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KPATKA XAPAKTEPUCTHUKA HA IiE;OI[YKTAX ‘

1. HME HA JEKAPCTBEHUA ITIPOAYKT | E 2002-4

Buncrniokc 50 mg/850 mg ¢punmupanu tabneTkH
Buncnioke 50 mg/1000 mg ¢unmupanu TabaeTku

Vilspox 50 mg/850 mg film-coated tablets
Vilspox 50 mg/1000 mg film-coated tablets

2. KAYECTBEH A KOJIMMECTBEH CbCTAB

Buiicnoke 50 mg/850 mg puamupanu Tab1eTKH
Besika unmupana tabnetka ceabpka 50 mg BunparnunTu (vildagliptin) v 850 mg MeTpOpMHUHOB
XUApOXJIOpUA (metformin hydrochloride)(cvoTBercTBall Ha 660 mg MeTHOPMHH).

Buacnokce 50 mg/1000 mg puamupann Tad/ieTKH
Besika huamupana Tabnerka chabpxka 50 mg Bunaarnuntu (vildagliptin) n 1000 mg meTpopMHHOB
XUApPOXJIOpUa (metformin hydrochloride)(cvoTBercTBail Ha 780 mg MeTGOpPMUH).

3a MbJIHUSA CIIMCHK Ha MOMOLIHUATE BELLECTBA, BUXKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tabnerka.

Buacnoke 50 mg/850 mg ¢puamupann TablieTKH

YKbnTa, enuncosuaHa puiMHUpaHa TabneTka cbe CKOCeHH pbOoBe, ¢ rpaBupaH Haanuce “NVR” or
eaHata ctpaHa M “SEH” ot apyrara cTpaHa.

JbmkuHa: npubausurento 20,1 mm

[IIupuna: npubausurenHo 8,0 mm

Buiacnokce 50 mg/1000 mg puamupann Tad/1eTKH

THMHO XBbJTa, ETUNCOBHAHA (PHIMHpaHa TableTka CbC CKOCEeHH ppOOBe, ¢ rpaBupaH Haanuc “NVR™
oT eaHaTa ctpaHa 4 “FLO” ot apyrara cTpaHa.

JbokuHa: npubnausutenHo 21,1 mm

[[Iupuna: npubnusurenHo 8,4 mm

4. KJIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHSA

Buicnokc e noka3aH KaTo JOMbJIHEHHE KbM JHEeTaTa M YIpaXKHEHHATA 3a N0J00pEeHHE Ha
FIMKEMHYHHMSI KOHTPOJI TIPH Bb3PACTHHU ChC 3aXapeH AuadeT Tvm 2.

- MIPY NALMEHTH, IPH KOMTO HE € Bb3MOXKHO J1a C€ MOCTHIHE a/IEKBATEH KOHTPOJI CaMO C METQOPMHH
XUAPOXJIOPHA.




- [IPM MALMEHTH, KOMTO Beye Ce JIEKYBaT ¢ KOMOMHALMATA BH/IIATIMITHH U METOPMHH XHIPOXJIOPH]
noJ popmara Ha OT/AE/IHH TabJIETKH.

- B KOMOMHALMSA C JPYTH JIEKAPCTBEHH MPOAYKTH 3a JICUEHHUE Ha AHA0€ET, BKIIFOYHUTETHO HHCYJIUH,
KOraTo T€ He OCHTypsBaT aJIcKBaTE€H MITMKeMUYEeH KOHTpOJ (BX. Touka 4.4 CrielraiHu
MpeaynpexaeHUs U Npeana3Hi MepKU NpH ynorpeda, 4.5 B3zaumoencTBue ¢ Apyrd J€KapCcTBEHH
MPOAYKTH M ApYrH GOpMH Ha B3auMoencTBHe U 5.1 PapMakoJMHAMHYHH CBOMCTBA).

4.2 Jlo3HpOBKAa H HAYHH HA NPHJIOXKEHHE

Jlo3upoBKa

Bw3pacmuu ¢ Hopmanua 6vbpeuna gyukyus (GFR> 90 mL/mun)

Jlo3aTa npy aHTHXMIEPriMKeMUYHaTa Tepanus ¢ Buiacnokce TpsaOBa na Ob1e HHAMBHIYaTU3HPaHA Bb3
OCHOBA Ha TEKYIllaTa CXeMa Ha MalMeHTa, eeKTUBHOCTTa U IOHOCUMOCTTA, KaTO HE Ce MpEeBUIIaBa
MaKCHUMaJIHaTa NpenopbYMTeIHA IHeBHA J03a oT 100 mg BungarsMnTuH. Buicnoke Moxe na ce
3arnoyHe uiu karo tabnerka ot 50 mg/850 mg unu ot 50 mg/1000 mg, npuyiokeHa aBa MbTH JHEBHO,
e/lHa TabjeTKa CYTPHH M €/1Ha Be4ep.

- [TIpy nauMeHTH, IPU KOMTO HE € MOCTUTHAT aIEKBATEH KOHTPOJI ¢ MaKCMMaJIHaTa MOHOCHMA
no3a MeThopMHH, NpUIarad KaTo MOHOTEpanus: HayaJiHaTa 103a Ha Buicnokce tpsOBa na
npegoctaes BuigarauntuH 50 mg asa bt AHeBHO (100 mg ob1ia qHeBHaA n03a) MIKOC Ao3aTa
Ha MeTGOpPMHH, MpHEMaHa O MOMEHTA.

- [Tpy nalMeHTH, NPU KOUTO ca NMpUJIaraHi €JHOBPEMEHHO BUJIJAMJIMIITHH U MET(OPMHH KaTo
otaenHM Tabnerku: Buncnokc TpabBa ga ce 3ano4He B ChUIMTE A03U HAa BUIAATJIMITTHH H
MeT(HOPMHH, KAKTO NMPUEMAHUTE 10 MOMEHTA.

- [Ipu nauMeHTH, MPU KOUTO HE € MOCTUrHAT aIeKBAaTEH KOHTPOJI C ABOHHA KOMOMHALIMA C
MeT(GOpMHUH M cynpOHUTypeeH MPOAYKT: no3ara Buicnoke Tpabsa na npeaocrass
BHJIAArIMNTHH B 1034 oT 50 mg nBa mbTH AHeBHO (100 mg oba qHeBHa 103a), a 103aTa Ha
meTdOpMHUH TpsaOBa aa Obae noaoOHa Ha npuemaHara 10 MmomeHTa. Koraro Buncnokce ce
npuiara B KOMOMHaLMA CbC CY/IPOHUITYpPEEH NMPOAYKT, MOXKE Ja Ce HMa Mpe/IBK/L NM0-HUCKA /1032
Ha Cy1(OHUTYpeHHUA MPOAYKT, 3a 1a C€ HAMAJIM PUCKBT OT XUITOIVIMKEMHS.

