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2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Bcaka tabeTka ChAbpKa CHTAMIMITHH XHAPOXJIOPHI MOHOXHAPAT, EKBUBAICHTEH Ha 50 mg
CHTarnunTuH (sitagliptin}, u 850 mg merdopmunos xuapoxnopua (metformin hydrochloride).

Bcesaka tabneTka cbhabpKa CHTATTHIITHH XUIPOXJIOPUA MOHOXHIPAT, EKBUBATIEHTEH Ha 50 mg
CUTArMAOTRH (sitagliptin), u 1 000 mg MeTdopMHHOB XUApOXNOpuA (metformin hydrochloride).

3a NbJAHHA CIMCHK HA MOMOLIIHUTE BEINECTBA BHXKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA
dunmipana Tabnerka.

Metcurnerax 50 mg/850 mg dunmupanu Tabnerks:
Opanny, IBOHHOH3NBKHANK PO30BH puamupaHu Tabnetky, ¢ BTsGHaTo penedHo o3HaveHHe ,,850° ot

€HaTa CTpaHa.
Hbmxunara Ha rabnetkara e mexuay 19,9 u 20,4 mm, a wrpuHaTa € Mexay 9,7 1 10,2 mm.

Mercurnetux 50 mg/1 000 mg dunamMupann TabneTku:

Obanny, RBOHHON3NbKHANHK YepBeHH PuaMupany Tabnetky, ¢ BTLOHATO penedHO o3HaueHUE ,, 1000 oT
€AHAaTa CTpaHa.

AbixuHara Ha TabneTkara e Mexay 21,1 u 21,6 mm, a wnprHaTa e Mexay 10,3 u 10,8 mm.

4. KJIAHHYHHU TAHHHU
4.1 TepaneBTHYHM MOKA3ZAHHA

[1py BB3pacTHU NMALUEHTH ChC 3axapeH quaber tun 2:

MeTCHIIETHK € MOKa3aH KaTo XOMBbJHEHHE KbM JHETa U YIIPaKHEHHA 3a NoJ00psaBaHe HA MTMKeMHUYHUS
KOHTPOJI IPH NMaLNEHTH, IIPH KOKXTO HE € [TOCTUTHAT 3a[A0BOJUTENEH KOHTPOI ¢ MAKCHMANTHATA MOHOCUMA
3a TAX 1038 METPOPMHH CAMOCTOATEHO WM KOMTO BEYe Ce JIEKYBAT ¢ KOMOHHALMS OT CUTATJIMNTHH X
METPOPMHH.

MeTcHuIneTHK e nokasaH B koMGuHaLud cbe cyndanunypeliHi Npou3BoaHH (T.e. TPOHHO KOMOHHNPaHO
JIEYEHNE } KATO JOMBIHEHHE KBM AHETa U YIIPAXKHEHH MPH MALMEHTH, IPH KOUTO HE € IIOCTHIHAT
3aJI0BOTUTENICH KOHTPOJ C MAKCHMAIHATA [TOHOCHMA 3a TAX A03a METQOPMHUH H CyndaHUITy




MeTCHITIETHK € ITOKa3aH KaTo TpoHHO KOMOHHHPaHO JIeYeHHE C NEPOKCH3OMEH POandepaTop-aKTHBHPaH
peuentop rama (PPARY) aronuct (1.€. THa30MHAHHANOH) KAaTO ACMBIHEHHE KbM JHETA H YIIpaOKHEeHHA
[IPH HNALHEHTH, IPH KOUTO HE € NOCTHIHAT 3aJ0BOJIUTE/ICH KOHTPOA ¢ MAKCUMATHATa [TOHOCHMA 33 TIX
no3a merpopmue 1 PPARY aronucr.

MeTCHITIeTHK CBILO € MoKa3aH KaTo AobabBka KbM HHCY/IHH (T.€. TPOiHO KOMOHHMPAHO JIeYeHHe) 3a
AOITbJIHEHHE KbM JIHETATa H YIIPAXHEHHATA 33 NoA0OpABaHE HA ITTHKEMHUYHHA KOHTPOJ ITPH ITALHEHTH,
KOraTo NMocTOsHHATa N03a HA HHCYJIHH H MeTQOPMHH CaMOCTOATENHO HE OCHIYpsABa aJeKBaTeH
IIHKEMHYEH KOHTPO.

4.2 J[Jo3upoBKa H HAYHH HA NMPHIOKEHHE

EOBHEOBI{H

Jo3KpoBKaTa HA AHTUXUINEPIIIMKEMHYHOTO JevueHue ¢ MeTcurneTuk Tpabsa 1a 6bA¢ MHAUBHYaTH3UpaHa
Ha 6a3aTa Ha HACTOSAIUMS PEXHM Ha NauMeHTa, ePeKTUBHOCTTA H TOJIEPAHTHOCTTA, KATO HE CE NpeBHIIaBa
MAKCHMa/HaTa npenope4BaHa AHeBHa n03a oT 100 mg cuTarnunTHH.

By3pacmnu c nopmanna 6vbpeuna gpyuxyun (GFR 290 mi/miun)

HEH HNAUHEHTH, [IDH KOUTO HE € TIOCTHTIHAT 3aN0BOJIUTEEH KOHTPOJA ¢ MAKCHMAJIHATA [TIOHOCHMA 034

MeTGOPMHUH KATO MOHOTEDANHA

[1py nauueHTH, IPH KOUTO HE € TIOCTUTHAT 3a0BOJIATENIEH KOHTPOJ ¢ MET(HOPMUH CaMOCTORTENHO,
oOHyaliHaTa HayanHa fo3a TpA6Ba Ja A0CTAaBH A03a CHTArNIMNITHH B no3a 50 mg aea meTH AHeBHO (100 mg
obLIa AHEeBHA [03a) IUIKOC J03aTa METGOPMHH, KOATO BEYE € NpHEMaHa.

[IpH MaN¥EeHTH, XOHTO TPEMHHABAT OT €AHOBPEMEHHO NPUIAraHe Ha CHTATJIMITHH U MeTdOpMHH
[Ip1 nauMeHTH, KOUTO MPEMHHABAT OT EAHOBPEMEHHO NPUJIaraHe Ha CHTArJIMNTHH ¥ MET(HOPMHH,
neveHHeTo ¢ MercuraeTrk TpaGBa aa ce 3anoYyHe ¢ 403aTa CHTarfTMNTHH H METQOPMHH, KOSTO BEYE €
npueMaHa.

[Ipu nanMeHTH, NpY KOMTO HE € NOCTHIHAT 3aJ0BOIMTENEH KOHTPO C JBOHHO KOMOHHHPAHO JIEYEHHE C
MakcHManHaTa NOHOCHMa n03a MeTGHOPMHUH M cyadanniaypes

Josara TpsaOBa Aa AocTaBHM cHTarnuNTHH B Ao3a SO mg aBa mbTH auesHo (100 mg oba AHeBHA 003a) U
n03a MeTdopMuH, noaoOHa Ha R03aTa, KOATO Beue e npreMana. Koraro MeTcurieruk ce H3non3sa B
KOMOHHaUHA CbC CyaHHIyped, MOXKE Aa Ce HaOXKH ynoTpebara Ha mo-HHCKa Ao3a cyndanunypes, 3a
Ja ce HAMAJITH PHCKBT OT XHIOTNHKEMHA (BXK. To'Ka 4.4).

I1pH NaUHEHTH, IPH KOWTO HE € NOCTHIHAT 3aJ0RONUTEICH KOHTPOJ ¢ BOHHO KOMOHHHPAHO IeYeHHe C

MakcHMalHaTa NOHOCHMa J103a MeTdopMHH 1 PPARY aroHHCT
Jlo3aTa TpAGBa a ROCTaBM CHTArNHUNTHH B A03a 50 mg asa nbTH axesHo (100 mg ofima auesHa g03a) U

n03a METQOPMHUH, NOA0OHA Ha 03aTa, KOATO BeYe € NpUeMaHa.

[Ipy mauneHTH, TP KOUTO He € MOCTHIHAT 3aJOBONUTENEH KOHTPO ¢ ABOHHO KOMOMHHMPAHO JICYEHHE C
HHCYJIVH U MAKCHMA/IHATa MOHOCHMA 1033 MeT(OPMHH

Ho3zara Tpa6Ba na nocraBy cUTarmunTHH B o3a 50 mg asa nbTy axHeBHO (100 mg o61ma aHeBHA fo3a) U
no3a MeTdhopMHH, o00Ha Ha 103aTa, KOATO Beye e npueMana, Koraro MercurneTuk ce H3monssa B
KOMOMHALHA C HHCYJIHH, TO-HUCKA J03a HHCYJIHH MOKe 1a € HeoOxo/JHMa 3a pefyLHpaHe Ha pHCKa OT
XHUMOITUKEMHUA (BXK. TO4Ka 4.4).

3a pa3snuuHUTE K03H METHOPMHUH, MeTCUreTHK ce npegiara B KOHUEHTpauusa no 50 mg CHTarJIUNTHH U
850 mg merdopmMuHOB Xxuapoxyopua win | 000 mg MeThopMHUHOB XHAPOXTOPHUI.




BcHYKH nanueHTH TpﬂﬁBa Aa NPpoOBb/KAT IIpernopryaHaTa UM JHETA C aRCKBATHO PasIpCaC/ICHUE HA
IIpPHEMa Ha BRI'NICXHAPATH IIpe3 JCHA,

CrnelHanHy nonyjaaiuy

bvbpeuro yepesxcoane

He ce Hanara KopekLus Ha JO3aTa NPH NalueHTH ¢ J1eko 6p0pedno yppexaaHe (CKOpOCT Ha ITIOMEpyIHa
dunrpauns [GFR] 260 ml/mun). [1pean 3ano4usane Ha IeYeHHE C NPOAYKTH, ChABPKAIH MET(POPMHUH,
TpaAOBa Aa ce HanpasH oleHKa Ha GFR crofiHocTHTE, a ¢jied TOBa — NOHE BeAHbXK roariuHo. [1pn
NauxueHTH ¢ TIOBUILEH PHCK OT NMO-HATATHIIHC NporpecupaHe Ha 6p6pevHo yBpekaaHe U NpH NMALUHEHTH B
cTapuecka Bb3pacT TpabBa 1o-1ecTo Aa ce npaeu oueHka Ha O0bOpeuHata pyHRKUHS, HarIpUMeEp Ha BCEKH 3-

6 MeceLa.

3a npeAnoynTaHe € MaKCHMAaJIHAaTa JHEBHA 1034 MeTPOpMHH aa Obae pasgenieHa Ha 2-3 JHEBHH J03H.
PakTopH, KOHTO MOraT Aa YBEJHYAT PHCKA OT JIAKTATHA auuao3a (Bx. Touka 4.4), Tpabra na Onpar
npepasrfieJaHi, npeau aa ce oOMHCIH 3a0YBaHeTO Ha JeyeHue ¢ MeThopMHH npH naMeHTH ¢ GFR<
60 mi/mMuH.

AKO He e f1ocThNHA Jo30Ba dopMa Ha MeTCUTNIeTHK ¢ aeKBaTHO KOJHYECTRO HA aKTUBHOTO BELIECTBO,
BMeCTO KOMOMHAUHA ¢ PUKCHpaHU A03H TpsaOBa aa ¢e U3N0Ja3BaT HHAUBHAYATHH MOHOKOMITOHEHTH.

GFR ml/muan [ Merdopmun CHTArJIHIITHH
60-89 r Maxcumannama odesna 0o3a e Maxcumannama OHesHa 003a e
3 000 mg. 100 mg.

Mooice 0a ce obmucau nonuxcaeane Ha
003ama 6b8 8PBb3IKA C HAMARAAGAHEMO
Ha bvOpeunama QyHKyus.

45-59 Maxcumanriama oneana 0o3a e Maxkcumannama Onesna oo3a e
2 000 mg. 100 mg.

Havanrnama 0o3a e Hau-mnozo
noaoguHama om MaxcuManiama 003a.

30-44 Maxcumannama onesra 0o3a e Maxcumannama oxegra 003a €
1 000 mg. 30 mg.

Hayarnama 0o3a e hQu-Mro20
NOROBUHAMA OM MAKCUMATHAmMa 003a.

<30 Memdaeopmun e npomueonoxasan. Maxcumannama oneana doza e
25 mg.

Heprodpobro ygpexcoane
MetcurneTnk He TpAOBa Aa ce H3MON3Ba NIPU NALKEHTH C YepHOAPOOHO yBpexaHe (BxkK. TOYKaA 3.2).

Cmapuecka ev3pacm

Twi kaTO MeTGOPMHUH U CUTATrHIITHH C€ eKCKpeTHpaT 4pes 0nbpeunte, Mercurnetuk tpsadsa aa ce
M3I03Ba C MOBHIIEHO BHUMaHHe MpH HanpeaBaHe Ha Bb3pacTra. HeoOxoa1umMo € MOHHTOpHpaKe Ha
Ob0OpedHaTa PyHKLHA, 34 Ja Ce NOANOMOTHE NMPEANa3BaHETO OT CBbP3aHaTa ¢ MET(GOPMHH JIAKTATHA
alHa03a, Hali-Beye B CTapyecka Bb3pacT (BxK. TOYKH 4.3 1 4.4).

Heduampuuna nonyrayun
besonacHocTTa M epUKACHOCTTa HA METCUINETHK NpH Aela U IOHOWHM OT paXkKAaHeTo A0 Bb3pacT < 18

NMOIHHH HC Ca YCTAHOBCHH. JIMncear NaHHH.




Hauuy Ha npuIoxKeHHe
Metcurnetuk Tpabsa aa ce npuemMa aBa ITbTH JHEBHO C XPaHa 33 HAMAJIABAHE Ha HEXEJIaHUTe peakuuy oT
CTpaHa Ha CTOMAIIHO-YPEBHHUS TPAKT, CBbP3aHH ¢ METGOPMHH.

4.3 IIporuBonmoKka3aHUn

MeTcUrieTHK € NpOTHBONOKA3aH MPH NALHEeHTH CbC:
- CBPBXYYBCTBUTEIHOCT KbM AKTHBHUTE BELIECTBA HIM KbM HAKOE OT NMOMOIHHTE BELIECTRA,
H30pocHH B To4Ka 6.1 (BX. TOukn 4.4 u 4.8);
- BCEKH THII OCTpa METa0OMHTHA alK03a (KaTo JaKTaTHA aUUAo03a, AuabeTHa KeToauuaosa);
- nnadeTHa npekoMa;
- Texka 0b6peyna HegocrarbyHocT (GFR < 30 ml/Mun) (Bx. Touka 4.4);
- OCTPH CHCTOAHNA C BB3IMOXHOCT 1a H3MEHAT ObOpeyHaTa GyHKLHA, KATO:
- Aexnuaparanus,
- TEXKKH HHPeKuuH,
- LIOK,
- BBTPECHAOBO NPHJIOKEHNE Ha HOAMpaHH KOHTPAcTHH BellecTra (BXK. To4ka 4.4);
- OCTPO HITH XPOHHYHO 3a00/1BaHe, KOETO MOXKE Ja IPHYHHH XHIIOKCHA HA ThKAHHUTE, KATO:
- CbpAEYHA U PECNMPATOPHA HEJOCTAThYHOCT,
- CKOpOLIIeH MHOKapAeH HH(apKT,
- LIOK;
- 4epHOAPOOHO yBpexJaHe;
- OCTpa AJIKOXOMHA HHTOKCHKALHA, ATKOXONMHIbM:
- KbpPMEHE.

