KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA

-

manbﬂﬁmenﬂa ATEHUMSA 110 iERACTBRA
1. HME HA JIEKAPCTBEHHH HPO,[[YKT Ffpﬁmlﬂ'ﬂ xapﬂﬁmﬂmu”ﬂ H& NPpogyKma - ﬂnunﬂmenue !
FO3umer 50 mg/850 mg duimupann TabieTky Kom Pea. Ne .. ‘?z 0‘2”1 &000
| PagpeieHue N\ 0 ] -10- 2976
Juzimette 50 mg/850 mg film-coated tablets I oo

2. KAYECTBEH U KOJIMYUECTBEH CbCTAB

Besika duamupana tabieTka Chabpxka CUTArMIITUH XUAPOXJ/IOPUA MOHOXHM/PAT, EKBUBaJIEHTEH Ha 50 mg
cutaraunTuH (sitagliptin), u 850 mg mergopmutoB xuapoxiopua (metformin hydrochloride)
(choTBeTCTBaILO HA 660 mg MeThHOPMHUH).

3a MbJIHUSA CITHCBK HA MOMOIIHUTE BEIECTBA BUKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ouimupana tabdierka

Po3osa, npojbiarosara (¢ ab/pkuHa okoso 17,7 mm u wupuna 10,0 mm), ABoHHOU3NbKHANIA PUIMHUpaHa
tabsieTka, ¢ 0s1a WM NOYTH Os1J1a MOBBLPXHOCT IMPU CUYINBAHE, C pO30B pb0, ¢ rpaBupan Hajanuc ,,AE3" ot
e/lHaTa cTpaHa U 0e3 HUKAKBH O3HA4YEHHUS OT Jipyrara cTpaHa.

4. KJIUHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA
[Ipu Bb3pacTHH NALMEHTH CbC 3aXapeH Auader Tum 2:

FO3umeT e nokasaH KaTo J0MbJHEHHE KbM JHUETa U YIIpaXKHEHHUs 3a 110,100psBaHe Ha NITMKEMHUYHHS
KOHTPOJI MPH MaLUEeHTH, MPH KOUTO HE € MOCTUIHAT 33/10BOJIMTE/IEH KOHTPOJI ¢ MaKCMMaHaTa NoOHOCHMA
3a TAX 71032 METHOPMHUH CAMOCTOSTETHO UM KOMTO BEYe Ce JIeKyBaT ¢ KOMOMHALIMSA OT CUTArJIMNTHH U

MET(OPMHH.

lO3umer e noka3aH B KOMOMHALIUS CbC CYJI(POHUITYPEHHHU NTPOU3BOAHH (T.€. TPOMHO KOMOMHUPAHO
JIeYEHME) KaTo JIOMbJIHEHWE KbM JHETAa U YIIPAXKXHEHHUS NPHU NMAUMUEHTH, ITPU KOUTO HE € MOCTUIHAT
32/10BOJIMTEJIEH KOHTPOJI ¢ MAKCHMAJTHATa NMOHOCKHMA 3a TAX /1032 METGOPMHUH U CyIoHUypes.

KO3uMerT e nokasaH KaTto TPoiHO KOMOMHHMPAHO JICYEHHE C MEPOKCH3OMEH NPOJIH(EepaTOp-aKTUBHPaH

peuenrtop rama (PPARY) arouuct (T.€. THA30JUAMH/AMOH) KaTO JOMB/JIHEHHE KbM JIHETA U YIIPAXKHECHHU S
[IpH MALMEHTH, [IPH KOMTO HE € MOCTHUIHAT 3a/10BOJIMTEJIEH KOHTPOJ ¢ MAKCMMAJIHATa MOHOCH
no3a Metopmut U PPARY aronucr.




IO31MeT ChLIO € MoKa3aH KaTo A100aBKa KbM HHCY/IHWH (T.€. TPOHHO KOMOMHHAPAHO IEYEHHE) KATO
JOMBbIHEHHE KbM JHETATA H YIPAXKHEHHATA 32 NoA0DpABaHE HA MMTHMKEMUYHUS KOHTPOI [IPH MAaUUEHTH,
KOraToO MOCTOAHHATA A03a HA HHCY/AHUH H MET(HOPMHH CAMOCTOSTENHO HE OCUTYPsiBa aICKBATEH
rJIHKEMHYEH KOHTPOIL.

4.2 JIO3HPOBKA N HAYMHH HA NPHJIOKEHHE

J03HpOBKa

Jo34pOBKaTa HA AHTUXUNEPTAUKEMHUHOTO JeueHHe ¢ FO3umeT Tpadna na Obae HHAMBHAYAIM3UMpAHA HA
0a3zara Ha HACTOSLLUA PEXHM HA NalUUEHTa, ePeKTHBHOCTTA ¥ TONIEPAHTHOCTTA, KaTO HE CE NMPEeBULLABAT
MaKCHMAIHATA penopbiBaHa AReBHA 1034 OT 100 mg cHTarnunTHH.

Bv3pacmuu ¢ Hopmanna 6vbpeuna gyuxyus (GFR>90 mi/mun)

[Ipy NaUMEHTH, IPK KOMTO HE € MOCTUTHAT 3a0BOJUTENCH KOHTPON ¢ MAKCHMAHATA MOHOCHMA 1034
MET(HOPMHUH KATO MOHOTEpAIHS

[Tpy nauueHTH, NpY KOKTO HE € MOCTHUTHAT 3aJOBOJIMTENEH KOHTPOJ C METGOPMHH CaMOCTOATENHO,
obMualiHaTa Ha4yanHa n03a TpsOBa Aa J0CTaBM A03a CHTArnunTHH B A03a S0 mg asa nbTh adesHo (100 mg
ofi1ja JHEBHA 1034) IUIIOC A03aTa METPOPMHH, KOATO BEYE € NPUEMaHa.

[Ipy nauMeHTH, KOMTO NPEMHHABAT OT €AHOBPEMEHHO NpUNATraHe Ha CUTATTUNTHH ¥ MeTGOpPMHUH
[Mpy naureHTH, KOMTO NPEMUHABAT OT €AHOBPEMEHHO NPUIATaHE HA CUTAMIUIITUH U METHOPMHUH,
neyeHnero ¢ KOaumer Tpa6Ba aa ce 3anoyHe ¢ 103aTa CUTArIMITHH U METHOPMUH, KOATO BEUE €
np1MemMaHa.

[Tpy_nDauMeHTH, IPH KOWTO HE € MOCTUTHAT 3aJJ0BOJIHTENEH KOHTPOJ C IBOHHO KOMOMHHUPAHO JIeHeHHeE ¢
MaKCHMANIHATa NOHOCHMA 4033 METGHOPMHH U CYIHOHUTY s

Hozara TpabBa aa JocTaBy cuTaraunTHH B A03a 50 mg asa nbTd AHEBHO (100 mg obiua gHeBHA A03a) U
J03a MeTopMHH, ToA0OHA Ha J034aTa, KOATO Beye € npueMada. Korato KO3uMeT ce n3nosispa B
kOMOHHaLMS CbC CYNPOHUTYPES, MOXE /14 C€ HAJOXHU yrnoTpebaTra Ha No-HHCKa 103a CydoHuIypes, 3a
a2 ce HaMaJlH PHCKBT OT XHNorjaukemus (Bx. Touka 4.4).

[Ip¥ NaLMEeHTH, IPH KOUTO HE € MOCTUIHAT 330BOJNTEIEH KOHTPOA ¢ ABOIHO KOMOHHHPAKO JIEYSHHE C
MAKCHMANHATa NOHOCKHMA [03a MeThopMuH U PPARY aroHHcT
Hozata TpabBea Aa qoctaBy cuTaraunTuH 8 A03a 50 mg aea nbTH AHEBHO (100 mg obuia qHEBHA A03a) U
1033 METQOPMHH, NoA00HA HA 103aTa, KOSATO BEYe € NPUEeMaHa.

[Tpy nauueHTH, NPH KOUTO He € [IOCTUIHAT 3aJ0BOJIUTEIEH KOHTPON C IBOHHO KOMOMHHMPAHO IEYEHHUE C
HHCYJAHH W MaKCHMAIHATA NOHOCHMA 1033 METHOPMHUH

Ho3ara Tps6Ba Ja f10CTaBH CUTArIUNTHH B 1032 S0 mg nBa mbTH AHEBHO (100 mg obuwia fHeBHA 103a) U
1032 METQOPMHH, NOJO0HA HA 103aTa, KOATO Bede e npueMaHa. Koraro HOauMer ce n3non3sa B
KOMOHHALMR C HHCYJIHH, HHCKATA 1032 HHCYNMH MOXE /12 € He0OX0AMMA 34 PEAYLUPAHE HA PHUCKA OT
XUoravkemMus (Bx. Tovka 4.4).

3a pa3nu4yHUTE 103K MeThopMuH, O3uMET ce npeanara B KoHuentpauus no 50 mg curar
850 mg merdpopmuHoB xuapoxnopua und ! 000 mg MeThOpMHHOB XHAPOXIIOPHA.

'-"l'-..lnh-rd--‘l'



Beuuky nauuesTd Tpadsa Ja Npoab/oKaT npenopbyaHaTa UM JMETA C aACKBATHO pa3npe/Ie/ICHHE Ha
MpHEMa Ha BbIIIEXHAPATH NPe3 ACHA.

Cneyuannu nonyrayuu

buOpe4vHo yBpexaaHe

He ce Hanara KopekLUus Ha [03aTa NPy NalUeHTH ¢ nexo ObOpeuHo yBpexaaHe (CKOPOCT Ha rMOMEpPYJiHa
duarpauus [GFR]>60 ml/mun). IIpenu 3anousane Ha ieyeHHE C TPOAYKTH, ChAbPXKALIK METHOPMHH,
Tps6Ba na ce Hanpasu oueHka Ha GFR cTofiHocTuTe, a cnel ToBa — NOHE BEAHBLXK roauwHo. Ilpu
MAaLHEHTH C MOBHILIEH PUCK OT MO-HATATBILUHO NporpecupaHe Ha ObOPEUHO YBpeXKAaHE U IPH NALMEHTH B
CTapyecKa Bb3pacT TpabBa Mo-4ecTo Ja ce npaBu oleHKa Ha ObOpeynaTa GpyHKIMS, HANPUMED HA BCEKH
3-6 meceua.

3a npeANOYUTaHE € MAKCHMAaJIHAaTa AHEBHA 10332 MEeTPOPMHUH 1a Obae pa3neneda Ha 2-3 QHEBHH J03H.
(DakTopH, KOUTO MOraT 4a yBeJiMuaT pUCKa OT JlakTaTHA auuao3a (Bx. Touka 4.4), Tpadbsa aa 6vaar
pepasrieaaHy, npeam fa ce oOMUCIY 3aNOUBAHETO Ha JICUEHHE ¢ METPOPMHH NMPH NALKEHTH C
GFR<60 ml/muH.

AKO He e A0cTbIIHA f030Ba hopMa Ha KO3MMeT ¢ afeKBaTHO KOJIMMECTBO HA AKTHBHOTO BELIECTBO, BMECTO
KOMOMHALMA C PrKCHpaHHW A03M TpAOBA Aa ce U3NOJI3BAT OTACIHHTE MOHOKOMITOHEHTH.

GFR mL/min MeTtdopmMun CuTariMinTun

60-89 Maxcumannama onegna 0oza e 3000 mg. | Makcumannama onesna 0o3a e
Mooice da ce obmucau nonudxcasare na 100 mg.
003ama 8v6 BPLIKA C HAMAIAEAHEMO HA

bvbpeunama yHxyua.
45-59 Maxcumannama ornesna ooza e 2000 mg. | Maxcumannama ouneena oosa e
Havarnama oo3a e nati-mMHozo 100 mg.

NOAOBURAMA OM MaKcumaiHama 0o03q.

30-44 Maxcumannama onesna doza e 1000 mg. | Maxcumarnama onesna 0osa e
Havannama 0o3a e Kau-mHo20 30 mg
NOAOBURAMA OM MaKCcuMarHama oo3a.

<30 Memabopmun e npomueonokasan. Maxcumannama onesna 0o3a e
23 mg.

UepHoapobHO yBpexcaaHe
O31MeT He TpAOBa Oa ce U3MO3Ba NPH MALKEHTH C YEPHOAPOOHO yBpeXaaHe (BK. TOUKa 5.2).

CTapyecka BB3pacT
Toit kaTro MeETQOPMHH K CHTArIMATHH Ce EKCKpeTupar upes 0b0peuure, FO3uMeT TpsadBsa aa ce H3nonssea ¢
MOBHULIICHO BHUMAHHE MDY HaNlpeABaHe Ha BbapacTTa. HeobxoaumMo e MmoHuTOpUpaHe Ha Ob0peyHara

byHKIHKA, 33 Aa C€ NOANOMOIrHE NMpeana3saHeTo OT CBbp3aHaTa ¢ MET(POPMHUH JIAKTaTHa allH
Beve B CTapUecka Bb3pacT (BXK. TOUkH 4.3 U 4.4).




[leouampuuna nonyrayus

KomGuHauus oT cutarnunTH # MeTQOPMUH He TpaOBa Aa ce W3N0JI3Ba MPH Jcla H FOHOWY Ha Bb3pacT OT
10 no 17 roanHu nopaamn HeaocTaThuHA edUKaACHOCT. HanuuHUTE MOHACTOALIEM JaHHH CA ONHUCAHU B
Touk# 4.8, 5.1 u 5.2. KoMbuHauus ot cutaradnTiy ¥ MeThOpMUH HE € NPOYUYBaH MpU NMEAHATPUYHH
nauMeHTH Ha Bb3pacT noa 10 roauHu.

Hayux HA IpUHIOKEHNE

1O3umMer TpaOBa 4a ce mpHeMa 1B bTH JHEBHO C XpaHa 3a HAMaJIABaHE HA HEXETAHUTE PEAKLIHH OT
CTpana Ha CTOMAUIHO-YPEBHUS TPAKT, CBbP3aHH C METHOPMHH.

4.3 IIpoTHBONOKA3aHHSA

KO3uMeT € NpOTHROIMOKA3aH MPH NAIUEHTH ChC:
- CBPbXUYYBCTBHTE/THOCT KbM AKTHUBHHMTE BELLIECTBA MK KbM HAKOE OT MOMOLHUTE BELLECTBA,
130poeHH B Touka 6.1 (Bx. Touku 4.4 n 4.8);
- BCEKH THI OcTpa MetaboaNTHA alu103a (KaTo NAKTATHA alKa03a, AuabeTHa KeToauua03a);
- nuabeTHa npekoma;
- TexKO Ob0peuno yapexaaHe (GFR<30 ml/mMun) (Bx. Touka 4.4);
- OCTPH CHCTOSHHS C Bb3MOXHOCT A4 HaMeHsT Obbpeunara pyHKUHS KATO:
- ACXUApaTal KA,
- TEXKH HHPEKLHH,
- LLIOK,
- BbTPECHAOBO MPUNOKEHHE HA HOAUpaHK KOHTPACTHH BELIECTBA (BXK. Touka 4.4);
- OCTPO UM XPOHH4YHO 3a001siBaHe, KOETO MOXKE [a MPUYNHU XHIIOKCHA HA ThbKaHUTE KaTo:
- Cbp/JeyHa UK pecnUpaTopHa HEAOCTATLYHOCT,
- CKOpOILLIEH MUOKapIEeH HH(APKT,
- LIOK;
- YepHOAPOOHO yBpEKAAHE,
- OCTpa aNKOXOJIH& HHTOKCHKALM A, ANKOXO/IHIbM,;
- KbpMEHE.,

4.4 Crhnenmyajnn npeaynpexiacHus K Npeana3HH MEPKH NpH ynoTpeda

O61mu
KO3uMeT He TpsbBa na ce H3noa3Ba Npy nauMeHTy ¢ aabet Tin 1 » He TpsadBa a ¢ U3No0.138a 32
JedyeHHUe HA guabeTHa KeToauuaoaa.

