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KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA



1. HME HA JIEKAPCTBEHHA ITPOAYKT 1

MaiimetcH 50 mg/850 mg puamupann TabaeTku RDBMA3 2 2DARMMNIUCIIUNY wit APy e Touromme |

MaitmeTcu 50 mg/1 000 mg ¢punmMupanu TabneTku Kom Poe pe ;2091#00;13‘ 2

Maymetsi 50 mg/850 mg film-coated tablets Paspowonue h T —

Maymetsi 50 mg/1 000 mg film-coated tablets BG/MA/MP - Cﬁb?}ﬁ“ﬁﬁ/ _____ U?-ﬂ!.-Z[IZ!,
OGOBHEHIE Ne ),

2. KAYECTBEH H KOJIMYECTBEH Cb(CTAB

MaitmeTcr 50 mg/850 mg dunmupanu tabieTku
Bcaka drunmupana tabaerka cxabpaka 50 mg curarnuntun (sitagliptin) v 850 mg MmeTdopMHrHoB
XUAPOXJIOpHA (metformin hydrochioride).

Maiimercu 30 mg/l 000 mg duamupanu TabaeTku
Beska gnamupana tabnerka cbanpxka 50 mg cutarauntud (sitagliptin) v 1 000 mg MeThopMHHOB
xuapoxnopua {meiformin hydrochloride).

3a NbAHUA CIIUCHK HA MOMOILLHHWTE BELIECTBA BUXKTE TOUka 6.1.¢

3. JIEKAPCTBEHA ®OPMA

Qunmupana Tabnerka (Tabnerka)

Maitmercrn 50 mg/850 mg duamupanu TabneTkH: po3oBH, OBANHH, ABOHHOU3NbKHANK, GUIMHpPaHH
TabneTku, MapkupaHH ¢ C4 oT eaHaTa cTpaHa Ha Tabnerkarta (npubausuTenHu pasmepu: 20 x 11 mm).

Maitmercu 50 mg/1 000 mg prHaMupaHn TabNeTKH: TbMHOPO3OBH, OBAJTHH, ABOHHOU3MTBKHAITH,
¢bunmuparn Tabnetku, mapkupanu ¢ C3 o1 egHara cTpaHa Ha Tabnetkara (NpuONMIHUTENHHU pa3MEpPH:
21 x 11 mm).

4. KJHAHHYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHHSA

[Tpn BBL3pacTHHU NAUKMEHTH CbC 3axapeH auabdber tun 2:

MaiimeTcH e noka3zaH KaTo AONBIHEHHE KbM AHETA H YHPAXHEHHUA 34 NoaoOpaABaHe HA ITHKEMHYHHS
KOHTPO. NPH NALHEHTH, NPH KOUTO HE € NOCTUIHAT 3aJI0BOJIUTENIEH KOHTPOA ¢ MAKCHMaHaTa
MOHOCKHMA 3a TAX 1032 METGOPMHH CAMOCTOATETHO HIM KOUTO BEYe Ce JIEKYBAT ¢ KOMOHHALHA OT
CHTArmMNTHUH U METQOPMHH,

MaiimeTcH e nokazaH B KOMOMHaUNA CbC CyNPOHUNTYPEHHHU NPOH3BOIHH (T.€. TPOHHO KOMOHHHPAHO
NIEYEHHE) KaTO NONbIHEHHE KbM AHETA H YNPAXKHEHHUA NPH NALUKEHTH, TIPH KOUTO HE € MOCTHIHAT
33J0BOTHTENEH KOHTPO/ ¢ MAKCHMANHaTa MOHOCHUMA 3a TAX 1034 MeTGOPMHH U CyNdOHUTYped.

MaimeTcH e nokasaH KaTo TPOHHO KOMOMHHPAHO NEeYEHHE ¢ MEPOKCH3OMEH nponurdeparop-
akTuBupaH rama peuentop (PPARY/TTTIAI'P) aroHuct (T.€. THa30IMAWHANOH) KaTO AOMLIHEHHE KbM
AHETA H YNPAXKHEHHSA MPH MALMEHTH, MTPH KOUTO HE € NOCTUIHAT 3aA0BOMHTENEH KOHTPOA C
MaKCHMA/THATa MOHOCHMaA 3a Tax n03a MmetgopMuH U PPARY/TITTAT'P aroHucT.

MaiiMeTcH CbLIO € NoKa3aH KaTo A00aBKa KbM UHCYJIUH (T.€. TPOHHO KOMOHHHUPAHO Jleue
AONMBAHEHHE KbM QHETATA H YNPAKHEHUATA 32 NOA00PABAHE HA MNTHKEMHUYHHUA KOHTPOJT



MAUHCHTH, KOrato noCTodsHHaTa 103a Had HHCYJINH H Me’TdJOPMHH CAMOCTOATC/THO HE OCHI'YPABA
AACKBATCH NTHKEMHYEH KOHTPOJI.

4.2 J03HpPOBKA H HAYMHH HA NPHIOKEHHE

[lo3npoBka

Jlo3upoBKkata Ha aHTHXHIEPrAMKEMHUHOTO NeueHue ¢ MaimeTcu Tpabea na 6vae
HHIWBUIYANH3IHpaHa HA DazaTa Ha HACTOALLMA PEKHUM HA NALMEHTA, €(PEKTHBHOCTTA H
TOJIEPAHTHOCTTA, KATO HE Ce NPEBUILABAT MAKCUMAJIHATA NpenopbyraHa AHeBHA n03a oT 100 mg
CUTArJIUNTHH.

Buvipacmru c nopmaina 6vbpeuna yuxuun (GFR> 90 mi/min)

[IpM nauMeHTH, NPH KOUTO HE € NOCTUIHAT 3aA0BOJMTEEH KOHTPOJ ¢ MAKCHMAJIHATa NOHOCHMA 3034
METQOPMHUH_KATO MOHOTEpAnMA

[lpH NauMeHTH, NPH KOUTO HE € MOCTHIHAT 3aA0BOJIHTENCH KOHTPOJ ¢ MET(POPMHH CAMOCTOATE/THO,
oOnyaiiHaTa HavatHa 1033 TpADBA Aa A0CTaBK N03a CHTArJIMNTHH 8 no3a 50 mg aBa MbTH AHEBHO
(100 mg obwa aHesHa a03a) NIKC ao3arta MeTQOPMHH, KOATO BEYE € NPUEMaHa.

[lpy nauMUEHTH, KOUTO MPEMUHABAT OT EAHOBPEMEHHO MPHAAraHe Ha CUTAMIUNTHH U METHOPMUH
[1pyn nauHeHTH, KOMTO NPEMUHABAT OT €AHOBPEMEHHO MPHIAraHe Ha CUTArIUNTHH U METHOPMHH,
neveHneTo ¢ MaiMeTtcH TpabBa aa ce 3anoyHe ¢ 203aTa CHTArJTHNTHH H METHOPMHH, KOATO BEHUE €
nprueMaHa.

[lpn naumeHTH, NPH KOUTO HE € NOCTHIHAT 33J0BOJMTE/I€H KOHTPON € ABOHHO KOMOHHHUPAHO NEYECHHE
C MaKCHManHaTa NOHOCUMA A03a METHOPMUH U cyOHKAYDES

Ho3ara tpabea na nocraBu cutaraunTul B ao3a 50 mg aea nutu aHeBHo (100 mg obia nHeBHa no3a)
1 103a MeThopMHH, NoaobHa Ha N03aTa, KOATO Beue € npuemana. Korato Maiimercn ce uanonszea B
KOMOHHAUMA cbC CYIPOHHAYPER, MOXKE 13 CE€ HANIOXKH ynoTpebaTa Ha no-HUCKA 1034 Cy/IpoHHUNYyped,
3a 14 C€ HAMAH PUCKDBT OT XHNOrJIHUKeMHS (BXK. Touka 4.4).

IIpx nauMeHTH, NPHU KOUTO HE € NOCTHIHAT 33J0BOJAUTENEH KOHTPOA € ABOHHO KOMOWHHPAHO NeueHHe
¢ MakcHMaaHaTa noHocuma ao3a Merdopmud 1 PPARY/THIAIP aronucr

HozaTta Tpabea ga goctaBu cUTarniMnTHH B A03a 50 mg aBa nbTH AHesHo (100 mg obwa aHeBHa no3a)
W n03a MeTPopMHH, NoaobHa Ha n03aTa, KOATO BEUE € NpUeMaHa.

[Ipy NaLKMEHTH, NPU KOUTO HE € MOCTUIHAT 3aA0BOJIUTENEH KOHTPOJI € ABOHHO KOMOUHHPAHO JIEUEHHE
C MHCYIUH YU MaKCHManHaTa NOHOCHMA 10338 METQPOPMHUH

Jlo3ata Tpabea na noctaBu cuTarnunTuR B A03a 50 mg ABa nbTH AHesHO (100 mg o0wa aHeBHa no3a)
H 1033 MeTHOpMHH, NoaobHa Ha no3aTa, KOATO Beue e npHemaHa. Korato Maiimercu ce u3nonssa B
KOMOHHALUA C HHCYJIMH, HUICKATa 2033 MHCYJIHH MOXE 1a € HeoOXxoaumMa 3a peaylHpaHe Ha pHcKa OT
XHUNOTNTHKEMHA (BX. Touka 4.4).

3a pa3znHuHUTE 1034 MeTPOpMHH, MailmeTcH ce npennara B KOHUeHTpaumua no 50 mg CUTariunTHH Y
850 mg MeTrdopmuHor xuapoxnopua unn 1 000 mg MeTPOpMUHOB XHAPOXTIOPHA.

Bcuuku nauneHTy TpabBa ga MpoAB/KAT NpenopbyaHaTa UM JHETA ¢ aReKBATHO pa3npeaeneHHe Ha
NpUeMa Ha BbIIEXHAPATH Npe3 ACHA.

Creyuarnu nonyirayut
bvopeuno ygpesxcoane
He ce Hanara kopekuus Ha no3ara NpM NAaUMEHTH ¢ Jieko 6OpeuHo yBpexkaaHe (CKOpPOCT Ha
rnoMepynna ¢unrpauns [GFR] = 60 ml/min). [Ipeau 3anousane Ha neyeHHe ¢ NPOAYKTH, ChAbLpIRAT

7 oL
&

MeThopMHH, Tpabsa na ce HanpasH oueHka Ha GFR croiHocTHTE, 2 cnea ToBa - NOHE BEAHBL#E
roavHo. Ilpy nauneHTH ¢ MOBHLUEH PUCK OT NO-HATATbLUHO NporpecHpane Ha 6nO6peuHo
H NPH NALKEHTH B CTapyecKa Bb3pacT TpsOBa No-4eCTo 1a ¢e NpaBu oueHKa Ha ObOpeuHar:




HanpuMep Ha BCEKH 3-6 Meceua.

3a npeaAnoYMTaHe € MAKCHMATHATa IHEBHA 103a METPOPMHH Aa ObAac pazaeneHa Ha 2-3 JHEBHH A03H.
MakTopu, KOUTO MOraT a YBE/HUAT PUCKA OT NaKTaTHa alKa03a (Bx. Touka 4.4), tpabBa na ovaar

npepa3rienaHy, npeay aa ce oOMHUCIH 3aMouBaHeToO Ha neveHue ¢ MeThopmHuH npu nauveHTH ¢ GFR<
60 ml/min.

AKO He € 10cTbNnHA 1030Ra hopma Ha MaiiMeTCH ¢ aaeKBaTHO KOAUYECTBO HA AKTHBHOTO BELLECTBO,
BMECTO KOMOMHAUUA ¢ PUKCHUpaHK 1034 TpaOBa Aa ce U3NOoN3BaAT OTACIHUTE MOHOKOMIMOHEHTH.

GFR ml/min Metdopmnuu CHTACTHOTHH
60-589 Marcuwaiinama onegna dosza e Maxcuvanama oxesHa 003a e
3 000 mg. 100 mg.

Moorce Oa ce obMucIu nonuxcagaue va
003amd 66 8PHIKA C HAMATIABAHEMO HAU
ObOpeuHama QyHKyus.

43-59 Maxkcuvainama oxeema ooza e Maxcuvaimama oneena 0o3a e
2 000 mg. 100 mg.

Havawmama ooza e Hai-muozco
ROI08UHAMA OM MAKCUMATHAMA 0034.

30-44 Maxcuvamama oneena 0oza e Maxcuvanama onesna oo3a e
1 000 mg. 30 mg.

Hauvannama oo3a e nat-mMnoco
NOA0BUNAGMA OM MAKCUMATHAMA 003d.

< 30 Memdpopmun e npomusonokazan. Maxcuvamama onegna ooza e
25 mg.

Yeproopobro yspesicoate
MaiimercH He TpaOBa na ce H3NOA3BA NPU NAUHEHTH ¢ YEPHOAPOOHO yBpexKaaHe (BxkK. To4Ka 5.2).

Cmapuecka év3pacm

Tobit kaTO MeTHOPMHUH M CUTANTMIITHH CE€ EKCKPETHpaT upe3 6b0peunTe, Mailimercn Tpsabaa na ce
H3NOJI3Ba C NNOBHILEHO BHUMAHUE NPH HanpeaBaHe Ha eb3pactTra. Heobxoaumo € MonuTOopupaHe Ha
6bOpeuHaTa dyHkUKMA, 32 N2 ce MOANOMOrHE NPEANa3BaHETO OT CBbP3aHaTa ¢ METPOPMHH J1aKTaTHa
auuno3a, Hah-seye B CTapyecka Bb3pacT (Bx. TOUKH 4.3 u 4.4),

[leouampuuna nonyrayus

MaiimeTcHu He TpadBa na ce M3noa3ea Npu geua v IHOWH Ha Bb3pacT ot 10 xo 17 roavuu nopaawu
HegocTaTbyHa epUKkacHOCT. HanuuHuTe nosacTosawem 1aHHH c¢a onvdcaHu B ToukH 4.8, 5.1 u 5.2.
MahmeTcH He e NpOoyyBaH NPH NEAHATPHUHHK NALIMEHTH Ha Bb3pacT noxa 10 roanHu..

HayuH HA NPHAOXKEHHE
MaiimeTrcH Tpadsa 1a ce npueMa ABa MbTH AHEBHO ¢ XpaHa 3a HAMaNIABAHE HA HEXENAHHTE peaKuHH
OT CTpaHa Ha CTOMAWHO-4YPEBHHUA TPAKT, CBBP3IAHH C METGOPMHH.

4.3 IIpornBonokazanus

MaHMeTCH € MPOTHBOMNOKA3AH MPH MALUEHTH ChC:

- CBPBXYYBCTBHTETHOCT KbM AKTHBHHTE BELLECTBA UJH KbM HAKOE OT MOMOLLHHUTE BELLECTBS

H30poeHHn B Touka 6.1 (Bx. Touku 4.4 u 4.8);
- BCEKH THN ocTpa MeTaboaHuTHA allu103a (KaTo /1aKkTaTHA alyao3a, arabeTHa keroaunao?
- nuabeTHa npekoMma; f
- TeXKKa 0bOpeuHa HepocTaTbuHOCT (GFR < 30 ml/min) (Bx. Touka 4.4);




- OCTPH CHCTOSHHUA C Bb3IMOKHOCT J1a U3MEHAT ObOpeuHaTa (pyHKIUA KaTo:
- JleXxHapaTauus,
- TEXKH HH(PEKLHH,
- LUOK,
- BbTPECBAOBO NPHIOKEHHE Ha HOAHPAHH KOHTPACTHH BelecTBa (BX. Touka 4.4);
- OCTPO HJIH XPOHHYHO 3a00N4BaHe, KOETO MOXE Ja NPHUHHH XUIOKCHA Ha TbKAHWUTE KaTo:
- CbPAECYHA HJH PECNHPATOPHA HEAOCTATBYHOCT,
- CKOpPOWEH MHOKapAeH HHOApKT,
- LUOK:
- 4yepHOAPCOHO yBpeEKAaHE;
- OCTpa AIKOXOJHA HHTOKCHKALUS, AJIKOXONH3BbM;
- KbpPMEHE.

