NMPUJIOXEHME I

KPATKA XAPAKTEPUCTHUKA HA TTPOAYKTA
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Cutaben 100 mg punmupanm TabrieTku 6'5 . 10
Sitabel 100 mg film-coated tablets ‘}'7 %dp 7

2. KAYECTBEH U KOJIMYMECTBEH ChCTAB

Bcesika TabneTka chabppika CUTArJIMNTUHH XUOpoxyiopua MoHoxuapar (sitagliptin hydrochloride
monohydrate), expuBanenteH Ha 100 mg curarnunTun (sitagliptin).

3a ITbJIHHSA CITUCHK HA NMOMOIIHHUTE BEILIECTBA BMKTE To4Ka 6.1.
3. JIEKAPCTBEHA ®OPMA

@uiMupaHa TableTka.

Kpbria, 6exoBa punMupana TadJieTka.

4. KJIMHHUHYHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHAA

[Ipyn BB3pacTHM NALMEHTH CHC 3axapeH AuadeT Tumn 2 CuTaden e mokasaH 3a nogoopsiBaHe
Ha TTMKEMHUYHUSA KOHTPOJT:

KaTO MOHOTEPAITHA.

5 [MPU NAaLMEHTH ¢ HE3aOBOJIUTEJIEH KOHTPOJI CaMO 4pe3 AUETa U YIIPaXHEHUs, U NIPH
KOHMTO MeTHOPMUH € HEMOAXOAALI ITopaar MPOTUBONIOKA3aHUS WK HETTOHOCHMOCT.

KaTo JBOITHA repopaliHa Tepanus B KOMOMHAUMA C:

® MET(I]DPMHH, KOraTto ¢ JucTta U VIipaKHCHHA, TUTHOC MPpHJIardaH CAMOCTOATCITHO MET(prMHH, HE
CE NMNOCTHTA 3aJ0BOJIMTCJICH INIMKCMHYCH KOHTPOJL.

= Cy(pOHMITY pEHHO ITPOU3BOIHO, KOTATO C IWETA M YIIPAXKHEHHU, TUTFOC MAKCUMAJIHA ITOHOCHMa
n03a cyadoHuITypeitHO NPOU3BOAHO CAMOCTOSTEITHO, HE CE MOCTUTA 3a10BOJIUTEIIEH
FIMKEMHYEH KOHTPOJ M KOraTo MET(MOpMHH € HEMOAXOOALL IMOPaaAH IMPOTHBOMOKA3aHUS WITH
HETOJIEPAHTHOCT.

@ NMEPOKCH3OMEH TTposiidepaTtop—akTuBUpan peuentop rama (PPARY) aronnct (Hamp.
THA30JIMINHIWOH), KOraTo u3nos3BaHeTo Ha PPARyY aroHucT € moaxoadino v KOrato ¢ Jueta u

ynpaxHeHus, tumoc PPARY aroHucT, nipuiiarad caMOCTOATEITHO, HE ¢€ TIOCTUTa 3aJ0BOJIMTEIECH
rMUKEMHUYEH KOHTPOJI.

KaTo TpolHA nepopanHa Tepanus B KOMOMHaLMA C:

® cynoHUITYpeHO MPON3BOOHO U METGOPMHUH, KOTaTo ¢ IUETa U YIIPAOKHEHUS TUTIOC IBOMHA
Tepanus ¢ TE3H JIEKAPCTBEHU MPOLYKTH, HE C€ TIOCTUTA 3aJOBOJIUTENIEH TTUKEMUYEH KOHTPOIJL.

® PPARY aronuct u meTdopmuH, Kkorato n3noyizsadero Ha PPARy aroHucTt € noaxoasiuo u
KOTaTo ¢ IMeTa U YNPaXHEHUs, TUTFOC IBOMHA Tepanus ¢ Te3! JIeKapCTBEHH NPOIYKTH, HE Ce
[MOCTUTra 3a/10BOJIMTENIEH INIMKEMUAYEH KOHTPOJ. g




Cwuraber cbIno € nokKa3aH KaTo JOIMBIIHHTENHA TepanAs KbM WHCYJTHH {CbC UK Oe3 MeThOpMHH),
KOraTo ¢ JHETa H YIpaXKHEHHA, TUTIOC MNOCTOAHHA A03a HHCYJIMH, HE CE MOCTHIA 3aJOBOJIMTENICH
rMUKEMHIEH KOHTPOI.

4.2 [lo3ApoBKAa K HAYHMH HA NPAJIOKEHAL

03UpOBKa
JloszaTta e 100 mg curarnMnTHH eguH mbT aAHeBHO. Koraro ce uanonsea B KoMOHHAUKA ¢ METGOPMHUH
nw/nnn PPARY aronucr, no3zatra Ha merdopMmus u/mnn PPARY aronrcra He TpAa0Ba na ce mpoMeHs, KaTo
Curtaben ce npunara eAHOBPEMEHHO.

Korato Curaben ce u3nonssa B KOMOMHALMA ChC CyNQOHITYpeiHO NMPOM3BOAHO WIH ¢ WHCYITHH,
MOXe Ja ce 0OMHCITH MMo-HHMCKA 032 CYJIQOHTYPEHHO MMPOH3BOIHO WIH UHCYJTHH, 33 Ha Ce HaMaJlH
pHCKa OT XHIIOTTIMKEMMA (BXK. TouKa 4.4).

Axko ce npomycHe go3a Curaben, Tpabpa na ce B3eMe He3a0aBHO, KOraTo NaUMEHTHT €€ CeTU. B equH
M CBHIIM [IeH He TpsA0Ra /1a ce B3eMa OBOHHA J03a.

CrennainHy nomynamnuu
bvbpeuno yapexcoane

Korato ce 0OMHCIA H3NON3BAHETO HA CUTAITHITTHH B KOMOWHALMA ¢ ApYr aHTHAXA0ETEH NIEKapCTBEH
NPOAYKT, TpAOBA Aa ce MPOBEPAT YCAOBUATA 32 HUINOM3BAHETO MY NPH MaLHEHTH ¢ 6b0peyHO

YBpexKIaHe.

[Tpu naumeRTH ¢ O6BOPEYHO YBpPEXIaHe B Jieka CTeMNeH (CkopocT Ha rmoMepynHa ¢unrpaums [GFR]
> 60 no < 90 ml/min) He ce Hamara KopeKkIlHd Ha J03aTa.

I1pn nauuenTH ¢ Os0OpedHO yBpexaaHe B ymepena creneH (GFR 2 45 go < 60 ml/min) ve ce ranara
KOPEKIHA Ha [03aTA.

[lpn naumenTn ¢ 6B0pedHo yBpexnaHe B ymepeHa ctenmeH (GFR > 30 go < 45 ml/min) nosara
Curaben e 50 mg BeAHDXK JHEBHO.

[Ipu nauuenTn ¢ 6B06peuHo yrpexkaane B Texka cteneH (GFR > 15 1o < 30 ml/min) wu ¢
TepmuHaTHa 056pevHa HegocTaThuHOCT (ESRD) (GFR < 15 ml/min), BKTIOYHTENHO TE3N N3NUCKBALLNA
XeMOaHAITH3a WITH TIEPUTOHEATHAa THATH3a, fo3aTta Cutaben ¢ 25 mg BeawsX DHEBHO. JIedeHHeTO
MOke Aa ObJIe MPHIIOKEHO HE3aBHCHMO OT BpEMETO 3a JHANH3A.

[Tpenu 3anouBane Ha neverHeTo ¢ Cutaben H NEPUONUYHO CNEl TOBA Ce MpenopbhYBa OLEHKA Ha
Ob0peunaTa dyHkuMa, THiH KaTo € HeoOXOMWMO KOpeKkIHd Ha Jo3aTa Ha OazaTa Ha ObOpedHaTa

$YHKIHA.

Heprodpobro yapexcoare

He ce Hanara xopexuMs Ha NpUiaraHaTa 103a nApH NaLuHeHTH ¢ JIEKO J0 CPEIHO TEXKO YepHOOpoOHO
yBpexaaHe. Curaben He € MpoyuBaH MPH MALMEHTH € TEXKO YepHOIPOOHO YBRPEKIAHE H CIEIBA Aa ce
NOAXO0XAA BHUMATENHO (BXK. TOUKa 5.2).

O6aue, THi1 KATO CUTATJIMIITHH Ce eJTMMUHHAPA OCHOBHO upe3 OBOpelinTe, He ce 0YaKBa TEXKKOTO
qepHOoAPOOHO yBpeXIaHe [a NOBJIMAE BPXY (PapMaKOKHHETHKATA HA CHTArIMITTHH.

Cmapuecka eb3pacm
He ce Hanmara xopekung Ha J03aTa B CbOTBETCTBHUE C BB3pacTTa.




Ieduampuuna nonynayus

CHTarimmirvH He TpAOBa fa ce H3MOoI3Ba NMPH Aelia ¥ I0OHOIH Ha BBb3pacT ot 10 no 17 roguHu mopagu
HeZoCTaThk4Ha epukacHocT. HannuHHTEe NOHACcTOALLIEM JaHHU ca onucaHu B Toukn 4.8, 5.1 u 5.2.
CHTarMnTHH HE € Mpoy9BaH MpH NeIHaTPUTHH NMALUEHTH Ha Bb3pact noAa 10 rogunn.

HadwH Ha IpHUIOXEHWE
Curaben MoXxe 1a ce pueMa ¢bxe Wi 6e3 XpaHa.

4.3 TlpornBonokazaHAs

CBpBLXYYBCTBHTENTHOCT KbM aKTHBHOTO BELIECTBO WM KbM HAKOE OT IOMOLUHHUTE BELUECTRA,
u3bpoeHu B Todka 6.1 (Bx. ToukH 4.4 1 4.8).

4.4 Cregua/ine npeaynpexIAeHAS H NPeANAIAE MEPKR NPH ynoTpeba

O61ym
Curaben He TpaOBa Oa ce M3NMO/M3Ba NPH NMAIMEHTH ChC 3aXapeH AuabeT T | WIH 3a eYcHHE Ha

auabeTHa KeToauHugo3a.

OcTbp NaHKpEaTHT
Yrnotpebara Ha DPP-4 nrxuGuWTOpH € CBBp3aHa C PHCK OT Pa3BHTHE HA OCThP MTAHKPEATHT.

[TauuenTHTe TpAORA Aa 6BAAT HHPOPMUPAHH 3a XaPAKTEPHHA CHMIITOM Ha OCTbp NAHKPEATHT:
MepcUCTHpalla, MHOTO CHITHA KopeMHa Oonka. Cnell npekpaTaBaHe Ha CHTAIJIMITTHH, ce HalmoaaBa
OTUIYMABAHE Ha NMaHKpeaTHTa (ChC WK 6€3 NoAabPXKALIO JICUEHHE), HO B MHOTO PEKH CITy4aH €
cbh00IIaBaHO 32 HEKPOTUIHPAL WK XeMOPAarndeH MaHKPEaTHT WHITH CMBPT. AKO MMa CbMHEHHA 3a
MAHKPEaTHT, TPSIOBa Ja ce npekpaTh npueMsT Ha Curaben U Apyrn NOTERIHATHO TOJ03HPaHH
NIEKApCTBEHH NPOOYKTH; KO C€ MOTBbPAH OCThP NaHKpeaTHT, NpueMsT Ha Cutaben He Tpabea na
ce Bp300HOBABA. HeoOxoaumMo e NoBHIICHO BHHMaHue MPH MALIMEHTH ¢ aHAMHE3a 32 MAHKPeaTHT.

