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KPATKA XAPAKTEPUCTHKA HA HPO,E[YKTA/ ILAR ©voy

1. MME HA JIEKAPCTBEHMS ITPOYKT 6 357/  1h-09-

[O3umeT 50 mg/850 mg ¢puamupanmn TabneTku

Juzimette 50 mg/850 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika punmupana Tabnerka chabpikKa CUTArJIMIITUH XH/IPOXJIOPH/1 MOHOXH/IpaT, EKBUBaJIEHTEeH Ha 50 mg
cutaraunTuH (sitagliptin), u 850 mg merdhopmunHoB xuapoxuopua (metformin hydrochloride)
(cwroTBeTcTBaLLO HA 660 mg MeThOpMHUH).

3a MbJIHUA CIIUCHK HA MOMOLIHHTEC BCLICCTBA BHXKTC TOYKA 6.1.

3. JIJEKAPCTBEHA ®OPMA

dunmupanHa tadsieTka

Po3oBa, npoabarosara, JIBOHHO W3nmbkHala puimMupaHa TabaeTka cbe 3a00/1eHH pbOOBE, ¢ pesieHO
u3zobpaxenue ,,AE3* ot eaqHaTa cTpaHa v riaaka or apyrara, ¢ Ab/bkdHa 17,7 mm v wiupuna 10,0 mm.

4. KIMHHUYHHA JAHHHA
4.1 TepaneBTHYHH NOKA3AHHSA
[Ipu Bb3pacTHU NaLMEHTH ChC 3axapeH auabder Tum 2:

KO3uMeT e noka3aH KaTo JOMbJIHEHHE KbM JIMETA U YIIPAXKHEHHUS 3a NOA00psABaAHE HA MNTUKEMUUYHUS
KOHTPOJ1 MPH MaLMEHTH, IPH KOUTO HE € MOCTUIHAT 3a/10BOJIMTEJIEH KOHTPOJ/I C MAKCUMaAJIHATa MOHOCUMA
3a TAX /1032 MET(OPMHUH CAMOCTOATE/IHO MJIM KOUTO BEYe Ce JIEKYBAT C KOMOMHALMUS OT CUTArIMIITUH U

MET(HOPMHUH.

FO3umeT e nokazaH B KOMOMHALMS CHC CYJIPOHHITYPEHHHU NPOU3BO/IHU (T.€. TPOHHO KOMOMHHUPAHO
JICYEHHUE) KaTO JAOITbJIHEHUE KbM JAMETA U YIIPAXKHEHUSA [TPU MMALMEHTH, IPH KOMUTO HE € MOCTUIHAT
33/I0BOJIMTEJIEH KOHTPOJ ¢ MAaKCMMaJIHaTa MOHOCKUMa 3a TAX /1032 METGPOPMHH U CYJIHOHUITYpeS.

lO3uMeT e nokazaH KaTo TPOMHO KOMOUHUPAHO JICYEHUE C NEPOKCU30MEH MpOoJiMdepaTop-aKTUBUPAH
peuentop rama (PPARY) aronucr (T.€. THa30JIMIMHAMOH) KaTO JOIMTb/JIHEHUE KbM /IME€TA U YIIPAXKHEHMS
[pY NalMEeHTH, MPHU KOUTO HE € MOCTUIHAT 3a/10BOJIMTE/IEH KOHTPOJI ¢ MAKCMMaJIHaTa MOHOCKMMa 3a TAX
no3a merdopmuH U PPARY aronucr.




[O3uMeT chbl1o € NMoKa3aH KaTo J100aBKa KbM UHCYJIMH (T.€. TPOMHO KOMOMHHUPAHO JICYEHUE) KATO
JIOMBJIHEHUE KbM JIME€TATA M YITPAXKHEHUATA 3a NOA00OpABAHE HA MNIMKEMUYHHUSA KOHTPOJI IPH MALMEHTH,
KOraTo InocTOsiHHaTa /103a Ha MHCYJIMH U MET(OPMHH CAMOCTOATE/IHO HE OCUTYypsiBa a/ICKBaTCH
[JIMKEMHUYEH KOHTPOJL.

4.2 Jlo3upoBKA H HAYHH HA NMPHJIOKEHHE

J103upoBKa

Jlo3MpoBKaTa Ha aHTUXUIEPrIIMKeMUYHOTO JieueHue ¢ HO3umer TpsabBa aa Objie HHAMBUAYAIM3MpPaHa Ha
Oa3aTta Ha HACTOALLMA PEKUM Ha MNMalMeHTa, €PEKTUBHOCTTA U TOJIEPAHTHOCTTA, KAaTO HE CE NPEeBUILIABAT
MaKcuMaliHaTa npenopbyBaHa AHeBHA A03a oT 100 mg cuTariunTuH.

Bw3pacmuu ¢ nopmanna 6vopeuna gpynxyus (GFR>90 ml/mun)

[Ipu nauWeHTH, NpU KOUTO HE € MOCTUrHAT 3a/10BOJIMTEIEH KOHTPOJI ¢ MAKCHMAJIHATA IOHOCHMA 1032
METHOPMHUH KATO MOHOTEpAIUS

[Ipu naumeHTH, NMPU KOUTO HE € MOCTUIHAT 3a/I0BOJIMTENICH KOHTPOJ C METMOPMHH CaAMOCTOSITENTHO,
oOMuaiiHaTa HayasIHa J103a TpAOBa /1a IOCTaBH /103a CUTArJIMNTHH B A03a 50 mg aABa nbTH AHeBHO (100 mg
o0l1a 1HEeBHA /103a) IUIKOC 03aTa METHOPMHH, KOSTO BEYE € PUEMaHa.

[Ipy naLMeHTH, KOUTO MPEMUHABAT OT €JHOBPEMEHHO IpUJIaraHe Ha CUTArJUIITHH U MET(QOPMHUH
[Ipu naumeHTH, KOUTO NMPEMUHABAT OT €JHOBPEMEHHO IpUJIaraHe Ha CUTATJIUITTHH U MET(MOPMHH,
neyenurerto ¢ KO3umer TpsaOBa a ce 3anoyHe ¢ 103aTa CUTArJIMNTHH U METQPOPMHUH, KOATO BeYe €
npyemMaHa.

[Tpu naiMeHTH, NPY KOUTO HE € MOCTUIHAT 3a/I0BOJIMTENEH KOHTPOJI ¢ IBONHO KOMOMHUPAHO JIEYEHHUE C
MaKCHMaJIHaTa MOHOCHMa 1032 METHOPMHUH U CYJIPOHUITYpEs

Jlo3ara TpsaOBa aa gocTaBu cuTarjidnTyHH B ao3a S0 mg aea bty AHEBHO (100 mg obiua aHeBHa 103a) U
no3a metdopMHH, noaodHa Ha 103ata, KOSATO Beue € npuemana. Koraro KO3umer ce u3noJi3ea B
KOMOHHaLMS ChC CYIPOHUTYPEs, MOXKE /la Ce HAJIOXKHM yrioTpedara Ha 1o-HUCKa /103a cyJipoHuIypes, 3a
J1a C€ HaMaJIh PUCKDBT OT XHUIOrauKemMus (Bx. Touka 4.4).

[Ipy nanMeHTH, MPH KOUTO HE € MOCTUIHAT 3a/10BOJIMTE/IEH KOHTPOJI C JIBOUHO KOMOUHMPAHO JIEYEHHE C
MakKCUMaJjiHaTa rnoHocuma 03a merpopmut 1 PPARy aronucr
Jlo3ara TpsiOBa na nocraBu curaraunTvH B o3a 50 mg aBa nbTH AHEeBHO (100 mg obuia AHeBHA 1032a) U
n03a MeTopMHH, M0100HA Ha j103aTa, KOSTO BEYe € NpHeMaHa.

[Ipy nanueHTH, NPy KOMTO HE € MOCTUIHAT 3a/I0BOJIMTE/IEH KOHTPOJI ¢ IBOMHO KOMOWHUPAHO JI€YEHHUE C
MHCYJIMH U MAKCUMaJIHATa NOHOCHMA 1032 METGOPMHH

Jlo3ara TpsOBa ja gocTaBu cuTaradnTHH B j103a S0 mg aBa nbTH AHEeBHO (100 mg obua qHeBHa 103a) U
n03a MeThopMHUH, NMoAo0OHa Ha Ao03aTa, KOATO Beye € npuemana. Koraro KO3umer ce u3nosssa B
KOMOMHALMS C MHCYJIMH, HUCKATA /103a MHCYJIMH MOXKE [1a € HeO0X0AMMa 3a pelyLIMpaHe Ha pUCKa OT
XHMIOrJIMKeMHus (BxK. TOUKa 4.4).

3a paziMuyHuTe 1034 MeThopMuH, KO3umer ce npeuiara B KOHUEHTpauus no 50 mg curariMinTHH U
850 mg meTropmunoB xuapoxsopua win 1 000 mg merpopMHUHOB XHUAPOXJIOPHULL.




Bcuuky natMeHTH TpAOBA A4 NPOAB/DKAT NMpenopbyaHaTa UM AHETA C AAEKBATHO paslipe/ielIEHHE Ha
MpHEMa HA BBIIICXHUAPATH MPE3 JEHA.

Cneyuannu nonynayuu

bbOpeyHo yBpexaaHe

He ce Hanara KOpekiMs Ha [03aTa [P MaLKEHTH ¢ IeKo Ob0OpeydHo yBpexkaaHe (CKOpOCT Ha rIIOMepyJiHa
bunrpaumns [GFR]>60 ml/mun). [1pean 3anousaqe Ha nedeHue € NPOAYKTH, ChAbPKALLH METHOPMUH,
TpaOBa na ce Hanpasu oueHka Ha GFR cToliHocTUTe, a cnen ToBa — NOHE BEAHBXK roauiuHo. [lpu
NMaLKHEHTH C MOBUIIEH PHCK OT MO-HATATHLIHO NporpecupaHe Ha O6s0pedHO yBpexkaaHe W NpU NauueHTH B
cTapuecka Bb3pacT TpAbBa MO-4eCTo [1a ce NpaBH oLeHKa Ha ObOpeunara QyHKLMSA, HANpUMEP Ha BCEKH
3-6 Meceua.

3a npeAnoYHUTAHE € MaKCUMATHATA AHEeBHa f03a MeThopMHH Aa Obae pa3aenena Ha 2-3 JHEBHH A034.
(DakTopH, KOWTO MOTAT /1 YBEJIMYAT PHUCKA OT NIAKTaTHA auuao3a (Bx. Touka 4.4), Tpadbsa na Obpar
npepasriejaHy, Npeau Aa ce OOMUCIH 3aII0MBAHETO Ha JICYEHHE C METQOPMHH IPH NALIUEHTH C

GFR<60 ml/muH.

AKO He e JIoCTbHA J030Ba popma Ha KO3uMmeT ¢ afeKBaTHO KOJHYECTBO HA AaKTHBHOTO BELLECTBO, BMECTO
koMOHHaLHMA ¢ PUKCHPaHK A03H TPAOBA J1a C€ H3NMO3BAT OTAC/THUTE MOHOKOMITOHEHTH.

GFR mL/min Metdopmun CHTaraunTaH

6089 Maxcumannama oneena ooza e 3000 mg. | Maxcumarnama onegna doza e
Mooice 0a ce obmucau nonusxcasarie Ha 100 mg.
003ama 6v6 8Pb3KA C HAMWIABAHEMO HA
bvbpeunama pynxyua.

45-59 Maxcumannama onesna oosza e 2000 mg. | Makxcumannama onesna 003a e
Havanmmama 003a e Haii-mMHo020 100 mg.

NONOBUHAMA OM MAKCUMAIHAMA 0034.

3044 Maxcumannama onesna doza e 1000 mg. | Maxcumasnama oneéna ooza e
Havannama ooza e Hau-mMHozo 30 mg.
NOOBUHAMA OM MAKCUMATHAMA 0034,

<30 Memgopmun e npomusonoxasau. Maxcumannama oneerna oosa e
25 mg.

YepHoapoOHo yBpexaaHe
FO3umeT He TpsaOBa 1a ce U3Moa3Ba NP MAUWEHTH C YepHOAPOOHO yBpexaaHe (Bx. Touka 5.2).

Crapuecka Bb3pacT
Toit kaTo MeThOPMHH W CHTArTMITHH CE EKCKpeTHpaT 4pe3 6b0peunte, KO3umer TpabBa ga ce usnonsea ¢
NOBHILEHO BHUMAHHWE NPU HanpeaBaHe Ha BbipactTa. HeobxoaumMo e mouuropupate Ha 6b6peyHara

pyHKLHA, 33 Ja cE€ MOANOMOTHE NpeAna3BaHeTo OT CBbP3aHaTa C METQOPMUH IaKTaTHa aly)
BEUE B CTapuecka Bb3pacT (BxK. Touku 4.3 u 4.4).




[lecuampuuna nonyaayus

KoMOuHaLus oT cHTaradnTiH U MeTOpMHUH He TpAOBa a ce U3rnosI3Ba NpH AcLa U IOHOLUKW Ha Bb3PacT OT
10 no 17 rogyHuu nopaau HeaoCTaThyHA ePuKacHOCT. HanuuHUTE NOHACTOALEM AaHHH €& ONMCaHH B
ToukH 4.8, 5.1 n 5.2. KomOHHaIIMA OT CUTArNMUNTHH U METQOPMHUH HE € NPOYUBAH NPH NEAUATPUHHH
naMeHTH Ha bp3pacT noa 10 roaunu.

Hauuy Ha npuaokeHUe

KO3umeT TpaOBa aa ce npMemMa ABa NbTH JHEBHO C XpaHa 3a HaMajisBaHe Ha HEXKEJIAHUTE PEaKLIMM OT
CTpaHa Ha CTOMALLHO-YPEBHHUA TPAKT, CBLP3aHHU C METHOPMHUH.

4.3 IlpoTHBONOKa3zaHud

O3umer e npOoTUBONOKa3aH MNPy MaLHEHTH ChC:
- CBPBbXYYBCTBUTETHOCT KbM AKTHBHHTE BELLECTBA WK KbM HAKOE OT MOMOLIHHTE BELIECTRA,
u30poeHH B Touka 6.1 (BXK. Touku 4.4 u 4.8);
- BCEKH THI OCTpa MeTaboauTHa anua03a (KaTo NaKkTaTHa auuao3a, nmabeTHa keToauuaosa),
- AuabeTHA MpeKoMa;
- texucko 6bOpeuHo yepexaane (GFR<30 mi/mun) (Bxk. Touka 4.4);
- OCTPH CBCTOAHHA C Bb3MOXHOCT Aa H3IMEHAT 610peynara pyHKUUsA Karo:
- AEeXHLpaTalH,
- TEXKKH HHPEKILIUH,
- LLIOK,
- BbTPECHAOBO MPUIMKEHHE HA HOAMPAaHH KOHTPACTHH BellecTBa (BXK. Touka 4.4);
- OCTPO MJIM XPOHHUYHO 3a00/MBaHE, KOETO MOXE Ad NMPHYMHH XUIMIOKCHA Ha TbKAHUTE KATO:
- CHPACUYHA WM PECTTHPATOPHA HEAOCTATHYHOCT,
- CKOpOLIEH MHOKapAeH HHOAPKT,
- [OK;
- YEPHOAPOOHO YBPEXIAHE;
- OCTpa AJIKOXOJHA HHTOKCHKALMS, ATKOXONMU3bM;
- KbpMEHE.

