[NPUJIOKEHHUE 1
KPATKA XAPAKTEPUCTUKA HA IMTPOAYKTA



1. UME HA JIEKAPCTBEHUA IMTPOAYKT

MUDOMET 50 mg/850 mg ¢puamupanu TadneTku
MIFOMET 50 mg/850 mg film-coated tablets

2.  KAYECTBEH M KOJIMMECTBEH CbCTAB PAPPL IR

Besika TabneTka cbabpika CUTArJIMNTUHHOB XHAPOXJIOPH/1. eKBUBaNeHTeH Ha 50 mg cUTarunTHuH
(sitagliptin) u 850 mg metopmunor xuapoxsiopua (metformin hydrochloride).- 6 ¢ £ 1Y / 10 -05- 2025

3a MbJIHUSA CMTHUCHK HA MOMOLIHHUTE BELLEeCTBa BUAKTE TOUKa 6.1,

3. JIJEKAPCTBEHA ®OPMA
duamupana Tadnerka (tadbnerka).

Po3oBa npoabwnrosata ¢punmupana tadbnerka ¢ pazmepu 20,2 mm x 9,9 mm ¢ penedHo o3Hauenune “L50"
OT €/1HaTa CTpaHa W rjaaka oT apyrarta cTpaHa.

4. KJUMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHS
[Ipu BB3pacTHH NALMEHTH CbC 3axapeH auadeT Tun 2:

MHUDOMET e nokasaH KaTo A0NMNBAHEHHE KbM AHETA U YIPAKHEHHA 3a 1M0100psABaHE HA MTTHKEMHUYHMS
KOHTPOJI MPH MALUKEHTH, NTPH KOUTO HE € MOCTUIHAT 3a10BOJIMTE/IEH KOHTPOJI ¢ MAKCHMAJTHATA
MOHOCHMA 3a TAX /1032 MET(POPMUH CAMOCTOATETHO WM KOUTO Beue Ce JIEKYBaT ¢ KOMOMHALMs OT
CUTArJIMNTHH U MEeT(OPMHUH.

MHUDOMET e nokazaH B KoMOHHaAUMSA CbC CYAPOHUAYped (T.€. TPOHHO KOMOHHHUPAHO JISHYEHHE) KaTo
JOIMTBbJIHEHHUE KbM JHETA U YIIPAKHEHHS MPH NALUMEHTH, NPH KOUTO HE € NMOCTUTHAT 3a/10BOJIUTENECH
KOHTPOJ/1 ¢ MAKCHMAJIHATA MOHOCKMMA 3a TAX /103a MeT(POPMHUH U cya(OHUTYpes.

MHUDOMET e nokaszan kKato TPOHHO KOMOMHHPAHO JICHEHHE C MEPOKCU3OMEH 1posiMdepaTop-aKTHBUPAH
peuenTop rama (peroxisome proliferator-activated receptor — gamma, PPARY) aronucT (T.¢.
THA30JIMAMHAWOH) KaTO JIOIMb/IHEHUE KbM JAHETA U YIIPAKHEHHUS NPH NALMEHTH, NMPU KOUTO HE € MOCTHUIHAT
3a10BOJIMTEJIEH KOHTPOJI € MAKCUMa/IHATa NMOHOCUMA 3a TX J103a MeTdhopmuH U PPARY aronucr.

MHUDOMET cbiuo e nokasan kato 100aBKa KbM HHCYJIMH (T.€. TPOHHO KOMOMHHPAHO JI€UEHHE) KATO
JOMBJHEHHE KbM JIHETATA H YNIPAKHEHUATA 3a NOA00PABAHE HA INTUKEMHYHHUS KOHTPO. MpH
MALHEHTH, KOraTo nocTOAHHATA /103a HA HHCYJIHH U MET(POPMHH CAMOCTOATETHO HE OCUTYPSIBa
a/1eKBATEH ITMKEMHYEH KOHTPO.I.

4.2  Jlo3MpOBKAa H HAYMHH HA NPH.I0KEHHE

Jlo3upoBka
Jo3nposkara Ha aHTUXHNEPriIHKeMHUYHOTO JieyeHne ¢ MUMOMET Ttpabea na 0bae pHAHBRTY
Ha 0a3aTta Ha HACTOSLLLMA PEKUM HA NaLMeHTa. ePeKTHBHOCTTA U TDJEpﬂHTHﬂCT}d?’W&: mwup
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Bwipacnmuu ¢ nopmaria ovopeuna pynuxuus (GFR 2 90 mil/min)

Ip¥ nauMeHTH, MPH KOWTO HE € NOCTUIHAT 3aA0BOAUTENCH KOHTPOI ¢ MAKCUMANHATA NOHOCUMA 1033
MET(OPMUH KATO MOHOTEpANUA

[Tpn nauneHTH. NPU KOUTO HE € NOCTUFHAT 3a10BONIUTENIEH KOHTPOS ¢ MET(HOPMHH CAMOCTOATEHO,
oOMyaitHaTa HavanHa 103a Tpa0Ba 1a 10CTaBU 103a CUTArIUNTHH B 103a 50 mg aABa NbTH AHEBHO
(100 mg obwa AHeBHa 103a) NAOC A03aTa METPOPMHH, KOATO BEYE € NPHEMaHA.

[Ipy nauHEHTH, KOUTO NPEMUHABAT OT €1HOBPEMEHHO NPHAATraHE HA CHTATAHITTHH U METHOPMUH
[IpH MaUHEHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO NPUIAraHe Ha CUTAFIMITTHH U MET(OPMHH,
MHUDGOMET TpadBa na ce 3anoute ¢ 103aTa CUTArMMNTAH U METGOPMHH, KOATO BEYE €
NpUeMaHa.

[Ip¥ naudeHTH, NPU KOMTO HE € NOCTUTHAT 33J0BOJNTENEH KOHTPOA ¢ ABOHHO KOMOUHUPAHO NIEUYEHHE
¢ MAKCUMANHATA NOHOCUMA 1033 MeT(HOPMHH U cyndoHuaypes

Jlozata TpabBa na N0CTAaBH CHTArMMNTHH B 103a 50 mg nea nbTh AHeBHO (100 mg obwa nHeBHa 103a)
1 107338 MeT(POPMHH, N0A00HA Ha A03aTa, KOATO Beue e npuemana. Korato MUBGOMETce uinonsea B
koMOuHauuMa cbe cyapoHUNypes, MOXKE Aa Ce HATOXKH ynoTpebaTa Ha No-HUCKa 103a cyndoHunypes,
3@ 1@ C€ HAMATU PUCKBT OT XUNOTAHKEMHASR (B, TOUKa 4.4).

[Ipu NaLHEHTU, NPH KOUTO HE € MOCTUIHAT 33A0BONMTEACH KOHTPO ¢ NBOHHO KOMOUHUPAHO NEUCHUE
C MaKCHMaHATa NOHOCHMA 1033 METPOpPMUH U PPAR y aroHucT
Hozata TpabBa aa nocrasu cutarnMnTyud B 103a 50 mg aga nvTu AHeBHO (100 mg obwa nHeBHaA 103a)
M 1032 MET(OPMUH, NoaoOHa Ha a03aTa, KOATO BeU€ € NpHUeMaHa.

[1py nauUMEHTH, NPH KOUTO HE € NOCTUMHAT 3aT0BOJIMTENEH KOHTPON C ABOHHO KOMOWHUPAHO IeYeHHe
C HHCYAHH YU MAKCHMMANHATA NOHOCHMA 1034 MET(HOPMUH

Hosarta TpabBa Aa A10CTaBH CUTACNUNTHH B A03a 50 mg a8a nbTH aHeBHo (100 mg obuia AHeBHa 1073a)
M 1033 MET(POPMUH, NOA00HA HA 103aTa, KoaTo Beue € npueMana. Korato MUDOMET ce m3noassa B
KOMOMHALHUA C MHCYJIMH, HUCKATa 1032 UHCYJIHH MOXeE J1a € Heo0X0aAMMa 3a peayurpaHe Ha PUCKa OT

XUNoravukeMus (BX. Touka 4.4),

3a paznuuyuuTe 1034 MeThopmud, MUOOMET ce npeanara B koHueHTpauus no 50 mg CUTarIMNTHH K
850 mg methopMuHoB XHapoxaopua Ui 1 000 mg meTpopMHUHOB XHAPOXJIOPHA.

Bcuuky nauveHTH TpaOBa Aa Npoab/HKAT NpenopbyaHaTa UM AMeTa C aJeKBaTHO pa3npeacneHue Ha
npUeMa Ha BLrIeXHapaTH Npes AeHA.

CrneunanHy nonyaauuu

bvopeuno yepexcoare

He ce Hasara KOpekuns Ha 103aTa Npy NALMEHTH ¢ AeKo 610peuHo yBpexaaHe (CKOpOCT Ha
rnoMepyaHa puntpaumns [GFR] > 60 ml/min). Ilpean 3ano4sane Ha neueHne ¢ NPoayKTH,
CbAbPKALLK METPOPMHUH, TpadBa aa ce Hanpaeu oileHka Ha GFR cTolHocTHTE, a Cnea ToBa - noHe
BEAHBX roAULIHO. [1pH MaUKMEHTH ¢ MOBHILEH PUCK OT NMO-HATATBLLUIHO NporpecHpaHe Ha ObOPeUHO
YBPEX/aHE U NPH NALMEHTH B CTapyecka Bb3pact TpadBa No-4eCcTo Aa ce NpaBy OLEHKA Ha
ObOpeunaTa pyHKLUUA, HANPUMEP HA BCEKH 3-6 Meceua.

3a NpeIno4MTaHE € MaKCUMATHATA AHEeBHA N03a MeTGOPMHH da Obae pa3neneHa Ha 2-3 AHEBHHU 103M.
@axkTOpHU. KOUTO MOTAT A4 YBENHUYAT PUCKA OT NIaKTaTHA aun03a (BxkK. Touka 4.4). tpabea aa 6baat
npepa3rneaaHy, npeay 1a ce 0OMUCIIH 3anoyYBaHEeTO Ha JIEHEHHE ¢ MET(OPMHH NPH NALMUEHTH C

GFR< 60 ml/min.
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CHIALANOTHH

6()-89

Marcusicinaina onesna 0o3a ¢

3 000 myg.

Moorce oa ce oOMuc T ROMUICUBUNC
HQ O03Nd 666 GPBIKA ¢
HUMATABAHEING HA OBOPEHHANI
dyuryus.

Marcunverniaama oneenct 0oz e 100
mgr.

43-39

Marcuniamana onesna 0osda ¢

2 000 mg.

Hauaaiamea 003a e Hall-MHO0
HOTOBUNAMU ON MUKCUMLTHAMU 003

Marcuvamame onesna ooza e 100
me.

30-44

Marciviainama onesna 0os3a ¢

[ 000 mg.

Havuainamea oosza e nati-vinoco
NOTOBHHANIU O MAKCUMATHARIA 003 (.

Muarcuniccinama oneara 0oz e 50
me.

Memdpopyun e npomugonoxazan.

Marcuviccinania oneena 0oia €
23 mg

Yeproopoono yvepexcoane
MHUP®OMET He TpabBa 1a ce M3M0A3Ba [IPH NALMEHTH C YEPHOAPOOHO yBpeXTaHe (BXkK. TouKa 5.2).

Cmapyecka év3pacm
oA KaTo METQOPMHH M CHTATTMNITHH Ce eKcKpeThpar upes Ob6peunte, MUGOMET Tpsbea aa ce

M3MoN3sa C MOBULICHO BHUMAaHHE NPH HANpeBaHe Ha Bb3pacTTa. HeoGxonumMo e MOHHTOpHpaHe Ha
6nOpeunarta ¢yHKUMS, 32 1a C€ NOANOMOTrHE MpeINa3BaHETO OT CBbP3aHaATa ¢ MET(OPMMH NAKTATHA

alUHN03a. HaH-BEYE B CTApPUECKa BB3PAcT (BXK. TOUKH 4.3 n 4.4).

Heouampuuna nomvaijus
MHUP®OMET ne TpabBa na ce v3non3ea npu A€lia 4 ©OHOLWH HA BbipacT oT 10 0o 17 roauHu nopaiu
HEeROCTaThYHA epuKacHOCT. HanMuHHUTe NoHACTORLLEM AaHHKW ca onucaHU B Toukn 4.8, 5.1 u 5.2.
MHU®DOMET He e npoyusaH npu neaMaTpU4HHK NAaLHEHTH Ha Bb3pacT noa 10 roauHu.

HauuH Ha NpUI0KEHHE

MH®OOMET Tpadsa na ce npuema aBa MbTH AHEBHO € XPaHA 33 HAMANABAHE HA HEXENAHMTE PEakLUUH OT

CTpaHa Ha CTOMAIUHO-YPEBHHUSA TPaKT. CBLP3aHH ¢ MET(HOPMHH.

4.3

IIpoTuBOonmOKa3ZaAHMNA

MHUDOMET e npoTHBOnoKkasaH npu NauMeHTH Cbe:

CEPBbXHYBCTBUTCIHOCT KbM AKTUBHHUTE BELLECTBA HAH KBbM HAKOE OT NOMOULHUTE BCUICCTRBA,

H30poeHu B Touka 6.1 (BX. Touku 4.4 u 4.8);

BCEKH THM OCTpa MeTabONMTHA auu103a (KaTo NaKTaTHa auna03a, AMadeTHa KeToauna03a);

AMabeTHa NpeKoma;

Texka Ob0peyna HegoctaTbuHOCT (GFR < 30 ml/min) (Bxk. Touka 4.4):
OCTPH CBCTOAHHA C BB3MOXKHOCT Ja U3MEHAT 6bOpeuHarta dhyHKuMs KaTo:

- Jexuaparaums,
- TEXKH HH(PECKUHH,
- LUOK,

- BbTPECHAOBO NPHIOKEHHE HA HOAWPAHMA KOHTPACTHH BELUECTBA (BX. TOUKA 4.6

- CKOpOLLEeH MHOKapAaeH nHdapkrT,
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- WOK;
- 4EePHOAPOOHO yBpekKaaHe,
- OCTPa AIKOXOIHA HHTOKCHKALMA, ATKOXOAHUIBM;
- KbpMEHE.

4.4 Crneunaanu npeaynpeXaeHHS H NpeANA3HH MePKH NPH yNnoTpeda

Obwin
MHO®OMET He Tpsabea 1a ce u3non3Ba npy nauyeHTy ¢ adadet TN | W He TpaOBA fa ¢M W3NO0JI3BA 34
NeYeHUe Ha NMadeTHA KeToauuraosa.

OcTbp NaHKpeaTHT

Ynotpedata Ha DPP-4 nHxuburopm e cBbp3aHa ¢ puck OT pa3BUTHE HA OCTbD NAHKPEATHT.