XHNOrJIMKeMHs, KOraTo ce fIpHiara B KOMGHHEIU,HH C JPYIH aHTHXHIICPITTHKCMHYHH JICKapCTBCHH

NpOOYKTH
[Tpu xTHHWIHH W3THTBaHH, CrTalen kaTo MOHOTEpANus U KaTo 9acT 0T KoMOUHYpaHa TEpanus ¢

NEKapCTBEHH NPOIYKTH, 34 KOMTO € H3BECTHO, Y€ HE NPHYIMHABAT XHNOMIHKEMHA (Hanp. MeTHOpMHH
u/wny PPARYy aroHucT), cpo011eHUTE HUBA Ha XUNIOTJIKKEMHUS TP CUTATJIUIITHH €4 CXOJHH C T€3H NPH
MALMEHTH NOoJTy9YaBanu maiebo. XunorimmkeMns € HabmoJaBaHa, KOraTo CHTATJIIITAH € H3MO0JI3BaH B
KOMOMHALM C HHCYJTHH WM CyNn(OHUITYpeifiHO npor3BoaHO. CleqoBaTeHO, 3a 1a C€ HaMalld PUCKBT
OT XHIIOITHKEMUA, TpaOBa ta ce 0OMHCNH No-HYUCKA A03a CYNPOHUNYPEHHO NPON3BOAHO WIH MHCYNINH
(BkK. TOUKa 4.2).

bsbpedHo yBpexaaHe

CHUTArTMIITHH ce ekckpeTHpa OrOpedno. 3a Oa ce AOCTHTHAT TUIa3SMEHHUTE KOHIEHTPalMH Ha
CHTArJTUITTHH, NOJA00HU Ha TE3H MpPH NALMEHTH ¢ HopMalTHa Ox06pedyHa dyHKLHNA, TPH TALMEHTH C
GFR <45 mi/min ce nmpenopsyBaT No-HUCKH A03M, KAKTO U npH naupenty ¢ ESRD, n3nckpawy
XeMOHATH3a WIH IEpUTOHEeaNHa quanmn3a (BxX. Togku 4.2 n 5.2),

Korato ce 0OMHCNTA M3NION3BaHETO Ha CUTATJIANITHH B KOMOURALMS ¢ Opyr aHTHAAabeTeH lekapcTBeH
NPOOYKT, TpAOBa [1a ce NPOBEPAT YCIOBUATA 32 H3NOM3BAHETO MY NPH NAaUHEHTH ¢ 6bOpedHo

YBpEXKIaHE.

PeakliuM Ha CBPBXIYBCTBHTETHOCT

Cpo0L1eHM ca MOCTMApPKETUHTOBH CJTY4ad Ha CEPHO3HU PEaKUMH Ha CBPBbXUYBCTBUTEIIHOCT NpPH
TAUWEHTH, IEKYBaHH CbC CUTarANTHH. Te3n peakuy# BKITHOYBAT aHA(HIIAKCHA, AHTHOEOEM H
eK(OTHaTHBHH CBCTOAHNA HA KOXXATa, BKIIOUYHTENHO CHHAPOM Ha Stevens-Johnson. Haganoto ua
TE€3H PEAKLHH € N0 BpEMe Ha MbpBUTE 3 Mecela clief] 3aN04BaHe Ha JIEYECHNETO, KaTo HAKOH ClIy4aH e




Curaben Tpabea aa Obae npexpareH. Tpabra na OBOAT OLIEHEHN APYTH MOTEHUMAIIHH NMPYYHHA
3a CBCTOSTHHETO K J1a C€ 3al0YHe ATTEPHATHBHO JieMeHKe Ha nuabeTa.

bynoseHn nemduroun
IIpu naumeHTH, npueMaiiy DPP-4 unxubutopy, BKITIOYHTENHO CUTATJIHIITHH, HMa NOCTMAPKETHHIOBH
croDIIeHs 3a OylioseH nemgpurona. AKo uMa CeMHEHHA 3a 6yno3eH nemuronyn, rpHEMET Ha
Curaben Tpabpa 1a ce NpeyCcTaHOBH.

Harpuit
To3u nekapcTBeH MPOOYKT ChIBPKA MO-MaTke oT 1 mmol Harpuit (23 mg) Ha TabneTka, T.e. MoXe 12

Ce KayKe, Y€ MPaKkTHYECKH HEe ChABPKA HATPHIA.
4.5 B3aAMoacHCTBHE ¢ IPYIH JEeKAPCTBECHH NPOIYKTH H APYrA GopMA Ha BlaAMoaeHcTBHE
EdexTH Ha gpyTH JIeKapCTBEHM MPOAYKTH BbPXY CHTAMTHIITHH

HPBHCTHBEHITI‘E o-A0JTY KJIHHHYHH JaHHH npeamnojarar, 9€ pACKpT OT KIIHHHYHO 3HAYHMH
BIaUMOACHCTBHA C CAHOBPCMCHHO IIpWIaraHy JICKaApCTBCHH TIPOAYKTH € HUCBK.

In vitro mpoy4yBaHMATa NOXA3BAT, 9¢ OCHOBHHAT €H3WM, OTTOBOPEH 32 OrpaHHYeHUA MeTabOTH3IbBM Ha
cutaraunTiH, € CYP3A4 npu yvyactrero n Ha CYP2CS. [1pu nauueHTH ¢ HopManHa Os0peyHa
pyHKLMA, MeTaO0IH3MDBT, BKMIouuTenHo upe3 CYP3 A4, urpae Manxa pons B KITHpBHCA Ha
CUTArMUNTHH. MeTabomHIMBT MOKE Ja Hrpae NO-ChIIECTBEHA po/id B eMTHMUHHPAHETO Ha
CHUTATJIMATHH NpH TeXKo 660pevHo yBpekaane wim TepMuHanHa 6s6peana neqoctaTeaHoCT (ESRD).
[Topanw Ta3u npHiHHa € Bb3MOKHO MOITHH CYP3 A4 waxuburopn (KaTo KETOKOHA30J1, HTPaKOHA30M,
PHTOHABHP, KJIAPATPOMHLIVH) 3 MPOMEHAT (JapMaKOKHHETHKATA HA CHTAIIHIITHH NTPH TNALIMEHTH C
TeXKKa cTereH Ha 6u0peuHo yepexxaane win ESRD. Branei#ictereTo Ha moimuante CYP3A4
UHXKOMTOPH 1pH HanuuMe Ha 6b0pevuHo yBpeKIaHe He € OLEeHSBaHO B KIIMHUYHO MPOYYBaHE.

In vitro NpoOYYBaHHATA HA TPAHCNOPTA NOKA3BAT, Y€ CUTArTIMIITHH € CyOCTpaT Ha p-TJIMKONPOTEHHA U
Ha TpaHCTIOpTepa Ha opranmdHyd aHnoHu-3 (OAT3). OAT3-MmequupaHuAT TPaHCNOPT Ha CATATITHITTHH
Ce MOTHCKA in vitro oT NpoOeHeUM I, MaKap Y€ PUCKBT OT KJIMHHYHO 3HAYAMH B3IaUMOZEHCTBHA ce
OLEHABA KaT0 HUCBHK. EQHOBpeMEHHOTO NpHioxkeHne ¢ OA'T3 HHXHOUTOPH He € OLICHABAHO In Vivo,

Memgopmun: ETHOBPEMEHHOTO, MHOFOKPaTHO NpHIokeHHe Ha ao3a ot 1000 mg meTdopmun aBa
MBTH JHEBHO ¢ 50 Mg CUTArNUIITHH He IPOMEHS 3HAYHMO (apMAKOKHHETHKATA HA CUTATJIUNTHH [pH
naideHTH ¢ auaber T 2.

Ljuxcnocnopun: 11poseaeHo € NpoyuBaHe 3a oueHKa eQeKTa Ha UMKITOCIIOPHHA, MOLLEH UHXHOUTOp Ha
P-TTHKOIIPOTEHH, BEPXY (PAPMAKOKMHETHKATA HA CHTANTHNITHH. EMHOBpeMEHHOTO MPUTOXKEHHE Ha
¢IHOKpaTHA nepopanHa Ao3a oT 100 mg cuTarnAnTHH ¥ ENHOKPAaTHA nepopasHa ao3a oT 600 mg
urktocropH moBHmaea AUC n Cyax Ha CHTarMImTIHH CHOTBETHO ¢ MpHOIM3ATENHO 29 % 1 68 %.
Te3n npoMenu BB PapMaKOKHHETHKATA HA CUTArJTMIITHH HE CE NPUEMAT 33 KNIHHHYHO 3HAYMMH.
bEOpedHHAT WIHPBHC Ha CUTAIJIMITTHH HE ce MpoMeHd 3HaYuMo. [lopann Tosa, He ce owaksar
3HAYHMMU B3aNMOAeHCTBUA ¢ OPYTH P-IIIHKOMPOTENH HHXHOUTOPH.

EdexTH Ha CHTArIMOTUH BBPXY APYTH JAEKAPCTBEHH IPOAYKTH

Huzcoxcun: CHTarMIITH UMa ¢nab edexT BepXy Ia3MeHaTa KOHIEHTpauua Ha JUrokcuH. Cnen
npunaradeTo Ha 0,25 mg quroxcHH eaAHOBpeMeHHO ¢bC 100 mg CHTArIHNTHH AHEBHO B MMPOAB/DKEHHE
Ha 10 gHn, nnasmeHata AUC Ha AMrokcHH HapacTBa cpenHo ¢ 11 %, a nnasmMenata Cmax CpenHo €

18 %. He ce npenopb4sa kOpUrupaKe Ha Jo3aTa JUNOKCHH. B chimoTo Bpeme, NanUEeHTHTE ¢ PHCK OT
OUTOKCHHOBA TOKCHYHOCT TpA0Ba na 6naat nog sabrmogeHue 3a TakaBa, XOraTo CHTarJIMOTHH U
IUTOKCHH C€ MpWjIaraT € JHOBpPeMEHHO.

{n vitro naHHATE NOKA3BaT, 4€ CUTATJTHITTHH HE MOTHCKA U He HHOyuHpa CYP450 wioenaumute. B
KMHHRUYHHA NTPOYUYBAHHA CHTArNIMNTHH HE TPOMEHA 3HAYMMO papMakoKMHETHKaTa Ha METCbD 1K
rmubypHud, CAMBACTaTHH, PO3HMTJIATA30H, BapdapAH WIH NEpOPaTHA KOHTPALIENTTHBH, AaR




IAHHHA 33 MAITKA BEPOATHOCT OT NMpedN3IBHKBAHE HA B3AMMOJEHCTBHA Che cyOcTpaTH Ha CYP3 A4,
CYP2C8, CYP2C9 u rpancnoptep Ha opranvdHH kaTHOHH (OCT). CHTarmuntul Moxe Ia 6bae cnab
HHXUOUTOP Ha P-TMUHKONPOTENHA iR VIVO,

4.6 @eprranTeT, GPEMEANOCT H KLPMEHE

bpemeHHOCT
Hsma DocTaThYHO JaHHM 3a yrioTpeGaTa Ha CHTATTHITTHH NMpH OpeMeHHH KeHH. [IpoyuBaHHATa ITpH

XKHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCUMHOCT IPH BUCOKH 103U (BXk. To4Ka 5.3). [ToTeHUHATHHAT
PHCK TIPH Xopa He e u3secTeH. [Topaan nuncara Ha ganHM rpy xopa Cutaden He Tpsadpa na ce
H3I0/13Ba NPH OPEMEeHHOCT.

KbpMeHe
He e u3BecTHO JajTi CHTATITMITTHH C€ EKCKPETHPa B KbpMaTa. [IpoydBaHMATa NpH XXHBOTHH N0KA3BaT,
qe CHTATJIMIITHH C€ eKCKPEeTHpa B MAAkoTO. CHTaben He TpsOra Ja ce U3MOoNa3Ba MPH KbPMEHE,

QepTHIATET
JlaHHUTE OT MpOYYBaHNA NPH XKMBOTHH HE TIPEANONAraTt BIHsHHE BhpPXY (epTHIUTETa Ha MBIKKH |
XKEHCKH TUTBXOBE TIPH JIEdCHUE CHC CHTATMTHITTHH. JIMIICBAT Na’HHy NpH Xopa.

4.7 EdexTn BbpXy cnocoOHOCTTA 38 WOoPHpaHE H padoTa ¢ MAIIHEHH

Cnraben He IORNASARA WITH [TOBTHABA TTpeHeOpexxnMo cnocobHOCTTa 32 modgKpaHe n pabora ¢
MaliMHA. B cbilloTO BpeMe MpH wodupaHe wiH paboTa ¢ MallMHK, TpAOBa na ce UMa npeaBUa, 4e ca
OOKITAJBAHH CITYJaH HA 3aMaidBaHE H CHHITMBOCT.

B nombnHeHHe, ManMeHTUTe TpAOBA 1a Ce NpeaynpeXaaBaT 3a pACKa 0T XHIIOTJIHKEMHAS, KOraTo
Curaben ce H3nos3Ba B KOMOWHALMA ¢HC CYNPOHWTYpEHO MPOU3BOAHO HWIH C HHCYITHH.

4.8 Hexenann JeKapcTBeHH PeakKnAH

PesioMe Ha mpoduira Ha 6e3omacHoCT

Cro011aBaHH ca CEpHO3HH HEXENTAHH PeaKliydi, BKIOYHTENTHO NaHKPEAaTHT M PeakLMH Ha
CBPBXTYBCTBHTENHOCT. CH00IMaBaHa € XHIOTTHKEMHA B KOMOWHAUA ChC CyADOHITY peliHo
npon3BoaHo (4,7 %-13,8 %) n uncynun (9,6 %) (Bxk. Touka 4.4).