4.4 Cpoeunansu npeaynpesxkIeHHs H NpeJNa3HA MEPKH npHa ynorpeba

O0wn
MercHrneTHk He TpaOBa aa ce U3NOA3BA NPH NalMeHTH ¢ auabeT Tum 1 1 He TpAOBa /12 CH U3MON3BA 34

neyeHde Ha AuadeTHa Keroauumosa.

OcTbp naHKpeaTuT

Ynotpebata Ha DPP-4 uHXuGHTOpH € cBbp3aHa ¢ pUCK OT Pa3BHTHE HA OCTBP NankpeaTHT. [launenTHTE
TpaOBa 1a 6baaT HHPOPMHpPAHH 33 XapaKTEPHHA CHMIITOM HA OCThp NAHKPEaTHT: MEPCHCTHPALLA, MHOTO
CH/IHa KopeMHa Ooinika. Cnex npekparasaHe Ha CHTANIANTHH ce HablMI0aBa OTINYMABAHE HA TAHKPEATHTA
(CEC WK Oe3 NoAXBLPXKALIO JIEYEHHE), HO B MHOTO PEJIKH ClydaH € ChoBINAaBaHO 33 HEKPOTHIHpALL MK
X€MOparnyeH NaHKpeaTHT H/UITH CMBPT. AKO HMAa CbMHEHHA 34 TAHKPeaTHT, Tpa6Ba Aa ce npekpaTH
NpHEMBT Ha METCHITIETHK M APYTH NOTEHIHATHO NOJO3HPAHU 1EKapCTBEHH MPOAYKTH; aKO ¢ NOTBbPAK
OCTbp MAHKPEATHT, NpHEMBT Ha MeTcurneTHk He TpsabBa na ce Bb306HOBABA. Heo6X0quMO e MOBHILEHO
BHHMaHHE NpH NMaLHEeHTH ¢ aHaMHe3a 3a IAHKPEaTHT.

JlakTaTtHa alunmo3a
JlakTaTHAaTa aLKA03a, MHOTO PAAKO, HO CEPHO3HO MeTabONMUTHO yCHOXKHEHHe, Half-4yecTO HACTHIIBA IIpH

OCTpO BlioliaBaHe Ha OBOpeuHaTa GyHKUNA, KapAHO-PECITHPATOPHO 3a60MABAHE WK CEIICHC.
HarpynsaseTo Ha MeTGOPMHH HacTBIIBa NIPH OCTPO BIOLIABAHE Ha GbOpeyHaTa GYHKLKA H yBeNUYaBa
PHCKa OT aKTaTHa allH03a.

B cnyuah Ha nexuppatauus (TexKko NoBpbLIaHe, AHApHs, TPECKA UM HAMAIEH TIPHEM Ha TEHHOCTH)
TPA0Ba BPEMEHHO Jia Ce CTipe IPHEMBT Ha METGOPMHH M € NPENOPbYHTENHO 1A Ce YCTAHOBH BPB3Ka C
MEIHLMHCKH CNELHANIHCT.




[IpneMbT Ha NEKAPCTBEHH MPOAYKTH, KOUTO MOraT OCTPO 1a YBPEIAT O1nOpeunara ¢pyHKUHA (KaTo
AHTHXHIIEPTeH3UBHH cpeacrsa, Auypetiur 1 HCIIBC) Tpabea aa ce 3ano4He ¢ NOBHUICHO BHUMAHHE NIpH
NalHeHTH, eKyBaHd ¢ MeTdopmuH. JIpyrn puckoBH ¢akropH 3a NaKTaTHa alMA03a ¢a PEKOMEpEH
pHeM Ha alKoXoN, 4epHOAPOOHA HEJOCTATEHHOCT, HEAOCTATEYHO KOHTPOIMPAH AUabeT, KeTo3a,
MPOABIKHTENHO TVIayBaHe H BCAKAKBH ChCTOSHUSA, CBBP3aHH € XHIOKCHA, KAKTO W €HOBPEMCHHATA
yrnoTpeGa Ha JTeKapCTBEHH TNPOAYKTH, KOMTO MOTaT Ja NPHYKHAT aKTaTHA alHa03a (BXK. TOYKH 4.3 1 4.5).

MaumentuTe WK SonHorneqayuTe Tpsadea Aa ObaaT HHPOPMUpPAHH 33 PHUCKA OT JIaKTaTHa alHAa03a.
JlakTaTHaTa auM103a ce XapaKTepH3upa ¢ alHA03Ha JUCIHEd, KopeMHa 6onka, MyCKY/IHH KpaMIIH,
ACTEHHs 1 XHIIOTEPMHUA, IOCNEIBAHH OT KoMa. B ciiyyall Ha chMHEHHE 33 CHMIITOMH NalUEHTHT TPAOBA
fla cripe npMeMa Ha MeT(OpMHH U He3a0aBHO Aa NOTHPCH J€Kapcka MOMOLL, JAHarHOCTHYHHTE
nabopaTopHH HAXOAKH ca NOHHKeHO KpbBHO pH (<7,3)5), NOBHIIEHH HHBA HA [LTA3MEHNA JIAKTAT (>3
mmol/l) ¥ NOBHLICHA AHNOHHA Pa3/IMKa H ChOTHOLIEHHE JIAKTAT/IAPYBAT.

Hayuesmu ¢ ycmarnogesu unu nodo3upanu MUMoXoHOpUQIHU 3a0016AHUA:

[Tpn NauMeHTH ¢ YCTAHOBEHH MHTOXOHAPHANHH 3a00nABaHus, KaTO CHHAPOM HAa MHTOXOHApHANTHA
enuedanonaThs ¢ NAKTAaTHA alMA03a M HHCYyNTonoxo6HH ennsoau (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) 1 HaciieAcTBeH AuabeT ¥ rimyxoTa no MaisiMHa JINHHA
(Maternal inherited diabetes and deafness, MIDD), MerdopmuH He ce mpenopbysa NOpaax pHcka oT
oBocTpAHE Ha NaKTaTHA al[HA03a H HEBPOJIOTHYHH YCIOKHEeHH, KOUTO MOKe Na I0BEJAT A0 BIOILIABAHS
Ha 3abonsaBaHeTo.

B cryuail Ha NpH3HALUM U CUMIITOMH, Moxasarteniy 3a MELAS cunapom win MIDD, cnest npuema Ha
MeT(OPMHEH, IeueHHeTo ¢ MeTdopMEH TPAGBa Jla ce Cnipe BellHara M Ja ce HanpasH OBp3a 1HarHOCTHYHA
OLIEHKA.

brbpeuna GpyHKINSA

Tpabsa a ce Hanpaeu oneHka Ha croifHocTHTe HAa GFR npeau 3ano4saHe Ha JICYEHHETO H PENOBHO CliE]
ToBa (BX. Touka 4.2). MeTcuraeTuk e npotusonokasas npu naunent ¢ GFR <30 ml/MuH u Tp:6Ba Ja
6'bJ€ BpEeMEHHO CIIPAH TIPH HANMYHE Ha CHCTOAHHA, KOMTO NTpoMeHAT Ob0peynara QYHKUMA (BXK. TOUKA

4.3).

XUOOTITHKEMHA

[MauuenTH, nonyyasaiy MetrcurineTHk B KOMOHHALIHA CBC cyNpaHuIypes WK C HHCYJIHH, MOXKE Ja ca
M3JI0XKEHH Ha PUCK OT XUNOTNHKeMHus. CleoBaTeIHO MOXE 4 € HeoOX0AMMO HaMa/IABaHe Ha J03aTa Ha
cynaHUIypeaTa HIIH Ha HHCY/IHHA.

Peaklyy Ha CBPBXYYBCTBHTENHOCT

MMa nocTMapKeTHHIOBU ChOOILEHHA 33 CEPHO3HH PEaKLHH Ha CBPBXUYyBCTBHTE/IHOCT [IPH MALMEHTH,
JIEKYBaHH CbC CHTATNMNTHH, Te3u peakuuy BKIIOYBAT aHaHIAKCHS!, aHTHOEAEM U eKCONHATHBHH
CLCTOSHHS HA KOXKaTa, BKIIIOUHTEITHO CHHApOM Ha Stevens-Johnson. HayanoTo Ha Te€3u peaklMi HaCcThIIBA
B paMKHTE Ha IbPBUTE TPU MecCela OT 3aMo4BaHe Ha JICUEHHETO ChC CHTArNIMITHH, HAKOH Cllydad
HACTBIBAT CJE] ITHPBATA 103a. AKO ce [10J03Hpa peaKlHi Ha CBpbX1yBCTBHTENHOCT, IPHEMBT Ha
Mercursetsx TpabBa aa ce npekpartH, TpadBa /1a ce OLUCHAT APYTH NOTCHUHAIHH NPHYHHH HA CEOUTHETO
1 TpaA6Ba 12 ce HA3HAYM ANTEPHATHBHO JieueHHe Ha nHaberta (Bx. Touka 4.8).

bynozen nemduroun

[1pu naupenty, npuemainy DPP-4 uHXuOHTOPH, BKIIOYHTENHO CHTAarAMNTHH, NMa MOCTMApPKETHHIOBH
chobLeHHA 3a 6ynoseH neMpurona. AKo HMa CbMHeHHA 3a 6ynozed neMpurona, NpUEMBT Ha
MeTtcurneTHk TpsOBa a ce rpeyCTaHOBH.

Oneparus
Mercurnetsk Tpsa6Ba Aa ce clpe o BpeMe Ha onepalus nojA o01a, CIMHANHA WK eTTHAYPaHa

AHCCTC3HA.




Jleuennero moxe na Ob1e Bp30OHOBEHO He MO-paHo oT 48 yaca cnep onepanusaTa HIM Bb30GHOBABAHETO
Ha XpaHEHeTO MNpe3 yCTa, H NpH yCloBHe Ye OnbpeyHaTa QyHKIMA € OLEHeHa OTHOBO H € YCTAHOBEHO, 4e
e ctabmnna.,

lIpunoxeHue Ha HoAMpPAHH KOHTPACTHH BEIECTBA
BTpecba0BOTO MPUIOKEHHE HA HOAHPAHH KOHTPACTHH BELECTBa MOXe Ja JOBEE A0 KOHTPAcT-

MHAYLUHMpaHa HEQPONATHA, BOACLLA 10 HATPYTBAHETO HA METPOPMHH M TIOBHILEH PHCK OT JIAKTATHA
auuzaosa. Mercurnernk Tpadpa ga ce cnpe npeau WM o BpeMe Ha NpoleAypara 3a o0pa3Ha qMarHoCTHKa
U He TpaOBa Aa ce BL300HOBABA 10 Hali-Manko 48 Yaca cnen ToBa, IpH ychoBHe Ye 6uOpeyHarTa QyHKUUA
€ OLiEHEeHa OTHOBO M € YCTaHOBEHO, ue ¢ crtadunHa (Bx. Toukn 4.3 n 4.5).

lIpomaHa B KTMHHYHHA CTATYC HA NALHEHTH ¢ KOHTPOAKpaH auabeT TUII 2

[launentr ¢ AuabeTt THN 2, npeay ToBa AoOpe KOHTpONHpaH ¢ MeTCHIIeTHK, KOMTO pa3BHBAT OTKNOHEHHUS
B nabopaTopHH MMOKa3aTeNny HiIH KIHHHUHO 3afonsasane (Hal-seue HeaCcHO HIH cnabo AedHHHpaHOo
3abonsBaHe) TpsaOBa He3a0aBHO [1a Ce OLICHAT 34 HANMYME HAa KeTOALM/03a HIIH JIaKTaTHa alMAo3a.
Ouenkara Tpa0Ba Na BKIIOUBA CEPYMHH ENEKTPOHTH H KETOHH, KPbBHA 3aXap W ako ce Hanara, pH Ha
KpbBTa, HUBA HA JIAKTAT, MUpYBaT U MeTGOPMHH. AKC Ce NOABH alMA03a, B KOATO K Aa ¢ dopMa,
neyeHneTo TpAdBa Ra ce cripe He3abaBHO W TpAOBa Ia ce NpeAnpHeMAaT MOAXOARLUH NTPOTHBOACHCTBAIIM
MEPKH.

Hatpuii
Mercurnernk 50 mg/850 mg punMupanu tabreTku

Besxa tabnetka Mercuraeruk 50 mg/850 mg ceappxka 1,744 mg (0,076 mmol) narpnii.
Tosa nexkapcTBo cpaBpKa Mo-Manko oT 1 mmol HaTpwii (23 mg) Ha TabneTka, T.e. MOXKE Ja ce Kake, ye
NIPpaKTHYECKH He ChABPKa HaATpHH.

Mercurnerux 50 mg/1 000 mg ¢unmupann rabnerku

Beaka tabnerka Mercurnernk 50 mg/1 000 mg ceabpixa 2,049 mg (0,089 mmol) natpuit.

ToBa nexapcTBo ChABPKA NMO-Manko oT | mmol Harpuit (23 mg) Ha Tabnerka, T.€. MOXe [a Ce KaKe, ye
IIPAKTHYECKH He ChAbPXKa HAaTpHH.

4.5 BsanmopekcTBHE ¢ NPYTH JIeKaPCTBEHH NPOAYKTH H Apyrn ¢opMa Ha B3anMoaeiicTBHe
EfHOBpeMEHHOTO MHOTOKPATHO NpHJIaraie Ha cHTarnunTvH (50 mg ABa MbTH AHEBHO) H METHOPMHUH
(1 000 mg nBa NbTH AHEBHO) He € NPOMEHUJIO 3HAYUTENHO PapMaKOKHHETHKAT KAKTO Ha CHTATJTHIITHH,

TaKa H Ha METQOPMHH TNPU NALUEHTH ¢ Anader THn 2,

He ca u3sbpuiBaHy npoy4BaHuA 3a GpapMaKOKUHETHYHH NEKAPCTBEHH B3aHMOAEHCTBHA ¢ METCHIVIETHK:
TaKMBa MPOYYBAHUA 00a4e ca NPOBEXAaHH C OTAE/THATE aKTHBHH BEILECTBA, CHTATJIUIITUH H METQOPMHUH.

