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Mercurnetsk 50 mg/850 mg ¢punmupaHH TabJeTKHU ' i :
Metsigletic 50 mg/850 mg film-coated tablets |

Mercurierik 50 mg/1 000 mg ¢punmupaHu TabIETKH
Metsigletic 50 mg/1000 mg film-coated tablets

2. KAYECTBEH "1 KOJIMYECTBEH CbCTAB

Besika TabneTka ChaAbpKa CHTArIMIITHH XHAPOXJIOPU/A MOHOXHIPAT, EKBUBAJICHTCH Ha 50 mg
cuTarunTuH (sitagliptin), u 850 mg METQPOPMHUHOB XH/IPOXIIOPH] (metformin hydrochloride).

Besika Tabnerka ChabpKa CHTArIMITHH XHAPOXJIOPH MOHOXH/IPAT, EKBHBAJICHTCH HA 50 mg
curarnunTuH (sitagliptin), u 1 000 mg MeTGOPMHUHOB XHAPOXJIOPHI (metformin hydrochloride).

3a TBJIHKS CIIMCHK HA MOMOIIHMTE BELECTBA BHXKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa TabieTka.

Mercurnetuk 50 mg/850 mg punMupaHu TabiaeTKy:

OBaJIHH, ABOMHOM3IIKHAIN PO30BH (GHIMHpaHH TabIeTKH, C BIUIbOHATO penedHO o3HayeHue ,,850™ oT
e/lHaTa CTpaHa.

JIsmkuHaTa Ha TabneTkata e mexay 19,9 u 20,4 mm, a lMpHHATa € MEXLY 9.7wu 10,2 mm.

Mercurierik 50 mg/1 000 mg punmupaHH TabJIETKH:
OBaJTHH, IBOHHOM3MbKHAIH YepBEHH (PUIMHPaHH TabNeTKH, C BTBOHATO penedHo o3HayeHue ,,1000” ot

e/lHaTa CTpaHa.
Jb/oKHHaTa Ha Tabnerkara e Mexay 21,1 1 21,6 mm, a miMpHHATA € MEXKIY 10,3 1 10,8 mm.

4., K/IMHUYHHU JAHHH
4.1 TepaneBTHYHH NMOKA3AHHSHA
[IpH BB3pacTHH MALMEHTH CbC 3aXapeH AHabeT THII Z

MeTCHIIETHK € TIOKa3aH KaTo JAOMbJIHEHHE KbM JHeTa ¥ YpaKHeHHs 3a NoA00pABaHe HA IMIHKEMHYHHA
KOHTPOJI NPH MALMEHTH, IPH KOUTO HE € MOCTHUIHAT 3a/10BOJIMTENIEH KOHTPOJI C MakCHMatHaTa MOHOCHUMA
3a TAX 1032 METGOPMHH CAaMOCTOSTEIHO WIH KOUTO BEYE C€ JICKYBAT C KOMOMHALMA OT CUTArJIMNTHH M
MeT()OPMHH.

MeTCHIVIETHK € MOKa3aH B KOMOHHALHSA CbC CY/I(aHHTypeiHH MPOU3BOAHH (T.€. TPOHHO KOMOWHHMPAHO
JleueHHe) KaTo JObJIHEHHE KbM JUeTa U YNPAKHEHHA NPH MALHEeHTH, TPH KOHTO HE € [OCTUrHAT
3aIOBOJIMTEJIEH KOHTPOJI C MAKCHMaJIHaTa MOHOCHMa 3a TAX 1034 MET(HOPMHH U CyJipaHHITypes.
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MeTCUIIETHK € NMOKA3aH KaTo TPOHHO KOMOHHHPAHO JIeueHHe C NEPOKCHIOMEH nponudepaTop-aKTHBHpPaH
peLenTop raMa (PPARY) aroHucT (T.€. THA30MMOHHANOH) KaTO AONBJIHEHHE KbM JHETa H yTpaXxHeHHA
[p¥ TAUMEHTH, IPH KOUTO HE € MOCTHIHAT 3aNOBOJTMTENEH KOHTPOJI ¢ MAKCHMANTHATA NOHOCHMA 38 TAX
nosa MetdopmuH H PPARY aroHKcT.

MeTcHIVIeTHK CBILO € NMOoKa3aH Kato 106aBKa KbM HHCYIIHH (T.€. TPOHHO KOMGHHHpAHO JiedeHue) 33
ONbJIHEHHE KbM AHETaTa H YNPAKHEHHATA 34 nogoGpABaHe Ha IIMKEMHYHNA KOHTPOI TIpH NalueHTH,
KOraTo MOCTOAHHATA 1032 HA MHCYJIMH H MeTGOPMHH CAMOCTOATEIHO He OCHIYPABA a7eKBaTCH
rIAKEMHYeH KOHTPOJI.

4.2 J{03ApOBKA H HAYHH HA OPHJIOKECHHE

QOSH POBKa

J{03MpOBKATA HA AHTHXHIEPTIHKCMHIHOTO neuenue ¢ MeTcHraeTHK TpAbBa na 6nae HHOMBHIYaIH3HpaHa
Ha 6a3aTa Ha HACTOAIMA PEKHM Ha MalHCHTa, e)eKTHBHOCTTA H TONICPAHTHOCTTA, KATO HC ce MpeBUlIaBa
MaKCHMAJIHATA NpenopbysaHa THEBHA 1034 OT 100 mg CHTarTMITTHH.

Buapacmru ¢ HOpmanHa Ob0peHa dynxuyus (GFR 290 ml/mun)

HQH [MALKACHTY, TIPH KOHTO HE € NOCTHIHaT 38JJ0BOJIUTEIICH KOHTPOJI € MaKCHMANHATA MOHOCHMA J03a

meTQOPMHH KaTO MOHOTEPANHNA
[IpH NALMEHTH, [IPH KOHTO He € MOCTUrHat 3aJJOBOJTMTEJIEH KOHTPOI ¢ METQOPMHH CaMOCTOATEIHO,

o6uuaiiHaTa Hauanya go3a TpAOBa Na KOCTaBH 1034 CHTArnUITHH B Jo3a 50 mg Asa MbTH JHCBHO (100 mg
ofIna AHeBHa [034) IUIC A03aTa METQOPMHH, KOATO BEHe € MpHEMaHa.

Moy naMeHTH, KOWTO [PeMUHABAT OT €IHOBDEMEHHO 1) WwiaraHe Ha CHTarJUIITHH ¥ METQOPMUH
T1py nauMeHTH, KOUTO MpeMHHABAT OT e /THOBPEMEHHO [IPHIIAraHe Ha CHTATJIMIITHH H MeT(OPMHH,
neyenneTo ¢ MeTcHIieTHK TpA0Ba Aa ce 3anotHe ¢ 103a1d CHTArIUIrTue ¥ MeTGOPMHH, KOATO BEYC ©
NnpHEMaHa.

[1py MAUKEHTH, IPH KOWTO He € TJOCTUIHAT 3aI0BOIIHTENIEH KOHTDON ¢ IBOKHO KOMOMHHPAHO JICUEHHE C
MAKCHMAJIHATA IOHOCHMA 11033 MET)OPMHH U cyndaHuIypes

Jlo3aTa TpAGBa Aa AOCTABH CHTATUNTHH B 1034 50 mg apa mbTH AHeBHO (100 mg ob1la JHEBHA 1033) H
1032 MeTOpMHH, OICOHA Ha 103aTa, KOATO BEHC © npuemana. Koraro METCHIIIETHK C€ M3IIQJI3BA B
OMBHHALMA Cbe CyidaHTypes, MOXKE [a CC HAIOXKM ynotpebara Ha NO-HHCKa 034 cyndanunypes, 3a
na ce HaMaJIH PUCKBT OT XHITOTTTHKEMHA (Bx. TOuKa 4.4).

IIpy naMeHTH, NPH KOUTO HE © [IOCTUTHAT 3a10BOJIKTENICH KOHTPOI C BOMHO KOMOHWHMPAHO JTCUCHHE C
MaKCHMAJHATA IOHOCHMA J1032 MeTHOpMHH H PPARY aroHHCT

Tlozara TpsGBa Na AOCTABH CHTAITTHITTHH B nosa 50 mg asa METH JHEBHO (100 mg obuia AHEBHA no3a) H
n03a MeTdopMHH, MOA0GHA Ha 103aTa, KOATO BEHC e MpUeMaHa.

HEH NalyeHTH, [IPpH KOWUTO HE € MOCTHIHAT 3810BOJIMTEJICH KOHTPOI € gl_BOﬁHG KUMﬁHHHQ&HD JJEYEHHE C

MHCYJIHH H MAKCHUMATHATA MOHOCHMA 034 MET d}OEMHH

Jlosara TpAOBa Aa AOCTABH CHTATJIMIITHH B no3a 50 mg Apa MbTU JHEBHO (100 mg ob1wa AHEBHA Jo3a) H
no3a MeTGOpMHH, NOACOHA Ha 103aTa, KOATO peye ¢ mpHemana, Koraro MeTCUrieTHK ce W3I10J13BA B
KoMGHHALIAA C MHCYJIHH, TIO-HHCKA J03a MHCYJIMH MOXE /4 e HeoGX0aHMa 33 peAyLHpaHe Ha puCKa OT
xuUnornukeMus (BK. Touka 4.4).

3a pa3nHUHHUTE A03H meTdopMuH, MeTCHIIIeTHK ce npe/iiara & KOHLIEHTpaLHa no 50 mg CHTariaviTHH 1
350 mg MeTGOPMHHOB XHAPOXIIOPHA Wi 1 000 mg MeTGOpMHHOB XHAPOXJIOPHA.




Bcexuky namdeHTH Tpa6Ba a MPOAB/DKAT NperiopbiyaHaTa HM AMETa C aAeKBaTHO pasnpeeICHHUE Ha
MpHeMa Ha BBIIICXHAPATH Mpe3 ACHA.

CrieManHy NnomyaalHHy
Bvbpeuno yepeocoane

He ce Hanara KOpeKLMs Ha 03aTa [py NMaUMEHTH ¢ J1eko Ob0peyHO yBpeXKaaHe (ckopoCT Ha rjIoMepyJiHa
dunrpauns [GFR] 260 ml/mun). [Tpeau 3anoysaHe Ha €4eHUe C NPOXYKTH, CHAbPIKALIH MeTQOPMHH,
TpaGBa Aa ce HanpaeH ouerka Ha GFR crofiHocTure, a ¢/ie] TOBA — MOHE BEAHBHK IO/IMILIHO. Iipn
NalMEHTH ¢ MOBHIIEH PUCK OT TO-HATATHILIHO NporpecHpane Ha OEOpeYHO yBpENKAAHE K NPH MNALHCHTH B
cTap4yecKa Bb3pacT TpAOBa 10-4ecTo /a ce NpaBy OLICHKA Ha 6b6peunaTa QyHKIMA, HAIIPHMED HA BCEKH 3-
6 Mecela.

3a NPEANO4UTAHE € MAKCHMATHATA HEBHA 1038 METQOPMHH Aa 6bpae pazaesieHa Ha 2-3 JHCBHH JO3H.
dakTopy, KOHTO MOTaT Aa yBEJIH4YaT PHCKa OT JIAKTaTHA allvAa03a (. Touka 4.4), TpaGea aa Ovaar
npepasriae]aHHt, npeau Ja ce OOMHCIIH 3aro4BaHeTO Ha JIEUCHHE C meTdopMHH npy nauneHTH ¢ GFR<
60 ml/MuH.

AKO He € JOCThITHA A030Ba ¢opMa Ha METCHIIETHK ¢ aeKBATHO KOJIHUCCTBO HA AKTHBHOTO BEIECTBO,
BMECTO KOMOHHALMA ¢ PHKCHpaHH A034 TpAOBa J1a Ce M3MNOMI3BAT HHAHBHIY ATHH MOHOKOMIIOHCHTH.

"GFR ml/mMaH Meftbopuuu CHTArAHOTHH
60-89 Maxcumannama oneena 003d e Maxcumannama OHe8ra 0034 e
3 000 mg. 100 mg.

Mooice 0a ce obmucau nonudicasane Ha
003ama 6b8 6Pb3KA C HAMAARGAHeMO

Ha bvbpeunama Qyrryus.
45-59 Maxcumannama OHesHa 0034 e Maxcumannama oxesHa 0o3a e
2 000 mg. 100 mg.

Hauannama 0034 e HQu-MHo20
RONIOBUHAMA OM MAKCUMAaRHama 0034.

30-44 Maxcumannama OHesHa 0034 e Maxcumanrama oHegHa 003a e
1 000 mg. 50 mg.

Havannama 003a e RQu-mMHO20
NOROBUNAMA OM MAKCUMARHama 0o3a.

<30 Mempopmun e npomusonoxasan. Maxcumannama oxeena 003a e
25 mg.

Yeproopobro yspedcoane
MeTcHriieTHK He Tp6Ba Jla ce H3MOJI3Ba MPH MallHEHTH ¢ YePHOAPOOHO yBpekKaaHe (BX. TOUKa 5.2).

Cmapuecka gv3pacm

Twii kKaTo METGOPMHH U CHTATJIMITTHH C€ eKCKpeTHpar upe3 6nbpeuyre, MeTcHIieTHK TpaOBa aa ce
H3NONI3Ba C MOBHILIEHO BHUMAHHE NIPY HanpeBaHe Ha Bb3pacTTa. HeoOXoauMo € MOHHTOPHpaHE Ha
6u6peunaTa QyHKLH, 3a Ja ¢ NOANOMOTHE NPEANa3BaHeTO OT CBbP3aHaTa ¢ MeThOPMHH JIaKTaTHa
al[H1033, Hali-Beue B CTAPYECKA BB3pacT (BX. ToukH 4.3 n 4.4).

Heduampuuna nonyaayun
MeTcuriieTHk He Tpa6Ba fa ce H3MO/I3Ba MpH Jelia M IOHOLH Ha BE3pacT oT 10 10 17 roguHu Mo
HefocTaTb4YHa epuKacHocT. HamHuHUTE NOHACTOALICM AaHHH Ca ONHMCaHH B TOYKH 4.8, 5 WA 0,




Curarnurrni/MeTdOpMHUHOB XHAPOXJIOPH/ HE € MPOyUuBaH NMpH NEAMATPHYHH MNALUHCHTH HA BH3PacT noj
10 ronuHH.

HauuH Ha NPpHIOKEHHE
MeTcHIr/IeTHK TpAGBa Ja ce npyema JBa ITbTH JHEBHO ¢ XpaHa 3a HAMIABAHC Ha HEXENaHUTE peaKkLMH OT

CTpaHa Ha CTOMAWHO-YPEBHHA TPAKT, CBHP3aHH C METQOPMHUH.
4.3 IIpoTMBOHOKA3AHHSN

METCHTIETHK € MMPOTHBOIIOKA3aH NPH NALMEHTH CBC.
- CBPBXUYYBCTBHTEHOCT KbM aKTHBHHTE BELIECTBA WIH KbM HAKOE OT NOMOLIHHTE BELICCTEA,
H36poeHH B TouKa 6.1 (Bxk. ToukH 4.4 u 4.8);
- BCEKH THI ocTpa MeTaGoIMTHA auMI03a (KaTo JIaKTaTHa alluao3a, nuadberHa KeToaluno3sa);
- nuabeTHa NpeKoMa;
- Texxka 6x6peuna HenocrarbuHocT (GFR < 30 ml/MuH) (BX. TouKa 4.4);
- OCTPH CHCTOSHHUA C BB3MOXKHOCT Jia H3MEHAT On0pevnara gyHKuuMA, KaTo:
- eXuapaTaLus,
- TEXKKH UHPEKLIMH,
- 110K,
- BBTPECHAOBO MIPHIOKEHHE Ha HONHPAHH KOHTPACTHH BELIECTBA (BXK. TOUYKA 4.4),
- OCTpPO MJIH XPOHHYHO 3a60/14BaHe, KOETO MOXKe 1a NPHYHHH XHITOKCHA Ha ThKAHHTE, KATO:
- ChpIeYHa WIH pPecMpaTOpHa HEMOCTATBHHOCT,
- CKOpOIlIeH MUOKAPACH HH(}APKT,
- LIOK;
- YepHOAPOOHO YBpEXKIaHE;
- OCTPA ANKOXOJIHA HHTOKCHKALIHA, AIKOXOJIU3bM,
- KbpPMEHE.