TabnuueH CTUCHK Ha HEXETIAHUTE JEKAPCTREHH PEaKLNK

HexxenaHuTe NeKapCTBEHM peakiMH ca TTocodeHH nmo-a0ay ( Tabmina 1) criope cucTeMo-0praHHa
kracHdHKaumns 1 9ectoTa. I'1o 9ecToTa ce onpeaensaT karo: MHoro ectd (= 1/10); gectu (= 1/100 no
< 1/10); newectun (= 1/1000 go < 1/100); peaxn = 1/10 000 mo < 1/1000); muoro peaxu (< 1/10 600)n

C HCH3BECTHa HECTOTa (DT HATHYHHTE JaHHU He MoXKe 1a Oble HAaITpaBCHA OH,EHI{E).

Tabnnua 1. HecToTa HA HEeXETARHTE PEAKIHHE YCTAHOBEHH N0 BpeMe HA n1anedHo-
KOHTPOJHPAHRA KJIRAHYAE NPOYYRAHAS NMPH MOHOTEPATIAN ChC CHTAT/INNTHA H NPH
NOCTMAPKETHERIOBHAS ONHAT

HexenaHa peaxuus HecTOTa HA HEeXENAHATA peaKuHs

Hapymienns Ha XphLBTA H JTHM(pHATA CHCTEMA
_T[}OMGOHHTDHEHHH Penkn

Hapymennsa Ha MMYHHATA CHCTEMA

PEAKLIMH Ha CBPBXUY BCTBHTEHOCT, BKIIOYHTETHO
aHa(HNaKTHYHH OTTOBOpH '

C Heu3BecTHa YecToTa




Hexenana peakimHs

YecToTa HA HeXEIAHATR peaxKiHa

ﬂgymenml HR MeTR00THIMA M XpaHeHeTo

XUNorauKkeMus’ YecTH
Hapyilenna Ha HEPBHATA CHCTEMA

rnasobonue Yectn
3amMaiipane HeuecTn

PEEI’IHPHTH_PHH, r!n.mm H MCIHACTHHAJIHH HIP_]TIIIEHIIH

MHTepcTHLManHa benoapobHa fonecT

C Hen3BeCcTHAa 4ecToTa

CromMamiHo-9peBHH HapYIIeHUA

3allCK

Heuectu

NOBpbHIaHE’

C HeH3BECTHA MECTOTa

OCTBP namgpea'rn'r'~'f~1

C HeW3BEeCTHA YeCcTOTa

thaTancH ¥ HedaTalieH XeMOPAruueH # HEKPOTH3HPAII]
naHKpeaTut !

C HeM3BeCTHA YeCToTa

Hapyumenss Ha KOXaTA H NOAKOAKHATA THKAH

MpypHUTyC Heyectu

aHTHOe eM C HeM3BECTHA YECTOTA
_obpus’™! C HeM3BECTHA 4ECTOTA
_yprikapus ! C Hen3BecTHA YECTOTA

KOXKEeH namcynm’-*

C HEH3BECTHA HECTOTA

ekCcoNMMaTHBHH KOXHH 3a0019BaHNA, BKIFOYKTEAHO
cuHapom Ha Stevens-Johnson™!

C HeH3BeCTHA YeCTOoTa

Byno3ex nempurons

C Hen3BecTHA 9ecToTa

Hapywenug HA MyCKYJIHO-CKe/ICTHATA CHCTEMA H CheJHHHTEIHATA ThLKAH

apTpan rHS C HenzBecTHA HecToTa
MHAITNSA C Hen3BecTHa HecToTa
Goska B ropba’ C Hen3BeCcTHA YECTOTA
ﬂonam' C HeM3BeCcTHA HecToTa

Hapymienng Ha 6nlpenure W NHKOYRHTE MLTHIIA

HapyIneHa ObOpeuna Gy HKUMS

C HEH3IBECTHA YECTOTA

ocTpa 6B0peyHa HEAOCTATBYHOCT

C HEH3BECTHA HECTOTa

-3

HexenanuTe peaxuiy ca HACHTHQHOAPAAN 110 BpCME Ha IOCTMAPKETHATOBOTC Hab/ONEHHE.

Tﬂnm To9Ka 4.4.

! BuxTe npoyyeanemo 3a Gezonacnacm no omrouienue Ha cepdevno-cwoosama cucmema TECOS no-aony.

Onncanne Ha w3OpaHH HEXENaHH peakHy

B nonmbiHeHHE KbM CBBP3aHHTE C JIEKAPCTBEHNA NMPOAYKT HEXKENaHH peaKLiMi, ONTHCAHH N0-Tope,
HeXeNaHUTe peaKlHK, cChoOIMaBaHN HE3aBHCHMO OT NPWIHHHO-CNEACTREHATA BPh3Ka C JIedeHHEeTO W
BbL3HUKBAILK NpH MOHE 5 % K NoBede OT MauMeHTHTE, IEKYBAHH ChC CUTArNHKNTHH, BKMOYBAT
WH(EKIHA Ha TOPHHTE AMXATETHA MbTHIOIA ¥ HAa30(apuHruT. JJOMBTHUTETHI HeXENaH! peakiim,
ChOOIMABAHH HE3aBUCHMO OT NMPHUIHAHO-CNEACTBEHATA BPB3Ka C JICUCHHETO, KOHTO Ca Bb3HHKBATH
N0-9eCTO MPH MALMEHTH, JICKYBAHH ChC CHTATNTHITTHH (0e3 Aa focTHrHaT HUBa 5 %, HO BR3HHKBAIIN C
yectoTa > 0,5 % no-Bucoka B rpynara cbC CUTAITIHIITHH B CPaBHEHHE C KOHTPONHATA Ipyna),
BKITHOYBAT OCTEOoapTPHT H OoNka B KpalHMLHATE,

Hsxou HexenraHN peakunu ca HabmoaaBaHu Mo-4YeCTo MpHU APpOyHBaHUA 3a KOMOKHHMpaHa ynoTpeba Ha
CHTATJTHITHH C JAPYTH aHTHANAOSTHA IEKAPCTBEHH NMPOAYKTH B CPABHEHNE C MPOYYBAHMA 32
MOHOTEpaMNMA CbC CUTAINIHITHH. Te BKITIOUBAT XHNOTTIHKEMHA (KaTEropHA Ha 4ecToTa ,,MHOTO YecTH”
¢ KOMOMHALIUA Ha CYJIPOHHITYPEHHO MPON3BOAHO U METPOPMHUH), IPHITONOA00OHA CHMNTOMY LMHOETH
C HHCYITHH (cBC M 6e3 MEeTPOpMHHN)), rafieHe 4 noBpbinaHe (,,4ecTH”’ ¢ MeTHOPMHH), PSS BT,
KopeMa (,,9eCTH C ‘




MeThOpPMHH HITH ITHOTJIMTA30H), 3ameK (,,4ecTH” ¢ KOMOMHAIHA Ha CYIPOHUTYPERHO MPOUIBOIHO U
meTdOopMHH), IepUdepeH OTOoK (,,9eCTH’ ¢ MHOTITHTA30H HITM ¢ KOMOHHAIWA Ha ITHOFNTHTa30H H
MeTPOPMIUH), CHIIMBOCT U AMapus (,,HeuecTH ¢ MeTPOPMHH) H CYX0Ta B yCTaTa (,,HeuUecT C
WHCYJTHH (Che win 6e3 MeThopMuH)).

TlegMaTpUdHa NOMy AW

B xJIHHAYHH H3NHTBAHUA CHC CHTArNMUIITUH NMPH NEANATPHYHM NALKUEHTH CBC 3aXapeH auader tun 2
Ha sb3pact 10 oo 17 rogwsm, mpoduTeT Ha HeXXENaHUTE peakLiMKH € CPABHMM € TO3H, HabmoaaBaH NpH
BB3PACTHH.

IIpoyusane 3a besonacnocm no omuouierue Ha cvpoeuro-cvoosama cucmema TECOS
HanurBaHeTo, OLEHABALIO CHPACYHO-CBIOBATE PE3YATATH IIPH NIEdeHHE ChC cHTArTUITHH ( Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxmoasa 7 332 naitMeHTH, NeKyBaHd
¢b¢ 100 mg curarnunriH qHeBHo (Wi 50 mg JHEBHO, aKO U3XOAHHTE CTOMHOCTH Ha U3YHCIICHATA
CKOpOCT Ha ryioMepynna dunrpauus (eGFR) ca > 30 1 < 50 ml/min/1,73 m?), n 7 339 naunenTn Ha
waneto B itention-to-treat (1TT) nonmynauusra. Jsere mevenus ca gobaseH KpM 00MIailHHTE
I'PHKH CBIIIACHO MECTHHTE cTaHAapTH 3a HbA . ¥ cbhpaeuHO-Ccha0BMA puckoBH (axTopd. O0mara
JeCTOTA Ha CEPHO3HHUTE HeKENaHN CHOHTHA TpHA NMALMEHTH, MOMYYaBallH CHTArTHITHH, € CXOAHa ¢
Ta3M NpH NALUEHTHTE, MoayyaBally 1anedo.

B intention-to-treat nomynaumgTa cpel NaUNSHTATE, KOUTO U3NOI3BAT HHCYNHH WY CYNQOHWIYpes
Ha H3XOJHO HUBO, 9€CTOTATa Ha TEXKKA XHNOINIHKeMMs € 2,7 % npu nauueHTure, iCKyBaHH ChC
CHTarNIMNTHE # 2,5 % MpH nauHeHTUTe Ha Wwiauedo; cpea NaluueHTHTe, KOMTO HE U3MON3BAT HHCYIINH
#/WH cynoHITYpes Ha H3X0AHO HHBO, MECTOTATa Ha TeXka XxunornukeMmns ¢ 1,0 % npu
IALUCHTHTE, JIEKYBaHH CBhC CHTArNMNTHAH K 0,7 % npu nauMeHTHTE Ha wianedo. Yectorara Ha
MOTBBPACHH CLOHTHA, OTaBaHK Ha nMaHKpeaTut, € 0,3 % rmpu nmauueHTHTE, TIEKYBAHH CBC
cutarmunTiH 1 0,2 % npH nauMeHTHTE Ha naauedo.

CroblnapaHe Ha NOAO3UDAKRK HEXEJaHNW peaKLiuM

Cpho0IaBaHeTO Ha TOOO3UPaHH HEXKENIAHH peaKIiMM CIIe/l pa3pellarane 3a ynoTrpeda na JIeKapCTBEHHA
NPOAYKT € BaXkHO. T0Ba MO3BOJIABA 4 HPOAb/KN HaOMOAEHHETO Ha CHOTHOLIEHHETO MONI3a/PHCK 33
NeKapCcTBeHUd NMpoAYKT. OT MEOUUMHCKHUTE CNIEUMAJIACTH CE€ N3IUCKEA Ja ChoOIaBar Besaka
NOAO3HPaHa HeXeNlaHa peaklns qpes:

H3TRITHWTENTHA areHIHA o 1eKapcTBaTa
yn, ,JamsH ['pyes® Ne8

1303 Codus

Ten. +359 2 8903417

en. noina: bda@bda.bg

yebcaiT: www.bda.bg

4.9 TIlpeaoinpane

[Ipn XOHTPONHPAHH KIIMHUYHUA WIITUTBAHUA ChC 3APAaBH WHAWBHIN CE NPWIAraT eXHOKPATHH J03H 0
800 mg cutarnurrnH. MunnManso nosumesue Ha QTc, KoeTo He ce CUNTa 3a KITHHHYHO 3HAYHMO, Ce
Hab/mogaBa nipH €HO npoy4eaHe ¢ 5o3a oT 800 mg curarnunTrH. Hama omuT ¢ no3u Hag 800 mg mpu
KITWHAYHHA nipoy4yBaHus. pu npoyusanus @aza [ ¢ MHOroxpaTHO MpWiaraHe, HAMa CBBp3aHH € 403aTa
KJIMHUMYHH HEXKETaHK JICKAPCTBEHHU peakKLiMu, HabmoaBaHH MpY CHTATJIMIITHH ¢ Jo3u 10 600 mg
OHEBHO 3a neproau Ao 10 guu u 400 mg aHerHo 3a nepuoau ao 28 qHy.

