KPATKA XAPAKTEPHCTHKA HA MIPOJAYKTA

1. HME HA JIEKAPCTBEHUMSA MPOAYKT o
| 3 ijhirlTl:ﬂHn AFEFshbw W Ilhi(ﬂPCTBAT.Q

Buncnoke 50 mg/850 mg dunmupanu TabneTkn [ Koamwa xaparmepucmuna v ety
Buncnoke 50 mg/1000 mg ¢unmupanu TabaeTku A0 { M pg / 5’ / / 9

Vilspox 50 mg/850 mg film-coated tablets eI i€ ‘
Vilspox 50 mg/1000 mg film-coated tablets - x (Y5S5-60 20 -03- W6

2. KAYECTBEH H KOJIMYECTBEH CBCTAB

Buacnoxe 50 mg/850 mg puavupann TabaeTKH
Besika (punvupana Tabetka chabpka 50 mg BunnariunTas (vildagliptin) u 850 mg MeThOpMUHOB
XHAPOXJIOpHA (metformin hydrochloride)(cworsercTBam Ha 660 mg MeThOpMHUH).

Buicnoke 50 mg/1000 mg puavupann TabaeTkn
Besika dunvupana Tabnetka chabpika 50 mg Bungarmunas (vildagliptin) u 1000 mg MeTgopMHHOB
XUApOXIOpHA (metformin hydrochloride)(crotBercTBal Ha 780 mg MeTOPMHUH).

3a IBJIHKA CIMCHK HA TOMOIHMTE BEIIECTRA, BIKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa TabneTka.

Buacnoke 50 mg/850 mg ¢puimupann TabaeTku

JBiiTa, eUIcoBHIHA (UIMHpana TabeTKa ChC CKOceHH prboBe, ¢ rpasupan Haanue “NVR™ ot
ennaTa ctpaHa 1 “SEH” ot npyrara cTpaHa.

Iemwxuna: npudnusurenHo 20,1 mm

[upuna: npubnuzurento 8,0 mm

Buacnoke 50 mg/1000 mg dpuamupann Tabnerku

THMHO BJITa, ETHNCOBHAHA GHIMHpaHa TabneTka cbC CKOCEHH prOOBe, ¢ rpasupal Haamke “NVR”
ot enHata crpana u “FLO” ot npyrara crpaHa.

Jewkena: npubnuzurento 21,1 mm

IIupuna: npubnusurento 8,4 mm

4. KJIMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHAS

BHJICMIOKC € I10KA3aH KaTo JIOMbIHEHUE KbM [HETaTa U YIPAKHEHHATA 33 Mofo0peHue Ha
FTMKEMHYHHA KOHTPOJI MPH BE3PACTHH ChC 3axapeH auadet tum 2

- PM NALKEHTH, TPH KOKUTO He € Bb3MOMKHO /1a Ce MOCTUIHE aJeKBATEH KOHTPOJI C
XMIPOXJIOPHA.




- TIpH TIALIMEHTH, KOUTO BEHE Ce IEKYBaT ¢ KOMOHHANKATA BUIIATIUIITHH H METQOPMHH XH/IPOXNIOpHA
IO/ (popMaTa Ha OTIEIHH TabneTKH.

- B KOMOHHAUMA ¢ APYTH NEKapCTBCHH NPOLYKTH 3a NeueHHe Ha JHA0ET, BITIOUHTENHO HHCYIMH,
KOI&TO T€ HE OCHIYPABAT 4 leKBATEH [TTHKeMHYEH KOHTPOI (BK. Touka 4.4 Crietuainy
NpeaynpexaeHEs M PEANa3Hi MePKH NpH ymoTpeba, 4.5 B3aumoneACTBHE C IPYTH JSKapCTBEHH
MpOIYKTH W ApYTH OPMH Ha B3auMoeicTBHE B 5.1 PapMakoaMHAMH4HH CBOHCTBA).

4.2 Jo3dpoBKAa M HAYHH HA NPUIOKEHHE

Losuposka
Buvapacmnu ¢ nopmanna 6vopeuna gywkyua (GFR2 90 mL/mun)

JlosaTa IIpH aHTHXKTIEPTIMKeMUYHATA Tepans ¢ Bincnoxe Tpabsa 1a O HHAHBAIYAIHINpaHa Bb3
OCHOR& HA TEKYILIATA CXEMa Ha MalneHTa, ePEeKTHBHOCTTa M TIOHOCHMOCTTE, KAaTO HE Ce MPEeBHILaBa
MAaKCHMAaJTHATA NPeNopbUHTeIHA THeRHa f03a oT 100 mg BHgarMnTuH. Buncnoke Moxe /1a ce
3aMovHe WK Kato Tabnerka oT 50 mg/850 mg wy ot 50 mg/1000 mg, npunoxeHa aBa HTH JTHCBHO,
efHa TaONeTKA CYTPHH H eHa Beuep.

- TTpH nalMeHTH, PH KOMTO He € TIOCTHIHAT aJeKBATEH KOHTPOJI ¢ MBKCHMAITHATA TOHOCHMA
1033 MET(OPMHH, TIPHIAraH KaTO MOHOTEPATIHS: HAYANHaTa 1034 Ha Brsicrnioke Tpadea aa
npenocTasa uAarunTid 50 mg nsa weTH AHeBHO (100 mg ofwia IHeRHa A03a) MIHOC 103aTa
Ha MeTQOPMHH, MpHeMaHa 10 MOMEHTA.

- [Ip MaLIMEHTH, MPH KOMTO ca NPUIIAraHy eAHOBPEMEHHO BHILJATIMITHH H METQOPMHH KaTo
oTaenHH TabieTki: Buncnoke TpsadBa a ce 3al0YHE B CBIIMTE A03H HA BH/IIATIIMITHH H
MeTQOPMHH, KaKTO TIPHEMaHHTE 10 MOMEHTA.

- TIpu MaLMeHTH, MPH KOMTO He € IIOCTUTHAT 8/IeKBATEH KOHTPOI1 ¢ 1BOHHA KOMOHHALMA C
MeThOpMUH M Cy1QOHUTypeeH NpoayKT: Jo3aTa Buncnoxce Tpadea fa npexocTaBd
BWIAATTHITHH B 103a oT 50 mg gBa mbTH AHeBHO {100 mg obwa AHeBHa 1034a), 4 103aTa Ha
meTdhopmuH TpsOBa 1a 6pae nogodHa Ha MpHemaHaTa a0 MoMenTa. Koraro Buicnokc ce
npmiara B KOMOHHALIHS CBhC CYNGOHHTYPEEH MPOAYKT, MOXKE d Ce UMa IPeBH] TI0-HUCKA 103a
Ha cyIQOHHITYPEHHMA TPOAYKT, 34 Ja ¢e HAMAIH PHCKBT OT XHIIOTIMKEMMA.

- ITpu NaLMEHTH, IP¥ KOMTO HE € OCTHIHAT aJeKBATCH KOHTPOA ¢ ABOHHA KoMOHHUpaHa
TEpanus ¢ MHCYTHH H MAKCHMATTHA TOHOCHMA /1032 METHOPMHH:
nosarta Ha Buacnoke Tpsa6Ba fa npegocTaBa BHIIANMITHH B A03a 0T 50 mg 1Ba IBTH JHCBHO
(100 mg obma aHeBHa q03a), a o3aTa Ha MeTgopMHH Tpabea fa Obae nogodHa Ha No3arta,
npuemMaHa 40 MOMEHTA.

Be30nacHoCTTa H ePMKACHOCTTA Ha BUIIATTIHIITAH U METGOPMHH, NPUIAraHH KATO TPOHHA NepopanHa
TepanuaA B KOMOHHAIHA C THA30MHAMHAMOH HE Ca YCTAHOBEHH.

Croeuuanyy 0OMyIaItHH

Cmapuecka gv3pacm (= 65 zoo0unu)

Toit kKaTo MeTHOPMHUH ce ekcKpeTupa npe3 OBOpeLHTe, 4 NaUKeHTUTe B CTapUeCKa RB3PacT NOKazeat
TeHICHIIHA KbM HamansasaHe Ha OnOpeuHaTa GyHKLMA, [IPH [IALHEHTHTE B CTAPUECKA BH3PAcT, KOUTO
npuemar Buncnoke, peaosHo Tpi6ea a ce npocieassa pyHkuuaTa Ha GuOpeunre (8. TOUKH 4.4 H
52).

Bvbpeuno yepeocoane




Ipenu 3anouBane Ha JieueHHe ¢ NPOAYKTH, ChAbpPKAILKE MeTQOPMHH, TpAOBa 1a ce HAlpaBH OLEHKA
Ha GFR cToiiHOCTHTE, a ¢l TOBA — IOHE BEAHBK roAMWHO. [IpH MauMeHTH ¢ MOBUILIEH PUCK OT NO-
HATATBIUHO Nporpecipase Ha OpOpedHo yBpexIaHe H IIPH NaLMCHTH B cTapuecka Bb3pacT Tpsabea no-
YeCTO J1a Ce MpaBH oLeHKa Ha OnOpeduara QyHKIMA, HallpHMEp Ha BCeKH 3-6 Mecena.

3a MpennOYHTAHE © MAKCHMAITHATA IHEBHA 1033 MeT(OPMUH 1a Obie pazaencHa Ha 2-3 JAHEBHH J03H.
DaKTOpH, KOHTO MOTAT /1a YBEJIM4YaT PHCKa OT NIAKTaTHa aluao3a (Bx. Touka 4.4), Tpabea ga 6paar
npepazrieaHHy, [peay a ce 0OMHCIH 3ano4BaHETo Ha JieueHHe ¢ MeThOPMHH IPH NMAaLHEHTH ¢
GFR<60 ml/mu=.

AKO He € TOCTBIIHA 1030Ba (bOPMa Ha BHICIIOKC C aeKBATHO KOTHYECTBO Ha AKTMBHOTO BELIECTBO,
BMeCTO KOMOMHAIIHA ¢ dJP[KCHpaHH NO3H TpH6B3 Ja CC H3MON3EaT OTACIIHHTE MOHOKOMIIOHCHTH.

GFR ml/mun | MetdopMuH Buagarnunrie

60-89 MaxcumaiHaTa qHeBHa ao03a € 3000 mg. He ce Hanara xopekuus Ha [03aTa.
Moske 1a ce 0OMHCTH IOHMKABAHE Ha
I03aTa BBB BPb3Ka C HAMAIABAHETO Ha
OrOpeuHarta pyHKIMA.

45-59 MaxcumaiHaTa AHeBHa qo3a e 2000 mg. MaxkcumanHara qHeBHa Ao3a € 50 mg.
Hauannara qo3a ¢ Haid-MHOIO NOJIOBHHATA
OT MaKCHMaTHATa 1034,

30-44 MakcumanHaTa AHeBHa 103a € 1000 mg,
Hauanuarta 103a e Hal-MHOT'O NOJOBHHATA
OT MAKCHMATHATA JO34.

<30 MeThopMHEH € MPOTHROMOKA3AH.

Yepnodpobro vepexcoane

Buicnoke #e TpsOBa 1a ¢e MpHIIara Mpy NalyeHTH ¢ YepHOAPOOHO YBpeXKJaHe, BITIOUNTETHO Te3H
Che CTOMHOCTH Ha anaHuH aMuHoTpaHcdepasa (AJTAT) unu acnaprat amunotpancdepazara (ACAT)
AIpe/TH 3aMoyBaHe Ha JIEYeHHeTO > 3 mbTH ropHata rpanxua Ha Hopmara (ITH) (sxk. Toukn 4.3, 4.4 1
4.8).

Heduampuyna nomyrayus

He ce npenopwuea ynorpebata Ha BUicnoke npy dena v I0HOWH (< 18 roauuM). besonacHocTTa M
e(MKacHOCTTa Ha BUncnoke npu eua v 1oHoWH (< 18 roauHu) He ca ycraHoBeHH. He ca HammyHR
JaHHH.

Ha4wn Ha npynokeHue

[NepopanHo npiioKeHue.
[TpaemtT Ha Biwicnoke no BpeMe UM BeJHAra el XpaHeHe, MOKE J1a HaMATH CTOMAILHO-YPEBHHATE
CHMIITOMH, CBbP3aHH ¢ MeTQOPMHH (BX, CBHHIO TOYKA 5.2).

