KPATKA XAPAKTEPUCTHKA HA TIPOMYKTA XL 2 0174 /2 2/ 2y

& MUME HA JIEKAPCTBEHMUS IMTPOAYKT | ;\? ?‘J# 7 ¢/ . . LUL

Merdopmake XR KomOu 50 mg/500 mg tabaeTku ¢ H3MEHEHO 0CBOOOK1aBaHe
Metformax XR Combi 50 mg/500 mg modified-release tablets

Merdopmake XR KomOu 50 mg/1 000 mg TabneTkn ¢ M3MEHEHO 0CBOOOK/1aBaHe
Metformax XR Combi 50 mg/1000 mg modified-release tablets

Merdopmake XR Kom6u 100 mg/1 000 mg TabneTku ¢ H3MEHEHO OCBOOOXK/1aBaHe
Metformax XR Combi 100 mg/1 000 mg modified-release tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Metdopmakc XR KomOu 50 mg/500 mg:

Besika TabneTka chbabpka CHTArIMIITHHOB XHAPOXJIOPH/1 MOHOXH/1pAT, eKBHBaJIeHTeH Ha 50 mg
curarnunTuH (sitagliptin) u 500 mg merdopmunos xuapoxnopua (metformin hydrochloride).

Metdhopmake XR Komdu 50 mg/1000 mg:
Besika Tabnerka chbpiKa CHTArJMNTHHOB XHAPOXJIOPHI MOHOXHM/PAT, EKBUBAJIEHTEH Ha 50 mg
curarnunTuH (sitagliptin) u 1 000 mg metdhopmunoB xuapoxaopua (metformin hydrochloride).

Metdopmake XR KomOu 100 mg/1000 mg:
Besika TabneTka Chbpika CHTArJIMITTHHOB XUPOXJIOPH/ MOHOXH/1paT, ekBHBasieHTeH Ha 100 mg
cutaraunTuH (sitagliptin) u 1 000 mg merdhopmunoB xuapoxsopua (metformin hydrochloride).

34 IMTBbJIHKUS CITHMCHK HA NMOMOLIHUTE BELIECTBA BUKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ UsMeHeHO ocBOOOK1aBaHe (TadJieTKa).

50 mg/500 mg: opamKeBH, MPOABJTOBATH, ABOHHOM3MbKHAIH (PUIAMHPAHH TAONIETKH C pa3MepH
npubaunsutTento 17,2 mm/8,4 mm.

50 mg/1 000 mg: 6enu, NPOABLIATOBATH, ABOHHON3ITbKHAIM (PHIIMUPAHU TAOJIETKH C pasMepH
npubausuTento 22,2 mm/10,8 mm, ¢ BarsOHaro penedHo ozHaveHue “50° OT eHaTa cTpaHa M

,,1000* ot apyrara crpaHa.

100 mg/1 000 mg: opaH)KeBH, NPOABJITOBaTH, IBOMHOW3ITBKHAIM (DUIIMHUPAaHH TaOJIETKH C pa3MepH
npubamsuTenno 22,2 mm/10,8 mm, ¢ BursOHaTo penedHo o3Havenue 100”7 oT eiHaTa cTpaHa H
..1000* ot npyrara cTpaHa.

4. KJIMHUYHHU JJAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

[1pu BB3pacTHU NALIMEHTH ChC 3aXapeH AxadeT Tin 2:

Metdopmakc XR KomOu e nokazan kato J10MbJIHEHHE KbM JIM€TATa U YIIPAXKHEHH
Ha IITMKEMHWYHHS KOHTPOJI MPH NALMEHTH, NPH KOUTO HE € MOCTHIHAT 3a/10BOJIHTE
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MAKCHMAaiHaTa MOHOCKMA 32 TAX 71038 METPOPMHH CaMOCTOATETHO WK KOHUTO BE4e C€ JIEKYBAT C
KOMOHHALIHA OT CUTArAUITTHH H METGOPMHA.

Merdopmakxc XR Kombu e nokasaH B koMOMHaLMg CbC cyipaHuIypeiiHH NpOoU3BOAHM (T.€. TPOHHO
KOMOMHHPaHO NeYeHHe) KaTo JOIMBJIHEHHE KbM JHETaTa H YIIPOKHCHUATA NPH NAlMEHTH, IPH KOKTO
HE € MOCTHUrHAT 3a[I0BOJTHTEJIEH KOHTPOJI ¢ MAKCHMATHATA MOHOCHMA 33 TAX A03a METQOPMHH H

cyagaHrnypes.

Merdopmake XR KomOu e nokazan kato TpOHHO KOMOHHHPAHO JICYEHHE ¢ IEPOKCHIOMEH
nponndepaTop-akTHBHpaH peuenTop raMa (Peroxisome proliferator-activated receptor gamma,
PPARY) aroHucT (Hanp. THa30AUIMHAHOH) KATO AOITKIHEHHE KbM JHETaTa H YNPaKHEHHATa NPH
MALUHUEHTH, NPH KOUTO HE € MOCTUIHAT 3aJJ0BOJIMTENEH KOHTPOJ ¢ MAKCHMAaJiHaTa NOHOCHMA 34 TAX
nosa MetdopmuH 1 PPARY aronmcr.

Metdopmakc XR KoMmbu cBIno € noka3aH kaTo A06aBka KbM HHCYJIHH (T.€. TPOHHO KOMOMHHPaHO
JleyeHHe) KaTo AONBIHEHHE KBM JHETATa H YNIPAKHECHHATA 33 NOJo0OpABaHE HA IMUKEMHUYHHUA KOHTPOI
NpY NALMEHTH, Korato ¢TabunHaTa A03a Ha UHCYIIHH 4 MET(QOPMHH CaMOCTOSTE/THO HE OCHIYpsiBa
AACKBATEH MNTHKEMHYEH KOHTPOII.

4.2 [o3BpoBKa H HAYHH HA APHJIOKEHHE

O3MPDOEBKA

J03MpoBKaTa HA AHTHXHNOEPTITHKEMBUHOTO JieyeHue ¢ Metdopmake XR Kombu Tpabsa na dbbae
WHAHBH/YAIH3MPaHa Bb3 OCHOBA HA HACTOSALIMS PEXHM HA NalKeHTa, eQeKTUBHOCTTA H
NOHOCHUMOCTTA, KaTO He CE MPEeBHILABAT MAKCUMATHATA NPenoOpbUYMTENHa AHEBHA N03a o1 100 mg
cuTarnunTid 1 2000 mg MeTdopMHH.

HauanHara n03a NpH NALMEHTH, Beye NeKYBaHH ¢ METGOPMUH, TPAOBa Ja OCHIypaBa CHTAT/IUNTHH, B
nosa ot 100 mg 1 nozata MeTQOpPMHH, KOATO BeUe € IPUEMAHA BEAHDbK JHEBHO.

[TauMeHTH, KOHTO NIpHEMAT JHEBHA 1038 MeT(GOPMHH BLB HopMa ¢ He3abaBHO 0CBODOXKAABaHE,
npwiaraHa 1pa ITbTH AHEBHO, MOTAT Jia peMHHaT Ha Metdopmakc XR Komﬁn BEJIHLK JHEBHO IPH

chuarTa obua ,nHeBHa 11038 MeT(POPMHUH.

Merdopmaxe XR KomOu 100/1000 BeaHbxk AHEBHO € npeHa3HAYEH 33 MALIMEHTH, KOUTO Beye ca

nexyBanH ¢ 1000 mg aHeBHa n03a MeTgopMuH TabNeTKH (¢ yAB/DKECHO UK He3abaBHO
ocsobokaapaHe). Merdopmakc XR Kombu 50/1000 (nBe TabneTku BeAHbXK AHEBHO) € NpeaHa3HaueH

3a NOUThpXKAillla TepPanus py nalMeHTH, KOUTOo Beue ca nekysanu ¢ 2000 mg qHesHa ro3a Tabnerku
MeT(POpPMHH (C YARDKEHO UK He3abaBHO ocBoDOKnaBaHe).

3a nalMeHTH, JeKyBaHH ¢ METHOPMHH XHUAPOXIOpH] (C YOBJDKEHO HITH He3a0aBHO 0cBOOOXKAABAHE) B
no3a 1500 mg nHeBHO, MOKe Aa Ce NpeIoKU NpeMUHaBaHe KbM eHa Tabnetka Merdopmake XR
Kom6u 50/500 u enua Tabnetka Merdopmake XR Kombu 50/1000, npueMann e THOBPEMEHHO.

3a mauMeHTH, NeKyBaHH ¢ MeTHOPMHUH XHApOXNopua B 1o3a Han 2000 mg nHeBHO He ce npernopryBa
npeMHHaBaHe kbM Metdopmake XR KomOn.

3a naumenTH, KouTO He noHacaT Merdopmakc XR Kom6u 50/1000 mg npe TabneTku BeAHDBXK AHEBHO,
TpaOBa Ja ce oOMHucaH npreM Ha Merdopmakc XR Kombu 50/1000 mg aBa meTH AHEBHO, KaTO H
ABETE 03U Ce JaBaT C XpaHa. |

Bwyipacmnu ¢ nopmanna 6vbpeuna pynxyun (GFR= 90 mi/mun)
[Ipy nauueHTH, P KOUTO HE € NOCTUrHAT 3aJ0BOJIHTENCH KOHTPOJ ¢ MAKCHMANHATA 11
MPH MOHOTEpAnusa ¢ MeTPOpMHUH |

[TpH NaLMeHTH, NPH KOKTO HE € MOCTUTHAT 3aJ0BOJIMTENICH KOHTPOJI CaMO ¢ METOP
HauanHa A03a TpAOBa Aa ocurypssa 100 mg cHTArNUMNTHH AHEBHO TUIKOC K03aTa M
BeUe CE MpHeMa.
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[IpH NauMeHTH, KOMTO MIPEMHHABAT OT EAHOBPEMEHHO NPWIOKEHHE HA CHTATJIMITHH H MeTOOPMHH

[Tpu MaLMenTH, KOUTO NPEMHHABAT OT €XHOBPEMEHHO NMPHIOXKEHHE HA CHTATIMITTUH H MET(GOPMHH,
neueHuero ¢ Merdopmakc XR Kom6u Tpabea aa ce 3anouHe ¢ 103aTa CHTArIHITTHH H METQOPMHH,

KOATO BEYE Ce MpHeMa.

[Ipy NalMeHTH, NIPH KOUTO HE € MOCTHIHAT 3aROBONUTENCH KOHTPOJ OT ABOHHOTO KOMOMHUPaHO
JICYCHME C MAKCHMAJIHATA MOHOCHMA 1032 Ha METHOPMHH H cyndannnypes.

Jlosata Tpa6sa aa ocurypasa 100 mg cHTaraMiTTHH AHEBHO K 2038 METGOPMHH, NoJobHA Ha 403aTa,
kosaTo Beye ce npuema. Korato Merpopmakc XR Kombu ce uznonssa B koMOHHALIHA CBbC

cyndaHHIypes, MOXKE a Ce HaJloXKH ynoTpebara Ha no-HUCKa N03a CyAdaHUTypes, 3a J1a C€ HaMallK
PHCKBT OT XHNOrHMKeMHus (BX. Touka 4.4).

[Ip¥ NAUMEHTH, IPU KOHWTO HE € MOCTUrHAT 3a0BOJIMTEAEH KO OT JBOHHOTO KOMOMHHpPaHO
NeYeHHEe ¢ MAKCUMATHATA IOHOCHMA n03a MeTdopmun H PPARY arouncr

Io3ara Tpa6ea na ocurypH 100 mg cHTarHITHH AHEBHO H 1038 METQOPMHUH, NoJoOHa Ha 103aTa,

KOSTO Beue ce IMpUeMa.

IIpH naliHEHTH, NPH KOKHTO He € MOCTHIHAT 3aA0BOHTENEH KOHTPON ¢ ABOHHO KOMOMHUPAHO JeYeHHe
¢ MHCYJIMH M MAKCHMAJIHATA TIOHOCHMA /1038 MeTQOPMHH
Ho3ata TpsaGea aa ocurypu 100 mg cHTarnMITTUH AHEBHO H /10338 METOPMHH, NoA0OHA Ha fo3aTa,
KosATO Beue ce npHema. Koraro Merdopmake XR Kombu ce uinonssa 8 koMOHHaIMA C HHCYJIHH,
MOXKE Aa ¢ HeoOXoAKMa Mo-HUCKA 1032 UHCYJIHH 34 Aa €€ PERYLMPa PHCKBT OT XHIOTTHKEMHAL (BXK.

To4Ka 4.4).

3a pa3nuyHHTE 1034 Ha MeTdopmHH, MeTdopmakc XR Kombu ce mpeaiara B KOHUSHTPALHH TI0
50 mg curarnunTiH ¥ 500 mg MeTrdopmuHoB xuapoxnopua, 50 mg curarnurTii 1 1000 mg
METGHOPMHH XHAPOXJIOPH WIH B KoHUeHTpanu 100 mg curarnvnTud u 1 000 mg merdopMHHOR

XHUAPOXJOPHULI.

Bewuky nalgieHT! TpAOBa 1a NPOAB/DKAT NPENOpbYaHaTa KM AMETa ¢ AACKBATHO pasfpenencHue Ha
nMpUeMa Ha BbIIIEXUAPATH NPE3 ACHA.

CrneunanHy nomnyJaluuu

bvbpeuno yepeooane

He ce Hanara Kopekiias Ha i03aTa [PH NaLMEeHTH ¢ Jleko 6p0peuHo yBpexaane (CKOpOCT Ha
raomepyaHa puwrrpaumsa [(Glomerular filtration rate, GFR] = 60 ml/mMun). GFR Tpa0sa na ce oueHsisa

Npeay 3an04BaHe Ha JICUSHHE ¢ MPOAYKTH, ChAbPKALIM METPOPMHH H NOHE BEAHLK FOJMIIHO Clie]
toBa. [IpH naiKeHTH ¢ NOBHILEH PHCK OT NO-HATATHLIHO NMporpecupane Ha 6E0pevHO yBpekKaAaHe H
NpH NalMeHTH B cTapyecka Bb3pacT Ob0peunata pyHKiMA TPAOBA 1a CE OlleHABA NO-YECTO, HAPHMEpP

Ma BCEKH 3-6 Mecells.

I[Tpeau na ce 3anouHe aedeHue ¢ MeTdopmuH npu naukeHTH ¢ GFR< 60 ml/MuH Tpabra na ce
Nperieaar npeABapuTeNHO GaKTOpUTE, KOUTO MOTaT A YBE/IHYAT PUCKA OT JAKTATHA aLH03a (BXK.

TouKa 4.4).

Ako B koMOHHauusTa Mergopmake XR KombH HamMa noaxoasim koHUEHTpauuy TpabBa ra ce
M3MOM3BAT OTAENHUTE MOHOKOMIIOHEHTH BMECTO KOMOHHaLMATA ¢ PUKCHPAHH 103H.

Maxcumannama odnesna 0o3a e

GFR mi/mMman | Metdopmun CHTarJIROTRH
60-89 Maxcumannama onesna 0oza e 2 000 mg.
Moorce oa ce obmucru nonudsicasane Ha 100 mg.
d0o3ama nopaodu exowasane Ha
bvopewnama gynxyus
45-59 Maxcumannama ornesna ooza e 2 000 mg.
Hauwannama oo3a e ne no-eucoxa om
ROAOBUHAMA OM MAKCUMATRAMA 0034,
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30-44 Maxcumannama oneena oosa e 1 000 mg. | Maxcumannama Onegrna 0034 e
Hauanmama do3a e ne no-eucoxa om 30 mg.
NONOBURAMA OM MAKCUMARHAMA 0034, | _
< 30 ' Mempopmun e npomusonoxkazan. Maxcumanuama oneena 0o3a e
| 23 mg.
Yeproopobro yspesicoane

Merdopmakc XR KomOun He TpaBa aa ce H3non3sa npu NALMEHTH C Y4€PHOAPOOHO yBpekaaHe (BXK.
TOUKa 5.2).