OcCTbp NaHKPEaTHT

Ynotpebara Ha DPP-4 uHxvOUTOpH € CBbp3ata ¢ PHCK OT pa3BHTHE Ha OCTbP NaHKpeaTHT. [laumesTure
TpadOBa Ja ObAaT HHQOPMUPAHHU 34 XapaKTePHUSI CHMIITOM Ha OCTBbP [MAHKPEATUT: MEPCHCTHpALLA, MHOIO
CHUJIHA KOopeMHa bonka. Cea npekparsisale Ha CUTArIMNTHH ¢ce Habn10aaBa OTIIYMSBAHE Ha MTAHKpPEaTHUTa
(cue uau 6€3 MOAABPKALUQ JEUECHME ), HO B MHOTO PEIKH Cllydau € cboO1aBaHO 3a HEKPOTU3UpALL, U/TH
XEMOparuyeH MaHKPEaTHT U/ UK CMBPT. AKO UMa CbMHEHHSA 33 NAHKPEATHT, TPA0Ba Aa CC DPCRPATI
npuema Ha KO3uMeT 1 Apyry HOTEHUMATHO MOLO3UPAHH JIEKAPCTBEHU MTPOAYKTH; ako (41T Jif} 99%\\




NnaHKpeaTHT, npueMbT Ha KO3umer He Tpadpa aa ce Bb30OHOBABA. HeoOX0AMMO € NOBUILIEHO BHUMaHHe
MpH MalMEHTH C aHAMHE3a 33 MAHKPCATHT.

JlakTaTHa aumMao3a
JlaktaTHaTa auHa03a, MHOTO PSAKO, HO CEPHO3HO META00NUTHO YCNHOXHEHUE, HAl-4eCTO HaCTbIIBA NPH

OCTpO BOLIaBaHe Ha 61nOpedHaTa @y HKUUA, KApAHO-pECIHPaTOPHO 3ab019BaHE UM CETICHC.
HaTtpynsaHeto Ha MeT(OPMHH HACTBIIBA NPH OCTPO BIoLIaBaHe Ha OOpeuHaTa PyHKLMS M yBENHYaBa
pPHMCKa OT JIJaKTaTHa alKAo3a.

B cayuyaii Ha gexuapaTtauus (TEXKO NOBpbLUAHE, AHAPHA, TPECKA H/TH HAMAJICH NPUEM HA TEUHOCTH)
TpsiOBa BpeMEHHO J1a CE CIpE NPHEMBT Ha MET(HOPMHUH H € MPENOPLYHTENHO 1A CE YCTAHOBH BPb3Ka C
MEIULMNHCKH CIELIMaINCT.

[TpueMBbT Ha NEKAPCTBEHM NMPOLYKTH, KOUTO MOTaT OCTPO Ja yBpeasaT Onbpeunara pyukuus (kato
aHTUXHNEPTEH3UBHH cpeAcTBa, AuypeTrid ¥ HCIIBC) Tpabea aa ce 3anovHe ¢ NOBULLIEHO BHUMAHKE [1PH
[alJHEHTH, TEKYBAHH ¢ MeT(hOopMUH. JIpYrd pUCKOBH (DAKTOPH 3a AAKTAaTHA ALHAO03a A NPEKOMEPEH
MpUEM Ha alKOXOJ, YePHOAPOOHA HEAOCTATBYHOCT, HEAOCTATLYHO KOHTPONNPAH AHabeT, KeTo3a,
NPOAB/MKKTENHO I'NalyBaHe ¥ BCAKAKBH ChCTOAHMSA, CBbP3aHU € XMIIOKCHS, KAKTO W €IHOBPEMEHHATA
ynoTpeda Ha NeKapCTBEHH MPOAYKTH, KOUTO MOFaT Ja IPHUYMHAT JIAKTATHA auuao3a (Bx. Touky 4.3 u 4.5).

[Mauuenture u/mnn SonHorneaauure TpsdBa Aa ObaaT UHOOPMUPAHH 32 PHCKa OT JJAKTATHA allKa03a.
JlakTaTHaTa aUKA03a CE€ XapaKTepu3upa ¢ allua03Ha AHCIHES, KopeMHa 00Jika, MyCKYIHH KPaMIIH,
aCTEHHA ¥ XHIIOTEPMHA, NOCICABAHM OT KOMa. B ciy4ail Ha CbMHEHHE 33 CHMIITOMY NALUEHTHLT TpadBa
A4 crnpe npueMa Ha MetThopMHUH U He3abaBHO Ja NOTHPCH jekapcka nomoill. JIHarHocTHYHUTE
nabopaTopHK HaAXOAKH Ca NOHHXKEHO KpbBHO pH (<7,33), NOBULLIEHK HUBA Ha N1A3MEHHSA NaKTaT

(>5 mmol/l) ¥ noBHlIEeHa aHUOHHA Pa3UKA U ChOTHOLLICEHHE NaKTaT/IHPyBAT.

Hayuenmu ¢ ycmanogenu wil NOOO3UPAHU MUMOXOKOPUATHU 3000198aHUR.

[Tp1 nalHEeHTH ¢ YCTAaHOBEHH MUTOXOHApHAIHM 3a001ABAHMSA, KATO CHHAPOM Ha MUTOXOHIpHAIHA
eHUedanonaTHa ¢ NaKTaTHa auuzo3a ¥ HHCyaTonoaodHH ennzoau (Mitochondnal Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) » Hacneacreen auaber v riayxora no MakyuHa NHHHA
(Maternal inherited diabetes and deafness, MIDD), MetdopMuH He ce npenopbUBa MOpagH pUCKa OT
000CTpAHE HA JIaKTaTHA aLM/103a YU HEBPOJIOTHYHH YCJIOXKHEHHUSA, KOUTO MOXE 1a A0BE AT AO BJIOLABaHE
Ha 3aD0/1ABaHETO.

B cayuaii Ha npM3Hauy M CHMIITOMHY, nokasateaHy 3a MELAS cunapom unu MIDD, cnen npuema Ha
MeT(HOPMHUH, IeHECHUETO ¢ METPOPMUK TpAOBa 1a CE€ CNpe BeHara U Aa ¢e Hanpasu Obp3a AMarHOCTHYHA
OLIEHKA.

bnrbpeuHa hyHKUHS

[Ipean 3anouBaHe Ha JeueHHETO TPAOBA a ce HanpasH oueHka Ha crofiHocTute Ha GFR u penosHo cnen
ToBa (BX. Touka 4.2). IO03umer e nporusonokasad npu nauueHTH ¢ GFR<30 ml/Muu u Tpsbea pa 6bae
BPEMEHHO CNPSH MPY HANMYKE HE ChCTOAHUA, KOHTO MpoMeHaT Ou0peyunara pynkumns (Bx. Touka 4.3).

XHUNOrJIHKEMHUA




[TauueHTy, nonyuasawy KO3umet B kKOMOUHALMSA ChC CyJIPOHUIYpEst UITH C HHCYJIUH, MOXE Jla ca
H3NI0KEHH Ha PHCK OT XHUnoriaukeMus. Cle0BaTe/HO, MOXKE Aa € HeoOX0AUMO HaMalIsiBaHe Ha 103aTa Ha

cynpOHKRIYpedaTa HIIX Ha HHCYJTHHA.

Peakiiiy Ha CBPLXYYBCTBUTENHOCT
Mma nocTMapKeTHHIOBH ChOOLUEHNUS 32 CEPUO3HH PEAKLIMHK HA CBPBXUYBCTBUTENHOCT MPH NALIMEHTH

IEKYBaHH CbC CHTATIMNTHH. T€34 peakiuy BK/IIOYBAT aHA(HUIaKCHA, AHTHOEAEM K EKCPOTHATHBHHM
ChCTOAHHUA HA KOXKATa, BKJIOYHTENHO CHHAPOM Ha Stevens-Johnson. Hayanoto Ha te3d peakiuu HacTbIBA
B PAMKHTE Ha TbPBUTE TPH MECELA OT 3aN0YBaHE HA JICYEHUETO CbC CUTACTUIMTHH, HAKOH ClIy4Yau
HacThBAT CNeJ AbpBaTa A03a. AKO Ce MoJ03Upa peakUns Ha CBPbXUYBCTBHTENIHOCT, IPHEMDBT Ha
IO3umer TpsaOBa Aa ce npekpaty, Tpabpa Aa ce OUSHAT ApYrH NMOTECHIIMATHU NPUYHHU HA ChOUTHETO U
Tps6Ba /12 ce Ha3HAuW aNTePHATUBHO ieHeHHe Ha auabeTa (BX. Touka 4.8).

bynoseH nembpuronn
[Tp nauuedtH, npremailud DPP-4 HHXHOHTOPH, BKIIOYKHTETHO CHTArTUIITHH, HMa MOCTMAPKETHHIOBH

chOOLLeH s 3a Oyno3eH neMduronn. Ako HMa CbMHeHHA 32 OynoscH neM@uroda, npuemMsT Ha HO3umert
Tpsa0Ba Aa ce NpeyCTaHOBH.

Onepauus
IO3uMmet TpabBa Aa ce crpe Mo BpeMe Ha onepauus noj oba, CluHalHa UM eNUAypaiHa aHECTE3HA.

JleuenueTo MoXxe aa Ob1e Bb30OHOBEHO He NO-paHo OT 48 yaca ciel onepanuaTa UiH Bb300HOBABAHETO
HA XpPaHEHETO Mpe3 yCTa, U NpH ycaoBue ye OpOpeuHara pyHKUHUS € OLEHEHA OTHOBO U € YCTAHOBEHO, Y€
¢ ¢cTabunna.

[IpunoxeHue Ha HOZMPAHHW KOHTPACTHU BELIECTBA

BbTpecsA0BOTO NPUNROKEHUE HA HOAHPAHH KOHTPACTHH BELIECTBA MOXKE Ja J0BEE /IO KOHTpacT-
MHIYUHMpaHa HedponaTHs, BOAEHIA A0 HATPYNBAHETO Ha METGOPMHH U NOBHULUEH PUCK OT JIAKTaTHA
ayugo3a. KOanmer TpsabBa aa ce cnpe nNpeay MM no BpEME Ha MpoLeAypaTa 3a obpa3Ha AMArHOCTUKA U HE
TpsOBa N1a ce Bp30OHOBsABa A0 Haii-Manko 48 yaca cnen ToBa, npu ycnosue ve 6bOpeuHarta GpyHkuUs e
OLiEHEHAa OTHOBO M € YCTAHOBEHO, ue ¢ cTabunHa (BXK. TOUKK 4.3 H 4.5).

[TpoMsiHA B KIMHWYHHA CTATYC Ha NANHUEHTH C KOHTpoaupad Anader Tun 2

[TauuenTu ¢ aunaber Tvn 2, npeamn Tosa A0Ope KOHTpoIMpaH ¢ KO3UMeET, KOUTO pa3BUBAT OTKJIOHEHUS B
nabopaTopHHU NMOKA3ATENH HIM KNHHUYHO 3abonsBade (Hal-BEYE HEACHO MM Cabo RePUHUPAHO
3abongaBane) TpaOBa He3a0aBHO AA CE OLCHAT 3a HAJTMYHME HA KETOALM/103a MM JIJAKTaTHa auua03a.
OuenkaTta TpabBa 1a BKIIOYBA CEPYMHK €NMEKTPONMTH H KETOHHM, KPbBHA 3axap H ako ce Hanara pH Ha
KPbBTA, HUBA HA NAKTaT, MHPYBAT U MeTQOPMHH. AKO Ce MMOSBH aUHa03a, B KOATO U Aa € ¢opma,
neyeHHeTo TpsOBa na ce cnpe He3abaBHO M TPKOBA Ja Ce npeaAnpUEMaT NoAXOARLM [1POTHBOACHCTBAILIHN
MEPKH.

Hedunuurt Ha BUTAMUH B,
MetdhopMHUH MOXE 1a HAMANH CEPYMHHUTE HHBA HA BUTAMUH Bi;. PUCKBT OT HUCKH HMBA HA BUTAMUH
B2 ce yBennuasa ¢ yBe/lnUyaBaHe Ha J03aTa MET(POPMUH, MPOABIKUTEIHOCTTA HA JIEYEHHUETO W/ UK
PU MALUUEHTH C PUCKOBU (PAKTOPH, 33 KOUTO € H3BECTHO, Y€ MPUUUHABAT AePULUMT Ha BuTaMuH Bi;. B
cjydyail Ha CbMHeHue 3a JePUUUT Ha BATAMUH B2 (KaTO aHEMHA KM HEBPOIIATHS ), CEPYMHHUTE
Ha BUTaMUH Bz Tpa6Ba na ce npocneasear. [lepuognuto npociaenssase Ha BUTAMUH Bis
HaJTOXH MpH NaUHEHTH ¢ puckoBU (akTopu 3a AchuumT Ha BUTAMUH Bio. Tepanudra ¢




Tpsi©Ba Aa NpOABIKH, JOKATO C€ MOHAcA A00pe U HE € MPOTHBONOKA3aHa, U 1 C€ OCHTYPH
MOAXOASILO KOPHTHPAILO JeyeHHe 3a AeDULHUT Ha BHTAaMHH B2 B CbOTBETCTBHE ¢ HACTOALLMTE
KJIMHUYHH HACOKH.

[ToMOLIHH BEUIECTBA
To3W AeKapcTBeH MPOAYKT CbABPXA O-Manko oT 1 mmol natpuii (23 mg) Ha Tabaerka, T.e. MOXe Ja ce

Kaxke, 4e€ [IPAKTHYECKH HE ChIbPAKA HATPHH.

4.5 B3anmoaeilicTBHE ¢ APYIH JeKAPCTBEHH NPOAYKTH M APYr# QOpMH HA B3aHMo/lelicTBHe
EIHOBpEeMEHHOTO MHOTOKpaTHO npujaraHe Ha CUTarMnTH (50 mg ABa MeTH AHEBHO) U METPOPMHH
(1000 mg aBa NbTH AHEBHO) HE € MPOMEHKIIO 3HAYHTENHO (PAPMAKOKMHETHKATA KAKTO HA CHTAlJIUTITHH,

TaKa # Ha MET(OPMHH NTPH NALMEHTH € AHA0ET THI 2.

He ca u3BbpuuBany NpoyuBaHus 3a papMaKOKMHETHYHM JIEKapCTBEHH B3auMozeAcTsus ¢ 103umer; obave
TAKKBA fIPOYYBAHHA Ca MPOBEXKJAHH C OTASNHUTE aKTHBHU BEUIECTBA, CUTATJIUIITHH U METHOPMHH.

He ce npenopbuBa ChbIbTCTRAlA YIOTPEDa

AJIKOXON
AJIKOXOJIHATA HHTOKCHKALIMA C€ CBbP3Ba C MOBHIIEH PUCK OT JAKTATHA allia03a, 0cOOEHO B Cllydad Ha
rinajayBake, HefloXpaHBaHe WM YepHOApoOHA HEQOCTATHYHOCT.

