AR vorr /7y

6 £40 6 -7 16 -11- Bk
KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Metocuranr 50 mg /850 mg ¢punmupanmn rabaetku
Merocutanr 50 mg /1000 mg ¢punmupanu Tabnetku

Metositalg SO0mg /850 mg film-coated tablets
Metositalg S0mg /1000 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika TabneTka cbhabpika CUTarJIMNTHH XHIPOXJAOPHI MOHOXHApPAT, €EKBUBaJeHTeH Ha 50 mg
cutarnunTuH (sitagliptin), 1 850 mg merpopmuuoB xuapoxaopua (metformin hydrochloride).
[loMoliiHK BelecTBa ¢ U3BECTHO AEHCTBHE: BCsKa TabseTka chabpka 27,6 mg HaTpuid.

Besika TabneTka cbabpika CUTAIJIMIITHH XHAPOXJIOPHI MOHOXHApPAT, eKBUBaJIeHTeH Ha S0 mg
cutarnunTuH (sitagliptin), 1 1000 mg merdopmuHoB xuapoxnopua (metformin hydrochloride).
[ToMoLIHK BelllecTBa ¢ H3BECTHO ACHCTBHE: BCAKa TabieTka Cbabpxka 32,5 mg HaTpHii.

3a MbJIHKUA CITUCHK HA MOMOLIIHHUTE BellecTBa BUXKTe To4YKa 6. 1.

3. JEKAPCTBEHA ®OPMA
dunmupana tabnerka.

Merocuranr 50 mg /850 mg ¢uamupanu TabneTrkh ca NpOABIrOBaTH JABOHHOM3NBbKHAIK PO30BH
(unmupanu Tabnerku ¢ pasmepu okoso 20,5 mm x 9,5 mm c peneden Haanuc “S476” ot exHara cTpaHa

U IJ1aJIKHM OT Jpyrara.
Merocutanr 50 mg /1000 mg ¢uamupanu TtabieTku ca MpOABIrOBaTH ABOMHOM3MbKHAIU KadsBH

¢unmMupaHu TabnaeTkH ¢ ¢ pasmepu okoso 21,5 mg x 9,5 mm c¢ peneden Haanuc “S477” oT eaHaTa cTpaHa
U FMAJIKK OT Apyrara.

4. KIMHAYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

[Ipu Bb3pacTHH NAaUMEHTH CbC 3axXapeH auader Tun 2:

MeTocuTalur e nokasaH KaTro JOIMbJIHEHHWE KbM JIMETa M YIIPaXKHEHHUS 3a 110/100psiBaHe HA INIMKEMHYHHS
KOHTPOJI MPH MaUMEHTH, NPH KOUTO HE € MOCTHUTHAT 3a]0BOJIMTENIEH KOHTPOJI C MAKCUMaJTHaTa NOHOCHMa
3a TAX 1032 METPOPMHH CAMOCTOATENIHO, HJIH KOUTO BeYe Ce JIEKYBaT ¢ KOMOMHAIIMS OT CHTArJIMIITHH U
METHOPMHH.




33J0BOJIMTENEH KOHTPOJ ¢ MAKCHMAaTHATA TOHOCHMA 3a TAX 10332 MeTHOPMHH H CYI(OHHNYpelHH
MPOH3BOAHM.

MeTocuTanr e nokasaH KaTo TpoiHO KOMOHHHpAHO JieHeHHe ¢ NEPOKCH3OMEeH nponndepaTop-akTHBUPaH
peuenTtop raMa (PPARY) aroHucT (T.€. THA30NHAHHAWOH ) KaTO JONMbJIHEHHE KbM AMETA H YNPAXKHEHHUSA
IPH NaLKEHTH, TPH KOUTO HE € MOCTHTHAT 3aJ0BOJIMTENIEH KOHTPOJ ¢ MaKCUMAaHaTa IIOHOCHMaA 3a TAX
no3a merdopMuH U PPARY arosucr.

MeTocHTanr chbilo € NoKa3aH KaTo A0baBka KbM HHCYNHH (T.€. TpoHHO KOMOMHHPAHO NleyeHKe) KaTo
JOMbJIHEHHE KbM JIHETaTa W yIpaXXHEHHUATa 3a noaodpaBaHe HA FIMKEeMHYHHS KOHTPOJ MPH MAlLUEHTH,
KOraTo MMOCTOAHHATA 1033 HA HHCYJIMH U METOOPMHH CAMOCTOATENHO HE OCHTYPABa a/1eKBATEH
FMTUKEMHUYEH KOHTPOI.

4.2 103RpOBKA H HAMHH HA NPHJIOKEHNE

O3V POBKA

Jlo3npoBKaTa HA AaHTHXHNEPrIHKEMUMHOTO NledeHHe ¢ MerocuTtanr Tpabea ga Obae HHAMBMAYaNM3UWpaHa
Ha 0a3aTa Ha HaCTOALIHA PEXHM Ha naluueHTa, ePeKTHBHOCTTA H TONIEPARTHOCTTA, KaTo He ce
NMpeBULIABAT MAKCHMAJIHATA NpenopbUuBaHa AHeBHA A03a 0T 100 mg CHTarmMUNTHH.

Bu3pacTHH ¢ HOpMaaHa 6b6pevna ¢yaxknusg (GFR= 90 mi/mun)

[Ipu malKWeHTH, IPH KOUTO HE € MOCTHIHAT 3aI0BONIMTENEeH KOHTPOA ¢ MaKCHMAJIHATA [TOHOCHMA 1034
MeT¢$OpPMHH KaTQ MOHOTEpanus.

[lpy nauueHTH, NPH KOUTO HE € MOCTHIHAT 3aJJ0BOJTHTEEH KOHTPON ¢ METPOPMHH CAMOCTOATENHO,
obuyailinata HayanHa A03a TpAbBa Aa JOCTAaBH A03a CHTArNMUIITHH B Jo3a 50 mg aABa nbTH AHEBHO (100
mg obiia JHEBHA [03a) NIIOC 103aTa METQPOPMHH, KOATO BEUE € MPHEMAHA.

[Ipy nalMeHTH. KOMTO NPEMHUHABAT OT €IHOBPEMEHHO NPHJIAraHe Ha CHTANIWNTHH H METGOPMHH
[IpH nauMeHTH, KOWTO NPEMHHABAT OT €AHOBPEMEHHO MPHIaraie Ha CHTArJHNTHH H MeTQOPMHH,
neyenneTo ¢ MetocuTanr TpaGea Ja ce 3aMovHe ¢ 103aTa CUTATTHIITHH U MeT(OPMUIH, KOATO Beue €
npHeMaHa.

[Ipy naUMEeHTH, NPU KOUTO HE € NOCTHUIHAT 3a10BOJIUTEJIEH KOHTPOJ ¢ ABOHHO KOMOHHHPAHO JIEYEHHUE ¢
MaKCHMAaJIHATa MOHOCHMA 1033 METHOPMHH H CYAdOHHNYpeAHH MPOU3BOAHH

Hozata TpabBa Ja aoctapy curTarnunTdH B A03a 50 mg aea nuTH gHeBHO (100 mg o0lua AHeBHa A03a) M
no3a MeTGopMHUH, Moa00Ha Ha f03aTa, KOATO Beve ¢ npueMana. Korato Metocutanr ce M3non3ea B
koMOuHaLKA cbC cynormnypeliHi NPoH3BOAHH, MOXE Aa Ce Hanoxu ynorpebara Ha Mo-HucKka J03a
cyndoHUunypeliHH NPOH3BOAHM, 32 Ja C& HAMAJU PUCKET OT XHNOTrMUKEMHUs (BX. To4Ka 4.4).

[Ipn nallHEeHTH, IPK KOUTO HE € NOCTUIHAT 3aJOBONUTENIEH KOHTPO ¢ ABOHHO KOMOMHMpAHO JieyeHue ¢
MaKCHMAaJHaTa IoHOcHMa Ao3a MeTdopmuH U PPARyaronucr

Ho3zaTa TpabBa Aa JOCTAaBH CUTArAMATHH B 1032 50 mg ABa nbTH AHeBHO (100 mg 0b11a nHeBHa 1033) U
no3a MeThpopMuH, NoJo6HA HA K0O3aTa, KOATO BeUe € [pHeMaHa.

[1pH maLHEeHTH, NPH KOHUTQ HE € NOCTHTHAT 3aJJ0BOJIMTENIEH KOHTPO ¢ ABORHO KOMOHHHpaREAE
MHCYJIMH M MAKCHMAJIHATA MOHOCHMA 1033 MeThopMUH




Ho3aTta TpabBa fa JOCTABH CUTATJIIMNTHH B 103a 50 mg aBa nbTH AHeBHO (100 mg oblua aHeBHA 1033) M
J03a MeTdopMHH, NoJ0OHa Ha J03aTa, KOATO Beue € npiemana. Koraro Merocuranr ce u3nonssa B
KOMOHHALIHA C HHCYJIMH, HUCKATa J03a UHCYJIMH MOXE Aa € HeoOX0oaumMa 3a peayLUpaHe Ha PUCKa OT
XHNOrMHKeMHSA (BXK. To4ka 4.4).

3a paznuyuHuTE A034 METHOpMUH, MeTocuTanr ce npeanara B KOHUeHTpauus no 50 mg cUurarNMnTH
850 mg metdhopMrroB Xxuapoxnopua unu 1 000 mg MeThOpMHHOB XMAPOXJIOPHA.

Bcruku naukenTH TpaOBa aa NpoAbLIKAT NPEenopbvyaHaTa UM AMETa ¢ aICKBATHO pa3snpeaeICHHE Ha
[IpHUEMA HA BBHIVIEXUAPATH Npe3 AeHS.

CneumanHm nonynaiuy

bwvbpeuno yepeosicoaie

He ce Hanara kopekuus Ha Jo3ara NpH NalHEHTH ¢ Neko ObOpedHo yBpekaaHe (CKOPOCT Ha TTIOMEpYHa
¢untpauns [GFR] 260 ml/Mun). [1Ipean 3anoysaHe Ha NeUeHUE ¢ TPOAYKTH, ChABPXKAH METHOPMHUH,
TpAOBa Aa ce HampasH oueHka Ha GFR croliHOCTHTE, a cien TOBA - MOHE BEAHBXK roauuiHo. [1pu
MAalHEeHTH ¢ NOBHLIEH PHCK OT NMO-HATATHIIHO Nporpecupane Ha 6bOpevHO yBpeKAaHe | NPH NALHECHTH B
cTapuecka Bb3pacT Tpi6Ba no-uecTo aa ce npasy oueHKa Ha 6b0pevynaTa QyHKUHSA, HAPUMEP HAa BCEKH
3-6 mecena.

3a npeano4YMTaHe € MaKCHUMaJIHaTa JHEBHA 103a MeTGOopMHH Aa Obae pazaencHa Ha 2-3 THEBHM JKO3H.
(DakTOpH, KOUTO MOTaT Ja YBEAUYAT PUCKA OT JIaKTaTHa auno3a (k. Touka 4.4), Tpabea ga Opaar
npepasryeaaHy, Npeau 1a ce 0OMHCIH 3an04YBaHeTO HA JieyeHHe ¢ MeThOpMHH Mpu nauHeHTH ¢ GFR< 60
ml/MHH.

AKO He e JoCThbIHA A030Ba opMa Ha MerocuTanr ¢ aneKBaTHO KOJIHHECTBO H& AKTHBHOTO BELUECTRO,
BMECTO KOMOMHALMA ¢ GUKCHUPaHH A03H TpADBa Aa C€ H3N0N3BAT OTACNHHUTE MOHOKOMIIOHEHTH,

GFR ml/man MetdopMEn CHTArJIHIOTHH

60-89 MakcumanHaTa gHeBHa fo3a € 3000 mg. MakcuManHaTa JHeBHa 1034 €
Moxxe ma ce oOMHCIM NOHIKABAHE HA 103aTa 100 mg.
BLB BPb3Ka ¢ HaMalsBaHeTo Ha ObOpeyHaTa
QYHKLHA.

45-59 MaxkcnuManHara gHeBHa nosa € 2000 mg. MakcuMasHaTa JHEeBHA 1034 €
HavanHara 103a € Hali-MHOI0O NOAIOBHHATA OT 100 mg.
MaKCHMAamHara f03a.

30-44 MakcuManHaTta aHeBHa ao3a e 1000 mg. MakcuManHaTa JHEBRHA 1033 €
Hauyannara 103a € Hali-MHOTO NonoBHHaTa oT | S0 mg,
MaKCHMaTHATa [034.

<30 MetdopMHEH e NpOTHBONOKA3aH. MakcHMaHaTa AHEBHA 1034 €

25 mg.
Yeproopobro ygpexcoane

MetocuTanr He TpsOBa Ja ce W3NOJ3Ba NPH MALMEHTH C YepHOAPOOHO YBpekKaaHe (BX. TOUKA =2




Cmapuecka ev3pacm

To#i ka0 MeTHOPMHH H CUTArIMIITHH Ce eKCKpeTHpaT 4ype3 ObOpeunte, Metocuranr Tpsabra na ce
H3110/13Ba C NOBHUIEHO BHUMAaHHE NPH HalpeaBaHe Ha Bb3pacTTa. Heobxoaumo e MOHHTOpHpaHe Ha
O6vOpeynara QpyHKUMS, 33 Ja ¢ TTOANOMOTrHEe NPEANa3BaHeTO OT CBbp3aHaTa ¢ MET(OPMHUH JTaKTaTHA
alu/103a, Hali-Beye B cTapyecka Bb3pacT (BXK. TOUKH 4.3 K 4.4).

[leduampuuna nonynayus
be3onacHOCTTa H €PUKACHOCTTA Ha MeTocHTanr npu AcCLa H KOHOLLUH OT PaxcJaHeTo 10 Bb3pacT <18
rOJAMHH HE Ca YCTAHOBEHH, JIMNCBAT DaHHN.

Ha9gnn o2 NpHIOKeHHE
MertocuTtanr TpabBa aa ce npueMa JBa IMbTH JHEBHO C XpaHa 3a HaMa/igBaHe Ha HEXXENAHUTE PEakLuy OT
CTpaHa Ha CTOMAINHO-YPEBHHUS TPaKT, CBbP3aHH C METPOPMHH.

4.3 IIpoTHBONOKA3AHAR
MeTrocdTanr € NpPOTHBOIOKA3AH IPH MMALIHEHTH ChC:
- CBPBbXUYYBCTBHTEHOCT KbM aKTHBHUTE BELLIECTBA HIIH KbM HAKOE OT MOMOLHHTE BEIECTBa, H3IOpPOEeHH B
To4ka 6.1 (BXK. ToukH 4.4 1 4.8);
- BCEKH THI ocTpa MetabonuTHa annao3a (KaTo JaKTaTHa anuao3a, AiabeTHa KeToalHa03a);
- nHabGeTHa NpexoMa;
- Texxka 6bOpeuna HepoctaTpbdHOCT (GFR < 30 ml/mun) (BX. Touka 4.4);
- OCTPH CHCTOAHHA € Bb3MOXKHOCT Ja U3MeHAT OpOpeyHaTa ¢pyHKUHNA KaTo:
- AeXuapaTaLus,
- TEXKKH HHEKIHY,
- LIOK,
- BbTPECHA0BO NPUNOKEHHE Ha HOA-ChABPXAllM KOHTPACTHH BellecTBa (BXK. ToUKa 4.4);
- OCTPO MM XPOHHYHO 3a00/151BaHe, KOETO MOXKE Ja MPHYMHH XUIIOKCHA Ha ThbKAHHUTE KATO:
- ChpAeyHa KK peCIHPaTOPHA HENOCTATBYHOCT,
- CKOpOLIE€H MHOKapAeH HH(ApKT,
- WOK;
- YepHOAPOOHO YBpeX1aHe,
- OCTPa AJNIKOXO0JIHA HHTOKCHKALHSA, AJIKOXONH3bM;
- KbpMEHE.