[TaunenTuTe TpadBa na OLAAT MHPOPMUPAHK 3a XaAPAKTEPHUA CUMITTOM Ha OCTbP MAHKPEATHT:
NepcUcTHpaLla. MHOrO CHIIHA KopeMHa Donka. Criea npekparaBaHe Ha CUTArNKUNTHH ce Hadmoaasa
OTIIYMsABAHE HAa MaHKpeaTHTa (Cbe WK 0€3 NoAAbPXKALLO JICHEHHUE ), HO B MHOTO PEAKH CAyuaH €
CHOOLLABAHO 32 HEKPOTH3UPALL MIIKM XEMOPArM4€H NAHKPEaTUT W/ UK CMBPT. AKO HMA CbMHEHHA 33
MaHKpeaTUT, TpaOBa aa ce npekpaTty npuema Ha MUDOMET n apyru noteHunanHo noao3Mpanm
JIEKapCTBEHH NPOAYKTH, aKO €€ NOTBbPAH OCThp NaHkpeaTHT. ripueMsT Ha MUDOMET He tpabea na ce
Bb300HOBABA. HeoOX0AMMO € NOBHILIEHO BHUMaHHE NMPH NAUMEHTH C aHAMHE3a 32 NAHKPEATHT.

JlakTaTHa ayna03a
JlakTaTHaTa aunu103a. MHOTO PAIKO, HO CEPHO3HO META00JUTHO YCJQXHEHHUE, HAH-4ECTO HACThLMNBA

MpU OCTPO BJOLUABAHE Ha ObOpeuHaTa QyHKUMA, KapaHO-peCTUPATOPHO 3a0051BAHE WM CENCUC.
HaTpynsaneTo Ha MeTGHOPMUH HAaCTBNBA MPH OCTPO BAOLWABaHE Ha ObOpeunara GpyHKuMA U
yBEJIMYABA PUCKA OT NIAKTaTHA alKN1034a.

B cnyuai Ha nexuapataums (TexKo nospbliladHe, ARapus, TPECka UM HaMalleH NMPHEM HA TEUHOCTH)
TpAOBa BPEMEHHO 1A C€ CIIpe NMPHEMBT Ha METHOPMUH H € NPEAOPBUHTENIHO Aa Ce YCTAHOBH BPb3Ka C
MEAWLIHHCKH CTIELIHAIHCT.

[IpreMBT Ha NEKaPCTBEHHU NPOAYKTH, KOUTO MOraT OCTPO Aa yBpeasaT ObOpeuHata yHkuua (kaTo
aHTHXHNePTEeH3UBHHU cpeacTaa, Auypetiud v HCIIBC) Tpabsa aa ce 3anoyHe ¢ noBUUIEHO BHUMAaHUWE
NpH NAUHEHTH, NEKYBAHH ¢ METPOpMHH. [pyru pHckoBH (PaKTOPH 3a NakTaTHA auMA03a ca
NPEKOMEPEH NPUEM HA ATIKOXOJ, YEPHOAPOOHA HENOCTATHYHOCT, HEAOCTATBYHO KOHTPOHpaH auaberT,
KeTO3a, MPOABMKHTENHO MaayBaHe U BCAKAKBH CbCTOSHHUA, CBBP3aHU ¢ XHIIOKCHA, KAKTO U
€1HOBPEMEHHATa YIIOTpeOa Ha NeKapCTBEHU MPOAYKTH, KOUTO MOTAT J1a NPHUYMUHAT JIAKTATHA aUun103a
(B>. TOukH 4.3 1 4.5).

[TauneHTHTE W/ UK BonHorneaauuTe Tpa6Ba na 6baAaT HHMDOPMHUPAHH 3a PHUCKA OT JAKTaTHA aLKa03a.
JlaktaTHaTa auMn03a Ce XapakTepU3Mpa ¢ aUMAO3HA AUCMHENA, KOpeMHa 00JIKa, MYCKYJHHU Kpamily,
aCTEHHA W XUNOTEPMUA, NOCAeABAHW OT KOMaA. B cnyuyait Ha cbMHeHWe 3a CHMNTOMH NALMEHTBT
TpabBa Aa cnpe npueMa Ha MET(POPMKH H He3abaBHO Aa NOTHPCH JieKapeka NOMoUL. JJHarHOCTUUHUTE
NabopaTOpHU HAXOIKH ca MOHWKEHO KpbBHO pH (<7,35), NnOBULWIEHH HUBA HA MIA3MEHUA NAKTaT

(>5 mmol/l) U noBHLIEeHa aHWOHHA pa3vKa U CHLOTHOLLIEHHE NTAKTAT/NUPYBAT.

[TauHEHTH ¢ YCTAHOBEHH WIH NOA03UPAHY MUTOXOHIPHANHH 3a0019BaHUS:
[lp1 maumeHTH ¢ YCTAHOBEHH MUTOXOHAPHAAHH 3a009BaHHUA. KATO CUHAPOM Ha MHTOXOHAPHUAIIHA
euuecbaﬂonamsl C 1AKTaTHa auK103a H HHCYNTONOA0OHHM enu3oau (Mitochondrial EncePhalﬂpath '

(Maternal mherlted diabetes and deafness MIDD). meTdopMuH He ce npenopbyBa nopai
00OCTPAHE HA NAKTATHA ALKU103a W HEBPOJIOTMYHH VCIOKHEHHA, KOHTO MOXKE Ja A0BeAaT!]
Ha 3a60n9BaHETO. ;" o :
B cnyuail Ha npr3HauM W cuMnToMu, nokazatendu 3a MELAS cunapom nan MIDD, cne,!; ﬁphmq Hli “

MET(POPMHH, JIEHEHHETO C METGOPMIH TPAOBa 1a ce cnpe BeIHAra M Ja ce HanpasH Gbpaa\wanﬁ L
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OLECHKA.

bbOpeuHa QyHKUHS

[Ipenu 3anousaxe Ha neyeHHeTO TPAOBA Na ce HanpaBH oueHKa Ha cToiHocTHTE Ha GFR W penoBHo
cnen ToBa (Bx. Touka 4.2). MUDOMET e nporueonokazan npy naumeHTd ¢ GFR <30 ml/MuH H
TpaOBa ga Obae BPEMEHHO CIPAH NPU HANHYUE HA CBCTOAHHUA, KOUTO NPOMEHAT ObOpevHaTa (pyHKUMS

(BK. TOuka 4.3).

XUOOTAUKEMUS
[MaumnenTy, nonydasalwn MUOOMET B koMOHHaLMA CbC CVIIPOHUTY PEA WK ¢ MHCYIIHH, MOXKE 1a ca
U3N0KEHH HA PHCK OT XHNornukemus. ClenoBaTeHO. MOXKe Ja € HeoOXOIHMO HaMansBaHe Ha Ao3aTa

Ha CyJOHMNYpeATa UK Ha MHCYJIKHA.

Peakiiuv Ha CBPBLXU4YBCTBHUTEIHOCT

Mma nocTMapKeTHHIOBH CHOOLLEHHS 3a CEPHUO3ZHH PEAKLIMU HA CBPbXUYYBCTBUTENHOCT NMPH NALIMSHTH
JIEKYBAHH CbC CUTAMTUNTHH. Te3n peakuuH BKITIOYBAT aHAPHUNAKCHA, aHTHOEAEM U €KCPONHATUBHH
CLCTOAHHWA HA KOXKAaTa, BKAIOYHUTENHO CHHAPOM Ha Stevens-Johnson. Hauanoro Ha Te3u peakuuu
HAcCTBLMNBA B PAMKHTE HA MbPBUTE TPU MECELA OT 3aMN0YBAHE HA JICUEHHETO ChC CHTAr/IMMNTHH, HAKOU
CIyyaH HACTBNBAT C/IEA NbpBaTa 103a. AKO CE€ MOAO3HPA PCAKLUUA HA CBPBbXUYYBCTBUTENHOCT. MPUEMDBT

Ha MUDOMET TpadBa na ce npexkpaty. TpsOBa 1a ce OLUEHAT APYrH NOTEHUKANHH NMPUYKHH Ha
CbOMTHETO M TpabBa aa ce HazHAuUW aNnT¢PHATUBHO NeveHue Ha anadera (BxK. Touka 4.8).

bynozeH nempuromna
[pu naunenTn, npuemalin DPP-4 nHxuOMTOpPH, BKIKUUTENHO CUTAMUNTHH, U¥Ma NOCTMAPKETUHIOBH

cbOOLIEHUA 3a Oyno3eH nemdurona. Ako uma ChMHeHHA 3a Oyno3eH NeM@Urona. NPUeMbT Ha
MHUBOMET tpsbea na ce npeycraHOBH.

Onepauus

MHUDOOMET Tpadsa na ce cnpe 1o BpeMe Ha onepauds noa ob1ia. CrIMHAIHA UM €NHAYPaNHA AHECTE3HA.
JleueHueTo Moxe aa Obae BL30OHOBEHO He NO-paHo OT 48 Haca cnea onepauMaTa WK Bb30OHOBABAHETO
HA XpaHEHETO Npe3 ycTa, v NPH yCaoBUe ve ObOpeynata QyHKUMA € OUEeHEHA OTHOBO H € YCTAHOBEHO, Ue ¢

cTabunHa.

[prnoxeHue Ha HOAWPAHH KOHTPACTHH BELIIECTRA

BLTpectbA0BOTO MPUIOKEHHE HA HOAUPAHH KOHTPACTHH BELLECTBA MOXKE 1a I0BeAe 10
KOHTpacT-UHAYLUHMpaHa HedponaTua. BoAESLIA A0 HATPYNBAHETO Ha METHOPMHUH H NOBHILLIEH PHCK OT
nakrarHa aunao3a. MUGOMET Tpabsa na ce cnpe npean unu no BpemMe Ha npoleaypara 3a odpasHa
AHArHOCTHKA U He TPADBa 1a ce Bb30OHOBABA 10 Hai-manko 48 yaca cnen ToBa. NpH yCIOBUE ye
ObOpevHaTa PyHKLUSA € OUEHEHA OTHORO H € YCTAHOBEHO, ve e cTtabunHa (Bx. Touku 4.3 u 4.5).

IlpoMsiHa B KNIHHHU4HUA CTATYC HA NALMEHTH ¢ KOHTpoaupaH anabet tun 2

[Maunentn ¢ anabet Tvn 2, npeau Toea 1oOpe koHTpoaupad ¢ MUOOMET, kouto pa3BuBaT OTKAOHEHUA
8 1adopaTopHH MoKasaTesld UM KIWHKWYHO 3abonasaHe (Hall-Beue HEACHO WK cnabo aeduHrpaH
3a0donsaBaHe) TpsaOBa He3aDaBHO 1a Ce OLIEHAT 3a HAJHUKE HA KETOAUMU103a WK 1AaKTaTHa alna03a.
OueHkaTa TpabBa Ja BKIIOYBA CEPYMHH €1EKTPOJIMTH H KETOHM, KPbBHA 3aXap # ako ce Hanara pH Ha
KPBBTA, HUBA HAa JTAKTAT, MMPYBAT U MET(POPMUH. AKO CE NOSIBH aUMA03a, B KOATO H Ja e hopma,
aedeHueto Tpadea aa ce cnpe HeszabasHO M TpAdBa aa ce npeanpueMaTt NOAXOAAWHN NPOTHBOAEHCTBALLM
MEPKH.

Hedunumnt Ha BuTamuu B2
MetdopMUH MOXe Ja HAMaNH cepyMHHUTE HUBA Ha BUTaMHH B12, PUCKBT OT HUCKH




TPAORA Na NPOABLIAKH, NOKATO C€ NOHACH JOOpe W He € NPOTUBOMNOKA3ZAHA WU 1A Ce OCUTYPH MOAXOAALUO
KOPHUTHPALLO JICHEHHE 33 JEPHUNAT Ha BUTAMHUH B12 B CHOTBETCTBUE ¢ HACTOALUMTE KNHHHYHH
PBLKOBOACTBA.

Hatpuii
To3u nekapcTBEH NPOAYKT CbAbPKa No-manko ot | mmol HaTpHii (23 mg) Ha TabneTka. T.e. MOXKe 1a
Ce KaXKe, Y€ NPAKTHUYECKHA HE ChAbPAKA HATPHIA.

4.5 BaumoaeHcTBHE ¢ APYTH JEeKAPCTBEHH MPOAYKTH H ApYrH GpopMH HA B3aUMOaeHcTBHE

EQHOBPEMEHHOTO MHOMOKPATHO NpHiaraHe Ha cutarnunTuH (50 mg aBa NbTH AHEBHO) H METHOPMHUH
(1 000 mg aBa NbTU AHEBHO) HE € NPOMEHHJIO 3HAHUTENHO PAPMAKOKUHETHKATA KAKTO Ha
CUTArJIMITTHH, TAKAa U HA METGOPMHUH NPH NAUMEHTH ¢ anabeT Tun 2.

He ca u3BbpuBanu npoy4saHna 3a papMakOKMHETHUHHW NeKapcTBeHH B3anumoaencTena ¢ MUDOMET;
oDatue TakHMBa NPOYUBAHHUA Ca NPOBEKAAHU C OTACTHUTE AKTHBHH BELUECTBA, CUTACTUNTHH H
METHOPMHH.

He ce npenopbuBa cbNbTCTRALLA YNOTpeHa

ANKOXOJ
ANKOXOJIHAaTa MHTOKCUKAUMSA ce CBBbP3BA ¢ MOBULLUEH PHUCK OT IAKTATHA aLMA03a, oco0eHo B C/lydaM Ha
r1aayeaHe, HeJOXPAHBAHE WK qepnﬂ,upnﬁﬁa HEeNOCTATbUYHOCT.

HoaupaHu KOHTPacTHH BeLeCTBa

MUDOMET Tpadpa 3anbKMTENHO Aa C€ cnpe Mpeau WK MO BpeMe Ha npoueaypara 3a obpasta
AHArHOCTHUKA # He TpadBa na ce 8b300HOBABA N0 HaH-Manko 48 yaca ciieq ToBa, NPH YCAORHUE Ye
ObOpeuHaTa PYyHKLMSA € OLEHEHA OTHOBO M € YCTAHOBEHO, Ye € cTabuNHa (BX. ToukH 4.3 u 4.4).

KomMOMHALWKM, H3HCKBALIW NpeANa3HKi MEPKH NpH ynoTpebda

Hakoun nekapcTBeHH NMPOAYKTH MOraT Ja ¢ce oTpa3aT HednaronpuaTHO Ha ObOpeyHaTa GyHKLHA, KOETO
MOXE [ YBEIMYH PHCKa OT JiakTaTHa auu103a, Hanpumep HCIIBC, BrmounTenHo ceneKTHBHH
HHXHOHUTOPH Ha uKMKnookcureHasa (COX) I, ACE nuxubutopu, anruoreHdsux Il peuentopHu
AHTArOHUCTH U AUYpPETHUH, 0coOeHOo OpuMKoBKY AHypeTuuM. [1pu 3anousadeTo unu yrorpedara Ha
TaK1Ba NPOAYKTH B KOMOMHaLHKA ¢ METGOPMUH € HeOOXO0IHMMO BHAMATEIHO NpocAe18BaHe HA

OBOpeuHaTa GyHKUHUA.

