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1. HME HA JEKAPCTBEHHA NMTPOOAYKT
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Curarnuntud/Mergopmut ['punaekc 50 mg/850 mg ¢punmupanu tabnerku
Curarauntui/Merdopmun ['punaekc 50 mg/1000 mg mg punmupann TabneTku

Sitagliptin/Metformin Grindeks 50 mg/850 mg film-coated tablets
Sitaghptin/Metformin Grindeks 50 mg/1000 mg film-coated tablets

2. KAYECTBEH H KOJITHUECTBEH CBCTAB

Curarnunrus/Merdopmun Npunaekc 50 mg/850 mg duaMupany TabaeTky

Besika ¢prnmupana Tabnetka cbhAbpka CHTArIMNTUH XHAPOXJIOPUI MOHOXHAPAT, EKBHBAIECHTEH Ha
>0 mg curarnuntuu (sitagliptin), v 850 mg merhopmuHoB Xuapoxnopun (metformin hydrochloride).

Curaraunrny/Merdopmus I'punaeke 50 mg/1000 mg mg ¢punmupanu Tabnertku

Beaka ¢punimupana Tabnerka cbhabpika CHTAMTHNTHH XHAPOXJIOPHI MOHOXHAPAT, EKBUBAEHTEH Ha
50 mg curarnunrrn (sitagliptin), v 1000 mg metdopMuHoB xuapoxnopua (metformin hydrochloride).

3a NBJAHHUA CMHCHK HA NMOMOLIHHMTE BELleCTBa BHXKTE TOouka 6.1.

3. JEKAPCTBEHA ®OPMA
Dunmupana Tabnerka.

Curaraunrus/Merdopmun I'punzekc 50 mg/850 mg bunmupanu TabneTkn: OpaHKeBH, OBAIHM,
ABOHHO-H3ITbKHAIH QHIMHPaHH TabneTkH, ¢ MapkHupoBka “SM85” ot eqnata cTpaHa. PasMepbT Ha
Tabnerkara e npubausurento 20 mm x 6,7 mm.

Curarnuntui/Merdopmun Ipunaekc 50 mg/1000 mg mg duamupanu TabneTkm: KagsaBH, OBATHH,
ABOHHO-U3MbKHANM hunMHpann TabieTku, ¢ MapkupoBka “SM100” ot ennara cTpana. PasMepsT Ha
Tabnerkara e npubnusnrendo 21 mm x 7,2 mm.

4. K/IMHHUYHUH JAHHH
4.1 TepaneBTHYHH NOKAIAHWUSN
[Ipy BB3pacTHH MALMEHTH CbC 3axapeH Auaber Tun 2:

Curarnunrun/Metdopmun 'pUHIEKC € NOKa3aH KaTO NONbIHEHHE KbM IHETA M YNpaXKHEHHUA 32
MOAOOPABAHE HA FAHKEMHUYHHS KOHTPON MPH MALMEHTH, TPU KOUTO HE € MOCTHIHAT 3aA0BONTUTENEH
KOHTPOJ C MaKCHMaTHATa MOHOCHMA 33 TAX 1033 METHOPMHH CaAMOCTOATENHO, UK KOKHTO Beue ce
NeKyBaT ¢ KOMOHHALIHA OT CHTArIUNTHH W METHOPMHUH.

Curaraunru/Merdopmun 'prnaeke € nokasan B KoMBHHALMS cbe CyAPOHUAYPEHH MPOU3IBOAHH
(T.€. TPOHO KOMOMHHPAHO NeYEHHE) KATO JOMBAHEHHE KbM AHETA H YTIPAKHCHHA npx naw
KOMTO HE € MOCTHIHAT 3aJOBONMTENCH KOHTPOJ ¢ MAKCHMAIHATa NOHOCHMA 3a TAX 71032

cyagoHUypes.

Curarnanmui/Metdopmun I'punaekc e nokasan kato TpoitHo KOMOMHHpaHO neveHu
NEPOKCH3OMEH nponngepartop-akTHBUpaH peuentop rama (PPARY) arovuct (T.e. TH




KaTO JOMBJIHEHHE KbM AHETA H YIIPAKHEHHS MPH MAUUEHTH, MTPH KOUTO HE € NOCTHIHAT
3aJOBOJIMTENECH KOHTPOJ ¢ MAKCHMANHATA NIOHOCHMA 3a TaX 1032 MeTdopMHUH H PPARY aroducr.

Curarnunrui/MerdopmuH 'pHHAEKE ChLIO € MOKA3aH KAaTO A00aBKa KbM HHCYJIUH (T.€. TPOHHO
KOMOWHHMPAHO JIeUeHHE) KaTo AOMbJIHEHHE KbM AWETaTa M yNpaxHeHHATa 3a noaobpasaHe Ha
FIIMKEMHYHHKA KOHTPON NpPH NaUHeHTH, KOraTo NOCTOAHHATA 1032 Ha HHCYNHH H METQOPMUH
CAMOCTOATENHO HE OCHIYPsBa a1€KBATEH MMHUKEMHUHEH KOHTPON.

4.2 Jlo3HpoBKA H HAYHH HA NPHJIOKEHRE

gOBH POBKA

Zo3npoBka

Jlo3npoBKaTa Ha AaHTHXMNEPTITMKEMHYHOTO neueHue ¢be Cutarnuntri/Merdopmun ['punaexc
TpaOBa na ObAe MHAKWBUAYANH3MpAHA Ha 6a3aTa HA HACTOALLMS PEXXKUM HA NALHMEeHTa, €PEKTUBHOCTTA U
TOJIEPAHTHOCTTA, KaTO HE CC NMPEBUILIABAT MAKCUMAaNHaTa npenopbuBaHa AHeBHa ao3a ot 100 mg
CUTArTMMTHH.

Bnipacran ¢ Hopmaiana 6u0peuyna gynkous (GFR> 90 ml/mnan)

[1pu MaUWEHTH, NPH KOUTO HE € NOCTUIHAT 3aA0BOJUTENEH KOHTPOA C MAKCHMAalHAaTa NOHOCKMA 1034
MeTQOPMUH KaTO MOHOTEPAN KA.

[IpH nauyeHTy, NpH KOUTO HE € NOCTUTHAT 3aA0BOTIMTENEH KOHTPOA ¢ METHOPMHUH CaMOCTOSTENHO,
obnuaitHaTa Ha4anHa 103a TpaOBa na N10CTaBW 103a CHTArJTMATHH B A03a 50 mg ABa NbTH AHEBHO
(100 mg obwa aHeBHa no3a) Mtoc fo3aTa MeTHOPMHH, KOSTO BEYe € MPHEMaHA.

l'lgu NALHUEHTH, KOUTO NMPDEMHHABAT OT €JHOBPECMEHHO MNPHUIATAHE HA CHTAlrJIMNTHH H MeTQOQMHH

[1pH NauHeHTH, KOKXTO MPEMHUHABAT OT €AHOBPEMEHHO MPUJIaraHe Ha CUTArUNTHH U METPOPMHH,
neuenneto ¢ Curarnunrui/Merdopmun I'punaeke Tpabea aa ce 3anouHe ¢ 203aTa CUTArAKNTHH H
METPOPMHH, KOATO BEUYE € NPHEMaHA.

[IpH NauWeHTH, NPpH KOUTO HE € NOCTUIHAT 3AROBOJHTENEH KOHTPON C ABOHHO KOMOMHHMPAHO NE€HYEHHE
C MAKCHMMANHATA NOHOCHMA 103a_MeTQOopMUH KU cyadoHHaYypes

Ho3ara Tpabea na noctasu curaraunTux B 1o3a 50 mg ABa nuTH aHeBHo (100 mg obiia aHeBHa A03a)
H 103a MeTHPOPMHH, NonobHa Ha A03aTa, KOATO Beue e npuemana. Korato Curaranntia/MetdopMun
I'puHaeKc ce H3nonssa B KOMOMHaUuMA cbe cy/ipoHUnypes, MOXKe a C€ HaloXKH ynoTpedara Ha no-
HUCKa A03a CyNGOHNTYped, 3a 1a C& HAMAIH PHCKBT OT XHINOTHKEMHs (BXK. TOUKa 4.4).

Ilpy nauueHTH, NpY_KOMTO HE € NOCTHIHAT 3aJ0BOJIHTEIEH KOHTPOJI € IBOHHO KOMOWHHPAHO JleueHHe
¢ MaKcHMaliHaTa MoHocKMa 1o3a MeThopMuH U PPARyarouuct

Jo3ara TpabBa Aa nOCTaBH CHTarAMNTHH B Ao3a 50 mg aBa nbTu avesHo (100 mg obwa aHesHa 103a)
H A03a MeTGOpPMHH, NoaobHa Ha A03aTa, KOATO BEYE € NPHEMaHa.

[Mpy NauMEeHTH, NPU KOWTO HE € MOCTHIHAT 3aJ0BOJTUTENEH KOHTPOA € ABOHHO KOMOMHHMpAHO eyeHHe
C HHCYIIHH H MaAKCHMaNHATA NOHOCHMA A03a MeTQOpPMUH

Jlozata TpaOBa 1a NOCTaBM CHTATNMNTHH B8 no3a SO0 mg aea nbTH AHeBHO (100 mg obwa nHerHa 103a)
W 1032 MeTQOPMHUH, nogobHa Ha no3aTa, koaTo Beue € npuemana. Korato Curarnuntuna/Mergopmus
[ puHOeKC ce H3Noa38a B KOMOMHALMA C MHCYJIMH, HHCKATa 032 HHCYJIHH MOXE 1a € HeoOXo1MMa 3a
peaAyUHpaHe Ha PUCKA OT XHITOTJIMKEMHS (BXK. Touyka 4.4).

3a pasnuunute 1034 MeThopmuH, Cutarnumrui/MetdopMun I'punaekc ce npeanara B KOHUEHTPALKSA
no 50 mg curarnunTux 1 850 mg MeTdopmunos xuapoxsopua i | 000 mg MeThopMHHOB
XHIPOXJIOPHA.

Benuku nauvenTv TpsbBa ga Npoab/DKAT NPEenopbyaHaTa UM AMETa ¢ aleKBaTHO p
npUeMa Ha BLIJIEXHUAPATH Npe3 OeHs.



C NELHAAHH NTIONYJJAalUHnH

bvopeuno yspeoicoane

He ce Hanara kopekuys Ha 103aTa NPpH NaUHEHTH ¢ Jieko O1bOpeuHo yBpexaaHe (CKOpoCT Ha
rnoMepynHa ¢puntpaums [GFR] 260 ml/mun). I[lpean 3anoysale Ha nedeHHUE C NPOAYKTH, ChAbPKALUIH
mMeTdopMHH, TpaOBa aa ce HanpasHu oueHka Ha GFR crofiHocTUTe, a cnes TOBRa - NOHE BEAHBXK
rogutHo, [1py nauMeHTH ¢ MOBYUILLEH PUCK OT MO-HATATBLUIHO NPOrpecHpaHe Ha 0BLOPEYHO YBpeKAaHE
U MpH NAUMEHTH B CTapuyecka Bb3pacT TpA0Ba Mo-4€CTo Ja c€ NpaBH oueHka Ha ObOpeuHaTa PyHKUMA,
HarpuMmep Ha Bceku 3-6 Meceua.

3a npeano4uTaHe € MakCHMasnHaTa AHEBHA 1033 MeTGOopMHUH Aa Obae pasaeneHa Ha 2-3 AHEBHM J03M.
@aKkTOpH, KOMTO MOTAT Aa YBEJIMHAT PUCKA OT JIakTaTHa aunao3la (Bx. To4ka 4.4), Tpsbea na 6vaar
npepasraeRaHy, npeau Aa ce 0OMHCAH 3anouBaHETO Ha neveHne ¢ MeThopMrH npu nauueHTn ¢ GFR<
60 ml/mMuH.

AKO He € 10CThNHA 103084 ¢opMa Ha CutarnunTuH/MetdgopmuH ['pHHAEKC € aI€KBATHO KOJIMUYECTBO
Ha aKTHBHOTO BELLECTBO, TpAOBA Aa ce U3NON3BAT OTAETHHTE MOHOKOMMOHEHTH, BMECTO KOMOHHALIUS
C GUKCHPAHKU JO3H.

GFR ml/Mun Mer¢opmun CATarnunTue

60-89 MaxkcumanHata aHepHa ao3a € 3000 mg. MakcymanHarta JHeBHa J03a €
Moxe na ce odMHcIM NnoHWXkaBaHe Ha go3ata | 100 mg.
BbB Bpb3Ka ¢ HaManABaHeTo Ha 6bOpeunara
GYHKLHS.

45-59 MakcumanHnara auesHa ao3a e 2000 mg. MaxkcumaniaTa AHEBHA /1033 €
HauyanHata no3a € Hali-MHOro noJoByMHaTa oT 100 mg,
MaKCUMaJTHaTa A03a.

3044 Maxcumannara nHerHa nosza e 1000 mg. MakcumanHaTta JHeBHa 1033 €
Hauannara noza e nail-mHoro nonosuHara or | 50 mg.
MaKCHMaIHaTa [03a.

<30 MeTdopMHH € NPOTHBOMOKA3aH. MakcuManHara AHeBHa 103a €

25 mg.
Heproopobxo yepexcoane

Curarauntun/Merdopmun I'punaekc He TpaGBa aa ce W3NON38a IPH MALKMEHTH C YEPHOAPOOHO
yBpexJaHe (BxK. Touka 5.2).

Cmapuecka sv3pacm

Toi kaTo METHOPMHH M CHTArNUNTHH Ce EKCKPETHPAT 4pe3 6b6peunte, Cutarnuntuu/MerdopMuH
"puHaexc Tpabea na ce M3N0N3Ba C NOBHIICHO BHUMAHHWE NPY HANPEABAHE HA BBL3PACTTA.
Heobxoaumo € MoHuTopupase Ha 6b6peunata GyHkuus, 33 1a ce MOANOMOrHe Npeana3BaHeTo OT
CBbp3aHaTa ¢ METQOPMHH NIAKTaTHA aLM/I034, Hali-BeYe B CTAPUECKA Bb3PacT (BXK. TOUKH 4.3 1 4.4),

HHeouampuuna nonyaayus
Curarnunrun/Merdopmun ['punaexc He Tpa6ea na ce M3Mon3Ba NpU AeLA M IOHOWH Ha Bb3pacT 10
A0 17 roanny, nopaau HepocTaTbuHa erkacHocT, Hannunute aaHHK ca onucadu B Touku 4.8, 5.1 1

5.2. Curarauntni/Merdopmun IpHUHIEKC HE € POYUBAH NPU NEAHATPHUHM MMALUKEHTH HA BbL3PACT
noa 10 roauHm.

HauuH Ha npuioxenue
Curarnunrui/Metdopmun INpunaekc Tpabea aa ce npuema 18a MbTH AHEBHO C XpaHyA

Ha HEXENAHHTE PEaKLIMH OT CTPaHa Ha CTOMALHO-4YPEBHHS TPAKT, CBbP3aHH ¢ MeTh



4.3 IlporuBonokalanus

Curarnunrun/Merdopmud [ pUHAEKC € NPOTHBRONOKA3aH NPH NALMUEHTH CBE:
- CBPbXUYBCTBHTEHOCT KbM aKTHBHHTE BELLECTBA HIK KbM HAKOE OT NOMOLIHWTE BEUIECTBA,
u30poeHH B Touka 6.1 (BXK. Touku 4.4 1 4.8);
- BCEKM THUIT oCcTpa MeTabonnTHa aupnao3a (KaTo NakTaTHa aunao03a, AnaberHa KeToauuaola);
- niuabeTrHa npekoma;
- Texka ObOpevna HepoctarbuHocT (GFR < 30 ml/mMun) (Bxk. Touka 4.4);
- OCTPH CHLCTOAHUSA C Bb3MOXKHOCT A3 H3MeHAT ObOpeunaTa QyHKUHMA KaTO:
- Aexuaparaums,
- TeXCKH HH(PEKLHUH,
- LWIOK,
- BbTPECBHAOBO NPHIIOKEHHE HA HOAUPaHW KOHTPACTHH BelllecTBa (BXK. TOHKa 4.4);
- OCTPO HINH XPOHUYHO 3a00NABaHE, KOETO MOXE Aa NPHYHUHU XUITOKCHA HA THBKAHHUTE KAaTO:
- CbPASYHA UITK PECITHPATOPHA HEIOCTATHLYHOCT,
- CKOpOLUEH MHUOKapaeH HHapKT,
- WIOK;
- YEPHOAPOOHO YBPEXKIAHE;
- OCTpa AJTKOXO0JHA HHTOKCHKAHHA, aIKOXOJIH3bM,;
- KbpMEHE.

