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Maiimercu S0 mg/850 mg punmupann TabneTkH 1Y% / o W H ,5 J ...........
MasimMercu 50 mg/1000 m a 6 LEHUE Ns .........................................
u g/ g duaMupanu TabreTky iPaspe 3 : namn
Maymetsi 50 mg/850 mg film-coated tablets  OQOBOEHE Nt yyrusreeenir

Maymetsi 50 mg/1000 mg film-coated tablets

2. KAYECTBEH H KONTH4YECTBEH CBCTAB

MaiimeTcu SO mg/850 mg bunMupann Tabnetku
Besika dunmupana tabnetka cvaspika 50 mg curaraunthn (sitaglipting u 850 mg metrdopmunos
XHUOpOXnopHA (metformin hydrochloride).

Maiimercu 50 mg/1000 me punMupann TabneTkn
Beaka Gunmupana Tabnetka cuabpxka 50 mg curarsunTud (sitagliptin) w 1 000 mg merdopmunos
XUOPOXIOPHE (metformin hydrochloride).

3a MBAHUA COHCEK Ha DOMOIUHHTE BeIECTBA BIOKTE TOUKA 6.].c

3. JEKAPCTBEHA ®OPMA

dunmupata tabaetka (Tabnerka)

Maiimercr 50 mg/850 mg duamupany TabneTku: po3oBH, OBATHH, ABOHHOMIIBKHANH, PUIMHpPAHU
TabneTku, Mapkupanu ¢ C4 ot eadara crpana Ha tabnerkara (npuGmuzutesinu pasmepu: 20 x {1 mm).

Maiimercn 50 mg/1000 mg dunmupany TabjleTKu: TBMHOPO3OBY, OBAIHH, TBOHHOHIMBKHAH,
dunMupatu Tadnetky, mapkupand ¢ C3 ot equata cTpada Ha TabneTkaTta (MpHGAMIUTENHH pa3MEDH:
21 x 11 mm).

4.  KJINHWYHN NAHHU
4.1 TepaneBTHYHH BOKAZAHHSA
Tpn Bb3pacTHU NauMeHTH che 3axapeH auabert Tun 2;

MaiimMeTcH € NOKa3aH KaTo JONbIHEHHE KbM IHETA M YIIpaKHEeHMs 38 nogo0paBate Ha rTHKeMUYHUA
KOHTPON MPH NALKEHTH, TP KOHTO HE € NOCTHIHAT 3aA0BONUTENICH KOHTPO! ¢ MAKCHMATHATA
MIOHOCHMA 32 TAX 10338 MET(HOPMHH CAMOCTOSTENIHO MK KOMTO BeYe Ce JIEKYBaT ¢ KOMOHHaUMA OT
CHTArIMNTHH ¥ METHOPMHH.

MaiiMercH e nokasad B KOMOHHALHA CbC CYPOHHYPEHHH APOU3BOAHH (T.¢. TPOHHO KoMOHUHUPaHO
JICYEHHE ) KATO RONMBAHEHHE KbM AHETA H YNPAOKHEHUS NPH NALMEHTH, NPH KOUTO HE € MOCTHTHAT
3a70BOIHTENEH KOHTPOJ C MAKCHMAJIHATA NOBOCHMA 32 TAX 1032 MeT(hopMHH M cyndoHuTypes.

MaiimMeTcH € NoKa3aH KaTo TpOHHO KOMOHHHPAHO JiedeHKe ¢ NepOKCH30MeH nponndeparop-

axTHBYpaH rama peuentop (PPARY/TITIATP) aroxucT (T.€. THA30AMAWHAXOH) KATO JOMBIHEHHE KbM
NYETA H YNpaXXHeH ks NPH NANUEHTH, IPH KOHWTO He & MOCTHIHAT 3al0BOIHTENEH KOH
MaKCHMA/THATA NOHOCHMA 33 TAX 1033 MeTdhopmuH U PPARY/TITIATP arousucr.

MafiMeTcH ¢bLIO € NOKa3aH KaTo obaBka KbM MHCYJHH (T.€. TpoliHo koMGu
JNOTThAHEHHE KbM JHETaTa M YNPAKHCHUATA 33 NOA0OPABAHE HA MHKEMHYH



TNALMEHTH, KOTATO NOCTOAHHATA 1034 HA HHCYIIHH U MCTd)OpMHH CaMOCTOATEIHO HE OCHIYPsiBa
AOCKBATEH TNMHKEMHUYEH KOHTPOIL.

4.2 loiupoBKa H HAYMH HA NPHIOKEHHE

gOBHQOBKa

Ho3KpoBKaTa Ha AHTHXHIEPrITHKEMHHHOTO 1evenue ¢ MakimeTcn Tpabea na Obae
HHRIHBHIyaH3HpaHa Ha Ha3aTa Ha HACTOALINS PEXXHM Ha NauKeHTa, epeKTHBHOCTTA 1
TOJEPAHTHOCTTA, KATO HE C€ IPEBUINIABAT MAKCHMATHATA TpernopLyBaHa AHeBHa 1o3a ot 100 mg
CHTArMUIITHH.

Bvipacmuu c vopmaana 6vopeuna gynuxyua (GFR> 90 ml/min)

IIpu nalMeHTH, NpH KOWUTO HE € NOCTUIHAT 3aJ0BOMHTENCH KOHTPO ¢ MAKCHMATHATA NIOHOCHMa 1033
METGOPMHH KATO MOHOTEpANRUA

Ilpu naunueHTH, IpH KOHTO HE € MOCTHTHAT 3a10BOJINTENEH KOHTPO ¢ MeT(GOPMHH CAMOCTONTEJTHO,
obuyaliHaTa Hayanya f103a TpSOBa [ JOCTABH 038 CHTATNMITTHH B 103a 50 mg 1Ba bTH JHEBHO
(100 mg obuia AHEBHA 303a) MIIOC A03aTa METHOPMHH, KOSTO Beve € MpUeMaHa.

[py nauMeHTH, KOMTO NPEeMHHABAT OT eHOBPEMEHHO NPUIIAraHe HA CHTALIMITHH H METHOPMUH
Tlpu natseHTH, KOUTO NPEMMHEABAT OT €AHOBPEMEHHO NPHIIAraHe HA CHTATTTHNTUHH K METPOPMHH,
Jeuenreto ¢ MaiimercH TpaGsa na ce 2ano4He ¢ J034TA CHTACAUNTHE H METQOPMHH, KOATO BEYE €
OpHeMaHa.

Ilpy DanueHTH, NPH KOUTO He € MOCTUTHAT 33/I0BONUTEAEH KOHTPO ¢ ABOMHO KOMOMHHPAHO JeUCHHE
¢ MakcHMalHATa MOHOCHMA 1033 MeTHOPMHH U cyadounnypes

Ho3ara TpaGea na NOCTaBH CHTArMTHITHH B 7032 50 mg aAea nbTH asesHo (100 mg obina aHesHa ao3a)
1 no3a MeThopMHuH, nofoGHa Ha 103aTa, KOATO Beue € npremana. Korato MaiiMeTcu ce H3tonssa B
KoMOuHauus cbe cyndoHuIypes, MoXe a ce HanoXKK ynorpefara Ha Mo-HHCKa 1034 CyiOHUTYpes,
3a Ja C€ HAMAJIH PHCKBT OT XUMTOrTHKEMKA (BiK. Touka 4.4).

llpu MauHeHTH, NPpKY KOHUTO HE € NOCTUTHAT 3a010BONHTENEH KOHTPO € jBOﬁHO KOMﬁPlHHDaHO JICUCHHE
C MAKCHMATHATA NOHOCHMA n03a Merdopmuyd H PPARY/TUTATP aroHucT

Jo3zara Tpabpa na A0CTaRHM CHTArHNTHH B 7032 50 mg aBa sty AHerHO (100 mg ofwa aHesna A03a)
U 1033 MeTHOPMHH, NoJ00Ha Ha 103aTa, KOATO Beve € npueMaHa. '

[py nauUeHTH, NPK KOKTO He & MOCTHIHAT 3a0BONUTENEH KOHTPO ¢ JBOHHO KOMOHHKPAHO JeYeHHE
C MHCY/IMH ¥ MAaKCUMATHATA [TOHOCHMA 71038 METGOPMUH

Ho3zara Tpabea na A0CTaBH CHTArAMNTHH B A032 50 mg aRa nuTH aHeBHO (100 mg o6ia aneBHa [03a)
# 11o3a MeTHOPMHH, NoJ00Ha Ha N103aTa, KOATO Bede ¢ npueMana. Koraro MalimeTcH ce usnonsea B
KOMOHMHALINA ¢ MHCYJIKH, HHCKATA 1033 MHCYAMH MOXe 13 € HeoOXoauMa 3a pelylipate Ha pUCKa OT
XHMIOTINKEMHS (BxK. Touka 4.4).

3a pasnnuHuTe 1030 MeThopMHH, MaliMeTcy ce mpeanara B XOHIIEHTPaLKa no 50 mg CHTArTHITUH 1
850 mg merdopmunos xuapoxnopua wik 1 000 mg MeThOPMUHOB XHAPOXTOPHA.

Beuyki nauveHTr Tpsdsa Aa NPONBAKAT APeNnopbyaHaTa UM JUETa C ANEKBATHO pasnpeaeieHKe Ha
NpPHEMA HA BLITIEXMAPATH TIpe3 JIeHs.

Bvbpeuno yepescoane
He ce Hanara xopekuus Ha 103aTa NpH NauleHTH ¢ ieko GpOpeuHo yepexaane (cKopoct
rnomepynua puarpauns [GFR] > 60 ml/min). [Ipean sanousaxe Ha neueHue ¢ Mpox,
meThopmuH, Tpabea ga ce Hanpaby oueHka na GFR crofinoctre, a ciren ToRa - o
roanwno. TIpy naiuMeHTH ¢ NOBHLEH PHCK OT [TO-HATATBUIHO MPOTPECHPaHE Ha 6
# fIpH NAaUHeHTH B CTapuecka Bb3pacT TPAORa NO-4eCTo 1a ce ApaBu OueHka ua &
HanpHumep Ha BeekH 3-6 Meceua.




3a MpegroYMTaHE € MAKCHMANIHATA AHEBHA 1032 MET(HOPMHH 1a §hje pazeneHa Ha 2-3 THEBHH JO3H.
MaxTopH, KOHTO MOFaT J1a YBe/IHYAT PHCKA OT AaKTaTHa auunosa (8K, Touxa 4.4), Tpsbpa aa Gvaar
npepasriaefan, fpeay 1a ce 0OMHC/TH 3aMOYBAHETO Ha JIeHeHne ¢ MEeTHOPMMHE nipy naimenTn ¢ GFR<
60 mi/min,

AKO He e N0cThiiHa 1030Ba dopma Ha MaiiMeTcH ¢ aneKBaTHO KOTHYECTBO HA AKTHBHOTO BEILECTRO,
BMECTO KOMOHHaUWA ¢ DHKCHPaHH 103 TpabBa Aa Ce HINOA3BAT OTHETHHTE MOHOKOMYIIOHEHTH,

GFR ml/min Merdopmuu CHTaraAHITHH
60-89 Maxcumamamao Onesna 0030 e Maxcumamama ouesna 0oza e
3 000 mg. 100 mg.

Mooce 0a ce obmuciu nonuxcasane Ha
003ama 8v6 8PLIKA C HAMMUIABAHEMO HA

bvOpeunama Pynrcyus.
45-59 Marxcumanama oneena dosa e Marcumarnama Onesna ooza e
2 000 mg. 100 mg.

Hauannama 0oza e Haw-mHozo
ROAOGUHAMA O MAKCUMAAHAMA 0034,

30-44 Marcumarnama oneana 0o3a e Maxcumannama onesna doza e
1000 mg. 50 mg.

Hauanmama 0o3a e nati-mnozo
HOACSUHAMNA O/ MAKCUMATHAmMA 0034.

< 30 Memgbopmim e npomusonoxazan. Maxcumannama onesna doza e
25 mg.

Yeprodpobro yspeacoare
MaiimeTcH He TpadBa Aa ce H3MONIBA NPH NANKEHTH ¢ YepHOOPOoOHO yBpexaaHe (Bx. Touka 5.2).

Cmapuecrka gbzpacm

Toi kaTo MeTGOPMHH H CUTATHITTHH Ce EKCKpeTHpaT yupe3 bubpeuure, Maiimercy Tpabpa na ce
M3TIONI3BA ¢ NOBHICHO BHHMAaHHE NPH HanpeBaHe Ha Bh3pacTTa. HeobxonuMo € MoHHTOpUpaHe Ha
6wulpeunara QyHkitis, 38 18 ¢€ MOANOMOrHe NPEAN23BAHETO OT CBBP3aHATA ¢ METGOPMUH NaKTATHA
alMa03a, Hali-Bete B cTApYEcKa BB3PacT (BxK. TOKH 4.3 u 4.4). '

[Teouampuvyna nonyaavus

MaiimeTcey He TpaORa ja ce H3MOA3Ba NPy Aena H IOHOWH Ha Bo3pacT ot 10 ao 17 ronuuy nopanu
HeZOCTaTbuHa eHKACHOCT. HanddAuTe NOHACTOAEM RaHHH ca onucany B Toukn 4.8, 5.1 u 5.2,
MaiimeTcu He € IPOYYBAH MPH MEAHATPHHEHK NAUHCHTH Ha Bb3pacT noa 10 roguxn..

Hauuy Ha NpuiioxeHHe
Matimetcn TpaOBa Ja ce NpuemMa Js8a MBTH AHEBHO C XpaHa 3@ HAaMAIABAHE HA HEXENAHHTE PEakuBy
OT CTPaHa Ha CTOMALLHO-UPEBHHUSA TPAKT, CBBP3aHH C METQPOPMUH.

4.3 IIporusonoKkasaHuA

CERpPBXYYBCTBUTEJIHOCT KbM GKTHBHHTE BELIECTBA HITH KhM HAKOE OT MOMOLIHHTE BELIECTRA,
130poenH B TovKa 6.1 (Bxk. Touky 4.4 u 4.8);

Bceku T ocTpa MeTaboNHTHA allka03a (KaTe NaKkTaTHA alHa03a, AMabeTHa KETOALN
JinaGeTHa npexoma;

Texxa 6b0peuna HepocTarbunoeT (GFR < 30 mi/min) (B, Touka 4.4);
OCTpH ChCTOAHNA ¢ BL3MOKHOCT A H3MEHAT ObOpeunara dpyHKIUuS KaTo:
- AeXHApaTALHA,

- TEWKH WHPEKIIHH,

N S
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- OK,
- BBTPECHIOBO MPUNOKEHHE HA HOOMPAHH KOHTPACTHH BewecTRa (BXK. Touka 4.4);
OcTtpo unn XpoHnyHO 3aboisgBaHe, KOETO MOXKe Ja IPHYMHK XMNOKCHA HA ThKAHKTE KATo:
- CbpAEHHA WIH PECITHPATOPHA HELOCTATLUHOCT,

- CKOpOLIEH MHOKapASH uH(papKT,

- LLOK;

YepHonpoGHo yepexaaHe;

OcTpa anKkoXo/HA HHTOKCHKALIMA, ANKOXONH3EM;

Knpmeue.

