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1. UME HA JIEKAPCTBEHMUS ITPOAYKT R T

Jlxamesu 50 mg/850 mg ¢punmupaHu Ta0IETKH
Jamesi 50 mg/850 mg film-coated tablets

JIxamesu 50 mg/1000 mg ¢punmupanu TabaeTKu
Jamesi 50 mg/1000 mg film-coated tablets

- KAYECTBEH U KOJITMYECTBEH CbCTAB

Besika TabaeTka ChabpKa CUTATTMITHHOB XMAPOXJIOPH MOHOXHAPAT (sitagliptin hydrochloride
monohydrate), exuanented Ha 50 mg curarnuntun (sitagliptin), n 850 mg MeTGOpPMUHOB
xuapoxaopu (metformin hydrochloride).

Besika TabneTka ChabpKa CUTAIMIITHHOB XHAPOXJIOPUA MOHOXHUAPAT (sitagliptin hydrochloride
monohydrate), exsuBanenten Ha 50 mg cutarnuntuH (sitagliptin), u 1000 mg MerdopMUHOB
xuapoxuopua (metformin hydrochloride).

[ToMOLIHO BELIECTBO C M3BECTHO JIEHCTBHE:.
Tkamesu 50 mg/850 mg: Besika punmupana tabnerka chabpxka 13,02 mg nakto3a (KaTo MOHOXHAPAT),

34 IBLJIHUS CIIUCHK HA MOMOLIHUTE BEleCcTBa BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tadieTka

Jlxamesu 50 mg/850 mg puamupanu TabIeTKH ca eJIMIICOBH/IHH, IBOHHON3ITBKHAJIH, € pa3Mep
npuoau3zurenHo 20,5 mm Ha 9,5 mm, po30BH, € BTLOHATO penedHo o3HayeHue “S4767 OT e/lHaTa CTpaHa

U ri1aaKku OT apyrara.

Jlxamesu 50 mg/1000 mg dpunmupanu TabneTKH ca eMICOBUAHH, IBOHHOU3ITBKHAIIH, C pa3Mep
npu6nu3uTenHo 21,5 mm Ha 10,0 mm, xadsBH, ¢ BUIBOHATO penedHO 03HAYCHHE “S477” oT enHara

CTpaHa M I'JIaJIK1 OT Jpyrara.

4. KJIMHUYHU JAHHH

4.1 TepaneBTHYHH MOKA3AHHSA

[Tpu BB3paCTHHU MALMEHTH ChC 3aXapeH auader Tun 2:

JI)KamesH e 1MoKa3aH KaTo J0MbJIHEHHE KbM JIMETa H YINPAXHEHH 32 N0A00psBaHE HA IIMKEMHUYHUA

3a TAX 1032 METGOPMHH CAMOCTOSTE/IHO MIIH KOMTO BeYe Ce JIEKYBAT C KOMOMHALMUA O
MET(OPMHUH.




JIamesu e noka3aH B KOMOHHALMA Cbe CYNGOHITYPEHHH NPOU3BOAHH (T.€. TPOHHO KOMOMHHPAHO
neveHue) KaTto JOMbJIHEHHE KbM JUETA U YIIPAXKHEHHUs NPH NALUHEHTH, IPH KOUTO HE € NOCTHIHAT
3a/10BOAMTE/IEH KOHTPOJI C MaKCHMAIHATA MOHOCHMA 33 TAX 1032 MET(GOPMHUH K Cy/IpOHUTYpe.

Jlame3i e NoKa3aH KaTo TPOHHO KOMOHUHUPAHO JIEHEHHE C EPOKCH3OMEH MPONH(epaTop-aKTHBHPaH
peuentop rama { PPARY) aroHucT (T.€. THa30IMAMHANOH) KaTO AOMBIHEHHE KbM AHETA U YNIPAKHEHUA
[IPH MAUMEHTH, [IPU KOUTO HE € MOCTUIHAT 3aJ0BOIMTE/ICH KOHTPOJI ¢ MAKCHMAJIHATA NTOHOCHMA 33 TAX

no3a MerdopmuH 1 PPARy aronucr.

TxaMes3u CbLIO € MOKa3aH KaTo 100aBKka KbM HHCYNHH (T.€. TPOHHO KOMOHMHHPAHO JIEYCHUE) KAaTO
NOMbIIHEHUE KbM JUETATa U YIPaXKHEHHUATA 32 noaoOpsaBaHe HA IMTUKEMHYHUSA KOHTPOJ NpH
[alLMeHTH, KOraTo NOCTOAHHATA 033 HA MHCYJIMH U MET(QPOPMHH CaMOCTOATENIHO HE OCUTYPABA
aJleKBaTEH MMUKEMHYEH KOHTPOII.

4.2 Jlo3HpOBKa H HAYMH HA IPHJIOKEHHE

EDBH pOBKA

Jlo3HpoBKATa Ha AHTHXUIIEPIAMKEMUYHOTO de4eHue ¢ JHkamesu 1paAbBa na 0 HHANBUAYATHIUPAHA
Ha 6a3aTa Ha HACTOALLMSA PeXHM Ha MalMeHTa, ePEeKTHBHOCTTA ¥ TOJEPAHTHOCTTA, KAaTO HE €€
[IpEBHILABAT MAKCHMAIHATA MperopbuBaHa AHEBHA 1032 o1 100 mg curaraunTuy.

Buvapacmnu ¢ nopmanna 6vopeuna gyuxyun (GFR 2 90 mi/mun)

[Ipy nauueHTH, NPH KOMTO HE € MOCTHIHAT 330BOIHTENEH KOHTPOJ C MAKCUMATTHATA IOHOCHMA 1032
MeThOpMHUH KaTO MOHOTEPAIHA

[pyt NaUMEHTY, TIPH KOUTO HE € IIOCTHIHAT 33A0BONUTENEH KOHTPOI C MET(OPMHUH CAMOCTOSTENHO,
oOnyaiiHaTa HayaaHa A03a TpAOBaA Aa JOCTABH J03a CUTATIMIITHH B J03a 50 mg NBa MbTH AHEBHO
(100 mg ob1a QHEBHA 103a) MIIOC 403aTa METQOPMHH, KOATO BEUE € MPHEMAHA.

HQH NalMeHTH, KOHUTO MNPEMHUHABAT OT € JHOBPEMCHHO npyunaraHe Ha CUTar1MITHH Y METQ)DPMHH

IMpy MaLMEHTH, KOMTO IPEMUHABAT OT €AHOBPEMEHHO NPHIAraHe Ha CUTArIMITHH H METQOPMHH,
nedenunero ¢ hramesu Tpa6Ba Aa ce 3aroyHe C A03aTa CUTArIMITUH U METQOPMHH, KOATO Beue €
MPHUEMaHa.

Ipy NauMEHTH, IPY KOKTO HE € NOCTHUIHAT 3aJ0BOIMTENEH KOHTPO C ABOMHQ KOMOMHHPAHO JICHEHHE C
MaKCHManHaTa NOHOCHMA J103a MeTHOPMUH M cyndoduniypes

Jlo3ata TpabBa na AOCTaBH CUTArAKNTHH B fo3a 50 mg aga msTh AHeBHO (100 mg oba AHeBHA 103a) U
n03a metopMuH, MoJobHa Ha J03aTa, KOATO Bede € npuemana. Koraro J[xamesu ce 13nonssa B
KOMOHHALKS ChC CyabOHITYPES, MOXE 14 C€ HAJIOXKH ynoTpebara Ha no-HUCKa 1032 CYNPOHUITYped, 3a
[a c€ HaMaJIH pUCKBT OT Xuroriavkemus (Bx. Touka 4.4).

[Ipy naLMEHTH, [IPY KOUTO HE € NOCTULHAT 3aJOBO/IMTENEH KOHTPOI € ABOHHO KOMOMHHDAHO IEYEHHE ¢

MaKCHMAaJIHATa MoHocHMa 103a meTdopmud u PPARYy aroHucr

Jlo3ara Tps6GBa 1a AOCTABU CUTArAMNTHH B Ao3a 50 mg asa mbTH AHeBHO (100 mg obia AHEBHA K033) 1
no3a MetGopMHUH, MoJA00Ha Ha 103aTa, KOATO BEYe € IPHEMaHA.

[Ipy DALMEHTH, IPU KOHTO HE € NOCTUIHAT 33R0BONUTENEH KOHTPOI C ABOWHO KOMOMHUPAHO NEYEHHE C
MHCYJIMH M MAKCHMAJTHATA MOHOCKHMa 1033 METPOPMUH

Jlozata TpabBa Aa JOCTaBM CUTArAWMNTHH B xo3a 50 mg asa nbTH AHeBHO (100 mg obwa aH
no3a MetdopMuH, noaobHa Ha J03aTa, KoATO Beye € npHemana. Koraro xamesu ce 1
KOMOHHALMA C MHCYJIMH, HACKATa 10338 HHCYAMH MOXE Na € Heo0X0oauMa 3a peayuy
XHnornukemus (Bx. Touka 4.4).




3a pa3nuuHuTe 1034 MeThopmuH, Hkamesu ce npeanara B KOHUEHTpalus no 50 mg CUTaraHNTHH H
850 mg meThopMunoB Xxuapoxiaopua unk 1000 mg MeTpOpMHHOB XUAPOXTOPUA.

Beuuky nauyenTy Tpa0Ba A3 NPOALIKAT IPENOphyaHaTa UM JHEeTa C aA¢KBAaTHO pasfpeAcIeHHE Ha
[IpUEMA HA BHINIEXUAPATH MPE3 JCHA.

CrneuvanHy _oonynaluuu

bvbpeuno yepexcoane

He ce Hanara KOpeKLKs Ha 003aTa Npy NalMeHTH ¢ JIeko 6p0peytHo yBpekaaHe (CKOPOCT Ha [JIOMEpY/iHa
dbuntpauns [GFR] > 60 ml/mun). [Tpean 3anousate Ha JIEYEHHE C MPOAYKTH, ChAbPXKAILK MET(POPMHH,
Tpsi6Ba na ce nanpasu oueHka Ha GFR cToitHocTuUTE, a cliea TOBA - NOHe BeAHBXK roauiuHo. Ilpu
MalMEHTH C MMOBUUIEH PUCK OT MO-HATATBIIHO Nporpecupane Ha ObOpeYHO YBpEXZaHE Y IPU NALKMEHTH B
cTapuyecka pb3pacT TpAGBa MM0-4eCTO 1A ce MpaBH OlieHKa Ha OBOpeuHaTa QpyHKUMA, HAIPHMEP HA BCCKH
3-6 meceua.

3a nMpeAnoYMTAHE € MAaKCHMAallHaTa JHEBHA No3a MeThopMUH Aa Obae pasfencHa Ha 2-3 QHEBHM JO3HW.
daxTopH, KOUTO MOraT Aa YBEM4AT PHCKa OT JaKTATHA auuao3a (BXK. TOYKA 4.4), Tpadea na Ovaar
MpepasricJaHd, npeayd aa ce oOMHCIM 3ano4yBaHETO Ha JEYEHHE ¢ MeTGOPMHMH MpPU MALMEHTH C

GFR < 60 ml/mun.

AKO He € JOCTbIIHA 1030Ba opma Ha [[kamesu ¢ aaeKBATHO KOJIMYECTBO HAa AKTMBHOTO BELIECTBO,
pMecTO KoMOuHauma ¢ GUKCHpaHu A03K TpAOBa Aa ce W3NOA3BAT OTACIHHTE MOHOKOMIIOHEHTH.

GFR MerdopMHH CHTArIMNTHH

ml/Mun

60-89 MaxkcuManHaTa JHeBHa Ao3a ¢ 3 (00 mg. MakcuManidata AHEBHa 4032
Moske 1a ce OBMHCTH [TOHWKaBaHe na 1o3ata spa | © 100 mg.
BpPb3Ka C HamMalgaBaHeTo Ha 6pOpeunaTa QyHKUMA.

45-59 MaxkcHmaniHata aAHeBHa go3a € 2 000 mg. MakcumanHata AHEBHA A03a
HauanuaTa 103a e Haii-mworo mnonosunara or | € 100 mg.
MaKCHMalTHaTa J103a.

30-44 MakcyManHaTa qHesHa no3a e 1 000 mg. MaxkcuManHara JHEBHa 8034

Hauanuata 10032 € Hail-MHOrO MNOJOBHHATA OT ¢ 50 mg.
MaKCUMAaIHaTa 103a.

< 30 MeTdhopMyH € MPOTHBONOKA3aH. MakcumanHaTra JHEBHa 1032

e 25 mg.

Yeproopobio yepexcoare
Txamesu He TpabOBa [a ce U3No3Ba NpU NauUeHTH ¢ YepHOAPOOHO yBpexaaHe (BXK. TO4YKa 3.2).

Cmapuecka ev3pacm
Toit kaTo MeTHOPMHH U CUTArIMITHH ce eKckpeTupart upes 6n6peuute, kamean Tpadsa aa ce
H3M0J13Ba ¢ MOBUILIEHO BHUMAHKE [IPY HanpeaBaHe Ha Bp3pactra. Heobxonumo e MOHHTOPH
6b6peyHaTa pyHKIKA, 3@ Aa CE NOANOMOrHe MpeAna3saHeTo OT CBbp3aHaTa ¢ MeThop
alli03a, Hall-Beye B cTapuecka Bb3pacT (BX. Touku 4.3 u 4.4).




[Heduampuvuna nonyrayun

J>xame3u He TpAOBa a ce U3MOM3BA MPH Aela M HHOWK Ha Bh3pacT oT 10 10 17 roauny nopaau
HeAOCTaTb4YHa eUKaCHOCT. HalMuHHTE NOHACTOALLLEM JAHHY Ca OMMHCAHM B TOYKM 4.8, 5.1 1 5.2.
Jxame3H He € MPOoYUBaH NpH AEAUATPUMHHM NTALMEeHTH Ha BB3pacT noA 10 roauny.

Hauyyd Ha NpUIIOKEHUE
Jxame3u TpaOBa Aa ce mpuema ABa ITbTH AHEBHO ¢ XPaHa 3@ HaMalsiBaHE Ha HEXENAHUTE PEaKLIMH OT

CTpPaHa Ha CTOMALIHO-YPEBHUA TPAKT, CBBP3aHMU C METQPOPMHKH.