Cmapuecxa gv3pacm

Tbit kaT0 METOPMHH H CHTATJIMITTHH Ce eKCKpeTHpaT upe3 6x6peunTe, Merdopmake XR Kombn
Tps6Ba Aa ce M3Mo/3Ba ¢ NOBHLIEHO BHUMAHHE C HanpeaBaHe Ha Bb3pactra. Heobxoaumo e
MOHHTOpHpaHe Ha 6BOpeuHaTa QYHKUMS, 38 Ia ce NPeAOTBPATH CBbP3aHaTa C METQPOPMHH JIAKTATHA
auMI03a, 0cobeHo B CTapuecka Bb3pacT (BX. TOUKH 4.3 H 4.4).

leduampuuna nonyrayun

Metdopmake XR Kombu He TpabGpa pa ce u3non3ea NpH ACLA H FOHOLIH Ha Bb3pacT oT 10 ao

17 roauHH nopaan HeaocTaTbyHa epruKkacHOCT. HaMHYHKTE NOHACTOAHIEM AAHHH €A ONHUCAHH B TOUKH
4.8, 5.1 n 5.2. Merdopmakc XR KomOu He € npoyuBaH NpH NEIHATPHYHH NALIKEHTH HA BB3PACT NMOA

10 roguumn.,

HauuH Ha DpUioxKeHHe
[lepopaliHO NpHNOKEHHE.

Tabnerxure TpaGBa Na ce MOrNBILIAT LiENH ¢ yalla Boja. Jla He ce qhBUAT.
Merdopmakc XR KomOu Tpabea aa ce mpuema ¢ xpaHa, 3a ia ¢€ HaMaNAT HEXENaHUTE PeaKLHH OT
CTpaHa Ha CTOMAWHO-YPEBHHUA TPAKT, CBBP3aHH C METQOPMHH.

4.3 IIpornBOonOKA3aHHAR

Mertdopmakc XR KomGu e npoTHBONMOKa3aH NpH NalHEHTH CbC:
- CBPBXYYBCTBHTEIHOCT KbM AKTHBHHUTE BEILECTBA HIIH KbM HAKOE OT MOMOLLHHTE BELIECTRA,

n36poeHHy B Touka 6.1 (Bxk. Toukn 4.4 u 4.8);
- BCAKAKHB BU ocTpa MeTaboMHTHA alMao3a (KaTo JJaKTaTHA alMao03a, AHabeTHa KeToalnao3a),

- auabeTHa nMpeKkoMa;
- Texkka 6pOpeuHa HegoctaTeuHoCT (GFR < 30 ml/mun) (BXk. Touka 4.4);
- OCTPH CBCTOSHHMA, KOMTO MOTAT Jia MPpoMeHAT Obp0peyuHaTa GyHKLMA KaTo:
- AexuapaTaumui,
- TeXKa HHPpeKuuA,
- HOK, .
- HHTpPaBacKyAapHO MPHIOXKEHHE HAa HOA-KOHTPACTHH BELLECTBA (BXK. TOUKA 4.4),
- ' OCTPO WIH XpOHHYHO 3abongBaHe, KoeTo MOXe 1a MPHYHHH THKAHHA XMITOKCHA KaTO:
- ChbpJeYHa WIH PECIIHPAaTOPHA HELOCTATHUHOCT,
- HACKOPO NpeKapaH MHOKapAeH HH(QApKT,
- 1UOK;
- YepPHOAPOOHO YBpEKIaHe,
- 0CTpa AJIKOXOJIHA HHTOKCHKALIHA, AlTKOXOIU3bM;
- KbpMEHE.

44 CroenuajHH npeAynpexAe¢RHA H NPeANA3HH MEPKH NPH yuorpeda

O01wH |
Metdopmake XR Kom6u He TpabGpa aa ce u3non3sa Npy nauxenTH ¢ auaber tun |
M3TI0N3BA 38 JIeueHHe Ha JHabeTHa KeToaluuaosa.

OcThp NaHKpPEATHT
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VYnorpeGara Ha DPP-4 HHXMOHUTOPH € CBbp3aHa C PHCK OT Pa3BUTHE HA OCTHP NAHKPEATHT.
[TaumeHTuTe TpabBa A2 6baaT UHPOPMHUPAHH 33 XapaKTepHHI CHMITOM Ha OCTbp NAaHKPEATHT:
nepcUCTHpallla, MHOTO CHIHa kopemHa Gonka. Cnen npekpaTiBaHe Ha CHTArJIMIITHH ce HabmoaaBa
OT3BY4YaBaHe Ha NnaHkpearuTa (cbe WK 6€3 NoAABPAKAILO JICUECHHE), HO B MHOTO PEAKH CIIyHaH €
cb0OIABaHO 3a HEKPOTHIHPALL HJIH XEMOParHueH NaHKPEeaTHT W/ WIH CMBbPT. AKO UMa CbMHEHHS 32
maHKpeaTut, TpabBa na ce npekpatn npueMsT Ha Merdopmake XR Kombu u Ha apyrure
AOTEHLHANHO NOAO3UPAHH JEKAPCTBEHH NPOAYKTH; aKO Ce NOTBLPAH OCTbP NMAaHKPEATHT, NPHEMBT Ha
Merdopmake XR Kombu He Tpsabea na ce pp30OHOBsBa. HeobXx0aHMO € NOBHLIEHO BHUMaHHE TIpH

MALWEHTH ¢ aHaMHe3a 3a MaHKPEATHT.

JlakTaTHa aunao3a
JlaxTaTHaTa aunao3a (MHOTO PAAKO, HO CEPHO3HO MeTabONMMTHO YCITOXKHEHHUE) Hal-UECTO HAaCTHIIBA

[IpH OCTPO BAOIIaBaHe Ha OhOpeuHaTa GbyHKUMA WM KaPAHO-PECNIMPATOPHO 3a00/1sBaHe WK CETICHUC.
Kymynupane sa MetdopMHuH ce Habnioaasa IpH oCTPo BOIIaBaHe Ha 61uOpeuHaTa GpyHKUMA K
YBEJIMMaRa PUCKA OT JIAKTaTHA aLMI034a.

B ciyuait Ha AexuapaTauua (TeXKO NOBpbLlaHe, JRapHA, TPECKa M HAMANEH NPHEM Ha TeUHOCTH)
MpHEMBT Ha METGOPMHUH BpeMeHHO TpabBa ia ce NMpeyCTaHOBH H € NMPENOPBUNTENHO Aa C€ Nposeae
KOHCYJITaL{A ¢ MCAHLUMHCKH CELIHATNCT.

[IpuemMET Ha JIEKAPCTBEHH NPOLYKTH, KOUTO MOTAT OCTPO Aa yBpeaatT 6n0peunaTa QpyHkuus (Kato
aHTHXHIMEPTEH3NBHHU cpeacTsa, auyperuuy 1 HCIIBC) Tpabea aa ce 3anouHe ¢ NOBHIICHO BHHMAaHHE
NpH NalKEHTH, NeKyBaHH ¢ MeTdhopMHH. Jlpyry pHCKOBH (paKTOpPH 3a IaKTaTHa auMAao3a ca
MpexoMepeH NPHEM Ha AJIKOXOJ1, YepHOApoOHa HeIOCTATHYHOCT, HEAOCTATHYHO KOHTpOnHpaH auaber,
KET03a, NPOARIKHTENIHO INIayBaHE U BCAKAKBH CHCTOAHHA, CBbP3aHH C XHIMOKCHA, KakTO H
e/IHOBpeMeHHaTa ynoTpeba Ha NeKapCcTBEHH NPOAYKTH, KOHTO MOTaT a NPHYHHAT JaKTaTHa alHAo3a
(K. Toukd 4.3 n 4.5).

Maumenture wwin donHorneaauure TpadOBa na ObaaT HHPOPMHPAHH 33 PUCKA OT JIAKTaTHA alHI03a.
JlakTaTHaTa aLMI03a ce XapaKTepH3Hpa ¢ allA03Ha AucnHes, abaomuHanHa 60nka, MyCKYJTHH
KpaMIy, aCTCHKA M XHIIOTEPMHA, NOCIEIBaHH OT koMa. B ciryuaii Ha cCbMHEHHE 38 CHMITTOMH
nauMeHTHT TpAOBa Aa cnpe npruema Ha MeThOpMUH H He3a0aBHO /1a NOTHPCH JIEKAPCKa NOMOILLL.
JIuarHocTHYHHMTE 1a0OpaTOPHH HAXOAKH ca noHwkeHo pH Ha kpbeTa (<7,35), NOBHIICHH HUBA Ha
JAKTAT B I1a3Mmata (>5 mmol/l) 1 noBHILEHa aHHOHHA Pa3/iKa M ChOTHOLICHHE IAKTAT/ TIHPYBAT.

TTaliHeHTH ¢ YCTAHOBEHU WK NOJO3UPAHH MHTOXOHAPHATHH 3800NABaHKS

ITpx NaLUMEHTH ¢ YCTAHOBEHH MUTOXOHAPHANHU 3a00ABAHHA, KATO CHHAPOM Ha MUTOXOHAPHAMHA
eHuUedanonaTHs ¢ NaKTaTHA auMao3a U HHcyrronoaobhu ennzoan (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTeeH auader u rmyxora no
maiuuna niHMg (Maternal inherited diabetes and deafness, MIDD), MeTdopMiH He ce npenopbBa
nopaaH PHCKa OT OGOCTPAHE Ha NIAKTaTHA AlMA03a W HEBPONIOTHYHH YCJIOKHERHA, KOHTO MOXeE /a
AOBEAAT JI0 BNollaBaHe Ha 3abonsaBaHerTo.

B cnyuait Ha npM3HaUKX M CHMITTOMH, nokasarenHu 3a MELAS cruapom wiuw MIDD, cnen npuema Ha
MeThOPMHH, JleueHHeTo ¢ MeTGOpMHH TpAOBa Aa ce cnpe BeHara v Aa ce Hampasy Obp3a
JHarHOCTH4YHA OLICHKA.

b16peuna pynkums

GFR TpsabBa aa ce oLcHABA NpeaH 3aM0YBAHE HA JTEYEHHETO U PEAOBHO cJief ToBa (Bxk. Touka 4.2).
Merdopmake XR Kombu e nporrBonokasad npu nauneHTd ¢ GFR <30 ml/mun 1 TpaOpa speMeHHO
[ia ce IPEYCTAHOBH NPH HATHYHE HAa ChCTOAHMUA, KOUTO MOTAT Aa NPOMEHAT 6n0peunara dyHKLuA (BK.
Tou4ka 4.3).

XUNOrNHKEMHA

MNauuentu, npueMainn Merdopmakc XR Kombu B koM6HHauHA CbC CyndaHTypes
MOJKE Ja Ca UINIOXKEeHH Ha PHCK OT XHnoraukemMus. CreaoBaTesTHO, MOXE Ja C€ HaNO
Ha J03aTa Ha CYJI(OHWIYPEATa WIIH HAa HHCYJINHA.

PeakllMH Ha CBPBEXYYBCTBHTENIHOCT
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[Tpy NaLMEHTH NEKYBaHH CbC CUTArIMIITHH HMa 1IOCTMAPKETHHIOBH CHOOLLEHHA 38 CEPHO3HH
pEaKLHH Ha CBPbXYYBCTBUTENHOCT. Te3M peakiii BKIIOYBAT aHA(QUIAKCHA, AHTHOSAEM H
exkchOMHATHBHH KOXHM CHCTOAHHA, BKJIIIOYHTENHO CHHAPOM Ha Stevens-Johnson. Ilogeara Ha Te3m
peakLMH HACTHIBA B PAMKMTE Ha ITbPBUTE TPH MECELIA OT 3aMOYBaHE Ha JIGUEHHETO ChC CUTArNTUITTHH,
KATO HAKOH CJTy4ad HACTBIBAT Clell ITbPBATa 103a. AKO Ce MOoJ03Hpa peaklusa Ha
CBPBXYYBCTBHTEIHOCT, IpHeMsT HAa MeTdopmake XR Kombu pabpa na ce npekparn, Tpsbsa na ce
OLCHAT APYTH Bb3MOXHH MPHYHHH 34 HaCThIIBaHE HA CHOMTHETO H J1a Ce Ha3HAYM AJITEPHATHEHO
neqyeHre Ha adadera (BX. Touka 4.8).

bynoseH neMdHrona

Mpu naipenTH, konto npueMaT DPP-4 HHXHOUTOPH, BIJIIOYHTEIHO CUTATJIKIITHH, HMa
MOCTMAPKETHHIOBH ¢hOOILEHNA 3a GynozeH nemguroua. [1pu noao3penns 3a 6ynosed nempurons,
npueMsT HA MeTgopmake XR Kombu Tpabsa na ce npeyCTaHOBH.

OnepaTHBHH MIPOLIEAYPH
Vrorpe6ata Ha Merdopmakc XR Kombu Tpsabsa na ce npexpaTh 110 BpeMe Ha onepauus noj oduua,

CIMHAJIHA WM eNKIyPaTHa aHecTe3nd. JleueHHETO MOXe Aa ce Bb30OHOBH HE no-paHo oT 48 yaca
ciel OTepaLHMATa WK Bb30OHOBABAHETO Ha XPaHEHETO Mpe3 YCTa H TO NPH yca0BHe ve OpOpeuHaTa
¢GYHKIHS e IPEOLIEHEHa U € YCTAHOBEHO, 4e € cTaDHnHa.

[IprunoxeHnue Ha HOI-KOHTPACTHH BEIIECTBA
HuTpaBacKynapHOTO NpHIOKEHHE Ha HO-KOHTPACTHH BELHECTBA MOXKE Aa I0BEAEC A0 KOHTPACT-

HHAYyLMpaHa HedpornaTHs, BoAela A0 KyMy/JIHPaHeTO Ha MeTGOPMHH M TIOBHLICH PHCK OT JIaKT4THA
aunosa. Merdopmakc XR Kombu Tpsibsa na ce cnpe nmpesH Wik 1o BpeMe Ha MpoLeaypaTa 3a
oOpa3Ha AMarHOCTHKa K He TpAOBa J1a ce BL30OHOBABA NOHE 48 yaca cnen ToBa, NPH YCIOBHE Y€
6u6peunaTa GyHKLMA € MPeoLieHEHa U € YCTAHOBEHO, Ye € ctabuinna (BXK. Touku 4.3 ¥ 4.5).

[TpoMsHa B KIHHHYHHA CTATYC HA NAUKEHTH C KOHTPOJIWpaH AWaber THN 2 npeaH ToBa
[MaunenTtu ¢ guadber Tun 2, npeay Tosa nodpe kouTponupa ¢ Mergpopmake XR Kombn, kouro

pa3BMBAT OTKJIOHEHHA B N1abOpaTOPHH NOKa3aTeNK WIH KIHHHYHO 3a0ongapaHe (Hali-Beue HEACHO WIH
nowo aehuHHpaHo 3abonaBane) TpaOBa He3abaBHO Aa ¢€ OLICHAT 32 HATHYHE HA KETOALMA03a HINH
nakTaTtHa aumaosa. Onenkara TpAOBa 1a BKIIOUBA CEPYMHH €JIEKTPOJAUTH H KETOHH, KphBHA 3axap H
ako ce Hanara pH Ha KpbBTa, HUBA Ha NAKTAT, MHPYBAT H MeTGOPMHH. AKO BB3HHKHE aLH103a, MOJA
KaKBaTo M Aa € ¢opma, NeuyeHnero Tpabra Aa ce cripe He3abasHO W TpAOBa Aa ce npeanpHeMar
NOAXOIAIIH KOPHTHpAaLLH{ MEPKH.

