KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JTEKAPCTBEHMUS ITPOAYKT . ;02020//3/ ///4/
AnuHym 25 mg punMupaHu TabaeTku |
Jidinum 25 mg film-coated tablets 6 ¥6 /O ',,2 1 3-04- 2005

Anunym 50 mg punmupanu TabreTku
Jidinum 50 mg film-coated tablets
Anunym 100 mg punmupanu tabneTku
Jidinum 100 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Hounym 25 mg ¢hunmupanu mabremxu
Bcesika Tabnerka cbabpIKka CUTArJIMNTUH XUAPOXJI0opua MoHoxuapar (sitagliptin hydrochloride
monohydrate), cboTBeTcTBalL HA 25 mg cuTarnunTUH (sitagliptin).

Hounym 50 mg punmupanu mabremxu
Bcska Tabnerka chabpka CUTArJIMIITHH XUAPOXJA0pUua MoHoxuapar (sitagliptin hydrochloride
monohydrate), cborBercTBall Ha 50 mg curtarnuMnTHH (sitagliptin).

Hounym 100 mg punmupanu mabremxu
Bcsika TabnieTka chabpyka CUTArJIMNTHH XUApOXJopua MoHoxuapar (sitagliptin hydrochloride
monohydrate), cborBeTcTBall Ha 100 mg curarnunTuH (sitagliptin).

3a MbJIHUA CITUCHK HA MOMOIIHUTE BELIIECTBA BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa TabneTka

Aounym 25 mg purmupanu mabremku
JKBIITH, KPpBITIM, ABOMHO U3NMBbKHAIK GUIMHUpaHH TabneTku ¢ penedHO o3HaYeHue ,,25% oT eHaTa
CTpaHa, ¢ NPHOJIM3UTEIIEH AHAMETBP OT 6 MM.

Aounym 50 mg punmuparu mabremku
bneno yepBeHH, Kpbriiv, ABOMHO U3IIBKHAIK QUIMHpaHU TabneTkHu ¢ penedHo o3HavyeHue ,,.50% ot
eAHaTa cTpaHa, ¢ NpUOIU3UTENEeH AHaMeTbp OT 8 MM.

Aounym 100 mg churmupanu mabremru
Caetsio KadaBH, KPbIJIA, ABOHHO U3ITbKHANK PUIMHpaHH TabsieTkH ¢ penedHo o3HayeHue ,MC* ot
€HaTa cTpaHa, ¢ npubyusuresieH guaMmeTsp ot 10,3 MMm.

4. KJIMHHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

[Ipu BBb3pacTHH nauueHTH ¢ aAMader Tin 2 AauMHyM e nokasaH 3a nogoOpsBaHe
KOHTPOJI::
- KaTo MOHOTEeparnus:



® IPH NALMEHTH ¢ HE34J0BOJIUTECH KOHTPOJ ¢aMO ¢ AMETA H QU3HYECKH YIIPaKHEHHA H TIPY
TAKHBA, IPYU KOUTO METGOPMHH HE € MOAXO0MAL MOpaH NMPOTHBOMNOKA3aHUA WIH
HEMIOHOCHUMOCT.

- KaTo JBO¥Ha nepopalHa Tepanus B KOMOHHaLMA C:

¢ MeTPOPMHH, KOraTO ¢ IMeTa U PHUIHYECKH YIMPAKHEHHA TUTIOC METPOPMHH CAMOCTOATETHO HE
C€ MOCTHIa 3aJ0BOJIMTENIEH INMTIUKEMHYEH KOHTPOII.

* CcyI(OHWIYPEHHO MPOU3BOAHO, KOraTo ¢ AueTa U PHU3HYECKHU yNPaXKHEHH TUTKOC MAKCUMAJTHA
MOHOCHMA A03a CYN(POHWTYPEAHO NPOU3IBOAHO CAMOCTOATENHO HE Ce MOCTUIra 3310BOJTUTENCH
rITUKEMHAUEH KOHTPOJ ¥ KOrato Mer(hOpMHH He € NOAXOAALL ITOpaH NPOTHBONOKA3aHUS WIH
HETIOHOCUMOCT.

® [EPOKCH3OMEH MposHdeparop-akTuBHpaH peuentop ramMa (PPARYy) aronucT (Hanpumep
THA30JIMAHHAHOH ), KOraTo npuiokeHHeTo Ha PPARY aroHHCT He € noaxoadiio H KOraTo ¢
JHeTa H PU3HUYECKH ynpaxHeHus mmoc PPARY caMOCTOATEIHO HE C€ NMOCTHrra 3a0BOJIMTE]IEH
[JIHKEMHYEH KOHTPOJI.

- KaTo TpolHa nepopalHa Tepanus B KOMOMHalus C:

e cyndoHHIYpeiiHO NPOH3BOAHO H MeT(POPMHH, KOraTo ¢ AUEeTA H PHU3UYECKH YIIPOKHEHHS
[UTKOC JIBOMHA Tepanus ¢ Te3H IEKapCTBEHM MPOAYKTH HE CE NMOCTHIa 3aI0BOJIMTEIEH
FMUKEMHYEH KOHTPOI.

¢ PPARY aronuct n MeTrpOpMHH, KoraTo npuaoxeHue Ha PPARY aroHMcT € nmoaxonaiuo U
KOTaTO ¢ JUeTa U PU3HYECKH YIpaKHEeHUA IUTIOC JBOMHA Tepanud C T3 J1eKapCTBeHH
NPOAYKTH HE CE MOCTHra 3a0BOJIUTEJIEH ITIMKEMHYEH KOHTPOII.

AnuHyM € NoKa3aH ChILO KAaTo JAOITBJIHUTENHA TEPAanka KbM HHCYNHH (CbC WM 6e3 MeTHOpMUH),
KOraTo ¢ A#eTa H PU3HUECKH YNpasKHEHH IUTIOC CTa0WIHA 1032 HHCYJIMH He Ce TIOCTHra
33/0BOJIMTEJNIEH INTHKEMHYEH KOHTPOJI.

4.2 [Jo3HpoBKA H HAYHH HA HPHJIOKEHHE

Ho3upoBka
Ho3aTta e 100 mg curarnunTHH BeAHBXK AHeBHO. Koraro ¢e npunara B KoMOUHauua ¢ MeThOpMHH W/

wid PPARYy aroHucr, no3zata Ha Mmerdopmun U/ unu PPARY aroHucTa He TpabBa Ja ¢ce MpOMEHA, KaTo
CUTArJIMIITHH C€ MpUiara EAHOBPEMEHHO.

Koraro curariunTHH ce npuiaara B KOMOMHaUHMA Cbe CYJIPOHUIYPEHHO NPOU3BOAHO WIH ¢ MHCYJIHH,
MOXKe Ja ce OOMHCIH MO-HUCKA 1034 HA CYAGPOHITYPEHHOTO NPOH3BOAHO HJIH HHCYJIMHA, 32 Aa ¢e
HaMalld pUCKa OT XMIMOTTIUKEMHS (BHOKTE TOYKa 4.4).

AKO € NpomnycHaTa 403a CHTarJIMNTHH, T4 TpAOBa 1a Obje npHeTa Bb3MOXKHO HaH-CKOpO Cliell KaTo
nauueHTsT ¢l cnoMHH. He TpabBa na 6bae npuemana aBoiiHa 1034 B €AWH H ChILL JEH.

Crneuraisy nonyJjaunu
bvbpevno yepescoane
Koraro ce obMucnsa M3non3BaHEeTO HAa CUTANMITTHH B KOMOKHHaLMA ¢ Apyr aHTHOHaOeTeH NPOayKT,

TpsAOBa 114 CE TIPOBEPAT YCJIOBHSATA HA MPHIIOKEHHETO MY NPH NAaUHeHTH ¢ 6B0peuHo yBpekaaHe.

IIpn nauuenTH ¢ nexo 6vOpevHo yBpexkaane (rpomepynHa ¢puarpaums [GFR] =260 no <90 ml/min) He
ce Hanara aJJanTHpaHe Ha A03aTa.

[Ipu naumenTu ¢ ymepeHo 6u0peuno yepexaane (GFR >45 no <60 mi/min) He ce Hanara ajanTHpaHe
Ha J1034Ta.

[Ipn nauuenTH ¢ ymepeHo 666peuno yepexaaHe (GFR >30 no <45 mlL./min) no3ara cyzgs TITHRS
50 mg BeAHBX HEBHO. “ ‘
[Tpu naimenTH ¢ TexKO OBOpeuHO yBpexkaane (GFR = 15 go <30 ml./min) wiun B ypay L AN,
61v6peuno 3abongsane (ESRD) (GFR <15 ml./min), H3HCKBalIIK XeMOAHANH3A - L kg
AuUanM3a, 403aTa CUTArJUNTHH € 235 mg BeAHDbX AHEBHO. JleueHneTo Moxe 1a ce
OT BPEMETO Ha AHaJIN3a.




TBi KaTO aNaNTHPAHETO HA J03aTa C€ U3BLPIUBA Bb3 OCHOBA Ha OpOpeuyHaTa QyHKLHA ce npenopeuBa
OLicHKa Ha ObOpeyHaTa GYHKIHS NIPEAY 3aNO4BaHE Ha JIeYEHHE CbC CUTATTIMITTHH H NMEPHOAHYHO ClIE]

TOBA.

Heprodpobro yapescoane

He e HeobxoauMo ajanTHpaHe Ha A03aTa NP NAUMEHTH C JIEKO JI0 YMEPEHO YEPHOAPOOHO
yBpexaane. CHTarIMNTHH HE € NPOYYEH MPH NALMEHTH € TEKKO YepHOApOoOHO yBpeXaaHe, Nopaau
KOETO € HeOoOXONHMO BHEMaHHE (BUXKTE TOUKA 5.2).

Bunpexy ToBa, Thii KATO CUTArMMUIITHH c€ eTHMHHHPA OCHOBHO upe3 ObOpenuTe, He ce o4aKsa
TEXKKOTO YEPHOAPOOHO YBPEXKAAHE Jia NOBIMAE BbPXY (PapMaKOKHHETHKATA HA CHTATJIHITTHH.

Ilayuenmu 6 cmapuecka ev3pacm
He e HeoOxoauMo ananrupaHe Ha 103aTa Bb3 OCHOBA HA BBL3pACTTA.

Heouampuuna nonynayus

CurariuntiH He TpsOBa Ja ce U3NOI3Ba NPH JeUa U IOHOLUM Ha Bb3pacT ot 10 ao 17 roauHu, nopaau
HeAOCTaTbYHa epUKacHOCT. HanuyHuTe KbM MOMEHTA JaHHHM ca ONMHUCaHU B ToukH 4.8, 5.1 u 5.2,
CHUTaraunTHH He € MpoyYeH NPH NeAWaTPHYIHH NauueHTH noj 10-roamiiiHa Be3pacr.

HayuH Ha npunoxKeHHe

AnuuyMm MOXe da ce npueMa cbe HH 6e3 xpaHa.
4.3 IlporEBOonoOKA3AHMSA

CBpPBXUYYBCTBHTEIHOCT KbM aKTHBHOTOQ BELIECTBO WIH KbM HAKOE OT MOMOIHHTE BELLEeCTBA,
H30pOeHHU B TOUKa 6.1.

4.4 Cpennajnu npeAynpexJeHHs H NPeANa3HH MEePKH OpH ynorpeda

Obn
CHTarnnTUH He TpabBa Ja ce M3MoA3Ba IPH NALMEHTH ¢ qHabeT THN | HNH 3a leyeHHe Ha auabeTHa

KECTOAIIU 034,

OcThp NaHKpeaTHT
Ynorpebara Ha JII11-4 uaxubutopH ce acolMupa ¢ pHCK OT Pa3BHBAHE Ha OCThP NaHKPEATHT.

[TaureHTHTE TpsaOBa Na 6BAAT HHPOPMHUPAHH 32 XaPAKTEPHUS CUMITTOM Ha OCTPHSA MAHKPEaTHT:
NOCTOAHHA, CHIHa bonKka B kopema. Criell npeycTaHOBABAHE HA JIEYEHHETO ChC CHTATTTHITHH (CbC HITH
Oe3 noaaepxallo neveHHe) ce Habmoaasa OTUIYMABAHE HA CHMITTOMHTE Ha MaHKPEATHT, HO ca
CBODIIABAHH MHOTO PEJIKM C/Ty4aH Ha HEKPOTH3UPALLl WIIH XeMOParHieH MaHKPEaTHUT i/ WIIH CMBPT.
AKO HMa NOJO3pEHHA 3a [TaHKPEATHT, CHTAaIJIMNTHH U APYTUTE NOTEHLMAIHO NOI03HPAaHH
JIEKApCTBEHH NPOIYKTH TpAOBa Aa ObAAT npeycTaHOBEHH; aKo Ce MOTBBPAH OCThP NMAHKPEATHT,
CHUTArIMNTHH He TpaOra na Obe 3ano4BaH OTHOBO.

