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KPATKA XAPAKTEPHUCTHKA HA [TPOAYKTA

1. HME HA JIEKAPCTBEHMS ITPOAYKT

N3NELAHNTERHA ATEHUNS 110 IEKAPCTBATA

Mercuraethk 50 mg/850 mg bunmupann tabnetku
Metsigletic 50 mg/850 mg film-coated tablets

Ko Pos. . L0 QLVB (L5

Kpamwg Xanaxmepusiiime Ha NpOJyama - FIpusosarie 1

Mercurnerak 50 mg/1 000 mg dunmupany TabneTKH
Metsigfetic 50 mg/1000 mg film-coated tablets W i JEP. 55994,

PaspsiveHue
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2. KAYECTBEH M KOJIMYECTBEH CBhCTAB

Beaka TabneTka chIbpKa CHTArMMIITER XHAPOXIOPH MOHOXHAPAT, eKBUBANEHTEH Ha 50 mg
cuTarmunTHH (sitagliptin), n 850 mg MeTHOPMHHOB XKAPOXIOPHT (metformin hydrochloride).

Besika taGnerka chabpika CHTAMTHIITHE XHAPOXAOPHA MOHOXHAPAT, ekBHBancHTeH Ha 50 mg
cHTarnuiiTus (sitaglipting, u 1 000 mg metdopmutos xuapoxnopus (metformin hydrochloride).

32 ILIHHA CIMCHK Ha MOMOILHKMTE BEIECTBA BIKTE ToUKa 6.1,

3. JEKAPCTBEHA ®OPMA

dunmnpana tabnerka.

Mercurnetnx 50 mg/850 mg punMupann tabnetku:

Osanny, ABOMHONINELKHANH Po308H GUAMHpanH TabreTky, ¢ BATLOHATO pesedHo o3HaueHHe ,,850° oT
CAHATA CTPaHA.

Hbnkusata Ha Tabnerxara e mexay 19,9 u 20,4 mm, a wuprkata € Mmexay 9,7 1 10,2 mm.

Mercurnerax 50 mg/l 000 mg danmupann TabreTkH:

Oganuu, ABOHHORITBKHAMH YepsenH QHAMHpaHH TabneTkH, ¢ BATEOHATO penedHo o3HaueHue L1000 ot
eJ\HaTa CTpaya. o

JpmxiHaTta Ha Tabnerkara € mexay 21,1 u 21,6 mm, a mmupinara e mexay 10,3 u 10,8 mm.

4. KJMHHYHH JAHHH

4.1 TepaneBTHUHH MNOKAIAHHR

Ilpy BB3pacTHU NALMEHTH Che 3axapeH Auaber THN 2:
MeTCHrIeTHK € IOKA3aH KaTo JOMLIHEHRe KbM AHETa H YIIPAXKHEHNS 3a N10400pABaNe Ha MTHKEMHIHNS
KOHTPOJI IIPH NAUHEHTH, TPY KOUTO HE € NOCTUTHAT 3AJ0BONMTENEH KOHTPO/ ¢ MAXCHMAHATA TOHOCHMA
34 TAX /1032 MET(OPMHH CAMOCTOSTENHO WITH KOMTO BEYE CE€ CKyBAT C KOMOMHALMA OT CHTAIJIMIITHH 1
MeThOopMHUH.

MercurneTux e nokasaH B KOMOHHALNMS CbC cyAGaHUNYPeiHN NPOU3BOAHH (T.€. TPOH

NCUEHHE)} KaTO JOMBIHEHHE KbM [HETa H YIIPDKHEHUS MPH [1ALHEHTH, TPH KOHTO H:
33J0BONMTENEH KOHTPON ¢ MAKCHMAMHATA NOHOCHMA 33 TAX A03a METGOPMHH K Cy




MeTCHITIETHK € MOKAa3aK KaTo TPOHHO KOMGHHHMpPAHO JICYEHHE ¢ [IEPOKCHAOMEH NMPONH(EPaTOp-aKTHBHPAH
peuemnrop rama (PPARy) aronuct (1.€. THA30NMAMHAHOH) KATO JOITBJIHEHHE KBM JHETA H YNIPAKHCHHA
NpH NaUHEHTH, NIPH KOHTO HE € [TOCTUTHAT 330BOIMTENSH KOHTPO ¢ MAKCHMAITHATA [TOHOCHME 32 TAX
no3a MetgopMuH 1 PPARY aronmcr.

MeTcHIIeTHK ChILO € NoKa3aH KaTo Ao0aBKa KbM HHCY/HH (T.€. TPOMHO KOMOHHUPAHO JICYEHHE) 38
AOITBJIHCHHE KBM AUETATA W YIIPAKHCHHAATA 3a no,uoﬁpsmaﬂe HA4 NMHKEMHYHHA KOHTPOJ IPH HALMEHTH,
KOraTo MOCTOAHHATA 032 Ha MHCYJIMH ¥ MeT(HOPMHH CAMOCTOATENHO HE OCUTYPABA a/ICKBAaTEH
TJIHKEMHYCH KOHTpOI[.

42 [lo3upoBKa H HAYHHA HA TPAICKENNE

03HpOBKA
JlozupoBKaTa Ha aHTHXMIEPIIIMKEMHYHOTO JedeHue ¢ Mercuraetik Tpatea ga 6bA¢ HHOHBHAYATHIHPAHA
Ha 0a3aTa HA HaCTOALLMA PEXHM Ha MALMEHTA, 6QEKTHBHOCTTA U TONEPAHTHOCTTA, KATO HE Ce NPEBHLIABA
MAKCHMAaJIHATA NPEROPRYBaHa THEBHA 103a oT 100 mg cHTarlunTHH.

Bw3pacmuu ¢ nopmanna bebpeuna dynxyun (GFR >90 mi/mun)

IIpy nauueHTH, IPH KOHTO HE € MOCTHIHAT 3aJ0ROIHTEICH KOHTPOI ¢ MaKCHMANHATA NOHOCHMa 1032
MeTHOPMUH KATO MOHOTEDAMUA

[Ipn nanueHTH, NpH KOHTO HE € TIOCTHIHAT 3310BOIHTEICH KOHTPOX ¢ MeTHOPMHH CAMOCTOATENHO,
obuualinaTa HauanHa f03a TpAORA 1@ OCTABM 1038 CUTATJIMIITHH B 103a 50 mg aBa mbTH JHeeHO (100 mg
ob1ia IHEBHA 103a) IUIOC A03aTa METQOPMHH, KOATO BEYE € MpHEMaHa.

Hgﬂ NAUHUCHTH, KOWTO [PpEMHHABAT OT EAHOBPEMEHHO NPAMATraHe Ha CHTANIMNTHH U MGTQDO[QMHH

[Ipx naupeHTH, KOATO NPEMUHABAT OT SAHOBPEMEHHO NPHIAraHe HA CHTAMMANTAH H METHOPMHH,
neueHneTo ¢ Mercurnernk TpAGBa a ce 3aNOoYHE C 103aTa CHTATIMITUH U MeTGOPMHH, KOATO BEYE €
npUeMaHa.

Hpy nanMenTy, IpH KOHTC He € NOCTHIHAT 32A0BOAMTENSH KOHTDOT ¢ JABOHHO KOMOHHHPAHO JICHSHHE C
MAaKCHMATHATA TIOHOCHMA 11033 MET(HOPMHH M cyiihaH es

Hosara TpsOea Aa nocTaBu CHTATIMITHH B 1034 50 mg aABa MHTH AxesHO (100 mg obina AHesHa n03a) U
no3a MeTopMHH, nosoGHa Ha Jo03aTa, KOATO Beve € npHeMana, Korato MeTcurieTuk ce H3noissa B
kOMOMHaLHs ChC cynaHmTypes, MOKe Ja & HATOMWH yroTpebara Ha no-HHCKa 03a cyadaHutypes, 3a
Ja ¢€ HaMallH PHCKET OT XHIOTIIHKEMEA (BK. Touka 4.4).

IlpH NanHMEeHTH, IIpH KOWTO HE € TIOCTHTHAT 3a/I0BOAMTEICH KOHTPOI C IBOWHO KOMOWHUMPAHO IEYEHHE C
MaKCHMaJTHATA IOHOCHMA 11033 MeThopmuH i PPARy aroHHcT

Jlosata TpAGBa /la NOCTABH CHTAIIMITHH B A03a 50 mg qBa bTH AuesHo {100 mg o6ma aHeBHa 103a)
A03a METQOPMHH, TI0A00HA Ha 103aTa, KOITO BEYE € MPHEMAHA.

IIpH MauMeHTH, IIpH KOWTQ HE € MOCTHIHAT 3a/I0BOJIHTENEH KOHTPON C ABOHHO KOMOHHHDAHO JICYEHHE C
HHCYIIHH H MaKCHUMAITHATA IOHOCHMA 11033 MeTdOpMHH

Ho3ara TpadBa Aa nocTaBH CHTAMIMITHAH B 1034 50 mg Apa MbTH Anesdo (100 mg o6ma aHeBHa 103a) H
Aoc3a MeThOpMHH, Nozo6Ha Ha 103aTa, KOATO Beve ¢ mpHemaHa. Korato MeTcureTdK ce H3noizea B
KOMOHHALIMA ¢ HHCYJIMH, TI0-HHCKA 1032 MHCY/IMH MOXE Aa e HeoOXoAnMa 3a pellyLHpaHe Ha pacKa O
XHOOTJTHKEMHA (BXK. TOUKA 4.4).

3a pasnuuHHTe 03K METhOPMUH, MercurieTuk ce npeyiara B KOHIEHTpaLya o 50
850 mg meTdopmuHoR xuapoxiopua wik 1 000 mg MeTHOPMHHOB XUAPOXJIOPHL.




BcHukH patmenTy TpﬂﬁBa A4 NMPOABJLKAT NPENOpHEYaHaTa HM JHETA C aACKEATHO PA3NPENECHHC Ha
TIPHEMA HA BEINIEXUAPATH NPe3 AcHs.

CoenyanHiy nonyjauuu
Bv6peuno yepeswdane

He ce Hanara KOpEKIIHS Ha 03aTa IPH MALUEHTH ¢ JTeko 650pevHo yBpexaaHe (CKopoCcT Ha rIoMepyiHa
dunrpawya [GFR] >60 ml/mun). lpenu 3anousane HA Ji¢ueHHE ¢ NPOAYKTH, CHIBPXKALIH METHOPMUH,
Tpdaa fa ce nanpaeu oneHka Ha GFR croliHocTuTe, a cylen TOBA — MNOHE BEAHEXK rogdiuHo. ITpu
[AUMEHTH ¢ MOBHIICH PHCK OT NO-HATATBINHO TIpOorpecHpaHe Ha GpOPEMHO YBPEKAAHE H [1PH NALHEHTH B
CTap4ecka Bh3pacT TpAOBa N0-4eCTO N2 ce NpaBu ollcHka Ha 6h0peyHaTa QyHKIMA, HANPUMED Ha BoekH 3-
6 Mecena.

3a npeanoOYMTaHE € MAKCHMATHATA AHEeBHA N03a MeTHOpMHUH Aa Guie pasaencHa Ha 2-3 JHEBHH JO3H.
DaKTOpH, KOUTO MOI'AT A YBEIHYAT PHCKa OT JIAKTATHA aupao3a (XK. Touka 4.4), pabea na Obaar
npepasriaejaHH, npeax na ce 0OMHCIH 3aMOYBAHETO HA JeUYeHHe ¢ MeTGOpMHH NpH nawdeHTH ¢ GFR<
60 ml/MuH.

AKO He e JOCTBIHA A030BA (])opma Ha MeTCHrieTHK ¢ anekpaTHO KOJIHYECTBO Ha AKTHBHOTO BENIECTRO,
BMECTO KOMOHHALHA ¢ q;mccupaﬂn N03H Tpaﬁna Ja ¢¢ H3ITOJI3BAT HHAHBHAYZIHH MOHOKOMIIOHCHTH.

GFR ml/Man Merdopman CRTarannTRg
60-89 Maxcumannama Onesna do3a e Maxcumannama oneena 003a e
3 000 mg. 100 mg.

Moowce 0a ce obmucnu rornuxcasane Ha
003aMa 866 8PLIKA C HAMANABAHEMO

na 6vbpeunama @yrxyua.
43-59 Maxcumannama oneena doza e Maxcumamama onesna 0o3a e
2 000 mg. 100 mg.

Hauannama 0034 € naii-Muozo
ROAOSUHAMA oM MAaKcUMaIHama 0030.

30-44 Maxcumannoma oneena 0oza e Maxcumannama oneena 0o3a e
1000 mg. 30 mg.

Hauannama doza e naii-muozo
ROROSURAMA OM MAKCUMATHAMA 0034,

<30 Memgopmun ¢ npomueonorazar. Maxcumannama onegna doza e
25 mg.

Yeproopobro yepexcoane
MeTcurneTak He TpA6Ba 12 ce H3MO3BA NPH MALMEHTH ¢ 4ePHOAPOGHO yBpexaaHe (BXK. ToUKa 5.2).

Cmapyecka gv3pacm
T kKaTO METGOPMHH B CUTATIMITHH Ce eKCKpeTHpaT upes 6s0penpTe, Mercurneruk Tpabea Ja ce
H3M0I3Ba ¢ MOBUILCHO BHUMAHHE NPH HanpejBaHe Ha Bb3pacTTa. HeoOXxoMuMo € MOHHTOpHpaHE Ha
6B0peunara dynkuus, 3a A2 ce NOANOMOTHE PEANA3BAHETO OT CBHP3AHATA ¢ MET(QOPMHH JIaKTaTHA
anMA03a, Haif-Beue B crapiecka Bp3pacT (Bx. ToukH 4.3 u 4.4).

Heduampuuna nonyaayus




besonmacHocTTa M eHKacHocTTa Ha MeTCHINETHK NpH ZeLia M FOHOLIN OT PAXAAHETO IO Bb3pact < 18
FOJIHHM HE Ca yCTaHOBEHH. JIUNCRaT gaHHM.

