KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHHUA ITPOAYKT

Cutarnurmud/Merdopmun I'punaeke 50 mg/850 mg punmupann tabnerku
Curarnuntun/Mergopmus I'pungexe 50 mg/1000 mg mg ¢punmupann tabnetku

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

2. KAYECTBEH H KOJIMMECTBEH CH(CTAB

Curarnuntun/Merdopmun 'puugekc 50 mg/850 mg dpunmupanu Tabnerku
Bcaxka dunmMupana tabneTka cbABbpKa CHTArTHNTHH XMAPOXJIOPHA MOHOXUIPAT, EKBUBAJICHTEH Ha
50 mg cutarnunTus (sitagliptin), v 850 mg MeThopmuHoB xuapoxnopua (metformin hydrochloride).

Curarnunrud/Merdopmus 'punaeke 50 mg/1000 mg mg duamupanu TadrerTku
Beska dunmupana tabnetka crABPKA CUTAMTHITHH XHAPOXJIOPHI MOHOXHIPAT, €KBUBAJICHTEH HA
50 mg curarnuntuH (sitagliptin), n 1000 mg MerdopmuHor xuapoxnopua (metformin hydrochioride).

N3ITLAHNTEHA ATEHLMS 110 NEKAPCTBATA

Kpamxa xﬁpﬂnmopucma HA hpngyxma - Mpusoxemie 1

3a NbAHUA CTTHCHK Ha MOMOLLHHUTE BeleCTBa BHXKTE TOUka 6.].

3. JNIEKAPCTBEHA ®OPMA Komt Pe2. No o.ns e N2 N o L,
Paspewerue Ne

Qunmupana Tabnerka. | BG/MA/MP - 88593 -9 '"001082925
LORODOHLIL ST L T A DI D E I LT

Curarauntud/Metrdopmut ['puHaeke 50 mg/850 mg GunMupaHA-TRORSER:
ABOHHO-M3MbKHAIH unMHUpaHu TabneTkn, ¢ MapkupoBka “SM85” or eanara cTpana. PasmepbT Ha
Tabnerkara e npubauzuresHo 20 mm x 6,7 mm.

Curarnuntui/MetdopmuH N'punzeke 50 mg/ 1000 mg mg hpunmupatdn Tabnetku: kadsapu, OBaNHH,
ABOHHO-U3NbKHANH duniMupanu TabneTky, ¢ MapkupoBka “SM100” ot eaqHata cTpaHa. PazmepeT Ha
Tabnerkara e npubauszurenno 21 mm x 7,2 mm.

4. K/IHMHHYHHU JAHHU
4.1 TepaneBTHUHHA MOKAZAHHA
I1py1 BB3pacTHH NALKUEHTH CbC 3axaped adabet TMn 2;

Curarnuntun/Merdopmun I'punziexc e nokasaH KaTo A0NbJAHEHHE KbM JIHETA M YITPAXKHEHHA 3a
noaodpsasaHe Ha rNIMKEMHYHUA KOHTPOJ NP MAUHEHTH, MPH KOHTO HE € MOCTHIHAT 3aJ0BOMHUTENEH
KOHTPOJI ¢ MAKCHMAaNHATa NOHOCHMA 3a TAX A03a METHOPMHH CAMOCTOATENIHO, HITH KOHTO Beye Ce
neKyBar ¢ KoMOUHAUHA OT CHTAFNMHNTHH ¥ MET(OPMHH.

Curarnuntun/Mergopmun I'puHaekc e nokasaH B KOMOHHALKA CbC CYAPOHUIYPEHHH NPOU3BOAHH

(T.e. TpOHHO KOMOMHHPAHO JeUeHHE) KATO AOTTBIIHEHUE KbM AHETA U YNPAXKHEHHS MPH NAaLHEHTH, NPH
KOMTO He € MOCTUIHAT 33/10BOJIHTE/IEH KOHTPON C MAKCHMAJIHATA NOHOCHMA 38 TAX 032 METHOPMMH-H ~
cylndonunypes.

Cutarnunrun/Metrdopmun ['puHAEKC € MokazaH KaTo TPOHHO KOMOHHUPAHO JIEUEHHE C
NEPOKCU3OMEH NponHpepaTop-akTHBupaH peuentop rama (PPARYy) aronucT (T.€. THa3o




KATO JOIMBLJIHEHUE KbM AHETA H YIIPAXKHEHUR NPHU MALMEHTH, [IPH KOUTO HE € MOCTUTHAT
3a3/10BOJIMTEJIEH KOHTPO/ € MAKCHMAJIHATA [TOHOCHMA 3a TAX J03a MeThopMud U PPARY aronucr.

Curarnuntud/Merdopmud I'pHHAEKC ¢bLIO € NOKa3aH KaTo 100aBKa KbM MHCYJIMH (T.€. TPOHHO
KOMOKMHHPAHO JICUEHHE) KATO AOMBJIHEHHE KbM /IMETATA M YNIPAKHEHUATA 33 NOACOpABAHE Ha
rITUKEMHYHHS KOHTPOJ NPH NALHEHTH, KOraTo NOCTOSHHATa A03a HA MHCYJIMH U MET(hOpMHUH
CAMOCTOATEIHO HE OCHUTYpsABa aieKBATEH FITHKEMHYEH KOHTPOJ.

4.2 JIo3ApOBKA H HAMHH HA NPHJOKEHHE

Ho3uposka

EOSH POBKa

Ho31MpoBKaTa Ha AHTHXUNEPrAMKEMHHHOTO NeveHue cbe Cutarnuntun/Mergopmun ['punaexc
TpaOBa fa Obae MHAUBHAYATU3HpAHA Ha 0a3aTa HA HACTOALUMA PEXKKM HA MAUHEHTA, €PEKTUBHOCTTA M
TOJEPAHTHOCTTA, KATO HE € NPEBHLIABAT MAKCHMAJTHATA MpeNnopbYBaHa AHERHA A03a OT 100 mg
CUTArUNTHH.

BunipacTan ¢ HopMaiaHa 0b6peuna pynkuusa (GFR> 90 ml/Mun)

[ipy nauMeHTH, NMPH KOUTO HE € MOCTUIHAT 33A0BOJHUTENIEH KOHTPOI ¢ MAKCHMATHATa OHOCUMA 1034
METPOPMUHH KaTO MOHOTEpAIHA.

[Tpu nauueHTH, NPH KOUTO HE € MOCTHIHAT 3aJ0BOJIMTENEH KOHTPOJI C METHOPMHH CaAMOCTOATESHO,
oOHyalHaTa HauaHa 103a TpAOBa Aa AOCTABM A03a CUTATNHNTUH B 1033 50 mg ABa NbTU AHEBHO
(100 mg obia AHEeBHA 103a) TUTKOC A03aTa METPOPMHH, KOSTO BEY€ € NPUEMaHa.

[1p¥ nauMeHTH, KOUTO NMPEMUHABAT OT €AHOBPEMEHHO NPUNATdHE HA CUTAMNIMOTHH U METQOPMHH
IIp¥ nauMeHTH, KOUTO NPEMHHABAT OT €1HOBPEMEHHO NPHITATaHe HA CUTArTHITTHH H METQOPMHUH,
nedenuero ¢ Curarnuntue/Merdopmun I'punaexc TpabBa aa ce 3anoyHe ¢ 403aTa CUTArIMNTHH U
METHOPMHH, KOSTO BEYE € NPUEMaHa.

I1py DaUHUEHTH, IPU KOUTO HE € NOCTUIHAT 3aJ0BOJUTENEH KOHTPO ¢ 1BOHHO KOMOWHUPAHO JIeYEHHE
¢ MaKCHMAa/IHaTa NOHOCHMA 1034 METQOPMHUH U CYNPOHUAYpES

Ho3sata Tpabpa ga 4OCTaBH CUTArNUNTHH B 403a 50 mg aABa nbTH aHeBHO (100 mg obwa aHeBHa no3a)
H 032 MeTHOpMUH, NoJ00OHa Ha n03aTa, KoATo Beue e npdemada. Korato Curarnunrun/MerdopMut
["'puHAECKC ce U3N0A3Ba B KOMOMHALMSA CbC CYIIPOHUTYpES, MOXKE Ja Ce HATOXH ynoTpedara Ha no-
HUCKA A03a cyNOHUITypes, 33 1A C€ HaMaNH PUCKDBT OT XUNOMJIMKEMHUS (BX. Touka 4.4).

[1py nauneHTyH, NPH KOUTO HE € MOCTHUIHAT 3a10BOJUTEIEH KOHTPOA C JIBOHHO KOMOUHHPpAHO NeyeHne
¢ MAKCHUMAaJHAaTa NOHOCHMA 1033 MeThopMHH H PPARYaroumer

Hosara Tpabsa aa aocrasy cuTarnyMnTyH B 03a S0 mg aea bt gHeBHO (100 mg obwa nHeBHa n03a)
U Ao3a MeThopMuH, noaobHa Ha A03aTa, KOATO BE4e € MpUeMaHa.

[Ipy nauMeHTH, NpY KOUTO HE € NOCTHIHAT 3a/J0BOJHUTENICEH KOHTPOA C ABOMHO KOMOMHHWPAHO JleYeHuHe
C HHCYJIHH Y MaKCUMalHaTa NOHOCKHMA 1033 METPOPMHH

Hosara Tpabsa fa JocTaBy CHTArnunTuy B 103a 50 mg aea nsTH AHEeBHO (100 mg obuia nHeBHa 103a)
H J03a MeTQOpPMHH, N0A00OHA Ha [o3aTa, KOATO Beue ¢ npueMmana. Korato Curarnuntun/Metdopmun
I'pHHAEKC ce Hanonssa B KOMOHMHALIMA C MHCYJIWH, HUCKATA 1032 HHCYJIMH MOXeE Aa € HeoOXoauMa 3a
pedyLHpaHe Ha pMCcKa OT XMNOTJIMKEMHS (BXK. TouKa 4.4).

3a paznuunuTe 203U MeTdopmuH, Cutarnuntui/Metdopmul I'puHaeKc ce npeanara B KOHUEHTPALHSA
no 50 mg curarnuntul ¥ 850 mg merdopmuHor xuapoxjopua unuv 1 000 mg meThopMHHOB
XHAPOXJOPHA.

Bcuukk naunenTn TpabBea fa npoABL/BKAT NPenopbYaHaTa UM AHETA C alCKBATHO pasnpe
MpHEeMa Ha BhIJEXHAPATH Npe3 ACHS.



CrneuManHu nonyjauvu

bvbpevno yspeoicoarne

He ce Hanara Kkopekuus Ha g03aTa Npu NAUHUEHTH C Jieko ObOpeyHo yBpexkaaHe (CKOpoCT Ha
rnomepysHa ¢untpauusa [GFR] 260 ml/mun). Ilpeau 3anousane Ha jieueHUe ¢ MPOAYKTH, ChAbPKALLH
MeTdopMuH, TpAORa aa ce HanpaBH oueHka Ha GFR cToitHocTHTE, a cnep ToBa - NOHE BEAHBXK
roAMiHO. [IpH NauMEHTH ¢ NOBKILIEH PHCK OT NMO-HATATbLHO NporpecHpaHe Ha OLOPEYHO yBpeKaaHe
U NPy NALKUEHTH B CTApYECKa Bb3pacT TpaOBa mo-4ecTo Aa ¢e NpaBH oLeHKa Ha ObOpeuHaTa QyHKUHUA,
HarpuMep Ha BCEKH 3-6 MeceLa.

3a npeanoYMTaHE € MAaKCUMAJTHAaTa JHEBHA A03a MeTGOPMHH Aa Obae pazaeneHa Ha 2-3 THEBHH 1O3H.
@dakTopu, KOMTO MOTaT Aa YBEJIMYaT PHCKA OT JIAKTaTHA aluao3a (Bxk. Touka 4.4), Tpabea na 6wvpar
npepasrieiaHy, Npeau Aa ce OOMUCIIH 3aNOYBAHETO HA JieueHHe ¢ MeTQOPMHH NpH naumeHTH ¢ GFR<
60 ml/MuH.

AKO He e nocTbnHa A030Ba ¢dopma Ha CutarnunTuH/Metdopmud ['pHHAEKE € aAEKBATHO KOMHUECTBO
Ha aXTHBHOTO BELLECTRBO, TPAOBA /1a Ce M3NOJI3BAT OTACTHUTE MOHOKOMITOHEHTH, BMECTO KOMOMHALMA
¢ GUKCHpaHU AO3H.

GFR ml/mMun MeTgopmMuH CRTArNHNTHH

60-89 MakcumanHaTa gHeBHa no3a ¢ 3000 mg. MaxcumanHata JHEeBHA N03a €
Moxe na ce oOMuUcIKn noHwxkaeaHe Ha aoszara | 100 mg.

BbB BPb3Ka C HAMAIABAHETO HA OBLOpeunara
QyHKUMA.

45-39 MakcumanHara nHeBHa no3a e 2000 mg. MakcumanHaTa AHeBHa 1032 €
HayanHara n03a e Hail-mHoro nonosuHara ot | 100 mg.

MaKCHMaJTHaTa 103a.
30-44 MakcumanHara aHeena noza € 1000 mg. MaxkcumManHara AHEBHa 1034 €
Hauannara ao3a € HaW-MHOro nosoeydHara ot | 50 mg.

MaKCUMaJTHATa J03a.
<30 MeTrdopMHH € NpOTHBOMNOKA3aH. MakcumanHara AHeBHa 1034 €
25 mg.

Yeprodpobro yepeooare

Curarnunrud/MetrdopmuH ['punaekc He TpadBa aa ce U3Nnoa3sa NP NaUHEeHTH ¢ YEPHOAPOOHO
yBpexaaHe (BXK. Touka J.2).

Cmapuecka sv3pacm

Thbii kaTo METPOPMHH M CUTArIMIITHH Ce eKCKpeTHpaT yupes 6nbpeumrte, CutarnunruH/MerdopMuH
I'puHaekc TpabBa oa ¢e M3NON3Ba ¢ NOBHILIEHO BHHMAHUE NIPH HAMPEABAHE HAa BH3pacTTa.
Heobxonumo € MoHuTOpHpaHe Ha ObOpeuHaTa pyHKUHA, 3a Na CE NOANOMOrHE NMPEANa3BaHETO OT
CBbp3aHaTa ¢ MET(OPMHUH JIAKTATHA aLKWA03a, HAl-BeYe B CTapyecka Bb3pacT (BxkK. ToUkH 4.3 n 4.4).

