KPATKA XAPAKTEPUCTUKA HA ITPOAYKT

A
L0R20 176/ 27/ 2
1. HME HA JIEKAPCTBEHMSI ITPOJAYKT 99,0 1h-03

Metdopmake XR Kombu 50 mg/500 mg TabsieTku ¢ U3MEHEHO 0CBOOOXK1aBaHe
Metformax XR Combi 50 mg/500 mg modified-release tablets

Metdopmake XR Komou 50 mg/1 000 mg tabieTku ¢ H3MEHEHO 0OCBODOXK/1aBaHe
Metformax XR Combi 50 mg/1000 mg modified-release tablets

Metdopmake XR Komou 100 mg/1 000 mg TabneTku ¢ M3MEHEHO OCBODOK/1aBaHe
Metformax XR Combi 100 mg/1 000 mg modified-release tablets

2 KAYECTBEH U KOJIHMECTBEH CbCTAB

Metrdopmakc XR Komou 50 mg/500 mg:

Bcesika TabnieTka cbabpika CUTArJIMOTHHOB XHJIPOXJIOPH/L MOHOXH/IpAT, €KBUBaJIEHTEH Ha 50 mg
curaraunTuH (sitagliptin) u 500 mg merdopmuuoB xuapoxaopua (metformin hydrochloride).

Metrdopmakec XR Komdu 50 mg/1000 mg:
Besika TabiieTka ¢babpika CUTarJIMOTHHOB XHUPOXJIOPH/I MOHOXH/IpaT, eKBUBaJIEHTeH Ha 50 mg
curaraunTuH (sitagliptin) 1 1 000 mg meTopmunoB xuapoxyaopua (metformin hydrochloride).

Metdopmakc XR Kombu 100 mg/1000 mg:
Beska tabnerka cbhbpKa CHTArJIMNTHHOB XHAPOXJIOPH/1 MOHOXH/1paT, ekBuBasieHTeH Ha 100 mg
cutaraunTuH (sitagliptin) u 1 000 mg metdopmunoB xuapoxyaopua (metformin hydrochloride).

3a MbJIHKUA CMHUCHK HA NMOMOLIHHUTE BELIECTBA BHIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ usmeHeHo ocBobOKIaBaHe (TadbyeTka).

50 mg/500 mg: opaHKeBH, NPOABITOBATH, ABOHHOU3IMBKHAIH (PUIIMHPaAHH TAOJIETKH C pa3MepH
npubauzurenro 17,2 mm/8,4 mm.

50 mg/1 000 mg: 6enu, NpoOALArOBaTH, ABOHHOM3NMBKHAIH (PHUIMHPAHHU TaOJIETKHU C pa3MepH
npuOam3uTento 22,2 mm/10,8 mm, ¢ BanbOHaTO penedHo o3nauenue “507 oT eHaTa cTpaHa H
,1000* ot apyrara crpaHa.

100 mg/1 000 mg: opaHKeBH, MPOABLIrOBaTH, ABOHHOM3ITbKHAIH (pUIIMHpaHHU TabJIETKH C pasMepH
npubaunzurento 22,2 mm/10,8 mm, ¢ panbsOHaTo penedro o3zHayenure “100™ ot eaHaTa cTpaHa M
,,1000* ot npyrara cTpaHa.

4. KJIUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHA

[Ipu BB3pacTHH NaUMEHTH CbC 3axapeH auader tvn 2:

Metdopmakc XR KomOu e nokaszan Kato JA0MbJIHEHHE KbM JIMETATA U YIIPaxKHe
Ha TJIMKEMUYHUS KOHTPOJI NNPH NALMEHTH, TTPH KOUTO HE € MOCTUIHAT 3a/10BOJIH
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MaKCHMaJTHATa NIOHOCHMA 3a TAX 1033 MET(OPMUH CAMOCTOATENTHO WIH KOMTO BeYe C€E JIEKYBaT C
KOMOMHALIMA OT CHTarIMNTHH B METGOPMMUH.

Metdopmakc XR KomOu e nokazan B koMOnHaLMA CbC CyiPaHWIypeHHH NPON3BOAHH (T.€. TPONHO
KOMOHHMPAHO JICYEHHE) KATO AOMbIIHEHHE KbM IHETATA H YIPOKHEHHATA NPH NALHEHTH, NPH KOKUTO
HE € MOCTHUIHAT 3a8JI0BOJIMTENIEH KOHTPOJ ¢ MAKCHMAalIHaTa MOHOCHMA 33 TAX 1032 METPOPMHH H

cyapaHwTypes.

Metdopmakc XR Kombu e nokazaH kaTo TpOiHHO KOMOHMHMPaHO JIeHEeHHE ¢ NEPOKCH3OMEH
nponudepaTop-akTHBHpaH peuenTop rama (Peroxisome proliferator-activated receptor gamma,
PPARY) arouuct (Hanp. THa30JIHAWHAHOH) KaTO AOMTBJIIHEHHUE KbM JUETATA H YTIIPAXKHECHHATA NPH
MalHEeHTH, NPH KOUTO HE € MOCTHTHAT 3aJ0BONUTENECH KOHTPO/ ¢ MAKCHMAlHaTa MOHOCHMa 3a THX
ao3a MetdhopMmHH H PPARY arorucr.

Metdopmakc XR KoMOH cbLIO € noKa3aH kato AobaBKa KbM HHCYJIHH (T.€. TPOHHO KOMOHHHPaHO
neyueHne) KaTo JOMbJIHEHHE KbM JHETAaTa H YIIPaXXHEHUATA 3a noAoOpaBaHe HA [NTUKEeMUYHHS KOHTPO
NpH NaLHEHTH, KOraTo cTabuaHaTta 103a Ha HHCYJIHH B METQOPMHH CaAMOCTOATENIHO HE OCHIYpsiBa
a/IEKBaTeH IMMMKEMHU4YEH KOHTPOI.

4.2 J03HpOBKA H HAYHH HA NPUIOKEeHHE

EOBHEBRH

Jlo3upoBKaTa Ha AHTHXHNEPrIHKEMHUHOTO JIEUEHHE C Mer¢dopmake XR Kombu tpabsa na onae
HHAMBHUIYaJIM3MPAHA B3 OCHOBA HAa HACTOSILMS PEXUM Ha NalMeHTa, epeKTHBHOCTTA
MOHOCUMOCTTA, KaTO HE C¢ NMPEBUILABAT MAKCMMANHATA NPENOPbYUTENHA AHEBHA A03a OT 100 mg
cutarnunTuH ¥ 2000 mg merdopmuH. -

HauanHara f103a MpH NalMEHTH, Beye JieKyBaHu ¢ MeThOpMHH, TpAOBa 1a OCHIypsaBa CHTAIIHIITHH, B
nosa ot 100 mg v no3ara MeThopMHH, KORTO BEUE € TPHEMaHa BEIHLK JTHEBHO.

[TauneHTH, KOMTO NMpHEMAT AHEBHA 033 METGOPMHUH BB Popma ¢ He3abaBHO 0cBOOOKAaBaHe,
MPpUAaraHa 7ipa ITkTH JHEBHO, MoraT Aa npeMHHaT Ha Metdopmake XR KoMbu Beanbx aHeBHO npu

chLiaTa odua JHeBHa 4033 METQOPMHH.

Merdopmake XR Kombu 100/1000 senqnsxk nHeBHO € npegHa3HaUueH 3a NaLHEeHTH, KOUTO BEYeE ca

nekyBanu ¢ 1000 mg nHesHa n03a MeTQOPMHH TabNETKH (C YABHKEHO KU HezabaBHO
ocoboxkaapaHe). Metdopmake XR KoMOu 50/1000 (nse TabneTku BeAHDBX AHEBHO) € NPEAHAZHAYEH

33 MOAABPXKALIA TEPANMA NPH NMaLMEHTH, KOWTO Beye ¢a JekyBaHu ¢ 2000 mg aHeBHa 1032 TabneTku
MeT¢OpMHH (C yAB/DKEHO HNM He3abaBHO ocBOOOKAaBaHe).

3a malLHeHTH, JeKyBaHH ¢ MET(OPMHH XHUAPOXJIOpHA (€ YABJDKEHO WK He3abaBHO OCcBOOOXAaBaHE) B
no3a 1500 mg aHeBHO, MOXKe Aa ce NpeT0KH NPpEMUHABaHe KbM eaHa Tabnetka MergopMmake XR
Komb6n 50/500 » enna Tabnetka Merdopmake XR Kombu 50/1000, npuemann eaHoBpeMEHHO.

3a NMaUHeHTH, JIEKYBaHH ¢ METPOPMHH XHAPOXIOpH B 1034 Hazl 2000 mg nHeBHO HE ce NpenopbUBa
npemuHapaHe kbM Metdopmakc XR KombOmh.

3a nauueHTH, kKouto He nonacat Merdopmakc XR Kom6u 50/1000 mg ase Tabnerku BeAHBH K AHEBHO,
TpabBa aa ce obMucau npueMm Ha Merdopmake XR Kombu 50/1000 mg apa nbTa AHEBHO, KATO H

JBETE JO3M Ce AaBaT ¢ XpaHa.

Bw3apacmnu c nopmanna 6vopeuna gpynxyua (GFR> 90 mi/mun)
[lpu nauMeHTH, PH KOWTO HE € MOCTUIHAT 33]0BOIMTENESH KOHTPON C MAKCHMATHAZA Tk
0Py MOHOTEpanus ¢ MeTQopMUH / N2

[Ipu nauKeHTH, NPH KOUTO He € NOCTHIHAT 3aA0BOJHTENIEH KOHTPON CaMO ¢ MET At
Ha4aliHa no3a Tpabea aa ocurypsea 100 mg CUTArIMNTUH AHEBHO TUTIOC 103aT¢
BEYEe Ce Nnpuema.
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[1py nalMeHTH, KOUMTO NPEeMUHABAT OT €AHOBPEMEHHO MPUIOKEHNE Ha CHTAIMHUITHH H METGOPMHUH
Ilpy naupeHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO MPHI0KEHHE HAa CHTATTIUITTHH H MET(GOPMHH,
neueHrero ¢ Merdgopmaxc XR Kombu TpabBa Aa ce 3ano4yHe ¢ A03aTa CHTArIMNTHH K- METGOPMHH,

KOSATO BEYE Ce NMpHeMa.

[Ipy nalMeHTH, NpH KOUTO HE € MOCTHIHAT 3ai0BOJIMTENEH KOHTPOJ OT ABOMHOTO KOMOWHUpaHO

Je4YeH1ne ¢ MAKCHMANTHATa MOHOCHMA 10338 Ha MeTQOPMHH U cyadaHwTypes.
Nosara Tpabea na ocurypssa 100 mg cUTarnunNTHR AHEBHO U 03a METGOPMHH, NMoaoOHa Ha no3aTa,

KoATo Beue ce npuema. Korato Merdopmake XR Kombu ce H3non3sa B KoMOMHaLIHA CbC
cyndaHHIypes, MOXKe a Ce HalOXKH ynoTpedara Ha MO-HUCKa 103a Cypanwnypen, 3a [la ¢¢ HaMallH
PHCKDBT OT XUINOINIHKEMHKA (BXK. TouKa 4.4),

[Ipy nauueHTH, MPYU KOUTO HE € MOCTUIHAT 3aJ0BOJIMTENICH KOHTPON OT ABOAHOTO KOMOHUHHPAHO

JIeYeHHe ¢ MAKCHMAIHATA HOHOCHMA /1033 MeTdhopMuH U PPARY aronuct
JlosaTa Tpabea aa ocurypu 100 mg curarndmTuH AHEBHO W 103a METHOPMHUH, MoJo0OHa Ha fo3aTa,

KOATO Beue ce npueMa.

[Ipy nauueHTH, MPH KOWTO HE € MOCTUIHAT 33Z0BOJIMTEICH KOHTPON ¢ ABOHHO KOMOMHHPAHO NEeYEHHE
C MHCYJIMH ¥ MaKCHMalHaTa NOHOCUMA 1033 METQOPMHH

Jlo3aTta Tpabsa ga ocurypu 100 mg cHTArMMITTHH JHEBHO W 1032 MeT)opMHUH, Nofo0Ha Ha f03aTa,
kofTo Beue ce npuema. Koraro Merdopmakc XR KomOu ce uanonzea B kKOMOHHALIMA C HHCYJIHH,
MOXE J1a € HeobX0oaHMMa NO-HUCKA 1032 HHCYJIMH 3a Aa C€ peAyLupa pHCKBT OT XHHOTIIMKEMHA (BX.
To4Ka 4.4).

3a paznuuHUTe 034 Ha MeTdopmuH, Merdopmake XR Kombu ce npeanara B KOHUEHTpaLHH 10
50 mg curarnunTiH U 500 mg MeTrdopMuHOB Xuapoxnopua, S0 mg curarnunTHH ¥ 1000 mg
METPOPMHH XHAPOXAOPHA HIH B KOHUEeHTpauH 100 mg curarnumruH U 1 000 mg meTrdpopMHHOB

XU POXJIOPUA.

Bcuuky naumpenT TpsadBa na npoab/DKaT npenopbvaHaTa UM JiMeTa ¢ aJ1eKBaTHO pa3npeaeNeHHe Ha
MpHeMa Ha BBIIEXHAPATH Mpe3 ACHA.

CrnetHanHy nonynauuu

bvbpeuno yepeocoane

He ce nanara xopekuusa Ha 3o3ata npH NalMeHTH ¢ JeKo OpOpeuHo yBpexaane (CKOpoCT Ha
rnoMepyiHa ¢punrpauns [(Glomerular filtration rate, GFR] > 60 ml/mun). GFR Tpsabea na ce ouenssa
npeau 3ano4BaHE Ha NEYEHHUE C MPOAYKTH, ChAbPXKaLH METQOPMHH W MOHE BEAHBXK MOJHLIHO Clel
TOBa. IIpM NalKMeHTH ¢ NOBULUEH PUCK OT NO-HATATBLLIHO NporpecupaHe Ha 6bO0peUHO yBpeKaaHe K
Mpyd NALHEHTH B CTapyecka Bb3pacT OnOpeunara ¢pyHkuMs TpaOBa na ce OUEHABa NO-YECTO, HANPHMED
Ha BCEKHU 3-06 Mecena.

[Ipenn na ce 3anouHe JieueHHe ¢ MeTGopMuH npu nauueHTH ¢ GFR< 60 ml/mMuH Tpabea na ce
npernenar npeapapuTeIHO GaKTOPUTE, KOMTO MOTaT Ja YBEJIHYAT PUCKA OT JIAKTaTHA allMa03a (BK.
TOUKA 4.4).

Axo B komOuHauuara Mergopmake XR Kombu HaAMa noaxoasiiy KOHUeHTpauxu TpabBa na ce
M3N03BAT OTACAHUTE MOHOKOMITOHEHTH BMecTO KoMOHHaunATa ¢ PUKCHPaHH JJO3H.

GFR ml/mun Metdopmun CHTATJHOTHH
60-89 Maxcumannama oxesna ooza e 2 000 mg. | Maxcumannama onesna ooza e

Mooice oa ce obmucau nonuicasane na
003ama nopaou G1OWABAHE HA
bwvbpeunama gyuxyus

45-39 Maxcumannama onesna doza e 2 000 mg.
Havannama 0oza e ne no-sucoxa om
ROJ0BUNAMA OM MAKCUMATHAMA 003a.
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30-44 Maxcumannama onesna ooza e 1 000 mg. | Maxcumannama ovesna 003a e
Hauannama 0o3za e ne no-eucoxa om 50 mg.
NOAOBUHAMA OM MAKCUMUIHAMA 0034.
< 30 Mem@opmun e npomueonoxazan. Maxcumannama oneena 0oza e
2) mg.
Yeproopobro yepescoare

Merdopmakc XR KomOu He Tpa6Ba fa ce H3MOA3Ba NPH NaLHEHTH ¢ 4epHOAPOOHO yBpexKIaHe (BXK.
TOUKa 3.2).