He ce npenopsyBa CbIBLTCTBAUIA YIIOTpeOa

Asnkoxon
AIKOXOJHATA HHTOKCHKALIMS Ce CBBP3Ba C MOBHLIEH PHCK OT NAKTaTHa alln103a, 0cofeHo B cliyyan Ha
riaayBaHe, HeIOXpaHBaHE UM YepROApOOHA HEXOCTATHEYHOCT.

Honupanu KOHTpacTHH BewecTBa

MertcurnetHk TpaOBa 3aQBDKHTENHO Ja Ce CRpe PeAy UK 10 BpeMe Ha NMpoLeXypaTa 3a obpasHa
AHUAarHOCTHKa M He TPAOBa Ja ce Bb306HOBABA 40 Hal-Manko 48 yaca cnefl ToBa, NPH YCIOBHE Ye
OBOpeyHaTa QyHKUMA € OLEHEHa OTHOBO H € YCTAHOBEHO, Ye e cTabuiHa (Bx. ToukH 4.3 u 4.4).




KomOuHaumy, H3uckBalny npeanasny MepKH NpH ynorpeda

Hskon jiekapCTBEHH NPOAYKTH MoraT Aa ce OTpas3saT HebnaronpuaTHo Ha Gr0peuHarta QyHKIUMA, KOETO
MOJXKE a YBEJTHYH PHCKA OT JlaKTaTHA auuao3a, HanpuMmep HCIIBC, BxirounTenHO celleKTHBHU
HHXHOKUTOpH Ha 1uKnookcureHasa (COX) 11, ACE unxuburopu, aurdorexsuH Il petenropuu
AHTArOHHCTH H JHYpPeTHLH, ocobeno OpumkoBH auypetHuH. [1py 3anouBanero unyu ynorpebaTa Ha
TaKHBa NPOAYKTH B KOMOHHALHA ¢ MeTQOPMHH € HeoOXOMHMO BHHMATENHO NPOC/eIABaHe Ha
O106peyHara GyHKUMA.

CewnbTcTBamara ynorpeba Ha ekapcTBa, KOWTO MOBAHABAT OOLIMTE TPAHCTIOPTHH CHCTEMH B On6pednnTe
TyOynn, BrmoueHn B 660pedHoTo enMMiHNpade Ha MeTGOPMHH (Hanp. HEXHOUTOPH Ha OpraHMYHHUA
katHoHeH TpaHcnoptep-2 [OCT2)/MynTunekapcTeeHua ¥ TokCHH-eKeTpy aupaul npotend [MATE] xato
paHonasuH, BAaHAETaHHO, JoNyTerpaBHp W LUMETHAMH), MOTaT J1a MOBHILAT CUCTEMHATA €KCIO3HLIMA Ha
MET(OPMHH U J1a YBEJIHYAT PUCKA OT JTJAKTATHA aluo3a. Tpa6sa Aa ce OGMHUCIAT MOA3HTE H PHCKOBETE OT
chbnbTCTBAILATA yoTpeba. Tpabea na ce o6Mucnyu BHUMaTENHO NpoCeIBaHE HA MIMKEMHYHHS KOHTPO,
afanTHpaHe Ha 103aTa B PaMKHTE Ha NPENOpHYNUTENHATA J03UPOBKA H NPOMEHH B JieueHHEeTO Ha AualbeTa,
KOraTO Tak®Ba JIEKapCTBEHH NPOAYKTH Ce NPUIAraT €AHOBpEMEHHO.

[ mOoKOKOPTHKOKMAMTE (TIPHNAraHH [0 CHCTEMEH W JIOKANIEH ITBT), SeTa-2-arOHUCTHTE H IUY PETHLIMTE UMAT
MPHCHINO XUNEPrIUKEMHYHO AelicTBre. [TaunenTuTe Tpabsa aa ce HHGMOPMHPAT U ITO-YECTO Aa H3MEPBAT
KPEBHATA CH 3aXap, 0COOCHO B HAYAJIOTO Ha IEYEHHETO C TAKHBA JIEKAPCTBEHH NPOAYKTH. AKO €
HEOOXOAMMO, 103aTa HA AHTHXUINEPIIMKEMHYHHS IEKAPCTBEH NPOAYKT TPAGBA Aa Ce alanTHpa 1o BpeMe
Ha JISYEeHHE C JIpYrus JIEKapCTBeH NPOAYKT U NIPH HErOBOTO NIpeKpaTaBaHe.

ACE-paxuOHTOpHTE MOraT Aa NOHMXAT HHBAaTa Ha KPbBHATA 3axap. AKO e HeoOX0AHMO, A03aTa Ha
AHTHXUNEPIrIMKEMAYHHA JIEKAapCTBEH NMPOAYKT TpsAOBa Ja ce ananTypa [0 BpeMe Ha JICUEHHETO ¢ ApYrHA
JICKApPCTBEH NPOAYKT H NIPYU HEMOBOTO TNpeKpaTsiBaHe.

Edexrn Ha ApYTYH JIeKapCTBEHH IPOAYKTH BDXY CHTAIJIMITHH
In vitro v KIMHHYHHTE JAHHH, ONHCAHH N0-A0Jy, PEAIONAraT, Y€ PUCKET OT KIHHHYHO 3HAYHUMH

B3aUMOJCHCTBHA MPH €THOBPEMEHHO MPHIMKEHUE C APYTH JIEKAPCTBEHH MPOAYKTH € HHCBK.

In vitro npoyyupaHHus MOKA3BAT, Y€ OCHOBHHUAT €H3HM, OTIOBOPEH 3a OrpaHMYEHHSA METaboNH3ILEM Ha
CHTarnmKunTHH, € CYP3Ad, ¢ yuactue va CYP2CS. Ilpn naunenTtn ¢ HopManHa 6b0peuna ¢ynxuus
MeTaboNH3MLT, BKIIOUHTENHO M ype3 CYP3A4, urpae caMo Manka po/if B KIHPBHCA Ha CHTAarTHNTHH.
MeTtaloau3MbT MOXKE 1a Urpae [o-BaXKHa posid NPH eMMMHHHPAHETO HA CUTAIVIMIITHH B YCJIOBHA Ha OCTPO
OBOpeyHo yBpexaaHe KM TepMHUHaNTHA Ob0peuna Heaoctarvunoct (ESRD). [Topaay Task npHynHa e
Bb3MOXHO MOLIHH HHXHONTOpH Ha CYP3A4 (Hanp. KeTOKOHAa301, UTPAKOHA3OJI, PHTOHABHD,
KIApPUTPOMHLINAH) Aa NPOMEHAT apMAKOKHHETHKATa HA CHTArIMITTHH [IPH MAIlHEHTH ¢ Texko 6p0peuno
yBpexaane uau ESRD. Edexture Ha mowHuTe CYP3A4 nuxubuTopH B yca0Bus Ha Ou0peyHo
YBpEXKaHE HE Ca OLCHABAHU NPH KIMHHYHO [IPOYUYBAHE.

In vitro npoyuBaHust 3a TPAHCIOPTA MOKA3BAT, Y€ CHTATIMNITHH € CyOCTPaT Ha P-TIIMKONPOTEHHA H
TpaHCnopTepa Ha opraHiHyHy aHHOHH-3 (OAT3). OAT3 MeIuNpaHHAT TPAHCNIOPT HA CHTArUIITHH Ce
WHXHOMpa in vitro oT npobeHelM, BBIIPEKH Y€ PUCKBT OT KIIHHHYHO 3HAYHMH B3aHMOACHCTBHSA ce CMSTA
3a HHCBK. EAHOBpeMenHOoTO npunoxenne Ha OAT3 nHxubHTOpH He e olleHeHo in vivo.

Huxnocnopun: [1poBesieHo e npoy4yBaHe 3a OlieHsBaHe Ha eeKTa Ha WHKIOCHOPHH, MOINEH HHXHOUTOp Ha
P-TTHKOIPOTEHHA, BhpXY (apMaKkOKHHETHKATA Ha CUTATTHNTHH. ENHOBpEMEHHOTO MPHIIOKEHHE HA
eINHH4Ha nepopaiHa go3a 100 mg cutarnunTuH ¥ eqMHHYHA nepopaiiHa A03a 600 mg uEKIoCHOpHH
nosuinaBa AUC u Cyax Ha CHTArMMNOTHH CBOTBETHO ¢ NpubGnH3ATENHO 29 Y% M 68 %. Te3u NpoMeHN BbB
(papMaKOKHHETHKATA HA CHTAIIMIITHH He Ce& CMATAT 33 KNHHHYHO 3HaYHMH. BOpeyHHAT KnupbHC Ha
CHUTar/IMIITHH HE € 3HAYHTENHO NpoMeHeH. Clie1oBaTe/HO He ce OYaKBAT 3HAUHMH B3aHMOAEHCTBH

OPYTd HHXHOUTOPH Ha P-TAHKONPOTENHA.




Edexry Ha CUTAMAUNTHH BBPXY JPYTH JEKARCTBEHH NPOAYKTH
JTuzoxcun: CUTarmdnTHH HMa cnab edekT BbpXy masMeHaTa KOHUEHTpAlHA Ha JUIOKCHH. Crell

npuwiaraHeTo Ha 0,25 mg OHroKCHH eaHoBpeMeHHO ¢bC 100 mg CHTarnKITHH JHEBHO B TPOABLIDKEHHE HA
10 ouu, nnasmenara AUC Ha aurokcuH HapacTsa cpentHo ¢ 11 %, a nnasMeHaTta Crax cpefHo ¢ 18 %. He
¢e IpenopbyBa KOPUrupaHe Ha Ao3ara JUMOKCHH. B ¢hII0TO BpeMe MallHEHTHTE C PUCK OT JHINOKCHHOBA

TOKCHYHOCT TpAOBa Aa 6bAaT npocneasBaly 3a TaKaBa, KOraTo CUTarIMITHH M IMTOKCHH CE Npunarar

€ IHOBPEMEHHO.

In vitro 1aHHUTE NOKA3BAT, Y€ CHTATIHNITHH He NOTHCKA W He nHAyuupa CYP450 uzoensumure. I1pu
KJIHHUYHH NPOYYBAHUS CHTArJIMNTHH HE NPOMEHS 3HaYMMO apMakOKMHETHKATE Ha METQOPMHH,
rnu0ypujl, CHMBACTATHH, PO3UIIMTA30H, BaphapHH WM NNEPOPATHH KOHTPALUENTHBH, JaBAKKHU in vivo
NaHHHU 32 MaIKa BEPOATHOCT OT NpeAW3BUKBaHE Ha B3auMoaelcTeHa ¢ue cyOcTpat Ha CYP3 A4,
CYP2C8, CYP2C9 u tpaHcnoprepH Ha opranuunu katioHy (OCT). CurarnuntiH Moxe fa Obae cnad
HHXHOHTOP HA P-TTHKOINPOTEUHA in ViVo.

4.6 DepTHAHTET, )peMEHHOCT H KbpMEHE

bpeMeHHOCT
Hsma qocTaThb4HO AaHHM OT ymoTpebara Ha CUTArIMNTHH npy OpeMeHHH xkeHH. [1poyyBaHus npH
’)KUBOTHM MOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT PH BACOKH A03U CHTArJTMOTHH (BX. TOYKa 5.3).

OrpaHMueHHTE JaHHH NPeANONarar, e ynorpedara Ha MeTQOpMHH IIpH OpeMEHHH HE € CBBP3aH ¢
TNOBHIIEH PUCK OT KOHMeHUTANTHHU Mandopmauui. [IpoyysanuaTa ¢ MeT(QOPMHH NPH XXHBOTHH HE
NOKa3BaT BpeAHH e(peKTH BLB Bpb3Ka ¢ OpeMeHHocTTa, eMOpHOHATHOTO B ¢eTaIHOTO Pa3BHUTHE,
paXXOAHETO WIH MOCTHATAIHOTC PasBUTHE (BX. CBHILO TOYKA 3.3).

MeTCHITIETHK He TpAOBa Ja ce H3MO0J3Ba O BpeMe Ha OpeMEHHOCT. AKO NNaLMEeHTKaTa HCKa 1a
3a0peMeHee WM aKO HACTHIH OpeMeHHOCT, IeueHHeTo TpAOBa Ja ce NpeKpaTH H NallHeHTKaTa aa
peMUHE Ha JIeYeHHe C HHCYJIHH Bb3MOXHO Hal-CKOpO.

KupMene

He ca nipoBexxgaHy MpoOy4BAHHUA NPH KbpPMeELLH )KHBOTHH ¢ KOMOHHHpaHHTE aKTHBHH BEILECTER HA TO3H
JIeKapCTBEH NpoAYKT. [IpH NpoyyYBaHKs NPOBEXKAAHH C OTAE/THATE AKTHBHH BELIECTBA M CUTArNTHITHH, U
MeT(OPMHH C€ EKCKPeTHpPAT B MJIAKOTO Ha JIAKTHpaLiH mIbXoBe. [Ipn xopa MeTdOpMHH €€ EKCKPETHPA B
KbpMaTa B MaJIKH KonuvecTBa. He e n3BeCTHO Jau CHTArIMNTHH C€ eKCKpeTHpa B KbpMara.
CnepoBatenHo MeTcurieTHk He TpaOBa Ja ce M3MON3Ba MPH XKEHH, KOUTO KBPMAT (BXK. To4ka 4.3).

DepTUNHTET
JaHHHTE OT Npoy4YBaHUs IIPH XKUBOTHH HE NPEANOIAraT BIHAHHE BbPXY dbepTHANTETa H2 MEXKH H

EHCKH UHINBHOH [IPH TPETHPAHE ChC CUTArNTUNTHH. JIMIICBAT JaHHH NIPH XOpa.

4.7 EdexkTu Bbpxy cnocobHOCTTA 32 WIoPHpaHe B paboTa ¢ MALIHHH

Mercurnerux He MOBJINABA HJIH NOBIHSABA IpeHe0pexxnMO cllocoOHOCTTa 3a odupaHe H padoTa ¢
MAIMHK, B chioTo BpeMe MpH wodupaHe nix pabota ¢ Mal¥HHA TpIOBa Aa ce UMa MpeBHI, Y€ NIPH

CHTAIJIMIITHH €4 J0KJI4BdHH CJIYYaH Ha 3aMalBaHe U CHHIHBOCT.

OcBeH TOBa nauueHTHTe TpaOBa Ja ce npeaynpexAaasar 3a pUcKa OT XHIOTTHKEMHA, KOraTo
MeTCHIIETHK Ce N3M0/13Ba B KOMOHHALIMA CbC CyNnPaHnIypelHO NMPOU3BOAHO HAH C HHCYIHH.




4.8 HexelaHn JeKAPCTBEHH peaKIuy

Pestome Ha npoduna Ha H6e30macHoCT

Hsama npoBeieHH TepaneBTHYHU KNMHUYHH H3NUTBAHUA ¢ MeTcHrneTHk TabneTky, HO
OHOEKBHBANIEHTHOCTTA HA CHTATTUNTHH/METHOPMHHOB XMAPOXAOPH KOMOHHHPAaHH TAGNETKH ¢
€AHOBPEMEHHOTO NPHIOKEHHNE HA CUTAlJIMNTHH H MEeTPOPMHH KaToO OTIOENHH Tab/leTKu € foka3aHa (Bix.
TOUKa 3.2).

