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1. UME HA JIEKAPCTBEHUA ITPOAYKT

MUDOMET 50 mg/1 000 mg dpuamupanu tadbneTku /JVZ,Z Jaz f>'
MIFOMET 50 mg/1 000 mg tilm-coated tablets

68437 | 19-05- 7005

p e KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika Tabnerka Cbabpika CUTArIMIITHHOB XMAPOXJIOPH/L, €KBUBAJIEHTEH HAa SO mg CHTArIMNTHH
(sitagliptin) u 1 000 mg mergopmunor xuapoxaopua (metformin hydrochloride).

3a NMbJIHUA CIMUCHK HA NTOMOLIHHUTE BELILEeCTBA BUKTE Touka 6. 1.
3. JEKAPCTBEHA ©POPMA

duamupana tadbsnertka (Tadaerka).

Yepeena npoawiarosara ¢puiamupana tadserka ¢ pazmepu 21,4 mm x 10,5 mm ¢ penedHo o3HaueHue
“H50™ oT eaHaTa cTpaHa M riajika ot apyrara cTpaHa.

4. KIUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS
[Ip1 Bb3pacTHU NALUMEHTH CbC 3axapeH auadeT Tun 2:

MHUDOMET e nokasaH KaTo JI0MbJIHEHHE KbM AHETA U YIIPaKHEHUS 3a N0100pABaHE HA INTHKEMHYHHS
KOHTPOJ/I MPH NMALHUEHTH, NPU KOUTO HE € MOCTHUIHAT 3a10BOJIMTEIEH KOHTPOII ¢ MaKCHUMalHATA
MOHOCHMA 3a TAX /1032 METHOPMHUH CAMOCTOATETHO WM KOUTO BEYE CE JIEKYBAT ¢ KOMOMHALIUA OT
CUTArJIMNTHH U MET(HOPMHH.

MHUDOMET e nokaszan B KOMOMHaUMsA CbC CYADOHUAYpes (T.€. TPOHHO KOMOMHHUPAHO JIeHUEHHUE) KATO
JOMBAHEHHUE KbM JIMETA U VIIPAXKHEHHUS MPH MALUEHTH, NMPH KOUTO HE € NMOCTUIHAT 3a10BOJIUTESICH
KOHTPOJI ¢ MAKCUMasIHaTa NOHOCHMa 3a TAX J103a MeTGOPMHUH U cyadoHUYypes.

MUDOMET e nokaszan kato TPOMHO KOMOMHUPAHO JIEYEHHE C MEPOKCH3OMEH MPOoJHpepaTop-aKkTHBHPAH
peuenTop rama (peroxisome proliferator-activated receptor — gamma, PPARY) arouuct (T.e.
THA30JIMAMH/IHOH) KaTO J10IMbJIHEHHE KbM /IMETA U YIIPAKHEHUS MPH MALUEHTH, NPH KOUTO HE € NMOCTUIHAT
3a/10BOJIMTE/ICH KOHTPOJ1 ¢ MAKCUMalHaTa MNOHOCKMa 3a TaX 103a methopmud U PPARY aronumcr.

MHUDOMET cbuio e nokaszaH kato 100aBKa KbM HHCYJIMH (T.€. TPOHHO KOMOMHUPAHO JICYUEHHE) KATO
JOMbJHEHHE KbM JIHETATA M VIIPAKHEHHUATA 3a 110,100psABaHEe HA MNTMKEMHUYHHUA KOHTPOJ MPH
MaLUKUEeHTH, KOraTo NOCTOAHHATA 1032 HA HHCYJIHH U MET(POPMHUH CAMOCTOSATETHO HE OCUIYpsBa
a71€KBATEH MTMKEMHYEH KOHTPO.I.

4.2 Jlo3HpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
JlosupoBkara Ha aHTUXHNEepriaukeMuyHoTo neyenne ¢ MUDGOMET Tpsadea n1a Obje MHAMBHAYANH3UpPaHA
Ha 0a3aTta Ha HACTOSALLHSA PEKUM HA NaLUMUeHTa, €(PEKTUBHOCTTA U TOJIEPAHTHOCTTA, KATO HE Ce IpeBHiLLaBaT

MakCHMaliHaTa npenopbuBaHa aHesHa 103a ot 100 mg curarnunTu. /; M ARE TR
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Buvipacmuu ¢ nopymaina ovopeuna hpyuruun (GFR 2 90 ml/min)

[1py nauMeHTH. NPU KOMTO HE € NOCTUIrHAT 3a10BONMTEEH KOHTPOJ ¢ MAKCUMAIHATA NOHOCHMA 1034
MeTHOPMHH KaTO MOHOTEpaNuUd

[1py nauMeHTH, NPU KOUTO HE € MOCTHUIHAT 3aJ0BOJIMTENEH KOHTPO € MET(POPMHUH CAMOCTOSATENHO,
oOnyarHaTa HavanHa 203a TpaOdBa 1a 10CTAaBU 1034 CHTArHNTHH B 1032 30 mg ABa NbTH IHEBHO
(100 mg obia aHeBHA 102a) NAKOC 103aTa METPOPMHH, KOATO BEUe € NpyvemMaHa.

[lpu nauueHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO NPUJIATaHE HA CUTATIWUITUH U METHOPMHUH
[Tpu nauMeHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO TNPUIIAraHe Ha CUTATIMIITHH U METHOPMHH,
MUDOMET Tpadsa na ce 3anouHe ¢ 103aTa CUTArIHNTHH H MET(POPMHH, KOATO BEYe €
[(pUemMaHa.

[Ipy naUMEHTH, NPH KOMTO HE € NOCTUIHAT 3aA0BONUTENEH KOHTPOA ¢ ABOWHO KOMOHHUPAHO JIEHEHHE
¢ MakKCHUMasHaTa MOHOCKHMA /1032 MeTHOPMHUH H cyndoHHNYypes

HosaTa TpabBa na a0cTaBH cCHTArIMNTHH B 103a S0 mg aea nuTH aHeBHO (100 mg odwa aHerHa noza)
H 103a MeThopMUH, No100HAa HA no3aTa, KoAaTo Beye € npueMana. Korato MUDOMETce usnonssa B
KOMOMHALUHA CbC CYIPOHUNYpEea, MOKE a C€ HANOXH ynotpedara Ha NO-HUCKA 103a cyNdoHnnypes,
33 13 C€ HaManu PUCKbT OT XHUNOrNHKEMHUA (BXK. TouKa 4.4).

[Ipy nauMeHTH, NPH KOWTO HE € NOCTHIHAT 33 I0BOJAUTENEH KOHTPOA C ABOMHHO KOMOMHHPAHO JEHYEHHUE
¢ MaKCHMaJIHaTa ACHOcHMa Ao3a MeTopMmuHd U PPAR y aroHucT

Ho3ata Tpabsa Aa AocTaBu cuTarnunTvH B A03a 50 mg ABa nbeTH AHeBHO (100 mg obwa aHeBHa go3a)
H 103a METHOPMHH, MON0OHA Ha 103aTa, KOSTO BeYe € NpUemMaHa.

[Tpy MaUHeHTH, NPH KOHUTO HE € NOCTUTHAT 33I0BOJIUTENEH KOHTPOJI ¢ ABOHHO KOMOMHUPAHO JIeUEHHE
¢ HHCYJWH W MAKCHMMATHATA NOHOCHUMA 1033 MET(HOPMHUH

JozaTta TpsabBa aa A0ocTaBy cuTarjunTrUH B 103a S0 mg Aea nbTH AHeBHO (100 mg obwa nHesHa no3a)
W no3a MetTdhopMUH, N0a00Ha HA fo03aTa, KosATo Beye € npuemada. Korato MUOOMET ce u3nonsea s
KOMOWHALHMA ¢ HHCYJIMH, HUCKATA 10328 HHCYJHH MOXE Ja € HeoOxoauMa 3a peayuHUpaHe Ha pUCKa OT

XAnornukemMus (Bx. Toyka 4.4).

3a paznuuHuTte 034 MetdhopMud, MUOOMET ce npeanara B kKoHUeHTpauns no 50 mg CUTArIMNOTHH U
850 mg meTdopmuHoB xuapoxiaopua uiu 1 000 mg MeThopMHHOB XHAPOXNOPU.

Bcuuky nauueHTH Tpadsa na npoabIKaT MpenopbYaHaTa UM AMETA C A/ICKBATHO pa3npeIeicH1e Ha
MpHeMa Ha BbrIeXUApPaTH Npe3 JeHA.

CneuManHy nonyjauuu

bEwvoOpeuno yepeosicoane

He ce Hanara kopekLHA Ha Ao3ara Npy NaUMEeHTH ¢ 1eko OBOpeuHo yBpexaaHe (CKOpOCT Ha
rnomepysina puatpaums [GFR] = 60 mi/min). [1pean 3anousaHe Ha neyeHHe ¢ NPOAYKTH,
ChAbKAUIM METGOPMHUH, TpadBa aa ce HanpaBu oucHka Ha GFR cToiiHocTHTe, a ¢clle ToBa - NoHe
BEAHBXK roavwHo. Ilpu nauueHTH ¢ NOBULLIEH PUCK OT NO-HATATBLLIHO NPOrpecHpaHe Ha OBOPEUHo
yBpeKaaHe W NpH NMaUMEHTH B CTApUECKa Bb3pacT TpAaOBa Mmo-4ecTo Aa Ce NpaBH OLUEHKA Ha
Obv6peuHaTa pyHKUUR, HAaNpUMepP Ha BCekH 3-6 Meceua.

3a NPeANnOYHTAHE € MaKCUMaNHaTa AHEBHA A03a METPOPMUH Aa Obae pasaeneHa Ha 2-3 AHEBHH JO3H.
PaKkTOpH, KOMTO MOTaT Ja YBEHUYAT PUCKA OT JIAKTAaTHA auKao3a (BK. Touka 4.4), Tpabea na 6baar
npepa3rne¢aaHu, npeam aa ce OOMUCIH 3arguBaHETO HA JIEHEHHE ¢ METQOPMHH NPU NALUUEHTH ¢

GFR< 60 ml/min.

AKO He € aocTbnHa 1030Ba popMa Ha MIFOMET ¢ anekBaTHO KONUUYECTBO Ha AKTHBHOTO BE
BMECTO KOMOWHALHA ¢ PUKCUpaHH A03H TpsaOBa Aa ¢c€ U3MON3RAT OTACTHUTE MOHOKOMIOHE
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GIR mL/min Merdopmin CHTALABOTHH
60-89 Marcuvicinamia onesita 003 ¢ Mearcivicoame onecra 00z ¢ 100
3 000 mg. mg.
Moorce Oa ce 0OMUCTIH RORUNCUBAHE
HA O03UNIU 8B6 BPBIKU €
HAMWIAGUHE MO HA ObOPeyHanid
Qyuri.
45-59 Maxcumatnama onegHa 0o € Marcuvianama onegra ooza e 100
2 000 mg. me.
Havamamea doza e naii-wnoco
ROTOGUHANIG OM MARCUMALTHAMA 003U
30-44 Marcuvamama oneena 0osu € Marcuvainama onesra dosza ¢ 50
1 000 mg. mg.
Havamama 003a e Hati-MHO0
ROMOCGUNAING OM MUKCUMALTHAMA 003,
< 30 Memdhoprium ¢ npomusonoxasan. Muaxkcutvanania ouesrna 0o3a e
23 mg

Yeproopobuo yepesicoane
MUDOMET He Tpabea aa ce U3N0/3Ba NPH NALKMEHTH ¢ YepHOAPOOHO yBpexaaHe (BX, Touka 5.2).

Cmmapuecka 6b3pacm

Tbi KaTo MeTHOPMUH U CUTArUNTUH C€ eKCKpeTUpat upe3 00peunte. MUOOMET 1padea na ce
H3MOA3BA C NOBULLEHO BHUMAHHUE MPU HanpeaBaHe Ha BbipacTtra. HeobXoanumMo e MOHHTOpHpaHe Ha
ObOpeuHaTa PyHKUHA, 3a 14 C€ MOANOMOTHE NPeANa3BaHETO OT CBbpP3aHaTa ¢ MET(POPMUH JTaKTaTHA
aluna03a. Haii-peye B cTapyecka Bb3pacT {BxK. TOUKH 4.3 u 4.4).

Heouampuuna nonyrayus

MHUDOMET He TpabBa aa ce u3non3sa NpH Jeua K IOHOLWM HA Bb3pacT oT 10 no 17 roauHmn nopanu
HeaoCTaTb4Ha €PUKACHOCT, HalMiuHUTE NoHacToA1EM NaHHU ¢a onucaHu B Touku 4.8, 5.1 n 5.2.
MHOOMET ue e npoyuBad npy neaMaTpHyHd NAUHEHTH Ha Bb3pacT nox 10 roauam.

HayuH HA NpUTOKEHHE

MHUDOMET tpadsa 1a ce nprema aBa mbTH JHEBHO ¢ XpaHa 3a HaMaNABaHE HA HEXKENAHUTE peaKUWH OT
CTpaHa Ha CTOMALLUHO-4PEBHUA TPAKT, CBBP3aHH ¢ METHOPMUH.

4.3 [IIpoTHBONOKA3AHHA

MHUDOOMET e npotueOnoKaszaH npy NauHeHTH Cbe:

CBPBbX4YYBCTBUTENIHOCT KbM aKTHBHHTE BELLUECTBA HJIM KbM HIKOE OT [MOMOLUHUTE BELIECCTBA,
W30poeHn B To4Ka 6.1 (Bk. Touku 4.4 1 4.8);

BCEKH THN OCTpa MeTalDOIMTHA auna03a (KaTo NakTaTHa aunao3a, AMadeTHa KeToaumaosa);
anabeTHa npekoMa;

TeKka ObOpeuHa nenoctatbuHoCcT (GFR < 30 ml/min) (Bx. Touka 4.4);
OCTPH CBCTOAHHUA ¢ Bb3MOXKHOCT Aa U3MEHAT OLOpeuHara PyHKUNA KaTo:

- aexuaparauus,

- TeXKU UHPEKUUHY,

- LLOK,

- BBLTPECHAOBO MPUIOKEHHE HA HOAWPAHU KOHTPACTHHU BELUECTRA (BXK. T
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- CbpAE€YHA WM pecnUPaTOPHa HEAOCTATBUHOCT,
- CKOpoweH MUOKapaeH HH(]apKT,



- LUOK;
- 4YepHOAPOOHO yBpeXKaHe;
- OCTPa AMKOXOIHA UHTOKCHKALIMA, AlIKOXONU3bM,;
- KbPMEHE.

4.4 ChneuHa/iHH npeaynpexaeHUs H NPeANna3HA MepPKH npH ynorpeba

O0uim
MUDOMET xe Tpadea na ce ¥3noa3ea npyd nauMeHTH ¢ aMabeT Tun | v He Tpsabea Aa CH U3NON3BA 33
nevyeHHe Ha AMabeTHA KeToaura013a.

OcThbp NaHkpeaTnT

YnorpebGata Ha DPP-4 unxnubutopu € cBbp3aHa ¢ pUCK OT Pa3BUTHE HA OCTHP NAHKPEaTHT.

