KPATKA XAPAKTEPUCTHUKA HA ITPOJIYKTA

1. MUME HA JIEKAPCTBEHUS MTPOAYKT

Mergopmake XR Kom6u 50mg/1 000 mg tabierku ¢ u3smeHeHo ocBOOOKIaBaHe

Metformax XR Combi 50 mg/1 000 mg modified-release tablets i
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Metdopmake XR Kombu 100mg/1 000 mg tabnerku ¢ uzmene

Metformax XR Combi 100 mg/1 000 mg modified-release tabl (S ?Z@Jagﬁﬂg? 5?13
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2.  KAYECTBEH M KOJIMYECTBEH CHCTAB | ,,2 CAPY i
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Metdopmake XR Kom6u 50 mg/1000 mg: \Oguﬁ,ﬁ&r‘fﬁ:? T T e fovommmene el

Besika TabneTka cbibpika CHTArMITHHOB XHAPOXJIOPH/ MOHOXM/IPAT, eKBUBAIEHTEH Ha 50 mg
curarnunTux (sitagliptin) u 1 000 mg merpopmunor xuapoxsnopua (metformin hydrochloride).

Merdopmake XR KomOu 100 mg/1000 mg:
Besika TabneTka ChAbprka CUTArIMIITHHOB XMAPOXJIOPH MOHOXH/PAT, eKBUBaJIeHTeH Ha 100 mg
cutarnunThH (sitagliptin) u 1 000 mg merdpopmunos xuapoxsiopua (metformin hydrochloride).

3a MbJIHKUSA CITUCHK HA MOMOILIHUTE BELIEeCTBA BHIKTE TOYKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnerka ¢ usmeHeHo ocBoboknaBaHe (TabneTka).

S0 mg/1 000 mg: Gesn, MpoaB/IroBaTH, 1BORHOM3MTBKHAIK (UAMHpPAHH TaGNETKH ¢ pa3sMepH
npubnusurento 22,2 mm/10,8 mm, ¢ Bub6HaTo penedHo o3navenue “50” ot eqHaTa cTpaHa M
,» 1000 or apyrara cTpaHa.

100 mg/1 000 mg: opaeBH, NPOABLArOBaTH, IBOWHOM3MBKHAIN (HAMHpaHK TabIETKH ¢ pazmMepH

npubausuTento 22,2 mm/10,8 mm, ¢ BansOHaTo penedHo oznavenue “100” ot eHaTa cTpaHa U
,»1000* oT npyrara cTpaHa.

4. KJIMHUYHH JIAHHHA

4.1 TepaneBTHYHH NOKA3AHHHA

[Ipu BB3pacTHU NauMEeHTH CbC 3axapeH auader Tun 2:

Metdopmake XR KomOu e nokazan kato 10nb/IHEHHE KbM JIHETaTa M YNPaKHEHUATA 3a noaoOpsBaHe
Ha MIHKEMHYHHS KOHTPOJT NPH MALWEHTH, NIPH KOMTO HE € MOCTUIHAT 3aI0BOJIUTE/IEH KOHTPOJI ¢
MaKCHMaJlHaTa MOHOCHMa 3a TAX /1032 METGOPMHH CAMOCTOATENTHO WIIW KOMTO BeYe Ce JIEKYBAT ¢

KOMOMWHALIMA OT CUTATJIMITUH U MET(POPMHH.

Metdopmake XR Kombu e nokaszan B koMOMHaLMS Che CyadaHnIypelHn NPOU3BOIHH (T.€. 2. TPOHHO
KOMOMHHPAHO JIeYEHHE) KATO JAOMbJIHEHUE KbM IMETaTa U YNIPAKHEHUATA NPH MaLdeH

cyidanunypes.

Metgpopmake XR Kombu e nokasan kato TpoitHO KOMOHHHPAHO JIeUEHHE ¢ MePOK &Q
npoaudeparop-akTusupan peuentop rava (Peroxisome proliferator-activated rece
PPARY) aronucT (Hanp. THa3onMaMHIMOH) KaTO J0IMTb/IHEHHE KbM JIMETATa M yrpa
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MAaLUEHTH, MIPH KOHTO HE € MOCTUTHAT 33A0BOJIUTENIEH KOHTPOJ ¢ MaKCHMallHaTa MOHOCHMA 3a TAX
no3a mergpopmui M PPARYy arouuncr.

Metdopmake XR KoMmbu cbllo e nokaszaH kato 1o6aBka KbM HHCYJIHH (T.€. TPOHHO KOMOHHHpaKO
JE€YEHHKE) KATO JOIThJIHEHHE KbM AHETATa H YNIPAKHCHHATA 3a N0A00pIBaHEe Ha INIHKEMHYHHS KOHTPOJ
MPH NALHEHTH, KOraTo crabHaHaTa 1032 Ha UHCYJIHH H METGOPMHH CaMOCTOATENHO HE OCHIYpBa
aJIeKBaTeH rJIMKEMHYEH KOHTPOIL.

4.2 Jlo3HpOBKa H HAYHH Ha MPHJIOKEHHE

Ho3npoBka
Jlo3MpOBKaTa HA AHTHXHNEPTIMKEMHUYHOTO JledeHHe ¢ Merdopmake XR Kombu 1padea na 6bae

MHIAWBHOYAJTH3IUPAHA Bb3 OCHOBA HA HACTOALLMSA PEXUM Ha NaLKEeHTa, €PEKTHBHOCTTA H
NOHOCHMOCTTA, KATO HE Ce NPEBHIIABAT MAKCHMAITHATa NPEeNnopbYHTEHA AHeBHa no3a oT 100 mg

curarnunTHH 4 2000 mg MeTdopmus.

Hauannata n03a NnpH NaLHEHTH, BeYe JIEKYBAHH ¢ METQOPMHH, TpaOBa 1a OCUTYPABA CHTAIJIUITTHH, B
no3a ot 100 mg u no3ata MeTGOpMHH, KOATO BeYE € MpHEMaHa BeHBK JHEBHO.

[TauneHTH, KOHUTO NPHEMAT AHEBHA 1038 METGOPMHH BLB Popma ¢ He3abdaBHO 0CBODOKAaBaHeE,
npHJiaraHa JBa ITbTH AHEBHO, MoraT Aa npemuHat Ha Mergopmaxc XR KoMbu BeaHBX AHEBHO Nnpy
chilara obla AHeBHA 1032 MeTHOPMMUH.

Metdopmake XR Kombu 100/1000 Beannbk A1HEBHO € NpeaHA3HAYEH 32 NALMEHTH, KOUTO BeYe ca
nekysanu ¢ 1000 mg aneBHa n03a MeTGopMHH TabMleTkH (C YIBDKEHO WU HE3a0aBHO
ocBoboxnasane). Merdopmaxe XR Kom6u 50/1000 (aBe TabneTku BeIHBXK AHEBHO) € NpeAHa3HaUEH
3a MOJIbPAKALLA TEPANHs NPH NaLMEHTH, KOUTO Beue ca NekypaHd ¢ 2000 mg aHeBHa n03a TabneTkH
MeT(HOPMHH (C YABDKEHO WK He3abaBHO ocBOOOXKAaBaHe).

3a nanMeHTH, NEKyBaHHU ¢ METGOPMUH XHAPOXJIOpKA (C YIBDKEHO WK He3abaBHO ocBoboxaaBane) B
nosa 1500 mg aHeBHO, MOXKE Ja ce MPEAIOXHM NpeMUHaBaHe KbM eiHa Tabnerka Merdopmakc XR
Kom6n 50/500 v eana Tabnerka Merdopmakc XR Kombu 50/1000, npueManu eqHOBpeMEHHO.

3a nauMeHTH, eKyBaHH ¢ MeThOpMHH xuapoxaopua B 103a Haa 2000 mg AHEBHO He ¢€ npenopbypa
npeMuHaBade KbM Merdopmake XR Kombu.

3a nauneHTH, koHTO He noHacaT Merpopmake XR Kombu 50/1000 mg ase Tabnerku BeAHBK AHEBHO,
Tpabsa aa ce o6Mucnu npueM Ha Merdopmake XR Kombu 50/1000 mg aBa ImbTH AHEBHO, KaTO H

ABETE JO3H CC AaBaT C XpaHa.

Bwv3pacmuu ¢ nopmanna 6vbpeuna pynxkyun (GFR=> 90 mi/mun)
[1py nauxeHTH, NPY KOHTO HE € NOCTUrHAT 3aJ0BOJIMTECH KOHTPOA ¢ MAXCHMATHATA NOHOCHMA 033

NIPH MOHOTEpanys ¢ MeTPoOpMHH
[Tpn naleHTH, MPU KOMTO HE € MOCTUTHAT 3aX0BOJIMTENICH KOHTPON CaMO ¢ METGOpMHUH, oOHYaliHaTa

HauajHa no3a Tpadsa na ocurypsapa 100 mg cUTarnMnTHH AHEBHO ILUTIOC A03aTa METPOPMHH, KOATO
BeYE ce MpHEMa.

[1pn nmauueHTH, KOUTO NPEMUHABAT OT €IHOBPEMEHHO NPHIIOKEHHUE HA CHTATJIMIITHH H METQOPMHH
[Tpy naumeHTH, KOWTO NMPEMHHABAT OT €AHOBPEMEHHO NPHJIOKEHHUE HAa CUTATTHITTHH H MET(OPMHH,

neueHHeto ¢ Merdopmake XR Kom6u TpsabBa na ce 3ar1ouHe ¢ 103aTa CHTANIMITHH H METQOPMHH,
KOATO Be4e ce MpUema.

[Ipyn naumeHTH, IPH KOUTO HE € MOCTHIHAT 3a/I0BOJIUTE/IEH KOHTPOJ OT ABOHHOTO KOMOKMHHPAHO
Je4YeHHE ¢ MAKCHMANTHATA NNOHOCHMA /1038 Ha METHOPMHH W cyndaHunypes. g
Jlo3aTa Tpsabea na ocurypasa 100 mg CHTarNMMITHH JHEBHO H 1032 METPOPMH) ,_1’3;.‘ DO
koaTo Beve ce npuema. Korato Metdopmakc XR Kombu ce nanonssa B KOMOARGIIAL G
cyngaHnTypes, MOKe a Ce HaloXkH yrnoTpebaTa Ha No-HKCKa A03a CyndaH / >

PHCKBT OT XHITOTIHKEMHA (BXK. Touka 4.4).
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[Ipu mauMeHTH, NPH KOHTO HE € NOCTHTHAT 3aJ0BOAUTENEH KOHTPOJ OT ABOHHOTO KOMOHHHPAHO
JIeYEHHE ¢ MAKCHMAJTHATA NOHOCKHMA 103a MeTgopMud W PPARY aroHuct

Ho3ara Tpadea aa ocurypu 100 mg cCHTarnHNTHH JHEBHO M 1038 METPOPMHH, NoAoOHa Ha n03aTa,
KOATO BEYe CE MpUemMa.

[py DaUHEHTH, IPH KOUTO HE € MOCTHIHAT 3310BOJIHTENECH KOHTPOA ¢ IBORHO KOMOMHHPAHO JIEUEHHE
C HHCYJIMH M MaKCHMAJIHATAa NOHOCHMA 038 METPOPMHH

Jlozarta Tpa6ea ga ocurypy 100 mg cMTarnunTHH AHEBHO K 1032 METPOPMHH, noaoOHa Ha 103aTa,
xoa10 Beue ce npuema. Koraro Mergopmakc XR Kombu ce Hanonisa B KOMOHHALIMA C HHCYIIHH,
MO3Ke Aa € HeoOXoArUMa NMo-HUCKA J103a MHCYJIMH 3a J1a Ce pedyuMpa PUCKBT OT XUNOTIHKEMHS (BX.
Touka 4.4).

3a pasnuunuTe 103U Ha MeThopmuH, Merdopmake XR KoMbu ce npeanara 8 KOHUEHTpaLHH No
50 mg curarnunmuH U 1000 mg MeTdhopMHH XHAPOXNOPHA WK B KOHUEHTpauxH 100 mg
curarnunTid M 1 000 mg MeThopMHHOB XHAPOXIIOPHA.

BcHukH naudeHTH TpAOBa 1a NPOAB/DKAT MpenopbyaHaTa MM JHETa € aACKBaTHO pasfpeelieHHe Ha
MpHeMa Ha BbIEXUAPATH Npe3 AeHA.

CnenyanHH nomyjaiuu

Bvbpeuno yepeoicoane

He ce Hanara KopekuMs Ha A03aTa MPH NanUEHTH € JIeko OLOpeuHo yBpexaaHe (CKOpoCT Ha
rnomepynHa ountpauns [(Glomerular filtration rate, GFR] > 60 ml/muu). GFR Tpabea na ce oneHsBa
npean 3ano4yBaHe Ha JIEMEHHUE C NPOAYKTH, ChAbPKALIH METQOPMHH Y MOHE BEAHDBK FOAHIUHO CIE
Toa. IIpn naumeHTH ¢ NMOBHILEH PHCK OT MO-HATATBIIHO MporpecHpaHe Ha OBLOPEUHO yBpeXKAaHeE U
NpY MALMEHTH B cTapyecka Bb3pacT OnOpeuHara pyHkuus TpaOBa Ja ce OLEHABA MO-YECTO, HanpUMep
Ha BCekHU 3-6 Mecela.

[Ipeau na ce 3ano4He neueHue ¢ MerpopmMuH npy nauueHTH ¢ GFR< 60 ml/mun tpsabBa aa ce
nperaeaar npeABapuTeNnHo (aKTOpPHTE, KOHTO MOraT Ja yBeJIHYaT pUCKa OT JIAKTATHA auHao3a (BX.
To4Ka 4.4).

Axo B koMOnHaumaTa Merdopmake XR Komby HAMaA noaxoasiiy KOHUEHTpauMK Tpadea na ce
H3MON3BAT OTAETHHUTE MOHOKOMIIOHEHTH BMECTO KOMOMHALIMATA ¢ PHKCHPaHH J03M.

GFR mi/Mun Metdopmun CRTAIIHNTHH

60-89 Maxcumarnama oneena doza e 2 000 mg. | Maxcumanuama oneena 00o3a e
Modice 0a ce obmucau nonuscasane Ha 100 mg.
o03ama nopaocu 6a0wasane Ha
bvbpeunama dynkyun

45-59 Marxcumanmmama onesna 0oza e 2 000 mg. | Maxcumannama onegna 0o3a e
Hauannama oo3a e ne no-eucoxa om 100 mg.
ROJCBUHAMA OM MakcumManiama 0osa.

30-44 Maxcumannama oneena ooza e 1 000 mg. | Maxcumannama onegna 0o3a e
Havannama odosa e ne no-sucoxa om 50 mg.
ROJIOGUHAMA O MAKCUMMIKAmMa 0034.

< 30 Memgopmun e npomusonoxazan. Maxkcumannama oxneena 003a €

23 mg.
Yepuoopobuo yepexcoare

Metgpopmakc XR KomOu He TpabBa aa ce U3non3ea npy NaLMHEHTH ¢ YepHoApoOH
TOYKa 5.2).

Cmapuecka ev3pacm
Toii kaTo MeTOPMHH H CUTArIMITHH ce eKcKpeTHpaT upe3 616peumnTe, Metd
TpAOBa fa ce H3MON3Ba C MNOBHLICHO BHHMAHHE C HaNpeaBaHe Ha Bb3pacTra. He
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MOHHTOpHpaHe Ha ObOpeuHaTa GyHKLUMs, 3a Aa ce NMPEJOTBPATH CBbp3aHaTa ¢ METQOPMHH JlaKTaTHa
aumno3a, ocobeHo B cTapuecka BB3pacT (BX. TOUKH 4.3 1 4.4).

Ileouampuuna nonyaayus

Merdopmakc XR KomOu He TpsabBa na ce n3non3ea npu AcuLa ¥ IOHOWH Ha Bb3pacT oT 10 go

17 ronuuu nopaau HeaocTarbuHa edpukacHocT. HannunuTe noHacTosleM JaHHH ca OMTHCaHH B TOYKH
4.8, 5.1 u 5.2. Merdopmakc XR KombH He e npoyuBaH MpH neaAHATPpUYHUN NALIHEHTH Ha BB3PacT 110

10 roguHH.

