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1. HME HA JIEKAPCTBEHHA ITPOAYKT

Maiimercu 50 mg/850 mg ¢unmupanu TabneTku
Maiimercu 50 mg/1 000 mg punmMupanu TabneTku

' ‘oM Pea. Ne ......... 9602:490/{5

Maymetsi 50 mg/850 mg film-coated tablets ‘ Paspeuwehe

Maymetsi 50 mg/1 000 mg film-coated tablets  SEMAME - % 6’42 3 2 7 11 M

Ogobperine N
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2. KAYECTBEH H KOIMYECTBEH CHCTAB

Maiimercu 50 mg/850 mg duamupanu rabaerkm
Beaka punMupana tabnetka cbabpka 50 mg cutarnunTuH (sitagliptin) n 850 mg merdpopMUHOB
Xxuapoxnopua (metformin hydrochloride).

Maiimercu 50 mg/1 000 mg punmupanu TabneTku
Beaka dunmupana tabnerka coabpaka 50 mg curarnuntuH (sitagliptin) v 1 000 mg metdhopMmuHOB
XUIPOXNOpHA (metformin hydrochloride).

3a MbJHHA COHUCHK HA MOMOLIHHTE BELeCTBa BUAKTE TOuka 6.1.

3. JIEKAPCTBEHA ®OPMA

Dunmupana Tabnerka (Tabnerka)

Maitmercu 50 mg/850 mg punmupanu TabaeTkH: po30BH, OBATHH, ABOMHOU3MbKHAIH, GHUIMHUPAHH
tabneTku, Mapkupanuu ¢ C4 ot eaHara cTpaHa Ha Tabnerkara (npubnuznrentu pasmepu: 20 x 11 mm).

MarimeTcy 50 mg/1 000 mg punmrpanyu TadNeTkn: TBMHOPO30BH, OBANHHU, ABOHHOM3NBKHAIH,
duamupanm TabneTku, Mapkupadu ¢ C3 or eaHaTa cTpaHa Ha TabneTkara (NpUONH3UTENHU pa3MEPH:
21 x 11 mm).

4. KIJNMHHAYHHA JAHHHU
4.1 TepaneBTHYHH NOKAZAHHS

[Ipy BBL3pacTHH NAUMEHTH CHC 3aXapeH auader Tvn 2:

MaiiMeTcH € NOKa3aH KaTo AOMbAHEHHE KbM AUETA M YNPAXKHEHHA 32 NoAo0psaBaHe HA MNUKEMHUYHKA
KOHTPOJI NPH NallHEHTH, IPH KOUTO HE € NOCTHIHAT 33J0BONUTENEH KOHTPOI ¢ MAKCHMAaJTHATA
MOHOCHMA 32 TAX 032 METHOPMHH CAMOCTOSTENHO WM KOUTO BEYE Ce JIEKYBAT ¢ KOMOMHaUKs OT
CHTArNIYMNTUH H METPOPMHH.

MaiimeTcu e noka3zaH B KOMOMHaUHA CbC CyNPOHUTYPEHHN NPOU3BOAHM (T.€. TPOHHO KOMOUHHPAHO
NIEYEHHE) KATO JOMBJIHEHHE KbM JAHETA U YIIPAXKHEHHUSA NPH NALUECHTH, NPH KOWTO HE € MOCTUIHAT
3aI0BOJIUTEJIEH KOHTPO ¢ MaKCHUMAJ/IHATE NOHOCHMA 3a TAX 1033 MET(POPMHH H cyadOHUTYDeS.

MaiimMeTCH € nokasaH KaTo TPOHHO KOMOMHUPAHO JIEYEHHE C NEPOKCH3OMEH nponud)epam- -
akTuBMpaH rama peuentop {(Peroxisome Proliferator-Activated Receptor gamma, PP AdF g m
(T.€. TMA3ONMAHHIMOH) KATO JOIBJIHEHHE KbM JHETA H YIPOKHEHHS NpY NauueHTHY yih
MOCTHIHAT 3310BONIMTENEH KOHTPOA C MAKCHMaJTHaTa MOHOCHMA 32 TAX 1032 METHOE -

Al'OHHUCT.
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MaiiMeTcH CBbLIO € noKa3aH KaTo A00aBKa KbM HHCYJUH (T.€. TPOHHO KOMOMHUP:




AOMbJIHEHHE KbM AMETAaTa ¥ YNPOKHEHUATA 32 NOA0OPABaHE HA MMTMKEMUYHKWA KOHTPOJ NPH
MALMEHTH, KOraTO NOCTOAHHATA 4032 HA HHCYIUH U METHOPMUH CAMOCTOATE/IHO HE OCUIypABa

aJCKBATCH I'NMTUKEMHYCH KOHTPON,

4.2 Jlo3MpOBKA H HAYHH HA NPHIOKEHHE

O3UPOBKA

JIo3MpoBKaTa Ha AaHTHXHUIICPIIIHKEMHAYHOTO neyenue ¢ Maiimercu Tpabea na 6nae
WHAMBHAYANW3KMpaHa Ha Oa3aTa Ha HACTOALLHA pPEeKHM Ha NauKeHTa, €hEeKTHBHOCTTA H
TOJIEPAHTHOCTTA, KATO HE CE NMPEBULIABAT MaKCHMalHaTa NpenopbyeaHa AHeBHa 03a oT 100 mg
CUTATrJIMNTHH.

Bwipacmuu ¢ nopmaana ovopeuna pynkyun (GFR= 90 mi/min)

[1py nauneHTH, NpH KOKUTO HE € MOCTHIHAT 33A0BONUTEIEH KOHTPOA ¢ MAKCUMA/IHATa MOHOCHMA [03a
METPOPMUH KATO MOHOTEpAIKS

[Ipy nauveHTH, NpH KOUTO He € NOCTUTHAT 3aQ0BONHTENICH KOHTPON ¢ METHOPMHH CAMOCTOSATENHO,
obuuaitHaTa HavaiHa R03a TpAOBa 4a AOCTABH 4033 CHTArJIMNTHH B A03a 50 mg /Ba NbTH AHEBHO
(100 mg obwa gHeBHa A03a) NUIIOC N03aTa METPOPMHH, KOATO BeUe € NpHeMaHa.

{Ipy DaUKEHTH, KOWTO NMPEMHUHABAT OT EAHOBPEMEHHO NPHIAraHe Ha CHTAMNWNOTHH W METHOPMHH
ITpn nauneHTH, KOUTO NPEMHHABAT OT €AHOBPEMEHHO NPUIATAHE HA CHTAIUNTHH H MET(OPMHH,
nedeHunero ¢ MaiimercH Tpabea Aa ce 3anouHe ¢ 403aTa CUTArTHNTHH U METHOPMHH, KOATO BeYe €
npuemaHa.

[Ipy nauMeHTH, NPH KOUTO HE € MOCTHIHAT 3aA0BOIUTEAEH KOHTPO ¢ ABOHHO KOMOWHHPAHO JIEYEHHE
C MaKCHMAaJTHaTa NOHOCKMA 1033 MeTHOPMUH M cyadoHnaypes

Ho3ara TpabBa Aa nocTaBU cuTarnMnTyH B 103a 50 mg nBa nbTH aHeBHo (100 mg obina qHeBHA 103a)
4 n03a MeThopMHH, NOJ0OHA Ha 103aTa, KOATO Beue € npuemana. Koraro MafiMercu ce u3nonssa B
KOMOMHALMA CBC CYNPOHMNYpEs, MOXKE Ja CE HAJIOXKM yrnoTpebaTa Ha No-HUCKa 4033 CyNDOHUTYpEd,
3a Ja Ce HAMAIHY PUCKDBT OT XHNOTJIMKEMHSA {BXK. Touka 4.4).

[1pyu nauMeHTU, NPH KOUTO HE € MOCTUrHAT 3aJ0BOJUTENEH KOHTDO ¢ ABOMHO KOMOMHHPpAHO NeueHHe
¢ MaKcuManHaTta NnoHoCHMa no3a MethopMuH U PPARY aroHuceT

JozaTta TpaOea Aa ROCTaBH CHTATNMNTHH B 2033 S0 mg aBa mbTH aHeBHO {100 mg obima nHeBHa no3a)
H J03a MeT(POPMHH, NOAOOHA Ha 103aTa, KOATO Beye € NMpUeMaHa.

[1pH NALKWEHTH, NTPH KOHUTO HE € NOCTUIHAT 3a/10BOJHTENEH KOHTPON ¢ ABOHHO KOMOHHHPAHO NIEYEHHE
C MHCYIHH U MAKCHMAJIHATA MOHOCHMA 1033 MeTHOPMHH

Ho3zata TpabBa na nocraeu curarnunTuH B 103a 50 mg apa nsTH AHeBHO (100 mg obia AHeBHa 1034)
U A03a MeTPOPMHH, noaodHa Ha n03aTa, KOATO Beye e npyeMaHa. Korato MaiiMeTcH ce n3moniea B
KOMOMHALIHA C HHCYJIMH, HUCKATa J032 HHCYJIMH MOXKe [a € HeoOXoanmMa 3a peayuHpaHe Ha PHCKa OT
XHnoraukeMusa (BxK. Touka 4.4).

3a paznvuHHTE 403U MeTdopmuH, MaliMeTcH ce npeanara B KOHLUEHTpaUua no 50 mg CUTarTUMNTHH U
850 mg metdopmunor xuapoxnopua uau 1 000 mg MeTGOpMHHOB XHAPOXIOPUA.

Bcuuky nauueHTH TpabBa 12 npoAbKAT MpenopbyaHaTa MM AHETA ¢ aiCKBAaTHO pa3npeaeeHHE Ha
[IPUEMA Ha BBINEXHAPATH Npe3 ACHA.

Cneyuannu nonyaayuu
Bvbpeuno yepexcoane
He ce Hanara kopekuus Ha 103aTa Npy NaUMEHTH ¢ IeKO Ob0pevHo yBpexaaHe (CKOpocT
rnomepyiHa puntpauua [Glomerular Filtration Rate, GFR] > 60 mi/min). Ipeau 3anoue
NICUEHUE ¢ NPOAYKTH, ChAbpxkalun MeThopMuH, Tpadsa na ce Hanpasu oueHka Ha GFR
a cnel TOBa - [OHE BeAHBbXK roauHo. [IpH nauMeHTH ¢ NOBHLIEH PHCK OT NO-HATATHLL




nporpecupane Ha 6bOpeUHO YBpEKAaHE W NPM NALMEHTH B CTApYeCKa Bb3pacT Tpsibaa nmo-4ecTo [a ¢e
npaBu oLeHKa Ha ObOpeuHaTa PpyHKUMs, HaNPHUMepP Ha BCeKH 3-6 Mecela.

3a npeanounTaHe € MakCUMalHaTa AHEBHA K03a MeT(GOpMHH 1a Obae pa3zaeneHa Ha 2-3 AHEBHH 103M.
DakTOopH, KOUTO MOraT 2 YBENU4aT PUCKA OT NAKTaTHA auKMao3a (BX. Touka 4.4), Tpadea ga Obaar
pepasrielaHu, npeau 1a ce 0OMHUCIH 3ar0UBAHETO HA NeUeHUE ¢ METGOPMHH npu nauneHTH ¢ GFR<
60 ml/min.

AKO He e N1ocTbHA A030Ba opMa Ha MalMeTCH ¢ aeKBaTHO KOJIMYECTBO HA AKTHBHOTO BEUWECTBO,
BMECTO koMOHMHauMs ¢ PUKCHpaHU 103 TPAOBA Aa ce M3MNOoN3BaT OTACTHHTE MOHOKOMITOHEHTH.

GFR mi/min Merdopmun CHTAIIMNITHH
60-89 Maxcumarnama oneena ooza e Maxcumannama ounesna 0o3a e
3 000 mg. 100 mg.

Moxce 0a ce obmuciu noRUMICAsanHe Ha
003ama 8b8 8PB3IKA C HAMAIABAHEMO H(

bvbpeunama Qynxyus.
43-59 Maxcumannama ouegna 0o3a e Maxcumannama onegna 0oza e
2 000 mg. 100 mg.

Havuannama 0o3a e HQli-MHoz20
ROJOBUHAMA OM MAKCUMAIHama 0034.

30-44 Maxcumannama onesna 0oza e Maxcumarnama onesna 0oza e
1 000 mg. 50 mg.

Hauarnama ooza e nati-mnoco
noaoceuUHamMa om MaKcumMarHama 0o3d.

< 30 Memepopmun e npomusonoxasan. Maxcumanrnama onegna 0o3a e
25 mg.

Yeproopobro yepeodicoare
MaiiMeTcH He TpadBa na ce H3NO0A3Ba NPH MALMEHTH ¢ YePHOAPOOHO yBpexaaHe (BxK. Touka 5.2).

Cmapuecka sv3pacm
Toii kaTO0 METGOPMHH H CHTArJIMNTHH Ce eKCKpeTHpat upe3 00peuute, Maiimercu Tpsbea na ce
M3M013Ba C NOBULIEHO BHUMAHHE MPH HanpeasaHe Ha Bb3pacTra. Heo0X0AMMO € MOHMTOpHpPAHE Ha

6n6peunara ¢pyHkuus, 3a Aa c€ NOANOMOrHE NpeAna3BaHeTo OT CBbp3aHaTa ¢ MeT)OPMHH J1aKTaTHA
aLuHAo03a, Hal-Beue B CTapuecKa Bb3pacT (BXK. TOUKH 4.3 U 4.4).

[TeOuampuuna nonyrayus

MaiimMercu He TpabBa Aa ce H3noa3sa NpH Ae1a W IOHOLIK Ha Bb3pacT ot 10 no 17 ronnHu nopaau
HeloCcTaThuHa epHKacHOCT. HannuHuTe noHacTosALueM AaHHY ca omHcaHu B Touku 4.8, 5.1 1 5.2.
Ma#MeTcH He € NpoyYBaH NpU NeavaTPUYHH NAUHEHTH Ha Bb3pacT nox 10 roamuu..

Hauun Ha npunoxeHue
MaiimeTcu TpsOBa Aa ce npuemMa ABa ITbTH AHEBHO C XPaHa 32 HAMAISABAHE HA HEXKEJIAHUTE PeaKUUu
OT CTpaHa Ha CTOMALHO-UYPEBHMA TPaKT, CBbP3aHH ¢ METPOPMHUH.

4.3 IIpoTaBOonoKa3zaHHs
MakmercH € NPOTHBOMOKA3aH NPH NaUHEHTH CbC:

- CBPBLXYYBCTBHTEJIHOCT KbM aKTUBHHTE BELLIECTBA KK KM HAKOE OT NMOMOLUHUTEAE
u30poeHHU B Touka 6.1 {(Bx. Touky 4.4 u 4.8);

- BCEXH THM OCTpa MeTabOAUTHA aLKA03a (KaTo TaKTaTHA alua03a, AHaberHa Ke

- avadeTHa npexoMma;




- TexKa 6bOpeuHa HepocTaTbuHOCT (GFR < 30 ml/min) (Bx. Touka 4.4);
- OCTPHY ChCTOSHUSA C BH3MOXKHOCT Aa U3MEHAT ObOpeunaTa QyHKLMS KaTo:
- AexXHaparauus,
- TeXKKM HHPEKLUUH,
- LUOK,
- BbTPECHAOBO NPHJIOKEHUE HA HOAKWPAHH KOHTPACTHH BelllecTBa (BxK. Touka 4.4);
- OCTPO WIH XPOHHUHO 3a0019BaHe, KOETO MOXKE Aa NPHYMHH XHITOKCHA Ha TbKaHHTE KaTo:
- CbhpAEYHA WIIH PECNUPATOPHA HEAOCTATHYHOCT,
- CKOpOLleH MHoKxapaeH HH(AapKT,
- WIOK;
- yepHOAPOOHO YBpEXKIaHE;
- OCTPAa ANKOXOJIHA HHTOKCHKALIMA, ATTKOXONTH3bM;
- KbpPMEHE.