[TaunentuTe Tpadsa na ObaaT MHPOPMHUPAHY 32 XAPAKTEPHHUA CUMITTOM Ha OCTbP NaHKpPEaTUT:
NepcUCTHpALLa, MHOMO CHITHA KopeMHa Donka. Cnen npekparasaHe Ha CUTarNUINTHH ce HabnlonaBa
OTLWYMSBAHE HAa NAHKPeaTHUTa (CbC MK D€3 NOAALPKALLO NEYESHHE ), HO B MHOMO pellKU Cnyyau e
cbOOWAaBaHO 32 HEKPOTH3IUpALLL UITH XEMOPArHY€H NAHKPEATHT W/ HNY CMBPT. AKO UMA CBMHEHNA 32
raHkpeaTuT, TpsOBa na ce npekpatu npuema Ha MUGOMET u apyrv noTeHUHANHO NOA03MPaHH
NeKapCTBEHH MPOAYKTH; aKo ¢€ NOTBbPAHU OCTBP naHkpeaTHT. npuemsdT Ha MUPOMET He Tpsadea na ce
Bb300HOBABA. HeobxoaHuMO € NOBHIIEHO BHUMAHNUE MPU MALIUEHTH ¢ aHAMHE3a 3a NAHKPEATUT,

JlaktaTHa aunaosa

JlakTaTHaTa auKa03a, MHOMO pAAKO, HO CEPUO3HO METAOOMUTHO YCTOXKHEHHWE, Hali-4eCTO HACTbNBA
NPy OCTPO BloLIaBaHe Ha ObOpeuHara QyHKUUS, KApAHO-PECTTMPATOPHO 3aD0NIBAHE HITH CEMCHC.
HatpyneaHeTo Ha MeT(OPMHH HACTBLNBA MPU OCTPO BNOLLaBaHe Ha ObOpeuHaTa PyHKUMA H
yBeWuaBa PUCKA OT JJAKTATHA auna03a.

B cnyuai Ha nexuaparauus (TEXKO MOBpbLiaHe, AHapHi, TPECKA WK HAMa/IEH NPUEM HA TEUHOCTH)
TpaOBa BpEMEHHO J1a Ce cnpe NPUEeMbT Ha MeT(OPMHH H € NPENOPBHUTENHO Ja C€ YCTAHOBU BPb3Ka C
MEAKLIMHCKH CNELMANHCT,

[[pMeMBT Ha TIeKapCTBEHHU NPOAYKTH, KOMTO MOraT OCTpo Aa yepeasT 0n0peyHaTa GpyHkumus (kato
aHTHUXHNepTeH3uBHM cpeacTra, auypeTHun 1 HCTIBC) Tpabea aa ce 3anouHe ¢ NOBULLCHO BHUMAHHE
NPY NaLMUEHTH, IEKyBaHH ¢ METHOPMUH. [Ipyru pucKOBHM (PaKTOPH 3a NAKTaTHA auMg03a ca
NpeKoMepeH MpHEM Ha aNKOXO0/, 4epHOAPOOHA HEOCTATBLYHOCT, HEAOCTATBYHO KOHTPOAMpPAH AvadeT,
KeT03a, NPOABKHTENHO N1aJyBaHe ¥ BCAKAKBH ChCTOAHHUA, CBLP3aHU C XHITOKCHA, KAKTO U

€ JHOBPEMEHHATA yNoTpeda Ha NeKapCTBEHU MNPOLYKTH, KOUTO MOTaT 1a NPUYHHAT JJaKTaTHa auMao3a
(BXK. ToUkHK 4.3 U 4.3).

[lauveHnTnTe W/ unu SonHornenaumre TpaOBa Aa ObIAT HHQOPMHPAHM 3a PUCKA OT NAaKTaTHA aLMa03a.
JlaktaTHaTa auna03a €€ XapakTepu3npa ¢ auuao3Ha AUCTHES, KOpeMHa 00/1Ka, MYCKYAHH KpaMIy,
ACTEHHA U XMIIOTEPMHA, MOCAEABAHY OT KOMa. B ciyyail Ha CbMHEHME 32 CUMNTOMH NALUEHTBT
Tpalsa aa cnpe npueMa Ha MeTGOpMHH U He3abaBHO 1a NOTHLPCH JieKkapcka NnoMoLl. JIMarHOCTHYHUTE
nabopaTopHK HaXOJKH ca NOHUXKEHO KpbBHO pH (<7,35), noBHLUEHH HMBA HA NJIA3MEHHA NaKTaAT (>3
mmol/]) v noBrllIeHa aHHOHHA Pa3IMKa U CbOTHOLLEHHWE NAaKTaT/ NUPyRarT,

[launeHTH ¢ YCTAHOBEHH WIH NOAO3UPAHH MUTOXOHAPHATHH 3a0019BaAHKA:

[lpv NallMEHTH ¢ YCTAHOBEHU MHUTOXOHIPHATHH 3a00NABaHHUA, KATO CHHAPOM Ha MHTOXOHApHANHA
eHuedanonaTusa ¢ NaKTaTHa aunao3a 1 vHeyaronoaodHmn enuszoau (Mitochondrial Encephalopathy wath
Lactic Acidosis, and Stroke-like episodes, MELAS) n HacneacTeen anabet v rnyxora no Meyaﬂﬂ)w«amwil
(Maternal inherited diabetes and deafness, MIDD), meTdopMHH He ce npenopb4Ba nopanypy /,oﬂr~ e
000CTpAHE HA JIAKTATHA auMJ038 H HEBPOJIOTHUYHH YCNOKHEHHA, KOUTO MOKE Ja A0BEAT, GL'B N

N e
Ha 3aD0NABAHETO. ,E‘ ;"‘*{U;&_ -
B cayuail Ha npr3HauM 1 cuMnTOMH, nokazatenHy 3a MELAS cunapom wan MIDD, ca .hg[atﬂa' AR
e o gy
METPOPMHUH. ICUEHHETO ¢ METGOPMUH TPAOBA Ja ¢€ CNpe B€AHAra u jJa ce Hanpaeu Obp3 TRUAA
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OLUCHKA,

buOpeuna pyHKUHA

[lpean 3anousaHe Ha nevyedHeTO TPAOBA Aa ¢e HanpaBu oueHka Ha cTolHocTuTe Ha GFR 1 peaorHo
cnen Tosa (Bxk. Touka 4.2). MUOOMET e npotvBonokasaH npu nauneHtH ¢ GFR <30 ml/mMul ¢
TpabBa na 6bae BpEMEHHO COPSH MPH HANHYHE HAa ChCTOAHHUA, KOWTO MPoMeHaT OvOpedHaTa ¢pyHKUMS
(Bxk. TOuKa 4.3).

XHNOrMUKEMHS
[MauueHTH. nonyyasaiut MUOOMET B koMOHHAUYSA CHC CYAPOHNNYPES UK C HHCYTIMH, MOXKE Aa ca
H3N0KEHH HA PUCK OT XHNOrankemus. CneloBaTeNHO. MOKE 1a € HeoOXOAHMO HAMANABaHE Ha fo3aTa

Ha CYQOHUNYPEATA HITH HA HHCYJIKHA.

Peakuuu Ha CBPbXHYBCTBUTENHOCT

MMa nocTMapKETUHIOBH CHOOLIEHUS 3a CEPHO3HH PEAKLIMK HA CBPBX4YBCTBUTENHOCT [IPH NMALIMEHTH
NEeKyBaHH CbC CUTArMTUNTHH. Te3n peakuuu BKIOYBAT aHA(UNAKCHUA, aHrHoe1eM W eKC(hOMHaTUBHH
CBCTOAHMA Ha KOXAaTa, BKIIOYHTENTHO CHHAPOM Ha Stevens-Johnson. HauanoTo Ha Te3u peakuuy
HacTbIBa B pAMKHTE Ha NbPBUTE TPH MeceLa OT 3aMnoyBaHe Ha NEYEHHETO CbC CHUTAITTHITTUH, HAKOW
cllydad HacTBMBAT ¢Jiea NbpBaTa 103a. AKO €€ MOJA03Hpa peaklus Ha CBPbXHYBCTBUTENHOCT, MPUEMBT
Ha MUDOMET Ttpadea aa ce npekpatu, TpabBa aa ce OUEHAT APYTH NOTEHLUATHH NTPUYHHHK HA
cxOUTHETO M TpAOBa Aa ce Ha3HAYM ANTEePHATUBHO JeyeHUe Ha auadera (BX. TouKa 4.8).

byno3eH nemdurons

[Ipu nauvenTH, npueMaiun DPP-4 nHXUOUTOPHU, BKNIOUUTENHO CUTArMUATHH. HMA NOCTMAPKETUHTIOBH
CLOOWEHHS 32 OyN03eH NEMPUron. AKO UMa CbEMHEHHA 3a Oy03¢eH neMPHUrona, NPUEMDBT Ha
MUDPOMET Tpadea na ce npeycTaHOBH.

Onepalius
MHUPOMET TpsadBa aa ce cnpe no BpeMe Ha onepatus nog o011a, CMUMHANHA MK eNHAYpaiHa aHECTE3UA.
JleueHuneTo MOXe na Obae Bb30OHOBEHO He Mo-paHo OT 48 yaca cnes onepauMaTa MM

Bb300HOBABAHETO HA XPAHECHETO Npe3 ycTa, U NpHU ycaoue ve ObudpeunaTta pyHKUMA € OLlEHEHA
OTHOBO M € YCTAHOBEHO. Y€ € ¢cTaDunHa.

[MpuaokeHne Ha HOAUPAHU KOHTPACTHH BELWECTBA

BbTpecsa0BOTO NMPHNOKEHHE HA HOAHUPAHW KOHTPACTHH BELUECTBA MOXE /1a NOBEAE 10
KOHTPACT-HHAYLHpPaHa HeGponaTus, BoA€EWa 40 HATPYNBAHETO HA MET(OPMHUH W NOBULLEH PUCK OT
nakrartHa auxnoiza. MUOOMET Tpsabea ga ce cnpe npeau vy nNo BpeMe Ha npoueaypata 3a o0pa3Ha
AMArHOCTHKA U He TPAOBa 1a ce Bb30OHOBABA 10 Hali-Masiko 48 yaca cjien TOBa, NpH YCNOBHE Ye
ObOpeuHaTa PyHKLHA € OLECHEHA OTHORO U € YCTAHOBEHO, He € cTabuiiHa (BxXK. TOUukM 4.3 U 4.5).

[IpoMAHA B KIMHUUYHUA CTATYC HA NALIUEHTH C KOHTpOIHpaH avabet Tun 2

[TaunenTn ¢ auaber Tvn 2, npeau Toea go6pe koHntponwpaH ¢ MUDOMET, kouTo pa3BHBAT OTKIOHEHHS
B 1a00OpaTOPHY NOKA3aTeNN UM KIMHUYHO 3a00a8BaHe (Hal-Beye HEACHO WK cnabo aeduHupaH
3ab0naBaHe) TpAOBA He3aDABHO Aa C€ OLEHAT 3a HATHYHME HA KETOALIMI03a UK TAaKTaTHa aLunaoia.
OueHkaTa TpaOBa na BKIIOYBA CEPYMHH €NEKTPOJIMTH U KETOHU, KPbBHA 3axap M ako ce¢ Hanara pH Ha
KpbBTa, HUBA HA NaKTaT, NMPYBAT U METPOPMHUH. AKO ce NOABH auKa03a, B KOATO M Aa € Gopma,
neqeHuveTo Tpsdea aa ce cripe HezadaBHO M Tpabsa na ce npeanpueMaT NOAXOAAULA NPOTHBOAEHCTBALLM
MEPKH.

Je@uunT Ha BuTamun B12
MeThopMHUH MOKE Ja HAMATK CEPYMHUTE HUBA Ha BUTaMUH B12. PuckbT oT HUCKH H
ce YBeAnWYyaea ¢ MOBULIABAHE HA 103aTa METQOPMHUH, NPOABIKUTEIHOCTTA HA JIEUEHH
NALUUEHTH ¢ PUCKOBU (PAKTOPH, 32 KOUTO € WIBECTHO. Y€ NPUUHHABRAT JeDULIHMT HA BH
CNny4aH Ha CbMHEHHE 3a 1ePUUMT Ha BUTaMUH B12 (kaTo aHeMHS MM HEBpONATHi). C
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suTamuH B12 Tpabea na ce npocneadsar. [lepuoanuHo npocneaspaHe Ha BuTamuH B12 moxe na ce
HAJIOXH MPH NALHEHTH ¢ PHCKOBH (PAKTOPH 3a AcPUUHUT Ha BUTamMuH B12. Tepanusata ¢ meThopmMuH
TpaOBa 1a NpOABbIKH. AOKATO €€ NOHACH 100pe 1 HE € NPOTHBOMNOKA3aHA. Y 1a CE OCHTYPH NOAXOAALLO
KOPUTHPALLO NEeUEHHUE 3a AePHLHUT HA BUTAMHUH B 12 8 CLOTBETCTBHE ¢ HACTOALLUTE KIHHHUYHH
DPBROBOJICTERA,

Hatpuh
To3u nekapCTBEH NPOAYKT CbAbPKa No-manko ot | mmol Hatpui (23 mg) Ha TabneTka. T.e. MOXKe 1a
Ce Kaxe, 1€ MPakTUYECKH HE CbIbPHKa HATPHH.

4.5 BiaumoaelicTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H ApYTrH PopMH HA B3aHMOAeHCTBHE

EaHOBpEeMEHHOTO MHOTOKPATHO NMpHNaraHe Ha cUTaraunTuH (50 mg ABa MbTH AHEBHO) U METHOPMUH
(1 000 mg aBa MbTH AHEBHO) HE € NPOMEHHAO 3HAYUTENHO (PAPMAKOKHHETUKATA KAKTO Ha
CUTArIMNTHH, Taka U Ha MeTHOPMHUH NPH NAUKEHTH ¢ ZHabeT TUn 2.

He ca u3sbplUBaHH NpoyYBaHUA 3a PapMaKOKUHETUYHH jieKapcTBeHH B3aumoacinctTeua ¢c MUOOMET,;
obaue TakKMBa NpPOYYBAHHA €A NPOBEXKNAHN ¢ OTAENHUTE @aKTHBHH BELECTBA, CHTAITIUNTHH H
MeT(HOPMHUH.

He ce npenopb4Ba ¢bnbIcTBaLa ynoTpeba

ANKOXON
AJIKOXO/IHaTa MHTOKCHUKALIWA CE€ CBLP3BA C MOBHMLUEH PUCK OT JIAKTATHA aUMA03a, 0COOEHO B Cyyan Ha

rnagyBaHe, HeJOXPaHBAaHE WK YEepHOAPOOHA HENOCTATBUYHOCT.

Hoanpanyu KOHTPAcTHH BeLIECTRA

MUDOMET Ttpabea 3aabmKUTENHO Aa ce cnpe NPeAd MM NO BpeMe Ha npoueaypara 3a odpa3Ha
JHArHOCTHKA W He TpAOBa Aa ce Bh300HOBABA A0 HaW-Manko 48 Jaca ciel TOBA, 1P YCIIOBHE ye
ObOpeynara hpyHKUHA € OLeHEHA OTHOBO H € YCTAHOBEHO, Ue € cTabnnHa (BK. Touku 4.3 n 4.4).