HeobxoauMo e noeuilleHO BHUMaHUE NPH NALMEHTH ¢ aHaMHE3a 3a NaHKPeaTHT.

XHMNOTTTHKEMHA, KOraTo ce npunara B KOMOHHANWS ¢ APYTH AHTHXHIIEPTIHKEMHYHH JIEKAPCTBECHH
IpOAYKTH
[IpH KAMHHYHHTE U3MTUTBAHUSA HA CUTATJIMIITHH KATO MOHOTEPANKSA U KATO YacT OT KOMOMHHpaHa

g

Tepanus ¢ JIeKapCTBEHH NMPOAYKTH, 3a KOMTO HE € H3BECTHO Ja NPHYHHABAT XHI'IOI"JIHK Kz
meTgopMuH W unu PPARY aronuct), yectorara Ha CLoOLIaBaHE HAa XUTIOTTTHKEMUSA D LG AL
€ CXO/JHa ¢ YyecToTrara NMpH NalMenTHTe, NprueManu rauebo.

XHIOriTHKeMHA ¢ HabmoaaBaHa, KOraTo CHTArJIMIITHH € NpUiarad B KoMOMHaLMs d il
cynponnmypetinu npoussoaHu. [lopaau ToBa, 3a Ja ce HaMaIH PUCKA OT XUIMTOTTTHREN

0OMHCIIH NOo-HUCKa 1032 Ha CYNPOHIITYPEHHO NPON3BOIHO HIIH HHCYJIHH (BIDKTE TQUKS X




brOpeuHo yBpexnaHe
CHTarnunTHH c¢ eKCKpeTHpa upe3 O6nOpermre. 3a na ce MOCTUTHAT IU1a3MEHM KOHLICHTPALMM Ha

CHTArJIUIITHH CXOJHH C T€3H NPH NMALHEHTH ¢ HOpMaTHA 6b0peuHa QyHKIMA ce NpenopbYBAT MO-HHCKH
no3n npH naudeHT™ ¢ GFR <45 mI/min, xakTO M NpH NaLMEHTH B KpaeH CTaaHi Ha 6nOpeuHo
3abonspade, PH KOUTO € HEOOXONHUMa XEMOAMANH3A WIH [IEPHTOHEANIHA AMAIH3a (BIDKTE Touka 4.2 U
TO4YKaA 5.2).

Koraro ce 06MHCAs npunaraHeTo Ha CHTATTTMIITHH B KOMOHHALMSA ¢ APYT aHTHAWAOETEH NPOAYKT,
TpsA0Ba Aa ce MPOBepAT YCIOBHATA 32 H3TION3BAHETO MY MpH MaLMeHTH ¢ 6L0peyno yBpexaaHe.

PeakLIMH Ha CBPXUYBCTBHTEIHOCT
B nocTMapkeTHHra ca ¢ho0LIaBaHH CTyYau Ha CEPHO3HU peaKLiMi Ha CBPBXYYBCTBUTEHOCT IIPH

NALMXEeHTH, NeKYBaHHU CBhC CHTArJHITHH, Te3u peakuuH BKIKOUBAT aHA(hWIAKTHYEH WOK, AHTHOEAEM H
eKCONMHATHBHU KOKHU ChCTOSHUA, BICTIOYMTETHO CHHApoM Ha CTuBbHC-/DioHCHH. Havanoro Ha
Te3H PEaKLHH € B PAMKHTE HA ITBPBHTE 3 MEceLa Ciie] 3anovBaHe Ha JISUEHHETO, KaTo HAKOM OT
CJIydaHTe ca chofliapaHy ciie/l IPHEM Ha ITBPBATa J03a. AKO ¢€ NOA03Hpa peakuus Ha
CBPBXYYBCTBUTEIIHOCT, JICUCHHETO ChC CHTANTMNTHH TpsabBa Aa 6bae npeycranoseHo. Tpadsa na
ObaaT olleHeHH M IpYTH NOTEHUHAIHH IPHYMHH 33 CbOUTHETO U Ja GblIe 3aM0YHATO ATEPHATHBHO
JleyeHue 3a guaber.

bynoseH nemdurona
HMa nocTMapKeTHHIOBH choOLIEHUS 32 6yno3eH nempUroua nNpM nauMeHTy, npueMainy DPP-4

MHXUOUTODH, BIUTIOYHTENRO CHTANIHITHH. [IpH cbMHeHue 3a 6yn03eH neMpHrouA, TIEUEHHETO ChC
CHUTarJIMITHH TpA0Ba na ¢e NpeyCcTaHOBH.

Hatpni
To3n nexapcTBeH NpoAYKT ChAbpKa no-Manko oT 1 mmol saTpuii (23 mg) Ha Tabnerka, T.e. ce cunTa,
4€ HE ChABbPIKA HATPUH.

4.5 BaammogeiicTBHE ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYru ¢opmMn Ha B3aHMoaelicTBHe
EdexTy Ha Opyru iekapcTREHHU MPOAYKTH BbPXY CHTAIJIMIITHH

KJIHHHYHHTE BaHHM, ONTUCAHH NO-A0MY, NPEANONArar, 4¢ PUCKBT OT KIKHHUHO 3Ha4YMMH
B3aMMOJCHCTBHA C €AHOBPEMEHHO NPHIIATaHH APYTH JIEKAPCTBEHH NPOIYKTH € HHCBK.

In vitro npoy4YBaHHATa MOKA3BaT, Y€ OCHOBHHAT €H3HM, OTTOBOPEH 34 OTPaHHYEHHA META0O0MU3bM Ha
curarnunTiH € CYP3 A4 npu yuactiero u Ha CYP2C8. Tlpu naumeHTn ¢ HopManHa 66peyHa
¢byHkums, MmeraGonnzmeT, BmounTenHo upez CYP3 A4, urpae camo Majka pons B KITHPBHCA Ha
CHUTarNMMNTUH. MeTaboNMM3IMBT MOXKE Ja UIPae H NO-CHIIECTBEHA PO B ETHMHHMPAHETO Ha
CHTarJIMITTHH TNPH HATHYHE HA TEXKO 6BOpeuHo 3abonsBaHe unu kpaeH craauii Ha OpOpedHo
3abonasane (KCB3 (ESRD)). ITo Tasu npuuuHa e b3mMoxHO MowHHTe CYP3A4 uHXUGHTOPH (KaTo
K€TOKOHA30/1, HTPAKOHAa30J1, PUTOHABUP, KJIAPUTPOMHULIHH) 1a MOTAT 11 TIOBJIUAAT
(apMakOKHHETHKaTa Ha CHTAIJIMITTHH MPH NMALMEHTH ¢ TexKo 6L6peuno 3abonasane win KCB3.
EdexrnT Ha MoluHuTe CYP3 A4 nHxubHTOpHU 3a pasBuBaHe Ha HLOPEUHO YBpEXkKIAHE HE € YCTAHOBEH
NpH KIUHKWYHO [POYYBaHeE.

In vitro npoyuBaHHATA HA TPAHCIIOPTA N0KA3BAT, Y€ CUTATIMIITHH € CYOCTpaT Ha p-IrJIMKONPOTEHH H
Ha OpraHH4¢H aHHOH TpaHcroprep-3 (OAT3). OAT3 MeauHpaHMAT TPAHCTIOPT HA CUTATJIHITTHH CE
OTHCKA in Vitro oT NPOOEHELU/, BBIIPEKU Ue PHCKBT OT KIIHHHUYHO 3HAYMMHU B3aUMOACHCTBHA ce
CYMTa 32 HHCBK. ChrBMECTHOTO nipitoxkenue Ha OAT3 HHXWOHTOPH HE € OLIEHABAHO in Vivo.

Mem@opmun.: CbBMECTHOTO NPHIOKEHHE HA MHOTOKpaTHK 203 1000 mg MerdopmuH 1 50 my
CHTAIJIMNITHH ABa ITbTU JHEBHO HE € NOBIMANO 3HAYUMO (PapMaKOKHHETHKATA Ha C
nauMeHTy ¢ aaber Thn 2.

Luxnocnopun: IlpoBeneHo € mpoy4dBaHe, KOETO LEJH Aa OlleHH edekTa Ha [y
MHXHOHTOp Ha p-IIMKONPOTEMH, BBbPXY (apMAKOKMHETHKATA Ha CHTAT 1‘. -....

NPUNICKCHHE Ha eIMHHYHA niepopaiiHa fo3a 100 mg cutarnMnTuH ¥ € JHHHYHA NEPoD:
(P
é.
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iknocnopuH nosuinaga AUC 1 Cmax Ha cHTarmunmiHd cb0TBETHO € 29% H 68%. Te3n npoMenH BLB
¢apMaKOKHHETHKATA Ha CHTAIJIMIITHH HE C€ CUMTAT 32 KIMHUYHO 3HAYHMH. bhOpevyHHaAT )iIHpBHC Ha
CUTarJIMIITHH He € NpOoMEHeH 3Ha4uMO. [Iopanu ToBa He ce OMaKBaT 3HAYHMH B3aUMOJEHCTBHUA C APYTH

HI—IKHﬁHTOpH Ha pP-TIIHKOIIPOTCHH.

EdexTs Ha CUTarIMIITHH BHPXY APYTH JICKADCTBEHH NMPOAYKTH
Hueoxcun: CHTarIMIITHH HMa MaJTbK €(PEeKT BbpXY IUIA3MEHHUTE KOHLIEHTPpaLMH HA ANrokcuH. Cnen

npueM Ha 0,25 mg QUroKCHH CHbBMECTHO cbe cHTarnunmruHd 100 mg Beansx aHeBHO 3a 10 anu,
iazmeHara AUC Ha gUrokcHH ce nopuinaea cpeaHo ¢ 11%, a mnasmenara Cmax cpeano ¢ 18%. He
ce NpenopnYBa aJanTHPAHEe HA A03aTa Ha JUIOKCHH. BeNpeku ToBa, NALHETHUTE C PHCK OT
AUTOKCHHOBA TOKCHYHOCT TpaOBa fa ObAaT npocneassaHy 3a TAKHBa CUMITTOMH, KOraTO CHTAalJIMITTUH
H TMIOKCHH C€ NMpHEMAT ChBMECTHO.

In vitro naHHUTEe NOKA3BAT, Y& CUTAIVTUITTHH He HHXHOMpa 1 He unayuupa CYP450 uzoenzumure. [lpu
KJIHHHYHY NPOYUBAHHA CHTAIJIMITTHH HE IIPOMEHS 3HAYHMO (PapMaKOKHHETHKATa Ha METQOPMHH,
rmuOypHI, CAMBACTATHH, PO3UTJINTA30H, BapapHH WM NEPOPaHUTE KOHTPALCIITHBH,
APeIOCTaBAMKH in vivo HOKA3aTENCTBa 334 HUCKA BEPOSTHOCT OT NPEAN3BHKBAHE HA B3aMMOACHCTBUA
cbe cyberparn Ha CYP3 A4, CYP2CR, CYP2C9 u opraunynus karuoHeH tpaunoprep (OCT).
CHTarnumTdH Moske 1a Obae ci1ad MHXMOHTOp Ha pP-TJIMKOIIPOTERHA in Vivo.

4.6 DepTHIRTET, OPEMEHHOCT H KLPMECHE

bpeMeHHOCT
Hsama aocTaTsuHO JaHHM 3a ynorpedara Ha CHTAIMIITHH Npy OpeMeHHH sxeHu. [IpoyuBanusaTa npu

YKUBOTHH TMOKA3BaT PENPOAYKTUBHA TOKCHYHOCT P BHCOKH AO3U (BIDKTE TOYKa 5.3).
[IoTEHUHANTHHAT PUCK ITPH XOPa HE € UIBECTEH.
[lopaou nunca Ha AaHHHW NP XOpa, CHTATTIUMITTHH HE TPA0BA Aa ce npusara no BpemMe Ha OPEeMEHHOCT.

KipmMmene

He e HU3BeCTHO NalH CHTArJIMITTHH C€ EKCKPETHpa B KbpMata npH xopa. [1poyyBaHusTa NPH JKHBOTHH
NMOKA3BAT €KCKPECLIMA HA CUTArNIMITUHH B KbpMara. CHTACNUIITHH He TpaOBa Aa ce npuiara rno spemMe Ha
KbpPMEHE.

