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1. MME HA JJEKAPCTBEHHS IIPOAYKT | samamp. € 362

|

IOSHMET 50 mg/looo mg (bHJIMHpaHH TﬂﬁﬂﬁTKH { o b et 33 sbrensanas sanvessennf asbsinieintainbibsenetsiecioeacs

Juzimette 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIHMYECTBEH CbCTAB

Bcesika punmupana tabneTka CbAbpKAa CUTArJIMITHH XUAPOXJIOPH MOHOXHPAT, EKBUBaJIEHTEH Ha 50 mg
cutaraunTuH (sitagliptin), u 1000 mg metdhopmunoB xuapoxyuopua (metformin hydrochloride)
(crorBeTcTBaLlO Ha 780 mg MeTHOPMHUH).

3a MbJIHUSA CITUCHK HAa MOMOILIIHUTE BEllECTBa BUXKTE TOUKa 6.1.

3 JIEKAPCTBEHA ®OPMA
dunMupaHa tabnerka

Kadssa, npoasiarosara ABoHHOM3MbKHANA HUIMHpaHa TabeTka cbe 3a001eHu ppboBe, ¢ pesedHO
n3zobpaxenue ,,AE4“ oT efHaTa cTpaHa U riajka ot Apyrara, ¢ Ib/bkuHa 21,5 mm u wivpusa 10 mm.

4. KIUMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHUSA

[Tpu BB3pacTHU MALMEHTH CHC 3aXapeH AuabeT Ty 2:

IO3uMeT e nmokasaH KaTo JOMbJIHEHHE KbM JMETa U YNpaXKHEeHHUS 3a MoAo0psBaHe HA MNUKEMUYHUS
KOHTPOJI NP NMALUEHTH, MPH KOUTO HE € MOCTUTHAT 3a/I0BOJIMTENIEH KOHTPOJI C MaKCMMaJIHaTa OHOCHMa
3a TAX 1032 METGOPMHUH CAMOCTOSTENIHO WJIM KOUTO BEYE CE JIEKYBaT C KOMOMHALIMSA OT CUTArJIMITHH H
MET(GOPMHH.

FO3uMeT e noka3zaH B kOMOMHALIUS CbC CYJI(QOHUTYpeiiHU MPOU3BOAHH (T.€. TPOHHO KOMOMHHUPAHO
JIe4YEHHE) KaTO JOMbJIHEHHE KbM JIMETA U YITPAXKHEHUS MPH MALUEHTH, [IPH KOUTO HE € NMOCTUIHAT
33/10BOJIMTEJIEH KOHTPOJI C MAKCHMaJiHaTa MOHOCHMa 3a TAX 10332 METQPOPMHUH H CYyIPOHUITYypes.

KO3uMeT e noka3aH KaTo TPOHHO KOMOMHHMPAHO JIEYEHHE C NMEPOKCU3OMEH NpoIH(epaTop-aKTHBUPaH
peuentop rama (Peroxisome Proliferator-Activated Receptor gamma, PPARY) aronucr (T.e.
THA30JHAHHAMOH) KaTO JOMbJIHEHUE KbM JHETA U YIIPAXHEHHUS IIPH MMALIMEHTH, IIPH KOUTO HE €
MOCTHIHAT 3aJ0BOJIUTEIEH KOHTPOJI ¢ MaKCHMaJIHaTa MOHOCHMA 3a TAX 4032 METGOPMUH U PRPAR
arOHMUCT.




O3uMerT chbl110 € noka3aH KaTo f1o0aBka KbM HHCYJIHH (T.e. TPOHHO KOMOMHHMPAHO JIEYEHHE) KaTO
JOIbJIHEHHE KbM JMeTaTa U YIIpaXKHEHUATA 3a MoA00psiBaHe Ha MIUKEMUYHHUS KOHTPOJI MPU MaLMEHTH,
KOraTo NnocTossHHaTa /1032 Ha HHCYJIMH U MET(OPMHUH CaMOCTOSATEIHO HE OCUTYpsBa aJ€KBaTEH
FTMKEMUYEH KOHTPOJI.

4.2 JI03HpPOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

Jlo3upoBKaTa Ha aHTUXUNEPrIIMKEMUYHOTO NeyeHue ¢ KO3uMer TpsOBa aa Obae MHAMBUAYATU3UPaHa Ha
0a3ara Ha HaCTOSALMS PEXKUM Ha MalMeHTa, ePEeKTUBHOCTTA U TOJIEPAHTHOCTTA, KATO HE CE MpeBHIIaBaT
MaKCHMaJlHaTa Inpernopb4BaHa JAHeBHa 103a oT 100 mg CUTaraIunTHH.

Bwv3pacmuu ¢ nopmanna 6vopeuna gpyuxyus (GFR>90 mi/mun)

[Ipy nanMeHTH, NP KOUTO HE € MOCTUIHAT 3aJ0BOJUTEIEH KOHTPOJ ¢ MaKCUMaJjHaTa NoOHOCKHMa J103a
MeT(HOPMHH KaTO MOHOTEpaIus

[Tpy nauMeHTH, NPU KOUTO HE € MOCTHIHAT 3a10BOJIUTENIEH KOHTPOJI ¢ MET()OPMHUH CAMOCTOATEIHO,
obuyaiiHaTa HayaJiHa 103a TpsAOBa Aa A0CTaBU J103a CUTArJIMNTHH B J03a 50 mg aABa mbTH AHEBHO (100 mg
o0l111a IHEBHA /103a) IJIIOC 103aTa METMPOPMHH, KOSTO BEYE € pUEMaHa.

[Ipy maLMeHTH, KOWUTO NPEMUHABAT OT €AHOBPEMEHHO MPHUJIAraHe Ha CUTArJUITHH U METQOPMHUH
[Tpu nalMeHTH, KOUTO IPEMUHABAT OT €HOBPEMEHHO MpHUJIaraHe Ha CUTArJMITHH U MET(QOPMHH,
nedyeHueTo ¢ KO3umerT TpsabBa 1a ce 3anoyHe ¢ 103ara CUTArJIMNTHH U METQOPMHH, KOSITO BEYE €
pUeMaHa.

[Ipy nalMeHTH, NPy KOUTO HE € MOCTUIHAT 3a0BOJIMTEIEH KOHTPOJI C ABOHHO KOMOMHUPAHO JIEYEHHE C
MaKCHMaJIHaTa MOHOCHMA 1032 METHOPMHUH U CYAhOHUITYpes

Jlo3ara TpsiOBa 1a 1OCTaBH CUTArIMNTHH B no3a 50 mg nBa mbTu AHeBHO (100 mg o6uia JHEBHa 103a) U
no3a MeTopMuH, nogobHa Ha 103aTa, KOATO Beue € npueMana. Koraro KO3uMeT ce u3nosn3sa B
KOMOMHALHUA CbC CYJIDOHMITYypes, MOXE JIa Ce€ HAJIOXHU ynoTpebaTa Ha Mo-HUCKA 103a CYyIPOHUITypes, 3a
Jla C€ HaMaJld PUCKBT OT XUIOrJiMKeMus (Bx. Touka 4.4).

[Tpy nauMeHTH, MPU KOUTO HE € MOCTUrHAT 3a/I0BOJIUTEIEH KOHTPOJ € IBOMHO KOMOMHHUPAHO JIEYEHHE C
MaKCHMaJiHaTa NOHOcKuMa J103a MeThopMHH U PPARY aroHucr
Jlo3aTta TpaOBa aa 10cTaBu cUTaraunTHH B 7o3a S0 mg aBa nbTH AHEBHO (100 mg oO1a nHEBHA /1032) M
no3a MeTopMHH, MooOHa Ha 103aTa, KOATO BE4e € NMpUeMaHa.

[Ipy nauMeHTH, NPYU KOUTO HE € MOCTUTHAT 3a/10BOJIMTENEH KOHTPOJ C ABOMHO KOMOWHUPAHO JIEYEHHE C
MHCYJIMH U MAKCHMMAJIHATa MOHOCKHMA 1032 METHOPMHUH

Jlo3ara Tpsi6Ba na noctaBu cutarnunTyH B Ao3a S0 mg nBa nbTH JHEBHO (100 mg obia AHeBHa n03a) U
no3a meThOpMHH, NoJoOHa Ha A03aTa, KOSATO Beue € npueMana. Korato KO3uMmer ce u3noJsi3ea B
kOMOMHALMA ¢ MHCYJIMH, HUCKATa 1033 HHCYJIMH MOXeE Ja € Heo0X0/1uMa 3a peAyLlupaHe Ha pUcKa OT
XUNOrJUuKEMHUS (BX. TOYKaA 4.4).

3a paznuuyHuTe 1034 MeTHopMHUH, KO3uMerT ce npeasiara B KOHUEHTpauus rno S0 mg cura
850 mg meTrdhopmuHoB xuapoxyopua uiau 1 000 mg MmeTHOpMUHOB XHAPOXIIOPHUAL.




Bcuuky nanMeHTH Tpﬂﬁﬂa JAa NnpoabJDKaT Nnp€nopr4aHarta UM JIUCTA C aACKBATHO PA3lpCACIICHUC HA
[IpPHEMA Ha BBIJICXHAPATH I1PE3 ACHA.

Cneyuannu nonyaayuu

bbOpeYHO YBpEXAaHE

He ce Hanara kopekuus Ha j03aTa IpH NalueHTH ¢ Jieko 6b6pedyHo yBpexaaHe (CKOPOCT Ha rioMepyJ/iHa
¢unrpauus [GFR]>60 ml/Mun). [Ipeau 3ano4yBaHe Ha Je4eHHE C NPOAYKTH, ChbAbpXkallX METQOPMHH,
TpsiOBa j1a ce HanpaBu oueHka Ha GFR croiiHocTuTe, a cieq ToBa — NoHe BEAHBX roAUIIHO. [1pH
MalMEHTH C MOBUIIEH PUCK OT MO-HATATHIIHO NporpecupaHe Ha 0BLOpeUHo yBpexAaHe U MPH NALUECHTH B
cTapyecka Bb3pacT TpsOBa Mo-4eCTo Ja Ce npaBu OLUEHKa Ha ObOpeuyHaTa QyHKUHUS, HAIPUMEP Ha BCEKH
3-6 Meceua.

3a npeanoYMTaHe € MaKCMMaliHaTa JHEeBHA /1032 METGOPMHH J1a Ob/ae pa3jesieHa Ha 2-3 THEBHH J03H.
dakTopH, KOUTO MOraT Jia yBeJIM4aT pMCKa OT JIaKTaTHa auua03a (Bx. Touka 4.4), TpsdBa na Onaar
npepasrjiefaHy, Npeam aAa ce OOMHUCIHU 3aN04YBAHETO HA JIeYEHHUE C METHOPMUH NPH NMALUEHTH C

GFR<60 ml/MuH.

Ako He € JIocThIHa 1030Ba opMma Ha KO3uMeT ¢ aiekBaTHO KOJIMYECTBO HA aKTUBHOTO BELLECTBO, BMECTO
koMOMHaLMs ¢ PUKCHPaHH 103K TpsAOBa a ce U3M0JI3BaT OTACIHUTE MOHOKOMITOHEHTH.

GFR ml/min MeTdopMHH CuTarjiunTuH

6089 Maxkcumannama onesna ooza e 3000 mg. | Makcumannama oneena 0o3sa e
Moxce 0a ce obmucau nonudcasame Ha 100 mg.
003ama 6b8 8Pb3KA C HAMAIABAHEMO HA
bvopeuHama QyHnkyus.

45-59 Maxkcumannama onegna ooza e 2000 mg. | Makcumanrnama onegna 0o3a e
Havannama o0o3a e nau-mHo20 100 mg.

noaoguHama om maxkcumaisama 0o3a.

3044 Maxkcumannama ounesna 0oza e 1000 mg. | Maxcumannama onegna 0o3sa e
Hauannama oo3za e nau-mnozo 30 mg.
noioguHamMa om makcumaniiama 0osa.

<30 Memdaopmun e npomusonokasan. Maxcumannama onegna 0o3a e
25 mg.

YepHoapoOHO yBpexaaHe
FO3umeT He TpsiOBa /1a ce M3M0J3Ba [PU NMALUKEHTH C YEPHOAPOOHO yBpexaaHe (BX. To4YKa 5.2).

Crapuecka Bb3pacT

Toit kaTo METHOPMHUH U CUTATJIMNITHH C€ eKCKpeTUpat upe3 Ob0peunre, FO3umeT TpsabBa aa ce M3Moi3Ba ¢
MOBHMILIEHO BHUMAHHKE MPH HanpeaBaHe Ha Bb3pacTTa. Heobxoaumo e MoHuTOpUpaHe Ha 6b0peyHara
yHKLHMS, 32 Ja ce MOANOMOrHE Npeana3BaHeTo OT CBbpP3aHaTa ¢ MET(QOPMHH JIaKTaTHZ AU 10 H3 :

Be4ye B CTap4yecKa Bb3pacT (Bx. TOYkH 4.3 U 4.4). w




Ileouampuuna nonyrayus

KoMOuHalLMs OT CUTArJIMNTHH U METQOPMHUH HE TpAOBa J1a CE M3I10J13Ba MPH A€lia U IOHOLLIH Ha Bb3pacT OT
10 1o 17 roauHu nopaau HeaoCTaTbuyHA ePUKaCHOCT. HalMYHUTE NOHACTOALIEM JaHHHU Ca ONUCAHH B
ToukH 4.8, 5.1 u 5.2. KomOuHaLMs OT CUTArIMITUH U METGOPMUH HE € MPOYYBAH IPH NMEAUATPHYHH
nalMeHTH Ha Bb3pacT noa 10 roauHu.

Ha4yuH Ha npUI0KEHHUE

[O3umert TpsibBa Aa ce nmpueMa ABa NbTHU AHEBHO C XpaHa 3a HaMaJlsiBaHE Ha HEXENAHUTE peakLuu OT
CTpaHa Ha CTOMALUHO-YPEBHHUSA TPAKT, CBbP3aHHU C MET(OPMHUH.

4.3 IlIpornBonoka3zaHus

KO3uMeT € NpoTUBOIIOKAa3aH MpU MALMEHTH ChC:
- CBPbX4YYBCTBHUTEJIHOCT KbM aKTHBHUTE BELLECTBA HJIM KbM HAKOE OT ITOMOILLHHTE BELIECTBA,
n30poeHH B Touka 6.1 (Bx. Touku 4.4 u 4.8),
- BCEKH THI OocTpa MeTaboNuTHA alu103a (KaTo JaKTaTHa alKao3a, AMabeTHa KeToalu103a);
- AuabeTHa Nnpekoma;
- Texko 0b0peuHo yBpexaaHe (GFR<30 ml/mun) (Bx. Touka 4.4);
- OCTPH ChCTOSIHUS C Bb3MOXXHOCT J1a U3MEHAT ObOpeuHaTa pyHKUMA KaTo:
= AexXyapaTaums,
- TEXKH HHPEKLIHNH,
- LLIOK,
. BbTPECHAOBO MPUJIOKEHUE HA HOAMPAHU KOHTPACTHH BeLIECTBA (BX. TO4Ka 4.4);
- OCTPO WJIM XPOHUYHO 3a00J1IBaHE, KOETO MOXE /1a IPUYUHU XUITIOKCHUS HA TbKAHUTE KaTo:
. CbpACYHA UJIM PECIIUPATOPHA HEJOCTATHYHOCT,
- CKOPOILIEH MHOKapAEeH UH(DAPKT,
- LLIOK;
- 4YepHOAPOOHO yBpeXKaHe;
- OCTpa JIKOX0JIHAa HHTOKCUKALIUS, AJIKOXOJIU3bM,;
- KbpPMEHE.