Ileduampuuna nonynayus
Curarnummun/Merdopmun ['punaekc He TpadBa /1a ce H3NON38a MpH AElla U KOHOLIY Ha Bb3pacT 10
no 17 ronuun, nopaay HeaocTaTbh4Ha edrkacHocT. Hanuunute AaHHKU ca onvcaHu B Touky 4.8, 5.1 ¢

5.2. Curarnuntue/MeTdopMuH ["'PHHAEKC HE € MPOYYBaH NpPH NEAHATPHYHHN NALMEHTH HA Bb3PacT
noa 10 roauHH.

HayyH Ha npuaoxeHue

Curarnuntu/Merdopmun ['punaekc TpabBa aa ce npueMa Ba NbTY AHEBHO € XpaHa 3a HAMAJSBaHE




4.3 IIpoTHBONOKA3ZAHHS

Curarnuntud/Merdopmun ['pUHAEKC € NPOTHBONMOKA3aH MPU NAUUEHTH CbC:
- CBPBXUYYBCTBHTEIHOCT KbM aKTHBHHUTE BELUECTBA UM KbM HAKOE OT MOMOLLIHHTE BELLIECTBA,
130poesH B Touka 6.1 (BXK. Touku 4.4 u 4.8);
- BCEKU TH1 ocTpa MeTaboNUTHA aumMao3a (KaTo 1akTaTHa auyao3a, anabeTHa KeToauHao3a);
- nuabeTHa npekoMa;
- Texkka 6nOpeuna HegoctarbuHOCT (GFR <30 ml/Mun) (BX. Touka 4.4);
- OCTPH CHCTOAHHA C Bb3MOXHOCT fla H3MEHAT OBOpeuHaTa GyHKLUR KaTo:
- AeXuaparauus,
- TEXKH HHDEKUHH,
- LWIOK,
- BbTPECBAOBO NPHIIOKEHUE HA HOAUPAHH KOHTPACTHH BellecTBa (BXK. Touka 4.4),
- OCTPO WK XPOHHYHO 3a0019BaHE, KOESTO MOXKE 1a MPHUYHHH XHITOKCHA Ha ThKAHHTE KaTo:
- CbpA€YHA WK PECTTHPATOPHA HEJI0CTATBYHOCT,
- CKOpPOILLEH MUOKapaeH HH(apKT,
- IIOK;
- yepHoApoOHO yBpeXKaaHe;
- OCTpa AIKOXOJIHA HHTOKCHKALIHAA, ANTKOXOJU3bM;
- KbPMEHE.

4.4 Choeunansu nupeaynpexaeHus H Npeina3HH MEPKH NPH ynoTpeda

OO6111u
Curarnunrua/MetdopmuH [ puHaeke He TpabBa na ce M3NOA3Ba MPU NaUUEHTH ¢ AHWa0eT TUn | 1 He

TPHGBE! Ja CH U3IMOJ3Ba 3a NeYeHHUe Ha JuabeTHa KeToauuao3a.

OcTbp naHkpeaTur

Ynorpebara Ha DPP-4 unxuburopu € cBbp3aHa C pycK OT pa3BUMTHE HA OCTbLP NAHKPEATHT.
[launeHTuTe TpsaOBa ga ObAAT HHQOPMUPAHH 32 XAPAKTEPHMUA CUMITTOM Ha OCTbP MaHKpPEaTHT:
nepcUCTHpalla, MHOrO CHJIHA KopeMHa Donka. Cnen npekparsapaHe Ha CUTArIMNTHH ¢¢ HabmofaBa
OTWYMABAHE HAa NaHKpeaTHTa (CbC UK 6€3 NOAABPIKALLO JIEHEHHE), HO B MHOIO PEJKH CNyyaH €
¢bOOLIABAHO 32 HEKPOTU3UPALL HIIH XEMOPArHyeH NaHKpeaTuT W/MaK CMBPT. AKO HMA CbMHEHHA 3a
NaHKPEaTHT, NpHeMbT HA CuTarnunTUH/MeTdopMuH [ PHHAEKC ¥ APYTH NOTEHUHANHO NOAO3IKWPaAHH
NEeKapCTBEHH NPOAYKTH TPAOBA 1a C€ NPEKPaTH; aKo C€ NOTBBPAH OCTBLP NMAHKPEATHT, MPHEMBT Ha
Curtarnintud/Merdopmud I'puHaekc He TpabBa aa ce Bb30OHOBABA. HeoOxoaMmo e noBHilIEHO
BHHUMaHHUE NpH MALUMEHTHU C aHAMHE3a 3a NAHKPeaTUT.

JlakTarHa aunago3sa
JlakTarHaTa auMao3a € MHOTO pPAaKoO, HO CEPHO3HO METAOOMHUTHO YCAOKHEHHE, KOETO Hal-4ecTo

HaCTBIIBA NPH OCTPO BIIOINABAHE HA OLOpeuHaTa PyHKUHS, KapAHO-peCNHPATOPHO 3a00NABAHE UIH
cencuc. HatpynsaHero Ha MeT(OpPMHH HacTbLNBA NMPH OCTPO BOLIaBaHe HAa OLOpeuHaTa PyHKUUA U
yBEJIMYaBa PHUCKA OT JIAKTATHA allMA03a.

B cnyuait Ha nexuapataius (TeXKO NOBpbIlaHe, AMapyi, TPECKA WK HAMAJIEH [IPHEM HA TEYHOCTH)
TpAOBa BPEMEHHO Ja Ce crpe NPUEMBT Ha METOOPMHH U € NPENOPBLUYUTENHO Ja Ce YCTAHOBH BPbH3Ka C
MEIULIMHCKH CNELIHAJTUCT.

[1IpremMsT Ha IEKAPCTBEHW NPOAYKTH, KOUTO MOTaT OCTPO Aa YBpedaT ObOpetinaTa pyHKkuua (KaTo
aHTHXHUNEpPTEH3UBHU cpeacTaa, quyperuum u HCIIBC) Tpabea aa ce 3anovke ¢ noBUiILIEHO BHUMaHHE
NPH NaLUMEHTH, JIEKYBaHK ¢ MeThopMmuH. JIpyru puckoBHu (PakTOpPH 34 JIaKTATHA alMao3a ca
NPEKOMEPEH MPHEM Ha alIKOXO0J1, YepHOAPOOHA HETOCTATHYHOCT, HEAOCTATLYHO KOHTPOJIUpA
KeT03a, NPOABLIKHTENHO MNaNyBAHE U BCAKAKBH ChCTOAHMUSA, CBLP3aHU C XHMMOKCUA, KaKTO
eIHOBpEMEHHATa ynoTpeba Ha NeKapCTBEHH NPOAYKTH, KOUTO MOrar /1a NPUUYUHAT N1a
(BK. ToukH 4.3 u 4.5).

[TanuenTure n/unu donnornepayure Tpabea ga 6baaT HHPOPMHUPAHH 33 pUCKA OT JIAKT




JlakTaTHaTa aLUMa03a ce XxapaKTepH3Hpa C aLMA03Ha AUCIHEN, KOpeMHa DONKa, MyCKY/THH KPaMIlH,
aCTCHHUA W XUNOTEPMHU4, NOC/ICABAHH OT KOMa. B cnyvyal Ha CbMHEHHeE 3a CHMNTOMH NAUHEHTHT
TpsaOBa fa crnpe rnpuemMa Ha MeTOpPMHH U He3abaBHO Ja NOTHLPCH Jiekapcka nomoul,. JIMarHoCTHYHHUTE
nabopaTopHH HaAXOAKH ¢a NOoHMKEHO KpBbBHO pH (<7,35), noBuilueHyY HYBA HA MUIA3MEHHUA naKTaT (>5
mmol/l) ¥ noBuilIEHa AHUOHHA pa3IKKa U CLOTHOLUEHHWE JIaKTAT/NUpYBar.

Hayuenmu ¢ ycmarosenu wiyu noO03UPAHY MUMOXOHOPUAAHY 3aboaAeaHUR.

[Ipy nauMEHTH ¢ YCTAHOBEHH MUTOXOHIpPHANHU 3abONABaHKMA, KaTO CHHAPOM HAa MHTOXOHAPHANHA
eHuedanonaTia ¢ NaKTaTHa auuaosa ¥ uHcyaronogoduu enusoau (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u nacneacreen auaber n rnyxora no marh4una
nuHug (Maternal inherited diabetes and deafness, MIDD), MmeTopMHH He ce NpenopbUBa NOpaaH pUcKa
OT 00OCTpAHE HA NAaKTaTHA AUKWAOC3A M HEBPOJOTHHYHM YCIOKHEHHSA, KOWTO MOXKe Ja [0BeaaTr 1o
BlioLLIaBaHe Ha 3a00NABAHETO.

B cayuaii Ha npu3Haud M CUMOTOMY, nokasaTenHu 3a MELAS cunapom unn MIDD, caen npuema Ha
METGOPMHH, JICYEHHETO ¢ METPOpPMHH TpAOBa na C€ CNpe BeaHAra M Aa ce HanpasBd Obp3a
AMArHOCTUYHA OLIEHKa.

b1OpeuHa ¢gyHKLNUA

[Ipeam zanouBaHe Ha AeYeHUETO TpaOBa Aa ce HanpaBu oueHKa Ha ctoiHocTuTe Ha GFR 1 peaosHo
caef ToBa (BX. Touka 4.2). CurarnuntiH/Merdopmun ['pUHACKC € NPOTHBOMOKAa3aH MpH NauHeHTH C
GFR <30 mi/Mun n TpabBa na 6bae BpeMeHHO CNpsH NPH HATMYUE HA ChCTOAHUSA, KOUTO NPOMEHSAT
OnOpeuHaTa pyHkums (Bx. Touka 4.3).

XUAMOTTHKEMHUS

[TaunenTy, noayuasamu CurarnunteH/MerdopmuH ['puHaekc B komOMHaLMA CbC CyNPOHUTYpeS
WK C MHCYJIHH, MOXE [a Ca H3TTOXKEHH HA PUCK OT XHUNOTIHKeMHaA. CNeAOBaTETHO, MOXE [a €
HeoOXOAUMO HAMaNIIBaHe Ha A03aTa HA CyN(POHUAYpesaTa HiH HA UHCYJIMHA.

Peakunu Ha CBPBXUYBCTBUTETHOCT

MNMa nocTMapKeTHHIOBH CHOOLIIEHHUS 32 CEPHUO3HHU peakUMH HA CBPbXYYBCTBHUTETHOCT MPH NALHEHTH,
NIEKYBaHM ChC CUTArMUNTHH. Te3u peakuuu BKNOYBAT aHa(hUNaKcHUa, aHrHOeAEM H €KC(PONHATHBHU
ChCTOAHHSA HA KOXKATA, BKIKOUMTENHO CHHAPOM HA CTHRBHC-/DKOHCBH. HauanoTo Ha Te3u peakumu
HacTLNBA B PAMKHTE HA MbPBUTE TPH MECELA OT 3arO4YBaHE HA JICYEHHETO ChC CUTATIIMITTUH, HAKOM
CIyuYaHW HACTBIBAT CJIe] NbpBaTa 103a. AKO C€ NOAO3IMPA PEAKLIMA HA CBPbXYYBCTBUTE/IHOCT, IIPUEMDBT
Ha Cutarnuntua/Merdopmun I'punaekc TpabBa na ce npekparn, TpabBa aa ce OLEHAT ApYTH
MOTEHLHANTHH MTPUMHHA HA CHOUTUETO W TPAOBA Ja ¢€ HAZHAYM ANTEPHATHBHO JIEYEHHE HA AWabeTa
(Bk. Touka 4.8).

bynoseH neMmpurona

[1pu naurenTn, npueMamiy DPP-4 HHXUOUTOPH, BKNKOUHTETHO CHTArTIMIITHH, HMA NMOCTMapPKETUHTOBH
cbobLIEHHA 3a OYN03€H NEMPHIOUSA. AKO HMa CbMHEHUA 3a OY/103€H neMpurona, npuemMbT Ha
Curarnuntun/MerdopMun I'punaekc TpadBa na ce npeycTaHOBH.

Onepauus
Curarnunrvi/Mergopmun ['puHaeke TpadBa aa ce cnpe no BpemMe Ha ofnepauusa noa oduwa, CnMHanHa

WJIH enyaypaiHa aHectesud. Jleuenuero moxe na 0bae Bb300HOBEHO HE Mo-paHo oT 48 yaca ciell
onepauysaTa WK Bb300HOBABAHETO HA XPAHEHETO Mpe3 YCTa, H NpH ycnosue 4e 6LOpeynara (.’pym{uuﬂ
€ OLCHEHA OTHOBO H € YCTAHOBEHO, e € cTabuaHa.

[IpunoxeHue Ha HOAKMPAHW KOHTPACTHU BELIECTRA
BbTpechba0BOTO NMPHIOKEHHE HA HOAHPAHH KOHTPACTHU BELULECTBA MOXE Ja A0BEAE A0 KOHTPACT-
MHAYUXpaHa HedponaTus, BOACLLA A0 HATPYNIBaHETO HA METPOPMHH W NMOBULLEH PUCK OT JakK
auuno3sa. Curarnuntud/MerdopmuH ['puHaekce TpabBa na ce cnpe npeau Wik No BpeMe Ha
npoueaypara 3a obpa3Ha JMarHOCTUKa H He TpsabBa Aa ce 8b300HOBsABA 10 Hai-Manko 48

quu43n45)



[IpomsAHa B KTMHUYHHKS CTATYC HA NALUMEHTH ¢ KOHTpOAWpaH avaber tun 2

[MaumnenTH ¢ auaber Tun 2, npeau Tosa A00pe KOHTpONHpaH cue CutarnuntuH/MerhopMuH
['pUHAEKC, KOUTO Pa3BUBAT OTK/IOHEHHS B JIaDOPATOPHU MOKA3aTENU UK KNWHUYHO 3a00naBade (Hak-
Beue HesaCHO UM cnabo aehunBupano 3abonspane) Tpadea He3abaBHO A4 CE€ OUEHSAT 34 HAIUYHE Ha
KEToalua03a WY JlJaKTaTHa auugo3a. OueHkara TpabBa A2 BKIKOUYBA CEPYMHH €IEKTPONUTH U KETOHH,
KpbBHa 3aXap H, ako ce Hanara, pH Ha kpbBTa, HHBa Ha NAaKTAT, MUPYBAT U METHOPMHUH. AKO CE NOSBH
alMa03a, B KOATO U Ja € popMa, leueHHeTo TpadbBa aa ce crpe HeszabasHO U TpadBa aa ce
NpeanpHeMar NOAXOASLH NPOTUBONEHCTBALIIH MEPKH.

Heduuur Ha BUTAaMUH B);

MeTtdopMHH MOKE A2 HAMANH CEPYMHUTE HUBA HA BUTAMUH Bi2. PUCKBLT OT HUCKM HHBA HA BUTAMMH
Bi2 ce yBenuuaea ¢ yBenUuaBaHe Ha A03aTa MeT(OPMHH, IIPOIBIXKHTENTHOCTTA HA NEYEHHETO W/HITH
NPH MALKMEHTH C PUCKOBH (PAKTOPH, 32 KOUTO € U3BECTHO, Y€ NPUYKHABAT AePULUT HA BUTaMUH Bj>. B
CAY4al Ha CbMHEHHE 32 Je(HUHT HA BUTaMHH B, (KaTo aHEMUA WK HEBPONATHA ), CEPYMHHTE HUBA
Ha BHTaMKH Bi; TpabBa aa ce npocneagasar. [lepuoauuHo npocneagaeadHe Ha BUTaMHH B, Moxe aa ce
HAJI0H NP NAaLUESHTH C PUCKOBH aKkTOpH 3a JeUUUT Ha BUTaMUH Bj;. TepanusaTa ¢ merdopmMuH
Tpa0Ba Aa NpOABINKH, AOKATO CE MOHACA AOOPE M HE € NPOTHBONOKA3aHA, U 114 C€ OCHUIypH
MOAXORALO KOPHUIHpaIlO JIeWeHHUe 3a AePULHT Ha BUTAMUH B2 B CbOTBETCTBHE C HACTOALLIMTE
KJIHHWYHH HACOKH.

Harpuii
To3u nekapcTBEH NPOAYKT ChAbpXka NO-MaNIKo OT | mmol HaTtpuii (23 mg) Ha TabneTka, T.e. MOXe J1a

C€ KaXKe, Y€ NMPAKTHUECKH HE ChABbPXKAa HATPHH.

