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1. HWME HA JIEKAPCTBEHHUA ITPOAYKT
Maiimercu 50 mg/850 mg puamupanmn Tabaerku ﬂzaﬁz/ & 04,2'3 AZ S

Maiimercu 50 mg/1 000 mg puamupanm TadieTku

6 22179-62 07-07-
Maymetsi 50 mg/850 mg film-coated tablets 23477 é /=07 025
Maymetsi 50 mg/1 000 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Maiimercu 50 mg/850 mg ¢puamupaHu TadaeTku
Bcsaka ¢punamupana Tabnerka cbabpka S0 mg curaramnTuH (sitagliptin) u 850 mg meTpopMHHOB
XUAPOXJOpHA (metformin hydrochloride).

Maiimercu S0 mg/1 000 mg duamupanu TabneTku
Bcesika dhunmupana tabnerka cbabpxka S0 mg curarnunTuH (sitagliptin) u 1 000 mg meTdhopMHUHOB
Xuapoxjopua (metformin hydrochloride).

3a NbJIHKA CIUCHK HA MOMOLIHUTE BELECTBA BHIKTE TO4YKa 6.1.C

3. JIEKAPCTBEHA ®OPMA

duamupaHa tadbnerka (Tabnerka)

Maiimercu 50 mg/850 mg ¢duaMupaHu TabNETKH: PO30BH, OBATHH, ABOHHOM3MBbKHAIH, PUIMHUPAHH
TabneTkH, mapkupanu ¢ C4 ot eaHaTa cTpaHa Ha Tabnerkara (npuOau3uTenHu pasmepu: 20 x 11 mm).

Maiimercu 50 mg/1 000 mg ¢puamMupaHu TabAETKH: TBMHOPO30BH, OBAJIHHU, ABOHHOHW3IIbKHAH,
¢unmupaHu Tabnetku, mapkupanu ¢ C3 oT eaHaTa cTpaHa Ha TabsieTkara (MpHOJIM3MTEIHH pa3MEpH:

21 x 11 mm).

4. KJIUHUYHUA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSHA

[Ip1 Bb3pacTHU NALMEHTH CbC 3aXapeH AxadeT Tun 2:

MaiimMeTcH € noKa3aH KaTo A0NbJIHEHHE KbM JIHETA U YIPaXKHEHHA 3a NoJ00psABaHEe HA INTUKEMHUYHHA
KOHTPOJI MPH NAaLMEHTH, NMPH KOMTO HE € NMOCTUIHAT 3a10BOJIUTE/IEH KOHTPOJI ¢ MaKCMMaJlHaTa
MOHOCHMA 3a TAX 1032 MeTHOPMHH CAMOCTOATETHO MJIH KOWTO BEYE CE JIEKYBaT C KOMOMHALMSA OT
CUTArJIMIITHH U METQOPMHMH.

MaiimMeTcH € noka3zaH B KOMOMHAUMSA CbC CYyNPOHUNYPEHHHU NPOU3BOAHH (T.€. TPOHHO KOMOUHUPAHO
JIEYEHHUE) KATO JAOMbJIHEHUE KbM JIHETA W YIIPAXKHEHUS [TPH NMALIMEHTH, MTPH KOUTO HE € NMOCTUIHAT
3a/I0BOJIMTE/IEH KOHTPOJI C MaKCMMaJTHaTa MNOHOCKMMa 3a TAX /103a MeTHOPMHUH U CyaPOHUITYypes.

MaiiMeTcH € nokaszaH KaTo TPOMHO KOMOWHHMPAHO JIEYeHHE C NEPOKCH30MEH nposindepaTop-
aktuBHpaH rama peuentop (PPARY/IIITAI'P) aroHucT (T.€. THA301MAWHAHOH) KaTO AOMbJIHEHHE KbM

AHETa H YNIPOKHEHNA NNPH NAUMEHTH, IPH KOUTO HE € MIOCTHTHAT 3a/I0BOJIHTE/IEH KOHTPOZC (15 n;’-ﬁ:
MaKCcHMaJiHaTa noHocuMa 3a Tax a03a Mergopmud u PPARY/ITTIAI'P aronuct W e 7%
S

EJ 7 :-r_aw;il.e' W\ C
MaiiMeTcH CbLLO € NMoKa3aH Karo 100aBKa KbM HHCYJIMH (T.€. TPOHHO KOMOMHHUpaH e Hu@m’ﬁa




NauxeHTH, KOraTo NOCTOSHHATA 033 Ha HHCYNHH H MET(POPMHH CaMOCTOATENIHO HE OCHIYpABa
aIEKBATEH TTIHKEMHUYEH KOHTPO.

4.2 Jl03HpOBKA H HAMHH HA NIPHJIOKEHHE

O3HPOBKA

JOo3MpoBKaTa Ha AHTUXHNEPrIMKEMHYHOTO NeueHHe ¢ Maiimercu Tpabsa na 6nae
HHAHBHAYaNnH3HpaHa Ha 6a3aTa Ha HACTOALIHA PEXKHM Ha MALUEHTA, PEKTHBHOCTTA H
TOJNIEPAHTHOCTTA, KATO He CE MPeBHILABAT MAKCHMANHATA MpenopbuBaHa AHeBHa aA03a ot 100 mg
CHTarJIMMTHH.

Bv3pacmnu c nopmanna 6v6peuna pyukuun (GFR= 90 ml/min)

[Ipy naLlMeHTH, NPH KOUTO HE € MOCTHIHAT 3aTOBOJIMTEJIEH KOHTPOJI ¢ MAKCHMANHATA TIOHOCHMA 1032
METQOPMHH KaTO MOHOTEpanus

[lpy naunMeHTH, NPH KOKTO HE € MOCTHIHAT 3a0BO/IUTENEH KOHTPOJ ¢ METQOPMHH CAMOCTOATENTHO,
obnuaiiHaTa HayanHa Ao03a TpAOBa na JOCTaRH 1032 CHTArUITHH B A032 50 mg ABa MbTH AHEBHO
(100 mg obuta AHeBHA A03a) IUTIOC A03aTa METHOPMHUH, KOATO BeYe € NpUeMaHa.

HQH AaLHCHTH, KOHUTO NPpECMHHABAT OT CAHOBPEMCHHO INpHNnaradHc Ha CHTAIJIMIITHH H METQI}OQMHH

[Ipu nauueHTH, KOUTO NPEMHHABAT OT €AHOBPEMEHHO NPHJaraHe Ha CHTarJWNTHH B METQOPMHH,
neveHneTo ¢ Maiimercu TpabBa na ce 3ano4He ¢ 003aTa CUTATAMNTHH H METPOPMUH, KOATO BEUE €
pHeMaHa.

Ilpy MauMEHTH, NPU KOHTO HE € MOCTHIHAT 33J0BOJIMTENIEH KOHTPOJ C ABOHHO KOMOHHHPAHO J€YEHHE
¢ MAKCHMATHATA MOHOCHMA 1033 METHOPMHUH H cyndoHHIYpes

Jo3ata TpabBa na nocTaBH CHTArNUNTHH B 703a 50 mg asa nuTH axerHO (100 mg obia aAHeBHA 103a)
H Ac3a MeThOpMHH, NonoOHa Ha J03aTa, KoATO Beue € npueMaHa. Korato Maimercu ce u3nonssa s
kOMOHHAaLMA ChC CyNPOHHNYPEA, MOXKE JIa C€ Hall0XKH yroTpedara Ha no-HKCKa A03a CyndoHUuaypes,
332 1a ¢€ HAMANM PUCKDBT OT XUIIOTITHKEMHA (BK. TOUuka 4.4).

[Tpy nauneHTH, NpH KOWTO HE € NOCTUIHAT 3aA0BONHTENAEH KOHTPOI ¢ ABOHHO KOMOHHHPAHO JieYeHHE
¢ MaKCHMaNHaTa fioHocHMa 103a Methopmud U PPARY/TITIATP aronucer

Ho3ara TpaGea na nocraBy cHTarnunTvH B 103a 50 mg nea nuTH aseeHo (100 mg ofwa aneexa no03a)
H n03a MeThOpMHH, NOJ0OHA Ha J03aTa, KOSATO BEeye € TIpHEMaHa.

[IpH NALKMEHTH, MPH KOHTO HE € MOCTHIHAT 3aA0BOIUTEIEH KOHTPOJ € ABOHHO KOMOHHUpPAHO JIeUeHUE
¢ MHCYJIHH W MaKCHMAa/IHaTa MOHOCHMA /1033 MET(OPMHH

Ho3ara Tpabsa na nocrasu cuTarnunTHH B 1032 50 mg asa nvtH AHeBHO (100 mg obmia AHeBHa A03a)
u no3a MeThopMuH, noaobHa Ha fo3ara, KoaTo Beye e npMemaHa. Koraro Maiimercu ce usnonsea B
koMOHHALMA C HHCYNHH, HUCKATA A03a HHCYJIMH MOXeE Aa € HeoOXo1HMa 3a peayLdpaHe Ha pHCKa OT
XUMOrIUKeMHA (BXK. Touka 4.4).

3a paznuuHKTe 203U MeTHOPMHH, MaiiMeTcH ce npeanara B KOHLUEHTpauus no S0 mg cUTarIMNTHH H
850 mg merpopmuHoB xuapoxaopua uau 1 000 mg MeTPOPMHUHOB XMAPOXJIOPHA.

BCUUYKH nauMeHTH TPHGBH Aa MpoaABJIKAT [penopbYaHaTa UM AHETA € AACKBATHO PA3NPEAC/ICHHUE HA
NnpHUcMa Ha BBRIJICXHAPATH [IPE3 OACHA.

Cneyuannuu nonyrayuu
bvbpeuno yepexcoane
He ce Hanara kopekiLiMs Ha 103aTa NpU NALUEHTH C Jieko ObOpeyHo yBpexkaaHe (CK
rnomepynHa pwrrpauus [GFR] 2 60 ml/min). [Ipeaun 3anouBaHe Ha ieueHHe C N




HanmpuMep Ha Bcekn 3-6 meceua.

3a npeAnoYrMTaHe € MaKCUMAJIHaTa JHeBHa 103a MeTOPMHH Aa Oble pa3aeneHa Ha 2-3 AHEBHH A03U.
DakTopu, KOUTO MOTAT Aa YBeAUYAT PUCKA OT NaKTaTHa aumMao3a (BiK. Touka 4.4), tpabsa na 6vaar
npepasricaaHy, npean aa ce oOMHUCIH 3ano4BaHETO Ha NeyeHHe ¢ MeTdhopMHH NpH nauueHTH ¢ GFR<
60 ml/min.

AKO He € I0CTbHA A0308a (popMa HA MaiiMeTCH ¢ aReKBATHO KOJHYECTBO HA AKTHBHOTO BELLECTBO,
BMECTO KOMOHHaLUA ¢ PUKCHpaHH A03H TpAOBA Aa ¢e H3INON3BAT OTACIHHTE MOHOKOMITOHEHTH.

GFR ml/min Merdopmnx CHTArJIHOTHH
60-89 Maxcumannama oneena ooza e Maxcumannama ouesna 0o3a e
3 000 mg. 100 mg.

Mooice 0a ce obmiucau noHUNCGBAHE HA
do3ama b6 8Pb3KA C HAMAIABAHEMO HA

b6vbpeunama QyHxyus.
45-59 Maxcumannama Oxegra 0oza e Maxcumanrnama onesna 003q e
2 000 mg. 100 mg.

Hauanmmama ooza e rati-Mro20
ROAOGUHAMA OM MAKCUMAIHaGmMa 003a.

30-44 Maxcumannama onesrna 003a e Maxcumannama oxesra 0o3a e
1 000 mg. 50 mg.

Havarnama oo3a e naii-muoco
ROA0BUHAMA 0T MAKCUMARHamMa 003a.

< 30 Memdgopmun e npomusonokasan. Maxcumannama onesna doza e
25 mg.

Yepnodpobro yepescoane
Maiimercu He TpaOBa na ce HU3MoN3Ba NMPH NALMEHTH ¢ YEpHOAPOOHO YBpeXKAaHe (BXK. Touka 5.2).

Cmapuecka evzpacm

Tobit xaTo MeETGOPMHH H CHTArUMNTHH Ce EKCKPETHPAT upe3 Ox0pewnte, MaliMeTcu Tpabsa na ce
M3MO0JI3BA C MOBHIULISHO BHHMAHHE MPH HanpeasaHe Ha Bb3pacrra. Heobxonumo € MOHUTOpHpaHe Ha
0bOpeunHaTa dyHKUMA, 32 Aa C€ NOATIOMOTrHE IMPEANAa3BaHETO OT CBbp3aHaTa ¢ METPOPMHH JlaKTaTHa
alMa03a, HaH-Be4e B CcTapuecka Bb3pacT (BXK. TOUkH 4.3 n 4.4).

lIeouampuuna nonyrayus

MaiimeTcH He TpabBa Aa ce U3NO3Ba NPH AeLa U KOHOLUM Ha BB3pacT ot 10 a0 17 roaMHu nopanu
HEOOCTAaTh4YHA €PUKACHOCT. HaaHUHUTE NOHACTOALLEM JaHHU Ca ONMCAaHM B TOUKK 4.8, 5.1 u 5.2,
MaiiMeTcH He € NMPOoyUBaH NpH NEAHATPUUHHM NALMEHTH Ha Bb3pacT noxa 10 rogunu..

HauuxH Ha npunoxeHue
Maiimercu Tps6Ba aAa ce npyeMa ABa MHTH JHEBHO ¢ XpPaHa 3a HAMAJIABAHE HA HEXKEJTAHUTE PeaKUHH

OT CTPaHa Ha CTOMALLIHO-YPEBHHA TPAKT, CBBP3aHH ¢ METHOPMHH.
4.3 IIpormsonoxazanus

Maiimercu e NMPOTUBOIOKA3aH [1PpH MALUHCHTH CBbC:

- CBPBXYYBCTBUTENHOCT KbM AKTHUBHUTE BELUECTBA WK KbM HAKOE OT NMOMOLLH
H36poeHu B Touka 6.1 (Bx. TOukH 4.4 u 4.8);

- BCEKM THI OCTpa MeTabonuTHa aumao3a (KaTo JaKkTaTHa auMaosa, auaberH

- nHabeTHa npekoma;

- Texkka 0bOpeyuHa HegpocTaTb4HOCT (GFR < 30 ml/min) (Bx. Touka 4.4);




OCTPH CBCTOSHHUA C Bb3MOXKHOCT Aa U3MeHAT ObOpeuHara QyHKLMA KATO:
- pexuvAaparaums,
- TEXKH UH(EKLHH,
- UIOK,
- BbTPECHAOBO NPHIOKEHUE HA HOAWPAHU KOHTPACTHHU BeLllecTBa (BX. Touka 4.4);
OCTPO UM XPORUUHO 3abongaBaHe, KOETO MOXeE Ja MPHYWHH XMIIOKCHA Ha ThKaAHHTE KaTo:
- CbpAeuHa UK pECTIUPATOPHA HEAOCTATHYHOCT,
- CKOpoOLLE€H MUOKapAeH UH(APKT,
- LUOK;
YEpHOAPOOHO YBpEXKIaHE;
- OCTpa ANKOXOHA MHHTOKCHKALIUA, AJTKOXOJIHIbM;
- KbpMEHE.

