
M3MOJI3BA C MOBMIIEHO BHUMAHUE TIPH HaNlpeABaHe Ha Bb3pacTra. Heo0Xx0auMO € MOHMTOpUpaHKE Ha
6b6peunara GyHKIMA, 32 Aa e NOAMOMOrHe NpeAna3BaHeTo OT CBbP3aHaTa C MeT¢GOPMHH JIAKTaTHA
alK/03a, Hali-Beye B CTap4YecKa BB3pacT (BXK. TOUkH 4.3 u 4.4).

Ieduampuuna nonyaayus
BesonacHocTTa M epMKacHOCTTa HA METCHIVIETHK MPH ACLA K FOHOLIH OT DAXAAHETO actT < 18
roAMHU HE ¢a YCTaHOBEeHHU. JIMnCBaT 1aHHH,




HauwH Ha NpUIOKEHUE
MeTtcurneTiuk 'rpﬂﬁna na ce mpyUeMa ABa ITbTH JHEBHO C XpaHa 3a HaMa/IsBaHe Ha HeXXeJIaHHTE PEeaKLIHH OT

CTpaHa Ha CTOMAIIHO-4YPEBHHS TPAKT, CBbP3aHH C MeT(OPMHH.

4.3 IIpoTHBONOKA3IAHHS

MeTCUrNieTHK € IPOTHBOIIOKA3aH NMPHU NALMEHTH CBC:
- CBPBXYYBCTBUTEHOCT KbM AKTHBHMTE BELUECTBA WK KbM HAKOC OT MOMOLIHHTE BOLICCTEA,
u3bpoeHu B Touka 6.1 (Bx. ToukH 4.4 u 4.8),
- BCEKM THI ocTpa MeTabonuTHa anuao3a (KaTo TaKTaTHa aluao3a, nuabeTHa KEeToailna03a),
. nuadeTHa NpeKoMma,
- Texka 6uopedna HemocrarbuHocT (GFR <30 ml/MHH) (BXK. TOUKa 4.4);
- OCTPH CHCTOSTHHA C BB3MOXHOCT 1a U3MEHAT ObOpeuHarTa byHKUHS, KATO:
- JeXuaparalusa,
- TEXXKH HHPEKLIMH,
- ILIOK,
- BLTPECHAOBO MPHUIOKEHHE Ha HONMPaHH KOHTPACTHH BEILECTBA (Bx. TOuKa 4.4);
- OCTPO WM XPOHUYHO 3a60sIsiBaHe, KOETO MOXE J1a NPHYHHH XHIIOKCHA HA THKAHUTC, KaTo.
- ChpAleYHa WIM pecnyupaTopHa HeJOCTaTBYHOCT,
- CKOPOLIEH MHOKapeH HH]APKT,
- 1IOK;
- yepHOAPOOHO YBpeKIaHe;
- OCTpa aJIKOXO/THA UHTOKCHKALIMA, ANKOXOMH3IbM;
- KbpPMEHE.

4.4 CroeusHajHH NpeaynpeXACHAR N NPEANA3IHH MEPKH NPH ynoTpeda

O6u1u
MeTCHINIETHK He TPAGBa J1a Ce U3MO/3Ba NPH MAlKEHTH ¢ AHA0eT THII | » He TpaOBa Ja cH H3MOJI3Ba 34
neyeHvie Ha 1nabeTHa KeToauuao3a.

OcTbp NaHKpeaTHT
YnorpeGara Ha DPP-4 nHxuGHTOPH € CBbp3aHa ¢ PHCK OT Pa3sBUTHC HA OCTBP NaHKPCATHT. [laureHTHTE

Tps6Ba aa 6baaT HHPOPMHUPAHH 33 XapaKTEPHHUA CHMITOM Ha OCTBP MTAHKPEATHT: MEPCHCTHPALNA, MHOTO
cuiHa kopeMHa Gonka. Crnell IpeKkpaTsiBaHe Ha CHTAIJIMIITHH Ce Ha6J1l0JaBa OTIIYMABAaHE HA MaHKpeaTUTa
(che WiH Ge3 NOAKBPKALIO JeUeHHe), HO B MHOTO peakH CITyaH € ChoOLIaBaHo 38 HEKPOTH3HPALLl K
XeMOparuyeH NaHKpeaTUT WHIH CMBPT. AKO HMa CbMHEHHA 32 NTAHKPEATHT, TpadBa fa ce NpekpaTn
NPHUEMBT Ha METCUTTIETHK H IPYTH MOTEHUHATHO NOJ03HPaHy JIEKapCTBEHHN NPOAYKTH; aKo CC MOTBBPAH
OCTEHp NaHKPEaTHT, IPHEMBT Ha MeTcurneTuk He TpsaOBa na ce Bh306HOBgBa, HeoOXx04MMO € NOBHIIEHO
BHHMaHWE NPH NaHEeHTH ¢ aHAMHE3a 3a NAaHKPEaTHT.

JlakTaTHa auuao3a
JlakTaTHaTa alMA038, MHOTI'O PAJKO, HO CCPHO3HO MeTabOoJINTHO YCIIOKHEHHE, HAaW-4eCTO HaCThIBA NPH

0CTpO BROLIaBaHe HA 6BOpeuHaTa dyHKIHA, KAPAHO-PECTTHPATOPHO 3abonsgBaHe WK CETCHC,
HarpynsaHeto Ha METQOPMHH HACTBIIBA MPH OCTPO BJIOLIABAHE HA 6bOpeuHaTa QyHKUHKA H yBEeIUYaBa
PHCKA OT JIaKTaTHA alHao3a.

B ciyuqaii Ha gexvaparauus (TEXKo NoBpbLIaHe, IHApUs, TPECKa WIH HAMAICH fIpHEM Ha TEYHOCTH)
TpAOBa BPEMEHHO Ja C€ Cnipe NPUEMDBT Ha MeT(GOPMHH K € NPEeNopBLUYHTENHO Ja Ce YCTAHOBH BPB3Ka C
MeJHULIMHCKHA CMEIHAITHCT.




[IpHeMbT HA 1EKAPCTBEHH NMPOAYKTH, KOUTO MOTAT OCTPO A1 YBPEIAT 6bp6peuHaTa ¢pyHKUMA (KaTo
AHTHXHMIEPTEH3HBHH cpeacTea, auypetnuu w HCIIBC) TpsOBa Aa ce 3amouHe ¢ NOBHIIEHO BHHMAHHUE NpH
MaLMEeHTH, TeKyBaHHu ¢ MeThOpMHUH. JIpyru pucKOBH (akTOpH 3a JIAKTaTHA all403a Ca NpekOMEPCH
NPHEM Ha AJTKOXOJ1, YepHOAPOOHA HEAOCTATBYHOCT, HEAOCTATHYHO KOHTPOTHPAH auaber, KeTo3a,
NPOIBL/DKMTENHO INAlyBaHe U BCAKAKBH CHCTOAHHSA, CBBP3aHN C XHIIOKCHSA, KAKTO H eJHOBPEMEHHATA
ynorpe6a Ha NeKapcTBEHH NPOAYKTH, KOUTO MOTAT A2 NPHYHHAT JIAKTATHA alinAo3a (Bx. ToukH 4.3 # 4.5).

TanueHTHTe WK GonHornenayure TpAOBa Aa 6bAaT HHQOPMHPAHH 33 PHUCKA OT JIaKTaTHA allHN03a.
JlaKTaTHATA aUMA03a CE XapaKTepH3upa C aLMa03Ha AHCIHEA, KopeMHa 00JIKa, MyCKYJIHH KpaMmIiy,
ACTEHHS W XMAOTEPMHS, NIOCAEBaHH OT KoMa. B ciyuyali Ha CbMHEHHE 33 CUMITTOMH MAUHEHTET TpabBa
na crpe npdeMa Ha MeTGOpPMHH M He3a0aBHO J1a NOTHLPCH Jiekapeka MOMOLIL. JIMarHOCTUYHUTE
nabopaTopHy HAXOAKY ca MOKMKEHO KpeBHO pH (<7,35), MOBMILEHH HKBA HA M/1a3MEHHA NAKTAT (>
mmol/l) ¥ NOBHILIEHa AHHOHHA Pa3/1MKa ¥ CHOTHOLIEHUE JIAKTAT/IIHPYBAT.

Iayuenmu ¢ ycmanoseHu uiu NOOO3UPAHY MUMOXOHOPUATHY 3aDONAEAHUS:

[Ipx nalMeHTH ¢ YCTaHOBEHH MUTOXOHAPHANHH 3a00NABaHMS, KAaTO CHHAPOM HA MUTOXOHApHAITHA
eHIe(aIONATHS C JAKTATHA alM03a U HHCYITONIOA0OHH eMH30IH (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) 1 HacneqCcTBeH quaber ¥ [TyXOTa NO MaWiMHA JIMHHA
(Maternal inherited diabetes and deafness, MIDD), mergopmun He c¢ npenopbysa Nopan pucka ot
0GOCTpAHE Ha NAKTATHA ALMAO3a H HEBPOJIOTHYHH yCIIOKHEHHA, KOHTO MOXKEe ia OBEIAT 20 BIIOIIABAHE
Ha 3a00JIABAHETO.

B ciyyaii Ha IpU3HAUY YU CUMITOMH, [TOKA3aTS/IHH 32 MELAS cuxgpom win MIDD, cnen npuemMa Ha
MeTGOPMHH, JIeUEHHETo ¢ MeTQOPMHH TpAOBa a ce CTpe BeHAra 1 1a ¢ HalpaBHu OBp3a JHArHOCTHYHA
OLICHKA.

Br6peuna pyHKIUS

Tps6Ba Ja ce HAMpaBy OLEHKA Ha cTodHocTHTe Ha GFR npenwm 3ano4ysaHe HA NEHECHNCTO W PEAOBHO CACA
ToBa (BX. Touka 4.2). Mercurneryk e mportusonokasaH npy nauxeHtn ¢ GFR <30 ml/MuH 1 TpadBa na

6bae BpeMEHHO CIPAH NPH HATHYHE HA ChCTOAHHA, KOUTO ITPOMEHAT 6nOpeuHaTa PyHKLUUA (BXK. TOUKA
4.3).

XHNQrTHKEMHS

[MaumeHTH, nony4aBaui MeTcurieTHk B KoMOHHaLMA CbC Cy/IaHUITypes WK ¢ HHCY/IHH, MOXe Ja Ca
H3MI0KEHH Ha PUCK OT XHTornukeMua. CliefoBaTeIHO MOXKe 112 € HeoOX0MMO HaMalsBaHe Ha 103aTa Ha
cynbaHWTypeaTa Wi Ha HHCYNHHA,

Peakiiyi Ha CBPBXYYBCTBUTCIHOCT

MMa nocTMapKeTHHIOBY CHOOLIEHHA 33 CEPHO3HH PEAKIMH Ha CBPBXIYBCTBUTCITHOCT MPH NALMEHTH,
JIeKyBaHH ¢hC CHTArTMITTHH. Te3H peakuus BKIIOYBAT aHA(QHIAKCHA, AHIHOENEM H excdoNnMaTHBHH
ChCTOSHMS Ha KOXAaTa, BKAIOUMTENHO CHHApPOM Ha Stevens-Johnson. HauanoTo Ha T€3H pEakliHH HacThbI1Ba
B paMKHTE Ha THPBUTE TPH MECELA OT 3aN0OYBaHe Ha JISYCHHETO ChC CUTAINIHITTHH, HAKOH ClTyHaH
HaCTBHMBAT CJIeA MbPBATa 103a. AKO ¢€ MOJ03Hpa peakuusa Ha CBPBXTYBCTBHTCIHOCT, NPHEMET HA
MeTtcurneTHk TpaGBa Ja ce npekparty, Tpa6pa Aa ce OLEHAT APYTH NOTCHUHAIHH NPHYNHH Ha CHOUTHETO
i Tps6Ba fia ce HA3HA4M ATEPHATHBHO JicueHHe Ha AuabeTa (BX. Touka 4.8).

byJI03€H IEMPHTO

I[pu nauuenTy, npuemauiyy DPP-4 HHXHOWTOPH, BKIIOUHTETHO CHTATJIUIITHH, HMa TOCTMAPKETUHTOBH
cHOBIEHHS 32 GyNo3eH nemMpUrona. AKO UMa CBMHEHHA 3a Gyio3eH eM(pUroun, MPHEMBT Ha
Mercurnernk TpAOBa 1a c€ NpeyCTAHOBH.

Onepanud
MercurieTuk TpaOBa Aa ce Cpe Mo BpeMe Ha onepauus rnox o0Lila, CrIUHAaIHA WY €NyaypaiHa
aHEeCTe3U. | =




TleueHneTo MoXe Aa 6Bae BL30OHOBEHO He Mo-paHo oT 48 yaca cnea onepanysaTa Win Bb300HOBABAHETO
Ha XpaHEHETO IIpe3 YCTa, M NpH yciIoBHe ue GbOpeurara pyHKUMA € OLEHEHA OTHOBO H € yCTaHOBCHO, 1C
e cTabWiHa.