HauyuH Ha npuioxeHHe
Mertcurnerrk TpaOBea Jia ce npueMa JBa [THTH JHEBHO C XpaHa 38 HaMalsRaHe HA HEXKETIAHUTE PeakLuy OT

CTpaHa Ha CTOMALIHO-YPEBHUA TPAKT, CBBP3AHH ¢ METHOPMHH.
4.3 YIpoTHBONOKAIAHHS

MeETCHITIETHK € NPOTHBOMOKA3aH NP NallHeHTH Che:
- CBPBEXYYBCTBHTEIHOCT KbM AKTHBHHTE BEILISCTBA MM KbM HAKOE OT MOMOMHHTE BEHICCTEA,
#30poeHH B TouKa 6.1 (Bxk. TOuKH 4.4 1 4.8),
- BCEKH THN OCTpa MeTabonuTHa anrao3a (Karo JaKTATHA AlHI034, JHA0eTHA KeTOaunR03a);
- AnabeTHa peKoMa;
- TexKKa 6pOpeuna HepocTaTbuHoCcT (GFR < 30 ml/mMun) (BXK. Tovka 4.4),
- OCTPH CBCTOAHHA C BE3MOXKHOCT A3 H3MEHAT GrOpeyuHaTa QyHKLMA, KATO:
- JEXHAPATANNA,
- TeKKH HHPEKLHHA,
- IIOK,
- BBTPECHA0BO NPUIIOKEHHE Ha HOAMpPaHH KOHTpacTHH BewecTea (Bik. Touka 4.4);
- OCTPO HJIH XPOHHYHO 3a00MABaHe, KOETO MOXeE Jia IPHYMHK XHNOKCHA HA TBKAHUTE, KaTO:
- CHPICYHA HIH PECTTHPATOPHA HEIOCTATEHHOCT,
- CKOpOLIEH MHOKapaeH HHapKr,
- WOK;
- HEPHOAPOOHO YBpeKIaHe;
- OCTpPA ANKOXOJIHA HHTOKCHKALIHA, ATKOXONUIBM,
- KbpPMEHE.

44 CpenmanHA NpeAYNpeXACHAS H NPeINAIHE MEPKH IpH yOoTpeba

MeTcHIIeTHK He TpAOBa a ce W3MOJ3Ea NpK NaLHeHTH ¢ AHabeT Tun | H He TpAOBa a CH H3NON3BA 34
JieucHHE Ha quadeTHA KeToarmao3a.

OcTbp NaHKpeaTHT
Ynorpebara Ha DPP-4 nxubutopiu e cBbp3aHa ¢ pHCK OT PasBMTHE Ha OCThp NaHKpearut. IlauueHTrre

TpsbBa na 6BAaT HHPOPMHpaHH 32 XapaKTEPHHS CHMITTOM HA OCTBp NAHKPEATHT: NEPCHCTHPAILA, MHOTO
cHiHa kopemHa Oonka. Cilel npekpaTsBaHe HA CHTArTMITHH e HabOaBa OTIIYMABAHE Ha IAHKPeaTHTA
(cBe WM G€3 noAABPIKAMIO JIEYEHHE), HO B MHOTO PEAKH ClIyYaH € ChOOINABAHO 32 HEKPOTH3HPALL HITH
XEMOparu4yeH NaHKpeaTHT WHIH CMBPT. AKO MMa CBMHEHHA 3a NIAHKPEATHT, TpAORa Ja ce NpeKparH
NMPHEMBT HA METCHIMETHK 1 APYTH MOTEHIHANHO TO/I03HPaHH JIEKAPCTBEHH TMPOAYKTH; aKO C€ NOTBBEPAH
OCTHP [TAHKPeaTHT, IPHEeMBT Ha MeTCHIIeTHK He TpsAOBa Ja ce pp300HOBABa. HeoOXonuMo € MOBUILIEHO
BHHMAaHHE IIPH NALHEHTH C AHAMHE3a 3a MAHKPEATHT.

JlaxraTHa aiHaos3a

JlakTaTHaTa aUMI03a, MHOTrO PAAKO, HO CEPHO3HO MeTaboINTHO ycnoXkHeHu e, Hal-4eCTO HaCThIIBA MPH
OCTpO BIOWaBaHE Ha OBOpeunaTa (HyHKINA, KapaHo-pecHpaTopHO 3a6019BAHE HIH CEIICHC.
HarpynsaHeTo Ha MeTOPMHH HACTHIBA NPH OCTPO BIOILIARaHE HA OROpeuHaTa GyHKIMS H YBENH1aBa
PHCKa OT IAKTaTHA alHA03Aa.




B cryuaii Ha aexunparaims (TeXXKO HOBPbLMaHe, AHAPHA, TPECKA WIH HAMAICH NPHEM Ha TEYHOCTH)
TpsOBa BPEMEHHO Aa C€ CNPE TIPHEMBT Ha METHOPMHMH H € NPENOPBHUHTENHO Na C& YCTaHOBH BPb3Ka C
MEAHLHHCKH CIIEIHATHCT.

[IpHeMBT Ha NeKapCTBEHH MPOLYKTH, KOHTO MOTaT OCTpO Ja yBpeaat Ob0peunaTa dyHKkumMs (KaTto
AHTHXMNIEPTCH3UBHH cpeacTsa, Amypetuim i HCIIBC) tpa6ea na ce 3ano4He ¢ NOBHIIEHO BHUMAHUE MPH
TIALHEHTH, JIEKYBaHH ¢ METHhopMHH. [Ipyru puckosH (haKkTopH 3a JIAKTATHA alHA03a ¢a MPEeKOMepeH
NpHEM Ha AIKOXOJ, HePHOAPOGHA HEAOCTATHYHOCT, HEAOCTATEYHO KOHTPOMHpaH AHabeT, KeTo3a,
NpOALKHTEHO [MIAXYBAHE U BCAKAKBY ¢BCTOAHMSA, CEBP3aHH ¢ XMIIOKCHA, KAKTO H €HOBPEMEHHATA
ynoTpeba Ha NEeKapcTBEHH NPOIYKTH, KOUTO MOTraT Aa MPHYHHAT JIAKTATHA arao3a (Bx. TOUkH 4.3 1 4.3).

MaumenTute Wy SonHornesawrte Tpadea qa OpAaT nudopMHpPaHK 33 PHCKa OT aKTaTHA auMa03a.
JlakTaTHaTa AUMA03a CE XAPAKTCPHIHPA C ALMI03HA JUCTIHEA, KOpeMHA 00JIKa, MyCKYJTHH KpaMIiu,
ACTEHHA U XHNOTEPMHSA, TIOCAEABAHH OT KOMa. B criydail Ha CbMHEHHME 33 CHMITTOMH [TalIHEHTHT TpsOBa
Ja CIipe HpHeMa Ha MeTGOPMHH H He3a0aBHO Ja NOTHPCH JIEKAPCKA MOMOL, JIHarHOCTHYHHTE
1abopaTOpHH HAXOKH €4 MOHWKEHO KpbEHO pH (<7,35), NOBHINCHH HHBA Ha IJIa3MEHHA akTar (>5
mmol/l) u noHINeHa aHHOHHA pa3THKa ¥ CHOTHOLICHHE JIAKTAT/IHPYRAT.

brlpeuna pyHxKumMs

Tpabra na ce Hanpapu OlicHka Ha croitHocTHTe Ha GFR nipeau 3anousaHe HA NEYEHHETO U PEAOBHO Cllel
TOBA (BXK. ToUKa 4.2). MeTcHIieTHK e npoTHBonoka3ad npH nauneHTd ¢ GFR <30 ml/mud 1 Tpadea fa
ObAe BPEMEHHO CIIPAH NPH HATHYHE Ha ChCTOAHNA, KOMTO npomensT OLOpeunara Qynkima (BX. ToUKa
4.3).

Xunoraukemus

[NauneHTH, noMyyasailn MeTCHIAETHK B KOMOMHALIKA ¢be CyI(aHIITYpes WIH ¢ HHCYTHH, MOXE JIa ca
H3JIOXKEHH Ha PHCK OT XUNornukeMHd. ClieloBaTeIHo Moxe /1a € HeoOX0JMMO HaMallABaHe Ha J03aTa Ha
cyndaHHIypeaTa HIH Ha HHCYITHHA.

Peaknvy Ha cBPbXYYBCTBUTEITHOCT

HmMa nocTMapKeTHHroBH CHOOIICHUA 38 CEPHO3HH PEAKLIHH HA CEPBXYYBCTBHTE/IHOCT NPH NaLMEHTH,
ACKYBAHN CbC CHTADMAOTHH. Tesn peaxuuH BNOYBAT anahHIaKeHs, aHTHOEAEM H €KC(POIHATHBHI
CBCTOSHHA Ha KOXKara, BRIIOYHTEITHO CHHAPOM Ha Stevens-Johnson. HadanoTo Ha Te3n peakllMH HacTBHIBA
B pAMKHTE Ha IThPBUTE TPH MeCELd OT 3aI10MEaHE HA JICUSHHETO Ch¢ CHTATTHITTHH, HAKOH CITy4aH
HAaCThIIBAT CleJ] MbPBATa J03a. AKO Ce MoJ03Hpa Peakuui Ha CBPLXYYBCTBUTEITHOCT, IIPHEMET Ha
MercurneTuk TpabBa fa ce npekpaTtH, TpAOBa a ¢e OLEHAT APYTH MOTeHIHAIHH MPHYHHH HA ChOHTHETO
# TpabBa Aa ce Ha3HAYM AITEPHATHBHO JIcueHHe Ha auabera (Bxk. Touka 4.8).

BynoseH neMpHronn

ITpu nauuerTH, npreMaiiy DPP-4 HHXHOHTOPH, BKAIOYHTETHO CHTATTTMIITHH, HMa TIOCTMAPKETHHTOBH
cpobienns 3a Oynoses nemdpurons. Ako HMa CbMHEHHA 3a GYJI03eH MEM(HTOHA, NPHEMBT HA
Mertcurnetuk TpsdBa Aa e NpeyCTAHOBM.

Onepauyy
Mercuriiernk TpabBa na ce cIipe 1o Bpeme Ha onepauus noj o01a, CnMHAIHA WK eM|AypanHa
AHECTE3Hs.

Jleuennero moxke aa O6bAC BB30GHOBEHO HE MO-paHO OT 48 Yaca cnej oNepalnsTa HWiH BE300HOBABAHETO
Ha XPaHEHETO Mpe3 YCTA, H MIPH YCI0BHe e Oh0peuHaTa QyHKIHA € OLeHEHa OTHOBO H € YCTAHOBEHO, Y€
e cTablnna,




Hpunoxetne HA HOAWpand KOHTPACTHH BEIESCTBA

BBTPEC'BILOBGTO npmoxce}me HA ﬁom{paﬂn KOHTpaCTHH BIHECTBA MOMKE fla JOBCAC A0 KOHTpaCT-
HHAYLHpaHa HedponaTus, BOAEIIA 0 HATPYIBAHETC HA METQOPMHH H NMOBHIIEH PHCK OT JIAKTaTHA
amao3a. MercurneTuk TpaGea Ja ce cnpe MpeaM KM MO BpeMe Ha Mpoueaypara 3a o0pasHa AHarHoCTHKA
H He TpaOBa a ce BB300HOBABA 10 HAK-MAJKO 48 yaca Cnell ToBa, MpH YCnoBHe e 6x6peyHaTa pyHKIHS
€ OLICHEHA OTHOBO U € YCTAHOBEHO, Ye & cTabnida (BXK. Touku 4.3 H 4.5).

ITpomsaAHa B KIHHHYHKA CTATYC HA NAUEHTH ¢ KOHTPOAMPAH AuadeT TH 2

TtanmenTh ¢ Anaber THN 2, npemyn ToBa J00pe KOHTPOIHPaH ¢ METCHTIIETHK, KOUTO Pa3BUBAT OTKJIOHEHHA
B 1ab0opaTopHH MOKA3aTeNH WIH KIMHWYHO 3a00/19BaHe (Hali-Beye HeACHO WM criabo AeduHMpaHo
3abonsraHe) TPAORA HE3A0ARHO A CE OUESHAT 32 HANHUME HA KETOALMA03A WM NAaKTATHA anua03a.
Onenkata TpAORa 12 BKTIOYBA CEPYMHH €NIEKTPONHTH H KETOHH, KPBBHA 3aXap M ako ce Hajara, pH na
KPBRTA, HHBA HA JIAKTAT, MHPYBaT H MeThOpPMHH. AKO Ce MOABH alMA03a, B KOATO H Ja e gopma,
nevenHeTo TpAbBea fa ce cnpe HezabapHO K TPAOBa Aa ce MPEANPHEMAT MOIXOAAIN NPOTHROASHCTBALIN
MEPKH.

Harpuii
Mertcurnernk 50 mg/850 mg dmiMupanu tabnetku

Beska tabnerka Mercurnetux 50 mg/850 mg ceanpxa 1,744 mg (0,076 mmol) HaTpHit.
Toga nexapcTRO ChALPKA No-Manko o1 1 mmol natpwii (23 mg) Ha TabneTxa, T.e. MOKE Aa CE Kake, ue
NPAKTHYECKH HE ChAbprka HATpHil.

Mercuraerik 50 mg/1 000 mg dunmupanu Tabnerku

Bcaka Tabnerka Mercurneruk 50 mg/1 000 mg cuabpra 2,049 mg (0,089 mmol) Hatphii.

Tosa nexapcTBo ¢rABPKa No-manko ot 1 mmol Hatpwii (23 mg) Ha TabneTka, T.e. MOXKE 1A C& Kake, 4e
[IPAKTHYECKH HE CHIbPIKA HATPHI.

4.5 B3ammoaeiicTBHE ¢ APYTH JeKAPCTBEAH NPOAYKTA H APYTH (pOPMH HA BIamMoIeHCTBHE

EAHOBpEMEHHOTO MHOTOKPATHO MPHTAraHe HA CHTArTHITHH (50 mg ABa bTH AHEBHO) H MET(HOPMUH
(1 000 mg ABa MHTH AHEBHO) HE € NPOMEHIIO 3HAYHTENHO GAPMAKOKMHETHKATA KAKTO Ha CHTAJIMITHH,
TaKa i Ha MeT(OPMHH NpH NAIMEeHTH ¢ AHabeT Tvr 2.

He ca u3sbpluBann npoy4saHns 3a papMakOKHHETHYHH JIEKAPCTBEHH B3aUMO/CHCTBHA ¢ METCHITIETHK;
TAKHBA NIPOyYBaHUA obade ca MPOBEKIAHU C OTUETHHTE aKTHBHH BELIECTBA, CHTAITHITHH U METPOPMHH.

He ce npenopb4Ba chITbTCTBaINA YnoTpeba

ATxoxon
AJIKOXOJIHATA HHTOKCHKALIMA C& CRBP3BA ¢ MIOBHIICH PHCK OT JIAKTATHA AlHA034, 0c00EHO B Clty4aH Ha
rnagypaHe, HeloXpaHBaHe HM YepHOApoOHa HEAOCTATEYHOCT.