4.4 Cronennannu npegynpexaeHHs H NIPEANASHH MEPKH NPH ynoTpeHa

Obwu
Curarnuntun/Mergopmun I'puHaekc He TpaOBa Aa ce U3Mon38a NpU NauueHTH ¢ avaber Tun I K He
TpaGBa na cH U3MOI3Ba 32 IeUCHHEe Ha AHabeTHa KeToauKao3a.

QCThLp NaHKPeaTHT
Ynorpebara Ha DPP-4 uuxubutopu € cebpi3aHa ¢ pUCK OT pa3BHTHE Ha OCTbD NAHKPEATHT.

[Taunenture TpsadBaA Aa OBLAAT HHPOPMUPAHH 33 XAPAKTEPHHA CHMIITOM HA OCTHP MaHKPEaTHT:
NEPCHCTHpaLLA, MHOTO CHHA kopeMHa fonka. Cnen npekpaTaBaHe Ha CUTArAWMITHH ce Habntonasa
OTLIYMABAHE HA MaHKpeaTuTa (CLC MK 0e3 NoAabpPKALLO NEYEHHE), HO B MHOIO PEAKH CITYHAH €
cb0OLIABAHO 38 HEKPOTH3MPALL HH XEMOparHieH NaHKpeaTHT W/ HIH CMBbPT. AKO HMa CbMHEHHS 3a
NaHKPEATHT, NpUEMbT Ha CutarnunTtH/MeTdhopMuH [ pHHAEKC W ApYrd NOTEHUHANHO NOJO3UPaAHH
NEKapCTBEHH NpOAYKTH TpaOBa 1a Ce NpeKpaTH; ako C€ NOTBLPAM OCTbP MAHKPEATHT, MPUEMBT Ha
Curarauntui/Merdopmud I puHaekc He Tpabpa na ce Bp3o0HOBABa. HeobxoanMo € noBuLLeHo
BHUMAHME MPH MALMEHTH C aHAMHE3A 3a NaHKPEaTHT.

JlakTaTHa alunao3a

JlakTaTHaTa auMa03a € MHOMO PAAKO, HO CEPHO3HO MeTaDONUTHO YCIOXHEHHUE, KOETO HaKH-4ECTO
HAacTBITBA MPH OCTPO BAowWaBaHe Ha ObOpeuHaTa pyHKUUA, KapaHO-pecnHpaTOPHO 3a00/1BaAHE MK
cencHc. HatpyneaHeTo Ha METGOPMHUH HacTbNBA NPH OCTPO BAOLIABaHE HA ObOpeuHaTa QyHKUMUA U
yBE/AHYaBA PHCKa OT JIAKTATHA allka03a.

B cnyuail Ha nexuaparauma (TeAKO NOBpbLIAHE, JHAPHA, TPECKA WK HAMAIEH NPHEM Ha TEeYHOCTH)
TpaOBa BpeMeHHO Aa ce cnpe NpUeMbT Ha MET(QOPMHH Y € NMPENOPBLYHTENIHO Aa CE YCTAHOBH BPb3Ka C
MEIHULIMHCKH CNELIHaNHUCT.

[IpueMBT Ha nekapcTBEHH NPOAYKTH, KOUTO MOraT ocTpo Aa yBpeasaT ObOpeuHara pyHkuma (Karo

@HTHUXHNEPTEH3UBHH cpeacTsa, anyperrun 1 HCTIBC) Tpabsa na ce 3anouHe ¢ NOBULLIEHO BHHMAHHE
npy NaUKEHTH, NeKkyBaHUu ¢ MeThopmuH. lpyru puckoBy GakTopH 3a nakTaTHa auuaos
MpeKOMEPEH NPUEM Ha ANTKOXOJ1, YHepHOAPOOHA HEAOCTATHYHOCT, HEAOCTATBYHO KOH
KET03a, MPOABIKHTEIHO MMalyBaHE H BCAKAKBH ChCTOSHHS, CBbP3aHH C XHITOKCHS,
€IHOBpEMEHHATA ynoTpeba Ha IeKapCTBEHU NPOAYKTH, KOWTO MOraT Aa NPHYHHAT
(Bx. Touku 4.3 u 4.5).

[TaunenTure w/unu 66onHornenauunte Tpadea aa OvaAAT HUHGOPMUPAHU 32 PHUCKA OT Ji



JlakraTHaTa aunA03a ce xapaKTepyu3upa ¢ auMao3Ha JUCrHes, KopeMHa O0Ka, MyCKYJIHH KPamriu,
acTeHHUR H XHIOTEPMHA, NOCIEABAHH OT KOMA. B cnyuail Ha CbMHEHHE 332 CHMIITOMY NALHEHTHT
TpsibBa na cnpe npueMa Ha MeTHOPMHUH M He3aDaBHO Ja MOTbPCH JeKapcka NoMoLl. JJHarHocTHUHUTE
nabopaToOpHK HAXOAKH Ca NOHWXkeHO KpbBHO pH (<7,35), noByinenn HUBa HA Na3MeHUs naktar (>5
mmol/l) 1 noBULLIeHa aHMOHHA pa3/IMKa ¥ CLOTHOLLEHHE NAKTAT/UPYBaT.

bubpeuna dynkuus

[Ipeaum 3anousane Ha JeyeHHeTo TpAOBa Aa ce HanpaBH oLEHKa Ha ctoiHocTHTe HAa GFR u pegosho
cyien ToBa (BXK. Touka 4.2). CurarnuntuH/MeTtdopmuH ['puHAEKC € NPOTHBONOKA3aH NPH NALMEHTH C
GFR <30 ml/MuH v TpabBa na Obae BpeMEHHO CNPAH MPU HATHUUE HA CHCTOSHUSA, KOUTO NPOMEHAT
O6vOpeunara pyHkLua (BX. Touka 4.3).

XHnoravkemus

[NaunenTtu, nonyuasawmm Curarnnnrui/Merdopmut ['puHaekc B koMOMHAUMA Cbe cyNndoHUnypes
WK C KHCYJIMH, MOXE Aa Ca H3NOXKEHH HA PUCK OT XHNOrmuKkemMHua. CneaoBatesiHO, MOXE Ja €
HEOOXOAMMO HaMAJISBAHE HA 103aTa Ha CYN(OHHNYPEATa WIH Ha HHCY/IHHA.

Peakuny Ha CBPbLXYYBCTBHTEIHOCT

Hma nocTMapKeTHHI08H ChOOILEHNA 33 CEPHO3HH PeaKLMH Ha CBPBXYYBCTBUTEIHOCT NPH MAILUEHTH,
NEKYBAHH CBC CHTArMMNTHH. Te3M peakuuy BKIOUBAT aHAHAKCHA, AaHTHOEAEM H €KCHOIHAaTHBHH
CbCTOAHHA H& KOKATa, BKIIOYHTENHO CHHAPOM Ha CTuBbHC-/ioHchH. HayanoTo Ha Te3n peakumnu
HACTBINBA B pAMKHTE Ha NBPBUTE TPHU MeCeLa OT 3aMO4YBaHE HA JIEYEHHETO ChbC CHTATAUNTHH, HAKOU
CJly4aH HacTBbMBaT C/IEeA ITbPBATA 403a. AKO C€ NOAO3HPA PEAKLHA Ha CBPLXHYBCTBHTENIHOCT, NPHEMDBT
Ha Curarnuntin/Merdopmun I'punaexc Tpabea na ce npekparty, Tpabsa jaa ce OUeHAT Apyru
MOTEHLHWAIHW NNPHYHHH Ha CbOMTHETO H TPAOBa 1a ce Ha3HAYW ANTEPHATHBHO JeveHHe Ha nabeTa
(BK. TO4Ka 4.8).

bynosen nemdurona

[1pn naumeHTH, npuemauiy DPP-4 nxubuTopy, BIUTIOMMTENHO CUTATTHNTHH, HMA NOCTMAPKETUHIOBH
CLOOLICHHA 38 OyNo3eH neMPHUrona. Ako UMa CbMHeHus 3a Gyo3ed neMpUrona, NPHEMBT Ha
Curarnuntui/Merdopmun I'punnekc TpaOBa aa ce NpeycTaHOBH.

Onepauns

Cutarnuntid/Metdopmun ['punaexkc Tpabea aa ce cnpe no BpeMe Ha onepauuds noa obla, criMHaTHA
WIH enuiypaiHa aHectesus. JleueHnero moxe aa 6bae Bb306HOBEHO He no-paHo OT 48 yaca cnen
OmnepaurAaTa MK Bb300OHOBABAHETO HA XPAaHEHETO Ipe3 YCTa, U NPH yCiloBUe ye Obbpeunara GyHKuus
€ OUEHEHA OTHOBO M € YCTAHOBEHO, Ye € CTabuiHA.

[lpunoxeHue Ha HOAHPAHH KOHTPACTHH BELLECTBA

BxTpechaoBoTo npunokeHne Ha HooHpaHH KOHTPACTHH BELIECTBA MOXKE [ IOBEJIE 0 KOHTPACT-
WHOyuHpaHa HedponaTus, BoeLIla A0 HATPYNBAHETO Ha MET(GOPMHH M MOBULLIEH PHUCK OT AaKTaTHA
aunaosa. Curarnuntun/Merdopmun Ipukaekc Tpsabsa aa ce cnpe npean uam no BpeMe Ha
npouenypara 3a o0pasHa AMarHOCTHKA K He Tp2OBa Aa ce BL300HOBABA 10 Hali-manko 48 uaca cnef

TOBa, NPH yCioBHe ve ObOpeuHarTa HyHKLUMS e OUEHEHA OTHOBO H € YCTAHOBEHO, ve € cTabKHa (BX.
ToukHu 4.3 1 4.5).

[pomana B KIHHHYHHA CTATYC HA NAUMEHTH C KOHTPOAUpPaH auaber Tun 2

[TaumenTu ¢ anaber Tun 2, npean Tosa nobpe KoHTponupaH cbe CuTarnunTun/MethopmuH
I'pHHAEKC, KOUTO Pa3BHBAT OTKNOHEHHS B 1aDOPATOPHH NMOKA3aTENH KIH KIMHKYHO 3a6onsaBane (Haii-
BeUYe HEACHO WK cnabo aeunupano 3abosaBane) TpaOBa He3abaBHO Na ce OLEHSAT 3a HA/IMYME Ha

KpbBHa 3aXap H, ako ce Hanara, pH Ha kpbBTa, HUBA Ha 1aKTaT, NUPYBAT U METHOPMH
auuao3a, B KOATO M aa € popMa, 1eucHueTo Tpabea na ce cnpe He3abaBHo M Tpa6GBa a4
NpcANpHEMAT NOAXOANIUM NPOTHROACHCTBALLH MEPKH.



Hednunt Ha Butamuy B);

MeTdhopMHH MOXeE Ja HaMalH CEPYMHHWTE HYMBa Ha BUTAMHMH B>, PUCKBT OT HUCKY HWBA HA BUTAMHH
B, ce yBennyvasa ¢ yBeJrvaBaHe Ha 103aTa METQOPMHH, NPOJABIKHTENHOCTTA HA IEYEHHETO W/ HAH
NPy NaLUKUEHTH ¢ PUCKOBH PAKTOPH, 32 KOUTO € HU3BECTHO, Y€ NPUHHHABAT Ae(HUNT Ha BUTaMHH B,. B
cayuat Ha CbMHeHHE 3a nepuuunT Ha BUTAMKH B); (kaTo aneMHa UNK HEBpONaTHR), CEPYMHHUTE HHBA
Ha BuTaMKH B|; Tps6Ba aa ce npocneassar. [lepuoanyHo npocneassaHe Ha BUTaMuH B); Moxe na ce
HaJIOXH NpPH NaLMEHTH C PUCKOBH (aKTOPH 32 AedUUMT Ha BUTaMHH B|;. Tepanusara ¢ methopmun
TpaOBa Aa NPOABAAKMU, JOKATO C€ NOHACA J00Ope U He € NPOTHBONOKA3aHa, H 1a C& OCUTYPH
NOAXOAALIO KOPUrUpaLIO IEUEHHUE 33 JePHLMT HA BHTAMHH B, B CLOTBETCTBHE C HACTOALUMTE
KJTHHHYHH HACOKH.

Hatpnit
To3u aekapcTBeH NPOAYKT Chabpxa no-manko ot | mmol Hatpui (23 mg) Ha Tabnerka, T.e. MOXe aa
Ce KakKe, e NPAKTHYECKH HE ChAbPXA HATPHUH.

4.5 BaanmopeilicTBHE ¢ APYIH JeKAPCTBEHH OPOAYKTH H ApYrH (opMH Ha B3aHMOAeHCTBHE

EnHoBpeMEHHOTO MHOIMOKpPATHO NpHiaraHe Ha CMTarWnTHH (50 mg ABa NbTH AHEBHO) H METHOPMHH
(1 000 mg apa MTH AHEBHO) HE € MPOMEHHNO0 3HAYUTENHO $APMAKOKHHETHKATa KaKTo Ha
CHTarIMITHH, TaKa U HA MeTQOPMHH NPH NaLMEHTH ¢ AWabeT THn 2.

He ca n3BbpliBaHy npoyuBaHus 3a papMakOKHHETHYUHU NEKAPCTBEHH B3aHMOAEHCTBHA CbC
Curarnuntun/Metdopmun [NpuHaexc; obauye TakMBa NPOYYBAHKA Ca NPOBEXKAAHH C OT/E/THUTE

dKTHBHH BCLUECTBA, CUTAI'JIMINITHH H MBT(pOpMHH.

He ce npenopbuBa cbnbTeTBaLa YnoTpeba

ANKOXO0J
AJIKOXONHATa HHTOKCHKALMA C€ CBbP3Ba ¢ MOBHILEH PHCK OT JIAKTaTHA auMua03a, ocobeHO B CilyyaH Ha
raagyBaHe, HEJOXpaHBaHe WK YEPHOAPOOHa HEAOCTATBYHOCT.