4.3 IIpoTHBONOKA3ZAHHSA




- CBPLXUYBCTBHTETHOCT KEM dKTHBHHTE BEIIECTBA HITH KBM HAKOE OT NOMOLLHHMTE BELIECTBA,
u3bpoeHu B ToUKa 6.1
- BeexH THI Ha ocTpa MeTabonuTHa awu103a {KaTo JIAKTaTHA alua03a, AHabeTHa KeToauna03a)
- JuaberHa xoMa
- Teskka 6u6peuna negoctarsunoct (GFR <30 mL/Mun) (Bx. Touka 4.4)
- OcTpH CLCTOAHKA, KOHUTO MOraT fia npomeHsT 6n0peuraTa QyHKIHA, KaTo:
- AeXMApaTaLMs,
- TeXKa MH(EKLHS,
- LIOK,
- BBTPECHIOBO NMPWIOKEHHE HAa HOAMPAHH KOHTPACTHY BeIeCTBa (B, To4Ka 4.4),
- OcTpo unu XpoHuuHO 3ab0NABaHe, KOETO MOXe /1a IPHYHHH ThKaHHA XHIIOKCHA, KaTO:
- ChPAEYHA MK HXATENHE HEAOCTATLYHOCT,
- CKOpOilIeH MHOKapAeH HHAapKT,
- LIOK.
- YepHoapoOHo yepexaaHe (Bx. Touku 4.2, 4.4 n 4.8)
- OcTpa aTKOXOIHA HHTOKCHKALHSA, ATTKOXO/TH3bM
- Kwpmene (Bx. Touka 4.6)

4.4 CneudanHH NpeaAyNpeKICHHUS H HPeINa3HH MePKH NpH ynotpeba

BUICTIOKC HE € 3aMECTHTENT HA MHCYJIHHA PY MHCYTHH-3aBUCHMH TIAIMEHTH W He TpsOBa 1a ce
npuiara npy NalHEHTH CBe 3axapeH anaber Tun 1.

JlakraTHa alMIosa
JlakTarHaTa aiA03a, MHOTO PAAKO, HO CEPHO3HO MeTabOMHTHO YC/IOKHEHHE, HAk-4ECTO HACTHIEA

[IPH OCTPO BIIOLIABaHe Ha ObOpesHata QyHKUKMA, KapIHO-PECTIMPATOPHO 3a00MABAHE MIIH CETICHC.
Hartpyneaneto Ha MeThOPMHH HACTEIBA MIPH OCTPO BIIOMaBaHe Ha OpOpeuHaTa QyHKIMS H
YBeJHYaBa PHCKa OT JTaKTaTHA allMa034.

B cayuaii Ha JexuapaTaiya (Texka AHapHa WK [OBPbIIAHE, TPECKA HIH HAMAJICH NIPHEM Ha
TEYHOCTH), TPAOBa BpeMEHHO 1 C¢ CIPe NMpHeMa Ha MeTHOPMHH U € NPEHOPHYHTENHO 14 € YCTAHOBH
BPL3Ka ¢ MEAULIMHCKH CHELHATIUCT.

[TpueMbT Ha JCKAPCTBCHH MPOAYKTH, KOHTO MOraT ocTpo jAa yepeasaT 0L0peuHata QyHKUHS (KaTo
AHTUXHNEPTEH3UBHH cpecTBa, auypethuy 1 HCTIBC) Tpabsa ga ce 3anouHe ¢ NOBHIIEHO BHUMAHHE
{IpY MALMMEHTH, JICKYBaHH ¢ MeTdopmun. JIpyri puckoBd $axTopH 3a TaKTaTHA ali103a ca Axader,
KeT03a, TPOARDKHUTENHO [MaJyBaHe U BCIKAKBH CLCTOAHHS, CBBP3AHH C XHIIOKCHA, KAKTO H
eHOBpeMeHHa yIIoTpeda Ha TeKapCTBEHH NPOIYKTH, KOUTO MOTaT Ja MPHYHHAT JTAKTaTHA alHa03a
(Bk. Touku 4.3 1 4.3).

IMaugeHTHTEe WM Go:THOrNenaKTe TpAdBa Aa ObaaT uH(pOPMHUPAHH 3a PHCKA OT JIAKTATHE AltH/103a.
JlakraTHaTa alMa03a ¢e XapaKTepH3Hupa ¢ alMI03Ha JHCIHEA, KopeMHa O0NKa, MyCKYIIHH KPaMITH,
ACTEHHS M XHMOTEPMHA, [I0C/IeABaHM OT KoMa. B criyuait Ha cbMHEHHE 33 CHMITTOMH TIALMEHTHT
Tpadra Aa cripe npHema Ha MerdOPMHH H He3a0aBHO /1a IOTBPCH JIeKapcKa MoMoL. JIMArHOCTHYHHTE
nabopaTopHU HAXOAKH ¢a MOHIKeHO KpbBHO pH (< 7.35), noeuinend HHBa Ha [1a3MEHHA J1aKTaT (>3




Hayuenmu ¢ yemanoeen wit ROOOIUPAHU MUMOXOHOPUATHY 3G00NAGAHUA.

[Tpy NAaLMEHTH ¢ YCTAHOBEHH MHTOXOHIPHATIHY 3300/19BaHuA, KATO CHHIPOM Ha MUTOXOHIpHANHa
enuedaIoNaTHs C NaKTATHA AUKA03a H WHCY/ITONOKO0OHH enusoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) 1 HaciieacTBeH quabet # ryxoTa no
Maiiurna 1unug (Maternal inherited diabetes and deafness, MIDD), merdopMuH He ce npenopbisa
[IOpaj| pHCcKa OT ODOCTpPSIHE Ha NAKTATHA &UMA034 M HEBPOIOTHYHH YCIMKHEHHS, KOUTO MOXKE 13
JOBeJaT 0 BAOLIaBaHe Ha 3a00nABaHETO.

B cry4ait Ha TPU3HALM ¥ CUMITTOMH, MokazarenHu 38 MELAS cunapom wim MIDD, ciiea npuema Ha
MeT(OPMHUH, TedeHUeTO ¢ MeTdopMUH TpadBa 14 ce CNpe BEHAra H [1a CC HATPaBH Obp3a
[HATHOCTHYHA OIIEHKA.

TIpunoxkenue Ha HoaMpaHH KOHTPACTHH BEIIECTBA
BbTpect0B0TO IPHIOKEHHE Ha HOIMPAHH KOHTPACTHH BEHIECTBA MOXE 1 JOBE/IC 10 KOHTPACT-

MHIYIMpaHa HehpONaTH, BOASIIA 10 HATPYTBaHe Ha MeTGOPMUH H MOBHLISH PUCK OT JIAKTATHA
aumzosa. Metdopmun TpaGea 1a ce crpe IPeIH WK TIO BpeMe Ha NMpoleAypaTa 3a 00pasHa
AMATHOCTHKA M He TpafBa JIa ce Bp300H0BABA 10 Haff-Manko 48 Jaca ciel TOBA, IPH YCIOBHE Y€
6uGpeyHaTa GyHKUMA € OLIEHEHA OTHOBO M € YCTAHOBEHO, Ye ¢ CTabK/IHA, BiK. TOUKH 42u45.

bnbpeuna pyHkIHA

TIpeau 3anousaHe Ha jle4eHHeTo TpsSOBa Ja Ce HAIPaBH OLEHKA Ha CTOHHOCTHTE Ha GFR n penoeHo
cied ToBa (B. Touka 4.2). MeTdopmuH e npoTHBonokasaH npu naupeHTH ¢ GFR<30 mL/Mun n
TpabBa 1a 6/l BPEMEHHO COPAH [PH HA/IHYHE HA ChCTOAHUS, KOUTO MPOMEHAT On0peunaTa byHKIMA
{Bk. TouKa 4.3).

CoIrsTCTBALIOTO MPHIOKEHHE HA TeKapCTBEHH MPOJYKTH, KOHTO MOFaT [a TIOBJIHAAT GuOpeuHara
(hyHKLIH, 72 I0BEAAT 10 3HAYMMA XEMOJMHAMHYHA MPOMSHA Wik 12 MHXHOUpaT GuOpeuHyd
TPAHCIIOPT /12 IOBHILAT CHCTEMHATA EKCTIO3MLIA Ha METQOpMEH, TpAOBa Ja ce H3BBPIIBA C
NIOBHILICHO BHUMaHHe {BXK. TOUKa 4.5).

YepHoApOOHO VBpEKAAHE

[lauwenTn ¢ 4epHOAPOGHO yBpeAIaHe, BRTIOUHTENHO Te3u ¢be cTolinocTd Ha AJIAT u ACAT npenu
3amo4Bane Ha JeueHHeTo > 3 nuxTH ITH, He Tpabsa 1a 6baar nekyeann ¢ Buncnoke (Bik. Touku 4.2,
43 u4.8).

Ipocaednsane Ha weprodpoduume eH3umu
HMa choBIIeHNS 33 PeIKH CTYYaH Ha HapyIUeHa uepHoIpoOHa dryHKIHA (BIUTIOUHTEIIHO XENATHT)
cIieI MPHEM Ha BWJLIATHOTHH. B Te3u CilyyaH MalMEeHTHTe KaTo Lo ca 6e3 cumnromH, Oes
KTHHHYHH [I0CIEICTBHA H CTOMHOCTATE Ha M3CEIBAHUATA 3 YepHONpoOHa dynkuwa (MUD) ce
BB3BPBILAT 10 HOPMAJIHUTE CNEH NPEKPaTABAHS Ha eueHneTo. 1Ipeau 3anousane Ha ICHEHUETO ¢
Buyicrioke Tps6sa 1a ce nposenar YD, 3a Aa ce 3Hae H3XOHOTO HHBO Ha MaupenTa. [1o Bpeme Ha
nevenmeTo ¢ Buncnoxe depHoapobHaTa GpyHKUHA TpAORa A4 ce HabM0IaBa HA TPUMECEYHH
MHTEpBANH TIpe3 IILPBATA FOJMHA H NEPHOIHYHO ¢/1eA ToBa. [TauMeHTHTE, NPH KOUTO Ce NOBHINAT
CTOJHOCTHTE Ha TpaHCAMHHazuTe, TPsOBa a OBAAT mpoc/eeHH Ypes MOBTOPHA OLECHKA Ha
yepHOApOOHATa QYHKLMA 32 OTBLPAKIaBaHE Ha AanuuTe H cel Toea MU na ce npasar yecto,
JIOKATO OTKJIOHEHHSATA C€ BbPHAT KbM HOPMANTHHTE CTOHHOCTH. AKo mokavisaHeTo Ha ACAT unu
AJIAT > 3 wota I'TH nepcucTupa, ce IpenopbuBa NPeyCTaHOBABAHE Ha Ie4YEHHUETO ¢ Buncnoke.
[TauMeHTHTE, KOMTO PazBHAT KBITEHHLR HIM APYTH NIPH3HALIK, TIpejno/arali
yepHonpobua dyHKLMA, TPAOBA 1 NPEKPATAT JICUEHKETO CH ¢ BIiCcIOKe.




Cren npexparaBaHe Ha feueHHeTo ¢ Buncnoxe u Hopmanusupade Ha HY1®, nevernero ¢ Buicnoke
He TpAGRa N1a ce 3a1104Ba OTHORO.

Hapywienna Ha koxara

KOKHH JTe3HH, BISTFOYHTETHO TIOSBa HA MEXYPH H Y/ILEPalMH N0 KpaHHUIHMTE HA MalMYHH ce
cHOBILABAT TIPH MPHIOKEHHE HA BIILIATTHIITHH B HEKTUHHUHM NPOYYBAHMA 32 TOKCHYHOCT (BX.
Touka 5.3). Belpeku, ye B KIMHHYHATE NpOYHBaHHs He ce Ha0/1I0/1aBa Mossa Ha KOKHHE JIE3HH C
[OBHLIEHA YECTOTA, OMMTHT MPH NAUMEHTH ¢ KOXKHH YCNoXHeHHs Ha inadeTa e orpanmnyied. OcBeH
TOBA NMA NOCTMAPKETHHIOBH ChOGLISHNS 38 OYI03HA M eKCHONHATHBHH KOXKHH Jesuu. [lopaau Tosa,
KATO YaCT OT PYTHHHHTE TPHKK NPH NALHEHTUTE ¢ AnabeT, ce PeropbyBa NPOCeIBaHe 3a
HapyLICHKA HA KOXAaTa, KaTo [10ABa HAa MEXYPH WM YILepalHH.

OCTBD NAHKPEATHT
Vnotpe6arta Ha BILTIATMIITHH € CBBP3aHa ¢ PUCK OT Pa3BHTUE Ha OCTHP NAHKPEATHT. [TauuentHTE
TpaGBa 1a 6baaT HHOPMUPAHH 33 XapaKTEPHHs CHMITOM Ha OCTBD MAHKPEATHT.

AKO ce 110103Mpa HATMYME Ha MAHKPeaTHT, IPHEMBT Ha BUIIATIMITHH TpA0Ba 112 ce NpeyCTaHoBH,
aKO ¢e MOTRLP/M HATHYHE Ha OCTBP HAHKPEATHT, TeUEHUETO ¢ BUIIANIMITHH He TpabBa aa ce
gonHoesBa. Heo6x0HMO € MOBUIEHO BHHMaHHE [IPH NalMEHTH, ¢ aHaMHE3a 32 MPeKapaH oCTbp
[aHKpPEaTHT.