4.4 ChoeunaJHH npeaynpexjieHHs H NpeAna3HH MepPKH npH ynorpeba

Obu
MaiimeTcu He TpaOBa aa ce M3NOJI3Ba NPH NaUMEHTH ¢ AWabeT TN 1 ¥ He TpAOBA Aa CH M3M0I3Ba 34

JICHCHHUEC Ha nuaﬁeTHa KETOALUHAO3A.

Octnp naHkKpeaTuT
Vnotpebara Ha DPP-4 (aunentuann nentrHaasa-4) HHXHOUTOPH € CBbp3aHa ¢ PUCK OT Pa3BHUTHE Ha

ocTbp naHkpeaTuT. [lanuenrure Tpabea aa Obaar MHGOPMHUPAHH 3a XapaKTEPHHUA CHMIITOM Ha OCTHP
NMaHKpeaTHT: MepCUCTHPALLA, MHOIO CHITHA KOpeMHa 6onka. Ciiel npeKkpaTaBaHe Ha CUTATIHITHH Ce
HabmonaBa OTIIYMABAHE HA NAHKpeaTHTa (ChC WK Oe3 moAaAbpKALIO JIeUeHHE), HO B MHOTO PEAKH
cly4au € ¢b0011aBaHO 3a HEKPOTH3UPALL WM XEMOpAarHieH NaHKPEaTHT H/ UK CMBPT. AKO HMa
CbMHEHHA 3a NMaHKpeaTuT, TpAOBa Ja ce npekpaTy npydeMa Ha MaiMeTcH U ApyrH NOTEHUHAHO
NOJO3HPAHU JIEKAPCTBEHH MPOAYKTH; AKO CE NMOTBBPIAH OCTHP NAHKPeaTHT, IpHeMbT HA MaiiMeTcH He
TpsiOBa Aa ce Bb30OHOBABa. HeobxoauMo e noBHIeHO BHUMAHHE MPH MaUHEHTH ¢ AHAMHE3a 3a
[IaHKpEeaTHT.

JlakrarHa auuaosa
JlakTaTHaTa aLMa03a, MHOTO pAJKO, HO CEPUO3HO METAabOIMTHO YCNOXKHEHUE, HAli-4eCTO HACTBIBA

NpHY OCTPO BiIOLIABAHE HA OBbOpeunaTa PyHKUHMA, KApAHO-PECTUPATOPHO 3a00/ABaHE MIIH CENCHC.
HarpyneaHeTo Ha MeET(OPMHH HACTBIIBA [IPH OCTPO BIOLIABAHE HA ObOpeuHaTa GyHKUMA H
yBeJIH4aBa PUCKA OT JIAKTATHA allMa03a.

B cnyyal Ha gexuaparauMs (TeXKKO MOBPbLUAHE, IHAPHA, TPECKa WM HAaMalCH NMPHEM HAa TEHHOCTH)
TpAOBa BpEMEHHO J1a ce CIpe NPUEMBT Ha MET(POPMHH U € NPENOPHUNTETHO [1a C€ YCTAHOBH BPb3Ka C
MEIMLIHHCKH CIIELHAIHKCT.

IIpuemMbT Ha NEKAPCTBEHU NPOAYKTH, KOUTO MOraT OCTpO Aa yBpelaaT ObbpedHaTta ¢pyHkuHa (kaTo
aHTUXHNEPTEH3UBHH cpeacTsa, AuypeTtuud 4 HCIIBC) rpabra aa ce 3anoyHe ¢ NOBHUIEHO BHHMaHHE
NpH NaUUEHTH, JeKyBaHH ¢ METGOopMUH. JIpyru puckoBu GakTopH 3a NaKTaTHa aLMA03a ca
NpeKOMEPEH MPHEM Ha ANTKOXOJI, YepHOAPOOHA HEAOCTATHYHOCT, HEAOCTATHYHO KOHTPONIHpaH Aualer,
KETO034, NPOABIDKUTEIHO INIANYBAHE H BCAKAKBH CHCTOAHHA, CBbP3aHH C XUIOKCHS, KAKTO H
€THOBpPEMEHHAaTa ynoTpeda Ha JeKapCTBEHH MPOAYKTH, KOUTO MOraT Aa FIPUMHMHAT NAKTATHA AaLMA03a
(BX. ToukH 4.3 1 4.5).

Hauuenture u/unu GonHornenaurre TpadBa Aa 6baaT HHGOPMHPAHH 33 PHCKA OT JIAKTATHA aLMA034.
JlakTaTHaTa aupa03a ce XapakTepu3upa ¢ alM103Ha JUCIIHES, KopeMHa G0sIKa, MYCKYJTHH KpaMIIH,
aCTEHHA W XHINIOTEPMHEA, [TOCIEABAHH OT KoMa. B cayuaii Ha CbMHEHME 34 CUMITTOMUY HaLUEHTHT
TpaOBa Aa cnipe npyemMa Ha MeTPOPMHH M He3a0aBHO Aa NOTbPCH JIEKapCcKa MOMO
nabopaTopHH HaXoAKH ca NOHWxeHOo KpbBHO pH (<7,35), noBulleHH HHBA Ha
mmol/l) 1 noBMLIEHa aHHOHHA pa3iiKa U CbOTHOLLEHHE JIaKTaT/ NHpyBar.

Hayuenmu ¢ ycmanoeenu wiu nOOO3IUDAHY MUMOXOHOPUAAHU 3a00AAGAHUA




[Ipy nauMeHTH ¢ YCTAHOBEHH MHTOXOHIPHANKH 3a00ABaHHA, KATO CHHAPOM Ha MHTOXOHApHANHa
eHUedanonaTHs ¢ NaKTaTHa alMao3a B HHcyaTonoaobHn enuzoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u nacneacteen avaber v rayxora no
mariunHa nuHng (Maternal inherited diabetes and deafness, MIDD), MmeTrdopmun He ce npenopbruBa
nopaau prcka ot 06OCTpAHE HAa NAKTaTHA allHA03a H HEBPOJIONHYHH YCIOKHEHHA, KOUTO MOXe Ja
AOBEAAT A0 BJioLIaBaHe Ha 3a00naBaHETO.

B cnyuali Ha npH3HaUM ¥ CHMIOTOMH, noka3atenHu 3a MELAS cungpom nin MIDD, cnea npuema Ha
MET(OPMHH, JieueHHeTo ¢ MeTPOpPMHH TPAOBa Ja ce cnpe BeaHara v a ce Hanpasy Obp3a
AHArHOCTHYHA OLICHKA.

brbpeuna dyHkuUs

[penu 3anouBaHe Ha igueHUeTO TpAOBA Na Ce HanpasH oueHKa Ha ctoiiHocTHTe HAa GFR M pefoBHO
cnen Toea (BX. Touka 4.2). MakimercH € npotueonokasad npu nauueHtd ¢ GFR <30 ml/min 1 Tpabea
fa Obae BpEMEHHO CNpsAH NpU HANHYME HA ChCTOAHUA, KOMTO MpoMeHAT Ob0peuHaTa GpyHKuHMA (BK.
Touka 4.3).

XHOOrIUKEMUS
[MauuenTn, nonyyasaiud MaitMercu B koMOHHaLMA CbC CYAPOHITYpEs HITH C HHCYJIHH, MOXE [a ca
H3JIOXKEHH Ha PUCK OT Xunornvukemus. CreaosatesHo, MOXKe a € HeoOXOAHMO HamanaBaHe Ha 103aTa

Ha CyIQOHWIYPEATA WIH HA HHCYJIHHA.

Peakl¥i4 Ha CBPBXYYBCTBUTEITHOCT

Hma nocTMapKeTHHIrOBU ChOOLIEHHA 32 CEPHO3HH peakLWy HA CBPbXYYBCTBHTEJTHOCT NPH NaUUEHTH
AEKYBaHH CbC CUTArTHNTHH. Te3H peakury BKIIOYBAT aHAQHIAKCHA, AHTHOSAEM U eKC(PONHATHBHH
ChCTOAHWSA HA KOXKATa, BIJIIOYHTENHO CHHOPOM Ha Stevens-Johnson. HauanoTto Ha Te3u peakuuu
HACTbMNBA B PAMKMTE Ha [TbPBHTE TPH MeECELa OT 3alO4YBAHE Ha JICUCHHETO CbC CHTArUNTHH, HAKOU
CJIyyad HacTbIBaT CNe MbPBATa 403a. AKO C€ NOAO3Mpa PEaKLMs HA CBPBLXUYBCTBUTENHOCT, PHEMBT
Ha Maiimercu TpsaOBa fa ce npekpaTH, TpabBa aa c€ OLEHAT APYrH NOTEHLUMANHU NPUYHHHU Ha
cvOuTHETO M TpROBa Aa ce Ha3HAYU AITEPHATHBHO JieueHHe Ha nUabera (BXK. Touka 4.8).

Bvnosed nemdburo

[1pn naunenTH, npuemaiin DPP-4 HHXHOUTOPH, BKJIFOMHTENTHO CUTArJINNTHH, HMa NOCTMAPKETHHIOBH
chOOLIEeHHa 3a Oyno3eH nemMpurona. AKo HMa CbMHEeHHS 3a 6yno3eH neMpHrona, NpUeMbT Ha
Maiimercn TpabBa na ce nNpeyCcTaHoBH.

Onepaums

Maiimetcu TpsabBa na ce crnipe no BpeMe Ha onepauua noa oduia, CMHANHA HIH enUaypasnHa
aHeCTe3HA.

Jleuenunero Moxe Aa Obae BB30OHOBEHO HE No-paHo OT 48 yaca ciel onepauuaTa wid
Bb30OHOBABAHETO Ha XPAHEHETO NPE3 YCTA, U MNpH yCaoBHe Y€ Ob0OpeuHaTa QyHKUHSA € OLeHeHa
OTHOBO H € YCTaHOBEHO, Ye € cTabuiHa.

[Ipuio)xeHHe Ha HOOHpPAHH KOHTPACTHW BELIECTBA

B1TpechaoBOTO NpHIOXKEHHE HA HOAHPAHKM KOHTPACTHH BELLECTBA MOXKE J1a OBEAE 10 KOHTPAcT-
HHAyLUMpaHa HedponaTHA, Boaela 4O HATPYNBAHETO HA METGPOPMHH H MOBULIEH PUCK OT JIAKTATHA
auuaosa. MaiiMetrcu TpabBa aa ce cnpe npead WM Mo BpeMe Ha npoueaypara 3a obpasHa
JUarHoCTHKa W He TpsOBa aa ce Bb30OHOBABA 10 Haki-Manko 48 yaca cliel] TOBa, [PH YCIIOBUE Ye
6bOpeunaTa GpyHKLIMA € OLIeHeHa OTHOBO M € YCTAHOBEHO, Ye € cTabuiiHa (8XK. TO4YKH 4.3 1 4.5).

[TpomsaHa B KIMHHUYHHA CTATYC Ha NALMEHTH ¢ KOHTPOIHpaH AHAOET THIT 2
[MaunenTH ¢ auaber Tin 2, npeau Toea Aodpe KoHTponupaH ¢ MaiiMeTcH, KOUTO P
OTK/IOHEHHA B 1a0OpaTOPHH NOKA3aTENH WK KNHHUYHO 3abonaBaHe (Hai-Beve H
aeduHuparo 3abonsapae) Tpadsa HezabaBHO Aa Ce OUCHAT 32 HAJIHUME HA KETO
auuao3a. OueHkara TpaOBa Aa BKIIOYBA CEPYMHH ENEKTPOJIHTH K KETOHH, KPLB
Hanara pH Ha kpbBTa, HHBA Ha NAKTAT, NUPYBAT H METGOPMHH. AKO C€ NOABH 4




¢opma, neuennero TpadBa na ce cnpe He3abaBHO U TpAbBa Aa ce npeaAnpHeMaT NOAXOMALIM
MPOTHBOASHCTBALLH MEPKH.

Jedununr Ha puTamux B12

MeTrdopmMHH MOXKE 12 HAMATH CEPYMHHTE HYBA HA BUTAaMUMH B12. PUCKBT OT HHCKH HMBA Ha BUTaAMUH
B12 ce yBenuuasa ¢ yseJH4yaBaHe Ha A03aTa METGOPMHH, NPOABNKUTETHOCTTA HA NEUEHHETO W HITH
NPy NALUKEHTH C PUCKOBH (PAKTOPH, 32 KOUTO € U3BECTHO, YE MPUUYMHABAT BCPULIMT Ha BUTaMHH B12.
B cayua# Ha cbMHeHHe 3a JedUUMT Ha BUTaMHH B12 (kaTo aHeMHs MM HEBPONATHSA), CEPYMHHTE
HHBa Ha BuTaMuH B12 Tpabea aa ce npocneasasar. [leppoanuno npocneaspaHe Ha BUTaMHH B12 moxke
Aa Ce HAJIOKH MPH NAUYEHTH C PHCKOBH dakTopH 3a AepHuMT Ha ButamuH B12, TepanusTa ¢
MeTGOpMHH TpaOBa Aa NPOIBIKH, AOKATO Ce MOHaca Ao0pe K He € MPOTHBOMOKA3aHa, H 1a ce
OCUIYPH NOAXOMALIO KOPHTHPALLO NeYeHHE 3a AepuuMT Ha BHTaMHH B12 B cvoTBETCTBHE C©
HaCTOALUIMUTE KIIMHUYHHU HACOKH.

Hatpuii
To3sBa nexkapcTBO ChaABPXKA MO-Manko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXeE N1a CE Kaxe,

4e MPAKTHUYECKH HE ChABPXKa HATPHH.

4.5 BiaumMogeHcTBHE ¢ APYTR JeKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aEMOJEHCTBHE
EAHOBpPEMEHHOTO MHOTOKPATHO NpHJiaraHe Ha CHTarMNTHH (50 mg ABa NbTH AHEBHO) ¥ METPOPMHH
(1 000 mg aBa NbTH AHEBHO) HE € NMPOMEHWIO 3HAYHTETHO (PApMAKOKHHETHKATA KAKTO Ha
CUTArNMNTHH, Taka U Ha METHOPMHH NpU NaUKEHTH ¢ Auaber Tun 2.

He ca u3pbpluBasH Npoy4BaHKUA 3a GapMaKOKMHETUUYHH NEKAPCTBEHH B3auMoaeicTeusa ¢ Makimerc;
obauye TakuBa NpOy4YBaHHA ca NPOBEXKAAHH C OTAENHHUTE aKTUBHH BEUIECTBA, CHTAINIMIITHH H

METPOPMHH.

He ce npenopbyea cbnbTCTRAUIA YRoTpeba

AlIKoxon
ANKOXONHATA MHTOKCHKALIHA C€ CBBbP3Ba ¢ NMOBULLEH PUCK OT JAKTATHA auuao3a, ocoOeHo B c/iyyaH Ha
rjiajlyBaHe, HEOXpaHBaHEe WU YePHOAPOOHA HEAOCTATHYHOCT.

HoaupaHH KOHTPacTHH BEILECTRa

MaiimeTcH TpaGBa 3aAb/KMTENHO 13 CE CNPE NPEAH WIM 110 BpeME Ha MpoLeAypaTa 3a oOpa3Ha

IMarHOCTHKa K He TpAOBa 1a ce Bb30OHOBABA A0 Hali-Manko 48 yaca cnea ToBa, NPH YCIAOBHE Ye
6b6peuHaTa QyHKUHA € OLEHEHa OTHOBO M € YCTAHOBEHO, Ye € ctabunHa (BX. ToukH 4.3 1 4.4).