4.5 BiaumMogelcTBHE ¢ APYIH JIEKAPCTBEHH HPOAYKTH H APYrH GOpPMH HA B3aKMOAeHCTBHE
EaHOBpeMEeHHOTO MHOTOKPAaTHO npuiarale Ha cutarnunTyH (50 mg asa NbTH AHEBHO) K METHOPMHH
(1 000 mg aBa NBTH JAHEBHO) HE € MPOMEHW/I0 3HAYUTETHO (PAaPMAKOKMHETHKATA KaKTO Ha
CUTAr/IMNTHH, TAKa U HA MET(POPMHH TIpU NMAUKEHTH C AMalbeT Tun 2.

He ca w3BbplBaHy NpoyyBaHus 3a GapMakKOKHHETHHHH JIEKAPCTBEHH B3aUMOJACHCTBHA ChbC
Curarnuntus/Merdopmun ['punaekc; 0dave TakMBa NpOy4YBaHHA Ca MPOBEXKAAHU C OTAEITHHUTE

aKTUBHH BELUECTBA, CUTArIMNTHH U METPOPMHUH.

He ce npenopbyBa ¢bNbLTCTBALLA YIIOTpeba

ANKoxon
ANIKOXOJIHATa HHTOKCHKALMA C€ CBbP3Ba C MOBHLIEH PUCK OT JIJaKTaTHa auMA03a, OCOOEHO B C/lyHaH Ha
rnagyBaHe, HeAOXPAHBAHE MK YePHOAPOOHA HEAOCTATHYHOCT.

Hoanpauu koHTpacTHHM BewecTsa

Curarnuntun/Metdopmun ['punaekc TpabBa aa ce cnpe npeay WM no BpeMe Ha NMpoLeaypara 3a
0oOpa3Ha AMarHocTHKa ¥ He TpaOBa Aa ce Bb300HOBABA 10 Hal-Manko 48 yaca cieq ToBa, NPH YCAOBHE
ye ObOpeuHaTa PyHKLHUA € OLgeHeHa OTHOBO U € YCTAHOBEHO, ue € cTabu/Ha (BXK. ToukH 4.3 u 4.4).

KoMOuHallMK, H3MCKBALLM NPeana3iHi Mepku npy ynorpeba
Hsakou nexkapcTBeHy NPOAYKTH MOrar a ce oTpasaT HebnaronpuarHo Ha OnOpeuHaTa GyHKLHS, KOETO
MOJK€E a YBEIMYM PUCKA OT JIaKTaTHa aunaosa, Hanpumep HCIIBC, BknounTeHO CENEKTHBHH
HHXHOHUTOpH Ha uuknookcurenasza (COX) I, ACE nuxubutopu, anrnoreHsus Il peuentopHu
aHTarOHMCTH K JHYPETHUH, 0COOEHO OpumkoBy anyperuui. [1pu 3anouBaneTo unu ynorpebara Ha
TaKHBa NMPOAYKTH B KOMOKHHALMA ¢ METHOPMHH € HeOOXOAMMO BHUMATETHO NPOCNEaABaHe Ha —
ObOpeuHara pyHKLMS.

CbreTeTBaLIaTa YIOTpeOa Ha NeKapCTBEHH NPOAYKTH, KOUTO NOBAHABAT OOLIHUTE TPAHCNO
cucTeMH B 6b0peuHuTe TyOYyau, BnioueHn B 60peuHoOTO enumupane Ha metGopmun (Hang.
MHXHUOUTOPH Ha OpraHU4HHs KaTHOHeH TpaHcnoprep-2 [OCT2)/mynTunekapcTBeHHUs ¥ TOK




excTpyaupaw npoteud [MATE] karo paHonasuH, BaHAETaHUO, A0YTErpaBUp U LUMETHAUH ), MOrar
Ja MOBHLIAT CUCTEMHATA €KCNO3ULUMA Ha MeTOPMUH M 13 YBENMYAT PUCKA OT JIAKTATHA auMa03a.
[Ton3ute K puckoBeTE OT ChITbTCTBALLATA yYnoTpeba Tpabea na ce obmucnar. Tpabsa na ce oOmMucau
BHUMATENHO NMPOCIEAABAHE HA NTUKEMHYHUA KOHTPOJ, aJanTypaHe Ha J03aTa B paMKHTE Ha
NpenopbLYKTEIHATA AO3UPOBKA U IIPOMEHH B JIEYEHHETO HA AHadeTa, KoraTo TakKHBa JIEKAPCTBEHH
NPOOYKTH CE NPHUNATAT €AHOBPEMEHHO.

[ NOKOKOPTUKOMAKTE (NPUIAraHy MO CUCTEMEH W NIOKaNleH MbT) 6eTa-2-arOHUCTHUTE H AMYDETHUHTE
MMaT NPUCHUIO XHIIEPriIMKeMHWYHO AeiicTaue, [lauueHTure Tpabra xa ce HHPOPMUPAT U I0-4ECTO Aa
M3MEPBAT KPbBHATA CH 3axap, 0co0EHO B HAYANOTO HA JIEYEHUETO C TAKMBA JIEKAPCTBEHH NPOAYKTH.
Ako e HeoOX0AMMO, A03aTa HA AaHTUXKNEPrIIMKEeMHUYHHUA IEKAPCTBEH NPOAYKT TpaOea Aa ce anantupa
O BpeME Ha JIeUeHUe C APYrya JICKAPCTBEH NPOAYKT U NPH HErOBOTO NPEKpaTABAHE.

ACE-HHXHOUTOPHTE MOraT Aa MOHWKAT HUBATA HA KPbBHATA 3axap. AKO € HeoOX0aUMO, 103aTa Ha
AHTHUXHNEPIrTUKEMUYHHA JIEKAPCTBEH NPOAYKT TpAOBA Ja ce aaanTupa o BpeMe Ha NEYSHUETO ¢
OPYrHs NEKAPCTBEH NPOAYKT W NPH HEMOBOTO NPEKPATABAHE.

EdekTyd Ha_ APYTU JIEKAPCTBEHH NPOAYKTH BbPXY CHTAJUNTHH
In vitro n KTHHUYHUTE JAHHHW, ONIUCAHH NO-A0NY, NPEANONAraT, 4€¢ PUCKLT OT KIMHUYHO 3HAYUMH
B3aHMOJEHCTBUA NPU €ZHOBPEMEHHO NPUNOKEHHKE C APYTH JICKAPCTBEHH NPOAYKTH € HUCHK.

In vitro npoy4BaHUs NOKA3BaT, Y¢ OCHOBHUAT €H3MM, OTTOBOPEH 3a OrpaHUYEHHUS MeTab0U3bM Ha
curarnunTuH, € CYP3A4, ¢ yyactue Ha CYP2C8. Ilpu nauneHTy ¢ HopmanHa 6b0peuHa GpyHKumA,
MeTabonu3MBT, BKIKOUHTENHO U Upe3 CYP3A4, urpae camo Maiika pofid B KIIHPLHCA HA CUTATJIHNTHH,
MeTabonu3mMeT MOXe Ja urpae no-pakHa pons NMpH NIMMUHUPAHETO HA CUTATIMITTHH B YCNOBHA Ha
ocTpo 0bOpeuHo yBpeKaaHe nau TepMuHanHa 6bopeuna HegoctaTbuHocT (ESRD). INopaau Tasu
NPHYHHA € BE3MOXHO MOLUHH HHXHOUTOpH Ha CYP3 A4 (Hanp. keTOKOHA30/, HTPAaKOHA30/1,
PUTOHABHP, K1apUTPOMHLUHH) Aa MPOMEHAT (PapMaKOKHHETHKATA HA CUTATTTUNTHH MPH NALMEHTH C
TeXKO OLOpeuno yspexaave win ESRD. Edekrure Ha momnute CYP3 A4 HHXHOUTOPH B yCIIOBHA Ha
OLOpeyHO yBpEKAaHE HE Ca OLCHABAHH AIPY KTHHUYHO NMPOYyYBaHe.

In vitro npoyusaHus 3a TpaHCNOPTa MOKA3BaT, He CUTAMIMIITHH € CyOCTpaT Ha pP-TITHKONPOTEHHA H
TpaHCNopTepa Ha opraHHyHH aHHOHH-3 (OA'T3). OAT3 MeaAUHPAHHAT TPAHCMOPT HA CHTATNUIITHH CE
HHXUOUpa in vifro oT npobeHeuwna, BbIPEKH Y€ PUCKDBT OT KIMHUYHO 3HAYMMH B3aMMOJEUCTBHA Ce€
CMsTa 3a HUCBLK. EaHOBpeMEeHHOTO npunokeHne Ha OAT3 HHXHOWTOPH HE € OLEHEHO in vivo.

Luxnocnopun: IlpoBeacHo € NpoyHBaHe 3a OLUEHABAHE HA €(EeKTa Ha LHKIOCNIOPUH, MOLIEH
MHXUOMTOP Ha p-rIMKONPOTEHHA, BLPXY (apMaKOKHHETHKATA Ha CHTarIMNTHH. EqHoBpeMenHoOTO
APHIOKEHHE Ha eIUHHUYHA nepopasiHa Ao3a 100 mg CHTArMUNTHH W eAMHKUYHA nepopaiHa ao3a 600
mg uuxknocnopuH nosunasa AUC v Cpax Ha CUTarMUATUH CHLOTBETHO ¢ Npubnu3uTenHo 29 % v 68 %.
Tesun npomeHH BbB (hapMaKOKMHETHKATA HA CUTAIIMITHH HE CE CMATAT 38 KJIHHHYHO 3HAYHMM.
bLOpeuHHUaT KNMPBHHC HA CUTAMIMNTHH HE € 3HAYUTENIHO MpOMeHeH. CNeq0BaTeNnHO, HE Ce OYaKBaT
3HAYUMH B3aWUMOAECHCTBUS ¢ APYrH HHXHOUTOPU Ha p-FIUKONPOTEHHA.

EdexT Ha CUTArMUMOTHH BbPXY APYFH JEKAPCTBEHHU NPOAYKTH

Huzoxcun: CurarnunTid HMa cnadb edekT BbpXy IUIa3MEHATa KOHUEHTpaunua Ha AHrokcuH. Chen
npunarasero Ha 0,25 mg AMrokcHH eaHoBpeMeHHo ¢be 100 mg cuTarnMnTUH AHEBHO B NPOALIKEHHE
Ha 10 aun, nnasmenara AUC Ha gurokcut Hapactea cpeaHo ¢ 11 %, a nnasmeHata Cnax Cpe/HO ¢

18 %. He ce npenopbusa xopurupaHe Ha no3ata aAMrokcuH. B cbiuoro BpeMe obaue naLueHTHTE ¢
PUCK OT AMMOKCHHOBA TOKCUYHOCT TpAaOBa na ObaaT NpoCieAsBaHU 3a TAKaBa, KOTATO CHTArTHIITHH U
IUTOKCHH €€ MPWIarat ¢1HOBPEMEHHO.




CYP2CS, CYP2C9 u tpancnoprepu Ha oprannund KaTHOHU (OCT). Cutarnunmin Moxe aa Obae
cn1ab UHXHOUTOP Ha P-TMUKONPOTEHUHA in Vivo.

4.6 DepTHIAATET, GPEMEHHOCT H KbpMeEHe
bpemeHHocCT

HaMa noctaTbyHO JaHHH OT ynotpebara Ha CHTArIMATHH Npy SpeMeHHH xkeHu. [1poyusanus npu
KHBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT NMPH BHCOKH [103M CHTArJIMNTHH (BX. TOuka 5.3).

OrpaHH4yeHUTE JaHHM Npeanonarar, Y€ ynorpebara Ha MeTQOpPMHH MPH OPEMEHHH EeHH He ¢
CBbP3aH C NOBUIHEH PUCK OT BpoaAeHH MapopMmalmu. [IpoyusanuaTa ¢ MeThOpMHH NMPH KUBOTHHU HE
MOKAa3BaT BPEAHHU €(PEKTH BBB BpPb3Ka ¢ OpeMEHHOCTTa, EMOPHOHATHOTO U (PETANIHOTO pPa3BHTHE,
PRKOAHETO UM NOCTHATANIHOTO pa3BUTHE (BX. TOUKA 5.3).

Curarnunrud/Mergopmut I'punaexc He TpabBa aa ce u3non3sa no spemMe Ha GpeMeHHOCT. AKO
NaMHEeHTKaTa UCKa Aa 3a0peMeHee WK akO HAcTLIIU OpEeMEHHOCT, JeveHueTo TpAOBA Ja ce npekpaTH
H NaUHECHTKATA a MNPEMUHE Ha JIe4€HHE C HHCYJIMH Bb3MOXHO Hait-CKOpoO.

KnpMeHe

He ca npoBexaaHH Npoy4yBaHUA NPy KbpMELLU KHBOTHH ¢ KOMOHHMPAHUTE AKTHBHH BELLIECTBA Ha
TO3H JIEKApPCTBEH NPOAYKT. [Ipy npoyuBaHHMa, NPOBEKAAHU ¢ OT/ACIHUTE aKTHBHH BELIECTBA, H
CUTArJIMNITHH, H METOPMHUH C€ EKCKPEeTUPAT B MASKOTO HA JIAKTHpaLUH nibxose. [1pn xopa
MET(QOPMHH CE€ EKCKPETHPA B KbpMaTa B MaJTIKH KoJWMecTBa. He e H3BeCTHO Aany CHTAr/IMIITHH ce
eKckpeTupa B KbpMarta. Cneaosarenyio Curarnunrtun/Merdgopmun ['puHaekc He Tpsbea ga ce
M3MOJ3Ba NPH XKEHHU, KOUTO KbpMAT (BXK. Touka 4.3).

QEepTHAUTET
JaHHHUTE OT NpOYUBaHHUA NPH XKUBOTHHU HE NPEANOAraT BIUSHHE BbPXY PePTHAMTETA HA MBIKKH H
XKEHCKH I1bXOBE MPH TPETHPAHECHC CHTAMIMNTUH. JIKNCBAT AaHHM MPK XOopa.

4.7 EdexkTn BLpXYy cnocobHocTTA 32 IoPHpAHe H padoTa ¢ MAIIHHA

Cutarnuntud/MerdopMun ['puHAEeKC He MOBNMABA WM NOBIMABA NMPeHEeOPEeKUMO CMOCOOHOCTTA 3a
wo@Hpare 1 paboTa ¢ MalIHHK. B cbi10TO Bpeme npu wodupaHe unu padbora ¢ MalKMHH, TPI0Ba Aa ce
HMa NMPEABHUA, Y€ NPH CUTAMIHMIITUH Ca NOKJIAZBAHHU CyYan HA 3aMaiBaHE M ChHIIHBOCT.

OcBeH ToOBa, MAaLMEHTHTE TPAOBa Ja ce€ NpeaynpeXaaBaT 3a PUCKa OT XHMMOIJHKEMMst, KOrato
Cutarnuntun/Merdopmun ['puHaeke ce u3non3pa B KOMOKHAUKA CbC CYAGOHHTYPEHRHO NPOH3BOAHO
WK C MHCYJIMH.

4.8 Hexenann NeKapcTBeHH PeAKIHH

PestoMe Ha npoduna Ha 6e30MacHOCT

Hama npoBeAcHH TEPANEeBTH4HH KIMHHYHH NpoyuBaHud ¢ CutarnuntuH/MetdopmuH Mpunaekc
¢unmupany Tabnetku, HO OHOEKBUBAIEHTHOCTTA HA KOMOMHUPAHHTE AaKTHBHU BELLECTBA € J0Ka3aHa
(B. Touka 5.2). ChobuiaBaHu ca CEpHO3HH HEKENAHH PEAKUMH, BKIHUHTENHO NAHKPEATHT M peaKLmy
Ha CBPbXYYBCTBHTENHOCT. CboOLaBaHa € XMNOrIHKEMHA NPU KOMOUHALMS CbC CYJIPOHUNYpEiHO
npoussoaHo (13,8 %) u ¢ uHcyauH (10,9 %).