KoMOHHALMH, H3UCKBAUIK NPEANA3HH MEPKH MpH ynoTpeda

Haxou nekapCTBEHM NPOAYKTH MOTaT Aa ce oTpas3aT HebnaronpuaTHo Ha Ob0peyuHaTa GyHKUMS, KOETO
MOXKE /[a YBEAHYH PHCKA OT JiakTaTHa auuao3a, HanpuMmep HCTIBC, BKIIOUMTENTHO CENEeKTHBHH
HHXHOHTOpH Ha uMknookcurenasa (COX) I, ACE wnxubutopu, anrvoreHsud Il peuentopHu
AHTArOHHUCTH W INYPETHLH, 0CoOeHO DpUMKOBU AUy peTHuM. [1pH 3anouBaHeTo Mnu ynorpedara Ha
TAaKHBa NPOAYKTH B KOMOHHALHA ¢ METPOPMHH € HEODX0AUMO BHUMATEIHO NPOC/ieAsBaHe HA

0HnOpeuHaTa ByHKUMS.

ConbTeTBawara ynotpeba Ha NeKapcTBEHH NPOAYKTH. KOUTO MNOBAKUABAT OOWMUTE TPAHCNIOPTHU CHCTEMH B
OvOpeuHuTe TYOYNH, BKIKOYEHH B ObOPEUHOTO eTMMUPaHE HA MeTQOPMUH (Hanp. HHXHOUTOPH Ha
OpraHH4YHUA KaTHOHEH TpaHcnopTep-2 [organic cationic transporter-2, OCT2])/MyaTunekapcTeeH s U
TOKCHH-¢KCTpyaupaw npoterH [multidrug and toxin extrusion, MATE] kato paHonazuH, BaHAeTaHUO,
DOJIyTerpaBHp U UMMETHAMH), MOraT 4a MOBUILAT CHCTEMHATA €KCNO3MUNAA HA MET(OPMHH ¥ Ja yBEeNHUAT
pUCKa OT NaKkTatTHa aunao3a. Tpsadea na ce OOMHCHAAT NOM3UTE U PUCKOBETE OT CbNBLTCTBALLATA YoTpeDa.
TpabBa na ce 0OMUCIH BHUMATETHO NPOCNEAABAHE HA TNTIMKEMHUYHUA KOHTPO, aJanTHPaHE Ha 03aTa B
paMKHTE Ha NMpenopbUuUTeIHaTa A03UPOBKA H NPOMEHH B JIEHEHUETO Ha AHabeTa, KOoraTo TaknBa
JEKAPCTBEHH NPOAYKTH CE MPUNAraT €1HOBPEMEHHO.

H3MepBaT KPBLBHATA CH 3axap, 0COOEHO B HAUANOTO HA JIEYEHHETO C TAKUBA JIEKAPCTBEHH
AKo e HeobX0aKMMO, 103aTa Ha AHTUXHUNEPrITHKEMHYHHA JIEKAPCTBEH NPOAYKT TpaOBa 1a
[0 BPEME Ha JIeUEHHE C APYIHS JIEKAPCTBEH NPOAYKT H NPH HErOBOTO TIpeKpaTaBaHe.




ACE-HHXHOUTOpHUTE MOraT 1a MOHKWXKAT HUBATa Ha KpbBHATA 3axap. AKO € HeOOX0AMMO, 103aTa Ha
AHTUXHIMEPrIMKEMHUYHUA TEKAPCTBEH NPOAYKT TPROBaA Ja ce a1anTHPa 1o BPEME Ha NEYEHHETO €
APYrus N€KapcTBEH TPOAYKT U NPH HEMOBOTO NPEKPATABAHE.

EdekTd Ha ApvIY IeKapCTBEHH NPOAYKTH BbPXY CHTArIUNTHH
In vitro ¥ KIHHUYHWTE JAaHHH OTIMCAHM MO-101Y PeIN0AaraT,. 4¢ PUCKBLT OT KNMHHWYHO 3HaYUMH
B3aUMOEHCTBHS NPH €AHOBPEMEHHO MPUIOKEHNE C IPYTH NEKAPCTBEHHU NPOAYKTH € HUCHK.

In vitro npoy4yBaHHA NOKA3BAaT, Ye OCHOBHHA €H3UM OTTOBOPEH 3a OrpaHHueHHs MeTabOIN3IBLM Ha
cutarnuntih € CYP3 A4, ¢ yuactne Ha CYP2C8. lIpn nauneHTH ¢ HopManHa 0bOpeuHa GpyHKUHS.
MeTabONU3IMBT, BKAKOUKTENHO U upe3 CYP3A4, urpae camMo Manka poif B KTUPbHCA HA CUTAMTHITTHH.
MeTaboau3MBT MOXKE A2 Urpae No-BaXKHa PoJis NPH eIMMUHHPAHETO Ha CUTArIKNITHH B YCIIOBUA HA
ocTpo ObLOpeUHO YBpeXK/1aHe WM TepMHUHAMHA 0BOpeuHa HexocTaTvuHocT (TBH). [Nopanyu Tazu
[NPUUKHHA € BB3MOXHO MOLWHH HHXHOUTOPH Ha CYP3A4 (Hanp. KeTOKOHA30A, HTPAKOHA30N,
PHTOHABHP, KIAPUTPOMULKH) 1A NPOMEHAT hapMaKOKMHETHKATa Ha CHTAMIMNTHH MPH NAUHECHTH C
Texkxo 6b0peuno yspexaade unu ThbH. Edextute na MowHuTe CYP3 A4 HHXUOUTOPH B YCNOBHA Ha
O0bOpeuHo yBpex/aaHe He ca OLECHABAHHU NPH KIHHUYHO IPOY“BaHE.

In vitro npoy4BaHHWs 3a TPAHCMOPTA MOKA3BAT. Y€ CHTAMIMOTHH € CyOCTpaT Ha P-rIMKONPOTEHHA U
TpaHCHOpTEpa Ha OpraHuyHU aHuoHHU-3 (OAT3). OAT3 MEAUHPAHUAT TPAHCMOPT HA CUTANAUNTHH C€
MHXUOMpa In vitro oT npodeHeun . BLIPEKH Y€ PUCKDBT OT KIHHHYHO 3HAYHUMH B3AUMOJCHCTBUS ce
cMATa 3a HUCBHK. EaHOBpeMeHHOTO Npunoxkenne Ha OAT3 HHXUOUTOPH HE € OLEHEHO in Vivo.

Hurrocnopun: 11poBeaeHo e NpoyyBaHe 3a OUCHABAHE Ha e(peKTa HA LMKNOCNOPHH, MOLLIEH
HHXHOKMTOP HA P-TNUKOMPOTEHHA, BbpPXY (apMAKOKHHETUKATA HA CUTAMJIUMTHH, ENHOBPEMEHHOTO
NPUIOKEHHE HA eIMHHWUYHA NepopaniHa ao3a 100 mg cMTarnMnTHH W eAMHYYHA NepopanHa a03a

600 mg unknocnopur nopuasa AUC W Cax HA CUTAMMOTHH CBOTBETHO C MpHONUIUTENHO 29 % U
68 %. Te3u npoMeHU BLB (paPpMAKOKHMHETHKATA HA CUTArTTMNTUH HE CE€ CMATAT 3a KIUHUUYHO 3HAYUMMU,
bbOpeUHHAT KNHPBLHC HA CUTArSIMIITHH HE € 3HAYHTENHO NpoMeHeH. CNeaoBaTENHO, HE Ce O4aKBaT
3HAUWMH B3aMMOIEHCTBUA C APYTH HHXHOMTOPH HA P-MHKONPOTEUHA.

EdexTy HA CHTAMAMATHH BBPXY APYCH NE€KAPCTBEHH MPOAYKTH

Hueocun: CUTarnANTUH UMa cnad eEeKT BbpXY M1a3MEHAaTa KOHUEHTpaUuusa Ha AMTOKCHH. Cnea
npuiaraeTo Ha 0,25 mg AUroKCHH €AHOBPEMEHHO ¢be 100 mg CHTArMMNTHH AHEBHO B MPOABILKEHHE
Ha 10 anu, nnazmenara AUC Ha aurokcud Hapactsa cpeaHo ¢ 11 %, a nnasMenara Cmax cpeaHo ¢

18 %. He ce npenopbuBa KopUrupaHe Ha 103aTa AWTOKCHH. B ¢bLoOTO BpeMe, NAUHEHTHTE C PHCK OT
JAWrOKCUHOBA TOKCHYHOCT TpAOBa na ObaaT npocaeasBaHH 3a TakaBa, KOraTo CHTarJIMITTUH M AMTOKCHH
ce npunarart €1HOBPEMEHHO.

It vitro laHHWTE MOKA3BAT, H€ CUTACIMIITUH HE NOTUCKA K He HHAYLHpa CY P450 nioenzumure. Tpy
KJIMHHUYHH MPOYUYBAHUA CUTAMANTHH HE MPOMEHSA 3HAYUMO PapMaKOKHMHETUKATA HA METPOPMHUH,
rmMbdypua. CUMBACTATHH, PO3UIAUTA3O0H, BapapHH MK NEPOpPaHU KOHTPAUSNTHBKW. AABAHKH IN VIVO
AaHHH 3a MaJlka BEPOATHOCT OT NpeAM3BHKBAHE HA B3aMMOJEHCTBHUA CbC cyOcTpaTu Ha CYP3 A4,
CYP2C8. CYP2C9 v Tpancnoptepu Ha opraHduHd KaTUOHHU (OCT). CutarnuntrH Moxe aa 6bae ¢nad
MHXUOUTOP Ha P-FIIMKONPOTEUHR in VIVo.

4.6 DepTHAUTET, OPEMEHHOCT H KbpMeHe
bpemeHHOCT

Hama noctaTbuHO JaHHU OT ynotpedaTa HA CUTAIMNTUH NpH OpeMEeHHH xkeHH. [lpoyuBanua npu
KUBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHHHOCT NPU BUCOKH 103 CHTAMMHMNTHH (BXK. Touka 5.3). 777" =~

r

OrpanMyeHdTe JaHHU Npeanosarar, e yrnorpedarta Ha MET(HOPMHH NpHU OpeMEeHHH HE € CBBbP3S
MOBHULUEH PUCK OT KOHMeHUTANHU mangopmaunu. [IpoyuBaHUuaTa ¢ METHOPMHUH NPU KUBOTH
MnoKa3Bart BpedH# €(DEKTH BbB BPb3Ka ¢ OpeMeHHOCTTa. eMOPHOHANHOTO K (PeTATHOTO pa3BUTHe



PAXKTAHETO MU MOCTHATAIHOTO Pa3BHTHE (BiK. CHLIO TOUKA J.3).

MUDOMET He Tpadea na ce Winoaiea no BpemMe Ha OpeMEHHOCT. AKO nalMeHTKaTa HeKa 1a 3abpemeHee
WM aKO HACTBLMK OpPEeMEHHOCT, IeHeHHETO Tpa0Ba Ja ce NpekpaTH ¥ NAUMEHTKATA 1a NPEMUHE HA ICUEHHE
C UHCYJIMH BB3IMOMXKHO HAW-CKOPO.

KbpMmexe
He ca npoeexxnaHW npoyuBaHUA Npy KbPMeEUIH XKUBOTHU ¢ KOMOMHUPAHUTE aKTUBHY BELLECTBA Ha

TO3H JieKapcTBeH NpoaykT. [1py npoyuBaHua NpoBeAKIaHH ¢ OTAENHHUTE AKTHBHH BELLECTBA H
CUTATJIMIITHH, U METGOPMHUH C€ eKCKPETHPAT B MASKOTO Ha nakTupauld nabnxoee. [1pu xopa

METHOPMHH C€ eKCKPETHPa B KbpMaTa B MalKH KonMuecTBa. He € W3BECTHO Jatv CUTArNTMNTHH ce
ekckpeTHpa B kbpmaTta. CneaoatenHo MUDOMET He Tpabea aa ce W3n0a38a NPH KEHU, KOUTO KbPMAT
(BX. TOuKka 4.3).

PDepTHanuTET
JlaHHKTEe OT NMpOyYBAHUA NPH )KHBOTHH HE MPEANOSaraT BIMAHUE BLPXY (PEPTHIIUTETA HE MBKKH H
KEHCKH MNIBLXOBE NPU TPETUPAHE CbC CHTArMUIITHH, JINNCBAT AaHHKW NpH Xopa.

4,7 Edextn Bppxy cnocobHocTTa 32 odgupaHe H padoTa ¢ MAIGHHH

MHUDOOMET He noBnusea win noBnyasa npeHedpekmMo cnocobHocTTa 3a Wwodupare v pabora ¢
MallHHY. B cblioTo Bpeme npu wodupaHe nnd padboTa ¢ MallluHHU, TpaOBa na ce uma NpeaBna, Ye npu
CUTArUNTHH Ca JOKIAABAHU CIy4YaH HA 3aMaiBaHe U CbHJIKBOCT.

(OcBeH ToBa, NAUMEHTHUTE TPAOBA Aa Ce MpeaAYyNpEeXKAABaT 3a prckKa oT xunornukemus, korato MUOOMET
ce U3Noa3Ba B KOMOHHAUUA CbC CYNPOHUTYPES WIH C HHCYIHH.

4.8 Hexenanu JeKapcTBeHH peakUHH

Pe3roMe Ha npoduna Ha Be3onacHOCT

Hama npoBeaeHn TepaneBTUYHU KNHHHYHH npoyueanus ¢ MUOOMET tabnetku, HO
OuoekBuBaieHTHOcTTa HA MUMDOMET e nokazaHa npy € AHOBPEMEHHOTO NPHIIOKEHHE HA CHTAMTUITHH M
METPOPMHH (BXK. TOUKA J.2).

Cbo0LaBaHy ca CEPUO3IHH HEXKENAHH PEaKUMK, BKIIOYUTENHO NAHKPEaTHT K peaKkUHK Ha
CBPBLXUYBCTBHTENHOCT. CbobLaBaHa € XHNOrauKeMHs NpU KOMOHHaUHA cbe cyagonnnypes (13.8 %) uc
HHCYIHH (10,9 %).

TabanyeH CNUCHK HA HEXETAHUTE PEAKUHH

Cumaerunmun u Memgopiin

Hexenatinte peakuuu ca u3bpoeHu no-aony ¢ npenopbusatute or MedDRA Ttepmunm cnopen
CUCTEMO-OpraHHa Kfnacuduxkauus v abconrorHa yecrota (Tabnuua 1). Ilo yecToTa ce onpeaensT KaTo:
MHoro vectH (=1/10), uectu (=1/100 ao <1/10), Heuectu (=1/1 000 no <1/100), peaku (=1/10 000 no
<1/1 000), muoro peaku (<1/10 000) 1 ¢ Hen3BeCTHa YECTOTA (OT HAJIMYHUTE JAHHKW HE MOXKe aa Obae
HanpaBeHa OLIEHKA).