4.4 CoenualHd NpeaynpexieHHs H BPEANAZHH MEPKH NIPH ynorpeda

O6u
IO3umer He TpAOBa aa ce U3NoONA3Ba npy nauneHTy ¢ A1adbet Tun | ¥ He Tpabea aa cuM H3ANON3BA 3a
JeueHUe Ha guabeTHa KeToaunaosa.

OcCTbp NaHKpEeaTUT

Ynorpebara Ha DPP-4 uHXUOUTOPH € CBBp3aHa ¢ PHMCK OT Pa3BUTHE Ha OCThp naHkpeaTuT. [layueHTure
TpabBa na 6baaT HHGOPMHUPAHH 32 XaPAKTCPHHA CUMIITOM HA OCTBP MAHKPEATHT: NEPCHCTUPALLA, MHOIO
ciiHa KopeMHa Oonka. Cne npekpaTABaHE HA CUTArIMITHH ce HabMaaBa OTIIYMABaHE HA MAHKPEaTHUTa
(cbe Wnu 6e3 NoAIbPKALLO IEUYEHHUE), HO B MHOTO PERKH Cly4aH € ChoOLIaBaHO 332 HEKPOTU3Hpall HIH
XEMOparvyeH NaHKpeaTHT W/ KK CMBPT. AKO MMa CbMHEHHA 3a NMaHKpeaTuT, TpsOBa Aa ce npgKparu
npueMa Ha HO3uMeT ¥ ApYrd NOTEHUHATHO TOA03HPAHH JIEKAPCTBEHH NMPOAYKTH; aKo 22 DGuns m




naHkpeaTuT, npueMbT Ha KO3uMmeT He TpaOBa Aa ce Bx30OHOBABa. Heobxoanmo e nopuieHo BHUMaHHUE
NMPH NALMEHTH ¢ aHAMHe3a 3a MaHKPEaTHT.

JlakraTrHa auMaosa
JlakTaTHaTa auMa03a, MHOrO pAIKoO, HO CEPHO3HO METADOIUTHO YCI0KHEHHE, Hall-4eCTO HACTHIIBA MPH

OCTpO BROIIaBaHe Ha ObOpeuHaTa QyHKUHS, KAPAHO-PECIMPAaTOPHO 3a00/1BAHE MM CETICHC.
HatpynsaHeto Ha MeTdOpMHH HacTLIBA NMPH OCTPO BIOWIABAHE HA ObOpeuHaTa QyHKUHA U yReUYaBa
pHCKa OT JJaKTaTHa aluao03a.

B cayuait Ha aexuaparauus (TeXKO nOBpbllaHE, APy, TPECKA WM HAMANEH [TPUEM Ha TEHHOCTH)
TpAOBa BpEMEHHO J1a C€ Cnpe NPUEeMBT HA METPOPMHH U € NMPENOPBUYHTEIHO [a C€ YCTAHOBU BPB3Ka C
MEIUIUHCKH CIIELHAIUCT.

[TpueMbT Ha lekapcTBeHW NPOAYKTH, KOUTO MOTAT OCTpO Aa yBpeaar Ob0peunara $pyHkuus (kaTo
aHTHXHNepTeH3nBHM cpeacTsa, AuypeTuud u HCIIBC) Tpabea na ce 3anouHe ¢ NOBHILIEHO BHUMaHHE MpH
NanUeHTH, 1eKyBaHH ¢ MeTdopMuH. JIpyru puckoBH GaKTOpH 3a JJaKTaTHA alKi03a ca MPEKOMEpEH
MPHEM Ha AJIKOXOJ, YePHOAPOOHA HeIOCTATHYHOCT, HEOCTATHYHO KOHTPO/IMpaH nuaber, keto3a,
NMPOABIDKUTEIHO I1aAyBaHE ¥ BCAKAKBH CHCTOAHHA, CBBP3aHH C XHMOKCHS, KAKTO 4 €IHOBPEMEHHATa
ynoTpeba Ha JieKapCTBEHH MMPOAYKTH, KOUTO MOraT Aa NPHUYMHAT JIaKTaTHA auuao3a (Bx. Toukd 4.3 1 4.5).

[laumentuTe W/uau SonHornenavyure Tpadsa aa ObAAT HHPOPMHPAHH 338 PUCKA OT J1aKTaTHA alUMA03a.
JlakTaTHaTa auMao3a ce XapakTepu3lupa ¢ auMao3Ha AUCIHed, kopeMHa Donka, MyCKY/IHHM KpaMITH,
acTeHUs U XHIIOTEPMHSA, NOCIEABAHK OT KOMa. B cinyyait Ha CbMHEHME 3@ CHMITTOMM NMaUUEHTHLT TpaORa
Ia crpe npuemMa Ha MeTOPMHH U He3abaBHO Aa MOTLPCH Jekapcka NoMoll. JJuarHocTuyHUTE
nabopaTopHHM HAXOAKH ca NMOHHKEHO KpbBHO pH (<7,35), MOBHIUIEHH HMBA HA IIA3MEHMS JIAKTAT

(>5 mmol/l) ¥ nosBuineHa aHHOHHA pa3uKa U CbOTHOLIEHHE NaKTAT/IUpPYBAT.

Ilayuenmu c ycmanosenu uiu no0o3upanu MumoxoHOPUATHU 3a00ARBAHUA.

[Ipy nauMeHTH ¢ YCTAHOBEHH MUTOXOHAPHAIHHU 3a00NsBAHMS, KATO CUHAPOM HA MUTOXOHAPHAJIHA
eHuLedanonarus ¢ 1aKraTHa auyaosa M uHeyatononobuu enusoau (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneactseH quader M riayxora no ManvimHa JMHUS

(Maternal inherited diabetes and deafness, MIDD), MmerdopMiH He ce npenopb4Ba NOpaau pUcKa OT
obocTpsAHE HA JIAKTaTHA allMA03a U HEBPOIOTHYHH YCIOKHEHHA, KOMTO MOXKe Aa JOBENAT A0 B/IOIIABAHE

Ha 3a00/IBAHETO.

B cnyuait Ha npy3HauK U CUMOTOMU, nokasaTteanu 3a MELAS cunapom wnu MIDD, caea npuema Ha
METHOPMHH, Je4eHHETO ¢ MeThopMuH TpaOBa na ce Crpe BeaHara W Aa ce Hanpaeu Obp3a AMarHoCTH4YHA
OLIEHKA.

bubpeuHa dpyHkLMUA
[Ipeau 3ano4BaHe Ha JIeH4EHHETO TPAOBA A ce HAMpaBH OLeHKa HA cTouHocTUTe HAa GFR M penosHO cnen

ToBa (BK. Touka 4.2). KO3umer e npotuBornokasad npu naureHTH ¢ GFR<30 ml/mMuu v Tpadsa aa 6bae
BPEMEHHO CIIPAH MPH HANHYHUE HA CHCTOAHUS, KOUTO MpoMeHAT ObOpeuHaTa pyHKUUA (BK. Touka 4.3).

XHUNOrIUKEMUA




MMauuenTy, nonyuasaiu l03umer B KOMOUHALMA CHC CYJIPOHHITYpES HIIH C HHCYJIHH, MOJXKE [a ca
H310XKEHH Ha PUCK OT xunorndkemus. CnegoBarenHo, MOXe J1a € HeoOX0AMMO HaMaliBaHEe Ha J03aTa Ha

CyJIQOHWIYpesaTa HITH Ha HHCYITHHA.

Peakiinu Ha CBPBXUYBCTBHTENHOCT

Mma noCTMapKeTHHIOBH ChOOLIEHHS 33 CEPHO3HHU PEAKLIMK HA CBPbXUYBCTBHUTEIHOCT MPH MAUHEHTH
NEKYBaHHU ChC CUTArIIMNTHH. Te3u peakLyH BIJTIOYBAT aHA(UIAKCHS, AHI'HOEIEM U eKCOTMATUBHY
CBHCTOSIHAA Ha KOXKaTa, BKIIOUUTENTHO CHHAPOM Ha Stevens-Johnson. Havanoro Ha Te3u peakuuu HacThLIBa
B PAMKHTE Ha ITbPBUTE TPH MECELA OT 3aMo4yBaHe Ha ACYCHUETO CHC CHTAlTIUITTHH, HAKOU CllyYau
HaCTBLNBAT CJIe] MbPBATA A03a. AKO C€ MOA03UPa pEaKklMs Ha CBPBXYYBCTBHTENHOCT, NPUEMbBT Ha
FO3umer Tpabea na ce npexparu, TpAOBa Aa ce OLICHAT APYrHA NOTEHLHUATHH IPHU4MHH HA CHOUTHETO M
TpaOBa 1a C€ Ha3HAUYM AITEPHATHUBHO JcUeHHe Ha nuabeTa (BxK. TouKa 4.8).

bynozeH nemdurona
[Tpu nauueHTH, npueMaiuyd DPP-4 uHXUOUTOPH, BIUTHOUMTENIHO CUTAIIMIITHH, HMA IOCTMapKETHHTOBH
c1o0LeHus 3a OynoseH nemburona. Ako UMa ChMHEHUS 33 OyJ103eH neM@urona, npueMeT Ha HO3umer

TpsaOBa Aa ce€ MpeyCTaHOBH.

Onepauus

103umeT TpabBa Aa ce cnpe No BpeMe Ha onepavus noj ooLa, CMUHHATHA WK eNUAYPaIHA aHECTE3HUA.
JleuenueTo Moxe J1a Objie Bb30OHOBEHO He NO-paHo OT 48 yaca cJies1 onepauusTa Uid BE300OHOBABAHETO
Ha XpaHEHETO Npe3 yCTa, U NPHU ycioBue He ObOpeuHaTa PyHKIHA € OLIEHEHA OTHOBO H € YCTAHOBEHO, U
¢ crabunua.

[TpunoxeHue HA HOAMPAHU KOHTPACTHU BELIECTRA

BbTpecbA0OBOTO NPHIIOKEHHME HA HOOUPAHH KOHTPACTHH BELUECTBA MOXKE /1a IOBEAE 10 KOHTPACT-
HHAYLHpaHa HedponaTHs, BOACLLA 10 HATPYTIBAHETO HA METGOPMHH M MOBHILIEH PHUCK OT JIaKTaTHA
auunosa. FOzumer TpabBa na ce cnpe npeau Wik No BpeMe Ha npoueaypara 3a obpasHa JUarHOCTHKA U He
TpAbBa Aa ce 8b300HOBABA A0 Hal-manko 48 yaca criea T0Ba, NIpy ycnosue Ye ObOpeyHaTa PyHKUMA €
OLIEHEHA OTHOBO M € YCTaHOBEHO, ue € ctabuniHa (Bxk. TOMKH 4.3 H 4.5).

[lpoMaHa B KIMHHYHHUA CTATYC HA NALMEHTH ¢ KOHTPOAUPAaH Auaber Tun 2
[TlagnenTu ¢ auaber Tun 2, npeau Tosa A00pe koHTponupaH ¢ HO3uMeT, KOUTO pa3BUBAT OTKIIOHEHHS B

nadoparopHH NOKA3ATENIH MM KIIMHUYHO 3a0onaBaHe (Hail-Beve HeACHO Ui cnabo aedunupano
3abonasane) TpsOBa He3a0aBHO Aa CC OLCHAT 3a HATMUME HA KETOAUWIO03a WK JlaKTaTHA alu/03a.
OueHkara Tps6Ba Aa BKIOYBA CEPYMHM €IEKTPOJIMTH 1 KETOHH, KPBBHA 3axap Y ako ce Hanara pH Ha
KPhLBTA, HHBA Ha JIAKTAT, MUPYBaT U METHOPMHUH. AKO CE MOABH aLMA03a, B KOATO U Ja € opma,
neyeHuero TpAOBa Aa ce crpe He3abarHO U TpAOBA 11a e MPEANPHEMAT NOAXOAALLM NTPOTHBOACHCTBALLH
MEPKH.

Jedunumt Ha BuTaMuH B)»

MeTdopMUH MOXKeE Aa HAMAHY CEPYMHUTE HYBa HA BUTAMHH B2, PUCKBT OT HUCKH HUBA HA BUTAMUH
B2 ce yBeJIMuaBa ¢ yBE/IUYABAHE Ha J03aTa METHOPMHUH, NPOABIKHUTE/THOCTTA HA JEYEHHETO W/ UK
PH NALMEHTH C PUCKOBU (PAKTOPH, 332 KOWTO € UIBECTHO, Ye NMPHUKHHABAT ASPULIMT Ha BUTAaMKH Bi;. B
cJyyaid Ha CbMHEHHME 32 JePHUMT Ha BUTAaMUH B (KaTo aHeMHUs WM HEBpONaTua), CEpYMHHUTE HUBA
Ha BuTaMuH B> Tpabea aa ce npocneassar. [lepHoauuHo npociensBaHe Ha BUTAMHH B2 MOXke-Aa-CE
HaJIOKH TTPU MAUHEHTH ¢ PUCKOBHU (akTopH 3a AehULUMT Ha BUTAMHUH B2, Tepanusara




TpsOBa 1a Npoab/iXkK, 10KATO ce MoHaca A00pe U He € MPOTUBOIIOKAa3aHa, U Aa C€ OCHIYPH
NOAXOAAIO KOPHIHPALLO fIeUCHHE 3a Ae(HUHMT Ha BUTaAaMUH B2 B CLOTBETCTBHE C HACTOALUNTE
KJIMHUYHH HACOKH.

[lomMoLIHY BeLECTRA
To3u nekapcTBeH NPOAYKT ChABPAKa No-Manko oT 1 mmol Harpmii (23 mg) Ha TabneTka, T.€. MOXE Z1a ce

KayXeE, 4€ MNMpaKTHUCCKH HC CbAbDXKa HanHﬁ.

4.5 BianmogelcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H APYIrH GopMH HA B3aHMOAelCTBHe
EaHOBpeMEHHOTO MHOFOKPATHO MNpuiaraHe Ha cutarnuntuH (50 mg aBa mbTH AHEBHO) M METQOPMHH
(1000 mg ABa MbTH AHEBHO) HE € MPOMEHWIO 3HAYUTENHO (HapMaKOKMHETHKATA KAKTO Ha CHTArIMNITHH,

Taka U Ha MeThOPMHH NPH NauMeHTy ¢ AuabeT Tun 2.

He ca napbpiliBaHy NMpoyuBaHHsA 3a (apMaKOKHHETUUHHU JIEKapCTBEHH B3auMoaelhcTaua ¢ KO3umer; obaue
TAKMBA MPOYYBAHHS Ca MPOBEXIAHHU C OTACAHWTE AKTUBHHW BEUIECTBA, CUTANJIHITTHH H METPOPMHH.

He ce npenopbuba CLIOLTCTBAIRG YHOTpEOa

ANKOXOJ
ANKOX0/HaTa HHTOKCUKALIMA C€ CBhP3Ba C MOBULLEH PUCK OT JIAKTaTHA auua03a, 0coOEHO B CJyyau Ha

rnanyBaHe, HEAOXPaHBAHC WIH qepﬂunpoﬁﬂa HCAOCTATBHHOCT.

HMonupaHH KOHTPACTHH BELLECTRA

FO3uMeT TpaOBa 3aIBIXUTENHO A C€ CIIPe Mpeau WK [0 BpEME Ha mpoueayparta 3a obpa3Ha
AMArHOCTHUKA M He TpAORa Jia ce Bh300HOBsBA 10 Hait-manko 48 yaca caen Tosa, 11pH yCI0BHE e
OLOpeunaTa pyHKLUMA € OLiIEHEHA OTHOBO M € YCTaHOBEHO, e € cTadbwina (BXK. ToukH 4.3 u 4.4).