HednuuT Ha BuTamuy B12
- MetdopMHH MOXe Aa HAMalNK CEpyMHUTE HHBA Ha BUTaMKH B12. PHCKBT OT HHCKH HHBA H8 BUTaAMMH

B12 ce yBenuyapa ¢ NOBUIIABAHE HA J03aTa HA METQOPMHH, NPOABIKHTETHOCTTA Ha JIEUSHHETO
H/WIKW NIPU NALHEHTH C PUCKOBH GAKTOPH, 38 KOUTO € U3BECTHO, Y€ MPUUYHHABAT Ne(PUUHT Ha
BuTaMil B12. [Tpu cemHekue 3a gdedpuumT Ha BuraMuH B12 (kato aHemMus WM HeBponaTus), Tpsbsa
Aa CE MPOCNeABaT CEPYMHHTE HUBa Ha BUTaMuH B12, [1pu naukenTy ¢ puckoBH pakTopH 3a
AeHuMT Ha BHTaMUH B12 MOXe f1a ce Has0MH NepHOAMYHO NpociieaBaHe Ha BUTaMuH B12.
TepanusTa ¢ merpopMHH TpOBa 1a NPOABLIHKK AOKATO € NMOHACA M HE € MPOTHBONOKA3AHO U Ce
OCHIypfBa NMOIXOAALIO KOPHIHPALLO NedeHue 3a JedHUHT Ha BUTaMHH B12 B choTBETCTBHE C
HACTOSALIHTE KIIHHHYHH PHKOBOICTEA. |

Merdopmakc XR KomOu cbabpika HATPHH

To3u nekapcTBEH NPOAYKT ChIBPXKA no-Manko ot | mmol Harpwii (23 mg) Ha TabneTka, T.€. MOXE ,ua
ce KaXKe, ye NMPAKTHYECKH HE ChABPXKaA HATPHH.

4.5 BiauMozneiicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H ApYrH (OPMH HA B3aEMOACHCTBHE

EAHOBpeMEHHOTO MHOTOKPATHO NMPWIOKEHHE Ha CHTaITIMITTHH ¥ METQOPMHH HE NPOMEHS
(hapMaKOKHHETHKATA, KAKTO Ha CHTAMIMIITHH, TAKAa W Ha METPOPMHH NPH NALUKCHTH C A
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He ca w3BBpLIBaHM MPOYYBAHHA 32 (PAPMAKOKHHETHUUHH JIEKAPCTBEHH B3aUMOAEHCTBHA ¢
Merdopmakc XR Kombu; obaye TakuBa npoyusaHHa ca NPOBEXKAAHH C OTACTHHTE aKTHBHH
BELLECTBA, CHTATTMITTHH H METQOPMHH. |

He ce npenopbyBa ChIETCTBALIA YIIOTpeOa

AJIKOXO0
AJIKOXOJTHaTa MHTOKCHUKALHg Ce CRBP3Ba C NOBHILIEH PHCK OT JIRKTaTHA aliiao3a, ocoOeHO B CiIyuau Ha

rNiayBaHe, HelOXpaHBaHEe UK YepHOAPOOHA HENOCTATHUHOCT.

ﬁo,u-xompacmn BELICCTBA

Metdopmakec XR Kombu TpaOBa 3aALIKHATENHO Aa CE CNpe NPeAH KK NO BpeMe Ha npoucaypara 3a
obpa3Ha JHarHOCTHKA H He TpabBa na ce Bp30OHOBABA NOHe 48 yaca ciel TORA, NPY YCIIOBHE e
6n6peuHaTa GYHKIUHS € MPEOLIEHEHA K € YCTAHOBEHO, Ye € cTabunHa (Bx. ToukH 4.3 1 4.4).

Kom6nHaLyy, M3UCKBallH NpeAna3Hi MEpKH NPH ynoTpeda

Hsxou neKkapcTBEHH NPOAYKTH MOIaT Aa ¢e oTpas3ar HebnaronpuaTHo Ha 6ubpeunata GyHKLHA, KOETO
MOKe /13 YBEJTHYH PHCKa OT aKTaTHa aumao3a, Hanpumep HCIIBC, BrmounTenno cenexTHBHH
HHXHOHTOpH Ha LHKITIookcHreHasa (Cyclooxygenase, COX) I, ACE nuxuburopy, aHrHoTeH3uH Il
pelLieNTTOPHH AHTArOHHUCTH U AMYPETHLIH, 0coDeHO OpUMKOBH NHYpeTHLM. [IpH 3anouBaHeTo UM
ynorpebaTa Ha TaKMBa NPOAYKTH B KOMOMHaLUA C METGOPMUH € HEOOXOMMO CTPHKTHO
npocneagapaHe Ha ObOpeuHaTa GyHKLMA.

CrobTeTBaLiaTa YNQTpeda Ha JIEKapcTBa, KOMTO NMOBIMABAT OOLUHTE TPAHCTIOPTHH CHCTEMH B
61b6peunnTe TYOYIH, BKIIOYEHH B OBOPEYHOTO eTHMHHHPAHE Ha MET(GOPMHH (HANpP. HHXHOUTOPH Ha
OpraHMYHusA KaTHOHeH TpaHcnoprep-2 [Organic cationic transporter-2, OCT2)/MynTHNIeKapCTBEHNS H
TOKCHH-ekcTpyaupaul nporenH [Multidrug and toxin extrusion proteins, MATE] karo paHonasum,
BaHETaHHO, 0NyTErpaBUp ¥ ULMMETHINH), MOTaT Aa MNOBHUIAT CHCTEMHATA €KCNO3ULIHA Ha
MeT(GOPMHH M [a YBEJIH4aT PHCKa OT NAKTaTHA auuno3a. Tpabea fa ce oOMUCIST MON3HTE U
PHUCKOBETE OT ChIThTCTBAaWaTa yrnoTpeba. KoraTo TakHBa IeKapCTBEHU NPOAYKTH Ce MpUnarar
eJHOBPEMEHHO TPAORa a ce OOMHUCIAT CTPUKTHO [IPOC/ICRSBAHE HA TNTHKEMHYHHKA KOHTPOM,
anaNTHPAHE HA N03aTa B PAMKHTE Ha MPeNopbUYHTENHATA JO3HPOBKE H NPOMEHH B JICUEHHETO Ha
auabera.

[ MOKOKOPTHKOHAKTE (NPHAAraHH [0 CHCTEMEH Y JoKalleH ITbT) OeTa-2-arOHHUCTUTE U AWy PETHLIHTE
MMAT MIPUCHIIO0 XHNEprasKeMUyuHo AeiicTeHe. [lauuenTure Tpabea na ce nudopmupar ¥ no-4ecTo aa
H3IMEpBaT KPhLBHATA CH 3aXap, 0COOECHO B HAYAIOTO Ha ICYEHHETO ¢ TAKHBA JIEKAPCTBEHH NPOLYKTH.
AXO e HeoOX0IMMO, 103aTa Ha AHTHXHINEPIIHKEMHYHHSA 1EKapCTBEH NPOAYKT TpAOBa ja ce azanTupa
110 BpeMe Ha JIeUEHHE ¢ APYTHs JIEKAPCTBEH MPOAYKT H [PH HErOBOTO NIPEKPAaTABAHE.

ACE-HHXH6HTOpHTE MOTAT N1a MOHKAT HABATA Ha KPbBHaTa 3aXxap. AKo € HeobxoaHMO, f03aTa Ha
AHTHXHUIEPrAMKEMHYHHA JIEKAPCTBEH NMPOIYKT TpAGBa Na ce aaanTHpa No BpeME Ha JIEUEHHETO C
ApPYTUA JIEKAPCTBEH NPOAYKT H NPH HErOBOTO NMPEKPATABAHE.

EdexTs Ha 1 _JieKa €HH I1 M BBPXY CHTAITMRTHH
In vitro ¥ X ITHHHYHKTE JaHHH OTIMCAHH NMO-A0Y NPEANONarar, 4¢ pucKbT OT KIHHHYHO 3HAYHMH
B3aUMOAEHCTBHA NPH €AHOBPEMEHHO NPWIOKEHHE C APYTH JEKAPCTBEHH NMPOAYKTH € HUCHK.

In vitro npoyuBaHHA NMOKA3BaT, Y€ OCHOBHHAT €H3HM, OTTOBOPEH 38 OrpaHHueHHa METabOIH3bM Ha
cutarnuntiH e CYP3 A4, ¢ yuactue na CYP2CS8. I1pu naurerT ¢ HopmaiHa 6n6peuna gyrkuus,
MeTabonu3MbT, BKMIOUHTENHO ¥ upe3 CYP3 A4, urpae camo HEIHAYHTEIHA POJist B KIHPBHCA Ha
CHTArMNTHH. MeTaboNnu3MBT MOXE a UIpae No-BaXxHa pois NpH ENUMHHHPAHETO HA CHTAL Bk "F'"J- »
hHIOG ¢/

NpH HalHYMe Ha ocTpo GBOPEYHO YBpeKaaHe HiH TepMHHAJICH craauii Ha OvOpeuna Heag r/:,j

(TCBH). [Topanx Ta3d NpHYHHA € BB3MOXKHO MOuHHTE HHXKOUTOPH Ha CYP3A4 (Hanp/Ag¢
HTPAKOHA30J1, PHTOHABHP, IJIAPHTPOMHLIMH) 18 MPOMEHAT (PapMaKOKHHETHKATA HA CHTH[IHE
NAalMEHTH ¢ TeXxxo OuOpeuno yepexaase wiv TCBH. Edexture Ha Momnute CYP3 A4
Mpy HAIMUKE Ha OBOpeyHO yBpexIaHe He Ca OLCHABAHH B KNIHHHYHO MTPOYYBAHE.
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In vitro npoyuBaHHs 33 TPAHCNOPTA NOKA3BAT, Y€ CHTAMTHIITHH € CyOCTpAT Ha p-IIMKONpPOTeHHa U
TpaHCcnopTepa Ha opraHHyHH aHHOHHK-3 (OAT3). OAT3 MeauupaHMAT TPAHCNIOPT HA CUTATJIMITIHH C¢
HHxuOMpa in vitro ot npoGeHeLH A, BBIIPEKH He PUCKBT OT KIHHMYHO 3HAYUMH B3aMMOJIEMCTBHA Ce
cMATa 3a HUCHK. EnnoBpeMenHoTo npuwioxkeHue Ha OAT3 HHXUOHUTOPH HE € OLIEHEHO in Vivo,

Lluxnocnopun. TIpoBeaeHo e Mpoy4saHe 3a OLIEHABaHE Ha e(eKTa Ha LMKJIOCTIOPHH (MOLIEH
HHXHOMTOP Ha P-TIMKONPOTEHHA) BEpXY (PapMakOKHHETHKATA HAa CHTArIMITTHH. ENHOBpEMEHHOTO

MPUIOKEHHE Ha €AMHHYHA repopaiHa no3a 100 mg cHTarnMNTHH # €IMHHYHA NEpopanHa f103a

600 mg muxknocnopuH nosxwasa AUC 1 Cmax Ha CHTarmIMNTHH CHOTBETHO ¢ Mpubnu3uTenHo 29% u
68%. Te3u npoMeHH BbB (PapMaAKOKHHETHKATA HA CUTATTHITTHH HE C€ CMATAT 38 KIHHHYHO 3HAYHMH.
BLOpeUHHAT KIHPBLHC HAa CHTArJIMITIHH HE € 3HAYUTETHO NpoMeHeH. CleAOBaTeNnHO, HE C€ O4aKBaT

3HAYMMH B3aUMOIECHCTBHA C APYTH HHXHOUTOPH Ha P-TIMKONPOTEHHA,

E@CK‘I‘H Ha CHTATIHITTHH BLPXY JDYTH JJEKAPCTBCHH NNDOAYKTH

Jueoxcun: CUTarnHNTHH HMa HE3HAYHTE IeH eEKT BbPXY IUIa3MEHATa KOHUEHTpaLMsA Ha JHIOKCHH.
Cnen npuioxkeHuero Ha 0,25 mg aAMrokcus eaHoBpeMeHHo Cb¢ 100 mg CHTarIMNTHH JHEBHO B
npoankenue Ha 10 aHR, iasmeHata AUC Ha AMrOKCHH HapacTsa cpesito ¢ 11%, a nnasmeHara
Cmax cpeauo ¢ 18%. He ce ripenopsusa kopuriapaHe Ha 103aTa Ha JMrokcuH. B cpiioro Bpeme,
NaLMEHTHTE C PUCK OT AMIOKCHHOBA TOKCHYHOCT Tpabpa ga 61aaT NpocieaBaHu 3a TaKaBa, KOrato
CHTAJIMIITHH U JMTOKCHH C€ NPUIArat eJHOBPEMEHHO.

In vitro naHHWTE NOKA3BAT, Y€ CHTATJIMITTHH HHTO NMOTHCKA, HHTO UHAYLHMpa CYP450 n3oeHsumure,
[IpH KIHHHYHY NPOYYBaHHA CHTATJIMITHH HE NMPOMEHS 3HAUUMO (PaPMAKOKHHETHKATE Ha MET(GOPMHH,
rAUGYpUI, CHMBACTATHH, POBUITIATA30H, BapapHH WM NEPOPaIHA KOHTPALENTTHBM, KATO OCHIypABa
in vivo JAHHH 32 MANKA BEPOATHOCT OT NpeAH3BHKBAHE HAa B3aUMOJECHCTBHA CbC CYOCTpaTH Ha
CYP3A4, CYP2C8, CYP2C9 u tpancnoprepu Ha opraHndHu kKaTHOHH (OCT). CyurarnunruH Moxe aa
Obae cnad HHXHOWTOP Ha P-IIIMKONPOTEWHA in Vivo.

4.6 DPepruanTter, OpeMeHHOCT B KLpPMEHE

BpeMeBHOCT
Hsma roctarsyHo A&HHH OT ynoTpebaTa Ha CHTarIMITHH NpH OpeMeHHH 'keHH. [IpoyuBanns Bepxy

)KUBOTHH TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT NPU BUCOKH J03HM CHTAIJIMIITHH (BXX. TOYKa J.3).

OrpaHuueHHTe JaHHH NpeAnonarar, ye ynorpedara Ha METQOPMHUH NPH OPEMEHHH KEHH HE €
CBBP3aHa C MOBHIIEH PUCK OT KOHreHHTaIHU Mandopmaiwy. TIpoyusaunsTa ¢ METGOPMHHE BBPXY
>KMBOTHH He MOKa3BaT BpeHH eieKTH N0 OTHOLIEHHE Ha OpEMEHHOCTTA, eMOPHOHAIIHOTO M
beTanHOTO pa3sBUTHE, PAXKAAHETO MIH MOCTHATANTHOTO pa3BUTHE (BXK. CBILIO TOYKa 5.3).

Merdopmaxe XR KoMmGu He TpsaOBa aa ce uU3non3ea no BpeMe Ha OpeMEHHOCT. AKO NMallMEHTKATa HCKa
na 3abpemMeHee WM aKO HACTHIIH OpPeMeHHOCT, NeyeHHeTo TpAdBa fa ce MPEeKPaTH W NalMeHTKaTa Ja
NpeMHHE HA JICYEHHUE C HHCYJIMH Bh3MOXHO Hal-CKOpoO. |

KspMeHe
He ca npoBexaaHy npoy4YBaHHA NMPH KbPMELIH KHBOTHH ¢ KOMOHHHpaHUTE aKTHBHH BELIECTBA HA

TO3H NeKapcTBeH NMpoAayKT. [Tpu npoyuBanus npoBeXaaHK C OTAETHHTE AKTHUBHH BELLIECTRA H

CHTAIJIHIFTHH, H METQOPMHH C€ €KCKPETUPAT B MJIAKOTO Ha lakTHpaly bxose. [1pu xopa
MeThOPMHH ce eKCKPETHPA B KbpMaTa B MANKH konuvyecTBa. He € H3BECTHO Jani CHTarJIMATHHE C¢

exckpeTHpa B knpMaTa. CienoarenHo Mergopmake XR Kombu He TpaOBa 1a ce H3N0I3Ba NPH XKEHH,
KOMTO KhpMST (BK. TOuka 4.3).

OepTUIUTET
JIaHHHTE OT MPOYYBARUA BbPXY )KUBOTHH HeE MPEANONaraT BIMIHHE BbPXY (PEPTHIIHTETA Hj

)KEHCKH TUTBXOBE NPH TPETHPAHE ChC CUTANTUITHH. JIMNCBAT AAaHHH NPH Xopa.

4.7 EdexrTu BBpxy cnocobnocTTa 32 modupane n pabora ¢ MAHBHA
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Merdopmake XR Kom6u He MOBNMABA WIH NMOBNHABA NpeHeOPEkKHMO CrIOCODHOCTTA 33 WodHpaHe 1
pabora ¢ MalunHH. B cbmoTo Bpeme npu modupate unu pabora ¢ MalMHK, TpAOBA Aa ce HMa
MPeABH, Y€ NPH CUTArTMITHH €a AOKJIAABAHM C/IyYaH Ha 3aMagHOCT H CHHJIHBOCT.

