KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. MME HA JIEKAPCTBEHUS [TPOAYKT Jolk B IlE

Curaben Met 50 mg/850 mg ¢punmupanu TabneTku
Sitabel Met 50 mg/850 mg film-coated tablets % y 7 S (’Z 10 -04- 7005

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bceska Tabnerka chbabpka CHTArJIMNTHH XHAPOXJIOPHA MOHOXHpAT, eKBHBaJIeHTEH Ha 50 mg
cutaraunTHH(sitagliptin), 1 850 mg metdopMunoB xuapoxnopua (metformin hydrochloride).

3a NbJIHUA CITUCHK HAa MOMOIIHUTE BellecTBa BHKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabnerka (Tabdnerka)

Po3oBu, mpoabnroBaty puiaMupanu TabneTky ¢ pasMepu 19,2 mm x 9,2 mm ¢ genurenHa yepra
OT e/IHaTa CTpaHa M IIaJIK} OT ApyraTa.

4. KJ/IMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA
[Ipy BB3pacTHH MALMEHTH ChC 3aXapeH AuabeT TU 2:

Curaben Met e nokasaH KaTo JAOMMbJIHEHUE KbM JIHETa U YIPaXXHEeHHUA 3a noaoOpsABaHe HA
IIIAKEMHUYHUA KOHTPOJI IPH NALMEHTH, NPH KOUTO HE € MOCTHIHAT 3a0BOJIMTEJIEH KOHTPOJI ¢
MaKCHMaJTHaTa MOHOCHMA 3a TAX 11032 MET(DOPMHH CaMOCTOATEITHO HJIH KOUTO Beue Ce JIEKYBar C
KOMOWHALIMA OT CUTArJIMIITHH U MeT(OPMHH.

Curaben Mer e nokazaH B KOMOHMHaUMA CbC CYJN(POHWIYPEHHM NPOU3BOAHH (T.€. TPOHHO
KOMOMHHpPAHOJIEYEHHUE) KATO AOMBJIIHEHHE KbM JHETa Y YIIPAKHEHHUA IMPH NAUMUEHTH, MPH KOUTO
He € MOCTHUrHAT 3aJ0BOJIUTEJIEH KOHTPOJ ¢ MaKCHMaJTHaTa MOHOCHMA 3a TAX A03a METQOPMHUH H
cyJipOHWITYpEHHO NMPOH3BO/IHO.

Curaben Mert e nokasaH KaTo TpoiHO KOMOMHHMPAHO JICYEHHE C NIEPOKCU3OMEH NpoUdepaTop
akTuBUpaH peuentop rama (PPARY) aronucr (T.€. THa30JIMAMHAUOH) KaTO JOMbJIHEHUE KbM JIHETA U
YNPaKHEHHATIPH MALMEHTH, MPH KOUTO HE € MOCTUIHAT 3aJI0BOJIMTEJIEH KOHTPOJI ¢ MaKCUMaJIHaTa

MOHOCHMA 3a TAX A03a MeTgpopMHH U PPARY aroHucr.

Curaben MeT cbl110 € noka3aH KaTo J00aBka KbM HHCYJIMH (T.€. TPOWHO KOMOMHHUPAHO
JIeY€HHUE) KaTO JAONBJIHEHHE KbM AHETATa U YIIPAXKHEHUATA 33 NoA00pABaHE HA INIMKEMHUYHUA
KOHTPOJI NPH MalHEHTH, KOraTo NOCTOAHHATA /1032 HA HHCYJIHH U MeT(OPMHH CaMOCTOSATEITHO
HE OCHTYpsABa a[€KBATEH INIMKEMHUYEH KOHTPOII.

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE

Llo3upoBka

J1lo3upoBKarTa Ha JIe4eHUeTO 3a NMoao0psBaHe HA IMIMKEMHYHHUA KOHTpoJ cbe Curaben Met TpabBa na
Obae HHAUBHAYAIH3MpAaHA Ha Da3aTa HAa HACTOALLMA PEXKUM Ha NalUMeHTa, €PEeKTUBHOCTTA U
TOJIEPAHTHOCTTA, KaTO HE C€ NMpEeBHIlIaBaT MaKCMMaJIHaTa npenopws4YBaHa JHeBHa /103a oT 100 mg
CUTArJIUIITHH.




Buw3pacmnu ¢ Hopmanna 6vbpeuna Qynkyun (GFR2 90 mi/mun)

[Ipy mauMeHTH, IPH KOHWTO He € MOCTUIHAT 3aJJ0BOJIMTENEH KOHTPOJI ¢ MAKCHMATHATA IOHOCHMA 1033

MET QOEMHH KaTO MOHOTEDAITHA

[Ipn nauMeHTH, IPH KOUTO HE € MOCTUIHAT 33J0BOJTUTENCH KOHTPOJI ¢ METGOPMHH CaMOCTOATEITHO,
o0u4aiiHaTa HauanHa Jo3a TpabBa A2 JOCTaBH J03a CHTANIMITTHH B A03a S0 mg AB3 MbTH AHEBHO
(100 mg o6ma qHeBHA 103a) MWIOC A03aTa MeT(OPMHUH, KOATO BeYe ¢ MPHEMaHa.

I1lpH malMeHTH, KOKTO NPEMHUHABAT OT €AHOBPEMEHHO NPNAATaHe HA CUTATNTHIITHH H METQOPMHH

I[IpH nmauMeHTH, KOMTO NMPEMHHABAT OT €XHOBPEMEHHO MpPHIIaraHe Ha CUTATTIMIITHH ¥ METQOPMMUH,
neqenueTo che Cutaben Met TpabBa a ce 3an09HE ¢ 103aTa CHTATJIMITTHH H METGOPMHH, KOATO

BeUE € NMpHEeMaHa.

[Ipy NalMEHTH, IPH KOUTO HE € MOCTHIHAT 33/I0BONINTENICH KOHTPOJ ¢ ABONHO KOMOHHMPAHO NEYEeHHE
¢ MaKCHMAJTHATa MOHOCKMA 10332 MET(HOPMHH H CY/IPOHITYpEiiHO NMPOU3BOAHO

Jo3aTa Tpadea qa ROCTaBH CHTArJHIITHH B Ao3a 50 mg asa mbTH anesHo (100 mg obma nHepHa A03a)
H Do3a MeThopMHH, MOXOOHA Ha N03aTa, kosTo Beue e mpuemaHa. Korato Curaben Mer ce u3nonisea
B KOMOMHaLUA ChC CyNdOHWIYpEiHO NPOM3BOAHO, MOXE Jla Ce HAJIOXKH ynoTpebara Ha no-HHCKa
no3a cyitpoHWITypeiHO MPOU3BOAHO, 33 [a C€ HAMANHK PHCKa OT XUIOTITHKEMHS (BX. To4UKa 4.4).

[Ipy DauMeHTH, MPH KOUTO HE € MOCTUrHAT 337J0BONHTENECH KOHTPO. ¢ ABOHHO KOMOMHHPaHO eMeHHe
¢ MaKCHMAJIHATA NOHOCKHMA 033 MeThopMUH U PPARY aroHuct

HNo3ata TpabBa na AOCTABM CHTAITMNTHH B 1033 50 mg asa m»TH aHeBHO (100 mg obma AHeBHa n03a)
1 1033 MeTGopMHH, MogoOHa HA A03aTa, KOATO Beye € IIPUEMaHa.

HQH OAaHCHTH, TIDH KOHTO HE € MOCTHIHAT 3aJOBOJIMTCICH KOHTPOI € gﬁﬂﬁ}lﬁ KﬂHﬁHHEpﬁHO JICHEHHC
C HHCYJIHH H MAKCHMAaNHAaTa IIOHOCHMA 1038 MET d}OpMHH

Ho3ata Tp26Ba 1a AOCTABH CUTATTTHATHH B Jo3a S0 mg asa mbTH aHeBHO (100 mg obm1a AHEBHA 03a)
U 1033 MerthopMuH, nogoOHa Ha 103aTa, KoATO Beue e mpueMaHa. Korato Curaben Mer ce n3nonsea
B KOMOMHALIMA ¢ HHCYJIHH, HUICKATa 4032 HHCYJIHH MOXe 12 € HeoOX0AHMa 3a peXyLIMpaHe Ha pUcKa
OT XHMIIOTJIMKeMHA (BX. TOUKa 4.4).

3a pasnmHuTE 1038 MeThopmuH, Cutaben Mer ce npeiara B KoHUeHTpauus no 50 mg
cUTarmunTHH 1 850 mg Merdopmunor xuapoxiaopua wid 1000 mg MeThopMHHOB XMAPOXIIOPHA.

Bcuaxy nalMeHTH T]JHﬁBE Aa IMpOARJLKAT NPETNopbiaHaTa UM JHETA € AACKBATHO pa3iipCaciICHHE HA
[MpHEMa Ha BbIJICXHUIOPATH IIpE3 JCHA.

Crneunanyy nomyJiaiuny
bvbpeuno yepexcoane

He ce Hanara KOpeKiis Ha q03aTa NpH NalMeHTH ¢ ieko 0p0pedHo yBpexaaHe (CKOpOCT Ha
rnoMepynHa puntpanus [GFR] = 60 ml/Mun). [Ipeau 3anousaHe Ha neyeHUe ¢ MPOAYKTH,
ChAbpXAL MeTHOPMEH, TpaGBa aa ce Hampash ouleHka Ha GFR cToiiHocTHTE, a e TORA - OHE
BEAHBX roavmino. IIpH MalMeHTH ¢ MOBHIIECH PHCK OT NMO-HATATBHINHO NMpOrpecHpaHe Ha OB0pevHO
yBpeXiaHe H TPH MalMeHTH B cTapuecka Bp3pacT TpabBa 1mo-4ecTo [a ce NpasH oLeHka Ha
610peuHaTa QyHKIMA, HAaNpUMeEp HA BCEKH 3-6 Mecelia.

3a npeAnoYHTaHe € MAKCHMAJTHATA JHEBHA /1032 MeT(GOpPMHH A3 Oble pa3aeneHa Ha 2-3 OHEBHH N03M.
MdaxTopH, KONTO MOraT a YBEJIMYAT PHCKA OT JTJaKTaTHA auuacs3a (BX. Touka 4.4), Tpabsa na Obaar
npepasrieaany, npesy Aa ce 0OMHUCAM 3an0YBaHETO Ha JiedeHue ¢ MeThOpPMHH NTPH NALMEHTH ¢

GFR< 60 ml/mun.

AKO He € JOCTBITHA N030Ba ¢opma Ha Cutaben MeT ¢ aneKBaTHO KOTMMECTBO HAa AKTHBHOTO
BELECTBO,BMECTO KOMOMHAH KA ¢ (PUKCUpaHH 103M TpAOBRa Ia c€ W3NOA3BaT OTAEITHUTE
MOHOKOMITOHEHTH.




GFR ml/mnn MeTt MHH Cararanntin

60-89 Maxcumannama onesna 0o3a e Maxcumannama oneena 003a e
3000 mg. 100 mg.

Mooice da ce obmuchu nonudcasarne Ha
003ama 6v8 8pviKA C HAMAIABAHEMO HA

6vbpeunama @yHkyus.
45.59 Maxcumannama onesna 003a e Maxcumannama onesna 0o3a e
2000 mg. 100 mg.

Hauannama 003a 2 Hati-MHO20
noORoBUNAMA OM MaKcuMaIHama 0o3a.

30-44 Maxciumaruama onesna 003a e Maxcumannama OHe8Ha 003d e

1000 mg. 50 mg.

Havannama 0oza e Hai-mMHo20
RONOGURAMA OM MAKCUMATHAMA 0034.

< 30 Memdopmun e npomusonoxasan. Maxcuvanrnama onesna oosa e
25 mg.

Uepuodpobro yepexcoane
Cutaben Met e Tpabaa aa ce H3n0n3Ba NMpH NALMEHTH ¢ YepHOOPOOHO yBpexaaHe (BXK. TOUKA 5.2).

Cmapuecka ev3pacm

Toii KaTo METOOPMHH H CHTATJIMIITHH Ce exCKpeTHupaTt upes 6nbpeuure, Cutaben Mert Tpabsa na ce
M3M0J13Ba ¢ MOBUIICHO BHUMAHME NIPH HAMpEIBaHE Ha Bb3pacTTa. HeoOxoanmo € MOHMTOpHpaHe Ha
6n0peunara GYHKHHSA, 3a 12 ce NOATIOMOrHe peAna3BaHeTo OT CBbp3aHaTa ¢ MeTgOpPMHUH NaKTaTHa
allH/103a, Hali-Beue B cTapuecKka Bb3pacT (BkK. To4kH 4.3 U 4.4).

ITeduampuvuna nonyaayus

Curaben Met He Tpa06Ba aa ce M3N038a NMPH ACLi2 K IOHOWM Ha BB3pacT oT 10 g0 17 roaunu
nopaaH HefocTaThbaHa epukacHocT. HanHMHHTE MOHACTOAMEM JaHHH ¢a OIIMCAHM B TOYKH 4.8,
5.1 u 5.2. koMOHHALIMATA CHTArTTMNTHH-METQOPMHH HE € NIPOYUYBaHa NP MEeAHATPHUHH
nareHTH Ha Bp3pacT noa 10 roauny.

Hauns Ha npunoxenne
Cutaben Mer Tpabea 1a ce npueMa ABa IMLTH JHEBHO ¢ XPaHa 332 HAMAJIAABAHE Ha HEXKEJIAHHTE
peaKllH¥ OTCTpaHa Ha CTOMAIIHO-YPEBHHUA TPAKT, CBhpP3aHH ¢ METPOPMHH.

4.3 IlpoTHRONOKAAHES

Curaben Mer ¢ npoTHBONOKa3aH NPU NAaLMEHTH CbC:
- CBPBXYYBCTBHTETHOCT KBM aKTHBHHTE BELLIECTBA WIH KBM HAKOE OT NOMOLIHUTE BEllECTRA,
m3bpoeHH B TOMKA 6.1 (BXK. ToUKkH 4.4 U 4.8);
- BCEKH THII OCTpa MeTa0OIMTHA auua03a (KaTo NlakTaTHA alliAo03a, AMabeTHa KEToauua03a);
- anabeTHa npekomMa;
- TexkKa 6p0peuna HenocrarbuHocT (GFR< 30 mi/MuH) (BX. Touka 4.4),
- OCTPH ChCTOAHMA C BH3MOXHOCT A3 M3MeHAT Op0pevdHara PyHKUMA KaTo:
- AeXHapaTaiu,
- TeXKH HHPEKLIMH,
- IIOK,
- BBTPECHAOBO MPUIOKEHHE Ha HON-ChABPKALIY KOHTPACTHH BELIECTRa (BXK. To9Ka 4.4);
- OCTPO WM XpOHHYHO 3ab019BaHe, KOETO MOXE Ja MPHIHHNA XHITOKCHA HA THBKAHHUTE KaTO:
- CBHPACYHA WK PECIHPATOPHA HEROCTATBUHOCT,
- CKOPOLLUEH MHOKAPACH HH{(APKT,
- IIOK;
- YepHOAPOOHO YBpEKIAHE;
- OCTPa ANMKOXOJIHA HHTOKCHKALIMA, ANTKOXOTHIBM;
- KBpPMEHE.