4.4 CneuHaaHn npeynpexICHHA H NPEANAHE MEPKH PR ynoTpeda

Qo6
MaiimMetcu He TpaOBa Aa ce H3N0A3Ba NPH rauueHTH ¢ AWadeT TN | W He TpaOBa a CH M3M0JI3Ba 3

JledyeHUe Ha quabeTHa KeToauuaosa.

OcTbp NAHKPEATHT

Ynotpedara va DPP-4 (aunentnann nentunaza-4) HHXMOMTOPK € CBBP3aHA C PUCK OT Pa3BUTHE Ha
ocThp NaHkpeaTuT. [lauuenrure Tpabea za ObaaT HHPOPMHUPAHH 32 XaPAKTEPHUA CHMITOM Ha OCTbP
NaHKpPEaTHT: NEPCUCTHpALLA, MHOTO CHITHA KOopeMmHa bonka. Cnea npekpaTaBaHe Ha CUTarMITHH ce
HabnoaaBa OTIIYMABAHE HA NAHKPeaTHTA (ChC Wi H€3 NoAIbPKALLIO IeYeHHE), HO B MHOTO PENKH
C/Iyyad € cbOoOUIABAHO 32 HEKPOTH3HMPALL MM XEMOpParHieH NaHKpeaTHT W/ WK CMBPT. AKO UMa
CbMHEHUA 3a NaHKpeaTHT, TpAOBa Ja ce npeKpaTH npuema Ha MaiMercH U Apyri NoTeHLHATHO
NoJO3HPAHH JIEKAapCTBEHH NPOAYKTH; aKO C€ NOTBLPAH OCThP NAHKPEaTuT, NpueMbT Ha MailiMeTcH He
TpabBa na ce Bp300HOBABAa. HeoOxoauMo € noBHileHO BHUMAHHE NPH NAaLMEHTH ¢ aHAMHe3a 34
MaHKpPeaTHrT.

JlakTaTHa aluao3a

JlakraTHaTa auMa03a, MHOro pAaaKo, HO CEPHO3HO META0ONIMTHO YCTOKHEHHE, HAH-4eCTO HACTHNBA
[IpY OCTPO BJIOLNABaHe Ha OLOpevHaTa pyHKUMA, KapaAHO-pecTIMpaTOpHO 3a00nBaHe HIIH CEMNCHC.
HaTtpyneaHeTo Ha METQOPMHH HacTbIIBa NpH OCTPO BnoiiasaHe HA HrOpeunaTa PyHKLKM U
YBEJIHYABA PMCKA OT JIAaKTaTHa auuao3a.

B cnyyai Ha nexuaparauus (TexKKO NoBPbLIAHE, UAPHA, TPECKA HWIIH HaMaJleH NIPHEM Ha TEYHOCTH)
TpAOBa BPEMEHHO [1a Ce Crpe NpUeMbT Ha METPOPMUH M € NPENOPHUMTENHO 1a C€ YCTAHOBH BPb3Ka C
MEMLIMHCKH CNIELIHANIMCT.

[IpHeMbT Ha NeKapCTBEHH NPOAYKTH, KOMTO MOraT oCTpo Aa yBpeasaT OubpeunaTta dyHkuua (kato
aHTUXHMIMEPTEH3NBHU cpeacTra, auypetium 1 HCLIBC) tpabsa pa ce 3anouxe ¢ noBUIIEHO BHHMaHHE
NpH NaLUEHTH, NEKYBaAHH ¢ MeTHOPMHH. [lpyru puckoBu PakTopH 3a NaKTaTHA alMa03a ca
MPEKOMEPEH MIPHEM Ha aJIKOXON, YEPHOAPOOHA HEAOCTATHYHOCT, HEAOCTATBHHO KOHTPOJIUPaH anaber,
KeT03a, NPOABIKHUTENHO MAAYBAHE U BCAKAKBHM ChCTOAHUA, CBBP3aHM C XUITOKCHS, KAKTO U
eqHOBpEMEHHaTa ynorpeda Ha JIEKApCTBEHHU MPOLYKTH, KOMTO MOraT Aa MPHYHHAT NaKTaTHa alida03a
(Bk. TOukH 4.3 1 4.9).

[TauuenTure u/munu GonHornenaunrte TpaGea Aa 6baaT HHGOPMUPAHH 3a PHUCKA OT JIAKTATHA aLMA034.
JlakTaTHaTa auMa03a ce XapakTepu3npa ¢ allu03Ha AUCTIHesd, KopeMHa 0olka, MyCKYJTHH KPaMITH

nabopaTopHHM HaXO0AKH ca NOHMXEeHO KpbBHO pH (<7,35), noBHLUEHH HHBA Ha N1a3MEHUS
mmol/l) ¥ nosyiLIEHa aHHOHHA Pa3/IMKa ¥ CbOTHOLLIEHHE JIaKTaT/MHPYRAT.




[layuenmu ¢ ycmarnoeernu uwiu n0OO3UPAHU MUMOXOHOPUQTHU 3a00IAGAHUSA

[1py naMeHTH ¢ ycTaHOBEHH MUTOXOHAPHANHY 3a60NABaHHA, KATO CHHAPOM Ha MUTOXOHApPUATIHA
eHuedanonaTua ¢ NakTaTHa auMao3a M uHeynronoaobHu enuzoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u Hacneacrsen amabeT u rnyxora rno
maitunHa nuHus (Maternal inherited diabetes and deafness, MIDD), meTdhopmuH He ce npenopbyBa
Mopaax pucka ot 00OCTPAHE HA NAKTaTHA alKW103a U HEBPOIOFMYHH YCI0KHEHHA, KOMTO MOXE 13
OOBEJAT A0 BIAOLIABaHE Ha 3a00ABaHETO.

B cnyuyai Ha npu3HauyW ¥ CUMITTOMH, nokaszareuy 3a MELAS cunppom wnn MIDD, cnen npuema Ha
MeT(GOPMHH, Jie4eHHeTO ¢ MeThOpMHH TpAOBa 1a ce cnpe BeaHara 1 aa ce HanpasHd Obp3a
QHArHOCTUYHA OLEHKA.

buOpeuna pyHkLMA

[Ipean 3anousane Ha neyeHHETO TpAOBa Aa ce HarnpaBH oueHka Ha croiiHocTuTe Ha GFR M peaosHo
ciael Toea (BX. Touka 4.2). MaliMercH e npotusonokasaH npu naudeHTH ¢ GFR <30 mi/min u tpatea
aa 6bae BPEMEHHO CNPSH NPH HATWYME HA ChCTOAHKA, KOUTO NpoMeHAT OnOpeunaTa GyHKUHA (BXK.
Touka 4.3).

XUIMIOTTUKEeMUS

[TanueHTn, nonyuasawn MakimeTcH B KOMOMHAUHA CbC CYNPOHUITYpEa HIIM ¢ HHCYJIHH, MOXKe /J1a ¢a
H3N0XKEHHU HA PUCK OT XUNorinkeMua. CneaoBartesnHo, MOXeE a € HeoOXOHMO HAMAJIBAHE Ha 103aTa
Ha CYJT(QOHHIIYPeATa HIH Ha MHCYJIUHA.

Peaxiinu Ha CBPBLXYYBCTBUTENHOCT

MMa noCTMapKETHHIOBH CHOOLLIEHHS 32 CEPHO3HH PeaKLUMH Ha CBPbXYYBCTBUTETHOCT NP MALIMEHTH
JIEKYBAHH CbC CHTArNUNTHH. Te3n peakuuH BIUTIOYBAT aHapHUNaKCHA, aHTHOeaeM H eKChOTHaTUBHHU
CLCTOAHHA HA KOXaTa, BKTIOUMTENHO CHHAPOM HA Stevens-Johnson. HauanoTto Ha Te3W peakuuH
HACTBHNBRA B PAMKHTE HA MbPBUTE TPH MECELlA OT 3aMOUYBAHE HA NEUYCHHETO ChC CHTAFTUNTHH, HAKOH
Cly4ad HaCTBLMABAT CAEA MbpBaTa A03a. AKO C€ MOJ03Hpa PEaKius Ha CBPbXYYBCTBUTETHOCT, NPHEMBT
Ha MaiimeTcu TpsOBa fa ce npexkpaTH, TpadBa 4a ce OLUEHAT APYIH NOTEHLHAIHH NPHYHHH Ha
cbOUTHETO H TPADOBA A2 Ce Ha3HAYH aNTEPHATHBHO NevYeHue Ha auabeta (BxK. Touka 4.8).

byao3en nempuroun
[Tpu nauuentH, npuematuu DPP-4 HHXWOMTODH, BIUTIOUHTENHO CUTATTIMIITHH, HMA NTOCTMAPKETHHIOBH

cbOOLLEeHHs 3a Oyno3eH nemMpurona. Ako HMa CbMHEHUS 3a Oyn03eH neMdurona, NpUeMBT Ha
MaiimMeTcH TpaOBa Aa ce NPeyCTaHOBH.

Onepauys
MaiimercH TpaOBa aa ce crpe no BpeMe Ha ofniepauns noa odiua, CNUHANHA WY eNUIyPanHa

aHecTe3Hs.
JleueHneTo moxke na 6bae Bb30OHOBEHO He NMo-paHo OT 48 yaca ciien onepauusaTa UK
Bb30OHOBABAHETO HA XPAHEHETO NPE3 YCTA, U NPH ychoBHe ye ObOpeyHaTa GyHKLIMS € OLlEHEHA
OTHOBO H € YCTAHOBEHO, 4e e cTabunHa.

[IpunoxeHue Ha HOAWPAHH KOHTPACTHU BELUECTRA

BsTpecha0BOTO NpUIoKEHHE HA HOAWPAHH KOHTPACTHHA BELIECTBA MOME [1a A0BE/E 4O KOHTPACT-
HHAYUWpaHa HeponaTus, BOACLIA A0 HATPYNBAHETO HA METHOPMHUH M NOBHILIEH PHCK OT NAKTATHA
aluao3a. MaiiMercu TpsOBa aa ce cnipe npeau WK No BpeMe Ha NpoLeayparta 3a obpazHa
JAHArHOCTHKA H He TpaOBa na ce Bb30OHOBABA 10 Hail-Manko 48 yaca cnea TOBa, NpH YCJ0BHE Ye
ObOpeuHaTa PYHKLMA € OLEHEHA OTHOBO M € YCTAHOBEHO, ue € cTabunHa (BXK. Toukd 4.3 u 4.5).

[IpoMsaHa B KIHWHHYHHA CTATYC Ha MAUMEHTH C KOHTpoaupaH avaber tun 2
[TauneHTH ¢ AHabeT TUN 2, NpeaH ToBa Jodpe KOHTpoaupaH ¢ MalMeTCH, KOMTO pa3B
OTKNOHEeHHUA B 1abopaTopHU NOKa3aTeNn WK KIMHUMYHO 3abonsapaHe (Hali-Beue HesCH(
aeunrpaHo 3abonaBaHe) TpabBa He3abaBHO Aa C€ OLEHAT 32 HAIMYHE HA KETOAUUAO




auuaosa. Ouexkara Tpadea Aa BKJIOYBA CEPYMHH €NEKTPOIHTH H KETOHH, KPBbBHA 3aXap U aKo Ce
Hanara pH Ha kpbBTa, HHBA Ha JIAKTAT, NUPYBAT H METGOPMHH. AKO C€ NOSBH ALKI03a, B KOATO W 14 €
dopma, neyeHHeTo TpadBa Aa ce cnpe He3abaBHO M TPAOBa Aa ¢e NpeAnpHeEMaT NOAXOAAIIH
MPOTUBOACHCTBALLH MEPKH.

Heduuurt Ha BuTamud B12

MeTdopMirH MOke na HaMal CEPYMHHUTE HUBA Ha BUTAMHH B12. PuckbT OT HUCKH HUBA Ha BHTAMUH
B12 ce yBenuuyasa ¢ yBe/1MHaBaHe Ha 103aTa METHOPMUH, MPOALIKHTETHOCTTA HA NEYEHHETO H/HNH
NpHU NaUMEHTHU C PUCKOBH (PAKTOPH, 38 KOHTO € U3BECTHO, Y€ NMPUYHHABAT AedULMT HA BUTAMHH B12.
B cnyuait Ha cbMHEHHUE 32 1ePUUMAT HAa BUTamMKH B12 (kaTo aHeMus uay HeBpomnaTHg), CepyMHHTE
HUBA Ha BUTamuH B12 Tpabsa na ce npocneaasar. [IepruoanuHo npocienseaHe Ha BUTaMuH B12 moxe
[a C€ HAJ0XU NPH NALUMEHTU C PUCKOBH (PAKTOPH 3a AePHUMT Ha BUTAaMHH B12. Tepanuara ¢
MeTHOPMHUH TpAOBA 1a MPOABIKK, AOKATO C€ NOHACA 100pe H HE € NMPOTHBOMNOKA3aHa, U J1a ce
OCHUI'YPH NMOAXOAALLO KOPHUTHpALLO NICYEHHE 3a AePHuUMT Ha BUTaMUH B12 B cxoTBEeTCTBME €
HACTOALLMTE KIIHHHYHHY HACOKH.

Harpuii
To3sa nekapcTBO ChABbPKA NO-MANKO 0T | mmol Hatpuit (23 mg) Ha TabneTka, T.€. MOXKe [a ce Kaxe,
Y€ NMPAKTUYECKH HE CbAbPXKa HATPHH.

4.5 BiaumoaelicTBHe ¢ APYId JICKAPCTBEHA NPOAYKTH H APYTrH GOpPMH HA B3anModeHcTBHE

EaHOBPEMEHHOTO MHOIMOKPATHO MpHaaraHe Ha cHTarnunTuH (50 mg nBa NbTH JHEBHO) U METHOPMHH
(1 000 mg nBa MbLTH JHEBHO) HE € NPOMEHHWIO 3HAYHTENHO (PapMaKOKUHETHKATA KAKTO Ha
CUTarJMNTYH, TaKa H Ha MeTQOPMHH NPH NalUKeHTH ¢ anabeT THN 2.

He ca u3BbpliBaHy npoy4BaHHA 38 PAPMAKOKHHETUYHM IEKApCTBEHH B3auMoaeicTBua ¢ MaiiMercu;
obaye TakHBa NpOy4BaHHA ca NPOBEXKAAHH C OTAECIHHATE AKTHBHH BELUECTBA, CHTATTUIITHH H

MeTHOPMHH.