ChoOmmaBaHy ca CEpHO3HH HEXENIAHH peaKklMH, BKITIOYHTEHO NAaHKPEATHT ¥ peakLMH Ha
CBPBX4YYBCTBHTENHOCT, ChoOINaBaHa € XUIIOTTTHKEMHA NPH KOMOHHALIMA ChC CYIdaHHIypeliHO
ntpon3Boano (13,8 %) u ¢ uacynun (10,9 %).

CHTarninTUH ¥ METQOPMHH

Tabnuuen cnucex Ha HeJCENAHUME DeAKYUU

Hexenanute peakuuy ca n3bpoeHu no-aoiy ¢ npenopsuBadnTe 0T MedDRA TepMHHH cniopes cHCTeMO-
opraHHa KnacugpHkauus H abcomorHa Yyectota (Tabnuua 1), ITo yecToTa ce ONpeaenaT KaTo: MHOTO YECTH
(=1/10), yectu (z1/100 no <1/10), nevectn (=1/1 000 go <1/100), peaxu (=1/10 000 ao <1/1 000), MEorO
peaku (<1/10 000) 1 ¢ Hen3BecTHA YeCTOTa (OT HANTHYHUTE JJ@aHHY He MoXe Aa ObJ/ie HanpaBeHa OLEeHKa).

TabGanua 1: YecToTa Ha HeKenanuTE PEAKIHH, YCTAHOBEHH M0 BpeMe Ha M1aKe60-KOHTPOIHpPAHH
KJAHHHYIHH OPOYYBAHHSA ChC CHTATIMNITHH H MeTHOPMHAE CAMOCTOSITE/IHO H IIPH
NOCTMAPKETHHIOBAS ONMHT

Hexenana peaknas YecroTa HA HEXEIAHATA peaknnas

Hapymenus HA KPLBTA H JUM{HATA CHCTeMa |
TpoMbounToneHus PenkH

HapyleHns Ha HMYHHATA CHCTEMA
peakuMn Ha CBPbXYYBCTBHTEIHOCT, BKIKOUUTEIHO C HEH3BECTHa YECTOTA
aHaUIaKTHYHH OTroBopHu !

Hapyluenns ua MeTad0/1n3Ma H XPAHEHETO
XHIIOTNHAKEMHEsT' YecTH

HapyiieHusn Ha HEPBHATA CHCTEMA |
ChHJIHBOCT Heuectu

PecnupaTOpHH, TPLAHH H MEAHACTHHAIHH

HAPYIUEHHSA

HHTepcTHUHANHA Geoapobua Gonect’ C HeM3BECTHA 4ECTOTA

CTomMalllHO-YpeBHH HAPYLIeHHSN

OHapus _ HeuectH
rajgcHe YecTn
aaTyneHuus YecTH

3alleK HeyecTu

0oJika B ropHara yacT Ha KopeMa | Hevectn
NOBpbLIaHE YectH

OCTBp NaHkpearut C HeH3BECTHA YECTOTA
(araneH U HeaTaneH XeMOParH4eH U C HeH3BECTHA Y€CTOTA

HEKPOTH3Hpalll NAHKPEaTHT *!




HapymieHHs Ha KOXKaTa H NOAK0)KHATA ThKAH

npypuryc Heuectn

aHruoeaeM C HeusBecTHA YECTOTA
| obpus™! C HeM3BeCTHA 4ecToTa
_yptHkapus ™! C HeH3BECTHA YECTOTA

KOKEH BACKYJHT "'

C HeH3BECTHA 4ecToTa

eKcpOIMAaTHBHH KOXKHH 3a00J1ABaHNs,
BIUTIOYHTENHO CHHAPOM Ha Stevens-Johnson™!

C Heu3iBecTHa 4ecToTa

OynoseH nemuronn

C HEeM3BECTHA YECTOTA

HapymeHHR HA MYCKYJIHO-CKEJIeTHATA
CHCTEMA H CheAHHHTEJIRATA THKaH

aprtpanrus’

C Hen3BecTHA 4ecToTa

Muaarug’

C Hen3BECTHA 4eCTOTa

Gosika B kpaiiHHUMTE

C HeH3BECTHa 4€CTOTa

6onxka B repba’

C HeM3BECTHA YeCcTOTa

apTponaTHs

C HeH3BeCTHA YeCTOoTa

Hapymenus ma 6n0penure H nnKouHuTE
NbTHILA

Hapymena 6s0peyna ¢pyHknms

C HeH3BECTHA 4eCTOTA

ocTpa 6pOpeyHa HeAOCTAaTBYHOCT

C HeM3BeCTHa 4ecToTa

" HexxenaHure peakliMy ¢a MACHTHQHLHPAHH 1O BpeMe Ha IOCTMAapKETHHIOBOTO HabnioaeHHe.
' Baxre To'ika 4.4.
! Buxrte npoyusanemo 3a bezonacnocm no omuouwienue Ha cepdesno-cvoosama cucmema TECOS no-

AOIy.

Onucanue Ha N30paHy HeXKeIaHY PEAKIIMH
Hsxon HexenaHu peakuuH ca HabIroaaBaHyu NI0-4€CTO NPH NPOYYBaHUA 33 KOMOHHHpaHa ynoTpeba Ha

CHTArJIHITHH H METQOPMHH € APYTH aHTHANWAOETHH JIEKAPCTBEHHU NMPOAYKTH B CpaBHEHHE ¢ TIPOYUBAHHA
Ha CHTATNTMNITHH U MET(HOPMHUH CaMOCTOATENHO. Te BKIIOYBAT XUNOMMHKEMIA (KaTEropHa Ha YecToTa
»wMHOI0 4eCcTH" CBC Cyn(paHHTy peltHO NPOU3BOIHO WM MHCYNIHH), 3anek (,,4eCTH ChC cyndannaypeiiHo
NPOH3BOAHO), MEPHGEPEH OTOK (,,4ECTH C MHOTTUTA30H) H IMaBoboNHe H CYXO0Ta B YCTaTta (,,HeuecTn" ¢
HHCYJIUH).

Cumaziunmun
[1pu npoy4YBaHHA BBPXY MOHOTEpAINHA CbC CHTArNUNTHH 100 mg BeAHDBXK NHEBHO CAMOCTOATENHO B

cpaBHeHHe ¢ mnaledo, choOIeHHTE HeKeNnaHH peakyHHy ca rinapobonne, XHIOrIHKEMH, 3aMeK U
3aMaliBaHe.

Cpen Te3M nalMeHTH HexXenaHuTe CbOUTHA, choOIIaBaHH HE3ABMCHMO OT NPHYHHHO-CIIEACTBEHA BPB3Ka C
NIEKapCTBEHHA NPOAYKT, ¢ YECTOTA Hal-Manko 5%, BKIIOYBAT HHQEKIUH Ha rOPHHUTE JUXATENHH METHIA
¥ Ha30(papHHIUT. OCBEH ToBa ca CrOOIIEHH OCTeoapTPHT M O0NKA B KpaltHHLIMTE, ¢ YECTOTA ,,HeuecTH (>
0,5% mo-BHcOKa cpell y9aCTHHLIMTE, TIOJTyYH/IH CHTATTMITHH, OTKOJIKOTO Ta3W B KOHTPOJHATA IPya).

Memdgopmun
CToMalIHO-4peBHH CUMIITOMU Ca ChOO0IIaBaAHH MHOIO YECTO IPH KIMHHYHM NMPOYYBAHHUA H NPH
MOCTMapKeTHHrOBaTa ynorpeba Ha MmeTdhopMuH. CTOMALLIHO-YPEBHUTE CHMNTTOMH KaTO TajicHe,
noBpwlIaHe, AHapHs, 001Ka B kopeMa H 3ary0a Ha aneTHT ce NOABABAT NO-4eCTO NPH 3aN0oyYBaHe Ha
JICYEHHETO H B MOBEYETO CIyyad NMNpeMHUHABaT CIOHTAHHO. J(ONBJIHHTENHH HEXENaHH peaklHH, CBbp3aHH
C MET()OPMHH, BKITIOYBAT METANEH BKyC (4€CTH); JJaKTaTHa allM03a, HAPYLISHHUS Ha YepHoApoOHaTa
(pyHKLMS, XETIaTHT, yPTUKAPHA, epUTEMA H ChpOek (MHOTO peaxH). JIbIrocpouHoTO eueH




MeT(POPMHH Ce CBbp3Ba ¢ HamalsABaHe Ha abcopbuuaTa Ha BUTAaMuH B12, x0eTo MHOr0 pAxKo MoXxe aa
BOBE/E N0 KIIHHHYHO 3Ha4YUM AeHLUUT HAa BHTaMHKH B 12 (1.e. MeraiobnactHa aHemmus).

Kareropuure no yectora ce OCHOBaBaT Ha HAJIMYHATa HHpopMauna B KpaTkaTa XapaxTepHcTHKA Ha
npoAayKTa Ha MeTdopMHKH, ogobpeHa B EC.

ITpoyueanre 3a bezonacnocm no omuoutenue Ha cepoeyno-cvoosama cucmema TECOS

H3nutBaHero, oLEeHRBALLO ChPAEYHO-CBAOBHTE PE3YATATH MPH JleueHHe cbe cuTtarunTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxniousa 7 332 nauneHTH, 1EKyBaHH ChC
100 mg cuTarnunTyH AHeBHO (MK 50 mg AHEBHO, aKO H3XOAHHTE CTOMHOCTH Ha M3YMC/IEHATA CKOPOCT Ha
rimomepynHa ¢unrpauus (eGFR) ca 230 u <50 ml/mun/1,73 m?), u 7 339 nauueHTH Ha nnauedo B
intention-to-treat (ITT) nonynauudra.

JBere neyeHuns ca godaseHu kbM oOHvaliiHATE MPHXKH CBIACHO MECTHHTE cTaHaapTH 3a HbA . u
ChpIAEYHO-CHAOBH PUCKOBH (pakTOopH. OOI1aTA YECTOTA HA CEPUO3HHUTE HEXeNaHH CHOUTHA TIPH NALHEHTH,
NOMy4aBalty CHTarTMITHH, € CXOAHA C Ta3d [IPHU NMalxeHTHUTE, NoJTydaBallly naarebo.

B intention-to-treat nomynauuATa cpes NALMEHTUTE, KOMTO HU3MO3BAT HHCYHH WHIH CyNdaHunypes Ha
H3X0AHO HUBO, YECTOTATa Ha T€XKKA XHUNOrMHKeMus € 2,7 % npu naluueHTuTe, 1€KyBaHH ChC
CUTAINHIITHH, U 2,5 % NpH MaluMeHTUTe Ha Manedo; cpell MalueHTHTe, KOUTO He H3MOJI3BAT MHCY/IMH
H/HUNK cynaHuIypes Ha U3XOJHO HHUBO, YECTOTATA Ha TeXKa Xunoraukemus € 1,0 % npu nauueHTHTe,
NeKyBaHH ChC cHTaraunTuH, H 0,7 % npu nannentute Ha nnaue6o. YecToTaTa Ha MOTBBPACHH CHOHTHA,
OTAABaHH Ha nMaHKpeaTHT, ¢ (,3 % npH NauMeHTHTE, IeKYBaHH CbC CUTArNUNTHH, U 0,2 % npu
MalMeHTHTe Ha naalebo.

CrobinaBaHe Ha NOAO3MPAHH HEXEAHH PeaKIIHH
CrobinaBaHeTo Ha MOJO3HPAaHH HEXETAHN peaklMH clel paspeiiaBaHe 3a ynotpeba Ha NeKapcTBEHHS

NPOXYKT € BaXkHO. ToBa nmo3ponAsa Aa NpoAb/KH HabMIOEHHETO HAa CHOTHOLLIEHHETO NONI3a/PHCK 3a
NEKApCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CIISLUANNCTH Ce U3UCKBA Jla ChoOLIaBaT BCsAKa MOI03UpaNa
HeKellaHa peaKLMA upe3

H3nenHuTeNHA areHLUs no JeKapcTBara

yi. ,,JJamax I'pyes* Ne 8

1303 Cogpus

Ten.: +35 928903417
yebcaliT: www.bda.bg.

4.9 IIpexo3upane

[py KOHTpPONMpPaHH KIHHHYHH H3ITHTBAHUA CBC 31PABH YHACTHMLM CE NIPUNAraT €AHOKPAaTHH J03H JI0
800 mg cutarnunTHH. MHHEHMaNHO yab/pKkaBaHe Ha QTc, KOETO He ce CUXTa 32 KIHHMYHO 3HAYHMO, CE
HabmozaBa npy eHO npoy4sane ¢ Jo3a oT 800 mg cutarnanTHH. Hama onut ¢ no3u Hag 800 mg npu
KIMHHYHH poy4BaHus. [1py npoyuBanus Pa3za | ¢ MHOroKpaTHO Nnpunarade HAMa J0303aBHCHMH
KNIMHAYHHA HEXENAHH NEKApCTBEHH peakLMH, HabmoAaBaHy MPH CUTAINUNTHH ¢ fo3H Jo 600 mg aHeBHO
3a nepuoay 1o 10 auu ¥ 400 mg nHeBHO 3a nepHoau 10 28 AHH.

["onamo npenos3vpane ¢ MeTrhopMHUH (I €IHOBPEMEHHO CBIIECTBYBALll PHCK OT JAKTaTHA aliHj03a)
MO¥€E a ROBEAE 10 JIaKTaTHA aUMA03a, KOATO € CrelleH MeJIMLIMHCKHY caydyal H TpabBa na ce nexkyea B
Oonuunua. Hafi-epekTHBHHAT METOA 32 OTCTPaHABAHE HA JIAKTAT U METPOPMHH € XeMOAHAIN3ATA.

[pu xanuk4Hu npoyusanud npubnuzutenHo 13,5% ot go3ara ce oTCTpaHABa Npu NpoAbIKaBalla 3 zo 4
yaca xeMoAHanu3Ha cecus. [Ipy npeneHka 3a KAIHHHYHA HeOOXOAHMOCT MOXKe Aa ce MPeRNpHEME TT0-
MpOABIDKHTENHA AMaIH3a. He e H3BecTHO Aanu cuTarnunTHH ce AHANN3Kpa MPH NEPHTOHEANHa AHANN3A.




B cnyuaif Ha npeno3upaHe e NoAXoAALIO Ja ce npeanpueMar 0OHKHOBEHHTE NMOATbPKALIHN MEPKH, KATO
OTCTpaHsABaHe Ha HeabCcopOUpPaHHA MaTepHasl OT CTOMAINHO-YPEBHUA TPAKT, KMTHHHYHO HaOM0aeHHe
(BKIIOYHTENHO K eNeKTpOKapAnorpaMa) ¥ IpH HysKIa 3alioyBaHe Ha MOoAQbpKallo JeveHHe.