4.4 CnennajJHu npeavnpeKaeHus H NpeaANa3sHn MePKH NnpH ynorpeda

Qo
MetocHTanr He TpabBa Ia ce H3NON3BA NPH NauKeHTH ¢ AuabeT Tin [ 1 He TpAORBa Aa CH M3NOA3BA 34

neyeHue Ha auabeTHa KeToauu03a.

OcThp nau THT
Ynorpebara Ha DPP-4 nHXubHTOpH € CBbp3aHa ¢ PHCK OT Pa3sBUTHE HA OCTbP NAHKPEaTHT.

[laynenture Tpadra aa OpaaT HHOOPMHUPAHH 32 XapaKTEPHUA CUMIITOM Ha OCTBD NaH
NEepCHCTHpalla, MHOTO CHITHA kKopeMHa bonka. Cne npekparTiBaHe Ha CUTArJHIITHH



OTLIYMSABAHE Ha NAaHKpeaTHTa (CbC HIIH 6€3 NoIbpXKALIO JIEYEeHHE ), HO B MHOTO PEAKH CIyYaH €
ChOOINABAHO 32 HEKPOTH3HpALLl HJIH XEMOParv4eH NaHKPeaTUT WWIH CMBPT. AKO HMa CEMHEHMS 3a
[AHKpeaTHT, TpAOBa Na ce MpeKpaTH npuema Ha MeTocHTanr M ApYrH NOTEHLHANIHO NOA03HPaHH
JIEKAPCTBEHH MPOAYKTH; aKo Ce NOTBLPAN OCTHP NaHKPEaTHT, MpUeMbT Ra Merocutanr He TpabBa na ce
Bb300HOBABA. HeoOXx0HuMO € noBHILeHO BHUMaHHe NpY NaUHeHTH C aHaMHEe3a 33 TaHKPEaTHT.

JlaKkTaTHa auujo3a
JlakTaTHaTa auKMA03a, MHOTO PASKO, HO CEPHO3HO METABONNTHO YCNIOXKHEHHE, Hali-4eCTO HACTbNBA NIPH
OCTPO BIOIIABaHE HA OBOpeuHaTa dyHKLHA, KApAHO-PECNIHPATOPHO 3a00NABaHE HIH CEMNCHC.

Harpynsanero Ha MeTOPMHH HACTBIIBA NIPH OCTPO BOLIaBaHe HA ObOpeuHaTa QyHKLMS H yBeIHYaBa
PHCKa OT NAaKTATHA aluio03a.

B cnyuaii Ha fexuaparanus (TexXKo NoBpbLIaHe, AMapHA, TPECKa WK HAMAJIEH NPHEM HAa TEYHOCTH)
TPA0Ba BPEMEHHO Ja C€ Crpe NPHEMBT HA METQOPMHH H € NPENOPLYHTENHO Ja CE YCTAHOBH BPB3Ka C
MEJAUNMHCKH CICLHAITHCT.

[IpueMbT HA IEKAPCTBEHH NPOAYKTH, KOHTO MOTAT OCTPO Aa YBpeaAT ObOpeuHaTa GyHKUMA (KaTo
AHTHXHNCPTEH3UBHH CpeAcTBa, AuypeTHlH H HCTIBC) 1pabea aa ce 3anouHe ¢ nopHIIEHO BHUMaHHE
NpY NALUEHTH, IEKYBaHH ¢ MeTHOpMHH. JIpyry pUCKOBH (PAKTOPH 3a NAKTATHA aLU03a Ca IPEKOMEpPEH
[IpHEM Ha ANKOXOJ, 4epHOApoOHA HEAOCTATHbYHOCT, HEAOCTATLYHO KOHTPONHpaH Anaber, keTo3a,
NPOABMKHTENHO IMNMAaAyBaHe H BCAKAKBH CHCTOAHHSA, CEBP3aHH C XHITOKCHA, KAKTO H eIHOBpEMEHHATA
ynoTpeba Ha NeKapCTBEHH NPOAYKTH, KOMTO MOTaT Ja NPUYHHAT JIAKTATHA alnao3a (Bxk. Touky 4.3 u

4.5).

[launeHTuTe WNNK GonHornenaunte Tpabea aa ObpaaT HHAOOPMHUpAHH 3a PHCKA OT NAKTATHA alMAO3a.
JlakTarHara anina03a ce XapakTepH3upa ¢ auHa03Ha JUCMHEA, KOpeMHa 60JIKa, MyCKYJIHH KpaMIH,
aCTEHHS R XHUNOTEPMHA, NOCNeBaHK OT KoMa. B cnyyail Ha CbMHEHHE 3a CHMNTOMHM NaLUeHThT TpabBa
Jia crpe npueMa Ha MeTGOpMHH H He3abaBHO Aa NOTHPCH NeKapcka NoMoml, JIMarHOCTUYHHTE
JJabOpaTOpHH HAXOAKH Ca NOHHXKEHO KpbBHO pH (<7,35), noBuileHH HUBA HA NJIa3MEHHs NakTaT (>5
mmol/l) 1 moBKIIEHa aHHOHHA pa3NHKa U CLOTHOWIEHKE TAKTAT/IHPYBAT.

bx6peuna dyHKLNA

[lpeay 3anouysaHe Ha nedeHneTo TpA6Ba Aa ce HanpaBH oleHKa Ha cTolfHocTuTe Ha GFR u penosHo cnen
TOBa (BX. TO4Ka 4.2). MeTocuTanr ¢ npoTnronokasax npu nayueHtd ¢ GFR <30 ml/Muu n Tpsabea aa
Oblie BpEMEHHO CIIPAH NPH HAMHYHE HA ChCTOAHUA, KOUTO MPoMeHaT OnOpeunara GyHknus (BX. TOUKa

4.3).

XHANOTTTHKEMHUS

ITaunenTH, nonyvasaiy Merocutanr B KOMOMHALUA CC CYNPOHHIYPEEH IEKAPCTBEH MPOAYKT HITH C
MHCYJIHH, MOK€ a Ca H3JIOXKEHH Ha PUCK OT XUIIOrukeMua. CrneaoBaTeHO, MOXe Aa € HeoOXoaAuMo
HaMalsBaHe Ha 103aTa Ha Cyn(OHHNYpEeHHHS TeKapCTBEH NPOAYKT WIH HA HHCYJIHHA.

Peakliiy Ha CBPpbX4YBCTBHTENHOCT
Nma nocTMapKeTHHroBU CHOOIIEHHS 3a CEPHO3HM peakLHHn Ha capbquacmmcﬂﬂoc*r mm
)

JIEKYBaHH CbC CHTarlIMNTHH. Te3W peakiluy BKIOYBAT aHAPHIAKCUSA, AaHTHOEHEM U § %
;’ﬂ' 1..-‘ r

ChCTOAHHA Ha KOXKAaTa, BKIIOYMTENIHO CHHAPOM Ha Stevens-Johnson. Havanoro Ha &,
— L 3
X %** ; 57 V%
pu .r.t_l_' ;
i % R J "F..H- .
ﬁ' #,,I._, v“#‘ 5
ﬂ .'.. H' ‘E "j
ﬁ' §

%J«s _J};/



HAaCTbIIBA B PAMKKHTE HA MBPBHTE TPH MECENA OT 3aNoyBaHe Ha JIEUEHHETO CbC CHTAITIMIITHH, HAKOU
clydad HACTBIIBAT ¢Jie] MbpBaTa 103a. AKO CE [10J1031pa PeaKUHd Ha CBPbX4YYBCTBHTEIHOCT, MIPHEMaA Ha
Mertocutanr Tpsadea fa ce npekparty, TpaOBa Aa c€ OUEHST APYrd NOTEHUHAIHU NIPHYHHHA Ha CHOUTHETO
H TpaOBa Ja ce Ha3Ha4YM AITEPHATHBHO JieucHHe HAa auabera (BK. TO4Ka 4.8).

bvno3eH neMpuroua

[pu nanueHTH, npuemauy DPP-4 naxuburopy, BKIIOUHTENTHO CHTAITIMIITHH, HMa MTOCTMapKeTHHIOBH
cboOlieHns 3a 6ynozen nemgpurons. AkO uma cCbMHEHNA 3a OynoseH nemM@urons, NpUEMbT Ha
MetocuTtanr TpadBa za ce NpeyCcTaHORBH.

Onepalns

MeTochTanr TpsadBa aa ce cnpe no BpeMe Ha onepauus noj od1ia, CMHANHA HAK eNHAYpaNnHa
aHecte3na. JleueHnero Moxe na Obae Bp300HOBEHO HE NO-paHo OT 48 yaca cien onepauUaTa HiIH
Bb30OHOBABAHETO Ha XPaHEHETO Npe3 YCTa, ¥ IIPH yclnoBue 4e OpOpeuHaTa pyHKLMA € olleHeHa OTHORO H
€ YCTAaHOBEHO, Y€ € cTa0MIIHa.

[Tpraoxenue Ha HoA-CLABPKALM KOHTPACTHU BELIECTBA

BbTpecha0oBOTO NPUNOXKEHHE HA HOA-ChABPKALY KOHTPACTHH BELECTBA MOXE Aa AOBEAE 10 KOHTPacT-
MHAYUMpaHa HeyponaTus, BOACIIA A0 HATPYNBAHETO Ha MeT(OPMHH H MOBHILEH PUCK OT JIaKTaTHA
auuaosza. Merocuranr tpabBa aa ce cnpe npeaM npoueaypara 3a odpasHa AMarHOCTUKA U He TpabBa aa
ce Bb300OHOBABA N0 Hal-Manko 48 vaca ciien ToBa, NMpH ycnoBre vye Onbpeunara GyHKLUMS € oleHeHa
OTHOBO M € YCTAHOBEHO, 4e e cTadHIHa (BXK. Touku 4.3 u 4.5).

[IpomsiHa B KIUHHYHUA CTATYC Ha MNALUEHTH C KOHTpOAHpaH aAuabet Tun 2
[ManwenTn ¢ Anaber THN 2, npeni ToOBa RoOpe KOHTPONUPAH ¢ MeTOCHTANT , KOUTO PAa3BUBAT OTKJIOHEHHS

B 1a60OpaTOpPHH MOKa3aTeNH KM KNIHHUYHO 3abonaBaHe (Hali-Beue HeaCcHO UK cnabo aedHHHpaHO
3abonsapane) TpaOBa He3abaBHO Na Ce OLEHAT 3a HATHYHE HA KETOAIIHAO3a WK JIAKTaTHA alna03a.

Ouenkarta TpabBa fa BKIIOUBA CEPYMHH €IEKTPOJIMTH H KETOHH, KPbBHA 3aXap M ako ce Hanara pH Ha
KPBBTA, HUBA HA JIAKTAT, NHPYBAT U MeTHOPMHH. AKO Ce NOABH auuao03a, B KoATO H Aa € ¢dopMa,
nedenvieTo TpabOBa aa ce cnpe He3zabaBHO U TpAOBa 2a ce NpeanpPHEMAT MOAXOAALIH NPOTHBOAEHCTRAILM
MEPKH.

JeduiuT Ha BHTaMuH B12

MerdopMHH MoXce la HaMany CepyMHHMTE HHBa Ha BUTaMHH B12, PUCKBLT OT HUCKH HHBA HA BUTAMMHH
B12 ce yBenn4aBa ¢ yBeJIH4YaBaHe Ha A03aTa METQOPMHUH, TPOABIKHTENHOCTTA HA ICUCHHETO U/HJIN
[IpM NAUUEHTH C PUCKOBH (PAKTOPH, 32 KOUTO € H3IBECTHO, Y€ MpHUMHABAT A¢dHLMT Ha BuTaMuH B12. B
ciy4ali Ha CbMHEeHHe 3a AeHIIMT Ha BUTaMHH B12 (xaTto aHeMnsa MK HEBPONATHA ), CEPYMHHTE HUBA
Ha BUTaM#K B12 tpabBa na ce npocnenssar. [lepuoanyino npocneassane Ha BATAaMUH B12 Moxe aa ce
HAJIOKH MPH MALMEHTH ¢ pHCKOBH dhakTopH 3a gedpuuuT Ha BHTaMiH B12. Tepanuara ¢ MerdopmuH
TpsiOBA Ja NMPOABANKH, JOKATO ¢€ MOHACH A00pE U HE € MPOTUBONOKA3aHAa, U Ja C& OCHTYPH

NOOXOHALIO KOPUIHPALILO JeHEHHE 3a Ae(PHIHT Ha BUTAMHH B12 B CELOTBETCTBHE ¢ HACTOALLHTE
KIIMHUYHH HACOKH.




TToMOLIHH BEINECTRA
MetocuTanr 50 mg /850 mg dunmupanu tabnetku: To3u nekapCcTBEH NPOAYKT CuAbPXKA 27,6 mg HaTpuit

Ha TabneTKa, KONTO ca eKBHBaNeHTHH Ha 1,38 % OoT npenopbuUTEIHUA MAKCHUMaNeH NHEeBEH NPpHEM OT 2 g
HaTpUit 3a Bb3pacTeH curiacHo C30.

MetocuTanr 50 mg /1000 mg dpunmupanu Tabnetku: To3u rekapCTBEH NPOAYKT ChALPXa 32,5 mg
HaTpHii Ha TabieTKa, KOUTO Ca ¢KBUBANEHTHH Ha 1,63 % OT npenopbyHTeNHUS MaKCUMAaJEeH JHEBEH
pUeM OT 2 g HaTpHH 3a Bb3pacTeH ceriacHo C30.

4.5 BaanmoneHcTBHE ¢ APYIH JeXAPCTBCHA NPOAYKTH A ApYyrd GopMR Ha B3aHMOJelicTBHE
EaHOBpeMEHHOTO MHOIOKPATHO NpHiaraHe Ha cuTarnmunTyH (50 mg xBa IbTH AHEBHO) U MeTHOpPMHH (1
000 mg ABa NbTH AHEBHO) HE € MPOMEHMWIO 3HAMUTENHO (papMAKOKWHETHKATA KaKTO Ha CUTarJUNTHH,

Taka H Ha MeTQOPMHH NPH NauKeHTy ¢ auaber THn 2.

He ca H3BbPIIBAHH NMPOYYBAHHUA 3a q)apMB.KDKHHBTH‘IHH JICKAPCTBCHHU B3auMoaeficTeng ¢ MetocuTanr ;
obaue Takupa [Npoy4YBaHHA Ca MNMpoBCHAaHH C OTACNTHHUTC aKTHBHH BCLICCTBA, CHTarl1IHINITHH H ME'TCprMHH.