KoMmOuHalMK, H3UCKBALIK NPEAIIA3HUA MEPKK NIPH yiioTpeba

Hskou nekapcTseHn nNpoAyKTH MOrarT Aa ce oTpa3ar HebnaronpuaTHo Ha ObOpeuHaTa QyHKLMA, KOETO
MOX€E /1a YBEJIHYK PHUCKA OT JaKkTaTHa aunao3a, HanpuMep HCIIBC, BruniouurenHo cenexkTuBHM
HHXHOHUTOPH Ha umknookcurenasa (COX) lI, ACE nuxuburopy, aurnorensun Il peuenropsu
AHTArOHHUCTH K JHYPETHLIH, 0c0OeHO OprMKOBH AWypeTHUH. [1pu 3anouBaHeTo WK ynoTpedbarta Ha
TAKUBA MPOAYKTH B KOMOMHAHMs ¢ METHOPMHH € He0OX0AUMO BHHUMATEIIHO NNPOC/IEAABAHE HA
OBbpevHara pyHkiH1.

ConbTeTBallaTa ynorpeda Ha JIEeKAPCTBEHH NPOAYKTH, KOWTO NMOBIMABAT OOLUTE TPAHCTIOPTHH CHCTEMH
B OLOpeuHuTe TYOYNH, BKIKOUEHH B 6bOPEUHOTO eNMMUpade Ha MeTdOpMuUH (Hanp. UHXHOUTOPH Ha
opraHA4YHMA KaTHOHeH TpaHciopTep-2 [OCT2 )/ MynTunekapcTBEHUA U TOKCHH-CKCTPYAHpaLL POTEUH
[MATE] kato panonasuu, BanaeTaHub, gonyrerpaBup M IMMETUIMH ), MOTAT 1a MOBHILAT CUCTEMHATA
eKCMO3HLKA HA METPOPMHH M J1a YBEIMUYAT PHUCKA OT NaKTaTHa auuno3a. Tpabea xa ce obMucnaT nmonzure
M PUCKOBETE OT ChITbTCTBalmara ynorpeda. Tpabea na ce 0OMUCIIH BHUMATENHO MPOCIEAABAHE HA
FIHKEMUYHHUA KOHTPO, aJalTHpaHe Ha 103aTa B PAMKHTE Ha NPENOpbUKTEIHATA JO3HPOBKA ¥ MIPOMEHH B
neyeHUeTo Ha auabera, KOraTo TaKMUBa JICKAPCTBEHM MPOAYKTH CE MPHIIaraT €AHOBPEMEHHO.




I mokokoprHkouauTe (PUIAraHy No CUCTEMEH U JIOKaneH NbT) HeTa-2-aroHUCTHTE U ANYPETULIHTE UMAT
APHCBLLO XHUIEPrIIHKeMUYHO AcHcTBHe. [launerTrTe TpsOBa Na ce uHOpMHUpAT M N0-4ECTO Aa U3MEpBaT
KPbLBHATA CH 3axap, 0c00EHO B HAYaN0TO Ha JEUCHHETO ¢ TAKUBA JIEKAPCTBEHH NPOLYKTH. AKO €
HeoOX0AMMO, 103aTa HA AHTUXHUITEPrIMKEMUYHUA JTeKapcTBEH MPOAYKT TpabBa na ce azanTtupa o speMe
Ha JIeueHHE ¢ APYrus JIeKapCTBEH MPOAYKT W MPH HErOBOTO NpPEKpaTABAHE.

ACE-unxubutopute MoraT Aa NOHW)KAT HUBaTa HAa KPBBHATA 3aXap. AKO € HeoOx0aAMo, 103aTa Ha
AHTHXHIEPrIMKEMUYHKSA JEKApPCTBEH NPOAYKT TPAOBa Ja ce afanTHpa no BPeMe Ha JICUEHHUETO C JPYTrHs

JIEKAPCTBEH TIPOAYKT ¥ NIPH HETOBOTO NPEKPATABAHE.

EdekTh Ha ApYId JIEKapCTBEHH MPOAYKTH BbpPXY CHTATJIUIITHH

In vitro v KIMHUYHHWTE JAHHU OMUCAHU NO-A0Y NPEANOIaraT, Y€ PUCKBT OT KIIHHHYHO 3HAYUMH
B3aHMOICHCTBHSA [IPH €QHOBPEMEHHO MPUIOKEHUE C APYTd JIEKAPCTBEHU NPOAYKTH € HHCBK.

In vitro npoy4BaHHWA NMOKA3BaT, Y€ OCHOBHHS €H3UM OTTOBOPEH 33 OrpaHUyeHHs MeTadoNH3bM Ha
cutarnunTuH € CYP3 A4, ¢ yuactue sa CYP2CS. [Ipu natuenTy ¢ Hopmanta 6b0pedna QyHKLuA,
METa00N3MBT, BKIIKOMHTENHO U upe3 CYP3 A4, urpae caMo Majka posi B KJIMPBHCA HA CUTArJIMITTHH,
MeTabonu3mMbT MOXKe 1a Urpae Mo-BaXKHa polig MPH CTMMHHUPAHETO Ha CUTArJIUNTHH B YCIIOBUS Ha OCTPO
61b6peyHo yBpexaaHe Wid TepMuHania 66peuna HenocratsuHoCcT (ESRD). Hopaau tazu npuunHa e
Bb3MOXHO MOUIHH HHXHOHTOpH Ha CYP3 A4 (Hanp. KeTOKOHA30J1, HTPAKOHA30J1, PUTOHABUP,
KIapHTPOMHLMH) Aa MPOMEHAT PapMaKOKHHETHKATA Ha CHTATJIHITTHH NPH NMaLMEHTH ¢ TEXKO ObOpeuHo
yepexxaane uinn ESRD. E¢exture Ha mowanre CYP3A4 uaxubutopu B ycnosus Ha 6u0peuHo
yBpexXJaHe He ca OLICHABAHH MPH KIHHWYHO NPOYUYBaHE.

In vitro npoyuBaHuA 3a TPAHCMOPTA MNOKA3BAT, Y€ CUTATJIUITHH € CYOCTpAT Ha pP-INIMKONPOTEHHA H
TpaHCcNopTepa Ha opraHuyHu aHHOHH-3 (OAT3). OAT3 MeaAWUpaHHUAT TPAHCNOPT HA CHTArTHUIITHH CE
HHXUOUpA in vitro oT npobeHeun 1, BBNPEKH Y€ PUCKBT OT KIMHUYHO 3HAYMMH B3aHMOACHCTBHSA CE€ CMATA
3a HUCBK. EaHoBpeMeHHOTO nipunoxeHne Ha OAT3 unxubuTopu He e oLeHeHo in vivo.

L{uxnocnopun: [IpoBeicHO € NpOy4YBaHe 3a OLCHABAHE HA €(EeKTA HA LIMKIIOCTIOPHH, MOLLIEH HHXHOUTOP
Ha P-rJIMKONPOTEHHA, BhpXY (PapMakOKHMHETHKaTa Ha CUTArnunTuH. EqHOBpeMEHHOTO NpUIIoXKEHHE HA
¢AMHMYHa nepopainna ao3a 100 mg cuTarnmMNTUH M €AMHKWYHA nepopaiHa go3a 600 mg HMKIOCNOPHH
noerilaBa AUC U Crax Ha CHTArJIMNTHH CHOTBETHO ¢ NpUOAM3UTENHO 29% n 68%. Teszn npoMeHM BBB
(apMaKOKMHETHKATA HA CUTArTUITTHH HE CE CMATAT 32 KJIMHHYHO 3Ha4YUMH. bbOpeYHHAT KIHPBHC Ha
CHUTAr/IMIITHH He € 3HAUHUTEIHO npoMeHeH. CeaoBarenHo, He ce OHaKBAT 3HAYMMHU B3AUMOJICUCTBHA C

APYTH HHXUOUTOPH Ha P-TJIHKONIPOTEHHA.

El_:bEI{TH H4 CHTarJIMIITHH BbPAY NPYIH JICKAPCTBCHH IMPDOAYKTH

Juzoxcun: CurarnunTuH uma cnab edekT BbpXy I1a3MeHaTa KOHLEHTpaUus Ha AurokcuH. Chen
npuiaraHeto Ha 0,25 mg AUroKCHH eqHOBpeMeHHO cbe 100 mg cUTarnMnTHH AHERHO B NIPOABIKEHHE HA
10 aHu, nnasmedara AUC Ha aMrokcHMH HapacTBa cpeaHo ¢ 1 1%, a mnasmeHaTa Crax cpeaHo ¢ 18%. He ce
MpenopbUBa KOPUTHPaHe HA 103aTa AUrOKCHUH. B chIIOTO BpeMe, MauMeHTHTE C PUCK OT IMFOKCHHOBA
TOKCHYHOCT Tpabea Aa ObAaT npociensBaHM 3a TaKkaBa, KOrato CUTArJMIITAH U IMFOKCHH CE npuiarar

e JHOBPEMEHHO.




In vitro jaHHHUTE MOKA3BAT, Y& CUTAINTUITHH He noTucka U He HHAyuupa CYP450 uzoeHsumuTe. [Ipu
KITHHHYHH NMPOYUBaHHUA CUTATJIMNITHH HE NPOMEHSA 3HA4MUMO PapMakOKMHETHKATA HA MET(OPMHUH,
rnubypua, CHMBACTATHH, POSUITIMTA30H, BappapHH WM NepopaiHi KOHTPALENTUBH, AABAHKYU in Vivo
IaHHH 332 MA/IKa BEPOATHOCT OT MpeAU3BUKBaHE HA B3auMOoAcHCTBUA CbC cyOcTpaTh Ha CYP3 A4,
CYP2CS8, CYP2C9 u Tpancnoprepu Ha opranduHu KaTHOHHU (OCT). CurarnuntuHd Moxe na 6bae ciab
HHXHOWTOP Ha P-TTIMKOINPOTEUHA in Vivo.

4.6 @eprranTeT, OPpEMEHHOCT H KbpMEHE

bpeMeHHOCT
Hsama pocraTbyHO Za@HHU OT ynoTpedaTa Ha CHTArJIMITTUH NpY OpeMeHHH »eHH. [IpoyuBanua npu

*KHBOTHM IOKA3BAT PENPOAYKTUBHA TOKCHUYHOCT [PU BUCOKH JO3MH CUTArTMNTUH (BXK. TOUuKka 5.3).

OrpaHvyeHdTe JaHHH TIpeanoaarar, ye ynorpebara Ha MetpopMHH NpH OpeMeHHHU He € CBbP3aH ¢
[MOBHLICH PUCK OT KOHMEHHUTANHH mandopmauuu. [IpoyusaHuaTa ¢ MeThOpPMHH MPH KHBOTHH HE
MOKA3BaT BpeAHH €PEeKTH BbB BPb3ika ¢ OpeMeHHOCTTA, eMOPUOHANHOTO M (eTaHOTO pa3BUTHE,
PaXKJAHETO HJIM MTOCTHATATHOTO pa3BUTHE (BXK. TOUKa J.3).

[O3umet He TpsOBa Aa ce U3MO/I3BA O BpeMe Ha OPeMEHHOCT. AKO NaUeHTKaTa ucKa Ja 3abpemenee uiu
aKO HacThM OPEMEHHOCT, Ie4eHHeTo TpAbBa Aa Ce MPEeKPaTH H NALMEHTKATa A2 NPEMHHE Ha JICYEHHE C
MHCYJIHH Bb3MOXKHO HaN-CKOpO.

KbnpmMeHe

He ca nposexxaaHy Npoy4YBaHUA MPU KbpPMeELLW AKUBOTHH ¢ KOMOMHHUPAHUTE AKTHBHH BELLIECTBA HA TO3H
nekapcTBeH npoaykT. [Ipn npoyuBaHUus rpopexiaHu ¢ OTACTHHTE aKTUBHU BELLECTBA U CUTArIUIITHH, U
METGPOPMHUH CE EKCKPETHPAT B MAAKOTO HA JakTupawy mrbXxose. [Ipu xopa mergpopMHH ce eKCKpeTHpa B
KbPMAaTa B MaJIKM KOJIMYECTBA. He € U3BEeCTHO AaH CHTAIIMIITHH CE EKCKPETHPa B KbpMaTa.
Cneposarenno FO3umer He TpadBa na ce U3non3sa NpH KEHH, KOUTO KBPMAT (BXK. Touka 4.3).

depTunurer
J[aHHHTE OT NPOYUYBAHHUA [PH KUBOTHH HE MPEANONAraT BIMAHHE BEPXY (EPTHIMTETA HA MBXKKHU U
EHCKH MUTbXOBE [IPK TPETHPAHE CbC CHTArMMITHH. JIMIICBAT JJaHHY TIPH XOpa.

4.7 EdexkTH BBpXY cnocobdHOCTTA 32 IHoPHpaHe H padoTa ¢ MAlIHHA

FO3uMeT He noBIMABA WIIHM NOBJIHABA NpeHebpexnMo cnocodHOCTTA 3a WwodHpaHe ¥ paboTta ¢ MallMHH. B
CBLIOTO BpeMe npi wodupaHe uau pabora ¢ MaliMHH, TpabBa Aa ce UMa NPEeaBKI, Y€ NPH CUTATTUNTHH
ca JOK/IaiBaHH C.TyUad HA 3aMaWBaHE U ChHJIKBOCT.

OcBeH TOBa, nNaLMeHTUTE TPAOBA Aa ce NMpeayNpexaaBaT 3a pUCKa OT XMIOrHKeMHusi, korato O3aumer ce
M3I10J13Ba B KOMOWHALMA CbC CYI(OHUNYPEHHO MPOM3BOAHO HIIH C UHCYJIUH.

4.8 Hexenann 1eKaApPCTBEHH PEAKIHH

PestoMe Ha npoduna Ha 6€30NacHOCT
Hsama npoBeneHn TEPANEBTUUHH KIMHUYHH npoyuBaHus ¢ KO3umeT tabneTku, Ho 6HOEKBUBAJIEHTHOCTTA
Ha KOMOMHALMA OT CHTATMMITHH H METQOPMHH € JOKa3aHa MPH €IHOBPEMEHHOTO TP
CUTariunTUH U METHOpPMUH (BXK. ToUka 5.2).




Cpo0luaBaHM ca CEPHO3HM HEXKEJIAHY PEeaKLUM, BKIHOYUTETHO [MTAHKPEAaTHT U peaKLUH Ha
CBPBXYYBCTBUTEHOCT. ChobUlaBaHa € XMMOTUKEMHUS NPH KOMOUHALIUA CBC CYIPOHWIYPEHHO
rnpou3BoaHo (13,8%) u ¢ uHCynuH (10,9%).

CuraraunTHH 4 METQOpPMHUH

Tabruven cnucvk Ha HediCcenanume peaxyuu

Hexenanvre peakuuu ca u3bpoenu no-noiry ¢ npenopbusaHutTe or MedDRA TtepMuHM criopea cuctemo-
opraHHa kiacupukauua ¥ abcomoTHa yectora (Tabauua 1). Ilo yecTtoTra ce onpenenar Karo: MHOTO 4€CTH
(>1/10), uectu (>1/100 no <1/10), neuectu (=1/1 000 oo <1/100), peaxu (=1/10 000 no <1/1 000), mHOIO
peakH (<1/10 000) u ¢ HeussecTHA yecToTa (OT HATMYHUTE JaHHM HE MOXKE Aa Obae HanpaBeHa OlLIEHKa).