4.4 ChoeuuajiHH NpeaynpexaeHHs H NpeaAna3Hu MepKH npH ynorpebda

Ob6u
FO3uMeT He TpsAOBa 1a ce W3Mon3Ba NMpu nauuMeHT ¢ Adader tun 1 v He TpsAbBa Aa cu U310J13Ba 32
JieyeHUe Ha AuabeTHa KeToauua03a.

OcCTbp NaHKpPEaTUT
Ynorpebara Ha DPP-4 uHXUOMTOpPH € CBbp3aHa C pUCK OT pa3BUTHE HA OCTLP NaHkpeaTuT. llauueHTure
TpsibBa na ObaaT MHPOPMHUPAHHM 32 XapaKTEPHUS CAMIITOM Ha OCTbP MAHKPEATUT: NEPCUCTHUPALLA, MHOIO
CHJIHA KopeMHa 6oska. Cnea npekpaTsBaHe Ha CUTArJIMIITHH ce HabJlojaBa OTLIYMSIBAHE Ha MAHKpeaTuTa
(cbe uM 6€3 noAAbPXKALLO JICYEHHE), HO B MHOIO PEIKM CJiy4yau € CbOoOLLaBaHo 32 HEKPOTHU3HpaLLl HJIH
XEMOparv4yeH naHKpeaTuT ¥/ UM CMbPT. AKO UMa CbMHEHHA 3a [MaHKpeaTHT, TpsOBa 1a




naHKpeaTuT, npueMbT Ha KO3umeT He TpsabBa aa ce Bb300HOBsBa. HE00X0AMMO € NOBHILIEHO BHUMAHHUE
[IpH MALlMEHTH C aHaMHe3a 3a NaHKPEeaTHT.

JlakTaTHa auma03a

JlakTaTHaTa alu103a, MHOrO PAAKO, HO CEPUO3HO METADOJIMTHO YCII0XKHEHUE, HAH-4E€CTO HACTBIIBA MPH
OCTpO BJIOLLIaBaHe Ha ObOpeyHaTa QyHKUHUS, KapAHO-peCUpaTOpHO 3a00JIsIBaHE UK CETICHUC.
HarpynBaHneTto Ha MeTOPMHH HACTLIIBA NPH OCTPO BJIOLIaBaHe Ha ObOpeyHara QyHKUMs U yBEIMYaBa
pHCKa OT JIaKTaTHA alKa03a.

B cnyu4aii Ha aexuaparauus (T€XKO MOBpbIUAHE, AUAPHS, TPECKA WM HAMAJIEH MPUEM HA TEYHOCTH)
TpsAOBa BpEMEHHO J1a C€ CIpe MPUeMbT Ha MET(POPMHH U € IIPENOPHbUYUTENHO J1a CE YCTAHOBH Bpb3Ka C
MEIUIMHCKHU CNELMAITUCT.

[IppemMBbT Ha NleKapCTBEHU NMPOAYKTH, KOUTO MOraT OCTpO Aa yBpeaar ObOpeuHnara ¢pyHkuus (karo
aHTHUXUNEpTeH3uBHU cpeacTBa, auypetuud 1 HCIIBC) TpsibBa na ce 3ano4yHe ¢ NOBUILIEHO BHUMAHHUE NMpHU
MalMHEeHTH, JIEKYBaHH ¢ MeTHOpMHUH. JIpyru puCcKOBH (aKTOPH 3a JIaKTaTHA alli103a ca PEKOMEPEH
MpUEeM Ha ajJKoXo0Jl, YepHOAPOOHA HEAOCTATBYHOCT, HEAOCTATbYHO KOHTPOJIMPaH AMaleT, KeTo3a,
MPOABJ/KUTENHO IJ1aJlyBaHE U BCAKAKBU CbCTOSHUS, CBbP3aHHU C XUIIOKCHS, KAKTO U €lHOBpEMEHHATa
ynotpeba Ha JleKkapCTBEHH NMPOAYKTH, KOMTO MOrar Jia NpUYMHAT JIaKTaTHA auuao3a (Bx. Touku 4.3 u 4.5).

[TaunenTuTe W/unu GonHoraeaauuTe TpsidbBa Aa ObaaT HHPOPMUPAHU 32 PUCKA OT JIAKTATHA al[M1034.
JlakTaTHaTa alKA03a C€ XapaKTepu3upa ¢ alli103Ha AMCIHEs, KOpeMHa 00Jika, MyCKYJIHH KpaMIlH,
aCTEHUSA U XUIIOTEPMHS, NOC/EABaHU OT koMa. B ciyyaii Ha CbMHEHHE 3a CUMIITOMU NMAaLMUEHTHT TpsiOBa
a cripe npueMa Ha MeT(OpMHUH U He3abaBHO [a MOThPCH JeKapcka noMoul. JJHarHoCTHYHHUTE
nabopaTOpHH HAXOJKH Ca MOHHXKEHO KpbBHO pH (<7,35), NOBHILIEHU HUBA Ha MJIa3MEHHUS JIaKTaT

(>5 mmol/l) 1 noBulIEHa aHKOHHA Pa3JIMKa U ChOTHOLIEHUE JIAaKTaT/IMpYBaT.

bubpeyna pyHkuUHS

[Ipenu 3anouBaHe Ha JieueHHETO TpAOBa 1a ce HanpaBH oueHka Ha ctoiHocTUTe HA GFR M peposHO cnen
ToBa (BX. Touka 4.2). FO3umer e nporrBonoka3zad npu nauueHT ¢ GFR<30 ml/mMuH u tpsibBa aa Obae
BPEMEHHO CIPSAH MPU HAJIMYHUE HA CbCTOSHUS, KOUTO NMPOMEHAT ObOpeuHara pyHKuUUs (BXK. Touka 4.3).

XHUIOIJTUKEMHU S

[TauuenTH, nonyuasaiu KO3umer B KOMOMHALIMSA CHC CYJIQOHMUITYPES MK C HHCYJIMH, MOXE /la ca
M3JIOXKEHHU Ha PUCK OT XuroraukeMus. CiieoBaTesIHO, MOXeE J1a € He0OX0AUMO HaMaJlsiBaHE Ha J03aTa Ha
CyN(POHUIIYpesiTa UJIK HA UHCYJIMHA.

Peakiinu Ha CBPbX4YBCTBUTEIHOCT
MMa nocTMapKeTHHIOBU ChOOLLIEHUS 3a CEPUO3HU pPEaKUMHU HAa CBPBXUYYBCTBUTEIHOCT MPH MALUEHTH
JIEKYBaHHU CbC CUTArUNTUH. Te3u peakuuu BKIOYBAT aHA(PHUIAKCHS, aHTHOEAEM U EeKCPOJIMATHBHH
ChCTOSSHHUSA HA KOXaTa, BKJIIOYMTETHO CUHAPOM Ha Stevens-Johnson. Hayanoro Ha T€3u peakliMy HacTbIIBa
B paMKMTE Ha MbPBUTE TPHU MECELA OT 3alI0YBAHE HA JICYEHUETO ChC CUTArJIMIITUH, HAKOHU Clly4au
HACTBIIBAT CJie/l MbpBaTa /103a. AKO C€ [0/103Upa peaKkiMs Ha CBPbX4YyBCTBHUTEIHOCT, IPHEMBT Ha
O3umer TpsbBa na ce npekparu, TpsOBa Aa ce OLEHST APYrd NOTEHUHAJIHU IPUYUHHK HA CBOUTHETO H
TpsOBa Ja ce Ha3Ha4M aITEpPHATUBHO JIEYEHUE Ha auadera (BX. To4uka 4.8).

bynosed nemburoun




[Ipn nauueHTy, npuemaiiy DPP-4 uHXUOUTOPH, BKIKOUUTETHO CUTATJIMIITUH, HMA MTOCTMApPKETUHIOBH
cboO11IeHHUs 3a Oy103eH nemdurona. AKO iMa CbMHEHHUA 3a Oysi03eH neMmpurous, npuemMsT Ha KO3umer
TpsiOBa Ja Ce NpeyCTaHOBH.

Onepaumus

IO3umeT TpsOBa 1a ce cnipe 1o BpeMe Ha onepauus rnoj ooua, CnMHajlHa WM enuaypajiHa aHeCTe3HU .
Jleuennero moxe na 6b1e Bb30OHOBEHO HE MO-paHo OT 48 yaca cie/l onepauusaTa Ujiv Bb300HOBSABAHETO
Ha XpaHEHEeTO Mpe3 yCTa, U MpH ycJioBHE Ye ObOpeuHaTa QyHKLMSA € OLEHEHA OTHOBO U € YCTAHOBEHO, 4Ye
e crabuiiHa.

[IpusioxeHue Ha HOAMPAHU KOHTPACTHH BELIECTBA

BbTpechbA0BOTO NPHII0KEHHE HA HOAMPAHH KOHTPACTHH BELLECTBA MOXE [1a A0BE/IE 0 KOHTPACT-
HHAYLMpaHa HedponaTus, BOAECILIA 10 HATPYIBAHETO HA MET(POPMHUH M MOBHUILIEH PUCK OT JIaKTaTHA
anunosa. lO3umer TpsabBa 1a ce cnpe npeau uiM rno BpeMe Ha npoueaypara 3a obpa3Ha JHarHoCTHKa U HE
TpsbBa J1a ce Bb300OHOBsABA 0 Haii-Manko 48 yaca ciel ToBa, npH ycaoBue ye ObOpeuHara pyHKUUS €
OlIEHEHAa OTHOBO M € YCTaHOBEHO, 4e € cTabuiaHa (Bx. Touku 4.3 u 4.5).

[IpomMsiHa B KTMHUYHHUS CTATYC HA NALMEHTH C KOHTPOJUpaH auaber Tvn 2

[TaumenTu ¢ auaber Tun 2, npeau Tosa J00pe KOHTpoIUpaH ¢ KO3uMeT, KOUTO pa3BUBAT OTKIOHEHHUS B
nabopaTopHHU MoKa3aTe/Ii WK KJIMHUYHO 3abonsBaHe (Hai-Be4ye HEACHO MK ¢1abo nedHHUpPaHO
3a00/1s1BaHe) TpsiOBa He3a0aBHO [1a CE€ OLICHAT 3a HAJIMYME Ha KeToalMA03a WM JIaKTaTHa allia03a.
OueHkara TpsOBa /1a BKJIIOYBA CEPYMHH €/IEKTPOJUTH M KETOHH, KpbBHA 3aXxap M ako ce Hajara pH Ha
KpbBTa, HUBA HA JIAKTAT, MMPyBaT U METGOPMHH. AKO Ce MOSIBY alli103a, B KOSATO U Jia € popma,
neyeHueTo TpsadBa 1a ce crnpe He3abaBHO U TpsAOBa Aa ce npeanpueMar NOAXOAALLM MPOTUBOAECHCTBALLIM
MEPKH.

JlepuuuT Ha BUTAaMHUH B2

MeTtdopMHH MOXeE J1a HAMAJIM CEPYMHHTE HUBA HA BUTaMHH B2. PUCKBT OT HUCKH HHBA HA BUTAMMH
B2 ce yBesiMyaBa ¢ yBeJlMuYaBaHe Ha J03aTa METQOPMHH, MPOAB/KUTETHOCTTA HA JIEYEHUETO U/UJIH
NpH NaUUEHTH C PUCKOBU (PaKTOPH, 32 KOUTO € U3BECTHO, Y€ MPUYHHABAT A€PHULUMT HA BUTaMUH B12. B
C/ly4yail Ha CbMHEHHE 3a AePUUUT HAa BUTaMHUH B2 (KaTO aHEeMHUs WJIM HEBPOMATHs ), CEpPyMHHUTE HUBA
Ha BUTaMuH B, TpsOBa aa ce npocneassar. [lepuoaudHo npocieasBaHe Ha BATaMUH Bz Moxe 1a ce
HaJIOXKH MPH MaLMEHTH ¢ PUCKOBH (akTopH 3a AeduuuT HAa BUTaMHUH Bi,. Tepanusita ¢ MeTdpopMuH
TpsiOBa Ja NPOABJIKH, JOKATO CE MOHACH A00pe U HE € NPOTHUBOIOKA3aHa, U a C€ OCUI'YpPH
MOAXOAALLO KOPUTHPALLO JICYEHHUE 3a 1ePULMT HAa BUTAMHH B2 B CbOTBETCTBUE C HACTOSILIUTE
KJIMHUYHU HACOKH.

[IoMOLIHK BellleCTBA
To3u nekapcTBeH NPOAYKT ChbAbpxka 1o-Manko ot 1 mmol Hatpuii (23 mg) Ha TabieTka, T.€. MOXeE Aa ce
KaXke, 4€ MPAaKTUYECKH HE CbAbPXKa HATPHUM.

4.5 B3aumojeidicTBHe C APYIH JIEKAPCTBEHH NPOAYKTH H APYrd GOpMH Ha B3aUMOJeHCTBHE

EHOBpeMEHHOTO MHOIOKPATHO MpuJaraie Ha cutaraunTtuH (50 mg aBa MbTH AHEBHO) H METHOPMUH
(1000 mg nBa NbTH AHEBHO) HE € MPOMEHHUJIO 3HAYUTEHO (PAPMAKOKHHETUKATA KAKTO JMEeNTALTTPHIRH,

&&Hﬁ”ﬂ Mo

Taka U Ha MET(OPMHH [PH NMALMEHTH C AUadeT Tun 2.




He ca u3BbpiiBaHu npoy4YBaHus 3a (papMakOKMHETUYHH JIEKapCTBEHH B3aumoaeicTeus ¢ FO3umer; obaye
TaKuBa NMPOY4YBAHHS Ca MPOBEX/IaHU C OTJAEHUTE aKTUBHYU BELIECTBA, CUTArJIMIITHH ¥ METOOPMHUH.

He ce npenopb4Ba CbIbTCTBALLA YIOTPEDA

AJIKOXON
ANKOXOJIHaTa HHTOKCHKALIMA CE CBbP3Ba C MOBHUILIEH PUCK OT JIAKTaTHA alluA03a, 0COOEHO B Cllyyau Ha
rjiaflyBaHe, HeOXpaHBaHE WJIKM YEpHOAPOOHA HEAOCTATHbYHOCT.

HMoaupaHu KOHTPACTHH BEILECTBA

IO3umert TpsAOBa 3aAbJDKUTENIHO Aa CE CIIPE Npeay MM [0 BpeMe Ha npoueaypara 3a oopasHa
JIMarHOCTHUKA U He TpsOBa J1a ce Bb30OHOBsIBA /10 Ha-MaJKo 48 yaca cjie/ TOBa, PH YCIOBHE Y€
ObOpeuHaTa PyHKLUHS € OLEHEHA OTHOBO U € YCTAHOBEHO, Y€ € cTabuiiHa (BX. TOUKH 4.3 u 4.4).