He ce npenopbusa ¢bnbTeTBaILA YIIOTPEDA

Akoxon
ANKOXO/IHaTa MHTOKCHKALUHA C€ CBBLP3Ba C MOBHLLUEH PKHCK OT NaKTaTHA auKuao3a, ocobeHo B cnyyan Ha
rnagyBaHe, HEAOXPaHBaHEe WIIH YePHOAPOOHA HEAOCTATLUYHOCT.

HoaupaHH KOHTpPacTHH BelliecTsa

MaiimeTch Tpa08a 3aab/DKHTENHO Aa CE CTIpe NPeay WIH Mo BpeMe Ha npoleaypara 3a obpa3Ha

OHArHOCTUKa U He TpaOBa Aa ce Bb30OHOBABA 0 Hal-Manko 48 uaca ciien ToBa, NP YCIOBHE Ye
O1OpeyHaTa PyHKIIHA € OLEHEHA OTHORO H € YCTAHOBEHO, 4e e cTabunHa (Bx. ToukH 4.3 u 4.4).

KoMOHHaLKWH, M3HCKBALIM NPEeANa3Hy MEepKH NpH ynorpeba
Hakou nexapcTeeHu NPOAYKTH MOraT Aa ce oTpa3ar HebnaronpHaTHo Ha OLOpeuHaTa GpyHKUMA, KOETO

MOXKE J1a YBEJIMUM PUCKA OT NaKTaTHa aumaosa, Hanpumep HCTIBC, BkatounTenHo ceNekTUBHH
HHXHOHUTOpH Ha uuknookcurenasa (COX) I, ACE unxuburopy, aHruorensun Il peuentopun
aHTaroOHUCTH KU AUYpETHLIH, ocoDeHO OpuMKoBH AHypeTHuM. [1pu 3anouBaHeTo wiu ynorpedara Ha
TaKHBa NPOLYXTH B KOMOUHALMA ¢ METPOPMUH € HEOOXOAUMO BHHMATEITHO NPOCASABAHE HA
OvOpeunara dyHKUHS.

CrbTCTBallATa ynoTpeba Ha IEKapCTBEHH MPOAYKTH, KOWTO MOBAUABAT OOWMTE TPaHCMOPTHY
CHCTEMH B OBOpeqnuTe TyOynu, BiumioueHH B 666peuHOTO enuMupane Ha MeThopMHuH (Hamp.

HHXHOMTOPH Ha OpraHMvHUA KaTHOHeH TpadcnopTep-2 [Organic Cationic Transporter-2,
OCT2])/myaTunekapcTBeHHs H TOKCUH-eKCTpyAupall npoterd [Multidrug and Toxin Ext
Protein, MATE] kato paHonasuH, BanaeTaHud, NOJTyTerpaBup ¥ UWUMETHIKH), MOraT Aa
CHCTEMHATa €KCNO3UUMA Ha MET(OPMHH H 1a YBEJIHYAT PUCKA OT NaKTaTHa aumgosa. T
OOMMCIAT NON3UTE U PUCKOBETE OT CLITLTCTBaWATa ynorpeba. Tpabsa na ce obmucu i




NpeCaciiBaHe Ha NTHKCMHAYHHA KOHTPON, 4dalITHPAHC HA A03aTa B PAMKHTC Ha NPpCOOPBUYHUTC/THATA
A03UPOBKA U IMPOMCHH B ICHCHHUCTO HA ﬂHHﬁET&, KOrato TakHsea JCKApCTBCHH NIPOAYKTH CE€ npUaarart

€ JHOBPEMEHHO.

["AHOKOKOPTHKOMANTE (MpHIaraHy No CHCTEMEH M JIOKaJIeH NbT), OeTa-2-aroHMCTUTE U JHYPETHLINTE
MUMaT NPHUCHLIO XHNEPriIUKeMUUHO acHcTBHE. [launMeHTHTe Tpadea na ce HHbOPMHUPAT U NO-4ECTO Ja
M3MEPBAT KPLBHATA CH 3aXap, 0COOEHO B HAYANIOTO HA JICUEHHETO C TAKHUBA JIEKAPCTBEHH MPOIYKTH.
AKoO € He0dX0AMMO, 103aTa HA AHTHXHIMEPIJIMKEMHYHHA JIEKaPCTBEH NPOAYKT TpadBa Ja ce aaanTupa
0 BPEME Ha JIEYEHHE C APYTrHA JIEKAPCTBEH NPOAYKT H NPKH HETOBOTO NpPEKpaTABaHEe.

ACE-nHxnOuTOpHTE MOTAT 1a MOHWXXAT HYUBATA HA KpbBHATAa 3axap. AKO e HeoOX0IMMO, 403aTa Ha
aHTHXUMNEPTrIMKEMUYHHA NEKAPCTBEH NPOAYKT TpAdBA Na ce ananTypa 1o BpeMe Ha NEYEHHUETO C
OpYTHUS A€KApCTBEH NPOAYKT M MPH HEMOBOTO MNpEKpaTABaHE.

EdekTH Ha IpYyru NeKapCTBEHH NPOAYKTH BbPXY CUTArIHNTHH
In vitro ® KNMHWYHUTE JAHHH OMUCAHHM MO-A0JY MPEANoarar, Ye pucKbT OT KITMHHYHO 3HAYHMH
B3aUMOJCHCTBUA NPHU €AHOBPEMEHHO NPUIOKEHHUE C APYTH JIEKAPCTBEHU NMPOAYKTH € HUCHK.

In vitro Npoy4BaHUA NOKA3BAT, Y€ OCHOBHHUSA €H3WM OTrOBOPEH 3a OrpaHHYEHHA METa0O0IM3bBM Ha
curarmunTuH € CYP3 A4, ¢ yuactue Ha CYP2CS. [lpu nauneHTH ¢ HopManHa 0b0peuHa Pyuxums,
MeTa00JIU3IMBT, BIUTIOMUTENHO H upe3 CYP3 A4, urpae camo Maika pons B KJIMPBHHCA Ha CUTArIMITHH.
MeTtaboau3MbT MOXKE [a Hrpae no-BakHa pois NPH eNMMUHHPAHETO HA CHTATJIUNTHH B YCNOBHUA HA
ocTpo 61LOpeuHo yBpeiaaHe Win TepMuHanHa 6x0peuna HenocrarsuHocT { TBH). [opaau Tasu
NMPUYKHHA € Bb3MOXKHO MOLLHH HHXHOHTOpH Ha CYP3 A4 (Hanp. keTOKOHA30J1, UTPAKOHA30N,
PUTOHABHP, K1apUTPOMHLIMH) Aa NPOMEHAT PAPMAKOKHHETHKATA HA CHTATTTUNTHH MPH NMALHEHTH ¢
TexKO OBOpeuHo yspexaane uin ThH. Edextute Ha MownuTe CYP3 A4 unxuburopu B ycnosus Ha
OBLOpeUHO YBpEXKIAHE HE Ca OLICHABAHM MPH KJIUHHYHO NPOYYBAHE,

In vitro npoyuBaHus 3a TPaHCMOPTA NOKA3BAT, Y€ CUTAMVIMIITHH € CyOCTpaT Ha p-rITHKONPOTEHHE H
TpaHcnoprepa Ha opraid4Hn aHHoHH-3 (OAT3). OAT3 MeauupaHUAT TPAHCNOPT HA CUTATJIMIITHH Ce
HHXUOHDPA in vitro OT npobeHeuna, BLNPEKH Y€ PUCKDBT OT KNIMHHYHO 3HAYMMH B3aUMOAENCTBHA ce
CMATA 3a HUCBK. EaHOBpeMeHHoTO npunoxkeHue HA OAT3 uuxuOUTOpU HE € oLIeHEeHO in vivo.

Ljuxnocnopun: llpoBeneHo e npoy4BaHe 3a OLUEHABAHE HA €(PEKTa Ha UMKIOCMOPHH, MOLIEH
HHXMOUTOP Ha p-TIUKOMPOTEHHA, BbPXY (PapMaKOKMHETUKATA HA CHTarAHNTHH. EnHoBpemenHoTO
MPHIOXKEHHE Ha €AHHHUYHA NnepopanHa aA03a 100 mg cHTarnunTuH U €AMHUYHA MepopaiHa 1034

600 mg unknocnopuH nosuwiasa AUC U Cpax H2 CUTaArTHNTHH CHOTBETHO C NpUbAU3HTENHO 29 % ¢
68 %. Te3u npoMeny BbB PapMaKOKMHETUKATA HA CHTAIJIMIITUH HE C€ CMATAT 332 KIHHHYHO 3HAYMMM.
B1OpedYHHAT KIMPBHC Ha CUTATJIMNTHH HE € 3HAYMTENIHO NpoMeHeH. ClneaoBaTenHo, He ce O4aKBaT
3HAYHMH B3aHMOICHCTBUA C APYrH UHXHOHTOPH HA P-rIUKONPOTEHHA.

EdekTH Ha CUTArAUNTHH BLPXY APYIH JIEKAPCTBEHH NPOIYKTH

Hueoxcun: CurarnuntrH uma cnad eekT BbpXY Maa3MeHaTa KOHUEHTpaunsa Ha AMrokcud. Crnen
npuiaradero Ha (0,25 mg AUrokcuH eaHoBpeMeHHO ¢b¢ 100 mg cUuTarnunTUH JHEBHO B NPOIB/DKEHHE
Ha 10 aHu, mnasmeHata AUC Ha aurokcuH HapacTtea cpenHo ¢ 11 %, a nnasmenaTta Chax cpearo ¢ 18
%. He ce npenopbura kopurupaHe Ha n03ata AMrokcHH. B cbioTo Bpeme, NaLMEeHTHTE C PUCK OT
AMIOKCHHOBA TOKCHUYHOCT TpAOBa Aa 6baaT NPpOCNeagBaHM 33 TaKaBa, KOraTO CHTArMHNTHH U
JUTOKCHH C€ MPWIATAT €HOBPEMEHHO.

In vitro naHHyUTE MOKAa3BAaT, Y€ CUTArNUNTHH He NoTHCKa M He HAyuupa CYP450 uzoensumute. Ipu
KJIMHHYHH NPOYYBaHHA CUTArIUIITHH HE NMPOMEHS 3HaYMMO (apMaKOKUHeTHKATa Ha METHOPMHUH,

rHOYypul, CHMBACTATHH, PO3UTIMTa30H, BapdapyH WM NepopaiHH KOHTPAaUENTHBH, 1aBaii '
NAHHH 33 MaJlka BEPOATHOCT OT MpeIHU3BHKBaHE Ha B3aUMOJeHCTBHUA ¢BC CyOcTpaTH Ha C

cnab uHXHMOUTOP Ha p-TTUKONPOTEHHA in vivo.




4.6 @epruaHTET, PEMEHHOCT B KbpPMeHe

bpeMeHHOCT
Hama goctatbuHo AaHHHM OT ynioTpedaTta Ha CHTArunTUH Npy 6peMeHHu xeHu. [IpoyusaHus npu

KHBOTHH MOKa3BaT penipoaAyYKTHBHA TOKCHYHOCT I[TPpH BUCOKH A03H CHTAIJIHIITHH (B}l{. TOUKA 53)

OrpannyenuTe JaHHW npeanonarar, 4ye ynorpedara Ha MeTGOopMUH Npy OpeMeHHH HE € CBbP3aH C
MOBHIUEH PHCK OT KOHreHUTanHu Mandopmauuu. [IpoyusaHuara ¢ MeTHOPMHUH NpH KHBOTHH He
NOKa3BaT BpeaAHH ¢(PeKTH BbB Bpb3Ka ¢ DpeMeHHOCTTa, eMOPUOHANHOTO U PeTaNHOTO pa3BUTHE,
PAXIAHETO WIIH NOCTHATAMIHOTO pa3BHUTHE (BK. CbLIO TO4Ka 5.3).

MaiimMeTcH He TpsadBa Ja ce U3NoN3Ba NO BpeMe Ha OpeMeHHOCT. AKO NAUMEHTKATa UCKa Ja
3a0peMeHee WIH aKo HacThNY OpeMEHHOCT, IeYeHHETO TpADBA na ce NpeKkpaTH U NauMeHTKarTa aa
NpeMUHE HA IeHEHHE C HHCYIHH BH3MOXKHO HaH-CKOPO.

KbpMmene

He ca npoBeknaHW npoy4BaHWs NMPH KbPMELIH XKHBOTHH ¢ KOMOWHHUPAHHUTE aKTUBHH BELLECTBA HA
TO3H NIEKAPCTBEH NPOAYKT. [IpH npoyuBaHHs NPOBEXKIAHH C OTAENHHTE AKTUBHY BELUIECTBA M
CUTarJIMATUH, U METQOPMHH C€ EKCKPETHPAT B MJISKOTO Ha JaKkTupawy rurbxose. [ipu xopa
METPOPMHH CE EKCKPETHPa B KbpMaTa B MaJIKH KoH4ecTBa. He e U3BeCTHO Aayik CUTArJIMNTHH Ce
eKCKpeTHpa B KbpMaTa. CnegoeatenHo MaiiMercu He TpabBa Aa ce H3NO0J/i3Ba NPH XKEHH, KOUTO
KbpMAT (BXK. TOWKa 4.3).

Qeprunurer
JlaHHWTE OT Npoy4BaHHA MPHU KMUBOTHU HE MPEANONAraT BIUAHHE BbPXY QEPTUIHNTETA HA MBKKH H
XKEHCKH IUTbXOBE MPH TPETHPAHE ChC CUTATIMNITHH. JIMICBAT AaHHH NPH XOpa.

4.7 Ed¢exTH BbLpXYy cnnocobHOCTTA 32 odapane H pabora ¢ MALIHHH

MaiiMeTCH He NoBNUABA WM NOBNUABA NpeHebpexumo cnocobHocTTa 32 WwodupaHe u pabota ¢
MalvHK. B cbluoTo BpeMe npu wodupaxe unu pabora ¢ MauiMHy, TpaOBa aa ce UMa npeaBHa, Ye NpH
CUTAIJIMITHH €a JOX/1a/IBaHH CY4Yad HA 3aMaHBaHEe U CbHJIUBOCT.

OcBeH TOBa, NaudeHTHTE TpAOBa Aa ce NpeaynpexaaearT 3a pMCKa OT XHNOITTHKEMHA, KOTaTo
MaiimeTcu ce H3nonA3Ba B KOMOWHAUHUA CbC CYAPOHUITYPEHHO NPOH3BOAHO WITH C HHCYIIHH,

4.8 Hexenann N1eKAPCTBEHH PEAKIHH

PesiomMe Ha npoduia Ha He3onacHOCT

Hsama npoeeaeHy TepaneBTHYHY KIHHUYHH NPOYYBaHKA ¢ KOMOHMHALMATA CUTATIMNTHH/ METHOPMHH,
HO OHOEKBHBANEHTHOCTTA HA KOMOMHALUATA CHTAIJIMITTUH/MEeTQOPMHH € A0Ka3aHa NpH
eAHOBPEMEHHOTO NPUIOKEHHE HA CUTArNUITTHH U MeTQOopMUH (BXK. TouKa 5.2).

Cpbob11aBany ca CEPUO3HMN HEXKENAHH PEAKLIMH, BKIIKOUHTEIIHO MAHKPEaTUT H peaKkliy Ha
CBPBXYYBCTBUTENHOCT.