XUNOrTHKEMHS

H3BecTHO €, ue cy1hOHUITyperTe MOXKe Aa NPSAH3BAKAT Xunornukemus. [lauypenTuTte, npueMaiy
BH/LIATHITTHH B KOMOMHALHS ChC CYIQOHIITYPEEH NPOAYKT MoraT Aa OBIaT H3NI0EHH Ha PHCK OT
BL3HMKRBAHE Ha XMIMOTAHKeMH. [10pany Ta3u npuunHa, MOXe a ce 0OMHCIH [IPHIAraHeTo Ha 1o-
HHCKA /1032 Ha cyMpOHMITYpeHHHA MPOLYKT, 3a Ja C& HAMAIIH PUCKa OT BL3HUKBAHE Ha XMIIOTTHKEMUA.

Onepaliig
MeTgopmun TpadiBa Ja ce crpe No BpeMe Ha ONepattis noj o01Ia, CIHHA/IHA WIH eNHIYPATHA

anecTe3HA. Jleuenuneto Moske 1a Objie Bb300HOBEHO He NO-paHo oT 48 yaca ciiet onepauuaTa Uiy
Bb300GHORSBAHETO HA XPAHEHETO MPE3 YeTa, M MM yCioBHe Ye 610peutaTa QyHKINA € OLEHeHa
OTHOBO H € YCTaHOBEHO, u¢ ¢ cTabunHa.

4,5 BsaumoneficTBHE ¢ IPYTH JIeKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aHMO/eHcTBHE

He ca nposesxnany oQuUHATHN TPOYYBAHHA 32 BIaHMOAEHCTEHA ¢ Buncnoke. CriensnTe 1aHHU
0Tpa3dBaT HHGOPMALMATA, HATHYHA 33 OTAE1IHUTE AKTHBHH BELIECTBA.

BHIIaraunTHy
BHIIarTUTITHH MMa HACHK [IOTEHITHAN 32 B3auMOAeHCTEHA MPH €JHOBPEMEHHOTO My NIpHiIarane ¢

APYTH NeKapcTBEHH NPoAyKTH, Thil KAaTo BIIIATIMITHE He ¢ cyOCcTpar Ha ensuMa uutoxpom P (CYP)
450 1 He UHXUOMPa, ¥ He HHAYUpa ersamuTe CYP 450, HIMa BEpOATHOCT 3a B3AHMOCHCTBHE C
AKTHBHH BELLECTRA, KOMTO ¢a CyOcTpaTy, MHXHOMTOPH HMIIH HHAYKTOPH HA Te3H SH3HMH.

PesyATaTHTE OT KIMHH4HY (IPOYYBAHHS, NPOBENSHH C IEPOPATHHTE aHTHAKAOETHA IPOSYKTH
THOTIMTA30H, METGOPMHH H ITHOYPHA, B KOMOMHALMA ¢ BHIJIATTIMITHH, He [I0Ka3BaT KJITHHHYHO
3HAUMMH (PAPMAKOKHHETHHUHM B3aHMOJIEHCTBYA B TAPTETHATA TIOMYIALIHA.




rapaput (cyGerpar na CYP2CY) npu 3apasy HHTHBHIHK HE TIOKA3BAT KIMHKYHO SHAYHMK
(apMaKOKHHETUYHM B3aMMOASHCTBHA C/IE]l €IHOBPEMEHHO MPHIATaHe ¢ BUAAIHIITHH.

TTpoyuBanus 32 NeKapeTBeHH B3AHMOACHCTEBHA IIPH 31PABH MHIMBHIM Ca NIPOBEEHH ¢ aMITO/HMIHH,
PaMHEPII, BATICAPTAH W CHMBACTATHH. [1pH Te3n NPOyYBaHUA, Cle]l eAHOBPEMEHHO NPHIAraHe ¢
BMILIArTIMOTHH, HE ¢¢ HaOM0IaBaT KIMEKYHO 3Ha9HMH (apMaKOKHHETHUYHH B3auMoaeHcTBHA. Toa
obaue, He € YCTAHOBREHO 38 NMPHLE/IHATA TTOMY/Ialks.

KomBusanug ¢ ACE unxuGuropt
BB3MOXKEH € NOBHKIIEH PHCK OT pa3BUTHE HA AHTHOEIEM IPH NALMEHTH ChC CHIIBTCTRALL IPUEM Ha

ACE unxuburopy (Bx. To4ka 4.8).

KakTo mpH JIpyrHTe NepOPaTHH aHTHAHAGETHH NPOTYKTH, XUIIOTIMKEMHYHUA edeKT Ha
BHIAArAMIITHE MOKe 71a Obe HaMAlIeH OT ONpeeNieHH AKTHBHH BELXECTBA, BITHYBALIN THASUIH,
KOPTHKOCTEPOMIH, THPOHIHH MPOAYKTH ¥ CHMIATHKOMHMETHLA.

Merhopmun

Henpenopvuumennu kombunayuu

Anxoxon
AJIKOXONTHATA MHTOKCHKALHA Ce CBBP3Ba ¢ MOBMIIEH PHCK OT IAKTATHA alW103a, 0COOEHO B CTyYaH Ha
rnajgyBaHe, HEJIOXpaHBaHe KIH YepHOAPoDHA HEAOCTATHYHOCT.

Hoduparnu xonmpacmnu sewgecmsa

MerdopMEH TpaOBa 3aTB/DKUTEHO Ja Ce CIpe MPEH KM 10 BpeMe Ha MpoLieAypara 3a oOpasHa
JAMArHOCTHKA M He TpaGBa ja ce Bh300OHOBRA A0 Hal-manko 48 yaca cner TORa, NpH YC10BHE Ue
GuOpedHaTa ByHKUMS € OLEeHeHa OTHOBO M € YCTAHOBEHO, ¥ € cTabunHa (Bx. Touku 4.2 n 4.4).

Kombunayuu, uzuckeauu npednazuy mMepku npu ynompeta

HiikoH TeKapcTBEHH MPOIYKTH MOTAT [ e OTpasaT HeGnaronpHaATHO Ha Sx0peynata (yHKuuMs, KOETO
MOXE 14 YBEJIHYH PUCKa OT JIaKTaTHa arunosa, vanpumep HCIIBC, printounTento ceekTHBHHA
wixubutopu Ha uprtookcurenasa (COX) II, ACE unxuburopy, anruotensus 11 peuenropau
AHTACOHUCTH M JAHYPETHLH, 0coGeHO GpHMKOBH AnypeTHuM. [IpH 3amouBaHeTo WK ynotpedata Ha
TaKHBa NPOYKTH B KOMOHHALHA ¢ MeTGOPMKH € HeoOX0IHMO BHUMATETHO NPOCieIsBaHe Ha
OBOpeuHaTa (pyHKLHA.

[mrokoKopTHKOHAMTE, OeTa-2-arOHHCTHTE ¥ MY PETHIIHTE KMAT NPUCHINA XHNePrIHKEMAYHA
akTHBHOCT. IlaLmenTsT Tpadea Aa Obae uudOpMMPaH 3a TOBA M TPAOBA 14 C¢ H3BBPIUIBA I10-HECTO
MPOCTERABAHE HA KPBBHATA 3Xap, 0C00EHO B HAYATIOTO HA JIEUeHUETO. AKO € He0BXO0/IMMO, 103aTa Ha
Buiicrokc Moxe A2 ObIe KOPUTMpaHa 1o BpeMe Ha CHIIBTCTBALIOTO IEXEHNE U CIICLT
IIPEYCTAHOBABAHETO MY.

HHxHBUTOPHTE HA AHIHOTEHZNH KOoHBepTUpaliua ensiM (ACE) Morar ja IOHWKAT HHBOTO Ha
KpBBHaTa 3axap. AKO € HeoDXOAHMO, 03aTa HA AHTHXHIIEPITHKEMHYHMA JICKAPCTBEH MPOIYKT TpabBa
na Objie KOPUTHPaHa 110 BPEME M TIPH [IPEYCTAHOBABAHE HA NEHEHHETO ¢ APYT JIEKapCTBEH NPOIYKT.

CrirbTersawara ynoTpe6a Ha TEKapeTBEHHU MPOAYKTH, KOUTO BMAAT Ha obIHTe 656peutn TyOynHu
TPAHCTIOPTHH CHCTEMH, YHacTBaId B GEOPEYHOTO eNUMHHEHpAHE HA METGOPMHH
Ha TPAHCIOpTEpa Ha opranndHu kaTHoHM-2 [OCT2]/TpancnopTepa 3a eKCTPY3




nekapcTia ¥ TokcHHE [multidrug and toxin extrusion, MATE], xato paHonasuH, BanaeTaHus,
HONYTErPABHMP H LAMETHAME), MOXKe 1a ITOBHIIH CHCTEMHATa SKCIIO3KIHS Ha METHOPMHEH.

4.6 PepTRIHTET, PEMEHHOCT H KbpMeHe

bpeMenHocT
HsaMa noctarbuno nasHH 3a ynotpebata Ha Buncnioke npu GpemeHHH skeHH. 33 BWIIATTTHITHH

CKCIICPHMEHTATHUTE NPOYUYBAHHA TIPH XKHBOTHH MOKAa3BaT PENMPOAYKTHBHE TOKCHYHOCT MPH BHCOKH
1031, 3a METQOPMHUH, TIPOVUBAHKATA MPH JKUBOTHH He MOKA3BaT PENPOIYKTHEHA TOKCHYHOCT.
[poyuBaHuA [IPH ;KHBOTHH NPOBEICHH ¢ BIWIIATTHNITHH H MET(HOPMHH HE ca MOKa3aJi JOKA3aTeICTBA
33 TEPATOTEHHOCT, HO Ca M0Ka3ald HeTOTOKCHYHH eQeKTH Py TOKCHYHH 3a MaHKaTa 1034 (BXK. TOYKa
5.3). [HoTeHUMATHUAT PHCK NPH XOpa He € M3BecTer. BUIcoke He TpAOBa da ce H3IOI3Ba [0 BpeMe
Ha OpeMEeHHOCT,

Knpmene
[MpoyuBaHUATA 38 )KHEOTHH MOKA3BaT EKCKPELIMA KAKTO HA MeTGOPMMH, TaKa H HA BWINArMIITHH B

mikoTo. He € M3BECTHO aH BHIATIMIITHH Ce eKCKpeTHpa B KbpPMaTa, HO MEeT(OPMHH ce
€KCKpeTHpa B KbpMaTa B MaJKK koiH4yecTpa. [Topanu noTeHUMAaTHWS PUCK OT XHIIOTTTMKEMHUS Ha
HOBOPOAEHOTO, Buncnoke He TpsabBa 1a ce W3NON3Ba IO BpeMe Ha KbpMeHe (Bik. Touka 4.3).

Qepriurer
He ca npoBexaaHu NpoydBadnd 3a eekra Ha BHICNOKE BBpXY (epTHIMTETa NPH Xopa (BXK. ToUKa

5.3).

4.7 EdexTn Bbpxy cnocofHOCTTA 33 Wodupane # pabora ¢ MALIHHH

He ca nmpoBeskIaH# IpoyUBaHMs 3a eheKTHTE BBPXY CocoOHOCTTa 3a WwodHupanHe U paboTa ¢ MalMHH.
IMauxeHTHTe, KOMTO MOTYYAT 3aMaiiBaHe, KaTo HeXellaHa peakuua, TpadBa na n3barsat aa wodupar u
aa paboTaT ¢ MalllMHH.

4.8 HexelaHH JeKaADCTBCHHA PEaKUHH

Qbobierue Ha npoduia Ha 0e30IacHoCT

Hannu 3a Ge3onacHocT ca nony4deHd ot obmo 6 197 nauKHeHTH ¢ eKCIe3HLMA Ha
BHJTJArMHNTHH/MeT(OPMHH B PAHIOMU3UPAHH, [UaLe00-KOHTPONIHPAHN H3NHTBaHuE, Ot Tax 3 698
NAlMEHTH TOTYYaBaT BUAJATTUIITHH/METHOPMHEH, a 2 499 NalHeHTH NOTy4aBaT n1aunedo/
METHOPMHH.

Hsma nposejeHH KIHHUYHH NIPOYYBAHHA 34 NevueHne ¢ Buncnoke. YetaHoBeHo ¢ obave, ue
OnoeKBHBANIEHTHOCTTA HA BHICNIOKC € KaKTO HA eHOBPEMEHHO TIPH/IOHKEHH BHILTALIHIITHH H
Merhopmun (BK. ToUKa 5.2).

[Mo-rongMata YacT OT HeXETAHHTE PeakLHM €a IEKH H NMPEXOHH, U HE M3MCKBAT NpeyCTAHOBABAHE Ha
meueHueTo. He e YCTAHOBEHA BPh3Ka MEXKAY HEXC/IAHHTE PCAKIIHH M Bb3PACTTd, €THHHCCKATa
NPHHAINEKHOCT, IPOAB/DKHTENHOCTTA HA KCIO3HLIMATA WIH JHEBHATA 103a. YIoTpedara Ha
BHIIOATTTHITHH C€ CBBP3EA ¢ PHCK OT PA2BHTHC Ha NAHKPCATHT. C'BO6[I.laBa C¢€ 3a BB3HHKBAHC Ha
MaKTaTHa auMao3a ciaed ynorpefara Ha MeTQOPMHH, 0COOSHO TIPH NAIIHEHTH
GuOpeuno yBpeskaade (Bik. Touka 4.4).