[IpunoxeHue Ha HOAMPAHN KOHTPACTHH BEWECTRA

B TpechAOBOTO NPHIOKEHHE Ha HOAHpPAHH KOHTPACTHH BELLECTBA MOXe 12 IOBEJIE 10 KOHTpacT-
HHIyLMpaHa HedponaTys, BoJeINa 10 HATPYNBAHETO HA METQPOPMHH H MOBHLIEH PHCK OT JIAKTaTHA
aMao3a. Mercurnetdk TpaOBa Ja ce cnpe npeaH WiH N0 BpeME Ha MpoLeypaTa 3a oOpasHa AMATHOCTHKA
1 He TpabBa Ja ce BB306HOBABA 110 Hali-Masko 48 uaca Cliel TOBa, MPH yCIOBHE HEC O6nOpeunara QyHKIIUA
e OlIEHEHA OTHOBO M € YCTAHOBEHO, e € crabuiHa (Bxk. Touku 4.3 1 4.5).

[IpoMaHa B KIMHUYHUSA CTATYC HA MALUHEHTH ¢ KOHTPOJIMpPaH auaber Tum 2

[auueHTy ¢ auabeT T 2, npeay ToBa AoOpe KOHTpoaMpaH ¢ MeTCUIIETHK, KOWTO pasBUBAT OTKIOHCHHA
B 1aGOPaTOPHH NMOKa3aTe/y WX KIHHKYHO 3ab0/1BaHe (Hak-BEe4E HEACHO WITH cnabo nepurUpano
zaGonsaBane) TpaOBa He3abaBHO fia ce OLECHAT 33 HATMYHE HA KCTOALM03a HIH JIAKTaTHA allHAo3a.
OueHkaTa Tpsa6Ba Aa BIUTIOYBA CEPYMHH €EKTPOIMTH ¥ KETOHM, KPbBHA 3aXap H ako CC Hajiard, pH Ha
KPbBTA, HABA Ha JIaKTaT, MUPYBAT H MeTGOPMHUH. AKO Ce MOABH aUua03a, B KOATO H 13 € gopmMa,
neuennero Tpabsa Aa ce cripe HezabaBHO # TpsaOBa na ce NpeANpHEMAT NOAXOAALIH NPOTHBOAEHCTBALIH
MEPKH.

HaTtpuit
Mercuraetux 50 mg/850 mg dhunMupanu TabNeTKH

Beska Tabnetka Mercurnerux 50 mg/850 mg cuanpika 1,744 mg (0,076 mmol) HaTpHA.
ToBa IEKapCTBO CHABPIKA NMO-MaIko oT 1 mmol HaTpuii (23 mg) Ha tTabiieTka, T.e. MOXKE J1a Ce Kaxe, e
MPAKTHYECKH He ChAbPXKA HATPHH.

Mertcurneruk 50 mg/1 000 mg bunmupanu TabneTku

Bceska Tabnerka Mercuriernk 50 mg/l 000 mg crabvpxa 2,049 mg (0,089 mmol) HaTpHid.

ToBa 1€KapcTBO ChABPIKA Mo-Manko ot 1 mmol Hatpuid (23 mg) Ha TabeTKa, T.€. MOXKE Jla Ce KaKe, 4e
NpPaKTHYECKH HE ChABPa HATPHH.

4.5 BiaumopeiicTBHE C APYTH JeKapCTBeHH NPOAYKTH H ApYrd Gopma Ha B3aHMO/AEHCTBHE

EAHOBPEMEHHOTO MHOTOKPATHO HIpWIaraHe Ha CHTariunTyH (50 mg asa MbTH OHEBHO) H METPOPMUH
(1 000 mg ABa TBTH HEBHO) HE € MPOMEHHNO 3HAYUTENHO PapMAKOKHHETHKATA KAKTO Ha CHTArTTHITTHH,
TaKa ¥ Ha MeT(OPMHH IpH NALMEHTH ¢ Anader Tvn 2.

He ca M3BBPIIBAHM NPOYUBAHHA 32 PapMaKOKWHETHYHH JICKAPCTBCHH B3aHMOACHCTBHA C MeTtcurneTuk;
TAaKHBa MPOYYBAHHA 06ade ca MPOBEKAAHH ¢ OTACAHHTE aKTHUBHY BELUECTBA, CHTATJIMIITHH 1 MeT(HOPMHH.

He ce npenopbyBa chNETCTRALIA yOTpeba

ANKOXON
AJIKOXOJIHATA HHTOKCHKALMA CE CBBP3Ba C [IOBUIIEH PHUCK OT JIAKTATHA aUMA03a, 0COOEHO B CllyyaH Ha
agyBaHe, HEROXPAaHBaHe WIH YepHOAPOOHA HEAOCTATBYHOCT.

HoaupaHu KOHTPacTHHM BELIECTBA

MeTcHrieTHK TpA0Ba 3aARDKHATENHO Ja ¢e CIIpe Npey WK IO BpeMe Ha NpoLeypaTa 3a obpazHa
IHACHOCTMKA U He TpAOBa Na ce Bb30GHOBABa N0 Hak-Manko 48 vaca ciell ToBa, NPH yCJIOBHE Ye
6uOpeuHaTa GYHKLUHS € OLUeHEeHa OTHOBO M € YCTaHOBEHO, Ue € CTabuiHa (Bx. ToukHu 4.3 U 4.4).




KoM6uHauuH, H3MCKBALUW NPEANasHyd MEPKH Npy ynorpeba

HskoH ieKapCcTBEHH MPOIAYKTH MOTAT Aa CE OTPasAT seGnaronpuarHo Ha GpOpeuHaTa GyHKIMI, KOETO
MOJKE Ja YBEJHUYY PHCKA OT JIAKTATHA alna03a, HanpuMmep HCIIBC, BRJIKOYUTENHO CENCKTUBHH
uaxHOHTOPH Ha uuknookcurenasa (COX) 11, ACE HHXUOUTOPH, aHriHoTeH3uH |1 penenTopHH
AHTArOHHCTH ¥ AHYPETHLIH, 0c0OeHO OPUMKOBH AHYPCTHLIH. [py 3ano4BaHETO HIIM ynoTpedarta Ha
TAKKBA MPOAYKTH B KOMOHHaUMSA ¢ METGOPMHH € HeoOX0AUMO BHHMATEIHO APOCieAdBaHe Ha

6nOpeuHaTa GyHKLMA.

ChIThTCTBAIATa YNOTPeOa Ha JIEKapCTBa, KOUTO MOB/MHABAT OOLIMTE TPAHCTIOPTHH CHCTEMH B 6BOpeuHHTe
TyGynH, BKAIO4YEHH B 660 peHOTO ENTMMHHHPAHE Ha mMeTdOpMHUH (Hanp. HHXHOUTOPH Ha OPraHHYHUA
kaTroHeH TpaHcnoprep-2 [OCT2])/mynTunekapcTBeHHA ¥ TOKCHH-CKCTPY AHPAIll nporeud [MATE] kato
PaHOJIa3KH, BAHIETaHUO, NONYTErpaBUup H 1{MMETHAKH), MOTaT Aa MOBHIIAT CUCTEMHATA €KCTTO3NLIMA Ha
MeTHOPMHH M [a YBEJIMYaT PACKA OT JIaKTaTHa alha03a. TpabBa ga ce OOMHCAAT MOJ3UTE H PHCKOBETC OT
chiTpTCTRaILaTa yrnorpeta. Tpsabsa fa ce oOMUCIH BHUMATENHO NPOCICAABAHE HA rTUKEMUYHHAA KOHTPOI,
aanTHpaHe Ha /103aTa B PAMKHTE Ha NpenopbyHTeIHaTa JO3NpOBKa W POMEHH B neyeHHeTo Ha quabera.
KOraTO TAKHBA JIEKAPCTBEHH IIPOAYKTH ce NpurnaraT eAHOBPEMEHHO.

[ MOKOKOPTUKOKIKTE (MpUiaraly 1o CHCTEMCH U JIOKANICH reT), 6eTa-2-arOHUCTHTE H JIHYPETULIHTE HMAT
APUCHLIO XUMEPrIIUKeMUYHO AekicTBre. [lanuenThTe Tps6Ba ga ce HHGOPMHUPAT U MO-4ECTO Ja U3MEPBAT
KpbBHATA CH 3aXap, oco0EHO B HAYANOTO Ha ACUCHUETO ¢ TAKUBA JIEKAPCTBCHH MPOXYKTH. AKO €
HeoOXOAUMO, 103aTa HAa AHTUXMIIEPTIMKEMUYHHA JICKAPCTBEH NPOLYKT TpsaOBa Oa ce ajanTupa no BpeMe
HA JIeueHue C JPYrug JeKapcTBEH MPOAYKT ¥ IIPH HErOBOTO NPEKPATABAHE,

ACE-uHXUOHTOpHTE MOTaT Ja MOHHXXAT HUBATA Ha KpbBHATA 3aXap. Axo e HeoOX0AHUMO, A03aTa Ha
AHTHXHMIIEPTIIMKEMHYHHS TeKapCTBEH MPOXYKT TPAOBA Na C¢ a1anTHpa no BpeMe Ha Ne4eHHEeTO C ApYTrud
NleKapcTBeH MPOAYKT M MPH HETOBOTO NPEKPATABAHE.

Edexru Ha ApYry AeKApCTBeHH NPONYKTH BbPXY CHTATIMOTHH
In vitro ¥ KIHHUYHUTE JaHHHU, OITHCAHH MO-IONY, NpeAnonarar, 4e pHCKET OT KAIMHHYHO 3HAUHMH

B3aHMOIEHCTBHUA NPH €HOBPEMEHHO NPHIIMKEHHE C APYTH JIEKApCTBEHN NPOLYKTH € HAUCDBK.

In vitro npoyuBsaHus MOKA3BaT, Y& OCHOBHHAT CH3HWM, OTFOBOPCH 38 OTPAHMHUCHHA MeTabOoTM3BM HA
cutarnunTul, e CYP3A4, ¢ yuactue va CYP2C8. Ilpn nauneHTH ¢ HOpMaiHa 6LOpeuHa QyHKIMA
MeTabomu3MBT, BKIOURTETHO H upe3 CYP3A4, urpae caMo Maika poJis B KIMPBHCA HA CHTATJIMITTHH.
MeTaGoNH3MBT MOXE J1a HIPae No-BaKHA POJisl NIPH SAMMHHHUPAHETO HA CHTarTHNTHH B yCIOBHA Ha OCTPO
6p6pedHo yBpexaaHe Wi TepMHHaNHa ObOpetHa HeJOCTATBYHOCT (ESRD). [Topagu Ta3u NpHiHHa €
Bb3MOIKHO MolHH nHxuOKHTOopH Ha CYP3 A4 (Hanp. KeTOKOHAa30J1, HTPAKOHa30/, PHTOHABHD,
KIaPHTPOMHLIMH) /ia IPOMEHAT GapMaKOKMHETHKATA Ha CHUTArJIMITTHH ITPH NTALMEHTH ¢ TEXKKO OBOpeUHo
yppexaane und ESRD. E¢exTute Ha MOUHHTE CYP3A4 uHxuOUTOPH B ycloBus Ha ObOpeyHo
yBpEX/IaHE He ca OLIEHABaHH NPH KIIMHHYHO NpOYy'BaHE.

In vitro npoy4BaHHA 3a TPAHCIOPTA MOKa3BaT, Y€ CHTArTUNTHH € cybcrpar Ha p-rTMKONPOT¢HHA U
TpaHCHOpTepa Ha OPraHMYHH aHHOHH-3 (OAT3). OAT3 MeauHpaHHAT TPAHCHIOPT HA CHTATIMATHH CE
uHxHGHpa in vitro OT NpobeHENH A, BHIIPEKH He PHCKET OT KITHHHYHO SHAYHMH B3aHMOJENCTBHUA CE€ CMATA
3a HHCBHK. EaHoBpemenHoTO npunoxente Ha OAT3 HHXHOHTOPH HE € OLEHEHO in vivo.

Luxnocnopun: TlposeneHO € Mpoy4YBaHe 3a OLCHABAHE HA edexTa Ha LMKJIOCMIOPHH, MOLIEH HHXHOHTOP Ha
pP-TAIMKONPOTEHHA, BbPXY (hapMaKOKHHETHKATA HA CHTArTTMIITHH. EaHOBpEMEHHOTO NPHIOXKEHUE Ha
eMHKUYHa nepopanHa fo3a 100 mg CUTarIMNTHH ¥ €4MHUYHA Nepopajlia 1034 600 mg UMKNOCMOPHH
noruiapa AUC # Cuax H2 CHTATIMITTHH CHOTBETHO ¢ NpuGanzuTento 29 % n 68 %. Tesn npoMeny BLB
(apMaKOKHHETHKATA Ha CUTArJIMITHH HE C¢ CMATAT 38 KIIHHHYHO 3HAYHMH. BrOpeyHuaT KIHPBHC Ha
CHUTADIMITTHH HE € 3HAUMTENHO npoMeHeH. (Cie/IoBaTe/iHO HE €€ OYaKBAaT 3HaATHMH B3aUMOJICHCTBHA C
ApYTH UHXUOHUTOPH Ha P-TJIHKONPOTCHHA.




EdyexTst Ha CHTAarJINIITHH BBPXY APYIY JICKADCTBCHH NPONYKTH

JTuzoxcun: CUTArMANTHH HMA c1ab edekT BBPXY NJIa3MEHaTa KOHLIEHTPAINA Ha guroxcHH. Cnen
npunaraiero Ha 0,25 mg AMroKCHH €AHOBPEMEHHO CBE 100 mg CHTarJTHNTHH AHEBHO B MPOAB/DKCHHC Ha
10 nuu, mnasmenara AUC Ha IHrOKCHH HapacTea CpEIHO © 11 %, a niasmenata Cmax cpeano ¢ 18 %. He
ce MpenopbiBa KOpUrupaHe Ha f03ata THroKCHH. B CHIIOTO BpeMe MaLKWEHTHTE ¢ PUCK OT AUTOKCHHOBA
TOKCH4HOCT TpAGBa fa Obaar npocieUIBaHHy 3a Takapa, KOTa1o CUTArIMNTHH X JUrOKCHH C€ MpHJarar

e IHOBPEMEHHO.