ﬁonupaun KOHTPACTHHU BellleCTBa

IO3uMer TpaOBa 3a1BKHTENHO Ja Ce CIpe Mpeiu UK NO BpeMe Ha Npoueaypara 3a odpasHa
JHarHocTHKa U He TpabBa Ja ce Bb30OHOBABA 40 Hal-Manko 48 yaca clies TOBa, [IPH YCIOBHE Ye
ObOpeuHaTa QPyHKUMA € OLEHEHA OTHOBO U € YCTAHOBEHO, ue € crabuiiHa (BX. TOUkH 4.3 n 4.4).

KomOHHaLIMK, M3UCKBALLK NpeANa3Hi MEPKH NIPH ynotpeda

Hsxou nexapCTBeHH NPOAYKTH MOTraT Ja ¢e oTpas3sT HebnaronpusTHo Ha 6bOpeuHaTa QyHKLUMS, KOETO
MOXE Aa YBERHYY pHCKa OT jakraTHa auunno3a, Hanpumep HCIIBC, BRIIOUHTENIHO CENEKTUBHY
uHXHOuTOpH Ha uuinookcurenasa (COX) I, ACE nuxuburopu, aurnoreHsunn 1l peuenropun
AHTarOHUCTH H AUYPETHLH, 0COOeHO OpHMKOBH AUYpeTHUM. IIpu 3anoyBaHeTo wnM ynorpebara Ha
TakHBa NPOAYKTH B KOMOHHaLMA ¢ METPOPMHH € HEOOXOAMMO BHUMATEIHO MPOCNEAABAHE Ha
OnOpeunara PyHKLUA.

CounbTCcTBallaTa ynoTpeba Ha NeKapeTBEHH MPOAYKTH, KOUTO NOBRUABAT OOLIATE TPAHCIIOPTHH CUCTEMH
B OuOpeunnTe TYOYAH, BKtoueHH B 60peYHOTO eiuMKpaHe Ha MeTQOPMHH (HaNp. HHXHOUTOPH Ha
OpraHH4HHuA KaTHOHEH TpaHcnopTep-2 [OCT2])/MyATUREKAPCTBEHHA U TOKCHH-CKCTPY AHpAaLLl NPOTEHH
[MATE)] kaTo paHO/a3uH, BaHACTAHKO, AOMyTEerpasHp U UHMETUIHH), MOraT [a MOBUIIAT CHCTEMHATA
eXCMo3uLMA Ha METQOPMKMH M 14 YBENHYAT PUCKA OT NaKTaTHa auuao3a. T'pabea aa ce obMUCNAT non3uTe
H PUCKOBETE OT ChIIbTCTBAlLATa ynoTpeba. Tpsbsa Ra ce 0OMHCIN BHUMATEIHO NPOC/IEAABaHE Ha
FIMKEMUYHKASA KOHTPOJ, aJanTHpaHe Ha 103aTa B paMKHTE Ha NpenopbuyHTEIHaTa JO3HPOBKA H NPOMEHH B
neyeHneTo Ha AuadeTa, KoraTo TakMBa NEKAPCTBEHH MPOAYKTH C€ NpHUJIaraT €qHOBPEMEHHO.




I MIOKOKOPTUKOUAUTE (IPUNATAHHU MO CHCTEMEH M JIOKANEH NbT) O€Ta-2-arOHUCTHTE U JUYPETHUHTE UMAT
MPUCHLIO XHneprinkemMuuHo aeficreue. [Taynenture Tpabsa na ce unpopMUparT U MO-YECTO Ja U3MEpPBAT
KpbBHATA CY 3axap, 0co0EHO B HAYAIOTO HA JIEYEHHETO ¢ TAKMBA JIEKAPCTBEHH NPOAYKTH. AKO €
HeoBXOAUMO, 103aTa Ha aHTUXHUIIEPrIMKeMUYHUA JIEKapCTBEH NpOAYKT Tpsibsa ja ce ajanTupa No BpeMe
Ha JIeYeHHE C APYTHA NEKAPCTBEH NPOAYKT U NPYU HEMOBOTO NpEKpaTABaHE.

ACE-uuxubuTOopHTe MOraT 2a MOHHXKAT HUBATA HA KPbBHATA 3axap. AKO e HeoOxonuMo, 103aTa Ha
AHTHXHMNEPTIUKEMHUUYHHA NEKAPCTBEH NPOAYKT TpADOBA fa ce afanTHpa Mo BpeME Ha JIEUEHHETO C APYTrud
NIEKAPCTBEH NPOAYKT U NIPH HETOBOTO MPEKpaTABAHE.

EdekTH Ha APYrH JEKAPCTBEHU NPOAYKTH BbpPXY CHTANIMIITHH

In vitro ¥ KTHHUYHHUTE AAHHU ONHUCAHH M10-40JY NPEANONAraT, Y€ PUCKBLT OT KIIHHHYHO 3HAYHMH
B3aUMOENCTBHA (IpH €AHOBPEMEHHO NPHICKEHHUE C APYTH JIEKAPCTBEHH NIPOAYKTH € HUCHK.

In vitro npoyuBaHus Moxkas3Bar, Y& OCHOBHUS €H3HM OTrOBOPEH 3a OrpaHHYCHHUSA META0OIHIBM Ha
curarnunTul € CYP3A4, ¢ yuactue na CYP2CS. [Ipn nauueHTH ¢ HopmanHa 6u0peyHa QyHKUMA,
MeTabonU3MbT, BKIIOYUTENHO U upe3 CYP3 A4, urpae caMo MaJika poJisi B KIHPBbHCA HA CHTATJIHNTHH.
MeTaboau3MbT MOXKE 1a HIpae Mo-BaxHa pPoJis MPH eIMMUHHPAHETO HAa CHTarMUNTHH B YCJI0BUA HA OCTPO
ObOpeuHo yBpexaaHe uin TepMuHania O0pbpeuna HepgoctarbdHOCT (ESRD). Ilopaan ta3u npuyuHa €
BB3MOXHO MOWHM HHXUOUTOpH HA CYP3A4 (Hanp. KETOKOHA30J1, HTPAKOHA30/, PHTOHABUP,
KJapUTPOMULIHH) 4 MPOMEHAT (apMaKOKHHETHKATA HA CHTArIUITTUH NPY NALHEHTH C TeXKO ObOpeuHo
yspexzaaHe unn ESRD. Edektute Ha mownute CYP3A4 unxubutopu 8 yciaoBus Ha 6bv0peuno
yBpeX/1aHe HE Ca OUEHABAHH MTPH KJIHHHYHO NMPOYUBAHE.

In vitro npoy4BaHHs 3a TPAHCNOPTA TOKA3BAT, Y€ CUTATVIMIITHH € CYOCTpaT Ha p-rJAUKOMPOTEHHA U
TpaHcnoprepa Ha opraHuuHU aHHOHK-3 (OAT3). OAT3 MeaAHHUpaHHUAT TPAHCNOPT HA CHTAlIUIITHH Ce
ruxubupa in vitro ot npobeHeura, BHIPEKH Y€ PUCKBT OT KJIMHHYHO 3HAaHKMH B3aHMOACHCTBHA CE CMsTa

38 HUCBK. EfHOBpeMeHHOTO npuioxkeHHe Ha OAT3 uHXUOUTOPH HE € OUEHEHO In vivo.

Hurxnocnopun: [lposeneHo e npoyuBaHe 3@ OLCHABAHE Ha €EKTa Ha UMKIIOCTIOPHH, MOLLEH HKXHOUTOP
HA P-TJIHKONPOTEHHA, BEPXY HAPMAKOKHHETUKATA HA CUTArNUNTAH. EAHOBPEMEHHOTO APHNOKEHHE HA
eAMHKWYHA nepopanna A03a 100 mg CUTarniMNTHH K eAMHHUYHA nepopanHa a03a 600 mg UHKIOCNIOPHH
noBawasa AUC U Cpax Ha CUTATIUIITHH CbOTBETHO € Npuban3uTento 29% n 68%. Tesun npoMeHH BbB
(papMaKOKWHETUKATA HA CHTArMIITHH HE CE€ CMATAT 33 KNIMHHYHO 3HAYUMH. brOpeyHHaT KNUpBHC Ha
CHUTArIMNTHH HE € 3HA4YHTENHO NpoMeHeH. CneaoBaTenHo, He ce O4aKBaT 3HAaUUMH B3aUMOCHCTBHS C

APYTd HHXHOUTOPHU HA P-rIIMKONPOTEHHA.

EQEeKTH Ha CHTarAMNTHH BbPXY APYIH NE€KAPCTBEHH MPOIYKTH

Huzoxcun: CUTarNmMnTHH UMa c1ab edekT BbPXy 1a3MeHaTa KOHUSHTPpAaLUHa Ha aurokcud. Caen
npuaaraHeTo Ha 0,25 mg AWrOKCHH eqHOBpeMeHHO ¢ve 100 mg CHTarMMNTHH AHEBHO B NPOABLJKEHHE HA
10 auu, nnasmenata AUC Ha AurokcHH HapacTsa cpeaHo ¢ | 1%, a nnasmenara Cmex cpeaHo ¢ 18%. He ce
npernopbusa KOPUrHpaHe Ha A03aTa AUTOKCHH. B ChLIOTO BpeMe, NAaLUHEHTUTE ¢ PUCK OT AUMOKCHUHOBA
TOKCHUYHOCT TpAOBa Aa ObaaT NpoCneasBaHM 3a TakaBa, KOraTo CHTArMUINTHH M IUTOKCUH Ce NpHarat

CAHOBPEMCHHO.




In vitro JaHHWTE NOKA3BaT, Y€ CHTArTHIITUH He NOTHCKA U HEe HHAYUMpa CYP450 uzoensumure. I1pn
KIMHUYHH NPOYYBAHUS CHTATIMIITUH HE TPOMEHS 3Ha4YUMO (PapMAKOKHHETHKATa Ha METGOPMHUH,
rnubypua, CHMBACTATHH, PO3UIJIMTA30H, BaphapHH WM NEPOPANHH KOHTPAUENTHBH, NaBaHKH in vivo
AQHHH 32 MaJlKa BEpOATHOCT OT MpeAH3BUKBAaHE HA B3aUMOAEHCTBHA CbC cyOcTpaT Ha CYP3A4,
CYP2C8, CYP2C9 u Tpancnoprepu Ha opranudty kaTnoHn (OCT). Curarnuntun moxe aa 6sae cnad
HHXHOUTOP Ha P-TIIHKONPOTEHHA In VIVO.

4.6 Depraauter, OpeMeHHOCT H KbpPMeEeHe
bpeMeHHOCT

HsaMa nocTaTbyHO AaHHY OT ynoTpedarta Ha CUTArNUNTHH NpH OpeMeHHy xeHu. [Ipoyusanus npu
KMBOTHH TOKA3BAT PENPOAYKTHBHA TOKCHHHOCT NPU BUCOKH J03M CHTArTHIITHH (BX. TOUKa 3.3).

OrpaHH4eHHATE JAHHY NIPEAnonaraT, Ye yrnorpedara Ha METQOPMHH NpH OPEMEHHH HE € CBLP3aH ¢
MOBHIIEH PUCK OT KOHI'EHUTAIHU Maaopmauuu. [IpoyuBanusTa ¢ METQOPMHUH IIPH XKHUBOTHH HE
[I0Ka3BaT BpeAHH eeKTH BbB Bpb3Ka C HpeMEHHOCTTA, eMOPHOHAIHOTO W (DETANHOTO PAa3BHTHE,
paXXZaHEeTO UM NOCTHATATHOTO pa3BUTHE (BXK. TOUKa 5.3).

KOsumer He Tpsa6Ba na ce H3N0A3BaA MO BpeMe Ha OpeMEHHOCT. AKO NaUMUEHTKAaTa UeKa Aa 3abpeMeHee HiH
aKO HacTLIK OpeMEeHHOCT, IeYeHHUETO TPstOBA 1A ce NpeKpaTH v NaLMEeHTKAaTa [a NIPEMHHE Ha JISHEHHE C
HHCY/IHH Bb3MOXHO HaH-CKOPO.

KbpMeHe
He ca nposexaaHu npoyyBaHUsl NPH KbPMELLKH XXUBOTHH C KOMOHHHPAHHTE aKTUBHY BEIIIECTBA HA TO3H

NieKkapcTBeH MpoAyKT. [Ipu nmpoyuBaHHs NpOBEXKAAHU € OTAE/THHUTE aKTHBHU BEILECTBA U CHTANIHIITHH, H
MeThOPMHH Ce eXCKPEeTHPAT B MJIIKOTO HA NaKTHpallu 1ibxose. [IpH xopa MeTQopMHH Ce eKCKpPETHpA B
KbpMaTa B MaJIKU KO1M4YecTBa. He e H3BECTHO AaNH CHTarIMNTHH CE EKCKPETHPA B KbpPMaTa.
Cneposarento KO3uMer He TpAOBa 1a ce M3NOJ3Ba NPH KEHU, KOUTO KbPMAT (BX. TOYKa 4.3).

DEPTHINTET
JlaHHHTE OT NPOYYBAHUA MPH KUBOTHH HE NPEANOIAraT BIHAHHE BbpPXY PEPTURHTETA HA MBKKH U

YMEHCKH MJBXOBE MPU TPETHPAHE ChC CUTATNIMITHH. JIMNCBAT AaHHK NPH XOpa.
4.7 EdexkTn BbpXxy cnocobHocTTa 32 1opHpaHe 41 paboTa ¢ MALIHHHA

IO3uMeT He NOoBJKABA UIH NOBJHABRA MpeHeOpexx Mo cnocodHOCTTA 3a WwodupaHe U paborta ¢ MawunHy. B
CBILLOTO BpeMe NMpH wodupare unu pabora ¢ Malivuy, Tpabsa 1a ce UMa NPEeABHI, Y€ MPH CHTATTUIITHH
ca JOKJaJBaHH CAy4au HA 3aMaiBaHE H CbHIMBOCT,

OcseH TOBa, MaLMEHTHTE TPAOBA Aa Ce NPeAyNPEkKAABAT 32 PUCKA OT XHNOraukemus, koraro IO3uMmer ce
U3M10N3Ba B KOMOMHALIUS ChC CYIPOHUIYPERHO NPOU3BOIHO UIIK C HHCYITHH.

4.8 HexeaaHH JJeKapCcTBEHH peaKuiHH

Pesrome Ha npoduaa Ha 6e30nacHOCT
Hsma rnpoBecHH TepaneBTHYHK KIKHUYHH npoyuBanus ¢ FO3umer Tabnetku, Ho GuoekBUBaNE
Ha KOMOHWHALMSA OT CHTArJIMIITHH ¥ MET(POPMHEH € JOKa3aHa NpH eAHOBPEMEHHOTO MPAUJT
CHUTATJIHNTHH H MeTHOPMHUH (BXK. TOHKA 5.2).
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ChobiuaBaHy ca CepHO3HH HEXKENaHH PEAKLMH, BKAOYUTENHO MAHKPEATHUT U PEaKLIWHK Ha
CBPBLX4YBCTBHTENHOCT, ChoOLIaBaHa e XHITOTIMKEMHS IPH KOMOWHALMSA ChC CYNPOHNITYPEHHO
npon3BoAHO (13,8%) u ¢ uacynuH (10,9%).