4.4 ChoennajHn NpeaynpexieHHs H NpeANA3HAE MEPKA NpH ynoTpeba

OOo1K
Cutaben MeT He TpaOBa ga ce M3INON3Ba IMPH NMALMEHTH ¢ AHadeT T | U He Tpsa6Ba Aa cH

30138 33 JleueHHe Ha AHabeTHa KeToaunao3a.

OCTBbp NAaHKPEATHT
Ynorpebara Ha DPP-4 nHxubMTOpH e CBbp3aHa ¢ PHCK OT Pa3BHTHE Ha OCTHP NaHKPEaTHT.

[TaunenTHTE TPAOBA Aa 6BOAT HHGOPMHPAHM 33 XapaKTEPHHA CHMIITOM Ha OCTBHP NAHKPEATHT:
epCHCTHpALila, MHOTO CHIIHA KopeMHa Gorxa. Crnen npekpaTABane Ha CHTarTUITHH c¢ Habmoxaasa
OTLUYMABAaHE Ha MaHKpeaTHTa (CBC WM 6e3 NoJIbPXKALNo JeueHHe), HO B MHOTO PeAKH CITydaH €
ch00mIaBaHo 3a HEKPOTH3IUPALL WIH XeMOparHieH MaHKpeaTUT W/ WM CMBPT. AKO UMa CBMHEHHA 32
MaHKpeaTHT, TpAOBa Aa ce mpekpaTH npueMa Ha Curaben Mert H Ipyry NOTEHUMANHO NOAO3IHPAHH
NeKapCTBEHH MPOIAYKTH; aKo ¢e MOTBbPAH OCThP NaHKpeaTHT, MpHeMbT Ha Cutaben Mer ne tpabaa
na ce pp300HOoBRBa. HeoOXoauMo € NoBHileHO BHUMAHUE NPH NAaLMEHTH ¢ aHaMHE3a 32 NaHKPEATHT.

JlakTaTHa alua03a
JlakTaTHaTa alra03a, MHOI'O pAaKO, HO CCPHO3HO MeTabOoJINTHO YCJIOKHCHHC, HaH-9eCTO HACThIBA

MpH OCTPO BOHIaBaHE HA ObLOpeuHaTa GyHKLMA, KapIHO-PECTTHPATOPHO 3a00NABaHE WIH CENCHUC.
Harpynsanero Ha MeThOpPMHH HaCTBIBA NPH OCTPO RIoINaBaHe Ha 6x0peunara PpyHKUNA B
yBeJIMUaBa PHCKa OT NTAKTATHA auMao3a.

B ciyyait Ha gexuaparatipd (IMpoAb/DKHTEHO MOBpPBIIAHE, AHAPHA, TPECKA WIM HaMaJIeH NMPHEM Ha
Te4HOCTH) TpAOBa BPEMEHHO [a Ce Crpe npremMa Ha MeT(QOPMHH U € IPENoPBLUHTENHO Aa ce
YCTAHOBH BPB3Ka CMEIMIHHCKY CIIELHAIUCT.

[TpueMsT Ha JIeKapCTBEHH NPOAYKTH, KOKTO MOTAT OCTpO Aa yBpeldar 6n0pedHara dynxuma (karo
aHTHXHIIEPTeH3UBHH cpeacTsa, Auyperuun U HCIIBC) Tpabea n1a ce 3ano4yHe ¢ nopHileHO BHUMaHHe
MPH NMaUMEHTH, IeKyBaHH ¢ MeThOopMHH. J[pyrH pHckOBH (aKTOPH 3a NaKTATHA aLllMA03a ca
NpeKOMepeH NpueM Ha anxoxoi, yepHoaApoOHa HeAOCTATRYHOCT, HENOCTATRYHO KOHTPONIUpaH amuaber,
KETOAIMI03a, MPOXB/DKUTETHO [MIaAYBAaHE U BCIKAKRH ChCTOAHUA, CBBP3AHH C XHITOKCHSA, KAKTO H
eIHOBpeMeHHaTa yrorpeba Ha nexapcTBeHH NPOIYKTH, KOUTO MOTAT a IIPHYMHAT JJAKTATHA ALNI034
(k. Touku 4.3 1 4.5).

[MauuenTHTe WK bonHornegauuTe Tpabna Aa 6bAAT NHQOPMHPAHH 32 PHCKA OT JIAKTATHA aLiMI03a.
JlakraTHaTa aLKI03a C€ XapaKTepH3Hpa ¢ auMAo3Ha JHCITHEA, KOpeMHa 00/Ka, MYCKYJIHH KpaMITH,
aCTeHHUA U XHNIOTEPMHA, NOCHIEABAHN OT KOMaA. B cifyyait Ha CEMHEHHE 32 CHMIITOMM NTaLHEHTHT
TpaOBa Aa cnpe NMpHeMa Ha MeTPOPMHH M He3abaBHO Ja NOTHPCH JIEKapcKa noMoll. JIHarHoCTHYHHTE
nabopaTOpHH HAXOAKHU €a NOHWKEHO KppBHO pH (<7,35), nosulileHH HHBA HA IUTA3MEHHA NAKTAT

(>S5 mmol/l) ¥ noBHILIEHa AHMOHHA Pa3JINKa H ChOTHOLICHHE NAKTAT/TIMPYRBAT.

brbpedHa pyHKIUS

IIpeny 3amoyBaHe Ha JedeHHETO TpAOBa Aa ce HAIIpaBH OlLiCHKa Ha cTofHocTHTE Ha GFR M penosHo
cnen ToBa (BX. Touka 4.2). Curaben Met e nporuBonokasan mpu nayueHTn ¢ GFR <30 ml/Mun u
TpaOBa Aabbae BpeMEHHO CIIPAH NMPH HaJIHYHe Ha ChbCTOAHHSA, KOMTO MPOMEHAT ObOpeyHaTa dyHKIMA
(XK. TouKka 4.3).

XHITOTHKEMHA

[TauuenTH, rnomyvapaiin Cutaben Met B koMOuHauns CbC CYNPOHRMYPEAHO TIPOH3IBOIHO WIH C
MHCYJIMH, MOYKE [a Ca U3JICKEHH Ha PHCK OT XHnorimkeMus. CneaoBaTeIHO, MOXKE 1a € He0DX0auMOo
HAMAJIABaHEe Ha 103aTa Ha CyJIPOHWIYPEHHOTO NMPON3BOAHO WX Ha HHCYJIHHA.

Peakiliy Ha CBPBXYYBCTBUTENHOCT
HMa nocT-MapKkeTHHIOBH ChOOLIEHNA 32 CEPHO3IHM PEAKLIMH Ha CBPBXYYBCTBHTEIHOCT MPH NTALHEHTH

NEKyBAHH ChC CHTAITIMIITHH. Te3H peakLuy BKIOYBAT aHaQUNIAKCHA, AHTHOCAEM U €KCOTHATHBHH

ChCTOSHHA H3 KOXATa, BKIHOYHTEIHO CHHApOM Ha Stevens-Johnson. HavyanoTto Ha Te3H T

HACThIIBRA B PAMKHTE HA ITbPBUTE TPH MECELA OT 3aro4YBaHe Ha JIeYeHHEeTO ChC CHTAr

CydyaH HacTBIBAT CeJl ITbPBaTa 4033. AKO ¢¢ NOA03UpA peaKlis Ha CBPBLXYYB
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Ha Cutaben Mer TpabBa za ce npexparty, Tpabsa Aa ce oLeHAT ApYr# NOTEHUHANHH NPHYHHH Ha
chOHTHETO M TPADBA Na ce Ha3HauH ANTEPHATHBHO JiedeHHe Ha AHabeTa (BX. To4ka 4.8).

bynoien nempurons

[Ipw nauyexTd, mpueMan DPP-4 nHxuburopy, BKTIOYHTEIHO CHTATMHITHH, IMa [TOCT-
MAapKEeTHHTOBH choOIeHNA 3a Oyno3eH neMpuronsi. Ako UMa CbMHeHHA 3a Oynosen nemgurons,
npueMa Ha Cutaben Mer 1pabsa aa ce nMpeycTaHOBH.

Onepauus

Curaben Met Tpabpa fa ce ciipe o BpeMe Ha onepaund nog odwa, CnyHanHa Wik enUAYpanHa
aHecte3ws. JleweHnuero moxe aa Hote BL300HOBEHO HE MO-paHo OT 48 yaca cief; onepaLuATa WiH
BBb300HOBABAHETO HA XPAHEHETO NMPE3 YCTa, H NP YcloBue 4e 6x0peunaTa yHKIMA € ollcHERa
OTHOBO H € YCTAHOBEHO, u¢ ¢ cTabniHa.

IpunoxeHue Ha HoA-ChBPXKALIM KOHTPACTHH BellleCTRa
BbTpecra0oBOTO NMPHIOKEHHE HA HOAMPAHM KOHTPACTHH BeINeCTBA MOXe Ja A0BeAC 1o

KOHTPACT-UHAYIMpaHa HedponaTha, BOACINA X0 HATPYNBBAHETO Ha MET(POPMHH H MOBHINEH PHCK OT
nakraTHa auuaosa. [TpuemsT Ha Cutaben Met Tpa6Ba na ce mpeyCTaHOBH B I1epHOAA NPEeAH WITH MO
BpPEME Ha NpoLieaypaTa 3a obpa3Ha MArHOCTHKA K HE TpAORa aa ce Br30OHOBABA A0 HaH-Manko 48
yaca Cjied TOBa, MpH ycnosde ye 6pbpeunara PyHKUMA € OLleHEHa OTHORO H € YCTAHOREHO, 1e €
ctabunna (BX. Touku 4.3 u 4.5).

[IpomMAHA B KIMHHYHMA CTATYC Ha MAIMEHTH C KOHTPOJHpaH Auaber THI 2
[MaumenTH ¢ auader TMR 2, npeau ToBa Jobpe koHTponupan cbe Curaben Mer, KOMTO pa3BHBAT

OTKJIOHEHHA B 1a6OpaTOPHM MOKa3aTeIH WK KIHHHYHO 3abosiaBane (Hali-Bedye HesACHO WM crabo
neduHupaHo 3abonspaHe) TpAOBa He3abaBHO [a CE& OLICHAT 32 HANTWYMe HAa KETOalU03a MK TaKTaTHA
anuao3a.

OuneHkara TpAOBa Aa BKIOYBA CEPYMHY €NEKTPOIIHTH M KETOHM, KPbBHA 3axap M ako ce Hanara pH nHa
KPBBTA, HUBA Ha JIaKTaT, MMPYBAT H METGOPMHH. AKO C€ ITOSBH alHA03a B KOATO H Ja ¢ dopma,
nevyeHHeTo TpAOBa Aa ce cripe He3abaBHo U TpAOBa 1a ce NpeanpHeMaT NOAXOAAINH TepPaneBTHIHU
MEPKH.

Harpwuit
To3u nekapcTBeH NMPOAYKT ChABPAKA NMo-Manko ot | mmol HaTpr#i (23 mg) Ha Tabnerxa, T.€. MOXe Aa

ce Kae, 4e NPaKTHYECKH HE ChbpPaKAa HATPHHA.
4.5 BiapMoaeHcTBHE ¢ IPYTH JeKApCTBEAR NPOAYKTH B ApYrH GopMe HA B3auMoaeiicTRHAE

EnHoBpeMEHHOTO MHOTOKPATHO ApWIarane Ha curarmunTuH (50 mg fsa nbTH AHEBHO) H METPOPMHH
(1000 mg apa MbTH JHEBHO) HE € MPOMEHWIO 3HAYNTENIHO QapMaKOKHHETHKATA KAKTO HA
CHTAIIMNTHH, Taka U Ha MET(OPMEH ApH NauMeHTH ¢ Auader Tun 2.

He ca H3BbplIBaHH MPOYYBAHHA 33 PApMAKOKHHETHUHU NeKapCcTBEHH BlauMoacHcTBHA ¢ CuTaben
Mer; obaue TaKkHBa NPOYYBaHHA €A NPOBEXAAHH C OTACTTHHUTE AKTUBHH BELLECTBA, CHTArJIMIITHH U

MeT(GOpPMHH.

He ce nipenopb4Ba CbOBTCTBaLa YIIOTpeba

AJNKOXO0J1
AJIKOXO0JIHATa MHTOKCHKAIIAR C€ CBBP3BA ¢ MOBHIIEH PUCK OT NaKTaTHa aliuf1o3a, 0COOCHO B CITyYay Ha
rinajyBaHe, HeZOXpaHBaHE HIH YepHOoApoOHa HEIOCTATHIHOCT.

Hon-chappKalii KOHTPACTHH BELIECTBA
[IpuemMbT Ha Curaben Mer TpabBa 3a0B/DKUTENHO Aa ce NMPEYCTaHOBH B NEpHOAA NPEH WIH 10
BpeMe Ha MpoleaypaTa 3a ofpa3Ha JHAarHOCTHKa U He TpAbBa /la ce Bb30OHOBABA 10 Hall-Manko
48 yaca cneq ToBa, DpH YCJIOBHE He OpOpeuHaTa PyHKUMA € OLECHEHA OTHOBO H € }’ETHHOBEHG
vye ¢ crabninHa (BX. ToukH 4.3 1 4 .4).

KoMmOHHalMy, M3KCKBALUM NpeAna3Hy MEPKM IpH ynoTtpeba
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Hsaxou nexapcTBeHH MPOLYKTH MOTAT [la ¢e OTpasaT HeOnaronpHaTHo Ha 6b6pednaTa dyHKUHA, KOETO
MOXKE [1d YBEJHYH PHCKa OT NakTaTHa anuao3a, Hanp. HCTIBC, BKMOMHTENHO CeNEKTHBHA
naxubuTopn Ha uMKiookcHrenasa (COX) II, ACE unxubnropH, aHrnoreHsuH 1l peuernrropHu
aHTArOHMCTH H ANYPETHLH, ocobeHo OpuMKkoBH auypetHuM. [ipy 3anouyBanero winn ynorpebara Ha
TAaKHBA [TPOLYKTH B KOMOMHAIMSA ¢ MeTHOPMHH € HeOOXOOMMO BHHMATENHO NPOCeadBaHe Ha

6bOpevuHaTa GyHKIHUA.

CenbreTBaliaTa yrnorpeba Ha ekapeTsa, KOMTO MOBMWABAT OOLIUTE TPAHCNIOPTHU CHCTEMHU B
616pevnuTe TYOYNIH, BKMOUYeHH B 656pedHOTO ennMupaHe Ha MEeTOPMHH (Hanp, HHXUOUTOPH Ha
OpPraHMYHHA KaTHOHEH TpaHcnopTep-2 [OCT2)/MynTIHIEKapCTBEHUA M TOKCHH-CKCTPYAHpaLn TPOTEHH
[MATE], xaTo paHONa3HH, BaHAeTaHHO, NoyTerpaBip ¥ WUMETHIMH), MOTAT A3 MOBHLIAT
CHCTEMHATa EKCNO3ULHA Ha METQOPMHUH M Aa YBEJIUYaT pMCKa OT NakTaTHa anmao3a. Tpabsa aa ce
OOMUCIAT MONI3HTE U PUCKOBETE OT ChITBTCTBALLATA ynioTpeba. Tpabsa na ce 0OMHUCIH BHUMATETHO
npoceasiBaHe Ha INTUKEMHYHHUA KOHTPOJ, AJalTHPAHE HA 103aTa B PAMKHTE Ha MPEropbYHTEIHATA
JO3HPOBKA M MPOMEHH B NeU¢HHEeTo Ha Anadera, KOTaTO TaKHUBA JIEKaPCTBEHH ITPOAYKTH C€ npunarar
€IHOBPEMEHHO.