OcBeH TOBa, NallMeHTHTe TPAOBA J1a ce MPeRYNPEKNABAT 38 PHCKA OT XMNOTIMHKEMHA, KOTaTO
Merpopmakc XR Kombu ce uznonspa 8 kKoMGHHaluus ¢be CyNQOHWTYPEHHH MPOAYKTH WM C

HHCYJINH.

4.8 Hexenann 1eKapcTBeHH peaKIHH

Pesiome Ha npodiuna Ha 6€30MAaCHOCT

Hsma npoBeneHH TepaneBTHYHH KIHHHYHHU H3nuTBaHHA ¢ Merdopmake XR Kombu Tabnerkn, HO
6uoexksuBateHTHocTra Ha MetdopMake XR KoMbH e goxaszaHa npy eAIHOBPEMEHHOTO npunomeﬂﬂé Ha

CHTAIJIMIITHH K METQOPMHH (BX. TOUKa 5:2).

Cro0111aBaHH ca CePUO3IHH HEXKEJIAHHM PEAKLIMH, BKITIOUYMTEHO MAHKPEaTUT H peaKlUMH Ha
CBPBXYYBCTBHTENHOCT. ChoOIIaBana € XUNorjIMKeMHs NpH KOMOMHALUS CBC CypaHHTypeiiHy

nponykrH (13,8%) u ¢ uncyans (10,9%).

- CUTArIHNTHH ¥ MEeTHOPMHH
Tabauuern cnucvx Ha Hedceranume PeaKyuu

Hexenannre peakiiy ca H36poeHH no-aony ¢ npenoppusaHuTe oT MedDRA TtepMuun cnopea
cucTeMO-opraHHa xkiacugukanya ¥ abcomotHa yectora (Tabnuua 1), Yecrorara ce onpenens KaTo:
MHOTO yecTH (>1/10), uectn (>1/100 po <1/10), Heuectn (=1/1 000 ao <1/100), peaxu (=1/10 600 a0
<1/1 000), Muoro peaku (<1/10 000) 1 ¢ HeusBecTHa HecTOTa (OT HAJTHYHHTE JJAHHHK HE MOXe Na Obae

HanpaseHa OUCHKA).

Ta6anna 1: YecToTa HA HeKEJAHHTE PeaKIMH YCTAHOBEHH NO BpeMe Ha naanebo-
‘KOBTPOJHPAHH KJIHHHYHH NPOYIBAHHAS CbC CHTAIVIHNTAH H MeTQOPMHH CAMOCTOATE/HO H NIPH

NOCTMAPKCTRHIOBHA OIIHT

Hexenana peaxnns

YecTOTR HA HEKEJIABATA PeaKIHA

HapymeHHg HR KPBLBTA H JHMPHATA CHCTEMA

PCAKH

[TpoMOOUHTONCHHA

[Hapymienng 52 BMYHHATa CHCTeMa
Eeammu Ha CBPBbXYYBCTBUTEIHOCT, BKIIOUYHTEIHO
HapHNaKTHYHH peakuuu®,t

C HEU3BECTHA YecToTa

Hapymenus Ha MeTAG0JIH3IMA H XPAHEHETO

CBHINBOCT

XUMOTTHKEMMUS! YecTH
HamanaBaHe/qeuunT Ha BHTaMHH B1 21 YecTH
HapymeHHS HA HEPBHATA CHCTEMA

HEeYeCTH

PecRHPATOPHH, I'PbAHE H MeAHACTHHAJIHA
HapymlenAs

HMHTepcTHUHANHA Genonpobua bonect *

C HEH3BECTHA CCT

m
Ll ¥
r [ .’

ICTOMAIIHO-upeBHA HAPYIIeHHD

HApHS

aacCHC
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JATYJICHLHA HeCTH

BaneK HEUYECTH
osika B ropHaTa 4acT Ha KopeMa HEYeCTH
MOBPBLIAHE yecTH
locrbp naHkpeaTHt*, 1,1 C HEU3BECTHA YECTOTA
Eameﬂ K HedaTalleH XeMOParHueH M C HEM3BECTHA YECTOTa
HEKPOTH3Hpalll MaHKpeaTHT * ¢
[HapymeHHS HA KOXKATA H NOAKOKHATA ThKAH
c HEYECTH
ruoeaeM™*, ¢ HEH3BECTHA Y€CTOTA
up*,+ C HEHM3BECTHA YeCTOTa
kapua®*,t _ C HEU3BECTHA 4E€CTOTA
OXEH BACKyIuT"*,} | C HEeH3BECTHA YeCToTa
KC(ONHATHBHH KOXKHH 3a00/IABaHNA, BKIFOUHTETHO C HEU3BECTHA YECTOTA
tHHIlPOM Ha Stevens-Johnson*,¥
|§y.ncaeﬂ nemMuronn* C HEH3BECTHA YeCTOTa

HapymeRHS HA MYCKY/JIHO-CKEJICTHATA CHCTEMA
Che/IHHHTE/IHATA THKAH

na* C HEM3BECTHA YECTOTA
Haarus”* C HEH3BEeCTHA YeCcTOTa
Gonka B KpakHHiMTE* ¢ HEM3BECTHA YECTOTA
oska B repba* C HEeH3BeCTHA YeCToTa
BpTpOnaTHs C HEM3BECTHA YeCTOTA

Hapymenna Ha 60peunTe H NHKOIHHATE

N THIIA
HapyiueHa 6n6pevna ¢yHkuus* C HEH3BECTHA YeCTOT4
ocTpa 66peuHa HEAOCTaThYHOCT® C HEM3BECTHA YECTOTA

* HexxenavuTe peaklMy ca HASHTHUMLIMPAHH 1O BpeMe HA NOCTMapPKETHHIOBOTO HabMIoAeHHe.
t Bk Touka 4.4.
} Buwxre npoyweanemo 3a 6e3onacrocm no ommuouienue Ha cvpoeuno-cvoosama cucmema TECOS no-

nony.

Onucanue Ha U3OpaHH HEXENAHU PeaKLIHK
Haxou HexenaHu peaklMH ca HabIoaaBaHH NO-4eCTO MPH Mpoy4BaHHs 3a KOMOMHHpaHa ynoTpeba Ha

CHTArTUNTHH H MeTPOPMHH C APYTH aHTHANZOETHW IeKapCTBEHH MPOMYKTH B CPABHEHHE C
NPOYYBAHHS HA CUTAr/IHNITHH H METQOPMHH CAMOCTOATENIHO. Te BKIIOYBAT XUMOFIMKEMHA (KATErOpHA

Ha 4YeCTOTa ,,MHOTO YeCTH CBhC CYNMOHIWITYPEHHH NTPOLYKTH HWIH HHCYJIHH), 3aneK (,YeCTH CBbC
cyndoHWTYpeHHH NPOAYKTH), NepudepeH oTok (,4eCTH” ¢ MHOTTIHTAa30H) K I1aBobONIME H CYXOTa B
ycTaTta (,,HeUeCTH’ ¢ HHCYJIMH).

Cumaznunmun

[px npoy4uBaHHA BEPXY MOHOTEpanHa CbC CUTArJHITHH 100 mg BeHBK NHEBHO CAMOCTOATE/HO B
cpaBHeHHe ¢ mnauebo, CLoOIIEHHTE HeXeNnaHH peakiyH ca rnasodonue, XMMOrMKEeMHA, 3aMeK H
3aMaliBaHe. |

Cpea Te3M NalUeHTH HEXKENaHWTe ChOUTHA, CHOOLIABaHH HE3aBHCHMO OT NPHYHHHO-C/IEACTBEHATA
BPB3Ka C JIEKApPCTBEHHS MPOAYKT, C HECTOTa Hal-Manko 5%, BKIOUYBAT HHPEKLIHA HA FOPHHUTE
AUXATENHH MbTUINA W Ha3odapHHIHT. OCBeH TOBa, ca ChOOLLEHH OCTEoapTPHT H Oosika B Kpa¥H

- KOHTPOJIHATA Ipyrna).

Memdopmun
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CToMauIHO-4peBHU CHMITTOMM Ca ChOOLIIABAHH MHOIO YECTO MPH KIHHHYHHA NPOYYBAHMSA U 1IpH
NMOCTMAPKETHHIOBaTa ynotpeba Ha MeTdopMuH. CTOMAIHO-YPEBHHTE CUMINTOMH KATO rajieHe,
noBpblUAHE, AMapHA, 60oMKa B kopema H 3aryba Ha aneTHT ce TIOSBABAT NO-YeCTO B HAYAJIOTO Ha
JICYEHUETO H B NOBEUETO CJIYYau OT3BYYARAT CMIOHTAHHO. JIONMBLJIHHUTENIHH HEXXEIAHW PEaKIIHH,
CBEP3aHH ¢ MeT(hOPMHH, BKIIOYBAT METAIEH BKYC (YECTH), JIaKTaTHa aly/103a, HapyLICHHUA Ha
yepHOApoOHaTa QPYHKIHA, XENATHT, YPTHKapHUi, epuTeMa U Cbpbex (MHOro peiku).

Kareropuure no 4€cToTa c€ OCHOBABAT HAa HanH4YHaTa HHPopMaiua B KpaTkaTra XxapakTepHCTHKA Ha
npoAykTa Ha MeTdopmuH, onobpeHa B EC. -

Ieduampuvwna nonyaayus

B xIMHH4HH H3MKTBAHHA ¢ KOMOMHALMATA CUTArTHITTUH/ METQOPMHH ITPH NEAHATPUYHH MALIMCHTH
¢BC 3axapen aAuaber THn 2 Ha BB3pacT oT 10 go 17 roanny npodHNLT HA HEXKENAHHTE peaKUHH KaTo
LAJIO € CPABHUM ¢ TO3H, HaOnoaaBaH Npu Bb3pacTHU. [Ipy meaHaTpHYHH NALMEHTH, KOUTO Ca WIH He
Ca Ha OCHOBHO JICYEHHE C HHCYIIHH, CHTArJIHIITEH CE€ CBbP3Ba C MOBHUILEH PUCK OT XHIOTJIHKEMHA.
IIpoyueane 3a 6e3onacHocm no omHoweRUe HA ChpoeyHo-cvooeama cucmema TECOS
U3nMTBaHeTo, OLEHABALIO ChPASUHO-CHAOBHTE Pe3y/ITATH NpPH JieHeHHe ¢be cHTarnunTHH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxmousa 7 332 nauueHTH, neKyBaHH
cbe 100 mg cuTarIMnTHH AHeBHO (MM 50 mg QHEBHO, aKO H3XOJIHHTE CTOMHOCTH HA H3YHC/IeHATa
CKOpOCT Ha riomepysiHa durrpauus (eGFR) ca > 30 i < 50 mUmun/1,73 m?, u 7 339 nauueHTH Ha
mwnaue6o B intention-to-treat (ITT) nonynauusara. Jisere neuennd ca Ao0aBeHK KbM 00HUaRHATE
[PHXXH CHIIACHO MECTHHTE craHiapTu 3a HbA lc u cbpaeuHo-ChA0OBH pHCKOBH daxTopH. Obuara
YeCTOTa Ha CEPHO3HUTE HEXKENAaHH CHONTHUA NMPH NALIMEHTH, NONYYABAIIH CHTATTUITHH, € CXOJHA C

Ta3H MpY NALMEHTHTE, NOTy4aBaiK niaiedo.

B intention-to-treat nomyJauMATa cpej NALMEHTHTE, KOUTO U3MON3BAT UHCYJIUH H/ WK
cyndaHHnypeiiHM MPOAYKTH Ha H3XOAHO HHBO, YECTOTATA Ha TEXKKA XHITOMIHKEMHA € 2,7% npu
MalHeHTHTE, JIEKYBAHH CbC CUTAITIMITTHH H 2,5% MpH NauMeHTHTe Ha nianebo; cpel naudeHTHTE,
KOHTO HE H3MOJI3BAT HHCYJINH KW/ HWIH CYJKPOHWIYPEHHH MPOAYKTH HA H3XOIHO HHBO, HECTOTATA Ha
TexKa xunornukemus € 1,0% npu nanupeHTHTE, NEKyBaHH ChC CHTATITHITTHH K (,7% NpH NalHEHTHTE
Ha ruaneto. UectoTaTa Ha NOTRRPACHH CHOMTHA, OTAaBaHU Ha nNaHkpeatHTt, e 0,3% npH nauueHTHTe,
JIEKYBAHH CHC CHTArTIMITHH W 0,2% npu naumeHTUTe Ha nuavedo. |

CroliasaHe Ha MOAO3UPAHU HEIKENAHH PEAKLIUN

Crobu1aBaHeTo Ha NOJO3UPAHH HeXeNaHH Ppeakuyy Clie/l paspeluaBaHe 3a ynorpeda Ha JIeKapCTBEHHA
NPOAYKT € BaxkHO. TOBa NO3B0O/ABA Aa NPOSKIDKH Ha0MI0IEHHETO HAa ChOTHOLWICHHUETO NOM3a/PHCK 33
neKapcTBeHUA NPOAYKT. OT MEAHLIMHCKHTE CHELIMANTMCTH C€ H3HCKBA 1a ChOOLIABAT BCAKA
noAO3HpaHa HeKelana peakuua upes UsmbaHuTenHa areHUHs no jiekapersara ya. ,,Jlaman I'pyep”

Ne 8, 1303 Codwmus, Ten.: +359 2 8903417, yebeaiir: www.bda.bg.

4.9 THpenosupane

[IpH KOHTPONMpPaHH KIIHHHYHH H3NWTBAHHA CBC 3[PaBH YYACTHHLM Ca NIpHaraH €1HOKPaTHH JO3H
1o 800 mg curarnunTHH. MunumanHo yasmkasane Ha QTc, koeTo He ce CUHTa 33 KIHHHYHO 3HAYHMO
e HabmoaaBaHo NpH eAHo npoy4BaHe ¢ A03a oT 800 mg curarnunTud. Hama onut ¢ fo3u Haa 800 mg
[pH KJIMHHYHH npoyuBanus. [1pu npoyusanus Pasza | ¢ MHOTOKpaTHO NPWIOKEHHE, HAMA
NI0303aBHCHMH KITHHMYHH HEXEJIaHH JIEKAPCTBEHH PeakLMH, HaBMIO1aBaHN fIPH CHTATJIMNITHH C 03K
10 600 mg nuesHO 3a nepuoau Ao 10 nuu u 400 mg nuesHO 3a nepuoau No 28 aHy.

Texko npenosupase ¢ MeTGOpMHH (WIH €JHOBPEMEHHO CHIIECTBYBALI| PUCK OT JIAaKTaTHa aLlHR03a)
MOJKE /1a OBene A0 JIaKTaTHA aliA03a, KOSTO € CrelieH MEAHLIMHCKH cTy4ali 1 TpAGBa aa ce NeKyBa B
Gonnuua. Hali-eeKTHBHHUAT METOA 32 OTCTpAaHABAHE HA JaKTaTa H METQOPMHHA € XEMORHAIH3ATA.
[Tpu knHHHYHKA npoyuBaHKs npubausurenno 13,5% ot no3ata ¢ce OTCTPaHABA NpH NPoA
no 4 yaca xemoauanusHa cecud. [Ipy KIMHAYHH NOKA3BHUA MOXKE Jia CE MpEeAnpHEMe I
NpoaAb/DKUTENHA AWasii3a. He e H3BEeCTHO Nanv CHTArIMNTHH ce JHAITH3HPa NpH nep

JHAJIH34A.
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B cayuaii Ha nmpeao3upaHe € NOAXOAALLO Aa e NpeanpueMaT oOHUYalHHTE NOAXBPXKALUN MEPKH, KaTO
OTCTpaHABaHE HAa HeaGcopOMpPAHHA MaTepHall OT CTOMAILIHO-UPEBHHA TPAKT, KIIMHHYHO HabMoaeH e
(BKAIOYHTENHO H €NEKTPOKApANOrpaMa) H NMpH HYKAa 3arnoyBaHe HA NMOAABPKALIO JICUCHHE.