HauyuH Ha IPUIOKEHHE
[lepopanno NprUIOXKEHHE.

Tabnerkure TpaOBa Aa ce MOrABLUAT UEaH ¢ yaiia Boaa. [la He ce apBuyar.
Metrdopmake XR Kombu Tpabea aa ce npHeMa ¢ XpaHa, 3a 1a ce HaMalIAT HEXEJIAaHUTE PEaKLMH OT
CTpaHa Ha CTOMAaLIHO-YPEBHUS TPAKT, CBbpP3aHH ¢ METHOPMMUH.

4.3 [IIpoTHBONOKA3AHHA

Metdopmakc XR KoMOu e npoTHBONOKa3aH NpH NalHEHTH ChC:
- CBPBXMYBCTBUTE/THOCT KbM aKTHBHHTE BEILIECTBA MITH KbM HAKOE OT NMOMOILIHHTE BEIECTBA,
n30poeHH B Touka 6.1 (BK. ToukH 4.4 1 4.8);
- BCAKAKDBB BMJ OCTpa MeTabonuTHa aupuao3a (KaTo IaKTaTHA auuao3a, auadeTHa keToaumaosa);
- anabeTHa npekoma;
- Texka 6nOpeuHa HepoctarbuHOCT (GFR < 30ml/MuH) (Bx. TOUuKa 4.4);
- OCTPH CbCTOSHHUA, KOUTO MOFaT Aa NMpoMeHAT ObOpedHaTa QyHKLMS KaTO!
- ACXHApaTaLui,
- TeXKa HH(eKLHA,
- LOK,
-  MHTPABaCKYJApHO NPUIOKEHHE Ha HOA-KOHTPaCTHH BEILECTBA (BXK. TOUKa 4.4),
- OCTPO WIH XPOHHYHO 3800/BaHE, KOETO MOXeE [a NPUYHHH TbKaHHA XHIOKCHS KaTo:
-  CbpleyHa WIH PECIIHPATOPHa HEAOCTATBUHOCT,
- HAacCKOpO NpeKapaH MHOKapACH UHQAPKT,
- 1OK;
- yepHOApPOOHO yBpeXaaHe;
- OCTpa AIKOXOJIHA HHTOKCHKALIHS, aTKOXONH3BM;
- KbpMEHE.

44 ChneuHajaHn npelynpexieHHs H NpeAnNa3HHE MEePKH NPH YROTpeda

O0win
Metdopmake XR Kom6u He TpsabBa na ce n3non3sa npu nauueHTy ¢ auader tun 1 1 He TpadBa aa ce
M3MO0J138a 3a JIEYEHUE Ha nHalbeTHa KeToaluuao3a.

OCTbp NaHKPEATHT
Ynorpebata na DPP-4 HHXHOHTOPH € CBBp3aHa ¢ pUCK OT pa3BHTHE Ha OCTHP NMaHKPEaTHT.

IlauueHTuTe TpROBa Na ObaaT HHGOPMHPAHH 38 XapaKTEPHHUA CHMIITOM Ha OCThP NMaHKPEATHT:
NnepCHCTHpallld, MHOTO CHITHA KopeMmHa Oonka. Cnen npekparisade Ha CHTArJIMIITHH ¢e Habmonaea
OT3BYYaBaHe Ha NMaHKpeaTuTa (CbC WK 0€3 MoAAbPXKALLO JIEYEHHE), HO B MHOTO PEIKH CITY4aH €
chOOLLABaHO 38 HEKPOTH3HpaLll HIH XeMOparuueH NaHKpeaTHT W Wik CMbPT. AKO HMa CbMHEHMS 32
NaHKpeaTHT, TpsOBa Aa ce npekpaTH npueMbT Ha Metdopmakc XR Kombu u Ha apyrure
MOTEHUHAIHO NOAO3UPAHH NIEKAPCTBEHH NPOAYKTH; aKO ce MOTBbPAH OCTLP NaHKpeaT
Mertdopmake XR Kom6bu He Tpabsa na ce pp3obHoBaBa. HeobxonnMo e nosuiueHo Bj ./

MALMEHTH C aHAMHE34 3a TIAHKPEATHT. £

T

£=

= :
JIaKTaTHa auMno3a ) =

o '
JlakTaTHaTa auna03a (MHOTO PAJKO, HO CEPHO3HO METADONIHTHO YCN0KHEHHE) Hali- om ,tlaé'm&f’ K
NpH OCTPO BAOUWIaBaHe Ha 6bOpevHaTa QyHKUHA HIW KapaAHO-PECTHUPATOPHO 3a00NABY [ cencqub
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KymynupaHe Ha MeTPOpPMHH ce HabmoaaBa pK OCTPO BiIoWaBaHe Ha Ob0peuHaTa QyHKIMUS H
yBeJIM4aBa PUCKa OT JIAKTaTHa alHAo03a.

B cnyuait Ha gexnapaTtaums (TEKKO NOBpbIIAHE, JHAPHA, TPECKa WiIM HAMAICH MPHEM Ha TEYHOCTH)
NpUEeMbT Ha MET(HOPMHH BPEMEHHO TPaOBa Aa ce NpeyCTaHOBH H € NPEeNnopbYHTENHO A Ce npoBeae
KOHCYJITAllUA C MEAHLIMHCKH CNIELIHMAINCT.

[IpHeMBT Ha IEKAPCTBEHH MPOJYKTH, KOUTO MOraT OCTPO A3 yBpeasaT Ondpeunara ¢pyHkuMs (KaTo
aAHTHXHMEPTEH3UBHU cpeacTea, auyperuud 1 HCIIBC) Tpabsa na ce 3anouHe ¢ NOBHIIEHO BHUMaHHe

[pH NalMEHTH, NeKYBaHHU ¢ MeTdopMuH. Jpyrs pHcKoBH (aKTOPH 3a NaKTaTHA alMRo3a ca
[MpeKOMEpPEH MPHEM Ha ankoxoJ, YyepHoapoOHa HEAOCTATBYHOCT, HEAOCTATLYHO KOHTPOJIMPaH Auader,
KeT03a, NPOABHKHTENHO INaAyBaHe H BCAKAKBH ChCTOSHHK, CBLP3aHH C XHITOKCHSA, KaKTO H
€HOBpEMEHHATAa ynoTpeba Ha NEKapCTBESHU NPOAYKTH, KOMTO MOraT Ja NPHYHHAT JIaKTaTHAa auua03a
(B. ToukM 4.3 n 4.5).

[NauueHTHTE W/ WM GonHornexaunTe TpAOBa na ObAaT MH(GOPMHUPAHH 3a pHCKa OT JIAKTATHA alMA03A.
JlakTaTHaTa aUKa03a Ce XapaKTepH3Hpa ¢ alMa03Ha AMcnHes, abaoMuHanHa 0oJKa, MyCKYJIHH
KpaMIIH, aCTEHHA H XHUITOTEPMHS, NOCNeABAHH OT KOMa. B cimyyai Ha CbMHEHHE 38 CHMITTOMM
MauKeHTHT TPAOBa Ja crpe npHeMa Ha MeTGOPMHUH U He3abaBHO [1a MOTLPCH JIEKAPCKa NMOMOLLL.
IIuarHocTHYHKTE 1aGopaTOPHH HaXOAKH ca NoHWkKeHO pH Ha kpbBTa (<7,35), NOBHLIEHHK HHUBA Ha
nakrar B masmMara (>5 mmol/l) 1 noBuiIeHa aHHOHHA pa3fiuKa H CLOTHOLIEHHE TaKTaT/MHpYBarT.

[TauneHTH ¢ YCTaHOBEHH WIH NOAO3IWPAHH MHTOXOHAPHAIHH 3ab0nsBanus

[Ipy nauMenTH ¢ YCTAHOBEHH MMTOXOHPHANHH 3abonsaBaHus, KaTO CHHAPOM Ha MUTOXOHAPHA/THA
eHUedanonaTus ¢ JaKTaTHa auMa03a ¥ uacynronogobun enusogn (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) n HacneacTeeH Anader H riryxora no
mMaiiuuna nuHua (Maternal inherited diabetes and deafness, MIDD), MeT¢gopMHH He ce NpenopbYBa
nopaay pucka oT o60CTpAHE Ha NAKTATHA alM038 H HEBPOJIOTHYHH YCIOXKHEHHS, KOUTO MOXKeE J1a
ooBedaT A0 BioLlaBaHe Ha 3abonaBaHeTo.

B cayuaii Ha npy3Hauy ¥ cUMIITOMH, noka3areHd 3a MELAS cunapom win MIDD, caen npueMa Ha
MeT(OPMHH, JiedeHHeTo ¢ MeT(opMHH TpAOBa J1a ce cnpe BegHara U aa ce HarnpasH Obp3a
AHArHOCTHYHA OLICHKA.

br6peuna ¢pynkums

GFR Ttps0Ba na ce OLeHsABa NPEeAU 3aMIOUBAHE HA JICUEHHETO H PEIOBHO CJIE TOBA (BX. TO4YKa 4.2).
Metdopmakc XR Kombn € nporuponokasan npu naumeHTH ¢ GFR <30 ml/MuR u TpsGBa BpeMeHHO
Aa ¢e MpEyCTAHOBH NPH HAJIHYHE HAa CbCTOAHHSA, KOMTO MOTAT Ja NpoMeHAT ObOpeuHaTa pyHkLMA (BXK.
Touka 4.3).

XunornukeMus

MauunenTH, npuemMams Merdpopmake XR Kombu B koMOMHaLuA cbe cyndaHHITypes WIH C HHCYJIHH,
MOKE J1a Ca M3NIOXKEHH Ha PHCK OT XHIOTJIHKeMHS. CICA0OBATETHO, MOXE Aa CE HATIOWKHU MNOHWKABAHE
Ha J03aTa Ha CY/POHHITYpeATa KM HAa HHCYJIMHA.

PeakilH¥ Ha CBPbXYYBCTBMTENHOCT
[1py naleHTH NEKYBaHH CbC CHTArJIMIITUH ¥Ma MTOCTMAPKETHHIOBH CHOOIEHH 32 CEPHO3HH
peakilii Ha CBPbXYYBCTBHUTETHOCT. T€3M peakuuy BKIHOYBAT aHaQHIAKCHSA, AHTHOEIEM H
eKC(HONMATHBHH KOXHU ChCTOAHUA, BIJIKOYUTENHO CHHAPOM Ha Stevens-Johnson. [logsata Ha Te3n
peakiH HACTBIIBA B PAMKHTE Ha MTBPBHUTE TPH MECELA OT 3aMOUYBaHE HA JIEUEHHETO ChC CHTArJIUIITHH,
KaTO HAKOHM C/IYYaH HACTBIBAT CJie ITbpBaTa 403a. AKO Ce NMoAOo3Upa peakLys Ha
CBPBXYYBCTBUTENHOCT, NpHeMBT Ha Metdopmake XR KomOu Tpabea na ce npekpatu, Tpadsa aa ce
OLICHAT JPYTrH Bb3MOKHH NMPHYHHH 332 HACTBIIBaHE HAa CHOUTHETO W 1a C€ HA3HAYH ANITEPHATHUBHO
nedyeHHe Ha auabera (BXK. Touka 4.8).

bynozen nempurona
Ilpu naunedTH, KOUTO NpueMat DPP-4 HHXUOHTOPH, BKIHOYHTENHO CHTATTIH

NOCTMAaPKETHHIOBH ¢bOOLIEHH 3a OynoseH nem¢puroua. Ilpu nopospeHuns
npuemMbT Ha Merdopmake XR Kombu tpabea na ce npeycraHosH.
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OnepaTUBHH NPOUETYPH

Ynotpebara Ha Merdopmakc XR KomOu Tpa6Ba aa ce npekpati no BpeMe Ha onepalua noa obiua,
CIIMHANIHA WK EMHAYpaIHa aHecTe3ud. JleueHHeTO MOXe N1a ce Bb300HOBH He no-paHo oT 48 yaca
CJiel ONepalMATa HIH Bb30OHOBABAHETO HA XPAHEHETO Npe3 YCTa H TO NpH ycNioBHe Ye Ox0peunara
(GbyHKIMA € NpeolLieHEHa U € YCTAHOBEHO, Ye € cTabiiIHA.

[IpunoxeHue Ha HOq-KOHTPACTHH BELIeCTRA

HHTpasacky1apHOTO NPHIOKEHHE Ha HOA-KOHTPACTHH BELIECTBA MOXKeE Ja I0BEAE A0 KOHTPACT-
MHAYyUHpaHa He(pporaTHsa, BOAELLA A0 KYMYJIHPaHeTo Ha METGOPMHUH M TIOBHLIEH PHCK OT IaKTaTHa
auuaosa. Mergopmake XR Kombu Tpabea 1a ce cnipe npeau wan no speMe Ha NpoLieAypaTa 3a
obpa3Ha nHarHocTHKa H He TpabBa 1a ce Bb306HOBABA NOHe 48 yaca cea TOBa, NMPH YCJIOBHE Ue
OB6peuHaTa GpyHKLHS € NIPEOLICHEHA H € YCTAHOBEHO, Ye € cTabunHa (BX. Touku 4.3 u 4.5).

[IpomMaAHa B KIMHHYHKA CTATYC Ha NALIMEHTH ¢ KOHTPOJIWpaH AxabeT THN 2 Npeay ToRa
[TauvenTn ¢ auaber THn 2, npeau Tora 1odpe koHTponupan ¢ Mergpopmake XR KoMOH, kouTo

pa3BHBaT OTKJIOHEHHA B 1abopaTopHH noKa3aTeny WiH KIMHHYHO 3a0ongasaHe (Haf-Beye HEACHO WM
noio aAepuHUpaHo 3abonssaHe) TpaOBa He3abaBHO Aa ce OLICHAT 32 HATMYUME HA KETOALM103a WIH
nakratHa auMao3a. OileHkara TpaOBa fa BKJIHOUBA CEPYMHH EJIEKTPOJIHTH K KETOHM, KPbBHA 3aXap H
ako ce Hanara pH Ha xpbBTa, HHBA Ha NAKTaT, NHPYBAT U METQOPMHH. AKO BB3HHKHE allH034, 1101
KaKBaTo M Ja € Qopma, ieueHHeTo Tpabra aa ce cripe He3abaBHO U Tpabea aa ce mpeanpUemar
NOAXOAALUM KOPUTHpALIH MEPKH.

Jdedunumr Ha BuTtamuu B12

MeTt¢dopMHH MOXe Ba HaMaTH CepYMHHTE HHBA HAa BUTAMHH B12. PUCKBT OT HUCKM HUBA HA BUTAMMH
B12 ce yBennu4aBa ¢ MOBHIIABAKE HA A03aTa HA MET(QOPMHH, NIPOIWDKHTENHOCTTA HA JICYEHHETO
W/WIH NPH MALKUEHTH C PUCKOBH (aKTOPH, 32 KOUTO € U3BECTHO, Ye NMPHUMHABAT AcPHULIMT HA
BuTamMHH B12. I1pn chMHeHne 3a nednuuT Ha sBuTaMud B12 (kaTo aHeMus nnm HesponaTHs), Tps6sa
Aa Ce npocaeasBaT CepyMHHTE HHBA Ha BHTaMHH B12. Ilpu nauuenTn ¢ puckoBH dakropu 3a
AeduumrT Ha BUTaMHHE B12 MOxke ga ce HanoXH MepHOAUYHO NpociaeasBaHe Ha BUTaMuH B12.
TepanvsaTa ¢ Mer@opMHH TPAOBa 1a NPOABDKHA JOKATO Ce NMOHACA ¥ HE € MPOTHBONOKA3AHO H CE
OCHIYpABa MTOJXOAALL0 KOPUrHpalLo jieueHue 3a AePuuMT Ha BHTaMHH B12 B choTBETCTBHE ¢
HacTOALIMTE KITHHUYHH PLKOBOICTBA.