KomOunaiuy, H3MCKBaLUM (Ipeana3Hi MEPKH nipy ynorpeda
HAKOH neKapcTBEHH NPOAYKTH MOTAT Aa ce OTpa3aT HebnaronpuaTHo Ha 6b0peyuHaTa QyHKuUMs, KOETO

MOXE Ja YBEIHYH PUCKA OT JlaKTaTHA aunao3a, HanpuMep HCTIBC, BkniounTenHo cenekTUBHM
HHxuOUTOpH Ha uuknookcureHasa (COX) I, ACE unxuburopu, anruorensun Il peuenropau
AHTarOHYUCTU U AUYPETULIU, 0CODEeHO OpuMKoBY anypeTHur. [Ipu 3anousaHeTo wau ynorpebara Ha
TaKHBa NPOAYKTH B KOMOMHaUHA ¢ MeTPOpPMHH € He0OX0AUMO BHUMATENHO TpocieAiBaHe Ha
ObbpeuHaTa PyHKUHA.

CorbTeTBawaTa ynotpeba Ha 1€KapCTBEHH NPOAYKTH, KOHTO NMOBJIHUABAT OOLIHTE TPAHCNOPTHH
cucteMH B 6p6peunnTe TyOynH, BKIOYeHH B OLOpeHHOTO elHMHUpaHe Ha MeTHOPMHH (Harmp.
MHXMOMTOPH Ha OpraHUYHUA KaTHOHEH TpaHcnoptep-2 [OCT2]/MyaTunekapcTBeHHS U TOKCHH-
excTpyaupaul nporeud [MATE] karo paHonasuH, BauaeTauu®, 10MyTErpaBHp H UHM %
Ia NOBHLIAT CHCTEMHATA €KCMO3HLIMSA Ha METQOPMHH H [1a YBEJIHYAT PHCKA OT NAKTETH
Tpabsa na ce oOMHUCAAT NON3KUTE U PUCKOBETE OT CLIBTCTRALLATA ynoTpeda. Tpat 4 o e aRpeaN "2, \
BHYMATETHO NpOCACAABaHE HAa MIMKEMHYHHA KOHTPON, AaNTHpaHe Ha 103aTa B -'! MK] r.j ke \ < \
npenopbYMTEIHATA JO3UPOBKA H NPOMEHH B JIEYEHHETO HA 1uabeTa, KoraTo TaKHE A xapcfhséw;ﬂ .-
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NPOAYKTH CE NpUnarat eAHOBpPEeMEHHO. \ TN\ s o S




[ MIOKOKOPTHKOMAWTE (NPWIAraHH O CUCTEMEH H JIOKAJIEH ITbT), OeTa-2-arOHUCTHTE M IUYPETHLIMTE
MMAaT NMPHCHULO XHIEPrIUKEMHYHO AeicTBHe. [Taunenture TpadBa na ce HHPOPMHUPAT U NO-4ECTO Aa
M3MepBaT KPbBHATA CH 3axap, OCOOEHO B HAHAJIOTO HA JIEYEHUETO C TAKUBA JIEKAPCTBEHH IIPOJYKTH.
AKko € HeoOX0AMMO, 103aTa Ha AHTUXUIMEPTIHKEMUUHHA JIEKAPCTBEH NPOAYKT TpAOBa 1a ce ajanTthpa
O BPEME Ha JICUEHHE C APYTUs IEKAPCTBEH NMPOAYKT W NPH HErOBOTO NpPEKpaTIBaHe.

ACE-HHXUOHTOpPHTE MOTaT A4 NOHMXAT HMBATA HA KPbBHATA 3axap. AKo e HeobXxoauMo, a03aTa Ha
AHTHUXHIEPrIIMKEMHYHHA JIEKAPCTBEH NMPOAYKT TpAOBa Aa ¢ afanTvpa no BPEME Ha JICHEHHETO ¢
APYTHA AEKapPCTBEH NPOAYKT M MPH HErOBOTO NMpeKpaTIBaHe.

Edexry Ha ApYry IeKAPCTBEHH MPOAYKTH BbPXY CUTArAWNTHH
In vitro n KIMHWYHUTE JaHHH OMMCAHH MO-A0Y NMPEANOAraT, 4Ye PUCKBT OT KIIMHAYHO 3HAYUMH
B3aUMOICHCTBHSA IIPH €JHOBPEMEHHO NPUI0KEHHE C JPYTH JIEKApCTBEHH MPOAYKTH € HUACHK.

In vitro npoyuBaHHs MOKa3BaT, Y€ OCHOBHHA €H3MUM OTTOBOPEH 33 OrpaHUYEHHSA META00TU3bM Ha
cutaradnTuH € CYP3A4, ¢ yyactue Ha CYP2C8. I1pu nauuentn ¢ HopManHa 6u0petuna ¢yHkuus,
meTabonn3MbT, BKIIOUUTERHO U Ype3 CYP3 A4, urpae caMo Manka posns B KIIMPBbHCA Ha CHTAMJTMITTHH.
MeTabonu3mbT MOAKE Aa urpae no-sakHa poid npy eJMMHHUPAHETO HA CHTAIJIMITTHH B YCIAOBHA Ha
ocTpo 6BOpeUHO YBpexaaHe WKW TepMUHaiHa 6v0peuna HeaocraTeuHOCT (THH). Iopaau Tazu
NMPUYMHA € Bb3MOXXHO MOLUHK HHXUOUTOPpH Ha CYP3 A4 (Hanp. KETOKOHA30/, HTPaKOHA301,
PHUTOHABHP, KNAPHTPOMHLIMH) 1A NPOMEHAT (PapMaKOKMHETHKATA Ha CHTATJIMIITHH NPH NAUHEHTH C
TexkKo 6bOpeuno yepexaaHe uan ThH. E¢exture Ha MmowHute CYP3A4 HHXUOMTOPH B YCIOBHSA Ha
OBOpeuHo yBpexkaaHe He €a OLIEHABAHY MPH KIIHHHYHO NPOYYBaHE.

In vitro npoyuyBaHH4 3a TPAHCHOPTA NOKA3BaT, Y€ CHTArJIUITHH € CYOCTPAT Ha P-TIMKONPOTEHHA H
TpaHCNOpTeEpa Ha OpraHH4HY aHUOHHU-3 (OAT3). OAT3 MeaHHpaHHAT TPAHCIIOPT HA CUTATJIMITTHH Ce
WHXUOUpa in vitro ot npobeHeun, BbIPEKH He PUCKBT OT KIIHHHYHO 3HAYHMH B3aUMOIACHCTBHSA Ce
CcMATA 3a HUCBK. EnHOBpeMeHHOTO npunoxkeHne Ha OAT3 MHXUOUTOpPU HE € OLICHEHO in vivo.

Luxnocnopun: IlpoeeaeHo € Npoy4YBaHe 3a OLEHABAHE HA e(PeKTa HA LWMKJIOCMIOPHH, MOLICH
HHXHOHUTOD HA P-INIMKONPOTEHHA, BLPXY PapMaKOKHHETHKATA HA CUTAIIMIITHUH. EAHOBPEMEHHOTO
NPUIOKEHHE HA eMHMUYHA nepopanHa ao3a 100 mg cHTarIMITHH H eJHHUYHA MEpopaHa 1034

600 mg uuxnocnopuH nmouwasa AUC 1 Crpax H2 CHTAMIMITHH CHOTBETHO € NpUGAu3NTENHO 29 % M
68 %. Te3n npomeHH BLE (PapMaKOKMHETHKATA HA CUTArJIUITUH HE & CMATAT 34 KINIHHHYHO 3HAYHMH,
BbOpeyHUAT KIHPBHC HA CHTArTHIITHH HE € 3HAYMTEeNHO NpoMeHeH. ClienoBaTe/HO, HE C€ OYaKBaT
3HAYHMH B3aMMOAECHCTBHA ¢ APYTH HHXHOUTOPH Ha p-TNIMKONPOTEHHA.

EdekTH Ha CUTArJIMNTHH BbPX I'H JIEKAPCTBEHH NPOAYKTH

Huzoxcun: CHTarNMTHH UMa cnab edekT BhpXY Ma3sMEeHaTa KOHUEHTpanus Ha aurokcuH. Cnen
npuaaraHero Ha 0,25 mg QUroxcHH egHoBpeMeHHO Cbe 100 mg CUTArTMITHH AHEBHO B IIPOABIDKEHHE
Ha 10 gHu, nna3zmedata AUC Ha aurokcuH HapacTsa cpeHo ¢ 11 %, a nasmeHaTa Cmax cpeanHo ¢ 18
%. He ce npenopbuBa kOpurupaHe Ha 103aTa AMrokCHH. B ¢BLIOTO BpeMe, NAaLHEHTHTE C PHCK OT
JATOKCHHOBA TOKCHYHOCT TpaOBa Aa ObaaT npocieaaBaHu 3a TAKaBa, KOrato CUTarJMnTHH U
JUTOKCHH Ce NMpusiarat eJHOBPEMEHHO.

In vitro paHHUTE NOKa3BaT, Y€ CUTAIIMIITHH HE NOTHCKA U He uHAYuupa CY P450 uzoenszumure. [pu
KJIHHUYHY TTPOYYBAHMSA CHUTATJIMIITUH HE MPOMEHA 3HAMUMO (PAPMAKOKMHETUKATA HA MET(POPMHUH,
raubypua, CAMBACTaTHH, PO3UIJIMTA30H, BaphapyuH WK EpOpalHU KOHTPAUENTHBY, NaBalKH in vivo
JaHHYU 33 MAJIKA BEPOATHOCT OT NpeJu3BUKBaHE HA B3auMoacHHcTBHA cbe cyOcTpaTh Ha CYP3 A4,
CYP2C8, CYP2C9 u tpancnoprep Ha opraH4HU kaTHOHU (OCT). CHTarnMnTuH MOXE '

cna® MHXHUOUTOp Ha P-TITHKONMPOTEHHA iR Vivo.
LZO \
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Hsima nocTaTh4yHO AaHHH OT ynorpedaTa Ha CHTAraMnTHH npyd OpemeHHM xeHH. [IpoyuBanua npu
KMBOTHH MOKA3BaT PeNnpoayKTHBHA TOKCHYHOCT NPH BUCOKH JO3H CHTArAWNTHH (BXK. TOYKa 5.3).

OrpaHuyeHUTE AAHHM NpeAnosnarar, 4e ynorpebara Ha MeThOpMHUH 1pyu OpeMEHHH He € CBBbP3aH ¢
MOBUILUEH PUCK OT KOHreHUTaNHH Maidopmauuu. [IpoyupaHuara ¢ METQOPMHH NMpPH XKHBOTHH HE
MOKAa3BaT BpeAHH €(PeKTH BbE BPb3Ka ¢ OpeMeHHOCTTA, eMOPHOHATHOTO H PETATHOTO Pa3BHUTHE,
pPaKJIAHETO WJIM NOCTHATAJIHOTO Pa3BHUTHE (BXK. CBLUO TOUYKA 5.3).

MaiimeTcu He TpabBa aa ce W3roa3Ba No BpeMe Ha OpeMeHHOCT. AKO MaliMeHTKaTa HCKa Ja
3a0peMeHee WK aKo HacTbMH OPEMEHHOCT, JIeYeHHETO TPsAOBa Ja Ce MpeKpaTy M NALMEHTKATa Aa
NMPEMHMHE HA JIeYeHHEe C HHCYAHH BB3MOXKHO Hail-ckopo.

KbpMmeHe
He ca nposexaaHy Npoy4BaHUA NPH KbpMELLH )KUBOTHH ¢ KOMOMHUpaHKTE aKTUBHU BELLECTBA Ha

TO34 JeKapcTBEH NpoAyKT. [Ipn npoyuBaHHA NPOBEKOAAHH ¢ OTASITHHUTE AKTHBHH BELIECTBA H
CHTarJIMNTHH, H METQOPMHH Ce eKCKPEeTHPAT B MJISKOTO Ha JlakTUpaluu rurbxose. [Ipu xopa
MET(OPMHH Ce EKCKpPETHPa B KbpMaTa B MAJIKH KOJHYECTBa. He € U3BeCTHO NajlM CHTAarNUITTHH Ce
eKCKpeTHpa B kbpmata. CneaosarenHo Maiimercu He TpabBa aa ce U3N0n3Ba NPU XKEeHH, KOUTO
KbpMAT (BX. TOuka 4.3).

DepTUNUTET
JIaHHHTE OT NPOYYBAHHUA NPH KHUBOTHH HE NPEANOSAraT BIUAHHE BLPXY (PEPTHIUTETE HA MBXKKH H
HEHCKH TUTHXOBE MPH TPETUPAHE ChC CUTATVIMITUH. JIMINICBAT JAHHM NIPH XOpAa.

4.7 EdexTn BpXY cOOcO0BOCTTA 32 IOPHPpaHe B padoTa ¢ MAINHHH

MaiiMeTcH HE NORIMABA UITH NOBANABA NPEHEOPEKUMO CIIOCODHOCTTA 3a LOgHpaHe U paboTa ¢
MallliHH. B cbL10oTO BpeMe npH wodupane uid pabora ¢ MalvHy, TpabBA na ce UMa NpeaBUI, Ye NMPH
CHTArJIMIITHH Ca JOKNAJABAHH C/TyUYad HA 3aMavBaHE U CHHJIMBOCT.

OcseH TORa, NaLIMEHTHTE TPAOBA Ja C€ NpenynpeXaaBar 3a pUCKa OT XHIOTTTUKEMHS, KOTraTo
MaiiMeTcH ce H3noJ3Ba B KOMOHHALHA CbC CYI(POHUTYPEAHO MPOUIBOAHO UAM C HHCYJIHH.

4.8 Hexeaann JeKAPCTBEHH PEAKOHH

Pe3iome Ha npoduaa Ha 6e30MmacHoCT

HsMa npoBeaeHu TepaneBTHYHH KJIWHHYHH MPOYUYBAHUA ¢ KOMOHHALIMATA CHTATTMIITHH/ MET(OPMHH,
HO OHOEKBHBAICHTHOCTTA HA KOMOMHALIMATA CUTAMIMNTHH/ METHOPMHH € JoKa3aHa NpH
€JHOBPEMEHHOTO NPUIIOXKEHHE HA CUTATJIUITTHH U MeThOpMHUH (BXK. TOUKA 5.2).

CoofLuaBaHHu ca CepHO3HH HeXEeJIaHH pPeaKLMK, BKJTFOYWTENHO NMaHKPEaTHT U peakLMU Ha
CBPBXYYBCTBHTEIHOCT.

Copo0lilaBaHa € XMNOTrMKEMHS NpH KOMOHHALMA ¢bC cyndoHwypelino npoussoaHo (13,8 %) uc
vuHcyuH (10,9 %).