He ce mpenops4Ba CHOBTCTRANLA YIOTpeDa

AJKOoXon
AJIKOXOMHaTa HHTOKCHKaLMA C€ CBbP3Ba C MOBULIEH PHCK OT JIaKTaTHa allfo3a, 0co0eHo B clyyaH Ha
riaayBaHe, HeAOXPAaHBaHE MJIH YEPHOAPOOHA HEAOCTATHYHOCT.

HMop-chabprxaly KOHTPACTHK BellecTBA

Metocutanr TpaOBa 3a0BLHKHTENHO Aa ce Cnpe NIpeAn Npoueaypara 3a 0bpa3Ha AHArHoCTHKA H He
TpsA6Ba Aa ce Bb30OHOBABA A0 Hali-Manko 48 Jaca cnel ToBa, pH ycaoBue de OpOpeunara pyHKuMs e
OllEHEHA OTHOBO M € YCTAHOBEHO, 4e e ctabuana (BX. Touku 4.3 4 4.4).

KoMOuHaLMy, H3HCKBAIHY NPEANa3H MEPKH NIPH YII0Tpeba
Hsakou nexapcTBeHH NPOAYKTH MOTAT Aa C€ OTpa3aT HebnaronpusaTHo Ha 6nOpeuyHaTa gyHKLIMA, KOETO

MOJKe 1a YBEIMYHM PHCKa OT NakTaTHa auuao3a, HanpuMep HCIIBC, skniounTenHo CeneKTHBHH
HHXHOUTOpH Ha uHknookcurenasa (COX) 11, ACE nuxuburopn, anruorensus Il penentopan
aHTarOHHCTH W OAMYpETHUH, 0co0eHO OpuMKOBH AnypeThH. I1pu 3anouBaHeTo unu ynorpebara Ha
TaKHBa NPOAYKTH B KOMOHHaLus ¢ MeThOpMMH € HeoDX0IUMO BHUMATENTHO NpOCieasBaRe Ha
OnOpeuHara QyHKLHA.

CenbrcTBaIaTa ynorpeda Ha JeKapCcTBEHH NPOAYKTH, KOUTO NMOBAHABAT OOLIUTE TPAHCTIOPTHH CUCTEMHU
B ObOpeunnTe TYOYAH, BKIOueHH B 6b6peuHoTO enuMHpate Ha MeThOpMHUH (Hanp. UHXHOUTOPH Ha
OpraHH4YHHWA KaTHOHeH Tpancnoprep-2 [OCT2])/MynTHaeKapCTBEHHA U TOKCUH-EKCTPYAHpaLll TPOTEUH
[MATE] karo paHona3uH, BaHAeTaHHO, NONyTEerpaBHp U WAMETHANH ), MOTAT Aa MIOBULIAT CUCTEMHATA
€KCIO3HLIHA HAa MeTPOPMMH B Aa YBEJIHYAT PUCKA OT JIaKTaTHa auuao3a. Tpabea na ce oOMUCIAT NMON3UTE
H PHCKOBETE OT ChIIbTCTBAIATa ynoTpeba. Tpabsa na ce obMucIH BHUMATENHO NPOC/EASBAHE HA
IMAKEMHUYHHS KOHTPOJ, AAANITHPAHE HA 103aTa B pAMKUTE Ha NPenOpbYUTENHATA JO3HPOBKA H IPOMEHH




KpPBBHATa CH 3axap, 0CoOEHO B HAYAJIOTO HA NEUEHUETO ¢ TAKUBA JeKapCTBEHU NMPOAYKTH. AKO
HeoOX0AUMO, 03aTa Ha AHTUXHNEPTINKEMHIYHIA TeKapCTBEH NPOAYKT TpAORa Ja ce ajanTupa 1o BpeMe
Ha JIeYeHHe ¢ JIPYTrHd JIEKapCTBEH NPOAYKT M NpH HeroBoTo npekpataBaHe. ACE-uHXxuburoprre Morar aa
NOHMKAT HUBaTa Ha KpbBHATa 3axap. Ako € HeobX0AuMO, 103aTa Ha AHTHXHIIEPTIHKEMHYHHA
JeKapcTBEH NPOAYKT TpAOBa Ja ce afanTHpa Mo BpeMe Ha JIYeHHETO ¢ APYTHA JIeKapCTBeH MPOAYKT H
NpH HETOBOTO NPEKPATABAHE.

Edextu Ha ApYrH N1€KAPCTBEHM NPOAYKTH BbPXY CUTATIHNITHH
In vitro v KIHHHYHHATE JaHHHW ONIUCAHH NO-JOJY MIPESANONArarT, Y€ pUCKbT OT KIMHUYHO 3HAYUMHU

B3aUMOJeHCTBUA IpH €AHOBPEMCHHO NPHIIOKCHHE € ADYTH JICKADCTBCHH NIPOAYKTH € HHCDK.

In vitro npoy4BaHHs NMOKA3BaT, Y€ OCHOBHUA €H3HM OTFOBOPEH 3a OrpaHHYeHHs MeTaboH3bM Ha
cutarnuntiH € CYP3A4, ¢ yuactue Ha CYP2CS. Ilpu naunenty ¢ HopManHa 660peuna QpyHkunS,
mMeTabonu3MbT, BRIIOUMTENHO H Ype3 CYP3A4, urpae caMo Majika poisi B KTHPBHCA HA CHTArIKATHH.
MeTaboau3MbT MOXE Jla Hrpae Mo-BaXHA POJIf NPH ENTUMHHHPAHETO HA CHTATNUINITHH B YCIIOBHA Ha
ocTpo 6BOpeuHO yBpexaaHe UM TepMHHaNnHa 0p0peydna sepoctarpuHocT (ESRD). [Topaau Tasu
MPHYHHA € BB3MOXKHO MOLIHH HHXHOUTOPH HA CYP3 A4 (Hanp. KeTOKOHA30J, HTPaKOHa30J, PUTOHABHP,
KNapHTPOMMLHKE) A3 NpoMeHAT papMaKOKHHETHKATA HA CHTATTIHIITHH TIPH NaUHEHTH ¢ Texko 6b0peuHo
yepexaane und ESRD. Edexrure na MomiHuTe CYP3 A4 unxubutopu B ycnosus Ha Ou6peuno
YBpEeXJaHe He ¢a OLEHABAHH NPH KNHHHYHO [IPOYYBAHE.

In vitro npoyuBaHHs 3a TPAHCNOPTA NOKA3BAT, Y€ CHTArJIMNTHH € CyOCTpaT Ha p-IVIMKONPOTEHHA H
TpaHCNopTepa Ha oprainyuHd aHHOHH-3 (OAT3). OAT3 MeaAUHPAHUAT TPAHCTIOPT HA CUTATIUIITHH Ce
HHXuOupa in vitro oT npobeHeln, BBIAPEKH Ye PUCKBT OT KIHHUYHO 3HAYKMH B3aHMOJCHCTBHA CE CMATA
3a HHCBK. EaHoBpeMenHOTO npunoxenne Ha OAT3 HHXHOHTOPH He € OLIEHEHO in Vivo.

Luxnocnopun: IlpopeaeHo € Npoy4BaHe 3a OLUEHABAHE Ha edeKTa Ha LIMKJIOCHOPHH, MOLLEH HHXHORTOP
Ha P-ITAKONPOTEHHA, BbPXY (papMAKOKHHETHKATa HA CHTArNMUNTHH, EAHOBPEMEHHOTO NPHIIOKEHHE Ha
eAMHHYHA nepopanHa A03a 100 mg cCHTAarmMNTHH H eNHKYHA nepopanHa Ao3a 600 mg nuKocnopuH
nosyuiaea AUCH C max Ha CHTarnHNTHH CbOTBETHO C NpHbau3nTentHo 29 % n 68 %. Teau npomenu BbB
(hapMaKOKHHETHKATa Ha CUTArTUNTHH HE Ce CMATAT 33 KIMHHWYHO 3HAaYUMH. bbOpeUHHAT KIHpPBLHC Ha
CHTATJIMNITHH HE € 3HAUMTENHO NPOMEHEH. CIeJOBATENHO, HE C€ OYAKBAT 3HAYMMHU B3AUMONCHCTBHS C
APYTrH UHXUOUTOPH Ha p-TIIHKOIIPOTEHHA.

€KTH Ha CUTATIMIITHH BbPX I'd NEKAPCTBEHU N KTH
Jluzoxcun: CUTarnunTHH HMa cnadb edekT BLPXY NjasMeHaTa KOHLEHTpauusa Ha AMrokcuH. Cnen
npuiaaradeto Ha 0,25 mg AMroOKCHH eTHOBpeMeHHO ¢be 100 mg CHTArMTMITHH JHEBHO B IPOABKEHHE Ha
10 ann, nnasmenara AUC Ba gurokcnn Hapacrsa cpeaHo ¢ 11 %, a nnasmenara C max cpenHo ¢ 18 %.
He ce npenopbusa KOPUrUpaHe HA 103aTa AUTOKCHH. B CBLOTO BpeMe, NalUeHTUTE C PUCK OT
JHTOKCHHOBA TOKCHYHOCT TpAOBa Ja ObaaT npocnensBaHu 3a TaKaBa, KOraTo CUTArIMIITHH U JUTOKCUH
C€ npMaarat eJHOBPEMEHHO,

In vitro naHHUTE MOKA3BAT, Y€ CUTArNIMIITHH HE MOTUCKA U He uHAyuupa CYP450 nzoeHnsumure. [1pu
KJIMHHYHH NPOYYBAHHA CHTArJTMNTHH He MPOMEHS 3HaUNMO (papMaKOKHHETHKaTa Ha MﬂTd)opMHH
rnubypHa, CHMBAaCTATHH, PO3UITIMTA30H, BapdapHH WIX NEPOpaiHH KOHTPALIENTHRH,
JaHHH 3a MaJjlka BEPOATHOCT OT NMpeAN3BUKBaHE Ha B3aUMOJAENCTBHA cbC CYOCTpaTH &




CYP2C8, CYP2C9 u tpancnoptepu Ha opraHiW4yH# KaTHOHHW (OCT). CutarnuntiH Moxe ga 6bae cnad
HHXHOMTOP Ha P-TJIMKONPOTEHHA in Vivo.

4.6 ®epTHIANTET, OpEMEBHOCT H KbPMEHE

bpeMeHHOCT
HsamMa gocTaThuHo AaHHH OT ynotpebara Ha CHTarIMITHH NMpH OpeMeHHH xeHH. [1poyyBaHus npu
*KHBOTHM TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT NPH BUCOKH A03H CUTArJIMNITHH (BXK. TOYKa 5.3).

Orpany4eHNTE AAHHH MTpeanoarar, 4e ynorpedbara Ha MeTGOpPMHH NpH OpEeMEHHH HE € CBbp3aH C
MOBHILEH PHCK OT KOHMeHHTAJIHH MandopManuu. [IpoyuBaruaTa ¢ MeTGOpPMHH TIPH )KHBOTHH He
[MOKA3BaT BpeaHH €eKTH BbB BPb3Ka ¢ OpeMEHHOCTTa, EMOPHOHAIHOTO H PETANHOTO Pa3BUTHE,
paXKJaHeTO UJIH MOCTHATAIHOTO pasBUTHE (BK. TOUKa 5.3).

Merocuranr He TpabBa Jia ce H3MOJI13Ba N0 BpeMe Ha OpeMeHHOCT. AKO NaLHEeHTKAaTa UCKa Aa
3a0peMeHee HNH aKO HaCThNH OpeMeHHOCT, 1eYeHHEeTo TpAbBa Aa ce MpPeKpaTH X NalHEeHTKaTa Ja
NpEMHHE HA JICYEHHE C HHCYJIUH Bb3MOXXHO Hal-CKOpoO.

KtzpmeHe
He ca npoBexaaHH Npoy4BaHUA NMPH KbPMEIIH KUBOTHH C KOMOMHHpaHUTE aKTHBHHU BELIECTBA HA TO3H

NeKapCTBEH NMpoAyKT. [Ipn npoy4BaHUg NPOBEXIAHH ¢ OTACIAHHTE AKTHBHH BELIECTBA U CUTAIIMNTHH, H
MET(OPMHH ce eKCKPETHPAT B MJIAKOTO Ha TaKTHpallH Miabxose, [1pn xopa MeThOpMHH Ce eKCKpEeTHpa B
KbpMaTa B MaJIK¥ KONHuecTBa. He e H3BeCTHO JATH CUTArJIMIITHH Ce EKCKPETHPA B KbpMara.
CnenoBarenHo MeTocutanr He TpaOBa Aa ¢ M3NON3BA NPU XKEHHU, KOUTO KbPMAT (BX. ToYKa 4.3).

DepTHInTeT
HaHHWTE OT NpoyUBaHHUsA NIPH XXMBOTHH He NPEANoJaraT BNHAHNE BLPXY PepTHIMTETAa HAa MbBKKH H
WEHCKH IYbXOBE NPH TPeTHPaHEeChC CHTArMHITHH. JIunceaT aaHnu npu xopa.

4.7 EdexTn BBpXY cniocobHOCTTA 38 WoPHEpane A paboTa ¢ MAIIAHA

MeTocHTanr He NOBMHABA MM NOBIHABA NpeHeOpexXxUMO cnocodHOCTTa 3a IodupaHe U pabota ¢
MmaliiiHH. B cpuioTo BpeMe npy wodupane unu padbora ¢ MaliMHK, TpadBa 1a ce uMa NpeaBu, Ye MpH
CHTArJIMIITHH ¢4 AOKJAABAHHU CIy4aH Ha 3aMaiiBaHe U CLHJIMBOCT.

OcaeH TOBa, NaLHEHTHTE TPAOBA Aa ce MpeAyNPexXaAABAT 32 PUCKa OT XMIIOrTHKEMH, KOTaTo
MerocHTanr ce H3moa3ea B KOMOMHALU Cbe CyNPOHUNYpeliHO NPOU3BOAHO M C HHCYJIHH.

4.8 Hexe1aHH JeKAPCTBEHH PEAKIHH

Pe3ioMe Ha npoduna Ha He3onacHOCT
HsamMa npoBeieHH TepaneBTHYHH KIHHHYHKE H3NHTBAHHA ¢ MetocuTanr tablieTkH, HO
OHoeKBUBIEHTHOCTTA HA MeTocuTanr e pokasaHa NpH €AHOBPEMEHHOTO NIPHIOKEHUE HA CUTATTIUNTUHH
1 MeThOopMHH (BK. TouKa 5.2).Cpo0111aBaHH ca CEpHO3HH HEXEJIAHH peaKlLHH, BKJIIKOUHTETHO [TAHKPEATHT
H peaKiiHH Ha CBPBLXYYBCTBUTENHOCT, ChobiljaBaHa € XMIOTITHKEMHS Npd koMOKHAL '
cyndonnnyperno npouzpoaHo (13,8 %) u ¢ uucynus (10,9 %).

CuTarnMnTUH H MeTHOpMHH




TabnuyeH CNHUCHK HAa HEXENAHHUTE pEaKliHH

Hexenanure peakiuun ca u3bpoenun no-nony ¢ npenopbuyBaiHutTe 0T MedDRA TEpMHHU CHIOPEA CHCTEMO-
opraHHa knacugukauus 1 abcomorHa yectoTa (Tabauua 1). Ilo yecToTa ce OnpenensT KaTo: MHOTO
yecti (>1/10), yectu (=1/100 go <1/10), neuectu (=1/1000 o <1/100), peaxn (=1/10 000 go <1/1000),
mHoro peakH (<1/10 000) u ¢ Hen3BecTHA YecToTa (OT HAIMYHHUTE IaHHH HE MOXe J1a ObAc HanpaBeHa

OLIEHKA).