KoMOuHaluu, U3MCKBALIY NpeANa3Hd MEPKHU MpHU ynorpeda

Hsikon niekapcTBEHH NPOJAYKTH MOTrarT Jia Ce OTpa3AT HebsiaronpusTHO Ha 6bOpeuHaTa PyHKIUS, KOETO
MOX€E J1a YBEJIMYMU PUCKaA OT JlakTaTHa auuao3a, Hanpumep HCIIBC, BKIOUMTEHO CENIEKTUBHU
MHXUOUTOPH Ha LMKJIoOKcUreHasa (COX) I, ACE nuxuburopu, auruoressuH 1l peuentopHu
AHTAaroHUCTH U JUYPETHULIH, 0CO0eHO OpuMKOoBHU auypeTUlM. [Ipu 3anoyBaneTo uam ynorpedbara Ha
TaKWBa NPOAYKTH B KOMOMHALIMA C METHOPMHH € HEOOX0AMMO BHUMATEIIHO NMPOCEASBAHE HA
OBnOpeyHaTa GyHKIUS.

CosnbTcTBaLLaTa ynorpeda Ha JIeKapCTBEHH MPOAYKTH, KOUTO MOBJIMABAT OOLMTE TPAHCIIOPTHU CUCTEMHU
B Ob0peuHuTe TYOYy M, BKIIOYEHU B OBOpEeUHOTO eMMUpaHe Ha MeTHOPMHH (Harnp. HHXUOUTOPH Ha
OpraHM4YHUs KaTHOHEH TpaHcnoprep-2 [OCT2])/MynTuiiekapCTBEHHs U TOKCUH-EKCTPYAUpaLL IPOTEHH
[MATE] karo paHona3uH, BaH1€TaHUO, 10JyTerpaBUp ¥ LUMETH/IMH ), MOraT Ja NMOBUILIAT CUCTEMHATAa
€KCIO31LMs Ha MeTOPMHH U J1a yBEIMUYAT pUCKa OT JJaKTaTHA auuao3a. TpsdBa 1a ce OOMHUCHAT MOJI3UTE
W PUCKOBETE OT CbN'bTCTBALLATa ynoTpeba. TpsdBa aa ce 0OMHUCIH BHUMATEIHO NMPOC/IE/AsSBaHE Ha
rJIMKEMUYHHUSA KOHTPOJI, aAalnTHPAHE Ha J103aTa B PAMKUTE Ha MpPENnopbYMUTEIHATA JO3MPOBKA U IPOMEHH B
JISYEHUETO Ha AuadeTa, Korato TaKkMBa JIEKApCTBEHHM NMPOAYKTH Ce NpuJiarat €IHOBPEMEHHO.

[ TIOKOKOPTUKOMAMTE (MPHUJIaraHy Mo CUCTEMEH M JIOKaJIEH NbT) OeTa-2-arOHUCTHTE U JUYPETHLIMTE UMAT
MPUCBIIO XUIMIEPrIIMKEMUYHO AeicTBUE. [TanmeHnTUTe TpaOBa 1a ce UHPOPMUPAT U MO-4YECTO Ja U3MEPBAT
KpbBHATa CH 3axap, 0COOEHO B HAYAJIOTO HA JICYEHUETO C TAKUBA JIEKAPCTBEHH MPOAYKTH. AKO €
HEe00X0/IMMO, 103aTa HAa AHTUXUNEPTIIMKEMUYHHUS JIEKAPCTBEH MPOAYKT TpsAOBA 1a ce ajanTupa no Bpeme
Ha JIEYEHHE C APYTrUs JIEKAPCTBEH NPOAYKT U MIPHU HETOBOTO MPEKPATSBAHE.

ACE-nHXxubuTopuTe MOrar Ja NOHWXaT HUBaTa Ha KpbBHATAa 3axap. AKO € He00X0AKUMO, J03aTa Ha
AHTUXHUIIEPrIIMKEMHUYHHUS JIEKAPCTBEH MPOAYKT TpsAOBa Aa ce ajanTupa rno BpeMe Ha JICYEHHUETO C JApyTHUs
JIEKapCTBEH MPOAYKT U IIPH HErOBOTO PEKpATABAHE.

EdekTy Ha Apyru JeKapcTBEHU NMPOAYKTH BbPXY CHUTAIIUIITUH

In vitro v KIMHUYHUTE JAHHHU ONMMCAHU NMO-A0NY MPEANoaraT, 4Y¢ pUCKbT OT KIMHHUYHE
B3aUMO/1eHCTBHUS MPH €JHOBPEMEHHO MPHUJIOKEHHE C APYTH JIEKAPCTBEHH MPOAYKF



In vitro npoyuyBaHus noka3Bar, 4¢ OCHOBHHS €H3UM OTIOBOPEH 3a OrpaHUYEHHUs META00JIM3bM Ha
cutarnuntul € CYP3A4, ¢ yyactue Ha CYP2CS. [1pu nauuentu ¢ HopManHa 6b06peyHa pyHkuus,
MeTab0u3MbT, BKIIOYKUTENHO U Yype3 CYP3A4, urpae camo MaJika poJisi B KJIMPbHCA Ha CUTAlJIMIITHH.
MeTaboau3MBbT MOXE 1a UTpae MO-BaXkHa poJid NPU JIMMUHUPAHETO Ha CUTArJIMIITUH B YCJIIOBUS HA OCTPO
OBOpe4vHO yBpexaaHe uin TepMHHaiHa 0b0peyHa HepoctaTbyHOCT (ESRD). Ilopaau Tazu npuyunna e
Bb3MOXXHO MOLIIHU HHXHOUTOPU HA CYP3 A4 (Hanp. KETOKOHA30J1, HTPaKOHa30J1, pPHTOHABHUD,
KJIAPUTPOMMIIMH) a NPOMEHAT (apMaKOKHHETHKATA HA CUTArJIMIITUH NPU NMALUEHTH C TEXKO ObOpeUHO
yBpexane uiu ESRD. Edekture Ha moiHute CYP3A4 nHXUOUTOPH B yCn0oBUS Ha ObOpeuHO
yBpEeX/laHE He Ca OLlEHABAHU MPH KIIMHUYHO MPOY4BaHE.

In vitro npoy4BaHus 3a TPAHCIIOPTA MOKA3BAT, Y€ CUTArJIMIITHH € CYOCTpaT Ha p-IJIMKONPOTEHHA H
TpaHCroprepa Ha opraHii4yHu aHMOHHU-3 (OAT3). OAT3 MeauHpaHHUAT TPAHCIIOPT Ha CUTACJIMIITUH Ce
UHXUOMpA in vitro oT npoOEHEUN ], BBIIPEKU Y€ PUCKDBT OT KJIMHUYHO 3HAYUMHU B3aHUMOACHCTBHUS CE CMATA
3a HUCbK. EqHOBpeMeHHOTO npuiioxxeHHe Ha OAT3 HHXHOUTOPH HE € OLIEHEHO in Vivo.

Luxnocnopun: IlpoBeaeHo € npoy4BaHe 3a OLEeHABaHE Ha €(eKTa Ha LIMKJIOCIIOPUH, MOLLIEH HHXUOUTOP
Ha p-TJIMKONPOTEUHA, BbPXY (PapMaKkOKHHETHKATA HA CUTArJIMNTHH. EJHOBPEMEHHOTO NpPHJIOKEHHE Ha
eAMHUYHA nepopayiHa no3a 100 mg cutariMnTvH M eAMHUYHA nepopaida go3a 600 mg uMKJIOCNOpHH
noBuiaBa AUC U Crnax Ha CUTArJIMIITHH CLOTBETHO ¢ NpUOIM3UTEIHO 29% 1 68%. Te3n npoMeHU BbB
(apMaKOKMHETHKATA HA CUTArJIMIITHH HE CE€ CMATAT 3a KJIMHUYHO 3HAaYMMHU. bbOpeuHHAT KIMPBHC Ha
CUTArJIMNTHH HE € 3HAYMTENHO npomeHeH. CrenoBaTe/IHO, HE C€ 0YaKBaT 3HAYMMHU B3aUMOJEHCTBHSA C

ApPpYIru HHXHﬁHTOpH Ha p-IJIMKOIIPOTCHHA.

Ed)EKTH Ha CUTAIJIMIITHH BbPXY APYI'H JICKADCTBCHH ITPOAYKTH

Jlucokcun: CUTaraunTuH UMa c1ab eekT BbpXy I1a3MeHaTa KOHLUEHTpaLus Ha AMrokCuH. Cren
npuiarasero Ha 0,25 mg AUroKCHH eAHOBpeMEHHO ¢bC 100 mg cuTarmunTUH AHEBHO B IPOAB/DKEHHUE Ha
10 auu, nnasmenata AUC Ha nurokcuH Hapactsa cpenHo ¢ 11%, a nnazmenarta Cmax cpeHo ¢ 18%. He ce
npenopb4yBa KOPUrupaHe Ha A03aTa JUNOKCHH. B ChLIOTO BpeMe, MalMEHTHTE C PUCK OT AMIOKCHHOBA
TOKCHUYHOCT TpsOBa aa Obaar npocneasBaHy 3a TaKkaBa, KOraTo CUTarJMnTHH U JUTOKCHH Ce MpuJarar
€IHOBPEMEHHO.

In vitro naHHUTE NOKA3BAaT, Y€ CUTArNIMIITHH HE NMOTHCKA U HE HHAYyuUupa CYP450 uzoensumure. l1pu
KJIMHHYHHU MTPOYYBaHUS CUTArJIMIITHH HE POMEHS 3Ha4UMO (papMaKOKHUHETHKATa Ha MET(OPMHH,
rnubypua, CHMBacTaTUH, PO3UI/IMTa30H, BappapyuH UM NEPOPaJHH KOHTPALIENITUBH, JaBaHKH in VIvo
JAHHU 3a MaJIka BEpOSATHOCT OT MpPEJAU3BUKBAHE HA B3aUMOAEHCTBUA CbC cyOcTpat HAa CYP3A4,
CYP2C8, CYP2C9 u Tpancnoprepu Ha opraiu4Hd KatTHOHU (OCT). CurarnuntiH Moxe aa obae cnabd
HHXUOUTOpP Ha P-TIMKONPOTEHHA in Vivo.

4.6 @epTuianTeT, 6PEMEHHOCT H KbpPMEHe

bpeMEeHHOCT
Hsima pocTaTh4HO JaHHM OT ynotpedara Ha CUTArJIMIITHH NPpU OpeMEHHH XeHHU. [IpoyuBaHus MpH
YKMBOTHHM MOKAa3BaT pernpoAyKTHUBHA TOKCUYHOCT MPH BUCOKH AO3U CUTArJUINTHUH (BX. TOUYKaA 5.3).

OrpaHMuyeHUTe JaHHHM Npeanosarar, 4ye ynorpedara Ha MeTOpMHUH 1pH OpemeH
MOBHUILLIEH PUCK OT KOHMeHUTAHK Majipopmauuu. ITpoyuBanusaTa ¢ MmeTgopmu



[MOKa3BaT BpeAHH €(eKTH BbB Bpb3Ka ¢ OpeMEHHOCTTa, EMOPUOHAIHOTO Y (pETaTHOTO pa3BUTHUE,
PXJAHETO MJIK [MOCTHATAJIHOTO pa3BUTHE (BX. TOYKA 5.3).

FO3umet He TpsaOBa Aa ce U3noJi3Ba 1o BpeMe Ha OpeMEeHHOCT. AKO NMalMeHTKaTa MCKa Aa 3abpeMeHee UIH
aKO HacCTbIIM OPEMEHHOCT, JICYEHUETO TPsAOBA Ja Ce NMPEKPATH U NMalMEHTKAaTa Ja NPEMUHE Ha JIEYEHUE C
WHCYJIMH Bb3MOXHO Hal-CKOpO.

KbpMmeHe

He ca npoBex/JaHu Npoy4BaHUs NIPU KbPMELLH XXUBOTHU C KOMOMHUpPAHUTE aKTUBHH BELECTBA HA TO3U
nekapcTBeH NpoaykT. [Ipu npoyyBaHus NpoBeXAaHHU C OTACIHMUTE aKTUBHH BELLUECTBA U CUTATJIMIITHH, U
MeTHOPMHUH Ce eKCKPETUPAT B MIISAKOTO Ha JIakTHpallu mirsxose. [Ipu xopa MeETOpMHH C€ EKCKpeTUpa B
KbpMaTa B MaJIKM Kosim4ecTBa. He € U3BEeCTHO Jajid CUTarJIMITUH C€ EKCKPETHpa B KbpMara.
CnenoBarenno KO3umer He TpsaOBa aa ce U3M0J3Ba MPH KEHU, KOUTO KbpPMSAT (BX. TOUKa 4.3).

DOepTHINTET
JIaHHHUTE OT NPOYy4YBaHUS MPH KUBOTHU HE MPEANoaraT BIUsIHUE BbPXY (PEPTUIIMTETA HA MBXKH U
)KEHCKH ILIbXOBE I[IPU TPETHPAHE CbC CUTArJIMIITHH. JIMIICBAT AaHHHU MpPHU Xopa.

4.7 EdexTH BbpXYy cnocoOHOCTTA 32 IN0OHpaHe H padoTa ¢ MaALLIHHH

O3uMeT He noBIUsABa UK MOBJIMABA NPEHEOpEeXUMO CrIOCOOHOCTTA 32 wodupaHe U pabora ¢ MaiMHU. B
CBLLIOTO BpeMe MpH wodupaHe Uik pabora ¢ MalllMHU, TPSOBa 1a ce UMa NpeABH /I, Y€ NPH CUTATJIUIITHH
ca JI0KJIaiBaHH CJly4yad Ha 3aMaiMBaHE U CbHJIMBOCT.

OcBeH TOBa, NalMEHTUTE TpAOBa J1a Ce Mpeaynpex/1aBaT 3a pUcka OT XUIOrjuKkeMus, korato fO3umer ce
M3M0J13Ba B KOMOMHALIUSA CbC CYJI(MOHUITYPEHHO MPOU3BOAHO HJIM C HHCYJIUH.

4.8 Hexenanu JieKapCTBeHH peaKlHH

Pe3iome Ha npoduia Ha 6e30nacHOCT

HsiMa npoBeieHH TepaneBTHYHU KJIMHUYHU npoy4yBaHus ¢ FO3uMeT TabneTku, HO OMOEKBUBAJIEHTHOCTTA
Ha KOMOHWHALMS OT CUTArIMNITUH U METGOPMHUH € 10Ka3aHa MPHU €JHOBPEMEHHOTO MPUJIOXKEHHUE HA
CUTArJIMIITHH U METPOPMHUH (BXK. TOUKa 5.2).

Cpo0111aBaHM ca CEPUO3HU HEXEJIAHH PEaKIUH, BKIIFOYMTETHO NMAHKPEATUT U pEaKLMM Ha
CBPBXUYYBCTBUTEIHOCT. CboOllaBaHa € XUIOrJIMKEMHUS MIPH KOMOMHALMSA CbC CYI(POHUITY PpEHHO
npou3BoaHO (13,8%) u ¢ uncyauu (10,9%).

CuTaraiunTdH ¥ METQOPMHH

Tabnuuen cnucvxk Ha Hexceranume peaxKyuu

Hexenanure peakuuu ca u30poeHHu no-ao.y ¢ npenopbyBaiutre or MedDRA TepMuHM criopej CUCTEMO-
opraHHa knacudukauus 1 abcomoTHa yecrora (Tabauua 1). [1o yecrora ce onpeaessT KaTo: MHOIO YECTH
(>1/10), yectu (=1/100 no <1/10), neyectu (=1/1 000 no <1/100), peaxu (=1/10 000 xo <1/1 000), MHOTO
penku (<1/10 000) u ¢ Heu3BeCTHA YeCTOTA (OT HAJIMYHUTE JaHHHU HE MOXe Ja Obe HanpaBeHa OLEHKA).

