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[O3umeT 50 mg/850 mg punmMupanu tabneTku

Juzimette 50 mg/850 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bcsika punmupana tabnetka CbAbpKa CUTArJIMNTHH XUAPOXJIOPHI MOHOXHK/IpAT, EKBUBAJIEHTEH Ha 50 mg
cutaraunTHH (sitagliptin), u 850 mg MeTdopmuHoB xuapoxiopua (metformin hydrochloride)
(cvoTBeTcTBaLO HAa 660 mg MeTHOpMHH).

3a MbJIHUA CIIHCHK HA MOMOLLHUTE BELIECTBA BUXTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa tabnetka

Po3oBa, npoabJiroBaTa, JBOMHO M3NbKHANIA HUIMHUpaHa TabsieTka cbe 3a0051eHu pr0oBe, ¢ penedHo
u3obpaxenue ,,AE3“ or eqHara cTpaHa M riajka ot aApyrara, ¢ Ae/bkuHa 17,7 mm 4 wupuHa 10,0 mm.,

4. KJ/IMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

[Ipu BB3pacTHH MALMEHTH CbC 3aXapeH aAuaber Tum 2:

IO3umeT e nokas3aH Karo J0nbJIHEHHE KbM JIMETA U YIIPAKHEHUS 32 MOA0OpsBaHE HA MNIMKEMHUYHHUS
KOHTPOJI MPH NMAllHEHTH, IPU KOUTO HE € MOCTUIHAT 3310BOJIMTEIEH KOHTPOJI C MAKCUMaJIHaTa MOHOCHMA
3a TSAX 1032 MET(HOPMHH CAMOCTOSATETHO HJIM KOUTO BEYE CE JIEKYBaT ¢ KOMOMHALIMSA OT CUTATJIMIITHH U
MET(GOPMHH.

lO3umer e noka3zaH B KoMOMHALHS CbC CyJIPOHHIYPEHHH MPOU3BOAHHU (T.€. TPONHO KOMOMHHUPAHO
JIe4eHHe) KaTo JOMbJIHEHHE KbM JIUETa U YIIPAKHEHUS [IPU MMALMEHTH, [IPU KOMTO HE € MOCTUTHAT
3a/]0BOJIMTEJIEH KOHTPOJI ¢ MAKCHMAaJIHATa MOHOCKMMA 3a TAX 032 METHOPMHUH U CYJI(POHUITYpeS.

FO3umeT e nokasaH KaTo TPOMHO KOMOMHHUPAHO JIeueHHEe C MEPOKCU30MEH NpPoanudepaTop-akTUBHUPaH
peuentop rama (PPARY) aroHuct (T.e. THa30JMAMHAMOH) KAaTO JOIMBJIHEHHE KbM JHETA H YIPOKHEHHS
[P MalMEHTH, IPH KOUTO HE € MOCTHUIHAT 33/J0OBOJIMTENIEH KOHTPOJI C MaKCMMaJlHaTa NNOHOCHMa 3a THX
no3a Met@opMuH U PPARY aroHucr.




IO3uMeT chlLo € MoKa3aH KaTo 100aBka KbM HHCYJIHUH (T.€. TPOMHO KOMOMHUPAHO JIEYEHHUE) KATO
NOMbJIHEHUE KbM JIHETATA U YIIPpaXXHEHUATA 3a NoA0OpsBaHEe HA MNNIMKEMUYHUS KOHTPOJ MPH MALUEHTH,
KOraTo MOCTOSHHATAa J103a Ha MHCYJIMH U MET(HOPMHUH CAMOCTOATEIHO HE OCUI'YpsiBa a[1€KBATECH
rJIMKEMHWYEH KOHTPOJL.

4.2 Jlo3HpPOBKA H HAYHMH HA NMPHJIOKEHHE

Jo3upoBKa

Jlo3MpoBKaTa Ha aHTHXUNEPrIMKEeMHYHOTO JeyeHue ¢ KO3umer TpsabBa aa Obae MHAMBUAYAIU3MpaAHa Ha
0a3aTa Ha HACTOMIHMS PEXKHUM Ha NMalueHTa, ePeKTHBHOCTTA H TOJEPAHTHOCTTA, KAaTO HE CE MPEBUILIABAT
MaKCHMaJlHaTa Nnpenopb4yBaHa JHeBHa A03a oT 100 mg cutarnunTuH.

Bwv3pacmuu ¢ nopmaana 6vopeuna gynxyusi (GFR>90 ml/mun)

[Ipy nMaLMEHTH, IPH KOUTO HE € MOCTUIHAT 3a/I0BOJIUTENEH KOHTPOJI C MAKCHMAaJIHATA MOHOCHMA J103a
METGOPMHUH KATO MOHOTEpAIlUs

[Tpu nauMeHTH, MPH KOUTO HE € MOCTUIHAT 3a/10BOJIMTEIEH KOHTPOJ C METHOPMUH CaAMOCTOSITENTHO,
obnyaiiHaTa Ha4yasHa J03a TpsAOBa Ja J0cTaBu A03a CUTarJunTHH B 103a 50 mg asa neTH AHEBHO (100 mg
o0111a IHEBHA J103a) MJIIOC f03aTa METPOPMHH, KOSTO BEYE € pHUEMaHa.

[Ipu nauMeHTH, KOMTO NMPEMUHABAT OT €JHOBPEMEHHO NPUJIaraHe Ha CUTArJUITHH U METQPOPMHUH
[Tpu nauueHTH, KOUTO NPEMUHABAT OT €IHOBPEMEHHO NMpUJIaraHe Ha CUTArJIMNTHH U METGOPMHUH,
neyenueto ¢ KO3umer TpsbBa 11a ce 3ano4yHe ¢ J103aTa CUTArJIMNTHH H METQOPMHUH, KOSITO BEYeE €
[IpUeMaHa.

[Ipy mauMeHTH, IPU KOUTO HE € MOCTUTHAT 3a10BOJIUTEJIEH KOHTPOJ C JBOMHO KOMOMHUPAHO JIEYEHHE C
MaKCHMaJlHaTa [OHOCHMA J103a METGOPMHH U CYIDOHUITYpes

Jlo3aTta TpsbBa 1a J0CTaBM CUTArJMNTHH B 103a 50 mg aBa mbTH AHEBHO (100 mg obwa qHeBHA 103a) U
no3a MeTOpMHUH, MoaoOHa Ha A03aTa, KOATO Beue e npuemana. Koraro FO3umer ce u3nosnssa B
kOMOMHaLMS CbC CyahOHMTYpes, MOXKE /1a Ce HaIoXKH yrnoTpebara Ha no-HUCKa 103a CyJIPOHUITypes, 3a
Jla ce HaMaJli PUCKBT OT XUIMOrJIMKeMuUs (BxX. Touka 4.4).

[Ipy nauMeHTH, NPH KOUTO HE € MOCTUIHAT 3a/I0BOJIMTENEH KOHTPOJI C IBOHHO KOMOMHHMPAHO JIEYEHHUE C
MaKCHMMaJiHaTa NnoHocuma 03a MeTopMuH U PPARY aroHucT
Jlo3ara TpaOBa aa nocTaBu cuTarJunTHH B 1032 50 mg aBa mbTH AHEBHO (100 mg oblua fHEBHA 103a) U
103a METQOPMHUH, MOA0OHA Ha 103aTa, KOATO BEUe € MpUeEMaHa.

[Ipy maLMeHTH, MPU KOUTO HE € MOCTUrHAT 3a0BOJIMUTENIEH KOHTPOJI C IBOWHO KOMOHHHUPAHO JIEYEHHE C
MHCYJIMH U MAKCMMaJIHaTa MOHOCKHMaA /1033 METHOPMHH

Jlo3ara TpsOBa aa A0cTaBM CUTArJIunTHH B 103a 50 mg nBa nbTH AHEBHO (100 mg ob1ua fHEBHA 1032) U
no3a metopMHH, noaoOHa Ha 403aTa, KoATO Beye € npueMana. Koraro KO3uMmer ce u3nosssa B
KOMOHMHAIIMA C MHCYJIMH, HUCKATa 103a HHCYJIMH MOXeE Ja € Heobxo1uMa 3a pelyLMpaHe Ha pUcKa OT
XUIoriaukeMus (Bx. Touka 4.4).

3a pa3nu4yHUTE 1031 MeThopMHH, KO3uMeT ce npeanara B KOHUEHTpauus no SO mg curariuil
850 mg merdopMuHoB xuapoxjopua vian 1 000 mg MeTpoOpMUHOB XHAPOXJIOPHA.
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Bcuuky nauveHTH TpaOBa Ia Mpoab/DKAT MpenopbyaHaTa UM JUETa C aICKBaTHO pasnpele/ieHue Ha
MpUeMa Ha BbIJIEXHPATH Mpe3 JICHA.

Cneyuanuu nonynrayuu

bbsOpeyHO YBpexaaHe

He ce nanara kopekuus Ha A03aTa MPHU NaLKEHTH C JIeKO ObOpeUHO yBpexaHe (CKOPOCT Ha rJIOMEpYJiHa
dunrpauus [GFR]>60 ml/mMun). [Ipeau 3anoysaHe Ha je4eHUE C MPOAYKTH, ChAbpXKaLIH METGOPMHUH,
TpsiOBa J1a ce HanpaBu oueHka Ha GFR croifiHocTHTE, a clie TOBa — MOHE BEAHDbX roAMILHO. [IpH
MalMEHTH C MOBHIIEH PUCK OT MO-HATATBIIHO NMporpecuipaHe Ha ObOpEeUYHO yBpeXAaHe U MPH NAaLMEHTH B
cTapyecka Bb3pacT TpsOBa Mo-4ecTo /a Ce npaBu OLUEHKa Ha ObOpeyHaTa QyHKLMS, HAIpHMEDP Ha BCEKH
3-6 mecela.

3a npeAnoYMTaHe € MaKCMMaJlIHaTa JHEBHA 103a METGOPMHH Aa Obje pa3aeieHa Ha 2-3 THEBHHU JIO3H.
dakTopH, KOUTO MOrarT Jia yBeJIM4aT pUcKa OT JlakTaTHa auua03a (Bx. Touka 4.4), TpsbBa na Obaar
npepasriie/laHy, Npeau 1a ce OOMUCIU 3aMI04YBAHETO HA JIeYEHHE C MET(OPMHH MPU NMALUEHTH C

GFR<60 ml/muH.

AKO He € A0CTbIHA 1030Ba (popMa Ha KO3uMeT ¢ afeKkBaTHO KOJIMYECTBO HAa aKTUBHOTO BELLECTBO, BMECTO
KoMOMHaUMsA ¢ QUKCHPAHHU A03HW TpsOBa Aa ce U3Noa3BaT OTACIHHTE MOHOKOMITOHEHTH.

GFR mL/min Merdopmun CHTarJiMnTHH

6089 Maxcumannama onesna dosza e 3000 mg. | Makcumarnama onesHa 0o3a e
Mooice 0a ce obmucau nonudxcagane Ha 100 mg.

003ama 6v8 8Pb3KA C HAMANABAHEeMO HA
bvbpeunama ynkyus.

45-59 Maxkcumannama ounesna 0osza e 2000 mg. | Makcumannama onegna 0o3a e
Hauannama oo3a e Hau-mHoco 100 mg.
nojoeuHamMa om MaxkcumaiHama 0osa.

3044 Maxkcumannama ounesna ooza e 1000 mg. | Makxcumannama onesna 0osa e
Hauannama oo3za e nau-mnoco 50 mg.
nono8uHamMa om MaxcumaiHama 0o3a.

<30 Memgopmun e npomusonoxasan. Maxcumannama onesna 0osa e
25 mg.

YepHoapoOHO yBpexaaHe
[O3uMmet He TpsbBa aa ce U3MoJI3Ba NP NALIMEHTH C YEPHOAPOOHO yBpexaaHe (BX. TO4Ka 5.2).

Crapuecka Bb3pacT
Toit kaTo METHOPMHH M CUTATJIMIITUH Ce€ eKCKpEeTHpAT upe3 ObsOpeunte, O3umeT TpsiOBa 1a ce u3non3sa C
MOBUIIIEHO BHUMAHHE TNPH HAMpeABaHe Ha Bb3pacTTra. Heobxoaumo € MoHuTOpUpaHe Ha ObOpeyHara

¢yHKLMS, 3@ 1a Ce MOANOMOrHe Mpeana3BaHeTo OT CBbp3aHara ¢ MET(OPMHUH JIaKTaTHA alU103a '
Beye B CTapyecka Bb3pacT (BXk. TOUkU 4.3 u 4.4).




Ileouampuuna nonyrayus

KoMOuHauus oT CUTaraidnTdH 1 METQOPMHH He TpsAOBa a ce U3M10JI13Ba IPH Jielia U IOHOLLUM Ha Bb3pacT OT
10 no 17 roauuu nopaau HejocTaTb4yHa ehUKACHOCT. HAIMYHKUTE MOHACTOSALLEM JaHHH Ca ONUCAHH B
ToukH 4.8, 5.1 u 5.2. KoMOuHaums or cuTarjiunTdH 4 METHOPMHUH HE € NMPOYYBaH IPH MEAUATPUHYHHU
nalMeHTH Ha Bb3pacT noa 10 roauHu.

HauyuH Ha NpUIIOKEHHE

IO3umer Tpﬂﬁﬂa Jda CE€ IMMpHEMaA [iBd ITbTH JHEBHO C XpdHAd 34 HAMAJISIBAHC HA HCXKCIIAHHUTC PCAKLIHH OT
CTpaHa Ha CTOMAUIHO-4YPEBHHA TPAKT, CBbP3dHHU C METd)OpMHH.

4.3 IIporuBONOKa3zaHHUA

KO3uMeT e NpOTUBOINOKA3aH MPH MALMEHTH ChC:
- CBPbX4YYBCTBUTEIHOCT KbM aKTUBHHUTE BEIIIECTBA UJIM KbM HAKOE OT MOMOILIHMTE BEILECTBA,
u30poeHu B Touka 6.1 (BX. Touku 4.4 u 4.8);
- BCEKH THUIT OCTpa MeTaboJIMTHA aLu103a (KaTo JJaKTaTHa alu103a, A4abeTHa KeToauua03a);
- AuabeTHa npeKoMma,
- Texko 6b0peuHo yBpexaane (GFR<30 ml/mun) (BXx. Touka 4.4);
- OCTPH CbCTOSIHUS C Bb3MOXHOCT J1a U3MEHAT ObOpeyHaTa QyHKUMA KaTo:
- JIeXH/IpaTalus,
- TEXKH HHPEKLHH,
- LLIOK,
- BbTPECHAOBO NMPHJIOKEHHE HA HOAMPAHU KOHTPACTHHU BELIECTBA (BX. TOUKa 4.4);
- OCTPO MJIH XPOHUYHO 3a00J1IBaHE, KOETO MOXKE 1a MPHYMHU XUITOKCHS HA TbKAHUTE KaTo:
- Cbp/iIeYHa UJIM pecrupaToOpHa HEAOCTATHYHOCT,
- CKOPOLLIEH MUOKap/I€H HH(DAPKT,
- [LIOK;
- YEepHOAPOOHO YBpEXAaHE;
- OCTpa AJIKOXO0JIHA HHTOKCHKALHS, AJIKOXOJU3bM;
- KbpMEHE.