CenbTeTBallaTa ynotpeda Ha NeKapcTBEHU NPOAYKTH, KOUTO NOBJIHABAT OO0LLUTE TPAHCTIOPTHH CHCTEMH
BOBLOpeuHnTe TYOYNH, BKIKOYEHH B OBOpeUHOTO enuMUpaHe Ha METHOPMHUH (HaNp. HHXHOUTOPH Ha
OpraHuyYHHUSA KaTHOHEH TpaHcnopTep-2 jorganic cationic transporter-2, OCT2}/MynTunekapcTeeHus
TOKCHH-eKCTpyanpatl npotedd [multidrug and toxin extrusion, MATE] kato panona3sun, BanaeTaHuo,
JOJYTErpaBUp U UUMETHMH), MOTAT 1a MOBULIAT CHCTEMHATA

€KCNO3WUKMA HA MET(OPMHH H Ja VBEIHYAT PUCKA OT JIaKTaTHa auun103a. Tpadea aa ce oOMUCAAT
[OJ3KUTE K PHCKOBETE OT CbITbTCTBaLUAaTa ynoTpeba, Tpabea na ce 0OMUCAH BHUMATENHO

[pocneafaBaHe Ha MIMKEMHUUYHUA KOHTPON, aJanTHpaHe Ha A03aTa B pAMKMWTE Ha NpenopbyMTe/HaTA
NO3UPOBKA K NPOMEHH B JIEYEHHETO HA AnadeTa, KOraTo TaKUBa JEKapCTBEHH MPOAYKTH Ce€ Npunarar

€1HOBPEMEHHO.,

| AOKOKOPTUKOUANTE (MpHAAraHA No CHCTEMEH U JIOKAIEH NbT) 6€Ta-2-arOHUCTUTE U AH

HMAT NPHCBILO XUNEPTIIHKEMUYUHO AencTBUE, TlauneHTrTe TpaOBa 1a ce HHPOPMUPAT I ﬂ;qﬁ&};:pe-ﬂ-a\ .r

W3MEPBAT KPbBHATA CH 3aXap, 0COOEHO B HAYANOTO HA JIEYEHHETO ¢ TAKKBA JIEKAPCTBEANB}K “

AKO e HeoOX0aNUMO, 103aTa HA AHTUXMUMEPITUKEMHYHHWA NEKAPCTBEH NPOAYKT TPAOBY 1AL amﬂ‘ 1 >

NoO BPEME HA NEUCHHE C JAPYIrHA JIEKAPCTBEH NMPOAYKT U NPH HEMOBOTO NMPEKpaTABaHeE. \ __‘ \.ﬁm . *k".f,. ) Ha
i .
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ACE-uHxHOUTOpHTE MOraT 1a NOHU:KAT HUBATA HA KPbBHATA 3axap. AKO € HeoOX0OANMO, 103aTa Ha
AHTUXHNEPrIUKEMUYHUA JICKAPCTBEH NMPOAYKT TPAOBa Ja ce a1anTupa no BpeMe Ha NEUEHHETO C
IPYrHA NEKapCTBEH MPOAYKT U NPH HEMOBOTO MPEKPATABAHE.

EdekTH Ha npyru AeKapcTBEHHM NMPOAVKTH 8LPXY CHTAMTHOTHH
In vitro n KITWHHYHUATE JaHHHW OMTUCAHU NO-T0NY APeANONarat, Ye pUCKbT OT KAWHUYHO 3HAYHMH
B3aHMOJE€HCTBUA NPU ETHOBPEMEHHO MIPUIIOIKEHHE € APYTH NIEKAPCTBEHH NPOAYKTH € HHCBK.

In vitro npoyuBaHns NOKa3BaT. Y€ OCHOBHHUSA €H3UM OTTOBOPEH 3a OrpaHUUeHHUsa METabONN3IBM Ha
cutaraunTiH e CYP3 A4, ¢ yuactne Ha CYP2CS8. [1pu naurenTy ¢ HopmanHa 6v0peuHa pyHKumA,
MeTabonu3MbT. BKAOUUTENHO H upe3 CYP3 A4, urpae camo Manka posis B KNUPBHCA Ha CUTACNKATHH,
MeTabonu3mMbT MOXKE Aa Urpae no-BaXkHa poas Npv eTMMHHHPAHETO HA CUTArJIMMTHH B YCIOBHA HA
ocTpo HBOPEUHO yBpeAKaHe HIKU TepMHHANHA O6bOpeuna HegocTaTbuHocT ( TbH). [lopaau Tazm
NPUYHHA € BLIMOXKHO MOLLHH HHXHOUTOPH Ha CYP3 A4 (Hanp. KETOKOHA30/1, UTPaKOHA30M,
PUTOHABUP, KNAPHTPOMHULHMH) Aa NPOMEHAT (PapMAKOKHUHETHKATA HA CHTAMIMNITHH TIPpH NALUEHTH ¢
TeXKo 6bOpeuHo yepexxkaaHe Hau TbH. EdextuTte Ha Mmoutante CYP3A4 wHxuOUTOpU B YCNOBHA Ha
OBOpeUHO YBpEXKI1aHE HE Ca OLEHABAHH MPH KITHHHUYHO NPOYYBaHe.

In vitro npoyuBaHMA 3a TPAHCNOPTA MOKA3BAT. Y€ CUTArUNOTHH € cyOCTpaT Ha P-rMKONpPOTEUHa H
TpaHCcnopTepa Ha opraHMuHU aHHoHKU-3 (OAT3). OAT3 MeauHpaHUAT TPAHCNOPT HA CUTATIUIITHH Ce
HHXMOHUpA In vitro oT NPOOEHEUHA. BLIPEKH HE PUCKDBT OT KIIHHUYHO 3HAYHMHU B3aUMOeACTBUA Ce
CMATa 338 HUCBK. EaHoBpeMeHHOTO npunoxkeHre Ha OAT3 uHXHOWUTOPH He e OUEHEHO i Vivo.

Hurrocnopun: [lpoBeaeHo e NpoyuyBaHe 3a OLEHABAHE HA e(PeKTa HA UMKIOCTIOPHH, MOLLIEH
HHXUOUTOP Ha P-FIHKONPOTEHHA, BBPXY (DapMaKOKUHETUKATA Ha CUTArNUNTHH. EnHOBpeMEHHOTO
NPUIOKEHHE HA €IHHUYHA nepopanHa A03a 100 mg curarnMnTHH U €AMHWYHA NEPOpAanHa 103a

600 mg umknocnopuH noeuwaea AUC u Cmax Ha CUTArTMATHH CBOTBETHO ¢ NpubnuzntenHo 29 % u
68 %. Te3un npoMeHH BbB PapMAKOKHHETUKATA HA CUTATJTUITHH HE C€ CMATAT 3a KIHHUYHO 3HAYHUMM.,
bbOpeYHHAT KAMPHHC HA CUTArTHNTHH HE € 3HAYUTENHO NPOMeHeH. CNe10BATENMHO. HE C€ OYaKBaT
3HAYUMH BIAHMONECHCTBHA C APYrH HHXKOHTOPH Ha pP-rAMKONPOTEHHA.

EdekTy Ha cUTarMMNTHH BbPXY APYTIH JEKapCTBEHU NPOAYKTH

Lueocun: CutarnunTid uMa cnad edekT BbPXY NNa3MeHaTa KOHUEHTpaluua Ha AUrokcuH, Cnen
npuaaradHeTo Ha 0,25 mg aAMrokcuH eaHoBpeMeHHO ¢be 100 mg cHTarnuNTHH AHEBHO B NPOABMKEHHE
Ha 10 anu, nna3smenara AUC Ha aurokcun HapacTea cpeaHo ¢ |1 %, a nnasmenaTa Cmax CpeaHo ¢

|8 %. He ce npenopb4Ba KOpMrupaHe Ha 203aTa AMFOKCHH. B CbLIOTO BpeMe, NAUKMEHTHUTE C PUCK OT
JUrFOKCHHOBA TOKCHHHOCT TpAOBa Aa ObAaT NpocneassaHH 3a Takapa, KOraTo CUTArIMNTHH U AUFOKCHH
Ce NpHaraT eAHOBPEMEHHO.

It vitro JaHHWTE NOKA3BAT, Y€ CUTArJIMIITHH HE NOTHCKA K HEe HHAyuupa CY P45(0 nioenzumuTe. [1pu
KJAMHHYHHU NPOYUYBAHUA CUTACIUNITHH HE IPOMEHS 3HAYUMO (PapMaKOKHHETHKATA HA MET(POPMHH,
raMbypUa. CHMBACTATHH, PO3UIIUTA30H, BapdapHH UM NMEPOPANHH KOHTPALIENTHBH., JaBaiKkH In vVIvo
AAaHHH 33 MAJTKA BEPOATHOCT OT NPEAN3BUKBAHE HA B3aUMOAEHCTBUA ¢BbC cyOcTpaTH HA CYP3 A4,
CYP2C8, CYP2C9 v TpaHcnoprepu Ha opraHuyHi KatMoHK (OCT). Curarnuntua Moxe aa 6vae cnab
HHXKOUTOpP Ha P-THKONPOTEUHA in Vivo.,

4.6 MepTHanTeT, OPEMEHHOCT H KHPMEHE

bpeMeHHOCT
Hsama noctaTbuHo AaHHHW OT ynotpedaTa Ha CUTArJMNTHH NpH OpeMedHu xeHu. [1IpoyvuBaHus np

OrpanuyeHyiTe aHHUW npeanonarar, ye ynorpedara Ha methopMun npu ODpeMeHHU He € ¢B
.f I‘-r:

MOBULLEH PUCK OT KOHFEHUTAIIHH MasipopMauuK. [lpoyuBaHHAaTa ¢ METHPOPMHH NPH KHBOTHY HE™> - i &

noka3BaT BpeAHU eeKTH BbB BPB3Ka ¢ OPeMEeHHOCTTa, eMOPHOHANHOTO M (heTATHOTO PAIBUTHEY. 44 . W

% L T -

7 1:\‘ '-:



PAXKNAHETO WK NOCTHATANHOTO pa3BUTHE (BK. ChLIO TOUKA 5.3).

MHUDOMET He tpadea 1a ce n3nonsa no BpeMe Ha OpeMeHHOCT. AKO NauneHTKaTa Ucka na sadpemenee
WIH aKO HACTBNH OPEMEHHOCT, NeueHUeTo TpAbdBa 1a ce NMPEKPaTH U NALMEHTKATAa 1a NPEMUHE Ha NeYeHHe

¢ UHCYJIUH Bb3MOAKHO HAN-CKOPO.

Kbpmene
He ca npoBex1aHH Npoy4BaHHWA NPpH KbPMELLH KUBOTHH ¢ KOMOMHHPAHUTE AKTUBHM BELIECTBA HA

TO3KW NeKapcTBeH MPOoAYKT. [1pH npovuBanus npoBeK1aHU ¢ OTIACHWTE AKTHBHH BE1LECTBA U
CUTArAMNTHH. U METPOPMHUH Ce EKCKPEeTHPAT B MIIAKOTO Ha JakTUpawH nabvxose. [1pu xopa

MET(OPMHH CE EKCKPETHPA B KbpMaTa B MaNKKM konnuecTBa. He € U3BecTHO 1anu CUTarJMNTUH Ce
ekckpetupa B kbpMata. Cneaosarenio MUOOMET He TpsabBa na ce U3n0n3Ba NMpU XKEHU, KOUTO KbPMAT

(B:K. TOuKa 4.3).

DepTuamreT
JaHHWTe OT Npoy4YBaHHUA NPH KMBOTHH HE NPEANOAAraT BAHAHUE BLPXY (PEPTHANTETA HA MBKKH H

KEHCKH MJIBXOBE MPU TPETHPAHE CbC CHTAMNMUWNTHH. JIMnceaT aaHHU NpH xopa.

4.7 EdekTn Bupxy ¢cnocobHOCTTA 3a WodHpaHe H padoTa ¢ MAWIHHH

MHUDOMET He noenvasa Hnyu nosiHgBa NpeHEOpexKUMO CNOCOOHOCTTA 3a WwodupaHe W padora ¢
MalyHW. B cbhutoTo BpeMe npu wogupaHe unu pabota ¢ MallMHK, TpaOBa 1a ce WMa rpeaBU, 4e Npu
CUTATIUNTHH ca J0KIa1BaHH CNy4aH Ha 3amaiiBaHe U CbHAWBOCT,

OcBeH TOBa, NALMEHTHTE TPadBa Aa ce npeaynpe)xaaBar 3a pUcKka oT xunorivkemusa, korato MUOOMET
Ce U3NoN3Ba B KOMOMHAUMA CbC CYNPOHUNYPES HITH C HHCYJTHH,

4.8 Hexenanu NeKapcTBeHH peaKilHH

Pe3toMe Ha npoduaa Ha Be30nacHOCT

HsaMa npoBeaeHu TepaneBTHYHH KIWHHWUYHHY npoyuBaHug ¢ MHUOOMET Ttabaetky, Ho
ObuoekBusaneHTHoctTa HAa MHOOMET € noka3zaHa npu €1HOBPEMEHHOTO NPUAOKEHHE HA CHTAMTHITTHH M
METHOPMHUH (BXK. TOUKa 5.2}

Cbo0aBaHK ca CEpPMO3HA HEXKENAHU peaKUWH, BKIOUHTENHO NAHKPEATUT W peakUHWH Ha
CBPBbXUYBCTBUTENHOCT. CH0O0OLABAHA € XUTIONTUKEMHUSA NPH KOMDUHAUKA Cbe cyndorHunypes (13.8 %) v ¢
HHcyaurH (10,9 %).

TabnanveH crucbK HA HEXKENAHWTE PEaKUUH

Cumacaunmun u Memaghopari

Hexxenanure peakuuu ca u3dpocHu no-aony ¢ npenopbysaHuTe oT MedDRA tepmunm cnopen
CUCTEMO-OpraHHa KnacH@pukauns 1 abconoTHa yectoTa (Tabnuua 1). [Mo vecToTa ce onpeaenaT karo:
MHOro vectu (=1/10)., wectu (=1/100 g0 <1/10). Heuectn (=1/1 000 oo <1/100). penku (=1/10 000 no
<1/1 000}. mHoro peakn (<1/10 000) u ¢ HeuzpecTHA 4YeCTOTA (OT HANHUYHUTE NaHHU HE MOXKE Aa Obae
HanpaBeHa OLEHKA).

Tabauua 1: HecToTa Ha HeKENIAHATE PEAKIHH YCTAHOBEHH N BPeMe HA NNaALe00-KOKRTPOTHPAHH
KAHHHYHH NPOYYBAHNASA CHC CHTANIMNTHH B MeTHOPMHH CAMOCTOATEIHO H MpH
NOCTMAPKETHHIOBHA ONMHT

Hexe1ana PECAKLHEA YecToTa HA HEKeTAHATA peaku .---::Q:-%
. B Q n"l" 8
% "'"‘Pupt‘_" .