4.3 IIpoTHBONIOKA3AHHA
Hxame3n e npoTUBOIOKa3aH Mpy NauMeHTH ChC:

- CBPbXUYBCTBUTEIHOCT KbM AKTHBHUTE BEUICCTBA WIM KBM HAKOE OT [IOMOILIHHTE BELLECTBA,
u3bpoern B Touka 6.1 (Bk. Touky 4.4 u 4.8);
- BCEKH THIT ocTpa MeTaboNHTHA ala03a (KaTo 1aKTaTHa aluao3a, AnabeTHa KeToauuao3a);

- nunabeTHa npekoMa,
. TexkKa O6p0peyHa HerocTaTbuHOCT (GFR< 30 ml/mMuH) (Bx. Touka 4.4);

. OCTPH CHCTOAHHUA C Bb3MOXCHOCT 21a H3MEHAT 6bOpeuHaTa ¢yHKLIMA KaTo:

. NeXHAapaTaLus,

. TEXKH HHPEKLHH,

. HIOK,

. BBTPECHAOBO NMPHUIOKEHHE HA HOJAUPAHU KOHTPACTHH BELIECTBA (BX. TOYKa 4.4);
. OCTPO UJIH XPOHH4HO 3a008BaHe, KOETO MOXE Aa MPHUMHU XUIMIOKCHS HA ThKAHUTE KaTo:

. ChpACYHA MK peCIUpaTOPHA HEAOCTATHYHOCT,

. CKOPOIill€H MHOKapAeH HHQAPKT,

- UIOK;

: YEepHOAPOOHO YBpEKIAHE,
- OCTpa AJIKOXOJIHA UHTOKCUKALIUA, ATKOXONU3bM;
- KbpMEHE.

4.4 CrnenHaaHy NPpeaynpexaecHus ¥ npeanasii MEepKH Npr ynorpeda

QouuH
Hxamesy He TpsabBa Aa ce v3N0JI3Ba MPH NAUMEHTH ¢ AnadeT tun | v He TpaOBa na ¢H U3Mon3sa 3a
JTe4YEeHHUE HAa AMadeTHa KeToalluao3a.

OcCTbp_NaHKpPEaTUT
Ynorpebata na DPP-4 unxubutopu ¢ cebp3aHa ¢ pUCK OT pa3BUTHUE HA OCTHP NMAHKPEATUT.

[laumenTtuTe TpsabBa na ObaaT HHGOPMUpPAHH 3a XapaKTEpHUS CUMITTOM Ha OCTbP fIaHKPEATHUT:
flepcycTHpalLlia, MHOTO CH/IHA KOopeMHa Oonka. Cnel npekpaTaBaHE HA CUTArIMNTHH ¢e HabnoaaBa
OTIIYMSBAHE Ha MAHKPEAaTHTA (ChC WK 0€3 NOAABDKALLO JICYEHHE), HO B MHOIO PEAKM CIIy4aH €
CHODIABAHO 3a HEKPOTU3UPALL UK XeMOparuuer NaHKpeaTHT W WY CMBbPT. AKO MMa CbMHEHHMA 3a
MaHKpeaTHT, TpAOBA 12 ce npekpat npueMa Ha Jxamesn U Apyry NOTEHLIHANHO MOA03HpaHH
AEKAPCTBEHH MPOAYKTH; aKO C€ MOTBBPAM OCTbP MaHKPEaTUT, NpHeMbT Ha [[)kamesu He TpaAbOBa aa ce
Bh300HOBsABA. HeoOx0aMMO € NOoBHILIEHO BHUMAHHE NPH NMALMCHTH ¢ AHAMHE3a 3a NaHKPEaTHT.

JlakraTHa anmao3a
JlakTaTHara aima03a, MHOTO PAAKO, HO CEPHO3HO META00IUTHO YCIIOKHEHHE, HAR-4eCTO
OCTpO BloLIaBaHe Ha ObOpedHaTa PyHKIKS, KapAHO-pecniupaToOpHo 3a0onsBaHe UIH




HatpyneaneTo Ha MeT(OPMUH HacTLNBa MIPK OCTPO BJIOWIABAHE HA OhOpeyHaTa pyHKIUA U yBEIHYaBa
pPUCKA OT NaKTAaTHA aLMI03a.

B cnyyan Ha gexuaparauds (TEXKO NOBpBILAHE, JUapUsA, TPECKa HJIH HamalleH NMPHEM Ha TEYHOCTH)
rpsdBa BpEMEHHO Ja Ce COpe NPUEMBT HA METHOPMUH U € NMPENOPBHUYUTENHO Ia C€ YCTAHOBH BPB3KA C
MEOULMHCKH CIIELIHANKCT.

[IpyeMbT Ha NEKAPCTBEHH MPOAYKTH, KOUTO MOraT OCTPO Aa YBpeAsT ObOpeuHaTa hyHKuus (KaTo
aHTHXHIIEepPTEeH3UBHH cpeacTsa, auypetuuu u HCHBC) Tpabsa aa ce 3anoune ¢ NOBHUILIEHO BHUMAHMUE
MPU MALUEHTH, JICKYBAaHK ¢ METHOPMUH. JIpyrH pHCKOBHY (PaKTOPH 3a JIAKTATHA aLlM/103a Ca NPEKOMEDPEH
NPUEM Ha ANKOXO0JI, Y€PHOAPOOHA HEAOCTATHYHOCT, HEAOCTATHYHO KOHTPOJAUPaH AuabeT, KeTo3a,
[MPOABLIDKHUTENHO rNIaflyBaHe H BCAKAKBH ChCTOAHHA, CBbP3aHU € XMIOKCHA, KAKTO H €IHOBPEMEHHATA
ynotpeda Ha JIEKapCTBEHH NMPOAYKTH, KOHTO MOTaT J1a NMPUYMHAT JIAKTaTHA aunao3a (B, Touku 4.3 u

4.3).

[Taumentrre v/unu 6onHorneaaunte Tpadsa Aa ObAAT KHPOPMHUPAHH 34 PHCKA OT JIAKTATHA ALMA034.
JlakTaTHaTa auKA03a Ce€ XapaKTepH3Mpa C alyAo3Ha JUCITHES, KOpeMHa 00/Ka, MYCKYIIHU KPaMIIH,
aCTCHHA U XMUMOTEPMHUR, NOC/IEABAHM OT KOMa. B cily4ail Ha CbMHEHHE 3a CHMITOMM NaUMEHTHT TPAOBa
Ja cnpe npueMa Ha MeTHOPMUH U He3abaBHO Aa MOTLPCH Jlekapeka nomolll. J{uarHocTUYHKTE
nabOpAaTOPHHU HAXOAKH Ca NOHMKeHO KpbBHO pH (< 7,35), noBMILEeHY HYBa HA IIa3MEHUSA JIAKTAT

(> 5 mmol/]) n nosuiIeHa aHHOHHA pa3nUKa U CHOTHOLUEHUE TAKTAT/IMPYBAT.

buOpeuyHa pyHkuHsA

[lpenau 3anousaHe Ha nevyeHHETO Tpa6Ba Aa ce HanpaBu oLeHKa Ha cToitHocTuTe Ha GFR 1 peaosHo cren
TOBa (BX. Touka 4.2). J>kame3n e npotrBonoka3zaH npu nauueHTd ¢ GFR <30 m I/muu v Tpabra na 6v1e
BPEMEHHO CNPAH NMPH HAJTMYHE HA CHCTOAHHA, KOMTO NPOMEHAT Ob0peunata dpyHKIuA (BXK. Touka 4.3).

XUNOrnuKeMUA

[lauuenty, nony4asamu Jxamesun B KOMOHHALUA CbC CYIPOHUITYPER WK C MHCYIHH, MOXeE Aa ca
H3JIOKEHHU Ha PHUCK OT XHIoraukeMus. C/1eA0BaTETHO, MOXKE Jla € He0o0X0AMMO HaMaJIsiBaHe Ha J103aTa Ha
CyadOHUTYpEATA UM HA HHCYJIMHA.

Peakyiuy Ha CBPBbXUYBCTBUTENHOCT

MMa nocTMapKkeTHHIOBH CHOOUIEHHUA 32 CEPUO3HM PEAKLIHU HA CBPbXYYBCTBUTEIHOCT [IPH NAILIMEHTH
IEKYBaHH CbC CUTANIMNTHH, Tesn peakiHu BKIIIOYRAT aHaUNaKCHUR, aHTHOeRAeM U eKeOoIHaTHBHY
CHCTOAHHA Ha KOXKaTa, BKIOYHTEHO CHHAPOM Ha Stevens-Johnson. Hayanoro Ha te3u peakuun
HacThIIBa B PAMKHKTE Ha MBPBUTE TPU Mecella OT 3al04BAHE Ha JIEYEHUETO ChC CHTAIJIMITTUH, HIKOH
Cllyuau HacCTBIBAT CJIE] NbPBaTa 103a. AKO C€ MOoJ03Mpa PEaKUUa Ha CBPbXYYBCTBUTEHOCT, IPHEMBT Ha
>xame3n TpabBa na ce npekparty, TpAOBa Aa ce OUEHAT APYTH NOTEHIMANHU IPHYMHHY 33 CbOUTHETO H
Tp40Ba Jia ce Ha3Ha4M ANTEPHATHUBHO JieueHHe Ha Juadera (BXK. Touka 4.8).

byno3eH nemdburous

[pu naurenty, npuemauin DPP-4 uHxubuTOpH, BKIIOUUTENHO CUTATJIMNTHH, HMA NTOCTMAaPKETHHIOBH
CboOILieHHs 3a BynoseH neMdurona. Ako UMa cbMHeHUs 33 Oyno3eH nemurons, npueMsbT Ha [Hkamesu
TpsaOBa na ce npeycTaHOBH.

Onepatius
IlxamMesu Tpsabsa na ce cnpe No BpeMe Ha onepauys noa o0ia, CrMHANHA MM ENMAYpalHa
Jleuenunero moxe na 6bae BB306HOBEHO HE MO-paHO OT 48 yaca ciel onepauuiTa UK B
Ha XpaHCHETO Mpe3 YCTa, U NPU ycnoBue ve Ob0peuHara GyHKIUA € OUEHEHA OTHOBO
e ctabuiaHa.




[IpunoxeHwe Ha HOAHPAHU KOHTPACTHH BEILIECTBA

BbTpechbA0OBOTO NPHUIOKEHHE HA HOAMPAHH KOHTPACTHH BELIECTBA MOXE Aa JOBENE /10 KOHTPACT-
MHAyUHpaHa HedponaTusa, BoAella 10 HaTPYNBaHEeTO Ha MeTOPMUH M MOBUIUEH PUCK OT JIAKTATHA
auuno3a. xkamesu TpabBa ga ce cnpe fpeay WIH o BpeME Ha NMpolieaypara 3a 00pa3Ha AHarHOCTHKA Y
He TpAOBa Ja ce Bb30DHOBABA 10 Hail-Manko 48 vaca ciej TOBa, NpH ycJloBHE Yye OLOpeuHaTa GpyHKLUS &
OLIEHEHA OTHOBO K € YCTAHOBEHO, Y€ e cTtabunHa (BxK. Touku 4.3 n 4.5).

[IpoMAHA B KIWHUYHUA CTAaTYC HA MAUMEHTH ¢ KOHTPOIUpaH aguaber tvn 2

ITaunentu ¢ auaber Tin 2, npeau Tosa nodpe KOHTponHpaH ¢ J)kamMe3d, KOHTO pa3BHBAT OTKJIOHEHUS B
nabopaTOpHHU MOKa3aTeNy WY KIHHUYHO 3a0onaBaHe (Hai-Bede HescHO unu ¢1abo nedHHUpaHo
3a00s1sBane) TpAOBa HE3a0aBHO A ce OLEHAT 3a HATMUKE HA KETOALMA03a MM NAKTATHA aLMa03a.
OuenkaTa TpadBa 4a BKIKO4YBA CEPYMHH €IEKTPOIHTH M KETOHH, KPbBHA 3aXap H, ako ce Hajara, pH Ha
KPbBTa, HUBA Ha JIAKTaT, NHPYBaT U METHOPMHH. AKO CE€ NOABU auMa03a, B KOATO U Aa € dopMa,
neyeHueTo TpadBa j1a ce cnpe He3a0aBHO M TpAORA Aa ce NpeaAnpHEMAT NOAXOAAMM TPOTUBOACHCTBALLINA
MEPKH,

[ToMollHY BElLECTRA
DuimupaHata TabneTKa chbAbpKa HaTpHi: ToBa 1eKapcTBO ChABPIKA MO-MaNKO OT | mmol HaTpuii

(23 mg) Ha dpunmupana tabnerka, T.e. MOXeE Ia ce KaXe, Ye MPaKTHYECKH HE ChAbPKA HATPHI.
Hxamesu 50 mg/850 mg dpunmupauu rabnerky cbabpAxa JakTo3a: ITaiMeHTH ¢ peaKxy HaCIeACTBEHH
poOJIeMH KaTO HeNIOHOCHMOCT KbM TallakTo3a, IILJIEeH JaKTa3eH fedHUMT WM [JI0K030-TalaKTO3Ha
Manabcopbuus He TpaOBa 1a MPHUEMAT TOBA JIEKAPCTEO.

4.5 B3lanmMojaeHcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYru GopMH Ha B3IaHMOAEHCTBHE
ENHOBPEMEHHOTO MHOIOKPATHO NpHiaraHe Ha cutarnuntiH (50 mg ABa mbTH JHEBHO) U MeTHOpMUH
(1000 mg nBa mbTH AHEBHO) HE € MPOMEHUIIO 3HAYUTEIHO (PAPMAKOKMHETHKATA KAKTO HA CUTAIVIUIITHH,

TaKa U Ha METQOPMHUH NPU NALUCHTH ¢ AUadeT TN 2.

He ca n3pbpluBany npoy4usaHus 3a papMakOKHMHETHYHH JIEKAPCTBEHHM B3aUMoaeiicTBua ¢ [xaMesu;
obaye TakuBa MPOY4BAHUSA €A NPOBEKAAHH C OTAENHUTE aKTUBHM BELLECTBA, CHTAIIHATHAH H METQOPMHH.

He ce npenoppuBa ChILTCTBALLA YITOTpeHa

ARKOXO0n

AJIKOX0JIHaTa HHTOKCHKALIMA CE CBBP3Ba C MOBHLIEH PUCK OT JIAKTATHA alM103a, 0COOEHO B Cyyau Ha
riagyBaHe, HEJOXpaHBaHE UM YEPHOAPOOHA HEQOCTATHYHOCT.

HoaupaHu KOHTPACTHH BEWECTBA

Jxamesn TpsaOBa 3aNb/DKMTENHO Oa CE CMPe MPEH UM 110 BpeMe Ha MpolieaypaTa 3a 00pa3Ha
AWArHOCTHKA U HE TPAOBA 11a ce BB300HOBABA 10 Hal-Manko 48 yaca cnej Toea, PH YCIOBHE Ye
ObOpeyHaTa pyHKLUA € OLUCHEHA OTHOBO U € YCTAHOBEHO, Ye € cTabuiHa (BXK. Toukd 4.3 u 4.4).