4.4 Chneuna/JH4 npeaynpexaeHUsi H NpeanasHH MEepKH NpH ynorpeda

O01u
KO3umeT He TpsiOBa Ja ce U3I0J13Ba NPH NaLMEHTH ¢ AuadeT Tin 1 U He TpsOBa Aa cu U3MoJi3Ba 3a
JleyeHHe Ha auabeTHa keTtoauuao3a.

OcCTbp [IaHKPEATUT
Ynorpebara Ha DPP-4 uHxuOuTOpH € CBbp3aHa C PUCK OT pa3BUTUE HA OCTbP NaHkpeaTuT. [lauuenTure
TpaOBa na 6baaT HHOOPMHUPAHH 3a XapaKTEPHUSI CUMIITOM Ha OCThP MaHKPEATUT: NEPCUCTHpalLlla, MHOTO
CUJIHa KopeMHa 6osika. Cnea npekparsiBaHe Ha CUTArJUMNTHH c€ HalJll0aBa OTILIYMsABaHE HA MTaHKpeaTUTa
(cbe MM 6€3 MoAAbPXKALLIO JICUEHHUE), HO B MHOI'O PEJIKM CJIy4Yad € CbOOIaBaHO 3a HEKPOTH3UpaLll HIIH
XEMOpAaruyeH maHKpeaTuT U/ MK CMBbPT. AKO UMa CbMHEHHMS 3a [TaHKpeaTUT, TpsOBa Ja ce n




MaHKpeaTuT, npuemMsbT Ha KO3umeT He TpsdBa aa ce Bb300HOBsABa. HE00X0AMMO € MOBUILIEHO BHUMAHHUE
MpH MalMEHTH C aHaMHE3a 3a [MaHKPEaTHT.

JlakTaTHa aima03a

JlakTaTHarta alua03a, MHOTO PAIKO, HO CEPUO3HO META00IUTHO YCI0XKHEHUE, HAW-YECTO HACTHIIBA MPH
OCTpO BJIOIlIaBaHe Ha ObOpeuyHaTa QPyHKIHUSA, KapAMO-pPECIMPATOPHO 3a00/IIBaHE UJIU CETICHC.
HatpynBaHeTo Ha MET()OPMHH HACTBIIBA MPH OCTPO BJlOLIaBaHe HA ObOpeyHaTa QyHKLHUSA U YBEIHYaBa
PHUCKa OT JIaKTaTHa alua03a.

B cnyuait Ha nexuaparauus (T€XKO NOBPbIUAHE, AWApUs, TPECKA UJIM HAMAJICH ITPUEM Ha TEYHOCTH)
TpsiOBa BPEMEHHO J1a CE CIIpe MPUEMBT HA METPOPMHH H € MPENOPBYUTEIHO Ja CE YCTAHOBH BPb3Ka C
MEJIMLIMHCKH CIEeLHAJIUCT.

[[pyeMbT Ha JIeKApCTBEHHU NMPOAYKTH, KOUTO MOraT OCTpO Ja yBpeasaT 0bbpeuHara ¢pyHkuus (karo
aHTUXHUIEPTEH3UBHU cpeacTBa, Auypetuuu 1 HCIIBC) TpsbBa aa ce 3ano4yHe ¢ NoBULLIEHO BHUMAHUE TpH
MalUeHTH, JIeKyBaHU ¢ METGOPMHUH. JIpyru puckoBH (akTOpH 3a JAaKTaTHA al[M103a Ca MPEKOMEPEH
[IpUEM Ha aJIKOXOJ1, YepHOAPOOHA HEAOCTATBYHOCT, HEAOCTATLYHO KOHTPOJIUPAH AUA0ET, KETO3a,
NMPOABDKUTENIHO IJ1aJlyBaHE U BCAKAKBU CbCTOSIHUS, CBbP3aHHU C XUITOKCHUS, KAKTO U €JHOBPEMEHHATA
ynorpeba Ha JiekapCTBEHH MPOAYKTH, KOUTO MOraT Jla MPUYMHSAT JlaKTaTHA aumnao3a (BX. Touku 4.3 U 4.5).

[TaiuentuTe n/unu 6oaHorega4YuTe TpsadBa 1a ObaaT HHOOPMUPAHH 32 PUCKA OT JaKTaTHA alMa03a.
JlakTaTHara auMa03a ce XapakTepusupa ¢ alMao3Ha JUCIHEes, KopeMHa 00Jika, MyCKYJIHH KpaMIl,
aCTEHHUS YU XUIIOTEPMHUS, NOCJIECABAHU OT KOMa. B ciy4yail Ha CbMHEHME 3a CHMIITOMHM NMalLKEHTHT TpAOBa
Ja crnpe npuemMa Ha MeTQOPMHH M He3abaBHO Aa NMOTbPCH JIeKapcKa MoMoll. /JJHarHoCTHYHHUTE
nabopaTopHU HAXOJKH ca MOHUWXKEHO KpbBHO pH (<7,35), NOBHUILIEHH HUBA HA MJIA3MEHHUS JIAKTAT

(>5 mmol/l) u noBullIeHa aHHOHHA pa3/IMKa U CbOTHOLLIEHHUE JIaKTaT/MUPYBar.

bubpeuHa GpyHKUUS

[Ipenn 3amouyBaHe Ha JieueHHETO TPAOBA J1a ce HanpaBHu oleHka Ha ctoiiHocTuTe HA GFR M penoBHO cien
ToBa (BX. Touka 4.2). KO3umer e nporuBonokasaH npu nauueHTd ¢ GFR<30 ml/MuH u TpsbBa na 6bae
BPEMEHHO CNPSH MPH HAIMYKE HA CbCTOSHUS, KOUTO NMpOMeHAT ObOpeuHaTa yHkuus (BXK. Touka 4.3).

XHUIOIJIHKEMMU S

[TauuenTH, nonyyasaim KO3umMer B KOMOHHALMSA CBC CYJIPOHUITYpEs HIIM C HHCYJIMH, MOX€E 1a ca
M3J10’)KEHHU Ha PUCK OT XHUnoriaukemus. CienoBaTesiHO, MOXe /1a € He00X0IMMO HaMaJisBaHe Ha J103aTa Ha
cypoHHITYpesiTa UM Ha HHCYJIMHA.

PeakllM1 HA CBPbXYYBCTBUTEIHOCT

MMa nocTMapKkeTHHIroBH ChOOLIIEHUS 32 CEPUO3HU PEAKLIMU HAa CBPbXYYBCTBUTEIHOCT MPU NALMEHTH
JIEKYBaHH CbC CUTArJMNTHH. Te€3u peakiiMu BKJIOYBAT aHa(UIIAKCHs, aHTHOE1eEM U eKCHOJMAaTUBHH
ChCTOSIHUS Ha KOXKaTa, BKJIIOYMTEIHO CHHAPOM Ha Stevens-Johnson. HayanoTo Ha Te3u peakuMu HacCTbI1Ba
B PAMKUTE Ha ITbPBUTE TPU MECELA OT 3aMo4YBaHe Ha JICYHEHUETO CbC CUTATJIMIITUH, HAKOU Clly4au
HACTBHIBAT CJie/] MbpBaTa J103a. AKO Ce 101034pa peakLus Ha CBPbX4YyBCTBUTEJIIHOCT, IPHEMBT Ha
FO3umer TpabBa Ja ce npekpatH, TpsAOBa Aa ce OLEHAT APYrd NOTEHLHAIHU IPUYUHHU HA CHOUTHETO H
TpsAOBa J1a c€ Ha3HA4YM AJITCPHATUBHO JIEYCHUE HA JuadeTa (BX. Touka 4.8).

byso3en nemdurona




[Ipu nauvenTH, npuemaiiy DPP-4 uHXuOUTOPH, BKIIFOUUTEJIHO CUTATJIMIITHH, UMA MOCTMApKETHHIOBH
cboOLIeHHs 3a Oyi03eH neMpUurons. AKO UMa CbMHEHHUS 3a OyJio3eH neMpUrona, npueMsT Ha HO3umer
TpsAOBa Aa ce NpeyCTaHOBH.

Onepauus
FO3umer TpsabBa 1a ce cnpe no BpeMe Ha onepauus noa odiua, CriMHaJIHA UK eNUAypaiHa aHeCTE3us.
Jleuenuneto Moxe aa 6bae Bb300HOBEHO HE MO-paHo OT 48 yaca cien onepauusaTa UM Bb300HOBSBAHETO

Ha XpaHEHETO IMpe3 yCTa, U MPH ycloBUe 4ye ObOpeyHaTa pyHKLMSA € OLEHEHA OTHOBO M € YCTAHOBEHO, Y€
e ctabunHa.

[IpunoxeHue Ha HOAMPaHU KOHTPACTHH BELLIECTBA

BbTpech0BOTO NPUIOKEHUE HA HOAMPAHU KOHTPACTHH BELLIECTBA MOXE J1a JOBEAE 10 KOHTPACT-
WHJyLUHMpaHa HedponaTus, BOAELLA A0 HATPYNBAHETO HA METHOPMHH U MMOBHUILIEH PUCK OT JIAKTaTHA
auuao3a. FO3umer TpsabBa aa ce cripe npeau WM o BpeMe Ha npoueaypara 3a o0pa3Ha JMarHOCTHKA U HeE
TpsbBa /a ce Bb300HOBABA /10 Hal-Maiko 48 yaca cie ToBa, NpU yciaoBue ye Onbpeunarta GyHKUHUS €
OLleHEHa OTHOBO U € YCTAaHOBEHO, Y€ € CTabuIIHA (BX. TOYKHU 4.3 U 4.5).

[IpomsiHa B KJIMHMYHMS CTATYC HA NALMEHTH C KOHTPOJAUMpaH aAuaber tun 2

[TauneHnTu ¢ auaber Tun 2, npeau ToBa A00pe KOHTpoaUpaH ¢ KO3uMer, KOUTO pa3BUBAaT OTKJIOHEHHUS B
nabopaTopHH MOKa3aTENU UK KIMHUYHO 3a00/aBaHe (Hal-BeY€ HEACHO WIIH ¢J1a00 AePUHHUPAHO
3a001s1BaHe) TpsiOBa He3a0aBHO 1A C€ OLICHAT 3a HAJIMYME Ha KEeTOAlK103a K JIaKTaTHA alMa03a.
Ouenkara TpsiOBa a BKJIIOYBA CEPYMHH €JIEKTPOJIMTH U KETOHU, KpbBHA 3aXap M ako ce Hayara pH Ha
KpbBT4, HUBA Ha JIAKTaT, MUPYBaT U MET(HOPMHUH. AKO Ce MOsBH alM03a, B KOATO U Aa € popMma,

ne4yeHUeTo TpsAOBa fa ce cnpe He3abaBHO M TpsAOBA /1a ce NpeANpyMeMar NoAXOASAIIMA IPOTUBOAEHCTBALLH
MEPKH.

Heduuut Ha BUTaMuH B);

MeTdopMUH MOXe Aa HaMald CEPYMHUTE HUBA HA BUTAMUH Bi2. PUCKBT OT HUCKM HUBA HA BUTAMHH
B12 ce yBenuuaBa ¢ yBelMuyaBaHe Ha J03aTa METHOPMHH, NPOABIDKUTEIIHOCTTA HA JIEUEHUETO U/UJIH
MPH NMAILMEHTH C PUCKOBU (PaKTOPH, 32 KOUTO € U3BECTHO, Y€ NPUUMHABAT A€PULUUT HAa BUTaMUH Bi2. B
cJly4yait Ha CbMHEHHeE 3a JeHUMT Ha BUTaMHH B2 (Karo aHeMus WM HEBPONaTHUA), CEpyMHHUTE HUBA
Ha BUTaMHH B2 TpabBa na ce npocneassar. [lepuoanuHo npocneassaHe Ha BUTaMUH B2 Mmoxe na ce
HaJIOXKH MPH MaLMEHTH C PUCKOBHU (pakTOpH 3a AepuuuT Ha BUTaMUH B2, Tepanusra ¢ MeTrpopMuH
TpsAOBa Aa NPOAb/IKHU, JOKATO C€ MOHAcH A00pe U HE € MPOTUBONOKAa3aHa, U J1a CE OCUTYPH
MOAXOAALLO KOPUTHpaLLO JIeYeHHE 3a JePUUUT Ha BATaMUH B2 B CbOTBETCTBUE C HACTOSALLMTE
KIMHUYHU HACOKH.

[loMOLIHH BellecTBa
To3u nexkapcTBeH NpOAYKT ChbAbpKa MO-Majiko OoT 1 mmol Hatpuii (23 mg) Ha TabaeTka, T.e. MOXe Ja ce

KaXke, 4e MPaKTUYECKH HE ChbAbpKa HATPHH.
4.5 B3aumoaeicTBHE C APYI'H JIEKAPCTBEHH NPOAYKTH H APYrH (pOPMH Ha B3aUMOJeHcTBHE
ENHOBpEMEHHOTO MHOIOKPATHO NpuJaraHe Ha cutarnunTiH (50 mg ABa MbTH AHEBHO) U METHOPMHUH

(1000 mg nBa NbTH AHEBHO) HE € MPOMEHHUJIO 3HAYUTEIHO (PapMAKOKMHETHKATA KAKTO HA CUTArJIMIITHH,
TaKka ¥ Ha METHOPMHH IPH NMALKUEHTH C AUabdeT Tun 2.




He ca u3BbpiiBaHu Mpoy4BaHus 3a papMakOKHHETHYHH JIEKApPCTBEHHU B3aumoaeicTeus ¢ FO3umer; obaye
TaKKMBa MPOYYBaHHUS Ca MPOBEXAAHH C OTAETHUTE AKTUBHYU BELIECTBA, CUTArIMIITUH U METQOPMHH.

He ce npenopbyBa ChIILTCTBALLA YIIOTPeOa

AJIKOXOJI
AJIKOXO0JIHaTa HHTOKCHKALIMS C€ CBbP3Ba C MOBUILEH PUCK OT JIaKTaTHA alM103a, OCOOEHO B Clly4yau Ha
rjiajlyBaHe, HeJOXpaHBaHE WJIM YepHOAPOOHA HE10CTATbYHOCT.

HonupaHu KOHTPACTHM BELLECTBA

O3uMeT TpsiOBa 3aIbKUTENIHO Ja Ce CNpe Mpeay UM [0 BpEME Ha npoueaypara 3a oopasHa
JIMarHOCTHKA U He TpsAOBa J1a ce Bb300HOBsABA /10 Hai-Masko 48 yaca ciez ToBa, [PH YCJIOBHE 4e
OBOpeuHaTa (yHKIHS € OLleHEeHa OTHOBO U € YCTAHOBEHO, 4e € cTabuiHa (Bx. ToOukH 4.3 u 4.4).

KoMOuHalMK, H3MCKBALLY NPEANa3Hi MEPKHU NpH ynoTrpeda

Hsakou nekapcTBEHH NMPOAYKTH MOraT Jia ce OTpa3sT HebJaronpuaTHO Ha 6bO0peyHaTa PyHKUHUSA, KOETO
MOXKE J1a YBEJIMYY pUCKa OT JlakTaTHa auuao3a, Hanpumep HCIIBC, BKiIrOYHMTENHO CENIEKTUBHH
uHxuOuTOpH Ha uMkiIookcurenasa (COX) II, ACE uuxuburopu, aHruoressuH Il peuentopHu
AHTArOHHUCTH U JIMYpETHLIH, 0cOobeHO OpumkoBH AuypeTHuH. [Ipu 3anoyBaHeTo uau ynorpedara Ha
TaKMBa NPOAYKTH B KOMOHHALMSA C METPOPMHH € HEOOXOAMMO BHUMATEIHO MPOCJe/iiBaHe Ha
O6b0peyHaTa QyHKLMS.