OepTUnUTeT
JlaHHHTE NP XKUBOTHHU HE NOKA3BAT €PEKT HA NECHCHUETO ChC CUTAITIMITHH BbPXY (PEPTHIHTETA NTPH
MBIKKH H 3KeHCKH. HaMa HanudHuU AaHHH TIPpH XOpa.

4.7 Ed¢exTn BLpXy ¢nocobHOCTTA 32 miopHpaHe H paloTa ¢ MAIIHHHA

JlauHyM He NOBIUABA WIM NTOBJIHMABA IIpeHeOemUMO criocOOHOCTTA 324 IWodHpaHe M paboTa ¢ MallUHH.
Bonpeku ToBa, np inodupane wiH pabora ¢ MaliuHH TPROBa Aa Obe 0TYETEHO, He ca CLOOLIaBaHu
CJIyHaM Ha 3aMastHOCT U CHHJIUBOCT.

B nombiHeHHe, nalMeHTHTE TPAOBa Aa OBbAAT NpeAynpeAcHH 32 PHCKa OT XMITOTJIMKEMHUS, KOraTo
CUTATJIMIITHH ce npuiiara 8 KoOMOMHauus ¢be CyIQOHWIYpEHHH NIPOU3BOAHH WIH C UHCYJIHH.

4.8 Hexenann JeKAPpCTBEHH PeaKIHH

PesioMe Ha npoduna Ha He3onacHOCT
Cro0L1aBaHU Ca CEPHO3HH HEXEJIAHU peaklMH, BKIIIOUHMTENHO NMaHKPEeaTUT M peakluy Ha
CBPBXUYBCTBHTENHOCT. UMa cHoOLIeHNs 3a XHITOTTIMKEMHA [TPH KOMOHHALUA CbC CYN(POH
npou3BoAHHU (4,7% — 13,8%) u uncynuH (9,6%) (BikTe TOUKA 4.4).

TabauueH CNUCHK HA HEKENAHUTE JIEKAPCTBEHH pPeakiK
Hesxenanure nekapcTBEHH peakLMH ca NocovyeHH no-aoiy (Tabnuua 1) no cucreMo-{ipEny
uecToTa. YecroTara e onpeaesieHa KakTo cnefpa: MHoro vectd (> 1/10); vectu (= 1/10Ex4




HedecTH (= 1/1 000 o < 1/100); peaku (= 1/10 000 no < 1/1 000); mHoro peaxu (< 1/10 000) u c
HEH3BECTHA 4YE€CTOTa (YecToTaTra He MOXKe Aa Ob/ie yCTaHOBEHA OT HAJIHYHHTE JaHHH).

Tabnuya 1. Yecmoma na nexcenanume peaxyuy, uoesmu@Quyupanu npu niayedo KOHMpOAUPARUme

KAUHUYHU RDOYYGAHUA HA CUMAZAURMUN KAmo MOHOMEPANUAR U 6 ROCMMAPKEMUHZ06UR onum

Heowcenana peaxyun

Hecmoma na nexcenarnama
peaxkyus

Hapywenus na xprema u aumgpnama cucmema

 TpoMOOLIMTONEHHA

Penku

Hag;naenuu HQ UMYHHAMaA CuUcmema

peaKL¥H Ha CBPbXIYBCTBHTEIHOCT, BKJIIOYHTETHO
aHa¢pWIaKTHYHH OTTOBOPH *,

C HeM3BECTHA Y€CTOTa

Hapywenus na memabonuzma u xparexnemo

XunornukeMuat YecTH
Hapytuenus na nepsnama cucmema

rinaBobosue Yect
3aMasHOCT HeuecTn

Pecnupamopnu, 2pvOrU U MEOUACTRUHARKU HADYIUEHUS
HHTepcTHIMANHA benoapobHa Gonect*

C HeH3BeCTHA Y4ECTOTA

CmomMawno-4pegnu HapyueHus

3alCK

HevecTn

nopps1laHe™*

C HeH3BECTHA YECTOTa

OCTHpP NaHkpeaTuT™,t,1

C HeH3BeCTHA 4YeCTOTa

¢daraneH u HedaTaeH XeMOparutieH H HEKpOTH3IHpAlil
naHkpeaTur™, |

C HeHZBECTHA YECTOTA

Hapywenus na xosxcama u noOKoJdCHama muvKan

npypuryc* HeuecTy

aHruoegem™, ¥ C HEeM3BECTHA YECTOTa

obpuB*,t C HeM3BECTHA YECTOTA
_ ypTuxapus*,{ C HeM3BecTHA 4YecToTa

KOXEH BacKynur*

C HeM3BeCTHA 4ecToTa

eKCPONHATUBHH KOKHH CHCTOSHMA, BRKIMIOUHUTETHO CHHAPOM Ha
CtupbHC-JPxoHCBH®, T

C Hen3sBeCTHA YeCTOTA

6ynosen nemuronr*

C HeH3BeCTHA 4ecToTa

HﬂEyWEHI{H HA MYCKYARO-CKEdemnama cucmema u CbEOURUMERHAMA MYKAH

_aprpanrua* C Hex3BeCTHA YECTOTA
muanrua* C HeusBecTHa yecToTa
Oonka B repba* C Heu3BeCTHA YeCTOTa
aprponarus* C HeH3BeCTHa 4eCcTOoTa
Hapywenua na bvbpeyume u nuxounume nvmuwya

_yBpeneHa 6ubpeuna pyHkuua* C HEeH3BECTHA YeCTOTa

ocTpa 6x0peyHa HegocTaThYHOCT™

C HeM3BeCTHA YeCToTA

T BipxTe Touka 4.4.

aony.

*Hexxenanure JICKAPCTBE€HH PCAKLIHH Ca YCTAHOBEHH B [IOCTMAPKCTHHIOBOTO HabmogeHMe.

I Bipkte npoyusaHeTo 3a 6€30NaCHOCT 10 OTHOLIEHHE Ha ChpACYHO-ChaoBaTa cHeTeMa TECOS no-

OnucaHue Ha HBGEaHH HCHKCJiaHH DCAKIIMH

HeXxeNnaHuTe ¢hOUTHA, CHODIIaBAHH HE3ABUCHMO OT NPHYHHHO-CNIEICTBEHATA BPB3K

- fa =, '
"

B aAombiHEHHEe KbM CEBP3aHHUTC C JICKAPCTBCHHA NPOAYKT HEKC/IaHH PpCaKIiHH, OIIHCa -""!_ Vo age]

IPOABWIIH C€ NMPH HaH-MaNkKo 5% M NMo-4€CTO NPH NALIMCHTH, JIEKYBAHH CbC CUTATITTY

HH(pEKLUUA Ha TOPHUTE AUXATENIHH TbTHILA H Ha30(apHHIHT.

/h

I[OH‘]:J]HH’IEJIHH HEXEIIAaHH JICKAPCTBCHH PCaKIINH, CHhOOLIIABAHH HE3ABHCHMO OT NPINE

CJIEACTBECHATA BPB3Ka € JICUCHHCTO, KOHTO €a C€ MPOABHIIH MMO-YCCTO IPH NAIITHCHT




cHTarJHnTHH (6€3 1a JOCTUrHaAT HUBO OT 5%, HO NPOSBWIH ce ¢ YecToTa OT > (,5% no-BHCOoKa NpH
CHTATJIMITTHH OTKOJIKOTO NPpH KOHTPOJHATA FpyIa) BKIIOYBAT OCTCOAPTPUT U OOJka B KpaHHHULIUTE.

Hsakou HexelaHH peaKlMH ca HaOMmoaaBaHH M0-4eCTO NPH NPOyYBAHUATA HA KOMOHHHpaHa ynoTpeda
Ha CHTArJIMIITHH C IPYTH aHTHAHAOCTHH NIEKAPCTBEHH NMPOAYKTH, OTKOJIKOTO NMPH NPOYYBaHHUATA Ha
CUTATTHIITHH KaTO MOHOTEparuA. T¢ BKIIIOYBAT XHNOIMIUKEMHS (4eCToTa , ,MHOI'O YECTH " NIPH
KOMOWHALMA ChC CYNMOHWTYpEeiHU MPOU3BOAHN U MET(GOPMHH), rpun (YECTO C WHCYJIMH (CHC WIH
Oe3 MeTopMHH)), rafieHe U IOBPbILaHe (YecTo ¢ MeTopMHH), ra3oBe (4ecTo ¢ METGOPMHH KU
NMHOTTHTA30H ), 3aneK (4ecTo nNpH KOMOUHALNA Che CYN(POHITYpPEHHH NPOU3BOAHH H METHOPMHH),
nepudepeH oToK (YeCTO C MHOTJIUTA30H WIX NPH KOMOUHALMA C THOTTIMTa30H H METQPOPMHH),
CHHIIMBOCT M AMapHA (HEYECTO ¢ METQOPMHUH) H CYXO0Ta B YCTaTa (HEeYeCTO ¢ HHCYJIHH (ChC WK Oe3

MeThOpMHH)).

IlennatpyyuHa nomysnalus
B KIMHUYHH H3MUTBaHKA ChC CHTArJIMITHH NPH NEAHATPUYHH NALMEHTH ChC 3axapeH anader Tun 2
Ha BB3pacT oT 10 go 17 roauHH, NpoUNLET HA HEXKEJTAHHUTE PEAKLIMK € CPABHUM € TO3H, Habmo0aBaH

NpH BBE3PACTHH.

[IpoyuBahe 3a 6€30NacHOCT MO OTHOLIEHHE Ha ChpAEYHO-CHAOBATA cHcTeMa TECOS MankTRaHero,
OLIEHABALIO ChPACYHO-CHAOBUTE Pe3y/ITATH NpH JieueHHe cbC cHTarndnThH (Trial Evaluating
Cardiovascular Outcomes with Sitagliptin, TECOS), intousa 7 332 nauueHTH, nekKyBasu cxc 100 mg
CHTarIMNTHH AHEBHO (MM 50 mg AHEBHO, aKO U3XOJAHUTE CTOWHOCTH Ha MU3YHCIICHATA CKOPOCT Ha
rnomepynHa ¢puntpauus (€GFR) ca > 30 u < 50 ml/min/1,73 m?), u 7 339 nauueHTH Ha auebo B
intention-to-treat (ITT) nomynauusara. /[ere nevesns ca 706aBEHU KbM OOWUANHUATE MPHIKU CHIMACHO
MECTHHTE cTanaapTH 3a HbA lc u chpaeuno-cbaoBu pucKoBH dakropu. ObliaTa yecTora Ha
CEPUO3HUTE HEXKeJIaHH CHOUTHA NMPH NAUKMEHTH, NMOMy4YaBallld CHTAIIMITHH € CXO/JHA C Ta3H MpH
NalHeHTHTE, NoJTyyaBalH miaueto.

B intention-to-treat noryiauMaTa cpe NaLKEHTUATE, KOUTO H3MOJI3BAT HHCYJIHH W/HANH CyA(QOoHWTYypes
Ha H3XOJHO HUBO, YECTOTATA HA TEXKKA XUNOIrNMUKEeMHUs € 2,7% NpH NnalueHTHTE, JIEKYBAHH CBbC
CHTATJIMIITHH, H 2,5% npu nauMeHTHTE Ha Miauedo; cpell NaldeHTHTe, KOUTO He U3NOA3BaT HHCYJIMH
/WK CYJIPOHUITYpes Ha U3XOAHO HUBO, YECTOTAaTa Ha TEXKa xunornukemus € 1,0% npu nauveHTHTE,
NeKyBaHH ChC CHTArnunTHH, U 0,7% npn naunenTrTe Ha wianebo. Yecrorara Ha nOTBLPACHH
cbOMTHA, OTJaBaHK Ha NaHKpeaTHT, € (,3% IpH nauueHTHTE, IEKYBaHH CbC cUTarnumnTrH, U 0,2% npH
MalLHEHTHTE Ha muialebo.