ﬁonupaﬂﬂ KOHTPacTHH BEINECTBA

MertcurieTuk Tpabra 3aIbDKHTETHO Ja Ce Cnpe npeld Wi N0 BpeMe HA NpoLeaypaTa 3a obpasHa
JHaTHOCTHKA H He TpiOBa 1a ce Bb300HOBARA 0 Haii-Manko 48 yaca ciel TOBA, PH YCIOBHE Ye
660peunara (pyHKIMA € OLiEHEHa OTHOBO H € YCTAHOBEHO, Ye € cTabmina (Bx. Touku 4.3 u 4.4).

KoMOHHaIMK, H3HCKBALIK NPeANaHH MEDKH [IPH ynoTpeba
HsAKOM JeKapcTBEHH MPOTYKTH MOraT Aa ce oTpasaT HeOnaronpusaTHo ua Gx6peymara ¢

MO [1a YBEJIMYH PUCKA OT IaKTaTHa aunao3a, HanpuMep HCIIBC, BkmounTesiHo
HHXHOHTOPHU Ha uuknookcurenasa (COX) II, ACE unaxuduropu, anrdorensun I1 p
2HTATOHUCTH H JHYPETHIIH, 0c00eH0 OGpHMKOBH auyperHud. Ilpu 3anousaHero wif




TAKHBA NPOAYKTH B KOMOHMHaUMA ¢ MeTQOPMHEH € HEO0X0MMO BHHMATENIHO NPOCIIEAABANE Ha
OnOpesnara QyHKUNS.

CunercTRamara ynorpeba Ha 1€KapeTBa, KOHTO MOBIMABAT OGIIHTE TPAHCTIIOPTHH CHCTEMH B ObOpednuTe
TYOYIIH, BKIIOYEeHH B OBLOPEYHOTO enMMHHENpaHe Ha MeT(GopMHH (HAITp. HHXHOMTOPH Ha OpraHUYHUA
KaTHOHEH Tpancnoptep-2 [OCT2)/MynTunekapcTBeHUsS H TOKCHH-eKCTpyaupam npoteud [MATE] karo
paHonasuH, BaHETaHuO, JoNyTerpaBHp ¥ LIMMETHIHH), MOraT Ja NIOBHIIAT CHCTEMHATA €KCITOZHIINA Ha
MeT(hOPMHE H Ja YBEIHYAT PUCKa OT JIAKTATHA alpnoza. TpaGea fa ce OGMHCIAT NOM3KTE M PHCKOBETE OT
ChOobTCTRAINATa ynotpeda. Tpabea fa ce 0OMHC/TH BHHMATETHO UPOCieIBaNe HAa PAMKEMHYHAA KOHTPOI,
aAanTHPaHE Ha 03aTa B PAMKHTE HA MPETIOPhYATENHATA JO3MPOBKA M MPOMEHH B NIEYEHNETO Ha Juabera,
KOFaTO TaKHBa JIEKapCTBCHH NPOAYKTH C€ PHIAraT eAHOBPEMEHHO.

I'nrokokopTHKOHANTE (IPUNaraHK (1O CUCTEMEH M JIOKAIEH ITET), 6eTa~2-arOMHCTHTE U JHYPETHLHTE UMAT
NPHCHINO XHIEprIkemMuyHo AckcTrre. [TanmenTHre Tpabsa Aa ce HHOOPMHUPAT U MO-4ECTO 118 U3MEPBAT
KPBBHATa CH 3aXap, 0COOEHO B HAYANOTO HA JEYEHHETO ¢ TAKWBA JICKAPCTEEHH MPOOYKTH. AKO €
HeOOX0ANMO, 103aTA Ha AHTHXMNEPIIIMKEMHYHIA JIeKAPCTBEH NPOAYKT TpAOBa Ja ce ananTrkpa no Bpeme
Ha JICYEHHE ¢ APYTHA JIEKAPCTBEH NPOAYKT H [PH HErOBOTO NMPEKPATABAHE.

ACE-HHXHOHTOpUTE MOTaT Ja MOHUKAT HABATA HA KPBHEHATA 3aXap. AKO € HeobX0qHMO, 03aTa HA
AHTHXHMTICPIITHKEMHYHHA JIEKAPCTBEH NPOAYKT TPAGBA 1a ce afAaNTHPa (10 BPeME Ha TCYCHHETO ¢ APYTHA
JICKAPCTBEH NIPOLYKT H IIPH HEI'OBOTO NpeKpaTHBaHe,

EdekTn na H JIEK TBEHH TIPO, BEPXY CHTArMTUOTHH
In vitro v xinnnunvTe JIaHHH, OITHCAHH N0-J0aY, NpeANnonaraT, 4¢ pUCKBT OT KIHHHYHO 3HAYTHMH
B3aUMOZIEHCTRHSA NPpH CAHOBRPEMEHHO NPHIMKEHHUE ¢ APYTH MICKAPCTBEHH NPOAYKTH € HHCBK.

In vitro npoy“iBanus NoKA2BaT, Ye OCHOBHHAT €H3HUM, OTTOBOPEH 3a OTPaHHYEHHA METabO0NIH3bM Ha
curarannTiH, ¢ CYP3A4, ¢ yuactue na CYP2CS. Ilpu nauuenTn ¢ HopmanHa 0e0pedna GyHKums
MeTaCONK3MBT, BITFOYHTENHO H upe3 CYP3A4, Hrpae camo Maka poiis B KIMPLHCA HA CHTAaTTHITHH.
MeTa6onn3MET MOKe 1a HIpae No-BaKHA PONA NPA eIMMUHAPAHETO HAa CHTATTTHITHH B YCJIOBHA HA OCTPO
O1OpeuHo YBpexaaHe WiH TepMHHATHA 6b0peuta HenocTaThuHocT (ESRD). Topaau Ta3u npHYHHA ¢
BBE3MOKHO MOWMH Huxubutopn Ha CYP3A4 (Hanp. KeTOKOHA30/, HTPAKOHA30/1, PUTOHABHD,
KTAPUTPOMHULKH) d MPOMEHAT (apMaKOKHHETHKATA Ha CHTATIUIITAH 1IPH TTALHEHTH ¢ TeXKO bp0peuHo
yepexaane wik ESRD. Edexrure Ha MomnuTe CYP3A4 uaxnGrTopn B ycnosns Ha 6p0pedHo
YBpeXIaHe He ca OUCHIBAHH NPH KIHHHYHO NPOyYBaHe.

In vitro npoy4Banns 3a TPaHCTIOPTA TIOKA3BAT, Y€ CHTAJIHIITHH € CYOCTpaT Ha P-IIIBKONPOTEHHA 1
TPaHCTIOPTEPa Ha OprainiyHH aHHOHH-3 (OAT3). OAT3 MeqHHpaHHAT TPAHCHIOPT Ha CHTALIMITTHH C¢
HHXHOUpa in vitro ot npoGeHenmyl, BEIPEKH Y€ PHCKET OT KIMHHYHO 3HAYHMH B3aUMOJCHCTBHS CE CMATA
33 HUCBK. ExROBpeMennoTo npunoxkenne Ha OAT3 HHXMOHTOPY He € OLIEHEHO in Vivo.

Luxnocnopun: TporeaeHo e npoy4BaHe 3a OlCHABAHE HA eleKTa Ha LHKJIOCTIOPHH, MOLLEH HHXHOUTOP Ha
P-TAHKONPOTEHHA, BEPXY (apMaKOKHHETHKATA HA CATATNIMMTHH. ENHOBPEMEHHOTO NIPHIOXKEHHE HA
€AMHHYHA Nepopanta no3a 100 mg cuTarnunTUH M THHHYHA NepopanHa A03a 600 mg HHKAOCTOpHH
noeuiapa AUC u Cpax Ha CHTArMMNTHH CHOTBETHO C NpUbnusuTento 29 % u 68 %. Te3u npoMeHH BbB
(papMaKOKHHETHKATA HAa CHTATHITTHH HE CE CMATAT 33 KAHHHYHO 3Ha4HMH. Br0peunusT KIHPhLHC Ha
CHTarTHOTHH HE € 3HAYHTEITHO NpoMeHeH. ClieIOBATEHO HE Ce OYAKBAT 3HAYHMH B3aUMOJCIHCTBIA ¢
APYTH HHXHOHTOPH Ha P-TIHKOTIPOTENHA.

EdexTy na cHTariHuTHH BBpXY JPYTH AEKAPCTBEHHU NPOAYKTH
Huzoxcun: CHTarnMnTiH HMa cnab edext BbpXy Nia3MeHaTa KOHUEHTPALHA Ha THCO

npunaraneTo ga 0,25 mg qurokcns equoBpeMeHHo ¢he 100 Mg CHTATHIITHH JHESH




10 muu, mnasmenara AUC Ha IrokcHH HapacTea cpeaHo ¢ 11 %, a rasmMeHata Cax cpeaiHo ¢ 18 %. He
c€ TpenophbUuBa KOPHIHpaHe Ha 103aTd JUIOKCHH. B CBLIIOTO BpeMe [IAlHEHTHTE ¢ PHCK OT AUTOKCHHOBA
TOKCHYHOCT TpaAORa Aa ObJaT NpoCcIeAABaHH 33 TAKABA, KOTATO CHTATTHITTHH H IMTOKCHH CE MpUiarar
eAHOBPEMEHHO.

In vitro nauAWTe TIOKA3BAT, Ye CUTArTMITHH He NoTHCKa 1 Be HHAYLHpa CYPA450 nsoensumure. Iipu
KIHHHYHH NMPOYYBAHHA CHTArJIAITHH He IIPOMEHs 3HAYUMO $apMaKOKHHETHKATA Ha MeT(GOpMHH,
ruCypHl, CHMBACTATHN, POBHITINTA30H, BapdhapHH WK NEPOPATHH KOHTPALIENTHBH, NaBaiiky in vivo
JIAHHH 3a MajIKa BEPOATHOCT OT NpeJH3BHKBaHe HA B3auMoaeiicTBrA che cybcTparn Ha CYP3A4,
CYP2C8, CYP2C9 u TpaticnopTep Ha opranndni katond (OCT). CaTarnunmu Moxe Aa 6b1e crad
HHXHOUTOP Ha P-TiHKONPOTEHHA N Vivo,

4.6 PcpruanTeT, GPeMEHHOCT H KLpMeHe

bpeMeHHoCT
Hama nocrarsuno Aannm OT ynorpebata Ha CHTAINUITHH NpH OpeMeHHH keHH. 11poyuBanua Ipu

AKMBOTHH [TOKA3BAT PENpOAYKTHBHA TOKCHYHOCT NPH BUCOKH KO3H CHTAIJIMIITHH (BXK. TO4Ka 5.3).

OrpauuycHATE AaHHH NpeAnonarar, 4e yrorpebara Ha MeTOpMHH IpH OPEMEHHH He € CBBP3aH ¢
ROBHIICH PUCK OT KOHreHHTaTHH MaipopMaiimi. TpoyusannaTa ¢ MeTQOPMHH NPH JKHBOTHH He
NOKa3BaT BpeHH e(eKTH BLB BPE3KA ¢ HpEeMEHHOCTTA, EMODHOHAITHOTO H GETalIHOTC PasBHTHE,
PAKIAHETO WK NOCTHATANHOTO Pa3BUTHE (BXK. CbLIO TOMKA 5.3).

MeTtcurneTuk He tpabra Aa ce M3NON3BA NIO BpeMe Ha SpeMEHHOCT. AKO IALMEHTKATA HCKa n1a
3abpeMEHEE HIIH aKO HACTBITH OPEMEHHOCT, JIeYeHHeTo TpAOBa 1a ce NpeKpaTH u nalHeHTKaTa Ja
NPEMIHE Ha JCYECHHE C UHCYJIMH BHIMOXKHO Hail-CKOpO.

Knpmene

He ca nposexaann npoy4BaHuA NPH KbPMELIH ;KHBOTHH ¢ KOMOMHHpaHHTe aKTHBHH BEILECTBA HA TO3H
nexapcTBes npoRykT. Hpy npoyyusania nposexxaanu ¢ OTASITHUTE aKTURHH BEINECTBA H CUTALTHOTHH, H
MET(HOPMHH & EKCKPETHPAT B MISKOTO Ha JJakTHpalu# Isxose. [IpH xopa MeT¢hopMHH ce eKCKpeTHpa B
KbpPMATA B MaK konuyectea. He ¢ M3BCCTHO JATH CUTATIMITTHH C& CKCKPETHPA B KEPMATa.
Crnepopatenno MeTCHIIETHK He TPAOBA Na Ce HATION3BA [PH KE€HH, KOUTO KbpMAT (BXK. TouKa 4.3).

DepriHTeT
JlaHHuTE 0T NPOYYBAHMA OPU MUBOTHH HE NPSATIONATAT BAMAHNAC BBPXY PEePTUAMTETa HA MBXKH H

HKEHCKH HHIHBHAN NPH TPETHPAHE CbC CHTATMANTHH. JIMICRAT JaHHU NPH XOpa.

4.7 Edexrn BLpXY cnocobuoctTa 3a modupane p pabora ¢ MAIHHH

MerTcurieTHk He NMORIAABA MM NUBIHABA peHeOpexxuMo cnocobHocTTa 3a WodHpaHe u paboTa ¢
MaumMHe. B cpinoTo Bpeme npu wodupare uau paGora ¢ MauiKAY TPAOBa fa ce MMa NpPeABHJ, Y€ NPH

CHTArJIKIITHH Ca NOKTAABAHH CIYYaH Ha 3aMaiiBaHe H CBHIHMBOCT.

Oceen ToBa NaukeHTHTe TPA6BAa Ja ce NpeaynpekaaBaT 3a PUCKa OT XHITOTIIHKEMHA, KOTaTo
MeTcHriteTHK Ce H3MON3Ba B KOMOUHALMA CBC CYIDaHUNyPeifHO NIPOM3BOAHO WM C MHCYJTMH.

4.8 HexelaHd JEKAPCTBEHH PEAKTHE

Pesiome Ha npodyna Ha Ge30nacHOCT
Hsma npoeeeH# TepaneBTHYHH KIHHAYHH H3MHTBAHHA ¢ MeTCHINIETHK TabneTk, H:
OHOEKBHBANIECHTHOCTTA HAa CHTArIMOTHH/MeTHOPMUHOB XMAPOXIIOPHA KOMONHUpas:



€/IHOBPEMEHHOTO NIPHIIOKEHHE Ha CHTATJIMITTHH H MeTOPMHH KaTO OT/E/THA TabneTkH € 10Ka3aHa (BiK.
TOo4Ka 5.2).