ConbsTCcTBaLLaTa YNOTpeda HA JIEKAPCTBEHH NPOAYKTH, KOUTO MOBJUABAT OOLUMTE TPAHCIIOPTHH CUCTEMH
B ObOpeuHuTe TYOYIH, BKJIIOYEHH B ObOpEUHOTO elMMUpaHe Ha METHOPMHUH (Hanp. HHXUOUTOPH HA
opraHM4HMs kKaTuoHeH TpaHcnoprep-2 [OCT2]/MynTuiiekapCTBEHUS U TOKCHH-EKCTPYAMpalll IPOTEHH
[MATE] karo paHona3uH, BaHAEeTaHUO, 10JIyTerpaBup U UMMETHANH), MOraT ia MOBHILAT CUCTEMHATA
€KCNo3uLIMs Ha METGOPMHUH M [1a yBeJIMYaT pUcKa OT JIaKTaTHa auuao3a. TpsAadsa 1a ce OOMHUCIAT MOJI3UTE
M PUCKOBETE OT ChITbTCTBALLATa yroTpeba. Tpsabsa na ce 0OMUCIM BHUMATENHO MPOC/IEAsBaHE Ha
rIMKEMUYHHUSA KOHTPOJI, alanTUPAHE HA 103aTa B PAMKHUTE Ha NMPENnopbYMTEIHATA JO3HPOBKA U TPOMEHH B
NeYeHUueTo Ha Aquabera, KoraTo TakMBa JIEKApCTBEHH MPOAYKTH C€ NpHUJiarat €1HOBPEMEHHO.

["mokokopTHKOMAKUTE (MIpUJIaraHy MO0 CUCTEMEH M JIOKaJIEH MbT) OeTa-2-arOHUCTUTE U AUYPETULIMTE UMAT
MPUCHILO XUIEPrIuKeMUYHO aeicTue. [lauuenture TpsadBa aa ce MHHPOpPMUPAT M MO-YECTO Ja U3MEPBAT
KpbBHATA CH 3axap, 0COOEHO B HA4YaJI0TO Ha JICUEHHUETO C TAaKHBA JIEKAPCTBEHHU MPOAYKTH. AKO €
HeoOXOAMMO, /103aTa Ha aHTUXHUIIEPIIIMKEMHUYHUS JIEKAPCTBEH NMPOAYKT TpsiOBa J1a ce ajanTtupa no speme
Ha JIeYEHUE C JIPYTrUus JIEKAPCTBEH MPOAYKT U MTPU HErOBOTO MPEKpaTsABaHE.

ACE-uHxubutopute Morar a NOHW>KaT HUBATa HA KpbBHATA 3axap. AKO € He0OX0AMMO, 103aTa Ha
aHTHXHUIIEPrJIMKEMUYHHS JIEKAPCTBEH NMPOAYKT TPAOBA [1a Cc€ ajanTupa 1o BpeMe Ha JICYEHHETO C ApYrus

JJEKAPCTBEH IMPOAYKT U INIPH HETOBOTO MPCKPATABAHE.

EdexTn Ha ApYru N1€KapCTBEHU NPOAYKTH BbPXY CHTATJIUIITHH

In vitro 1 KIMHUYHUTE JAHHU ONMMCAHU NMO-A0JY NMpEAnoarar, Y¢ pUCKbT OT KJIMHHYHO 3HA4YUM




In vitro npoy4BaHus 1OKa3BaT, Y€ OCHOBHHUSA €H3UM OTIOBOPEH 32 OrpaHU4YCHHUs META00JIM3bM Ha
cutarnuntuH € CYP3A4, ¢ yyactue Ha CYP2CS. I1pu naunentu ¢ HopMasiHa Ob0peyHa pyHKLuS,
MeTabou3MbT, BKIIOYMTENHO U Ype3 CYP3 A4, urpae camo Majka poJis B KJIMPbHCA HA CUTArJIMITHH.
MeTaboM3MBbT MOXE J1a Urpae MO-BaXKHA POJIS NPU SJIMMUHUPAHETO HA CUTArJIMIITHH B YCJIOBUS HA OCTPO
O0bOpeuHO yBpexaaHe Wik TepMuHaiHa 0b0peyHa HepoctarbyHOCT (ESRD). Ilopaau Ta3u npuunHa €
Bb3MOXHO MOLLIHK MHXUOUTOpHU HAa CYP3 A4 (Hamnp. KeTOKOHa30J1, UTPaKOHa30J1, PUTOHABUD,
KJIADUTPOMMLIMH) J1a MPOMEHAT (hapMaKOKMHETHUKATA HA CUTArJIMIITHH MPH NALUEHTH C TEXKO ObOpedHo
yBpexcaane uiu ESRD. Edexktute Ha mownute CYP3A4 nHXxubutopu B ycnoBus Ha 6b0peuHo
yBpex/aHe He ca OLEHSBaHU MPH KIMHUYHO MPOYy4YBaHE.

In vitro npoy4BaHus 3a TPAHCNOPTA MMOKA3BaT, Y€ CUTATJIMIITHH € CyOCTpaT Ha p-rJIMKONPOTEUHA U
TpaHCnopTepa Ha opraHM4yHu aHuoHU-3 (OAT3). OAT3 MeauupaHUAT TPAHCIIOPT HA CUTArIMNITHH Ce
UHXUOMpA in vitro oT NpobeHEeU /1, BbIIPEKH Y€ PUCKBT OT KJIMHUYHO 3HAYUMHU B3aHUMOACHCTBHUS CE CMATa

3a HUCbK. EnqHOBpemeHHOTO npuioxeHne Ha OAT3 HHXMOUTOPH HE € OLEHEHO in Vivo.

Luxnocnopun: 1IpoBeaeHO e Npoy4BaHe 3a OlleHsABaHe Ha e()eKTa Ha LIMKJIOCIIOPUH, MOLLIEH HHXUOUTOp
Ha p-TJIMKONPOTEHHA, BbPXY papMakOKMHETUKATa HA CUTArIMNITHH. EAHOBPEMEHHOTO MPUIIOKEHUE HA
eMHHYHa nepopasiHa no3a 100 mg cuTarJMnTUH U eIMHUYHA nepopajiHa go3a 600 mg LHKIOCIOPUH
noBuiliaBa AUC U Cpax Ha CUTArJIMITHH CLOTBETHO ¢ NpUOIM3UTEIHO 29% 1 68%. Te3n npoMeHu BbB
(apMaKOKMHETHKATA HA CUTArJMIITHH HE CE€ CMATAT 3a KJIMHUYHO 3HAYMMHU. bbOpEeUHUAT KIIMpBHC Ha
CUTArJIMITUH HE € 3HAYUTEJIHO NpoMeHeH. Ce10BaTe/IHO, HE CE OYaKBaT 3Ha4YMMH B3aUMOEHCTBHUSA C
APYrd HHXUOUTOPHU HA P-TIIMKONPOTEUHA.

EdexTu Ha CHTArIMNTHH BbPXY APYTH JIEKAPCTBEHH MTPOAYKTH

Jueoxcun: CUTarnunTUH uMa ciab eekt BbpXy niaa3MeHaTa KOHUEHTpaUus Ha AUrokcuH. Cnen
npuiarasero Ha 0,25 mg IMrokCHMH eAHOBpPEMEHHO ¢bC 100 mg cuTarmMnTHH AHEBHO B NMPOABb/DKEHHE HA
10 nuu, nnasmenata AUC Ha nurokcuH HapactBa cpeaHo ¢ 11%, a nnazmeHnaTta Cpax cpeaHo ¢ 18%. He ce
Npenopb4Ba KOPUrMpaHe Ha A03aTa JUrOKCHH. B ChbIIOTO BpeMe, MaUEHTHUTE C PUCK OT JIMTOKCHHOBA
TOKCHYHOCT TpsiOBa J1a ObaT NpoC/easiBaHu 3a TaKaBa, KOraTo CUTarJIMITHH U AUTOKCHUH Ce INpHJarar
€/IHOBPEMEHHO.

In vitro naHHMTE NMOKa3BaT, Y€ CUTArJIMNTUH He NOoTUCKA U He HHayuupa CYP450 usoensumure. [Ipu
KJIMHUYHHU MTPOYYBaHUA CUTArJIMIITUH HE NPOMEHS 3Ha4UMO (papMaKOKHUHETHKATa Ha MET(OPMHH,
rnubypua, CHMBACTaTHH, PO3UIJIMTA30H, BappapuH UM NEPOPAIHH KOHTPALENITUBH, JaBaNKH in VIvo
JJaHHH 3a MaJIKa BEepOATHOCT OT INpeJAu3BUKBaHE Ha B3auMoAeHCTBUA CbC cybocTpat HAa CYP3A4,
CYP2C8, CYP2C9 u Tpancnoprepu Ha opranuuHu katHoHH (OCT). CurarnunTuH Moxe aa obae cnab
MHXUOMTOpP HA P-TIIMKONMPOTEUHA In VIVO.

4.6 @eprTHiHTET, OPEMEHHOCT H KbpMEHe
BbpeMEHHOCT

Hsima nocTtaTtb4HO AaHHU OT ynoTpedara Ha CUTArJIMITUH NpH OpeMeHHH xeHU. | IpoyuBanus npu
YKMBOTHH MOKA3BaT PENpOAYKTUBHA TOKCHYHOCT MPH BUCOKH A03U CUTArJIMIITHH (BX. TOUYKa 5.3).

OrpaHuyeHUTE JaHHU NMpeanoJarar, ye ynorpedara Ha MeTpOpMHH NpU OPEMEHHH HE € cm,p
MOBHILEH PUCK OT KOHMeHUTaIHU Masipopmalmu. [TpoyuBanusaTra ¢ MeT()OpMHUH MIPU XKUBOTHHHE YA noﬂg




NnoKa3BaT Bpe/IHH €(eKTH BbB Bpb3Ka C OpeMEHHOCTTa, EeMOPHOHAIHOTO U (PETAJIHOTO pa3BUTHE,
PXXAAHETO MJIM MOCTHATAJIHOTO pa3BUTHE (BX. TOUKa 5.3).

[O3umeT He TpsOBa Aa ce U3noa3Ba NO BpeMe Ha OpeMEHHOCT. AKO NalMeHTKaTa UcKa 1a 3adpeMeHee UJiu
aKO HacTbIIM OPEMEHHOCT, JIEYEHUETO TPAOBA J1a C€ MPEKpaTH ¥ MalMEeHTKaTa Ja peMHHE Ha JICYEHHUE C
MHCYJIMH Bb3MOXHO Han-CKOpO.

KbpmeHne

He ca npoBex/J1aHu MpOy4BaHHUS MPU KbPMELLM )XMBOTHA C KOMOMHUPAHUTE aKTHUBHH BELLECTBA HA TO3H
JIeKapCcTBEH NpoAYKT. [Ipy nmpoy4BaHHs NpoBEeXAaHHU C OTACIHUTE aKTHBHH BELLECTBA U CUTArIMIITHH, U
MET(HOPMHUH CE€ EKCKPETHPAT B MJISIKOTO Ha JaKTUpallu mrbxose. [Ipu xopa MeTdopMHH Ce EKCKpeTHpa B
KbpMaTa B MaJIKM KOJM4ecTBa. He € M3BECTHO Aajid CUTArJIMIITHH C€ EKCKPETUpA B KbpMara.
CnepoBarenno FO3uMmer He TpsOBa /1a ce M3M0J13Ba MPH XKEHU, KOUTO KbPMSAT (BX. TOUKa 4.3).

QOepTUIUTET
JIaHHHUTE OT MPOYYBaHMA MPH XKMUBOTHU HE NMPEANOJaraT BIUSHUE BbPXY (PEPTHIIMTETA HA MBKKH H
YKEHCKM ITbXOBE [PH TPETUPAHE CbC CUTArJMNTHH. JIMNCBAT JaHHU PH XOpa.

4.7 EdexkTn BbpXxy cnocobHocTTa 32 1odHpaHe U pabora ¢ MALLIKHH

IO3umeT He NOoBIMABA HJIM MOBJIMABA NPEHEOPEIKUMO CIOCOOHOCTTA 3a WodupaHe U pabora ¢ MmawMHU. B
ChLLOTO BpeMe NpH wodpupaHe Uiy padbora ¢ MalilMHU, TPAOBA 1a ce UMa MpeABH, Y€ NMPH CUTArTUIITHH
ca JIOKJIaJIBaHU CJly4Yad Ha 3aMaiiBaHE U CbHJIMBOCT.

OcBeH TOBa, NalMeHTUTE TPAOBA J1a ce nNpeaynpexaaBar 3a pUcKa OT XUNOIrJIMKeMHs, korato KO3umer ce
M3M0N3Ba B KOMOMHALMA CbC CYJI(MOHUITYPEHHO MPOU3BOAHO HJIK C HHCYJIUH.

4.8 HexesaHH JieKapCTBEHH pPeaKIHH

Pe3iomMe Ha npoduna Ha 6€30MaCHOCT

Hsima npoBeieHU TEpaneBTUYHHU KJIMHUYHH Npoy4yBaHus ¢ IO3umer tabieTku, HO OMOEKBHBAJIEHTHOCTTA
Ha KOMOMHALMA OT CUTArIMIITHH U METOOPMHUH € I0Ka3aHa NPU €AHOBPEMEHHOTO MPHUJIOKEHUE HA
CUTArJMITHH U METHOPMHUH (BXK. TOYKa 5.2).

Cpo0111aBaHH ca CEPHO3HM HEXEJIAaHU peaKlMM, BKIIOYUTETHO MAHKPEATUT U PEaKLMHU Ha
CBpbX4YBCTBHTENHOCT. Chob11aBaHa € XUNOrjauKeMHUs NP KOMOUHAUUS CbC CYJIPOHHITYPEHHO
mpou3BoiHO (13,8%) u ¢ uncynus (10,9%).

CuTarjiunTHH ¥ METOOPMHUH

Tabauuen cnucvk Ha Hediceranume peakyuu

Hexenanure peakuuu ca u30poeHH 1o-10Jy ¢ npenopbuBaiure or MedDRA tepMHuHU criopejl cHCTEMO-
opraHHa knacudukauus u abcomorHa yectora (Tabauua 1). [1o yecrora ce onpeAesnsT KaTo: MHOTO Y€CTH
(>1/10), yectu (>1/100 go <1/10), Heuectu (>1/1 000 no <1/100), peaxu (=1/10 000 xo <1/1 000), MHOrO
penku (<1/10 000) u c Heu3BecTHA YecTOTA (OT HAJIMYHHUTE AAHHU HE MOXe Ja Obae HalpaBeHa OLEHKa).