Tab6auna 1: YecToTa HA HeXXeJIAHUTE PeaKIHH YCTAHOBEHH M0 BpeMe Ha miaunedo-kKo
KJHHHYHH NPOYYBAHHSA CbC CHTAIIMNITHH H METQOPMHH CAMOCTOSITE/IHO H NPH
NOCTMAPKETHHIOBHSA OIHT




HexeJiaHna peaknus

YecTOoTa Ha HEXKEJIAHATA pPeaKIHA

Hapymenus Ha KpbBTa H JJHM(QHATA CHCTEMa

TPOMOOLIUTOIIEHHUS

peaKH

HapymeHnsi HA HMYHHATa CHCTEMa

peaKkiL{H Ha CBPbXUYBCTBUTEIHOCT, BKJIIOYUTEHO
aHa(HJIAKTHYHH OTTOBOPH

C HEHU3BECTHA 4YECTOTA

Hapymenusi Ha MeTa060/IH3Ma H XpaHEHETO

XHIOTIMKEMHUS ' YECTH
HaMaJIEHHE Ha HMUBATa Ha BUTAaMHUH B/ neduuut’ 4YECTH
HapymeHnusi Ha HepBHATa CHCTEeMa

CbHJIUBOCT HEYECTH

PecniHpaTOpHH, rPb/IHH H MEIHACTHHAJIHH
HapylLIeHHS

HHTEpCTHIIMaIHA benoapobHa Gonect’

C HEU3BECTHA 4YECTOTA

CromamiHO-4YpeBHH HAPYIUEHHUS

AHapus HEYEeCTH
rajicHe YeCTH
dnaryneHuus 4YECTH
3arnex HEYeCTH
Oosika B ropHara 4acT Ha Kopema HEYeCTH
MOBPBLIAHE YECTH

OCTBp MAHKpeaTuT ' *

C HEHU3BECTHA 4HECTOTAa

¢araneH u HedaTaleH XEMOpParu4yeH u
HEKpOTH3Hpall| MaHKpeaTuT '

C HEU3BCCTHA 4HECTOTA

Hapyumenns Ha KO’KAaTa ¥ NOJKOXKHATA ThKAaH

NpypUTyC’ HEYeCTH

aHruoeznem " C HEM3BECTHA YECTOTA
obpus’,t C HEM3BECTHA YeCTOTa
ypTHKapus '’ C HEH3BECTHA YECTOTa

KOXXEH BaCKyJHT '

C HCH3BCCTHA 4H4CCTOTA

eKC(OJIMAaTUBHU KOXHHU 3a00/1IBaHHUA, BKIHOYHMTEIIHO
cUHApoM Ha Stevens-Johnson ™'

C HCHU3BECTHA 4YE€CTOTa
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Oyno3eH nempurona C HEM3BECTHA YECTOTa

HapyumieHust HA MYCKYJIHO-CKEJIETHATA CHCTEMA H

CheIMHHTEJIHATA ThKaH

apTpairus’ C HEM3BECTHA YeCTOTa
MHAJITHS C HEM3BECTHA YECTOTA
6osKa B KpaliHULUTE C HEM3BECTHA 4ECTOTa
6oska B repba’ C HEM3BECTHA YECTOTa
apTpornaTus C HEM3BECTHA YECTOTA

Hapymenus Ha Ob0penuTe H NHKOYHHTE MbTHILA

HapylieHa Ob0peuHa pyHKuMs C HEM3BECTHA Y€CTOTa

ocTpa 6b0peuHa HEI0CTATBYHOCT C HEM3BECTHA YECTOTA

"Hexxenanure peakuuu ca HAeHTU(ULUPAHH 110 BPEME HA MOCTMAPKETHHIOBOTO HA0IOICHHUE.
' Bux Touka 4.4.
* Buxxte npoyusanemo 3a bezonachocm no omHouerue Ha cvpoedno-cboogama cucmema TECOS no-

J10JTy .

OnucaHue Ha H30paHHU HEXKEJIAHU PEaKLUH

Hsxou HexenaHu peakliy ca HaboaBaHMu MO-4eCTO MpU NMPOy4YBaHHUA 3a KOMOMHMpaHa yrnorpeda Ha
CUTArJIMIITHH U MeT(HOPMHH C Apyrd aHTHIHA0ETHHU JIEKAPCTBEHHU MNPOAYKTH B CPaBHEHUE C MPOYUYBAHUS
Ha CHTArJIMITHH U METGOPMHUH CAMOCTOATENIHO. Te BKJIHOYBAT XMIOMIMKEMHs (KaTerop1s Ha 4ecToTa
 MHOI'0O 4eCTH”’ CbC CYJI(POHHITYPEHHO MPOU3BOAHO HJIH MHCYJIUH), 3aMeK (,,4eCTH CbC CYJI(POHHITYPEHHO
[NPOU3BOIHO), NeprdepeH OTOK (,,4€CTH” C MUOrJIUTA30H) U I71aBodOJIME U CyXOoTa B ycTara (,,HEYECTH  C
HHCYJIUH).

Cumaziunmun

[Ipu npoyuBaHus BbpXY MOHOTepanus cbC cutarjunTiH 100 mg BeAHBXK JHEBHO CAMOCTOSATEIHO B
cpaBHeHHMeE ¢ mianedo, CbOOLIEHUTE HEXENaHU peaKLMU ca ri1aBodosve, XUMOrjiuKeMHus, 3areK 1
3aMalBaHe.

Cpen Te3u NalMEHTH HeXeJaHUTE CbOUTHSA, ChOO1IIaBaHH HE3aBUCHMO OT IPUYHHHO-CJIEICTBEHA BPb3Ka C
JIEKapCTBEHUSA MPOJYKT, C YeCTOTa Hail-Manko 5%, BKIOYBAT HHPEKLIMH HA TOPHUTE JAUXATEJIHH TbTHILA
u Hazo(papuHrut. OCBEH TOBa, Ca CbOOLLIEHH OCTEOAPTPHUT U OOJIKA B KpaWHHHULIUTE, C YECTOTA HEYECTH
(>0,5% no-BHcOKa Cpe/l YYaCTHULUTE, MOJYUYHJIM CUTATJIMIITHH, OTKOJKOTO Ta3M B KOHTPOJIHATA I'PyNa).

Memdghopmun
CtoMallHO-4YpEBHH CUMIITOMH Ca CbOOIIIaBaHU MHOIO YE€CTO MPH KIMHUYHU MPOYYBAHUS U MPH
nocTMapkeTHHronara ynorpe6ta Ha mergopMut. CTOMalIHO-YPEBHUTE CUMIITOMM KaTo rajieHe,
noBpbliaHe, [uapus, 6ojka B kopeMa U 3aryba Ha aneTUT ce MosBsABaT [0-4€CTO MPH 3ar0YBaHE HA
JIEYEHHETO U B MOBEYETO CJIy4yau NMPEMUHABAT CIIOHTAHHO. JJONbIHUTEIHN HEXENAHH PEaKLMH, CBbP3aHH
¢ MeT(POpPMHH, BKJIIOYBAT METaJIEH BKYC (YECTH); JaKTaTHA allMA03a, HapYILEHUs Ha YEPHOApOOHaTa
byHKUHUSA, XeNaTUT, YPTHKAPUS, EpUTEMA U CbPOEX (MHOIO PEAKH).

KaTteropuure no 4ecrora ce OCHOBaBaT Ha HajdM4HaTa UHGopmalus B Kparkara xapakre
npoaykTa Ha MetdopMuH, onodbpena B EC.
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[leguaTpuyHa nonyaanus

B kTHHUYHH NPOYy4YBaHHs C KOMOMHALIMA OT CUTArJUIITAH U METOOPMHH TPHU NEIUATPUUYHH MALIUEHTH CBHC
3axapeH auabet Tun 2 Ha Bb3pacT oT 10 10 17 roguHu NpoHIIbT HAa HEXEJIAHUTE PEAKLIMU KAaTO LSO €
CpPaBHUM C TO3M, HA0/II0aBaH MpPH Bb3pacTHU. [Ipu neavaTpuyHu NauMeHTH, KOUTO Ca UJIM HE Ca Ha
OCHOBHO JICYEHHUE C HHCYJIMH, CUTAlJIMIITHH CE CBbP3Ba C MTOBUILIEH PUCK OT XUITOTTTHKEMHUS.

IIpoyusane 3a bezonachocm no omuowenue Ha copoeyHo-cvoosama cucmema TECOS

U3nuTBaHETO, OLEHABALLO ChbPACYHO-CH/IOBUTE PE3YJITATH NPH JIeYeHUE CbC cuTaraunTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BkntouBa 7 332 nauueHTH, JIEKyBaHH ChC
100 mg curarnunTUH AHEBHO (MM S0 mg AHEBHO, aKO U3XOAHHUTE CTOMHOCTH Ha U3YHMCIIEHaTa CKOPOCT Ha
rnomepyina punrpauus (€GFR) ca >30 u <50 ml/mun/1,73 m?), u 7 339 naunenTu Ha niaaue6o B
intention-to-treat (ITT) nonynauusra. /{Bere jeyeHus ca 100aBeHH KbM OOUYaHHUTE MPUXKH CHIJIACHO
MecTHUTe cTaHaapTu 3a HbA . ¥ cbpaeYHO-CBH/I0BH pUCKOBHU (PakTOpHu. OOL1aTa 4ECTOTA HA CEPUO3HHUTE
HeXXeaHU CbOUTHA NPH NALMEHTH, NOJy4YaBallld CUTATJIMIITHH, € CXO/IHA C Ta3H MPH MALUEHTHUTE,
noJiy4yaBaiiy mnjaneodo.

B intention-to-treat nonyiauusaTa cpea NalMEHTUTE, KOUTO M3IOA3BAT MHCYJIMH W/ MIIH CYJIPOHHITypes Ha
M3XO0JIHO HMBO, YECTOTATA HAa TE€XKa XUIOrJukeMus € 2,7% npu NauMeHTUTE, JEKyBaHH CbC CUTArJIUNTHH
1 2,5% npu nayueHTHTE Ha niauebo; cpea NnauueHTHUTE, KOUTO HE H3I0N3BAT HHCYJIMH W/HIH
cyJipOHUITypesi Ha U3XOAHO HMBO, YECTOTATa Ha TexKa Xunoriaukemus € 1,0% npu nauueHTure, JieKy BaHH
cbe cutarnunTuH U 0,7% npu nauueHTuTe Ha miaunedo. Yecrorara Ha NOTBbPAEHU CbOUTHSA, OTIaBaHH Ha
naHkpeaturt, € 0,3% npu nayueHTUTe, JeKyBaHU CbC cUTarmunTUH U 0,2% npu nauMeHTuTe Ha niauedo.

CrobuiaBaHe Ha NOAO3MPAHU HEKENIAHU PEAKLIMU

CrobuiaBaHeTo Ha NOA03MPaHM HEXEJIaHU peaKklMy Clie[] pa3peliaBaHe 3a yrnorpeda Ha JieKkapCTBEHHS
MPOAYKT € BaxkHO. ToBa no3BosisiBa a NpOab/DKU HaOMIOAEHHMETO HAa CbOTHOLEHHETO M10J138/pPUCK 32
NeKapcTBeHUs NpoAyKT. OT MEAMLMHCKUTE CIIELMAJIMCTH CE€ M3UCKBA Ja ChoOIaBaT BCsKa NoA03HpaHa
HeXKeJlaHa peakiys Ype3 HallMOHaJIHAa cUCcTeMa 3a cboOuLlaBaHe kbM U3nmbiaHuTE/IHATA areHus 1o
nekapcTBarta, yi. ,,Jlamsu ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebeaitt: www.bda.bg.

4.9 Ilpexozupane

[Ipu KOHTPOJIMPAHU KIMHUYHHU MPOYYBAHHUS CbC 3IpaBH YYACTHHLHM CE MpUarat €IHOKpaTHH J03H 10
800 mg curarnunTiH. MMHUMaHO yab/pkaBaHe Ha QTc, KOeTo He ce cuMTa 3a KIIMHUYHO 3Ha4YMMO, C€
HabmoaaBa npu eHo npoy4dsaHe ¢ g03a ot 800 mg curarnuntuH. HsaMa onut ¢ 1034 Hag 800 mg npu
KJIMHAYHMU npoy4BaHus. [1pu npoyuBanusi @a3a | ¢ MHOroKkpaTHO npuJjiaraie, HiMa CBbp3aHH C Jl03aTa
KIMHUYHHA HEXEJJaHM JIEKAPCTBEHHU peaki MM, HaboqaBaHM MPU CUTATJIMIITHH € 1034 10 600 mg AHEBHO
3a nepuoau 10 10 auu 1 400 mg qHeBHO 3a nepuoaM 10 28 IHH.

["onsMo npeno3upaHe ¢ METGOPMHUH (WM eIHOBPEMEHHO CHILECTBYBALL PUCK OT JIaKTaTHA allMA03a)
MOXe€ /1a IOBEJIE 10 JIAKTaTHA allk103a, KOATO € CrelleH MeMLIMHCKH cily4ail u TpsOBa a ce eKyBa B
oonuuua. Haii-eekTHBHUAT METO/I 3a OTCTPAHsABaHE HA JlaKTaTa U METGOPMHHA € XEMOAMAIU3aTa.

[Ipu KkIMHUYHHU npoy4YBaHus npubau3uTesHo 13,5% ot ao3ara ce OTCTpaHsABa MPH NMPOAbJ/KABS
4 yaca xeMoauanu3Ha cecus. [Ipu npenexka 3a KIMHHYHA HEOOXOAMMOCT MOXE J1a ce HeTIRHA:
MPOABJ/DKUTE/HA AWain3a. He € H3BeCTHO Ja/IM CUTArJIMIITHH C€ JHaIM3Upa MPH Neps
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B ciyuyaii Ha npeao3upaHe € NOAXOAALIO [a Ce npeanpueMar OOMKHOBEHUTE MOAAbPKALLUK MEPKH, KaTO
OTCTpaHsBaHEe Ha HeabcopOupaHus MaTepuall OT CTOMALLIHO-YPEBHUSA TPaKT, KJIMHHYHO Ha0oneHHue
(BKJIFOUMTEIIHO U €JIEKTPOKApAMOrpaMa) v Npu HY»XJa 3arno4yBaHe Ha MOAAbPKALLO JICUYCHHE.

5. ®APMAKOJIOT'HYHU CBOUCTBA

5.1 dapMakoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTUYHa rpyna: AHTUAHA0ETHH JieKkapcTBa, KOMOMHALMM OT NEPOPAJIHH JIeKapCTBa 3a
HaMaJisiBaHe Ha KpbBHaTa 3axap, ATC kon: A10BDO7

FO3umeT kOMOMHMPA ABa AaHTUXMUIIEPIIIUKEMUYHH JIEKAPCTBEHH MPOAYKTA C JOIMbJIBALL CE MEXaHU3bM Ha
neicTBue 3a nojobpsBaHe HA MNIMKEMUYHHS KOHTPOJI [PH NaLMEHTH C JMa0eT TUM 2: CUTArIUIITHH ,
aunentuaua nentuaasa 4 (DPP-4) unxuburop 1 METPOPMUHOB XUIPOXJIOPHU, NPEACTABUTEI Ha Kjlaca Ha
OMrBaHUAMHHUTE.