Cmapuecka ebv3pacm

Thid kKaTO MeTGOPMHH H CUTATJIMITTHH ce eKCKpeTupaT upes 6n6pennte, Merdopmake XR Kombu
TpaOBa 2a ce M3NO/i3Ba ¢ MOBHILIEHO BHUMaHMe C HanpeABaHe Ha BbipacTra. Heobxoaumo e
MOHHMTOpHpaHe Ha 6b0pedHaTa GyHKIIMA, 3a 1a ce IPeAOTBPATH CBBP3aHaTa ¢ METHOPMHUH JIAKTATHA
auuao3a, ocobeHo B CTapuecka 8bL3pacT (BXK. ToUukH 4.3 K 4.4).

IHlecuampuuna nonyaayun

Metdopmakc XR Kombu He TpaOBa aa ce W3nos3sa NpH AL K IOHOLIH Ha Bb3pacT oT 10 a0

17 ronnHy nopazH HeaocTarbuna epHKACHOCT. HannyHKTE NOHACTOSALIEM JaHHH Ca OMHCAHH B TOUKH
4.8, 5.1 u 5.2. Merdopmaxc XR KoM6H He e npoyusaH NpH NeAUATPHYHH NALMEHTH Ha BH3PacT Noj

10 rogusn.

HauyxH Ha NpHIOKEHHE

IlepopanHo npuaOKeHHE.

Tabnerkure Tpabpa 1a ce NONTBILAT LUENHU ¢ valla Boaa. Jla He ce AbBYar.

Metrdopmake XR Kom6bu Tpabea na ce npuema ¢ xpaHa, 3a Ja C€ HAMAJIAT HEXENAHUTE peakLuy oT
CTpaHa Ha CTOMALIHO-4YPEBHUA TPAKT, CBbP3aHH C METPOPMHH.

4.3 [IlIpormsonoxa3lanns

Metdopmake XR Kombu ¢ npoTtnsonokasan npy nauMeHTH Che:
- CBPbX4YYBCTBUTENHOCT KbM AKTHBHUTE BEUICCTBA WK KbM HAKOE OT MOMOLLHHUTE BELLECTRA,
“30poenu B Touka 6.1 (Bxx. Touku 4.4 u 4.8);
- BCAKAKBB BHA OCTpa MeTabONIMTHA auMAao3a (KaTo JAKTaTHA aumMAao3a, AMabeTHa keroauuaosa);
- aHabeTHa nNpekoma;
- Texxka 6b6peuHa HegocTaTbuHOCT (GFR < 30 ml/muH) (BX. TOUKa 4.4);
- OCTPH CBCTOAHMSA, KOWTO MOraT Aa npoMeHsaT 0nbpeunara dyHkuMs Karo:
- gexuaparalu,
- TEXKa HHPEKUHA,
- LIOK,
- MHTPABacKyJIapHO NPHIOXKeHUe Ha HOA-KOHTPACTHH BewecTBa (Bxk. Touka 4.4);
- OCTPO WJIH XPOHHYHO 3a00NABaHE, KOETO MOXKE a TPHYHHH ThKaHHA XHIOKCHA KaTo:
- CbplievHa UJIH PeCcNUpaTopHa HEAOCTATBUYHOCT,
- HacKOpO NpeKapaH MUOoKapJeH UH(papKT,
. - 1IOK; -
- yepHOAPOOHO YBpeXaaHe;
- OCTpa aJIKOXOJIHA UHTOKCHKALIUA, aJIKOXOJH3IbM;
- KbpMEHE.

4.4 ChoensajHA RPpeSYNPEXKICHHA H NPeANa3HH MEePKH NIpA ynotpeba

OO0

Metdopmakc XR KomOu He Tpabsa aa ce u3non3ea Npu nauueHTH ¢ avaber
W3M0I3Ba 32 JIeUCHHE Ha AuabeTHa KeToauuaosa.
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OcTbp NaHKpeaTHUT

Vnorpebata Ha DPP-4 HHXuGUTOpH € CBBbp3aHa ¢ PHCK OT pa3BUTHE Ha OCTHP NAHKPEaTHT.
[Tauuentute TpabBa na 6-AaT HHPOPMHPAHH 3a XaPaKTEPHHA CHMIITOM Ha OCTbP NMaHKPEAaTHT:
NepcHCTHPaLLa, MHOTO CHITHa kopemHa Gonka. Ciea npekpaTaBaHe Ha CHTArJIMNTHH ce Habmoasa
OT3BY4aBaHe HAa AAHKpeaTHTa (CbC MITH 6e3 NOANBPKALLO NEYEHHE), HO B MHOTO PEAKH ClyyaH €
cbOOLIABAHO 32 HEKPOTH3IUPALL WIH XEMOPArHY€H NaHKPEeaTHT W/ MK CMBPT. AKO HMa CbMHEHHA 32
naHKpeaTuT, TpaOBa Aa ce nipekpaTy npueMsT Ha Metdopmakce XR KomOH H Ha apyruTe |
MOTEHLHAIHO NOAO3HPAHH JIEKAPCTBEHU MPOAYKTH; AKO €€ NOTBBLPAN OCThP MAHKPEATHT, MPHEMBT Ha
Metdopmake XR Kombu He Tpabea aa ce Bp306HOBABa. Heo0X0IUMO € NOBHLIEHO BHHMaHHE NpH
natMeHTH ¢ aHamHe3a 3a NMaAHKPEaTHT.

JlakTaTHa auunosa

JlakratHaTa aunao3a (MHOro pAaKo, HO CepHO3HO METa0ONHTHO YCIIOKHEHHE) HaH-YeCTO HACTHIIBA
NPpH OCTPO BiIoLIaBaHe Ha 6b0OpeuHaTa GYHKUHMA WIH KapAHO-PECIMPATOPHO 3a001ABAHE WM CENCHC.
Kymynaupase Ha MeTrdopmuH ce HabntoaaBa npu ocTpo BiowlasaHe Ha 6ndpeuHara QyHKUHA H
yBeJlH4aBa PMCKa OT JIaKTaTHa alnao3a.

B cnyuaii Ha ZeXuapaTaurA (TeXKKO NOBpbIAHE, HApHA, TPECKA WM HAMAJIEH NPHEM HA TEYHOCTH)
NpYeMbT Ha MeT(GOPMHH BpeMEHHO Tpa0Ba J1a ce NIPEYCTAHOBH H € NPeNopBh4HTENIHO J1a Ce NPoBeae
KOHCY/TalUA ¢ MEAULIMHCKH CNELIHAJIHCT. |

[IpHeMbT Ha NIEKapCTBEHH NPOAYKTH, KOMTO MOTaT OCTPO Aa yBpeasT 6u0peuHaTa pyHkums (xkato
aHTHXHNEPTeH3UBHY cpeacTea, auyperuun 1 HCIIBC) tpabea na ce 3anoyHe ¢ NOBULICHO BHUMAHUE
[1PH MAaLMEHTH, JeKyBaHH ¢ MeThopMuH. JIpyrd puckoBH (akTopH 3a NaKTaTHa aUuMA03a ca
MPEKOMEPEH NPHEM Ha aJIKOXOJI, YEPHOAPOOHA HEROCTATHYHOCT, HEOCTATLYHO KOHTPOJHpaH nuaber,
KET03a, MPOAB/IKHATETHO INaayBaHe U BCAKAKBH ChCTOSHHA, CBbp3aHH C XHIIOKCHA, KaKTO U
eAHOBpeMeHHAaTa ynoTpeba Ha nekapCTBEHH NPOAYKTH, KOHTO MOTaT a MPHYMHAT JIAKTaTHa auHa03a
(Bxk. TOUKH 4.3 1 4.5).

[TauuenTuTe WK SosHorNeaaunTe TpAOBa na ObAAT MHGOPMHUPaAHH 3a PHCKA OT JlaKTaTHa al#Aao03a.
JlakTaTHaTa ALMI03a C€ XapaKTepH3npa C aUWAO3Ha HMCITHed, abloMiHaHa O01Ka, MYCKYJIHH
KpaMITH, aCTEHHS ¥ XHNOTEPMHUs, NOCNeABaHy OT KoMa. B ciiyyai Ha CbMHEHHE 33 CUMIITOMM
NAaLMEeHTHT TpaOBa Ja cripe npueMa Ha MeTgGOpMHUH K He3abaBHO Aa NOTHPCH JEKAPCKa NMOMOLIL,
JTHarHocTH4YHHUTE N1aGopaTopHH HAXOAKH ca NOHWKeHO pH Ha kpbBTa (<7,35), NOBHILIEHH HHBA HA
naktart B iasMata (>3 mmol/l) v mosuieHa aHWOHHA pa3iiiKa H CbOTHOWUEHHUE NaKTaT/nUpyear.

‘TlaumMeHTH ¢ YCTAHOBEHH HIW NOAO3MPAHH MUTOXOHAPHaNHU 3abosisiBatnsg

[TpH NauMeHTH ¢ YCTAHOBEHH MHTOXOHAPHANHH 3a0011BaHHA, KaTO CHHAPOM Ha MHTOXOH/pHANHA
eHuedanonaTHs ¢ JaKTaTHA aunIo03a U uHcynrTonoaobuu enuzoan (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTeeH Anabet M riayxora 1o
matiumHa nuHng (Maternal inherited diabetes and deafness, MIDD), metdhopmuH He ce npenopbusa
nopajay pHcKa OoT 00OCTpSHE Ha JIAKTaTHA alMA03a H HEBPOJIOTHYHH YCNOXKHEHHA, KOUTO MOXKE Ja
IOBEAAT AC BNOLIaBaHe Ha 3adonsaBaHeTo.

B cayuaii Ha mpU3HALIM U CUMNITOMH, nokasarenHu 3a MELAS cunapoM wnn MIDD, cnen npuema Ha
METHOPMHH, JIEYeHHETO ¢ MeT(opMHH TpAOBa Aa ce cripe BeiHara 1 1a ce Hanpasu Obp3a
JHArHOCTHYHA OLICHKA.

brOpeuna ¢pyHKUMA

GFR Tps6Ba aa ce ol€HABa NIPeaH 3aN04BaHe Ha JICUEHHETO U PEIOBHO CJIEA TOBaA (BXK. Touka 4.2).
Merdopmarc XR Kombu e nporuBonokaza nps naunedtd ¢ GFR <30 mil/MuH n tpsidBa BpemeHHO
N3 ce NPEYCTAHOBH MPH HAIHYHE HA CHCTOAHUA, KOMTO MOTaT Aa NMpoMeHAT ObOpeuHara GpyHkumna (BxK.
Touka 4.3).

XUTMOrJIHUKeMHA

[TaumesTy, npremain Merdopmake XR Kombu B komOuHaLHg cbC cyadaH
MOXE 712 Ca UITOXKEHH HA PHCK OT XHNoriukeMus. Cne1oBaTeIHO, MOXE 113 C
Ha [03aTa Ha CY(QOHHUIYpEeaTa WK Ha HHCYJIHHA.
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Peakuuy Ha CBPbX4YBCTBUTEIHOCT
[Ipy NauMEHTH JEKYBAHH CHC CHTArJMITHH HMa MNOCTMAPKETHHIOBH cbOOLIEHHA 38 CEPHO3HH

PEaKLUHH HA CBPbXUYBCTBHTETHOCT. Te3H peakuMy BKIIOYBAT aHA(HIAKCHA, aHIMOENEM H
exchONHaTHBHH KOXHH ChCTOAHMA, BKIFOUHTEIHO CHHAPOM Ha Stevens-Johnson. ITossara Ha Te3u
peaKkLUWH HACTLIIBA B PAMKHTE HA ITLPBUTE TPH MECELIA OT 3aMouBaHe Ha JICYEHHETO ChC CHTAIIHITTHH,
KATO HAKOH CITyYyau HacTbNBAT CJe] ITbpBaTa 403a. AKO C€ NOA03Hpa peakLms Ha
CBPBLX4YBCTBHTENHOCT, NpHeMbT Ha Merdopmake XR Kombn Tpabsa na ce npekpaTti, Tpsbsa aa ce
OLIEHAT APYTH Bb3MOXKHH NPUYHHM 33 HACTHNBAHE Ha CLOMTHETO H 1a C€ Ha3Ha4YM ATTEPHATHBHO
nevyeHHe Ha auadera (BxK. TouKa 4.8).

bynozeH neMduro
[Ipn nauueHTH, Kouro npHeMar DPP-4 uHxuOHTOpH, BKIIIOYHTENTHO CHTAIJIMIITHH, HMA

MOCTMAPKETHHIOBH CHOOLIeHH 3a 6ynoseH neMpurona. [Ipu nogospenns 3a 6ynoszen nemdurona,
npuemMsT Ha Mergopmakec XR Kombu Tpabsa na ce npeycraHoBu.

OnepaTUBHH NIPOLETYPH .
Vnorpe6Gata na Merdopmakc XR Kombu Tpsaba na ce npekpath no BpeMe Ha onepauus noja odua,

CIIMHAJIHA WIH €NUAYypaliHa aHecTe3us. JleueHneTo Moxe a ce Bb30OHOBH He no-paHo o1 48 vaca
CIIE/ ONEpalyATa Wi Bb30OHOBABAHETO Ha XPaHEHETO Npe3 yCTa U TO NpH yCJIoBHe ye OLOpeunaTa
(G YHKLIHA € MPeOLICEHEHA K € YCTAHOBEHO, e € cTabnana.

[lpunoxeHue Ha #OO-KOHTPACTHH BELECTBA

HuTpaBacKynapHOTO NMPUWIOKEHUE HA HOA-KOHTPACTHH BELLIECTBA MOXKE J1a IOBEAE 10 KOHTPacCT-
HHAYUMpaHa HedponaTus, BOAEIHA A0 KyMYJIHPAHETO Ha METGOPMHH H NMOBHLIEH PHCK OT JIAKTaTHA
alnosa. Merdopmake XR Kombu Tpabsa aa ce cnpe npean WiK o BpeMe Ha npolieaypara 3a
o0pa3Ha IHarHOCTHKA M He TpabBa Ja ce Bb30OHOBABa NNOHE 48 yaca crieq TOBa, NPH YCIOBHE Ye
ObOpeuHaTa GyHKLKA € NpeolieHEHa H € YCTaHOBEHO, 4e € cTabHiaHa (BX. TOUKM 4.3 1 4.5).

[IpomMaHa B KIMHHYHKS CTATYC Ha OALWEHTH C KOHTPONHpaH auaber THN 2 Npey TOBa

[MauuenTy ¢ Anaber Tvn 2, npeau ToBa nodpe koHTponupad ¢ Merdopmake XR KomOu, kouTo
pa3BHBAT OTKJIOHEHHs B 1ab0OpaTOPHH TIOKa3aTeny Wi KIHHHYHO 3a00/19BaKe (Hal-BeUe HEACHO WK
noiuo aedpunupano 3adonapane) TpadBa He3abaBHO Aa Ce OLIEHAT 32 HATHYHME HAa KETOALMAO3a HITH
nakTtaTtHa aumao3a. OueHkara TpabBa ga BKIIOYBA CEPYMHY €NEKTPOJIHTH H KETOHH, KPBBHA 3aXap M
ako ce Hanara pH Ha KpbBTa, HUBA Ha JIAKTAT, MUPYBAT U MeTPOPMHH. AKO BH3HHUKHE aLHA03a, 1O/
KaKBaTo U Ja e opma, neveHHeTo TpAOBa Aa ce cnipe HezabaBHO U TpaOBa Aa ce npeanpHeMar

MOAXOASIIH KOPUTHPALLH MEPKH.

HeduuuT Ha putamuu B12

MeTdhopMHH MOXe 1a HAM&JIM CEPYMHHTE HHBA Ha BUTaMUH B12. PUCKBT OT HHCKH HHBA HA BUTAMHWH
B12 ce yrenuuapa ¢ NOBMINABAHE HAa A03aTa Ha MET(HOPMHH, NMPOALDKUTENHOCTTA HA JICYEHHETO

W/ WIH NPH NANHEHTH C PUCKOBH (aKTOPH, 32 KOHTO € U3BECTHO, Y€ NMPHUHHABAT ACPHLMT Ha
sutamuH B12. [1pu cemMHeHne 3a neduumt Ha sutamMuH B2 (kaTo aneMus win nesponatus), Tpsdsa
1a ce npocieaaBaT cepyMHHTE HHBa Ha BuTamuH B12. [Ipy nauMeHTH ¢ pUCKOBH §aKTOpH 32
aeduuuT Ha BHTaMUH B12 Moxke aa ce Hanmo)u nepyuoAHYHO Npocieassane Ha BUTaMuH B2,
TepanusaTa ¢ MeT(opMHH TPAOBA a NPOABIHKMU JOKATO CE MOHACH W HE € NMPOTHBOMNOKA3aHO H CE
OCHIypABa NOAXOAALLO KOPHUTrHpALLO JIeYeHHe 3a AePyUMT Ha BUTaMHH B12 B choTBeTCTBHE C
HACTOALUWTE KMTHHUYHH PBKOBOJCTBA.