I'moxokopTHKOKRANTE (NPHUNAraHM 1O CHCTEMEH M JIOKAJICH ITBT) 6eTa-2-arOHHCTHTE H AMYPETHUNTE
MMaT XHNEPrIAKeMUIHO OeitcTBre, [TauneHTHTe TpAGBa Ja ce MHGOPMHpAT H I10-4eCTO Ja H3IMepBaT
KpBBHATA CH 3aXap, 0COOCHO B HAYANIOTO HA NEYEHHETO ¢ TAKMBA JIEKAPCTBEHH NMPOLYKTH. AKO €
HeoOX0OHMO, A03aTa Ha NEKAPCTBEHUA NPOXYKT 3a IMTIHKEMHYEH KOHTpON TpaDdBa Ja ce aganTHpaio
BpPEME Ha JICUCHHE ¢ APYTUA JIEKapCTBEH NMPOAYKT H MPH HETOBOTO NMPEKpaTABaHe.

HCE-HI{KHGHTUPHTE MOraT Ja MOHW)XAT HUBATA HA KPBbBRHaTa 3axap. AKkoe HEGﬁXﬂ,ﬂHMﬂ, HO034aTa Ha
JCKApCTBCHHA MMPOAYKT 3d NTHKEMHYCH KOHTPOJ Tpnﬁna Aa CC aaarnTHpa no BpEMC Ha JICHCHHCTO C
APYTI'Hd NEKApCTBCH MPOOYKT H IIPH HETOBOTO NPCKPATABAHEC.

EdexTH H ' JeKAPCTBEHH NDOIVKTH Bb CHTArNANTHH
In vitro H KTMHMYHATE NAHHH ONUCAHM NO-A0NY [IPEANONaraT, 1€ pUCKBT OT KIMHUYHO 3HAYHUMH
B3aHMOAeHCTBHA PY eAHOBPEMEHHO NMPWIOKEHUE C APYTH JICKapCTBEHH NMPOOYKTH € HUCBK.,

In vitro npoyyBaHKA NOKA3BAT, Y€ OCHOBHHUA €H3HM OTrOBOPEH 32 OrpaHHYeHUa MeTa0OoNHu3ILM Ha
curarnunTiH e CYP3 A4, ¢ ywactne Ha CYP2CS. Ilpu naupeHTd ¢ HopManHa 6s0peuHa QyHKims,
MeTaboHu3MBT, BKIKOUHTEHO ¥ 9pe3 CYP3 A4, urpae caMo Masika poJia B KJIMpbHCa Ha CHTATTHITTHH.
MeTabonM3MBT MOXKeE 13 HIpae No-BaXKHa poid NpH eTMMUHHPAHETO HA CUTArJIMITTHH B YCIIOBUA Ha
ocTpo 6pOpeuHo yBpeXxaaHe wnu TepMuHanda 6n6peuna HegocTtaTeyHOCT (ESRD). Ilopanu Ta3u
MPpHYKHHA € Bb3MOXHO MOIIHH HHXHOHTOpH Ha CYP3A4 (Hanp. keTokoHa30M, HTPaKOHA30!,
PUTOHABHP, KJIAPUTPOMHIIMH) fja MPOMEHRAT $papMaKOKMHETHKATa Ha CHTAIJIUIITHH NIpH TTALHEHTH ¢
Texxko 6v0Opearo yepexnane unud ESRD. Edexture ra MomnnuTe CYP3A4 HHXMOHTOPH B YCIOBHA Ha
610peuHo yBpeKAaHE HE Ca OLUCHABAHU NPH KIMHAYHO [IPOYUYBaHE.

In vitro npoyvBaHH4 3a TPaHCNOPTa NMOKa3BaT, 4€ CUTATNIUNTUH € CYOCTpaT Ha P-TNIMKONPOTEeHHA U
TPAHCNOPTEPa Ha opradMuHY aHWOHHU-3 (OAT3). OAT3 MeaunpaHUAT TPAKCMOPT Ha CHTAIVIMIITHH Ce
HHXHOHUPA in vitro oT NpoOeHeMa, BbIPEKH Ye PUCKBT 0T KIMHUYHO 3HAYMMU B3aMMOIEHCTBHA CE
CMSTa 32 HUCBK. EqHoBpeMenHoTo npunoxenne Ha OAT3 HHXHOHTOPH He € OLEHEeHO in vivo.

Huxaocnopun: TlpoBeaeHo € Npoy4YBaHe 3a OLEHABaHE HA €(eKTa HAa UMKNOCIIOPHH, MOLIEH
HHXHOKTOP Ha P-TIMKONPOTENHA, BbpXY (papMakOKMHETHKATa Ha CHTArIMNTHH. EAHOBpEeMEHHOTO
IPHJIOKEHNE Ha IUHWYHA NepopanHa Ko3a 100 mg CHTarnHNTHH H €AHHHYHA [TepopaliHa 103a

600 mg umxnocnopud nosuinasa AUC u Cqy; Ha CHTarf-IMNTHH CHOTBETHO ¢ NpHOIM3HTENHO 29 % U
68 %. Te3u npoMeHH BbB (PapMaKOKHHETHKATA Ha CHTArTIMIITHH HE c€ CMATAT 3a KIIHHHYHO 3HAYHUMM.
BEOpEeHHAT KIMPBHC Ha CUTAITIUNTHH HE € 3HaYUTENIHO MpoMeHeH. CeI0BaTe/IHO, HE ¢¢ OYaKBaT
3HAYMMHU B3aMMOAEHCTBHA ¢ APYrY HHXHOHUTOPH Ha p-TIIMKONPOTEHHA.




EdexTd Ha CHTaTINNITHH BBPXY ADYTH NEKAPCTBEHN MPONYKTH
Huzokcuw: Curarnuntud uMa cnab edekT BBpXY NIa3MEHATa KOHHUEHTpalllA Ha JUrokcHH. Cren

npunarareTo Ha 0,25 mg AMroxkcHH eqHOBpeMeHHO ¢bC 100 mg CHTarTHNTHH AHEBHO B NMPOABJDKEHHE
Ha 10 guu, nnasMenata AUC Ha aurokcHH HapacTBa cpeaHo ¢ 11 %, a mnasmeHaTa Cpax CpeasHo C

18 %. He ce npenopsyBa KOPUrHpaHe Ha A03aTa AMI'OKCHH. B CBIIOTO BpeMe, NAUHEHTHTE C PHCK OT
AHTOKCHHOBA TOKCHYHOCT TpAOBa Aa OB4aT NpOoCIeaaBaHHM 33 TAKABA, KOraTo CHTATJIMIITHH U THTOKCHH
ce MpHIAraT eJHOBPEMEHHO.

In vitro naHHHTE NOKAa3BaT, Y€ CHTATJIMITHH He MOTUCKA U He HHAYLHMpa CYP450 uzoensumure. Ilpu
KIMHHYHH NMPOYYBAHUA CUTATTIMIITHH HE MPOMEHA 3Ha4HMO (hapMakoKHHETHKATa Ha METHOPMMUH,
nOypua, CHMBACTATHH, POIHUIIMTA30H, Bap(apHH WIH NepopaiHy KOHTPALENTHBH, JaBaHKH in vivo
AHHH 38 MAJIKa BEPOATHOCT OT NpPEAN3BHKBAHE HAa B3aUMOAENHCTBHA Cbe cybcTpaTi Ha CYP3A4,
CYP2C8, CYP2C9 u TpaHcnoprepu Ha oprauvyHH KaTHOHH (OCT). CaTarnunTun Moxe na 6snae cnab
MHXHOUTOP Ha P-IJIMKONPOTEHHA in vivo,

4.6 DepraanTeT, OPEMEHBOCT H KbpMEHe

bpemMeHHOCT
HsMa DocTaThuHO AaHHH OT YNOoTpebaTa Ha CHTarNUNTHRE nNpy SpeMeHHH keHu. IIpoydBaHus npu

»UBOTHH NOKA3BaT PENPOAYKTHEHa TOKCHYHOCT MPH BACOKH 103M CHTArJIMNTHH (BXK. TO4Ka 3.3).

OrpaHHYeHHTE AAHHM NPEANOarar, 4e ynorpeéara Ha MeT(GOpMHH NpH OpeMEHHH He € CBbP3aH C
NOBHIIEH PHCK OT KOHTEHHTANIHH Mandopmaun. [lpoydsaHusTa ¢ MeTPOPMHEH NTPH KUBOTHH He
NOKA3BaT BpeXHH ¢QekTH BHB Bpb3Ka ¢ OpeMeHHOCTTa, eMOPHOHAIHOTO M (PETATHOTO PA3BHTHE,
PaKA2HETO WIH NOCTHATATHOTO pa3sBUTHE (BXK. CBIIO TOYKA 5.3).

Curaben Met He Tpabea na ce u3non3Ba no BpeMe Ha O6peMEeHHOCT. AKO NalMEHTKaTa HCKa Ja
3abpeMeHee WK aKo HAaCTBIIM OPEeMEHHOCT, JIeUEeHHETO TPAOBA J1a ce MpeKpaTH H MAalHEeHTKAaTa 1a
NpEeMHHE HA JIeUeHHEe ¢ HHCYIMH BB3MOXKHO Hak-CKOpoO.

KbpMeRe

He ca npoBexaaHy NpOyUBaHHA NPH KbPMELIH >XHBOTHH ¢ KOMOHHMpaHHTE aKTHBHH BEILIECTBA HA
TO3K NNEKapCTBEH MpoAyKT. Ilpu npoyuBanysa MpoBeXKIaHH C OTOEIHUTE AKTUBHH BEINECTBA H
CHTATTMNTHH, H MeTHOPMHH Ce eKCKPETHPAT B MIMKOTO Ha JIAKTHpauwy wisxose, I1pu xopa
MET(POPMHH C¢ eKCKpeTHpa B KbpMaTa B MaJIKH KoJiHuecTRa. He € H3BeCTHO NalH CHTATTHIITHH Ce
eKcKkpeTHpa B KppMara. Criegosarento Curaben Met He TpaOBa Oa ce H3NoI3Ba MPH XKEHH, KOHTO
KBPMAT (BX. Touka 4.3).

QepTHAKTET
IaHHUTE OT NPOYYBAHHAA TIPH )XXHBOTHH HE NPEANIONAraT BIAAHUE BbpXY GEPTHIHTETAa Ha MBXKKH H

JKEHCKHM IUTBXOBE [IPH TPETHPAHE CBC CUTAITMIITUH. JIMAICBAT JaHHU MPH XOpa.

4.7 EdexTn BBpXY c10c00HOCTTA 38 miopHpane H paboTa ¢ MAINIAAH

Cutaben MeT He noBnuABa WIH NORIHABA nMpeHeOpexxuMo cnocobHocTTa 32 WwodupaHe M paboTa ¢
MalIHHKE. B CBHIOTO BpeMe NpH wodupane win pabora ¢ Malay, TpA6Ba na ce HMa NIpeaBu, 4e npu
CHTArJIMNTHH Ca JOKNAJBAHH CITydaH Ha 3aMaliBaHe U CBHITMBOCT.,

OcBeH ToBa, NaleHTHTE TPAOBA 1a Ce NMpeaynpexaaBar 3a pUcKa OT XKIIOrTTHKEMHA, KOraTo
Curaben Met ce n3non3sa B KOMOHHaIMA CBC CyNGOHWITYPEHHO MPOU3IBOAHO MM C HHCYJIHH.

48 Hexenann JeKapcTBEHH peaKIHH

Pe3ioMe Ha Ha fezonacHoOCT
Hsma npoBeieHH TEpaneBTHIHA KAHMHWIHHN H3MHTBAHKA ¢ KOMOMHALIUATA CHTATTHITTHH-MET(HODMUY
TaOseTKH, HO OHOCKBHBAICHTHOCTTA HA KOMOUHALIUATA € TIOKa3aHa [TPH EAHOBPEMEHHOTO
NPHIOKEHUE HA CHTATTIMIITHH H MeT(QopMuH (Bx. Touka 5.2). Cro0imasany ca cepuo3H
peakiUy, BKIHOYHTETHO




MAHKPEATHT ¥ PpeakUMK Ha CBPBXYYBCTBHTENHOCT. Chollapata e XUnornHKeMua pH KoOMOHHaIHA
che cyndonnTypeiino npouseoaHo (13,8 %) u ¢ nucynun (10,9 %).

CHUTArTHIITHH ¥ MeTHOPMHH
Tabnuuen cnucvk HA HEdXCENAHUME PEAKYUU

Hexenanute peakiiu ca m3bpoeHn no-gony ¢ npenopruBanuTe oT MedDRA TepMuHM cniopen
CUCTeMO-OpTraHHa Knacudmkaisa B abcomorHa uectora (Tabmiua 1). [To wecToTa ce onpenenar karo:
MHOro decTH (=>1/10), yectu (>1/100 no <1/10), veaecru (>1/1000 go <1/100), peaxu (=1/10 000 no

<1/1000), Maoro peaxu (<1/10 000) u ¢ HenzBecTHa YecTOTa (OT HAJIMYHHTE JaHHH HE MOXKe Aa Obpae

HaIpaBeHa OLIeHKa).

Tabanna 1: HecroTa HA HeXXeJJAHHTE peaKUHH YCTAHOBEHH N0 BpeMe BA IIaNe0o-
KOHTPOJHPAHA KIHEHYHH NPOYUBAHMS ¢hC CHTArTHNTHA B MeTGOPMEH CAMOCTOATENHO H NPH

NOCTMAPKETHHIOBEN OIINT

-

Hexenana peaxuns

HecToTa HA HEXENAHATA pPeakUuHa

ir i

Hapymennsg HA KPLBTA H JHMHATA CHCTEMS
_Tpouﬁouu'mnmmﬂ

Penku

HapymeHHS As HMYHHATA CHCTEMA

PEAKIHH Ha CBPBXYYBCTRBHTEIHOCT, BKIIHOYHTENHO
aHat;])HnaHTHtIHH cpOnTna

C HeM3REeCTHA YeCTOoTa

Hapymwenra na meTaboiA3Ma H XpRHEHETO

xunoriavkeMns YecTH
HapynieHHE HA HEPBHATA CHCTEMA
CBHJIMBOCT Heyectn

PecnupaTopHn, rphAHH H MEAHACTHHAIHK

HApYIm¢tHHS

HHTEPCTHLHANHA ﬁenn,upoﬁua Sonect

C HeH3IBecTHa YecToTa

il

CroMamHo-4peBHR HADYmIeHHS

JHapus Hevectn
raieHe Yecti
_(naryneHuus Yectu
3ariek . HeuecTn
(oska B ropHATa 4aCT Ha KOpeMa Heuecmn
NOBpPBILAHE Yectn

C HeH3BeCTHA YeCcToTa

OCTBD MaHkpeaTHr 1
¢daTancH U HepaTAIEH XEMOPArHYCH H HCKPOTH3IRpalll

NAHKPEATHT !