5. GOAPMAKOJJIOI'NYHHU CBOMCTBA
5.1 dapmMakoiHHAMHYHH CBOHCTBA

dapmakoTepanesTHYHA rpyna: AHTHAHAOETHH neKkapcTBa, KOMOHHALHH OT MEepOpaHi JIEKApCTBa 3a
HaMaaBaHe Ha KpbBHaTa 3axap, ATC xox: A10BD07

MertcurneTuk KOMOMHHpa ABa AHTHXUIIEPTIHKEMHUYHH JIEKAPCTBEHH MPOAYKTA C JOMBJIBALL CE
MEXaHH3BM Ha AelicTBHe 3a nonobpasaHe Ha TMTUKEMHYHHSA KOHTPOJ IpY NALHUEHTH ¢ aAuaber Tun 2:
CHTAFTUNITHH XUAPOXJIOPKHA MOHOXHApAT, AMnentuaun nentujaasa 4 (DPP-4) unxubutop U MeTgopMHHOB
XUAPOXJOPHA, MPEACTABUTE/ Ha Kflaca Ha OUryaHHAMHHTE,

CHTarIHMITHH

Mexanuzom na deticmaue

CHTarnuMnT#H XuapoXJIOpUA MOHOXHIAPAT € MepopalHe aAKTHBEH, MOIIEH ¥ BHCOKOCENEeKTHBEH HHXNOHTOD
Ha eH3MMa qunenTHaun nentuaasa 4 (DPP-4) 3a neuenne Ha nuabet tun 2. Uuxuburopure Ha DPP-4 ca
KJIac BeLIECTBA, KOUTO AEHCTBAT KaTO YCUIBATENH HA HHKpeTHH. Upes nHxubupane na ensuma DPP-4,
CHTarINIITHH NNOBHINABA HUBATa Ha [1Ba U3BECTHH AKTHBHH MHKPETHH XOpPMOHA, INMKOKaroH-noaobuua
nentyd-1 (GLP-1) u rimokoso3asucumus nHcynuHoTponed nonunentun (GIP). MukpeTnHuTe ca yacT oT
EHAOreHHa CHCTEMA, YUYacTBalla BB (PH3HOJIOrHYHATA peryialus Ha IoKo3HaTa xoMeocTtasa. Koraro
KOHLEHTpaLHHTe Ha KphBHATa 3axap ca HopManHu unH nosuiend, GLP-1 u GIP 3acunBaTt cHHTE3a H
0CBOOOKaBAHETO HA HHCYJIMH OT naHkpeaTu4HuTe GeTa-knerkn. OcBer ToBa GLP-1 HaManasa
CEKpELMATA HA NTIOKAaroH OT NaHKpeaTHYHUTE ajlida KIeTKH, BOACHKH A0 HAMAJIeHO NPON3BOACTBO Ha
YyepHOApoOHa INIIOK03a. Koraro HUBATa Ha MIIOKO3a B KPBBTA €4 HUCKH, 0CBOO0XK/1aBAHETO HA HHCYJIHH He
Ce CTHMYJIHpA H CeKpeLIHATa Ha IIOKAroH He ¢€ NOTUCKA. CHTArJIHNTHH € MOIIEeH H BHCOKO CEJIEKTHBEH
HHXHOUTOp Ha en3uMa DPP-4 u He unxubupa cxoanure no crpykrypa enzumu DPP-8 wnu DPP-9 B
TepaneBTHYHH KOHLICHTpaMH. CHTarMMITHH Ce pa3iu4aBa o XMMHYHA CTPYKTYpa U (apMaKoJOTrH4HO
aeficreue oT aHano3ute Ha GLP-1, uHcynuH, cyndannunypes UKW MErNUTHHUH, OUT'yaHHAMHH, arOHHCTH
Ha aKTHBHPAHHA OT NEPOKCH3OM nponndeparopa rama-peuentop (PPARy) anda-raoxo3naasun
HHXHOUTOPH H AHATIO3H HA aMHJTHH.

[Ipy nByiHEBHO MpPOYYBAaHE HA 3APABH YYACTHHULM CUTAIIKIITHH, NPHUNOKEH CAMOCTOATE/HO, TOBULIABA
aktuBHara GLP-1 KoHueHTpawus, nokaro MeThOopMHH, NPHIOKEH CAMOCTOATENHO, NOBUILARA AKTHBHATA
H obuara GLP-1 KOHUEHTpauya B CXOAHA CTETEH.

EnHoBpeMeHHOTO NpHaraHe Ha CHTAMJIMIITHH U MeT(OPMHH MMA aNUTHBEH eeKT BbpXY aKTHBHATa
GLP-1 xonueHnTpauus. CutarnunTiH, 3a pa3nuka oT MeTQopMHH, MoBHIIaBa akTHBHaTa GIP
KOHLIGHTpAL[1A.

Krunuuna egpuxacnocm u beszonacrvocm
Kato nsano, curarnuntil nogodpsaea rMKEMHYHKA KOHTPOJI, KOTaTo Ce U3MO0JI3Ba KaTO CaMOCTOATENTHO
WM KOMOMHHUPAHO JIeYEHHE.

[1py WIMHWYHHM H3MUTBAHWA CHTATTIUIITHH KATO MOHOTEpANus NOA0o0pABa IIIMKEMHUYHUS KOHTPOJ Ypes
3HAaYHTEIIHO HaMalleHHe Ha XeMormobuH Aj. (HbA ) v riroko3ara Ha rmagHo ¥ ¢iel XpaHeHe.
Hamanenuero Ha nna3MeHaTa riioko3a Ha riaauo (FPG) e vabntonasaHo Ha 3-Ta ceamuuia, ImepeaTa
BpeMEBa TOYKa, B KoATO € H3mMepeHa FPG. HabnronasaHara yecToTa Ha XHIIOTTIHKEMHS TIPH NAaLUEHTH,
JIEKyBaHH ChC CHTArNHITHH, € moxoOHa ¢ Taszu npH niauedo. TenecHoTo Terno He ce e yBENIUUHIIO




CYpPOTaTHHTE MapKepH Ha QyHKUHOHHpaHe Ha OeTa-KaeTKHTe, B ToBa YyHcao HOMA-B (XomeocTasen
MOJeJ 3a OL€HKa-P), ChOTHOLLIEHHETO Ha MPONHCYJIUH KbM HHCY/HUH U NOKa3aTeIHTe 3a PEaKTUBHOCT Ha
OeTa-KIETKUTE [PH TECTa 3a TOJEPAHTHOCT TIPHM YeCcTO JaBaHe Ha XpaHa.

[NpoyuBaHUA CHC CHTATMMIOTHH B koMOUHaN s ¢ MeT(hopMHH

[1py 24-ceaMUuHO MIALE00-KOHTPONNPAHO KIMHUYHO IIPOYYBaHE 3a OLICHKA Ha €PUKACHOCTTA H
Ge3zonacHoctra npu gobasgHe Ha CUTAarNUNTUH 100 mg BeAHBXK JHEBHO KBM CHLISCTBYBALO JIEYEHHE C
MET(QOPMHH, CATAIVIMIITHH OCHIYpABA 3HAYMTENHO NOoROOpEeHHUE HA ITIKKEMHUYHHTE MapaMeTpu B
cpaBHeHHe ¢ mauebo. [TpoMaHaTa cnipaMo U3XOAHUTE CTORHOCTH HA TEJIECHOTO TErno e nogobHa npu
MaLUEeHTH, JIEKYBaHH CBC CHTANHNTHH cnpamo ruauedo. [Ipy ToBa npoyupaHe HMa nogoOHa 4ecToTa Ha
CIIyvaHd Ha XHMOTMHKEMHS TIPH NaiHeHTH, JIEKYBAHH ChC CHTArNTHNTHH WM rauedo.

[Tpu 24-ceamuyyo ruranedo-KoHTpoIMpako GakToOpanHe NPOYYBAHE HA HAYAMHO JICUeHUe, CUTArIMIITHH
50 mg aBa meTH AHEBHO B koMOuHauMsA ¢ MetpopMuH (500 mg nnu 1 000 mg nBa MBTH AHEBHO)
OCHUIYpABa 3HA4HTENHO MOAOOpEeHHEe Ha IIMHKEMUYHHTE NapaMeTpH B CpaBHEHHE C BCAKa MOHOTepaIHA.
HamaneHHeTo Ha TENECHOTO TErIO Npyu KOMONHALMATA CHTArTUNTHH B METQOPMHUH € noJ06Ho Ha ToBa,
HabMoAaBaHO MpH MeTHOPMHH CaMOCTOATENHO HAH Itanebo; HsaMa NMPOMsHaA CIIPAMO U3XOOHUTE
CTOMHOCTH NIPH NALMEHTH Ha CHTArJIMITHH caMocToATeNHO. [TosBaTa Ha XUOrNHKeMHs e nogobHa cpen

JIEKYBaHHTE TpYIIH.

[TpoyuBane cBC CUTACAUNTHH B KOMOMHauus ¢ MeThOPMUH U cyibanunypes

24-ceIMHYHO M1aLe00-KOHTPOIHPAHO KAMHHYHO NPOYYBAHE € NIAHHpaHO 14 OLIEHH ePHKACHOCTTA U
6e3zonmacHocTTa Ha cutarnydnTeH (100 mg BeaubxK AHEBHO) NpudaBeH KbM rMUMENUpu (CaMOCTOATENHO
wid B KoMONHALMA ¢ MeTdopMEH). [1oOaBIHETO HA CHTAIMTUIITUH KbM IITAMENHPHA B MeTHOPMHUH,
OCHIYpsABa 3HAYHTENHO NoA0OpeHHe Ha IITHKEMHYHUTE NnapaMeTpH. [laupeHTHTe, NEKyBaHH ChC
CHTArUNTHH, HMAT ¢Ja00 noBHIleHNe HA TeNnecHOoTO Tero (+1,1 kg) B cpaBHEHHe ¢ Te3H, NOMYYaBasIH
nnawedo.

[IpovuBaHe ¢BC CHTACIHUNTHH B koMOHHalua ¢ MeThopMHuH ¥ PPARY aroHucT
26-ceaMuuHO MIauebo-KOHTPOMHPAHO NPOYYBaHE € NPeaHA3HAuYCHO J1a OUeHHN ePHKACHOCTTA U

OezonacHocTTa Ha cutarnunTHH (100 mg BeaHBXK JHEBHO), 1o0aBeH KbM KOMOUHALIMA HA MUOTTUTA30H U
MeTGopMuH. [J06aBiHeTO HA CUTATTTMNITHH KBM NUOMIMTA30H U METQOPMHH OCHIY PABA 3HAYHTEIHH
noAoOpeHys Ha IMUKEMHYHUTE TApaMeETPH.

[IpoMAHaTa B TEIECHOTO TEIVIO OT H3XOAHO HHBO € NOACOHA Ha Ta3H NpH NaLUEHTH, JEKYBAHH ChbC
CHTATMTMNTHH, B cpaBHeHue ¢ nnanebo. UecToTara Ha XMIOTTHKEMHUA CBIIO € NoaobHa npu MaunesTHTe,
JIeKyBaHH ChC CHTAJMIITHH UK mranebo.

[lpoy4BaHe Ha CHTArNHATHH B KOMOUHAUKA ¢ MEeTQOPMHUH ¥ HHCYJIMH

24-ceAMUYHO nNauebo-KOHTPONMHPAHO KINHAYHO NPOYYBAHE € NpeJHa3HAYeHO Aa OLECHH ePeKTHBHOCTTA
u 6ezomacHocTra HA cutarnunTud (100 mg BeHbk JHEBHO), A0oDaBeH KbM HHCYNHH (IIpH cTabuMHa J03a
3a Hali-manko 10 ceamuuu) ¢ue win 6e3 merdhopMun (Hadfi-manko 1 500 mg). Ilpu nauneHTH, npueMalnu
NpeBapUTEIHO CMEeCeH UHCYIIHH, cpeaHara AHeBHA n03a € 70,9 U/guesHo. [1py nanueHTH, npreMaliu
HECMECEH NPEABAPUTENHO (MEXIMHEH/TIPOAB/DKMTEIHOAEHCTRALL ) HHCYJIHH, CpeAHATa AHEBHA A03a €
44,3 U/nHesHo. JlanHuTe OoT 73 % OT nauneHTHTe, KOHTO ¢a NpHeMaid MeTdOpMHH, ca NPeIcTaBeHH B
Tabauua 2.

HoOapgHeTO Ha CUTAITIMIITHR KbM HHCYJIHH OCUTYPARA 3HAYHTEMHO NOJ0OPEHHE HA IITNKEMHYHHUTE
napaMeTpy. HaMa 3HaunTensa npoMaHa B TEIECHOTO TErNO OT H3XOAHOTO HUBO B JBETE IPYIIH.




TaGanua 2: Pesyaratn 38 HbA,. npu nnane6o-koHTpoJIHpPaEA NPOoYYBAHHA ¢ KOMOHHAPAHO
JIeUeHHe ¢bC CHTANIMITHH U MeThopMuR™

IIpoyuBane Cpennn cToliHOCTH HA Cpeaua npomsna Kopurapana, cnpamo
nixoaHo HuBO HbA,;; | copaMo H3X0AHO HHBO naanebo, cpegna
(%) HbA,: (%) NPOMSIHA HA

HbA,. (Y0)
(95 % CI)

Curarnuntud 100 mg

BEJAHDBX OHEBHO, 8,0 0,77 0,71

no6aBeH kpM doHOBa (-0,8, -0,5)

Tepanus ¢ MeTGOpMHH

(N=453)

Curtaraunrad 100 mg

BEAHEX THERHO, 8.3 -0,67 0,913

nobaeeH kM pOHOBA (-1,1, -0,7)

Tepanus ¢ FHMENHPHI
+ Metopmun’

' (N=115)
Cutarnuntus 100 mg
BEAHDBXK AHEBHO 8,8 -1,2¢ 0,7t
nobaseH kbM POHOBA (-1,0, -0,5)

Tepanus ¢ MHEOrIUTA30H
+ MeTdopmun?
 (N=152)

CurtarnunTtun 100 mg
BeIHBXK JHEBHO, 8,7 -0,7% -0,5%3
nobaseH KkeM POHOBA (-0,7, -0,4)
TEpPaNnHsa ¢ UHCYJIHH +
METHOPMHH

(N=223)

Hauanuo nedenue (a8a
ITbTH JHEBHO)': 8,8 -1,4t -1,6%4
cuTaraunTvH 50 mg + (-1,8, -1,3)
merdopmuH 500 mg
(N=183)

Hauanuo nedyenue (asa
ITBTH JHEBHO)': 8,8 -1,9¢ 2,114
CHTarmunTUH 50 mg + (-2,3, -1,8)
merdopmuu 1 000 mg
(N=178)

" IMomynauuaTa OT BCHYKH NIEKYBaHH NMalHeHTH (intention-to-treat aHanu3),

' Haii-Mankure cpefiHU KBAAPATH CA KOPHTMPAHH CTIPAMO CTATYCA [IPH NPEXOIHOTO AHTHXUNEPTIHKEMHYHO JIeYEHHE
H CTOHHOCTTA HA H3XOAHO HHRO.