Tab6auna 1: YecToTa HA HEXKETAHHTE PCAKIIHA YCTAHOBEHH O BpeMe HA IJ1aNe00-KOHTPOTHPaAHH
KJAHHYHH NPOYYBAHHSA CHC CHTAIJIMNITHH H MeTHOPMHH CAMOCTOATETHO H RPH
NOCTMAPKETHHIOBHA ONHT

Hexenana peakuds HecTOTa HA HEKEIAHATA PEAKIHA

Hapyumienus Ha KPLBTA H JIHMPHATA CHCTEMA

TPOMOOLUTONEHHS pelKH

HapymieHHs HA HMYHHATA CUCTEMA

peaKLHK Ha CBPBXUYBCTBHTEIHOCT, BKIIOYHTENHO C HEW3BECTHA YECTOTA
aHaDWIAKTHYHH OTFOBOPH '

Hapymenus na MeTa00/IH3M2 H XpPAHEHETO

xunorinukeMua’ YeCTH

HAMAJICHUE HA HUBATa HA BHTaMHH B/ nedunur’ 4YEeCTH

Hapymenus HA HEpBHATA CHCTEMA

ChHIHBOCT HCYHCCTH

PecnHpaTOpHM, rPHLAHA H MEAHACTHHAJTHH

HApYIICHHS

HHTEpCTHLHMATHA BenonpobHa Gonect’ C HEM3BECTHA YECTOTA
CromailiHo-upesHH HAPYIUICHHSA

AUapus HEYECTH

rajicHe 4eCTH

cdnaryneHuus 4YEeCTH

3aMeK HEYECTH

OoJiKa B ropHara 4acT Ha Kopema HEYEeCTH

NOBpPbilaHE 4YECTH
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OCTBp NMaHKpeaTHT »'+*

C HCU3BCCTHA 4ECTOTA

¢aTancH U HeaTaleH XEMOPArHyeH

HEKPOTH3UPALLL MTAHKPEATHT '

C HCH3BCCTHA 4YCCTOTAa

HR[]}’[IIEHHH HA KOXXATA H NOAKOKHATA ThKAH

npypHTyC’

HCUYCCTH

aHruoeaeM '

C HCH3BCCTHA HCCTOTA

obpus’,t

C HCHU3BCCTHA YECTOTA

ypruKapus '

C HCH3BCCTHA 4ECTOTA

KOXEH BACKYJIHT '

C HCH3BCCTHA YECTOTA

exchONHATHBHK KOKHH 3a00A9BaHHs, BKIKOYHTEIHO
cuHApoM Ha Stevens-Johnson ™'

C HCH3IBCCTHA YCCTOTA

6ynozen nempurona’

C HCH3BCCTHA HCCTOTA

Hapymenns Ha MYCKYJ/JIHO-CKEJIETHATA CHCTEMA H
ChbeAMHHTEJIHATA ThKAH

apTpanrus

C HCHU3BCCTHA YCCTOTA

MUAITHI

¢ HCHU3BCCTHA YCCTOTA

6oJika B KpalHUIMTE

C HEHU3BCCTHA YCCTOTA

Gonka B repba’

C HEH3BECTHA YCCTOTA

apTponaTHs

C HCH3BCCTHA UCCTOTA

Hapymenns na 6n0pennre n NHKOYHHUTE IHTHINA

HapyiieHa Gu6peuHa GyHkuUua

C HCH3BCCTHA HECTOTA

ocTpa 6b6peuHa HEAOCTATBYHOCT

C HCHU3BCCTHA UCCTOTA

"HexenaHure peakUMH ca MACHTHQHIUPAHH MO BPEME Ha MOCTMAPKETHHIOBOTO HabmoAeHH e,

' Biok Touka 4.4.

! BixTe npoyusanemo 3a 6e30ndcHocm no omuouierue Ha copoevHo-cvoosama cucmema TECOS no-

A0Iy.

OnucaHune Ha H3IOpaHN HEXKEIAHHW PEAKLINH

Hsakou HexxenaHu peakuuu ca HabnoaaBaHU MO-4€CTO NPH NPOYYBAHHUSA 3a KOMOHHUpaHa ynoTpeba Ha
CHTarJIMNTHH ¥ METGOPMHH C APYTH aHTHAWAOETHH TeKapCTBEHH NPOAYKTH B CPaBHEHHUE ¢ NPOYYBAHH
HAa CUTATJIMITHH U MeTGOPMUH CAMOCTOATENTHO. Te BKIKOYBAT XHIMOITIMKEMHKS (KAaTErOpHsA HA YECTOTA
,,MHOT'O YECTH’ ChC CYNPOHWUNYPEHHO NPOU3BOAHO WK MHCYNUH), 3aneK (,,4eCTH CbC CYAPOHUAYpEHHO
MPOU3BOAHO), nepudepet OTOK (,,4eCTH ¢ MHOJIKTA30H ) M rnaBoboiue U CyXoTa B yeTaTa (,,HeYeCTH” ¢
MHCYJIHH).

Cumaznunmun
[Tpyu npoyuBaHHA BLPXY MOHOTEpanHs ¢bC cUTarIMNTUH 100 mg BeAHBIK AHEBHO CAMOCTOATENHO B

3aMaHBaHeE.
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Cpea Te3d NauueHTH HeXeNaHUTe ChOUTHA, ChOOLLABAHHM HE3ABUCHMO OT MPUYUHHO-C/IECTBEHE BPBH3KA C
NICKapCTBEHUs MPOAYKT, C YECTOTA Hal-MaikKo 5%, BKIIOUBAT HH(PEKLMH HA TOPHUTE JUXATEIHY METHLIA
H HasogapuHruT. OCBeH ToBa, ca ChoOLIEHH OCTE0apTPHUT M DOJNKa B KpaHHHLHTE, C HECTOTA HEYECTH
(>0,5% no-BuCOKa cpes yHaCTHHLIMTE, MOJYYKIH CHTAMIMITTHH, OTKOJIKOTO Ta3d B KOHTPOJIHATA Ipyna).

Memdghopmun

CToMalHO-YpeBHU CUMITTOMH ¢a CboOLaBaAHH MHOIO YeCTO NPH KIMHAYHH NMPOY4YBaHHA H MPH
NOCTMapKeTHHrorara ynorpeda Ha MeTopMHuH. CTOMALIHO-YPEBHHTE CUMIITOMH KATO TajeHe,
MOBpbLIaHE, AHapua, bonka B kopema u 3ary6a Ha aneTHT ce NOoSBABAT NO-YECTO IPH 3aNoYBaHEe Ha
JICYEHHETO U B MTOBEYETO CIIy4ay NPEMUHABRAT CMIOHTAHHO. JIOMBJIHUTENHH HEXENaHu peaxlUy, CBbp3aHH
¢ MET(OPMHUH, BKIIOYBAT METANEH BKYC (YECTH); 1aKTATHA allMA03a, HAPYIICHUA Ha YepHoApoOHaTa
dyHKUUA, XENATHT, YPTHKAPHUA, EpUTEMA K CbpOex (MHOTro peaKu).

Kareropuure no 4eCcToTa ¢€ OCHOBAaBaT Ha Ha/luvHaTa uHpopmauusa B KpaTkaTa xapakTepucTHKA HA
npoAyKTa Ha MeTopmuH, onobpeHa B EC.

[leanaTpuyHa nonyauus |

B kKNHHWYHHK NpoyYBaHHA ¢ KOMOHHALUUA OT CUTATNTUNTHH U METQOPMHUH NPY NEAHATPUYHH MALUEHTH ChC
3axapeH auadet THN 2 Ha Bb3pacT oT [0 0o 17 roguHu npodunbT Ha HEXETAaHUTE peaKLUH KATO LIJIO €
CpaBHUM C TO3M, HabnloaBaH nNpu Bb3pacTHH. [Ipy neanaTpUUiHU NALMEHTH, KOHTO ¢a WM HE ca Ha
OCHOBHO JICYCHHE C HHCYJIMH, CUTArIMNTHH CE CBbP38a C MOBHILEH PUCK OT XHIOrTHKEMHUA,

IIpoyusane 3a bezonacnocm no omuouerue Ha cvpoeuno-cvoosama cucmema TECOS

H3nuTBaHETO, OUECHABALLO CHPACYHO-CHAOBHUTE PE3YJITATH NPH JIEUEHHE CbC cHTarfMnTH (Tral
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bkniousa 7 332 naldeHTH, IEKYBAHH ChC
100 mg curarnunTiH gHeBHO (MK 50 mg OHEBHO, aKO U3XOAHHUTE CTOMHOCTH Ha U3YKCIIEHATA CKOPOCT Ha
rnomepyaHa punrpaums (eGFR) ca >30 u <50 ml/mun/1,73 m?), u 7 339 nauuenTty Ha ninaueto B
intention-to-treat (1TT) nonynauusra. [Ipere neuenus ca j00aBeHU KbM 0OMUAHHTE IPHIKH CHIIACHO
MECTHHTE cTaHaapT 3a HbA . 1 cbpaedHO-cbI0BM pUcKOBY (akTopu. OOLIAaTa YecTOTa Ha CEPHO3HUTE
HEXETaHU CbOUTUSA MPH MAUUEHTH, 10NY4YaBALLM CUTATJIMIITHH, € CXOAHA € Ta3H MPH NMALHEHTHTE,
oy4asainy rutauedo.

B intention-to-treat nony.JauMsTa cpea NaUHEHTHTE, KOUTO M3MOI3BAT WHCYITHH WHAK CyNPOHWTyped Ha
H3XO0QHO HHBO, 4ECTOTATA HA TEXKKA XHUIOMNIKKEMHA € 2,7% Npu NaUUEHTHTE, JIeKYBAHH ChC CHTAIJIHITTHH
1 2,5% nipu naumeHTUTE Ha nnauedo; cpel NauHeHTUTE, KOUTO HE H3ION3BAT MHCY/IHH W/ WIH
CYyN(OHHITypes Ha U3XOAHO HUBO, YECTOTAaTa Ha TeXKa xurnornukemus € 1,0% npu naLiMeHTHTE, IEKYBaHH
cbC cHTarnunTUH H 0,7% npu nauueHTute Ha niauedo. Yectorara Ha NnoTBBpAEHH CHOUTHA, OT1ABAHH Ha
naHkpeatur, € 0,3% npy nauueHTHTe, IeKyBaHU Cb¢ CUTArMMNTUH U 0,2% npu nauuMeHTHTE Ha Miauedo.

CovobiilasaHe Ha NMOAO3WPAHH HEXKENAHU PEaKLWK
CrobiaBaHeTo Ha NOJO3MPAHH HEXKENAHW PEAKLIVM CJie/l pa3pelllaBaHe 3a ynotpeba Ha neKkapcTBeHus
[MPOAYKT € BaxkHO. ToBa no3BoJisBa Aa NPOABLIKKM HabNIOASHHETO HA CHOTHOLLIEHHETO T10/138/PUCK 3a
JIEKAPCTBEHHA NPOAYKT. OT MEIHUHMHCKHATE CNELMANUCTH C€ U3UCKBA Aa ChOOLIABAT BCAKA N0403MpaHa
HEXE/aHa peaKUuMsa Ype3 HALMOHAJIHA CHCTEMA 3a ¢chobiaBaHe ksM M3mbaduTenHara areHuus no
nekapcrsara, ya. ,,JlamsaH I'pyes” Ne 8, 1303 Codmus, ten.: +35928903417, yebcaiT: ww

4.9 Ilpeno3mpane

12




[Tpy KOHTpONMpPAHHM KIMHHYHHU NPOYUBAHHUA CBC 3[paBH YYaCTHHUM CE NMpHIAraT AHOKPaTHHU A03H 10
800 mg curarnunTud. MUHUMaNHO yabikaBaHe Ha QTc, KOETO He ¢ CYUTA 33 KITUHUYHO 3HAYHUMO, CE
Habnogasa npu eAHO npoyueaHe ¢ Ao3a oT 800 mg curarnunTHH. HaMa onut ¢ no3u Haa 800 mg npu
KINUHUYHYU npoyuBaHus. [Ipu npoyusanud @asa I ¢ MHOTOKpaTHO NpHiarale, HAMa CBbpP3aHHu ¢ 103aTa
KITHHAWYHH HEXKEJIAHM JIEKAPCTBEHHU peakiidy, HaOM0AaBaHH NPH CUTATIIMIITUH ¢ 403U 10 600 mg aHesHO
3a neproan 2o 10 auu v 400 mg gHeBHO 3a nepyoaun Ao 28 aHwW.

[Congamo npeposupane ¢ METPOPMHH (MJTH €IHOBPEMEHHO ChUICCTBYBAIL PUCK OT NTAKTaTHA alU/103a)
MOXE /1a JOBeE A0 NAaKTaTHA alUMA03a, KOATO € CHEIEeH MEJULIMHCKH Ciiy4yail U Tpabsa aa ce nieKyBa B
Oonunua. Haii-epekTHBHHAT METO/ 32 OTCTpaHABAHE HA JlaKTaTa U METGOPMHHA € XEMOIHANHU3ATA.

[pu knuHUYKHK npoy4uBaHus npubnuauTenHo 13,5% or ao3ara ce oTcTpaHsBa rpu 1poALKABALLA 3- 10
4 yaca xemoauann3Ha cecus. [Ipu npeuecHKa 3a KIMHAYHA HEOOXOAMMOCT MOXKE J1a CE NpeanpUeMe 1o-
NPOAB/IKUTENHA Ananu3a. He e u3BecTHO Aanu CHTAarIMIITHH Ce AHAIM3Mpa NMPH NEPUTOHEATHA JHaTU3a.

B caywaii Ha npeao3vpaHe € NOAXoaLL0 Ja ¢e npeAnprUeMaT OOHKHOBEHHUTE MNOJABPKALLIM MEPKH, KaTo
OTCTPAHABAHE HA HeabcopOupaHUsa Marepua OT CTOMAWHO-YPEBHUA TPAKT, KTMHUYHO HABMOOEHUE
(BKJIIQUUTENHO M €1EKTPOKApAHOIpaMa) U I1pd HYXK/1a 3aMo4YBaHe Ha IOJIBPHKALLO J1EHEHHUE.

5. ©OAPMAKOJOI'MYHU CBOHUCTBA

5.1 dPdapMaKkoaHHAMHYHH CBOHCTRA

(dapMakoTepaneBTHYHA Ipyna: AHTHAHA0ETHH JeKapCeTBa, KOMOMHALIMKM OT NEepOPaTHH JIEKAPCTBA 32
HaMmansBaHe Ha KpbBHaTa 3axap, ATC koa: A10BDO7

I03uMeT KOMOHMHHAPA ABA AHTUXHUNEPTIIMKEMHYHM NEKAPCTBEHH NIPOAYKTA C AOMB/IBALlL C¢ MEXAHHUIbM Ha
neicTeHE 3a nogobpaBaHe HA IMUKEMUYHHA KOHTPOJ NPU NaLUeHTH ¢ JHa0eT THN 2 CUTArIMNTHH ,
aunentuana nenrugasa 4 (DPP-4) unxubutop 1 MeTGOpPMHHOB XHUAPOXAOpPKI, NMPEACTaBUTEN HA KJ1aca Ha
OursaHHUAUHHUTE.