4.4 CroenuMaJHH NpeIynpexIeHHS H NpelNa3HH MEPKH OPH ynoTpebda

061
MeTCHTIETHK He TpAGBa /ia ce U3MOoN3Ba NPH NalHeHTH ¢ Anabet Tvn 1 ¥ He TpA6Ba ia CH H3TON3Ba 32

eyeHye Ha auadeTHa KeToaluHao3a.

OcTbp NaHKpEaTHT

Vrnorpe6ara sa DPP-4 uHXUOGHTOPH € CBbP3aHa C PHCK OT Pa3BHTHE HA OCTHP NAHKPEATHT. [TaupeHTHTE
TpabBa Aa 6LAAT HHQOPMHpaHH 38 XapaKTEPHHA CHMITTOM Ha OCTBP MaHKPEATHT: NEPCHCTHPALlA, MHOTO
criiHa KopeMmHa Gonka. Crieq npekpaTABaHe Ha CHTATJIMITTHH ce Ha0/moaBa OTUIYMABAHE Ha NNaHKPeaTHTa
(che WK 663 TOATBPKAMO JIeUeHHe), HO B MHOTO PEJIKH CITy4ay € ChoDINaBaHO 38 HEKPOTH3HpALll HilH
XeMOparuyeH MaHKPeaTHT W/WIH CMBPT. AKO HMa CBMHEHHS 32 NAHKPEATHT, TpaOBa fa ce NpeKpaTH
NpHEMBT Ha METCUITIeTHK ¥ APYrH NOTEHUHATHO NMOAO3HPaHH JICKAPCTBEHH MIPOXYKTH; AKO CC NOTBLPAH
OCTBp MAHKPEATHT, IPUEMET Ha MeTcHrneTHk He TpAbBa Aa ce Bb30OHOBABA. Heo0xoauMo € NOBULICHO
BHHMAaHHE IIPH NaLMEeHTH ¢ aHaMHe3a 34 NaHKPCaTHT.

JlaKkTaTHA anMao3a
JlakTaTHaTa alMA03a, MHOTO PAAKO, HO CEPHO3HO MeTa0OIHTHO YCIIOKHEHHE, Half-1ueCTO HaCThIIBa IPH

0CTpO BAOIIaBaHe Ha GB6peuHaTa QyHKUMSA, KAPAUO-PECTIHPATOPHO 3a00/1ABAHE HITH CETICHC.
HarpyneaHeTo Ha METGOpPMHH HACTHIIBA NIPH OCTPO BJOILABAHE HA 616peuHaTa QYHKUHA H YBEIUUYaBa
PHCKA OT TIAKTaTHa aLli03a.

B ciyuaii Ha aexuMapartauud (TexKo NoBpbllaHe, AMaphs, TPeCKa WiH HaMasleH NPpHEM Ha TEUHOCTH)

MCIUIIHHCKH CIICLHHUAJIACT.




ITpHeMET Ha NEKAPCTBEHH MPOXYKTH, KOHTO MOTAT OCTPO Ad YBPeAAT 616peunara GyHKIMA (XaTo
aHTHXHIIEPTEH3HBHH cpesicTea, auypetuiw 1 HCIIBC) Tps6Ba Aa ce 3ano4He ¢ MOBHUIEHO BHUMAHKE NpH

NaLMeHTH, NeKyBaHH ¢ MeTdopMuH. J[pyrd PUCKOBH (haKTOPH 3a NAKTATHA al/103a €4 IIPEKOMEPLH
TIPHEM Ha AJIKOXO0J1, 4epHOAPOOHA HENOCTaTEIHOCT, HEAOCTATEHHO KOHTPOTHPAH auaber, keto3a,
IPOXBL/DKHTENHO IayBaHe M BCAKAKBH CHCTOSAHMA, CBBP3AHH € XHIIOKCHA, KAaKTO M e JHOBpEMEHHATa
ynorpe6a Ha IeKapCTBEHH IMPOAYKTH, KOMTO MOTAT Aa NPHHHHAT JIAKTaTHA allnAao3a (8. Toukd 4.3 1 4.5).

MauuenTHTe Wi GomHorteaunTe TpAOBa Ja 6baaT MHQOPMHPAHH 32 PHCKA OT JIAKTATHA aLUA03A.
JIAKTATHATA ALMAO34 CE XapaKTepPH3Hpa C aUMAO3HA JHUCIHEs, KopeMHa 6oika, MyCKy/IHH KpamnH,
aCTCHHA ¥ XMITOTEPMHMSA, MOCTEABAHH OT koMa. B cimy4al Ha CBMHEHHC 32 CHMITTOMH MTALHCHTET TpadBa
j1a cripe mpHeMa Ha MeThOPMHEH M He3a0aBHO a NOTHPCH JICKapCKa MOMOLII. JINarHOCTUYHHTE
naGopaTopHH HAXOAKYU Ca MOHWKEHO KpbBHO pH (<7,35), NOBMIIEHK HHBA Ha TUIA3MEHHUA AKTaT (>3
mmol/]) ¥ noBHIIEHa AHHOHHA PA3NIHKa H CHOTHOLICHHE JaKTaT/Mpysar.

[ayuenmu ¢ ycmano8enu wiu ROOO3UPAHU MUMOXOHOPUATHU 3abONABAHUA:

TIpy NaLMeHTH ¢ YCTAHOBEHH MHTOXOHAPUAITHH 3a00NABaHHs, KaTo CHHAPOM Ha MHTOXOHAPHANIHA
eHIe(aTONaTH C JIAKTATHA ALM/I038 H HHCYITONONOOHH €T30/ (Mitochondriat Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) 1 HacieACTBeH AxabeT K ITyXOTa 10 MalfurHa JTUHHS
(Maternal Inherited Diabetes and Deafness, MIDD), MeT(OPMHH He ce MPEnopbYBa NopaiH pHCKa OT
06OCTpSIHE HA JAKTATHA alMA038 H HEBPOJIOrHYHH YCJIOKHEHHs, KOHTO MOX€ [a l0Be/laT 210 BIOLIABAHE
Ha 3abonsBaHETO.

B ciyyaif Ha mpH3HALM H CHMITTOMH, NIOKA3aTE/HM 33 MELAS cusnpom win MIDD, cnea npHeMa Ha
MeTOpPMHH, NIeYeHHEeTO ¢ MeTOpMHH TPAOBa 21a C€ Crpe BeaHara H 11a C€ HAIIpaBH Obp3a AUATHOCTHYHA
OLIEHKa.

br6peuHa GyHKIHA

Tpa6pa na ce HanpaBu OLIEHKA HA CTOMHOCTHTE HA GFR npenu 3ano4BaHe Ha JIEUEHUETO H PEIOBHO CIICA
ToBa (BX. Touka 4.2). MeTcurneTrk € NpOTHBOINOKA3aH NPH NMALMEHTH C GFR <30 m!/mMuH u Tpsi6Ba na
GbAie BPEMEHHO CTIPAH MPH HATHYHE HA CHCTOAHMSA, KOUTO NPOMEHAT 6p6peunaTa QpyHKUHA (BXK. TOUKA
4.3).

XHUNOTMTAKEMHS

TlauueHTH, NOTy4aBald MeTCHITIETHK B XOMOHHALIUA CBC cysipaHUITypes WIH C HHCYJIHH, MOXe J1a ca
M3I0’KEHM Ha PHCK OT XHnornukeMua. ClieoBaTe/THO MOXeE /ia € HeoOX0OHMO HaMaJIsBaHE Ha 103aTa Ha
cynaHwTypesTa WiH Ha HHCYJIHHA.

PeakiiMi HA CBPBXYYBCTBHTEIHOCT
HMMa nocTMAPKETHHIOBH CHOGILEHNA 33 CEPHO3IHM peaKLliH Ha CBPBbXUYBCTBHTE/IHOCT NpK NALKCHTH,

NeKyBaHH ChC CHTATMUITHH. Te3H peakiMy BKTIOYBAT aHAQHIAKCHS, AHTHOSEM H ekchOMHaTHBHH
CLCTOSHMS Ha KOXKATA, BKIIOYHTENHO CUMHAPOM Ha Stevens-Johnson. HauanoTo Ha Te3n peakuiy HacThIIBA
B paMKHTe Ha ITbPBHTE TPH Mecella OT 3arouBaHe Ha JICYEHHETO CHC CHTATIHITTHH, HAKOH CTyHaH
HACTBIIBAT Cliel THPBATa A03a. AKO Ce MOI03Mpa PeaKii Ha CBPBXUYBCTBHTEIHOCT, NPHEMET Ha
MeTtcuriaeTsk TpAOBa aa ce pexpaty, TpabBa fia Ce OLEHAT JPYrM MOTEeHUHAIHN NPUHHHH Ha crOuTHETO
1 Tpa6Ba a ce HAZHAMM ATTEPHATHBHO JieYeHue Ha Juabera (BXK. TOUKE 4.8).

Byio3eH neMGUToH

ITpu naupeHTH, npuemMaiy DPP-4 HHXHONTOPH, BIJTIOUMTENHO CHTAMTHITTHH, HMa NOCTMapKEeTHHIOBH
choOILEHNS 38 Gyno3en nemurona. Ao MMa CbMHEHHA 33 Oy103eH nemburou, MPHEMBT Ha
MertcurneTvk TpaOBa ga ce NMpeyCTaHOBH.




Onepauus

MeTtcuriieTHk TpsaOBa Aa ce cripe o BpeMe Ha onepals noj 0610a, CIMEaNHA WIH eNHAYpaTHa
AHECTCIHA.

TleueHueTo MOXe A4 6bae Bb30GHOBEHO HE NO-paHo OT 48 yaca Ciiell onepauunsiITa Wi BB300HOBABAHETO
Ha XPaHEHETO Npe3 YCTa, H NPH yCIoBHe ue OrOpeyHaTa (DYHKUMA € OLEHEHA OTHOBO H € YCTAHOBEHO, e

e cTaOWwiHa.

[IpunoxeHue Ha HONHWPaHW KOHTPACTHH BELIECCTBA
B1TpechbA0BOTO MPUIOXKCHHE HA foqHpaHH KOHTPAaCTHH BELIECTBA MOXE A8 IOBEAEC A0 KOHTPACT-

MHIYLUMpaHa HedpornaTHs, BOAEINA O HATPYNIBAHETO Ha MeTdOPMKH M MOBHIICH PHCK OT JIAKTAaTHA
anMao3a. MercurieTHk TpAtBa a ce chpe NpelH WIH 110 BpEME Ha NpoLeAypaTta 3a obpa3Ha IHarHOCTHKa
i He TPAOBa Jia ce BB306HOBABA N0 Hali-Maiko 48 Yaca cyef TOBa, NPH yC/IOBHE HE 6p6peunaTa ¢yHKUMA
e OLCHEHA OTHOBO M € YCTAHOBEHO, 4e € cTabHiIHa (BXK. TOUKH 4.3 n4.5).

[TpomsHa B KIHHHYHHA CTATYC Ha TAUMEHTH ¢ KOHTPOIHPAH nHaber THo 2
[aimenTy ¢ AMabeT TMN 2, TTpeH ToBa A06pe KOHTPOIHpaH ¢ MeTCHIeTHK, KOMTO pasBHBAT OTK/IOHCHHA

B TaGOpaTOPHH MOKA3ATeNH WIH KIMHUYHO 3abosBaHe (Hal-Beve HEACHO HITH cnabo aepHUHUpaHO
3a6onsBane) TpAOBa He3abaBHO /18 Ce OLICHAT 33 HAIMYHE HA KETOALM03a WIH JIAKTAaTHA llHA033.
Ouenxata TpA6Ba Jia BKIIOUBE CEPYMHH €JICKTPOJIMTH H KETOHH, KPBBHA 3aXAap K aKO ce Hallard, pH ra
KpbBT4, HHBA HA JIAKTAT, HPYBaT H METGOPMHH. AKO Ce MOSBH alH/103a, B KOATO H /1d © dopMa,
nedeHHeTO TPA6BA Na ce crpe He3abaBHO ¥ TpAOBa Aa ¢e NpeAnpHeMaT NOAXOMAIIH POTHBOACHCTBAIIH
MEPKH.

Heduumr Ha BUTAMHH Bj2

MeTtdopMHH MOXKe [a HAMAIH CEpyMHHUTE HMBA Ha BUTAMHH B2. PHCKBT OT HUCKH HHBA Ha BUTaMuH B2
ce yBeNH4aBa ¢ yBEeIM4aBaHe Ha 103aTa MeTGOPMHH, IPOABDKUTE/THOCTTA HA JICUCHHCTO W/WIH NIpH
NAaLMEHTH C PUCKOBH (PaKTOPH, 32 KOUTO € H3BECTHO, Y€ NpUIUHABAT AedUUMT Ha BUTaMHH B12. B cimyyan
Ha ChMHEHHME 33 NeHLIMT Ha BUTAMHH B2 (KaTO aHeMHA Wi¥ HEBPOMNATH:), CEpyMHUTE HHBA HA BUTAMUH
B2 Tpa6Ba na ce npocaeassar. [lepuoandHo npocienaBane Ha BHTAMUH Bi; MOXe a ¢& HAJIOXH NpH
NALMEHTH ¢ PHCKOBH dakTopy 3a AeduuHT Ha BUTaMHH B2, Tepanusra ¢ meTdopMuH TpaOBa 1a
IIPOILIDKH, OKATO ce NMoHacs nobpe ¥ He e MPOTHBOMNOKA3aHa, H 1a C¢ OCHTypH HOAXOAALIO KOPHTHpaLLO
JNleyeHue 38 AeDHLUHT Ha BUTAMHH B2 B CHOTBETCTBHE ¢ HACTOAILATE KITHHHYHH HACOKH.

Hatputi

Mercurnetik 50 mg/850 mg ¢punMupaHH TabieTKA

Beska Tabnerka Metchrnetdk 50 mg/850 mg chanpxa 1,744 mg (0,076 mmol) HATPHA.

TO3H JIEKAPCTBEH NPOAYKT ChABPXKA [O-MANKO OT 1 mmol HaTpuii (23 mg) Ha TabsneTKa, T.e. MOXeE J1a Ce
Kaske, 4e NMPaKTHYECKH HE CHAbPIKA HATPHH.

Mercurnernk 50 mg/1 000 mg dpunmupanu TabneTky

Beska Tabnerka Mercuriervk 50 mg/1 000 mg ceaspxka 2,049 mg (0,089 mmol) HaTpuH.

To3u NeKapcTBEH MPOAYKT CHABPIKE MO-MAJIKO OT | mmol HaTpuii (23 mg) Ha TabneTka, T.€. MOXKeE Ja ce
Kayke, Ye MPAKTHYECKH He ChABbPKA HATPHH.