4.4 CneuHa/HH NpeaynpexIeHHA N NpeaANa3HH MEPKH NpPR ynoTpeda

Oowu
MaiimeTcH He TpsbBa aa ce M3nos3ea npy naudeHTH ¢ Anaber tvn | ¥ He TpaOBa aa CH W3Mon3Ba 3a
neyeHUe Ha nHadbeTHa KeToauuaosa.

OcTbp NaHKpeaTUT

Ynorpebara Ha DPP-4 (aunentnann nentuaasa-4) MHXHOUTOPH € CBBP3aHa C PUCK OT pa3BUTHE HA
ocTbp naHkpeartuT. Ilaunenture TpadOBa na 6xaaT HHPOPMHPAHH 32 XaPAKTEPHHUS CHMITTOM HA OCThP
MaHKPEATHT: NEPCUCTHpALLA, MHOTO CHIIHa KopeMHa bonika. Cliel npekpaTaBaHEe HA CHTATJIHIITHH Ce
HabaroaaBa OTIIYMABAHE HA MaHKpeaTHTa (Cbe UK 63 NoAABPKALLO JIEYEHHE ), HO B MHOT'O PEAKH
C/y4aun € cboO11aBaHO 3a HEKPOTH3MPALI MJIM XEMOParvieH MaHKkpeaTuT W/ UIH CMBPT. AKO UMa
CbMHEHHA 3a MAHKPeaTHUT, TpaDdBa Aa ce NpekpaTy npHemMa Ha MakMeTcH W ApYru NOTEHLUHATHO
NOO3UPAHH JIEKAPCTBEHH MPOAYKTH; aKO €€ NOTBBPAU OCTHLP MAHKPEeaTHUT, NpHemMbT HA MaliMeTcH He
Tpadea na ce sb3ob6HoBABA. HeobxoaMMO € noBUILEHO BHHMAaHHE NPH NMALHEHTH C aHAMHe?3a 3a
NAaHKpPEaTHT.

JlakrarHa auuao3a

JlakTaTHaTa auMa03a, MHOrO pSaKO, HO CEPHO3IHO METAOOIMTHO YCOXKHEHHE, HAH-UYECTO HACTHNBA
PH OCTPO BiolIABaHE Ha ObOpeyHaTa PyHKUMA, KapaAHO-pecnUpaTOPHO 3a00ABaHE WAH CENCHC.
HaTtpynsaHeTo Ha MeETHOPMHH HacTbLNBA NPH OCTPO BioLLABaHE Ha ObLOpeuHaTa yHKIUHS H
YBEJIM4ABa PHCKA OT JaKTaTHa aluMa03a.

B cnyuyai Ha nexvapartauua (T€XKO NOBPbLUAHE, AHAPHS, TPECKA U1K HAMANEH NMPHEM HA TEYHOCTH)
TpAOBA BPEMEHHO /12 CE CIpe NPHEMBT Ha METPOPMHH U € NMPENOPHLUHTENHO 13 C€ YCTAHOBH BPb3Ka C
MEQHLIHHCKH CNELHATHUCT.,

[IpremBbT Ha NEekapCTBEHM NPOAYKTH, KOUTO MOrart OCTpO Aa yBpeaaT ObOpeuHara GyHKUKA (KaTo
AHTHXHIMEPTEH3UBHH cpeacTsa, anypernun 1 HCTIBC) TpadBa na ce 3anouyHe ¢ NOBHLIEHO BHHMAHHE
NPH NALUHEHTH, NE€KYBAHH C METPOPMHH. Jpyru puckoBH (akTopH 3a NaKTaTHa aLUMA03a ca
NPEKOMEPEH NPHUEM HA AJKOXO0J1, YepHOAPODOHA HEAOCTATBEYHOCT, HEAOCTATBLYHO KOHTpONHpaH anaber,
KETO03a, MPOABIKHTENHO IaxyBaHe H BCAKAKBH ChCTOAHHMSA, CBBP3aHU C XHNOKCHA, KAKTO H
€HOBpPEMEHHATA yNoTpeda HA NeKapCTBEHH NMPOAYKTH, KOHUTO MOTaT Ja NPHYHHAT NAKTATHA aunao3a
(Bx. TOUukH 4.3 1 4.5).

[launenture W/ unu SonHorneaauuTe Tpadea ga ObaaT HHPOPMHUPAHHU 3a PHUCKA OT NAKTATHA aLlHA034.
JlakTaTHaTa aLMA03a CE XapaKTEPH3Hpa C alMA03HA JUCTHES, KOpeMHa Oo/Ka, MYCKY/THH KPaMITH,
aCTEHHS ¥ XHNIOTEPMHUA, NOCAEABAHHM OT KoMa. B cnyuail Ha CbMHEHHE 32 CHMNITOMH NaLUEeHTHT
TpaOBa na cnpe npuema Ha MeTGopMKUH M He3abaBHO 1a NOTHPCH Nekapcka noMoul. JJHArHoCTHYH
nabopaTopHH HAXOAKH Ca MOHWXKEHO KPBRHO pH (<7,35), noBHLLIEHH HHBA HA NAA3MEHHS NaKT
mmol/l) n noBULIEHa AHHOHHA Pa3UKa U CLOTHOLLIEHHE JIAKTAT/IHPYBaT.

buOpeyHa ¢yHKIIHA




[Ipean 3anouBaHe Ha nevyeHUeTo TpAOBA Ja ce Hanpasu oueHka Ha croiHocTHTe Ha GFR ¢ peaosHo
cnen Toea (Bx. Touka 4.2). Malimetcu e npotuBonokasan npy naumeHTH ¢ GFR <30 ml/min u Tpadea
na 6be BpEMEHHO CNPAH NPH HATHYHE HA CHCTOAHHSA, KOUTO NPOMEHAT DbOpeunaTa pyHkuHA (BXK.
Touka 4.3).

XHOOMTHKEMHUS

[TaunenTH, nonyuasatuu MaitMeTcH B KOMOMHALUKA CBC CYNQOHUNYPES HIH C HHCYJIHH, MOXE 1a Ca
H3INOXKEHH Ha PHCK OT XUNorankemus. CneaoBaTeiHO, MOXKE 1a € HeoDX0AHMO HAMaNaBaHe Ha J103aTa
Ha CYAPOHUNYPEATA UM HA UHCYJIHHA.

PeakUHK HA CBPBLXYYBCTBHTEIHOCT

HMMa nocTMapkeTHHIOBH CHOOLLEHHA 32 CEPHO3HH PEAKLIHH HA CBPbXYYBCTBHUTESIHOCT MPH NALIKEHTH
NEKYBaHH CbC CHTArNUNTHH. Te3HU peaklMy BKJTIOYBAT aHa(PHUNAKCHA, AaHTHOEAEM H €KC(POIHATUBHH
CbCTOSHHR HA KOXKaTa, BKJIIQYHTETHO CHHAPOM Ha Stevens-Johnson, Hauanoro Ha Te3n peakumu
HACTbLINBA B PAMKHTE HA IMbPBUTE TPH MECELA OT 3aM04BAaHE HA ICYEHHUETO CbC CHTAIJUNTHH, HAKOU
CNyd4aH HaCTBINBAT CJie] ObpRaTa A034. AKO CE MOA03Mpa peakUUa Ha CBPBXUYBCTBHTE/IHOCT, MPUEMbBT
Ha Mairmercu TpabBa aa ce npekpaty, TpadBa Aa ce OUEHAT APYrH NOTEHUHATHH MPHUHHMA Ha
cbOMTHETO M TPAOBA Ja ce Ha3HAYW ATEPHATHBHO JieueHHe Ha aHabeTa (Bx. Touka 4.8).

bynozen nemdurona

[1pn nauueHTH, npuemain DPP-4 HHXHOUTOPH, BKAKOUUTENHO CHTATHNTHH, HMA [TIOCTMAPKETHHIOBH
cbobuIeHHA 3a OyNo3eH neMPHrona. AKO UMa CbMHEHHUA 3a Oyi0o3eH neMPpHUIrona, NpHEMbT Ha
MaiimeTcH TpabRa na ce npeycTaHoBM.

Onepanna

MaiimeTcH TpsbBa Ja ce cnpe no BpeMe Ha onepauus noa oduwa, CnHHaTHA WK eNHAYpaTHa
AHECTEINA.

JleweHneTo Moxe na 6bae Bb30OHOBEHO He No-paHo OT 48 vaca caen onepauqsTa WiK
Bb300HOBABAHETO HA XpaHEHETO Npe3 yCTa, ¥ NpH ycaoBHe ye Ob0peyHaTa PyHKUMS € oueHeHa
OTHOBO M € YCTAHOBEHO, Ye € cTabDuiHa.

[IpuaokeHue HA HOAWPAHH KOHTPACTHH BELLIECTBA
BbTpechA0BOTO NPWIOKEHHE HA HOAHPAHW KOHTPACTHH BELUECTBA MOXKE 1a A0BEAE 10 KOHTpacCT-

MHAYUKMpaHa HedponaTHa, BOAELLA 40 HATPYNBAHETO Ha MeTHOPMHH M TOBHLUEH PHCK OT JIAKTATHA
auuno3a. MaiiMmercu TpabBa na ce cripe npeau Wau no BpeMe Ha npoueayparta 3a obpasHa
AHArHOCTHKA U He Tpadea ja ce Bb300HOBABa N0 Hal-Manko 48 uaca ciea ToBa, NPH YCIOBHE ue
OLOpeuHaTa QyHKUHSA € OLIEHEHA OTHOBO U € YCTAHOBEHO, ye € ¢cTabunHa (Bx. Touku 4.3 n 4.5).

[lpoMsaHa B KIHHHYHHA CTAaTYC Ha NAHEHTH ¢ KOHTpOaUpaH aAnaber Tvn 2

[launenTn ¢ quabet Tvn 2, npeau Toea 100pe KOHTPOAHpaAH ¢ MailMeTCH, KOWTO pa3BUBAT
OTKJAOHEHHUA B 1abopaTOpPHH NOKa3aTe/H UK KITMHHYHO 3a0onaBaHe (Haikt-Beye HEACHO HAH caado
aepuHupaHo 3adbonasaHe) TpadOBa He3a0aBHO 1A Ce OLCHAT 33 HAJIMYHE HA KeTOALMa03a WK NaKTaTHA
aunao3la. OueHkara TpadbBa n1a BKIKOYBA CEPYMHH €NEKTPOJHTH H KETOHH, KPbBHA 3aXap H ako ce
Hanara pH Ha kpbBTa, HUBA HA NaKTaT, NHPYBAT U METHOPMHH. AKO C€ MOABH aLMA03a, B KOATO K Aa €
¢opma, neuecHueTo Tpabpa na ce cnpe HezabasHo U TpabBa na ce npeanpueMar nNOAXoAALLH
NPOTHBOACHCTBALLH MEPKH.

Hedunuumr Ha BuTamuu Bi2

MeThopMHH MOXe j1a HaMalTH CEPYMHHTE HYBa HA BUTaMHH B12. PUCKDT OT HUCKH HHBA HA BUTAMMH
B12 ce yBennuasa c yBesvMuyaBaHe Ha 103aTa METQOPMUH, MPOABIKHTENHOCTTA Ha ICYEHHETO H/HITH
NP NALMEHTH C PHCKOBU (HAKTOPH, 3a KOMTO € H3BECTHO, Y€ NPHUHHABAT ASDHLHT HA BUTAMKUH B12.
B cnyvail Ha cbMHeHHE 32 AePHUMT Ha BUTaMHH B12 (KaTo aHeMHA WK HeBpoNaTus), CepyMHUTE




OCHIYPH MOAXOAALLO KOPHIHpallo JIeYeHHE 3a AepHUWT Ha BUTaMHH B12 B CHOTBETCTBHE C
HACTOALUNTE KIIHHHYHHA HACOKH.

HaTtpuH
To3Ba nekapcTBO Chabpxa no-Manko ot | mmol Hatpnid (23 mg) Ha Tabnerka, T.e. MOXKe Ja ce Kaxe,
ye NpakTHYECKH HE ChAbp)Ka HATPHH.

4.5 B3anmMoaeHCTBHe ¢ IPYIH JIEKapPpCTBeHH NPOIYKTH H ApYyru ¢opMH HA B3auMOaeHCTBHE

EaHOBpEMEHHOTO MHOMOKPaTHO NpHaraHe Ha CHTarnMnTUH (50 mg 1Ba NbTH AHEBHO) H METHOPMHH
(1 000 mg aBa NbTH AHEBHO) HE € NPOMEHHAO 3HAYNTENHO HAPMAKOKWHETHKATA KaKTO Ha
CHUTAr/IMNTHH, TAKa H HA MeTGOPMHH NPH NALKHEHTH ¢ anaber Tun 2.

He ca n3pbpluBany npoyyBaHUa 3a (papMaKOKHHETHYHM JIEKAPCTBEHH B3aumoaeHeTBua ¢ MaiiMmercy;
obaue TaKMBa NPOYUYBAHHUA Ca NPOBESXKAaHH C OTAEJIHHTE AKTHBHH BELLECTBA, CUTATJIMITHH U

METHOPMHUH.

He ce npenopb4Ba cbnbTcTBALLA YNOTPEOA

ANKOXON
ANKOXONHATa HHTOKCHKALMNA €€ CBBLP3BA C NMOBHLICH PHUCK OT JIAKTATHA allKM03a, 0co0eHo B CIyYyaH Ha
rnagyBaHe, HEA0XPaHBAHE HIH YEepHOAPOOHA HeAOCTATBLYHOCT.

Honupann KOHTPacTHH BellecTsa

MaiimeTcu TpaO8a 3aab/KUTENIHO Aa Ce Crpe NPead WK No BPEMe Ha npoueaypara 3a o0pa3Ha

AHArHOCTHKA W He TpabBa na ce BL30OHOBABA 10 Hal-Manko 48 yaca cnel TOBa, NPH YCIOBHE Ye
6bOpeyHaTa QyHKUMA € OLEHEHa OTHOBO M € YCTAHOBEHO, Ye € cTabrinHa (Bx. TOuKH 4.3 U 4.4).

KoMOHWHAUKMH, U3HCKBALH Npeana3Hd MEPKH NpH ynoTpeda

Hsakon nekapcTBeHH NpoAYKTH MOrar Aa ce oTpas3ar HebnaronpuaTHo Ha 6bOpeuHaTa PyHKUMS, KOETO
MOJKE 1a YBEJIHYH pUCKa OT JakTaTHa aunaosa, Hanpumep HCIIBC, BKIHOYNTENHO CEJIEKTHBHH
HHXHOUTOpH Ha uKKiookcureHasa (COX) I, ACE uHxubutopu, avrvoren3un Il peuentopHu
AHTArOHUCTH W JUYPETHLIH, 0cOoDEHO OpUMKOBH naMypeTHUHM. [IpH 3anoueaHeTo WK ynorpebara Ha
TAKUBA MNPOAYKTH B KOMOMHaLHA ¢ METPOPMHH € HeoOXOAMMO BHUMATENHO NPOCICIABAHE HA
O6bOpevHaTa pyHKLMA.