- [Ipy nalMeHTH, NpU KOMTO HE € MOCTUIHAT aIeKBaTeH KOHTPOJ C JBOMHA KOMOMHUpaHa
Teparnus ¢ HHCYJIMH 1 MaKCHMAaJIHa MOHOCHMa /10332 MET(QOPMHH:
no3ara Ha Buicnoke TpsaOBa 1a npeaocTaBs BUIJATIMOTHH B 103a OoT 50 mg ABa MbTH JHEBHO
(100 mg ob1ua 1HeBHa /103a), a Jo3aTa Ha MeThopMHUH TpsOBa 1a Obae noaoOHa Ha no3aTa,
MpUEeMaHa 10 MOMEHTA.

BezonacHocTTa ¥ e(MKACHOCTTA Ha BHUJIAATIAIITUH U METGOPMHUH, MPUJIaraHu KaTo TpOoHHa nepopaiHa
Tepanus B KOMOMHAUMA C THA30JIMAMHAUOH HE Ca YCTAHOBEHH,

CrieLajaHy nomyJialuuy

Cmapuecka ev3pacm (= 65 200unu)

Twi kaTo METOPMHH Ce EKCKpeTHpa npe3 Ob0peLuTe, a NallMEHTHTE B CTapyecKa Bb3pacT NMOKa3BaT
TEHEHLIMA KbM HamasaBaHe Ha ObOpedHaTa GyHKLMSA, IPH MaLMEHTUTE B CTapyecKa Bb3pacT, KOMTO

npuemaT Buiicnoke, penoBHo TpsaOBa aa ce npociensBa GyHKUMATa Ha ObOpeuuTe (BXK. TOUKH 4.4 U
5.2).

Bvopeuno yspexcoane




[Tpeau 3anmouBaHe Ha Je4eHHe C MPOAYKTH, ChAbpXKalli MeTGOPMHH, TPsOBa Na Ce HaNpaBH OLICHKaA
Ha GFR croiiHOocTHTE, a cjie]] TOBA — [OHE BeAHbK roAUIIHO. [Ipy nalMeHTH ¢ MOBHILIEH PUCK OT IO~
HATATBIIHO TIpOrpecupane Ha GBOPEYHO yBpesXK/JaHe U NpH NMaLMEHTH B CTap4ecka Bb3pacT TpsdBa ro-
4eCTO J1a Ce MpaBH OlieHKa Ha ObOpeuHaTa QyHKLMA, HAPUMEP Ha BCEKH 3-6 Meceua.

3a npeANOYMTAHE € MaKCHMaJTHaTa JHEeBHA 103a MeTQOPMHUH Jia Obie pasiesieHa Ha 2-3 THEBHH JI03H.
daKkTOpH, KOMTO MOTAT Jla yBeTMUYaT PUCKa OT JIaKTaTHa auu103a (BXK. Touka 4.4), TpsaOBa 1a Obaar
npepasrieaaHy, Ipeau Ja ce 0OMHCIIH 3aM04BaHETO Ha JICYEHHE C MET()OPMHH TP MALUEHTH C

GFR<60 ml/mMuH.

AKO He e J0CThIIHA 1030Ba (hpopMa Ha Buiicnokc ¢ aieKBaTHO KOJIMYECTBO Ha aKTUBHOTO BEILECTBO,
BMECTO KOMOMHaLIMA ¢ GUKCUpaHU 1034 TPsAOBa Aa C€ U3MO0I3BaT OTAETHUTE MOHOKOMITOHEHTH.

GFR ml/mun | MerdopmuH BunparnauntuH

60-89 MakcumanHara aqHeBHa go3a € 3000 mg. He ce Hanara kopekuus Ha Jo3ara.
Mo>ke J1a ce OOMMCIIM MOHWXXaBaHe Ha
103aTa BbB Bpb3Ka C HAMaJIAIBaHETO Ha
ObOpeuHaTa QpyHKUMS.

45-59 MaxkcumanHara aHeBHa ao03a € 2000 mg. MaxkcumanHaTa AHeBHa 103a € 50 mg.
Hauvannara 103a € Hai-MHOro 10JIOBUHaTa
OT MakCMMaJlHaTa J103a.

30-44 MakcumanHaTa nHeBHa no3a € 1000 mg.
HauanHaTa no3a € Han-MHOro rnoJioBHHara
OT MaKCUMaJIHaTa J103a.

<30 MeThopMHH € MPOTUBOIIOKA3aH.

Yeproopobro yspexcoane

Buncnokc He TpsA0OBa Ja ce npujiara Npy NalMeHTH ¢ YePHOAPOOHO yBpexk1aHe, BKIIOUHUTETHO TE3H
ChC CTOMHOCTH Ha anaHuH amuHoTpaHcdepasa (AJIAT) wiu acnaprat amuHoTpaHcepasata (ACAT)
Npe/y 3aroyYBaHe Ha JeYeHHeTo > 3 MbTH ropHara rpanvua Ha Hopmarta (I'TH) (Bx. Touku 4.3, 4.4 1

4.8).

[leouampuuna nonynayus
He ce npenopbuBa ynorpetara Ha Busicnoke npu aeua u roHow (< 18 ronuuu). besonacHocTTa M
edukacHocTTa Ha Busicnoke npu feua u oHowM (< 18 roaunu) He ca ycraHoBeHH. He ca HaTnyHH

JTAHHH.

HauyuH Ha npUI0XKEHHE

[lepopasiHO NpHIIOKEHHE.

[TpueMbT Ha BUCnoke 1o BpeMe WM BeJHara cjie/l XpaHeHe, MOXKe /1a HaMaJli CTOMalIHO-YPEBHHUTE
CUMITTOMH, CBbpP3aHH ¢ MeTHOPMHH (BXK. CHLLO TOYKA 5.2).