4.5 BiauMojelicTBHE C APYrH JeKApCTBEHH NPOAYKTH H Apyrd ¢opMH HA B3aHMOAcHCTBHE

EnHOBpeMEHHOTO MHOTOKPAaTHO MpHJIaraHe Ha CHTarMnTHH (50 mg nBa ITETH AHEBHO) W MET(GOPMHH
(1 000 mg Ba TLTH JHEBHO) HE € IPOMEHWIO 3HAUHTETHO ¢dapMaKOKHHETHKATA KAKTO Ha CHTaIJIHITHH,
TaKka ¥ Ha MeTGOPMHH MPH NaUMeHTH ¢ Adaber Tvn 2.




He ce npenopeyea CeIBTCTRALIA yNoTpeba

Ankoxon
A TKOXOJTHATA MHTOKCHKAIMS CE CRBP3Ba C MOBMILEH PHCK OT JIAKTATHA allHA034, 0co0€eHO B CTyYaH Ha
riaayBaHe, HEAOXPAHBAHE HIH yepHOApOOHA HEOOCTATBYHOCT,

HoanpaHu XOHTPACTHH BELIECTBA

MercuriieTHK TpA6Ba 3aB/DKHTENHO Jia Ce CMpe NPEAn WK No BpeMe Ha mpoLiegypara 3a obpasHa
AMATHOCTHKA U He TpabBa 1a ce BR300HOBBA 10 HAH-MAIKO 48 yaca cnes TOBa, pH YCIOBHE 4e
6E6peunara GyHKIIHSA € OLCHEHa OTHOBO M € YCTaHOBEHO, HE e ctabwiHa (BX. ToukH 4.3 1 4.4).

Hskou iekapcTBEHH MPOQYKTH MOTaT Jia ¢€ OTpasiT HeGnaronpuATHO Ha ObOpeunaTa QyHKIHA, KOETO
MOE 1A YBEJIHUH PHCKa OT JIAKTaTHA AlKA03a, HallpUMED HCITBC, BKIIOUHTEHO CEICKTHBHU
uExu6uTOpH Ha unkiookcurenasa (COX) I, ACE uHxuburopH, aHrnoten3uH Il pelenropHu
AHTArOHHCTH H AUYPETHIIM, 0COOEHO OPHMKOBH Y PCTHIIH. [Npu 3anouBaneTo HIH ynorpedaTa Ha
TAKHBA MPOXYKTH B KOMOHHALMSA C METQOPMHH € HeOoOX0AKMMO BHHMATEIHO NpOoCeAsBaHe Ha

6s6peyHaTa QyHKUMA.

CrrbTCTBAllATa YIoTpeba Ha IEKapCeTBEHH NPOAYKTH, KOHTO NOBAUABAT oOmuTe TPAaHCIIOPTHH CHCTEMH
B 616peyHuTE TyGYH, BIUTOUCHH B OBOPEUHOTO EIMMHHUPAHE Ha MeT(hOpPMHH (HaNp. HHXHOMTOPH Ha
OpraHHYHHA KATHOHEH TPAHCIOPTEp-2 [OCT2]/My ITHIEKAPCTBEHHA M TOKCHH-EKCTPYIpalll IPOTCHH
[MATE] karo paHOia3uH, BaHIETaHUG, MOTyTerpaByp U LIMMETHAWH), MOTAT 2 OBUIIAT CHCTEMHATA
eKCIIO3MLMS Ha MeTGOPMHH M J1a YBEIH4YAT PHCKa OT JIaKTaTHa alniosa. TpabBa na ce OOMHUCIAT MNON3HTE
M PHCKOBETE OT CHITBTCTBALIATS ynorpeba. Tpa6Ba aa ce 0GMHCIH BHHMATETHO MPOCTIEAABAHE Ha
[THKEMHYHHA KOHTPOJ, aAallTHPaHe Ha 103aTa B PAMKHTE Ha IPENOpBHATEIHATA AO3HPOBKA U MPOMEHH B
leyeHHEeTO Ha qHabera, KOraTo TAKKBA JIEKAPCTBEHH MPOJYKTH CE MpuiaraT eAHOBPEMCHHO.

[ mokoKOpTHKOMAHTE (NMpUNaraHi Mo CHCTCMEH H JIOKaJIeH reT), 6eTa-2-aroHMCTHTE H AHYPEeTHLIMTE UMAT
NPUCHILO XHIIEPrIHKEMUYHO ICHCTBHE. [MauuenTtuTe TpAGBA Aa ce HHGOPMUPAT M MO-4ECTO d HIMEPBaT
KpbBHATa CH 3axap, 0co0eHO B HA4aI0TO Ha JICHEHHETO ¢ Takuba NeKapCTBEHH NMPOIYKTH. AKO €
HeoBXOMHUMO, 03aTa Ha AHTHXHITEPIIIMKEeMUYHHA JIEKapCTBEH MPOAYKT TpaOBa Aa ce aanTupa fno BpemMe
Ha JIeYeHHe C APYTHA JIEKapCTBEH MPOAYKT H MIPH HETOBOTO NPEKPATABAHC.

ACE-HHXHOHUTOpHTE MOTAT Ja MOHIKAT HHBATa Ha KPbBHATA 3aXap. AKo ¢ HeoOX0oAHMO, 103aTa Ha
aHTHXHUIIEPIITHKEMHYHHA JIeKapCTBCH IPOAYKT TpaGBa Aa Ce afalTHpa N0 BPeME Ha JISUCHHETO ¢ APy
NIeKapCTBEH NPOAYKT H NPY HErOBOTO NMPEKPaTABAHC.

EdekTn Ha ApPYrH JCKAPCTBEHH NPOMYKTH BBDXY CHTATTIHITTHH
In vitro 1 KIMHUYHHATE AaHHH, ONTHCAHHM NO-A0JY, MPEATNONarar, 4¢ pHCKLT OT KIHHAYHO 3HAYHMH

B3aHMOAEHCTBYSA [PH SAHOBPEMEHHO NPHJIOKEHHE C APYTH JIEKAPCTBEHH NPOIYKTH € HHCBK-

In vitro mpoy4BaHus MOKA3BAT, 4¢ OCHOBHUAT €H3WM, OTTOBOPEH 34 orpaHHYeHHs MEeTadOoNU3bBM Ha
curarnuril, € CYP3AA4, ¢ yuactie Ha CYP2C8. [1pu nauueHTH ¢ HOpMaiHa 650peuHa $pyHKLUHA
MeTaGOIH3MBT, BIUTIOUHTENHO 1 upe3 CYP3A4, urpae camo Manka pojid B KIHpBHEA Ha CHTAlJIMNTHH.
MeraGoH3MbT MOXE 8 Urpae Mo-BaXXHA PONA MPH eTHMHHUPAHETO HA CUTATJTHITTHH B yCNIOBHSA Ha OCTPO
616peyHo YBpeKAaHe HIH TCPMUHAIIHA 6B6peuna HeaocrarbuHocT (ESRD). Ilopanu Ta3y NpHiKHA €
BB3MOKHO MOLIHK HEXHOHTOpH Ha CYP3A4 (Hanp. KeTOKOHa30J, HTPaKOHa30J1, PUTOHABHD,
KJIapUTPOMHLIMH) Ja NPOMEHAT PapMakOKHMHETHKATA Ha CHTATJIMIITHH TNPH NMALMEHTH C TeXKO OBOpedHo
yepesxaade win ESRD. Edexrnre Ha MOLHHTE CYP3A4 yHXuGUTOPH B YCAOBHA Ha 6B6pedHO
yBpeXK/JaHe He ca OLCHSBAHW NPH KIHHHYHO MpOYYBaHe.




In vitro mpoy4BaHUs 32 TPAHCNOPTA NOKAIBAT, 4e CUTAT/THITTHH € CyOCTparT Ha p-INTMKONpPOTCHEA 1
TpaHCIOpTEpa Ha OPraHMIHH atonn-3 (OAT3). OAT3 meauKpaHHAT TPaHCIOPT HA CUTAITTMITHH CE
UHXHOMpa in vitro oT npoGeneL, BLNPEKH Ye PUCKET OT IHHUYHO 3HAUHMH B3aHMOICHCTBHA C& CMATA
33 HUCHK. EAHOBPEMEHHOTO NPHICKECHHC HA OAT3 uHXMOHTOPH HE € OUEHEHO in Vivo.

Lfuxnocnopun: TIpoBesieHO € NMpOY1BAHE 34 oLeHABaHe Ha e(eKTa Ha HMKIOCHOPHH, MOLICH HHXUOHTOP Ha
p-IJIKKONPOTEHHA, BBPXY hapMaKOKHHETHKATA Ha CHTArTIMITTHH. EAHOBPEMEHHOTO NPIIOKEHAC Ha
eIMHAYHA NepopaiHa no3a 100 mg CATArIMITHH i enMHMYHA nepopatHa no3a 600 mg UHKIIOCIOPHHE
nopumapa AUC 1 Cmax Ha CHTATTMITHH CBOTBETHO € npubnusurento 29 % un 68 %. Te3n NPpOMEHH BHA
hapMaKOKHHETHKATa HA CHTArTHITTHEH He ce CMATAT 33 KIMHHYHO 3HAaYHMH. BrOpeuHHAT KIHPBHC Ha
CHTArTMITTHH HE € 3HaUMTEe/THO ITPOMCHEH. CrienoBaTeNHO HE Ce OvaKBaT 3HaUHMH B3aMMOZCHCTBHA C
pyrH HHXMOHTOPH Ha P-TIMKONPOTEHHA.

Edexry Ha CHTALIIAIITHH BBPXY APYIH NIeXAPCTBEHH MPOAYKTH

JTuzoxcun: CATArJIMIITHH MMa cnab edeKT BBPXy MIasMeHaTa KOHIEHTpallii Ha gurokcut, Cnen
NpWIAraHeTo Ha 0,25 mg AMrOKCHH €IHOBPEMEHHO ChC 100 mg cUTArTHNTHH THCBHO B NpoABDKEHHE Ha
10 xau, iasmenara AUC Ha JUroKCHH HapacTea cpenHo ¢ 11 %, a nnasMeHaTa Cumax cpero ¢ 18 %. He
ce mpenophtiBa KOpUrHpaHe Ha 03aia AMFOKCHH. B CHLIOTO BpeMe MalMeHTHTE C pHCK OT JUFOKCHHOBA
TokcH4HOCT TpaoOBa Aa 6baar npocnendBaHi 3a TaKaBa, KOTaTO CHTArTHITTHH H JMTOKCHH CC npuiIarar

e JHOBPEMEHHO.

In vitro NaHHKTE NOKa3Bar, Ye CHTArJTHITTHH HE notucka y ue uuayupa CYP450 H30€H3NMHTE. [Tpu
KIHHIYHM POYYBAHUs CHTALTUIITHH HE NPOMCHA 3HauuMO (GapMaKOKHHETHKATA Ha MeThOPMHH,
rnubypHa, CAMBACTATHH, PO3HIIHTA30H, papapuH HITH TIepOPATHH KOHTPAUCIITHBH, nasaiiky in vivo
IAHKM 33 MAJIKa BEPOSTHOCT OT MPEeAM3BUKBANHE Ha g3aUMOJelicTBHA CBhe cyOCTpaTH Ha CYP3A4,
CYP2CS8, CYP2C9 1 TpaHcniopTepy Ha OpraHutHH kaTionu (OCT). CurarnunTiH MOXKe Ad 6nae cnab
HHXHOMTOP Ha P-TTMKONpPOTEHHA in vivo.

4.6 @epruanTeT, 6peMEHHROCT H KbPMEHC

BpeMeHHOCT
Hsma JOCTAThYHO JAHHM OT ynoTpebaTa Ha CHTATJINIITHH npH GpemeHHH xeHH. [Ipoy-iBaHHi TIPH

+UBOTHH MOKA3BaT PENPOIYKTHBHA TOKCHIHOCT NpH BHCOKH [I03H CHTATTHIITHH (BX. TOYKA 5.3).

OrpanHueHHTe ABHHH Npeanoarar, He ynortpebara Ha MeTGOPMHH NpH OpeMeHHH He € CBBp3aH ¢
[IOBHILUEH PUCK OT KOHMCHUTAITHH maibopmanui. IIpoyuBaHHATA C MeT(HOPMHH NPH )KUBOTHH HE
[IOKa3BaT BpeAHH €EeKTH BbB BPB3Ka C 6peMeHHOCTTa, EMOPHOHATIHOTO H ¢eTanHOTO PasBHUTHE,
paXKAaHEeTO WM NOCTHATATTHOTO pa3BuTHE (BXK. CBLIO TOYKA 5.3).

MeTcurieTHK He Tpa6Ba Ja ce U3Mon3pa 1o BpeMe Ha 6peMEeHHOCT. AKO MaLMEHTKATa HCKa 1a
3a6peMeHee WIH aKO HACTBITH 6peMEHHOCT, JICYEHHETO Tpabpa Ja ce MPEKpaTH ¥ MauHeHTKATa 13
peMUHe Ha JIEHeHHe ¢ HHCYJIHH BB3MOXKHO Hal-CKOPO.

KtpMeHe
He ca npoBexaaHH MpoyyBaHus P KbPMEHIM JKHBOTHH C KOMOHMHHUpPAHUTE AKTHBHH BellIcCTBA HA TO3H

nekapcTeeH MpoAyKr. Iipy npoyBaHHA ITPOBEXXAAHM C OTAETHUTE AKTHBHH BelleCTBa U CHTArIHIITHH, H
MeT(pOPMHH C¢ EKCKPETHPAT B MIIAKOTO Ha NaKTHpailM rrexose. 11pH xopa MeTGOPMHH C€ EKCKPEeTHPa B
KbpMaTa B MAJIKH KOJIH'EeCTBA. He e M3BeCTHO Jaid CHTATTIMITTHH & €KCKPETHPA B KbpMaTa.
CnenosaresiHo MEeTCHITICTUK HE TpAOBA [a CE U3MNO0I3Ba NPU JKEHH, KOHTO KBPMAT (BXK. TOYKA 4.3).

QepTWIHTET
TlanHWTE OT NpOy4BaHHs NPH JKHBOTHH He npearoyaraT BIUAHAC BBEPXY depTHAHTETA HA MBKKH U

‘KeHCKH MHIMBHAK IPH TpeTHpaHe CbC CHTArJIHITHH. JIuncBaT NAHHH NPH XOpA.




4.7 EdekTH BLpXy cunocobHocTTa 3a modupane ¥ padora ¢ MAIMHHE

MeTCUIIeTHK He MOBTHABA M MOB/IHABA MpeHeOpekuMo crnocobHOCTTa 3a modupaHe U paboTa ¢
MAIIMHK. B CBIIOTO BpeMe Npu wodHpane Win paGoTa ¢ MallKHHK TPAOBa Ja ce HMA MpeaByA, Y€ npH
CHTArJIMITTHH Ca JOK/JAIBaHH CITy4ay Ha 3aMaiBaHe U CBbH/IHBOCT.

OcpeH TOBa NaLMeHTUTE TPAOBa Aa ce MpeXyNnpeKAaBaT 3a pUCKa OT XHITOTTIMKEMIA, KOraTo
MeTCHIJIETHK Ce U3MOJI3Ba B KOMOWHALHSA CBC CYNQaHIITYypeHHO MTPOH3BOAHO WIH C HHCYJIHH.

4.8 HexelanH JeKapCTBEHHE PCAKIHH

PesioMe Ha npodria Ha 6e30nmacHOCT

HsMa npoBeaeHH TEpaneBTHYHH KIHHHYHHE H3NHTBAHMA C MeTcurieTHk TabneTku, HO
6MOEKBHBATIEHTHOCTTA HA CHTATTUITTHH/METGOPMHHOB XHAPOXIOPHA KOMOHHMpPAHH TabJIeTKH ¢
eTHOBPEMEHHOTO MPHIOKEHHE Ha CHTATJIHIITHH 1 METQOPMHH KATO OTACTHH TaOJNeTKH € JOKa3aHa (BXK.
TOYKaA 3.2).