CuTaridnTiHH ¥ MeThOpMUH

Tabauuer cCnUCsLK Ha HEJICeAanume peaxyuu

HexenauuTte peakiidy ca H30poeHH no-aony ¢ npenopbuBaHuTe oT MedDRA TepMuHU cnopes CMCTEMO-
opraiHa knacudukauus u abconrorna uecrora (Tabnuua 1). Ilo yecTora ce onpeReAT KaTo: MHOTO YECTH
(>1/10), wectd (>1/100 no <1/10), weuectu (=1/1 000 go <1/100), peaxn (=1/10 000 ao <1/1 000), MHoOrO
peaxu (<1/10 000) u ¢ HeussecTHa yecTOTA (OT HATUYHUTE JAHHU HE MOXE Aa ObJE HarnpaBeHa OLEHKA).

Ta6auna 1: YecToTa H2 HEXKENAHHTE PERAKLIHH YCTAHOBEHH HO BPEeMe HA Nianebo-KoOHTPOIHPAHH
KJIHHHYHH MPOYYBAHHSA CHC CHTAIVIMIITHH ¥ METPOPMHH CAMOCTOATEIHO H NIPH
NOCTMAPKETHHIOBHA ONHUT

Hexelana peakuus YecToTa HA HEXKEJIAHATA PeaKI|Hs

HapyuieHnsa Ha KPLBTA H JIHM(QHATA CHCTEMA

TPOMOOLMTONEHHS peaxu

liﬂpYﬂHﬂﬂﬂlHﬂIMHYHHHT&CMWWEMﬂ

peakuMi Ha CBPbX4YBCTBHUTENHOCT, BKIIIOYHTEIHO C HEM3BECTHA 4YECTOTA
aHahHUIAKTHYHH OTTOBOPH !

HapyumieHHs Ha MeTab0/1H3Ma H XPRHEHETO

XUnornuxkeMus’ YeCTH

HAMaJIEHHE HAa HUBaTa Ha BUTaMUH By/nedpuunt’ YECTH

HapyumiesHHsi HA HEPBHATA CHCTEMA

CbH/IHBOCT HCYCCTH

PecnupaTopHH, TPb/AHA H MEAHACTHHAIHH

HApYLIeHNS
HHTepcTHLHANHA Genoapobha 6onect’ C HEU3BECTHA 4eCcToTa
CToMaIIHO-YpEeBHH HAPYILEHHS

Avapus HEUYEeCTH

rajeHe YECTH

pnatyneHuus 4eCTH

3aneK HE4YeCTH

fo0sKka B ropHaTa 4acT Ha KopeMa HEYECTH

MOBPbLLAHE YECTH
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OCTBD MaHkpearur C HEM3BECTHA 4€CTOTA

dataneH u HedaTalcH XeMopars4eH H C HEHM3BECTHA YECTOTa
HEKPOTH3HPAIL| TaHKPEATUT

HapylieHHs HA KOKATA H NOAKOKHATA THKAH

| IpYpHTYC' HEYECTH

anrsoeneM ' C HEH3BECTHA YECTOTA
o6pus’,t C HEH3BECTHA YECTOTa
ypTUKapusd - C HEH3BECTHA YECTOTa
KOXEH BacKyJUT C HEH3BECTHA YECTOTA
exCONHATHBHH KOXHH 3a00NBaHNs, BKIIIOUUTETHO

CHHApOM Ha Stevens-Johnson "t ¢ HEH3BeCTHA HettoTa
6yno3eH nempurons C HEM3BECTHA YECTOTA
Hapymennsi Ha MycKyJ/THO-CKEJIETHATA CHCTEMA H

CLEIHMHHTEIHATA ThHKAH

apTparus C HEM3BECTHA YeCTOTa
MRAIrUA C HEM3BECTHA 4ECTOTA
6o/ka B kpalHuuuTe’ C HEH3BECTHA YECTOTa
6osika B repba’ C HEU3BECTHA YECTOTA
apTponaTus’ C HEM3BECTHA YECTOTA

Hapyuiennsa sa 6n0peunTe 1 NHKOYHHTE NHTHLIA

HapylleHa 6b0peuHa GpyHKUHA C HEU3BECTHRA YECTOTA

ocTpa 6LOpeUHa HeAOCTATHUHOCT C HEU3BECTHA YeCToTa

“HexenanuTte peakliMy ca UAeHTH(OHULHpPaHH NO BPEME HA [IOCTMAPKETHHIOBOTO HabmoaeHH e.
* Bux Touka 4.4.
¥ Buxre npoyueanemo 3a 6e30RacRocm RO OMHOULEHUE Ha cupoeuHo-cvoosama cucmema TECOS no-

J0IYy.

Onucanne Ha N30paHd HEXENaH peaKLuy

Hsaxou HexenaHu peakumny ca Hab0aaBaHHU O-4eCTO NPH Npoy4YBaHus 3a KoMOKHKMpaHa ynotpeba Ha
CHUTArIMATHH U METHOPMHUH C APYTd aHTHAMA0ETHH NIEKApCTBEHH NPOAYKTH B CPABHEHUE C NPOYUBAHUSA
Ha CHTArMHNTHH H MET(OPMHH CAMOCTOATENHO. Te BKIIOUBAT XHITOTJIMKEMHS (KaTETOPHA Ha YeCcToTa
,,MHOI'0O YeCTH”’ CbC CyIOHUNYpeliHO NPOU3BOAHO HIH HHCYNHH), 3aneK (,,4eCTH CbC CY.IPOHUNYPEHHO
[IPOU3BOAHO), NepudepeH oTokK (,, 4eCTH” ¢ MHOTIUTA30H) ¥ rNaBOOOIME U CyXOTa B YCTATa (,,HEUECTH ¢
HHCYJIHH).

Cumazrunmun
[Ipy npoyuBaH#s BbPXY MOHOTEPANHUS CbC CHTArIUNTHH 100 mg BEAHBXK AHEBHO CAMOCTOATEN
cpaBHEHHE ¢ nmaanebo, CbobLLeHUTE HeXellaHH peaKUHHU ca r1aBodoNHE, XHIOTJIHKEMHS
3aMafBaHe.
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Cpen Te3u NaLUMeHTH HexenaHuTe CbOUTHA, ChODIIABAHU HE3ABHCHMO OT NPUUYHMHHO-CIIEACTBEHA BPh3Ka C
JIeKapCTBEHHS NPOAYKT, C 4eCToTa Hai-Manko 5%, BKIOYBAT HHPEKLIHHY HA FOPHUTE OUXATEIHH MbTHLUA
¥ HazodapuHruT. OCBEH TOBA, ¢a CbOOLIEHH OCTEOapTPHT U DOJIKA B KpaHHULIHTE, C YECTOTA HEYECTH
(>0,5% no-BHCOKa cpell YHACTHHULIUTE, MOMYYNIA CHTAMNUIITHH, OTKOJIKOTO Ta3¥ B KOHTPOJIHATA rpyna).

Memabopmun

CTOMAaIHO-YPEBHH CUMIITOMH Ca ChOOLIaBaHW MHOTO YE€CTO NPH KITMHUYHH IPOYYBAHUA H TIPH
nocTMapkeTuHronara ynorpebda Ha MmeTdopmuH. CTOMaLIHO-YPEBHHTE CHMNTOMH KaTo rajcHe,
MOBpPbBILAHE, A4apHs, 00/Ka B KopeMa M 3aryfa Ha anetuT ce NOABABAT N0-4eCTO NPH 3aro4BaHe Ha
JIEYEHHETO H B MTOBEYETO CIy4YaH NMPEMUHABAT CNIOHTAHHO. JJONBAHUTEAHY HEXKENAaHH PEAKLIMK, CBLP3aHH
¢ MET(OPMHH, BKIIHOUBAT MeTalleH BKYC (M€CTH); aKTaTHA alu03a, HapyLICHUs Ha YepHoaApoDHaTa
byHKLHA, XENATHT, YPTHKAPHS, EPUTEMA U ChPOEXK (MHOTO pelKH).

KarteropuuTe 1o yecrora ce OCHOBaBaT Ha Hanu4Hara MHGopMaurs B KpaTkara xapakTepuCTHKaA Ha
npoAyKTa Ha MeThopmuH, ogobpeHa B EC.

[leguaTpuyHa NOmyjiaius
B KIHHHYHY NPOYYBAHUA ¢ KOMOMHALIUA OT CUTArMTHUIITHH H MeThOPMHH NPH NMEAHATPHYHK NALMEHTH CBC

saxapeH auabet Tun 2 Ha BB3pacT oT 10 1o 17 roaunu npoduabT HA HeXENaHUTE peakuuy KaTo UAno €
CPaBHHM C TO3H, HaO/lofaBaH Npu Bb3pacTHU. [1py negnaTpuyHH NaLMEHTH, KOUTO Ca WK HE €A Ha
OCHOBHO JICYEHHE C HHCYJIHH, CUTArIMIITHH C€ CBBP3BA C OBHLLUEH PHCK OT XHUNOTTHKEMMUA.

Ilpoyusane 3a bezonachocm no omuouenue Ha cvpoeyno-cvoogama cucmema TECOS

M3nuTBaHeTo, OLeHABAIO ChbPACHHO-CBAOBUTE PE3YIITATH NPH JIeHCHHE ChC CHTarnUNTUH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxatousa 7 332 nauueHTH, JI€KYBaHU CbC
100 mg cutarnuntuy gHeBHO (Mau S0 mg AHEBHO, aKO U3XOAHHUTE CTOMHOCTH HAa U3YHC/IEHATa CKOPOCT Ha
rnomepynHa ¢punrpauns (€GFR) ca >30 u <50 ml/mun/1,73 m?), u 7 339 nauueHTH Ha niauebo B
intention-to-treat (ITT) nonynauusra. JIpete neuenus ca nobaseHn KoM oOHUaHHUTE IPUXKH CBHITIACHO
MecTHHTE cTanaaptu 3a HbA . ¥ cbpaeHHO-CHA0BH PHCKOBY PpakTopH. ODOLIaTa YeCcToTa Ha CEPHO3HHTE
HexXenaHH CbOMTHS NPH NatiHEHTH, MOJMYYaBALN CATANIANTHH, € CXOAHA C Ta3H NPH NALUHEHTHUTE,
nojiyyasarum nuanedo.

B intention-to-treat monynauusaTa cpe/ MalUEHTUTE, KOMTO U3NOM3BAT HHCYJIUH W/HAK CyRPOHUITypes HA
M3XOJIHO HMBO, Y€CTOTATA Ha TEXKKA XUIIOrTUKeMHus € 2,7% npy mauueHTUTE, TEKYBAHH ChC CHTATTWNTHH
H 2,5% npH nauueHTUTE HA nauebo; cpea NauUEeHTHTE, KOUTO HE U3MOA3BAT HHCYJIMH U/ UK
CYIDOHUTYpEs Ha HIXOAHO HUBO, YECTOTATA Ha TEexXKA xunoriaukemus € 1,0% npH nauneHTHTe, IEKYBaHH
¢hC cuTaraunTiH U 0,7% npu nauuentute Ha nnauebo. Yectorara Ha NOTBBPACHH CHOUTHUS, OTAABAHH HA
naHkpeatuT, e 0,3% npu nauMeHTUTE, JJIEKYyBaHH Cbe cuTarninTuH U 0,2% npu nauueHTUTe Ha nuauedo.

CrobuiaBaHe HA NOA0IUPAHU HEXETaHU peaKIIUH
C10o0LUaBaHeTo Ha NOAO3MPAHU HEXKENaHU peaKllMy Clie pa3peiaBaHe 3a ynorpeba Ha JIeKapCTBEHHS
MPOAYKT € BaXHO. ToBa Mo380J5Ba Aa NPOALIDKH HA0MOACHHETO HA CHOTHOLWIEHHETO NON3a/pHCK 3a
nReKapcTBeHHUs npoaykKT. OT MEAMLIMHCKUTE CNCLMAMKCTYH C€ W3NCKBA Ja CLoOLaBaT BCAKA TOA03UpaHa
HEXXeNaHa peakiiid Ype3 HallMOHATHA CHCTEMA 3a cboOllasaHe KbM M3nbiHHUTEIHATA areHUHA N0
nexapcTnara, yu. ,,JlamsaH ['pyeB” Ne 8, 1303 Codus, ten.: +35928903417, yebeaiit: www.bd

4.9 Tlpego3upaHe
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[Ipu KOHTpONYpaHH KJAHMHHYHH [TPOYYBAHHKA CbC 3APAaBH YYACTHHLM Ce NpHJIaratT e{HOKpaTHHi 1034 40
800 mg cutarnunTuH. MHHKMANHO yabmkasaHe Ha QTc, KOETO HE ¢€ CHHTA 3a KIIHHHYHO 3HAYHMO, Ce
HabJ0aBa 1IpH eAHo npoyysaHe ¢ A03a ot 800 mg cutarnuntry. HaMa onut ¢ no3u Haa 800 mg npu
KJIMHHYHH npoyyBaHud. [1pu npoyusanus Paza [ ¢ MHOTOKpaTHO NpUiaraHe, HAMa CBbP3aHH ¢ N03aTa
KITMHUYHHE HeXelaHH eKapCTBEHH peakuuu, Habro1aBaHy NPU CUTANTUIITHH € 1034 10 600 mg aAHEBHO
3a nepuoau A0 10 auun u 400 mg aAHeBHO 3a nepHoOAH A0 28 AHH.

[onsamo npenosupade ¢ MeThOpPMHH (HIH €AHOBPEMEHHO ChILECTBYBALL PUCK OT NAKTATHA aUMA032)
MOX€E Aa J0Beje A0 NaKTaTHA alMA03a, KOATO € CNelleH MEAHLIMHCKH Cltydalt » TpabBa Ja ce neKysa B
6onnuLa. Haii-eexTuBHUAT METO/ 3a OTCTpaHsBAaHE HA JaKkTata K MeTHOpMUHA € XeMo1Uann3ara.,

[Ipn kAMHWUHYK npoyuBaHus npubausurenHo 13,5% or fo3ata ce oTcTpaHgBa 1pH NpoAb/DKasaila 3- 20
4 yaca xeMoaKnanun3Ha cecus. [Ipn npeueHka 3a KI¥HHYHA HEOOXOAHMOCT MOXKE J1a C€ NPSANPHEME T10-
NPOoAbIKUTENHA AManu3a. He € u3BeCTHO Aanu CUTArJIMITHH CE IHATIM3HPA NPH NEPHTOHEATHA THANIH3A.

B cayuaii Ha npeno3upate € noaxoAsllo Aa e mpeanpueMaT 0OMKHOBEHHTE NOAABPXKALUK MEPKH, KATO
OTCTpaHsABaKe Ha HeabcopOHpaHHus MaTepyan OT CTOMAaLIHO-YPEBHHA TPAKT, KIIWHHUYHO HAbMmoaeHKe
(BKITIOMUTENHO U €IEKTPOKapAHOrpaMa) 1 MpH HYXAa 3an0yYBaHe Ha NOAABPKALIO JICUCHHE.