TabnuueH cnUCHK HA HEXENaHHUTE PeaKLIMK

Cumazrunmun u Mmempopmun

Hexxenanute peakuuu ca uzbpoenu no-nony ¢ npenopbusanure ot MedDRA Tepmunu cnopen

CHCTEMO-OpraHHa knacuduxauus u abcontorHa uecrora (TaGaumua 1). o yectoTa ce onpexnen 5)}1
g

MHoro uecTi (=1/10), uectu (=1/100 no <1/10), Heuectu (=1/1000 ao <1/100), peaxu (=1/1
<1/1000), mHoro peaku (<1/10 000) u ¢ HeH3BecTHa YecTOTA (OT HAJTMYHUTE JAHHHU HE MOYE '?:/Ci'b.g\e
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Tabauna 1: Yectora HA HEXETARHTE PeaKNuy, YCTAHOBEHH IO BpeMe Ha nianedo-

KOHTPOJHPAHH KJIHHHYHH NIPpOoyHBAHHA ChC CHTAIJIHIITHH H MBT(I)DPMHH CAMOCTOATE/IHO, H TIDH

NOCTMAPKETHHIOBHS ONUT

HexeJaHAa peaKItHS

YecToTa HA HEKERAHATA PLAKIHA

HEEXIIIEHHII Ha KpbBTaA H JIHM(I)HHT& CHCTEMA

TPOMOOLIHTONIEHHS

Penxu

HHE}’IIIBHHII HA HMYHHATA CHCTEMA

pEaKUMHU Ha CBPBbXYYBCTBHTEIHOCT, BKIIKOUHTENHO
aHa(puIaKTHYHH OTrOBOpH *,T

C Heu3zBeCcTHa 4ecToTa

Hapymenns Ha MeTab0IH3IMa H XpaHEReTo

XHnornukemus ¥ YecTH
HaMaJJIeHHE Ha HKUBaTA Ha BUTAMUH B/ nedunnty YecTu
HapymeHnus HA HEPBHATA CHCTEMA

ChHJIUBOCT HeuyecTH

Pecnupatopun, rpbaHH B METHACTHHAIHH
HAPYILEHHSA

uHTEepcTuuHanHa 6enoapodbua 6onecr*

C Heu3BeCTHa 4ecToTa

CroManiso-4YpeBHH HAPYIIEHHS

Anapus HeuecTH
rajieHe Yecrn
QaTyneHums Hectu
3amek Heuecty
Gosika B ropHaTa 4acT Ha Kopema Heuectn
NOBPbLIAHE YecTH

ocTbp naHkpeaTt *,1,}

C HenzBecTHA YEeCcTOoTa

¢ataneH u HeaTaneH xemMoparnyeH u
HEKPOTH3HpaLll naHKpeaTut *, T

C HeU3BeCTHAa YeCTOTAa

HapyuieHns Ha KOXKATA H NOAKOKHATA ThKAH

npypuryc * HeuecTH
aHrvoenem *.¥ C Heu3BeCcTHA YecToTa
o6puB *,7 C HeM3BECTHA 4eCTOTa

yprHKapus *.T

C HeussecTHa 4HecTOoTa

KOXEH BACKyJMT *,¥

C HewsBeCTHA 4YECTOTAa

eKC(ONHATHBHU KOXKHH 3a00a9BaHKsA, BKIIOUNTETHO
CHHApPOM Ha Stevens-Johnson *,¥

C HeM3BECTHA 4YecToTa

Oynosex nemouroun *

C HeH3BEeCTHa YecToTa

Hapymennﬂ HA MYCKYJ/THO-CKCJICTHATA CHCTEMA H
Ch€AHHHTE/IHATA ThKAH

apTpanrus*

C HeH3BeCTHa 4eCToTa

MUanrua *

C Heu3BEeCTHa 4YecToTa

Oonka 8 kpaiHuuuTe *

C HeusBecTHAa 4ecTOoTa

60ska B rppba *

( HeH3BEeCTHa YyecToTa

aptponarus *

C Heu3BeCTHA YECTOTA

Hapymenua Ha 0L0penHTe H NHKOYHHATE NHTHILA

HapyiueHa O0b6peuna pyHkuus *

C HeHu3BeCcTHA YeCcToTa
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Hexenana peaknns HecToTa HA HEXEIAHATA PeAKUHSA
ocTpa 6x0pevHa HeaoCTaTbYHOCT * C HEeU3BECTHA yecToTa
* Hexxenanure peakuuu ca HACHTUGHLIMPAHH NO BpPEME HA [IOCTMAPKETHHIOBOTO HaOMOAEHHE.

T Bux touka 4.4.
1 Biokre npoyuBaHeTo 33 6€30MacHOCT MO OTHOLICHHE Ha ChpAcYHO-cbloBata cucTteMa TECOS no-

aony.

QnucaHHe Ha H30paHH HEXKETIaHW peaKLuH
Hsakou HexenaHd peakuH ca HabaKoaaBaHK NO-4ECTO NMPH NpoyyBaHua 3a KOMOMHUpaHa ynoTpedba Ha

CHTarTUNTHH 1 METGOPMHH ¢ IpYrd aHTHAHAOETHH JIEKAPCTBEHN NPOAYKTH B CPABHEHHE C
NPOYYBAHHA HA CHTAIJIMOTHH M METPOPMHH camMOCTOATENHO. Te BKIOUBAT XHUIMOTTMKEMHS (KaTeropus

Ha YeCTOTa ,,MHOTO YECTH ChC CYIPOHUTYPEHHO NPOU3BOAHO UM MHCYJIHH), 3aM1eK (,,MeCTH” ChC
CyNpOHHUNYPEHHO NMPOU3BOLAHO), nepudepeH OTOK (,,HEeCTH ¢ MMOrNUTA30H) U r1aBobonue U CyxoTa B
ycTaTa (,,HeueCTH C UHCYJIHH).

Cumazrunmur

[1py npoyuBaHua BPXY MOHOTEpanua ¢be cutaravMnTvd 100 mg BeaHbx AHEBHO CAMOCTOATENIHO B
cpaBHeHMe ¢ nnauedo, cbobLIeHUTE HeXxeNaHH peakLUMH ca rnaBoboiune, XunoriMKeMUs, 3anexk v
3aMaHlBaHe.

Cpea Te3u MaluueHTH HEXENAHUTE CbOUTHS, CHOOLIIaBAHU HE3ABUCHMO OT NPHUYHHHO-CIEACTBEHA
BPb3Ka ¢ ICKAPCTBEHHA MPOAYKT, C YECTOTA HAK-MANKO 5 %, BKJIIOMBAT HH(EKLMHY HA TOPHHUTE
JAMXATE/IHM TbTHLLA H Ha3o(gapuHruT. OCBeH TOBa, ca CbOOLIEHH OCTe0apTPHUT M HONKa B KpalHULUHTE,
¢ HecTora HeuecTd (> 0,5 % no-BuCOKa cpea YYaCTHHLMTE, MOAYUYHIH CHTAFTIHIITHH, OTKOJIKOTO Ta3H
B KOHTPOJIHATA rpynna).

Mem@opmun

CToMaWHO-YPEBHH CUMITTOMH €A CbOOILABAHA MHOMO YECTO NPYU KIMHHUYHK NTPOYUYBAHHUA U TIpH
MOCTMAaPKETHHIOBaTa ynotpeba Ha MeThopMHH. CTOMALIHO-YPEBHUTE CUMIITOMH KATO raaeHe,
NOBPBLINAHE, AYapHi, O0JIKa B KOpeMa U 3ary0a Ha aneTHT ce MOoABABAT MO-YECTO NPH 3af0o4BaHe Ha
NIEYEHUETO W B MOBEYETO C/yyand NPEMUHABAT CIOHTAHHO. JIOMbAHUTENHU HEXENAHU PEeaKUHH,
CBBHP3aHH C MET(OPMHH, BKJIKOYBAT METAIEH BKYC (4€CTH); JIAKTATHA aLKMA03a, HAPYLIEHUA Ha
yepHoaApoOHara GyHKUMA, XenaTHUT, YPTHKapus, eputema 1 cbpbex (MHOro peaku). Kateropuure no
YECTOTa Ce€ OCHOBABaT Ha HaJU4uHaTa UHGopmauusa B Kpatkara xapakTepucTiKa Ha NpoAyKTa Ha
MeTdopmuH, opobpena 8 EC.

[leanarpryHa nonynauus

B knuHMYHM Npoy4YBaHHUA ¢ KOMOMHAUMATA CHTAMIKIITHH/METHOPMHH Npy NEAHATPUHHY NALUEHTH
CbC 3axapeH auaber Tvn 2 Ha Bb3pacT 10 go 17 roauHu, npoHABLT HA HEXKENAHUTE PEaKLIMM €
CPaBHUM C TO3H, HalnwaaBaH npu Bb3pacTHU. [1py neguaTpUUHK NALKUEHTH HA WIN He Ha (DOHOB
WHCY/IHH, CUTArJIUIITHH CE€ CBBbP3Ba C MOBULUECH PUCK OT XHMOTJIHKEMHUS.

IIpoyusare 3a b6ezonacnocm no omuowernue Ha copoeyro-cvoosamd cucmema TECOS
H3nuTBaHeTO, OHEHABALLO CHPACUYHO-ChAOBHTE PE3YNTATH NPH JICYEHHE Cbe cHTarnunTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), skmousa 7 332 nauMeHTH, 1eKyBaHH
c¢be 100 mg curarnunTud adesHo (Mnu 50 mg AHEBHO, aKO U3XOAHHUTE CTOMHOCTH HA W3YMCIIEHATA
CKOpOCT Ha rnomepy.nHa ¢punrpaumd (€GFR) ca > 30 u < 50 ml/mMun/1,73 m? ), u 7 339 nauveHTy Ha
rauedo B intention-to-treat (ITT) nonynauusTa. JIsere neuenus ca no6aBeHH KkbM oOUUaliHUTE
IPUXH CBHITACHO MecTHUTE cTaHaapTy 3a HbA 1¢ u cbhpaeuHo-cbaoBU pUCKORH akTopu. OOwara
4YeCTOTa HA CEPHO3HHUTE HEXENaHU CHLOUTHA NPH NALMEHTH, NONYHABALLH CHTATIMITHH, € CXO/HA C
Ta3n NPH NaLMEeHTUTE, MoTyyasaly naauebo.

CUTArJMNTHH, U 2 5 % npu nauueHTUTe Ha rauebo; cpen nauHeHTuTe KOWTO HE M3MON3BAT Hgy ,,«-'* }é:**
ﬂi
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NMOTBbPAEHH CLOMTHA, OTAABAHM HA NMaHKpeaTHT, € (1,3 % npyu nauHeHTHTE, JIEKYBaHH Che
cutaraunTuH U 0,2 % npu nauyeHTHUTE Ha Nnauedo.

CrobulapaHe HA NOJO3UPAHHY HEHKENAHH PEAKLIKH

Cpo0111aBaHETO HA MOAO3MPAHH HEXENAHW peakLUMy cliell paspeluaBaHe 3a yrnorpeda Ha JIeKkapCTBEHUS
NpoAyKT € BaxkHO. ToBa NMo3eosigBa Aa NPOABLHKH HaONOAECHHUETO HA CHOTHOLIEHHETO NOI3a/PUCK 34
JIEKapCTBEHHA NpoaYKT. OT MEAHLHHCKHTE CIIELHAIMCTH CE M3UCKBA A CboOLIaBaT Beska
NMOAO3HUpAHA HEXKEIAHA PEeaKLMg Ypes:

H3nbnHKTENHA areHUWa Mo JieKapcTBaTa

yi. ,,Jdaman I'pyes” Ne 8

1303 Codus

Ten.:+359 2 8903417
yebcaliT: www.bda.bg

4.9 Ilpeno3upane

[Ipy KOHTpOAHpaHH KNMHMYHHU NPOYUYBAHMSA ChC 34PABU YYACTHHLUM CE NpHaaraT eAHOKpaTHH 1034 10
800 mg chrarnunTuH. MuHMManHo yabkaeane Ha QTc, koero He ce cuMTa 3a KNMHHYHO 3HAYUMO,
ce HabnroaaBa npu eAHO NpoyuBaHe ¢ A03a OT 800 mg cutaraunTHH. Hama ormut ¢ no3u Hag 800 mg
Npy KAMHUYHY NpoyyBaHua. [Tpu npoyusanus Pa3a | ¢ MHOMrOKpaTHO TipUlaraHe, HAMa CBbP3aHHU ¢
[03aTa KIMHHUYHU HEXENaHKW 1eKapCTBEHH peakuHH, HabtonapaHu Npyv CHTarJMATUHH ¢ 403U 30 600
mg AHEBHO 3a nepuoay 10 10 aHu n 400 mg qHeBHO 3a nepvoaun Ao 28 AHM.

"'onsamo npeaosupane ¢ MeETHOPMHH (HIIH €IHOBPEMEHHO CBHLUECTBYBAL PUCK OT JIAKTATHA aLKa03a)
MO€ Aa JOBEAE N0 JIAKTATHA allngo3a, KOATO € CneleH MEAHUMHCKH cny4ail M TpsaOBa aa ce nekyBa B
oonuuua. Haik-epekTUBHUAT METOA 32 OTCTPAHABAHE Ha NaKTaTa U MeTPOPMUHA € XEMOANaN13aTa.

ITpu knuHUUHK npoyuBasus npubnuszutento 13,5 % or no3ara ce OTcTpaHaBa Npy APOAb/KaRalla 3-
1o 4 yaca xemoauanusda cecus. [Ipu npeueHka 3a KIMHUYHA HEODXOUMOCT MOXKE A1a C€ NMpeanpUeMe
No-NPOALKUTENHA ArHanu3a. He e U3BecTHO Aanu CUTAMTHNTHH C€ AUANTM3UPA TIPU NEPUTOHEAITHA
ouanusa.

B cnyuaii na npeao3srpane € noaxoasinoe aa ce npeanpueMaTr oOMKHOBEHHUTE NOAABPIKALLH MEPKHY,
KaTO OTCTPaHABaHE HA Heabcopbupanus MaTepual OT CTOMALIHO-YPEBHHSA TPAKT, KIUHHYHO
HabmoaeHue (BKIOUUTETHO U eIeKTPOKApAUOTrpaMa) ¥ NpM HYK/Ja 3anoYysaHe Ha NOTbPaKallo
NeYEeHHE.

5. ©GOAPMAKOJOI'NMYHHU CBOHCTBA

3.1 dapMakoIUHAMHYHH CBOHCTBA

dapMakoTepaneBTHUHA rpyna; AHTUAHAO0ETHH NeKapCTBEHH NPOAYKTH, KOMOHHALIMK OT NEPOPATHH
JIEKAPCTBEHH MPOAYKTH 34 HAMAJIIBaHE HAa KpbBHaTa 3axap, ATC xoa: A10BDO7

Curarnuntui/MerdopmuH ['puHaeke kOMOMHUpA ABa AHTUXUNIEPTIMKEMUYHH N€KApCTBEHH
NPoAYKTa C ACITHJIBALL C& MEXAHU3BM HA ACHCTBYE 3a NOACOpABaHE HA NTUKEMHYHHUA KOHTPO NpH
NAUMEHTH C AUADET THIM 2: CHTArTUNTHH XUAPOXJAOPH, UHXUOWTOP Ha AUNENTHAKN nenTHaasza 4
(DPP-4), u MeThOopMHHOB XHAPOXNIOpH, NPEACTABRMTEN Ha Kiiaca Ha OMrBAHMIAMHHTE.