Hapyuwenua Ha KpLBTA H 1TMMPHATA CHCTEMA

TPOMOOUNTONEHHS Peaky

HapymeHHs HA HMYHHATA CHCTEMA




PEAKLHH HA CBPBXUYBCTBHMTENHOCT, BRAKUHUTENHO C HEeU3BECTHA 4eCTOTA
aHapHUNAKTHHYHH OTFOBOPH™,’

HapymweHnus #a MeTaloH3MAa H XPAHEHETO

XHIOrJIUKEMHUA' YectH

HAMaJIEHWEe Ha HUBATA Ha BUTaMuH B12/nedpuumt’ HectH

HapyuieHust Ha HePBHATA CHCTeMa

CHHAMBOCT HeyecTH

PecnupatopHn, rpbaHH H MEAHACTHHAJIHH
HAPYLIEHHS]

HHTEpcTHUMaNHA Benoapobra Gonect’ C HeW3BECTHA YeCTOTA

CromMamnHo-4peBHH HAPYHICHHA

auapus HeuectH

rajeHe HectH

bnaTyneHUUA Yectu

3anek HeuecTH

O0/1ka B ropHaTa 4acT Ha Kopema HeuecTH

NOBPBLLAHE YectH

OCTbP NAHKPEaTUT '+ C HeN3BECTHA UECTOTA
(haTasieH U HedaraneH XeMOopartyeH U HEKPOTH3IKpALL C HEU3BECTHA YecTOoTA

naHkpeaTur -’

HapyueHna Ha K0XKATA H NOAKOKHATA ThKaH

MpPYypUTYC HeuecTn

aHrnoeaem C HEW3BECTHA 4ECTOTA
o6pus™’ C HeH3BECTHA YECTOTA
ypTHKapua C Hen3BecTHa 4ecToTa
KOXEH BACKYJIUT C HeM3BeCcTHa 4eCTOTa

EKC(POIMATHBHU KOKHHU
3abonsaBaHUA, BKAKOUYUTENTHO

CUHAPOM Ha Stevens-Johnson

C Heu3BeCTHA 4ecToTa

#'+

OynoseH neMPUToua C HeM3BECTHA YeCTOTA

Hapymeﬂml Hil MYCKY/THO-CKE/JIACTHATA CHCTEMA H
CHLEHHHTEIHATA THKAH

apTpanrus C HeH3BECTHA YECTOTA
MHANTHA" C HEM3BECTHA 4eCTOTa
Oosika B KpaHHHUNTE C HeW3BeCTHa 4eCTOTA
Gonka B ropba’ ( HEeW3BECTHA YeCTOoTa
apTponarus (C HEeW3BECTHA YecToTa

Hapymeuna Ha Ob0peiHTe M NMKOUHHTE NBTHINA

HapyuleHa 61b6peuHa dyHKuMa C HeW3BECTHA YeCcToTa

ocTpa ObOpeuHa HeA0CTATLYHOCT (C HEU3BECTHA YECTOTA

HexkeaaHuTe peakivi ¢a nCHTRPHIHPAHH 110 BPEMC Hi NOCTMAPKETHHIOBOTO HAO MO ICHHC.
" Brx Touwa 4.4.
+ -
* BukTe npos uBaHeTo 3a 0e3011acHOCT 110 OTHOIIEHME HA ChPIACHHO-Ch10BaTa cHerteMa TECOS no-toay.

OnucaHue Ha H30paHU HeXeNaHU peakUuMU : .
Hsakon HexxenaHu peakuru ¢a HabNAaBaHHU NO-4ECTO MPH NPOYUYBAHHA 3a KOMOHHHpaHa ynfa'Tpeﬁa M4




CHTArAUNTHH U METPOPMHUH C APYTH aHTHIHADETHH NEKAPCTBEHH NPOAYKTH B CPaBHEHHUE C
MPOYyYBAHHUA HA CHTATNUNTHH H METHOPMHH CAMOCTORTENHO. Te BKIKOUBAT XMNOTMHUKEMUSA (KaTeropus
Ha 4eCTOTA ..MHOMO YeCTH CbC CYJQOHNAYPEA UK HHCYIHH). 3aneK (HEeCTH ChC

cyadoHunypes). nepudepeH oToK (..4eCTH ¢ NHOMIUTA30H) U r1aBo00IHE H CYXNOTA B YCTaTa (..HEHECTH
C HHCYNINH ).

Cumaenumniun

[lpy npoyyuBaHua BbPXY MOHOTEpanus ¢be cHTaraunTia 00 mg BeAHBK AHEBHO CAMOCTOATENHO B
cpaBHeHHWE ¢ naauedo. cbodLIEHUTE HeKeNAaHH PeakKUMK €a r1aBodoaHEe. XHITOTIMKEMHS, 3anek H
3aMalBaHe.

Cpen Te3W NaLMHEHTH HeXKeNaHUTe CbOUTHA, CHOOLLABAHN HE3ABUCHMO OT NPUUHHHO-CIIEICTBEHA
BPb3Ka ¢ N€KAPCTBEHUA NPOJAYKT, ¢ YECTOTA Hal-ManKko 5 %, BKIOUBAT HHPEKUHUHU HA TOPHUTE
AUXaTeNHU MbTHLUA U Hazo@apuHIuT. OcBeH TOBA, ¢a ChODLIEHH OCTEOAPTPHT H DONKa B KpalHHULHUTE,
¢ yecTtoTa HevecTH (> 0,5 % no-BUCOKA cpel yHaCTHUUMTE, NOJIYUKWIH CHTATNTMATUH, OTKOJIKOTO Ta3H B
KOHTPOJIHATA rpyna).

Memdpopriun
CTOMaWHO-YPEBHH CUMNTOMM ca CHLOOLABAHM MHOTO Y€CTO NPH KIXHHHYHU NPOYYBAHUA U NPH
MOCTMapKeTHHroBarta ynotpeda Ha MeTdhopMrH. CTOMALLHO-YPEBHUTE CHMITTOMH KATO rai€He,
noBpblUaHEe, Anapua, 60nKa B kopeMa 1 3ary0a Ha aneTuT ce NosABABAT NO-YECTO NPU 3ANOUBAHE HA
NEYEHHETO H B NMOBEHETO CAYHAH MPEMHHABAT CNOHTAHHO. JIOMBJAHUTEIHHU HEXKENAHH peaKLInK,
CBBbP3aHH ¢ MeT(POPMHH, BKNKOUBAT METANIEH BKYC (HE€CTH); NaKTaTHA auna03a, HAPYLUEHUs Ha
yepHoapoOHaTa QyHKUHUA, XENaTHT, YPTUKApHUA, EpUTEeMa K cbpdex (MHOro peaku). Kateropunre no
YECTOTa C€ OCHOBABAT HA HaJlMYHaTa UHopMauKa B KpaTkaTa xapakTepHCTHKA HA NPOAYKTa Ha
MeTopMuH, onobpeua 8 EC.

[leanaTrpuyuna nonynaums

B knuHuudaun npoyusanus ¢ MUOOMET npy neavaTpHuHu mauneHTH Cbe 3axapeH auadeT tyun 2 Ha
gb3pacT ot 10 10 17 roaMHU npoUABLT HA HEXENAHUTE PEAKILIMU KAaTO UASIO € CPAaBHUM C TO3H,
HabnaaBas npH Bb3pacTHU. [Ipy neanaTpUUHU NALIMEHTH, KOUTO €4 MU HE €A HA OCHOBHO JICUEHHE C
WHCYJIUH, CUTArIMOTHH €€ CBBbP3BA C MOBHLLEH PUCK OT XUNOMHUKEMHAL.

TTpoyueane 3a 6e30nACHOCH RO ORHOUICHUE Hd ChPOeYHO-cbOogama cicmema TECOS
HU3nuTBaHeTO, OLEHABALIO CHPACYHO-CBAOBUTE PE3YATATH MPH NEYEHHE ¢CbC cUTAarnunNTUuH (Tnal
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bkarousa 7 332 nauneHTH, NeKyBaHU
c¢be 100 mg cutarnunTHH AHEBHO (MNK 50 mg AHEBHO, aKO W3XOAHHTE CTOMHOCTH HA H34YKCIIEHATA
CKOpocCT Ha riomepyana punrpauns (Estimated Glomerular Filtration Rate, eGFR) ca> 30 u < 50
ml/MuH/1,73 m2), u 7 339 naunenTn Ha naauebo B intention-to-treat (ITT) nonynauusaTa. /IBeTte nedeHUs
ca 100aBeHH KbM OOHYARHUTE IPUIKH CBINACHO MECTHUTE cTaHaapTH 3a HbAl¢ n cvpaevuno-cbaoBH
puckoBH dakTopH, O0LaTa 4eCTOTa HA CEPUOIHUTE HEXKENAHHU CHOMTHA NpH NALUEHTH, NOAyYaRaLH
CHTarAMNTHH, € CXOHA C Ta3H NMPH NALUEHTUTE, NONyHaBaLly naauedo.

B intention-to-treat nonynaunaTa cpen MaUHEHTUTE, KOUTO M3MON3ZBAT HHCYIHH W/HNH CyNDOHUNYPES
Ha W3XO/HO HUBO, YeCTOTATa Ha TexXKKa XHUMoriaukemus ¢ 2,7 % npu nauneHTuTe, NEKYBAHHU CbE
CHTAraunTHH K 2,5 % npy nauveHTUTE Ha nN1auedo; cpel NAUHEHTHTE, KOMTO HE U3NON3BAT HHCYIUH
W/ UK CyapOHUNYPE] HA M3XOAHO HMBO, HECTOTATa Ha TEXKKa XUnornukemusa ¢ 1,0 % npu
NauueHTUTE, NeKyBaHH cbC cutarnuntul U 0,7 % npu nauveHTuTe Ha niaauebdo. Yectorarta Ha
NOTRBPACHU CbOUTHA, OTAABAHMW Ha naHkpeaTHT, € 0,3 % npu nauueHTHTE, JEKYBAHU CbC CHTArJIMNTHH H
(0,2 % npu nauneHTHTE Ha mauedo.

CrollaBaHe HA NOAO3UPAHU HEXENAHH PEAKUUH

CpobuaeganeTo Ha NORO3IUPAHH HEXENAHU PEaKLWK Cell pa3pellaBaHe 3a ynotpeba Ha fiekapcTBeHUA
NPOAYKT € BaXKHO. TOBa NO3BOMABA Na NPOABIKH HAONKOAEHHETO Ha CEOTHOLUEHHETO NON3a/pUCK 3a
neKapcTBeHus NpoAykT, OT MEAMUMHCKHUTE CNeUHaNHCTH C€ W3HCKBA da cbo0LlaeaT BCsiKa NoA03UpaHa
HeXenaHa peakiua upes_
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4.9 Ilpeno3upaue

[Ipy KOHTPONHPAHH KIIMHHYHHK NPOYUBAHUA CbC 31PaBH YHACTHULM CE€ NMPHUNAraT eAHOKPATHU A03H A0
800 mg cutarnunTuH. MuHUManHo yasmkasare Ha QTcC, KOETO He ¢e CUNTa 3a KIUHKHYHO 3HAYHMO, Ce
Habawasa npu eaHo npoyuBaHe ¢ n03a oT 800 mg curarnunTiH. Hama onut ¢ ao3u Haa 800 mg npu
KNHHWYHK npoyuBaHus. [Ipn npoyuBanusa @aza [ ¢ MHOTOKpaTHO NpuilaraHe, HAMa CBbP3aHHU ¢ 103aTa
KNTWHWYHH HEXEaHH NEKAPCTBEHW peakurHu, HabNKAaBAHU MPU CUTAMNKITTHH ¢ 1034 a0 600 mg
AHeBHO 3a nepuoan Ao 10 aumn n 400 mg aHeBHO 3a nepruoau 10 28 AHU.

["onamo npeao3upane ¢ MeTGOpPMHUH (HAU €AHOBPEMEHHO CHLUECTBYBALL PUCK OT JIAKTATHA aUK103a)
MOXKEe 1a OBee A0 JIaKTaTHa auK103a, KOATO € CNeLlleH MEAHLUMHCKY cayyail u Tpadea aa ce neKkyea B
Oonnuua. Hai-epekTUBHUAT METO 33 OTCTPaHABAHE HA NAKTaTa U MeT(hOPMHUHA € XeMOAHaNH3aTa.

[Tpy knuHUYHK NpoyuBaHUA Npubau3nuTenHo 13,3 % ot no3ara ce OTCTpaHsBa MpyU NpoabJKasaila 3-
10 4 yaca xemoauanuiHa cecus. [1pu npeuenka 3a KNMHHYHA HEOOX0AHUMOCT MOXKE [a €€ NpeanpHemMe
MO-NPOIb/DKUTENHA AHANTH3a. He € W3BeCTHO Aany CHTarMMNTUH C€ IHANU3Mpa NPU NepHTOHEANHA

AHATH3A.

B ciiyuaii Ha npeao3upaHe € noaxoaswo Aa ce npeanpuemat 0OMKHOBEHUTE NOAAbPKALUH MEPKH,
KaTo OTCTPaHABaHE Ha HeabcopOHpaHUsA MaTEPHAT OT CTOMALHO-YPEBHHUA TPAKT, KIIHHHYHO
Ha0NtoAeHHE (BKIIIOUHUTENTHO U eJIEKTPOKAPAMOrpaMa) v NPH HYK1a 3aMoYBaHe Ha NOAIbPHKALLO NeUYEHHE.

5. ©OAPMAKOJOI'HYHU CBOUCTBA

5.1 @apMakoIHHAMHYHH CBOHCTBA

QapMakoTepaneBTHYHA rpyna: AHTHAKAOETHH IEKAPCTBEHH NPOAYKTH, KOMOMHALMHW OT NEPOPATHH
NeKapCTBEHU NPOAYKTH 3a HamansaBaHe Ha KpbBHaTa 3axap, ATC koa: A10BD07

MUDOMET kombuHUpa ABa aHTUXUNEPrAUKEMUYHH JIEKAPCTBEHW NPOAYKTa ¢ A0NbJABALI €&
MEXAHHWIBM Ha AelcTBHE 3a NOJO0OPABAHE HA MTUKEMUYHUA KOHTPOA NPH NALMEHTH ¢ AHA0ET THN 2:
cUTarfMNnTHH hocdaTt, aunentuann nentruaasza 4 (DPP-4) uuxubutop v MeTHOpMHHOB XHAPOXIOPHA,
nMpeacTaBuTeN Ha Kitaca Ha OUrBAHUIUHUTE.