Tabanua 1: YecToTa Ha HEeXEJIAHUTE PeaKLHH YCTAHOBEHH M0 BpeMe Ha MJ1ane00-KOHTPOJIHPaHH
KJIHHHYHH NPOYYBAHHUSA CbC CHTAIIHIITHH H MEeT(POPMHH CAMOCTOSITEJITHO H NPH
NOCTMAPKETHHIOBHHA OINHT




Hexesana peakuus

YecToTa Ha HEXKeJIaHATA peaKL U

HapymeHnusi Ha KPbBTa H JIMM(HATA CHCTEMA

TPOMOOLIUTONEHHU S

pEeAKH

HapyumieHHss Ha HMYHHATA CHCTEMA

peaKL MM Ha CBPbXYYBCTBUTEIHOCT, BKJIFOUHTEIHO
aHaUIAKTHYHH OTrOBOPH '

C HEH3BECTHA HECTOTa

Hapymienus Ha MeTabo/1H3Ma H XpaHEHETO

XUITOTJIMKEMHUS' YecTH
HaMaJIeHHe Ha HUBaTa Ha BUTaMMH B»/nedpunut’ YECTH
HapyumieHus HAa HepBHATa CHCTEMA

ChHJIMBOCT HEYEeCTH

PecnHpaTOpHH, rPbAHH H MEJHACTHHAJIHH
HapYyLICHHS

MHTEpCTUIMaHA 6enoapobHa 6onect’

C HCHU3BCCTHA HCCTOTA

CroMauniHO-YpeBHH HAPYILIEHHHA

AUapus HEYECTH
rajicHe YEeCTH
¢natyneHuus 4eCTH
3aleK HEYECTH
00Jika B ropHarTa 4acT Ha Kopema HEYEeCTH
MoBpblaHE YECTH

OCTBp NMaHKpeaTuT

C HEHU3BCCTHA 4HCCTOTA

¢arasieH U HedaTaleH XEMOpParu4eH M
HEKpOTH3Mpalll NaHKpeaTuT '

C HEHU3BECTHA 4ECTOTA

HapymeHnnsi Ha K0XKAaTa H NOAK0XKHATA ThbKaH

pypuTyC HEYECTH

anruoenem C HEU3BECTHA YECTOTA
o6pus’,t C HEM3BECTHA YECTOTa
ypTukapus ' C HEM3BECTHA YECTOTA

KOX€EH BACKYJIUT '

C HCU3BCCTHA 4CCTOTA

ekc(oMaTUBHU KOXHH 3a00ns1BaHu s, BKIKOYMTEIHO

cuHapoM Ha Stevens-Johnson ™'

C HEU3BECTHA 4E€CTOTAa
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Oyo3eH nempurons C HEM3BECTHA YECTOTA

HapymeHHsi Ha MyCKYJ/IHO-CKeJIETHATA CHCTEMA H

Che{HHHTE/]HATA ThKAH

apTpairus C HEHW3BECTHA YeCTOoTa
MHAJITUS C HEM3BECTHA YECTOTA
60JIKa B KpaHULUTE C HEM3BECTHA YECTOTA
6oJika B repba’ C HEM3BECTHA YECTOTA
apTponarus’ C HEM3BECTHA YECTOTA

Hapywienus Ha 0b0peuHTe H NHKOYHHTE MbTHINA

HapylueHa 6b6peyHa GpyHKUus C HEM3BECTHA YECTOTA

ocTpa 6b0pe4Ha HEeI0CTaTBYHOCT C HEM3BECTHA YECTOTa

"HexxesaHuTe peakiyy ca WAEHTU(DULIMPAHH 110 BpEME HA MOCTMAPKETHHIOBOTO HAOIOIeHHE.
' Bux Touka 4.4,
{ BuxTe npoyusanemo 3a b6e30nacrocm no omHouenue Ha copoeyno-cvoosama cucmema TECOS no-

aoany.

Onucanue Ha U30paHU HEXKEJIaHU peaKLIMU

Hsikou HexenaHu peakliMu ca HabJkojaBaHM MO-4€CTO NMPHU Npoy4YBaHUs 3a KOMOMHUpaHa ynorpeda Ha
CUTArJUINTUH U METOOPMHUH C APYrd aHTUAUAOETHH JIEKAPCTBEHH MPOAYKTH B CPAaBHEHUE C MPOYYBaHUS
Ha CUTarJIMNTHH U METOPMHUH CAMOCTOATENHO. Te BKIOYBAT XUIIOIIMKEMHUS (KaTeropus Ha 4ecToTa
,MHOT'O 4eCTH"’ CbC CYN(POHUTYPEHHO NPOU3BOAHO MJIM UHCYJIUH), 3aMnekK (,,4€CTH CbhC CYJI(POHUITYPEHHO
MPOU3BO/HO), NepudepeH OTOK (,,4eCTH’’ C MHOIIMTA30H) U r1aBoboIuE U CyXOTa B ycTara (,,HEYECTH  C
MHCYJIMH).

Cumaznunmun

[Ipn npoyuBaHus BbpXYy MOHOTEpanus ¢bC cUTarJunTUH 100 mg BeJHBX JHEBHO CAMOCTOSATEIHO B
CpaBHEHHME C 1Jialedo, CbOOLIEHUTE HeXelaHU PeaKl MM ca ri1aBoboive, XUINOrjiIuKeMHus, 3areK 1
3aManBaHe.

Cpen Te34 NalLMEHTH HEXEaHUTE CbOUTHUSA, ChbOOLLIaBAHH HE3aBUCUMO OT NPUYHMHHO-CJIE/ICTBEHA BPb3Ka C
JIeKapCTBEHUS MPOJYKT, C YECTOTA Hai-Mako 5%, BKIIOYBAT HHOEKUHUH HA TOPHUTE AUXATEIHH ITBTHLIA
1 HazogapuHrut. OCBeH TOBa, ca CbOOLEHH OCTEOAPTPHUT U 0ONKa B KpaHHHLIMTE, C YECTOTA HEYECTH
(>0,5% no-Bucoka cpesl y4aCTHULUTE, NMOJYYHIH CUTATJIMIITHH, OTKOJIKOTO Ta3d B KOHTPOJIHATA rpymna).

Memagopmun
CToMalIHO-YPEeBHH CUMIITOMH Ca CHOOILIABAHU MHOIO YECTO MPU KJIMHUYHH [IPOYUYBAHUS U TIPH
MoCTMapKeTHHroBara ynorpedba Ha MerhopMuH. CTOMALLIHO-YPEBHUTE CHMIITOMHU KaTO rafIeHe,
MOBpbBILAHE, AUapUsi, 00Ka B KOpeMa M 3aryba Ha aneTUT Ce€ MoABsABAT MO-4YECTO MPHU 3aMno4yBaHe Ha
JIEYEHHETO U B MOBEYETO CJIy4Yau MPEMUHABAT CIOHTAHHO. JIOMBJIHUTEIHU HEXENAHH peaKLMH, CBbpP3aHH
¢ MeT(OPMHUH, BKJIFOYBAT METAJIEH BKYC (4ECTH); JIaKTaTHA allM03a, HapyLUeHHUs Ha YepHoApoOHaTa
GyHKLHUS, XeNaTUT, YPTUKAPHS, EpUTEMA U CbpOEX (MHOIO peaKH).

Kareropuure no yecrora ce OCHOBaBaT Ha HaJIuuHaTa UHQopmMauus B KpaTkata xapakTepucT
npoaykra Ha MeT¢opMHH, onobpena B EC.
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[leanaTpuyHa nomnyJianus

B KkJIMHWYHHU Npoy4YBaHUS C KOMOMHALIMA OT CUTArJIMIITHH H METMOPMHH TPH NMEAUATPUYHHM NMALIMEHTH ChC
3axapeH auabet Tun 2 Ha Bb3pacT ot 10 10 17 roguHu npodHITbT Ha HEXEJTAHUTE PEAKLIMU KaTO LSO €
CpaBHHUM C TO3H, Ha0JIr01aBaH MpU Bb3pacTHU. [Ipu neauaTpuyHu NauMeHTH, KOMTO Ca MJIM HE ca Ha
OCHOBHO JICYEHHUE C HHCYJIUH, CUTATJIMIITUH CE CBbP3BA C MOBHUILEH PUCK OT XHITOTJIMKEMHUS.

IIpoyusane 3a 6eszonacnocm no omuowerue Ha cvpoeyrHo-cvoogama cucmema TECOS

HU3nuTBaHeTo, OLIEHABAIIO CHP/IEYHO-CHIOBUTE PE3YJITATH MPH JieYeHHE CbC cuTaraunTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BkatouBa 7 332 nauueHTH, JIeKyBaHH CbC
100 mg curarnunTiH AHEBHO (MM SO mg AHEBHO, aKO U3XOAHUTE CTOMHOCTHU HA U3YMUCIIEHATA CKOPOCT Ha
rinoMepyiHa punrpauus (€GFR) ca >30 u <50 ml/mMun/1,73 m?), u 7 339 nauuenTn Ha niauebo B
intention-to-treat (ITT) nonynauusra. /Isere nedyenus ca 100aBeHH KbM OOUYAHHHUTE IPUXKH CHIJIACHO
MECTHUTE cTaHaapTH 3a HbA . U cbpae4yHO-CbI0BH PUCKOBH (pakTOopu. OO1aTa 4ecTOTa HA CEPUO3HUTE
HEXeJIaHU CbOUTHUS NPH NMAUMEHTH, MOJTy4YaBallld CUTArJIMIITHH, € CXOAHA C Ta3u MPH MaLlUEHTUTE,
noxy4aBaiu niaueobo.

B intention-to-treat nonynauusATa Cpea NaUEHTUTE, KOUTO M3MOJI3BAT UHCYJIHH W/ WK CYJI(OHUITYypEs Ha
M3XO0JIHO HMUBO, YECTOTATa Ha TEXKKa XUNOriaukeMus € 2,7% npu nauueHTHTE, JIEKYBAHH CbC CUTATJIMIITHH
1 2,5% npy nauMeHTUTe Ha Maledo; cpel NauMeHTUTE, KOUTO HE U3M0JI3BaT MHCYJIMH U/WJIH
cy1poHUITypes Ha U3XOHO HUBO, YECTOTaTa Ha TexKa XxunoriaukeMus € 1,0% npu nauMeHTUTE, JIEKYBaHH
cbe cutaraunTuH U 0,7% npu nauueHTure Ha niauebo. Yecrorata Ha NOTBLPAEHH CbOUTHS, OT/JaBaHU HA
naHkpeatur, € 0,3% npu nauyveHTUTe, JIEKYBaHHU CbC cUTArIMNTHH U 0,2% npu nauyMeHTUTe Ha 11auedo.

Cpob111aBaHe Ha MOJJO3UPAHHU HEXEIaHU peaKIIUU

Cpo011aBaHEeTO HA NOIO3MPAHU HEXKEJIAHU PEaKLMH CJIE]] pa3pellaBaHe 3a ynorpeda Ha JiekapCTBEHUS
NpOAYKT € BaxkHO. ToBa no3BoJisiBa Aa NPoaAb/KH HAGIIOAEHHETO HA CbOTHOLIEHUETO 1M0J13a/pPUCK 34
JieKkapCcTBEHUA NPOAYKT. OT MEAMLMHCKHUTE CIIELHAIMCTH CE€ M3UCKBA Jla ChbOoOI11aBaT BCsKa NOAO3MpaHa
HEXEJlaHa peaKLMs Ype3 HallMOHaJIHA CUCTEMA 3a ChoOLIaBaHe KbM M3nmbiHUTEIHATA Ar€HUMS M0
nexkapcrBara, yi. ,,Jlamsan ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebcaiit: www.bda.bg.

4.9 Ilpeao3upane

[Ipy KOHTPOJIMPAHHU KJIMHUYHM MMPOYYBAHHUS CbC 3APaBH YYACTHHIIM CE MpUJIaraT €IHOKPaTHH A03M A0
800 mg cutaraunTuH. MuHuManHo yab/pkaBaHe HA QTc, KoeTo He ce cuuTa 3a KIMHUYHO 3HAYUMO, CE
HabnroAaBa npu eHo npoyuBaHe ¢ 103a ot 800 mg cutarsMnTuH. Hama onut ¢ n1o3u Hag 800 mg npu
KJIMHUYHH NpoyuBaHud. [Ipu npoyuBanus ®a3za [ ¢ MHOrOKpaTHO MpuJjiarale, HiMa CBbp3aHu € J03ara
KJMHHUYHHU HEXEJIaHH JIEKAPCTBEHHW peakUMuu, Ha0JIi0JaBaHM MPU CUTArJIMNTHH ¢ 4034 A0 600 mg AHEBHO
3a nepuoaM 10 10 guu u 400 mg AHEBHO 3a nNepyuoAM A0 28 JHH.

["onsamo npeno3upaHe ¢ MeTHOPMHUH (KHJIM €AHOBPEMEHHO ChLUIECTBYBALLl PUCK OT JIaKTaTHA alU103a)
MOX€ J1a I0BEJI€ J10 JIAKTaTHA allu103a, KOSTO € CrelleH MEULIMHCKHU Cliy4yaid U TpsOBa Ja ce JiIeKyBa B
Obonnuua. Hali-epekTHBHUAT METO/1 32 OTCTpaHSBaHE Ha JlakTaTa U MeT(OpMHHA € XeMO/IHaJIn3aTa.

[Ipu knuHKUYHKU npoyuBaHus npubausuTenHo 13,5% ot go3ara ce oTcTpaHsBa NpH NPOAbIDKABIMTE
4 yaca xeMojuanu3Ha cecus. IIpu npeueHka 3a KIMHUYHA HEOOXOAMMOCT MOXE J1a Ce Mpe /./ X
[IpOABJDKUTE/HA AWaiu3a. He € U3BECTHO JalM CUTArIMNTHH C€ AHaIM31pa MPH NEPUTOHE
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B cinyuait Ha npeno3upaHe € NoAXOAALLO [1a Ce npeAnpueMaT OOMKHOBEHUTE MOAAbPXKALIKM MEPKH, KaTo
OTCTpaHsABaHe HA HeabcopOMpaHus MaTepHall OT CTOMALHO-YPEBHUSA TPAKT, KIMHUYHO HAOJIIOICHHE
(BKJIIOYHMTEIHO M €JIEKTPOKApAXOrpaMa) U NpM Hy>x/Ja 3aro4yBaHe Ha NOAAbPXKaLO JEUYEHHE.

S. ®APMAKOJIOTHYHHU CBOUCTBA
5.1 QPapMakoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTH4YHa rpyna: AHTUAHA0ETHH JiekapcTBa, KOMOMHALMKM OT NEPOPaJIHHU JIeKapCcTBa 3a
HamaJjsBaHe Ha KpbBHara 3axap, ATC koa: A10BDO7

FO3uMeT KOMOHMHHUpA ABa AaHTUXUIIEPrJIMKEMHUYHH JIEKAPCTBEHU MPOAYKTA C AOMbJIBALLl C€ MEXaHU3BM Ha
JNeicTBHE 3a NoA00psABaHE HA MNNIMKEMUYHUSA KOHTPOJI [P MaLMEHTH C AUA0ET TUN 2: CUTArJIMIITHH ,
aanentuann nentuaasa 4 (DPP-4) uHxubutop 1 METQOPMUHOB XHAPOXJIOPHI, NPEACTABUTE] HA KJlaca Ha
OMrBaHHIAMHUTE.