In vitro NIaHHHTE TIOKA3BAaT, Y€ CUTArTTMIITHH He TIOTHCKA K HO HHIYLMpa CYP450 uzoenzumure. I1pu
KIMHAYHH MPOYYBAHUA CUTAIIMIITHH HE MPOMEHA 3HATHMO hapMaKoKKHETHKATa Ha METQOPMHH,
rnuOypua, CHMBACTaTHH, PO3UIJIMTA30H, papthapuH Wi NepopalHy KOHTPALENTHBH, naBalKu in vivo
AaHHK 33 MalKa BEPOATHOCT OT NNPEAU3BUKBAHE HA pianMoneicTeus cbe cyberpatn Ha CYP3A4,
CYP2CS8, CYP2C9 u TpaHCnopTepU Ha OPraHHH{ KaTHOHH (OCT). CHTaraunTHH Moxe Ja obae cnab
MHXHOUTOP Ha P-TNIMKONIPOTEUHA in ViIVo.

4.6 PepruaaTeT, OPEMEHHOCT H KHPMEHE
bpemMeHHOCT

Hama nocTarsyHo JaHHW OT ynoTpebara Ha CHTArJIMITHH NpH 6peMeHHH keHH. [IpoyyBaHHa npu
sKUBOTHH TOKA3BaT PENPOAYKTHBHA TOKCHYHOCT NPH BUCOKH 103U CHTATJIHIITHH (Bx. TOUKa 5.3).

OrpaHHueHHTE JaHHKW MpEeAnoarar, 4e ynorpebara Ha METPOPMHH TPH 6peMeHHH HE € CBBP3aH C
MOBHILEH PUCK OT KOHICHHTANHH MajiGopMaLHy. [poyuBaHuATa ¢ METGOPMHH NPH XHUBOTHH HE
Noxa3BaT BpeJHH e(eKTH BB BPh3Ka ¢ OpeMEHHOCTTA, eMOpHOHATHOTO ¥ (EeTATHOTO PA3BHTHE,
paXIaHeTO KM NOCTHATATHOTO Pa3sBUTHC (BK. CBLIO TOUKa 3.3).

MeTcuriieTHK He TpaOBa Ja ce H3MoA3Ba 110 BpEME Ha 6peMeHHOCT. AKO nMalpeHTKaTa ucKa na
3a0peMeHee WIH aKO HACTBIH GpeMEHHOCT, JICYEHHETO TpsabBa fa ce NMPEKpaTH H NalUeHTKaTa fa
MpeMUHE Ha JICUEHHE C HHCY/IUH BBE3MOXHO Hah-CKOpO.

KnpMeHe
He ca npoBeKIaHH NPOYYBAHHS MPH KbPMELLH >KHBOTHH ¢ KOMOHMHHpaHHUTE aKTHBHH BELIECTBA HAa TO3H

nexapcTeeH npoaykr. [Tpu npoyusaHus NPOBCHKAAHH C OTNEIHHUTE AKTHBHH BELLECTBA ¥ CHTAlJIMIITHH, U
MeThOpMHH C& eKCKPETUPAT B MJIAKOTO HA JIAKTHPALIH rexoee. I1py xopa MeTQOPMHH CE EKCKpETHpA B
KBPMaTa B MAJIKH KoJudecTRa. He € M3BecTHO Aai CHUTACIUIITHH C€ eKCKpeTHpa B KbpMarta.
ChnenoBaTeHO METCHITIETHK He TPSOBa 1a ce U3M0A3Ba NPH JKEHH, KOUTO KbPMAT (Bx. Touka 4.3).

DepTUINTET
JTaHHMTE OT NMPOYYBAHUA ITPH JKHBOTHU HE PEArIoNnaraT BIUAHNE BbPXY ¢epTUIHTETA HA MBXKKH H

JKEHCKH MHAMBHAM NPY TPETUPaHE ChC CUTArMUITHH. JIMNCBAT JaHHHK NPH XOPa.

4.7 Edexra BbpXy CNOCOOHOCTTA 34 modupane 1 padoTa ¢ MAIIHHH

MeTcUrIEeTHK He MOBJHARA WM MOB/HIBA NPEHEOPENHMO cnioco6HOCTTA 3a odupaHe U paboTa ¢
MawHA. B chIIOTO BpeMe NpH wodupaHe Wik paboTa ¢ MallNHHK TpsiOBa Aa ce MMa MpeaBu, ue pH

CUTATMHITTHH ca JOKIaABaHH CJIyuaud Ha 3aMalBaHe U CHHIMBOCT.

OcBeH ToBA MALMEHTHTE TPAGBa Na ce MpeaynpekaaBar 32 PUCKA OT XHIOTINKEMHUA, KOTaTO
MeTCHUIIETHK Ce M3MON3Ba B KOMOHHALIMA ChC CyNhaHWTypeHHO NPOU3BOAHO WK C WHCYITHH.




4.8 Hexenann eKapcTBeHH PEAKIHH

PestoMe Ha npoduia Ha 6e30MmacHOCT

Hsama nposeaeHH TepaneBTHYHH KAMHHYHHU HU3MUTBAHKA ¢ MeTcHrieTHk TabieTKH, HO
OHOEKBHBAICHTHOCTTA HA CUTATTHNTHH/METGOPMHUHOB XHAPOXJOPHA KOMOHHHpaHU TabNeTkH ¢
€IHOBPEMCHHOTO MPHIOXKEHHE HA CHTArMHITHH ¥ METGQOPMUH KaTo OTAENHH TabNeTKu € AoKa3aHa (BxK.
TOUKA 5.2).

CrobwaBany ca cepHO3HH HEXETAHN PeaKLiH, BKIIOMHTEIHO NIAHKPEATHT M PEaKLIMH Ha
CBPBXYYBCTBUTENHOCT. ChoOlliaBaHa € XUNOrIMKeMus TpH KOMOGUHALMSA Che CYNDaHHIYpEeHHO
npou3BogHo (13,8 %) u ¢ uacynuH (10,9 %).

CyrarnunTve ¥ MeThopMuH

Tabauuen cnucvx Ha HedCeranume peakyuy
Hexxenature peakuyu ca u36poeHn no-aony ¢ npenopbysaHute ot MedDRA TepMHHuU criopea cucTeMo-
opraHHa knacHgukauus v abcomoTHa yectora (Tabmuua 1). ITo yectoTa ce onpenensT KaTo: MHOrO 4eCTH

(21/10), yectu (>1/100 oo <1/10), HeuecTn (=1/1 000 go <1/100), peaxu (>1/10 000 mo <1/1 000), MHOrO
penku (<1/10 000) 1 ¢ HeU3BECTHA YecTOTa (0T HATHYHUTE JAHHH HE MOXE Ja 6bae HanpaBeHa OLEHKaA).

Tab6imua 1: YecroTra Ha HEXKeTaHHTE PeaKIHH, YCTAHOBEHH MO BpeMe HA I1ane(o-KOHTPONHPaH:
KJIWHHYHHA NPOYYBAHHA CbC CHTAIVIMNITHH H MeTHOPMHH CRMOCTOSITE/IHO H NPH
NOCTMAPKETHHIOBHSA ONHT

Hexenana peakuns HeCTOTa HA HEXETAHATA peaKlHs

HapymeHssl Ha KPbBTA H JIHMQHATA CHCTEMA
TpoMOOUHTONEHHS Peaxy

HapymeHns 5a EMYHHATA CHCTEMA
PEaKLHH Ha CBPBXUYBCTBUTENHOCT, BKJIIOUMTENTHO C HeM3BeCTHA YeCTOTA
aHA(QHUIAKTHYHH OTrOBOPH !

Hapymenns Ha MeTaf0o/1H3Ma H XPAHEHETO
XUNOTTTHKEeMus ' Yecrn

HapyuieRHs Ha HePpBHATA CACTEMA
ChHIHBOCT HeuectH

PecnupaTopun, rpbAHH H MEAHACTHHAJIHA
HapYIIeHHs
MHTepcTHUManHa Genoapobua Gonect’ C HeM3BecTHA YECTOTA

CToMamKBo-4peBHH HAPYIICHHA

aUapus HeuecTu
rageHe YecTH
praryneHuus HectH

3aMeK HeuectH

Gosxa B ropHaTa 4acT Ha XopeMa Heuectn
NnoBpbLIaHE Yecth

OCTBp MAHKpeaTHT ' C HEen3BECTHA YeCTOoTa
¢aTaneH U HeaTaIeH XeMOpardieH u C HeH3BeCTHA YecToTa

HEKPOTH3HpALl NaHKpeaTHT !




HapymeHHS HA KOXKATA H NOAKOKHATA THKAH

_npypuryc’ Heuectn
aHruoenem’ C HEeU3BECTHA YECTOTa
oOpuB™ C HeH3BECTHA YeCTOTA

| yprHKapua'! C HEeU3BECTHA YECTOTa

KOXEeH BACKyJIHT 't

C HeMu3BeCTHA YecTOoTAa

eKCPONHATHBHE KOYKHH 3a00n9BaHH,
BKJIIOYHTENHO CHHAPOM Ha Stevens-Johnson ™

C HeM3BeCTHA YeCTOTa

6ynoseH nempurong

C HeHU3BECTHA YECTOTA

Hapymenus HA MYCKYJHO-CKe/I€THATA
CHCTEMA H Ch¢IHHHTEJHATA ThKAH

ApTpaNrHs’

C HeM3BECTHA YECTOTa

MHATIHSA

(C HeM3BECTHA HeCToTa

6onka B KpaHHHUMTE

C HeHu3BECTHA YecToTAa

Gonka B repba’

C Hen3BecTHa 4ecToTa

apTponaTHs C HEeM3BECTHA YECTOTA

Hapymeunnsa na 6b6pennare H nHKOYHHTE
NbTHIIA

HapyllleHa 6b0peyHa GyHKims - C HeH3BECTHA YeCTOTA
ocTpa 6bOpeyHa HeOCTaThYHOCT C HeH3BeCTHa 4ecToTa

" Hexxenanure peakuuy ¢a HACHTH(ULMPAHH 110 BpEME HA NOCTMAPKETHHIOBOTO HaOMIONEHHE.

' Bakre Touka 4.4.
} Bixre npoyueanemo 3a 6e3onacrocm no omuowenue ka copoeyno-cvoosama cucmema TECOS 1io-

Jaony.

Onucanvie Ha W3OpaHK HeXxeIaHH peaKluy

Hsaxou HexenaHH peakLiMH ca Rab/MoAaBaHU NMO-4eCTO NpU NPOYYBAHHA 3a KOMOHHHpaHa ynoTpeba Ha
CHTarJIMNITHH U METQOPMHH € IPYrd aHTHAUAOETHY JIEKaPCTBEHH NPOAYKTH B CPABHEHHE ¢ NPOYYBaHUS
Ha CHTATNIUIITHUH U METQOPMHH CaMOCTOATENTHO. Te BKIIOUBAT XHIOrIUKeMHs (KaTEropHa Ha 4ecToTa
»MHOIO YECTH" CbC CYJIpaHITypeiHO MPOU3BOAHO K HHCYNHH), 3anek (,,4eCTH" ChC CYIPaHUNYPEHHO
MPOU3BOIHO), NepHGEpeH OTOK (,,9€CTH" C IMTHOTIUTA30H) H r11aBobO/IHe U CYXOTa B YcTaTa (,,HeUeCTH" ¢
HHCYJIMH).

Cumaznunmun

[Ipn npoyyBaHHsa BBPXY MOHOTEPANHUA CbC CUTArMMITHH 100 mg BeTHLX JHEBHO CAMOCTOATENHO B
CpaBHEHHeE ¢ Iauebo, CHOOLIECHNUTE HeXKeTaHH PEaKLIHK ca [J1aBoboIHe, XHITOTTTHKEMHUS, 3aMeK U
3aMalBaHe.

Cpen Te3n NallMeHTH HEXETAHUTE CEOUTHSA, CHOOIABAHH HE3aBUCUMO OT MPHYHHHO-CJIEICTBEHA BPh3Ka C
JICKapCTBEHHUSA MPOAYKT, C YECTOTA HAH-Manko 5%, BKIIOYBAT HHPEKIMK HA TOPHUTE AUXATEHH METHLIA
H HasogapHHruT. OCBeH TOBa ca ChOOIIEHH OCTE0apTPHT H H0NKa B KpalHULIUTE, C YECTOTA ,,HeYecTH® (>
0,5% no-Bucoka cpes y4acTHHLIUTE, NOJYYNITN CUTATHIITHH, OTKOJKOTO Ta3M B KOHTPO/HATA Ipyna).