CuvnbreTBatiara ynorpeda Ha JIEKApCTBEHH NPOAYKTH, KOUTO MTOBIUABAT OOLUHTE TPAHCMOPTHM
cucTeMu B ObOpeunnTe TyOynu, BkmoueHy 8 6b0peyHOTO enuMypaHe Ha MeTgopMus (Hanp.
HHXHOHTOPH Ha OpPraHHYHHA KaTHOHEH TpaHcnopTep-2 [OC T2/ MynTHiiekapcTBEHHA B TOKCHH-
excrpyanpaw npotedd [MATE] kaTo paHonasnH, paHaeTaHud, gonyrerpaBup H UHMETHANH), MOraT
Na NOBHILAT CUCTEMHATA €KCNO3HLHA HA METHOPMHH H Ja YBEAHYAT PHUCKA OT NAKTAaTHA alH03a.
TpabBa na ce oOMUCAAT NON3UTE K PHCKOBETE OT CHLNBTCTBALLATa ynoTpeba. Tpabsa aa ce odbmucau
BHHMATENHO MPOCACASBAHE HA NTUKEMUYHHA KOHTPOJ, aJanTHPAHE Ha 03aTa B PAMKHTE Ha
NPenOpPBbUYUTENHATA J03HPOBKA H NPOMEHH B IEHEHHETO HA AHadeTa, KoraTo TAKHBA JIEKAPCTBEHH
NPOAYKTH C€ NPUIAratT €¢AHOBPEMEHHO.

[ NIOKOKOPTHKOMAKUTE (NpUIaraHd No CUCTEMEH W JIOKANEH MbT), 6eTa-2-arOHUCTHTE U AHYPETHLIMTE
HMAT MPACBLLO XUTIEPrAMKEMUYHO aeicTBUe. [lauueHTHTe Tpabea na ce HHPOPMUPAT H NMO-4eCTo Oa
M3IMEPBAT KPbBHATA CH 3axap, 0COOE€HO B Ha4a/l0TO Ha JICYEHHETO C TAKHUBA JIEKAPCTBEHHU NPOAYKTH.
AKO € He0OX0AWMO, 103aTa HA AHTHXHIEPTIIHKEMHUYHHA JIEKAPCTBEH NPOAYKT TpabBa /1a ce ananTupa
[0 BPEME Ha JIEYEHHE C APYrHA JIEKAPCTBEH NPOAYKT H MPH HEMOBOTO NPEKpPaTABAHE.

ACE-uHxubHTOpHTE MOTaT Aa MOHWXKAT HMBATA HA KPbBHATA 3aXap. AKO € Heo0X0AHMMO, a03a
AHTHXHUNEPIIMKEMHUYHHWA NEeKAPCTBEH NPOAYKT TpaOBa f1a ce aaanTupa rno Bpeme Ha neqenue;l’
APYrds IEKAPCTBEH NPOAYKT H MPH HErOBOTO NPECKPATABAHE.



EdexTn Ha ApYry 1EKAPpCTBEHH NPOAYKTH BbPXY CHTArTHNTUH
In vitro n KIHHHYHKTE JaHHH OTIMCAHH MO-A0/1y MPEANOarart, 4¢ pHCKbT OT KJIHHHYHO 3HAYUMH
B3aUMOICHCTBHA MPH €IHOBPEMEHHO NPHACKEHHUE C APYTH JEKAPCTBEHN NPOAYKTH € HHUCBK.

{n vitro npoy4BaHu1s NMOKa3Bar, Y€ OCHOBHHA €H3IWM OTIOBOPEH 3a OrpaHHYeHHd MeTaboTU3IBM Ha
cutarnunTvH € CYP3A4, ¢ yuactue va CYP2CS8. Ilpn naunenTHn ¢ HopmanHa Ob0OpeuHa pyHKUHA,
MeTabONHIMBT, BKNOUUTENHO H upe3 CYP3 A4, urpae caMo Manka pofis 8 KIMPBLHCA Ha CUTATJIHITHH.
MeTaboaH3MBT MOXE 1@ Wrpae noO-BaXKHa pofia MPH CIUMHHHPAHETO HA CHTArMUNTHH B YCIIOBMA Ha
ocTpo OBOpeuHo yBpexkaane nin TepmuHania 6ubpedHa HeaocratbrunocT (ThH). [opanu Tazu
NPHYHHA € Bb3MOXHO MOLIHH HHXHOHTOpH Ha CY P3 A4 (Hanp. KETOKOHa30/1, HTPAKOHA30J1,
PHTOHABHP, KNAPHTPOMHLMH) 1a NPOMEHAT HapMaKOKHHETHKATAa HA CHTArTMNTHH MPH NALHEHTH C
Texk Ko ObOpeuHo yBpexxnaHe unv ThH. Edextute Ha mowunnTe CYP3A4 UHXHOUTOPH B YCIIOBHA HA
010peuHo yBpexkaaHe He ¢a OUEHABAHHW NPH KITHHUYHO NMPOYYBAHE.

In vitro npoy4BaHus 3a TPaHCNOPTA NOKA3BaT, Y€ CHTArTMNTHH € CYOCTpaT Ha p-FUKONPOTEHHA M
TPaHCNOPTEPA Ha OpraHHyHU aHUOHHU-3 (OAT3). OAT3 MeanupaHUAT TPAHCNOPT HA CHTATJIMNTHH Ce
HHXHOUpa in vitro oT NpodeHeuna, BbIIPEKH Y€ PUCKBT OT KIIMHHUYHO 3HAYWMH B3aUMOJIEHCTBUA ce
CMATA 33 HUCHK. EaHOBpeMeHHOTO npunoxenue Ha OAT3 UHXUOUTOPH HE € OLIEHEHO in vivo,

H{uxkrocnopun: [lpoBeneHo € npoyysaHe 3a OUEHARAHE HA €deKTa Ha LHKNOCIMOPHH, MOLLEH
HHXUOHUTOP Ha p-rIHKONPOTEHHA, BEPXY PapMaKOKMHETHKATA HA CHTArNHITHH. EaHoBpeMeHHOTO
NMPUJOKEHHE HA €AHHHUYHA nepopannHa no3a 100 mg cHTarnMATHH K eAMHWYHA NepopanHa 403a

600 mg urknocnopud nosuwasa AUC U Cyac HA CHTArIUNTHH CHOTBETHO ¢ NTPHONU3HTENHO 29 Y% H
68 %. Te3n npoMeHH BbB HPapMAKOKHHETHKATA Ha CUTAr/IANMTHH HE CE€ CMATAT 3a KIHHHYHO 3HAYHMH.
BbOpPEeUHHAT KAMPBHC HA CHTArIMNTHH HE € 3HAYNTENHO NpoMeHeH. CnenoBaTeIHO, HE Ce OYaKBaT
3HAYHUMH B3aUMOACHCTBNS ¢ APYIA HHXHOHTOPH HA P-TTHKONPOTEHUHA.,

EdexTu Ha cUTArNMMNTHH BbPXY APYTH NE€KAPCTBEHH NMPOAYKTH

Hueokcun: Cutarnauntun uma cnad edekt Bbpxy rnazmeHaTa KOHUEHTpauUus Ha AMrokcnd. Cnen
npuiaaraHeto Ha (0,25 mg AMrokcHH eaHoBpeMeHHo ¢be 100 mg cHTArTMNTHH AHEBHO B MPOABLIDKEHHE
Ha 10 aHK, nnasmeHara AUC Ha aurokcuH Hapactsa cpeaHo ¢ 11 %, a mnasMeHaTta CrnaxcpeaHo ¢ 18
Y. He ce npenopbysa KOpUrHpaHe Ha 103aTa AHIOKCHH. B CBUIOTO BpeMe, NALHUEHTHTE C PUCK OT
AWMOKCHUHOBA TOKCHHHOCT TpADBa aa 6baaT npociieasBaHM 3a TakaBa, KOraTo CHTarnunTHH H
JHNOKCHH C€ NMpWIarat eAHOBPEMEHHO.

In vitro naHHuTe NOKA3BaT, Y€ CHTArNMNTHH He NOTHCKA U He HHayuupa CYP450 w3oerznmnte. [IpH
KJINHHYHHW NPOYYBAHKUS CHUTATIHNTHH HE NPOMEHS 3Ha4MMO (apMaKOKHHETHKATa HA METHOPMHH,
rnndypHa, CHMBACTATHH, PO3UIIIATA30H, BapdapyH My NepopaiHi KOHTPAUEeNTUBH, JaBaHKH in vivo
AAHHH 33 MaJIKa BEpOATHOCT OT NPEeaN3BUKBAHE HA B3aHMOAEHCTBHA cbe cybeTpat Ha CYP3 A4,
CYP2C8, CYP2C9 n tpancnopTepH Ha opraHiudu KaTHOHH (OCT). Cutarnunnrux moxe 1a Obae
cnad HHXHOHUTOP Ha P-MIMKONPOTEHHA in vivo.

4.6 @eprraunrer, OpeMEeHROCT H KbpMeHe
bpemeHHOCT

Hama pocrarbuHo aaHHK OoT ynotpedara Ha CUTAarUNTUH NpH OpeMeHHH KeHu. [lpoyusanua npu
XUBOTHH NOKA3BAT penpoayKTHBHA TOKCHYHOCT NPH BUCOKH 103U CHTAITHITTHH (BX. TOUYKa 5.3).

OrpaHH4eHHTE JaHHUW Npeanonarar, ye ynotpebara Ha MeTHOpMHH NPH OPEMEHHU HE € CBBP3aH C
NOBHLLIEH PUCK OT KOHF€HUTANHU Mangopmauunu. [IpoyusaHuaTa ¢ METPOPMUH NMPH HKUBOTHH HE
MOKa3BaT BpPEeAHH ePEeKTU BbB Bpb3Ka ¢ OpeMeHHOCTTa, eMOPHOHANHOTO U (DETANHOTO pa3BHTHE,
pPaX,IaHETO WK NMOCTHATAITHOTO Ppa3BUTHE (BX. ChLUO TOYKa 5.3).

MaiiMetcu He TpadOBa na ce U3non3ea no BpeMe Ha OpeMEHHOCT. AKO NalMEHTKATa HCKa 1A
3a0peEMEHEE WAH AKO HACTBNK OPEMEHHOCT, NedyeHHeTO TPAOBRA Aa Ce NPEeKPaTH W NalUeHTKaYE
IPEMUHE HA JIEHEHHE C HHCY/IHH BB3MOXHO HaH-CKOpO.




KbpMeHe

He ca nposexcaaHu npoyuBaHUs Npyu KbpPMELLH X)KUBOTHH C KOMOWHHPAHUTE aKTHBHH BELLIECTBA Ha
TO3M JieKapcTBeH npoaykT. [1py npoyuBaHWs NpoBekKAAHU C OTAENHUTE AKTHBHH BELLECTBA H
CUTArJIUITHH, U METGOPMHH CE€ EKCKPETHPAT B MIAKOTO Ha JIaKTHpallK nabxose. [Ipu xopa
METHOPMUH C€ EKCKPETHPA B KbPMaTa B MalKH KonuvecTsa. He e v3BecTHO Aanu CHTarfiMNTHH ce
eKCKpeTHpa B KbpMmaTa. Cnegosatenio MaimeTcy He TpadBa Aa ce M3N0A3Ba NPU KEHH, KOHTO
KbPMAT {BX. Touka 4.3).

QepTHAHTET
JlaHHHTE OT NpOYUYBAHHA NPH XKHBOTHH HE NPEANONAraT BJIHUAHHE BbPXY GEPTHIHTETA HA MbIKKH H
XKEHCKH NIBLXOBE NPH TPETHPAHE CbC CUTAMMHUNTHH. JIMNCBAT AaHHW NPU Xopa.

4.7 Edextn BbpXy cnocodHOCTTA 3a MopHpaHe H padoTa ¢ MALLIHHH

MaiimeTcH He nosausBa MK NOBNIMABA npeHeOpexrumMo cnocobHoctTTa 3a wodupare 1 pabota ¢
MALLHHH. B cbLioTo BpeMe npu wodupane uan padora ¢ MalHHH, TpAOBa 1a C€ UMa NpeaBHA, Ue NPH
CHUTArNHUIITHH Ca JOKNAABaHHU C/ly4yaH Ha 3aMaiBaHe U CbHIIHUBOCT.

OcgeH ToBa, naudeHTHTe TpaOBa na ce Npeaynpe)xAaearT 3a PUCKa OT XHIOTJIHKEMHSR, KOraTo
MaiimeTcH ce Hanoassa B KOMOHHALMA CbC CYNDOHUNYPEHHO MPOU3IBOAHO HIIH C HHCYIIHUH.

4.8 HexenanH JeKapCcTBEHH PeaKUHH

PestoMe Ha npodmuaa Ha He3zonacHoCT

Hsama npoBeaeHn TepaneBTHHHHA KIIMHHYHH NPOYYBAHHSA C KOMOWHAUHWATA CUTATSTHITHH/MEeTPOPMHH,
HO OMOEKBHBAJIEHTHOCTTA HA KOMOMHALMATA CHTATMHNTHH/METHOPMHH € 10Ka3aHa NPH
€AHOBPEMEHHOTO NPUIOKEHHUE HA CUTAUNTHH U MeTPOPMHUH (BXK. TOUKa 5.2).

CboOluaBaHy ca CEPHO3HH HEXENAHU peakLMH, BKIKYHTETHO NAaHKPEaTHT U PEakLIHM Ha
CBPBXUYBCTBUTEITHOCT.

Cvobwarana € XMNoriavkeMua npy KOMOHHaUMA ke cyndoHunypeitHo nponzsoaHo (13,8 %) nc
MHCYITHH (10,9 %).

Cumazrunmun u Mmem@popMun

TabauueH CrUcHK HA HEXXENAHUTE PEAKUHH

Hexenanunre peakumnun ca nu3bpoenu no-gony ¢ npenopbusanute ot MedDRA tepMunu cnopen
CUCTEMO-OpraHHa KnacHpukauuns v abcontortHa yectora (Tabnuua 1). ['1To uecToTa ¢ce onpeaenaT Karo:
MHOTO YecTH (=1/10), wectu (=1/100 no <1/10), neuectu (=1/1 000 no <1/100), peaxu (>1/10 000 xo
<1/1 000), muoro peakn (<1/10 000) 1 c Heu3BecTHa 1YeCTOTa (OT HAJTMUHHUTE JJAHHH HE MOXKE 1a 6bae
HarnpaBeHa OLEHKA).