Metdopmakc XR Kombu chabpxka HaTpui
To3u nekapcTsen NPOAYKT ChAbLPKA No-Maiko oT | mmol HaTpuii (23 mg) Ha Tabnerka, T.€. MOXe Aa

Ce€ KaKe, Yye MPaKTHYECKH HE ChAbPrKa HATPUH.

4.5 BsaamoneHcTBHE ¢ APYrH JJEKAPCTBEHH NPOAYKTH H APYrH GpopMn

EQHOBpEeMEHHOTO MHOTOKPATHO NPHUJIOKEHHE Ha CHTArNIBIITHH U METQOPM
dbapMaKOKHHETHKATa, KAKTO Ha CHTAIMITTHH, TAKA U HA METQOPMHH NPH
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He ca v3pbplliBaHU NPOYYBAHHA 33 PapPMaKOKWHETHYHH J1€KapCTBEHH B3aHMOICHCTBHA C
Merdopmakc XR Kombu; obaye TakuBa npoyuBaHus Ca MPOBEKAAHH C OTACHHUTE AKTHBHH
BEIECTBA, CHTATJIMIITUH H MeTHOPMUH.

He ce npenopbyBa CbIBTCTBALIA YNOTPeDa

ANKoxon
ANKOXOJIHaTa MHTOKCUKAaLIMA c€ CBBLP3Ba C MOBHILEH PUCK OT JIAKTaTHa alna03a, ocoDeHo B c/yyan Ha

rnagyBaHe, HeOXPaHBAHE HJIM YEPHOAPOOHA HEAOCTATBYHOCT,

Hoa-kOoHTpacTHH BELIECTBA
Merdopmakc XR Kombu Tpabea 3agb/KMTENHO Oa ce cnipe Hpean WK Mo BpeME Ha NpoLeaypaTa 3a
oOpa3Ha IHarHOCTHKA W He TpsabBa 11a ce Bb306HOBABa NOHE 48 waca cnen ToBa, NPU YCJIOBHE Y€

O0bOpeuHaTa QyHKIHS € NpeolicHEHa H € YCTAaHOBEHO, 4e € cTabhiHa (BK. ToukK 4.3 n 4.4).

KomGunauuu, M3McKBaLUM NpeAna3Hu MepkH npy ynorpeda

Hsaxou nekapcTBeH NPOAYKTH MOTAT Ja ¢ OTpa3AT HednaronpHaTHo Ha 6bOpeunaTa hyHKUMS, KOETO
MOXKE [1a YBEJIMUH PHCKa OT NaKTaTHa aumaoza, Hanpumep HCTIBC, BkmounTeHO CENEKTHBHH
nHXuOUTOpH Ha umMkinookcureHasa (Cyclooxygenase, COX) 11, ACE nuxuburopu, anruorensuH 1l
pelenTOPHH AHTAarOHKUCTH Y JUYpETHLY, ocobeno OpuMkoBY AHYpeTHUM. [1pH 3anousaHeTo unn
ynoTpe0ara Ha TaKHBa MPOAYKTH B KOMOHHAINA ¢ METHOPMHH € HEOOXOAUMO CTPUKTHO
npocnenspaHe Ha ObOpeuHaTa QyHKUHA.

CohhabTcTBaLlaTa ynoTpeda Ha jiekapcTBa, KOWTO MOBIMABAT OOLIMTE TPAHCINOPTHU CUCTEMH B
O0BOpeuHnTe TYOYIH, BTIOUEHH B OBOpeuHOTO eNHMHHHpaHe Ha METQOPMHH (HaNp. HHXHOUTOPH Ha
OPraHWyYHHA KaTHOHEH TpaHcnopTep-2 [Organic cationic transporter-2, OCT2)/MynTunexkapcTBEHHS H
TOKCHH-€KCTpYaupail nporedH [Multidrug and toxin extrusion proteins, MATE] karo panona3un,
BaHJAETAHHO, NONYyTerpaRMp H UMMETHIHH ), MOraT Aa NOBUIIAT CHCTEMHATA €KCMO3HLIHA Ha
MeT(OPMHH M [1a YBENTUYAT PUCKa OT NaKTaTHA auuao3a. Tpabsa aa ce oOMUACHAT NON3KUTE K
PHCKOBETE OT ChITbTCTBaLaTa ynorpeba. Koraro Takusa eKapCTBEHU NPOAYKTH CE MPHIATaT
eJHOBPEMEHHO TpsAOBAa Aa ce OOMHCIIAT CTPMKTHO NMPOCIEASBAHE HA TNTMKEMHYHHA KOHTPOJI,
alanTHpaHe Ha J103aTa B PAMKHTE Ha MPENOPBUYKTENHATA JO3HPOBKA H IPOMEHH B JICHEHHETO Ha

nradera.

[ NIOKOKOPTHKOMAHTE (MPWIATaHM MO CUCTEMEH U JIOKANEH IMbT) OeTa-2-arOHHCTHTE H AMYPETHIIHTE
MMAT NPHCHILO XHIIEPrIIHKEMUYHO acicTeue. [laupneHTure TpadBa na ce HHPOPMHUpPAT H MNO-YECTO Aa
H3MepBaT KPBBHATA CH 3axap, ocoOeHO B HAUaNOTO Ha IEYEHHUETO ¢ TAaKHBA JIEKaApCTBEHH NPOAYKTH.
AKO € HeoDXoauMO, 103aTa Ha AHTHXHNEPrIMKEMHUYHHUA JIEKapCTBEH NPOAYKT TpsAOBa 1a ce anantupa
Mo BpeMe Ha JICUCHHE C APYrHs NeKapCcTBEH NMPOAYKT W MIPH HEroOBOTO MpPEKPATABAHE.

ACE-uHxu6GHTOpHMTE MOTAT Ja NOHKKAT HABATa Ha KpbBHATA 3axap. Ako € HeobGxXoaHMoO, A03aTa Ha
aHTHUXHNEPrIHKEMHYHHA JleKapCTBEH NPOAYKT TpAOBa Aa ce ananTupa no BpeMe Ha JTEHEHHEeTOo ¢
APYTdA IEKapCTBEH NPOAYKT H NMpH HEroOBOTO NPEKPATABAHE.

EdexTH Ha Apyry ICKapCTBEHH NPOAYKTH BbPXY CHTAMTHIITHH
In vitro ¥ KTHHHYHATE AAHHH OTHCAHM MO-A0JY MPEANONarar, Y€ pUCKbT OT KIIMHWYHO 3HAYUMH

B3aUMOEeHCTBHS NpH €AHOBPEMEHHO NMPHUNOKEHHUE C APYTH JICKAPCTBCHH NPOAYKTH € HHCDHK.

In vitro npoyuBaHus NOKa3BaT, Y€ OCHOBHHUAT EH3UM, OTTOBOPEH 3a OTPaHHUECHUA META0OIH3bLM Ha
curarannTud € CYP3A4, ¢ yuactue na CYP2CS8. I1pn nauneHTu ¢ Hopmanda 6s0peuHa QyHKuMS,
MeTaboH3MBT, BKIIIOUMTENHO K upe3 CYP3 A4, urpae camMo He3HAYUTEIHA PO B KNUPLHES
CHTarnunTHH. MeTaboNH3MBT MOXKE [1a HIpae No-BaXXHa pons NMPH €JIHMHHHPaHE
NpY HaJMuYKe Ha ocTpo OBLOpeUYHo yBpexaaHe WK TEPMHUHAJICH CTaAui Ha OLOpg g pedpCTav, K.
(TCBH). [opaau Ta3u NpuynHa € Bb3MOKHO MoLiHATE HHXHOUTOpPHU Ha CYP ,ﬁ apg, q‘gf"i"‘ els

i A
LR Wy

WTPaKOHAa30]1, PHTOHABHP, KJIAPHTPOMHULIMH) Aa NpoMeHaT (apMakoknHeTuKafja Faf SRty
nauHeHTH ¢ TexKo 6uOpeuno yspexnaHe unu TCbH. EdexTure Ha MomuuTe RZ
NpH HaJH4YKe Ha 6BOpetHO yBpexkaaHe He ca OLEHABAHH B KIIHHHYHO NMPOYYB4
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In vitro npoy4YBaHHs 332 TPAHCTIOPTA NOKA3BAT, Y€ CHTAMIMATHH € CyOCTpaT Ha p-rJIMKONPOTEHHA H
TpaHcnopTepa Ha opraHu4Hn aHuoHu-3 (OAT3). OAT3 MeaunpaHnAT TPaHCNOPT HA CHTATJINITHH CE
WHXKOKpa in vitro ot npoGeHeLn, BLIPEKH Y€ PHCKBT OT KITHHHYHO 3HAYHMH B3aUMOJEHCTBHUA Ce
cMATa 32 HHCHK. EnnospeMertoTo npwiokerue Ha OAT3 uHXHOUTOPH He € OLIEHEHO In Vivo.

L

Lluxnocnopun: TposeneHo € NpoyUBaHe 3a OUCHABAHE Ha eEKTa Ha UKKIOCIOPHH (MOLLCH
WHXHOHUTOP Ha P-TIMKONPOTENHA) BLPXY hapMaKOKHHETHKATa HAa CUTArIMNTHH. EAHOBpEMEHHOTO
NpUNOKEHHE Ha €IHHMHYHA nepopanHa ao3a 100 mg cHTarndnTuH U €IMHHYHA NepopaiHa 103a

600 mg uuxiocnopun nosuwasa AUC n Cmax Ha CUTarMHNTHH CHOTBETHO C NPHONH3HTENHO 29% 1
68%. Tean npoMeHH BbB (PapMaKOKMHETHKATA Ha CUTArIHUITHH HE C€ CMATAT 38 KJIHHHYHO 3HAYHMH.
BLOpeuHHAT KIMPbHC Ha CUTAMIHITTHH HE € 3HAaYHTEIHO NpoMeHeH. CIEI0BATENHO, He Ce OYaKBaT
3HAYUMH B3aHMOLEHCTBUA C APYTH HHXUOHTOPH HA P-TITHUKONPOTEHHA.

EdexT Ha cHTArMMNTHH BEPXY APYTH JIEKAPCTREHH NPOAYKTH
Huzoxcun: CUTAarMMNTHH KMAa HE3HAUYUTENCH eEKT BbpXY N1a3MeHaTa KOHLUEHTpaUHA Ha [IMTOKCHH.

Cnen npunoxeHnero Ha 0,25 mg AMrokcHH eAHoBpeMeHHO Cbe 100 mg CUTAarIMITHH AHEBHO B
npoabbkeHde Ha 10 auu, nmnasmenara AUC Ha JMrokcuH HapacTsa cpenHo ¢ 11%, a nnasMenara
Cmax cpeano ¢ 18%. He ce npenopbuBa KopurupaHe Ha R:03aTa Ha JHTOKCHH. B CBILOTO Bpeme,
NaLMUEHTHTE C PUCK OT AHFOKCHHOBA TOKCHYHOCT TpsOBa Na OBAaT npoc/ieAsBaHH 3a TaKapa, KOraTo
CHUTArJIMMNTHH M JIArOKCUH Ce MPUIIArat ¢AHOBPEMEHHO.

In vitro 1aHHHTE MOKA3BaT, Y€ CUTATJIMITHH HHTO NOTHCKA, HUTO HHAYuupa CYP450 uzoensumure.
[Mpu KIHHHYHK NPOYYBAHHUA CHTATJIMITTHH HE MPOMEHA 3HAUYMMO (PapMaKOKHHETHKATa Ha METQOPMHH,
rnuGypHa, CHMBACTaTHH, PO3UITIUTA30H, BappapHH WM NIEPOPATTHH KOHTPALIENTHBH, KATO OCHIypABa
in vivo 1aHHU 38 MAJIKa BEPOATHOCT OT NpeJAM3BUKBAaHE Ha B3AMMOACHCTBUA CBC CYOCTPAaTH Ha
CYP3A4, CYP2C8, CYP2C9 n tpancnoprepu Ha opranMyHi katioHH (OCT). CararmnmuH MOXe aa
6bae cnab HHXWOUTOP Ha P-TTHKOMPOTEUHA in Vivo.

4.6 PeprTHauTeT, OpeMenHOCT B KbpMEHE

bpeMeHHOCT
Hama gocrarbyHo AaHHH OT ynoTpedara Ha CHTarjMINTUH NpH OpeMeHHH xeHd. [IpoyuBaHHd BLpXY

’KHBOTHH MOKA3BAT PENPOLYKTHBHA TOKCHYHOCT APH BUCOKH N103H CUTArTMITHH (BX. TOUYKa J.3).

OrpasMyeHHTEe JaHHH Npeanonarar, ye ynorpebara Ha METGOPMHH NMPH 6PEMEHHH KEHH HE €
CBbP3aHa ¢ MOBHINEH PHCK OT KOHFeHHTAIHN Mangopmauuu. [IpoyuBaHusTa ¢ METGOPMHH BBPXY
’)KHBOTHH HE NMOKA3BaT BpeAHH €(eKTH No OTHOLIEHUE Ha OpeMEHHOCTTa, EMOPHOHATHOTO H
eTATHOTO pa3sBUTHE, PAKAAHETO WIH MOCTHATAIHOTO Pa3BHTHE (BX. CBHIIO TOUKa 5.3).

Merdopmake XR Kom6u He TpaGpa na ce H3non3Ba no BpeMe Ha OpeMeHHOCT. AKO NallHEHTKATa HCKa
Aa 3abpemeHee WIH aKO HacTHIH OPEMEHHOCT, NeUeHUETO TpaOBa Aa ce NpeKpaTH H MaUMEHTKaTa Aa
NPeMHHE HA JIEYEHHE C HHCY/IHH Rb3MOXKHO Hai-CKOpO.

KbpMeHe

He ca npoBexxnaHH Npoy4YBaHUs NpPU KbPMELLMK KMBOTHH ¢ KOMOHHHPAHHTE AKTHBHH BE1LECTBA HA
TO3M JIEKapCTBeH NpoAYKT. [lpy npoyuBaHKs NpoBeXKAAHH C OTACITHHUTE AKTHBHH BELLIECTBA U
CHTArJIMITHH, H METQOPMHH CE€ EKCKPETHPAT B MJIAKOTO Ha IAKTUpaLlH rbXoee. [1pu xopa
MeT(HOPMHH ce eKCKPETHPA B KbpMaTa B MalKH KoiHyecTBa. He € H3BECTHO Ja/Ih CHTArJIMITTHH Ce
excKpeTupa B kbpMaTa. Crnieaosatentio Mergopmake XR Kombu He TpabBa na ce H3n0/13Ba npH JKeHHU,

KOWTO KbpMAT (BXK. TOUKa 4.3).

DepTHAHTET .
JlaHHUTE OT NTPOY4YBAHHA BBPXY )KHBOTHU HE NpeAnosaraT BNUIHHE BLPXY ¢
KEHCKH IUTbXOBE MPH TPETUPAHE CBC CUTAITIMNTHR. JIKNCBAaT J@HHK NMPH XOp
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4.7 EdexTn BbpXy cniocofHocTTA 332 modHpaHe 0 padoTa ¢ MALIHHHK

Metdopmake XR KoMOH He noBnKABa MK NOBAHABA NPeHEOPEXHMO CNOCOOHOCTTA 32 LIopHpaHe H
pabora ¢ maliMHK. B ¢biloTo BpeMe npu wodupane wid padoTa ¢ MallliHy, TpsOBa 1a ce HMa
NpeABH, Y€ NIPH CHTATJIKIITHH Ca JOKIANBAHH CIyYaH HA 3aMasHOCT H CHHJIHBOCT.