Cpo0LuaBaHH Ca CEpHO3HH HEKEJIaHH PEAKIMH, BKIIOYHTENHO MaHKPeaTHT | PeaKiuy Ha
CBpPBEXUYBCTBHTENHOCT. ChoDllapana € XHIIOrmHKeMHus Ipi KOMOHHALNG CbC cyndaHnIypeHHo
nporsBoaHo (13,8 %) v ¢ uncynuu (10,9 %),

CHTArMHOTHH H MeThOPMHH

Tabnuuen cnucvx na HeJceranume peaxKyyuy

Hexeslanure peakuuu ca m36pocHu no-nony ¢ npenopbypanute 0T MedDRA TepMHHM COpe CHCTEMO-
opraHHa KiacHpUkams ¥ abcomorHa Yecrora (Tabnuua 1). ITo YecToTa ce ONMPEAENAT KATO: MHOIO Y€CTH
(=1/10), gectu (>1/100 a0 <1/10), nedectn (>1/1 000 no <1/100), peaxwu (=1/10 000 xo <1/1 000), mHOrO
peaxu (<1/10 000) 1 ¢ HeW3BECTHA YECTOTA (OT HATHYHHTE JAHHH He MOxe 1a Oblle HanpaBeHa OLIEHKA).

Tabaana 1: Yecrora Ha HexXeNaHHTe PeaKHHH, YCTAHOBEHH N0 BpeMe Ha IIane6o0-KOHTPOIHPAHH
KJHEHEYHEA NPOYIBAHHE ChC¢ CHTATIHNTHE H MeTHOPMHAH CAMOCTONTEIHO H IIPH
MOCTMAPKETHHIOBHSA ONHT

Hexenana peaknus YecTOTa HA HEXKEIAHATA PEAKTHNA

Hapymenrs HA KPbLBTA H JAMGHEATA CHCTEMA
TPOMOOUHATONCHHA Peakn

HapymeHns Ha HMYHHATa CHCTEMA
PeaKLHH Ha CBPBXYYBCTBHTEIHEOCT, BKITIOMHTEHO C Hew3BeCcTHA 4ecTOTA
aHa(pHIaKTHYHM OTroBOpH ™!

Hapymenng na metabo/in3mMa B XpaHeHeTo
XUNOrMHKEMMA T YecT

HapymeHHA Ha HEPBHATA CHCTEMA
CHHIHBOCT Hevectn

Pecnuparopan, rpbAHE A MeAHACTHEAJHA
HAPYIHeHHS
HHTepCTHUHATHA Genoapobna Gonect” C HeM3BECTHA YeCTOoTa

CroMampo-1peEHH HAPYIICHAS

JHApHA Heuectn
rajgeHe Yectn
tdhaarynenuns YectH

3aneK Heuectn

Donka B ropHaTa 4acT Ha KopeMa Heuectu
MOBPBINAHE Yectn

OCThp maHkpeatut -H* C HEH3BECTHA 4ecToTa
(araneH u HedaTaleH XeMOparu4eH H C HeH3BECTHA YecTOTa

HEKPOTH3HpALll naHkpeatHt

Hapymennas Ha KokaTa H HOAKOKHATA ThKal

OPYPHTYC Heuectn
aHrnoeaem”™ C HEH3BECTHA 4CR ;.qj;m
obpup™ a5




ypruxapua*? C Her3BeCTHA YecTOTa

KoxeH packyaut™! C HEH3BECTHA HecTOTa
eKCONMUATHRHH KOKHM 2a00N%BaHNY, C HEM3BECTHA HECTOTA
BKJIIOMHTEHO CHHAPOM Ha Stevens-Johnson ™!

Qynozed neMmdurons’ C Hem3BecTHA MeCcTOTa

HapylieHnS Ha MYCKYJIHO-CKE/IETHATA
CHCTEMA H Ch¢JHHATE/IHATA ThKAH

apTpanrtus C HEeM3BECTHA YeCTOTa
MUAIrHa" C HeHM3BECTHA 4eCTOTa
Honika B Kpalinuumre” C HeM3BECTHA YeCTOTA
6onka B repba’ C HeH3BECTHA HeCTOTa
aprponatus’ C HEeH3BECTHA YECTOTa

Hapymenng na Gu6pennTe B NHKOYHATE

NHETHIA
HapynieHa Os0pevHa dynkuus * C HeH3BECTHA YeCTOTA
ocTpa 0BOpetHa HENOCTATLYHOCT C HEH3BECTHA HECTOTA

* HexenaHuTE peakiiy ¢a WASHTHQHUHPAHH 110 BPEME Ha MOCTMAPKETHHIOBOTO HabmIOIEHHE,

t Baxkre Touka 4.4.

t Buxre npoyusanemo 3a 6e30nacHOCH no OMHOWER e ka Copoeyno-cboosama cucmema TECOS no-
JIONy.

Onucanpe Ha M3OPANN HEXENAHW DEAKIIUM
Hskoun HexenanH peakiiHH ca HabmONABaHH MO-4ECTO IPH NPOYUBAHHA 32 KOMOHHHpaHa ynotpeda Ha

CHTArAHITHH M MeT(hOPMHH ¢ IPYTH AHTHIHAGETHH TEKAPCTBEHA MIPOLYKTH B CPaBHEHHE ¢ NPOYUBAHUA
Ha CHTaIJIMNTHH H MeTGOPMHH CAMOCTOATENHO. Te BKIIOUBAT XMIOTAMKEMHA (KaTeropHa Ha YecToTa
»MHOTO 4ECTH CBC CYMAHIIYPEHHO MPOM3IBOIHO HITH HHCYIIHH), 3aneK (,,9ecTH" Che cyndanunypeiino
OPOH3BOIHO), NepuepeH OTOK (,4eCTH™ ¢ MHOrTHTA20H) M MIaBO0OJIHE H CYXOTa B ycTaTa {,, HeUeCTH™ ¢
MHCYJIHH).

Cumazaunmun

IIpH npoy4BaHHs PHPXY MOHOTEPANHA ¢bC CHTAMTHITAR 100 mg BeAHBXK JHERHO CAMOCTOATENIHO B
cpaBHeHHE ¢ Manebo, crOOIEHHTE HEXENaHK peakMK ¢a rNABO0ONKE, XMIIOTIMKSMHS, 3aNeK U
3aMaiBaHe.

Cpen Te3v IANMEHTH HEKEAHHTE CHOHTHA, CHOOINABAHH HE3ABHCHMO OT [PHYHHHO-CNEACTBEHA BPB3Ka €
JNEKApPCTBEHMA MPOAYKT, € YecTOTA HAal-Manko 5%, BKmoypaT HHeKuHy Ha FOpHITE AUXATEHY TRTHINA
H Ha30(apuHruT. OCBEH TORA ca ¢hoOILeHH ocTeoapTpHT 1 GoNka B KpalHHIHTE, C YecToTa ,HevecTn™ (>
0,5% no-BHCOKa cpell YHACTHULMTE, (IOTY{HIH CUTATMITTHE, OTKONKOTO Ta31 B KOHTPOJHATA Fpynia).

Mempopmun
CTOMaIHO-4PEBHH CHMITOMH Ca CHOOILABAHKH MHOTO YE€CTO NPH KIHHHMHH MPOYYBAHHA H [IPH
MOCTMAapKETHHIOBaTa YIOTPpe6a Ha MerdopMut. CTOMAHO-YPSBHITE CUMNTOMY KaTo FafcHe,
NOBpPBINAHE, AHapud, 6o/1ka B kopeMa u 3ary0a Ha aneTHT ce NOABARAT MO-Y€CTO NPH 3aN04BAHE Ha
JIEMEHHETO H B MOBEHETO CTy4aH NPEMWHABAT CIOHTaHHO. JIONbIHHTENHY HEKENAHH PeaKiMH, CEbP3aHM
¢ MeT(GOPMHH, BKJIKOYBAT METANICH BKYC (YECTH); JITAKTATHA ALMA03a, HAPYIIEHHA Ha YepHOApoOHaTa
dyHKnHA, XENaTHT, YPTHKAPUA, eprTeMA | CHplek (MHOro peaku). JuIrocpovHOTO NEUeHHE ©
MeTGOPMHH c€ CBBP3Ba ¢ HaMa/IABaHe Ha abcopOLMATa Ha BUTaMHH B 12, KoeTo MHQ
IoBenie 10 KITHHMYHO 3Ha4uM NnedmuiT ua euraMud B12 (T.e. Meranodaacrua aw




Kateropuvre 1o yecToTa C¢ OCHOBABAT Ha HanMyHaTa HHGopMauud B KpaTkaTa xapakTepUCTHKA HA
IpoAyKTa Ha MeT(opMiH, ofobpeHa 8 EC.

IIpoyysane 3a Gezonacnocm no omnowenue na copoewno-cvdosama cucmema TECOS

H3nATRaHETO, OLEHSABAILO CHPASYHO-CHAOBHTE PE3y/ITATH NMPH NeHeHne Che cHTarauirTvH ( Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS}), ekmiousa 7 332 nauseqTH, 1eKysaHh Cbe
100 mg curarnummus auesro (il 50 mg AHEBHO, aKO HIXOAHHTE CTOHHOCTH HAa H3UHCJICHATA CKOPOCT Ha
rnomepynsa pwrrpanmns (eGFR) ca >30 n <50 mi/mMins/1,73 m?), u 7 339 nanmenTn Ha niauebo B
intention-to-treat (ITT) nomynaukara.

Hpete Aeuennn ca o00aBeHN KbM 00OMYAHHHTE IPYIXM CHIIACHO MECTHHTE CTaHAapTH 3a HbA, 1
CBPAEHHO-CH0BH PHCKOBH (haktopn. ObiaTa 4ecToTa Ha CEPHOIHHTE HEXENAHY CBOHTHA NPH NAUHENTH,
nody4aBati(y CHTArHITTHH, € CXOAHA C TA3H MIPH [TaUHEHTHTE, 07YJIaBallH 1ianedo.

B intention-to-treat nonynaumsTa cpej NAUHEHTHTE, KOMTO M3NON3BAT HHCYJINH WHIH cyndaHHIypes Ha
H3XOOHO HHBO, YECTOTATA HA TEXKKA XHNOrIHKeMUs € 2,7 % NMpH NnauMeHTHTe, EKYBAHH ChC
CUTArJHITHH, H 2,5 % Npy NaLUeHTHTE Ha Wiauedo; cpel MAUMCHTHTE, KOHTO HE H3MON3RAT MHCYIHH
H/WIH cynaHHITyped Ha H3XOAHO HUBO, 4ECTOTATA HA TEXKA XunoraukemHs € 1,0 % npH naumenTHTe,
JeKyBanH ¢bC cHTArMITHA, B 0,7 Y% npy nanyenTyte Ha mianebo. YecroTara Ha NOTRBPACHU CHOMTHS,
OTAABAHH Ha NTaHKpeaTHT, € 0,3 % npRr nauuMeHTHTe, TeKyBand ¢hC corarmunmTud, 1 0,2 % nphu
NaNHEHTHTE HA TUIanebo.

Crofmapate Ha NOAO3UPAHK HEKENAHH PEAKLHH

Cro6iaBateTo Ha IONOZHPAHH HEXKENaHH PEAKLHY CJTeN paspelliaBaHe 3a ynoTpeda Ha JieKapCTReHNs
UPOAYKT € BaxkHo. Tora No3ponsiBa Jia NPOALIDKH HAOIIOASHHETO HA CHOTHOLICHAETO MOM3a/PHCK 34
NEeKapCTBEHUA NPOAYKT. OT METHIMHCKUTE CNELIHANKMCTH ce W3HCKBA Jia ChoOIlaBaT BCsKa [I003HPaHa
HEXeaHa Peakiing upes

HamenHuTENHA areHuMA NO NeKapcTeaTa

yii. ,,Jdaman l'pyes™ No 8

1303 Codns

Ten.: +35 928903417

yebcaliT: www.bda. by,

4.9 Iipeaosapase

[Ipn KOUTpOIHpaHH KITMHHYHY M3TIMTBAHASA ChC 3APaBHA YUACTHHIN CE TIPHIAraT eAHOKPATHH J103H [0
800 mg curarnunTia. MuHIManyo yabokasate Ha QTc, KOSTO He ce CYHTa 33 KIHHHYHO 3HaUYMMO, ce
HabMoAaBa Npu €/1HO Npoy4BaHe ¢ A03a oT 300 mg curarnumnTiy. Hama onwr ¢ Ao3u Hag 800 mg npu
KIHHHYHH npoy4eaHid. TIpyd npoydsanns @aza | ¢ MHOrokpaTHo Opunarane RIMa J0303aBHCHMHA
KIHHHYHHE HEXXEJIAHY ICKAPCTBEHH peakiiy, RabnioasaHi NPy CHTATTIHITTHH ¢ A03# 10 600 mg AHeBHO
3a nieprom 10 10 guu 1 400 mg aHerHo 3a nepuoau 10 28 AHU.

['onsMo npefosupane ¢ MeThOPMEH (MM 6THOBPEMEHHO CHUIECTBYBALI PUCK OT JIAKTATHA AUH/I033)
MOXe /ia JOBEAE [0 /IAKTaTHA ALMI03a, KOATO € CRelleH MCIRIMHCKH C/1y4all H TpsbBa na ce neKysa B
Donunua. Hali-eheKTHBHHAT METOA 3a OTCTPAHABAHE HA JIAXTAT H METGOPMHH € XeMO(HAITH3ATA.

Tpx knuHIHYHE NpoyyBalus npubnusurenno 13,5% ot no3ara ce OTCTpaHABa OPU NpoAbKapaiia 3 jo 4
4aca XEMOAHANH3HA cecHs. [py nperienka 33 KIHHWYHA HeoOX0mUMOCT MOXE J1a ¢ NMPEANPHEME f10-
TIPOBILKHTENHA Auanu3a. He e H3BeCTHO AANH CHTANTHITHH C€ AHATH3UPA NP [ICPHTOHEANHA AHANM3a.

P Aiane
OTCTpaHsBaHe Ha HeaGcopOupaHna MATEPHAT OT CTOMALIHO-UPEBHHA TPAKT, KII ,.‘(.a,v QAAG]TrE



5. ®APMAKOJOIHYHH CBOHCTBA
5.1 ®@apMaxoAMHAMHYHH CBOIiCTBA

dapMaKkoTepaneBTHYHA rpyna: AHTHAHAa0ETHY TekapcTBa, KOMOHHALHMH OT NEPOPATHH JIEKapCTBa 33
HAManABaHe Ha KpbBuarta 3axap, ATC koa: A10BDO7

MetcurneTHk koMOHHMpa \Ba aHTHXUNEPrTIHKEMHYHH JIEKAPCTBCHN NPOAYKTA C JOMBABALY C&
MEXaHH3EM Ha JieiicTBie 3a nogo0paBaHe HA MIMKEMHUYHHS KOHTPOJ MPH NAUMEHTH ¢ Auabet Tun 2:
CHTArJIMATHH XMAPOXJIOPHA MOHOXHIIPAT, AUNeITHARI nentuaasza 4 (DPP-4) uHxuburop U MeTGOpMHHOB
XHAPOXJIOPUL, IPEACTABHTEN Ha Kiaca Ha OHIYaHHIHHHTE.