CrobiaBaHe HA NOJA03MPAHMN HEKEIAHH PeaKliMu
Cro0OmaBaHeTo Ha NMOO3UPAHH HEXENAHH PEaKLUHM C/CA pa3pelliaBaHe 3a yrnorpeda Ha JeKapCTBEHHA

NPOAYKT € BaKHO. TOBa MO3BOJISBA Ja NPOABJDKM HAGIIOAEHHETO Ha CHOTHOLUEHHETO NOI3a/ PHUCK 3a
JIeKapCcTBEHHA NPOAYKT. OT MEAHUMHCKHTE CIICUHANIMCTH €€ H3UCKBa Ja ChOOIIaBaT BCsika MOA03HpaHa
HE)KeJlaHa peakliig Ype3 HallHOHAIHATAa CUCTEMa 3a ChoOlaBaHe:

HamrejHUTENHA areHLMs 10 IeKapcTBaTa

yi. ,.,Jlaman I'pyes” Ne 8,

1303 Codus,

Ten.: +359 2 8903417

yebcaiit: www.bda.bg

4.9 Ilpenosznpane

[Tpu KOHTpPONHpPAHHTE KJIMHHYHH H3MHUTBAHKUA NPH 3APaBH CYOEKTH ca MpHEMaHu eIUHUYHH JO3H IO
800 mg cutarnunTHH. MuHMMaNHY nosuieHUA Ha QTc¢, KOUTO He ce CHHTAT 3a KN /,,.: MH,
ca HaOMroJaBaHK MPH €OHO NpoyusaHe rpu ao3a or 800 mg curarnunTuH. [lpH k2
NPOYYBAHHUA HAMA ONUT ¢ A03H No-BHCOKH OT 800 mg. [1pu Paza I Ha npoyuBag
no3HpaHe He ca HabMoJaBaHH CBbP3aHM C A03aTa HEXKC/IAHW PeakiiMH Ha ¢
600 mg axHeBHO 3a nepuon oo 10 nuu u 400 mg aHeBHO 3a nepuoa Ao 28 aH [




B cnyuyail Ha mnpenosdpaHe € NoAXONALIO Aa ce mpeArnpueMar oOMualHMTE MOAABLPKALIH MEPKH,
HanpHMEpP OTCTPaHABaHEe Ha HeabcopOHpPaHOTO KONMYECTBO OT CTOMALIHO-YPEBHHSA TPAKT, KIIMHHYHO
HaOmoaeHne (BKIIOYHTEIHO H €ICKTPOKapAHOrpaMa) M 3alo4BaHe Ha MOAABPKALIQ JedYeHHE, aKo €
HeoOX0auMo.

CurariaunTiH e cnabo auanusupyeM. IIpu KIMHUYHK poyyBaHus mpubausuTenso 13,5% ot nosara ce
OTCTpaHsABa MPH XEMOAHANU3HA CECHA, NpoawpkaBamla 3 A0 4 gaca. Ilpyw xnuHM4HA HeoOGXoaumMocCT
MOXe 1a ce OOMMCIH MPOABIDKUTENIHA Xemoauanusa. He ¢ U3BeCTBO Xanu CHTANIMITTHH ce AHAIH3HPA
NpH NEPUTOHCAIHA AUAJTH3A.

5. ®APMAKOJOINMYHHU CBOMCTBA

5.1 PapMaAKOIHRAMHAYHH CBOHCTBA

dapMakoTepaneBTHYHA rpyria: JIEKapCTBa, H3MON3BaHH NpH Auaber, uHXuOUTOpPH Ha AHNENTHAWN
nentraasa 4 (DPP-4), ATC koa: A10BHO1.

MexaHH3bEM Ha IeHCTBHE
CUTarMnTHH € NPEeACTaBUTE Ha Kiaca NEepopanHH aHTHXHUIMEPrIHKEMHYHHM AreHTH, HapH4YaHW

MHXHOMTOPH Ha aunenrruaun nentuzasa 4 (DPP-4). IlogoOpeHnero Ha IIMKEMHMYHHS KOHTDOJI,
Ha0J10JaBaHO MPH TO3H JIEKAPCTBEH NPOAYKT, Hai-BEpOSTHO C€ ABJDKH Ha MOBHIlIABaHE HA HMBATa Ha

aKTUBHUTE HHKPETHH XOpMOHH. IHKpETUH XOPMOHHUTE, BKAKUYHTEIHO MNIIOKAroH-noaodHua nenrua-1
(GLP-1) ¥ rmoxo3ozaBucuMus HHCYIHHoTponeH nonunentua (GIP), ce ocBoboXaaBaT OT THHKHTE
yepBa Npe3 ACHA, KATO HMBaTa UM C€ NOBHULIABAT KaTO OTrOBOP NMpH XpaHeHe. MHKpeTHHHUTE ca 4acT OT
€HAOr€HHa CUCTEMA, Y4acTBallla BbB (PU3HONOrHYHaTa peryaanma Ha INioKo3Hara xoMeoctasa. Koraro
KOHLICHTPALIMUTE HA KPBBHA 38Xap ca HOPpMAJIHK WiH noprwieHH, GLP-1 u GIP nosuiapaT cHHTE3a Ha
MHCYIIHH M OCBODOXKZABAT TMAaHKPECATHYHH OC€Ta-KIETKH 4Ype3 BBTPEKIECTbYHH CHIHAJIHH BEpPUIH,
BKJIKOYBALIM LKUKIH4eH AMO.

Jleuenue ¢ GLP-1 unu ¢ DPP-4 HHXHOHTOPH HA )KMBOTHHCKH MOACAH ¢ AMadeT TMIT 2 AEMOHCTPHpa
noaoOpaBaHe HaA peaKTHBHOCTTA Ha OeTa-KIeTKUTE MO OTHOLIEHHE Ha MIIKKO03a U CTHMYJIHpA
OMocHHTE3a M 0CBOO0KAABaHETO HA HHCYIHH. [IpH No-BUCOKH HHBa HAa HHCYJIHH ce nonobpsasa
MOEMAHETO Ha [UII0K03a OT TEKaHHTe. B nonbaneHue, GLP-1 noHwkaBa cekpeuusTa Ha rIIOKaroH oT
MaHKpeaTHYHHUTE al(a-KIeTKH. [lIoHWKeHUTe KOHLCHTPALIMY Ha IMIFOKANOH 34€HO ¢ TIO-BUCOKHTE
HWBA HAa MHCYJIMH BOAAT RO NOHWKABAaHE HA NPOM3BOACTBOTO HA MIOKO3a OT YCpHUA Jpol, KOETO HMa
33 pe3y/ATaT NOHKaBaHe Ha HHBaTa Ha KpbBHA 3axap. EQexrure Ha GLP-1 1 GIP ca rmoko3o-
3ABUCHMH, TAKa Y€ KOraTo KOHLEHTpPALMHTE Ha KpBBHA 3aXap ca HUCKH, He ce Habnonaea
CTHMYJIApPaHe Ha OCBOOOKAABAHETO Ha WHCYJIMH M MOTHCKAHE HA IIIOKAroHoBara cekpeinsa ot GLP-1.
H npu GLP-1, 1 npu GIP, cruMyndpaneTo Ha ocBobOkaaBaHe HA HHCYHHA C€ NMOKa4YBa, KOraTo
IIIKOKO3aTa e NTOBHIUH Hall HOpMalnHUTe KOHUEeHTpauHuH. OcseH ToBa, GLP-1 He yBpexxna HopManHus
IIFOKAroHOB OTrOBOP NPH XHnoriukemus. AKTHBHoOCTTa HA GLP-1 v GIP ¢ orpannyena or DPP4
€H3HUMA, KOWTO OBbp30 XHAPOIN3Hpa HHKPETHUH XOPMOHHUTE A0 HEAaKTHBHU NpOAYKTH. CHTArIMITTHH
IIPEAOTBPATABA XUIAPOIHIMPAHETO HAa MHKPETHH XopMoHuTe oT DPP-4, KaTo no 1034 HaulH NoBHILABA
IU1a3MEHUTE KOHLIEHTPAaLMH Ha akTuBHUTE hopmu Ha GLP-1 u GIP. Karo noBHinaBa HUBaTa Ha
AKTHBHHA HHKPETHH, CUTANJIMIITHH NMOBKIIaBa OCBOOOKAaBaHETO HA UHCYJIHH H [IOHM)KaBa HHBATA HA
TJIFOKaroH Io MMOKO030-3aBHCHM HaYHH. [1pu naumeHTH ¢ AnabeT THN 2 ¢ XUMIEPIIIUKEMHUS TE3H
IPOMEHH B HUBATa HA HHCYJIMH M ITIOKaroH BOAAT 40 No-HUCHK XeMoriobuH Alc (HbAlc) u no-
HUCKH KOHUEHTPAaLMHU Ha IMI0KO03a Ha IMIAJHO H ciell XpaHeHe. [ I0K030-3aBUCUMHUAT MEXaHH3bM Ha
CHTArJIMIITHH CE€ pa3inyaBa OT MEXaHH3Ma Ha CyIPORHIYpEeHHUTE NIPOKU3BOAHH, KOUTO NOBKILIABA
CEKpELHATA Ha UHCYJIMH, JOPH KOraTo HMBaTa Ha [VII0OKO3a Ca HUICKH U MOXE J1a NPHYYHU
XUIOrJIUKEMHS TIpU NMalMeHTH ¢ Juadet Tun 2 ¥ npu 3apasu cydekTH. Curaraumm
BUCOKO CEJIEKTHBEH HHXHOMTOP Ha eH3uMa DPP-4 u He nHxHOUpa OnH3KHUTE ¢)ff

9 nNpu TepaneBTHYHHA KOHLIEHTPaLKH. N
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[1py AByAHEBHO NpOYYBAHE NPH 34paBH CYOEKTH CHTArIMIITHH CAMOCTOATE
1 o6wure KoHUeHTpauuH Ha GLP-1 B cxozaHa creneH.




CHBMECTHOTO MPIICKEHHE HA CHTATJIMITHH M MET(QOPMHUH HUMa aANTUBEH €(EKT BLpXY AKTHBHHTE
GLP-1 kKoHLUeHTpauHH.
CHTarnunTuH, HO He U MeTPOPMHUH, NNOBUIABA aKTUBHUTE GIP KOHLEHTpalMH,

KiauHuyHa ePHUKACHOCT U 6€30MacHOCT

Karo 110, CHTATIMOTHH noaoOpsBa rIMKeMHYHHA KOHTPOJ, KOraTo ce Mpwiara KaTo MOHOTepanus
WIH KaTo kKoMOuuHpaHa Tepanus (BikTe Tabnuua 2).

ITporeaeHy ca ABe NpOyYBaHUA 33 OLCHABAHE Ha ePHUKACHOCTTa M H6€30MaCHOCTTa HA MOHOTEparus
¢bC cutaraunTiH. [Ipu ABe mpoyuBaHUs, €AHOTO C NPOAB/DKHTENHOCT 18 ceaMMLM, a ApyroTo ¢
NPOABDKMTENHOCT 24 CeAMHLIH, JIEYEHHETO ¢bC cUTArMUITTHH 100 mg BeAHBXK IHEBHO KaTO
MOHOTEpanua BOAM J10 3HaYMMOo noapobpenne Ha HbAlc, nnazMenaTta roko3a Ha rnagHo (FPG)
rJIIoKO3aTa 2 vaca ciien XxpaHeHe (2-uacoa PPG) B cpaBHeHue ¢ rwiauebo. Habnronasano €
nofaoOpeHye Ha CYpOraTHHTe Mapkepu Ha GyHkumaTa Ha Oera-kneTkure, BKmoyurenHo HOMA-f
(XoMeocTaseH Mojen 3a OLeHKa-f), CbOTHOLMIEHHETO Ha NPOHHCYUH KbM HHCY/IHH U NOKA3aTeNIUTe
332 PEaKTHBHOCTTA Ha HeTa-KIIeTKHUTE NPH TECTa 3a TONEPAHTHOCT MPH YECTO JAaBaHe HA XpaHa.
HabmozaBanaTa 4ecTOTA HA XMITOrIMKEMUS ITPH MALIMEHTH, JIEKYBaHH ChC CHTAIJIMIITHH € Ouna
CXOZHa ¢ Ta3u npH mauebo.

TenecHOTO TErNIO HE CE € NOBULUMIO OT U3XOAHHTE CTOHHOCTH MPU HHUKOE OT MPOYUBAHUATA B
CpaBHEHHME C MAJIKO NIOHH)KCHUE NPY NMALMEHTHTE, MpUeMany manefo.

[Ipu nBe 24-ceaAMUUHHM NPOYYBAHUS HA CHTAVIHIITHH KaTo A00aBBYHA Tepanus, €IHOTO NpH
KOMOMHaLIHA ¢ MeT(QOPMHH, a JPYrOoTO NMPH KOMOMHALMA ¢ NUOTTUTa30H, cHTarnunTHH 100 mg
BEJIHBXK JHEBHO BOAH A0 3HAYHMMO NoaoOpeHHe Ha IIIMKEMHYHHUTE NapaMeTPH B CpaBHEHME ¢ mianedo.
[IpoMsAHaTa Ha TENECHOTO TEIIO OT H3XOAHMTE CTOMHOCTH MPHU NALUEHTHTE, NIEKYBAHH CBC
CHTAIJIMIITHH € CXOAHA ¢ Ta3M NpH natueHTHTe Ha mnauebo. [Ipu Te3u npoyusanus € HabmonasaHa
CXOJIHA YE€CTOTA Ha XMITOTIMKEMHUA, ChODIIABaHA NPH NMALIMEHTHTE HA CUTANIMIITHH WU mnaneoo.