Cro0IIaBaHH ca CepPHO3HH HEXXEJIAHH PeaKlMH, BITIOUHTENTHO MaHKPEaTHT H PEAKIHH Ha
CBPBXYYBCTBHTENHOCT. CHob1aBaHa € XHIOTIHKEMHA NPH KOMOHHALIHA Che cyadaHWIypeHHO
npou3Boano (13,8 %) u ¢ uHcyauH (10,9 %).

TabnuueH cCIUCHK HA HOKCIAHUTE peaKiIHH

Cumaznunmun u mem@opmun

HesxenaHuTe peakiMu ca H36poeH# no-aouy ¢ npernopbusanure or MedDRA TepMHHH COpEA CHCTEMO-
opraHHa Ki1ackuKauwus u abecomotHa yectora (Tabmuua 1). Ilo YecToTa Ce ONpeeNAT KaT0: MHOTO HECTH
(>1/10), yectn (=1/100 no <1/10), Heuectn (=1/1 000 no <1/100), penxu (=1/10 000 oo <1/1 000), MHOrO
penxH (<1/10 000) u c Heu3BecTHA YeCTOTA (OT HANHYHHTE JAHHH HE MOXKE N2 e HanpaBeHa OLIEHKa).

Ta6anma 1;: YecToTAa HA HeXKeJAHHTE PEAKIHN, YCTAHOBEHH IO BpeMe HA N/1ane00-KOHTPONHPAHH
KJIHHAYHH NPOYYBAHHSA ChC CATATITIHOTHH H MeTQOPMHAH CAMOCTOATEIHO K IIPH
NOCTMAPKETHHRIOBHS ONHT

Hexenana peaknug YecTOoTA HA HEOKEJTAHATA peaKNHS

HapymeHnns Ha KPbBTA H JEMPHATA CHCTEMA
TPOMOOLIMTONICHHA Penxu

Hapymenaus Ba HMYHHATA CHCTEMA
peakUMH Ha CBPBXYYBCTBUTENHOCT, BKINOYHTEIHO C Hen3BeCTHA YeCTOoTa
aHa(HNAKTHYHH OTTOBOpH !

— i il —l

Hapymenns Ha MeTa601H3MA H XPAHCHETO
XMIIOTTIHKeMus ! | YecTH

HamalleHHEe HA HHBaTa Ha BUTaMMH Bio/nedunur’ YecTH

HapymeHnsg Ha HCpBHATA CHCTEMA
CBHJIHBOCT _ He4ecTH

PecnHpaTOpHH, IPBJHH H MEAHACTHHAIHA

HApDYLICHHH
HHTepCTHLMATHA Genoapobua Gonect’

C HEH3BECTHA Y¢




CromMmamno-4peBHH HAPYIIERAH

JAHapHs | HeuecTH
rajeHe YecTH
pnaTyneRUMs YecTH
3anex HeyecTH
| 6onka B ropHaTa YacT Ha KOpeMa _ _ HeuecTH
NOBPBUIAHE YectH

OCTBP MAHKPEATHT ' C HeW3BeCTHa YecToTa

daraneH u HedaradeH XeMOParHieH u C HEeH3BECTHA YECTOTA
HEKXPOTH3HPALL [TAHKPEaTHT "

_r L -

HapymeHHS HA KOKATA H NOAKOKHATA ThKAH
"

n C _ _ _ i _Heuectu _ _
aHrdoesiem ! C HEeH3BECTHA YECTOTA
o6pus™! | C HeM3BECTHA YeCTOTA

| ypruxapus ' . C HeH3BECTHA YECTOTA
KOXeH BacKyIuT ! C Hem3BeCTHa 4ecToTa
excoNUaTHBHH KOXKHH 3a00/ISBRHHA, C HeH3BeCTHA YECTOTA
BKJIIOUMTE/THO CHHApOM Ha Stevens-Johnson™ ) N _
6yno3eH neMpuUrous C HeM3BeCTHA YecToTa

Ha];ymenan HA Myclcyﬂﬂo-énene'm&ra
CHCTEMA H Ch¢AHHHTEAHATA ThKAH

apTpanrus’ ) C HeM3BECTHA YecTOTa
MHAITHS | C HeH3BECTHA HECTOTA
Gonka B KpalHULIATE C HeM3BECTHA 4ECTOTA
60/1Kka B repoa’ C HeH3BeCTHa YecToTa
apTponaTus C HEM3BECTHA 4EeCTOTa

Hapymenus 5a 0b0pennTe H NHKOYHHTE

ObTHIA
HapymeHa Gs6peuHa GyHKIHA ) ) __C Hen3BecTHa 4eCTOTA
ocTpa 6p6peyuHa HeAOCTATEYHOCT C HeH3BECTHA YECTOTA

* HexxenaHWTe peakumu ca HaeHTHOHLMPAHH 10 BpeMe Ha IIOCTMAPKETHHIOBOTO Ha0IIoIeHuE.
' Biokre TOUKa 4.4.
! BuskTe npoywearemo 3a 6e30nacHocm no OMKOWEHUE HA CHPOEYHO-CHO0EAMA CUCEMA TECOS no-

[OMy.

Onucanye Ha H30paHH HEXKEJIaHH DEAKIINH
HstkoH HEXeaHH PEAKUHH ca HaG/ioaBaHH NO-4eCTo MPH NpoyuBakus 3a KOMOKHHpaHa ynorpeba Ha

CHMTArJTHNTHH U METQOPMHUH C APYTrH aHTHAHA0EeTHH JIEKAPCTBEHH MPOMYKTH B CPABHCHHE ¢ MpOY4BaHHA
Ha CHTATJIMITHH ¥ MeT(hOPMHH caMocToATeNHO. Te BKIIOYBAT XHMNOIIMKEMHsA (KATEropHs Ha 4eCcToTa
_MHOT'O 4eCcTH® che cyAdariTypeiiHo NpOH3BOAHO WIH HHCYJIHH), 3aIEeK (,,uecTH* CBbC CyNpaHHTypeHHO
MPOU3BOAHO), NieprdepeH OTOK (,HeCTH" © MHOTJIMTA30H) U IMaBoBoJHe M CYXOTa B ycTaTa (,HeYeCTH ¢
HHCYJIHH),

Cumaznunmurt
Ipx npoy4BaHHA BHPXY MOHOTEpAIKA CbC CHTarNHNTUH 100 mg BEAHEX AHEBHO CAMOCTOATEIHO B
cpaBHEHHe ¢ I1auedo, ChOOLIeHHTe HeXKeIIaHH PEAKIHH Ca r11aBo0o/He, XMITOTTIHKEMUS, 3ANCK K

3aMaHBaHe.




Cpen Te3u MaUMEHTH HexeNnaHuTe ChOuTHSA, CHO6IIABAHH HE3ABHCHMO OT NMPUYHMHHO-C/IENCTBCHA BPB3Ka C
NIeKApCTBEHHA MPOAYKT, C YECTOTa Hal-Manko 5%, BKIOYBAT HHGEKLWH HA TOPHATE AMXATENHA MHTHIIA
u HazogapuHruT. OCBEeH TOBa ca ChOOILEHH OCTEOAPTPHT H O0JIKA B KPAHHHIIMTE, C YeCTOTA ,,HeuecTH"

(> 0,5% ro-BHCOKA Cpel YYaCTHHLHTE, IOJIYYH/IH CHTArIHIITHH, OTKOJKOTO Ta3H B KOHTPO/IHATA rpyna).

Memeopmun

CToMalIHO-4YpPEeBHH CHMIITOMH ¢a ChoOLIaBaAHH MHOTO YECTO ITPH KIIMHWYHH [IPOYIBAHHA H NPH
[IOCTMapKETHHIoBaTa ynorpeba Ha merdopMuH, CTOMALIHO-YPEBHHTE CUMITTOMU KATO raZIcHe,
MoBpbIIaHe, Axapusd, Gonka B kopeMa H 3aryfa Ha aneTHT ce NOABABAT MO-4YECTO NpH 3aM0BaHe Ha
JIEYEHHETO M B TIOBEYETO C/IyYaH TPEMHHABAT CIOHTaHHO. JOMBTHUTEIHH HEXEJIaHH PEaKIMH, CBEP3aHH
¢ MeTQOPMHH, BKTIOYBAT METAJIEH BKYC (YeCTH); IAKTaTHa auua03a, HapyLIeHHA Ha YepHOApOOHATA
GyHKLMSA, XENaTHT, yPTHKAPHS, EPHTEMA H ChPOEK (MHOTO PEaKH).

Kareropuure no 4ecTOTA C€ OCHOBABAT Ha HAHYHATA HHpOpMaLHs B KpaTkaTa XapakKTepHCTHKA Ha
MpOXyKTa Ha MeTdopMuH, onobpena B EC.

[leguaTpyU4yHa IOy IAITHA
B K/IHHHYHH POYUBAHUS ¢ KOMOHHALMA OT CHTANTTHITTHH U MEeTQPOPMHH NPH NEAHATPHIHH MAUHECHTH CBC

saxapeH auaber Tvn 2 Ha BE3pacT ot 10 go 17 roauHy NpoQIwIET Ha HEKENAHUTE PEAKLMH KaTo Ao &
CPaBHHM C TO3H, HaOmoAaBaH NpH BE3pacTHH. [IpH NeaHaTpUYHH NALHEHTH, KOKTO Ca WIH HE Ca Ha
OCHOBHO JICYEHHE C MHCYJIMH, CHTATJIHITTHH C¢ CBBP3BA ¢ NIOBHIIEH PUCK OT XMMNOTTIHKEMHA.

IIpoyusane 3a 6e3onacKocm no omuowerue Ha cepoevHo-cvoosama cucmema TECOS

U3NHTBAHETO, OLIEHSBAILO CHPAEYHO-CHIOBUTE pe3yJ/ITaTH [PH Je4eHHe ¢bC cHTaramnTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Brutousa 7 332 nalMeHTH, JICKYBaHH ChC
100 mg cuTarnUnTHH JHEBHO (WIH 50 mg HEBHO, aKO M3XOIHHTE CTOHHOCTH HA H3YHCIICHATa CKOPOCT Ha
rnomepyina ¢wrrpauks (eGFR) ca 230 u <50 ml/mun/1,73 m?), ¥ 7 339 naupeHTH Ha auebo B
intention-to-treat (I1TT) nonmynauusTa.

JiseTe JieueHus ca 1o6aBeHH KbM 0OHHARHKTe IPHXKH CBIVIACHO MECTHHTE cTaHAapTH 3a HbA . 1
CBPAEYHO-CHAOBH PUCKOBH (paxTopn. O61maTa 4ecToTa Ha CCPHOSHHTE HEXKEJIAHH cHOHTHUS NPU NAUHEHTH,
MOMy4aBALOH CHTAIMITTHH, € CXO/IHA C Ta3H NPH NALMEHTHTE, MOTy4aBally aneto.

B intention-to-treat IOMyNALMATA CPe/l NALMEHTHTE, KOWUTO H3MON3BAT HHCYJIMH WHIH Cy1haHILTyped Ha
H3XOIHO HHMBO, YECTOTATA HA TEXKA XHNOrTHKeMuA € 2,7 % NpH nalHeHTHTe, JICKyBaHH ChC
CHTArJIMITTHH, ¥ 2,5 % npy nauMeHTHTE Ha nauebo; cpel NallHeHTHTe, KOWTO HE H3ITONI3BAT HHCY/IHH
W/ATH CyNaHITypes Ha H3XOAHO HUBO, YECTOTATA HA TEXKKA XHNOITHKeMHA € 1,0 % npH nauueHTUre,
IEKyBAHH CbC CHTarJIUNTHH, H 0,7 % npH nalHeHTHTe Ha rnaueto. YecToraTa Ha NOTBBPAEHH CHOUTHSA,
OTIABAHK HA MAHKPEATHT, ¢ 0,3 % MpH NalMeHTHTe, TeKyBaHH ChC cHTarumTyH, U 0,2 % npH
nalMeHTHTE Ha Tuianebo.

CrobiasaHe Ha MOAO3UPAHU HEXKENaHH PeakIHH
C1o6LIaBaHeTo Ha MOAO3MPAHH HEXKENAHH PeakiUMH Clej paspelnasaHe 3a ynorpeba Ha JIeKapCTBCHHA

NPOAYKT € BaxkHo. ToBa No3BossBa /ia NPOXBLKH HaOMIOAEHHETO HA CHOTHOIIEHHETO MOJI3a/PUCK 32
NEeKapCTBEHHA NPOAYKT. OT MEAHLMHCKHTE CTICLIMAIHCTH CE U3MCKBA A1a ChOOLIABAT BCAKA M0403UpaHa
HEXellaHa PeaKLHsa upes

H3nbnnuTenHa areHuMsA no JeKapcTBaTa

yi. ,,Jlaman ['pyes® Ne 8

1303 Codus

Ten.: +35 928903417

yebGcaiir: www.bda.bg,




4.9 Ilpenosapane

IIpy KOHTPONHpPaHH KIHHHYHH URIMTBAHUA ChC 3/[PABH YUACTHUIM C€ NpHiarat eJHOKpaTHH J03H 110
800 mg CHTarJIAITHH. MuUHHMATHO YAB/DKABaHe Ha QTc, KOETO HE Ce CUHTa 32 IUIMHUYHO 3HAYHMO, CC
uabaoaaBa MPH €AHO NPOYYBAHE € 1033 OT 800 mg cuTarnUNTHH, HAMa omUT € A03K Han 800 mg npH
xIMEMYEY npoyuBakus. [1pn npoy4BaHii ®a3a | ¢ MHOrOKpaTHO NprjlaraHe HiMa n0303aBHCHMH
KTMHMYHY HeXKENaHH JIEKAPCTBEHH PeaKLiMH, Ha6IOAaBaHH [IPH CHUTAarJIMIITHH C J03H A0 600 mg nHEBHO
3a meproaH a0 10 JHU # 400 mg AHEBHO 32 NEPHOAH 110 28 oHH.

TonsaMo npexo3upaHe ¢ merdhopMHH (UK eTHOBPEMCHHO CBIIECTBYBALI PHCK OT JIAKTaTHA aLuao3a)
MOsKe Aa AOBEAE A0 JIAKTATHA aliM03a, KOATO € crelneH MeIMUMHCKH ClTyuail d TpAOBa Ja ce eKyBa B
6onuvua. Hali-epeKTHBHUAT METO 32 OTCTpaHABAHE Ha JIAKTAT H MeTGOPMHH € XEeMOHAIN3ATa.

TTpy KINHHYHHA NPOYYBAHNA NpUOIU3HTETHO 13,5% ot m03aTa ce OTCTparABa NpH npons/DKasalla 3 a0 4
yaca XeMOIMaT3Ha cecrs. IIpy NpereHKa 33 KIMHUIHA HEeOOXOMMMOCT MOXKe /1a C€ MPeAnprUeME 110~
MPOABL/DKHTENHA THATH3A, He e M3BECTHO AAH CHTAIKITTHH Ce THATH3APA pH epUTOHeaTHa JHAN3a.

B cnyuaii Ha Ipelo3MpaHe ¢ MOIXOAALIO 2a ce npeanpreMar OOHKHOBEHHTC [OABLPKALM MEPKH, KaTO
OTCTpaHsABaHE HA nHeabcopbupanus MarepHan oT CTOMALLHO-YPEBHHA TPAKT, KNTHHHYHO HabmoneHue
(BKJTFOYHUTEJIHO H eIeKTpOKapAnorpamMa) H NpH HyXna 1aj04BaNe Ha MOANBPIKALL0 NEHEHHE.