5., @®APMAKOJOIHYHHU CBOUCTBA

5.1 PDapmakoaHEAMHYIHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: JlekapcTsa, 3a neyeHue Ha nuaber, KOMOWHALMH OT NEPOPaTHH
NeKapcTpa 3a HamManABaHe Ha KpbBHara 3axap, ATC xoa: A10BD07

Merdopmake XR KomOu koMOHHHpa ABa aHTHXHIICPTIIHKEMHYHH JIEKAPCTBEHH NPOAYKTA C
AOMLJIBaLLl CE MEXaHH3BM Ha A€HCTBHE 3a NOAOCOPABAHE HA IMUKEMUYHHA KOHTPOJ NPH NALIMEHTH C
auabet THI 2: cHraravnTHH gocdar - qunentuawn nenruaasa 4 (DPP-4) unxuburop H MeTGOPMHHOB
XHAPOXJIOPHA - MpeACTaBHTE/ HA Kjlaca HA OMrBaHMIHHHTE.

CUTArmUnTHH

Mexanuzvm na oevcmeaue

CurarauntuH gocdar e nepopanHo akTHBEH, MOLIEH H BUCOKOCENEKTHBEH HHXHOUTOP Ha €H3HMA
manenruaun nenrruaaza 4 (Dipeptidyl peptidase 4 inhibitor, DPP-4) 3a neuenne na quaber tan 2.
Hnxuburopure Ha DPP-4 ca knac BelliecTBa, KOHTO JeHCTBAT KATO CHXAHCEPH HAa HHKPETHH. Upes
HHXHOHpaHe Ha eH3uMa DPP-4, cuTarnanTiH NOBHILIaBa HUBATA HA JIBA H3BECTHH AKTHBHH
HHKPETHHOBH XOPMOHA - roKaroH-noaobrua nemrua-1 (Glucagon-like peptide-1, GLP-1) »
rIOKO3a-3aBucMMHS MHCyanHoTponeH nonunentha (Glucose-dependent insulinotropic polypeptide,
GIP). HuxkperuHHTE €a 4acT OT EHAONEHHA CHCTEMA, YYacTBallla BbB GH3HOMOrHYHATA peryaaluus Ha
CAKOKO3HAaTa XoMeocTrasa. Koraro KOHUeHTPALMHBTE Ha KPBbBHATA 3aXap ¢a HOPMAaJHH WIH NOBHLUIEHH,
GLP-1 u GIP 3acunsat cHMHTe3a H OCBOO0XKAABAHETO HA HHCYJIUH OT NAHKPEATHYHHTE OETa-KIETKH.
Ocsed ToBa, GLP-1 HaMangaBa ceKpeLaTa Ha TIIOKAroH OT faHKPEeaTHUYHHUTE anda KIETKH, KOETO
BOJH 00 HamaleHo oOpa3yBaHe Ha 4epHOoApoOHa rioko3a. Korato HHBaTa Ha r0Ko3a B KpBBTA Ca
HHCKH, OCBOOOKIABAHETO HAa HHCY/TUH HE Ce CTUMYJIUPA U CEKPELIMATa Ha IIFOKaroH He ¢ MOTHCKA.
CHTAMIMITTUH € MOIIIEH B BUCOKO CelleKTHBEeH HHXHOHTOp Ha eH3uMa DPP-4 u ne uaxubupa cxoanure
no cTpyxrypa ensumMu DPP-8 unu DPP-9 B TepaneBTHUHH KOHUEHTpalMH. CHTATTIMIITHH €€
pa3nHyaBa o XHMH4YHA CTPYKTYpa H (papMakonoruyHo aeicreue ot aHanosure Ha GLP-1, HHCYHA,
cynpOHITYpes WM METTUTHHHUIH, OUrBaHHIMHH, arOHHCTH HA aKTHBHPAHHA OT HEPOKCH3OM
nponudeparopa rama-peuentop (PPARY), anda-riaoko3naa3sHu HHXHOUTOPH H aHAJIO3M HA AMWIIHH.
[Ipn AByAHEBHO NPOYyUYBAHE HA 3APaBH YHACTHWLM, CUTAMTHITTHH, TIPUJIOXKEH CAMOCTOATEIHO,
NOBHMIIABA KOHLEHTpauysaTa Ha akTUBHUSA GLP-1, nokato MeTOpMHH MPHAOKEH CAMOCTOSTENHO,
NOBHILABA KOHLEHTPALIHATA Ha aKkTHBHH U 'ob1na GLP-1 B cxoaHa crenen. EAHOBpeMEHHOTO
NPWIAraHe Ha CUTArTHNTHH U MEeTHOPMHH MMa aZIUTHBEH €(PEKT BbpXY KOHLEHTPALMATA Ha aKTUBHHSA
GLP-1. ,

CHUTAarMITHH, 3a pa3fiuka OT MeTGOPMHH, NOBHILIABA KOHUEHTpaumuaTa Ha akTuBHMA GIP.
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Knaunuuna egpuxacnocm u bezonacnocm
KaTo usano, cHTarndnTHH noaobpaBa rmkeMHYHHA KOHTPO, KOTaTO Ce M3MOJI3Ba KaTO MOHOTEpanus

WIH KOMOUMHHPAHO JieueHHe MPH Bb3PAaCTHH NMAaLMUEHTH ¢ AuadeT Tvn 2.

[Tpn KNUHWYHHM U3NMHTBAHHS, CUTATTIMITTHH KaTO MOHOTEpannsa NofoOpaBa NIHKEMHYHHUA KOHTPOJ ChC
‘3HA4YMTENHO HaMasgBaHe Ha XxeMornoOHH Alc (Haemoglobin A, HbAlc) m rmoko3arta Ha rnaaHo u
cien XxpaHeHe. HamansapaHe Ha maaMeHaTta rmoko3a Ha rnagHo (T11'T) e HabmoaasaHo Ha 3-Ta
CeIMHLA - TbPBaTa BpeMEBa TOYKa, B koaT0 ¢ usmepeHa [1['T". HabmogapaHnara uecrora Ha
XHTOTTHKEMHS TTPH NALHEHTH, IEKYBaHH CbC CHUTAIJIKIITHH € NoAoOHa Ha Ta3H, YCTAHOBEHA MPH
nnauedo. TenecHOTO Terno He ce € NOBUIIIWIO CIPAMO UIXOAHHUTE CTOHHOCTH [MPH JIEYEHHE ChC
cutarnunTd. HabnionasaHo e noaodpeHue Ha CyporaTHHTE MapkepH Ha GyHKLMOHHpaHe Ha Gera-
K1eTKkuTe, B ToBa udcno HOMA-B (XoMmeocTasen Moaen 3a oueHka-6er1a), ChOTHOLUIEHHETO Ha
NMPOHHCYNHH KbM HHCY/IHH H NMOKA3aTE/HMTE 34 PEAKTUBHOCT Ha OeTa-KJIeTKUTE NpH TecTa 32

MOHOCHMOCT IIPH 4Y€CTO NaBaHC Ha XpaHa.

[IpoyuBaHusa cbe CHTArAUOTUH B kKoMOUHalwMa ¢ MeTthopMHH

[Tpy 24-ceamuuno nmnauebo-KOHTPOIHPaHO KIHHUYHO NPOYYBaHe 3a OLEHKa Ha e(pUKACHOCTTa H
Oe3onacHocTTa OT B00OaBRHETO HA cHTAarAMITHH 100 mg BeAHBK AHEBHO KbM TEKYLIOTO JIEUEHHE C
METHOPMHH, CUTAMTMITTAH OCHTYPABa 3HAUMTENHO Noao0peHue Ha INTHKEMUYHHTE NapaMeTpH B
cpaBHenue c¢ rutauedbo. [pomanara crpaMo U3XoAHHTE CTOHHOCTH HA TEJIECHOTO TErJIO € CXOAHA NPH
NALKEHTH, JIEKYBaHH CbC CHTAITIMNITHH cnpsamo rutaue6o. [pu ToBa npoyusaHe uma noaobHa yectora
Ha CJIy4Yad Ha XHNOOTIMKEMHA, ChOOLIABAHA 33 MALMEHTH, JIEKYBaHH ChC CHTATJIMITTHH HWIH U1anedo.
[Ipn 24-ceaMmuyHO 1aLedO-KOHTPOJIKpaHO (PpakTOpaNHO NPOYYBaHE HA ITHPBOHAYAIHO JIEYEHKE, OT

curarnTHH S0 mg ABa imbTH AHeBHO B kOMOHHaumA ¢ MerdopMuH (500 mg unn 1 000 mg apa meTH

JHEBHO) Ce MOCTUra 3HaYMTENIHO NoAOOPEeHHEe Ha NTMKEMHYHHATE NTapaMeTpy B CPaBHEHHE ¢ JBETe

MOHOTepanuu. HamanssaHeTo Ha TEECHOTO Teryio NpH KOMOGMHALMATA CHTATIIMITTHH U MET(OPMHH €
CXOJHO ¢ TOBa HaloaBaHO NPH METPOPMHH CAMOCTOATEIHO WIH TUTaie0o0; HAMa NPOMAHA CIPAMO
U3XO/AHUTE CTOWHOCTH IMPH NALUEHTH HA CUTArHIITUH caMOCTOATENHO. YecToTaTa HA XHNOIIIMKEMHS

€ CXO/IHa Cpell NEKYBAHHTE IPYTIH.

[1Ipoy4BaHe che CHTATIMOTHH B KOMOMHaUM ¢ MeTDOpMHH H CYJIQOHUTYpes

24-ceAMHYHO MNaLEDO-KOHTPOAHPAHO KIMHHYHO MPOYYBAHE € IUIAHUPAHO ¢ 1eJ1 OLeHKa Ha
ednkacHocTTa M Oe3onacHocTTa Ha cutarsiunTud (100 mg BeaAHBK AHEBHO) NpUOAaBEH KBbM
IIIUMENHUPHA (CaMOCTOATENIHO WK B KOMOHHALHA ¢ MeTGOpMHH). JIo0aBAHETO HA CUTATJIMITTHH KbM
[JTHMEINHPHI U METPOPMHH, OCHTYpPABa 3HAYUTENHO NOA0OpEHHE HA TTUKEMHYHHTE NTAPAMETPH.
[lauueHTHTE, NEKyBaHH CbC CHTATJIMITTHH UMAT c1abo NoBHLIEHHUE Ha TesiecHOTO Terno (+1,1 kg) B
CPaBHEHHE C TE3H, NMOY4aBaiy rnauebo.

[IpoyuypaHne cbC CUTArMKITTHH B kKoMOuHAauus ¢ MeT@opMuH U PPARY aroumer

26-ceAMHYHO TLU1aLe00-KOHTPOJIHPAHO NPOYYBAHE € NPEIHA3HAYSHO a OLIEHK e(PUKACHOCTTA H
be3zonacHocTTa HAa cHTarnunTul (100 mg reaHbXK AHEBHO), A00aBEH KbM KOMOHHALMATA HA
NUOTANTA30H U MeTPOpMHEH. [loDaBaHEeTO Ha CHTArTIMITTHH KbM IMTHOTJIHTA30H U METQOPMHH,
OCHIypsBa 3HAYHUTEHH NOA0OpEeHNA Ha rITHKEMHYHHTE napaMeTpH. [IpoMaHaTa B T€I€CHOTO TErNO OT
H3XOAHO HHBO € NOACOHA Ha TA3W NPH NALMEHTH, NEKYBaHH CbC CHTATNIUITTHH, B CPABHEHHE C
raie6o. Yecrorara Ha XMNOMIMKEMHUS CHLIO € CXOJHA C Ta3H HAa NAaLMEHTHTE, JIEKYBAHH ChC
CHTarJIMTHH WX rnauedo.

[IpoyyBaHe HA CUTAMJIMIITHH B KOMOMHALMA ¢ METQOPMHH M MHCYJIHMH

24-ceqMHYHO nnaLeb0-KOHTPOIUPAHO KIHHHUYHO MPOY'BaHe € NpeAHa3HauYeHO Ja OLUEHH

edexkTHBHOCTTa U Oe3zonacHocTTa Ha cHTariunTHH (100 mg BegHBX AHEBHO) N06aBEH KbM HHCYJIHH
(npH crabunna ao3a 3a Hailt-manko 10 ceamuun) cve W 6e3 MeTpopmuH (Haili-Mainko | 5 '~
MaLHEHTH, IPHEMALLK NPENABAPHTEIHO CMECEH HHCY/HH, CpeAHaTa AHeBHa 1034 € 70,9 /
[1pu nauMeHTH, IMPHEMALLIH HECMECEH MPEeABAPHTENHO (MEXIHHEH/C MPOOBIDKHTEIHO JIEH
UHCYJHH, CpeHaTa aHesHa ao3a € 44,3 U/nnesHo. JlavHuTe ot 73% OT naliMeHTHTE,
NPHEMANH METPOPMHH ca npeactaseHn B Tabnnua 2. JJobapaHeTo Ha CUTArIMITTHH
OCHIypABa 3HAUHTENHO NoAcOpeHHe Ha INIHKEMHYHNUTE napaMeTpy. Hama 3HaunTe1Ha \§
TENECHOTO TEIJIO CIPAMO U3XOAHOTO HUBO B OBETE IPYIIH.
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TaGanna 2: Peayaratn 3a HbAlc npn niane6o-KOHTPONHpARH BPOYuBAKHES ¢ KOMOHEEDAHO
~ JIeYeHHe Ch¢ CHTATJTHOTHHE H MeTdhopmun*

IlpoyuBane ICP‘:‘““ ICpensa npomana Koparapana cnpamo naanebo
[FTORHOCTH HA cnpamMo H3X0AHO HUBO | cpenna npomsna ua HbA1¢ (%)

H3IX0AHO HEBO HbA o/ 95 © | |
HbAlc (%) lc (Vo) S % €D

Cutarnuntud 100 mg |
BEIHDBK JTHEBHO, . 8,0 0,77 0,77:%
n00aBeH KbM TEKyIia | (-0,8, -0,5)
Tepanus ¢ S
MeTdopMHUH"
(N=453)
CurarnuntiH 100 mg
BeJIHBXK JHEBHO, ,
nobaBeH KbM TEKyLla 8,3 0,67 0,973
TEpanus ¢ rNUMeENnHpHA (-1,1, -0,7)
+ MeTPOPMHH"
(N=115)
Curarnuntias 100 mg
BEJHEK AHEBHO JoDaBeH 8.8 . 0.7 $.4
KbM T€ KA ¢ _
nmmux'ry;sug;efa 12 (1,0, - 0,5)
MeTGOPMHH
(N=152)

Curarmantud 100 mg -
BeJIHBbXK OHEBHO, 100aBeH 8,7 -0,7¢% 0.58%
KBbM TEKYLLA Tepanus C ’

MHCY/THH + MeTGOpMHK" (-0,7, -0,4)

(N=223)

HauanHo neueHue ] &
(1Ba MbTH AHEBHO): -
CUTArJIMITTHH | - (-1,8,-1,3)
50 mg + |
meTpopMmuH 500 mg

(N=183)

HauvanHo neyerue (ABa

TbTH JHEBHO): 8,8 _1.07 LR
cHTAaraunTuH 50 mg + ’ >
merdopmuH 1 000 mg (-2,3, -1,8)

(N=178)
* [TomynaumaTa OT BCHYKH JiIeKyBaHH MalMeHTH (intention-to-treat aHanu3).

t Haii-MankuTe CpeHH KBAAPATH Ca KOPHrHPaAHU CPAMO CTATYCa NPH NPEXOAHOTO
AHTHXHIIEPTIHKEMHUYHO JIeMeHHE U CTOHHOCTTA HA H3XOAHO HHBO.

t p<0.001 B cpaBHeHHe ¢ 1anebo wiK wiauebo + KOMOMHHUPAHO NeYEHHE.

THbAlc (%) Ha 24-Ta ceamMHua |

'HbAlc (%) Ha 26-Ta cenMHIa

§ Haii-mankure cpeany KBagpaTH ca KOpUrUpaHH 3a ynorpedaTta Ha HHCYJIMH NIPH BH3
(NpeABAPHTENHO CMECEH CPELLY HECMECEH TMPEABAPHTENHO [MEXIHHEH HITH ¢ MPOABIDK
nedcTare]) U W3XOAHATA CTOHHOCT.