Merdopmakc XR KoMOH chabpxa HAaTpRii
To34 NexapCTBCH NPORYKT ChAbpka No-Maiko oT 1 mmol HaTpuii (23 mg) Ha Tabnerka, T.€. MOXe Aa

CC KAXKeE, HE€ INPEAKTHYUECCKH HE ChABPKA HﬂT’pHﬁ.

4.5 BiaHMoJeHcTBHe C APYIH JIEKAPCTBEeHH DPOAYKTH H APYrH GOPMMH Ha B3aHMoOZelicTBHE

EAHOBPEMEHHOTO MHOT'OKPATHO NMPHIOKEHHE Ha CHTATTIMITTHH M MeTQOPMHMH HE MPOMEHS 3HAYUMO
(papMaKOKMHETHKATa, KAKTO HA CHTAINIMNTHH, TAKa M HA METGOPMHH MPH MALHEHTH ¢ aHaber Tin 2.

He ca u3snpluBaln npoyuBaHHa 3a JapMaKOKHHETHYHH JIEKAPCTBEHH B3aHMOAECHCTBHA C
Metdopmake XR Kombu; 06ave TakuBa npoy4yBaHHA ¢a NPOBEXAAHH C OTACTHUTE AKTHUBHHK
BEUIECTBA, CHTArTMNTHH W METHOPMHH.

He ce npenops4Ba CLIXLTCTRaLIA ynioTpeda

ANKOXO0.
ANKOXONHaTa HHTOKCHKaLUA ce CBbP3Ba C NOBHILEH PHCK OT IaKTaTHA allMA03a, 0cobeHo B CAyYaH Ha

rnagyBaHe, HeAOXPaHBAHE UNH YEPHOAPOOHA HEAOCTATBYHOCT.

Hoa-KoHTpacTHH BellecTBa
Metdopmakc XR KomOH Tpabsa 3aab/kHTENHO Aa Ce CrIpe NPEAH HIH NO BpEMeE Ha I
o0pa3Ha qHarHocTHka U He Tpsbsa na ce BL306HOBABA noHe 48 vaca cnen ToBa, Npu y
OnOpeuHara PyHKUMA € NPpeoLieHeHa U € YCTAHOBEHO, Ye € cTabWiHa (BXK. ToukH 4.3 u
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KomMOuHauy, H3HCKBALIH NMpeAna3HH MEPKH NpH ynoTtpeda
Hsxou nekapcTBeHH NPOAYKTH MOT'aT Aa ce OTpa3aT HeGnaronpuaTHO Ha OBOpeyHaTa QyHKUMA, KOETO

MOJKE Z1a YBEJIHYM PHCKAa OT NIaKTaTHa aumao3a, Hanpumep HCTIBC, BiIOYHTENHO CENEKTHBHA
HHXHOHTOPH Ha uMKnookcrrerasa (Cyclooxygenase, COX) Il, ACE nuxunburops, aurnorensus Il
pelieNNTOPHN AHTArOHHUCTH U AUYpeTHLIM, ocodeHo Opumkosn auypetul. [Ipu 3anousaHeTo WiH
ynoTtpebarta Ha TaKHBa NPOAYKTH B KOMOMHALMA ¢ METPOPMHH € HEODOXOIHMO CTPHKTHO |
npocneaasaHe Ha ObOpeuHaTa QyHKLUMA.

ConoTeTBallaTa yrnoTpeda Ha 1IeKapcTBa, KOWTO MOBIHABAT OOLIHTE TPAHCMIOPTHH CHCTEMH B
6n6peunyTe TYOYNH, BKTIOYEHH B OBOpeuHOTO enMMUHIpaHe Ha MEeTQOPMHUH (Hanp. HHXUOUTOPH Ha
OpraHM4YHHMA KaTHOHeH TpaHcnoprep-2 [Organic cationic transporter-2, OCT2)/MynTunexkapcrsenus 1
TOKCHH-€KCTpyAupail npotedH [Multidrug and toxin extrusion proteins, MATE] xaro panona3us,
BAHACTAHHO, NOAYTErpaBUp ¥ LIKMETHAMH), MOIaT [1a NIOBKLIAT CHCTEMHATA €KCIO3MLHMA Ha
mMeTQOPMHH H /1a YBeJIMUaT PHCKa OT JIaKTaTHa auunrosa. TpaOea na ce 0OMHCAAT MON3NTE U
PHUCKOBETE OT CHITLTCTBAILATA yrioTpeda. Korato Takusa nexapcTBEHH NPOAYKTH e NMpUIaraTt
eAHOBpEMEHHO TpAORa 1a ce OOMMCIAT CTPUKTHO [TPOC/ICAABAHE HA IMTHKEMHUYHHSA KOHTPO,
afafTHpaHe Ha J03aTa B pAMKHUTE Ha npenopqunﬂa'ra A03WPOBKA W MPOMEHH B ICYSHHETO Ha
nuadera.

[ MIOKOKOPTHKOKANTE (MPHIAraHH N0 CHCTEMEH H JIOKaJIeH TbT) OeTa-2-arOHUCTHTE U JHYPETHIHTE
MMAaT NPHUCHILO XUliepraukeMuyHo aeiictBue. [TlausenTure Tpabea na ce HHPOPMHUPAT K NO-YECTO Aa
M3MEPBAT KPbBHATA CH 3axap, 0COOEHO B HAYAJIOTO Ha JICYEHHETO ¢ TAKUBA JIEKAPCTBEHH MPOAYKTH.
AKO € HeoOXOHMO, 103aTa HAa AHTHXHIIEPrTHKEMHYHHA JIEKAPCTBEH NPOAYKT TpAOBa Ja e ananTupa
Mo BpeMe Ha JIeUEHHE C APYTHsA JICKAPCTBEH NPOAYKT H NPH HEFOBOTO NPEKPATABaHE.

ACE-uaxubyTopHTe Morar na NOHMKAT HUBATa HAa KPbBHATA 3axap. Ako € HeodxoaAuMo, A03aTa Ha
AHTHXHIICPTIHKEMUYHMS JIEKapCTBEH NPOAYKT TpAOBa a ce afarrupa No BpeMe Ha ICUCHHUETO ¢
ApYrus JIEKapCTBER NPOAYKT M MPH HETOBOTO MPEKpATABaHe.

eKTH Ha H JJeKADCTBEHH I TH BBDPXY CUTALTUNTHH
In vitro ¥ KNMHUYHUTE NAHKH ONTHCAHM MO-JO0JTY TIPEANONArar, Y€ PUCKBT OT KIMHHYHO 3HAYHMH
B3aHMOAEICTBHA MPH €AHOBPEMEHHO MPHIOKEHHE C APYTH JICKAPCTBEHH NPOXYKTH € HUCHK.,

In vitro npoyyBaHHWA NOKAa3BaT, Y& OCHOBHHUAT €H3HM, OTTOBOPEH 3a OrpaHUUEHUS METAOONU3BLM Ha
cutarnunTiH € CYP3 A4, ¢ yuactue Ha CYP2CS8. [lpu nauneHTd ¢ HopManHa 6s6peuna ¢pyHkums,
MeTabon3MbT, BRIIOUHTENHO H upe3 CYP3 A4, urpae camMo He3HAUHTENHA POl B KNHPBHCA Ha
CUTArmMNTHH. MeTaGonu3MbT MOXKe a Mrpac Nno<BaXkKHa pons NMpH eJIHMHHHPAHETO HA CHTAlJIMIITHH
NpH HAJIMYHE Ha ocTpo 6BOpeyYHO yBpeXKaaHe MM TEPMHUHATICH CTaauH Ha OBOpeYHa HEOCTaTBYHOCT
(TCBH). Ilopaau Ta3u fipMUYHHA € BB3MOXHO MOUIHHTE HHXHOMTOPH Ha CYP3 A4 (Banp. keTokoHa3on,
MTPakOHa30/, PUTOCHABHP, KIIApPHTPOMHLIKH) J1a NPOMEHAT (JapMaKOKMHETHKATa Ha CHTATTMIITHH NpH
NaLuHeHTH ¢ Texko 6s6peuno yepexaaHe win TChH. Edexrure Ha Mmomunte CYP3 A4 nuxuduropn
NpH HaWdKe Ha 6LOpeuHo yBpeXkaaHe He ca OLICHABAHH B KITHHUYHO NPOYUBaHE.

~ In vitro npoyuBaHHKs 33 TPAHCIIOPTa MOKA3BaT, Y€ CUTAIIMITTHH € CYOCTpaT Ha P-rIIMKONPOTEHHA H
TpaHcnoprTepa Ha opraHuHH aHHOHH-3 (OAT3). OAT3 MeauupaHvaT TPaHCIIOPT Ha CHTArJIKITTHH Ce
HHXHOKPpA in vitro ot npobeHeLMa, BBIPEKH Y€ PUCKBT OT KIHHHYHO 3HAYHMH B3aUMOICHCTBHA CE
cMATa 3a HUCBK. EqHorpeMenHoTO npunoxerne Ha OAT3 uHXuOUTOpPH HE € OLEHEHO in vivo.

L{uxnocnopun. TlpoBeneHo € NnpoyuBaHe 3a OLCHABAHE HA €()eKTa Ha LHKJIOCIOPHH (MOILEH
MHXHOHTOD Ha P-TJIMKOTIPOTEHHA) BLPXY (PapMaKOKHHETHKATa Ha CHTAIVIMNTHH. EAHOBpEMEHHOTO
NPWIOXKeHHEe Ha eAMHWYHA nepopaiHa 103a 100 mg curarnunrvH H eAMHHYHA NEpopaiHa 1034
600 mg uuknocnopus noeuwiasa AUC u Cmax Ha CHTarnMINTHH ChOTBETHO € NMpHOIH3
68%. Te3u npomMeHH BbB (PAPMAKOKHHETHKATA HA CHTAITIMITTHH HE C€ CMATAT 3a KJIHHM
BEOpeUHHMAT KIHPBHC Ha CHTArTIMITHH HE € 3HAYHTENHO npoMeHeH. ChenoBaTenHo, H
3HAYMMHM B3aUMOAECHCTBNA C ApPYTH HHXUGHUTOPH Ha P-IIHKOMPOTEHHA.

EdexTi Ha CHTAMTUNITAH BLPXY JPYIH JEKAPCTBEHH NPOAYKTH

PL/H/0726/002-003/R001




[uzoxcun: CHTArJIMIITHH KMa He3HAYHTENEH e(eKT BbpXYy IUiazMeHaTa KOHUCHTPALHA Ha JUrOKCHH.
Cnen npuwiokeHneTo Ha 0,25 mg AMrokCHH eJHOBPEMEHHO ¢he 100 mg CHTarJTMnTHH AHEBHO B
npoawbkeHue Ha 10 anu, mnasmeHata AUC Ha gUrokcHH HapacTsa cpeaHo ¢ 11%, a nnasmexata
Cmax cpeaso ¢ 18%. He ce npenopbuBa KopHrupaHe Ha J03aTa Ha JHIOKCHH. B cuuioTo Bpeme,
[MALMEHTHTE C PHCK OT AHTOKCHHOBA TOKCHMYHOCT Tp#6Ba Aa 6bAaT NMpocneasBaHHM 3a TAXABa, KOTATO
CHUTACJIMITTHH H IHFOKCHH C€ DpWiarat eJJHOBPEMEHHO.

In vitro naHHWTe NOKA3BAaT, Y€ CUTATJIMIITUH HUTO NOTHCKA, HHTO HHAYLMpa CYP450 n3oeH3nuMuTeE.
[IpH KNHHHYHH NPOYYBAHUS CHTATIMITTHH HE NPOMEHSA 3HAYHMO PAapMaKOKHHETHKATa Ha METPOPMHH,
rnubypud, CHMBACTATHH, PO3HIIMTA30H, BapGapHH WIH NEPOPATTHH KOHTPALIENTHBH, KaTO OCHIypaBa
_ in vivo JaHHH 3a MaJlka BEPOSTHOCT OT NPEM3BUKRAHE Ha B3aHUMOJIEHCTBUA CBC CyOCTpaTH Ha
CYP3A4, CYP2C8, CYP2C9 u Tpancnoprepu Ha opranvuti kaTHoHH (OCT). Curarnuntud Moxe aa
Obae cnab HHXUOUTOP Ha P-TIIHKONMPOTEHHA in Vivo,

4.6 DepTHIANTET, OpeMEeHHOCT B KbpMeHE
bpeMeHHOCT A

HsaMa poctaTb4HO AaHHH OT ynotpedaTta Ha CHTArIHITTHH MpH OpeMeHHH KeHH. [1poy4yranus BepXy
’KHBOTHH MOKA3BAT peNpOXYKTHBHA TOKCHYHOCT MPU BUCOKH 03H CUTAJHIITHH (BXK. TOYKa 5.3).

OrpaHyveHUTe JaHHH NIpeANonarar, e ynorpedara Ha MeTQOPMHH NpH OPEMEHHM KEHH HE €
CBBp3aHa C MOBHILEH PUCK OT KOHMEHUTAIHH ManidopmauuH. [lpoyusannsra ¢ METQOPMHH BBEPXY
JKHBOTHH HE NOKA3BAT BPEAHH €(EKTH MO OTHOWIEHKHE Ha OpeMeHHOCTTa, EeMOPHOHAITHOTO K
$ETANTHOTO pa3BHTHE, PaXKAAHETO HIIH MOCTHATATHOTO pa3BHTHE (BK. CHLIO TO4Ka 5.3).

Merdopmakc XR Kombu He TpabBa fa ce H3nons3Ba no BpeMe Ha OpeMeHHOCT. AKO NalMEeHTKaTa McKa
na 3abpeMeHee WK aKO HACTBHITH OpeMEHHOCT, JieueHHETO TPAOBa Aa Ce APEKPaTH U NALMCHTKATa Aa
NpeMUHE Ha JICYCHHE C HHCYJIMH Bb3MOXKHO HaH-CKOpO.

KnpMeHe
He ca npoBexaaHM npoy4BaHUA NP KbPMELIH >KHBOTHH C KGHﬁHHHp&HHTE AKTHBHH BCILECTBA Ha

TO3H JIEKapCTBEH NPOoAYKT. [1py npoyuBaHUA NPOBEKIAHH ¢ OTACIHHTE AKTHBHH BELICCTBA H
CHTATJIHITTHH, U MeTHOPMHH Ce eKCKPETHpAaT B MIISKOTO Ha JIakTHpaulH IbXxose. I1pu xopa
MeT(GOPMHH € EKCKPETHpa B KbPMAaTa B MANKH KONUUeCTBa. He e U3BECTHO Jaly CHTAIIMITTHH Ce
eKkcKkpeTHpa B KbpMaTa. Cnegoparenno Mergopmake XR Kombu He Tpabsa fa ce H3non3Ba nNpu KeHH,
KOHUTO KbPMAT {BX. TOuKA 4.3).

DEepTUAHTET
JaHHKTE OT MPOYUYBAHMA BBPXY KUBOTHH HE MPEANOIAraT BIHAHHE BbPXY (PEPTWIMTETa Ha MBXKKH H
YKEHCKHM UTBLXOBE NpPH TPeTHpaHe CbC CHTArIUNTHH. JINNCBaT AaHHH IPH Xopa.

4.7 Edextn Bupxy cnocobHoCcTTA 32 IIOoHPane B pabora ¢ MAINHAH

Metdopmakc XR KoMOu He NOBIHABA WIH NOBIHABA NMpeHEO pexXHMO crioco0HOCTTa 3a IHOQHPAHE H
pabora ¢ MalIMHK. B chloTo BpeMe npu wodHpade uan pabora ¢ MawHu, TpadBa ga ce UMa
npeaBHA, Y¢ NMPH CHUTATTTMIITHH & JOKIABaHH CJIy4aH Ha 3aMasHOCT H CHHIIMBOCT.

o

OcBeH TOBa, nauMeHTHTe TPAOBA Ja ce npeaynpeKAapaT 3a PpUCKa OT XHITOTIIHKEMHSA, KOraTo
Metdopmarc XR KoMmbu ce u3nonisa B KoMOHHaLMA CBC CYAPOHWITYPEHHH NPOXYKTH HIIH €
HHCYJIHH.