KombuHaumy, u3uckBauiy npeanazii MEPKH NpH yrnorpeda

Hskou nexapcTseny NpoayKTH MOraT Aa ce OTpa3aT HeGnaronpuATHO Ha 6LOpeyHaTa QyHKLMA, KOETO
MOXE Ja YBE€JAW4YH PUCKA OT JIAKTaTHa anuao3a, HanpuMmep HCTIBC, BKIIOYHTENHO CENEKTHBHHU

HHXxKOUTOpY Ha nuknookcureHasa (COX) I, ACE unxuburtopu, anrnotensu Il penentopHu
aHTarOHUCTH H RMYPETHLIM, 0cOoOeHO OpumMKoBH auypetuuy. Ilpu 3anousaneTo UM yro
TAKHBA MPOAYKTH B KOMOHHALMSA ¢ METPOPMHH € HeoOXO0 MO BHUMATENHO NPOCIIEAB
O6b6peuHaTa QpyHKLIHA.




ConereTBamara ynorpeba Ha IekapeTsa, KOUTO MOBAMABAT OOILIKWTE TPAHCIIOPTHY CHCTEMH B
ObOpeunuTe TyOYyH, BKIOYEHH B 6LOPeUHOTO e1MMUHMpaHe Ha MeTQOPMHUH (Hanp. HHXUOGUTOPHU Ha
OpraHHYHHA KaTHoHEH TpaHcnoprep-2 [OCT2)/mynTunekapcTBeHNa M TOKCHH-EKCTPYIMPAILl [IPOTEHH
[MATE ] kato panona3uH, BaHAeTaHUO, JOMyTErpasyup W UMMETHAUH ), MOTaT Ja MOBMILIAT CUCTEMHATA
€KCIIO3MLMA HA METPOPMHH M J1a YBEIMYAT PUCKA OT JIAKTaTHa auugo3a. TpsaOBa fa ce OOMUCTAT NON3UTE
H PHCKOBETE OT ChMbTCTBAIATA ynoTpeda. Tpsabea na ce oOMHUCIM BHUMATEIHO IIpOCIEAsSBaHE Ha
FIMKEMHYHUSA KOHTPOJI, alaNTHPaHe Ha J103aTa B PAMKMTE Ha NPENOPbYHTENHATE JO3HPOBKA U [IPOMEHY
B JICUCHUETO HA AMA0ETA, KOraTO TAKMBA JIEKAPCTBEHH NPOAYKTH CE NPUNIAraT e JHOBPEMEHHO.,

['moKOKOPTHKOUAUTE (IPHIIAraHM 110 CHCTEMEH M JIOKaNeH nbT) GeTa-2-arOHHCTHTE ¥ AKYPETHLIATE HMAT
IPUCHLLO XHUMEPrIHKeMUIHO nercTBue. [launenture Tpabea na ce MHpOpMHUpAT U NO-YeCTO Aa UIMEPBAT
KPbLBHATa CH 3aXap, 0C00€HO B HAYANOTO HA JIEYCHHETO C TAKUBA JICKAPCTBEHU NPOAYKTH. AKO €
HEOOX0AMMO, 103aTa HA AHTHXHUIICPIIIMKEMHYHHA JICKapCTBEH NPOAYKT TpAGBa 1a ce ananTupa no BpeMe
Ha JICYECHHE C APYTHA IEKAPCTBEH MIPOAYKT U [P HETOBOTO MPEKPATIBAHE.

ACE-nnxuburoprre Morar Aa NOHWXAT HUBATa HA KPhBHATA 3axap. AKo € HeoOxoauMo, A03aTa Ha
aHTUXHUNEPIITMKEMHYHKA JIEKAPCTBEH NMPOAYKT TPAOBA a ce aAanTyupa no BPeME Ha JIEUEHHETO C APYTrus
SICKApPCTBEH NMPOAYKT U IPH HETOBOTO NPEKPATABAHE.

EdexTy Ha apyru JeKapcTBEHH NPOAYKTH BbPXY CUTArIMOTHH
In vitro v KITMHWYHUTE JaHHHM, OMUCAHHU T0-A01Y NPEANONAraT, Y€ PUCKbT OT KIMHHYHO 3HAUYUMH
B3aUMOJAEHCTBHUA NPH €AHOBPEMEHHO ITPHIMKEHHE C APYTH JIEKAPCTBEHH MPOAYKTH € HUCHK.

In vitro npoy4BaH#us MOKa3BaT, YE OCHOBHUA €H3UM OTTOBOPEH 3a OrPaHHYEHHUS MeTabOIMIbM Ha
curaraunTud € CYP3A4, ¢ yyactie Ha CYP2CS. [lpu naumnentn ¢ Hopmanna 6s6peuna dpynkuus,
MEeTa00IU3MBT, BKIOYHTENHO U ype3 CYP3A4, urpae caMo Manka pons B KITMPBHCA Ha CUTAITMIITHH.
MeTaboau3sMBT MOXKeE @ Mrpae [o-BaXkHa pons NPH eIMMHHUPAHETO HA CHTATAMNTHH B YCIOBUA Ha
OCTpO OBOpEYHO YBpEXKAaHE MM TepMuHaHa 6b0peuHa HeaoctaTbaHoCT (ESRD). Iopaay tasm
[MPHYHHA € BB3MOXHO CWIHH HHXHOUTOpU Ha CYP3A4 (Hanp. KETOKOHA30J1, MTPAKOHA30J1, PUTOHABHUP,
KJapHTPOMHLIMH) 12 NPOMEHAT PapMaKOKHHETHKATA HA CUTArAMITTHH NPH NALKEHTH ¢ TEXKO 616peuno
yBpexxaane unu ESRD. Edextute na cunuure CYP3A4 nuxuburtopu B ycnosus Ha 6u6peuto
YBpEXKJAHE HE Ca OUECHABAHU NPHU KIHHUYHO NPOYYBAHE.

In vitro npoyusaHus 3a TPAHCIOPTA MOKA3BAT, Y€ CUTATMUITHH € CyOCTpaT Ha p-IJIMKONPOTEHHA U
TpaHcnopTepa Ha opraHuiHu aHMOHK-3 (OAT3). OAT3 MeaunpaHUAT TPAHCMOPT HA CUTATTANTHH CE
HMHXMOHPA in vitro oT npobeHeuu 1, BLIPEKH Y€ PUCKBT OT KNHHUYHO 3HAYMMH B3aHMOJEHCTBHSA Ce CMATA
3a HACBK. EAHOBpeMeHHOTO NMpunoxenre Ha OAT3 uHXHOUTOPH He e oleHeHO in vivo.

Huxrocnopun: TlposeaeHo € npoy4BaHe 3a OLeHABaHE Ha eeKTa HA LIMKIOCIIOPHH, CHUIEH UHXUOUTOD Ha
P-TIHKONPOTEHHA, BhPXY GapMaKOKHMHETHKATA HA CUTArnunTHH. EqHoBpeMeHHOTO npunoxenue Ha
€AMHHYHA nepopanHa n03a 100 mg cutarnunTuH H eaMHKHYHA nepopanya Ao3a 600 mg LUKI0CNOpHH
noexuiaBa AUC u Crax Ha CUTAarIMNITHH CHOTBETHO ¢ NpubnusuTento 29% u 68%. Te3u npomeHH BB
(papMaKOKMHETHKATA HAa CHTArJIMNTHH HE CE CMATAT 33 KIMHHUYHO 3HaYUMH. BOPeUHNaT KNUpBHC Ha
CHUTArJIUNTHH HE € 3Ha4YUTETHO NMpoMeHeH. CneaoBaTeNIHO, HE CE OYaKBaT 3HAYUMU B3aHUMOAEHCTBUA C
APy HHXUOHUTOPH Ha p-TTIUKONIPOTEHHA.

EdexTn Ha cuTarnunTuH BbPXY APYrH JJEKAPCTBEHH [IPOAYKTH -
Hucoxcun: CATarnMnTHH UMa cn1ab edekT BbpXy MIasMeHaTa KOHUEHTPAIINA Ha JUIOKC kA7 n{\
npunaradeTo Ha (0,25 mg AMrokcuH eiHoBpeMeHHo ¢be 100 mg CHTarnMnTHH AHEBHO £

10 nuu, nnasmenata AUC Ha aurokcus Hapactea cpeauo ¢ 11%, a nnazmeHata Crma
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TOKCHYHOCT TpaOBa Ja Ob4aT OPOCNCAABAHM 3a TAKABA, KOraro CUTAIIUIITHH Y AUTOKCHUH CE€ NPUIIAraT
€IHOBPEMEHHO.

In vitro JaHHWTE NMOKA3BAT, Y€ CUTAITIMIITHH HE NOTHCKA U HE MHAyuupa CYP450 uzoensumure. [pu
KJIMHUYHY MPOYYBaHHs CUTATIMIITHH HE MPOMEHA 3HAYUMO (PapMaKOKHHETHKATA Ha METHOPMUH,
rmuOypuR, CUMBAcTaTHH, PO3UTIMTA30H, BapdapuH UK NepopaHy KOHTPALIEITHBH, AaBaHKH in vivo
JAaHHH 3a MaJiKa BEPOSTHOCT OT MPEeAU3BUKBARE HA B3aUMOACHCTBHA CbC cyOcTpaTH Ha CYP3 A4,
CYP2CS8, CYP2C9 u tpancnioprepu Ha opranu4Hd katuoHy (OCT). Curarnuntvx Moxe na 6bu1e ¢nad
HHXUOHMTOP HA P-IIIHKONPOTENHA in VIVo.

4.6 DepTHIHTET, GPEMEHHOCT ¥ KbpPMeHe

bpeMeHHOCT
HaMa nocrareuHo JaHHH OT ynoTpebaTa Ha CHTAruMITUH py OpeMeHHU XeHU. TIpoyusaHus npu
)KUBOTHM [I0Ka3BaT PENPOAYKTUBHA TOKCHYHOCT MPH BUCOKH JO3M CUTArAMNTHH (BXK. TO4YKa 5.3).

OrpaHuueHWATE JaHHM NPEANONarar, ue ynorpedara Ha MeTopMUH Mpy OPEeMEHHM He € CBbp3aHa ¢
MOBUILEH PUCK OT KOHIC€HHTaNHU MangopMauun. [IpoyusaHuaTa ¢ MeTGOPMHUH IPH XKUBOTHH HE
10Ka3BaT BpeAHU €(EKTU BhB BPb3Ka ¢ OpeMEHHOCTTA, eMOPHOHATHOTO K (PETANHOTO Pa3BHTHE,
PAXOaHETO WM MOCTHATAIHOTO pa3BUTHE (BXK. ChUIO TOYKA 5.3).

JxkaMe3u He TpAOBa Aa ce U3IoNI3Ba N0 BpeMe Ha OpeMeHHOCT. AKO NauMeHTKATa HCKa a 3a0pemMeHee
HITH aKO HacTbIM OPEMEHHOCT, neueHUeTo TpAbBa Aa ce NpPeKpaTH U NauyeHTKAaTa a NPEMHUHE Ha
NIEYCHUE C HHCYJIMH Bb3MOXHO Haik-CKOPO.

KspMene

He ca npoBexaaHu [IpOyYBaHUS NPH KbPMELIH XKHUBOTHY C KOMOHHHPAHUTE aKTHBHH BELLECTBA HAa TO3H
JIEKapCTBEH NMpOAYKT. [Ipy npoy4BaHus, NpoBeXAaHH ¢ OTASIHHTE aKTHBHH BELLIECTBA, H CUTAINIMNTHH, U
METHOPMHUH CE EKCKPETHPAT B MIKOTO Ha JakTUpalu mIsxose. [Ipn xopa MeTdhopMHH ce eKCKpeTHpa B
KbpMaTa B MaJIkid Konu4decTBa. He € H3BECTHO aanu CUTArJIMNTHH ce €eKCKPETHpa B KbpMarTa.
Cnenosatenno pxaMesu He TpabBa Aa ce u3No/3Ba MPH XEHU, KOUTO KBPMAT (BXK. Touka 4.3).

dOepTHIHTET
HaHHUTE OT NPOy4BaHUA NPH )KUBOTHM HE TNPEANONaraT BIMAHHE BbpXY (GepTHANTETA HA MBXKH H
MKEHCKM IUTBXOBE NPHU TPETUPAHE CbC CUTArNMHNTHH. JIMNICBAT JaHHK NMPpH Xopa.

4.7 Edextn Bnpxy cnocobHocTTa 32 ogUHpaHe U patoTa ¢ MaLLIMHK

JoKaMesH He MOBIHABA WIH MOBIHABA NpeHeOpexxMMo cnocobHOCTTa 3a wodupake u paboTa ¢ MALIMHH.
B cv0TO Bpeme npu wiopupade uny pabora c MaliMHY, TpAOBA Aa ce UMA NPEABUI, Ue MPH
CUTArJIMNOTHH ca JOKAAJABAHH Cllyyay Ha 3aMaiiBaHe U ChHJIMBOCT.

OcseH ToBa, nauueHTHTE TPAOGBaA 1a ce npeaynpexaapaT 3a pUCKa OT XHIIOMJIMKEMHA, KoraTo Jxamesu
C€ U3M0a3Ba B XOMOUHAUKUA CbC CYNPOHUNYPEHHO MPOUIBOIHO MM C UHCYJINH.

4.8 HexenaHH 1eKapCTBEHH peaklMH

Pe3ioMe Ha npoguiaa Ha O€30MacHOCT
HsaMa npoBeaeHU TEpaneBTHHHU KIIMHUMHH U3NUTBAHKA ¢ J)kamesn TabmeTky, HO Guoe
Ha /IxaMesu € qoKa3aHa NpH €AHOBPEMEHHOTO MPHIOKEHHE HA CUTATIIMIITHH H MET)
5.2). CrobaBaHu ca CEPUO3HU HEXKEJIAHM PeaKLIMH, BKIIKOUYHTEHO MAHKPEaTHT H pe
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CBPbX4YyBCTBHTENHOCT. CboOIIaBaHa € XUITOTTHKEMMA MTPH KOMOHHALHA CbC CYIPOHUTYPEHHO
npoussoano (13,8%) u ¢ uncynun (10,9% ).

CUTarIunTHH H METHOPMUH

Tabauwen CRUCDHK HA HEXCENAHUMEe Peakyuu

HexenaHuTe peakuuu ca u3bpoeHu no-gony ¢ npenopbusanute oT MedDRA Tepmuau cnopen CHCTEMO-
oprasHa Knacudgukauus u abcomorsa yecrota (Tabmuua 1). [lo yecToTa ce onpeaeNaT XaTo: MHOIO HECTH
(= 1/10), uectu (= 1/100 go <1/10), neyectn (> 1/1 000 o < 1/100), peaxu (= 1/10 000 oo < 1/1 000),
MHoro peaku (< 1/10 000) ¥ ¢ HenzBecTHA HECTOTA (OT HANUYHKUTE JAHHU HE MOXE Ja ObAe HanpaBeHa
OIIEHKA).