Mem@opmun

CToMalllHO-4YpEBHH CHMIITOMH Ca CROOIIABAHH MHOTO Y€CTO NMPH KIMHHYHH MPOYUBAHHUSA U NPH
MOCTMapKeTUHroBaTa ynotpeda Ha MeThopMuH. CTOMANIHO-YPEBHUTE CHMIITOMH KATO rajicHe,
NOBPBINAHE, AHapHs, 60JIKa B KOpeMa H 3aryba Ha aneTuT ce NOoABSBAT MO-4€CTO MPH 3aNoYBaHE Ha
JICYCHHETO U B MOBEUYETO CIIyYaH MPEMHHABAT CTIOHTAHHO. JIOIMBITHUTE/IHHN HEXENaHH peakUdH, CBbP3aHy
¢ MET(QOPMHH, BKITIOYBAT METANICH BKYC (Y€CTH); TAKTATHA alin03a, HApyLIEHHA Ha yepHoapodHaTa




MeT(QOPMHH Ce CBBLP3Ba ¢ HaManAaBaHe Ha abcopbimaTa Ha sBuTaMuH B12, koeTo MHOro paaxko Moxe 1a
JOBEAE A0 KIHHUYHO 3Ha4YMM JednuuT Ha BUTaMuH B12 (1.e. MeranobnacTHa aHeMus ).

Kareropuure no 4ecToTa c€ OCHOBARAT HAa HaJIHYHaTa MHQOpMalMg B KpaTkaTa xapakTepHcTHKa Ha
npoaykra Ha MerhopMHH, onobpena B EC,

Ilpoyusane 3a bezonackocm no omuowenue Ha copoeyro-cvoosama cucmema TECOS

HanureaneTo, OLEHABALLO CHPASYHO-ChAOBUTE PE3YJITATH IIPH JeHEHHE CbC CHTArannTHH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxirousa 7 332 naumeHTy, NeKyBaHHU CbC
100 mg curarnunTH AHeBHO (Mnd 50 mg AHEeBHO, aKO H3XOAHHTE CTOMHOCTH HA U3YMCIIEHATA CKOPOCT Ha
rnoMepynHa dwrrpauus (eGFR) ca >30 u <50 ml/mun/1,73 m?), u 7 339 nauneHTd Ha ruauebo B
intention-to-treat (ITT) momynauusTa.

J[Bere neveHus ca 00aBEHH KbM OOHYaHHTE IPUXKH CHIIACHO MECTHHTE cTaHdapTy 3a HbA . 1
ChPIEYHO-ChAOBH PHCKOBH (pakTopH. OO0LLaTa YeCTOTa HAa CEPUOIHUTE HEKEJIaHH CHOMTHSA NPH NaLMeHTH,
MOTYYABALlM CHTArJIMITTHH, € CXOJIHA C Ta3H NpH NaleHTHTE, Moaydasally niaueto.

B intention-to-treat nonmyJjralMaATa Cpel MALUEHTUTE, KOUTO U3NON3BAT MHCYAUH WHIH CyndaHWTypes Ha
H3XOJHO HHUBO, YECTOTATA Ha TeXKa XHUrorjiukeMus e 2,7 % npu naumMeHTUTe, NeKYBaHH ChbC
CHTArJIMITTHH, 4 2,5 % npu nauuedTyuTe Ha nnauedo; cpel NaUNEHTHTE, KOHTO HE H3MOJI3BAT HHCYNHH
H/WnM CyndaHTypes Ha U3XOJHO HUBO, YECTOTATA Ha TexkKa xunoraukemus e 1,0 % npu nauventure,
JICKYBAHH CbC CHTATIMNTUH, ¥ 0,7 % npu naunueHTuTe Ha mnauedo. Hecrtorara Ha NOTBBPAEHHU CHOUTHA,
OTAABaHHW Ha NaHkpeaTHT, € 0,3 % npH naLueHTuTe, IEKyBaHH CbC cHTaraunTyl, 1 0,2 % npu
NauMeHTHTE Ha f1aueoo.

CoobI11aBaHe Ha NMONO3UPAHH HEXENIaHU peaKIHH
CroO01aBaHeTo Ha MOAO3WPaHHU HEXEIAHH PeaKkLMHK CIe] pa3pellaBaHe 3a ynorpeda Ha 1eKapCTBEHUSA

NPOAYKT € BaXkHO. ToBa NMo3BONABA A NPOAB/DKH HAONMIOIEHUETO HAa ChOTHOLLEHHETO NON3a/pUCK 3a
NIEKAPCTBEHHA NPOAYKT. OT MEAHLIMHCKMTE CNISLIHANTUCTH C€ MIMCKBA Ja choblaBaT BCsAKa MMOAO3HpaHa
HEe)KeJIaHa peaKlHs 4pe3

H3mbAHKUTETHA areHU s Mo IeKapcTBaTa

ya. ,,JdJamsan [ pyes™ Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaiir: www.bda.bg.

4.9 Ilpeaoznpane

[Ipn KOHTPOJIHMpPaHHU KIHHHUYHH H3NHUTBAHHUS CHC 3ZIpABH YYAaCTHHLIM Ce MpUaaraT €IHOKPaTHH O03H N0
800 mg cyrarnunTuH. MUHMMANHO yab/KaBase Ha (QT¢, KOeTo He ce cHUTA 3a KIMHUYHO 3HAYUMO, Ce
HaOmoHaea npu exHo npoyusaHe ¢ go3a ot 800 mg curarnmuntuH. HaMa onut ¢ no3u Hax 8§00 mg npu
KJIHHHYHY rpoyyBanus. [Ipu npoyupaHus da3za I ¢ MHOMOKpaTHO NMpuiaraHe HiMa 00303aBHCHMH
KJIMHAYHH HEXXETaHH JICKAPCTBEHH peakLuH, HabmoaaBal NPy CUTATIMNTHH ¢ A034 10 600 mg AneBHO
3a neproau no 10 nau v 400 mg nHeBHO 3a nepuoaH a0 28 OHH.

['onamo npenosupaHe ¢ METGOPMHH (MK €IHOBPEMEHHO ChLUECTBYBALLl PHCK OT JIAKTaTHa aly103a)
MOJKe J1a TOBeJle A0 JIAKTaTHa alux03a, KOATO € CMSLICH MeOMLHHCKH ciyyaid 4 TpsaOBa 1a ce JieKyBa B
Oonnnua. Hai-e(pekTHBHUAT METO 3a OTCTpaHsABaHE Ha JIAKTAT M METPOPMHH € XeMOaHau3ara.

IIpu kuHEUYAK npoyyBaHusa npubauzurenHo 13,5% ot gosara ce OTCTpaHABa NPH NPOABIXKaBala 3 a0 4

yaca XCMOJHAJIH3HA CECHA. HPH MpELCHKa 3a KJIMHHYHA HeoOXOIUMOCT MOXKE Ja Ce npeanpueMe 1no-
NPOABIAKUTC/IHA JHAJIU3A. He e u3BecTHO JalM CHTATJIUIITHH C¢ AHAJIH3HPa ITIPH NCPHUTCHEAIHA AHATH34.
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B cnyuaii Ha npeao3rpaHe € NOAXORALO Ja C€ npeanpueMaT OOMKHOBEHHTE NOANbPXKAIH MEPKH, KaTo
OTCTpaHABaHe Ha HeaOcopdHpaHHUsa MaTepHan OT CTOMAalIHO-YPeBHUA TPAKT, KIHHU4YHO HabnoaeHHe

(BKJTIOUHTETHO U eNIEKTPOKAPAHOrpaMa) 1 rMpH Hy(Aa 3aroyBaHe Ha MOALbPAKALLO JISHeHHE.

5. OAPMAKOJOI'NMYHH CBOUCTBA

5.1 @PapMaKkoaHHAMHYHHE CBOHCTRA

(dapmakoTepaneBTHYHA rpyna: AHTHAMAOETHH JICKapeTBa, KOMOMHALIMM OT NEPOPATHH JICKAPCTBA 34
HaMaJjIsiBaHe Ha KpbBHaTa 3axap, ATC xox: A10BDO07

MeTcurneTHk KOMOHHUpa ABA aHTUXUNEPTIHKEMUYHH JIEKAPCTBEHHU NMPOAYKTA ¢ AOMDBBALY CE
MEXaHH3bM Ha JeiCTBHE 3a No00pABaHe HA INTHKEMUYHKA KOHTPOJ MIPH NMaliMeHTH ¢ Auaber Tvn 2:
CHTAIJIMIITHH XHAPOXJIOPHA MOHOXHApAT, Aunentuawi nentuaasa 4 (DPP-4) nHxubutop 1 MeTGPOpMHHOB
XUAPOXAOPH, TIPEICTABHTEN Ha KJ1aca Ha OUIryaHHIMHHTE,

CUTarunTuy

Mexanuzem na oeticmeue

CHTarmunTHH XYAPOXJIOPUI MOHOXHAPAT € NEepopaTHO aKTUBEH, MOWIEH U BUCOKOCENIEKTUBEH HHXHOUTOP
Ha eH3uMa aunenTuaun nenryaasa 4 (DPP-4) 3a neuenne na auaber tun 2. Uuxuburopure Ha DPP-4 ca
K/J1aC BellleCTBa, KOMTO JASHCTBAT KaTO YCUNIBaTEU Ha HHKpeTHH. Upe3s nHxHOupaHe Ha en3zuma DPP-4,
CUTArJIMIITUH NOBHIIIABA HUBATA HA JBA U3BECTHH aKTHUBHU HHKPETHH XOPMOHA, IMIOKaroH-noao0HHUs
nentua-1 (GLP-1) # rmoko303aBUCHMHA HHCYIWHOTpONeH nonunentua (GIP). MHkpetnHuTe ca 4acT oT
€HIOreHHa CUCTeMa, YYacTBallla BEB (PU3HONIOrWyHaTa peryjalnus Ha MIIoKo3HaTa Xomeocrasa. Koraro
KOHLUEHTpALMKTE HA KpbBHATa 3aXap ca HOpManHW unu nopuiueHy, GLP-1 u GIP 3acuneat cuHresa u
ocBoOOXKAaBaHeTO HA HHCY/AMH OT naHkpeaTHyHUTe Oera-wieTkH. OcseH ToBa GLP-1 Hamanasa
CEKpEelUaTa Ha [IIOKAroH OT MaHKpeaTHUHUTE anda KeTkH, BOACHKY 10 HaMalleHO NMPOU3BOACTRO Ha
yepHoApoOHAa rawoko3a. Korato HUBaTa Ha rnioko3a B KpPbBTa Ca HUCKH, OCBODOXKIaBAHETO HA UHCYJIUH HE
C€ CTUMYJIMpA U CEKpEeLMATa Ha IIHOKAroH He ¢e noTUCKa. CUTANIMIITHH € MOLLIEH U BUCOKO CEMEKTUBEH
uHXUOHUTOp Ha eH3uMa DPP-4 u He uHxuOHnpa cxoanure no crpykrypa eHsuMi DPP-8 wiu DPP-9 B
TEPANeBTHYHH KOHUEHTpaUHU. CHTArJMIITHH Ce Ppa3fivyaBa Mo XHMHYHA CTPYKTYpa U (apMaKOIOrHUYHO
aeicTade oT aHano3ure Ha GLP-1, uHCYynuH, cyndanunypes Uiv MErIMTUHHHIOH, OHryaHuuauHK, arOHHCTH
Ha aKTUBHpPaHHA OT NMEePOKCH30M npohudeparopa rama-peuenrop (PPARY) anda-rnroko3rnnasHu
HHXUOWTOPH M aHAJTO3H Ha aMWJIHH.

Ilpy nByAHEBHO MPOYUYBAHE HA 3ApaBU YYACTHHLUM CUTArNHIITUH, OIPUIIOKEH CAMOCTOATEHO, NOBHIIABA
aktuBHata GLP-1 xoHneHTpauus, 10karo METGOPMHH, MPHIOKEH CAMOCTOATENHO, NOBHIIIABA AKTUBHATA
H oburara GLP-1 xoHUeHTpallHd B CXOAHA CTENEH.

EQHOBpEMEHHOTO NpuiaraHe Ha CHTarJfunNTHH ¥ MeTGOpMHUH UMa aIUTUBEH e(EeKT BhpXY AKTHBHATA
GLP-1 koHueHTpauua. CUTArMHITHH, 32 pa3nudka or MeTdopMHH, NMOBHINABA akTHBHaTa GlIP

KOHUCHTpaLUnA.

Knunuuna egpuxacnocm u bezonacrnocm
Karo usano, curarasmruH noaodpasa FUKEMHUYHHSA KOHTPOJL, KOraTo Ce H3MOA3Ba KaTO CaMOCTOATENHO

HITH KGMﬁHHHp&HO JICHCHHC.

[Ipy KTMHUYHH H3MHTBAHHA CHTAIVIHMIITHH KATO MOHOTEpAaNHA MOAOOPABA FTHKEMHYHHUA KOHTPOJI Ype3
3HAYHTEIHO HaMalleHHe Ha XxeMorJioOuH A (HbA 1) ¥ riaroko3aTa Ha rlafiHO H cjie XpaHEHEe.
HamanenueTo Ha razMeHara riroko3a Ha riaagHo (FPG) e vabnroaaeano Ha 3-ta ceaMuLa, mepBarta
BpeMeBa TOYKa, B KoATO € usMepeHa FPG. HabmojaBanara yectoTa Ha XUNOTJIMKeMHUS IIPU [ALIHEHTH,
JIEKYBaHH CbC CUTATNUIITHH, € NOoJA00HA ¢ Tazu npu ranebo. TelecHOTo Terng




CYpOraTHHTE MapKepH Ha PyYHKUHOHHpaHe Ha 6eTa-iilerkure, B ToBa yncno HOMA-B (XomeocTtaseH
MOJIEN 33 OLIEHKA-[3), CbOTHOIIEHHETO HA MPOUHCYTAH KbM HHCYJIHH H MOKA3aTe/IUTe 338 PeaKTHBHOCT Ha
OeTa-KICTKHTE MPH TECTA 32 TOJIEPAHTHOCT INPH YECTO NaBAHE HA XPaHa.