4.4 CnennajHR NpefynpexkieHHn H MPeANazHH MEPKH IPH ynorpeba

O6wu
Maiimercu He TpalBa da ce H3M0/13Ba NPH NauHEeRTH ¢ anaber Tvn 1 4 He TpabBa aa CH W3Mo/384a 33
JeyeHwe Ha aHabetHa KeToauHRo?a.

Qctsp naukpearyr

Ynorpebara na DPP-4 (qunentuann nentyaasa-4) WHXHOMTOPH € CBBP3aHA ¢ PUCK OT Pa3BUTHE Ha
OCTHD naHkpeaTHT. Jlaunenture Tpabea Aa 6bnaT uHGOPMHUPaHH 33 XapaKTEPHHA CHMIITOM Ha OCTLp
NAHKPEATUT: NEPCUCTUPAILA, MHOTO CHTHA KopemHa Oosika. Crieft NpekpaTaBaHe Ha CHTAIJIMIITAH ¢
Habmonara OTUIYMABAHE HA NAHKPEATHTA (Che HIH 6e3 NOAABLPXKALIO IEYEHHE), HO B MHOTO PEIKH
CJTyHaH € cbOOLIABAHO 33 HEKPOTH3HpAIL HIH XEMOPArHyeH MaHKPeaTuT H/ Wik CMBPT. AKO HMa
CbMHEHHA 32 NAHKPEaTHT, TPAORA a Ce NPeKpaTH NpueMa Ha MaiiMeTcH M Jpyr# MOTEHLHANHO
NOA03KPAHM JIEKAPCTBEHH NPOMYKTH; 4KO ¢ NMOTELPAH OCThP MAHKPEaTHT, TPHEMBT HAa MaliMeTcu He
TpalBa aa ce Bb30oOHOBABA. HeoOX0NHMO € NOBMIIEHO BHUMAHKE NPH NALMEHTH C AHAMHE3A 3
TAHKPEaTuT.

JlaxkTarda aluaosa

JlakTaTHaTa auK03a, MHOTO PAAKO, HO CEPHO3HO METAGONUTHO YCNOKHEHHE, HAR-UECTO HACTBIIBA
MNpH OCTPO BiOLIaBaHe Ha 6b6peunaTa GYHKUNS, KAPAKO-PECNUPATOPHO 3a00MABGHE HITH CENCHC.
Harpynsanero Ha MeTOPMHH HacTbIIBa NPH OCTPO BiIOLIaBaHe Ha 6sOpednara QyHKIMA H
yBEnH4aBa PHCKa OT JIAKTaTHA auKI03a,

B cnyuait Ha gexuaparaus (TeKKO NOBPBIRAHE, JTHAPHA, TPECKA MIIH HAMANEH IIPHEM HA TEUHOCTH)
TPAGBa BPEMEHHO [1a CE CNIPe NPHEMBT HA MET(HOPMHH H € NPeNoPpYHTENHO [ia Ce YCTAHORM BPB3Ka C
METHLHHCKH CTIELHATHCT.

IpueMbT Ha NeKapCTBEHH NPOAYKTH, KOHTO MOFAT OCTPO Aa YBpeasT GuGpeunara dyHKUKa {KaTo
aHTHXHNEPTEH3UBHH cpe/icTRa, AHypeTiim 1 HCTIBC) tpabea aa ce 3anoune ¢ noBulieHO BHHMAHHE
NPY NALKEHTH, JIEKYBaHy ¢ MeThopMuH. JIpyrd puckoBr GakTopy 3a IAKTaTHa auMno3a ca
NIPEKOMEpeY MIPHEM Ha ATKOX0/, Y€PHOAPoOHA HEeJOCTATEYHOCT, HEJOCTATEUMHO KOHTPONHpaH auaber,
KeT03a, NPOABL/KHTENHO IalyBaHe H BCAKAKBU CHCTOSHWSA, CBbP3aHU C XMUOOKCHSA, KAKTO M
€HOBpEMEHHATa ynoTpeda Ha N1€KAPCTBEHM NPOAYKTH, KOWTO MOTAT a NPHYMHAT NIAKTATHA alina03a
{Bx. TOouku 4.3 u 4.5).

TManxenture v/wnn Gonnorneaaunte Tpadea aa GbaaT HHOOPMUPAHH 32 PHCKa OT IAKTATHA aLMA034,
JlakTaTHara auMa03a ce XapaKTepHInpa ¢ auna03Ha JUCIIHES, kopeMHa §Onka, MyCKy/THM KPaMilM,
acCTEHMs H XHNOTEPMHUA, TOCICABAHH OT KOMa. B cnyuail Ha cbMHEHHE 3a CHMITOMH NAaUMEHTLT
TpaOBa fa cnpe npyema Ha MeTHOPMMH K He3abaBHO 4a NOTHPCH JAekapeka nomolll. JlnarHocTHYHUTE
NnaGopaTopHH HAXOKH Ca NOHIDKEHO KpbBHO pH (<7,35), NOBHILIEHY HABA HA IUTa3MEHUS TakTaT (>5
mmol/l} ¥ noBHLIEHA AHHOHHA Pa3iKKa H ChOTHOWIEHHE NAKTAT/IMPYBAT.

Br6peuna dynkuns

I1penn sanoBaHe Ha NeueHHeTO TPAOSA [a Ce HATMPABH OLEHKA Ha CTOHHOCTHTE
caen Tosa (Bx. Touka 4.2}, MaiimeTcH e npoTHBonokasax npu nausenTy ¢ GFR
na Obie BPEMEHHO CNIPAH [PH HAIKYHE HA CBCTOAHHA, KOWTO HIPOMEHAT BB6pey




Touka 4.3).

XHMOrTHKeMHUs

[Naunentd, nonyuasawH Malimercr B xoMGuHaLMS CBC CYTDOHHITYPEA HAM ¢ HHCYIIMH, MOYE Aa ca
H3NOKECHA Ha PUCK OT xunornukemus. CnenoeartenHo, Moxe 11a ¢ HeoOX0qMMO HaManapaHe Ha no3ara
Ha cYMPOHUITY pedTa UM HA MHCYAHHA.

Peakiiuv Ha CBPBXUYYBCTBHTEIIHOCT

HMa nocTMapKeTHHroBH ChOOILEHHA 33 CEpHO3HU PEaKLHK HA CBPBXUYBCTBUTETHOCT NPU NMAMEHTH
NEKYBaHH Che CHTArMMOTHH, Te3M peakuHH BRIIOYBAT aHAQUAAKCHS, AHTHOEEM H eKCOTHATHBHY
CBCTOSHHA Ha KOXATa, BKIIFOYHTEAHO CHHAPOM Ha Stevens-Johnson. Hayanoro Ha Te3u peakumn
HAacTHLIBA B PAMKHMTE HA [TBPBUTE TPH MECELla OT 3AfI0MBAHE HA NEUEHKETO ChC CHTAMTIHITTHH, HAKOH
CJlyyay HaCTBIBAT CJIeA bpBATa 103a. AKO C& MOJO3HPA PEeaKiiHa Ha CBPbXYYBCTBUTENHOCT, MPHEMBT
Ha MaiimeTcH TpaGBa na ce npexpatu, TpsabBa na ce OLGHAT APYTH NOTEHUBATHH MPHUUHHA HA
cbOUTHETO M TPAOBA a C& HA3HAMM ANTEPHATHBHO JleueHHe Ha auabera (Bx. Touxa 4.8).

ByusioseH nemurous

ITpu naupenTy, npuemauid DPP-4 HEXHOHTOPH, BKIOYHTENHO CHTAIHITHH, M2 [TOCTMAPKETHHIOBY
cbobtieHnA 38 6y103eH nempurona. Axo uma ceMHeBHd 3a Oynosed nemdurons, MpUeMsT Ha
Maiimercu TpaGea 1a ce NPeyCTaHOBU.

Onepanna

MaiimetcH Tpabea a ce cripe no speme Ha onepauus noA obuia, CNMHATHA WK eMuAypanHa
aHecTe3us.

JleyeuneTo Moxe na Obae BH30OHOBEHO He MO-paHo oT 48 uaca ciej onepanKaTa WK
Bb300HOBABAHETO HA XPAHEHETO TIPE3 YCTa, U [IpU yenoBue e ObOpeunaTa dyHKUNS € OLeHeHa
OTHOBO H € YCTAHOBEHO, ue e CcTabunua,

[punoxeHue Ha HOAUPAHH KOHTPACTHY BELIECTRA

BbTpechaoBOTO NPHIIOIKEHHWE HA HOAMPAHY KOHTPACTHH BEIleCTBA MOXKE 12 AOBERE [0 KOHTPACT-
MHAYUHPaHa He)ponaThs, BOJCHIA 10 HATPYNBAHETO HA MET(HOPMHH H MOBHLIEH PHCK OT JJAKTATHA
auugo3a. MaiiMercH Tpabsa na ce cnpe npeay MM NO BpeMe HA npolieaypara 3a ofpasHa
AMarHOCTHKA H HE TpAOBa Ja ce BB300HOBsBa 40 Hai-Mako 48 vaca cien TORA, NIPH YCIOBHE ue
616peunara QyHKUMS € OLIEHEHA OTHOBO H € YCTAHOBEHO, Ye ¢ cTaluna (Bx. Toukn 4.3 n 4.5).

Npomana B KIMHWYHHS CTATYC HA NALMEHTH ¢ KOHTPONMpaH AHabeT Tam 2

Maupenty ¢ amabeT TN 2, npeau ToBa obpe KOHTponUpaH ¢ MaiiMeTcH, KOHTO pasBHBaT
OTKJIOHEHHA B NabOpaTOpHU NOKA3ATENH WK KAHHMYHO 3a00/1aBane (Haii-Beue HescHo uiK cnabo
neduHupaHo 3abonasane) TpsabBa He3abaBHO Ia ce OLCHAT 3a HAAMUYKME HA KETOALMI03a WK JIaKTaTHa
aungo3a. Ouenkara TpsOBa 1a BKIIOYBA CEPYMHH €1EKTPONUTH M KETOHH, KPBEHA 3aXap H KO ce
Hajlara pH na kpbBTa, HUBa Ha JlaKTaT, MMPYBAT W METHOPMHH. AKO Ce MOABY ALMA034, B KOATO 4 14 €
topma, neuenneto TpAGRA 1a ce chpe HesabasHo H TPAORA Aa Ce MPEANIPHUEMAT TOAXOAALUH
NpOTHBOASHCTBALLIA MEPKH.

Harpui
To3sa nekapcTao ChabpHKa No-Matko or | mmol Harpuii (23 mg) Ha TabneTka, T.€. MOKe ia ¢e Kaxe,
e MPaKTHYECKH HE CbABbPKA HaTphil.

4.5 BsaumogelcrBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH M ApYrn GopME Ha B3auMoaeiicTBHE

EnHOBpeMeHHOTO MHOTOKPATHO NPUNAraHe HAa CHTAMHUNTHH (50 mg ARa MTH JHEBHO) K Mg

CHTarAMIITHH, TAKA U Ha MeT()OPMHH NPy nalMeHTH ¢ Anaber Tun 2.

He ca n3pbplupaHy npoyuBaHHa 3a GapMakOKHHETHYHH JIEKAPCTBEHH BIaUMOEH
obaue TakMBa NPOYUYBAHHI Ca NPOBEKAAHH ¢ OTAC/IHHTE AKTUBHY BEWIECTBA, CHTA,



METhOPMEH.

He ce npenoprusa compreTBala yrioTpeba

Ankoxon
AJKOX0JIHATA MHTOKCHKALMA Ce CRBP3Ba ¢ NMOBMILEH PHCK OT IAKTATHA allM103a, 0cO0EHO B CITy4aH Ha
rNagyBane, HENOXPaHBaHe HNH HEPHOAPOOHA HENOCTATBUHOCT.

ﬁonnpaﬂu KOHTpacTHH BEINCCTBA

MaitmeTtcu TpadBa 3aXBIKHTENHO 2 C€ CHPE NPEAV HAM N0 BPeMe Ha npoLeaypara 3a obpassa

AKArHOCTHKA W He TpAbBa 1a ce Bp306HOBABA A0 Hal-manko 48 vaca cien TOBa, NPH YCIOBUE Ue
6b6peunaTa GpyHKUMA € OLEHEHA OTHOBO U € YCTAHOBEHO, ue e CTabuiana (Bxk. ToukH 4.3 v 4.4).

KomOuHauny, u3kcksally Mpeanasiu MEpKH fp yilotpeta

Hsxou nekapcTseny NPOAYKTH MOFAT 21a ce OTpasaT HeGaaronpuaTHo ua 6e6peunara GyHKUHA, KOETO
MOYe J1a YBE/THUH PHCKA OT NaKkTaTHa auuaoza, Hanpumep HCIIBC, BkmOUATENHO CeneKTHBHH
uHXuOHTOpH Ha nHKnookcHrenasa (COX) 11, ACE unuxuGutopy, anrnotensus I peuentopuu
AHTArOHMCTH M AMYPETHLH, ocobeHo OpuMkoBu Auypertrum. [lpu 3anousaHeTo unu ynorpebara Ha
TaKKBa NponykTH B KOMOHHaLMA ¢ MET(HOPMUH € HeOOXOIMMO BHHMATETHO MpOCiieiABaHe Ha
OuOpeyHaTa (pyHKUHA.