PaszpaboreHo € 24-ceaMuyHO ianebo KOHTPOJIMPAaHO NPOYYBaHE 3a OLCHABAHE Ha €(DHKACHOCTTA K
Oe3zonacHocTTa Ha cHTArUITTHH (100 mg BeAHBX JHEBHO), 100aBeH KbM IMUMENMPHI, NpUiaraH
CaMOCTOATENIHO WK B KOMOHHaUMA ¢ MeTdopMUH. [[00aBARETO HA CUTAITIHIITHH UK KbM
CaMOCTOSTENHO NPHIIOKEH MNHUMENUPHL, WIH KbM TITHMENUpUA B KOMOHUHALIMA ¢ MET(OPMHH BOAH 10
3HAYKUMO NOJOOpeHHe Ha MNTHKEMHYHHATE napaMeTpH. [Ipy nalMeHTHTE, TEKYBAHH CbC CUTATTIMIITHH €€
HabmoAaBa eKO MOBHILIABAHE HA TENECHOTO TEIV1I0 B CPAaBHEHME ¢ NTALUEHTHTE Ha Iutanedo.

PaspaboreHo e 26-ceaMHyHO 1aleho KOHTPOIMpPAHO NPOYYBAHE 33 OLIEHABAHE Ha eHKACHOCTTA H
H6esonacHocTTa Ha curarnmunTHH (100 mg BeqHBK JHEBHO), A00aBEH KbM KOMOHMHALIUA OT
NMHOrNMUTA30H U MeThopMHUH. J[obaBdHeTO Ha CUTArNMITTHH KbM MHOTJIMTA30H U MET(GOPMUH BOOH A0
3HAYHMO NoAOOpeHHe Ha rMUKeMHUUYHHTe napameTpu. [IpoMaHaTa B TeIECHOTO TErJ10 OT U3XOAHHTE
CTOMHOCTH Ha MAaLMEHTHTE, JIEKYBAaHH CbC CHTAINTUNTHH € OWIa CXOAHA ¢ TasH NMPH NaLHEHTHTE Ha
m1auebo. YecroraTa Ha XHUNOIJIMKEMHA CBILO € OWila cXOJlHA MPH NALHEHTHTE, JIEKYBAHH CBhC
CHTArIMIITHH WIH ¢ Tw1anedo.

Pa3spaboreHo ¢ 24-ceaAMHuHO Mauebo KOHTPOIHWPAHO MPOYUYBAHE 3a OLEHABAHE HAa €(UKACHOCTTA H
6e3zonacHocTTa Ha cHTarnunTrH (100 mg BeaHbpX OHEBHO), nobaBeH KbM HHCYMHH (¢cTabWnHa ao3a 3a
noHe 10 ceagMuum) cec wam 6Ge3 merpopmuH (mone 1500 mg). [lpu naumenTure, npueManu
NpeABapHTEHO CMEeCeH HHCYJIHH, CpeaHaTa AHeBHa no3a ¢ Owra 70,9 ea./nuesno. [Ipu nanuenTHre,
NPHEMATH HECMECEH NpeABAPUTEHO UHCYNIHH (MHTepMeauepeH/ AwIroieiicTeall), cpeaHara JHEBHA
nosa e 6wna 44,3 en./nueBHo. [JobGaBaHeTO Ha CHTAMHITTHH KbM HHCYJMH BOAM A0 3HAYHMO
noaobpeHue Ha raukeMUYHUTe MapamMeTpu. He ca HabniogaBaHH 3HaYUMHU TIPOMEHH B TENIECHOTO TEIJIO

OT U3XOAHHTE CTOMHOCTH MPU HUKOA OT IPYNHMTE.
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¢ 6UN0 CXOHO ¢ TOBA, HaOMIOAABAHO TIPH CaAMOCTOATENHO MPHIOKEH METHOPMHH WK miaiedo; HiMa
MPOMSAHA OT H3XOJHHTE CTOHHOCTH NPH NallMEHTH, JIEKYBAHH CaMO ChC CHTArfUNTHH. YecToTaTa Ha

XHMITOTJIHKEeMHA € O1na ¢XoJHa BbB BCHUKM IPYITH Ha JIeUcHHE.

Tabnuya 2. HbAIc pesyamamu npu niaye6o KORMPOAUPARU NPOYHEAHUA KAMO MOHOMEPANUA Wil

kamo kombunupana mepanus™

nobapeH KBM (POHOBA TEparug ¢
MHCYJIHH (£ MeTdopMuH)"

| (N=305)

Ilpoyusane Cpeonu Cpeona npomana | Ilnayebo-
UIXOOHU Ha U3XOOHUmMe Kopuzupana
CMOUHOCMU HA | CMOUHOCIMU HQ CpeoHa NpOMAHA
HbAlc (%) HbAlc CRPAMO
(%) 1 UIXOOHUME
cmounocmu  HaA
HbAlc (%9)f
(95 % C1)
IIpoyusanus na monomepanus
Curtarnuntud 100 mg Beausx aHesuo! | 8,0 0,5 0,61 (-0,8, -0,4)
| (N=193)
Curarnunrud 100 mg Begasxk qHesHo | 8,0 0,6 -0,8% (-1,0, -0,6)
- (N=229)
Ilpoyusanua na xombunupana mepanus
CutarnunTuH 100 mg BeaHbxK AHEBHO, | 8,0 -0,7 -0,7% (-0,8, -0,5)
nobapeH KBM (OHOBA TepanHd ¢
meThopMun’
(N=453)
CurarnuntvH 100 mg BEOHBXK OHEBHO, | 8,1 -0,9 -0,71 (-0,9, -0,5)
nobaBeH KeM ¢OHOBA TeparHi C
MUOTJIHTA30H"
(N=163)
Curarnantiule 100 mg BeqHbX AHeBHO, | 8,4 0,3 -0,6% (0,8, -0,3)
aobaBeH KBM (POHOBA TepamHsa ¢
CAUMEnUpua
(N=102)
Curarmunrrud 100 mg BeaHBXK AHEBHO, | 8,3 -0,6 -0,9% (-1,1, -0,7)
nobapeH KbM (OHOBRA Tepanus ¢
rauMenupu + Metgpopmun”
(N=115)
Curarnanrid 100 mg BeAHEBX AHEBHO, | 8,8 -1,2 -0,7%1 (-1,0, -0,5)
nobapeH KbM (¢GOHOBA TEpanua C
NHOrJIHTA30H + MeT(OpMHUHFH
|(N=152)
Havanuo neuenme (nBa bt qHeBHO)" : | 8,8 -14 -1,6% (-1,8, -1,3)
cutaraunTuH 50 mg + merdopmun 500
mz
(N=183)
Hauanso neuenue (nga nbtv AHesHo)! : | 8,8 -1,9 2,11 (2,3, -1,8)
curarunTuld 50 mg + MeThopMHH
1 000 mg
(N=178)
CutarnunTiH 100 mg BeOHBLXK OHEBHO, | 8,7 -0,6~ -0,63,~ (8=

* Tlormynaums oT BCUYKM NeKyBaHH MalHeHTH (Intention-to-treat aHamu3).
T Hali-MankyTe cpeHH KBAJPAHTH ¢4 KOPHTMPaHH CIIPAMO CTATYCA IPH Ipeaxon
AHTHXHIEPIrIUKEeMUYHO JICHCHHE H CTOHHOCTTa Ha U3XOJHOTO HHBO.
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Ilpoyusane Cpeonu Cpeona npomana | Hnayebo-
UIXOOHU HA UIXOOHUMeE Kopuzupana
cmotiHocmu Ka | cmotiHocmu Ha CPEOHA NPOMANA
HbAlc (%) HbAlc CHPAMO

(%6) T UIXOOHUME
cmourocmu  Ha
HbAlc (%0)T
(95 % CI)

I p <0,001 B cpaBHeHne ¢ mnauebo win mrauebo + KOMOHHUPAHO JleYeHue.

§ HbAlc (%) na 18-ra ceamuua.

|| HbAlc (%) Ha 24-Tta cegpMuua.

# HbAlc (%) Ha 26-Ta ceaMHULIa.

~ Hafi-MankuTe cpeAHH KBAAPAHTH Ca KOPUIMpaHU cIpsaMo ynotpedara Ha MeTOPMHH IPH BH3HTA
| (na/ ve), ynorpebara Ha HHCY/IHH Npu BU3UTa 1 (NMpeaBapHTENIHO CMECEH CIPAMO TaKbB, KOHTO He
€ CMECEH NPEABAPUTEHO [HHTEpMEIUEePEH WIH AbJAroAeHCTBAl]) U U3XOAHA CTOHHOCT.
BzanmoaelcTBHETO NPH JISYEHUETO MO noarpynH (ynorpeda Ha MET(OPMHH U HHCYJIHH) HE €
3Hauumo (p > 0,10).

Pa3paboreHo e 24-ceAMHYHO KOHTPOJIHPAHO C aKTHBHOTO BELIECTBO (METQOPMHH) TPOYYBaHE 3a
oLieHsIBaHe Ha epukacHocTTa H 6e30onacHocTTa Ha cutarunTHH 100 mg Beanbxk agHeBHO (N=528) B
cpaBHeHHe ¢ MeThopMHH (N=522) npH NaUMEHTH ¢ HE3aJOBOIHTEICH [TIHKEMHYEH KOHTPOJ OT AMETa
¥ PU3MYEeCKH YNpaKHEHUS, KOHTO He ca HAa aHTUXHUNEPINIMKEMUYHO JICUCHHE (MTPEKBCHANH JICYEHHETO
3a noHe 4 Meceua). CpenHara no3a MetgopMuH e Owia npubmusuresnHo 1900 mg aHeBHO.
[Tonwxennero Ha HbAlc¢ or u3xoauuTe cToHHOCTH B pasMep Ha 7,2% e 6uno -0,43% 3a curarnuntud
1 -0,57% 3a MeTgopMuH (aHaTK3 ¢ChrnacHO nporokona). O01aTa 4ecToTa Ha CTOMAIIHO-YPEBHH
HeXKEJIaHK PeaKklMK, OLIEHCHH KaTO CBbpP3aHM € NICKApCTBOTO, MPH NALMEeHTH, NEKYBaHH CBC
CUTarJIMNTHH € Ouna 2,7% B cpaBHeHHe ¢ 12,6% npn nauneHTHTE, IEKYBaHU ¢ MET(OPMHH.
YecToTaTa Ha XHIOIITUKEMHS HE CE palIM4YaBa ChIUECTBEHO MEXKAY NeKyBaHuTe rpynH (1,3% npu
CUTarJaunTHH, 1,9% npu MetdopmuH). TeleCHOTO TErNO € MOHWKEHO OT U3XOAHUTE CTOMHOCTH H MpH
neere rpynu (-0,6 Kr npH CUTariaMIITHH, -1,9 Kr 1pH METQOPMHH).

[Ipu npoyuBane, cpaBHABalIO eduKacHOCTTa U Oe3onacHocTra Ha nodGareH curaravmTvH 100 mg
BE€IHDBXK AHEBHO WM MHNU3ua (CynpoHWIYypeHHO NPOU3BOAHO) MpPH MALMEHTH ¢ HEe3aJA0BOJIMTEIIEH
rITHKEMHYEH KOHTPOJ1 OT MOHOTEPAnua ¢ METQPOPMMH, CUTAIJIMIITHH UMa CXOACH HA MIMIMH3KI edeKT
npy noHwxapaneto Ha HbAlc. CpenHara n03a rmunusui, H3noa3saHa B cpasHUTEIHATA rpyna € 10 mg
AHEBHO, KaTo npubnuiurento 40% ot nauMeHTHTE ca HMaNH HY»XZa OT A03a <5 mg AHEBHO MO BPeMe
Ha Npoy4BaHeTo. BBNpekd TOBa, NOBeYe MAUMEHTH OT IpyrnaTta Ha CUTArJIMITHH Ca NPEYCTAaHOBHUIIH
npuUeMa nopaau junca epekT OTKONKOTO B rpynara Ha raunu3vp. IlayueHTtuTte, JieKyBaHH CbC
CHTArJIMIITHH, MOKAa3BaT 3HAYMMO CpeAHO NOHWKEHHUE HA TENECHOTO TETNIO OT M3XOAHHTE CTOMHOCTH B
CpaBHEHHME CHC 3HAYMMO MTOKAYBAHE Ha Terfo NMpU NalUeHTUTE, MpUueMany runusug (-1,5 cnpamo +1,1
kg). I1pu ToBa npoy4uBaHe ChOTHOLICHUETO NPOUHCYNUH KBM UHCYIIHH, KOETO € Mapkep 3a 6pEKTHBHOCT
Ha CHHTE3a M OCBOOOKIAABAHETO HAa MHCYJIHH ce NoRoOpiABa NpPH JICHECHHE CBC CHTAIJIHNTHH H Ce
BJIOLLIABA MTPU JICYCHUE C MIHNH3KA. YecToTaTa Ha XUIIOITIMKeMHS TIPH Irpynarta Ha CUTariuirmHH (4,9%)
€ 3HAYUMO NO-HHUCKA OT Ta3H B rpynara Ha riunuszui (32,0%).