OcBeH TOBa, NallHEHTHTE TpsOBa Aa ce NMPeAyNPEKAABAT 34 PHCKa OT XUINOIIHKEMHA, KOraTto
Merdopmake XR Kombu ce u3anonspa B koMOHMHaUMs Cbe CyAPOHWITYPEHHN NPOAYKTH WIH ©
HHCYJIHH.

4.8 HexenanH JeKapcTBeHR PeaAKRHH

PesioMe Ha npodwuna Ha be3onacHoCT

Hsama npoeeaeHu TepaneBTUUHN KNWHWYHK w3nuTBaHus ¢ Mergopmake XR Kombn Tabnetkn, Ho
6uoexBuBaieHTHOCcTTa Ha MeTdopmake XR KoMOu e nokaszaua npu enﬂonpemenno'ro NMPUIOKEHHE Ha
CHTArMMITHH H MeTHOpMHH (BXK. TOYKa 5.2).

Cp0061AaBaHH ca CEPHO3HU HEXKEIAHH PEAKLIMH, BKINIOYHTEHO NMAHKPEATHT K PEaKLIHK Ha
CBPBXYYBCTBHTENHOCT. ChOOLaBaHa € XUMOrMTHKeMUs NMPU KOMOHRaUUs Che CyapaHUNypeiHH
npoaykTH (13,8%) u ¢ uncyanu (10,9%).

CutarnuoTvH U MeTQOpMUH

Tabauuen cnucvk Ha HEXCeanume peakyuy

Hexenanwrte peakuuu ca u30poeHn no-nony ¢ npenopbvysanute or MedDRA tepmunu cnopen
CHCTEMO-OpraHHa KinacHdH1kauua U abconmoTHa yectoTa (Tabnnua 1). HectoraTa ce onpenens Karo:
MHOrO vecTH (>1/10), vectu (>1/100 no <1/10), Heuectu (=1/1 000 no <1/100), peaku (=1/10 000 ao
<1/1 000), MmHoro peaku (<1/10 000) 1 c Hen3BecTHa YeCcTOTA {OT HAIMMHHTE JaHHH HE MOXe a O6bae
HanpaBpeHa OLeHKa).

Tabauna 1: YecToTa HA HeXKeTAHHTE PEAKAHH YCTAHOBEHH IO BpeMe HA n1anedo-
KOHTPOJHPAHH KJIHHHYHHA NPOYIBAHHS ChC CHTATIHITHH H METQOPMHH CAMOCTONTE/THO H NIPH
NOCTMAPKETHHIOBHS ONTHT

Hexelana peaknns | HecTOTa HA HEXKENAHATA peaKIHA

Hapymenns HA KpbBTA B JUM(PHATA CHCTEMA

Ipomﬁoumoneum peaKH

HHEyIIIEHIHI Ha HMYHHaTA CHCTCMA

Eeaxuuu Ha CBPbXYYBCTBHTENHOCT, BKIAKOYHTENHO C HEU3BECTHA YeCcTOTa
Hagpu.nax'rwmn pealcunu*,'l'

Hapymenus Ha MeTafoIH3MAa H XpAREHETO

XUMOTIHKeMHUd ' YeCTH

HamansBaHe/ae¢UUMT Ha BHTaMuH B12 YECTH

HapyuieHHg Ha HEPBHATA CHCTEMA

CEPHINBOCT HEYCCTH

PecnRpATOpPHHA, TPHARH H MEAHACTHHAJIHA
apylieHHs

HTCPCTHLHAJIHA Genonpoﬁna donect *

(CToOMammno-9peBHH HADYHICHHS

lnnapus
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l1"El,,[13HE YECTH

pnaTyJIeHLHS | YeCcTH

Banex HeyecTH

6onKa B ropHaTa 4acT Ha Kopema HEYECTH
nospblllaHe YECTH

ocThp NaHkpeatut*, 1,1 C HEU3BECTHA YECTOTA
kbaTaneH U HedaTaieH XeMOparH4eH M C HEH3BECTHA YecToTa

HEKPOTU3MPALL NAHKpeaTHT *,}

HaEymennn HA KOXKATA H NOJKO0KHATA THKAH

IPYPHTYC HCUCCTH

laHrnoenem™*, + + C HEU3BECTHA YEeCcToTa

C HEH3BECTHA YCCTOTA
€ HEH3BCCTHA HCCTOTA

C HCH3BCCTHA YCCTOTa

eKCONHATUBHY KOXKHH 3300N19BaHMS, BKITHOUHTETHO C HEU3BECTHA YeCTOTA
CHHAPOM Ha Stevens-Johnson™,
bynoseH nempurona* C HEM3BECTHA YECTOTA

Hapymenns HA MYCKYJHO-CKE/ICTHATA CHCTEMA
H CHeJHHHTE/HATA ThKAH

apTpanrus* ¢ HEH3BECTHA YECTOTA
MHAITHR C HEM3BECTHA YECTOoTa
boska B kpadiHHLHTE* C HEH3BECTHA 4ECTOTA
bonka B repba* C HEM3BECTHA YECTOTA
ApTponaTHs’ C HEM3BECTHA YECTOTA

Hapymenus Ha 6u0peunte H NHKOYHHUTE

I'bTHINA .
HapyleHa 6b0peuHa QyHKuHa* C HEU3BECTHA YE€CTOTa
ocTpa 6L0peuHa HeloCTAThYHOCT C HEU3BECTHA YECTOTA

* HexxenaHuTte peakuMy ca HAeHTH(OHUNPAHH NTO BPEME Ha NMOCTMApPKETUHIOBOTO HaOMIOAEHNE.
T Buwxk Touka 4.4. .
I Buwxre npoyuaanemo 3a 6e3onacrocm no omuouieHue Ha cvpoesHo-cvoosama cucmema TECOS no-

13 \'2

Onucanue Ha U3OpaHH HEXENAHK PEeaKLUH

Hskou HexenaHu peakumMu ca HabMIOAaBaHK NO-4eCTO NPH NpOy4YBaHUA 3a KOMOHHMpaHa ynoTpeda Ha
CHTArJIMNTHH M METPOPMUH C APYTd aHTHAHAOETHH JIEKAPCTBEHU NMPORYKTH B CPaBHEHHE C
MPOYYBAHHA HA CUTAIJIUNITAH K METQPOPMHHE CAMOCTOATEIHO. Te BKIIOYBAT XHAOINUKEMHA (KaTeropus
Ha Y€CTOTA ,,MHOIO YECTH ' CBHC CYIPOHUYPEHHHN MPOOYKTH WK UHCYJIHH), 3aneK (,,4ECTH CbC
cynpoHUTYPEHHH MPOAYKTH), NepUdepeH 0ToK (,,4eCTH” ¢ NMHOIINTA30H) U rMaBOOONHE H CyXOTa B
yeTaTa (,,HEYEeCTH € WHCYJIHH).

Cumaznunmun
[Tpu npoyuBanus BLPXY MOHOTEpANHA Cbe CHTArMUNTUH 100 mg BEAHBAK AHEBHO CAMOCTOATENHO B
cpaBHeHHe ¢ IJiauedo, cbobLIeHNTe HEXENAaHN PEAKLIMH Ca rmaBoboIHe, XHIIOTIHKEMHA, 3aMeK U
3aMaiBaHe.

Cpen Te3n NaUMEHTH HeXeNaHKWTe CbOHTHA, Cho01aBAHK HE3aBUCHMO OT MPHYHHHO-
BPB3Ka C JIEKAPCTBEHHA MPOAYKT, C 4ECTOTa Hai-Manko 5%, BKIIIOYBAT HHPEKLIH S
AUXATENHH TbTHLIA K Haso(gapuHrUT. OcBeH TOBA, ¢a CHOOLIEHH OCTEOoapTPHUT WHQRKaT
¢ yectoTa HedecTH (> 0,5% no-BUCOKa cpen ydaCTHHLMTE, NMONYYHJIH CHTarIu
KOHTPOJIHATA rpyna).
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Memdopmun

CToMalllHO-YpEBHH CHMITTOMY ca CbhOOIIABAHH MHOTO Y€CTO MPU KITHHWYHH NPOYYBAHHUA H MPH
NOCTMapKeTHHropara ynorpeda Ha MeTgopMHH. CTOMaUIHO-YPEBHHTE CHMITTOMH KaTo rajeHe,
noBpbillaHe, n4apua, 6onxa B kopeMa M 3aryda Ha aneTHT ¢ NOSBABAT MO-YECTO B HAYAI0TO HA
JIEYEHUETO W B NOBEYETO CIYYaH OT3BYUYABAT CMOHTAHHO. JIOMLITHUTEIHH HEXEJIaHH peakunH,
CBbP3aHH ¢ MET(OPMHH, BKITIOUBAT METANIEH BKYC (YECTH); NAKTaTHA alliA03a, HApYLICHUA Ha
yepHOApPoGHATA PYHKUHA, XENATHT, YPTHKapHa, EpUTEMa W CbpOexk (MHOrO pelikH).

Kateropuure no 4ecToTa c€ OCHOBaBaT Ha HaJW4HaTa HHGopMalms B KpaTkaTa XapakTepucTHKa Ha
npoayKTa Ha MeTdhopMHH, onobpeHa B EC.

ITeouampuuna nonynrayus |

'B KJIMHWYHY W3NMUTBAHUA ¢ KOMOHHALIMATA CHTArHNTHH/METQOPMHH NPH NEJHATPHYHY NMALIUCHTH
cbC 3axapeH auabet THR 2 Ha Bb3pact oT 10 1o 17 ronpHy NpoUIBT Ha HEXENaHUTe peakUHH KaTo
LASIO € CPABHUM C TO3H, HabToaaBaH NpH Bb3PacTHH. [lpy neaMaTpMyHN MaUMEHTH, KOHTO €a UMK He
ca Ha OCHOBHO JIEYEHHE C HHCYJIHH, CHTArTMIITHH C€ CBBLP3BA C MOBHIIEH PHCK OT XHIOTJIHKEMHS.

IIpoyveane 3a bezonackocm no omuowenue Ha cvpoeuno-cvoosama cucmema TECOS
M3nUTBaHETO, OLICHABALLIO ChPAEYHO-CHAOBHTE PE3YITATH NPH JiedeHHe Cb¢ cHTarnunTuH (Tnal
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxnousa 7 332 nalueHTH, 1€KyBaHH
cbe 100 mg curarnunmun qHeBHO (MH 50 mg AHEBHO, aKO H3XOAHUTE CTOHHOCTH Ha H34MC/IeHaTa
cKopocT Ha rioMepynHa untpauns (eGFR) ca > 30 u < 50 mU/mun/1,73 m?, u 7 339 naunenTy Ha
nnaue6o B intention-to-treat (ITT) nomynauusra. /{sere neuenuns ca nodaseHn KbM OOHHANHUTE
FPHXXH CHIIIaCHO MECTHHTE cTanaapti 3a HbA lc v cepaeuHo-cbaoBM puckosu daktopu. Obmara
YECTOTA HA CEPUO3HUTE HeXKellaHW ChOUTHA NMpPU NaLHEHTH, NONY4YaBall CUTAITIMNITHH, € CXOAHA ¢
Ta3H NpH NaLKHEeHTHTE, NOTyYaBatiiy fU1aLeoo.

B intention-to-treat nonmyjaauuaTa cpe/ HallMEHTHTE, KOUTO W3NON3BAT HHCYJIHH H/HIIH
cyndaHHuIypeiiHi NPOAYKTH Ha H3XOHO HMBO, YECTOTATa HA TEXKKA XHINOTNHKeMHA € 2,7% npu
MauWEHTHTE, NEKYBAHH ChC CHTArTMITHH W 2,5% npu nauueHTHTE Ha I1auebo; cpel NauHEHTHTE,
KOHUTO HE H3MO0JI3BAT HHCYJIIHH WK CYTQOHUNYPEHHH NMPOAYKTH Ha H3XOAHO HHBO, Y€CTOTAaTa Ha
Texkka xunornaukeMus € 1,0% npu nauMeHTHTE, JIEKyBaHH CbC CHTAMIUITHH U (,7% nipy nauMeHTHTE
Ha rianebo. YectoTaTa Ha MOTBBPAECHH CHOMTUA, OTAABAHK Ha NaHKpeaTHT, € 0,3% npH nauHeHTHTE,
NIEKYBaHH Che cHTarmvnTaH M 0,2% npu nauyenTHTe Ha naauedo.

Crobuasase Ha MOJO3IUPAHH HEXETaHH peakiUH
ChobiaBaHeTo Ha NOAO3HPAHHU HEXETAHH PEaKLMH Cliell pa3peliaBaHe 3a ynorpeda Ha IeKapCTBEeHHA

NpoAYKT € BaxkHo. ToBa mo3Bonasa na NPOABLIDKH HABNOLEHHETO Ha CHOTHOLICHUETO NON3a/PUCK 32
JIeKapCTBEHHA MPOAYKT. OT MEANLIMHCKHTE CMIELIMATIMCTH Ce M3UCKBa 1a ChODIIABAT BCAKA

nofo3HpaHa HexellaHa peakuus upes UanbaHuTenHa areHuus no jgexapcereara yi. , Jlaman I'pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Tlpenozmpane

[TpH KOHTPOIMPAHKN KIMHWYHH W3MUTBAHHA ChC 3/IPABH YUACTHHULIM Ca NPUIIAraHd €AHOKPATHH 103U
no 800 mg curarnunTa. Munumanno yawmkasaHe Ha QT¢, KOETO He ce CYHTA 32 KNHHHYHO 3HAYUMO
e HabGmonaBano npM eaHo npoyusaHe ¢ go3a ot 800 mg curarnunmuH. HaMa onut ¢ no3u Han 800 mg
NpH KTHHWYHY nipoyyBaHui. [1pn npoyyusanus Pa3a | ¢ MHOrOKpaTHO NPHIIOKEHHE, HAMA
N0303aBHCHMH KJIMHHYHH HeXKeJlaHH JICKapCTBEHH peakLHy, HabionaBaHHy NMPH CHTArKMITTHH C 103K
a0 600 mg axeBHo 3a nepuoay no 10 auu u 400 mg qHEBHO 3a NepHOAM A0 28 IHH.

Texko npeaosnpate ¢ MeTOPMHH (WIH €JHOBPEMEHHO CBIUIECTBYBALIl PUCK OT JIAKTaTHA aLUKMI034)
MOX€E Aa JOBe/E A0 NAKTATHA aln/03a, KOATO € crellieH MeIHUMHCKH cy4yaid ¥ Tpa0Ba. 1A cE JIEKYBa B
Gonuuua. Hai-epeKTUBHUSAT MeTOA 38 OTCTPAHABAHE HA /1aKTaTa H Men:bopml ,
IMpu KAMHNYEK Npoy4Banua Npubausutenro 13,5% ot no3ata ce oTcTpaHABY/HRA
1o 4 yaca xeMoaAHaNU3Ha cecHa. [IpM KIMHUYHY NOKa3aHHA MOXKE Ja Ce Nnpe /
NpoAbJDKHUTENHA Axann3a. He € W3BeCTHO AANH CHTAIIMIITHH C€ AHAIH3HPa
AUANTH3A.

|
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B cayuaii Ha npeao3MpaHe € NOAXOAAO Aa Ce nNpeanpyuemMar obuualinnre NOATbLPXKALUN MEPKH, KaTo
OTCTPaHABaHE Ha HeabcopbupaHHs MaTepHa OT CTOMALIHO-YPEBHHA TPAKT, KIHHHYHO HabmoacHue
{BKJIIOYUHTEIIHO H €NIEKTPOKAPAMOrpaMa) U NpH HYXJ1a 3aro4BaHe Ha NMOAABLPXKALLO JIEYEHHE.