Tabaunma 1: Yeetora HA HEKEeJTAHHTE PEeAKIHH YCTAHOBEHH 110 BpeMe HA Nanebo-KOHTpoaHpaHH
KJIHHHYHH NPOYYBAHHA ChC CHTAMTHNTHH U MeTHOPMHH CAMOCTOATEIHO H NPH
NOCTMAPKETHHIOBHA ONHT

Hexes1ana peakuun HecTOTA HA HEXKENAHATA PEAKUHA

HapymieHns Ha KpbBTA H JHM(QHATA cHCTEMA

TPOMOOLIMTOMNEHHUA Peaku




Hapymwenus Ha HMYHHATA CHCTEMA

peaKlHH Ha CBPBLX4YBCTBHTEAHOCT, BKIIIOUHTENHO
aHAPUNAKTHUHH OTrOBOpH™,’

C HeH3BECTHA Y4eCToTa

HapyimeHHust Ha MeTA00IH3IMA H XpAHEHETO

XUMOrIHKEMUS YecTn
HamasjIcHHE Ha HUBaTa Ha BUTamuH B12/aeduumntt UecTu
HapyuieHHus Ha HePBHATA CHCTEMA

CbHAUBOCT HeuecTu

PecnupaTopHi, rpLAHN H MEIHACTHHAJIHH

HADYIHICHHAA

HHTEpCTHUMATHA BenoapodHa Gonect

C Heu3BeCTHA 4eCcToTa

CroMalIHO-“ipeBHH HAPYUIEHHHA

Anapus HeuecTH
rajacHe HecTtu
draTyNieHUUS HecTu
3anek HeuecTu
O05iKa B ropHaTa 4acT Ha KopeMa HeuectH
MOBPbUIAHE YectH

OCTBp NMaHKpeaTHr '+

C HeUu3BECTHA YECTOTa

dbaTaneH W HedaTaleH XeMoparuyeH U HEKPOTH3IHPALL
NAaHKPEaTHT *

C HeusBecTHa YyecToTa

Hapyumenns Ha KOKATa H NOAK0KHATA ThKAH

npypuTyC HevecTH

aHrHoeneM - C HeMW3BeCTHA 4eCTOoTa
oﬁpuﬂ"-” C HeMu3BeCTHA YeCcTOoTa
ypTHKapus C HEW3BECTHA HECTOTA

KOXKEH BaCKy/UT

C Heu3BeCTHA 4YecToTa

€KCONHATUBHH KOKHH
3a00N19BaHUA, BKIIOYHTENHO

cunapom Ha Stevens-Johnson ™!

C Hen3BeCTHa 4ecToTa

6ynoszen nemdurona

C HeHW3BeCTHa YeCcToTa

HapyuieHHS HA MYCKYJ/THO-CKEJIETHATA CHCTEMA H
CheANHHTE/IHATA ThKaH

apTpanrus

C HeW3BeCcTHa 4HecTOoTa

MUATrHA"

C Hen3BeCTHA 4ecToTa

Oonka B KpaiitHUUUTE

C HEH3BECTHA 4eCcToTa

Goaka B rppba’

C HeM3IBeCTHA 4ecToTa

apTpONATUS

C HeH3BeCTHAa 4ecToTa

Hapymenun Ha 0b0peuHTe H NHKOMHHUTE THTRINA

HapyleHa 6b6petHa pyHKUMS ~

C HeWsBeCcTHA 4ecToTa

ocTpa 6b6peuHa HelOCTaTLUHOCT ~

C HeHu3BeCcTHA YecToTa

—

" Buk Touka 4.4.

Hexenanure peakuni ca LACHTHPUIIMPAHN IO BPEME HA NOCTMAPKCTHHIOBOTO HAOAKYICHHE.

+ a—
* BHAKTE NpoyuBaHeTo 3@ 0C30MACHOCT MO OTHOMEHHAS HA ChPACHHO-CB108aTa cHetema TECOS no-10.y.

OnucaHue Ha U30PaHNU HEKENAHH PEAKLIMH

Hskou HexxenaHu peakuuu ca HabMoaaBaHK NO-4ECTO NPH NPOYyUBaHHA 3a KOMOWHHUpaHa
CUTArAUNTHH U METPOPMHUH C APYTrKH aHTUAHAOETHH NIEKAPCTBEHU NPOAYKTH B CpaBHEHHE
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NMPOYYBAHHUA HA CUTAMTUNTUH U MeTPOPMUH caMOCTOATENHO. Te BIIHOUBAT XHNOMHKEMUA (KaTeropUs
Ha 4€CTOTa ..MHOT0 HECTH CBbC CYNPOHHNYPES UK UHCYNIUH). 3aneK (L. YECTH CbC

cyQoHHNypes). nepudepeH OTOK (..4eCTH ¢ NHOIUTA3OH) M r1aBODOAHE WM CYXOTA B YCTATa (..HEYECTH
C MHCYJIHH).

Cumaeiumnnim

[Tpu npoy4BaHUS BbPXY MOHOTepanusa cbe cutarnunTvH 100 mg BeAHBXK AHEBHO CAMOCTOATENHO B
CpaBHeHHe ¢ nnauedo, CboOOUWICHNUTE HEKENAHU peakUMU ca rnasodONIUE, XUNOMTHKEMHUS. 3aNeK U
3aManBaHe.

Cpen T€3M MAUHUEHTH HEKENAHUTE CHOUTHSA, ChOOLLABAHH HE3ABUCHMO OT NPUHHHHO-CNEACTBEHA
BPDb3KA C IEKAPCTBEHHA NPOAYKT, ¢ 4eCTOTa Han-Manko 5 %, BKIKOUBAT UH(IEKLHH HA COPHUTE
NUXaTeNHH MbTULIA K Ha30¢apHHrHUT. OCBEH TOBA, ca CbOOLLEHH OCTEO0ApPTPUT M DONKA B KpalHULIUTE,
¢ yecToTa HeuecTH (> 0,5 % no-BUCOKa cpea YHaCcTHHUMKTE, MOMY4YHUIH CUTArUITHH, OTKOAKOTO Ta3H B
KOHTPOJIHATA rpyna).

Memdpopriun
CTOoMAaILHO-YPEBHH CHMNTOMM ¢a ChOOLABAHU MHOTO YECTO MPH KIMHUYHK NPOYUYBAHHUSA W TNPH

nocTMapkeTuHroarta ynorpeba Ha MmeTpopMuH. CTOMALIHO-YPEBHUTE CUMNTOMH KAaTO FaJeHe,
NoBpbillaHe, Anapua, 00JiKa B KopeMa H 3aryda Ha aneTUT ce NOABIBAT 110-4ECTO NPH 3arnovBaHe Ha
JIEYEHHETO H B MOBEYETO CIy4Yad NpeMHHAaBaT CMOHTAHHO. JONBbAHUTENHH HEXKETaHW PEaKLUH,
CBbpP3aHH ¢ MeTOPMHH, BKIIIOUBAT METaNeH BKYC (4E€CTH); NaKTaTHA auMA03a, HapYLUEHKWA Ha
yepHOAPOOHaTa DYHKUMA, XeNaTHT, YPTUKAPHA, EpUTEMA U CbpOex (MHOro peaku). Kareropuute no
4eCTOTa Ce OCHOBABaT Ha HanuuyHaTa uHopmaursa B KpaTkara xapakTepucTuka Ha NpoayKTa Ha
MeTGopMHH, onobpena B EC.

IleanatpuuHa nonynauus

B kanHnuHu npoyusanHa ¢ MUOOMET npu neanaTpHuHH NMauneHTH CbC 3axapeH anadeT tun 2 Ha
Bb3pacT OT 10 10 |7 roauHHA NpOodOHNBT HA HEXKENAHUTE PEAKLIUK KaTO LUAN0 € CPABHUM C TO3MH,
HaOnto1aBaH NpyU Bb3pacTHU. [1py neauaTpyuyHy NAUUEHTH, KOUTO €2 WK HE €a HAa OCHOBHO JIEYEHHE ¢
HMHCYJIMH, CUTArJIMNTHH C€ CBbP3Ba C NOBHLIEH PHUCK OT XUTMOTTUKEMUS.

[Ipoyueane 3a 6ezonacnocm no onmoutenue Ha cvpoeuno-cvoosama cucmeva TECOS

U3nuTBaHeTO, OLIEHABALLO CHPAEHHO-CHAOBUTE PEIYITATH NPU JIEHEHUe CbC cHTarnunTHH (Tnal
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), Bxatousa 7 332 naliueHTH, N€KYBAHH
cbe 100 mg curaraunTiH AHEBHO (MW 50 mg AHEBHO, AKO U3XOAHUTE CTOMHOCTH HAa H3YUC/ICHATA
CKOPOCT Ha rnomepynna ¢puntpauus (estimated glomerular filtration rate, eGFR) ca > 30 u < 50
ml/Mun/1,73 m2), n 7 339 naunenTy Ha nnauedo B intention-to-treat (ITT) nonynaumnaTa. JIsere neveHus
ca JobaBeHW KbM OOMYAHHHUTE MPHAKH CBINMACHO MECTHHTE cTaHAapTH 3a HbAlcC v ¢cbpaeuHo-cba0BU
PUCKOBH (hakTopH. OOWaTa YecToTa HA CEPUO3HUTE HEXKETaHH CHOUTHA NPH NaUMEHTH, NOAYyYaBaLlH
CHUTArJIMNTHH, € CXOJHA C Ta3W NpH NMaUMEHTHTE, NoNny4asaLluy naauedo.

B intention-to-treat nonynaudaTta cpei NauueHTHUTE, KOUTO M3MON3BAT HHCY/IHH W/ WU cyndoHUTypes

Ha U3IXO/HO HHBO, YeCTOTATa Ha TEYKKA XUNOrankeMmus ¢ 2,7 % npu nalueHTUTE, JEKYBAHU CbC
CHTArMUNTUH U 2,5 % npu nauneHTUTe Ha Nauedo; cpea NALMEHTHUTE, KOMTO HE H3NOA3BAT HHCYNHH

W/ UnHU cyndoHUNIYpes Ha U3XOAHO HUBO, HECTOTATA Ha TeXKa XunoriukeMus e 1,0 % npu

MALKUEHTUTE, IEKYBAHHU CbC CUTArMKNTHH U (0,7 % npu nauunenTyuTe Ha miauedo. Yecrorara Ha
MOTBLPAEHHU CHOUTHA, OTAAaBaHHU HA NaHKpeaTHT, € 0,3 % npu naumeHTHTE, NEKYBAHU CbC CUTAMNMTUNTHH U
0,2 % npu nauMeHTHUTE Ha rauedo.

"::":,..-..:--—-:':-..__HE

AL
CvobulapaHe Ha MOAOIUPAHU HEXETAHU PEaKLIK g o
CpobluaBaHeTO HA NOAO3IUPAHH HEKENAaHW PEaKUUH cnel pa3peluaBaHe 3a ynotpeda Ha ng /(apc/?‘ﬂe

NPOAYKT € BaXKHO. TOBa Mo3BONABA Ja NPOIb/KHA HAbNOAEHHETO HA CHLOTHOLWEHUETO MO 3aﬁp 4
nekapcTeeHHs NpoayKT. OT MEAHLMHCKHTE CNELUANMUCTH CE U3HCKRA Aa ChoOLIaBaT BCA |
NOA03MPAHA HEXEJIaHa peakUuUs upes.
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M3nbAHHTENHA areHunsa no nekapersara
vn. . Jamsan ['pyes™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiiT: www.bhda.bg

4.9 [Ilpenosupane

[lpy KOHTPOAHPAHU KNHHHUYHW NPOYUBAHUA CBC 3APABH YHACTHHLM C€ NpHaarar eTHoKpaTHu 1031 10800
Mg CHTArnuNTHH. MuHMManHo yabkaeane Ha QTc¢, KOETO He ce CHHTA 33 KIIMHHYHO 3HAYUMO, Ce
Habntoaara npu €aAHo npoyusade ¢ g03a ot 800 mg curarnunTuH. Hama onut ¢ 1031 Haa 800 mg npu
KNTHHUYHHY npoyuBaHus. [Tpu npoyusanns daza | ¢ MHOrokpaTHoO npuiarade, HaMa CBbpP3aHU ¢ 403aTa
KNMHHYHH HEXKENAHH NIEKAPCTBEHU peaKkUMH, HabN0aaBaHH NPH CUTACMNTHH ¢ 1034 0 600 mg

AHEBHO 32 neproau 10 10 ann u 400 mg aHeBHO 3a nepruoau 1o 28 AHU.

["onsMo npeno3upaHe ¢ METHOPMUH (MNTKM €AHOBPEMEHHO CHLUECTBYBALLL PUCK OT JTAKTaTHa auua03a)
MOXKe N1a JOBEAE A0 JIAKTATHA alKa03a, KOSTo € CneweH MeAWUHHCKHK cnyyai » Tpabea na ce neKkyBa B
6onnuua. Haii-ebeKTUBHUAT METOA 3a OTCTPAHABAHE HA JIAKTATa M MET(POPMHHA € XEMOANANHU3ATA.

[lpn KinHUYHK NpoyyBaHUA npHONK3KTENHO 13,5 % OT go3aTa ce oTCTpaHABa NpH NpoabKaalLa 3-
10 4 yaca xeMoaMaliM3Ha cecrd. [1pu npeueHka 3a KAMHWYHA HEODXOAMMOCT MOXKE J1a ce npeanpueme
NO-NPOAbKUTENHA AHaNK3a. He € W3BECTHO JalTM CHTArTUNTHH C€ AHanu3Upa NpU NepuToHeasHa

AUalIHN3A.

B cayuait Ha npeao3HpaHe € NOAX0AALULO Ja CE NMpeanpHeMaT OOUKHOBEHUTE NOAABPKALLU MEPKH,
KaTo OTCTpaHABaHE Ha HeabcopOupaHusa MaTepHan OT CTOMALIHO-YPEBHUS TPAKT, KTUHUYHO
HabnaeHue (BKIOUYHTEIHO M €NeKTPOKapAHOrpamMa) U MPH HYXK/a 3anoyBaHe Ha NOAAbPKaLLO JIeUEHHE.

5. ©®APMAKOJIOTHYHU CBOUCTBA
5.1 dapmakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTUUHA rpyna: AHTHAHAOETHU NeKapCTBEHH NPOAYKTH, KOMOHHAUHM OT NepopaHi
JeKapCTBEHH MPOAYKTH 3a HaMansBaHe Ha KpueHaTa 3axap, ATC koa: A10BDO07

MUDOMET komOuHHpa ABa aHTUXHNEPrIUKEMUYHHU NEKAPCTBEHH NPOAYKTA ¢ KOIB/ABALI CE
MEXAHU3BM Ha AelcTBHE 3a NoaocOpABaHE HA MMKEMHUYHHA KOHTPON NPY NAUMUEHTH ¢ anadeT Tun 2:
cutarnunTul gocdar, aunentuaun nentuaasa 4 (DPP-4) nHxuOuTOp U METPOPMHHOB XHAPOXJIOPHAL,
NpeaCcTaBUTEN Ha K1aca Ha OUrBaHUAMHUTE.