Tadauua 1: YecToTa Ha HekeJaHHTE PEAKIIMN YCTAHOBEHH MO BpeMe Ha IIaled0-KOHTPOIHPaHH
KIHHWYHH MPOYYBAHMH ChC CHTAMHOTHH M MeTPOPMHH  CAMOCTOATENHO W NPH

NOCTMAPKETHHIOBHSA ONHT

Hesxenana peakuus

YecToTa HA HEXKETAHATA peaKlHUn

HapyumeHHsa Ha KPbBTAa H TUM@HATA CUCTEMA

TpOMOOLIMUTONECHHUSA

Penku

HapylmieHHs HA MMYHHATA CHCTEMA

pEaKiMi Hd CBPBXYYBCTBUTEIHOCT,

BKTHOYMTE/THO aHA(PMIAKTHYHU OTTOBOPH !

C Heu3BEeCTHA YecToTa

Hapymenus Ha meTab0aH3Ma U XPAHEHETO

XMIIOTTHKeMHKA' YUecTH
HapymeHus HA HEPBHATA CHCTEMA
CBHIUBOCT Heuectu

PecnupaTopHy, rPHAHH H MEAHACTHHAIHH
HAPYLUEHHA

MHTepcTHLHANHA Genoapobra Gonect

C HeM3BECTHA UeCTOTa

CroMamiHO-vYpeBHH HAPYLICHHUS

ANapHd Heuectu
rajcHe YectuH
duatyieHU s YecTH
3aMeK HeuectHt
GonKa B ropHaTa 4acT Ha Kopema Heuectu
MOBpBHIUAHE YecTu

OCTBHp naHKpeaTut '

C HeusBecTHa 4ecToTa

hataneH u HedaTajleH XeMOpariuieH H
HEKPOTHM3UPALl IAHKPEATHT '

C Hen3BeCTHA 4ecToTa

HapyuieHHsi Ha KOKATA H NOJAKO0XKHATA ThKaH

MPYypPUTYC Heuectu
aHrnoeaem ' C HEeH3BECTHA YECTOTA
o6pus ™ C Hen3BECTHA YeCTOTA

ypTukapus '

C HeM3BECTHA 4YecToTa

KOWEH BACKYJIUT !

C HEU3BECTHA 4€CTOTS m

ekcONIMATUBHY KOXHH 3a00/18BaHMA,
BKJIHOYHMTENIHO CHHAPOM Ha Stevens-Johnson™!




6ynozen nemburons C Hen3BecTHa YecToTa

HapylueHust Ha MYCKYJIHO-CKe/IeTHATA
CHCTEMA H CheAHHHUTEJNHATA ThKAaH

apTpanrus’ C HeM3BECTHA YecToTa
MUAITHA C HeM3BECTHA YECTOTA
OoJika B KpafHHLIMTE C HeW3BecTHA 4eCTOTA
6onka B repba’ C HeHU3BECTHA YECTOTA
apTPONaTHs C Heu3BecTHa 4eCTOTA
Hapymennn na On0peuHTe H NHKOYHHUTE

NbTHHIA

HapylieHa Ob6peuta GyHKms C Hen3BeCTHA YecTOoTa
ocTpa OhOpeyHa HeAOCTATBYHOCT C Hen3BecTHA 4eCTOoTa

Y
Hexenanurte peakiMu ca KACHTHQHUAPANH MO BPEME Ha NOCTMAapKETHHTIOBOTO HabaroaeRue.

" Bux Touka 4.4.

} BukTe npoyysaHeTo 3a 6e30NacHOCT MO OTHOLIEHHE Ha ChpAeYHO-CBRoBaTa cuctema TECOS no-momy.

OnucaHre Ha U30paHH HEXKEIIAHN peaKUtuy

Hsixon HexkenaHH peakUuH ca HabngaBaHy Mmo-yecTo Npy Mpoy4BaHHs 3a KOMOHMHUpaHa ynotpeba Ha
CHUTArJIMIITHH ¥ METGOPMHH C APYrY aHTHAMAOETHH JIEKapCTBEHH NPOAYKTH B CPaBHEHHE C NIPOYUYBAHUA
Ha CUTarJIMOTHH M METPOPMHH CaMOCTOATENHO, T€ BKAIOYBAT XHIIOIMTIUKEMHA (KaTEropys Ha 4eCTOTa
,"MHOT'O 4eCTH ' ChC CYI(POHHIYPEHHO NPOH3BOAHO MM KHCYNHMH), 3aneK (,,4eCTH CbC CYAPOHANYPEHHO
[pOH3BOJHO), nepudeper oTok (,,4ecTH ¢ MUOTIMTA30H) U INIaBODOJIME U CYX0Ta B ycTaTa (,,HEYECTH ' C
MHCYIIUH).

Cumacrunmun
[Ipy npoy4BaHUs BBPXY MOHOTEpanus ¢b¢ cUTaraunTvH 100 mg BeaAHBK JHEBHO CAMOCTOATENHO B
cpaBHEHME ¢ MIanedo, ChOOLISHUTE HEKENAHM peEaKLMU ca raBodoJIve, XUMTOMIMKEMHS, 3a1€K H

jaMalBaye.

Cpea T€34 NAUHEHTH HEXEAAHUTE CHOUTHS, CHOOWABAHN HE3ABUCUMO OT IPHUMHHO-CAEACTBEHA BPb3Ka
C JIEKapCTBEHHA MPOAYKT, € YECTOTA Hal-Manko 5%, BKIKOYBAT HHPEKLUMH HA TOPHUTE JMXATE/IHH
MbTHLIA U HazodapuHruT. OcBeH TOBA, ca ¢ChOOLIIEHH OCTEOAPTPUT K DONKA B KpaWHULIMTE, C 4ECTOTA
HeyecTH (> 0,5% n0-BHCOKA cpell YHACTHHLIMTE, NOJIYYNUIH CUTAMTUNTUH, OTKOJIKOTO Ta3y B

KOHTpPOJIHATaA rpymna).

Memdpopmun

CToMalHO-4YpEBHY CUMNTOMM ca ChOOIIABaHK MHOTO 4ECTO fIpY KNHHUYHU NMPOYYBAHHA U IIPH
MOCTMapKeTHHIroBara ynorpeba Ha merdopmuH. CTOMALHO-YPEBHUTE CUMIITOMH KaTO r'aicHe,
MOBpbiLaHe, AHapus, Oonka B kopema u 3aryba Ha aneTHUT ce MOosABABaT MO-4eCTO MPH 3ar0YBAHE HA
JIEYEHUETO ¥ B MTOBEYETO CAydau NPEeMUHABAT CIIOHTAHHO. JJOMBIIHUTEIHY HEXEeNaHH peaKLUH, CBbP3aHH
¢ MeTOPMHUH, BKIOUBAT METAJIEH BKYC (4€CTH); NaKTaTHa aunjo3a, HapyuieHus Ha 4epHOApOOHaTa
¢byHKUMA, XeNaTUT, YPTHKAPUA, epuTeMa U ChpOex (MHOro peakH). JIbarocpoyHoTo JIEHEHHE C
MeT(OPMHUH CE CBbP3Ba ¢ HaManaBaHe Ha abcopbuusta Ha BUuTaMuH B2, KkoeTo MHOTO pAaKO MOXE Ja
JOBEAE A0 KIHMHUYHO 3HAUMM ReduUUT Ha BUTaMuH B12 (T.e. MeranobnactHa aHemus). Kareropuute no
4eCTOTA C€ OCHOBABAT HA HajlMuHaTa HHPopMauung B Kparkata xapakTepucTHKa Ha NPOAYKTA Ha
MeTGOpMUH, ogodpeHa B EC.

[leaaTpUyHa NOMYJIALIHS
B KIMHHUYHH H3MUTBAHHUA ChC CUTArAUNTHH/METHOPMHU IIPH NEAHATPULHH [TALUEHTH
THN 2 Ha BBb3pacT o1 10 a0 17 roauuy npopuabT Ha HEXENAHUTE peaKLUH KaTo LA
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HabnronaBaH opy Be3pacTHy. [lpy neavaTpUyYHK NALMEHTH, KOMTO Ca HIIK HE Ca HA OCHOBHO JIeYEHHE C
HWHCYJNHH, CHTArAMNTHH C€ CBBP3Ba C NOBHUILEH PUCK OT XUMOTTHKEMHUA.

IIpoyusane 3a Gesonacnocm no omuowenue Ha cvpoeuro-cvoosama cucmema TECOS

H3nuTBAHETO, OLEHABALIO CHPACYHO-ChIOBATE PE3yNTaTH NPH JieueHue che cutarnuntud (TECOS),
BK/IIOUBA 7 332 nauueHTH, ekysanH cbe 100 mg cutarnuntuH aHesHo (w1 50 mg qHEBHO, ako
M3XOAHHUTE CTOMHOCTH Ha M3YMCIIEHATa CKOPOCT Ha rinoMepyJiHa ¢untpauus (eGFR) ca > 30 u

< 50 ml/mun/1,73 m?), u 7 339 nauuentu Ha niaue6o B intention-to-treat monynauusta. J{ete neueHus
ca 100aBCHH KbM OOM4AaHHHTE IPHKHU CBIVIACHO MECTHHTE cTaHaapTH 3a HbA lc u chpaeyHo-cbaoBH
PUCKOBH (hakTopH. OOLLUaTa YE€CTOTA HA CEPUO3HUTE HEXeNaHH ChOUTHA MPH MaUMEeHTH, MONy4aBaLIHy
CUTArJIMITHH, € CX0/HA C Ta3u NpH NDALUEHTUTE, NoJdy4vaBallu rauedo.

B intention-to-treat nonynauusaTa cpej NalMEHTHTE, KOUTO M3MON3BAT UHCYIMH W/ MIH CYNhOHUTYDes Ha
H3XOAHO HHBO, YECTOTATa Ha TEXKKA XUMoriukemus e 2,7% npu naumeHTUTE, IEKYBaHH ChC
CHTArNIMNTUH U 2,5% NPH MALMEHTUTE Ha IU1aLebo0; cped MaLUueHTUTE, KOUTO HE H3NOI3BaT UHCYIUH
H/MIH CyNOHUNYPEA HA H3XOAHO HHBO, YECTOTAaTa Ha TEXKKa Xunoraukemus e 1,0% npu nauueHTHTe,
NeKyBaHy b cutarnunTul ¥ 0,7% npu naumentute Ha nnanebo. Yectorara Ha noTBLPACHH cubHTHUA,
OTAaBaHH Ha nmaHKpeatHT, € 0,3% npu nauMeHTUTE, NEKYBaHH Che CHTArMOTUH K 0,2% NpU naumeHTHTE

Ha raueoo.

ChobuiaBaHe Ha NOAO3IUPAHU HEXKEAAHH peaKilUH

C100luaBaHETO HA MOJ03UPAHHM HEXENAHH PeaKLMK Cle/l pa3pellaBate 3a yrorpeba Ha NeKapCTBEHHA
IPOAYKT € BaXKHO. ToBa N03BONABA Ja MPOIB/DKH HabNIOACHHETO Ha CHOTHOLUEHHETO NOA3a/PHCK 3a
NeKapCTBEHUA NPOAYKT. OT MEAMUMHCKHTE CELMATHUCTH €€ H3UCKBA Ja ChoOLIABAT BCAKA NOA03MpaHa
HeXenaHa peakunsa upe3 M3nsiaHuTENHa areHuus no nekapersara, yi. ,,Jlamau Fpyes” Ne 8, 1303
Cogus, Ten.: +359 2 8903417, yebcaiir: www.bda by,

4.9 IIpeno3npane

ITpy KOHTPONMPAHH KJIMHHYHH U3MMTBAHHUA CbC 3/|PABH Y4aCTHULIM C€ MPHUIAraT eJHOKPATHH 103K 10
800 mg cutarnunTvH. MuHuManHo yasmkasade Ha QTc, KOeTo He ce CUMTA 3a KIIMHHYHO 3HAYHMO, Ce
HabmnonaBa MpH €1HO Npoy4BaHe ¢ A03a oT 800 mg curarnuntud. Hama onut ¢ ao3u Hag 800 mg npu
KJIIMHHYHM Npoy4sanus. [Ipn npoyysanna da3za | ¢ MHOroKpaTHO Mpuiarade, HAMa CBLP3aHH € A03aTa
KITHHHYHYU HEXCNaHHM JIEKapCTBEHY peaKklHy, HabI04aBady IPY CHTArMUOTHH ¢ 1031 o 600 mg nHeBHO
3a nepuoay o 10 auun u 400 mg aHeBHO 3a nepuoau go 28 auu.

['onamo npenosupate ¢ MeTGOPMHUH (MM €EXHOBPEMEHHO CBHILECTBYBALL PUCK OT JIAKTaTHA alKUA03a)
MOXE 1a NOBEAE A0 JaKTaTHA alM03a, KOATO € CMEIEH MERUIIMHCKY ClTy4Yai ¥ TpabBa 2a ce nekyBa B
Oonuuua. Hait-eekTMBHHAT METOR 33 OTCTPaHABAHE Ha JIAKTaTa ¥ METHOPMHUHA € XeMOAHANH3aTA.

[pu knuunynK npoyusanms Npubnusutento 13,5% ot go3ata ce oTcTpaHaBa nNpy Npoab/bKaBaa 310 4
Haca xemo/nanu3Ha cecus. [1pu npeunerka 3a KIMHUYHA HEOOXOOUMOCT MOXE Ja e NPENNTPUEME T10-
NpOAB/DKUTENHA KManu3a. He € n3BeCTHO Janu CUTArMUITHH ce AManu3upa NPy NePUTOHEanHa A1alIu3a.

B cny4ai Ha npeno3upase € NOAXONMAILO A3 Ce NPEANPHEMAT OOUKHOBEHUTE MOJABPXKALLN MEPKH, KATO
OTCTpaHABAHE HAa HeabcopOHpaHKs MaTepUan OT CTOMALUHO-YPEBHMS TPAKT, KIMHUYHO HabMoaeHHe
(BKITIOUUTEIIHO H EJIEKTPOKAPAMOTPaMa) U MpH HYXkAa 3aM04BaHe Ha NOJAbPXALIO JIeYECHHE.
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5. ®APMAKOJIOTHYHHK CBOHMCTBA
5.1 PapMaKoAHHAMMYHH CBOHCTBA

dapmakoTepaneBTUYHa rpyna: AHTHAHAOETHY nekapeTsa, KOMOMHALIMM OT NIEPOPATHM NEKAPCTBA 34
HaManABaHe Ha KpbBHata 3axap, ATC xoa: A10BDO7

Jhxame3n KoMOuHYpa 1Ba AaHTUXUNIEPrIUKEMHYHH TEKAPCTBEHH NPOAYKTa C AOMBABAL C& MEXAHU3BM Ha
AEHCTBHE 33 NOA00pABAHE Ha IMHUKEMUYHUA KOHTPO [PH MALMEHTH ¢ AHabeT THN 2; CUTarIUNTHH
(ocdar, nunentraun nentuaasa 4 (DPP-4) unxuburop u MeThopMUHOB XHAPOXIIOPU, TPEACTABUTEN
Ha KJ1aca Ha OUrBaHUAUHUTE.