} p<0,001 B cpaHenne ¢ nnauebo win nnauebo + KOMGHHKPAHO NedeHHe.

' HbA 1. (%) Ha 24-Ta ceamuua.

THbA,. (%) Ha 26-Ta cenMHLa.

§ Hait-MankuTe cpelHy KBalpaTH ca KOPUTHPaHH 3a ynoTpe6aTa Ha HHCYIHH NpH BH3UTa | (IpeBapHTENHO CMeceH
CpelIy HECMECEH MPESABAPHTENHO [ MeXXTHHEH WIH NPOARIKHTENHOAeHCTBam ) H H3XxoaHa CTOWHOCT,

I1pu 52-ceaMuyHO npoyuBaHe, cpaBHABALLO ePHKacHOCTTA U Ge3onmacHoCTTa NpH T00aBAHE Ha

cUTarnunTHH 100 mg BeaHbX QHEBHO WIH rKnu3ua (cyadanunypedHO MPOU3BOIHO) NTPH MALHEHTH ¢
HeJoObp rNMHKEMHUYEH KOHTPOA NIPH MOHOTEpanus ¢ METHOPMUH, CHTAIIKNTHH € NoJo0eH
npy nouuxasaHeTo Ha HbA . (-0,7 % cpenHa npoMsHa cnpAMO H3XOQHHTE CTORHOCTH




CBC cpeaHa cToiHocT Ha HbA | ot npubmuantento 7,5 % B asere rpynH). CpenHara fo3a MIHINH3KA,
H3MOJI3BaHAa B rpynara 3a cpasHeHue, € 10 mg AHeBHo, KaTto npubnanautenHo 40 % oT nauueHTHTE ce
HYKAAAT OT Ao3a rMunu3ug < 5 mg/AHeBHO 10 BpeMe Ha npoy4BaHeTo. Obave, nopeve NalydeHTH OT
rpynara Ha CUTArJIMITHH ¢a NPEeKbCHAIH NMOopasy JHUICA Ha €PUKACHOCT, OTKOJIKOTO B I'pynara Ha
rnunu3u]. [lanuenTuTe, 1eKyBaHH CbC CHTAIJIMIITHH, MOKA3BAT 3HAMHTENHO CPEAHO NOHIKEHUE CIIPAMO
U3XOJHHTE CTOHHOCTH Ha TenecHOTO Terno (-1,5 kg) B cpaBHEHME CBC 3HAYUTENHO NOKAYBAHE HA TErI0TO
NMpH NanyeHTH, rnonyyasany raunnaug (+1,1 kg). B Toea npoyusaHe OTHOLIEHHETO MPOHHCYIIHH KbM
HHCYJIMH, Mapkep 3a €(heKTHBHOCTTA Ha HHCYIMHOBHA CUHTE3 H OCBOOOXKIaBaHe, ce nogodpaBa cbe
CHTArJIMITHH ¥ CE BMOLIABA NPH JIEYSHHE C IMHMIA3KA. HecToTaTa Ha XMIIOTIMKEeMHs B IpyIliara Ha
cutarnunThH (4,9 %) e 3HaYMTEeNHO MO-HUCKA OT Ta3u B rpynara Ha raunusug (32,0 %).

24-cegMH4HO MIaned0-KOHTPONAHPAHO KIHHHYHO Npoy4YBaHe, BKI0YBauo 660 nauneHTs, €
NpeAHa3Ha4YeHO Aa OLEHH ePHKACHOCTTA, BOJCILA A0 HAMAIABAHE HA HHCYJIMHOBHATE A03M H
GesonacuocTTa HA cutarnunTiH (100 mg BeaHbX AHEBHO), KOraTo € npubaBeH KbM MHCYJIHH IMAPKHH
che HiH Oe3 MeTdopMmuH (node 1 500 mg) no BpeMe Ha UHTCH3UDULMPAHETO HA HHCYJTHHOBATA Teparus.
[Tpu nauneHTH, npuemMaiil MeTPOpMHH, U3XoaHaTa cToliHocT Ha HbA | € 8,70 % u nHavannara no3a
uHcynuH € 37 1U/questo. [TauueHTUTE ca HHCTPYKTHPAHH Aa THTPHPAT TAXHATa 4033 HHCYJIHH IIapXKHH
BDH3 OCHOBA HA CTOMHOCTHUTE HA KPBBHATA 3aXap Ha IaJJHO, H3MEPEeHH Ype3 KPpBBEH TeCT ¢ YOO aaHe Ha
npbera. [lpy nanueHTuTe, npueMainy MeThopMuH, Ha 24-Ta ceIMHULla YBENHYABAHETO HA AHEBHATA 4034
HHCYJIHH e 19 [U/qHeBHO NpU NayueHTH, 1€KYBAHH ChC CUTArNUNTHH, U 24 [U/qHeBHO Npu MaHEeHTH Ha
maauebo. [lonmxkasaneTo Ha HbA | py nauueHTH, JEKYBaHH ChC CUTATNTHNTHH, METHOPMHH H HHCY/IHH €
-1,35 % B cpaBreHue ¢ -0,90 % npu nauueHTH, NeKyBaHu ¢ miauebo, MeT(hOpMHUH U MHCYJIHH, PAa3IHKa OT
-0,45 % [95 % CI: -0,62; -0,29]. YecToTaTa Ha XHnornukeMHus € 24,9 % npH nauneHTH, JIEKYBaHH CBC
CUTATNTUNTHH, METQOPMHH H HHCYJIHH H 37,8 % TNpH nanueHTH, NeKyBaHH ¢ aucbo, MeThopMHH H
UHCYJIHH. Paznnkara ce AbJDKH OCHOBHO Ha MO-BHCOKHA IIPOLEHT NALMEHTH B rpymnara Ha nnaueto,
U3MHUTANU 3 UNH MOBeYe enn3oaa Ha xunornukemus (9,1 cnpamo 19,8 %). Hama pasnuka B yecrorara Ha
[MOABA HA TEKKA XHUMOTTTUKEMHA,

MeTtdhopMUH

Mexanuzsm Ha oeticmeue

MeTthopMHH e OHIr'YaHHOUH ¢ aHTHXHNEPrNIHKEeMHYEH edeKT, MOHHKABAI KakTo fa3zanHaTa, Taka U
TIa3MeHara IiloKo3a ciell XpaneHe. Tol He CTHMYIMpa HHCYJIMHOBATA CEKPELIUA U CIIEI0BATENHO HE
npeau3BUKa XHIIOMTTUKEMHUS.

MerdopMHH MOXeE Aa AeicTBa [0 TPU MEXAHHU3MA:

- KaTO HaMa/IsfBa MPOAYKLHATA HA YepHOAPODHA roK03a Ype3 NHXHOHpaHe Ha MNIIOKOHEOreHe3aTa U
INIMKOreHOAn3atTa

- B MYCKYJIUTE, 4pe3 YMEPEHO NOBUIIABAHE HA HHCYJIHHOBATA UYBCTBUTENHOCT, NoA0OpsABaiku
nepHPepHOTO NOEMAHE U YCBOABAHE HA IMIOKO3a

- ype3 3abaBsHe Ha abcopOuuaTa Ha rMIOKo3a B TBHKUTE YepBa.

MeTpopMUH CTUMYAHPA BETPEKASTHYHHA CHHTE3 Ha IVIHKOTEH 4pe3 Bh3ACHCTBUE BBPXY INIMKOTeH
CUHTeTa3zaTa. MeTdhopMHH NOBUIIABA TPAHCIIOPTHHUA KANIALIMTET HA CTICLH(HYHH THIIOBE MEMOpaHHH
TpaHcnoprepy Ha rimoko3ara (GLUT-1 u GLUT-4).

Knunuuna egpuxacnocm u besonacrocm

[Ipn xoparta, He3aBHCHMO OT JeHCTBHETO CH BHPXY MNUKeMHATa, MeT(POpMHH UMa 6aronpusaTHHA eeKTH
BBPXY TUNHAHAA MeTaloMu3bM. TOBa Ce A0Ka3Ba IpH TepalneBTHYHH KOHLEHTPALHH B KOHTPOIHPaHH
KJIMHHYHH MPOYYBAHHA CBC CPEeAHA MPOABIKUTEITHOCT HIIH ABJITOCPOHHH KIMHHYHM [IPOYUYBaHUA:
METQOPMHH HaMaABa o0wWHA Xonectepoin, LDLc » HuBaTa Ha TPUITIHIEPUIHTE.




INpocnekTnBrOTO paHaoMu3Hpado (UKPDS) npoy4ysaHe € YCTAHOBHIIO ABJANOCPOYHATA 110134 OT
HHTEH3HBEH KOHTPOJ Ha KpLBHATa 3axap Npy aHader TN 2. AHAIM3BT Ha Pe3yJITaTUTE NIPH MALMEHTHTE C
HaJHOPMEHO TErJIo, IEKyBaHH ¢ MeT(pOPMHH Cliel HEyClieX C AXeTa CaMOCTOATENHO NIOKAa3BarT:

- 3HAYUTENIHO HaMalleHHUe Ha aOCOMIOTHHA PUCK HA CBBbP3aHUTE ¢ JHabeTa YCIOKHEHHA B IpynaTta Ha
meThopMHUH (29,8 crbuTna/l 000 nauMeHTOroAMHHU) CNIPAMO AHETA CAMOCTOATENHO (43,3
c¢eOuTus/1 000 nauuentoroauuu), p=0,0023 u cnpaMo rpynurte Ha KOMOUHALUA ChC CyNdaHUTypes
H MoHOoTepanusa ¢ HHCYIHH (40,1 cpOutra/1 000 nanuenToroanun), p=0,0034

- 3HAYUTENHO HaMalieHHe Ha abCONIOTHUA PUCK OT CBbp3aHara ¢ AnabeT CMBPTHOCT: METQOPMHH 7,5
cpouTua/1 000 mauuenToroaHHy, Aera caMoctodaTesHO 12,7 ¢crdbutua/l 000 nauHeHTOroANHH,
p=0,017

- 3HAYKTENNHO HaMaleHHue Ha abCo/IIOTHHA PHCK OT obLaTa CMBPTHOCT: MeTQopMHUH 13,5 cuOuTHs/1
000 nauMeHTOroAMHH crupaMo aueta camoctoaTeNHe 20,6 cubuTha/l 000 nauneHToroaAnHH,
(p=0,011) u copamo rpynure KOMOMHHpaHa CyNndaHHIypes U MOHOTEPANHUS ¢ HHCYIHNH 18,9
c¢sOuTHA/1 000 naumentoroanny (p=0,021)

- 3HAYUTETHO HaMalleHHe Ha aOCONIOTHHSA pUCK OT MUOKapAeH HHdapkT: MeTdopMuH 11
crbuTHA/1 000 nauuenroroanuy, auera camoctoarenHo |18 cubutusa/l 000 naunenTOoroAHHH,

(p=0,01).

TECOS e panaomusupaHo npoyusaHe npu 14 671 naudedTH B Intention-to-treat nonynaunsata ¢ HbA >
6,5 no 8,0 %, ¢ ycTaHOBEHO ChbpAEYHO-CHAOBO 3a00MsBaHe, KOUTO MOJYYaBAT CUTArMMITHH (7 332)

100 mg nuesHo (Mam 50 mg qHEBHO, axo H3xoaHHTe cToiiHocTH Ha eGFR ca > 30 u < 50 ml/muu/1,73 m?)
uny nnauebo (7 339), nobaBeHr kM obnyaliHUTE MPHXH CBIJIACHO MECTHHTE CTaHAApTH 3a HbA .
ChpACYHO-CBAOBH prckoBH dakTopu. [Taumentn ¢ eGFR < 30 ml/mMun/1,73 m? He ca BKDOYeHH B
npoy4ysaneto. U3cnenpaHara nonynands sxno4sa 2 004 naudedTd Ha BB3pacT 2 75 roauHy u 3 324
nauueHTH ¢ 660peuHo yBpexaane (eGFR < 60 ml/mun/1,73 m?).

[To Bpeme Ha npoyuBaHeTo oblara u34ncieHa cpeana pasnuka (SD) B crofinocTuTe HAa HbA |c MEeXny
IpPYNHUTE Ha CUTArIMNTHH H nauedo e 0,29 % (0,01), 95 % CI1 (-0,32, -0,27); p < 0,001.

[1bpBHUHaTa KpatiHa TOUKa [0 OTHOLUEHHE HAa CBPASHHO-Ch0BATa CUCTEMA € ChCTABHA OT ITbpBATa [10sBa
Ha CbpASYHO-CBhAOBA CMBPT, HedaTaned MuokapaeH HHapkr, HedaTaneH RKHCYNT WM XOCIUTATA3ALUA
nopagy HectabuNKa cTeHokapaua. BropnuHuTe KpalHH TOYKH MO OTHOIICHHE Ha ChPACYHO-CHAOBATA
CHCTeMa BKJIKOYBAT IThPBATa N108Ba HA ChPAEYHO-CB0BA CMBPT, HedaTaleH MUOKAapAeH NH]APKT HIH
HedaTaneH HHCYAT; TLPBATA NOABA HA HHAWBHIY ATHUTE KOMIMIOHEHTH HA ITBPBUYHATA ChCeTaBHa; obua
CMBPTHOCT Y XOCTIHTANH3ALUY MTOpaJH 3aCTONHA ChpAeYHa HEROCTATBYHOCT.

Cnea npocneasasaHe ¢ MeaAraHa Ha NPOABIKUTENHOCT OT 3 FOAUHM, CUTATIMNITHH HE NOBULIIABA PUCKA OT
roJIEMH HEXEJNaHH ChpPAEYHO-CbAOBH CHOMTHA MIIM PHCKA OT XOCIIHTANIM3ALKA NI0padHy ChpAcYHa
HEJAOCTATBYHOCT, KOraTo ce 100aps KbM 0OHYalfHUTE rPHIKH NIpU NALMEHTH ¢ AHa0eT THI 2 B CpaBHEHHE C
obnuatinnTte rpwxy 6e3 curarnuntyl (Tabmmua 3).