CHrarnumnTag

Mexanuzom na oelicmsue

CHTarAWITHsE XHAPOXJIOPUI MOHOXHIPAT € NEPOPAIHO AKTHBEH, MOLIEH U BHCOKOCENEKTHBEH HHXHOHTOD
Ha €H3UMa JUnenTuaun nerrruaasa 4 {DPP-4) 3a neuenne Ha auaGet Tum 2. HHxuburopure Ha DPP-4 ca
KJIaC BEIIECTBA, KOMTO eHCTBAT KATO YCHIIBaTelH HA MHKPETHH. Upes nuxubHpane Ha ensuma DPP-4,
CHTAaT/THITTHH [IOBHINABA HEBATA HA JBa H3BECTHH AKTHBHH MHKPETHH XOPMOHA, IMIOKaroH-nogcOHH
nentug-1 (GLP-1) n riokososzaBucHmud uncymiHoTponeH noavnentua (GIP). MHKpeTHauTe Cca yacr or
€HJOTeHHA CHCTEMA, Y4acTBallla BbB JH3HOMOrHYHATA peryJ/lallids Ha [OKo3HaTa XoMeocTasa. Koraro
KOHILICHTPALIMHTE HA KPHBHATA 3aXap ca HOpMaIHH WK nosHiueHn, GLP-1 u GIP sacunBar CHHTE3a H
0cROOOKAABAHETO HA MHCYIIHH OT DAHKpeaTHYHHTe Oera-kireTkd, Oceent ToBa GLP-1 Hamanapa
CEKPCLIHATA Ha MIOKAroH OT NaHKPEeaTHYHHTE anda KIETKH, BOAEHKH J0 HaMaJICHO MIPON3BOACTBO HA
qepHOApoOHa MoKo3a. KoraTo HHBATa Ha MMOKO3a B KPEBTA €A HUCKH, OCBODOKAABAHETO HA HHCYJIHH HE
C€ CTUMYJINPA U CEKPELHATA Ha [VIIOKAroH He ¢e NoTUcka. CHTATMHNTHH € MOINEH W BHCOKO CEJIEKTHBCH
MHXHOUTOP Ha ensuma DPP-4 i He saxHOHpa cxopHute no cTpyxrypa ensumMa DPP-8 wnu DPP-9 B
TepaneBTHYHH KOHLEHTpauu. CHTATIHITHH Ce Pa3JIHIaBa MO XMMHAYHA CTPYKTYpa H apMaKkoIorduHO
Aeiictede oT aHano3ure Ha GLP-1, nacynun, cynpanunypes WITH MENTHTHEAAY, OMTYaHHAKHH, arOHUCTH
Ha aKTHBHPaHHA OT IepOKCH30M Nnponudeparopa raMa-peuentop (PPARY) anda-rimoxozuaassn
HHXHOMTOPH H aHAIO3H HA AMHAHH.

[Ipu ABYAHEBHO NPOYYBAHE HA 3APABH YYACTHHLM CHTATIHITHH, NPUIOAKEH CAMOCTOATENTHO, TIOBHILIABA
akrtuenata GLP-1 xonuenTpaims, fokaTo MeThOPMHH, IPHIIOKEH CAMOCTOATENHO, NIOBHIIABA AKTHBHATA
H obmara GLP-1 KOHUEHTpauua B CXOAHA CTeNeH.

EAHOBpEMEHHOTO NpUIAraHe Ha CUTArJMITTHH B MET(OPMHH HMa aJIHTHBEH €EKT BHPXY aKTHBHATA
GLP-1 koHueHTpanma. CUTarmHMnTHH, 3a pa3iiMKa OT MET(HOPMIH, MOBHIIABA akTHBHaTa GIP

KOHLIGHTpaLHs.

Knunwuna ehuxacrocm u 6ezonacrocm
Karo ugno, curarnuirtis nogobpsasa riMKeMHYHHA KOHTPOJL, KOTATO C€ M2MOJI3BA KATO CAMOCTOATEIIHO
WY KOMOHHHPAHO JICYEHHE.

[Tpy KAMHUYHU M3MHTBAHWA CHTATMIITHH KATO MOHOTEpanus Nofo0para rTHKEMHUYHHA KOHTPOII Ypes
3HA4YUTETHO HAMATIEHHE Ha XeMorao0uH A . (HbA ) M rioKo3aTa Ha rIagHo M Cllell XpaHeHe.
Hamanenueto Ha fiazMeHata rokosa Ha ranHo (FPG) e Habmonapaso Ha 3-7a ceIMMLA, THPBATA
BPEMEBA TOYKA, B KOATO ¢ W3MepeHa FPG. Habmopapanara dyecToTa Ha XMIOTTTHKEMHSA AIMEHTH,
JIeKyBAHH CBC CHTATJIHIITHH, € 110A0c0Ha ¢ Tasu npy nnauedo. TenecHOTO Terno He gt
CNPAMO H3XOHHTE CTOMHOCTH ITPH JieueHHe cbe cutarymTud. HabmoaasaHo o
CYpOTaTHHTE MAPKEPH Ha HYHKIMOHMpaHE Ha OeTa-KieTKuTe, B ToBa uucio HEAN
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MOJeN 34 OleHKa-B), CbOTHOWIEHHUETO HA MPOMHCYJIHH KbM HHCY/IMH M TOKA34ATENUTE 38 PEaKTHBHOCT HA
6eTa-KIIETKHTE TIPH TECTA 3a TOJCPAHTHOCT [IPH YECTO AABAHE HA XpaHA.

Ipoy4Banng cbC CHTAIIMITAH B XOMOHHAUWA ¢ MeThOPMHH

I[Tpu 24-ceamuuno aneGo-KOHTPOIHPAHO KIHHHYHO NpoyYRaHe 32 OLIEHKA Ha e(HKACHOCTTA H
Ge3onacHocTTa pu A00aBsHe Ha cUTArnHITHH 100 mg BeaHBK AHEBHO KbM CHUIECTBYBAILO JICYEHHE C
MeTGOpPMUH, CHTAITTHITTHH OCHTYPABA 3HAYHTEAHO TOA00pEHHe Ha ITHKEMHTHHTE NapaMeTpH B
cpaBHeHHe ¢ IaueGo. [IpoMaHaTa cnpaMo M3XOXHHTE CTOMHOCTH HA TEJIECHOTOC TETJO € IoaobHa npH
NAUHEHTH, JIEKYBaHH ChC CUTATTTHIITHE CNpsaMo Mianebo. [Ipy ToBa npoyuBaHe Ma NoAOOHA YECTOTA Ha
CIIyyau Ha XHMIOTJIMKEMHA TIPK NAaLMEHTH, IEKYBAHH ChC CHTATTTHITTHH WIH miate6o.

Ipn 24-ceaMHIHO TWTANEGO-KOHTPOIMPaHO (HaKTOPATHO IPOYYBAHE HA HAYATHO IEYEHHE, CHTATIMITTHH
50 mg nBa bTH qHEBHO B KoMOHHALMA ¢ MerdopMaH (500 mg win 1 000 mg 71Ba ITETH JHEBHO)
OCHTYpPABA 3HAYHTENIHO NOA0OpEHHE HA NIMKEMHYHHTE NAPaMETPH B CPABHEHHE ¢ BCSKA MOHOTEPAITHA.
HamaneHueTo Ha TEIECHOTO TETNI0 NP KOMOHHALIHATA CHTATJIMITTHH H METHOPMHHE € NoA0OHO Ha TOBA,
Habn10JaBaHO NPH METPOPMHH CAMOCTOATEITHO Hid TUTane60; HAMA MPOMAHA CIPAMO H3XOJHHTE
CTOHHOCTH Np¥ NALMEHTH HA CHTATIMITTHH CAMOCTOATENHO, [TosiBaTa Ha XHNOrTHKEMHEA € Mojo6Ha cpen,

NEKYBaHHTE TPYTH.

IIpoy4sane Cbe CMTATIMITHH B KoMOMHAUMA ¢ MeT)OPMMH W cyndanunypes

24-ceIMHYHO MIALE00-KOHTPONHPAHO KIHHHYIHO NPOYUBAHE € [UIAHHPAHO Ja OLCHH €(PHKAacHOCTTa H
Ge30nacHOCTTa Ha CHTArMITHH (100 mg BeIHBK QHEBHO) NPHOABEH KbM DIMMENHPH], (CaMOCTOATENHO
KM B KOMOMHEalLMs ¢ MeTopMuH). JI06aBIHETO Ha CHTATTMITTHH KBM FTHMETINPH]T M MET(OPMUH,
OCHIYpABA 3HAYHTENHO NOACOPEHNE HA IMUKeMHYHITE HapaMeTpu. [TallMeHTHTE, TEeKYBaHH CbC
CHTArTUNTHH, MMAT c1alo NoBMIeHKe Ha TenecHoTo Terio (+1,1 kg) B cpaBHEHHE ¢ TE3H, MOTyYaBRANH
mwanebo.

Ilpoy4Basie ¢che CUTATTIHNTHY B KoMOnHauA ¢ MeTdopMin U PPARY aroHHcT

26-cemMHYHO TIaRe00-KOHTPOTHPAHO NPOYYBAHE € NPEAHAZHAYEHO 42 OUeHH e(MKacHOCTTa H
Oe3onacHocTTa Ha cuTarnunThH (100 mg BeAHBX JHEBHO), 700aBeH KbM KOMOMHALMA HA MHOTIIMTA30H U
MethopMuH. Jo6apAHETO HA CHTAMIKIITHH KbM HOTIIHTA30H H MeT)OPMEH OCHTYPSEa 3HAYHTETHH
NOROGPEHHA HA FTHKEMHIHHTE MApaMETPH.

[IpoMaHaTa B TENECHOTO TeIrTI0 OT M3XOAHO HHBO € MOAOGHA HA Ta3K PH NALKEHTH, TEKYBAHH ChC
CMTArJiMNTHH, B CpaBHEHHE ¢ Mnanebo. YecToTaTa Ha XUMOTIMKEMHS CBLIO € N0J00HA IPH NALKEHTHTE,
JIEKYBAHH ChC CHTATTHITTHH HITH naneto.

IipoytiBate HA CHTAIJIMIITHH B KoMOWHaUHA ¢ MQLQOQMHH H HHCYJINH

24-ceAMHYHO MIANE00-KOHTPOIMPAHO KTHHAYHO IPOY4YRAHe € NpeaHAZHAYEHO Ja ONECHH e(peKTHBHOCTTA
H GesonacHocTTa Ha cuTarnunTHH (100 mg BeaHLX AHEBHO), fo0aBeH KbM HHCYIHH (MpH cTabwiHa a03a
3a Hail-Manko 10 ceaqMnum) cbe Unu 6e3 MmeTdopmuH (Haii-mManko 1 500 mg). [Tpu naupeHTy, NpHeMailu
MpeNBapUTEIHO CMECEH HHCYTIHH, cpelHaTa qHeBHa no3a e 70,9 U/anesno. [IpH nallMeHTH, ipyeMaliy
HeCMECEH NMPEABAPHTEIHO (MEXIHHER/TPOABDKHTEIHOeiCTBALI) HHCYIHH, CpeHAaTa JHEeBHA 1033 €
44,3 U/nnepno. Jlannute ot 73 % OT nALHEHTHTE, KOUTO ¢a IPHEMaNH MeTHOPMUH, ca NMPEICTABEHH B
Tabnuna 2.

HobaBsaHeTO Ha CUTArMUNTHH KBM HHCYJIMH OCHI'YPABA 3HAUHTENHO MOAOOPEHHE HA TIMKEMHYHUTE
napametpy. HAMa 3HaUHTETHA NPOMAHA B TEJIECHOTO TETVIO OT H3XOAHOTO HHBO B IBETE FPYIH.




Tabanua 2: PesyaraTn 3a HbA,. npn niane6o-koHTpoIHpaHH HTPOYIBARHS ¢ KOMOHHHPAHO
JIe9eHEE CHC CHTATIRUTHE U MeThopmun®

IIpoyasane

Cpeadn cTofiHocTH Ha
n3xoano nuso HbA,,
(%)

Cpensa npomsHa
CHPAMO HIXOAHO HABO
HbA; (%)

KopHarapana, cnpaMo
naaneto, cpeana
npomMaHa HA
HbA i (%)

(95 % Ch)

Cwrarnunmus 100 mg
BEIHbK THEBHO,
nobaseH KbM QOHORA
Tepanud ¢ Methopmuy !
(N=453)

8.0

-0,7t

0,7t
('0389 -035)

Curarnunmag 100 mg
BEIHBXK JHEBHO,
AobaBeH KbM QOHOBa
TEPaIHA ¢ MIBEMETTUpU
+ merdopmun’

(N=115)

8,3

-0,6F

0,9
(-1,1, 0,7}

Curarmunrud 100 mg
BEAHBK JHEBHO
ZobaseH KbM (oHOBA
TEpAIUA ¢ MAOTIHTAZOH
+ merdopmun’

(N=152)

8.8

12+

0,7
(- 1 905 ‘025)

Crrarnumruu 100 mg
BEIHBXK IHEBHO,
moOapeH KpM (poHOBa
TEPANKA ¢ HHCYIHH +
meTdhopMun!

=223)

8,7

-0,78

_0,5 §.
(-0,7,-0,4)

HavanHo nevenue (apa
OBTH JAHEBHO)':
CHTarMNTHH 50 mg +
MetrgopmuH 500 mg

=183)

8.8

-1,4!