-1,4-‘- -1,6-’.51

PL/H/AO726AB/014/G
14




[Tpu 52-ceamMuuHO NpoyUBaHe, CpaBHABALIO ePHKACHOCTTA M He30MmacHoCTTa IpH KobaBaHe Ha
curarmunTdH 100 mg BegHbK AHEBHO WM rIMNU3n (cyadoHunypeiiHO NpOH3BOJHO) NPH NAalMEHTH
¢ HEAOOLD TIHKEMHUYEH KOHTPON MPH MOHOTEPANHS ¢ METGOPMHH, CHTATTTHIITHH € Nogo0eH Ha
rIyMny3ua npH noHwkasaHeto Ha HbA lc (-0,7 % cpeana npoMsiHa CpaMo W3XOAHUTE CTOHHOCTH
npe3 ceMHIIa 52, cbe cpenHa croiiHocT Ha HbA 1¢ ot npubausurenso 7,5% 8 apere rpyns).
CpenHara A03a IMNU3NA H3MOJI3BaHa B Ipynara 3a cpasHeHHe € 10 mg AHEBHO KaTO NMPHROJIUIKHTENHO
40% OT NaLHEHTHTE C€ HYXKAAAT OT 1033 IMHMH3IKWI <5 mg/OHEBHO MO BpeMe Ha npoyusaHeTo. Obaue,
MoBeye NalKeHTH OT rpynara Ha CHTArJIMITTHH, OTKOJIKOTO B I'PYNAaTa Ha NIHITH3KJ C& NPeKbCHANH
nopaaM aunca Ha epuxacHocT. [TauMeHTHTe IEKYBaHU ¢hC CHTATTIMITTHH MMOKA3BAT 3HAMHTEHO
CpPeAHO NOHIKEHHE CNIPAMO H3XOOHHTE CTOMHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHHE CBC
3HAYHTEIHO NOKAYBaHe Ha TEMIOTO NPH NalMeHTH nomyyasany raunusug (+1,1 kg). B Topa
IPOY4YBAHE, OTHOLIEHHETO MIPOUHCYJIHH KbM HHCYJIKH - MapKep 3a e()eKTUBHOCTTA Ha HHCYTHHOBHA
CHHTE3 H 0CBOOOXKIaBaHe, ce nonobGpaBa CbC CHTATJIMITTHH U C€ BJIOLLIABE MPH JICYEHUE C ITTHITH3U,
UecToTaTa HA XHIIOTTIHKEMMS B rpynaTa Ha CHTaraunTHH (4,9%) € 3HAUHMTeNHO NO-HHCKA OT Ta3H B

rpynata Ha raunusun (32,0%).

24-ceqMUYHO WIALE00-KOHTPOIUPAHO KIMHHYHO fIpoyYBaHe, BKIoYsallo 660 nauneHTH e
npeaHa3HaveHo Aa OLICHHM e(HKACHOCTTa BOAECILA N0 HAMAISBAHE HA WHCYJIMHOBHTE ZI03H H
6esonacHocTTa Ha cHTarnuiTiH (100 mg BeaHbX AHEBHO), KOraTo € npHbaBeH KbM HHCYJIMH
rIapskuH ¢be WiH 6e3 mergopmuH (none 1 500 mg) no BpeMe Ha HHTeH3HMGHIMPAHETO HA
HHCyMHOBaTa Tepanva. [Ipn nauuenT, npuemainu MergopMuH, U3XxoaHaTa croiHocT Ha HbAlc e
8,70% u HavanHaTa 503a HHCY/UH € 37 [U/aHeBHO. [laliMEHTHTE ca HHCTPYKTHPAHH A4 THTPHpAT
1103aTa CH HA HHCYJIHH I'JIAp>KHH Bb3 OCHOB& Ha CTOMHOCTUTE Ha KpLBHATA 3axXap Ha rnaaHo. [Ipu
NaLHEeHTHTE, NpHEMAallld MeT(QOPMHH, Ha 24-Ta CEAMHLIA, YBEIHYABAHETO HA JHEBHATA 1032 HHCYJIMH
e 19 IU/nHeBHO Npn nauHeHTH, JIeKyBaHH CbC cUTArUNTHH K 24 [U/nqHeBHO Npy nauueHTH Ha
naaie6o. Ilormkasanero Ha HbA I ¢ nmpu naupeHTH, NEKYBaHU CBC CHTATTHITTHH, MET(QOPMHH H
HHCYJIHH € -1,35 % B cpaBHeHHe ¢ -0,90 % npr naumeHTH, J1eKyBaHH ¢ waiedo, METGOPMHH H
MHCYJIHH - pa3iuka ot -0,45 % [95 % CI: -0,62; -0,29]. YectoraTa Ha xunoraukeMus ¢ 24,9% npu
MalHEHTH, JIEKYBAHH CbC CHTAIMIITHH, MET(OPMHH U HHCYJIHH H 37,8% npH NauMeHTH, JICKYBAHH ¢
nnaiedo, MeTrhopMHH B UHCYIHH. PadnnKkara ce Ab/DKH OCHOBHO HA MMO-BUCOKHS NMPOLICHT MALHEHTH B
rpynara Ha raue6o, u3nuraau 3 Wik rnopeve enusoga Ha xunornukemHs (9,1 cnpamo 19,8 %). Hama
pa3iHKa B YECTOTATA Ha TEXKKA XHUIOTTHKEMHAL.

MeThopMHH

Mexanuzom Ha oeucmeue |

MetdopMuH € GUrBaHMANH C aHTHXHIEprIIHKeMHYeH edexT, noHrkasai kakro 6azanHara, Taka n

MOCTNPaHAUAIHATA [JII0K03a B IU1asMaTa. ToH He CTUMy/IHpa HHCYNTHHOBATa CeKpeliig H

CAECAOBATENHO HE NPCAU3BHKA XHIIOTIHKEMHS. -

MetdopMuH MOXe na AeHCTBA NO TPU MEXaHU3Ma!

- ype3 HaMaJIIBaHE NPOAYKLMATA Ha YepHOApeOHa rimoKo3a 4ype3 HHXHOupaHe Ha
rMIOKOHEOreHe3aTa U MNIMKOreHoNM3aTa |

- B MYCKYJIHTE, Ype3 YMEPEHO NOBHIIABAHE Ha HHCYJIHHOBATA YyBCTBHTEIHOCT, MOROOpABAHKH
nepuepHOTO NOeMaHe H YCBOSBAHE HA INOKO38

- ype3 3abaBsHe Ha aGcopbuyaTa Ha ITI0K03a B THBHKHTE YepBa.

MeThOpMHH CTHMYIHPA BETPEKICTBYHHA CHHTE3 Ha INMTUKONeH Ype3 BL3ACHCTBHE BBPXY IVTHKOTEH

cuHTeTasara. MeropMHH NOBULIABA TPAHCIIOPTHHA KANALUUTET HA CneUUPUYHH BHAOBE MeMOpaHHH

TpaHcnoprepH Ha rmoko3ara (Glucose transporters 1 and 4, GLUT-1 n GLUT-4).

Knunuuna egpuxacnocm u bezonacnocm
[Ipu xopara, He3aBUCUMO OT ACHCTBHETO CH BLPXY ITMKEMHUATA, METPOPMHH HMA 61aronpHATHH
edexTH BBpXY NHNKUAHHA MeTabonuabM. ToBa ce 0Ka3Ba NPH TEpaneBTHYHH KOHLIEHTPALIUH B
KOHTPOJHPAHHU KIMHHYHH NPOYYBAHHA CHC CPEAHA NMPOABLDKHTENIHOCT HIH ABJITOCPOYHH
npoy4yBaHKs: MeTPOpMHH HaManaBa obmusa xonectepona, LDLc u HuBara Ha TpuriMuep

WHTEH3UBHUA KOHTPOJ Ha KpbBHATA 3axap nNpH AHadeT Tvr 2. AHAIIU3ELT Ha pe3yJirTa
NaL[eHTHTE ¢ HAAHOPMEHO TErJ10, JIEKYBaHM ¢ MET()OPMHH CIIE[ HEYCIIEX CaMO C AHETa
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- 3HAYKUTEITHO HAaMaJICHHE Ha a0COMIOTHHA PHCK Ha CBBP3aHHTE ¢ AualdeTa YCNOXKHEHHA B rpynara
Ha MeTdopMHH (29,8 cpbrtia/l 000 nauHEeHTOrOAWHH) CIIPAMO JHETa CAMOCTOATE/THO
(43,3 cx6uTug/l 000 nauuenToroannu), p=0,0023 1 cnpaMo rpynuTe Ha KOMOMHALMSA CBC
cyndaHmwtypes H MoHoTepanus ¢ HHcyiuH (40,1 cubutna/1 000 naumenroroauun), p=0,0034

- JHAYNTESTHO HAMaNeHHe Ha aGCONIOTHHA PUCK OT CBbp3aHaTa ¢ guaber CMBPTHOCT: METPOPMHH
7,5 crbuTua/1 000 nauHeHTOroAHHHU, NUeTa camocroaTenno 12,7 cubutua/l1 000
naieHroroguuu, p=0,017

- 3HAYHTEIHO HaMalleHHe Ha a0COMIOTHHA PHCK OT 00iaTa CMBPTHOCT: METQOPMHH
13,5 cuburna/1 000 naupeHToroguHy cnpamo auera camocroarenHo 20,6 cuburna/1 000
naupeHToroauHu, (p=0,011) u cnpamo rpynure kOMOMHHpaHa cyI(OHITYped H MOHOTEPAITHA
¢ mHcyNHH 18,9 cubutia/l 000 naumenroroanun (p=0,021)

- 3HAYHTENHO HaMaICHHE Ha abCOMOTHHA PUCK OT MHOKapAEH H(papkT. MET)OPMHH
11 cubuTua/1 000 nauseHTOroAMHHU, AMETA CAMOCTOATENHO | 8 C'bﬁPITPU[/ 1 000

naudeHToroauHu, (p=0,01).

TECOS e panaoMH3HpaHo npoyusaxe npu 14 671 naixenTH B intention-to-treat nomynaumaTa ¢
HbAlc = 6,5 no 8,0%, ¢ yCTaHOBEHO CBPACYHO-CHAOBO 3a00/sABaHE, KOHTO NpHEMaT CUTArTHIITHH

(7 332) 100 mg aneBHo (WK 50 mg AHeBHO, ako u3xoaHuTe cToMHOCTH Ha eGFR ca=> 30 u

< 50 ml/mun/1,73 m? unu mane6o (7 339), noSapeun KbM 0OMUaHHUTE MPHKH CHINACHO MECTHUTE
cTaHaapTh 3a HbA l¢ u chpneuno-csa08M prckoBH daktopu. Ilaunentn ¢ eGFR < 30 mU/mun/1,73 m?
HE Ca BKHOYCHH B mpoy4saHeTo. MacnensaHara nomynaums siQuea 2 (04 nauHeHTH Ha BE3pacT

> 75 roaunn K 3 324 naumenty ¢ 6p6peuno yepexnane (eGFR < 60 ml/mun/1,73 m?).

[1o Bpeme Ha MpoyuBaHeTO, 00LIaTa M3YKCIIeHa cpeaHa pasnuka (SD) B cTofiHocTHTe HAa HbAlC
MeXIy IPYNHTE Ha CHTaraMnTHH U nnauedo e 0,29% (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[IbpBUYHAaTa KpaiHa TOYKA MO OTHOLICHHE Ha ChPAECYHO-ChAOBATAa CHCTEMA € CHCTABHA OT ITHPRATA
NosBa Ha CHPACHHO-CHAOBA CMBPT, HedaTaieH MHOKapACH UHPAPKT, HeGaTaICH HHCYIT WIH
XOCIHTAIH3a0HA ITopaau HecTabMHa cTeHOKapaus. BropyuHKTe KpaliHi TOUKH N0 OTHOUIEHHE HA
CHPAEYHO-CBAOBATA CHCTEMA BKJIHOYBAT ITHPBATA MOSBA HA CHPACYHO-CHAOBA CMBPT, HE(aTaneH
MHOKApACH HHPAPKT WK HEATANCH HHCYJIT; IThbPBATa NOABA HA MHAMBHIYATHHTE KOMITIOHEHTH Ha
ITHPBHYHATA CHCTABHA; 00la CMBPTHOCT H XOCNIHTANTM3ALIMH NOPAaAH 3aCTOHHA ChpAeYHa
'HENOCTATBUYHOCT.

Cnen npociienssaHe ¢ MeJHaHa Ha NMPOABLLKUTENHOCT OT 3 rOAHWHHK, CHTAT/IMITTHH, HE MOBHILABA
PHCKa OT roJieMH HEXXeJJaHH ChPACUHO-CBAOBU ChOKRTHA WIH PHCKA OT XOCIMTANIM3aLMs NopasH
ChpACUHA HEAOCTATHYHOCT, KOraTo ce 100ars kbM oOHuaifHUTE rPH>KH NIPH NALMUEHTH ¢ AnabeT THN 2
B CpaBHEHHE ¢ o0HuaithuTe rpixu 6e3 curarnunTrH (Tabnuua 3).

Tabanna 3: YecToTH HA KOMOBRHHDABH CLPAEYAO-CLAOBH PE3YJATATE H HA KJII0Y0BH BTOPHYHH
pe3yaTATH

KoeprnueaT TOH-
HA PHCKA octt
(95% CI)

|Anasns B Intention-to-Treat no.ny.naunﬂ'ra

[Bpoii nanuenta 7332 7339 R s
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E:h.[;mqua CbCTABHA KpaHHA ‘ | | '

049K
KCupneuHo-cha0Ba CMBPT, |

HehaTaneH MHOKapAeH HH(apPKT, | |
HedaTadeH HHCYIT WU .
XOCTIHTANTH3ALHA, MOpaaH |

HecTabMIHa CTeHOKap U ) |839 (11,4) 4,1 851 (11,6) r,2 E,QS (0,89-1,08)|<0,001

Bmpnqm?u'ranna Kpafina
[TouKa | |
(CbpaedHo-cpA0Ba CMBPT,

HedaTaleH MHOKapAeH UHQapKT | -
HWIH HedaTaieH KHCYJIT) 1745 (10,2) 3,6 l746 (10,2)3,6 ,99 (0,89-1,10)<0,001

IBropaqen Pe3YATAT

r— — :
ICbpaeyHO-ChAOBA CMBPT 80 (5,2) 1,7 366 (5,0) 11,7

1,03 (0,89-1,19) 0,711

Bcakakbs BUA MHOKApJEH |

mHpapkr (paranen u Hedaranen) 300 (4,1) |1,4 316 (4,3) 11,5 0,95 (0,81-1,11)[0,487

Bcakakbs BUA anynTr (daraneH | |

M vedaraneH) 178 (2,4) 0,8 183 (2,5) 0,9 97 (0,79-1,19)0,760

XOoCNnUTANH3ALHA opaaH

HecTaDUNHa CTeHOKapaHA 116 (1,6) P.,5 129 (1,8) 0,6 0,90 (0,70-1,16)10,419
MBPT NOPaay BCAKAKBA

mipHdMHa 547 (7,5) 2,5 537(7,3) R,5 ‘l ,01 (0,90-1,14)0,875

Xocnuranusalus, nopagu

Ebp,ueqﬂa HENOCTAThUYHOCTS 228 (3,1) |1,1 229 (3,1) (1,1 1,00 (0,83-1,20)[0,983

* Yectorara 3a 100 naumerroroanHn e nauucnena kato 100 x (obuiua Opoii nauxenTn ¢ > 1 csbHUTHE
0 BpEME Ha JOMYCTUMMA NEPHO Ha EKCNO3ULHSA cnpaMo obLua Opoi nauHEeHTOrOAWHH Ha
NpocReasBaHe).