5. @GAPMAKOJOIMYHM CBOHUCTBA
51 ©PapmakoAEHAMHATHH cBolicTBR

dbapMakoTEparnesTHUHa rpyna: AnTHaKabeTHH IeKapCTBeHH NPOAYKTH, xOMOMHALMH OT NepopanHu
EeKApCTBEHH MPOAYKTH 32 HAMAIIABAHC Ha KpbBHata 3axap, ATC xox: A10BDO7

MeTcHrIeTHK KOMOMHHMpA IBa AHTHXHNEPTAHKEMHHHE NeKapcTBEHHM MPOAYKTa ¢ AOMBBAIN CO
MexaHHIbM Ha JeficTBHe 3a oAoOpsaBaHe Ha rMHKEMHYHUS KOHTPOJI MPH TMALMEHTH C nauaber THI 2.
CHTATTAITTYH XMAPOXJIOPHA MOHOXMAPAT, AHICHITHAM nentiaasa 4 (DPP-4) naxuOuTop M MeT(OPMUHOB
XHAPOXIIOPUA, NPEACTABHTEI Ha Kaca Ha OUryaHuAMHHTE.

CHTArIUITHH
MexanuzwbM Ha Oelcmeue

CHTAMIHITTHH XHAPOXIOPUI MOHOXHAPAT € NEpOpalHo aKTHBEH, MOLIIEH H BHCOKOCENEKTHBEH MHXUOHTOPD
Ha eH3MMa JHOETTTHAWI nenTraasa 4 (DPP-4) 3a yieueHHe Ha nuaber Tan 2. MHXHOUTOPHTE HA DPP-4 ca
KJ1ac BellecTBa, KOUTO AeHCTBAT KaToO YCH/IBATENH HA HHKPETHH. Upes uHxubMpane Ha eH3WMA DPP-4,
CHTAIrJIMITHH MOBHINIABA HUBATa Ha (Ba H3BCCTHH aAKTHBHM HHKPETHH XOPMOHA, FIOKAroH-MoJI00HKS
nentaa-1 (GLP-1) 1 rmoKo303aBUCHMHA WHCYJIMHOTPOICH MOHNCITHL (GIP). UakpeTUHHTE Ca HacT OT
cHOreHHa CHCTEMA, yuacTBallla BbB dhu3MONOruyHaTa peryalus Ha [IOKO3HAaTa XoMeocTasa. Korato
KOHIIEHTPALMHTE Ha KPbBHATA 3aXap ¢4 HOPMAJIHU WIH MOBHLUCHH, GLP-1 u GIP 3acrunpaTr CHHTE3a H
0cBOGOKIABAHETO HA HHCYJIHH OT MaHKpeaTHIHHTC 6era-wierku. Ocsen Topa GLP-1 HamansBa
CEeKPELMATA HA TTIIOKArOH OT MaHKpeaTHHHUTe anha KICTKH, poAEHKH A0 HAMAICHO MPOH3BOACTBO HA
yepHoApoOHa NIOKO03a. KoraTo HHBATA Ha DITIOKO3a B KPBBTA €2 HHUCKH, ocBOGOXKNABAHETO Ha HHCYTHH HE
ce CTHMYJTMpAa H CEKPELIUATa Ha JIOKArOH HE CC norHcka. CUTArTMITHH € MOIIEH ¥ BHCOKO CEICKTHBCH
unxu6uTOp Ha en3uMa DPP-4 1 He UHXHOHpA CXOAHHTE TI0 CTPYKTYpa CHIUMH DPP-8 ww DPP-9 B
TepaneBTH4HH KOHUCHTPalHH. CUTAMIKITTHHE Ce PasIHYaBa 0 XMMHYHA CTPYKTYpa M drapMaKonOru4HoO
neicrare ot aHanosure Ha GLP-1, HHCYTIHH, cyndanwTypes WiH MErTTHTHHAAH, GuryaHuaYHH, arOHHCTH
Ha AKTHBHpPaHHA OT MEPOKCHU3IOM nponudepaTopa raMa-peLenrop (PPARY) anda-rmoko3nia3Hu
MHXWOUTOPH ¥ aHANO3H HA aMWIHH.




TIpu ABYAHEBHO MPOYYBAHE HA 3APABH YYACTHULIH CHTAITIHIITHH, NPHIOKCH CAMOCTOATEIHO, MOBHILABA
akTuBHaTa GLP-1 KOHIEHTpauHs, JOKATO METHOPMHH, NPHIIOKEH CaMOCTOATEITHO, MOBHIIABA AKTHBHATA
1 oomara GLP-1 xoHUEeHTpalMsA B CXOJHA CTElEH.

EnHOBpEeMEHHOTO MPHJIATaHe HA CHTArTHITHH H MeTHOPMHH HMA BIUTHBEH eEKT BEPXY aKTHBHATA
GLP-1 koxuenTpauya. CHTAIJIMITTHH, 32 Pa3iKa OT MET(HOPMHH, NMOBHIUABA AKTHBHATA GIP

KOHLIEHTpALIH.

Knunuuna egpuxacrocm u 6e3onacrocm
KaTo naio, CHTarTHITTHH MoAcOpABa NIHKEMHYHHSA KOHTPOJI, KOTATO C€ H3MO/I3Ba KATO CAMOCTOATENHO

HTH KOMOHHKpAHO NIEYEHHE NPH BH3PACTHH MALMEHTH ¢ AKa0eT THII 2.

[TpH KIHHHYHH NPOYYBAHHS, CHTAIIMITTHH KaTO MOHOTEpanHs noaoOpABa riHKEMHYHHA KOHTPOJ Ypes3
JHAYKHTEMHO HaMaIeHHe Ha XeMOTiIoOHH A (HbA|c) ¥ rmoKko3aTa Ha TJ1aIHO H CJICA XPaHCHE.
HaMaieHKreTo Ha IUasMeHara riiokosa Ha rnagHo (FPG) e HabmoaaBaHo Ha 3-Ta ceaAMHLA, ITbPBATa
BpeMeBa TO4Ka, B KosTo e uamepeHa FPG. Halnionapanara 4€CTOTa HA XMIOTIMKEMHA TPU NALHEHTH,
JIEKYBAHH ChC CHTATNIHITTHH, € NoJ00Ha ¢ Ta3u MpH rwianebo. TenecHOTo TErjo He CE € YBETHIUAO
CIIPSAIMO M3XOJHHTE CTORHOCTH MPH JIEYEHHE CBC CHTATTHITTHH. Hab6monasano e nogobpenre Ha
CYpOTATHHTE MapKepH Ha GyHKIMOHHpaHe Ha OeTa-KICTKHTE, B TOBA HHCIIO HOMA-B (XomeocraseH
MOZE/ 38 OLIEHKa-B), CHOTHOLIEHHETO Ha MPOHHCY/THH KbM HHCYJTHH H MOKA3ATENHTE 33 pCAKTHBHOCT Ha
HeTa-KNeTKUTE NPH TECTA 3a TOJICPAHTHOCT NIPH Y€CTO IaBaHe Ha XpaHa.

IIpoyuBaHMa CEC CHTALTHITTHH B KOMOUHAUMS ¢ METQOPMHH
[Tpu 24-cenMu4HO 1W1aLe60-KOHTPOIMPAHO KWIHHHYHO NPOYUBaHe 3a OLCHKA Ha epMKacHOCTTa H

6e30macHOCTTa NpH foGassHe Ha cHTarTUITHH 100 mg BeIHRK AHCBHO KBM CBLICCTBYBAIIO JICHEHHE C
MeThOPMHH, CHTATTTANTHH OCHIYPABA 3HAUYMTETHO NOACOPEHHE Ha MNIMKEMUNHHTE NapaMeTpH B
cpaBHeHHe ¢ wanebo. [IpoMsHaTa CIPAMO U3XOJHHTE CTOHHOCTH Ha TEIECHOTO TETNIO & noaoOHa IpH
NALHEHTH, JIEKyBaHU CBC CHTArIMNTHH cnipamo nnauebo. I1px Topa npoyusaHe HMa nonoOHa YecToTa Ha
CITy4aH HA XHMIIOTIHKEMHA NPH NALMEHTH, TEKYBaHH ChC CHTATJIMITTHH HITH riaxefo.

IMpu 24-ceAMMUHO IUIaLIC60-KOHTPOIHPAHO (GakTopailHO NpoyyYBaHe Ha Ha4a/lHO JICUEHHUE, CHTATHITIHH
50 mg ABa THTH JHEBHO B KoMOUHALMA ¢ MeTgopmuH (500 mg nmu | 000 mg ABa THTH AHEBHO)
OCHIypsBa 3RAYHTENHO MOAOGPEHHE HA MIMKEMHYHUTE NapaMeTPH B CPABHEHHE C BCAKA MOHOTCPATTHA.
HaManeHHeTo Ha TENECHOTO TerI0 NP KOMOHHALMATA CHTATTHITTHH H METGOPMUH € MOJOOHO Ha TOBA,
HaBmoaaBaHo P METGOPMHH CaAMOCTOATEITHO WK IU1auebo; HaMa MpOMAHA CIIPAMO H3XOJHHTE
CTOMHOCTH NMPH NMALMEHTH HA CUTATJIHIITHH CaMOCTOATENHO. [JogBaTa Ha XHNOTTMKEMHA € noaobHa cpea
JIEeKyBaHUTE I'PYITH.

[IpoyuBaHe ChC CHTATTTMOTAH B KOMOMHALIMA C MeTdopmuH H cyadannaypes
24-ceAMHYHO TUTaLe60-KOHTPONHPaHO KIIHHHYHO ITpOYYBaHe € IUIAHHPAHO A& OLICHH e(h)UKACHOCTTA H

6e3zonacHOCTTa Ha cHTAarMITTHH (100 Mg BeaHsX JHEBHO) NpHOaBeH KbM MHMENHPHI (CAMOCTOATENTHO
win B KoMOuHauus ¢ meTdopmun). JlobaBsHeTo Ha CHTAMTHIITAH KbM FTHMENHPHA H mMeThOpMHH,
OCHIypsiBa 3HAYHTEJIHO MOJOOPEHHE Ha MNHKEMHUYHHTE NapaMeTpH. [TauuMeHTHTE, NTeKyBaHH CBbC
CHTArTUITTMH, HMaT c/1abo MOBKINEHHE Ha TenecHoTo Teruio (+1,1 kg) B cpaBHEHME € TE3H, NOJTY1aBaNIH
nnauebo.

[IpoyuBaHe chC CHTAMIMITTHH B KOMOHHAIMA ¢ METHOPMUH H PPARY aroHuct
26-CeMUMHO TUIAUE60-KOHTPOTHPAHO NPOYUBaHe € MPeHa3HAYEHO 1A OLEHH ePHKACHOCTTA H

Ge30nacHOCTTa Ha cHTarmunTHH (100 mg BeAHLXK AHEBHO), AoOaBeH KbM KOMOHHALMA HA NMHOTIHTa30H H
merdhopMuH. JJo6aBsaHeTo Ha CUTANTHNTAH KBM NMHOMTHTA30H H MeT(OPMHH OCHIYpABa 3HAYUTENIHH
noaoOpeHus Ha IMUKEMAYHHTE MapaMeTpH.

[IpoMAHATa B TEAECHOTO TEITIO OT H3XOIHO HUBO € NOAOOHA Ha Ta3H MPH MALKEHTH, JIEKyBaH
CMTATJIMITTHH, B cpaBHeHHMe ¢ 1wiauebo. YecTorara Ha XUNIONIMKEMHI CHINO € noxobHa npg
JIEKYBaHH CbC CHTATNIMITTHH WIH U1aueGo.




[TpoyuBaHe HA CHTAITIHITIVH B KOMOHMH
24-ceIMHMHO TIALE00-KOHTPOIHPaHO KITHHHYHO NPOy4BaHe € Ip

u 6ezonacHocTTa Ha curarmunTiH (100 mg BeAHBX JHCBHO

cM

MHH H HHCYJIHH

eJHA3HAYEHO [a OLIeHH e(PEKTHBHOCTTA
), no6aBeH KbM HHCY/IHH (NpH crabmnHa no3a

aa Hafl-manko 10 ceaMuim) cbe Win 6e3 merdopMun (Hak-Manxo 1 500 mg). ITpn nanMeHTH, NpUeMallly
MpeBapHUTEIHO CMECEH HHCYITHH, CPE/IHATa HEBHA 21034 © 70,9 U/nnesHo. [IpH nauneHTH, MpReMallq
HEeCMECeH NMpeJABapHTENIHO (MEKQMHEH/TIPOABIDKMTEIHOAeACTBALI) HHCYIHH, CpeHaTa JHEBHA 1034 ©
443 U/nHeBHo. Jauuure ot 73 % OT NALMEHTHUTE, KOHTO Ca MPHEMATH MeT(hOPMHH, Ca IIPEACTAaBCHH B

Tabnwuia 2.

Jo6aBAHETO HA CHTATIIHIITHH KbM HHCYJIHH OCUTypABa 3HAUHTEHO nogodpeHre Ha NTHKEMHYHHTE
napameTp. Hama 3HaUHTEIHA MPOMAHA B TE/IECHOTO TEIVIO OT H3XOAHOTO HUBO B IBETE IPYIH.

Ta6nauna 2: Pesyaratn 3a HbA ) nps ni1ane6o-KoHTPOIBPAHE NPOYIBAHAN € KOMOMHBRPAHO
fedeHHe ChC CHTATVIHITHH H MeTdopMun®

curartanTad 50 mg -+
meTgopmuH 1 000 mg

| (N=178)

IIpoyuBane CpeanH cTofHOCTH HA CpeaHa npoMaHA Koparupana, CIpaMo
n3xoano aEBo0 HbA . | cupaMo H3X0AHO HHBO na1anebo, cpenHa
(%) HbA . (%) NpOMSHA HA
HbA . (%)
| (95 % CI)
Curarnanmud 100 mg
BEIHBX AHEBHO, 8,0 -0,7 -0,7%3
nobaseH KbM (OHOBA (-0,8, -0.,5)
Tepanua ¢ MeTdopmuH *
 (N=433)
Curarannran 100 mg
BeJIHbK AHEBHO, 8,3 -0,6% -0,9"4
pobaseH KbM QOHOPA (-1,1, -0,7)
Tepanui ¢ ITHMETHPHI
+ MeThOpPMHH'
(N=115)
CurarnunteH 100 mg
BEIHBK JIHEBHO 8,8 -1,2% 0,714
nobaseH KpM (OHOBA (-1,0, -0,5)
Tepanus ¢ NMUOITINTA30H
+ MeTHOpMHH!
(N=152)
Curarmunrud 100 mg
BeIHbK JHEBHO, 8,7 -0,7% -0,5%%
gobaBeH KbM (POHOBA (-0,7,-0,4)
Teparnus ¢ HHCYJIUH T
meThopMHH'
(N=223)
HavanHo nedyeHHe (ABa
ITHTH JHEBHO)': 8.8 -1.41 -1,6'
curarunTH 50 mg + (-1,8, -1,3)
meTdopmuH 500 mg
(N=183) ! 1
HauanHo JieueHue (1Ba
TETH JHEBHO)': 8,8 -1,9"




* [TomyaumsiTa OT BCHIKH JIEKyBaKH NaLMeHTH (intention-to-treat anaims).

t Hali-Ma/KuTe CpeaHH KBAAPATH €& KOPHTHPAHH CTIPAMO CTaTyca MpH MPeXOAHOTO AHTHXHIIEPTIHKEMITIHO Nie9eHue
H CTOMHOCTTA HAa H3XOIHO HHUBO.

} p<0,001 B cpapHeHHe ¢ raueGo Wik mwiane6o + KOMOHHHPAHO NEUeHHE.

' HbA i (%) Ha 24-Ta ceaMuLa.