4.3 IIporuBONOKa3aHHA




- CBpBXYYBCTBUTETHOCT KbM AKTUBHUTE BEILECTBA MIH KbM HAKOE OT MOMOLIHHTE BEILIECTBA,
H30poeHH B TO4KaA 6.1
— Bceku THI Ha ocTpa MeTaboJIMTHA alu/103a (KaTo JJaKTaTHa alua03a, AHabeTHa KeToalu/103a)
B JlnabetHa Koma
— Texka 6b0peuna HegoctaTbuHOCT (GFR <30 mL/Mun) (Bx. Touka 4.4)
- OcTpH ChCTOSIHUA, KOUTO MOraT J1a MpoMeHAT ObOpeuHaTa QyHKLM, KaTo:
- nexyaparauus,
- T€XXKa MH(PEKLMA,
- 1IOK,
- BBTPECHA0BO NMPUJIOKEHHE Ha HOMPaHH KOHTPACTHH BELLECTBA (BXK. TOYKA 4.4).
— OcCTpo WK XPOHUUYHO 3a00/BaHe, KOETO MOXKE Jla MPUYHHH ThbKaHHA XMIIOKCHS, KaTo:
- Chp/IeYHa WJIM AMXaTe/IHa HEJOCTaThbYHOCT,
- CKOpOILLEH MUOKAapAEeH UH(DAPKT,
- LLOK.
— YepHoapoOHo yBpexaaHe (Bx. Touku 4.2, 4.4 u 4.8)
- OcTpa aJIKOXOJTHa HHTOKCHUKALMA, AJTIKOXOJIH3bM
~ KbpmeHne (Bxk. Touka 4.6)

4.4 CpoennajHH npeaynpexIeHHs H NpeJNa3sHH MEPKH NPH ynorpeda

O01H
BuUJICIOKC HE € 3aMeCTHTEJ1 Ha MHCYJIMHA NMPH UHCYJIMH-3aBUCUMH NALUEHTH U He TpsiOBa J1a ce
[puJiara rnpH MnauMeHTH ChC 3aXapeH nuader Tdn 1.

JlakTaTHa anmao03a
JlakTaTHaTa alUK103a, MHOIO PAJKO, HO CEpUO3HO METAOOJIMTHO YCJIO)KHEHHE, HAaH-4ECTO HAaCThIIBa

[PU OCTPO BJIOLIaBaHe Ha 6bOpeuHaTa QyHKUMSA, KapAHO-PECIIMPATOPHO 3200 IsIBaHE WJIH CETICHC.
HarpynsaHero Ha MeT(OPMHH HACTBIIBA MIPH OCTPO BJIOLIaBaHe Ha ObOpeuHaTa QyHKLMA U
yBeJIMYaBa pUCKa OT JlaKTaTHa aly103a.

B ciyuait Ha nexuapaTanus (TexxkKa AMapys Wi NOBpPbBLIAHE, TPECKA WK HaMaJIeH MPUEM Ha
TEYHOCTH ), TpAOBa BPEMEHHO J1a ce Crpe npueMa Ha METOPMHH U € NMPENOPbUYMUTEIHO Ja Ce YCTaHOBH
BpBb3Ka C MEULIMHCKH CIELMAJIUCT.

[IpyeMBT Ha JIEKAPCTBEHH MPOAYKTH, KOUTO MOTaT OCTPO J1a yBpeaaT ObOpeuHara ¢pyHKUuUs (KaTo
aHTUXUIIEpTeH3UBHHU cpenacTa, auypetuun 1 HCIIBC) TpsabBa na ce 3arno4He ¢ MOBUIUICHO BHUMaHHE
[PY NaLMEHTH, JIEKyBaHH ¢ METGOPMHH. J[pyry puCKOBH (aKTOPH 3a JIaKTaTHa allua03a ca adader,
K€T03a, NPOABb/DKUTEIHO IJ1ayBaHe U BCAKAKBH CbCTOSHHSA, CBbP3aHH C XUIIOKCHS, KaKTO U
eIHOBpEMEeHHa yrnoTpeba Ha JIeKapCTBEHH NPOAYKTH, KOWUTO MOraT Jia MPHYKUHAT JIaKTaTHa alua03a
(B. Touku 4.3 U 4.5).

[TauuenTuTe W/KUau 6oHOrIE aunMTe TpAOBa 1a ObaaT MHGOPMHUpPaAHH 32 PUCKa OT JIAaKTaTHA allM/103a.
JlakTaTHaTa aLKM/103a C€ XapaKTepu3upa ¢ auMa03Ha JMCITHEes, KopeMHa 00Jika, MyCKYJIHH KpaMIIH,
ACTEHUs W XMITIOTEpMHMSA, TIOCIeABaHK OT KoMa. B ciyyai Ha CbMHEHHE 38 CHMIITOMH NallHEHTbT
TpsGBa Aa crnipe npueMa Ha MeTOpPMHH U He3abaBHO J1a NOTHPCH JIEKapcKa nomoii. JInarHoCTHYHUTE
n1abopaTOpPHHU HAXO/IKH ca NMOHWKEeHO KpbBHO pH (< 7,35), NoBUIIEHH HHBA HA IJIa3MEHHMs J1aKTaT (>3
mmol/L) 4 noBuiIeHa AHHOHHA Pa3JIMKa U CbOTHOLIEHHE JIaKTaT/TIMpYBaT.




Iayuenmu ¢ ycmanoeenu uiu ROOO3UPAHU MUMOXOHOPUAIHU 3A00NIA6AHUA.

[Tpu nauMeHTH C yCTAHOBEHH MHUTOXOH/IpHAJIHH 3a00/1BaHUs, KaTO CHHAPOM Ha MUTOXOH/pHAaJIHA
eHueanonaTHs ¢ JaKTaTHAa auKMa03a U MHCyaTonoao6nu enusoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacnencTBeH nuadeT U riryXxora o
maiiunna auHus (Maternal inherited diabetes and deafness, MIDD), meT¢opMHH He ce npenopbyBa
Mopaay pUcka OT 00OCTpsiHE Ha JIaKTaTHA alli/103a U HEBPOJIOTHYHH YCIOXKHEHHUSA, KOWTO MOXeE /1A
NOBEJAT [0 BJIOIIaBaHe Ha 3a00/1BaHETO.

B ciyuaii Ha NpU3HALKM M CUMIITOMH, Noka3aTenHu 3a MELAS cunzapom unmi MIDD, cnen npuema Ha
MeTdOPMHUH, JleueHHeTo ¢ MeTHOpMHUH TpAOBa 11a ce Crpe BeiHara M Ja ce Harpasu Obp3a
JIMarHOCTHYHA OLICHKA.