Tabanua 1: YecTroTa Ha HeXeNaHHTE peaKLlHH YCTAHOBEHH N0 BpeMe HA MN1aUe00KOHTPOTHPAHRH
KJAHHHYHH NPOYYBAHHA CbC CHTATIMNITHH H METPOPMHH CAMOCTOATE/HO H APH
NOCTMAPKETHHTOBHA ONHT

Hexenana peakuns YecToTa HA HEXKEJAHATA PEaKL{HA

Hapyumenua Ha KpbBTA H 1EMGHATA CHCTEMA

TPOMOOLIUTOMEHUS PEAKH

HapyuieHHS HA HMYHHATA CHCTEMA

peaKLUH HA CBPbXYYBCTBHTEHOCT, C HEW3BECTHA YECTOTA
BKJIIOYUTENHO aHAHIAKTUUHH OTFOBOPH *




Hapymenun Ha meTaboAH3IMA H XPAHCHETO

XHTOrAHKEMHS' 4eCTH
HaMaJieHWe Ha HuBaTa/neduumT Ha ButaMuH B12' YECTH
HapyuwieHnsa Ha HEPBHATA CHCTEMA

CHHAWBOCT HEYECTH

PecnHpaTOpHH, TPbIHH H MEIHACTHHAJITHH
HAPYLWIEHHA

MHTepCTHLMANHA Genoapobua Gonect

C HCH3BCCTHA HECTOTa

CromMaliHo-4UpeBHH HAPYIIEHHHA

auapus HEUEeCTH
raacHe YeCTH
dbnaryneHumns YECTH
3areK HEYECTH
fonka B ropHaTa 4acT Ha Kopema HEYECTH
NOBPBLLAHE YECTH

OCTbp naHkpearuT -+

C HCH3BECTHa HECTOTA

araneH U HedaTaeH XxeMoparueH
HEKPOTU3IHMpalLl MaHKpeaTHT !

C HCU3BCCTHA 4YCCTOTA

HapymeHns Ha KOKATA H NOAKOXKHATA THKAH

npypHTyC

HCYCCTH

aHrHoeaem -

¢ HCHU3BCCTHA YECTOTA

obpus*,t

C HCH3BCCTHA HECTOTa

ypTHKapus '

C HCH3BCCTHA HECTOTA

KOYKEH BACKYJINT

C HCH3BCCTHA HCCTOTA

eKC(POSHATUBHH KOXKHH 3abonaBaHuns,
BKJIIOYMHMTEIHO CHHAPOM Ha Stevens-Johnson'*

C HEH3BCCTHA 4HCCTOTA

Oynosex nemdurona’

C HCH3BCCTHA 4YECTOTA

HapytieHHA HA MYCKY/THO-CKE/IeTHATA
CHCTEMA H ChEIHHHTE/THATA ThKAH

apTpanrua

C HCH3BCCTHA HYCCTOTa

MHAITHSA

C HCH3BCCTHA HCCTOTA

60.1Ka B KpaMHUUMTE

C HCH3BCCTHA YCCTOTA

6oJika B repba’

C HCH3BCCTHA YECTOTA

apTponaTus C HEM3BECTHA 4ECTOTA

. PC]‘{?
Hapymenua Ha 6b0pennTe H NHKOYHHTE 4 S;:?‘ A2
NbLTHINA T/ o g unl %ﬁ .
HapyLieHa 6bOpeuHa GyHKUMS \ E .

4 + . ;u..- "
C HCH3BCCTHA HCCTOTA t;
- Tad *"i .




ocTpa ObOpeuHa HeaoCcTaTLYHOCT C HEU3IBECTHA YECTOTA

"Hexenanute peakuum ca UAEHTHOUUMPAHH MO BPpEME HA NOCTMAPKETHHIOBOTO HabmOaEHHE.
" BuxTe TOouka 4.4,
* BukTe npoyusanemo 3a 6ezonacnocm no omuouwenue Ha copoesnocvoosama cucmesa TECOS no-pony.

OnucaHne Ha H30paHK HexeNaHH peaklHK

Hakou Hexxenanun peakunn ca HabnoaaBaHW NO-4€CTO NPU NpOy4BaHUA 3a KoOMOWHKMpPaHa ynoTpeba Ha
CHUTArJiMNTUH ¥ METPOPMHH C APYrd aHTHAHAOETHH JIEKAPCTBEHH NMNPOAYKTH B CPaBHEHHE C
[MPOY4BaHHUA HA CUTArIMNTHH U METPOPMHH CaMOCTOATEJHO. Te BKIFOYBAT XUMOINHKEMHS (KAaTeropus
HA YECTOTA , ,MHOIO YECTH  CbC CYAPOHHUIYPEHAHO NMPOU3IBOAHO MIIH HHCYIIMH), 3amneK {,,4eCTH™ CbC
CYA(POHWTY PEHHO NMPOU3BOAHO), NEpHPEpPeH OTOK (,,4eCTH™ C NHOTUTA30H) K rMaBodOIHE U CYXO0Ta B
ycTaTa (,,HEYECTH ¢ WHCYNHH).

Cumaciunmun

I1pn npoy4BaHna BbLPXY MOHOTEPANHUg ¢bC cUTarnHWnTHH 100 mg BeaH b NHEBHO CAMOCTOATEIHO B
cpaBHeHHeE ¢ nnauedo, CLobLLeHHUTE HeXeNaHH peakLUrH ca rnaBobonue, XMNOrjiMKeMHs, 3aneKk 1
3aMaHBaHe.

Cpen T€3n NALKMEHTH HEXeNaHUTE CHONTHS, CHOOLLIABAHH HE3ABUCHMO OT NPHYHHHO-CAEACTBEHA
BPB3Ka C JIEKAPCTBEHHUA MPOAYKT, C YECTOTa HaH-Manko 5 %, BKIIOUBAT HHPEKLIHH Ha FOPHHUTE
JMXATE/NHH MbTHLLA H Ha3ohapHHIUT. OCBEH TOBA, Ca CHOOLIEHH OCTEOAPTPHT H HONIKA B KPaRHHLIMTE,
C yecToTa HeuecTH (> 0,5 % no-BHCOKa cpell YHACTHHULIMTE, NOTYYHIH CHTArTHNATHH, OTKOJAKOTO Ta3H
B KOHTPONHATa rpyna).

Memdpopsun

CToMaWHO-4YPEBHH CHMNTOMH €A CHOOLLABAHH MHOTO Y€CTO MPH KIHHHYHH NPOYYBAHHR U NPH
nocTMapkeTHHroara ynotpeba Ha MeTgopmMuH. CTOMALLIHO-YPEBHHTE CHMINTOMH KaTO rajieHe,
nospbLUAHE, AHApHS, D0NKa B kOopeMa M 3aryfa Ha aneTHT ce NOSABABAT NO-4eCTO NPH 3aN0YBaHE Ha
NEYECHUETO H B NOBEYETO CJIyYau NPEMUHABAT CNIOHTRHHO. JJONBIHHUTENHH HEXENlaHH peaKkUMH,
CBBP3aHHU ¢ METOPMHH, BKIKO4YBAT METAIECH BKYC (4€CTH); NAKTAaTHA alWA03a, HAPYLIEHUS Ha
4epHoApoOHaTa QyHKLUMS, XENATHUT, YPTHKApHS, epuTeMa U cbpbex (mHoro peaku). Kateropuure no
YECTOTA C€ OCHOBABAT Ha HanMyHaTa MHpopMauna B KpaTkaTa XapaKTepHCTHKA HA NPOAYKTa Ha
MeT(opMHH, ogobpeHa B EC.

IHeouampuuna nonyiayus

B KAMHHYHH NPOYyYBaHHUA CHC CUTAITUNTHH/METHOPMHH NPU NEeAHATPHYHHU NALHEHTH ChC 3axXapeH
AxadeT Tvn 2 Ha Bb3pacT oT 10 20 |7 roanHu NpouabLT Ha HEXKENAHUTE peakLHH KATO U0 €
CpaBHHM C TO3H, HaONOJaBaH NPW Bb3PacTHHU. [1py neaMaTprUUHK MaUHEHTH, KOUTO Ca WJIM HE ¢a Ha
OCHOBHO JIE4€HHE C HHCYIHH, CUTArIUITTHH C€ CBLP3RA C NOBHULUEH PUCK OT XHMNOMTHKEMHUS.

{Ipoyusane 3a bezonacnocm no omuowenue na copoeunocvoosama cucmema TECOS

H3nnTBaHeTO, OLEHARALUO CHPACHHOCHIOBHTE PE3YNTATH NpH jieueHHe ¢be cuTarnunTul (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), skmousa 7 332 nauxenTH, neKysaHH
¢uve 100 mg curarnunTvil aHeBHo (Mnu 50 mg NHEBHO, aKO H3XOAHWTE CTOMHOCTH HAa M3YHCIEHATA
CKOpOCT Ha rnomepynHa puntpauna (eGFR) ca> 30 u < 50 ml/min/1,73 m?), u 7 339 nauvnexty Ha
niaauedo 8 intention-to-treat (ITT) nonynauusara. JIpete neuenus ca nobaseHn kbM oOHYaRHHUTE
FPHXKH CHIJIACHO MECTHUTE cTaHAapTH 3a HbA . ¥ CbpaeUYHOCHA0BY PHCKOBH akTopu. Obwara
YECTOTa HA CEPHO3BHHTE HEXKENAHH CHLOMTHA NPH NAUMEHTH, NOJYYABALIH CHTANTUNTHH, € CX0AHA C
Ta3u MpH1 NAUUEHTHUTE, NOJTyuaBallK naauedo.

B intention-to-treat nonynaumsta cpea NAUHEHTHTE, KOUTO H3MON3BAT MHCYIHH W/HIH cyndoHHypes
Ha W3XOAHO HHUBO, HECTOTATA HA TEXKKA XHUMOTJAHKEMHA € 2,7 Y rpu NaUMUEHTUTE, TEKYBAHH CbC
CUTarMOTHH KU 2,5 % Npy nauneHTUTe Ha naunebo; cpea NauMeHTHTE, KOUTO HE W3NOJ3BaT MHCY
W/ WK CYNQOHHIYped Ha H3XOAHO HUBO, YECTOTAaTa Ha TeXKa xunornukemus € 1,0 % npu
MauUMEHTUTE, TEKYBAHK CbC cUTarnunTuH U 0,7 % npu naumenTute Ha nnauebo. YectoraTa Hy -
MOTBbLPIAEHH CLOMTHUA, OTAABAHHM HA NaHKpeaTUT, € 0,3 % npu NauneHTHTE, TEKYBAHH CbC Z/




cHTaraMnTHH 1 0.2 % npu nauuenTuTe Ha niauebo.

CvobuiaBaHe Ha NORO3IUPAHN HEKENAHU PEeaKIIUH

CrobaBaHeTo Ha NOAO3NPAHH HEKENARM PeaKLIMH Ciie/l pa3petuasaHe 3a ynotpeda Ha NeKapcTBEHHS
MPOAYKT € BaXHO. [oBa No3BO/1sABa X2 NPOAB/KA HADNIIOAEHUETO Ha ChOTHOLLUEHHUETO MON3a/pUCK 3a
NeKapCcTBEHUA NPoAyKT. OT MEAUUHHCKHTE CNEUMATHCTH CE€ H3UCKBA Aa CHOOLWABAT BCAKA
NOAO3HPAHA HEXENAaHA peaKkura Hpe3

MinbaHUTENHA areHUns No 1ekapeTeara

yia. . Jaman I'pyes™ Ne 8

1303 Codns

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

4.9 Ilpeaosupane

[1pH KOHTPOIUPaHH KNHHHYHW NPOYUBAHHA CbC 3PaBH Y4aCTHHLUM C€ NPHIAraT €AHOKPATHH A03H 10
800 mg cuTarnunTuH. MuHuManHo yasmkasaHe Ha QT¢, KOETO He ¢e CYMTA 33 KJIMHUYHO 3HAYMMO,
ce nabntoanasa npu eaHo npoyusaHe ¢ Ao3a ot 800 mg cutarnunTrH. Hama onut ¢ ro3u Haa 800 mg
Npy KIHHWYHKY npoydsanus. [Ipu npoyusanus ®Pa3a | ¢ MHOrokpaTHo npunarave, HamMa CBbP3IAHH C
N103aTa KIHHHYHH HEXETAHW TIEKAPCTBEHHU peakiMK, HabAtonaBaHH MPH CHTAMTHIITHH ¢ A03H A0

600 mg aHeBHO 3a nepuoasn a0 10 auu W 400 mg aHesHO 3a nepuoau 10 28 aum.

[ onamo npenozupane ¢ MeTGoOpMHH (MM €AHOBPEMEHHO ChLUECTBYBALLl PHCK OT JIAKTATHA auMa03a)
MOX€ Na A0BEAE A0 JTAKTATHA alMA03a, KOATO € CNeleH MEAHLIMHCKH Ciiy4ai v TpadBa aa ce neKkyBa B
6onnnua. Hal-eexTuBHUAT MeTOA 3a OTCTpaHsABaHe Ha JlaKTaTa U MeT(POPMHHA € XeMOIHaTH3aTa.

[Ipn KnuHUUHK npoyyuBaHua npubanzurento 13,5 % oT go3aTa ce OTCTpaHsABa NMPH NPOIbIXKABALLA
310 4 vaca xemoauanu3sua cecus. [lpu npeuenka 3a KIHHHYHA HEODXOAMMOCT MOXKE 4a ce
npeaAnpUeMe no-npoabJIXKHTENHA AHaNKW3a. He € H3BECTHO Aanu CUTArNMITHH CE AHANU3INPA TIPH
nepyuTOHEaNHa AHAaJIH3a.

B cayyai Ha npeo3MpaHe € Noaxoasilo 1a ce npeanpuemar 0GHKHOBEHUTE NOAIbPXKAUWH MEPKH,
KaTo OTCTpaHABaHE Ha HeaDcopOnpaHHA MaTepHan OT CTOMALLHO-YPEBHHS TPAKT, KIIHHUUYHO

Ha0MOAEHHE (BKAOUHTENHO H ENEKTPOKapAHOrpaMa) H NPH HYXK/1a 3aN04BaHEe HA NOIbPHALLO
NeYeHHe.

5. ®APMAKOJOIrHMHHU CBOHUCTBA
5.1 PapmakoaHHAMHYHH CBOHCTBA

(apMakoTepanesTHuHa rpyna: AHTHAHAOETHH flekapcTBa, KOMOHHALIMK OT NMEPOPATHHU NEKapcTBa 3a
HamangBaHe Ha kpbBHaTa 3axap, ATC kon: A10BD07

MaHMETCH KOMOMHHMpa 1BA AHTHUXHNEPIIINKEMHYHH JIEKAPCTBEHH NPOAYKTA C JOMBABALY CE
MEXaHH3bM Ha NEHCTBHUE 3a NONOOPABAHE HA MTMKEMHYHHA KOHTPOJI NPH NAUMEHTH ¢ AWabeT Tun 2:
CUTArNMNTHH, aMnenTuaun nentuaasa 4 (DPP-4) uuxuburop u MetdopmuHOB XHapoxopua,
NPEACTABUTEN HA Kiaca HA OUrBaHHAHHHTE.