C HeusBecCTHA 4ECTOTA

HHPYII;IIHHI HE KOXKATS B NMOAKOKHATA THEKAH

MPYPUTYC Heuecty

aurvoeeM _ C HEW3BECTHA HECTOTA
obpus’™ C HeH3BeCcTHa YecToTa
YPTHKAPHA ' C HeM3BecTHa YecTOTa

KOMKEH BACKYIIHT |

C HeuzBecTHA HecTOTA

ekcPOTHATHBHY KOXHH 3a00/1RaHNA, BIUTIOUHTENTHO
CHHAOpOM Ha Stevens-Johnson™!

C HeH3BecTHA YecToTa

3y

——

OynoseH nem!mrmm'
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HexenaHa peakmus YecToTa HA HEXCIARATA PEAKIIAN

Hapymenna Ha MYCKYJTHO-CKEIETHATA CHCTCMA H

CHEAARATENHATA THKAN
apTpanras C HeH3BeCTHA YECTOTA
MHaNTHs C HeH3BecTHa 4ecToTa
Gonka B KpalHKLMTE C Hen3BeCTHA YECTOTA
fonka B repba’ C HEeH3BECTHA 4ECTOTA
| apTponaTHs’ _ C HenspecTHA MECTOTA

g .

|

Hapymenss Ha ﬁs?peunu M NHKOYHHTE MTHINA

HapyuieHa 6u6pedna dyuxnus’ C HeH3BecTHA YecTOTa
ocTpa 6b6peuHa HEJOCTATHYHOCT C HEH3BECTHA HECTOTA

*HexenannTte peakiMH ca RACHTHQHMIMPaHH N0 BpeMe Ha MOCTM APKETHHTOBOTO Hab/moIcHHE .
'Buikte TOWKA 4.4,
I Bixre npoyusanemo 3a 6ezonacnocm no omuouerue Ha copoenro-cedosama cucmema TECOS no-pony.

OnucaHye Ha N3I0PAHH HEXEJAHH PEaKIIHN
HsxoM HeXenaHu peakuyi ca HabmONaBaHA no-4eCTo NPH NMPOYYBAHUA 3a KOMOUHUpaHa ynoTpeba Ha

CHTATTIHIITHH W MEeTGOPMHH ¢ IPyrH aHTHAHAOETHH NEKapCTBEHH NPOAYKTH B CPaBHEHHE C
NPOYYBAHHA HAa CHTAIIMIITHH M MET(QOPMHH CaMOCTOATENHO. Te BKIOYBAT XHMOTTIHKEMHS (KaTeropus
Ha YeCTOTa ,,MHOI'C YeCTH CBC CYJAQOHIWIYPEHHO NPOH3BOAHO MM UHCY/IHH), 3aneK (,,4€CTH CbC
cynGOHITYPEIHO MPOH3BOAHO), epudepeH oTok (,,YeCTH ¢ NHOTIMTA30H) H IMTaBoboIHe K cyxoTa B
ycTaTa (,,He4eCTU ¢ UHCYIIHH).

Cumaznunmun

INpu npoy4YBaHUA BBPXY MOHOTEPANHA CbC CHTArMNTHH 100 mg BeAHDBXK THEBHO CAMOCTOATENHO B
cpaBHEHME ¢ Mnauebo CroOIICHHTE HEXETAHH peaklMH ca IaBofonue, XUMOTITHKEMH, 3ameK 1
3aMaMBaHte.

Cpen Te3n NaLHEHTH HEXENAaHHTE ChOUTHA, ChOOIABAHH HE3ABUCHMO OT NPHUYUHHO-CNENCTBEHA
Bpb3Ka C JIEKApCTBEHHA NPOOYKT, ¢ 9ecToTa Hal-Manko 5 %, BkmousaT HH(EKIHY Ha TOPHHUTE
AMXATENHH MBTHLOA ¥ HazogapuHruT. OCBeH TORA, ¢a ChOOLIEHH ocTeoapTpHT M O0JIKa B KpaHHHULMTE,
¢ yecToTa HevecTH (> 0,5 % mo-BHCOKa cpel yHACTHHIMTE, NOMYYHIH CHTATTTHIITHH, OTKONKOTO Ta3H B

KOHTpOJIHATA FpyIa).

Memdpopmun

CToMalIHO-4YPEBHH CHMIITOMH ¢a CHOOLIABAHN MHOTO 9€CTO NMPH KIMHHYHH IIPOYYBAHHA U TIPH
NOoCTMapKeTHHTORaTa YoTpeba Ha MeThopMuH. CTOMAIIHO-9PEBHUTE CHMIITOMH KATO rafieHe,
NOBPEINAHE, AHapHd, O0o/Tka B KopeMa H 3ary0a Ha aneTHT C€ MOABABAT MO-9ECTO MPH 3aMouYBaHe Ha
NneYeHWEeTOo H B MMOBEYETO CIIy4YaH MpeMHHABAT CMIOHTAHHO. JIOMBJIHHUTEIHN HEXENaHH PeaKLUuH,
CBBp3aHH ¢ MeTHOPMUH, BKIOUBAT METANIEH BKYC (YECTH); JIAKTAaTHA alld/03a, HaPYLIEHHA Ha
yepHOApoOHaTa GYHKIMA, XENMaTHT, YPTHKApHA, epHTeMa B chpbex (MHOTO peakH). ABiImrocpogHoTO
neyeHye ¢ METGOPMHUH ce CEBP3Ba C HamaiABaHe Ha abcopbuuara Ha BuTaMuH B12, koero MHOrO
PAAKO MO’KE 3 J0BEAE A0 KIMHUYHO 3Ha4AM aepHIMT Ha BUTaMHuH B12 (1.e. Mmeranobnactha
aHemMd). KaTeropunre no 4ecToTa ¢¢ OCHOBAaBAT Ha HalTWuHaTa WHpopMauwmsi B KpaTkara
XapaKTepPHCTHKA Ha IIpoJyKTa Ha MeTdopMuH, ogodpeHa B EC.

IleanaTpuuHa nonysalus
B xnuuuunn u3nureanus ¢ Curaben Mer npu neaAMaTpHMHHA NALHEHTH CBC 3aXxapeHd nuaber tin 2 Ha

BB3PACT OT 10 go 17 roaunu npodmnm Ha HEXCITAHHATC PCAKLIHH KaTO 1pUI0 € CpaBHHM € TO3H,
HabmoaaeaH npH Bb3paCTHHA. an NCAHATPUYHH IMTALIHCHTH, KOHUTO Ca HIIH HC €4 Ha OCHOBHO JICHCHHC €
HHCYJIRH, CHTAIJIHIITHH C€ CBBhP3Ba C MMOBHIICH PHCK OT XHIIOTITMHKCMHA.

[Tpoyueane 3a 6ezonackocm no omuoweHue Ha Copoeuno-cvooeama cucmema TECOS .
H3nuTBaHeTO, OLEHABAIILO ChPACIHO-CHIOBHTE PE3YITATH IIPH JiedeHHE CHC CHTATJIMIIT YT X
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), sxmousa 7332 nauuneyriy, Juey ps
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c¢he 100 mg cutarnunTud aHeBHO (Mnu 50 mg AHEBHO, aKO H3IXOOHHUTE CTOMHOCTH HA H3YUC/ICHATA
ckopocT Ha roMmepynHa ¢mitpaums (eGFR) ca > 30 u < 50 ml/mun/1,73 m?), u 7339 nanuenru Ha
nnauebo B intention-to-treat (ITT) nomynaunara. Jsete neyedus ca nobapeHn KoM obHYalinuTe
IPHXKH ChIIIACHO MECTHHMTE CTaHaapTH 3a HbA . H ChbpAeuHO-CBA0BH pHCKOBH (hakTopH. O6maTa
YeCTOTa Ha CEPHO3HHUTE HEXENaHH ChOMTHA NPH NALHEeHTH, NOTy4YaBallld CHTAINIHIITHH, € CXOHA C
Ta3¥ NpH NalHEeHTHTE, NOTyYaBaLi IL1aLedo.

B intention-to-treat nomynaunara cpejl NaKEHTUTE, KOHTO A3ION3BAT HHCYJTHH WIWIH
cyhoOHWIYpEeHHO MPOH3BOAHO HA H3XOOHO HUBO, Y4eCTOTATA HA TEXKA XMIIOTHKEMuA € 2,7 %o mpy
NailHeHTHTE, JIEKYBaHH ChC CHTArJIMIITHH 4 2,5 % Npu naUHEeHTHTE Ha auedo; cpesl NauMeHTHTE,
KOHWTO He W3INON3BAT HHCYJIHHI/ UK CyIPORMIypeliHO MPOH3BOAHO Ha H3XOAHO HHBO, YECTOTATA Ha
TexkKa Xunornmukemus € 1,0 % npu naumeHTTe, NEKyBaHH ChC CHTArUNTHH K 0,7 % mpH
naliMeHTHTE Ha Inaile6o. YecToTaTa Ha NOTRBPAEHH CHOMTHA, OTAABAHH HA MAHKPEATHT, ¢ (0,3 % npu
nalHeHTHTe, NeKYBaHN Cbe CHTaraunTHH ¥ 0,2 % npy nauMeHTHTE Ha ILUaLedo.

CroblnaBale Ha NOAO3HPAHU HEXENaHU peakINH

Cro6l1aBaHeTO Ha NOAO3HPAHH HEXENIaHM PeakLiMH CJie] pa3pelllaBaHe 3a ynoTpeda Ha
JIEKapCTBEHUA MPOAYKT € BackHO. ToBa N03BOJIABA A2 MPOAWDKH HAOMOACHHETO HA CHhOTHOLIECHHETO
N013a/PHCK 38 NeKapcTBeHMst NPpoAyKT. OT MEAUIMHCKUTE CNIELIMATTUCTH Ce HIHCKBA Aa choOuasat
BCAKA NOJO3HUPAHA HeXXeNaHa peakiius upes.

H3mbnHUTEIHA ar¢HLMA 10 JIEKApCTRATA
yi. ,JdamsH ['pyer* Ne8

1303Codus

Ten. +359 2 8903417

en. nowna: bda@bda.bg
yeGcaiT: www.bda.bg

4.9 [IIpenozupane

[Ipu KOHTPONHPAHU KNIHHHYHU M3MTUTBAHHA CHC 3ApaBH YYAaCTHHLM CE NPUNAraT €QHOKPATHH A03H A0
800 mg cutarmunTuR. MunuManHo yoemkasaHe Ha QTc¢, k0eTo He ¢e cuHTa 32 KIHHUYHO 3HAYAMO, ce
Habmonaea nNpM eqHO Mpoy4dBaHe ¢ Ao3a oT §00 mg curarnuntHH. Hama onut ¢ no3u Hapg 800 mg npu
KIHHIMHH mpoy4dBaHuA. [Ipn npoyysanua Pa3a I ¢ MHOrOKpaTHO Opunarale, HAMa CBbP3aHH € [103aTa
KJIMHMYHH HEXE/TaHH JIEKapCTBEHH peakUnM, HaOoJaBaHy NIPH CHTAIIMITHH ¢ A034 40 600 mg
NHeBHO 3a nepuoau a0 10 gum n 400 mg aHeBHO 32 MEpHOAM J0 28 AHM.

I'onamo npego3upaHe ¢ MeThOpMMH (WIH €IHOBPEMEHHO ChIIECTBYBALl| PHCK OT NIAKTaTHA aLMa03a)
MO>Ke [l I0OBe/ie A0 NaKTATHa alia03a, KOATO € CNelleH MeJULIMHCKY cmy4ail v TpaORa Aa ce NekyBa B
Gonuuua. Hal-eheKTHBHUAT METOR 32 OTCTPaHABAHE HA JIAKTaTa K MeT(POPMHHA € XEMOIHANIH3aTA.

[pu xuanuen npoyusanus npubnuzurenne 13,5 % ot nosara ce orcrpadaBa NpH Npoab/bkaBalla 3-
0o 4 yaca npouenypa no xemoaHanusa. [Ipy npeLeHka 3a KIMHHYHA HEOOXOOMMOCT MOXKE A4 ce
NpeanpHeMIo-NMpoAbIKHTENHA AWanu3a. He € H3BeCTHO JaTH CHTarJIMNITHH ¢€ ANaTH3Hpa IIpH
NEPHTOHEANHA AUaNH3a.

B cnyuaii Ha mpeao3UpaHe € NOAXOAANIO Aa ¢€ NpeaAnprueMaT 0OMKHOBEHHUTE NOAABPXKalllM MEPKH,
KaTo OTCTpaHABaHE Ha HeabcopOMpaHus MaTepHan OT CTOMAIIHO-YPEBHHR TPAKT, KIIMHUIHO

HabmoaeHKe (BKIMOYHTENIHO H €NEKTPOKAapANOrpaMa) U MpH Hy»KAa 3aMovyBaHe Ha TOAABpKALIO
NigueHMe.

5. G®APMAKOJIOT'HYHH CBOHUCTBA
5.1 PapMakoAHHAMHYHE CROHCTBA

PapMakoTepalleBTHMHA Ipyia; AHTHAHA0CTHH JIeKapCTBa, KOMOHHALMH OT OEpo
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HaMallABaHe Ha kphBHaTa 3axap, ATC kxon: A10BDO7

Curaben Met koMOHHHpa ABa AHTHXHNEPTTHKEMAYHY JIEKaPCTBEHH NPOAYKTa ¢ JOMBABALL C€
MeXaHH3bMHa JecTBHe 3a noaoOpABaHe Ha rMUKEMUYHMA KOHTPOJ ITPH NAaUMeHTH ¢ quabet Tan 2
CHTATIINIITHH XHAPOXJIopHA, aunerntuaun nernrruaasza 4 (DPP-4) uaxnburop u MeTGoOpMHHOB
XMAPOXJIOpH, IPEACTABHTEN Ha KiIaca Ha OMrBaHHAHAHHUTE,

CHTarmunTHH

Mexanuswm Ha Oelicmaue

CHTArmMOTHH XUAPOXIOPH] € NEPOpaATHO AKTHBCH, MOIIEH H BHCOKOCEIEKTHBEH HHXHOUTOP Ha
eH3HMa aunentuaun nenruaasa 4 (DPP-4) 3a neuenne Ha nuader tun 2. Uuxuburopurte Ha DPP-4 ca
K/ac BelllecTBa, KOMTO AEefCTBAT KaTO €HXaHCEepH Ha HHKpETHH. Upes uaxubupane Ha eHsuMa DPP-4,
CHTArIJTMITHH NOBHILABA HUBATA HA IB3 H3BECTHU AKTUBHH MHKPETHH XOpPMOHA, MNIOKArOH-NoA0OHMA
nentua-1 (GLP-1) u rmoko3a-3aBHCHMHAA HHCyaMHOoTponeH nonunentua (GIP). Unkperurure ca yacr
OT €HIOTEHHA CHCTEMA, YIacTBalla BLB (PH3HOIONMYHATA peryaliia Ha IMOK0o3HaTa XOMEeoCTasa.
KoraTo KOHIIeHTpalMUTE HA KPbBHATA 3aXap ¢a HOpMaTHHM wi noBrweHH, GLP-1 n GIP 3acwisar
CHHTE32 B 0CBOOOXKIABAHETO HA HHCYJIUH OT NaHKpeaTH4HUTE Oera-KkieTku. OceeH Toea, GLP-1
HaMalABa CEKpellUATa Ha IMTIOKATOH OT NaHKpeaTUMHHTE anda KIEeTKH, BOACHKH 10 HAMANIEHO
MPOM3BOACTBO Ha YepHOApoOHa rimoko3a. Korato HMBaTa Ha ITIOK03a B KPBBTA €4 HHCKH,
ocBOOOKIABAHETO HA HHCYNIHH HE CE€ CTHMYJIMpa H CEKpEelMATa Ha NMOKAroH He ¢ NOTHCKA.
CHTarnMnTHH € MOHIEH ¥ BUCOKO CeleKTHREeH HHXNONTOP Ha eH3uMa DPP-4 u He nuxubupa cxoauure
no ¢TpykTypa e3auMH DPP-8 unu DPP-9 B TepaneBTHYHH KOHUEHTpAUWH. CHTArIHIITHH Ce
pasjiAvyaBa o XMMIIHA CTPYKTYpa ¥ ¢apMakoIorHdHo AeAcTeHE OT aHanosute Ha GLP-1, uHcymuH,
CYHPOHWTYPEHHO NPOH3IBOAHO WK METIHTHHUAM, OUrBaHUAHHM, arOHHCTH HA AKTUBHPaHHA OT
nepokcuzoM nponudeparopa rama-peuentop (PPARY), anda-rimoko3sunasiHy UHXHOUTOPH U aHANO3IN
Ha aMWTHH.