5. ©®APMAKOJIOTMYHH CBOICTBA
51 @apMakoaIHAAMHYIHH CBOHCTBA

dapmakoTepaneBTHHHa rpyna: JlekapcTsa, 3a 1eueHde Ha AHA0ET, KOMOMHALIMK OT NEPOPANHU
JICKapcTBa 3a HamasisiBaHe Ha KpbsHaTa 3axap, ATC xoa: A10BD07

Metrdopmakc XR KomOu komGuHHpa nBa aHTHXHINIEPIIIHKEMHYHH JIEKApCTBEHH MPOAYKTa €
AOMNBJIBALLL C€ MEXAHHW3LM Ha AielCTBUE 3a NoaoOpABaHE HA MNIHKEMHYHHS KOHTPOJ NNPH MaLHEHTH C
auader Tin 2: cHTarnUNTHH hocdat - aunmentuann nentyuaasa 4 (DPP-4) uuxudurop n MeTHOpMHHOB
XMAPOXJIOPHA - NPEACTABUTEN HA Ki1aca Ha OHrBaHUIMHHTE.

CvTarnunTu

Mexanuzvm na oeticmeue

CurarnunTid ¢ocdaT e MepopaiHO AKTUBEH, MOLLEH H BHCOKOCENIEKTHBEH HHXHOUTOP Ha €H3MMa
nunentuann nenruaasa 4 (Dipeptidyl peptidase 4 inhibitor, DPP-4) 3a neuenune Ha auaber tun 2.
HUuxuburopure na DPP-4 ca knac BewecTBa, KOUTO ACHCTBAT KATO €HXAHCEPH HA HHKPETHH. Ype3
uHXHOUpaHe Ha eH3uMa DPP-4, cHTarnuirTiH nosuiliaBa HHBATa Ha 1Ba H3BECTHH AKTHBHH
MHKPETHHOBH XOPMOHA - MioKaroH-nofo6Hua nenrug-1 (Glucagon-like peptide-1, GLP-1) n
[I0KO3a-3aBHCHMHUA MHCyMHOTponeH nonunentha (Glucose-dependent insulinotropic polypeptide,
GIP). MukpeTHHUTE ca 4acT OT €HAOTeHHa CUCTEMA, YUACcTBAlla BEB (PH3HOIOTHYHATA peryaaiiMs Ha
rIIOKO3HaTa XoMeocTasa. Koraro KoHUEeHTpauMHUTE Ha KPbBHATA 3aXap ¢a HOPMAlTHH WIH NOBHILEHH,
GLP-1 u GIP 3acunBaT CHHTe3a ¥ OCEOO0KAABAHETO HA HHCYAHH OT NaHKpeaTHYHHTE OeTa-KIeTKH.
OcseH ToBa, GLP-1 HaMansBa cekpeunsTa Ha FMIOKAroH OT NaHKpeaTUYHHUTE anga KIETKH, KOETO
BOJH A0 HamasieHo o0Opa3yBaHe Ha YepHoApoOHa rimoko3a. Korato HHBaTa Ha III0KO3a B KPbBTa ca
HHCKH, 0cBOO0XIABAHETO HA HHCYJIHH He Cé CTHMYJIMpa U CEKpEeLHATa Ha FJIIOKaroH He ce MOTHCKa.
CUTarJIMITHH € MOUIEH H BHCOKO CENeKTUBEH HHXHOUTOP Ha eH3uma DPP-4 u He nHxubupa cxoaHure
no crpyktypa en3umu DPP-8 unu DPP-9 B TepaneBTHUHH KOHUEHTpauHH. CHTATTIHITTHH Ce
pa3inyaBa Mo XMMHYHA CTPYKTYpa H (apMakoloruuHo JeHcTBUe oT aHanosure Ha GLP-1, uacynun,
cyNpoHUTypes WId MEMTUTUHUAH, OUrBaHUAWHH, arOHHCTH Ha aKTHBHPAHHA OT MEPOKCH3OM

nponudepaTopa rama-peuentop (PPARY), anda-rmoko3nasHH HHXHOUTOPH H aHANO3M Ha aMHJIHH.
[Ipy ABYAHEBHO NPOYYBAHE HA 3PABH YHAaCTHHLIH, CHTAITUITTAH, PHIOXKEH CaMOCTOATENTHO,

NOBHLIABA KOHLIEHTpaLMaTa Ha aktuBaua GLP-1, nokaTo MeT¢hoOpMHH NPUNOKEH CAMOCTOATENHO,
MOBULIABA KOHLIEHTpauusATa Ha akTHBHHA M o1 GLP-1 B cxoana crenen. EAHOBpeMEHHOTO
MpUiaraHe Ha CUTArIMNTHH U MeTGOPMHH KMA aJIMTHBEH €(PEKT BbPXY KOHLEHTPaLUATa Ha aKTUBHUSA

GLP-1.
CHTarnvnTyH, 3a pa3ivka oT MeTOopMHH, NOBULIABA KOHUEHTpaluaTa Ha akTueHua GIP.

PL/H/0726/001-003/1B/013
12




Knunuuna epuxacnocm u 6ezonacnocm
Kato uano, CHTarnunTiH noaodpsaBea riaMkeMHUYHHAS KOHTPOJ, KOraTo €€ H3NoJi3Ba KaTo MOHOTEpanHs
WIH KOMOMHHUPAHO JIeYE€HHE NIPH Bb3PacTHH NAUMEHTH ¢ AHaber THN 2.

[Mpy KIHHHYHK U3MHTBAHUA, CUTATIAIITHH KaTO MOHOTEpAnus NoJ00psBa MIHKEMHYHNAA KOHTPOJT CBbC
3HAUYUTENHO HaMansaBaHe Ha XemornoouH A lc (Haemoglobin Ai., HbA I¢) u rmroko3ara Ha riaaaHo u
caen xpaseHe. Hamanasane Ha ruiasmeHnara rimoxo3a Ha rnaaHo (INT'T) e nabmonaeano Ha 3-ta
ceaMHLa - TbPBATa BPEMEBA TOUKa, B kosaTo e u3MepeHa I1I'T. HabmonapaHnara yectoTa Ha
XUNOTJIMKEMHS NMPU NAUNEHTH, JEKYBaAHH CbC CUTArJIHIITHH € NOA00Ha HA Ta3H, YCTaHOBEHA NpH
niaauebo. TenecHOTO TETNO He ¢ € MOBHLUMAO CAPAMO H3XOAHUTE CTOMHOCTH IPH JIEYEHHE CbC
cutarnunTuH. HabmoaasaHo e noaoSpeHHe Ha cyporarHuTe Mapkepy Ha pyHKUHOHUpaHe Ha OeTa-
xneTkute, B ToBa uuciao HOMA-fB (XomeocTaszeH Moaes 3a oLeHKa-0era), ChOTHOWEHHETO Ha
MPOHHCYJIHH KbM HHCYJIHH H NOKa3aTeNnuTe 33 PCaKTHBHOCT Ha O€Ta-KNeTKHTE NpH TECTa 3a
MMOHOCHMOCT TIPH 4E€CTO J1aBaHe Ha XpaHa.

[IpoyuBaHKg CbC CHTACIUNTHH B KOMOMHAUNA ¢ M MHH

ITpu 24-ceAMHYBO NNaUe60-KOHTPOIHPAHO KIIMHHYHO NMPOYYBAaHE 32 OLEHKA Ha €PHKACHOCTTA U
6ezonacHocTTa OT Ao0aBsHeTO HA cHTaraunTud 100 mg BeAHDBK AHEBHO KbM TEKYLHOTO JIEMEHHE C
MET(OPMMH, CHTArTMIITHH OCUTYPABA 3HAYUTENTHO NOAOOpEHNe HA NIHKEMHYHHTE MapaMeTpH B
cpaBHeHHe ¢ rnauebo. [poManaTa cnpsaMo U3XOIHHTE CTOMHOCTH Ha TEJIECHOTO TEr/I0 € CXOAHA IMPH
MalHEHTH, JEKYBaHH CbC CHTArIMITTHH ¢cnpamo nnauebo. [1pu Tosa npoyusane HMa noaobHa yecToTa
Ha CJIy4aH Ha XHNOTJHKeMHs, cboOllaBaHa 3a NALHEHTH, JEKYBaHH ChC CHTArTMNTHH WK MUiaLebo.
I[1pu 24-ceaAMHYHO MNaLEO0-KOHTPOINPaHO (PAKTOPATHO MPOYYBAHE HA THPBOHAUATHO JICHEHHE, OT
curaraunTuH 50 mg ABa mbTH AHeBHO B KoMOMHauuA ¢ metdopmuH (500 mg wix | 000 mg gsa nvTH
IHEBHO) Ce MOCTHUIa 3HAYMTENHO MOAOOPEeHHE Ha MNIMKEMHYHHUTE NapaMeTPH B CPaBHEHHE C JIBETE
MOHOTepanuu, HamansBaHeTo Ha TeNeCHOTO Terjio NpH KOMOWHALMATA CHTArSTIMITHH U METQOPMHKH €
CXOJHO ¢ TOBa HabnoAaBaHO Npu MeThOPMHH CAMOCTOATENTHO WM rnauedo; HAMa NpoMsHa CIIpSMO
M3XOJHWTE CTOMHOCTH NPH NMALXWEHTH HA CHTALIIUIITHH CAMOCTOATENTHO. HecToTaTa Ha XUITOrNIHKEMHUS

€ CXO/Ha cpel NEKYBAaHHTE IPYIH.

[IpoyuBaHe ¢bC CHTArAMITHH B KoMOHHaLMA ¢ METQOPMHH U cyndoHunypes

24-ceIMHYHO NNauebo-KOHTPONHPAHO KJIMHWYHO NMPOYYBAaHE € IUTAHAPAHO C LieJl OLIeHKa Ha
eukacHocTTa W He3onacHocTTa Ha cuTaranunTuH (100 mg BeaAHBK JHEBHO) MPHOABEH KbM
raMMenupu (CaMOCTOATENHO MM B KOMOUHaums ¢ MeThopMHH). JlobaBRAHETO Ha CHTAIIHITTHH KbM
rMUMENHPHI B METQOPMHH, OCHIYPSBa 3HAUUTENIHO NOAOCOPEHHE HA INIHKEMHYHHTE MApaMETPH.
[TaupeHTHTE, NEeKYBAHH ChC CHUTAMJIMIITHH UMAT ciabo noBuuieHHe Ha TenecHoTo rerno (+1,1 kg) B
CPaBHEHHE C TE3M, NOIyuyaBany naauedo.

[IpoyuBaHe ChC CUTATTMITHH B koMOMHaums ¢ MeThopMHuH U PPARY aroHuer

26-CEAMHYHO N1auebo-KONTPOJIMPAHO NPOYUYBaHE € NPEAHA3HAYEHO A2 OLUECHH e(PHKACHOCTTA U
6e3onacHocTTa Ha cHTarJUNTHH (100 mg Beanbk AHEBHO), 10OaREH KbM KOMOHHALMATA Ha
IKOTTIHTa30H W MeThopMHH. JIoGaBAHETO HA CHTAMIMIITHH KbM MMHOTJIMTa30H H MET(POPMHH,
OCHMIypABa 3HAYMTE/IHH NoA0OpeHNs Ha MIMKEMUYHHUTE NapaMeTpH. [IpoMsAHaTa B TENECHOTO TErO OT
H3XOAHO HMBO € NoAo0HAa Ha Ta3u NpH NALHEHTH, AEKYBaHH CHC CHTAIIUITTHH, B CPABHEHHE C
rwanebo. Yectorara Ha XUNOrJIHKEeMHA CBHLLIO € CXOAHA € Ta3H HA NAUMEHTHTE, JIEKYBAHH ChC
CHUTArJIMNTHH WK TU1auebo.

[IpoyuBaHe Ha CUTArIMOTHH B KOMOHHaUMA ¢ METQOPMHH H HHCYJIHH

24-ceAMHYHO MNALEO0-KOHTPOIHPAHO KIHHHYHO NPOYYBAHE € MPEAHA3HAYEHO 12 OLEHH
edexTHBHOCTTA U Be3onacHocTTa Ha cHTarAMNTHH (100 mg Beanbxk AHEBHO) 100aBEH KbM HMHCYJIHH
(npy crabunHa fno3a 3a Hai-Manko 10 ceaMuun) cbe My 0€3 METPOPMHH (Haﬁ-ManKo 00 mg) l'lpu
NauHeHTH, MPHEMALLIHA NPEeABaAPUTETHO CMECEH HHCYJIUH, CpeiHaTa IHEBHA ;10
[Ipn nauMeHTH, NpUeMallli HECMECEH NPEABAPUTENHO (MEXAHHEH/C MPOAE
WHCYJIHH, cpeaHaTa JHeBHa ao3a € 44,3 U/ouesno. Mannute ot 73% ot na
npuemany MeTopMHH ca npeacraseHy B Tabauna 2. JlobaBaHeTo Ha CUTE
OCUIYPABA 3HAYWTENHO NoaoOpeHHe Ha MNIMKEMHYHHTE NapaMeTpu. Hama
TEJIECHOTO TErIO CNPAMO H3XOOHOTO HHUBO B ABETE I'PYIH.

. — 1?_‘
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Tabauna 2: Peayaratn 3a HbAlc npn niane60o-xoBTPOIHPAHH NPOyuUBaHKRa ¢ KOMOHHHpAHO
JevYeHHe ChC CHTATVIHIITHAH B MeThopmun™®

IlpoyuBane If:f;}:'ﬂ" Cpeana npoMsiHa Koparupana cnpsimo naauebo
CTH Ha CIPAMO H3X0AHO HHBO cpeasa npomsana ia HbAlc (%)

H3IX0AHO HHBO HbA ﬂ/ , ’ o
HbA1lc (%) 1¢c (“%) (95 Yo CI)

Curarauntud 100 mg
BEIHBX JAHEBHO, 8,0 _0,71' _0’71,1
noOaBeH KbM TEKyLUa |

TEpanus ¢ (-0.8, '0='5)‘
METHOPMHH
(N=453)
Curarauntusd 100 mg
BEAHBX JIHEBHO, 0. 61 0. ot.1
no6aBeH KbM TeKylla 8,3
Tepanua ¢ r¥Menupu | (-1,1, -0,7)
+ MeTHOPMHUH"' '

(N=115)

Cutarnunrud 100 mg
BEAHBX JHEBHO A00aBeH 8,8 0 71-,1
KbM TEKYLLA Tepanus ¢ | 127 ’ |
NMUOTrIUTA30H + - (1,0, - 0,5)
MeThOpMHUH
(N=152)

Cutarauntus 100 mg

BEAHBLX JIHEBHO, 100aBeH 8.7 -0,7¢8 0 5§=I
KbM TEKYLLA TEpanus ¢ ’
MHCYJIHH + MeTHOPMHH (-0,7, -0.,4)

(N=223)

Hauando neueHue

8,8
(ABa NbTHU AHEBHO):
CHTArMITHH (-1,8, -1,3)
50 mg +
meThopmun 500 mg
(N=183)

'1,4—‘- | -1’61-11

Hauan#o neuenne (aBa
NbTH AHEBHO): 8,8 -1.0f _2,11-,1
curarnunTiH 50 mg +
MET(I)DPMHH 1 000 meg ‘ ('21:3: '1_38)
(N=178)
* [lonynanpmara OT BCUMKY JIEKYBaHH NaLHMEHTH (intention-to-treat aHaNH3).

+ Hait-mankuTe cpeAHH KBaApaTH ca KOPUIHpaHH CNIPAMO CTATyCa NMPH NPEXOAHOTO
AHTHXUTNEPTIUKEMHUHO NIEYEHHE H CTOMHOCTTa HAa H3XOAHO HHUBO.

1 p< 0.001 B cpaBHeHHe ¢ mnauebo win auebo + KOMOMHUPAHO JIEUEHHE.
THbA lc (%) Ha 24-Ta ceamuiia

'HbA 1¢ (%) Ha 26-Ta ceaMuLa

§ Hali-MankuTe cpelHH KBAAPATH Ca KOPUIHpaHH 3a ynotpebata Ha HHCYJIMH N
(npeABapHTENHO CMECEH CPELLLY HECMECEH NMPEABAPHTETHO [MEKIHHEH WM C N
NeicTBUE]) U U3X0AHATA CTOHHOCT.