Coobuiasana € XunorjaukeMus npu koMOuHauug cue cynboumnypeiino npoussoaHo (13,8 %) u ¢

HMHCYNHH (10,9 %).

Cumaznunmun u mempopmun

TabnuueH CNUCHK HA HEXKENAHUTE PEAKLIUM
HexenanuTe peakuuu ca u3bpoeHu no-a0my ¢ npenopbuBaHuTe oT MedDRA Tepmunu cnopen
CUCTEMO-OpraHHa knacugukauus ¥ abconoTHa yecrora (Tabnuua 1). [Mo yectoTa ce onpeaensT KaTo:.
MHOTO uecTu (21/10), uectu (21/100 ao <1/10), nevectu (21/1 000 go <1/100), peaxu (=1/13000w
<1/1 000), muoro peaku (<1/10 000) u c HeuszBecTHA uecTOTa (OT HATHUHHTE RAHHH HE M -
HAMpaBeHa OLEHKA).




KJIHHHYHH NPpOYYBAHHA ChC CHTATJIHIITHH H MET(IJO])MHH CAMOCTOATE]IHO H NTPH

NOCTMAPDKECTHHIOBHA OBHT

Hexenana peakuus

HecTOTA HA HEXKEIAHATA PEAKINA

HRP}'[IIEIIHH HA KPLBTA H numdma'ra CHCTEMA

TPOMOOLMTONEHUS

peaKH

HapyuleHHsi HA HMYHHATA CHCTEMA

PEAKLIMHA Ha CBPBXUYBCTBHTENHOCT,
BICTIOYHTENHO aHAdHUIAKTHUHH OTTOBOPH

C HCH3BCCTHA 4CCTOTA

Hﬂp}'ﬂlﬁlﬂlﬂ Ha MeTaDOJIH3MA H XPAanCHETO

XHMOFrHKeMHA' yecTH
HaMaJieHHe HA HuBaTa/neHUHUT Ha BUTaMuH B12' YecTH
HapywenHs HA HEPBHATA CACTEMA

CBHHIHBOCT HeYecTH

PecnHparopHH, rpbAHH B MEeAHACTHHAJIHH
RAPYIIEHHUSR

MHTEpCTHLMATHA GenoapobHa 6oaecT

C HCH3BCCTHA YCCTOTA

CTDMHIIIHD-‘IPBBHH HapylmicHHA

auapus HEYECTH
rajicHe YECTH
dNaTyNECHLHUA 4YECTH
3aneK HEYECTH
Oonka B ropHara 4acT Ha KopeMa HEe4eCTH
4eCTH

NOBPbILUAHC

OCTBbpP AAHKPEaTHT *'+

C HEHUIBECTHA HUCCTOTA

¢daTaneH ¥ HedaTasieH XeMOoparuyeH H

HEKPOTH3HPALL MAHKPEATHT

C HEHU3BECTHA YE€CTOTA

Hapymeﬂﬂﬂ HAa KOXKATA H NOJKOAKHATA TEKAH

npypHTyC’

HCUHCCTH

aHrKHoenem '

C HCH3BCCTHA YCCTOTa

obpus*,¥

C HEH3BECTHA HECTOTA

yprukapus '

C HCHU3BCCTHA 4YECTOTA

KOMXEH BaCKyJuT '

C HCH3BCCTHA YCCTOTA

ekchOoAHATUBHY KOXKHH 3ab0onsiBaHuA,
BKJIOUHTENHO CHHAPOM Ha Stevens-Johnson™'

C HEU3IBCCTHA 4HECTOTA

6yno3eH nempurous’

C HEHU3BCCTHA YCCTOTA




Hapyienus Ha MyCKYJ/JIHO-CKeJIETHATA
CHCTEMA H CheAHHHTEHATA ThKaH

apTpaNrus’ C HEH3BECTHA YECTOTa
MHAJITHA C HEM3BECTHA YeCTOoTa
6o.1ka B KpaitHuuuTe' C HEH3BECTHA YECTOTa
6onka B repba’ ¢ HEM3BECTHA YECTOTA
apTpONaTHs C HEH3BECTHA HYECTOTA

Hapymeunun Ha 0b0peunTe H NHKOYHHTE

NLTHING
HapyweHa 6u6peuHa GyHKuUMa' C HEM3BECTHA YECTOTA
ocTpa 6b0peyHa HEIOCTATBHHOCT' C HEH3BECTHA YECTOTA

"HexenaHute peakuMy ca HACHTHPUUHPAHH 110 BpeMe Ha NOCTMAaPKETHHIOBOTO HabnoaeH#e.

' Buxre Touxa 4.4,

F

* Buxte npoyysanemo 3a bezonacrocm no omuoutenue Ha copoeuHocvoosama cucmema TECOS no-aony.

OnHcaHue Ha H30paHH HEXENaHU peakuHH

Hsakou Hexenasu peakumm ¢a HabM0ONaBaHU NO-YECTO NPH NPOYYBaHHMA 32 KOMOWHMpaHa ynorpeba Ha
CHUTarIMNTHH U METHOPMHH € APYrH aHTHAWAOETHH J1EKAPCTBEHU NPOAYKTH B CPABHEHHE C
NPOYYBAHUA HA CUTArMIMNTHH U METGOPMHH CaMOCTOATENHO. Te BKNIOYBAT XHMOINIMKEMHA (KaTEropHa
Ha YeCTOTa ,,MHOIO YeCTH CbC CYMPOHUTYPEHHO NPOH3IBOAHO UM HHCYNHH), 3ameK (,,4ECTH CBbC
CYNPOHUNYPEHHO NPOU3BOAHO), NEPUPEPEH OTOK (,,4ECTU ¢ MUOTTUTAZ0H) U raB000/IHE U CYXO0Ta B
ycTaTa (,,HEHEeCTH € HHCY/IHH).

Cumacrunmun

I1py NpoyuBaHUg BLPXY MOHOTEpPANUA CbC cUTarnunTrH 100 mg BeAHBK AHEBHO CAMOCTOATENHO B
CpaBHEHHE ¢ mnauedo, ChobIlleHHTEe HEeXKENaHH peakLMy ca riapodbonye, XMNoriaHnKeMHud, 3arnek
3aMalBaHe.

Cpean T34 NAUMEHTH HEXENaHHTEe CHOMTHA, ChOOLIABAHH HE3ABHCHUMO OT NIPUYHHHO-CNIEACTBEHA
Bpb3Ka € JIEKAPCTBEHHA NPOAYKT, C YeCTOTa Han-Manko 5 %, BKIIHOUBAT YH(PEKLHH Ha TOPHUTE
AMXATENHH ITbTHLLA U HazodapuHruT. OCBEH TOBA, ¢a chOOLIEHH OCTeO0aApTPHUT U D0JIKa B KpaHHHULIKTE,
¢ 4ecTOTa HeuecTH (> 0,5 % no-BucoKa cpell YHaCTHHUMTE, NMONYUYHUIIM CUTArIMIITHH, OTKOJAKOTO Ta3H

B KOHTPOJIHATA I'Py1Na).

Memdgopmun

CToMalHO-4YPEBHH CHMITTOMH ca CbOOLIIABaHK MHOTO Y€CTO NMPH KIMHUYHHU NPOYYBAHHSA H TMPH
nocTMapKeTHHrorara ynorpeda Ha metgopmuH. CTOMALIHO-UPEBHHTE CHMIITOMH KATO rajicHe,
NoBpbLUAHE, AHapus, Bonka B kopema U 3aryba Ha aneTur ce MOABABAT NO-YECTO MPH 3afoyBaHe Ha
NIEYEHHUETO H B NMOBEYETO CNIyHan NpeMUHABAT CIIOHTAHHO. JIOMBIHUTENHH HEXKENAHH PEaKLIHH,
CBBbP3aHH ¢ METHOPMHH, BKHOUBAT METAIEH BKYC (MECTH); 1AKTATHA aLMJ033, HapYLIEHHS Ha
yepHoapoOHaTa QyHKUMA, XENATUT, YPTUKapUs, epuTeMa U cepOex (MHOro peaku). Kareropuure no
YE€CTOTA CE OCHOBABAT Ha HaJlHYHaTa uHPpopmauus B Kparkata XapakTepucTHKa Ha NPOJYKTa Ha
MeT(GOopMHH, ogobpeHa B EC.

[leduampuuna nonyaayus
B KI1HHHYHMW NDPOYyYBAHHA CHC CUTAMUNTHH/METPOPMHH NPH NEAHATPUYHHA NALUMEHTH CHC
auabet TMN 2 Ha BBb3pacT or 10 ao 17 roarHy npoPunsLT HA HEXENAHUTE peakLHH KaTo
CpPaBHHUM C TO3H, HabMOAaRaH npk Bb3pacTHU. [Ipy neaHaTpUyHM NALUMEHTH, KOUTO Ca
OCHOBHO JlIeYEHHE ¢ HHCYJ/IMH, CHTarJIMATHH CE€ CBBLP3Ba C MOBUUIEH PHCK OT XKHNOIIHU

IIpoyveane 3a bezonacrnocm no omuouienue na cvpoeurocvoosama cucmema TECOS




H3nuTBaHeTO, OLEHABALLO ChPACYHOCHIOBUTE PE3YATATH [TPH JIEHEHHE CBC cHTArnunTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxntousa 7 332 nauueHTH, TeKyBaHH
¢be 100 mg curarnunTuUH aHeBHO (MK 50 mg AHEBHO, AKO M3XOJIHUTE CTOMHOCTH Ha H3YUC/IieHaTa
CKOpOCT Ha riomepyHa duntpauys (eGFR) ca > 30 u < 50 ml/min/1,73 m?), u 7 339 nauueHTH Ha
rnauedo B intention-to-treat (ITT) nonynauusTta. Jsere neveHuns ca fobaBeHH kubM oOHyaHHHTE
PHXKH CbIJIACHO MECTHHTE cTaHaapTy 3a HbA . u chpacuHocbaoBH puckoBH dakropu. Obinara
4eCTOTa Ha CEPHO3HHUTE HeKeNnaHH CLOUTHA NpPH MaLUeHTH, NONYYaBALW CHTATTHITHH, € CXOAHA C
Ta3H NPH NaLMEHTHTE, MoayyaBally mauedo.

B intention-to-treat nonyaauuaTa cpea MaUHMEHTUTE, KOUTO M3MOA3BAT WHCY/IHH WHUIH cyndoHUTYpes
Ha H3XOAHO HUBO, YECTOTATA HA TEXKKA XHNOMNHKEMHA € 2,7 % npu nauueHTure, JieKyBaHH Cbe
CHTArIMNTHH 4 2,5 % rpu nauneHTHTe Ha nauebo; cpea NaUMEHTUTE, KOMTO HE M3NOA3BAT HHCYJ/IHH
H/WIH CYNPOHUNYpes Ha H3XOAHO HUBO, YECTOTATA Ha TexKKa xunornukemus ¢ 1,0 % npu
auKueHTUTE, NeKyBaHH CbC CUTArNKMNTHH K 0,7 % npu nauneHTuTe Ha naauedo. YectoraTa Ha
MOTBLPACHH CHOUTHA, OTAABAHM HA NAaHKpEaTHT, € 0,3 % NpH MaLHeHTUTE, TEKYBaHHU CbC
cararnuinTuid 4 0,2 % npu nauydeHTHTe Ha rulauedo.

Corofagane Ha NOQO3UPAHU HEXKENAHU PeaKLHU
Cpo0laBaHeTo HAa NOAO3KMPAHU HEXENIAHH PEaKLHU C/ie] paspelllaBaHe 3a ynorpeda Ha JiekapcTBEHHA

NPOAYKT € BaXXHO. TOBA NO3BOJIABA 1a NPOABLIKH HAOIIOACHHUETO HA CHOTHOLLEHHETO NON3a/PUCK 32
AEKapCTBEHHUA NPoaYKT. OT MEAHUMHCKHTE CIIELHATIHCTH C€ H3MCKBA Ja ¢hoOL1aBaT BCAKa
MOAO3MpaHA HEXKENaHa peakLus ypes

M3nbAHUTENHA areHUMA 10 JIeKapcTBaTa

ya. ,.JkamaH I'pyes” Ne 8

1303 Coppus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenozupamne

[1py KOHTpONUpPaHHK KIIHHUYHH OPOYYBAHUS CbC 3paBd YYaCTHHLM C€ MpWiaraT eAHOKPaTHH A03H 10
800 mg curarnuntuH. MHHUMaNHO yabmkaraHe HA QTc, KOETO He ce cuKnTa 33 KIMHHYHO 3HaYHMO,
ce Habnioaasa npy eaHo npoy4yBale ¢ go3a ot 800 mg cutarnuntuH. Hama onur ¢ no3u Hag 800 mg
NpH KIHHWYHH npoyueaHud. [1pu npoyusaHus @a3za | ¢ MHOrOKpaTHO NpuaaraHe, HIMa CBbP3aHH C
[03aTa KIHHHYHH HeXKeJIaHH NieKapCcTBEHH peakliMH, HaOJ1iogaBaHH NMPH CUTAIMITTHH C N03H 10

600 mg aHesHo 3a nepuonu 20 10 aHn n 400 mg AHeBHO 3a nepyonH 1o 28 AHH.

["'onamo npeno3npaHe ¢ MeTHOPMHH (HWIH €XHOBPEMEHHO ChLIECTBYRALL PHCK OT JIAKTATHA aUH1033)
MOJKE Ja JOBEAE A0 NAKTATHA alKWA03a, KOATO € CNeleH MeAUMLIMHCKY clTy4ad H TpaOBa Aa ce NeKyBa B
OonHuua. Ha-epekTUBHHAT METOA 38 OTCTpaHABAHE HA NakTaTa U MeTPOPMHHA € XEMOAHANH3ATA.

[1pn xnuHUUHK NpoyuBanua npudansuTenHo 13,5 % or no3ara ce oTcTpaHaABa NpY NPOALKABAallla
300 4 yaca xemoauann3Ha cecus. [lpu npeueHka 3a KIHHUYHA HEOOXOAHMOCT MOXKE Aa CE
npeanpueMe No-npoaAbLKHTENHA Auanu3a. He e U3BeCTHO Aanu CHTarnunTUH ce AHaNIH3Upa 1pH
NEPHTOHEATHA AUaNu3a.

B cayuait Ha npeaosdpane € noaxoaa1o Ja ce npeanpueMar 0OMKHOBEHHTE NOAIbPKALILH MEPKH,
KaTo OTCTpaHsABaHE Ha HeabcopOupaHUs MaTepuan OT CTOMALIHO-YPEBHHSA TPAKT, KIMHHYHO

HaOsoAeHHE (BKTIOYUTENHO M €NEKTPOKAPAHOrpamMa) M NIpH HY»KJa 3anoyYBaHe Ha NOAIbPXKALLO
NeYeHHeE.