[IpunoxeHue Ha HOJAMPAaHH KOHTPACTHHU BELIECTBA

BbTpech10BOTO NMPUIOKEHHE Ha HOAMPAaHH KOHTPACTHH BELUECTBA MOXKE J1a I0BEJIE 10 KOHTPACT-
MHIYLUHMpaHa HedponaTus, BoJella 10 HaTpynBaHe Ha METQOPMHH U MOBHILEH PUCK OT JIAKTaTHA
alr03a. MetrdopMuH TpsabGBa J1a ce cripe Mnpeay Wi Mo BpeMe Ha rpoleaypara 3a oopasHa
JIMarHOCTHKA U He TpAOBa /1a ce Bb300OHOBABA /10 Hal-MaJiko 48 yaca cjiell TOBa, NpH yCJIOBHE 4e
6bOpedHaTa QyHKLHS € OLleHeHa OTHOBO M € YCTAaHOBEHO, Y€ € CTabuiHa, BXK. TOUkH 4.2 1 4.5.

brbpeuna ¢yHKLMS

[Tpeau 3anouBaHe Ha Jie4eHHeTO TPsAOBa Ja ce HampaBH olieHKa Ha croMHocTUuTe Ha GFR 1 penosHo
csien ToBa (BXK. Touka 4.2). MerdopmuH € npoTHBornokasaH npu nauueHTd ¢ GFR<30 mL/muH 1
TpsGBa 1a 6b/ie BPEMEHHO CIPSH NPH HAJIMYHE HA ChCTOAHMSA, KOMTO NPOMEHAT ObOpeuHarTa QyHKUM
(BXK. TOuKa 4.3).

CHITTCTBALLIOTO NMPUIOKEHHE Ha JIEKAPCTBEHH MPOJYKTH, KOUTO MOraT /ia MnoB/IusaT ObOpeyHara
dYHKLMA, 1a N0BEAAT J0 3HaAYMMa XeMOIMHAMHYHA NPOMSAHA MITH /1a MHXHOUpaT ObOpedHNs
TPAHCTIOPT M JIa MOBUIIAT CUCTEMHATa eKCIO3HLMA Ha METGOPMHH, TpsAOBa a ce U3BBPLLBA C
MOBUILIEHO BHUMaHHUE (BXK. TOYKaA 4.5).

YepHoapoOHO yBpex/1aHe
[TaimeHTH ¢ YepHOAPOOHO yBpeXAaHe, BKIIOYUTETHO Te3U cbe cToWHOCTH HAa AJIAT u ACAT npeau

3anouBaHe Ha jeueHueTo > 3 nmbTh [ TH, He TpsOBa na ObaaT nekyBanu ¢ Buncnokc (Bx. ToukH 4.2,
4.3 u 4.8).

IIpocneosisane Ha wepHoOpobHume eH3UMu
Mma choOlIeHHs 3a PeAKH Cily4ad Ha HapylleHa YepHOApoOHa GyHKIUM (BKIIOYMTETHO XEMaTHT)
cJie] MPHEM Ha BUWIJATIMIITHH. B Te3u ciiyuan malMeHTHTe KaTo LsJIo ca 0e3 CUMNTOMH, Oe3
KJIMHUYHH MOCJIEACTBHSA U CTOMHOCTUTE Ha U3Ciie/IBaHUATA 3a yepHoApoOHa pyHkuua (MYD) ce
Bb3BPBIIAT 0 HOPMATHHUTE CJIE/l PEKpaTABaHE Ha JieyeHHeTo. [1pean 3anoyBaHe Ha JICUEHHETO C
Bunicnokc Tpa6sa aa ce nposeaatr UUD, 3a 1a ce 3Hae M3XOHOTO HUBO Ha nauueHTa. [1o Bpeme Ha
neyeHueTo ¢ Buncnokc yepHoapobHarta ¢pyHkLMs TpsaOBa 1a ce Hab/ronaBa Ha TPUMECEYHH
MHTEpPBAJIM NPe3 IbpBATa rOIMHA U NMEPHOAMYHO ciie/l ToBa. [lalMeHTHTe, NPH KOUTO C€ MOBHUILAT
CTOMHOCTHTE Ha TpaHCaAMHHa3uTe, TPAOBA 1a ObAAT NMPOCICICHH Ype3 NMOBTOPHA OLICHKA Ha
yepHOApoOHAaTa (QYHKLIMA 32 MOTBbPKAaBaHe Ha JaHHHUTE W cnea ToBa MHD na ce npasAar yecTo,
JIOKATO OTKJIOHEHHUATA CE BbPHAT KbM HOpPMaJTHUTE CTOMHOCTH. AKO nokayBaHeTo Ha ACAT win
AJIAT > 3 mvru I'TH nepcuctupa, ce npenopbuBa npeycTaHOBsABaHE Ha JIeYEHHETO ¢ Buicnokc.
[TauuMeHTHTE, KOUTO Pa3BHAT XKbJITEHULA WIM JAPYTrH MPU3HALM, MPpeArnoJiaraliy HapyueHa
yepHoApoOHa (yHKUMA, TpAOBaA 1a NPEKPATAT JIEUYEHHETO CH ¢ BUiicnokc.




Cnepn npekpartsBaHe Ha jieueHHeTo ¢ Buicnoke 1 Hopmanusupane Ha MU®, neyennero ¢ Buncnoke
He TpsaOBa na ce 3arno4ysa OTHOBO.

HapyiieHus Ha Koxara

Ko>kHM 1€31H, BKJIIOYHTEIHO MOsBa Ha MEXYPH H YJILIEPALIMH 110 KPaHHUIIMTE HA MAaHMYHH Ce
cHOOLIABAT NPH NPHIOKEHHE HA BUWIAATTMITHH B HEKTMHUYHM NPOYYBaHUA 32 TOKCHYHOCT (BXK.
Touka 5.3). Beripeku, ue B KIMHHYHHUTE MPOYYBAHUA HE ce HaOJII0/1aBa M0sBa Ha KOXKHH JIE3HH C
MOBHILIIEHA YECTOTa, ONUTHT IIPH MALIMEHTH C KOXKHH YCJIOXKHEHHUS Ha quadera € orpaHuyeH. OCBeH
TOBAa UMa MOCTMAPKETHHIOBH CHOOIEHHUS 3a OYy103HH U eKCGhOJIMAaTUBHU KOXKHH Nie3uH. Ilopanu Toa,
KaTO 4acT OT PyTHHHHUTE IPHXKU MPH NMaLMEHTUTE ¢ 1HadeT, ce npenopbuBa rnpocie/isBaHe 3a
HapyIlIEHUs Ha KOXKaTa, KaTo MosBa Ha MEXYpPH WIIH yJILEpaLuH.