CnMchbK Ha HOKENAHHTE IEKADCTBEHU peakiiy B TabJIWueH BUN

Hexenanyte peakuuy c506aBaH MPH MALHEHTH, KOKTO N10/1y4aBaT BIIATTUIITHH B IBORHO-CAENH
MIPOyHBAHKA, KaTO MOHOTEPANKA H JOIB/BAIA TEPAlMs ¢a H3OPOSHH N0-0MY M0 CHCTEMO-OpraHHa
kiacHmKaums u abcomoTHa decToTa. YeeTOTHTe ce AepuHMPAT KATO MHOTO HeCTH (=1/10); vectn
(>1/100 no <1/10); mewectu (>1/1000 go <1/100); peaxu (=1/10 000 g0 <1/1000); mMHOTO HeCTH
(<1/10 000), c He3MBECTHA YeCTOTA (OT HATMYHMTE NAHHM HE MOXKeE fa Objie HallpaBeHa onenka). [1pu
BCAKO IPYTIMPAHE B 3aBUCUMOCT OT YECTOTATA, HEKEMAHHTE PERKIIMH c& M30pOoABAT B HU3XOIAN penl
MO OTHOLICHHE Ha TAXHATA CePUO3HOCT.

Tadanua 1 Hexenanu peaknns, cbobleHA IPH NANHEHTH, KOMTO NOAYYABAT BHAAATIHITHH H
meTdopMHHE (KATO MOHOKOMNOHEHTH H/TH KaF0 HKCHPAHA 103082 KOMOHHANNS)
HWIH B KOMOHAAWHS ¢ APYrH anTHAHA0eTHR JeIeHNA B KIAHUYHH H3MHTBAHAA 1 OT
MOCTMAPKETHHIOBHA ONHT

[ CucreMo-opranen kiiac — HeleaaHa Ppeakuus | Yectora
' Mndexunu u uadecrauum
HUHbeKIMA Ha rOpHUTE AMXATE/THH TBTHILA YecT :
HazodapiHruT B ) YecTH _ :
" HapymenHs Ha MeTaboIH3Ma H XPAHEHETO
XHnornukeMus Heuectu
3ary0a Ha aneTwT Heuectu
HaManicra aGcopGLns Ha BUTAMKH B2 M TaKTAaTHA auMa03a | Muoro peakm®
| HapyuieHHsl HAa HEPBHATA CHCTEMa _
3aManHoCT - YecT
['maBobonue | Hectu
Tpemop _ ‘ Yectn
MeraiieH BKyC ' : Heuectn
Cromamno-4peBHH HAPYIICHHA _
| Toepbiuane YecTu
Huapus _ Yectn
['anene Yectu .
| TactpoesodareanHa pedrykcHa bomect i Yectn ' !
diaryieHUNs i " Yeetn
3anex _ _ Yectu
Kopemua 6on1ka, BKTIOYHTEIHO B rOpHaTa 4acT Ha kopema | Yectn
ITaskpeaTyT ' Heuectn |
XenaToGH/IHAPHH AAPYMEHHSA _ '
Xenatut ' _ | Heuectn
Hapymenns HA KOXKATa H HOJK0XKHATA ThKAH ‘
XHnepxugposa Yectit
IIpypuryc ) Yectn
O6pHB YecTn
Hdepmatur ‘ Yectn
Eputem . Heuectu
YpTHKapHa | Heuecrn
ExconuaTHBHY 1 GYJIO3HU KOKHH J1€3MM, BITIOYUTENIHO C t
HEeH3BECTHA YECTOTA
Hynosed nempUrona _ |
KoeH BacKymuT C HeHM3BECTHA 4eCTOTa
HapymeHHs HAa MyCKYJIHO-CKeJIETHATA CHCTEMA N CheTHHNTE/IHATA ThKAH
Aprpanrus | Yectn




Muanrus ' [ Heuectn

" OGmu Hapymenus H eeKTH HA MACTOTO HA IIPHIOKEHHe

Acrenna YecTu )
Ymopa ' Heuectn
| Brpucane _ HeyecTh B
TlepudepeH oToK Heuectu
' H3cnenpanns
OTKIIOHEHNS B yepHOApoOHUTE (GYHKUHOHATHH NOKa3aTeNny | Heuectn
* Hesxenany peakums, C06IISHH MPU NAUMEHTH, KOHTO MOTYYaBaT MET(GOPMHH KaTo

MOHOTEPANHMA ¥ He ca HaloaaBaH| [IPH IalMeHTH, KOMTO MOty YaBatT
BIL1JANIMIITHH+METQOPMHH KaTo QHKCHpaHa J030Ba KOMOHHALMA. 34 AOMLIHKTEIHA
uuGOPMAIH, BIXTE KPaTKaTa XapaKTepHCTHKA Ha TIPOAYKTA 3a MET(QOPMHH.

B3 ocHoBa Ha IOCTMAPKETHHIOBUSA OIKT.

Onucanue Ha H36D3HM HEXKESTIaHH peakUuMH

Burdazaunmun

Yeproopobuo yepexcoare

HFiMa croOLueHHs 3@ PEIKH CITYYaH Ha HApyIUeHa YepHoApoOHa GYHKUMS (BKIFOYATENIHO XCIATHT)
cJ1eq IpHeM HA BHIIATTANTHH. B Te3u cirydau DalHEHTHTE KaTo 110 ca Be3 cumiromy, Oe3
KIMHHMYHM NOCAEACTBHA H YepHOApoGHaTa hyHKLMA Ce BE3BPBIIA 10 HOpMAJlHa Clie]l fIpeKparsisate
Ha JeveHueto. B JaHHHTC OT KOHTPOTHPAaHH W3N0UTBAHHA KaTO MOHOTEpAllKA H KaTo AOMbJBAIAa
Tepanus ¢ NPOIBbIKHTENHOCT 10 24 ceaMuuM, YecToTaTa Ha nosumasaue Ha AJIAT win ACAT

>3 npru [TH (knacuduitipana kaTo HATHYUE LIPH HAH-Manko 2 TOCNEN0BATEIHH U3MEPBAHHA HITH
npu dhuHaiHaTa on-treatment BusuTa) e 0,2%, 0,3% 1 0,2% croTBeTHO 3a BUARArIMOTAH 50 Mg
BEAHDBHK AHCBHO, BHIIATTHOTHH 50 mg ABa bTH AHEBHO M BCHYKH CPaRHHTEIHH LPOAYKTH. Te3n
MOBMILABAHMA HA TPAHCAMHHA3UTE KaTO L0 ¢a Oe3CHMITTOMHH, HEMNpPOrpecHpallly 10 XapakTep W He
Ca CBbP3&HH € XOJIeCTa3ad HITH JKBJIATEHHLA.

Anzuoedem

[Ipu nedeHHe ¢ BHIIATMHITHH ce cBo0MIABa 33 PEIKH C/IYYal H2 aHTHOSAEM ¢ YeCcTOTa CXOHa C Ta3H
H4 KOHTPOIMTE. T10-rongmMara 4acT oT Cily4auTe ¢a ChOOIIEHH, KOTaTO BHJIAATIMITIHH € NIPUIAraH B
komGunanya ¢ ACE unxubuTop. ITo-ronsamara 4acT oT CHOMTHATA Ca JIEKH MO TEKECT H OT3BYYaBaT
fIpH NPOABIKABAHE Ha JEUEHHETO ¢ BHILIAIIMITHH,

Xupozauxemus
B cpaBHUTEIHM, KOHTPOITHPAHH MPOYHBAHUA Ha MOHOTEPAIHA, XMIIOTTIHKEMUATA € HeYecTa Py
nanon3sage Ha ewigaraunTaH (0,4%) karo MoHOTEpanus ClpsgMo aKTHBEH CPABHUTCICH MPOAYKT WIH
mnauebo (0,2%). Hama crobuieHns 3a TeXXKH WK CepHO3HH chOMTUS Ha xunorivkeMmus. [1pn
ynoTpe6a KaTo DOMbIBaula Tepanis KbM MeT{hOPMHUH, XHIOrTHKEMHA Bb3HHKBA IIPH 1% OT
TALHEHTHTE, JJeKYBaHH ¢ BIIJACIHITYH K pH (,4% oT naunenTute Ha niauebo. [Ipu nobasane Ha
MHOT/THTA30H, XHIIOTTHKEMHUA BE3HHKRA NIpH 0,6% OT MalMEeHTHTE, JIeKYBaHH C BUIATIHIITHH H [IPH
1,9% ot nauuenTHTe, NeKyBanu ¢ miauebo. [Tpu nobassxe Ha CyIGOHHAYPEHHO IPOH3BOAHO,
XHITOrTMKEMHs Bb3HHKBA 1ipH 1,2% OT NauueHTHTe, IeKYBaHHU ¢ BIWIIArMHNTHE 1 npu 0,6% ot
nauuenTHTe Ha rurane6o. [Ipu noGaeste Ha cynGOHIIYpeifHO TIPOH3BOAHO M METHOPMHH,
XHIOTAMKEMHEA BE3HHKBE IpH 5,1% OT mauueHTHTe, JISKyBaHH ¢ BUIJarIMOTHA M nipu 1,9% ot
nauueHTHTe Ha rmnaile6o. [py naureHTH, NPHEMALIH BATJANTHITTHH B KOMOMHALMA ¢ HHCYTIHH,
4ecTOTATa Ha BB3HMKBAHE Ha XUNIOITIHKeMHS e 14% 3a BungarnunTiH 1 16% 3a




Memdopriun

Hamanena abcopbyun na eumamun B12

Hamarnenye Ha abcopbuuara Ha Butamue B12 ¢ nompKkeH#ne Ha cepyMHHUTE HUBA C€ HAOMOIaBa MHOTO
PAKO MPH NALKEHTH, KOUTO €A IEKYBaHH ¢ MeT(OPMHH 3a JBBI NMeproz OT Bpeme. IIpenopbusa ce
Za ce MMa TIpeaBH I [0100Ha €THOIOTHA, aKO IPY NALHEHT € HATHYHA MeranodnacTHa aHeMud.

Yeprogpobua dvaxyun

CrobilaBa ce 3a M30IMPaHH CJIyYaH Ha OTKAOHEHHS B CTOHHOCTHTE Ha yepHoapobHuTe
(hYHKUHOHATHH NOKA3aTeNH HIH XeraTHT, KOHTO OTLIYMABAT CJICM IPEKpaTIBaHe NpHeMa Ha
MeT{OopMIH.

CrmoMauno-ypesry Hapyenus

CTOMaUIHO-YpeBHMTE HEKENAHH PEaKIHH BL3HHKBAT Hal-4eCTO N0 BpeMe Ha 3an04BaHe Ha
TEpArMATA U OTIIYMSBAT CIIOHTAHHO B TIOBEUETO CTyH4aH. 34 11a ¢e Mpe/IoTBpaTsT Ce NpenopbyBa
meTdOPMHMH Ja ce MpHEMa KaTo 2 AHCBHE A03H TIO BPEME Ha MM CJIE] XpaHeHe, baBHOTO roBMILABaHE
Ha 03378 MOXKE CBINO Ja NMogo6pH CTOMAIIHO-YPEBHATA [TOHOCHMOCT.

CrolluaBade Ha IOJO3MPAHH HEXKENAHW PEAKIIHH

CrobLIaBateTo Ha MOAOIMPAHH HEXeTaHH PEaKlHy ¢Te/] paspelasaHe 3a ynorpeda Ha IeKapcTBeHHs
MpOAYKT e BaxHo. ToBa MO3RONSBA /12 NPOIB/DKY HAOMIONEHHETO HA CBOTHOLIEHHMETO [10/133/PHCK 32
nexapcTBeHMA nPOAyKT. OT MEIUIMHCKHTE CIIELMATMCTH C€ H3MCKBA fla chobliaBaT Beaka
MOJ03HpaHa HexeNlaHa peaxiiis upez Manmbinureda areHIMs 10 ekapeTeata yi1. ., Jlaman ['pyes” Ne
8, 1303 Codms, Ten.: +35 928903417, yeGeakiT: www.bda.bg,

49 Idpenozmpane
HsmMa aHHH CBBP3aHH C NpeJosHpane ¢ Buncrnokc.

Bunoazmunmun
HHdopmMaiinaTa o OTHOWEHHE Ha Npeo3HPaHe ¢ BUINAMIMITHH € OTPaHHYCHa,

CHMIITOMHK

HuhopMalHaTa 3a BEPOATHH CHMIITOMH HAa NIPEIO3HPAHE ¢ BUIIArMMITHH e M0J1yHeHa OT IPoyUBaHe
3a MOHOCHMOCT Ha YBE/IMYaBaIla ce 1034 IPH 34PaBH HHIHBH/IH, Ha KOWTO € NIPUiaraH BIIIArTANTHH
3a 10 gun. [pu no3a ot 400 mg € UMano TPH clyyas Ha MYCKYJTHH OOMIKM M OTIENHH CIIY4au Ha ICKH
M TIPEXOHH NAPECTE3HH, BHCOKA TEMIIEPATYpa, OTOLM K IPEXOIHO TIOBHIIABAHE HA HHBOTO HA
nunasara. [Ipy noza ot 600 mg eIHO HIE € HOTYYMIIO OTOK HA CTHIATATA ¥ PhIETE, U NOBKHIIARAHE
Ha HUBaTa Ha kpeatunpocokunazata (KOK), ACAT, C-peakruenua npotens (CRP) u muornobuna.
Tpu ApyrH JIHUA ca NOLy4KIH OTOLH TI0 XOIHIIATa, B ABA OT CAYHAHTE ¢ NapecTe3nt. Bendxn
CUMIITOMH H OTKIOHEHHUA B JIaGOPATOPHHUTE ITOKA3ATENH OoTIBYuaBar 6e3 JICUCHHE CAe/
MpeyCTAHOBABAHE IIpHEeMa Ha W3C/ICIBAHUA IEKAPCTBEH IIPOAYKT.