4.8 HexenaHn JeKapCcTBEHH PeaKUHHA

Pe3oMe Ha N Wia Ha 6e30nacHoOCT
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HsaMa npoBeneny TepaneBRTHYHH KITHHUYHHU H3NHTBaHUA ¢ Metdopmake XR Kombu Tabnerkn, Ho
buoekBHBaneHTHOCTTA HAa Metrgdopmake XR Kombu € n0ka3aHa rpy eAHOBPEMEHHOTO NPHIOKEHHE Ha
CHUTArJIHITTHH W METPOPMHUH (BXK. TOUKA 5.2).

CwoliliaBaHH ca CEPHO3HH HEXEIIAHH PEaKLIMH, BKIIIOYHTETHO MAHKPEATHT H PEAKLIMH Ha
CBPBXYYBCTBHTENHOCT. Ch0o0iiaBaHa € XHIOTJIMKEMUSA NPH KOMOKHHALIMA CBC CYIPAHUTYPEeHHH
npoayktH (13,8%) u c uncyand (10,9%).

CHTArIBITdH U METGOPMHH

Tabauuen cnucvk Ha Hexcerauume peaxyuu

Hexenanure peakuun ca u3bpoeHu no-aony ¢ npenopwvuBaHuTe oT MedDRA TepMuuH cnopen
CHCTEMO-OpraHHa KnacHgpukauua H abconotHa yectora (Tabnuua 1). YectoTara ce onpenesns Karo:
mHoro yectd (21/10), wectu (=1/100 no <1/10), Heuectn (>1/1 000 no <1/100), peaxn (>=1/10 000 no
<1/1 000), MHoro peaku (<1/10 000) u ¢ HeH3BecTHa YecToTa (OT HAIHYHHUTE NAHHH HEe MoXe aa ObLe
HanpaseHa OLIEHKA).

Tabauna 1: YecToTa Ha HeXeIaHATE PEAKUHN YCTAHOBEHH NO BpeMe Ha nianebo-
KOHTPOJAHPAHHE KIHHHYHE OPOYYBAHHS CHC CHTANVIHOTEN H MeTQOPMHEH CAMOCTONTE/IHO H NPA
NOCTMAPKETHHIOBHE ONHT -

Iﬁeﬂfeﬂﬂﬂﬂ peaKknus YecTOoTa HA HEXEJIAHATA peaKliHd

HapyuieHHS HA KPLBTA H JTHM(PHATA CHCTEMA

F_'pomﬁnuﬂ'roneum PEAKH

APYIIEHHY HA HMYHHATA CHCTEMS ~
AKLMH Ha CBPBXYYBCTBHTEAHOCT, BKIIOMHTETHO C HEH3BECTHA YECTOTA
HadwiakTHuHK peakuun®,t

Hapymenns Ba MeTa001H3MA H XPAHEHETO _
IXMIOTIMKEMHS ' YECTH
HamansBaHe/neGUUNT Ha BuTaMuH B12' YECTH

Hagymennﬂ HA HEPpBHATA CHCTEMA
KBHIHBOCT HCUYCCTH

PecnRpATOPHH, IPbAHRE H MEAHACTHHAJIHH
‘nanymeﬂnn

MHTEPCTHLHATHA ﬁeno,upoﬁna 6osect * ¢ HEH3IBECTHA 4ECTOTA

CTOMALIHO-YPCBHH HAPYIICHUS

HapHus HEY€ECTH
aZicHe " YeCTH
aTyJCHLHA YeCTH
m’ HeuecTH
Gonka B ropHaTa 4acT Ha Kopema HEYECTH
MOBpLLIAHE B YEeCTH
OCTbp naHkpeaTuT*,t,1 ¢ HEM3BECTHA YeCcToTa
KbaraneH 1 HedaTanreH XeMOpardiueH M C HEM3BECTHA YeCTOTA
" HEKPOTH3HpALLl NNaHKpeaTuT *,}
HapymeHHS HA KOXKATA H NOJAKOKHATA ThKAH
:
MpYypHTYC
laHrnoeaemM*, t
obpus*,t
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Eprnxap_m*,f ¢ HEM3BECTHA YECTOTa
0K

€H BacKynuTr*, 1 | C HEU3BECTHA YeCTOTa

txccponuamﬂﬂu KOXHH 3a00NSBaHKA, BKIHOYHTENHO C HEU3BECTHa YECTOTA
HHIpOM Ha Stevens-Johnson*,} |

k_iy.uoseu nemburoua* C HEU3BECTHA YeCTOTA

Hapymennsa HaA MYCKY/THO-CKEJIETHATR CHCTEMA
H CLeAHHETENHATA THKAH

arrus” ¢ HEU3BECTHA YeCTOTA
Hanrua* d C HEH3BECTHAa YeCTOTa
0/1ka B KpaHHHLUKTE™ C HEM3BECTHA H4ECTOTA
Gonka B repba* ¢ HEH3BECTHA YECTOTa
Eﬂponam' C HEH3BECTHA YecToTa

Hapyuiensa Ha 60pennTe H HHKOYHHATE

InbTHIA
apywena 6x6peuna pyHkuMs* C HEH3BECTHa YECTOTA
a 66peuHa HeaocTaTbuHOCT® C HEH3BECTHA YECTOTa

* HexxenaHure peakiiuu ca HAeHTHOHULHBPAHH 1O BPpeMe Ha NOCTMAPKETHHIOBOTO HAOMIOAEHHE.

+ Bk Touka 4.4.
1 Bibkre npoywearemo 3a bezonacnocm no omHowerue Ha cypoeuno-cvoosama cucmema TECOS no-

nony.

OnKcanve Ha M306paHK HEXEJaHHU peakiinK

Hsakou HexenaHy peaxilyu ca HabnoAaBaHH NO-YECTO NPHU NMPOYYBAHHUS 3a KOMOMHHUpaHa ynoTpeda Ha
CUTArJIUITHH ¥ MeTHOPMHHE ¢ APYTY aHTHAHAOECTHH IEKAPCTREHH NPOAYKTH B CPABHEHUE C
NPOY4YBAHUA Ha CHTATJIMNITHH H MET(HOPMHUH CAMOCTOATENHO. Te BKIIOYBAT XHNOITTHKEMHS (KaTeropus
Ha 4eCTOTa ,,MHOTO YeCTH  CBC CYNQOHWTYpPEeiHH NPOAYKTH WIH HHCYJTHH), 3an¢eK (,,46CTH ChC
cynOHWIYpeHHH NPORYKTH), nnepudepeH oTok (,,4€CTH™ ¢ NIUOTVIMTA30H) W IMaBodOIHE U CyXO0Ta B
ycraTa (,,HEHECTH ¢ HHCYJIHH).

Cumaznunmur
[Tpu npoyuBaHKA BLPXY MOHOTEpanU ¢he CHTArIHITTHH | 00 mg BeAHbXK AHEBHO CAMOCTOATENIHO B

cpaBHeHHeE ¢ Tuialefo, CLODIEHHTE HEXXENaHK peaxiiMM ca rnaBodbonue, XHNOTTIHKEeMHS, 3aneK H

3aMaHMBaHe. |
Cpen Te3H NalMEHTH HEeXeNaHuTe CHOUTHA, CHOOIaBaHU HE3AaBUCHMO OT NIPHYMHHO-CIEACTBEHATA

Bpb3Ka C JICKapCTBEHHA NPORYKT, € YecToTa Hal-Manko 5%, BIoYBaT HHGEKLHH Ha FOpHHTE |
AMXaTeNnHH meTHILA M HaszodapuHruT. OcBeH TOBA, ¢a ChOOILIEHM ocTeoapTpuT U Oonka B KpaliHULMTE,
¢ yecToTa HeuecTH (> 0,5% no-pUcoka cpell YYACTHHLIMTE, MOMYUHIU CHTArIMITHH, OTKOJIKOTO Ta3H B

KOHTPOJIHATA rpyna).

Memdopmun

CToMaIHO-YPEBHH CUMITTOMH €A CHOOLIABAHA MHOI'O YECTO MPH KIMHWYHH NPOYUYBAHHS H NPH
NoCTMapKeTHHropara ynorpeba Ha MeTgopMHH. CTOMAaNIHO-YPEBHHTE CHMITTOMH KaTO FaJEHE,
NOBpbillaHe, IHApHs, 6oNKa B kopema 1 3ary0a Ha aneTHT ce NOABABAT NO-YeCTO B HAYAJIOTO HA
J€4EeHHETO U B MOBEYETO CIYyYad OT3BYYaBAT CNOHTAHHO. JOMBIHHTEIHH HEXKENaHHU PeaKiivy,
CBBP3aHH C METGOPMHH, BKJIIOUBAT METAICH BKYC (YECTH); JIAKTATHA allHA03a, HapyLIeHHS Ha
yepHOoApoOHaTa PYHKILIHNA, XENATUT, YPTHKApPUA, EpHTEMa K ChpOex (MHOIo peIKH).

Kareropuire no yectora ce 0CHOBABaT Ha HaH4HATa HHPopMaLua B KpaTkaTa XapakTepHCTHKa Ha
npoxyKTa Ha MeTgopMHH, oaobpena B EC. ,

IHeduampuuna nonynayus
B KNHHHUYUHH M3NMUTBAHUA ¢ KOMOHHALIMATA CHTATJIMITTUH/METGOPMHH NpH NearaTp
ChC 3axapeH auaber TN 2 Ha BB3pacT oT 10 a0 17 roauHn npodsureT Ha HEXeNa

LIAJI0 € CPABHHMM ¢ TO3H, HabmoaaBaH Npy BL3pacTHH. [Ipn neanaTpHuHH NaLMEHTH) KEHYQ
ca HAa OCHOBHO JIEYEHHE C MHCY/IHH, CUTar/IMITTHH CE CBBP3BA C NOBHILEH PUCK OT XUYCEA}
n
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IIpoyusarie 3a bezonacnocm no omuowienue Ha cvpoeuno-cvoosama cucmema TECOS
H3nHTBaHETO, OLICHABALLIO CHP/AEHHO-CHAOBUTE PE3YJITATH NIPH NleueHHe cbe cHTarnunThH (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), skmousa 7 332 naumeHTH, JIeKyBaHH
c¢be 100 mg cyrarnumril aHeBHO (WM 50 mg JHEBHO, aKO W3X0JHHTE CTOHHOCTH Ha H34YUCJieHaTa
ckopocT Ha romepyana grarpauns (€GFR) ca > 30 u < 50 ml/mrn/1,73 m?, u 7 339 nauuenTy Ha
nianebo B intention-to-treat (ITT) nonmynaunara. Jisere neveHus ca no6aBeHH KbM 0OHYaHHHTE
IPYXKH CLITIAaCHO MecTHHUTE cTanaapTy 3a HbA l¢ M cepreuHo-cha0BH pHCKOBY ¢akTopu. OdluaTa
4eCTOTA HA CEPHO3ZHHTE HEXKENaHU CHOUTHA NPH NAUKEHTH, NOJTYYaBallyd CUTATIMIITHH, € CXOAHAa ¢
Ta3u NpH NALUMEHTHTE, NOJy4YaBalllH ru1aueoo.

B intention-to-treat nomyanuaTa cpea NaMEHTHTE, KOUTO U3MON3BAT UHCYJIHH WK
cynbaHUAypeHHHN NPOIYKTH HA M3XOAHO HUBO, YECTOTATa HA TeXKKa XHITOIHKeMHUS € 2,7% nipH
NalMEeHTHTE, NIEKYBaHH CbC CHTAMIMNTHE B 2,5% NpH nauMeHTHTE Ha Inauebo; cpe/l MalHEHTHTE,
KOHTO HE K3NOJN3BAT HHCYNIHH H/WIH cyNPOHMIYPEHHN NPOAYKTH Ha U3XOJHO HUBO, YECTOTATA Ha
Texka xunornukemus € 1,0% npu nantueHTHTE, TEKYBaHH ChC CHTArMMITHH U (,7% npHu nauneHTHTE
Ha mnanebo. YecToTraTa HA NOTBBPACHH CHOMTHA, OTAAGBAHMA HA NAHKpEaTHT, € 0,3% npH NauHeHTHTE,
JIEKYBaHH Cb¢ CHTarMNTHH K 0,2% npH nauMeHTHTe Ha ruauedo.

CpoOliiapave Ba NOAO3MPAHH HEXKENAHH PEaKLIMH

CpoblaBaHeTo Ha NOJO3MPAHK HEXENaHH PpEaKLHH Cle paspeinaBane 3a ynorpeda Ha NekapcTBEHHUS
NPOaYKT € BakHO. ToBa No3BoNsABa Aa NPOIWDKY HaOMIOAEHHETO HA ChOTHOLICHHETO NOM3a/PHCK 32
JIEKapCTBEHHKA NpoAYKT. OT MEAHLIMHCKHTE CIICLHANIUCTH C€ H3MCKBA Ja ChOOLIAaBaT BCAKA

NOJO3HpaHA HEXKeNaHa peakuua 4pe3 Mamw/iHUTENHE areHLMA 1O JieKapcTBarta yil. ,,Jlaman ['pyes”
Ne 8, 1303 Codms, ten.: +359 2 8903417, yedcaiiT: www.bda.bg.

4.9 TIpeno3upane

[Tpn KOHTpONHpaHH KIMHHYHH H3INUTBAHHA ChC 3APABH YYACTHHLM Ca MpHIAraHyi €1HOKPATHH 034
a0 800 mg curarnunTHH. MusrManHo yawpkaBaHe Ha QT¢, KOETO He ¢€ cuMTa 33 KITHHHYHO 3HAYNMO
e HaDJ/II0AaBaHO MpH €AHO NMpoy4Bane ¢ A03a oT 800 mg curarnunTud. Hama onur ¢ no3u Han 800 mg
NpH KIHHHYHHA npoy4BaHuA. [1pn npoyusanus Qasa | ¢ MHOIMOKpaTHO NMPHIOKEHHE, HIMa
N0303aBUCHMM KIIMHHMHH HEXXeIaHH JIEKAPCTBEHH peakuud, HabmonaBaHy fpyU CHTATIMITTHH C O34
no 600 mg nHeBHO 3a nepuoau o 10 nuwu » 400 mg aHesHo 3a neproau A0 28 AHu,

Texko npegosupaHe ¢ METPOPMHH (WIH €JHOBPEMEHHO CBLICCTBYBALLL PHCK OT JIAKTATHA aLlnA03a)
MOXKe J1a JOBeae A0 NAKTATHA alMA03a, KOATO € CNelleH MEeIHLIMHCKH CiTyyad U TpalOBa na ce JieKyBa B
Sonnuua. Hali-edekTHBHHAT MeTOA 3a OTCTPaHABaHE Ha faKTaTa U METPOPMHHA € XEMOAHANTH3ATA.
[Tp1 KTHHHAYHH NpoyyBaHHA NpubausnTenHo 13,5% ot aosara ce OTCTpaHAaBa NPH NpOAb/DKaBallla 3-
A0 4 yaca xemoaHanu3Ha cecud. [IpH KIHHHYHA NOKA3aHHA MOXE Aa Ce ApeaAnpHeMe Nno-
NMPOALJDKHUTENHA AHanu3a. He € u3BeCTHO AanM CHTArIMNTHH ce JUATU3HPA NPH NEepHTOHeaTHa
JUATH3A.

B cnyuaii Ha npeno3npaHe € NOAXOAALIO Aa ce npearnpueMaT oOMyaiHUTE NOAALPKAIM MEPKH, KATO
OTCTpaHABaHe Ha HeabcopOHpaHHUs MaTepHall OT CTOMALIIHO-YPEBHHS TPAKT, KIHHHYHO HAOMoaeHHe
(BKTIOMHTENTHO H €TeKTPOKApAHOTrpaMa) B NPH HYXKAA 3an04YBaHe Ha NOAABPKALLO JICYCHHE.