OcTbp NaHKpEATHT
Ynorpebara Ha BUJIAATIMIITHH € CBbP3aHa C PUCK OT pa3BUTHE Ha OCTbP MaHKpeaTHT. [lanueHTure
Tps6Ba 1a 6bAaT MHPOPMHUPAHH 32 XaPAKTEPHHA CUMIITOM Ha OCTBP MaHKPEaTHT.

AKO ce Moji031pa HaJIMYMe Ha MaHKpEeaTUT, MPUEMBT Ha BU/IJArJIMITHH TPAOBA [a Ce NMPeyCTaHOBH,
aKo ce MOTBbPAY HAJIMYHE Ha OCTHP MAHKPEATHT, JICHEHHETO C BUIJIarJIMNTHH He TpAOBa Ja ce
noauoBsiBa. Heo6xoauMo € moBHIlIEHO BHUMAaHKE NPU NallMEHTH, C aHAMHE3a 3a IpeKapaH OCThP
MaHKpEaTHUT.

XHUIMOITMKEMUS

UzBecTHO e, 4e cy/ipOHUTypEeUTE MOXKe J1a NMPeAU3BUKAT XUIOrIukeMus. IlaunenTure, npuemaiiu
BIWJIIArJIMIITHH B KOMOMHALIMA ChC CYJI(OHMITYpEEH NPOAYKT MOraT aa ObaaT W3JI0)K€HH Ha PUCK OT
Bb3HUKBaHE Ha Xurnoriukemus. [Topaau Tazum npuyrHa, MOXeE J1a c€ OOMMCIIM NPHJIAraHeToO Ha Mo-
HMCKA /1032 Ha CyI(OHWITYpEeMHHSA TTPOAYKT, 3a Ja C€ HaMaJli pUCKa OT Bb3HMKBaHE Ha XMIMOTTTHKEMHMS.

Onepauus

MeTtdopMuH TpsOBa J1a ce cripe 1o BpeMe Ha onepauus 1noj ooua, CiMHaIHa WK enuaypaliHa
aHecTe3us. JleueHueTo MOke J1a Obae Bb30OHOBEHO He Mo-paHo OT 48 yaca ciell onepauusaTa UM
Bb300HOBSBAHETO HA XPaHEHETO Mpe3 YCTa, U NMPH yciloBHe Ye ObOpeyHaTa PyHKLMS € OlleHeHa
OTHOBO M € YCTaHOBEHO, Y€ € CTaOWIHA.

4.5 B3anmoaelcTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH )OPMH HA B3aUMO/IeHCTBHE

He ca npoBex/JaaHud opuLIMaTHK NPOYYBaHHKS 3a B3auMoaeicTBUa ¢ Buiicnioke. CieaHure JaHHH
oTpa3sBaT HHpopMaLMATa, HAJIMYHA 32 OTAC/IHUTE aKTHBHH BELIIECTBA.

BuagarnunTyu-

BungarmvrntiH UMa HECBHK MOTEHLMAI 32 B3AUMOACHCTBHS NPH €AHOBPEMEHHOTO MY MpHJIaraHe ¢
JIPYTH JeKapCTBEHH NpoayKTH. Thii KaTO BUIAATIMNTHH HE € cybcTpar Ha eH3uma uuToxpom P (CYP)
450 u He uHXUOUpa, U He MHaYUMpa eH3zumure CYP 450, HamMa BEpOATHOCT 3a B3aHMOJEHCTBHE C
AKTUBHH BEILIECTBA, KOUTO ca cyOcTpaTH, HHXMOMTOPH WJIM HHAYKTOPH Ha T€3H €H3UMH.

Pesynrature OT KIMHHYHH MPOYYBaHHS, MPOBEIEHH C NEPOPATHUTE AHTHAMAOETHH MPOYKTH
[MOTJIUTa30H, METHOPMHH U rMOYpHJl, B KOMOMHALIMA C BUIJAMIMIITHH, HE MTOKa3BaT KIIMHUYHO
3HaYUMH (papMaKOKMHETUYHH B3aUMO/ICHCTBHS B TapreTHaTa rnoiyJauus.

[IpoyuBaHMs 3a JIEKAPCTBEHH B3aUMOJIEHCTBHA C AIMFOKCHH (CyOcTpar Ha P-rivkon
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papdapuH (cyoctpar Ha CYP2C9) npu 31paByd HHAMBH/IH HE NMOKa3BaT KJIMHUYHO 3HAYUMHU
(dapMaKOKMHETHYHM B3aUMO/ICHCTBHS CJIe]] €IHOBPEMEHHO MpUjiaraHe ¢ BUJIAATTHITTHH.

[IpoyuBaHMs 3a JeKapCTBEHU B3aUMO/ICHCTBUSA MNPH 3/IpaBH HHIAMBH/IU Ca MPOBEJICHH C AMJIOIMITHH,
paMMITPHJI, BajicapTaH U cuMBacTaTuH. [Ipu T€3u npoy4BaHus, Cjiel €AHOBPEMEHHO MpHaraHe ¢
BWJIIArJIMITHH, He ce HabMoAaBaT KIMHUYHO 3HaYMMHU (DapMaKOKMHETUYHH B3auMoaercTBus. ToBa
obaue, He € YCTAaHOBEHO 3a IPHULIEJTHATA ITOITyJIaLMA.

Kom6unauus ¢ ACE HuHXUOUTOpH
Bb3MOKEH € NOBUIIEH PHCK OT Pa3BUTHE HA aHIMOEEM NPH MALMEHTH ChC CHITBTCTBAIIl PHEM Ha

ACE unxuburopu (BX. Touka 4.8).

KakTo npu Apyrure nepopaiH1 aHTHIHa0eTHH NMPOILYKTH, XUITOINIMKEMHUYHHS €(PEKT Ha
BUJIJIAr/IMIITHH MOXKe J1a Ob/le HamaJieH OT ONpeAe/IeHH aKTUBHH BELLECTBA, BKJIKOYBALIH THA3H/IH,
KOPTHKOCTEPOUIH, THPOUAHH MPOAYKTH U CHMITATUKOMHUMETHLIH.

MetdopMHUH

Henpenopvuumennu komounayuu

Anxkoxon
AJIKOXOJIHaTa UHTOKCHUKALIMA C€ CBBbP3Ba C MMOBHILIEH PHUCK OT JIaKTaTHA allu103a, 0c00€eHO B C/Ty4yaH Ha

riajyBaHe, HeIOXpaHBaHe UM YEpHOAPOOHA HENOCTAThYHOCT.