CHrarnuirmuy
Mexanuzvm na oeucmsue
CUTArNMOTHH € MEPOPaTHO AKTUBEH, MOLIEH W BUCOKOCENCKTHUBEH UHXHOUTOP Ha €H3UMA AHMENTHAK
nerrruaasa 4 (DPP-4) 3a neueHue na auaber tun 2. Unxuburopure na DPP-4 ca knac BeuecTsa, KOUTO
JEeHCTBAT KaTO eHXaHCepH Ha HHKpeTHH. YUpes unxubupare Ha eH3uma DPP-4, curarnunTuH nosuuiasa
HHUBATa Ha /IBA U3BECTHN aKTUBHU UHKPETHH XOPMOHA, roxkarox-noaodums nentua-1 (GLP-1) u
rIKKO3a-3aBUCUMUA HHCYTUHOTPOMICH nounenTtul (GIP). MHKpeTHHKTE Ca YacT OT eHJ0reHHa CUCTEMa,
Y4aCTBalla BbB QU3HOIOIMYHATA peryJlauMa Ha rMIOKO3HATa XoMeocTasa. Korato KOHUEHTpaUMTe Ha
KpbBHATa 3axap ca HopManau wiu noBuied, GLP-1 u GIP 3acunBaT cuHTe3a M 0CBOOOXK1aBaHETO Ha
MHCYJIMH OT naHKpeaTu4HUTE Oera-kieTku. Oceen ToBa, GLP-1 HamMansiBa cekpeuuaTa Ha rJIlOKaroH or
NaHKpeaTHYHUTE ada KNeTKH, BOASHKH 10 HAMAJIEHO TPOU3BOACTBO HA YepHOAPOOHaA rintokos3a. Korato
HUBATa HA IMIOK03a B KPbBTA Ca HUCKH, OCRODOKAaBAHETO HA WHCYJTHH HE C€ CTHUMYJIMpPA H CEKpeLMATA Ha
CJIIOKArOH He ¢ NOTHCKA. CUTArIMIITUH € MOLIEH U BUCOKO CENeKTHUBEH HHXHOMTOD H
He uHxubupa cxoaHuTe no cTpykrypa eHsuMu DPP-8 wnu DPP-9 B TepaneBTuyHH
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CHTarjIunTHH ce pa3jiMyaBa Mo XMMHUYHA CTPYKTYpa U (papMaKkoIoTUYHO AeAcTBHE OT aHaio3uTe Ha GLP-
1, MHCYITMH, CYNQOHHTYPES HAK METNUTHHUIM, OUrBAHUAKMHH, ATOHUCTH Ha aKTHBHPAHUA OT NMEPOKCH3IOM
nponudeparopa rama-peuentop (PPARY), anda-rmoko3zngazHn HHXUOUTOPH H aHANO3U HA AMMWITHH.

[Ipn ABYyAHEBHO NPOYYBAHE HA 3[IPABH YYACTHHLH, CHTATJIMIITHH, NPUIIOKEH CAMOCTOSTEIHO, MOBHLLABA
aktuBHaTta GLP-1 koHUeHTpauus, 1okaTo METGOPMHH NPUIIOKEH CAMOCTOATEIHO, [IOBUILIABA aKTUBHATA
1 obwara GLP-1 koHUeHTpauusa B CX0AHA CTENEH.

EnHoBpeMeHHOTO npHiaraHe Ha CUTArJIMIITHH U MET(QOPMHH UMa aIMTHBEH €(EeKT BbPXY AKTHBHATA
GLP-1 konuentpauus. CUTarjiunTuH, 3a pa3inka oT MeTQOpMHH, noByiIasa aktueHara GIP
KOHLCHTPALIMA.

Kaunuuna edpuxacnocm u bezonacrnocm
Kato usno, cHtarnunTHH nofo0paBa riuKeMUYHHA KOHTPOJI, KOTaTo CE M3M0A3Ba KATO CAMOCTOATENTHO

HITH KOMOHHUPAHO JIEYEHUEe NPH Bb3PACTHHU NALMEeHTH ¢ AuadeT Tun 2.

[1py KAWHHYHH NMPOY4YBAHKA, CHTAITIMNITAH KATO MOHOTEpanusa noaodpaBa riHKEMHYHHA KOHTPO Ypes
3HAUMTETHO HaManeHue Ha xeMornobuH Ajc (HbA () v raroko3ara Ha rnagHO U CNel XPaHEHE.
HamaneHnuero Ha ruiasMeHara riawokosa Ha riaajgHo (FPG) e vabniogaeaHo Ha 3-Ta ceaMuLa, mbprara
BpeMeBa TOYKa, B KOATO € u3MepeHa FPG. Habnopgasanara yectoTa Ha XHNOTIMKEMHUS NTPYU NMALMEHTH,
NeKYyBaHH CbC CHTArMMNTHH € NoAoOHa ¢ Ta3u npu rmiauedo. TenecHOTO Terno He Ce € YBETUUUIO CITPAMO
M3XO/HUTE CTOHHOCTH IpHU JleueHUue Cue cuTarjiunTuH. HabmonasaHo e nogoOpeHne Ha cyporaTHuTe
MapKepu Ha QyHKUHOHHpaHe Ha Oera-kierkure, B Tosa yHci0o HOMA-B (XoMeocTaseH Moaen 3a oueHka-
B), CbOTHOLIEHUETO HA TPOHHCYJIMH KbM HHCY/IHH K MOKA3aTEINTE 34 PEAKTHBHOCT Ha OeTa-KJIETKUTE MPH
TECTa 3a TOIEPAHTHOCT MPH YECTO JaBaHEe Ha XpaHa.

[IpoyuBaHus ¢bC CHTATTUITHH B KOMOMHAIMA ¢ METHOPMHUH

[Ipu 24-ceamMuuHOo auedo-KOHTPOIMPAHO KIHHHYHO NPOYyUBAHE 34 OLECHKA HAa e(PMKACHOCTTA H
Be3zonacHocTTa NpH A00assiHe Ha cuTarmunTHH 100 mg BEAHBXK JHEBHO KbM ChLUECTBYBALLO JICHEHHUE C
MeTPOPMHH, CUTATJIMNITHH OCUTYPABRA 3HAUHMTETHO NNOAOOPEHUE HA MTHKEMUUHHUTE NapaMeTPH B
cpaBHeHue c ruiauedo. [IpomsHaTa cnpAMO H3XOJHUTE CTOMHOCTH Ha TEJIECHOTO TEr/I0 € NnoJoOHa npy
NAKUEHTH, IEKYBAHH CbC CUTArIUNTHH cripamo rmauebo. Ilpu Tosa npoyusaHe uMa noaodHa YyecToTa Ha
CIAYy4Yay Ha XHITOTJIMKEMHSA NIPKY NAUWEHTH, JIEKYRAHHM ChC CHTANTHITHH WK miauedo.

[Ipu 24-ceaMHUHO NAaLed0-KOHTPOJIMPAHO (PAaKTOPATHO NPOYyYBaHe HA HAYAJIHO JICUEHHE, CUTATJIUITTHH
50 mg nBa NbTH AHEBHO B KOMOMHaUUA ¢ MeThopmuH (500 mg wau | 000 mg nBa MeTH AHEBHO) ce
OCTHIra 3HaYUTETHO noaodpeHHe Ha MNTHKEMHMHHWTE NapaMeTpyu B CpaBHEHHE C BCAKA MOHOTEPATIHS.
HamaneHHeTo Ha TENECHOTO TEIIO NPpU KOMOMHALMATA CUTATTUNITUH U MeTHOPMHH € NoaodbHO HA TOBa
HabnnaBaHO NpH METQOPMHKUH CAMOCTONTETHO WM [1auedo; HAMA MPOMAHA CIIPAMO M3XOAHHUTE
CTOHHOCTH NPY NMALHWEHTH HA CUTATTIMITTHH CAMOCTOATENHO. UecToTara Ha XHnoriukeMus € noaobHa cpen
NIEKYBAHHUTE IPyIH.

[IpoyuBaHe ¢be CUTATIHNTAH B KOMOWHAUNA ¢ METQOPMUH H CYJIPOHHITYpES

24-cenMHYHO 11aLEe00-KOHTPOIUPAHO KIXMHAYHO NMPOYYBAHE € MJIaHWpaHo J1a OLEHH eUKACHOCTTA M
OeszonacHocTTa Ha cuTarnunTHH (100 mg BeaHbIK AHeBHO) npubaBeH KbM rNUMENUpu (CaMOCTOATETHO
WM B KoMOyMHauua ¢ MeThOpMHH). JJo6aBAHETO HA CUTArTUIITHH KbM INIMMENMHUPUI U MERPODMITH;

OCUI'YypsBa 3HauMTeIHO noaobpenre Ha rnukeMuuHuTe napametpu. [launenrure, ne ;/ e To \
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CUTACJIMNTHH UMaT cj1abo noBuiueHHe Ha TenecHoTo Terio (+1,1 kg) B cpaBHEHHE € TE3H, NOTy4YaBaln
nnauedo.

[IpoyuBaHe cbe cUTAarnunTUH B komOunauus ¢ metpopMud H PPARy aronuncT

26-CeAMHYHO TUIaLe00-KOHTPOAMPAHO NMPOYUBaHE € NPeAHA3HAYEHO [1a OLeHU ePHUKACHOCTTA H
6ezonacHocTra Ha cutaraMnTuH (100 mg BeaHbK AHEBHO), A00aBEH KbM KOMOWHAUHWS Ha NHOIIMTA30H H
meThopmud. JJobaBIHETO HA CHTATTTANTHH KbM MUOTIMTA30H H METPOPMHH, OCHIYPABA 3HAUHUTEITHY
noaoOpeHus Ha ruKeMyUdHUTE napameTpl. [I[poMsaHaTa B TENECHOTO TErNoO OT U3XOAHO HUBO € NMOACOHA
Ha Ta3u MPH NalMEHTH, JICKYBaHU CbC CHTATJIUIITHH, B cpaBHeHUe ¢ nauedo. Yecrorara Ha
XHUMOIIMKEMHUS CBILO € NoAoOHa NPH TAUMEHTHTE, JIEKYBaHU ChbC CHTATIMITTHH WM nnauedo.

[IpoyyBaHe HA CUTAMTHMITTHH B KOMOMHALIMA ¢ METPOPMHH K HHCYJIHH

24-ceAMHYHO MIaLebo-KOHTPOSIMPAHO KIHHHUYHO NMPOYYBaHE € NPEAHA3HAYEHO Ja OLeHH e(DeKTUBHOCTTA
1 be3zonacHoctTa Ha cHTarnmMnTHH (100 mg BeAHBX AHEBHO) A00aBeH KbM HHCYIHH (NpH cTabunHa n103a
3a Haii-manko 10 ceamuuu) cbe unu 6e3 methopmud (Haid-manko 1 500 mg). [Ipu nauuesTy, npuemaiim
MpeABApUTEIHO CMECEH HHCYJIMH, CpeAHaTa AHeBHa no3a e 70,9 U/gnesno. [lpy nauneHTy, npuemaiiiu
HECMECEH TNpeaBaAPUTEIHO {MEXKIUHEH/ TIPOAB/DKUTENHOACHCTRALL) HHCYJIWH, CpEAHaTa AHEBHA 1032 €
44 3 U/nuesno. JJanHuTe ot 73% OT NnallMeHTHTE, KOMTO ca lipHeMaii MerOpPMUH Ca NpEeACTABEHH B
Tabauua 2.

JoGaBSAHETO HA CUTArNHITHH KbM MHCYJIMR OCHIYpABA 3HAYUTENHO NOAOOPEHHE HA INIMKEMHYHUTE
napaMeTpyu. Hama 3HayuTe/iHa NpoMsHA B TEJIECHOTO TEITIO OT U3XOAHOTO HUBO B ABETE IPYITH.

Tabaruna 2: Peayaratu 3a HbA . npu niauefo-KOHTPOIHPAHHE NPOYYBAHHA ¢ KOMOMHHpaHO
JIeYCHRE ChC CHTAIJIMINTHH ¥ MeTQOpMHH™

Cpeann Koparupana, cnpamo
y Cpeana npoMaHa
CTORHOCTH HA naauedo, cpeaHa
IIpoyuBane CIIPAMO H3XOAHO o
H3X0AHO HHBO anBo HbA . (%) npomsaHa Ba HbA,. (%)
HbA . (%) ‘ (95% CI)
Curtarnuntua 100 mg
BeHBAK AHEBHO, N100aBeH ; -0.7H+
8.0 -0.7
KbM (POHOBA TEpAIna C (-0.8, -0.5)
meTdopmuH' (N=453)
Cyrarnunrud 100 mg
BeIHBXK JHERHO, N00aBEH
KbM GOHOBA Tepanus ¢ ; -0.9%
8.3 -0.6
rMMENrpua + (-1.1, -0.7)
mMeThopmMuH'
(N=115)
Curarnunrud 100 mg 8.8 -1.2¢ -0.7H4
BeAHBXK JHEeBHO A00aBeH (-1.0,-0.5)
KbM (POHOBA TEPAIUA C
NMHOTJIHTA30H +
METHOPMHH
(N=152)
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Curarnunrud 100 mg 8.7 -0.7% 20.55¢
BEXHBX JHEBHO, 100aBeH (-0.7,-0.4)
KbM (POHOBA Tepanus ¢
WHCYJIMH + MeThOpMHUH'

(N=223)

HauanHo neuyeHue (aBa
'bTH AHEBHO)" 6t
cutarnunTiH 50 mg + 8.8 -1.4°

(-1.8,-1.3)
meTdgopmuH 500 mg

(N=183)

HauanHo nedyeHue (ABa
NbTH AHeBHO):

210
cutarauntuH 50 mg + 8.8 -1.9'

(-2.3,-1.8)
meTopmuH 1 000 mg
(N=178)

* [lTomynauusTa OT BCUUYKH JIEKYBAHH NaliMeHTH (intention-to-treat aHanus).

+ Haii-MankuTe cpeAHU KBAAPATH CaA KOPUMI'UpaHU CpsaMO CTaTyca Mpy NPEXOaHOTO
AHTHXHUNEPTIIMKEMHUYHO JIEYEHHE U CTOMHOCTTA Ha H3XOAHO HHBO.

} p<0.001 B cpaBHenue ¢ nnanebo Wiy mwiauedo + kOMOMHUPAHO JIEUECHHE,

| HbA i (%) Ha 24-Ta ceamuLa

YHbA . (%) Ha 26-Ta ceamMuLa

§ Haii-MankuTe cpeiHd KBaApaTH ca KOPUrdpaHu 3a ynotpedara Ha WHCYJIMH NPY BU3HTA |
(NpeaBapHTETHO CMECEH CPELIY HECMECEH NPEIRAPHTENIHO [ MEXKIHHEH WK NPOABIDKHTENHOAEHACTBALL]) U
U3X0/1HA CTOUHOCT.