[TpoBeaeHo e 24-ceqMudnO 1anedo KOHTPOAWPAHO NpOy4YBaHe, BKIoUBalo 660 nauueHTa H
OLIEHABALLO €(PHKACHOCTTA, BOAECLLA A0 HAMAJISBAHE HA JO3HTE MHCYJIMH U Oe30MacHoCTTa Ha
cutaraunTyH (100 mg peaAHEX AHEBHO), 100aBE€H KbM WHCYJIHH ITIAPXKHUH CHC WK €3 MeTPOopMHH
(mone 1500 mg) no BpemMe Ha HHTEH3U(PHUMPAHETO HA HHCYIMHOBaTa Tepanui. Maxoanure cToiHOCTH
Ha HbAlc ca 6unu 8,74%, a usxoaHara go3a mucyMH € 6una 37 IU/aueBHo. [lauueHTHEE SR
MHCTPYKTUPAHH @ TUTPUPAT A03aTa CH MHCYJIMH [JIap>KUH BB3 OCHOBA HA CTOHHOCTL =

3axap Ha rnajgHo, M3MEepeHM 4pe3 KpbBeH TecT ¢ yOoxkaaHe Ha npbcta. [1pes Ceamyiads
NOBHiIIEHHETO HA AHEBHATA A03a HHCYAHH € 6o 19 IU/nHeBHO npy nauueHTH,
CHTArIMNTHH, U 24 TU/nHeBHO NpH NalMeHTH Ha ranebo.

[ToHmwxenunero Ha HbAlc npu nauueHTH, TeKYBaAaHH ChC CHTAITIMITTUH U HHCYJIHH

mMeTQOpMHH) e Ouno -1,31% B cpaBruenne ¢ -0,87% npy naupeHTUTe HA Naauebo
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Oe3 merdopmun), paznuka ot -0,45% [95% CI: -0,60, -0,29]. UecTtoTrata Ha XxMnoraukeMmns € 6una
25,2% npH NalMeHTH, JIEKYBAHH ChC CUTATJIMIITHH U UHCYIHH (cbe wiu 6e3 MerdopmuH) 1 36,8% npu
nalMeHTH Ha nnanebo U HHCYJHH (Cbe WK 6e3 merdopmuH). Paznukara ce Jb/DKH OCHOBHO Ha I10-
BHCOKHS NPOLIEHT NalldeHTH B miauebo rpynara, KOWTO ¢a KMaIH 3 WM NoBeve enu3ola Ha
xunornukemus (9,4 cpenty 19,1%). Hama pazinka B yecToraTta Ha TEKKA XMIOTJIUKEMUH.,

[IpoBeaeHO e NpoyyuBaHe, CPABHABALO CHTArMUITHH 25 mg WiH 50 mg BEAHBX AHEBHO C MNIHITH3HA
2,5 mg no 20 mg AHEBHO NMPH MAUMEHTH C YMEPEHO A0 TEXKO ObOpeyHo yBpexaaHe. Tosa npoyusaHe
BKIIOUYBA 423 nauueHTH ¢ XpOHMYHO OBOpedHO yBpeKaaHe (M3UMCIeHa CTeNeH Ha rJ1oMepyJ1Ha
¢unrpanms <50 ml/min). Cnen 54 ceamuun cpeanoro noHwkeHve Ha HbAlc or usxonuure
croitHocT € 6uno -0,76% npu curarnuirTil | -0,64% npy rovmusua (asanu3 no nporokon). Ipu
TOBA MpOy4YBane npoduinTe Ha €PUKACHOCT M 0€30MacHOCT HA CHTArIUITHH 25 mg unH 50 mg
BEIHBXK JHEBHO KaToO 114710 ¢a OWIIM CXOJIHM C Te3u, HabIoAaBaHK NPH APYTHTE NPOYYBAHHA HA
MOHOTEpAanHs NpH NalKHeHTH ¢ HopManHa 6p0peuHa gyHKUMA. YecTOTaTa Ha XHUIMOTJIMKEMHS B
CUTarJMITHH rpynara (6,2%) e 3HauuMO NMOo-HUCKA OT Ta3H B raunu3uAa rpynara (17,0%).
Habmopagana ¢ ChLIO M 3HAYMMA pa3fIUKa MeXIXY MPYNHTEe N0 OTHOLICHHUE Ha NPOMEHHUTE Ha
TEJIECHOTO TErJIO OT H3XOAHHTE CTOHHOCTH (-0,6 Kr npM cHTarnunTHH; +1,2 Kr npy rnUnu3ya).

HApyro npoyupaHe, CpaBHABAULO CUTATJIMIITHH 25 mg BeAHBXK AHEBHO C MUNU3uA 2,5 mg 1o 20 mg
OHEBHO € nposeacHo npH 129 nawpenT ¢ KCb3 Ha auanusa. Cnea 54 ceaAMULIH CPEAHOTO
noHwxeHne Ha HbAlc ot uzxoanure cTolinOCTH ¢ 6mno -0,72% npu curarunTul U -0,87% npu
rnunu3na. [Ipyu ToBa npoy4sane npo@rILT Ha €(PHKACHOCT U 0€30MaCHOCT Ha CHTAIVMIITUH 25 mg
BEAHBLK THEBHO € OMIT CXO/I€H ¢ TO3H, HabroaBaH NpH APYTH NPOYYBAHHA HA MOHOTEpAIHA NPH
MalHEeHTH ¢ HopMaiiHa O6uOpeuna GyHKkUMA. YecTOoTOTa Ha XMITOTVIHKEMHSA He Ce pa3jiH4aBa
CBLUECTBEHO MeXAY NneKyBanuTe rpynu (6,3% npu curarnuntud; 10,8% npu raunuzug).

[Ipu npyro mpoyusaHe, BKMOYBALIO 91 nauyeHTH ¢ auabet i 2 1 XpoHH4HO 6BOpeuHO yBpexaaHe
(KkpeaTHHHHOB KIHpBHC <50 ml/min), 6€30MacHOCTTAa U MTOHOCHMOCTTA Ha JIEYEHHETO CBC
CHTarJHNTHH 25 mg unH 50 mg BeaHbX JHEBHO KaTO UANo ¢a O cxoaHu ¢ nnaiebo. B
NOITbJIHEHHE, caen 12 cenMHLUH cpeaHoTo norwkeHHe Ha HbAlc (-0,59% npu curarnuntus; -0,18%
npu mnauebo) u FPG (-25,5 mg/dL npu curarnunTuy; -3,0 mg/dL npu miauebo) karo usio ca 6unu
CXOZRHH ¢ T€3H, HaOmoJaBaHH NPH APYTH MpOy4YBaHHA Ha MOHOTEPANMSA NMPH MaLMEHTH ¢ HOPMAaJlHa
OnOpeuHa QyHKIH (BHOKTE TO4Ka 5.2).

TECOS e panooMu3upaHo npoyuBase ripy 14 671 nauueHT B intention-to-treat nomyJanmaTa ¢
HbAlc = 6,5 0o 8,0 %, ¢ ycTaHOBEHO ChpACUYHO-CHAOBO 3a00/IgBaHE, KOUTO NOy4aBaT CUTATTMIITHH

(7 332) 100 mg nueeHo (WM 50 mg AHEBHO, aKO U3XOoAHHTE CTOHHOCTU Ha eGFR ca > 30 u <50
ml/min/1,73 m?) wix mnauedo (7 339), nobaBeHn koM 0OHHAHMHHTE MPHIKH CHINIACHO MECTHHTE
ctaHaapTH 3a HbA l¢ u ¢vpaeuHo-cpra0BH prckoBH dakTtopH. [launeHTH ¢ eGFR < 30 ml/min/1,73 m?
He ca BKJIIOYEHH B npoyusBaHeTo. M3cnensanara nomynauus exmouBa 2 004 nalyHeHTH Ha BB3pacT >
75 roauuu ¥ 3 324 nauuentn ¢ 6bp6peuHo yBpexnaHe (eGFR < 60 ml/min/1,73 m?).

[Io BpeMe Ha npoyuBaHeTO o0LIaTa H3YKCIICHA cpeaHa paznuka (SD) B croiinocTure Ha HbAlc
MEXIY IPYIIHTE Ha CHTArJIMNTHH H mwiauedo e 0,29 % (0,01), 95 % CI (0,32, -0,27); p < 0,001.
[IspBHYHATA KpaiiHa TOUKA MO OTHOLUCHHE Ha ChpAEeUHO-CHAOBATA CHCTEMA € ChCTABHA OT ITbPBATA
[10SBa Ha CLPACYHO-CBAOBA CMBPT, HedaTaJCH MHOKapAEH HHPAPKT, He(aTaneH HHCYIIT HIH
XOCNUTANM3aLMA nNopagyu HecTabWiIHA cTeHoKapaua. BropHdHUTE KpaHHH TOYKH N0 OTHOLUCHHE Ha
ChpPAECYHO-CBAOBATA CHCTEMA BKJIIOYBAT ITHPBaTa NMoABa Ha ChPACYHO-CHAOBA CMLPT, HedaTasIcH
MHOKapAeH UHGAPKT WK HedaTalleH HHCYIIT, 001lia CMbPTHOCT; M XOCITHTATN3ALIMY TIOPAaH 3aCTONHA
ChbpAcYHa HEOOCTATHYHOCT.
Crnea npocneasBaHe ¢ MEAKHaHa Ha NPOABIDKUTENHOCT OT 3 FOAWHH, CHTAIJIHIITH / C QRIS 3 BUCKa
1 Ok 2t EH

OT I'OJICMH HCXKCIIaHH CBhpACHHO-CBA0BH cBOMTHA Wiy PHCKA OT XOCIIHTAJIH3a

HEAOCTaTHbYHOCT, KOraTo ¢¢ 100apd KbM 0OMUAHMHUTE MPHAKH MMPU NALKEHTH C/f}
cpaBHeHHE ¢ oOHyakiHuTe rprxku 6e3 cutarnunTul (Tabnuua 3).

x
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Tabnuya 3. Yecmomu Ha KOMOURHUPAHU CHPOEUHO-CHO08U PEIYAMAMU U HA KTIOY08U 8MOPULHU

pesyamamu

Cumazaunmun 100 mg

IInayebo

N (%)

Yecmoma na
100
RayueHmo-
200uHu®

N (%)

Yecmoma ra
100
nayuermo-
200unu*

Koeguyuenm
Ha pucka

(95% Ci)

p_
cmotinocmt

Ananusz & Intention-to-Ireat nonyaayusma

bpo# nauMeHTH

7 332

7339

ITepsuuna
CHCMABHA
KpauHa mouxa
(Cvpaeuno-
ChJ0OBAa CMBPT,
HedaTaleH
MHOKapAcH
UHDApPKT,
HedaTaneH
HHCYJIT WIH
XOCHHUTAIH3ALMA,
rnopagn
HecTabHWIHA
CTCHOKAPAMA)

839

(11,4)

4,1

851

(11,6)

4,2

0,98 (0,89-
1,08)

<0.001

Bmopuuna
CLCMABHA
Kpauxna movka
(CopaeyHo-
CBIAOBA CMBPT,
HedarTanen
MHOKapACH
UHODAPKT UNH
HedaTaaeH
MHCYJIT)

745

(10,2)

3,6

746

(10,2)

3,6

0,99 (0,89—
1,10)

<0.001

Bmopuuen pezyamam

CopaeuHo-
ChAOBA CMBPT

380
(5,2)

1,7

366

| 5,0)

1,7

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

0,711

BcskaksB BUA
MHOKapAeH
UHQapKT
(¢pataneH u
HedaTayieH)

300
(4,1)

1,4

316
(4,3)

1,5

0,95 (0,81—
1,11)

0,487

BcakaknbB BUI
HHCYAT ((aTaneH
H HedaTaleH)

1 178

(2,4)

0,8

183
(2,5)

0,9

0,97 (0,79—
1,19)

0,760

XOCMHTAIHN3ALHA
nopaziu
HecTaOWwiHa
CTCHOKapAus

116
(1,6)

0,5

129
(1,8)

0,6

0,90 (0,70
1,16)

0,419

CMBpT nopaau
BCAKAKBa
NpUYMHHA

547
(7,3)

2,5

537
(7,3)

2,5

1,01 (0,90—
1,14)

XOCIUTAJTH3ALHA
nopajH CbpAcyHa
HEAOCTaThYHOCT]

228
(3,1)

1,1

229
(3,1)

1,1
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Cumaznunmun 100 mg | Ilrayebo Koeghuyuenm | p-

N (%) | Hecmoma na | N (%) | Yecmoma na | Ha pucka cmoiirocm?
100 100 (95% CI)
nayuenmo- nAyueHmo-
200unu* 200uHu™

* YecroTraTa Ha 100 nateHTO-roMHU € H3uncaeHa karo 100 x (obwms Spoit nawmeHTH ¢ > 1
CHOMTHE MO BpeMe Ha JOMYCTHMHS NEPHOJ Ha €KCIIO3HLMA CNpAMO odmus Opoii nanMeHTO-roAMHA
Ha MTPOCNECasBaHE).