CUTArIMOTHH
Mexanuzvm Ha Oeticmeue
CUTarnunTiH XHAPOXJIOPH], € NEPOPATHO AKTHBEH, MOLEH U BUCOKOCEIEKTHBEH WHXHOUTOP Ha

CATArJIUMTHH NOBHLLIABA HUBATA HA J1BA U3BECTHH AKTUBHHM HHI{peTHH XOPMOHA, IJIKOKaroH- ri mﬁunﬂ 'f--"f_.'_f- W \%’—x
nentua-1 (GLP-1) u rimoko3a-zasucumMua uucynuHorponed nonunentua (GIP). HHKPBTHHP\TE caugcr : 05! <
BT I~
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OT €H/IOreHHa CUCTEMa, YYacTBalLa BbB (PU3HONIOFHYHATA PEryJ/ialiMa Ha MIIOKO3HATA XOME0CTasa.
Korato KOHLEHTpaLMHUTE Ha KPbBHATA 3axap ca HopManHHU uny nosuwieru, GLP-1 u GIP 3acunsar
CHHTe3a U ocBOOOKIaBAHETO HA MHCYJIUH OT NaHKpeaTHUHHUTE OeTa-kneTku. OcBeH ToRa, GLP-1
HaAMANABA CEKPELIMATA HA [VIIOKAroH OT NaHKpPeaTHYHUTE alda KIETKH, BOAEHKH 10 HAMANEHO
NPOU3BOACTBO Ha YepHOAPOOHA rinoko3a. Korato HUBaTa Ha IVII0K03a B KPbBTa Ca HUCKH,
OCBOOOXKAaBAHETO HA MHCYJIMH HE CE CTUMYJIUPA M CEKPELIUATA HA ITKOKATOH HE C€ MOTHCKA.
CHTariMnTHH € MOLLEH B BUCOKO CEIEKTHBEH HHXHOUTOP Ha eH3uma DPP-4 u He uHxubupa cxoaHuTe
no crpykrypa eHsuMu DPP-8 unu DPP-9 B TepaneBTHuH# KOHUEHTpalH. CHTArTMNITHH CE
paziiduaBa 1o XMMHYHa CTPYKTYpa U GapMakoNorHyHo AeicTBrUE OT aHano3ute Ha GLP-1, uHcynuH,
CYyNOHUNYpesd WIH METTTHTUHUAW, OUrBAHWAWHH, ATOHUCTU HA aKTUBUPAHHUS OT MEPOKCUIOM
nponudeparopa rama-peuentop (PPARY), arda-raroko3naazHi HHXMOUTOPU M aHATIO3M Ha aMUJIMH,

Ilpy ABY AHEBHO NPOYYBAHE HA 3APaBH YYACTHHIIW, CHTATJIKNITHH, MPUIOXKEH CAMOCTOATENHO,
nopriasa akTuBHaTa GLP-1 koHUEHTpauus, AOKATO METPOPMHUH NPHIIOKEH CAMOCTOATENHO,
nosuilaBa akTiBHaTa U obulara GLP-1 koHueHTpauus B ¢xo/iHa ctened. EAHOBpeMEHHOTO npunaraHe
Ha CUTArJIMNTHH U MeT(POPMHH HMa aJHUTHUBEH epeKT BbpXy akTuBHata GLP-1 koHueHTpauus.
CyTarnunTurH, 3a pasnuka oT MeTGopMHH, nosuiuaea akTueHata GIP koHueHTpaLus.

Knunuuna egpuxacnocm u bezonacrnocm
KaTto uano, cHrarnunriH noaodpsasa riMKkeMUYHHA KOHTPO, KOraTo ¢e€ U3no3Ba KaTo

CaMOCTOATENTHO WIH KOMOMHUPAHO NeveHHe Npy Bb3PaCTHH NALMEHTH ¢ AHabeT Tvn 2.

[Ipr KNHHUYHHU NPOYUBAHUSA, CUTATJIMIITHH KATO MOHOTEPANNA nNoaodpaea riiMKeMHUYHHSA KOHTPOI
ypes 3HAYMTENHO HaManeHue Ha xemornobuH A (HbA . ) v rmoko3ara Ha ragHo W cien XpaHeHe.
Hamanennero Ha nna3MmeHarta rinoko3a Ha rnagHo (FPG) e nabniopasano Ha 3-ta ceqMHua, nbpBaTa
BpEMEBA TO4KA, B KOATO € usMepeHa FPG. HabnrogapaHara yecToTa Ha XUNOIrIMKEMHSA NIPH NaUMEHTH,
NEKYBaHH CbC CHTAVIMNTUH € NoAcOHA ¢ Ta3u npu niauedo. TeneCHOTO Tersio He Ce € YBEITHUMIIO
CIPAMO KW3XOAHHTE CTOMHOCTH NPU AeUeHUe Cbe cuTarnunTuH. HabnroparaHo e nogobperHue Ha
CYpOraTHHUTE MapKkepH Ha (PyHKUHOHWpaHe Ha OeTa-KneTkuTe, B ToBa Yncsio HOMA-B (XomeocTaseH
MO/JI€1 32 OLIEHKA-[3), CbOTHOLLIEHHETO Ha MPOUHCYJHH KbM HMHCYJIMH Y NMOKa3aTesIuTe 32 PEaKTHBHOCT
Ha OeTa-KIETKUTE NPH TECTA 32 TOJICPAHTHOCT MPH YECTO JaBaHE Ha XpaHa.

[IpoyuBaHus CbC CUTAMTUOTHH B KOMOUHaLMA ¢ METHOPMUH

[Ipn 24-ceamMuuHoO Nnanebo-KOHTPOIHPAHO KITHHHYHO MPOYYBaHe 33 OLUEHKA Ha epHMKACHOCTTA H
GezonacHocTTa nNpu AobaBaHe Ha cuTarnunTHH 100 mg BeaAHBK IHEBHO KbM ChLIECTBYBALIO fIEUEHHE
C MET(POPMHH, CHTATTUNITHH OCUryPABa 3HAYUTENHO NOAOOPEHHE HA MMTUKEMUYHHTE NapaMeTpH B
cpaBHeHue ¢ nauedo. [IpoMsHaTa cnpsMo U3XOQHHUTE CTOMHOCTH HA TENIECHOTO TETO € NoAachHa npH
NalxeHTH, IEKYBaHH CbC CUTarnunNTHvH cnpamo rauedo. [1pu ToBa npoyusade uma nogodHa yectora
Ha CIydau Ha XUMNOTJIHKEMUA NpPH NMALHMEHTH, JIEKYBAHH CbC CUTATTHIITHH HIM nnauedo.

[1pu 24-ceamuuHo nnauedo-KOHTPONUpPaHO haKkTOpalHO NPOYYBAHE HAa HAYATHO JISUEHHE,
cutarnvnrid 50 mg ABa MbTH AHEBHO B KOMOKHaUHA ¢ MeTdopmuH (500 mg unu 1000 mg aBa nbTH
NHEBHO) C€ MOCTHUra 3HAYMTENHO NOAOOpPEHHE HA FIMKEMHYHHUTE NapaMeTPH B CPABHEHHE C BCAKA
MoHoTepanusi. HamalleHHeTo Ha TeIECHOTO Terio MpyM KOMOWHALIMATA CUTATJIMIITHH K METHOPMUH e
noaodHO Ha ToBa HabNOAABAHO NpU METHOPMHH CAMOCTOATEAHO MK Takebo; HAMa NPOMAHA
CPAMO U3XOAHHUTE CTOMHOCTH MPH MALMEHTH HA CUTArNMUNTUH caMoCTOoATENHO, HecToTaTa Ha
XHIMNOTTMIMKEMHA € Noao0Ha cpell NEKYBaHUTE TPyNH.

[IpoyuBaHe CbC CHTAINIMNITHH B KOMOUHALIMS ¢ METPOPMHH U CYN(OHUNYpES
24-cenmMu4HO raued0-KOHTPOIMPAHO INIMHUYHO TIPOYUBAaHE € MJIaHWPaHO J1a OlleHH e(PUKACHOCTTA H
besonacHocTTa Ha cutarnunTrH (100 mg Beanbx AHEBHO) NpUOABEH KbM FJIHMENMHPH

(CaMOCTOATETHO WIH B KOMOHHaLUA ¢ MeThpopmuH). [loGaBAHETO HA CUTAFNMNTHH KbM TIIMMENHPHI H
MET(HOPMHH, OCHTYPABA 3HAYUTENHO TIoa0DpeHHe Ha ITMKeMHYHHTE napameTpu. [auuenTure,
JIEKYBaHH ChC CUTArIHITHH, HMAT ¢1a00 noBULIEHHE Ha TenecHoTo Terno (+1,1 kg) B cpaBHe
T€3H, NoJy4aBany nnauedo.

[IpoyuBaHe cbe cHTarNUNTHH B koMOuHauus ¢ MmetdopmuH U PPARY aroducT



26-ceAMHUYHO M1aLE00-KOHTPOJIHPAHO NMPOYYBaHe € NpeaAHa3HauYeHOo Aa OleHHU €PHKACHOCTTa U
bezonacHocTTa HA cHTaraMnTUH (100 mg BeaHLXK AHEBHO), 00ABEH KbM KOMOHHALUA Ha
NMHOrNUTa3zoH U MeTopmut. JJo6aBAHETO HA CUTATIMNTUH KbM MUOMIHTA30H H METHOPMUH,
OCHI'YPsABa 3HAYHUTEJIHH NoAOOpeHHs Ha rMHKeMHUYHHTE napaMeTpu. [IpoMsanaTa B TE€NECHOTO TEIJIO OT
M3XOAHO HUBO € NoA0OHA HA Ta3u NPH NALMEHTH, NEKYBAHH ChC CUTArJIMNTHH, B CPABHEHHE C
nnauebo. Hectorara Ha XMNOTTUKEMHSA CBLIO € NOAOOHA NPY NAUMEHTUTE, IEKYBaHH CbC
CUTATAUITTHH WM naauedo.

[IpoyuBaHe Ha CUTArIMNTHH B koMOUHaUHS ¢ METHOPMUH U HHCYIUH

24-ceaAMHUYHO NMNauedo-KOHTPONIHPAHO KIMHHUYHO [IPpOYYBaHe € NpeiHa3Ha4eHO 1A OLUEHU
e)eKTHBHOCTTA W De3onacHocTTa Ha cUTarunTdH (100 mg BeaAHBK AHEBHO) 100aBeH KbM MUHCYJ/IHH
(npu crabunHa no3a 3a Hail-manko 10 ceamuum) cue unu 6e3 meThopmuH (Hali-manko 1 500 mg). [Mpwu
NauueHTH, MpUeMally npeapapuTenHo CMeceH HHCYIIMH, cpeaHaTa aHeBHa 103a € 70,9 U/aneBHo.
[Ipy nauMeHTH, NpUeMaLi HECMECEH NPEABAPUTENHO (MEXKINHEH/ IPOABAKUTENHO-ICHCTBALLL)
HHCYIUH, CpeaHaTa AHeeHa a03a € 44,3 U/aoneeHo. avuure ot 73 % o1 naumeHTUTE, KOUTO €4
npuemany MerpopMuH, ca npeacraseHy B Tabnunua 2. JIo6aBaHETO HA CUTArNTUNITHH KbM HHCYJIHH
OCUTYPABA 3HAYUTEITHO NMOACOPEHHE Ha TMHKEMUYHHTE NapaMeTpy. Hima 3HayMTenHa npomMsaHa B
TEJIECHOTO Terjao OT H3XOAHOTO HUBO B ABETE IPYIH.

Tabanna 2: Pesyararu 3a HbA 1¢ npa nnaue60-KORTPOIHPAKH NPOYYBAHHA ¢ KOMOHHHPAHO
JeUeHHE CbC CHTAIITHOATHHE H MeTQOopMHH*

IIpoyunane Cpeaun Cpeana KopHrupana,
CTOHHOCTH HA NpoOMAHA cnpsamMo naanebo,
H3X0AHO HHBO CpaMo cpeana NpPpOMSHA
HbA 1¢ (%) uixoaHo HuBo | HA HbA 1c (%)
HbA 1c¢ (%) (95 % CI)
Curarmunrud 100 mg Bennbxk 8,0 -0,7 -0,7%,%
JAHEeBHO, NoOaBeH KbM HOHOBA (-0.8, -0,5)
Tepanus ¢ MeTGopmMuH |
(N=453)
Cutarnuntud 100 mg BeaHbK 8.3 -0,6 T -0,9 1,1
AHEBHO, n0baBeH KbM (POHOBA (-1,1,-0,7)
Tepanus ¢ rnuMenupui +metpopmunl
(N=115)
Cutarauntud 100 mg BeaHbxk 8.8 -1,2 % -0,7 +,1
AHEBHO, n00aBeH KbM (POHOBA (1,0, - 0,5)

TEepanus ¢ NHOTAUTA30H +
METHOpPMHH

| (N=152)

Curarnuntun 100 mg Beaunx 8,7 -0,7 § -0,5 8.1
AHEBHO, 100aBReH KbM (POHOBA (-0,7, -0,4)
Tepanusa ¢ UHCYJIHH + MeTPopMHH |
(N=223)

HavanHo neuenue (aBa nbTH nHeBHO) | 8,8 -1.4 ¥ -1,6 +,%

| (-1,3, -1,3)
cutaraunTyH 30 mg + meThopMHH
500 mg

(N=183)

HauyanHo neuenue (aBa nbTH AHeBHO) | 8,8 -1,9 +
I:

cutarninTui 50 mg + Methopmun |
000 mg

(N=178)




* [lonynauusaTa OT BCHUYKH JIEKyBaHU NauueHTu (intention-to-treat ananns).

T Halt-mankure cpeaHu KBaapaTy ¢a KOpHTHPaHH CNpAMO CTaTyca Npu NPpeXoaHoTo
AHTUXHNEPTITUKEMHYHO JIEYEHHE W CTOHHOCTTA Ha H3XOIHO HHBO.

I p<0.001 B cpaBHeHuUE ¢ Maauebo nan nnauedo + kKOMOHHHPAHO NieYeHHE.

| HbA 1c¢ (%) na 24-Tta ceamuLia

Y HbAl¢ (%) Ha 26-ta ceamuua

§ Ha¥-mankure cpeaHH KBaApaTH Ca KOpUrMpaHu 3a ynorpebarta Ha HHCYJHH NMPH BU3KHTA |
(npeaBapUTEHO CMECEH CPEILY HECMECEH NPeABAPHTENHO [MEXIHHEH WIH NPOABLIKHATEIHO-
ne#dcTrall]) ¥ U3XOooHa CTOHHOCT.