Tabanna 1: YecroTa HA HeXKeJJaHHTE PEAKIHH YCTAHOBEHH N0 BPpeMe HA NIanef0-KOHTPOJIAPaHHA
KIHHHYIAH NPOYYBAHHEN ChC CHTATIABOTHE H MeTPOPMHH CAMOCTOSTEIHO B NPH

HOCTMAPKETHHIOBHS OMHT

Hexenana peaknus

HecTOTa Ha HeXKeJIAHATA pPeaKkius

Hapymenns Ba KpLBTA H MHMPHATA CHCTEMA
_TpoMOOLHTONEHHS

Penku

HapymeHHs B2 HMYBHATA CHCTEMA

peakLHH Ha CBPbXYYBCTBHTEIHOCT, BIKIIIOYHTENHO
aHa(HJIAKTHYHH OTTOBOpH *,T

C HeusBecTHA YECTOTA

HapyiieHug HA MeTaA00JH3MA H XpAHCHETO

XHIIOTNHKEMHUSA T YecTH
HaMaJcHHe Ha HUBaTa Ha BUTaMuH B12/neduuutt Uectn
Hapymenns HA HEPBHATA CHCTEMA

ChHJIMBOCT Heuectn

PecnEpaTOPHH, TPLAHH H MeAHACTHHAJIHH
HAPYIICHHS

HHTEpCTHIHaNnHa 6enoapobHa Oosect*

C Heu3BeCcTHA 4eCTOTA

CToMalIHO-4PEBHE HAPYILNCRHSA

JAHApHI HeuyecTH
rageHe Yecth
¢naTyneHums Yectn
3arnex HeuvecTH
Ooska B rOpHaTa YacT Ha KOpeMa | HeuectH
NOBPBIIAHE YecTn

OCTbp naukpeatur *, 1,1

C HeH3BECTHA YeCcTOTa

¢araneH u HeaTaleH XxeMoparueH 1 HEKpOTH3Hpalll
naHkpeatuTt *,§

C HeH3BeCTHA YecToTa

HapynieHRS BA KOXKATA H NOAKOXKHATA ThKaH

npypuTyc * HeuecTtn
aHrpoenem *,t C HeH3BeCTHA 4eCTOTa
obpus *,f C HeK3BeCTHA YeCTO /
ypTHKapus *,1 (C HeH3BECTHA YeCTQ

KOKEH BacKyJHT *,t

C HeM3BeCTHA YecTf . 23] .' H:;:l“\




eKCONHATHBHH KOXKHH 3a00/ABaHKs, BKAKOUYHTEIHO C Hen3BeCcTHa YeCToTa
cHHApOM Ha Stevens-Johnson *, 1
Oynosen neMpurons * C HEH3BEeCTHA MeCTOTa

HapymenHs Ha MyCKY/JIHO-CKEJICTHATA CACTEMA H
CHeAHHHTEJAHATA ThKAH

il

aprpairus® C HeusBecTHa yecToTa
MHanrus * C HeH3BecTHa YecToTa
Oonka B kpalisuuuTe * C HeH3BeCTHA YecTOTa
fosnka B repba * C HeHu3BecTHa 4YecToTa
apTponarus * C HeH3BECTHA Y4eCcToTa

Hapymesnst Ha 6L0penETe H NHKOYHHTE NHTHIIA

HapylteHa 6p0peuna dpyHkuus * C HeH3BeCTHA 4ECTOoTa
octpa 6b6peuHa HeaocTaTEYHOCT * C HeH3BeCTHA YeCcToTa

* Hexxenauute PCaKLIHH Ca HIIBHTHdJHHHpﬂ.HH 10 BpCME Ha NOCTMAPKETHHI'OBOTO HaboeHHe.

T Bux Touka 4.4.
} BuxTte npoyuraHeTo 3a 6e30NacHOCT MO OTHOLUEHHE Ha ChpAeUuHo-cbaoBaTa cucteMa TECOS no-gony.

Onucanue Ha U30paHH HeXeNaHW peakiiiy

Hakon HexenaHu peakiivu ca HabnoaBady Mo-4ecTo NpH NPOoyYBaHHUS 3a KOMOUHHpaHa ynoTpeba Ha
CHTArMHNTHH H MeTQOPMHH € APYTH aHTHAKRAOECTHY JIEKAPCTBEHH NNPOAYKTH B CPABHEHHE C NIPOYYBAHUS
Ha CUTArIKOTHH K METPOPMHH CaMOCTOATENHO. Te BKIIOYBAT XUNOFNMHKEMHS (KATErOpHA HA Y€CTOTa
.,MHOT'O YeCTH”’ ¢bC¢ CYADOHHIYPEHHO NPOU3BOAHO UIH HHCYJIHH ), 3aneK (,,MeCTH CbC CYNMPOHUNYpEiHO
NPOU3BOJHO), Nepudeper OTOK (,,4eCTH” ¢ MUOIMUTa30H) H rNaBobONHE U CYXOTa B ycTaTa (,,HEYECTH ¢
HHCYJ/IHH).

CHTarJIHNnTHH

[Ipu npoyuBaHHA BbPXY MOHOTepanua ¢be CHTArmMnTHH 100 mg BeaAHBK JHEBHO CAMOCTOATENHO B
cpaBHeHHe ¢ ranedo, choblieHuTe HexkenaHH peakiin ca rnasobonue, XMIONIMKEeMud, 3aneK |
3aManBaHe,

Cpen Te3d NaLMEeHTH HeXeJlaHKWTE ChOUTHA, ChbOOIABAHH HE3ABHCHMO OT NPHYUHHO-CACACTBEHA BpPb3Ka
C IeKapCTBEHHA NPORYKT, ¢ YecToTa Hal-Manko S %, BKAIOYBAT HHPEKIIUK Ha TOPHUTE JUXATE/HH
MbTHINA U HazodapHHTUT. OCBEH TOBA, ca ChOOUIEHH 0CTe0apTpHUT U O0MNKa B KpallHHIIUTE, C YEeCTOTa
HewecTr (> 0,5 % n0-BHCOKA cpell YUaCTHHIIMTE, [TOTYUYHIH CHTArJIUNITHH, OTKOJKOTO T43H B

KOHTpPONHATa I'pyna).

MerdopmuH
CToMaLIHO-4PEBHH CUMIITOMH Ca CbOOLABAHH MHOTO HECTO NPH KJIMHHYHH NPOYYBaHHUA Y NPH
nocTMapkeTHHrosara ynorpeba Ha MmerdopMut. CTOMALIHO-YPEBHATE CHMNITOMH KaTo rajexe,

[MOBpBLIAHE, JIHAPHA, Gonka B KOpEMa U 3ary 0a Ha aneTHT ce NOABABAT NO-4eCTO [TPH 3anNO4YBaHC HA

¢ MeT(P)OpPMHH, BKIIIOYBAT METAJIEH BKYC (MECTH); TAKTAaTHA alUa03a, HapylIeHnd
dbyHKLHA, XeNATHT, YPTHKapHA, epuTeMa U ¢bpbek (MHOrO peaku). KaTeropuuTs
OCHOBAaBaT Ha HanHYHaTa HHpopMalHa B KpaTkaTa XapakTEpHCTHKA Ha ITPOAY
onobpena B EC.



[leanaTpryHa nonynauys

B xJIMHHYHH H3NUTBaHUA ¢ MeTocuTaNr NpH NeJUaTPMYHH NALMEHTH ChC 3axapeH avader Tun 2 Ha
pb3pacT oT 10 A0 17 roaAMEH NPpOPUIBLT Ha HEXENAHHTE PeakKlHK KaTo UAJO € CPaBHHM C TO3H,
HabnoAaBaH NpH Bb3pacTHH. [1py neauaTpnyHy ManMUeHTH, KOUTO €a UK HE Ca Ha OCHOBHO JIUEHHUE C
HHCYNTHH, CHTArJIUIITHH C€ CBbP3BA C NOBHIIEH PHCK OT XHITOTITHKEMHA.

[IpoyuBaHe 3a 6€30NaCHOCT MO OTHOLIEHHE HA CHbpAEYHO-ChAOBATA cHeTeMa TECOS

M3nuTBaHeTO, OLEHABALILO CHPACHHO-CHAOBHTE PE3YJITaTH NPH JieYeHHE ChC cHTAarMnTHH (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), sxmousa 7 332 nauneHTH, 1eKyBaHH ChC
100 mg cHdTarmTunTHH gHeBHO (Mau 50 mg AHEBHO, 8KO U3XOJAHUTE CTORHOCTH Ha H3YHCIEeHaTa CKOPOCT
Ha roMmepyhHa buntpaung (eGFR) ca> 30 u <50 ml/mMuu/1,73 m 2 ), n 7 339 naunieHTH Ha niiauedo B
intention-to-treat (ITT) nonynauusara. J[pere nedeHus ca fodaspeHH KbM 00HYANHNTE MPHXH CHITIACHO
MecTHUTE cTanaaptd 3a HbA 1c¢ ¥ cbpaeuHo-CbA0BH pUCKOBH ¢axTopy. OBLIAaTa 4ECTOTA HA CEPHOIHHTE
HeXKeJaHH CHOUTHA NPH NMallHeHTH, NOJYYaBAlL[H CHTAMJIMNTHH, € CXOJHA C Ta3H NPU NALHECHTHTE,
nojy4asaiiu nnauebo.

B intention-to-treat nonyaauMaTa Cpej NalHEHTHTE, KOWUTO K3NOA3BAT HHCYJIMH WHIH cyNPOHUNYpeliHU
MPOM3BOAHH HAa H3XOAHO HUBO, Y€CTOTATa Ha TEXKA XHNOIMIHKeMuU € 2,7 % MpH nauueHTHTe, J1eKyBaHH
ChC CHTArauNTHH YU 2,5 % npy nauuvenTHTe Ha aauebo; cpea nauneHTUTe, KOUTO HE H3NO0A3BAT HHCYJIMH
H/HAH CyndoHUNypeiiHn NpoU3BOAHH Ha U3XOAHO HHBO, YECTOTATA HA TEXKa XHnornukemus € 1,0 % npn
MAlHEHTHTE, IeKYBaHH CbC CHTAarnunTHH ¥ 0,7 % npu naunentute Ha nianedo. Yecrorara Ha
MOTBBbPACHH CHOUTHSA, OTAABAHM Ha MaHkpeaTHT, € 0,3 % npu nanueHTHTE, EKYBaHH CbC CUTATIMIITHH H
0,2 % npu nayHeHTUTE Ha nnauebo.

CrobuaBaHe Ha NMoJ03MPaHy HeXelIaHH peakLini

Cbobl1aBaHeTo Ha NOAO3HPAHHM HEXENaHH peakLiHH cJle] pa3pellaBaHe 3a ynorpeda Ha iekapcTBeHHA
MPOAYKT € BaxHO. TOBa NO3BOAABA AA NPOXBIKH HaOMIOJAEHHETO HA CHOTHOLIEHHETO N0JI3a/PHCK 32
NIeKapCTBEHHA NPOAYKT. OT MEAHLIMHCKHUTE CMIELHANIMCTH C€ M3KCKBA [a ChOOLIABAT BCAKA NOAO3HpaHA
HEeXeNlaHa peaklus ypes:

HsnpnHyTENHA aFr€HUKA N0 JICKapCTBaTa

yn. ,,Jlaman I'pyes" Ne 8

1303 Codus

Ten.:+359 2 8903417

yeOcatit: www.bda.bg

4.9 Ilpeno3npane
[Tpu XOHTPOJUpPAHKM KIHHUYHHN U3NUTBAHUA CBC 3PAaBH YYACTHHLM CE NIPHJIaraT eAHOKPATHH A03H A0
800 mg curarnunTRH. MUHEMaNHO yabokasaHe Ha QTc, KOETo He ce CHHTA 32 KIHHHYHO 3HAYMHMO, C¢
HaOMo4aBa NpH eAHO npoy4usaHe ¢ 1033 oT 800 mg cutarnunTHH. HAMa onuT ¢ 2o3u Hag 800 mg npu
KNTMHWYHH npoy4BaHui. [Ipu npoyuBanusa ®a3a | ¢ MHOrokpaTHO NpHJIaraHe, HAMa CBbP3aHH ¢ 103aTa
KIHHHYHH HEXEJAHU JIEKApCTBEHH peakluu, HabmoaaBaHH NPH CHTArJKITHH ¢ 403K 10 600 mg AHEBHO
3a nepuoau 10 10 aud u 400 mg aHeBHO 3a nepuony 10 28 nHH.

[Nonamo npeaosupane ¢ MeTHOPMHH (UM €JHOBPEMEHHO CHLIECTBY BAL PHCK OT
MOXce Aa AOBeAe A0 NaKTaTHa auMa032a, KOATO € CNelleH MEAULIMHCKH cay4ail U
Gonuuia, Haif-epeKTHBHUAT METOA 3a OTCTPAHABAHE HA JIAKTaTa H METPOPMHUHA




Ilpn knuHUUYHM IpoyyuBaHua npubausurendo 13,5 % ot go3ara ce OTCTpaHsBa NMpY NpoAb/okasaa 3- 1o
4 yaca xemonHanu3Ha cechs. I1py npeleHka 3a KIHHHYHA HEOOXOAUMOCT MOXE Ja CE NpeaAnpHeEME M10-
NpoAb/OKUTENHA AXanu3a. He € H3BeCTHO JATH CHTANTMNTHH Ce JHANW3NPA NPH NEPUTOHEANHA AHANH3A.

B cnyuaii Ha npeno3upane € NoAXoAALIO0 Aa CE MpeanpHeMaT 0OMKHOBEHHTE NOALBPKALLH MEPKH,
KaTo OTCTpaHsBaHe Ha HeabcopOupaHng MatepHan OT CTOMAMIHO-YPEBHHSA TPaKT, KIHHUYHO
HabmoaeHHe (BKIIOYHTENHO H eIeKTPOKapAHorpaMa) ¥ NpM HyXa 3ano4BaHe Ha NOJabpKaLilo
JIeYEHHUE,

5, DAPMAKOJIOTHYHH CBOHCTBA

5.1 ®apMaKOAHHAMEYHH CBOHCTRA
dapmaxkoTepaneBTHYHA rpyna: AHTHIHA0eTHY JekapcTBa, KOMOHHALIHH OT NEpPOPATHH JIeKapCTRa 3a
HaMajsBaHe Ha KpbBHara 3axap, ATC xoa: A10BDO7

Mertocutanr KoMOuHWpa ABa AHTUXHNEPIITHKEMHYHH IEKapCTBEHU NPOAYKTA ¢ JONbABALL ¢
MEXAHW3IbM Ha JelCcTBue 3a oaodpsaBaHe Ha MNIHKEMHYHUS KOHTPOJ NpPH NaUHeHTH ¢ AuabeT Tun2:
CHTADIUIITHH XHAPOXJIOPHA, AunenTuau nentugasa 4 (DPP-4) uuxubutop n MeThOpMHHOB
XHAPOXJAOPHA, NIPEACTABUTEN Ha K1aca Ha OUrBaHHIHHUTE.