CUTaraunTtuH

Mexanuzvm na oeiicmeue

CuTarnuntii Gocdar € nepopanHo akTUBEH, CHWIEH U BUCOKOCEIEKTHBEH MHXHOUTOP Ha eH3UMa
aunenruavn nentuaasa 4 (DPP-4) za neuenue Ha auaber tum 2. Unuxubutopure Ha DPP-4 ca knac
BEILLIECTBA, KOMTO ACHCTBAT KAaTO €HXAaHCEPH HA MHKpeTHH. Ype3 nHxHOUupaHe Ha enzuma DPP-4,
CUTArIMNTHH MOBHILIABA HABATA HA [Ba H3BECTHH aKTHBHH WHKPETUH XOPMOHA, MIOKArOH-110100HUA
nmentug-1 (GLP-1) u rnroko3a-3aBucrmus uncynutorponex nonunentua (GIP). MukperuuuTe ca yacr ot
€HIOTeHHa CHCTEMA, Y4acTBalla BbB (HU3HOOTMMHATA pEryIallug Ha IHKO3HaTa xoMeocTasa. KoraTto
KOHUCHTPALMMTE Ha KPbBHATA 3axap ca HopManhv uian noBuedy, GLP-1 n GIP 3acunpar cuHTesa u
OCBODOXK/AaBAHETO HA MHCYJIHH OT MaHKpeaTHYHHUTe Oera-kneTku. Oceed ToBa, GLP-1 namansa
CCKPEIHATA Ha IIIOKAroH OT NMaHKpeaTHYHUTE anda KIETKH, BOASHKH A0 HAMAIEHO MPOU3BOJICTBO Ha
yepHOApoOHa ritoko3a. KoraTo HHBaTa Ha IUIH0OKO03a B KPBBTA €a HUCKH, 0CBOGOXKAABAHETO HA MHCYIHH
HE C€ CTUMYINIHPa M CEKPELIMATA Ha [JIKOKAroH He ce MoTHCKA. CHTArIMIITHH € CHIIEH U BUCOKO
cejekTHBeH HHXHOUTOp Ha ensuma DPP-4 u ne naxubupa cxoanure no ctpykrypa ensumu DPP-8 win
DPP-9 B TepanesTHutmn koHueHTpauuK, CHTArIMIITHH Ce pa3nH4asa o XMMHUYHA CTPYKTYpa M
bapmakonoruyHo aencTBue OT aHanosute Ha GLP-1, uncynus, cyndoHunypes win MErINTHHUAM,
OMrBaHWIMHH, ArOHMCTH Ha aKTHBHPAHMA OT NEPOKCH3OM npoaudeparopa rama-pelienrop (PPARY),
asda-TIIOKO3InAa3HN HHXUOMTOPY H aHaI031 Ha aMUJIKH.

[Tpu ABynHeBHO Mpoy4yBaHE Ha 3APAaBM YHACTHHLM, CHTAMJIMNTHH, HPUIOKEH CAMOCTOSTENHO, MOBUIIABA
aktuBHaTta GLP-1 koHUEHTpaiua, ZOKAaTO MEeTHOPMUH NPUIOKEH CAMOCTOATENHO, MOBKIIABA AKTURHATA
u obwara GLP-1 koHueHTpauus B cxonHa creneH. ETHOBpeMEHHOTO NpunaraHe Ha CUTArJAUNTHH U
METHOPMHH UMa auTHBEH edeKT BbpXY akTuBHATa GLP-1 koHuenTpauus. CUTArIKHNTHH, 32 Pa3/UKa OT
MET(POPMHH, noBriuasa akTuBHaTa GIP KoHueHTpaLuMs.

Krunuuna ehuxacrocm u besonacnocm
Kato 1sano, cutarmunTiHH noAoOpsaBa MIMKEMUYHKS KOHTPO, KOraTo CE M3M0/3Ba KATO CAMOCTOATETHO
MM KOMOHMHHpaHO /IeYeHHUE PN Bb3PACTHH MaUMEHTH ¢ anaber tvn 2.

[lpy KIMHHUYHK U3NUTBAHHUA, CUTArTIMITTUH KATO MOHOTEPANua N0A00pABa IMHKEMHUYHHSA KOHTPOI 4pe3
3HA4YMUTENHO HaManenue Ha xemornooud Alc (HbAlc) n rnroko3ata Ha rmaaHo u cnea XpaHeHe.
Hamanenuero Ha rnnasmesara rinoxosa Ha rnaaHo (FPG) ¢ HaGnogaeano Ha 3-Ta ceaMuua, mbpeaTa
BpEMEBa TOUKa, B KoATO € H3MepeHa FPG. HabnogaBanara yecToTa Ha XMNOMNIMKEMUS [pU NMALUEHTH,
JICKYBaHH CHC CUTAIJIMIITHH € noAcdHa ¢ Tasu npu nnauebo. TenecHOTo TerNo He ¢e € yBenU
CIIpPAMO U3XOAHUTE CTOMHOCTH MpH NeueHUE ¢be cutarnunTud. Habmoaasano e nogob
CYPOTaTHUTE MapKepH Ha PpyHKLHOHHUPaHe Ha OeTa-KknerkuTe, B ToBa unucio HOMA-B
MOJEI 33 OLICHKa-[3), CLOTHOLUEHHETO HA NPOUHCYJIMH KbM HHCYIIHH U nmcaza’reﬂﬂ’ra"'
OeTa-K/IETKHUTE NP TECTA 32 TONEPAHTHOCT MMPKH YECTO AABAHE HA XPAHa.
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Ilpoy4yBaHUs CBC CUTAITUNTUH B KOMOMHAUUA ¢ MeThOpMUH

[Ipn 24-ceaMHYHO MIaLE00-KOHTPONIMPAHO KIHHUYHO NPOYUBAHE 3a OLEHKA Ha e(DUKACHOCTTA K
besonacHocTTa npu Ao6assHe Ha cuTarnunTuH 100 mg BegHBkK AHEBHO KbM CHILECTBYBALIO JIEYEHHE C
METGOPMUH, CHTATTHITHH OCUTYPABA 3HAUUTEIHO NOACOPEHHE HA [IHKEMHUUYHUTE NIAPAMETPH B
cpaBueHue ¢ nnanedo. Ilpomanara cnpsamo H3X0ZHHTE CTOHHOCTH Ha TEIECHOTO TEr0 € NOAOOHa NpH
[MAUMEHTH, NEKYBAHHU CBC CUTAMTUNTHH clpsamo mnauebo. [Ipu ToBa npoyyBadHe uMa mono0OHa YecToTa Ha
Cly4au Ha XMNOOTIMKEMUS NMpY MaUMEHTH, JIEKYBAHK CbC CUTAIIMIITHH MIIH 1atedo.

IIpu 24-ceamuvHo rulanebo-KOHTpoIMpaHo GaKTOpaTHO MPOYYBAHE HA HAYANTHO JICYEHHE, CUTArTHIITHH
50 mg aBa NbTH JHEBHO B KOMOMHALUA ¢ MeTdopmuH (500 mg unu 1000 mg aBa meTH AHEBHO) ce
MOCTUra 3Ha4NTEIHO NOAOOPEHHE Ha MNIHKEMHYHHTE apaMETPH B CPABHEHHE C BCAKA MOHOTEpaIus.
Hama/ieHHETO Ha TEIECHOTO TErJIO NP KOMOMHAUMATA CUTAIIUIITHH U MeT(GOPMHH € NOZOOHO HA TOBA
Ha0JI0aBaHO NIPK METPOPMHH CAMOCTOATEIIHO WIH IIaleb0; HAMa MPOMAHA CNPAMO W3XOAHUTE
CTOMHOCTH NPH MALMEHTH HAa CUTAMTMNITUH CaMOCTOATEIHO. YecToTaTa Ha XMIOrIMKeMys € noxobHa

Cpeld AEKYBAHHUTE IPYIIU.

[lpoyusane cbe CHTATIMOTHH B KOMOURAMA ¢ METHOPMHUH U CYIHOHUNYDES

24-ceAMUYHO TALEe60-KOHTPOIMPAaHO KNIMHUYHO MPOYBAHE € aHHUPAHO A4 OUEHH e(pHKACHOCTTA U
Ge3onacHocTTa Ha cuTarnMnTUH (100 mg BeadbX AHEBHO) NpUOABEH KbM INIMMENHPU (CAMOCTOATENHO
WK B koMOHHauua ¢ MeTdpopmuH). Jlo6aBsHETO Ha CUTAIIMNTUH KbM IIIMMENUPUA H METHOPMUH,
OCHI'YPABA 3HAYUTEAHO MOA0OPEHHE HA NTMKEMUUYHUTE napameTpu. [launenTure, neKkyBatu cue
CUTarMNTHH UMaT ¢nabo noeuileHue Ha TenecHoTo Terno (+1,1 kg) B cpaBHenue ¢ Te3u, nonyyasany

nnauedo.

[IpoyuBaHe CbC CUTAIJIMIITHH B KOMOMHALIMSA C meThopMuH ¥ PPARy arouucr

26-cenMUyYHO MnaLne60-KOHTPONUPAHO MPOYyYBaHE € NPEAHA3HAYEHO Aa OLeHN edUKACHOCTTA U
Oe3onacHoctTa Ha cutarnunTHH (100 mg Beanbk AHEBHO), foOaBeH KbM KOMOMHALMA HA THOTIMTA30H U
MeTHopMuH. JJ0OaBAHETO HA CUTArNMUNTHH KbM MHOIMTAa30H H MET(OPMHH, OCUIypABa 3HAYUTETHH
noaoOpeHus Ha rnuKkeMHyHnTe napaMeTpl. [IpoMaHaTa B TeNeCHOTO TETIO OT U3XOAHO HUBO € MoaoGHa

Ha TasW MpH NMalLYEeHTH, JCKYBAHK ChC CUTATTIRIITUH, B cpaBHEHHeE ¢ nnanebo. Yectorara Ha

XHMOTTHKEMHS ChILIO € NoJ0OHA NPH NALMEeHTHTE, IEKYBAHH ChC CHTAIJIMIITHH MM Maanedo.

[IpoyusaHe Ha CUTArIMNTHH B KOMOHHALKA ¢ METHOPMUH H MHCYJIHMH

24-ceAMUYHO M1aLeb0-KOHTPOMMPAHO KIMHUYHO NPOYUYBAHE € NpeJHa3HAYCHO a4 OLEeHH e(PEKTHBHOCTTA
u Oe3onacHocTTa Ha cuTaraunTuH (100 mg BeaHbk AHEBHO) N0GaBEH KbM HMHCYNIUH (IpH cTabuiiHa fo3a
3a HaH-MaJIko 10 ceamuul 1) ¢he unu H6e3 metgopmuH (Haii-Manko 1 500 mg). ITpu nauuenTty, npueMaru
MPEABAPUTENIHO CMECEH MHCYJIMH, cpeaHaTa nHeBHa ao3a e 70,9 U/anesHo. Tlpy nauueHTH, NpHEMaLLH
HECMECEH NPENBAPHTEIHO MEXAUHEH/ IPONB/DKUTENHOACHCTBAIN} MHCYIKHK, CPEHATA JHEBHA 1032 €
44,3 U/anesro. Hanuute ot 73% ot nauHeHTUTE, KOUTO ca NpUeMand MeT(GOPMUH Ca NPEACTABEHU B
Tabnuua 2. lo6aBSHETO Ha CUTArMTUANTHH KbM HHCYJIHH OCUIYPSBA 3HAYHMTENHO NOAOOPEHHE Ha
IIMKEMHYHUTE MapaMeTpy. HAMa 3HauuTeNHA NPOMAHA B TEJIECHOTO TEIJIO OT U3XOAHOTO HUBO B JIBETE

IPYIN.

Tabanua 2: Pezyaratu 3a HbAlc npn naauneGo-KoHTpoIMHpaHu Npoy4YBaHus ¢ KOMOMHHPaHO
Je4YeHHe CbC CHTAITHITHH H MeThOPMHH*

Cpenuu - _l_. 1 ‘\
c‘rol:‘ir?ocm Cpeana npoMaHa K“P ‘ '?UJ SHY "iﬂ;ﬁ |
CIIPAMO U3XOIHO nIangdos-cpe MMy ‘}’\l@ \
[Ipoy4ysane Ha H3XOAHO I A S A
HuBo HbAlc HbA Lc (% 2 h:‘é[(":g; i
(%) Ale 9 LOsscn s [ |
e ,:'f ..r'.-’_'"‘l K —;'.:-' Jr
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Cutarnmuntud 100 mg
BEAHBK AHEBHO, 100aBEH 0.7
N\, T'.II
KbM (OHOBA TEPANHA C 8,0 -0,7
MeTHOPMHUH'
(N=453)
Curarnuntud 100 mg
BEAHBK JHEBHO, 100aBeH 0.9+
KbM (OHOBA TEPAITHA C 8,3 0,6 Y
rIUMenUpH + MeTHOpMUH (-1,1,-0,7)
(N=115)
Curarnuntux 100 mg
BEAHBK AHEBHO N0OaBEH

(-018! '0!5)

KbM (POHOBA TEpanuA C 0.7
NHOrNMTa30H + MeTdhopmun’ 8 8 1.2 -0,71,1
(N=152) (1,0, -0,5)

Cutarauntud 100 mg

BeJIHbXK AHEeBHO, nobaBeH

KbM (pOHOBA Tepanui ¢ 8,7 0,78 -0,5 8.1
HHCYIUH + MeThopMHH' (-0,7,-0,4)
(N=223)

Hauyando neyedue (aBa
MbTH JHEBHO)

CUTArNIMITTHH -1,6%.]
8.8 -1.4

50 mg + MeTdopMHH (-1,8, -1,3)

500 mg T

(N=183)

HavanHo neuyenue (aBa
MbTH JHEBHO)

CHTArUITHH 8.8 1.9 2,1%,1
50 mg + MeTdopMHH (-2,3,-1,8)
1 000 mg

(N=178)

* [onynaunsTa OT BCHYKN NEKYBAHK NalHenTH (intention-to-treat ananus3).
" Haii-mMankuTe cpeIHU KBaJApaTH ca KOPHTHPAHHU CHIPAMO CTaTyCa MPK MPEXOAHOTO AHTHXHITCPTITHKEMHYHO IEYeHHe H

CTOWHOCTTA Ha H3XOIHO HUBO.
¢ p< 0,001 8 cpaBuenne ¢ mrauebo Hiu nnauebo + KOMOHHHPAHO NedeHHe.