CuTaraiunTvH

Mexarnusvm na oeucmeue

CHTarJMnTHH € NepopajHO aKTHBEH, MOLLEH U BUCOKOCEJIEKTUBEH UHXHOUTOP HA €H3WMa JUNENTH NI
nentuaaia 4 (DPP-4) 3a neyenue Ha auader tun 2. Uuxuburopure Ha DPP-4 ca knac BelecTsa, KOUTO
JeHCcTBAT KaTO €EHXaHCepH HA MHKpEeTHH. Ype3 nHxubupane Ha eH3uma DPP-4, cutarnunTuH noBuilaBa
HUBATa Ha /1Ba U3BECTHU aKTUBHH HHKPETHH XOPMOHA, IroKaroH-noaooHus nentua-1 (GLP-1) u
rJII0K03a-3aBUCMMUA HHCYauHOTponeH noaunentuf (GIP). MHkpeTHHUTE ca 4acT OT €eHJA0reHHa CUCTEMA,
y4yacTBallla BbB (DM3HOJOrMYHATA PEryJjalusa Ha riloKo3HaTa Xxomeocrtasa. Korato kOHUEHTpaUUMUTE Ha
KpbBHATa 3axap ca HopMaiaHu uiau nouiueHu, GLP-1 u GIP 3acunBat cuHTe3a U 0CBOOOXK1aBaHETO HA
MHCYJIMH OT naHkpeaTuuyHuTe 6era-kineTku. OcBeH ToBa, GLP-1 HaMalisiBa cexpeuusiTa Ha rIFoKaroH ot
MaHKpeaTH4YHUTE ajida KIETKH, BOACHKH 10 HaMaJICHO IPOU3BOACTBO HA YepHOAPOOHa rioko3a. Koraro
HUBATa Ha IJII0K03a B KPbBTa Ca HUCKH, OCBOD0X1aBAHETO HA HHCYJIMH HE C€ CTUMYJIMpPA U CEKpeLUsaTa Ha
rJIFOKAroH He ce noTucka. CUTArJUMNTUH € MOLUEH U BUCOKO CEJIEKTUBEH UHXUOUTOP Ha eH3uMa DPP-4 u
He HHXHOMpa cxonHHUTE NOo cTpykTypa eH3uMu DPP-8 uiau DPP-9 B TepaneBTHYHH KOHLIEHTPALMH.
CHUTarjJMnTHH ce pa3jiMyaBa o XMMHYHA CTPYKTYpa ¥ (papMakoJOru4Ho AeicTBre OT aHasio3ute Ha GLP-
1, HHCYIMH, CYIPOHHITYPES UK METJIMTUHHUAH, OUrBAaHUAMHH, arOHUCTH HA aKTHBUPAHHUSA OT MEPOKCHU30M
nponudeparopa rama-peuentop (PPARY), anda-rmoko3znaazin HHXMOMTOPH M aHAIO3U Ha AMHUJIKH.

[Ipu ABYAHEBHO MPOY4YBaHE HA 3APaBH YYACTHULIH, CHTATJIMIITHH, TIPHUJIOKEH CAMOCTOSATE/IHO, MOBUILIABA
akTuBHaTa GLP-1 koHLeHTpauus, 10KaTO METGOPMHUH MPUJIOKEH CAMOCTOSTEJIHO, [TOBHIIIaBa aKTUBHATA
1 obara GLP-1 koHUEeHTpauus B CXOAHA CTEIEH.

EnHOBpEeMEHHOTO NpHJaraHe Ha CUTarJIMNTHH U METQPOPMHH MMa aIUTHBEH €(EKT BbpXYy aKTHBHATa
GLP-1 xonuenTpauus. CUTarjIMnTuH, 3a paszjinka or MeTOpMHH, noBuiuasa aktuBHara GIP
KOHLIEHTpALUA.

Knunuuna egpuxacrnocm u bezonacnocm
KaTo usno, CHTarJiMnTHH nogoopsBa rIMKEMHYHUS KOHTPOJI, KOraTo e M3I10J13Ba KaTo ca
MM KOMOMHHPAHO JIeYEHUE NPU Bb3PACTHHU NMALUMEHTH ¢ quabder Ttum 2.

13



[Ipy KJIMHUYHM NPOYYBAHMS, CUTAMJIMIITHH KATO MOHOTEpANHUs 1o j00psaBa rIMKEMHUYHUS KOHTPOJI Ype3
3HAYUTEJIHO HaMasieHue Ha XxemornobuH Ajc (HbA|c) 1 riroko3ara Ha riiaiHo U Clief] XpaHEHE.
Hamanenuero Ha ma3MeHara riroko3a Ha riaaHo (FPG) e HabnronaBano Ha 3-Ta ceqMMLa, MbpBaTa
BpeMeEBa TO4Ka, B KOATO € u3mepeHa FPG. HabntonasanaTta yecTora Ha XMNOTTUKEMHUS NIPU NMAaLMEHTH,
JIEKYBAHHU CbC CUTArJIMIITUH € moAaobHa ¢ Ta3u npu miaauedo. TenecHOTo TEryo HE CE € YBEIUYHUIIO CIPAMO
M3XOJIHUTE CTOMHOCTH MpH JIeYEHHE CbC cCUTArNMNTUH. Habo1aBaHo € noj00peHre Ha CypOraTHUTE
MapKkepH Ha yHKLMOHMpaHe Ha OeTa-kieTkure, B ToBa yncio HOMA-B (XomeocraseH Moael 3a OLleHKa-
B), CbOTHOLLIEHUETO Ha MPOMHCYJIUH KbM UHCYJIMH U 110KA3aTEIMTE 32 pEaKTUBHOCT HA OE€Ta-KJIETKUTE TIpH
TECTa 3a TOJIEPAHTHOCT IPH YECTO JaBaHE Ha XpaHa.

[IpoyuBaHUs CbC CUTArJIMIITHH B KOMOMHALUMSA ¢ METHOPMUH

[Ipu 24-ceqMu4HO MIaLEeO0-KOHTPOJIUPAHO KJIMHUYHO [TPOYy4YBaHe 3a OliEHKAa Ha €(UKACHOCTTA U
6e3onacHocTTa npu aob6assiHe Ha cutarnunTdH 100 mg BEAHBXK JTHEBHO KbM ChLIECTBYBALLIO JICYEHHE C
MET(HOPMHH, CUTArJIMNITUH OCUTYPABA 3HAYUTEJTHO NMOJ00pEHHUE HA MNIMKEMUYHUTE NTapaMETPH B
cpaBHeHMe ¢ miauebo. [I[pomsHaTa cnpsMo U3XOJIHUTE CTOMHOCTH Ha TEJIECHOTO TErJjo € nogodHa npu
MalMEHTH, JIEKYBAHH CbC CUTArIMNTHH crnpsaMo rauedo. [Ipu ToBa npoyyBaHe uMa rnoaodHa 4yecTora Ha
Cly4au Ha XUIOrJIMKEMHMS MPH NMAUUEHTH, JEKYBAHU CbC CUTArJIMIITUH WJIM 1Jjauedo.

[Ipu 24-ceaMu4HO nuanedO-KOHTPOJIMPAHO aKkTOpaIHO NPOyYBaHE Ha HA4YaJIHO JICYEHHE, CUTArJIMIITHH
50 mg nBa mbTH AHEBHO B koMOuHalus ¢ metdopmuH (500 mg unu 1 000 mg ABa NbTHU AHEBHO) CE
MOCTHra 3HAYUTEJIHO MOJ00pEHHE HA MNIMKEMUYHHUTE NapaMeTpH B CPaBHEHHUE C BCSIKA MOHOTEpaIus.
HamaneHueTo Ha TeIECHOTO TErJ0 NpyU KOMOMHAUMATA CUTATJIMIITHH U METHOPMHUH € NoA0OHO Ha TOBa
Ha0J110/1aBaHO NPH METGOPMHUH CAMOCTOSTE/THO UJTH TU1ane0o0; HAMa NPOMSIHA CIIPSAMO MU3XOJHHUTE
CTOMHOCTH TPH NMALMEHTH HA CUTArJIMNITUH CAMOCTOATENHO. YecToTara Ha XUNOrJMKEMHUs € 11o00Ha cpel
JIEKYBaHUTE T'PYIIH.

[IpoyuBaHe CbC CUTArJUNTHH B KOMOUHALIUS C METQOPMHH U CYJIPOHUITYpES

24-ceIMHYHO 1J1a11e00-KOHTPOJIMPAHO KJIMHUYHO NMPOYYBAHE € MJaHUPAHO J1a OLIEHU e(pUKAaCHOCTTA U
6e3onacHoctTa Ha cutaraunTiH (100 mg BeaHBXK QHEBHO) NpUOAaBEH KbM IIMMENUPHU (CAMOCTOSATEIHO
WM B KOMOHHaUMA ¢ MeTdopMUH). JlI0OaBIHETO HA CUTArJIUIITHH KbM TJIMMENUPUL U MET(POPMHUH,

OCUTypsiBa 3HAYUTEJIHO MOA00pEHHE HA MNIMKEMHUYHHUTE NNapaMeTpH. [lauMeHTuTe, JieKyBaHH ChC
CUTArJIMNTHH UMaAT cj1abo NoBHLLIEHUE Ha TejieCHOTO Terfo (+1,1 kg) B cpaBHEeHUE € TE€3HU, MOJTy4aBaIu

niaanedo.

[IpoyuBaHe cbC CHTArNIUMNTHH B KOMOUHauus ¢ MeThopMuH U PPARY aroHucT

26-ceIMUYHO IM1a1e00-KOHTPOJIMPAHO NMPOYYBAHE € NMPEIHA3HAYEHO a OLEeHHU ePUKACHOCTTA U
6e3onacHocTTa Ha cuTaraunTiH (100 mg BeAHBbX AHEBHO), A100aBEH KbM KOMOUHALIMS HA MHOIJIMTA30H U
MeTdopMHH. J[06aBIHETO HA CUTArJIMIITUH KbM MUOrJIMTA30H U METQOPMHH, OCHTYPsIBa 3HAYUTEIIHH
noaoOpeHUs Ha rNIMKEMUYHHUTE napameTpu. [I[pomsHaTa B TEJECHOTO TErJIO OT U3XOAHO HUBO € 1ogodHa
Ha Ta3M NP NaLKEHTH, JIEKYBAaHH CbC CUTArJIMIITHH, B CPaBHEHHE € miauedo. Yecrorara Ha
XHIIOTJIMKEMHS ChIlO € NoJ00Ha MU MaLUEeHTUTE, JIEKYBaHU ChC CUTArJIMIITHH MY 1iauebo.

[IpoyuBaHe Ha CHTArJUNTUH B KOMOMHALIMS C METOOPMHUH U MHCYJIMH
24-ceAMUYHO NJ1aUeO00-KOHTPOJIMPAHO KIMHHYHO MPOYYBaHE € NpeAHa3HayYeHo Ja OLEHH €(EeKTUBHOCTTA
1 6e3onacHocTTa Ha cutaraunTrH (100 mg BeAHbK JHEBHO) 100ABEH KbM MHCYJIMH (npn G a 103a
3a Hail-manko 10 ceamuum) cbe Uiu 6e3 MmerpopmuH (Hai-manko 1 500 mg). I1pu na /, {“uﬂ_nlv}-?
peJBapUTEIHO CMECEH MHCYJIMH, cpeiHaTa AHeBHa 103a € 70,9 U/queBHo. [1pu nay 45 TIDIR

,55
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HECMECEH MpeABapUTEHO (MEXAUHEH/IPOAB/DKUTETHOACHCTBALL) MHCYJIMH, CPEiHAaTa JHEBHA 1032 €
44 3 U/nneBHo. JlanHuTte OoT 73% OT NalUEHTUTE, KOMTO ca NpueMaid METQOPMHH Ca NMPEACTABEHH B
Tabnuua 2.

Jlo6aBsHETO HAa CUTArJIMIITUH KbM UHCYJIUH OCUTYpPSBa 3HAYUTEIHO NMOA0OpEHHUE HA MNIMKEMUYHUTE
napaMeTpi. HaMa 3HauuTeIHa MPOMSIHA B TEJIECHOTO TErJI0 OT U3XOAHOTO HUBO B ABETE IPYIIH.

Tab6auna 2: Pesyaratu 3a HbA,. npu miane60-kOHTpOIHpaHH IPOYYBAHHSA ¢ KOMOHHHPAHO
JieYeHHe CbhC CHTATJIMITHH H MeTPOpPMHUH™*

Cpeann Kopurupana, cnpsimo
CTOHHOCTH HA oS npoMens njaunebo, cpeaHa

IIpoyuBaHe CIIPSIMO HM3XOJHO =
H3XO0HO HUBO B0 HbA. (%) npomsiia Ha HbA,. (%)
HbA . (%) (95% CI)

CurtarnuntuHd 100 mg

BEJIHbX JHEBHO, 100aBeH 2 0 07 -0.7%4

KbM (DOHOBA TEpanus ¢ ' ' (-0.8, -0.5)

meTdhopmuH' (N=453)

CurarnuntiH 100 mg

BEJIHBX JIHEBHO, 100aBeH

KbM (POHOBA Tepanus ¢ 2 3 0.6 -0.9%

rIMMeEnupu + ' ' (-1.1,-0.7)

MeTHOpPMHH'

(N=115)

Curarnuntud 100 mg 8.8 -1.2" -0.7"+

BEJIHbX JIHEBHO J00aBEH (-1.0, -0.5)

KbM (POHOBA Tepanus C

MMAOIJIMTA30H t+

MET(HOPMHH"

(N=152)

Curarnuntud 100 mg 8.7 -0.78 -0.5%%

BEIHBX JIHEBHO, N10OaBeH (-0.7, -0.4)

KbM (pOHOBaA Tepanus C

MHCYJIMH + MeThOpMHUH'

(N=223)

HayanHo neyeHue (aBa

IbTH JHEBHO)': 1 6t

curariunTdH 50 mg + 8.8 -1.41 (_1' 3. -1.3)

meTdopMuH 500 mg T

(N=183)

HavayiHo neyenue (aBa

'bTH JHEBHO)!: 5 112

curaraunTiH 50 mg + 8.8 -1.97 E_z 3.-1.8)

merdopmuH 1 000 mg R

(N=178)

* [lonmynauusra OT BCHYKH JIEKYBaHH MauMeHTH (intention-to-treat aHau3).
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T Haili-mankuTe cpeAHU KBaJApaTH ca KOPUTMPaHH CIIPSMO CTaTyca Npu NpexXoaHOTO
AHTUXUTIEPTIIMKEMUYHO JICYEHUE U CTOMHOCTTA HA U3XOHO HUBO.

I p<0.001 B cpaBHeHuMe ¢ mianedo uiu rmiauedto + KOMOMHUPAHO JICYEHHUE.

| HbAic (%) Ha 24-Ta ceqmuua

YHbA . (%) Ha 26-Ta ceamuua

§ Hali-masikuTe CpeilHM KBaipaTH ca KOPUrMpaHu 3a ynorpedara Ha HHCYJIMH NPH BU3UTA |
(nMpeaBapUTEIHO CMECEH CPELLy HECMECEH NMPEABAPUTEIHO [MEXIUHEH HIIH NMPOABJ/DKUTETHOAECHCTBALL |) U
U3XO0JHa CTOMHOCT.