[IpoyuBanus cbc CHTArIUNTHH B KOMOuHaLua ¢ MeTQOpPMHH

[Tpu 24-ceamuyHO nnane®o-KOHTPOMPaHO KIMHHYHO MPOYYBaHe 33 OLIEHKA HAa e(pMKACHOCTTA H
OesonacHocTTa npy AodapsHe Ha cuTarmMnTHH 100 mg BegHBK AHEBHO KbM ChIUECTBYBALLO JIEUEHHE C
MET(OPMHH, CUTATIMIITHH OCUIYPABA 3HAYHTENHO MoAcOpeHHe Ha INTUKEMMUYHMTE MapaMeTpH B
cpasHeHHe ¢ mauebo. [IpoMaHara cnpaMo M3XOOHHUTE CTOHHOCTH HA TENIECHOTO TErJI0 € noaoOHa npy
TMALHECHTH, JIEKYBaHH ChC CUTATTHIITHH cripaMo ranedo. Ilpu ToBa npoyuysaHe uMa roaobHa yecTora Ha
Cly4aH Ha XHIIOTJIHKEMHSA MPH TTallHEHTH, JICKYBAHH ChC CHTATVIMITTHH WK mianebo.

[Ipu 24-ceamuyHO Nnauebo-KOHTPOJARPAHO (PAKTOPANHO NPOYYBAHE HA HAYAJIHO JIEUEHHE, CHTArJIMITHH
50 mg nBa NbTH NHEeBHO B koMOUHaLKA ¢ MeTdopMuH (500 mg wnun 1 000 mg nBa N'bTH AHEBHO)
OCUTYpSBA 3HAYMTENTHO NOACOpEHHE Ha TTUKEMHUHUTE NapaMeTpHy B CPABHEHME C BCAKA MOHOTEpanus.
HamanieHHeTO Ha TeIECHOTO Terno Npu KoMOHHAUMATA CHTATJTANTHH U MeTGOPMHUH € NoJ0OHO Ha TORBa,
HabrogaBaHoO NMpH MeT¢GOPMHH CaMOCTOATEITHO HITH TUaueb0; HAMa NMPOMSAHA CIIPAMO H3XOJHHUTE
CTOHHOCTH IPH NAaUWEHTH Ha CUTATJIMIITHH caMocTosTenHo, IlosBaTa Ha xMnornukeMus € nogodbua cpen
NEKYBAHHTE I'PYTIH,

lIpoyusaHe ChC CHTAIVIMNTHH B KOMOUHAaIMs ¢ MeTHOPMHH U cyadaHuIypes

24-ceAMHYHO M1aue60-KOHTPOIHUPAHO KIHHHYHO NPOYYBAHE € MJIAHKMPAHO A3 OLIeHHW e(HKACHOCTTA U
OesonacHocTTa Ha cyuraraunTrH (100 mg BeagHDBXX AHEBHO) NpHOaBeH KbM [NIHMENUPHI (CAMOCTOITENHO
WK B koMOuHanus ¢ MeTgopMuH). JlobaBaHeTO HA CHTAM/IMITTHH KbM TNTHUMENTHMPHI H METGOPMHH,
OCHI'YpPSBa 3HAYMTEJTHO NogoSpeHne Ha rinkeMUdHHTe napaMerpu. [lauMeHTTe, TeKyBaHH CBC
CHTArJIMITTHH, UMAT cJ1ado MOBULIIEHUE Ha TeaecHoTo Terno (+1,1 kg) B cpaBHeHMe ¢ Te3H, NMoayvyaBanu
raueto.

IIpoyuBane cbhe curarnunTud B komOuHauys ¢ methopMuH U PPARY aronucr

26-ceqMH4HO 1aue00-KOHTPONMHPAHO NMPOYyYBaHe € MpeAHa3sHaYeHO Aa OLEeHH ePUKACHOCTTA H
OezomacHocTTa Ha cuTarnunTyH (100 mg BeAHEXK OHEBHO), JoOaBeH KbM KOMOHHALIHA HA NMHOITUTA30H U
mMeT@opmuH. [lo6aBsHeTO Ha CUTATJIUITTHH KbM ITHOTITHTA30H K METQOPMHH OCHI'YPABA 3HAUKTETHH
nogoOpeHNsA Ha TTUKEMMYHHTE NapaMETPH.

IIpoMsaHaTa B TEACCHOTO TErAO OT U3XOAHO HUBO € MOAOOHA Ha Ta3U NPH NALKWEHTH, JIEKYBAHH CHC
CUTArJIMITTHH, B cpaBHeHHe ¢ mnanedo. HecTtoTaTa Ha XMMOTJIMKEMUS CBIIO € NoAo0HA NPH NALHEHTHTE,
JIEKYBAHH CBHC CUTATNIMITTHH WIH 1anedo.

IIpoy4yBaHe Ha CUTACIUITHH B KOMOWHaug ¢ METQOPMIUH U HHCYIHH

24-ceIMHYHO TUTALE00-KOHTPOIHPAHO KIHHHYHO NPOYYBAaHe € NPEeAHA3HAYEHO 1a OLEHH e€(eKTHBHOCTTA
1 Oe3onacHocTTa Ha cHTarmuNnTHH (100 mg BenHLXK HEBHO), N0OaBEeH KBM HHCYJIHH (ITpH cTabWIHA N03a
3a HaH-Manko 10 ceaMuLM) cbe uny 6e3 merdopmuH (Hait-manko 1 500 mg). [1pu nauneHTH, NpUeMaLLM
peABapPHTEHO CMECEH MHCYJIHH, cpeaHaTta JHeBHa no3a € 70,9 U/agnerno. [Ipu nauMenTH, ripyeMaiun
HeCMeCeH NpeBapHTETHO (MEXKAUHEH/ TIPOAB/DKUTETHOACHCTRALL) MHCY/IMH, CPEAHATA JHEBHA A03a €
44,3 U/aneBro. Hauuure ot 73 % OT nauueHTUTE, KOUTO ca IpHeMan MeTQOPMHH, ca MPEACTABEHH B
TaGnuua 2.

HobaBsHEeTO HA CHTArJTUIITHH KbM HHCYJIMH OCHIYpABa 3HAUUTENHO NoAoOpeHre HA NTHKEMHUYHHTE
napameTpd. HaMa 3HauuTeTHA NPOMSAHA B TEJIECHOTO TETJIO OT H3XOAHOTO HUBO B ABETE IPYIH.




Ta6auua 2: PesynraTn 3a HbA . npn niane6o-koHTPOIHPAHN NPOYUBAHHSA ¢ KOMOHHHPAHO
JIedeHHe CH¢ CHTAIIHNITHH H Merdopmun*

ITpoygasane Cpeann cTOHHOCTA HA Cpeana npomsanHa Koparapana, cnpsgmMo
n3xoaHo naBo HbA,. | cnpsmo a3xoano suBO naanedo, cpeana
(%) HbA . (%) NpOMSAHA HA

HbA . (%)
(95 % CI)

Curarnunrud 100 mg

BEZIHBAK AHEBHO, 8,0 -0,71 0,71

nobaBeH kM QOHOBA (-0,8, -0,5)

Tepanus ¢ MeThopMHH !

(N=453)

Curarnuntux 100 mg

BEAHBX AHEBHO, 8,3 -0,6% 0,91+

nobaseH KbM GOHOBA (-1,1,-0,7)

TEpanuAa ¢ NMUMENHPHI

+ MeTdopmHH'

(N=115)

Curarnunrus 100 mg

BEIHDK JHEBHO 8.8 -1,2¢% 0,714

nobapeH kbM POHOBA (-1,0, -0,5)

TE€panus ¢ MUOTJIMTA30H

+ MeTdopmuH?

(N=152)

Cutarnuntur 100 mg

BEAHDX AHEBHO, 8.7 -0,7% -0,5%

no0aBeH KbM POHOBA (-0,7, -0,4)

Teparnusa ¢ HHCYJNHH +

METHOPMUH'

(N=223)

HavyanHo neverue (opa

ITbTH AHEBHO)': 8,8 -1,41 -1,6M

cHTarnunTHH S0 mg + (-1,8,-1,3)

MeTpopMmuH 500 mg

(N=183)

HavanHo nevyenune (nBa

ITBTH JHEBHO): 8,8 -1,97 2,174

CUTArnunTHH S0 mg + (-2,3,-1,8)

metdopmuH 1 000 mg

(N=178)

* [omynauuaTa OT BCHYKHM JIEKyBaHH NALHEHTH (intention-to-treat ananus),

' Hait-mMankvre cpeauy KBaapaTH ¢a KOPHTHpaHH CIIPAMO CTATYCa TP NPEXOLHOTO AHTHXHNEPTTHKEMHYHO JIeUeHHe
M CTOMHOCTTA Ha H3XOJQHO HHUBO.

? p<0,001 B cpaBHeH¥E ¢ rIaLE6o Wi mwIaLebo + KOMGHHHPAHO JieYeHME.

' HbA ;. (%) Ha 24-Ta ceaMHIIA.

THbA | (%) Ha 26-Ta ceAMH1LIA.

¥ Hal-MaJikuTe CpeAHM KBAApaTH Ca KOPHIUPAHH 3a ynoTpeara Ha HHCYJIHH IpH BH3UTA ! (MPEOBAPUTETHO CMECEH
Cpeury HeCMECEeH NpeaBapHTEHO [MEXIHHEH WIH NPOABKUTEHOACHCTBALL]) H M3XOAHa CTOHHOCT.

[Ipu 52-cenmMuyHO NpoyuBaHe, CpaBHABAILO erKacHOCTTa M Ge3onacHocTTa npH fobassHe Ha
cHrarnunTyH 100 mg BeAH®XK JHEBHO HIIH ITUNU3KA (CyndaHumypeliHO MPOU3BOIHO) NPH MALMEHTH C
HEe00BP MIHKEMHUYEH KOHTPOJ MPH MOHOTEPAnHKs ¢ METGOPMHH, CUTATTUMTHH € MOJoGeH Ha MIIHITH3NA




ChC cpeaHa ctoiirocT Ha HbA 1 oT npubnnsurenno 7,5 % B apere rpynu). CpennaTa n03a IAMIH3K,
M3IOJI3BAHA B Ipynara 3a cpaBHeHue, ¢ 10 mg aHeBHO, kKaTo npubnmzutenHo 40 % ot nauueHTHTE Ce
HY>KAafT OT A03a [IHIMA3KI < 5 mE/OHEBHO IO BpeMe Ha npoy4BaneTro. Obade, noBeue NaeHTH OT
rpyInaTa Ha CUTAMJIMIITHH A NMPEKbCHAIM MOopanH JIKMca Ha epHKACHOCT, OTKOJIKOTO B IpyIrara Ha
rmam3HA. [TauneHTHTe, TEKYBAHH ChC CHTATTIMIITHH, MOKA3BAT 3HAYUTEIHO CPEAHO MOHIKEHHE CIIPIMO
M3XOOHUTE CTOMHOCTH Ha TenecHOTO Terno (-1,5 kg) B cpaBHEHHE CBHC 3HAYMUTENTHO NMOKAYBaHe HA TErJoTO
[pH MMAUKMEHTH, noay4vasany riaunmuzua (+1,1 kg). B Toa mpoy4yBaHe OTHOLLIEHHETO POHHCYIHH KBM
HHCYJIMH, MapKep 3a €(pEeKTHBHOCTTA Ha MHCYJIMHOBUS CHHTE3 U OCBOOMKAARaHE, C€ Moao0pABa ChC
CHUTArJWITTAH K Ce BJIOLIABA MPH JIeYeHHe ¢ IUnu3na. HYectorata Ha XUMNOTIMKEMHS B rpynaTa Ha
cHTaraunTyH (4,9 %) e 3HaUHTENHO NO-HUCKA OT Ta3H B Ipynarta Ha raunusug (32,0 %).

24-cenMMUHO IaLeb0-KOHTPOIUPAHO KIHHUYHO ITPOYyYBaHe, BKIIFOUBalo 660 naumeHTH, €
[MpeAHa3HAYEHO Ja OLCHU €PHKACHOCTTA, BOACILA 10 HAMAJIABAHE HA HHCYJIUHOBUTE K03U H
bezonacHocTTa Ha curarnunTiH (100 mg BeaHBk AHEBHO), KOraTo € mpubaBeH KbM HHCYJIMH MTapXXHH
chC Hin 6e3 meTtgopmuH (rioHe 1 500 mg) no BpemMe Ha HHTEH3U(DULMPAHETO HA HHCYJIMHOBATA TEPAITUs.
[1py nanuenTH, npueMaiuy MeTQOPMHUH, U3X0aHaTa CTOHHOCT Ha HbA | € 8,70 % n HayanuaTa n03a
HHCYJIHH € 37 IU/nueBHo. IlaunenTure ca MHCTpYKTHpaHHU 1a THTPHUPAT TAXHATA 034 HHCYJIHH MIap)XHH
BB3 OCHOBA HA CTOMHOCTUTE Ha KPBBHATA 3aXap Ha rilaiHO, H3MEPEHH Upe3 KPBBEH TeCT ¢ yOOcaaHe Ha
npecTa. [IpH nanuentare, npueMamy MeTGopMHH, Ha 24-Ta ceaMULIa YBETHYABAHETO Ha THEBHATA 034
HHCYJIHH € 19 IU/aHeBHO npH nanpeHT™, NneKyBaHu ©bC CUTArMUNTHH, U 24 1U/nHeBHO npH nallHeHTH Ha
rnanedo. [onwxkasanero Ha HbA . npw nauwedTH, NeKyBaHH ChC CHTATIHITTHH, METOPMHUH U HHCYIIHH €
-1,35 % B cpaBHenue c¢ -0,90 % npu nayueHTH, JeKyBaHH ¢ mwiauebo, MeTGOpMHH ¥ HHCYJIHH, pa3/iuka OT
-0,45 % [95 % CI: -0,62; -0,29]. YecroTata Ha XxunorimkeMus € 24,9 % npu nanueHTH, JeKyBaHH ChC
CHTarJIUIITHH, METQPOPMHMH M UHCYIMH K 37,8 % npu nanuenTH, NeKyBaHH ¢ nnanedo, MerdhopMUH 1
MHCYJTHH. Pa3nuKkara ¢€ Ib/hKH OCHOBHO HA NO-BUCOKUA NMPOLICHT DALMEHTH B IpyIiara Ha nnaueto,
H3ITHTAIH 3 MM TIOBeYe enu30a Ha xunornukeMus (9,1 copamo 19,8 %). Hama paznuka B yecToTara Ha
[10s1Ba Ha TEXKA XUMOTJIHKEMHUS.