CuTariMnTHH
Mexanuzv v na oeucmetie
CurarnunTuH Goc@aT € NepopantHO akTUBEH, MOLLEH H BUCOKOCENIEKTHBEH HHXHOMTOP HAa €H3UMa
nunentuaun nenrtiaasa 4 (dipeptidyl peptidase-4 inhibitor, DPP-4) 3a neueHune Ha auadeTt THn 2.
Nuxubutopure Ha DPP-4 ca knac selecTBa, KOMTO JEACTBAT KaTO €EHXaHCEPH HA MHKPETHUH. Ypes
MHXHOUpaHe Ha eH3uMMa DPP-4, cutarnunTuH nosyilaBa HUBATa Ha 1Ba W3BECTHU AKTUBHH HHKPETUH
XOpMOHa, ratokaron-nogobuuns nentua-1 (glucagon-like peptide-1, GLP-1) v rnrokosa-3aBHcHMHES
HHcynuHoTponeH nonunenTtun (glucose-dependent insulinotropic polypeptide, GIP). HukpeTuHuTe ca
4acT OT €HAOMEHHA CUCTEMA, YHacTRalLa BbB (PM3HMOAOrMUHATA peryaauya Ha CAKKO3HATa XOMeocTasa.
Koraro KOHUeHTpauuuTe Ha KpbBHATA 3axap ca HopMaiHv uiaH nosuweHu, GLP-1 u GIP 3acu
CHHTE3a U 0CBODOXKNABAHETO HA UHCYJIMH OT NaHKpeaTHUHHUTe DeTa-KneTku. OCBEH TORa,
HAMAJIABA CEKPELMATA HA FMIIOKArOH OT MAHKPEAaTUYHHUTE ata KNETKH, BOACHKH 10 HaM
NPOW3BOACTBO Ha dYepHOApoOHa rimoko3a. Koraro HMBaTa Ha ri0K03a B KPbBTA €a HUC
0CBOOOXK1ABAHETO HA HHCYAUH HE C€ CTUMYJIHPA H CEKPELMATA HA MMEOKAroH He ¢e no
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CUTaraMATHH € MOLLEH W BUCOKO CENECKTHRBEH MHXHOHWTOP Ha eH3nuMa DPP-4 1 He MHXHWOHpa cXOaHUTE
no cTpykrypa eH3zumu DPP-8 wau DPP-9 B repanesTuunn Konuentpaunn. CHTarnnMnTHH ce
pa3iMyaBa No XMMUYHA CTPYKTYPa W (PapMAKOIOTMHHO AeACTBHE OT aHano3nte Ha GLP-1, nucyaun,
CyNPOHUTYPES UM METNTHTHUHWIH, OUrBAHWAKHH, aTOHUCTH HA AKTUBUPAHHS OT NEPOKCH3OM

nponudeparopa rama-peuentop (PPARy ), anda-rnroxo3naazHy MHXUOUTOPH U aHATO3H HA AMHJIHH.

[Tpy ABYAHEBHO NMPOYYBAHE HA 3APABH YYACTHHLUM, CUTAMUIITHH, NPHUIOKEH CAMOCTOATEIIHO,
noeuiasa akTueHata GLP-1 KoHueHTpauus, 10KaTO METHOPMHH NPHAOKEH CaMOCTOATENHO,
nopuuraBa akTyueHata v odwara GLP-1 koHueHTpaums B cxonsa cteneH. EnHoOBpeMEHHOTO npunaraHe

HA CHTACJIMNTHH U METGOPMHUH UM aTUTHBEH edeKT BbpXY akTuBHaTa GLP-1 konueHTpaums.
CuUTarnunTHH, 3a pazauka ot MeThopMuH, nosuwiasa aktHeHaTta GIP koHueHTpauus.

Kiumnuuna echuxacrnocm u éezonacnocnt
KaTo uano, CUTarIMATHH Noao0paBa rMMKEMUYHHAA KOHTPOJ, KOrato Ce€ M3N0/13Ba KaTO CAMOCTOATENHO
HAH KOMOWHUPAHO NIeHeHHe NPH Bb3PACTHHU NMaUUEHTH ¢ AHaleT Tun 2.

[Tpu KNWHAUHK NPOYUYBAHUA, CHTAMNMMNTHH KaTO MOHOTEpAn#A roX00pABa rMUKEMHYHHUA KOHTPON

ype3 3HaYMTENHO HamaneHue Ha xemornoduH Alc (HbA ) v rnroko3ata Ha r1aaHo W ciell XpaHeHe.
HamaneHHeTo Ha nna3menata rnioko3a Ha raagdo (I11'1) e HabntopasaHo Ha 3-Ta ceamuuea, nbpBara
BpEMEBA TOUKA, B KOATO € uimepeHa 1’1", HabnwonaBaHaTta yecToTa Ha XMMOMNMKEMUSA MPH NALUHEHTH,
NEKYBaHH CbC CHTATIMNTUHH € noAcOHa ¢ Tazu npy ruauedo. TeaecHOTO TErao He Ce € YBETHUYNIIO
CNPAMO U3XOJHUTE CTORHOCTH MpH JIEYEHHE CbC CHTArTUNTHH. HabnonaeaHo € nonobpeHne Ha
cyporaTHUTe Mapkepy Ha yHKUHOHUpaHe Ha OeTa-wieTkute, B ToBa yncno HOMA- (XomeocTazeH
MOJEN 33 OUEeHKa-), CbOTHOLLUEHHETO HA MPOMHCYJIMH KM HHCY/IHH U NOKA3aTENUTE 3a PpEakTUBHOCT Ha
DeTa-KNeTKHTE NPH TECTA 3a TOJIEPAHTHOCT MPH HECTO 1aBaHE Ha XpaHa.

[IpoyuBaHHA ¢CbC CUTAMIMITTUH B KOMOHHALIMA ¢ METPOPMHH

[Tpu 24-ceaMUyHO NNALEDO-KOHTPONHPAHO KIHHUYHO NPOYYBAHE 32 OLEHKA HA €(PUKACHOCTTA H
Oe3onacHoCTTa Npu Ao0aBaHe Ha cuTaraunThH 100 mg BeaHBXK AHEBHO KHM CHUISCTRYBALLO JICYEHHE
¢ MeT(hOpPMHUH, CUTAINIMNTHH OCUTYPABA 3HAYUTENTHO NOACOPEHUE HA FMTUKEMHYHHKTE NapaMeTpH B
cpaeHeHHe ¢ niauedo. [IpomaHaTa cnpaMo U3XOAHUTE CTORHOCTH HA TENECHOTO TEMIO € NoA0OHA Npu
NaUHEHTH, JIEKYBAHH ChC CUTArAWNTUH cnpsMo nnauebo. Ilpu ToBa npoyuBaHe uMa nogodHa yecToTa
HA CAyYau HA XUNOTNUKeMUA NIPU NALMEHTH, NEKYBAHH CbC CHTArAMITTHUH UK Nnauedo.

[lpn 24-ceamuuHO NNaUeOO-KOHTPOSUPAHO PAKTOPATHO MPOYYBaHE Ha HAYaNHO NIEYEHHE,
curarnmnTuHd 50 mg ABa NbTH AHEBHO B kKoMOuHauus ¢ MeThopMmuH (500 mg wnu 1 000 mg ara nbTH
AHEBHO) ¢€ MOCTHIra 3HAYHTEITHO MOAOOPEHNE HA MNTUKEMUYHNUTE NapaMeTpH B CPABHEHHE ¢ BCAKA
MOHOTepanua. HaManeHHeTo Ha TeNeCHOTO Tersa0 Npu KOMOWHALMATA CHTArIMIITHH 1 METQOPMHH €

noAo0HO Ha TORa HAbNAaBaHO NPKH MET(GOPMHUH CAMOCTOATENHO UM Nnauebo; HAMa NPOMAHA
COIPAMO M3XOAHHTE CTOHHOCTH NPU NAUMEHTH HA CUTAFJIMNTHH CaMOCTOATENHO. YecToTaTa Ha

XHNOrNHKEMUS € NMO100Ha cpea NEeKYBaHUTE rpynu.

[IpoyuBaHe ¢HC CUTArAUNTHH B KOMOWHAUKSA ¢ METQOPMHH WU CYAPOHUNYped

24-ce IMWYHO NNauedbO-KOHTPONUPAHO KIHHHUYHO NPOYYBAHE € NNAaHUPAHO Na OLEeHH e(PUKACHOCTTA U
Oe3zonacHocTTa Ha cHTAarnunTHH (100 mg BeHBK AHEBHO) NPUOaBEH KM MTUMENHPHA
(camMocTOATENHO MKW B KOMOWHALKMA ¢ MeThopMuH). [JJoOaBAHETO HA CUTAMNTMNTUH KbM FTAMENTUPU U
MET(HOPMHH, OCUIYPABA 3HAUUTENHO NogoOpeHre Ha MMKeMHUYHUTE NnapaMeTpH. [TauneHTuTe,
NIEKYBaHH CbC CUTAFMUNTHH UMAT cnabo noBuuieHHe Ha TenecHoTo terno (+1,1 kg) B cpaBHeHune ¢
TE3M, NonyuaBany niauedo.

[lpoyuBaHe ¢be cUTArAUNTHH B KOMOUWHauua ¢ MeTgopmun v PPARY aronuct
26-ceAMHYHO NNAUEedO-KOHTPOIMPAHO NPOYYBAHE € NpPeAHAa3HAYEHO 14 OUEHH €PUKACHOCTT
besonacHocTTa Ha cuTaraunTuH (100 mg BeaHbxK AHEBHO), 100aBEeH KbM KOMOWHAUUS HA
MHOTIUTa30H U MeT(hopMUH. JIoOABAHETO Ha CUTArIHNOTHH KBbM MUOIIUTA30H U METHOPN
OCHUIyPABA 3HAUMTENHH NOACOPEHHUA HA CAUKEMUUYHUTE napaMeTpH. [IpomanaTa B Tenec

H3XNOAHO HUBO € I'IUII.DSHH Ha Ta3K [IPpH NAUHCHTH, JTCKYBAHH CbC CHTAFIUIITHH, B CPABHCE HE TR e !
AN
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nnailedo. HecToTata Ha XMITOFNUKEMHS CbLLO € Mo100HAa NPH NAUUEHTHTE, JEKYBAHH CbC CUTArAHNTHH
HIH naaueoo.

[IpoyuBaHe HAa CUTArAMNTHH B KOMOMHALHA] C METQOPMHH U HHCYIUH

24-ceAMHUHO NMAAUEDO-KOHTPOAHPAHO KIIMHAUYHO NPOYUBAHE € NPEAHAZHAUYEHO 13 OLUEHH

e(eKTHBHOCTTA U De3onacHocTTa Ha CHTArnUNTHAH (100 mg BeAHBK AHEBHO) 100aBEH KbM HHCYIIMH

(npu cTabunHa 103a 3a Hah-manko 10 ceaMUuM) cbe wian 0e3 MeTgopmuH (Hali-manko 1 500 mg). [pu
MaLHeHTH, NPUEMALLH NPEIBAPUTENHO CMECEH MHCYJINH, cpeaHaTa AHeBHa 103a € 70,9 U/aHesHo. lpu
MAUHUEHTH, MPUEMALLH HECMECEH MPEABAPHUTENHO (MEHKAUHEH/ MPOABIKUTENTHOACHCTBALL) HHCYTHH,
cpeaHaTa JHeBHa 203a € 44,3 U/nxesHo. anuute o1 73 % OT nauueHTUTE, KOMTO ¢a rnpHeMaliH
MeTPopMuH ca npeacTaBeHn B Tabnuua 2. JobaBaHETO HA CUTArNUNTUH KBM UHCYJIUH OCUTYpPABa
3HAUWUTENHO NoA0DpeHHe HA MNMHKEMUWYHUTe napaMeTpu. Hama 3HauMTeHa npoMsaHa B TENECHOTO TEr0
OT U3XOJHOTO HHUBO B ABETE MPyriH,

Tab6anua 2: Pesyatatn 3a HbA . npu n1anefo-koOHTPOIHPAHH NPOYUBAHHA ¢ KOMOHHHPAHO
JieyeHHe ¢bC CHTATJINNTHH H MeTdhopmuu™*

Cpeaunn Kopurupana, cupamo

. Cpeasta npomsina
[IpoyuBane CTOHHOCTH naanebo, cpeana
CNIPSIMO H3XOAHO
HAa H3XO0QHO unsoHbA .« (%) npomana HaHbA . (%)
#HBOHDA |, e (95 % CI)

(Vo)

Cutarnuntud 100 mg
BEAHBX AHERHO, 2.0 07 0.7%+
nodaseH KkbM (POHOBA (-0.8, -0.5)
Tepanus ¢ METHOPMHUH'
(N=453)

Curarnuntud 100 mg
BEHbK JHEBHO,
nobaseH kbM POHOBA 8.3 -0.6"
Tepanua ¢ FAMMENUpUa
+ METHOPMHH'
(N=115)

Cvrarnuntun 100 mg
BEAHbK AHERHO A00GaBeH g 2 19 0.7+

KbM (oHOBA Tepanus ¢ ' ' (-1.0, -0.5)
MAOTIUTA3IOH +
METHOPMHH"

(N=152)
CurarauntH 100 mg
BEAHbK [\HEBHO, 2 7 0.7 -0.5%
nobdaseH KbM POHOBA ‘ (-0.7, -0.4)
Tepanua ¢ HHCYJIHH T
MeTHOPMHUH ™
(N=223)

HavanHo neueHue
(AB2 MbTH AHEBHO)
CUTArNUNTHH 50 8.8 -1.47
mg + MeT(HhOPMHH
500 mg (N=183)
Ha4yanxo neuyeHue
(1Ba MbTH AHEBHO)" PR |
cuTaraunTHH 50 mg 8.8 -1.9° - 3 ] B)&
+ merdopmut | 000 IR A 28
mg (N=178) e ¥

-0.9"
(-1.1,-0.7)

+ 4+

-1.6"+
(-1.8,-1.3)
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* [ony.1auHaTa o7 BCHUKI ICKY BAK HAUHCHTH {intention-to-treat ana i),

" Hadi-Ma. 1 kHTe CPe:IHy KBRLIPATH ¢ KOPHIHPAHH CHPAMO CTATVCE IPH HPSXOTHOTO AHTHXHIICPITHRSMHYHO L ICECHHC 1
CTOHNOCTTA HA HIXO, THO HHBO.

*p< (LO01 B cpaBHEHUE ¢ MLIALCGO KM Q150 + KOMOHIHPAHO JTCUSHHL,

"HbA 1. (%) Ha 24-T2 ceAMHILA.

" HbA . (%0) Ha 20-Ta ce 1ML,

Y Haii-Ma. IKHTC CPE;IHH KBAIPATH CA KOPUIHPAHEH 33 \ OTPCOATA Ha HHCN THH NPK BH3HTA | (TPCIBAPHTEIHO CMCCCH CPeEy
HCUCMECEH TPCIBAPHTEIHO [MEA IHHCH HIAH DPO L IKHTCIHO, CHCTRANUL]) i H3XO, 1HA CTOHHOCT.