Hooupanu konmpacmuu éeujecmea

MeTdopMHH TpsAOBa 3aIb/DKMTETHO Ja ce CTpe Mpey Wi 110 BpeMe Ha Mpoleaypara 3a oopa3Ha
IMarHOCTHKA U He TpaOBa na ce Bb30OHOBsABA 0 Hail-maIKo 48 4yaca cjiell TOBa, NMpH YCIIOBHE Y€
ObOpeuHaTa QyHKILIHA € OLIeHeHa OTHOBO M € YCTAaHOBEHO, Y€ € CTa0MiIHA (BXK. TOUKH 4.2 U 4.4).

Kombunayuu, uzuckeawyu npeonaziu Mepku npu ynompeoa

Hsixou nexapcTBEHH MPOYKTH MOTaT Jia ce OTpa3saT HeO1aronpusaTHO Ha ObOpeuHaTa PyHKIHs, KOETO
MOJKE [1a YBEJIMYM PUCKA OT JiakTaTHa auuao3a, Hanpumep HCIIBC, BKIIOYHTENIHO CE/IEKTHBHH
uaxuburopu Ha uukiookcureHasa (COX) II, ACE unxudburopu, anrnoreHsuH Il peuenropHu
AHTArOHUCTH U JUYPETHIH, 0coOeHO OpuMKOBH AuypeTulM. [Ipu 3anouBaneTo wiM ynorpedara Ha
TaKMBa MPOJIYKTH B KOMOMHALUs ¢ MET(OPMHH € HEOOXOAMMO BHUMATEJIHO NMpOC/esBaHe Ha
ObOpeuHara GpyHKUMA.

[ MIoKOKOpTHKOUAUTE, OeTa-2-arOHUCTUTE U JUYPETHLIMTE UMAT MPHUCHIIA XUINEPIITMKEMHUYHA
akTUBHOCT. [lateHTHT TpAOBa 1a Obae HHGOPMHUPAH 3a TOBA U TPAOBA Ja c€ U3BBPLLIBA MO-YECTO
MpocJieABaHe Ha KpbBHATa 3aXap, 0COOEHO B HAYAJIOTO Ha JIEYEHHETO. AKO € HEOOX0AMMO, /103aTa Ha
Buiicriokc Moxke 1a Obie KOpUrupaHa 1o BpeMe Ha ChITbTCTBALLOTO JIEYEHHE H CJIE]
[MpeyCTaHOBSABAHETO MY.

MUHXUOUTOpHUTE HA AaHTMOTEH3UH KOHBepTHpaluus eH3uM (ACE) morar J1a moHW»KaT HUBOTO Ha
KpbBHaTa 3axap. AKO € HeoOXOAUMO, J103aTa Ha AaHTUXHMIEPIJIMKEMUYHUS JIEKAPCTBEH MPOAYKT TpsiOBa
na Obae KopurupaHa no BpemMe M rpy npeycTaHOBSBaHE Ha JIEYEHHUETO C JIPYT JIEKAPCTBEH MPOIYKT.

CepTcTBaLaTa YoTpeda Ha JIEKapCTBEHH MPOAYKTH, KOUTO BIMAAT Ha 001MTe ObOpeUHH TyOYJIHH
TPAHCIIOPTHH CHCTEMH, y4acTBally B 6OpeUHOTO €IMMHHHpaHE HA METQPOPMHH (HaIp., HHXMOMTOPH




nexapcTsa ¥ TokcHHH [multidrug and toxin extrusion, MATE], kaTo paHonasuH, BaH/J1€TaHHO,
JIOTyTErpaBUp ¥ LIMMETHINH), MOJXKE J1a MOBUIIHM CUCTEMHATA EKCIIO3MLMSA HA METQOPMHH.

4.6 ®DepruaurTer, OPEeMEHHOCT H KbpPMEHE

bpeMeHHOCT

HsMa nocTaThyHO AaHHHM 3a ynorpedara Ha Buncnokc npu OpeMeHHH XE€HH. 3a BUJIIArJIMIITHH
eKCrepUMMEHTAJIHUTE MPOYYBaHUs MPH )KUBOTHH MOKA3BaT PENpPOAYKTHBHA TOKCHYHOCT MPHU BUCOKH
1034. 3a MeTOPMHH, MPOYUBAHHUATA MIPH )XUBOTHH HE MOKA3BaT PENpPOJyKTUBHA TOKCHUYHOCT.
[TpoyuBaHHMs NpPH XKMBOTHH NPOBE/IEHH C BUIATIMNTHH U METQOPMHH HE Ca MOKa3ajli 10Ka3aTesICcTBa
3a TEpaTOreHHOCT, HO ca MoKa3aiu GeTOTOKCHYHHU e(EeKTH MPHU TOKCHYHH 3a MaiKaTa J103M (BX. TOUYKa
5.3). IloTeHLMAIHHAT PUCK MPH XOpa He € u3BecTeH. Buiicroke He TpsAOBa a ce U3MoJI3Ba MO BpeMe
Ha OpeMEHHOCT.

KbpMeHe

[TpoyuBaHHATa 3a )KHBOTHH MOKa3BaT €KCKPELIMA KAKTO HA MET()OPMHH, TaKa U HAa BUJIJJArJIMITHH B
MJIsK0TO. He e M3BEeCTHO Aany BHIJAMIMIITHH Ce eKCKpeTHpa B KbpMara, HO MET()OPMHH Ce
eKCKpeTHpa B KbpMaTa B MaJIki KoivuecTsa. [lopaau noreHuMaIH|sS PUCK OT XHITOTITMKEMHS Ha
HOBOPOAEHOTO, Buiicriokc He TpsOBa /1a ce U3M0JI3Ba 110 BpeMe Ha KbpMeHe (BX. Touka 4.3).

QepTUIUTET
He ca npoBex/aaHu npoy4BaHus 3a edexta Ha Buiacnoke BbpXy (epTHIMTETa NPH XOpa (BXK. TOYKA

5.3).

4.7 EdekTn BbpXy cnoco0HOCTTa 32 o HpaHe H padoTa ¢ MAIIHHH
He ca npoBexaaHu Npoy4BaHus 3a eeKTUTe BbpPXY CNOCOOHOCTTA 3a WodHpaHe U paboTa ¢ MalIMHH.
[TaumeHTHTE, KOMTO NMOJyyaT 3aMaiBaHe, KaTo He)KeaHa peakius, TpsAOBa Ja u3barsar aa wodgupar u

na paboTAT C MaLLHHH.