B ciy4ai Ha npeo3UpaHe € NOAXOMAMO 4a ce NpeanpueMaT 0OMKHOBEHHTE NTOMXbpXKAl# MEPKH,
KaTO OTCTpaHsBaHe Ha HeabcopOupaHua MaTepuan 0T CTOMaLHO-YPEBHNAS TPAKT, KNIHHHUYHO
HabImoneHne (RKITOYHTEITHO U efIEKTpoKapAnorpamMa) ¥ IIpH HyXa 3armo9BaHe Ha MO TbPKammo
JIEYEHHE.

CurarnamTil e cnadbo guanvinpye. IIpu KInHHYHYA POYYBaHHSA MPHUOIIHIUTENHO ]




Ce OTCTpaHABA NPH MPOALIDKaBaINa 3 10 4 4aca XeMOaHai3aa cecHd. [IpH npeueHka 3a XJTMHUYHA
HeoOX0OIHMOCT MOXKE 1a e TIpeanpueMe Mo-npoAb/DKHTEIHA AHamu3a. He e uisecTHo namm
CHTArfMIITHH C€ JHATU3NPA [IPH NEpUTOHEAIHA JHanu3a.

5. OGAPMAKOJOIMNYHU CBOUCTBA

5.1 @apMakoZHHAMHYHHA CBOACTBA

dapmakoTepaneBTHYHA rpyna: AHTHARA0eTHH JlekapcTBa, MHXHOMTOPU Ha AHNENTHAWN nenTuaasa 4
(DPP-4), ATC xox: A10BHO1.

MexaHW3BM Ha JeHCTBHE

Curaben e OT K1aca Ha NEPOPATHUTE AaHTHXHNEPTNHKEMUMHH NPOAYKTH, HApEUYEHH ANNENTUANN
nentrigasa 4 (DPP-4) unxuGuropn. [NogoOpeHnAT rnnkeMHYeH KOHTpON, HabmoaaBaH NpH TO3H
NeKapCcTBEH ITPOOYKT, HAl-BepOATHO Ce IBb/DKU Ha MOBUIIABAHE HNBATA HA AKTUBHHTE WHKPETHH
XOpMOHH, MHKpETHH XOPMOHNTE, BKJIIOYUWTENHO rmokaroH-noo0uusa nentua-1 (GLP-1) u rmoko3a-
3aBICHMHA WHCYTRHOTpoIrieH nonunentia (GIP), ce ocBob0XaaBaT oT TBHKHTE YepBa Npe3 AeHA, KaTo
HHBATa UM CE€ MOBHIUABAT KATO OTIOBOP IPH XpaHeHe. MHKPETHHHUTE ¢a YacT OT EHAOrNeHHa CHCTEMa,
yYacTBama BbB PH3HONOTHYIHATA peryaums Ha IoK03HATa XoMeocTasa. Korato koHueHTpauunTe Ha
KpBbBHATA 3aXap ca HOpMaJIHH UnH nosumedn, GLP-1 u GIP nosuinasaT cnHTE32 # 0CBOOOKAABAHETO
HA WHCYJIKH OT MaHKPECATHIHHTE OeTa-KIETKY 9pe3 BBTPEKIETHYHH CHTHAITHHA BEPHTH, BKTIOYBAIIH
muknudeH AM®. Tperupanero ¢ GLP-1 unu ¢ DPP-4 unxubnropy Ha XXMBOTHHCKH MOAEJTH ¢ quader
TUI 2 AeMOHCTpHpa noJoOpsiBaHe Ha pEaKTHBHOCTTA Ha OeTa-KJIETKUTE NO OTHOLIEHHE HA MTOKO03a H
cTHMY/pa OMocHHTe3a B 0CB0D0XXIaBaHETO HA WHCY/IMH. [IpH MoO-BHCOKM HHBA HA MHCYJTHH, CE
nonobpsAsa MOEMaHeTo Ha MoKo3a 0T Tekanute, OcBeH ToBa, GLP-1 HamansiBa cekperusTa Ha
FMOKAroH OT NaHKpeaTHUHNTE andra-kKneTkn. Hamaneuure KOHUSHTpAUHH Ha MNTIOKATOH, 3a€0HO C No-
BHCOKHTE HHBA Ha HHCYJIMH, BOJH [0 HAMAIABAHE Ha NPOQYLHpaHaTa 0T YepHUA Opob rmoko3a, a ot
TaMm M JO HaMaljdBaHe HUBATa Ha kKpbBHaTA 3axap. Edexture Ha GLP-1 n GIP ca rmoko303aBHCHMA,
Taka 4¢ KOTaTo KOHLUEHTPALMUTE Ha KPbBHATA 3aXap ca HHUCKH, He ce HalmoaaBa CTUMYJIHPAHE Ha
WHCYIIMHOBO OCBODOXKIaBaHE U NOTHUCKAHE Ha rmokaroHoeata cekpeuust ot GLP-1. [Ipu GLP-1 u npu
GIP, cTuMyTHpaHeTo Ha 0CBOOOXKIaBAHE HA WHCYJTHH CE MOKAYBa, KOTAaTo IMIOK03aTa ce MOBHUIITH HAJT
HOpMaJHITE KOHHeHTpauuu. OceeH ToBa, GLP-1 He yBpexXJa HOpMalIHKA OTrOBOp Ha TUNOKATOHA NIPH
xunoraukeMua. AKTHBHOCTTA Ha GLP-1 n GIP ce orpannuasa ot DPP-4 eHzuMa, kofiTo 6Bp3o
XHIPONMU3INPA HHKPETHH XOPMOHHUTE 10 HEAKTHRHH MPOAYKTH. CHTArIMITTHH NMpeA0TRpaTABa
XHAPOJIH3ATa Ha HHKPETHH XopMoHHUTEe 0T DPP-4, ¢ koeTo noBuiliaBa NazMeHUTE KOHUCHTPALUMY Ha
aktaBHuTE popMu Ha GLP-1 w GIP. KaTo nopnmasa HWBaTa Ha aKTHBHHAS WHKPETHH, CHTATJTHITTAH
NoBUIIABa OCBOOOKIABAHETO Ha HHCYNIMH W MOHIKABA HUBATA Ha [NTIOKAroH No IMOKO03a-3aBHCHM
HayuH. [Tpu nauuenTH ¢ guabet THN 2 ¢ XMUINIEPIIIHKEMHA, TE3H MTPOMEHH B HHBATA Ha HHCYITHH H
ITTIOKAarod BONAT 00 HaMallsiBaHe Ha XeMoTrIoOuH A (HbA ) ¥ Mo-HHCKH KOHIICHTpALMM Ha ITIOK03a
Ha ITadHO W CNell HaxpaHBaHe, [ MOK0303aBUCHMHUAT MEXAHUIBM HA CHTAIIHIITHH CE pa3/inyapa oT
MeXaHH3Ma Ha CYNIGOHUTYPEHTE, KOMTO NOBHINABAT CEKPELIMATA Ha HHCY/IMH, JOPH KOTATO HABATA HA
TTIOKO03a ca HUCKH ¥ TOBa MOXKE [a JOBEAE OO0 XHUMOTTTHKEMHUS ITPH NMalMeHTH ¢ THadeT THIT 2 U NpH
HOPMaJIHM HHAMBHAH. CHATarmuNTHH € MOLLEH M BUCOKO CENIEKTHBEH HHXHOHTOP Ha eH3uma DPP-4 u
He moTucka dmmskure eHsnmMu DPP-8 vunn DPP-9 B TepaneBTHUIHM KOHLIEHTPALIHHK.

[Tpu 1ByOHEBHO NpOy4YBAHE HA 3APABH JIMLIA, CUTArJIHITTHH, NIPHIOKEH CAMOCTOATEHO, MOBHINABA
akTneHaTa GLP-1 koHueHTpauua, nokaro MeTQOpPMHHA, NMPUITOKEH CAMOCTOATENHO, MOBULLIABA
akTBHaTa n obnlata GLP-1 xoHUeHTpauya B cXxogHa cTeneH. ETHOBpEMEHHOTO MPHAJIaraHe Ha
CHTarflMNTHH U METHOPMHH UMa aMuTHBeH e¢ekT BbpXy akTHBHaTa (GLP-1 xoHueHTpaLms.
CHTarIMmnTHH, 3a pa3iivka oT MeTQopMHUH, NoBHUMmaBa akTHBHATA GIP koHUeHTpaLHA.

KmiHuaHa edrkacHocT H Oe30nacHOCT
KaTo uano, curarnuntud noaodpsaea rNUKeMHYHES KOHTPOJI, KOraTro Ce W3noa3Ba KaTo MOHOTEpaNmus
WIN B KOMOWHHpPaHO NedeHHe NP BB3pacTHH NaureHTH ¢ anader Tvn 2 (Bx. Tabmuua 2).

IIpoBencHM ca ABe NMpOYYBAHUS 33 OLCHKA HA CPUKACHOCTTA U OC30MACHOCTTA HA CUTALH
MOHOTepanus. JleyeHneTo cbe CUTArnuImTHH B 003a 0T 100 mg BeHbK JHEBHO KaTO MO
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[aBa 3HAYUTENHO MogobpeHne no oTHomeHue Ha HbA ¢, nasMena rimokosa Ha rnagHo (FPG), n HuBo
Ha rioKo3aTa 2 Jaca cned xpaHeHe (2 gaca PPG), B cpaBHeHue ¢ mauebo B e NpOyIBaHHA, €AHOTO
¢ 18- 4 apyroto ¢ 24-ceamudHa npoabokuTeHOCT. HabmonapaHo e nonodpeHue Ha CyPOTraTHHTE
MapkepH Ha QyHKOHOHHpaHe Ha OeTa-kneTkata, B ToBa uncno HOMA-B (XoMeocTtazen Moaen 3a
OUEHKA-P), ChOTHOLIEHHETO Ha MPOHHCYJIMH KbM HHCYJIHH H NOKA3ATENNTE 32 peaKTMBHOCTTA Ha
BeTa-KIETKUTE MTPH TECTA 34 TONEPAHTHOCT NPH HECTO JaBaHe Ha XpaHa. HabmogaBaHata decroTa Ha
XHIIOTJIMKEMHA TIPH NALMEHTH, TPETHPAHH ChC CUTATJTHITTHH, € CXO/IHA C Ta3d MpH 1nauebo.
TenecHoTo TErno B CpaBHEHWE C NIXOAHATE CTOHHOCTH HE C€ NOBHINABA IPH JIEYEHHE ChC
CHUTarJIMNTHH B HHTO €1HO OT ABETE NMPOYUYBAaHUS, B CPABHEHHE CBC cNabo peaylUpaHe npu
MaLHAeHTHTE, TPeTHpaHn ¢ mnauebo.

Corarmanmie 100 mg BeaHsx JHEBHO OCHTYPABA 3HATUMO NOAOOPEHNE Ha TIIHKEMHIHUTE NapaMeTpH
B CpaBHEHHE C Tauedo mpu ase 24-ceMUYHK MPOyYBAHHUA 33 CHTATJIMNTHH KATO JOMBJIHHTEIHO
JIeYeHUE, ENHOTO B KOMOMHALMA ¢ MET()OPMHH | APYroTo B KoMOGUHALMA ¢ niornura3ol. I Ipomsnara B
TEJIECHO TETJIO CIPAMO H3XOZHOTO HHBO ¢ NMoAoOHA NPH MALMEHTH, IEKYBaHH ChC CHTArTHTITHH #
nyiauedo. Ilpy Te3n npoydeanns WMa noao0Ha 4ecToTa Ha XHTIOTJIMKEMHS, ChoOINEHa TIpH NaUWeHTH,
JIEKYBaHH CbC CHTArJIMIITUH KnH nnaiebo.

24-ceaMuaHO WTaLe60-KOHTPOUPaHO KIIHHAYHO NPOYYBaHe € NpeHA3HAYEHO Ja OLEeHH
eduxacHocTTa ¥ Oe30macHOCTTa Ha cHTarmiunTyH (100 mg BegHbX AHEBHO), MPpHOaBEeH KBM
IIIRMENMHPRI CAMOCTOATENTHO WIM rNuMenHpuy B kombuHauma ¢ mergopmud. lobassnero Ha
CHTAITHTITHH KbM [ITHMENMUPHI CAMOCTOATETHO HITH INTHMENHUPHI ¥ METQOPMHH OCHTYPABa
3HAYHTEITHO N0A00pEHHE Ha rNMMkeMUYHUTE NapameTpH. [launeHTrTe, NEKyBaHK CLC CHTATTIMITHH,
UMaT ¢1abo NMoBHIIEHHE Ha TEJIECHOTO TETTIO B CPABHEHNE C TE3M, MOIy9daBaTH TInaueto.