CUTarjunTuy

Mexanuzvm na oeiicmaue

CHTarnMnTUR XHAPOXIOPH € NEPOPATTHO AKTHBEH, MOICH H BHCOKOCENEKTUBEH HHXHOUTOp Ha €H3HMA
ounentnana nentugaza 4 (DPP-4) 3a neuenue Ha auaber tan 2. Uuxudutopure Ha DPP-4 ca knac
BelleCTBa, KOUTO ACHCTBAT KATO €HXAHCEPH Ha HHKPEeTHH, Upes uHxubupaHe Ha eH3uMa DPP4,
CUTArIMNTHH NMOBULIABA HHBATA HA BA U3BCCTHH AKTHBHH MHKPETHH XOPMOHA, MMIOKAroH-noaobHus
nentiia-1 (GLP-1) n raoxo3a-3apucumun uHcyausoTponeH noaunentun (GIP). UHkpeTHHHTE ca yacT ot
eHJIOr€HHAa CHCTEMA, YYacTBallla BbB PHU3NONOrHYHATA Perynanus Ha FlioKo3HaTa XOMEoCcTasa.

Korato KOHUEHTpaLMUTE Ha KpbBHATA 3axap ca HopManHy unu nosuiuesu, GLP-1 u GIP 3acunpar
CHHTE3a M 0cB0oDONAaBaHETO Ha HHCYJIMH OT NaHKpeaTHunuTe 6eta-wretkn. Oceen Toa, GLP-1
HaMaJIABa CEKPeLMATA HA INIOKAroH OT NaHKkpeaTUYHUTE anda KIeTkH, BOAeHKH A0 HaMaJleHO
NMPOU3BOACTBO HA YepHOApoOHA rnioko3a. KoraTto HUBaTa Ha rfi0oK03a B KPbBTA Ca HUCKH,
0CBOOOXKAABAHETO HA HHCYJIHH HE C€ CTUMYJINPA H CEKPELIMATA Ha MNIKOKAroH He ¢ MOTHCKA.

CHUTarjJunTHH € MOLUSH H BUCOKO ceneKkTubeH HHXHUOUTOP Ha eH3nMa DPP-4 u He nHXxubHupa cxonuuTe no
cTpyKTYpa eH3uMu DPP-8 unu DPP-9 B TepaneBTHYHU KOHLEHTpaUWH. CUTArHITHH Ce pa3finvasa 1o
XHMH4YHa CTPYKTYpa B hapMakonornyHo aeicreie ot ananosute ra GLP-1, nuacynun,
cynpoHUNYpeHHHTE TeKapCTBEHM NPOAYKTH UM MEITTUTHHUAYN, OMrBaHMAHHH, ATOHKCTH Ha
AKTHBHPaHHA OT NEPOKCH3OM nponndeparopa rama-peudentop (PPARYy), anda-raoko3uaass




GLP-1 konuenTpauus. CHTarndanTuH, 3a pa3zinka oT MeT(OpMHUH, NOBHINARA akTHBHaTa GIP
KOHLLEHTPALIKA.

Knunuuna egpuxacnocm u besonacrocm
Kato nsno, curarnuntiHH nogobpsasa riMKeMHYHHA KOHTPOM, KOraTo C€ H3MNO3Ba KaTo CAMOCTOATEITHO
HJIH KOMOHHHPAHO JICYEHHE.

[Ipy KNHHUYHY U3NATBAHMSA, CHTAMIMITHH KaTO MOHOTEpanus nojo0psasa rlMKEMHYHNHA KOHTPON Ypes
3HAYUTEIHO HamaneHHe Ha xemoriiobun A 1c (HbA 1c¢ ) u raoko3aTa Ha rimagHo M cliel XpaHeHe.

HamayienneTo Ha miia3MeHarta rimokosa Ha rinaaHo (FPG) e HabmoaaBaHo Ha 3-1a cenMuua, MbpBaTa
BpeMEBa TOUKa, B KoATo € uiMepeHa FPG. HabnroaaBaHara yecTora Ha XMUNOTNTHKEMHA NPU NAUHEHTH,
NIEKyBaHH CbC CHTarIMNTHH € noaobHa ¢ Ta3yu npH mauedo. TelecHOTO TerNo He Ce € YBEJHUUIIO CIIPAMO
H3XOAHHTE CTORHOCTH NpH AeYeHHe CbC CHTArnUNTHH. Habnionasano e noaobpeHne Ha CyporarHure
MapKepH Ha PyHKLMOHMpaHe Ha OeTa-xieTkuTe, B TOBa YHcno HOMA-B (Xomeocraszen moaen 3a
OlleHKa-B), CbOTHOLIEHHETO Ha MPOKUHCYIHH KbM HHCYJIMH U NOKA3aTE/IUTE 32 PCAKTUBHOCT Ha OeTa-
KJIETKUTE MMPU TECTA 3a TONEPAHTHOCT NPHU YECTO JaBaHe Ha XpaHa.

[IpoyuBanus ¢bC CHTATIUITHH B KOMOHHANHKA ¢ MeTHOPMUH

[Tpu 24-ceaMu4HO Nnanedo-KOHTPONUPAHO KAHHUYHO MPOYyYBAHE 34 OLEHKA Ha eUKAaCHOCTTA H
besonacHocTTa npu aobapaHe Ha cuTaraUunTUH 100 mg BeHBK AHEBHO KbM CBLIECTBYBALLO JIEUEHHE C
MeT(OPMHH, CHTarTUNITUH OCHTYPARA 3HAYHTENIHO NOAOOPEHHE Ha INIHKEMUYHHUTE NapaMeTPH B
cpaBHeHHe ¢ Iauedo. [IpoMaHaTa cpaMO H3XOAHHUTE CTOHHOCTH Ha T€NECHOTO TENO € NoaobHa ApH
MalHEHTH, JTEKYBAHK CbC CUTArMHNTHH cnpamo rwianebo. [lpy Tosa npoyusanenMa noaobHa 4ecToTa Ha
Clly4aH Ha XWITOTIMKEMHR NPH NMALMEHTH, JIEKYBaHH CbC CUTArTUNTHH WK Nnaunedo.

[Ipy 24-ceaMuuHO NIALEOO-KOHTPONHPAHO PAKTOPANHO NPOYYBAHE HA HAYAITHO JICUCHUE, CHTArTTHIITHH
50 mg aBa nbTH AHEBHO B KOMOKHHauuA ¢ MeTdhopMuH (500 mg unu 1000 mg ABa mbTH JHEBHO) Ce
[OCTHIa 3HAYMHTENIHO NOAOOPEHHE Ha INMTMKEMHYHHTE NTapaMeTpH B CpaBHEHHE C BCAKA MOHOTEpAINHA.

HaManeHneTo Ha TEJIECHOTO TErNno npy KOMOMHALMATA CUTATTANTHH U MeTQOpPMHH € noA0OHO Ha TOBa
HabmonasaHo nMpu MeTGOPMHH CaAMOCTOATENTHO WIH Mnanedo; HAMa NPoMsHA CIPAMO U3XOAHUTE
CTOMHOCTH NPH NALHEHTH HA CHTATIUIITHH CaMOCTOATENIHO. YecToTaTa Ha XUNOITHKeMHA € noaobHa

cpell JIEKYBAHHTE TPYNH.

[IpoyyBaHe ¢hC CUTAMNUNTHH B KOMOMHALINA ¢ METOPMHH U CYI(POHUNYDPEHHHE NIPOU3BOIHH
24-ceAMHYHO MNaLeS0-KOHTPOIHPAHO KIMHHYHO NPOYYBAHE € NJIAHHPAHO Aa OLECHH €(PHKACHOCTTA U
6ezonacHocrTa Ha cutaradnTyH (100 mg BeAHBK AHEBHO) NpUOaBeH KbM rIHMenypua (CaMOCTOATENHO
HJIH B KOMOKHaUKA ¢ MeTdopMHH). Jlo0aBIHETO HAa CUTArTKAITHH KbM TIMMENHUPHA H METPOPMHUA,
OCHFypABa 3HAMHTENHO NOACOPEHNE HA rIMKeMBHHHTE napametpn. [lauuenture, 1eKyBaHHu ¢bC
CHTArJHIITAHH HMAT cnabo noBHlieHHe Ha TedecHOoTO Terso (+1,1 kg) B cpaBHEeHHE ¢ Te3H, NOJy4YaBaH
mnauebo.

[IpoyvraHe CbC CHTArMUNTUH B KoMOHHanug ¢ merhopMut H PPARY aronucr
26-ceAMHUHO MIAe60-KOHTPONUpPAHO NPOYUBAHE € NPEAHAZHAYCHO J1a OLEHH -?.
6e3zonacHocTTa HA curarmunThH (100 mg Beaubx AHEBHO), A106aBEH KbM KOMO

meTgopMiH, [lo6aBAHETO HAa CHTArIMIITHH KBM HMUOTTUTA30H H METHOPMHH, OC .ll -




noaoOpenus Ha rMKeMUUHNTE napaMeTpH. [IpoMaHaTa B TENTECHOTO TErO OT H3XOAHO HHBO € NoJoOHa
Ha Ta3y NP NALMEHTH, JIEKYBaH# ChC CHTArIMNTHH, B cpaBHeHKe ¢ malebo. YecroTara Ha
XMNOTAHKEMHS CBIIO € MOAO0OHA NPH NaLMeHTHTE, NEKYBaHH ChC CHTAMNTHIITHH WK nnauebo.

[IpoyuBaHe Ha CHTArJAMANTHH B KOMOUHanus ¢ MeTGOPMHH U HHCYTIUH
24-ceAMUYHO MUIALe60-KOHTPONHPAHO KTHHHYHO NPOYYBaHe € NMPEeAHa3HA4YE€HO Ja OLeHH e(PeKTHBHOCTTA

1 OesonacHocTTa Ha cuTarnunTiH (100 mg Bearsk AHEBHO) N00aBEH KbM UHCYNHH (npu ctabunna no3a
3a Hall-manko 10 ceamuuy) cue unu 6e3 merhopmnn (Haki-mManxo 1 500 mg). Ilpn nauuenTd, npueMany
[IpeABapHTENHO CMECEH HHCYIIHH, cpeaHaTa AHeBHa a03a € 70,9 U/nneBno. [1pyn nauuenTu, npuemamu
HeCMECEeH NPeaBapHTENTHO (MeXIUHEH/MPOABKUTETHOAeHCTBALL) HHCYIMH, CpeIHaTa JHEBHA 1034 €
44,3 U/aueBHo. Jlanuute or 73 % OT NalMeHTHTE, KOHTO ca NpUeMalii MeTQOpMHUH ca NpeacTaBEHH B
Tabnuua 2. JJobaBsHeTO Ha CHTATJIMNTHH KbM HHCYJIHH OCHIYpABa 3HAYMTENIHO Noao0peHHe Ha
rMHKEMHAYHKTE napamMerpu. Hama sHaunTenHa npoMsaHa B TENECHOTO TETJIO OT H3XOAHOTO HHBO B JIBETE

rPynNH.

TaGauna 2: PesyaraTr 33 HbA 1c¢ npn naane6o-KoHTpo/IHpaHE NPOYIBAHHNA ¢ KOMOHHHPaHO
JIedeHHe Ch¢ CHTATAHNTHH H MeTHOPMHRA*

[TpoyuBahe Cpennn Cpenna Kopurupana,
CTOHHOCTH Ha npoMsaHa cnpamo naanedo,
H3XOIHO HHUBO CIIPAMO CpeaHa NpoMsaHa Ha
HbA 1c (%) H3XO0JIHO HHBO HbA 1c¢ (%)

HbA 1c¢ (%) | (95 % CI)

CuTtarnuntiiH 100 mg seawbx auesHo, | 8,0 -0,7 ¥ -0,7 .1

nobaeen KkpM GoHOBA TEpanua ¢ (-0.8, -0,5)

mMeTdopMuH |

(N=453)

Cutarnuntdd 100 mg BegHnx AHEBHO, | 8,3 0,6 1 -0,9 .1

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

riauMenupua +MeTdopmMuH |

(N=115)

Cutarnuntud 100 mg Beannbx AHEBHO, | 8,8 -1,2 ¥ -0,7 1.1

nobaseH KbM QOHOBA TEpanHA ¢ (1,0,-0,5)

NHOTANUTA20H + MeTHOpMHH

(N=152)

Curarnuntdd 100 mg Beausx anesHo, | 8,7 -0,7 § -0,5 8§,

nobaBen kbM GOHOBA TEpanH ¢ (-0,7, -0,4)

HHCYMH + MeTdhopMuH |

(N=223)

Hauanto nedenue (apa nbTa AHeBHO) I: | 8,8 -1.4 ¥ -1,6 +,1

cutaraunTHR 50 mg + Merdopmun 500 (-1,8, -1,3)

mg

(N=183)

Hauanuo nedyenue (a8a nori anepHo) I: | 8,8 -1,9 %

cutarnunTHH 50 mg + MerdopMuH |

000 mg

(N=178)




* [ToriynanuaTa oT BCHYKH J1eKYBaHH naluedTy (intention-to-treat aHanms).

¥ Hali-mankure cpeasy KBaJpaTH ca KOPUTHPaHHU CNpAMO CTaTyca MpH NPeXoaHOTo
AHTHXHNEPriIMKEMHUYHO JIeYeHUE W CTOHHOCTTA HA U3XOAHO HHUBO.

1 p<0.001 B cpaBHeHue ¢ nnanedo W naanedo + kKOMOMHUPAHO NeYeHue,

| HbA 1¢ (%) Ha 24-Ta ceaMuua

Y HbAlc (%) Ha 26-Ta cenMuna

§ Haii-mankuTte CpeHu KBaRpATH ¢a KOPUMUpaHy 3a ynorpebara Ha HHCYAHH npH Bu3uTal
(NpeaBapUTENHO CMECEH CPELLlY HECMECEH NPEeABAPUTENHO [MEXAHHEHR WK NMPOIb/IKHTENHOACHCTBAI | )
H H3XO0QHA CTOHHOCT.

[Tpn 52-ceaMHYHO NpOYy4BaHe, CPaBHABALILO epUKACHOCTTA W He3onacHocTTa NpH aobasaHe Ha
cutarnintii 100 mg Beanb AHEBHO HAK rUNKH3NA (CyndoHUNYpeHHO MPON3BOAHO) NP MALMEHTH C
HeA0O0BD rHKEMHYEH KOHTPON NPH MOHOTEpanus ¢ METQOPMHR, CHTAMNIHNTHH € NoA00eH HA IMTUINH3H
npu nonmxasaHeTo Ha HbA 1¢ (-0,7 % cpeaHa npoMsiHa CpAMO H3XOAHHUTE CTOMHOCTH NPE3 CEAMHLIA
52, cbe cpenna crofinoct Ha HbA 1c oT npubnusurento 7,5 % B aere rpynu). CpeaHara Ao3a rinunusy
M3MOJ3BaHa B rpynara 3a cpasHeHHe € 10 mg aHeBHO kaTo npuban3uTenHo 40 % oT malHeHTHTE ce
HYXXAA4T OT A03a MNIHNH3UA > 5 mg/AHEBHO NO BpeMe Ha npoyyeaHeTo, Obave, mopeye nalMeHT OT
rpynara Ha CUTarfIMNTHH ca NpPeKbCHANH NOpaaH NUIIca Ha eHKACHOCT, OTKOJIKOTO B Ipynara Ha
raunusii. [TaueHTHTe neKyBaHi CbC CUTArTMIITHH NMOKA3BaT 3HAYHTENHO CPEMHO NOHHUKEHUE CIIPAMO
M3XOJHHTE CTORHOCTH Ha TeNecHoTo Teruo (-1,5 kg) B cpaBHeHHE ChC 3HAYHTENHO NOKAYBaHe Ha TEFJIOTO
[pY NauMeHTH noay4yapany raunusui (+1,1 kg). B ToBa npoy4BaHe, OTHOIIEHUETO IPOMHCYJIHH KbM
HHCYJIHH, Mapkep 3a e(peKTHBHOCTTa Ha HHCYJIHHOBHA CHHTE3 H 0CBOOOX 1aBaHe, ce noaodpsaBa cbC
CHTACNHIITHH # CE€ BIOLIABA [IpH NIeYEHHE ¢ MIHNK3KA. HYecToTaTa Ha XHNOrIMKEMUS B IrpynaTa Ha
cuTarnunTiH (4,9 %) e 3HaUNTENIHO NO-HHCKA OT TasHu B rpynara Ha rinmunusua (32,0 %).