Tabanna 3: YecTOTH HAa KOMOMHHDPAHH CHEPACYHO-CHAOBH PE3YJTATH H HA KAKYOBH BTOPHYHH
pe3yJaTaTH

Curarauntiu 100 mg I1nranebo

YecroTa Ha 100 YectoTa Ha 100 Koedunuenr | p-
N naudenToroau | N (%) | mausmenToroauun’ | Ha pHCKa crolinoct!
(%) | (95% CI)

Aunajans B Infention-to-Treat monyaauuara
bpoii nauuenTH 7332 7 339




IIspBuuHa
CHCTABHA
KpaliHa TOUKA
(Crpoeuno-
CbAOBA CMBPT,
HedaTalteH
MHOKapaceH
HH(pApPKT,
HedaTtaeH
HHCYJT HJIH 339 4,1 851 4,2 0,98 (0,89 <0,001
xocnuranusaums, | (11,4) (11,6) 1,08)
nopaau
HecTaOWIHA
CTEHOKapaHsi)
Bropnuna
CLCTABHA
KpaKHa TOUKa
(Crpaeuno-
CBIOOBA CMBPT,
HedaraneH
MHOKapIeH 745 3,6 746 3,6 0,99 (0,89- <(),001
HHGApPKT HNK (10,2) (10,2) 1,10)
He(aTaneH
MHCYJIT)
Bropuuen
pe3yarart
Copaevno- 380 1,7 366 1,7 1,03 (0,89- 0,711
CBhIOBA CMBPT (5,2) (5,0) 1,19)
Besakakbs BUL 300 1,4 316 1,5 0,95 (0,81 0,487
MHOKapleH (4,1) (4,3) 1,11)
nHapkT
(daTanex u
He(aTa/ICH) |
Bceaxkakss BHA 178 0,8 183 0,9 0,97 (0,79- 0,760
MHCYJIT (paTtaneH (2,4) (2,5) 1,19)
M HejdaraneH) _ _
XocnHranusanus 116 0,5 129 0,6 0,90 (0,70 0,419
nopaau (1,6) (1,8) 1,16)
HecTabunHa
CTeHOKapAaHs
CMbpT nopaau 547 2,5 537 2,5 1,01 (0,90- 0,875
BCAKaKBa (7,5) (7,3) 1,14)
[IpHYHHA
Xocnuranu3aung, | 228 1,1 229 1,1 1,00 (0,83— 0,983
nopaau cepaeuda | (3,1) (3,1) 1,20)
HEIOCTATRYHOCT _
* Yecrorara Ha 100 nauneHTOroauuu e m3uucnera kato 100 x (oOuua 6podt naunentu ¢ > [ cubuTHE NO BpeMe Ha
AONYCTHMHA NEPHOI HA EKCIIO3NLMSA cripaMo ofuiug Opoil nauueHTOrOAUHY HA MPOCNeasBaHe).
' By3 ocHoBa Ha Moaen Ha Cox, cTpaTHHLUMpPaH N0 PErHOH. 38 ChCTABHUTE KpaHH TOYKH, P-CTOMHOCTHTE
CBOTBETCTBAT HA TECT 32 HCHHPEPHOPHOCT, THPCELL Aa NOKaXe, 4€ KoehHLUUEHTHT Ha PUCKA € mo-Mansk ot 1,3, 3a
BCHYKH IpYTH KpaHHH TOYKH P-CTONHOCTHTE CHOTBETCTBAT Ha TECT 3a PA3IMKHTE B KoeHIIMEHT HA PHCKa.
¥ AHAIH3BT Ha XOCTIHTAIH3ALMATA NOPAaH ChPACYHA HEAOCTATLYHOCT € KOPUTHpPaH 3a aHAMHE3A 3a ChpledHa
HEOOCTaTBEYHOCT Ha H3XOOHO HHUBO,




[TeauaTpudHa NOMyJIalUs
Espornefickara areHLiHs IO JeKapcTBaTa 0¢B000XK1aBa OT 3aAb/DKEHNETO 3a NPeIOCTaBAHEe Ha

pe3ynTaTHTe OT IPOYUBAHHATA ChC CHTAMTHNTHH/METGOPMUHOB XHAPOXJAOPHI BbB BCHYKH NOATPYNH HA
neAuaTpHYHATA [MOIMyNalua Cbe 3axapel auaber tin 2 (BX. Touka 4.2 3a UHGOpMAaLHA OTHOCHO ynoTpeda
B NIEIUATPUATA).

5.2 <DapMaKOKHHETHYHH CBONiCTBa

MeTcHrneTHkK

[TpoyuBanusTa 3a 6HOEKBHBANEHTHOCT MPH 3APABH YYACTHHLM [MOKA3BAT, Y€ CHTAIMNITHH/METPOPMHHOB
XUApOXIOopHa KoMOHHHpaHH TabneTku ca GHOEKBUBANCHTHH HA EAHOBPEMEHHOTO TIPUIONKEHHE Ha
CHTAMNHNTHH pocdaT H METPOPMHHOB XHIPOXJIOPHA KaTO OTAEIHM TableTKH.

CrnenHure NaHHY NOKA3BaT papMaKOKHHETHYHHTE CBONCTBA HA OTIAETHNTE AKTHBHH BEIECTBA Ha
MeTcHrneTHk.

CHTarJunTHH

Abcopbyun

Cnen nepopanHo npunoxeHre Ha g1o3a 100 mg Ha 3apaBy Y4aCTHHLM, CHTAarTMNTHR 6bp30 ce abcopbupa,
C JOCTHIaHe Ha MHKOBH TUIa3MeHH KOHUeHTpaluuH (MeanaHa Twe) 1 A0 4 Yaca creq NpHIOKEHHETO,
cpenna nnasMeda AUC Ha curarnuntuH 8,52 pMshr, Crax 950 nM. AGconmoTHaTa GHOHAMHYHOCT Ha
CUTArnuNTHH e npubnusutenno 87 %. Twi KaTo npueMaHeTO Ha CHTAIVIMIITUH €JHOBPEMEHHO ¢ borara Ha
Ma3HHHHU XpaHa He NOBMHsABA (JapMaKOKHHETHKATa, CHTArJIMIITHH MOXE Ja Ce niprjiara cue Win 0e3 xpaHa.

[InazmeHata AUC Ha cHTArlmMNnTHH c€ NOBHMLLIABA [0 A03a NPONOpUHOHANEH HaYyuH. Jlo3a-

NPOMNOPLHOHATHOCT HE € YCTAHOBEHA 38 Crnax H Ca4aaca (Cmax €€ MOBHILIABA [TOBEYE OT J034a-
NPOMOPLUHOHATHO, & C24xsca C€ YBEIIHUABA MO-MANKO OT J03a-NPONOPLHOHANHO).

Pasnpedenenue
Cpennuat o0eM Ha pasnpeneneHre B CTalMOHAPHO ChCTOAHHE Clie] €AHOKpaTHa HHTPABEHO3HO

npunoxeHa 103a ot 100 mg curarnunTHH Ha 3ApaBH YY4acTHHUY e npubnusuTenHo 198 nutpa.
OpakuunaTa CATArMUNTUH 0b6paTUMO CEbp3aHa ¢ NIa3MEeHHTE NPOTeHHH e HUcka (38 %).

Buompancopmayun
CUTArMUNTHH CE €THMUHUpA OCHOBHO HEMPOMEHEH C YpUHaTa, a MeTaboNIN3MBT € BTOPOCTENEHEH ITBT.
[TIpuGnuzurento 79 % ot CUTAIJIMNTHH Ce eKCKpeTHpa HEPOMEHEH B YPHHATA.,

Cnea nepopansa a03a [*Clcurarnuntun, npubausurento 16% oT paaMoaKTHBHOCTTA CE€ EKCKpeTHpa
KaTo MeTabonuTH Ha cuTarnunTH. Ha HUBO cieaM ca yCTAHOBEHH WECT METabOMHTA, KOUTO HE CE€ OYAKBa
Ja ponpHHacaT 3a naasMeHata DPP-4 yuxuburopHa akTHBHOCT Ha CUTAIVIMIITHH. [n vitro npoy4BaHUATA
NOKA3BAT, Y€ OCHOBHHUAT €H3UM, OTTOBOPEH 3a OrpaHHYeHHd MeTabonu3bM Ha cHutarnunTiH, ¢ CYP3A4, ¢
yuactieTo ¥ Ha CYP2CS.

In vitro NaHHHUTE NIOKA3BAT, Y€ CUTATNIUNTHH He e HHxuouTop Ha CYP m3oensumure CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 nmn 2B6, u He e unaykTop Ha CYP3A4 1 CYP1AZ,

Enumunupane
Cren npunoxedne Ha nepopana no03a [“ClcuTarnunTyH Ha 31paBy Y4acTHHLH, mpubnusutenHo 100 %
OT NPUICKEHATA PATHOAKTHBHOCT ce enuMuHnpa ¢ gexanunte (13%) unn ypuuara (87%) oo eaHa
CeAMHLIA CJIeA NMPUNTOKEHUETO Ha aosarta. [IpUuBMAHUAT KpaeH 112 cnen 100 mg nepopanxa a03a
CHTarnuNnTHH € npudnusnrtenHo 12,4 yaca. CHTarJIMNTHH ¢€ HATPYIIBAa CAMO MUHHUMAIHO NMpPH
MHOTOKpaTHO npunaraHe. bsOpeuHuaT knupbHe ¢ npubnusurendo 350 ml/mun.




#y

EnnMHHHpaneTO Ha CHTAaNTMNTHH CTaBa OCHOBHO Upe3 6p0petiHa ekcKpeLus H BKIIOUBa aKTHBHA TyGyHa
cexpeuus. CHTarnUNTHH € CyOCTpaT Ha YOBellKH OpraHHyeH aHuoHeH TpaHcnoprep -3 (hOAT-3), koifTo
MOxe OH yyacTBa B 6B6pEYHOTO eMMMUHHpPaHe Ha CHTArmuITHH. KnuHHYHOTO 3Hauenwe Ha hOAT-3 B
TPAaHCIIOpTa Ha CUTArJIUIITHH He € YCTaHOBeHO. CUTAINIHIITHH € CYOCTpaT M Ha p-IVIHKONPOTEHH, KOKTO
MO3Ke O y4acTBa ¥ B MEAUMpPaHeTO Ha OBOPeYHOTO eNMMHHHpPAHE HA CHTATJIMNITHH. B chinoTo Bpeme
[HKJIOCTIOPHH, €XMH P-TJIMKONPOTeHH HHXHOUTOP, HEe HaMasiBa OB0peYHna KIHPBHC HAa CHTArTHIITHH.
CurarnuntuH He e cyberpar Ha OCT2 unu OAT1 unu PEPT1/2 tpancnoprepure. In vitro CUTarIAnTHH
He noTrcka OAT3 (1C50=160 uM) unx p-rauxonporenHa (ao 250 M) MeanKpaHHus TpaHCNOPT B
TEPaNEBTHYHO PEJIEBAHTHH NNIa3MeHH KOHLUEHTpauuH. [IpH KTMHHYHO NpoyYBaHe CUTATIIMIITHH HMa
MaNbK €(PeKT BhPXY IJIa3MEHHUTE KOHUEHTPALMH Ha JHMOKCHH, KOETO [I0Ka3Ba, Y€ CHTATJIMIITHH MOXKE Ja €
cnad UHXHOWUTOP Ha P-TVIHKONPOTEHH.

Xapaxmepucmuxa npu nayuermume
DapMaKOKHHETHKATA HA CHTATTIMNITHH € KAaTO LANO CXO/HA NPH 3APABH YUYACTHMLM U TIALMEHTH ¢ AnabeT
THI 2.

bvbpeuno yapescoane

[IpoBeneHo e OTBOPEHO NpOyUBaHe NpH €AHOKPATHO MPHIIOXKEHHKE 34 OlleHKa Ha (JapMaKOKMHETHKATa Ha
HaMaJIcHa 1033 CHTaraunTrH (50 mg) npy NaUHeHTH ¢ Pa3/IHyHA CTENeH Ha XpOHHYHO ObOpeuno
YBPEXAAHE B CPABHEHHUE CBC 3/IpaBH KOHTpoH. [IpoyuBaHeTo BIUTIOYBA NalMeHTH ¢ GBOpeyuHo
YBPEXKIAaHE B JICKA, YMEpEeHa HNIH TeXKKa CTeNeH, KakTo U nauveHTy ¢ ESRD na xemonuanu3za. QcseH ToBa
edexruTe Ha 6BOpeuHO yBpexkAaHe BhPXY JapMakOKHHETHKATA HA CHTAIJIMIITHH NPH NALMEeHTH ¢ aHabeT
THN 2 1 ObOpeyHo yBpexJaHe B JIEKa, YMepeHa WK Texka creneH (BkmountentHo ESRD), ca oneHeHy
Yypes NMonyIalMOHHU (hapMaKOKHHETHYHH aHATH3H.

B cpaBHenue cne 30paBH KOHTPONH, nnasMeHaTa AUC Ha CUTATIMNTHH Ce OBHIIABA NpUOAH3KTENHO 1,2
NBTH NPU NALMEHTH ¢ ObOpeuno yspexaaHe B ieka ctened (GFR > 60 ao <90 ml/mMun) 1 chotBeTHO 1,6
MLTH NIPH DALMEHTH ¢ Ob0peuHo yBpexxaaHe B ymepeHa crened (GFR >45 no <60 mi/mun).

TvH KaTO pasmMepbT Ha MOBUIIEHHETO HE € KIHHHYHO 3Ha4MM, HE Ce Hajlara KOPHIrMpaHe Ha 103aTa Npu
T€3U NallMeHTH.

nasmenata AUC Ha CHTarmunTHH ce NOBUINABA NPUGIUIUTENHO 2 IIBTH NPY NaLMEHTH ¢ GEOpedHo
yspexaane B yMepeHa crened (GFR > 30 no < 45 ml/mMuH) v npubnusuTtenHo 4 nbTy NpH NaLHEHTH ¢
0b0peyHo yBpexaaHe B Texxka cteneH (GFR < 30 ml/mun), sxmounTtenno naudeHTy ¢ ESRD na
xeMonuanu3sa. CHTarIMNTHH C€ OTCTpaHABa yMEPEHO NMpH xemoananuia (13,5 % 3a 3- no 4-vacosa
XEeMOIHATTH3HA CeCHS, 3anoyBaLia 4 Jaca clieji IPHIOKEHUETO ).

Heprodpobno yspeacdare

He e Heo0xoanma kopekUua Ha A03aTa CHTAT/IMIITHH [1PH NALMEHTH C IEKO HIH YMEDPEHO YEPHOAPOOHO
yBpexnaane (ckop no Child-Pugh <9). HaMa kauHu4eH ONKUT Npy NalUHeHTH ¢ TEXKO YEPHOAPOGHO
yBpexnane (ckop mo Child-Pugh >9). B cbloT0 BpeMe, Thil KaTO CHTArIUNTHH C& ETMMUHHPA OCHOBHO
qpe3 OBOpeLnTe, HE Ce 0YaKBa TEXKKOTO YePHOAPOOHO YBPEXIaHE Ja NOBIUIE BhPXY
dapMaKOKWHETHKATa Ha CHTATTMNATHH.