26-ce IMMYHO TUTalE00-KOHTPOTHPARO KITHHHYHO [IPOYYBaHe € MpelHa3HAYEHo A3 OLEeHH
epukacHoCcTTa U Oe3onacHocTTa Ha cutaraunTyH { 100 mg BeIHBXK THEBHO), NoOaBEH KbM
KOMOMHAUHA Ha MHOINHTA30H U MeTdopMHH. JJo6aBAHETO Ha CHTArTHIITHH KBM ITHOTITHTA30H K
METHOPMHUH OCUTYPABA 3HAYHTENHN NOA0OPEHHA Ha IITHKEMHYHNTE napameTpu. [IpomsaaaTa B
TEJIECHOTO TEITIO OT M3XOQHO HMBO € 110A00Ha Ha Ta3d NpH NALKWEHTH, JJIEKYBAHH CbC CUTATJIMIITHH, B
cpaBHEHHME ¢ Iwranedo. Yecrorara Ha XHTOTTMKEMHS CBIIO € OoA0OHA MPH NALMEHTHTE, JIEKYBAaHH CBC
CHUTArJIMNTHH WIH Tanebo.

24-cenMHUYHO MTale00-KOHTPONMPAHO KIMHUYHO MPOYUYBAHE € NPeIHa3Ha4YeHo 12 OLEHH
epexkTHBHOCTTA H Oe3onacHocTTa Ha cHTarmuTHH (100 mg BeiHBK JHEBHO) KAaTO JOTRITHHTETHA
Tepanui KbM HHCYJINH (MIpH IIOCTOAHHA 1032 3a Hail-Manko 10 cenmuuy) cbe unu 6e3 merdopMuH
(Hat-Manko |1 500 mg). [1pu mauneHTH NMpHeMaImy TIPEABAPHUTETHO CMECEH HHCYJIMH, CpedHaTa
pHeBHa no3a € 70,9 U/anesno. [pn nauMeHTH nMpueMail HHCYJIHH, KONUTO He € CMECEH
npeaBapHTENHO (HHTepMeanepeH/ NbpNroAeicTRALL), CpeRHaTa OHEBHA N03a ¢ 44,3 U/nHeBHo.
HobGaBsgHETO HA CHTATVIMIITHH KBM UHCYJIHH OCHIYPABA 3HAYHTEMHO NoA0OpeHHE HA IITHKEMHUYHHTE
napaMeTpH. Hama 3sHauHTeNHA NpOMAHa B TENECHOTO TEIJIO CHPAMO H3X0JAHOTO HUBO IIPH ABETE

FpYITU.

ITpn 24-ceamuaHo nauedO-KOHTPONIMPaRO (GaKTOPANHO TIPOYYBaHe Ha HAJAJTHO JIEYEeHHeE,
cHTarnunTuH 50 mg apa MbTH ZHEBHO B koMOuHauus ¢ MerdopmuH (500 mg wiu 1000 mg asa neTH
JHEBHO) c€ MOCTATA 3HAYNTETHO MOA0OpeHHe Ha IMTHKEMHIHHTE MMAPaMETPH B CpaBHEHHE ¢ BCAKA
MOHoOTepanus. HamanenuneTo Ha TenecHOTO Terno npn KOMOWHALUMATA CHTATTIHITTHH U MeTHOPMHH e
nogoOHO Ha ToBa HaOMOAaBaHO NPH METQPOPMHUH CAMOCTOSTENTHO WITH TUTalleb0; HAMa MpoMsHa
CTIPAMO H3XOAHHUTE CTOWHOCTH ITPU MALIMEHTH Ha CHTATIIMITHH caMocTofTenHo. YecTtoTaTa Ha
XHIIOTTIHKEMHUA € noaobHa cpell NeKyBaHUTE TPYIIH.
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Tabnnna 2: PesynraTe 3a HbA. npa npoyuysanns ¢ n1aned0o-KOHETPOJIHPAHA MOHOTEPANHY H

KOMOHHAPAHO NedeHAE™

ﬂi’;:ln:;“ Kopurupana, cnpamo niasunebo,
Hoovanane HS H3XOMHO Cpeana npoMARa CNPIMo CPEAHA [IPOMAHS CIPAMO
poy= mixoano nuso HbA . (%) mixoano Hueo HbA . (%)’
#us0 HbA . (95 % CI)
(%)

IIpoyuBaHHA ¢ MOHOTEDATIHA
Curtarnuirus 100 mg 0.6
BEIHBLXK JHEBHO® 8,0 -0,5 (0 8, 0.4)
(N=193) e
Curarnunmus 100 mg 0.8t
BEAHEXK JHEBHO - 8,0 -0,6 (-1 0’ -0,6)
(N=229) o
IpoyusaHns ¢ k0MOHHHDPaHO JleYeHHe
Cutarnurnmud 100 mg
BEIHBLXK JHEBHO, 0.7t
nobasen xpM PoHOBA 8,0 -0,7 (-0 8, 0.5)
TEPANHA ¢ METPOPMHH ™ 7
(N=453)
CutaranntiH 100 mg
BeJIHEX AHEBHO, 0.7t
nobaseH xuM doHoBa 8,1 -0,9 (-0 9’_0 5)
TEpAllHs ¢ MHOIIHATA0H ™ o
(N=163)
Curarauntad 100 mg
BEHBXK JHEBHO, _0.6¢
no0aseH xbM (GOHOBA 8.4 -(0,3 ’

) (-0.8, -0,3)
Tepannsd C IHMCIHPHI
(N=102)
Curarnunrad 100 mg
BEJIHEX JHEBHO,
noGabeH KbM (OHOBa 2 3 0.6 -0,9%
TEpanua ¢ FNHMETTHPH ’ ’ (-1.1, -0,
+ veTdopMul "
(N=115)
Cutarnnomun 100 mg
BEIHDBK THEBHO,
100aBeH KbM (JOHOBA
TEPANUA ¢ THOTIUTA30H
+ MeTdopMun” 0.7+
(N=152) 8,8 -1,2 (-1,3,-0,5)
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CpeaHn K
cTONHOCTH OpPHIHpaHa, cnpaMo maanedo,
I H3 H3XOAHO Cpeana NpoMsiHA CHIPIMO cpeaHs MPOMANA CIIPIMO
poyHRane HbA mixoano HuBo HbA . (%) nixoano nueo HbA:. (%)

e (95 % CI)
HauanHo ncuchue {apa
ITBTH JHEBHO) ©;
CHTArMunTHH 50 mg + g8 RY -1,6%
mMeTdhopmiH S00 mg ’ ’ (-1.8,-1,3)
(N=183)
HazanHo negeHue (aBa
NTLTH JHEBHO) ™ 1
cararaunTud 50 mg + 8,8 -1,9 (23 ,-l g)
mettopmun 1000 mg s =L

(N=178)

Curarnnntun 100 mg
BECIHDLXK JHEBHO, 0.6
nobaseH KsM GOHOBA R 7 0.6 0 _; 04)
TEPANHA ¢ HHCYJTHH (/- ’ ’ y /g =V,
MeThOpMHUH)
(N=303)

* [lomynanudaTa 0T BCHYKH NEKYRaHH BAIMEHTH (intention-to-treat aHanns).

T Half-ManknTe CpeAHH KBRAPATH Ca KOPHTUPAHH CIIPAMO CTATycCa [IPH PEX0AHOTO AHTHX HIIEPrTHKEMHUHO JICYCHHE H
CTOHHOCTTa Ha H3IX0AHO HABO.

1 p< 0.001 B cpaBHeHRe ¢ raneGo wik wianeGo + koOMOHHUPaHO REYeHHE.

! HbAc (%) Ha 18-Ta cemmuna.
"HbA c (%) ra 24-1a ceaMHLA.
* HbA1c (%) 1a 26-Ta ceaMHLa.

Y Ha#t-manxue CpCAK# KBAAPATH Ca KOPUTHpaHs cpaMo ynoTpebara Ha meTdopMHH npH Ba3uTa | (1a/He), ynmotpebara Ha

HHCYIIMH NPH BH3ATA 1 (TpeaRapATEITHO CMECEH CPEIIy TAXhB, KOKTO HE € CMECEH NPCIBAPATEIHO [MHTEPMERAEPEH WK
TRNTOACHCTRAM | ) ¥ H3X0OHa CTOHHROCT. BaanMoacHcTBAATA TIPH NIcYEHRETO IO NOATPYITH (yitoTpebaTa Ha MeTdopMAH H
WHCYJIMK) HE ca 3Ha4uMHA (p > 0,10).

24-ceIMHIHO, KOHTPOJIHPAHO C AKTHBHO BellecTBO (METPOPMHUH) NPpOYYBaHE, IpeIHA3HAYCHO 112
oLeHd epuKacHOCTTa U OezonmacHocTTa Ha 100 mg cHTarTHNTHH BeOHbXK AHEBHO (N=328) B
cpaBHeHHE ¢ MeThopmun (N=522) NpH NaIMEHTH C HE3AJOBOJIMUTENIEH IMIHKEMHWICH KOHTPOJ OT IHETA
M YITpaXKHEeHHUd, KOUTO HE ca Ha aHTHXUNEPTIIMKEMUYHA TEPaTMA (NPeKbCHATIM TEPaNMaTa B
nocnennute 4 meceua). CpenHara no3a metdopmud € npromsnTendo 1900 mg na ger.
Hamanasanero Ha HbA . oT cpenHoTo u3xonno HuBO 7,2 % e -0,43 % 3a curarnunThi U -0,57 % 3a
MeT(OPMHH (aHANIN3 CBLITIACHO npoTtokona). O01ara yecToTa Ha CTOM2LHO-YPEBHU HEXETaH|
peakLM{, CIMTAHH 33 CBBP3aHH C JICKAPCTBOTO ITPH MaLHEHTH, JIEKYBaHH ChC CHTATTIHNTHH, € 2,7 % B
cpaBReHMe ¢ 12,6 % npu nauMeHTH, nexkysany ¢ MeTQOpMHH. HecToTaTa Ha XHNOTTIMKEMHA He Ce
pa3HYaBa 3HAYAMO MEXKAY JIEKyBaHWTe rpynH (curarmunTaH 1,3 %; metdopmun 1,9 %), TenecroTo
TErNI0 B ABETE PYNH € HaMaJIANo cnpsiMO H3XOAHOTO HHBO (CHTArMUNTHH -0,6 kKg; MeThOpMHUH -

1,9 kg).

IIpu npoyurane 3a cpaBHABaHe epHKACHOCTTa ¥ 6€301aCHOCTTA OT HobasaHe Ha cATarmnTua 100 mg
BEIHDBK OHEBHO WY IMNMHA3KI (CYIQORWTYpeHHO NMPOHU3BOIHO) NPH MALUMEHTH ¢ HEaJeKBATEH
TTTHKEMHWYEeH KOHTPOT Ha MOHOTEPAITHA ¢ METPOPMIH, CATATIIMITTHH € MOA00eH Ha CITAMMH3AL 110
oTHomeHne HaMansieaHe Ha HbA .. Cpennara 032 Ha rIMITH3U], H3TIOI3BaHa B CPaBHUTENIHATA FpyIa
¢ 10 mg Ha geH, KaTo no BpeMe Ha npoyuBaHeTo npuonuzuresvo 40 % or nauMeHTHTE Ca ce
HYKJaelH oT J03a < 5 mg Ha aeH. Obaue, B rpynara Ha CUTArJIUIITUH NOPaaH IMNCa Ha €(PUKACHOCT
nosede MAUWEHTH Ca NMPEKBCHATH, OTKOJIKOTO B IpyTiaTa Ha IMMIH3AA, [TauHenTH, NeKyBaHH Che
CUTArJIHIITHH, NMOKA3BAT 3HAYUTENHO CPpeAHO NOHWKEHNE HA TENECHOTO TErJIO CNPAMO H3IXOOHOTO
HWBO B CPaBHEHNE ChC 3HAYUTEITHO MTOBHIIEHUE HAa TErN0TO NPH NaWeHTH, MOTyYaBay MnmMsHy (-
1,5 cpemny + 1,1 kg). B ToBa npoyuBaHe, OTHOIIEHHETO NMPOWHCYJTHH KbM WHCYJIHH, KOETO € MapKep

Ha ePeKTHBHOCT Ha CHHTE32 M 0CRO0OOXJaRaHe Ha HHCYJIHH, ce MoaoOpABa NpH fIedeHHE ChC
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CHTATJIMIITHH H C€ BMOIIABA NPH JiedeHKe ¢ TMHITHINA. YecToTaTa Ha XHITOTITHKEMHATA B IPynaTta Ha
cuTarmanTvH (4,9 %) e 3HaUNTETHO NI0-HUCKA, OTKOJTKOTO B rpynaTta Ha runusug (32,0 %).