5., GAPMAKOJJOI'NMYUHHU CBOHCTBA

5.1 PapmaxkoauHAMHYHH CBOiicTBa




(dapmakoTepaneBTHYHA rpyna:; AHTHAMA0ETHH ieKapcTBa, KOMOMHALIMM OT NEPOPATHH JIEKapCTBa 3a
HaMa/iABaHE Ha KpbBHaTa 3axap, ATC kon: A10BDO7

MaitmMeTcH KOMOHHHpA ABA AHTHXUNEPTITUKEMUYHH JIEKAPCTBEHH MTPOAYKTa C JOMBBALll CE
MEXaHM3BM Ha JCHCTBHE 33 NOACOPABAHE HA NUKEMUYHHUA KOHTPOJ MPH NAaLMEHTH ¢ aHabeT Tun 2:
CHTarJMNTHH, adnentyuaun nentuaasza 4 (DPP-4) HHXUOUTOP U METQOPMHUHOB XHAPOXIOPHI,
npeaAcTaBUTEN HA Knaca Ha OMrBAHHMIUHUTE.

Cumazrunmun

MexaHH3bM Ha JEHCTBHE

CHrarnunTuH gocdar € nepopanHO AKTHBEH, MOLLEH U BUCOKOCENEKTHBEH HHXUOHUTOP HA eH3rMa
aunentuaun nentunaza 4 (Dipeptidyl Peptidase-4, DPP-4) 3a neuenue Ha quaber tin 2.
Uuxuburopure Ha DPP-4 ca knac BeuiecTBa, KOMTO IEHCTBAT KATO €HXAHCEPU HA UHKPETHH. Upes
HHXxUOUpaHe Ha eHzuma DPP-4, curarnunTun noBuuiasa HUBATa Ha 1B U3BECTHU AKTHBHH HHKPETHH
XOpMOHa, rarokaroH-nogooHua nentua-1 (Glucagon-Like Peptide-1, GLP-1) u rmoko3a-3aBucumus
nuHcynuuotponeH nonunentua (Glucose-Dependent Insulinotropic Polypeptide, GIP). HukpeTnunuTe
¢a 4acT OT €HAOr¢HHAa CUCTEMA, YYaCcTBALLa BbB PHIHONOTHYHATA peEryJ/allksa Ha rIKO3HATa
xomeocTtasa. Korato KoHUEHTpaUMHTe HA KPbBHATA 3aXap ca HopMaJiHM unu nosuwiend, GLP-1 u GIP
3aCHJIBAT CHHTE3a W OCBOOOXIaBaHETO HA MHCYJIHH OT NaHkpeatHyHuTe OeTa-kneTkd. OcseH ToBa,
GLP-1 HamansaBa cekpeunsaTa Ha rJIIOKaroH OT NaHkpeaTHuHUTe anda KIEeTKH, BOJeiiKH 10 HaMaJIeHO
NMPOU3BOACTBO HA YepHOAPOOHa MoKo3a. KoraTto HMBaTa Ha rjiloko3a B KPpbBTa €a HHCKH,
OCBODOKNABAHETO HA UHCYJ/IMH HE CE CTUMYJIHPA U CEKPELIMATA Ha MIKOKAroH HE Ce MOTHUCKA.
CMTarJIMNTHH € MOLEH H BUCOKO CEJIEKTHBEH HHXHOHUTOP Ha eHanma DPP-4 u He nHxubupa cxonHure
no cTpyKkrypa eHzuMHu DPP-8 wnu DPP-9 B TepaneBTuyHM KOHUEeHTPAUWK. CHTArNUIITHH Ce
pa3iiHuyaBa Nno XMMHU4HA CTPYKTYpa ¥ GapMaKonoru4Ho AcHcTeue oT aHano3uTe Ha GLP-1, uucynun,
cyndoHnnypes Hau METTUTHHUAY, OUrBAHHAHHH, aTOHUCTH Ha NEPOKCH3OMEH NMpoaKndepaTop-
akTHBupaH rama peuentop(PPARY), anda-rnroxo3znaazHu HHXUOUTOPH H aHATIO3H HA AMUJTUH.,

[1py AByJHEBHO NPOYUBAHE HA 3PaBU YYACTHHULM, CUTAMTUNTUH, NPHIOKEH CAMOCTOATENTHO,
nosHlasa akTHsHaTta GLP-] xoHuenTpauus, noxaro MeThOpMHH NPHUNOKEH CAMOCTOATENHO,
nosHiiiaBa akTHBHaTa H obwara GLP-1 xkoHuenTpaums B cxoana creneH. EaHOBpeMEHHOTO npunaraHe
HA CHUTArMITHH H MET(OPMHH HMa aaUTHBEH edeKT BbpXy akTuBHaTa GLP-1 koHUeHTpaLus.
CuTarnunTHH, 3a pazinka ot MeTQOpMHUH, NoBHLLaBa akTuBHaTa GIP koHueHTpauus.

KnvHnu4yHa edukacHocT n Be3onacHocT
Kato uano, CHTariiunTHH nogodpaea ritMkeMHYHUA KOHTPON, KOTaTO C€ H3MO0/3Ba KaTo
CaAMOCTOATENTHO HTH KOMOHHHPAHO NIeYEHHE NPHU Bb3PACTHH NAaUHUEHTH ¢ qHadeT tun 2.

[Tpy KIHHAYHH NPOYYBaHHA, CHTArJIHIITHH KaTO MOHOTEpanua NoaoopaBa rMUKEMHYHHSA KOHTPOI
Yypes 3HAYMTENHO HamaneHne Ha xemornoduH A (HbAc) u rnioko3arta Ha riiaaHo H cien xpaHene.
Hamanenueto Ha nnasmeHara rioko3sa Ha rnaaHo ([1I'T) e nvabaronaeano Ha 3-ta ceamuua, mpBata
BpEMEBA TOUKA, B KOATO e u3MmepeHa [1I'T. Habnropaganara wectora Ha XMNMOrnvukeMusa Npu MaLKHEHTH,
NIEKYBaHH CbC CUTArmHNTHH € NoaoOHa ¢ Ta3un npu mnauebo. TenecHOTO TErNO HE ce € YBENHUHNO
CMPAMO U3XOAHHUTE CTOHHOCTH MpH fNedeHHue ¢be curarnvnTud. HabnioaaeraHo e noaobpenue Ha
CYpOraTHHTE Mapkepu Ha pyHKUHOHMpaHe Ha OeTa-KkieTkuTe, B ToBa duciao HOMA-B (XomeocTaseH
MOA€eN 3a OLUEHKA-P), CLOTHOLIEHHWETO HA MPOUHCYJIHH KbM WHCYJIUH M NOKA3ATEINTE 38 PEAKTUBHOCT
Ha DeTa-KNeTKHTE NPH TECTA 3a TOAEPAHTHOCT TPH YECTO AaBaHE HA XpaHa.

[IpoyuBaHug cbC CHTACNUATHH B KOMOHHALIHA ¢ METHOPMUH

[1pu 24-ceamuuHo Mnauebo-KOHTPOIUPAHO KIMHHUYHO NPOYYBAHE 32 OLEHKA Ha ePUKACHOCTTA H




[Ipu 24-ceamuyHo mnauebo-KoOHTpoNUWpaHo GaKTOpaJHO NPOYUYBAHE HA HAYANHO JIEUEHUE,
curtarnunTuH 50 mg ABa NbTH AHEBHO B KOMOUHAaUUA ¢ MeTdopmuH (500 mg unu 1 000 mg aa nbTH
JHEBHO) C€ NMOCTUra 3HAYUTENHO NOJOOpPEHHUE HA MTTHKEMHYHHTE MapaMeTPH B CpaBHEHHE C BCAKa
MOHOTepanua. HaManeHueTo Ha TENeCHOTO Teryio Npy KoMOMHAUMATA CUTArIMATHH U MET(GOPMHH €
noao®Ho Ha Toea HabnoaaBaHo NMpU MeTQOPMHH CaMOCTONTENHO WiIH nnanedo; HAMa NpoMAHA
COPsMO U3XOAHUTE CTOMHOCTH NPH MALUEHTH HA CUTATJIMIITHH caMocToATeNHO. UecToTaTa Ha
XHUNOTIMKEMHSA € Noao0Ha cpel NEKYBAHHUTE MPyIH.

[IpoyyBaHe CbC CHTArHITUH B KOMOHHAUKWA ¢ METHOPMHH U cyadoHWaypes

24-ceIMHUYHO NNaLedo-KOHTPONUPAHO KIMHHYHO POYYBAHE € MNJaHHPaHO A3 OLUEHH ePUKACHOCTTA Y
6esonacHocTTa Ha cutaranMnTHH (100 mg BeaHbxK AHEBRHO) NpudaBeH KbM MITUMENTHPH
(camocToATENHO MITH B KOMOMHaLK ¢ MeTGOopMHH). [lo0aBIHETO HA CHTATIMNITHH KbM FIIKMENUPHA H
METHOPMHH, OCHIyPABA 3HAYUTEITHO NOACOPEHHE HA IMTHKEMHUYHKTE napaMeTpu. [Taunenrtnre,
NIEKYBAaHH CbC CHTATIUITTHH UMAT ¢nabo noBvweHure Ha TenecHoTo Terto (+1,1 kg) 8 cpaBHeHue ¢
Te3H, NoJy4asany nnauedo.

[lpoyuBaHe cbe CHTArMUNTHH B kKOMOHHauua ¢ MerhopMuH U PPARY arouuer

26-ceAMHUYHO MNaLedO-KOHTPONUPAaHO NPOYUBAHE € MPEeAHA3HAUEHO 1a OLUEHU eHUKACHOCTTA U
be3zonacHocTTa Ha cuTarnunTH (100 mg BeaHbxk AHEBHO), nobaBeH KbM KOMOHHALIMA Ha
MUOrINTa30H W MeTopmuH. JloOaBIHETO HA CHTAMTUIITHH KbM TIHOTIHTA30H H METHOPMHUH,
OCHIYPABa 3HAYUTEIHH NMOJ00pEHHS HA INIHKEMHUUYHUTE napaMeTpH. [IpoMAHaTa B TenecHOTO Terno ot
H3XO/JIHO HHBO € NMoAC0OHA Ha Ta3H NPU NaUHEHTH, NEKYyBaHH CbC CHTArTHNTHH, B CPABHEHHE C
nnauebo. Yecrorata Ha XUNornkukemMus cbUIO € NoAoOHa NPU NALUEHTHTE, IEKYBAHH ChE
CUTArJIMMTUH WM naauebo.

[IpoyuBaHe HA CHTArAUNTHH B KOMOWHAUHKA ¢ METHOPMUH K HHCYJTHH

24-ceAMUYHO NNauedO-KOHTPOIHPAHO KIHHHYHO NPOYYBAHE € NpeaHa3HauYEHO 1A OLIEHH
edexruBHOCTTa W Oe30nacHocTTa Ha cHTarnMNTUH (100 mg BeAHDBK AHEBHO) A00aBEH KBM HHCYJTHH
(npy cTabuiiHa n03a 3a Hall-manko 10 ceamuLn) cbe Wi 6e3 MeTdhopmuH (Haii-Manko 1 500 mg). Ipu
MauyHeHTH, NpUEMALlY NPEABAPUTENTHO CMECEH HHCYIHH, cpeaHaTa AHeBHa A03a € 70,9 U/aHesHo.
I1pn nauMeHTH, NpUeMallli HECMECeH NPeaBapUTENHO (MEXXAHHEH/ MPOABDKHTENHOASHCTBAL)
MHCYJIMH, CpeaHaTa AHeBHa 103a e 44,3 U/aHeBHo. [{aHHuTe OT 73 % OT nauMeHTUTE, KOWTO Ca
npuemMan MeTHopMHH ca npeacrasend B Tabnuua 2. /lobaBaHeTo HA CUTArTTMNTHH KbM MHCYJIMH
OCHTYPABa 3HAYHTEIHO NOAOOPEHHE HA NTMKEMHUYHHTE NnapaMeTpu. Hama 3HaunTenHa npomsaHa B
TEJIECHOTO TErAO OT U3XOAHOTO HUBO B ABETE MPYNH.

Tadanua 2: Pesyararn 3a HbA . npn niane6o-koRTpo/IHpaHH NPOy4YBAHES ¢ KOMOHHHpPAHO
JI€YeHHE CbC CHTATTHNITHH H MeTQOpPMHH*

Cpeann Cpenna
CTOHHOCTH NpOMSAHA Kopurnpana, cnpamo
HA H3XOAHO | CMPAMO naauedo, cpeaHa
llpoyupane auBo HbA H3XOOHO npoMsaHa Ha HbA (%)
(%) HHBO (95 % CI)
HbA (%)

CutarnuntvH 100 mg BeaHbXK
[AHEBHO, N00aBeH KbM GOHOBA 2.0 0.7 0,7+
Tepanus ¢ : e (-0,8, -0.,5)
MeTdopMHH' (N=453)
CutarnuntdH 100 mg BegHBbXkK

AHEBHO, A00aBeH KbM ¢OHOBA
Tepanus ¢ NUMEnUpua +
metgopmun' (N=115)

0,9
(-1,1,-0,7

8,3 -0,6'




Cutarauntyul 100 mg BeaHbK
AHeBHO 100aBeH KbM PoHOBa
Tepanua ¢ MUOMIKMTA30H +

MeTpopMuH’ (N=152)

8.8 -1,2° -0,77+(1,0, - 0,5)

Curarauntun 100 mg BeaHbXK 0,58+
AHeBHO, AobaBeH kbM doHOBA 2 7 078 (-0,7, -0,4)
TEPATHA ¢ MHCYJIMH + METPOPMHUH , -U,

(N=223)

HavanHo neyeHue (ABa nuTH
QHEBHO) " 16HE
cutarnunTuH 50 mg + MeThopMUH 8.8 -1,4" ’

500 mg ('1585 '1:3)

(N=183)

HauanHo neyeHue (1Ba NbTH
JIHEBHO)':

cutarnunTid 50 mg + MeThopMHH 8,8 -1,9
1 000 mg

(N=178)

" TlonynaunaTa OT BCHYKH NTEKYBaHH naukeHTu (intention-to-treat aHanus).

" Hali-MankuTe CpenHH KBAAPATH Ca KOPUTMPAHHU CTPAMO CTATyCa NPH MPEXOAHOTO AHTUXHNEPTIHKEMHUHO
Jie4YeHHE U CTORHOCTTA HA H3XOOHO HHBO,

* p< 0.001 B cpasHenHe ¢ mnauebo win nianebo + KOMOHHUPAHO NEYEHHUE.

IHbA |c (%) Ha 24-Ta ceaMuua

"HbA . (%) Ha 26-Ta ceamuLa

¥ Hail-mankuTe cpelHH KBapaTH ca KOPUTHPaHH 33 ynoTpeGara Ha HHCYJIMH [pH BU3KHTA | (MpeaABAPHTENHO
CMECEH CpPELLY HECMECEH MPEABAPUTENHO [MEKIAWMHEH WK MPOABIKUTERHOAEHCTBALL]) U U3X0AHA CTOHHOCT.