Ilpn AByAHEBHO NMPOYYRAHE HA 3APABU YYACTHULIM, CHTarAHNITHH, MPWIOXKEH CAMOCTOATENHO,
nopuinaea akTuBHaTa GLP-1 koHIleHTpalHs, 10KaTO MeTQOPMHH TPHIOXKEH CAMOCTONTEITHO,
MOBHILABA akTUBHATA H oOmara GLP-1 koHueHTpalua B cXoHa cTenedH. EAHOBpeMeHHOTO Npuiaraxe
Ha CHTANIMIITHH K MeT(hopMiHE HMa aIlHTHBEH edekT BbpXy akTHBHaTa GLP-1 koHHEeHTpanms.
CHTarnumrHH, 3a pa3smka oT MeT(hopMHH, nosAinaBa akTuBHaTa GIP koHueHTpauua.

Knunuuna echuxacnocm u bezonacnocm
KaTo 1ano, CHTarisnTHH noaoOpABa FIIMKEMHIHHAA KOHTPON, KOT4ATO CE H3MOI3Ba KATO CAMOCTOATE/IHO
WIH KOMORHHApaHO JieYeHHe NPH BH3PACTHH NalHEeHTH ¢ Anaber i 2.

HPH KIIHHHU'YHH H3IIMTBAHUA, CHTArIHIITHH KaTO MOHOTEpAalInuAa nnnuﬁpaﬂa [MTHKCMHYHHA KOHTPOJI

ype3 3HAYUTENHO HaMalleHUe Ha XeMornoOuH A . (HbA,:) H rmoko3aTa Ha rMagHoO M CJIEA XpaHeHe.
HamaneHnneTo Ha IU1a3MeHaTa rimoko3a Ha rnaaHo (FPG) e vabmoparaso Ha 3-ta ceAMHLA, ITHPBATA

BpeMeBa TouKa, B koATo € uaMmepera FPG. HabmopapanaTta yectoTa Ha XMNOFAHKEMHUS NTPH NALMEHTH,
JIEKYBaHH ChC CHTArNIMNTHH € NOoA0oOHa ¢ Ta3y NpH Inauebo. TenecHOTo Terno He ¢e € YBeNUIWIo
CIIPAMO M3XOAHHMTE CTOHHOCTH NPH Ne4YeHHe cbe cuTarnunTHd. HabmonasaHo e nopobpenne Ha
CYpOraTHHTE MapkepH Ha QyYHKUHMOHApaHe Ha Oera-kneTkure, B Toba yncao HOMA-B (Xomeocrazen
MOJIeN 3a OLEHKa-[}), ChOTHOIEHHETO Ha MPOHHCYIHH KbM HHCYJIHH M MOKa3aTeNIHTE 32 peaKTHBHOCT
Ha OeTa-KIeTKRTE IPH TECTA 3a TONEPAHTHOCT NPH Y€CTO AaBaHE Ha XpaHa.

[lpoyaBaHHa chbC CHTArTUIITUH B KOMOHHAMA ¢ MeTHOpMHH
[Tpu 24-ceaMuaHo rU1aue60-KOHTPOSUPAHO KIHHAYHO MPOYYBAHE 32 ONEHKA HA eMKacHOCTTA H

6ezonacHocTTa NpH A00aBgHe Ha CHTArMIITHH 100 mg BeAHBK JHEBHO KBM CBILECTBY BAILO JICYEHHE
¢ MeTPOPMHH, CUTATTIMNITHH OCHTYPABA 3HAYHTEIHO MOJ00peHNE HAa INIHKEMHUHHTE NapaMeTpH B

cpaBHeHHE ¢ Maledo. IIpoManaTa cNpsMO H3XOQHHTE CTOKHOCTH HA TENECHOTO TErno € noaobHa npu
NALWEHTH, IEKyBaHHY CbC CHTArMHNTHH cnpaMo mnauedo. [Ipu Tosa npoyusane uma nofobHa YecTora
Ha CJTYYaH Ha XHMOIIMKeMHUsa NPH MAaLMEHTH, NeKYBaHH ChC CHTArNIMITTHH WK Nna1edo.

ITpn 24-ceamuuHo IaLebo-KOHTpONHpPaHO GaKTOPATHO MPOYYBAHE HA HAYAIHO neqg

curarunTHH 50 mg ABa MBTH AHeBHO B KOMOHHa1 A ¢ MeTdopMuH (500 mg unm 1

AHEBHO) C€ MOCTHIa 3HAYMUTENHO MOACOPEHHe Ha IMUKEMUYHUTE NapaMeTpH B cpag
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MOHoTepanud. HaManeHHeTo Ha TeeCHOTOo Ter1o Npu KOMOHHALMATA CHTATJIUNTHH 1 METHOPMHH €
roAo6HO Ha ToBa HabmoAaBaHO NMPH MET(HOPMHH CAMOCTOATENHO WIH Maledo; HAMA MPOMAHA
CIIPAMO H3XOOHKTE CTOHHOCTH IPH NAUMEHTH Ha CHTArJIMIITHH CaMOCTORTETHO, YecToTaTa Ha
XMIOTTIMKEMHA € noaobHa cpeA NeKyBaHHTE rPYIM.

IMpoyuBaHe CbC CHTAIIHNTHH B KOMOWHaLKA ¢ MeTGOPMHH H cyJidoH HHO MPOU3BOAHO
24-ceaMHYHO IU1aUE00-KOHTPOJIHPAHO KINHUYHO MNPOYyYBaHe € MNTAHUPAHO Aa OLICHH €¢(PHKACHOCTTA
besonmacHoCTTa HA cuTaraunTHH (100 mg BeANsXK AHEBHO) NpubaBeH KbM rMHUMENHPHA
(caMoCTOATENHO HIH B KOMOHHaWMA ¢ MeTdpopMuH). obaBaHeTo Ha CHTATIIHNITHH KbM FHMMENHPHT B
MeT(OPMHH, OCHTYpPABA 3HAYUTEIIHO NoJoOpeHHe Ha IMMKeMUYHMTe napaMeTpH. [TaunenTHTe,
NIEKyBaHH ChC CHTAIJMITHH HMAT cnabo NMoBHILIEHHE Ha TenecHoTo Terno (+1,1 kg) B cpasHeHue ¢
T€3M, NOJyYaBalu rnaueoo.

I1 BaHE ChC JUNTHH B KoMOKUHauNg ¢ MeThopMuH # PPARY aroHucT

26-cenMHIHO TWIaNe00-KOHTPOMHPAHO NPOYYBaHe € MPEHAIHAYSHO Ja OLiEHH e(PHKAaCHOCTTa M
OesonacHocTTa Ha CHTarnunTHH (100 mg BenHbX AHEBHO), nobaBeH KbM KOMOHHALMA Ha
NHOTNKTA30H K MeTQopMHH. JlobaBAHeTO HAa CHTArNTMIITHH KHM NHOMIUTA30H U METHOPMHH,
OCHIYpABa 3HAYHTENHHM NOOOOPEHNA Ha IVIMKEMHYHHTE napaMeTpH. [IpoMaHaTa B T€NeCHOTO Terjo ot
H3XOTHO HHMBO € MofoOHa HAa Ta3H NPH NALMEHTH, JIEKYBaHH CHC CHTATTIMIITHH, B CPABHEHHE ¢
nrauebo. HecroTaTa Ha XHITOrAMKEMHA CBIIO € NOLOOHA NPH NMALMEHTUTE, JIEKYBAaHH Ch¢ CHTATJTANTHH
Wi rnanedo.

IlpoyuBaHe HA CHTATJIMNTHH B KOMOHHALMS ¢ METQOPMHH H HHCYNIHH

24-cenMu4HO Mnanedo-KOHTPOINPaHO KIMHHYHO MPOYYBaHE € NpeHa3HaueHo a OLCHH
edexTuBHOCTTA M Oe3onacHOCTTa HA CHTArIUNTHH (100 mg BeaHbK AHEBHO) A00aBEH KBM HHCYJIHH
(nmpu crabuina no3a 3a Hait-Manko 10 ceaMuun) cee win 6e3 MeTdopMuH (Hakt-Manko 1500 mg). INpu
nalMeHTH, MpHEMALIlH NPEABAPUTEIIHO CMECEH HHCYJIHH, CpeiHaTa AHeBHA fo3a ¢ 70,9 U/anesno. ITpu
MAaOHEHTH, TPHEMAIIH HE CMECEH MPEABApUTENHO (MEXIHHEH/ TPOABILKHTENHOASHCTRALL) HHCYIHH,
cpeaHaTa AHEeBHa 0o03a € 44,3 U/nuesno. MaHuute ot 73 % oT nauueHTHTS, KOUTO Ca NPHEMAIH
MeT(OopMHH, ca npeacraseHn B Tabnuua 2. [flo6aBaHeTO Ha CHTarIMITHH KbM HHCYJIMH OCHTYPSBa
3SHAYHTENHO MOACOPEHHE Ha rITUKeMHEHHTE napameTpH. Hama 3HauMTenHA MPOMAHA B TEIECHOTO
TErJI0 OT H3XOAHOTO HUBO B ABETE I'PYIIN.

Tabauna 2: Peayararn 3a HbA, npa ni1ane6o-koBTpoBpaHE NPOYUBAHAY ¢ KOMONHAPARO
JledeHEe ¢hC CHTAIVIHNTHH A MeTdopmun*

crugnp :ﬂ:: Cpeana :Cﬁupnrnpaﬂa, CHpEMO
npoMAHA cnpAMO | naamebo, cpegna NpoMAHRA HA
lpoyasane ::B?;;JT: H3X0JHO HHBO HbA,;. (%)
(%) HbA,. (%) (95 % CI)

Curarnuntun 100 mg
BeAHBXK AHEBHO, 100aBeH 07H
kbM $OHOBA Tepanna ¢ 8,0 0,71 (-0 g 0 5)
METPOPMHH' o
(N=453)
CutarmunTiH 100 mg
BEAHBX JHEBHO, 100aBeH
KbM (OHOBA TEpanuy ¢ 23 0.6" -0,9t1
FIMMENUPUE + ’ ’ (-1,1,-0,7)
MeT(POPMHH'’
(N=115)
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Crrarmuntus 100 mg
BEAHBXK AHEBHO, 100aBeH
KbpM GOHOBA TepaIHA ¢ 8,8 -1,2¢ -0, 7h
MAOTTUTAa30H + (-1,0, - 0,5)
MeTHOpMHH]
(N=152)
Cutarnuntud 100 mg
BeAHDXK RHEBHO, 100aBeH -0,55%
KbM $OHOBA Tepanus ¢ 8,7 -0,7¢ (-0,7,-0,4)
HHCYJIRH + MeTQOPMHH
(N=223)

Hauanro neueHue (nba
ThTH AHEBHO) LM
cHTArnuITHH 50 mg + 8,8 -1,47 -1 8, 13)
meTdopmuH 500 mg 05 75

| (N=183) _
Hauanmro negdenune (aBa
NBTH OHEBHO) 112
cutarmunTuH 50 mg + 8,8 -1,9¢ (2 3* 18)
meTdopMuH 1000 mg St
(N=178)

* [lomynatMaATa OT BCHYKH JICKYBaHM DAIHCHTH (intention-to-treat AHANM3),

! Hali-Mankmrre cpe/IHH KBAAPATH Ca KOPHTMPAHHE CTIPAMO CTaTyca MpH NPEXOHOTO eUeHHE 3a IMHKeMUIeH KOHTpO

H CTOHHOCTTA Ha W3XOAHO HHBO.

1 p<0.001 B cpassenne ¢ mwiane6o wix nianeto + kOMOHHHPAHO eYeHHE.

‘HbAc (%) Ha 24-Ta ceqMHila

YHbAi: (%) na 26-Ta ceaMHLA

{ Hait-MankuTe cpeaHH KBaIPaTH Ca KOPHTHPaHH 32 yioTpe(ara Ha HHCYITHH TIpH BH3HTA | (ApeARapHTENHO CMECEH CpelTy
HECMECEH NPCABAPHTENHO [MEXKIMHCH HWIH NpOLIKATEHoAeHCTBAIL]) H H3X0AHA CTOHHOCT.