4.8 HexeanH J1eKapCTBEHH PeaKIHH

O6006uIeHHe Ha poduaa Ha 6€3010aCHOCT

JlaHHu 3a 6€30MacHOCT ca MoJiy4eHH oT obuo 6 197 nauueHTH ¢ eKCno3uiMs Ha
BHJIAATIMITHH/METHOPMHH B paHAOMHM3UPaHH, IJ1a1e00-KOHTPOIMpaHy M3nuTBaHusA. OT Tax 3 698
NalMeHTH MOoJy4YaBaT BUJIarIMITHH/METGOPMHUH, a 2 499 nauueHTH nosyyasar ruiauedo/
MET(GOPMHH.

Hsma npoBeeHH KIMHWUYHH MPOYYBaHMs 3a JedeHue ¢ Buicnoke. YcraHoBeHo € obauve, e
OHMOEKBUBAJIEHTHOCTTA HA BHJICIIOKC € KaKTO Ha € IHOBPEMEHHO MPHUJIOKEHH BHJIJATIHITTHH U
MeTGOPMHH (BX. TOUKA 5.2).

[To-ronsamara 4acT OT HEXXEeJaHUTE peaKLIMK ca JIEKH U MPEeXO0HH, U HE U3UCKBAT NPEYyCTaHOBsIBaHE Ha
neyeHuerto. He e yctaHOBEeHa Bpb3Ka MEXAY HEXEJIaHUTE PEaKLMK ¥ Bb3pacTTa, €ETHHYECKaTa
[PUHAJIEXKHOCT, MPOAB/DKHTE/THOCTTAa Ha eKCIO3UIMATA WK IHEBHATA J103a. YnoTpebara Ha
BHJIIArJIMIITHH CE CBbP3Ba C PUCK OT pa3BUTHE Ha naHkpeaTuT. CboO11aBa ce 3a Bb3HMKBAHE Ha
NaKTaTHA aluu/03a ciiel yrnorpedara Ha MeThOpMHUH, 0COOEHO MPH MALMEHTH CHC CHIIECTBYBALLO
ObOpeuHo yBpexaaHe (BxK. Touka 4.4).




CnuchbK Ha HEXKEJIAHUTE JIEKAPCTBEHHU peaKlMy B TaOIHUYEH BH]

He>xenaHuTe peakiMu cboOLaBaHK MPH MALIMEHTH, KOUTO I10/Iy4YaBaT BUJIJArIMIITUH B ABOHHO-CJIENH
NpOy4YBaHMs, KATO MOHOTEPAIHUs M IOMbJIBalllA TEPANHs ca U30POEHH MO-/10J1y M0 CHCTEMO-OpraHHa
knacudukauus ¥ abcomoTHa yectoTa. YectoTute ce aeduHUpar kato MHOro 4YectH (=1/10); yecTn
(>1/100 po <1/10); Hewectu (>1/1000 no <1/100); peaxu (=1/10 000 no <1/1000); mHOro HYecTu
(<1/10 000), ¢ He3uBecTHA YecToTa (OT HAJTMYHUTE JJAHHH He MOXKe Ja Ob/ie HanpaBeHa oLeHkKa). [1pu
BCAKO rpyNMpaHe B 3aBUCHMOCT OT 4ECTOTaTa, HeXeJIaHMTE PeakLMu ce H30poABaT B HU3XOAII pe/L
[10 OTHOLIEHHE Ha TAXHATa CEPUO3HOCT.

Ta6auna 1 Hexeslanu peaknuu, CbOOIIEHH NPH NANHEHTH, KOHTO NOJY4YaBaT BHAATIHOTHH H
mMeT$HOpPMHH (KATO MOHOKOMIIOHEHTH HJIH KATO (PHKCHpPAHA 1030Ba KOMOHHANHA)
HJIH B KOMOHHAIHSA C APYrd AaHTHAHAOCTHH JIeYeHHs B KJIHHHYHH H3NHTBAHHA H OT
NOCTMAPKETHHIOBHSA ONHT

CHCcTEeMO-OpraHeH KJiac — HeXKeJIaHa peaknus YecToTa

Nndexnuu 4 HHPecTANHH

MHekums Ha rOpHUTE JUXATEIHH ITHTHIIA YectH

HazodbapHHrur YectH

Hapymenuns Ha MeTa00/1H3Ma H XpaHEHETO

XHUMNOrIUKEMHUs Heuectu

3ary0a Ha aneTuT Heuectu

Hamanena abcopOuusi Ha BuTaMHH B2 M 1akTaTHa aumao3a | Muoro peaku*

HapyumieHHs HA HEPBHATA CHCTEMA

3aMasHOCT YectH

["'naBobonue YectH

Tpemop Yectu

MertaJsieH BKyC Heuectu

CroMamHO-YpeBHH HAPYLICHHS

[loBpbuiaHe YectH

Jnapus Yectu

['anene YectH

["acTpoe3odareanHa pedurykcHa 6oaecT YectH

OnaryaeHuus YectH

3arex Yectu

KopemMHa 6071ka, BKJIKOYMTEIHO B TOpHAaTa 4acT Ha Kopema YectH

[TaHkpeaTHT Heuectu

XenaroOH/IHAPHH HAPYLUECHHSH

XernaTur Heuectn

HapymeHus Ha KOKaTa H NOAKOKHATA ThKaH

Xunepxuiposa YectH

[Ipypuryc YectH

OGpuB YectH

Jlepmatur Yectu

Epurem Heuectu

Y pTHKapHs Heuectun

ExcdonuatuBHU U OYJ1I03HH KOXKHH JIE3HH, BKITFOYMTE/THO C ;
HEU3BECTHA YECTOTa

OyJi0o3eH NeMQPHUrou

KoxeH BacKyJIUT C Heu3BecTHaA 4yecToTa'

HapymeHHnsi HA MYCKYJ/JIHO-CKeJIETHATA CHCTEMA H CheIHHHTE/IHATA ThKaH

ApTpanrus YectH




Muanrus - Heuectu

O6mn HapyleHHs H epEeKTH HA MACTOTO HA NPHJIOKEHHE

AcTeHus YectH

YMopa HeuectH

BT[JECHHE HeuectH

[TepudepeH oTok _ Heuectu

H3cieqBaHus

OTKJIOHEHHS B YepHOAPOoOHHUTE QYHKLIMOHAIHM NoKa3arend | Hevectu

' HexxenaHu peakiivH, ChOOIIEHH MPH MALMEHTH, KOMTO M0JIyYaBaT METGOPMHH KaTo

MOHOTEpAnus U He ca HaOJIioAaBaH! IPH MALIMEHTH, KOMTO TMOJTy4aBaT
BUJIAArJTMNTHHHMET(GOPMHUH KaTo (pUKCHUpaHa 1030Ba KOMOMHALMA. 3a NOMbIHUTETHA

HHMOPMALIMS, BUKTE KpaTKaTa XapaKTepUCTHKA Ha MPOAYKTa 3a MET(OPMHUH.
f Bb3 0OCHOBA Ha MOCTMAPKETHHIOBUS OTTHT.