-1,6*;
{-1,8,-1,3)

Ha4anno nevuenue (aBa
ITbTH AHEBHO)"
CHTarIMNTHH 50 mg +
merdopmud 1 000 mg

(N=178)

8.8

-1,9

_2,1'LI
('253 s " 1 :8)

* INomynauusTa oT BCHIKH NEKYBAHH NAaMeHTH (intention-to-treat anamms).
' Hali-mankuTe cpesHy KBaApaTH ca KOPHTHpaHH CIIPAMO CTaTy¢a [pH OPeXOMHOTO AHTHXHIIEPIIHKEMHYHO JIEYCHHE
H CTOHHOCTTA HA H3XOIHO HUBO.
% p<0,001 B cpasHeHHe ¢ mnaueto wiH miane6o + KOMOHHHPAHO JIEYCHHE,
'HbA . (%) Ha 24-Ta ceaMHL@.
THbA, (%) Ha 26-Ta ceqMMHLA.
§ Hali-manxare cpeani KeadpaTH ca KOPHMI'HpaHH 33 ynoTpedara Ha HHCYIMH [pH BH3HTA 1 {TIpeIBapHTENHO CMECEH

Cpely HECMeCEH NPEABAPHTENHO [MEXIMHER HITH NPCABLIKHTEAOACHCTBAI]) H H3XO0AHA CTO

[Tpu 52-ceqmuuro Npoyusane, cpabBuaBalC edUKacHOCTTA ¥ Ge30nacHocTTa
curarmunTHl 100 mg BeAIHbX AHEBHO WK DTHNM3AA (CY1paHHTypeifHO mpo




HEAOOTP MMUKEMHYEH KOHTPON MPH MOHOTEpaNus ¢ MeTdOpMUH, CUTACTHNITHH ¢ N0A00CH Ha MM
npu noankapaneTo Ha HbA. (0,7 % cpenHa mpoMsHa CpAMO H3XOAHHTE CTOHHOCTH TIP3 ceaMuLa 52,
ChC cpeaHa cTolHOCT Ha HbA . oT npuGnmssTento 7,5 % B asere rpynu). Cpefgara [03a rinmi3ug,
H3I10JI3BaHa B FPYNATa 3a CpaBHeHHe, € 10 mg aAHesHo, kaTo npudnuantenHo 40 % oT NaUHCHTHTE Ce
HYKIaAT OT [03a MIHMH3KA < 5 mg/AHEBHO MO BpeMe Ha Npoy4Baneto. Obave, noBeye NalHEHTH OT
rPYNaTa Ha CHTaTJIMATHH Ca IPeKbCHANH MOPAaH JMIca Ha ehpHKAaCHOCT, OTKOJKOTO B IPynaTa Ha
r/nu3K. [lanHenTUTe, IEKYBaHH ChC CHTAITTHITTHH, [I0KA3BAT 3HAYHTEITHO CPEAHO NOHWKCHHE CIPAMO
H3XOAHUTE CTOMHOCTH HA TeNecHoTo Tero (-1,5 kg) B cpaBHEHHE CBHC 3HAYMTEIHO OKAYBAHE Ha TETIOTO
NpH NAHEHTH, Nonyyasany riunuzuy (+1,1 kg). B ToBa npoy4BaHe OTHOLIEHHETO NPOHHCYIHH KbM
HHCYJIHH, MapKep 3a e(JEKTHBHOCTTA HA HHCYIMHOBHA CHHTE3 H 0cBOOOKABAHE, ce MoA0OpABA ChC
CHTArTHITHH H Ce BJIOIABA ITPH JICYEHHE C TVIMNH3HA. YecToTaTa Ha XHIIOrMAKEMHA B rpynara Ha
CHTAINITHH (4,9 %) € 3HaUNTeNHO MO-HHCKA OT Ta3H B rpynata Ha raunH3uA (32,0 %).

24-ceaMHYHO NAANCOO-KOBTPOIHPaHO KAKHWYHO NPOy4BaHe, BKIIOYBANIO 660 nakeHTy, ¢
[IpeHA3HAYEHO Na OLIEHH e(PHKACHOCTTA, BOJIEINA 10 HAMATABAHE Ha HHCY/JIHHOBHTE J03H H
6ezonacHOCTTa Ha cHTarnviTud (100 mg BeAHEXK AHERHO), KOTATO € NPUbaBer KbM HHCYJIMH THAPMKWH
ci¢ WM 6e3 Mergopmun (niore 1 500 mg) mo BpeMe Ha HHTEHIUHIEPAHETO HA HHCYJIMHOBATA TEpanua.
Ipu nansenTy, npreMaiy MeTGOPMIH, H3XOIHATA cTolHOCT Ha HbA | € 8,70 % M HadanHara f03a
uHcyuH ¢ 37 IU/nueBno. [TanuenTrTe ca MHCTPYKTHPAHM 2 THTPHPAT TAXHATA 033 HHCYJIHH TJIapKHH
Bb3 OCHOBA Ha CTOHHOCTHTE Ha KPBBHATA 3aXap Ha [IaqHO, H3MEPEHH 4pe3 KPbBEH TecT ¢ Yook aaHe Ha
npecTa. [py naukenTrTe, NpHeMamy MeTGOPMHH, Ha 24-Ta CeAMHLIA YBS/IMYABAHETO HA JHEBHATA 1034
HHCYNHH € 19 TU/mHeBHO NPH NalMeHTH, NeKyBaHM Che CHTArTHOTHH, H 24 TU/IHeBHO NpH nauueHTH Ha
wiane6o. [oHmwkasaneto Ha HbA . NpH NaLUMEHTH, TEKYBAHH ChC CHTATTHIITHH, METGOPMHH H HHCYJHH ¢
-1,35 % B cpaBHenue ¢ -0,90 % npH NawHeHTH, JEKyBaH# C IU1auebo, METGOPMHH H MHCYJTHH, Pa3inKa OT
-0,45 % [95 % CI: -0,62; -0,29]. YecroTara Ha XHOOT/IHKeMHA € 24,9 % NPH NMalHEHTH, JIEKYBAHH ChC
CHTarJIHITTHH, METGOPMHH ¥ HHCYNHH H 37,8 % MpH NalHeHTH, JIeKyBaHH ¢ miane6o, MerGopMHH K
uHCYIHMH. PasinkaTa ce ThKH OCHOBHO Ha NMO-BHCOKHA MPOLEHT NAUMEHTH B rpynaTa Ha miauebo,
H3MMTAIH 3 WIH NOBEYE en130a Ha XHIoraukeMud (9,1 cipamo 19,8 %). Hama pasnnka B HecTorara Ha
TIOSEA Ha TEKKA XMIOTAMKEMHS.

Metdopmun

Mexanuzom na Oeticmesue

Merdopmun ¢ GUryaHHIHH ¢ aHTHXUNEPTIIMKEMAYEH eeKT, NOHIKaBal KakTo GasanHaTa, Taka H
NIa3sMeHAaTa IJI0Ko34a ciien XpaHeHe. Tol He CTUMYNIHpa HHCYAHHOBATa CEKPELUA U CIIEIOBATEIHO HE
NpeAU3BHKA XHITOTTIAKEMHA.

MetdopMHE MOXE Jla AeiiCTBa 10 TPH MEXaHH3Ma:

- KaTO HaMaNABa MPOAYKUMATA Ha YepHOApoOHa NNoKo3a Ype3 HHXHOHpaHe Ha ITIOKOHEOTEHE3aTa H
TITHKOreHONH3aTa

- B MYCKYJTHTE, YpPe3 YMEPEHO MOBHIIABAHE HA HHCYJIMHOBATA YyBCTBUTEHOCT, NoA00paBaiiku
nepudeproTo NoeMaHe U YCBOABAHE HA TIIIOKO3a

- upes 3abasaHe Ha abcopOuHATa Ha MICKO3a B THHKHTE YEPBa.

MeTtdopMun cTHMy/Hpa BRTPEKIETLYHIS CHHTE3 HA ITIAKOTEH Ype3 BPE3ICHCTEHE BHPXY CIIMKOIeH
CHHTeTa3aTa. Merdopmun noBuiIasa TPAHCNOPTHKA KanauuTeT Ha cnelmdyuny Tinoee MemOpanny
TpaHcnopTepy Ha rmoxezara (GLUT-1 u GLUT-4).

Knunuyna egpuxacnocm u 6ezonacrocm
[lpu xopaTa, HE3aBHCHMO OT HEHCTBHETO CH BLPXY [NIHKEMHATA, METQHOPMHH HM
BbPXY JHMMAHHA MeTabonuseM, ToBa ce Moka3ea [pH TepaneBTHYHH KOHLIE



KIHHHYHH NPOYYBaHHA ChC CpefiHA NMPOALILKHTENHOCT HIIH ABJITOCPOYHH KIHHAYHH NPOYYBAHHA.
MeThOpMHH HaManaea obiius xonecrepon, LDLc ¥ HEBaTa Ha TPHITTHLIEPUANTE.

TNpocnexruproTo pannomuskpaHo (UKPDS) npoyuBaHe € yCTAHOBHIIO JBJIrOCPOYHATA 11034 OT
HHTEH3MBEH KOHTPOJI Ha KPBBHATA 3aXap NpH AHadeT TN 2. AHATHIBT HA PE3YJITATHTE NPH NAUHEHTHTE C
HaJHOPMEHO TErJIO, JICKYBAaHH ¢ MET(MOPMHUH ClIET HEYCTIEX C IHETA CAMOCTOATEIHO ITOKA3BAT:

- 3HAYHTETHO HaManeHue Ha abCoMIOTHHS PHCK Ha CBbp3aHHTe ¢ AMadeTa YCIIOKHEeHHs B rpynara Ha
MeThopMEH (29,8 crbuTis/1 000 NALHEHTOrOANHN) CIIPAMO AMETA CAMOCTOATENHO (43,3
cpbutus/! 000 nauwerToroaunm), p=0,0023 ¥ cpaMO TPYIIHTEe Ha KOMOHHAUKA Che cydaHnnypes
H MOHOTEpanui ¢ HacyuH (40,1 csbutna/1 000 naupeHToroguHi), p=0,0034

- 3HAYHTENTHO HAMAIEHHe Ha alCONMIOTHMA PUCK OT CBBP3aHaTa ¢ IMabeT CMBPTHOCT: MeT(OPMHIH 7,5
c¢bOuTHA/1 000 nanKMeRTOrOAMHH, fHeTa caMocTosTeNIHO 12,7 crburna/1 000 nanpeHTOroAMHH,
p=0,017

- 3HAYHMTETHO HAMANCHHE HA aGCONIOTHHA PHCK OT obLIaTa cMBPTHOCT: MeTdopMuH 13,5 chOHTHA/1
000 manMeHTOroAuHM cipaMo AueTa camocToaTenHo 20,6 cpouTHa/1 000 narHMeHTOrOIHHH,
(p=0,011) 1 cnpsamo rpynxTe koMOHHEpaHa cyndaHWIypes B MOHOTEPailis C HHCYIMH 18,9
ce6uTHA/l 000 maimenToroauay (p=0,021)

- 3HAYHTEIIHO HaAMaNeHHE Ha a0COMOTHHA PHCK OT MHOKapZieH uHpapkT: MeThopMuH 11
crOuTHa/1 000 nalHeHTOrOAHHH, JHeTa caMOCTOATENHO |18 chOHTHA/1 000 nauyeHTOrOAMHH,

(p=0,01).

TECOS e paunoMHsdpaso npoy4eane npu 14 671 naimeHTn B intention-to-treat nonynauusra ¢ HbA. >
6,5 no 8,0 %, ¢ ycTaHOBEHO CHPACYHO-CHIOBO 3a00NaBaHe, KOWTO NOAY4aBaT CHTArMHITHH (7 332)

106 mg aueBHO (WIH 50 mg OHeBHO, aKo H3xoqHiETe cToiinocTH Ha eGFR ca> 30 u < 50 ml/Mun/1,73 m?)
Wi mane6o (7 339), nobapeHn KbM 0OHYANHATE MPIDKH CHTNIACHO MECTHHTE cTaHaapTH 3a HbA (. u
CHPACYHO-CBHAOBH pHCKoBH daxtopu. MauuenTd ¢ eGFR < 30 mI/Mui/1,73 m? He ca BUIIOHYEHH B
npoy4eaneto. Hicnenpanara nonynanus Bkmnousa 2 004 namkenTy Ha Bb3pacT > 75 roauHy 1 3 324
nauHeHTH ¢ 6b0peuHo yepexaate (eGFR < 60 ml/mun/1,73 m?).

o BpeMe Ha npoyuBaHeTO 00MIATA H3UHCEHA CpeHa pasiHka (SD) B croliHocTuTe Ha HbA1, Mexxny
CPYIHTE Ha CHTArIHOTHH K mialebo ¢ 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[IbpBHYHATA KpaiiHa TOUKa N0 OTHOLICHHE HA CHPACYHO-CHIORATA CHCTEMA € ChCTABHA OT MLPBATA MOSRA
Ha CbpAEYHO-CHA0BA CMBPT, HedaTaleH MHOKapAEH HHbapKT, HedaTaneH HHCYAT KIH XOCIIHTAIH3ALMA
nopaau Hectabuina cTeHokapaud. BropHuauTe kpaiiiu TOYKH MO OTHOLLIEHAE HA CHPACYHO-ChAOBATA
CHUCTEMA BKJIFOMEAT [TbPBATA MOABA HA ChPJCYHO-CBHORA CMBPT, HehaTaleH MHOKAPAEH HHPAPKT UK
HedaTaneH HHCYNT; MbPEATa NOABa HA HHAMBHAYATHHTE KOMNOHEHTH HA ITLPBUYHATA ChCTABHA; oblna
CMBPTHOCT U XOCTIMTANM3aLAM OPAIH 3aCTOHHA ChpAeH HA HEAOCTATHYHOCT.

Cnen npocneassaHe ¢ MeIMaHa Ha NPOALIKHTENHOCT OT 3 TOAHMHH, CHTACIAITTHH HE NIOBUILIABA PHCKA OT
rojI€MH HEXEITaHH ChpaCYHO-CBIOBH C'bGHT[/lS[ HIH pHCKA OT XOCIHTaNU3ailid nopaan ChpacHHA
HEZOCTATBYHOCT, KOTaTo ce 100ass KbM 0OHuaiiHuTe MPHKH MIPH MALMEHTH ¢ AUabeT THN 2 B CPaBHEHHE C
obuyafinute rpwxu 6e3 curarmunTil (TaGnuua 3).




Tabamna 3: YecroTn Ha KOMORHAPAHE CHPACYHO-CHIOBH Pe3YJTATH H A K/II0YOBH BTOPHIHH

PE3YATATH

Curarauntun 100 mg

ILnanebo

N
(%)

YecroTa Ha 100
MAIMEHTOrOAHH
Hi

N (%)

YecTora Ha 100
naEeAToroAHHA"

KoeduuuenT
Ha pHCKa
(95% CI)

p_
croitnoct?