24-ceqMUIHO TINIaLe00-KOHTPOUPAaHO KITHHMYHO NpoydBaHe, BKmoYsamo 660 nalHeHTH e
NpeaHazHa4YeHOo /13 OLEHH e)UKACHOCTTA BO/ACLIA 10 HAMAJIABAHE Ha MHCYJIMHOBHTE [03M U
6e3zomacrocTTa Ha ctarmunTHH (100 mg BefHBX JHEBHO), KOraTo e npubaBeH KbM WHCYITHH IIIapXHH
che win 6e3 MerdopmuR (noHe 1 500 mg) no epeme Ha HHTEH3IUPULMPAHETO HA HHCYIUHOBATA
Tepamud. UsxozHaTa crottiocT Ha HbA ¢ e 8,74 % v nagannara no3a nHcysnuH ¢ 37 [U/nHeBHo.
[TaumeHTHTE Ca HHCTPYKTHpPAHH Ja TUTPHPAT TAXHATA 1033 MHCYJIHH [J1apXKHH Bb3 OCHOBA Ha
CTOWHOCTHTE HA KPHBHATA 3aXap Ha ragHo, HIMEPEHH 4pe3 KpBBREH TecT ¢ yOoxxaaHe Ha nphcra. Ha
24-Ta cemMMIIA, YBETMUABAHETO HA JHEBHATA 4032 HHCYNHH ¢ 19 IU/nHeBHO NpH MaUNEHTH, NeKyBaHH
ChC cHTarmHnTHH B 24 TU/aneBHo npu naupeHTy Ha mnaunedo. [lonmwkasanero Ha HbA . npu
MalHeHTH, TEKYBaHN ChC CHTATJTAIITHH H HHCYJIHH (ChC WK 6e3 MeThopmuH) € -1,31 % B cpaBHeHNE
¢ -0,87 % npu naluenTH, TeKyBaHH ¢ manebo U HHCYNHH (cbec WK 6e3 MeTPOopMHH), paiiBKa OT
-0,45 % [95 % CI: -0,60; -0,29]. YecToTaTa Ha XunmorjiMkeMus ¢ 25,2 % mpu MauHeHTH, JIEKYBaHH CBC
CHUTArJIHATAH H HHCYNIHH (Che MK Oe3 MeThopMHH) K 36,8 % npH NauyeHTH, IEKyBaHH C iauedo u
MHCYTHH (Che WA 6e3 MeTdopmuH). PazHkara ce Th/DKH OCHOBHO Ha MO-BHCOKHA MPOLEHT
MalHe’TH B TPyNara Ha Iuianefo, M3NHTaMH 3 WK noBeye enu3oa Ha XurorinkeMnd (9,4 crpsaMo
19,1 %). HaMa pa3nuka B 4eCTOTATA HA TEXKKA XHUITOTJTHKEMHA.

[IpH NaIMEHTH CBC CPEOHO TEXKKA I0 TeXKa (popMa Ha 6BOpedHO yBpeKIaHe e MPOBEACHO MPOYYBAHE,
CpaBHABAING CATArMHITHH B 1032 0T 25 mg un 50 mg BeaHbxk HHEBHO CripAMO TMAMH3UL B 0034 OT
2,5 mg no 20 mg/nnesHo. B ToBa npoyuBaHe ca BKMOYEHH 423 MalMEHTH C XpOHHYHO OBOpeuHo
yBpexnaHe (M39HCIIeHa CTEMeH Ha rimoMepynHa pumrpanug < 50 mi/min). Crnen 54 ceaMuuy,
cpeaHoTo HamaneHne Ha HbA . cnpsaMo n3xoanoTo HuBo € -0,76 % che curarnuntiH H -0,64 % ¢
rnumsH (AHATH3 Mo MpoToko). B Tora mpoy4eane, mpodrreT Ha edrKacHOCT H He30MacHoCT Ha
CHTATJTMIITHH B 0032 oT 25 ik 50 mg BeJHbXK QHEBHO € XaTO LAN0 CXOMEH ¢ TO3HW, HabmoaaBaH npu
APYTH NPOYYBAHHA C MOHOTEpANHUs NpH MAUMEHTH ¢ HopMmasiHa 6bOpedna pyHkums. YectoTaTa Ha
XHIOITMKEMHUSA B IpyTIaTa Ha CHTATITHITTHH (6,2 o) e 3HaYATe/THO IMO-HUCKA OT Ta3H B IpPyrnaTa Ha
rnumu3ng (17,0 %). Uma cbino Taka 3Ha4YMTENHA pa3idka MEeXIy IpynuTe o OTHOLICHHE Ha MPOMSAHA
Ha TEJIECHOTO TEFJI0 CNPAMO H3XOAHOTO HUBO (cATarmuiTHH -0,6 kg; rmunw3ua +1,2 kg).

JlpyTo npoyuBaHe, CpaBHABAIIO CHTATJIUITTHH B 1033 OT 25 mg BeAHbX JHEBHO H TITHIN3UI B 1032 OT
2,5 mg no 20 mg/nHeBHO € npoBeacHo nMpy 129 namuentu ¢ ESRD, korro ca Ha auamm3a. Cnen

54 cemmuIHn, cpearoTo HamanaBaHe Ha HbA . cipamo u3xogHoTo HUBO € -(,72 % ¢bC CHTATTTHITTHH H
-0,87 % c rnunu3ng. B ToBa npoyusaxe, Npo@UTET Ha epHKACHOCT H 6€30NMaCHOCT Ha CHTArJIMITTHH C
1033 OT 25 mg BEIHBX AHEBHO € KaTo 110 ¢XOHEH ¢ TO3N, HabmogasaH NMpH OpYTH NPOYYBAHHA C
MOHOTEpAaNMR NpH NaUHEHTH ¢ HopManHa 0s06pevna ¢pyHkumsa. Hama 3Haduma paziika B 4€CTOTaTa Ha
XHAOTTIHKEMHA MEXOY NEKYBaHUTe rpyni (cutarnunTiH 6,3 %; rnunuzng 10,8 %).

B apyro npoyuBane, BKTIIOYBAIMO 9] mauueHTH ¢ quadeT TN 2 U XpoHWIHO OB0pevHo yBpexIane
(xpeaTHHHHOB KIHPBHC < 50 ml/min), ezonacHOCTTA ¥ IOHOCHMOCTTA HA JIEYEHUETO CBC
CHTArJIMIITHH B 003a 0T 25 mg win 50 mg BegHsK AHEBHO KaTO LAJIO €A CXOOHH C Te3H NnpH miauedo.
B nomrssrHeHMe, cien 12 cenmauy, cpeaHoTo HaManeHue Ha HbA ¢ (cutarnunTis -0,59 %; mwnanebo -
0,18 %) u FPG (curarnunTun -235,5 mg/dl; nnauebo -3,0 mg/dl) kato usano ca nogobuM Ha Te3u npy
APYTH MPOYYBAHHUA C MOHOTEPAITHS NPH NAILMEHTH ¢ HopMaiHa Os0pedHa PyHKIMA (BX. TOYKa 5.2).

TECOS e panaoMmsuapaHo npoydieane npy 14 671 nauweHTH B intention-to-treat nomynauumsTa ¢
HbA . > 6,5 no 8,0 %, ¢ ycTaHOBEHO CBLPAESYHO-CHA0RO 3a00/ABaHe, KOUTO MOMYYaBaT CHTATJIHITHH
(7 332) 100 mg aHeBrO (Wi 50 mg nHeBHO, axo M3xoaHUTe cToiHOoCcTH Ha eGFR ca> 30 n

< 50 mlI/min/1,73 m?) unu nnaue6o (7 339), nobaBeHH KbM OOHUYANHHTE IPHKH CHITIACHO MECTHHTE
ctaHaapTH 3a HbA . u chpreaHo-copa08u puckosd dakrtopn, Maupentu ¢ eGFR < 30 ml/min/1,73 m?
He ca BKJTIOYEHH B MMpoydBaHeTo. M3cneapanara nomynauus smovba 2 004 mauueHTH Ha BB3pacT

> 75 roouny u 3 324 nammenty ¢ 6n6peuno yepexxaane (eGFR < 60 ml/min/1,73 m?).
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[To BpeMe Ha NMpoydBaHeTo, 001aTa M3TUC/ICHa CpeiHa pasnuka (SD) B croitnocTHTe Ha HbA | MeXkIy
rpynmeiTe Ha CHTATJTHIITHH 1 rnauebo e 0,29 % (0,01), 95 % C1(-0,32, -0,27); p <0,001.

[TbperaHaTa kpaiiHa TOYKa N0 OTHOLUEHHE Ha CHPOEYHO-CHAOBATA CHCTEMA € ChCTaBHA OT ITHPBATa
MoABa Ha ChPEYHO-CHAOBa CMBPT, HedaTalieH MHOKapAeH HHPADKT, HedaTaneH HHCYNT HITH
XOCMUTATH3ALUMA NOpany HecTaOWITHA cTeHOKApaWsa. BTOpHYHANTE KpaltHH TOYKH N0 OTHOMEHHE Ha
ChpIEYHO-Ch0BATA CHCTEMA BKJTIOYBAT IThpBaTa MOSBA HA ChpPAEYHO-ChA0BA CMBbPT, HedaTaleH
MHOKapieH HHPapKT WK HedaTaNeH HHCYIIT; TbPBATa M0ABA Ha HHAUBHIYATHUTE KOMIIOHEHTH Ha
IThPpBUYHATA CHCTaBHA, 00111a CMBLPTHOCT M XOCTIMTANTH3AIIHH [OpaH 3acCTONHA ChpIEYHA
HEIOCTATBYHOCT.

Cnen npocneasraHe ¢ MEOHAHA Ha MTPOTBIDKHTEITHOCT OT 3 FTOQWHHN, CHTATJIMITTHH He TIOBUINARA PHCKA
OT IroJIEMH HEXEJIaHH CLPAEYHO-CbA0BH CHOMTHA WIIH PHCKA OT XOCIUTANNH3AUNA MOpPaJdH ChpAeyHa
HEAOCTAaTbUHOCT, KOraTo ce 100aBs KbM 0OHYaMHKTE MPHXKHY NpU NanAeHTy ¢ auader Tamn 2 B
cpaBHeHWe ¢ oOuialinnTe rpuxH 6e3 curarmanTyH (Tabmua 3).

Tabaana 3. HecToTH H3a KOMORAAPAAA CLPACYRO-CHAOBH Pe3Y/ITATH A HA KJIIOY0BH BTOPHYAHA

peiyjaraTn

. Curaraanran 100 mg_. IMnanebo
YecToTa YecToTa
Aa Aa
100 100 KoehHuaenT na p-
NAOHACHTO NAIHERATO PHCKA crolinoc
L N (%) rogHHn* N (%) rogfHHH * (95% CI) -
AHRann) B [Intention-to-Treat monynauuaTa
bpoil nanReHTH ‘ 7 332 | 7 339
IIupaAuAa CLCTABHA Kpalina
TOYKA
{CbpaedHo-CbI0Ba CMBPT,
HedaTaleH MPokapIcH ARG apKT,
HedaTaeH BHCYNIT WIH
XOCTETAIHIAUKA, NOPANH
HecTabHITHA CTEROKAPIHAA) 839(11.4) 4,1 851(11.6) 4,2 _ (0,98 (0,89-1,08) | <(,001
BropHqAa ¢LCTARHA Kpalina
TO4HKS
(CbpaecaHO-CHI0OBA CMBDT,
HedaTaNeH MHOKapIEH HHOAPKT
WIH HedaraneH HHCynT) 745 (10.2) 3.6 __7:46 (10,2) _ 3.6 _ 0,99 (0,89-1,10) _ <0,001
[ BropRucH pe3yaTaT
i g . i .
[ CaphedHO-CLAOBA CMb
P P 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) | 0,711
.| l e
BCAKAKER BHO MHOKADJEH
uripapxkr (parancH v Redatanen) | 300 (4,1) 1.4 316 (4.3) 1,5 0.95 (0.81-1,11) | 0,487
Beakakse BUO HHCYT ((DaTanes
A HEQATAICH) _ 178 (2,4) 0.8 183(2,5) | 09 0,97 (0.79-1,19) | 0,760
XOCITHTATHIAIMA MOPaIH
HecTabuIHa CTEHOKApAAA 116 {1,6) 0,5 129 (1.8) 0.6
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F Curarannran 100 mg | lnanebo I
HecToTa HecToTa
Ha Ha | .
100 160 KoeHOHCHT Ha p-
NAOHEHTO NADHEHTO pHCKA CTOHHOL
_ N(%) | roaunn* | N (%) roanuH * | os%cy | o
CwepT Hopajiv BCIKaKBa
NMpHIAHA 547 (7.5) 1 2,5 537 (1.3) 2.5 1,01 (0,90-1,14) 0,875
—_— | —_ ! —— e
XOCNUTATHIALKA, MOpaaK
CTaTL t
CPPACARA RELO oLt 228 (3,1) ‘ 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) | 0,983 |