Cumacaunmun

MexaHn3bM Ha AeHCTBHE

CutarannTun $ocdat € nepopaiHO aAKTHBEH, MOLUEH H BUCOKOCEIEKTHBEH HHXHOHUTOP Ha eH3MMa
aunentHann nentuaasa 4 (DPP-4) 3a neuenune va avabet Tun 2. Unxubutopute Ha DPP-4 ca Knay_f
BELIECTBA, KOUTO ACHCTBAT KaTO EHXAHCEPH Ha UHKpeTHH. Ypes nuxubupaHe Ha eH3HMa DPP-4}(- \;3‘ -
CHTAT/TUIITHH NOBHILABA HUBATA HA 1BAa U3BECTHH AKTHBHH HHKPETHH XOPMOHA, rnml{aron-nmgﬁmﬁ‘;?ﬁi
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nentua-1 (GLP-1) n rnoko3a-zasucuMua uucyadHoTponeH nonunentua (GIP). MukpeTuHuTe ca yact
OT €HJ0MCHHA CHCTEMA, Y4acTBallla BbB (PUIMONOTHHHATA PErylauna Ha rIKO3HaTa XOMeocTasa.
Korato kOHUeHTpauMHTe Ha KpbBHATA 3axap ¢a HOpMaiHH Hau nosuweHn, GLP-1 u GIP 3acunear
CHHTE3a W OCBODOXKAABAHETO HA MHCYJIMH OT NaHkpeatnuHuTe Geta-kietTkn. Oceed Toea, GLP-1
HaMaJIABa CEKPELMATA HA MMKOKArOH OT MaHKpeaTHUHHUTE alda KIeTKH, BOJEHKH A0 HAMANEHO
MPOH3BOACTBO HA YepHOAPOOHA rMOKko3a. Korato HHBATa Ha ril0K03a B KPbBTa €2 HUCKH,
OCBOO0KAABAHETO HA HHCYJIHH HE CE€ CTHMYJ/IMPA W CEKPELIMATA HA INHOKArOH HE € NOTHCKA.
CHTarnHOTHH € MOLIEH U BUCOKO CEIEKTHBEH UHXHUOUTOP Ha eH3uma DPP-4 u ne nnxubupa cxoanure
no ¢TpykTypa eH3umMu DPP-8 unu DPP-9 8 TepaneBTHYHN KOHUEHTpaUMHU. CUTATIHMATHH Ce
paxIN4aBa Mo XMMH4YHA CTPYKTYpa ¥ GpapMakonoruyHo AeicTere ot aHanosute Ha GLP-1, nHcynuH,
CYNQOHHUNYPES HIN MEFTHTHHHAKW, OUrBAHWMAWHH, arOHUCTH HA NEPOKCH3OMEH nponudepaTtop-
akTuBupaH rama peuentop(PPARY/TIIA[P), anda-rnmokoinaazHu HHXHOUTOPH M aHANO3H Ha
AMHJTHH.

[Ipy ABYAHEBHO NPOYYBAHE HA 3APAaBH YYACTHHUUM, CHTAMTHNTHH, NPHAOKEH CAMOCTOATENTHO,
nosHuiasa akTueHaTa GLP-1 koHUeHTpauua, A0KaTO METHOPMHH MPHIOXKEH CAMOCTOATENHO,
NOBHLLABA akTHBHaTa W obwaTta GLP-1 koHueHTpauua 8 cxoaHa cteneH. EAHOBPEMEHHOTO NpUaraHe
HA CHTAIJIMITHH U MeTOPMHH HMa aAUTHBEH edeKT BbpXy akTUBHaTa GLP-1 koHueHTpauus.
CUTarnunTHH, 3a pa3idka oT MeTQOpMHH, NoBriLaea akTueHaTa GIP koHUeHTpauus.

KnuHnuna edukacHocT U He3onacHocT
Karo uano, cutarnuntuH noao0psABa riIMKEMHYHUA KOHTPON, KOFaTo € W3MO0J/3Ra KaTo
CaMOCTOATENHO N/IH KOMOMHHPAHO IEYEHHE NPH BL3PACTHH NALUMEHTH ¢ AWadeT Tun 2.

Ilpy KIHHUYHH NPOYUYBAHKWA, CHTArJIMTITHH KaTO MOHOTEPANHA NoJ00pABa rMUKEMHYHUS KOHTPON
ype3 3HAYUTENIHO HaManeHue Ha XeMornobud A . (HbA ) u rnoko3aTta Ha rnagHo U clell XpaHeHe.
HamanenneTo Ha nna3menara ritokosa Ha rnagHo (I1I'T) e nabnropaeaHo Ha 3-Ta ceamMuua, NbpBarta
BpeMeBa To4Ka, B KoATo € u3MepeHa I1I'T. Habnroaasanarta yectora Ha XUNOTIIKKEMHS NPH NMALHEHTH,
NEKYBAHH CbC CHTAIJIUIITHH € Noao0Ha ¢ Ta3u npy nnauedo. TeaeCHOTO TerNo HE e € YBETHHUIIO
CNPAMO H3XOAHHTE CTOMHOCTH NMPH NeHEeHHE ¢bC cHTarnNTHH. HabntoaasaHo e noaodpeHue Ha
CypOraTHMTE MapKepH Ha PYHKUHOHUpaHe Ha Deta-kneTkute, B ToBa yncao HOMA-f3 (XomeocTazeH
MO/1eN 3@ OLUEHKA-[3), CbOTHOLUEHHUETO Ha MPOUHCYNIUH KbM HHCY/IMH M NOKA3aTe/IMTE 3a peakTHBHOCT
Ha OeTa-KIEeTKUTE NPH TECTA 3a TOJEPAaHTHOCT NPH YECTO AABAHE HA XpaHa.

[1poyuBaHHA CBC CHTATTHNTHH B KOMOHHaUKA ¢ MeTHOPMHH

[1pu 24-cenmuuno nnatedo-KOHTPONIMPAHO KIIMHHYHO NPOYYBAaHE 32 OUEHKA Ha e(PUKACHOCTTA
6e3zonacHocTTa Npu aobasaHe Ha cuTarnunTHH 100 mg BeaHbK AHEBHO KbM CbHLUECTBYBALLO JIEHEHHE
Cc METHOPMUH, CUTATNTHNITHH OCHIYPABA 3HAUUTEIIHO N0A0OPEHHE HA MTMKEMHYHHTE NaPaMETPH B
cpasHeHHe ¢ rnanedo. [NpomanaTa cnpaMo U3XO0AHUTE CTOHHOCTH HA TENECHOTO TEr0 € NOA0OHA npu
NALHUEHTH, JIEKYBAHH ChC CHTArTMNTHH cnpamo naauedo. Ipy ToBa npoyusaHe WMa noaobHa yecToTa
Ha Cy4yaHn Ha XUMOTJHKEMHUA NPU NALMUEHTH, NEKYBAHN CbC CHTAMTMNTHH UK iauedo.

[lpn 24-ceaMHuHO NNauedo-KOHTpONUpaHO (GaKTOpaHO NPOYYBAHE HA HAYANHO NEYEHHE,
cuTarninTeH 50 mg aBa NbTH AHEBHO B KOMOWHaUunA ¢ MeTdopmuH (500 mg van | 000 mg aBa nbTH
OHEBHO) CE€ MOCTHIA 3HAMHTENHO NOAOOPEHHUE Ha IMHKEMHYHHTE NapaMeTpH B CpaBHEHHE C BCAKA
MOHOTepanua. HamaneHuero Ha TENECHOTO TErNo NPH KOMOUHAUHATA CUTATUITTHH Y METPOPMHUH €
nMoAOoOHO Ha TOBa HaOMK0AaBAHO NPH METHOPMHUH CAMOCTOATE/IHO WM uiauebo; HAMa NpoMAHa
CNPAMO H3XOAHHTE CTOMHOCTH NPH MAUMEHTH HA CUTAMJIMNITHH cCaMOCTOATENTHO. YecToTara Ha
XHNOTNUKEMHUA € NoAo0Ha cpea NeKyBaHUTE MPyIH,

[IpoyuBaHe ¢bC CHUTAMIMITHH B KOMOWHAUHWA ¢ MeTDOpMUH U cyadoHnaypes
24-ceAMHYHO MNaLed0-KOHTPONHPAHO KNHHHYHO NPOY4BAHE € NJIAHMPAaHO A2 oueHH eHUKACHOCTTA U
Oe3onacHoCcTTa Ha CHTAaraMnTHH (100 mg BeaHbk AHEBHO) NpUbaBeH KbM TJIMMENMHPHA

(CaMOCTOATENHO MW B KOMOHHauuA ¢ meTdhopmiun). JJoGaBAHETO HA CUTATTHNTHH KBbM [JIUME
MEeTQOPMHUH, OCUFYPSBa 3HAYHUTENHO NOJAOOpPEHHE Ha IITHKEMHUYHUTE napaMeTpH. [launeHTur
NMEKYBaHH ChC CUTACNHNTHH UMAT ¢n1ado noBHUIEHKE Ha TenecHOTO Terno (+1.1 kg) B cpaBHet




Te3Y, noayyasanu niauebdo.

[Mpoy4BaHe cbCc CHTArAMNTHH B KOMOUHauHs ¢ MeTdopMuH U PPARY/TITIATP aroduct

26-ceaMryHO Naauebo-KOHTPOAMPaHO NPOYyUBAHE € NpeAHa3HAYeHO /1a oleHH e(hHKAaCHOCTTa U
be3zonacHocTTa Ha cutarnunTrH (100 mg BeaHbx AHEBHO), 106aBeH KbM KOMOHWHALIMA Ha
NHOrMIMTA30H U MeThopMHH. JJo6aBAHETO Ha CUTAMMHUNTHH KbM MTHOTNMHUTA30H H METHOPMHH,
OCHUTYPABa 3HAYHUTENHHU NOJZ0OpEeHHA HA IMHKeMHUUYHHWTE napaMeTpH. [IpoMaHaTta B TenecHOTO T€rno OT
H3XOJHO HUBO € NoAo0HA HA Ta3H NPU NALMEHTH, IEKYBAHH CbC CUTAMTHNTHH, B CPABHEHUE ¢
nnauedo. Yectorata Ha XMNOrMTHKEMHA CbLLIO € NOAOOHA NPH NAUMEHTUTE, IEKYRAHU CbC
CUTarIMNTHH WK naauedo.

[lpoyuBaHe Ha CHTATIMIITHH B XOMOHHALMA ¢ METHOPMHH W HHCYIHH

24-ceAMHYHO NNauedo-KOHTPONHPAHO KNTHHHUYHO NPOYYBAHE € NpeAHa3HAYEHO 1a OLEHH
edekTHBHOCTTA K BezonacHocTTa Ha cutarnuMnTvH (100 mg BeaHbkK AHEBHO) 100ABEH KbM HHCYJIHH
(npuy crabunHa ao3a 3a Hai-manko 10 ceamuun) cve nnun 6e3 metopmMuH (Han-manko 1 500 mg). I1pu
NnatHeHTH, MPHEMALLH NPEABAPHUTENHO CMECEH HHCYIIMH, cpeaHarTa aHeBHa no3a € 70,9 U/aHesHo.
[Ipy nauxeHTH, NnpHeMallli HECMECEH NPEBAPHTENHO (MEXKIAHHEH/ NPOABIKHTEIHOAEACTRALL)
HHCYJ/IMH, cpeaHaTa AHeBHa no3a € 44,3 U/anesHo. [laHHuTe o1 73 % OT nauMeHTUTE, KOMTO ca
npuemaiun MeTdhopMuH ca npeactasenn B Tabnuua 2. JloGaBsiHEeTO Ha CHTArIMMTHH KbM UHCY/IHH
OCHIrypsBa 3HAUUTEAHO NOAOOPEHHE HA IMKEMHYHHKTE napaMeTpH. Hama 3naunTtenHa npomMsaHa B
TEJIECHOTO TENNIO OT U3XOAHOTO HHBO B 1BETE IPYIIH.

Tadnuna 2: Pesyararu 3a HbA . npH ni1aunebo-KOHTPOIHPAHA NPpoyuBAHHA ¢ KOMOHHHPRHO
JIC4eHHEe CHC CHTATJHNTHH H MeThopmMuu™*

CpeaHn Cpenna
CTORHOCTH npoMAHA Kopurapasna, enpamo
HA HIXOAHO | CIIPAMO naauedo, cpeaHa
llpoyusane uueo HbA H3XO0/HO npomana Ha HbA . (%)
(%) HHBO (95 % CI)
HbA (%)
Curaranntud 100 mg BeaHbx
AHEeBHO, nobaBeH KkbM doHOBA 2 0 0.7 0,7t

Teparnus ¢ (-0,8, -0.5)
mMeThopMHH (N=453)

CutarauntiH 100 mg BeaHBXK
AHEBHO, 100aBeH KbM GOHOBA
TEPANUA ¢ FMMHMENUPHI +

MeTPopMHUH' (N=113)

-0,9"

+
8.3 0.6 (-1,1,-0,7)

Cuvrarnunruk 100 mg BeaHbxk
AHeBHO obaBeH KbM (GoHOBA
Tepanua ¢ NHOrMHTAa30H +
mMeTopMmHH® (N=152)

3.8 -1,2° -0,7"+(1,0, - 0,5)

Curarnuntad 100 mg BeaH»XK -0,5%+
AHEBHO, nodaeeH KubM QPOHOBA e& (-0,7, -0,4)
TEpanusa C MHCYJIHH + MEeT(QPOPMUH' 8,7 -0.7
(N=223)

HauanHo nedeHue (aBa NuTH
JAHEBHO) :

cutarnunTud 50 mg + MethpopmuH 8.8 -1.47
500 mg
(N=183)

-1,6*-3
(-1*581 '113)




HayanHo neueHue (1Ba LTy

JHEBHO) : e
cutaranntux 50 mg + meTdopMuH 8.8 -1.9°7 2y

I 000 mg ('2-!3! -]'1'8)
(N=178)

" [TonynauuaTa OT BCHUKK IEKYBAHH NALHEHTH (intention-to-treat aHanu3).
" Hal-MankuTe cpetm KBAAPaTH Ca KOPHIHPaHH COPAMO CTaTYCa NPH MPEX0AHOTO aHTHXHAEPTANKEMHYHO
AEYEHHE W CTOMHOCTTA Ha K3IXOIHO HHBO.
* p< 0.001 B cpasHeHue ¢ nnauebo UK Nrauebo + KOMOUHHPAHO NeveHwe.
HbA . (%) na 24-Ta ceamuua
"HbA (%) Ha 26-Ta cenmuua
¥ Haii-MankuTe cpesHn KBAApaTH ca KOPUIHPaHH 3a ynoTpebaTa Ha MHCY/IHH NPH BH3HTA | (NpeaBapuTeNIHO
CMECEH CPELLY HECMECEH NPEABAPHTENHO [MEXAMHEH HIH NPOABIKKTENHOAEHCTRALL]) M H3XOQHA CTORHOCT.