5. @GAPMAKOJIOT'HYHH CBOHCTBA

5.1 ®apmakoaHHAMHYEH CBOHCTBA

(dapmakoTepaneBTHYHa rpyna: Jiekapcrea, 3a 1eyeHHe Ha nHabeT, KOMOMHALIMH OT NEPOPATHH
neKapcTBa 3a HaMaNsBaHe Ha KpbBHaTa 3axap, ATC xox: A10BDO07

JOITBIBALL C€ MEXAHH3BM Ha JIeHCTBHE 32 NoAoOpABaHE Ha TMTHKEMHIHHA KOHTPO
auabert Tun 2: cuTaraunTHH ¢gocdar - aunenrnani nenruaasa 4 (DPP-4) uuxubd
XHAPOXJOPUA - NMPEACTABUTEN Ha Ki1aca HA OHTBaHUOHHHTE.

: ‘ I N
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CurariunTuM

Mexanuzwvm na oeicmsue
CutarnunTul docdaT € nepopalHO aKTHBEH, MOLEH H BHCOKOCE/IEKTUBEH HHXHOUTOP Ha eH3uMa

aunenTHani nenruaasa 4 (Dipeptidyl peptidase 4 inhibitor, DPP-4) 3a neuesine Ha auabet Tvn 2,
Nuxuburopure Ha DPP-4 ca knac BemecTsa, KOMTO ACHCTBAT KATO EHXAHCEPH HAa HHKPETHH. Ypes
HHXKHOHUpaHe Ha en3uMa DPP-4, curarnunmiH NOBHINABA HMBATA HA /B8 U3BECTHH AKTHBHH
MHKPETHUHOBH XOPMOHA - MMoKaroH-roaoduus nenrua-1 (Glucagon-like peptide-1, GLP-1)
rmoko3a-3aBHCHMHS HHcyMHoTponeH nonunentua (Glucose-dependent insulinotropic polypeptide,
GIP). UHKpeTHHHTE ca YacT OT EHAOreHHa CUCTeMA, Y4acTBalla BbB (PH3HONOrH4HATa peryJialHsg Ha
rOKO3HAaTa XoMeocTasa. Koraro KOHLEHTPALMHTE Ha KPLBHATA 3aXap ¢a HOPMaNHH UJIH NOBHULIEHH,
GLP-1 u GIP 3aciunBar ciHTe3a ¥ 0CBOO0XKIABaHETO HA HHCYJIMH OT NAHKPECaTHYHHUTE OeTa-KIieTKH.
OcseH ToBa, GLP-1 HaMangBa cexpeliaTa Ha MIOKaroH ot NaHKpeaTHYHHTE anda KIEeTKH, KOETO
BOJH /10 HaManeHo o0pa3sysaHe Ha yepHoApoOHa rmoko3a. Korato HHBaTa Ha rioKo3a B KpLBTa Ca
HHCKH, OCBOOOXNaBaHETO Ha HHCYJIHH HE C€ CTHMYNHPa H CEKPELIKATA Ha IMIOKAroH He ce NOTHUCKA.
CMTarIMITHH € MOLIEH H BUCOKO CeJIEKTHBEH HHXHOHTOP Ha en3uma DPP-4 u ve nnxubupa CXOAHHWTE
no crpykrypa eHsuMd DPP-8 unu DPP-9 B TepaneBTHUYHH KOHUEHTpALMH. CHTAIIMITTHH ce
pazauyapa 1o XUMH4YHa CTPYKTYpa H GapMakoIorHuHo aeficTeHe oT aHano3ure Ha GLP-1, uHcynun,
cynpOHWTYPES WIH METIMTHHUAN, OUrBAHHANHH, ATOHHUCTH Ha AKTHBUPAHHUA OT NMEPOKCHIOM
nponudeparopa rama-perentop (PPARY), anda-rmoko3unaziy HHXHOUTOPH H aHAJIO3H HA AMWIIHH.
[IpyM 1BYAHEBHO NMPOYYBAHE HA 3APaBH YYACTHHLIM, CHTAIMITTHH, MPWIOXKEH CAMOCTOSTENHO,
NOBHIIIABA KOHLEHTpauuATa Ha akTHBHHA GLP-1, nokaTto MeTopMHH NPpHUNOXKEH CAMOCTOATETHO,
NOBMILIABA KOHLEHTpaLMATa Ha akTUBHHUA ¥ o0 GLP-1 B cxoaHa cTenen. EAHOBpEMEHHOTO
MPHJIAraHe Ha CUTArTIMIITHH H METQOPMHH HMa AJHTHEEH €(DEKT BbPXY KOHLUECHTPALMATE HA AKTHBHMA
GLP-1.

CUTarnMnTHH, 3a pa3iuka OT MeT(QOPMUH, NOBHIIIABA KOHLIEHTPAUMATA Ha akTHBHUA GIP.

Knunuuna egpuxacnocm u bezonacrnocm
KaTo uano, CUTarnkinTe noaodpasa rMUKEeMHYHHS KOHTPOJI, KOTATO CE M3II0JI3Ba KaTO MOHOTEparus

WIH KOMOMHHPAHO JIeUEHHE NMPH BL3PACTHH NALMEeHTH ¢ AHabet Tvn 2.

[Tpy KIHHUYHH H3MUTBAHKUA, CHTATJIMITTHH KATO MOHOTEparng nofo0papa rMUMKEMHYHHA KOHTPOJ CbC
3HAUHMTETHO HaManaBaHe Ha xemornobuH A lc (Haemoglobin A, HbA1¢) u rimoko3sara Ha riagHo d
cien xpaHeHe. Hamanseare Ha nnasMeHara rinoxo3a Ha rinaaHo (I11'T) e nabnrogaeaHo Ha 3-Ta
ceIMHLA - THPBAaTa BpEMEBa TOYKA, B koATO € u3MepeHa [1I'T. HabmonaeaHara uectora Ha
XHUMOTJIHKeMHs MPH MaliHeHTH, JIEKYBAHH ChC CHTAMNIMIITHH € noao0Ha Ha Ta3K, YCTAHOBEHa NPy
wrane6o. TeneCHOTO TErno He Ce € MOBULIWO CTIPAMO H3XOAHHTE CTOHHOCTH MPH JIEYCHHE ChC
cutarnunrud. Habnropasano € nonodpeHue Ha CyporaTHUTE Mapkepy Ha pYHKLIMOHUpPaHE Ha OeTa-
KJIeTKHTE, B ToBa 4Huc10 HOMA-B (XomeoctaszeH Moaen 3a oleHka-6era), ChbOTHOLIEHHETO Ha
POMHCY/IMH KbM HHCYJIHH H NMOKa3aTeJIMTE 3a PEaKTHBHOCT Ha OeTa-KieTKHTE NpH TecTa 3a
MTOHOCHMOCT MPH YECTO JaBaHE HA XpaHa.

[TpoyuBaHHs CbC CHTArJIMNTHH B KOMOHH ¢ METQOPMUH
[pn 24-cenMHuHO T1aLE00-KOHTPOJIMPAHO KIMHWYHO NMPOYYBaHe 3a OLICHKA Ha e(PHKACHOCTTA H
H6e3onacHoCTTa OT A00aBAHETO Ha cHTarnUNTHH 100 mg BeAHBXK AHEBHO KBM TEKYILIOTO JICUEHHUE C
MeT(OPMHH, CHTAIJIHIITHH OCHIYPABa 3HAYHUTETHO NMOJOOPEHHE HA MTHKEMHYHHUTE NTAPaMETPH B
cpasHeHHKe ¢ rauedo. [TpomaHara cipAMO U3XOABHTE CTORHOCTH HA TEJIECHOTO TErJIO € CXOAHA MPH
MALHEHTH, IEKYBAHH ChC CHTArMHNTHH cnpamo rauebo. [Tpu Toa npoyypaHe uMa nogobHa uecToTa
HA CJTy4ad Ha XMMOTNHKeMH, choOllaBaHa 3a MALUMEHTH, IEKYBAHH ChC CHTArIMNTHH WK nnauebo.
[Tpu 24-ceAMUYHO NAALIE00-KOHTPOIHPAHO (PAKTOPATHO AIPOYYBAHE Ha ITbPBOHAYAIHO JIEYEHHE, OT
cHTarnunTiH 50 mg aBa NbTH AHEBHO B KOMOUHALMA ¢ MeTdopMHH (500 mg win 1 000 mg 1 bTH
JIHEBHO) C€ MOCTHra 3HAYUTE/THO NOACOpEeHHE HA TNTHKEMHUYHHTE NAPAMETPH B CPaBHEIC.
MOHoTepanuu. HaMangBaHeTO Ha TENECHOTO TErno npu kKOMOMHALMATAa CUTATIMIITH 74
CXOAHO ¢ ToBa HabmogaBaHO NpH MeTGOPMHH CAMOCTOATENHO WIH TU1aLedO; HAME
M3XOJHHTE CTOHHOCTH NpPH MALKEHTH HA CHTAITIMATHH CaMOCTOATENHO. HYecToTaTs

€ CXO/1Ha cpel NIEKYBaHHTE IPyIIH.
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[IpoyyraHe b CUTATTHOTHH B KOMOMHAUNA ¢ METQOPMHH U CYADOHMTYDES

24-cenMHYHO N1AHE00-KOHTPOJIHPAHO KIHHUWYHO NPOYYBaHe € MUIaHUPAHO C LieJ OlieHKa Ha
edrkacHOCTTa H He3onacHocTTa Ha cHrarnunTuH (100 mg BeaAHBXK AHEBHO) NPUOABEH KbM
FIHMENTHPH (CAaMOCTOATENHO WM B KOMOHHauua ¢ mergopmui). Jlob6aBaHETO Ha CHTarIMITTHH KbM
[JIUMENHPHA B METHOPMHH, OCUTYPABA 3HAYUTENHO noaobpeHue Ha MMUKEMHUYHHTE NapaMeTpH.
[TauHeHTHTE, IEKYBaHHM ChC CUTATIMIITHH MMAT c1abo noBHUIeHHE Ha TenecHoTo Terno (+1,1 kg) B

CpaBHEHHE C TE3H, NOJTy4aBaiH miailedo.

[IpoyuraHe ¢hC CHTAMTHITHH B KOMOMHaUMA ¢ MeTdopMuH H PPARY aroHscr

26-ceAMHYHO LaLe00-KOKTPOJIMPAHO NMPOYYBAHE € MPEAHAZHAYCHO Aa OLEHH €(PUKacHOCTTa H
oesonacHocTTa Ha cHTaraMnTul (100 mg seaubx qHeBHO), nobaBeH KbM KOMOWHALIMATA Ha
MHOrIHTA30H H MeThopMHH. JJoOaBAHETO HA CHTArNTUITHH KbM NMHOTIMTA30H H METGOPMHH,
OCHTYpSBa 3HAYHTEHH NOACOPECHUA Ha rNMUKEMHYHHTE napameTpH. [IpoMaHaTa B TenecHOTO TErno or
H3XOAHO HMBO € MOoACOHA Ha Ta3M NPH MaLMECHTH, NEKYBAHH ChC CHTATTHITTHH, B CPABHEHHME C
maueto. Yectorata Ha XHINOTJIMKEMHS CBLIO € CXOOHA ¢ Ta3K HA NALMEHTHTE, JIEKYBAHH ChC
CHTAMTHITTHH WK nnauedo. |

[IpoyuBaHe Ha CUTArTMITHH B KOMOUHALHA ¢ METGOPMHH ¥ HHCYITHH

24-ceAMHYHO TUTaLIEO0-KOKTPOJUPAHO KTHHHYHO MPOYYBAaHE € MpeHA3HAYEHO Aa OLIeHY
edekTHBHOCTTA U Oe30nacHocTTa HA cHTarmumTUH (100 mg BeaAHLK AHEBHO) A00ABEH KbM UHCYJIHH
(npu crabunHa n03a 3a Haki-Manko 10 ceamuum) cbe win 6e3 MmerpopMuH (Hak-manko 1 500 mg). IIpu
NaLHeHTH, NpHEMAIlH NpeABAPHTENHO CMECEH HHCYIMH, CpeAiHaTa AHeBHa 1033 ¢ 70,9 U/aneBHo,
ITpu naLMeHTH, MpHEMALIH HECMECEH NMPEABAPHUTENHO {MEXMHEH/C NPOAB/DKUTETHO ACHCTBHE)
MHCYJIMH, CpeaHaTa AHeBHa ao3a € 44,3 U/nnesHo. JaHHuTe 0T 73% OT NallMEHTHTE, KOKTO ca
npHemMaiy MeTdOpMHH ca npeactaBeHH B Tabnuua 2. [lobaBaHeETO HA CHTArTMITTHH KbM HHCYJIHH
OCHI'ypfiBa 3HaYHTEJIHO NMoJOoOpEeHNe Ha IMUKEMHYHHTE napameTpy. HaMa 3HauMTeTHA NPOMAHA B
TEJECHOTO TErJIO CIPAMO U3XOAHOTO HUBO B BETE TPYIIH.

Tabauna 2: PeaysraTa 3a HbAlc npn nnaileﬁo-lcoﬂTponnpaﬂﬂ npoy4Banug ¢ KOMORHHEpPaHO
JiedeHHE CbC CHTATJIHIITHH B MeTpopmMun™®

[IpoyaBane TI:]?:;TH oo peaHa NpoMAHA Kopurnpana cnpsmo naanebo
NpAMO N3X0IHO HHBO | cpenHa npomsHa na HbA1c¢ (%)

3X0XH0 HHBO bA o/ o
HbAlc (%) HbA1lc (%) (95 % CI)

Curarauntus 100 mg
BEIHBX JHEBHO, 8,0 _0!71' _0’71',1:
nobapeH KbM TEKyLIA |

Tepanus ¢ (-0,8, -0,5)
MeTPOpMHUH"
(N=453)
Curarnuntid 100 mg
BCJIHBX NJHEBHO, —0,6-‘- -0,9.'.’1:
nobaBeH KbM TeKyILa 8,3
TEpanus ¢ rIHMENUpUa (-1,1, -0,7)
+ MeThOopMHH" _

(N=115)
CurarnuntuH 100 mg
BeIHbK JHEBHO A00aBeH 8.8 |
KbM TEKY1iia TEPAanus ¢ _127
NUOTIHTA30H + ’
MeTHOpPMHH

(N=152)
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Curtarauntsd 100 mg
Be/IHbXK AHEBHO, 100aBeH - 8.7 -0,78 0 5§*I
KBM TEKYLIA TEPATHA C ’

HHCY/IMH + MeThOPMHH™ | (-0,7, -0,4)

(N=223)

Hauanno neuexnune ] 8
(1Ba MBbTH JHEBHO): ’ |
CHTArMMUIITHH (-1,8, -1,3)
50 mg +
meTrdopMHH 500 mg
(N=183)

'1341. '1,61-’1

HavanHo neuenue (1Ba
ITbTH AHEBHO): 8.8 1.0 5 11,1
cUTaraMnTHH 50 mg + ? ’

meTdopmun 1 000 mg (-2.3, -1,8)

(N=178)

* [lonynauuaTa OT BCHYKH IEKyBaHH NMauHMEeHTH (intention-to-treat aHanus).

+ Hait-mankute cpeaHs KBaAPATH ¢a KOPHTHPAHU CIPAMO CTATYCA MPH MPEXOAHOTO
AHTHXHIECPIITHKEMHMHO JIeYeHHE W CTORHOCTTA Ha H3XOAHQ HHBO,

1 p<0.001 B cpaBHEeHHBE ¢ Mnauebo WK nauebo + KOMOHHHPAHO JIEHEHHE.

' HbAlc (%) Ha 24-Ta ceamuLa |

'HbA 1c (%) Ha 26-Ta ceaMuLA

§ Haii-MankuTe cpeiHH KBaJpaTH ca KOPUIrHpaHH 3a ynotpebara Ha HHCY/AHH NpH BU3UTA |
(npeaBapUTENHO CMECEH Cpellly HECMECEH MPEABAPUTETHO [MEKAHHEH WIH ¢ NIPOABIDKUTEIHO
neificTBHE]) ¥ H3XOAHATA CTOHHOCT.