Hoaupanu koHTpacTHu BewwecTsa

Curarnurrrun/MetdopMun I'puHaeke Tpabpa na ce cnpe npeau Wi No BpEME Ha MpoueaypaTa 3a
o0pa3Ha IMarHoCTHKa M He TpabBa ja ce Bb30o6HOBABA 10 Hal-Maiko 48 yaca cned TOBa, NPH YCIOBHE
ye 6nOpeuHaTa PyHKUKS € OLieHEeHa OTHOBO M € YCTaHOBEHO, Y€ € cTabunHa (Bx. Touku 4.3 u 4.4).

KomOHrHalmn, H3MCKBALIK NPEANAa3HX MEPKH NPH ynoTpeba

Hskou nekapcTBeHyn nNpodyKTH Morar a ce oTpa3aT HebnaronpraTHo Ha 6u6peunaTta GyHKLIHA, KOETO
MOX€e 1a YBE/IMUH PUCKA OT JlaKTaTHa auMaosa, Hanpumep HCIIBC, BKNo4YHTENHO CENeKTHBHH
nHXOuTOpH Ha unknookcurenasa (COX) I, ACE nuxuburopu, anruorensud Il peuentophu
aHTaroHUCTH U JHYPETHLIH, 0CO0eHO OpumKoBH aHypeTHLM. [Tpy 3anouBaneTo wau ynotpebara Ha
TAKHBA NPOAYKTHA B KOMOUHALHMA ¢ METPOPMHH € HeOOXOAUMMO BHUMATENHO NPOC/IEASsBAHE HA
6bvOpeunaTa dyHKUMA.

CenbTeTBalaTa ynotpe6a Ha JIeKapcTBEHH MPOAYKTH, KOUTO NOBAMUABAT OBIMTE TPAHCNOPTHH
cucremu B OuOpeuHuTe TyOyau, BlodeHn B 6b0peuHOTO eMMUpaHe Ha MeTPOPMUH (Hanp.
WHXHOWUTOPH HA OpraHHuHHA KaTHOHEH TpaHcnopTep-2 [OCT2]/MyATHNEKAPCTBEHNA U TOKCHH-
ekcTpyaupail nporerH [MATE] kato paHonasux, BaHaeTaHnu®, A0NYTErpaBup H UMMETHAMH), MOrar
Aa MOBULLAT CHCTEMHATA €KCMO3HUHA Ha METQOPMHH H A3 YBENWUYAT PUCKA OT JIAKTAaTHA aLMA034a.
[Tonaute u puckoseTe oT cbbTCTRalLATa ynoTpeba Tpabsa aa ce obmucnat. Tpsbra na ce obMucaH
BHUMATENHO NPOCNENABAHE HA MIMKEMHUYHHMA KOHTPON, aNanTUpaHe Ha J03aTa B PAMKHTE
NPenopbYMHTE/IHATA AO3UPOBKA H NPOMEHH B JIEYEHUETO Ha AMabeTa, KOraTo Takyea Jie
NMPOAYKTH CE MPUIAraT €1HOBPEMEHHO.

[ moxokopTHKOMAKMTE (PHAATaHKU N0 CHCTEMEH H JIOKANEH NbT) HeTa-2-aroHUCTHTE
HMaT NPUCHLIO XUAEPTIHKEMHUHO aeficTeHE. [NauuenTuTe Tpabea na ce nudopmup
H3MEPBAT KPbBHATA CH 3aXap, 0COOEHO B HAYANOTO HA JIEYEHUETO C TAKHUBA JIEKAPCTB



Ako ¢ He00X0AKMO, 103aTa Ha RHTUXMNEPINIUKEMHUYHHUA AEKapcTBeH NPOAYKT TpaOBa aa ce ananTHpa
Mo BpeMe Ha JIeYeHHE C APYrHs JIEKAPCTBEH NPOAYKT U APH HErOBOTO MPEKPATABAHE.

ACE-HHXHUOUTOPHTE MOraT Aa NOHUKAT HUBAT2 HA KPLBHATA 3axap. AKo € HE0OX0AHUMO, A03aTa Ha
AHTHXHITEPTIHKEMHYHHA IEKAPCTBEH NPOAYKT TpadBa 1a ce ananTHpa No s8peMe Ha JIEYEHHETO ©
APYTHS JIEKAPCTBEH MPOAYKT W NP HEMOBOTO NpPEKPaTABAHE,

Edexru Ha Apyru JiekapcTBEHU NPOAYKTH BLPXY CUTACTHNTHH
{n vitro ¥ KTMHHUYHUTE JAHHH, OTIUCAHU NO-J0JY, NPEANONAraT, Y€ PUCKDT OT KIHHUYHO 3HAYHMH
B3aHMOAEHCTBUS NPU €THOBPEMEHHO NMPHACKEHHE C APYIH JEKAPCTBEHH NPOAYKTH € HUCBK.

In vitro npoy4BaHus NoKa3BaT, Y€ OCHOBHHUAT €H3HM, OTTOBOPEH 3a OrpaHHYeHHs MeTa00IH3bM Ha
cuTarnunT, € CYP3A4, ¢ yuactue Ha CYP2C8. Ilpu naumenTi ¢ HopManHa 6u6peuna dyHkuus,
MeTaboMH3IMBT, BKIOUUTENHO U upe3 CYP3 A4, urpae caMo Maika posisi B KIMPbHCA HAa CUTAMTHTITHH.
MeTaboH3MBT MOXE Aa Urpae NO-BaXKHA POJIA MPH ETMMHHHUPAHETO HA CUTATTIMITTHH B YCIOBHSA Ha
ocTpo 6L0peuHo yBpexaaHe HaM TepMuHanHa 666peuna HeaocraTbunocT (ESRD). IMopaau Tasu
MpHUYUHA € Bb3MOXKHO MOLIHH HHXHOMTOPH Ha CYP3A4 (Hanp. keToKOHAa30/1, UTPaKOHa3011,
PUTOHaBHP, KIaPUTPOMHLUHH) 1a NPOMEHAT (PapMaKOKHHETHKATA Ha CUTAMTHNTHH NPH MAUHEHTH C
Texko 60peuno yspexxnane unu ESRD. Edexture Ha mownute CYP3 A4 nHXHOUTODH B YCIOBHA Ha
01LOpevHO yBpexaaHe He ca OLEHABAHH NPH KIWHHYHO NPOYUBAHE.

In vifro npoy4BaHHs 3a TPAHCNOPTA MOKA3BAT, Y€ CUTATIHNTHH € CyGCTpaT Ha P-rIMKONPOTEHHA
TpaHcnoprepa Ha opraHuyHu aHHOHH-3 (OAT3). OAT3 MeguupaHUAT TPAHCTIOPT Ha CHTAIIUITTHH CE
HHXUOUpA in vitro oT NnpobeHeUn 1, BBNPEKH Y€ PUCKBT OT KITHHMYHO 3HAYUMHU B3aUMO/1EMCTBHA Ce
CMATA 32 HHCBK. EaqHOBpeMeHHOTO npuaokeHue Ha OAT3 UHXHOUTOPH HE € OLICHEHO in vivo.

Luxnocnopun: T1poseaeHo e npoyusaHe 3a oueHABaHe Ha €(PeKTa Ha LIMKNOCNIOPHH, MOLIEH
HHXHOMTOP Ha P-FIMKONPOTEHHA, BLPXY (PapMaKOKMHETHKATA HA CHTArNHNTHH. EQHOBpEMEHHOTO
NPUIOKEHHE Ha €AMHHYHA nepopanHa ao3a 100 mg cHTarMNTHH U efWHKYHA nepopanHa Jo3a 600
mg uKKiIocnopuH nosHiiasa AUC u C,,., Ha CHTArNUNTHH CLOTBETHO ¢ NPUONU3UTENHO 29 % U 68 %.
Tesn npomenn BB papMakOKMHETHKATA HA CHTATTHITUH HE CE CMATAT 32 KITHHHUYHO 3HAYHMH.
BBLOpEYHMAT KNHPLHC Ha CHTATTIHIITHH HE € 3HAUMTENHO poMeHeH. CeA0BaTeNHO, HE CE OYaKBaT
3Ha4MMH B3aUMOACHCTBHA C APYTH HHXHOHTOPH Ha P-IJIMKONPOTEHUHA.

EdexTu Ha CHTArIMNTHH BbPXY APYFH NE€KAPCTBEHH NPOAYKTH

HAuzoxcun: Cutarnunthi numa cnab edekT BbpXy nnazMeHaTa KOHLEHTpauus Ha aurokcud. Cren
npunaraHero Ha 0,25 mg AWroKCHH eaHoBpeMerHo cbe 100 mg cUTarnUNTHH AHEBHO B NPOALIKEHHE
Ha 10 aun, nnasmenata AUC Ha aurokcuH Hapactea cpeano ¢ 11 %, a nnasmeHata C,, CpPeAHo ¢

18 %. He ce npenopbusa xopHrupaHe Ha nosata qurokcuu. B cbioTo Bpeme o6aue nauneHTHTE ¢
PHCK OT IHFOKCHHOBA TOKCHUYHOCT Tpadsa da 6baar npocnenssaHu 3a TakaBa, KOraTo CUTArMMOTHH H
AHFOKCHH C€ Npuarat eAHOBPEMEHHO.

In vitro nanHUTE NOKA3BAT, HE CHTAMUNTHH He MOTUCKA K He uuayuupa CYP450 uioeHsumure. [1pu
KIIUHHYHH NPOYYBAHHUS CHTArJTMNTHH HE MPOMEHA 3HAYHMO (PapMaKOKHHETHKATa HA METHOPMHH,
rnubypua, CHMBACTaTHH, PO3HIIMTA30H, BAphapHH HITH NEPOPAHHM KOHTpaUENTUBH, JaBAHKH in vivo
AQHHH 34 MAJIKa BEPOATHOCT OT NMPEAH3BUKBAHE HA B3auMoaeHCTBHA cbe cybeTpaTi Ha CYP3 A4,
CYP2C8, CYP2C9 u TpancnopTepy Ha opranuutu katuoHu (OCT). CUTArTHITHH MOXe 1a 6be
cs1ab HHXHOMTOD Ha P-TIIMKONIPOTERHA in Vivo.

4.6 PepruauTeT, 6PEeMEHHOCT H KLPMEHE

bpeMeHHOCT
Hsama nocratbuno faHHHK oT ynoTpe6ara Ha CUTArTUATHH Npu GpeMeHHH xeHu. [1f

XKHBOTHH NOKA3BaT PENPOAYKTHBHA TOKCHYHOCT NMPU BUCOKH 103H CHTArJIMNTHH (E

OrpannyeHnTe naHHK npeanonarar, ve yrorpeGara Ha METHOPMHH NpH OpemeHHE
CBBLP32H € NOBULIEH PHCK OT BPOAEHH Manpopmaumu. ITpoyusanusTa ¢ meTdopm



noka3par BpeaHHU e(eKTH BbB Bpb3Ka ¢ OpeMEHHOCTTa, eMOPHMOHANTHOTO U PETAIHOTO Pa3BUTHE,
PAXIAHETO WIH NOCTHATATHOTO pa3BHTHE (BX. TOUKa 5.3).

Curarnuntus/Metdopmun ['punHaexc He TpaOBa Aa ce 3NON3Ba MO BpeMe Ha OpeMEHHOCT. AKO
NalMeHTKaTa UCKa aa 3abpeMenee WK aKo HAaCTBNM BpPEMEHHOCT, JeyeHyeTo TpsOBa na ce npekpaTu
W NALMCHTKATA Aa NPEMUHE Ha JIeueHHE C MHCYJTUH Bb3MOMXKHO Hal-CKOpO.

KnpMmene

He ca npoBexzaHu npoy4BaHHUs NPU KbpPMELLH XKHBOTHH ¢ KOMOHHHPAHHTE aKTHBHH BELECTBA Ha
TO3H NIEKAPCTBEH NPOAYKT. [1pn npoyusanus, NpoBeXaaHHK ¢ OTAENTHUTE aKTHBHH BEILECTBA, U
CUTArJTMNTHH, U METPOPMHH CE EKCKPETHPAT B MIISKOTO Ha JaKTUpalluM mibxose. [1pu xopa
MeT(QOPMHH Ce EKCKPEeTHpa B KbpMAaTa B MaNIkH KonnuecTBd. He € H3BeCTHO Janu CUTArnunTUH ce
eKCcKkpeTHpa B kbpMaTa. Cneposatento CurarnunTui/Merdopmun I'punaekc He Tpabea na ce
H3MO/13Ba TIPH JKEHH, KOUTO KbPMAT (BK. To4Ka 4.3).

DepTunureT
JaHH1Te OT NpOYyYBaHHA NPH XKUBOTHHK HE NPEANOAAaraT BIHIHHE BbPXY PepTHIIMTETA HA MBIKKH H
JKEHCKH NbXOBE NPH TPETHPAHECHC CHTArMUNTHH. JIunceaT aaHHK Npu Xopa.

4.7 EdexkTn BHpxy cnocofHocTTa 32 modupane B pabora ¢ MamHNM

Cutarnuntun/Merdopmun I'pHHASKC He NOBAMABA WM NOBNHMABA MPEHEOPEHKHMO CHOCOBHOCTTA 3a
wodupare u pabora ¢ MawuHK. B chuioro Bpeme npu wodupane un pabora ¢ MawmHu, Tpabea na
C€ ¥Ma NpeaBul, Y€ NPH CUTAIIMNTUH Ca NOKNAABAHU C/Iy4aH Ha 3amaiiBaHe U CbHAMBOCT.

OcBeH TOBa, nauueHTHTE TpaGBa Na ce npeAynpexnasBaT 3a pUCKAa OT XMMOMMMKEMMA, KOTATO
Curarnuntai/Mertdopmun I'puHaeke ce u3non3sa B KOMGHHALUS Cbe CYNDOHUNYPEHHO NPOU3BOAHO
WJIH C HHCYJ/IHH.

4.8 HexenanH neKapcTBEeHH peakiliy

Pestome Ha npoduna Ha Ge3onacHoOCT

Hsma npoBeseHH TepaneBTHUHH KITHHHYHH NpoyuBaHus ¢ CutaraunTuH/MerdopMuH ['puHaeke
¢uaMupann TabneTky, HO GHOEKBMBAIEHTHOCTTA HA KOMOHHUPAHHTE aKTHBHM BELLECTBA € A0Ka3aHa
(BK. TouKa 5.2). Chob1aBaHH ca CEPHO3IHN HEXKENAHH PEAKLIMH, BKIIOYHTENHO NaHKPEATHT U peakLiHu

Ha CBPBXYYBCTBUTENHOCT. Chol1liaBaHa € XHNOTIHKEMUA NMPH KOMGHHALMS CBC CYaPOHUNYPEHHO
npoussoaHo (13,8 %) u ¢ uncynun (10,9 %).

TabnuueH CNUCHK HA HeXKellaHHUTe peaKLHH

Cumacnunmun u Mem@opmun

Hexenanure peakumu ca u3bpoenn no-aony ¢ npenopwusanmte ot MedDRA TepMunu crnopen
CUCTEMO-OpraiHa Knacugukauua v abconorna uecrora (Tabauua 1). o wecToTa ce ONpeaensaT KaTo:
MHOTO uecTH (21/10), yectu (21/100 po <1/10), neuectn (>1/1000 ao <1/100), peaxw (=>1/10 000 no
<1/1000), muoro peaxu (<1/10 000) U ¢ HeW3BeCTHa YecTOTa (OT HANMYHHUTE NAHHH HE MOXE Aa Obae
HanpaseHa OLIEHKa).