[Ipn 52-ceamuuHO npoyuBaHe, cpaBHABALLO ePHKACHOCTTA H 0€30MacCHOCTTa NPH 100aBSHE HA
cutarnvunTHH 100 mg BeAHBXK AHEBHO HAK rAUMNU3KA (CYNPOHUTYPEHHO NPOUIBOAHO) NPU NALHEHTH
C HEA0OBP MMUKEMHYEH KOHTPOA NPH MOHOTEPANUA ¢ METPOPMHH, CHTArTHNTHH € NOA0OEH Ha
CIANA3KA MPH noHuxkasaHeTo Ha HbA . (-0,7 % cpeana npoMsHa crpaMo H3IXOIHHUTE CTOMHOCTH Npe3
ceMHUA 52, ¢bC cpeaHa CTORHOCT Ha HbA . oT npubansurenno 7.5 % B asere rpynu). CpeaHaTa 103a
FMANKA3AA W3MOA3BaHa B rpynara 3a cpasHenue € 10 mg qHesHo Kato npubaunzurenHo 40 % ot
NAUKMEHTHTE CC HYXKAAAT OT A03a IMIMNK3IKA < 5 mg/AHEBHO MO BpeMe Ha npoyusaHeTo. Obaue, noseye
MAUKUECHTH OT IPynara Ha CHTarJuITHH ca NPEKbCHAAW NOpaaK Junca Ha epHKACHOCT, OTKOJIKOTO B
rpynaTa Ha ravnusua. [launeHTHTe nekyBaHu CbC CUTAMNMITTHH NOKA3BaT IHAUUTEHO CPEAHO
NOHHXKEHHUE CIIPAMO HIXOAHHTE CTOHHOCTH HA TENECHOTO Terno (-1,5 kg) B cpaBHEHHUE CbC
3HAYHTEHO NOKAYBAHE Ha TETNOTO MNPH NALKMEHTH nonyvasanu ravnu3na (+1,1 kg). B Tosa
NPOY4YBaHE, OTHOLUCHHETO NPOHHCYIHH KbM HHCYJIHH, MapKep 3a €PEKTHBHOCTTA HA HHCYJIMHOBHA
CHHTE3 M 0CBOOOXKIaBaHeE, e NoAOOpPABa CbC CHTATIMNTHH H C& BIOLIABA NPH JIEYEHHE C FIUINMH3KA,
YecToTaTa Ha XHUNOrIMKEMHUA B rpynarta Ha CHTarnvMnTHH (4,9 %) € 3HaYUTENHO MO-HUCKA OT Ta3u B
rpynara Ha ramnu3na (32,0 %).

24-ceaAMHUHO Nnauebo-KOHTPONHPAHO KIHHWYHO NPOoYyYBaHe, BKAOYBaLWo 660 naumMeHTH ¢
fpeHa3HAYEHO 1A OLUEHN ePHUKACHOCTTA BOAELLA 10 HAMANIABAHE HA MHCY/IMHOBHTE 103U H
OezonacHocTTa Ha cHTarMnTHH (100 mg BeaHbK AHEBHO), KOraTo € npMbaBeH KbM HHCY/IHH
rNapXHH CbC WK 6e3 MeThopMuH (MoHe 1 500 mg) no Bpeme Ha UHTEHIMPHUUPAHETO HA
HHCYNHHOBaTa Tepanus. [1pu nauneHTH, npuemaiun MeTthopMHuH, WixoaHaTta cToiHocT Ha HbA . e
8,70 % v nauannara no3a vHCYsIMH € 37 1U/aHesHo. [launeHTHTE ca HHCTPYKTHPAHHU [a TUTPHPAT
TAXHATa 4032 HHCYJIHH TNapXHH Bb3 OCHOBA HAa CTOMHOCTUTE HA KPbBHATA 3axap Ha Ir/1aaHo.
H3IMEPEHH Ype3 KPbBEH TeCT ¢ yOOoxaane Ha npbeta. [1pu nauneHTHTE, NnpHeMali MeTHOPMHH, Ha 24-
Ta CEAMHLA, YBEIHUYABAHETO HA IHEBHATA 1032 HHCYAHH € 19 1U/aHeBHO npH nauHeHTH, NeKyBaHH
CbC cHTArMNTHH W 24 1U/aneBHO npy nauuedT Ha naauebo. INounxasanero va HbA . npu
NaUHCHTH, NEKYBaHHU CHC CHTAMHITHH, METGOPMHH H UHCYAHH € -1,35 % B cpaBHeHue ¢ -0,90 % npu
MaLUEHTH, JIEKYBaHH C IutaLedo, METGOPMHUH H HHCYNHH, pa3nuka oT -0,45 % [95 % Cl: -0,62; -0,29].
Hectorara Ha xunorankemus e 24,9 % npu nauveHTH, NEKYBAHH CbC CHTArJMNTHH, METQOPMHH U
HHCYNHH W 37,8 % npu NauKeHTy, 1eKyBaHH ¢ riauebo, MeThopMHH M HHCYIHH. Paznvkara ce abmxu
OCHOBHO Ha NO-BHCOKHA APOLEHT MALMKEHTH B rpynarta Ha niauedo, H3nuTanH 3 WM noseye enuiona
Ha XxHnornrukemus (9,1 cnpamo 19.8 %). Hama paznunka B 4ecToTaTa Ha TEXKKA XHNOTIIHKEMHA.

Memdhoprun

MexaHu3bM Ha aeHCcTBUE

MeTdopmuH e GUrBaHMAMH C aHTUXHMNEPrIMKEMHUEH ePEKT, NOHMKABALL KaKTO Ba3anHaTa, Taka 1
nnasMeHaTa rinKosa ¢hel xpaHeHe, Tol He CTHMYAMpa HHCYJIMHOBATA CEKPELUS H C/IEJ0BATEHO HE
Npean3BUKa XUNOMTHKEMHUA.

MeTdopMHH MOXe aa 1eHCTBa MO TPH MEXAHHIMA:

- Ype3 HaMaNABAHE NPOAYKUMATA HA YepHOAPOOHA rIoKO3a Ype3 HHXHOHUpaHe Ha
rAKOKOHEOreHe3aTa ¥ rMMKOreHoau3ara

- B MYCKYJIUTE, 4pE€3 yMEPEHO NMOBULLABAHE HAa HHCYJIMHOBATA YyBCTBHTENHOCT, NMOa00psa




neprUEepHOTO NOEMAHE M YCBOSBAHE HA IMKOKO3a
- upes 3adaBaHe Ha abcopOUMATA HA TNIOKO3a B THHKHUTE YepBa.

MeTdhOopMHH CTUMYHPA BLTPEKAETHYHUA CHHTE3 HA [JIMKOr€H Ype3 Bb3ACHCTBUE BbPXY IJIMKOreH
cHHTeTa3aTta. MeTopMHUH NOBHIABA TPAHCNOPTHHA KanauMTeT Ha cneutPUUYHH THNOBE MEeMOPaHHH
TpaHcnoptepu Ha ratokozata (GLUT-1 w GLUT-4).

KnnHuuHa edprKkacHOCT W De30NacHOCT

[Ipn xopaTa, HE3ABUCHMO OT AEACTBHETO CH BbPXY MMHKEMHUATA, METHOPMHH HMa DNaronpUITHH
e(PEKTH BbPXY JHIIHAHHA MeTad0an3bM. T0Ba ¢ 10oKa3Ba NpH TEpANEBTHHHH KOHUEHTPALIHK B
KOHTPOJIUPAHH KJIHHHYHH NPOYYBAHHUA CbC CpeaHA NPOABIKHTENHOCT HAH NBJATOCPOUHH KIIHHHYHH
npoyupaHnsa: MeTHOPMHH Hamanaea ooLwna xonectepos, LDLc n HuBaTa Ha Tpuranuepuaure.

[IpocnekTusHOTO panaomuinpano (UKPDS) npoyusaHe € ycTaHOBHNO ABLANOCpoYHaTa nonsa ot
HHTEH3HBHHA KOHTPOM HA KpbBHATA 3axap npu AvadeT THN 2. AHATH3BT HA pe3yNTaTUTE NpH
MAUUEHTHUTE C HATHOPMEHO TETNO, JIEKYBAHH C METQOPMHH Cl1€l HEYCINEX C AHETA CAMOCTOATENHO
MOKa3Bar:

- 3HAYMTEIHO HAMANEHHE Ha aDCONKTHUA PUCK HA CBBP3aHUTE ¢ AnWabeTa yCnoxHEeHHa B rpynara
Ha MeThopMHH (29,8 cbOuTHA/l 000 nauneHTOroaAMHHU) cnpAMo aneTa caMocToATeNHO (43,3
cuOuTHA/1 000 naurenToroauun), p=0,0023 u cnpamo rpynuTte Ha KOMOYHALHUA ChC
cyndgoHuaypes U MoHoTepanus ¢ HHCYNUH (40,1 cpbuTtua/1 000 naumenroroaunu), p=0,0034

- IHAMMTEHO HaMalleHHe Ha aBCONIOTHHA PUCK OT CBbP3aHaTa ¢ AMabeT CMBPTHOCT: METPOPMHH
7.5 ¢vOutns/1 000 naumedToroguHu, auera camocrostenHo 12.7 ¢cuxbutus/1 000
nauueHToroanum, p=0.017

- 3HAYHUTETHO HAMaNeHHE Ha a0CONIOTHHA pUCK OT 00WwaTa cMBPTHOCT: MeThOpPMHUH 135
cbOnTHa/l 000 nauMeHTOroaMHHU cnpamo avera camoctoaTenHoe 20,6 cubdbutua/1 000
nauueHToroauum, (p=0,011) u capsamo rpynute koOMOMHUpaHa CYIPOHHITYPES U MOHOTEPAMNHUA C
HHCYNUH | 8,9 cuOuTHa/l 000 naumnentoroauum (p=0,021)

- IHAYMTENTHO HamMaeHHE Ha aDCOMIOTHHA PHCK OT MUOKAPAEH HHPAPKT: METQOPMHUH 1]
cbOuTHa/1 000 naureHToroanHu, nuera camocroarenHo 18 cuvdburna/l 000 nauneHToroanHm,

(p=0.01).

TECOS e panaomuznpado npoyusade npu 14 671 nauueHTH B intention-to-treat nonyaauMATa c

HbA > 6,5 10 8,0 %, ¢ ycTaHOBEHO CHPAEHHOCBHAOBO 3a00NABAHE, KOUTO MOAYHABAT CUTATNMITTHH (7
332) 100 mg aHeBHO (MnK 50 mg AHEBHO, aKo U3XOAHUTE CTOHHOCTH Ha eGFR ca > 30 u < 50
ml/min/1.73 m*) wau nnauebo (7 339), no6aBeHH KbM OOHYANHUTE FPHIKH CHITACHO MECTHHTE
craHaapTH 3a HbA . u cbpaeunocbaosu puckosu daktopu. [Naunent ¢ eGFR < 30 ml/min/1,73 m*
HE ¢4 BKJIKOUEHH B npoyuBaHeTo. M3cneasanarta nonynauuna sknouea 2 004 nauueHTH Ha BB3pacT >
75 roannan y 3 324 naunenTy ¢ 6bOpedno yepexaane (eGFR < 60 ml/min/1,73 m?).

[To Bpeme Ha npoyuBaHeTO, o0l1aTa K3YHCCHA cpeaHa pa3nunka (SD) B ctohHocTHTe Ha HbA (¢ Mexcy
PYNATE Ha cHTaraunTrHH U nnauedo ¢ 0,29 % (0.01), 95 % C1 (-0,32, -0,27). p < 0,001,

[InpBHUHaATa KpalHa TOUYKA MO OTHOLWIEHHE HA ChbPAEYHOCHIOBATA CHCTEMA € ChCTaBHA OT NbpBaTa
NOsABa HA CbPACYHOCHIOBA CMBPT., HedaTaleH MHOKapAeH HHBApPKT, HedaTaneH HHCYNT WK
XOCNHUTANH3aLUHg nopany HectabunHa creHokapanus. BropHuHHTe KpaiHW TOUKH MO OTHOLLEHHWE Ha
CBPACHHOCHAOBATA CHCTEMA BKJIKOYBAT MbPBATA MOABA HA CbP/AEYHOCHAOBA CMBPT, HedaTaneH
MHOKAapAEH WH$APKT UK HedaTaNneH HHCYNT; MbpBaTa NOABa HAa HHAWBUWIYATHUTE KOMINOHEHTH Ha
MbPBHYHATA CLCTABHA; 00L1LA CMBPTHOCT M XOCTIMTA/IH3AUMH NMOPAAH 3aCTOMHA ChpacyHa
HEJOCTATLYHOCT.

Cniea npocaeisBaHe ¢ MEAHaHa Ha NPOABKHTENHOCT OT 3 FOJMHH, CHTATJIMNITHH HEe NOBULLABA PHCKA
OT IOJIEMH HEXKENAHU CbPAEYHOCHAOBH ChOUTHS WK PUCKA OT XOCMHTANU3ALIMA NOPaaH ChpAEUHa ., m
HEe10CTaTbYHOCT, KOraTo ce 100aBa KkbM 0OUYaNHUTE MPHXKH NPU NAUWEHTU ¢ AMaber Tn 28/ )

CpaBHEHUE ¢ obuuaiiHuTe rpuxkun Oe3 cutarnunTuH (Tabnuua 3). “G .

Tabanua 3: YecToT Ha KOMOHHHPAKRH CHLPACYHOCHAOBH Pe3y/ITATH H HA KJII0OY0BH BTODS



pe3y.iTaTH

CuaTaraunTHi n
nauedo
100 mg
Koeduunent
YecroTa YecToTa HA pHCKA P- ;
o CTOHHOCT
N (%) na 100 N (.%) Ha 100 (95/41 Cl)
NAUHEHTO- NANHEHTO-
roAHHH* roauun *
Anaans B Intention-to-Treat nonyaaunsra
| bpoit nauHeHTH 7 332 7339
[IupBHYHA ¢CbeTABHA
KpaHHa TOYKA
(CovpaeuHocbAOBA CMBPT,
HedaTaneH MHOKapAeH
HWHPapKT, HedaTaneH (8]3?4) 4,1 (81511 6) 4,2
HHCYNT KJTH 0,98 (0,89-
XOCNUTATU3AUMA, NopalH 1,08) <0,001
HecTabuIHa
CTCHOKapaus) |
BropuuHna chCeTaBHA
KpAHHA TOYKA
(CbpaeuHOCHAOBA CMBPT, | 745 746 0,99 (0,89-
HedaTaieH MHOKapaeH (10,2) 3.6 (10,2) 3.6 1,10) <0,001
HH(ApKT UK HedartaneH
HHCYJIT)
Bropuuen pesyarar
1
Cbpae4HoCbA0Ba CMBPT (3583) 1.7 (:;63) 1.7 1,013 52389- 0,711
BcakakbB BUa
MHOKapAeH HH(apKT (:;0?) 1.4 (il:f) 1,5 ?‘??)(0‘8 - 0,487
_(tbaTanex n HedaraneH) ’ ' "
BcAakakbB BHA HHCYNT 178 183 0,97 (0,79-
(haTtaneH u HedaTtaneH) (2,4) 0.8 (2,5) 0.9 1,19) 0,760
Xocrurannzauysa nopaau 116 0.5 129 0.6 0,90 (0,70— 0.410
HecTabunna cteHokapama | (1,6) i (1,8) ‘ 1,16) ’
CMBPT Nopaaun BCAKAKBA 547 537 1,01 (0,.90-
| MpHuuHa (7.5) h 2.0 (7,3) | 2 1,14) 0.875
Xocnyranuzauus, nopaiu 5
ChpJAeyHa 228 1,1 229 1,1 1,00 (0.83- 0,983
2 (3,1) (3,1) £,20)
HENOCTATBLYHOCT?

* HectoTtaTa Ha 100 nauneHToroannu € uiuncnera kato 100 x (oGwms Opoti nauuvenTy ¢ > | cbbuTHE NO Bpe
Ha JCNYCTHMHA NEPHOI HA EKCNO3INUMNA cnpAMO 00LWKnA Opoil MauKMeHTOr0AMHK Ha NPOCIeaABaHe ). 1\

T Bb3 ocHoBa Ha Moaen Ha Cox, cTpaTHPHUHPAH MO PerHoH. 3a ChCTaBHUTE KpaMHH TOUKH, p-cmﬁHﬂcmTe
I" A

CHOTBETCTBAT HA TECT 32 HEUHDEPHOPHOCT, ThpCeL Aa NOKAKE, Y€ KOSPHUHEHTHT Ha PHCKA € NO-MabK crr*l 3‘ ?“

3a BCHYKHK OpYyri I{paﬁHH TOUYKH p-CTOHHOCTHTE CbOTBETCTBAT Ha TECT 3a PAITUKHTE B KOCHHUMEHT Ha pucﬁa..