Cumazaunmun u Mem@popmun

TabnuueH CUCHK Ha HEXKETAHUTE PCAKLIMH
He:xenaHuTe peakuuu ca u3bpoeHu no-aoiy ¢ npenopbuBaHuTe oT MedDRA TtepMunu cnopen
CUCTeMO-OpradHa kinacuguxauds ¥ abconmtotHa yecrora {( Tabnuua 1). Ilo ywectoTa ce onpenensar karo:
MHoro dectH (1/10), uectu (=1/100 no <1/10), vewectn (=1/1 000 oo <1/100), peaxu (=1/10 000 no
<1/1 000), mHoro peaku (<1/10 000) u ¢ HeusBecTHa 4eCTOTA (OT HATHYHHTE JAHHU HE MOXe aa Obae
HanpaBeHa OLEHKa).

Tabauua 1: YecToTa HA HeXeITaHHTE peaKHH YCTAHOBEHH N0 BpeMe Ha I1a
KJIHHHYHH OPOYYBAHHS ChC CHTANJIANTHA H METPOPMHH CAMOCTONTENHO H W / o5~ 88 ah \
NOCTMAPKETHHIOBHSA ONHT G



Hexenana peakuns

YecToTa HA HEXKEIAHATA PeaAKIHA

Ha_!)ylllelilllil HA KP’bBTa H Jmm!ma'ra CHCTEMA

TPOMOOLIMTOTIEHHA

peaku

HapymieHHs HA HMYHHATA CHCTEMA

pPeakLHH Ha CBPBbXYYBCTBHTEHOCT,
BK/IFOUMTENTHO aHadHIAKTHYHKU OTIOBOPH *

C HEHU3IBECCTHA HECTOTAa

Hapymenns na MeTab0,1A3MA H XPARHEHETO

XHMOriHKeMus' YeCTH
HaMajleHHe Ha HuBaTa/aedHUMT Ha BuTaMKuH B12' 4YECTH
HapymeHnns na HepBHATA CRCTEMA

CBHJIHBOCT HEYECTH

PecnupaTopHH, rpbIHH H MEIHACTHRAIHH
HApPYEeHHS

HHTEepCTHUMANHA GenoapobHa GosecT

C HCH3BCCTHA 4YCCTOTA

CroMamRo-1peBAH HADYIICHHA

[iHapus HeYecTH
rajeHe YECTH
(pnatyneHuus 4YECTH
3anek HEYEeCTH
Gonka B ropHara 4acT Ha Kopema HEYeCTH
YECTH

NnoBpbsUIAHE

OCTBP NaHKpeaTuT -+

C HCH3BCCTHA 4CCTOTA

(aTaneH n HedaTaneH XeMOparH4eH M
HEKPOTH3Hpalll MAHKPeaTHT

C HCH3BCCTHA HCCTOTA

Hapymemm HA KOXKATA H NOAKO0KHATA ThbKAH

npypHTyc’ HEYECTH

aHrHoeaeM ' C HEH3BECTHA YECTOTA
obpus*,t C HEU3BECTHA YECTOTA
ypTHKapHs ' C HEM3BECTHA YECTOTa

KOXEH BaCKYJHT -

C HEHU3BECTHA 4YCCTOTA

ekCcOIHATUBHH KOXKHHM 3a6onsBanus,
BKJIIOYHTENHO CHHAPOM Ha Stevens-Johnson'™!

C HEHUIBECTHA 4YECTOTA

Oyno3en nqu;mrow:l'

C HCH3BCCTHA Y¢ m

Hapymenus Ha MYCKYJTHO-CKeJIeTHATA
CHCTEMA H CLeAHHHTEJHATA THKAH




apTpair I'lflmI C HCH3BCCTHA YECTOTA

MHAITHA C HEM3BECTHA YECTOTa
Gonka B KpaiHULHTE C HEM3BECTHA YECTOTA
Goska B repba’ C HEU3BECTHA YECTOTa
apTponarus’ C HEM3BECTHA YECTOTA

Hapymenus Ba 0b0penHTe H NHKOYHHATE

IbHTHIA
HapyleHa 6bopeuHa GyHKumus' C HEH3BECTHA HECTOTA
ocTpa 6b6peyHa HeAOCTATEYHOCT C HEM3BECTHA YECTOTa

"HexenaHuTe peakLiy ca HACHTHOULUMPAHH NO BpeMe Ha NOCTMapKETHHIOBOTO HabnioAeH e.
* Buxxte Touka 4.4,
* BHXKTe npoyuganemo 3@ 6e30nacKocm no omuoutenue Ha copoeurnocvoosama cucmema TECOS no-pody.

Onucanue Ha n3bpaHu HexceNaHU peaklivu
Hsakoun HexenaHH peakunH ca HabniogaBaHH NoO-4e€CTO MpH NpoyuBaHua 3a KOMOUMHKpaHa ynoTpeba Ha

CHTATTMITTHH ¥ METQOPMHKH C ApYrH aHTUAHAOETHH JIEKAPCTBEHH MPOAYKTH B CPABHEHME C
MPOYYBaHHA HA CHTAMNMKOTHH H METHQOPMHH CAMOCTOATETHO. Te BKITIOYBAT XHMOTJIHKEMHSA (KaTeropus
Ha YecToTa ,,MHOTO HYECTH CbC CyNPOHUNYPEHHO MPOU3BOAHO UAH UHCY/IHH), 3aneK (,,4eCTH CBbC
cynGoHUNYpeiiHO NPOH3BOAHO), epHPEpeH OTOK (,,4eCTH” C NIUOTIMTA30H) U rNaBobosIHe U CYXOTa B
ycTata (,,HeHeCTH ¢ HHCYJIMH).

Cumazaunmun

I1pu npoyuBaHus BbpXy MOHOTepanus cbC cHTAarmunTHH 100 mg BeauBLK AHEBHO CAMOCTOATENHO B
CpPaBHEHHE ¢ IU1auedo, ChbOOLIEHHTE HEXKENIAHH PeakUHH ca rnaBodonne, XMNornuKkeMus, 3anek u
3aMafBaHe.

Cpen Te3d NaUMEHTH HEXKENAHUTE CLOMTHA, CHOOLLIABAHH HE3ABHCHMO OT MMPHUKHHO-CIICICTBEHA
BPB3Ka C IEKAPCTBEHHA NPOAYKT, C Y4ECTOTA Hai-Manko 5 %, BkmouBaT HH(EKIUHH HA FOPHHTE
AWXATENHH ITbTHILA U Ha3ohapuHruT. OCBeH TOBa, ca CHOOLIEHH OCTEOAPTPHT K DONKA B KpaiHHLIMTE,
¢ yecToTa HedecTH (> 0,5 % no-BHCOKA Cpen YYACTHHLUMKTE, NOJAYUKWIH CHTAMNUNTHH, OTKOJKOTO Ta3H

B KOHTPO/IHaTa rpyna).

Mempopmun

CToMaLIHO-YPEBHH CUMITOMH €a ChOOIIABAHH MHOTO YE€CTO NPH KJIIMHHYHHU MPOYYBaHHA U NpH
nocTMapkeTHHrosara ynorpeda Ha methopmud. CTOMALLIHO-UPEBHUTE CUMITTOMH KaTo rajexe,
noBpbllaHe, JHapui, Gonka B kopema H 3aryfa Ha aneTHT ce NnosBsAeaT Mo-Y€CTO NPH 3aNoYBaHe Ha
NIEYEHHETO H B NOBEMETO CTYUaH NPEMHHABAT CMOHTAHHO. JIOMBIHATENHI HEXENaHH peakiuH,
CBBLP3aHH ¢ METHOPMHH, BKITIOUBAT METAIEH BKYC (YECTH); NAKTAaTHA aUKHA03a, HapYLUIEHHS Ha
yepHOApOoOHaTa QYHKLMA, XENaTHT, YPTHKApHA, epUTeMa H chpbex (MHoro peaku). Kareropuure no
YeCcTOTa Ce€ OCHOBABaT Ha HanW4yHaTa nHpopmanus B KpaTkara xapakTepHcTHKa Ha NPOAYKTa Ha
meThopMHH, onobpena B EC.

IleQuampuuna nonynayus

B KIHHWYHH NPOYUYBAHHUA CHC CUTATTTUNTUH/MET(HOPMHH MPH NEIHATPHYHH NALMEHTH CBC 3aXapeH

auabet TN 2 Ha Bb3pacT ot 10 1o 17 roguHH NpodUIBT Ha HEXKENMAHUTE PEAKLIMM KaTo LIAJIO €

CpPaBHHMM C TO3H, HaOnioaaBaH npH Bb3pacTHH. [IpH neaHaTpHYHKM NAaLMEHTH, KOMTO Ca WIH He ¢a Ha

OCHOBHO JIEYEHHE ¢ HHCY/IUH, CHTArTUMTHH Ce CBbP3Ba C MOBHIUICH PHCK OT XHMNOMNTHKEMUS. ~
v@a\mﬂ o ’N
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[Ipoyueane 3a bezonacrocm no omuowenue na cvpoeunocvooeama cucmema TECOS// X /7 . {Lzo \

H3nuTBaHeTO, OLIEHABALIO ChPACYHOCHIOBHTE PE3YJITATH MPH JIEUEHHE ChC CHTArH ] i ﬁ?‘ \% \

Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxmousa 7 332 naugpayfg) vmu 2 )

¢b¢ 100 mg curarnMnTUH AHeBHO (WK 50 mg AHEBHO, aKO U3XOAHHTE CTOHHOCTH H %I\C.H : fdf e L

CKOPOCT Ha rnomepynHa dunrpauns (€GFR) ca > 30 u < 50 mVmin/1,73 m?), u 7 339\yalbdepriviia - &
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nnauedo B intention-to-treat (ITT) nonynauusTa. J{pere neyeHus ca 1o6aBeHH KbM 00HYaHHHTE
IPUXKH CBIIACHO MECTHHTE cTaHaapTu 3a HbA ¢ u chpaevHocbaoBM puckoBH dakTopu. Obuara
YEeCTOTa HA CEPHOZHUTE HEXKENaHH CHOHTHA NPHU NALMEHTH, NOJTYHaBall¥ CUTANTHITTHH, € CXOJHA C
Tazn NPH NAUHEHTHTE, NONy4aBaliy maueto.

B intention-to-treat nonynawuMaTa cpel NaUHEHTHTE, KOMTO H3MOA3BAT HHCYJIMH WHITH CyndOoHWTYypes
Ha H3XOJHO HMUBO, YECTOTATA HA TEXKKA XHUNOriukeMus € 2,7 % npu nauMeHTHTE, 1eKyBaHH CbC
CUTarnunTHUH U 2,5 % npu nauveHTyTe Ha naauedo; cpen NaUBEHTHTE, KOWTO HEe M3N0A3BAT HHCYJIHH
W/ WK cyndoHuNypes Ha H3XOAHO HHBO, YECTOTATa Ha TexKKa xunorinkemus € 1,0 % npu
NaL{eHTUTE, JIEKyBaHH CbC CHTArNKHNTHH U 0,7 % npu nauueHTHTe Ha naauedo. Yecrorara Ha
NOTBLPACHH CHOMTHA, OTAZBAHHW HA NaHKpeaTHT, € (0,3 % npu nauHeHTHTe, NEKYBaHH ChC
cutarnunTvH ¥ 0,2 % npy nauneHTUTE Ha Nnauedo.

CoobliaBaHe Ha NOAC3IUPAHU HEXKENAHH peakLHH
Cvo0LuaBaHeTO Ha NOAO3IMPAHKM HEXENAHU PEaKLMH ciie]] paspeluaBaHe 3a ynorpeda Ha nekapcTBeHHA

NpOAYKT € Ba’kHO. ToBa No3B0/MABA Aa NPOALKH HAOMIOAEHHETO Ha CHOTHOLUEHHETO NOM3a/PHUCK 34
JIEKapCTBEHUA NPOAYKT. OT MEAULIHHCKHTE CNELIMATTHCTH C€ M3HCKBA Ja choOLaBaT Bcaka
NOAC3UPaHa HEXEJAHA peaKLHa upes

HanbnHUTENHA areHudd 110 1eKapeTBara

ya. ,,JlamsaH I'pyes” Ne 8

1303 Codus

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

4.9 Ilpeno3upane

[1p1 XOHTPONHPAHH KITKHHYHH MPOYYBAHHSA CbC 3APaBH YYACTHHLM C€ MpHUNAraT eQHOKPaTHH NO3H 10
800 mg curarnunTiH. MyuHHManHO yabiDkaeaHe Ha QT¢, kOeTo He ce curTa 32 KITHHUYHO 3HAUYHMO,
ce nabmoaaea npu eaHo npoyuBaHe ¢ A03a ot 800 mg curarnunTHH. Hama onut ¢ ao3u Han 800 mg
NpH KIHHHYHH npoyusaHHi. [1pu npoyusaHus asza | ¢ MHOrOKpaTHO NpujiaraHe, HAMa CBbpP3aHH C
N03aTa KIMHWYHH HEKEaHM IEKapCTBEHH peakLivH, HabaloaaBaH| MPH CHTACIMITTHH € J03HM A0

600 mg nHeBHO 3a nepuoan oo 10 oun 1 400 mg nHEeBHO 32 NEpHOAH RO 28 AHH.

[lonsamo npeno3upaHe ¢ METHOPMHUH {HJIH €1HOBPEMEHHO CHILECCTBYBAL PUCK OT JIAKTaTHA alua03a)
MOXKe Ja OBee [0 JIAKTaTHA auua03a, KOATO € CNCLUEH MEAULIMHCKHM cayyaid U Tpabaa na ce aekysa B
bonHuua. Hali-epekTHBHMAT MeTON 32 OTCTPAHABAHE HA 1AKTaTa H METPOPMHHA € XEMOJHAIH3aTa.

[Mpy kK1nHHYHK npoyusaHHs npubausurenHo 13,5 % ot no3ara ce OTCTpaHABa NPH NpoaAb/LKABALLA
310 4 yaca xemMoanau3Ha cecus. [1py npeucHka 3a KIMHUYHA HEODXOAMMOCT MOXKE Na ce
npeanpueMe NO-NpOAbLHKUTENIHA AHann3a. He ¢ U3BeCTHO Aany CUTAr/IMNTHH CE AHANTH3UPA NPH
MEPUTOHEATHA AHATH3A.

B cnyuaii Ha npeao3npaHe € NoAXOAALUO Aa ce NpeAnpUeMaT OOMKHOBEHHTE MOAABPXKALIH MEPKH,
KaTo OTCTpaHsABaHe Ha HeabcopOHpaHug MaTepHal OT CTOMALUHO-YPEBHHSA TPAKT, KITHHHUHO
HabaoAeHHE (BKIKOYHTENHO U EJIEKTPOKApAHOTpaMa) H NPH HYXJa 3ano4YBaHE Ha NOAABPKALIO
NEYEHHE,

5. GOAPMAKOJOIMYHH CBOUCTBA

5.1 dapmaxkoauHAMHEYHH CBOHCTBA

@apmakoTepaneBTHYHA rpyna: AHTHANAOETHH leKapcTBa, KOMOMHAUUH OT nepop
HamansaBaHe Ha KpbBHaTa 3axap, ATC xoa: A10BD07

MaiiMeTcH KOMOHHHpA IBa AHTUXHIICPTIIHKEMHYHH ICKAPCTBEHH NPOAYKTA C A0




MEXaHW3bM Ha ACHCTBHE 3a NOAOOpABaAHE HA MNMUKEMHUYHHA KOHTPON NpH NauMeHTH ¢ auaber Tin 2:
CUTArTMNTHH, aunentrann nentuaasa 4 (DPP-4) nuxubutop U MeTPopMHHOB XHAPOXSIOPHA,
NpeaCTaBUTEN Ha Kiaca Ha OHrBaHHMAHHHTE.