Tabarna 1: YecroTa Ha uexeNannTe peaKnHH, YCTRHOBEHH 10 BpeMe Ha niaanedo-

KOHTPOJHPAHH KAHHHYHH NPOYYBAHHS ChC CHTALIHNTHH H MeTHOPMHH CAMOCTONTE/IHO, H NIPH
NOCTMAPKETHHIOBHS ONHT

Hexenana peaknns YecToTa Ha HEeXKENAHATA PEAKIUHY —n

Hapywenusa na xpbBTA 4 TUMPHATA CHCTeMa

TPOMOOLUTONEHUS Penku

HapyuieHHS Ha HMYHHATA CHCTEMA




Hexenaua peaknus

YecToTa HA HEKEJIAHATA PeaKlHs

PeaKLHMK Ha CBPbXUYBCTBHUTE/THOCT, BKAIOYUTENHO
aHahHIAKTHYHH OTroBopH *, ¥

C Heu3BeCTHa 4eCTOTA

Hapymwennsa Ha MeTab0/1H3Ma H XpaHEHETO

XHnornukemua T Yectu
HaMa/leHHE Ha HWBaTa Ha BUTaMHuH Bo/nepuuurt YectH
HapymeHHS HA HEDBHATA CHCTEMA

CbHJIUBOCT HeuecTH

PecniBpaTOpHH, rpbAHH H MEIHACTHHAJIHH
HApDYIIEeHHS

MHTEpCTHLIMANHA OenoapobHa bonecT*

C Hen3zBecTHA YecToTAa

CroMaImHO-YpeBHH HAPYIICHHS

oHapHs Heuectn
raaeHe YecTu
dnaryneHuus YecTH
3anekK Hevecty
60nKa B ropHaTa 4acT Ha Kopema Heuecty
NMOBPLLUAHE Yectu

oCTbp naHkpeatur *.+.1

C HeusBecTHA 4ecTOoTa

(haTaneH W HedaTaneH xeMoparuyeH
HEKPOTHU3Hpalll NaHKpeaTHT *, T

C HeH3BeCTHA YecTOTA

Hapyumi¢HuS HA KOKATA H NOAKOKHATA ThKAH

npypuryc * Heuectn
aHruoenem *.f C HeM3BECTHA HECTOTA
obpus *, T C Hen3BecTHA YecTOTA

_YpTHKapHs * 1

C HewW3BecTHA 4YecTOTa

KOXeH Backyaut * .}

C HeHM3BeCTHA YecToTa

eKChONHaTUBHH KOXKHH 3ab0sIBaHNUA, BIUTKOUMTENHO
CHHIApOM Ha Stevens-Johnson *,T

C HeusBeCTHA vYecTOoTa

Gynosen nemdurons *

C HeW3BeCTHA YecToTa

HapymeHsas HA MYCKYJ/JIHO-CKEJIETHATA CHCTEMA H
CHEAHHHTEIHATA ThKAH

aprpairua®

C HeHW3BeCTHA 4YeCTOoTa

MHAIrus *

C Heu3BecTHA 4ecToTa

Oonka B kpaliHnuurte *

C HeHM3BeCTHA uYeCTOTA

bonka B ropba *

C Heu3BeCTHA 4eCTOTA

aprponarus *

C HewW3BeCcTHA 4ecToTa

Hapyumenns Ha 6L6penHTe H NHKOYHHTE NLTHINA

HapyuleHa 6b0peuHa pyHkuns *

C HeunsBecTHa 4ecTOoTA

ocTpa 6vOpeuna HeaocTaTbyHoOCT *

C Hen3BecTHA 4YecToTa

* HexxenaHute peakunu ca HAeHTUPULMPAHH MO BPEME HA NOCTMAPKETHHIOBOTO HabNOAeHHE.

+ Bux Touxa 4.4,

1 Bioxre npoyuBaHeTo 3a 6€30MaCHOCT 10 OTHOLIEHHE Ha ChPAEYHO-ChA0BATA CHCTEMA

AOITy.

Onucanue Ha W3bpaHU HeXENaHU PeaKLUM

Hsakou Hexxenanu peakuuu ca HabnoaaBaHKU NO-4ECTO NPH NPOYUBAHHA 33 KOMOHUHH
CHUTarAKWNTHH U METPOPMHH € APYTH aHTHAHAOETHH JIeKapCTBEHH NMPOAYKTH B CPABH




MPOYYBAHHA HA CHTArNTHNTHH U METPOPMHH CAMOCTOATENHO. Te BRIOUBAT XHNOIIMKEMHS (KaTEropms
Ha Y€CTOTAa ,,MHOI0 YECTH” CbC CYNPOHUTYPEHHO NPOHU3BOAHO HAM HHCYJIWH), 3aMneK (,4eCTH” ChC
CyAdoHUAYpeHHO NPOU3BOAHO), NeprudepeH OTOK (,,4€CTH’ ¢ NHOrAUTA30H) H rnaBobonue H cyxoTa B
ycTarta (,,HEUECTH ¢ UHCYJIMH).

Cumaczaunmun

[1pn npoyusaHua BbpXY MOHOTEpanus cbe cHTarnunTul 100 mg BeAHBbIK AHEBHO CAMOCTOATENTHO B
cpaBHeHHe ¢ mnauedo, crobLueHUTE HeXENaHH peakLrH ca rnaBoboNHe, XUMOrTHKEMHS, 3aNeK H
3aManBaHe.

Cpen Te3n NauMEHTH HEXEIAHUTE CLOUTHA, CHOOLIABAHY HE3aBUCHUMO OT NMPHYHHHO-CIEACTBEHA
BPb3Ka C IEKAPCTBEHHUA NPOAYKT, C YECTOTa HaH-Manko 5 %, BKIOYBAT HHPEKUHH HA FOPHUTE
JMXaTeNHH mbTHlla W HazodapuHruT. OCBEH TOBA, ca CHOOLIEHU ocTeoapTpUT K DONKa B KpalHULMTE,
¢ yectoTa HeuvecTH (> 0,5 % no-BHCOKa cpeld YYaCTHHLWTE, MONYUHIH CUTArMUNTUH, OTKOJKOTC Ta3H
B KOHTPOJHATa rpymna).

Mempopmun

CTOMaILIHO-YPEBHH CHMINTOMHM ¢a CbOOLIABAHW MHOMO YECTO TMPH KIHHHYHH MPOYUYBAHHA H NPH
NOCTMAapKEeTHHroBarta ynotpeba Ha MeTgopMuH. CTOMALIIHO-YPEBHUTE CHMITTOMK KaToO rajeHe,
noBpbLaHe, AHapud, 6onka B kopema M 3aryba Ha aneTuT ce NMOABABAT NO-HECTO MU 3aNo4BaHe Ha
JICYEHUETO U B NOBEYETO CAyvau NPEeMHHABAT CNOHTAHHO. JONBIIHHTENHH HEXE/IaHH PEAaKLIHH,
CBbp3aHy ¢ MeTHOPMUH, BKTIOUMBAT METANEH BKYC (UECTH); NAKTaTHA aLKA03a, HapyLUEHHS Ha
yepHoapoOHaTa PyHKLMSA, XENATHT, YPTUKapHs, epuTeMa U cbpbex (MHoro peaku). Kateropuure no
4yecToTa Ce OCHOBABAaT Ha HalWuyHata HHpopmauus B KpaTkarta xapakTepHCTHKa Ha NPOAYKTa Ha
MeTPopMHH, onobpena B EC.

IleanaTpuyHa nonyaauus

B x1MHUYHH Npoy4YBaHUA C KOMOWHALUMATA CUTAMTHNTHH/METHOPMHUH NPU NEANATPUYHHU NALUEHTH
cbC 3axapeH auabet Tun 2 Ha Bb3pacT 10 o 17 roguHH, npodWIbT Ha HEXENAHHTE PEAKLIKHU €
CpaBHHUM C TO3H, HaOnrogaBaH nNpH Bb3pacTHH. [1pH neaHaTpHYHHU NAUWEHTH Ha WK HE Ha OHOB
MHCYJIWH, CUTArJIMNTHH C€ CBBP3Ba C MOBULUEH PHCK OT XHIMOITTHKEMHS.

IIpoyueane 3a 6esonackocm no omuowenue Ha cobpoeyno-cvoosama cucmema TECOS
H3nuTBaHETO, OLEHABALLO ChPACYHO-ChAOBUTE Pe3YTATH NPH NEYeHUE Cbe cHTarnunTul (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), skmousa 7 332 nauMeHTH, IeKyBaHU
c¢be 100 mg curtarnunTruH aAHeBHO (MM 50 mg NHEBHO, AKO W3XOAHHUTE CTOHHOCTH HAa H3UMCIEHATA
CKOPOCT Ha rnoMmepynHa puntpauns (eGFR) ca > 30 1 < 50 ml/mMun/1,73 m”), u 7 339 nauueHTy Ha
nmnauebo B intention-to-treat (ITT) nonynauusra. Jisete neueHus ca nodaseHn KbM oOHuaiHHuTE
rPUXKH CbracHO MecTHHTE cTaHaapTH 3a HbA lc v cbepaeuHo-cbaoeu puckoBu dakropd. Obiuara
YEeCTOTa Ha CEPHO3HHTE HEXelaHW ChbOUTHA NPH NaUHEHTH, MOIy4aBalll¥ CHTArKITTHH, € CXOHA C
Ta3u NpH NaLUMEeHTHTE, [oIyqasaluy niauedo.

B intention-to-treat nonmynayuaTa cpej NALUEHTUTE, KOUTO U3INOA3RAT HHCYNHUH W/ HUNHU CyNPOHUaYpES
Ha M3XOAHO HUBO, YECTOTATA HA TEXKKA XUNOTAuKEMHA € 2,7 % nNpr nauMeHTHTE, TEKYBAaHH CbhC
CHTAr/IMNTHH, ¥ 2,5 % npu naupeHTHTe Ha Nnauebo; cpea NaUuMEHTHTE, KOUTO HE W3NOA3BAT HHCYJTHH
u/wn cyndoHunypes Ha U3XOAHO HHUBO, YECTOTATa Ha TexKa xunorinvkemus € 1,0 % npu
NaLKEHTHUTE, NEKYBAHHU CbC CUTATNMNTHH, ¥ 0,7 % npu naunenTuTe Ha naauebo. HecroraTa Ha
NOTBLPAEHH CHLOUTHA, OTAABAHU Ha naHkpeaTHT, € 0,3 % npy NaUHEeHTHTE, IEKYBAHH ChC
curarnuntvH U 0,2 % npu nauveHTUTe Ha nnauedo.

CooflilapaHe Ha MOJO3HPAHU HEXKENAHH PEAKLIMH
CroOuaBaHeTo Ha NOAO3HPAHH HEXENAHU peakLMu cnej palpelnasase 3a ynorped
MPOAYKT € BaXKHO. TOBa NO3BOAABA A4 NPOALIBKH HAOMIOIEHHETO HA CHbOTHOLIEHHE
NEKapCTBEHHUs NPoAYKT. OT MEAULIMHCKHTE CNELHAIHCTH CE U3UCKBA Aa ChoOINAE i
NoJO3MpaHa HeXXENaHa peakLus vpes:
HanwiHuTENHA areHUUs Nno iekapcreaTta
yn. ,,JlamsaH ['pyes" Ne 8
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1303 Codmus
Ten.:+359 2 8903417
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4.9 Ilpenosupane

[Tpu KOHTPONHPAHH KIMHHYHH NMPOYYBAHKUA ChC 3APaBH YYAaCTHHUM CE NPHUIAraT €AHOKPaTHH A03H A0
800 mg cutarnunTHH. MHHHManHO yabmkaeane Ha QT c, KOETO HE ce CUHTa 33 KAKHHUYHO 3HAYHUMO,
ce Habnoaasa nNpu exqHO npoyusaHe ¢ A03a oT 800 mg curarnuntuH. Hama onut ¢ ao3u Haa 800 mg
NpH KIKHKHYMHKA NpoyuBaHud. [1pn npoyusanua Ma3a | ¢ MHOIOKpaTHO NpHaaraHe, HAIMa CBbP3aHH ¢
A03aTa KIMHHYHH HEXENaHU IEKAPCTBEHHU PeaKLWK, HabN04aBaHW NPY CHTATJIMITTHH ¢ 203K 1o 600
mg AHeBHO 3a nepuoau a0 10 nuu u 400 mg aAHeBHO 3a nepuoau Ao 28 aHH.

['onsamo npeajo3rnpaHe C METd)OpMHH (HJ]H CAHOBPEMCHHO CBLUCCTBYBALL PHUCK OT JIAKTATHA auunma)
MOXKC Ada A0BCAC N0 AAKTaATHa aillao3a, KOaTo € CnelcH MCAULIHHCKH cnyqaﬁ H Tpnﬁsa Ad €€ JCKYBa B
OonHHua. H&ﬁ-&(bﬂl{'I‘HBHHHT METOA 384 OTCTPAHABAHE HA N1AKTATA H MﬁT(bOpMHHH € XEMoauaauniara.

[1pn xnuMHKHuHK npoyuyBaHua npubansutenHo 13,5 % ot ao3ara ce oTcTpaHaBsa NpU NpoabJhKaBalla 3-
1o 4 qaca xemoauanu3Ha cecus. [Ipu npeueHka 3a KiMHWYHA HEODOXOAUMOCT MOXE 1A C€ NpeaAnpHEME
No-NpoAbKUTENHA NHasTH3a. He € W3BECTHO NanK CHTarJMNTHH CE AHANH3UpA NMPH NEPHTOHEANHA
AHAIN3a.

B cnyuait Ha rnpeao3npase € NOAXOAALLO Aa Ce NpeanpHeMar 00HKHOBEHHUTE NOATLPKALLKH MEPKH,
KaTo OTCTpaHdBaHe Ha HeabcopOHpaHUa MaTepHa OT CTOMALLHO-YPEBHHSR TPAKT, KNIHHHYHO
HaOmoaeHue (BKIIOHHUTENHO H eNeKTPOKAPAMOTPaMa) U NPH HYXk/a 3aMoUBaHe HA NOATbPIKALLO
NEeYeHHE.

5. ®APMAKOJIOTHYHHU CBOUCTBA
5.1 ®apMakogHRAMAYHH CBOHCTBA

QapMakoTepanesTHuHa rpyna: AHTUAWAOETHH NEKaPCTBEHH NPOAYKTH, KOMOMHALIMK OT NEpOPaNHK
NIEKapCTBEHH NPOAYKTH 3a HaMangBaHe Ha KpbBHaTa 3axap, ATC koa: A10BDO0O7

Curarnunrui/MetdopmuH I'puHaexc koMOMHMPA ABa aHTHXUNEPTIIMKEMHYHU IEKAPCTBEHH
NpoAYKTa ¢ AOMBJIBALL C& MEXaHW3bM Ha JEHCTBUE 32 NOAOOpABaHE HA MNTHKEMHYHHA KOHTPOJ MPH
NAUHEHTH ¢ AHabeT THN 2: CHTAarIMNTHH XHAPOXJIOPH, HHXHOMUTOP Ha AMMENTHAKA nenTHaasza 4
(DPP-4), » MeThOpMHHOB XUAPOXJIOPHA, NPEACTABHTEN HA Kiaca HAa GHreaHHAMHUTE.