Hayuenmu e cmapuecka evapacm

He ce Hanara xopekuus Ha n03aTa B 3aBHCHMOCT OT Bb3pacTTa. B3 OCHOBA Ha moNyalHOHEH
(apmakokuHeTHYEH aHaNM3 Ha JaHHH oT Paza | u Pasa Il, Be3pacTTa He 0Ka3Ba KIHHHUHO 3HAYHM edeKT
BbPXY (apMaKOKHHETHKATA Ha CHTAIIMITHH. YYaCTHHLMTE B cTapyecka Bb3pacT (65 no 80 roxusu) uMar
npubansuTenso 19 % no-eMcoky NIa3MEHH XOHUEHTPALMH Ha CHTArTTMITHH B CPABHEHHE ¢ NIO-MIAH
YYaCTHULIH.

Ileduampuyna nonyrayus
Hama npoyusaHHa CbC CHTArNMMIITHH MPH NEIHATPHYHH NALHEHTH.




pyeu xapaxmepucmuxu Ha nayuenmume

He ce nanara xopekiins Ha J03aTa B 3aBUCHMOCT OT NIOJI, paca WM MHIEKC Ha TeJIeCHA Maca (BMI). Te3u
XapakTepUCTHKH HAMAT KIHHHYHO 3HAUHUM e(eKT BbpXY PapMakOKHHETHKAaTa Ha CHTArIUIITHH CHOpe.
KOMOHHMpaHHA aHaNK3 Ha papMakOKHHETHYHHUTE AaHHH oT Pasza | u nomynaumonen tapMakOKMHETHYEH
aHanu3 Ha JaHHu ot Pa3za | u daza ll.

Mer¢dopMHH

Abcopbyus

Cnepn nepopanna 1032 MeTPOPMHH, Trax Ce JOCTHTA 10 2,5 Haca, AGcomoTHATa GHOHATHYHOCT Ha
Tabnetka MerdopmuH 500 mg e npubauznrenno 50-60 % npu 3apasu yuacTHHLHM. Cren [epopasHa 1034,

HeabcopOupanata ¢paxkuns, oTkpuTa BbB dhexkanuuTe, € 20-30 %.

Cnen nepopanen npueM abcopbumara Ha MeTHOPMHH € HACHILALNA Ce U HembAHA. CMATA ce, Ye
apmakokuHeTHkaTa Ha abcopOuuaTa Ha MeThopMUH € HenuHeHHa. TIpy o6Hualinu go3M MeTPOPMHUH H
AO30BH CXEMH, MJIa3MCHHTE KOHUEHTPALNH NPH CTALMOHAPHO CHCTORHHE Ce JOCTHTAT B PAMKHTE Ha 24-
48 yaca M Karto 110 ca no-mManko ot | pg/ml. Ipy KOHTPOAHPaHY KTHHHYHH M3MHTBAHMA,
MAKCHMATHHTE TIa3MEHH HUBa Ha MeTGOPMHUH (Cpnax) HE MpeBHLIABAT 5 ug/ml, 10pH Npy MakcHMAaNHH
IO3H.

XpaHara HamManABa CTeneHTa u cnabo 3a6aes abcopOunaTa Ha MeTgopMuH. Cles NPHIOKEHHE HA 033 OT
850 mg, ce HaOmogasa 40 % no-HUCKA NMMKOBA Ja3MeHa KOHLEHTpauud, 25 % Hamanedne Ha AUC u
YAbIDKaBaHe ¢ 35 MUH Ha BPEMETO JI0 JJOCTUraHe Ha MHKOBA IUIa3MeHa KOHLeHTpalus. KnanynaTa
3HAYHMOCT HE € U3BeCTHA.

Pasnpedenenue

CBBP3BaHETO C [L1a3MEHHTE MPOTCHHHU € He3HAYHTENHO. MeThopMHH ce pasnpenens B epUTPOLUTHTE,
KpEBHHAT NHK € MO-HUCHK OT MIA3MEHHA TTHK H C€ IOABABA NPHOIHIUTENHO MO CHLIOTO BPEMe.
UepseHuTe KpbBHY KIETKH Hall-BEPOATHO NPEACTABIABAT BTOPHYEH KOMIIAPTHMEHT HA pasNpeeNleHHe.
Cpeaunat Vd Bapupa mexay 63 — 276 1.

buompanchopmanyun
MeT(opMKH ¢e eKCKpPEeTHpa HENPOMEHEH B ypHHATa. IIpH Xopara He ca yCTaHOBEHH MeTaGOoJIMTH.

Enumunupane

bpOpeunusaT KIHpbHC Ha MeTGopMHH € > 400 ml/MuH, kOeTo MoKa3Ba, ue METHOPMHUH ce €TMMMHHpA
4pes rioMepynHa guaTpauus H TyOynna cexpeuns. Cnea nepopaita 1034, NPUBHAHAAT TEPMHHANEH
C/THMHHALMOHEH NOJTYXHUBOT € npubnnsurento 6,5 h. Korato 6u6peunara pyukums e yspenexa,
6BOPeUHHAT KIHPBHC C& HAMAIABA B CbOTBETCTBHE C TO3H HA KPEaTHHUHA U CE0BATENHO
CAHMMHHALMOHHMAT TOJTYKHBOT C€ YAB/DKABA, KOSTO BOAH O NOBHIUCHH HABA HA METHOPMHMH B N1a3Mara.

5.3 IIpeaAxnHRHYHH AaHHH 33 Ge3onacHOCT
He ca npoBexaaHH Npoy4BaHHUs ¢ >KMBOTHH ¢ MeTCHITIETHK.

[1pr 16-cenMUYHM MPOYYBAHHSA, B KOMTO Ky4eTa Ca TPETHPAHH HIH ¢ MeTGOPMHH CAMOCTOATENHO MITH C
KOMOHHANKA OT MET(POPMHUH M CHTATJIUNTHH, HE € HabMONaBaHA AQITEIHUTENHA TOKCHYHOCT OT
koMOrHauuaTa. NOEL B Te3u npoyyBaHus ce HabmoaaBa MpH eKCIO3MLMA HA CHTArTMIITHH
NPHONH3UTENHO 6 THTH MO-BUCOKA OT TA3H MPH XOPA K NIPH €KCTIOIWLHA Ha METGOPMHH NPUBIH3HTENHO
2,5 MbTH NO-BHCOKA OT Ta3M NMpH Xopa.

CrienHHuTe JaHHU Ca HAXOZKH NPH NPOYYBAHHA, NPOBEAEHH ChHC CHTANIHIITHH HIIH MeTOPMUH
CaMOCTOATENHO.




CuTarmunTHH

brbpeyna U yepHOAPOGHA TOKCHYHOCT ce HabmoaaBa IIPH FPpHU3ayH IIPH CTORXHOCTH HA CHCTEMHA
€KCIO3MLKA 53 MBTH MO-BUCOKH OT HHBOTO Ha EKCIIO3HIMATA MPH X0pa, a HUBOTO Oe3 edexT e
OTIpERENeHO Ha 19 MbTH NO-BHCOKO OT TOBA NPH XOpa. AHOMAJIHH Ha pesiuTe ce HabIaapar npu
[UrbXOBE [IPH HHBA HA €KCTIO3HLMA 67 MBTH N0-BUCOKH OT HUBOTO HA KIIMHHYHA EKCIO3MLMA; HUBOTO, Ge3
eeKT npH Ta3u HaxoJKa € 58 MBbTH No-BHCOKO, CHITIACHO pesynrature oT 14-ceAMHYHO NpOyYBaHe IIpH
MIEXOBE. 3HaUYEHHUETO HAa TE3H HAXOAKH NPH X0Opa He € H3BECTHO. TpaH3HTOPHH, CBBP3aHH C JIEYECHHUETO
¢u3MYECKH NPOABY, HAKOH OT KOMTO NPEANOAraT HaTHYHEeTO Ha HEBPOJOTHYHA TOKCUUHOCT, KaTo
AHIIAHE C OTBOPEHA yCTa, CaluBaLMA, eMe3HC Ha Os1a AHa, atakcus, TpenepeHe, HaMaleHa AKTHBHOCT
H/nan u3rspbena nosa ce HabMIOJAaBAT NPH Ky4YeTa PN HHBA HA EKCIIO3HLIUS npubnu3uTenHo 23 nbTH no-
BHCOKH OT HHBOTO Ha KJIMHHYHA €KCMO3HLIHA. OCBeH TOBA MHOI'O Jieka [0 JIeKa KOCTHO-MYCKYIHA
AereHepalHa ce HabMaaBa M XHCTONOMHYHO NIPH AO3H, NABALLM HHBA Ha CHCTEMHA eKCITO3HLISA
NPUOMHINTENHO 23 THTH NO-BUCOKH OT HHBOTO HAa EKCTIO3HLHA NPH xopa. Ilpu Te3n pesynraTH, HHBOTO
Oe3 eeKT € NpH eKCIO3NLKA 6-KPaTHO HO-BHCOKA OT HUBOTO HA KIMHHYHA eKCITO3HLIHS.

CHTarNIMATHUH HE MOKA383 MeHOTOKCHYHOCT B X043 HA TIPS IKTHHHYHHA npoy4yBadys. CUTarTHNTHH HE €
KaHUEpOreHEeH NpH MHIIKH. [TpH nbXxoBe HMa NOBHILIEHA YECTOTA HA YEPHOAPOOHH aIEHOMH H
KapIIHHOMH TIpH HHUBA HA CMCTEMHA €KCIIO3MLIHA 58 MBTH N0-BHCOKH OT Te3H npu xopa. Twii Kato e
YCTaHOBCHO, 1€ XCMaTOTOKCHYHOCTTa KOpENHpa C HHAYLHPAHETO HA YePHOAPOOHA HEONIA3UA NIPH
UTbXOBE, Ta3H NOBHIIEHA YECTOTA HA 4ePHOAPOOHM TYMODH NPH IIBXOBETE € BEPOATHO BTOPHYHA,
BCICNCTBHE Ha XpPOHU'HA XENATOTOKCHYHOCT NPH Ta3H BUCOKA 103a. [Topaau BUCOKATa rpaHMLA Ha
OesonacHocT (19-nbTH MO-BHCOKA IPH TOBA HUBO 6e3 edekT) T3 HeoMIaCTHYHH MPOMEHU HE Ce CHYUTAT
peNeBaHTHH 3a Xopa.

He ca HabmonaBaHU CBbp3aHH ¢ JIeUEHHETO edekTH BhPXY (PEPTHINTETA IPH MBXKKH M KEHCKH MIBXOBE,
NOXYYHIH CATATIMNTHH NPEAH H N0 BpeMe Ha YH(TOCBaHE.

[pn npoy4BaHe BBpXy Npe-/MOCTHATAIHOTO pa3BHTHE HA ITBXOBE CHTAMTHITHH He M0KA3Ba HeKelaHH
peaKLHH.

[IpoyusanunsaTa FBPXY PENpOAYKTHBHATA TOKCHYHOCT MOKA3BAT HAIMYHETO Ha CBBbp3aHa C JICYEHHETO,
NEKO yBETMYEHA Y€CTOTa HAa MangopMaluy Ha pebpa Ha deTyca (IMNCBAaUIH, XUNOIUIACTHYHH H NIABALLH
pebpa) NpH NOKONIEHHETO Ha IUTHXOBE NPH HHUBA HA CHCTEMHA eKCIIO3HIHMA NoBeye OT 29 IIbTH M0-BHCOKH
OT Te3K NpH Xopa. TOKCHYHOCT Ha Maitkara ce HaGnogapa npy 3aliuy Npyu HMBa noseye oT 29 MTBTH NoO-
BHCOKH OT HHBATa Ha €KCMO3ULMA NMpH Xopa. [lopaam BHcokaTa rpaHuya Ha 6€30NaCHOCT Te3H HAXOAKH He
NpeAnoaraT CrLUIECTBYBAHETO Ha CLOTBETEH PHCK 33 PENPOJYKTUBHOCTTA NpH Xopa, CHUTArTHIITHH ce
CCKPETHPA B 3HATMMH KOJIMHECTBA B MJIAKOTO Ha JIaKTUpaIUH NAbX0Be (OTHOLIEHHE KbpMa/naasma: 4:1).

MetdopMiH

IpenxnuunYHUTE NaHHH 3a METHOPMUH He pasKpHBAT 0coGEH PHCK 3a Xopara Ha 6a3aTa Ha
KOHBEHLHOHA/THH (apMaKONOTHYHH [IPOYHBaHU 32 6€30MaCHOCT, TOKCHYHOCT MPH MHOTOKPaTHO
MpuJlarale, r€HOTOKCHUHOCT, KAPLUHHOIeHEH NOTEHUHAN, PerPOAYKTHBHA TOKCHYHOCT.

6. DPAPMAIIEBTHYHH TAHHHU
6.1 CnEcbK Ha DOMOIUHHTE BeLIECTBA

Anpo Ha Tabnerkara
MHUKDPOKPpHCTATHA LeNyn03a
MOBUIOH

HaTpHEB flay puiCygar
HaTpHeB cTeapungyMapar




OuaMHpaIo NOXpHTHE
MOJH(BUHHUJIOB alIKOX0J1)
MakporoJ 3350

TalK

THTaHOB aHokcHa (E171)
yepeH xeneseH okcua (E172)
yepBeH xenes3eH okena (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHocr

2 rOOUHY.

6.4 CpoeunaJnn ycJI0BHA HA ChXPaHEHHE

Ha He ce cbxpaHsaBa Hax 25°C.

6.5 Baa B cpALPXKAHHE HA OMAKOBKATA

baucrepu anymuunii/PVC/PVDC BBB BHHIIHA ONAKOBKA.

Onakosku no 14, 28, 30, 56, 60, 90, 112, 168, 180, 196 ¢unmupanu TabneTkw, FPYNOBY OITAKOBKH,
ceabpkawy 196 (2 onakoexu no 98) n 168 (2 onakosku no 84) punmupanu Tabnetkn. Onakoska mo
50 x 1 drnmupanu Tabnerku B nepdoprupaHH eJHON030BH GIHCTEPH.

He Bcuuky BHOOBE ONAKOBKH MoraT Aa OBAAT NycHaTH B npoaax6a.

6.6 Cnennannu npeANasHu MEPKH IPH H3XBLPJIHHE

Hen3non3paHUAT NEKapcTBeH NPOAYKT WM OTNAAbYHUTE MaTepUaiu OT Hero TpAGBA Ja Ce H3XBBPIAT B
CHOTBETCTBUE C MECTHUTE M3HCKBAHUA.

7.  TIPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEEA
Zaktady Farmaceutyczne Polpharma S.A.

ul. Pelplifiska 19,

83-200 Starogard Gdanski, [Tonwa

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEEBA

20210184
20210185




9. JATA HA ITBPBO PA3PEIIIABAHE/TIOJHOBSIBAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA |

Harta Ha mepBo paspemasane: 06,.07.2021
JlaTa Ha 1ocjIeAHO MTOJHOBSABAHE!

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

26.03.2025