[Ipn 52-ceaMUYHO NpOyUBaHe, CpaBHABAILO e(PUKACHOCTTA U Be30nmacHOCTTA MpHU A00aBAHE HA
cutarnunTiH 100 mg BeAHBX JHEBHO WM rIUNU3n (Cy1hoHUIYpeHHO NPOU3BOAHO) NP NALIMEHTH C
HeJ00Bbp MITUKEMHUUYEH KOHTPOJI IPU MOHOTEparnus ¢ METHOPMHUH, CUTANIMIITHH € NOA00OEH Ha rIUMU3U/L
npu noHwxaBaHeTo Ha HbA . (-0,7% cpeaHa npoMmsiHa CIpsIMO W3XOJAHMTE CTOMHOCTH Mpe3 ceaMuULa 52,
CbC cpeaHa ctoHocT Ha HbA . oT npubausurenno 7,5% B asere rpynu). CpeaHara n03a riMnu3ua
W3I10J13BaHa B rpynara 3a cpaBHeHue € 10 mg nHeBHO kaTo npubausutesHo 40% oT nauueHTuTe ce
HYXX/1aAT OT J103a MIIMNU3KA <5 mg/AHEeBHO 0 BpeMe Ha npoyuBaHeTo. Obaye, moBeye nauMeHTH OT
rpyrnaTta Ha CUTArJIMIITHH Ca MPEKbCHAIM MOPaH JIMIICA HA €PUKACHOCT, OTKOJIKOTO B rpynara Ha
raunu3na. [lauMeHTuTe JIeKyBaHu CbC CUTAlrJIMIITHH MOKA3BaT 3HAYMTE/HO CPEAHO MOHMKEHHUE CIPSAMO
U3XOAHUTE CTOMHOCTH HA TeJIECHOTO TerJio (-1,5 kg) B cpaBHEHHME CbC 3HAYMTEIHO TOKAYBAHE HA TErJIOTO
Npd nauMeHTH noayyvasanu raunu3ug (+1,1 kg). B ToBa npoyuBaHe, OTHOLUEHHETO MPOUHCYJIHH KbM
WHCYJIHH, MapKep 3a €PEeKTUBHOCTTA HA MHCYJIMHOBUS CHHTE3 U 0CBOOOX/1aBaHe, Ce NMoo0psBa CbC
CUTArJIMIITHH M CE BJIOLLIABA IPH JICYEHHUE C MIMNHU3UA. YecToTaTa Ha XMIOrIMKEMHS B rpynara Ha
cutaraunTuH (4,9%) e 3HaYuTEHO MO-HMUCKA OT Ta3u B rpynara Ha raunu3ung (32,0%).

24-ceAMUYHO 11J1a1e00-KOHTPOJIMPAHO KJIMHUYHO NpOoy4YBaHe, BKJIKOYBao 660 nauueHTu e
[peAHa3Ha4YEeHo Jia OLEeHU eUKACHOCTTA BOJIELIA 10 HAMAJISBAHE HA MHCYJIMHOBUTE J03H U
oe3onacHocTTa Ha cutarJunTyH (100 mg BeAHBXK AHEBHO), KOrato € npubaBeH KbM MHCYJIMH IJIapXXHUH
CbC UK 0e3 MeTopmuH (noHe 1 500 mg) no BpeMe Ha HHTEH3U(UILIMPAHETO HA MHCYJIMHOBATA TEpall1s.
[Ipn nanuenTH, npuemainy MeTopMuH, uzxoaHara croiHoctT Ha HbA . e 8,70% u HayanHara no3a
nHCYMH € 37 IU/aHeBHo. [lauMeHTUTE ca HHCTPYKTHPAHH Ja TUTPHpPAT TAXHATA /1032 MHCYJIMH IJ1apXKHUH
Bb3 OCHOBA Ha CTOMHOCTHTE Ha KpbBHATA 3axap Ha rjiaJlHO, U3MEPEHHU Ype3 KPbBEH TeCT ¢ YOO aaHe Ha
npbcTa. [Ipu naunenTure, npuemai MeTHOpMHUH, Ha 24-Ta ceAMHULIa, YBEJIMYAaBaHETO HA AHEBHATA 032
HHCYJIMH € 19 IU/qHeBHO Npy MauMeHTH, JIEKYBaHH CbC CUTAraunTUH ¥ 24 IU/qHEeBHO Npu NMayUeHTH Ha
maauedo. [lonmxasanero Ha HbA . npu nauueHTH, NeKyBaHU CbC CUTArJIMNTUH, METGOPMHUH U UHCYJIHH €
-1,35% B cpaBHeHue ¢ -0,90% npu nauueHTH, JIeKyBaHH ¢ riauedo, METGOPMHH U UHCYJIMH, pa3/iMKa OT -
0,45% [95% CI: -0,62; -0,29]. Yectorara Ha xunoraukeMus € 24,9% rnpu nauueHTH, JIEKyBaHU CbC
CUTArJIMNTHH, METGOPMHUH U UHCYJIHH U 37,8 % NnpH NauueHTH, JIEKYBaHH ¢ riaunedo, MeThOpMHUH H
UHCYJIMH. Pa3nukara ce Ab/KM OCHOBHO Ha MO0-BUCOKHUS MPOLEHT MalMEeHTH B rpynara Ha riauedo,
M3MUTAIM 3 WM noBeye enu3oaa Ha xunoraukemus (9,1 cnpsamo 19,8%). Hama pasnuka B yecrorara Ha
TEXKa XUITOTJIMKEMHS.

MeTtdhopMHH

Mexanuzvm Ha oeucmeaue
MeTtdopMuH € OUrBaHUAMH C AHTUXUIIEPrIIMKEMUYEH €DEKT, MOHMKaBAalLll KaKkTo 6a3aiHara, Taka H
ja3MeHara rjiroKo3a cjie/l XpaHeHe. ToH He CTUMYJIMpa HHCYJIMHOBATA CEKPELIMS U CIIEIOBATEIHO HE
MPEAU3BUKA XUIOTJTHKEMMUH.
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MeTtdopMUH MOXKeE J1a ACHCTBA 0 TPH MEXAHU3MA!

- ype3 HaMaJlsiBaHe NMPOAyKLHMATA Ha YepHOAPOOHA I1I0K03a Ype3 UHXHOMpaHe Ha IVIIOKOHeOoreHe3ara
U IJIMKOreHoJIM3ara

- B MYCKYJIMTE, 4p€3 YMEPEHO MOBHIIABAHE HA HHCYJIMHOBATA YyBCTBUTEJIHOCT, MOA00OPABaNKH
nepu¢epHOTO MOEMaHE U YCBOSIBAHE Ha IIIOK03a

- ype3 3abaBsHe Ha aOcopOuuUATa Ha IIKOK03a B ThHKUTE YepBa.

MeTpopMUH CTUMYJIMPA BbTPEKIETHYHUS CUHTE3 HA IVIMKOINEeH Ype3 Bb3JCHCTBHE BbPXY INTMKOIE€H
cCUHTeTa3ata. MeTpopMHH MOBHUILIABA TPAHCIOPTHUSA KAaMalMTET HA CIELIM(PUYHU TUIIOBE MEMOPAHHHU
TpaHcnoptepu Ha rimoko3ara (GLUT-1 u GLUT-4)

Knunuuna egpuxacnocm u besonacnocm

[Ipu xopara, He3aBUCHUMO OT JE€HCTBUETO CH BbPXY INIMKEMHUATA, METOOPMHUH UMa OJ1aronpusaTHH €PEKTH
BbpXY JTUNUAHUA MeTabonu3bM. ToBa ce 10Ka3Ba IpyU TEPaneBTUUYHU KOHUEHTPALMH B KOHTPOJHUPaHH
KJIMHUYHH NPOY4YBaHMsA CbC CpeAHa MPOABb/DKUTENHOCT UK ABJIFOCPOYHH KIHHHUYHU MPOYyYBAHHUS:
MeTHOpMHH HamasiBa 00U xonectepos, LDLc 1 HUBaTa Ha TPUTJTMLIEPUAMTE.

[IpocniektuBHOTO pangoMusupano (UKPDS) npoyysaHe € yCTaHOBHIIO ABJArOCPOYHATA 110132 OT

MHTEH3UBHHMSA KOHTPOJI Ha KpbBHATA 3axap npu Auaber Tun 2. AHAJIM3bT HA Pe3YyJITATUTE NPU NMALUEHTUTE

C HaJIHOPMEHO TerJo, JIEKYBaHH ¢ MET(OPMHUH C/Ie] HEYCIeX C JMeTa CaMOCTOSTENIHO 0KA3BarT:

- 3HAYMTEIHO HamaJieHHe Ha abCOJIIOTHHUS PHCK Ha CBbp3aHuTe ¢ AHabeTa yCJIOXKHEHUs B rpynara Ha
meTdopMHH (29,8 cebuTHs/1 000 mauUueHTOroAMHM) CIPAMO AUETA CAMOCTOSATEIIHO
(43,3 cuOuTHs/1 000 mauuenroroauuu), p=0,0023 u crpsiMo rpynuTe Ha KOMOUHALUA CBC
cyndoHunypes u moHorepanus ¢ MHCYJIMH (40,1 ceOutus/1 000 nanuenroroauuun), p=0,0034

- 3HAYUTETHO HaMaJIeHUE Ha aOCOJIIOTHUS PUCK OT CBbp3aHaTa ¢ AMabeT CMbPTHOCT: MET(HOPMHUH
7,5 cuouTnsa/1 000 naupeHToronquHu, aueta camoctoaTe/HO 12,7 csbutns/1 000 naMeHTOroguHH,
p=0,017

- 3HAYMTEJIHO HaMaJIeHWe Ha abCONMOTHUSA PUCK OT o0l1laTa CMBPTHOCT: MET(HOPMHH
13,5 cu6utns/1 000 nauneHTOroAMHM cripsiMo auera camoctoatreaHo 20,6 cxbutus/1 000
naueHToroauHu, (p=0,011) u cnpsimo rpynute KOMOMHMpaHa CyJIPOHUITYPES U MOHOTEpAIIHS C
MHCYJIUH
18,9 cuOuTHsa/1 000 mauuenroroauuu (p=0,021)

- 3HAYMUTETHO HaMaJIeHHE Ha aOCOJIIOTHUS PUCK OT MHOKapaeH UH(papkT: MeThopMHH 11
crOuTHA/1 000 nauueHTOoroAuHHU, 1uera camoctosaTeHO 18 cubutus/1 000 nauueHTOroquHH,

(p=0,01).

TECOS e pannomu3supaHo npoy4BaHe rnpu 14 671 nauueHTH B intention-to-treat nonyaauusara ¢ HbA
>6,5 1o 8,0%, ¢ yCTaHOBEHO ChPAECYHO-CHA0BO 3a00/IABaHE, KOMTO MOJMy4YaBaT CUTArIMIITHH (7 332)

100 mg nueBHO (uau 50 mg AHEBHO, ako U3xoaHuTe cToiHOCTH Ha eGFR ca >30 u <50 ml/mun/1,73 m?)
uiu niauedo (7 339), nobaBeHu KkbM OOMYAHHUTE MPHUIKU ChIIACHO MECTHUTE CTaHAapTH 3a HbA . U
ChPAEYHO-CHA0BH puckoBU paktopu. [Tauuentu ¢ eGFR <30 ml/mun/1,73 m? He ca BKJIIOYEHU B
npoyuBaHero. M3cneasanara nonynauus Bkiaoysa 2 004 naumeHTH Ha Bb3pacT =75 roqvHu U 3 324
nauueHTu ¢ 6s6peuno yspexaane (¢€GFR<60 ml/mun/1,73 m?).

[To Bpeme Ha npoy4BaHeToO, o011aTa u34MciieHa cpenHa pasnuka (SD) B croiiHocTuTe Ha HbA (. Mexay




[IbpBHYHATA KpaiiHa TOYKA 10 OTHOLIEHUE HA CbPACYHO-CHA0BATa CHCTEMA € ChCTaBHA OT IIbpBAaTa M0sBa
Ha Cbp/I€4HO-CbAOBA CMBPT, HE(aTajleH MUOKapieH HHPAPKT, HedaTaleH HHCYT HIIM XOCTTUTaIM3aLH s
nopajau HectabuHa CTeHOKapAusa. BTopuuHUTE KpaHHMU TOYKH MO OTHOLLUEHHE HA ChPAEYHO-ChA0BATa
CUCTEMa BKJIIOYBAT MMbpBaTa MOsBa Ha CbPACYHO-CHA0BA CMBPT, HEDaTaleH MUOKapA€H HHDAPKT HIIH
HedaTajleH HHCYJIT; TbpBaTa NosABa HA HHAWBHUAYAJHUTE KOMIIOHEHTH Ha ITbpBUYHATa CbCTaBHA; 001La
CMBPTHOCT U XOCIIUTAIM3ALMH NTOPaJH 3aCTONHA ChbpACYHA HEJOCTATBYHOCT.

Cnen npocieasBaHe ¢ MeIMaHa Ha MPOAb/DKMTETHOCT OT 3 FOJAMHHU, CUTArJIMIITHH HE MOBULIABA PUCKA OT
rOJIEMH HEXEJIAaHU ChbPACYHO-CHJA0OBU ChbOUTHS UJIM PUCKA OT XOCIUTAJIM3ALMA [TOPAJH ChbpACYHA
HEJI0CTaTbYHOCT, KOraTo ce 100aBsd KbM OOMYaMHUTE 'PUXKHM NPHU NMALMEHTH C JUA0ET TUI 2 B CPaBHEHHUE C
obuuaiinuTe rpuxu 6e3 cutarnuntul (Tabauua 3).

Tab6auua 3: YecToTH HA KOMOMHHPAHH CHPACYHO-CH/AOBH Pe3YyJ/JITATH H HA KJIIOYOBH BTOPHYHH
pe3yJiTaTH

CHTrarJiMnTHH Ilh1anebo
100 mg
YecToTa YecrToTa
Ha 100 Ha 100 KoeduuuneHr
NanHeHTo- NAalHEHTO- | HA PHCKA p-
N (%) | roamau* | N (%) | roauaun * | (95% CI) croiinoct’ J
AHanu3 B Intention-to-Treat nonyaanusira
bpoii nauMeHTH 7332 7 339
[IbpBHYHa cHCTABHA
KpaHHa TO4YKA
(Cbpae4yHo-Cb10Ba CMBPT,
HedaTaleH MUOKapIeH
HH(papKT, HedaTasieH
HHCYJIT HJIH
XocnuTanu3auus, nopagu | 839 851 0,98 (0,89-
HecTabunHa creHokapaus) | (11,4) | 4,1 (11,6) | 4,2 1,08) 4 <0,001
BropHyHa chbcTaBHA
KpaiHa TO4YKa
(Cbpae4yHo-Cb10Ba CMBPT,
HedaraieH MUOKap/ieH
UHOApKT UK HepataieH | 745 746 0,99 (0,89
HHCYJIT) (10,2) | 3,6 (10,2) | 3,6 1,10) <0,001
Bropuuen pe3yiarar
CobpaeyHo-cba0oBa cMbpT | 380 1.7 366 1,7 1,03 (0,39- 0,711
(52 | (5,0) 1,19)
BcsakakbB BUI MUOKap/EH
HHApKT (PaTasneH u 300 316 0,95 (0,81-
HedaTaeH) 41 |14 | (4,3) 1,5
BcsikakbB BHJI MHCYNIT 178 183
(paraneH u HedaTasieH) (2,4) 0,8 (2,5) 0,9
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XocnuTtanu3auus nopaga | 116 129 0,90 (0,70—
HecTabuJiHa cTeHokapaus | (1,6) 0,5 (1,8) 0,6 1,16) 0,419
CMmbpT nopaau BcsikakBa | 547 537 1,01 (0,90-

MPUYKHA (7,5) 2 (7,3) 2,5 1,14) 0,875
Xocnurajiu3alus, nopaau

CbhpJie4yHa 228 229 1,00 (0,83-
HEIOCTATbYHOCT? (3,1) 1,1 (3,1 1,1 1,20) 0,983

* YecroraTa Ha 100 nanueHToroguHu e uzuncieHa karo 100 x (obuus 6poit nauueHTH ¢ =1 cubutHe no
BpeM€E Ha AOMYCTUMHUSA NMEPUOJ HA EKCIIO3ULUS CIIPSAMO 0011Ms OpOoil MalMEeHTOrOAUHHM Ha NPOCIEAsSBaHE).
T B3 ocHoBa Ha mozen Ha Cox, cTpatuduuMpaH Mo peruoH. 3a CbCTaBHUTE KPaiHU TOUKH,
P-CTOMHOCTHTE ChOTBETCTBAT HA TECT 32 HEUH(HEPUOPHOCT, ThPCell 1a MOKaXeE, Y€ KOSPULMEHTHT HA
pUCKa € no-MaJTbK OT 1,3. 3a BCMUKM JPYrd KpalHU TOYKU P-CTOMHOCTUTE CHbOTBETCTBAT Ha TECT 3a
pa3/IMKUTE B KOC(PULIMEHT HA PUCKA.