T B13 ocHoBa Ha Moaen Ha Cox, cTpaTH)HLUMPaH No perdoH. 3a CbCTABHUTE KpaHHH TOYKH p-
CTOHHOCTHTE ChOTBETCTBAT HA TECT 32 HEMH(PEPHOPHOCT, Thpcelll Ja NMOoKaxke, Ye KOePULHESHTHT Ha
PHCKa € no-ManbK OT 1,3. 3a BCHYKH OPYTH KpaHHH TOYKH P-CTOMHOCTHTE CHOTBETCTBAT Ha TECT 34
Pa3IKKHUTE B KOSPULIMEHT Ha PUCKA.

1 AHaNH3IBT Ha XOCIIHTANH3ALUMATA NOPAAH ChPACUHA HEJOCTATBYHOCT € KOPHIHpPaH 33 aHaMHE3a 3a
ChpPAEYHA HEAOCTATHLYHOCT HA M3XOAHO HHBO.

ITeauaTpyUuHa NOIMYIALIHS
IIpoBeaeHo ¢ 54-ceAMHUYHO, ABOHHOCIIAINO MPOYUYBaHE 3a OLICHKA Ha epuKacHOCTTA H 6€30MACHOCTTA

Ha cuTarnunTiH 100 mg BeaAHbXK AHEBHO NMPH NEAHATPUYHY NMauMeHTH (Ha Bp3pacT ot 10 xo 17
FOAUHH) ¢ AHabeT THN 2, KOUTO HE ¢a OWIH Ha AHTUXUNEPTrIIMKEMUYHA Tepanus rnore 12 ceaAMHULH (¢
HbAlc 6,5% no 10%) nnu ca 6mim Ha ctabuiHa go3a HHCYAMH noHe 12 ceamunu (¢ HbAlc 7% no
10%). INaupenTrTe ca paHAOMHU3UpaHY Ha cuTarnunTiH 100 mg BeaHsk qHEBHO WK wiauebo B
NpoALDKEHHE Ha 20 ce IMMLH.

CpeaHoro n3xoanro HHBO Ha HbA lc e 7,5%. Jleuenuero cre curarnunTul 100 mg He ocHrypsasa
3HauuTeHo noaodbpenne Ha HbA 1¢ na 20 ceamuum. Hamanenuero Ha HbA l ¢ mpu nauuenTy,
neKyBaHM ¢be cHTarauMnTHH (N = 95) e 0,0% B cpaBHenue ¢ (,2% npu nalHeHTH, NEKYBAaHH C IU1aLedo
(N = 95), paznuka ot -0,2% (95% CI: -0,7, 0,3). Brokre Touka 4.2.

3.2 ®apMakoOKHHeTHYHH CBOHCTBA

AbGcopbums

Cnen nepopanHo npuioxeHue Ha aosa ot 100 mg npu 3apaBH cyOEKTH CUTATKHIITHH ce abcopObupa
OBp30, KATO NIMKOBM IUIA3MEHH KOHLCHTpauuy (meauada Tmax) ce aocturar 1 1o 4 yaca cnen ao3ara,
cpeanara mwasMeHa AUC Ha cutarnunTvH e 8,52puMshr, a Cmax 950 nM. AbcomoTHara
OHOHATMYHOCT HA CUTAT/IHIITHH ¢ npubnusutenHo 87%. Tvi kaTo NMpHEMBT HA XpaHa C BUCOKO
ChAbPHKAHWE HA Ma3HWHHU HE OKA3Ba BIUAHUE BHEPXY PapMaKOKMHETHKATA, CHTATTIMITTHH MOXE Aa

Obae npueMan ¢h¢ WM 6e3 xpaHa.

[Inaamenata AUC BHa CHTaryIMNTHH ¢e IOBHMIABA MO J030-NIPONOPLUMOHANEH  MOJEN.
HozonponopuxnoHanHocT He € ycraHoBeHa npH Cmax u C24hr (Cmax ce noBHwWABa MOBEYE, OTKOJIKOTO
npy A030-ponopuMoHaned Mmoaen, a C24hr ce nopuimiaBa NoO-Malko, OTKONKOTO MPH 1030-

APONOPLMOHANICH MOAEI).

Pasnpenenenue

Cpennust 06eM Ha pasnpeneneHde npu cTaduUiHoO ChCTOSHHUE Cllel €AHOKPAaTHA HHTPABEHO3HA 034
cutarnunTul 100 mg npu 3apasu cydekT e npubauaurenyo 198 nurpa. @pakiuara CUTAIJIUIITHH,
oOpaTHMO CBBp3aHa C IUIa3MEHHTE HPOTEWHH ¢ HUCKa (38%).

buorpancdopMaiius
CYTAarjaunmTHH ce eIMMHHEPA OCHOBHO HEMPOMEHEH B YPUHATA, a8 METa00IU3MEBT € BTOPO
mbT. [Ipubnuaurenno 79% OT CUTArIMOTHH ¢€ EKCKPETHPA HENPOMEHEH B YPHHATA,

Cnen nepopanna nosa ['*C] curarnunTun npubauzurenso 16% oT paaMoakTHUe
KaTo MeTaboNUTH Ha cuTarnunTiH, OTKPUTH ca ¢neam OT wect metabonura, k
JonpuHecar 3a rasmedra -4 uuxuburopHa akTUBHOCT HA CHTArJIMATHH. JA\V
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MOKA3BAaT, Y€ OCHOBHHUAT €H3UM, OTTOBOPEH 32 OrpaHHUYeHUd MeTabonu3IbM Ha CHTArTUIITHH € CYP3 A4
c yuactuero U Ha CYP2C8.

In vitro nanHHTE NOKAa3BaT, Y€ CUTArNKITTHH He e HHXHouTop Ha CYP n3zoenzumure CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6 v He ¢ nraykTop Ha CYP3A4 n CYP1A2.

EnvMHHUpaHe
Cnen npunoxenne Ha nepopanta ao3a [*C] curarmunmvs npu 3apasu cybextd npubansurento 100%

OT NIpHeTaTa paAHOaKTUBHOCT C€ €JIMMMHMPA B H3npaxHeHuaTa (13%) win B ypurara (87%) B paMkure
Ha elHa ceaAMMIIA Clled npuemaHe Ha jposata. [IpuBuaHuAT TepmuHaneH t1/2 cnea nepopanna mosa
curarnunTdH 100 mg e npudausurenno 12,4 yaca. CuTarimimuH ce HATPYyIBa CaMO MUHHUMAJTHO TIPH
MHOTOKpaTHO npuiaraHe. bropeuHuar knupsHe ¢ npubauzurento 350 ml/min.

EnuMHUHEpaHETO Ha CHTATIMOTHH CTAaBa OCHOBHO 4pe3 OnOpeuHa ekckpeuys M BKTIOYBA AKTHBHA
TyOynHa cexpela. CHTArnmMNTHH € CyOCTpaT Ha 4OBCLUIKMA OPraHMYEH aHMOHEH TPaHCHopTep-3
(hOAT-3), kolito Moxe OM yuyacTsa B OBOpPEYHOTO €MMMHHHMpaHe Ha cHTAr;MnTHH. KIHHH4YHOTO
3HaYeHHe Ha hOAT-3 B TpaHCIOpTa HA CUTAITTUITTHH HE € YCTAHOBEHO. CHTArMITTHH CBLIO e cybcTpar
Ha p-TJIMKONMPOTEWH, KOHTO MOXe O yuacTBa M B MeAHWHpaHeTO Ha OLOpEeYHOTO eNMMHUHHpaHE Ha
CUTATTUNTTHH. Bbnpeky TOBa, LIMKJIOCTIOPUH, HHXHOUTOP Ha P-TIIMKONPOTEUH, HE NOHKaBa ObOpeuHHs
KNIMpbHC Ha curarnunTuH. CurarnvMntdH He e cyberpar Ha OCT2, mwm OATI, unu PEPT1/2
TpaHcnoprepure. In vitro curtarnuirtui He HHXubupa OAT3 (IC50=160uM) wnu p-rnuxonpotenH (10
250 pM) MeIuMpaHug TPARHCIOPT B TEPANCBTHYHO 3HAYHMH TU1a3MEHH KOHUEHTpaumru. [Ipu KIMHHHYHO
NPOYYBAHE CHTAMIKIITHH OKa3Ba MaTbK e()eKT BbPXY IU1a3MEeHUTE KOHLIEHTPALIHH Ha JUIOKCHH, KOETO
NOKa3Ba, Y€ CHTarJIMNTHH MoxKe na Obae cna® nHXUOHTOp Ha P-INMHKONPOTEHH.

X apaKTepHCTHKA Ha NMALHMECHTHUTE
(DapMaKOKMHETHKAaTa HA CHTArTHITHH HaH-00L0 € CXOJHa NpH 3paBH CYOEeKTH U NnauueHTH ¢ auaber

THN 2.

Bvbpeuno yepeocoane

[TpoBeaeHo e OTBOPEHO NMPOYyUYBaHe ¢ €AHOKPATHA [j03a 3a OlicHABaHe Ha (apMakOKMHETHKATA Ha
HaMaseHa 103a CHTarnmunTUuH (50 mg) npH NalMeHTH ¢ pa3iiyHa cTeneH Ha XpoHHYHO 6K0peuHo
YBPEXAAHE B CPABHEHHE C HOPMAJIHH 3IPABH KOHTPOJIHH HHAUBUH. [IpoyyBaHeTO BKIIOYBA
NALMEHTH ¢ JIEKO, YMEPERO U Texko OBOpeuHo yBpexaane, kakro u nauuenTu ¢ KCb3 Ha
xemoauanuza. B nomsnHeHue, epexrnure Ha OBOpPeYHOTO YBpekKaaHe BbPXY PapMaKOKMHETHKATA Ha
CUTArJUITTHH NPH NalUdeHTH ¢ auaber TN 2 U NEKO, yMEPEHO WM TEXKO OLOpeYHO yBpeKaaHe
(sxmounrenyo KCb3) ca olieHeHu ¢ moMollTa Ha NOMyJIalliOHHHN (papMaKOKHHETHYHH aHATH3H.

B ¢paBHeHHE ¢ HOPMaAJIHUTE 33paBH KOHTPOJNIHH cyOeKTH, rasMeHara AUC Ha CHTarJIMnTHH e
yBenHucHa ¢ npubausurente 1,2 meTH ¥ 1,6 TbTH CHOTBETHO NPH MALHEHTH C JIeKo OBLOpedHo
yspexaane (GFR 260 a0 <90 ml/ min) u naumenTn ¢ ymepeHo 6u6peuno yespexaane (GFR >45 no
<60 ml/ min).

Tbh KaTO yBENHUEHHATA OT Ta3H BEIMYMHA HE Ca KIIMHWYHO 3HAYHMH, He € HE00X0JHMO KOpUrupaHe
Ha A03aTa Npy TE3M NalHeHTH.