5. GOAPMAKOJIOrNi4HHU CBOHUCTBA

5.1 ddapMaKoAHHAMHYHH CBOUCTBA

(DapmakoTepaneBTH4HA rpyna: AHTHAHAOETHH JIeKapCTBa, KOMOWHAUMH OT NEPOPanH jJeKkapcTsa 3a
HamangBsaHe Ha KpbBHaTa 3axap, ATC koa: A10BDO7

FO3umer koMOMHMpA ABa AHTHXKHMEPrIKKEMUYHH JEKAPCTBEHH MPOAYKTA ¢ AONMLIBALL €& MEXAHH3bM Ha
nedcTBye 3a noaoOpABaHE HA TMUKEMUYHUS KOHTPOJ NPH NaUMEHTH € AMAabeT TN 2: CUTATNHUIITHH ,
aunentuaun nentuaasza 4 (DPP-4) nuxubutop v MeTGOPMUHOB XHAPOXIIOPU A, NPEACTABHTE/l HA KNaca Ha
OUrBAHUAMHHUTE.

CUTArTHNTHH
Mexanusem na deticmgue
CHUTarninTyuH € NepopaHo aKTHBEH, MOLLEH H BUCOKOCENEKTUBEH UHXUOUTOP HA EH3MMA QUMENTH AU
nentuiaasa 4 (DPP-4) 3a neuenne Ha auadet tun 2. UHxubutopute ra DPP-4 ca knac BewecTsa, KOUTO
JefcTBAT KaTo eHXaHCepH Ha HHKpeTUH. Upes nHxubupaHe Ha ed3uma DPP-4, cutarannTuH nosudilasa
HUBATa Ha J1Ba U3BECTHH AKTHBHH HHKPETHH XOpMOHaA, rntokaron-noaodbHus nentua-1 (GLP-1) u
rI0K03a-3aBUCHMUA HHCYIMHoTpores nonvnenTtu (GIP). MukpeTnHuTe ca 4acT OT eHAOrMEHHAa CUCTEMA,
YYyacTBaLLA BbB (PHINONOMHUHATA pEryNallis Ha rIKOKO3HATA XOMeocTasa. Korarto KoOHUEHTpau1uTe Ha
KpPbBHATa 3axap ca HopManHH uiu nosuuiedd, GLP-1 u GIP 3acunsar cuHTe3a v 0cBOOOXK1aBaHETO HA
MHCY/HH OT naHkpeaTuuHuTe OeTa-knetku. OcBeH ToBa, GLP-1 HaMmansiBa cexpeuusTa Ha rilOKaroH ot
MAaHKpeaTHYHHUTE anda KNeTKH, BOAESHKH 10 HAMANEHO NPOH3BOACTBO Ha YepHoApoOHa ratoko3a. Koraro
HHUBATA HA FNII0KO3a B KPLBTA €4 HUCKH, OCBODOXKAABAHETO HA HHCYJIMH HE Ce CTUMYNUPA U ce
rMIOKAroH He ¢ noTucka. CHUTAarIMnTHH € MOUIEH X BUCOKO CeJIEKTHBEH HHXUOUTOD Ha
He HHXUOHpA CXOAHUTE No cTpykTypa eH3umu DPP-8 unu DPP-9 B TepaneBTHYHH KO
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CHTarJiMITHHE CE pa3jiiyaBa Ho XMMHYHA CTPYKTYpa U papMakolorHiHo AeHcTBHE OT aHano3ute Ha GLP-
1, HHCYJHH, CYNMOHHTYPEA UK MEIHTHHHAH, OMIBAHWAWHY, AarOHUCTH HAa aKTUBHPAHHUS OT NEPOKCH3OM
nponudeparopa rama-peuentop (PPARY), anda-rmokosnaasuu HHXHOMTOPH H aHAJIO3H HA aMHJIHH.

[Ipy ABYAHEBHO MPOYYBaHE HA 3/IpaBK YHACTHHIH, CHTATJIMIITHH, MPHJIOKEH CAMOCTOATENIHO, OBHLIIABA
aktuBHaTa GLP-1 koHueHTpailusa, 1oKaTO METQPOPMUH NPUNOKEH CAMOCTOATEHO, MOBUILIABA AKTUBHATA
1 obuwara GLP-1 kOHUEeHTpauUsd B CXOAHa CTENEH.

EnHOBpeMEHHOTO NMpHUiaraHe Ha CHTAIIMIITUH M METQOPMHH UMa aUTHBEH €EKT BbpDXY aKTHBHATA
GLP-1 koHuentpaunsa. CUTArUITHH, 32 pa3iiKa oT MeTPOpMHKH, NoBHILIABa akTHBHAaTa G]P
KOHLIEHTPAL1A.

Knunuuna ecpuxacnocm u 6ezonacrnocm
Karo uano, cCUTaraunTuH nogodpsasa riaHKEMHYHHUS KOHTPOJ, KOraTo Ce M3I1013Ba KaTO CAMOCTOSTENIHO

UJIM KOMOMHHMpAHO JIeYeHUe NpH Bb3PACTHU MaLUMEHTH ¢ AHabeT THn 2.

[Tpy KJIHHHAYHHK TIPOYYBAHUA, CUTAMIUIITHH KATO MOHOTEPANHA noAobpsABa rIYKEMHUUHHS KOHTPOJ Ype3
3HAYUTENHO HaMasleHHe Ha xeMornoouH A (HbA\ ) ¥ raroko3ara Ha riajHo U CIea XpaHEHE.
HamanenyeTo Ha njasmeHara rinokosa Ha rinagHo (FPG) e nabinrogaBaHo Ha 3-1a ceIMULA, TbPBATA
BpeMEBa TO4Ka, B koATo € naMepeHa FPG. HabaroaBanarta yectoTa Ha XHNOTTUKEMUS NIPHA MaLUEHTH,
NeKyBAaHH CbC CUTANMUNTUH € NofoOHa ¢ Tasu npu naauedo. TenecHOTo TErno He ce e YBeNHUHIIO CIIPAMO
H3XOAHHUTE CTORHOCTH NMPHU NeUeHNe Cbe cuTarmunTul. Habnionasano e nogodbpeHune Ha CyporaTHUTE
Mapkepu Ha dyHKIHOHUpaHe Ha OeTa-kneTkute, B ToBa YKcio HOMA-P (XoMeocTaseH Moaen 3a OlieHKa-
B), ChOTHOLIEHHETO HA NPOUHCYINH KbM HHCYJIMH H [IOKa3aTeNnuTe 38 peakTUBHOCT HA DeTa-KNeTKHTE NpH
TECTa 3a TONCPAHTHOCT MPH YECTO JaBaHe Ha XPaHa.

[TpoyuBaHus CbC CUTATMUNITHH B KOMOHHAUWSA ¢ METQOPMHH

[lpu 24-ceaMuuHO MnayedO-KOHTPOIHPAHO KITHHHYHO NPOYUYBAHE 3a OLIEHKA HA €PHKACHOCTTA M
6e3onacHocTTa NpH J00assHe Ha cHTaraMnTHH 100 mg BeAHBXK AHEBHO KbM CBLUECTBYBALLO JICHEHUE C
MeT(HOPMHH, CHTAMIMNTHH OCUIYPABA 3HAYUTENHO NOAOOPpEHHE HAa TMTHKEMHYHHTE ApaMeTpH B
cpaBHeHHe ¢ nnauedo. [IpomsiHaTa CNPAMO H3XOAHHTE CTORHOCTH HA TENECHOTO TEIJIO € NOACDHa 1pH
MalUEHTH, NEKYBAHH CbC CUTArIMNTHH cnpamMo mnauebo. [Ipu Tosa npoyysame uma nogobHa yecToTa Ha
CIy4aH Ha XMNOrIHKEMHA NPH MALHEHTH, IEKYBAHH ChC CHTAMNHIITHH HIK 11aaledo.

[Tpy 24-ceamuuno nuanedo-kOHTPOAUpaHO haKTOpaniHo NPoyYBaHE HA HAYANHO JICUECHUE, CHTArAMIITHH
50 mg nBa nbTH AHEeBHO B koMOuHauug ¢ MeTgopMHuH (500 mg unu 1 000 mg aBa NbTU LHEBHO) ce
MOCTHUTa 3HAYHTEIHO NoA0OpeEHHE HA MNTMKEMUYHHUTE NMapaMeTpy B CpaBHEHHE C BCAKA MOHOTEPAIHA.

HamaneHnero Ha TeIeCHOTO TEra0 MpH KOMOHHALMATA CHTArTMNTHH U MEeTGOPMUH € Nog0OHO Ha TOBa
Ha0J1104aBaHO TTPH METHOPMHH CAMOCTOATENHO HIlK Maledo; HAMa [IPOMAHA CIIPAMO U3XOZHHTE
CTOUHOCTH NMPH MaUMEHTH Ha CUTAlVIHIITHH CAMOCTOSITENHO. YecToTaTa Ha XHUITOrTHKeMHS € NoaobHa cpel

JIEKyBaHUTE PYIIH.

[IpoyuBaHe cChC CUTAMAMNTUHH B KOMOUHALMS ¢ METHOPMUH U CyPOHHIYpESA

24-ceAMHUYHO MIauebo-KOHTPOAMPAHO KINHHYHO NpOoyYBaHe € NiaHHpaHo Aa OUeHH e(pHKaCHOCTTa U
6eszonacHoCcTTa Ha cUTaraunTrH (100 mg BeagHbX AHEBHO) NpubaBeH KbM MNIMMENUPU] (CAMOCTOATENHO




CHTArUIITHH “MaT cn1abo nopuileHHe Ha TenecHoTo Terno (+1,1 Kg) B cpaBHEHHE ¢ TE3u, NOJNy4aBaIu
nnauebo.

[IpoyuBaHe chC CHTArIUNTHH B komMOuHauus ¢ meropmud v PPARY aronucr

26-ceAMHYHO MIaLeGo-KOHTPOAHPAaHO NPOYUBAHE e NpeJHA3HAYCHO 1A OUCHH e(HMKACHOCTTA K
oesomacHocTTa Ha cutarunTrH (100 mg BeIHBX AHEBHO), A00aBEH KbM KOMOMHALUS HA MHOTJIMTA30H U
MeThopMHH. JI00aBAHETO HA CUTATIMIITHH KbM MHOMIATA30H U METHOPMHH, OCHTYPABA 3HAUUTEIIHH
nogoOpeHus Ha ITUKEMHYHNUTE napameTpH. [TpoMsaHaTa B TENECHOTO TETNO OT H3XOAHO HMBO € MoRo0OHa
Ha TA3W [P MAUMEHTH, JEKYBaHHU ChC CUTATIMNITHH, B CpaBHeHKe ¢ mauedo. Yecrorara Ha
XUMMOTNTMKEMH S CBLIO € MoAOOHA NPH NAUHEHTHTE, IeKyBaHH CbC CUTArIHNTHH UK mnauebo.

[IpoyuBaHe Ha CUTArJIMIITUH B kKOMOUHALHUA € METHOPMHH W HHCYTHH

24-ce IMHYHO NNaLeb0-KOHTPOIHPAHO KIIHHUYHO MPOYYBaHE € MpeaHa3Ha4YeHo 1a OUEHH €(EKTHBHOCTTA
U 6ezonacHocTTa Ha cutarnunThH (100 mg BeaAHBX AHEBHO) A06aBeH KbM HHCYNHH (TIpY cTabuiHa 103a
3a Haii-Manko 10 ceamMuuu) cbe unu 6e3 MeTopmun (Han-manko 1 500 mg). I1pu nauueHTH, NpreMaluH
[peABAaPHTENHO CMECEH HHCYNIUH, cpeaHaTa AHeBHa 103a € 70,9 U/aueswo. Ilpy nauneHTH, npuemainy
HecMeCeH NPEABAPHTENHO (MEXKIUHEH/TPOABKHTETHOACHCTBALL) HHCYIHH, CPpEAHATa AHEBHA 032 €
44 3 U/gnesHo. JanHuTe oT 73% OT NaLHEHTHTE, KOHTO ca npuemani MeTHOpPMHH ca NIPEACTABEHH B
Tabnuua 2.

obaBaHETO HA CHTArNIMNTHH KbM HHCYJIHH OCUIYPABA 3HAUMTENHO NoAoOpeHHe HA TTHKEMHYHUTE
napaMeTpd. HamMa 3HauKTenHa NPOMAHA 8 TEIECHOTO TErIO OT U3XOAHOTO HHBO B JBETE TPYIIH.

Ta6auua 2: Pesyarata 3a HbA, . npa naanebo-KoHTPOIHPAHH NPOYYBAHHA ¢ KOMOHHHpaHO
JieyeHHe ChC CHTATJIMNITHH H MeThopMHUH?

CpenHH Kopurupana, cnpamo
ﬂl:reﬁﬂocm Ha Cpearia npoMsitia un:ueﬁop (:pe,uﬂap

IlpoyuBaHe COPAMO HIXOJHO ’ o
H3X0QHO HHBO uiso HbA,. (%) npomsana Ha HbA,. (%)
HbA . (%) ' (95% CI)

Curarnuntud 100 mg

BE/IHBX AHEBHO, 100aBeH 3.0 07 -0.7%

KbM (DOHOBA TEPAIUA C ' ' (-0.8, -0.5)

methopmun' (N=453)

Cutarnuntvs 100 mg

BeIHDBXK JHEBHO, 100aBeH

KbM (JOHOBA TEpanusi ¢ 2 3 0.6 -0.9"

FAUMENTHPAL + ' ' (-1.1,-0.7)

MeTHOPMHH

(N=115)

Curarnuntus 100 mg 8.8 -1.27 0.7

BEAHBX AHEBHO f00aBeH (-1.0, -0.5)

KbM (POHOBA TepaluA ¢

NAOTJHUTA30H +

MeThopMuH’

(N=152)
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Cutarnuntus 100 mg 8.7 -0.7% -0.584
BEJIHbXK AHEBHO, 10DaBeH (-0.7,-0.4)
KbM (POHOBA TEpANus ¢
MHCYNHH + MeTdopMuH'

(N=223)

Hayanxo nevyeHne (1Ba
IbTH AHEBHO)" -1.6%
cuTarninTuH 50 mg + 8.8 -1.4° (-i 8,-1.3)
metpopmut 500 mg o

(N=183)

HauanHo nedeHue (aBa
MbTH JHEBHO): RRE:
cutaraunTil 50 mg + 8.8 -1.9° (-é 3, -1.8)
meTgopMuH 1 000 mg o
(N=178)

* TTonmynauusTa OT BCHYKH NeKyBaHU nauueHTu (intention-to-treat aHanus).

t Haii-MankuTe CpeJHU KBaJIpaTH ¢4 KOPUrHPAHHU CIIPSMO CTaTyCca Npyu NpexoaHOTO
AHTHXUIIEPrIUKEMU4HO JIeYEHHE H CTOHHOCTTa Ha H3XOAHO HUBO.,

1 p<0.001 B cpaBHeHME ¢ nnanedo uny naauedo + KOMOMHHUPAHO JICUECHHE.

| HbA . (%) Ha 24-Ta ceamuua

YHbA | (%) Ha 26-Ta ceqmuua

§ Haii-Mankute cpeiHH KBaApaTH €& KOPUTrUpaHu 3a ynotpedara Ha HHCYJIHH fpH BU3UTA |
(npeABapUTE/IHO CMECEH CPELLy HECMECEH MMPEABAPUTEIHO {MEXIHHEH HIIH MPOABIDKHTEIHOAEHCTBALL]) #
K3X0Ha CTOHHOCT.