[1pu 52-ceAMHUHO NPOYUBAHE, CPABHABALLO €(PHUKACHOCTTA H D€30NacHOCTTA NpU A00aBsHE Ha
cutarnunTHH 100 mg BeAHBK AHEBHO WK rAUNKU3IUA (CYAPOHUIYPER) NPH NALIMEHTH

¢ HeA0OBP TMUKEMHUEH KOHTPOJT MPU MOHOTEPATUg ¢ MET(OPMHUH, CUTAMNUATHH € T0A00eH Ha
rnunu3ng npy nodwxkaeaHeto Ha HbAlc (-0,7 % cpeana npomsaHa cnpamo HIXOAHWUTE CTOHHOCTH Mpes
ceaMuua 52, cbe cpeaHa croiHocT Ha HbAlc ot npubausutenno 7,5 % B aete rpynu). CpeaHara
N03a FAWNKW3KA W3OA3BaHa B rpynaTa 3a cpaeHeHue € 10 mg nHeBHo kaTo npubnnintento 40 % ot
NauMeHTHTE C€ HYXAAST OT A03a rAMNHU3KA < 5 mg/aHeBHO NO Bpeme Ha npoyusaHeTo. Obaue, noseye
NaL{eHTH OT IpynaTa Ha CUTArIMNTUH ¢a NPEeKbCHANMN NOPAAH JINMNCA Ha e(PUKACHOCT, OTKOJIKOTO B
rpynata Ha raunu3ui. [lauHeHTUTe NEeKYBaHH CbC CHTANIUNTHH NMOKA3BAT 3HAYUTENHO CPEHO
NOHUKEHHUE CIIPAMO W3IXOAHHUTE CTOHHOCTH HA TenecHOoTOo Terno (-1,5 kg) B cpaBHeHmne cbe
3HAYHUTENHO MOKAUBAHE HA TETNMOTO NPH NALKEHTH noayyasanu ravnuina (+1,1 kg). B tosa
APOYYBAHE, OTHOLLEHUETO NPOMHCYNHH KbM WHCY/TUH, MapKep 3a €(peKTHBHOCTTA HAa HHCYTHHOBHA
CHHTE3 U ocBODOXKAABaHE, ce noa00pABA CbC CUTATTIMNTHH H C€ BIOWABA NPH NeYEHHE C TNNU3NA.
YecToTaTa Ha XHNOMTHKEMHA B rpynaTta Ha cutarnunTvH (4,9 %) € 3HaUUTENHO NO-HUCKA OT Ta3M B
rpynata Ha raunusng (32,0 %).

24-ceAMHUUHO NNAUEOO-KOHTPOIMPAHO KIHHHUYHO NPOoYyUBaHe, BKAOHBAWO 660 nauHeHTH €
NpeAHa3Ha4YeHo Aa OLUEHH €(PHKACHOCTTa BOACLLA 10 HAMANABAHE HA HHCY/UHOBUTE 103 H
Oe3zonacHocTTa Ha cutarnunTuH (100 mg BeaHbK NHEBHO), KOraTo e NpUdaseH KbM UHCYJIMH IMAapXUH
cbC MM Oe3 MeTdopmuH (noHe 1 500 mg) no Bpeme Ha MHTEH3UPUUMPAHETO HA MHCY/IMHOBATA
Tepanud. [Ipu nauneHTH, npuemawin MeTHOpMHH, M3XxoaHaTa cTOHHOCT HA HbA, . e 8,70 % u
HauanHaTa no3a MHCYIMH e 37 [U/aneBHo. [TauMeHTHTe ca UHCTPYKTHpaHU Na THTPUpAT TAXHATA A034
HHCYJ/IHH rN1ap»<HH Bb3 OCHOBA HA CTOMHOCTHUTE HA KPbLBHATA 3aXap HA NajHO, H3IMEPEHH Ype3 KpbBEH
TecT ¢ yOoxAaHe Ha npbeTa. [1py nauuenTuTe, NpreMalli MeTQopMuH, Ha 24-Ta ceamuua,
yBEJIMYABAHETO HA AHEBHATA 1038 HHCYNHH ¢ 19 IU/1HeBrHO npu NMauKdeHTH, TeKYBaHH ChC
cutaraunTHH W 24 [U/aHeBHO npy nauuenTy Ha nnauebo. [TonnxkasaHero Ha HbA . npy nauneHTH,
NEKYyBaHU CbhC CUTANMMNTHH, METPOPMHH U UHCYIIHH € -1,35 % 8 cpasreHue ¢ -0,90 % npu naumeHTH,
NneKyBaHH ¢ nnauebo, MeThoOpMHUH U HHCYNUH, paznuka oT -0,45 % [95 % CI. -0,62; -0,29]. HecToTara
Ha xunorjiukeMus € 24.9 % npu nauUeHTH, TeKYBAHHU CbC CUTArNUINTHH, METPOPMUH U HHCYAUH H
37,8 % npu nauueHTH, JIEKYBaHHU ¢ mnauedo, MeTGOpMHUH U MHCYNUH. PasiikaTa Ce Ab/IKH OCHOBHO

Ha NO-BUCOKHA NPOUEHT NAUMEHTH B rpynara Ha nnauedo, u3nuTanu 3 UM rnoseue eny3oaa Ha
xunoravkemua (9,1 copamo 19,8 %). HamMa paznuka B HeCcTOTATa HA TEXKKA XUITOTJIMKEMHUA.

MeTdopMuH

Mexanuzva na oencmesue

MeTdopMrH € OHrBaHHAWH ¢ AaHTUXUIEPriMKeMUYeH edeKT, NoHMXKaBall KakTo dazannara, Taka U
naa3MeHaTa raKo3a cien XpaHeHe, TOH He CTUMYIUpa HHCYJIMHOBATA CEKPeLns M CIEXOBATENHO HE
NPeAU3BUKA XHMOTITAKEMHS.

MeThopMHH MOXKe Aa eHCTBa MO TPU MEXAHHU3MA:
- Yype3 HaMmaABaHe NPOAYKUMATa HA 4epHOApPOOHa roKo3a Ypes HHXHOUpaHe Ha
FAIOKOHEOTEeHe3aTa v INIMKOreHOAH3aTa

NnepHPEepHOTO NOEMAaHEe H YCBOABAHE Ha IIOKO3a
- ype3s 3abaBaHe Ha abcopOuUMATa Ha [II0KO3a B THHKUTE YepBa

MeThopMUH CTUMYIUPA BLTPEKJIETbYHHS CUHTE3 HA TIMKOME€H Upe3 Bb3ACHCTBHE BbPXY I
cHHTeTaszara. MeThpopMHH NOBHWIABA TPAHCMOPTHUA KaNaUMWTET HA CNeUUPUUHHU TUTIOBE M€
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Tpancnoptepu Ha raokolata (GLUT-1 w GLUT-4).

Kaumruna eqhuractiocht i Oe300acHoc!

[Tpu xopata, HE3aBHCHUMO OT A€HCTBHUETO CH BbPXY MMHUKEMUATA, MET(POPMHH Ma ONaronpHsTHH
eheKTH BbPXY AMNKUAHKA MeTabonu3bm. ToBa ce 10Ka3Ba NpH TEPaneBTHYHH KOHUEHTpau1H B
KOHTPOJIMPAHH KIHHHYHH NPOYYBAHHA CBC CPEAHA NPOABIKHUTEIHOCT HIIH ABJTOCPOUYHH KIHHHUYHHU
NpOyuBaHUA: METPOPMUH HaMaNaBa o0LKMA xonectepon, LDLc » HuBaTa na Tpuravuepuaure.

[IpocnekTueHOTO panaomusupano (UKPDS) npoyusane € ycTaHOBWIO ABITOCPOYHATE 1TON3a OT
MHTEH3HBHHA KOHTPOJI HA KPbBHATA 3axap npu a4adeT Tun 2. AHaU3bLT Ha pe3ynTaTHTE MpH
NaUHEHTHTE C HAAHOPMEHO TErJI0, JIEKYBAHH ¢ METPOPMHH clle] Heycnex ¢ AHETa CaMOCTOATENHO
NOKa3Bar:
- 3HAYUTEJIHO HaMa/leHHEe Ha abCOIOTHUA PUCK HA CBbP3AHUTE ¢ AKabeTa yCnoXKHEeHUA B rpynara
Ha meThopmuH (29,8 cubuTtrsa/1 000 nayueHTOroaMHK) CNpAMO AUETa caMOCTOATENHO (43,3
cponTHa/l 000 naumentoroaunn), p=0,0023 n cnpamo rpynuTte Ha KOMOMHaLKS CBC
cyndoHunypea U MoHoTepanus ¢ MHCYAHH (40,1 cvbutua/1 000 nauneHToroamnn), p=0,0034
- 3HAYMTESIHO HAMaNeHHe Ha abCOMOTHHUA PUCK OT CBbp3aHaTa ¢ AHA0ET CMBPTHOCT: MET(HOPMHH
7,5 ¢cvoutua/l 000 naumeHTOroAMHHK, AKeTa camocToatrento 12,7 cuburusa/l 000
nauneHToroAuHu, p=0,017
- 3HAYMTENHO HAMaJIEHHE Ha aDCOMIOTHHUA PUCK OT 00WAaTa CMBPTHOCT: MeThOpMHH 13,5
cpOuTuA/1 000 nauneHToroanHu cnpamo auvera camoctoatenHo 20,6 crbutua/l 000
nauneHtToroauuu, (p=0,011) u cnpaMo rpynure KoMOUHWpaHa cyQoHUIIYpEs U MOHOTEpANUs ¢
MHCYJIUH 18,9 ¢cvbuTna/l 000 nauneHtoroauuu (p=0,021)
- 3HaYHTEJIHO HaMallcHHE Ha abCOMOTHUA PUCK OT MUOKapaeH HH(ApKT: MeThopMuH 11
¢uouTua/1 000 nauueHTOroAnHU, aueta camMoctoatenHo 18 cuontrs/l 000 mauuMeHTOroaHHH,
(p=0,01).

TECOS e panapoMusvpaHo npoy4saHe npy 14 671 naumeHTH B Intention-to-treat nonyaauusTa c
HbA,:. > 6,5 no 8,0 %, ¢ ycTaHOBEHO CHpASYHO-CBHA0BO 3aD0NAABAHE, KOUTO NMOJY4AaBAT CUTArIMNTHH
(7 332) 100 mg nHesHo (naun 50 mg nHeBHO, ako U3XOAHUTE ¢ToMHOCTH Ha €GFR ca> 30 u

< 50 ml/mun/1,73 m?) wan nnaue6o (7 339), nobaseHn KuM OOHUANHHUTE TPHKH CHIIACHO MECTHUTE
craHzapTH 3a HbA . H cbpaeuHo-cba0BU puckoeH dakTopu. IMauuertu ¢ eGFR < 30 ml/mun/1,73 m-
HE ca BKAOUYEHH B npoyyqBaHeTo. U3cneasanara nonynaunsa srstovsa 2 004 nauMeHTH Ha Bb3pacT

> 75 ronvuu v 3 324 nauventH ¢ 616peuno yspexaane (eGFR < 60 ml/muu/1,73 m-).

Ilo BpeMe Ha npoy4BaHeTO, obLluaTa U3yuceHa cpeaHa pasnuka (SD) B crofiHocTuTe Ha HbA | Mexay
rpynuTe Ha CHTArMNnTHH M mnauedo € 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001,

[TbpBUYHATA KpaliHA TOUKA MO OTHOWIEHHWE HA CHPAEYHO-CHAOBATA CUCTEMA € ChCTaBHA OT NbpPBATA
NOSBa Ha CbPAEUYHO-CBAOBA CMBPT, HedaTaleH MHOKAPASH HHAPKT, He(aTaleH HHCYIIT MK
XOCINUTATU3ALUA nopany HecTaOHNHa CTeHOKapaus. BTopHuHKTe KpalHHH TOUKH N0 OTHOLEHHE Ha
ChPACYHO-CHA0BATA CHCTEMA BKJIKOYBAT NMBbPBATA MOABA HA CHP/AEYHO-CBHAOBA CMBPT, HedaTaleH
MHOKapAaeH HHGAPKT unn HedaTaned MHCYNT; NbPBATA NOsSBA HA HHAUBHAYATHUTE KOMIIOHEHTH Ha
NbPBHYHATA CbCTABHA; 00L1Aa CMBPTHOCT W XOCNMTANU3ALMH NTOpadHM 3aCTOHHA CbpaevHa
HEJ0CTATBYHOCT.

Cnen npocrieasBaHe ¢ MEAHAHA HA NMPOILIKUTENHOCT OT 3 rOAHWHH, CHTArMHANTHH HE NOBUILABA PUCKA
OT rOJIEMH HEXKENAHH ChPACHHO-CBAOBHU CbOUTHA WM PUCKA OT XOCMHTAIH3aUMA NOpaIH ChpAeUHa
HEZOCTATLYHOCT, KOorato ce Ao0ara KbM 00UHaHHUTE TPUXKUA NPU NALUKMEHTH ¢ AMadeT Tun 2 B
cpasHeHue ¢ oOuyanHuTe rpwxu 0e3 cutarnunTuH (Tabauua 3).

15




Tabanua 3: HecTOTH HA KOMOHMHHPAHH CBPACMHO-CHAOBH Pe3YJITATH H HA K/J1I0YOBH BTOPHYHH
pe3yaTaTH

Cutarauntus 100 mg Maauebo
YecToTa HA YecToTa
100 Ha 100
NAUHeHTO- MALUKEHTO
roavHu™ roOOHHH*
KoepuuueHT
N (%) N (%) HA PHCKA p-cTolHOCT"
(95% C1)
AHaau3 8 Intention-to-Treat nonynauuara
bpoii nauHenTH 7,332 7,339 0.98 (0.89-1.08) 1 <0.001
Curaranntin 100 mg Mnauedo
YecToTa YecroTa
Ha 100 Ha 100
NAUHEHTO NALHEHTO
roaHHu* roaMHu*
KoedpuumesT Ha
N (%) N (%) pHeka (95% p-cTolnoct’
[MLpBHUHA CHCTABHA Kpaiilua CI)

TOUYKa
(CHPICHHO-CBAOBA CMBLPT,
HePATAICH MHOKAP,1EH HHPAPKT, 839(11.4) K. 851 (11.6) | 4.2

He(aTallcH HHCY T WM
XOCHUTAIWIALUMA, OpAIH
HECTADUIHA CTCHOKAP, IHA)

BropHyHa cbCTABHA KpaHHA
TOYKA

{CBpacHHO-CHAOBA CMBPT.