' HbAlc (%) ua 24-Ta ceamuua

Y HbAlc (%) Ha 26-Ta ceaMHLAa
' Haii-MankuTe cpenHy KBagpaTy ca KOPHTHpaHH 3a yrnoTpeGaTa Ha MHCYMMH nipy BH3NTa | ( [peBAPHUTETHO CMECEH Cpelly
HECMECEH MPERBAPHTENHO [MEXANHEH WIH NPOIL/DKHTENHOACHCTBA)) ¥ M3XOAHA CTOHHOCT,

[lpu 52-ceamuuno npoyusane, CpaBHABALLO ePHKACHOCTTA U Oe30MmacHocTTa npy no6aBsaHe Ha
curaraunTul 100 mg BeAHBK RHEBHO HAM FIMNM3NA (CyndoHUNYpeiiHO MPOXH3B0HO) PH NALMEHTH C
HEAOOBD INIMKEMHYEH KOHTPO/I IIPH MOHOTEPANHKS ¢ MET(HOPMHUH, CUTATTUITHH € HDI?H/ ;(

npu noxmkasaHeTo Ha HbA L¢ (-0,7% cpeana npomsiHa cipsMo U3XOOHHTE CTOHHOC Esp,é ;
Cbe cpeaHa ctoiHocT Ha HbAlc ot npuﬁnnau'renﬂu 7,5% B npere rpynn). CpenHaTa’ Ae3A T
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rpynara Ha CUTarJIMNTUH ca NPEKbCHAMH OPAaaH JIMICA Ha eHKACHOCT, OTKOJIKOTO B IPyIaTa Ha
rannu3ng. IlanyeHTuTe neKyBaHu Cbe CUTATMMOTHH MOKA3BAT 3HAYUTEIIHO CPEAHO NOHUKEHNE CPAMO
H3XOAHUTE CTOMHOCTH Ha TeaecHOTo Terno (-1,5 kg) B cpaBHEeHHe CbC 3HAYHTENHO TOKAYBAHE Ha TErJI0TO
Mpy NaLKWEeHTH nody4yasand rnunusua (1,1 kg). B ToBa npoyuBaHe, OTHOLIEHUETO NMPOUHCY/IUH KbM
MHCYJIHH, MapKep 3a eCKTUBHOCTTAa HA MHCYIMHOBUS CHHTE3 U 0CBOBOXIaBaHE, Ce MOA0OPABA Che
CUTArjJMnTHH M CE BIOLIABA NPU JICYEHHUE C IIIHIM3UA. HecTOTaTa Ha XUMOTNMMKEMHMS B rPyIaTa Ha
CUTarMMnTHH (4,9%) € 3Ha4UTENHO 10-HUCKA OT Ta3M B rpynara Ha rnunusua (32,0%).

24-ceaMHUyuHO NNauebo-KOHTPOIMPAHO KIMHUYHO NIPOYUBaHE, BKIIOYBRALLO 660 NallMedTH e
MpeAHa3HAYEHO 1A OLEHU eMKACHOCTTA, BOACIIA A0 HAaMAIABAaHE HAa HHCY/JIMHOBUTE NO3H, U
besonacHocTTa Ha cuTarmunTHH (100 mg BeaHbX AHEBHO), KOTaTO € MpuGaBeH KbM HHCYIHH [IapXKUH
CbC MK be3 MeTgopmut (noxe 1 500 mg) no Bpeme Ha UHTEH3N(ULMPAHETO Ha MHCY/IMHOBATA TEPATHUA.
[Ipu nauuenTH, npueMallu MeThOpPMUH, n3xoaHaTa ctoiHocT Ha HbA lc e 8,70% ¢ HauanHaTa 103a
HHCYnHH € 37 IU/nHesHo. [launeHTuTe Ca MHCTPYKTHPAHH 1a THTPHPAT TAXHATA A034 MHCYIIMH TIIAPKHH
BL3 OCHOBA HA CTOHHOCTHTE Ha KPbBHATa 3aXap Ha [VIAJHO, H3MEPEHH UPE3 KPbBEH TECT ¢ YOMKIaHe Ha
npecTa. [lpn naunenture, npyueMaiiy METGOPMUH, Ha 24-Ta CCAMUIIA, YBEIMYABAHETO HA JHEBHATA 7034
HHCYNHH € 19 1U/aHeBHO NpY NauMeHTH, NeKyBaHH CbC CUTArIMNTHH U 24 TU/AHEBHO NP MaUMeHTH HA
naaue6o. [ounxkasanero Ha HbA lc npy nauneHTH, NekyBaHy CbC CUTArTIUNTHH, METHOPMUH H MHCYIUH
e -1,35% 8 cpaBuenue ¢ -0,90% npu naunenTn, nexysatu ¢ nnaue6o, MeThOPMUH M UHCYIIMH, PA3IHKaA
oT -0,45% [95% CI: -0,62; -0,29]. YecToTaTa Ha xunoraukeMmus e 24.9% [IPH NAlUECHTH, TEKYBAHH ChC
CHUTAarlMNTHH, METQOPMHH U HHCYIIUH M 37,8% npu nauneHTy, NeKyBanu ¢ miaue6o, MeThOpPMHH U
HHCYNTHH. Pa3nukara ce IbDKH OCHOBHO Ha MO-BUCOKWA NPOLEHT NAaLMEHTH B rpynara Ha muaiue6o,
H3MKTANM 3 WK NoBeYe enu3ola Ha xunornukemus (9,1 cnipamo 19,8%). Hama paznuka B yecToTaTa Ha
TEXKA XHUIMOITHKEMHS.

MetdopMHH

Mexanuswvm na oelicmeue

MetgopmHH € HUrBaHHAMH C aHTHXUNEPrIIMKEMKUYEH edEKT, MOHIKABAIL KaKTo Oa3aJHaTa, Taka U
[1a3MEHATa FI0KO3a cejl XpaHeHe. ToH He CTUMYIIMpa HHCYIHHOBATA CEKPELIMA U CACAOBATENHO HE
[peaHU3BUKA XUITOTITHKEMHA.,

Metgopmun Moxe aa AeACTBA MO TPH MEXaHHU3IMa:

- 4pe3 HaMaJIABAHE MPOAYKLUMATA HA YepHOApOoOHa FMI0Ko3a Ype3 HHXubUpaHe Ha
[IIOKOHEOreHe3aTa U MIIMKOreHoIn3ara,

- B MyCKY/IMTE, YPE€3 YMEPEHO MOBUILIABAHE HA MHCYTTHHOBATa YYBCTBUTEIHOCT, NOA0OpABANKH
nepudpepHOTO NOEMaHEe H YCBOSBAHE Ha JIKOKO3A,

- upe3 3a0aBsHe Ha aOcopOuMATa Ha II0K03a B TBHKHTE YepBa.

MeTgopMUH CTUMYTHpPA BHTPEKIETEYHUA CHHTE3 HA TIMKOFEH 4PE3 Bh3ACHCTBUE BPXY CAWKOTEH
CHHTeTa3aTa. MeTdopMHH NOBHUIIABA TPAHCNIOPTHHS KAaNaLUTET HA cNeUM(pUIHY THROBE MeMOpPaHHH
TpaHcnopTtepy Ha rntokosara (GLUT-1 u GLUT-4).

Knunuuna ehuxacnocm u bezonacrocm
[Ipu Xopata, HE3aBMCUMO OT NEHCTBHETO CH BHPXY IIHKEMMATA, METHOPMHH HMA OaronpMaTHH edeKTH
BBPXY JMIUAHHA MeTabonu3eM. ToBa ce NoKka3Ba NpY TePaneBTHYHH KOHIIEHTPALMU B I{OH'I]JDHHpaHH

KJIMHUYHH NPOY4BaHHA ChC CPEAHA NPOIBL/DKUTENIHOCT WIH ABATOCPOYHH KIHHUYHU APO
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[MAIHEHTUTE C HAAHOPMEHO TETJIO, IEKYBAHH ¢ METQOPMHH ClIe] HEYCIIEX C JUETa CAMOCTOSATENHO

[TOKa3BarT:

- 3HAYMTEIHO HAMAIeHUE Ha aOCOIIOTHUA PUCK Ha CBbP3aHUTE ¢ guabera YCNOKHEHHUA B MPyIIaTa Ha
MeThopMuH (29,8 cpbuTns/l 000 nanuenrorogunu) cnpsaMo auera camocTosTeaHo (43,3
cOuTna/l 000 nannenroronuun), p=0,0023 u crnpsiMo rpynuTe Ha KOMOUHALIMA CBC
cyndonunypes u MoHotepanus ¢ HHcyauH (40,1 cebutus/1 000 nauuenroroauuu), p=0,0034
- 3HAYUTE/IHO HaMaJleHHe Ha abCOITI0 THHMA PUCK OT CBbpP3aHaTa ¢ AMabeT CMbPTHOCT: METHOPMHUH
7,5 cvouTna/1 000 nauuenToroanHu, gueta camocroarento 12,7 cubutua/1 000
nauneHroroguHu, p=0,017
- 3HAUMTEJIHO HAMAaJIEHHE Ha abCoIII0 THHUA PUCK OT 001AaTa CMBPTHOCT: MeTPOPMHUH 13,5
cuOuTH/ 1 000 naumeHToroguHn cnpamo auera camoctostenHo 20,6 cudurus/ 1000
nauueHToroadHy, (p=0,011) u cnpsamo rpynure koMOuHKrpaHa cyIGOHHIYypEs U MOHOTEPAIHUS C
MHCYINH 18,9 cuburug/1 000 naunenToroauny (p=0,021)

- 3HAYMTETHO HaMalleHHe Ha abCOI0 THUA PHCK OT MHUOKapaAeH HHBApkT. MeTdhopmuH 11

cpOutua/l 000 maumeHToroauHHM, nuera camocroateNHo 18 cubutus/l 000 mauueHTOrOAMHY,
(p=0,01).

TECOS e panaoMmu3upano npoyysaHe npH 14 671 nauuedTy 8 intention-to-treat nonynauusata ¢ HbAlc
> 6,5 1o 8,0%, ¢ ycTaHOBEHO CHPAEYHO-CBAOBO 3a0014BaHe, KOMTO NOay4aBaT cutaraunTug (7 332)

100 mg nueBHo (Mnu 50 mg aHeBHO, aKo M3xoauuTe cToiitocTy Ha eGFR ca> 30 u

< 50 mi/mun/1,73 m*) uan nnaue6o (7 339), no6apeHn kbM 06UYARHHUTE MPHIKH CHITIACHO MECTHHTE
cranaapty 3a HbAlc n cepreuto-conoBu puckoeu dpaktopu. IMauuentu ¢ eGFR < 30 ml/mun/1,73 m2 ue
Ca BK/IOYEHH B npoyusaHeTo. M3cnenpanara nonynanus sknousa 2 004 naudeHT™ Ha BB3PACT

> 75 roanuu u 3 324 nauueHTy ¢ 6u6peuHo yspexaade (eGFR < 60 ml/mun/1,73 m?).

[lo Bpeme Ha npoyuBaHeTo, 0OwIaTa U3UKCIeHa cpeaHa pasnuka (SD) B croiiHocTute Ha HbA ¢ MEX Y
MPYNMHUTE Ha CUTArNIMITHH M M1auedo e 0,29% (0,01), 95% CI (-0,32, -0,27); p < 0,001.

[TepBUYHATA KpaHHA TOYKA 10 OTHOLIEHHE HA ChPAEYHO-CHAOBATA CHCTEMA € CHCTABHA OT MBbPBATA NOABA
Ha CbPAE4YHO-CHA0BA CMBPT, HedaTaleH MHOKapAeH HHPAPKT, HedaTaNeH UHCYNT WIH XOCHHTANH3ALHA
nopaay HeCTabMIHA CTeHOKapAus. BTopuyHKTE KpaiiHH TOUKM [0 OTHOLUEHHE HA CBPAEYHO-ChAOBATA
CHCTEMA BK/IIOYBAT MMbPBATa N0ABa Ha ChPACYHO-CBA0BA CMBPT, HeaTaneH MUOKApACH HHGAPKT MK
HedaTaneH MHCYNT; IbpBATa MOABa HA UHAMBUAYATHUTE KOMIIOHEHTH Ha MbPBHYHATA ChCTaBHA, 061IA
CMBPTHOCT K XOCIHUTATH3ALMY NOpaaHu 3aCTOMHA ChpleYHa HEROCTAThYHOCT.

Cnen npocneassaHe ¢ MeAMaHa Ha MPOABDKHTENHOCT OT 3 FOANHH, CUTATJINIITAH HE NOBUILIABA PUCKA OT
3HaYMMH HEXelaHU CbpPAEeYHO-CHAOBH CHOUTHA HIIHM PUCKA OT XOCTIUTAIU3ALMA 10PN ChPACYHA
HEOCTaTBYHOCT, KOraTo ce 100aBs KbM 0OMUaHHNTE FPYXKH NPU NAaLUEHTH ¢ auabeT THI 2 B cpaBHEHHE
¢ oOuyaiiHuTe rprxu 6e3 curarnuntud (Tabnuua 3).
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Tabsumua 3: YecroTn Ha KOMOMHHPARH CHPAEYHO-CHAOBH Pe3YJTATH M HA KJIIOYOBH BTOPHYHH
pe3yaTaTH

Cutaraunrusd 100 mg I1nanebo
YecToTa NHa YecToTa HA Koegpuunent p-CTO
HAa pPHCKA
N (%) 100 N (%) 100 P Hoct
MALHEHTO- NMauHeHTO- | (95% CI)
rogpau* roguau™
L
AHaaul B Intention-to-Treat nonyaaunsara
bpoit naunentn 7332 7339
InpBHUuHa ChCTABHA
KpaHHA TOYKA
(CbhpaeyHo-cbaoBa CMBPT,
HedatanieH MHOKap/ieH
uH(papkT, HedaTaneH
MHCYJIT WU
XOCNIUTANU3ALMA, TOpaIH 839 831 0,98
HecTabunHa credokapaus) | (11,4) | 4.1 | (11,6) 4,2 (0,89-1,08) <(,001
Bropu4yna ChCTABHA
KpaHHA TO4YKA
(CbpaeyHO-CBLAOBA CMBDT,
HehaTaeH MHOKapeH
uH$papkT unu Hedaranex 745 746 0,99
HHCYJIT) (10,2) 3,6 (10,2) 3,6 (0,89-1,10) <0,001]
BropH4en pe3yarar
Cbpae4yHo-cbaA0Ba CMBPT 380 366 1,03
(5,2) 1,7 [ (5,0) 1,7 (0,89-1,19) 0,711
Besxkakbe BUA MHOKapACH
UH(apKT (¢aTaseH u 300 316 0,95
HedaTaseH) (4,1) 1.4 (4,3) 1,5 (0,81-1,11) 0,487
BcesakakbsB BU HHCYIIT 178 183 0.97
| ($atanen u nedaranen) (2.4) 0.8 (2,5) 0.9 (0,79-1,19) | 0,760
XocnuTranusans nopaau
HecTabuNHa cTeHoKkapaAHs 116 125 0,90
(1,6) 3,5 (1,8) 0,6 (0,70-1,16) 0,419
CMBpT N0paay BCAKAKBA 547 537 1.01
MpHYKHA (7,5) 2,5 (1,3) | 2,5 (0,90-1,14) 0,875
XocnuTanu3auus, mnopaau
1| 228 229 1,00
CbPACYHA HEAOCTAThYHOCT (3.1) ] (3.1) L] (0,83-1.20) 0.983

¥ YecroTata Ha 100 naumenToroouHy e W3uKcieHa kato 100x(o6ups bpo#t naukenTH ¢ > | cubHTHE IO Bpeme Ha AOMYCTHMUS
MEPUOA Ha EKCTIO3NLKA CTIPAMO obKa Opoi MaluMeHTOTOMHHH Ha NpoCheasBaHeE).