CuTariunTvH

Mexanu3zvm Ha Oeucmeue

CUTarJIMnTUH € nepopasHO aKTUBEH, MOLLEH U BUCOKOCEJIEKTUBEH MHXUOUTOP HA €H3WMa JUIENTHIUII
nentunasa 4 (DPP-4) 3a neyenune Ha nuader Tun 2. Uuxuburopure Ha DPP-4 ca kiac BewecTsa, KOUTO
NICHCTBAT KaTO EHXaHCEPU HAa MHKpPETHH. Upe3 nHxubupane Ha ensuma DPP-4, curariMnTiH nosuilasa
HMBATa Ha /IBa U3BECTHU aKTHBHM MHKPETHH XOPMOHA, riitokaroH-noaooHusa nentua-1 (GLP-1) u
rnoKo3a-3aBucuMus HHCyauHotporeH noaunentus (GIP). MHkpeTtuHHUTE Ca 4acT OT €HAOreHHa CUCTEMA,
y4acTBallla BbB (U3HOJIOrHYHATA peryjialus Ha riioKo3HaTta xomeocrasa. Koraro KOHLUEHTPAaLUUTE Ha
KpbBHATa 3axap ca HopMmaiaHHi uiu nosuiueHd, GLP-1 u GIP 3acunBat cuHTE3a M OCBOOOXK/1aBaHETO HA
HHCYJIMH OT naHKpeaTu4yHHTe OeTa-kieTku. OcseH ToBa, GLP-1 HamansBa cekpeuusTa Ha IJirOKarod ot
MaHKpeaTUYHUTE anda KIeTKH, BOACHKH 10 HAMaJIeHO MPOU3BOACTBO Ha YepHoApoOHa riaroko3a. Korarto
HHUBATa Ha IKKO03a B KPbBTA Ca HUCKH, OCBODOX/1aBAHETO HA HHCYJIMH HE CE€ CTUMYJIMpPA U CEKpELMsATa Ha
[JIFOKAroH He ce noTucka. CUTarjMITHH € MOLLIEH U BUCOKO CEJIEKTUBEH HHXHUOUTOP Ha eH3uMa DPP-4 u
He HHXHOHupa cxoaHuTe no cTpykrypa eHsumu DPP-8 uiau DPP-9 B repaneBTHYHH KOHLIEHTPALIHH.
CHUTarJIMnTHH ce pa3jiM4yaBa 110 XMMHYHA CTPYKTYpa U papMaKoJOrM4yHo JAeicTBHE OT aHasio3ute Ha GLP-
1, MHCYJIMH, CYJI()OHUITYpEs UIIA METJIMTUHUIH, OUrBaHUIMHH, arOHUCTH HA AKTUBUPAHHUS OT MEPOKCH3OM
nposMdeparopa rama-peuentop (PPARYy), anda-rioko3uaa3zHd HHXUOUTOPH U aHAJIO3U HA aMUJIKH.

[Ipn nByAHEBHO NMpPOY4YBaHE HA 3/IpaBU Y4aCTHULIH, CUTArIMIITHH, TPHUJIOKEH CAMOCTOATE/IHO, ITOBH1IaBa
aktuBHaTa GLP-1 koHLEeHTpauus, 10KaTO METGOPMHH MPHIIOKEH CAMOCTOATENIHO, IOBHIIABA aKTUBHATA
u obwara GLP-1 koHUEeHTpauus B CXO/1HA CTEMEH.

EnHOBpeMEHHOTO NpHJjaraHe Ha CUTarJUuInTHH U METHOPMUH UMA aIMTUBEH €(DEKT BbPXY aKTUBHATa
GLP-1 koHueHTpauus. CUTArJIMITHH, 32 pa3jiika OT METHOPMHUH, rnoBuilasa akTuBHara GIP
KOHLIEHTpALUA.

Knunuuna egpuxacnocm u b6ezonacnocm
KaTo 110, CHTarJIunTuH noaooOpsBa rliMKEMUYHHS KOHTPOJI, KOraTo C€ U3MoJi3Ba KaTo CaMOCT
MM KOMOMHUPAHO JIeYeHHUE NPY Bb3PACTHHU MALMEHTH C A4abeT T 2.
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[Ip¥ KTMHUYHU MPOYYBAHUSA, CUTArIMIITUH KaTO MOHOTEpPANuUs NoJo0psBa rIIMKEMUYHUS KOHTPOJI Ype3
3HAYUTENIHO HaMasleHHe Ha XxeMorfoOuH Ajc (HbA|c) U riaroko3arta Ha riialHO U Cliel XpaHEHE.
Hamanenuero Ha nna3meHara riwoko3a Ha rinanHo (FPG) e nabnronaBano Ha 3-ta ceamuua, mbpBara
BpeMeBa TO4YKa, B KOATO € u3mepeHa FPG. HabnrogaBaHara yectora Ha XMIIOTJIMKEMHS NIPU MALMEHTH,
JIEKYBaHH CbC CHUTArJIMNITHH € 110100Ha ¢ Ta3u npH niuauedo. TenecHOTOo Terio He ce € yBEJIHYHIIO CIIPSAMO
H3XOJIHUTE CTOMHOCTH MpPH JieYeHHe CbC CUTaraunTH. HabnroaaBano € nogobpeHue Ha CyporaTHUTe
Mapkepu Ha GyHKLMOHMpaHe Ha 6eTa-kneTkure, B ToBa ynucio HOMA-B (XoMeocTazeH Mozel 3a OLEHKa-
B), CbOTHOLLIEHUETO HA MPOMHCYJIMH KbM HHCYJIMH M MTOKA3aTEJIUTE 32 PEaKTUBHOCT HA O€Ta-KINETKUTE MpPH
TECTa 3a TOJIEPAHTHOCT IIPH YECTO JaBaHE HA XpaHa.

[IpoyuBaHUs CbC CUTArJIUIITHH B KOMOUHALMSA ¢ METHOPMHUH

[Ipu 24-ceaMHUYHO NJ1aLe00-KOHTPOJMPAHO KJIMHHUYHO MMPOYyYBaHe 3a OLEHKA Ha €PUKACHOCTTA H
Oe3onacHocTTa npu aodassHe Ha cuTaraunTuH 100 mg BeAHBXK JHEBHO KbM ChLLIECTBYBALI[O JICYEHHE C
MET(HOPMHH, CHTArJIMIITHH OCUI'YPABA 3HAYMTEHO NMOJAOOPEHUE HA MIIMKEMUYHUTE MapaMEeTPH B
cpaBHeHHE ¢ niauebo. [IpomsiHaTa cCipsAMO U3XOJHUTE CTOHHOCTH HA TEJIECHOTO TEIJIO € MoA0OHa npH
MalMeHTH, IEKyBaHH CbC CUTArJIMNTHH cnpsaMo niaiebdo. [1pu ToBa npoyuBaHe uMa nogoOHa YeCTOTa HA
cllyyad Ha XUIMOrJUKEMHS MPU MaUUEHTH, JIEKYBAHH CbC CUTArJMIITHH WJIM 11auedo.

[Ipn 24-ceamuuHO M1aueb0-KOHTPOJUPAHO HAKTOPAIIHO MTPOYYBAHE HA HAYAJIHO JIEYEHUE, CUTATTIUIITUH
50 mg nBa nbTH JHEBHO B koMOMHauus ¢ metdhopMuH (500 mg unu 1 000 mg ABa NbTH JHEBHO) CE
MOCTUIra 3HAYUTEIHO NOAOOPEHHE HA MNTMKEMHUYHHUTE NTAPAMETPU B CPAaBHEHHE C BCSIKa MOHOTEpAIHus.
HamaneHueTo Ha TEJIECHOTO Teryo NpyH KOMOMHALMATA CUTArTTMITHH U METPOPMHH € NMOJ0OHO Ha TOBA
HabJ01aBaHO NMPH METPOPMHUH CAMOCTOATENIHO UM TU1aledo; HAMa MPOMsIHA CIIPSAMO U3XOHHUTE
CTOMHOCTH MPHU MAUKMEHTH HA CUTATJIMIITUH CAMOCTONATENIHO. YecToTaTa Ha XUIIOTJIMKEMHUS € TOA00Ha cpell
JIEKYBaHHMTE PYIIH.

[Ipoy4BaHe CbC CUTArJUITHH B KOMOMHALMsA ¢ METQOPMUH U Cya(OoHHUIYpes

24-ceqMUYHO 1aLe60-KOHTPOJIMPAHO KIIMHUYHO MPOYYBAHE € IJIAHKPAHO /1a OLEHU €(PMKACHOCTTA U
oe3onacHocTTa Ha cutaraunTuH (100 mg BeAHBX AHEBHO) NPHOABEH KbM IIMMENHUPHUI (CAMOCTOSATEIHO
uiu B koMOuHauus ¢ metdopMuH). Jlo6aBsHETO HA CUTATTIUNTHH KbM ITUMENMUPHUI U METHOPMHUH,
OCUTYypsiBa 3HAYUTEJIHO NOJ00OpEHHE HA IITMKEMUYHHUTE napaMeTpu. [lalueHTuTe, 1eKyBaHHu CbC
CUTArJMNTHH UMaT ¢J1abo noBUiLIeHUE Ha TeaecHOoTOo Terio (+1,1 kg) B cpaBHEHHE C TE3H, MOy YaBaIH
rnaaneoo.

[IpoyuBaHe CbC CUTArJIMIITHH B KOMOUHALUs ¢ MeThopMuH 1 PPARY aroHucT

26-ceAMHYHO M1aued0-KOHTPOJIMPAHO MPOYUYBAHE € NMPEAHA3HAYEHO /1a OLIEHH €PUKACHOCTTA U
0e3onacHocTTa Ha cutaraMnTUH (100 mg BeaHBbX AHEBHO), 100aBeH KbM KOMOMHALMA HA MAOTJIMUTA30H U
meThopMuH. JloOaBAHETO HA CUTArJIMIITHH KbM MMUOIIMTa30H U METQOPMUH, OCUTYpsABa 3HAYUTEITHH
noaoOpeHus Ha rMTUKeMUYHUTE napameTpu. [I[poMsiHaTa B TEJIECHOTO TErJIO OT U3XOAHO HUBO € MoAo0Ha
Ha Ta3W MPH NMaLUEHTH, JIEKYBAHU CbC CUTAIJIMIITHH, B CpaBHEHHE C mauedo. Yecrorara Ha
XHIOrJIMKEMHS ChILO € NoA0OHA MpH NMALMEHTUTE, JIEKYBAHH CbC CUTAIJIMIITHH UJIM niiaueoo.

[Ipoy4yBaHe HA CUTArJUNTHH B KOMOMHAIMA C METQOPMHUH W UHCYJIUH

24-ceIMHUYHO NJaLe00-KOHTPOJIUPAHO KIMHUYHO MTPOYyYBaHe € NpeaHa3HavyeHo /1a OLUEHH e(PEKTUBHOCTTA
u 6e3onacHoctTa Ha cutarMnTHH (100 mg BeHbX AHEBHO) 100aBeH KbM MHCYJIHH (NpH cTabuiHA 1032




HECMECEH NMpeABaAPUTETHO (MEXAUHEH/TTPOABKUTETHOACHCTBALL) HHCYJIMH, CPEIHATA JHEBHA 1034 €
44,3 U/nueBHo. JlanuuTe OoT 73% OT NallMEHTHTE, KOUTO Ca NpUemMaad METGOPMHH ca MPEeACTaABEHH B
Tabnuua 2.

JlobaBsiHETO HAa CUTArJIMIITHH KbM MHCYJIMH OCUTYpsBa 3HAYUTENHO NOA00OpEHHE HA TNIMKEMHUYHUTE
napaMeTpu. Hsima 3HayuTeIHA MPOMSIHA B TEJIECHOTO TEIrJIO OT U3XOJAHOTO HUBO B JIBETE I'PYIIH.

Tab6auua 2: Pesyaratu 3a HbA . npu miiane60-KOHTPOJIHPAHH NPOYyYBAHHA ¢ KOMOHMHHPAHO
JIeYeHHe CbC CHTATJIHNTHH H MeTGOpMHH™*

Cpeann Kopurupana, cnpsamMo
y Cpeana npomMsina
IIpoyuBane CTOMHOTTH Ha CNPSIMO H3XOJHO BRI, gy .
M3XO0AHO HHBO unBo HbA. (%) npomsiHa Ha HbA . (%)
HbA . (%) (95% CI)
Curarauntud 100 mg
BEIHDBX JHEBHO, 100aBeH 2.0 07" -0.7"1
KbM (pOHOBaA TEpanus C ' ' (-0.8, -0.5)
metdopmun' (N=453)
CurtarnmuntdHd 100 mg
BEIHbX JHEBHO, 100aBeH
KbM (DOHOBA TEPAIU C 2 3 0.6 -0.9%+
rJIMMenupu + ' (-1.1, -0.7)
MeTHOPMHH'
(N=115)
Cutarnuntus 100 mg 8.8 -1.2¢ -0.7%4
BEIHbX JHEBHO 100aBEH (-1.0, -0.5)
KbM (DOHOBA TEparnus C
MHUOTJIMTA30H +
MeThopMHUH'
(N=152)
Curtarsuntid 100 mg 8.7 -0.78 -0.5%+
BEJHBX JHEBHO, 10OaBeH (-0.7, -0.4)
KbM (POHOBA Tepanus ¢
HHCYJIMH + MeTHOpMHH'
(N=223)
Hauyanno neyenue (1Ba
MbTH JHEBHO)': 16t
cutaraunTud 50 mg + 8.8 -1.4" (_1' 8. -1.3)
meTdopmuH 500 mg RO
(N=183)
HauanHo neuyenue (aBa
MbTH AHEBHO)!: 5 1h
cutaraunTud 50 mg + 8.8 -1.9 (*é 3, -1.8)
meTdopmuH 1 000 mg R
(N=178)

* [lonynauusTa OT BCHYKH JIEKYBaHH NMauydeHTH (intention-to-treat aHanu3s).
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T Haii-MankuTe cpe/iHM KBaJApaTH ca KOPUTHPaHH CIIPSAIMO CTATycCa MPHU NPEXOAHOTO
AHTHXHUIEPrIMKEMHUYHO JIeYEHHUE U CTOWHOCTTA Ha U3XOAHO HHUBO.

I p<0.001 B cpaBHeHHME ¢ Muanedo UK niauedo + KOMOMHUPAHO JIEYEHHE.

| HbA . (%) Ha 24-Ta ceaqmulia

HbA | (%) Ha 26-Ta ceamuLa

§ Haii-mankuTe cpeiHM KBa/ipaTH ca KOPMTMpaHH 3a ynorpedara Ha HHCYJIMH NPH BU3MTa |
(NpeaBapUTEIHO CMECEH CpELLYy HECMECEH NMPEABAPUTEIHO [MEXIAUHEH WIIKM MPOAB/DKUTEHOAECHCTBALLL]) U
M3XO0J1Ha CTOMHOCT.