24-ceAMHYHO NIaLe00-KOHTPONUPAHO KIHHKRYHO NPOYYBaHe, BKAKOYBAIILO 660 nanueHTH e
npeaHa3sHa4YeHo Ad OleHH eHKACHOCTTA BOAELIa A0 HaMaiaBaHe Ha HHCYJIHHOBHTE NO3U H
Oe3zonacHocTTa Ha CHTaraMnTHH (100 mg BeaHbX AHEBHO), KOraTo € npubaBeH KbM MHCYIIHH I1apxKHuR
cbe WH 0e3 metdopmuH (mone 1 500 mg) no Bpeme Ha MHTEH3UPHUUUPAHETO HA HHCYIMHOBATA TEPAN .
[Tpu nauMeHTH, pueManld MeTpOpMHH, H3xoaHaTta cToiiHocT Ha HbA 1c¢ e 8,70 % 1 HauanHaTa A03a
uHCYNHH € 37 1U/aneBno. IlauHeHTHTE ¢a UHCTPYKTUPAHH Aa TUTPUPAT TAXHATA J033 HHCYJIMH IIapXKHH
Bb3 OCHOB& Ha CTOHHOCTHTE HA KPbBHATA 3axap Ha IAaHO, K3MEPECHH Ype3 KPbBEH TeCT ¢ Yook aHe Ha
npbcTa. [Ipy nauHeHTHTE, IpHeMallii MeTQPOPMHH, Ha 24-Ta ceIMHLIA, YBEJIHYABAHETO Ha JHEBHATA 1032
HHCYJHH € 19 [U/aueBHO npy nauMeHTH, IEKYBaHH CbC CHTArAUNTUH K 24 IU/AHEBHO NpH NAaUMEHTH Ha
mnane6o. [lonnwxaranero Ha HbA Ic npu naunesTH, N€eKYBaHH CbC CHTAMMMNITUH, MeTHOPMHH H
HHCYJIHH € -1,35 % B cpaBHeHue ¢ -0,90 % npu nauueHTH, NeKyBaHH ¢ naauedo, MeTGPopMHH H HHCYJIHH,
pasnuka ot -0,45 % [95 % CI: -0,62; -0,29]. Yectorata Ha xunornukemus € 24,9 % npu nauueHTH,
JIEKYBaHH CbC CUTATNHUITHH, MeTHOPMHUH U HHCYJIHH ¥ 37,8% npu nauueHTH, neKyBaHH ¢ niaauedo,
MET(POPMHH H HHCYNHH. Paznukara ¢e AbMKH OCHOBHO Ha [0-BHCOKHMA NMPOLEHT NMALMEHTH B I'pynaTa Ha
rauedo, H3nuTany 3 UM noBeye enu3ona Ha xunoraukemus (9,1 cnpamo 19,8 %). Hama pasnuka B
YeCTOTaTa Ha TEXKA XHMOTNMHKEMHUA.,

MetdopMuH

Mexanusem na oeicmsue
MetdopMuH € OUrBaHMAHH C AHTHXUNEPTIUKEeMHYEH eeKT, NOHHXKaBall kKakTo Hase
nJ1a3MeHarTa roKo3a ciell XpaHeHe, Tol He CTUMYNUMpa MHCYTIHHOBATA CEKpElna U ghés
NpeAH3BHKa XHNOTIMKEMHS.




MeTtgopMHH MOXE Aa nelicTBa no TPH MEXaHU3Ma:

- Yype3 HaMAIABaHe MPOAYKIMATA Ha YepHOAPOOHA rioko3a Ype3 HHXUOHpaHe Ha rAKKOHeoreHe3ara H
rMHAKOreHoJH3aTa;

- B MYCKYJIHTE, Upe3 YMepeHO NOBHIlaBaHe Ha HHCYIHHOBATa YyBCTBHTEIHOCT, NOA00pABaiikH
nepudepHOTO NOoeMale U YCBOABAHE Ha IJIOK03a;

- ype3 3abaBade Ha abcopbuuaTa Ha I1I0KO3a B ThHKHTE YepBa.

MeTdopMuH CTUMYNIHpPa BBTPEKIETHYHUA CHHTE3 Ha MNTHKOMeH 4pe3 Bb3AeHCTBHE BbPXY MIHKOrEH
CHHTeTa3aTa. MeTGOpMHH NOBHINABA TPAHCMIOPTHHUA KaNaUKTeT Ha cnelMPHYHH THIIOBE MeMOpaHHH
TpaHcnopTepu Ha rmokoszata (GLUT-1 u GLUT4).

Knunuuna egpuxacrwocm u besonacrocm

[lpn xopata, He3aBUCHMO OT AeHCTBUETO CH BbpXY NIHKEMUATA, MET(HOPMHH KMa OTaronpUATHU eeKTH
BBPXY JURNHAHUA MeTabonu3bM. TOBA ce A0Ka3Ba NPH TEpaneBTHYHHY KOHUEHTPAUHH B KOHTPOJIHpaH U
KJHHHYHH IPOYYBAHHSA ChC CPEIHA NPOTBIKUTENHOCT HIH JBJATOCPOYHH KIHHHYHH IPOYyYBaAHHA:
MeT(hpopMHH HamanaBa 06iuusa xonecrepon, LDLc v HaBata Ha Tpurnuuepnaute. I1pocnekTHBHOTO
paHaoMusupado (UKPDS) npoydyBase e yCTaHOBHNO ABATOCPOUHATA NMOJ3a OT HHTEH3KWBHHA KOHTPON Ha
KpbBHaTa 3axap npy auaber THN 2. ABaNU3BT Ha PE3YITATHTE MTPH NTALHEHTHTE ¢ HAAHOPMEHO Tero,
NeKyBaHH ¢ METQOPMUH CJIE]] HeYCNeX ¢ AUETa CAMOCTOATENHO NOKA3BAT:

- 3HAYHUTENHO HaManeHHue Ha abCOMOTHHA PUCK Ha CEbp3aHuTe ¢ AMabeTa yCloKHeHHs B rpynarta Ha
meTdopmuH (29,8 cb0uTHA/1000 nauneHTOroANHN) CpAMo aueta camocToatenHo (43,3 cuxburna/ 1000
nauneHTo-roaAuHn ), p=0,0023 a cnpamo rpynuTe Ha KOMOWHALUA CBhC CYAQOHHTYpEHHY TPOH3BOAHH K
MoHOTepanua ¢ HHCyauH (40,1 cuburnsa/l 000 nanneHnro-roaunn), p=0,0034;

- 3HAYATENHO HaMalleHHe Ha aDCOMOTHHA PHCK OT CBLp3aHaTa ¢ AHabeT CMbPTHOCT: MeTPOpPMHUH 7,5
ceOuTHA/ 1000 naunenTo-rogunu, auera caMmoctoaTeno 12,7 ceburua/1000 naunenTo-roaunu, p=0,017;
- 3HAYMTENHO HaMalieH’e Ha aOCOoMOTHHA pHCK OT 0d1ara CMbPTHOCT: MeTdopMHH 13,5 cuOuTua/1000
NalHEHTO-TOAMHH CnpsAMO aueTa camoctoaTenHo 20,6 cubutua/1000 nauuento-rogunsn, (p=0,011) n
CAPAMO rpynute kKoMOuHupaHa cyngoHUnypedHy NpoOU3BOAHU ¥ MOHOTEPpANHA ¢ HHCYJIHH 18,9
cbOonTHA/ 1000 nauuenro.roguun (p=0,021);

- 3HAYWTEJIHO HaMaJleHHe Ha abCOMOTHHS PUCK OT MHOKapaeH nHapkT: Metdopmun 11 cubutnsa/1000
NaHeHTO-TOAMHH, AueTa caMocToaTeNnHo 18 cubutnsa/1000 nanuenTo-roguny, (p=0,01).

TECOS e panaoMusnpano npoyusaHe npi 14 671 naunenTH B intention-to-treat nomynauuata ¢ HbA Ic
> 6,5 10 8,0 %, ¢ YCTAaHOBEHO CHPAEYHO-CLAOBO 3a00/1ABaHe, KOHTO NOay4yaBaT cutarnuntii (7 332) 100
mg AHeBHO (UnHu 50 mg nHerHO, ako u3xoaHuTe crofiHocTH Ha eGFR ca > 30 u < 50 ml/Mun/1,73 m 2 )
unu nuauedo (7 339), nobaBeHH KkbM 00UYAHHHTE MPHXKKM CHITIACHO MECTHHTE ¢cTaHAAapTH 3a HbA lcu
ChpPAEYHO-CbAOBH pHckoBH dpakTopH. IaunenTn ¢ eGFR < 30 ml/Mun/1,73 m 2 He ca BKTIOYEHH B
npoy4ranero. M3cneasanara nonynaius mousa 2 (04 nauuesTy Ha Bp3pacT > 73 roauiy ¥ 3 324
nauneHTy ¢ 6p6peuno yspexcaane (eGFR < 60 ml/mun/1,73 m 2).

[1o BpeMe Ha nmpoyvBaHeTO, 00IATa H34YHCEHA cpeHa pa3nnka (SD) B crolinoctute Ha HbA 1¢ Mexny
rpynuTe HA CHTArAMNTHH ¥ nnauedo €0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001. I1
KpaifHa TOYKa [0 OTHOLIEHNE Ha ChbpIAeYHO-ChAOBATa CHCTEMA € ChCTAaBHA OT IMbpBaTa I
CbpAe4YHO-CbhA0BA CMbPT, HedaTaneH MHokapaeH HH(apkT, HedaTaNeH HHCYJIT UITH XO¢
nopain HectabunHa creHokapaHa. BTopuuHHTe KpaliHH TOUYKH 10 OTHOLLIEHHE Ha ChPJe
CHCTEMA BKJIIOMBAT MbPBAaTa MOABA Ha ChPACYHO-CHAOBA CMbPT, He(aTaieH MHOKap




HedaTaneH HHCYNT; MbpBaTa NOABA HA HHAMBHIYAIHHTE KOMIIOHEHTH Ha TbPBHYHATA CLCTABHA; 001
CMBbPTHOCT H XOCHHTANH3ALMHK NOPaAH 3acToliHa ChbpAeyHa HEZOCTATbYHOCT.

Cnen MpOCNECAABAHE C MEIHAdHA Ha NIPOABIKHUTCIHOCT OT 3 roANHK, CUTArJIMIITHH He NMOoBH1IaBA PHCKA OT

roneMn HEXKCEJIaHH ChPpACHHO-ChA0BH CBOHTHA HITH PHCKA OT XOCIIHTANTH3al A nopajd CbpACYHaA

HEeAOCTATHYHOCT, KOraTo ce 100and KbM 0OMYaHHTE rpHXXHU NpH NAalMEHTH ¢ AuabeT TN 2 B cpaBHEHME

¢ obuualinnre rpuxy 6e3 cutarnunTul (Tabnuua 3).

Tabanna 3: YecToTH BHAa KOMOBRHBPARN CHLPAEYHO-CHAOBH PE3YJITATH H HA KJIOMOBH BTOPHYHH

pPe3yJTATH
Curarnuntis 100 [Inanebo Koedbnipyenr | p-
mg Ha PHUCKa CTOHHOCT
N (%) YecroTa N (%) Yecrora Ha | (95% CI) ¥
Ha 100 100
NaluHeHTOo- MnauMHeHTo-
roguHu* roguHn*
Axanns B Intention-to-Treat nonynauugra
bpo# nauHeHTH 7332 7339
IILpBHYHA CHCTABHA 839 4.1 851 4.2 0,98 (0,89- <0,001
KpaiHA TOYKAS (11,4) (11,6) 1,08)
(CvpaeyHoO-CBHAOBA
CMbPT, HedaTaleH
MHOKapaeH HHPapKT,
HedaTaieH HHCYAT HIIH
XOCIUTANIH3AL{HA,
nopaax Hecrabunna
CTEHOKApPHA)
BropHuHA CHCTABHA 745 3,6 746 3,6 0,99 (0,89- <0,001
Kpaiina To9Ka (10,2) (10,2) 1,10)
(CbpneuHo-cbaoBa
CMBPT, Hedaranen
MHOKapAEH UHPAPKT UK
HedaTaleH HHCYIT)
BropuueH pe3yJaTarT
CoupaedHo-cpaoBa cMbpT | 380 1,7 366 (5,0) | 1,7 1,03 (0,89- 0,711
(5,2) 1,19)
Bcesikakes BHA 300 1,4 316 (4,3) | 1,5 0,95 (0,81- 0,487
MHOKapAeH HHPAPKT (4,1) 1,11)
(daranen u HedaTaneH) _ |
BcsxaksB BUJ HHCYNT 178 0,8 183 (2,5) | 0,9 0,97 (0,79- 0,760
(daraneH ¥ Hedatanew) | (2,4) _ | 1,19)
Xocnuranuszauua nopaau | 116 0,5 129 (1,8) | 0,6 0,90 (0,70— 0,419
HecTaOnnHa (1,6) 1,16)
CTEeHOKapus
CMBpT nopaau BCAKakBa | 547 2,5 537(7,3) 1 2,5
pHYHHA (7,5)




Xocnutanazauus,nopaau | 228 1,1 229 (3,1) | 1,1 1,00 (0,83~ 0,983
ChpheyHa (3,1) 1,20)
HEAOCTATBYHOCT }

* YectotaTta Ha 100 naunenroroansn e usuucneHa karo 100 x (obwus OpoH naupeHTH ¢ > 1 cubutHe no
BpEME Ha JONYCTHMHA NEPHOA Ha €KCNO3ULIMA CIPAMO 061us Opoi NauHEHTOrOAWHHK Ha pOCHeaBaHe).
t Bb3 ocHoBa Ha Moaen Ha Cox, CTpaTHQHUMPaH NO perdoH. 3a CbCTABHHTE KPakHM TOYKH, p-
CTOMHOCTHTE CLOTBETCTBAT Ha TECT 32 HEHHPEPKOPHOCT, THPCLLY Aa NMOKaXe, 4e KOehHHUMEHTHT Ha PUCKA
e no-Manbk oT 1,3. 3a BCHYKH ApYyry KpailHH TOYKH P-CTOHROCTUTE CbOTBETCTBAT HA TECT 32 PA3NIUKUTE B
Koe(PUIHEHT Ha PHCKa.