PL/H/0726/001-003/18/013
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[Tpu 52-ceaMU4HO MpOyHBaHe, CPaBHABALIO eHKACHOCTTa K 6e30NacHOCTTa py AoDaBsHE HA
cutarnynTiH 100 mg BeassX AHEBHO WK rvunu3ni (CypoHUNYpeitHO NPOU3BOAHO) MPH NALMEHTH
¢ HEZOOBP MTHKEMUYEH KOHTPOJ IPH MOHOTEPAITHA ¢ METGOPMHMH, CHTATIITTHH € NoAoDeH Ha
FIMNH3KA npy noHnxasaHeto Ha HbA l¢ (-0,7 % cpeasa npoMaHa cnpaMo M3XOJHUTE CTOWHOCTH
npes ceamuia 52, ¢ue cpenHa croiiHoct Ha HbA 1c ot npubausurenno 7,5% B nBete rpynu).
CpenHara 032 [IMMH3WA H3MON3BaHAa B rpynaTa 3a cpaBHeHHe ¢ 10 mg AHeBHO KaTo NpUOIM3HTENHO
40% OT NALMEHTHTE CE HYXAAST OT 4032 MIMMH3HA <5 mg/IHEBHO MO BpeMe Ha npoyu4saHero. Obaue,
MoBedye NallMeHTH OT rPynaTa Ha CUTArIMIITHH, OTKOJKOTO B IPYNIaTa Ha INIMITH3H] €A NMPEKBLCHAIH
nopaay nunca Ha epukacHoOCT. [lauMeHTHTE NEKYBaHH CBC CUTATTMIITHH NMOKA3BaT 3HAYKTENTHO
CPEe/IHO MOHMKEHHE CPAMO U3XOHUTE CTOHHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHue cbe
3HAYHTEHO MOKAaYBaHe Ha TerJIoTO Npy Nau{eHTH nojy4vasanu raunu3na (+1,1 kg). B Toa
NPOyYBaHe, OTHOLIEHHWETO NPOUHCYNIHH KbM MACYJIHH - MApKep 3a €(PeKTUBHOCTTA Ha HHCYIMHOBHA
CHHTE3 M O0cBOOOXK1aBaHe, ce noaodpaBa Cbe CHTArJIMNTHH H C€ BIIOLLABa NPH JA€UEHHE € MNTHNH3KA.
YecTOTAaTa HA XUMOFJIMKEMHS B IPyNaTa Ha cHTarnunTHH (4,9%) € 3HauUTeTHO MO-HUCKA OT Ta3H B
rpynaTta Ha runysug (32,0%).

24-ceaMUYHO 1aleb0-KOHTPOIUPAaHO KITWHWYHO NPOoy4YBaHe, BKIOUBaLlo 660 naupeHTH ¢
npeaHa3Ha4YeHOo fa OLEHH ePUKACHOCTTA BOCILA 10 HAMANIABAHE HA HHCYJTHHOBHTE 034 M
6e3onacHocTTa Ha cHtarmunTyH (100 mg BeaHbK AHEBHO), KOraTo € MpHOaBeH KbM HHCYJIMH
rIapKUH CbC Win 6e3 MeTdopmuH (nore 1 500 mg) no BpeMe Ha HHTEH3UULUMPAHETO Ha
HHCYJIMHOBATa Tepanui, IIpd nauueHTH, npueMauu MeTopmuH, n3xoaHarta ctoiHocT Ha HbAlc e
8,70% u nauanHaTa no3a uucynuH € 37 [U/aueBno. IlauneHTHTe ca HHCTPYKTHPaHH Aa TUTPHpAT
A03aTa CM Ha HHCYJIHH FIapXXuH Bb3 OCHOBA HA CTOMHOCTHTE HAa KPBHBHATA 3aXap Ha rnaaHo. [lpu
nauHeHTHTe, MpHeMaLln MeTHOpMHH, Ha 24-Ta ceaMHULIA, YBEIHYABAHETO HA JHEBHATA 1032 HHCY/IHH
e 19 [U/aHeBHO NPH NAUMEHTH, JIEKYBAHH CbC CHTarNUNTHH H 24 1U/04eBHO NpH NaUMEHTH Ha
mnauebo. [Moxwkasanero 4a HbA l¢ npu nauHeHTH, JIEKYBaHH CbC CUTATTIMITHH, METQOPMHH H
MHCYIHH € -1,35 % 8 cpaBHenue ¢ -0,90 % npH nauKeHTH, J1eKyBaHH ¢ ru1anebo, MeTGopMHH H
HHCYJIHH - pasiuka oT -0,45 % [95 % CI: -0,62; -0,29]. YectoTara Ha xunoraukemus e 24,9% npu
NAaLMEHTH, JIEKYBAHH CHC CHTAMTMNTHH, MeTGOPMHH W HHCYJIHH H 37,8% NpH NaUKMEHTH, IEKYBaHH C
aueto, MeTpopMHH U HHCYNHH. Pasznukara ce Ab/KH OCHOBHO Ha NMO-BUCOKHUA NMPOLEHT NaUHEeHTH B
rpyrnara Ha rnnaue6o, H3nuTany 3 Wik Nopeye enu3oaa Ha Xxunornukemus (9,1 cnpamo 19,8 %). Hama
pa3iMKa B YECTOTATA Ha TEXKA XHUMOTIHKEMHUA.

MerdopMuH

Mexanuzvm na oeticmsue

MetdopMuH € GUrBaHUAHH ¢ aHTHUXHNEPIIIMKEMUYeH eQeKT, NOHUKaBalll KakTo Oa3anHaTa, Taka 1

NoCcTNpaHANAIHATA IJ1I0KO03a B IU1a3MaTta. To# He CTUMYJIHPa HHCYJIWHOBATa CEKPELMA H

CJIEIOBATE/IHO HE NPEAH3BUKA XUITOTJIHKEMHUA.

MeTtdopMHH MOXE Ja NSHCTBA 110 TPU MEXaHH3Ma:

- ype3 HaMajisBaHe NPORYKUHUATA Ha YepHoApoOHa MIOKO3a Upes HHXHOHUpaHe Ha
rMXOKOHEOr€HE3aTa H MIHKOreHoIH3aTa

- B MYCKYJIHTE, Upe3 YMEPEHO MOBAUIABAHE HA HHCYJIMHOBATA Yy BCTBHTENHOCT, noaofpasaiky
nepudepHOTO NMOEMaHe U YCBOABAHE Ha IIIOK03a

- ype3 3abapaHe Ha abcopOumaTa Ha rtOKO3a B THBHKHTE Y€pBa.

MeTdopMHH CTHMYJTHpa BBTPEiJIeTbYHHS CHHTE3 HA MTHKOTEH Ype3 Bb3ACHCTBHE BbpPXY TVIHKOTCH

cuHTeTa3aTa. MeThOpMHH NOBMILIABA TPAHCNOPTHHA KAMALMTET Ha cretMpHIHH BHA0BE MEMOpaHHH

TpaHCHOpTEpH Ha rmoko3ara (Glucose transporters 1 and 4, GLUT-1 1 GLUT-4).

Knunuuna epuxacrocm u bezonacnocm
[Mpu XopaTa, HE3aBUCHMO OT AEHCTBHETO CH BBPXY IIHKEMUATa, METQOPMHH HMa ONaronpHaTHH
edeKTH BBPXY JIMNHAHKA MeTaboau3bMm. ToBa ce J0Ka3Ba NpH TepaneBTHYHH KOHLIEHT]PS
KOHTPOJUPAHH KIIMHUYHK NTPOYYBAHKA CBC CPeAHa NPOABLIKUTETHOCT WIH ABJTO FRY
npoyusaHusa: MeTopMHH Hamansapa obiuus xonecrepon, LDLc ¥ HUBaTa Ha TpHHfIKp
[IpocnektuBHoTo paHaoMu3upaHo (UKPDS) npoy4yBaHe € yCTaHOBUNO ABINC ./- Ak
MHTEH3HBHHSA KOHTPOJ HA KPbBHATA 3axap npH aAvader Tvn 2. AHAIM3BT Ha pe t ¥'¢
NallMEHTHTE C HAAHOPMEHO TEFJIO, JIEKYBaHU ¢ METQOPMHH Cliell Heycnex camo N\ SRSTT IO

»
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- 3HAYHUTEJHO HaMaNeHUe Ha aDCOMOTHHA PHCK Ha CRBP3aHHTE ¢ AMabeTa yCenoXKHEHHA B rpynara
Ha MeTgopMHH (29,8 ¢cvbuTHA/1 000 NaumeHTOroAUHHK) CNPAMO AKETAa CAMOCTOATENHO
(43,3 cx6uTHg/l 000 nauvenroroaunu), p=0,0023 u cnpamo rpynHTe Ha KOMOHHALHA CBC
cynganunypes v MoHoTepanua ¢ HHCyauH (40,1 cuburus/1 000 naumenroroauun), p=0,0034

- 3HAUMTEIHO HaMalleHHe Ha aOCONMIOTHHA PUCK OT CBbp3aHaTa ¢ auaber cMBPTHOCT. METHOPMUH
7.5 cpOuTHa/1 000 mauueHTOoroAUHY, AMera camocrodarenro 12,7 ceontusa/1 000
nauHeHToroauMuu, p=0,017

- 3HAYUTETHO HaMalieHHe Ha abcomoTHHa pHUCK OT 001aTa CMBPTHOCT: METQOPMHUH
13,5 cubuTHs/1 000 nauneHTOroAMHH cripaMo aueTa caMmoctoarenHo 20,6 cx6utua/l 000
naupeHToroauHy, (p=0,011) u cnpamMo rpynrre KoMOMHHpaHa CyNnQOHUIYpES H MOHOTEPaNHA
¢ HHCyNHH 18,9 ¢cubuTua/1 000 naunenroroaunu (p=0,021)

- 3HAMHTE/THO HAMAJICHHE Ha aBCOMOTHHA PUCK OT MHOKapAeH UHPapPKT: METHOPMHH
11 ¢xOurna/1 000 nauuenToronuuu, auera camocroaTesiHo 18 cubuTns/1 000
nauueHTOroauHH, (p=0,01).

TECOS e pangomusupano npoyusaHe npd 14 671 naudeHTH B intention-to-treat nonynauuaTa ¢
HbAlc > 6,5 no 8,0%, ¢ yCTaHOBEHO CBPACUHO-CBAOBO 3a00NIBaHe, KOUTO NpUEeMAaT CUTATTUNTHH

(7 332) 100 mg aueBHO (Mny 50 mg AHEBHO, aKO M3XOAHHTe CTOHHOCTH Ha eGFR ca> 30 u

< 50 ml/mun/1,73 m? unn iaue6o (7 339), nobapeHn KbM OOHUAKHHTE MPHXXKH CHIVIACHO MECTHMTE
craHaapTd 3a HbA I¢ v cbpaeuHo-cbaoBH puckoBH dakropu. IMauuentn ¢ eGFR < 30 ml/mun/1,73 m?
HE ca BKJTIOUEHH B npoyuBaHeTo. M3cneapaHara nomynauus Bkialoupa 2 004 nmauueHTH Ha Bb3pacT

> 75 roguHu ¥ 3 324 naureHTH ¢ 6L6peuHo yepexaane (€GFR < 60 ml/mun/1,73 m?).

[No BpeMe Ha npoyusBadeTo, o6aTa M3UKCIeHa cpeaHa pa3ndka (SD) B croliHocTHTe Ha HbAlC
MEeX Y MpYNHTE Ha cHTarmuiTUH K nnauebo ¢ 0,29% (0,01), 95 % Ci (-0,32, -0,27); p < 0,001.

[IbpBHuHaTa KpaliHa TOYKA 110 OTHOLIEHHE Ha ChPJE4YHO-CbA0OBaTa CUCTEMA € ChCTABHA OT NIbpBaTa
NofBa Ha CLPAEYHO-CBHAOBA CMBPT, HedaTaleH MuokapaeH HHGapKT, HedaTaJeH HHCYAT WU
XOCTIUTATH3ALNA Mopaad HecTabUTHA cTeHOKapAnA. BTOpHUYHHTE KpaiiHA TOUKH MO OTHOLLIEHHE Ha
ChPACYHO-CBAOBATA CHCTEMA BKJIIOUMBAT IMbPBaTa NOABA Ha CLPACYHO-CHAOBA CMbLPT, HedaTaleH
MHOKapIeH HHPAPKT Wi He(ATATIEH MHCY/IT; THPBATA NOSBA HA HHAHBHAYATHHTE KOMIIOHEHTH HA
NMbPBHYHATA CHCTABHA; 0011a CMBPTHOCT U XOCIIHMTAIM3ALMM MOPAAH 3aCTOHHA ChpPACYHA
HEAOCTATBYHOCT.

Cnen npocneasBaHe ¢ MeAMaHa Ha MPOABIDKUTENHOCT OT 3 rOAWHH, CHTArJIUITHH, HE MOBHILIABA
PHCKa OT TOfIEMH HEXKEeNaHU ChPACYHO-CHAOBH CHOMTHA HAM PHCKA OT XOCNHTAIK3aLUA [TOPaaH
ChpAeyHAa HEAOCTATHYHOCT, KOraTo ¢e n0basd koM oOHHalHUTE MPHKH NPH NaUUeHTH ¢ guaber Tun 2
B cpaBHeHMe ¢ 0OHyaiinuTe rprxky 6e3 curarmunruH (Tabauua 3).

Ta6anna 3: YecToTH HA KOMOHHHPAHH CHLPAEYHO-CHLAOBH PE3YJITATH H HAa K/II0YOBH BTOPHYHH
pe3yaTaTu

HTATJAHATHH [1h1anebo
100 mg
(%) [Hecrora [N (%) Yecrora [Koedmuuenr E:—cmﬁ-
a na HA PHCKA octt
100 na- | 100 ma- K95% CI)
HEHTO- HeHTO-
oaHHR* | FGIIHHH *

|Ananu3 B Intention-to-Treat NONYJ/IAIKHATA

bpoi nanHeHTH ﬁ 332 7 339
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bPBHYHA CHCTABHA KpafiHa
09KAa
CopeyHo-CbAOBA CMBPT,
edaTaneH MHOKapACH HHQaPKT,
edaTaneH HHCYIT WIH
OCNHTA/IN3aLl4A, NopalH

ectaDHTHA CTEeHOKApAHA ) B39(11,4) 4,1 I851 (11,6)4,2 0,98 (0,89-1,08)<0,001
OpHYHA ChCTABHA KpaHna | - o
OuKA
CbpaeuHo-CbA0Ba CMBPT,
edaTaieH MHOKapAeH UHGapKT
M HedaTaliecH UHCYIIT) 1745 (10,2) 3,6 [746 (10,2) 13,6 0,99 (0,89-1,10)i<0,001
Bropuven pesy.rrra; | R - -
BPAEYHO-CbAOBA CMBPT PSO (5,2) (1,7 366 (5,0) 11,7 1,03 (0,89-1,19)0,711
CAKaKbB BHAL MHOKapJ€H | |
HdapkT (partaneH u Heatanen)[300 (4,1) (1,4 316 (4,3) |1,5 ,95 (0,81-1,11)10,487
Beskakss BH,EI_HI-EcyﬂT (daranen | R | | | |
H HedaTaneH) 178 (2,4) 0,8 183 (2,5) 10,9 ,97 (0,79-1,19)0,760
OCTIHTAITHALNS nopaau 1 1
ecTabliIHa cTeHOKapana 116 (1,6) 0,5 129 (1,8) 0,6 90 (0,70-1,16)0,419
MBPT NMOPaJH BCAKAKBA | o . | R
pHYMHA 247 (7,5) _2,5 1537 (7,3) l2,,5 _1 ,0_1 (O,90—-1,14)E),875
OCITHTATH3a1Ms, OPaaH |
bPACYHA HEAOCTATHYHOCT? 228 (3,1) (1,1 |‘.229 (3,1 1,1 1,00 (0,83-1,20)}0,983

* YecroTara 3a 100 nauuenToroanuu € uzunciaeHa karo 100 x (obumus 6pol nauuentu ¢ > 1 ¢cuburne
Mo BpeME Ha AOMYCTHMHSA NEPUOM HA €KCMO3HLMA CIPAMO 00K Opoi MaLKMEHTOTOAHHH Ha

NpoCncAIBaHe).