[Tpn 52-ceaAMHUHO NMPOY4YBaHE, CpaBHABALLO eUKacHOCTTA M Be301acHoCTTa NpH 100aBAHE Ha
cutarmunTiH 100 mg BeaAHBbK AHEBHO WK MUNK3KI (CYA(POHMWIYPERHO NPOU3BOLHO) MPH MALUEHTH C
HeJ00Bbp MUKEMHUYEH KOHTPOA MPH MOHOTEPANUS ¢ METPOPMHUH, CHTArJIMNTHH € NOAOOECH HA INIMITH3HU]
npu noHwxkasaHeto Ha HbA . (-0,7% cpeana npomsana crpaMo U3XOJHUTE CTOMHOCTH Npe3 CeaMHULIA 52,
¢be cpeaHa ctoiiHoeT Ha HbA ¢ ot npubnunaurenHo 7,5% B aeere rpyny). CpeaHara n03a riIMNW3ug
M3I10J13BaHa B I'pymnara 3a cpaBHeHue ¢ 10 mg qHeBHo KaTo npubnuazutenHo 40% oT nauMeHTUTE Ce
HYXKDAaAT OT 4034 T/IMNU3KA <5 mg/AHEBHO MO BpeMe Ha npoyusaHeTo. Obaue, noseye NaUKEHTH OT
rpynata Ha CHTarTMITTHH Ca NPEKbCHANY NTOpaaM JIMIICa Ha ePUMKACHOCT, OTKOJIKOTO B MPyIrara Ha
raunu3ng. [lauueHTuTe NEKyBaHH CbC CUTANMKUIITHH MOKA3BAT 3HAUMTEIIHO CPEAHO MIOHWKEHHE CITPAMO
H3XOJAHHTE CTOMHOCTH HA TENECHOTO Terfio (-1,5 kg) B cpaBHEHME CBHC 3HAYHTENTHO NMOKAYBAHE Ha TEIJIOTO
npu nauueHTy nojgyyasanyd rnmunusdg (+1,1 kg). B Tosa npoyuBaHe, OTHOLIEHHETO NPOUHCY.THH KbM
MHCYJIMH, MapKep 332 epEeKTHBHOCTTa Ha MHCY/IMHOBHMSA CHHTEZ U OCBODOKAaBaHe, ce noaobpaABa Cue
CHUTATJIMIITHH M CE BIIOUIABA [PH JEUSHHE ¢ rMUIK3KWA. YecToTaTa Ha XUMTOTJIMKEMHUS B rpyfaTa Ha
cUTarnunTyH (4,9%) € 3Ha4uTenHO NO-HUCKA OT Ta3u B rpynara Ha rmunu3uda (32,0%).

24-ceAMUYHO U1aUEDO-KOHTPONHPAHO KIKHHYHO NPOy4YBaHe, BKIIOUYBALWO 660 nauneHTH ¢
npeaHa3Ha4YeHo J1a OLUeHH ePUKACHOCTTa BOACIIA 10 HAMATABAHE HA MHCYNTUHOBHTE AO3H U
OesonacHocTTa Ha cHTarnuirTHH (100 mg BeHDbXK AHEBHO), KOTATO € NpUOaBEH KbM WHCYJIUH ITIapHHUH
cbe vk He3 Metdopmun (nmore 1 500 mg) no BpeMe Ha HHTEH3UDULMPAHETO HA HHCYJIMHORATA TEPAIiMA.
[1py nauneHTH, Npremallu MeThopMuH, u3xogHaTa croiHocT Ha HbA ¢ € 8,70% u HayanH
UHCYIHH € 37 IU/aueBHo. lauHeHTUTE Ca HHCTPYKTHPAHU a THTPHPAT TAXHATA 4033 U
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Bb3 OCHOBA Ha CTOMHOCTHUTE Ha KpPbBHATA 3aXap HA MMagHO, U3MEPEHH Upe3 KpbBeH TeCT ¢ yOoxaaHe Ha
npbcTa. [Ipu nauueHTHTE, NpHeMatid MeThOpMHH, Ha 24-Ta ceAMHLIA, YBEJHUABAHETO HA IHEBHATA 1034
uHcynuH € 19 IU/nHeBHO npu naiuesTy, 1eKyBaHu cbe cuTarnunTHH U 24 1U/qHeBHO npu naliMeHTH Ha
nmnauebo. [NommkasaHeTo Ha HbA | mpu nauneHTy, 1eKyBaHHU CbC CUTAIJIMITUH, METOOPMHH H HHCYIIHH €
-1,35% B cpaBHeHue ¢ -0,90% npu nauueHTH, NeKyBaHH ¢ nnauedo, METGOPMHUH U UHCYJIMH, pa3fiuka oT -
0,45% [95% CI: -0,62; -0,29]. YecToTaTa Ha Xxunornukemus € 24,9% npu nau4eHTH, IEKYBaHU ChC
CUTArIMNTHH, METOPMHH H MHCYNHH U 37,8 % npu nauueHTH, JIeKyBaHH ¢ ruianedo, MeThOpMHUH U
HHCY/IHH. Pa3nukara ce AbJI)KH OCHOBHO Ha NO-BHCOKHA MPOLIEHT MalMEHTH B rpynara Ha raie0o,
M3NHWTaIHM 3 WIK noBeye enu3ona Ha xunornukeMud (9,1 copamo 19,8%). Hama painuka B yectorarta Ha
TEKKA XHUITOTTTMKEMHS.

MeTdopMHUH

Mexanuzvm na oeucmeue

MeTdopmuH € GUrBaHHWAWH C AHTHXHUIEPrIIMKEMUYEH e(eKT, MOHWKaBall KakTo Oa3anHarTa, Taka U
1a3MEHAaTa IJ0Ko3a ¢nea XpaHeHe. Tol He CTUMYIHpPa HHCYIHHOBATA CEKPEeLUs U CIIEJ0BATEIHO HE

MNpE€aH3BHKA XHITOTMRKCMHNAL.

MeTdopmuH MOXe 1a ASHCTBA [10 TPU MEXaHH3Ma:

- ype3 HaMaJIfBaHe MPOAYKLMATAZ HA YepHOApoOHA rNioKo3a Ype3 HHXHOUpaHe Ha IJIIOKOHEoreHe3ara
M MIUKOreHoIM3ara

- B MYCKYJIHTE, YPE€3 YMEPEHO MOBHILABAHE HA MHCYJIMHOBATA YYBCTBHTEMHOCT, MOA0OpABaiku
rnepudepHOTO NOEMaHe v YCBOABAHE HA IIHOKO34

- ype3 3abaBsaHe Ha abcopOuMATa HA rIIOKO3a B ThHKHTE HEPBA.

ME«'TdJﬁpMHH CTUHMYJ/IUPA BLTPCKICTbhYHHUA CHHTC3 Ha TTHKOICH 4pPC3 BB3ACHCTBHUE BbPDXY INNIHKOI'CH
CHHTCTAa34aTa. Me"lTl]OPMHH NOBHUIIABA TPAHCNMOPTHHUA KAlMALUUTCT HA CIIEI.IH(IJH'-{HH THIIOBC MEMGP&HHH

TpaHcnoprepH Ha rmoko3ara (GLUT-1 v GLUT-4)

Knunuuna echuxacrocm u b6ezonacnocm

[Ipu xopara, He3aBUCUMO OT ACHCTBUETO CH BbPXY MNIMKEMUATA, MET(OPMHUH HMa DnaronpusTHA e€PeKkTH
BbpPXY AUNUAHKSA MeTabonn3bm. ToRa ce J0Ka3Ba NP TEpaNeBTHUHH KOHLIEHTPallMM B KOHTPOJIMPAHH
KIIMHUYHH NPOYyYBAHUS CbC CpERHA MPOLB/DKUTENHOCT WM ARJANOCPOYHH KIIMHUYHHK NPOY4YBaHUS:
MeTHOPMHH HaManaea o0LHa xonecrepon, LDLc ¥ HUBAaTa HA TPUTTHUEPUAMTE,

[IpocnekTuBHOTO panaomusupano (UKPDS) npoyusaHe € yCTaHOBHAO ABLIATOCPOMHATA MOJI3a OT

WHTEH3MBHHA KOHTPOJ Ha KpbBHATA 3axap npu auadeT Tdn 2. AHAAM3BT HA Pe3YATATUTE PH NALHEHTHTE

C HAJTHOPMEHO TErN0, NEKYBaHH ¢ METGOPMHH Cllel HEYCIEX C JHETa CAMOCTOATETHO MNOKAa3BarT:

- 3HAYMTEIHO HaMaJIeHHEe Ha aDCONOTHUA PHCK HAa CBbp3aHMUTE ¢ AUadbera yCI0KHEHHWA B rpyrara Ha
meTrdopmuH (29,8 cuxbutusa/l 000 naureHTOroAMHK) CNpsAMO JUETA CAMOCTOATEHO
(43,3 cuouTua/1 000 nayuesToroguuu), p=0,0023 u cripaMo rpynure Ha KOMOUHALKA CBC
cyndonunypes u MoHotepanua ¢ HHCYaMH (40,1 cvOutna/1 000 nauneHToroanun), p=0,0034

- 3HAYKUTEITHO HAMAIEHHE Ha aOCONIOTHHUA PUCK OT CBbp3aHara ¢ Auaber cMBbPTHOCT: MET(HOPMHH
7,5 cuouTHg/1 000 nauneHroroauHy, AMera camocroareaHo 12,7 cubutua/l 000 nayneHTOrOIUHY,
p=0,017

- 3HAYMTETHO HAMATIEHHE Ha aOCOMOTHHA PUCK OT obiara cMbPTHOCT: METGOPMUH
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13,5 cuburua/1 000 naumenToroauHm cnpamo auera camocrogarenHo 20,6 cuburusa/l 000
nayueHToroauHu, (p=0,011) u cnpsamo rpynure komOHHUpPaHa CYJIPOHUITYPES U MOHOTEPATHUSA C
UHCYHH
18,9 ¢cu6uTHa/1 000 nauuentoroauuu (p=0,021)

- 3HAYHTETHO HaMalleHHe Ha aOCOIIOTHHS PUCK OT MHOKapAeH HH(apKT: MeTdhopMHH 1 |
cbOuTHA/1 000 nauWeHToroguHu, aMera camocroaTenHo 18 crouTHa/l 000 nauneHTOroAUHH,

(p=0,01).

TECOS e pangomusupano npoy4sane npu 14 671 naunentu B intention-to-treat nonynauusata ¢ HbA .
>6,5 10 8,0%, ¢ yCTAaHOBEHO CBPACYHO-CHAOBO 3a00/I9BaHE, KOUTO MOMyYaBaT CATArTMITHH (7 332)

100 mg anesHo (wid 50 mg nqHeBHO, ako u3xoaHuTe croitHocTH Ha eGFR ca >30 n <50 ml/Mun/1,73 m?)
iy mauedo (7 339), nobaBeHH KbM 0OHHANHHTE IPHKH CBIIACHO MECTHUTE cTadaapTu 3a HbA . u
CHPAEYHO-CHAOBH pUCKOBH dakTopu. [ManuenTt ¢ eGFR <30 ml/Mun/1,73 m? He ca BiroueHH B
npoyuBaHeto. Macneasanara nonynauyus sxmoyvsa 2 004 naupedTy Ha Bb3pacT 273 roguHu U 3 324
nauMeHTy ¢ 6u6peuno yepexaane (eGFR<60 ml/mun/1,73 m?).

[lo Bpeme Ha npoyuBateTo, 00LIaTa M3uKMCIeHa cpeaHa pasnuka (SD) B croitnocTuTe Ha HbA . Mexny
rPYIATE Ha CHTArIMITHH U 1auedo e 0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

[IbpBHUHATZ KpaiiHA TOMKA [0 OTHOIUEHHWE HA ChP/IEYHO-ChA0BATA CUCTEMA € ChCTaBHA OT MIbPBATa NMOsABA
Ha ChPACUHO-CBAOBA CMBPT, HEdaTalleH MHOKapAeH HHDAPKT, HedaTaleH HHCYT WIH XOCITUTaTN3aLUA
nopaay HectabuiHa cTeHOKapAUs. BTOpHUHUTE KpaiiHK TOYKHM O OTHOLUEHHE Ha ChbPAEYHO-ChAOBATA
CHCTEMa BKJIFOYBAT ITbpBAaTa MOABa Ha CbPACYHO-ChA0BA CMBPT, HedaTaneH MUOKapAeH HHPAPKT HIIH
He(aTaleH HHCYT; MBPBATA MOSBA HA HHIAMBHIYATHUTE KOMNOHEHTH Ha NbpPBUYHATA CHCTABHA; 00LLa
CMBPTHOCT W XOCMUATAIU3ALUN [IOPAAY 3aCTOMHA ChPJACYHA HEIOCTATLYHOCT.

Cnea npocneasasaHe ¢ MeMaHa Ha NMPOABLIDKHTENHOCT OT 3 rOAKHH, CHTATIMIITHH HE MOBMILABA PUCKA OT
roNieMH HEXKEIAaHH ChpeYHO-ChAOBH CEOMTHS MM PHCKA OT XOCTIMTANIU3ALMA TIOpadd ChpAcUHa
HEeJIOCTAaTbYHOCT, KOraTo ce A100aBd kbM oOUUYAHHHUTE IPYUXKH PH MauueHTH ¢ AMabet Tin 2 B CpaBHEHME C
oOuuaitnuTe rprwxu 6e3 curarnunthH (Tabnuua 3).

Tabauna 3: YecToTn HA KOMOHHHPARH CHPACMHO-CHAOBN PE3YJITATH H HA K/IIOYOBH BTOPHYHH
pe3y.JITaTH

CHTariuMnTHy Iliane6o
100 mg
YecToTa YecroTa
Ha 100 Ha 100 Koepunuent
NalHEeHTO- NAUHEHTO- | HA PHCKA P-
N (%) | roxmaa* | N (%) | roannu * | (95% CI) CTOMHOCT'
Anann3 B Intention-to-Treat nonyaanusra
bpoi nauHeHTH 7 332 7 339
I[IupeHYHA CHCTABHA
KpaHHa TOYKAa
(CvpaeuyHo-cbaoBa CMLBPT, | 839 851 0,98 (0,89—

HedaTaleH MHOKap/IEH (11,4) |4,1 (11,6) (4,2 1,08) A
S -
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HHQApPKT, HedaTaleH

HHCYNT WIH

XOCMUTANM3aLUs, TOpaau

HecTabMIHa cTeHOKapAUA )

BropuuHa chCcTaBHA

KpaHHa TouKa

(CbpaeuHO-CbAO0Ba CMBPT,

HedaTaieH MUOKapAEH

UHODAPKT WIK HeaTaneH | 745 746 0,99 (0,89

| HHCYyNT) | (10,2) 3,6 (10,2) | 3,6 1,10) <(,001

Ll?l'rt:upu-u.au pe3yJarart
CbpaeuHO-CbA0BA CMBPT 1 380 1,7 366 1,7 1,03 (0,89- 0,711

| (5,2) (5.,0) 1,19)

Bcsakakbe BUA MHOKapAEH

WHGApKT (paTajcH u 300 316 0,95 (0,81
HedaTAIeH) 4,1) |14 (4,3) 1,5 1,11) 0,487
BcakakbB BHO HHCYNT 178 183 0,97 (0,79—

_ ((baTasieH U HedaTaneH) (2,4) 0,8 (2,5) 0,9 1,19) 0,760
Xocnuranuzauua nopaau | 116 129 0,90 (0,70—
HecTabuinHa creHokapaua | (1,6) 0,5 _ (1,8) 0,6 1,16) 0,419
CMmbpT nopanu Bcsikaksa | 547 537 1,01 (0,90—

| NMpHuKHa (7,5) [ 25 (7,3) 2,5 1,14) 0,875
XOCTUTAIH3aluHs, MopaaH
CbpJe4Ha 228 229 1,00 (0,83—
HEIOCTATHUYHOCT (3,1) 1,1 (3,1) 1,1 1,20) 0,983

* Yectorata Ha 100 naunenroroguHy ¢ usuncnena karo 100 x (obiuua 6poi naumeHTH ¢ 21 cubutre no
BpEME Ha JIOMYCTUMHS NEPHO/ Ha EKCNO3ULIMA CIpAMO oOwwMa Opoil NauMeHTOroAMHH Ha NpPOCEASRaHE).
t Bb3 ocHoBa Ha Mojen Ha Cox, cTpaTHQULIMPAH MO PErHOH. 3a ChCTABHUTE KPANHM TOUKH,
P-CTOHHOCTHTE ChOTBETCTBAT HA TECT 3a HEMH(PEPHOPHOCT, ThPCELL A2 NOKAKE, Y€ KOSPHULIUEHTHT Ha
pHcKa € mo-MabK OT 1,3. 3a BCHUKU APYrd KPpalHHU TOMKH P-CTOWHOCTHTE ChOTBETCTBAT HA TECT 3a
pa3/IMKUTE B KOS(PHLIMECHT Ha pUCKa.