Y HbA | (%) Ha 26-Ta ceaAMHIIA,

§ Haji-ManKkuTe CpeAHH KBAIPATH ¢a KOPHTHPaHH 38 ynorpebara Ha HHCY/THH [TPH BH3WTA 1 (mpeABapHTENHO CMECEH
cpemly HeCMeCeH MPeABADHTENHO [MeXAHHER HIH MPOXBKHTEHOAEHCTRAIN]) K H3XOHA CTOHHOCT.

IIpu 52-ceAMHUHO MpOy4BaHe, CPaBHABALIO €PHKACHOCTTA U GesonacHOCTTa nMpH gobasaHe Ha
curanunTiH 100 mg BeHEX JHEBHO WIH MHNH3uA (Cys1dpaHWTypeHHO MPOK3BOAHO) NMPH MALHEHTH C
HeAOGHP INIMKEMHUEH KOHTPOJI IPH MOHOTEPANHS C MET(OPMUH, CHTAIJIUITTHH € nonofeH Ha rITUIH3HA
npH noHmwkasaHeTo Ha HbA . (-0,7 % cpenHa npoMsAHa CIpAMO H3XOAHMTE CTOMHOCTH Npe3 ceAMHLA 52,
chbe cpeaHa croiHocT Ha HbA . or mpuGnusurento 7,5 % B apete rpynu). CpeaHara 03a NTHIA3HA,
H31I0N3BAHA B IPYMATa 3a CPaBHEHHME, € 10 mg JHEBHO, KATO NPHOIH3HTENHO 40 % OT NaLMEHTHTE Ce
HY>KAAST OT 103 TTHNH3HA < 5 mg/AHEBHO N0 BPEME HA MPOYHBaHETO. Ob6aue, noBeye NMALMECHTH OT
IPYNaTa Ha CHTATTHITTHH ¢4 NPeKBCHATH NMOPaH JIHICA Ha eHKaCHOCT, OTKOJIKOTO B IpyTiaTa Ha
rnumusun. [TaumMeHTHTe, 1EKYBAaHH ChC CHTATTTHITTHH, NTOKA3BAT 3HAYHTEIHO CPEAHO MOHHIKEHHE CTIPAMO
WAXOIHUTE CTOMHOCTH Ha TesiecHoTO Teruo (-1,5 kg) B cpaBHEHHE CBC 3HAYHMTETHO TOKAYBAHE HA TOJIOTO
MpH NalMeHTH, omyyasany raunusug (+1,1 kg). B ToBa npoyBaHe OTHOLIEHUETO NPOHHCYIHH KbM
HHCYJIMH, MapKep 3a ¢(eKTHBHOCTTa Ha MHCY/THHOBHA CHHTE3 H oceoGokapaHe, ce noaodpasa Cue
CUTArMITTHH K C€ BIIOIIABA IPH JIeYeHHe ¢ INTHNMM3KA. HecToTaTa Ha XMIIONIHKEMHA B rpynaTa Ha
cutarinTuH (4,9 %) € 3HaYUTENHO MO-HHCKA OT Ta3K B rpynaTa Ha IIHInH3ngg (32,0 %).

24-CeqMHYHO TUIALEBG0-KOHTPOHMPAHO KIMHHYHO IPoyyBaHe, BKmousawo 660 nauueHTy,
NpeIHA3HAYEHO A8 OLEHH ehHKACHOCTTa, BOZeLlla 10 HaMANABaHe Ha HHCYTHHOBUTE J03H H
6esonacHocTTa Ha cHTarnunTul (100 mg BeAHBXK JHEBHO), KOraTo € NpubaseH KbM MHCYJIMH MIApXKHH
cbe win 6e3 MeTdhopMeH (ioHe 1 500 mg) no BpeMe Ha HHTEH3H(PHUMPAHETO Ha HHCYIHHOBATA TEpartti.
[Npy naumeHTH, NpHeManii MeTQOpMHH, H3X0AHATA CTOHHOCT Ha HbA . e 8,70 % W HauaJTHaTa 034
uHcyauH e 37 [U/nuepHo. [TaumeHTHTE Ca MHCTPYKTHPAHH a8 THTPHPAT TAXHATA 1038 HHCYJIHH [1apXKHiH
BE3 OCHOBA Ha CTOHHOCTHTE Ha KPbBHATA 3aXap Ha IVIA[HO, M3MEPEeHH Ype3 KPbBEH TECT ¢ yOoxKnaHe Ha
npbera. [Tpu naupenTHTe, NpueMalii MeThOopMEH, Ha 24-Ta CeIMHLIA yBETHMABAHETO HA IHEBHATA 1034
uncynuH e 19 TU/aHeBHO NPH MALKMEHTH, JICKYBaHH ChC CHTAIIHITTHH, H 24 TU/nHeBHO NPH NallHEHTH Ha
rwiane6o. IonmwxasadeTo Ha HbA ¢ NpH naliMeHTH, JICKYBaHH CBC CHTAIJIMITTHH, MET(HOPMHH H HHCYJIHH €
-1,35 % B cpaHeHHe ¢ -0,90 % npu NaeHTH, JEKYBAHH C raue6o, MeThOpMHH H HHCYJIHH, pa3iTiKa OT
-0,45 % [95 % CI: -0,62; -0,29]. HecToTara Ha XHMIOTJIHKEMHA € 24,9 % npy NaLMEHTH, JICKYBaHH CbC
CHTArIMITHH, MeTGOPMHH H HHCYNHH ¥ 37,8 % npH MAHEHTH, NEKYBaHH C ruiane6o, MeTpoOpMHH H
HHCyHH. Pa3nHkaTa ce AB/KH OCHOBHO Ha N0-BUCOKHA MPOLEHT NAlMEHTH B rpynara Ha nnauebo,
WAMMTAH 3 WK NOBeYe enu3oa Ha xunoradkemus (9,1 cnpamo 19,8 %). Hama paznuka B HecToTaTa Ha
NosBa Ha TEXKKA XMIIONTHKEMHA,

MetdopmuH

Mexanuzwm na oeucmsue

MeTdopMHH € GUryaHHANH C aHTHXUIEPriHKeMUYeH eeKT, MOHKKABALL KAKTO GasanHaTa, Taka H
Ia3MeHaTa IIoKo3a ciie xpanere. Toil He CTUMYMpa HHCYJTHHOBATA CEKPELHA H CICA0BATE/THO HE
NPEAM3BHKA XUNTOTJIMKEMH.

MerdopMHH MOXe [a IIeHCTBa MO TPH MEXaHH3Ma.

- KaTO HaMaJIABa NPOAYKIMATA Ha YePHOAPOOHA MIOK03a Ype3 HHXHOMpPAHE Ha [VIIOKOHEOr¢He3aTa !
rMHKOrE¢HONU3AaTa

- B MyCKYJIHTE, Ype3 YMEPEHO NOBULIABAHE HA HHCYTMHOBATA YyBCTBHTCIHOCT, noaoopsBs
nepuepHOTO NOEMAHE H YCBOABAHE Ha IVIIOKO3a

- ype3 3a6aBsHe Ha abcopOuMATa Ha [TIIOKO3a B ThHKHTE “epBa.




MeThopMHH CTHMYHPA BETPEKIIETHYHHA CHHTE3 Ha ITIHKOTCH Hpes BB3ACHCTBHE BBPXY TTHKOreH
cuHTeTa3aTa. MeTgOpMIH NOBHINABA TPAHCTIOPTHHS KanalHTeT Ha crelM$HYHH THIIOBE MeMOpaHHY
TpaHcnoprepu Ha rmokosarta (GLUT-1 GLUT-4).

Knunuuna epuxacrocm u bezonacxocm

IIpu xopaTta, HE3aBHCHMO OT NEHCTBHETO CH BHPXY INIHKCMUATA, MeTpOpMHH MMa GlaronpHATHH eQeKTH
BBHpXY AMMHAHKA MeTabonnsbM. ToBa ce OKA3BA MPH TEPANEBTHHHH KOHIEHTPALMH B KOHTPOIMpPaHH
KITHHUYHH MPOYHBAHHUs CHC CPEIHA IPOABIDKHTETHOCT WIH ABINOCPOTHH KITHHHTHH NpOy4BaHHA:
MerdhopMUH HamanaBa obmHa xonectepon, LDLc 1 HUBATa HA TPHITHIEPHAHTC.

IpocniekTuBHOTO panaoMusupaHo (UKPDS) mpoy4saHe € yCTaHOBUIIO ABJITOCPOYHATA MOJi3a OT
HETEH3MBEH KOHTPOJ HAa KPbBHATA 3aXap NMpH anaber TuI 2. AHaIU3BT Ha PE3YTATHTE MPH MALUEHTHTE C
HAAHOPMEHO TeIJIO, JIEKYBaHH ¢ MET(QOPMHH Clefl HeyCeneX C MeTa CaMOCTOATEIHO NT0Ka3BaT:
- AHAYMTENHO HaMaleHHe Ha aGCOIOTHHA PHCK Ha CBbP3aHHTE C AxabeTa yCIOKHEHHA B rpynara Ha
metdopmuH (29,8 crburus/1 000 NalHEeHTOrOAWHH) CTIPAMO AHETA CAMOCTOSRTENTHO
(43,3 cuburna/1 000 mauuenroroguHu), p=0,0023 K CripaMo rpynuTe Ha KOMOHHALHA CBC
cybaHHTypes H MOHOTEpanus ¢ HHCYHH (40,1 cr6uTns/1 000 MALHEHTOrOAKRHHK), p=0,0034
- AHAUMTETHO HAMAICHHe Ha abCOMOTHHA PHCK OT CBBLP3aHaTa ¢ AHabeT CMBPTHOCT: MeTHOpMMH
7.5 c¢p6urna/1 000 naUNEeHTOrOAHHH, JHETA CAMOCTOATEIHO 12,7 cuburna/1 000 naLMeHTOroAMHH,
=0,017
- AHAUMTETHO HAMaJeHHe Ha aGCOMOTHUA PHCK OT o01IaTa CMBPTHOCT: merdopmuH 13,5 cpbutHa/ 1
000 naLMeHTOrOAMHHM CIPAMO AMeTa caMocToATeNHO 20,6 csouTHa/1 000 mauMeHTOroAMHH,
(p=0,011) u cripsiMO rpynuTe KOMOHHHpaHa cyndaHwIypes 1 MOHOTepaNns ¢ HHCYJIHH
18,9 cxb6uTHa/1 000 nauenTOroAWHN (p=0,021)
- AHAYMTENRO HaMaIeHHe Ha aGCOMOTHUA PHCK OT MHOKAp/IeH HH(ApKT: MeT(OpMHH
11 cu6pmis/1 000 naLyeHTOroAMHH, THETA CAMOCTOATeNTHO 18 cpOuTHA/1 000 nalMeHTOroOAHHH,

(p=0,01).

TECOS e pannoMu3HpaHo npoyusaHe npu 14 671 nauyeHTH B intention-to-treat nomynauuaTa ¢ HbAc >
6,5 a0 8,0 %, ¢ YCTAHOBEHO CHPACYHO-CHAOBO 3360i1BaHe, KOUTO MOTYyYaBaT CUTANTHIITUH (7 332)

100 mg aueBHO (WK SO Mg AHEBHO, KO U3XOJHHUTE ctottnoctr Ha eGFR ca > 30 u < 50 ml/mun/1,73 m?)
wm rwranebo (7 339), nobapeHH KbM OGHUAHHHTE MPHXKH CHIIACHO MECTHHTE CTAH/IapTH 34 HbA . 1
CHPAEYHO-CHAOBH pucKoBH (akTop. [TatmenTr ¢ éGFR <30 ml/mMun/1,73 m? He ca BKITIOYESHH B
npoyusaseTo. M3cnenBaHara nomyjauns BKIOYBa 2 004 naLMeHTH Ha BB3pacT = 75 roauHu H 3 324
nauueHTH ¢ 6u6peuno yspexaane (éGFR < 60 mi/mnn/1,73 m?).

ITo BpeMe Ha MPOYYBAHETO OOLIATA H3UHCIICHA CPEHA palJikKa (SD) B croitrocTTe Ha HbA | MEXTY
FPYNHTE Ha CHTATJIHITHH H ranebo e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[TbpBHYHaTA KpaifHa TOYKA MO OTHOLICHHE Ha CHPACHHO-CHA0BATA CHCTOMA e ChCTaBHA OT MbpPBaTa NOABA
Ha CHPAEYHO-CHAOBA CMBPT, HedaTaseH MHOKapAeH HHQapKT, HeaTaneH HHCYIT HIH XOCTHTaNM3alHA
Mopaj¥ HecTaOHIHA cTeHOKapausa. BTOpUYHHTE KpaHHU TOUKH MO OTHOLICHUC HA ChpAEYHO-ChIOBATA
CHCTEMAa BK/IIOYBAT ITHPBATa [04BA Ha ChPAEYHO-CBA0BA CMBDT, nedaTanes MHOKapAeH HHGAPKT WK
HedaTaned HHCYIIT; ITbPBATA 0SB4 HA HHAWBH/Y AIHHTC KOMIOHCHTH Ha ITEPBUYHATA CHCTABHA; 001Ia
CMBPTHOCT M XOCITHTATH3AUMH NOpaay 3aCTORHA CbpAeHa HEOCTATRUHOCT.

Cnen npoc/ieAMBaHe C MEAHAHA Ha NPOABDKUTE/IHOCT OT 3 rONWHH, CHTATJIMITTHH HE MOBHILIABA PHCKA OT
FOIEMH HEXXENAaHH ChPACYHO-CHAOBH CHOMTHA HIIH PHCKA OT XOCTIMTANIM3ALIMA OPaJd CBPACTHA
HEZOCTATHUHOCT, KOraTo ce 1o6aBs KbM 0OMYaHHWTE IPHXKH MPH MALKCHTH C auabeT THI 2 B CpaBHEHHE C
o6uuaiinure rpwku 6e3 curarnunTul (Tabauua 3).




Ta6anna 3: YecToTH HA KOMOHHHPAHH CHPAETHO-CHAOBH PE3YATATH K HA K/I010BH BTOPHUHH
pe3yaTaTH

Crararaunrun 100 mg | Mnauebo

YecroTa Ha 100 YectoTa Ha 100 Koeduuuenr | p-
N naunentoroxad | N (%) | nanumenTroroqMHn | Ha pHCKa crodHocT!

(%) | H (95% CI)

Anaan3 B Intention-to-Treat nomyaauusTa _
Bpoii nanHeHTH 7 332 7339

IIpBHYNa
CbCTABHA
KpaiHa ToUKA
(CepaeqHo-~
CBEOBA CMBPT,
HedaTaneH
MHOKapaeH
uH}AapKT,
HedaTaneH
HHCYJIT UIH 839 4,1 851 4,2 0,98 (0,89— <0,001
xocnutanu3zanus, | (11,4) (11,6) 1,08)
IopaaH
HecTabuHa
CTEHOKapaHui)
Bropuusa
ChCTABHA
KpaiHa TOYKS
(CopreusHo-
CbAOBA CMBPT,
HedaraneH
MHOKapAeH 745 3,6 746 3,6 0,99 (0,89- <(,001
HHQApPKT HIIH (10,2) (10,2) 1,10)
HedaraneH
MHCYJIT)
BropuueH

_pesyarar : -
Copaevso- 380 1,7 366 1,7 1,03 (0,89- 0,711

Ch/I0Ba CMBDT (3,2) (5,0) 1,19)
BcakakhB BHA 300 1,4 316 1,5 0,95 (0,81~ 0,487
MHOKapAeH (4,1) (4,3) 1,11)
MHQAPKT
(dataneH
HedaraneH)
BcakakbB BUR 178 0,8 183 0,9 0,97 (0,79 0,760
uHcynt (datanen | (2,4) (2,5) 1,19)
H HedartaleH) _
Xocnyuranu3anus 116 0,5 129 0,6 0,90 (0,70~ 0,419
nopaiu (1,6) (1,8) 1,16)
HecTabM/IHa
| CTEHOKAP/IHA . |
CMBpT nopanu 547 2,5 537 2,5 1,01 (0,90— 0,875
BCAKAKBa (7,5) (7,3) 1,14)
__nNpHYHHA |




Xocnuranu3auus, | 228 1,1 229 1,1 1,00 (0,83— 0,983
nopaid copaedHa | (3,1) 3,1) 1,20)
HEIOCTATEYHOCT ¥ _ |
* YecroTaTa Ha 100 NalMERTOrOAMAH € H3uncieHa Kato 100 x (o6iusa G6po NauueHTH ¢ = 1 cuOuTHE MO BpeMe Ha
[OMYCTUMHMA NEPHOJ] Ha KCIIO3HLMA CIPAMO O0MmIUA 6poit NaLMEHTOTOAMHH Ha MPOCTIEAABAHE).