I AHaIH3LT Ha XOCTIMTANH3AUMATA NOPaAH ChPACYHA HEJOCTATBYHOCT € KOPHIHpaH 3a aHaMHe3a 3a
ChpPACUYHE HEAOCTATLYHOCT HA H3XOIHO HUBO.

[leppaTpyuyna nonyaanus

EBponelickaTta areHius Mo JexkapcTeata ocBo00X/1aBa OT 3aAb/DKEHUETO 3a NPEAOCTABIHE HA
pe3yNTaTHTE OT NPOYYBAaHHATA ¢ MeTOCUTANr BBEB BCHYKH NMOArPYINH Ha NEAHATPHYHATA NOMYJAUHA CbC
saxapeH auaber Tan 2 (BX. TO4Ka 4.2 3a HHpopMaLus OTHOCHO ynoTpeda B reaHaTpusTa).

besonacHocTTa H epHKacHOCTTA NPH NodaBgHe Ha CUTArAUIITHH NPH NeAHaTPHYHHU NALUEHTH Ha
BB3pacT oT 10 10 17 roaunu ¢ aguader T 2 H HEANSKBATEH I'MIHKEMHYEH KOHTPO HA METPOPMHH, CbC
unH 6e3 HHCYJIHH, ca OlleHeHU B ABe Npoy4BaHHUA 3a nepuoA ot 54 ceamuliu. obapsHeTo Ha
CUTArMHUNTHH (IPUIOKEH KATO CUTANTMNOTHH+MEeT)OPMUH HIIK CHTATJIHNTHHMETPOPMHH C
yabjkeHo ocBoboxnarane (XR)) e cpasHeHo ¢ aobapsaHeTo Ha nnanedo KbM MeTGOPMHUH HITH
meThopmun XR.

Makap 1 Ja ce NeMOHCTpHpa NPeBb3XOACTBO I10 OTHOLIeHHE NoHKWKaraHeTo Ha HbAl¢ 3a
cHTarnunTuH+MeTrgopmMut/ cutarnuntun+Merdopmud XR ran MeThopMuH Ha ceamuna 20 npu
cOoOpHMUA aHANK3 OT TE3U ABE NPOYUBAHKS, PE3yJATATHTE OT OTACITHATE NPOY4BAHHS CA HECHBMECTHMHM.
OcBeH TOBa, He ce Habmonapa no-BHcoka epHKACHOCT HA CHTArTMNTUH+MeThOPMHH/
curarnuntua+mMerdopMuH XR B cpasHeHune ¢ MeTdopMuH Ha ceaMuua 54. CneaosarenHo, Merocutanr
He TpAOBa Ja ce M3MoJ3Ba NPH NeJHaTPHYHU NALMEHTH Ha BB3pacT oT 10 1o 17 rogunu nopaau
HeoCTaThYHA ePUKACHOCT (BX. Touka 4.2 3a HHPOpMAaLHA OTHOCHO ynoTpeda B NeaHATPHATA).

5.2 ®apmMakoKHHETHYHH CBOHCTBA

MerocHTanar

[IpoyuBanuaTa 3a OHOEKBHBAJIGHTHOCT NPK 3APaBH YYaCTHHIM NOKa3BaT, ye Metocuranr (CHTarAWITHH/
MeTHOPMHHOB XUAPOXNOPHA) KOMOHHHpaHU TabNeTKH ca OHOEKBHBAJICHTHH Ha €JHOBPEMEHHOTO
NPHIOKEHHEe Ha CHTarTUNTHH docdat U MeTQPOPMHHOB XHAPOXIOPKHI KaTO OTAENHM TabneTkn.

CnezHHuTe JaHHH NOKa3BaT papMaKkOKHHETHYHHTE CBOKCTBA HA OTACNHUTE aKTHBHH BELIECTBA HA
MeTtocuranr .

CHTarnunTuH
Abcopbyus

Cnen nepopalHo npHioxkenHe Ha 103a 100 mg Ha 34paBu yHacTHRUM, CHTArIMIITHH OZ0WE 2866
C NOCTHraHE Ha NTUKOBH M1a3MEHK KOHUESHTpauHu (MeguaHa T max ) 1 ao 4 uaca cnef ”
cpeana nnasMeHa AUC na curarnuntun 8,52 pMehr, C max 950 nM. Ab6contoTHatg)




cHTArMMNTHH ¢ Npubnusurento 87 %. Tobil kKaTo NpHeMaHeTo Ha CUTATNTUNITHH eAHOBpeMeHHOo ¢ HoraTa
H& Ma3HHHH XpaHa He NOBAMABA PapMAaKOKHHETHKATA, CHTATTIMIITHH MOXKE Aa ce npHnara ¢ win 6e3

XpaHa.

[TnasmeHata AUC Ha CUTariAMNTHH Ce NMOBHILABA MO A03a [IPONOPLIHOHANEH HAUHH. J1o3a-
NpONOpPLHOHANHOCT He € ycraHoBeHa 3a C max ¥ C 24 yaca (C max ce noByuIaBa MOBeYe OT A03a-
IPONOPLHOHANHO, a C 24 yaca ce yBeJH4aBa Mmo-MaJKo OT J03a-NPOTIOPLUOHATHO).

Pasnpedenenue

Cpennuat 00eM Ha pasnpefieficHHe B CTALIMOHAPHO CHCTOSHHUE Clie € AHOKPATHA UHTPABEHO3HO
npunoxeHa 103a ot 100 mg cUTarnunTHH HA 3APABH YYaCTHHIM € npubnausurenno 198 nurpa.
DpakunaTa CHTAFIMITHH 00paTHMO CRbP3aHa ¢ NJIa3MEHUTE NMPOTEHHHU € HucKa (38 %).

Buompancgopmayun
CHTarnmMITHH c€ eTHMHHHPA OCHOBHO HeMPOMEeHeH ¢ ypHHaTa, a MeTaboNH3IMbT € BTOPOCTENEHEH ITBT.
[Tpubansznrtenno 79 % OT CHTArTUNTHH Ce eKCKPETHPA HEMMPOMEHER B YPHHATA.

Cnen nepopansa gosa ['* C] curarnuntus, npubnausutento 16 % or paAHOAKTHBHOCTTA C€ EKCKPETHpa
KaTo MeTaboNNTH Ha cHTarnunTHH. Ha HUBO cleay ca yCTaHOBEHH WIECT MeTa00IKHTa, KOHTO HE Cce
OYaKBa fa JAONPHHACAT 34 njaasMeHata DPP-4 nHXHOUTOpHA aKkTHBHOCT Ha CHTArTMNTHH. In vitro
NpOyUBaHHATA NOKA3BaT, Ye OCHOBHHAT €H3HM, OTTOBOPEH 3a orpaHUYeHHs MeTabolu3bM Ha
cutarnanTHH € CYP3 A4, ¢ yyactnero u Ha CYP2CS.

In vitro naHHUTE NOKA3BAT, Y€ CHTAMTHUNTHH He ¢ UHXUOUTOp Ha CYP uzoenznmute CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He e nuayxrop Ha CYP3A4 u CYP1A2.

Enumunupane

Crnen npunokeHue Ha nepopanna no3a [14 C] cutarmiMnTHH Ha 3/1paBH YYACTHHLUH, NPUOH3HTENHO
100 % oT npunoxeHara pagHoOaKTHBHOCT ce eNUMHHHpa ¢ pexanunte (13 %) unn ypunata (87 %) no
ellha CeIMHLA CIEh NPHUNOXKEHHEeTO Ha Ao3aTa. [IpuBuaHuaT kpaes t 1/2 cnen 100 mg nepopanna no3a
CHTArIANTHH ¢ NPUOAusMTeNnHoO 12,4 yaca. CUTArIUIITHH CE€ HATPYIIBA CaMO MHMHHMAJIHO NPH
MHOroKpaTHo npunarade. bubpeunuar knupbpHC e npubnusurenno 350 ml/mMun.

EnuMHHHpPAHETO Ha CHTArJIMIITHH CTaBa OCHOBHO upe3 ObOpeuHa ekckpelds H BKIIOMBa aKTHBHA
TyOyiHa cexperus. CHTarIUNTHH € CyOCTPaT Ha YOBELUKH OpraHHYeH aHHOHEH TpaHCHopTep -3
(hOAT-3), koliTo MOXe OM y4yacTBa B 6b0peuHOTO THMHUHEMpPAHE HA cUTAarMMnTHH. KnuHuyHOTO
3HaueHHe Ha hOAT-3 B TpaHcnopra Ha CHTarIMNTHH He e YCTaHOBeHO. CHTArIMNTHH € ¢cyOCTpaT H Ha
pP-TIMKONIPOTEHH, KORTO MOKe OU ydyacTBa U B MEAHHPAHETO Ha 6bOPEUHOTO ENHMHHHDPAHE Ha
CHTarJHMNTHH. B CbLIOTO BpeMe UMKIOCMOPHH, €AHH P-TVIMKONPOTEHH HHXMOUTOD, HE Hamanigea
Ou0pedyHns KIHPBHC HA cHTarnunTHH. Cutarnuntul He € cyberpar Ha OCT2 wnu OAT1 wan PEPT1/2
TpaHcnoprepure. In vitro cutarnuntuH He notHcka OAT3 (1C50=160 uM) unu p-raukonpoterna (oo
250 pM) MeauKpaHUua TPAHCTIOPT B TEPAINICBTHYHO PENEBAHTHH J1a3MEHH KOHUEeHTpauuH. I1py KnnHNYHO
IPOYy4BaHe CHTArJIKNTHH HMa MATbK ePEeKT BbPXY NNIa3MEHUTE KOHUEHTPALHH HAa JUTIOKCHH,
MOKAa3Ba, Y€ CHTArIMIITHH MOXeE Aa € ¢1ab HHXWOKUTOD Ha P-TIHKONPOTEHH.

Xapaxmepucmuxa npu nayuesmume



(dDapMaKOKHHETHKATA HA CUTArIUIITHH € KAaTO A0 CXOAHA NpH 34paBH YYaCTHHUH H NaLHEHTH ¢ anaber
™R 2.

bvbpeuno yspeoxcoane

[TpoBeAeHO € OTBOPEHO NPOYYBaHE NPH €NHOKPATHO MPHIIOKEHUE 3a OLICHK2 Ha GapMaKOKHMHETHKATA Ha
HaMaJIeHa 71033 CHTAarNMnTHH (50 mg) npy NaUMEHTH € pasNyi4yHa CTENneH Ha XpOHUYHO 6BOpeuHo
yBpeXJ/laHe B CpaBHEHUE ChC 34paBH KOHTPONH. [lpoyuBaHeTo BiIIOYBA NAlUEHTH ¢ ObOpedno
YBpEXKAaHE B JIEKA, YMEPEHa HITH TEXKA CTENeH, KakTo H nanueHT ¢ ESRD Ha xemonuanu3a. Ocsen
TOBa, eeKTHTE Ha OBOpEeUHO yBpeknane BepXy (PapMAKOKMHETHKATA HA CUTATJIMITTHH NPH NALUEHTH C
auaber THN 2 ¥ OBEOpEeYHO yBpexKAaHe B IEKa, YMEPEHA HIIH TexKa cteneH (Bioiountenno ESRD), ca
OlleHEeHH Ype3 NonyJaauHoHHH GapMaKOKHHETHUYHH AHAIN3H.

B cpaBHeHHE CbC 3ApaBH KOHTPOIH, ItasMeHata AUC Ha cHTarnmMnTHH ce noBMilaBa npubansuTenHo 1,2
'bTH NPH NauueHTH ¢ ObOpeyno yepexaaHe B neka crenel (GFR = 60 no < 90 ml/Mun) n cvrotBetHO 1,6
bTH NPH NaUUEHTH ¢ 6bOpeuHo yBpexaaHe B yMepeHa crened (GFR > 45 no < 60 ml/Mun). Tuii karto
pa3sMepbT Ha TIOBHIIEHHETO HE € KIIHHUYHO 3Ha4YHM, He CE Hajlara KOpUrupaHe Ha A03aTa OpHy Te3u
NAlHEHTH.

[1nasmenara AUC Ha CHTarnunTHH ce NOBHINABa NpUONUIMTENHO 2 THTH NPpH NauueHTy ¢ 6p0peynHo
yBpexaane B yMepeHa crened (GFR = 30 go < 45 ml/MuH) u npubnusutenHo 4 nbTH npH NaLHEHTH ¢
OLOpeuno yspexiaaHe B Texka crened (GFR < 30 ml/Mun), skatountenno nauueHTH ¢ ESRD Ha
xemoananuia. CUTArHIITHH Ce OTCTPAaHABA YMEPEHO NMpH Xemoauanuia (13,5 % 3a 3- ao 4-vyacosa
XEMOJHAIN3HA cecUd 3anouBaina 4 vyaca cie NPHAOKEHHETO).

Yeprodpobro yspescoare

He ¢ HeobxoanMa KOpekiiHg Ha A03aTa CHTATIHIITUH NPH NALKHEHTH € JIEKO HIIN YMEPEHO YepHOIpOOHO
yBpexaaHe (ckop no Child-Pugh > 9). Hama xN\MHHYEH ONKUT NPH NALKEHTH C TEXKO YePpHOAPOOHO
yepexkaaHe (ckop no Child-Pugh > 9). B cbum0T0 BpeMe, Thii KATO CHTArIMNTHH Ce eTUMHHHUPA OCHOBHO
ype3 OpOpeLnTe, HE CE 04aKBa TEXKOTO YEPHOAPODHO yBpeXKaHe Aa NOBIMAE BbPXY
(papMakOKHHETHKATA HA CUTArTHIITHH.

ITayuenmu 6 cmapyecka ev3pacm

He ce Hanara xopexuus Ha 103aTa B 3aBUCHUMOCT OT Bb3pacTTa. Bb3 OCHOBA Ha NonyJaluOHEH
dapMakOKHHETHUYEH aHaIN3 Ha AaHHH oT Pa3a | u Pa3a 1], pp3pactTa He 0Ka3Ba KIIMHUYHO 3HAYHM
e¢ekT BbpXY dapMaKOKHHETHKATA HA CUTAIMMNTHH. YYaCcTHHUMTE B cTap4yecka Brapact (65 no 80
roJuHu) uMar npubnusutento 19 % no-BHCOKU MIa3MEHH KOHUEHTPAUMH Ha CHTArJUIITHH B CPaBHEHHE
C MO-MNaau YYaCTHHLIH.

Ileduampuuna nonynayus
PapMaKOKHHETUKATA Ha CUTArIUNTHH (eauHuyHa o3a 50 mg, 100 mg unn 200 mg) e Hacneapana
NpH neanaTpU4Hy NanyeHTH (Ha Bb3pacT oT 10 go 17 rogunn) ¢ auadeT tun 2. [1py Ta3u nonynamnus,
AUC na CHTArJIMnTHH B NIIa3MaTa, KOpUrHpaHa copaMo 103aTta, € npubmusurenHo 18 % nmo-Hucka
OTKOJIKOTO NPH Bb3pacTHH nanueHTy ¢ Auader tun 2 npu goza 100 mg. He ca nposexaanuu
NPOYyYBaHHA CbC CHTArJMNTUHH NPH NEIHATPHYHH NauHeHTH Ha Bb3pacT < 10 roannu.
Lpyzu xapaxmepucmuxu Ha nayuesmume
He ce Hanara kopeki#s Ha 403aTa B 3aBHCHMOCT OT NOJ1, paca WK HHAEKC Ha Teaecs
XapaKTePHCTUKH HAMAT KJIUHHYHO 3HAYUM e(dekT BbpXy papMakOKHHETHKATa HA ¢ (£




kOMOHHHpaHKUs aHATU3 Ha papMakOKHMHeTHYHHUTE AaHHH oT Pasa | u nonynauvoxrex papMakOKHHETHYCH
aHanu3 Ha naHuyu ot ®aza I u ®aza ll.