1 AHaTM3BT Ha XOCTIHTANH3ALMATA MOPAIH CHPACYHA HEAOCTATEHHOCT € KOPUIrMpaH 3a aHaMHesa 3a
CbpACYHA HEAOCTATHYHOCT HA U3XOLHO HMBO.

[lenuaTpuuda nmonynaius

EBponeiickaTa areHUus 0 JeKapcTRaTa 0CBO0O0MX 1aBa OT 3aAbJDKEHHUETO 3a MPEIOCTaBAHE Ha
pe3yJITATHTE OT NPOYYBAHMATA ¢ pePEPEHTEH NEKAPCTBEH NMPOAYKT, ChAbpPXALL CHTArTANTAH/MET(HOPMHUH
BbB BCHYKHM NOArPYIH Ha NEJUATPHYHATA NOMYJIALMS CbC 3axapeH auaber tun 2 (Bk. Touka 4.2 3a
HH(OpMaLIMA OTHOCHO ynoTpeba B neauaTpuUsaTa).

BesonacHocTTa M epUKAaCHOCTTA NpH A0DaBsAHE HA CUTATUIITAH NP NNeAHaTPUYHH MALWEHTH Ha Bb3pacT
ot 10 no 17 ronuHu ¢ nuadeT TUN 2 ¥ HeaAEKBATEH INIMKEMHUYCH KOHTPOJ HA METPOPMHH, CbC WK Oe3
KHCYJIMH, Ca OLIEHEHH B ABe NNPOYy4BaHMKA 3a nepuod oT 54 ceammuu. oOaBaHETO HA CHTA
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(NIpUNOXKEH KATO CHTAMTUITTHHTMETQOPMHUH MU CUTATIMIITUH+METQPOPMHH ¢ YAB/DKEHO OCBOOOXK1aBaHe
(XR)) e cpaBueHo ¢ aob6aBAHeTO Ha raueto kbm MeThopMHUH WK MeThopMuH XR.

Makap 4 aa ce AeMOHCTPHpa NPERB3XOACTBO NO OTHOLIEHUE MOHWKaBaHeTo Ha HbA | 3a
curarnunTHH+merdopMut/cutaraunTuH-+Merdopmud XR Haa merdhopmuH Ha ceamuua 20 nipu cOopHus
aHa/IU3 OT TE3M ABE MPOYUBAHHUA, PE3YJITATUTE OT OTACIHUTE [IPOYHBAHUA ¢a HecbBMeCTHMHU. OCBEH ToBa,
He ce HabnoAaBa No-BUCOKA €(PUKACHOCT HA CHTArIUIITHHMeTQopMuH/cHTarnMnTHH+MeT¢opmuH XR B
cpasHeHHe ¢ MeTdhopMHH Ha ceamuua 54. CnenoparenHo, IO03umer He TpgOBa 1a c€ U3NO/3BA NPH
[eJHaTPUYHHU NalMeHTH Ha Bb3pacT oT 10 ao 17 roauHu nopaam HeaocTaTbuHa eUKACHOCT (BXK. TOYKa
4.2 3a uHpopMalKMa OTHOCHO YNoTpeda B fleAHATPHATA).

5.2 ©apmMaKOKMHETHYHH CBOHCTBA

HO3umer
[1IpoyuBanusaTa 32 OMOEKBUBAICHTHOCT IPH 31paBH YYaCTHHIIK MTOKAa3BaT, 4e CUTarJMHNTHH/METPOPMHHOB
XHAPOXJIOPHI KOMOHMHHpaHK TabneTkn ca OMOEKBUBAIGHTHH Ha €JHOBPEMEHHOTO NMPHJIOKEHUE Ha

CHTATJUNTHH H METPOPMHHOB XHAPOXTOPHA KAaTO OTASTHH TabNeTKH.

CieaHure JaHHH NOKa3BaT GapMAKOKHHETHUYHHUTE CBOMCTBA HAa OTAC/MHUTE AaKTUBHHU BELUECTBA HA
FO3umMer.

CvrarnunTy-

Abcopbyus

Cnea nepopanHo NpWioXkKeHHe Ha ao3a 100 mg Ha 3apaBH yyacTHHLM, CHTArIMNITHH OBp30 ce abcopbupa,
C JJOCTUraHe Ha [TMKOBHM [UIa3MEHHU KOHLUEHTpaLUMH (MeAHaHa tmax) 1 10 4 vaca ciel NpUIOKEHHETO,
cpenHa ruazmeHa AUC Ha curaraunTuH 8,52 pMxh, Cpax 950 nM. AbBconoTHaTa OHOHATHYHOCT Ha
CHUTArIMNTHH ¢ npubnusnrenHo 87%. Thi kaTO NpHEMaHeToO HA CUTATIIMITTHH €XHOBPEMEHHO ¢ borata Ha
Ma3HHHH XpaHa He I10BNYABa (apMaKOKUHETHKATa, CUTArIMITTUH MOJKE J1a ce mpuara ¢ uinu 0e3 xpaHa.

[Inazmenata AUC Ha CUTArmMnTHH C€ MOBHUILABA MO A03a NPONOPLUHOHAIIEH HAYHH.
Ho3a-nponopuroHAIHOCT He € YCTaHOBEHA 38 Cmax H Cagusca (Cmax €€ MOBHILIABA MOBEYE OT
103a-NPONIOPLUHOHANHO, @ Caduaca C€ YBE/THUABA MO-MAJIKO OT J03a-NTPONOPLIMOHAIIHO).

Pasnpeoenenue

CpeaHuaT oOeM Ha pasnpeaesieHHE B CTalHOHAPHO CCTOSHUE Clled eJHOKpaTHa HHTPABEHO3HO
npuioxeHa goza ot 100 mg cuTarnunTHH Ha 3ApaBH yHacTHHUUM € npubnusuTento 198 nutpa.
MpakuMATa CUTArAUWNTHH 00PaTHMO CRBP3aHa C IUIA3MEHHTE MPOTEHHH € HUCKa (38%).

buompancgopmayun
CHTArIMIOTHH ce eNMMHABHPA OCHOBHO HEMPOMEHEH C YPHHaTa, a METaOONM3IMBT € BTOPOCTENEHEH MbT.
[Tpubnuzurenno 79% OT CHTArMMNTHH CE EKCKPETHpAa HETTPOMEHEH B YPHHATa.

Cnen nepopanta no3a ['*C]-curarauntun, npubausurento 16% oT pajiKOaKTHBHOCTTA C€ EKCKPETHPA

KaTro MetabonuT Ha cuTarmunTuH. Ha HMBO cliein ca YCTaHOBEHH IeCT MeTabonnTa, KOWTO HE CE€ O4aKBa
aa aonpuHacAT 3a naasMeHara DPP-4 yHXUOUTOpHA aKTHBHOCT HA CUTATAMIITHH. In vitro n
IOKa3BaT, Y€ OCHOBHHUAT €H3UM, OTTOBOPEH 33 OTpaHHUYEeHH MeTabOIU3IBM HA CUTANIH

yuacTHeTo U Ha CYP2CS8.
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In vitro naHHHTE NMOKA3BAaT, Y€ CUTArUNTHR He € uuxubutop Ha CYP uzoenzumute CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, u He e nHayktop Ha CYP3A4 u CYP1A2.

Erumunupane

Crneg npuaoKeHHUe Ha repopasita fo3a ['‘Cl-cHTarndirmiH Ha 3paBu yuacTHHLH, npubauzutento 100%
OT NPHJIOKEHATA PaJIMOAKTHBHOCT ce enuMuHHpa ¢ pekanuure (13%) unu ypunara (87%) 1o eana
CeaMHMLIA Cllen NPUIOKEHUETO Ha no3aTa. [IpuBHAHUAT KpaeH tin cnea 100 mg nepopaina no3sa
CHTArIMNTHH € npubnusuTenHo 12,4 yaca. CUTarnMnTvH ce HaTpPynsa caMo MHHHMA/THO TpH
MHOTOKPaTHO NnpuiaraHe. brOpeyHUAT KiupbHC € npudiusurento 350 ml/mun.

ETMMHHHPAHETO HAa CUTATJIMIITHH CTABA OCHOBHO upe3 O1h0pedHa ekckpelys M BKIIOYBA aKTHBHA TyOyiiHa
cekpelus. CUTArIMITHH e CyOCTpaT Ha YOBELLKH OpraHu4eH aHuoHeH Tpancnoprep-3 (hOAT-3), koiito
MoKe OH yuacTBa B 6L0peuHOTO eTMMHHHpPaHe Ha cuTarAunTHH. KinnHuuHOTO 3Hauenue Ha hOAT-3 B
TPaHCNOPTa Ha CUTATJIMITTAH HE € YCTAaHOBEHO. CHTArIUNTHH € CyOCTpaT M Ha p-[JIHKONPOTEHH, KOHTO
MOX<e O yyacTBa U B MeAWHpaHETO Ha OBOPEYHOTO ENMUMHHUpPAHE HA CUTArTMNTHH. B CHIOTO BpeMe
UHMKTIOCTIOPHH, €AMH P-IIHKONPOTEMH HHXHOUTOP, HE HaManABa ObOpeUHMS KIMPBHC HA CUTAlJIMITTHH.
CutarnuntuH He € cyberpar Ha OCT2 wnu OAT1 nnu PEPT1/2 tpancnoprepure. In vitro caTarnuntux
He notHcka OAT3 (IC50=160 uM) unu p-rnukonporenHa (o 250 pM) MeanupaHus TpaHCnopT B
TEpaneBTUYHO PEJICRAHTHH TUIA3MEHH KOHLUEHTPALMK. [IpH KITMHHYHO NpoyyYBaHe CUTArIUIITHH HMa
MaTbK eeKT BbPXY MIA3MEHUTE KOHLUEHTPALMK HA JUNOKCHH, KOETO MOKa3Ba, Y€ CUTANIMIITHH MOXE 1a €
c1ad MHXUOKUTOP Ha P-IIHKOIIPOTEHH.

Xapakmepucmuxu npu nayuenmume
(PapMaKOKWHETHKATA HA CHTAIIMNITHH € KATO LAJIO CXO/HA [IPH 3/IpaBy YYaCTHHLM H NMalHEHTH ¢ AHader
THI 2.

bvbpeuno yepexcoane

[TIpoBeaeHO € OTBOPEHO MPOYUBAHE IMPH €IHOKPATHO TIPUIOKEHHE 33 OLICHKA HAa PapMAKOKHHETHKATA HA
HaMajeHa 103a cHTartMnTyH (S0 mg) npy nauueHTH ¢ pa3nMyHa CTENEH HA XPOHUYHO OBOpEeYHO
YBPEXKAAHE B CpaBHEHHE CbC 3ApaBH KOHTpOIH. [IpoydyBaHeTO BKIIOUBA NMaUHeHTH ¢ OHBOpeUHo
yBpeXaHe B IeKa, YMEpPEHa WIH TeXKa CTeNEH, KakTo M nauueHTd ¢ ESRD Ha xemoaunanuia. OceeH
TOBa, ehekTHTe Ha OBbOpedHO yRpeXxIaHe BEPXY (PapMaKOKHHETUKATA HA CUTATJIMITTHH NP MalMEHTH C
nuabet THn 2 ¥ 6bOpeuHO yBpekaaHe B JieKa, yMepeHa WIH TexKa cTreneH (BxmoumtenHo ESRD), ca
OLICHEHH Ype3 MOIMyNalHOHHH (PapMaKOKWHETHYHH aHAITU3MN.

B cpaBHEeHHE ChC 3ApaBH KOHTPOAH, nasmeHaTa AUC Ha cCUTarNMnTHH ce noeuLiasa npubnunsurento 1,2
[TLTH MPU NALMEHTH ¢ 6L0peuHo yBpexkaaHe B eka creneH (GFR>60 go <90 ml/mun) u croTBeTHO 1,6
METH [IpU NalKeHTH ¢ 0B0peyuHo yBpexaane B ymepeHa creneH (GFR>45 no <60 ml/mun). Tni kato
pa3MepLT HAa MOBUIIEHHETO HE € KNTMHHUYHO 3HAYUM, HE CE HANlara KOpUryipaHe Ha J03aTa npH Te3u
MALHEHTH,

[Lnazmenata AUC Ha CHTArMNTHH C€ MOBHLIABA NPUOAUIHTENHO 2 [ThTH I1PY NAaLMEeHTH ¢ OBOpeyHo
yepexaaHe B ymepeHa creneH (GFR>30 no <45 ml/muH) 1 npubnuzurenno 4 nbTH NpH NALUEHTH C
616peuno yBpexaade B Texka creneH (GFR<30 ml/mMun), Bxioudrenso nauueHtd ¢ ESRD Ha
xeMoauanu3a. CUTarJIMITHH ce OTCTpaHsABa yMepeHo npH xemoaunanusa (13,5% 3a 3- no
XEMOAHANMK3HA CECUA 3aM0YBania 4 yaca cjiel NPUIoXKEHHUETO).
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Yeproopobuo yepeosicoane

He e HeobXxoaMMa KopeKuHs Ha J03aTa CUTAr/IMIITHH NPH NALMEHTH € JIEKO WIK YMEPEHO YepHOApOoOHO
yepexaaHe (ckop no Child-Pugh <9). Hama xiMHHYEH ONUT [1PY NALIMEHTH C TEXKKO YEPHOAPOOHO
yspexaaHe (ckop no Child-Pugh >9). B csmorto BpeMe, Thil KaTO CHTarJTHITHH CE€ EMMMHHHPA OCHOBHO
ype3 OBOpeLlTE, HE Ce OYaKBa TEKKOTO YEPHOAPOOHO yBpEKJaHE Aa MOBIHAE BbpPXY
¢dhapMaKOKMHETHUKATA HA CHTarIUITTHH.

Cmapuecka év3pacm

He ce nHanara kopekuus Ha 803aTa B 3aBUCHMOCT OT Bb3pacTra. Bb3 ocHOBa HA ONyJauHOHEH
¢apMaKOKHHETHYEH aHaHU3 Ha AaHHK oT Pa3a | u Daza II, Bb3pacTTa HE OKa3Ba KNHHUYHO 3HAYUM €(PEKT
BbPXY GapMaKOKHHETHKATA HA CUTArTUITHH. YYacTHHLUMTE B cTapuecka Bu3pacT (65 o 80 roguHH) umar
npubnuzutento 19% no-BUCOKH Mna3sMeHH KOHLUEHTPaUMUH Ha CUTAIIHITTHH B CPaBHEHHWE ¢ MO-MJa U
YYACTHHULIH.