[Ipu 52-ceIMHYHO MPOYYBaHE, CPaBHABALLO €(PUKACHOCTTA H O6€30NacHOCTTa NpH J00aBAHE HA
cutarnunTHH 100 mg BeAHbX OHEBHO WK [NTHNK3KA (CYIPOHUTYPERHO MPOU3BOAHO) MPH NALUNEHTH C
He 00BP rAMKEeMHUYEH KOHTPOJ IPY MOHOTEPAanHs ¢ METHOPMHUH, CUTATTHIITHH € NoAo0eH Ha rITHNU3UA
npy noHmwxkasaHeTo Ha HbA . (-0,7% cpeaHa npoMsHa CrIpsMO U3XOAHHUTE CTORHOCTH Npes3 cemulia 52,

CbC cpeaHa cToliHocT Ha HbA: oT npubansurenso 7,5% B aAsete rpynu). Cpeanara f03a riIunu3u
M3MOJ13BaHAa B rpynara 3a cpaBHeHue € 10 mg aHeBHO KaTo nprbau3ntenHo 40% OT nauMeHTHTE Ce

HYXAa8T OT 1033 MTUNU3KA <5 mg/AHEeBHO MO BpeMe Ha npoyuBaHeTo. Obaue, noseye NaLMeHTH OT
rpynarTa Ha CHTAFIMIITHH €A MPEeKbCHANIW NOPaay JIMNCA Ha ePHKACHOCT, OTKOJIKOTO B rpynarta Ha
ravny3ua. [TauneHTyuTe neKyBaHu ¢bC CUTArJIUNTHH NMOKA3BAT 3HAUUTEIHO CPEAHO MOHHKEHUE CIIPIAMO
M3XOJHUTE CTOHHOCTH Ha TenecHOTO Terio (-1,5 Kg) B CpaBHEHHE CbC 3HAYUTENHO TOKAYBAHE HA TEMJIOTO
MpH NALUKCHTH nonyyasanu raunusug (+1,1 kg). B ToBa npoyuyBaHe, OTHOLUEHHETO MPOHHCY/IHH KbM
MHCYTHH, MapKep 3a €(peKTHBHOCTTA HA MHCYJIMHOBHA CHHTE3 H 0CBODOXK AaBaHe, ce 1o100psBa Cbe
CUTArJMIITHH H Ce BJOLLABA NPH JEYEHHE ¢ MNMNK3nA. Hectorara Ha XHNOTJIHKEMHA B IpylaTa Ha
cuTarJunTiH (4,9%) e 3HaUUTENHO MO-HUCKaA OT Ta3W B rpynarta Ha raunu3uz (32,0%).

24-ceAMHYHO N1aLedO-KOHTPOJUPAHO KNHHUYHO NTpOYyYBaHe, BKIouBallo 660 nauuenTy e

peAHa3HauYeHo Ja OLeHHU ePUKACHOCTTA BOJACILA 10 HAMANISIBAHE HA UHCYIMHOBUTE IO3H U

6esonacHocTTa Ha cHTaravnTyH (100 mg BeAHBXK AHEBHO), KOraTo e npudaBeH KbM UHCYIIHH TiapKUH

che unu 6e3 merdopmuH (noHe 1| S00 mg) no BpeMe Ha MHTEHAK(PUUKHPAHETO HA HHCYTUHOBATA F¢ AT

[Tpn nauueHnty, npuemaiiin MeTQOpMHUH, H3X0HaTa CTOHHOCT HA HbA: ¢ 8,70% H Havan ;.-’f_’ RO nﬂh

nHcyauH € 37 1U/nuesHo. TTalneHTHTE ca HHCTPYKTHUPAHH 14 THTPUPAT TAXHATA A03a UH J,./ Nl ﬂ%ﬂx f\:’fg \
WA T AT N .
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Bh3 OCHOBA Ha CTOIHOCTHTE HA KPbLBHATA 3aXap Ha IajIHO, H3IMEPEHH YpeE3 KPBBEH TECT ¢ YOO aHe Ha
npbera. [Ipy nauuMeHTHTE, MpUEMaUIn METPOPMHH, HA 24-Ta ceAMHLIA, YBEIMUABAHETO HA JHEBHATA 1034
HHCYJIHH € 19 IU/nHeBHO npy nauueHTH, NEKyBaHU CbC cUTAarnunTHH U 24 [U/IHEBHO NpH NaUHEHTH Ha
nnatebo. [TonmxasaneTo Ha HbA . npH NauMeHTH, NEKyBaHH CbC CUTAMTHIITUH, METQOPMHH M HHCYIIHH €
-1,35% B cpasuenue ¢ -0,90% npu nauMeHTH, JeKyBaHH ¢ ranebo, MeTQOPMHH ¥ HHCYIHH, pa3ivKa OT -
0,45% [95% CI: -0,62; -0,29]. YecroTaTa Ha XUnoriukemus € 24,9% rnpu naumeHTH, N€KyBaHH ChC
CUTATTHIITHH, MeTOPMHH U KHCYNUH U 37,8 % npu nauueHTH, neKyBaHH ¢ nnauedo, MeTGopMHUH U
MHCYJIHH. Pa3nnkaTa ce AbJIKH OCHOBHO Ha MO-BUCOKUSA NPOLICHT NALMEHTH B rpynara Ha nnaueoo,
H3INWUTANH 3 WY NOBeve eny304a Ha xunorinMkeMud (9,1 cnpsamo 19,8%). Hsama pasiuka 8 4ecrorara Ha

TEKKA XHITOTMTUKCMHUA,

MeTdopmMuH

Mexanuzwm na deticmaue

MetdopMuH e OMrBaHUIHH C AHTHXHIEPTIIMKEMUYEH €PEKT, MOHMKABALL KakTO OasanHaTa, Taka 1
naasMeHaTa rioKo3a cjiel xpaseHe. Tol He CTHMYJ/IHpa HHCYTHHOBATA CEKPELMS U CIIEAOBATE/IHO He
Npeau3BHKa XHIOTJIKKEMHUA.

MetdopMmuH MOXe fa aefiCTBa N0 TPM MEXaHU3MA:

- ypes HaMaJiaBaHe NPOAYKLUATA HA 4epHOApOoOHA rMioKo3a ypes UHXHOUpaHE Ha MIIOKOHEOreHesaTa
W IIMKOT€HO/IM3aTa

- B MYCKYJIUTE, Hpe3 yMEPEHO NOBULIABAHE HA MHCYJIMHOBATA 4YBCTBUTEIHOCT, noacOpaABaitku
neprEepHOTO MOCMaHE U YCBOABaHE HA IIOKO3a

- ype3 3abaBsaHe Ha abcopbuuaTa HAa IrNMIOKO32 B ThHKUTE YEPBA.

MeTtdopMUH CTUMY/IHPA BbTPEKNEThYHHSA CUHTE3 HA MIMKOTEH 4pe3 BL3ACHCTBHE BbPXY MUKOMeH
cuHTeTazara. MeTopMHH MOBHILABA TPAHCIIOPTHUA KanalMTeT Ha crneuMdUUHd TUIIoBe MeMbpaHHu
TpaHcnoprepd Ha rmoko3ara (GLUT-1 u GLUT-4)

Knunuyna egpuxacnocm u bezonacrocm

[Tpn xopaTa, He3aBUCUMO OT ACHCTBUETO CH BbPXY AUKEMUATA, METQOPMUH UMa ONaronpusATHH edekTH
BbPXY NHNKAHHUA MeTaboin3bM. ToBa ce A0ka3Ba NpH T€paneBTHYHH KOHLEHTPALHH B KOHTPOJIHPaHH
KIMHKYHY OpOYYBAHHS CbC CpeAHA NPOALIKUTEIHOCT WIH AbJATOCPOUYHH KIHHHUYHK NIPOYUBAHUS:
MeT(POpMHH Hamansea obuwius xonecrepo, LDI.c M HYBaTa Ha TPUTIKLIEPpUANTE.

[TpocnekTuBHOTO paHaoMu3npaHo (UKPDS) npoy4Bake € yCTaHOBHIO ABATOCCPOYHATA M0/13a OT
HHTCH3WBHHSA KOHTPOJ HA KpbBHATA 3axap npy AxHabet Tun 2. AHANU3BLT Ha PE3YJITATHTE NPH MALKWEHTUTE
C HAJJHOPMEHO TErNO, NEKYBAHH ¢ MeTHOPMUH CIEA HEYCNEX € AUETA CAMOCTOATENTHO MOKa3BaT:
- 3HAYMTENHO HaManeHHe Ha aDCOMOTHUA PHCK Ha CBLP3aHWTE ¢ AMadeTa yCIOKHEHHA B IPynara Ha
mMeTdopMuH (29,8 cubuTHA/l 000 nauneHTOroANHK) CIPpAMO AHETA CAMOCTOSITENTHO
(43,3 chbuTHa/1 000 nauneHToroanHu), p=0,0023 u cnpamo rpynute Ha KOMOUHALUS CBC
cysdorunypes u MoHotepanus ¢ HHCYNHH (40,1 cebutna/l 000 nauuentoroaunuu), p=0,0034
- 3HAYMTETHO HaMasieHHe Ha abCONOTHUA PUCK OT CBbP3aHaTa ¢ AMadeT CMBPTHOCT: METHOPMHH
7.5 cx6utust/1 000 naureHTOroANHY, aHeta camocrtosuTenHo 12,7 cxbutus/1 000 nauueHTOroaAnHHM,
p=0,017
- 3HAUMTENHO HaManeHe Ha abCOMIOTHUA PACK OT 00LLaTa CMBbPTHOCT: METOOPMHUH
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13,5 cuButus/1 000 nauueHTOroAHHH cnpaMo aueta camocroarento 20,6 cuburus/1 000
nauuexdtoroguum, (p=0,011) u cnpamo rpynure xKoMOMHUpaHa CYIPOHHIYPES U MOHOTEPANHA C
WHCYTHH
18,9 ¢cubutnsa/l 000 nauuentoroanuu (p=0,021)

- 3HAUUTENIHO HaManeHHe Ha abcomoTHHA PHCK OT MHoKapaeH HHpapkT: metdopmut 11
cuOutra/l 000 nauneHToroauuu, nuera camoctoaTenHo 18 cuburua/! 000 nauneHToroguHH,

(p=0,01).

TECOS e panaomu3upano npoyusase npu 14 671 nauuentd B intention-to-treat nonynauuara ¢ HbA .
>6,5 1o 8,0%, ¢ yCTaHOBEHO ChPAEUHO-CHAO0BO 3a00nABaHe, KOUTO NOAYYABAT CUTAraunTHH (7 332)

100 mg anesHo (unu 50 mg nHeBHO, aKo U3xoaHuTte croiiHocTy Ha eGFR ca 230 u <50 mi/Mun/1,73 m?)
unu nnauedo (7 339), nobaseHu KbM 0OHUYAKRHWTE MPHXKH ChINIACHO MECTHHUTE cTaHAApTH 3a HbA | 1
CbpPACYHO-CHAOBH puckoBH daktopy. Tauentu ¢ eGFR <30 ml/mun/1,73 m? He ca BKnOYEHH B
npoyypanero. YU3cnensanara nonynauus smousa 2 004 nauxeHTH Ha Bb3pacT =75 roauHu v 3 324
nauuenTH ¢ 6u6peuno yspexaane (eGFR<60 ml/mun/1,73 m?).

[To Bpeme Ha npoy4BaHeTO, O0LIaTa H34MCIIEHa cpeHa pa3dnvka (SD) 8 crofinocTure Ha HbA 1. Mexay
IPyNUTE HA cUTarauntTuH M nnauedo e 0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

n"prH‘-lHaTﬂ n:paﬁﬂa TOYKA MO OTHOLICHHUE Ha ChPACUHHO-CbACBATa CUCTEMA € CBCTABHa OT ITbpBdTa i0ABa
Ha CbpACYHO-CbA0BA CMBPT, HEd)aTaﬂeH MHOKApACH HHCbapI(T, HE(I)B.TEUISH HHCYIIT HITH XOCIMKHTAIH3alHA
nopaau HecTabHuHa CTCHOKapIHA. BTOPH‘-IHHTE Kp&ﬁHH TOYKH MO OTHOUWCHUHEC Ha CepACHHO-ChA0BATA
CUCTEMA BKNKOYBAT MbpBaTa NOsABRa HA CbPDACYHO-CBROBA CMBPT, He(baTﬂJ'lEH MHOKA4pJICH HHd)ﬂpl{T HIiH
HEd)&TﬂIIEH HHCYIT, bpBata Moasa Ha HHIAUBUAYAITHHTC KOMIIOHCHTH HAa MbPBHYHATA CbCTaBHa, obla
CMBPTHOCT H XOCINHTAIN3AUHH [OopaJn 3aCTOHHA ChpAC€HHA HEAOCTATHDHHOCLT.

Cnea npocneasBaHe ¢ MegHaHa Ha MTPOABJDKMTENHOCT OT 3 rOAUHH, CHTATJIMIITHH HE MOBHLLIABA PUCKA OT
rOJIEMH HEXENaHHU ChpAeYHO-CbA0BY CbOUTHA HITH PHCKA OT XOCIHTAH3ALUKA NOPAiH ChbpAeYHa
HEeJOCTAThYHOCT, KOraTo ce A00aBs KbM OOMUYaHHHUTE PHIKM MIPH NAUUEHTH C AUabeT Tun 2 B cpaBHeHHe C
obuuaiinuTe rpwxu 6e3 cutarnunTtdH (Tabauua 3).

Tatanua 3: YecToTH Ha KOMOMHHPAHH CHLPASYHO-CHAOBH Pe3y/ITATH H HA KJIFOYOBH BTOPHYHH
pe3yATaTH

CHATarannTHH ITnauebo
100 mg
YecToTa YecroTa
Ha 100 Ha 100 Koedpunuent
NANHEHTO- NAalHEeHTO- | HA PHCKA p-
N (%) | roamuu* | N (%) | rognnn* | (95% CI) | crofinoct'
AHanu3 B Intention-to-Treat nonyaanunara
| Bpo#i MauHeHTH | 7 332 7 339
ITupBHYHA CHCTABHA
KpaHHa TOYKa
(CrpaeqHo-cbROBa CMBPT, | 839 851 0,98 (0,89-
HedaTaleH MUOKAPACH (11,4) | 4,1 (11,6) 14,2 1,08)
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[ T

HHpapkT, HedaraneH

UHCYJIT HJIH

XOCMUTAIU3aLHSA, TOPAIH

HecTabunHa CTEHOKApAHSA) il

BTOpHYHA ChCTABHA

KpaHHAa TOYKA

(Cbpae4HO-CbIOBA CMBPT,
I HedaraneH MHOKapACH

nugapkT UM Hepatanen | 745 746 0,99 (0,89

HHCYIT) (10,2) | 3,6 1 (10,2) | 3,6 1,10) <0,001

BropsueH pe3yaTart

Cowpaeuro-cha0Ba CMBpT | 380 1,7 366 1,7 1,03 (0,89- 0,711

| (5.2) | (5,0 1,19)

BcesikakbB BUA MHUOKApAeH

uHbapkt (daTaneH u 300 316 0,95 (0,81-

HedaTaneH) (4,1) 1,4 (4,3) 1,5 iL,11) 0,487
L . r —

BceskakbB BUR HHCYNT 178 183 0,97 (0,79-

(daraneH u HedaraiieH) (2,4) 0,8 (2,5) 1 0,9 1,19) 0,760

. | 1

Xocnuranusauus nopazy | 116 129 0,90 (0,70—

HectabunHa creHokapaus | (1,6) | 0,5 (1,8) I 0,6 1,16) 0,419
| + L

CMBpPT nopaiid BCAKAKBA 547 537 1,01 (0,90

IpUyYHUHa | (7,5) | 2,5 ‘ (7,3) Jr2,,.5 1,14) 0,875
| Xocnuranusayus, opaiu

ChbpAEYHA 228 229 1,00 (0,83

HEAOCTATbYHOCT? (3,1) 1,1 (3,1) 1,1 1,20) 0,983

* Yectorara Ha 100 nauueHToroguHy e usuncaena xaro 100 x (obuus 6poit naudenTyd ¢ >1 cpbutHe no
BpEME Ha JIONMYCTHMHUA NEPUOA Ha €KCIMO3ULIKUSA CnpAMO o0ilinAa Opoil MauMeHTOroANHH Ha NMPOCIEAsSBAHE).
+ Bb3 ocHoBa Ha Mojen Ha Cox, cTpatuHLMPaH MO PETHOH. 3a CbCTABHUTE KpaliHn TOYKH,
P-CTOMHOCTHUTE ChOTBETCTBAT HA TECT 32 HEUH(PEPHOPHOCT, THPCELL 1 MOKAKE, Y€ KOCPHLUHEHTBT HA
PHCKa € MO-MaTbK 0T 1,3. 3a BCHUKH ApYrH KpaiHH TOUKH p-CTOHHOCTHUTE CbOTBETCTBAT Ha TECT 33
PA3NIHKUTE B KOCDHUILIMEHT Ha pUCKa.