(\m

o

* {L"}




HEQOCTATBHHOCT HA H3XOIHO HHBO.

[ leanaTpuuHa nonynaums

EBponeickaTa areHuuns No gekapcraaTa ocBo00kK,1aBa OT 3aAB/IKEHHETO 3a TIPEAOCTaBAHE Ha
pe3yATaTHTE OT NPOy4BaHHUATA ¢ pedepeHTHHA NEKAPCTBEH NPOAYKT, ChAbKALL CHTATJIHNTHH U
MET(HOPMUH BbB BCHYKH NOArPYNH HA NMeJHATPHYHATA MONMYJ1aUHs CbC 3axapeH avadert Tin 2 (Bx.
Touka 4.2 3a uH¢OpMaLHa OTHOCHO ynotpeda B neanarpyaTa).

be3onacHocTTa M edHKacHOCTTA NpU 100aBAHE HA CUTArIUNTHUH NPH NEAHATPHYHH NALUMEHTH Ha
Bb3pacT oT 10 10 17 roanHu ¢ 1uadeT THN 2 U HeanexBaTEH IIHKEMHYEH KOHTPO Ha METQOPMHH, CbC
HAKW Oe3 HHCYJIMH, Ca OLEHEHH B ABE NpOoy4YBaHUs 3a nepHoa oT 54 ceamuum. [lobasaHeto Ha
CUTATJIMNITUH (NPUJIOKEH KATO CUTATJUNTHHTMETHOPMHUH NIH CHTArMHNTHHMET(HOPMHH C
yAbKeHO ocBoOoxkAaBaHe (XR)) e cpaBHeHo ¢ gobapsHeTo Ha nnauedo KbM METPOPMHUH HIIH
meTpopMHH XR.

Makap ¥ 1a ce AeMOHCTpHpa NPeBBH3IX0ACTBO MO OTHOLUEHHE MOHWXKaBaHeTo HAa HbA ¢ 3a
CHTArTUNTUHHMeThopMUH/ cuTarniunTUH+MeThopMuH XR Hag MeTdopMuH Ha ceamuua 20 npwu
cOOpHHA aHAN3 OT Te3d ABE MPOYUYBAHHA, PE3YATATHTE OT OTACJHHUTE NPOYYBAHHUA CA HECHBMECTHMH.
OcBeH TOBa, He ce Hab110AaBa MO-BUCOKA €(DUKACHOCT HA CHTArNNTUHHMETHOPMHUH/
CHTArIHNTHH+MeThopMHH XR B cpaBHeHHe ¢ MeTPOPMUH Ha ceamuua 54. CneaoBaTtenHo,
CHTarnMNTHH/MeTPOpPMHUH He TpAOBa Aa C€ KM3MO3Ba NPH NEAHATPHYHH NALHEHTH Ha BL3pacT oT |
a0 17 roavHn nopagn HEAOCTaTb4yHA ePHUKACHOCT (BXK. TouKa 4.2 3a HHPOpMALUMA OTHOCHO ynoTpeda
B NeaMaTpUaTa).

5.2 QPapMaKOKHHETHHYHH CBOHCTBA

CuTarauntui/merdopmMuH

[lpoyuBaHusATa 32 OHOEKBHUBANEHTHOCT NPH 3APaBH YHaCTHHLIM NOKA3BAT, Ye
CUTArAMNTHH/METHOPMHUHOB XNAPOXN0PHUA KOMOHHHpaHK TabneTkn ca OMOEKBHBAJICHTHH Ha
€AHOBPEMEHHOTO NPUIOKEHHE HA CHTAMNNTHH docPaT U METHOPMHHOB XHAPOXJIOPHA KATO OTAECTHH
Tabnerkw.

CneaHuTe AaHHH NOKa3BaT PapMaKOKHWHETHYHHTE CBOHCTBA HA OT/IC/THHTE aKTHBHHM BELIECTRA HA
MaimMeTcH.

Cumaciunmun

Abcopbuus

Cnen nepopanHo npunoxenye Ha no3a 100 mg Ha 3apaBy y4aCTHHUH, CHTArNUNTUH OBbp30 ce
abcopbupa, ¢ JOCTUraHe Ha MUKOBH Nia3MeHH KoHueHTpauuu (MeanaHa Tma) 1 00 4 vaca cnen
NPUAOKEHHETO, cpeaHa nnasmeHa AUC na cutarnuntuH 8,52 uMehr, Cna 950 nM. AbBcostoTHara
OMOHANMYHOCT HA CHTArIUNTHH € NpuONK3nTenHo 87 %. Tbid KaTO NPHEMAHETO HA CUTArTUINTHH
€AHOBPEMEHHO ¢ OoraTa Ha Ma3HHHYM XpaHa He NOBJIHABA (GAapMAKOKHHETHKATA, CHTArTUIITHH MOXKE /a
ce npunara ¢ win 6e3 xpaHa.

[lnazmenara AUC Ha CHTArIMNTHH Ce NOBUUIARA MO 4033 NPONOPLHOHAIEH HAYHH.
Jlo3anponopUHOHANHOCT He € YCTaHOBEHA 32 Cinax U Caryuaca (Cmax €€ MOBHILIABA MOBEYE OT
A03aNporopUHOHATHO, & Cr4uaca C€ YBEIUHABA MO-MATKO OT A033-MPONOPLHOHATHO).

PaznpeaeneHue
CpeanuaT obem Ha paznpeaesieHye B CTAUHOHAPHO CBCTOAHHE CJIE €AHOKPATHA HHTPABEHO3HO
npuaoxeHa ao3a ot 100 mg curarnunTuH Ha 3ApaBy yuyacTHHUH € npubau3uTenHo 198 nutpa.

Mpaxku1aTa CHTArJTUNTHH 00PaTHMO CBLP3aHa € NIa3MEHUTE NPOTEHHU € HHUCKa (38 %0).

buoTtpancopmauus
CHTarnunoTHH ce eNUMHAHHAPA OCHOBHO HEMPOMEHEH ¢ YPHUHATA, a MeTabONHIMBT € BTOPOCTEN
nuT. [Ilpubaunsurento 79 % OT cUTArTUNTUH Ce eKCKPETHPA HENPOMEHEH B YPHHATA.
Cnen nepopanta go3a [*Cleurarnuntiy, npubansurento 16 % oT paaHoakTHBHOCTTA Ce ekl




KaTo MeTabDONHTH Ha CHTAraMnTHH. Ha HUBO cneau ca yCTaHOBEHH LeCT MeTabDONUTA, KOUTO HE Ce
O4aKBa Aa AonpyHacaT 3a rniazMeHata DPP-4 nHxuOWTOpHA aKTHBHOCT HA CUTArMNTHH. In vitro
NPOYYBAHHATA NOKA3BAT, Y& OCHOBHUAT €H3UM, OTTOBOPEH 3a OrpaHH4eHUs MeTaboaU3bM Ha
cutarnuntvH € CYP3A4, ¢ yuactheto v Ha CYP2CS.

In vitro naHHUTE MOKA3BAT, Y€ CUTArNUNTHH He € HHXHOUTOp Ha CY P nzoensnmute CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 nnu 2B6, v He e nHAykTOp Ha CYP3A4 W CYPI AL

EanMuHupaHe

Cnen npunoxeHune Ha nepopanna ao3a ["'CledtarnuntuH Ha 3apaBun ydacTHuuM, npubaunzurtento 100
% OT NpuIoKeHaTa paaKOaKTUBHOCT ce enuMrHUpa ¢ dekanunte (13 %) unu ypunara (87 %) no eana
CeJMHLa chel NpUIoKeHHeTo Ha ao3aTa. [IpuBnannat kpaex ti2 cnea 100 mg nepopanya nosa
CHTArAMNTUH € npubanzuTendo 12.4 yaca. CUTArTMNTHH CE HATPYNBA CAMO MHHHUMATHO NPH
MHOTOKpAaTHO npunaraHe. bsopeunnar knupbHe e npudanutendo 350 ml/min.

ENHMHHUPAHETO HA CHTAIINNTHH CTaBa OCHOBHO 4pe3 ObOpeyHa eKCKPEUHA H BKIKOYBA aKTHBHA
TyOynHa cekpeuna. CHTArMNTHH € cyOCTpaT Ha YOBEWKH OpraHHYE€H aHHOHEH TpaHcnopTep -3
(hOAT-3), koiTo Moxke OU yuacTea B Ob0peUHOTO eNHMHUHHUPAHE HA CUTArIUNTUH. KNHHUYHOTO
3HadeHue Ha hOAT-3 B TpaHcnopTa Ha CUTArNMUNTHUH He € ycTaHoBeHO. CUTArIMNTHH € cybeTpar W Ha
p-rAUKONPOTEUH, KOHTO MOXe OK y4acTBa H B MEAUUPAHETO Ha OBLOPEUYHOTO ENUMHHHUPAHE Ha
CHUTArAMNTHH. B CbLIOTO BpEMe LUKNOCNOPHH, €AHH P-FIHKONPOTEUH HHXHOUTOP, HE HamansaBa
OBLOpeuUHHs KIIHPBHC HA cHTArTUNTHH. CutarnunTtrH He € cybcTpat Ha OCT2 uan OAT! nnu
PEPT1/2 tpancnoptepute. /n vitro cutarnMntuH He notucka OAT3 (IC50=160 pM) uau p-
rauxkonpoTerHa (a0 250 uM) MeaunpaHHus TPaHCMOPT B TEPANEBTHYHO PENEBAHTHH NNA3ZMEHN
KOHUEHTpaUHWH. [IpH KIMHHYHO MPOYUYBAHE CUTAITHNTHH KM MATBK €DEKT BBPXY I1a3MEHHTE
KOHLUEHTPAaUUH HA AHTOKCHH, KOETO NOKa3Ba, Y€ CUTArIMNTHH MOXE 1a € cnad HHXHOUTOP Ha p-
FIMKONPOTEHH,

XapaKTEpPHUCTHKA NPH NALMEHTHTE
MapMakOKHHETHKATA Ha CHTArAWNTHH € KaTo U410 CX0/1Ha Npy 3APaBH Y4aCTHULM H NALKHEHTH C
avaber THn 2.

bnOpeuHo yspexaaHe

[IpoBeaeHo € OTBOPEHO NPOYYBAHE MPH €HOKPATHO NPUIOXKEHHE 33 OlLICHKA Ha PapMaKOKHHETUKATa
HAa HamaneHa 403a cuTarnunTiH (50 mg) npy nasHeHTH ¢ pa3zInkyHa cTeneH Ha XpoHUYHO H6BOpedHo
yBPEXIAHE B CPABHCHUE CbC 3ApaBH KOHTPOJH. [IpoyuBaHeTo BKAKOYBA NaUHEHTH ¢ 6BOpeuHo
YBPEHK/IAHE B JIEKA, YMEPEHA MJIH TEXKa CTeneH, KakTo U nauveHTH ¢ TbH Ha xemoananuia. Oceen
ToBa, edekTHTEe HA OBOpPeUHO yBpexKaaHe BbpXY GapMaKOKHHETHKATA HA CHTArIMNTHH NPH NAUHEHTH
¢ anadet TMN 2 U 6BOpeUHO yBpEKNAHE B Nleka, yMepeHa Hnu Texka cTeneHd (exmountenHo ThbH), ca
OLEHEHH Ype3 NOoNyNauHoOHHH (apMaKOKHHETHYHH aHAJIH3H.

B cpaBHeHME cbC 3apaBH KOHTponH, nnadmenarta AUC Ha CUTarNnMNTHH ce NOBK1IABA NPUOAU3HUTENHO
[,2 mbTH NpH nauneHTH ¢ 6LOpeuHo yBpexaaHe B neka creneH (GFR > 60 go <90 ml/min) u
CbOTBETHO |.6 NbTH Npu nauneHTh ¢ 61L6peuHo yepexxaaHe B ymepena crened (GFR > 45 po < 60
ml/min). Tbi kaTO pa3MepbT HAa NOBHUIEHHETO HE € KIIHHHYHO 3HAYKUM, HE CE€ HA1ara KOPUrupaHe Ha
1103aTa NpH TE3H NALHEHTH.

[Inasmenata AUC Ha CHMTarnMnOTHH ce MNOBULUABRA NPHONUIKTENHO 2 TBTH NpU NAUMEHTH ¢ OBOpeuHo
yBpexaaHe B ymepena creneHd (GFR > 30 po <45 mi/min) v npubausurenno 4 nbTH NpU NAUMEHTH C
O0bOpeuHo yepexxaaHe B Texka cteneH (GFR < 30 ml/min)., sinrountenHo nauuent ¢ TbH na
xeMoananusa. CUTarnMnTHH ce€ OTCTpaHABA yMepeHOo npy xemoadatuaa (13,5 % 3a 3- no 4-yacosa
XeMOAHAIW3HA CeCHA 3arno4Baila 4 yaca ciea NpHIoXKEeHHETO).

YepHoapobHo yBpexaaHe

He € HeoOx0amMMa KOpeKUKS HAa N03aTa CUTATJIMITTHH NPH MAUHEHTH € IEKO HIH YMEPEHO
4epHoApoOHO yBpexaaHe (ckop 110 Child-Pugh £9). Hama kKnnHWYeH ONUT Npy NaUUEHTH C T
4epHoapobHo yBpexaaHe (ckop no Child-Pugh > 9). B ¢bwoto Bpeme, Tbid KaTO CHTAarIHITTHI gé f




eJIHMHHKAPA OCHOBHO 4pe3 0bOpeunTe, HE ce DUaKBa TEKKOTO HepHOAPOOHO yBpekaaHe Aa NOBAUAE
BbpXY papMaKOKHHETHKATa HA CHUTACJIMIMTHH.

[TayneHTH B cTapuecka Bb3pacT

He ce Hanara KopekuMa Ha A03aTa B 3aBMCHMOCT OT Bb3pacTTa. Bb3 0CHOBA Ha nonyaauMOHEH
¢hapMaKOKUMHETHYEH aHanu3 Ha AaHHW oT (PDa3za | v Pa3sa [, Bb3pacTra He OKa3Ba KIMHUYHO 3HAYUM
edeKT BbPXY (PapMaKOKHHETHKATA HA CUTANIUIMTHH. YYacTHHLUMTE B cTap4ecka Bu3pacT (65 no 80
roAUHH) UMaT Npudar3InTENHo 19 % MO-BUCOKK NJNa3MEHH KOHUEHTPALMH Ha CHUTATSIUIITHH B
CPaBHEHHE C I0-MAAAH YHACTHHULN.

[TeanaTpryHa nONyNaLnA
PapMakOKHHETHKATA Ha CHTArAUNTHH (eAuHKYHa no3a 50 mg, 100 mg wau 200 mg) e nicneasaHa

NpH NeaHaTpUUHH nauueHTH (Ha Bb3pacT oT 10 g0 17 roanHun) ¢ anader Tin 2. [lpu Tazu nonynauns,
AUC Ha cHTarnunTvH B NJ1aiMara, KOpUrHpaHa cnpaMo 1o3ara, € npudausurento 18 % no-Hucka
OTKOJIKOTO NPH Bb3pacTHHU nauneHTn ¢ anadet tun 2 npu ao3a 100 mg. He ca npoeexaany
MPOYYBAHHA ChC CUTACNUNTHH NPH NEJHATPUYHH MALUMEHTH Ha Bb3pacT < 10 roamnm.