[Tpu 52-cenMU4HO NMpOy4YBaHe, CpaBHABALLO €UKACHOCTTA U O€30MacHOCTTa MpU J00aBsIHE Ha
curaradnTiH 100 mg BeAHDBXK AHEBHO MU MUNU3UI (Cy1POHUITYPEHHO TPOU3BOAHO) MIPH MALIMEHTH C
HeA00Bbp MNIMKEMHYEH KOHTPOJ IIPU MOHOTEpanus ¢ MEeTMOPMHH, CUTArJIMIITHH € NOA00EH Ha MIIMIHU3U]
npu noHmwxkaBaneTo Ha HbA . (-0,7% cpenHa npoMsiHa CIpSIMO U3XOJAHHMTE CTOMHOCTH Ipe3 ceamMuua 52,
cbC cpeaHa ctoiHocT Ha HbA . or npubausutento 7,5% B asere rpynu). CpeaHara 103a riiMnu3ua
M3M0JI3BaHa B rpynara 3a cpaBHeHue € 10 mg gHeBHO KaTo npubnau3uTeaHo 40% OT NauueHTUTE CE
HYXJasAT OT J103a INIMNHU3UA <5 mg/IHEBHO MO BpeMe Ha npoyuBaHeTo. Obaye, noBeye NauMeHTH OT
rpynara Ha CUTarJUITHH ca MPEeKbCHAIM MOPaJH JKIca Ha €PUKACHOCT, OTKOJIKOTO B rpynara Ha
raunu3n. [lanueHTuTe NeKyBaHU ChC CUTArJIMIITHH NMOKA3BaT 3HAYUTEJIHO CPEAHO MOHUKEHHUE CIPAMO
M3XOJIHUTE CTOMHOCTH Ha TeJieCHOTO TerJio (-1,5 kg) B cpaBHEHHE CbC 3HAYUTEITHO NOKA4YBaHE HA TErJIOTO
Mpy nauueHTy noay4yasanu riomnusuj (+1,1 kg). B ToBa npoyuBaHe, OTHOLUEHUETO NMPOUHCYJIUH KbM
MHCYJIMH, MapKep 3a ePEKTUBHOCTTA HA HHCYJIMHOBUS CHHTE3 U OCBOOOXAaBaHe, ce noaodpsBa Cbe
CUTArJIMIITHH M CE BJIOLLIABA MPH JICYEHHUE C MTUNKU3KUA. HYecToTraTa Ha XMITOrJIMKEMHS B rpyrara Ha
cuTaraunTuH (4,9%) e 3Ha4YuTEeTHO MO-HUCKA OT Ta3u B rpynara Ha raunusua (32,0%).

24-ceqMUYHO N1aLe60-KOHTPOJIMPAHO KIMHAYHO MMPOYyYBaHe, BKJIIOYBAlo 660 nauueHTH e
MpeAHa3Ha4YeHo J1a OUEeHH eUKACHOCTTA BOJELLA 10 HAMaJIiBaHE Ha MHCYJIMHOBUTE J1I03H H
Oe3zonacHocTTa Ha cutaraunTuH (100 mg BeAHbX AHEBHO), KOraTo € NpudaBeH KbM MHCYJIMH IJIapKHH
cbC UM 6e3 MmerdopMuH (noHe 1 500 mg) no BpeMe Ha HHTEH3U(ULIMPAHETO HA UHCYJIMHOBATA TEpaIus.
[Tpu mauueHTH, npueMaiy MeTopMuH, u3xoaHara ctoiHocT Ha HbA . e 8,70% v HayanHaTa 103a
nHCYMH € 37 IU/nHeBHo. [launeHTHTE Ca MHCTPYKTUPAHHU J1a TUTPUPAT TAXHATa 1032 UHCYJIUH IJ1ap)KUH
Bb3 OCHOBA Ha CTOMHOCTHUTE HAa KpbBHATA 3axap Ha rj1aJHO, U3MEPEHH Ype3 KPbBEH TECT ¢ YOOXK1aHe Ha
npbcTa. [Ipu nauuenTure, npueMaluy MetOpMHH, Ha 24-Ta ceAMuULa, YBEJIMYaBAaHETO Ha JJHEBHATA 1034
nHCYJIMH € 19 IU/aHeBHO Npy NauMeHTH, N1eKyBaHU CbC CUTAraunTHH ¥ 24 IU/aHEeBHO NpH NauMeHTH Ha
miane6o. [TonmxkaBaneto Ha HbA | npu nauMeHTH, 1€KyBaHH CbC CUTArIMIITUH, METPOPMHH U MHCYJIUH €
-1,35% B cpaBHeHnue ¢ -0,90% npu nauueHTH, JieKyBaHH ¢ 1i1anedo, MeTOpMHUH U UHCYJIMH, pa3/iiKa oOT -
0,45% [95% CI: -0,62; -0,29]. Yectorara Ha xunoraukeMus € 24,9% npu nauueHTH, JIEKyBaHH CbC
CUTArJUINTHH, METGOPMHUH U HHCYJIHUH U 37,8 % npu NauMeHTH, 1€KyBaHH ¢ naauedo, METGOpPMHH U
MHCYJIMH. Pa3nukara ce Ab/ku OCHOBHO Ha M10-BMCOKHSA MPOLICHT MALMEHTH B rpynara Ha rnJjauebo,
M3NMUTAIM 3 UK noBeue enu3oja Ha xunoriaukemus (9,1 crnpsmo 19,8%). Hama pasiimka B yectorara Ha
TeXKa XUITOrJIMKEMHUSI.

MerdopmuH
Mexanuszvm Ha oeucmeue
MeTtdopMuUH € OUrBaHMANH C aHTUXUIIEPIJIMKEMUYEH €PEKT, MOHMKABALL KaKTO Da3ajiHaTa, Taka H

[pean3BHKA XHIOTJTUKEMHUSI.
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MeThopMHH MOXe Ja AeHCTBa M0 TPU MEXaHU3Ma:

- ype3 HaMaJisiBaHe NMPOAYKUHMATA HA YepHOAPOOHA III0K03a Ype3 HHXMOUpaHe Ha IIIOKOHEOreHe3aTa
A IJIMKOr€HoJIM3ara

- B MYCKYJIMTE, Yp€3 YMEPEHO MOBUIIIABaHE HA HHCYJIMHOBATa Yy BCTBUTEJIHOCT, NOAOOpsABaiKH
nepupepHOTO NOEMaHe U YCBOSIBAHE Ha IJII0K03a

- ype3 3abaBsHE HA a0COpOLMsATA HaA IIFOKO3a B ThHKUTE 4YEpBaA.

MeT¢hOpMHH CTUMYJIHPA BbTPEKJIETbYHHUSA CHHTE3 HA INIMKOIEH Ype3 Bb3ACHCTBUE BbPXY INTUKOIeH
CUHTeTa3ara. MeThOpMHH NMOBHUILIaBA TPAHCINOPTHUSA KanalMTET Ha CrieliM(PUYHHU TUITOBE MEMOpaHHU
TpaHcnoprepH Ha rioko3ara (GLUT-1 u GLUT-4)

Knunuuna egpuxacnocm u b6ezonacrhocm

[Ipu xopara, HE3aBUCHUMO OT JAE€HCTBHETO CH BbPXY INIMKEMHUATA, METPOPMHUH UMa OnaronpusTHU ePeKkTH
BbPXY JUNUAHUSA MeTabonu3bM. ToBa ce AoKa3Ba NpU TEpaneBTUYHH KOHLUEHTPALIMK B KOHTPOJIMPAHH
KJIMHUYHU MPOYYBAHHUSA ChC CPEIHA MPOAB/DKUTETHOCT WK ABJITOCPOYHH KIIMHUYHHU MPOYYBAHHUS:
MET(MOPMHUH HamaligBa o0uus xonecreposi, LDLc u HuBaTa Ha TPUTJIMLIEPUIMTE.

[IpocnektuBHOTO panaoMu3npano (UKPDS) npoyuBaHe € yCTaHOBHJIO AbJIrOCpOYHATa 110j3a OT
WHTEH3MBHHUSA KOHTPOJ Ha KpbBHATA 3axap npu auader Tum 2. AHAIM3bT HA pe3YJITATUTE MPHU NaLUUEHTUTE
C HaJITHOPMEHO TEIJI0, JIEKYBaHH ¢ METGOPMHH CJIEl HEYCNEX C AUETAa CAMOCTOATE/HO MOKAa3BaT:
- 3HAYMTEJIHO HaAMaJICHUE Ha abCOJIIOTHUA PUCK HA CBbP3aHMUTE C IHa0ETa YCII0XKHEHHUS B rpyrnara Ha
meTdopmuH (29,8 crbuTHs/1 000 nalMeHTOroAWHMK) CNPSAMO AHETa CAMOCTOSATEIIHO
(43,3 cuOuTus/1 000 nauuentoroaunu), p=0,0023 u cnpsiMO rpynuTe HAa KOMOUHALUS ChC
cyndonunypes u MoHotepanus ¢ MHCYJIMH (40,1 cubuTus/1 000 nauuentoroguun), p=0,0034
. 3HAYMUTETHO HaMaJleHHe Ha abCOJIIOTHHUA PUCK OT CBbp3aHaTa ¢ JuabeT CMbPTHOCT: MET(HOPMHH
7.5 cuOuTHs/1 000 nauueHTOroAUHH, AueTa camoctoaTenHo 12,7 crbutus/1 000 naureHTOroguHH,
p=0,017
- 3HAYMTE/IHO HaMaJIeHUE Ha aOCOJIIOTHHUA PUCK OT 00LIaTa CMbPTHOCT: MET(OPMHH
13,5 ceOuTtus/1 000 nauneHToroauHu cnpsaMo aueta camocrostesHo 20,6 ceoutus/1 000
nauueHToroauHu, (p=0,011) u cnpsiMmo rpynute KOMOMHUpaHa CyJIQOHUIYPES H MOHOTEPAITHUS C
WHCYJIUH
18,9 cs6uTHs/1 000 nauuenroroaunu (p=0,021)
- 3HAYUTEJIHO HaMaJIeHUE Ha aOCOJIIOTHUS PUCK OT MHUOKApAEH UHPaApKT: MeTHOopMuH 11
cpOuTHsa/1 000 naumeHToroquHM, auera camocroaTeHO 18 cuOutus/1 000 nauueHTOroAUHH,

(p=0,01).

TECOS e pannomu3upaHo npoyusaHe npu 14 671 nauneHTH B intention-to-treat nonynauusra ¢ HbA .
>6,5 1o 8,0%, ¢ yCTaHOBEHO ChP/AEYHO-CHI0BO 3a00/19BaHE, KOMTO MOJy4YaBaT CUTArIMNTHH (7 332)

100 mg auesHo (uau 50 mg AHEBHO, ako U3xoaHuTe croiHocTH Ha eGFR ca >30 u <50 ml/mun/1,73 m?)
uiu miaue6o (7 339), nobaBeHu KbM 0OMYaHHUTE IPHKU CHIVIACHO MeCTHUTE cTaHAapTH 3a HbA . u
Cbp/I€YHO-CHA0BH prcKOBH (pakTopH. [Tauuentn ¢ eGFR <30 ml/mun/1,73 m? He ca BKJIIOYEHH B
npoyuBaHeTo. U3cienBanara nomynauus Bxioysa 2 004 nayveHTH Ha Bb3pacT >75 roquHu u 3 324
nauuMeHTH ¢ 6L0peuo yspexaaHe (€GFR<60 ml/mun/1,73 m?).

[To BpeMe Ha npoyuBaHeTo, oO11aTa H34YKucieHa cpeiHa pa3nuka (SD) B croiiHocTHTe Ha HbA,
rpynuTe Ha CHTAradnTUH ¥ mauedo e 0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.
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[TbpBUYHaTa KpaiiHa TOYKa MO OTHOLLIEHHWE Ha ChbPAEYHO-CH/I0BATa CHCTEMA € ChbCTaBHA OT ITbpBAaTa MosiBa
Ha CbPACYHO-CBHJI0BA CMBPT, He(aTalleH MHOKap/iIeH HH(aApKT, HedaTaleH HHCYT UJIH XOCTTMTAIU3aLuA
nopaau HectabuiaHa creHOKapaAusa. BTopuuHUTE KpaitHU TOYKH IO OTHOLLIEHHE Ha ChbPJAEYHO-ChAOBATa
CHMCTEeMa BKJIIOYBAT [TbpBAaTa MosiBa Ha CbpJACYHO-Ch0BA CMBPT, He(aTaleH MHOKapAeH HHPAPKT KU
HedaTaleH UHCYJIT; MbpBaTa NOSABa HA HHAMBUAYAJTHUTE KOMIIOHEHTH Ha MbPBUYHATA CbCTaBHA; 00111a

CMBPTHOCT H XOCIIHTAJIH3allUH MMOPaJH 3aCTOMHA CbpACYHYHA HCAOCTATbYHOCT.

Cnea npocneasiBaHe ¢ M€IMaHa HA MPOAB/DKUTEIHOCT OT 3 FOAMHHU, CUTArJIMIITUH HE MOBUIIABA PUCKA OT
rOJIEMH HEXEJIaHU CbPJIEYHO-CHJAOBH CbOUTHUS MM PHUCKA OT XOCIMHUTAIU3ALMUA NOPaJAU Chbp/ieYHa
HEA0CTAaTbYHOCT, KOraTo ce 100aBs KbM OOMYAHHUTE IPUXKH NPH NMALMEHTH C AHA0ET THIT 2 B CPaBHEHHE C
oOuyaitHuTE rprXxu 0e3 curariMnTvH (Tabauua 3).

Tabauna 3: YecToTH HAa KOMOMHHPAHH ChPAEYHO-CHAOBH Pe3yJITATH H HA KJIIOYOBH BTOPHYHH

pe3yJiTaTH
CHTariunTHH IL1anebo
100 mg
YecToTa YecToTa
Ha 100 Ha 100 KoepuuuneHnrt
NanHeHTo- NalHEeHTOo- | HA PHCKA p-
N (%) | roouun* | N (%) | roamun * | (95% CI) croiinoct’
AHaun3 B Intention-to-Treat nonyjaanusra
Bpoii nanuenTH 7 332 7 339
IIbpBHYHA CHCTABHA
KpaiHa TO4YKa
(CbpaeyHo-Cb10Ba CMBPT,
HedaTasieH MUOKap/IeH
uHpapkT, HedaTasieH
MUHCYJIT UJIH
XOCNUTaNu3auus, nopaad | 839 851 0,98 (0,89—
HecTabusiHa creHokapaus) | (11,4) | 4,1 (11,6) | 4,2 1,08) <0,001
BTropH4yHa ChCTaBHA
KpaHHa TOUYKA
(CbpaeyHO-CbI0BA CMBPT,
He(aTaJleH MUOKapAeH
MHGMAPKT WIK HedataneH | 745 746 0,99 (0,89
MHCYJIT) (10,2) | 3,6 (10,2) | 3,6 1,10) <0,001
Bropuuen pe3lyJjrar
CoupaeyHo-cbaoBa cMbpT | 380 1,7 366 1.7 1,03 (0,89- 0,711
(5,2) (5,0) 1,19)
BesikakbB BU1 MUOKAp/IEH
MH(apKT (parayieH u 300 316 0,95 (0,81-
HedaraseH) 4,1) 1,4 (4,3) 1.5 1,11)
BcsikakbB BUJ HHCYJIT 178 183 0,97 (0,79—
(dparaneH u HedaTaseH) (2,4) 0,8 (2,5) 0,9 1,19)
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Xocnuranu3zauus nopaad | 116 129 0,90 (0,70-
HecrabuiHa creHokapaus | (1,6) 0,5 (1,8) 0,6 1,16) 0,419
CmbpT nopaau BcsikakBa | 547 537 1,01 (0,90-

MpUYHHA | (7,5) 2.5 (7,3) |25 1,14) 0,875
Xocrnurajau3auus, nopaiau

Cbhp/Jle4yHa 228 229 1,00 (0,83—
HE0CTaTbYHOCT? (3,1) 1,1 (3,1) 1,1 1,20) 0,983

* Yecrorara Ha 100 nauneHToroguHu € uzyucieHa karo 100 x (obwus 6poit nauveHTu ¢ >1 cubuTHeE Mo
BpeME Ha JIONMYyCTUMHSA NEPUOA HA EKCIO3ULIMSA CIIPAMO 001U OpOi MaMEHTOrOAMHHM Ha MPOC/EASIBaHE).
T Bb3 ocHoBa Ha mozen Ha Cox, CTpaTH(OHULHMPAH MO PErHoH. 3a CbCTABHMUTE KpaHHU TOYKH,
P-CTOMHOCTHTE ChOTBETCTBAT HA TECT 32 HEMH(MEPUOPHOCT, ThpCelll Aa MOKaXeE, Y€ KOEPHUHUEHTHT Ha
pHCKa € no-Majibk oT 1,3. 3a BCHUKH APYTrH KpaWHU TOYKH P-CTOMHOCTHUTE CHOTBETCTBAT HA TECT 34
pa3/IMKUTE B KOEPHULIMEHT HA PUCKA.