" B3 ocHoBa #a Moge Ha COX, cTpatuduuupan no perHoH. 3a ChCTapHUTe KpaHHH TOYKH, p-CTOHHOCTH
TeCT 33 HeMH(DEPHOPHOCT, THPCEL] Aa MOKAKe, Ue KOSHHUHENTHT Ha PHCKa € ITO-Malsk ot 1.3, 3a B::HHJ;I(

P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 32 PANIHKUTE B KoedHIIHEHT Ha pHeKa. Y v ,g,.;’{f AN
' AHANTHIBT HA XOCTIMTANH3ALMATE MOPAIM ChPACYHA HEAOCTATBYHOCT € KOPHTHPAH 3a aHaMHe?3a 3a cbp'uﬁaué mﬂbmﬁquﬂcr ‘HE’ A
H3X0OHO HUBO. o T T e, e oy
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HleavaTpuyHa nonynauns

EBponeifckata areHuus no nekapcreaTa ocBo00XAaBa OT 3aAb/DKEHHETO 32 NIPENOCTABSIHE Ha
pe3yaTaTuTe OT NPOYUBAHUATA CbC CUTAMTMNTHH/METGOPMHH BLB BCUYKH NMOATPYNH HA NEAHATPUYHATA
Monysjauus CbC 3axapeH auabet TN 2 (BK. Touka 4.2 3a HHPOPMALIUZ OTHOCHO yrnoTpeba B
neaMaTpuaTa).

besonacHocTTa ¥ eprkacHoCTTa NpU 100aBAHE HA CUTArVIMITTUH [IPH NTeAUATPUYHH MALUEHTH HA Bh3pacT
oT 10 a0 17 roauuu ¢ q1uabet TUN 2 M HeaAeKBaTEH MMHUKEMUYEH KOHTPOA Ha MeTQOpPMHH, Che Hin Oe3
MHCYJIMH, Ca OLIEHEHH B ABE NMPOYUYBaHHs 3a nepuon ot 54 cegmuuu. JobaBAHETO HA CHTAarNMNTHH
(MPUIIOKEH KATO CUTAITUIITHH + MET(OPMMH UIIM CHTACIMNTHH + METPOPMUH C YABIDKEHO
ocsoboxaaBane (XR)) e cpaBHeHO ¢ 100aBsHeTO HA Mauedo xbM MeThopMmud uau metdopmuH XR.

Makap 4 1a ce AeMOHCTpUpPa NPERB3IXOACTBO MO OTHOWIEHHE MoHMXaBaHeTo Ha HbA l¢ 3a

CHTArNMUNTHH + METQOPMHH/CUTArINOTHH + MeT@opMuH XR Hag meTdopMuH Ha cenmuua 20 mpu
cOOpHHS aHATIU3 OT TE3M ABE NMPOYUYBAHHSA, PE3YJITATHTE OT OTAEIHHUTE [IPOYYBAHHA Ca HECHBMECTHMH.
OcseH ToBa, He ce Habmo JaBa N0-BUCOKA €(PUKACHOCT Ha CUTAMIMNTHH + METHOPMHH/

CUTAraunTvH + MeThopMHH XR B cpaBHeHHe ¢ MeTOPMHH Ha ceamuiia 54. CnenosatenHo, /bDkamesu He
TpsA0Ba Aa ce U3M0/3Ba MPU NEJUATPHYHU NALUEHTH Ha Bb3pacT oT 10 qo 17 roquxun nopanu
HEJOCTaThb4Ha edukacHOCT (BX. Touka 4.2 3a uHpOpMalIHMs OTHOCHO yroTpeba B neJHaTPHATA).

5.2 PMapmakoKMHEeTHUYHH CBOHCTBA

CHuraraunTu/MeThOpMUH

[IpoyuBanusaTa 3a OHOEKBUBAJICHTHOCT NPH 3/1paBy Y4aCTHULIM NIOKA3BAT, Y€ CUTArIHIITUR/ METPOPMHHOB
XUAPOXNO0pKUA KOMOMHMPaHH TabneTku ca 610eKBUBAIEHTHH Ha €JHOBPEMEHHOTO MPHIOKEHHNE HA
CHUTarnunTuH gocdar ¥ METPOPMHUHOB XUAPOXJIOPU KaTO OTRE/IHH TabNeTKH.

CneanuTe AaHHHM NOKa3saT papMaKOKHHETUHHHUTE CBOHMCTBA HA OTIACIHUTE AKTMBHU BELLECTBA Ha

CUTATNTUNTUH/METHOPMHUH.

CHTarnunTrH

Abcopoyus

Cnen nepopando npunokeHue Ha aosa 100 mg Ha 3apaBy y4aCTHHLM, CHTAIHITTHH OBp30 ce
abcopbupa, ¢ ROCTHraHEe Ha IMKOBM I1a3MeHK KOHLUEeHTpauuHu (MeauaHa Tma) 1 o 4 yaca cnen
PHIIOKEHHMETO, cpeHa naasMeHa AUC Ha cutarmuntii 8,52 uMehr, C,ax 950 nM. AbcomoTHara
OHOHAIMYHOCT Ha CUTATNTMNTHH e npubnuiurenHo 87%. Toil kaTo MpHEMAaHETO HA CUTATJIMIITHH
€AHOBPEMEHHO ¢ Dorarta Ha Ma3HUHHM XpaHa HE MOBIMsABa GapMAKOKMHETHKATA, CHTATTIMIITHH MOXKE J1a ce
npuaara ¢cbCe UM be3 xpaHa.

[1nasmenara AUC Ha cUTArNMUNTUHH ce NOBMILABA MO 103a MPONOpLHOHAeH HauuH. Jo3o-
NPOMOPLIUOHANHOCT HE € YCTaHOBEHA 38 Crax M Caguaca (Cmax C€ NOBHLLIABA TTIOBEYE OT
A03a0pONOPUHOHAIHO, @ Ca4uaca CE YBENWYABA [10-MAJIKO OT J030-MPOMOPLHMOHAHO).

Pasnpeodenenue
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buompanchopmayus
CUTarmMnTHH ce eJTMHMHHHUPA OCHOBHO HEMPOMEHEH C YPHUHATA, a METADOIU3MDBT € BTOPOCTEIICHEH IBT.
[Tpbau3uTenHo 79% OT CUTArTIMIITUH CE EKCKPETHPA HEMIPOMEHEH B YPHUHATA.

Cnen nepopansua go3a ['*Clcutarnuntus, npubnuzurento 6% oT paaMoaKTHBHOCTTA CE EKCKPETHPA
KaTO METAaDONMTH Ha cuTaraunTuH. Ha HUBO cnesu ca yctaHoBeHH LuecT MeTabonuTa, KOUTO He ce
O4YaKBa Ja JOTIPUHACAT 3a I1a3meHaTa DPP-4 unxuburtopHa akTHBHOCT Ha CUTarMNTHH. In vitro
MPOYYBAHUATA MIOKA3BAT, Y€ OCHOBHUAT €H3UM, OTTOBOPEH 3a OrpaHH4YeHMs MeTabonuisM Ha
cutarnunTHH € CYP3A4, ¢ yyactuetro 1 Ha CYP2(CS.

In vitro JaHHyUTE NOKA3BaT, Y€ CUTArAUMNTHH He € uuxubutop Ha CYP uzoeusuMmure CYP3A4, 2CR, 2C9,
2D6, 1A2, 2C 19 unu 2B6, u He e unaykTop Ha CYP3A4 u CYPLAZ.

Erunmunupane

Cnen npunoxedue Ha nepopanna n03a [*Cleurarnuntus Ha 3apaBu yyacTHMUM, npubau3utento 100%
OT MPHIIOXKEHATa PAAMOAKTUBHOCT ce enuMuHvpa ¢ pekanuute (13%) unu ypuHara (87%) no eaHa
CeIMULA /el NPHUIMKEHUETO Ha no3ata. [lpuBuanuar kpaeH t12 cineq 100 mg nepopanHa no3a
CUTATIHIITHH € npubnusutentHo 12,4 yaca. CuTtarnMnTHH ce HATPYNBa CAMO MHUHHMAJIHO [IPH
MHOTOKpPaTHO npuiaraHe. buOpeuHusT KIHpeHC € npubaunsntenHo 350 ml/muH.

EnuMuHUpaHeTO HAa CUTArNIUIITHH CTaBa OCHOBHO 4Ype3 On0peyHa exckpeuus M BKIIKOUYBA aKTHBHA
TybynHa cekpenusa. CHTarnuNTHH € cyOCcTpaT Ha YOBELIKH OpraHuyeH aHuoHeH TpaHcnoprep-3 (hOAT-
3), Ko#iTO MOXe O yyacTBa 8 O0bOpedHOTO EIMMHUHHPAHE HA CUTACNMUOTUH. KNWHUYHOTO 3HAaYEHHUE HA
hOAT-3 B TpaHCMOpPTA HA CUTAIJIANITHH HE € YCTAaHOBEHO. CHTArNKNTHH € cyOCTpaT U Ha p-
FIHKONPOTENH, KOHTO MOXe O yyacTBa U B MEAMHPAHETO HA OBOPEUHOTO eNMMHHUpAHE Ha
CHTArJIMNTHH. B Ch110TO BpeMe LHUKIOCNOPHH, €AHH P-TIMKONPOTEHH HHXUOUTOp, HE HaMansaBa
O0BOpeuHHa KIUPBHC Ha cuTarnunTul. Curarauntud He € cyberpat va OCT2 unu OAT1 unu PEPT1/2
TpaHcnopTepure. [n vitro cutaraunTH He notucka OAT3 (IC50=160 uM ) unu p-rnuxkonporenna (o
250 uM) MeauHpaHia TPAHCNIOPT B TEPANEBTUUHO PEAEBAHTHH IUIAa3MEHHU KoHteHTpauyu. [1pu
KIIMHHYHO NPOYYBAHE CHTANTMIITHH HMA MaTbK €DEKT BhPXY IUIA3MEHUTE KOHLEHTPALMH HA JUTOKCHH,
KOETO MOKa3Ba, Y€ CUTATr/IMIITHH MOXeE Ja € cj1ad MHXHOUTOP HA P-TIMKOIIPOTEHH.

Xapaxmepucmuxa npu nayuesmume
(BapMakOKHHETHKATA HA CUTACNUIITUH € KaTO LURKNO CXOAHA NPH 3ApaBH YHAaCTHHLM U MAUMEHTH C AHADET
TUI 2.

bvopeuno yapeacoarne

[lpoBeieHO € OTBOPEHO NPOYUBAHE NMPH €IHOKPATHO MPHIIOKEHUE 32 OLICHKA HA (apMaKOKHMHETHKATA Ha
HaMaJicHa J03a cuTtarnunTiH (50 mg) npy NauMeHTy ¢ pa3nuvHa CTENEH Ha XpOHUYHO 6BOpeyHo
YBpeXJaHe B CpaBHCHHUE ChC 3paBy KOoHTpoaY. IIpoyuBaHeTo BKIIOUBA MaUMeHTH ¢ ObOpeyuHo
YBpeXKAaHe B J1eKa, YMEPEHA UMM TeXKKa CTeneH, kKakTo U nauuedtv ¢ ESRD Ha xemoauanu3a. Ocsex
TOB4, eheKTHTE Ha OBOPEUHO YBPEKIaHEe BLPXY (DapMaKOKUHETUKATA HA CUTANTUIITHH TIPY MALHEHTH C
nvabet TN 2 1 61K0peuno yBpexaaHe B JieKa, yMepeHa WK TexKa cteneH (sknouutentHo ESRD ), ca
OLEHEHH Ype3 MOonynauMoHHH GapMakOKMHETHUHH aHaIH3H.

B cpaBHeHHEe CbC 3ApaBH KOHTPOIH, mnazMeHaTta AUC Ha cuTarmMnTUH ce noByuasa NpubIn3uTEIHO
1,2 nuTH py naumenTy ¢ 6u0peuHo yepexaaue 8 sieka cteneH (GFR = 60 oo < 90 ml/muu

INalHUEHTH.
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[Tnazmenara AUC Ha cMTArnMnTHR Ce NOBHILABA NPHOIM3HUTENHO 2 MBTU NIPH NALUKMEHTH ¢ OL0peuHo
yapexaane B ymepeHa crened (GFR > 30 no <45 ml/Muu) u npubnuszurendo 4 bty Opyu NatydeHTH C
0bOpeuHo yBpexaaHe B Texka creneH (GFR < 30 mi/mun), srrountento nagueHtd ¢ ESRD Ha
xeMoauanuia. CUTArIMITUH CE OTCTPaHABa yMepeHo npu xemoauanusa (13,5 % 3a 3- no 4-4yacosa
XEMOAMANIM3IHA CECHA 3anouBalla 4 vyaca cliel NpUI0KEHRHETO).

Heproopobro yepexcoane

He ¢ HeobxoaMMa KOpeKLMA Ha J103aTa CHTArTMITUH [IPH ALUEHTH C JIEKO WK YMEPEHO YePHOAPOOHO
yspexaane (ckop no Child-Pugh < 9). HaMa knuHHueH ONUT NpH NaUMEHTH € TEXKO YePHOAPOOHO
yepexcaane (ckop no Child-Pugh > 9). B ceuoro Bpeme, Thit KaTo CUTarMUNTUH €€ EIMMHHUPA OCHOBHO
ype3 0LOpeunTe, HE CE 04AKBA TEKKOTO YEPHOAPOOHO YBPEXKAAHE /13 MOBIMIE BbPXY
¢apMaKOKHHETHKATA Ha CUTArJIUITHH.,

Cmapuecka 8v3pacm

He ce Hanara kopexkuvs Ha f03ata B 3aBHCHUMOCT OT Bh3pacTTa. Bn3 ocHoBa Ha nonynauuoxeH
papmMakoKuHETHYEH aHaIK3 Ha AaHHU oT Pa3za | u Paza 1], pp3pacTTa He 0Ka38a KIHHUYHO 3HAUYUM
€EKT BbPXY (PAPMaKOKMHETHKATA HA CUTATIMITHH. YYaCTHHLIMTE B CTapyecka Bb3pacT (65 a0 80
roauHy) uMar npubdaunsurenHo 19% no-BUCOKH NMna3MeHH KOHLEHTPALMH HA CHTAITIMIITHH B
CpaBHEHHE C T10-MJaj A YYACTHHIIH.