[Ipn 52-ceamMH4HO Npoy4BaHe, cpaBHABAILO e¢dMKaCHOCTTA K He30nacHOCTTA NpH J00aBSHE Ha
cutarnunTHH 100 mg BeAHBK AHEBHO UM MUNU3KA (CYNPOHUAYPEHHO NPOU3BOAHO) NPH NaLIHEHTH
C HEAOOBP INIUKEMHYEH KOHTPOI MPH MOHOTEPANuUs ¢ MeTOPMHUH, CUTATJTHITHH € NoA00eH Ha
[AUNU3KA NIPH nionrxasaneTo Ha HbA . (-0,7 % cpeana npoMsaHa cripaAMO U3XOAHHUTE CTOHHOCTH Npe3
ceaMHUa 52, ¢ue cpeana ctoiHocT Ha HbA . ot npubaunsurenHo 7,5 % B aeere rpynu). Cpeanara no3a
rMUNY3KA H3MON3BaHa B rpynara 3a cpapHeHue € 10 mg aHeBHO kato npubnausurento 40 % ot
NAUWEHTHTE C€ HY)KIAasT OT 4032 IMUNU3ua < 5 mg/AHeBHO No BpeMe Ha npoy4yBaHeto. Obaue, noseue
MauHEHTH OT IpynaTa Ha CUTArJIMNTHH €a NPEKbCHAIN NOpaay JIMNCca Ha e(PHKACHOCT, OTKOJIKOTO B
rpynarta Ha raunu3ua. [laumMeHTuTe NeKyBaHt ¢bC CUTArIMNTHH NOKA3BAT 3HAYHTENHO CPeaHO
NMOHHIKEHHE CNPAMO H3XOOHHUTE CTOMHOCTH Ha TenecHoTO Terno (-1,5 kg) B cpaBHeHHe Che
3HAYMTE/THO MOKa4YBaHe Ha TErJ1oTO NpH NALMEHTH nonyyaeand runuzua (+1,1 kg). B Toea
NpOy4BaHe, OTHOLUEHHETO MPOHHCYJIHH KbM HHCYJIHH, MapKep 3a €)EeKTHBHOCTTA HA HHCYIHHOBHS
CHHTE3 ¥ OCBODOXKAaBaHE, C€ NOAOOPABA CbC CUTAIIHNTHH M CE BJIOLIABA NPH JjeYeHHe C IHMH3HA.
YecToTata Ha XMNOrNUKEMHUA B rpynarta Ha CUTarunTHH (4,9 %) e 3HA4YUTENIHO NMO-HHUCKA OT Ta3H B
rpynara Ha raunusua (32,0 %).

24-ceaAMUYHO M1aLebo-KOHTPOMHPAHO KIKHHUYHO NIpOyYBaHe, BKIOYBAILo 660 nauneHTH €
peaHa3HAYeHO Aa OUEHY e(PHKACHOCTTA BOACUIA 10 HAMANSABAHE HA MHCYJIHHOBUTE N03H H
besonacHocTTa Ha cuTarnunTHH (100 mg BeAHBK AHEBHO), KOTaTO € NpUGaBeH KbM HHCYJIHH
rnap>HvH cbe WM 6e3 merpopmun (noxHe 1 500 mg) no Bpeme Ha HHTeH3UGHUHPAHETO Ha
HHCYNWHOBATA Tepanus. [1py nauvenTH, npuemaiin MeTHopMHHE, H3XOAHATA CTOMHOCT Ha HbA . e
8,70 % n HauanHata n03a UHCYHH € 37 IU/aneBHo. ITauneHTHTE ca MHCTPYKTHPAaHH Oa THTPHPAT
TAXHATA 1034 HHCYJIMH [JIapXXKUH Bb3 OCHOBA HA CTOMHOCTHTE HAa KPbLBHATA 3aXap Ha riaaHo,
H3IMEPEHH Upe3 KpbBEH TeCT ¢ yOoxnane Ha npbeTa. [Ipu naunenTure, npuemauin MeThopmuH
Ta ceAMULA, YBENHYABAHETO HA AHEBHATA 1034 HHCYHH € 19 IU/qneBHO npH nauueHTH, ek
CbC CHTArNUNTHH KU 24 [U/aueBHO npu naunedTH Ha nnauedo. [MoHwkasadero Ha HbA .
NaLHEeHTH, NEKYBaHH CbC CUTArJIMNTUH, METQOPMHUH U HHCYJIHH € -1,35 % B cpaBHeHuMe ¢




HHCYJAHH ¥ 37,8 % npH nauMeHTH, AeKyBaHHU ¢ nnauedo, MeTPopMuH U HHCYIHH. PainvkaTa ce abJKH
OCHOBHO Ha MO-BHCOKHUA MPOUEHT NAUMEHTH B rpymnara Ha nnauebo, Hanutanu 3 uim noeeve enu3ona
Ha xurnornrkemus (9,1 cnpsamo 19,8 %). Hama paznnka B yecToTara Ha TEXKKa XHINOTIHKEMMS.

Memgpopmun

MexaHu3bM Ha felcTBHE

MeTdopMHH e DUrBaHHONH C AaHTUXHNEPrIMKEMHUUEH edekT, NoHuxkapaw Kakto HazanHara, Taka H
naa3MeHaTa rnoko3a ciei xpaneHe. Toi He cTUMynHpa HHCYTHHOBATA CEKPELMA H CIEA0BATENHO He
Npeau3BUKA XHNOTJTHKEMHUA.

MeTdopMHH MoXe na neicTBa No TPH MEXAHH3Ma:

- ype3 HaMaJIsBaHe NPOAYKUMATA HAa YepHOApoOHA IIH0K03a Upe3 HHXHOHpaHe Ha
rMIOKOHEOreHe3aTa H rNIMKOreHOM3aTa

- B MYCKYJIHTE, YpE3 YMEPEHO NOBHILUABAHE HA MHCYJIMHOBATA HYBCTBUTENHOCT, NOA0OPABAliKH
nepudepHOTO NOEMaHe U YCBOSABaAHE Ha MMIOKO03a

- ype3 3abaBaHe Ha abcopbuMATa Ha INTIOKO3a B TBHKHTE YepRa.

MeTdpopMHUH CTUMYNHPA BBTPEKIECTbYHHSA CHHTE3 HA MIIMKOTEH Ype3 Bb3ACHCTBHE BbPXY MTUKOreH
CHHTeTasaTa. MeT¢OopMHH NOBHILABA TPAHCMOPTHUA KaNAUKTET HA CNEUX(PUYHH THIOBE MEMOpPaHHH
TpaHcnoprepH Ha ratokozata (GLUT-1 u GLUT-4).

KnnHuuHa edukacHocT u He3zonacHocT

[Ipu xopara, HE3aBHCKHMO OT OEHCTBHETO CH BbPXY MNIMKEMUATA, METPOPMUH HMA B1AroNpHUATHH
e(hekTH BbpXY TMnuaHus MeTabonusem. ToBa ce AOKa3Ba MPH TEPaNeBTHYHH KOHLIEHTPALIHH B
KOHTPOJIHPaHH KITMHUYHH NPOYYBAHHA CHC CpeaHa NPOABLIKUTEHOCT MM ABJATOCPOHHH KITHHHYHH
Nnpoy4BaHHA: METHOPMHH HaMansea obuua xonectepon, LDLc » HUBaTa Ha TPUTIHLUEPHAHTE.

[lpocnekTrBHOTO paHaoMusupado (United Kingdom Prospective Diabetes Study, UKPDS) npoyusaue
€ YCTAaHOBHJIO OBJFOCPOMHATA M0J13a OT HHTEH3HBHHUA KOHTPON Ha KPbBHATA 3axap NpH AxuadeT tum 2.
AHanW3bT Ha PE3YNTATHTE NPH NAUHUEHTUTE C HAJHOPMEHO TErMNO, JIEKYBaHH C MET(OPMHUH clel
HEYCNEX C AHWETA CAMOCTOATETHO MNOKA3BaT:

- 3HAYUTENHO HAMAICHHE Ha aDCONIOTHHS PUCK Ha CBbP3aHHUTe ¢ AHabeTa yCI0XKHEHHS B rpynarTa
Ha meTtdopmuH (29,8 cubutra/l 000 nauMeHTOoroAMHK) cnpaMo gueTa caMocToATeNHO (43,3
cpOuTna/1 000 nauneHroroanHu), p=0,0023 u cnpamo rpynure Ha KOMOHHALHA Che
cyncoHunypes U MoHoTepanus ¢ UHCYIHH (40,1 cubutna/l 000 naunenTorogunn), p=0,0034

- 3HAYHTETHO HaManeHHe Ha aDCOMOTHUA PHCK OT CBbpP3aHaTa ¢ AMabeT CMBPTHOCT: MeTOPMHUH
7,5 cuxOuTHa/1 000 naumeHTOroAUHHU, AHeTa camocToaTenHo 12,7 ¢buOuTua/1 000
nauneHToroauHy, p=0,017

- 3HAYHUTEIIHO HaMaleHue Ha abcomoTHUA pHCK OT ofwara CMbPTHOCT: METQOPMHH 13,5
cvOuTHa/1 000 nauMenToroauHun cnpamo auera camoctoatenHo 20,6 cuouTng/1 000
nauHeHToroanuHu, {p=0,011) u cnpamo rpynute xomOuHUpaHa cyioHUIypes H MOHOTEDAIHA C
HWHCYNUH 18,9 ¢ubutna/l 000 naumenroroamuu (p=0,021)

- 3HAYUTENTHO HaMaJICHWe Ha abCcoMOTHUA pUCK OT MuokapaeH nHdapkT: MeTdhopmun 11

cbOuTHA/1 000 nauneHToroauHu, auera camoctToaTenHo 18 cubuTHa/1 000 naumeHToroauHm,
(p=0,01).

TECOS e panaomusunpaHo npoyusatde npy 14 671 nauueHTH B intention-to-treat nomyaauusTa ¢
HbA > 6,5 no 8,0 %, ¢ ycTaHOBEHO ChPAEYHOCHAOBO 3a00NABAHE, KOUTO NOJY4aBaT CHTATHNTHH (7
332) 100 mg anesHo (uau 50 mg AHEBHO, ako u3xoaHuTe cToiHocTH HA eGFR ca> 30 un <50
ml/min/1,73 m?) win naauebo (7 339), nobapeHn KbM O6MYAHHHUTE FPUKH CHITIACHO MECTHUTE
cranaapty 3a HbA . v cbpaeuHocnaoBH puckosu dakTopu. [Tauuentn ¢ eGFR < 30 ml/min/1,73 m?
HE Ca BKNIOYEHH B NpoyuBaHeTo. M3cnearaHara nonynauus skmousa 2 004 nauueHTH Ha BL3gaeT>
75 roguHun U 3 324 nauueHTH ¢ 6B0peuHo yBpexaaHe (eGFR < 60 mli/min/1,73 m?).

[lo BpeMe Ha nmpoy4BaHeTo, 0611aTa M3YMCIeHa cpeaHa pasiuka (Standard Deviation,
cTOHHOCTHUTE HA HbA | Mexxay rpynure Ha cHTaraunTHH W riauebo ¢ 0,29 % (0,01), 9




0,27); p < 0,001,

[IbpBryHaTa KpaiiHa TOYKA NO OTHOWEHHE HA ChPJEYHOCHIOBATa CUCTEMA € CHCTABHA OT MLpBaTa
MOABA HA CLPACYHOCHAOBA CMBPT, HeaTalleH MHOKapAeH HHDAPKT, HedaTaieH HHCYAT WU
XOCIUTATU3ALUMSA NOPadH HecTabunHa creHokapausa. BTopuunukTe kpaliHi TOYKH NO OTHOLEHHE Ha
CbPAEYHOCHAOBATA CHCTEMA BKIKOYBAT NbpBaTa NOABa HA CHPACYHOCHAOBA CMBLPT, HedataneH
MHOKapAeH HHPAPKT WK HedaTaleH UHCYNT; MbpBaTa NosBa Ha HHAUBHUAYATHHTE KOMITOHEHTH Ha
NMbPBUYHATA CLCTABHA; 00LIA CMBPTHOCT K XOCMHTANK3ALHH NOPAIM 3aCTOIHA ChpaeYHa

HCAOCTATBYHOCT.

Cnen npoclieasBaHe C MEAMaHa Ha NPOOABLLKHTEIHOCT OT 3 NOAUHH, CUTArIMATHH He NOBHULLABA PUCKA
OT I'OJIEMH HEXE/aHH ChPACHHOCHAOBH CHOHTHSA HIIH PHCKA OT XOCTTUTAIH3aLMA NOPaaH ChpAEYHA
HEIOCTATBbYHOCT, KOTaTo ¢e nobaea KbM OOMYAMHUTE rPHIKH NPYU NAUHEHTH ¢ AHa0eT TUN 2 B
cpaBHeHHe ¢ oOuualiHuTe rpuxK 6e3 curarnunTuH (Tabaunua 3).

Tabaua 3: YectoTy HAa KOMOHHHPAHH CHLPACYHOCHA0OBH PE3YJITATH H HA KJII090BH BTOPHYHA

pe3yaTaTH

CHTArIHDTHH

100 mg

I1ranebo

N (%) |

YecToTa
Ha 100
NALHEHTO-
rofHHH*

N ()

N —

YecToTa
ma 100
NAIHEHTO-
rogfnHH *

Koepuunent
HA pHCKA
(95% CI)

AHanu3 B Intention-to-Treat monyaanusara

Bpoﬁ NanHeHTH

7332

7339

|

[HupBHuBEA ChCTABHA
KpaHHa TO4YKA
(CbpaevHOCHAOBA CMBPT,
HedaTaneH MHOKapAeH
UH(}APKT, HedaTaneH
HHCYAT WK
XOCMUTANIM3aLMA, opany
HecTabwina
CTeHOKapaHs)

|

|

839
(11,4)

4,1

851
(11,6)

4,2

0,98 (0,89—
[,08)

<0,001

BropHuna CHCTABHA
KPAHHA TOYKA
(CbpaevHOCHAOBA CMBPT,
HedaTaneH MHOKapacH
HH(papKT nnH HedaTanen
HHCYT)

——

745
(10,2)

3,6

746
(10,2)

3,6

0,99 (0,89—
1,10)

<0,001

Bropu4en pe3yarar

CobpaedHOCHAOBA CMBPT

380
(5,2)

1,7

366
(5,0)

1,7

S

Bceakakbs BUA
MHOKapAeH HHOAPKT
(pataneH U HedaraneH)

—

|

300
(4,1)

1,4

316
(4,3)

1,03 (0,89-
1,19)

1,5

0,95 (0,81-

1L,11) /




BcAKkakbB BHA UHCYAT 178 183 0,97 (0,79-
(paTaneH v HedaTaNeH) (2,4) 0.8 (2,5) 0.9 1,19) | 0,760
Xocnuranuzauusa nopagu| 116 129 0,90 (0,70—
HecTtabunHa cTeHokapauna | (1,6) 0,5 (1,8) 0.6 1,16) 0.419
o a 1— —1
CMBpT Nopanu BesikakBa 547 537 1,01 (0,90-
—— (7.5) 2 (7.3) &5 114 0,875
1 — T 1 ]
XocnuTtanusauusa, nopaau
CbhpAeyHa 228 1,1 229 i1 1,00 (0,83- 0,983
; (3,1) (3,1) 1,20)
HEAOCTATLYHOCT?

* Yectorara Ha 100 nauneHTOrOAUHH € u3uucaeHa kato 100 x (obwmus 6poit nauuenTn ¢ = 1 ¢xOUTHE NO BpeMme
Ha JOMYCTHMHUA NEPUOA HA EKCTIO3HLUUA CNpAMO 00LHA Opofi NaLHEHTOrOANHH HA NpOCNeaaBaHE).