[Mpu 52-cepMH4YHO NMpoyYBaHe, CPABHABALIO ¢PUKACHOCTTA H 6e30nacHOCTTa NpH A00aBAHE Ha
cutarmunTud 100 mg BegHsk AHEBHO WIH rITANA3ZUA (CyTPOHWIYpeitHO MPOU3BOAHO) NPH NALMEHTH
¢ HeJIOCTAaThYeH IITHKeMHUIeH KOHTPON NMPH MOHOTEpanusA ¢ MeT(OPMHH, CHTaIJIMNITHH € NoaoO¢H Ha
CTHNA3HA TpH NnoHuxaBaHeTo Ha HbA . (-0,7 % cpenna npoMsHa CIpaMO M3XOAHHMTE CTOHHOCTH ITPE3
ceaMHLa 52, cb¢ cpeaHa crolHocT Ha HbA . o1 mpubaunsnrento 7,5 % B neere rpynu). Cpeanara
n03a TIIMIH3NA H3M0JI3BaHa B rpynara 3a cpaBHeHHe € 10 mg aHeBHO kaTo npubdnusutento 40 % ot
NalMeHTHTE Ce HYXMAAT OT /1033 IMTUNH3KA < 5 mg/IHeBHO 0 BpeMe Ha mpoy4yBaHero. Ofaqe, mopeve
NanyeHTH OT FPYIIaTa Ha CHTATJIHTITHH €a NPEKbCHAIM NOpaau JMica Ha epHKacHOCT, OTKOJIKOTO B
rpynarta Ha rmunusui. [TaumeHTHTE JIEKYBaHH ChC CHTArNIMIITHH NOKA3BAT 3HAYHTENHO CPEAHO
NMOHMKEHHE CIPAMO M3XOAHUTE CTOMHOCTH Ha TesiecHoTO Terno (-1,5 kg) B cpaBHeHME CBC
3HAYMTENHO MOKAYBaHe HA TErJIOTO NMPH NalHeHTH nodydyaBany ravnusun (+1,1 kg). B ToBa
Npoy4yBaHe, OTHOLIEHHETO MPOUHCYNTHH KbM HHCYJIHH, MapKep 3a ¢(peKTHBHOCTTA HA HHCYJITMHOBHA
CHHTE3 H 0¢B0oDOXKNaBaHe, ce MoAoOpABa ChC CHTATIIMITTHH M CE BIIOIIABA [P NEYEHHE C INTHITH3HAL.
YecToTaTa Ha XMNOTJIMKEMMA B rpynaTta Ha cararnunTtiH (4,9 %) e 3HaUUTENHO MO-HUCKA OT Ta3H B
rpynara Ha raanusun (32,0 %).

24-ceAMuuHO 1NaLe60-KOHTPOJIHPAHO KIHHHYHO MPOYYBaHE, BKIKYBAMO 660 naumeHTH ¢
ApeaHa3HA4YEHO Aa OleHH epMKacHOCTTa BOACIIA 10 HAMAJIABAHE HA HHCYJIHHOBHTE A03H H
6e3onacHocTTa Ha cHTarTunTHH (100 mg BeaHbx AHEBHO), kOraTo € MpubaBeH KbM HHCYJIUH MNMapXUH
che Wiy 6e3 merdgopmuH (moHe | 500 mg) nmo Bpeme Ha HHTEH3H(PHLMPAHETO Ha MHCYTWHOBATA
TepanuA. [Ipy nalMeHTH, MpHeMalny MeTGOpMHH, H3XoAHaTa CTOHHOCT Ha HbA . ¢ 8,70 % u
HadajiHaTa A03a MHCYIHH € 37 IU/anrerno. ITauHeHTHUTE Ca MHCTPYKTHPAHU Na THTPHUPAT TAXHATA 4034
HHCY/THH IIap>XHH Bb3 OCHOBA HA CTOMHOCTHTE Ha KPhBHATA 3aXap Ha MN1aAHO, M3MEPEeHH Ype3 KpbBEH
TecT ¢ yOoxaane Ha npbcTa. [IpH naumeHTHTE, NMpHEMalny MeThopMHH, Ha 24-Ta ceaAMHULa,
YBEITHYaBaHETO Ha JHEBHATA 033 HHCYJIHHE € 19 [U/aHeBHO npu nauMeHTH, 1eKyBaHK ChC
cutarnunTHH 1 24 [U/anesno npu nauueHTH Ha mnatedo. [Tonkaranero Ha HbA | npu nauueHTH,
NeKyBaHH ChC CHTArJIMIITHH, MeTQOPMHUH U HHCYNHH € -1,35 % B cpasHenue ¢ -0,90 % 3
nexKysaHH ¢ rwiauefo, MeTpopMHH H HHCYNIHH, paznuxa o1 -0,45 % [95 % Cl: -0,62; -
Ha XUNOrauKeMus € 24,9 % npH nauMenTH, JISKYBaHU CbC CUTATTTMIITHH, METQOpPM
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37,8 % npH NaLMeHTH, IEKYBaHH ¢ nanebo, MeTHOpPMHH U RHCYNTHH. Pa3znukara ¢e Ab/DKH OCHOBHO
Ha TIO-BHCOKHA NPOLICHT NAILlMEHTH B IpynaTa Ha mwiaueo, H3MUTANH 3 WIH NOBEYE €MU30Ia Ha
xunornukeMun (9,1 cmpamo 19,8 %). Hama pa3nuka B 4eCTOTATa Ha TEXKKa XHIIOTITHKEMHA,

Metdopmun

Mexanuzwm na deticmaue

MetdopMuH e GUrBaHKUONH ¢ AHTHXHANEPrIHKEMHYEH edeKT, NOHKaBal KakTo 6a3anHara, Taka H
IJ1a3sMeHaTa rJIoKo3a cnen xpaHese. Tofi He CTUMYNMpa HHCYJIMHOBATa CEKPELIMA U CIEAOBATEIHO HE
NpelH3BHKa XUNOTITHKEMHA,

MeTtgopMHH MOXe Oa AEHCTBA 110 TPH MEXaHHW3IMa!

- ype3 HaMaJUiBaHe MPOAYKUMATA Ha YepHOAPOOHA MNTIOKO3a Upe3 HHXUOHpaHe Ha
[MIOKOHEOTeHe3aTa M TIIHKOreHOJIM3ATA,

- B MYCKYJIHTE, Upe3 YMEpPEHO MOBHINABaHE HA HHCYJIHHOBATA TYBCTBHTEIHOCT, OA0o0paBaikn
nepuepHOTO NOSMaHe H YCBOABAHE Ha [IIOKO34a,

- ypes 3a0assiHe Ha abcopOIunATa Ha IIIOKO3a B TBHKUTE Yepaa.

MeTdopMHH CTHMYTHPA BETPEKIEThYHNA CHHTE3 Ha INIMKOTEH Ype3 BE3ACHCTBHE BbPXY IITHKOreH
cMHTeTa3aTa. MerhopMHAH NOBHINABA TPAHCIIOPTHHA KaNalUMTET Ha cieliMPHYHHN THIIOBE MeMOpaHHH

TpaHcnoptepH Ha rmoxo3ara (GLUT-1 n GLUT-4).

Knunuuna egpuxacriocm u besonacnocm

[Ipu xopaTa, HE3aBHCHMO OT AEHCTBHETO CH BBPXY MTHKEMUATA, METHOPMHH UMA ONaronpHATHH
edexTH BEPXY NUNUAHKA MeTaboni3bM. ToBa ce AJoKa3Ba NIPH TEpaNleBTHIHH KOHLICHTPALIMH B
KOHTPONHPAHH KITHHUYHH NIPOYUBAHMA ChC CPEIHA NPOIB/DKMTENTHOCT WIH ALITOCPOYHH KIMHUYHH
Npoy4YBaHNA: MeTGOPMHH HaMamABa o61nua xonectepon, LDLc ¥ HMBaTa Ha TPUTITHLIEPHINTE.

IpocnexkTusHoTO panaoMusupado (UKPDS) npoyuBane € yCTaHOBHNO OBJITOCPOUHATA 10138 OT
MHTEH3WBHHA KOHTPOJ HAa KPbBHATZ 3axap NpH Auabet THN 2. AHANMHIBT Ha PE3YATATHTE NPH
NalMeHTHTE ¢ HAAHOPMEHO TErJo, JIEKYBAHH ¢ METQOPMHEH clell HeycneX ¢ AHeTa CAMOCTOATEITHO
NoKa3Bar:
- IHAYHTENHO HaMalleHNe Ha aOCOMOTHUA PHCK HA CBBLP3aHHUTE ¢ AMadeTa ycnokHeHHUs B rpynara
Ha meThopmuH (29,8 ceOnTHA/ 1 000 naLpeHTOroAUHH) CTIPAMO JHETA CAMOCTOATEITHO
(43,3 cp6rTHA/ 1000 maumerToroaunn), p=0,0023 u cnpamMo rpynure Ha KOMOHHALMA CBC
cyibOHMTYpeiiHO MPOH3BOAHO U MoHOTepanua ¢ uHcynuH (40,1 ceburua/l 000
nauueHroroaunny), p=0,0034
- 3HAYHTENTHO HaMaNieHHe Ha aGCOMOTHUE PUCK OT CBBP3aHaTa ¢ XHAbeT CMBPTHOCT: METPOPMHH
7.5 cpOuTia/ 1000 nanweHTOrOAMHY, AHETA CAMOCTOATENIHO
12,7 cubutus/1000 naunenroroaunn, p=0,017
- 3HAYHUTEJIHO HaMalleHHe Ha aDCOMOTHHMA PHCK OT 061nara CMBPTHOCT: METQOPMHH
13,5 cebuTus/ 1000 NauMeHTOrOOMHHE CIIpAMO JIHETA CAMOCTOATENHO
20,6 cr6uTua/ 1000 naumerroroaunu, (p=0,011) u cnpamo rpynure koMOMHUpaHa
cyiboHINYpefiHO MPOH3BOAHO H MOHOTEPANKA ¢ HHCYNHH 18,9 cubutnia/1 000
nawugeHToroanun (p=0,021)
- 3HAYMTENIHO HaMaNleHHe Ha abCOMOTHHUA PUCK OT MHOKapieH HH(APKT: METQPOPMHH
11 cp6uTHa/ 1000 naumeHTOrOoAMHM, JHETA CAMOCTOATENTHO
18 cOuTia/ 1000 naumenroroauuy, (p=0,01).

TECOS e pannommsupaHo npoyupane mpu 14 671 naigienT! B intention-to-treat nomyJayguATa ¢
HbA . = 6,5 no 8,0 %, ¢ ycTaHOBEHO CBPAEYHO-CBAOBO 3a00NABaHEe, KOMTO NOMYYABAT CHTAITUITHH
(7 332) 100 mg auesHo (mnu 50 mg AHEBHO, ako HM3XOAHHTE cTOHHOCTH Ha €GFR ca> 30 u

< 50 ml/mun/1,73 m?) win nnanebo (7 339), nobaBeun KbM 0OHRAMHUTE IPHXXH CHITIACHO MECTHHTE
crangapty 3a HbA . u cbpaedHo-cua0BH puckoBH ¢aktoph. [Taumenty ¢ eGFR < 30 ml/Mun/1,73 m?
He ca BIUTIO4EHH B nIpoyuBaHeTo. U3cnenranarta momynanus Bknovba 2004 nauueATH Ha BB3pacT

> 75 roguuu ¥ 3 324 nauuenTr ¢ 6x6peuno yepexaane (eGFR < 60 ml/mMun/1,73 m?). -

ITo BpeMe Ha npoy4BaHeTo, o0lNaTa U34UCNeHa cpeaHa pasnuka (SD) B croin
rpyINMTE Ha CHTArNMANTHH | wauebo e 0,29 % (0,01), 95 % CI1(-0,32, -0,27); p <
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[TnperaHaTa KpaiiHa TO9Ka 1O OTHOIIEHHE Ha CHPASYHO-CHAOBATA CHCTEMA € ChCTaBHA OT IThpBaTa
NosBa Ha ChPJAEIHO-CHI0Ba CMBPT, HeaTaieH MHOKapaeH HHPapKT, HeaTaneH HHCYAT WIH
XOCTIMTANH3ALUA Mopanyn HecTabuwiHa cTeHOKapAnA. BTOpHYHMTE KpafiHH TOUKH MO OTHOILIEHHE HA
CBpPAECYHO-CBHAOBATA CHCTEMA BKJIIOMBAT IThPBaTa 0ABA Ha ChPAEYHO-CBbI0OBA CMBPT, HedaTaneH
MHOKapaeH HHapKkT win HedaTaneH HHCYNT; MBPBATA MOABA HA HHAWBHYAHHTE KOMIOHEHTH Ha
MBPBHYHATA ChCTABHA; 001Ia CMBPTHOCT H XOCIIHTA/IH3aLMK NIOpaJdH 3acTOMHA ChpACUHa
HEZOCTAaThYHOCT.

Cnen npocnensgsaHe ¢ MeAUaHa Ha MPOABDKUTENHOCT OT 3 FOAMHM, CHTATJIMIITHH HE NOBHLIABA PHCKA
OT IoJIeMH HEXENAHH ChPACYHO-ChAOBU CHOHTHA WIH PHCKA OT XOCIHTAJIH3ALMA TIOPaaAHU ChpAeYHa
HEAOCTATRMHOCT, KOraTo ¢e nobapsa KbM oOHuafiHuTe IPUKH NPH NaLMEHTH ¢ JuabeT THI 2 B
cpaBHEHHUe ¢ oOMuaiiHuTe rprku 6e3 curarmunTyH (Tabnuua 3).

Tabaana 3: Yecrorn Ba kKoMOBBRPARA CHLPAECIHO-CHAOBH PE3YATATH H HA KJII090BH BTOPHYHA
pe3yATATH

Ceraraanras 100 mg ILnanebo ‘
Hecrora HecToTa
HA H
100 paus 100 naun | KocdrumenT Ha p-
CHTOroAN ¢HTOrOAH pucka cTolinoc
_ _ a* N(%) | mm* (95% CI) v’
Auaam B Intention-to-Treat monyaauuaTa
bpoil naneesTH 7332 7339
I[IupBEYAA CLCTABHA KPaliHa
TOUKA
{CrppacuHO-CLAOBA CMLPT,
HedaTancH MHOKApACH HHPapKT,
HedaTaneH HHCYAT WITH
XOCTIHTAIH3aNM, NOpaIH
HeCTabHIHE CTEHOKApaKs ) l 839(11,4) 4,1 851 (1 I,Q_l 4.2 | 0,98 (0,89-1,08) <(0,001
Bropruna cbCTABHA Kpakina
TOUKA
' (Cepacdno-CHIOBA CMEPT, |
HedaraneH MHOKAPACH AH(AapKT |
HJTH HedaTancH HRCYIIT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) | <0,001
BTopsutH pe3yaTar
!
Copac9Ho-CBACBE CMD |
. i 380 (5,2) | 366500 | 17 | 1,03(089-1,19) | 0,711
Beaxakbs B MHOKapACH |
HHPApKT (aTancH i Hedatanen) | 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
e S ——— R — — . —re—
Beaxaxne Bua uucynT (pataneH |

| H HejaTareH) 178 (2,.4) 183 (2,5) 0,97 (0,79-1,19) 0,760

l XOoCImHTATH3AlAA NOpasH

| HecrabuiHa cTeHokapImid 116 (1,6) 129 (1,8) 0.90 (0,70-1,16) | 0419
CMBPT HOpAIH BCAKAKEA - __:
NpHYHHA 547 (7.5) 537(7,3) 1,01 {0,90-1,1

16




Coraranntaa 100 mg Inanebo
T 71
QecTOTA JecToTa
na HA
100 nanu 100 nagu | KoepnuuenT ua
tHTOTOAR CHTOIGAH pHcKa
an* N (%) Hu * (95% CI)
Xocnuramsanms, nopais
£10CTATE !
aiinientsited 228 (3,1) 293,) | 1,1 ] 1,00083-120) | 0983

* YectotaTa Ha 100 nammenToroguHe ¢ magrcacHa karo 100 x (obmma Gpo#t naumenTH ¢ > 1 cEO0HTHE N0 BpeMe Ha
AOITYCTHMMA NIEPHOA HA EKCIIO3HIMA cnpaMo ofunid Opofi NalMeHTOroAHHI Ha NMPOCNEasBaHe ).