[lpu 52-ceamMuuHO NMpoy4BaHe, CpaBHABAaLO0 e(pUKACHOCTTA M De30MacHOCTTa NpH A00aBsHe Ha
cararnunTiH 100 mg BeAHBK JHEBHO HIIM MUNMK3KA {CYJIPOHIWTYPEHHO NPOU3IBOAHO) MPH NMALIMEHTH
C HeOOBP MMHUKEMUYEH KOHTPOJI NPpH MOHOTEPANHA ¢ METGOPMHH, CHTAMJIMITTUH € NoA00OeH Ha
rJIMNH3KI npy noHmkasaHeTo va HbAlc (-0,7 % cpeana npomsaHa cripAMO H3XOAHHTE CTOHHOCTH
npe3 ceaMHLa 52, ¢be cpeaHa crofiHocT Ha HbA 1¢ oT npubnusurenHo 7,5% B aBere rpynu).
CpeaHara 1033 INIMNIM3K, H3MOJI3BaHA B rpynara 3a cpaBHeHHe € 10 mg AHEBHO KaTo NPHOIUIHUTETHO
40% oT nauHeHTHTE C& HYXKIAAT OT J03a INIHMH3KA <5 mg/AHEBHO N0 BpeME Ha npoy4dsaHeTo. Obaue,

- NOBCYC NALIHCHTH OT rpynara Ha CHTarJiiliTHH, OTKOJIKOTO B Irpynata Ha IJIMIIH3K/] Ca MNpeKbCHATH
nopajaH JIHNnca Ha edmxacnoc’r. [TauneHTHTE NEKYBAHH ChC CHTAITIMITTHH MOKA3BAT 3HAYHUTCITHO

CPEAHO NOHWKEHHE CNIPAMO M3XOAHHTE CTORHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHME Che
3HAYMTENIHO NOKAYBaHE HA TErJIOTO MPH NALMEHTH nomdy4Yaeanu raunusua (+1,1 kg). B Topa
NPOY4YBAHE, OTHOLUIEHHETO NMPOHHCY/HH KbM HHCYJIHH - Mapkep 3a €pEXTHBHOCTTA Ha HHCYJIHHOBHA
CHHTE3 H OCBODOXKJaBaHe, ce MoacOpABA ChC CHTArJIMITTHH Y CE BIOLLABA NPH JICHCHHE C IITUINH3HA.
HecroTara Ha XHIOTTHKEMHA B FPYNIAaTa Ha CHTArNMMNTHH (4,9%) e 3HaYMTEIHO NO-HUCKA OT Ta3U B

rpynara Ha raunusua (32,0%).

24-ceAMMY4HO 1M1aUe60-KOHTPONHPAHO KNIHHUYHO TPOYYBaHe, BKAo4Bauio 660 nauveHTH €
NpeAHa3HA4YEHO N1a OLCHH €PHKACHOCTTA BOAELIA A0 HAMAISBAHE HA WHCY/IHHOBHTE O3H H
6e3onacHocTTa Ha cHTaraMnTHH (100 mg BeAHBXK AHEBHO), KOraTo € fipHOABEH KbM HHCYJIHH
rnap>xuH cbue WiH 6e3 merdopmuH (noHe 1 500 mg) no speMe Ha HHTEH3HPHUUMPAHETO Ha
HHCYJMHOBATa Tepanud. [Ipu naupeHTH, npueMaind MeTgOpMHUH, H3xoaHaTa cToitHocT Ha HbAlc e
8,70% ¥ HauanHaTa no3a HHCyauH € 37 IU/aHeBHo. ITaueHTHTE ca HHCTPYKTUPAHH a TUTPUpaT
7103aTa CH Ha HHCYJIHH INap>KHH Bb3 OCHOBA Ha CTOHHOCTMTE Ha KPBbBHATA 3axap Ha rNaaHo.
nanMeHTUTE, [IpHEMaLli MeTPOPMHH, Ha 24-Ta cEAMHLIA, YBETHYABAHETO HA AHCBHATA JO¥
e 19 TU/nHeBHO NpH NaLMeHTH, TeKyBaHH CbC CHTATUNTHH U 24 1U/nHeBHO npu nauyépm
raueto. IloHmwxkapaneTo Ha HbA 1¢ npy nauyeHTH, T1eKYBaHH CbC CHTAIJIHITTHH, M€ & DAY .- . %ﬁ :31 \

BWHCYIMH € -1,35 % B cpaBHeHHe ¢ -0,90 % npn naumeHTH, NeKyBaHH ¢ niaiedo, M rEB v } :,:
MHCYAHH - pa3nuka ot -0,45 % [95 % CI: -0,62; -0,29]. YecToTaTa Ha XHNOrTHKEM u-\! "f.. ha !
NnalMeHTH, N€KYBAHH ChC CUTArIMNTUHH, METQOPMHH U HHCYIHH W 37,8% npu naumenTH "o
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nauedo, MeThOpMHH H HHCYNIMH. PaznukaTa ce Jb/DkKH OCHOBHO Ha MO-BHCOKHA MPOLICHT NALMEHTH B
rpynara Ha njaue6o, H3NUTAIH 3 WIK NOBeYe enH30Aa Ha Xunoraukemus (9,1 cnpamo 19,8 %). Hama
Pa3jiiKa B YECTOTATa Ha T€XKKa XMMOTIHKEMHS.

MetdopMHH

Mexanuzom na oeticmsue

MeTdopMHH € GUrBaHHAWH ¢ AHTHXHNEPTIINKeMHUEH edeKT, MoHkaBaul KakTo 6azannara, Taka H

NOCTNpPaHANANIBATA [JIIOKO3a B rU1a3MaTa. 10M HE CTHMYJIHpa HHCYJIMHOBATA CEKpELHA U

CJIEROBATENHO HE NPEAU3BUKA XHUITOTIHKEMMUA.

MetdopMuH MOKE a4 ACHCTBA MO TPH MEXaHH3MA:

- gype3 HaMaNsaBaHe NPOAYKLHATA Ha YepHoApobHa rmoKko3a ype3 HHxubypaHe Ha
rIOKOHEOreHe3aTa M IITHKOreHO IN3aTa |

- B MYCKY/IHTE, Ype3 YMEPEHO NMOBHIIABAHE HA HHCYJIMHOBATA YyBCTBHTEIIHOCT, NOAOOPABANKH
nepudepHOTO NMOEMaHE ¥ YCBOSBaHE Ha INTIOKO3a

- upe3 3abapaHe Ha abcopOumaTa Ha rMOKO3a B TBHKUTE 4EpBa.

MeTdopMHH CTMMYNIHPa BETPEKJIETHYHHA CHHTE3 Ha INIMKOTEH Ype3 Bh3ACHCTBHE BhpXY IIMKOreH

cHHTeTa3ata. MeThopMHH NOBHILABA TPAHCIIOPTHUA KafalyTeT Ha CTICUHHYHH BHIOBE MEMOpaHHH

TpaHcnoprepu Ha rioko3sara (Glucose transporters 1 and 4, GLUT-1 w GLUT-4). o

Knunwuna egpuxacuocm u bezonacrnocm

Ilpn xopaTa, HE3aBHCHMO OT ACHCTBUETO CH BhPXY IMTHKEMHATa, MeTPOPMHH HMa ONaronpHUATHH
e(eKTH BBPXY JUMHAHNA MeTabonu3bM. TOBA ce A0Ka3Ba NPH TepaneBTHYHH KOHLEHTPALHH B
KOHTPONHpaHH KIHHWYHY MPOYUYBAHHA CHC CPEAHA NMPOALDKHTETHOCT HIH OBJITOCPOYHH KIHHHYHH
npoyuyBaHMa: MeTGOpPMHH Hamanaga obuius xonecrepon, LDLc ¥ HuBaTa Ha TPHITIHHEPHAMTE.

ITpocnekTneHOTO panaomusnpaHo (UKPDS) npoyusane € ycTaHOBWIIO ABJITOCPOYHATA 110138 OT

MHTEH3HBHHS KOHTPOJI HA KPhBHATa 3axap NpH Axader TMn 2. AHAIH3BT HA pe3yJITaTUTE MpH

fTAlIMEHTHTE C HAJHOPMEHO TETJIO, JIEKYBAHH C METQOPMHH Clle] HEYCIIEX CAMO C IMETa MOKA3BAT:

- 3JHAYMTEJIHO HaMaleHHe Ha a0COMIOTHHA PHCK Ha CBbp3aHUTE ¢ a#adera yCa0KHEHHS B rpynara
Ha MeTdopMuH (29,8 cpbuTra/1 000 nalMeHTOroAHHKH) CNPAMO JHETA CAMOCTOATETHO
(43,3 cs6umHa/1 000 naunenToroaruu), p=0,0023 u cnpamo rpynure Ha KOMOMHaLMS CBC
cyndanunypes 1 MoHotepanua ¢ UHCYIHH (40,1 cbutud/1 000 naumenroroauun), p=0,0034

- 3HAYHMTEJIHO HaMalleHHe Ha aDCOIOTHHUA PUCK OT CBBp3aHaTa ¢ AHA0eT CMBPTHOCT: METHOPMHH
7,5 crouTug/1 000 naunenroroanHy, AHeTa caMocTosTenHo 12,7 cuburna/l 600
nauuMeHToroauHy, p=0,017

- 3HAYMTESTHO HAMaJIeHHe Ha abCOMOTHHA PHCK OT 0of11aTa CMBPTHOCT: METPOPMHH
13,5 cu6utua/1 000 nauueHTOroAHHHU cnpaMo aAuera camocToRTenHo 20,6 cxburna/1 000
nauuedToroAuHy, (p=0,011) u cnpamo rpynure komOuHKpaHa cyndOHUITypes H MOHOTEpanus
¢ yHCynuH 18,9 cubutua/l 000 naunenroroanuu (p=0,021)

- 3HAYHTE/THO HAMalIeHHe Ha aOCOMOTHHA PUCK OT MHOKAapAEH UHPAPKT: METPOPMHUH
11 ¢cubuTra/1 000 naudeHTOroHHHK, AneTa caMocroatTenHo 18 cuouTna/l 000
naupeHroroauHu, (p=0,01).

TECOS e panaomMusyupano npoyusale npu 14 671 naumedTy B intention-to-treat nomyauMsTa ¢

HbAlc > 6,5 10 8,0%, ¢ ycTaHOBEHO CHPAEHHO-CHAOBO 3a60/IABaHE, KOUTO IPHEMAT CHTATJIUNTHH

(7 332) 100 mg gHerHo (win 50 mg aneBHO, ako M3xoaHHTe cToHOCTH HA €GFR ca > 30 &

< 50 ml/mun/1,73 m? wnn miauebo (7 339), noGasenn kbM OOMYANHUTE rPHXKH CHITIACHO MECTHHTE
cranpapty 3a HbA Ic u chpaeuno-cbaoBu puckoBH dakrops. Mawentn ¢ eGFR < 30 mi/mun/1,73 m?
He Ca BKJIOYEHHU B npoyuBaHeTo. Micneasanara nomynauus Biovsa 2 004 nauueHTH Ha BB3pacT

> 75 roauHu H 3 324 naupenTH ¢ 6u6peuHo yepexaane (eGFR < 60 ml/mun/1,73 m?).

[To BpeMe Ha npoyuBaHeTo, o0LIaTa M34YHC/IeHa cpeHa pavidka (SD) B croitnocT
MexXAy MpynuTe Ha CHTarauMnTHH ¥ rauebo € 0,29% (0,01), 95 % CI (-0,32, -0,2

[TopBHYHaTa KpalHa TOYKA 1O OTHOLWIEHHE Ha CHPACYHO-CHAOBATA CHCTEMA € CRETHBHY

nosiBa Ha CHPASYHO-CHAOBA CMBPT, HedaTaleH MHOKapacH HHPapKT, HedaTane s\-u

XOCMUTAIM3ALHA NMOpaIH HecTaDMNHa cTeHoKapaua. BTOpHYHHTE KpakHH TOUKH\ROBTHC
bk
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ChPAEYHO-CBH/OBATA CHCTEMA BKJIOYBAT MLPBATA MOABA Ha ChPAEYHO-CHAOBA CMBPT, HehaTaneH
MHOKapAcH HHPAPKT UK HedaTaneH HHCYIT; TbPBATa NOABA Ha HHAWBHAYATHHTE KOMIIOHEHTH Ha
MLPBMYHATA CLCTABHA; O6La CMBPTHOCT H XOCTIMTANH3alUHH NOpaaH 3aCTOHHA ChbpACYHA

HCAOCTATHYHOCT.

Cnen npocneaBaHe ¢ MeIHaHa Ha MPOABJBKHTENIHOCT OT 3 NOAHHH, CUTArIMIITHH, HE NOBHILIABA
PHCKa OT TOJIEMH HEXENAHK ChPACYRO-CHAOBH CHOMTHS WIH PHCKa OT XOCTIHTA/IM3ALHMS NOPajH
ChpAeUHA HEJOCTATLYHOCT, KOraTo ce A00aBs KbM 00MUaHHTE rproKYU [TPH MALMEHTH ¢ quabet Tun 2
B CpaBHEHHE ¢ oOKuaiinyTe rprku 6e3 curaraunTuH (Tabnuua 3).

Tabanna 3: YecTorn HA KOMOHHHPAHHA CHPACYHO-CHAOBH PE3YATATH M HA KNHWY0BH BTOPHYHA

pe3yJITATH
HTAI/IHNTHH 1ane6o ,
100 mg |
(%) ectota [N (%) ectoTa |[Koednmment P-CTON-
a HAa HA PHCKA HOCTT
100 na- 100 na- |95% CI)
HEeHTO- INHEHTO-
oaann* rogHHa *
AHan3 B Intention-to-Treat nonyaanuaTta
Bpoii nanaenTH 332 7339
[IbpBRYHA CHLCTABHS Kpalina |
TouKA

(CrpaevHo-cbA0BA CMBPT,
HedaTalleH MHOKapaeH HHapKT,
HedaTaNleH HHCYIT WIH
XOCTIHTAIM3aLMA, Nopaau
ecTabDWIHa CTEHOKApAUsA) !339 (11,4) 4,1

OpHYHA CHLCTABHA KpaHua
oUKa
KCbpaeuHo-ChI0Ba CMBPT,
edaralcH MMOKapaeH HHQapKT

M HedaTaneH HHCYIT) 745 (10,2) 3,6
Eﬂqen pe3yaTaT
ICbpaedHo-CBA0Ba CMBPT 80 (5,2) 1,7

Beakakss BUA MHOKapAEH
mHpapkT (pataneH v Hedaranen)300 (4,1) [1,4

51(11,6)4,2

1746 (10,2) 3,6

366 (5,0) (1,7

316 (4,3) |1,5

0,98 (0,89~1,08)|<0,001

99 (0,89-1 ,10)i<0,001

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

0,95 (0,81-1,11)0,487

Beakaxkbe B HHCYNAT (daTaneH
1 HedaraieH) 178 (2,4) 0,8

OCNMUTATH3ALIHA NTOPAIH
ecTabunHa cTeHoKapaAus 116 (1,6)

183 (2,5) 0,9

129 (1,8) 0,6

0,97 (0,79-1,19)0,760

0,90 (0,70-1,16)0,419 I

MBPT MOPaaH BCAKAKBA
pPHYHHA I54’7 (7,5) R.5

OCMIUTANK3a1MS, NOPAIH
bpACYHA HEAOCTATLYHOCT 228 (3,1) [1,1

537 (1,3) R,5

229 (3,1) |1,1
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* Yectorara 3a 100 naueHTOroauBM € nauucieHa karo 100 x (obwua 6poit naumentu ¢ > 1 cuburne
110 BpEME Ha JOMYCTUMMS MEPHUO] Ha EKCTIO3MIMA cnpsAMo oO1us 6polt nauMeHToroiuHHu Ha
NPOCIIeAABAHE). |

t B13 ocHoBa Ha Mozien Ha Cox, cTpaTHGHLIMPaH MO PErHOH. 3a CbCTABHHUTE KpaHHH TOYKH, p-
CTOHHOCTHTE CHOTBETCTBAT HA TECT 38 HEHH(PEPHOPHOCT, ThpCelll Aa MOKAXKE, Y€ KOSPHIIHEHTHT Ha
pPHCKa € NO-MalbK OT 1,3. 33 BCHYKH APYTH KpaidHH TOYKH p-CTOMHOCTHTE CHOTBETCTBAT HA TECT 32

pazUKUTE B KOSPHLIMEHT Ha pUCKa.
1 ARanM3LT Ha XOCTIMTANH3ALMATA NOpaaH CHPASYHA HEAOCTATHYHOCT € KOPHTHPaH 3@ aHAMHE3a 3a

CbpACuHE HCAOCTATHBYHOCT HA H3XOJHO HHBO.