Memdgpoprun

Tlpeo3Hpane ¢ BUCOKA 1032 METGOPMHH (MITH NPH CHIBTCTBALI PHCK OT JAKTATHA 2iHA034) MOXKE Ja
JI0Be/Ie 4O NaKTATHA ALMA034, KOATO NPEICTABINRA CIIEMWIHO CHCTOSHHE M TpAORa /1a ce NeKyBa B
fonnHia,

JleyeHHe




Haiji-e()eKTHBHEAT METOJI 33 OTCTPaHABaHe HA MET(OPMHUH € XeMOonHanK3a. BunaarmunTuy, obade, He
MOKe a GbIe OTCTPaHeH 4pe3 XEMO/MAIN3a, HO OCHOBHHMAT My MeTaGonuT et xuaponusa (LAY
151) moke aa ce auannsupa. [Ipenoprusa ce MOAOBPAKAIIO NEHEHHE.

5., @®APMAKOJOrM4YHH CBOVCTBA
51 @apMakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: JlekapeTea 3a euenue Ha AnabeT, KOMOUHALMA OT TIEPOPaIHH,
TIOHIDKABAIIM KpLBHaTa 3axap nekaperea, ATC xon: A1OBDGS

MexaHu3LM Ha AeHCTBHE
Buncnokc xoMGHHHpA JIR¢ AHTUXHIIEPT/IHKEMAYHH CPE/ACTBA ¢ B3AHMHO I0IB/IRAINH C€ MCXAHH3MH

Ha AcHCTRYE 2a MOJ0OPABAHE HA IMHKEMUYHHA KOHTPOI TIPH ALMEHTH ¢ auabeT Tvn 2:
BWIIATTHIITHH, TIPEICTABHTEI HA KJTaca JIEKAPCTBEH) MPOTYKTH CTHMY/TMPALH KICTKATE B OCTPOBUTE
Ha TIaHKpeaca M MeT(hOPMHHOB XH/IPOXIIOPHJ, NPEACTABHTEN Ha Klaca Ha OurBaHuayTe.

BuaaraMIITHH, KOHTO cnaja KbM KIaca JTeKapcTBEeHH IPOTYKTH CTHMYITHPAIIH OCTPOBHUTE KIIETKH B
NAaHKpeaca, € MOIUEH M CeNeKTHBEH MHXUOHUTOP Ha AWNentuiaul nentuaasa-4 (DPP-4). MerdopMuH
AefCTBa OCHOBHO Upe3 HaMalsBaHe Ha eHI0TeHHOTO o0palyBsaHe Ha [VIFOKO3a B YepHHA ApoD.

DapmakoIHHAMHYHH eDEKTH

Bunoacaunmun

Buiaar/IMITHHE A€HCTRa OCHOBHO 4pe3 HHXHOMpaHe Ha DPP-4, eH3MMBT OTTOBOPEH 2a pasrpakIaHeTo
Ha HHKpeTHHOBHTE XopMory GLP-1 (rmokaron nogoben nentun-1) 1 GIP (rmokoso-3asHcHM
HHCYNMHOTPONCH MOTHIETNTHN).

[IpHNOXKeHHETO HA BUI/IAMMITTHH BOAX 10 G530 H MbIHO MEXUOMpaHe Ha akTHBHOCTTa Ha DPP-4, B
PE3yNITAT Ha KOSTO ce MOBHIIABAT €HAOreHHHTE HHBA Ha HHKPETHHOBHTE XOpMoHH GLP-1 u GIP,
KAKTO Ha ITIAJHO TaKa U Clie]l XpaHeHe.

MocpencTBoM NOBUIIARAHE HA €HAOI€HHHTE HABA Ha TE3H HHKPETHHOBH XOPMOHH, BH/IAATTHIITHH
[OBHILABA YYRCTRUTETHOCTTA Ha OeTa KIETKHTS KbM KPbBHATA 3aXap, KOSTO BOAH A0 noolpAsaHe Ha
[IEOKO30-3aBHCHMATa HHCYIHHOBA cexpettis. Jledennero ¢ BUAAarnunTHH 50-100 mg AneBHO mpH
nauMeHTH ¢ AMabeT THN 2 3Ha4HMO ToNeGpABa NoKaszarenuTe 3a OeTa-KneThuHaTa QyHKIRA, KOUTO
prmrouBat HOMA-P (Homeostasis Model Assessment—{3), CbOTHOIICHHETO NPOHHCYTHH CIIPAMO
MHCYJIMH 1 H3MEPBAHETO Ha PeaKTHBHOCTTA Ha 6€Ta KNETKHTE IPH TeCTa 3a TOTEPAHTHOCT NIPH 4€CTO
AaeaHe Ha XpaHa. [IpH Muua, KosTo HAMAT HabeT (HOPMOIIMKEMHA ), BUITATTIMITTHH He CTHMYJIHpa
CEKpelMATa Ha HHCYJIHH M He HaMa/liBa HMBOTO Ha KPBBHATA 3axap.

Ypes NOBHIIABAHE HA EHAOrEHHOTO HKBO HA GLP-1, BUNAArIMITHH [IOBAIUABE MYBCTBUTEIHOCTTA HA
anda KIeTKHTe KbM KPBBHATA 3aXap, KOECTO BOIM J10 TI0-2A€KBATHA HA KPBBHATA 3aXap CEKpeLa Ha
FKKAroH,

[lorHiaBakeTc HA HHKPETHHOBHTES XOPMOHH B YC/IOBHATA HA XHTICPIMTHKEMHA BOAH A0 3aCH/IEHO
YBC/IHYABAHE Ha CbOTHOUICHHETC HHCYHHH/FH[OKaFOH H HAaMaJIgBaHe MPOAYKUMUATA HA IIFOKO3a OT
UCpHHUA Ilp06, KAKTO Ha IMaAHOo, TaKa H Clied XpaHeHE, ¢ KOETO ¢€ HaMalldaBa Il




HMapecTHuAT edekT, e noBHieHOTO HUBO Ha GLP-1 3a0aBs CTOMALIHOTO H3MPa3BaHE HE CC
Habai0aBa NMPH NedeHue ¢ BHIHATTHITHH.

Memgpopmun

MeThopMHE € GUrBaHU ¢ AHTHXHNEPTTHKEMIYCH eeKT, KOHTO NI0HKKABA CTOHHOCTHTE Ha IUIIOKO3a
B IUIA3MATA - KAKTO Ha [1aAH0, TAKA H Criefl XpaHese. Tol He CTUMYTHpa CeKpeLlHATa HA HHCYIIHH 1
Mopay TOBA HE BOTH 0 XMIIOITIMKEMYS HITH YBE/IM4aBAHE Ha TENECHOTO Ter:1o.

MeTdhopMHH MOKe 1 OKa3Ba CBOA [IFOKO30-TIOHIKaBaL, eeKT N0CPENCTROM TPH MEXaHUIMA:

- TIOCPENCTBOM HAMAISBAHE Ha 00pa3yBaHEeTC Ha TMTIOKO3a B 4epHHA Apob upes HHXKOUpaHe Ha
[TIOKOHEOTEHE3ATa M INTHKOTEHON3aTa;

- B MYCKYJIHTE TIOCPEICTEOM YMEPEHO H3Pa3eHO YBENMYaBAHe HA WHCYTHHOBATA
YYBCTBUTETHOCT, T1000pABaiKH MEPHPEPHOTO MOEMaHe H YCBOABAHE Ha ITTFOK03ATa;

- nocpeacreom 3afaBsHe Ha abcopOLMATA Ha ITIIOKO3aTa B 4epBaTa.

MeT}hOpMHH CTHMY/THpPa BLTPEKIETHYHHSA CHHTES HA [JIMKOTEH, TOCPeaCTBOM MOBIHABAHE HA

FJTHKOrEH CHMTE3aTa H TOBHUIIABA TPAHCTIOPTHUA KanauMTeT Ha CrielHGHYHH THNIOBE MeMOpaHHH

rmoko3nu Tpancnoprepu (GLUT-1 1 GLUT-4).

TpH XOpa, HE3ABHCHMO OT BAHAHKETO CH BBPXY TTHKEMHMATA, METGOPMHH HMa GIaronpusTiy ¢QeKTH
BBPXY nunuanua MeTabormu3eM. B cpento- 1 ABATOCPOuHH KIMHHYHH NPOYYBaHUS, NPH IIpUEM Ha
TEpANEBTHYHM JO34 € MOKa3aHO, 4e: MeTGOPMHH MOHIKABA CEPYMHMTE HHBA Ha OOILNA XOIECTEPOT,
LDL-xonecTepona ¥ TPUrIHLEPHIHTE,

TMpocreKTHBHOTO, pargomusupato npoyusane UKPDS (UK Prospective Diabetes Study) yctaHosssa
IBITOCPOYHHTE MOT3H OT MHTEH3MBHIA KOHTPOI Ha KPBBHATA 3aXap TIPH NauMeHTH ¢ Axabet TH 2.
AHANM3ET Ha PE3yNTATHTE TIPH IALMEHTH ¢ HAJHOPMEHO TEMIO, JIEKYBaHH C METGOPMUE ClIeL
HEYCITeX OT JIe4eHHE CaMo C IHETa MOKA3BAaT!

- IHAYMMO HAMAABAHE Ha aBCONIOTHHA PUCK OT BCAKO CBBP3AHO C AUadeTa YCIIOKHEeHUE B
rpynara na MeTdopmuH (29,8 cuburis/1000 naunenT-roauuu) CIPAMO NALHUEHTHTE OCTABCHH
camo Ha auera (43,3 cxbutua/1000 namment-roaunn), p=0,0023 u cnpamo rpynure Ha
KOMOHHHpPAHA Tepanus cbe CyNGOHMIYpeiiHH IPOAYKTH M Ha MOHOTepanus ¢ uHcyIuH (40,1
cubuTis/ 1 000 nanuenr-roguau), p=0,0034,

- 3HA4MMO HAMa/IgRaHe Ha abCcoNOTHHA PHCK OT CEBp3aHa ¢ aHabeTa CMBPTHOCT: MeTOpMUH 7,5
cuButia/1 000 nanuMeHT-roauuy, camo Ha avera 12,7 cubutud/ 1000 natuenT-roauny, p=0,017;

- 3HAYUMMO HAMAITSBAHE Ha aGCOMTHHEA PHCK OT 001Ia CMBPTHOCT: MeTGOpMHH 13,5
crGuTHa/ 1000 TAIMEHT-TOAHKH CHPAMO caMo Ha auera 20,6 chOuTHA/ 1000 nauueHT-roARHH
(p=0,011) u cipsamMo rpynuTe Ha KOMOHHHpaHa Tepanus Cbe Cy/IDOHILTYPEHHN NPOAYKTH H HA
MoHoTepanus ¢ uHeynuH 18,9 cbutia/ 1000 naupent-roauud (p=0,021);

- 3HAYMMO HaMaJIsBaHe Ha abCOMIOTHHS PHCK OT HH(APKT Ha MMOKapaa: MeTdopmun 11
cuBurHa/ 1000 maymeHT-roguny, caMo Ha aueta 18 cubuua/1 000 namenT-roguud (p=0,01).