CrnpTeTBatiata ynorpeba Ha J1eKapcTBa, KOUTO NOBIHABAT OOLIMTE TPAHCIIOPTHH CUCTEMH B
6v0peunuTe Ty6yAH, BnoweHH B 66peyHoTo enMHpane Ha MeTQOPMHH (Hanp. MEXUGHTOPH Ha
OpraHH4HHR KaTHoHeH TpaHcriopTep-2 [OCT2)/My THIeKapcTBEHNA H TOKCHH-EKCTPYANPALl| NPOTEVH
(MATE] karo panonazus, aHaeraHud, R0/yTerpaBup H UMMETHHH), MOTAT 13 NOBYILAT CHCTEMHATA
€KCNO3HLHA Ha MeThOPMUH H 3 YBEIWYAT PHCKA OT MaKTarHa auuacsa. Tpabsa na ce oOMuUCHsT
NON3KTE H PUCKOBETE OT CHITETCTRAILATE yoTpe6a. TpaGsa Aa ce 0OGMHCAH BHHMATEIHO
NpOCNeNAsaHe HA ITMKEMHYHHS KOHTPOJI, ANaNnTHPaHE Ha J034Ta B PAMKHTE Ha MpeltopbuuTeTHaTa
AO3MPOBKA H IPOMEHH B JICHEHHETO Ha aualeTa, KOraTo TaKHBa NIEKAPCTBEHHK MPOAYKTH C€ [IPHAAraT
€IHOBPEMEHHO.

I mokokopTHKOMAKTE (IPUIarali Mo CHCTEMEH ¥ IOKANeH ITbT), GeTa-2-arOHUCTHTE H AWy PETHLMTE
HMAT [PUCHLILO XUneprinkeMuuHo aefictere. [lauyenture Tpabea na ce undOPMHUPAT K NMO-uecTO fa
H3MEpBAT KPHBHATA CH 3aXap, 0CO0EHO B HAYAIOTO Ha JIGYEHHETO C TAKMBA JIEKAPCTBEHH NPOTYKTH.
AKo € HeobxonuMo, 103aTa Ha AHTUXHNEPITMKEMUYHIA TEKAPCTBEH NPOAYKT TpadBa aa ce aganTupa
MO BpeMe Ha JIeYeHHe ¢ Apyrus JeKapcTREeH NPOAYKT H NPH HErOBOTO MpeKpaTsHBaHe.

ACE-duxHOHTOpHTE MOTaT 22 MOHWKAT HUBATA HA KPHBHATA 33Xap. AKO € HeoBXx0auMO, N03aTa Ha
AHTHXHIEPIITMKEMHUHHA JICKAPCTBEH (IPoAYKT TpabBa Ja ce aanTHPa 110 BpeMe Ha JIGUSHHETO ¢
ApPYrHs TEKapcTBeH NPOAYKT M PH HErOBOTO MIPEKpaTABaHE.

EdekTy Ha ApYTH NEKAPCTREHH NIPOLYKTY BHPXY CHTAMTHITHH
In vitro W KJIKHHUHWTE 1aHHY ONKUCAHY NO-N0JTY MPEATONATAT, Ue PHCKEBT OT KIHHHYHO 3HAHMH
B3AMMOJEHCTBUA NPH €THOBPEMEHHO NPUIOKEHHUE C IPYTH JIEKAPCTBEHH TPOLAYKTH € HUCHK.

In vitro npoyuBaHua NOKAaiBar, 4€ OCHOBHHA CH3IHM OTTOBOPEH 32 OrpaHU4EHMA MeTaloNu3bM Ha
cutarnuntud e CYP3A4, ¢ yuactre va CYP2CS. Tpu nanyentu ¢ Hopmania 6b6peuna dyHkums,
meTaboIu3MLT, BRIOUHTERHO H upe3d CYP3 A4, urpae camo Manka posisi B KIHMPBLHCA HA CHTATJIMITIVH,
MeTabonusMBT MOMKe 11 HIPAE NO-BAXKHA POIIA NPH STUMHHUPAHETO HA CUTATTIWTITHH B YCIIOBHS Ha
octpo 66peqno yspexnane nnn Tepmusanda 6u6peuna vegocrarsunoct (TBH). Mopaau tasu
MPHHKHHA & Bb3MOKHO MOLUHH MHXHONTOPpH Ha CYP3 A4 (Hanp. keToKOHA30/1, HTPAKOHA30,
PHTOHABHUD, KIAPHTPOMULIEH) 8 TPOMEHAT HapMAKOKHHETHKATA HA CHTAITIMITHH NPH 11
TexKo ObOpeutio yepercaane win THH. Egexrure na Mownnte CYP3A4 unxuburo
O1OpeuHo yBpexiaHe HE ¢a OLCHABAHH (IPH KIHHHYHO IPOYHBAHE.

In vitro npoyuBanua 3a TPaHCTIOPTA NMOKA3BAT, UE¢ CHTATMIITHH € CYOCTPAT HA P-f



TPaHCNopTepa Ha opradvyny aHkoHU-3 (OAT3). OAT3 mMeaunpaHUAT TPAHCNIOPT HA CUTATTUITIHH C€
nuxXubupa in vitro or NpodeHeuu N, BBIPEKH Y€ PACKBT OT KNHHMYHO 3HAYHMH B3aUMOIEHCTBHR ce
cmATa 38 HUCHK. EaHoBpeMentoTo npunoxeHue Ha OAT3 uHXUOUTOPH HE € OLEHEHO in Vivo,

Huriocnopun. TipobeneHo € npoyyraHe 3a OLEHABAHE HA eheKTa HA LIMKJIOCTIOPHH, MOILEH
HHXHOHTOP Ha p-FIHKONPOTEHHA, BLPXY (apMakOKHHETHKATA HA CHTAriunTHH, EqHoBpeMentoTo
MpHACKEHHE Ha enHHYHAa nepopaiya Jo3a 100 mg cHTarIMNTHH K eIMHHYHA Nepopaliia no3a

600 mg unxnocnoput norwasa AUC ¥ Crax Ha CHTATTENTHH CHOTRETHO ¢ IPHONM3HTENHO 29 % 1
68 %. Teau mpoMeHu BbE PapMaKOKMHETHKATA HA CUTArTHATUH He Ce ¢MATAT 32 KIHHUUHO IHAYHMH.
BLOpeuHuaT KIMpBHC Ha CHTANTHOTHH HE € 3Ha4UHTENHO poMeHeH. ClIeIOBATENTHO, HE CE OUaKBAT
3HaUMMH B3aHMOAEHCTBHA ¢ APYTH HHXUOWTOPH Ha p-TIHKONPOTEHHA.

EcbekTH HA CHTAINUMNITHH BBPXY APYrH AEKAPCTBEHH NMPOAYKTH

Huzoxcun: CATarnMNTHH uma ¢1ab edexT BbpXy NAa3MeHaTa KOHUEHTpauus Ha aurokcud, Cnen
npwiaraketo Ha 0,25 mg AMrokcHH eqHoBpeMeHHO ¢b¢ 100 mg CHTAMTWIITHH THEBHO B (TPOABIKEHHE
ua 10 nuu, nnasmenata AUC Ha nurokcHH HapacTBa cpeitHo ¢ 11 %, a nnasmenaTta Cpgx CpeaHo ¢ 18
%. He ce npenoppupa KOpUrHpaHe Ha 203aTa JMrOKCHH. B ChILOTO BpeMe, MalHEHTHTE C PHCK OT
JAUTOKCHHOBA TOKCHYHOCT TpADBa Aa 6baT npociensBaHH 3a TakaBa, KOTaTO CUTATTIMITTHH K
DYFOKCHH Ce TIPUNArat eHOBPEMEHHO.

I vitro nannyTe NOKA3BAT, Ye CHTANIHITHE He NOTHUCKA M He HHAYUKpa CYP450 uzoenzumure. [lpu
KAHHHYHH NPOYHBaHHs CHTArIMIITHH He NPOMeHs 3HAYUMO (hapMaKOKHHETHKATA Ha MeT(HOPMEH,
rnubypun, CUMBACTATHH, POIHININTA30H, BapQapUH WM NIEPOPATTHA KOHTPALIENTHBY, NaBaKH in Vivo
IAHHH 34 Ma/lka BEPOATHOCT OT NPEAH3BHKBaHE Ha B3auMonelkicTeua cbe cyberparu Ha CYP3 A4,
CYP2CR, CYP2C9 u Tpancnoprepn Ha oprasiuny katuonu (OCT). Cutarnuntun Moxe na Gnae
cnad HHXHGHTOP Ha P-IIUKONPOTEHHE inf Vive.

4.6 @epruanrer, GpeMeHHOCT H KEPMEHe

bpemeHHocT
Hsima 30¢TaTh4HO AaHHM OT ynoTpebara Ha CHTArTUITIHH Npy GpemeHHH xeHu. TTpoydBasus npy

MKHBOTHH NMOKA3RAT PENPOTYKTHBHA TOKCHYHOCT TIPH BHCOKH 034 CHTArIMNTHH (BXK. To4ka 5.3).

OrpaunyuennTe AaHHK NPEATIONATAT, Ye YNoTpebaTa Ha MeThHOPMUH NpH GPEMEHHM HE € CBBP3aH ¢
NOBHILIEH PHCK OT KOHIeHHTaNHH Mandopmauwu. [poyusaHuaTa ¢ MeTHOPMHH TIPH KUBOTHH HE
NOKa3BaT BpelHy epeKTH BbB BpbiKa ¢ OpeMeHHocTTa, eMOPHOHAIHOTO K deTanHoTo pa3BUTHE,
PaAIAHETO HAM TIOCTHATATIHOTO PA3BUTHE (B, CBILO TO4KA 5.3).

Maiimetcu He TpaGBa a2 ce u3noN3Ba NO BpeMe Ha DPEMEHHOCT. AKO NAUMEHTKATA HCKA a
3a0pemMenee K aKO HaCTBhITH GpeMeHHOCT, ledeHHeTo TPAOBa 1a ce NPEKPaTh H NAlIMEHTKATA A4
NPEMHHE Ha JICUEHHE C HHCYHH BH3MOXKHO Hal-CKopo.

Kupmene
He ca nposex/any Npoy4BaHyA NPy KbpMELLM KHUBOTHH C KOMOWHUPAHWTE AKTHBHN BEHIECTRA Ha

TO3H NEKAPCTBEH NMPOAYKT. ITpu npoyuBanus NpoBexIaHH C OTAENHHTE AKTHEHH BELICCTEA H
CHTarTHITHH, H METGOPMUH C& EKCKPETHPAT B MITSKOTO Ha JiakTupaiuu wisxose. [Ipu xopa
METQOPMHH ce eKCKpeTHpa B KbpMaTa B Maky KonuuecTsa. He e H3BECTHO JaM CHTArNHNTHH Ce
eKcKpeTHpa B kbpMmaTa. Crenosartento MaitMertcu He Tpabea na ce U3NOI3Ba NPH XKEHH, KOWUTO
KBPMAT (BXK. Touka 4.3).

Deprunurer
JlanHuTe OT NpoyyYBaHys NPH KHBOTHH HE NPEATIONaraT BAHAHUE BbPXY deprinn

HKCHCKH INIBXOBE NPH TPETHPAHE ChC CHTAIHIITHH. Jluncrar naHHu fIpH XOpa.

4.7 Edexkrn BLpXy cnocefHocTTa 32 modupane u patora ¢ MalIAEA



MaiMeTcH He MOBNMABA WM NOBIHABA NpeHeGpexx Mo cnocobHOCTTa 3a wodHpare W paboTa ¢
MawiuHy. B chiwoto Bpeme npu uiodrpane 1k pabota ¢ MaliMHy, TPAGBa A ce WMa MPENBUL, Ye IPH
CHTATJIMITIYH €a JOKAANBAHH CTy4ad Ha 3aMaiiBaHe ¥ ChHIAMBOCT.

OcaeH ToRa, mauneHTHTE TPAOBA Aa C& NPENYNPEKIABAT 38 PHCKA OT XHMOTTIMKEMHS, KOTATO
MaiimMeTcH ce H3no/138a B KOMOMHALMS ChC CYIQOHKTYPERHO NPOH3BONHO HNH C MHCYIHH.

4.8 Hexeaann JexapcTBeHH peakUnu

Pezrome Ha npoduna na GezonacHoct

Hsama nposeneny TepaneBTHYHH KITHHHYHA U3MHTBAHUA ¢ KOMOMHALMATA CHTATTNMTHH/METQOPMEH,
HO OHOEKBHBAIEHTHOCTTA HA KOMOMHAIIBATA CHTAIMHNTHH/ MeTGOPMHUH € A0KA3aHA TIPH
SAHOBPEMEHHOTO IIPWIOKEHHE HAa CUTATIMNTHH M MeT(OPMUH (BXK. TOuKa 5.2).

Copobiasanu ca cCepHO3HM HEXKEIAHM PeaKlMy, BKIKOUNATENHO NAHKPeaTHT U Peakiiy Ha
CBPHXTYBCTBHTEHOCT.

CrnobiiaBaHa € XHIIOTAHKEMHA IPH KoMBUHauns cxe cyndoymrnypeiino npowseoano (13,8 %) u ¢
uecyrud (10,9 %),

Curmnazaunmun u Mmemgopyur

TabauyeH cHUChK HA HOKEIAHHTE PEAKLHE

Hexenanure peakuuu ca uzbpoeny no-pony ¢ npenopsieanute or MedDRA tepmunm cnopen
CMCTEMO-OPraHHa KIaCHpHKaLma | abcomoTaa wecrota (Tabmuua 1). Ilo vectora ce onpenensr xaro:
MHoro uectH (21/10), wectn (Z1/100 a0 <1/10), Hewectu (=1/1 000 x0 <1/100), peaxu (=>1/10 000 no
<1/1 000), Mxoro peakn (<1/10 000} v ¢ Her3zBecTHa HecToTa {OT HATHYHHTE AAHHH HE MOe A2 Gbae
HaTpaBeHa OLESHKA).

Tabmmua 1: YecToTa Ra HEXKeIAHATE PeaKUHH YCTAHOBEHH 10 BpeMe HA HNaNeG0KOHTPOIRPaRH
KJIHHHYIHH NPOYYBRHHA CHC CHTATVIANTHH H MeTHOPMHAK CAMOCTOATETHO H TPH
HOCTMAPKETHHIOBHS OMUT

Heixenana peakuns YecToTa HA HEKEJTAHATA PeaKIUs

Hapyuienss Ha KPbBTA H JEMPRATA CHCTEMA

TpoMBoLITOIEHUS PEIKH

Hapymenns na UMyHHaTa CHCTEMA

peaKLHi Ha CBPbXHYBCTBHTE/IHOCT, € HCH3BECTHA 4eCTOTA
BKAOUHTENHO aHadw1akTHynK oTrosopn ™!