CUtarnunTuH
Mexanuswvy na oeticmsiie
CutarnuntvH docdat € nepopanHO aKTUBEH, MOLLEH U BUCOKOCENEKTUBEH HHXUOMTOP Ha €H3UMa
aunentTiann nentuiasa 4 (dipeptidyl peptidase-4 inhibitor, DPP-4) 3a neuenue Ha anaber tun 2.
HUuxuduropute Ha DPP-4 ca knac BewiecTsa, KOUTO 1€HCTBAT KaTO €HXAHCEPH HA HHKPETHH. Ypes
HHxubHupane Ha eH3Ma DPP-4, cutarnunTuH nosMiuasa HMBATa Ha 1BA U3BECTHH aKTUBHH HHKPETHH
XOPMOHa, riiokarodH-noaoouua nenrua-1 (glucagon-like peptide-1, GLP-1) u ratoko3a-3aBucu

HACT OT €HAOrE€HHA CUCTEMA, YHACTBALLA BbB (PU3IMONOrMUYHATA Peryiauuna Ha MKKO3HAT
KoraTo KOHUEHTPAUHUHUTE HA KPBBHATA 3axap ¢a HOPMaiHH WK noBuweHnH, GLP-1 n GIF
CMHTE3a U OCBOOOXIABAHETO HA HHCYJIHH OT NaHKpeaTH4YHUTE DeTa-KneTKH. OCBeH TOBY;
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HAMaNsiBa CEKPEeLMATA HA (IOKAroH OT NAHKPeaTHUHUTE afida KAETKH, BOIEHKH 10 HAMAIEHO
NPOH3BOIACTBO HAa YEPHOAPOOHA MTHOKO3a. KOrarto HuBaTa Ha rOK03a B KpbBTa Ca HUCKM,
OCBOOOKTABAHETO HA HHCYTHH HE CE€ CTUMY/IMPA ¥ CEKPELMATA HA [MIOKArOH HE Ce NMOTUCKA.
CHTarnMNTHH € MOLLEH U BUCOKO CENEKTHBEH HHXHOUTOP Ha eH3nma DPP-4 u He nHxnbupa CXOIHUTE
no crpykrypa ¢H3umu DPP-8 uau DPP-9 B TepaneBTHuHu koHueHTpauuy. CuTarnunTuy ce
pa3nuyasa No XMMHYHA CTPYKTYpa U apMakoNordyHo aeicTeue oT aHanosute Ha GLP-1, nHeynumn,
CYNDOHHNYPEA UITH METJIMTHHHAU, OUrBAHWAHHH, ATOHUCTH HA AaKTUBUPAHHUA OT NEPOKCHIOM

nponudepatopa rama-peuentop (PPARyY ), ana-rnoko3niaHn HHXHOUTOPH W AHAJIO3ZH HA AMHITHH.

[Ipu neyaHeBHO NpOYUYBAHE HA 3APaBH YUACTHULIH, CHTAMTUNTHH, NPHIOKEH CAMOCTOATENTHO,
nosuwasa aktHeHaTta GLP-1 koHueHTpauua, nokato MeTGOPMUH NPUIIOKEH CAMOCTOATEITHO,
nosuwasa akTuBHaTa W obwara GLP-1 KoHueHTpaumns 8 ¢XoHa cTeneH. EAHOBPEMEHHOTO NpKaaraHe

HA CUTArMUNTHH H METPOPMHH HUMa aAMTHUBEH epekT BbpXYy akTuBHAaTa GLP-1 KoHueHTpaums.
CuTaraunTui, 3a pa3ivka ot MeT(hpopMHH, NoBHLIABA akTHBHATA GIP KOHUeHTpauus.

Kumuuna edpuracnocni u 6esonacruocni
KaTo usno, CHTarMITHH no1oopasa rMUKEMHUYHUA KOHTPOJ, KOraTo ¢& U3N0/3Ba KaTO CaAMOCTOSATENHO
WK KOMOHHUPAHO JICUEHHUE NIPU Bb3PACTHH NAUMEHTH ¢ anabeT Tun 2.

[Tpy KNHHHYHK NPOYYBAHUA, CHTATUIITHH KaTO MOHOTEPAINHA NOA0OPABA NTUKEMHUUYHHUA KOHTPO

Ype3 3HAUUTENHO HaMalleHHE Ha XxeMornodud Alc (HbA\ ) W rtoko3aTa Ha r1aaHo M clied XpaHeHe.
Hasanenuero Ha nnasMedara ritokosa Ha riaaaHo (I11'T) e nabniopagato Ha 3-ta ceaMuua, nupeaTa
BpeMeBa TOUKa, B Koato e nimepeHna [1I'T. HabnionaBanara 4ecToTa HA XMMOMTMKEMHA MTPH NALUEHTH,
NEeKYBaHH CHC CHTAIMNTHH € Noao0Ha ¢ Tasu npu mnauedo. TenecHOTO TErao He CE € YBENUUHUIO0
CAPAMO W3XOAHHTE CTOMHOCTH NpH siedeHHe ¢be cHTarnunThi. Habarnasano € nopobperune Ha
CYypOraTHuTe MapkepH Ha (pyHKUMOHHpaHe Ha OeTa-Kk1eTkuTe, B ToBa Yucino HOMA-B (XoMeocTaseH
MOJEN 3a OUEHKA-P), CbOTHOLWEHHETO HA NPOUHCYIMH KbM WHCY/IMH U NOKA3aTENUTE 3a PEaKTHBHOCT Ha
OeTa-KNeTKHTE NpY TECTA 3a TONICPAHTHOCT NMPH HECTO JaBAHE HA XpaHa.

[IpoyuBaHHS CbC CHTArAMMTHH B KOMOUHALUA ¢ MeTHOPMUH

[Tpu 24-ceamruHo maauedo-KOHTPOIHPAHO KJIMHHYHO NMPOYUYBAaHE 34 OUEHKA HA e(PHKACHOCTTA U
Oe3zonacHocTTa fipu AobGaBAHe Ha cuTarnUnNTUH 100 mg BeAHBK AHEBHO KbM CLLUSCTBYBALUO JIEHEHHUE
¢ METHOPMHH, CUTArMTUNTHH OCUTYPABA ZHAUUTEIHO NOAODOPEHUE HA MTMKEMHUUHUTE NapaMeTpH B
cpaBHeHHe ¢ naauedo. [IpomaHaTa cnpaMo U3XOAHUTE CTOMHOCTH Ha TENIECHOTO TErJ0 € noaobHa npu
NaLtMEHTH, IEKYBAHHU CbC CUTArAMNTHH cnpamo maauebo. [1pu Tora npoyysaHe UMa noaoOHa 4eCTOTa
Ha CJIyYad Ha XHNOTJIMKEMHUS NPH NALUMEHTH, JIEKYBAHH CbC CUTATIMNTHH MK Miauebo.

[1pu 24-ceaAMUUHO NnaUEOO-KOHTPONHPpaHO (PAKTOPANHO NMPOYUBAHE HA HAYATHO JIEYEHHE,
cutaraunTuH 50 mg ABa nbTH AHEBHO B KOMOMHauua ¢ MeThopMuH (500 mg unn 1 000 mg asa nmbTH
AHEBHO) C€ MOCTHIA IHAUMUTENHO NOAOOPEHUE HA IMUKEMHUUYHUTE NapaMeTpH B CPaBHEHUE C BCAKA
MOHOTEepanua. HamaneHHeToO Ha TENeCHOTO Terno Npu KOMOWHAUWATA CHTArTUNTHH YU METHOPMHUH €
No100HO HA TOBa HabN10AaBaHO MPU METPOPMUH CAMOCTOATENHO WK naauedo; HAMA NMpoMAHa
CNPAMO H3XOAHHUTE CTOMHOCTH NPH MALIMEHTH HA CUTArlIMIITHH caMocToaTenHo. YectotaTa Ha
XHNOCJIMKEMUS € NoA0DHA Cpell 1eKYBAHUTE TPYIIH.

[IpoyuBaHe ¢b¢ CUTACNKWOTHH B KOMOMHALMS ¢ METPOPMHH W cyndoHHIYpes
24-ceAMHUYHO M1auedO-KOHTPONUPAHO KIHHHYHO NPOYYBAHE € TUNTAHHPaHO Ja OUeHH edUKACHOCTTA U
0e30nacHoCTTa Ha cUTArnMnTHH (100 mg BeaHBXK AHEBHO) NPHADABEH KbM FIMMENUpHI
(CaMOCTOATENHO WK B KOMOKMHaUUa ¢ MeTdhopMmun). obasaHeTO HA CHTATTHIITHH KBM FTUMENMHPHI U
METQOPMHH, OCUTYypABa 3HAYHUTENHO NOAOOpeHUE Ha MNIMKeMUUYHHTE napamerpy. [lauuedTure,
JIEKYBAHH CbC CHTArIMNTHH HUMAT ¢nabo noerieHne Ha TeaecHoTo Terno (+1,1 kg) B cpaBHeHHe ¢
Te3H, Noay4arany nnauebo.

[IpoyuBaHe CHC CUTAMUNTHH B KoMOUHaUKA ¢ MeThopMHH U PPARY aroHncT
26-ceAMHYHO MNauedo-KOHTPOIUPAHO NPOYYBAHE € NpeAHa3HAYeHO aa OUeHH e(DUKACHOCTT
Oe3onacHocTTa Ha cuTaraMnTHH (100 mg BeaAHBK AHEBHO), 100aBEH KbM KOMOHHAUKA Ha
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NUOTHTA30H U MeTPopMUH. [lodaBAHETO HA CUTATNHNITHH KBM MHOTINTA30H U MET(HOPMHKH,
OCHIYPABA 3HAYHTENHH MOAOOPEHHA HA TNMUKEMUYHHUTE napameTpu. [IpoMsHaTa B TENECHOTO Terno oT
M3IXOAHO HUBO € NOAC0HA HA Ta3U MPU NAUKWEHTH, JIEKYBAHH CbC CHTATTANTHH, B CPaBHEHHE ¢
nnauedo. HYectoTara Ha XUMOTIMKEMHUA CBLLO € N0A00HA NPU NAUMEHTHTE, JIEKYBAHH ChC CHUTArIMNTHH
MY naauedo.

[IpovupaHe Ha CUTArAUNTHH B KOMOUHALWA ¢ MeTHOPMHH M MHCYJTUH

24-ce AMHYHO NIaue00-KOHTPOIIMPAHO KIIHHHUYHO NPOYYBaHE € NpeHA3HAYEHO 1A OLEHH

epexTuBHOCTTA M De3onacHoCcTTa Ha cHTarnunTHH (100 mg BeaHBK THEBHO) 100aBEH KbM HHCYJIHH

(npu cTabunHa 103a 3a Haii-Manko 10 ceamuun) cxe uau 6e3 metdopmun (Hali-manko 1 500 mg). Mpw
NAaLHEHTH, MPHEMALLK NPEIBAPUTENIHO CMECEH HHCYJTHH, CpeaHaTta aHeeHa 103a € 70,9 U/aneBHo. [pu
NALUHEHTH, MPHEMALLH HECMECEH NMPEABAPUTENHO (MEAKAHHER/ NTPOABIKUTENHOASHCTBALL) HHCYJIHH,
cpeaHaTa AHeBHa 103a ¢ 44,3 U/aneBHo. Jlanuute oT 73 % OT nauveHTUTE, KOUTO Ca NIPHEMAITH
meThOpMHH ca npeacTaseHn B Tabnnua 2. JlobapaHeTo Ha CHTarMMNTHH KbM HHCYJIHH OCUIYpABa
3HAYUTEHO NOJOOPEHHE HA MITUKEMUUHHTE napaMeTpHd. Hsama 3nauutenHa npoMsaHa B TENECHOTO TENO
OT U3XOAHOTO HUBO B ABETE IPyIH.

Tabauna 2: Pesyaratn 3a HbA . npn naaue6o-KoHTpoIHpaHu NpoyYBAHHA ¢ KOMOMHHPAHO J1eYeHHE
ChC CHTATIUNTHH H MeTPOpMHH*

Kopurupaua, capsimo
niaauedo, cpeana
npomsina HaHbA . (%)
(95 % CI)

Cpeaun
ITpoyuBane CTOHHOCTH
HA H3XO0AHO
HABOHDbA |
(%)

Cpeasa npomana

CTIPEMO H3IX0IHO
nusoHbA . (%)

CurarnuntuH 100 mg
BEIHDBK JHEBHO, 2.0 07" -0.77+
aobaeeH KbM (HOHOBA (-0.8, -0.5)
Tepanug ¢ METPOPMUH'
(N=453)

Coataramntux 100 mg
BeIHBbX JHEBHO,
AobaseH kbM (HOHOBA 8.3 -0.6"
TE€panus ¢ rNUMENUPHI
+ METPOPMUH’
(N=115)

Cutarnuntun 100 mg
BeJHLXK JHEBHO Ao0aBeH 3.8 RS -0.7%+

KbM (POHOBA Tepanus C ' ' (-1.0, -0.5)
IMHOrINTA30H +
METHOPMHH'

(N=152)
CutarauntuH 100 mg
BEAHDBX JTHEBHO, 2.7 0.7 0.
nobaeeH KbM (POHOBA (-0.7, -0.4)
TEPANHA C HHCYIHH T
METHOPMHH
(N=223)

HauanHo neueHnue
(ABa NbTH AHEBHO)
cUTarnunTuH 50 8.8 -1.47
mg + MeThOopMHH
500 mg (N=183)

0.9+
(-1.1,-0.7)
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HauanHo neuenne
(1Ba NBTH THEBHO) EXLE
cutarannTuH 50 me 8.8 -1.97 (2.3, -1.8)
+ meTdpopmun 1 000 ST
_mg (N=178)

* [lonyvaunsata o7 BCHMRK ICKN BAHH NAICHTH (Intention-to-treat andins).

" Haii-vaagmre CPEIHH KBLIPATH €A KOPHIHPANW CAPAMO CTATVCA [PH TIPEXOIMOTO AHTHXHICP IHKCMUAEQ JICHCHHE Y
CTOHHOCTTA HA H3NOIHO HUBO.

ipﬂ (.0O1 8 cpaBHEHHKE € IIANICO0 HITH [L1IACO0 + KOMOHITHPLHO JICYCHHE.

"HbA ¢ (%) Ha 24-Ta cenMHLiA.

"HbA . (%) Ha 26-Ta ceIMHULA.

Y Hal-Ma1RUTe CpeIHr KRUIPATH CA KOPHIMPAHK 3a YHIOTPedaTa Ha MHCY THH HPpH BH3HTA | (NpeBapuTeIno cMeCeH cpeuty
HCCMECEH [TPCIBAPHTETHO [MEHTHHEH H.IH MPOAB. DKHUTCIHOACTICTBAII]) H HINQIHYE CTOHHOCT.