* Yecrotata Ha 100 nmaimeHTo roguHy ¢ m3uncneHa kato 100 x (oOums 6pofi naumenTH ¢ > | ¢cLOWTHE 1O BpeMe
HAAONYCTHMHA [IEPHOJ Ha EKCNIO3KHIMA CIIPpAMO ofima Opoil nauHeHTo roARHA Ha NpOCACAABaHe).

t Bn3 ocHosa Ha Mogen Ha Cox, cTpaTHgHIApaH No PerroH. 3a ChCTABAATE KPAlHA TOYKH, p-CTOWHOCTHTC CHOTBSTCTRBAT HA
TECT 38 HEAHPEPHOPHOCT, THPCEL] A MOKAKE, 4e KOCPHUMEHTLT Ha PHCKA € RO-MaNbK OT 1,3, 3a BCHUKH JpyrH KpaiHH

TOYKM P-CTOMHOCTHTE CHOTBECTCTBAT Ha TECT 34 PA3NKHTE B KOCPHIMICHT HA PHCKA.
I AHamnIBT Ha XOCTMTAMM3AIKATA [OPATH CHPACIHA HEJOCTATHIHOCT € KOPHTHPAH 3a aHAMHE3a 3a ChPACYHA
HEIOCTATEIHOCT Ha HIXOTHO HHBO,

lleauaTpyiHa NONYNaNs
IIporeneHo e 54-ceAMHIHO, ABOMHOCIATIO NPOYYBAHE 32 OLIEHKA Ha epUKACHOCTTa M H€30MacHOCTTa

Ha cutaraunTuH 100 mg BeAHBXK NHEBHO MPH NeaUaTpuuHy nauydeHTH (Ha Be3pacT 10 no 17 roguun)
¢ analeT THI 2, KOHTO HE €2 Ha aHTUXHNIEPTITMKEMIYHA Tepanus noHe ot 12 cenmuum (¢ HbA . 6,5%
no 10%) Wi ca Ha NOCTOSHHA 033 WHCYJIMH B NPOIb/DKEHUE Ha Hali-Mamko 12 cemmuim (¢ HbA (.
7% no 10%). [TaunerTUTe ca paHaOMM3Hpann Ha cHTarIUaTHH 100 mg BeaAH®K AHEBHO MK Tauedo
3a nepuoA ot 20 ceMALIH.

Cpennara croitroct Ha HbA . Ha m3axogro HuBo e 7,5%. Jleuenneto cve curarmunTiy 100 mg we
naea 3HayuTenHo nogodpenne B HbA . cnen 20 ceomuun. Ionmwxkapanero Ha HbA (. MpH naumeHTH,
JIEKyBaHM CbC CHTAnIMIITHH (N=95) ¢ 0,0% B cpasneHue ¢ 0,2% npna naigieHTd, TpeTHpaRy ¢ raiebo
(N=95), paznuka ot -0,2% (95% CI: -0,7; 0,3). BrxTe Touka 4.2.

5.2 @apMaKOKHEHETHYHH CBOHCTBA

AbcopOuus
Crnen nepopanuo npunoxenne Ha 100 mg mo3a Ha 3aQpaBM WHOWBWOM, CATATIIANITAH OBP30 ce

abcopbupa, ¢ IOCTHraHe Ha BBPXOBH IUTa3MEeHH KOHUSHTpaUuH (Meauana Tmax) 1 10 4 waca cireq
Ho3upaHeTo, cpeata wiaameHa AUC ua curarmunrid 8,52 pMehr, Crax 950 nM. AGcomoTHaTa
OMOHANTMYHOCT HAa CUTArnUNTUH € npubdnn3ntenHo 87 %. Toil KaTo MpHeMaHeTo HA CHTATTIMIITHH
eIHOBPEMEHHO ¢ Oorara Ha MasHMHM XPaHa He NOBJIAABA papMakokHHeTHKaTa, CuTaben Moxe 1a ce
npunara c mwin 6e3 xpaHa.

IInazmenara AUC Ha CHTarnmMnNTHH ce NOBHILIABA MO A03a-IPONOPLUHOHANEH MOLEI.

1 030MpONOPLUHOHATHOCT He € ycTaHOBEeHa 38 Crax ¥ Caduaca (Cmax €€ MOBRHILIARA MOBEYE, OTKOJIKOTO MPH
A033-NpONOpUHOHANCH MOZEN, @ Ca4uaca C€ YBEJIHYABA 10-MAJIKO, OTKOJIKOTO [IPH N03a-
MPONOPLIAOHATIEH MOAEN).

PaznpeneieHne |
Cpeauusart 0beM Ha pa3npeacsicHHE B CTALMOHAPHO CHCTOAHUE Ce eNHOKpaTHa HHTPABEHO3HO

npwioxena no3a ot 100 mg cutarmunTHH Ha 3ApaBH HHAWBHAH € nprdnusuTtenro 198 marpa.
MpaKuysTa CHTar;IHITHH 00paTIMO CBEBP3aHa C IUTA3MEHHTE MPOTEHHH, € HUCKa (38 %).

buoTpaHchopMalns
CHTarimImyH ce eTMMHHHPA OCHOBHO HEMPOMEHEH C YPHHATA, 3 META0OITH3MET € BT
rsT. [Ipubmmsurenno 79 % oT CHTArMANTHH ce eKCKpeTHPA HENMPOMEHEH B YpHHA
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Crnen nepopanua 1o3a [*Cleutarnuntis, npubnamnsurento 16 % oT pannoakTHBHOCTTA Ce €KCKPETHPA
KaTo MeTabOoIHTH Ha CHTAarmunTHH. Ha HHBO clieIn ca yCTaHOBEHU IecT MeTaboINTa, KOMTO He ce
O4YaKBa /13 AOMPHHACAT 3a asMeHaTa DPP-4 unxuOuTOpHAa aKTHBHOCT Ha CHTArNIMIITHH. [n vitro
MPOYYBAHUATA NOKA3BAT, 4¢ OCHOBHUAT €H3UM, OTTOBOPEH 3a OTPaHHICHHS METa0O0IN3BM Ha
cutarimnTeH, € CYP3A4 c yaactuero n Ha CYP2CS.

In vitro nagHUTE TOKA3BAT, Y€ CUTATITHUNTHH He € HHXHOHMTOp Ha CYP n3oenznmnte CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 wm 2B6, u He e wEaykTOp HAa CYP3A4 5 CYPIA2.

EnyMuHBpaHe

Crien npUnokeHHe Ha nepoparda 0o3a [*ClcHrarninTaH Ha 30paBH WHIWBAOH, NPHOTM3HTETHO

100 % oT npunoXeHaTa pajHOAKTHBHOCT ce eNnUMUHNpa ¢ ¢pekanuuTte (13 %) wm ypnnata (87 %) no
eXHa CeIMHANIA cJiel NMPHIOXKEHNETO Ha J103aTa. [ [pHBUAHUAT TepMUHaneH ty2 cen 100 mg nepopanHa
003a CHTAIIIMNTHH € npubnuintenHo 12,4 yaca. CHTarIMNTUH CE€ HATPYMBA CAaMO MHHHUMAIHO MpHU
MHOTOKpaTHO npunarade. b0Opearnnar kmpsHe e npubausuTento 350 mi/min.

EMTMMHHMpPaHETO Ha CHTArTMIITHH CTaBa OCHOBHO 4pe3 Op0peuHa ekcKpellns W BK/IIOYBA AKTHBHA
TyOynHa cexpeums. CHMTarmMnTHH € cyOCTpaT Ha HOBEIIKH TPAaHCNOPTEP HA OPraHNYHH AHHOHH-3
(hOAT-3), xo#iTo Moxe Om ygacTea B OB0pedHOTO ETHMHMHHUPAHE HA CUTAMTHIITHH. KNHHIGHOTO
3HadeHne Ha hOAT-3 B TpaHCcHOpTa Ha CHTATJTUNTHH He € YCTaHOBEeHO. CHTArNHIITHH € cyOCcTpaT U Ha
p-rMKONpPOTEeUH, KOATO MOke OM yuacTBa U B MEAHHpAHETO HA OLOpEYHOTO eTMMUHHApPAHE Ha
CHTATTMIITAH. B ¢BIIOTO BpeMe IMKIOCTIOPHH, €IHH P-TJIHKOIIPOTEHH HHXHOKUTOpP, HE Hamalldea
OuOpeunna KnupbHC Ha cHTarnunTAH. CutarnunTul He e cyberpat Ha OCT2 wnu OATI1 wnu PEPT1/2
TpaHcnioprepute. In vitro curarnTiH He noTucka OAT3 (IC50=160 pM) anu p-riukompoTenH (1o
250 pM) MeguMpaHHus TPAaHCTIOPT B TEpaNeBTWIHO PEJICBAHTHH IUTa3MEHH KOHLCHTpaupu. Ipu
KMHHAYHO NMPOYyYBaHE CUTArNMHANTUH HMa MalTbK €(EKT BbPXY IUIa3MEHHTE KOHLUECHTpAaUXX Ha
AHTOKCHH, KOETO MOKa3Ba, 9€ CHTATTHITTAH MOXKe [a € c/iad HHXHOMTOp Ha pP-TITUKOMPOTEHH.

XapaxTepUCTHKa NPY NALMEHTUTE
dapMakOKWHETHKATA HA CUTATJIMITTHH € KaTO A0 CXOAHA ITPH 3ApaBH WHOWBUION M NTAIHEHTH C
auabet THII 2.

bvbpeuno yepescoare

[Iporenero € 0OTBOPEHO NMPOYYBAHE NMPH €AHOKPATHO MPIITOXKEHHE 33 OUCHKA Ha (JapMaKOKWHETHKATA
Ha HAMaIeHa J03a CHTarTMnTUH (30 mg) TpH MaUMeHTH ¢ pa3/IMdHa CTEMEeH Ha XPOHHIHO OBOpedHo
YBpeXAaHe B CpABHEHHE CbC 3ApaBy KOHTpoau. [IpoyuBaHeTo BITIOUBA MALMEHTH ¢ OBOpeyHO
YBpeXKIaHe B Jieka, yMepeHa WTH TeXKa CTeNeH, KakTo H nauueHTH ¢ ESRD Ha xeMognanusa. OcseH
TOBa, ePeKTUTE Ha 6B0pedHo yRpekIaHe BbPXY (apMaKOKNHETHKATA HA CUTATTIANTHH NPH NalWeHTH
¢ aHaber Tan 2 n 6B6peYHO yBpekAaHE B ICKa, YMEpPEHa WIH TexXKa creneH (Bmoyntento ESRD),
ca OLCHEHH 9pe3 NMOMyNallHOHHH PapMaKOKHHETHYHH aHATH3H.