KnpnuyHa edukacHocT # Oe30MacHOCT
[IpubaBaHETO HA BUIAALTHITHH KbM NEUEHHETO HA NALMEHTH, YHHTO [IMKeMHICH KOHTPOT HE €
3aJ0ROIMTE/IEH BBIIPEKH MOHOTEPANUATA C METPOPMHUH, CNef 6-MeCCUHO JIEUCHHE BOH 10
JAONMBIHMTENHO CTATHCTHYESCKH 3HAYMMO CPEIHO MOHWKaBaHe Ha crofiHocTHTe Ha HbA( B cpaHeHHe
¢ auebo (pasauku Mexay rpynute ot -0,7% 1o -1,1%, cboTBeTHO, 32 BUaAaraMirtuy 50 mg u

100 mg). [TpoLIeHTET Ha NaUMeHTHTe, KOUTO IIOCTHIAT IOHKABAHE Ha CToHHOCTHTe Ha HbA(cC

> 0,7% CIpAMO W3XOIHHTE € CTATUCTHYECKHM 3HAUMMO [10-BHCOK B JIBETE IPYITH HA BUWIAATTHIITAH
e MeTPOPMUH (ChoTBETHO 46% 1 60%) CIpAMO IpynaTa Ha METHOPMHH U0




B 24-ceAMMYHO KIMHHYHO H3NUTBAHE, BUIAAraMnTHH (50 mg 7Ba ITbTH IHEBHO) € CPABHEH ¢
nuorauTazeH (30 mg BeIHBK JHEBHO) IPH MALMEHTH, NP KOHTO HE € IIOCTHIHAT 4eKBaTCH
[/IMKEMHYEH KOHTPOJ ¢ MeTQOPMHH (cpeaHa axeBHa ao3a: 2020 mg). CpeAHOTO NOHMKEHNE Ha
nuBata Ha HbA |, npu cpenen usxonen HbA. ot 8,4%, e -0,9% npu nobaesHe Ha BHANATTANTHH KbM
meTdopmut H -1,0% npu gobasiHe Ha TMOTTHTa30H KbM MeTGopMUH. CPeaHOTO NOBUILIABAKE HA
TENeCHOTO Terno, HabMoAaBaHO NMPH NAUUEHTHTE, MPHEMALLH TMOITIHTa30H B IOMBIIHEHHE KbM
meThopmut e +1,9 kg, ciipamo +0,3 kg npy nauueHTHTe, NpHeMallld BHIIALIKITHH B 10TB/IHEHHE
KbM MeTQOPMHH.

B KIMHHYHO H3MHTBAHE ¢ 2-TOAMILHA NPOABIKHTETHOCT, BUNIAFTHAITHH (50 mg ABa 0bTH JHEBHO) €
CpaBHEH C FMMENHpPHI (10 6 mg/aex — cpeaHa Ao3a mpes 2-te roauny: 4,6 mg) cren nobasiHe KbM
TepanuATA Ha TTALMEHTH, JIEKYBaHH ¢ MerdopMHH (cpeniHa axesHa no3a: 1894 mg). Caen 1 roauna
CpeIHOTO MoHIKeHue Ha HupaTa Ha HbA |, e -0,4% npu noGaesHe Ha BUWINAITHNTHH KBM MeThOpMUH
1 -0,5% nipy NoGaBAHe Ha [TMMEIIMPUT KbM METGOPMEH, NIpH cpenen uixoneH HbAi. o1 7,3%.
TIpoMsanaTa B TEJIECHOTO TErVIO NpH BuiAarnuntuy e -0,2 kg enpamo +1,6 kg npH [IIAMENMPHIL.
YecTOTATA Ha CAYUAUTE HA XHIOTIMKEMHA ¢ CHTHU(HKARTHO NO-HUCKa B rPymnaTa Ha BUNJArIANTHH
(1,7%) B cparHeRWe ¢ rpynata Ha rymenupua {16,2%). B kpaiinata To4Ka Ha Npoy4BaHeTo (cneq 2
rofuHH) cToiHocTHTe Ha HbA . ca nogo0HM Ha W3XONHHTE CTOHHOCTH B ABETE TEPANCBTHYHH IDYNK,
a pa3IHYKATA 10 OTHOLIEHUE HA POMAHATA B TEJICCHOTO TErJI0 H CITY4aHTE HA XHIIOTTMKEMHA Ce
3ama3sar.

B 52-ceIMHYHO M3MMTBAaHe BIIAAITHITAH (50 mg ABa IETH HEBHO) € CPABHEH C TJIMK/a3k] (cpeana
aHeRHa n03a: 229,5 mg) ciaen 100aBAHE KbM TEpANHATa Ha IAIMECHTH, TIPH KOUTO HE € IOCTHIHAT
KOHTPO. ¢ MeThopMHH (M3xoaua ao3a 1928 mg/aen). Cen 1 roquua cpearoTo noHmkenne Ha HbA .
¢ -0,81% npu nobapsHe Ha BULATJUITHH KbM MeThopmu (TIpk cpeeH HaxoneH HbAj 8,4%) u -
0,85% npu godapBsHe Ha FIMKIA3MA KM MeThopMuH (npu cpenen u3xoneH HbA . 8,5%); nokasana e
CTATHCTHUCCKH HAMHMA He no-maika edukacnoct (95% CI -0,11 — 0,20). [Tpomstara B T€M€CHOTO
terno ¢ +0,1 kg mpy srngarunTid cnpaMo +1,4 kg npu raMKIasu.

B eano 24-ceIMMYHO KIIMHHYHO H3IHTBAHE € OLeHeHa eUKACHOCTTa Ha (hUKCHpaHaTa I030Ba
KOMBHMHALMS OT BUIAArTHITHE M MeThOPMHH (MOCTEneHHO THTPHpaHa 1o Ao3a ot 50 mg/500 mg nsa
reTd AHeBHO MM 50 mg/1000 mg 1Ba METH AHEBHO), IIPMIIOKEHA KATO MbPBOHAYAJIHA TEPaNns MpH
NALHEHTH, KOMTO He ¢a NpHeMany OpeId TORa APYry ekapcTsa. Kombnnaumata

BHIAACAITHE/ MeThopMuE 50 mg/1000 mg, nprnoxkeHa 18a IETH JHEBHO, noHmkaga HbA. ¢ -
1,82%, punmariunTun/Merdopmed S0 mg/500 mg, IPHIOKEHa ABa ITHTH AHEBHO, ¢ -1,61%,
merdopMuH 1000 mg, npunoxeH JBa IHTH THEBHO, ¢ -1,36% H BungarmunTiy 50 mg, MPHIOKEH 1182
THTH JHEEBHO, ¢ -1,09% npu naxonen HbA,, 8.6%. [Tonmwkenreto Ha HbA.., nabnionasano npu
nauueHTH ¢ u3xoaed HbA . >10,0% e mo-ronamo.

24-ceAMHYHO, PAHAOMU3UPAHO, TBOHHO-CAANO, 111ae60-KOHTPOTHPAHO H3IIMTBAHE € TIPOBENICHO MpH
318 MAuKEHTH, 3a Ja OLeHH eHKACHOCTTA 1 G€30IIaCHOCTTA Ha BULAArNMITHH (50 mg B2 MbTH
AHEBHO) B KoMEuHALMS ¢ MeTopMHH (>1500 mg THEBHO) M TIMMEMHpPHA (24 mg AHEBHO).
BHLIATTHITHE B KOMGHHAUMA ¢ METHOPMHMH M IIMMETHPHA CHIHAGHKaHTHO NoHIKaRa HbA
copsmo nnatedo. Kopurrpasara cnpaMo niatedo paivka B CpeIHOTO NOHMKEHHE Ha HbA. cipsamo
U3XxoaHara croitsoct o1 8,8% e -0,76%.

TIpoBeneHo € METTOAMIIHO, MHOTOLEHTPORO, PAHIOMU3HPAHO, IBOHHOCIANO NPOYYBAHE MPH
TIALMEHTH chC 3aXapeH auabeT THN 2, 3a /1a ce OLEHH edeKTHT Ha PAaHHO JleueHHe ¢ KOMORHAIKMATa
BWIIArTUNTHH ¥ MeThopMuH (N=998) cnipamo craHIapTHA MbPBOHAYANHA MOHOTCPAITHA ¢
MeThOPMUH, NOCTEBAHA OT KOMOWHALUMA ¢ BHIJATHNITIH (IpyTia Ha MOCHeloBa




(N=1003) 11py HOBOAMATHOCTHIMPAHH [IALMEHTH CBC 3axapeH auabeT Tun 2. Cxemara ¢
KOMOUHALMATA Ha BHAAACIMNTHH SO Mg OBa TETH AHEBHO ILNIOC MeTHOPMHH BOAM 0 CTATHCTHUYCCKH
H KIMHHYHO 3HAYHMO OTHOCHTEIHO HAMANABAHE HA PUCKA “BpeMe [0 MOTBBPICH HEYCNEX Ha
MbpBOHaYanHoTO NeveHne” (crofiHocT Ha HbA 1. >7%), cipaMo MOHOTEPAIHA ¢ MET(HOPMHH IIPH
HENEXYRaHM O MOMEHTA IALHEHTH ChC 3axapeH auabet Tun 2 npes S-roJHIIHATA NPOIRLKHTETHOCT
ua npoyuraneto (HR [95%CI]: 0,51 [0,45, 0,58]; p<0,001). YecToTara Ha Heycnex Ha
MBbPBOHAYATHOTO jleyeHue (croitHocT Ha HbA1.>7%) ¢ 429 (43,6%) naunenTy B rpynara Ha JieueHne
¢ koMOuHauuaTa H 614 (62,1%) nauueHTH B IPyIAaTa Ha NOCICIOBATETHO JIEHUeHHE.

24-ceIMHYHO, PAHAOMH3MPAHO, IBOHHO-C/IATIO, N1aLed0-KOHTPOIHPAHO H3MUTBAHE € TIPOBEICHO MPH
449 naumeHTH, 32 12 OLEHH ehHKACHOCTTA K 0e30T1acHOCTTa Ha BuagarnunTiy (50 mg 1Ba IbTH
JHEBHO) B KOMOMHALIMs C TIOCTOSHHE 1033 DazalleH WM CMECEH HHCY.THH (CpefHa anesHa 103a 41
eIHHMIH), ChC CHITBTCTRAL NPHEM Ha MeThopMun (N=276) wiu 6e3 CBIBTCTBALL IPHEM Ha
metdopmun (N=173). Brunparauntid B koMOMHALIHMS ¢ HHCYTHE CUTHHHUKaHTHO noHkasa HbA
cipaMo mianebo. B ofiata nonyauus KopHrMpasaTa cnpamMo miauebo pasiuka B CpeiHOTO
noHwxkenue Ha HbA . npH cpenHa m3xoana croiroct Ha HbA. 8,8% e -0,72%. B noarpynwre,
NEKYBAHH ¢ HHCYNMH, CbC WK €3 CHITPTCTRAL] NPHEM Ha METQOPMHEH, KOPHIHPAHOTO CHIPAMO
mrauebo cpearo noHwxenue Ha HbAj e croTeTHO -0,63% 1 -0,84%. YecToTaTa Ha XMNOrTHKEMHS B
obmiata nomynauus € 8,4% u 7,2%, ChOTBETHO B rPYNHTe HA BUIAATTMITHH M nauebo. Hpu
NalHeHTHTE, TIPHEMAILY BIILIALTHITHH, He cé HabmoaaBa nos1ilasade Ha Terioto (+0,2 kg), nokato
TIpH MpHeMaluTe Ni1aueto ce HabII01aBa MoHKeHUe Ha Ternoto (-0,7 kg).

B apyro 24-ceaMHYHO [IPOYUBAHE MPH NALMEHTH ¢ 1I0-HANIPEIHAa 3aXapeH axuabeT THI 2, Npu KOHTO
HE € IOCTUIHAT AJeKBATEH KOHTPOI C /IEYEHHETO C HHCYITHH (KpaTKo M Obp3oaeiicTral, cpeana
MHCYIMHOBa 1032 oT 80 [U/1HesHo), cpearoto noHwkesne Ha HbA . npu nobaesne na
eunAarnuirid (50 mg 1Ba IHTH JHEBHO) KbM WHCYIIHHA € CTATUCTHYECKH 3HAYUMO M0-TOJIsIMO,
OTKONIKOTO Npu KOMOHHALMATA I1auedo rumoc MHey MM (0,5% cnpamo 0,2%). HectoTtara Ha
XHIOMTHKEMHA € T10-HUCKA B IPyNaTa Ha BHIJarTHITHH, OTKOIKOTO B IUTarebo rpynara (22,9%
cnpamo 29,6%).