IHeouampuuna nonyirayus

(dapMakOKHHETHKATA HAa CHTArMUNnTHH (eaAMHM4Ha ao3a 50 mg, 100 mg wan 200 mg) e uscnensana npy
NeAMaTPHYHH nauydeHTH (Ha Bb3pacT oT 10 1o 17 roauun) ¢ nuader Tun 2. [Ipu Ta3zu nomynauusa, AUC Ha
CHUTATIMIITHH B [U1a3MaTa, KOpUrupaHa crpaMo a03ara, € npudauszurenHo 18% no-HHCKa OTKONIKOTO fApH
Bb3PACTHH MaLueHTH ¢ q¥adet Tun 2 npy go3a 100 mg. He ca nposexxaaHu npoyusaHus CheC
CHTArAKIITHH MPHA NEAHATPUYHH NALMEHTH Ha Bb3pacT <10 roauuu.

Lpyau xapaxmepucmuxu na nayuenmume

He ce Hanara kopexuus Ha JO3aTa B 3aBUCHMOCT OT MOJ1, paca WM MHAEKC Ha TenecHa maca (BMI). Tezu
XapaKTEPHCTUKH HAMAT KIMHAYHO 3HAYUM €(EKT BbpXY (papMaKOKHHETHKATA HA CUTATJIMIITHH CIIOPEN
KOMOWHHpaHHs aHAIM3 HA papMaKOKMHETHYHKTE JanHu oT Paza | v nonmynaunoHeH GpapMakOKHHETHYEH
aHanu3 Ha gaHHu ot Pasza | v Paza Il.

Merdopmu

Abcopbyun

Cnen nepopaiHa 03a MeTOPMHUH, tnax €€ AOCTHra 10 2,5 yaca. AOcooTHaTa OMOHATMYHOCT Ha
tabnetka metpopmuH 500 mg e npubnausurento 50-60% npwu 3apasu yyactHuuM. Cnen nepopanHa 103a,
HeabcopOupaHara ppakuus, oTkpuTa BbB pexkanuure e 20-30%.

Cnen nepopalieH rnpuem, abcopbuuata Ha MeETQOPMHH € HacHLUallla ce U HermbJIHa. CMmATa e, ue
¢dapMakokuHeTHKaTa Ha abcopOuuaTa Ha MeTPOpMHH € HenuHelHa. [Ipu oOuuaitnu no3u meThopMHH H
J030BH CXEMH, TLIA3MEHHUTC KOHLICHTPALUH TPH CTAUMOHAPHO ChCTOSHHUE CE AOCTHUIAT B PAMKHTE Ha
24-48 yaca u KaTO L4710 ¢a no-Manko ot | ug/ml. Ipu KOHTPOAKUPAHH KIIMHWYHK NPOYYBAHHUS,
MaKCHMATHHUTE M1a3MeHH HUBa Ha MeTPOPMHH (Chrax) HE NpesUIaBsar 5 pg/mi, aopu npu MakCHManHu
JO3H.

XpaHata HaMasgBa cTeneHTa H cnabo 3abassa abcopbumsta Ha metdopmuH. Ciel NpUNoKEHHE Ha 2034 OT
850 mg, ce Habmoaasa 40% no-HUCKa NMKOBA IU1aA3MEHa KOHLUeHTpauus, 25% HnamManenue Ha AUC u
yaAbJbKaBaHe ¢ 35 min Ha BpeMETO 10 AOCTUraHe Ha NMUKOBA [U1azMeHa KoHUCeHTpauusa. KimuHuyHara
3HAMUMOCT HE € U3BECTHA.

Pasnpedenenue
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CBBbP3BAaHETO C TLUTA3MEHUTE MPOTEHHM € HEZHAYUTENHO. MEeTQOpPMHUH Ce pasnpeaeis B EPUTPOLIMTHTE.
KpBbBHHMAT NHK € NO-HHCHK OT TU1a3MEHHMA MUK U Ce MOABABA MPHUOIH3IKTEIHO N0 CBLIOTO BPEME.
UepBEHUTE KPbBHH KJIETKH HAK-BEPOATHO NPEACTABAABAT BTOPHYEH KOMIIAPTHMEHT Ha pa3npeae/icHUe.

Cpeaunsat Vd Bapupa mexay 63-276 1.

bBuompancgopmayua
MetrdhopmuH ce eKCKpeTHpa HenpoMeHeH B YpuHata. [IpH xopaTta He ca yCTAHOBEHH METa0ONIHTH.

Enumunupane

BrOpeuHuaT kipbHc Ha MetdopmuH € >400 ml/mMun, koeTo noka3ssa, ue METHOPMHUH C€ EIIMMHHHPA Upe3
rnoMepyiaHa ¢punrpauus u TyOynHa cekpenus. Cne nepopaiHa 103a, IPUBHAHUAT TEPMHHANICH
€JIMMHHALMOHEH NOMYXHBOT € npubnusurento 6,5 h. Koraro 6n0peunarta pyHkums e yspeneHa,
O6BOpetHUA KINPBHC C& HAMAJIABA B ChOTBETCTBHE € TO3H HA KPEATHHHHA H CNeI0BATETHO
eJIMMHUHALHOHHHSAT MOJYXHBOT C€ YABJKABA, KOETO BOJAM JI0 NOBMLICHUA HHMBA HA MET(OPMHH B ILIA3MATA.

5.3 IIpeaxinHMYHH JaHHEH 33 6ezonacHOCT
He ca npoBe:xgaHW NpOyYBaHHA C HUBOTHH ¢ KO3uMmer.

[Ipu 16-ceAMHYHM MPOYYBAHUA, B KOUTO KYYETa Ca TPETHUPAHH HIH ¢ METGOPMHUH CAMOCTOATENIHO UITH C
KOMOHHALUA OT MeT(OPMHUH M CUTArTUIITHH, HE € HabnioaaraHa NOMbJIHUTEIHA TOKCUUHOCT OT
koMbuHauuaTa. NOEL B Te3u npoyuBanusa ce HabniogaRa Npy €KCMO3ULIMA HA CHTArIHITTHH
NMPUOIHU3UTENHO 6 MBLTH NO-BUCOKA OT TA3W NPH XOPa M MPH EKCMO3MLMA Ha METPOPMHH NPUOIUIUTETHO
2,5 NbTH NO-BHCOKA OT Ta3M IMpH Xopa.

CneaHuTe AaHHY C€a HAXOAKH NIPH NPOyYBaHHA NPOBENECHH ChC CHTAITUIITAH WKW METPOPMHUH
CAMOCTOSATETHO.

CHUTarjunTuH

br6peuHa u yepHOAPOOHA TOKCHYHOCT ce Habnrogasa nNpu rpu3auM NpH CTOMHOCTH Ha CUCTEMHA
eKCno3uLMa 58 MbTH NO-BUCOKH OT HUBOTO HA EKCMIO3HLIMATA NPH XOpa, a HUBOTO 0e3 ediekT ¢
ofipejesieHo Ha |9 mbTH NO-BMCOKO OT TOBA NMPH XOpa. AHOMAJIMM Ha pe3luTe ce HabmoaaBar npu
[IbXOBE MPH HUBA H& €KCNO3ULIKMA 67 TbTH MO-BUCOKH OT HHBOTO Ha KJIIMHUYHA €KCNO3HLHKA; HUBOTO, De3
eeKT NpU Ta3u HAX0JIKa € 58 MbTH NO-BUCOKO, CBIUIACHO pe3yaTraTiTe oT 14-CeAMHUYHO NPOYyYBaHE IPH
IUTbXOBE. JHAYEHHUETO HA TE3W HAXOAKH MPU XOpa HE € U3BECTHO. TPaH3IUTOPHH, CBBP3AHM C JICUCHHETO
(PM3HUYECKH NPOABHU, HAKOM OT KOMTO MIPEANoaraT HaIHYKETO HA HEBPOJIOrHYHA TOKCHYHOCT, KATO
AULLIAHE ¢ OTBOPEHA yCTa, CAlMBaLMd, eME3UC Ha OAna NaHa, aTakCus, TpenepeHe, HaMaJIeHa aKTUBHOCT
W/vnu uarepbeHa no3a ce HalboAaBaT Mpy KyyeTa Npyd HUBA HA €KCIO3ULMA MPUONU3HTENHO 23 MbTH 110-
BHCOKH OT HHUBOTO Ha KIIMHWUYHA €KCMOo3uLUa. OCBEH TOBA, MHOTO JleéKa A0 JIeKa KOCTHO-MYCKY/THa
AereHepauus ce Hab104aBa M XMCTOIOTMYHO NPH A03M, AaBallld HUBA HA CHCTEMHA CKCIIO3ULIUA
NpHOANU3KUTEIHO 23 MbTH MTO-BHCOKH OT HUBOTO HA EKCNIO3HUMsA NpH xopa. I1pH Te3u pesyntaTy, HUBOTO
0e3 edeKT € NpH eKCMo3uLKs 6-KpaTHO NMO-BUCOKA OT HUBOTO HA KIIMHHYHA €KCNO3ULIHAL.

CWTaraunTyH He MoKa3Ba FreHOTOKCHYHOCT B X044 HA NMPEAKIMHAYHHY NpoyuBaHUa. CHTAIJIMIITHH He €
KaHLeporeHeH npun MULIKY. [Ipy mibxose MMa noBuilieHa HECTOTA Ha 4EPHOAPOOHH aIEHOMH H
KapLUMHOMH NMPH HUBA HA CUCTEMHA eKCNO3HUHUA 58 MbTH NO-BUCOKK OT Te3M Npu Xopa. Thi KaTo €




IUTbXOBE, T3 MOBUILIEHA HECTOTA HA HEPHOAPOOHH TYMOPH NpPH [LTHXOBETE € BEPOATHO BTOPHYHA,
BCJIEICTBHME Ha XpOHHYHA XENaTOTOKCHUYHOCT NpH Ta3u BUcoka 103a. [Topaau BucokaTa rpaHydua Ha
Oe3onacHocT (19-mbTH TO-BUCOKA NpU TOBA HUBO 6€3 edieKT), TE3H HEOIUIACTHYHH NPOMEHH HE CE€ CUWTAT

pelieBaHTHH 3a Xopa.

He ca HaOnioaaBaHW CBBbP3aHU C JIEUEHHETO €(EeKTH BHPXY (hepTHAUTETA MPH MBXKKH H )KEHCKH TIJIHXOBE
NOJYYHIH CHTATJIMIITHH NPEAH U NO BpeMe Ha YH(TOCBAHE.

HPH [IpOY4YBaHC BbPXY ﬂpe-/ﬂOCTH&TﬂﬂHDTD Pa3BHTHC HA TJIEXO0BC CUTAlJIMIITHH HC IMOKA3Ba HEXKE/IAHH
PCaAKLIUH.

[Ipoy4uBaHMATA BbPXY PENPOAYKTHBHATA TOKCHYHOCT MOKA3BAT HATUYMETO Ha CBBLP3aHA ¢ JICUCHHUETO,
JE€KO yBENHMEeHa YeCcToTa Ha MangopMaunuu Ha pedpa Ha deTyca (IMNCBaLiM, XUNOMIACTUYHM U [U1ABAILH
pebpa) npy NOKOJIEHHETO Ha TIHXOBE IPH HUBA HA CHCTEMHA €KCMO3ULMA NoBeye oT 29 MbTH MO-BUCOKH
OT Te3d NnpH xopa. TOKCHYHOCT Ha MaikaTta ce HabaloaaBa NpU 3aiLM NpU HKBA nosede OT 29 MbTH no-
BMCOKM OT HMBATa Ha €KCTIO3ULIMA MpH Xopa. [lopann BHcokaTa rpaHuUa Ha H€3011aCHOCT, TE3H HAXOAKH
HE MPEANOoaraT ChIECTBYBAHETO HA CHOTBETEH PUCK 32 peNPOAYKTHUBHOCTTA NpHU Xopa. CUTArJIUNTHH ce
CEKpETHpPa B 3HAYUMH KOJHUECTBA B MJIAKOTO HA JaKTHpallH IUTbXOBE (OTHOLIEHHE KbpMa/miazMa: 4:1).

MeTdopMHH

[IpenknMHHYHUTE AaHHHU 33 METPOPMHH HE pa3KpHMBAT 0CODEH PHCK 3a Xxopata Ha 6a3aTa Ha
KOHBEHLMOHAIHHY (PapMaKOJIOrH4YHK NpoyYBaHHA 332 0€30MacHOCT, TOKCHYHOCT NMPH MHOTOKPATHO
MpuJiaraHe, FeHOTOKCHMYHOCT, KAPLIMHOTEHEH NMOTEHLMAN, PENPOAYKTHBHA TOKCHYHOCT.

6. OAPMAINEBTHYHHA JAHHH
6.1 CnucbK HAa NOMOIIHHTE BEIECTBA

Anpo na tabnerkara
MukpokpucTaiina uesrynosa, Tun 101
[MoBugon K29/32

Harpues creapundymapar

Harpues naypuncyngar

(DUIMOBO IOKPUTHE

[ToM(BUHKUIOB aNKOXOJ) — YacTH4HO xuapoausupad (E1203)
Makporon 3350 (E1521)

Tank (E553b)

Turanos anokcua (E171)

YeppeH xeneseH okcua (E172)

UepeH xenesen okcua (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo
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6.3 Cpok na roasocT

36 mecela

6.4 CnennaJanu yCJIOBHA HA ChbXPAHEHHE
Jla ce cexpanssa noa 30°C.

6.5 BHaH cbALPAKAHHE HA OMAKOBKATA

benu, nenpo3paunn oauctepu ot PVC/PE/PVDC//Al dponmo. bauctepure ca onakosaHu B croHaTa
KapTOHEHA KYTHA ¢ NPWIOKEHA JIMCTOBKA 3a MalUeHTa.

OnakoskH 1o 28, 30, 56, 60, 98, 120, 196 dunmupanu TabneTku, rpynopu oNnakoBRKH, Cbhabpxaiiu 196 (2
onakoBkH 1o 98) dunmupanu tabaerky.

He BcHukH BHAOBE ONAKOBKYM MOrart na Obaar mycHaTy B npojaxoa.
6.6 CrneunajJHR NpexNa3HH MEpPKH NPH HIXBLPJIAHE

Heusnonssanusar JIEKApPCTBEH MPOJAYKT KK OTINIAOABYHHTE MATCPHAIIH OT HEFO Tpﬂﬁﬂﬂ Ad CC U3XBBPJIAT B
CbhOTBETCTBHE C MCCTHHTEC H3IUCKBAHHA.

7. IIPHTEXATEJ HA PAZPEHIEHHUETO 3A YITIOTPEDBA
Gedeon Richter Plc.
H-1103 Budapest

Gydémrdéi ut 19-21.
YHrapus

8. HOMEP(A) HA PABPEUHIEHHUETO 3A YIIOTPEBA

Per. Ne 20220005

9. JATA HA ITBPBO PAZPEHIABAHEMIOAHOBSBAHE HA PAZPEHIEHHUHETO 3A
YIHHOTPEDBA

Hata Ha mbpBo paspeiuaane: 04.01.2022

10. JATA HA AKTYAJIMINPAHE HA TEKCTA

05.07.2025
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