* B3 ocHoBa Ha MoaeA Ha Cox, cTPATHOHLMPAEH N0 PerHoH. 33 ChCTABHHTE KPANHE TOUKH, P-CTOHHOCTHTE CHOTBETCTBAT Ha
TECT 38 HCHHPEPHOPHOCT, THPCEIN Aa MOKaXE, 1¢ KOSHHUIMEHTLT HA PHCKA € nmo-MamsK oT 1,3. 3a BCHMKRE ApyrH KpaiHH
TOYKM pP-CTOHHOCTHTE CHOTBETCTBAT Ha TECT 38 PANMHAKHTE B KOCDHUACHT Ha pHCKa,

! AHATH3BT Ha XOCHHTAIH3AUMATA MOPaTH ChPACHHA HEAOCTATHIHOCT ¢ KOPHTHpaH 32 AHAMAE3A 38 CHPACTHE

HEJOCTATEYHOCT HA HIXOOHO HHBO.

IlenpnarpuuHa nonya
EBponeiickaTy areHLMA 1O NeKapcTBaTa 0cBo00XKAaBa OT 3allb/DKEHHETO 32 NPEAOCTABAHE Ha

pe3YNTAaTHTE OT NPOYIBAHMATA CHC CHTANTMITTMH-METHOPMHH Tab/ieTKy BHB BCHYKH TOAIPYIH Ha
neauaTpUYHaTa NOMyNalus ¢he¢ 3axapen auaber Tin 2 (Bx. Touka 4.2 3a nHGOpMaLNA OTHOCHO ynoTpeba
B NEANAaTPHATA).

BesonacHocTTa H epUKacHOCTTA NpH AobGaBAHe HA CHTArJIANITHH NPH MeAHATPHYHH MALMEHTH Ha
Bu3pact oT 10 ao 17 rognau ¢ anabeT TMN 2 ¥ HEaACKBATEH IMHKEMHYEH KOHTPON Ha MeT(HOPMHUH, CBC
N 6e3 HHCYNTHH, ca OLIEHEHHU B ABE NMPOYYBAHNA 32 NepHof oT 54 ceamuuu. JJobasaHeTo Ha
CHTATHITHH (IIPUNOXKEH KaTO CHTATTUNTHH+METPOPMHUH WIH CHTArTHIITHH+METdOPMHH C
yasmkeHo ocsoboxaasaHe (XR)) e cpaBHeHo ¢ nobaBarero Ha mianebo kpM MeT(GOPMHH HITH
MeTgopmuH XR.

Maxap H fa ce [eMOHCTPHpa NPEBRB3XOIACTRO MO OTHOLICHUE NMOHIKaBaHeTo Ha HbA | 3a
CHTAVIANTUH+METHOPMHH/ cHTArTUNTHHMeTPopMuH XR Han MerdopMuH Ha ceaMuua 20 npu
CcOOPHHUA aHANH3 OT TE3H JIBE MPOYYBAHMA, PE3YTATHTE OT OTAETHHTE NMPOYYBAHHA Ca HECHBMECTHMH.
OcseH TOBa, He ce HaOMmoaaBa MO-BHCOKA ePAKACHOCT HA CHTANTMITTHHMETHOPMHUH/
curarnuntuHtmergopmuH XR B cpaBHenHe ¢ MeTdhopMMH Ha ceamuna 54. CnenosatrenHo, Curaben
Mer He TpAOBa Aa Ce H3MOo3Ba NPH NEAUATPHYHH NalMEHTH Ha BB3pacT ot 10 a0 17 ronusn nopaau
HeaoCTaThuHa epUKACHOCT (BXK. TouKa 4.2 3a HHPOpMaLHMA OTHOCHO ynorpeba B meAHaTpHATA).

5.2 DapMakOKBHETHYHH CBOHCTBA

Curaben Met

[IpoyupanusaTa 3a OMOEKBHBANEHTHOCT npH 3 paBH Y4aCTHHLH [MOKa3BaT, ge
CHTaITAIITHH/METQOPMHHOB  XMAPOXJIOpH) KoMOHMHHMpanu TabineTku ca OMOEKBHBaJIEHTHH Ha
€IHOBPEMEHHOTO MPHIOKEHUE HA CHTAIVIMIITHH XHIPOXJIOPH] 4 MeTHOPMHHOB XHIAPOXIIOPHA KaTo
OTHETHH TabJEeTKH.

CnegHure JaHHHM NOKa3BaT (papMaKOKHHETHIHHTE CBOHCTRA HA OTETHUTE AKTHBHH BELIECTRA Ha
Curaben Mer.

CHTArIMNnTHH
Abcopbyus

Crnen nepopanHo nNpanoxense Ha Ao3a 100 mg Ha 3apaBA y9acTHHIM, CHTATIMNTHH OBp3
abcopbupa, ¢ gocTHraHe Ha MUKOBHU IUTa3MEHU KOHUEHTpaln (MearaHa Tue:) | 1o 4
PIIOXKEHHETO, CpeaHa miasMeda AUC Ha curarmunTiH 8,52 uMehr, Cinyx 950 nM
OMOHAMTUYHOCT Ha CHTArMMNTHH € npubnnsnrtenHo 87 %. Twii kaTo MpHeMaHeTo
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¢IHOBpPEMEHHO ¢ 60rara Ha Ma3HHHH XpaHa He MOBNHABA PapMaKOKMHETHKATA, CHTATTHIITHH MOXE J1a
Ce npunara cb¢ Win 6e3 xpaHa.

[Inasmenata AUC Ha CHTArJIMIITHH €€ OBHLIABA [0 J03a MPONOPLMOHANneH Ha4MH, J{o3a-
IPONOPLHOHATHOCT HE € YCTAHOBEHA 34 Cmax M C24asea {Cimax C€ MOBHILIABA NOBEYE OT A03a-
IIPONIOPLHOHAIIHO, 8 C24usca CC YBEJIMYABA [T0-MANKO OT A03a-NPONOPUHOHANHO).

Pasnpedenenue

CpeaHuat obeM Ha pasnipeicieHHe B CTAUOHAPHO CHCTOAHME CIIE/l €AHOKPaTHA HHTPABEHO3HO
npunoxeHa no3a or 100 mg cUTarnANTUH Ha 3APaBH YIACTHHLUH € mpubnusutenyo 198 nurpa.
DpaKxiUaATa CHTAJIMOTHH 00PATHMO CBBpP3aHa ¢ TUTA3MEHNTE MPOTEHHH € HHcKa (38 %).

Buompancgopmayus
CHTarJIMNTHH e eNTHMHHHPA OCHOBHO HEMPOMEHEH ¢ YPHHATA, A META0OIH3MBT € BTOPOCTENCHEH
meT. [Ipubnusutentno 79 % OT CHTAr/TMIITHH Ce €KCKPETHPA HETTPOMEHEH B YPHHATA.

Cnen nepopanta 032 [*ClcHrariAmmyH, puONu3uTeHe 16 % OT PaAMOAKTHBHOCTTA ¢€ EKCKPETHPA
KAaTO MeTabONMHTH Ha caTarmunTHH, Ha HHBO clie Ca YCTAHOBEHH LIECT META0ONNTA, KOHTO HE Ce
O4YaKBa Ja JONPHHACAT 3a IUTasMeHata DPP4 uHxXubHTOpHa aKTHBHOCT Ha CHTArTHNTHH. In vitro
NpoYYBaHHUATa [MOKA3BaT, Y€ OCHOBHHMAT €H3HM, OTTOBOPEH 3a OrpaHHYCHHA MeTaboNnU3BM Ha
curtarnuntil € CYP3 A4, ¢ yyactuero n Ha CYP2CR.

In vitro NaHHUTE NMOKA3BAT, Ue CHTATIIHNITHH He ¢ HHXHOUTOp Ha CYP n3oeHsumute CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u ve ¢ nHaykrop Ha CYP3A4 u CYP1A2.

Enumunupane

Cren nmpunoxeHne Ha nepopanya q03a [*C]cuTarmunTiH Ha 34paBH YYacTHHLH, IIpHONM3HTENTHO
100 % oT npHnoxeHaTa pAiMOAKTHBHOCT ¢¢ eTMMEHHPA ¢ dexamuure (13 %) unu ypurara (87 %) no
exHa ceAMULIA Cliel MPWIOKEHHETO Ha ao3ata. [ IpnBMaAHUAT KpaeH t12 cnea 100 mg nepopanna no3a
CHTArnunTHH € npubnmaurenyo 12,4 yaca. CHTArNIMNTHH €€ HATPYMNBA CAMO MHHHMMAJIHO NPY
MHOTOKPATHO NMpHiarane, bsOpeanuaT xupsHC ¢ npubnusurenno 350 ml/mun.

ETMMHUHHPAHETO HA CHTAIVIMIITUH CTaBa OCHOBHO 4pe3 0LOpeuHa exCcKpelns U BKIIOYBA aKTUBHA
TyOynna cexpelms. CHTarTHIITUH € cyOCTpaT Ha YOBEIIKN OpTaHHYeH aHHOHEH TPaHCIopTep -3
(hOAT-3), xoiiTo MOxxe OH yuacTBa B Op0pevHOTO eJIMMHHUpPAaHE Ha CHTArMUNTHH., KNMHAHHYHOTO
3HayeHne Ha hOAT-3 B TpaHCOpTa Ha CHTArIMIITHH HE € YcTaHOBeHO, CHTArMUITHH ¢ cyOCTpaT U Ha
p-TBKONPOTEHH, KOHTO MOXKe OH y4acTBa H B METUHUPAHETO Ha 6LOPEdIHOTO eNTMMIHHpAHE Ha
CHTArNMATHH. B CBILOTO BpeMe LHKIOCNIOPHH, €AHH P-TIMKONPOTEHH HHXHOMTOD, He HaManiasa
OROpedHHs KITHPBHC HA CHTArNMUIITHH. CHTArMUNTHH He € cybeTpar Ha OCT2 unn OAT1 win PEPT1/2
TpaHcnoptepure. In vitro curarnuntud He notucka OAT3 (IC50=160 uM) wnu p-rnukonpoTenHa (0
250 pM) MepnHpaHHA TPAHCIOPT B TEpaNeBTHYHO pENeBaHTHH IU1a3MeHH KoHUeHTpauuu. [lpn
KIMHUYHO MPOYYBaHE CHTArINIITHH MMa MAITBK €(PEKT BRPXY IUIa3MEHUTE KOHLIEHTPALIMH Ha JUMOKCHH,
KOETO NOKA3Ba, 9¢ CHTArJIMIITHH MoXe Ja ¢ cnab HHXubuTop Ha p-rNMHKONPOTEHH.

Xapaxmepucmuka npu nayuenmume
(PapMaKOKMHETHKATA Ha CHTAITAIITHH € KaTo LSUI0 CXOMHA NMPH 3ApaBH YIACTHHLIH M NMALIHEHTH ¢
nuaber THN 2.

bvbpeuno yepeoicoare
[IpoBeneHO € OTBOPEHO NPOYYBaHE NPH €JHOKPATHO NMPHNOXKEHHUE 33 OLEeHKa Ha (PapMaKOKHHETHKaTa
Ha HaMareHa 1033 CHTAMHITHH (50 mg) MpH NAaLMEeHTH ¢ pa3iiMvHa CTeNEeH Ha XpOHHYHO 6B6pevno
YBpeXKJaHe B CpaBHEHHE CHC 3APaBH KOHTPOIH. [1poyyuBHAETO BKIKOYBA NALMEHTH ¢ 6B0petiHo
YBpeXIaHe B JIEKa, YMEPEHA WIH TEXKa CTENeH, KakTo # nauueHTH ¢ ESRD na xemoaunamusa. OceeH
TOBa, eexTuTe Ha 6BOpeyuHO yBpekaaHe BrpXY PapMaKOKHHETHKATA HA CUTArIMOTHH IPH NALHEHTH ©
nuabet THN 2 ¥ 01LOpeTHO YBpEXKIaHE B NIEKa, YMEPEHA HITH TE€XKKa CTENICH {BKTIOYHTENHO ESRD), ca
OLIEHEHH Ype3 NOMYJIaMOHHH (PapMAKOKHHETHYHH aHANH3H.
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B cpaBHeHME CbC 3ApaBH KOHTPOINH, asMeHaTta AUC Ha CHTar/lIMNTHH ce MOBHLIAaBa NPHONH3HTENHO
1,2 n:TH npH nauMeHTH ¢ 650peuno yepexxaaHe B neka creneH (GFR > 60 no <90 ml/MuH) n
chOTBETHO 1,6 MbTH NMpH NauHeHTH ¢ 6pOpeyHO yBpexkaaHe B yMepena creneH (GFR > 45 no

< 60 ml/MuH). TBil kaTo pa3MepPHT Ha MOBHIIEHHETO HE € KIMHHYHO 3HaYHUM, HE CE€ Hallara KOpUrupaHe
Ha A03aTa [IPH Te3H NALHEHTH.

ITnazmenata AUC Ha CHTarTMNTHH CE NOBHINABA MPHOIH3NTETHO 2 IThTH ITPH NaLMEHTH ¢ 6B6pedHO
yspexaaHe B ymepena creneH (GFR > 30 no < 45 ml/MuH) 4 npubM3NTENHO 4 IThTH MPH NALKEHTH ¢
6B6peuno yepexaaHe B Texkka creneH (GFR < 30 ml/mun), ponoyurenHo nauneHTH ¢ ESRD Ha
xeMoauanu3a. CHTArMUMNTHH ¢ OTCTPaHABa YMEPEHO MpH xemoauanusa (13,5 % 3a 3- go 4-yacoBa
XeMOJIHaJIH3Ha CeCHA 3armo4nalna 4 gaca crell NpIOKEHHETO).

Yeprnodpobro yspeosicoane

He e HeoOxoauMa KOpEKIUA Ha 103aTa CUTAIVINATHH NPH NALMEHTH C JIEKOC WIH YMEPEHO
yepHOApoOHO yBpexaaHre (ckop no Child-Pugh < 9). Hama xNuHUYEH OMHUT NPH MAUKEHTH € TEXKO
uepHOoApoOHO yBpexaane (ckop no Child-Pugh > 9). B cbinoto Bpeme, Thif KaToO CHTaIrTIHNTHH C€
eIMMHHHPA OCHOBHO 4pe3 HL0pelTe, He ce 0YaKBa TEXKOTO HEPHOAPOOHO YBpeXKAaHe Aa MORIHAE
BBhpXY PapMakOXHHETHKATa Ha CUTAIJIMITHH.

Ilayuenmu 6 cmapuecka ev3pacm

He ce Hanara xopexiusa Ha 103aTa B 3aBHCHMOCT OT Rb3pacTTa. B®3 0CHOBa Ha MOMyallMOHEH
¢papMaKOKHHETHYEH aHanNy3 Ha AaHHU oT (Pa3za I u Pasa Il Br3pacTTa He OKa3Ba KIMHWIHO 3HAYHM
edexT BbpXy papMaKOKHHETHKATA Ha CHTArIMNTHH. YYacCTHHUMTE B cTap9ecka Bb3pacT (65 no

80 roxuuu) BMat MpHOIN3ETENHO 19 % MO-BHCOKM INa3MEHH KOHIEHTPALIMH Ha CHTATIITHITTHH B
CpaBHEHKE ¢ NO-MJIaJlH YIaCTHHLIH.