Cumazrunmun

MexaHHn3bM Ha JeHCTBHE

CuraraunTuH gocdar € nepopaHO aKTUBEH, MOLLEH H BUCOKOCENEKTHBEH HHXHOUTOP Ha €H3HMa
aunentiaun nentuaasa 4 (DPP-4) 3a neuenune Ha anaber tvn 2. Huxuburopurte Ha DPP-4 ca kiac
BEILECTBA, KOWTO ACHCTBAT KaTO €HXAHCEPH Ha MHKPEeTHH. Upes uHxubupaHe Ha enzuma DPP-4,
CHTArIMNTHH NOBHLLIABA HUBATA HA [BA U3BECTHH AKTHBHH HHKPETHH XOPMOHa, MIOKaroH-nogodHus
nentua-1 (GLP-1) v rmoko3a-zaBucuMus wHcyanHoTponeH nonunentud (GIP). UukpeTuHuTe ca yacr
OT €HIOTEHHA CHCTEMA, YUYaCTBALLA BbB (PU3UONOrHYHATA peryjalMa Ha [I0KO3HATa XOMEOoCTasa.
Koraro KOHUEHTPALUMKTE Ha KPbBHATA 3aXap ca HOpManHH wid nosuuieHd, GLP-1 u GIP 3acunsar
CHHTE3a U 0CBODOKAABAHETO HA HHCYJIUH OT NaHKpeaTHuHHuTe Heta-kneTku. OcseH ToBa, GLP-1
HaMansBa CEKpeLHATa HA MKOKAroH OT MAaHKpeaTHYHHTE alda KINEeTKH, BOAECHKH A0 HAMACHO
NpoOU3BOACTBO Ha YepHoApoOHa rtoko3a. Korato HABaTa Ha r110Ko3a B KPbBTa Ca HUCKH,
OCBOOOXKIABAHETO HA HHCYIIMH HE CE CTUMYJIMpA U CEKpeLIMATA Ha ITIFOKAroH He C€ NMOTHCKA.
CHTarIMnTHH € MOLLEH H BHCOKO CeNeKTUBEH HHXUOUTOP Ha eH3uMa DPP-4 1 He uHXxubupa cxoqHUuTe
no ¢Tpykrypa eH3uMu DPP-8 wnu DPP-9 B TepaneBTUUHH KOHUeHTpauydH. CUTarlIMITHH ce
pa3jiduaBa No XMMH4YHA CTPYKTYpa U (hapMakonoruyHo aeicreue ot ananosure Ha GLP-1, uHcynuH,
cyndoHwIypes WiH METJTHTHHHAHN, OMrBaHUOWHK, ArOHHUCTH HA NEPOKCU3OMEH NposudepaTop-
aktusupaH rama peuentop{PPARY/TIT1AI'P), anda-rmoko3una3nu HHXHOMTOPH H aHANO3H Ha
AMHIIHH.

[Ipu 1By AHEBRHO NPOYYBAHE HA 3APABH YYACTHULH, CHTArNHNTHH, NPUNOKEH CAMOCTOATEITHO,
nosHiaea akTiBHaTa GLP-1 xoHueHTpauns, nokato MeThOPMHH NPHIOKEH CAMOCTOATENHO,
noBHlIaBa akTHBHATA H obulaTta GLP-1 koHueHTpaLus B cXoaHa cTeneH. EAHOBpEMEHHOTO npHaarase
Ha CHTArJIHNTHH U METPOPMHUH HMa aauTUBEeH edeKT BbpXY akTHBHaTa GLP-1 koHueHTpauus.
CuTarnunTuH, 3a paszjinka oT MeTQOopMHH, nopuwasa akTHBHaTa GIP xoHueHTpauus.

KaunnuHa ebukacHOCT W 6e3onacHocT
Karo wano, cutarnunTHH noaodpsasa rNMUKEMUHHHA KOHTPOI, KOraTo C€ H3MOa3Ba KaTo
CaMOCTOATETHO MWW KOMOWHMPAHO JIeYEeHHE NPU BL3PAaCTHH NaLHeHTH ¢ Auaber Tin 2.

[Tpy KAHHHYHH NMPOYYBAHHSA, CUTATTIMIITHH KATO MOHOTEpanusa noacdpapsa rNUKEMHYHHA KOHTPO
ype3 3HAYMTENHO HamaneHHe Ha xemorno0uu Aj. (HbA|c) ¥ rnroko3ara Ha r1anHo M Ciied XpaHeHe.
Hamanennero Ha nnasmeHara rioko3a Ha raaHo ([1IT) e Habnonasano Ha 3-Ta ceaMuLa, NbpBaTa
BPEMEBA TOUKA, B KoATO € u3MepeHa [1I'T. HabnionasaHata YyecToTa Ha XMITOTJIHKEMHS NPH NALKUEHTH,
NeKyBaHM CbC CHTArJIUIITHH € NoaodOHa ¢ TasH npH mauedo. TenecHOTo TErno He ¢e € yBenHUUIo
COPAMO H3XOAHUTE CTOHHOCTH NpH JieueHHe ¢be cHTarnunTHH. HabnropaBano € nonobpeHue Ha
CYpOTaTHHTE MapKepu Ha ¢yHKLIMOHUpaHe Ha OeTa-kneTkure, B ToBa uncno HOMA-B (XomeocTazeH
MOJEN 32 OLEHKA-B), CbOTHOLUEHUETO HA NPOUHCYJIHH KbM HHCY/IHH H NOKA3aTEJIMTE 38 PEAKTUBHOCT
Ha DeTa-KIIeTKUTE MPU TECTA 3a TONEPAHTHOCT MPH YECTO JABAHE HA XPaHa.

[IpoyuBaHUA CHC CUTAMNUOTHH B KOMOUHALINA ¢ METGOPMHH

[Tpu 24-ceaMuuHO N1aUe60-KOHTPOIHPAHO KTMHHYHO MPOYUYBAHE 33 OLleHKA Ha e(pHKACHOCTTA U
6e3onacHocTTa NpH podapaHe Ha cHTarnHITTHH 100 mg BeAHBX AHEBHO KbM CBILECTBYBALNOQ J€UYEHHE
¢ MET(OPMHH, CHTArNHNTHH OCUTYPABA 3HAUYUTENHO NOACOPEHHE HA MNTHKEMHYHHTE NAPaMETPH B

[Tpu 24-ceaMu4HO MaLeb0-KOHTPONHPAHO (PAKTOPATHO MPOYUBAHE HA HAYATHO Jie
cutarnunTyHH 50 mg ABa NbTH AHEBHO B koMOUHaLusa ¢ MeThopMuH (500 mg unu 1
JAHEBHO) C€ MOCTUra 3HAYUTENHO NoA00pEHHE HA MNTIMKEMHUYHUTE NApaMETPH B CPaB




MoHOTepanua. HamManeHueTo Ha TeNEeCHOTO Terio Npy KOMOHHAUMATA CUTAMTHNTHH U METHOPMHH €
noAoOHO Ha ToBa HabniogaBaHO NpH METGOPMHH CAMOCTOATENHO UK Mauebo; HAMA NPOMAHA
CNpSAMO HW3XOJAHHUTE CTOHHOCTH NMPH NALMEHTH HA CHTArIMIITHH camocToaTeaHo. Yecrorara Ha
XHNOrNUKEMHs € NoaoOHa cpel NEKYBAHHTE rpynu.

[IpoyuBaHe CbC CHTArJMNTHH B KOMOHHAUKA ¢ METHOPMHH U cyNdoHUNYpes

24-ceAMHUYHO MNaLEe60-KOHTPOJIUPAHO KITHHHYHO NPOoYyUBaHe € MIaHHPaHO Aa olteHH epHKACHOCTTA U
6e3onacHocTra Ha curarnunTuH (100 mg BeaHbX AHEBHO) NpubaBeH KbM MIHMENUPHA
(caMOCTOATENHO HAK B KOMOMHAUHA ¢ MeThopMHH). loGaBaHeTO HA CHTArTHNITHH KbM MNIUMENUPHA H
MeT(POPMHH, OCHTYPABA 3HAYHTENHO NoaoOpeHHe Ha TMHKEMHYHHTe napameTpu. [lalpeHTHTe,
NIeKYBaHH CbC CHTATIHIITUH UMAT cnabo noeuiueHye Ha TenecHoTo Terno (+1,1 kg) B cpaBHeHHe ¢
Te3W, NOywaBanu miatebo.

ITpoyuBaHe ¢be cuTarnunTHH B KomOuHauus ¢ merdopmud U PPARY/TITIATP aronuct

26-ceAMUYHO MnaLedo-KOHTPONUPAHO NMPOYUBAHE € NpeIHA3HAUYEHO Aa OUSHU epUKACHOCTTA U
Oe3onacHocTTa Ha cHuTaraunTHH (100 mg BeaHbK AHEBHO), N100aBEH KbM KOMOHUHALIMA Ha
NMHOrnUTa3oH U MeTdopMuH. 1o6aBAHETO HA CUTATIIMIITHH KbM NHOTHTA30H H METQOPMHH,
OCUIYpABa 3HAYHTETHH NoJOoOpeHHa Ha rITHKeMHYHHTE napameTpH. [IpoMaHaTa B TEIECHOTO TEr0 OT
H3XOAHO HUBO € NoACcOHA HA Ta3u NMPpH NALMEHTH, NEKYBAHU CLC CHTArJIMNTHH, B CPAaBHEHHE C
mnanebo. YectoraTa Ha XHMOTIMKEMHSA CHLIO € NOAOOHA NMPH NMALHEHTHTE, JIEKYBaHH CbC
CHTArIMITHH WnK naauedo.

IIpoyuBaHe Ha CHTArAKUOTHH B KOMOHHALMA ¢ METGOPMUH H MHCYJINH

24-ceAMUYHO MNaLEO0-KOHTPOIUPAHO KNHHHUHO MPOYUBaHE € NpeaHa3HAueHO Aa OLEeHHU
edekTuBHOCTTa W Oe3onacHocTTa Ha cutarnunTvH (100 mg BeaHBX AHEBHO) 400aBEH KbM HHCYJIHH
(npu crabunua posa 3a Har-manko 10 ceamuun) cbe wim 6¢3 merdopMuH (Hak-manko 1 500 mg). Ipu
NauveHTH, NpUeMallii NPeaBapUTENHO CMECEH HHCYJIHH, CpelHaTa QHeBHa no3a € 70,9 U/oneBHo.
[1px nauHeHTH, NpHeEMALLH HECMECEH NpeABapHTENHO {MESKIHHEH/ MPOABIKHTEIHOACHCTBRALL)
HHCYJINH, cpeaHaTa AHeBHa 103a € 44,3 U/anesno. lannure o1 73 % OT naudeHTHTE, KOUTO Ca
npuemManud MeThopMHH ca npeacraseHu B Tabnuua 2. lobaBaHeTo Ha CHUTArNUIITHH KbM UHCYJ/IHH
OCHIypsABa 3HAUYHTENHO NoJoOpeHHue Ha riHkeMHuHHTe NapameTpy. HaMa 3HauuTEeNnHA NpOMAHA B
TEJIECHOTO TEMO0 OT U3XOAHOTO HUBO B ABETE PYIH.

Tabnanua 2: Pesyararn 3a HbA . npu nnauefo-koHTPOIHPAHE NPOYYIBAHHA ¢ KOMOHHHPAHO
JIeYEeHHE CbC CHTATIROTHH H MeTrhopmun™

Cpennn Cpeana
CTOHHOCTH npoMsana Koparapana, cnpsmMo
HA H3X0AHO | COPHEMO naanedo, cpeana
Npoyasane auBo HbA, H3X0AHO npomsanaa Ha HbA . (%)
(%) HHBO (95 % CI)
HbA . (%)
Curarnuntud 100 mg BegHbXK
AHEBHO, N06aBeH KbM poHOBa 8.0 0.7 0,7t

Tepanus ¢ (-0.,8, -0,5)
meTdopMHH! (N=453)

CutarnuntdHd 100 mg BeaHbx

IHeBHO, 1o0aBeH KM poHOBa 8.3 0.6" .0,0%
Tepanua ¢ rAMMenupua + ’ o -1,1,-0,7)
merdopmud! (N=115)

Curarnuntud 100 mg Beaubx

AHEBHO nodaBeH KbM HOHOBA 8.8 | o

Tepanus ¢ MUOIMIKUTA30H +
meTgopmun’ (N=152)




Curarnvntux 100 mg BeaHbxk -0,5%%
AHEBHO, nobaBeH kbM PoHOBA . g (-0,7,-0,4)
TEPanus ¢ HHCYAHH + MeTGOpMHH! 8, -0,7

(N=223)

Hauanxo neuenue (aBa nbTH
JHEBHO)'":

cuTaraMnTHH 50 mg + MeTOopMHH 8.8 -1,4*
500 mg

(N=183)

-|,6**=
(' ] 58: "'] 93)

HayanHo neuenune (oBa nbTy
AHEBHO)!:

CHTAarAMNTHH 50 mg + MeThopMuH 8,8 -1,9
1 000 mg

(N=178)

-2, 173
('253 s ] &8)

* MMomynauusita OT BCHYKH JIEKYBaHHN NauneHTH (intention-to-treat aHanus).

' Hait-mankute cpeasn KBaapaTi ca KOPHrHpaHK CNpAMO CTaTyca NMPH MPEXOAHOTO aHTHXHNEPrAHKEMHYHO
NEeYeHHe U CTOHHOCTTA HA H3XO0QHO HHBO.

* p<0.001 B cpaBHeHMe ¢ MnaueGo uaH wiauebo + KOMOHHHPAHO NEYeHHe.

IHbA . (%) Ha 24-Ta ceaMHuLIA

“HbA . (%) Ha 26-Ta cenMuLa

¥ Haii-mankuTe cpeiHH KBAJIpaTH ca KOPUrypaHH 3a ynotpeGaTa Ha MHCYJIHH NIpYU BU3UTA | (MpeaBapHTEIHO
CMECEH Ccpellly HECMECeH npeaBapHTENHO [MeXIMHEH WM NPOILKHTENHOAeHCTBALL]) W W3X0OHA CTONHOCT.