I AHanu3bT Ha XOcnUTAIM3alMATa NOPaAHU ChbpAeYyHa HEAOCTATHbYHOCT € KOPUIrMpaH 3a aHaMHe3a 3a
Chp/Ie4Ha HEJIOCTATbYHOCT HA U3XOAHO HUBO.

[leauaTpyyHa nonyjauus

EBponeiickara areHuus 1o jJeKkapcTBaTa 0CBO00X1aBa OT 3aAb/DKEHHETO 3a MPEIOCTaBAHE Ha
pe3yJITaTUTE OT MPOY4YBaHUATA C pehepeHTEH JIeKapCTBEH MPOAYKT, ChAbpiKalll CHTArTMITHH/METGOPMHUH
BbB BCUUYKH MOArPYIH HA NeJHaTpUyHaTa nonyjamnus cbC 3axapeH adader tum 2 (Bx. Touka 4.2 3a
HHGOpMaLIMs OTHOCHO ynoTpeda B neuaTpusTa).

Be3zonacHocTTa ¥ eduUKacHOCTTA MNPH 100aBIHE HA CUTATJIMIITHH MPH NEAHaTPHYHU NALMEHTH Ha Bb3pacT
ot 10 1o 17 roguuu ¢ quader Tvn 2 ¥ HeaJAeKBaTEH MIIMKEMUYEH KOHTPOJ Ha MET(OPMUH, CbC UK O€3
HHCYJIMH, Ca OLIEHEHHU B JIB€ NPOYy4YBaHus 3a nepuop ot 54 ceaMuuu. JIobaBIHETO HA CUTATIUIITHH
(IpUJIOXKEH KATO CUTArJUNTHHHMETHOPMHUH UIIH CUTAMTMNITHHTMETHOPMHUH C YABDKEHO OCBOOOXK1aBaHe
(XR)) e cpaBHEHO ¢ 100aBsHETO Ha nauedbo kbM MeTGOpMUH UK METPOpMHH XR.

Makap u Ja ce J€MOHCTpHUpa NMPEBb3XOACTBO 10 OTHOLUIEHUE NOHMKaBaHeTO Ha HbA . 3a
cUTaraunTHH+MeThopmut/cutarnuntui+merdopmud XR Haa metdopmun Ha ceamuua 20 npu cOOpHUS
aHaJIM3 OT TE€3M JIBE NPOYYBAHHUSA, PEe3yJITATUTE OT OTACIHHUTE NPOY4YBaHUS ca HECbBMECTUMH. OCBEH TOBa,
He ce Ha0J/o1aBa No-BUCOKA €(PUKACHOCT HA CHTArIMNTHHHMeTGopMHUH/cUTaraunTUHMeTHopMUH XR B
cpaBHeHHE ¢ MeThopMUH Ha ceaqmuua 54. CnenoBatento, lO3umer He TpsiOBa Aa ce U3MoJI3Ba Nnpu
neAMaTpU4YHHU NnalueHT Ha Bb3pacT oT 10 10 17 roaguHu nopaau HeJoCcTaTbuyHa €PUKACHOCT (BXK. TOYKA
4.2 3a uHopMalLMsi OTHOCHO ynotpeda B neauaTpusTa).

5.2 dapMaKOKHHETHYHH CBOHCTBA

KO3umer

[IpoyuBaHusATa 32 OHOEKBUBAJIEHTHOCT MPH 3ApaBU YYaCTHULIM NTOKA3BAT, Y€ CUTATTMIITHH/METPOPMHHOB
XHJPOXJIOPUI KOMOMHHUpPaHHU TabJeTKH ca OMOEKBMBAJIEHTHH HA €JHOBPEMEHHOTO MPHIJIOKEHHUE Ha
CHUTArJUNTHH U METHOPMHUHOB XHIAPOXJOPHU KAaTO OTAEIHHA TaDJIETKH.

CneaHure JaHHU Noka3BaT (apMakOKMHETUYHUTE CBOMCTBA HA OTJAE/IHUTE aKTUBHH BELECT
lO3umer.
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CuTariunTuH

Abcopbyus

Cnen nepopanHo npuiioxeHue Ha 103a 100 mg Ha 31paBH y4aCTHULM, CUTArJIMIITHH OBp30 ce abcopOupa,
C JOCTUTaHE Ha MUKOBH MJIa3MEHH KOHLEHTpaluu (MearaHa tmax) 1 10 4 yaca cies NpUI0KEHHUETO,
cpeana miazmMeHa AUC Ha cutarauntuH 8,52 pMxh, Crnax 950 nM. AbcontoTHaTa OMOHATHYHOCT Ha
CUTArJUNTHH € npubausutenHo 87%. Twit kaTo NpUEMaHETO HAa CUTATrJIMIITUH €HOBPEMEHHO ¢ borara Ha
Ma3HHMHHU XpaHa He NoBJiMsABa (papMakKOKWHETHUKATa, CUTArJIMIITHH MOXE /@ Ce NpuJjara ¢ UM 0e3 XxpaHa.

[InazameHnara AUC Ha CUTarJIMNTHH CE MOBHILIABA 110 4032 PONOPLIMOHAJIEH HAYHH.
Jlo3a-nponopLUHOHATHOCT He € YCTAaHOBEHA 33 Crnax U Co4uaca (Cmax CE MOBHILIABA [10BEYE OT
1103a-MIPONOPLIHOHAIHO, & C)44aca CE YBEINYABA 10-MAJIKO OT 103a-MPONOPLHUOHAIIHO).

Pa3znpeodenenue

CpenHusat o6eM Ha pa3npee/ieHue B CTALLMOHAPHO ChCTOSHHUE ClI€]] €JHOKPAaTHA HHTPABEHO3HO
npuiioxeHa ao3a ot 100 mg cuTarJIMNTHH Ha 34paBH YYaCTHULH € npubausuTenHo 198 nurpa.
DpakuusATa CUTArIMNTHH 00PaTHMO CBbpP3aHa C MJIa3MEHUTE NPOTEUHHU € HUCKA (38%).

buompancgopmayus
CHTarJMnTHH ce eJJMMHHHPa OCHOBHO HEMPOMEHEH C YPUHATA, a META00JIU3MBT € BTOPOCTEINEHEH MbT.
[Tpubnu3suTenHo 79% OT CUTArIUMNTHH CE€ EKCKpPETHPa HEIMMPOMEHEH B YpHUHATa.

Cnen nepopanna no3a [ *Cl-curarnuntus, npubausutenHo 16% ot paauoakTHBHOCTTA CE€ EKCKpPEeTHpa
KaTo MeTaboJIMTH Ha cuTaraunTUH. Ha HUBO cieau ca yCTaHOBEHH LIECT MeTab0/IMTa, KOUTO HE C€ O4YaKBa
Ja ponpuHacaT 3a naasMeHara DPP-4 uHxuOutopHa akTUBHOCT Ha CUTarJIMNTHH. [n vitro npoy4YBaHHsATa
MOKa3BaT, Y€ OCHOBHMSAT €H3UM, OTIOBOPEH 3a OorpaHu4eHusi MeTab0iu3bM Ha cuTaraunTl € CYP3A4, ¢
yqyactuero U Ha CYP2CS.

In vitro aHHUTE MOKa3BarT, ye cutarunTiH He € HHXuOUuTop Ha CYP uzoensumure CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, u He e unaykrop Ha CYP3A4 u CYP1A2.

Erumunupane

Cnen npuioxeHHe Ha nepopaita o3a [*C]-cutarunTiH Ha 3paBH y4acTHULH, npubausurento 100%
OT NPHJIOKEHATA PaIMOAKTUBHOCT ce enuMuHupa ¢ dpekanuure (13%) uiu ypunara (87%) 1o enHa
ceIMHLIa clie/] MpHJIoKeHUeTo Ha ao3ata. [IpuBuaHuaT kpaeH t12 cien 100 mg nepopanHa no3a
CUTArJMNTHH € npubau3utenHo 12,4 yaca. CHTarJIMITHH Ce HAaTpyrnBa CaMO MUHHMAJIHO MpH
MHOrOKpPaTHO npuiiaraie. bbOpeyHusAT KIMpbHC € npubausuTenHo 350 ml/mMuH.

EnMMHHHpPaHETO Ha CUTArJIMIITHH CTaBa OCHOBHO 4Ype3 ObOpedHa eKCKpeLMs U BKJIIOYBa aKTHBHA TyOyJiHa
cekpenus. CutariunTHH € cybcTpaT Ha YOBELIKH OpraHuyeH aHuoHeH Tpancnoprep-3 (hOAT-3), koiTo
MOXe OM yyacTBa B ObOpeUHOTO eJIMMUHUPAHE HA CUTAraUNTHH. KnuHuyHOoTO 3HaYeHue Ha hOAT-3 B
TPAHCIOPTa Ha CUTArJIMIITUH HE € YCTAaHOBEHO. CUTArJIMNTHH € CyOCTpaT ¥ Ha p-IJIMKONPOTEHH, KOHTO
MOXKe OM y4yacTBa U B MEIMMUPAHETO HAa OBOPEYHOTO EJIMMHUHHUPAHE HA CUTArIMNTHH. B CbILIOTO BpeMe
LIMKJIOCTIOPHH, €1UH P-TJIMKONPOTEHH HHXHOMTOP, HE HamaJsisBa ObOpeYHHUs KJIMPBHC Ha CUTArJIMIITHH.
Cutarnuntul He e cyoctpar Ha OCT2 unu OAT1 unu PEPT1/2 tpancnoprepure. /n vitro CHTarJIvnTHH
He notucka OAT3 (IC50=160 uM) unu p-raukonporerHa (10 250 uM) MeauupaHus TPaHCIIOPT B
TE€paneBTHYHO PEJIEBAHTHHU JIa3MEHH KOHUEHTpAUHUHU. [IpyU KIMHHYHO NMPOyYBaHE CHTATJIMIITHH JHIe
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MaTbK €peKT BbpXY IMJIa3MEHUTE KOHLEHTPALMK Ha JUMOKCHH, KOETO M0Ka3Ba, Y€ CHTArJIMIITHH MOXeE J1a €
c/1a0 HHXUOUTOP HA P-TJIUKOIIPOTEHH.

Xapakxmepucmuku npu nayuewmume
dapMakOKMHETHKATa Ha CUTArJMIITHH € KaTO LsUIO CXO/IHA NIPH 3/lpaBH YYaCTHULM U NALMEHTH C AUa0eT
THII 2.

bvbopeuno yepexcoane

[IpoBeieHO € OTBOPEHO MPOYYBaHe MPU €IHOKPATHO MPUIIOXKEHHUE 3a OLlEHKA Ha (papMaKOKHMHETHKATA Ha
HaMaJieHa Jio3a cutaraunTuH (50 mg) npu NauMeHTH ¢ pa3jdyHa CTENEeH Ha XpOHUYHO OBOpeYHO
yBpeX/JaHe B CpaBHEHHE CbC 3/IpaBH KOHTpOJIM. [[poyuBaHeTo BK/IOYBa NaUMEeHTH C ObOpeyHO
yBpEXaHe B JieKa, yMEPEHa HJIM TE€XKKa CTeneH, kakto U naudeHTd ¢ ESRD Ha xemoauanusa. OcseH
TOBa, e(eKTUTE Ha OBOpEUHO yBpexaaHe BbpXy (apMaKOKMHETHUKATA HA CUTATJIMIITHH MPH NaLMEHTH C
auabet THn 2 1 6BOpPEYHO yBpEXK/IaHE B JIEKa, YMEPEHA WK TexKa cTeneH (BxkmouutenHo ESRD), ca
OLIEHEHH Ype3 MomyJauuOHHU GapMaKOKMHETHYHH aHAJIU3H.

B cpaBHeHHE CbC 3/paBU KOHTPOJIH, Mj1a3MeHata AUC Ha CUTArIMNnTHH ce NoBULIABA MPUOIU3UTENHO 1,2
TbTH NpPHU NalueHTH ¢ 6b0peuHo yBpexaaHe B Jieka creneHd (GFR>60 no <90 ml/MuH) u choTBeTHO 1,6
ITbTH NPH NalnueHTH ¢ ObOpeuHo yBpexaaHe B ymepeHa crened (GFR>45 no <60 ml/mun). Tnit kato
pa3MepbT Ha MOBULIEHUETO HE € KJIMHUYHO 3HA4YMM, HE C€ Hajlara KOpUrupaHe Ha J03ara fpu Te3u
MalUeHTH.

[Tnasmenara AUC Ha CUTarJIMnTHH Ce€ MOBHIIABA MPUOJIU3UTEIHO 2 MbTH MPU NALUMEHTH C OBOPEUHO
yBpexaHe B ymepeHa crened (GFR>30 1o <45 ml/mMuH) 1 npruOIU3UTENHO 4 MBTH MPH MALKUEHTH C
O0b0peuHo yBpexaaHe B Texka creneHd (GFR<30 ml/mun), BkmoyntenHo nauueHTu ¢ ESRD Ha
xeMoauanu3a. CUTarjJMnTHH ce OTCTpaHsABa yMepeHo npH xemoauaiu3sa (13,5% 3a 3- 1o 4-yacosa
XeMOJHaJIu3Ha CeCHs 3anoysaila 4 yaca cjies MpUJIOKEHHETO).

Yeproopobro yspexcoate

He e HeoOxoa1Ma KOpeKLMs Ha 103aTa CUTArJIMIITHH MMPU NMALMEHTH C JIEKO UM YMEPEHO YEPHOAPOOHO
yBpexaane (ckop no Child-Pugh <9). Hsima kJ1MHHYEH ONMUT MPU NALMEHTH C TEXKO YepHOAPOOHO
yBpexaaHe (ckop no Child-Pugh >9). B cbuioTo Bpeme, Thil KaTo CHTArJIMITHH C€ €JIMMHUHHPA OCHOBHO
ype3 ObOpeunTe, He CE OYaKBa TEXKOTO YEPHOAPOOHO YBpEXAaHE Ja MOBIUSIE BbPXY
(apMaKOKMHETHKATA HA CUTArJIMITTHH.

Cmapuecka év3pacm

He ce Hanara kopekius Ha J03aTa B 3aBUCMMOCT OT Bb3pacTra. Bb3 OCHOBA Ha MoIyJiallHOHEH
bapMakokMHETHYEH aHaK3 Ha AaHHU oT Pa3a [ u Pa3a II, Bb3pacTTa HE OKa3Ba KJIMHUYHO 3HAYUM €QEKT
BbPXY (PapMaKOKMHETHKATA HA CUTArJIMNTHH. Y4YaCTHULMTE B cTapuyecka Bb3pacTt (65 no 80 roguHu) umar
npubnau3uTenHo 19% no-BUCOKHM MJ1a3MEHH KOHLEHTPALIMM Ha CUTArJUIITHH B CPABHEHHE C MO-MJIaIH
YYaCTHHULIH.