Hapymwenns ua meraGonHu3Ma H XpaHeHETO

xunornakemun’ YyecTH

Hapymenns na neppHara cHcTeMa

CBHAHBOCT HEUCCTH

PecnupatopHs, rpeASH H MEeTHACTHHATHH
HApYWeHHH

HHTepCcTHIManHa Seonpobua Gonect”

CromaniHo-YpeBHH HADYIEHHA




IHapHsa HEYECTH

rajicHe vecTH
daaTyneHuus HeCTH

3anek HEYeCTH
Bonka B ropHaTa 4acT Ha Kopema HEYECTH
NOBpPhilAHE YecTH

OCTBp MaHKPEaTHT ¥ C HEM3BECTHA YECTOTA
hataneH u Hedaraney XeMoparnieH u C HEH3BECTHA YECTOTA

HEKPOTH3HpAL MaHKpeaTyT '

Hapymennn Ha KOXATA H NOJAKOKHATA ThKAH

npypuryc’ HEUeCTH

aHruoeem’™! C HEM3BECTHA YECTOTa
obpur* t ¢ HeH3BECTHA YECTOTA
ypTHKapus - C HEM3BECTHA YECTOTA
KOKEH BACKyIHT ' C HEH3RECTHA YECTOTa

exchonuaTHBHH KOXHH 3a0onaBaHud,

€ HEH3BECTHA YeCTOTa
BKAKOYHTETHO CHHAPOM Ha Stevens-Johnson®™ ¢

Gynosen nemdmroua’ C HEM3BECTHA YeCcToTa

HapymeRns Ha MycKyJIHO-CKeNeTHATA
CHCTEM2 H CLEARNMTEIHATA THRAH

aprpanrus’ C HEM3BECTHA HECTOTA
MURITHS C HEM3BECTHA 4eCTOTa
Gonka 8 KpalHHUHTE C HEM3BECTHa YeCTOTa
Gonka B repda’ C HEU3BECTHA YeCTOTA
aprponatus’ C HEW3BECTHA YeCTOTa

Hapymenus na 6u6pennre 1 nukoyHHTE

NBTHINA
HapyuieHa 660pedHa PyHKUHA ¢ HEM3BECTHA YeCTOTA
octpa GbOpetHa HeqOCTATEHHOCT ¢ HEM3BECTHA YeCTOTa

“HexenanuTe peakLty ca MAeHTHPUUMPAHH 110 BpEME Ha II0CTMAPKETHHIOBOTO HAGIONE HUE.
¥ Buzkre Touwa 4.4,
 BuxTe npoyuaanemo 3a Gezonackocm no omuoutenue na copdexnocsoosama cucmema TECOS o-1o4y.

Onucanue Ha N30paHK HEKENAHH PEAKIMK
Hskou Hexcenanu peakiiuun ca HabmoaasaHy M0-4ecTO NMpH NMpoyuBaHKs 3a KoMOUHHpaHa ynotpeba Ha
CMTarJIMNTHH H METHOPMUH ¢ IPYTH aHTHAHA0ETHHU NIEKAPCTBEHH TPOAYKTYH B CPABHEHHE C

NPOYUBaHUsA HA CHTATTMHITTHY U METhOPMHH CAMOCTOATENHO. Te BKIIOMBAT XUMIOTTMKEMMS (KaTeropusi
Ha Y4E€CTOTA ,,MHOrO HeCTH” CbC CYMPOHMNYPEITHO NPOHIBOAHO HIIH HHCYIIMH), 3anek (,uecTi’
cynposHypeliHO 1pou3BoAHO), NiepudepeH OTOK (,,HecTH” ¢ IHOTIWTAZ0H) K raBobo,
ycTaTa (,HeuUecCTH” ¢ MHCYIIUH).

Cumaznunmin
Ilpu npoy4sanns BLPXy MOHOTEpanus ¢be cHTarnunTHH 100 mg BeaHbX AHEBHO Cf
cpaBHenne ¢ mnanebo, chboOIEHHTE HEXEIaHH PeaklMK Ca riaBoboliie, XUToraHKey



3aMaiiBaHe.

Cpen Tesu NauMeHTH HeXENaHHTE CHONTHA, ChODIIABAHH HE3ABHCUMO OT NPHYHHHO-CIEACTBEHA
BPb3Ka C JIEKAPCTBEHHA NPOAYKT, € YECTOTA Hali-Manko 5 %, BKNIOYRAT HHOEKLMH Ha FOPHHTE
OUXaTenHK bTHIIA M Ha3odhapuHTHT. OCBEH TOBA, Ca CHOGIIEHH OCTE0APTPHT U Bonka B KpadHMLUmTE,
¢ uecToTa HevecTu (> 0,5 % no-skcoka cpen yMacTHULMTE, NOTYYMIAY CHTATNMITHH, OTKONKOTO TA3H
B KOHTPOJIHATA rpyna).

Mempopmun

CroMauHo-YpeBHH CHMIITTOMH €a ChOOIIABAHH MHOTO YECTO NPU KIIHHHYHK IPOYUBAHHSA W IPH
NOCTMAPKETHHIOBATa yTIOTpeba Ha MeTGopMUH. CTOMALIHO~YPEBHHTE CHMITOMM KATO rajeHe,
MoBpbiNAHE, AUapud, 6oaKka B KopeMa H 3aryba Ha aneTHT ce NOABABAT O-YECTO NPH 3a7104BaHe Ha
JICYEHUETO H B MMOBSHETO CYYay (IPSMHUHABAT CIOHTAHHO. JlONMBIHHTEIHI HEKENAHH PEAKLMH,
CBBp3aHH ¢ METHOPMKH, BKIIOUBAT METANEH BKYC (UECTH); NTAKTATHA aUMA034, HADYILEHHS HA
yepHonpobHaTa yHKLKA, XENATHT, YPTHKAPHA, ePpHTEMA H CBPOEK (MHOTO PeaKH). JIbrocpoHHOTO
TieueHHe ¢ MeThOpPMHKH Ce CBbP3Ba C HaMansABaHe Ha abcopOumnTa Ha BUTaMHH B 12, koero mHOTO
PAAKO MOE Aa AOBEAC A0 KIMHAYHO 3Ha4uKM Aeduupt Ha Butamuu Bi2 (1.€. MmeranobnacrHa
anemun). KareropumuTe no 4ectora ce OCHOBaBaT Ha HaniMuHaTa nH(opmauus B Kparkara
XapaKTEPHCTHKA HA NPOAYKTa HA MeThOPMHH, oxobpeHa B EC.

Heouampuuna nonynayus

B k1unyuHM M3NUTBAHKS ChC CHTAMHNTHH/METhOPMHUH NipH NMeJHaTpHUHH TAUHEHTH CbC 3aXapeH
Auaber tun 2 na pp3pact o7 10 g0 17 roquan npoduibT Ha HEXENAHUTE PEaKLIWM KATO LILIO €
CPaBHHM C TO3H, Hab/llonaBaH NpH Bb3pacTHY. JIpH NenHaTPMYHHA NAMEHTH, KOUTO Ca WIK HE ¢a Ha
OCHOBHO €YECHHE ¢ HHCY/THH, CHTAIJIMNTHH CE CBbP3BA C NOBULIEH PUCK OT XUIMOTTTHKEMU.

IIpoyusane 3a Gezonacuocm no omuouwerue na copoeunocsoosama cucmema TECQOS

HsnuTeaneTo, oLEHABALIO CHPACHHOCHIOBUTE PESYATATH MDY IEYEHHE CLC cuTarunTyH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), simousa 7 332 nauHeHTH, JieKyBanu
cue 100 mg cuTarnMnTiy AHEBHO (WM 50 mg JHEBHO, aKO U3XOJHHTE CTOHHOCTH Ha H3HHCIEHATa
CKOpOCT Ha rnomepynHa uirpauus (€GFR) ca > 30 u < 50 ml/min/1,73 m?), u 7 339 naupenry Ha
nnane6o B intention-to-treat (ITT) nonynanmsata. [{sere nevenns ca 106aseHn KbM o0HUaMHHTE
TPHIKH CHINACHO MeCTHHUTE cTanaapTh 3a HbA . u cepacunochnoBH puckoBu ¢axropu. Obuyara
YECTOTa HA CEPHO3ZHHUTE HeXKeTaH CHOMTHA NPH NALKHCHTH, NONYYABALIM CHTAMTAIITHH, € CXO/Ha C
Ta3H [IPH MaLHEHTHTE, NOMy4aBaly muauedo.

B intention-to-treat nonynaumMaTa cpej NalMeHTHTE, KOUTO M3fION3BAT HHCYIIHH W/WIH cyndoHWTypes
HA H3XONHO HUBO, YeCTOTATA HA TEKKA XUNorjinkemud e 2,7 % npu nauMeHTHTE, NEKYBaHH Che
CHTArnHATHH ¥ 2,5 % NpH NaUMEeHTHTe Ha IU1aue6o; cpei NauMeHTHTe, KOWTO HE H3NOA3RAT HHCYARH
WK CyAQOHHTYpes Ha HIXOIHO HUBO, YECTOTATA HA TeXKA xunoradkemus ¢ 1,0 % npu
NaUHEHTHTE, TEKYBAHH CbC CHTAaraunTHH 1 0,7 % npw naunentute Ha tnanebo. Yecrorara Ha
NOTBLPAEHH ChOHTHA, OTRABaHN HA MaHKpeaTuT, € 0,3 % npn nanHeHTHTE, JIEKYRAHH CBE
cutarnunTid ¥ 0,2 % npu nauuedTHTe Ha naauebo.

Crobuiasayie Ha OOAO3HPAHH HEXKEIAHN DEAKLYH
CrofLiaBaHeTo Ha NOAO3HPANH HEKEIAHN PeakiMy Cliell paspeinasate 3a yrnotpeba Ha IeKapcTBeHUA
IIPOYKT € BaKHO. TOBa NO3BOMABA Aa MPOIBTKK HAOMIOREHHETO HA CHOTHOLIEHHWETO MON3a/pHcK 3a
NEKAPCTREHHUA NPOAYKT. OT MENHLIMHCKHTE CNEUHANHCTH C6 H3UCKBA 13 choGLIABAT BCAKA
N0A034HpPaHa HeXKENaHa peakLys 4pes
H3nenunTenHa areHUUA 0 NeKapeTsaTa
ya. . Jdaman Fpyer” Ne 8

1303 Codus

ten.: +35 928903417

yeGcaiiT: www.bda.bg

4.9 Iipepozmpane




[Ipu KOHTpOAKpAHH KITHHHYHH HIMHTBARKHA CBC 3APABH YHAaCTHHIH CE NPHIIATaT ¢NHOKPATHH JI03H J0
800 mg curarnunTHH. MuHMManHO yabmxaraHe Ha QTc, KOETO He ce CYHT2 32 KIMHHYHO 3HAYUMO,
ce HabnoaRa NPH eIHO NPoyuBaHe ¢ Jo3a or 800 mg curarnnnmay. Hama onut ¢ no3u Han 800 mg
pH KNMHUYHH Npoyusanua. [1pu npoyusatus dasa I ¢ MHOrOKpaTHO npHiaraHe, HAMA CBBP3aHH C
A03aTa KIWHHYHH HexXeJaHH [TCKapCTBeHH peakUnH, HAOIi0JaBaHH NMPH CHTATTHITHH ¢ O34 O

600 mg axerHo 3a nepruoaw aAc [0 aue u 400 mg nHerHO 3a nepHoau 1o 28 AHM.

lonamMo npenosupane ¢ MeThOpMHH (M SAHOBPEMEHHO CHUIECTRYBAL PHCK OT TAKTATHA ALWA03])
MOXE [1a oBee 10 JIaKTaTHa auMA03a, KOATO € Crelied MeAULMHCKH cny4aii u TpabBa na ce JiekyBa B
Gonuuna. Hait-ebexTuBHUAT METON 32 OTCTPaHABaHE Ha JlaKTaTa M MeT()OPMHHA € XEMOAUaNH3aTa.

[IpH KIMHWYHY TpoyuBaHHs npHOnM3nTenHo 13,5 % ot Ko3aTa ce OTCTpaHABA MPH MPOALIKABALIA
3n0 4 waca xemoauanu3Ha cecus. [Ipu npelieHka 3a KIMHUYHA HEOOXOAHMOCT MOKE A3 CE
npeanpueMe Nno-npoab/DKUTENHA Auain3a. He € n3pecTHO Jany CHTArAHITHH ce JManu3upa npu
NEPUTOHEATHA IMANIN3a.

B cayuaii Ha npeaosupane e NoAXONALIO 2 ¢€ NpenpueMat 0OHKHOBEHHTE MONABPHKALLM MEPKH,
KaTo OTCTpaHaBaHe Ha HealbcopOupaHHs MATEPHAN OT CTOMAIUHO-YPEBHUS TPAKT, KIIMHHYHO
Habntonenue (BIHOYHTEIHO W eJIEKTPOKAPAHOTPAMA) 1 TIPH HYIKIA 3aMOUYBAHE Ha MOAIBLPKALIC
JICYCHHEC.

5. @®APMAKOJOIrHYHH CBOHMCTBA
5.1 {dapmakosHHAMHYIHE CBOHCTER

dapmakoTepaneBTH4HA rpyna: AHTHAHA0ETHH IEKapCTBa, KOMGHHAWHH OT REPOPAJIHM IeKapcTBa 3a
HamMansasaHe Ha kpheHata 3axap, ATC koa: A10BDG7

MaiimeTcn kKOMOMHHpA 1BA AHTHXMIICPTAMKEMHYHH IEKAPCTBEHH IPOAYKTA C ACMTBIBALL CC
MEXaHH3BM Ha fedcTBUE 3a MONOOPABAHE HA MIIMKEMHYHMA KOHTPO NPH NMALHEHTH ¢ auaber THn 2;
CHTarTMIITHH, JUNenTuAKI nenruaasa 4 (DPP-4) uaxuburtop w MeTHOPMHHOB XHAPOXAOPHI,
NpeACTABMTEN Ha KNaca Ha ONTBaHHIMHHTE.