[pn 52-ceaMuyHO NMpOyuYBaHe, CpaBHABALLO ¢PrKACHOCTTA U De30nacHOCTTa NMpH JobaBdHe Ha
curarnunTuH 100 mg BeaHDBIK AHEBHO WIH MIHNH3KA (CyNPOHUTYPEHHO NPOU3BOAHO) NPH NALIUEHTH
¢ HeloOBP MIHKEMHUYEH KOHTPOJ NMPK MOHOTEPanna ¢ METQOPMHH, CHTArIMIITHH € N0A00eH Ha
FJIHNH3UA NpU noHrxaeaHeTo Ha HbA . (-0,7 % cpeana npoMaHa cnpaMo H3XOOHHTE CTOHHOCTH Npe3
ceaMHLUA 52, ¢bC cpeaHa CTOMHOCT Ha HbA . ot npubansurendo 7,5 % B apere rpynu). CpenHara aosa
FMMUA3KI U3MO0A3BaHa B rpynarta 3a cpasdHeHue ¢ 10 mg nuesHo kato npubausurento 40 % ot
NaLHEeHTHTE C€ HYXKIAAT OT A03a runu3uig < 5 mg/nHeBHO no Bpeme Ha npoyuBaHeTo. Obaye, noeeuc
NalUEeHTH OT IpymnaTa Ha CHTArNHITTHH Ca NMPEKbCHAIH NOPAaH JIKIca Ha e(PHKACHOCT, OTKOJIKOTO B
rpynarta Ha raunusni. [lauMeHTHTe TeKyBaHH CbC CHTATIIMITTHH NOKA3BAT 3HAYHTEIHO CPeHO
MOHXEHHE CPAMO H3XOAHUTE CTOHHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHEHHE che
3HAYUTENHO NOKAYBAHE HA TErOTO MPH NAUKEHTH nomyyaeany raunusua (+1,1 kg). B Tosa
NpPOYYBaHe, OTHOLICHHETO MPOHHCYJIHH KbM HHCYJIHH, MapKep 3a €¢PEKTHBHOCTTA HA HHCYJTHHOBHSA
CHHTE3 U 0cBO0OKAaBaHE, ce NoA0OPABA CbC CHTArMIMNTHH H CE BJOLIABA TIPH JIEYCHHE C IMNIHITH3UA.
YecToTaTa HAa XMMOTTIHKEMHA B TPynaTa Ha CHTarMMNTHH (4,9 %) € 3HaUHTENTHO N0-HUCKA OT Ta3H B
rpynara Ha rannu3ua (32,0 %).

24-ceaMH4HO N1auebo-KOHTPONIMPAHO KIMHHYHO NpoyUBaHe, BKIKoUBallo 660 nauueHTu e
npeAHa3zHa4YeHO Aa OLEHH e(PUKAcCHOCTTa BOAELLA IO HAMAIABAHE HA HHCYNHHOBHUTE NO3H H
fezonacHocTTa HA curarnuMnTrH (100 mg BeAHBbXK AHEBHO), KOTaTo € NpUbaBeH KbM HHCYJIHH

rnap>uH ¢b¢ WIH 6e3 MerdopmuH (noHe 1 500 mg) no BpeMe Ha HHTEH3HPHUHPAHETO HA
MHCYNHHOBAaTa Tepanud. [Ipn naunedTy, npuemaiu mergopMuH, WaxoaHaTta CToMHocT Ha HbA e

8,70 % v HauanHaTta n03a HHCY/HH € 37 [U/auesHo. [TaumeHTHTE Ca HHCTPYKTHPAHH fa TUTPUpAT
TAXHATA 1034 HHCYJIHH ITIapP>KMH Bb3 OCHOBA Ha CTOMHOCTHTE HA KPbBHATA 3aXap Ha MajHo,

U3MEPEHH Ype3 KpbBeH TeCT ¢ yOokaaHe Ha npbeta. [Ipu naumenTHTe, npuemallun METQOpPMHH, Ha 24-
Ta CeJIMHLIA, YBEIHYABAHETO HA AHEBHATA 4032 UHCYNUH € 19 1U/nHeBHO npH NauueHTH, NEKyBaHH

CbC cHTarnunTiH U 24 1U/aHeBHO npu nauveHTH Ha auebo. [lonmwkaeanero Ha HbA . mpu

NaUKEHTH, NEKYBAHH CbC CUTArMHOTHH, METPOPMHH H HHCYJIHH € -1,35 % B cpasHeHue ¢ -0:590-%-rpu
NaLKHEHTH, NEKYBAaHH ¢ rauebo, MeThopMHH M MHCYJIMH, pa3nuka ot -0,45 % [95 % ¢ .&wﬂ@ﬁ% -
YecToTaTa Ha XMNOTrIHKEMHUS € 24,9 % NpH NAUMEHTH, TEKYBAHH CbC CHTAMTHNTHH,MERDoDMH Y
MHCYNHH K 37,8 % npu nauMeHTH, NeKyBaHu ¢ mauebo, MeTpopMHH U HHCYNHH. B ‘?,"f‘
OCHOBHO Ha M10-BUCOKHS MPOLEHT NaUMEHTH B rpynara Ha niauebo, usnutany 3 wimpqegnug’ L30;
Ha xunornukemus (9,1 cnpamo 19,8 %). HaMa pa3znuka B yecTtoTara Ha TEXKa XHN{ .@|




Memdpopmun

MexaHu3bM Ha ACHCTBHE

MetdopMHH € OUrBaHMAHH C AHTUXUNEPIIIMKEMHYEH e(eKT, MOHWKaBalll KakTo Oa3aiHaTta, Taka U
NJasMEHATA IIOKO3a ¢iie XxpaHeHe. Toll He CTUMYyRHpa HHCYJTHHOBATa CEKPELIUA H CJICA0BATETHO HE
NpeaAU3BUKA XUITOTNIHKEMMUS.

MetdopMHH MOXe Ja ICHCTBA MO TPH MEXaHH3Ma!

- ype3 HaMaJIABaHe NPOAYKUMATA Ha YepHOAPOOHA rIoKo3a upe3 HHXHOUpaHe Ha
rTIOKOHEOreHE3aTa U MIIMKOreHOMH3aTa

- B MYCKYJIUTE, Upe3 YMEpeHO MNOBULLIaBaAHEe HAa HHCY/IMHOBATA YyBCTBHTETHOCT, NOACOpABAAKH
nepudepHOTO NOEMAHE H YCBOABAHE HA [IHOKO3a

- upe3 3abaBaHe Ha abcopOLMATA HA MIOKO3a B ThHKHTE YEpBa.

MethopMHH CTHMYAKPA BETPEKIETbYHHA CHHTE3 HAa IMHKONECH Upe3 Bb3ACHCTBHE BbPXY ITHKOTEH
CHHTeTa3aTa. MeTdhopMHH NOBHUILIABA TPAHCIIOPTHHA KaNaUMUTET Ha cneUHdHYHH THNOBE MEMOpPaHHU
TpaHcnopTepu Ha rimoko3ara (GLUT-1 u GLUT-4).

KnuHnyHa edprkacHocT u 6e3onacHoCT

[Tpu xopaTa, HE3aBHCHMO OT ACHCTBHETO CH BbPXY IMTHKEMHUATA, METPOPMUH HMa GnaronpUATHH
e(eKTH BLPXY NUNHAHUA MeTabonn3bM. ToBa ce Q0OKa3Ba NPH TEPANEBTHYHH KOHUEHTPALIUH B
KOHTPOAUPAHU KJIHHHYHH NPOYUYBAHHA CBC CpEAHa MPOAB/DKHTEIHOCT WIH ABIATOCPOYHH KIHHHYHH
npoy4BaHya: MeTQOpPMUH Hamanasa obua xonecrepon, LDLc 1 HHBaTa HA TPUITTHLEPHIAUTE.

[TpocnexkTusHoTO panzoMusnpaHo (UKPDS) npoyuBake € yCTAHOBHNIO AbNTOCPOYHATA NOA3a OT
MHTEH3UBHHA KOHTPOJI HAa KpbBHATA 3axap npu gyMaber Tun 2. AHANH3BT Ha Pe3yITATHTE NpPH
MAUUEHTUTE ¢ HAAHOPMEHO TETJIO, IEKYBAaHH ¢ METQOPMUH CNeA HeycrnexX ¢ HeTa CaMOCTOATENTHO
noKa3Bar:

- 3HAYMTETHO HaMaJleHUE Ha abCOMIOTHHA PUCK HA CBBP3aHHUTE ¢ AHabeTa YCNOXKHEHHA B Ipynara
Ha MeThopMHuH (29,8 crbuTna/l 000 nauBeHTOroAWHK) CNpAMO AHETa caMOoCTOATENHO (43,3
cvouTHa/l 000 naunenToroauuu), p=0,0023 u cnpaMo rpynuTe Ha KOMOHHAUMSA CBC
cyndouwnypes 1 MoHoTepanus ¢ HHCYAUH (40,1 cubutra/t 000 maunenToroannn), p=0,0034

- 3HAYUTETHO HaMaJleHHWe Ha abCOoMMOTHHSA PUCK OT CBbp3aHaTa ¢ AHabeT CMBLPTHOCT: MeTHOPMHH
7.5 cuOnTHa/1 000 naumMeHTOrOAHHH, AneTa camoctoaTeaHo 12,7 cubutha/l 000
nauMeHToroAnHH, p=0,017

- 3HAYUTENHO HaMaleHHe Ha abcomoTHHA puck oT obwara CMBPTHOCT: METGOPMHH 13,5
crOuTHA/1 000 nauneHToroaMHH cpaMo aueta camocToaTeNHO 20,6 crbutut/1 000
nauMeHTOroauHH, (p=0,011) u cnpamo rpynrure kKoMOHHHpaHa CYNPOHHYPES H MOHOTEPANHA C
UHCYNHH 18,9 cubuTua/1 000 naunenroronunu (p=0,021)

- 3HAYMTESTHO HAMANIEHHE HA aBCOMIOTHHUA PUCK OT MHOKapaeH HHpapKT: MeTdopMul 11
crOuTua/1 000 nauvenToroauHu, auera camocToaTesHO |8 ¢cvbuTua/l 000 nauueHTOronMHH,

(p=0,01).

TECOS e panaoMu3upaHo npoyusaHe npy 14 671 nauuedTy B intention-to-treat nomynauysaTa ¢
HbA > 6,5 no 8,0 %, ¢ ycTaHOBEHO CBHPAEHHOCBAOBO 3a001ABaHE, KOUTO NOMYHABAT CUTATNUMTUH (7
332) 100 mg aneHo (wiu 50 mg aHeBHO, aKo u3x0AHUTe CTOHHOCTH Ha eGFR ca> 30 n < 50
ml/min/1,73 m?) wan nnaue6o (7 339), noGasenu kbMm oGHYANHUATE FPHIKKM CHINACHO MECTHHTE
craHaapTH 3a HbA . ¥ copaeunocsaoBu puckosH axtopu. [Maumentn ¢ eGFR < 30 mI/min/1,73 m?
HE ¢a BKJIKOYEeHHU B npoyuBadeTo. U3cneapanarta nomyaauus sknousa 2 004 nauveHTH Ha Bb3pacTt >
75 roanHH 1 3 324 naunenT ¢ 6u6peuno yspexaare (€GFR < 60 ml/min/1,73 m?).

ITo BpeMe Ha nMpoyuBaHeTO, 06ilaTa H3YKCNECHA CpeaAHa padnuka (SD) B croliHoCTHTE

[TbpsuuHaTa KpaiHa TOYKA MO OTHOLUIEHHE Ha ChPAEYHOCHA0BATA CHCTEMA € C
NOsBa HA CHPAEYHOCHAOBA CMBPT, HedaTaneH MHOKapAEH UHpapkT, HedaTaneH
XOCHMTATH3aUMA MOpaau HecTabuwnHa creHoKapaus. BropuuHute kpaliHH TOUKH
CHPAEYHOCHA0BATA CHCTEMA BKJIKOYBAT MLPBATA NMOABA HAa CHPACYHOCHAOBA CMB




MHOKapACH HHd]apKT HITH HECbaTaJ'IEH HHCYIT, NbpBaTa Noiea HAa HHAHBUIAYATHHTC KOMIIOHCHTH HaA
MbPBHYHATA CBECTABHA, obia CMBPTHOCT H XOCMUTAIHW3ALHHA NOopanH 3acTOHHA CbpacCUyHa

HCAOCTATBYHOCT.

Cnen npocneasBaHe ¢ MEIWAHA HA NPOABIKHTEIHOCT OT 3 rOAUHH, CHTAITHITTHH HE NOBHUILABA PHCKA
OT rOJEMH HEXENAHW ChPAECYHOCHIOBH ChOUTHA WIH PHCKA OT XOCNHTAIH3ALMA NOPAAU ChpaeYHA
HEeJOCTATbYHOCT, KOraTo ce 106aBsa KbM 00MUaHHHUTE rpHXKH NPH NaLMeHTH ¢ Auader TvN 2 B
cpaBHeHHe ¢ oOnyaithuTe rprxkH 6e3 curarnuntuH (Tabnuua 3).

Tabanna 3: YectoTn BA KOMOHHHPAHH ChPACYHOCHI0BH PE3YJITATH H HA KJIHY0BH BTOPHYHH

pe3yJaTaTH
CHTaraunTHu Inaue6o
100 m
B Koedunuenr
YecToTA YecToTa na pucKa ﬁl" ;
cTolimocT
N (%) nal::uleggo- N (%) nal:::llggo- (@3% €
roqfMHH* roxHHH *
Ananu3 B Intention-to-Treat nonynsannsara
bpoii naunenATH 7332 7 339
[IupBHYHA CHCTABHA
KpaHHA TOUK2
(CvpoeuHoOCHAOBA CMBPT,
HedaTaleH MHOKApAEH 230 851
HH(apKT, HedaTaeH (11,4) 4,1 (11.6) 4,2
HHCYAT HIIH 0,98 (0,89 <0.001
XOCTIHTAIH3ALIHA, TOpaaH 1,08) ’
HecTtabMIHa
CTEHOKApAHA)
BTopH4YHA CHCTABHA
Kpaiina Touka
(CvbpaeuHocwaosa cmMbpT, | 745 746 0,99 (0,89—
HedaTanieH MHOKapAeH (10,2) 3.6 (10,2) 3,6 1,10) <0,001
HHbapKT WM HedaTtaneH
HHCYJIT)
Bropr4en pesyarar
CbpaeuHOCHAOBA CMBPT (3;820) 1,7 (?;63) 1,7 1’0? gg,)ss)- 0,711
Bcskakbe Bua
MHOKapaeH HH}apKT (10?) 1,4 ('113?) 1,5 ?’??)(0’31_ 0,487
(dbaTaneH u HedaTaneH) ’ ’ ’
BcakakbB BUO HHCYT 178 0.8 183 0.9 0,97 (0,79—-
(dbartaneH U HedaraneH) (2,4) ’ (2,5) ’ 1,19)
Xocnuranuzauua nopagu| 116 0.5 129 0.6 0,90 (0,70f <
HecraGunHa creHokapausa | (1,6) ’ (1,8) > 1,16)




CMBpPT 1nopaaH BCAKakBa 547 537 1,01 (0,90—

NpUYHHA (7,5) 2,5 (7,3) 2,5 1.14) 0,875

XOCnUTaNu3alUHd, nopaau

CbpACUHA 228 1,1 229 1,1 1,00 (0,83- 0,083
. (3,1) (3,1) 1,20)

HEeAOCTATBLHHOCT?

* YectroTaTa Ha 100 nauMeHToroauny e nauucnena kato 100 x (o6ums 6poit nauverTu ¢ > 1 cubuTHE MO BpeMe
Ha NOMYCTHMHA NEPHO/ Ha EKCNO3HLMA cnpamMo oduiua 6poil nauMeHTOroAYHHU Ha GPOCNEeAsBaHe).