Apyru xapakTepuCcTHKH HA NAUMEHTHUTE

He ce Hanara KOpekuMa Ha 103aTa B 3aBUCHMOCT OT MOJ, paca WK HHAEKC Ha TenecHa maca (BMI).
Te3n xapakTEpHCTHKH HAMAT KAHHUYHO 3HAYUM €(PEKT BbpXY (PapMaKkOKHHETHKATA HA CUTAlJTHITTUH
cnopea KOMOMHUpAHUA aHANW3 Ha papMaKOKHHETHUHHUTE JaHHHK oT Daza | v nonynaunoHeH
¢apMakOKHHETHHEH aHANW3 HA AaHHHK oT Pa3a | v Da3a Il.

Memdopmun

Abcopbumns
Cnen nepopanHa no3a MethopMiuH, Tma ce gocTura go 2.5 vyaca. AbcontorHata OMOHATMYHOCT Ha

Tabnerka metdhopmuH 500 mg e npubnusurento 50-60 % npwm 3apaBu yuactHuum. Cnea nepopaiHa
n03a, Heabcopbupanara ¢pakums, oTkputa BbB hekanuute e 20-30 %.

Cnen nepopanen npvem, abcopbuuaTa Ha MeTPOpPMHH € HaCHLUALIA CE€ Y HEMMBbJIHA. CMATA ce, 4e
papMakokrHeTHKaTa Ha abcopbumnaTa Ha MeThOpPMHUH € HeauHelHa. [Tpu obuuaiinu no3u metdopmuH
H NO30BH CXEMH, IVIA3MEHUTE KOHLIEHTPALIHH NPH CTALHOHAPHO CBCTOSHHE CE NOCTHUIaT B PAMKHTE Ha
24-48 yaca u KaTo uano ca no-manko ot | pug/ml. Ilpu KOHTPOAHPAHH KAHHHUYHH NPOYUBAHHA,
MaKCHMATHHTE M1a3MEHH HHUBA HA METHOPMHH (Cnax) HE NpeBrIaBaT 5 ug/ml, nopu npu
MAKCHUMATHHA QO3H.

XpaHaTta HamanaBa cteneHTa ¥ cnabo 3abass abcopbunsara Ha meTtdopmuH. Cnea nprnoKeHHE Ha
no3a ot 850 mg, ce Habnrwaara 40 % no-HUCKa NUKOBA Ma3MeHA KORUEHTpauua, 25 % HamaneHue Ha
AUC v yasmkasaHe ¢ 35 min Ha BpEMETO 10 AOCTHraHE Ha MHKOBA NNa3MeHa KOHUEHTpaLUHA.
KnauHMYHaTa 3HAYHMOCT HE € M3BECTHA.

PasnpeaeneHne

CBbp3BaHETO € MJIa3MEHUTE NPOTEHHYU € HEe3HAYHTENHO. MeThopMHH ce pa3npeaena B EPUTPOLIMTHTE.
KPBLBHUAT MHK € MO-HHCBHK OT MNJA3MEHHA MUK U C€ NOABABA MPHOIUIUTENHO NO CLLLOTO BPEME.
YepBEHHTE KPBLBHH KJIETKH HAH-BEPOATHO NpEeACTaBNABAT BTOPHUEH KOMITAPTHMEHT Ha
paznpeaenenue. CpeaHuat Vd eapupa mexay 63 — 276 1.

buoTpanchopmanmsg
MeTdhopMHH ce eKckpeTHpa HenpoMeHeH B ypuHata. [Ipu xoparta He ¢a yCTaHOBEHH MeTabOoAUTH.

EnumunupatHe
buvOpeunaT knupvHe Ha MeTtdopmun € > 400 ml/min, koeto noka3ea, ye MeTGOPMHUHK c€ C/TMMHHKpa

€TMMHHALIMOHEH NOJIYXKHUBOT € NPpHOAU3IUTENHO 6,5 h. Korarto 61:6pellHaTa byHKLHA € preﬂeH
ObOpeYHHA KIIHPBHC Ce HAMANABRA B ChOTBETCTBHE C TO3H HAa KPEaTHHUHA H CJIEJOBATEIHO “v
€IMMHHALMOHHUAT NONYHKUBOT C€ YABKABA, KOSTO BOAW A0 NOBULIEHH HHUBA HA MechopMHH B /




nia3iMara.
5.3 IlpeakanHuvHH J2HHH 34 0€30MACHOCT
He ca npoeexxaaHu npoy4BaHHUs € )KUBOTHHU ¢ MaitMeTCH.

[Tpu 16-ceamMuuHK NpOyUYBAHHS, B KOUTO KYYETA €A TPETUPAHH HIIH C METQPOPMHH CAMOCTOATENHO HIH
¢ KOMOMHALUMA OT METMOPMHH KU CUTACUATHH, HE € HAaDMoJaBaHa NOMbAHUTENIHA TOKCHHHOCT OT
komOuHauusata. NOEL (No Observed Eftect Level) 8 Te3u npoyusanua ce Habnronasa npu
€KCMNO3ULIMA Ha CHTArIHNTHH NPHUOIUIHTENHO 6 MbTH NO-BHCOKA OT TA3H NPH XOpa H NPH EKCNO3HUIHA
Ha MeTPOPMHH NPUONHIUTENHO 2,5 MBTH MNO-BHCOKA OT TA3M NPH XOpa.

CnenHHTe NaHHM Ca HAXOAKH NPH NPOYUYBAHHA NMPOBEAEHH CbC CUTArIMNTHH HAH METHOPMHH
CaMOCTOATEJHO.

CHTarIMOTHH

burOpeuHa ¥ 4epHOAPOOHA TOKCHYHOCT ¢e HabNtoAaBa NpPH rpy3ayy MpH CTOHHOCTH HA CUCTEMHA
eKCno3ruLnA 58 NbTH NO-BMCOKK OT HUBOTO HA €KCMOZHLMATA MPH XOpa, a HUBOTO Oe3 edexT ¢
onpeaeneHo Ha 19 NbTH NO-BUCOKO OT TOBA NPH XOpa. AHOMAHH Ha pe3LHTe ce HaDAKoaRaT NPH
NAbLXOBE NPH HUBA HA €KCNO3ULIHA 67 NBTH NO-BHCOKH OT HUBOTO Ha KJIHHHYHA EKCTIO3HLMSA, HHBOTO,
0e3 edeKT NpH Tazx HAXoAKa € 58 NBTH NO-BHCOKO, CHINACHO PE3YATATHTE OT |4-CeAMHYHO
NPOYYBAHE NPH NABLXOBE. 3HAYCHHUETO HA TE3H HAXOIAKH NPH XOpa HE € U3BECTHO. TPaH3UTOPHH,
CBbP3aHYU C NEUEHHETO PUIUUECKH NPOABH, HAKOH OT KOUTO NPEAINONAraT HATHYHETO Ha
HEeBPOJOTMYHa TOKCHYHOCT, KaTO AMILIAHE C OTBOPEHA YCTA, CalluBallMA, EME3UC Ha OAna naHa,
aTaKCHA, TperepeHe, HaMalleHa akTHBHOCT WK uarbpbeHa nosza ce Habatoaasar NpH Kyyera npH
HUBA HA €KCNO3HMUMA NPHONHINTENHO 23 NbTH NO-BHCOKH OT HUBOTO Ha KIIHHHUHA €KCMO3ULINA.
OcBeH TORA, MHOIO JIeKa 10 JIEKA KOCTHO-MYCKYJIHA AereHepauus ce Habmoaasa n XMCTONOMHYHO NpH
AO3H, AABALUHA HUBA HA CHCTEMHA €KCMO3HUHA NPHOMHINTENHO 23 MBTH NO-BHCOKH OT HHBOTO HA
eKCno3dums npu xopa. [1pu Te3n pesynrtary, HUBOTO O€3 e(PEKT € NPH EKCNO3ULMA 6-KpaTHO NMOBHCOKA
OT HHBOTO Ha KJIHHHYHA €KCMO3HULIHA.

CHTAr1MNTHH HE NMOKAa3Ba FEHOTOKCHYHOCT B X042 Ha NPEAKIHHHYHH Npoy4BaHHsS. CHTATIMNITHH HE €
KaHLIEPOTeHEH NMpH MHLLKH. [1pH niibXoBe MMa NOBHLICHA YECTOTA Ha YEPHOAPOOHU aACHOMHM H
KapLIHHOMH MPH HHBa HA CHCTEMHA €KCMO3HLMA 58 NBTH NO-BHCOKH OT TE3H NpH Xopa. Tbi Kato e
YCTRHOBEHO, Y€ XeNaTOTOKCHYHOCTTA KOpe/IMpa ¢ HHAY UMPAHETO HA YePHOAPOOHA HEONIA3UA NpPH
NAbLXOBE, TA3U NOBULLEHA HECTOTA HA YEPHOAPOOHHU TYMOPH MPH MITbXOBETE € BEPOATHO BTOPHUHA,
BC/I€ACTBHE HAa XPOHMYHA XENAaTOTOKCHYHOCT NPH Ta3x BUcOKa ao03a. [lopaaun Bucokara rpaHuua Ha
6e30nacHoCT (1 9-nbTH No-BHCOKA Npu TOBa HHUBO 6€3 eeKT), Te3H HeOMNNACTHYHH NPOMEHH HE Ce
CUYHMTAT peIeBaHTHH 3a Xopa.

He ca HabniogaBaHu cBbP3aHH C NieUEHHETO ePeKTH BLPXY PEPTUINTETA NPH MBHKKH U KEHCKH
NABLXOBE MONYUYHIIY CHTAINIMNTHH NPEAU U NO BpeMe Ha YMdTOCBaHE.

[Ipv npoyuBaHe BbpXY Npe-/NOCTHATAIHOTO Pa3BUTHE HA NNBHXOBE CUTArUNTHH HE NOKa3Ba
HEXENaHH peakLHH.

[IpoyuBaHHMATA BLPXY PEIPOAYKTHBHATA TOKCHHHOCT MOKA3BAT HATUYHETO HA CBBP3AHA C JICHEHHETO,
JIeKO yBeNH4eHa HecToTa Ha ManpopMauru Ha pebpa Ha deryca (JIMncBalur, XUNOMIACTHYHHA U
nnasaiu pebpa) npyu NOKOAEHHUETO HA MABXOBE NPKH HUBA HA CHCTEMHA €KCNO3HUHUA NoBeue oT 29
MbTH NO-BUCOKH OT TE€3H NpH Xopa. TOKCHYHOCT Ha MaHkaTa ce HabAaBa NPH 3aiLM NPY HUBA
noBeye OT 29 NbTH NMO-BUCOKH OT HUBATA HA €KCMO3ULIMA NPH Xopa. [lopaan BUCOKaTa rpaHuLa Ha
6e30nacHOCT, Te3W HAXOAKH HE MPEANONAraT ChIUEeCTBYBAHETO HA CHOTBETEH PHCK 3a

penpoIyYKTHBHOCTTA NpH Xopa. CUTArNIHNTHH Ce CEKPETHPA B 3HAYHMH KOTHYECTBA B MISKOTO Haz"
NAKTHUpALLH TbXOBE (OTHOLIEHHE KbpMa/mnazMma: 4:1). &
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[lpeaxiMHHYHKTE JaHHHK 33 MeETHOPMHH He pa3KkpHBaAT ocobeH pUCK 3a xopaTa Ha Ha3ara Ha
KOHBEHUHOHATHU HAPMAKONOrHYHH NPOYUBaHHA 3a HE€30NaCHOCT, TOKCHYHOCT NPH MHIOKPATHO
npHiaraHe, reHOTOKCHUYHOCT, KapLMHOMEHEH NOTEHLUHANT, PENPOAYKTHBHA TOKCHUHOCT.

6. DPAPMAUEBTHYHHA JAHHHU
6.1 ChnHCbLK HA NOMOLHHTE BEeHIeCTBA

Aapo Ha TabaeTkaTa
MOBHAOH

MUKPOKPHUCTAIHA LEAYN03a
MaHHUTO/

HaTpHEB Jlaypuicyngar
MarHe3ueB cTeapar

DUIMOBO NMOKPHTHE
Xunpomenosa

THTaHOB AHokcua (E171)

Tank

MPONUNEH IHKON

YyepBeH KeneseH okcua (E172)

6.2 HechLBMEeCTHMOCTH
Henpunoxumo

6.3 Cpox Ha roanocr

OPA/AI/PVC//Al Bauctepn: 2 roanHn
PVC/PE/PVDC/PE/PVC//Al 6anctepu: 3 roanuu

6.4 CnennanHy ycJI0BHA HA CHXPAHEHHE

OPA/Al/PVC/Al 6aucmepu:
To3u nexapcTBeH MPOAYKT HE H3UCKBA HHKAKBH CMELWIAHU TEMNEPATYPHH YCIOBHS HA ChbXPAHEHHE.
Jla ce cbxpaHfBa B OpMruHanHaTa OnakoBKa, 3a Ja ¢€ npeanasy oT Bnara.

PVC/PE/PVDC/PE/PVC/Al 6aucmepu:
Ha He ce cbxpansasa Haa 30°C. [Jla ce cbXpaHsasa B OpHrHHaNIHAaTa ONAKOBKA, 34 [a ce Npeanasy oT
BJlara.

6.5 Bua n chaAbpKaHHE HA ONAKOBKATA

banctep (OPA/AIPVC//AlL): 10, 14, 28, 30, 56, 60, 90, 196, 200 duamupaHn TabiaeTkH, B Ky THA.
banctep (OPA/AI/PVC//Al), kanenpapHa onakoska: 14, 28, 56, 196 punmupaHu TabneTkH, B KyTHS.
bancrep (PVC/PE/PVDC/PE/PVC//Al): 10, 14, 28, 30, 56, 60, 90, 196, 200 dunmupanu TabneTky, B

KYTHA.
bauctep (PVC/PE/PVDC/PE/PVC//Al), kanennapHa onakoeka: 14, 28, 56, 196 ¢punmupanu
TabneTKu, B KyTHS.

He BcHukH BMAOBE onakoBKH Morar aa 6baaT nycHaTH Ha nasapa.

6.6 CnenHaaHu NpeanazHH MePKH NMPH HIXBbPJAAHE




Hama cneumaiHu U3MCKBAHUA

7.  HIPHTEXATEJ HA PASPEILEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Maiimercu 50 mg/850 mg - Per.Ne: 20210023

Maiimercu 50 mg/1 000 mg - Per.Ne: 20210024

9. JIATA HA ITbPBO PAZPEIIABAHE/INIOJHOBSABAHE HA PABPEIIEHHUETO 3A
YINIOTPEBA

Jlata Ha nbpBO pa3peiasane: 05.02.2021
Jlata Ha nocneaHo NogHOBSIBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
|1 despyapu 2024

[Moapobua nudpopmaumsa 3a To3M NeKapcTBEH NPOAYKT € NpeAocTaBeHa Ha yebcaiita Ha U3mbaHuTenna
Arenuus no Jlexapcrsara (MAJI) http://www.bda.bg.