[Teouampuyna nonynrayus
dapMakOKMHETHKATa Ha CUTArnMnTUH (eauHu4yHa ao3a 50 mg, 100 mg wiau 200 mg) e u3cienBaHa npu

neagdaTpuyHy nauueHTH (Ha Bb3pacT ot 10 go 17 roaunn) ¢ auabet tun 2. [1pu Ta3u nomynauus, A Ha
CHUTArJIMIITHH B IJla3MaTa, KOPUIrMpaHa CpsiMo 103aTa, € npubausutenHo 18% no-Hucka oTKG
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Bb3pacTHH nauueHTH ¢ guabder tun 2 npu ao3a 100 mg. He ca nposexaaHu npoy4yBaHus CbC
CUTArJIMIITHH NPHU eIHaTPHYHHU NMALMEHTH Ha Bb3pacT <10 roauHu.

/Jlpyeu xapakmepucmuxu Ha nayuenmume

He ce Hanara kopekuus Ha Jj03aTa B 3aBUCUMOCT OT IOJI, paca UJIM HHJeKC Ha TesiecHa Maca (BMI). Te3u
XapaKTepUCTHUKH HAMAT KIIMHUYHO 3Ha4YUM €(deKT BbpXy (apMaKOKMHETHKATa HA CUTATJIMNITHH CIIOPEN
KOMOMHHMpaHHs aHAJIM3 Ha (papMakOKHHETHYHHTE AaHHHU OT Da3a I u nonysaunoHeH GpapMaKOKHHETHUYEH
aHanu3 Ha JaHHM oT Pa3a I u Pa3a Il.

MetdopMHH

Abcopbyus

Cnen nepopanHa 103a METHOPMHH, tmax €€ AOCTHTA 10 2,5 Yaca. AGcooTHaTa OMOHAIMYHOCT Ha
tTabnerka metdopmuH 500 mg e npubnuzurentno 50-60% npu 3apasu yyacTHULM. Criel nepopaiHa A03a,
HeabcopbupaHara ¢pakuus, oTkputa BbB pekanuute € 20-30%.

Cnen nepopalieH npuem, abcopbuusita Ha MeTOPMHUH € HacHlalla ce U HembJiHa. CMsTa ce, ye
¢dapmakokuHeTHKaTa Ha abcopOuuaTa Ha MeTOpMHUH € HelMHelHa. [Ipy oOnuaiHu 1031 METQOPMHH U
J1030BH CXE€MH, MJIA3MEHUTE KOHLIEHTPALIMH MTPU CTALMOHAPHO CbCTOAHHE CE JJOCTHIraT B paMKHTE Ha
24-48 yaca u kaTo us10 ca no-Majako ot 1 pg/ml. Ilpu KOHTpOJIMpPaHHU KIMHUYHHK TPOYYBAHUS,
MaKCUMAJIHUTE TJ1a3MeHH HUBa HAa METHOPMHH (Cmax) HE NpEeBHILLIIABAT S Ug/ml, JOPH NMPH MAKCHMAJTHH
AO03H.

XpaHaTa HamaJisiBa cTeneHra u ciabo 3abass abcopbuusra Ha meThopMuH. Cien NpUIoKEHHe Ha 103a OT
850 mg, ce HaOmonaBa 40% no-HKCKa NMMKOBA MJIa3MeHa KOHUEeHTpauus, 25% Hamanenue Ha AUC u
yJb/KaBaHe ¢ 35 min Ha BpEMETO J10 JOCTUraHe Ha MUKOBA I1J1a3MeHa KOHUeHTpauus. KiimHuyHaTa
3HAYUMOCT HE € U3BECTHA.

Pasnpeoenenue

CBBbp3BaHETO C MJIA3MEHUTE NNPOTEHHH € He3HAaUYUTENHO. MeThOopMHH ce pa3npenesns B EpUTPOLIMTHTE.
KpbBHMAT MUK € MO-HUCHK OT IJIA3MEHHUS MUK U CE MOsBSBA MMPHOJIU3UTEIHO MO CHIIOTO BpEME.
YepBEHUTE KPbBHH KJIETKH HaW-BEPOATHO NMPEACTAB/ISIBAT BTOPHUYEH KOMIIAPTHMEHT Ha pa3npe/eieHHe.
CpeaunusaT Vd Bapupa mexay 63-276 1.

buompancgopmayus
MeTdhopMHH ce eKCKpeETHpa HENMpoMeHeH B ypuHara. [Ipu xopaTa He ca yCTaHOBEHH META0OJIUTH.

Enumunupane

bb6peunusT kiupbHC HA MeThopMUH € >400 ml/MuH, KOeTO nokassa, ye METPOPMHUH CE€ ETUMHHHUPA Ype3
raoMepyJiHa puarpauus ¥ TyOynHa cekpeuus. Ciea nepopasiHa 103a, NIPUBHAHUAT TEPMUHAJICH
eJIMMHHALHOHEH MOJYXHUBOT € npubausutenHo 6,5 h. Koraro 0b0peyHara pyHKuUHMS € yBpeIeHa,
ObOpEeYHHS KIMPBHC CE HaMalIsiBa B CbOTBETCTBHUE C TO3H HA KpEaTUMHHHA M CJIE0BATEIHO
€JIMMHHALIMOHHHUAT MOJIY>XHBOT C€ Y IbJ/DKaBa, KOETO BOJAM 10 MNOBHUILIEHH HUBA HA METGOPMHH B I1J1a3Mara.

5.3 Ilpeak/HHHYHH JaHHH 32 Oe30macHOCT

He ca npoBexJaHu Npoy4YBaHHUs C )XUBOTHH ¢ KO3uMmer.
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[Ipu 16-ceqAMUYHM NPOYyYBaHHUSA, B KOUTO Ky4yeTa ca TPETHPAHHU HJIM ¢ METQOPMHH CAMOCTOSTEIHO HJIH C
KOMOWHALUSA OT MeTGOPMHH U CUTArJIMNTHH, HE € HabMr0AaBaHa JOMbJIHUTEIHA TOKCHYHOCT OT
kombuHauuaTa. NOEL B Te3u npoyuBaHus ce HaO/04aBa PH €KCINO3ULMA HA CUTATJIMIITHH
MpUOJMU3UTETHO 6 MBTH NMO-BUCOKA OT Ta3W MPHU XOpa U MPU €KCNO3ULUA Ha METPOPMHH NMPUOIH3UTETHO
2,5 MbTH NMO-BUCOKA OT TA3W MpPH XOpa.

CneaHuTe AaHHHW ca HAXOAKH MPH MPOYUBAHUSA [TPOBEAEHH ChC CUTArTMIITHH U1K METGOPMHUH
CaMOCTOSTENHO.

CHvTarJivnTvH

buOpedHa u yepHOAPOOHA TOKCHYHOCT ce HabJk01aBa NpU rpu3ayM Npyd CTOHHOCTH HA CHCTEMHA
EKCHO3UIHUs 58 NbTH NMO-BUCOKH OT HUBOTO HAa €KCIIO3ULUATA ITPH XOpa, a HUBOTO 0e3 edexT e
onpejieseHo Ha 19 NbTH NO-BUCOKO OT TOBA MpU Xopa. AHOMAJIUM Ha pe3uuTe ce HabroAaBar MpH
MJIbXOBE MPH HUBA HA €KCMO3ULMsA 67 NbTH NO-BUCOKH OT HUBOTO HA KJIMHUYHA €KCIIO3ULIUS; HUBOTO, O€e3
edeKT npu Ta3u HaxoAkKa € 58 MbTH M0-BUCOKO, ChIJIACHO pe3yaTaTuTe OT 14-CeAMUYHO MPOoy4YBaHe MpH
NIbXOBE. 3HAYEHUETO HA TE3M HAXOJKH IIPH XOpa HE € U3BECTHO. 1 paH3UTOPHH, CBBP3aHH C JI€YEHHETO
(¢HU3NYECKH NPOSBU, HAKOW OT KOUTO IMpEAIoaarat HAJIMYUETO HA HEBPOJIOrHYHa TOKCHYHOCT, KaTo
JIMILIaHEe C OTBOpPEHA yCTa, CaJluBallisi, eME3UC Ha OsJia nsHa, aTaKkCUs, TpElNepeHe, HaMajieHa akTUBHOCT
H/WJIM U3rbpbeHa nosa ce HabJII01aBaT MpU Ky4eTa IpYM HUBA Ha €KCIO3ULUS MPUOIU3UTENIHO 23 MbTH MO-
BUCOKH OT HUBOTO Ha KJIMHUYHA eKCro3uLiMsa. OCBEH TOBa, MHOIO JIeKa J10 JieKa KOCTHO-MYCKYJIHa
JiereHepanus ce HabnroaaBa U XMCTOJOMMYHO MPH J03HM, JlaBallli HUBA HA CUCTEMHA €KCIIO3HULIUS
MPUOJU3UTESIHO 23 MBTHU M10-BUCOKH OT HUBOTO Ha €KCMO3ULMSA MpH Xopa. I1pu Te3u pesyiraTd, HUBOTO
6e3 eekT € npu eKCno3uLUs 6-KpaTHO [10-BUCOKA OT HUBOTO Ha KJIIMHHYHA €KCITO3HULIUS.

CHTarJIMNTHH HE NMOKa3Ba reHOTOKCHYHOCT B X0/1a Ha NPEeAKJIMHUYHHU Npoy4BaHUsa. CUTArJIMNTHH HE €
KaHUeporeHeH npu Mullku. [Ipu nibxoBe MMa NOBHILIEHA YECTOTA HA YEPHOAPOOHH aJICHOMH H
KapLHHOMH MPH HUBA HA CHCTEMHA €KCMO3ULMA S8 MbTH MO-BUCOKH OT TE3H MpPH Xopa. Tbit karo €
YCTAaHOBEHO, Y€ XENaTOTOKCHYHOCTTA KOpe/Mpa C HHAYLIMPAHETO HAa YepHOAPOOHa Heonasus MnpH
JIbXOBE, Ta3H MOBHUILIEHA YECTOTA HA YePHOAPOOHHU TYMOPH IPH MIbXOBETE € BEPOSATHO BTOPUYHA,
BCJIEJICTBUE HA XpPOHHUYHA XEMAaTOTOKCUYHOCT NP Ta3u BUCOKA A03a. [lopaau BMCOKaTa rpaHuLa Ha
6e3onacHOCT (19-mbTH NO-BUCOKA NPH TOBA HUBO 0€3 e€(eKT), TE3U HEOIJIACTHYHHU NTPOMEHH HE CE CUUTAT
peJieBaHTHH 3a XOpa.

He ca nabmoaBaHu CBbp3aHu C JieYeHUETO ePeKTH BbpPXY QPEPTHIMTETA TPU MbKKH U HEHCKH TITbXOBE
MOJYYHJIH CUTArJIMNTHH MPEAU U MO BpeMe Ha YM(TOCBAHE.

[Ipu npoyuyBaHe BbPXY Npe-/MOCTHATAJIHOTO Pa3BUTHE HA MJIBXOBE CUTATIMIITHH HE MOKa3Ba HEXeJlaHH
pPEaKLIHH.

[IpoyuyBaHusTa BbPXY PENPOAYKTUBHATA TOKCUYHOCT [I0Ka3BaT HAJIMYUETO HA CBbP3aHa C JIEYECHHUETO,
JIEKO yBeJIMUeHa YyecToTa Ha MaJipopmaluu Ha pebpa Ha peTyca (JIMNCBALLM, XUITONJIACTUYHHU U TJIaBallH
pebpa) Npu NOKOJEHHUETO Ha MJIHLXOBE MPU HUBA HA CUCTEMHA €KCITO3ULIMS [TOBEYE OT 29 MbTH MO-BUCOKH
OT Te3H NnpH Xopa. TOKCHYHOCT Ha MaikaTa ce Hab/o4aBa Mpu 3ailM pU HUBA NMoBeYe OT 29 MbTH MOo-
BUCOKH OT HHBATa Ha eKkcrno3uuus npu xopa. [lopaau Bucokara rpaHuua Ha 6€301acHOCT, T€3W HaXOAKH
HE MpEeANnoJarar ChblEeCTBYBAHETO HA CbOTBETEH PUCK 3a PENPOAYKTUBHOCTTA NPH Xopa. CHUTarMIT




MetrdopmuH

[I[peAKTMHUYHUTE JaHHU 32 METPOPMHUH HE pa3KpUBaT OCOOEH PUCK 3a XopaTa Ha 0a3ara Ha
KOHBEHLMOHAJIHH (papMaKOJIOTHYHH MPOyUYBaHUs 32 O€30MaCHOCT, TOKCUYHOCT [PYU MHOTOKPaTHO
npujaraHe, reHOTOKCHYHOCT, KAPLIMHOINEHEH MOTEHLMal, PENPOAYKTHBHA TOKCHYHOCT.

6. OAPMAILEBTHYHHUA JAHHHU
6.1 ChnuchK Ha NOMOIIIHHTE BellleCcTBA

Anpo Ha TabieTkara
MukpokpucTaiHa ueiyJiosa, Tun 101
[ToBupon K29/32

HaTtpues creapuiipymapar

HaTpues naypuncyiadar

OUJIMOBO [TOKPUTHUE

[lonn(BMHUIOB AJIKOXO0J1) —4aCTUHYHO XKUapoau3upaH (E1203)
Makporou 3350 (E1521)

Tank (E553b)

TuranoB auokcup (E171)

YepseH xene3eH okcua (E172)

Yepen xene3eH okcua (E172)

6.2 HecbBMeCTHMOCTH

HenpuioxumMo

6.3 Cpok Ha rogHoCT

36 Mecela

6.4 Crhneuua/IHH YCJIOBHA HA CbXpaHeHHe
Jla ce cexpansBa nop 30°C.

6.5 Buau chrabpKaHHe HA ONAKOBKATA

benu, Henpo3paunu 6suctepu ot PVC/PE/PVDC//Al ponuno. baucrepure ca ornakoBaHU B CrbHaTa
KapTOHEHAa KYTH$ C MPUJIOKEHA JIMCTOBKA 3a MalMEHTA.

OnakoBku no 28, 30, 56, 60, 98, 120, 196 punamupanu TabsieTKH, rpyNnoBH ONAKOBKH, ChAbpxKaM 196 (2
onakoBkH 10 98) ¢puamupanu TabneTku.

He BCHYKHM BHOBE ONMAKOBKHK MOrar fa Obaar [TYCHAQTH B npona}icﬁa.

6.6 ChnenuajHH nNpeanasHH MEPKH MPH H3XBbPJIsSHE
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Heusnon3zBaHUAT JICKApCTBCH IMPOAYKT HJ/IK OTINIAABYHUTE MATCPHAJIH OT HCI'O TpHﬁBﬂ Jdd C€ H3XBBPJIAT B
CbOTBETCTBHE C MECTHHUTEC U3HUCKBAHHAL.

¥ IMPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Gedeon Richter Plc.
H-1103 Budapest

Gyomroi ut 19-21.
YHrapus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA

Per. Ne 20220005

9. JIATA HA IIBPBO PASPEILIABAHE/IIOJHOBSIBAHE HA PABPELLIEHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBO paspewaBane: 04.01.2022

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

12.04.2024
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