MeTtdopMHH

Abcopbyus

Cnen nepopanna ao3a merdgopmut, T max ce qoctura ao 2,5 yaca. AGcomoTHaTa OHOHANHYHOCT Ha
tabnerka MmerdhopmuH 500 mg e npubnusurenno 50-60 % npu 3apasu yyacTHHUM. Cnen nepopanHa 403a,
Heabcopbupanara dpaxuns, orkputa bbB gekanuute e 20-30 %.

Cnen nepopanen npueM, abcopbuuara Ha MeTGOpPMHH € HacHLIALLA Ce U HemmbJIHa, CMATa ce, ue
¢apMakoKkuHeTHKaTa Ha abcopbuuaTa Ha MeTPOpMHH e HenrHelHa. [pu obuyalinu xo3u METPOPMHH H
NO30BH CXEMH, NIa3MEHHTE KOHLIEHTPALIMH NTPH CTALHOHAPHO ChbCTOAHMUE CE JOCTHIaT B paMKHUTE Ha 24-
48 yaca ¥ KaTo uaa0 ca no-Manko ot 1 ug/ml. Ilpy KOHTPOJHpaHU KIHHUYHH U3TTUTBAHUA,
MaKCHMAJIHHTE Mna3sMeHHu HUBa Ha MeT@opMuH (C max ) He npeBuilaBaT 5 pug/ml, nopu Npu MakCUManHH
OO3HU.

XpaHaTa HamansBa creneHTa U cnabo 3abasg abcopbuuara Ha MmerpopMuH. Cnen npHIoKEeHHE Ha 034
oT 850 mg, ce Habmonapa 40 % no-HHCKa MHKOBA IU1a3MEHA KOHLEHTpaLus, 25 % namanedue Ha AUC ¢
yAbJKaBaHe ¢ 35 MHHYTH Ha BpEMETO [0 JOCTHIaHE Ha NMKOBA I1a3MeHa KOHUEHTpauus. KnuHuuHarta
3HAaYHMMOCT HE € U3BeCTHA.

Pasnpedenenue

Cebp3BaHeTO ¢ IUIA3MEHHUTE IPOTEUHH € He3HAUUTENHO. MeThopMHH ce pasnpeaens B epUTPOLIUTHTE.
KpbBHHAT NHK € NO-HHCBK OT NMJa3MEHHA NUK U C€ TIOABABA NPHOIM3IHTENHO NO CHUIOTO BpeMe.
UepBeHKTE KPBBHH KIETKH Haf-BepOSTHO NPEACTaBIsABAT BTOPHYEH KOMIIAPTHMEHT HA pasnpeac/icHUE.
Cpeanuat Vd Bapupa mexay 63 — 276 1.

buompancghopmayus
MeTdopMiH ce eKCKpPeTHPa HeTIpOMEeHeH B YpuHata. [Ipn xopara He ¢a YCTAaHOBEHH MeTabONUTH.

Enumunupane

buOpeunuaT knupsHe Ha MeTdopMHH e > 400 ml/MHH, KoeTo rnokasBa, 4e MeThOpPMHH Ce eNTUMHHHpA
ype3 riioMepyiHa puaTpaiia ¥ TyOynna cexkpeuns. Cinel nepopaita 103a, NPUBUAHUAT TEPMHUHATIEH
eTMMHHAIIHOHEN NONYXHBOT ¢ npubnusntento 6,5 h. Koraro 6n0peunaTa gyHKUMA € yBpeaeHa,
OLOpeUHua KITHPBHC C& HaMAISBA B CbOTBETCTBHE C TO3H Ha KPeaTHHHHA H C/I€AOBATEHO
eHMHHAIHOHHHAT NOJYXHBOT Cce YIb/Kapa, KOeTO BOAY 0 NOBUINEHH HUBA Ha MET(HOPMHH B
nna3Mara.

5.3 IIpeaxnAARYHENA AAHHEH 332 6€30NACHOCT
He ca npoBexxaaHi NpoyvBaHua ¢ KHBOTHH ¢ MeTOoCHTANT.

[Ipn 16-ceaMHYHM NPOYUYBAHMA, B KOUTO KYY€Ta €A TPETHPAHH HNTH ¢ METHOPMUH CAMOCTOATENHO MU €
koMOHHaLMsA 0T MeTHOPMHUH M CHTATTIMIITHH, He € HabnioaaBaHa JONMBAHKHTENHa TOKCHYHOCT OT

xomOuHaumsaTa. NOEL B Te3mn npoyusanma ce Habnioaapa npy eKCro3nuMa Ha CUTArJIMNTHA

2,5 NbTH NO-BUCOKA OT Ta3Hu NPH Xopa.

CneaHnuTe JaHHHU €a HAXOJKH NPU NPOYYBAHHUA NPOBEAECHH CbC CHTAIJIMIITHH HAH M€
CAMOCTOSATEIIHO.




CHTarnunTuH

Br6peuHa 1 yepHOApOOHa TOKCHYHOCT ce HabnioAaBa Mpy rpu3ayu NpU CTOHHOCTH Ha CHCTEMHA
eKCMOo3H1UA 58 MbTH NO-BHCOKH OT HEBOTO Ha €KCMO3HLIMATA [IPH X0pa, a HUBOTO 0€3 edekT €
onpeneneHo Ha 19 mbTH MO-BHCOKO OT TOBA NPH X0pa. AHOMaJIMM Ha pe3uuTe ce Habnaaear npy
JABbXOBE [PH HUBA Ha €KCNO3MLHA 67 NbTH NO-BUCOKH OT HHBOTO HA KIIMHWYHA €KCIIO3HLMS; HUBOTO, Oe3
ediekT NPH TazM HAXOAKa € 58 MbTH NMO-BUCOKO, CHIVIACHO PE3YATATHTE OT 14-CeAMHYHO NPOyYBaHe NMpH
NAbX0BE. 3HAYEHHETO HA Te3H HaX0IKH NPH XOpa HE € H3BECTHO. TPaH3UTOPHH, CBBP3aHH C JICYCHHETO
¢u3uyecKH NPOABH, HAKOH OT KOHTO NMPEANONATraT HATHYHETO HA HEBPOIOrH4YHA TOKCUYHOCT, KaTo
OWillaHe ¢ OTBOPEHA yCTa, CaNHBalus, eMe3ne Ha 6ana naHa, atakcui, TpenepeHe, HaMajieHa akTHBHOCT
n/unu u3repbena nosa ce Habmoaapar Npy Ky4yeTa NPH HARA Ha €KCTIO3ULKA NPHOIH3IUTENHO 23 NbTH
NO-BHCOKH OT HUBOTO Ha KINHHHYHA ekcrno3ulus. OCBeH TOBa, MHOTO JieKa 0 JleKa KOCTHO-MYCKYJIHa
aereHepaiina ce Habmonasa U XHCTONOIHHHO NPH 203M, AaBalll1 HUBE Ha CHCTEMHA €KCMNO3KMLHA
NPHOIHM3KUTENHO 23 MBTH NO-BUCOKHA OT HUBOTO Ha €KCNO3MIMA NPH Xopa. [Ipu Te3u pe3ynTaTi, HHBOTO
Oe3 edexT € NpH eKCNO3ULHA 6-KPaTHO MO~ BUCOKA OT HUBOTO Ha KJIIMHHYHA €KCTIO3HIINA,

CHTArIMITHH He NT0Ka3Ba NEHOTOKCHYHOCT B X012 HA NPEAKIHHUYHE Mpoy4BaHHus. CHTArIUNTHH HE €
KaHLeporeHeH npu MUIKH. IIpn n1bXxoBe UMa MOBHILIEHA MECTOTA HA MEPHOAPOOHH aficHOMH H
KapUHHOMH NPH HHBA Ha CHCTEMHA €XCIIO3ULHA 58 MbTH NO-BUCOKH OT Te3H NpH xopa. Tbi KaTo e
YCTAHOBEHO, Y€ XENaTOTOKCHYHOCTTA KOPENHPa ¢ HHAYLHUPAHETO Ha YepHoApoOHA Heomnas3ua npu
ILTBXOBE, Ta3M MOBHLIEHA YeCTOTa Ha YEPHOAPOOHH TYMOPH IPH ILIBXOBETE € BEPOATHO BTOPHYHA,
BCJIEACTBHE Ha XPOHHYHA XENMATOTOKCHYHOCT MPH Ta3k BHCOKa n03a. [lopaay BHCOKATa rpaHMLa Ha
6esonacHocT (19-n1bTH NO-BHCOKA NPH TOBA HUBO 0€3 ed)eKT), Te3H HEONJIACTUYHH MPOMEHH He Ce CUMUTAT
pelieBaHTHH 34 XOpa.

He ca HaOniopaBaHH CBbpP3aHH ¢ IEHMECHHETO €DEKTH BBPXY PEPTHAUTETA NIPH MBXKH H XEHCKH ILTbXOBE
MOAYYHIH CUTAITIMIITHH NPEIH U N0 BpeMe Ha YHGTOCBaHE.

[Tpu npoyuBaHe BbPXY Npe-/MOCTHATANTHOTO Pa3BUTHE HA MJIbXOBE CUTATIUNTHH HE N10KA3Ba HEeXeNaHH
peaxiyH.

[IpoyuBaHHATa BbPXY penpoAyKTHBHATA TOKCHYHOCT MIOKA3BaT HATMYHETO Ha CBLP3aHa C JICUEHHETO,
NIEKO YBEJIMYEHAa 4ecToTa Ha Man(opmalui Ha pebpa Ha deTyca (TUNCBALLIH, XHNTOMJACTHYHY K NuIaBally
pefpa) npu NOKONEHHETO HA TIJTbXOBE NIPH HHBA Ha CHCTEMHA EKCNIO3HLHA NOBEYE OT 29 IBTH N0-BUCOKH
OT Te3H NpH Xopa. TOKCHYHOCT Ha MalikaTta ce HabnroaaBa npu 3aliny Npy HABa NoBe4e OT 29 MbTH NO-
BHCOKH OT HHBAaTa Ha eKCIo3uLMsA npu xopa. [lopaau BrucokaTa rpaHuiia Ha 6€30NacHOCT, T€3H HAXOAKH
HE MpeanoJaraT CbLeCTBYBaHETO HA CHOTBETEH PHCK 32 penpOAYKTHBHOCTTA NpH Xopa. CHTarIHNTHH ce
CeKpeTHpa B 3HaYMMH KOJIHYECTBa B MJASKOTO Ha JaKTHPALLM MILX0Be (OTHOUWEHHe KbpMa/nmna3ma: 4:1).

MerdopmuH
[IpenknHHHYHUTE JaHHK 3a MeTPOPMHH He pa3KkpHBaT 0cobeH pHCk 3a xopaTa Ha Ha3arta Ha

KOHBEHLHOHANHH apMaxoNOrHuHy Npoyy4esaHud 3a 6€30MacHOCT, TOKCHYHOCT NPH MHIMOKpPATH
fnpujarade, N’eHOTOKCHYHOCT, KapLIMHOTEHEH NOTEHLUHA, PEIIPOAYKTHBHA TOKCHYHOCT.

6. PAPMAIIEBTHYHHU JAHHH




6.1 CoHCchLK HA DIOMOIIHHTE BElIeCTRA
Aapo ua Tabnerxkara

MHKPOKPUCTANHA LETYy 1032

NOBHOH

HATpHEB Jaypuicyiadar

Marieimes creapar

dunmMoBo nokpuTHe 3a Metocutainr S0 mg /850 mg dunMupans Tabnerkn (Opadry QX Pink
(321A640002))

maxkporos (PEG) nonusuHHIOB ankoxon pasknoreH cbnonumep ( E 1209), tank (E553b)
THTaHOB AHoKcuAa (E171)

GMDCC, GMCC tun 1 MoHO/aurnnuepuau, rnkuepon (E471)

YaCTHYHO XHAPOIH3IUPAH NOJMBHHWIOB ankoxoa (E1203)

yepBeH xenesed okena (E172).

OuamoBo nokpuTHe 33 MerocuTtanr 50 mg /1000 mg punmupanu Tabnerxy (Opadry QX Brown
(321A265038))

makporon (PEG) nonuBrHUNOB ankoxon paskioHeH ceiionumep ( E 1209), rank (E553b)
TUTaHoB AHokcuHa (E171)

yepBeH xkene3eH okena (E172)

GMDCC, GMCC tun 1 mono/aurnuuepuan, rauvuepon (E471)

YaCTHYHO XUAPONU3NPaH NTOJHBUHUIIOB anikoxon (E1203)

kelie3eH oKcua/ depeH xkeneseH oxkcua (E172).

6.2 HechbBMEeCTHMOCTH

Henpunoxumo
6.3 Cpoxk Ha rognocT

2 TOOMHH
Cnen nbpBO OTBAapAHE Ha OnakoBKaTa 3a Tabnetku — 50 auu.

6.4 CoenHaJIHH YCJIOBHS HA ChXpPAHEHHE

Ha He ce cexpanasa Han 30 °C.

6.5 Bua ¥ cbABPKAHHE KA OMAKOBKATA

dunmupanute TabneTku ca onakosanu B Henpo3paunu Oaucrepu ot PVC/PVAC/Al-donno wian B
6sna Henpo3payHa onakoBbxka 3a Tabnerku ot HDPE ¢ PP — kanauka cbc CyluMTeN H 3aLHTEH NPLCTEH.

baucrepHH onakoBkH : x 14, x 28, x 30, x 56, x 60, x 196, x 210 punMupanu tabnerka.
bsana Henpo3pauxa onakoska 3a Tabnetkn ot HDPE: x 100 dunmupann tabneTky

He BCcHUYKH BHAOBE ONAKOBKH MOraT Aad 6’b,[l.aT IMYCHATH Ha lla3apa.



6.6 CnennaJHH OpeAna3EHd MEPKH OPH H3XBLPASHe

Heusnon3paHUAT NEeKapCTBEH NPOAYKT WM OTHANBYHATE MaTePHAH OT HEro TpsAOBA N1a Ce U3XBBPIAT B
CbOTBETCTBHE C MECTHUTE H3HCKBAHHA.

7. IPUTEXATEJI HA PASPEINIEHUETO 3A YIIOTPEBA
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
[‘'epmanus

8. HOMEP(A) HA PAZPEIHIEHHUETO 3A YIIOTPEBA

Meroctanr 50 mg/850mg - Per. Ne 20220077
Metoctanr 50 mg/1000 mg - Per. Ne 20220078

9. AATA HA THPBO PAZPEHIABAHE/TIOAHOBABAHE HA PA3ZPEIHIEHHETO 3A
YIIOTPEBA

Hara Ha nbppBO paspelwaBane: 08.03.2022

10. JATA HA AKTYAJINBHPAHE HA TEKCTA
10/2024