+ B3 ocHOBa Ha MojJeJ1 Ha Cox, cTpaThdHumMpan No perdoH. 3a ChCTaBHHTE KpaliHH TOUYKH, p-
CTOMHOCTHTE CHOTBETCTBAT Ha TECT 38 HEUHPEPHOPHOCT, THPCELLL Ja TOKaXKeE, Ye KOe(PHLIHEHTBT Ha
pHcKa € Mo-mMambK Ot 1,3. 3a BCHUKH ZpYrH KpaiHH TOYKH P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 34
pazIMKUTE B Koe(HLIMEHT Ha PHCKa.

I AHaNM3BT Ha XOCTIMTAIM3ALMATA NOPaAH ChPAEYHA HEAOCTAThYHOCT € KOPHIHpaH 3a aHaMHEe34a 3a
CbpJeYHa HeAOCTATHYHOCT HA H3IXOAHO HHUBO.

[leauaTpHyHa nONy.aaLM
EBponeiickaTta areHUHS 1o NeKapcTBaTa 0cBOO0XKAABA OT 33 IBJDKCHHMETO 3d TIPEAOCTABAHE HA

PE3YITATHTE OT MPOYUBAHHMATA ¢ KOMOHHALMATA CUTAITIMITHH/MET()OPMHH BLB BCHUKH MOArPYNH Ha
neAMATPHYHATA MOy NalMs CbC 3axapeH anader THN 2 (BX. TOYKA 4.2 3a HHPOpMALIHA OTHOCHO
ynotpefa B neaAMaTpUATA).

besonacHocTTa H epUKACHOCTTA NIPH A0OABAHE Ha CUTArJIMITHH MPHU NEAHATPHYHH MALHEHTH Ha
BB3pacT oT 10 10 17 roauHu ¢ auaber TN 2 N HeaAeKBaTEH IMTHKEMHUYEH KOHTPOI Ha MeThOpMHH, ChC
Win 6e3 HHCYIIHH, ca OLICHEHH B JIBe NMpOyUBaHUA 3a nepuoa ot 54 ceamuum. JobassaHero Ha
CUTATJIMIITHH (TIPHAOCKEH KAaTO CHTANTMITHHHMETQOPMHH HIH CHTarIMMTHH HMETQOPMHH
yALDKEeHO ocBoboknaBaHe (XR)) e cpaBHeHO ¢ nobapanero Ha auebo KeM MeETGOpM
metdopmuu XR.

Makap 4 ga ce neMOHCTPHPAa NMPEBB3XOACTBO MO OTHOLHEHHE NOHWKaBaHeTo Ha HbA
CHTArMMNTHH+MeTHOpMUH/ cHTarTMnTuHMeThopMuH XR Haa MeTOPMHH Ha ceaM
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cGOpHHS aHATH3 OT T€3H JBE MPOYYBaHMs, PE3YJITATHTE OT OTIACTHHTE NMPOYHBAHHA €A HECHBMECTHMH.
OcBeH TOBa, He ce HabmoaaBa No-BUCOKa ¢(PUKACHOCT Ha
CUTArTHITHH+MeTGopMut/cuTarnunTiH+MerdopmMud XR B cpaBHEHHe ¢ MeT(OPMHH Ha CeAMHLA 54,
Cnenosatento, Merdopmakc Kombu He Tpabsa aa ce w3non3sa npH neAHaTpHyYHU MaLMEHTH Ha
Bb3pacT ot 10 1o 17 rogusu nopanau HeAOCTaThuHa epHKacHOCT (BXK. TouKa 4.2 3a HHpopMaLus

OTHOCHO ynotpefa B neaHaTpusTa).
5.2 OapMAKOKHHETHYHH CBONCTEBA

Merdopmake XR Kombu IlpoyuBanusara 3a 6uoexkBHBaICeHTHOCT MpH 3ApaBd A00POBOJLM MOKA3BAaT,
ye Merdopmake XR KomOH (curarnunmisH Xuapoxnopua/MeThopMHHOB
XHAPOXAOPH)KkOMOHHUpaHHTE TabneTku ca OMOEKBHBATICHTHH Ha €AHOBPEMEHHO NMPUIIOKEHHUTE
curarmuniaH ¢pocdar H MeTGOPMHHOB XHAPOXNOPUA KATO OTACIIHK TAONETKH.

CneqHMTe NaHHH MOKa3BaT papMakOKMHETHUHHTE CBOHCTBA HA OTACAHUTE aKTHBHH BELIECTBA HA

Merdopmakc XR Kombu.

CHUTarIunTHH

Abcopbyun

Cnen nepopanHo npunoxeHue Ha gosa ot 100 mg Ha 3apaBu goSpoBonim, cHTaraMiTHH 6bp30 ce
abcopbupa, ¢ [oCTHraHe Ha MAKCHMAJIHH IUTa3MEHM KOHLIEHTpalUMH (MeayaHa Tmax) 1 1o 4.yaca cnen
npunoxeHueTo, cpeanara raiMeHa AUC Ha cutarnuntuH € 8,52 pMehr, Cmax 950 nM.
AOGcomoTHaTa OHOHATWYHOCT HAa CHTAMMNTHH € npHbnu3uTenHo 87%. ToH karo npHeMaHeTo Ha
CUTATTMIITHH eJHOBPEMEHHO ¢ forara Ha Ma3HHHH XpaHa He NOBIHABA (PapMaKOKHHETHKATA,
CHTAIJIMIITHH MOJXKE Jia C€ MpHiara cbe Hian 63 xpasa,

[Thasmenata AUC Ha CHTArNMIITHH Ce NOBMIIABA 110 4032 NponopLMoHaneH HauuH. [lo3a-
NPONOPLHOHANIHOCT HE € YCTAHOBEHA 38 Cax U Ca4uace (Cmax ce nmoBHInaBa noseye oT Ko3a-
MPOTIOPLIHOHANHO, 8 C)4usca C€ YBEJIHYABA NMO-MAJIKO OT A03a-MPONOPLUHOHAIIHO).

Pasnpeodenenue

CpeauusaT oOeM Ha pasnpeaesicHHe B CTALIHOHAPHO ChCTOSHHE Ciell €THOKpaTHA HHTPaBEHO3HO
npunoxeHa Ko3a ot 100 mg curarnunTHH Ha 3aApaBy yyacTHHUM € npubmnsurento 198 nurpa.
(DpakuuaTa CHTArNMKAITHH 00PAaTHMO CBBP3aHa C IUTa3MEHHTE MPOTEHHH € HHCKa {38%).

buompanchopmayus
CHTArMMnTHH ce eIMMKHHPA OCHOBHO HEMPOMEHEH € YPHHATa, 8 MeTa0OIH3MBT € BTOPOCTENCHEH
neT. [IpnOnnsurento 79% oT CHTATJIMNTHH CE€ EKCKPETHPA HEMPOMEHEH B YPUHATA.

Cnen nepopansa aocsa [ *Clcurarnuntin, npudnusutento 16% ot paaHoakTHBHOCTTA C€ EKCKpeTHpa
KaTo MeTaGo/INTH Ha CHTArNuITHH. Ha HUBO clieAn ca yCTaHOBEHHM Li1ecT MeTaboNNTa, KOHTO He ce
O4YaKBa /1a flonpuHacaT 3a rasMeHata DPP-4 uHxuburopHa akTHBHOCT Ha CUTarJIMITTHH. In vitro
MPOYHBAHUATA NOKA3BAT, Y€ OCHOBHUAT €H3HM, OTTOBOPEH 34 OrpaHuueHus MeTabonHu3bM Ha
curarnunTii € CYP3 A4, ¢ yuactiero H Ha CYP2CS. |

In vitro JaHHUTE MOKA3BAT, Y€ CHTArNTMNTHH He € RHXHOWTOP Ha CYP n3oeH3zumuTe CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 nnu 2B6, 1 He e nuaykTop Ha CYP3A4 n CYP1 A2,

Erumunupane
Cnen npunoxeHMe Ha nepopaina ao3a [“ClcurariMnTiH Ha 3ApaBH YYaCTHKLM, MPHOIH3UTENHO

100 % ot npuioxeHaTa pagHOaKTHBHOCT ce enuMuHKpa ¢ pekanuure (13%) wiu ypunara (87%) no
elHa ceIMHLIA e/ MPWIOKEHRETO Ha Jo3arta. [IpuBMAHMAT kpaeH t1; ciea 100 mg nepopanna no3a
CHTarIMNTHH € npubausuTento 12,4 yaca. CHTarnunmyH c€ HATpYnaa CaMo B MUHUMATHA CTEHEHT
MHOTOKpaTHO NpHiokeHue. brOpeunmsaT KHpbHE e mpubmsuTenHo 350 ml/MuH.

¥
fa

i

LS

EnMMHHHpaHEeTO Ha CHTATHITTHH C€ M3BHPLIBA OCHOBHO 4pe3 6bOpeuHa exckpeLma 1 BEIIA;
aKTHMBHA TyOysHa cekpelia. CHTarIHMTHH € cyfcTpar Ha YOBELIKH OpraHHYEH aHHOHE ‘ 1

-3 (Human organic anion transporter-3, hOAT-3), koitTo moxe 61 yuacTsa B 616peunoT))
eNMMHHHApPaHe Ha cHTarnUNTHH. Knuuuunoto 3HaueHHe Ha hOAT-3 B TpaHcniopra Ha ¢
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e yctaHoBeHO. CHTarnunThH € cyGeTpaT M Ha p-IIIHKONPOTERH, KOHTO MOXe OH y4acTBa H B
MeJIHHpaHeTO Ha 6BOpevHOTO ENMMUHNPAHE Ha CUTATIMITTHH. B chloTO BpeMe LIMKAOCTIOPHH, €IHH
p-TIIHKONPOTENH KHXHOUTOP, He HaManaBa ObOPECUHHA KIHPBHC HA CHTArIHITTHH. CHTarNMNTHH HE €
cyberpat Ha OCT2 unu OAT1 win PEPTI/2 Tpancnoprepure. In vitro CATarnMNTHH He MOTHCKA
OAT3 (IC50=160 pM) nnu p-raukonporenHa (1o 250 uM) MeauHpaHus TpaHCNOPT B TEPANEBTHYHO
pelieBaHTHH I1a3MEHH KOHLEHTpauuy. IIpyd KITMHHYHO NPOYYBaHE CHTATIMIITHH HMa MaThK €(eKT
BBLPXY IUIa3MEHHTE KOHIEHTPALIMH Ha IHTOKCHH, KOETO NMOKAa3Ba, Ye CHTarIHIITHH MOXe 113 € ¢nab
HHXHOUTOP Ha P-TAHKONPOTEHH.

Xapaxmepucmuxa npu nayuesmume
dapMaKOKUHETHKATA HA CHTArTIMITHH € KaTOo LUTO CXOAKa NpH 3ApaBH YYACTHHLH M MALMEHTH ¢
avaber THn 2.

bvbpeuno yapescoane

[IpoBeNieHO € OTKPUTO MPOY4BAHE MPH €AHOKPATHO MPHIOKCHHE 3a OLICHKA Ha q;apmaxoxnﬂemxam
Ha HaMaeHa J03a CHTArmMNTHH (50 mg) Npy NaUHUeHTH ¢ pa3IMvyHa CTENEH Ha XpOHHYHO O1OpeuHo
YBPEKAAHE B CPABHEHHE CHC 3APaBH KOHTPOH. [Ipoy4BaHeTO BKIIOYBA NMALMEHTH ¢ OBOpeuHo
YBpEXAaHe B JIcKa, YMEPEHa WK TexKa CTereH, KakTo 4 nauneHTs ¢ ESRD na xemoanannaa. OcpBeH
TOBa, e(peKTHUTE Ha OBOpedHO yBpexaaHe BBPXY PapMaKOKHHETHUKATA HA CUTArJIMITTHH NPH TNIALMEHTH
c auaber Tvn 2 ¥ 6BGpEUHO YBpEXKIaHe B icka, YMEpeHa WIH Texka cteneH (BkmouuTenHo ESRD), ca
OLICHEHH 4pe3 NMOMyNaLUOHHU (PapMaKOKWHETHYHH aHATH3H.

B cpaBHeHHEe CbC 3ApaBH KOHTPOH, InazMeHaTa AUC Ha CHTAarIHITTHH ¢€ NOBHILABA NPHOIUINTENHO
1,2 TETH NpH NauMeHTH ¢ 6u06peuHo yBpeskaaHe B neka creneH (GFR 2> 60 no < 90 ml/mun) 1
CHOTBETHO 1,6 MBTH npy NauMeHTH ¢ OBEOpeuHo yBpexaane B ymepeHa creneH (GFR > 45 no

< 60 ml/mun). Thit KaTO pa3MepsT Ha NMOBHIIEHHETO HE € KJIHHHYHO 3HAYHM, HE Ce Hanara
KOpUI'HpaHe Ha [03aTa NpH T€3H MAaLUeHTH.

Inasmenata AUC Ha CHTArJIMNTHH ce NOBHINABA NPHOH3UTENHO 2 ITHTU NMPH NaLMeHTH ¢ 6B0peuHo
yBpexaaHe B ymepena creneH (GFR > 30 mo < 45 ml/MuR) n npubGnu3nTenHo 4 mbTH NpH NaLHEHTH ¢
6u6peuno yepexxnane B Texka crened (GFR < 30 ml/mun), Bkmounrento nauyentu ¢ TCBH Ha
xeMoaHanu3a. CUTArJINITHH Ce OTCTPaHABa YMEpPEHO NMpH xemoauanusa (13,5 % 3a 3- po 4-yacona
XeMOAHAIM3HA CeCHA 3anouBaia 4 yaca cjie/l MPUWIOKEHHUETO).

Heproopobro yepesxcoane

He e HeoOXoaHMa KopeKLiMd Ha Jo3aTa CHTArJIUITTHH NPU NMalHEHTH C JIEKO WJIH YMEPEHO
yepHOApoGHO yBpexaaHe (ckop no Child-Pugh <9). Hama knuHHY€H ONHT NPH NALMEHTH C TEXKKO
- yepHoapoOHo yspexaaHe (ckop no Child-Pugh > 9). B- .CBLIOTO BPEME, Thil KATO CHTATJIKITTHH C€
enMMHHHpa OCHOBHO upe3 6p0peunTe, He ce OYaKBa TEKKOTO YePHOAPOOHO yBpexKaaHe Ja NOBIHsE
BbPXY (papMaKOKHHETHKATA HA CUTATTHITTHH.

Cmapuecka ev3pacm

He ce Hanara xopekijds Ha f4o3aTta B 3aBHCHUMOCT OT Bb3pacTTa. B13 OCHOBA Ha nONyJIallHOHEH
¢apMaKOKHHEeTHUYEH aHaIH3 Ha JaHHH oT Pa3a | 1 Pa3a 11, BB3pacTTa HE OKa3Ba KNIHHUYHO 3HAYHM
edekT BLpXy papMaKOKHHETHKATA HA CHTAIJIMIITHH, YYaCTHHUHATE B cTapuecka Bh3pacT (65 xo 80
roAXHH) HMaT NpubnH3uTENHO 19% NO-BUCOKH IUTA3MEHH KOHLIEHTPALWH Ha CHTarJIMITHH B

CPaBHCHHC C NO-MNIANHN YYaCTHHIH.

Ieouampuuna nonyrayun
dapMakOKMHETHKaTa Ha CUTarnUNTHH (eauHHy4Ha no3a 50 mg, 100 mg unn 200 mg) e M3clle/iBaHa

PpH neadaTpHuHK naureHTH (Ha Bb3pact ot 10 ao 17 roaunn) ¢ anadber tin 2. [lpu Tasu no
AUC Ha cMTarIMNTHH B 1u1a3Mara, KOpUripaHa CpaMo 03aTa, € npubausuresHo 18 %
OTKONKOTO NP BB3PACTHU NalMeHTH ¢ anabet Tin 2 mpu go3a 100 mg. He ca nponexc,u
MPOYYBaHHA CHC CUTATIMITTHH NPH NEANATPUYHH NAUMEHTH Ha BB3pacT < 10 roauHmu.