CuTariMnTHH
Mexarnuzom na oelicmaue
CHTarmunTHH XMAPOXIOPH € NEPOPANIHO AKTHBEH, MOLUEH W BUCOKOCEJNEKTHBEH HHXHUOHTOP Ha
eH3uMa aunentuann nentuaasa 4 (DPP-4) 3a neuenne va anaber tun 2. Uuxuburopure va DPP-4 ca
Kac BELIECTBA, KOUTO AEHCTBAT KATO €HXAHCEPH Ha MHKPeTHH. Upes nHxnGupaHe Ha ensuma DPP-4,
CHTAarJIMIITHH NOBHLLIaBA HHBATA HAa A1BA U3BECTHH aKTUBHH HHKPETHH XOPMOHA, MIOKAroH-noaooHus
nentua-1 (GLP-1) n rmoko3a-3aBucumus uHcynuHotponex noaunentua (GIP). MukpetunuTe ca vacr
OT €HAO0r€HHAa CUCTEMA, YHACTBAUIA BbB (PH3MOJOTMMHATA peryiauna Ha riloKo3HaTa XoMeocTasa.
Koraro koHueHTpaunuTe Ha KpbBHaTa 3axap ca HopManHu uay nosHwenn, GLP-1 u GIP sacunear
CHHTe3a U 0¢BODOXKNABAHETO Ha HHCYJIMH OT naHkpeaTuuHuTe Oeta-kierku. Oceen ToBa, GLP-|
HamMansBa CEKpeLHATA Ha IIOKaroH OT NaHKPeaTHUYHKTE alida KNETKH, BOAEHKH 10 HAMAJIEHC
NMPOXU3BOACTBO HA YepHOoApoOHa rioko3a. Korato HHBaTa Ha MJTIOKO3a B KPBBTA €4 HHCKH
OCBOBOXKAABAHETO HA HHCYJIMH HE Ce CTHMYJ/IHPA ¥ CEKPELIMATA HA [NIIOKAroH HE Ce NoT ke
CHTarnunTHH € MOLLIEH W BUCOKO CENEKTHBEH HHXMOMTOP Ha en3uMa DPP-4 u He uuxyulh
no cTpykTypa eH3suMu DPP-8 wnu DPP-9 B TepanesTHyHM KOHueHTpauun. CHrarnunt ! »2
<
.

pa3nvuaBa No XHMHYHa CTPYKTYpa H (papMakoforHuHo aeficTene oT aHano3ute Ha GLY



CYNPOHNNYPEA WK METTIUTHHUAN, OMIBAHWAWHM, ATrOHUCTH HA AKTHBHPAHUS OT NEPOKCHIOM
nponugeparopa rama-peuentop (PPARY), anda-rniokosznaazin HHXMOUTOPH H aHANO3W HA AMUIHKH.

[Tpn ABYAHEBHO NMpOyYBaHE H& 3paBH YHACTHHULIH, CHTATTIUNITHH, NPHIOKEH CAMOCTOATENHO,
nosuwasa akTusHaTa GLP-1 koHUeHTpauHKa, 10KATO METHOPMHH NPUIOKEH CAMOCTOATENHO,
MOBHLIABA aKTHBHATA W 001taTa GLP-1 konueHTpauns B cxoaHa crened. EaHOBpeMEHHOTO npuiaraHe
Ha CHTarJIMOTHH U METQOPMHH UMa aAuTHBEH edekT BbpXy akTtuBHaTa GLP-1 koHueHTpalus.
CHTaraunTtii, 3a paznuka oT MeThopMHH, nosuluaea akTuBHaTa GIP koHueHTpauns.

Knunuuna echuxacrnocm u 6ezonacnocm
Kato uano, cutarnunTui nogodpaBa MNMKEMHUUYHHA KOHTPOJ1, KOraTo Ce H3Moa3Ba KaTo
CAMOCTOATENIHO HIH KOMOHHHpaHO NeyeHue NpH BL3PacTHH NauMeHTH ¢ Anaber Tvn 2.

[lpn KNHHUYHK NPOYUBAHHS, CHTATIMNTHH KATO MOHOTEpANUs NoaoGpABa IMHKEMHUYHNA KOHTPOJ
Yype3 3HAUHTENHO HaManeHue Ha xemornodud A, (HbA . ) v rnroko3aTa Ha rnaaHo M cnea xpaHexe.
Hamanenuero Ha nnazmeHara rimokosa Ha rnaano (FPG) e Habmoaaeano Ha 3-1a ceaMuua, mbpeara
BpeMeEBa TO4Ka, B KOATO € uamepeHa FPG. Habmoaasanara wectora Ha XMnornvMkemus npu nauMeHTH,
NIeKYBaHH CBC CUTArJMNTUH € NoaoOHa ¢ Tasu npu nnauebdo. TenecHOTO TErNo He Ce € YBENHUHIIO
CNpAMO U3XOAHHUTE CTOHHOCTH TIPH JIEUEHHE CbC CHTarMNTHH. HabnloaasaHo e mopobpeHne Ha
CYPOTraTHHTE Mapkepu Ha (yHKLHOHWpaHe Ha Oera-kneTkuTe, B ToBa uncino HOMA-B (XomeocTasen
MOJIel 38 OLUEHKa-[), ChOTHOWEHHETO Ha NPOMHCYIMH KbM MHCYJIMH M I0KA3aTENHTE 33 PEaKTHBHOCT
Ha OeTa-K/IeTKHTE NPH TECTa 3a TOJIEPAHTHOCT NPH YECTO J1aBAHE HA XPaHa.

[poyuBanug che cHTArIUNTHH B KOMGHHALNA ¢ METGOPMUH

[pn 24-ceamuyno miaue6o-KOHTPONHPAHO KIHHAYHO NPOYYBAHE 32 OLIEHKA HA e(PUKACHOCTTA M
GezonacHocTTa Npu aobasaHe Ha cHTarAHNTUH 100 mg BeAHBX AHEBHO KbM CHLUECTBYBALLO JNEUEHHE
C METQOPMHH, CHTATANUNITHH OCUTYPABA 3HAYMTENHO NOJOOPEHHUE HA FIMKEMHHHHTE NAapameTpH B
CpaBHeHMe ¢ niauebo. [pomaHaTa cnpaMo H3XOAHHTE CTORHOCTH Ha TEECHOTO TEMO € NoA00HA NpH
NalHEHTH, JEKYBaAHH CbC CUTAMNHKOTHH cnpamo naauebo. [1py Tosa npoyusase uma nogobHa yecToTa
Ha CNy4au Ha XHTNOTJIHKEMHA APH NMALUHEHTH, JIEKYBAHH CbC CHTArIMNTHH WAK wiauebo.

Ipu 24-ceamutiHo niaue60-KOHTPOAUPAHO GAKTOPATHO NPOYUBAHE HA HAYASIHO IEUEHHE,
cuTarmunTHd 50 mg ABa NTH AHEBHO B KOMOHHALMA ¢ MeTdhopmuH (500 mg unu 1000 mg aea nbTH
AHEBHO) CE TOCTHIa 3HAYHUTENHO NMOAOOPEHNE HA IUKEMUYHHTE NApaMeTpPH B CPaBHEHHE ¢ BCSKA
MOHOTepanHs. HamajieHHeTo Ha TENeCHOTO TerIo NpH KOMOWHAUMATA CHTAMTHIITHH U METHOPMHH €
NOROOHO Ha ToBa Hab110AaBaHO NPH METGOPMHH CAMOCTOATENHO WAHM TUIaUeG0o; HAMA MPOMAHA
CApAMO U3XOAHUTE CTORHOCTH NPH NaLUEHTH HAa CHTArTUNTHH CAMOCTOATENHO. UecToTaTa Ha
XHNOTNIHKEMHs € MoA00HA Cpel IEKYBAHHUTE IPYNH.

[lpoyyBaHe chC CUTATAUNTHH B KOMOHHAIHA ¢ METGOPMUH U CYNGOHHITYPES

24-cenMHYHO NNaUebO-KOHTPONMPAHO KNIHHUYHO NPOYYBaHE € IUIAHHPAHO 1a OLUEHH ePUKACHOCTTA M
besonacHocTTa Ha cutaraunTHH (100 mg BeaHBXK AHEBHO) NpUGaBEH KbM rNMUMENHpUa
(CaMOCTOATENTHO WK B KOMOHHaUKA ¢ MeThopMuH). JIoGaBAHETO Ha CUTATIMITTHH KbM FCTAMENTUPHA H
METGOPMHH, OCHTYPABA 3HAUMTENHO NOAOOPEHUE HA THKEMHUYHHTE napaMeTpH. [lauueHTure,
JIEKYBaHH CbC CHTAMTMITHH, UMaT ¢1abo noBuileHHe Ha TesecHoTo Terno (+1,1 kg) B cpaBHeHue ¢
TE3H, Noayyasaiu niauebo.

IlpoyuBaHe cbe CHTArAMNTHH B KOMOHHAUNA ¢ METHOPMHH H PPARY aroHucT
26-ceAMHYHO NNaLEeGo-KOHTPONMPAHO NIPOYUBAHE € NPEAHA3HAYEHO 12 OLEHH e(puKacHOCTTa U
besonacHocTTa Ha cutaraunTri (100 mg BeaHbK AHEBHO), 106aBeH KbM KOMOWHAUMS Ha
MHOTIATa30H W MeTGOPMHH. J{06aBSIHETO HA CHTATTMNTHH KBM MHUOTAKTA30H H MET(OPMH}
OCHrypsiBa 3HAYUTENHHU NOAOOPEHHA Ha rankeMH4HKuTe napametpu. [pomsnara B Tenec ( ~
H3XOJHO HHBO € MoJ00HA Ha Ta3H MPH NaLHEHTH, JIEKYBAHH CbC CUTAFIMITTHH, B CPaB
rnauedo. Yectotara Ha XHNOMHMKEMHSA CBLIO € NOAOOHA NIPY NALUEHTHTE, NEKyBaHH
CUTATIMNTHH WAH nrauedo.




[lpoyuBaHe Ha CHTArJAMNOTHH B KOMOUHAUWS ¢ METPOPMHH H HHCYIIHH

24-ceAMHYHO MNauebo-KOHTPONHPAHO KITHHHYHO NPOYYBAHE € NpeAHa3Ha4YeHO 1a OUEHH
epexTHBHOCTTE U De30macHOCTTa Ha cHTaraunTH (100 mg BeagHbXK AHEeBHO) 100aBEH KbM WHCYJIHH
(npu crabunua no3a 3a Hal-manko 10 ceamuun) cue win 6e3 merdopmun (Hadi-manko 1 500 mg). [1pu
NauHEHTH, NpHEMALLLH NTPEABAPHUTENHO CMECEH HHCYJ/IMH, CpeaHaTa AHEBHA Ao3a ¢ 70,9 U/aHeBHo.
[1py naumeHTH, MpUeMaly HECMECEH NPEABAPHTENHO (MEXAUHEH/MPOAB/KHTEIIHO-A€HCTBALL)
WHCYNIHH, cpeaHaTa aHeBHa ao3a € 44,3 U/nnesHo. JauHuTe ot 73 % OT nauueHTUTE, KOUTO Ca
npueManu MeTQOpPMHH, ca npeactaBeHu B Tabaunua 2. lobassiHeTO HA CUTATIMITHH KbM WHCY/IHH
OCHIYPABa 3HAYHTENHO NoAoOpeHHe HA TMHKEMHYHHTE napameTpu. HaMa 3HauHTeNHa npomsiHa B
TEJIECHOTO TErN0 OT U3XOAHOTO HUBO B ABETE TPYIH.

Tabauna 2: Pesyararn 3a HbA 1¢ npr naanebo-koHTpPoTHPAHE NPOYYBAHHS ¢ KOMOHHHAPAHO
JiedeHHE ChC CHTATJIHNITHH H MeThopMHH*

IIpoy4ysane Cpeann CpeaHa Kopurupana,
cToHNHOCTH HA NpOMAHA cnpamMo naanebo,
H3XO0/AHO HHUBO CTIPAMO cpeaAHa MpoMAHA
HbA 1c (%) H3x0aHo HHBO | HA HbA 1c (%)

HbA 1c (%) (95 % CI)

Curaramntun 100 mg Beanbvxk aHeBHo, | 8,0 0,7 -0,7 1.1

nobaseH KbM GOHOBA Tepanus ¢ (-0.,8, -0.,5)

MeTdopmuH |

(N=453)

Curarnunrun 100 mg BeaHbx AHeBHO, | 8,3 0,6 t -0,9 1,1

nobareH KkbM QOHOBA TEpPanus ¢ (-1,1, -0,7)

rnuMenupua +MetdopmMuHi

(N=115)

CurarnunTil 100 mg BeaHbx AHeBHO, | 8,8 -1,2 % -0,7 +,1

nobaseH kbM GOHOBA TEpanHA ¢ (1,0, - 0,5)

MHOTIIUTA30H + METGOPMHH

(N=152)

Curarnuntud 100 mg BeaHbX AHEBHO, | 8,7 -0,7 § -0,5 §,f

acbaseH KbM QOHOBA Tepanus C (-0,7, -0,4)

HHCYITHH + MeTOopMHH |

(N=223)

Hauanuo neyedue (npa nbTH gHeBHO) |: | 8.8 -1,4 ¥ -1,6 1.,%

cUTaradnTHH 50 mg + methopmun 500 (-1,8, -1,3)

mg

(N=183)

Havanno nedexne (asa nvTH guesuo) I: | 8.8 -1,9 2,1 .1

CHTarnunTHH 50 mg + MeTdhopmuH | (-2,3, -1,8)

000 mg

(N=178)

* llomynauusaTa OT BCUYKH NeKyBaHW MAUNHEHTH (infention-to-treat ananus),

t Haii-mankuTe cpeanH KBaJpaTH ca KOPUIHpPaHH CIIPAMO CTaTyca NPH NPEXOAHOTO
aHTHXHNEPrIIHKEMHYHO JIEYEHHUE H CTOHHOCTTA HA H3XOAHO HUBO.

I p<0.001 B cpaBHeHue ¢ maueo unK niauebo + KOMEMHUPAHO JEUEHHE.

| HbA 1c (%) Ha 24-Ta ceamuua

1 HbAlc (%) Ha 26-ta ceamuuta

§ Haii-mankute cpenny kBaapath ca KOPUrHpaHu 3a ynoTpebara Ha HHCYJIUH pH BH3
(npeaBapHTENHO CMECEH CPELLY HECMECEH MPEABAPHUTENHO [MEXAMHEH WM NPOXBIIK
AEHCTBAaLL]) U U3XOaHa CTOMHOCT.