T Bb3 ocHosa Ha Mmoaen Ha Cox, ctpatuduuUMpaH NMo pernoH. 3a CbCTABHUTE KpalHU TOUKH, p-CTOHHOCTHTE
CbOTBETCTBAT HA TECT 3@ HEHHPEPHUOPHOCT, ThPCELL 1a MOKaXe, Y€ KOEPHULUMEHTBLT Ha pHCKa € NO-ManbK oT |,3.
3a BCHUKH NPYTH KpaiHH TOYKH P-CTOMHOCTHTE CHOTBETCTBAT Ha TECT 32 PAIIMKUTE B KOe(HULIUERT Ha PHUCKA.
TAHRNH3DBT HA XOCNHTANK3ALHATA NOPAIH ChbpaEYHA HEAOCTATLYHOCT € KOPUTHPAH 33 dHaMHe3a 3a ChpAcYHa
HEAOCTATLYHOCT HAa U3XO0AHO HHUBO.

IleanaTpyuHa nonynauUs

ErponeiickaTta areHUMa No neKapeTBaTa 0cBoO0X1aBa OT 3aABKEHHETO 3a MPENOCTaBAHE HA
Pe3yJITATUTE OT NPOYYBAHUATA C pePEepPEHTHUSA NEKAPCTBEH NPOAYKT, ChAbPXKALL CUTATJIMITTHH X
METGOPMHH BbB BCHYKH MOAFPYNHY HA NeAHATPUYHATA NONyNaLus Cbe 3axapeH auaber Tin 2 (BxX.
TOYKa 4.2 3a HHPOpMALIHA OTHOCHO ynoTpeda B neaUaTpusTa).

bezonacHocTTa M eukacHocTTa nNpyu Ao6aBSHE Ha CHTArJIKNTHH NIPH NEWATPHYHH NAUKMEHTH Ha
Bb3pacT OT 10 1o 17 roannu ¢ auaber Tvn 2 M HeaaeKBaTEH rJIMKEMHUYEH KOHTPOA Ha METQOPMHH, CbC
unu 0€3 MHCYIIHH, ca OUEHEHHU B 1B€ NpoyuBaHHA 3a nepuos ot 54 cenmuuu. JloGasaHeTo Ha
CUTArTUNTUH (NPUNOKEH KATO CUTATIIHITTHHTMETPOPMHH WIH CHTArTHNITHHHMETHOPMHH C
yanKeHo ocBoboxaaBaHe (Extended Release, XR)) e cpaBHeHo ¢ 100aBAHeTO Ha Manebo KuM
MeTGOpMHH WK MeThopmuH XR.

Makap 1 1a ce IeMOHCTpHYpa NpPEeBb3X0ACTBO MO OTHOLIEHUE noHmwkasaHero Ha HbAlc 3a
CHTarIMNTHH+MeThOopMUH/cHTArNMMNTHHMeThopmMuH XR Haa merdopmnd Ha ceamuua 20 npH
cOopHHA aHaNKU3 OT Te3W ABe NPOYUYBAHHA, PE3YNATATHTE OT OTAEIHUTE NPOYUBAHUA CA HECLBMECTHMH.
OcgeH TOBa, He ce Habmonaea nNo-sHCoka ¢PUKACHOCT Ha CUTArNUNTHHMeTHOPMHH/
cHurarnunTuH+MeTQopMHH XR B cpaBHeHHe ¢ MeTdOpMHH HA ceamula 54. CanepoatenHo,
CUTArMMNTHH/METHOPMHH He TpaOBa Aa ce W3N03Ba NPH NEAUATPHYHHU NALKEHTH HA Bb3pacT ot 10
1o 17 roguHyu nopaay HeaoCTaTbhyHa €PHKAcHOCT (BX. Touka 4.2 3a HHPOpMaLHa OTHOCHO ynioTpeda
B [MEOHATPUATA).

5.2 PapMaAKOKMHETHYHH CBOHCTBA

Curarnuntuld/metrdopMuH

[IpoyuyBanusTa 3a OHOEKBUBANEHTHOCT NPH 3APABH YYACTHHMLW NTOKA3BAT, YE
CUTArMUNTUH/METPOPMHUHOB XMAPOXIOPUA KOMOMHUpaHH Ta0NeTKH ca OHOEKBHBANICHTHH HA
€AHOBPEMEHHOTO NPUIIOKEHHE HA CHTAFNTHNTHH (ocdat U MeTPOPMUHOB XUAPOXJIOPHA KATO OTAEAHH
TabJIETKH.

ChnenHuTe JaHHU nokasBat dapMaKkOKHHETHYHHTE CBOHCTBA HA OTAE/THHUTE AKTHBHMU BELLUECTBA HA
MaiiMeTCH.

Cumaznunmun
Abcopbuus
Cnen nepopanno npunoxeHue Ha a103a 100 mg Ha 34ApaBH y4acTHHLK, CHTATIMNTHH Ob




abcopbupa, ¢ J0CTHraHe Ha MUKOBM MIIa3MEHHU KOHUEHTpauuK (Meanana Tma) 1 A0 4 yaca cnep
MPUIOKEHHETO, cpeana nnasmeHa AUC Ha cutarnuntud 8,52 pMehr, Cpa 950 nM. AbBconroTHara
OMOHANMYHOCT Ha CHTarTMNTHH e npubnunsutenHo 87 %. Twit kKaTO NpHEMAHETO Ha CHTArfUNTHH
€AHOBPEMEHHO ¢ Horara Ha Ma3HMHHU XpaHa HE MOBIHABA (JapMAKOKHHETHKATA, CUTArJIMNTHH MOXeE A

ce npunara ¢ unu 6e3 xpaHa.

[Inasmenara AUC Ha cMTarnunTHH ce MoBHLLABA N0 A03a NPONOPLIMOHANIEH HAYUMH.
Jo3anponopuyoHanHocCT He € yeTaHOBeHA 338 Crax U Caguaca (Cmax C€ NOBUILABA NMOBEYE OT
A03aNpONOPLUHOHANHO, A Cagyaca C€ YBEIHUABA NO-MAJIKO OT 403a-NPOMNOPUHOHATHO).

Paznpenenenue

Cpeanuat obem Ha pasnpeaeneHue B CTALMOHAPHO ChCTOAHME Cllell €AHOKPATHA MHTPABEHO3HO
npunoxeHa o3a ot 100 mg cuTaraMNTHH Ha 3ApaBy y4acTHULIK € npubnnzurenHo 198 nurpa.
OpakuuaTa CHTArNMMNTHH OOpaTUMO CBbp3aHa ¢ NJIa3MEHHUTE NPOTEUHH € HHeka (38 %).

buotpaHchopmaums

CHTaraunTHH ce ENMMHHMPA OCHOBHO HEMPOMEHEH C yPHHATA, 8 METabONM3IMET € BTOPOCTENEHEH
nuT. [pubansuTesHo 79 % oT cUTArNMMNTHH CE EKCKPETHpa HEMPOMEHEH B YPHHATA.

Cnen nepopanna nosa [*Clcurarannmin, npubansmrento 16 % oT paanoaKTHBHOCTTA CE €KCKPETHpa
KaTo MeTaboNMTH Ha CHTArIMNTHH. Ha HUBO clleaM ca yCTAHOBEHY LIECT MeTabonauTa, KOUTO He ce
O4aKBa 1a AOTIPHHACAT 3a rasMedara DPP-4 unxubutopHa akTMBHOCT Ha cHTarMnTui. In vifro
Npoy4YBaHHATA NOKA3BAT, HE OCHOBHHAT €H3WM, OTTOBOPEH 3a OrpaHuvYeHus: MeTaboaM3bM Ha
curarnunTiH € CYP3 A4, ¢ yuyactuero n Ha CYP2CS.

In vitro naHHHTE NOKa3BaT, 4e CHTArJMNTHH He € nHXUOuTOp Ha CYP n3oenszumure CYP3A4, 2C8,

2C9, 2D6, 1A2, 2C19 unu 2B6, u He e unayktrop Ha CYP3A4 n CYP1A2.

EnuMuHUpaHe

Cnen npunoxeHHe Ha nepopanta no3a [*CleurarnunTud Ha 3ApaBH y4acTHUUM, npubausurenso 100
% OT MpHN0XKeHATa PaSHOAKTHBHOCT ce enMMHHHUpa ¢ pekanuute (13 %) unu ypunara (87 %) no eaHa
CEAMHLA Cllell MPHUIOKEHHETO Ha ao3ata. IIpuBnanunar kpaen ti» caen 100 mg nepopanHa no3a
CUTarauNTHH € npudnu3nTenHo 12,4 yaca. CHTarnWNTHH ce HaTPYNBa CAMO MHHHMAJIHO MPH
MHOrOKpPaTHO npuiarade. buOpeuHuaT KnupbHC € npubausuTendHo 350 ml/min.

ENHMHHHPAHETO HAa CHTArJMNTHH CTaBa OCHOBHO upe3 6bOpeyHa eKCKpeLHs H BKIIOYMBA aKTHBHA
TyOynHa cekpeunsi, CHTarIMNTHH € CyOCTpaT Ha YOBELUKH OpraHHYeH AaHUOHEH TPaHCNopTep -3
(hOAT-3), koiito moxxe 61 yuacTBa B 6LOpEeUHOTO ENMMHHHUPAKE HA CHTArMUNTHH. KNHHHYHOTO
3HayeHHe Ha hOAT-3 B TpaHCNOpTa HA CHTArMUNTHH HE € YCTAHOBEHO. CUTArNMNTHH € cybcTpaT U Ha
P-TIHKONPOTENH, KOHTO MOXKE On y4acTBa H B MEAHHPAHETO Ha 6BOPEUHOTO ETMMUHHPAHE Ha
CHTArNIUIITHH. B ¢»u10TO BpemMe UHKNOCTIOPHH, €AUH P-TTHKONPOTEHH HHXHOKTOD, HE HaMaIABa
OBL0peuHHs KIMPBLHE Ha cHTarAMnTHH. CutarnunTiH He e cyberpat Ha OCT2 wim OATI uau
PEPT1/2 tpancnoprtepnte. I vitro curarnuntud He notiucka OAT3 (IC50=160 uM) unm p-
riKonpotenHa (10 250 pM) MeauupaHya TPaHCMOPT B TEPaNeBTHUHO PEEBAHTHH Ia3MEHH
KOHLEHTpaunu. I1py KIHHAYHO NPOYYBaHE CUTAFAMNTHH HMA MaNbK eeKT BbPXY MIa3MeHUTe
KOHLICHTPaUXH HA NUIOKCHH, KOETO MOKa3Ba, Y€ CUTAIIMITTUH MOXeE Ja e c1ab HHXUOUTOp Ha p-
rIMKOMPOTEHH.

XapaKTepucTUKa MPU NALMEHTUTE
PDapMaKOKHHETHKATA HA CUTAMIMNTHH € KaTO UANO CXOAHA MPH 34paBH YYaCTHHLUM U MALIMEHTH C

nuadeT THmn 2.

brbpeuHo yBpexaane

YBPEKAAHE B JIEKA, YMEPEHA HIH TexKa CTENeH, KAKTo M nauuent ¢ TBH Ha xemonuan
TOBa, epekTHTE Ha OBbOpeuHo yBpexiaHe BbpXy GapMaKOKHHETHKATA HA CHTATIUITHH




¢ Anabet TUN 2 1 6BO0peUHO yBpEXKOAHE B JIEKA, YMEPEHA HUNTH TeXKKa cTeneH (BkmounutenHo TbH), ca
OLEHEHH 4pe3 NonynaumoHHH GapMakOKHHETHYHH aHANTU3H.

B cpaBHeHHUE ChC 34paBH KOHTPOAH, nnasmMenata AUC Ha CUTArnMNTHH ce NOBHILABA NMPUOAUIUTENHO
[,2 mbTH Nnpu nauueHTH ¢ 6LOpeuno yspexaare B sieka creneH (GFR = 60 no <90 ml/min) 1
CbOTBETHO 1,6 MbTH Npu naurenTH ¢ Hx0peyHo yBpexaaHe B ymepeHa crened (GFR > 45 no <60
ml/min). ToH KaTo pa3mMepbsT HA NOBHLIEHHETO HE € KITMHHYHO 3HAaUHM, HE C€ Hallara KOpUrupaHe Ha
[03aTa MPH TE3H NALMEHTH.

[lnasmenata AUC Ha cuTarnUNTHH ce NoBHIUaBa NPHONN3HTENHO 2 BTH NPH NaUHEeHTH ¢ OBOpeuHo
yspexkaaHe B yMepeHa creneH (GFR > 30 1o <45 ml/min) u npubnnzurentio 4 mbTH NpH NaUMEHTH €
O0bOpeuHo yBpexxnaHe B Texka crener (GFR < 30 ml/min), skntountento naumenty ¢ ThbH Ha
xemoaunanusa. CUTAIrJIMNTHH Ce OTCTPaHABa YMEPEHO NpH xemoadanusa (13,5 % 3a 3- no 4-yacoea
XeMoAHanu3Ha cecua 3anoupaina 4 vaca cjel ApHI0KEHHETO).

YepHoapobHo yBpexxaaHe
He € HeobxoauMMa KopekuMsa Ha 003aTa CUTATTMOTHH MPH NAUMEHTH C JIEKO MW YMEPEHO

yepHoapoOHO yepexxaaHe (ckop no Child-Pugh <9). HaMa KIHHHYEH ONMUT NPHU NALMEHTH C TEXKKO
YyepHoApoOHO yBpesxcaaHe (ckop no Child-Pugh > 9). B c¢bioTo Bpeme, Thii KATO CUTArTHITHH CE
€JIMMUHHPA OCHOBHO 4pe3 Ob0peunTe, HE C€ 04aKBa TEXKKOTO YEPHOAPOOHO yBpeKAaHE A MOBIIHAE
BbPXY (apMaKOKHHETHKATa Ha CHUTATJIHITHH,

[IalleHTH B cTap4yecka Bb3pacT

He ce Hanara kopekudsa Ha 403aTa B 3aBHCHMOCT OT Bb3pacTra. Bn3 OCHOBa Ha nomnynauHoHeH
¢papMakoKkuHeTHUeH aHanu3 Ha qaHHK oT Pasa | v Pazsa 1, Bv3pacTTa HE 0Ka3Ba KIIMHHUYHO 3HAYUM
edeKT BbpXY PapMaKOKHHETHKATA HA CUTATJIMNITUH. YYAaCTHULIMTE B cTapyecka Bb3pacT (65 go 80
roguHu) UMat npubausurento 19 % no-BMCOKHU I1a3MEHH KOHLICHTPAUHM Ha CUTAr/IMNTHH B
CpaBHEHHE C MNO-MIAEH YYACTHHLUH.

IleanaTpuyna nonynauus

{apMaKOKMHETHKATA HA CHTArTTUNTHH (€auHUYHA 1o3a 50 mg, 100 mg nau 200 mg) e uzcneapaHa
Npy neayaTpuuHy nauueHTH (Ha Bu3pact oT 10 no 17 ronunm) ¢ auaber Tun 2. Ipu Ta3u nonynaius,
AUC Ha cHTarnunTuH B n1a3zMara, KOpurupaHa cinpamo ao3ara, e npudausurendo 18 % no-Hucka
OTKOJIKOTO NPH BbL3PACTHH NaLMeHTH ¢ AMabet Tin 2 npu no3za 100 mg. He ca npoeexaanu
APOY4YBAHHA CbC CUTATJIMNTHH NPH NEQHATPHUUYHH MAUKMEHTH Ha Bb3pacT < 10 roanHH.