9

[1pu 52-ceamuuHO NpoyuBaxe, cpaBHABALUO e(hHKACHOCTTA U De3onacHOCTTa NpH A00aBsHe Ha
cuTarnunTuH 100 mg BeAHBXK AHEBHO WK MIKUNON3UA (CYNPOHUIYpER) NPH NALMEHTH

¢ HeNO0BP rMUKEMHYEH KOHTPON NPH MOHOTEPANUa ¢ METPOPMHH, CHTACTUNTHH € NOA00eH Ha
[THNK3KUI Npy oHWKasBaHeTo Ha HbA . (-0,7 % cpenHa npoMsHa cnpaMo W3XOAHUTE CTONHOCTH Npe3
cenmuua 32, ¢ne cpenda crornoct Ha HbA . ot npubnuzurenno 7.5 % B asete rpynu). Cpeanara
11034 rNUNH3KA U3N0J3BaHA B rpynaTta 3a cpaBHeHue ¢ 10 mg nHeBHo kaTo npubauzutenHo 40 % ot
MALUECHTHUTE C& HYKAAAT OT 1034 rMUNuina < 5 mg/aHeBHO No BpeMe Ha npoyusaHeTo. Obaue, noBeye
MALUMEHTH OT rPYNaTa Ha CUTArNMNTHH Ca MPEeKbLCHAIH NOPARH NHNca Ha €(pUKACHOCT, OTKOJIKOTO B
rpynara Ha ravnusui. [lauMeHTHTEe NeKyBaHH CbC CHTArIMNTUH NOKA3BaT 3HAYUTEHO CPEAHO
MOHHAKEHHUE CIIPAMO H3XOJIHHTE CTORHOCTH Ha TenecHoTo Tero (-1,5 kg) B cpaBHEHHe CbC
JHAUYMTENHO NMOKaYBaHE Ha TErNOTO NMPH NauneHTH noay4vasany raunu3ua (+1,1 kg). B Tosa
NPOyUBAHE, OTHOLWEHHETO MPOUHCYIUH KbM HHCYJIHH, MApKep 3a e(DeKTUBHOCTTA HA MHCYTHHOBHS
CHHTE3 M 0cBODOXKIABAHE, Ce NOACOPABA CbC CUTATJIMITHH U CE BJOLIABA NPH NEUYEHHE C MTUIMH3HA.
YecroTata HAa XHNOTIIMKEMUs B rpynaTa Ha cutarauntH (4,9 %) € 3HaYuTeTHO NO-HHUCKA OT Ta3H B
rpynara Ha radnuzng (32,0 %).

24-ceqMUYHO MNALEDO-KOHTPOMHPAHO KITHHUYHO NMPOYy4YBaHe, BKIHOUBao 660 nauueHTH e
NpeHAa3HAYEHO 13 OUEHH €MKACHOCTTA BOAELIA 10 HAMANABAHE HA HHCYJIMHOBHTE 1034 U
Oe3onacHocTTa Ha cHTaraunTUH (100 mg BeaAHBK IHEBHO), KOTATO € NpUOaBeH KbM MHCYJIMH FNapKUH
cbC WK Oe3 MeTdopMuH (noHe 1 500 mg) no Bpeme HA HHTEH3UDUUKPAHETO HA HHCYJIMHOBATA
Tepanusi. [1py nauueHTH, apHeMalltd METPOPMHUH, u3xoaHaTta ctolinocT Ha HbA . e 8,70 % u
HayanHata 103a UHCYIHH € 37 [U/anesHo. [MauneHTUTE ¢a HHCTPYKTHPAHK Na THTPHPAT TAXHATA 4032
MHCYJIMH TMapXKUH Bb3 OCHOBA HA CTOWHOCTUTE Ha KPbBHATA 3axap Ha rajHo, U3MepPeHH 4Ypes KPLBeEH
TecT ¢ yboxkaaHne Ha npbeta. [1pu nauveHTUTe, npueMalun MeThopMuH, Ha 24-Ta ceaMuLa,
YBE/IHYABAHETO Ha AHEBHATa 1033 UHCYNUH ¢ 19 [U/aHeBHO NpH MaLueHTH, NeKyBaHH ¢bC
cutarnunTvH u 24 [U/anesHo npu nauvedTy Ha nnauebo. [Monnxkasaneto Ha HbA . npu nauuvenTs,
JEKYBAHHW CBHC CUTAMMITHH, MeTGOpMUH K MHCYAUH € -1,35 % B cpaBHenue ¢ -0,90 % npu nauveHTH,
NEKyBaHH ¢ nnauedo, METPOPMHH U HHCYIHH, pa3iuka oT -0,45 % [95 % CI: -0,62; -0,29]. Yectotara
Ha xHnornukemus e 24,9 % npu nauveHTH, TEKYBaHH CbC CUTAMTUNTHH, METQOPMHH H MHCYJTHH U
37,8 % npu nauneHTH, IeKyBaHu ¢ nnauedo, MeTQOPMHUH U MHCYITUH. Pa3uKkaTa ce Jb1KH OCHOBHO
Ha MO-BUCOKHMSA NPOLEHT NALMEHTH B rpynara Ha nnauedo, u3nutand 3 UaK noseye enu3ona Ha
xunorsimkemus (9,1 cnpsamo 19,8 %). Hama paznuka B 4eCTOTaTa Ha TEXKKA XUMNOTNUKEMMUS.

MeTtdopmuH

Mexanuzvy na oeticmaiie
MeTpopMHH € OUrBaHMAWH ¢ AaHTUXHNEPIIIMKEMHUHEH eeKT, NOHUKABALL KaKTo 6a3annara, Taka U
nia3MeHaTa rjioKo3a cnel xpaHeHe. TOH He CTUMYNHpa HHCYIHHOBATA CEKPELMA H CTER0BATENHO He
Npean3BHKa XUNOrTHKEMHSA.

MeTdopMHUH MOKe Na A€HCTBA NO TPHU MEXAHH3IMA;
- Ype3 HAMANABAHE NPOAYKUMHATA HA YepHOAPOOHA rNIOKO3a Ype3 HHXHOUpaHe Ha PN
[JIIOKOHEOreHe3aTa W MNIMKOreroNM3aTa ..‘ , gt-'ﬂf';_
- B MYCKYJIHTE, 4pe3 YMEPEHO MOBMILABAHE HA MHCYTMHOBATA HyBCTBUTENHOCT, NOJOQP mﬁkﬁ‘i -

"
-
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nepudepHOTO NOEMaHE M YCBOSBAHE HA [JIIOKO3a
- ype3 3abapaHe Ha abcopduMATa Ha r110K03a B TBHKHTE YepBa

MeTdhopMHH CTUMYNHpaA BBTPEKNETHYHHUA CUHTE3 HA MUKOTEH YPe3 Bb3AEHCTBHE BLPXY IHKOreH
cuHTeTazata. MeT(dhOpMHUH NOBULIIABA TPAHCMOPTHHA KanauHUTET Ha CNeUH(PHUUHU TUMOBE MeMOpaHHH
TpaHcnoptepu Ha rawkozarta (GLUT-1 v GLUT-4).

Kumuuna edhuxacnocnm u 6ezonacrocnt

[Tpu xopara, HE3aBUCHMO OT AeHCTBHUETO CH BbPXY MTHKEMHUATA, MET(OPMUH UMa OJ1aronpHATHH
eheKTH BBPXY TUNUAHKA MeTabonn3bM. Tora ce foKa3Ba Npy TepaneBTHUYHH KOHLEHTPAUHUH B
KOHTPOJHPAHH KIIMHHUYHK NPOYUBAHHA CBC CPeAHA NPOALMKHUTENHOCT HITH ABJIFOCPOUHH KAHHHYHH
Npoy4BaHuA: MeTHOPMHUH Hamanaea ob1uHs xonectepon, LDL¢ 1 HuBaTa Ha TpUrnnUepHAUTE.

[TpocnekTuBHOTO paHaomuzdpano (UKPDS) npoyuBaHe € YCTaHOBHAO ABATOCPOYHATA NOI3a OT
HMHTEH3IHBHHUA KOHTPO/1 HA KpbBHATA 3axap npH avadeT Tin 2. AHanA3bT Ha pelynTaTUTe nNpu
MANUEHTUTE ¢ HAJHOPMEHO TErNO, IEKYRAHHW C METPOPMMH Clie HEYCNEX € AHeTa CAMOCTOSTENHO
MOKa3BarT:
- 3HAYMTENIHO HamaNeHWe Ha abCONTHUA PUCK HA CBLp3aHuTe ¢ aMadeTa yCoXKHEHHUs B rpynara
Ha MeT(HOpMHUH (29,8 cbOuTUA/1 000 NAUHEHTOrOAHHHK) CNPAMO AHETA CAMOCTOATENHO (43,3
cuOuTHa/1 000 nauneHToroanuHu), p=0,0023 U crnipaMo rpynure Ha KOMOMHaUUA CbC
Cyn@oHUNypes U MoHoTepanus ¢ UHCYJIMH (40,1 cubuTtusa/l1 000 naunentoroaunun), p=0,0034
- 3HAYUTENHO HamajieHWe Ha adCONIOTHHUA PUCK OT CBbp3aHaTa ¢ AHabeT CMbPTHOCT: MET(HOPMHH
7.5 cubutna/l 000 naunedHroroanuu, auera camoctoarenHo 12,7 cwbutua/l 000
nauueHTOroauHu, p=0,017
- 3HAYUTENTHO HaAMaJIeHHUE Ha abCOMIOTHHUA pUCK OT odulaTa CMBPTHOCT: MeThopMuH 13,5
¢cvOuTug/l 000 naumeHTOroaAMHU cnpamMo avera camoctodaTenHo 20,6 cubutua/l 000
nauMeHToroaAuuu, (p=0,011) u cnpamo rpynute koMOnHUpaHa cyipoHUNYpes K MOHOTEpanHs ¢
nHcynuH 18,9 cvbutng/l 000 naunentoroauuu (p=0,021)
- 3HAYMTEAHO HAMAJICHHE Ha a0CONTHHA PHCK OT MHOKapaeH HHGpapKT: MeThopMuH | |
cbOuTHA/1 000 naumeHTOr0AHMHU, AueTa caMocToaTenHo 18 ¢cuOuTUg/1 000 nauneHTOroauHH,

(p=0,01).

TECOS e panaoMuinpaHo rnpoyusaHe npu 14 671 nauueHTU B intention-to-treat nonynauuaTa ¢
HbA . = 6,5 00 8,0 %, ¢ yCTAaHOBEHO CbpAEHHO-CBHA0BO 3a00as8BaHe, KOUTO NOJIYYABAT CHTACJIMNITHH
(7 332) 100 mg aHesHO (MK 50 mg AHEBHO, aKo MU3XOAHHUTE cTOHHOCTH Ha eGFR ca> 30 u

< 50 ml/Mun/1,73 m-) unun nanauebo (7 339), noGaBeHH KbM OOHUANHUTE FPHIKU CHIIACHO MECTHHTE
cranaaptv 3a HbAlc u chpaeuno-cuaoBu puckosu daktopu. [Taumuentn ¢ eGFR < 30 ml/mun/1,73 m°
HE ¢a BKJIOMEHHU B NpoyuBaHeTo. Micnensanara nonynauua skiousa 2 004 nauueHTH Ha Bb3pacT

> 75 roavuu 1 3 324 naumentu ¢ 6u6peuHo yepexnade (€GFR < 60 ml/mun/1,73 m?).

[lo speme Ha npoyusaHeTo, oOLLaTa H34MCTIeHa cpeaHa padnuka (SD) B ctoiiHocTuTe Ha HbA, . Mexay
FPYNHTE Ha CUTArMNTHH W naauedo e 0,29 % (0,01), 95 % CI1 (-0,32, -0,27); p < 0,001.

[IbpBHYHATE KpaHHA TOYKA [0 OTHOLUEHHE HA CLPAESYHO-CBAOBATAE CUCTEMA € CbCTABHA OT fTbpBaTa
MosBa Ha CbpAECUYHO-CHI0BA CMBPT, HedaTaneH MHOKapaeH HHQAPKT, HedaTaneH HHCYAT WIH
XOCMUTAAU3auMa Nopaan HeCTadMAHA CTEHOKAPAHA. BTOPUUYHHUTE KpaiHH TOMKH MO OTHOLUEHUE HA
ChPACHHO-CBHAOBATA CHCTEMA BKJIIOYBAT MBPBATA NOABA HA CHPACYHO-CHAOBA CMBPT, HedaTalleH
MUOKapAeH MH(PAPKT WK HedaTalieH HHCYNT; MbpBaTa NOABA HA HHAWBUIYAAHHUTE KOMMOHEHTH
AbPBHYHATA CbCTABHA; 00114 CMBPTHOCT WU XOCNUTAIU3ALMH TOPAHN 3aCTONHA ChpaeUHa
HEJOCTATBUYHOCT. /_'" :‘

HEAOCTATLUHOCT, KOraTo ce n06aBs KbM 00WUANHUTE MPHIKH NPH NALIMEHTH ¢ 11abeT Tvm 2 B b Y .
CpaBHeHHE ¢ obHuarHuTe rpuwxu Oe3 curtarnuntux (Tabnuua 3). e R L
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Ta0anua 3: YecToTH HA KﬂMﬁHHHpﬂHH CHPACHHO-CBAOBH PECIYJITATH H HA KAKWY0BH BTODHYHHA

pe3yaTATH
Cutarnuntin 100 mg Ilnaued
0
YecTora Ha YecToTa
100 Ha 100
[NauUHeHTO- NALUHEHTO
roasau™* roAMHH™ Koepuunenrt
Ha pHCKA p-
N (Wo) N (E/ﬂ) (95"/0 Cl) l.‘.'TﬂrlHﬂET+
AHaaul B Intention-to-Treat nonyaaunaTta
bpofit naunenTH 7,332 7.339 (0,98 (0.89—-1.08) | <0.001
Cutarauntud 100 IMnhauebo
mg
HYectoTa YecToTa Ha
ua 100 100
NALUHEHTO NALHEHTOro
roAHHH* AHHK* KoeduuneHt Ha
pHcka {(95% p-
| N (%) N (%) Cch cToitHOCT'
[IspBHYHA cHCTABHA KpaiiHa
TOYKA
(CbpACHHO-CB10BA CMBPT,
HedpaTLIeH MHOKAP.ICH HHDADKT, 839 (11.4) W1 851¢(11.6) | 4.2
HethaTaICH HHCVIT HIY
XOCIHHTLTHIALHA, [IOPATH
HECTAONUIHA CTEHOKAP.1HA)
BropHyna cbeTasHa KpakiHa
TOUYKA
(CBPACYHO-CBLI0BA CMBPT.
Hﬁbﬂ'l‘ﬂ.‘leli Y | HUHHPJEH Hll{bilpli-ﬂ‘ ?45 [ Iﬂ.?,} 36 746 { IU‘:} 36 ﬂgt) {03(}—[ . I“] ":{]DOI
HIH HEhATAIEH HHCYIT)
Bropuyen pesyarar
CbPACHHO-CBAOBA CNBPT 38O (5.2)y 1.7 366 (5.0) 1.7 1.03 (0.89-1.19) 0.711
Beskakbe BHT MHOKApICH
HHpapkT (paTaien 1 nedaraicH) 300¢31) |i.4 316 (4.3) 1.5 10.95 (0.81-1.11) 1487
Beskaking B nHey 1T (daTtanen 178 (2.4 [0.8 183 (2.5) 0.9 lﬂ.ﬁ? (0.79-1.19) ). 760
H HelparaieH)
XOCHUTLTH3IALHA MTOPLIH
HCCTAOH, THE CTEHOKAP, 1M 16 (1.6) .5 |' 129(1.8) | 0.6
('MbPT nopaaH BCAKIKRA 547 (7.5) .5 537¢7.3) 2.5
[pHYHHA
XOCIIHTATH3ALIMA, NOPATH 228 (3.1 |l.1 229¢3.1" ].
ChPIICUHA HEIOCTATLHIIOCT
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* Yeororara na 100 nanenmoro, i ¢ wvpcaena karo K} x (o0ums Opoil nanueiny ¢ & | ¢hONEHe 110 BpeMe Hi