Crpoeuno-cv008 puck

MeTa-aHaaKu3 Ha HE3aBHCHMHTE M IPOCTIEKTHRHO NPEIBAPHTENHO ONPENEIeHHTE CHPACYHO-ChIOBH
HeXKeNanH ChOKTHS OT npoBefeHH 37 KIMHKHYHH H3nMTBanus, daza Il u IV 3a monoTepanus u
KOMBHMHHMpaHa Tepanus ¢ NPOILHKHICITHOCT HAl 2 ToAMHR (Cpeana eKCnosHupms 50 CeIMHULE 33
BHJIJIATTTMTITHH M 49 ceaMuuy 3a CPABHHTENTHOTO CPEACTRO), I0KA3BA, Y€ JEYCHHETO ¢ BUIAATTHIITHH
HE € CBBP3aHO C MOBMIIABAHE HA CHP/IEUHO-ChAOBHA PHCK CIIPAMO CPABHUTOIHHTE NPOTYKTH.
CBeTaBHaTa KpaiiHa TOUKA HA NPEABAPHTEHO OMPENIENEHUTE CCPHO3HM CHPIEUHO-CBAOBK ChOUTHS
(MACE), Bxmo4Bae oCThp MHGAPKT HA MUOKAPAA, HHCYIT ATH CHPIEYHO-CHIOBA CMBPT, € 1000Ha
MpY BUAATVTHIITHH CIIPIMO KOMOHHHPAHH aKTHBHM M I1aLe60 CPaBHUTENHH MPOAYKTH {OTHOCHTE/eH
puck mo Mantel-Haenszel (M-H RR) 0.82 (95% CI1 0,61-1,11)]. CeprosHo chpreuHo-cpA0BO CHOHTHE
€ BB3HMKHA10 IpH 83 o1 9599 (0,86%) OT nauueHTHTE IEKyBaHi C BUIAArMHITHHE 1 pu 85 ot 7102
(1,02%) npH NALMCHTHTE, TEKYBaHH CbC CpaBHUTEHAA NpoaykT. OueHka Ha Beekn otaenen MACE
KOMIOHEHT [10Ka3B4a, 4e HAMa MoBHIeH puck (nogobHo M-H RR). IloTBepaenute cnyyaun Ha
ckpoeuna HegocTaTeurOCT (HF), neduHHpany kaTo ChpAevHa HEAOCTATHYHOCT, U3HCKBAIIlA
XOCIHTATH3ALMA HIH HOBOBL3HHKHANA ChPAEYHA HEAOCTATBYHOCT ¢a AoKianpany npu 41 (0,43%) ot
MALHEHTHTE, NEKYBAHH ¢ BUNAarmunThH K 32 (0,45%) oT NaLHeHTHTE, NEKYBAHH ChC CPABHUTENHHS
nponykt ¢ M-H RR 1,08 (95% CI 0,68-1,70).

INeauarprysa nOMYIaMHA




EBponeiickara arenuus 1o 1eKapcTBaTa 0CBOOONKIABA OT 3aALIDKCHHETO 34 [IPEIOCTABIHE Ha
pe3yNTaTHTe OT IPOYYBAHHATA C pehePeHTHHA ICKAPCTREH MPOIYKT, ChBPHKALL BUNAArTHIITHH B
KOMOHHALMA ¢ MeT(OPMUH BHE BCHUKH IOATPYIH Ha NEIMATPHYHATA NONYALMA ChC 3aXapeH Ahadet
i 2 (B, Touka 4.2 3a nadopMaLHs OTHOCHO YIIOTpeda B MeIuaTpHaTa).

52 <®apmMakoKHHETHYHH CBOHCTBa

BUaaaraunTeH ¥ MeThOpMHH

AGeopbyus

Joka3aHa ¢ MOEKBHBATIEHTHOCT Ha (PMKCHpaHaTa KOMOWHAIIHA Ha BWIIArIMITHH H METQOPMHMHOEB
XHAPOXIOPH NPH TPH PA3THYHA 103MpoBKH (50 mg/500 mg, 50 mg/850 mg 1 50 mg/1000 mg)
CTIPAMO KOMOMHALMS OT OTAEIHHM TabIeTKH BUTAArHITUE K METQOPMHHOB XHIPOXJIOPHA B
CHOTBETCTBALIHTE J03H.

XpaHaTa He NOBIMABA CTEMEHTA U CKOPOCTTA Ha 20CopOLya Ha BUNAarmunTuH oT Baicnoke,
CkopocTTa u cTenenTa Ha abcop6uus Ha Merdopmun oT Buicnoke 50 mg/1000 mg ca namaneny,
KOTATO ce MPWIara eAHOBPEMEHHO C XPaHa, KOeTo ¢e OTpasasa B NoHIKeHHE Ha Chax ¢ 26%, AUC cue
7% ¥ 3a0aBsiHe HAa JOCTHIAHETO HA tmax (2,0 10 4,0 yaca).

TlocaeiBAIOTO H3NOAKEHHE 0TPA3ABa PapMaKOKHHETHHHUTE CBOMCTBA Ha OTICTHHUTE AKTHEHH
BEIIECTBA BBB BiLIcToKC.

Bunpgarnumrruy

Abcopbyus

Cnea nepopaiHe TIPIIOKEHHE Ha raiHe BIIKATTHNTHH ce abcopbypa 0bp30 ¢ 1MKOBA UTa3MeHa
KOHUEHTpaups Habmonaeana Ha 1,7 uac. XpaHaTa ¢nabo 3a0aBs BpeMeTo 3a AOCTMIaHE Ha MUKOBATA
IU1A3MeHa KOHIUEHTpauMs Ao 2,5 vaca, Ho ne nosingBa obmara excnosuuus (AUC). [putoxeruero
Ha BHINAITHIITHH ¢ XpaHa BOAM 10 NMOHHKABAHE HA Crax (19%) cripaMo NMpHIoXeHHe Ha TJ1AJIHO.
CreneHTa Ha npoMsiHa, o0ade, He e KIMHAYHO 3HaYMMa, Taka Y€ BWITArTHITHH MOXE 1a ¢¢ [IpHnara ¢
uwiu He3 xpaHa. AGconroTHaTa GHOHAIMYHOCT € 85%.

FPasnpedenenue

CBBP3BAHETO HA BWIJAITHITTHH ¢ ILTA3MEHHTE NPOTEHHH € cnabo (9,3%) 1 BWIIarHNTHH ce
pasnpe/ess NOPABHO MEXKIY [LU1A3MATA H YePBEHHTE KPBBHM KIeTKH. CpeaHHAT obem Ha
pasmpeneneHHe Ha BUIIATTIMIITHH B CTAUHOHAPHO CBCTOAHKME CJIE]l MHTPABEHO3HO NpHIoKeHHe (Vi) €
71 THTpa, KOETO NPEANOIIAra eKCTPaBacky/1apHO Pasnpee/icHHE.

Buompancgopmayua
MeTaGoMM3MBT € OCHOBHHAT IIbT Ha eIHMMHUPaHE HA BUNAATTHIITHH NPY X0pa, KOETO Ce OTHAcA 3a
69% ot noszata. OcHoHuAT MetaonuT (LAY 151) ¢ dapMakonoruyHo HEaKTHBEH H € MPOIYKT Ha
XHIPOTHM3aTA Ha LIHAHO IPYIATa, ChCTaRAABA 57% OT A03aTa, 0CIEABaH OT MPOJYKT HA AMH/Ha
xunporusa (4% ot nosara). DPP-4 nonpusaca yaCTHYHO 3a XHIPOIH3aTa HA BHITALTMITHH, KOETO ce
OCHOBABA Ha in Vive NPoyuBaHe, B KOCTO ¢a H3MOI3BAHH ILTbXoBE ¢ JehUudT Ha DPP-4.
BunparnunTus He ce MeTabonmusnpa ot CYP 450 ensumure 10 CTENCH, KOATO MOke Aa Obae
onpeaencH4, CﬂeHOBaTe.'[HO, HE CE 0YaKBa MeTaOCNMTHHAT KIHPBHC HA BAJIJATTTMIITHH Ja C¢ MOBJIHAC
oT eaHoBpeMeHHOTO npiokeune ¢ CYP 450 uaxubutopu w/uni uHAyKTOpH. In vitre npoyusaHiaTa
II0KA3BAT, 4e BHLIATTTHIITHH He HHXuOupa/uHIynmpa ensumure CYP 450, Cnenosarenno, HaMa
BEPOATHOCT BHIIATTHIITHE /1a TIOBJIHABA METa0OIUTHHS KIHPBHC HA €HOBPEMEHHO NPUIATAHHTE
nexapeTea, MetaGonusupann or CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP
CYP 3A4/5.




Eaumunupane

Cnen nepopanuo npunokenue va ['*C] sungarmuntyy, npubnuszurenso 85% or gosata ce
€KCKpEeTHpa B ypuHaTa 1 15% or A03aTa ce OTKpHBa BhB (pelleca. brOpeunara ekckpenus Ha
HEMPOMEHEH BIIIATIMITTHH cheTasnssa 23% oT nosata ciiel nepopaino npuioxenue. Crex
MHTPABEHO3HO NPUIOKCHUE Ha 3PaBU HHIMBHAM, OOIIMAT mnasmMeH ¥ 6h0petueH KIHPBHC Ha
BHAJIATTIMATHH €, choTBerHo 41 1 13 Vuac, CpeaHuaT eTHMMHALIMOHEH [OJIYKUBOT CJIET
MHTPABEHO3HO MPHIOKEHHE € NPHOIM3UTEIHO 2 Yaca, ENHMHHAIIHOHHMAT Oy KHMBOT ClIe]
[EPOPATTHO IPHIOKEHHE € PHONM3KMTENIHO 3 Jaca.

Junetinocm/nerunetinocm

Cmax Ha BIIIATTTHNATHH W ILUIOWTA [IO KPHBATA [Na3MeHa KoHLUeHTpalua cnpamo speme (AUC) ce
HOBHIABAT 10 MPUOIM3HTENHO A03a-[IPONOPLUHOHATICH HAUKH B PAMKHTE HA TEPaNeBTHYHHA 10308
MHTEpBaJl.

Xaparxmepucmury Hpy RAYUEHMURE

[Tos: He ce HaGmI01aBaT KIMHKYHO 2HAYHMHU Pa31MKH BBB apMaKOKMHETHKATA Ha BMIIJArTHITHH
TIPH 31PABH MbXKE HOKEHH B IHPOK AHANAa30H HA Bb3pacT 1 MHAECKC Ha TenecHa maca (MTM).
Huxubuparero Ha DPP-4 0T BUNIAITHNTHE He C€ NOBMHABA OT TOJIA.

Buspact: Ipy 3ApaBM MHAMBHIN B CcTAp4ecKa BB3pacT (> 70 roqmHu), obiaTa eKcnosHuKs Ha
swigarnuntra (100 mg BeqHBXK JHEBHO) Ce yBelH4YaBa ¢ 32%, ¢ 18% noBHIIaBaHe HAa MKOBATA
Iw1a3MeHa KOHUEHTpALMs B CPABHEHHE CBC 3ApaBy Miaayu MHIUBHIM (18-40 rogunn). Cuura ce,
obaue, Ue TE3H MPOMEHH He ca KITHHHYHO 3ua4uMH. Haxubupaneto sa DPP-4 oT BMnaarnunTvH He ce
NOBJIHABA OT BH3PACTTA.

YepHonpoGHO yepexkaate: [Ipi mauueHTH ¢ 1eKo, YMEpeHO WIH TeXKKO 4epHOIpobHO yBpekaaHe
(xnac A-C o Child-Pugh) HIMa KIHHAYHO 3HAYHMH IPOMEHH (MaKcHMyM ~3(%0) P eKCIO3HUMATA
Ha BHTIATTHITHH,

bnOpeuno yppesxaane: [Ips HHAMBHIM C JEKO, YMEPEHO WM TEXKO OBLOpedYHO yBpeKIaHe
CUCTEMHATA €KCIIO3MLKS HA BHIIAMTHITHH ce YBeandasa (Cuax 8-66%; AUC 32-134%) u oOmpus
TeeceH KITHPLHC HAMAIIABA B CPABHEHUE ¢ HHAWBHIH ¢ HopMarHa 6bbpeyHa yHKImA.

Etnnuecka rpyna: OrpaiHuCHUTE TaHHH MPE/ITNOTIATaT, Y€ eTHHYECKATA [IPUHAIKHOCT He OKa3Ba
roagMa BIMAHKE BEPXY PapMakOKHHETHKATA HA BUIAATTMIITHH.

Merdopmun

Abcopiyua

Cunen nepopanies OpHem Ha METPOPMUH, MAKCHMAIHATA IU1a3MeHa KOHLICHTpauks (Cmax) € JOCTHrA
cred 0KoA0 2,5 vaca. AbGconoTHaTa GHOHANUYHOCT Ha TabneTka MeTdgopmuH ot 500 mg np#H 3apasu
MHAMBUAM ¢ TpHOIH3KHTETHO 50-60%. Cnex nepopasien npueM, neadbcopbHpaHaTa 4acT, KOATO ce
ycranoessa BeB detieca e 20-30%.