HE!I"H XAPAKTCPDHCTHKH HA NALUHCHTHUTEC

He ce Hanara kopekuus Ha A03aTa B 3aBHCUMOCT OT M0J1, paca Wik HHAEKC Ha TenecHa maca (BMI).
Te3n xapakTepHCTHKHY HAMAT KNYMHUYHO 3HAYMM e(deKT BbpXy PapMaKOKHHETHKATA Ha CUTATTHNTHH
cnopel KOMOMHHpaHMA aHATM3 HA PapMaKOKHMHETHYHHTE AaHHH OT Paza | n nonynauxonex
(hapMaKOKHHETH4YEH aHaIN3 Ha AaHHu oT Pa3za I w Da3za .

Memdgopmun

Abcopbuus

Cnen nepopaina 103a MeTHOpMUH, Trax ¢€ AOCTHA A0 2,5 yaca. AGcontoTHATA OHOHANHUHOCT Ha
Tabnetka Mmerhopmux 500 mg € npubausurento 50-60 % npu 3apasu yuactHuum. Crnen nepopanHa
no3a, HeabcopOupaHnaTa ppakuMa, OTKpUTA BbB ekanuute ¢ 20-30 %.

Cnen nepopaneH npueM, abcopbuusta Ha METHOPMHMH € Hacuillaia ce U HemrbiHa. CMATa ce, Ye

¢apmaxokuHeTukara Ha abcopbumusaTa Ha MeTpOpMUH e HenuxeiiHa. [Tpu oOuuaiinm 1031 MeTGopMHH
M JO30BH CXEMH, TNIA3MEHUTE KOHLIEHTPALMH NPH CTALIMOHAPHO CLCTOAHUE CE AOCTHIaT B PAMKUTE Ha
24-48 uyaca u kaTo uano ca no-manko ot 1 pg/ml. Ipu KoHTPpONUpPaHU KAWHUUHK NPOYUBAHUS '

MaKCHMa/IHH O03H.

XpaHnaTa HamMansBa creneHTa u cnabo 3abass abcopbuusara Ha MeTdopMHH. Cnea npug




no3a ot 850 mg, ce Habnonara 40 % no-HUCKka NMKOBa Nna3MeHa KOHLIEHTpaLUua, 25 % HaManeHue Ha
AUC ¢ yawmxasade ¢ 35 min Ha BpEMETO A0 AOCTHIraHe Ha MHKOBA IU1a3MEHA KOHLIEHTPALIHA.
KJIHHWYHATA 3HAUMMOCT HE € U3BECTHA.

Pa3znpeaeneHue

CBbp3BaHeTO ¢ TUIA3MEHUTE NPOTEHUHH € HE3HAUMTENHO. MeTdopMuH ce pasnpenens B epUTPOLIMTHTE.
KpbBHHAT MHK € MO-HUCHK OT NNa3MEHHA MUK H Ce NoABBA NPHOIUIUTENIHO NO CHIOTO BPEME.
YepBeHHTE KPLBHH KJIETKH Hai-BEPOATHO NPEACTABIABAT BTOPHYEH KOMNAPTUMEHT Ha
pasznpeaenenue. CpeaHuat Vd sapupa mexay 63 — 276 1.

buorpaHchopmauns

MeTtdopMHH ce exckpeTHpa HenpoMeHeH B ypHHarta. [Ipu xopaTta He ca ycTaHOBEHH MeTabOHTH.

EauMuHupaHe
buOpeyHHAT KNHpBHC Ha MeTdopmHH € > 400 ml/min, koeTo nokasea, ye MeTHOPMHH CE ETMMHHHPA

ypes roMepy ina ¢untpaums W TyOynHa cexpeurs. Crnea nepopaiiva A03a, NPHBHAHHAT TEPMHHANEH
€JJAMHHALIHOHEH TNOJTYXKHUBOT € npubnausutento 6,5 h. Koraro 6n6peuHara ¢pyHkuns e yspeaena,
O0bLOpeUHHs KIMPBHC CE HaMaJIfiBa B CbOTBETCTBHE C TO3H Ha KPEaTHHHHA K CNEAOBATENHO
€/IMMHHALMOHHHMAT MOJYXHBOT C€ YB/DKABA, KOETO BOAU A0 MOBULIEHH HUBA HA METHOPMHH B
njiazmara.

5.3 IlpeaxnuHH4YHH JaHHH 32 6e300aCHOCT
He ca npoeexxaaHu npoyuBaHus ¢ X)KHBOTHH ¢ MalimMerch.

[1pu 16-ceaMHUYHH NPOYYUBAHMA, B KOWTO Ky4Y€Ta Ca TPETHPAHH MITH ¢ METHOPMHH CaMOCTOATEIHO UNY
¢ KOMOMHAUHA OT MeTQOPMHH M CUTATNIUITHH, HE € HabnoaaBaHa AONBJIHHTENHA TOKCHYHOCT OT
kombuHaumata. NOEL (No Observed Effect Level) B te3u npoyuBanus ce Habnmionaea npu
€KCTNO3HUHA HA CUTArJTUITTHH NPHONU3UTENHO 6 NBTH MO-BUCOKA OT Ta3H NpPU XOpa U NPH EKCNO3ULINA
Ha MeT(GOPMHUH NPHOIUIHTENHO 2,5 MBTH NO-BMCOKA OT Ta3H NPH Xopa.

CneaHuTe JaHHU Ca HAXOAKH MPH MPOYUBAHHS NPOBEAEHH CbC CUTAMNIMATUH HIK MeThOpMHH
CAMOCTOSTEHO.

CyTarnunTrH

b1pOpeuHa u yeproapobhua TokcHuHOCT ce HabnwAaBa NP rpH3ayYv NPH CTONHOCTH HA CHCTEMHA
€KCIMO3HLHA 58 MLTH NO-BUCOKH OT HUBOTO HAa EKCMO3HMUMATA NPH XOPa, a HUBOTO Oe3 edexT ¢
onpenesieHo Ha 19 nbTH No-BUCOKO OT TOBA MPH XOpa. AHOMAJIMH HA PE3LNTE ce HabmoaasaT npu
FUTbXOBE NPH HUBA HAa €KCno3uuUg 67 NbTU NO-BUCOKH OT HHBOTO HA KIIMHWYHA €KCMO3ULIUA, HHBOTO,
Oe3 edekT NpH Ta3n Haxonxa € 58 NMbTH NO-BHCOKO, CLINIACHO pe3ynTaTthTe or 14-ceaMHYHO
NPOYYBAHE MPH MILXOBE. 3HAYECHHETO Ha TE3W HAXOAKH NMPH XOpa He € N3BeCTHO. TpaH3HTOpHH,
CBBP3aHH C JIEUEHHETO (PH3HUECKH NPOABH, HAKOH OT KOUTO NpEeanonaraT HATHYHETO Ha
HEBPOJIOTHYHA TOKCHUYHOCT, KaTO JULIAHE C OTBOPEHA yCTa, CATMBALINA, eMe3HUC Ha Oana ngua,
aTaKCHA, TPEMnepeHe, HAMAICHA aKTHBHOCT W/HIH u3rbpOeHa noza ce HabAKAABAT MPH KYUETa NpH
HHBA Ha EKCNO3ULUA NTPUOIHIUTENHO 23 MBTH NO-BUCOKH OT HUBOTO HA KJIMHHMYHA EKCIIO3HLIMA.
OcBeH TOBa, MHOTO JIEKA 10 JIEKAa KOCTHO-MYCKYJTHA AereHepauus ce HabnoaaBa i XMCTONOTHYHO NPH
JIO3M, NaBallH HHBA HA CUCTEMHA EKCMO3HUMA NPHONUIUTENHO 23 NbTH MO-BUCOKH OT HUBOTO HA
eKcno3uuus npu xopa. [lpu Te3u pesyntati, HUBOTO 6e3 edeKT e npH excno3uuKa 6-KpaTHO MOBUCOKA
OT HABOTO HA KIMHHUYHA €KCMO3HULHUA.

CHTarmTunTHH He NOKA3Ba FéHOTOKCHYHOCT B X0/1a HA NPEAKIMHHYHM NpoyuBaHus. CHTarnu
KaHueporeHexr npu MULLKH. [IpH mibxose MMa NMOBHLIEHA YeCTOTa HA YEpHOAPOOHH aneHps
KapLHHOMH NpPH HHBA Ha CHCTEMHA CKCIO3HMLMA 38 MbTH NO-BUCOKHU OT TE3H MPH XOpa. / 'y
YCTAHOBEHO, Y€ XeNaTOTOKCHYHOCTTA KOpEaHpa ¢ HHAYUMPAHETO HA YEPHOAPOOHA HEQ & :
IUTbXOBE, Ta3H TIOBHILIEHA YECTOTa Ha YEpHOAPOOHH TYMOPU NPH NABLXOBETE € BEPOAT {- g

BCACACTBHC Ha XPOHHYHA XCMATOTOKCHYHOCT IMNPH Taluk BUCOKA J03a. HOP&HH BHCOKAT® I'QJs




De3onacHOCT (lg-ﬂ'bTH No-BHCOKa NPH TOBA HUBO be3 E(bEI{T), TE3H HCOIMNNACTHYHH IIPOMECHH HC CC
CHHUTAT PCACBAHTHH 34 XOpa.

He ca HabnionaBanu CBbLP3aHU ¢ NeHEHHETO €EKTH BBPXY QEPTUAHTETA MPH MbKKH H AKEHCKH
NABLXOBE MOAYYHIIH CHTArJIUIITHH NPEAM U MO BpeME Ha YHPTOCBAHE,

[1pu npoyuyBaHe BbPXY Npe-/NOCTHATAIHOTO Pa3BUTHE HA MITbXOBE CUTANNIHIITHH HE NOKa3ea
He)KeJIaHH peaKLHH.

[lpoyuBaHHATa BLPXY PENPORYKTHBHATA TOKCHYHOCT MOKA3BaT HATHYHETO Ha CBBP3aHa C JICYEHHETO,
NEKO YBEIH4YeHa YecToTa Ha mandopMauKHH Ha pedpa Ha deTyca (MMNCBaK, XMTIONMIACTHYHH H
niaapaliy pedpa) Npy NOKOAEHKETO HA MUIBXOBE MPH HHBA HA CUCTEMHA €KCMO3HLIMA NnoBeye ot 29
MbTH NO-BUCOKH OT TE3U NpH xopa. TOKCUYHOCT Ha Maiikara ce HabJioaaBa npu 3aiilM npH HHBA
Moeeye OT 29 MbTH NO-BUCOKH OT HUBATA HA €KCNO3uuMA npu xopa. [Topaaun BucokaTa rpaHMia Ha
0€30nacHOCT, TE3W HAXOAKH HE MPEANONATaT ChilleCTBYBAHETO HA ChOTBETEH PUCK 34
pPENPOAYKTHBHOCTTA MPH Xopa. CUTArJHNTHH CE€ CEKPETHPA B 3HAYHMH KOJTM4ECTBA B MJIAKOTO Ha
NaKTUpaly NIbX0oBE (OTHOLUEHUE KbpMa/miasma: 4:1),

Memaopmun

[lpeaknMHUYHUTE AaHHK 32 METQOPMHH HE Pa3KpHUBAT 0COOEH pUCK 3a XopaTa Ha OazaTa Ha
KOHBEHUWOHATHH (PapMaKoNOrH4YHH NPOy4BaHuA 3a 6€3011aCHOCT, TOKCHYHOCT NPH MHIOKPATHO
npuiaraHe, FeHOTOKCUYHOCT, KapLIHHOMEHEH NOTEHLIHAN, PENPOAYKTHBHA TOKCHUYHOCT.

6. DAPMALEBTHYHH JAHHUHU

6.1 ChnHcbK HA NOMOIDHHTE BelllecTBa

Aapo na Tabnerkara

NOBUOH
MHKPOKPHUCTANTHA LETYN103a
MaHHTOJ

HaTpHEB Jaypwicyndar
MarHe3ueB cTeapar

DUIMOBO NOKPHTHE
XHNpOMENo3a

THTAHOB AHokcHa (E171)

TaJK

NPONHICHITIUKON

yepBeH xene3eH okcua (E172)

6.2 HecbBMecTHMOCTH
HenpuioxuMo

6.3 Cpok Ha roaaocr

OPA/AI/PVC//Al 6nucrepu: 2 ronuHH
PVC/PE/PVDC/PE/PVC//Al Gnucrepu: 3 rogunu

6.4 CneusanHn yC/I0BHHA HA ChbXPAaHEHHE

OPA/Al/PVC//Al baucmepu:
To3u nekapcTBeH NPOAYKT HE U3IUCKBA HUKAKBH CNELMWNAHN TEMNEPATYPHH YCNOBUA Hi




ﬂ,& CC CbXpPAHiBA B OpHUI'HHAJIHATA OINAKOBKA, 34 /1a CC MNpEarna3d OT BJiara.

PVC/PE/PVDC/PE/PVC//Al 6aucmepu:
Jla He ce cbxpaHsaBa Haa 30°C. [la ce cbxpaHaBa B OpUrHHaaHaTa OnakoBKa, 3a ja ce npeanasu ot
BJ1ara.

6.5 Buja ¥ chabpKaAHHE HA ONIAKOBKATA

baucrep (OPA/AI/PVC//Al): 10, 14, 28, 30, 56, 60, 90, 196, 200 ¢duamupanu TadjieTKH, B KYTHS.
bauctep (OPA/AI/PVC//Al), kanennapHa onakoBka: 14, 28, 56, 196 ¢puamupanu TabneTku, B KyTHS.
baucrep (PVC/PE/PVDC/PE/PVC//Al): 10, 14, 28, 30, 56, 60, 90, 196, 200 duamupanu TadneTku, B
KYTHS.

baucrep (PVC/PE/PVDC/PE/PVC//Al), kanennapHa onakoBka: 14, 28, 56, 196 ¢dunmupanu
Ta0JIETKH, B KYTHA.

He BCHUKHM BM10BE OMaKOBKK Morar ja ObaaT nycHaTH Ha nasapa.
6.6 CpoenunaJHH NpeAnas’HH MEePKH NMPH H3XBbpJ/IAHE

Hama crnetmasiHu U3UCKBaAHUS

7. HNPHUTEXATEJ HA PABPEIIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPELIEHHUETO 3A YIIOTPEBA
Maiimetcu 50 mg/850 mg - Per.Ne: 20210023
Maiimercu 50 mg/1 000 mg - Per.Ne: 20210024

9. JAATA HA ITHbPBO PASPEILIABAHE/INIOAHOBSABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlara Ha nbpBO pa3peiwuaBane: 05.02.2021
Jlata Ha nocJsieAHO NOAHOBsIBAHE:

10. JJATA HA AKTYAJIU3BUPAHE HA TEKCTA
25 OkromBpu 2025

[loapobHa uHpOpMaLMA 3a TO3U JIEKAPCTBEH MPOAYKT € MpeAocTaBeHa Ha yeOcaiira Ha U3nbiHuTE1HA
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