{leduampuuna nonyrayus

(PapMaKOKMHETHKATA HA CUTArTHNTUH (earHU4Ha ao3a 50 mg, 100 mg unu 200 mg) e uscnensana npu
nexaTpUYHH nauueHTy (Ha sp3pact o1 10 no 17 roaunn) ¢ auabet tun 2. [pu ta3u nonymnauua, AUC
Ha CUTArIMIITHH B IU1a3MaTa, KOpUrupaHa cpaMo o3arta, e npubausnurentio 18% no-Hucka 0TKOIKOTO
[IPH Bb3pacTHU NaLMEHTH ¢ AHadeT tun 2 npu go3a 100 mg. He ca nporexaaHu npoy4yBaHHA Cbe
CUTArHUIITHH 0Py NEIUaTPUYHH NALMEHTH Ha Bb3pacT < 10 roauHu.

HApyeu xapakmepucmuxu Ha nayuenmume
He ce Hanara kopekUuus Ha no3aTa B 3aBUCUMOCT OT T10JI, Paca UK MHAEKC Ha TenecHa maca (BMI). Tezu
XapaKTCPUCTHKH HAMAT KIMHHYHO 3HAYHM €(PEKT BbpXY (PapMaKOKUMHETHKATA Ha CUTAITIMITHH CIIOpEA

KOMOHHHPaHHA aHa/IN3 Ha papMakoKMHeTUYHUTE AaHHH oT Pa3a | U nonynaunoHed papMaKOKUHETUYCH
aHanu3 Ha JaHHU oT Pa3a | u Pazsa Il

MetdopMuH

Abcopbyus

Crnen nepopansa no3a MeThOpMHH, Tmax €€ HocTHra A0 2,5 yaca. AGcoM0THATA OHOHANUYHOCT Ha
TabneTka MeTpopmut 500 mg e npubnusurento 50-60% npu 3apasu yuyactHuud. Crnea nepopajiHa 203a,
HeabcopbupaHnara dpakuus, OTKpUTa BbB dekanuure e 20-30%.

Cnen nepopaieH npueM, abcopOuuara Ha MeTHOPMUH € HaCHIIALIA ce K HenbiiHa. CMATa ce, ue
hapmMakokMHETHKaTa Ha abcopbuuara Ha MeT(OpMHUH € HeuHeHHa. [Tpu oOuyaiinn 1034 MeTHOPMHH U
NO30BH CXEMH, IIA3MEHHTE KOKLEHTPALKH [IPH CTALMOHAPHO CHCTOAHHKE Ce JOCTUraT B paAMKHTE Ha 24-
48 yaca ¥ Kato A0 ca no-Manko ot | pg/ml. [pu KOHTPONIMPaHK KIMHHUYHH H3MUTBAHMA,
MaKCUMAaNHHUTE M11a3MEHH HUBA Ha METPOPMHUH (Criax} HE TIpeBUIIABAT 5 pug/ml, ZOpH NpH MaKCHMAJTHH
NO3H.

XpaHaTta HamaJjdBa CTENEHTA U ¢1abo 3abaBa abcopbuuara Ha MeTgopMuH. Cnea NPUIIOKEHHE Ha 1034
oT 830 mg, ce nHadmonasa 40% no-HUCKa NMUKOBA MIa3MeHa KOHLEHTpauus, 25% HaManexdue Ha AUC u
yAbJDKaBaHe ¢ 35 min Ha BpEMETO A0 ROCTUIraHe Ha MMKOBA IJ1a3MEHA KOHUEHTPALIMSL.
3HAUMMOCT HE € H3BECTHA.
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Paznpedenernue

CBBP3BAHETO C IIAIMEHUTE MPOTEUHH € He3Ha4YUTENHO. MeTpopMun ce pasnpeness B epUTPOLIMTHTE.
KPBBHHAT MUK € I0-HHCBK OT [1a3MeHUA [IHK H CE NOABABA NPHOINIUTENHO MO CBLIOTO BpEME.
‘epBeHUTE KPBBHH KIETKH Hai-BEPOSATHO NPEACTABIABAT BTOPUYEH KOMITAPTMEHT Ha pa3npenencHue.
Cpenuuar Vd papupa mexay 63 — 276 1.

buompancpopmayus
MergopmuH ce exckpeTupa HenpoMeHeH B ypuHata. [Ipy xopara He ca YCTAHOBEHU METabOIUTH.

Eaumunupane

bbOpeuHuaT KiupbHC Ha MeThopMuH € > 400 ml/MuUH, KoeTo nokassa, ye MET(QOPMHH CE eNMMUHHpA
“pe3 rnoMepynHa puiTpauus ¥ TyGynHa cexpeuus. Crnen nepopanHa n03a, IPUBUAHUAT TEPMHHAJICH
CITHMHHALIHOHEH MNOMYXXHBOT € npubnun3uTento 6,5 yaca. Koraro 6n6peunara dyukims e YBpEcHa,
OLOpeuHUA KIMPBHC Ce HaMaJIABa B CHOTBETCTBUE C TO3H HA KPEATHHHUHA U C/IeJOBATENHO
CTMMHHALHOHHUAT MOJIY)KMBOT CE€ YAB/DKABA, KOCTO BOAM /10 MOBUIIEHH HUBA HA MET(HOPMHUH B
1a3mara.

5.3 IIpeakiHHHYHH NaHHH 3a 0e30MACHOCT
He ca npoBexxaaHu Npoy4uBaHHsA € XHBOTHU ¢ JDKaMesu.

[Tpu 16-ceamuyHY NMPOYYBAHUA, B KOMTO Ky4eTa ca TPETUPAHH HIH ¢ METHOPMHH CAMOCTOATETHO HIH C
KOMOMHAUHAOT METQOPMHK U CUTAIIMIITHH, HE € HAaOMKJaBaHa JOMbIHUTEIHA TOKCHYHOCT OT
koMbuHauuara. NOEL B Te3u npoyusauus ce HabmioaBa IPpH €KCIO3ULMS HA CUTATTHNTHH
NpHOIM3HTENHO 6 ITLTH NO-BUCOKA OT TA3M IIPH XOPA U NPH EKCIIO3MLMSA HA METHOPMHH NPUOIUIUTENTHO
2,5 ILTH MO-BHCOKA OT TA3HM NPH XOpa.

Cnennute NaHHy ca HAXOAKHU NPH NPOYYBAHUA NPOBEREHHU CbC CHTArTHIITHH WK METHOPMHH
CaMOCTOSNTENHO.

CHUTaraMnTHH

bhbpeyHa u 4epHOAPOOHA TOKCHUHOCT ce HabmoAaBa pH IPH3a4H MPU CTOHHOCTH Ha CHCTEMHA
CKCMO3KHLIMA 38 IBTH MO-BUCOKH OT HUBOTO HA EKCIIO3HLIMATA IIPH X0pa, a HUBOTO 0¢3 edpekT e
OMpEACIeHO Ha 19 NbTH MO-BUCOKO OT TOBA MPH XOpa. AHOMAJIMH Ha Pe3UUTE Ce HabM0AaBaT npu
NILXOBE NPY HHBA HA €KCMO3HLMS 67 MbTH MO-BUCOKH OT HUBOTO HA KAWHHYHA CKCIO3ULIHUA; HUBOTO,
0e3 edekT npy Ta3u HAXOKa € 58 (TTH M0-BUCOKO, CLIIACHO PE3YATATUTE OT 14-CeIMHYHO IPOY4BaHE
[PH [UTbXOBE. 3HAYCHHUETO HA TE3M HAXOAKH MPH XOPa HE € H3BECTHO. TpaH3HTOpHK, CBBP3aHH C
NEYEHUETO GUIHYECKH NPOSABH, HAKOU OT KOHUTO NpPEANnonaraT HaTMYyHeTo Ha HEBPOJIOrHYHA TOKCHYHOCT,
KaTo QMIIAHE C OTBOpPCHA yCTa, CallHBaUMA, EME3UC Ha OsAna NAHa, aTaKCHs, TPENEPEHE, HAMANICHA
AKTHBHOCT W/WIHN u3rbpOeHa no3a ce HabMAaBaT NP KYYeTa NPH HUBA HA €KCIIO3ULINR npudnu3nuTENHO
23 MbTH NMO-BUCOKH OT HUBOTO HA KIIMHHYHA eKCo3uUua. OCBEH TOBa, MHOI'O NeKa 110 J1eKa KOCTHO-
MYyCKYJIHa REreHepalus ¢¢ HabmonaBa ¥ XUCTONOTHYHO MPY A03U, NaBallM HUBA HA CUCTEMHA
EKCMO3UUMA NPUOIUINTENHO 23 TBTH NO-BUCOKH OT HUBOTO HA €KCIO3U LIS npu xopa. Ilpy Te3u
PE3YNTaTH, HUBOTO 0€3 €EKT € NpH eKCMO3ULIUA 6-KPAaTHO MO-BUCOKA OT HUBOTO Ha KIMHUYHA
EKCIO3ULIMSL.

CHUTarnunTuH He Nokas3sa FeHOTOKCHYHOCT B XO/a Ha NPeAKITHHUYHK npoyuBaHus. CUTarIMNTHY
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BCIECTBUC Ha XPOHHYHA XENIATOTOKCUYHOCT NPH Ta3d BUCOKa no3a. [Topaay BucOKaTa rpaHyLa Ha
Gesonacuoct (19-bTH NO-BHCOKa NpH TOBa HUBO Be3 edeKT), TE3H HEOMITACTHYHH OPOMEHH HE Ce

CHUHMTAT PCJICBAHTHH 34 XOpa.

He ca HabnionaBanu CBLP3aHU C NEYEHHETO €EKTH BLPXY (EPTHUIHTETA IPU MBIKKU M HKEHCKH TUTbXOBE
MONYYHIN CUTArUITTHH MPERK U MO Bpeme Ha uudTocaane.

[Ipu npoy4Bane BLPXY Mpe-/MOCTHATANIHOTO Pa3BUTHE HA IUTbXOBE CHTATTUIITHH HE MOKA3Ba HEXeIaHu
peaKiuuH.

[TpoyuBanuaTa BPXY pENpoAyKTHBHATa TOKCHYHOCT MOKA3BAT HATHYHETO Ha CBBP3aHa C JICUCHHETO,
JIEKO YBEIM4YEHA 4eCcTOTa Ha Mandopmanmuy Ha pedbpa Ha eryca (JIMNCBALILN, XMIOMIACTHYHY U
nnasaty pedpa) 1py NOKOJEHHETO HA MIBLXOBE MPH HMBA HA CHCTEMHA EKCIIO3HUMS MoBeye oT 29 MbTH
MO-BUCOKH OT TE€3M NMPHU XOpa. TOKCHYHOCT Ha MakKkaTa ce Habnto/1aBa npM 3aiLiy MPY HUBA NOBEYeE OT
29 mMbTH RO-BHCOKH OT HUBATA HA EKCTIO3MLKA NpK Xopa. [Topany BUCOKaTa rpaHALa Ha G€30MaCHOCT,
TE31 HAXOMKH HE NPEAROoNaraT ChiECTBYBAaHETO HA CHOTBETEH PUCK 3 PENPOAYKTHBHOCTTA [TPH XOpa.
CUTarIunTHH ce CeKpPeTHPa B 3HAYUMHU KOJIMYECTBA B MASKOTO HA JIAKTHPALIN [ThXOBE (OTHOWIEHHE
KbpMa/mnasma: 4:1).

Merdopmun

IlpeaxnuHu4HMTE AaHHH 3a METGOPMHUH HE PAa3KPUBAT OCOOEH PHCK 32 Xoparta Ha ba3arta Ha
KOHBEHUHOHAIHHU GapMaKOIOrHYHK IPOYYBaHHs 32 6e30NacHOCT, TOKCHYHOCT P MHOI'OKPAaTHO
puaaraHe, reHOTOKCH4YHOCT, KapUMHOT€HEH MOTEHLMAN, PENPOAYKTHBHA TOKCHYHOCT.

6. GOAPMALEBTUYHHU JAHHH

6.1 CnHcbK HA NTOMOLHKTE BeLI[ECTBA

Aapo

MuxkpoxpucrtanHa uenynosa (Avicel PH 102)
floBnacH

Harpues naypuacyndar

Marue3ueB cTeapat

dunmoso nokputue 3a Jhxkamesun 50 mg/850 mg dunmupanu Tabnerku ( Opadry II Pink)
JlakTo3a MOHOXHOpaT

Xunpomenosa 2910

TutaHoB anokcun (E171)

Tpuauetusx

Kenesen oxcuy yepseH (E172)

®uamoro nokpure 3a [pramesu 50 me/1000 mg dunmupany Tabnerku ( Opadry II Brown)

[TonuBuHUNOB ATKOXO
Makporon 3350

Tank

TuranoB auoxcun (E171)
XKenesen okcug yeppeH (E172)
Xenesen oxcun gepen (E172)

22




6.2 HecnBMeCTHMOCTH

Henpunoxumo

6.3 Cpok ua rogHocr

2 roauHu

6.4 Cneuuaini yCJIOBHS HA ChbXpaHeHue
Ha He ce coxpansBa Hag 30°C.

6.5 Buan choabpKaHHe HA ONNAKOBKATA

To3u npoaykT ce nmpeasiara B KAPTOHEHH KYTHM.
PVC/PVAC-anymuunesu 6mucrepu
Onakoska: 14, 28, 56, 60 u 196 dunmupanu TabneTku.

byrunka ot HDPE ¢ kanauka or nonunponuaex (PP), coabpikaiua cunukaresn 3a cyuwuTel.
Onakoska: 196 dunmupany tabnetku

He Bcuuxu BHaOBE 0NAakOBKM MoraT Aa OBAaT MyCHATH Ha nasapa.
0.6 CrneunaaHu npeanazHK MEpPKH NPH HIXBbLPJISAHE

HensnonssaHuar iekapcTBeH NPOAYKT WM OTHAXLYHHTE MATEPHUAM OT HEro TPpAOBA /1a Ce U3XBBPJIAT B
CHOTBETCTBHE C MECTHHTE HU3MCKBAHHUA.

7. NPHTEXATEJI HA PASPEIHEHUETO 3A YIIOTPEBA

Zentiva, k.s.,
U kabelovny 130,
Dolni Mécholupy,

102 37 Prague 10,
Yeuika penybanka

8. HOMEP(A) HA PAJPEIUEHHMETO 3A YIIOTPEBA

Mxamesu 50 mg/850 mg, Per. Ne: 20220148
xamesu 50 mg/1000 mg, Per. Ne: 20220149

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PA3SPEIIEHUETO 3A
YIIOTPEBA

Hara Ha nbpBo pa3spewnaBane: 17.5.2022 r.
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10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

29.07.2024 r.
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