Cnen nepopanHo npunokeHHe adcopOunATa Ha MeTQOPMHH € HacHinama » HenbaHa. [lpuema ce, ue
drapmakokuteTkara Ha abcopOuuaTa Ha MeT(HOPMHUH He € nuHeiina. [Tpy ofuuaiinuTe 1034 Ha
MeTHOPMHH K CXeMH HA pHIaraHe, CTAMOHAPHA NNa3MEHa KOHLEHTPALHA C& JOCTHIa B PAMKUTE HA
24-48 uaca u kato wAno e mox 1 pg/ml. [Ipy KoHTpoNUpaHK KMMHUYHK NPOYYBaHHA MAKCHMAJIHHTE
nnasMeHd uBa Ha MeTGOPMHH (Crax) HE HaOBUIIABAT 4 pg/ml, 10pK NpH Mak




Xpanata cnaGo 3abaes v HamansBa cTeneHTa Ha abcopOums Ha MeTdopMHH. Crel NPHNOKEHHE Ha
no3a ot 850 mg, nukopata masMeHa konueHTpauma € 40% no-aucka, AUC e Hamanena ¢ 25% u
BpPEMETO 334 ACCTHIAHE Ha [IMKOBA [U1a3MeHa KOHLICHTpaltHa € yabbkeHo ¢ 35 MHHYTH. He e scHa
KJIHHHYHATA 3HaYHMOCT Ha TOBa HaAMAJ/ICHHE.

Paznpedenenye
CBBp3BaHETO C IUTA3MEHUTE IPOTEHHY € He3HAUHTeNHO, MeTOpMHE ce pasnpenesis B epUTPOLHTHTE.
Cpenuusat obeM Ha paznpeneneHue (Vg) Bapupa mexay 63-276 sdrpa.

Buompancpopmayus
MerdopMHH ce eKCKpeTHpa HEMPOMEHEH B YpHHATa. I1pH Xopa He ce YCTAHORSBAT MeTabOIHTH.

Erxvwmunupane

MeTtdopmuH ce enuMunEpa upe3s Opdpeyna ekckpenya. bEOpeuHHAT KIHPBHC Ha METHOPMHH €

> 400 ml/min, koeTo MOKa3Ba, e METQOPMHH C& eIMMHHHPA 4Pe3 [IOMepy iHa QUITpaliH H TyOyIHa
cekpeund. Crea MepopaicH MpHeM, NPHBHIHKS TEPMHHANEH €THMHHALMOHEH MOTYKHBOT €
npubiusurento 6,5 gaca. [Ipy ypenena 6s0pedna GyHKOug, OBOPEUHMAT KAHPBHC € HamMa/eH
MPONOPIIMOHANHO Ha KPEATHHHHOBHSA KIMPBHC W NOPAiH TOBA €AMMMHALMOHHHAT OTY/KUBOT €
YB/DKEH, KOSTO BOJM A0 MOBHIIEHO HUBO Ha METGOPMUH B ITa3Mara.

5.3 TlpelkNHHMMHH JaHHH 3a Ge3onacHoCT

[pH >KHBOTHH Ca TIPOREISHH EKCMIEPUMEHTANHN NPOYYBAHUS ¢ IPOJB/KUTEIHOCT A0 13 ceIMHLIM ¢
koMOUHAIIMATA OT BelIECTBaTa, ChAbpKall ce BbB Biicnoke. He ce ycranosasaT HOBH NIPOABH Ha
TOKCHYHOCT ¢ Tazu KoMOuHauua. CrelpaiyTe JaHHH Ca YCTAHOBEHH B IIPOYUBAHMA [IPOBLIACHU ¢
BIIIATTUITTHH H METHOPMHH MOOTAENHO.

Bungarnynrvy
[Ipwm xyueta ce HAOMIONABa YABDKABAHE HA HHTPAKAPAHAIHOTO [TPOBSKAAHE [IPH 1033, [IPU KOATO
HaMa edekr, oT 15 mg/kg (7-TbTH Hal eKCTIO3HLIMATA PH XOpa Bb3 OCHOBA Ha Crax).

Kymynupane Ha MeHecTH anBeonapHH Makpodaru B Genure apodose ce Habmomasa [py ILTBXOBE U
MHILIKH, /[03aTa, MpH KOATO He ce Habnmoaasa nogobeH edext npu mbxose e 25 mg/kg (5-nvTH Hax
eKCMO3HNNATa MpH xopa Ew3 ocHora HAa AUC) u 750 mg/kg npn muiuki (142-MBTH Hall eKCTIO3HALIHATA
MpH XOpa).

CToMalUHO-UPEBHUTE CHMIITOMH, OCOOEHO MEKH M3IPAKHCHUA CBC CAY3, AMApHA H NIPH 110-BHCOKH
J034 KPBB B U3fIpRsKHEHHUATA, ca HabnoaasaHn npy Kyverta. HHBO, IpH Koeto He ce Habmronapa edexr
HE € YCTaHOBEHO.

BHIJarMHTTHH HE € MyTareHeH IpH KOHBEHLIMOHLIHHATE iR VilFo U i1 VIVO U3CIeABaHUA 3a
FEHOTOKCHYHOCT.

TpoyuBaHe 3a GEPTHIMTET ¥ PAHHO eMOPHOHATHO Pa3BUTHE NPH MIBEX0BE HE aBa JaHHH 33
HApYILUeHUA BbB epTUIUTeTa, penpolyKUHAsITa HIKH paHHOTO eMOPHOHATHO PA3BHTHE B PE3YNTAT HA
NE€YEHHUETO ¢ BUIAATTHITHH. EMOpHO-(eTatHaTa TOKCHYHOCT € OLEHABAHA MPH IUTHXOBE M 3aHLM.
TosuuieHa YecToTa HA BBIHOO0pa3HK pebpa ce HabmioaBa NMPH ITbXOBE BBB BPb3Kd ¢ HAMAJIEHH
HapaMeTpl Ha TEECHOTO TET0 Ha MAHYMHNS OPTaHM3LM C 1034, IIPU KOATO HaAMa edekT, ot 75 mg/kg
(10 IbTH HaJ eKCTO3HITMATA NPH Xopa). [lpy 2afiuy, HaMaleHO TENECHO TEIIO U [IPO ckeleTa,
[oKa3aTeIHH 32 3a0aBsHe B PA3IBUTHETO, ca OTOENA3aHH CaMO NIPH HATMYHETO Ha #63}&_@0{;‘




38 MafYMHKA OPraHU3LM C 71032, IPH KOATO HAMA edekT, 50 mg/kg (9 meTu Haj eKCIO3HLHATA IPH
xopa). [Ipn misxoBe ¢ MPOBEIHO Npe- W NOCTHATAIHO NPOyYBaHe 3a passuTHe. Haxoaku ce
HAGIIIOAABAT CAMO BhB BPB3Ka ¢ TOKCHYHOCT IPH MaifuMHMs OpraiusbM npH > 150 mg/kg v BmoyBat
TIPEXOJHO HAMAIABAHE HA TEJECHOTO TENI0 M HAMATEHA JBUraTe/IHa aKTHBHOCT B '] MOKOeHHETO.

JlByromHiuHO npoyyBaHe 3a KAPUMHONEHHOCT € NPOBEICHO [IPH IUIBXOBE MPH MEPOPANHH A03H 10
900 mg/kg (npubnusurento 200 MbTH EKCNO3UUMATA NPH XOPa TIPH MAKCHMATTHO TMPENOpBLYRAHATA
nosa). He ce nabmroaasa noeviuasane Ha 9eCTOTaTa Ha TYMOPHTE, KOMTO B1xa MOFJIH 11a C¢ OTHecaT
KbM BHIJAIHOTHE. J[pyTo JBYrOAMILHO IIPOYYBAHE 33 KAPLUMHOTEHHOCT € NPOBEICHO TIPH MHILKH ¢
nepopanuu ao34 1o 1000 mgkg. [Nosumenara 4ecToTa Ha aICHOKAPLIMHOM HA rbpAaTa X
XeMaHrHocapkoM ce HalJiroaBa Ip| 1032, TIPH KOATO HAMa edekT, ChOTBETHO, oT 500 mg/kg (59
TLTH eKCTIO3HLAATA MpH xopa) v 100 mg/kg (16 nbTH ekcnozHUuaTa npu xopa). CuMTa ce, ue
MIOBMIUIEHATA 4ECTOTA HA Te3H TYMOPH NPH MHILIKY He NIPESICTAB/IABA 3HAYHM PHCK 38 XOpara, Bb3
OCHOBA HA JTHNCATA Ha T€HOTOKCHMYHOCT HA BW/INATIMITHE H OCHOBHHA My METalO/HT, NOABaTa Ha
TYMOPHTE CaMO NpH eXUH B H BUCOKUWTE ChOTHOLIEHMA HA CHCTEMHA EKCITO3MIMSA, FIPH KOATO ca
HabnonaBaHK TYMOPHTE,

B 13-ceMHYHO NPOYYBAHE 3a TOKCHYHOCT IPH MaiiMyHH MAaKalld, KOKHH Jie31u ca oTOeNa3anu npH
no3d > 5 mg/kg/men. Te ce NOKANMU3MPAT BUHATH N0 KPAHHUIMTE (PBLETS, XOAWIATA, YILUTE H
onaukata). [pu 5 mg/kg/nen (npubnusurencH exprpaneHT Ha AUC eKkcnosuumaTa npy Xopa npH
no3a 100 mg), ca HabmopasaHu camMo MeXypH. Te ca 00paTHMH HE3aBHCHMO OT TOBA, Y€ JICYECHHETO €
POABILKEHO M HE 2 CBBP3aHHU XKCTONATONOTHUHM aHOMaTKK. Hanmykana Koxa, Joilela ce Koxa,
CTPYNEH M PaHH Ha OMTANIKATA C KOPeIHpALL XHCTONATOIOTHYHH IPOMEHH ca HaloJaBaly [pH
ao3u > 20 mg/kg/nes (npubnuzurento 3 neTH AUC excrosuumaTa nps xopa npu go3a 100 mg).
HekpoTuuiiy ;Te3HH Ha onaiukarta ce Habmoaasat npu > 80 mg/kg/nen. Koxuure siesuu He ca
ofpaTHMH NpH MaitMyHu, exyBany cbe 160 mg/kg/nen no Bpeme Ha 4-ceIMM4HKA BH3CTAHOBHTEIICH
nepHon.

Metdopmun

HexIMHEMYHUTE AaHHH 3 MeT(GOPMIH He MOKa3BaT ocobeH PHCK 3a Xopa Ha Oa3aTa Ha
KOHBEHLHMOHAIHK (apMaKOTOTHYHH TIPOYHBaHHA 3a 0e30NaCHOCT, TOKCHYHOCT IPH MHOTOKPATHO
NPHIOKEHEE, [EHOTOKCHYHOCT, KAPUUHOTEHEH NIOTEHUMATT M PEFIPONYKTHBHA TOKCHYHOCT.

6. DAPMAIIEBTUMHH JJAHHHA
6.1 CHHCBLK HA IOMOIIHHTE BEIIECTBA

Copyesuna na mataemramad.
XUApOKCHOPOMIWILIENY. 1034
Marnezues cTeapar

Duamoeo nokpumie.!
Xwunpomenosa 2910 3cP
Turanoe auokcuy (E 171)
Kenezen oxena, xeat (£ 172)
Maxkporon 4000

Tank

6.2 HecnLBMecTHMOCTH




Henpuno:xumo.
6.3 Cpok Ha rogHOCT

PA/AlWPYC/Alu 2 rogunn
PVC/PE/PVDC/Alu 18 meceua

6.4 CrnenHaidHH YCJIOBHH HA CLXPAHEHHE
Ha ce cbxpanasa noa 30°C.
Jla ce cexpansBa B OPHIUHAIHATA ONAKOBKAE, 32 [a CE NPEe/Nasy OT BJara.
6.5 Buau chabpikaBHe HA OLIAKOBKATA
- Anymunuit/ Anymunauii (PA/Al/PVC//Alu) 6auctep
- Honueununxnopun/Tlonuernnen/ lomusrummaen xiopua/Amymusni (PVC/PE/PVDC//Alu)
Snmucrep
[Ipennara ce B OMAKOBKH, chbabpkaliM 30 ni 60 gunmupann TabneTk.
He BCHUKK BHIOBE OMAKOBKM M KOHLUCHTPALHK MOTaT a O'bAaT MycHaTH B ipoaaxba.
6.6 CueunanMH mpena3HH MepKH NPH H3XBLPAsSHe B paboTa
Heu3non3eaHMaT TeKapCTBeH [IPOAYKT WIH OTNATbYHHTE MaTEPHAITM OT HEro TPAOBa Ja ¢e M3XBhpIIAT
B CHOTBETCTBHE C MECTHHTE HINCKBAHMA.
7. TPUTEXKATEJ HA PA3ZPEIIIEHHETO 3A YIIOTPEGA
Sandoz d.d.
Verovskova 57, 1000 Ljubljana
CnoseHus

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIHIOTPEBA

Buncnioxe 50 mg/850 mg: 20170218
Buncnoxke 50 mg/1000 mg: 20170219

9. JATA HA TBPBO PA3PEIIABAHE/TIOTHOBABAHE HA PASPEHIEHHETO 3A
YIHOTPEBA

JlaTa Ha nispBO paspelaeade: 23.06.2017
Jlata Ha nocnegHo noaxoeseane: 07.09.2022




10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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