MetdopMua

Mexanuzem na deiicmaue

Met¢dopmuH ¢ OuryaHuaMH ¢ aHTHXHIIEPrITHKEMHYEH €(PEKT, MOHMKABALL KAKTO Oa3ajiHaTa, TaKka U
IUTa3MEHAaTa III0K034a CJIe/ XpaHeHe. 10 He CTUMYJIHpa HHCYTHHOBATA CeKpeLia U CIICAOBAaTe/IHO He
MPEAN3BHKA XHIMOTTTHKEMMA.

MeTtgopMUH MOKe 1a JeiCTBA 0 TPH MEXaHU3MA.:

- K4TO HaMaJIsiBa NIPOLYKLHATA HA YepPHOAPOOHA IJII0OK03a Uupe3 HHXHOHpaHE Ha IMIOKOHEOreHe3ata H
[MTUKOreHoau3ara

- B MYCKYJIHTE, YpPE3 YMEPEHO NMOBHILABAHE HA HHCYJIMHOBATA YyBCTBUTEJIHOCT, MOACOPABANKH
nepu)epHOTO NMoeMaHe H YCBOsSBaHe Ha IIHOKO03a

- ype3 3abaBiaHe Ha abcopOLMAT2 HA IIIOKO3a B TRHKHTE UepBa.

MetgopMUH CTHMYJIHpa BETPEKIIETHUHHS CHHTE3 HA TTHKOTeH Ype3 BB3AeHCTBIE BBPXY MIMKOTeH
CHHTeTa3aTa. MeThOopMHH MNOBHINABA TPAHCIIOPTHH KaNalUTeT Ha crieliudHIHH THIIOBE MEMOPAHHH
TpaHcniopTepy Ha rmoko3ara (GLUT-1 u GLUT-4).

Kaunuuna egpuxacnocm u 6e3onacHocm
IIpu xopata, HE3aBHCHUMO OT ACHCTBHETO CU BBPXY MMKeMUATa, METHOPMHH HMAa DaronpusaTHy eexTy
BBPXY JIMOHIAHHUA MeTabon3bM. ToBa ce oka3Ba npy TepaneBTHYHU KOHUSHTPALIHK B KOHTPOTHUPAaHH
KIWHHYHHA [TPOYYBaHHUA CBC CPeHA NPOABIKATEIHOCT WK ABITOCPOYHH KIIHHHYHH MPOYYBAHHMA:
MEeT(OPMHH HaMallsiBa 001U xonectepos, LDLc ¥ HuBaTa HA TPHIITHIEPHAMTE,




[TIpocnextuBHOTO panxoMusHpado (UKPDS) npoyyBane € yCTaHOBH/IO ABJCOCPOYHATA NOJ3a OT
HHTEH3MBEH KOHTPOJ Ha KpbBHATA 3aXap npH AHaber THN 2. AHAJIM3BT HA PE3YITATHTE NPH MAlMEHTUTE C
HATHOPMEHO TETJIO, JIEKYBAHH ¢ MET(QOPMHH ClIe] HEYCNEX ¢ IHETa CAMOCTOATENNHO MTOKa3BarT:

- 3IHAYMTEJTHO HaMaJicHHe Ha abCOMIOTHHSA PHCK Ha CBbp3aHUTe ¢ auadera yCIO0KHEHMS B rpynara Ha
merdopmuH (29,8 crouTHa/l 000 naupeHTOroAMHM) CNPAMO AUETA CaMOCTOATENHO (43,3
cubuTHa/1 000 mauxeHToroauux), p=0,0023 u cnpaMo rpynure Ha KoMOUHALMS CBC CyTpaHHTypes
" MOHOTepamnus ¢ HHCyAuH (40,1 cubutna/l 000 naumenroroauuy), p=0,0034

- 3HAYMTETHO HaMasieHUe Ha a0COMOTHHA PHCK OT CBbp3aHaTa ¢ AHabeT CMBPTHOCT: METQPOPMHUH 7,3
crouTua/l 000 nauueHTOroAMHM, Auera camoctoaTenHo 12,7 cedbutua/1 000 nanuenroroanyy,
p=0,017

- 3HAYUTENHO HaMaJIeHHe Ha abCcomoTHHA pHcK OT ofinara cMbpTHOCT: MeTdopMuH 13,5 cubuTus/|
000 manueHToroguHM cnpamo avera camoctoaTenHo 20,6 cxoutna/1 000 nauneHTOroAHHY,
(p=0,011) u cnpamo rpynure koMOUHUpaHa cyndaHuIypess 1 MOHOTEpanus ¢ KHCyuH 18,9
¢ebuTna/l 000 nanuentoroauyu (p=0,021)

- 3HAYHTEIHO HaManeHHe Ha aOCOMIOTHHA PHCK OT MHOKapAeH HHpApKT: MeTGOpMHH 11
ceOuTHH/1 000 naumeHTOrOAMHHU, nuera caMocToaresnHo 18 cronTua/1 000 nanueRTOroNuHY,

(p=0,01).

TECOS e paunoMusHpaHo npoy4sane npH 14 671 nauuentn B intention-to-treat monmynauusara ¢ HbA . >
6,5 no 8,0 %, ¢ yCTaHOBEHO ChpPAECUYHO-CHAOBO 3a00A9BaHe, KOUTO MMOJYyYaBaT CHTarTMOTHH (7 332)

100 mg aHeBHO (WM 50 mg aHEBHO, ako H3XoaHHUTe cToiHOCTH Ha eGFR ca > 30 u < 50 ml/mun/1,73 m?)
uny rnauedo (7 339), nobaeenu kpM 0OHYAKRHNTE MPHKH CBHIJIACHO MECTHUTE cTaHAapTH 3a HbAjc 1
CBHPIEUHO-CHIOBH pUcKoBH daxTopu. [Taupentr ¢ eGFR < 30 ml/Mun/1,73 m? He ca BKTIOYEHHU B
npoyusadero, U3cnenasanara nomynauus skmousa 2 004 naupenTn Ha Bp3pacT > 75 rogunu u 3 324
nalueHTH ¢ 6u6peyHo yspexaane (¢GFR < 60 ml/mun/1,73 m?).

[To BpeMe Ha mpoyuBaHeTO of1aTa H3UKCIeHa cpeaHa pasnuka (SD) B croliHoctite Ha HbA | Mexay
rpymnuTe Ha CHTArIUNTHH ¥ manebo e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[TspBUuHaTa KpaliHa TO4YKA MO OTHOLIEHHEe Ha ChbPAeYHO-ChAOBATA CHCTEMA € ChCTaBHA OT IbPBaTa MosBa
Ha CBHPASUYHO-CHAOBA CMBPT, He(aTasieH MUOKapAeH UHGapKT, HedaTaleH MHCYJIT HITH XOCITHTAIU3aLINS
nopanu HectabmiHa cTeHoKapAus. BropuyHuTe Kpa#HU TOYKH IO OTHOWIEHHE Ha ChPIEYHO-ChIOBATA
CHCTEMA BKJIKOUBAT THPBATA NMOABA HA CHPAEYHO-CH/10Ba CMBPT, HeaTalleH MHOKapAeH HHQApKT WK
HedaTaleH HHCYNT, MBPBATA NOABA HA HHAMBUAYANHUTE KOMIIOHSHTH HA IbPBHYHATA CHCTABHA; 061La
CMBPTHOCT M XOCITHTAJIM3aLIMU MOpaaH 3aCTONHA ChpACYHA HEAOCTATHYHOCT,

Cnen npochaensgpase ¢ MeAHaHa HA MPOABIKMTETHOCT OT 3 rOJAMHH, CUTAlTMIITHH HE MOBHLIABA PHUCKA OT
roflieMH HeXXeJJaHH ChbPASYHO-CHIOBH CHOUTHSA MIIM PHCKA OT XOCTIHTANH3ALHA NTOpaH ChpAeyHa
HeJOCTAaTHYHOCT, KOraro ce 100apa KoM 00HYaHHTE MPHKH TIPH NTALMEHTH ¢ AMA0ET THN 2 B CPaBHEHHE C
obuuaiinuTe rpiokd Oe3 curarnunTiH (Tabnuua 3).

Tabanna 3: YecToTH HAa KOMOHHHPAHH CHPAEYHO-CBAOBH PE3YJITATH H HA KJIOY0BH BTOPHYHH
Pe3YJTATH

Curarannrun 100 mg Ilaane6o

YecToTa Ha 100 YecroTa Ha 100 KoeduumenT | p-
N nauuenToroauH | N (%) | naunenToroguuu’ | Ha pucKa cToiiHocT!
(%) | (95% CI)

Axaau3 B Intention-to-Treat monyJanHATA
Bpoit nanueHTH 7332 7339




IInpBUYHA
CHCTABHA
KpaiHa TO4KAa
(CorpaevHo-
ChAOBA CMBPT,
HedaTaneH
MHQOKAPIAEH
HH)AapKT,
HedaraneH
WHCYJIT WK
XOCIMHTANIU3ALHA,
nopaau
HecTadunHa
CTEHOKapIus )

839

(11,4)

4,1

851

(11,6)

4,2

0,98 (0,89—
1,08)

<0,001

Bropuuna
ChCTABHA
KPaHHA TOYKA
(CopneuHo-
CbI0Ba CMDPT,
HedaTaseH
MHOKapJEH
WH(papKT UNH
HedaTaneH
MHCYJIT)

745

(10,2)

3,6

746

(10,2)

3,6

0;99 (0:89'
1,10)

<0,001

BropuueH
| pe3yaTart

Cbpae4Ho-
CEAOBA CMBPT

380
(3,2)

1,7

366
(5,0)

1,7

1,03 (0,89-
1,19)

0,711

BcesAkakbB BHI
MUOKapAEeH
HH}papKT
(daTaneH u
HediaTaleH)

300
(4,1)

1,4

316
(4,3)

1,5

0,95 (0,81—
1,11)

0,487

BcakakbB BHI
UHCYAT ((aranen
U HedaTaneH)

178
(2,4)

0,8

183
(2,5)

0,9

0,97 (0,79~
1,19)

0,760

XOCNUTATU3ALMS
nopany
HecTabuaHa
CTeHOKapaus

116
(1,6)

0,5

129
(1,8)

0,6

0,90 (0,70~
1,16)

0,419

CMBpT MOpaau
BCAKAKBA
MPHYUHA

247
(7,5)

2,5

537
(7,3)

2,5

1,01 (0,90-
1,14)

0,875

XOCIUTATH3ALMS,
nopagy ChpAcyHA
HeIOCTATbYHOCT +

228
(3,1)

1,1

229
(3,1)

1,1

1,00 (0,83
1,20)

0,983

* Yecrorata Ha 100 nmaudeHToroauHy € H3uncieHa karo 100 x (obmuna 6poit nauneHtn ¢ > | cxbuTHE MO Bpeme Ha
OOIMYCTUMMA NEPUOAR HA €KCITO3HIMA CIpAMO 0O1wMa 6pol maLMEeHTOrOAUHHE Ha NPOCHEndIBaHe).

' Bb3 ocHoBa Ha Mozen Ha CoX, CTpaTHOHIUPAH 10 perdoH. 3a ChCTaBHUTE KpalHM TOYKH, P-CTONHOCTHTE
CHOTBETCTBAT HA TECT 32 HEHHPEPHOPHOCT, THPCEI Ja NOKaXe, Ye KOeQHUHEHThT Ha PUCKa € o-Mamek oT 1,3, 3a
BCHUKH APYTH KpalHW TOYKH p-CTOMHOCTHTE CBOTBETCTBAT HA TECT 34 PA3IMKUTE B KOSPULUMEHT HAa PHCKA.,

! AHAJIH3BT HA XOCIUTANM3AUMATA TOpalH ChpleyUHa HEAOCTATHYHOCT € KOPHIHpaH 3a aHaMHe3a 3a ChpleuHa
HEAOCTATBYHOCT Ha H3XOJHO HHUBO.