ITpu 52-ceaMHYHO NpOYuUBaHe, CpaBHABaALO ePHUKacHOCTTA H Oe30nacHOCTTa NpH Ao0baBsHe Ha
curtarMnTuH 100 mg BeaHbX AHEBHO UK MUOW3KUA (CyNOHUTYpEHHO NPOU3BOAHO) NPH NMALUEHTH
C HeA0OBp MNMHUKEMHYEH KOHTPOA NPH MOHOTEPANHUs ¢ METGQOPMHUH, CHTAIIMNITHH € NoJo0eH Ha
rITHNA3KA IpH noHrkaeaHeTo Ha HbA 1c¢ (-0,7 % cpenHa npoMsaHa cnpsaMo H3XOAHUTE CTOMHOCTH
npe3 ceaMuua 52, cbe cpeaHa crorHoct Ha HbA 1c or npubnusurenso 7,5 % B aBere rpynu).
CpenHara go3a MIMNU3KA, U3NON3BAaHA B PYNAaTa 3a CpaBHeHHE, € 10 mg AHEeBHO KaTo
npubnusurenHo 40 % oT NaUMeHTATE ce HYXKAAAT OT /1032 MHNU3KWA < 5 mg/AHEBHO NO BPEME Ha
npoyusaHeto. Obaye, noseye nauyMeHTH OT rpynaTa Ha CUTarjJMNTUH €a NPeKbCHANW NOPaaH JIMMNCa Ha
ePHUKACHOCT, OTKONMKOTO B rpynara Ha rnunu3ui. [lauuenTure, neKyBaHH ChC CUTATJIMNTHH, NOKA3BAT
3HAYUTE/IHO CPEHO NOHWKEHHE CIPAMO H3XOAHUTE CTOMHOCTH Ha TenecHoTo Terno (-1,5 kg), B
CPaBHEHHE CbC 3HAMMTENHO MTOKAYBAHE HA TETJIOTO NPH NAUMEHTH, nostyyasanu raunusug (+1,1 kg).
B ToBa Npoy4BaHe, OTHOLEHHMETO MPOUHCYAHH KbM UHCY/IMH, MapKep 3a e(heKTUBHOCTTA Ha
WHCYJIMHOBHA CHHTE3 H O0CBODOXK IaBaHe, ce noaodpsABa ChC CHTAMIMIITHH U CE BJIOLLIABA MPH JACYEHHE
¢ rmunu3Ka. Yecrorara Ha XMNOTNTUKEMUA B IpynaTta Ha CHTarTunTHH (4,9 %) e 3HauUMTENHO NO-HUCKA
OT Ta3W B rpynara Ha raunusun (32,0 %).

24-ceAMUYHO 1aLebo-KOHTPOIMPAHO KITMHUUHO MPOYyYBaHe, BKAKOYBALO 660 nauueHTH, €
NpeAHa3HauEHO 1a OLIEHH €(PUKACHOCTTA, BOELA IO HAMAIIIBAHE HA MHCYJIMHOBUTE 03K
GeszonacHocTTa Ha cuTaraunTuH (100 mg Beawb K AHEBHO), KOraTo € NpubaBeH KbM MHCYIHH
FAPKHH CbC HIH 6e3 MeThopmHH (noHe 1 500 mg) no BpeMe Ha MHTEH3H(HLIMPAHETO Ha
HHCyNnuHoBaTa Tepanud. [Ipy naureHT!, npuemaiun MeThopMHH, U3xoaHaTa cToiHOCT Ha HbA | e
8,70 % v nauyanHata nosa UHCYAHH € 37 1U/aHeBHO. [TalUHEHTHTE Ca MHCTPYKTHPAHH 1A THTPHPAT
TAXHATa 1032 HHCYNHH FNapXKHH Bb3 OCHOBA Ha CTOWHOCTUTE HA KPbBHATA 3aXap Ha rnajHo,
H3MEPEHH Upe3 KPBLBEH TecT ¢ Yook aaHe Ha npbeTa. [Ipu naumenTUTte, npuemaiin MetGopMun, Ha
24-Ta ceMULA, YBEITMYABAHETO HA AHEBHATA N03a MHCYAUH € 19 [U/aHeBHO NPH NaUMEHTH, NEKYBaHH
CbC CHTArNIUNTHH, ¥ 24 |U/nqHeBHO npy nauuenTtn Ha mwiaue6o. [ToHnxkaeaneto Ha HbA . npu
NaUHeHTH, JIEKYBAHH CbC CUTATTUITTHH, METGOPMUH M HHCYJTHH, € -1,35 % B cpaBHeHue ¢ -0,90 %
MPpH NAUACHTH, JIEKYBAHH C naaLedbo, METHOPMHH U KHCYMH, paznuka oT -0,45 % [95 % CI: -0,62; -
0,29]. YectoTrata Ha xunorsiukemus e 24,9 % npu naLMeHTH, JEKYBAHH CbC CHTAMTHITHH,
METGOPMHH W HHCYNHH, H 37,8% npu nauneHTH, JieKyBaHH ¢ iauebo, METPOPMHUH M MHCYJIHH.
Pa3niMkara c€ Ab/DKH OCHOBHO Ha NMO-BUCOKHUA NPOLCHT NAUMEHTH B rpyiara Ha niauebo, u3nuranu 3
HJIM NOBEYC enn3oaa Ha xunornukemus (9,1 cnpamo 19,8 %). Hama paznuka B uecToTara Ha Texka
XMIMOTTIHKEMHKA.

MerdopMu

Mexanuzom na oeiicmsue

MeThopMHH € GHrBaHHAUH C AHTHXUTIEPrAMKEMHUEH eeKT, MOHMXKaBall KakTo Da3aHaTa, Taka H
ry1a3sMeHara rioko3a ¢iell XpaHeHe. To# He CTUMYJiMpa HHCYJIMHOBATA CeKPELIUS U CIEROBATENHO HE
NPEANU3BHKA XUMOTTIMKEMHA.

MeTtdopMuH MOxe 1a aeiicTBa Mo TPH MEXAHH3MA:
- YpE3 HaMANIABaHE NPOAYKLHATA Ha YEPHOAPOOHA TIFOK03a Upe3 HHXHUOUpaHe Ha FIKOKOHEOreHes3aTa
H IMUKOr€HONH3aTa;

- B MYCKYJIUTE, Ype3 yMepeHO NOBHILIABAHE HA HHCYJIMHOBATA YYBCTBUTE/THOCT, NOA0OpABai
nepuPepHOTO NOEMAHE H YCBOABAHE HA IITHOKO34;

- upe3 3abaBaHe Ha abcopOuHATa Ha FTOKO3a B TLHKUTE YEPBA.




MeTdopMHH CTUMYNIHpa BBTPEKIETHYHUA CHHTE3 HA FMHUKOIEH Ype3 Bb3CHCTBHE BbPXY IMIHKOTEH
CHHTeTa3aTa. MeTdhOpMHUH NMOBKUIUABA TPAHCMNOPTHHA KAMalUHMTET HA CNEUN(PHUUYHU TUITOBE MEMOpPaHHH
TpaucnoprepH Ha rmoko3arta (GLUT-1 v GLUT-4).

Knunuuna edpuxacnocm u b6ezonacrnocm

[Ipn xopara, HE3aBHCUMO OT NeHCTBHETO CH BbPXY MIMKEMHATA, METPOPMHH UMa ONaronpHaTHH
e(PEeKTH BLPXY TUNMUAHHUA METa00IK3bM. TOBa Ce A0Ka3Ba NPH TEpareBTH4HH KOHLUEHTpaLKH B
KOHTPOJMPAHH KIUMHHYHI NPOYYBaHKUA CHC CPEAHA MPOAB/DKHTENHOCT UITH ABLJATNOCPOUYHH KITUHUYHU
NpoyyBaHHA: METPOPMUH HaMansBa 00ums xonecrepon, LDLc u HuBaTta Ha TpUIiMuepHaure.

[lpocnekTHBHOTO paHaoMusHpaHo (UKPDS) npoyuysane € ycTaHOBHAO ABArocpoyHara nossa ot
MHTEH3MBHHUSA KOHTPOJ Ha KPbBHATA 3axap npu AvadeT TUN 2. AHANU3BT HA PE3YNTaTHTE NMpU
MALHEHTHTE ¢ HAAHOPMEHO TEerno, NeKyBaHH ¢ METHOPMHH Cl1¢/] HEYCNeX ¢ IHeTa CAMOCTOSTEIHO
MoKa3Bar:

- 3HAUMTEIHO HaMAIEHHUE HA aDCOMIOTHUA PUCK Ha CBbp3aHUTE ¢ AMabeTra ycnoxHeHHd B rpyfnara Ha
meTdopMuH (29,8 cubutng/ 1000 naueHTOroAUHHK) CNPAMO AUETa CAMOCTOATENIHO (43,3

cpOuTHA/ 1000 nauuenTo-roaunu), p=0,0023 4 cnpamo rpynute Ha KOMOUHaLUA ¢bE CyadoHunypes 1
MoHoTepanusa ¢ HHCYNUH (40,1 cubutna/1 000 nauuenro-roguun), p=0,0034;

- 3HAYMTEITHO HaManeHue Ha abCOMOTHHA PUCK OT CBLP3aHaTa ¢ AHabeT CMBPTHOCT: METGOPMHH 7,5
cpOMTHA/ 1 000 mauueHTO-roanHM, AHeTa camocToATeNHO 12,7 cbOuTHA/ 1000 nauueHTo-roaquHH,
p=0,017;

- 3HAYUTETHO HaMaleHHe Ha aDCOTFOTHUA PHCK OT 00LIaTa CMBPTHOCT: METHOPMUH 13,5

cbOuTHA/ 1000 nauueHTo-roauHu cnpaMo auerta camoctosaTenHo 20,6 cvbutusa/ 1000 nauneHTo-
roguHm, (p=0,011) u cnpsamo rpynute kKOMOMHUpaHa CyNOHHTYPEd ¥ MOHOTEpanus ¢ UHCYNHUH 18,9
cxOuTHa/ 1000 naunenro.roguun (p=0,021);

- 3HAYMTETHO HaMaleHHe Ha aDCONIOTHUA PUCK OT MHOKapaeH HH(apKT: METHOPMHUH | ]

cuOuTHA/ 1000 nauvenro-roanHu, auera camocroaTenHo |18 ¢cxouTHa/ 1000 nauneHTO-roauHm,

(p=0,01).

TECOS e pangomusupaHo npoyusase npd 14 671 naumeHTH B intention-to-treat nonynaumaTa ¢
HbA . > 6,5 0o 8,0 %, ¢ ycTaHOBEHO CbhpAEUHO-CLAOBO 3a00IABAHE, KOWTO NOJYYABAT CUTArIUITHH
(7 332) 100 mg nuesHo (Mnu 50 mg aHEBHO, akO U3XOOHHUTE CTOHOCTH HA eGFR ca> 30 u < 50
ml/mun/1,73 m 2 ) win nnauedo (7 339), nobapeHu kbM 00UUARHUTE rPHIKH CHMNACHO MECTHHUTE
craiaaptu 3a HbA ¢ ¥ cxpaeuno-cba0BHM puckoBH (aktopu. [Taumentn ¢ eGFR <30 ml/mun/1,73 m 2
HE Ca BKJIIOYEHH B NpoyusaHeTo. M3cneapanara nonynauus eionousa 2 004 nauyeHtu Ha Bb3pacr >
75 roaunu 1 3 324 nauueHTtu ¢ 6bOpeuHo yepexaane (eGFR < 60 ml/Mun/1,73 m 2 ).

1o Bpeme Ha npoyuyBaHeTo, 00LUaTa M3uucaeHa cpeaHa pasnuka (SD) B croitHocTUTe Ha HbA | Mexay
rpynure Ha cutTarnunTuH ¥ nnauedo €0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

ITbpBHYHaTa KpaiiHa TOYKA 10 OTHOLIEHHUE HAa Cbhp/IEYHO-ChA0BATA CHCTEMA € ChCTABHA OT MbPBATA
NofABa Ha CbpACHHO-CbHAOBA CMBPT, HeaTaneH MUOKAPAEH UH(DAPKT, HedaTaleH UHCYJIT UNHU
XOCMUTANIN3aLMA Nopaau HecTabuaHa cteHoKapaua. BTopHuHHTE KpaHHM TOMKH MO OTHOLLIEHHE HA
CbpOeUYHO-CHAOBATA CHCTEMA BK/NIOYBAT MbPRATA MOABA Ha CHLPACHHO-CBAOBA CMBPT, HedaTaleH
MHOKapAeH UHGAPKT WK HedaTaleH HHCYAT; MbpBaTa NOSABA HA UHAUBHAYAJHHTE KOMIMOHEHTH Ha
MbPBHYHATA CHCTABHA; 06112 CMBPTHOCT M XOCMUTANM3ALMM MOpaay 3aCTOMHA ChpaeyHa
HEAOCTATBYHOCT.

Caen npocneassade ¢ MeJHaHa HA NPOAB/DKUTEIHOCT OT 3 FOAXHH, CHTAMIUITTHH HE NOBHILIABA PHCKA
OT OJIEMH HEXKEJIAHH ChbPACYHO-CbAOBH ChOMTHA WUITH PUCKA OT XOCTIHTANH3ALKA TOPAH ChpAeyHa
HeAOCTATbYHOCT, KOraro ce 106ass KbM OOHYAHHUTE rPUXU NPH NaLHEHTH ¢ AHa0eT THN 2 B
cpaBHeHue ¢ 0OHuaiHuTE rpvxku 6e3 cutarnunTud (Tabauua 3).




Tabanua 3: HecToTH HA KOMOHHHPAHH CHPACYHO-CHAOBH PE3YJTATH H HA KJII0Y0BH BTOPHYHH

pe3yJITATH
Cutaranntun 100 ILanebo Koedunuent | p-
mg HA PECKA CTOHHOCT
N (%) | Hecrora N (%) YecroTa (95% CI) ¥
na 100 na 100
NanHenTo- MAUHEHTO-
rofHHu™ roAHHH*
Anaan3 B Intention-to-Treat nony.1anHATa
bpoi nannesTn 7332 7339
IILpBAYHA CHCTABHA 839 4,1 851 4,2 0,98 (0,89— <0,001
KpaHHa TOYKA (11,4) (11,6) 1,08)
(CbpaeuHo-cbAOBA
CMBPT, HEdaTancH
MUOKApPACH HH(APKT,
HedaTaeH HHCYIT WK
XOCMHTATH3ALHA,
nopany HecrabunHa
CTEHOKapaus)
Bropu4yHa cheTasHA 745 3.6 746 3,6 0,99 (0,89 <0,001
KpaHHA TOYKA (10,2) (10,2) 1,10)
(CppaeuHo-cbaA0Ba
CMBPT, HeaTaneH
MUOKapIeH HHPAPKT WK
HedaTaneH UHCYIIT)
Bropnuen pe3yarar
CopaeuHo-cpaoBa cMbpT | 380 1,7 366 1,7 1,03 (0,89- 0,711
(3,2) (5,0) 1,19)
Beakakbs BHA 300 1.4 316 1,5 0,95 (0,81— (0,487
MHOKapeH HHOapKT (4,1) (4,3) 1,11)
(daTaneH u HedataneH)
Bcesakakbe BUA HHCYAT 178 0,8 183 0,9 0,97 (0,79— 0,760
(batanen u Hedartanen) | (2,4) (2,5) 1,19)
XocnuTanuzauusa nopagu | 116 0.5 129 0,6 0,90 (0,70— 0,419
HecTabHITHA (1,6) (1,8) 1,16)
CTeHoKapAus
CMmbpr nopanu BcakakBa | 547 2.5 537 2,3 1,01 (0,90— 0,875
NPUYHHA (7,5) (7,3) 1,14)
XocnuTanu3auuysa,nopaau | 228 1.1 229 1,1 1,00 (0,83— 0,983
Cbhpae4Ha (3,1) (3,1) 1,20)

HEJOCTATBbYHOCT

¥ Yecrorara Ha 100 nauneHroroautu e usuncnesa karo 100 x (obuina 6poii nauveHTH ¢ > | cbbuTHE
O BpEME Ha AONYCTUMHA NEPHOA HA €KCNO3HUMA cnpsMo obiug 6poii maLHeHTOroaMHY Ha

NpocneasBaHE ).