I AHanu3bT Ha XOCTIUTAIM3aUMATA TIOPAAU ChbPACYHA HEJOCTATbYHOCT € KOPUTMPaH 3a aHAMHE3a 32
ChpJIEYHA HEJOCTATBYHOCT HA U3XOIHO HUBO.

lleauaTpuyHa nomyjanus

EBporneiickara areHuus o JekapcTBata 0ocBoOOXAaBa OT 3abDKEHUETO 3a MPEAOCTABAHE HA
pe3yJITaTUTE OT NIPOyUYBAHUATA C peepeHTEH IEKAPCTBEH MPOAYKT, ChAbpKalll CUTArTTUITUH/METHOPMHH
BbB BCUYKHU MOArPYNH HA NeAMATPUYHATA MOMyJalus CbC 3axapeH auader tum 2 (BxK. To4ka 4.2 3a
MH(OpMALIMS OTHOCHO yIioTpeda B rneauarpusra).

be3zonacHOCTTa ¥ epuKaCHOCTTA IpU A00aBSHE HA CUTATIMIITHH MPU NEAUATPUYHHU MALMEHTH HA Bb3pacT
ot 10 1o 17 roaunu ¢ Auabet TUN 2 ¥ HEaJEKBATEH INIMKEMUYEH KOHTPOJ Ha METHOPMHUH, CbC WK Oe3
MHCYJIMH, ca OLIEHEHHU B JIB€ MPOY4YBaHuUA 3a nepuoa ot 54 ceamuim. J[06aBsHETO HA CUTATIMIITHH
(MPUIOXKEH KaTO CUTArJIUNTUHMETOOPMHUH HJIM CUTATIUIITUHHMET(HOPMHUH C YIABIAKEHO OCBOOOXKJaBaHE
(XR)) e cpaBHeHO ¢ fobaBsiHeTo Ha manedo kbM MeThopMuH UiId MeTthopmuH XR.

Makap 1 1a ce J1eMOHCTpHpa MPEeBb3XOACTBO M0 OTHOLIEHWE NOHMWkaBaHeTO HA HbA | 3a
cuTaradnTuH+merdopMut/curarnuntui+merdopmMud XR Han MeTdopmuH Ha ceamuua 20 npu cOopHUs
aHaJIM3 OT TE€3M JBE NPOY4YBaHUS, PE3YJITATUTE OT OTAETHUTE MPOYyYBAHUS ca HECHbBMECTUMHU. OCBEH TOBA,
He ce HabJroaaBa no-BUcoka e(pUKaCHOCT Ha CUTArIMNTUH+METHOPMHUH/CUTArIUNTUHHMETOOPMUH XR B
cpaBHEHHE ¢ MeTQOpMHH Ha ceamula 34. CnenoBaresiHo, FO3umer He TpsOBa a ce U3IoJi3Ba npu
neJuaTpU4YHM NMalydeHTH Ha Bb3pacT oT 10 1o 17 roauHu nopaau HeaocTaTb4yHa €PUKACHOCT (BXK. TOYKA
4.2 3a MH(OpMAaLIUS OTHOCHO yIIoTpebda B Ie1MaTpUsTa).

5.2 @apMaKOKHHETHYHH CBOHCTBA

HO3uMmeTt

[IpoyuBaHusTa 32 OMOEKBUBAIEHTHOCT NPH 3[paBU YYaCTHHUIM [TOKA3BaT, Y€ CUTArJIMIITUH/METGOPMHUHOB
XUIAPOXJIOpH] KOMOMHMpPaHU TAaOJETKH ca OMOEKBMBAJICHTHU Ha €AHOBPEMEHHOTO MPUIOXKEHUE HA
CUTArJIMIITHH U MET(OOPMHUHOB XHAPOXJIOPU/ KATO OTAEIHHA TaOJIETKH. |

FO3uMmer.
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CUTarjivnTux

Abcopbyus

Cnen nepopasnHo npuiaoxeHue Ha no3a 100 mg Ha 31paBu y4aCTHULIM, CUTArJIMNTHH OBbp30 ce abcopbupa,
C JOCTUIaHE HA MUKOBH IJIa3MEHW KOHLIEHTpALMU (MEIMaHa tmax) 1 10 4 Yaca cie NpuI0KEHUETO,
cpeaHa miasmeHa AUC Ha cutariunTiH 8,52 pMxh, Cpax 950 nM. AGconmoTHata OMOHAIMYHOCT Ha
CUTArJMNTHUH € npubausuTenHo 87%. Tbi KaTO NpUEMAHETO HA CUTATJIMIITUH €IHOBPEMEHHO ¢ borara Ha
Ma3HWHHW XpaHa He MoBJusBa (hapMaKOKHHETHKATa, CHTArJMIITHH MOXE /1a Ce NpuJiara ¢ uiu 6e3 xpaHa.

[Inasmenara AUC Ha cUTarjMnTHH ce€ MOBHLIABA M0 4034 MPONOPLHOHAIEH HAYMH.
Jlo3a-nponopLrOoHaNHOCT He € YCTaHOBEHA 38 Cmax M Ca4uaca (Cmax CE NOBHILIABA [TOBEYE OT
103a-MPONMOPLUHUOHAIIHO, A C)4uaca CE€ YBEJIMYABA MMO-MAJIKO OT J03a-IPONOPLIMOHAIIHO).

Pasnpeoenenue

Cpeanuar o6eM Ha pasnpeie/ieHUe B CTALlMOHAPHO CbCTOSTHUE CJIE/] €IHOKPATHA HHTPABEHO3HO
npuaoxeHa 103a ot 100 mg cHTarmunTUH Ha 3ipaBH YYaCTHULHM € npubau3uTenHo 198 nutpa.
@pakuusaTa CUTarmMnTUH 00paTUMO CBbp3aHa ¢ NJja3MeHUTE NpoTeMHHU € HUCKa (38%).

buompancgopmayus
CUTaraunTvH ce eIMMUHMPA OCHOBHO HEIPOMEHEH C YpHHaTa, a META00JU3MBT € BTOPOCTENEHEH MbT.
[IpubauzuTenHo 79% OT CUTArIMNTHH CE EKCKPEeTHpa HEMPOMEHEH B YpUHATA.

Cnen nepopaina ao3a ['*C]l-curarnuntun, npubausutento 16% ot paaMoakTHBHOCTTA CE EKCKpETHpa
KaTo MeTabO0JIMTH HA CUTArIMNTHH. Ha HUBO Cie/IM ca YCTAaHOBEHHM LLIECT METab0JIMTa, KOUTO HE CE€ OYaKBa
Aa aornpuHacsT 3a rnjasmMedara DPP-4 uHXuOUTOpHA aKTUBHOCT HA CUTArJIMNTHH. [n vitro Nnpoy4BaHUATA
[I0KA3BaT, Y€ OCHOBHUSAT €H3UM, OTTOBOPEH 3a OrpaHu4YeHUus MeTabon3bM Ha cutarnuntul € CYP3A4, ¢
yuacTtueTo U Ha CYP2CS.

In vitro 1aHHHUTE NMOKAa3BaT, Y€ cUTarJunTuH He € UHXuOUTOop Ha CYP n3zoenszumure CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, u He € unaykrop Ha CYP3A4 u CYP1A2.

Enumunupane

Cnen npuioxeHue Ha nepopasiHa jgo3a ['*C]-cuTarMnTHH Ha 3paBH Y4acTHHULM, npubausuTenHo 100%
OT NPUJI0XKEHATA PAAHOAKTUBHOCT ce eMMHUHUpaA ¢ pekanuute (13%) unu ypunara (87%) no enHa
CeMM LA Cle NMPUJIoKEeHUeTo Ha no3aTa. [IpuBuaHusT KpaeH ti» cien 100 mg nepopanHa no3a
CUTArJIMNTUH € npubnuzntenHo 12,4 yaca. CutarjunTHH ce HATPynBa CaMO MMHUMAJIHO NpHU
MHOIOKpaTHO npuiaraie. bbOpeyHuaT kaupbHC € npubausutenHo 350 ml/mMuH.

EnMMUHMpaHETO HA CUTArJIMIITHH CTaBa OCHOBHO Ype3 0bOpevHa eKCKpelus U BKJIIOUBa akTUBHA TYOYyJiHA
cexkpeuus. CUTaraunTHH € cyOCcTpar Ha YOBELIKH OpraHd4yeH aHuoHeH TpaHcnoprep-3 (hOAT-3), koiTo
MOXke O yyacTBa B ObOpEe4YHOTO €IMMUHUpPAHE HA CUTArAUMNTUH. KnuHH4YHOTO 3HayeHue Ha hOAT-3 B
TPaHCIOpPTa Ha CUTArJIMIITHH HE € YCTAaHOBEHO. CUTArJMNTHH € CyOCTpaT U Ha p-rIIMKONPOTEUH, KOHUTO
MOXK€ OM y4yacTBa U B MEAMMPAHETO HA OLOPEYHOTO €TMMUHUPAHE HA CUTArIMIITUH. B ChILIOTO Bpeme
LIMKJIOCTIOPHH, €IUH P-IJIMKONPOTEUH HHXUOUTOP, HE HaMasisiBa ObOpEYHUSA KJIMPBHC HA CUTArJIMIITHH.
CurarauntdH He e cyoctpar Ha OCT2 unun OAT1 wiam PEPT1/2 tpancnoprepure. In vitro CATarnunTUH
He notucka OAT3 (IC50=160 uM) unu p-rnukonporenHa (Ao 250 uM) MeauupaHus TpaHC




MaTbK €DEeKT BbpXY MIa3MEHUTE KOHLUEHTPALMU Ha AUMOKCUH, KOETO MOKa3Ba, Y€ CUTArJUITHH MOXE /1a €
cnab HHXUOMTOP HA P-TIIMKONPOTEUH.

Xapakmepucmuku npu nayuexumume
®apMaKOKHHETUKATA HA CUTArJIMIITHH € KaTO LsJIO CXOAHA MPH 3[ipaBy YYaCTHHULM U MALMEHTH C AHabeT
THUII 2.

bvbpeuno yspexcoane

[IpoBea€HO € OTBOPEHO MPOYYBaAHE MIPU €AHOKPATHO IPUJIOKEHHE 3a OLIEHKA Ha (papMaKOKHHETUKATA HA
HamaJleHa J103a CUTArJMITUH (50 mg) npu nauMeHTH ¢ pa3jiMyHa CTeNeH Ha XPOHHUYHO ObOpeyYHO
YBpPEXJAAHE B CPABHEHHUE CbC 3/IpaBU KOHTPOJIH. [IpoyuBaHeTO BKJIKOYBA NALMEHTH C OBOPEUYHO
YBpEXJaHE B JIEKa, yMEpPEHa MJIM TE€XKa CTeNeH, KakTo ¥ naudeHT ¢ ESRD Ha xemoauanusa. OcseH
TOBa, eekTuTe Ha OBOPEUHO YBpEXAaHe BbpPXY (papMaKOKWHETHKATA HA CUTATJIMIITHH MPHU NALMEHTH C
auaber Tun 2 u 6L0peyHo yBpexkAaHe B Jieka, yMepeHa MM Texka creneH (BkirounteHo ESRD), ca
OLIEHEHH Ype3 MOoIMyJIallMOHHU (PapMaKOKMHETHYHH aHAJIU3H.

B cpaBHEHHE CbC 3ApaBU KOHTPOIH, M1asmMeHata AUC Ha CHTarjJunTUH ce noBuulasa npudiusurenHo 1,2
MbTH NMPHU NaUeHTH ¢ 0BOpeuHO yBpexaaHe B Jieka creneH (GFR>60 no <90 ml/MuH) u cvoTBETHO 1,6
MbTH MPHU MaLMEHTH ¢ OBOpeuHo yBpexaaHe B ymepena creneH (GFR>45 no <60 ml/mun). Twit karo
pa3MepbT HA MOBHUILIEHHETO HE € KJIMHUYHO 3Ha4YMM, HE C€ HaJlara KOpUrupaHe Ha J103aTa npu Te3u
MalUEHTH.

[InazamenaTta AUC Ha CUTarJMITHH C€ MOBHLIABA NPUOJIM3UTENIHO 2 MbTU NPHU NALMEHTH ¢ ObOpeUHo
yBpexaaHe B yMepeHa creneH (GFR>30 no <45 ml/muH) 4 npuOIM3UTENHO 4 TBTH NPH NALMEHTH C
O0b0peuHo yBpexaaHe B Texka creneH (GFR<30 ml/mun), BkntounresniHo nauueHTd ¢ ESRD Ha
xemoauanu3a. CUTariunTyH ce OTCTPaHsABa yMepeHo npu xemoauanu3a (13,5% 3a 3- 1o 4-yacosa
XEeMOIMalIn3Ha CeCcHs 3amoyBaliia 4 yaca cjej] NpUJI0KEHUETO).

HeproopobHo yspedcoane

He e HeoOxoamuMa KOpeKIIMs Ha 103aTa CUTATJIMIITHH MPU MALUEHTH C JIEKO WM YMEPEHO 4Y€PHOAPOOHO
yBpexaaHe (ckop no Child-Pugh <9). HamMa k1MHHUYEH ONUT NpU NALUMEHTH C TEKKO YEPHOAPOOHO
yBpexaane (ckop no Child-Pugh >9). B cbuoT0o Bpeme, Thil KaTO CUTArJIMITUHH CE EJIMMUHUPA OCHOBHO
ype3 6BOpeunTe, He CE 0OYaKBa TEKKOTO YEPHOAPOOHO yBpEXKJaHE Aa MOBJIUSAE BbPXY
¢apMaKOKMHETUKATA HA CUTATJIMIITHH.

Cmapuecka ev3pacm

He ce Hanara kopekuus Ha 103aTta B 3aBUCMMOCT OT Bb3pacTTa. Bb3 OCHOBA Ha NoOMyJaliHOHEH
dapMakoOKHHETHYEH aHaau3 Ha AaHHU oT Pa3a [ u da3a I, Bb3pacTra He 0Ka3Ba KJIMHUYHO 3HAYUM €PeKT
BbpXY (papMaKOKMHETHKATA HA CUTArJUMITHH. YYaCTHULIMTE B cTapyecka Bb3pacT (65 ao 80 roauuu) umar
npuban3uTesHO 19% no-BUCOKH MJ1a3MEHU KOHLEHTPALMM HA CUTArJIUIITUH B CPaBHEHHUE C MO-MJIadu
Y4YaCTHHULIM.