JLOHN CTHMHA HRPHOT HA CRCTOIHISA CNPEAMO OIS QPO HAHHCHTONO, THHH HQ SIPOCIS BRI ),
B3 ocnosa na veae 1 Ha Cox, CrparipHimpan 1o perton. 3a CherTaB i ee Kb TOuKH, p=CTofHIOCTHIC CHOTBCTCTBAT Hil
TECT 3 HEHINPEPHOPHOCT, TBPCCI 1 HOKAKC, UC KOCPHIIMCHTET Hid PHCKA ¢ HO-MAIBK o7 | 3. 30 BCHUKH APy TH Kpaiin

TOYKH p- FOHHOCTHTC ChOTBCTCTRUT HA TCCT 34 PALIHKHIC B hl‘iL[I)IIll.HLH [ Hi PHCK:L
T AHLIHIBT HA NOCHHTLIHIANHATA NOPWLTH ChLVICUHERY HETOCTATRUHOUT & KOPHPHPAH 3 ddHaMEIC3D 39 CRPIICHTHL
HCTOCTATBYHOCT Hil H3XOTHY HHBO,

[learaTpyuyuHa nonyaaund

EBponeickaTa areHUWA No aekapcTeaTa oCcBoOOKAaBa OT 3aAbAKEHHETO 32 NPEROCTABAHE HA
pe3vnTatute ot npoyusaHusita ¢ MUPOMET BbB BCHUYKHW NOArPYNH HA NeAHATPUYHATA NONYNaUKs
¢hC 3axapeH auadet Tun 2 (Bxk. Tovka 4.2 3a HHPOPMALMA OTHOCHO YNOTpeda B neaAHaTpUsTa).

besonacHocTra v €PUKaACHOCTTA NpU N100aBAHE HA CUTATNUIMITHH NPH NeAKaTPHUHHHU NALIMEHTH Ha
b3pacT oT 10 10 17 roamuu ¢ Anadet THN 2 U HEAAEKBATEH MMHKEMHUYEH KOHTPOM Ha METHOPMHUH, CBC
Hnu €3 HHCYJIUH, Ca OLICHEHH B JBE NPOYUBaHUA 3a nepnoa ot 54 ceamuun. JobaesHeTO Ha
CHTArMANTHH (NPHNIOKEH KATO CUTAMTMATHHHMETOOPMHH UITH CHTArTUNTHHHMETQOPMHUH C
yaAbNAKeHO ocsoboxnasane (extended release, XR)) e cpaBHeHo ¢ 100asiHeTO HA NAauebo KbM
METHOPMHUH UNH

meThopmut XR.

Makap 1 na ce AEMOHCTPHPA NPEBBIXOACTBO NO OTHOWEHUE NOHWxaBaHeTO Ha HbAlc 3a
cutarnunTuH+mergopmus/ cutarnuntuH+meTgopmun XR Han metdopmiuH Ha ceamuua 20 npu
COOpHHA aHATH3 OT TE€3H ABE NPOYUBAHHUA, PE3YNTATUTE OT OTAEJHHUTE NPOYHUBAHNA Ca HECHLBMECTHMH.
OcseH TOBA, He ce HabnaaBa No-BUCOKA €PHUKACHOCT Ha
CUTArNUNTHHHMeTHopMUH/cHTarnunTHH+MeThopMHH XR B cpaBHeHHe ¢ MeTPOPMHUH Ha ceaMHLa 4.
Cnepoatenno, MUDPOMET He Tpadsa na ce v3non3ea npu NeAKATPUUHK NAUNEHTH Ha Bb3pacT of 10
no 17 ronuHy nopaau HeaoctaTbyHa ePUKACHOCT (BX. TOUKa 4.2 3a HHPOpMAUKMA OTHOCHO ynoTpeba B
neavaTpuaTa).

5.2 PapMaKOKHHETHYHH CBO#CTBA

CnenHure JaHHH NOKA3BaT PapMaAKOKHHETHYHUTE CBOWCTBA HA OTACIHUTE aKTHBHH BELLECTBA HA
MHUOOMET.

CYTarnuMnTHH

Abcopoyus
Chea nepopanHo npunoxkeHHe Ha ao3a 100 mg Ha 3apaBy y4acTHHLUM, CHTAarnUnTHH Obp30 ce
abcopbupa, ¢ NOCTHraHe HA MHKOBH NNA3MeHH KOHUEHTpauuu (MeanaHa Tua) | 00 4 vaca cnen
NPUIOKEHHUETO, cpeaHa naazMeHa AUC Ha cutarnvnTuH 8,52 uMe«hr, Ciax 950 nM. AbcontotHaTa
OHOHANKYHOCT HA CHTArIUNTHUH € npudAN3nTenHo 87 %. TbH KaTO NpUEeMaHETO HA CHUTArIUMTHH
eJHOBpeMEHHO ¢ 6orata Ha Ma3HWHU XpaHa He NoBNHUABA PAapMaKOKHMHETHKATA, CHTArJUNTHH MOXe na
ce npunara ¢ wav 0e3 xpana.

ITnazmenata AUC Ha cHTarnunTUH ¢€ NOBUUIABA NO A03A NPONOPUMOHaANeH HauuH. Jlo3a-
MPONOPLUHOHAJIHOCT He € YCTaHOBEHA 3a Cnax M Cagiaca (Cinax CE MOBULLIABA TTOBEYE OT A03a-
NMPOMOPUHOHANHO, & Cayuaca CE€ YBEAUHABA MO-MANKO OT A03a-MPONOPLUHOHATHO).

Pasnpeoeienie
CpeaHusaT obeM Ha pa3npeaesieHHe B CTaLMOHAPHO CbCTOAHHUE Cled €AHOKPATHa HHTPABEHO3HO

NpUaoxkeHa ao3a ot 100 mg CUTaArMMMTHH Ha 3ApaBH YYaCTHHLMK € npudanzuteaHo 198 autpa.
(DpakuusTa CUTArNUNTHH OOPaTUMO CBBP3aHa ¢ MIa3MEHHTE NPOTEHHH € HHUCKA (38 %).

buompancghopriayus i1
CUTArfUITUH ¢ce eTUMUHNPA OCHOBHO HENPOMEHEH ¢ YPHHATA, a METAadONMH3IMDBT € BTopoc:TeH ‘He'ﬁ
nmuT. [Ipubnuzurendo 79 % OT CHTArNUMNTHH C€ EKCKPETHPA HEMPOMEHEH B YPHHaTa. \ e .
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Cnien nepopanna n103a [*CleutarnunTii, npudansutento 16 % oT paauoakTHBHOCTTA ¢e EKCKPETHPA
KaTo MeTabdOMIMTH Ha CHUTAaraunTUH, Ha HUBO cieaH Ca YCTAHOBEHH LIeCT MeTaboNuTa, KOUTO He ce
QUAKBa Ja NoNpUHACAT 3a nnasmeHata DPP-4 nuxudytopHa akTUBHOCT Ha cHTarannTuu. fn vitro
MPOYYBaHUATA MOKA3BAT, Y€ OCHOBHHUAT €H3UM, OTTOBOPEH 3a OTPAHHUEHHS METAabONH3IbM Ha
cutarnmnTud € CYP3A4, ¢ yyactuero u Ha CYP2CS.

In vitro navHWTE NOKAa3BAT, Y€ CUTArNUNTHH He € HHXUOuTOP Ha CYP usoensumute CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 nau 2B6, u He e unaykrop Ha CYP3A4 u CYP1A2.

Enonmupane

Cnen npunoxeHue Ha nepopaiHa no3a [ *CICUTarTMNTUH Ha 3ApaBy YUaCTHHLH, NPUOTN3IUTENHO

100 % ot npunoxkeHaTa paaIHoOaKTUBHOCT ce enHMUHKpa ¢ dexanunte (13 %) nav ypunara (87 %) 10
€1Ha ceNMHULA Cnel NpHaoKeHHeTo Ha no3arta. llpuBuaHuaT kpaen t) > cnen 100 mg nepopanHa a03a
CUTArIUNTHH € NpuOAH3IHTEeNHO 12,4 yaca. CuTarnuNTHH ce HaTPyNBa CaMO MUHHMAITHO MPH
MHOTOKPATHO Npunarade. brOpeuHnaT KinpsHC € npudauzutento 350 ml/mun.

ENUMHHHUPAHETO HA CUTATMMTHH CTaBa OCHOBHO Upe3 ObOpPeUHa eKCKpeUuMs Y BKIIOYBA AKTUBHA
TYOynHa cekpeums. CutariunTuH e cyGcTpaT Ha HOBELIKK OPraHHYeH aHMOHEH TpaHcaopTep -3

(human organic anion transporter-3, hOAT-3), koiiTo Moxke 6u yuacTBa B 6L6PEUHOTO ENTHMHUHHPAHE HA
cUTArMNTHH, KnuHnuHoto 3Hadexne Ha hOAT-3 B TpaHcnopTa Ha CUTArUITTHUH HE € YCTAHOBEHO.
CHTaraunTHH € CyoCcTpart M Ha p-riHKONpPOTEHH, KOUTO MOXke O yuacTBa U B MEIHHPAHETO Ha
OBLOPEYHOTO eNNIUMHHHPAHE HA CUTAMTHNTHH. B CBLLIOTO BpeMe LMKNOCTIOPHH, €AHH P-TIHKOMPOTEUH
HHXHOHTOPp, He HamanaBa ObOpeyHus KIHpBHC Ha cHTarAMNTUH. CHTarnUNTHH He e cybeTpat Ha OCT?2
unu OATI1 wnu PEPT1/2 Tpancnoprepure. In vitro cutarnunTrh He notueka OAT3 (IC50=160 M) wnu
p-rankonpoTerHa (10 250 uM) MeanrpaHus TpaHCNOPT B TEPANEBTHYHO PENEBAHTHH MJIA3MEHH
KOHUEHTPaUHH. [IpH KIHHHYHO NpOoyURAHE CUTArUINTHH UMA MaNbK €(PeKT BbPXY MNa3MEHHUTE
KOHUEHTPALIUK Ha AUFOKCHH, KOETO NOKA3Ba, Y€ CHTAMIMITTHH MOXKE Aa € ¢Nab WHXHOUTOP Ha p-
CTAKOMPOTEUH.

Xaparmepucmuxd npu RAaUeHmume
(DapmakOKHHETHKATA Ha CUTAMTUITTUH € KaTO LUSI0 CXOAHA NPU 3ApaBy YHACTHULUH W NAUUEHTH C
avadeT Tvn 2.

bvopeuno vepexcoane

[IpoBeaeHo € OTBOPEHO NpOyYBaHE NPH €AHOKPATHO NPUIMKEHHE 3a OLEHKA Ha (PapMaKOKHMHETUKATA
Ha HamaJieHa A03a CHTarNMNTHH (50 mg) NpH NaLMEHTHU ¢ Pa3/NYHA CTENEH HA XPOHUUYHO OBLOpeUHo
YBpPEXIAaHE B CPaBHEHHE CbC 34paBH KOHTPOAH. [1poyuBaHeTO BKKOBa MAUKMEHTU ¢ HGbOpeUHo
YBPEKIAHE B I€KA, YMEPCHA WK TEXKKa CTeNeH, KakTo ¥ nauueHTH ¢ ThbH Ha xemoananusa. OceeH
TOBA, epekTHTE Ha 6BOPEUHO yBpexaaHe BbpXy (PapMAKOKHHETHKATA Ha CHTAMAMITTHH NPH NALHEHTH C
AnadeT TN 2 M GBOpeUHO yBpeXKIaHe B JieKa, YMEPEHA HAH TeKKa creneH (rxnounTenHo ThH), ca
OUEHEHH uYpe3 NONYJaUHOHHH PapMAKOKHMHETHYHH AHAJINIH.

B cpaBHeHUe CBC 34paBH KOHTPOIH, Nna3MeHaTta AUC Ha CUTarIMNTHH ce NoBULIABA NPHUONUIUTENHO
[,2 meTy Npy nauneHTH ¢ OBOpeuHo yepexaane B neka crened (GFR > 60 ao < 90 ml/Mun) 1
CbOTBETHO 1,6 NbTH Npu nauMeHTH ¢ OBOpeuHo yBpexaaHe B ymepeHa ctened (GFR > 45 no

< 60 mi/mus). Tt KaTO pa3MEpPLT HAa NOBHILEHHETO HE € KIMHHYHO 3HAUMM, HE CE HaJlara KOpHrupaHe
Ha 403aTa NPU TE€3W NAUWEHTH.,

[InazmeHata AUC Ha cHTarnMnTyH ce noBywaea NpuUsIU3MTENHO 2 NLTU MPH NAUHEHTH ¢ 61O

ObOpeyuHo yBpexaaHe B Texka crened (GFR < 30 ml/MuH), BKIIHOUHTENHO NAUHEHTH ¢
XeMoaHantH3a. CUTArIMNTHH CE€ OTCTPaHABA YMEPEHO NpH Xemoauwanuia (13,5 % 3a 3-
XE€MOHaKM3HA cecHs 3ano4dsalla 4 yaca cfiel NPUIIOKEHHETO).

Yepuoopoono yvepesxcoane \ NS S
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4epHOApoOHO vepexnaHe (ckop no Child-Pugh < 9). Hama knuHHueH ONKUT NPU NALUKEHTH € TEKKO
yepHOApoOHO yBpexaane (ckop no Child-Pugh > 9). B csworo Bpene, Tb KATO CHTArnIMNTHH ce
eIUMMHHPa OCHOBHO upe3 ObOpeuyTe, HE C& O4AKBA TEKKOTO YEPHOAPOOHO yBpeXKAaHe Aa NoBIHsAE
BbpXY (PAapMAKOKHMHETHKATA HA CUTATJINMIITUH.

TTaynenmu 6 cmapuecka sv3pacm

He ce Hanara kopekuus Ha 103aTa B 3aBUCUMOCT OT Bb3pacTra. Bb3i ocHoBa Ha nonyiauHoHeH
(hapMaKkOKWHETHYEH aHaan3 Ha AaHHHW oT Pa3za | v Qasa I, ebipacTTa He OKa3Ba KITHHUUYHO 3HAYUM
eheKT Bbpxy (PapMAaKOKMHETUKATA HA CHTArIMATHH. YYacTHULUTE B cTapuecka Bb3pacT (65 1o

80 roanuu) umat nprudnnsutenHo 19 % no-BUCOKU MIAIMEHU KOHLUEHTPALMH HA CUTATTTUNITUH B
CpPaBHEHHE C MO-MJIAaAH YHACTHHULM.