T Bwb3 ocHoBa Ha Moaen Ha Cox, cTpaTuduiMpaH No peruoH. 3a CbCTaBHUTE KPaKHH TOYKM, P-

CTOMHOCTHUTE CHOTBETCTBAT HA TECT 3a HEMHPEPHOPHOCT, ThpCel) Aa NOKaXe, Y€ KOe(HLHUEHTLT Ha
pHCKa € no-Manbk OT 1,3. 3a BCHYKH OPYrH KpaHU TOYKH p-CTOHHOCTHTE CLOTBETCTBAT HA TECT 34

Pa3JILKMTE B KOEPHUHMEHT Ha PUCKa.

1 AHanM3bT Ha XOCNMHUTANH3ALUATA MOPAAH CHPACYHA HEAOCTATHYHOCT € KOPHIHPAH 3a aHaMHe3a 3a
CbpAECYHA HEIOCTATHLYHOCT HAa H3XOJHO HUBO.

[leqnaTpyuHa nonynauus
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neguaTpuyHaTa nonynaums ¢ue 3axaped guaber Tun 2 (BxK. Touka 4.2 3a HHGOpMaALHUA OTHOCHO
ynotpeba B neaAHaTpuaTa).

be3onacHOCTTa M €PUKACHOCTTa Ha A00ABAHETO HA CUTATJIMIITHH NPH NEAHATPHYHH NALHEHTH Ha
Be3pacT OT 10 10 17 roauHu ¢ auabet TMN 2 U HeafeKBaTeH MIMKEMHMUYEH KOHTPOJ H2 METQOPMHH ChC
Uy 6e3 HHCYNIMH € OLIEHEHA B [BE NPOYYBAHHA B NPOAbIKEHHE HA 54 ceamuun. JloGaBaHeTo Ha
CHTArJUMNTHH (TIPHIOXKEH KAaTO CHTANTMNTHH + METHOPMHUH WM CHTAFNMMNTHH + MeTHOPMHH C
yabnukeHo ocsoboxaasane (XR)) € cpaBHeHo ¢ mobaesaHeTo Ha niauedbo KM MeThOPMHH WM
metdopmuH XR.

Hokato npesb3X0ACTBOTO Ha HaMansBaHeTO Ha HbA . € neMOHCTpHpaHO 3a CHTArJIMNTHH +
MeTQOpPMHH / CHTArTUMNTHH + MeTdopmud XR cnpamo MeTdopmuH Ha 20-Ta ceamuua B cOOpHUA
aHAJIK3 Ha T€3HW [ABEe NPOYYBAHMSA, PEYIATATUTE OT OTACTHHTE IPOYUBAHHUA CA HENOCEZOBATENHY.
OcBeH T0Ba, NO-ro/SMa ePUKACHOCT 32 CUTATrNIUNTUH + MeThOpMHUH / cutarnunTuH + Mmerdopmun XR
B CpaBHEHHe ¢ METPOPMUH He e HabnloaasaHa Ha 54-ta ceamuua. CneoBaTenHo
Curarnuntin/Mergopmus ['puHaeke He TpsOBa na ce U3NOI3Ba NPH NEAWATPHYHH MALUEHTH HA
se3pacT oT 10 go 17 roaunun nopaau HeaoctarbyHa e€hUKacHOCT (BXK. TodKa 4.2 3a HHQOpMaLUS
OTHOCHO lieauaTpvyHaTa ynorpeba).

5.2 apMAKOKHHETRYHH CBOHCTBA

Curarnuntui/MerdopmMuH

[IpoyupanusTa 3a OHOEKBHBAJICHTHOCT NPH 34PaBH YHACTHHLIK MOKA3BAT, Y€ CHTATTHIITHH/
MET(POPMHHOB XHAPOXIOPHA KOMOHHUPaHHU TabneTKH ca GUOEKBHBAIIEHTHH HA €AHOBPEMEHHOTO
MPHJICXKEHHWE HAa CUTArNUNTHH docdhaT U MeTPOPMUHOB XHAPOXJOPHI KAaTO OTAENHM TAbNETKH.

Cneanure JaHHU NOKa3BaT GapMAKOKHHETHUYHHTE CBOMCTBA HA OT/JE/THHTE AKTHBHH BELIECTBa Ha
CurtarnunTuH/MerdopmuH ['punaexc.

CdrarnanTuH

Abcopbyun

Cnen nepopaino npwiokenHe Ha go3a 100 mg Ha 3apaBy yyacTHUUM, cHTArAMATHH 6BP30 ce
abcopbupa, ¢ JocTHraHe Ha NHKOBM NJa3MeHHW KoHUeHTpauuu (Mmeanana Tnax ) 1 A0 4 yaca cnen
NMPUIOKEHUETO, CpeaHa miasMeHa AUC Ha cutarnunTuH € 8,52 uMsehr, Cpax € 950 nM. AbcontoTHaTa
OHOHANMYHOCT Ha CUTArNIUNTHH € npubu3uTenHo 87 %. Tbil KaTO NPUEMAaHETO HA CHTATTMITHH
€IHOBPEMEHHO ¢ OOraTra Ha Ma3HMHU XpaHa HE MOB/IHGBA (PaPMaKOKHHETHKATA, CHTArJIMITTHH MOXE Ja
ce Mpuaara cbe win 6e3 xpaHa.

[InasMeHaTta AUC Ha CHTATTIHNTHH Ce MOBKILABA 110 J030-NPONOPLHOHANEH HauuH, J]o3o-
MPONOPHHOHAIHOCT HE € YCTAHOBEHA 32 Crax M Ca4 yaca (Cmax C€ NMOBHLLIABA NOBEYE OT A030-
[IPONOPLIMOHATHO, @ C24 uaca C€ YBEIHUYABA NO-MAJIKO OT A030-NIPONOPLMOHAIIHO).

Paznpecdenenue

CpeanusTt 0beM Ha pasrnpenencHie B CTaLMOHAPHO ChCTOAHHE CNEJl €AHOKPATHA HHTPABEHO3ZHO
npuaoxeHa no3a ot 100 mg curarnunTUH Ha 3apaBu yuyacTHUUM € npubnn3nTenHo 198 nurpa.
OpakuuaTa CUTarMMNTHH, 00PaTUMO CBbP3aHa ¢ TIA3MEHHTE NPOTEHHH, € HHcka (38 %).

buompancgopmayus
CHUTariunTUH ce eIMMHHKPA OCHOBHO HEMPOMEHEH C YpHHaTa, a MeTaConu3MBT € BTOPOCTENEHEH
mbT. [Ipubausurento 79 % ot cUTaArNMNTHH c€ EKCKPETUPA HENPOMEHEH B YPHHATA.

Cnea nepopanna ao3a ['*C] cutarnuntun, npubansutento 16 % oT pagHoaKTHBHOCTTA C€ EKCKPETH
KaTo MeTabontMTH Ha cuTarnunTuH. Ha HHBO cleiu ca ycTaHOBEHU 11ecT MeTabonauTa, KOUTO
OYaKpa JAa NOTNpHHAcAT 3a MnasMeHaTa DPP-4 unxuburopHa aKTMBHOCT Ha CUTaraMnTHH. fn
MPOYYBAHHUATA MOKA3BAT, Y€ OCHOBHHUAT €H3HM, OTTOBOPEH 3a OrPaHUYEHHS META00THIBM
curarnuntiH, € CYP3A4, ¢ yyacruero u Ha CYP2CS. ;




In vifro naHHUTE Noxas3ear, ¥e CUTArnMNTHH He € HHXHOUTOp Ha CYP u3oensumure CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 vnu 2B6, v He e uHaykTop Ha CYP3A4 u CYPI A2,

Enumunupane

Caen npuaokeHHe Ha nepopanua 103a ['*C] cHTarnunTiH Ha 3apaBy YHaCTHULM, NPUOIH3UTENHO
100 % ot npunoxkeHaTa paaHoOaKTHBHOCT ce enuMuHupa ¢ pexannute (13 %) unu ypunara (87 %) oo
elHa CeAMHULIA Cell MPUNIOKEHHETO Ha no3aTa. [IpuBHAHMAT KpaeH ti2 cnea 100 mg nepopanyHa no3a
CHTaraunTHH € NpHbausuTenHo 12,4 yaca. CUTarnUnTHH c€ HATPYNBa CAMO MHHHMAJTHO NPH
MHOrOKpaTHO npunarade. buopeynuar knupbHe € npubnunzurento 350 ml/muH.,

EnuMuHMpaHeTO Ha CUTArIMNTHH CTaBa OCHOBHO upe3 Ob0petiHa eKcKpellua ¥ BKJIKOUBa aKTHBHA
TyOynHa cekpeuusa. CATArTUMNTHH € cy0CcTpaT Ha YOBEIHKH OPraHM4eH aHHOHEH TpaHcnopTep -3
(hOAT-3), koiiTo Mmoxxe 61 yyacTBa B Ob0peuHOTO eENUMHHHUpaHe Ha cHTariunTHH. KinuHnutoTto
3HaueHue Ha hOAT-3 B TpaHcHopTa Ha CHTArMITTHH HE € YCTaHOBEHO. CUTArMNTHH € cyOCTpaT v Ha
p-ITUKONPOTEHH, KOHTO MOXe OU yyacTBa U B MEAUHPAHETO HA OBOPEUHOTO €IMMHHKUpPAHE Ha
CHTArNUNTHH. B CHIIOTO BpeMe UMKNOCNOPHH, €HH P-IIIHKONPOTEUH UHXHOHUTOD, HE HaMallABa
6b6peuHHs KNUpBHC Ha cHTarnunTUH. CutarnuntuH He e cyberpat Ha OCT2 uan OATI unn
PEPT1/2 rpancnoptepure. In vitro cutarnuntuH He notucka OAT3 (1C50=160 uM) unu p-
raukonporenHa (no 250 pM) Meauupadus TpaHCNOPT B TEPANEBTHYHO PENEBAHTHH MIa3MEHU
KoHueHTpauuu. [Ipy KNTHHHYHO NPOYUBAHE CUTAIHNTHH HMA MATLK ePEKT BLPXY MJa3MEHHTE
KOHLUEHTPALIMH Ha AMTOKCHH, KOETO NOKA3Ba, Y€ CUTArTHNTHH MOXKe 1a € cnab nHxuOuTop Ha p-
rTUKONPOTEUH.

Xapaxmepucmuxa npu nayuenmume
(DapMaKOKHHETHKATA Ha CUTAN/TMITTUH € KaTO LAJIO0 CXOHA NPH 3APABH Y4AaCTHULIU M NMALKEHTH C
auadet Tvn 2.

Bvbpeuno yepeocoarne

[IpoBeneHo e OTBOPEHO NPOYyYBAHE NMPH €AHOKPATHO MPHIOKEHHE 33 OLIEHKa Ha PapMaKOKHHETUKATA
Ha HamaJseHa fo3a cutarnunTyH (50 mg) npy NauMEHTH C paziMyHa CTefeH Ha XPOHHUHO 6BLOpedHo
YBPEXKAAHE B CPABHEHHE ChC 30paBHU KOHTponu. [IpoyusaHero BKIKOYRA NALUMEHTH ¢ 6BOpeUHO
YBPEKAAHE B JIEKa, YMEPEHa HJIH TeXKa CTeNeH, KakTo U nauueHTH ¢ ESRD Ha xemoauanusa. OcseH
TOBa, epeKTUTE Ha 6BOpeuHo yBpexnare Bbpxy dapMakOKHWHETUKATA HA CUTATJIUITTHH MPH MAaLKEHTH
¢ avaber Tvn 2 ¥ 6u0peyHO yBpexaaHe B eka, ymepeHa Uy Texka crened (BrmounrenHo ESRD), ca
OUEHEHH Ype3 NOIMyJALMOHHHN (PapMaKOKHHETHYHH aHAJIM3H.

B cpaBHeHHe CbC 34paBU KOHTPOJIH, nnasmMenata AUC Ha CHTarnMnTUH ce NoBHiNAaBa NpUbIHIUTENHO
1,2 nbTH npu nauuedTy ¢ O0pedHo yepexaane B neka crened (GFR > 60 g0 <90 ml/Mun) u
CbOTBeTHO |,6 NbTH NpH NauneHTy ¢ 6L0peuHo yepekaaHe B ymepeHa cteneH (GFR > 45 no < 60
ml/MuH). Thi kaTO pa3MepbT Ha NOBHILEHUETO HE € KIIMHHYHO 3HAYHM, HE CE HANATAa KOPHTHPAHE Ha
103aTa NPy TE3H NALUMEHTH.

[Inazmenata AUC Ha cUTarUnTHH Ce NoBHUIaBa NpUbAH3UTENHO 2 MbTH MPH NALKEHTH ¢ OBOpeuHo
yBpexaaHe B ymepeHa ctened (GFR > 30 no <45 ml/mui) v npubauzutenHo 4 nbTy Npy NauMeHTH ¢
6BOpeuHo yBpexxnate B Texxka creneH (GFR < 30 ml/mun), Bkmrountenno naunedtn ¢ ESRD Ha
xemoaHann3a. CUTarIMNTHH ce OTCTpaHABa yMepeHO npu xeMmoauvanusa (13,5 % 3a 3- no 4-uacosa
X€MOIHaNnn3{a cecus, 3ano4Baila 4 yaca cliesl NPUIoKEHHUETO).

Yeprnoopobro yapescoare

He € HeoOxonMMa KOpeKLMA Ha A03aTa CUTATTMITTHH MPY NALKUEHTH C JIEKO WIH YMEPEHO
yepHoApoOHO yBpexaaHe (cxop no Child-Pugh <9). Hama kinMHH4EeH ONUT NpH NALIMEHTH € TEXKO
yepHoApobHo yBpexaaHe (ckop no Child-Pugh > 9). B cbiioTo BpeMe, Thii KATO CHTATTHITTHH ce
eIMMHHKPA OCHOBHO Upe3 ObOpeLnTe, He Ce 0YaKBa TEKKOTO YePHOAPOOHO YBpeXXaaHe a fo
BbPXY (PapMaKOKMHETHKATA HA CUTArJIUIITHH.




HHayuenmu 6 cmapuecka ev3pacm

He ce Hanara kopexuusi Ha fo3aTta B 3aBUCHMOCT OT Bb3pactTa. Bb3 oCHOBa Ha nonyjaudoHeH
¢hapMaKOKMHETHYEH aHAJIM3 Ha faHHM oT Pa3a I u Pa3a 11, Bb3pacTTa He 0OKa3Ba KNMHUHHO 3HAUYHM
edekT BbPXY PapMaKOKUHETUKATA HA CHTArIMATHH. Y4aCTHHLHTE B cTapuecka Bb3pacT (65 no 80
rOAMHHK) UMAT NpHONK3UTENHO 19 Y% NO-BUCOKK NNa3MEHW KOHUEHTPALMH Ha CUTArJTMITTHH B
CPaBHEHHUE ¢ MO-MJIaAH YUYACTHHILH.