T B13 ocHoBa Ha moaen Ha Cox, cTpaTHPHLHPaAH NO PerHOH. 3a CbCTABHHUTE KpalHM TOUKH, p-CTOHHOCTHTE
CLOTBETCTBAT HA TECT 3a HEMH(EPHOPHOCT, ThpPCELl 1a NOKa)ce, Ye KOePHUHEHTHT Ha pUCKa € NO-MaThk OT 1,3.
3a BCHYKH OPYrH KpailH1 TOMKHA P-CTOHHOCTUTE CHOTBETCTBAT Ha TECT 33 Pa3IHKHTE B KOSPHLHEHT HA PHCKa.
1AHaNM3BT Ha XOCTIHTANIM3AUMATA NOPAIH ChbPACYHA HEAOCTATHUHOCT € KOPHIHpaH 3a aHaMHE3a 3a CbpIeYHa
HEAOCTATBEYHOCT Ha U3XOAHO HUBO.

[leauaTpyyHa nomynaanus

EpponefickaTra areHuus no JekapcTaara ocBOOOKIABA OT 3aAB/DKEHHETO 3a MMPEAOCTABAHE HA
pe3yJITATHTE OT NPOY4BAHHUATA C pediePEeHTHHA IEKAPCTBEH NPOAYKT, ChAbPiKalll CHTArTHITTHH H
MeTGOPMHH BB BCHYKH MOArPYNH Ha NeJUATPUYHATA MOMYalius ChC 3aXapeH guaber tun 2 (Bxk.
TouKa 4.2 3a nHpopMaLMa OTHOCHO ynotpeba B meaHaTpHATa).

bezonacHocTTa ¥ ePUKACHOCTTA NpU A00aBsAHE HA CUTATIMITTHH NPYU NEAHATPUYHH MALUWEHTH Ha
Bu3pacT oT 10 g0 17 ronnHn ¢ anaber Tun 2 1 HeaaeKBaTEH MMKEMHUYEH KOHTPOI Ha METGOPMHH, ChC
uiK 6e3 MHCYJIMH, ca OLieHeHH B [iB€ NPOY4YBaHHA 3a nepuoa ot 54 ceamuiu. JobasaHero Ha
CHTArJHNTHH (MPUIOKEH KaTO CHTANTTHNTHHMETPOPMHH HIIH CHTArTMNTHH+HMETHOPMHUH €
yabbKeHO ocBoboxaaBaHe (XR)) e cpaBHeHO ¢ 100aBAHETO Ha rU1auebo KbM METQOPMHH HWIH
meTdopmuH XR.

Makap ¥ 1a ce DEMOHCTPHpA NPEeBb3XOACTBO NO OTHOLIeHHe NoHWwkaBaHeTo Ha HbA lc 3a
cuTarnunTuH+MeThopMHH/cuTarnunTHH+MeTgopMuH XR Haa MeTdopmHH Ha ceamuna 20 npH
cOOpHHMA aHANU3 OT Te3H ABE NPOYUYBAHHA, PE3YJITATHTE OT OTAEIHHTE NPOY4BaHHA Ca HECHLBMECTHMH.
OcseH TOBa, HE ce Habmoaasa NO-BUCOKA ePHKACHOCT HA CHTArTTHNTHH+HMETGOPMHH/
cuTaraunTHH+MeThopMHH XR B cpaBHeHue ¢ MeTdopMHH Ha ceamuLa 54. CnenosartennHo,
CHTaraunTUH/MeThopMuH He TpAOBa 1a ce M3MON3Ba NpH NeJUaTPHYHH NMALMEHTH Ha BBL3pacT ot 10
no 17 roaMHH Nopann HeAOCTaThyHA ePHUKACHOCT {BK. ToUKa 4.2 3a HHPOpMaUHA OTHOCHO ynoTpeda
B [EAHATPHATA).

5.2 PapmMakoKHHETHYYHH CBOHCTBA

CuvtaraunTuH/MeThopMHUH

IpoyuBaHHATa 32 OHOCKBMBAIEHTHOCT MPH 3/IpaBH YYaCTHHLIM NOKAa3BaT, 4e

CUTArMMIITHH/ METHOPMHHOR XMIPOXJIOPHA KOMOMHHPaHU TabNeTKH ca OMOeKBUBAIEHTHU Ha
€IHOBPEMEHHOTO TNPUIOKEHHE Ha cUTAarnunTiH ¢ochar U METHOPMUHOB XHAPOXJIOPHI KATO OTAC/IHH
tabnerku.

CneaHuTe JaHHK NOKAa3BaT papMaKOKHHETHHHUTE CBOHCTBA HA OTAE/THUTE aKTUBHH BELIECTBA Ha
ManmeTcH.

Cumaznunmun
Abcopbuus

Cnen nepopanHo npwioxenue Ha 103a 100 mg Ha 3apaBH YYaCTHHLH, CUTarMUOTHH OBpP30 ce
abcopbupa, ¢ 1OCTHraHe Ha MUKOBH IUIa3MEHU KOHLIEHTPALUKH (MeaMaHa Tmax) 1 10 4 yacg cre
NpUIoKeHHeTo, cpeana mwnasmedHa AUC Ha cutarnunmus 8,52 pMehr, Cia 950 nM.
GHOHANUUYHOCT Ha cHTaraUNTHH € npubausurenHo 87 %. Toit kaTo NpUeMaHeTo Ha
eAHOBpeMeHHO ¢ forata Ha MazHHHH XpaHa HE NOBNIHABA (GAPpMAKOKHHETHKATA, CUR?
ce nmpwiara ¢ unu 6e3 xpaHa.

[Inasmenata AUC Ha cuTariMNTHH ce MOBHLIABA N0 A03a NPONOPLUHOHANCH HAYH




J03anponopuHOHaNHOCT He € YCTaHOBEHA 38 Crax U C2auaca (Cmax €€ NOBHILLIABA NOBEYE OT
A03anpONOPLUHOHANHO, & C244sca C€ YBEIHYABA MO-MAJIKO OT A03a-MPONOPLIHOHATHO).

PaznpenenecHue
CpeaHusr obeM Ha pasnpeaencHyue B CTALMOHAPHO ChCTOAHUE CNeJl €AHOKPATHA HHTPABEHO3ZHO

npuiokeHa no3a ot 100 mg cuTarnunNTHH Ha 3ApaBH y4acTHHUUM € npubau3uTenHo 198 nurpa.
(MpakuHATa CUTATTMIITRH OOPATHMO CBBbP3aHa € M1a3MEHUTE NPOTEHHH € HHCKa (38 %).

buoTtpaHcgopmanys

CHTarnMITHH ¢e ENUMHHHPA OCHOBHO HENPOMEHEH C YPHHaTa, 8 METaOOTH3IMEBT € BTOPOCTENEHEH
nuT. [Ipubnuzutento 79 % o CUTArNUNTHH C€ EKCKPETHPa HENPOMEHEH B YPHHATA.

Cnen nepopainna go3a ['*ClcurarnuntuH, npubausutenHo 16 % ot paniHoakTHBHOCTTa e €KCKpeTHpa
KaTo MeTaboNUTH Ha cuTarnunTUH. Ha HMBO cneam ca yCTAHOBEHM LIECT MeTabOANTa, KOMTO He ce
OYaKBa Aa AONPHHACAT 3a rnasmeHata DPP-4 HHXHOMTOpHA aKTUBHOCT HAa CUTArNHUNTHH. In vitro
NpOYyUYBaHHMATA MOKA3BAT, Y¢ OCHOBHUAT €H3HMM, OTIOBOPEH 32 OrpaHH4eHHs MeTabonu3bM Ha
curaraunTHH € CYP3 A4, ¢ yyacTheto u Ha CYP2CS.

In vitro naHHWTE NOKA3BaT, Y€ CHTArNIMNTHH He € uHXxHOuTOop Ha CYP u3oen3zumute CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He € unaykrop Ha CYP3A4 u CYPIA2.

EnuMuHupane _
Cnea npunokeHre Ha nepopana a03a [*ClcHTarnunTHH Ha 30paBH yyacTHHUM, npubausutenHo 100

% OT NMPUA0KEHATA PAAMOAKTHBHOCT ¢e enuMHUHHKpa ¢ pekanuute (13 %) nnu ypunara (87 %) no eana
ceAMHLA Cnel NPUIMKEHHETO Ha fo3arta. [IpuBuanuar kpaed ti2 cnea 100 mg nepopasiHa no3a
CUTArTMATHH € npubnusurenyo 12,4 yaca. CUTarAMnTHH ¢ HaTpPyrnBa caMo MHHHMAJTHO MPH
MHOrOKpaTHO npuiaraHe. bxopeuHnar kninpbHe € npubansurenHo 350 mi/min.

EnnMuHHpaHeTO HA CHTarIMNTHH CTABa OCHOBHO Ype3 6b0peyHa eKCKpeLMA M BKIKOYBA aKTHBHA
TyOynHa cekperiis. CUTarmMnTHH € cybcTpaT Ha YOBEIKH OPraHMYECH aHMOHEH TpaHcnoprep -3
(hOAT-3), xoiiTo Moxxe 61 yuacTBa B 6b0peyHOTO ENHMHUHUPAHE HA CHTAITHITTHH, KIIMHHYHOTO
3HaueHHe Ha hOAT-3 B TpaHCNOpPTa HA CHTArJIHITHH HE € YCTaHOBeHO. CUTAriMnTHH e cybeTpar U Ha
P-T/IMKOMPOTEHH, KOHTO MOke OH y4acTBa U B MEAWHPAHETO Ha O1LOpPEUHOTO eNMMBHUpAHE Ha
CHTarjJunNTyH. B ¢hitoTo BpeMe LIMKIOCMIOPHH, €AHH P-FAHKONPOTEHH HHXHOUTOP, HE HamMansBsa
ObOpeuHns KIMPBHC Ha CHTArTUNTHH. CHTarnunTyH He e cyberpar Ha OCT2 wnn OAT1 unu
PEPT1/2 rpancnoprepure. In vitro cutarnuntd He notucka OAT3 (IC50=160 uM) wnu p-
rnukonporenHa (o 250 uM) meauHpaHus TpaHCNOPT B TEPANeBTHUHO PEIEBAHTHH TUIa3MEHH
KOHUEHTpauuH. [Ipy KITHHHYHO NPoyyBaHE CHTAIJIMMTHH UMA MaNbK ePEeKT BLPXY MIa3MECHHTE
KOHLIEHTPALUMH Ha AUrOKCHH, KOETO NOKa3Ba, 4€ CUTATJIUNTHH MOXe 1a € ¢/1ab HHXUOUTOp Ha p-
FNTHKONPOTEHH.

Xapamegucm Ka MTPpH MNAaLUCHTHTE
¢apmaxoqueTHKaTa Ha CUTaArnviTHH € KaTo A0 CXOAHA IMPH 30paBHd YYaCTHULIH H NAUHCHTH C

avader THn 2.

b1r6peuHo yBpexnaHe
[TpoBeaeHO € OTBOPEHO NpOoyU4BaHe NPH €JHOKPATHO NPHJIOKEHHE 332 OLCHKa Ha PapMaKOKHHETHKATA

Ha HaMaJieHa 03a CHTarnunTHH (50 mg) Npy NalLKMeHTH ¢ pa3/IHyHA CTENEH HAa XPOHHYHO 61bOpedno
YBPEX/JaHE B CPAaBHEHHE CBC 3ApaBH KOHTpONH. [IpoyyBaHeTo BKIIOUBA NMaUHEHTH ¢ OB6peuHo
YBPEKJAHE B IEKa, YMEPEHa WIH TeXKa CTeNeH, KakTo W nauueHTH ¢ ThH Ha xemoauanu3a. Oceed
TOBa, edekTuTe Ha OLOPEUHO yBpexaaHe BLPXY (apMaKOKHHETHKATA HA CHTAITHIITHH MPH NAUKEHTH
¢ anadet Tvn 2 ¥ OBOPEUHO YBpEKAAHE B JieKa, yMEPEHa WM TEXKKa CTeneH (BKJIIOHUT
OLIEHEHH YPE3 NOMYIALHOHHH (apMaKOKHHETHYHM AHATM3HY.

B cpaBHeHHe chbC 3apaBH KOHTponH, IasMcHata AUC Ha cHTaraunTHH ce NOBU
1,2 mbTH npu nauveHTH ¢ 6BOpeuHo yBpexkaane B neka crerneH (GFR > 60 po <




A03ara Nnpyd TC3H NaltNCHTH.

[Thasmenara AUC Ha CHTarMNTUH CE MOBULIABA NMPHOJINIHTENHO 2 NBTH NPH NALMEHTH ¢ O6BLOpeyHo
yBpexxaaHe B yMepeHa creneH (GFR > 30 go <45 ml/min) v npubanu3urenHo 4 mbTy npH NauMeHTH ©
0BOpetuHo yBpexaaHe B Texka ctened (GFR < 30 ml/min), pxmountento naunentd ¢ TbH Ha
xemoauasnn3a. CHTArIMNTHH ¢€ OTCTPaHABa yMepeHo NpH xemoananusa (13,5 % 3a 3- 1o 4-4yacopa
XeMOAHATH3HA CeCH 3anouBallia 4 yaca ciel NPHIOKEHHETO).

YepHoapobuo yspexkaaHe
He e HeoOxoauMMa KOPEKLHA Ha A03aTa CUTAIJIKIITHH NPH NALUKEHTH € AEKO HIH YMEPEHO

uyepHoApoOHO yBpexaaHe (ckop no Child-Pugh <9). Hama knuHMYEH ONHT NpH MaLHEHTH C TEXKKO
yepHoaApoOHO yBpexaaHe (ckop no Child-Pugh > 9). B cbuioTo BpeMe, Thbil KATO CUTArIHIITHH CE
eJIMMHUHHpPa OCHOBHO 4pe3 ObOpeunTe, He ce OuaKBa TEKKOTO YEpHOAPOOHO yBpexaaHe Na NOBJIHsE
BbpXY (PapMaKOKMHETHUKATA HA CHTArJIMNTHH.

[lauiHeHTH B cTapuecka Bh3pacT

He ce Hanara kopekUuMs Ha 403aTa B 3aBHCHMOCT OT Bb3pacTTa. B3 OCHOBa Ha MoMnynalHOHEH
(apMaKOKHHETHUYEH aHanu3 Ha naHHH ot Pasza 1 1 Paza Il, pr3pacTTa He 0ka3Ba KIHHHYHO 3HAYHM
edexT BLpXY (apMaKOKHHETHKATA HA CUTAMIHITTHH. YYaCTHULMTE B CTapyecka Bu3pacT (65 ao 80
roauHHu) uMar npudanzutento 19 % no-BMcokH M1a3MEeHH KOHLUECHTPALIHK HA CHTArJTHITTHH B
CpaBHEHHE ¢ NO-MJIAM YHACTHULIH.

[TennaTpuyHa nomynanus

®apMaKkOKMHETHKATAa Ha CUTArTHNTHH (eaMduyHa 1032 50 mg, 100 mg nnn 200 mg) e n3cneasana
NpH NEeaHATPHYHH NaLHeHTH {Ha Bb3pacT oT 10 Ao 17 roauuu) ¢ anaber tan 2. I1pu ta3u nomynaums,
AUC Ha CHTarIMNTHH B IJ1a3MaTa, KOPHIrHpaHa CpaMo Jo3ara, € npubansurenHo 18 % no-nucka
OTKOJIKOTO NPH BBb3pacTHH naumeHTH ¢ auadber Tvn 2 npu noza 100 mg. He ca nposexnanu
NPOYYBAHKA CBHC CHTAITHMTHH NPH NeAHaTPHUHH MTAUKMEHTH Ha Bb3pacT < 10 roauHs.