IleauaTpHuHa nonmynays

EsponeiickaTa areHuus no Jekapcreara ocBo00XKAaBa OT 3aJDKECHHETO 34 NPEeAOCTaBIHE Ha
PE3YATATUTE OT NPOYYBAHUATA C KOMOUHALMATA CHTAMIUITHH/MeTGOPMHH BbB BCHUKH NOATPYIH Ha
neAMaTPUYHATA MOMyNAlHA Che 3axXapeH auaber Tvn 2 (BXkK. Touka 4.2 32 HHPOPMALIMA OTHOCHO
ynorpeda B neauarpuaTa).

Be3onacHOCTTa U ePpHKaCHOCTTA NpU A00ABAHE HAa CUTATJIHIITHH NpH NeAHaTPHYHH NALMEHTH Ha
Bb3pact OT 10 10 17 ropunu ¢ guaber TN 2 ¥ HeaZleKBAaTE€H MMHUKEMHUYEH KOHTPOA Ha METQOPMHH, ChC
WIH 6€3 MHCYJIMH, ca OLIEHEHH B JIB¢ NPOYYBaHKUA 3a nepHoa oT 54 cenmuily. JlobapaHeTo Ha
CUTATJIMIITHH (NPHJIOXKEH KATO CHTATJTHMTHRTMETHOPMHH UNK CHTArNMHITTHH+METPOPMHUH ¢
yaspkeHo ocaoboxxnarane (XR)) e cpaBHeHo ¢ 100aBaHeTO Ha rauebo keM MeTQOPMHE HITH

meTdhopmuH XR.

Makap u za ce JEMORCTpHpa NPEBB3X0ACTBO M0 OTHOLICHHUE NOoHWwkaBaHeTo Ha HbA lc 3a
CUTArIMNTHH-+MeTQopMHH/ cHTarnunTHH+MeTgopMuH XR Hag MeTopMeH Ha cenqMuua 20 npH
cOOpHMA aHATHU3 OT TE3H ABE NPOYYBAHUA, PE3YJITATHTE OT OTAECNAHUTE NPOYUBAHHA CA HECHbBMECTUMM.
OcBeH TOBa, He ce HabnonaBa no-sucoka ePUKACHOCT HA
CHTarJIHImTHHHMeThopMHH/cHTarnunTRH+MeTdopMuH XR 8 cpasHeHHe ¢ MeT(hOpMHH Ha ceaMuLa 54.
CnenorarenHo, Merdopmakc KoMOH He TpaOBa 1a ce W3non3sa npu MeAWATPHYHH MailHEHTH Ha
Bb3pacT oT 10 no 17 roauHn nopaau HezoctaThuHa €PUKACHOCT {BXK. TO4Ka 4.2 3a uHPOpMaLIHA
OTHOCHO ynoTpeda B nNeAHaTpHATAa).

5.2 PapMAKOKHHETHYHH CBOHCTBA

Metdopmaxc XR Kom6u [IpoyusanusTa 3a 6HOEKBUBAICHTHOCT NPH 32IpaBH JOOPOBOILM ITOKA3BAT,
ye Mergopmake XR Kombu (curarnuntud Xxuapoxnopua/MeThOopMUHOB
XHOPOXJIOPHA)KOMOHHHPAHHTE TabNeTKH ¢a OMOEKBHBANIEHTHH Ha €XHOBPEMEHHO NMPHIOXKEHHTE
cuTarnunTuH gochar 1 MeTPOPMHHOB XHAPOXOPHU/ KATO OTAEIHH TabNeTKH.

CneaHure JaHHHU NOKa3BaT papMaKOKMHETHUHHTE CBOHCTBA HA OTJAC/IHMTE aKTUBHH BCILUECTBA HA

Metdopmake XR KoMOH.

CHTarnunTHH

Abcopbyus

Cnen nepopanHo npwioxeHue Ha no3a ot 100 mg Ha 3apasu 200poBONILM, CHTAITIMIITHR OBP30 Ce
abcopbupa, ¢ 1O0CTHraHe Ha MAKCHMAJTHH TUTA3MEHH KOHLIEHTpauuy (Meanana Tmax) 1 no 4 yaca cnep
NPWIoKEHHETO, cpeaHaTa rna3meda AUC Ha curarivnmil € 8,52 pMehr, Cmax 950 nM.
AbcomoTrHaTa OUHOHANTHYHOCT HA CHTArUITTHH € npubausuTento 87%. Toit kaTo MprueMaHeTo Ha
CHTArJIMITTHH €AHOBPEMEHHO ¢ Dorara Ha Ma3HWHH XpaHa He MOBJIHABA (papMaKOKHHETHKATA,
CHTAIJIMIITHH MOXKE J1a ce MpUnara cbe Wiy 0e3 xpaHa.

[TnazmeHaTa AUC Ha CHTArMOTHH ¢€ NOBHLLIABA NO 033 NMPONOpLMOKaneH HauuH. [o3a-
NMPONOPLIMOHATIHOCT HE € YCTAHOBEHA 38 Crax H Ca4uaca (Cmax ce noBuiliaga rnoseve oT J103a-
NPONOPLMORANHO, & Coguaca €€ YBEIMYABA MO-MANTKO OT N03a-NPONOPLHOHAIHO).

Paznpeodenenue \
Cpeanuar o6eM Ha pasnpeacncHUE B CTALMOHAPHO CBCTOSHHE CNEA €AHOKPAaTHA H \\
npunoxkeHa ao3a ot 100 mg cUTarnUNTHH Ha 3ApaBH YYACTHULIM € NPHOIH3NTENH E <\ \
b LR - 3
dpakuHaTa CUTArNMHNTHH 0OPAaTHMO CBbLP3aHa ¢ I1Ia3MEHUTE NPOTEUHHU € HUcKa (8 RSN \ B b
EYORYE S R
T ) / (o
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buompancgopmayusn
CHTarIHITHH ¢ €ITHMHHHPa OCHOBHO HETIPOMEHEH € YpHHaTa, a MeTaOOIM3MET € BTOPOCTENEHEH
nbT. [Ipubnusurento 79% or CHTArIMNTHH C& €KCKPETHPa HENPOMEHEH B YPUHJTA,

Cnen nepopanxa no3a [4Cleurarnuntun, npubansurenso 16% ot pagHOaKTHBHOCTTA C€ EKCKPETHpa
KaTo MeTaboauTH Ha CHTarTMNTHH. Ha HHUBO Cneiu ca YCTAHOBEHH LIECT METabONUTa, KOUTO HE Ce
OYaKBa /12 JONPHHACAT 3a IazMeHaTa DPP-4 nHxuOuTOpHA aKTUBHOCT Ha CHTArNIMITTHH. In vitro
MPOyYBAHUATA NMOKA3BAT, Y€ OCHOBHMAT CH3HUM, OTTOBOPEH 3a OrpaHHYCHHA MeTab0H3IbLM Ha
cutarnuntuH ¢ CYP3 A4, ¢ yuactiero ¥ Ha CYP2CS.

In vitro naHHHTE NOKA3BaT, Y€ CHTAIIMIITHH He € HHXHOHTOP Ha CYP H30eH3UMHTE CY'P3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He e uHpyxTop Ha CYP3A4 u CYP1A2,

Enumunupane
Cnea npuiokeHHe Ha nepopaiHa a03a [*CleurarniunTii Ha 34paBH YYaCTHHLH, IPHGIH3HTENHO

100 % ot npunoxeHara paaHOaKTUBHOCT e eTHMHHHpa ¢ pekanuute (13%) win ypunara (87%) no
eqHa CeAMHLA CICA NPHNOKEHHETO Ha Ao3aTa. [IpuBHAHNAT KpaeH t» cnen 100 mg nepopanHa 1033
CHTArJIMITTHH € npuban3uTesno 12,4 vaca. CHTarmMITHH C€ HATPYNBa CAMO B MUHMMAJTHA CTENEH Npu
MHOTOKPATHO NnpuiokeHHue. bropeunuaT knupbHe e npubnusurento 350 ml/Mun.

EnMMHHMPAHETO HA CHTAMIMITIMH C& H3BBPLIBA OCHOBHO Ype3 H1OpeyHa eKCKpelus ¥ BKIKUBA
aKTHUBHA TyOynHa cekpetiua. CHTarMMNTHH e cyOCTpaT Ha YOBEIIKH OpraHH4YeH AHHOHEH TPaHCTIopTep
-3 (Human organic anion transporter-3, hOAT-3), koifro Mmoxe 61 yuacTea B 650peuHOTO
e/IMMHHHpAHE Ha cHTarnuiTuH. KnuHnyHoTO 3Hauerne Ha hOAT-3 B TpaHCnopTa Ha CUTAIJIMIITHH HE
€ ycTaHOBeHO. CHTarIMITHH € cyOCTpaT K Ha p-ITHKOMPOTEHH, KOWTO MOXe OH y4acTBa H B
MeIHUPAHETO Ha 6HOPeYHOTO eNMMUHHPAHE HA CUTATIUNTHH. B ¢hLIOTO BpeMe LMKIOCNOPUH, €AHH
P-TITHKONPOTEHH HHXHOMTOP, HEe HaManaBa 6BLOpeYHHA KIHPLHC HA CHTAarNIMNTHH. CUTarJIMATHH HE €
cyberpar Ha OCT2 win OAT]1 unu PEPT1/2 rpancnoprepure. In vitro cUTarnmunTUH He NOTHCKA
OAT3 (IC50=160 puM) nau p-rnukonporedna (no 250 uM) MeanHpaHus TPaHCIIOPT B TEPANEBTUUHO
peNeBaHTHH IIa3MEHH KOHLEHTpalUHH, [IpH KIHHHYHO MPOYYBAaHE CHTArIMITTHH HMa MaNbK eeKT
BBPXY [U1A3MEHHTE KOHUCHTPALUH Ha AUTOKCHH, KOETO NOKAa3Ba, Y€ CUTAITIMITTHH MOXe Ja € cnab
HHXHOUTOP HA P-TIIMKOMPOTEHUH.

X apaxmepucmuxa npu nayuesmume
(dapMaKOKHHETHKATA Ha CHTAMIMNTHH € KaTO LAJIO CXOIHA TIPK 3APABH YYACTHHLM K NALIHEHTH C
nuader TUN 2.

bvbpeuno yepeocoane

[1poBeaeHO € OTKPHTO NMPOYYBAHE MPH SIHOKPATHO NPHIOKEHHE 3a OLICHKA HAa (papMAaKOKHHETHKaTa
Ha HaMaJIeHa f03a cHTarunTHH (30 mg) npy nalMeHTH ¢ pa3iMiHa CTEIEeH Ha XPOHHYHO OBOpeyHo
YBpEXKIAHE B CPaBHEHHE CBC 3APaBH KOHTpONu. IIpoyuBaneTo BKIOYBA NauHeHTH ¢ 6u6peuno
YBPEXKIAHE B JICKA, YMEPCHA WIH TEXKa CTEMNEH, KakTo # nauveHTH ¢ ESRD Ha xemoauannia. OceeH
TOBA4, epekTHTE Ha 6BOpEeHHO YBpexaaHe BbpPXY PapMaKOKHHETHKATa Ha CHTAIJIMITTHH ITPH Nal{HEHTH
¢ Auadet Tun 2 ¥ OBLOpeuHo yBpeXKIaHe B JIEKa, YMEPEHa WIH TExXKa cTencH (BkmounTenHo ESRD), ca
OLIEHEHH Ype3 NOMyJaUHOHHK hapMaKOKMHETHYHH AHATH3H.

B cpaBHEHHE CBC 3ApPABH KOHTPOIH, I1asMeHaTa AUC Ha CHTAr/IMITTHH C€ NMOBHIUABA NPHOIH3IUTENHO
1,2 rbTH NpH nauueHTH ¢ 0B0peuHo yBpexaane B neka creneH (GFR > 60 no <90 ml/mun) u
CBOTBETHO 1,6 MLTH NpH NauMeHTH ¢ 6BOpeyHo yBpexknaHe B ymepeHa creneH (GFR > 45 no

< 60 ml/MuH). TBi karo pa3MepbLT Ha NMOBHILEHHETO HE € KIIMHUYHO 3HAYHM, HE ce Hanara
KOPHUrUpaHe Ha A03aTa NPH TE3H NALMHEHTH.

[Thasmenara AUC Ha CHTarmHNTHH ¢e NoBUlNaBa NPpUOIM3HTENHO 2 METH NPH N
yBpexnaHe B ymepena creneH (GFR > 30 no < 45 ml/mun) n npubausurenso 4
O0b0OpeuHo yBpexxaaHe B Texkka creneH (GFR < 30 ml/mMun), BKIOYMTENHO nauye
xemoamnanusa. CHTArJHITHH ¢€ OTCTPaHABa YMEPECHO NpB xeMoananyisa (13,5 % %
X€MOAMAJIM3HA CECHA 3anouBania 4 yaca clieA NpHIOKEHHETO).

VBT
18 N
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Heproopobro yepexcoane

He e HeoOxoaHMa KOPEKLIMA Ha A03aTa CHTATJIMITTHH NpH NMALUEHTH € JIEKO HIH YMEPEHO
yepHoApoOHO yBpexaaHe (ckop no Child-Pugh <9). HaMa xnnH1ueH ONMT NMpH NALHEHTH ¢ TEXKKO
yepHoapoOHO yBpexaaHe (ckop no Child-Pugh > 9). B cpimoro Bpeme, Thit KATO CHTAMIHITTHH Ce
eIHMHUHHPA OCHOBHO 4pe3 OB0peunTe, HE ce 04aKBa TEKKOTO YEPHOAPOOHO yBpexAaHe na MOBJHRe
BLPXY ¢apMaKOKHHETHKATA HA CUTATJIKITTHH.

Cmapuecka eb3pacm
He ce nanara KopekLUMs Ha 103aTa B 3aBUCHMOCT OT Bb3pacTTa. B3 0OCHOBa Ha Moy iauHoHEH

¢apMaKkoKHHeTHUYEH aHaK3 Ha aaHHM oT (Pa3a [ u @aza I, Br3pacrTa He 0Ka3Ba KNIHHHYHO 3HAYHM
edexT BHpXY HapMaKOKHHETHKATA HA CHTArNIMITTUH. Y4acTHHLIMTE B cTapyecKa Bb3pact (65 no 80
roaMHH) UMaT npubnusuTenHo 19% no-BHCOKM M1a3MEHH KOHLIEHTPALIHHA Ha CHTATTTHIITHH B
CPABHEHHE C NO-MJIAIM YYACTHHLIA,

Ieduampuuna nonyaayus
(DapMaKOKMHETHKATa Ha CHTArIMNTHH (eaquHHYHa no3a 50 mg, 100 mg nnu 200 mg) e uscneapaHa

MpH neJHaTPH4YHK naumeHTH (Ha Bb3pact ot 10 10 17 ropuuu) ¢ anaber tvn 2. I1pn Ta3n nomynauus,
AUC Ha CHTarTHITHH B IU1a3MaTa, KOpMIrHpaHa cipaMo Jo3ara, € npubausurenno 18 % no-Hucka
OTKOJIKOTO [MPH BBb3PACTHH NAaUMEHTH ¢ Anabet Tun 2 npu ao3a 100 mg. He ca nposexaanu
MpOYYBaHHs CbC CUTATMITTHH MPH NEAUATPHYHH NAaLMEHTH Ha BB3PacT < 10 roguHHu.