Heouampuuna nonyrayus

MapMakOKHHETHKaTa Ha cHTaraunTvH (earHu4uHa no3a ot 50 mg, 100 mg wau 200 mg) e nacnensana
NpyY negyMaTpMyuHy naurdeHTd (Ha Buapact ot 10 no 17 roanHn) ¢ guaber Tun 2. I'lpy Tazu nomynauus
kopurupanarta c aosara AUC va curarnunTud B nnasMara € 6una npubnnsurento 18 % no-Hucka B
CPaBHEHHE C Bb3paCTHH NaLUWeHTH ¢ Auabet tvn 2 3a no3a ot 100 mg. He ca nposexaaHu
NPOYUYBaHUA CbC CUTAITHNTHH TNPYU NMEAHATPHYHY NALUECHTH Ha BB3PACT < 10 roayHu.

Lpyeu xapaxmepucmuxu na nayuenmume

He ce nanara xopekuus Ha fo3arta B 3aBHCHMOCT OT 1101, paca WM HHAEKC Ha TesiecHa Maca (BMI).
Te3n XxapakTepHCTHKH HAMAT KIMHUYHO 3HA4YMM eeKT BLPpXY (PapMaKOKWHETHKATa Ha CUTarMINTHH
criopea KOMOMHMpaHUs aHany3 Ha PapMaKOKHHETHUYHHTE AaHHK oT @a3a | n nonynaudoHeH
dapMaKoKHMHETHUYEH aHanK3 Ha naHHM ot Paza | u daza ll.

MetdhopMHUH
Abcopbyun

Cnen nepopanHa n03a MeTQopMHH, Trax ce nocTura ao 2,5 yaca. AGCon0THaTa OHOHANHYHOCT Ha
rabnerka merdopmun 500 mg e npubnunzurento 5S0-60 % npu 3apasu yyacTHuuK. Cnea nepopaiHa
n03a, HeabcopOvpanara gpakuus, OTKpHUTa BbB (hexanuute, e 20-30 %.

Cnen nepopasieH npuem, abcopbuusTa Ha METHOPMHH € HacHIaLLA Ce W HermbaHa. CMATA ce, ue
(papmakokHHeTHKaTa Ha abcopbumara Ha MeThopMHH e Henuneiina. Tlpy oGuuaiinn 1031 MeThOpMHH
¥ JO30BH CXE€MM, NJIA3MEHHTE KOHLUEHTPALMH MPU CTALIKOHAPHO CbCTOSHUE CE& JOCTHTAT B PAMKHTE Ha
24-48 yaca v KaTo Ao ca no-Manko ot 1 pug/ml. [pu KOHTpoOAHpaHU KIUHWUHU H3MTUTBAHMUY,
MaKCHMA/THHUTE J1a3MEHH HUBA Ha METPOPMHH (Crmax ) HE NpeBUIIABAT 5 pg/ml, nopu npw
MAKCHMAaIHH JO3H.

XpaHaTa HaMansABa CTeneHTa M cnabo 3abapa adbcopbumara Ha meThopmuH. Ches NPpUNoKEHHE Ha
no3a ot 850 mg, ce nabmonasa 40 % no-HKcKa NMHKOBA MJ1a3MEHA KOHUEHTpaLUHA, 25 % HamaleHue Ha

AUC n ynbmkaBaHe ¢ 35 MMHYTH Ha BpEMETO /10 JOCTUraHe Ha MUKOBA /1a3MEHA KOHLIEHTPALIMA.
KnunnyHaTa 3HAUMMOCT HE € H3BECTHA.

Pasznpedenenue

CBbp3BaHETO ¢ NJIa3MEHNWTE NMPOTEHHU € He3HauuTeTHo. MeTdopMuH ce pasnpeaens B epUTPOLIHTHTE,
KpBBHHAT MUK € NO-HUCHK OT MIa3MEHHUA MUK Y ce NoABSIBa NPUOIH3HTENHO MO CLUIOTO BpEME,
HepBeHHUTE KPbBHH KNE€TKY Hal-BEPOATHO NMPEeACTARAABAT BTOPUHYEH KOMNAPTHMEHT Ha
pasnpeneneHue. CpeaHusat Vd Bapupa Mexay 63 — 276 1.

buompancghopmayun
MeTdopMmuH ce exckpeTupa HenpomeHeH B ypuHara. [Ipu xopara He ca ycTaHOBEHU METaBOoNUTH.

Enumunupane
bpOpeuHnaT k1MpbHC Ha MeTdopMHUH € > 400 ml/mMuH, KOeTO nokasea, ue METHOPMHUH ce ENTUMUHHUPA
upe3 riaoMepynHa punTpauna H TyGynHa cexpeuuns. Cnea nepopanHa A03a, NPUBHAHHUAT TEPMHHANIEH
CIMMUHAUMOHEH NOJTYKUBOT € npubausuTento 6,5 h. Koraro 6n6peunaTta dyHkuus e yBpeneha,

ObOpeunns KIMpbHC ce HamansBa B CbOTBETCTBHE ¢ TO3H HA KPEATHHHHA M CIEA0BATENHO

CIIMMHHALHOHHHAT NOJNIY>XHUBOT Ce YAb/DKaBa, KOSCTO BOAH A0 {TOBHLIEHU HYBA HA MBT[I)GPMHH B
rnnaimara. |
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5.3 IlpeikKNHHHYHH NaHHH 32 0€30NACHOCT
He ca nposexnanu npoyvsaHus ¢ xuBoTHU ¢ Cutarnuntud/Merdopmun ['punaexc.

IIpu 16-ceaMUYHU NPOYUBAHM, B KOMTO KYYETa Ca TPETUPAHU WIH C METQOPMHH CAMOCTORTENTHO,
MU ¢ KOMOHHALKA OT MeTQOPMUH M CUTAIJIHITHH, HE € HADII0aBaHA AOMBAHNATENHA TOKCUYHOCT OT
koMOnHauuaTa. NOEL B Te3n npoyuBaHua ce HabMtO1aBa NPH €KCNO3UUNA HA CHUTArJIUNMTHH
ApUONH3IUTENHO 6 MHTH NO-BUCOKA OT Ta3W NPH XOPa H MPH EKCITO3ULHA Ha MET(HOPMHH
NPUOMUIHMTENHO 2,5 MBTH NO-BHCOKA OT Ta3H MPH XOpa.

CneaHuTe JaHHU ¢a YCTAHOBCHH [IPH NMPOYYHBAHHA, [TPOBCICHH CHC CHTAITHIITHH HITH ME!TCIJDPMHH
CAMOCTOATCIIHO,

CUTarnunTHH

bvOpeuna v yepHoaApoOHA TOKCHYHOCT ce HabnioaaBa MpH rpyu3adur nNpu CTOKHOCTH HA CUCTEMHA
eKCNo3uLMA 58 MbTH NO-BUCOKY OT HUBOTO Ha EKCIIO3MIIMATA NMPH XOPa, @ HUBOTO 0e3 edeKT ¢
onpeaeseHo Ha 19 NbTH No-BUCOKO OT TOBA NpPH X0pa. AHOMAJIMK Ha pPe3UMTE ce HAObMOAaBaT Npy
IIbXOBE NPU HHUBA HA eKCNnO3uLMa 67 NbTH NO-BHCOKK OT HUBOTO HA KIUHWUYHA €KCO3HLHA; HUBOTO,
Oe3 edexr npu Ta3nW Haxoaka € 58 MbTH NO-BUCOKO, CHIACHO pesynTtarute oT |4-ceaAMUYHO
MPOYUYBAaHE MPH MITbXOBE. 3HAUEHUETO Ha Te3n (PaKTH MPHU XOpa HE € U3BECTHO. TPpaH3UTOpPHH,
CBbP3aHH C JICUEHUETO PUIHYECKHU MPOABH, HAKOH OT KOUTO NPEANOJAaraT HaTHYHETO Ha
HEBPOJIOrHYHA TOKCHYHOCT, KaTO AULLIAHE ¢ OTBOPEHA YCTa, CallTMBaUMs, EMe3UC Ha Os1a nsaHa,
aTaKCHA, TPENepeHe, HaMalleHa AKTUBHOCT W/KWiHM M3rbpbeHa nosza, ce Habnwoaasar Npy Kydera npu
HWBA HA €KCMO3HULIMA NPHOJIHIUTENHO 23 MTBETH NO-BUCOKH OT HUBOTO HA KITHHHUYHA €KCNO3ULIMA.
OcBeH TOBa, MHOTQ JIEKA 10 JIEKA KOCTHO-MYCKYAHA AereHepaius ¢e Had/MoaaBa ¥ XHCTONOTHYHO NpH
J03H, NaBald HUBA HA CHCTEMHA €KCNO3ULHA NPUONUIUTENHO 23 MBbTH 110-BUCOKH OT HUBOTO HA
eKkcro3numsa npu xopa. [Ipu Te3u pesyaratu, HUBOTO 6€3 €PEKT € NPHU EKCNO3HLMS 6-KPaTHO No-
BUCOKA OT HXUBOTO HA KJIMHHYHA EKCTIQ3ULIUS.

CHTarIMNTHH HE NOKa38a N'EHOTOKCUYHOCT B X014 HA NPEAKIUHUYHN NpoyuBaHUA. CUTArTUNTHH He €
KaHLEpOreHeH Npu MHLIIKH. [Ipy nnbxoBe MMa NOBHULIEHA Y€CTOTA Ha YEPHOAPOOHH AAEHOMH U
KapLUMHOMHM MPH HHUBA Ha CHCTEMHA EKCNIO3ULIMA 58 MBTH NO-BUCOKM OT TE3U NpH Xopa. Tsil Kato €
YCTAHOBEHO, Y€ XENMATOTOKCHYHOCTTA KOPENHpa C HHAYUHUPAHETO Ha YepHOApoOHa HEonna3ua npu
IUTbXOBE, TA3H NMOBHULICHA YECTOTA HA YepHOAPOOHH TYMOPH NPH NUTbXOBETE € BEPOATHO BTOPHYHA,
BCJICACTBUE Ha XPOHUYHA XENATOTOKCHYHOCT NPH Ta3u BUCOKA 1034. [lopaau BUCOKATA rpaHHLA Ha
6ezonacHocT (19-MbTH 1MO-BHCOKA MPU TOBA HHUBO 0€3 €(EKT), Te3H HEOMIACTHHHN NPOMEHH HE Ce
CUMTAT pe/IeBAHTHH 3a XOpa.

He ca HabnioRaBaHHu CBbP3aHH € IEUECHHUETO ePEKTU BBPXY DEPTUAMTETA NPU MBXKKH U JKEHCKH
[TbXOBE, MONYUUIIH CUTATTIMNTHH NPEean U NO BpeMe Ha YUPTOCBAHE.

[Tpu npoyuBaHe BLpPXY Npe-/NOCTHATATHOTO Pa3BUTHE HA UIbXOBE CUTArNMNTHH HE NMOKA3Ba
HEXENAHH PEaKLUH.

ITpoyuBaHnsTa BbpXY pENpPOAYKTHBHATA TOKCHYHOCT NOKAa3BaT HAJTHYUETO HAa CBbP3aHA C JICHYEHHETO,
JIEKO YBENHUYEHA YeCcTOTa Ha Mandopmalni Ha pedpa Ha QeTyca (JIMNCBALK, XUNOINACTHYHY W
niasawlyd pebpa) npyu NOKOAEBHETO HA MJIBXOBE NPU HUBA Ha CHCTEMHA €KCNIO3ULUA NnoBeye OT 29
MbTH MO-BUCOKH OT TE3M NPH Xopa. TOKCUUHOCT Ha MaiikaTa ce Habnroaasa npy 3aWLM MPH HKXBA
noBeye ot 29 mbTH NO-BUCOKHM OT HUBATA HA €KCNO3WLUMSA NpH xopa. [lopagu BucokaTa rpaHuua Ha
6e30nacHOCT, Te3W PaKTH HE NMPEANONararT CbLECTBYBAHETO HA CbOTBETEH PUCK 3a
pPENPOAYKTHBHOCTTA NPH Xopa. CHTATNIMNTHH CE CEKPETHPA B 3HAYHMH KOJUYECTBA B MAAKOTO Ha
NaKTHpallK [UIbXoBe (OTHOLEeHHe Kbpma/nnazma: 4:1).

MetrdopMUH

[IpeaxnuHuuHUATE AaHHM 32 METQOPMHH He pa3kpuBaT ocobeH pUCK 3a xopara Ha Oazara ”‘r/ - .,;-:_ |
KOHBEHLIMOHAJIHHU (P apMaKONOrHYHH NPOYUYBaHHUA 32 6€30MaCHOCT, TOKCUHHOCT MPH MHO Kpa#uo MY T
[pUIaraHie, reHOTOKCUYHOCT, KAPLIMHOMEHEH NMOTEHLIHAN, penpoayKTUBHA TOKCHHMHOCT. LA




6. OPAPMALIIEBTHYHHU JAHHH
6.1 CnoEchbKk HA NIOMOLIHHTE BeIlecTBA

Anpo na Tabnerkara:
[loruaon

Harpuer naypuncyngar
MukpokpHucTaiHa Lemynosa
Hatpues creapun pymapar

dunmoBo nokpuTHue Ha Tabsaerkara:
30 mg/850 mg mabaemxu:
Cbnoaumep Ha NONU({BUHWIOB afKOXO0J), NpHcaaeH Bbpxy Makporon (E1209)
Tank (E553b)
Turanos auokeua (E171)
[ 'nuuepon monokanpunokanpart (E471)
[Tonu(Buuunor ankoxon) (E1203)
XKt xeneseH okcua (E172)
UepreH xenezeH okeua (E172)
50 mg/1000 mg mabremxu:
CobnonuMep Ha MOJU{BHHWIOB AIKOXON), NpUcaaeH BbpXxy Makporosn (E1209)
Tank (E553b)
TutanoB anokeua (E171)
[ 'nuuepon moHokanpunokanpart (E471)
[Noau(Buumnos ankoxon) (E1203)
UepeeH xenelen okcua (E172)
KAt xenesed oxcua (E172)
Yepen xenesen okeua (E172)

6.2 HechBMECTHMOCTH

Henpunoxxumo,

6.3 Cpok Ha roanocrt

2 TOAHHH.

6.4 CoenuanHH yc10BHS HA ChbXpPAHEHHE

To3u nekapcTBeH NPOAYKT HE H3UCKBA CNEUWAIHH YCIOBHA 3a ChbXpaHEHHE,
6.5 Bnan cpabpkaHHE HA ONIAKOBKATA

PVC/PVAC//Alu 6anctepy, chABLPxKatum 28, 56, 98 drunMupaHu TabreTku UM MHOFOL030Ba ONAKOBKA,
chARpxawa 196 (2 onakoBkH no 98) punMupanu Tabnerkm .

He BcHukM BHAOBE ONMakOBKH MOrart Ja ObJar NYCHATH Ha Na3dp4.

6.6 Choeunajiud npeNa3HH MEPKH NMPH H3XBbPJAAHE

B CHOTBCTCTBUC C MCCTHHUTC U3UCKBAHHA.




7. IIPUTEXATEJI HA PAZPEIIEHUETO 3A YIIOTPEBA

AS GRINDEKS.
Krustpils tela 53

Riga, LV-1057

JlaTBus

Tenedon: +371 67083205

Paxc: +371 67083505
E-mail: grindeks@grindeks.com
8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
Per. Ne 20220106
Ne 20220105
9. JATA HA ITBPBO PA3ZPEHIABAHE/TIOJHOBABAHE HA PA3ZPEIIEHHUETO 3A
YIHOTPEBA

Hata Ha mupeo paspeluaBane: 24.03.2022

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

03/2025