1 AHaNU3BT HA XOCIMHTANH3AUMATA TOPaRH CbPAECHHA HEJOCTATbYHOCT € KOPHTHPaH 3a aHaMHeE3a 3a
ChbpleyHa HERAOCTATHUHOCT HA H3XOIHO HHUBO.

[lenuatpyiHa NONyJalus

Esponeiickara areHuus no JekapcTaara ocBo00X1asa OT 3aIb/DKEHUETO 3a IPEAOCTABSIHE HA
pe3y/ITaTHTE OT NPOYYBAHHUATA C pePEPEHTEH JEeKApCTBEH NPOAYKT, ChbAbPXKALL CHTArIMATHH/METHOPMHUH
BbB BCHYKH NMOATPYIH Ha NeJUaTpU4YHaTa nonylaums cbC 3axapeH auaber tun 2 (Bxk. Touka 4.2 3a
HH(pOpMaLMa OTHOCHO ynoTpeba B neguaTpusTa).

BesonacHOCTTa ¥ €PHXACHOCTTA NPH A0OABAHE HA CUTATJIUNITHH NPU NMEAUATPUYHHE NALMEHTH HA Bb3PacT
ot 10 g0 17 roayuu ¢ guabeT THN 2 M HEAAEKBATEH FIIMKEMHUYCH KOHTPO HA METPOPMHH, Cb
WHCY/IMH, ca OLEHEHHU B JBE NPOYUYBAHMS 3a NEPHO] OT 54 ceamul. JlobaBsiHeTO HA CUT
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(NpUIOXKEH KaTo CHTArMUNTUH+METHOPMHH WM CUTATMITTHH +METHOPMHUH C YIBJDKEHO OCBOOOK1aBaHE
(XR)) e cpaBHEHO ¢ fo0assHeTO Ha Nialebo KoM MeTGopMHUH UK MeTdopMuH XR.

Maxap ¥ a2 ce IeMOHCTPUPa NPERBL3X0ACTBO MO OTHOLWEHHE NoHmwKaBaHeTo Ha HbA. 3a
cHTarmMnTHH+MeThopMun/cutarnuntTiH-+MeTdopmur XR nax Merdopmun va ceamuua 20 npy cOopuus
aHa/IU3 OT TE3H JBE NPOYYBAHHS, PE3YNTATHTE OT OTAC/IHUTE NPOY4BaHHs ca HeChBMeCTHMH. OCBEH TOBa,
He ce HabawnaBa No-BUCOKA ehHKACHOCT HA CHTArTHNTHHMEeThOopMUH/cUuTarnunTuH+MeThopMuH XR 8
cpaBHeHHe ¢ MeT(OPMHH Ha ceamuua 54. CrieposarenHo, FO3uMmer He TpAOBa /1a ce U3non3sa rnpu
neaHaTpMUHHM MalMeHTH Ha BB3pacT ot 10 A0 17 roanHyu nopaau HEAOCTaTbyYHA EPHKACHOCT (BX. TOYKA
4.2 3a uHopMaLUg OTHOCHO ynoTpeda B nejuaTpusTa).

5.2 @apMaKOKHHETHYHH cBOHCTBAa

HO3umMmer

[TpoyuBaHHsATa 32 GHOEKBHBAJIEHTHOCT NPH 3APaBH YUACTHHLH [10KA3BAT, YE€ CHTATIHITTHH/MET(POPDMHHOB
XHApPOXJOpHI KOMOUHHpaHu TabeTkH ca OHOEKBHBAICHTHH Ha €{HOBPEMEHHOTO NPHIIOKEHHE HA
CHTArJMNTHH ¥ MeTOPMUHOB XHAPOXJIOPHUA KATO OTACAHH TabNETKH.

CnenHvTe JaHHH NOKa3BaT (PApMaKOKHHETHHHUTE CBONCTBA Ha OTAE/IHHTE AKTHBHH BELIECTBa Ha
HO3umer.

CHvTaraunTHH

Abcopbyus

Cnen nepopanHo npuiokeHue Ha Ao3a 100 mg Ha 3/paBH YHaCTHUUH, CUTAVIMIITHH OBp30 ce abcopbupa,
¢ IOCTHraHE HA TIHKOBH [JJA3MEHH KOHUEHTpaUuHK (MEAHAaHA tmax) | RO 4 Haca cae pUIoKEHHETO,
cpeana mnasMeda AUC Ha cutarnuntud 8,52 pMxh, Che 950 nM. ABcontoTHaTa OMOHATHYHOCT Ha
CUTArHNTHH € npudausutento 87%. Toi KaTO NPUEMaHETO HA CHTATTIHIITHH EAHOBPEMEHHO ¢ boraTa Ha
Ma3H{HU XpaHa He NOoBIWABA (papMaKOKHMHETHKATa, CHTArJIMNTHH MOXE Aa ¢ npuiara ¢ win 6e3 xpaxa.

[1nasmenata AUC Ha CHUTarnunTHH Ce NOBULIABA MO 4034 NPOMOPLHOHANIEH HAYHH.
J103a-nponopuUHOHANHOCT HE € YCTAHOBEHA 38 Cmax U Cr4usca (Cmax C€ MOBULLIABA TTOBEYE OT
A032-TIPONOPLHUOHATHO, 4 Cagugcs C€ YBEIHYABA [10-MAJIKO OT 1032-NPONOPLHOHANIHO).

Pasnpeoenenue

CpeanusaT obeM Ha pas3rpe/ie/ICHUe B CTALMOHAPHO CHCTOAHUE CE] SHOKPATHA UHTPABEHO3HO
npuioxeHa 1o3a ot 100 mg cuTaraMnTHH Ha 34paBU YYacTHHUM € npubansntenHo 198 mutpa.
dpakuusTa CHTArIUNTHH 0OpaTHMO CBbP3aHa C MJIa3MEHUTE MPOTEHHK € HUCKa (38%).

buomparncgopmayun
CHUTarIMATHH €€ ETMMUHHPA OCHOBHO HEMPOMEHEH C YpHHATA, a MeTabOIU3MBT € BTOPOCTENEHEH IThT.,
[TpnbnusutenHo 79% OT CUTArIMATHH CE€ EKCKPETHPA HENPOMEHEH B YPHHATA.

Cnen nepopanua goza ['*Cl-curarnuntun, npubnuaurento 16% ot paguoakTHBHOCTTA C€ eKCKPeTHpa

kaTo MeTaboNIMTH Ha cuTarnunT#H. Ha HUBO cneau ca yCTaHOBEHH wecT mMeTabonTa, KOUTO HE Ce QUaKBa
Aa AonprHacaT 3a muasMeHaTta DPP-4 nHXHOHTOpHA aKTUBHOCT HA CHTArMUNTUH. [n vitro
10Ka3BaT, Y€ OCHOBHUSNT €H3UM, OTTOBOPEH 3a OrpaHUUeHuUst MeTabOIU3bM Ha CHTArIUNPH
yyacTrueto U Ha CYP2CB.
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In vitro 1aHHUTE NOKA3BAT, He cUTaraunTiuH He e HHXUbutop Ha CYP uzoeHsumute CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, n He € nuayxrop Ha CYP3A4 u CYP1AZ2.

Enumunupane

Caen npuiokeHHe Ha nepopaiHa ao3a [*C]-cuTarmunTuH Ha 3ApaBH y4acTHULM, npubausutentno 100%
OT MPUI0KEHATA PATHOAKTHBHOCT ce enuMuHHpa ¢ dekanuute (13%) nim ypunara (87%) 10 eana
ceaMHLIA Clel IPHIOKEeHHeTo Ha ao3ata. [IpusuaHuaT kpaeH ti, cnep 100 mg nepopanua no3a
CUTATIHNTHH € npubausuTento 12,4 yaca. CUTArMMNTHH C€ HATPYNBA CAMO MHHHUMANHO IIPH
MHOTOKPATHO npusaraHe. bxOpeuHusT kdpbHe € npubansurenso 350 ml/muH.

EAMMKHMpaHETO Ha CUTArJIMNTHH CTaBa OCHOBHO upe3 6u0OpeyHa excKpeLus 1 BKIIOYBA akTUBHA TyOy 1Ha
cekpeurs. CUTarnmunTHH e Cy0cTpaT Ha YOBELLKH OpraHiW4eH aHuoHeH Tpancnoprep-3 (hOAT-3), koiTo
Moxe OH yuacTsa B 6b0peyHOTO €NMMHHHUPAHE HA CUTArIUNTHH. KIHHKWuKHOTO 3HaueHue Ha hOAT-3 B
TPAHCMOPTA HA CUTAMIMNTHH HE € YCTaHOBEHO. CHTATHIITUH € CyOcTpaT ¥ Ha pP-TIIMKONPOTEHH, KOHTO
MoXe OM Yy4acTBa v B MeJHHpaHeTO Ha OBOPEeUHOTO eNHMHHHUpaHE HA CHTaIIMNTHH. B cblIOTO BpeMe
LIMKJIOCTIOPHH, €AHH P-TIHKONPOTEUH MHXUOUTOD, He HaMansaBa ObOpeHHUS KIMPBLHC Ha CHTArJIMITTHH.
CurarnuntuH He e cybcrpar Ha OCT2 unu OAT! wnu PEPT1/2 tpaHcnoprepuTe. In vitro cuTarnunTuH
He notucka OAT3 (IC50=160 uM) unu p-rauxonpotrerHa (10 250 uM) MeuMpaHHua TPaHCTIOPT B
TEpaneBTHUHO pPeNeBaHTHY NJIA3MEHH KOHUEHTpAUUU. IIpH KIHHHYHO NPOYUBAHE CHTArTUIITHH UMA
MaTbK epE€KT BbPXY IJIA3MEHUTE KOHUEHTPAUNH Ha JUTOKCHH, KOETO [TOKa3Ba, Y€ CHTArTMITTUH MOXE J1a €
cnab HHXUOUTOp Ha P-TJIUKOMIPOTEHH.

Xapaxmepucmuxy npu nayuesmume
MapMaKOKHHETHKATA HA CUTAFTHIITUH € KaTO UAN0 CXOAHA MPH 3APaBH Y4YaCTHHLIM K NAUUEHTH C Anader

THI 2.

bvbpeuro yspesxcoane

[TpoBeieHO € OTBOPEHO MPOYUYBaHE APH CAHOKPATHO MPHIIOKEHHE 32 OLEHKA HA (PAPMAKOKHHETHKATA Ha
HaMasneHa Jo3a curtarauiTil (50 mg) npy nauKeHTH ¢ pa3ikMyHa CTeneH Ha XpOHHUYHO ObOpeyHo
yBpEKJaHE B CpaBHEHHE CBC 3apaBH KOHTponK. [Ipoy4uBaHero BrAOUBA NMaLKEHTH C OBOpeuHo
YBpEXAaHe B JIeKa, YMEPEHA WM TEXKA CTeneH, KakTo ¥ naudeHTH ¢ ESRD Ha xemoavanuia. OcBeH
TOBa, epekTuTe HA OBOPEeUHO YBpEXKAaHE BbPXY (PAPMAKOKMHETHKATA HA CHTATJIMIITHH MPH NALMEHTH C
auaber tvn 2 1 6b0pevHO yBpeXaHe B NeKa, yMepeHa Wi Texkka ctencH (BknoynTenHo ESRD), ca
OLICHEHH Ype3 NOMyNalHOHHN PApMAKOKKHETHUHU aHATH3H.

B cpaBHeHHE CbC 3/paBy KOHTPOIM, 1azmMeHara AUC Ha cutaraunTHH ce NoBHILIAaBa NPHOIH3HTENHO 1,2
MBTH NPH NauneHTH ¢ 6b0peyHo yBpexaaHe B neka crened (GFR>60 10 <90 ml/Mun) u cvotBeTHO 1,6
MBTH NPH MaluHeHTH ¢ 6B0peuHO yBpexaaHe B yMepera crencH (GFR>45 no <60 ml/muu). Tvit kaTo
pa3sMepbT HA NOBHILEHHETO HE € KITMHHYHO 3HAYWM, HE CE Halara KopurupaHe Ha aos3ara MpH Te3u
MalHeHTH.

[Inasmenata AUC Ha cUTArnunTHH ce noByilasa NpubAU3KUTENHO 2 NbTH NpH NauueHTH ¢ 6EOpedHo
yBpexaaHe B yMepeHa creneH (GFR>30 no <45 ml/mMuH) v npubAn3dTENHO 4 NBTH NIPH NALKUEHTH C

xeMofHann3a. CUTarmUNTHH e OTCTPaHABA YMEpPEHO NpH xemoaunanu3za (13,5% 3a 3- no
XeMOJIHa/IM3Ha Cecud 3anouBalla 4 yaca criel NpUIoKEHHETO).
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Heprnodpobro yepexcoane

He e HeoOX0AKHMa KOpEKLHSA HA 103aTa CHTATJMITHH MPU NALKEHTH C JIEKO HJIK YMEPEHO YEPHOAPOOHO
yspexaane (ckop no Child-Pugh <9). Hama knnH1ueH ONUT 0pH MALUEHTH C TEXKO YEPHOAPOOHO
yepexaane (ckop no Child-Pugh >9). B cbwmioro Bpeme, TbH KaT0 CHTAMNHITTHH CE €THMHHKPA OCHOBHO
ype3 6BOpeUNTE, HE CE OUaKBA TEKKOTO YEPHOAPOOHO yBpEXKAaHe fa NOB/IUAC BLPXY
(hapMAKOKHHETHKATA HA CHTArIMNTHH.