Ileduampuwuna nonyrayus

dDapMakOKHHETHKATA Ha CUTArNTUNTHH (eauHu4Ha no3a 50 mg, 100 mg unu 200 mg) e u3cnenpaya
MpH NeAMaTpHYHH naipeHTH (Ha BB3pact ot 10 go 17 roaunu) ¢ anaber Tun 2. IIpy Ta3n nomynamus,
AUC Ha CHTarIMNTHH B Na3MaTa, KOpurupaHa cupaMo no3ara, ¢ npubnusurento 18 % no-nHcka
OTKOJIKOTO TIPH BL3pacTHH naugreHTH ¢ Auaber TN 2 mpH fo3a 100 mg. He ca npoBexnaus
MPOYYBAHUA CHC CUTATTIHITTHH [TPH NEHATPHMHH NMALKEHTH Ha Bb3pacT < 10 roquHw.

Hpyzu xapaxmepucmuxyu Ha nayuesmume

He ce Hanara xopekLiya Ha /103aTa B 3aBUCHMOCT OT I0J1, paca WiIH HHIOEKC Ha TesecHa Maca (BMI).
Te3sn XapaKTEpHCTHKA HAMAT KITHHHIHO 3HAUMM eeKT BBpXY PapMakOKHHETHKATa HAa CHTarIHATHH
crnopea KOMOHHHpaHHA aHATH3 Ha GapMakOKHHETHYHHTE JaHHH OT Pa3a | ¥ nonynauHoHeH
bapMakOKHHETHYEH aHaNK3 Ha JaHHH oT Pa3a [ u Pa3a II.

MetdopMHH
Abcopbyus

Cnen nepopanHa 103a MeThOPMHH, Trax €€ AOCTHIA 10 2,5 9aca. AGcomoTHaTa OHOHATHMHOCT Ha
Tabnetka meTdopmuH 500 mg e npubnmsutento 50-60 % npu 3apasu yuactHuuy. Cnea nepopanHa
no3a, HeabcopbupaHnaTa Qpakiug, oTkpuTa BEB rekanuure e 20-30 %.

Cnen nepopaneH npueM, abcopbumara Ha MeT(GOPMHMH € HaCHILALIA C€ ¥ HeTbIHA. CMmaTa ce, 1€
(dapMaKOKHHETHKATa Ha abcopbuuata Ha MeThopMHH e HenuHedHa. [Ipu obuyaitay no3mn MeTdhopMuH
¥ JO30BH CXEMH, UTA3MEHHUTE KOHLICHTPALIHHY NPH CTALHOHAPHO CHCTOSHME ce NOCTHTAT B pAMKHTE Ha
24-48 gaca ¥ xato Wwwno ca no-Manko ot | pg/ml. Ipy xoHTponupaHy KIHHUYHH H3NTHTBaHUA,
MAaKCHMAJTHHTE IU1a3MEHH HMRa Ha METHOPMHH (Cmax) HE MpeBMINABAT 5 pug/ml, nopu npu
MaKCHMA/THH [103H.

Xpanata HaMaJsABa CTeneHTa K cnabo 3abapa abcopbimata Ha MeTgopMuH. Crnen MPIIOXKEHHE Ha
no3a ot 850 mg, ce Habmonasa 40 % no-HuUCKa MHKOBA IUTa3MEHa KOHLIEHTpalus, 25 %

KNUHUYHATA 3HAYMMOCT He € H3BeCTHA.
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Paznpeoenenue

CBBpP3BaHETO C IUTa3MEHUTE NPOTEUHH € He3HAYUTeNHO. MeThopMUH ce pasmpencis B epHTPOLIMTHTE.
KpBBHHAT NHAK € NO-HUCHK OT IU1a3MeHHA MUK H C€ NOABABA NPHOIHIHTENHO N0 CBHIIOTO BPEME.
YepreHHTE KPBBHH KJIETKH Hal-BEPOATHO NPENCTARIARAT BTOPHUEH KOMIIAPTHMEHT Ha
pasnpeneneHne. Cpenunar Vd Bapupa mexay 63 — 276 1.

buomparcgopmayus
MeTdopMHH ce eKCKpeTHpa HellpoMeHeH B ypHHaTa. [IpH XopaTa He ca yCcTaHOBEHNA MeTaboNHTH,

Enumunupane

Br6peannar winpsHe Ha meTdopMmuH e > 400 ml/MuH, KoeTo nokasea, ye MeTPOPMHH Cce eNHMHHHpA
upes raoMepynHa duwirpauus U TyOyiHa cekpeuns. Cnen nepopaiHa 403a, IPUBUAHHAT TePMHHANIEH
eNTHMKHALMOHEH MOMYXXHMBOT € Npubnu3utenHo 6,5 vaca. Koraro 6nOpeunara pyHkiiua € yspenesa,
6B0peuHNA KIUPBHC Ce HaMansBa B ChOTBETCTBHE C TO3HM Ha KPEATHHHHA M CJIE0BATEIIHO
eTHMHUHAIHOHHHAT MOTY)KMBOT €€ YABIDKABa, KOSTO BOAW A0 MOBHIIEHN HUBA Ha MET)OPMHH B
Ia3Mara.

5.3 [IlpeaxnNHHAYHH JaHHA 32 0€30NACHOCT

He ca mpoBexaaHy nNpoy4yBaHHA ¢ XHBOTHH ¢bC Curaben Mer.

[Tpu 16-ceaMAYHM NPOYYBAHMA, B KOMTO KY4eTa Ca TPETHPAHH WM ¢ MeTPOPMHH CaMOCTOSTENHO HIIH
¢ KOMOHHAIMA OoT MeT(HOPMHH H CHTATTIHIITHH, HE ¢ Ha0moOAaBaHa JOIMBTHATENHA TOKCHYHOCT OT
komOunauuaTra. NOEL B Te3n npoy4BaHna ce¢ Habmogapa MpH €KCMO3HLNA HA CUTArJIMIITHH
NpROIH3ATEHO 6 TPTH MO-BUCOKA OT TA3H NPH XOpa H IIPH €KCNO3KLNA Ha MeTGOpMHH
npuOMM3HUTENHO 2,5 ITBTH TIO-BHCOKA OT Ta3HW HPH Xopa.

Crneanvte faHHH ca HAXOAKH NPH NIPOYYBAHHUA NPOBEACHH ChC CUTANTUIITUH WIH MeTHOPMUH
CaMOCTOATEJTHO.

CHUTArnunurTH
br6peuna H YepHOAPOOHA TOKCHMHOCT ce HabJio/1aBa MpH rpU3aYvy NpH CTONHOCTH Ha CHCTEMHA
excIrio3HIMA 58 ITbTH N0-BHCOKH OT HHEOTO HA €KCMO3UIIMATA NPH XOpa, a HUBOTO 0e3 edekT e
onpeaeneHo Ha 19 nbTH MO-BHCOKO OT TOBA IIPH XOpa. AHOMANHU Ha pe3luTe ce HabmoaaBaT npu
IUTBXOBE NP HHBA Ha €KCIMO3RIUHA 67 MBTH NMO-BHCOKU OT HHBOTO Ha KITHHUYHA €KCMTO3HIMA; HUBOTO,
6e3 edeKT NpH Ta3H HaxojAKa € 58 MbTH MO-BHCOKO, CBLIIACHO pe3yNTaTHTE OT 14-CeAMHYHO
NpOydBaHe NMPH IUTEX0BE. 3HAYEHHETO Ha Te3H HAXOJKH [IPH XOpa He € H3BECTHO. TpaH3UTOPHH,
CBBP3aHH C NeyeHneTo GUIMUECKU MPOABH, HAKOH OT KOKTO IPEANONAraT HanHYHeTo Ha
HEeBPONOTHYH2 TOKCHYHOCT, KATO JAMIIAHE ¢ OTBOPEHA YCTa, CaJIMBALIHA, EME3IUC Ha Oana MaHa,
aTaKCHS, TpenepeHe, HaMaleHa aKTHBHOCT WIWTH M3rspbeHa no3a ce Habmogasar rpH kydera IpH
HHBA HA eKCIIO3HLAA PUOTHINTENHO 23 IThTH NO-BUCOKH OT HUBOTO Ha KIMHHYHA eKcro3HuuA. OcBeH
TOBa, MHOTO JIeKa 10 JIeKa KOCTHO-MYCKYJIHA AereHepalus ce Habmoaasa 1 XMCTONOTHUHO NPU AO3M,
NaBaly HHBA H2 CHCTEMHA €KCIIO3HLMA NMIPHOIU3HTENHO 23 ITETH NO-BHCOKU OT HUBOTO Ha
eKcro3MilMg Mpu xopa. I1pu Te3u pesyaraTi, HUBOTO Oe3 edeKT € NpH €KCNO3NIHA 6-KpaTHO no-
BACOKA OT HUBOTO HA KIIMHUYHA €KCIIO3HULIMA,

CHTarIHIITHH He NMOKa38a FTeHOTOKCHYHOCT B X0/1a Ha NMPEAKITMHHYHHA TpoyuBaHKA. CHTarJIMITTHH He €
KaHlieporeHeH npu MUInky. [Ipu rrbxose ¥Ma NOBHILEHA YECTOTa HA 4EPHOOPOOHHK aIEHOMH U
KapLMHOMH IPY HUBA HAa CHCTEMHA €KCHO3ULHA 58 ITbTH NO-BUCOKM OT T€3H Npu Xopa. Tei KaTo €
YCTAHOBEHO, Y€ XCMATOTOKCHYHOCTTA KOpeupa ¢ HHAYLHPaHETO Ha YepHOAPOOHa HEOIUIA3UA TPH
[LTHXOBE, Ta3H MOBHLIEHA YeCTOTa Ha YepHOAPOOHH TYMODPH NPH ILTEXOBETE € BEPOSTHO BTOPHYHA,
BCJICACTBHE HAa XPOHHYHA XeMAaTOTOKCHIHOCT IIPH Ta3H BHCOKA Ho03a. [lopaan BUCOKaTa rpaHnla Ha
6ezonacHoct (19-mbTH No-BHCOKA NMPH TOBA HUBO 0€3 edexT), Te3n HEeOIIaCTHIHK MPOMEHH He ce
CUMTAT PEJICBAHTHH 33 X0pa.

He ca HaGmonaBaiu CBBP3aHH ¢ JieueHHeTo ePeKTH BbPXY GEePTHINTETA MPH MBXKH
TUTLXOBE NOJYYHIN CUTATIMIITHH Npeau H N0 BpeMe Ha YudTOCBaHe.
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[1pu npoy4Baxe BLpXY Npe-/MOCTHATATHOTO PAa3BUTHE Ha IUTBXOBE CHTAIVIMITTHH HE [T0Ka3Ba HEXKEJIaHH
peaKiiHH.

[TIpoyupaHnaTa BbpXY penpoayKTHBHATA TOKCHYHOCT NMOKA3BAT HATMUHETO HAa CBBP3aHa € JIEUCHHETO,
JIEKO YBEIHYEHA YECTOTa Ha MalpopMaLIK Ha peOpa Ha ¢eTyca (JTUINCBALIH, XHITOTUIACTHYIHU H
nnasainy pedpa) Mpu NMNOKOJNICHHETO HA TUTbXOBE NMPH HHUBa HA CHCTEMHA €KCIIO3HLIMA MOBEYE OT

29 mbTH MO-BUCOKH OT TE3H NMpPH Xopa. TOKCHYHOCT Ha MaitkaTa ce Habmoaapa npH 3aiiliy npy HEBA
noBeye o7 29 MbTH MO-BUCOKH OT HHBATA HA €KCNO3HLMA NPH Xopa. [lopaan BucoKaTa rpaHiua Ha
6e30MacHOCT, TE3H HaAXOJKY HE NPEANONaraT ChllleCTBYBAHETO HA CHLOTBETEH PHCK 3a
pENpPOAYKTUBHOCTTA ITPH Xopa. CUTATTHITHH Ce CEKPETHPa B 3HAWHMH KOJIMYECTBA B MIISKOTO Ha
NMAKTHPAIIM ITLXOBE {OTHOWIEHHe KbpMa/iiasma: 4:1).

MetdopMHuH

ITpeaMMHUYHHUTE JaHHHU 33 MEeTQOPMHH He pasKpHBaT ocOOEH PHCK 3a XxopaTa Ha Da3ara Ha
KOHBEHLUHOHAIHH (papMaKOJIMTHYHH NMPOYy4BaHuA 32 6£30MacHOCT, TOKCHYHOCT NPH MHIOKPATHO
NpHIAraHe, FreHOTOKCHYHOCT, KAPUMHOISHEH NOTEeHLHaN, penpoayKTHBHa TOKCHYHOCT.

6. GOAPMAIIEBTUYHH JAHHH
6.1 Chnachk HAa IOMOIIHETE BEIlleCTBA

Aapo Ha TabneTkaTa
nosuaoH K30 (E1201)
MHKpokpHcTanHa uenynosa PH102 (E460)

KPOCMOBHAOH
HaTpHeB creapwidpymapar

PUIMOBO IOXPHTHE
nonu(BHHIWIOR aTKOXOJT)

MaKpOroJl
THTaHoB AHoKcHa (E171)
TAIK

yepBeH xKenesex okcha (E172)
yepeH xeneseHd okeua (E172)
AKBJT kKeneseH okcun (E172)
6.2 HecbBMEeCTHMOCTH
Henpunoxumo

6.3 Cpox Haroanocr

2 roAMHH

6.4 CnennaaHH YCI0BHA Ha ChbXpAHeHHE

Jla ce cpxpaHsBa Ha MACTO, HEAOCTBIIHO 3a Jcua.
Jla ce chXpaHABa B OPUrHHANHATA ONAKOBKA.
Ja He ce cpxpanara Hapg 30°C.

6.5 BHIR ccHbILPXKAHHE HA ONAKOBKATA

bermm Henpoipauun 6nuctepu ot PVC/PE/PVDC 1 airyMuH#Hil.
EnuH OnucTep chabpika 7 GunMupaHy TabMeTKH.
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Pa3mep Ha ONMAKOBKATA!

28 ¢unmupanu Tabnetky (1 onakoska / 4 O;mucTepa)
56 dunmupanu Tabnerku (1 onakoska / 8 6/mcrepa)

6.6 CroenuanHu npeAna3HH MEPKH NPH H3XBLPIAHE

Hensnoa3paHuAT TEKApCTBEH MPOAYKT WIH OTHAOBYHMTE MATEPHAIH OT Hero TpAOBa 1a ce H3XBLPIAT
B ChOTBETCTBHE C MECTHHTE H3HCKBAHUA.

7. TIPHTEXATEJIHA PASPEHIEHHETO 3A YIIOTPEEBA

HOBEJI PAPMA EOO/
6yn. “buarapua™ Nel(9
Copus 1404, brarapus

8. HOMEP(A) HA PA3PEINEHHMETO 3A YIIOTPEBA

PeructpaluoHeH Homep: 20220276

9. JATAHAIIBPBO PASPEHIABAHENIONHOBABAHE HA PA3ZPELLIEHUETO 3A
YIIOTPEBA

Hara Ha mppBo paspelnasane: 11.10.2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2025