} Brs ocloBa Ha Moae Ha Cox, CTpaTHdULIMpaH O PerHOH. 3a CHCTABHHUTE KPaHHU TOYKH, P-CTOHHOCTHTE
CHLOTBETCTBAT HA TECT 38 HEHHGEPHOPHOCT, ThPCEIN a MOKAXKE, e KOSPHUHEOHTHT Ha PHCKA € NO-MATBK OT 1,3. 3a
BCHYKH APYTH KPaltHH TOYKH P-CTORHOCTHTE CHOTBETCTBAT HA TECT 32 palfILKUTE B Koe(ULHEHT Ha PHCKa.

t AjanM3bT Ha XOCIMTANHM3ALMATA NOPAN ChPAETHA HEAOCTATHHHOCT € KODHIHPaH 32 aHaMHe3a 33 ChPAetHa
HeZOCTATHPYHOCT HAa H3XOJHO HHBO.

[TenuaTpuyHa NOMyJaLHA
ErponeiickaTta areHIlA I10 JIEKapCTBaTa ocBo0OXKAaBa OT 3adBJDKEHHUETO 33 NMPEeAOoCTABIHE HA

pe3yATaTHTE OT MPOYYBAHMATA CBC CHTATUITHH/METGOPMHHOB XHAPOXJIOPHA BHB BCHYKH MOATPYIH HA
NeAMaTPUYHATA MOMyNIALMsA ChC 3aXapeH AnateT THTI 2 (BX. To4Ka 4.2 3a nHpOopMaLIUA OTHOCHO ynotpeba
B NEAMATPUATA).

Be30nacHOCTTa M eHKACHOCTTA NpH J00aBAHE HA CUTATIWITTHH MPH NEHATPUMHA NALHCHTH HA Bb3pact
ot 10 mo 17 rognHu ¢ aMaber THI 2 H HEAACKBATEH INTUKeMHYECH KOHTPOJI Ha MeTdOPMHH, CBC HITH 0e3
HHCYJIHH, Ca OLEHEHH B JiBe MPOYYBAHKA 32 NEPHOJ OT 34 CEAMHLM. HobGaBAHETO HA CHTAIIMITTHH
(MPWIOXKEH KATO CHTArTHITHH+METGOPMHH HITH CUTArTHITTHH+METHOPMHH ¢ YABIDKEHO OCBOOOKABAHE
(XR)) e cpaBHEHO ¢ foOaBAHETO Ha IaLeto KbM METGOPMHH WIH meTdopmuH XR.

Makap 1 1a ce AEMOHCTPHPa NPEBbH3XOACTBO N0 OTHOLICHHE NOHWKABAHETO Ha HbAc3a
cHTarMNTHHAMeTGOpMHE/ cHTarnunTHH+MeTdopmuH XR Hax MeTGOPMHH Ha CeAMHMLIA 20 nipu cbopHud
AHAJIM3 OT TE3H [BE NMPOYUBAHKA, PE3yNTATHTE OT OTAEIHUTE NNPOYYBAHHA ¢4 HECHBMECTHMH.

OcBeH TOBa, He ce HabmonaBa NO-BUCOKA e(PHKACHOCT Ha CHTArMHNTHH+MeTHOPMHH/
curarmurTa-+Merdopmul XR B cpaBHEeHHE ¢ METQOPMHH Ha CeIMHLIA 54. CnepoBarenHo, METCHITIETHK
He TpAGBa Ja Ce H3NOMN3BA NPH NEJUATPUYHH NALMECHTH Ha BB3PAcT OT 10 oo 17 roavHy nopagu
HEOCTAThYHA eDUKACHOCT (BX. TouKa 4.2 33 MH(OpMALHA OTHOCHO yriotpe(a B NequaTpUATa).

5.2 @apMAKOKHHETHYHH CBOHCTBA

MeTcUrneTnk

[MpoyupaHusTa 38 GHOEKBUBANEHTHOCT NP 3APaBH y4ACTHHIMH NOKA3BAT, HC CHUTArTUITTHH/ METQPOPMHHOB
XHAPOXJIOPHA KOMOMEHpaHH TabneTkH ca GHMOeKBUBAICHTHH Ha ¢HOBPEMCHHOTO NMPUJIOKEHHE HA
cuTarnunrTHH pocdar H METGOPMHHOB XHAPOXJIOPHI KATO OTAC/IHH TabneTKH.

CregHHTe JaHHH NOKA3BaT (papMaKOKHHETHYHHTC CBOMCTBA Ha OTOETHUTE AKTHBHH BELIECTBA HA
MeTcHrjieTuK.

CuTariunTuH

Abcopbyun
Cnen nepopaiHo npuioxeHue Ha fosa 100 mg Ha 34paBH y4aCTHHLH, CHTATJIHITTHH 61p30 ce abcopbupa,

¢ JOCTHFAHE HA MMKOBH IUTA3MEHH KOHLCHTpauHH (MeaAHaHa Tmax) 1 no 4 yaca cnel NPHUIAOKEHHETO,
cpenna wiasmesa AUC Ha curarnunmas 8,52 pMehr, Crax 950 nM. A6conoTHaTa GMOHANHUYHOCT Ha
CHTArTUITTHH e pubnu3uTenHo 87 %. Thil kKaTo NPUEMaHETO HA CHTANJIMITTHH €JHOBPEMCHHO C Horara Ha
MA3HHHM XpaHa He MOBNHsBa (hapMaKOKMHETHKATA, CHTArIUIITHH MOXe /ia ¢ MpHiara e Wik Oe3 xpaHna.

[Mnasmesata AUC Ha CHTarJIMNTHH ce TIOBHIIABA M0 4032 MPONOPLHOHANCH HayuH. Jlo3a-
NPONOPUHOHATHOCT He € YCTAHOBEHA 38 Crax M C24unca (Cmax CE MOBHILIABA MOBEYE OT 11032~
MPOTNIOPUHOHATHO, 8 C24usca C€ YBEIHYARA N10-MAJIKO OT N03a-NponopLUMOHAIHO).




Pasnpedenenue

CpenHuAT 06eM Ha pasTpesiesieHHe B CTAMOHAPHO CBCTOSHHE CeJl eAHOKPATHE HHTPABCHO3HO
npriokeHa go3a ot 100 mg CHTarIMNTHH Ha 34paBH yYaCTHHUH € npubnu3uTentHo 198 aurpa.
DpaKkLMATa CHTATTMITTHH 00PaTHMO CBBP3aHa C IUTA3MEHHTE NIPOTEHHH © HHCKA (38 %).

Buompancgpopmayus
CHTArJIMITTHH e eNMMHHUPa OCHOBHO HEMPOMEHEH C ypHHaTa, 8 MeTA0O0IU3MBT € BTOPOCTCTICHEH IBT.
[Ipubnusurenno 79 % OT CUTAIIHIITHH Ce €KCKPETHPa HEMPOMEHEH B ypHHATA.

Crnex nepopaiia ao3a [*CleHraraunTuH, npudnusnTenHo 16% oT paiHOaKTHBHOCTTA C& eKCKPETHPA
KATO METAaGOMTH Ha CHTAarMMITHH. Ha HHMBO cieH ¢a YCTaHOBEHH LIECT MeTaboInTa, KOUTO HE C€ O4aKBa
Aa JOTIPHHACAT 3a rutasMeHaTa DPP-4 HHXHOHTOpHA aKTHBHOCT HA CHTATJIHITTHH. In vitro npoy4YyBaHHBATA
MOKA3BAT, Y& OCHOBHUAT €H3HUM, OTTOBOPEH 33 OrPaHHYCHUS MeTabOHM3bM Ha CHTAITHITTHH, € CYP3A4,c
yuyactiero 4 Ha CYP2C8,

In vitro NaHHKWTE MOKA3BAT, Ye CHTArTHITHH He € HHXHOuTOp Ha CYP H3oeH3uMHMTE CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 win 2B6, u He e uuaykrop Ha CYP3A4 u CYPLAZ.

Enumunupane

Crien npunoxeHue Ha nepopansa 103a ['*C]CHTarTHITTHH Ha 3/[paBH y4acTHUUH, mpubmusuTento 100 %
OT MPHIIOJKEHATA PAAHOAKTHBHOCT c¢ eMMMHHHpa ¢ dexanuure (13%) wm yprrata (87%) no eana
CeAMHLA /e NPUIOKEHHETO Ha n03aTa. [IpHBHAHKMAT KpaeH ti2 cnex 100 mg nepopanta nosa
CHTAIJIHITTHH ¢ Mpubausurento 12,4 yaca. CHTarJIMNTHH C& HATPYBa CAMO MHHUMAJIHO TIpH
MHOFOKpPATHO npHiarase. B6peuHHIT KIHpBHC € npubausuTenHo 350 ml/MuH.

ENMMHHHPAHETO Ha CHTATIMITTHH CTABa OCHOBHO Upe3 6bOpeyHa eKCKpelHa M BKITIOYBA aKTHBHA TyOynHa
cekpera. CHTarTMNTHH € cyScTpaT Ha YOBEUIKH OPraHMyYCH aHHOHEH TPAHCNIOPTEP -3 (hOAT-3), koiiro
MOe GH yuacTpa B ObOpPEUHOTO eNMMUHUPAHE HA CHTArTMITTHH. KJIHHHYHOTO 3HAaUeHHe Ha hOAT-3 B
TPAHCMOPTa Ha CHTAITHITTHH HE € YCTaHoBeHO. CHTArIMNTHH € CyOCTpaT H Ha P-IIHKONPOTeHH, KOKHTO
Moxke OH yyacTBa U B MEAMMpPaHeTO Ha 61BOpeYHOTO THMHHHPAHE HA CHTAlJIUIITHH. B cbinoTo Bpeme
LMKJIOCTIOPHH, €JHH P-TMIMKONPOTEHH HHXHOHTOP, He HaManABa GBOpeYHHS IUTHPBHC HA CHTATTTHITTHH.
CHrarmumvH He e cy6erpar Ha OCT2 nnu OAT1 win PEPT1/2 Tpancnioprepure. In vifro CHTarHITHH
e notucka OAT3 (IC50=160 uM) wiu p-rukonpotenta (10 250 pM) MeaHHpaHHA TPAHCIIOPT B
TEpaneBTHYHO PEJEBAHTHH IUIa3MEHH KOHUEHTpAuHH. IIpH KNTHHHYHO NPOYYBAHEe CHTAMIHITHH UMa
MaNbK eexT BBPXY I1a3MEeHHTe KOHLCHTPALMH Ha AWTOKCHH, KOCTO T0Ka3Ba, e CUTATIMITHH MOXE 1a €
cnab® HHxUOUTOp Ha P-FTHKOINIPOTEHH.

Xapaxmepucmuxa npu nayuexmume
DapMaKOKHHETHKATa Ha CHTAIMITTHH € KaTO LsJI0 CXO/Ha NP 3ApaBU yHaCTHHIIH H MALMCHTH C nuaber
THIT 2.

bwbpeuno ygpesicoane

I[IpoBeeHO € OTBOPEHO MpOyYBaHe MpH eIHOKPATHO NPHIOKEHHE 32 OLCHKA Ha ¢dhapMaKOKMHETHKATA Ha
HAMaJIeHa 038 CHTANIKITTHH (50 mg) NpH NAlHEHTH ¢ pa3iuyHa CTeneH Ha XpOHHYHO OBOpeyHo
yBpeXIaHe B CPaBHEHHE CBC 3ApaBy KOHTPONH. [IpoyyBaHeTo BKIXOUBA NALMEHTH C 6u6peuno
yBpeX/AaHe B JIeKa, yMEPEHA HJIH T€XKa CTENEH, KaKTO H MALHCHTH € ESRD Ha xemoauanusa. OCBeH TOBa
etexTuTe Ha 6BE6peuHO yBpeXKAaHe BbPXY (apMAKOKHHETHKATA HA CHTArJIMITTHH IPH NALHEHTH C auaber
TR 2 ¥ 6BE6pPEUHO YBpEXKIaHe B JI€Ka, yMepeHa WK Texxka crenieH (BmouutenHo ESRD), ca oneHeny
Ype3 MOMyJauHOHHH GapMaKOKHHETHYHH aHAIK3H.

B cpaBHeHME CbC 30paBH KOHTPOJIH, IUIa3MEHATa AUC Ha CHTAJIHITTHH C€ NMOBHIIBa NpuOau3uTeNnHo 1,2
[M-THU NPy iauHeHTH ¢ 656peuro yspexaaHe B neka creneH (GFR 2 60 no <90 ml/MuH) H
[THTH NP TaLHeHTH ¢ 686peuso yspesknane B ymepeHa crened (GFR 245 no <60 ml/mMu




Twif KATO Pa3MEPHT Ha NOBHILCHHUETO HE € KIMHUYHO 3HAHM, HE CC Hajlara KOpHrupase Ha 103aTa IpH

TE3H MALHCHTH.
Mnasmenata AUC Ha CHTATTHNITHH C€ MOBHINABA PHOIH3HTENHO 2 MBTH NPH NalMeRTH ¢ 6BOpeyHo

yBpexaaHe B ymepena creneH (GFR 2 30 no < 45 ml/MuH) ¥ npUGAH3HTENHO 4 THTH NPH NAUKCHTH C
6BOpeUHO YBpEXKAaHe B TEXKA CTENCH (GFR < 30 ml/MuH), BTIOYHTE/THO MALHEHTH C ESRD Ha
xeMoxnann3a. CUTArJIMITTHH Ce OTCTPaHABa YMEPEHO NpH XeMOnalik3a (13,5 % 3a 3- 0o 4-uacosa
XeMOAMAITH3HA CECHA, 3aro4Ballla 4 4yaca clen NPHIOKEHHETO).

UeproOpobHO yBpedcoane

He e Heo6xoaMMa KOPEKIIHA Ha J03aTa CHTArTHIITHH MPH MAUHEHTH € JISKO MK yMEPEHO “epHOAPOOHO
yepesxxaane (ckop no Child-Pugh <9). Hsma KIMHUYEH ONMT NPH MALMEHTH ¢ TEXKO YEpPHOAPOOHO
yepexxaane (ckop no Child-Pugh >9). B chioTo Bpeme, THi KaTO CHUTATJIMTHH C€ eIMMHHHPA OCHOBHO
ypes GLOpeLMTE, HE Ce OUaKBa TEXKOTO yepHOAPOOHO yBpeKaaHe Aa MOBJIHAC BBPXY
(hapMakOKHHETHKATA HA CHTATJIMITHH.