Ananuni B Intention-to-Treat nonyxanusTa

Bpoii nanHenTH

7332

7339

IIupeauna
ChCTABHA
KpaiHA TOYKa
(Cwpreuno-
Ch0BA CMBPT,
Hedaranes
MHEOKapleH
HHOEPKT,
Hedaranen
HHCYAT WJIN
XOCMHTATH3ALNS,
nopagu
HecTabuIIHA
CTeHOKapAHd)

839
(11,4)

4,1

851
(11,6)

4,2

0,98 (0,89—
1,08)

<0,001

Bropuuna
CheTABHA
Kpaiifa TO9Ka
(CvpaeuHo-
CBJIOBA CMBPT,
HedaTaneH
MHOKAPAEH
HHDAPKT HIH
HedaTaieH
HHCYIT)

745
(10,2)

36

746
(10,2)

3,6

0,99 (0,89-
1,10)

<0,001

Bropuden
e3yATAT

Crpneuto-
CEAOBA CMBPT

380
(3,2)

1,7

366
(5.0)

1,7

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

0,711

BeAkakeB BH
MHOKapaeH
HHpapKT
(daraneH n
HedartaneH)

300
4.1

1,4

316
(4.3)

1,5

0,95 (0,81—
1,11)

0,487

Beakakss Brj
HHCYNT ((paTanen
H HedaTaneH)

178
2.4)

0,8

183
(2.5)

0,9

0,97 (0,79—
1,19)

0,760

XocnuTanu3alus
nopajam
HecTabunHa
CTeHOKADPAHA

116
(1,6)

0,5

129
(1,8)

0,6

0,90 (0,70—
1,16)

0,419

CMBpT nopaztu
BCAKAKBA
NIPHYHHA

547
(7.5)

2,5

537
(7.3)

2,5




Xocnuranuzamma, | 228 11 229 1,1 1,00 (0,83— 0,983
nopany copaeuta | (3,1 3,1 1,209
HeAoCTAaThYHOCT §
* Jectorara Ha 100 nanyeHToroqHEH ¢ w3gnciena kato 100 % (o6mus 6poii naumenTH ¢ > 1 cuOATHE O BpeMe Ha
JOTYCTHMHA NEPKO] HA eKCTIO3MIHA CIpAMO 0bnIus Gpoil ManHeNTOr0AHHH Ha OpPOCIEAABAHE).

 Bb3 ocHoBa Ha Mogen Ha COX, CTpaTH(HIMPAH [0 PerHoH. 33 ChCTABHHTE KPRHHH TOMKH, p-CTOHHOCTHTE
CBOTBETCTBAT Ha TECT 34 HEHH(EPHOPHOCT, THPCEI Aa MoKaXe, Y¢ koeDHIHeHTRT Ha pHCcka € mo-Manek ot 1,3. 3a
BCHYKH APYTH KpaiiHH TOYKH P-CTOHHOCTHTE CHOTBETCTBAT Ha TECT 3a PAIMKHTE B KOS(PHIHECHT HA PHCKA.
 ABaNM3ET HA XOCOHTATH3ALKATA TIOPAIH ChPACUHA HEAOCTATHYHOCT € KOPHIHPAH 32 AHAMHE33 32 Chp/IeYHa
HEROCTATHHHOCT Ha U3XOLHO HUBO,

IlennaTpyyna nonynauus
EnponeiickaTa aresuns no nexapcrsara oCBOGOKIaBa OT 3aIBJKEHHETO 3a NPeJOCcTaBIHE HA

PE3YNTATHTE OT APOYUBAHHUATA CHC CHTATIMIITHH/MET(HOPMHUHOB XHAPOXJIOPHA BB BCHUKH MOATPYTH HA
NeAHATPHYHATA [HOMyNalig Che 3axapen quader THN 2 (B, Touka 4.2 3a HHGOPMALHA OTHOCHO ynoTpeba
B eWaTpHATa).

5.2 ®apmakoKHHETHUHH CBOHCTBA

Mercurgerk

IIpoyusanyaTa 32 OHOEKBHBAICHTHOCT NMpH 3APABH YYACTHHIM MOKA3BAT, Y€ CHTArTHNTHH/METHOPMHHOB
XHAPOXJIOPHI KOMOHHHMpPaHH TabNeTKH ca OHOEKBHBAICHTHH HA €HOBPEMEHHOTO NPRICKCHHE Ha
CHTarnunTHH Gpocdar 1 MeTGOPMHHOB XHAPOXJIOPH] KAaTO OTIEHH TabneTkn.

CaennuTe AaHHA MOKA3BaT (DapMaKOKHHETHYHHTE CBOMCTEA Ha OT/AEIHHTE AKTHBHH BEIIECTBA Ha
MeTtcHrieTHK.

CHTarnunTag

Abcopbyun

Cnex nepopanto npunoxexue Ha 1o3a 100 mg Ha 30paBy y4acTHHLH, CHTATTHITHH OBp20 ce abcopbupa,
€ JOCTHraHe Ha [MHKOBH IUIa3MeHH KOHUeHTPAuHH (MeauaHa Tona) 1 J0 4 Haca chie] NPHIOKESHHAETO,
cpeHa nasmMeHa AUC Ha cutarimomad 8,52 uMshr, Ch 950 oM. AGcomoTnara GHORARMYHOCT HA
CHTATTHITUH € npuOnusuTento 87 %. Trwii KaTo IpHeMaHeTo HA CHTATTHIITHH €IHOBPEMEHHO ¢ forarta Ha
Ma3HHHH XpaHa HE NOBNHABRA PapMaKOKHHETHKATA, CHTATJIMIITHH MOKE [a ce MPHara ¢be Win He3 xpaHa.

[Inasmenara AUC Ha CHTArJIHIITHH ce NOBUIUABA [0 4034 MPONOpuUHoHaned Hadul. Jo3a-
MPONOPUHOHAIHOCT HE € YCTaHOBEHA 38 Cinax B Cotuaca (Cnax C€ MOBKLIABA MOBEYE OT A03a-
MPONOPUHOHAIHO, @ C24aaca C€ YBENHYABA TO-MAJIKO OT /103a-0pOTIOPLHOHATHO).

Paznpedenenue

Cpeanuar ofem Ha pasnpeesicHie B CTAIHOHAPHO CHCTOAHHE ClTe]l €AHOKPATHA HHTPaBEHO3HO
npunoeHa no3a ot 100 mg cuTarmIrTiH Ha 31paBH ydacTHUUM € NpHOIH3HTeNHO 198 nuTpa.
@DpaKuMATa CHTAITIMIITHH 0OpaTHMO CBBP3aHa C IUIa3MEHHTE NPOTeHHH ¢ HiucKa (38 %).

buompancopmayun
CHTarmuITHH ce eTMMHHMADA OCHOBHO HEIPOMEHEH ¢ YPHHATA, 2 METaGONIM3MBT € BTOPOCTENCHEH ITBT.
[Ipubnusurenuo 79 % OT CHTAYWITTHH C& EKCKPETHPA HEMPOMEHEH B YPHHATA.

Cren nepopansa no3a ['*CleHtarmnmun, npubnusutento 16% OT paAHOAKTHBHOCTTA CE EKCKPETHDA
KaTo MeTabo/THTH Ha CHTArNHMITHH,. Ha HUBO Clied ca YCTAHOBERH LIeCT MeTaborn
J1a TONIPHHACAT 32 ruia3MeHaTa DPP-4 unxubutopHa akTHEHOCT HA CHTACTUINTH
[OKA3BAT, Y€ OCHOBHHMAT €H3HMM, OTTOBOPECH 32 OMPAHUYCHHA MeTabonu3bM Ha
yuacTHeTo H Ha CYP2CS.




In vitro naHHWTE NOKA3BAT, Y€ CHTATIMITTHH He ¢ HHxHOuTOp Ha CYP m3oenzumuTe CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 wnu 2B6, u He e unaykrop Ha CYP3A4 u CYP1A2.

Enumunupane

Cnen npmwiokeHHe Ha nepopanna ao3a [Clcurarnunmun Ha 3apasy y4acTHHIM, npuonusurento 100 %
OT MPHJIOKEHATa PaJHOaKTHBHOCT ce enumunHpa ¢ (pexannure (13%) unu ypunara (87%) no eana
CeIMHLIA CIE] PHIIOKEHHETO Ha A03aTa. [IpuBHAHMAT KpaeH 112 cnen 100 mg mepopanua o3a
CHTAIJIMITHH € npubiam3uTento 12,4 yaca. CHTAMIMITHH C€ HATPYTIBA CaMO MUHHMAITHO NPH
MHOTOKpATHO Npuiarade. bropeunusr kanpsac e npubausutento 350 ml/mMun.

EnHMHHHpaHeTO Ha CHTACTHIITHH CTaBa OCHOBHO 4pe3 Gh0peuna eKCKpelysa B BKIOYBA aKTHBHA TYOYIHA
cexpeuys. CHTArMNTUH e cyGeTpar Ha HOBELIKH OpraHuyeH aHHoHeH Tpancnoprep -3 (hOAT-3), koiiTo
Moske 64 yyacTsa B 660peuHOTO CTHMHHHpPAHE HA CHTAIHITTHH. KotHiraHoTo 3Havenne Ha hOAT-3 B
TPAHCTIOPTa HA CHTATJIHITHH HE € YCTaHOBeHO, CHTArMUNTHH € CyOCTpaT K Ha p-IIIHKOMPOTEHH, KOHTO
MO>ke OH yYacTBa M B MEHHpPaHETO HA GBOPEYHOTO eIMMUHHMpaHe HA CHTArNIMIITHH. B chIIOTO Bpeme
LMKIOCTIOPHH, €AHMH P-TIIHKONPOTEHH HHXUOUTOp, He HaMansgBa 6b6peuHHA KIMPHHC HA CHTATJIHITHH.
CrrarmMnTHH He e cyberpar Ha OCT2 win OAT1 wm PEPT1/2 tpancnoprepurte. In vitro cHTarmMnTuH
He noTucka OAT3 (IC50=160 pM) unu p-rauxonporensa (2o 250 pM) MeauupaHHd TPAHCOOPT B
TEPaneBTHYHO PEICBAHTHY TUIa3MEHH KoHUeHTpaluy. [TpyU KTMHHYHO NpOYyYBaHe CUTATTIHITHH HMa
MaJTEK eeKT BbpXY IUIa3MEHHTE KOHIEHTPALUHH Ha JUTOKCHH, KOSTO [0Ka38a, Y€ CHTAMIHNTHH MOXKE Jia €
cab HHXHOHTOP Ha P-IJIHKOMPOTEHH.,

Xapaxmepucmuxa npu nayuenmume
(DapMaKOKHHeT]{KaTa Ha CHTArJIMIITHH € KaTO OAN0 CXOAHa [IpH 3ApaBH y‘{aCTHPl].lH H MaHHEHTH ¢ J:maﬁer
THI 2.

Bvopeuno yepescoane

IIpoeeseno € 0TBOpPEHO NPOYYBAHE NMPH ¢AHOKPATHO MPUICKEHHE 3a OLECHKA HA (papMaKOKHHETHKATA Ha
HAaMaIEHA 032 CHTArTMITHH (50 mg) Npy NallMeHTH ¢ pa3iMyHa CTeNeH Ha XpOoHHYHO OB0peuno
YBpEXKIAHE B CPABHEHHE ChC 3APAaBH KOHTPOITH. [IpoyyBaHeTO BK/IIOMBA MALIHEHTH ¢ OBOpedHO
YBPEKAAHE B JICKa, YMEPEHa WIH TeXKa CTeneH, KakTo K naruesT ¢ ESRD Ha xemoanamisa. OceeH ToBa
eexTrTe Ha 6BLOPETHO YBpEKAaHe BHPXY (GapMAaKOKUHETHKATA HA CHTANTMIITHE NPH MALMEHTH C quaber
THII 2 ¥ 6L6pedHo yRpeXKIaHe B ICKa, YMepeHa WM Texka creneH (BKmodnTenHo ESRD), ca oueHeHH
4Ype3 MONMYJIAUHOHHHA GAPMAKOKUHETHIHH aHAJTH3H.,

B cpaBHEHHE CbC 31paBh KOHTPONH, mnasMeHaTa AUC Ha CHTarIHITHH ce MOBHIIAaBa NpHOIH3KHTENHO 1,2
N'bTH NPH NALHEHTH ¢ OBOpeHO yBpexaane B neka creneH (GFR > 60 1o <90 ml/mMuH) 1 croteTHO 1,6
ITETH MPH NauMeHTH ¢ 6s0peuHo yBpekaaHe B yMepeHa creneH (GFR >45 no <60 ml/mun).

T KaTo pa3sMepBT Ha MOBHILIEHHETO HE € KIIMHHYHO 3HAYHMM, HE CE HAJIAra KOPHTHpaHe Ha J03aTa pH
TE3H MNalHECHTH.

[nasmenata AUC Ha CHTarJMITHH ce NOBHLIABA MPUOMH3UTENHO 2 TBTH NPH NAlMEHTH ¢ 6BOpedHo
yBpexaaHe B yMepena creneH (GFR > 30 no < 45 ml/mun) H IpHGIH3HTENHO 4 TBTH NPH NALHEHTH ©
OB0OpeuHo yBpexxnaHe B Texkka creneH (GFR < 30 ml/mun), sBkmounrento nampentd ¢ ESRD aa
XeMoauanu3a. CHTarJHITHH CE OTCTPaHABa yMepeHo NpH xemoauansa (13,5 % 3a 3- 1o 4-vacoea
XEeMOAHAIH3HE CECHA, 3aI104Baila 4 yaca crel NPHIOKEHHETo).

Yeprodpobuo yspeocoare
He e HeoOxonnMa KopeKUMA Ha 103aTa CHTATTHIITHH OPH NALHEHTH C JIEKO WIH YMEPEHO Y€pHOApoOHO
yepesxaane (cxop 1o Child-Pugh <9). HaMa KIHHHYEH ONHAT NPH MALHEHTH C TEXKKO
yspexaane (cxop no Child-Pugh >9). B cbioTo BpeMe, Thii KATO CHTATTHITTHE ¢




upes 6pOpenTe, He C€ 0YaKBa TEKKOTO YePHOAPOOHO YBpEKAaHE 12 [IOBITHAE BBPXY
($hapMaKOKHHETHKATA HA CHTATJIMIITHH,

Ilayuenmu 6 cmapuecka av3pacm

He ce Hanara kopekuii Ha 034Ta B 3ABUCHMOCT OT BB3PacTTa. B3 OCHOBA Ha nomyJIaUMOHEH
(papMaKoKHHETHYEH AHATH3 Ha Janau ot Maza I u ®aza 11, Br3pacTTa He 0KA3Ba KIIMHHYHO 3Ha4YHM edekr
BbPXY (apMaKOKHHETHKATA HA CUTAIJIMIITHH. YYACTHHIIMTE B CTapyecKa BB3pacT (65 1o 80 roqvHu) uMar
npubamuTeaHo 19 % mo-BHCOKM NNIa3MEHH KOHIIEHTPAMH HA CHTATIHITHH B CPABHEHHE C NO-MTagH
Y4aCTHHIIH.