IleayaTpuyHa nonyianua

EsponefickaTta areHIyA Mo JeKapeTBara OCBOOOXKAABA OT 3aAbJDKEHHETO 3a MPeaocTaBsAHe Ha
PE3YJITATHTE OT MPOYUBAHHUAITA CBC CHTArTUIITHH/MeTQOPMHHOB XMAPOXJIOPUA BbB BCHUKH [TOATPYITH Ha
NeAUMaTPUYHATA MOMYyNaLus ChC 3axaped quadet tun 2 (Bx. Touka 4.2 3a HHGopMallid OTHOCHO yroTpeda

B NICAMATPHUATA).

5.2 (dapMakOKHHeTHYHH CBOHCTBA

MeTcHUrneTHk

[TpoyuraHuATa 32 OMOEKBHMBANIGHTHOCT IMPH 3APaBH YYACTHHIIH MOKA3BaT, Y€ CUTATJIMNTHH/ METHOPMHHOB
XHApOXJIopua KOMOHHHpaHH TabeTKH ca OMOeKBUBaNEHTHH Ha €JHOBPEMEHHOTO IIPHUIIOIKEHHE Ha
CHTArJUOTHH docdaT U MeT(HPOPMHUHOB XHAPOXAOPH/ KAaTO OTACTHU TaONIeTKH.

CieqHHTEe JaHHH MOKa3BaT (papMaKOKHHETHYHHTE CBOMCTBA Ha OTHEIHHTE aKTHBHHU BelllecTBa Ha
MeTcHTrIeTHK.

CHTarJIMIITHH

Abcopbyus

Cnen nepopaliHo NpwiIoKeHue Ha no3a 100 mg Ha 3apaBH YHYacTHHIIH, CHTArTMNTHH Obp30 ce abcopbupa,
C AOCTMraHE Ha MMHKOBH IIa3MEHU KOHLEHTpaUMH (MeaHaHa Tmax) 1 00 4 yaca cien NpUIIoKEHHETO,
cpeaHa rwiazMeHa AUC Ha curarmunTHH 8,52 uMrshr, Chax 950 nM. AbBcomoTHaTa OHOHATHYHOCT HA
CHUTArJunTUH € rnpudnuzurenHo 87 %. Twil kKaT0 NpUeMaHeTO HA CUTATIMIITHH €IHOBPeMEHHO ¢ forata Ha
Ma3HHHH XpaHa He NOBJIUABA (PAapMAKOKWHETHUKATA, CHTATJIMIITHH MOXKE Aa ce Npuiara ¢kC Uiy 0e3 xpaHa.

ILlnasmenara AUC Ha cHTarnMnTHH ¢€ MOBULIABA MO J03a NPONOPUHAOHAJIeH HavyMH. J[o3a-
NPONOPUHOHATHOCT HE € YCTaHOBEHA 32 Crax M C24uaca (Cmax €€ NOBHIIABA MOBEYE OT AO3a-
NPOMOPLHOHATHO, 8 C24uaca C€ YBENHYABA MO-MANIKO OT A03a-NIPOIIOPLHOHAIHO).

Pasnpedenenue

Cpennusar obeM Ha paslnpeZiesieHUe B CTALIHOHAPHO ChCTOSHHE ClE]] ETHOKPAaTHA MHTPaBEHO3HO
npriIokeHa Ao3a oT 100 mg CHTAarmUIITHH Ha 3ApaBUd YYaCTHULIK € MpUOnu3nTenHo 198 nurpa.
OpaxuyaATa CHTATMTHITAH 00PaTUMO CBBp3aHa ¢ IJIA3MEHUTE NPOTEUHU € HUCKA (38 %).

buompancgopmayus
CHTarmvnTvH c¢ SIMMHUHAPA OCHOBHO HEMPOMCEHEH ¢ YPHUHATA, 8 MeTaO0NH3MET € BTOPOCTENICHEH ITHT.
[IpubnuzurenHo 79 % OT CUTArTHIITHH Ce eKCKPETHPa HEMTPOMEHEH B YPHHATA.

Cnen nepopanua no3a [“Cleurarnunmun, npubausurenso 16% oT pagHoakTHBHOCTTA ¢e EKCKpeTHpa
KaTO MeTaOOJINTH HAa CHTArUNITHH. Ha HUBO ClieIH Ca YCTAHOBEHH LIeCT MeTadONINTa, KOHTO He C€ 04aKBa
na JOTIpHHACAT 3a MasMeHaTa DPP-4 uuxubuTopHa akTHBHOCT Ha CHTATJIAIITHH. [n vifro Npoy4BaHUATA
[IOKAa3BaT, Ye OCHOBHHAT €H3UM, OTTOBOPEH 34 OrpaHMUYeHUS MeTabOIn3bM Ha CHTArjaMNTHH, ¢ CYP3A4, ¢
yvactdeTo H Ha CYP2CS.

In vitro jaHHUTE ITOKa3BaT, Y€ CUTArAUITHH He € HHXuOuTop Ha CYP n3oensumure CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, U He € nHayktop HAa CYP3A4 n CYPIAZ2.

Enumunupane
Cnen npuioKeHHe Ha repopaina no3a [“CleHrariauiTie Ha 30paBH yYacTHULH, npubnusurenno 100 %
OT NMPUIOKEHATa PAAHOAKTUBHOCT C€ eIMMHUHUpa ¢ (pekanuure (13%) wnu ypruraara (87%) no eana
CEOMMIIA CiIel NPIWIOKEHHETO Ha no3ata. [ IpuBuaHuaT kpaed t1 cnen 100 mg nepopanHa fnosa
CHUTAITIUITTHH ¢ npubnusurendo 12,4 yaca. CHTarJIMNTHH ¢€ HATPYINBa CaMO MHHHMAJIHO [IpH
MHOIOKpaTHO nipunarane. be0peunmsaT kupsHe € npubausurenHo 350 ml/MuH.
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EnuMuHUpaHeTo Ha CUTArJIUMIITHH CTaBa OCHOBHO 4ype3 Ob0peyHa eKCKpelra H BKIIIOUYBa aKTHBHA TyOYJ1HA
cekpeuHa. CUTaArMHITHH € cCyOCTpaT Ha YOBEHIKW OpraHuyeH aHHoHeH TpaHcnoptep -3 (hOAT-3), koiiro
Moxke OH yyacTBa B OB0pevHOTO eMTMMMHHpaHe Ha cuTaraunTiH. KimnHnuHoTto 3HaueHue Ha hOAT-3 B
TPAHCIIOPTa HAa CUTAIJIMNTHH HEe € YCTaHOBEeHO. CUTArNIUNTUH € CYOCTpaT K Ha pP-TAUKONPOTEHH, KOHTO
MOe OH ydacTBa ¥ B MeAMUPAHETO Ha OBOPEUHOTO €TMMUHKpaHe Ha CUTArJIMNTHH. B ¢BII0TO Bpeme
LIMKITOCTIOPHH, €IHH P-TJIUKOINPOTENH HHXAOUTOP, HE HaMaliBa ObOpEeYHNA KIHPBHC HA CUTATJIMIITHH.
Curtarnunrus He e cyocrpar Ha OCT2 wnn OAT1 wnu PEPT1/2 Tpancnoprepure. In vifro curarnuntuH
He notHcka OAT3 (1C50=160 pM) nnu p-rinuxkonporenHa (1o 250 pM) Meauupanus TpaHCIIOPT B
TeparneBTHYHO PEJIEBAHTHH IU1a3MEHU KOHUEHTpAUMH. [IpH KNTHHAYHO NpoyyYBaHe CHTAT/IHUIITHH HMa
MATBK e(eKT BBpXY IUTa3MEHHWTE KOHLICHTPALIHK Ha AMIOKCHH, KOETO MOKa3Ba, Y€ CUTArJIMIITHH MOJXKe /a €
ciad HHXHUOUTOP Ha p-TITUKONPOTEUH.

Xapaxmepucmuxa npu nayueHmume
DapMaKOKHHETAKATA HA CHTAMVIMIITHH € KaTO U0 CXOJHA MPH 3paBH YYaCTHULIM M fMaiiHeHTH ¢ auaber
THUIT 2.

bvbpeuro yspeacoane

[IpoBeneHo e OTBOpPEHO NMpOyYBAHE IPH €AHOKPATHO NPHIIOKEHHE 3a OLIEHKA Ha ()apMakKOKMHETHKATA Ha
HaMalleHa f103a CUTarMNTHH (50 mg) Npy naLydedTy ¢ pa3NUYHa CTENEH Ha XPOHUMHO OBOpeYHo
YBpexXJaHe B CPABHEHHE ChC 3/ApaBH KOHTPOIH. [IpoyuBaneTo BKIIIOUBA MaLdeHTH ¢ OB6peuHo
YBpEXKIaHE B JIEKA, YMEPEHA WIH TSXKKa CTeMNeH, KakTo ¥ nauueHTH ¢ ESRD Ha xemoauanu3sa. OcBeH TOBa
eekTute Ha OpOpeyHO yBpeKaaHe BEpXY (apMaKOKMHETHKATa Ha CUTAMTHNTHH NPH NAaLMEHTH ¢ aHaber
TUN 2 ¥ OpOpeuHo yBpekaaHe B 1eKa, yMepeHa WK Texkka creneH (BraounuTenHo ESRD), ca olienenu
Yype3 NONYJIalHOHHN (apMaKOKHHETHYHH aHATH3H.

B cpaBHeHHe ChC 3{paBH KOHTPOIH, nasMenara AUC Ha CHTarIMITHH ce NoBHILIaBa MpHOIU3HUTENHO 1,2
MbTH NpU nauneHTH ¢ 6BOpeuHo yepeskaane B eka creneH (GFR > 60 no <90 ml/MKH) v crorBeTHO 1,6
IbTH NPH NALMEHTH ¢ 6B0peuHo yBpexknaHe B ymepeHa cteneH (GFR >45 no <60 mi/mMun).

Tni kaTO pasMEPLT Ha MOBHIIEHHETO HE € KIIMHUYHO 3Ha4YMM, HE Ce Hajlara KOpMrupaHe Ha J03ata npH
TE3U MAUHCHTH.

[Tnazmenata AUC Ha CHTarJIMOTHH € MOBHINABA NPUONHU3UTENHO 2 IBTH MPH NaLMEHTH ¢ OBOpeUHO
yBpexaane B ymepeHa creneH (GFR > 30 no < 45 ml/Mun) 1 npubnusurento 4 meTH rnpH NanydeHTy ¢
O0b0peyHo yBpexxgaHe B Texxka ¢reneH (GFR < 30 ml/MuH), BrirounTenHo naudeHTd ¢ ESRD Ha
xeMoavanu3a. CUTArIMATHH C€ OTCTpaHsABa YMEPEHO IMpH XeMoauanusa (13,5 % 3a 3- 1o 4-yacoBa
XeMOJHANM3Ha CeCHd, 3anoYBalua 4 yaca cliell NPHWIOXKEHHETO).

Yeproopobro yspeorcoane

He e HeoOxoauMa KOpeKLMS HA A03aTa CHTArJIMIITHH MPU MALMEHTH C JIEKO WK YMEPEHO YepHOIPpoOHO
yBpexaaHe (ckop no Child-Pugh <9). Hama xnMHMYEH ONMHT NpH NAalHEHTH C TEXKO YePHOAPOOHO
yBpexaane (ckop o Child-Pugh >9). B csioro BpeMe, Thit KaTO CHTATJIIMNTHH Ce ENMMHHHPA OCHOBHO
ype3 6p0peurTe, He C€ OYAKBA TEXKKOTO YEPHOAPOOHO YBpEXKIAHE Oa MOBIUAE BBPXY
(hapMaKkOKUHETUKATA H& CUTATTTUITTHH.

Iayuenmu e cmapuecka ev3pacm

He ce Hanara kopekiLua Ha 103aTa B 3aBUCUMOCT OT Bb3pacTTa. Bp3 0CHOBA Ha NOMynaLMOHEH
¢apMakokuHeTH4YCH aHaU3 Ha naHHH oT Paza | u Paza [I, Br3pacTTa He OKa3Ra KIIHHUYHO 3HAYUM edeKT
BbPXY (PapMAaKOKHHETHUKATA Ha CHTArJIMIITHH. Y YACTHHULIMTE B cTapuyecka Bb3pacT (65 ao 80 roauHu) umar
npuONH3UTENHO 19 % No-BUCOKH IUIa3MEHH KOHLEHTPALIMHM Ha CHTAMIMIITHH B CPaBHEHHE C O-MIaH
YYaCTHHLIH.

ITeouampuuna nonynayus
Hsama npoyuBaHHA CBC CUTATIMITHH IIPH NeAHATPHYHYU MallHEeHTH.




Lpyzu xapaxmepucmuxu Ha nayuenmume

He ce Hanara kopekuus Ha 103aTa B 3aBUCHUMOCT OT MOJI, paca MM MHAEKC Ha TenecHa Maca (BMI). Tesu
XapaKTepHCTUKH HAMAT KIMHHYHO 3Ha4YUM e(eKT BbpXY (apMakCKUHETUKATA HA CUTArJIUITHH CIIOpe]
KOMOHHHMpaHHuA aHanu3 Ha papMaKOKHMHETHYHHTe naHHu oT Pa3a | u nonynaunoHeH dapMaKOKHHETHYEH
aHa/Tu3 Ha AaHHH OoT Pasa I u @aza ll.

MetdopMHH

Abcopbyus

Cnen nepopanHa qo3a MeTGOPMHH, Tnax C€ ZOCTHIA 0 2,5 yaca. AGComoTHaTa OHOHATMYHOCT Ha
tabnerka metgopmuH 500 mg ¢ npubnusurenno 50-60 % npu 3apau yuactavny. Criez nepopanHa a034,
HeabcopOupaHaTa ppaknuua, OTKpUTa BBB pekanuure, € 20-30 %.