Cumaznunmun

MexaHu3bLM Ha acicTene
Curarnuntus docdar € nepopasHO aKTHBEH, MOLIEH M BUCOKOCEIEKTHBEH HHXUOUTOP Ha eH3NMa
Aunentdan nenryaasa 4 (DPP-4) 3a nevernue Ha nuaber Tvn 2. Muxuburopure va DPP-4 ca knac
BEWIECTBA, KOMTO JIEHCTBAT KATO eHXaHcepH Ha HHKpeTuH. Upes unxubupane Ha enzuma DPP-4,
CHTATIMITTHH NOBHINABA HMBATA HA 1BA W3BECTHH AKTHBHH UHKPETHH XOPMOHA, IIIFOKAroH-MOA0OHHA
nentrA-1 (GLP-1) B raoko3a-3aBHCHMKA HHCYAWHOTpoNeH nonunentus (GIP). MHkperrHuTe ¢ca vact
OT enJioreHHa CHCTEMa, YYACTBAILA BB (PHINONOrHYHATA Perylalia Ha MTOKO3HATA XOMEOCTasa.
Koraro koHuEHTpaLUHHTe Ha KPLBHATA 3aXap ca HOPMAIHK Wik nosuwedd, GLP-1 u GIP 3acunsar
CHHTE3a H OCBOBONKAZBAHETO HA HHCYNH OT naHkpearnunmte Gera-ketku. Ocsen Tora, GLP-1
HAMa/TSBa CEKPELMATA Ha NIIOKAaroH OT NAHKPEaTHYHHTE anda KNETKH, BOASHKY N0 HAManeHo
MPOM3BOACTEO HA YepHoapoOHa rmoko3a. Koraro HHBaTa Ha FIIOK032 B KPHBTA CA HHCKH,
OcBOOONIABAHETO HA HHCYIHH HE CE CTUMY/THPA H CEKPELIMATA HA FTIIOKATOH HE Ce TIOTHCKA.
CHTariunTHH ¢ MOLWEH M BHCOKO CEeKTHBEH HHXHOHTOP Ha en3uma DPP-4 n ne nhxnGupa cxoauMre
no cTpykrypa ensumMn DPP-8 unu DPP-9 g Tepanesrhubn koHueHTpauuk. CHTArunTH ¢

akTvBHpaH rama peuentop(PPARY/TITIALP), anda-rmokosnaasHu HHXHOHTOPH K
AMHIIHH.




[pu ABRYAHEBHO NPOYYBAHE HA 3APABH YUACTHHIM, CHTAITHIITHH, HPUIOKEH CaMOCTOSTEIHO,
nosuiitasa akrarHaTa GLP-1 koHueHTpaLus, A0KaTO METHOPMHH [TIPHIOKEH CAMOCTOATETHO,
NoBHILAaBa akTHBHATA M 001aTa GLP-1 koHueHTpaLus B cxoaHa crened. EaHOoBpeMeHHOTO npunaraHe
Ha CHTArNHNTHH U METHOPMUH HMa anuTuseH edekT BhPXy akTuBHata GLP-1 KoHueHTpauus.
CHTarIHITHH, 3a pa3iuka oT MeT¢hOPMUH, MoBuLlaBa akTHeHATa GIP koHUeHTpaLHA.

Kiuanuua edbdkacHOCT H 6e30nacHOCT
Ka’ro LANIO, CHTArJAMNTHH noqupaBa TMHKEMHAYHWSA KOHTPOJI, KOTaTo €€ U3ANOJIZRa KaTo
CAMOCTOATENHO WM KOMOUHHMPAHO NeYeHUe NPH Bb3PACTHM NAlMeHTH ¢ Anaet Tvn 2,

INpy KIHHHYHK W3NHTBAKMA, CUTANTTUNTHH KATO MOHOTEPANHA NOAOGPARA TTMKEMHUHHA KOHTPON
upe3 3HAYMTENHO HAMANEHHE Ha XxeMOor1o6HH Al (HbAc) ¥ rnioxo3aTa Ha MMAZHO K CIIEN XpaHeHe.
Hawmanenneto Ha nnazMeHara rmoko3a Ha rnaaHo (IITT) e Habmonarsako Ha 3-Ta ceAMMiIa, MLpBaTa
BpeMeRa Touka, B koATo € uaMepeHa [1I'T. HabmopaasanaTa wectoTa Ha XMOOTTMKEMHS TIPH MMALIEHTH,
JIEKYBAHH CBhC CHTATTTHITIHYE € noAo0Ha ¢ Tasd npy Ninauebo. TenecHOTO TENO He ce € YBENHUHNO
CIPAMO H3XOQHUTE CTOHHOCTH MpH JISYEHHE Che cuTarinnTiH. HabmonasaHo e nonobpexue Ha
CYpOraTHHTE MapKepH Ha (yHKLMOHHpaHe Ha OeTa-KneTkuTe, B ToBa uncno HOMA-B (XomeocTasex
MOJEN 32 OUEHKa-B), ChOTHOIEHHETO HA NPOHHCY/IMH KbM WHCY/IMH W NIOKA3ATETHTE 38 PEaKTHBHOCT
Ha 6eTa-KneTkHTE NPH TECTA 33 TOJEPAHTHOCT NIPH HECTO JaBaHe Ha XpaHa.

IlpoyusaHus cbc CHTArIMNTHH B KoMOuHaLMa ¢ METHOPMHUH

TMpu 24-ceqmuuHO Nraueb0-KOHTPOTRPAHO KIHHMYHO NPOYYBaHEe 32 OLieHKA Ha edyuKacHOCTTA M
GesonacHocTTa pk AobaBane HA cHTariMnThH 100 mg BeIHBX AHEBHO KbM CHIIECTBYRALLO IEYeHHe
C METQOPMHH, CHTATTTHITTHH OCHTYPABE 3HAYATEIHO NoA00PeHNe Ha MHKEMWIHHTE NapaMeTpH B
cpauenue ¢ iauedo. [pomaHara cipaMo H3XOIHHTE CTOHHOCTH HA TEAECHOTO TerNo & noaobHa npy
TIALMEHTH, JIEKYBAHH ChC CUTANTANTHH cripamo mrauebo. Ilpu ToBa npoyusaHe HMa nolo0Ha yecToTa
Ha Ciy4aH Ha XHNOIJIMKeMMA NPH NAUHEHTH, JEKYBaHH C'bC CHTAIJIHIITHH WK maueﬁo.

{Tpu 24-ceamMuyHO NNauebo-KOHTPONHPAHO PAKTOPAIHO IPOYHBAHE HA HARYAIHO NeUEHHE,
CUTArnmUNTHH 50 mg 1Ba MLTH AHEBHO B KOMOUHaLHS ¢ MeTdopMiH (500 mg wan 1 000 mg asa meTH
AHERHO) C& MOCTUrA IHAYHTENHO NOAOOPEHNE Ha MTHKEMUYHHUTE APaMeTPH B CpaBHEHHE C BCAKA
MoHoTepanvd. HamaneHHeTo Ha Te/IECHOTO TerNIo NpH KOMOMHALMATA CHTALJTHIITHH M METGOPMHH €
noacbHo Ha ToBa HabmoaaraHo NP MeTHOPMKMH CAMOCTOATENHO MK LTALE60; HAMA TIPOMAHA
CNPAMO U3XOAHUTE CTOHHOCTH NPH MALMEHTH HA CUTATMITTHH CAMOCTOATENHO. HectoTaTa Ha
XMIOTIIHKEMHA € NOACOHA cpell ICKyBaHUTE TPyNH.

[poyusaHe cbC CHTATUNTHH B KOMOUHALKA ¢ MeThOpPMUH 1 cyndoHHIYpes

24-cenMuiHO MIaUEO0-KOHTPONHPAHO KIMHUYHO NPOYUYBaHe € IUIAHUPAHO 1@ OLeHK edUKacHOCTTa H
OesonacHoctTa Ha ewraraunTul (100 mg BeaHbK AHERHO) NpUGABEH KbM FIHMETTMPHIL
{camocTosTenHo UK B KoMOUHaLHA ¢ MeThopmuH). [To6aBaHeTO HA CHTATUIITHH KBM CITHMENUPHA, H
MeT(HOPMHH, OCUTYPABA IHAYUTENHO MOJ00PeHHE Ha IMHKEMHIHUTE NapaMeTpu. [laneHTuTe,
JIEKYBAHK ChLC CHTArMMITTHH MMAT cialo nosuilesde Ha TenecHoTo Terno (+1,1 kg) s cpasHenne ¢
Te3n, NOTyyaBann nnauedo.

Ilpoyusane cbe cuTaraunTH B xoMGunaupd ¢ Methopmur ¥ PPARY/IITNTATP arouuet

26-ceamuuno Nnanebo-KOHTPONHPAHO NPOYUBAHE € NPeqHa3HaYeHO A OLEeHH eUKACHOCTTA H
HesonachocTra Ha cararnunTiy (100 mg BeOHBXK IHEBHO), nobGaBek KbM KOMOHHALMA Ha
nHornuTason H Metdopmun. JloGapaHeTo HA CHTARIMNTHH KbM [THOTIMTA30H ¥ METHOPMHUH,
OCHI'YPABA 3HAUHTENIHY foao0penud Ha riukeMuuayTe napameTpy. [IpoMsiHaTa 8 TenecHOTO TErNoO OT
M3XOJHO HHBO € TOJ00Ha Ha TasH NPH MaLUUEHTH, JIEKYBaHH ChC CUTARIMITIUH, B CPABHEHME C
nnauefo. Yecrorata Ha XHNOrAHKEMHA CHLUIO € NOROGHA [IPH NALMEHTHTE, JEKYBAHW CbC
CHTArNHNTHH WAH wianedo.

[Ipoyusane Ha CHTArMHMNTAH B KOMOHHALMA ¢ METHOPMHH H HHCYAHH
24-cexqMHUHO MNaLeG0-KOHTPOIHPAHO KITHHHYHO IIPOYHBAHE € NIPEIHAZHAUEHO Aa O
epexTHBHOCTTA M De3onacHOCTTa Ha cuTatmkunTuH (100 mg senuwbik aHEBHO) AoGaBe

-
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(npu cTabuiha 5o3a 3a Haii-Manko 10 ceaMuum) cke win Ge3 MeTgopMuH (Hait-Manko 1 500 mg). [Tpu
NAUKEHTH, NPHEMALIH MPEABAPHTENHO CMECeH MHCYIMH, CpenHaTa AneBHa goza ¢ 70,9 U/asernHo.
Ilpy nauyeHTH, NPUEMALLK HECMECEH TTPeABAPHTETHO (MEHKAMHEH/ NPOTBIKUTENHOAEHCTBALI)
MHCYINH, CpeqHaTa AHeBHa 103a € 44,3 U/anerno. Nauunre ot 73 % OT naukeHTHTE, KOWTO Ca
npremany meThopMuH ca npeacraserd B Tabnuua 2. JoGaBaHETO HA CUTATTIMITHH KbM MHCYJIHH
OCHTYpaABa 3HAYHTENHO Nogo0peHHe Ha IIMKeMHUHHATE napaMeTp. HaMa 3HauMTeNHa NpOoMaHa B
TEJIECHOTO TerJI0 OT M3XOAHOTO HHBO B IBETE Ipynu.

Tabmana 2: Pesysrarn 3a HbA,, npu nnaneGo-xouTponnpaun npoyusanus ¢ KomSnanpano
Jedenne CbC CHTAT/JANTHH H MeThopMun™

Cpeaun Cpeana
CcTOlROCTH npoMsaHa Keopurapana, cnpsimo
HA H3IXOAHO | CEPAMO naanego, cpeaHa
Tpoyunane uueo HbA HIX0AHO npomana aa HbA . (%)
(%) HHBO (95 % Ch
HbA . (")
CurarnmunTun 100 mg Benubik
JHERHO, N0OaBeH KbM GoHOBa 8.0 0.7 0,7+
Tepanus ¢ : R (-0,8, -0,5)
metTdopmut’ (N=453)
CurarnsnTtid 100 mg Beansx
IHEeBHO, no0aBeH kuM GOHOB] 83 ¢ 0,9
TEPAHA ¢ NIAMENHPHA + ’ 0, (-1,1,-0,7)
metdopmun’ (N=115)
Curtarnuntud 100 mg peanbx
NHEBHO f00aBeH KbM GOHOBA ' 4
Tepanys ¢ MUOIJINTA30H + 8,8 ~1.2 0.7+(1,0,-0,5)
methopmun' (N=152)
Curarnunrud 100 mg seaHbx -0,5%+
nHeBHo, q00aBeH KbM GoHOBa 078 {-0,7, -0,4)
Tepanus ¢ HHCYIUH + MeTGopMEH! 8,7 Rl
(N=223)
Havanno nevewre (qBa NLTH
JHEBHO)! 1.6
cutarndnmit 50 mg + Merdopmun 8.8 -1,4° ;
(-1,8, -1,3)

500 mg
(N=183)
HavanHo nederue (aBa nbTH
OHEBHO): 9 1t
cutarnenTuu 50 mg + MeThopMHH 8.8 -1,9° (_2' - 8)
1 000 mg e
(N=178})

* [lonynaussTa oT BCHUKK IEKYBARH MALIHEHTH (intention-to-treat aHanu3).
* Hadt-mankuTe CpeAHH KBAAPATH C2 KOPHTHPaHH CIIPAMO CTATYCA NPH TPEXOSHOTO AHTHXUTIEPTIMKEMUTHO
JeHeHHe ¥ CTORHOCTTa Ha H3XOIHO HHBO.

+ p< 0.001 8 cpasnenve ¢ nnanebo wan naanebo + komGuKUpano neueHue,

ITHbA ; (%) ua 24-Ta cenMuua

“HbA,; (%) Ha 26-Ta cenmnua

§ Haii-MankuTe cpeauH KBAIpATH ca KOPUTMPAHH 3a yNoTpebaTa Ha MHCYIMH npn Bu3ATa | (11
CMECEH Cpellly HeCMECEH NPEABAPUTENHO [MeXIWHEH UK NPOTLIDKVTENHOASHCTBALI]) 1 1

Mpu 52-cenMu4HO nNpoyysaHe, cpaBHABaLIO eHKACHOCTTA U He30NacHOCTTa NipU
cHtarninTuH 100 mg BeaHBK QHEBHO WK MIHNM3WI (CYGhOHUNYpeiiHO npouss



¢ Hel00BbP rMKeMHYEH KOHTPO NPH MOHOTESPANig ¢ MeTGOPMHH, CHTATTIMITHH € NoKo0eH Ha
IIMAH3KA Npu noHwkasaHeTo Ha HbA(: (-0,7 % cpenna npomaHa cApaMo U3XOAHUTE CTOHHOCTH Npe3
ceamuua 52, cpe cpegHa croiHocT Ha HbA ¢ ot npubansurenno 7,5 % B apere rpynu). CpesHara no3a
FIMNH3KA H3TI013BaHa B FpynaTa 3a cpaBHenue e 10 mg auesHo kato npubnusurento 40 % ot
NaUUEeHTHTE Ce HYKAaAT OT 203a IMUAH3KA < 5 mg/nHesHo No BpeMe Ha npoyusadeTo. Obaye, noseve
NaUYeHTH OT rpyfaTa Ha CHTAIMIITHH Ca PeKbCHANH NOPany JIMNCa HA e(PUKACHOCT, OTKOAKOTO B
rpynara sa raunuski,. IauneHTure 1eKyBaHy CbC CHTATHIITHH NIOKa3BaT 3HAYHTENIHO CPENHO
TIOHHKEHHE CMPAMO W3XOAHHMTE CTOHHOCTH Ha TeASCHOTO Terio (-1,5 kg) B cpaBHeHHE Che
3HAYHTENHO MOKaYBAHE HA TErNIOTO NPH MAlYeHTH nonydyasanH raumuiag (+1,1 kg). B Tosa
MPoyuBaHe, OTHOLIEHHETO NPOKHCYIHH KbM MHCYJIHH, MBPKEP 32 eEeKTHBHOCTTA HA HHCYTHHOBHA
CHHTE3 ¥ 0cBODOXKIaBaHe, ce NoNoOPARa ChC CUTATIHIITHH H CE BIOWIABA MPH JICYEHHE C MITHIMU3H,
YectoTaTa Ha XMNOTTHKEMHKS B rpynaTa Ha cutarnunTthH (4,9 %) € 3HaYMTENHO [0-HHCKA OT Ta3H B
rpynata Ha rnunnsun (32,0 %).