Lpyeu xapaxmepucmuxu na nayuenmume
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He ce Hanara kopekUMA Ha J03aTa B 3aBHCHMOCT OT I10J1, paca WK HHAEKC Ha TenecHa maca (BMI).
Te3n xapakTepHCTUKU HAMAT KIHHUYHO 3HAYUM e(deKT BbpXY (GapMaKOKHHETHKATA HA CHTATJIHITTHH
criopel KOMOMHHpaHHA aHaW3 Ha GapMaKOKHMHETHYHUTE AaHHH oT Pa3a [ u nomynamMoReH
¢dapmakoxuHeTHuYeH aHanu3 Ha JaHny oT Paza I u Qasza Il.

Merdopmun
Abcopbyun

Cnen nepopaina 03a Ha Tabnerka ¢ yanpkeHo ocBoboxaaBaHe abcopbuuaTa Ha METGOPMHH Ce
3abaBs 3HAUMTEITHO B CpaBHEHME ¢ Ta3H Ha NeKkapcTBeHara popMa ¢ HeszabaBHO ocBobOKNaBaHE M
Tmax ce nqoctura Ha 7 yac (Tmax 3a Tabnerkure ¢ He3abaBHO ocBoboKnaBaHe e 2,5 yaca).
AbcomoTHaTa SuonanwyHocT Ha Tabnerka Metdopmun 500 mg e npubauzurento 50-60 % npu
3apaBH yuacTHHIM. Crien nepopanHa no3a, HeabGcopOupaHaTta ¢pakums, oTKpuTa BbB (exanuure € 20-
30 %.

B cTaupoHapHoO CBCTOSIHHE, 0A06HO Ha PopMara ¢ nezabasHo ocBoboxnasane, Cmax u AUC He ce
YBEJIH4YABAT NPONOPLHOHANHO Ha nprwiokeHaTa no3a. AUC cnen eaHOKpaTHO nepopaiHo
npuioxeHne Ha 200 mg MeTgopmuH TabneTku ¢ yABDKeHO ocBOoOOXKAaBaHe € NoAoOHA Ha Ta3H,
HabmonaraHa cien npunoxenune Ha 1000 mg Merdopmut Tabnerku ¢ HeszabaBHo ocBoboKaAaBaHe ABa
ITETH AHEBHO.

HuTpacybekTHaTa Bapuabunnoct Ha Cmax v AUC Ha MeTQOpMHH € yIB/DKEHO OCBOOOXKIaBaHE €
cpaBHHMa ¢ Ta3u, Habmopasana mpu Tabnerkure ¢ HezabaBHO OCBOOOKAABAHE Ha METHOPMHH.
Korato Tabierkara ¢ yamDkeHO ocsobork1aBaHe ce npuiara Ha rnaaxo, AUC Hamansga ¢ 30%
(kakro Cmax, Taka H Tmax He ce NOBHABAT).

Cpennara abcopbuusa Ha MeTQOPMHH OT popMata ¢ YIBIHKEHO OCBOOOKAaBaHe NMOYTH HE Ce ITPOMEHA
OT ChCTABA HA XpaHaTa.

He ce HaGmonapa KyMynHpaHe cJieZl MHOFOKPATHO NMpuioxeHKe Ha ao 2000 mg merdopmuu non
¢opmaTta Ha TabreTKH ¢ YABDKEHO OCBOOOXKIaBaHE.

Cnen eTHOKpaTHO NEPOPATHO NPUNMKCHHE CEA HaXpaHBaHe Ha ¢aHa tabnerka ot 1000 mg
METGOPMHH ¢ YABIDKEHO OCROGOKAaBaHE, Ce MOCTHra CpeiHa MAKCHMATHA M1a3MeHa KOHLICHTPALUA
ot npubnu3uTenHo 1170 ng/ml cbe cpeaHo BpeMe ot 6,75 vaca (auanasoH ot 4 10 12 uaca).

Koraro Tabnerkara ¢ yaenkeHo ocBoboxknapaHe ot 1000 mg ce npunara cnea Haxpansane, AUC ce
noBHinaga ¢ 62% (Tmax ce yan/pkasa ¢ 0x010 2 yaca, HO Cmax He ¢e NpOMEHA 3HAUYHTEHO).

Pasnpeoenerue

CBBp3BaHETO C IUIA3MEHHTE NPOTCHHHU € He3HAYMTeNHO. MeTdopMHH ce pasnpenens B epHTPOLIMTHTE,
KpBBHHAT MHK € NO-HHUCHK OT IUIA3MEHHA ITHK H C€ NOABABA IPUONH3HUTENHO MO CHUIOTO BpEME.
YeppeHuTE KpBbBHH K1ETKH HAaH-BEPOATHO NPEACTABIABAT BTOPUYCH KOMIAPTHMEHT Ha
paznpeaenenue. Cpenuusr Vd Bapupa mexay 63 — 276 1.

buompancgopmayun
MeTdopMHH ce eKCKpeTHpa HENPpOMEHeH B ypHHaTa. [Ipu xopara He ca yctaHOBEHM MeTabonuTH,

Enrumunupane

BrOpeunusT xnMphHC HA MeTGopMHH € > 400 ml/MHH, koeTO NoKa3Ba, 4e MeTHOPMHUH Ce eTMMHHHpA
upe3 raomepyiiHa ¢puarpaima M TyOynna cekperms. Cnea nepopanHa 103a, MPUBHAHAAT TEPMHHAJIEH
 €JIAMHHALMOHEH NOJTYXHBOT € npubnusurenyo 6,5 h. Koraro 61u6peunara ¢pyHkima e yspeneHa,
610peyHHsa KITHPBHC ¢¢ HAMANABA B CHOTBETCTBHE ¢ TO3H BA KPCATHHHHA H CJIEAOBATENTHO
CNUMHHALUMOHHHAT MONY)KUBOT C€ YIB/DKABA, KOETO BOAW A0 NOBHIICHH HHBA HA MeTQOPMHEH B
[UTa3MaTa.

5.3 IlpeaAxTHHHYHA JAHHH 3a Oe30mMacHOCT

He ca nposexxnanuy nmpoyuBaHHA BEPXY *KHBOTHH ¢ Merdopmake XR KomOwu.
[Ipu 16-ceaAMHUYHHK NPOYYBAHHA, B KOMTO KY4€Ta CA TPETHPAHH WIH ¢ METHOPMHHE CaMQs
¢ koMOuHaLMA oT MeTGOPMHH U CHTATIMIITHH, He € HaOJonaBaHa JOMbIHUTENHA TOK
xoMOHHauuaTa. NOEL B Te3u npoyuBaHusa ce Habnroaaea NMpH €KCITO3MLMA HA CUTAr
NpHONM3UTENHO 6 ITHTH NO-BHCOKA OT TA3H IIPH XOPA H NPH €KCNO3ULIMA Ha MeT(OpME
NpUOIM3IUTENIHO 2,5 ITETH NO-BUCOKA OT Ta3H MPHU XOpa.
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CnenHnTe A8HAHM ¢ HAXOAKH NPH MPOYYBAHHA MPOBEACHH ChC CHTAIJIMITTHH HIH MET(HOPMHH
CaMOCTOSATENTHO.

CUTArmunTuH |

B1.6peuna u yepHoAPOOHa TOKCHYHOCT ce HabonaBa NMpH rpu3ayuM NpH CTOHHOCTH Ha CHCTEMHa
eKCNO3HLMA 58 ITbTH MO-BUCOKH OT HUBOTO HA €KCMOIULIMATA NIPH XOpa, 8 HUBOTO Oe3 edekT ¢
onpenesicHo Ha 19 MbTH NO-BHCOKO OT TOBa NPH Xopa. AHOMAIHHU Ha Pe3LUTe Ce HAdMoAaBaT NpH
MABLXOBE NMPH HUBA HA eKCNIO3ULKA 67 IMbTH NMO-BHCOKH OT HHBOTO HA KIMHHYHA €KCTIO3ULIMA; HHBOTO,
6e3 edexT pH TasH HAX0AKa € 58 ITLTK MO-BHCOKO, CLINACHO PE3YTATHTE OT 14-CeAMHYHO
npoyuBaHe MPH ILTEX0BE. 3HAYCHHUETO Ha TE3H HAXOAKH NP XOPa HE € HIBECTHO. TPaH3HTOPHH,
CBBP3aHH C IEUEHHETO PHIUUECKH MPOABH, HAKOH OT KOWTO MTPEANONAraT HAIHYHETO Ha
HEBPOJIOIHYHA TOKCHUHOCT, KATO JMIIaHE C OTBOPEHA YCTa, CATHBALMA, eME3MC Ha Odia naHa,
aTAKCHA, TPENEpeHe, HAMAJIEHa aKTHBHOCT WK M3rspbena nosa ce HabmoaaBaT NpH Ky4eTa npw
HHMBA Ha €KCMO3ULIHA NPHOIUIUTENHO 23 ITETH NMO-BACOKH OT HHBOTO Ha KJIMHHYHA €KCTIO3HLIHA.
OcBeH TOBa, MHOTO JIEKA A0 NIeKa KOCTHO-MYCKYJIHa AereHepalui ce Habmonasa 1 XHCTOIOTHYHO NPH
03H, BOJACELIH 4O HUBA HA CHCTEMHA EKCMNO3HLUHA npnﬁnmmnm 23 ITHTH MO-BUCOKH OT HHBOTO Ha
eKcro3uiusa npu xopa. [1py Te3u pesynraTtu, HUBOTO 6€3 e(eKT € NMPH EKCIIO3HLNA 6-KPATHO MO-
BHCOKA OT HHBOTO Ha K/IHHHYHA €KCITO3HLIMA,

CHTAT/IMITTHH He MOKa3Ba8 NreHOTOKCHYHOCT B X044 Ha NPeAKIHHHYHH Npoy4BaHUA. CUTArHITTHH He €
KaHLIEPOreHEeH NpH MUILKH. [1py mabXoBe HMa MOBULIEHA YECTOTA HA YEPHOAPOOHH AZIEHOMH H
KapUMHOMH IPH HHBA HA CHCTEMHA eKCTO3HLMA 58 MbTH NO-BHCOKH OT Te3H NpH xopa. Thii kaTo e
YCTAHOBEHO, Y€ XeMaTOTOKCHYHOCTTA KOPeIHpa ¢ HHIYLHPaHeTO Ha YepHOAPoOHa Heonnasus npy
ILTbXOBE, TA3H TTOBUHIEHA YeCTOTa Ha YepHOAPOOHH TYMOPH MIPH IUTBXOBETE € BEPOATHO BTOPHYHA,
BC/IEACTBHE H8 XPOHMYHA XENMATOTOKCHYHOCT NPH Ta3d BHcoKa Ao3a. [lopanu BMCOKaTa rpaHHLa Ha
6esonackoct (19-MbTH NO-BHCOKA NMPH TOBa HHBO 0€3 eEKT), Te3H HEOIUTACTHYHE NPOMEHH He ce
CUMTAT peJIEBAHTHH 34 Xopa.

He ca HaGnioaaBaHKM CBBP3aHHU C JieYeHHETO €PEeKTH BEPXY QEPTHAUTETA NPH MBKKH H KECHCKH
ILTHXOBE JOMYUYHIH CHTAITANTHH NPEal H A0 BpeMe Ha YH(PTOCBAHE,

IIpH npoyusaHe BLPXY Npe-/MOCTHATATHOTO Pa3BUTHE Ha NUTHXOBEC CHTArIMITTHH HE MOKa3Ba
HeXXENTAHH peakLHH.

[TpoyuBannATa BLPXY penpoAyKTHBHATa TOKCHYHOCT NOKA3BAT HAIMYHMETO HA CBLP3aHa C JIEYEeHHETO,
NIeKO yBe/IHuYeHa 4ecToTa Ha MapopMauMH Ha pedpaTa Ha deryca (JIMCBALIH, XHIOTUTACTHYHH K
rnasailid pebpa) npy NOKOJIEHHETO Ha TUTbXOBE NPH HHBA HA CHCTEMHA EKCTIO3HLKA NoBeye oT 29
ITbTU MO-BUCOKH OT TE3H NPH Xopa. TOKCHYHOCT Ha MalikaTa ce HabnonaBa MpH 3aiLM NpH HHUBA
MoBede OT 29 MbTH NO-BHCOKH OT HHBATa Ha eKCno3HiKd nNpu Xopa. [lopaax BHCOKaTa rpaHMLA HA
0e30nacHOCT, Te3H HaXOAKH He NMpeanoarar ChIeCTBYBAHETO Ha ChOTBETEH PHCK 34
penpoOAYKTHBHOCTTA NPH Xopa. CHTarIHMITHH €€ CEKPETHPA B 3HAYHMH KOJIHYECTBA B MIAKOTO Ha
NaKTHPAWH IUThXOBE {OTHOLIEHHE KbpMa/ula3zMa: 4:1).

Merdopminn

[TpeaKIHHHYHHTE AaHHU 3a METQOPMHH He Pa3KpHBAT ocobeH PHUCK 3a Xopara Ha ba3ara Ha
KOHBEHLIMOHATHH (hapMaKoIOriyHy NMpoyUBaHuUs 3a 6e30MaCHOCT, TOKCUYHOCT MPH MHOTOKPATHO
NpHUNaraHe, FreHOTOKCHYHOCT, KAPLIMHOTEHEH NOTEH1HAN, PENPOLYKTHBHA TOKCHUHOCT.

6. ©OAPMAIEBTUYHM JAHHU

6.1 CnHcbK HA NOMOLIHHTE BeINECcTBA

Cnoii MeTdhopMHH ¢ yab/DKEHO 0cBOOONAaBaAHE

Xunpomenosa
MarHe3ues cTeapar
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Cnolt cuTarnMnTHH ¢ He3abaBHO ocBoboKAaBAHE
Kanumuer xuaporen docdart -
MHUKpOKpHCTaIHA LIETY103a

Hatpues cTeapun ¢bymapar

Kpockapmesnosa HATpHHA

duiMoBo noxpuTHe Ha Tabnerkara — Onanpait 11 opaibker (3a xoHueHTpauud 100 mg/1000 mg u
50 mg/500 mg)

YacTHYHO XHAPOIH3UPAH MOH(BHHAIIOB ATTKOXOJ)

Turanon aunokeun (E171)

Maxkporon 4000

Tank

Kot xeneseH okcua (E172)

Yepaen xeneseH okcun (E172)

dunmoso nokpuTre — Onanpaii 11 6an (B koHueHTpatms 50 mg/1000 mg)

[Tomu(BHHUIOB AJKOXOMN)
Turanor auokcun (E171)
Maxporon 4000

Tanx

6.2 HecLBMeCTHRMOCTH

Henpunoxumo

6.3 Cpox Ba roasoct

3 ronuHE

6.4 Chnennajann yCJI0BHA H3 CHXPAHECHAE
Jla ce cbxpanssa noa 25 °C.

6.5 Buawu cnabpkanke HA ONAKOBKATA

PVC-PVDC/AnyMuHuesH OnucTepH
Onakosku no 14, 28, 30, 56, 60, 98, 112, 180 wiu 200 TabneTkH ¢ K3aMeHEeHO OCBODOXKAaBaHE.

He BcHukM BHAOBe ONaKOBKH Morat Aa ObaaT ImycHaTH Ha nasapa.
6.6 CuoennajHy NpeanA3IHE MEPKR NpY HIXBLpaASHE A paboTa

Hex3non3paHUAT AEKAPCTBEH NPOAYKT WIH OTNIAABYHHTE MaTEPHaH OT HEro TpAGBa Aa ce H3XBBPIAT
B ChOTBETCTBHE C MCCTHHTE H3HCKBaHHA.

7. TNPUTEXATEJ HA PASPEIIIEHHETO 3A YIIOTPEBA
Tepa ®apma EAJL

yJ. ,,Jlio6a Bennukopa® Ne 9, rp. Codus 1407

bnnrapus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Metdopmaxc XR Kombu 50 mg/500 mg - per. Ne 20220176
PL/H/07261B/014/G
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Mertdopmake XR Kom6u 50 mg/1 000 mg — per. Ne 20220177
Metrdopmake XR KomOu 100 mg/1 000 mg —per Ne 202201738

9. JATA HA ITHPBO PASPEHNIABAHE/TIOQHOBABAHE HA PASPEIIEHHMETO 3A
- YIIOTPEBA

JaTa Ha mbpBO pa3pewapaHe: 16.06.2022 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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