EE!FH XAPAKTCPHCTHKH HA NAUHCHTHTC

He ce Hanara kopeKkuMs Ha 103aTa B 3aBHCHMOCT OT [10J1, paca WiIH WHOEKC Ha TenecHa Maca (BMI).
Te3n XapakKTEpHUCTHKH HAMAT KJIHHHYHO 3HauHM edekT BbpXy GapMaKOKHMHETHKATA HA CHTaIJIMITTHH
cnopen KOMOMHHpaHHA aHANH3 Ha (papMaKOKMHEeTHUYHHTE AaHHH OT Pa3a | 1 nonmynaunoHeH
($hapMaKOKHHETHYEH aHANH3 HA AaHHH oT Pa3a 1 u Pa3za 1l

Mem@opmurn

Abcopbums

Cnen nepopaiHa 103a MeTHOPMHH, Tnax e AOcTHra Ao 2,5 yaca. AGconmoTHaTa OHOHATHYHOCT Ha
Tabaerka MeTrdopMHH 500 mg e npubansurenno 50-60 % npu 3apasu yuactHduM. Cnen nepopaiHa
no3a, HeabcopbupaHaTta ppaxkuus, oTkpuTa BuB dhekanuure ¢ 20-30 Y.

Cnen nepopaniet npHem, abcopbunsara Ha MeTPOPMHH € HaCHIUAINA ce H HembHA. CMATa Ce, Ye
dapmakoKHHETHKATa Ha abcopbumnaTa Ha MeThOpMHH € HesinHeHHa. [Tpu obuuaiinu to3n MeThopmuH
H JIO30BH CXEMH, TUTA3MEHHUTE KOHUEHTPALUMH MPH CTALMOHAPHO CLCTOSHHUE C€ AOCTHIaT B paMKHTE Ha
24-48 vaca 1 KaTo uino ca no-Manko ot 1 ug/ml. [lpu KOHTpONHpaHU KAMHUUKEH NPOYUYBAHHA,
MaKCHMAJTHUTE TUIa3MEHU HHBA Ha METGOPMHH (Cnax) HE NpeBHILaBaT 3 pg/ml, aopH npu
MAKCHUMAJTHH JO3M.

XpaHara HaMansiBa creneHTa U cnabo 3abass abcopOunara Ha MeTrdopMmuH. Cnea NpunoXeHHe Ha

no3a ot 850 mg, ce Habmoaasa 40 % nmo-HUCKa MUKOBA MJ1a3MEHa KOHLEHTpaUHA, 25 % HaMajieHHe Ha
AUC v yabpkaeaHe ¢ 35 min Ha BpeMeTO 10 JOCTHraHe Ha NMUKOBA MJ1a3MeHa KOHLE
KnuHHu4HaTa 3Ha4YHMOCT HE € U3BECTHA.

PasznpeaeneHue
CBBbP3BaHETO € ILIa3MEHHTE NPOTEHHH € HE3HAYUTEHO. Mew:bopuuu Ce pasnpe
KpbBHHSAT NHK € NO-HUCHK OT MJ1a3MEHMA TTHK W Ce nosssaBa NpubAN3UTENHO NO




UepBeHure KpbBHH KI€TKH Hall-BEPOATHO MPEACTAB/IABAT BTOPHYEH KOMNAPTHMEHT Ha
pasnpenenenue. Cpeannat Vd sapupa mexcay 63 — 276 .

Buolpch@}pmagHa

MetdhOopMHH ce EKCKpPETHPA HENPOMEHEH B YpHHata. [Ipu xopara He ca ycTaHOBEHH MeTaboMHTH.

EnuMUHUpaHe
buOpeuHuaT knupbHe Ha MeTdopmuH € > 400 ml/min, koero nokasea, ue METPOPMHH CE NMMUHUpA

ype3 rnoMepyiHa punrpauma 1 Ty6ynna cekpeuns. Ciaea nepopasiHa 103a, IPUBUIHUAT TEPMHHAIIECH
eTMMHHALMOHEH NOMYXKHBOT € npubansurenno 6,5 h. Korato 6n6peuHaTa pyHKUHA € yBpeaeHa,
OLOpeUHHs KIHPBHC CE€ HAaMaIaBa B CbOTBETCTBHE C TO3W HA KPEAaTUHHHA H CJICAOBATE/IHO
eTMMHHALUMOHRHAT NOMY>KHBOT C€ YAB/DKABA, KOETO BOAH A0 NMOBHIUEHH HHBA HA MET(QOPMHH B
nJjia3mara.

53 IIpeaxanuu4HH NaRHH 32 6€300aCHOCT
He ca npoBexxnaHn npoyusaHHA C )KHBOTHH ¢ MatimeTcu.

I[Tpu 16-ceqMHYHU NTPOYYBaHHA, B KOHTO KY4€ETa €2 TPETHPAHH WK C METQOPMHH CaAMOCTOATEHO HITH
¢ KOMOHHauus OT MeTPOPMHH W CHUTATIMNITHH, He € HabJogapaHa AONBJIHHTEIHA TOKCHYHOCT OT
xkomOuHauuaTa. NOEL (No Observed Effect Level) B Te3u npoyuBaHusa ce Habnioaasa npu
€KCMO3HULIMA HA CHTATTTUITTHH NPUONH3IUTENHO 6 MBTH NO-BHCOKA OT TA3M [IPH XOPa H NMPH €KCMO3HLHA
Ha MeTQOPMHH NPHOIU3IUTENHO 2,5 MbTH NO-BUCOKA OT Ta3H NpH XOpa.

Cneagnyre 1aHHH ¢a HAXOJKH NMpH NpPOoY4YBAHHA MNMPOBEACHH CBC CHTArNMKUITTHH HJTH MCTCIJOPMHH
CAMOCTOATECIIHO.

CuTarnvnTHH

brOpeuHa H yepHoapoOHAa TOKCHYHOCT ¢¢ HabMIOAABA NPH TPH3A4M MPH CTOHHOCTH HA CHCTEMHA
eKCro3uUHA 58 NbTH MO-BHCOKH OT HHBOTO Ha €KCNO3HLUMATA NPH XOpa, a HUBOTO Oe3 edekT ¢
ONMpencieHo Ha 19 NbTH NO-BHCOKO OT TOBA NpH XOpa. AHOMAJIHH Ha pe3uHnTe ce Habnioaasat NpH
[LTbXOBE NPH HUBA HA €KCNO3ULHA 67 NbTH NO-BHCOKH OT HHBOTO Ha KJIHHHYHA €KCIMO3ULHA; HHBOTO,
6€3 edeKT NpH Ta3zK HAxoAKa € 58 MbTH 10-BUCOKO, CHIUIACHO pe3yaTaTHTe OT 14-CeaMHUHO
Npoy4BaHE MPH [UTbXOBE. JHAYCHHETO HA TE3HM HAXOAKH NPHU XOpa HE € U3BECTHO. [ paH3UTOPHH,
CBBLP3aHM C JieUeHHETO PU3HYECKH NPOABH, HAKOHU OT KOHTO MPEANonaraT HalH4YHeTo Ha
HEBPOJIOrHYHA TOKCHUHOCT, KATO AHILAHE C OTBOPEHA YCTa, canusalua, eMe3Hc Ha 6sna naHa,
aTAKCHi, TpenepeHe, HaMajleHa aKTHBHOCT WK H3rbpOeHa no3a ce Habnioaasat Npy Kyyera npH
HHBA Ha €KCIO3ULUA NMPHONH3KTENHO 23 NTBTH NO-BHCOKH OT HHBOTO HA KITHHHYHA €KCMO3HLIHA.
OcBeH TOBa, MHOTO JieKa A0 JIEKa KOCTHO-MYCKYJ/1Ha AereHepalys ce Habnoaapa H XMCTONOTHYHO TNPH
JO03H, NaBalllH HHBA Ha CHCTEMHA €KCITO3HLMA NPUOAKU3HTENHO 23 NBTH MO-BHCOKH OT HUBOTO HA
eKkcno3uuma npu xopa. [Ipnu Te3n pesynrat, HHBOTO 6e3 eeKT € NpPH EKCNO3UUMA 6-KPaTHO MOBUCOKA
OT HUBOTO H3 KITHHHUYHA €KCMO3HLIHA.

CHTArTMITHH HE MOKA3BAa FTEHOTOKCHYHOCT B X0/1a Ha NMPEAKIHHHYHH NpOyYBaHus. CHTarTUNTHH He €
KaHLeporeHeH npy MyukH. [Ipy MIbXxoBe HMa NOBHILIEHA YECTOTA HA YEPHOAPOOHMN aICHOMH M
KapLUMHOMH NPY HMBA HA CUCTEMHA €KCITO3HLUMA S8 MLTH NO-BHCOKH OT TE€3H NPH Xopa. Twil kaTo €
YCTAaHOBEHO, Y€ XENAaTOTOKCHYHOCTTA KOPEJIHpa ¢ HHAYLIMPAHETO Ha YEpHOAPOOHA HEONNA3HA TIPH
TUTBXOBE, Ta3M MOBHILEHA Y€CTOTa Ha YepHOAPOOHH TYMOPH NPH IUTBXOBETE € BEPOATHO BTOPUUHA,
BCJIEACTBHE Ha XPOHHYHA X€NATOTOKCHYHOCT MpPH Ta3u BUCOKa A03a. [lopaau BUCOKAaTa rpaHvua Ha
6e3onacHocT (19-mbTH NO-BHCOKA NpH TOBa HUBO 6€3 edekT), Te3d HEOMNACTHYHH NPOMEH
CYMTAT pPEeIeBAHTHH 33 XOpa.

He ca HabntofpaBaHH CBbP3aHH C JIeUEHHETO ePeKTH BbpXYy PepTUIHTETA NPH Mb
IUTHXOBE NOJYYHJIH CHTArIMIITHH NIPEAH H MO BpeMe Ha YH(TOCBaHE.

[Tpu npoy4BaHe BbpXy Npe-/MIOCTHATAIHOTO Pa3BHTHE HA FUTBXOBE CUTATIMATHH H




HEXE/AHH PCAKLIUH.

[IpoyuBaHHaTa BLPXY PENnpOAYKTHBHATA TOKCHYHOCT MOKAa3BaT HAIMUHETO Ha CBBP3aHa C ICUEHHETO,
JIEKO YBETHUYEHA YecToTa Ha Mandopmauny Ha pebpa Ha ¢eTryca (TMNCBAaLIH, XHNOMIACTHYHH H
nnasaiy pedpa) Npy NOKONEHUETO Ha TUTBXOBE MPH HHBA HA CHCTEMHA EKCMO3HULIUA NOBEYE OT 29
MbTH NMO-BUCOKH OT Te34 NpH Xopa. TOKCHYHOCT Ha MalikaTa ce HabnoaaBa NpH 3aiLKA NpY HUBA
noBeye OT 29 MbTH NMO-BHCOKHW OT HHBATA HA €KCNO3HLUA npu xopa. [lopaau BHcokaTa rpaHHLa Ha
6e30nacHOCT, T€3W HAXOAKH He MpeanosaraT CbLUIECTBYBAHETO HA CLOTBETEH PHCK 3a
penpoAyKTHBHOCTTA MpH Xopa. CHTArMHIITHH CE CEKPETHPA B 3HAYHMH KOJTMYECTBA B MIIAKOTO Ha
NaKTHpallH IIbXoBe (OTHOLIEHHE KbpMa/ruiasma: 4:1).

Memagpopmun

[MpeaKTMHUYHUATE JaHHH 32 METGOPMHH HE pa3KpUBaT 0COOEH pHCk 3a XxopaTa Ha 0a3aTa Ha
KOHBEHLIHOHAHH GapMaKOIOrMYHY NpOoyUBaHus 3a 6€30MacCHOCT, TOKCHYHOCT NPH MHIOKPATHO
npuiaraHe, reHOTOKCHYHOCT, KAPLMHOTEHEH NOTEHUKAN, pEMPOAYKTHBHA TOKCHYHOCT.

6. COAPMAIEBTHYHM JAHHHA

6.1 Chnucnk HA IOMOIHHETE BElllecTBA

Aapo Ha Tabnerkara
NOBHAOH

MHKPOKPHCTaJIHA LETy03a
MaHKTOJT

HaTpHeB naypuicyiadar
MarHe3ueB cTeapar

DUWIMOBO NOKPHTHE
XHIIpOMENIo3a

tMTaHoB Auokcua (E171)

TankK

NPONWIEH INIHKOJ

yepBeH xkene3eH okcua (E172)

6.2 HecbBMeCTEMOCTH
Henpunoxumo
6.3 Cpokx na roguocr

OPA/AI/PVC//Al 6nuctepu: 2 ronunHm
PVC/PE/PVDC/PE/PVC//Al Gnucrepu: 3 roaMnu

6.4 CnenuajnH yC/10BHS HA ChXpaHeHHe

OPA/Al/PVC/Al baucmepu:
Toan nekapcTBeH NPOMYKT HE H3UCKBA HHKAKBK CMELMIaHW TEMIIEPATYPHHU YCIOBHA HAa CbXPaHEHHE.
Jla ce coxpaHaBa B OpMIHHAIHATA OMAKOBKA, 33 Aa C€ NMPEeanasM OT Baara.

PVC/PE/PVDC/PE/PVC//Al baucmepu:
Ja He ce cbxpaHaBa Han 30°C. [la ce ¢bxpaHABa B OpUrHHANHATA ONAKOBKa, 3
BJ1ara.

6.5 BHA H CLABPKAHHE HA ONMAKOBKATA




Baucrep (OPA/AI/PVC//Al): 10, 14, 28, 30, 56, 60, 90, 196, 200 ¢puamupaHu TabneTkH, B KyTHS.
baucrep (OPA/AI/PVC//Al), kanennapHa onakoska: 14, 28, 56, 196 ¢puamupanu TabneTku, B KyTHS.
baucrep (PVC/PE/PVDC/PE/PVC//Al): 10, 14, 28, 30, 56, 60, 90, 196, 200 ¢puamupaHu TadiieTKH, B
KYTHS.

baucrep (PVC/PE/PVDC/PE/PVC//Al), kanenaapHa onakoska: 14, 28, 56, 196 ¢punamupanu
TaOI€TKH, B KYTHS.

He BcHukM BMAOBE ONAKOBKK MOrar /1a Obaar MmyCcHaTH Ha nasapa.
6.6 CpneunaaHu npeanasHH MEPKH NPH H3XBbPJIAHE

Hsma cneuuvaiHu U3UCKBaHUA

7. NPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoBeHus

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

9. JATA HA ITbPBO PASPEIIABAHE/IIOJHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JlaTta Ha nbpBO pa3petuaBaHe: 05.02.2021
JlaTa Ha nociaeaHo NOJAHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
26 Mapt 2025

[Toapo6xa nHpopMaLms 3a TO3H JIEKApCTBEH NPOAYKT € NnpeaocTaBeHa Ha yeOcaiira Ha M3anbanuTenHa
Arenuus no Jlekapcteara (MAJI) http://www.bda.bg.