24-ceaMu4HO Nnalebo-KOHTPOIHPAHO KIMHUYHO Mpoy4BaHe, BKNOYBallo 660 nauueHT! e
npeIHa3HauYeHO 14 OUEHH eUKACHOCTTAa BOAEIA 4O HAMAISIBAHE HA MHCYIHHOBUTE A03H K
fe3onacHoCTTa HA cHTarTMTHH (100 mg BeausK aHeBHO), KoraTo € npubaBeH KbM UHCYJINH
ri1apxHH cbe Wiy ez metdopmut (noxe 1 500 mg) mo Bpeme Ha HHTEH3HPUUHPAHETO Ha
MHCynMHOBaTa Tepanya. [Ipn nauuenty, mpuematy MeThopMul, H3xoAHAaTa cToiHoCcT Ha HbA e
8,70 % w nayanuara no3a uncynuH € 37 [U/aueBHo. [TaumenTnTe ca HHCTPYKTHPaHYU A4 TUTPUpaT
TAXHATA [103a HHCYIHH TMAPKHH Bb3 OCHOBA HA CTOHOCTUTE Ha KPLBHATA 3aXap Ha riaJHo,
M3MEPEHH upe3 KPBBEH TecT ¢ yooxaaHe Ha npbeta. [lpu nauMenTure, mpUeMauid MeThopMuH, Ha 24-
TA CeIMMLA, YBeIUUYABAHETO HA JHERHATA N03a MHCYAMH e 19 [U/aHeBHO Npy nauyeHTy, NeKyBaHHn
CbC CHTarnunThH ¥ 24 1U/nHeBHO nNpH nauneHTH Ha rnauebo. [TonmwkasaneTo Ha HbA . npu
NaUMEHTH, JICKYBAHH CbC CHTArMNTHH, MeTHOPMHUH U HHCYHH ¢ -1,35 % B cpaeHenne ¢ -0,90 % npu
MALHEHTH, AeKYBAHH ¢ miauebo, MeT(hopMUH H MHCYMH, paznuka ot -0,45 % [95 % CI: -0,62; -0,29].
YecroTara Ha XHIOTIMKeMua € 24,9 % 11pn naumveHTH, N€KyBaHU CHC CHTATIHNTHH, METOOPMUH U
MHCYNHH K 37,8 % npH MAUHEHTH, JeKyBaHH ¢ nhauebo, MeTopMHUH M HHCY.IMH. PasnukaTa ce Jb/uKu
OCHOBHO Ha NO-BHCOKKA NMPOUEHT MALHEHTH B rpyilaTa Ha nnauebo, v3nHTand 3 win nopede ennzoja
Ha xunoriuxemus (9,1 cnpamo 19,8 %). Hama pazndka B 4ecToTaTa Ha TEKKE XHIOETHKEMHA.

Memdgopmun

MexanusbM Ha meiicTBHE

MeTtdopMun ¢ GUrBaHWIKH ¢ AHTHXHKNEPr/IMKeMHUeH eeKT, NOHWKABALL KAKTO (a3anHaTa, Taka H
IIa3MEHATA IMIoKo3a ¢iea xpaneHe, Tol He CTHMYNUpa HHCYIIHHORATA CEKPELHA H ClIeJORATETHO HE
NpeAHIBHKA XHIOIMMKeMHUS.

MetdopmuH Moxe [a JeficTBa N0 TPH MEXaHH3MA!

- upes HaMaNABaHe NPOAYKLMATE HA HepHOApoOHa IVIIoKo3a upe? nHXubupaHe Ha
IMIOKOHEeOTeHe3aTa i IMKOTeHOIH3aTa

- B MYCKYJINTE, Upe3 YMEPEHO TIOBHLIABAHE HA HHCYJIHHOBATA 4YBCTBHTENHOCT, [10A00pABaliky
nepHEepHOTO NOeMaHe U YCBOSIBAHE Ha ITIOK03a

- ypes 3adargHe Ha abcopOuMATA Ha MIIOKO32 B TBHKHTE YepBa.

MerhopMHH CTHMYHPA BLTPEKNCTEHHHA CHHTE3 HA IIHKOTEH 4pe3 Bb3ACHCTRHE BbPXY MTMKOTEH
cHHTETa3aTa. MeThOpMHH TIOBHILABA TPAHCTIOPTHHA KANAUMTET HA CnelHUKH TUNOBE MeMOpaHHK
TpaHcnopTepu Ha rmokozara (GLUT-1 w GLUT4).

Knunnuna edukacHocT 4 Ge3onacHocT
[Tpu xopara, He2aBHCUMO OT JSHCTBHETO CH BHPXY [MIHKEMHATA, MeTHOPMHH HMA DJIaronpHaTHH
edexTH BHPXyY AunuaHus MeTabonu3LM. TOBA ce AOKA3RA NMPH TEPANeBTHYHH KOHUEHTPALHY B

ITpocnekTusHoTo pannoMuszupano (UKPDS) npoyusade € yCcTaHOBHIO AbATOCPOUHA
MHTEH3MBHNA KOHTPOZ Ha KPbBHATA 3aXap npu JHabet TMn 2. AHAAM3BT Ha pesy.Tar



NALHEHTHTE ¢ HAAHOPMEHO TErNO, JIEKYBaHH ¢ METHOPMHUH ClIEA HEYCHEX C AHETA CAMOCTOSTETHO

NOKAa3BaT:

- 3HAYUTE/THO HaMaiCHHE Ha abCOMOTHHA PHCK HA CRBP3aHUTE ¢ AyabeTa yCnoKHEHHS B rpynaTa
Ha meTpopmuH (29,8 crouTa/l 000 nauMeHTOroNMHHK) COPAMO IUeTa camocToaTenHo (43,3
cubuTua/l 000 naypenroroannn), p=0,0023 u cnpAMo rpynuTe Ha KOMOUHALNS CbC
cyndoHHypeR H MOHOTEpanna ¢ HucynH (40,1 cuburna/l 000 naumenToroguus), p=0,0034

- 3HAYHTENTHO HAMaNeHue Ha abCOMIOTHHA PHCK OT CBBP3aHaTa ¢ JHabeT cMBPTHOCT: METQOPMHUH
7.5 cubuTua/l 000 naunenToronMHH, nHeTa camoctoatende 12,7 cebrrua/l 000
nauuenToroantn, p=0,017

- 3HAYMTEIIHO HaMaJIeHHe Ha abCoMmOTHYS pHCK OT obLllaTa CMBLPTHOCT: MeTgopMuH 13,5
cpButia/1 000 naumexToroAMHy cnpamMo aveta camoctostenHo 20,6 cuGutna/1 000
nauyenToroAuny, (p=0,011) u cnpsimo rpynure komOuHUpaHa cyn1GoOHUNYPES H MOHOTEPAITHI ¢
uHcynuH 18,9 cxbutua’/l 000 nauuenroroauns (p=0,021)

- JHAYUTENIHO HAMANICHHE HA A0COMIOTHHA PHCK OT MHOKapAeH UHDAPKT: MeTdhopMuH 11
¢rouTHA/1 000 nauneHTOrONMHH, 1HeTa caMoctoaTe o 18 cuburtun/1 000 naunenroronyny,
(p=0,01).

TECOS e paHaoMu3anpano npoy4sade npu 14 67) natuedty 8 intention-to-treat nomyaauusra ¢
HbA .= 6,5 a0 8,0 %, ¢ ycTaHOBEHO ChPAEHHOCHA0BO 3a00naBane, KOMTO NOJYMABAT CHTArnunTuH (7
332) 100 mg auesHo (dnr 50 mg AHEBHO, ako wixoaunte croiiHoeTy Ha eGFR ca> 30 m < 50
m/min/1,73 m?) uau nnauebo (7 339), nobasenn kbM obH"aliHITE rPIDKM CHITACHO MECTHHTE
cranaaptv 3a HbA . u chpreuHochaoBm puckosu dakropu. Hauuentn ¢ eGFR < 30 mi/min/1,73 m?
HEe ¢a BKIIOYEHH B npoy4BaHeTo, Hacneneanara nomynauya ekmousa 2 004 naliHeHTH Ha BB3pacrt >
75 roausu ¥ 3 324 naurentH ¢ 6u6peuro yepexaane (eGFR < 60 mi/min/1,73 m?).

Tlo Bpeme Ha npoyusaneTo, o0mara u3uucneHa cpenna paznuka (SD) 8 croiiHocTHTe Ha HbA 1 Mexay
rpynure Ha CHTArMATHH H nrateto e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[TspBruHaTa KpaHHA TOYKA (10 OTHOMICHHE HA CHPASHHOCHAOBATA CHCTEMA € CBCTABHA OT NLPBATA
MoABA HA CHPACYHOCHAOBA CMBPT, HedaTalleH MHOKAPAEH HHAPKT, HeaTaneH HHCYIIT KN
XOCTIMTANH3ALHA MOPaIy HecTabIHa cTeHoKapaus. BTOpHUHKTe KpaiHH TOUKH O OTHOWEHHE Ha
CBPAEYHOCHAOBATA CHCTEMA BKIIOYBAT ITHPRATA MOSBA HAa ChPACYHOCHA0BA CMEPT, HedaTared
MHOKapZieH HHPAPKT WK HeaTaNeH HHCYIT, MbPBATa MOABA HA MHIMBHAYATHUTE KOMITOHEHTH HA
ITEPBHYHATA CHCTABHA, 0011a CMBPTHOCT K XOCTTHTAIH3aLMH NOPALH 3aCTOlHA ChpaeYHa
HENOCTATEHHOCT. o

Cnen npocneassase ¢ MEAWAHA Ha MPOLABIIKHTENHOCT OT 3 FOANHH, CHTATIHIITHH HE NOBHILABA PHCKA
OT FONIEMH HEXENAHH CHPACYHOCHAOBH CHOUTHA HITH PHCKA OT XOCHTANM3AUHA NOPaAM ChPAEYHA
HeIOCTATEYHOCT, KOTaTo ¢e N00aBd KbM oDMUalHUTE rpHkKu Npu HauHeHTH ¢ auaber Tun 2 B
cpaesHeHue ¢ obuvaiinvre rpwxkuy Dez curarnuntus (Tabnuna 3).

Tabauna 3: YectoTn Ha KOMOHHUPAHN CLPACYHOCHAORH PE3YATATH U HA KJIWY0BH BTOPHYHM
peIyIATATH

CurarnnnTan Maaneto
100 mg il
Koepunuenr
Yecrora YecroTa Ra preka p-
N (0/) na 100 N (o/) ua 100 (95% CI) crofiHoctt
! | maunenro- *) | nanuenro-
roanan* roaaumn *

Aunanmni B Intention-to-Treat nonyranusara

Bpoii nanuenta 7 332 7339




ITnpBnyRa cbCTABHA
Kpaiina Touxa
(CbpaeunochAOBa CMBPT,
nedaraneH MuOKap/eH 830 851
uH(apkT, HegaTareH 11.4) 4,1 (116) 4,2 0,98 (0,89 <0,001
HHCYJIT WIH ’ ’ 1,08)
XOCTIMTATH3ALIAA, [TIOpaly
HecTtabunHa
CTEHOKAPJHA)
Bropuuna cheTABHA
Kkpaitna Toyka
(CepaeunocsaoBa cMbpT, | 745 746 0,99 (0,89
nedpararek mroxapaen | (10,2) 36 1a02) 361110 <0,001
uHdapxT Wik HedaTaneH
WHCYJIT)
Bropuuen pezyarar

: 380 366 1,03 (0,89-
CLpaeyHOCHA0BA CMBPT (5.2) 1,7 (5.0) 1,7 1,19 0,711
BeArakbE BHI
MHOKApIeH UHGApKT (10? ) 1,4 ('11:?) 1,5 ?’??)(0’8 = 0,487
(thaTaneH u HedaTaneH) ’ ’ ’
BeAkaksB BUA HHCYAT 178 183 0,97 (6,79-
(dhaTtaneH u HehaTanen) 2.4 0.8 2.9 0,9 1,19) 0,760
Xocnvranuzauma nopagu| 116 0.5 129 0.6 0,90 (0,70~ 0.419
HecTabunua crevokapamns | (1,6) ’ (1.8) i 1,16) ’
CMBPT Mopaan BeAKAKBa 547 537 1,61 (0,90—
— 7.5) 2.5 (7.3) 25 | gy 0,875
XocnuTanyzauys, nopain _
chpaeyYHa 228 1,1 229 1,1 1,00 (0,83 0,983
HEZOCTATLYHOCT

* YectoTara Ha 100 naUMeHTOroAHHH & H3vHcHeHa kato 100 x (obmus Gpol natwenTy ¢ > 1 cubuTye N0 BpeMe
Ha JOMyCTUMAA NEPHON Ha EKCIO3HUNA cnpAMo oduia Hpoil naUMeHTOrOMHY Ha npocaeNIBaHe).

t Bw3 ocnoBa Ra Mosen Ha CoX, cTpaTH@HLEpaH N0 perHoH. 32 CheTagHHTE Kpalink TOYKH, p-CcTOHHOCTHTE
CLOTBETCTBAT Ha TECT 33 HEMHPEPUOPHOCT, TBPCELL Ba MTOKAKE, 4¢ KOSQHUHSHTLT H2 PHCKA € No-Mavsk o1 1,3,
3a BCHUKM APYTH KPaiHH TOUKH P-CTORHOCTHTE ChOTBETCTBAT Ha TECT 38 PARTHKHTE B KOSQHUMEHT HA PUCKA.
$AHANUIBLT Ha XOCTINTAM3AINATA NOPAH ChPASUHA HEIOCTATHUHOCT € KOPHIUPAH 328 aHAMHE3A 32 CbPAEHA
HEA0CTATLUHOCT Ha UIXOIHO HUBO.