ITnazmenata AUC Ha CHTarfiMnTHH € € YBEIHYWIA NMPHOAN3UTENHO 2 IThTH NPH NALHEHTH C YMEPEHO
o0b0Opeuno yepexaade (GFR >30 1o <45 ml/ min) u npubnuzurento 4 meTH NIPH MALUHEHTH C TEXKO
O6rbpeuno yepexgane (GFR <30 ml/ min), sxitounrenso npyu nauneHTH ¢ ESRD Ha xeMoaunanusa.
CHuTarnunriH ce oTCTpaHABa yMepeHo upe3 xemoguanmsa (13,5% 3a 3- mo 4-yacoBa cecus Ha
XeMOAHaNy3a, 3anoupalla 4 yaca cien 103ata). 3a NOCTUraHe HA TIa3MEHH KOHLIEHTpa
CHTArJIMITTHH, MOJOOHH HA TE3H NPH NAUKMEHTH ¢ HOpManHa Ob0peuHa QyHKIUA, ce
HHUCKH 103H NnpH naudeHTd ¢ GFR <45 ml/ min (BuokTe TOuka 4.2).

Yeprodpobro yspeoscoane

15



yepHOApoOHO yBpexaaHe (oucHka no Child-Pugh >9). Benpeku ToBa, ThH KaTO CHTArJIMITHH C€
eNIMMHHHpPa NpeauMHO 4pe3 Op0pennTe, He ce oYakBa TEXKOTO YEpHOAPOOHO yBpeK1aHe Aa MOBIHsE
(hapMakOKHHETHKATA HA CHTATTUINTHH.

Ilayuenmu 6 cmapuecka sv3pacmHe e HeobXoaUMO aaanTUpaHe Ha A03aTa Bb3 OCHOBA HA BH3pacTTa.
Bh3pacTra HAMa KIMHHYHO 3HaYHMMO BNUsHUE BBPXY (apMaKOKMHETHKATA HA CUTArTIMITTHH Bb3 OCHOBA

Ha MOMYyJNalMOHHKA (papMaKOKHHETHYEH aHanu3 Ha aaHuute oT Paza I u Paza II. [Tauuenture B
crapuecka BB3pact (65 mo 80 romunm) ca umanu npubnuzurenHo 19% no-BHCOKH mnasMeHH

KOHUCHTpPALIMH HA CUTAIJTUIITUH B CPABHCHUC C ITO-MJIAIN CYGBK‘[’H.

leouampuyuna nonyaayus

dapMakOKHHETHKATa HA CHTArTKITUH (eqHU4YHA 103a oT S0 mg, 100 mg win 200 mg) e uscneapana
1pH neanaTpU4YHy nanveHTH (Ha Bb3pacT oT 10 go 17 rogunm) ¢ auaber tun 2. Ilpu Ta3zu nomynauus
xkopurupanara 3a aosara AUC Ha cUTarinunTvH B miasMara € npudansurento 18% no-uucka B
CpaBHEHME C Bb3PaCTHH NalueHTH ¢ auabeT Tum 2 3a n1o3a ot 100 mg. Toea He ce cunTa 3a KIHHHYHO
3HAYHMA Pa3/IMKa B CpaBHEHHE C Bb3PacTHH MAaLMEHTH Bb3 OCHOBA Ha rutockata PK / PD Bpb3ka
Mexxay Jo3arta ot 50 mg u 160 mg. He ca nposexaaHn npoyuyBaHHA ChC CUTATTIMITTHH NPH
neJUaTpHYHHE NAUMEeHTH Ha BB3pacT <10 roauHu.

Hpyau xapaxmepucmuxu na nayuenmumeHe e HeoOXoAUMO aganTHpaHe Ha 103aTa Bb3 OCHOBA Ha
noJj, paca WiK HHAEKC Ha TenecHara Maca (BMI). Teau xapakTepyUCTHKH HAMAT KIHHHYHO 3HAYHM
edeKT BbpXY (hapMaKOKHHETHKATA HA CHTArIMIITHH B3 OCHOBA Ha KOMOHWHHpaHHA aHAJIM3 Ha
dapMakoxkuHeTHuHuTe AaHHK 0T Pa3za | u Ha nonynalMoOHHUA GpapMaKOKHHETHYEH aHAJIH3 Ha
nauHute or Paza 1l.

5.3 IlpeaAkiHEHYHRA JAHHE 33 Oe30HACHOCT

brOpeuHa u HepHOApOoOHA TOKCHMHOCT ce HabmoAaBa npH rpu3adu MpH CTORHOCTH Ha CHCTEMHA
EKCMO3HLIHA 58 MbTH MO-BUCOKA OT HUBOTO Ha €KCIO3ULMA NMPHU XOpPa, a HUBOTO Oe3 edekr e
onpeaencHo Ha 19 NbTH NO-BHCOKO OT TOBA NPH XOpa. AHOMAJIMH Ha pe3luTe ca HabmoaapaHu NpH
ILTbXOBE NMPH HHBA Ha €KCNO3ULMA 67 NbTH NMO-BMCOKHA OT HUBOTO Ha KIIHHHWYHA €KCIIO3HLMA; HUBOTO,
IpH KOETO HAMA NMogobeH eQeKT € onpeaesieHO Ha 58 ITBTH M0-BUCOKO CBITIACHO PE3YATATHTE OT 14-
ceJIMHYHO NPOYYBaAHE MpH MIbXOBE. 3HAYMMOCTTA Ha Ta3H HAXOJAKa IPH XOpa HE € U3BECTHA.
IpexoaHH, CBBP3aHH € JICHECHHETO (PU3NYHHU NMPOABU, HAKOH OT KOHUTO MPEAnoiaraT HaIHIHeTO Ha
HEBPOJIOTHYHA TOKCHYHOCT, KaTo JIMILIaHe ¢ OTBOPEHA yCTa, CallMBall|iA, eMe3UC Ha Osna nmiHa,
aTakcHi, TPENEpeHe, HaMalleHa aKTUBHOCT W/ UnH M3repbeHa nosa ce HabmoaaBaT NpH Ky4eTa npM
HHUBA Ha eKCIO3HLMA MPHOIU3UTENHO 23 MbTH MO-BUCOKK OT HUBOTO HA KIIMHHYHA €KCNO3HLHUA. B
JOITHJIHEHHE, MHOTO JIEKA A0 Jieka KOCTHO-MYCKYIaTypHa JereHepalius ce Habmonapa u
XHCTOJOTHYHO NpH 103U, JaBALLM HABA HA CUCTEMHA EKCITO3ULIMA NMPUONU3UTENHO 23 MBTH NO-BHCOKH
OT HMBOTO HA €KCro3uLMA NpH xopa. [1pu Te3n pesysrrati, HUBOTO 03 nofodeH edekT e npu
eKCMO3ULIHMA 6-KpaTHO MO-BUCOKA OT HUBOTO HA KJIMHUYHA €KCITO3ULIHA.

CHUTArIHIITHH HE € 110Ka3aJl FTeHOTOKCHYHOCT NPH NPEAKIMHHYHHATE NpoyuBaHUsa. CUTArJIHIITHH He €
KaplMHOreHeH npu MHIIKHU. [Ipu nisxoBe € HabmoaaBaHa NOBHILIEHA YECTOTA HA YepHOAPOOHH
aflecHOMH K KapUMHOMH MPH HUBA HA CUCTEMHA €KCNO3ULMA 58 ITBTH HaJl HUBATA HA EKCIIO3HLHA NpH
xopa. Thii KaTo € I0Ka3aHO, Y€ XENMATOTOKCHYHOCTTA KOpenupa ¢ HHAYIHPAHETO Ha YepHOApoOHa
HeOILna3us MpH IUTbXOBE, Ta3U NOBHLICHA YECTOTA Ha YEPHOAPOOHHU TYMOPH IpU TUTbXOBE Hal-
BEPOATHO € BTOPHYHA, CJICACTBHE OT XPOHUYHA XEMATOTOKCHYHOCT NPU BHCOKH A03H. [lopaau
BHCOKATa rpaHHia Ha 6e3onacHoCT (19 mbTH npy ToBa HUBO 0€3 ediekT), Te3H HEOIU1aCTUYHH
MIPOMEHH He CE€ CUHTAT 3a 3HAUYUMH NPH XOpaTa.

He ca HabmoaaBann edeKTH BBPXY PEepTWIHTETA NPH MBKKH M )KEHCKH IUTBXOBE, 10
CHTArIMNTHH NpeAHU U Mo BpeME Ha YH(TOCBAHETO.

[Ipu npoyuBaHe Ha npe-/ NOCTHATAIHOTO Pa3BHTHE NMPH TUTHXOBE CHTATJIMIITHH H
pPEeaKIUM.
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[IpoyuBaHHATa 32 penpOayKTHBHA TOKCHYHOCT NOKAa3BaT HAJIHYHETO HA CBBHP3aHa C JICUCHHETO JIEKO
yBEJIHYE€HA 4eCTOTa Ha Mandopmaursa Ha peOpaTa npH ¢eryca (MUNCBalIH, XUIIOIUTACTHYHH K
nnasany pedpa) npH NOKOJIEHHETO Ha MBXOBE MPH HMBA Ha CHCTEMHA €KCIMOo3LMs MoBeYe OT 29 IIbTH
NO-BHCOKH OT Te€3H IpH Xopa. TOKCHYHOCT Ha MaHKaTa ¢e Ha0mo1aBa npH 3aiily npu HUBA Hax 29
ITbTH NO-BHCOKH OT HHBATA Ha €KCMo3uLMA npH xopa. [Topaau Bucoxara rpaHmiia Ha 6€30MacHOCT,
T€3H HAXOAKH HE MpPEANOoJaraT ChbLIECTBYBAHETO HA CHOTBETHHS PHUCK 3a PENpPOAYKTHBHOCTTA [PH
xopa. CHTarJIHNTHH C€ €KCKPETHPA B 3HAYHMH KOJIMYECTBA B MJIAKOTO Ha KbPMEIIH IUTHXOBE
(CHOTHOILIEHHETO MITAKO/ TU1a3Ma € 4:1).

6. PAPMAILEBTHYHMU NAHHU

6.1 Cnrcbk HA DOMOIIHHTE BelllecTBAa

CobpleBrHa Ha TabneTkara
Kanuuer xuaporendocdar, 6e3soacH

Muxkpokpucrania uemynosa E460
KpockapMmenosa HaTpHii
MarunesueB cTeapar

Harpues cTeapun ¢ymapar

OUAMOBO NOKPHTUE
Omnaapai II 6230 85FK18422

¢ [IONUBHHUNOB ANKOXON

e Turanos awokcua E171

¢ Maxporon 3350

e Tank
Yepen xkenesen okcup E172 (3a 50 mg 1 100 mg)
A war xeneseH oxeua E172 (3a 25 mg u 100 mg)

6.2 HecnrBMecTEMOCTH

Henpunoxxumo.

6.3 Cpox Ha rogmsoct

3 roguHHU

6.4 ChoennaJHH YC/IOBHA HA ChXPAHECHHE

To3n lekapCcTBEH NMPOOYKT HE H3UCKBA HUKAKBU CNCLHANIHU YCNIOBHSA Ha ChXpaHEHUE.

6.5 Bnaau cbAbLPAKAHRHE HA ONAKOBKATA

bnuctepu ot I[Nonuamua/ Anymunuii/ PVC/ amymunnii 6nucrepu, ceabppakaiin 14, 28, 30, 56, 84, 90,
98 TabneTku.

He BCHUYKH BHAOBE OTIAKOBKH MOraT 4a OuaaT [TYCHATH Ha 1razapa.

6.6 ChnenualHH NpeANAIHA MEPKH NPH H3XBLP/JISHE

Heuznon3BaHUAT JCKApCTECH MNPOAYKT WJIH OTNAadbHHHTEC MAaTCPHAJIHM OT HETO T'pﬂﬁ
B CHOTBCTCTBHE ¢ MCCTHHTC H3HCKBaHHA.

7. TIPATEXATEJI HA PAPEINIEHUETO 3A YIIOTPEBA
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Medochemie Ltd, 1-10 Constantinoupoleos Street, 3011, Limassol, Kummsp

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

AnuayM 25 mg bunmupaHy TabneTku
Per. Ne: 20220110

AnunayMm 50 mg dunmupanm TabneTku
Per. Ne: 20220111

Anunym 100 mg punMuapany TabneTku
Per. Ne: 20220112

9. JATA HA ITHPBO PA3PEIIIABAHE/ IOTHOBABAHE HA PASPEINIEHUETO 3A
YIIOTPEBA

Jara Ha mppBO pazpemasane: 01 anpun 2022 r.

10. JATA HA AKTYAJIMZHPAHE HA TEKCTA

01/2025
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