[1pn 52-ceaMnyHO NpoyuBaHe, CpaBHABALLO eHUKACHOCTTA K Be3onacHoCTTa Npy Ao0aBsHe Ha
cHTarnunTHH 100 mg BeaHbK AHEBHO WA MUNH3KA (CYNPOHUNYPERHO NPON3BOAHO) NPH NALMEHTH
C HEAO0DBP FAHKEMHUYEH KOHTPOJI NPH MOHOTEPaNHA ¢ MET(POPMHH, CHTATTHIITUH € Noao0eH Ha
rnunu3ug npu noHwxasaHeto Ha HbA Ic (-0,7 % cpeara npomsiHa cnpaMo W3XOJHUTE CTOHHOCTH
rnpes ceamMuua 52, cbe cpeaHa ctoiHocT Ha HbA 1c ot npubauszutento 7,5 % B apete rpynu).
CpenHara 103a rNUNU3KA, H3N0a3BaHa B rpynara 3a cpaBHenue, € 10 mg aHeBHO KaTo
nputnusnrento 40 % OT nauMEHTUTE Ce HYKAAAT OT A03a rMUNW3KA, < 5 mg/aHeBHO NO BpeMe Ha
npoyusanetro. O0aue, noBeYe NAUKWEHTH OT rpynara Ha CUTArJMNTHH Ca NPEKLCHAIM NopaiK JIMNCa Ha
€PHKACHOCT, OTKOJIKOTO B rpynara Ha raunu3ui. [lauvenTture, nekyBaHh CbC CHTAMIUNTHH, NOKA3BAT
3HAYUTEJTHO CPEAHO NOHHKEHHE CIPAMO HU3XOOHHWTE CTOWHOCTH Ha TenecHoTo Terno (-1,5 kg), B
CPABHEHHE CbC 3HAYUTENHO NOKAYBAHE HA TEMNOTO NPHU NALKMEHTH, noayyasanu raunuzua (+1,1 kg).
B TOoBa nNpoyuBaHe, OTHOLIEHHETO NMPOHHCYAHUH KbM HHCYNHH, Mapkep 3a eeKTHBHOCTTA Ha
HHCYJTMHOBHSA CHHTE3 K OCBODOXKNaBaHe, ce noaodpasa ChC CHTAMNIUATHH M C€ BJIOLLABA NPY JIEUEHHUE
C rMnK3na. Yecrorara Ha XMIMOrJIMKEMHUS B rpynaTa Ha CUTaraunTHH (4,9 %) € 3HaAUYMTENHO MO-HUCKA
OT Ta3H B rpynara Ha raunusug (32,0 %).

24-ceaMuuHO NNauedo-KOHTPOJIIMPAHO KAKHHYHO Npoy4saHe, BKIKYBALWO 660 nauMeHTy, e
NpeAHa3HavYeHo Ja OUCHK ePHKACHOCTTA, BOdeLa 4O HAMANIABAHE HA HHCYIMHOBUTE JIO3H H
6e3onacHocTTa Ha cHTarnunTHH (100 mg BeaHbK AHEBHO), KOraTto € npubaBeH KbM HHCYJIHH
FrnapXyH ¢bC WM 6e3 MeTdopMuH (noHe 1 500 mg) no Bpeme Ha HHTEH3U(PHUHPAHETO Ha
HHCYHHOBaTa Tepanui. [1py nauueHTyn, npueMay MeTthopMKH, H3XxoaHaTa cToiHocT Ha HbA | e
8,70 % u HauyanHata no3a MHcysHH € 37 [U/aneBHo. [lauMeHTHTE ca MHCTPYKTHPAHU Ja TUTPUpAT
TAXHATA 1033 HHCY/THH Map>XXKHH Bb3 OCHOBA HA CTOWHOCTHTE HA KPLBHATA 3aXap Ha rajHo,
M3MEPEHH Upe3 KPbBEH TeCT ¢ YOoXKaaHe Ha npbeTa. [1pH nauneHTHTe, NpUEMaLLH METHOPMHH, Ha
24-Ta cenMHLA, YBETHUABAHETO HA JHEBHATa 1032 MHCYJUH € 19 1U/IHeBHO NpH NaltMeHTH, JIeKyBaHH
CbC CHTArJIMNTHH, K 24 [U/nHeBHo npu nauveHTH Ha nnauebo. [lonmkasanero Ha HbA |, npu
NAaLHEHTH, NEKYBAHH ChC CUTAMTHNTHH, METHOPMHUH H HHCYNUH, € -1,35 % B cpasHenue ¢ -0,90 %
MPH MaLHEHTH, JIEKYBaHH C nnauebo, MeTGopMUH W HHCYIIHH, pa3nyka oT -0,45 % [95 % CI: -0,62; -
0,29]. YecroraTa Ha xurioravkeMus € 24,9 % npu nauueHTH, NeKYBaHHU CbC CHTArIMIITHH,
METPOPMHUH U HHCYJIHH, W 37,8% npu nauMeHTH, NEKyBaHH ¢ n1auebo, MeTPOPMHH H HHCYJTHH.
Pa3znukara ce AbMKH OCHOBHO HA NO-BUCOKHA MPOLIEHT NAaUMEHTH B rpynaTa Ha nnauebo, uanuranu 3
WJTH [OBEYE eNnnH3oaa Ha xunoraukemua (9,1 cnpamo 19,8 %). Hama pasznuka B 4ecTOTaTa HAa TEXKKA
XHMMOTJIMKEMMA.

MerdopmuH

Mexanuzvm na deiicmeue

MergopmHH e GUrBaHKAUH C aHTUXHNEprinkeMuyeH edekT, MOHHKABALLL KaKTo Ha3anHaTa, Taka M
ia3MeHaTta rioKo3a cieg xpaHeHe. Toi He CTHMYNHpa HHCYJIHHOBATA CEKPEUNSE U CNIEJ0BATETHO HeE
NPEAK3BHKA XHUITOTAHKEMHAL.

MetdopMuH MOXe 1a AeiiCTBa NO TPH MEXaHU3Ma!

- Ype3 HaMaNgBaHe NPOAYKLMATA HA YepHOApOoOHa roK03a Ype3 HHXUOHpaHe Ha FMIOKOHeoreHe3aTa
H MTUKOT€HONN3aTa;

- B MYCKYJIUTE, 4Ype3 yMEPEHO NOBHILIABAHE HA MHCYJIMHOBATA YYBCTBHUTENHOCT, NoaobpaBaitku
NEPUPEPHOTO NMOEMAHE W YCBOABAHE Ha IIOKO3a;

- ypes 3abapaHe Ha abcopbumnATa Ha rNII0KO3a B ThHKHTE YEPBA.

MetdopmmH CTUMy1Hpa BbTPEKIETHUHUA CHHTES Ha MIMKOreH Upe3 Bb3AeHCTBHE BLPXY IIMKOIeH
CHHTeTa3aTa. MeThopMHUH NMOBHILIABA TPAHCNOPTHUS KAMALMTET HA CNELHUPHUHH TUIIOBE MEMOPaHHY
TpaHcrioprepu Ha ratokos3ara (GLUT-1 w GLUT-4).

Knunuuna eghuxacrnocm u beszonacrocm
[1pn xoparta, HE3aBHCUMO OT AEHCTBHETO CH BBLPXY MNIMKEMHATA, MeT(OPMHUH HMa 6
edeKTH BepXY Nunuanus Metabonusnm. ToBa ce noka3zsa NpU TepaneBTHYHHU KOHUGY
KOHTPOJMPaHH KIWHUYMHH NPOYYBAHHUA CbC CPeAHA NPOABLIKHTENHOCT WIH AB/rOC
MpoyuYBaHHa: METGPOPMHH Hamansea o0wua xonectepon, LDLc v nuBaTa Ha tpurn



[IpocnekTuBHOTO panaoMusupano (UKPDS) npoyuBaHe € yCTAHOBUIO AbATOCpPOUYHATa NoN3a OT
HHTEH3HBHUA KOHTPOJ Ha KPbBHATA 3axap npH ay4adeT Tun 2. AHANW3BT Ha Pe3yITATUTE NpH
MaUKEHTHTE C HAAHOPMEHO TErNO, NEKYBaAHH ¢ METQOPMHH CNea HEYCNEX C AMETa CAMOCTOITENHO
NOKa3Bar:;

- 3HAYHTEHO HAMAIEHHE Ha aBCONIOTHHA PUCK Ha CBbp3aHHTE ¢ AHabeTa ycnoXXHEHHA B rpynara Ha
meTopmuH (29,8 crOuTNA/1000 nauneHTOroAHHU) CNPAMO AHETA CAMOCTOATENHO (43,3
cbOnTHa/1000 naumenTo-rogunn), p=0,0023 n cnpsaMo rpynute Ha KOMOHHAUMA CBC CYNQOHUNYpPeS W
MOHOTEPaNHA ¢ HHCYNHH (40,1 cvbuTHa/1 000 naumnenTo-roannn), p=0,0034;

- 3HAYHUTE/THO HaMaJleHHe Ha aOCONIOTHHA PHCK OT CBbp3aHata ¢ AMadeT CMBPTHOCT: METHOPMHH 7,5
cbOHuTHA/1 000 nauueHTO-roguHK, auera camocToaTenHo 12,7 ¢cuourns/ 1000 nauneHTO-roauHH,
p=0,017;

- 3HAYHTENHO HAMAJIEHHE Ha a0COJTIOTHHA PUCK OT o0LIaTa CMbPTHOCT: METHOPMHH 13,5

cOuTHa/ 1000 nauneHTO-roanHM cnpamo auera camocToaTenHo 20,6 cvOurua/ 1000 naunenTo-
roautH, (p=0,011) 4 cnpamo rpynute xoMOMHMpaHa cynpoHUITYpes U MOHOTEPANUA C HHCYJTUH 18,9
cbOuTua/1000 naumenTo.roaunu (p=0,021);

- 3HAYUTENHO HAMANICHHE HA aDCONMIOTHUR PUCK OT MHOKapaeH HHGAPKT: MeThopmuH | |

cbOuTHna/ 1000 naumeHTO-roguuun, aveta caMocToaTeNHO 18 cubuTna/1000 nauneHTo-roJuHH,
(p=0,01).

TECOS e panaomusvpano npoyusaue npu 14 671 nauneHTy B intention-to-treal NONyNauMsTa ¢
HbA . 2 6,5 no 8,0 %, c ycraHOBEHO cCbpAEYHO-CBAOBO 3a009BaHE, KOMTO NONYYABAT CHTAMHITTHH
(7 332) 100 mg aneBHo (Mn 50 mg nHeBHO, aKo W3XoAHHUTE ctoiiHocTH Ha eGFR ca> 30 u < 50
ml/mMun/1,73 m 2 ) unu nnaue6o (7 339), nobaseHu kbM OGMYAHHUTE FPHIKH CHITACHO MECTHHTE
craHaaptH 3a HbA . u ¢cbpacuHo-cbaoBu prckosn dakropu. [Maunentu ¢ eGFR < 30 ml/mun/1,73 m 2
HE ca BK/HOYEHM B Npoy4BaHeTo. M3cneasanata nonynauus Brioura 2 004 nauMeHTH Ha Bb3pacT >
75 roauuu v 3 324 nauuentu ¢ 6v6peuHo yspexnare (eGFR < 60 ml/Mun/1,73 m 2).

Flo Bpeme Ha mpoyuBaHeTo, o6LiaTa H3uucneHa cpeaHa pasanka (SD) B ctotiHocTuTe Ha HbA | Mexay
rpyRUTE Ha CUTArAWNTHH U Mnauedo €0,29 % (0,01), 95 % C1 (-0,32, -0,27); p < 0,001.

[IbpBUYHATA KpaliHa TOYKa MO OTHOLIEHHE HA CLPACHHO-CHAOBATA CHCTEMA € ChCTABHA OT NbpBaTa
NOsABa Ha CbPACHHO-CHAOBA CMbBPT, HeaTaleH MUOKapAaeH HHDAPKT, HedaTaneH HHCYAT KK
XOCMHTANH3AUKA NOpaan HecTabuiHa cTeHokapaus. BTopyUuHHTE KpaiiHu TOUKH 1O OTHOLLEHHUE Ha
CbPAC4HO-CbAOBATA CHCTEMA BK/IIOYBAT MbPBATA NOABA HAa ChPAEYHO-CHA0BA CMBPT, HedaTanex
MHOKapAeH HHGApKT WK HedaTaleH HHCYIT, MHLPBATA NOABA Ha UHAHBHAYANHHUTE KOMIIOHEHTH Ha

MbpBHYHATA CbCTABHA, obula CMBPTHOCT H XOCNHUTAJIU3ALIHK NOpaaH 3aCTOHHA ChpaACHHA
HCAOCTATBYHOCT.

Cnex npociieassaHe ¢ MeAWaHa Ha NPOIBDKMTENHOCT OT 3 FOAMHH, CUTATJIUITTUH HE NMOBMLIABA PHCKA
OT rojieMH HeXKeJ1aHH ChbPAeYHO-ChAOBH CHLOUTHSA WIH PHCKA OT XOCTIUTAIM3ALUSA NOPAAH ChPAEYHA
HEAOCTATBUHOCT, KOraTo ce 100aBa KbM oOMUaiHUTE rPHIKK NPH MaUMEHTH ¢ AHabeT TUn 2 B
cpaBHedHe ¢ oOuyaiHuTe rpywxu 6e3 cutarnuntiul (Tabauna 3).

Tabanua 3: YecToTn HA KOMOHHHpPaKH CHPAEYHO-CHAOBH PE3YJITATH H HA KJIIOYOBH BTOPHYHH
pe3yaraTH

Cararanntin 100 Inanedo Koepnuuenr | p-
mg Ha PHCKA CTOHHOCT
N (%) | YectoTa N (%) YecToTA (95% CI)
Ha 100 na 100
NanHeHATo- NAUHEHTO-
roanHu* rogHHu* \ ,
Anaani B Intention-to-Treat nonynauusra *f, \
Bpoii nannenTn 7332 7339 /H‘E:Wi}?ah
IILpBHYHA CHCTABHA 839 4,1 851 4,2 : '511’5,%k
KpaliHa TO4YKa (11,4) (11,6) ;,_“: B i




HEJOCTATBHYHOCT §

Crararaantex 100 [Lhauebo Koedbnuuent | p-
mg HA PHCKA CTOHHOCT
N (%) | YectoTa N (%) YecroTa (95% C1I) t
Ha 100 ua 100
NANHEHTOo- NAUHEHTO-
roguaa* rogAHHA*
(Cvpoeuno-cpnosa
CMbPT, HedaTaneH
MHOKapaeH HH$apKT,
HedaTaneH HHCYAT WK
XOCMUTATU3ALHA,
nopaaH HecTtabunHa
CTEHOKapAuA)
Bropa4na chcTABHA 745 3,6 746 36 0,99 (0,89- <0,001
KpaiHa Touka (10,2) (10,2) 1,10)
(CbpaoeuHo-cbaOBa
CMbPT, HedartaneH
MHOKApAEeH WHQAPKT WK
HedaTaneH UHCynT)
Bropuuen pesyarar
CobpaeuHo-cbaosa cMupt | 380 1,7 366 1,7 1,03 (0,89- 0,711
(5,2) (5,0) 1,19)
Beskaxnbs BrA 300 1.4 316 1,5 0,95 (0,81- 0,487
MHOKapAeH UH(apKT (4,1) 4,3) I,11)
(¢aTaneH u HedaTaneH)
Beskakbs BHA HHCYT 178 0,8 183 0,9 0,97 (0,79— 0,760
(daraneH u Hedaranen) | (2,4) (2,5) 1,19)
Xocnuranuzauusa nopaau | 116 0,5 129 0.6 0,90 (0,70— 0,419
HecTabunHa (1,6) (1,8) 1,16)
CTEHOKapAUs
CmbpT nopaad Beakakea | 547 2.5 537 2.5 1,01 (0,90— 0,875
NpHYHHA (7,5) (7,3) 1,14)
Xocndranuzauusa, nopaan | 228 1,1 229 1,1 1,00 (0,83 0,983
CbpAeyHa (3,1) (3,1) 1,20)

* Yecrorara Ha 100 nauuenTorogunu e usuncnena karo 100 x (o6wua 6poii nauuenTv ¢ > | cubutue

NO BpEME Ha AOMYCTHMHA NEPHOL HA €KCMO3ULHA cnpAMO o0LLMA 6poii NaLMEeHTOroIMHMU Ha

pocyiensaBaHe).