HeDATAICH MUOKAP,ICH UHDAPKT 745 (10.2) B.6 146 (10.2) | 3.6 0.99 (0.89-1.10)  [<0.001

H.IH Hﬂ_{t)ﬂTﬂ.'IEH HHCY aT)

BropuueH peiyarar

ChPACHHO-CH0BA CMBPT 380(5.2) 1.7 366 (5.0) | 1.7 1.03 (0.89-1.19)  [0.711
BCAKaKbB BU/I MHOKaPICH

u}ul]qr_)m (ataten W nedaraieH) 300 4.y (1.4 3164.3) 1.5 KL95 (0L.&1-1.11) 0.487
Begkakss BH1 HHCY AT (haTaion 178 (2.4) (.8 183(2.5y | 0.9 10.97 (0.79-1.19) I(}_?ﬁﬂ

H He[pa"ra.‘n:m

XOCHHTA THIALIHA [Mopaln

HECTAOK 1HA CTCHOKAP.IHA L16(1.6) [0.5 129 (1.8) 0.6 (.90 (0.70-1.16} (0.419
CMBPT MOPAIH BCAKAKBA 547(7.5) P.5 537(7.3) | 2.5 101 (0.90-1.14)  |0.875
NpHYHHA

XOCNUTAIM3a1HE, NOPALH 223¢3.)y |l 220 (3.1 || .00 (0.83—1.20)

ChpIeUHa HETOCTATHUHOCT*

* Yecrorara Ha 100 natentoro, il ¢ wzuncacna kato [00 x (o0u1Ha OpoH nauneHTH ¢ = 1 ¢cbOHTHE 1o
IOV CTHMHS TICPHO1 HA CKCMO3HLINS CIPAMO OGIIUA OPO#H HAIUCHTOIOIHHU HA HPOCILIABAHL). #-_-, ik

" B3 ocHoBa Ha Mo.1e1 na Cox. CTPATHUGHIIHPAH 110 PETHOH, 32 CHCTABHKTE KPaitHH TOUKH, p-CTORHOCTI c_‘&. pofieeik ‘
TECT 38 HEHHPCPHOPHOCT, TbPCCLL T HOKLKR, 4¢ KOCDUIIHCHTBT HA PHCKA € HO-MWLTLK 0T 1.3, 3a BeHUKH)
TOYKH P-CTOHHOCTHTE CHOTBCTCTBAT HA TECT 3a PA3IMKHTE B KOCHHUHCHT HA PHCKA., :
* AHAIH3BT HQ XOCTIHTAIHIAUHATA MOPAIH ChPICHHA HEIOCTATEYHOCT ¢ KOPHIHPAH 30 AHANMHEIA 34 Cbp.1
HELOCTATBHHOCT HA H3NOIHO HHBO.
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[lenMaTpyuda nonynaums

EsponeiickaTa areHUHs NO nekapcTBaTa OCBOOOK1aBA OT 3a1bJKEHHUETO 3a NPEeOCTABAHE HA
pe3yntarute ot npoyusavusta ¢ MUOOMET BbB BCHUKH NOArpynH Ha neauaTpHyHaTa nonyauus
cbe 3axapeH Avaber Tvn 2 (Bxk. Touka 4.2 3a “HPOpPMALIMA OTHOCHO ynoTpeda B neadaTpuara).

bBesonacHocTTa M epvKkacHOCTTA NpW A00ABAHE HAa CUTArJMNTHH NPH MNEAHATPUUHHU NALIHEHTH Ha
pb3pacT oT 10 10 17 roamun ¢ anader TN 2 ¥ HeaaeKBATEH FIIMKEMHUYEH KOHTPO/ HA METHOPMHUH, CbC
HJIK 03 HHCYJIMH, Ca OUCHEHH B ABE NPOYYBaHUA 3a nepuoa oT 34 cenmuuu. [lobasaHeTo Ha
CHTArTUNTHH (MPUNOKEH KaTO CUTATAHTITHHMET(POPMUH HIH CUTAFTUITHHHMET(POPMHUH C
yabkeHo o¢BoboxaasaHe (extended release, XR)) e cpaBHeHO ¢ 100aBgHeTO Ha Miauedo KbM
MET(HOPMUH HIH

MeThopMuH XR.

Maxap u na ce A€MOHCTpHpa NPEBB3IXOACTBO MO OTHOUWEHUE NoHHkaBaHeTo Ha HbA . 3a
CHTarMuNTHHtMeTGOpMUH/ cuTarnunTHHtMeThopMrHH XR Haa MeTdopMHuH Ha ceaMuua 20 npu
cOOpHHA aHANKU3 OT TE3HW JABE NPOYHBAHHUSA, PE3YNTATHTE OT OTACTHUTE MPOYUYBAHHKSA €A HECHBMECTUMM.
OcBeH TOBa, He c€ HAONKJaBa NO-BUCOKA €(PUKACHOCT HA
cHTarnunTuH+MeThopMut/cutarnuntTuatMeTdopmut XR B cpaBHeHHe ¢ METHOPMUH HA ceamuua 54.
CnenposatenHo, MUGOMET He TpabBa ga ce #3nosn3Ba Npy neaHaTpUUHKU NAUMEHTH Ha Bb3pacT oT 10
a0 17 roauHu nopaiun HeaocTarbuyHa €pUKacHOCT (BXK. Touka 4.2 3a uHPopmaLiua OTHOCHO ynoTpeda B
MeaAUaTpUATA).

5.2 @apMakOKHHETH'IHH CBOHCTBA

CreaHuTe RaHHU NMOKAa3BaT PapMaKOKMHETHUYHHUTE CBOWMCTBA HA OTAE/IHUTE AKTHBHH BELLECTBA HA
MUDOMET.

{CuraraunTuH

Abcopoijus

Caea nepopanHo npunoxkeHue Ha Ao3a 100 mg Ha 3apaBH y4aCTHHLM, CUTAMNUNTHH OBpP30 ce
abcopOupa, ¢ AOCTUFaHE HAa NMKOBYU NJ1Aa3MEHM KOHUECHTpauHKn (MeanaHa Tmay) 1 00 4 vaca cnen
NPUNOKEHHETO, cpeaHa niaasMena AUC Ha cutarninTuH 8,52 uMehr, Chax 950 nM. AGconioTHara
OMOHANUUYHOCT HA CUTANIMNTHH € Npudan3uTenHo 87 %. Tbi kKaTo NpUeMaHeTO Ha CUTArJIUITTHH
eHOBpeMeHHO ¢ forarta Ha Ma3sHHHH XpaHa He NMOoBuABa (PAPMAKOKMHETHKATA, CUTACTMIMTHH MOXeE /1a
ce npujara ¢ Wiy 0e3 xpaHa.

[Tnasmenara AUC Ha cHTarnMnTvH ce NOBHLIABA MO 203a NPONOPUHOHANIEH HauuH, [lo3a-
NPONOPUMOHANHOCT HE € YCTaHOBEHA 3a Ciax M Caguaca (Cimax €€ NOBUILABA NOBEYE OT A034-
NPONOPLMNOHAITHO, & Cayuaca C€ YBEIUYHABA MO-MANKO OT 103a-NPONOPUHOHATTHO).

Pasznpeoe.ienie

CpeaHusaT o0eM Ha pa3npeacieHHe B CTALUMOHAPHO CHCTOSHHUE CNE €1HOKpAaTHA HHTPABEHO3HO
npunoxena ao3a ot 100 mg cHTarnMNTHH Ha 3ApaBH YHacTHULM € npyonniuTenHo 198 nurpa.
OpakumaTa CUTANUNTHH OOPaTUMO CBbP3aHa ¢ NNa3MEHUTE NPOTEUHH € HHCKa (38 %)

buompancgopyaius
CHTArNMNTHH ce eTMMHUHKHPA OCHOBHO HEMPOMEHEH C YPHHATA, a MeTabonu3MBbT € BTOPOCTENEHEH

nwuT. [pubnunzurenHo 79 % OT CUTArNUNTHH Ce€ EKCKPETHPA HETMPOMEHEH B ypHHaTAa.

Cnen nepopanta noza [*Clcurarnuntun, npubauzutento 16 % oT paiHoaKTUBHOCTTA CE eKC
KaTo MeTaboauTH Ha cuTarnunTuH. Ha HUBO cnenu ca ycTaHoBenH wecT Merabonura, KouT

NpoyYBaHUATA MOKA3BAT, Y€ OCHOBHUAT €H3UM, OTTOBOPEH 3a OrpaHUYCHWA MEeTADONH3I LM
cutarauntH € CYP3A4, ¢ ywactvero v Ha CYP2(CS.
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In vitro naHHWTE NOKA3BaT, ye CUTArMMNTHH He € UHXHOUTOp Ha CYP uioensumute CYP3A4, 2C8,
209, 2D6, 1A2, 2C19 uan 2B6, v He e nunykTop a CYP3A4 u CYP1 AL

Eruvunupane

Cnexn npunokeHue Ha nepopaiina no3a [ CleuTarnMnTrH Ha 3APABY YUACTHULIM, NPUGIHIUTENHO

100 % oT npuaokeHaTa paaMOaKTHBHOCT c€ eNMMUHUpa ¢ hexanuuTe (13 %) nnu ypunara (87 %) no
€JHa ceJIMULIA ched NPUAoKEHHeTO Ha Ao3ata. [IpHBUAHKAT Kpaed t) > cnea 100 mg nepopaniHa no3a
CUTArnunNTHH e NpubnuzuTenHo 12,4 yaca. CurarMNTUH ce HATPYNBA CaMO MUHHUMANHO NpH
MHOTOKpaTHO npunarade. brOpeunuar knupbHe e npudbansurento 350 ml/mMun.

EnuMHHWpaHETO Ha CUTATIMITTUH CTaBa OCHOBHO upe3 OBOpeuHa ¢KCKpeta U BKIKOYBA aKTUBHA
TyOynHa cexkpetua. CUTArNMNTHH € CyOCTpaT Ha YOBEUIKH OPraHWUYEH AHHOHEH TpaHCnopTep -3

(human organic anion transporter-3, hOAT-3), koiiTo moxe 64 yyacTBa B Ob0peyHOTO €NUMHHHUPAHE Ha
CUTArnMNTHH. KNHHUYHOTO 3HaUYeHHe Ha hOAT-3 B TpaHcnopTa Ha CHTATNIMITTUH HE € YCTAHOBEHO.,
CUuTaraunTyH € cybeTpaT 1 Ha p-FAKKONPOTEHH, KOWTO MOXKe O y4acTBa H B MEAMUPAHETO HA
ObOpeYHOTO €NUMUHKHPAHE Ha CHTArMUMNTUH. B ¢BLIOTO BpeMe LHKNOCNOPHH, €IHH P-TIMKONPOTEHH
HHXHOUTOpP, He HamasigBa ObOpeUHNS KIHPBLHC HA CHTArMWOTHH. CUTArnunTHH He € cybetpar Ha OCT2
unn QAT unu PEPT1/2 Tpadcnoprepure. In vitro curarnunTiH He noTtucka OAT3 (IC50=160 uM) nau
p-rapkonporerHa (A0 250 pM) MeauupaHus TPaHCNIOPT B TEPANEBTUHHO PESICBAHTHH THIA3MEHH
KoHIleHTpaumu. [lpy KNIHHHUYHO NPOYUYBAHE CUTAMTUMITTHH HMA MaNbK e(PEeKT BbPXY MNa3MeHHTe
KOHLIEHTpaUYHW HA JIMFOKCHH, KOETO MOKa3sa, 4e CUTArNMMITTHH MOXe 1a e cnad HHXHOHTOp Ha p-
FAUKONPOTEUH.

.;)(ﬂpﬂ}f IREPUCHItING npt nAyHeHmime
(DHPMHKO!{HHETHI{HT& HA CHTAMNIHUIITHH € KATO UANIO CXOAHA [PH 31pdaBH YHACTHHUUH H MNALHUEHTH C

nuaoeT Tun 2.

bvopeuno yepesicoune

[IpoBeneHo € OTBOPEHO MPOYUBAHE NPH €AHOKPATHO NPHIOKEHHUE 3a OLICHKA Ha dapMaKOKHHETHKATA
Ha HaMaJleHa 103a cuTarnunTHH (50 mg) npyU NAUKMEHTH ¢ pa3in4Ha CTENMEH HA XPOHHUYHO OBOpeUHO
YBPEKAAHE B CPABHEHUE ChC 3ApaBH KOHTPOAH. [IpoyuBaHeTO BKIOUBA NALKUEHTH ¢ OBOpeuHo
yBpeK/J1aHe B fieKa, yMEPEHa WU TeXKKa CTeneH, KakTo U nauudeHTH ¢ ThbH Ha xeMoauanuia. OceeH
TOBa, ehekTHTE HA HbOpeyHO yBpekKaaHe BbpXY (DapMAKOKHHETUKATA HA CUTATIMIITUH NPH NALIMEHTH €
aunabet Tvn 2 u 6b6pevHO yBpEKAaHE B NIeKa, YMEPEHa MK Texkka ctencH (Bkntoyutenno ThbH), ca
OUEHEHH 4pe3 NONyJauHOHHY DapMAKOKUHETHUHH aHANTH3HK.

B cpaBHeHHE CbC 3ApaBy KOHTPONH, naazmeHata AUC Ha CUTArMNTHH C€ MOBHUILIABA NPUOMH3INTRAHO
1.2 nbTy npy naureHt ¢ OBbOpeuHo yBpexkaaHe B nexka crened (GFR > 60 no < 90 ml/MuH) u
CBOTBETHO 1,6 MbTH Npu nauxeHTU ¢ O6bOpedHo yBpexxaaHe B ymepeHa ctened (GFR > 45 no

< 60 ml/mMun). THi KaTO pa3mMepbT Ha NOBULLICHHETO HE € KIIMHWUYHO 3HAUUM, HE CE HAlara KOpUrupaHe
Ha 03ara NPy TE3H NALUWEHTH.

[Tnazmenata AUC Ha cHTArNUNTHUH ¢€ NMOBHUIABA MPHUONUIUTENHO 2 MbTH NPH NALMEHTH ¢ OBOpeuHo
yBpexaaHe B ymepeHna cteneH (GFR > 30 no < 45 ml/MuH) u npubnn3ntenHo 4 nbTy Npy NaLIKEHTH C
01vOpeuHo yBpexaaHe B Texka crened (GFR < 30 ml/mun), exmounrenHo naunenTvt ¢ ThbH Ha
XeMmoauanuiza, CUTArIMNTHH Ce OTCTPaHABRAa YMEpPeHO npu xemoananuia (13,5 % 3a 3- no 4-vacosa
X€MOJHAIM3HA cecHd 3anoysalla 4 yaca ciie NPHIOKEHHETO).

Yeproodpobro yepeoicoaie

He ¢ HeoOxoauMa KOpeKUHa Ha A03aTa CUTArJIUMNTHH NPH MAUMEHTH C IEKO HITH YMEPEHO
yepHoApoOHO yBpexaaHe (ckop no Child-Pugh < 9). HaMa knuHMueH ONUT NpU NALMEHTH € Te
yepHOaApoOHO yBpexaane (ckop no Child-Pugh > 9). B ¢bimoro Bpeme, Thii KaTo cUTarnunTy
eIMMHUHUPA OCHOBHO upe3 ObOpeunTe, HE C€ 04aKBa TEKKOTO YEPHOAPOOHO YBpEekKIaHE nfa;zﬁfﬁ}l
BbPXY (apMaKOKHHETHKATA HA CUTArNTUITHH. Y

HHHH&’HHIH G CIUPDYECKT GBIDUACIH
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He ce Hanara Kopekuus Ha n03aTta B 3aBUCHMMOCT OT Bb3pacTTa. Bb3 0CHOBA Ha nonynalHoHeH
dapmakoKMHeTHYEH aHanu3 Ha aadHu oT Daza | n Paza 1, Bv3pacTTa HE OKa3Ba KIWHUUHO 3HAUNM
ehekT BbPXY PAPMAKOKUHETHKATA HA CUTArIUITUH. YYacTHHLUMTE B CTAPUECKa Bb3pacT (63 10

80 roanHu) uMat npHOAKIUTENHO 19 % NO-BUCOKH MNA3MEHH KOHUEHTPALIMH HA CHTArIMITTHH B
CpaBHEHHE C M0-MJanu YHACTHHUM,

Heduampruna nony.iaius

MdapMakoKHHETHKATa HA CUTArNUMNTHH (€AnHH4YHa 103a 30 mg, 100 mg unu 200 mg) e wicneasana
Npy NeJHaTpuuHU NauueHTy (Ha Bb3pacT ot 10 10 17 roaunn) ¢ avaber tun 2. [1pu Ta3u nonynauus,
AUC Ha cuTarndnTyH B NJa3Marta, KOpurupaHa cnpamMo Jo3ara, € npudnusutenHo 18 % no-Hucka
OTKOJIKOTO MPH Bb3PACTHH NauHeHTH ¢ auader Tun 2 npu ao3a 100 mg. He ca nporexkaaHu
MPOYUYBAHUA CHC CHTATIUNTHH MPH MEAUATPHUHH MALKWEHTH Ha BB3pacT < 10 roaAuHM.