Heduampuuna nonynayus
Hama npoy4Banua ¢bC CHTALHIITHH NPH (IEAUATPUYHH NALMEHTH.

Apyeu xapaxmepucmuxy na nayuenmume

He ce Hanara kopexuys Ha f103ata B 3aBHCHMOCT OT [TOJI, paca HJIM HHIEKC Ha TenecHa Maca (BMI). Tesu
XapaKTEPHUCTHKH HAMAT KIHHUYHO 3HaYUM edexT BpXY (apMakOKHHETHKATA HA CHTATTHITTHH CIIOpes
KOMOWHHpaHHA aHAIH3 HA dapMakoKHHETHYHHUTE AaHuK oT (Daza | u nonynaiponeH HPapMaKOKHHETHYEH
aHalM3 Ha naHHH oT Paza | nasa 11,

MergopmuH

Abcopbyun

Cnen nepopanna 103a METGOPMHH, Timax C€ AOCTHra JO 2,5 yaca. AGCOMOTHATa GHOHATHYHOCT HA
Tabnerka merdopmut 500 mg e npubmsuTenHo 50-60 % npu 3apasu ydacTHMIM. Criej nepopaiHa 103a,
Heabcopbupanata (pakums, OTKpHTa BbB (ekanuure, e 20-30 %.

Cnen nepopanen npuiem abcopObunaTa Ha MeTGOPMMH € HacHILAmA ¢e U HembiHa. CMATa ce, ue
(apMakokMHeTHKaTa Ha abcopbunaTa Ha MeTQOPMHH € HelTHHelHa. TIpy oGHYaiing 1034 METHOPMEH H
JI030BH CXEMH, T1a3MEHHTE KOHLICHTPAlHH NPH CTALIMOHAPHO CHCTOSHHE CE AOCTHraT B PAMKHTE Ha 24-
48 1aca M xaro Us1o ¢a no-mainko ot 1 pg/ml. Ilpu KOHTPOIMPAHA KNHHHYHH H3NHTBAHK,
MAKCHMAJTHUTE IUTa3MEHH HHBA Ha MeTGHOPMHH (Crax) He NpeBHILIABAT 5 pug/ml, JOpH NPH MAKCUMATHH
JO3H.

XpaHaTa HaMassABa CTENEHTa U cnabo 3abasd abcopSLusara Ha MerdopMuH. Cliel NPIICKEHHE HA 1033 OT
850 mg, ce Habmonasa 40 % 10-HHCKA MHKOBA IUTA3MEHA KOHLCHTpaluA, 25 % HamaneHHe na AUC U
YOBJDKABAHE ¢ 35 MUH HA BPEMETO 0 IOCTHTaHe HA MKOBA TUIa3MeHa KOHUEeHTpauys. Knunninara
3HAYMMOCT He € H3BEeCTHA.

Pasnpedenenue

CBbp3BaHETO C INa3MEHHTE NPOTEHHH € HE3HAYHTENHO. MeThOPMHH ce pasnpeiens B EpHIPOLIMTHTE.
KpPLBHMAT NKK € MO-HACHK OT MIa3MCHUA THK H CE MOABABA MPHOIHIHTEHO N0 CHILOTO BpeMe.
YepeeHnTe KPBBHH KIETKH Hal-BEpPOATHO NPEACTARAABAT BTOPHUYEH KOMIIAPTHMEHT Ha PaspeeIcHHE.
Cpeanust Vd Bapupa mexay 63 — 276 1.

Buompancgopmayun
MerdopMuH ce ekckpeTHpa HEMpoMeHeH B ypuHaTa. [IpH XopaTa He ca yCTaHOBEHH METabOIHTH.

Enumunupane
Br6peunnaT winpbHe Ha MeTdopmuH € > 400 ml/MHH, KOETO [I0Ka3Ba, Ye Me'r(popMﬂH CE EMUMHHHpA
upes rioMepynHa Grrrpaims U Ty6ynHa cekperys. Cnen NepOpAITHA 1034, PHBHARART TEPRHAIEH
€NAMHHAUHOHEH NOMYKUBOT € npubiusuTeHo 6,5 h. Koraro 6p0peunarta dyguss ¢ yrIC
6B0peHHHAT KITHPBHC ce HAMA/IABA B CHOTBETCTBHE C TO3H Ha KpeaTHHHHA
ENHMHHAIHOHHHUAT NMOIYKHBOT C€ YABDKARA, KOETO BOAK A0 NOBHILEHH HPALS




53 IlpeaAxIHAAYHH AaHHK 33 (e30MacHOCT
He ca npoBekaaHN NpoydBaHHs ¢ XXHBOTHH ¢ METCHIVIETHK.

Tlpu 16-ceqMHYHA NPOYYBaHHA, B KOMTO KyY€Ta Ca TPETHPAHH HIIH ¢ METHOPMHH CaMOCTOATENHO WIH ¢
KOMOMHALMA OT MeTQOPMUH H CHTATIIMITHH, He ¢ HalIIoqaBaHa AOMBIHHTENHA TOKCHIHOCT OT
komOunaupaTa. NOEL p Tesu npoyuranus ce HalmoaBa NpH eKCMO3HLUHKA HA CHTATHIITAH
NpHONH3KHTENHO 6 MhTH NO-BHCOKA OT Ta3W [PH XOPa M [PH EKCNO3ULAS Ha MeT(OpMHH NPHOTH3ATENHO
2,5 'bTH NO-BHCOKA OT Ta3H NPH XOpa.

CI[C,IlHP[TC JAHEH Ca HaXOJAKH IIPH OIPOYUBAHNA, IPOBEACHH ChC CATAMIHITHH UIIH MCT (l]Ole/]H
CaAMOCTORATCIIHO.

CHTar T

bpOpeuHa H yepHoApoOGHa TOKCHYHOCT ce HabnoqaBa PH [PA3AYM NPH CTOHHOCTH HA CHCTEMHA
€KCIO3HLMA 58 ITHTH IT0-BHCOKH OT HHBOTO HA €KCTIO3HUMATA NIPH X0pa, 3 HUBOTO Ge3 edekr e
ONPEAENCHO Ha 19 MbTH Mo-BHCOKO OT TOBa NMPH X0pa. AHOMAIHH Ha pe3LIHTe c& HablofaBaT npy
TUTbXOBE TNIPH HHBA HA EKCNIO3HLHA 67 ITHTH MO-BHCOKM OT HUBOTO Ha KJIMHHIHA CKCTIO3HLMA; HUBOTO, Oe3
e(eKT MpK Ta3H HaXoaka € 58 ITbTH N0-BHCOKO, CHITIACHO PE3YNITATHTE OT 14-CeAMHHHO MPOYHBAHE IIPH
TUTbXOBE. 3HAYCHHETO HA TE3W HAXOJIKH TIPH XOPa HeE € H3BECTHO. TPaH3HTOPHH, CBBP3aHH C JIEYUEHHETO
¢uzHveCKH MPOABH, HAKOH OT KOMTO [PEANIONATAT HATHYHETO HA HEBPOJOTHYHA TOKCHYHOCT, KAaTO
JHiIaHe C OTBOPEHA YCTa, CAIMBALMs, EME3HC Ha DdAna NAHA, aTAKCHA, TPEMEPEHE, HAMAJIEHA AKTHBHOCT
W/HIH H3rbpOena no3a ce Hab/MOJABAT NPH Ky'4eTa PH HHBA HA eKCIO3HIA NPHGIH3HTENHO 23 MHTH No-
BHCOKH OT HHBOTO Ha KJIMHHYHA EKCMO3HIHA. OCBEH TOBAa MHOTO JIEKA IO JIEKa KOCTHO-MYCKYJIHa
AereHepauud ce HabmoaaBa M XMCTONOTHMHO TIPU I03H, AABAILH HHBA HA CHCTEMHA €KCTIO3ZHLIAA
OpHGIH3HTENHO 23 THTH NO-BHCOKM OT HABOTO Ha €KCIIO3HLUMA NPH Xopa. [IpH Te3n pesynTaTi, HHBOTO
6e3 edekT € MPH EKCIIOZHIMA 6-KPATHO MO-BUCOKA OT HHBOTO HA KJIMHHYHA EKCTIO3HLHS.

CurtarnunTuH He N0Ka3Ba NeHOTOKCHYHOCT B XO/1a Ha MPEIKIMHHYHH [Ppoy4BaHus. CHTAITHITHH He ¢
KaHUEPOr€¢HEH NMPH MHAILKH. HpH ITBX0ORE HMA ITOBHILNICHA Y€CTOTA HA ‘leHOﬂ]}OﬁHH aacHOMH H
KaplLHOMM IIpH HHBA Ha CHCTEMHA eKCTIO3HLHA 58 [TBTH NO-BHCOKH OT TE3H NpH xopa. Tl Kato €
YCTAHOBEHO, Y€ XEMaTOTOKCHYHOCTTA KOPE/IHpa ¢ HHAYLHPAHETO Ha YepHOAPOOHA HEOILIa3Hs PH
TUTbXOBE, Ta3H HOBHLICHA Y€CTOTA HA YSPHOAPOOHH TYMOPH NPH IUTBXOBETE € BEPOATHO BTOPHYHA,
BCNIEJICTBHE HA XPOHMYHA XETIATOTOKCHYHOCT ITPH Ta3K BMcoKa Jo3a. [lopanu Bucokara rpaHHia Ha
Oe3onacHoCT (19-ITBTH MO-BHCOKA NPH TOBA HHBO 6e3 edeKT) Te3H HEOMIACTHYHHA IPOMEHH HE €€ CHHTAT
PEJICBAHTHH 3a XOpa.

He ca nabmoxaranu cBbp3aHH ¢ eYeHHETO €pEKTH BBPXY (PEPTHINTETA IPH MBIKKH H )KEHCKH TUTBXOBE,
TIONTY<H/TH CHTAIJIMITHH ITPEAH U TI0 BpeME Ha YHdTOCBaHE.

Tlpw mpoyuBane BLpXY Npe-/MOCTHATATHOTO PA3BHTHE HA IUTHXOBE CHTATJIMITHH He TIOKa3Ba HEJKENaHH
PEaKLHH.

Ilpoy4panuaTa BbPXy penpoAYKTHEHATA TOKCHUYHOCT NOKA3BAT HAJTHYHETO HA CBBbP3aHA C JISUEHHETO,
JIeKO yBEJTHUEHA YeCTOTa Ha MangopMariui Ha pedpa Ha deTyca (JIMICBALH, XHIOMTACTHYHH H IVIABALIM
pebpa) NpH NOKOAEHHETO Ha IUIBXOBE TTPH HHBA HA CHCTEMHA EKCMO3HUMA TIOBEYE OT 29 ITBTH M0-BHCOKH
OT Te3H NpH Xopa. TokcuwHOCT Ha Majikata ce HaGnoAaBa NpH 3aiiliM MpH HKBA NoBeve oT 29 NbTH Mo-
BHCOKH OT HHBATA HA €KCNO3HULHA MNpH Xopa. l'[opa}m BHCOKATa rpaHilia Ha OezonacHo HaXOAKH HE
TPEANONaraT ChUECTBYRAHETO HA ChOTBETEH PHCK 34 PENPOAYKTHBHOCTTA [PH XO H
CCKpPETHPA B 3HAYHMH KOJTHYECTBA B MIIAKOTO Ha JIAKTHPALUH NTBEX0OBE (OTHOH.[C




MetrdopMHH

IIpenxnMBUYHATE JaHHU 32 METQOPMHH He Pa3KPHBAT OCOOSH PHCK 3a XopaTa Ha 6azara Ha
KOHBECHIIHOHATHH (papMaKONOrHYHH MPOYYRaHHA 3a Oe30NacHOCT, TOKCHYHOCT IIPH MHOTOKPATHO
nipuiIarase, FreHOTOKCHYHOCT, KapLIMHOT'€HEH 110TEHLHAN, PCIPOTYKTHBHA TOKCHYHOCT.

6. ©OAPMANEBTHYHH JAHHH

6.} CnHCBHK HA NOMOIBAETE BELIECTBA

Anpo Ha TabneTkaTa
MHKPOKPHCTAIHA LEMy/03a
NIOBHZAOH

HATpHEB Naypuncyipar
HarpueB creapuwidyMapar

DOWIMHPALLO NOKPHTHE
NOMU(BHHWIIOB AMKOXOM)

Makporon 3350

TalK

THTaHOB Auokeua (E171)

YepeH keneszen okeng (E172)

qepeH xeneseH okeua (E172)

6.2 HechbBMecTHMOCTH

Henpenommmo.

6.3 Cpox Ba rogsocr

2 TONVHM,

6.4 CpoenuanHu ycIoBHA HA CHXpaHEcHHE

Ja He ce cexpansea Hazg 25°C.

6.5 Baa A cHIbPKAHEE HA ONAKOBKATA

Baucrepu anymunuii/PVC/PVDC BBB BHHILHA ONaKoBKa.

OnaxoxH 1o 14, 28, 30, 56, 60, 90, 112, 168, 180, 196 ¢punmuparH TaGNETKH, TPYNOBH OMAKOBKH,
craspkanti 196 (2 onakorku no 98) u 168 (2 onakosku no 84) dunmupanu tabnerku. Onakoeka no
50 x 1 punmupann TabneTky B nepdopHpaHH eJHOAO30BH GAHUCTEPH.

He BcHuKH BHIOBE ONAaKkOBKH Morat Aa ObAaT NyCHATH B Mpoaakoa.

6.6 CuoenuanAn OpeINa3HH MEPKH GPH HIXBLP/ASHE

HensnonsganuaT nexapcTBeH NPOAYKT WK OTNAABYHHTE MATEPUATH OT Hero Tpabpa
CBOTBETCTBHE C MGCTHHTE H3HCKBAHUA.

3XEBPJIAT B




7. IIPHTEXATEJI HA PA3SPENIEHHETO 3A YIIOTPEBA
Zaktady Farmaceutyczne Polpharma S.A.

ul. Pelplinska 19,
83-200 Starogard Gdanski, ITonma

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

9. JIATA HA ITBPBO PAZPEHIABAHE/MTIOJHOBABAHE HA PAIPEIMNEHHETO 3A
YIOTPEBA

JlaTa Ha ITepBO pa3peiiaBaHe:
JIaTa Ha moclieAHO NOAHOBABaHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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