+ Bv3 ocHoBa Ha Moae Ha CoX, cTpaTHHUMPAH N0 PErMoH. 3a CECTABHUTE KpaHHH TOUYKH, p-

CTOMHOCTHTE ChOTBETCTBAT HA TECT 3@ HEHH(EPUOPHOCT, THPCelll Na NOKaKe, He KOePHUUHUEHTHT Ha
pHCKa e no-Manbk oT 1,3. 3a BCHUKMU APYrH KpaiHH TOUKH P-CTOMHOCTUTE ChOTBETCTBAT Ha TECT 3a
PATHKHUTE B KOSPHUHEHT HA PHCKA. |
1 AHaNM3BT Ha XOCTIMTANIM3ALMATA NOPAAH ChbpAEYHA HEAOCTATHLYHOCT € KOPUrHpaH 3a aHaMHe3a 3a
ChpeYHAa HEAOCTATBYHOCT Ha W3XOHO HHBO. |

[leaaTpyUyHa NOMyNaLNg

EsponeiickaTa areHUHMA O IEKapcTBaTa 0CBOO0XK1aBa OT 3ab/IKEHHETO 32 NPENOCTABIHE Ha
PE3YyJITATMTE OT NPOYYBAHUATA C KOMOHHALMATA CUTANTHNTHH/METPOPMHUH BLB BCHYKH MOATPYINH HA
NeIMaTpUYHATA NOIYJIaLHA Che 3axapeH aabet TN 2 (BXK. TOYKa 4.2 38 HHPOPMALIKA OTHOCHO

ynorpeda B neHaTpHATA).

BesonacHocTTa M epHKacHOCTTa Npu A0OaBAHE HA CHTATTIMITTHH MPH NEAHATPHUHHA NALHUEHTH Ha
Bb3pacT oT 10 1o 17 roauHH ¢ AnabeT THN 2 W HEAAEKBATEH IMTMKEMHYEH KOHTPON Ha METPOPMHH, CbC

. W 63 UHCYNIMH, ca OLIEHEHH B JiB€ NpOYyYBaHHA 32 nepuol ot 54 ceamuum. JlobasaHeTo H

yIbLkeHo ocBoboxaaBaHe (XR)) e cpaBHeHO ¢ ao6aBaHeTo Ha rauebo KeM M

MeTgopMHH XR.

Makap U Ja ce AEMOHCTPHpA NPEeBbL3XOACTBO M0 OTHOLIEHHE NOHKABAHETO HA
CHTArnMMTHH+MeTGOpMHH/ cHTaraunTuH+meTdopMud XR Haa MeT¢opMHH Ha
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cGOpHUS aHaIU3 OT TE3H JBE NPOYUYBaHHA, Pe3yJTaTUTE OT OTACIHUTE MPOYUBAHUS CA HECHLBMECTHMH.
OcBeH TOBa, He ce HabIoNaBa NO-BHCOKA e(PUKACHOCT Ha
curarnunTuH+MeTgopMur/cutarnunTHH+MeTgopMuH XR B cpaBHeHHe ¢ METHOPMHH Ha ceaMHLa 54.
Cneaoparenno, Merdopmake KomOH He TpabBa 1a ce H3NON3Ba NPH NEAHATPUYHH NAllHEHTH Ha
pB3pacT oT 10 a0 17 roauHK nopaax HeaocTaThuHa epUKACHOCT (BxK. ToUKA 4.2 3a HH(popMalIng
OTHOCHO ynoTpe0a B leHaTpuaTa).

52 @®apmMaKoKuREeTHYHH CBOHCTBA

Metrdopmake XR Kom6u _TlpoyusaHuaTa 3a GHOCKBHBANEHTHOCT NPH 31paBH ACOPOBOJILIM NOKa3Bar,
ye Metdopmakc XR KombH (cuTarnunTHH XHAPOXIOPHA/METHOPMHHOB
XHAPOXJAOPHI)KOMOHHUPAHHTE TaOJIETKH &8 OHOCKBHBAIEHTHH HA €1HOBPEMEHHO NPUIOKEHHTE
cHTarnaunTvH ¢ocdaT 1 METGOPMHHOB XHAPOXJIOPHA KaTO OTAENHH TablIeTKH.

Cneaunre NaHHHU NOKa3BaT papMaKOXHHETHYHHTE CBOWCTBA Ha OTACIHWTE aKTHBHH BELLIECTBA Ha

Metdopmake XR Kombn.

CHUTarTMnTHH

Abcopbyus

Cnen nepopanHo npuioxeHHe Ha go3a ot 100 mg Ha 3apaBu 106poBOAIM, CHTATTIHIITHH OBP30 ce
abcopOupa, ¢ JOCTHraHe Ha MAKCHMAJTHH TUTa3MEeHH KOHLEHTpauun (Meanana Tmax) 1 no 4 yaca cnea
MpHUIOKEHHETO, cpeaHaTa nnazMena AUC Ha curarnunTiH e 8,52 pMehr, Cmax 950 nM.
A6conioTHaTa OMOHATHYHOCT Ha CUTArIKNTHH € npubnusutenHo 87%. TvH KaTo NpUeMaHeTo Ha
CUTAIJIMITTHH €AHOBPEMEHHO ¢ Gorara Ha Ma3HHUHM XpaHa He NOBNUABa (apMaKOKHHETHKATA,
CHTATJTMTTHH MOXE [a C€ Mpuiara ¢bC WiM 0e3 XpaHa.

[Tnasmenara AUC Ha CHTarnunTUH ce NOBHIIABa NO A03a NPOnopLHOoHaneH HaukH. Jlo3a-
NMPONOPLHOHAHOCT HE € YCTAHOBEHR 34 Crax U Ca4uaca (Cax ce nmosuiasa nopeye oT A03a-
NPONOPLIHOHAIHO, 3 C244aca C€ YBEIHYABA N10-MANKO OT A03a-NPONOPLHMOHATHO).

Paznpeoenenue

Cpeauunsar obeM Ha pa3npeacaeHUe B CTallHOHAPHO CHCTOAHHE CJie]l €eAHOKPAaTHAa HHTPABEHO3HO
npwioxeHa go3a ot {00 mg cHTarIMNTHH Ha 3ApaBH yYaCTHHUM € nprOu3HTenHo 198 nuTpa.
MOpakuMaTa CHTArMMMITHH 06PaTHMO CBbp3aHa ¢ NUIa3MEHHTE NMPOTEHHH € HHUCKa (38%).

buompancghopmayus
CUTarMITHH ce eITMMHHHPa OCHOBHO HEMPOMEHEH C YPHHATA, 4 METa0OJIM3MBT € BTOPOCTENEHEH
nbT. [IpubausuTentHo 79% OT CHTArMHMNTHH ce EKCKPETHPa HEMPOMEHEH B YPHHATA.

Cnea nepopaina ao3a [“Cleurarnunmud, npubnusurento 16% o1 pagHoakTHBHOCTTa C€ EKCKpETHpa
KaTO METaboONMTH Ha cUTAarTunTHH. Ha HHBO cieau ca yCTaHOBEHH WECT MeTabonuTa, KOMTO He ce
OYaKBa /18 AONPHHACAT 3a riazMeHaTa DPP-4 nHXHOUTOpHA aKTHBHOCT Ha CHTArHNTHH. In vitro
MPOyUYBaHHATA MOKA3BAT, Y€ OCHOBHHAT €H3UM, OTTOBOPEH 38 OrpaHHUYCHHS METADOAUIBLM Ha
cutarnunTH € CYP3 A4, ¢ yuyacthero n Ha CYP2C8.

In vitro JaHHHTE NOKA3BAT, Y€ CHTArIHNITHH HE € uHxuOuTOop Ha CYP n3oenznmure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unn 2B6, u He e uHaykTop HAa CYP3A4 u CYP1A2.

Eaumunupane
Cnea npuioXKeHHe Ha nepopaiHa 2034 [ *C]cUTariunTHH Ha 34paBH yYacTHHLM, NPUOIH3NTENHO

100 % oT npu/ioKeHaTa paiMOaKTUBHOCT ce eTMMUHMpa ¢ Ppexanuure (13%) win ypuuara (87%) no
eAHa CEAMHLIA cnell TpuackKeHHeTo Ha no3arta. [IpuBuauusat kpaed t); caen 100 mg nepopajna aa3a
CUTArNMNTHH € npubnusznTenHo 12,4 yaca. CUTArIMITHH CE€ HATPYNBA caMO B MUHHHUMBHR QIR ADK
MHOTOKpaTHO npuaokeHne. brOpeunuaT knupbhe e npubausurento 350 ml/mMun, i&\‘

o
EnMMHHHPAHETO HA CUTATJIMAITHH CE W3BBPLIBA OCHOBHO upe3 OnOpeuna exckpely ﬁi L
aKTHBHa TyOyiHa cekpelmns. CUTariHNTHH € cyOCTpaT Ha YOBELLKH OpPraHHYeH a \ %{

-3 (Human organic anion transporter-3, hOAT-3), koiiTro Moxe OH yuacTBa B OLOpQUSS
eTMMHHUpaHe Ha cHTarnUnTHH. KnuauynoTto 3nauenue Ha hOAT-3 B TpaHcnopra N
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e ycTaHoBeHO. CHTArIUNTHH € CyOCTpaT M Ha p-TIMKONPOTEHH, KOHTO MOXKe OM y4acTBa H B
MEJHHPAHETO Ha OBOPEYHOTO eNHMUHUPAHE Ha CHTArMMOTHH. B cbII0TO BpeMe LIMKIOCNOPHH, €AHH
p-TJIHKOTIPOTEHH HHXHOWTOp, He HamanaBa ObOpeYHMs KIHPBHC Ha CHTArAUNTHH. CHTAMIHITTHH HE €
cyocTpat Ha OCT2 wiu OAT] unu PEPT1/2 tpancnioprepute. In vitro CATarNMMnTHH HE MTOTHUCKA
OAT3 (IC50=160 uM) unu p-rinukonporenna (ao 250 uM) mMeanHpasns TPaAHCTIOPT B TEPANEBTHYHO
pEIEBAHTHH TU1a3MEHH KOHUEHTpauHH. ITpH KIHMHUYHO MPOYYBaHE CHTArTUITTHH HMa MATBK €QeKT
BbPXY IU1a3MEHHTE KOHLIEHTPALMH Ha AHIOKCHH, KOETO NMOKa3Ba, Y€ CHTarIMITTHH MOXe Aa ¢ ciiab

MHXHOUTOP Ha P-TJIHKOMPOTEHH.,

Xapakmepucmuxa npu nayueHmume
dapMakOKHHETHKATA Ha CHTATJIHIITHH € KaTO LIAJIO CXOOHa MPH 3[paBH YHaCTHHUIIM H NAaLHEHTH C
anadeT THN 2.

bvbpeuno yepescoane

[TpoBeaeHO € OTKPHTO NpOy4BaHe NPU €JHOKPATHO NPHAOKEHHE 3a OLICHKA Ha (papMaKOKMHETHKATa
Ha HaMaJIeHa /1033 cUTarJunTHH (50 mg) nNpH NalMeHTH ¢ pa3jiM4Ha CTETIEH Ha XPOHUYHO OBOpeUHo
YBpEXJIaHE B CPaBHEHHE CBbC 3ApaBy KOHTpoJK. [1poyuysaneTo BKIIOYBA NALMEHTH C-OBOpEUHO
yBpEXKAaHE B JIeKa, yMEpeHa WITH TeXKa CTeneH, KakTo ¥ naureHTH ¢ ESRD Ha xemoauanuza. OcseH
TOBa, ehekTHTE Ha O6BOpEtHO yBpexaaHe BbPXY hapMaKkOKMHETHKATa Ha CUTATJIMTTHH NPH NallHEHTH
¢ auaber TMN 2 M 6LOpeUHO yBpexaaHe B JIeKa, YMEPEHa HIK TexXKa creneH (BxmovnTenHo ESRD), ca
OLEHEHH Ype3 NOMyJalHOHHHA PapMaKOKHHETHYHH aHAJTH3H. |

B cpaBHeHue ¢bC 3ApaBd KOHTPOH, mnasmMeHata AUC Ha CHTarAWOTHH ce NOBULIABA NMPUONHIUTEIHO
1,2 n»TH npu nauueHT! ¢ 6u0peuHo yBpexaaHe B neka ctened (GFR > 60 no < 90 ml/Mun) v
cLOTBETHO 1,6 MbTH NpH nauueHTH ¢ OLOpeuHo yBpeXxaaHe B ymepeHa crenen (GFR > 45 no

< 60 ml/MuH). THi KaTo pa3MEPHT HA NOBHUILEHUETO HE € KIIMHWYHO 3HAYHM, HE C€ HaJlara
KOPHrHpaHe Ha [03aTa NPY TE€3H NALMECHTH.

[Tnasmenara AUC Ha cUTarnunNTUH ce NOBKULIABA NPUOIU3NUTENHO 2 MLTH NPH NAUKEHTH ¢ 6BOpeuHo
yBpexaaHe B ymepeHa crened (GFR > 30 no <45 ml/mun) v npubausurenHo 4 nuTH npu MALUEHTH C
OBOpeuHo yBpexaaHe B Texkka creneH (GFR < 30 ml/mun), skmounrenno naunentu ¢ TChH na
xeMoauanusa. CHTArIHNMTHH Ce OTCTPaHsBa yMepeHo NpH xeMoananusa (13,5 % 3a 3- no 4-yacosa
XeMOAHaIK3Ha CeCua 3anodBallla 4 Haca el MpHIOKEHHETO).

Heproopobuo yspesicoane

He e HeoOxoauMa KOpEKIIUA HA 103aTa CHTACJIMITTHH MPH NALMEHTH C JIEKO UJIH YMEPEHO
uepHoApoOHO yepexkaaHe (ckop no Child-Pugh < 9). HaMa KnIHHHYEH ONUT NPH MAUKEHTH € TEKKO
yepHoApoOHO yBpexaane (ckop no Child-Pugh > 9). B cbuwoTo BpeMe, ThH KaTO CHTArIHIITHH CE
€JIMMHHHPa OCHOBHO 4pe3 61b0peunTe, He Ce 0MaKBa TEXKOTO YEpHOAPOOHO YBPEXKAAHE 1A MOBJIHSAE
BbpXY hapMaKOKHHETHKATA Ha CUTArTUITTHH.

Cmapuecka ev3pacm

He ce Haylara kopekuu1a Ha 103aTa B 3aBUCHMOCT OT Bb3pacTra. B»3 ocHOBa Ha nomyJilauHOHEH
¢apMakOKHHETHUYEH aHanNu3 Ha AaHHH oT Da3za | v daza I, Bb3pacTTa He OKa3Ba KIHHHYHO 3HAYHM
edeKT BEpXY papMaKOKHHETHKATa HA CUTATJIMITHH. Y4YaCTHHLIMTE B CTapyecKa Bu3pacT (65 no 80
roadHH) umat npubanszurento 19% no-eUcoku niazMeHH KOHUEHTPaUMH Ha CHTarIUNTHH B

CPaBHCHHC C NMO-MNalH YHaCTHHLMH.

Heouampuuna nonysayun
(dapMaKOoKHHETHKATa Ha CHTAarJUMNTHH (eauHu4Ha ao3a 50 mg, 100 mg unu 200 mg) € nicnenne
NpH NeaMaTPHYHK NaumeHTH (Ha Bv3pacT oT 10 go 17 roaunn) ¢ auaber in 2. Ilp
- AUC Ha CHTarTMInTHH B IUIa3Marta, KOPUrHpaHa CnpaMo 103aTa, ¢ NpHOIH3HUTEITHG
OTKOJIKOTO NMpPH BL3PACTHH NauKeHTH ¢ Auader THn 2 npu ao3a 100 mg. He ca npfypa
NPOYYBAHHUA CHC CHTATJIMITTHH TMPH NEAUATPUYHH NMALMEHTH Ha Bb3pacT < 10 roag

Jpyeu xapaxmepucmuxu na nayuenmume ) &/
' /Q? - \"f\\ it d
TYEMRYS 2
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He ce Hanara kopeKuma Ha 103aTa B 32aBUCUMOCT OT TOJI, paca Wi HHAEKC Ha TefecHa maca (BMI).
Te3n xapakTepHCTHKH HAMAT IJIMHUYHO 3Ha4YHM edekT BbpXy PapMakOKHHETHKATa Ha CHTArJIMIITHH
cnopea KOMOMHHpaHMA aHanu3 Ha papMaKOKHHETHYHHTE AaHHH oT Da3a | 1 nomynauHoHeH
(apMaKOKHHETHYEH aHaIu3 Ha AaHHY oT a3a | ¥ Pa3a 1.