Lpyeu xaparkmepucniiku Ha naipueHmume

He ce Hanara KOpeKLHS Ha 103aTa B 3aBUCMMOCT OT MO, paca Wian UHAEKC Ha TenecHa Maca (BMI).
Te3u XapakTEPUCTHKH HAMAT KIIMHHUYHO 3HA4YUM edeKT BbpXY HapMaKOKHHETUKATA Ha CUTArIMNTHH
cnopel KOMOWHHMpaHHA aHAJTK3 Ha (PapMAKOKHHETUYHHUTE AaHHHW OT Pa3a | v nonynaunoHeH
(hapMaKOKWHETHYEH aHa/TN3 Ha JaHHy oT (Paza [ m Pasa 1l

MeTdopMUH

Abcoponus

Cnen nepopanHa a03a METGOPMHH, Timax c€ A0cTHra 00 2,5 vaca. AOCOMIOTHATA OHOHATIMMHOCT Ha
TabneTka MethopmuH 500 mg e npubauzutenHo 50-60 % npu 3apaBu yuacTHUuW. Cnen nepopanya
no3a, HeabcopdbupaHata ppakuus, oTkpuTa Bbe hekanuute € 20-30 %.

Cnen nepopaneH ripueM, abcopbuusata Ha MeTGOpPMHH € HacuLlalla ¢e U HenbaHa. CMmATa ce, ye
hapMakokHHeTHKaTa Ha abcopOumnaTa Ha MeTOPMHH e HeauHeiHa. [1pu 06nuaiHK 103K MeTQOpMUH
U N1030BH CXEMH, TUIA3MEHUTE KOHUEHTPAUHWH NPH CTALLMOHAPHO ChCTOAHHUE C€ AOCTUraT B PAaMKHTE Ha
24-48 yaca v KaTo uano ca no-mManko ot 1 pg/ml. Ipu KOHTpONUPaHH KIIHHWUUYHH [TPOYYBAHMSA,
MaKCHMaNHUTE TUla3MeHH HUBA Ha MeT(OPMUH (Cuax) HE NpeBULIABAT 5 g/ml, aopu npu
MAKCHMAaJIHH J03H.

XpaHata HamansaBa cTeneHTa K cnado 3abaea abcopbunarta Ha MmeThopmuH. Cnea NpUIOKKEHHE Ha
no3a ot 850 mg, ce Habmonara 40 % no-HUCKa NUKOBA IU1a3MeHa KOHUeHTpauua, 25 % HamaneHue Ha

AUC u yabnmxasaHe ¢ 35 min Ha BpeMeToO 10 JOCTUraHe Ha NHKOBA NNa3MeHa KOHUEHTPALKMS.
KMuMHHYHATa 3HAUYUMOCT HE € U3BEeCTHA.

Pasnpeoe ienue

CBBLP3BAHETO € MJa3MEHUTE NPOTEMHHU € HE3HAUMTENHO. MeThOpPMHH ce pasnpelesist B epUTPOLUTHTE.
KpbBHUAT MUK € MNO-HUCBK OT NNa3MEHUA MUK U Ce NMOABABA NPUOTU3UTENHO NO CHLWOTO BpeMe.
YepBenuTe KpbBHH KJIETKH HAaH-BEPOATHO NPEACTABASIBAT BTOPHUEH KOMITAPTHMEHT HA
paznpeaencuue. Cpeaunsat Vd Bapupa mexay 63 — 276 1.

Buompancdopmaiun
MeTtdhopMHH ce eKCKpeTHpa HenpoMeHeH B ypuuarta. [lpu xopata He ca yCTaHOBEHH METabOMUTH.

Eunnnmupane
buOpeunuaT knupbHe Ha mMeThopmuH € > 400 ml/MuH, KoeTo nokazea, ye MeTHOPMHH C€ eIMMUHHPA
ype3 rnomepynaHa Guatpaums U TydynHa cekpeuns. Cnea nepopanHa 103a, NPUBUAHHAT TEPMUHANEH
€IMMUHALMOHEH NONYXKHBOT € NpHdAn3UTENHO 6,5 h. Korato Ou0peuHaTa PpyHKUMA € yBpeaeH

naaimMara.
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5.3 [IpeAKNHHNYHH JAHHH 32 0€30MACHOCT
He ca nposexxaaHu npoyusaHua ¢ xKuBoTHH ¢ MUDOMET.

[Tpy 16-ceIMUUHK NPOYUBAHHA, B KOUTO KVHETA Ca TPETHPAHH HIHU ¢ METGOPMHH CAMOCTOATETHO WU
¢ KOMOWHaLUs OT MeT(OPMHH U CUTArTUATHH, He € HA0MoAABaHA 10N B/IHHTENHA TOKCHUYHOCT OT
komOunaumuaTa. NOEL B Te3u npoyuBaHua ¢e HaONKOJaBa NPU €KCNO3ZULUNAA HA CUTAMTUNTHH
NPUOAH3ZUTENHO 6 MbTH MO-BUCOKA OT Ta3U NMPH XOPa H NPH EKCITO3NLUHUA HA METPOPMUH
NPUOAU3HTENHO 2,5 MBTH NMO-BUCOKA OT TA3H MPH XOpa.

CneaHuTe AaHHU ca HAXOAKH MPH NPOYYBAHHUA NPOBEAEHH CbC CHTACTMNTHH HAH MET(POPMHH
CaMOCTOATENHO.

CyTariMnNTuH

BuOpeyHa U yepHOApoOHA TOKCHUYHOCT c€ HabMoaaBa Mnpy rpusady rnpyu CTOMHOCTH Ha CUCTEMHA
EKCMO3HUMUA 58 NbTH NO-BHCOKKH OT HHBOTO HA €KCMO3HLUMKATA MPH XOpa, a HUBOTO Oe3 edekT e
onpeneaceHo Ha 19 NbTH NO-BHCOKO OT TOBA MpH Xopa. AHOMaWU Ha pe3uMTe ¢e HaboaaBaT npu
MJbXOBE NPH HUBA HA €KCNO3UUHA 67 NMBTH NO-BAUCOKH OT HUBOTO HA KJIIMHWYHA EKCMO3ULUUA; HUBOTO,
0e3 ereKT NpH Ta3M HAXOAKA € 58 MbTHU NO-BUCOKC, CHINACHO pe3yaTaTuTe oT 14-ceAMHUYHO
NpoyYBaHe MPH NABLXOBE. 3HAYEHUETO HA TE3W HAXORKHU [1PH XOPa HE € W3IBECTHO. TPaH3UTOPHH,
CBBP3AHH C NICHEHHETO PHUIHUECKH MPOABH, HAKOU OT KOMTO NPEANONaraT HaTHYHETO Ha
HEBPOAOrHYHA TOKCHYHOCT, KaTO JHILAHE ¢ OTBOPEHA yCTa, CANUBALIMA, EME3NC Ha Dana naHa,
aTaKCHs, TpENepeHe, HaMaleHa aKkTHBHOCT W/ unu n3rpdeHa nosa ce HabnwaagaT NpH Ky4yeTa npu
HUBa Ha €KCMO3MUMA NPHONH3INTENHO 23 NBTH NO-BUCOKK OT HUBOTO Ha KIMHUYHA eKCno3uuua. OcBeH
TOBA, MHOTC JIEKa A0 JIEKa KOCTHO-MYCKYJIHA AeT€HepaUUs ce HaO0AI0aBa W XHCTONOMMYHO MPH J03H,
AABALLM HABA HA CUCTEMHA €KCNO3HLUUA NPUONUIHTENHO 23 NBTH NO-BHCOKH OT HHBOTO Ha
€KCMo3uUna npy xopa. [1pn Te3u pesyntartu, HHEOTO 0€3 eeKT € Npy eKCNnO3nLUA 6-KpaTHO No-
BMCOKa OT HHBOTO Ha KIIMHHUYHA €KCO3ULIUA.

CUTarnunNTUH HE MOKa3Ba Fr€HOTOKCHYHOCT B X0/1a Ha NPEAKIHHUYHM NpoyuBaHus. CUTAraHWNTHH He €
KaHLEPOreHeH NpY MULWKH. [1pH mibXoBe HMa MOBHLIEHA YECTOTA HA 4EPHOAPOOHH aNeHOMH U
KapUHHOMH (pH HMBA HA CUCTEMHA €KCMO3ULUA 38 NBTH NO-BHCOKH OT TE3M NpH Xopa. Twil KaTo €
YCTAHOBEHO, Y€ XE€NATOTOKCHUYHOCTTa KOpeJIMpa ¢ HHAYLIMPAHETO Ha uepHOoApoOHA Heona3us nNpu
MNJIbXOBE, Ta3U NOBULLIEHA YECTOTA HA YEPHOAPOOHH TYMOPH [IPH MIBXOBETE € BEPOATHO BTOPHUHA,
BCJIEACTBHE HA XPOHHWYHA XeNaTOTOKCHYHOCT NpH Ta3u BUcOKa 103a. [lopaau BucokaTa rpaHuua Ha
6e3zonacHocT (19-nbTH MO-BUCOKA NPHU TOBA HUBO 0€3 ePEKT), Te3H HEONMTACTHYHU NPOMEHH HE Ce
CYWTAT PeNeBAHTHH 3a Xopa.

He ca HabntonaBaHU CBBP3aHU ¢ NeUEHUETO €DEeKTH BbPXY PEePTUANTETA NPH MBKKHU H HKEHCKH
MIBXOBE MOAYUHIH CUTATIMATHH MPeaH ¥ MO BpeMe Ha Y TOCBaHE.

[Tpu npoyusaHe BbPXY Npe-/MOCTHATAIIHOTO Pa3BHUTHE HA MILXOBE CUTAMIMITTHH He NOKAa3Ba HeXeNaHH
peaKLuH.

[IpoyuBaHuaTa BLPXY penpOAYKTHBHATA TOKCHUYHOCT NOKa3BaT HATHYHETO HA CBBP3AHA C ICHEHHUETO,
NEKO YBEAMUEHA YecToTa Ha ManpopMaumy Ha pedpa Ha ¢eTyca (JIMICBALUY, XHNOMIACTHHHHA H
naasatwiun pedpa) Npy MOKOAEHHUETO Ha MIBXOBE NPH HUBA HA CUCTEMHA EKCMO3ULIUA MOBEYE OT

29 MbTU NO-BUCOKH OT TE3M NMPHU Xopa. TOKCHYHOCT HA MaiKkaTa ce Habnoaaea npu 3aiuun npy HUBa
noeeue 0T 29 NbTH NO-BUCOKH OT HMBATA HA €KCNO3HLMA Npu Xopa. [lopaau Bucokarta rpaHdua Ha
be3onacHoOCT, T€3H HAXOAKH HE MPCANOIaraT CbUIECTBYBAHETO HA CHOTBETEH PUCK 34
pENPOAYKTUBHOCTTA NMPH Xopa. CHUTArMUNTHH C€ CEKPETHPA B 3HAUYUMH KOJIHYECTRA B MIIAKOTO Ha
NaKTUpaLLK MIbXoBe (OTHOUIEHHE KbpMa/nnaszma: 4:1).

MeTdhopMHH

[IpeaAKNMHUYHKUTE JaHHH 32 METQOPMUH HE PA3KPHUBAT 0CODEH PHUCK 3a xopaTa Ha ©
KOHBEHUHOHATHH (PapMaKONOrHYHH NPOYyYBaHHs 3a 0€30MNaCHOCT, TOKCHYHOCT NpH
PUIAraHE, FEHOTOKCHYHOCT, KAPLUMHOIEHEH NOTEHUHAN, PENPOAYKTHBHA TOKCHHH{

A
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6. PAPMAULHEBTHUYHHU JAHHU

6.1 CpnHcbK HA NOMOIIHHTE BEIeCTBA

Aapo na Tabnerkara
MUKPOKpUCTaiHa uenynosa (E460)
KpOCKapMeno3a HaTpHi

nosuaoH (E1201)

HaTpHes naypuacyagar

HaTpHeR cTeapundymapar

MDUAMOBO MOKPUTHE
NONUBHUHUNOB ankoxos E1203)
TUTAHOB AHOKcHa (E171)
makporos (E1521)

Tank (E5353b)

qyepBeH xkeneseH okena (E172)
yepeH xeneseH okcua (E172)

6.2 HecnBMecTHMOCTH
Henpunoxumo

6.3 Cpok na roanocrt

18 meceua.

6.4 ChnenHanHu ycJIOBHA Ha CbXpPAaHeHHe

Ha ce cuxpausaea nog 30°C.

6.5 Buau cbabnpkaHHe HA ONIAKOBKATA

bauctepu (anymunuit - PVC/PE/PVDC).

Onakosku no 14, 28, 56, 196 dpuamupanun TabneTku, rpynoBu OoNMakoBKH, ¢habpkaluk 196 (2 onakoBkH
no 98) u 168 (2 onakosk# no 84) bunmupaHu TabNeTKH.

He Bcu4kn BHAOBE ONAKOBKH MOraT Aa 0baart MyCHATH Ha rnaszapa.

6.6 Cpnenunannu npeanasHy MEePKH PH H3XBbLpJAAHE

HenznonieaHWAT nNexapcTBEH MPOAYKT MK OTNAABYHHTE MATEPHANTM OT HETO TpA0Ba Ja ce H3XBLPAAT B
CLOTBETCTBHE ¢ MECTHHUTE H3UCKBAHMUA.

7. IMPUTEXATEJ HA PABPELHHIEHHETO 3A YIIOTPEBA

Bausch Health Ireland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24, D24PPT3
Hpnanaus

8. HOMEP(A) HAPA3BPEILEHHUETO 3A YIIOTPEBA
Per. Ne: 20220254
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9. JATA HA NBPBO PAZPEIUABAHE/INOAHOBSIBAHE HA PABPEUHIEHHETO 3A
YINOTPEBA

JlaTa Ha nbpeo pazpewasane: ¢1.09.2022
JlaTa Ha nocneaAHO NOAHOBABAHE:

10. JATA HA AKTYAJIN3ALIUA HA TEKCTA 03/2025
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