{lenuarpyuna nonynauus
Eaponeiickarta arenuya no nekapcTeata ocBoDOKAaBA OT 3ab/BKEHHETO 32 MPEIOCTABAHE HA
Pe3yNITaTHTE OT [IPOYUBAHHATA ¢ peiepEeHTHHS NEKAPCTBEH NPOAYKT, ChABPKALL CHTAHNTHH U
MeThOPMUH BbB BCHUKH MOAFPYIH HA MequaTpHyHaTa HOmyaums cbe 3axapeH auaber tun 2 (Bk.
Touka 4.2 3a WH$OpMaLUA OTHOCHO yTioTpeba B neaHaTpusaTa).

bezonacHocTTa v eHkacHOCTTa NPH 100aBAke HA CHTATTHIITYH NPH NeAWaTPHYHH 11
sB3pact or 10 ao 17 ronysy ¢ nuaber THN 2 U HEAAEKBATEH IMUKEMU4EH KOHTPON H
#id Ge3 HHCYTHH, Ca OLEHEHH B ABE NPOYYBAHKA 33 nepHon oT 54 cenmuiy. lobas
CHTATNUMNTHH (TPHACKEH KATO CHTATMHNTHH+MeTGOPMHH HIH CUTATNUNITHHMeT(h
yabKeHo oceobokaarane (XR)) e cpaereno ¢ fodaaHero Ha raauebo kem MeTho



merdopmun XR.

Makap 1 aa ce AeMOHCTpHpA IPERBIXOACTBO N0 OTHOLIEHHE NoHwKagaHeTo Ha HbAlc 1a
cuTarnunTHHMeTdopmur/cutTarnunthua+merdopmud XR nan merdopmun Ha ceamuua 20 npu
cOOpHMS aHAIK3 OT TE3W ABE POYHBAHHS, PE3YJATATHTE OT OTAS/IHHTE NPOYYBAHMSA £a HECHBMECTHMH.
Ocsed ToBa, He ce Habmonaga No-BUcoOKa ePUKACHOCT HA CHTATMHITHHMETHOPMHH/
cuTarnuiTaH-+mergopmun XR B cpaprenye ¢ meTdopmud Ha ceamuua 54. CnegoparenHo,
CHTArIUNTHH/MeTHOPMHH He TpaGBa Aa Ce H3MON3BA MPH NEAVATPHYHA TALMEHTH HA B3pacT oT 10
Ao 17 roayuu nopany HeAOCTaTbYHA epukacHoCT {BK. Touka 4.2 3a uHGOpMaUHI OTHOCHO ynoTpeba
B IEAMATPUATA).

5.2 @apmakoKHMeTHYHH CBOICTEA

Cutarauntra/MeThopMuH

[TpoyuBanusaTa 32 6HOSKBHBANEGHTHOCT NMPH 3APaBH YYACTHHIIA NIOKABAT, Ye

CHTArTUNTUH/ METGOPMHHOB XHAPOXIOPHA KoMOuHHpany Tabnetky ca GUOEKBHBANEHTHH Ha
€ZHOBPEMEHHOTO NMPHJIOKEHHE HAa CUTATTMITHR GocdaT 1 MeTHOPMHHOB XHAPOXIOPUA KATO OTAENHH
TabseTKH.

CneanuTe JaHHW NOKaz3BaT (ApMaKOKHMHETHYHUTE CBOHCTBA Ha OTACAHHTE aKTUBHH BEHICCTBA HA
MaiiMeTtcu.

Cumazaunmun

A6copbups

Cnen nepopaiHo npyuaokeHde Ha 203a 100 mg Ha 31paBH y4acTHHLY, CUTArTHIITHH GBp30 ce
abcopbupa, ¢ JOCTHraHe HA MUKOBH IL1A3MEHH KOHLEHTpauvK (Meanaua Tmax) 1 00 4 uaca cnen
ApHAGKEHHETO, cpeata nnasmeda AUC wa curarnuntuy 8,52 pMehr, Crax 950 nM. AGcomoTnara
GHOHAMHHHOCT Ha CHTArMMITHH € NpubGmuanTento 87 %. THH KaTo MpUeMaHeTo Ha CHTAMTMNTHH
€HOBpPEeMEHHO ¢ forara Ha Ma3HUHH XpaHa He NOBJHABA (PapMAKOKMHETUKATA, CUTALTMITHH MOKE 1a
Ce npunara ¢ wid 6e3 xpasa.

IMnasmenara AUC Ha cHTarHuITHH ce TIOBHIIABA [0 £03a MPOFOPLUHOHANEH HAUHH.
J03anponopUHOHATHOCT He € YCTaHOBeHa 38 Crax M Caauaca (Crax C€ NOBHILLARE MOBEYE OT
A,03anponOPUMOHANHO, 8 Caysaca C€ YBEINHUABA MO-MANKO OT 103a-NPONOPUHOHAITHO).

PaznpeaeneHue

Cpenuuat obeM Ha pasnpeaeiieHHe B CTALMOHAPHO CHCTOAHKE Clie]] eIHOKPATHA HHTPaBEHO3HO
npwiokeHa Ao3a ot 100 mg curarnUNTHH Ha 3APaBM YHACTHHIM e npubausutento 198 nutpa.
DpakumsTa CHTArNMNTHH 00pATHMO CBBLP3aHA ¢ M1a3MeHUTe NpoTeuHu € Hucka (38 %).

buotpancdopmaiimg

CHTarmHnTHH CE eTHMUHHDPA OCHOBHO HETIPOMEHEH C YPUHATA, 4 MeTab0nH3MbT € BTOPOCTENEHEH
neT. [pudausurento 79 % OT CHTArMUNTHH ¢€ EKCKPETHPA HEMPOMEHEH B YPMHATA,

Cnea nepopanna ao3a [“Cleutaraunmvu, npubausureiso 16 % Ot pagnoakTHBHOCTTA Ce SKCKPETHPa
KaTo MeTaboNHTH Ha cHTarnunTUH. Ha HHBO cilenu ca ycTaAHOBEHH LIECT METaboaHTa, KOHTO HE C¢
OYaKRa Ja JOTPHHACAT 3a MuiazmMeHata DPP-4 uMXMOHTOPHRA AKTUBHOCT HA CHTArMKITUH. In vitro
NPOYYBAHHATA NOKA3BAT, Y€ OCHOBHUAT EH3HM, OTFOBOPEH 32 OrpaHHUEeHHN METAGOMHIBM HA
curarnunTud e CYP3A4, ¢ ywactueto u Ha CYP2CS.

In vitro naHANTE MOKA3BAT, e CUTATRUNTHH HE e UHXuOHUTop Ha CYP uioewznmure CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 unn 2B6, 1 ve e nunykrop Ha CYP3A4 1 CYP1A2.

Enumnuupane
Crien punoxeHne Ha nepopaina no3a ['*CleHTarnunTy Ha 3Apasy YHaCTHULM, D

%6 OT NPUAOKEHATA PAAROAKTHBHOCT C& eavMHHupa ¢ bexanunTe (13 %) unu ypun
CeaMuULa Cle IPHICKEHHETO Ha Jo3aTa. [IpuBuAHHAT kpaeH tz2 cnen 100 mg nep
CUTArTMNITHH € npubanzuTento 12,4 waca. CutarivnTiH Ce HAaTPYNBA CaMO MHHH



MHOTOKpPaTHO Npwiarane. bropeunuat winpshe e npuGnusurenno 350 ml/min.

EnMMHHHpaHETO HA CUTATIHATHH CTABA OCHOBHO Ype3 GhOpeyHa eKcKkpeuns ¥ BKHOYBA AKTHBHA
TyOynHa cekpenns. CHTArJHOTHH € CyDeTpaT Ha YOBELKYM OPraHuYeH aHHOHEH TPaHCnopTep -3
(ROAT-3), xoitro moxe Ou yuacTsa B GBOpeuHOTO enlMMUHMpPatie HA cuTarnunTul. Kannmikoro
3Havenue Ha hOAT-3 B TpascniopTa Ha CHTArTHNTHH He € YCTaHoBeHO. CHTArUNTHH e cybeTpar v Ha
P-FTIMKOTIPOTEHH, KOHTO MOXEe OM yYacTBa W B MEAMMpPAHETO Ha OBOPEUHOTO eTUMHHKpaHE Ha
CHTArNUNTHH. B ¢HMOTO BpeMe LMKIIOCTIOPHH, €HH P-IIHMKONIPOTEHH HHXHOHTOP, HE HaMansBa
OwnOpeunna KTUpbHE HA cHTarnHTHY, Crraraunrus He ¢ cyGerpar ga OCT2 wnu QAT unu
PEPT1/2 Tpancnoprepure. In vifro cutarnuntus ve notucka OAT3 (IC50=160 pM) uau p-
rnvkonpoTerHa (1o 250 pM) MeauUpaHKA TPAHCIIOPT B TEPANEBTHYHO PENEBAHTHH TUTA3MEHH
KOHUeHTpaLikK. IIpy kKTMHHYHO NPOYUBaHE CHTAINMITHH HMa MANTBK €DEeKT BHPXY I1A3MEHUTE
KOHLUEHTPALMH Ha IHrOKCUH, KOETO MOKa3Ba, He CHTAMTUITTHH MOXKE A2 € ¢1a0 uHxubuTop Ha p-
FJIHKOTIDOTEHH.,

XapakTepHCTHKA NPH GAUHEHTHTE
®apmMakoKMHETHKATa HA CHTATIMITTHH € KaTO LSO CXOJHA [PH 3APaBH YYACTHHUM H TALHEHTH C
auaber tun 2.

brlpeutio yspexpaane
I[lpoBeaeHo € 0TBOPEHO NPOYYBAaHE TIPH SAHOKPATHO NPHIIOKEHHE 32 OLEHKA Ha (apMaKOKHHETHKATA

Ha HaMaJIeHa 103a cuTarnuiTi (50 mg) npy naiyMenTH ¢ pa3nuyda CTENneH Ha XpOHHUHO 61LOpeuHo
YBPEKAAHE B CPABHEHUE CHC 31paBU KOHTpOAU. [lpoyuBaHeTo BKiiOUBa MAUHEHTH ¢ 6rOpeuHo
YBpEXKJaHe B eka, YMEPEHA WIH TeXKa ¢TeneH, Kakto H naunedTd ¢ TBH Ha xemonuanusa. Oceen
ToBa, edexTrTe Ha HROpEUHO yBpeaaHe BLPXy HapMaKOKHHETHKATA HA CHTATTHITHH MPH NALMEHTH
¢ auaber Tdn 2 H 6B0peuHO YBpeXKIaHe B leKa, YMEpeHa HITH TexKa cTeneH {sxmountento TBH), ca
OLIEHEHH YPe3 MOy 1alMOHHH (apMaKOKUHETHYHH aHANIH3H.

B cpaBuenne ¢be 3[paBu KOHTPO/TH, fl1asMeraTa AUC Ha CHTarAunTHH ce NOBHMIABA NPUOITHIUTENHO
1,2 ntd npu nauvenTy ¢ &pOpeuno yepesknaHe s neka crenen (GFR > 60 no < 90 mi/min) u
cBoTBETHO 1,6 THTH NpH NauMenTH ¢ 6B0peuno yepexkaane B ymepena crenek (GFR > 45 no < 60
ml/min}). Tbi KATO PA3MEPHT Ha MOBHIUEHHETO HE € KIHHHYHO 3HAUMM, He C€ HANAra KOPHrHpaHe Ha
[03aTa NPH Te3H NALMEHTH.

IThasmenara AUC ua curaraunTiH ce noBriuapa npuOAM3HTEIHO 2 TLTH NPH natMenTH ¢ Ou6peuHo
yBpexaaHe B ymepesa crenen (GER > 30 go <45 mi/min) u npubnusurento 4 wuTh NpH NALMEHTH ¢
610peyno yBpexaane B Texka crenen (GFR < 30 mU/min), sxmouurento nauyentd ¢ TEH Ha
xeMoHanu3a. CHTArIUNTHH ce OTCTPaHaBa yMepeHo npH xemoauanusa (13,5 % 3a 3- no 4-yacosa
XEMOQHATIM3HA Cecus 3anouBaiila 4 4aca cne/ NpHACKEHHETO).

YepHo HO VB ane

He e HeoGxonuMa KOpeKLIMA Ha J03aTa CHTAMTUNTHH PH NALHEHTH C JIEKO UK YMEPEHO
uepHoapodHo yepexkdaHe (ckop no Child-Pugh < 9). Hama KIuHHYEH OMMT HpH MALUEHTH C TEXKO
uepHoapobHo yspexiane (cxop no Child-Pugh > 9). B chuioto Bpeme, Thit KaTo CHTArIANTHH ce
ENMMMHHKPA OCHOBHO 4pe3 Ob0peunTe, He ce O4aKBa TEXKOTO YePHOAPOOHO YBpEXaaHe 4a Nopiuae
BbLPXY (apMAKOKHHETHKATA HA CUTAriHNTHH,

TMaiMEHTH B CTAPYECKa Bb3PacT
He ce nanara kopekusd Ha 103aTa B 3aBUCHMOCT OT Be3pdcTra. Bb3 0cHOBA Ha monynaLHoOHEH

(hapMakOKHHeTHUEH aHAIW3 HA AaHHM OT Daza | u ®asa II, Bu3pacTTa He Oka3Ba KIMHHUHO 3HAYUM
ecekT BHPXY (PapMaKOKHHETHKATA HA CHTATVIMIITYHH. YUYaCTHHLNTE B CTAPYECKa BbIpacT
FOJIHHM) UMAT NPHOAH3UTENHO 19 % MO-BHCOKH MIA3MEHH KOHUCHTPALMH HA CHTarn
CPasHEHHE © MO-MNIAAH YUACTHHLM.

[lenvarpuyuna nonynaiws
®apMaKOKMHETUKATA HAa CHTArMITHH (enuHMuHa nosa 50 mg, 100 mg wira 200 mg



NPy NIEHATPHUHN aUNeHTd (Ha Bh3pact ot 10 xo 17 rogunu) ¢ quabert tun 2. pu Ta3u nonynauus,
AUC Ha cyTarJunTHH B NNa3MaTa, KOPUTHPaHa CIIPAMO J103aTa, € NpubnwzurenHo 18 % mo-Hucka
OTKOJIKOTO fIPH BH3PACTHH MMatueHTH ¢ auaber v 2 npu no3a 100 mg. He ca npoBexxaauu
NPOYYBAHUA ChC CUTATJIUITHH NPH NeIUaTPHYHY NaleHTH Ha Bb3pacT < 10 roguun.