[leouampuuna nonyaayus
QapMakOKUHETUKATa Ha CUTArJunTuH (eguHu4Ha a03a 50 mg, 100 mg uaun 200 mg) € uscnenBaHa npu

neaMaTpu4Hy nauueHTy (Ha Bb3pact ot 10 1o 17 roaunu) ¢ auader tun 2. [1pu Tasu nonynauus, AUC Ha
CUTArJIMNTHH B IJla3MaTa, KOpUrupaHa CripsiMo J103ata, € npubausurenHo 18% no-uucka o
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Bb3pacTHHU nauMeHTH ¢ quabder tun 2 npu go3a 100 mg. He ca nposexaanu npoyuBaHHs ChC
CUTArJIMIITHH NPHU NNEeAUaTPUYHU NALMEHTH Ha Bb3pacT <10 roguHH.

Jlpyeu xapakmepucmuku Ha nayuenmume

He ce Hanara kopekius Ha 103aTa B 3aBUCHMOCT OT 10JI, paca WM HHAEKC Ha TejiecHa Maca (BMI). Teswu
XapaKTePUCTHUKH HAMAT KJIMHUYHO 3HA4YUM e(eKT BbpXy (papMaKOKMHETHKATAa Ha CUTArJIMIITHUH CIOpe
KOMOWHHMpaHUs aHaIu3 Ha (hapMaKOKHHETHYHHUTE JaHHHU oT Pa3a [ v nonynauuoHeH papMakOKHHETHYEH
aHanu3 Ha JaHHU ot Pa3a I u Pa3za Il.

MeT¢dopMHH

Abcopbyus

Cnen nepopajiHa 103a METQOPMHH, tmax C€ AOCTHIA 10 2,5 yaca. AbcomoTHaTa OMOHAIUYHOCT Ha
tabserka MeTopmuH 500 mg e npubausurenno 50-60% npu 3apasu yyactHuuM. Crea nepopajiHa 103a,
HeabcopOupaHara ppakuus, oTkpuTa BbB pexanuute e 20-30%.

Cnen nepopaneH npueM, abcopbuusara Ha MeTOpMHUH € HacUllalla ce U HenmbiaHa. CmsTa ce, ye
dapmakokuHeTHKaTa Ha abcopOuusaTa Ha MeTHOPMHUH € HenuHerHa. [Ipu obuyainu 1031 MeTGOPMHH U
JI030BH CXEMM, MJIA3MEHUTE KOHLIEHTPALIMU [PU CTallHOHAPHO CbCTOSIHUE CE€ JOCTHIraT B pAMKHUTE Ha
24-48 yaca 1 kaTo U0 ca no-Mmaiuko ot 1 ug/ml. [Ipn KOHTpOIHpPaHH KIIMHUYHHU NPOYYBaHUS,
MaKCHMAJIHUTE MJia3MeHH HUBa Ha METGOPMHUH (Cnax) HE NpeBUILIaBat S5 ug/ml, OpH NMpU MaKCUMAJIHHA
NO3H.

XpaHarta HaMaJ1sBa cTerneHTa u ¢iadbo 3abass abcopbuusta Ha meTrhopMuH. Clel NPUI0XKEHHUE HA 103a OT
850 mg, ce Habmonasa 40% no-HUCKa NMKOBA Mj1a3MeHa KOHLEHTpauus, 25% HamaiieHue Ha AUC u
yaAbJDKaBaHe ¢ 35 min Ha BpEMETO 10 AOCTHIraHe Ha NMUKOBA IJla3MeHa KOHUEeHTpauus. KiimHM4Hara
3HAa4YMMOCT HE € U3BECTHA.

Pasnpeodenenue

CBBbp3BaHETO C MJIA3MEHUTE IPOTEUHHU € He3HAUYUTENHO. MeThOopMHH ce pa3npenessi B EpUTPOLIMTHTE.
KpbBHUAT MUK € [10-HUCHK OT IJIa3MEHHUS [TUK U C€ MOABSBA NMPUOIU3UTEIIHO MO CHILOTO BPEME.
YepBEeHHUTE KPbBHH KJIETKU Hal-BEPOSTHO MPEACTABIABAT BTOPHUYEH KOMIIAPTHUMEHT HA pa3npeaeieHHE.
Cpeanusat Vd Bapupa mexay 63-276 1.

Buompancghopmayus
MeTdopMHH ce eKCKpeTHpa HerpoMeHeH B ypuHara. [Ipu xopara He ca yCTaHOBEHH METabOJIUTH.

Enumunupane

brOpeuHusT knupbHC HA MeTGopmHUH € >400 ml/MuH, KOETO NOKa3Ba, 4e€ METPOPMHUH C€ EJIMMUHHUPA Ype3
rjioMepyiHa punatpauus 4 TyOysiHa cekpeuus. Cinel nepopajiHa 103a, IPUBUIAHUAT TEPMHUHAJICH
eIMMMHALIMOHEH MOJIYXUBOT € npubausutento 6,5 h. Koraro 6b0peyHara QpyHKUMA € yBpeeHa,
ObOpeuHHs KIMPBHC C€ HaMaJIsiBa B CbOTBETCTBUE C TO3M HA KPEaTHHHHA U CJIEOBATEIIHO
eJIMMUHALIHOHHUAT MOJY>XHUBOT C€ YIbJ/DKaBa, KOETO BOJAM 10 MOBUIIEHH HUBA HA METQPOPMHH B IJIa3Mara.

5.3 IlpeakK/IMHHYHH JaHHH 32 0€30MaCHOCT

He ca npoBex/1aHu 1npoy4yBaHus C )XUBOTHH ¢ HO3umer.
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[Ipu 16-ceaMUYHKM NPOYyYBaHHS, B KOUTO Ky4eTa ca TPETUPAHU HJIM C MET(HOPMHUH CAMOCTOSATEITHO HJIH C
KOMOWHALIMSA OT METQOPMHH M CUTArJIMIITHH, HE € HaOJ01aBaHa JOITbJIHUTEIHA TOKCHYHOCT OT
koMmOuHanusara. NOEL B Te3u npoyuBaHus ce Hab/toqaBa Mpyu €KCno3uLUsA Ha CUTArJIMIITUH
MpUOJU3UTENHO 6 MbTH NO-BUCOKA OT Ta3H MNPU XOpa M MPH €KCNO3ULIMA HA METHOPMUH NMPUOTUIUTETTHO
2,5 IbTH M0-BUCOKA OT Ta3M IPH XOpa.

CneaHuTE JAaHHHU Ca HAXOJKH [1IPH IMpOY4YBAHHUA IPOBCACHH CbC CHTAI'JIMIITHH HJIH MET(bOpMHH
CaAMOCTOATCJIHO.

CHUTarJunTuH

buOpeyHa 1 yepHOAPOOHA TOKCHYHOCT c€ HabJr01aBa npu rpu3ayu rpv CTOMHOCTH HA CHCTEMHA
€KCIO3ULIMA 58 MbTH MO-BUCOKH OT HUBOTO Ha €KCMO3ULIMATA MIPU XOpa, a HUBOTO 0€3 edekT e
ornpejiesieHo Ha 19 mbTH MO-BUCOKO OT TOBA NMpU XOpa. AHOMAJIMK Ha pe3LUTe ce HabJIroAaBar rnpu
MIbXOBE NPH HUBA HA €KCNO3ULMUA 67 MbTH NO-BUCOKH OT HUBOTO Ha KJIMHUYHA €KCIIO3ULMs; HUBOTO, Oe3
edeKT npu Ta3u HaAXo/Ka € 58 MbTH M0-BUCOKO, ChIIACHO pe3yJiTaTuTe OT 14-CeIMUYHO NpOyYBaHe MpH
JIbXOBE. 3HAYEHUETO Ha T€3H HAXOJKH [PH XOpa HE € U3BECTHO. TpaH3UTOPHH, CBbP3aHHU C JIEYEHHUETO
(U3UYECKH NMPOSABHU, HAKOU OT KOUTO MPEAnoJiaraT HAIMYMETO Ha HEBPOJIOTMYHA TOKCHYHOCT, KaTo
JMIlIaHe C OTBOPEHA YCTa, CaJlMBallks, EMe3UC Ha Osa nsHa, aTaKkCHsl, TPENEpEHEe, HaMalleHa aKTUBHOCT
u/uam u3rbpbeHa nosa ce HabJroAaBaT NpM Ky4era Mpyd HUBA Ha €KCIIO3ULMA MPUOIU3UTENHO 23 NbTH NO-
BUCOKHM OT HUBOTO Ha KJIMHMYHA eKCno3uiusa. OCBEH TOBa, MHOI'O JIEKa /10 JIeKa KOCTHO-MYCKYJIHa
JlereHepanus ce HabnoaaBa U XMCTOJIOTMYHO MPH J103H, 1aBallld HUBA HA CUCTEMHA EKCIIO3U LM
NMPUOJU3UTENHO 23 MbTH NMO-BUCOKH OT HUBOTO HA €KCNO3UWLMA npu xopa. [Ipu Te3u pesynratiy, HUBOTO
0e3 edeKT € NpH eKCrno3uus 6-KpaTHO MO-BUCOKA OT HUBOTO Ha KJIMHMUYHA €KCITO3ULIUA.

CHUTarJMnTHH He MOKa3Ba N’eHOTOKCUYHOCT B X0/1a HA NPEAKIMHUYHYU NpoyuBaHus. CUTArJIUIITUH HE €
KaHLIEPOreHEH Npy MULUKHU. [Ipy mIbXoBe MMa NOBHUILIEHA YECTOTA HA YEPHOAPOOHH alEcHOMH H
KapLHHOMH NIPY HMBA HA CUCTEMHA €KCIIO3ULIMSA 58 MbTH MO-BUCOKH OT TE€3H MpH Xopa. 1vH Kato e
YCTaHOBEHO, Y€ XEMaTOTOKCHYHOCTTA KOpeJiupa ¢ HHAYUMPAHETO Ha YepHOAPOOHA HEOM1a3us NpH
MIbXOBE, Ta3M MOBUILIEHA YECTOTA HA YEPHOAPOOHU TYMOPH IPH ITBXOBETE € BEPOATHO BTOPUUHA,
BCJICACTBME HA XPOHMYHA XENAaTOTOKCHYHOCT MPH Ta3u BUCOKa o03a. [lopaau BucokaTa rpaHudiia Ha
oe3zonacHocT (19-nmbTH MO-BUCOKA NMPH TOBA HUBO 0€3 €(eKT), TE3U HEOMJIaCTUHYHHA ITPOMEHH HE CE€ CYUTAT
pEJIEBaHTHH 3a XOpa.

He ca HabaronaBaHu CBbpP3aHU C JIeHEHUETO €PEKTH BbPXY (PEPTUIIMTETA NPH MBXKKH H XKEHCKH MITbXOBE
MOJy4YHJIM CUTATJIMNITHH MPEeJH U MO BpeMe Ha YH(TOCBAHE.

[Ipu npoy4BaHe BbPXY Mpe-/MOCTHATATHOTO Pa3BUTHE HA MIbXOBE CUTATJIMIITUH HE MOKAa3Ba HEXEJIaHH
peaKkLuHu.

[IpoyuBaHusATa BbPXY penpOAyKTUBHATA TOKCHYHOCT MOKa3BaT HAJIHYMETO Ha CBbpP3aHa C JICYEHHETO,
JIEKO YBeJIMYeHa 4ecToTa Ha MaJipopMal i Ha pebpa Ha deTyca (JMNCBallM, XUIIONJACTHYHH U T1J1aBalLX
pebpa) npu NMOKOJIEHHETO HA MJIbXOBE MPU HUBA HA CHCTEMHA €KCMO3ULIMA oBeYE OT 29 N'bTH M10-BUCOKH
OT Te3u NpHU Xopa. TOKCHYHOCT HA Maiikara ce Hab/roaBa Npy 3ailUM NpyU HUBA NoBeYe OT 29 MbTH 110-
BMCOKHM OT HMBATA HA €KCro3uuus npu xopa. [lopaau BucokaTta rpaHyua Ha 0€301acHOCT, T€3H HaAXOAKH
HE MpeanoJjaraT CblUIECTBYBAHETO HA CbOTBETEH PUCK 3a PENPOAYKTUBHOCTTA NMpH Xopa. CHUTArIMITHH Ce
CEKpeTHpa B 3HAYMMU KOJIMYECTBA B MJISKOTO Ha JAKTUPALLH MUIbXOBE (OTHOLUEHHE KbpMa/II
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MetdopmuH

[IpenKIMHUYHKUTE JaHHH 3a METGOPMHUH HE pa3KpHBaT OCOOEH pPUCK 3a Xopara Ha Oa3aTa Ha
KOHBEHLIMOHAJIHK (hapMaKOJIOrHYHH MPOYy4YBaHUs 32 O€30MacCHOCT, TOKCHYHOCT IIPH MHOTOKpPATHO
npuiaraie, reHOTOKCUYHOCT, KAPLUUHOINCHEH MMOTEHLMaJ1, peNPOAYKTHBHA TOKCHYHOCT.

6. DAPMAILEBTUYHUA JAHHHA

6.1 ChnHcbK HA NOMOUIHMTE BellecTBa

Slapo Ha Tabnerkara
MukpokpucTaiHa uesnynosa, Tun 101
[ToBugon K29/32

HaTtpues creapuiipymapar

HaTtpues naypuicyngar

DUIMOBO TOKPUTHE
[Tonu(BMHUIIOB anKOX0J) —4yacTUYHO xuaponu3supad (E1203)

Makporoa 4000 (E1521)

Tank (E553b)

TuranoB auokcua (E171)
UepseH xene3eH okcua (E172)
Yepen xenesen okcua (E172)
6.2 HecbBMECTHMOCTH
Henpuioxumo

6.3 Cpok Ha rogHocT

36 meceua

6.4 ChneunajHH yCJIOBHA HA CbXPaHEHHE
Jla ce cbxpansiBa noa 30°C.

6.5 BuaucbabpkKaHHe HA ONMAKOBKATA

benu, nenpo3paunu 6aucrepu ot PVC/PE/PVDC//Al dponuo. baucrepure ca onakoBaHH B CrbHATa
KapTOHEHA KYTHS C MPUJIOKEHA JIMCTOBKA 32 MalUeHTa.

Onakosku no 28, 30, 56, 60, 98, 120, 196 dunmupanu TabneTku, rpynoBy ONAKOBKH, ChAbpKauly 196 (2
onakoBkH 1o 98) duamupanu TabrieTkH.

He BcHukH BHAOBE ONMAKOBKH Morar aa ObaaT mycHaTH B npojaxoa.

6.6 ChneuuajHu npeanas’Hd MEPKH NPH H3XBbPJ/IsIHE
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Heun3non3BaHUAT JICKAPCTBCH MPOAYKT HJIH OTIIAABYHHTC MATCPHAJIK OT HCT'O Tpﬂﬁﬂa Jda C€ U3XBBPJIAT B
CbOTBETCTBHE C MECTHHUTE U3UCKBAHHA.

7. IMPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Gedeon Richter Plc.

H-1103 Budapest

Gyomroi at 19-21.

YHrapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20220006

9. JIATA HA ITBbPBO PA3ZPEITIABAHE/ITOAHOBSABAHE HA PAZPELHIEHHUETO 3A

YIIOTPEBA

JlaTa Ha mbpBO paspewuasane: 04.01.2022

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

12.04.2024
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