Cnen nepopanex npreM abcopbumata Ha MeTQOPMHH € HacHlIallla ce H HenwHa. CMATa ce, ue
¢papmakokuHeTHKaTa Ha abcopOumara Ha MeTdhopmuH e HenuHeliHa. [Ipu o6uuaiind 103K MeThOPMUH H
JA030BH CXEMH, IUTa3MEHUTE KOHUEHTPALIMH MPH CTALMOHAPHO CbCTOSHHE ¢ IOCTUraT B paMKHUTE Ha 24-
48 yaca 1 kaTo Ao ca no-Manko ot 1 pg/ml. Ilpu KOHTpONHpPaHHU KIMHUYHH H3TIKTBAHUA,
MaKCHMATHHTE IU1a3MeHH HUBa Ha MeT(GOpMHH (Crax) He TIpeBHIIABAT 5 ng/ml, nopu npy MakCcUManHu
JOO3H.

XpaHarta HamanaBa creneHra U cnabo 3abapa abcopOuusaTa Ha MeTGopMHH. Crea NPUIOKEHHE Ha 1032 OT
850 mg, ce Habmopasa 40 % no-HUCKa NMUKOBA [U1a3MEHA KOHLEHTpauud, 25 % Hamanenue Ha AUC u
yAbIDKaBaHe ¢ 35 MHH Ha BPEMETO A0 JOCTHUraHe Ha IMUKOBA IlasMeHa KoHueHTpalusa. KiinHH4HaTa
3HAYHMOCT HE € H3BECTHA.

Pasnpeoenenue

CBBbP3BaHETO ¢ [U1a3MEHUTE NMPOTEUHH € HEIHAYUTENHO. MeTdhOpPMHH ce pasrnpenens B ePHTPOLIMTHTE,
KpBbBHUAT NHK € NO-HUCHK OT IUIa3MEHHA MHK K Ce NMOABABA NMPHOMH3UTENHO 1O CHLIOTO BpeMe.
YepeeHUTE KPBEBHU KIETKHY Ha-BEPOATHO NPEACTABAABAT BTOPHYSH KOMIIAPTHMEHT Ha pasnpeieneHHe.
Cpenuust Vd Bapupa Mmexnay 63 — 276 1.

buompancgopmayus
Mer¢gopMuH ce eKCKpeTHpa HEMPOMEHeH B ypHHarTa. [Ipn xopara He ca ycTaHOBEHH MeTabOTUTH.

Erumunupane

brOpeunuaT knMpbHC Ha MeTHOpMHUH e > 400 ml/mMuH, koeTo noka3sea, ye MeTHOPMHH c€ eTUMUHHpA
ypes rnoMepyJiHa guwitpaums U TyOynna cexpeums. Cnen nepopajiHa 103a, MPUBUAHUAT TEPMUHANIEH
eJIMMHHALIMOHEH MOTY>XHBOT € pubnusutento 6,5 h. Koraro 6vbpeunara pyHKkUMA € yBpeaeHa,
OBLOpEYHUAT KIMPEBHC C€ HAMANIABA B CHOTBETCTBUE C TO3M Ha KPEATHHHHA U CeJA0BATEIHO
€JIMMHHALIHOHHHAT IMOIYXHBOT C€ YAB/DKaBa, KOSTO BOAH A0 NOBHIIECHA HUBA HA METQOPMHH B ILTa3MaTa.

5.3 IlpeakIHHHYMHH JAHHH 32 06€30naCHOCT
He ca npoBexxnaHu npoy4BaHUA C )KUBOTHH ¢ MeTCHINEeTHK.

[Ipn 16-ceaMHYHE npOyYBaHMs, B KOUTO Ky4eTa ¢a TPETHPAHH WK ¢ METHOPMHH CAMOCTOSTEITHO HIIH ©
KOMOMHaUKA 0T METPOPMHH H CUTATIMIITHH, He € HabmoAaBaHa AONBJIHHTE/IHA TOKCHYHOCT OT
koMOuHauuaTa. NOEL B Te3u npoyuBanus ce HabJioaaBa NpH €KCIO3ULIMA HA CHTATJTHITTHH
NPUOITH3UTENHO 6 MBTH MO-BUCOKA OT Ta3H NPH XOpa U NPH €KCINO3HUMA HA MeTOPMHH NPHOIH3UTENHO
2,5 ITBTH MMO-BHCOKA OT Ta3u MpH Xopa.

ChaeaHuTe JaHHH ca HaXOOKH [TIpH MNpOY4YBaHHA, TPOBEACHH ChC CUTACJTMITTUH WIH MﬁT(l)DpMHH
CaAMOCTOATCITHO.




CHUTAIJIUIITHH

B16petHa H 4epHOAPOOHA TOKCHUHOCT ce Habnoasa NPy rpu3aiy MpH CTORHOCTH HA CHCTEMHa
eKCMO3UIMs 58 MBTH MO-BHCOKM OT HUBOTO HA €KCMO3HLIHATA [IPH XOpa, a HUBOTO Oe3 edexT e
OTIpeieNicHO Ha 19 ITBTH No-BHCOKO OT TOBA MPH X0pa. AHOMANIMM Ha pe3UMTe ce Hab/IIoaBaT Npy
MNbXOBE NPH HUBA Ha eKCNO3ULMA 67 MbTH NO-BUCOKH OT HHBOTO HA K/IHHUYHA €KCNO3ULIUA; HHBOTO, Oe3
edeKT NPy Ta3H HAXOAKA € 58 TBTH MO-BHCOKO, CHIVIACHO Pe3yNTaTHTe OT 14-CeAMHYHO NPOYYBaHE NpH
[UTbXOBE. 3HAYEHHETO Ha TE3H HAXOJKH IIPH XOpa He € U3BECTHO. 1paH3HTOPHH, CBBP3aHH C JICUCHHETO
bU3K¥YECKH NPOABH, HAKOH OT KOMTO MpEANoiaraT HATHYHETO Ha HEBPOJIOrHHA TOKCUUHOCT, KaTo
JHLIaHe ¢ OTBOPEHA YCTa, CalIMBalus, EMEe3HC Ha Osia NsHa, aTakCHd, TPENepeHe, HaMaleHa akTHBHOCT
W/ W3rbpOeHa ro3a ce HaGNIOABaT NMPH Ky4eTa NMPU HHBA Ha KCNO3ULIHSA NPHOIH3HUTENHO 23 MbTH M10-
BUCOKH OT HMBOTO Ha KJIMHWYHA eKcrio3HLug. OcBeH TOBa MHOTO JIEKa [10 JIEKa KOCTHO-MYCKYJIHA
AereHepalMsa ce HabMoaaBa W XMCTOJIOTHYHO NMpH A03H, AaBalll HUBA HAa CHCTEMHA €KCNO3HIMS
NpUGAH3HTENHO 23 ITBTH MO-BHCOKH OT HHBOTO Ha EKCTIO3ULMA NpH xopa. IIpu Te3n pe3ynTaTH, HHBOTO
6e3 edeKT € NpH eKCIO3ULMA 6-KPaTHO NO-BHCOKA OT HUBOTO HA K/IMHMYHA €KCMIO3HLIUA.

CUTaNIMITTHH He II0Ka3Ba NeHOTOKCUYHOCT B X0Ja Ha NpPeAIIHHHYHH NIPOYyYBaHHA. CHTArNIMITHH He €
KaHLeporeHeH nmpu Muiky. [IpH rIbXxoBe MMa MOBHIIECHA YECTOTA HA YePHOAPOOHH aZleHOMH H
KApLIMHOMM TIPH HMBA HA CHCTEMHA €KCIO3ULMS 58 ITBTH NMO-BHCOKH OT Te3H npy xopa. T kato ¢
YCTAHOBEHO, Y€ XETIATOTOKCHMMHOCTTA KOPeNHpa ¢ HHAYUMPaHeTO Ha YepHOAPOOHa HEOTIa3HA MPH
MIBXOBE, TA3W MOBUILIECHA YECTOTA HAa HePHOAPCOHH TYMOPH MPH MIBXOBETE € BEPOATHO BTOPHYHA,
BCJIEACTBHE Ha XPOHMYHA XeNaTOTOKCHYHOCT NMPH Ta3H BUCOKa no3a. [lopann BUcoKaTa rpaHHLA HA
GesonacHocT (19-bTH NO-BUCOKaA NPH TOBA HUBO 6€3 €eKT) Te3n HEONIACTHHHY MTPOMEHH HE Ce CUUTAT
pelieBaHTHHU 3a Xopa.

He ca HabniogaBaHH CBBP3aHH C JIEUSHHETO edeKTH BbpXY (PEePTHIHTETa [PH MBXKH H 2KEHCKH ITHXOBE,
MOJYYHIH CHTArTMITTHH NPEIH H 110 BpeMe Ha YH(TOCBaHe.

[IpH npoyuBaHe BBPXY Npe-/MOCTHATAIHOTO PA3BUTHE HA TUTBXOBE CHTATTIMITHH HE MOKa3Ba HEXE/IaHH
PEaKLIMH.

[TpoyusaHHATa BBPXY penpOAyKTHBHATa TOKCHYHOCT NOKa3BaT HAJIMYWETO HA CBBp3aHa C JICUCHHETO,
JIeKO YBENWYEHA 4ecTOTa Ha MandopManny Ha peGpa Ha deTyca (TUNCBALH, XHITOTIACTHYHH U TIaBalliy
peGpa) MPH MOKONIEHHETO Ha IUTEXOBE [IPH HHBA HA CHCTEMHA EKCMIO3ULHA MOBete OT 29 MbTH M10-BUCOKH
OT Te3u npy xopa. TOKCHUHOCT Ha MaiikaTa ce HabmoaaBa Mpy 3adLM IPY HKBA NOBEYE OT 29 mbpTH No-
BHCOKH OT HHBATa Ha eKCNO3HUMA npH xopa. [Topaay BUCoKaTa rpaHHLA Ha OE30MACHOCT TE3H HAXOIKH HE
MpeAnoarar ChLIECTBYBaHETO Ha CbOTBETEH PHCK 3a PENpOAYKTHBHOCTTA NPH XOpa. CUTarnmirmuH ce
CEKpPETHPA B 3HAUHUMH KOJIMYECTBA B MIIAKOTO Ha JTAKTHPALIM [UTbXOBE (OTHOLICHUE kbpMa/mnasma: 4:1).

MerdopMuH

[NpemIMHHYHUTE JAHHH 32 MET(GOPMUH He Pa3KPHBAT OCODEH PHCK 3a XOpaTa Ha Gasara Ha
KOHBEHLIHOHANHH HapMaKOJIOTHYHH MPOoy4YBaHHUA 3a 0€30NacHOCT, TOKCHYHOCT NIPH MHOTOKPATHO
MpHAaraHe, FreHOTOKCHYHOCT, KAPUMHONEHEH NOTEHUHa, penpoLyKTHBHA TOKCUHHOCT.

6. OGAPMAINIEBTHYHU JAHHNA
6.1 Coacbhbk HA DIOMOINHHTE BellleCcTBA

Anpo Ha Tabnerkara
MHUKPOKPHCTAJTHA HEMY103a
NOBUIOH

HATpHEB JIay pwiICyJI(aT
HaTpueB cTeapwidymMapar

Trite oy




QUIMHPALLO TOKPHTHE
MOJMU(BHHHIIOB aJIKOXOJ)
Makporos 3350

TaJIK

TUTaHOB Anokcua (E171)
uepeH xeneszeH okeua (E172)
uyepBeH xeje3eH okcua (E172)

6.2 HecbBMECTHMOCTH

Henpuioxxkumo.

6.3 Cpox na rognocr

2 TOOHHM,

6.4 Coennansn ycj10BHY HBA CHXPAHEHHE

Jla He ce cpxpaHasa Hajg 25°C.

6.5 Buau chabpKaHHE HA ONIAKOBKATA

bmucrepu anymurnii/PVC/PVDC e BLHIIHA ONakoBKa.

Onakosku no 14, 28, 30, 56, 60, 90, 112, 168, 180, 196 ¢unmupanu TabneTky, rpyrnosH ONaKOBKH,
chABpKaLIH 196 (2 onakoBku no 98) u 168 (2 onakosku no 8§4) punmupann rabnerxku. Onakoska o
50 x 1 ¢punmupanu Tabnetiu B nepdopupaHu eIHON030BH GAHCTEPH.

He BCHYKM BHAOBE OMMAKOBKK MOTaT Aa 6bAaT IyCHATH B pogaxoda.

6.6 ChneunanHu npeANA3ZHE MEPKH NPH H3XBHLPJIAHE

Heu3non3BaHUAT IEKapCTBEH MPOAYKT HIH OTNAABYHHTE MaTepHallK OT Hero TpaOBa Aa ce H3XBbPIAT B
ChOTBETCTBUE C MECTHHTE W3HUCKBAHUAL.

7. IIPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Zaklady Farmaceutyczne Polpharma S.A.
ul. Pelplinska 19,

83-200 Starogard Gdanski, ITonwa
8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

20210184
20210185




9. JIATA HA TBPBO PA3PEIIABAHE/TIOTHOBABAHE HA PASPEIIEHMETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspetnaBane: 06.07.2021
JlaTa Ha NOC/ICAHO MOXHOBABAHE:!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

26.03.2025