T Bwb3 ocHoBa Ha Moaen Ha Cox, cTpatuduunpan no peruoH. 3a CbcTaBHUTE KpaliHu TOUKH, p-

CTOWHOCTHTE CLOTBETCTBAT Ha TECT 33 HEMH(EPHOPHOCT, THPCELL| A NOKAKE, He KOEPHLIMEHTHT Ha
pHCKa € No-MaieK OT 1,3. 3a BCHUYKH ApYTH KpaiiH¥ TOUKH P-CTOMHOCTHTE CHOTBETCTRAT HA TECT 34

Pa3IHKUTE B KOEPHLIMEHT Ha PHCKA.

} AHaU3BT HA XOCTIHTANM3AUMATA NOPaH ChpIeYHA HEOCTATBYHOCT € KOPUrMpPaH 32 aHAMHE3a 3a
ChbpAEYHA HEAOCTATHLUYHOCT HAa H3XOAHO HHBO.

[leanaTpuyHa nonynaums

EBponeiickara areHums no nekapcTpaTa 0CBOGOXKAABA OT 3aAB/XKEHHETO 32 NPELOCTABSHE HA

PE3yATaTHTE OT NPOYyYBaHHATA C KOMOMHUPAHHTE AKTHBHU BELLECTBA BB BCHYKM MOArPYNH HA

NEIHATPUYHATA MOMY1alUKA CbC 3axapeH auader Tun 2 (Bxk. Touka 4.2 3a undopmauus ot
ynoTpeba B neaHaTPHATA).

besonacHocTTa M edukacHOCTTa Ha A0GABAHETO HA CUTANTTHNTHH NIPH neaHaTPUYH
BB3pacT oT 10 1o 17 roannu ¢ auabet TMn 2 M HeageKBaTeH [HKEMHUEH KOHTPOJT
WK 6e3 MHCYNIHH € OLCHEHa B JIBE NPOy4BaHus B NPOABLIDKEHHE Ha 54 ceaMHuM. J]
CUTarJMATHH (PUNOKEH KAaTO CUTAITHITTHH + METHOPMUH WITH CHTAMIUNTHH + M




yasKeHO ocBODOKaBaHe (XR)) € cpagHeHO ¢ nobasaHeTO Ha naauebo KbM METHOPMUH HAH
meTopmuH XR.

Jokaro npesbp3XxoacTBOTO Ha HaMaNaBaHeTO HA HbA | € ZeéMOHCTPHPAHO 38 CUTArIHITHH +
MET(QOPMHH / cUTarnunTyH + MeT@opMuH XR cnpamo merdopmun Ha 20-Ta ceamuua B cOOpHUA
aHaNK3 Ha Te3W ABE MPOYUBAHHA, PEIYATATUTE OT OTACNHUTE NPOYUBAHHUA CA HEMOCIEAOBATENHH.
OceeH ToBa, NO-ronaMa epUKacHOCT 3a CHTArIMNTHH + MeTdhopMHH / cuTarnuntTH + Metdopmuu XR
B CpaBHEHHE ¢ MeTOpMHH He € HabnoaaBaHa Ha 54-ta ceamuua. CnenoBarento
Curarnuntii/Merdopmud ['puHaeke He TpaOBa aa ce W3Mon3Ba NpH NEJHATPHYHU NALKEHTH Ha
Bb3pacT oT 10 go 17 ronuHu nopaau HeaocTaTbyHa epUKacHOCT (BX. Touka 4.2 3a uHdopMauHa
OTHOCHO neauarpHyHara yrnorpe6a).

5.2 @apMaKOKHHETHYHH CBOHCTBRA

CuyrarnuntTuH/MerdopMun

[TpoyusaHHATA 3a OUOCKBUBAICHTHOCT MNPH 3paBK YHACTHULIK NOKA3BAT, Y€ CUTAMTHNTHH/
METGOPMHHOB XHApPOXTOpUA KOMOHHHpaHH TabneTku ca OMOEKBHBAIEHTHH HA €AHOBPEMEHHOTO
NPHIOKEHHE HA CUTArWNTHH dochaT ¥ MeTHOPMUHOB XHAPOXJIOPHI KaTo OTAENHH TabneTKu.

Cneanure JaHHU NOKa3saT (apMAKOKMHETHUHUTE CBOMCTBA HAa OTACJHUTE aKTHBHH BELIIECTBA Ha
Curarauntud/Merdopmun I'puHaekc.

Curarnuntut

Abcopbyusn

Crnen nepopanHo npuiioxkenue Ha a03a 100 mg Ha 3ApaBu y4acTHULIK, CHTarMHNTHH 6BP30 ce
abcopbupa, ¢ aocTUraHe Ha MUKOBH MIA3MEHH KOHLUEeHTpaluH (MeanaHa T ., ) 1 A0 4 yaca cnen
NPHIIOKEHHETO, cpeaHa nnasmeHa AUC Ha curaraunTuH e 8,52 uMshr, C,,,, € 950 nM. AbcontoTHata
OHOHANMUHOCT Ha CUTArTUATUH € npubausuTento 87 %. THH KaTO NPHEMAHETO HAa CHTArNUNTHH
€IHOBPEMEHHO ¢ borarta Ha Ma3HHHH XpaHa He NOBAUSBa apMAKOKHHETHKATA, CHTarIMATHH MOXeE Aa
ce npunara cuc unu 6e3 xpana.

[Tnasmenata AUC Ha cHTarmMnTHH ce noBHILIARA NO J030-NPONOPLHOHANEH HaunH. J030-
MPONIOPLUKOHANHOCT HE € YCTAHOBEHA 32 Cax M Cog yaca (Crnax €€ NOBHUILIABA NMOBEYE OT J030-
MPOTIOPLUMOHANHO, 8 C)4 yaca C€ YBETHYABA NO-MAIKO OT 0030-M1POTIOPLIMOHAITHO).

Pasnpeoenernue

CpeaHuat obem Ha pasnpeseneHye B CTALMOHAPHO CHCTONHUE CNEN €FHOKPATHA MHTPABEHO3HO
npuaoxkeHa no3a ot 100 mg CHTarIMnTUH Ha 3ApaBH y4acTHUUM € npubausuTenHo 198 nutpa.
DpakuuaTa CHTArNUNTUH, COPaTUMO CBbP3aHa ¢ TIa3MEHHUTE NPOTEHHH, € HuckKa (38 %).

Buompancgopmayus
CHTarnMnTHH Ce eJIMMHHHPA OCHOBHO HENPOMEHEH C YPHHATa, a MeTaboH3MBT € BTOPOCTENEHEH
nbT. [Ipubausurenno 79 % ot cutarnunTHH ce eKcKpeTHpa HENPOMEHEH B YPUHaTa.

Cnen nepopanua no3a [ ‘C] cutarnuntum, npudAHINTENHO 16 % OT panHOaKTUBHOCTTA Ce eKCKpPETHpa
KaTo MeTabOo/MTH Ha CHTAMIUNTHH. Ha HUBO Cllein ca YCTAHOBEHH LIECT METAOOIMTA, KOUTO HE Ce
OYaKBa Aa NONPUHACAT 3a rutasmeHata DPP-4 unxuburopHa akTuBHOCT HAa cUTArnUATHH. In vitro
Npoy4BaHHATA NOKa3BaT, Y€ OCHOBHUAT €H3UM, OTTOBOPEH 32 OrpaHUHEeHUE METab0IN3BM Ha
cuTarnunThH, € CYP3A4, c yuactuero u na CYP2CS.

2C9, 2D6, 1A2, 2C19 unu 2B6, u He € unayktop Ha CYP3A4 u CYPIA2.

Enumunupane
Cnen npunoxeHue na nepopanna no2a [ *C] curarnunTun ua 30paBH Y4acTHUUH, Np \
100 % oT npuioxkeHaTa panHOaKTHBHOCT ce eTUMMHHUPA ¢ pekanuuTe (13 %) unu ypk Qa’

‘
L]

€OHA CEAMHLA C/Ie/l NPHIIOXKEHHETO Ha f1o3aTa. [IpuBUAHUAT kpaeH t),; cnea 100 mg \ p%[lﬂ_&_ﬁﬁilél,-—
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CHTArJIMNTHH € nNpubnusurento 12,4 yaca. CHTarnMNTHH ce HATPYMBAa CAMO MUHHMANHO NpH
MHOTOKpaTHO npunarade. bbopeuHuaT knupuHe € npubansureano 350 ml/mus.

EnMMUHMpaHeTO Ha CHTANIMNTHH CTaBa OCHOBHO upe3 ObOpeuHa eKcKpeLus M BKAKOUYBA aKTHBHA
TyOynHa cexpeuusa. CUTarnunTHH e cybcTpar Ha HoBelIKY OpraHHYeH aHUOHEH TpaHCnopTep -3
(hOAT-3), xoiiTo moxxe 61 ydacTa B 6bOpeUHOTO eTUMUHKMpPaHe Ha cHTarnunTUH, KitnHuunoTo
snauerre Ha hOAT-3 B TpaHcnopTa Ha CUTArNIUIITUH He € ycTaHoBeHO. CUTarnUnTHH € cyoCTpar W Ha
p-rUKONPOTENH, KOHTO MOXE OH Y4acTBa M B MEAUMPAHETO Ha OLOPEYHOTO ENIMMHHHPAHE Ha
CHTArJHNTHH. B ChiLOTO BpeME UMINIOCNIOPHH, €AUH P-TIHKONPOTEHH HHXHOUTOP, HE HaManaBa
0B0peuHus KIMpbHC Ha cUTarnuNTHH. CHTarmunTUH He e cyocTpar Ha OCT2 unn OATI] win
PEPT1/2 tpancnoprepure. In vitro cutarauntud He notucka OAT3 (IC50=160 pM) uau p-
rnuxonporenHa (1o 250 uM) MeauHpaHHs TPaHCNOPT B TEPANEBTHYHO PEIEBAHTHH NAA3IMEHH
KOHLEHTpauuH. [1pH KIHHHYHO NPOYYBAHE CUTArJIHITHH UMa MATEK e(IEKT BbPXY MJIa3MEHHTE
KOHUEHTPaLHH Ha AUTOKCHH, KOETO NOKAa3Ba, Y& CHTAMIHNTHH MOXKe Ja e ¢nab WHXHOuTOp Ha p-
FITHKONPOTEHH.

Xapaxmepucmuxa npu nayuexsmume
DapMaKOKHHETHKATA HA CHTArJUITHH € KaTO A0 CXOAHA NPH 3APABH YYACTHULY H MALIMEHTH C
nuaber TMn 2.

Bvbpeuno yapeocoane

[TpoBenero e 0OTBOPEHO NPOYUBaHE NMPH €AHOKPATHO NPHIOXKEHHE 3a OLEHKA Ha apMaKOKMHETHKATa
Ha HaMajieHa 1033 CHTANTHATHH (50 Mg) Npu NaLKMEHTH ¢ pa3NIMyYHa CTENEH HA XPOHHUYHO OBOPEYHO
YBpEXKAaHE B CpaBHEHUE CBC 31paBH KOHTPONH. [IpoyusaHeTo BrIlloUBa NauHeHTH ¢ 6BOpeuHo
YBpeXIaHe B 1€Ka, yMEPEHa H/IH TeXKa CcTeneH, kakto U nauveHnTy ¢ ESRD Ha xemonunanuza. OceeH
ToBa, eexTHTe Ha OBOpeuHo yBpexaaHe BbpXy GapMaKOKHHETHUKATA HA CUTAMTUIITHH NPU NALHEHTH
¢ auabet TN 2 ¥ 6BBpeuHO yBpexaaHe B 1eka, yMEpeHa Uiy TexkKa creneH (BkmouuTenso ESRD), ca
OLICHEHH Ype3 NonyNauMoHHH (PapMaKOKHHETHYHH aHANU3H.

B cpaBHeHHe cbe 30paBu koHTponH, nnasmeHaTa AUC Ha cHTariunTwi ce nouiasa npHGaW3uTenHo
1,2 mbTH npu naunenTu ¢ 6B6peuno yBpexnate B neka crenen (GFR > 60 1o < 90 ml/mun) n
CbOTBETHO 1,6 NbTH npH naunenTy c 66peuro yspexaane B ymepena crened (GFR > 45 no < 60
ml/mun). T KaTO pa3MepET Ha NOBHILICHHETO HE € KITMHUYHO 3HAYHMM, HE CE HANara KOPUTHpaHe Ha
703aTa MpH T€3H NaUHEHTH.

[nasmeniata AUC Ha CHTarIMNTHH ce NOBULIABA NPUOIUIUTENHO 2 MbTH NPH NALMEHTH ¢ 0BLOpeyHo
yBpexaaHe B ymepeHa crenieH (GFR 2 30 no <45 ml/MuH) 1 npubnnsutenHo 4 nuTH NpH NauMeHTy ¢
Ob6peuHo yBpexaane B Texka cteneH (GFR < 30 mi/mMun), Brunountento naunenTty ¢ ESRD Ha
xemoananusa. CUTarTHITHH CE OTCTPaHABa YMePEHo npH xemoauanuza (13,5 % 3a 3- 10 4-uacosa
XEMOAHAIIH3HA CECHA, 3anoUBalla 4 yaca clel NPUNOKEHHETO).

Yepnoopobro yepescoane

He ¢ HeobxoaKMa KOPEKUHS Ha 103aTa CHTATIHNTHH NPH NAUMEHTH C JIEKO HITH YMEPEHO
4epHOApobHO yBpexaane (ckop no Child-Pugh < 9). HaMa k1HHHYEH ONHT NP NaLHEHTH ¢ TEXKO
4epHOAPOOHO yBpexaaHe (ckop no Child-Pugh > 9). B cuii10To BpeMe, Thil KATO CHTAMIMNTHY Ce
€/IHMHHHDPA OCHOBHO pe3 ObOpeLnTe, HE Ce O4aKBa TEKKOTO YEPHOAPOGHO yBpEKIaHE Na NMOBJIHSE
BbPXY PapMaKOKHHETHKATA HA CUTArTUIITHH.

[Tayuenmu 6 cmapuecka ev3pacm
He ce nanara kopexuus Ha A03aTa B 3aBUCHMOCT OT Bb3pacTTa. Bb3 ocHoOBa Ha NoNyJJauMOHEH
(hapMaKkOKWHETHYIEH aHanNK3 Ha naHHW oT Paza [ u Maza 11, BL3pacTTa He OKa3Ba KNMHKY
edeKT BbPXy (papMakOKMHETHKATA HA CHTArnUNTHH. YUYacTHHLMTE B CTap4ecKa BL3p
FOAHHA) UMAT NpUGIH3NTENHO 19 % NO-BUCOKH MNa3MEHW KOHLEHTPALIMH HA CHTAr
CPaBHEHHE C NMO-MJIaIH YMACTHHLM.