IHeouanipuuna nony s

(MapMakOKMHETUKATA HA CHTArJUINTHH (€aAUHKWYHa 103a 50 mg, 100 mg vwaun 200 mg) e uscnensana
NpH NeJUaTpHUHKN NaurMeHTH (Ha Bbi3pacT ot 10 a0 17 roavnu) ¢ amabet tun 2. Ipu tazu nonynaums,
AUC Ha cuTarnMnTHH B rnJia3mara, KOpMripaHa cnpamo ao3ata, € npudnusutento 18 % no-Hucka
OTKOJIKOTO MPH BB3PACTHU NaureHTH ¢ auadeT tdun 2 npu no3a 100 mg. He ca nposekaany
NpOYYBAHHA CbC CHUTAMTUNTHH MpPH NeAHaTPUYHU NALUMEHTH HA Bb3pacT < [0 roamHu,

Hpyeu xapaxmepucnuru na nayuenmume

He ce Hanara KopekuHs Ha 103aTa B 3aBMCUMOCT OT N0, paca Miv UHAEKC HA TenecHa Maca (BMI).
Te3n xapakTepUCTHKH HAMAT KITHHHUYHO 3HAYUM e(EeKT BbpXYy GapMaKkOKMHETUKATA HA CUTArIUNTHH
criopea KOMOWHHUPAHUA aHaNKM3 HA PapMAKOKHHETHYHUTE AaHHHU oT Pa3za I u nonynaunoHeH
(hapMaKkoOKUHeTHUYEeH aHanu3 Ha nadHu ot Pasa I u daza ll.

MeTtgopMuH

Abcopoyus

Cnea nepopanHa no3a MeTdopmMuH, Ty ce pocTura 10 2,5 yaca. AbcontoTHaTta OHOHATUYHOCT HA
Tabnetrka metgopMuH 500 mg e npubaunzmrenno 50-60 % npu 3apasu yuactHuum. Cnes nepopanHa
nosa, HeabcopOupaHara ppakuus, oTKpuTa BbB pekanunte e 20-30 %.

Cnen nepopaneH npuem, abcopbLuMaTa HA METOPMHH € HACHLLALLA C€ K HeNbaHA. CMATa ce, ue
thapMaKoKHMHeTHKaTa Ha abcopOumsaTa Ha MeTHOPMHUH € HenrHeiHa, [Tpu obuuaitHu 103U MeTHOPMHH
U J030BU CXEMH, MIAZMEHHUTE KOHLUEHTPALHUH NPH CTAUHOHAPHO ChCTOSHHUE C€ NOCTUIaT B pAMKHTE Ha
24-48 yaca H KaTo UANO ca no-manko ot 1 pug/ml. [pu KOHTpONUpPaAHH KIHHHYHU NPOYUBAHHUA,
MAKCHMATHUTE NAA3MEHH HHUBA HA MeTPOPMHUH (Chay) HE NpesUwIaBaT 5 pg/ml, hopu npu
MAaKCHMaJIHHW Q03H.

XpaHaTa HamansBa cTeneHTa H ¢iabo 3adbara abcopbuuara Ha meTdhopMuH. Cnea NPUIOKEHRHE Ha
no3a ot 850 mg, ce Habnmoaaea 40 % no-HMCKa NUKOBA IJ1a3MeHa KOHUEHTpaiumA, 25 % HamaneHHe Ha

AUC u yavnxkaBaHe ¢ 35 min Ha BpeMeTO N0 JOCTUraHe Ha NHKOBRA MNAa3MeHa KOHUEHTpauus.
KIMHUYHATA 3HAYUMOCT HEe e W3IBEeCTHA.

Pasnpeoe.ieniie
CBBLP3IBAHETO € NNA3MEHUTE MPOTEHHU € HEZHAUUTENHO. MeThOPMUH ce pa3npeena B EPUTPOLIUTHTE.

YepBeHUTE KPbBHH KIETKH HAH-BEPOATHO NMPEACTABNABAT BTOPHUEH KOMMAPTUMEHT HA
paznpeaenerdne. Cpeanust Vd sapupa mexay 63 — 276 1.

buompanchoparun . _
MeTgopMUH ce eKcKpeTHpa HenpoMeHeH B ypuHata. I1py xoparta He ca yCTaHOBEHH METAbOMMTH: .

4

s

Erviunupane RN

L™

BLOPEYHHAT KAHPBLHC HA METHOPMHH € > 400 ml/MuH, KOETO NOKa3Ba, ue METQOPMUH CE ENMMHEAPA

19



upes rnomepyiHa puiatpauns u TyOynHa cexpeuns. Cnea nepopanHa 103a, MPUBUAHHUAT TEPMHUHANEH
eIMMHHALLMOHEH NOYKHBOT € npuonu3utenHo 6,5 h. Korato 6bopeunara ¢gyHKLMA € yBpeaeHa,
ObOpeuHHs KAUPBHC C€ HAMANABA B CLOTBETCTBUE ¢ TO3ZH HA KPEATHHHHA U C1EN0BATENHO
eTUMHHALMOHHUAT NONYKHBOT €€ V1b1KaBa, KOETO BOAH 0 NOBHULUEHH HUBA HA MET(POPMHH B
nna3mMara.

5.3 TlpeaxknHHHUHH JaHHH 32 Oe3onacHOCT
He ca nposexxaaHu npoyusanus ¢ xxusotHu ¢ MUPOMET.

[lpu 16-ceAMHYHYU NPOYUBAHUA, B KOMTO Ky4YeTa €a TPETHPAHH HIIH ¢ METPOPMHH CAMOCTOATENHO HIH
¢ KoMOUHa1KA OT METPOPMHUH U CUTArMUNTHH, HE € HaDNONaBaHA JOMBJAHHUTEAHA TOKCHUYHOCT OT
komOnuauusta. NOEL B Te3u npoyuBaHua ce HaDA10aaBa NPH €KCNO3ZULMA HA CUTATJIANTHH
NPHONHIMTEIHO 6 MbTHU MO-BUCOKA OT Ta3H NPH XOPa H NPHU EKCMO3HULHMA Ha METHOPMHH
MPUONUIUTENHO 2,5 MBTH NIO-BHUCOKA OT Ta3H MNPH Xopa.

ChenHuTe NaHHH €a HAXOJKH MPH NPOYYBAHUA NPOBEAECHH CbC CUTArTTUNTHH WIH METHOPMHUH
CaMOCTOATEJTHO.

CHTArIUNTUH

b1uOpeuna u uepHogpoOHA TOKCUUHOCT ce Habsitoaara Mpyu rpysady Npy CTOMHOCTH HA CUCTEMHA
eKCNo3uumrs 58 NbTH MNO-BUCOKH OT HUBOTO HA €KCNO3MLMATA NPU XOPa, a HUBOTO Oe3 edekT €
onpeaeneHo Ha 19 MbTH NO-BHCOKO OT TOBA NpH XOpa. AHOMANTMK Ha pe3UMTE ce HabloaaBaT npu
[MABLXOBE NPH HUBA HA €KCNO3HUMA 67 MBTH NO-BUCOKH OT HUBOTO HA KIHHHYHA €KCMO3ULIUA; HHBOTO,
0e3 eeKT NpH Ta3x HAXOZKA € 58 MbTH NO-BUCOKO, CBINACHO Pe3ynTaTUTE OT 14-ceAMUYHO
[POy4YBaHe NPH IIbXOBE. 3HAYECHHUETO HA T€3M HAXOIKH MPU XOpa HE € U3BECTHO. TpaH3UTOPHY,
CBbP3aHM C JeueHHeTO PHIHYECKH NPOABH, HAKOU OT KOUTO NPEANOIaraT HaluyueTo Ha
HEBPONOrHYHA TOKCHUHOCT, KATO AMLUAHE ¢ OTBOPEHA YCTa, Ca/lMBaLHi, eMe3HC Ha 0ana niaxa,
aTaKCHA, TpenepeHe, HaMaNeHa aKTUBHOCT H/UNH U3rbpOEHA noza ¢e HalbMo1aBaT NPU KyyeTa nNpH
HHMBA Ha €KCMO3HUHNA NpUOIM3UTETHO 23 NBTH NO-BUCOKH OT HUBOTO HA KJIMHH4YHA €Kcno3uuma. OcBeH
TOBA, MHOIO JIEKa 0 N€Ka KOCTHO-MYCKYJIHA JereHepauna ¢e Hadoaaea U XMCTONOMHYHO MPU J03M,
JaBallii HUBA HA CUCTEMHA €KCNO3UUMNA NPUONUIMTENHO 23 MBTHU NO-BUCOKHU OT HUBOTO HA
eKkcno3uuns npy xopa. [lpu Te3n pesynrtatu, HUBOTO Oe3 edeKT € Npu excno3uumns 6-KpaTHO No-
BUCOKA OT HHBOTO HA KJIMHHUYHA EKCMO3HUMA.

CHTarJiHNTHH He NOKa3Ba reHOTOKCHYHOCT B X014 HA MpeaKIHHHYHH npoy4BaHus. CHUTArJIMNTHH He €
KaHeporeHeH npu Mulliku. [lpy nibXxoBe UMa MOBHILEHA YECTOTA HA YEPHOAPOOHH aAEHOMH U
KapUHHOMH MpH HUBA HA CUCTEMHA EKCMO3UUMSA 58 MBTH NO-BUCOKH OT Te3H NpH Xopa. Tbil Kato ¢
YCTAHOBEHO, Y€ XENATOTOKCHYHOCTTA KOpenHpa ¢ HHAYLUPAHETO HA YEPHOAPOOHA HEOMNNA3HA NpU
MAbXOBE, Ta3W NOBULIEHA YeCTOTA Ha YEPHOAPOOHH TYMOPH NMPH MABXOBETE € BEPOATHO BTOPHYHA,
BCAEACTBHE HA XPOHHUUHA XENAaTOTOKCHUHOCT MPH Ta3H BUCOKA A03a. [lopaau BUcoKaTa rpaHMLa Ha
OezonacHocT (19-nbTH NO-BHCOKA NpH TOBAa HUBO 0€3 e)eKT), TE3H HEOMNACTHYHH MPOMEHH HE Ce
CHHMTAT PEJIEBAHTHH 3a XOpa.

He ca HabnrosaBaHH CBbP3aHMU C JICUEHHETO €PEeKTH BbPXY PEPTHIHTETA NPU MBIKKH M JKEHCKH
NIBbXOBE MNONYUHIAN CHTAMTUNTHH NPEaH W NO BPEME Ha YN PTOCBAHE.

an MPOYyUYBaHC BbPXY npe-/noc*rna’ran HOTO pa3BUTHE HA ITBbNOBC CHTATJIHITHH HC MOKa3Ba HCXKCIIAHHA
PCAKUHH.

IlpoyuBaHuATa BLPXY PENPOAYKTUBHATA TOKCHUHOCT NOKA3BAT HAJIMUYHETO HA CBBLP3AHA C Jieye
JIEKO YBENMUEHa YeCTOTa Ha MandopMaunu Ha pebpa Ha dieTyca (AMNcBaLy, XMNONNACTHYHEA .
naasawy pedpa) npH NOKOAEHHETO HA NUTLXOBE NPHU HUBA HA CUCTEMHA €KCNO3HUNA noaeqerpm

29 NbTH NO-BUCOKHK OT Te3M NpH Xopa. TOKCUUYHOCT Ha MaiKkaTa ce HaD/iionasa npu 3aiuun n‘py[ HI
noseye OT 29 NbTH NO-BUCOKK OT HMBATA HAa EKCNO3MUMA NpU xopa. [lopanu sBHcoKkaTa rpaHHua
0e30MacHOCT, Te3H HAXOAKH HE NMpeanonaraT CbLUECTBYBAHETO HA ChOTBETEH PUCK 3a N\ s |
PENPOIYKTUBHOCTTA MpH Xxopa. CUTArIUNTHH c€ CEKPETUPA B 3HAYUMMU KONHUYECTBA B MIAKOTO" Ha T
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NAKTHpaLyM MJbXoBe (OTHOWEHUE Kbpma/nnasma: 4:1).

MeTdopmuH

[Tpe1KNHHUYHKTE 1aHHH 3a MeT(HOPMHUH HE pa3KpHBaT OCOOEH PUCK 3a XopaTta Ha Dazara Ha
KOHBE€HUHOHAIHW DapMaKOTOTHYHH NPOYYBAHUA 3a 0€30MACHOCT, TOKCHYHOCT MPH MHIOKPATHO
npujiaraHe, reHOTOKCHHYHOCT, KAPUMHOTEHER NOTEHUMAN, PENPOAYKTHBHA TOKCHYHOCT.

6. PAPMALEBTHYHH JAHHH

6.1 CnHcbK HA NOMOILHHTE Be[eCTBA

Aapo na Tabnerkara
MUKPOKpHCTanHa uenynosa (E460)
KpOCKapmeno3a HaTpUH

noBuaoH (E1201)

HATPHEB JIaypuUACYadaT

HaTpHeB creapundymapar

PUAMOBO NOKPHTHE
nonusuHuaos ankoxon E1203)
TUTanos anokcua (E171)
makporon (E1521)

Tank (E553b)

YyepBEH xkemnezen okeua (E172)
yepeH xenezeH okcua (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogsoct

18 meceua.

6.4 ChneuHajHH yCJI0OBHSA HA CLXPAHCHHE
Ha ce cvxpansasa noa 30°C.

6.5 Buau cbabpkKaHe HA ONAKOBKATA

banctepn (anymuuui - PVC/PE/PVDC).

Onakosku no 14, 28, 56, 196 duamupanu tabaeTku, rpynoBU ONakoBKH, cbabpxawid 196 (2 onakoBku
no 98) u 168 (2 onakoBkH no 84) punmupaHu TadNETKH.

He BcHukH BUAOBE ONAKOBKH MOrar jJga ovaar NYCHATH HaA Ma3apa.

6.6 Chnenua/ITHH npeaNna3sHH MEPKH NIPH HIXBLPJISHE

Heun3snon3saHUAT NeKapCTBEH NPOAYKT HIM OTNAABYHHTE MaTEpPHaNH OT HEro Tpabsa aa ¢e H3IXBLPAAT B
CHOTBETCTBHE C MECTHHTE U3UCKBAHMUS.

7. TMPUTEXATEJ HA PA3PEIIEHHMETO 3A YIIOTPEBA , /{;ﬁ’ |
Iy {:3‘-
1'%"
Bausch Health Ireland Limited & g .
3013 Lake Drive el e ..
Citywest Business Campus e \*5,_. |
) -r;‘;r.,_
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Dublin 24, D24PPT3
Upnanans

8. HOMEP(A) HAPABPEUIEHHETO 3A YIIOTPEDBA
Per. Ne: 20220253

9. JATA HA ITHPBO PAZPEINABAHE/ITOJHOBABAHE HA PASPELLHEHHETO 3A
YIIOTPEBA

JlaTa Ha nbpBo paspewasade: 01.09.2022
J/laTa Ha nocheaHO NOAHOBABAaHE:

10. JATA HA AKTYAJIM3AIIHA HA TEKCTA 03/2025
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