Cmapuecka év3pacm

He ce Hanara KopeklUHs Ha 403aTa B 3aBUCUMOCT OT Bb3pacTra. Bb3 OCHOBA Ha nonyJauHOHEH
¢apMakoKHHETHUYECH aHain3 Ha JaHHH oT Pa3a | n Da3sa I, B3pacTra He 0ka3Ba KIMHHYHO 3HAYHM €DEKT
BbpXY (PApMAKOKUHETHKATA HA CUTArJMITHH. Y YaCTHHLMTE B CTapuecka pb3pacT (65 a0 80 roauHu) nMar
npHONH3uTENHO 19% NO-BHCOKM NITA3MEHH KOHUEHTPALIKA HA CHTATIMIITHH B CPABHEHWE C MO-MIaNH
YYACTHHLH.

Hecuampuuna nonyaayus

dapMaKOKHHETMKATA Ha CHTArMNTHH (eauHuy4Ha Jo3a 50 mg, 100 mg nau 200 mg) e nicneasaHa npu
nejuaTpuuHy nanuedT (Ha 8b3pacT ot 10 no 17 roauun) ¢ auaber Tvn 2. [1pu tasu nonynauuns, AUC Ha
CUTACNUIITHH B [J1A3MaTa, KOPUrHpaHa CnpaMo ao3atra, € npubausutenHo 18% no-HHUCKa OTKONKOTO MPH
BL3pACTHH naineHTH ¢ guader tvn 2 npu nosza 100 mg. He ca nposexaaHu Npoy4yBaHUs CbC
CHUTATJIMIITHH NPH MeAHATPHYHH NALHEHTH HA BB3pacT <10 roauHu.

Jpyau xapaxmepucmuxu Ha nayuenmume

He ce Hanara KOpeKUus Ha [03aTa B 3aBUCMMOCT OT M10J1, paca WK HHAEKC Ha TeaecHa maca (BMI). Tesu
XapaKTEPUCTHKN HAMAT KIXWHHYHO 3HAYUM e(EeKT BbpXY (PapMaKkOKHHETHKATA HA CHTArIMITHH CIIOpEA
KOMOMHHPaHHA aHAJIKH3 HA (PapMaKOKHHETHUHUTE daHHU oT Paza | 1 nonmynauuoHeH QapMaKkOKWHETHHEH
aHanu3 Ha AaHHK o1 Pa3za | u Daza ll.

Merdopmut

Abcopbyus

Cren nepopajHa 1033 MeTPOPMHUH, tmax C€ JOCTUTA 10 2,5 yaca. AbconioTHaTa OHOHANHYHOCT Ha
tabnerka Metdopmul 500 mg e npubnuzurento 50-60% npu 3apasu yyactHuuy. Cnea nepopaiHa ao3a,
HeabcopOupaHata ppakuus, OTKpUTa BLB pexanuure e 20-30%.

Cnen nepopaneH npueM, abcopbuusta Ha MeTGOPMUH € HacuLlaula ce U HembyHA. CMATA ce, e
dapmakokHHeTHKaTa Ha abcopObuuaTa Ha MeTQOPMHH € HenuHeHa. I1pu oOHYaiiin 1031 METHOPMHUH H
JI030BH CXEMH, TJIa3MEHHUTE KOHLUEHTPALHUH NPH CTALIHOHAPHO ChbCTOAHHE C€ IOCTUIaT B paMKUTE Ha
24-48 yaca ¥ kaTo usno ca no-mManko ot 1 pg/ml. [lpn KOHTpOIMpaHH KIHHHUHYHHK NPOY4BAHUA,
MaKCHMAIHHUTE niazMenn HiuBa Ha MeTHOPMHH (Cmax) HE IpEeBHILABAT 5 ug/ml, KOPH NpH MAKCUMAIHH
NO3H.

XpaHara HaMaiaBa cTeneHTa ¥ cnabo 3abasa abcopOuusta Ha MeTpopMuH. Ciieal NpuIoKEHHe Ha 1032 OT
850 mg, ce Habmonara 40% no-Hucka MUKOBa MNIa3MEHA KOHUEHTpaums, 25% HaManenue Ha AUC u
yAbKaBaHe ¢ 35 min HAa BpeMETO N0 JOCTUraHE HA MMUKOBA N1a3MeHa KoHueHTpauns. Knnnnunara

FHAYHUMOCT HE € H3BCCTHA.

Pasnpedenenue
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CBbP3BaHETO C MIA3IMEHHUTE [IPOTEHHH € He3HaUuUTeNHO. MeTdhopMuUH ce pasnpenens B EPUTPOIIMTHTE,
KpbBHHAT MUK € NO-HUCHK OT MIA3MEHUA MHK M CE NOABABA NPUONUIUTENHO NO ChILOTO BpeMe.
YepseHNTe KPbBHH KIETKH Hali-BEPOATHO NpeACTaB/IABAT BTOPHYEH KOMNAPTHMEHT HA pa3fpeaeicHHE.
Cpeaunusar Vd papupa Mexay 63-276 1.

Buompancgopmayus
MetdopMHH ce eKCKpeTHpa HenpoMeHeH B ypuHaTa. [1pu xoparta He ca yCTaHOBEHH META00NUTH.

Enumunupane

b16peuynuaT xnaupnHe Ha MeTdhopmur € >400 ml/MUH, KOETO MOKa3Ba, Y€ METPOPMHUH CE ENTMMUHUPA Ype3
rnoMepyiHa puntpauus # TyOyaHa cekpeuuns. Cnea nepopanHa 103a, NPUBHAHUAT TCPMHHAJICH
eNMMHHALMOHEH NONYXKHUBOT € npubnusurenHo 6,5 h. Koraro 6u6peynara pyHkuus e yspeaeHa,
OBOpeYHHA KIHPBHC C€ HAMANABA B CbOTBETCTBHE C TO3M HA KPEATHHUHA U CJIEIOBATEIHO
eNMMHHAUHOHHHAT MOJYXKHBOT CE€ YAbKABA, KOSTO BOAH JO NMOBULICHH HUBA HA MET(OPMHUH B M1a3MaTa.

5.3 IlpeaknuHUYHH JaHHH 32 Ge3onacHOCT
He ca npopexaaiu Npoy4YBaHUS C XKHUBOTHH ¢ IO3uMer.

[Ipn 16-ceAMMYHH MPOYYBaHHA, B KOUTO KYUETA CA TPETHPAHU HJIH ¢ METQOPMHH CAMOCTOATENIHO HIIH C
koMOHHALMA OT METOPMHH U CHTArTTUIITHH, HE € HabmoaaBaHa JONbJIHUTENHA TOKCHYHOCT OT
komOunaumaTa. NOEL B Te3u npoyuBanus ce Hab/1r04aBa Mpy €KCIIO3HIMSA HA CHTAr TUNITHH
RPUOMH3UTENHO 6 THTH NO-BUCOKA OT Ta3M MPH XOpPa U NPH €KCNO3ULMA HA METPOPMHUH NPpUOIN3UTENHO
2,5 MbTU I0-BUCOKA OT TA3M NPH XOpa.

ClneaHHTe JaHHY ¢a HaXOAKH MPH MPOYUBaHHMA NPOBEACHH ChC CUTAITHITUH UJIH METPOPMHH
CaAMOCTOSTENHO.

CHTaraunTUH

buOpeuna u uepHOApOOHA TOKCUYHOCT ce HabsoxaBa Npy rpu3avyu Npu CTONHOCTH HA CUCTEMHA
EKCIO3MLHA 58 NbTH MO-BUCOKH OT HKBOTO HA EKCNMO3IMUMATA NPH XOpa, a HUBOTO 63 edexT ¢
onpeAeseHo Ha 19 nbTH MO-BUCOKO OT TOBA NPHU XOpa. AHOMAJIUM HA pe3uuTe ce HabnoaasarT npu
NIbXOBE NMPH HUBA HA eKCNO3ULUA 67 MbTH MO-BUCOKH OT HUBOTO HA KIIMHHYHA €KCNO3ULINS; HHBOTO, De3
e(heKT MPH Ta3M HAXO0AKA € 58 bTH MO-BUCOKO, ChIIACHO PE3yATATHTE OT 14-CEAMHYHO MPOY4BaHE MpPH
NIbXOBE. 3HAYEHHETO HA TE3H HAXOAKH NPH XOpa HE € H3BECTHO. TPaH3UTOPHU, CBbP3AaHH C JICUEHUETO
(pH3HUECKH NPOABH, HAKOM OT KOMTO NPEANOaraT HaTMHYHETO Ha HEBPOIOrHYHA TOKCHYHOCT, KaTo
JHILIAHE ¢ OTBOPEHA YCTa, CAlTMBALKA, eME3UC Ha Osna NAHA, aTAKCUA, TPENEPEHE, HAMAJICHA aKTHBHOCT
/unv n3rbpdbeHa no3a ce HabnioaaBaT Npy Ky4yeTa MpY HUBA HA €KCNO3ULHUA NPUOIHINTEAHO 23 ABTH MO-
BHCOKHM OT HMBOTO Ha KIIMHHYHA eKcno3ruuusa. OCBEH TOBA, MHOMO JIEKA 4O JIEKA KOCTHO-MYCKYJTHA
JAcreHepauus ce HabM0Jasa M XMCTOMOMHYHO NPH KO3H, AaBalild HUBA HA CHCTEMHA €KCIIO3MLUA
NpHONU3UTENHO 23 MBTH MO-BUCOKH OT HUBOTO Ha €KCIO3HLIMA npu Xopa. [1pu Te3n pesyntatn, HUBOTO
6¢3 eeKT € NpU eKCNO3nLUR 6-KpaTHO NMO-BHCOKA OT HUBOTO HA KNUHUUYHA EKCIO3H LK.

CuTarnunTHH He NMOKa3Ba NeHOTOKCHYHOCT B X0Aa HA NPEAKIHHUYHU NPoyUuBaHUd. CHTArIUNTHH HE €

YCTAHOBCHO, Y€ XCNATOTOKCHYUHOCTTA KOPEJ/IHpA C HHAYLHHPDAHCTO Ha ‘-IEPHO,H]DOﬁHﬂ H
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[UIbXOBE, Ta3H MOBHILEHA YECTOTA HA YePHOAPOOHHU TYMOPH NIPH MILXOBETE € BEPOATHO BTOPHUHA,
BCJIEJCTBHE HA XPOHHYHA XeNAaTOTOKCUYHOCT [IPH Ta3M BUCOKA A03a. [lopanu BHCOKaTa rpaHyua Ha
6eszonacHocT (19-nbTH Mo-BHCOKA NMPH TOBA HUBO Be3 eeEKT), Te3H HEOTUTACTHYHH MPOMEHH HE CE CYHUTAT

peneBaHTHH 3a XOpa.

He ca Habmonasanu CBbP3aky C IEHEHHETO ePeKTH BbPXY DEPTHIINTETA MTPH MBXKKH H XKEHCKH MIIbXOBE
MOAYUYHIIH CHTATJIMOTHH OPeAd W 110 BpEME HA HU(PTOCBAHE.

[Tpu npoyuBaHe BbPXY Npe-/MOCTHATATHOTO Pa3BHTHE HA TUTbXOBE CUTAT/IMIITHH HE NTOKA3Ba HEXENaHH
peakLHH.

[TpoyuBaHHATa BbPXY PENpPONYKTHBHATA TOKCHYHOCT MOKA3BAT HATHUHETO HA CBbP3aHa C IEYCHUETO,
IEKO YBEJNMYEHA YeCTOTa Ha MaldopMalnyi Ha pebpa Ha (peryca (TUNCBALLH, XHMONNACTHYHU W M1aBallK
peGpa) NpH NOKOJEHHETO Ha IMILXOBE PH HUBA HA CHCTEMHA €KCITO3ULINSA NOBEYE OT 29 NhTH NO-BUCOKH
OT T3 npK xopa. TOKCHYHOCT Ha MaiikaTta ce HabnoaaBa npu 3aiilu Npy HUBA NOBEYE OT 29 MbTH No-
BHCOKHK OT HMBATa Ha €KCO3uLMs NpH Xopa. Ilopaay Bucokara rpaHuia Ha 6€30MacHOCT, TE3H HAXOAKH
He MPENoJaraT CbllleCTBYBAHETO HA ChOTBETEH PUCK 32 PENPORYKTHBHOCTTA [IpH XOpa. CHTArNHNTHH Ce
CeKpeTHpa B 3HAUUMHK KOTMUECTBA B MIIIKOTO Ha JIAKTHPALLM [LIbXOBE (OTHOLIEHHE KbpMa/ninasma: 4:1).

MeTtdopmun

[penkauHHuYHUTE JaHHH 32 METHOPMHUH HE Pa3KpuBaT ocobeH pUcK 3a xopara Ha Da3ara Ha
KOHBEHLHOHANHH dapMaKoJOrHyHu Npoy4YBaHHus 3a O€30NaCHOCT, TOKCHYHOCT IIPH MHOTOKPATHO
MpUiaraHe, reHOTOKCHYHOCT, KapUMHOrEHEH MOTEHLHAT, PEeNpOAY KTHBHA TOKCHUYHOCT.

. PCAPMAULEBTHUYHHA JAHHHU
6.1 CnuchK HE2 MOMOUIHHUTE BEIIECTBA

A npo Ha TabneTkara
MukpokpucTanHa uenynosa, Tan 101
[ToBuoon K29/32

Hatpues creapuiipymapar

Hartpues naypuicy.idar

(DHIMOBO NOKPHTHE

[Tonu(BUHUIOB ATKOXON) — YaCTHUYHO XHAponH3upar (E1203)
Maxkporon 3350 (E1521)

Tank (E533b)

Turanos guokcug (E171)

YepseH xeneseH okeua (E172)

Uepen xenezen okcua (E172)

6.2 HechLBMECTHMOCTH

HenpuiaoxumMo
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6.3 Cpox Ha rogHocTt

36 Meceua

6.4 Chneudannn ycnoBUS HAa CHXPaHEHHE
Ila ce cbxpansBa nog 30°C.

6.5 BuaHchaLPXKAHHE HA ONAKOBKATA

Benu, Henpospaunu Onuctepu ot PVYC/PE/PVDC//Al ponuno. bnucrepute ca onaxoBaHH B CrbHarTa
KapTOHEHa KYTHR C TPUJIOKEHA JTUCTOBKA 3a NMAIIUEHTA.

Onakosku no 28, 30, 56, 60, 98, 120, 196 ¢puamupann tabnetky, rpynosH onakoBKH, ChAbpKauy 196 (2
onakoBkd No 98) puamupann Tabnerky.

He Bcuuky BHIOBE ONAKOBKM Morar Aa §bjar nycHaTy B npojaxba.
6.6 Cneuuansu npeana’zHH MEPKH MPH HIXBLP.ISHE

Heusnoni3saHusar JEKaPCTBCH TMPOAYKT HJIH OTIIAABHYHHTC MATCPDHAIH OT HCTO TpHﬁBa Aa CC UIXBHPJIAT B
ChbOTBCTCTBHE C MECTHUTC H3HCKBaHHA.

7. NMPUTEXATEJI HA PASPEUIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

H-1103 Budapest

Gydmrdi at 19-21.

YHrapus

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

Per. Ne 20220005

9. JATA HA ITBbPBO PAZPEIIABAHE/IIOJHOBABAHE HA PASPEILIEHHUETO 3A
YIIOTPEBA

Harta Ha nbpBO pa3peiuasaHe: 04.01.2022
JlaTta Ha MoCJEIHO NOAHOBABAHE:

10, JAATA HA AKTYAJIUZUPAHE HA TEKCTA

17.04.2026
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