B cpasHeHKe ¢BC 3OpaBH KOHTpoNH, nasMeHaTa AUC Ha CHTarIMnNTHH cE NOBULLARA C
mpubM3nTeHo 1,2 TbTH NpH natMeHTH ¢ 6B0peyHo yBpeskaaHe B neka crened (GFR = 60 o

< 90 ml/min} u cpoTREeTHO 1,6 NBLTH NPH NAUMEHTH ¢ OHOpETHO yBpEXKIaHE B YMEPEHA CTEICH
(GFR = 45 no < 60 ml/min). Tsii KaTO pa3MepbT HA NOBUILEHHETO HE € KIIMHUYHO 3HA4YKM, He ce
Hajlara KOpMrHpaHe Ha [103aTa IMPH TE3U MALUCHTH,

[Mnasmenata AUC Ha cUTarTUNTHH ¢ NMOBHINAaBa MPHONM3HTENHO 2 ITBTH NPH MAWHEHTH ¢ 6B0pedHo
yepexkaaHe B ymepeHa creneH (GFR > 30 o <45 ml/min) n npubnusutenno 4 nuTH NpH NaLMEHTH C
01:6peuHo yBpexkaaHe B Texka creneH (GFR < 30 ml/min), sxmouyntendo mpu mauueHTH ¢ ESRD Ha
xeMoauannia. CHTArJIMITTHH ce OTCcTpaHABa clrabo rpu xemoguanuia (13,5 % 3a 3- no 4-qacosa
XeMOoananu3Ha CecHs 3anousalla 4 vyaca crel NpHJIoKEeHHeTo). 3a Aa C€ JOCTHTHAT ILta3sMEeHH
KOHUCHTPALMHY HA CHTATJIMITTHH, ORX0OHM Ha Te3d MPH NauHeHTH ¢ HopMaTHa 6s06peuHa QyHKIM,
npu nauxdeHTH ¢ GFR <45 ml/min ce npenopruBaT no-HUCKH A03H (BX. TOo4YKa 4.2). 5
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Yepnodpobro yepesicoane

He e HeobxoauMa xopekuns Ha no3ata CATaden NpH NALMEHTH ¢ JIEKO WK CPEOHO TEXKKO
gepHoApoOHO yBpexaaHe (ckop mo Child-Pugh £ 9). HaMa xIHHHYEH ONUT ¢ MAMEHTH C TEXKKO
yepHoaApoOHO yBpexaaHe (ckop no Child-Pugh > 9). B ¢bu10T0 BpeMe, Thit KATO CHTACNUITTHH Ce
EJTMMHHAPa OCHOBHO OBOpedHO, He ce 0uaKkBa TeXKOTO 9epHOIPOOHO YBpeXaaHe 12 MOBTHAE BbPXY
(apMaKOKHHETHKATa HA CUTArJIMNTHH,

Hayuenmu e cmapyecka ev3pacm

He ce Hajiara KOpekUMsA Ha 403aTa B 3aBHCHUMOCT OT Bb3pacTTa. Bh3pacTra He 0xazpa KIHHWTHO
3HAYMM edeKT BbPXY PapMAKOKHHETHKATA Ha CHTATTIUNTHH KAKTO € BHAHO OT NaHHHTE OT
()apMaKOKHHETHY¢H nonyainnoked anann3 Paza | u Paza [I. MuanenavwTe B cTapyecka Bp3pact (65
o 80 roguHW) UMaT NpuOITH3IHTETHO 19 % NO-BACOKM IUTa3MEHH KOHIEHTPAa[WX HA CHTATJINIITHH B
CpPaBHEHHE C NMO-MJIAAN WHIWBHIH.

Heduampuwna nonysrayun

(dapMaKOKHHETHKATA Ha CHTArIUITTHH (equHAYHA 103a 50 mg, 100 mg wim 200 mg) e u3cnearaHa
MpPH NEJHAaTPHYHHK MAUMEHTH (Ha Bb3pacT 10 no 17 rogunan) ¢ nuadet tun 2. [IpH ta3u nomynauns,
AUC Ha cHTArHNTHH B IU1a3MaTa, KOpUTHpaHa CIpAMo 103aTa, € mpubnusntendo 18% no-Hucka
OTKOJIKOTO [IPH BB3pAcTHU NauMeHTH ¢ guadet o 2 npu no3a 100 mg. Tosa He ce cunTa 3a
KIWHHYHO 3HAYHMA Pa3jIMKa B CpaBHEHHE ¢ BB3PACTHH MALMEHTH B3 OCHOBA HA HEITPOMEHALNO ce
cboTHomeHne DK/ mexay noszute ot 50 mg 1 100 mg. He ca nposexaHu NMpoyuBaHus ¢be
CHTArTIMNTUH [IPK NEAHATPHYHH NALUEHTH Ha BB3pacT <10 roanHn.

Lpyeu xapaxmepucmuxu Ha nayuenmume

He ce Hanara kopeKiuMa Ha 103aTa B 3aBUCHMOCT OT I10J1, paca WM MHOSKC Ha TesecHa maca (BMI).
Te3n xapakTepHCTHKM HAMAT KIHHUYHO 3HAYUM eeKT BLpXY PapMaKOKUHETHKATA HA CHTATTIUITTHH
cope KOMOHHUPaHMA aHATW3 Ha (PapMAaKOKHHETHIHHTE JaHHH OT NpoyuBaHna Paza I n
MoImynalHoOHEeH GpapMaKOKMHETHYEH aHAJIH3 Ha JaHHUTE OT npoy4BaHHhA Pasa | u Pasza Il

5.3 IlpeaxnAaRnYHHA JaAHH 33 0e30NaCHOCT

brOpedHa K YyepHOoIpoOHa TOKCHYHOCT ce Habmoasa ApU rpU3adi NpH CTOMHOCTH Ha CHCTEMHA
eKCo3NUKA 38 IrbTH NO-BHCOKA OT HHBOTO Ha eKCTIO3NLMATA [IPH Xopa, a HUBOTO Oe3 edekr e
omnpenesyieHo Ha 19 METH NO-BHCOKO OT TOBa NMpH XOpa. AHOMAJIMK Ha pe3luTe ce Habmonasat npu
TUTBXOBE ITPH HHUBA HA EKCTIOZHIHA 67 IThTH MO-BUCOKH OT HHBOTO Ha KITHHWYHA KCITO3HIHA;, HHBOTO,
MpA KOETO HAMa NoaobeH edekT e onpeneneHo Ha 58 MLTH MO-BUCOKO, ChITACHO PE3YIITATHTE OT
|4-ceIMHYHO NMPOYUBAHE [IPH IUNTLXOBE. JHAYEHUETO HA TA3U HAXOAKA NPY XOpa HE € H3BECTHO.
TpaHinTOpHH, CEBP3aHH € IeHCHUETO (PU3UGECKH MMPOARH, HAKOH OT KOMTO TIPEOIONIaraT HaJITHYHETO
Ha HEBPOJIOrHYHA TOKCHUYHOCT, KATO JHILIAHE C OTBOPEHA YCTa, caJluBalNi, eMe3uc Ha Os1a NAHa,
aTaKCHA, TpenepeHe, HaMaleHa aKTUBHOCT W/ WTH n3repOeHa no3a ce HabmoaasaT NpH KydeTa MpH
HUBA Ha €KCMO3HLHA TPUOTN3NTEIHO 23 ITBTH NO-BUCOKH OT HUBOTO Ha KIIMHUUHA €KCTIO3HLMA.
OcBeH ToBa, MHOTO JIeKa [0 JIeKa KOCTHO-MYCKYITHa iereHepatnsa ce Habmogaea U XHCTOJIOTHYHO TTPH
JO3M, NABALIIA HHBA HA CHCTEMHA €KCMO3HUUUA NPHONH3INTENHO 23 MBTH MO-BUCOKH OT HHBOTO Ha
€KCIO3NLHA MpH Xopa. [Ipy Te3u pe3ynraTi, HUBOTO Ge3 momoben ediekT e NpHu eKCHO3ANMA O-KpaTHO
MO-BHCOKA OT HHBOTO Ha KIITMHAYHA €KCIIO3WIIHA.

CHTarmnTHH He € NoKa3al reHOTOKCHYHOCT B X0/Ia Ha NPEeAKIHHNYHH npoyuBalisi. CUTArIMITHH He
e Oun KaHUeporeHeH 3a MHLIKA. [1py MIbXxoBe HMA NMOBHUIEHA YECTOTA HA YepHOOPOOHHN aleHOMH H
KapLWHOMM ITPY HHBA HA CHCTEMHA €KCTIO3HINA, 58 METH MO-BIUCOKH OT Te3M IpH Xopa. Twif karo e
YCTAHOBEHO, Y€ XEMaTOTOKCHYHOCTTA KOpPENUpa ¢ RHAYLHUPAHETO Ha yepHoApoOHa Heonaszns npu
MUTEXOBE, Ta3H MOBHUIEHA Y€CTOTa Ha YEPHOAPOOHM TYMODH IIpH IUTBXOBETE € BEPOATHO BTOPHIHA,
CIICACTBUE OT XPOHHTIHA XEMAaTOTOKCHYHOCT NPY Ta3W BUCOKA Jo3a. Ilopaan BucoKaTa rpaHuila Ha
6eszonacHoct (19-nbTH npu ToBa HABO O€3 eeKT), Te3W HEOTUTACTHYHHU NMPOMEHM HE CE C -
peJIeBaHTHH 3a XOpa.
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HaMma Hexenanu E(l]EI{TH BBpPXY cbcmemeTa [IPH MBXKKH H AKCHCKH ILTEXOBC IMNONYYHITH CHTAI'TTHIITHH
MMPpEJIH H IO BpCEMC Ha ‘IH(bTDCBHHE.

ITpn npoyuBaHe BEPXY npe-/MOCTHATAIHOTO Pa3BUTHE HA IUTHXOBE CHTANTHMITTHH HE NIOKA3Ba
HeXENaHH PeaKLHH.

IIpoy4BaHusATa BbPXY PEOPOAYKTHBHATA TOKCMYHOCT NOKa3BaT HATHYHETO HA CBBbP3aHa C JICYEHHETO,
JIEKO YBEJIMIEHA 4YecToTa Ha Maliopmaunn Ha peOpa Ha feryca (JIMNCBAIH, XATIOTLUIACTUIHH H
nnaBaly pedpa) Npy NOKONEHUETO HA [UTLXOBE IPH HHBA HA CHCTEMHA €KCITO3UIIMA NOBEYE OT

29 bTH MO-BHCOKH OT TE3H ITPH Xopa. TOKCHMIHOCT Ha MankaTa ce Habmonasa npy 3adLy IpH HUBA
nogeye ot 29 IMbTH NO-BHCOKH OT HHBATA HA eKCMO3HLMA NpH Xopa. [Topanu BUcokaTa rpaHula Ha
0e30nmacHOCT, T€3W HAXOOKH HE IIpearnosarar CbLIECTBYBAHETO HA CHOTBETEH PHCK 3a
PEMMPOAYKTHBHOCTTA ITPHA Xopa. CHTATNIHITTHH Ce CeKpPeTHpa B 3HAYUMH KOJTHYECTBA B MJIAKOTO HA
KbpMELIH ILTEX0BE (OTHOLICHHME KbpMa/IIazMa: 4:1).

6. @®APMAIIEBTUYHU JAHHH

6.1 ChnuchK HA NOMOIMHATE BEMECTBA

Slapo Ha Tabnerkara:

xanuueB xuaporeHdocdar, 6ezsoneH (E341)
MHUKPOKpHCTaTHA Uemynosa PH102
xpockapmeniosa Hatpu#t (AC-DI-SOL) (E468)

CHITHIIMEB OUOKCH, KONOKIeH DeiBoaeH
HaTpHeB cTeapuwidymapar
marHesneB creapat (E470b)

MUNIMOBO MMTOKPUTHE:
MOJIMBHHIWIOB aJTKOXOJT

THTaHOB mHoxcna (E171)
makporoj (E1521),

Tank (E553b)

BT KeneseHn okcng (E172)

yepBeH xkeneseH okeun (E172)

6.2 HecsBMecTAMOCTH

Henpunoxumo

6.3 Cpok Ha roggocr

2 TogHHA

6.4 ChnennaJnn yc10BHM HA CLXPAHEHHE

To3u TekapCcTBEH NPOIYKT HE H3UCKERA CIICLUHANTHH YCIIOBHSA 33 ChXPaHEHHE,
6.5 Baae cLALPXKAHEE HA ONAKOBKATA

bractep ot 6ano HenpospaaHo PVC/PE/PVDC/Al donvo.

Enun 6nucrtep cuvaspxa 14 Opos puwimMypany Tabnerku
PasMep Ha onakoskaTta: 28 Oposa ¢punmupany tabnerku (1 onakoska/ 2 6amncTtepa).
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6.6 ChnenBaJTAN NpeANAZHA MEPKH NPH B3XBLPIAAHE

Hen3nonzpannar JCKAPCTBCH ITPOAYKT WK OTIIAABYHHTE MAaTCPHAJINA OT HET'O TPHGBEI Aa CC U3XBLPIIAT
B ChOTBCTCTBHC C MECTHHTC H3IHCKBAHHA.

7. HNPHTEXATEJ/I HA PASPELIUEHHUETO 3A YIIOTPEBA
HOBEJI ®APMA EOO/]

6yn. “beirapua’” Nel(09
Codusa 1404, brarapus

8. HOMEP(A) HA PAZPEINIEHHETO 3A YITOTPEBA
Peructpaumonen Ne 20220129

9. JATA HA IBPBO PAZPEINABAHE/TIONHOBSABAHE HA PASPELLIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mepEO paspelnarane: 18.04.2022

10. JATA HA AKTYAJIMNIUPAHE HA TEKCTA

01/2025
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