Lpyeu xapaxmepucmuxu na nayuexnmume

He ce Hanara KOpeKLHd Ha 103aTa B 3aBUCHMOCT OT 1OJ, paca WM HHAEKC Ha TenecHa Maca (BMI).
Tein xapakTepHCTHKHM HAMAT KIHHAYHO 3HAYUM edeKT BbpPXY rapMaKOKHHETHKATa HA CUTATIIHIITHH
cnopea KOMOMHHpaHKs aHalu3 Ha PapMaKOKHHETHYHHTE JaHHH oT (Pa3za | U nonyialHoHeH
(papMaKOKHHETHUEH aHaNW3 Ha JaHHH ot Pa3a | 1 Qaza Il

Metdopmun
Abcopbyus
Crnen nepopanHa no3a Ha TabsieTka ¢ yIBDKeHO 0CcBoDOKAaBaHe abcopOuusATa Ha MET(POPMHH ce
3a0aBs 3HAUUTE/IHO B CPaBHEHHE C Ta3M Ha JicKapcTBeHaTa dopma ¢ HezabaBHO 0CBODOXKIaBaHE H
Tmax ce noctura Ha 7 yac (Tmax 3a rabnerkure ¢ He3abaBHO ocBOOOXKAABaHE € 2,5 yaca).
AGcomoTHaTa 6HoRaATHYHOCT Ha TabsieTka MeTdopMuH 500 mg e npubnansurenHo 50-60 % npu
3npaBy yuacTHULK. Cnen nepopanHa go3a, HeabcopbupaHara dpaklHs, OTKpUTa BbB ekanunre e 20-
30 %. |

B cTaliMoHapHO CBCTOSIHHME, NOAOOHO Ha ¢opmaTa ¢ HesabaBHO ocBoOOkAaBaHe, Cmax H AUC He ce
yBEHYaBaT MPONOPUHOHAIIHO Ha npwioxeHaTa no3a. AUC cnen eHOKpaTHO NepopanHo
npunoxerHe Ha 200 mg mergopMiuH TabneTKH ¢ yABLDKEHO OCBOOOKIaBaHe € Noo0Ha Ha Ta3H,
HaOmoaaraxa ciien npunoxenue Ha 1000 mg merdopmun Tabnerku ¢ HesabaBHO ocBobokKNaBaHe 1Ba
TbTH AHEBHO,

HurpacybekrHara Bapuabunroct Ha Cmax u AUC Ha MeTQOpPMHH ¢ yOb/DKEHO 0cBODOKAABAHE €
CpaBHHMa ¢ Ta3y, Habmoaasara npy TabneTkure ¢ He3abaBHO ocBOOOKRaRaHE Ha METHOPMHUH,
Korarto Tabnerkara ¢ yapbkeHo ocBoOoXKAaBaHe ce npiiara Ha rnaaHo, AUC Hamanssa ¢ 30%
(kakTo Cmax, Taka 4 Tmax He ce NOBNHABAT).

Cpennara abcopOuus Ha MeTPopMuH OT opMaTa ¢ YIB/DKEHO OCBODOXKIaBase MNOYTH HE CE NMPOMEHS
OT CHCTABA HA XpaHarTa.

He ce HaGmogaea KyMynHpaHe cnel MHOrOKpaTHO npunoxerue Ha 1o 2000 mg MeTdopMHH moa
dopMara Ha TabNEeTKH C YOBIDKEHO 0cBOOOXKAaBaHE.

Cnea eqHOKpaTHO MIEPOPATHO NPUIICKEHHE Cle/l HaXpaHBaHe Ha eaHa Tabnerka ot 1000 mg
MeT(OPMHH C YAB/DKEHO OCBOOOKIABAHE, C€ MOCTUra CpeiHa MaKCHMAITHA TUTa3MeHa KOHLE
ot npubnausurento 1170 ng/ml cec cpeano speme ot 6,75 yaca (ananazoH ot 4 ao 12
Koraro rabneTkara ¢ yasnkeHo ocsobokaapane ot 1000 mg ce npunara ciien Haxp
noeumasa ¢ 62% (Tmax ce yab/pkasa ¢ okono 2 yaca, HO Cmax He ¢€ MpoMeHs 3Ha

PL/H/0726/002-003/R001
19




Paznpeoenenue

CBBp3BaHETO ¢ MIa3MEHHTE MPOTEHHH € HE3HauYHTeIHO. MeT§opMHuH ce pasnpeliens B €pUTPOLMTHTE.
KpBbBHHAT MTHK € MO-HUCHK OT IU1a3MEHHSA MUK H C€ NOABABE NPUHONH3HTEIHO MO CHILOTO BpEME.
YepseHHTe KPBbBHH KIETKH Hal-BEPOATHO MPEICTAB/ISBAT BTOPHUECH KOMIIAPTHMEHT Ha
pasnpenenenre. Cpeaunst Vd sapupa mexay 63 — 276 1.

Buompancgopmayun
MeTtdopMHH ce eKCKpeTHpa HenmpoMeHeH B ypuHarta. Ilpu xopaTta He ca yCTaHOBEHH METaboNHTH.

Enumunupane

B1rOpeuHnaT KIHpbHC Ha MeTdhopMuH e > 400 ml/mun, koeTo nokassa, ye METOOPMHH Ce eTHMHHHPA
ypes rnoMepyiHa punrpauus M TyOynHa cexpeuns. Cnen nepopanHa 103a, IPUBUHHAT TEPMHHANEH
eIMMHHALIHOHEH TTOTYXHBOT € npubnuzurenHo 6,5 h. Korato 6u0peuynara pyrkuus e yspeneHa,

616 peyHHs KIMPBHC Ce HaMansaBa B CHOTBETCTBUE ¢ TO3H HA KPEaTHHHHA H CJIEN0BATENHO
ENHMHHALHOHHHUAT NMOAYKHMBOT CE€ YAB/DKABA, KOETO BOAH 10 MOBULIEHH HUBA HA METGOPMHH B
IJ1a3MaTa.

5.3 IpeaxIHHHYHH JaHHH 32 6e30nacﬂué'r

He ca npoBexaaHy Npoy4YBaHMA BbPXY UBOTHH ¢ Merdopmake XR KombOh.

Ilpu 16-ceaMHYHM NpOyU4BaHHSA, B KOMTO Ky4eTa ca TPETHPaHH! UITH ¢ METHOPMHUH CAMOCTOATETHO WIH
¢ KoMOMHaLMA OT MeTdOPMHH H CHTArJIUIITUH, He € HabMIoaBaHa JOITBJIHUTETHA TOKCHYHOCT OT
xoMOuuauuaTa. NOEL B Te3an npoyuBaHus ce HaOM0Aapa NPY €KCIIO3MLMA HA CHTarJMITHH
NPUONUZNTENHO 6 ITHTH NO-BUCOKA OT Ta3H NPH XOPa H NPH €KCNO3HIHA Ha MeTHOPMHH
NPUONU3UTENHO 2,5 MHTH NMO-BHCOKA OT TA3H IPH XOpA.

CnenHuTe JaHHH €4 HAXOAKH NP NPOYUBAHHUA NMPOBEAEHH CbC CHTATIMIITHH WX METHOPMUH
CaMOCTOATENHO.

CuvTaraunTHH

BrOpeuHa u uepHoapobHa TOKCHYHOCT ¢e HabaoAaBa NpH rpyu3ayuy NMpH CTORHOCTH H& CHCTEMHA
€KCNO3HLHA 58 MBTH NO-BUCOKH OT HHBOTO HA €KCTIO3HLIMATA MPH X0pa, a HUBOTO 0e3 eekT ¢
onpeaesieHo Ha 19 mpTH NO-BHUCOKO OT TOBA NPH XOpa. AHOMaNHU Ha pe3uUTe ce Habnaapar npu
IUIbXOBE ITPU HUBA Ha eKCMO3ULMA 67 NBbTH NNO-BHCOKH OT HUBOTO HA KJIMHHYHA €KCNO3ULIUA; HUBOTO,
Oe3 edexT npu Tasu Haxoaka € 58 MbTH NO-BUCOKO, CBITIACHO pe3yATaTHTE OT 14-cenMUYHO
Npoy4YBaHe NPH IUTbXOBE. 3HAYCHUETO Ha TE3W HAXOAKH NPH XOpa HE € H3BECTHO. TPaH3NTOPHH,
CBBP3aHM C JICHEHHETO GPHIHIECKH TIPOABYU, HAKOH OT KOMTO Npeanoarat HalHuHeTO Ha
HEBPOJIOTMYHA TOKCHYHOCT, KaTO JAHllaHe C OTBOPEHA yCTa, CATMBALKA, eMe3UC Ha Oana naHa,
aTakcHi, TpenepeHe, HaMaJleHa aKTHBROCT W/WIH U3rbpOeHa 1o3a ce HabJMIoAaBaT NPH Ky4eTa NpH
HHBA Ha €KCNO3HLHA NpHOAM3HTENIHO 23 NBTH O-BHCOKH OT HUBOTO HA KJIMHHYHA €KCIIO3ULIMA.
OcBeH TOBa, MHOTO JIEKa A0 JIEKa KOCTHO-MYCKYJIHa AereHepaLms ce HaOmoaaBa U XHCTOJIOTHYHO MpH
H03H, BOACILH 20 HHBA HA CHCTEMHA €KCNO3ULINA NPUOTHIUTENAHO 23 THTH T0-BHCOKH OT HHBOTO Ha
eKCIIO3UIINA pH Xopa. [Ipu Tean pesysrrath, HUBOTO 6€3 eeKT € MpH EKCMO3HULIMA 6-KpaTHO No-
BMCOKA OT HHBOTO Ha KJIHHUYHA €KCHO3MULHAL |

CHUTarTMNTHH He NMOKa3Ba FreHOTOKCHYHOCT B X014 Ha MpeAKIHHHYHHU npoyyBaHHa. CHTArIMTHH He e
KaHLeporeHeH Npu MUIIKH. [Tpu ruibXxoBe HMa NMOBHIIIEHA YECTOTA HAa YePHOAPOOHH aIECHOMU H
KapLIMHOMMU NPH HUBA HA CHCTEMHA EKCTNIO3HUHA 58 MBTH NO-BUCOKH OT TE3H NpH Xopa. TeH KaTo €
YCTAHOBEHO, Y€ XeNaTOTOKCHYHOCTTA KOpEJHpa ¢ HHAYUHMPAHETO Ha yepHOApoOHa Heornasus npM
[UTXOBE, Ta3H MOBHILUEHA YECTOTa HA YEPHOAPOSHH TYMOPH NPH TUTBXOBETE € BEPOATHO BTOPHUHA,
BCIIEACTBHE HA XPOHUYHA XENAaTOTOKCHYHOCT ITPH Ta3H BHCOKa f03a. [lopanu BucoKaTa
6e3zonacHocT (19-nbTH No-BHCOKa NpY TOBa HUBO 0€3 e(eKT), TE3H HEOIUIACTHYHH T
CYMTAT pEeJIEBAHTHH 3a XOopa.

- :-""i .i

He ca Ha0monaBaHH CBBpP3aHH C JCYECHHETO €PEKTH BLPXY (EpTHIHTETA NPH 2
UTBXOBE MOMYYHIH CHTAIVIKITTHH NPEIX H 10 BpeMe Ha YH(TOCBaHE. N
./
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[1pu mpoyuBaHe BLPXY Mpe-/MOCTHATATHOTO PA3BUTHE HA MIILXOBE CMTAMITMIITHH HE NOKA3BA
HEXXEJIAHH PeaKLIuH.

[TpoyuBaHKATa BLPXY pEIPONYKTHBHATA TOKCHYHOCT NOKA3BAT HATWYHETO HA CBBLP3aHa C JIEYEHUETO,
JIEKO YBEIHYEHA 4eCTOoTa Ha MandopMaluK Ha pebpara Ha deTyca (nUNCBaLLK, XHNONMNACTHYHM U
niasay pedpa) rnpH NOKONIEHHETO HA NABXOBE NPH HMBA HA CUCTEMHA EKCNIO3HUMKA NOBEYE OT 29
ITbTH NO-BUCOKH OT TE€3W Npu xopa. TOKCHYHOCT Ha maiikaTa ce HabnoaaBa Npy 3aiiuM npu HUBa
noBeve OT 29 MLTH NO-BUCOKH OT HKUBATAa Ha €KCNO3MLMA NpH Xopa. [lopaau BUcokaTa rpaHKLa Ha
©€30MacHOCT, Te3M HAXOAKH HE MpeanonaraT CbLIECTBYBAHETO HA CHOTBETEH PUCK 32
penpoadyKTHBHOCTTaA NpH Xopa. CHTarJUITHH C€ CEKPETHPA B 3HAYMMH KOJIMYECTBA B MJIAKOTO HA
NAKTHpaUIM ITBXOBE (OTHOLUEHHE KbpMa/nnasma: 4:1).

MeTdopMKHH

[IpeaknuHHYHKHTE AaHHM 33 METHOPMHUH HE paskpuBaT ocobeH puUcK 3a xopara Ha GasaTa Ha
'KOHBEHUHOHA/IHH (PapMaKOJOTHYHH MNpoy4YBaHHA 3a 6€30MacHOCT, TOKCHMHOCT IPH MHOTOKPATHO
[punaraHe, reHOTOKCHYHOCT, KAPLUMHONEHEeH MOTEHLMAN, peNnpPOAYKTHBHA TOKCHUYHOCT.

6. GAPMAIIEBTHYHHA JAHHHA

6.1 CnHcbk HA NOMOLIHETE BeLIECTBA

Cnoi METQOPMHH C YABIKEHO 0cBOOOKAABAHE
XUnpomenosa
MarHesues ¢reapar

NoH cUTaraunTUH ¢ He3abaBHO OcBOb Ok AaBaHE
Kanuues xunporex dpocar
MukpoxpHcTanHa nenaysiosa
Hatpues creapnn ¢pymapar
KpockapMenosa HaTpuii

PunmMoBo nokputHe — Onaapaii 11 opawkes (3a xoHueHTpaima 100 mg/1000 mg)
HacTUYHO XUAPONU3HpaH NOJIU(BUHHUIOB a1KOXOJ)

Turanos ouoxkcun (E171)

Maxporon 4000

Tank |

vt seneseH okcua (E172)

HepseH xeneseH okeua (E172)

Ouamoso nokpurue — Onanpaii 11 641 (8 konueHTpauus 50 mg/1000 mg)
[Toau(BUHWIOB anKOX0.)
TuranoB auokeua (E171)

Makporon 4000
Tank

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

3 roaAvHH

6.4 Chnennanum yc10BHS Ha ChbXpAHEHHE

Ja ce cvxpanaBa noa 25 °C.
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0.5 Bua M cbabLpPKAHME HA ONAKOBKATA

PVC-PVDC/Anymuniesu 6nuctepn
Onakosku no 14, 28, 30, 56, 60, 98, 112, 180 unu 200 TabneTku ¢ M3MEHEHO OCBOBGOXIABAHE.

He BcHuKH BMAOBE ONAKOBKH MoraT Aa ObAaT IMyCHATH Ha nasapa.

0.6 Cpeusanuu npexnas’HR MepKH NPH HIXBLPJIsIHe H paGoTa

Hensnon3BaHWAT lekapCTBeH MPOMYKT WM OTIIAIbYHUTE MATEPHAIH OT Hero TpAGBa fa ce H3XBBPIIAT
B CbOTBETCTBHE ¢ MECTHHTE H3MCKBAHUSA.

7. HPHTEXATEJI HA PAPEIHIEHHETO 3A YIIOTPEEBA

- Tesa ®apma EAJ]

yh. ,,Jioba Benunukosa™ Ne 9, rp. Codua 1407

bunrapus

8. HOMEP(A) HA PA3SPEIIEHHETO 3A YIIOTPEBA

Metdopmake XR Kom6u 50 mg/1 000 mg — per. Ne 20220177
Merdopmake XR Kom6u 100 mg/1 000 mg —per Ne 20220178

9. JOATA HA ITBPBO PA3PENIABAHE/TIOTHOBSBAHE HA PA3SPEINEHHUETO 3

YIIOTPEBA

Hata Ha mbpBO paspewarane: 16.06.2022 r.
Hata Ha moclegHO NOOHOBABAHE:

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

PL/H/0726/002-003/RO01
22