MetdopMHH

Abcopbyus

Cnen nepopanHa Jo3a Ha Tabierka ¢ yabmkeHo ocsoboxkaasane abcopbuusata Ha MeTPOPMHH ce
3a0aBq 3HAUHTEHO B CpaBHEHHE C Ta3H Ha NeKapcTBeHaTa opmMa ¢ HezabapHO ocBoOOXKnaBaHE H
Tmax ce qocrura Ha 7 yac (Tmax 3a Tabnetkure ¢ He3abaBHO ocBoOOXKaBaHe e 2,5 yaca).
AbcomorHata OHoHaNWYHOCT Ha Tabnerka MeTdopMHH S00 mg e npubnusurenno 50-60 % npu
3apaBH yyacTHHIU. Criea nepopanHa go3a, HeabcopOupanara dpakins, oTkputa BbB (pexanunte e 20-
30 %.

B craumnoHapHO ¢bCeTOAHHE, NoaobHo Ha gopmata ¢ HezabaBHO ocsoboxaaBane, Cmax U AUC He ce
yBEJMUABAT NPONOPLIMOHAIHO HA npWiokeHara no3a. AUC cnen eAHOKPaTHO nepopanHo
npunoxeHHe Ha 200 mg MeTdopMHUH TabneTkH ¢ yaIbKEHO OCBOOOKIaBaHe € noaoOHa Ha Ta3H,
HabnmogaBana cnea npuinoxerue Ha 1000 mg merdpopmuH TabneTku ¢ He3abaBHO ocBODOXKAaBaHe /1Ba
MbTH AHEBHO.

HUnTpacybexTHata Bapuabunnoct Ha Cmax u AUC Ha MeTQOPMHH ¢ yIBIDKEHO 0CBOGOKIaBaHE €
CpaBHMMa ¢ Ta3H, BaOmoaaBaHa npy TabneTkute ¢ He3abaBHO OcBOOOXKIaBaHe Ha METHPOPMHH.
Korarto Tabnerkarta ¢ yabnkeHo ocBoOoKaaBaHe ¢e npunara Ha rnaasdo, AUC namanasa ¢ 30%
(xkakTo Cmax, Taka ¥ Tmax He ce NMOBJIHUABAT). |

Cpennata abcopbuus Ha MeTHOPMHH OT GOpPMATa C YABIDKEHO 0CBOGOKIABAHE NOYTH HE CE MPOMEHS
OT ChCTaBa HA XpaHaTa.

He ce HabnoaaBa KyMyJMpaHe Cliel MHOTOKpaTHO npuioxkeHue Ha ao 2000 mg metdopMuu noa
¢opmMaTta Ha TabneTku ¢ yannKeHO ocBOOOKAaBaHE.

Cnen enHOXPaTHO NMEpPOPaAIHO NPHIIOKEHHUE Clie] HaxpaHBaHe Ha enHa Tabnetka ot 1000 mg
METGOPMHH ¢ YAB/DKEHO 0CBOOOKAaBAHE, C€ MTOCTHIa CPEAHA MAKCHMAJIHA IUTa3MEHa KOHUEHTpauMA
ot npubauzuTento 1170 ng/ml cve cpeano Bpeme ot 6,75 yaca (auanasol ot 4 Ao 12 4aca).

Koraro Tabrerkara ¢ yabmkeHo ocBoboxxaaBane ot 1000 mg ce npunara cnen HaxpaHeane, AUC ce
nosuinaesa ¢ 62% (Tmax ce yarmxaga ¢ 0konio 2 4aca, HO Cmax He € NPOMEHA 3HAYHTENHO).

Pasnpeoenenue

CBBpP3BaHETO C IUTA3MEHHUTE NPOTEHHH € He3HauuTeNHO. MeThOopMHH ce pasnpenesis B EPHTPOLIUTHTE.
KpbBHHAT MUK € NO-HHCBK OT TUIa3MEHHSA MHK M C& NOABABA (IPUONHUIUTENHO MO CBLUOTO BpEME.
YepBeHHTE KPBbBHH KINETKH HAH-BEPOATHO MPEACTAB/IABAT BTOPHYEH KOMNApPTUMEHT Ha
pasnpeaenenre. CpeaHuaTt Vd Bapupa Mexay 63 — 276 1.

buompancopmayun
MeTtdopMHH ce eKCKpeTHpa HenpoMeHeH B ypuHara. [Ipy xopaTa He ca ycTaHOBEHH METabOTUTH.

Enrumunupane

bbOpeyHHAT KNHpBbHC Ha MeThopMuH e > 400 ml/MHH, KOeTO noka3sa, ue METPOPMHH CE CIUMHRHPA
ypes raomepyiaHa dunrpauns 4 TyOyinHa cekpeuns. Cnea nepopanna 1034, IPUBUAHUAT TEPMUHAJICH
€JIMMHHALHOHEH NOMYXHBOT € npubnausuTenHo 6,5 h. Koraro 6n6peunara pyHkums e yspenesa,
OBOpeUHH KIHPHHC C€ HAMANABA B CbOTBETCTBHE C TO3H HA KPEaTHHHHA H CNEAOBATEIHO
eJIMMUHAUMOHHHMAT NOJY>KMBOT Ce YABKAaBa, KOETO BOAM A0 NMOBHUILEHH HUBA HA METPOPMHH B
nnasMara.

5.3 Ilpeaxk/MHHHYHE XAHHHU 32 6€30NACHOCT

He ca npoBexxaaHy npoy4BaHHs BbpXy KHBOTHH ¢ Merdopmake XR Kombu.

[Tpu 16-ceAMHUHH NPOYYBAHUSA, B KOUTO KYHETa Ca TPETHPAHU WK € MeTHOpM)
¢ koMOHHaLMa OT MeT(QOPMHH U CHTAIJIMITTHH, He € HabnoaaBaHa JONMbIHUTE
kombunaunaTa. NOEL B Te3n npoyusaHnd ce Habmoaasa nNpu eKCMO3HLMA Ha \¢HE]

NpHOAU3HUTENHO 6 MBTH NO-BHCOKA OT Ta3H MPH XOPpa H NPH €KCMO3HUMSA Ha MC u
npuOAH3UTENHO 2,5 MbTH MO-BHCOKA OT Ta3H NpPH Xopa.
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CneaHuTe AaHHU Ca HAXOAKH MPH NMPOYYBAHHA NPOBEAEHHU CbC CUTATTUITTHH WU METGOPMHH
CAMOCTOATEIHO.

CurarnuoTuH

BrOpeuna U yepHOAPOOHA TOKCUUYHOCT c¢ HAOMOAABa MPH rpH3ayk NpPH CTOMHOCTH HAa CHCTEMHA
EKCNO3NLUMS 58 ITbTH NMO-BUCOKK OT HUBOTO Ha €KCIIO3ULIUATA NPH XOpa, a HUBOTO Oe3 edekT e
onpeacneHo Ha 19 MsTH MO-BHCOKO OT TOBA MPH X0Opa. AHOMAJTHH Ha pe3imTe ¢ HabloaaBat npH
MUTBXOBE NPH HUBA Ha €KCNO3ULIMA 67 MbTH NMO-BHCOKH OT HUBOTO Ha KNMHHYMHA €KCNO3KUUHA; HUBOTO,
Ge3 edekT npH Taszu Haxoaka € 58 MbTH NO-BHCOKO, CBINACHO pe3yATaTHTE OT 14-CEAMHYHO
[IpOYYBAHE NPH IUTHXOBE. 3HAYEHHUETO Ha T€3H HaXOAKH MPH XOpa HE € H3BECTHO. [ paH3UTOPHHY,
CBbP3aHY ¢ ieUeHHEeTo PU3NIECKH NPOABH, HAKOH OT KOWTO NpeAnojaraT HanMHYMeToO Ha
HEBPONOrMYHA TOKCHYHOCT, KaTo AMLIaHe ¢ OTBOPEHa yCTa, caluBaLlks, eME3HC Ha Oana niua,
aTaKCHi, TpenepeHe, HamalieHa aKTHBHOCT WK W3rbpOeHa nosa ce HabJII0AaBaT NPH Ky4eTa npH
HHBA Ha €KCNO3HUHA NPHONU3HTENHO 23 NBLTH MO-BUCOKH OT HHBOTO HA KIMHHYHA CKCIIO3ULIMAL.
OcBeH TOBa, MHOTO JIeKa 0 JleKa KOCTHO-MYCKYHa AereHepaums ¢e HabmoaaBa B XMCTONIOTHYHO NpH
103K, BOJAELIN 10 HUBA Ha CHCTEMHA eKCIIO3ULMA NPUOIH3UTENHO 23 TbTH NMO-BUCOKH OT HUBOTO Ha
EKCMO3HLHMA NPH xopa. [IpH Te3n pesynTaTH, HUBOTO O€3 €DEKT € NPH EKCNO3ULMA 6-KPaTHO Mo-
BHCOKa OT HHUBOTO Ha KIIMHHYHA €KCTIO3HULIHA.

CHUTarJMnTHH He NoKa3Ba FreHOTOKCHYHOCT B XOAa Ha NPEAKIMHUYHHU NpoyuBaHHA. CHTarjlIMNTHH He €
KaHLeporeHeH npy MUILIKH. [Ipy mibxoBe HMa NOBHILEHA YECTOTA HA YEPHOAPOOHH aCHOMH U
KapLMHOMH TPY HHBA Ha CHCTEMHA €KCMO3ULMA 58 TBbTH NO-BUCOKH OT TE3M NMpH Xopa. ThH Karo e
YCTAHOBEHO, Y€ XENAaTOTOKCHYHOCTTA KOpesIMpa ¢ HHAYLIHPAHETO Ha YEPHOIPOOHA HEOM1a3us NpH
[UThXOBE, Ta3H MNOBHLIECHA YECTOTA HA YEPHOAPOOHM TYMOPH NPH MIBXOBETE € BEPOATHO BTOPHYHA,
BCJIEACTBHE HA XPOHHYHA XENaTOTOKCHYHOCT NPH Ta3u BUCOKa No3a. [Iopaay BHCOKaTa rpaHHLIA Ha
6ezonacuHocT (19-NTH NO-BMCOKA NPHU TOBa HUBO 0¢3 edeKT), Te3n HEOIUIaCTHYHH NMPOMEHH HE ce
CUMTAT peNICBAHTHH 3a XOpa.

He ca HabnogaBaHH CBBP3aHH C JICHEHHETO e(heKTH BbpXy (PEPTUIHTETA NPH MBAKKH H XKEHCKH
UTEXOBE MOJYYHUIIH CUTArJIMOTHH MPEAN K MO BpeMe Ha YH(PTOCBAHE.

[1pu npoyuBaHe BbpXY Mpe-/NOCTHATATHOTO pa3BUTHE HA UTbXOBE CHTANIMNTHH HE NOKa3Ba
HEXKEJIAaHHM PEaKIUH.

[TpoyuBaHHATA BLPXY PENPOAYKTHBHATA TOKCHYHOCT MOKA3BAT HAIIMYKETO Ha CRBP3aHa ¢ JIEUYEHHETO,
IEKO YBEJIMYEHA Ye€CcTOTa Ha MandopMauyu Ha pebpara Ha deTyca (JIUMCBaLlK, XUITOTUTACTHYHH U
rutapaliy pebpa) Npy NOKOJAEHHETO Ha IUTbXOBE MPU HHBA HA CHCTEMHA €KCNO3HLMA noseue ot 29
ABTH NO-BHCOKH OT Te3H npu xopa. TOKCHYHOCT Ha MaiikaTa ce HabnoaaBa nNpH 32U NPH HHBA
noseye ot 29 MbTH NO-BUCOKH OT HUBATa Ha €KCTIO3ULIMA NpH Xopa. [lopaau BucokaTa rpaHHLa Ha
0e30nacHOCT, TE3H HAXOAKH He npeanoaraTt ChlUeCTBYBAHETO HAa ChOTBETEH PHUCK 34
PENPOAYKTHBHOCTTA NMPH Xopa. CUTArIUIITHH e CEKPETHPA B 3HAUHMH KOJHYECTBA B MJISKOTO Ha
NaKTHpALLIHM IUTLXO0BE (OTHOLISHHUE KbpMa/TLiasma: 4:1).

MetgopMuH

[MpeaAKIHHHYHHTE AaHHH 32 MeTHOPMHH He paskpusaTt ocoben pUck 3a xopara Ha ba3ara Ha
KOHBEHLIHOHAJIHH (PapMaKOJIOrHYHHU NPOYyUYBaHHA 38 0€30MaCHOCT, TOKCHYHOCT NPH MHOTOKPaTHO
npuiIaraHe, reHOTOKCHYHOCT, KAPLIMHOTEHEH NOTEHLUHAN, PENPOIYKTHBHA TOKCHYHOCT.

6. OAPMAIIEBTUMHU JAHHH

6.1 CnHcehK HR NOMOIIHHTE BEIMECTBA

Cnoii MeThOpMHH ¢ YIABMXKEHO OCBOOOIKNaBAHE
XUnpomenosa

Marnesues cTeapar
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Cioii cHTaraunTHH ¢ HezabaBHO ocBoDONKAaBaAHE
Kanuues xunporen pocoar

MuUKpOKpHMCTaIHA Leayo3a

Harpues creapun ¢ymapar

Kpockapmenosa HaTpUH

OunmoBo nokpuTHe Ha Tabnerkara — Onaapaii 11 oparxkes (3a koHueHTpauyy 100 me/1000 mg u
50 mg/500 mg)

HacTHYHO XHAPONHIKPAH NONU(BHHWIOB AJIKOXO)
Turador aunokcua (E171)

Maxporon 4000

Tank

XKuat xenesen okenn (E172)

Yepren xeneseHd oxkcuna (E172)

Mduimoso nokpurue — Onanpaii 11 64 (B konuenTpaums 30 mg/1000 mg)
[lonu(BUHUAOB aNKOXO0J1)
Turanos anokcun (E171)

Makporon 4000
Tank

6.2 HecbrBMEeCTHMOCTH

Henpuioxxumo

6.3 Cpox na roanocrt

3 roauHM

6.4 ChneuHa/JHH YC/J10BHS HR ChXPaHEeHHe

To3u nexapcTBeH NPOAYKT HE H3UCKBA CMELHAIHH YCIIOBUS HA ChXPAHEHHUE.
6.5 Bua# chabpXKanHe HA ONNAKOBKATA

PVC-PVDC/AnyMuuuesn Gauncrepu
Onakosky no 14, 28, 30, 56, 60, 98, 112, 180 vnu 200 Tabnerku ¢ uamMeHeHo ocBoOOXKaBaHe.

He Bcuuky BULOBE OMAKOBKH MOTaT ja 6baat MycHaTH Ha nasapa.
6.6 CoennannH npeana3HA MePKH NPH HIXBLPJISHE H paboTa

Heunsnon3saHuaT ieKapcTBEH NPOAYKT WIH OTNadbYHHTE MaTepHad OT HEro TpAOBa Ja ce U3XBBLPAAT
B ChOTBETCTBHE C MECTHHUTE H3HCKBaHHA.

7. TIPUTEXATEJI HA PAPEIHEHHETO 3A YIIOTPEBA

Tesa ®apma EA/J]
ya. , Jiobda Benuukosa® Ne 9, rp. Cogpua 1407

bruarapus
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8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA
Metdopmake XR Kombu 50 mg/500 mg — per. Ne 20220176

Metdopmakc XR Kombu 50 mg/1 000 mg — per. Ne 20220177
Metdopmake XR Kom6u 100 mg/1 000 mg —per Ne 20220178

9. JATA HA ITRPBO PAZPEIIABAHE/TIOAHOBABAHE HA PASPEINEHUETO 3A
YINIOTPEBA

Jlata Ha mbpBO paspewaBaHe: 16.06.2022 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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