[Teouampuuna nonyrayus

dapmMakoKHMHETHKATA HA CHTAMNTMNTHH (eanHHyHa fo3a ot 50 mg, 100 mg uau 200 mg) e u3cneasaxa
Nnpyv neAHaTPU4HHU nauueHTH (Ha BBb3pacT oT 10 no 17 roaunn) ¢ nuaber tun 2. [lpu Ta3zu nonynauus
kopurupaHara ¢ aozarta AUC Ha cutaraunTUH B iasmara € 6wia npubauzurento 18 % no-Hucka B
CpaBHEHHE C Bb3PACTHH MaUMEHTH ¢ aHader Tvn 2 3a ao3a ot 100 mg. He ca nposexaaHu
MPOY4YBAHUA CbC CUTATIUITTUH NPH NEAHATPUHHM NALUEHTH Ha Bb3pacT < |10 roauHn.

Hpyau xapaxmepucmuxu na nayuenmume

He ce Hanara kopekuma Ha n03aTa B 3aBUCHMOCT OT NOJ1, paca WM HHAEKC Ha TenecHa maca (BMI).
Te3n xapakTepUCTHKH HAMAT KIUHHUYHO 3HA4YUM edekT BbpXy hapMaKOKHHETHKATA HA CHTArIUNTHH
cnopel KOMOMHUpaHWUA aHanH3 Ha PapMaKOKMHETHUHUTE AaHHKW oT Ma3a | u nonynauMoHeH
(rapMaKOKHHETUYEH aHATK3 HA aaHHH oT Paza | u daza ll.

Merdopmun

Abcopbyus

Cnen nepopanHa a03a METGOPMUH, Tnax €€ AOCTHIA 10 2,5 4aca. AGcontoTHaTa OMOHANUYHOCT Ha
tabnerka merdpopmuH 500 mg e npubnuzurendo 50-60 % npw 3apasu yuacTHdud. Cnea nepopaiHa
no3a, neabcopbupanara ¢pakuus, otkpura BbB pekanuure, ¢ 20-30 %.

Cnea nepopaned npuem, abcopbuunara Ha MeThOPMUH € HAaCHLIAILA ce W HENBbJIHA. CMATa ce, Ye
¢dapmakokuHeTHKaTa Ha abcopOuuaTa Ha MeThOpMHUH € HenrHeitna. [1pn oOnuaiiHy 103M MeTHOPMHH
U 1030BH CXEMH, IUIA3MEHHTE KOHLUEHTPALHHK NPH CTALMOHAPHO CbCTOAHUE C€ AOCTHIAT B PAMKUTE Ha
24-48 yaca ¥ kaTo UANO ca no-ManKo ot 1 ug/ml. [lpu KOHTPONHPAHH KIMHHYHH W3NIHTBAHHA,
MAaKCHMAJTHHUTE MJia3MeHU HUBA HA MeTHOPMHH (C . ) He NpeButuasar 5 pg/ml, nopu npu
MAaKCHMAaJTHH JO3H.

XpaHaTa HamansBa CTencHTa u ciabo 3abass abcopbuusaTa Ha MeThopMuH. Cnea NpuUNoKEHHE Ha
no3a ot 850 mg, ce Habaronasa 40 % no-HHCKa NUKOBA Na3MeHa KOHUEHTpaUHs, 25 % HaManeHHe Ha
AUC 4 ynnmxaBaHe ¢ 35 MHHYTH Ha BPEMETO 10 JOCTHUTaHE HA NMUKOBA MUTa3MeHa KOHLIEHTPALMA.
KnHHHYHaTa 3HAYMMOCT HE € WIBECTHA.

Pasnpedenenue

CBbp3BaHETO C NNA3MEHUTE NPOTEHHH € HE3HAUMTENIHO. MeTdopMiH ce pasnpenens B epUTPOLIUTHTE.
KPLBHHAT MUK € MO-HHCHK OT NNA3MEHHA MUK H Ce NOABABA NPHONH3HTENHO MO CHILOTO BPEME.
UepBeHHTE KPBLBHH KIETKH Hal-BEPOATHO NPEACTABIABAT BTOPHHYEH KOMMAPTUMEHT Ha
paznpeaencHue. Cpeanusat Vd sapupa mexay 63 — 276 |.

buomparcghopmayun
Merdopmun ce eKckpeTupa HenpoMeHeH B ypHHaTa. [1pu xoparta He ca yCTaHOBEHH MeTabonuTH.

Enumunupane

b1OpeunuaT knupbHC Ha MeTdopMuH € > 400 ml/MuH, KoeTo nokasea, Ye METHOPMHH CE ETUMHHNPA
Ype3 rnomMepynHa puntpauus U Tybynna cexpeuns. Cnea nepopasiHa f03a, NPUBHAHUAT TEPMUHANEH
CTUMHUHALMOHEH NOMYXKHUBOT € npHbnusnTenHo 6,5 h. Koraro 6u6peunara hyHkuua e yspeaeua,
OBLOpeunns KNMpLHC ce HamanaBa B CbOTBETCTBHE C TO3M HA KPEATHHHHA W CIEA0BATENHO

€TMMHHALMOHHHAT NONY)KUBOT C€ YAbLJIKABA, KOETO BOAU /10 NOBHILEHW HUBA HA METHOPMUH B
niasmara.

53 IlpeaxavHHuYAH AAaHHY 3a GezonacHocT

He ca nposexkaaHu npoyuBaHua ¢ sHBOTHK ¢ Curarauntii/Metdopmun MprHaekc.

ITpn 16-ceAMUYHK NpOYYBaHHA, B KOMTO KYHeTa Ca TPETHPaHH MK ¢ METOPMHH C
WK ¢ KOMOHHaLUHA OT METQOPMUH W CHTATTUNTHH, HE € HabmoaaBaHa AONbIIHUTE
koMOuHauuaTa. NOEL B Te3u npoyuBanus ce HabnioaaBa npy €KCNo3HLIWA Ha CHT
NPHONM3UTENHO 6 MLTH N0-BHCOKA OT Ta3H NPH XOpa U NPH EKCNO3MUMA HA MeT]O
NMpHOIU3HTENHO 2,5 MbTH NO-BHCOKA OT Ta3H NPH XOPpa.



CneaHuTe JaHHH ca YCTAHOBCHH IIPH NpOYyHBAHHKUA, IMPOBEACHH CHC CHTAINNTHNTHH HAHK METd)OpMHH
CaAMOCTOATEJIHO.

CHUTarNMOTHH

bpbpeuHa u yepHoapOoOHA TOKCHYHOCT ¢€ HabNKAaBA [TPH FPH3AYN NIPH CTOMHOCTH HAa CHCTEMHA
EKCMO3HLUA S8 MbTH NO-BUCOKH OT HUBOTO Ha EKCMO3ULIMATA NPH XOpa, 4 HUBOTO Oe3 edekT e
onpeaeneHo Ha 19 NbTH NO-BUCOKO OT TOBA NMPH XOpa. AHOMAJIMK Ha pe3umTe ce HabnoaasaTt npu
MILXOBE [IPU HUBA HA €KCNO3ULIUE 67 NBTH NO-BUHCOKH OT HUBOTO HA KNKHHYHA EKCNO3HULINA; HUBOTO,
0e3 edekT NpH Ta3u HaxoaKa € 38 MbTH NO-BHCOKO, ChIrNACHO pe3yaTaTuTe oT 14-ceamuuto
NpOyYBaHe NPH IUTLXOBE. 3HAUSHHETO HA Te3u (aKTH NPH XOpa HE € HIBECTHO. TPaHIUTOPHH,
CBBLP3aHH C JIEYEHHETO PHUIUUECKH NPOABH, HAKOH OT KOUTO NpeAnoaraT HaTMUHETO Ha
HEBPOJSIOIHYHA TOKCHHHOCT, KaTO AULLAHE ¢ OTBOpPEHa YCTa, CaliBaLui, eMe3nc Ha 64na naHa,
aTakcHi, TpernepeHe, HaMalleHa akTUBHOCT ¥/MiH u3rbpbena nosa, ce HabmionaBar nNpu Kyuera npu
HMBA Ha €KCNO3HULIMA NPHONH3UTENHO 23 NBTH NO-BUCOKH OT HUBOTO HA KIIKHHUYHA €KCITO3HULIMA.
OcBeH TOBa, MHOTO JIEKa 10 EKa KOCTHO-MYCKYJIHA AcreHepauus ce Habnoaasa H XHCTONOTHYHO NPH
034, AAaBalllH HUBA HA CHCTEMHA €KCMO3HLMA NPUOAH3HTENHO 23 NbTH NO-BUCOKY OT HUBOTO Ha
eKkcrno3duua npu xopa. [1pu Te3u pesyarati, HUBOTO 6€3 edheKT € NPpH eKCNO3HLKUA 6-KpaTHO fno-
BMCOKA OT HHBOTO HA KITHHWYHA €KCIO3HLIMS,

CHTaraMNTHH HE NOKa3Ba NEHOTOKCUYHOCT B X04a HAa NPeAKNMHHYHH NpoyuBaHua. CUTArIUNTHH He e
KaHueporeHeH npy MHULUKH. [IpH mbXxoBE UMa NOBHILIEHA YECTOTA HA YEPHOAPOOHH AAEHOMH H
KapUHHOMH NPH HUBA Ha CUCTEMHA €KCNO3KMUMA 58 NbTH NO-BUCOKH OT Te3u npu xopa. T kato e
YCTAHOBEHO, Y€ XENAaTOTOKCHYHOCTTA KOPEJUPA ¢ HHAYLIHMPAHETO HA YEPHOAPOOHA HEOMNA3HUA MPH
MIbXOBE, Ta3H MOBHLLEHA YECTOTa HA YePHOAPOOHHU TYMOPH NpH NIBLXOBETE € BEPOATHO BTOPHUHA,
BCIE€ACTBHE Ha XPOHHYHA X€NAaTOTOKCHYHOCT NMPH Ta3u Bucoka go3a. [opaau BucokaTa rpaHnua Ha
besonacHocT (19-nbTH No-BUCOKa NpY TOBa HUBO O€3 €()eKT), TE3H HEOMTACTUYHH NPOMEHH HE Ce
CUMTAT peJieBaHTHH 3a XOpa.

He ca HabniogaBaHu cBbp3aHH C IEUEHHETO eeKTH BbPXY DEPTHAHTETA NPH MBKKH H JKEHCKH
NABXOBE, NOJYYHIIH CHTArIHITHH NPeiH W NO BpeMe Ha YNGTOCBAHE.

[Ipn npoyusaHe BbpXy Npe-/MOCTHATANHOTO Pa3BUTHE Ha TUTLXOBE CHTAT/IMNTHH HE NOKA3Ba
HEXKEJIAHH PeaKLUHH.

[IpoyuyBaHHdATa BbpPXY PENPOAYKTHBHATA TOKCHYHOCT IOKA3BAT HATHYHETO HA CBBhP3aHa C /IEHEHHETO,
NIEKO YBENHYEHa YeCTOTa Ha ManipopMaLMi Ha pedpa Ha deTyca (JIMIICBALLH, XUMOMIACTHYHH H
naaeai4 pedpa) MpH MOKONEHHETO HA MbXOBE NMPH HUBA HA CHCTEMHA EKCMO3HLIMA NoBeye oT 29
bTH MO-BUCOKH OT TE3H MpH Xopa. TOKCHYHOCT Ha MaiikaTa ce HabsonaBa npu 3aiLUM Npy HUBA
nosede OT 29 TbTH NO-BHCOKH OT HUBATAa Ha €KCMNO3ULMA NpH Xopa. [lopaau BHCOKaTa rpaHMLa Ha
6e30nacHOCT, Te3M (GAKTH He NPEANoNaraT ChLUIECTBYBAHETO HAa ChOTBETEH PUCK 32
penpoyKTHBHOCTTA NpPH xopa. CUTArIMNTHH Ce CEKPeTHpa B 3HAYUMH KOJIHYECTBA B MISKOTO Ha
NAKTHpALUY NIBXOBE (OTHOLLUEHWE KbpMa/nnasma: 4:1).

Met¢opmun

IpeakIHHHYHHUTE NaHHH 32 MET(HOPMHUH He pa3sKkpuBaT 0co0eH pUCK 3a XxopaTa Ha fa3aTa Ha
KOHBEHUHMOHAIHH (PapMaKONOrHyHH NMpOoy4BaHKus 3a 6E30NaCHOCT, TOKCUYHOCT MPH MHOTOKPATHO
npunaraHe, reHOTOKCHUYHOCT, KAPLUIMHOMEHEH NOTEHLMaN, PENPOAYKTHBHA TOKCHUYHOCT.

6. PAPMAILIEBTHYHH JAHHH

6.1 ChnuchbK HA NOMOULIHHTE BelleCTBA

HAnpo Ha Tabnerkara:
ITorupoH

Hatpuee naypuncyndar




MukpokpucTanda uenynosa
Harpues creapun gpymapar

DOUIMOBO NOKpPUTHE Ha TabnerkaTa:
50 mg/850 mg mabremxu:
Cbnonumep Ha MOAKU(BMHWIOB alKOX0J1), npucaneH Bbpxy mMakporoa (E1209)
Tank (E553b)
Twuranos guokeuna (E171)
["nuuepon monokanpunokanpar (E471)
[Tonu(suuunos ankoxon) (E1203)
Kbt xkeneseH okeua (E172)
UepseH xenesen okcua (E172)
50 mg/1000 mg mabremxu.
Cbnoaumep Ha MOAK(BHHKUAOB ajIKoxXon), npucagceH Bbpxy Makporos (E1209)
Tank (E553b)
TuranoB auokcup (E171)
["nmuuepon monokanpunokanpar (E471)
[Toau(surunos ankoxon) (E1203)
YepaeH xene3eH okeua (E172)
AKbnt xkeneseH okcua (E172)
Yepen xenezeH okcun (E172)

6.2 HecLBMECTHMOCTH

Henpunoxumo.

6.3 Cpox na rognoct

2 TOAHHM.

6.4 Chnennannu yc10BHS HA CHLXpPAHEHHE

To3u nekapCcTBEH NPONYKT HE H3UCKBA CMEUMANHM YCIOBHA 3a ChXPAHEHHE.
6.5 BHAH chOALpXkAHHE HA ONAKOBKATA

PVC/PVAC//Alu  6aucrepu, coabpxawu 28, 56, 98  dunmupann  Ttabnetku WM
MHOr01030Ba ONaKoBka, CbaAbpKaia 196 (2 onakosku no 98) dunmupanu Tabnerku .

He BcuukH BHAOBE OnakoBky Morat fa 6baaT nycHaTH Ha nasapa.
6.6 Cnennaann npeanasHH MEPKH NPH HIXBLPJIAHE

Hewn3snon3paHUAT nekapcTBeH NPOAYKT WK OTNAABYHHTE MATEPHANM OT HEro TPA6Ba Aa ce U3XBBPIAT
B CbOTBETCTBHE C MECTHHTE H3HCKBAHHSL.

7. IIPHTEXATEJ HA PA3PEIIEHMETO 3A YIIOTPEBA

AS GRINDEKS.

Krustpils iela 53

Riga, LV-1057

JlaTBUA

Tenegon: +371 67083205
(akc: +371 67083505

E-mail: grindeks@grindeks.com




8. HOMEP(A) HA PAPEHIEHHETO 3A YIIOTPEBA
Per. Ne 20220106
Ne 20220105
9. JATA HAIIBPBO PAZPEIIABAHE/MTIOJAHOBSIBAHE HA PA3PEILIEHHETO 3A
YIIOTPEBA

Hara Ha nbpBO paspeluaBane: 24.03.2022

10. JATA HA AKTYAJIM3IUPAHE HA TEKCTA

07/2024