Apyri xapakTepHCTHKH HA NAUHEHTHTE

He ce nanara kopexuua Ha A03aTa B 3aBHCHMOCT OT TI0JT, paca HIIH HHAEKC Ha TesiecHa maca (BMI),
Tean xapakrepucTHKH HAMAT KIHHUYHO 3HAUMM edexT PbpXy DapMakoKHHETHKATA HA CHTArTTHITTHH
cropel KoMGHHHpaHHE aHanH3 Ha HapMakOKHHeTHUHUTE JauHy oT ®asa | 1 nonyaaumonen
dhapMaKkoKUHeTH4eH aHain3 Ha JaHuu ot @aza I u @aza ll.

Memdpoprtun

ABcopbuus

Cnen nepopanna ao3a MeTgopmuH, TraxCe a0cTHra 00 2,5 Yaca. AGconoTHaTa GHOHATHYHOCT Ha
tabnerka meropmun 500 mg e npubnuzurento 50-60 % npu 3apaBn yuacTHuIE. Chien nepopanta
nosa, HeabcopOupanrara dpakiwd, oTKpuTa BLE exannnte ¢ 20-30 %,

Cnean nepopanes npuem, abcopObuuara Ha MeThOPMHH € HACHILAA Ce H HeMbAHA. CMATA Ce, Ye
(apMakokiHeTHKATa Ha abcopOumnara va MeTopmhy e Hennuelina. Ilpy obuyaiing 1031 MeTdhOpMKHH
¥ JO30BH CXEMH, [UIA3MEHNTE KOHUEHTPALHH NPH CTAHOHAPHO CHCTORHHE C€ AOCTHIAT B PAMKHTE Ha
24-48 vaca » kaTo a0 ca no-Manko ot 1 pg/ml. [lpu KOHTPOAAPAHH KTHHHYHN H3TIUTBAHHKA,
MAKCHMATHHTE MJ1a3sMeHH HiuBa Ha MeTPOpMuH (Crax) He npeBuIaBaT 5 ug/ml, 10pH npu
MAKCHMAJIHH A03H.

Xpasara HamangBa creneHTa H caado 3abapa abecopbuuarta Ha meThopmun. Clien NPUNOKEHUE HA
no3a ot 850 mg, ce nabmonaea 40 % no-HKCKa MHKOBA WI1a3MEHA KOHIICHTpauuy, 25 % HaMaleHue Ha
AUC y yabmkaraHe ¢ 35 min Ha BpeMeTo JI0 A0CTHraHe Ha NMKOBA MJIA3MeHa KOHUEHTPALHA.
KRHHRUYHATA 3HAYHMOCT HE € H3BeCTHA.

Pasnpenenestie
Cebp3BaneTo ¢ NnasMeHyTe NPOTEHH! € HesHauuTtenHo. MerdopMuH Ce pasnpeaens B €pUTPOLMTHTE.

Kp'bBHHﬂT NHK € MO-HHCBK OT {J1a3MCHHA MHK H C€ I0ABABA HPHBJ'IHSHTEHHO NO CBILOTO BPEME,
YeppeHuTe KPbBHH KIETKH Hali-BEPOATHO NPEICTARIABAT BTOPHYEH KOMIIAPTHUMEHT Ha
pasnpeaenenue. Cpennuar Vd sapHpa mexay 63 — 276 1.

Buotpanchopmauns

MeTdopMHH ce eKckpeTHpa HENpPOMeHeH B ypuHaTta, [TpH Xxopata He ¢a yeTaHOBeHH MeTabonHTH,

Ennmunupane
Bp6peunusT wiupbhc Ha MeTdhopmuH € > 400 ml/min, koeTo nokassa, ue METHOPMYUH C& eNTHMHRHPA

4pes raoMepynHa guaTpaums M TyOyiHa cekpewvia. Cnea nepopasiHa 1032, NPUBHAHUAT TEPMHHAIEH
€JIMMHUHALMOKEH TIONYKHBOT € npubauzutento 6,5 h. Koraro 6u0peunara QyHkuma ¢ yBpeeHa,
OBLOPEHHUA KIIMPBHE CE€ HAManABa B CbOTBETCTBHE C TO3M HA KPEATHHHHA U CIEA0BATETHO
CIAUMHHAUHGHHHAT NDONYKHEOT Ce YOBJLKABE], KOCTO BOAH A0 NMOBHINIEHHY HWBA HA METq)OpMHH B
1a3MaTa.

5.3 Ipeaxkaannunay 3anuy 3a 6e300MacHOCT
He ca npoeexcnani npoy4BaHna ¢ xHBOTHH ¢ MaiiMeTcH.

[Tpu 16-ceaMMHHM NPOYYBAHHA, B KOHTO KYHETa ¢a TPeTHPaHH wiu ¢ MeThopMUH camoC
¢ komBuHaLKua oT MeThOPMHH K CUTATIHITHH, He e HalnioaaBaHa AOMBJTHHTENHA TO
komOunaimara. NOEL (No Observed Effect Level) B te3su npoy4sanus ce naGmona
EKCO3MIIHA HA CUTAITTHITHH PHOMHIHTENHO 6 MTH NO-BUCOKA OT TA3H TP XOpa
Ha MeTQOPMUH NpUbIM3KTENHO 2,5 MBTH NO-BYCOKA OT Ta3H MPH XOpa.




CneanyTe AaHHY €& HAXOAKH NPH NPOYYBAHKUA NIPOBEAEHH ChC CHTAMTUITTHH WM MeTHOPMUH
CaMOCTOATEINHO.

CHTaranTyH

br6peuna u vepHoppobHa ToxcHyHOCT ce HabNoAaBa NPH rPY3adH NPH CTOMHOCTH HA CHCTEMHA
€KCTIO3HLUMA 38 MbTH NO-BHCOKH OT HHBOTO Ha €KCTIO3HUHATA NPH XOpa, 2 HHBOTO De3 edexT e
ofipenieneHo Ha 19 NBTH NO-BHCOKO OT TOBA NMPH XOpa. AHOMAIKY Ha pesuMTe ce HabmoaaBar npu
TUYBXOBE NPH HUBA HA EKCNO3MUMA 67 ITBTH TO-BHCOKH OT HHBOTO HA KJIHHHYHA €KCIO34LIAA; HUBOTO,
6e3 edpexT npH Task Haxoaxa e 58 ITbTH NO-BUCOKO, CHINACHO PE3yNITATHTE OT |4-CeAMHUHO
MPOYUBAHE IPH MIHXOBE, 3HAYCHHETO Ha TE3Y HAXO0AKH NPH XOPa HE € H3BECTHO. TPaHINTOPHH,
CBBP3aHH € JIEYEHHETO (PH3HUECKH NPOABH, HAKOH OT KOHTO MpenoNaraT HATHYHETO Ha
HEBPOJIOrHYHA TOKCHYHOCT, KATO AMINAHE ¢ OTBOpPEHa yCTa, caluBalikg, eMe3uc Ha Osna nisiHa,
aTaxCHA, TPeMnepere, HaMaleHa aKTUBHOCT Wwnu m3repbeHa nosa ce HabmoaaBar pu Ky4era apy
HMBA HA EKCTIOINUKMSA MPHOIHIHTENHO 23 MHTH NO-BHCOKH OT HUBOTO HA KIMHHYHA EKCIIO3ULIAS.
OcBeH TOBa, MHOTO 1eKa 10 JIeKa KOCTHO-MYCKYJTHA AereHepaLus ce Habnso1aBa U XHCTONMOTHYHO NPH
N03H, JaBAUIH HHBA HA CHCTEMHA €KCIIO3HIMA NPHOAH3HTENHO 23 ITHTH NO-BHCOKM OT HUBOTO Ha
excrno3nuvs npy xopa. [lpuy Te3n pe3ynTarti, HHBOTO Oe3 edeKT e NpH eKCrno3uLHd 6-KpaTHO NOBHCOKA
OT HHBOTO HA KIMHHYHE €KCTIOZHLIHA.

CHYarMITHH He 1oKassa reHOTOKCHHHOCT B X042 HA NPEIKTHHIYHH 11poyuBaHna. CHTATIHITHH He €
KaHlieporeHeH npy MULKH. [Ipy MabXoBe MMa NOBMLIEHA YeCTOTa Ha YepHOAPOOHH adeHOMM H
KapUUHOMH TIPH HHBa H& CHCTEMHa excno3nuua 58 METH No-BUCOKH OT Te3M NpH xopa. Thii kato e
YCTaHOBEHO, U¢ XeNaTOTOKCHUHOCTTa KOpeNinpa ¢ HHAYUHPAHETO Ha 4epHOAPODHa Heonnasus Npu
MUILXOBE, Ta3H TOBHIEHa YECTOTA HA YePHOAPOOHH TYMOPH NPH TLTBXOBETE € BEPOATHO BTOPHYHA,
BCJIEICTBHE HA XPOHHYHA XEMATOTOXCHUHOCT MPH Ta3d BHCOKa Ao3a. [Topaam BHcokaTa rpanuua Ha
6esonacHocT (19-mbTH No-BUCOKa NIpK TOBA HUEBO 63 e(exT), Te3u HEONNACTHYHH IPOMEHY He Ce
CUMTAT PENICBAHTHH 3a XOpa.

He ca HabmionaBanu CBRP3aHM ¢ ACHEHHETO ePEKTH BBPXY DEPTHIHTETA MPH MBKKH H JKEHCKH
UIBXO0BE NOTYYWIH CHTArNTMNTHH NPEeIH H No BPpEME Ha quqnocaaﬂe.

IMpu npoy4ysane BLpxy npe-/NMOCTHATANHOTO PA3BUTHE HA TUIBXOBE CHTATTHOTHH HE [TOKA3Ba
HEXENaHW peaknud.

[TpoyuBatiuaTa 86pXy penpodyKTHEHAT2 TOKCHYHOCT MOKA38aT HATMUMETO HA CRBP3AHA C JISUEHHETO,
JeKO YBEAHYEHA HeCTOTa Ha Mandopmaiiuy Ha pedpa Ha dieTyca (TUNCBALLM, XHITOMWIACTHYHH H
fwiasamy pedpa) Mpu MOKOREHHETO HA TUTHXOBE NPY HHBA HA CHCTEMHA eKCNo3Uus nokeye ot 29
IBTH 110-BUCOKH OT TE3M NPH Xopa. TokcudHoCT Ha Malikara ce HabaroaaBa np# 3aiilH pH HUEA
nosede oT 29 ILTH MO-BMCOKH OT HHBATA Ha eKCTIO3MLHA Npu xopa. [lopaayn BucokaTa rpaHHLa Ha
0e30MacHOCT, TE3W HAXO/IKK HE MPEeANONAraT ChLIECTRYBAHETO HAa ChOTBETEH PUCK 3a
PENPORYKTHBHOCTTE 1IPH X0pa. CHTArIMNTHH CE CEKPETHPA B 3HAYWMH KOIHYECTRA B MIBIKOTO Ha
NAKTHPALH [ThLX0Be (OTHOLICHWE KbpMa/nnassma; 4:1),

Mempopmun

TpeaxnuunubuTe nakny 32 MeTGOPMUH He paskpueaT ocoOeH puck 3a xopara Ha Ha3ara Ha
KOHBEHLHOHANHU (hapMaKONOrUYHN NPOYHBaHHS 38 H@30NACHOCT, TOKCHYHOCT NIPH MHIOKPATHO
pHaarane, FeCHOTOKCHYHOCT, KapLIMHOTEHEH NoTeHuHan, pPENPOAYKTUBHA TOKCHYHOCT.

6. DAPMALEBTHYHH AAHHHA
6.1 CnHchK Ha NOMOIKHAMTE BellecTRa
Aapo Ha TabneTkara

FIOBUJIOH
MUKPOKPUCTAIIHA LETy/1038




MAHHTON
HATPHEB JlaypHicyipar
MAarHe3ues cTeapar

PHAMOBO NOKPHTHE
XMIIPOMENo3a

TaTaHos aMoxenn {(E171)

Tank

MPONWISeH rMUKon

yepseH xkenesen okcua (E172)

6.2 HechbaMecTumocTH

Henpunoxemo

6.3 Cpok Ha rognocT

2 rogunu

6.4 Crenua s yCJIOBHA HA ChXpaHeHHe

OPA/A/PVC/ Al brucmepu;

To3n exapcTReH NPOAYKT HE M3UCKBA HHKAKBH CHELHIGHH TEMIIEPATYPHH YCIOBHS HA ChXPAHEHHE,
Jla ce chbXxpaHsABa B OPMrHHANHATA ONAKOBKA, 32 4 C€ Npearnasu oT Biara,
PVC/PE/PVDC/PE/PVC//AL 6aucmepu:

Ha He ce crxpanasa san 30°C. [la ce cxxpaHasa B OPpUTHHANIHATA ONAKOBKA, 32 4 Ce NPEANasH oT
Bhara,

6.5 Bua n chabpxaHne Ha ONAKOBKATA

Brincrep (OPA/AVPVC//AL: 10, 14, 28, 30, 56, 60, 90, 196, 200 dunmupanu TableTkh, B KYTHA.
Baucrep (OPA/AVPVC//Al), xanenpapha onakopka: 14, 28, 56, 196 dunmupann tabneTkn, B KyTHH.
bmucrep (PVC/PE/PVDC/PE/PVC//ALY: 10, 14, 28, 30, 56, 60, 90, 196, 200 ¢puaMupann tabnerky, B
KYTHSA.

Bancrep (PVC/PE/PVDC/PE/PVC//Alu), kanennapHa onaxonka: 14, 28, 56, 196 dpunmupanu
TabyeTKy, B KyTHS.

He BcHuku BHAOBE ONakoBKy MOrar ia 6bAaT MycHaTH Ha Nazapa.

6.6 CrnenuaiHp npeINaIHH MEPKH PH HIXBLPAAHE

HAma coeuyan g H3MCKBaHuA

7. MPUTEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, émarjeﬁka cesta 6, 8501 Novo mesto, Cnoseunn

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA

MaitmeTcH 50 mg/850 mg - Per.Ne: 20210023
Maiimercn 50 mg/1000 mg - Per Ne: 20210024




9. JATA HA ITbPBO PASPEIIABAHE/TMOJHOBABAHE HA PABPELIEHHETO 3A
YIIOTPEBA

Jara na nbpBo pazpewasane: 05.02.2021

JlaTa Ha nocieHO NOJIHOBSIBAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
25 despyapu 2022

[Moapo6Gna nHpopMals 3a TO3M IEKAPCTBEH NPOAYKT € npeiocTaBeHa Ha yebOcaiita Ha U3nbiHHTENHA
Arenums no nexapcreara (MAJI) http://www.bda.bg.