Iayuenwmu e cmapy4ecka eb3pacm

He ce najara KOpeKiusi Ha 03aTa B 3aBHCHMOCT OT Bb3pacTTa. Bb3 ocHOBa Ha IOy AallMOHEH
(hapMaKOKHHETHUCH aHAIW3 HA JaHHH OT ®aza I u ©aza [, BE3pacTTa HE OKa3Ba KIIMHHYHO 3HATHM ePeKT
pHPXY $apMaKOKHHCTHKATA HA CHTATJHITTHH. VuacTHHLIMTE B cTap4ecKa BB3pact (65 no 80 roauHH) HMaT
npuGau3uTenHo 19 % no-BUCOKH IIA3MEHH KOHLCHTPALIWH Ha CUTAIMITTHH B CPABHEHHE C MO-MJ1aaH

Y4YaCTHHIIH.

ITeouampuuna nonyaayun

dapMaKOKHHETHKATA Ha CHTArJIMITTHH (enuauuHa no3a 50 mg, 100 mg unu 200 mg) e wacneaBaHa ImpH
neAHaTPHYHH TIALHEHTH (Ha Bb3PAcT OT 10 no 17 ropunu) ¢ auaber Tun 2. I1pH Ta3n nomynauus, AUC na
CHTARTMITTHH B [UIA3MATa, KOPUIHPaHA CIPIMO [103aTa, € MPHOTH3HTENHO 18 % r10-HHCKa OTKOJIKOTO IPH
BB3PACTHH MAlLMeHTH ¢ AHaler THM 2 npH 1033 100 mg. He ca npoBexaaHu nNpoy-BaHHA ChC
CHTArIMIITHH NPH MEIUATPHYHH MALHEHTH Ha Bb3PAcT < 10 roguxH.

Hpyzu xapaxmepucmuxy Ha nayuesmume

He ce Hanara KOpeKilHs Ha 03aTa B 3aBUCHMOCT OT I10J1, paca WIH HHJEKC Ha tenecHa maca (BMI). Tesu
XapaKTEPHCTHKH HAMAT KITHHHYHO 3HATHM edekT BBPXY (apMakoKMHETHKATa Ha CUTATJIHNTHH CIIOPEL
koMOHHUpaHHa aHanu3 Ha GapMaKOKHHETHYHHTE JAHHH OT ®aza | 4 nomynaudoReH GapMakOKHHETHUCH
aHanM3 Ha gaHHy oT ®asa I u Pasa Il

MerdopmuH

Abcopbyus

Cnen nepopaiHa 103a METQOPMHH, Tmax C€ OCTHIA 110 2.5 yaca. AGcomorHara OHOHAMHYHOCT Ha
ta6nerka merdopmuH 500 mg e npuOAH3UTETHO 50-60 % npw 3apaBH yuacTHHUH. Cnea nepopaita ao3a,

HeaGcopOupaHaTa QpaKius, OTKPHTA BhB dbexanuure, e 20-30 %.

Cnen nepopasieH npueM abcopOunATa Ha MeThOPMHH € HACHLIAIIA ce U HeIThIHA. CMATA Ce, He
hapMaKOKHHETHKATa Ha abcopOuuATa Ha merdopmuH e HeuHelHa. [Ipu oOHyaiHH 103K MEeTHOPMHH K
NO30BH CXEMH, IU1A3MEHHTE KOHLIEHTPALHH TPH CTAUHOHAPHO CHCTOAHHE €& 10CTHIAT B paMKHTe Ha 24-
A8 yaca ¥ KATO L0 ca no-manko ot 1 pg/ml. ITpu KOHTPONHPAHH KAWHHYIHH HIMHTBAHKA,
MaKCHMAJTHUTE TU1asmMeH HuBa Ha MeTGOpPMHH (Cmax) HE MPEBHIIABAT 5 pug/ml, mopH NpH MaKCHMAaIHH
AO3H.

XpaHaTa HaMaysIBa CTETNEHTa 1 cabo 1a6aps aGcopOumsTa Ha MerdopMuH. Cies NpUIOKEHHE Ha 1033 OT
850 mg, ce HaGmonasa 40 % no-HHCKa NHKOBA ILTA3MEHA KOHLEHTpalws, 25 % HamaneHue Ha AUC H
yaB/DKaBaHe ¢ 35 MHH Ha BPeMeTO JI0 AOCTHTaHe Ha IIMKOBa a3MeHa KoHueHTpaius. KniHn4yHaTa
3HAUYUMOCT He € U3BECTHA.




Pasnpeoenenue

CBBP3BAHETO C TUIA3MEHHTE MPOTEHHH € HE3HAYHMTETHO. MetdopMHH ce pasnpeaeid B €pHTPOLIMTHTE.
KpbBHUAT MUK € MO-HHCHK OT [1a3MEHH THK H Ce NOABABA NpHOAM3UTENHO MO CHLIOTO BpEMeE,
YepBEeHHTE KPBBHH KIETKH Half-BEPOATHO NMPE/ICTARIABAT BTOPHUCH KOMIIAPTHMEHT Ha pasnpeac/ieHHeE.
Cpenuusat Vd papupa mexxay 63 — 276 1.

Buompanchopmayunr
MeTgopMHH ce EKCKpeTHPa HEMPOMEHCH B ypHHATa. ITpu Xopara He ca yCTAHOBEHH METa0O0IHTH.

Enumunupane

B16peynUAT KIMPEHC Ha MeTdopMuH € > 400 ml/MHH, KOCTO NIOKa3Ba, Ye mMeThOpMHH CE CTHMHHHPA
4pe3 roMepy Ha GunaTpawms U TyGynHa cexpeuna. Cnen nepopaita 103a, NPHBHAHHAT TCPMHHANCH
eJTMMHHALMOHEH TIOYXMBOT € nprbiusuresHo 6,5 h. Koraro 60peuHara dyHKUMA € YBpPEAeHa,
GBOPEUHHAT INIMPBHC Ce HAMANABA B CHOTBETCTBHE C TO3H HA KPEATHHHHA H CIICAOBATCIHO
eIMMHHALIHOHHHUAT MOJY>XHMBOT Ce yAB/DKABA, KOSTO BOAH 10 MOBHILCHH HHBA HA meThOpMHH B IUIa3MATa.

5.3 IlpenkNEHHEYAH JaHHH 32 0e30MacHOCT
He ca npoBexaaHu MPOYy4BaHHA ¢ XKHBOTHU ¢ METCHIIIETHK.

Ipu 16-ceAMHYHHM NPOYYBAHKSA, B KOMTO Ky4€Ta CA TPETHPAHH HJIH C MET(HOPMHUH CAMOCTOATEIHO HIH €
koMGHHaLHs oT MeThOPMHH M CHTAarIMNTHH, He ¢ HabmofaBaHa JONMBTHUTE/IHA TOKCHYHOCT OT
kom6unamata. NOEL B Te3x npoy4BaHua ce HabmoaaBa npy eKCNo3HIMs Ha CHTarTHITTHH
npHOIM3UTENHO 6 ITBTH ITO-BUCOKA OT Ta3H NPH XOpa H MPH SKCIO3HLINA Ha MeTGHOPMHH NPUOIHIUTETHO
2,5 ITLTH TIO-BHCOKA OT TA3H MpH XOpa.

CrnegHyTe AaHHH ¢a HAXOAKH NPH NPOYYBaHMs, IPOBEAEHH CBC CHTANTMITTHH HWIH MeTHOpMHUH
CaMOCTOATEITHO.

Curaraiurys

Br6peuna B 4epHOAPOGHA TOKCHYHOCT C¢ HaOMIOaBa PU rpU3aUy IpH CTOMHOCTH Ha CHCTEMHA
eKCIIO3KIMA 58 ITbTH NO-BUCOKH OT HHBOTO HA €KCIIOSULMATA NPH X0pa, 8 HHBOTO 6e3 edekr e
onpezeneHo Ha 19 METH NO-BHCOKO OT TOBA NMPH X0pa. AHOMAJIHH Ha Pe3LTE CC HabaomaBaT npH
[UYBXOBE TIPH HHBA HA KCMO3HLMA 67 ITHTH NO-BUCOKU OT HMBOTO Ha KIIHHHHA CKCIIO3ULWA, HHBOTO, Oe3
eeKT NpH Ta3H HaxolKa ¢ 58 IbTH MO-BHCOKO, CBITIACHO PE3yNTATUTE OT 14-ce AMHUYHO IIPOYYBAHE NPH
[UIBXOBE. SHAYEHHETO Ha Te3H HAaXOKH IPH XOpa He € U3BeCTHO. TpaH3HTOPHH, CBBpP3aHH C JICUCHHETO
bU3HUECKH MPOABH, HIKOH OT KOHTO NPEANONaraT HATHYHETO Ha HEBPOJIOTHIHA TOKCHHHOCT, KaTo
JMILIAHe ¢ OTBOPEHa YCTa, CATMBALIASA, eME3HC Ha Gsna MaHa, aTakCHA, TPEMepeHe, HaMaJIeHa aKTHBHOCT
w/wne H3repbena nosa ce HabmioaBaT NpH Ky4eTa NpH HUBA Ha CKCIIO3HLIHA npHOIM3HTENHO 23 ITBTH NMO-
BHCOKH OT HUBOTO Ha KJIMHMMHA eKcno3HIHdg. OcBEH TOBAa MHOTO JIEKa A0 JIEKAa KOCTHO-MYCKYJ/IHA
flereHepanns ce Habmoaasa H XMCTOJIOMHYHO NPH 03K, AaBallly HHBA HA CHCTEMHA EKCIIO3HIIHA
MpUGAH3HTEHO 23 ITHTH MO-BHCOKK OT HHBOTO HA €KCIIO3HLMA MMPH XOpa. [Tpu Te3u pe3yaTaTH, HHBOTO
6e3 edeKT € npH eKCMO3HLMA 6-KPaTHO M0-BHCOKA OT HHBOTO Ha KITHHHIHA CKCTIO3HLIHA.

CHTANTHMITTHH HE TOKA3Ba TeHOTOKCHYHOCT B XO/a Ha NpeAK/iHHHYHH NMpoyuBaHHi. CHTArIMIITHH HE €
kaHIeporeHeH npu Mulky. IIpy rrsXoBe HMa NOBHIICHA YECTOTA HA 4epHOAPOGHH aZICHOMH H
KapIMHOMH TIPH HHBA HA CHCTEMHA EKCTIO3HULHA 58 IMBTH TMO-BHCOKH OT TE3H TipH XOpa. Tt kaTto €
YCTAHOBEHO, Y€ XeNATOTOKCHYHOCTTa KOpenHpa ¢ HHAYLMPaHeTo Ha yepHOApoOHa Heora3ua npH
[LTbXOBE, TA3H MOBHIIEHA YCTOTA Ha YePHROAPOOHH TYMODH NPH ILTEXOBETE € BEPOATHO BTOPHHA,
BCNICCTBHE HA XPOHMYHA XEMATOTOKCHYHOCT MK Task BHCoka Jo3a. [lopaay BUCOKATA rPAHKLIA Ha

peeBAHTHH 3a XOpa.



He ca nabnronaBaHy CBBP3aHH ¢ JeYeHHeTo edekTy BEpXy QPepTUINTETA NPH MBKKH H JKEHCKH IUTEXOBE,
MOMYYH/IA CHTarJIMTTHH MPEAU U 10 BpeME Ha YHTOCRaHeE.

[Ipu npoyuBaHe BLPXY Mpe-/TIOCTHATANHOTO PA3BUTHE HA TUTHXOBE CHTATIMITHH He NOKAa3Ba HEeXeNlaH!
PEAKLHH.

[TpoyuBaHMATA BEPXY PENpPOAYKTHBHATA TOKCHYHOCT MOKA3BaT HATHYHETO HA CBBP3aHa C JICUCHHETO,
JIEKO YBEJIHYEHA YecTOTa Ha MandopMaluy Ha pebpa Ha deryca (AMNCBaLLM, XHTIONNACTHYHH M IUIABallH
pe6pa) NpH NOKOJCHHETO HA IUTHXOBE IPH HHBA Ha CUCTEMHa EKCTMO3HIIMA NoBeYe OT 29 MBTH NO-BHCOKH
OT Te3H NMpH Xopa. TOKCHYHOCT Ha MaiikaTa ce HabmozaaBa NpH 3aiLM NPH HUBA MOBeYe OT 29 MBTH NO-
BHCOKM OT HHBATA HA €KCMO3HIKA NpH xopa. [Topaau BHCOKaTa rpaHHLa Ha 6€30MaCHOCT TE3H HAXOOKH HE
MPEANONarar ChbILIECTBYBAHETO HA CHOTBETEH PHCK 3a PEMPOAYKTHBHOCTTA NPH Xopa. CHTATTTHIITHH Ce
CEKPeTHPA B 3HAUHMH KOJTHUYECTBA B MJIAKOTO Ha JIAKTHPAaLUM IUThXOBE (OTHOLIEHHE KbpMa/TuiasMa: 4:1).

MetdhopmuH

IIpeaKTHHUYHUTE AaHHH 38 MeTHOPMHH He paskpuBaT ocobeH pHCK 3a XopaTa Ha 6a3aTa Ha
KOHBEHLHOHATTHH (apMaKOJIOrHYHH MPOYYBAHHUA 3a 6€30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO
NPHIAraHe, TeHOTOKCHYHOCT, KAPIIMHOTCHEH MOTEHLIMA, PeNpOXyYKTHBHA TOKCHYHOCT.

6. DAPMAIIEBTHYHH JAHHH

6.1 ChoHenbK HA NOMOIIHHTE BelllecTBa

Anpo Ha TabnerTkara

MHKPOKPHCTATHA LIENyA03a
NOBHOH

HAaTpHeB Jaypuicyadar
HaTpueB creapiipymapar

OuUnMm O TIOKPHUTHE
MONH(BHHHWIOB &JIKOXO0J)
Makporon 3350

TajK

THTaHOB Auokcua (E171)
yepeH xenezeH okcun (E172)
uepBeH xeneseH okcua (E172)
6.2 HecbhbBMECTHMOCTH
HenpwioxnMo,

6.3 Cpok Ba roamocTt

2 FOAMHH.

6.4 Coennajnd yCJI0BHA HA CHXPaHCHHE
Hla He ce cpxpanaBa Hag 25°C.,

6.5 BujaH cLABPKAHHE HA ONAKOBKATA

Bnucrepn anymuHui/PVC/PVDC BbB BBHIIHA ONAaKOBKA.




OnaxoskH 1o 14, 28, 30, 56, 60, 90, 112, 168, 180, 196 dunmupanH TabaeTKH, PYTIOBH ONAKOBKH,
chappaamy 196 (2 onakosku no 98) u 168 (2 onakosky 1o 84) ¢uimupanu Tabnerku. Onakoska 1o

50 x 1 puamMupany TabneTku B nepopupaHH eAHON030BH OiHCTEpH.

He BcuuKH BHIOBE ONAKOBKH MOraT aa 6n1aT mycHaTH B npojaxda.

6.6 CroenuanHH NpeaNa3HHE MEPKH OIPH H3XBbPJISHE

HeM3nomsBaHUAT JEKAPCTBEH MPOAYKT WIH OTNATbYHUTE MATEPHATH OT Hero TpAOBa Aa ce H3XBBPJIAT B
CBOTBETCTBHE ¢ MECTHHTE U3HCKBaHHA.

7. TIPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

Zaktady Farmaceutyczne Polpharma S.A.
ul. Pelplinska 19,

83-200 Starogard Gdanski, [Tomua

8. HOMEP(A) HA PASPEIHEHHETO 3A YIIOTPEBA

20210184
20210185

9, JATA HA ITBPBO PA3PEIIABAHE/NIOJHOBSABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Jata ua mspBo paspeinapane: 06.07.2021
Ilara Ha nmocneaHo nogHoeaBaHe: 04.02.2026

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