OnucaHue Ha U30paHU HeXelaHU peaKlIy

Bunoaznunmur

Heproopobno yepedcoane

MMa cboOuieHHs 3a pe/IKH Cllydad Ha HapyllieHa YepHOAPOoOHa (PyHKLMs (BKIOYMTEIHO XENATHT)
c/e/l IPUEM Ha BWIAATJIMIITHH. B Te3u ciryuau nalMeHTUTe KaTo 1is1o ca 6e3 cuMnTomu, Oes3
KJIMHUYHM TOCJIEACTBUA U YepHOApoOHaTa (PyHKLIMS Ce Bb3Bpbllla 10 HOPMaJIHA C/ie/l MpeKpaTsBaHe
Ha JiIedeHHeTo. B JaHHUTE OT KOHTPOJIMPaHU U3MUTBAHUA KaTO MOHOTEPAIUs W KaTo J10ITb/IBalla
Tepanus ¢ NMPOAB/DKUTETHOCT 10 24 ceIMULM, YeCTOTaTa Ha nosviuasaHe Ha AJIAT wiu ACAT

>3 mpTi [ TH (knacuduumpana kaTo HaJlMuMe MPY HaW-MaJIKo 2 MOC/IeI0BaTeIHM U3MEPBaHHUA WU
npu duHanHaTa on-treatment susura) e 0,2%, 0,3% u 0,2% cbOTBETHO 3a BUIAANTHNTHH 50 mg
BeIHBK JIHEBHO, BH11araunTUH S0 mg 1Ba MbTH JHEBHO U BCUYKHU CPABHHUTEJIHH MPOAYKTH. Te3u
MOBWILIABAHMUS HA TPAHCAMHHA3UTE KaTO LUAJIO ca O€3CMMNTOMHHU, HEMPOrPECHPALLH 110 XapaKTep U He
ca CBBP3aHM C X0JIeCTa3a WK XbJITEHHIIA.

Anzuoeoem

[Tpu nedyeHure ¢ BUWIAAMIMOTHH Ce CbOOILLaBa 3a peJKH Clly4au Ha aHTHOEAeM C YECTOTa CXO/IHa C Ta3H
Ha KoHTpoJuTe. [To-roisMara yact OT ciiyyauTe ca ChOOIIEHH, KOraTo BH/IAArIMNTHH € NpUiaraH B
koMOuHauus ¢ ACE unxuburop. [To-ronsMara 4act oT CbOMTHATA Ca JIEKHU 10 TEXECT M OT3By4aBaT
MNP NPOAb/DKABaHE Ha JICYEHHETO C BHUJIJIATIUIITHH.

Xunozanuxkemus

B cpaBHHTEIHH, KOHTPOJIMPAHH [POYYBAHUS HA MOHOTEPAIHs, XMIOIJIMKEMHSATA € HeYecTa MpH
u3nossBade Ha BuaaaraunTvH (0,4%) kaTo MOHOTEpanHMs CIPsAMO aKTHBEH CPABHHUTEJIEH NMPOAYKT WJIH
nnaue6o (0,2%). Hama choOleH s 3a TEXKKH WK CEpHO3HU CbOUTHSA Ha XUroriukemus. [lpu
ynoTtpe6a KaTo J0MbJBalla Tepanus KbM METGOPMHH, XUIIOTTIMKEMHs Bb3HHKBA MpH 1% oT
MalMEeHTHUTE, JIEKYBaHU ¢ BUiaarMnTiH U npu 0,4% ot nauueHTure Ha ruiauebo. [1pu nobassHe Ha
[MMOrJIMTA30H, XUITOrJIMKEMHUS Bb3HUKBA NpH 0,6% OT nauueHTHUTE, JIEKyBaHU C BUIJATIMIITHH W NpPH
1,9% oT nauMeHTHTe, JieKyBaHH ¢ raue6o. [Ipu no6aBsHe Ha cyaOHUITYPEHHO ITPOU3BOIHO,
XUIOTIMKEMHUS Bb3HUKBA NpH 1,2% OT nmalyeHTUTe, J€KyBaHU ¢ BU1AAraunTiH | nipy 0,6% ot
nauMeHTuTe Ha rauebo. [Tpu no6assHe Ha cyndOHUTYpeHHO MPOU3BOAHO U METHOPMHH,
XUIMOTIMKEMHUS BB3HUKBA NPH 5,1% OT nmaueHTUTe, I€KYyBaHU C BUIJATIUIITHH U npH 1,9% or
naumeHTUTE Ha 1uianedo. [Ipu nalueHTH, NpyemMaly BUJIJAIMIITUH B KOMOMHALHSA C HHCY




Memdaghopmun

Hamanena abcopbyua na eumamun B12

Hamanenue Ha abcopbuusta Ha BuTaMuH B12 ¢ noHWwkeHHe Ha cepyMHHUTE HUBA C€ Ha0J1i0/1aBa MHOI'O
PAJIKO MPH NALMEHTH, KOMTO Ca JIEKYBaHH ¢ MET(OPMHH 3a AbJIbI IEPHOA OT Bpeme. [Ipenopbusa ce
a ce MMa npeaBU Moao0Ha €THOJIOTHS, aKO MPH MALMEHT € HaJIM4YHa Merajio0/1acTHa aHeMMS.

YeproopobHa gyrkyus

Crob11aBa ce 3a M30JIMpaHHt CJTy4au Ha OTKJIOHEHHMs B CTOMHOCTHTE Ha YepHOAPOOHHTE

(G YHKLMOHAIHY MOKA3aTe/Id WM XeNaTHT, KOUTO OTUIyMSABAT CJie/l MpeKpaTsaBaHe Npuema Ha
METHOPMHUH.

Cmomawno-4ypeeHu HapyueHus

CToMalIHO-4YPEBHUTE HEXKETaHU PeaKLIMM Bb3HUKBAT HaH-4€CTO M0 BpeMe Ha 3aro4yBaHe Ha
TepanuaTa U OTLIYMSBAT CIIOHTAHHO B MOBEYETO CiTy4aH. 3a J1a ce NpeIoTBPaTAT ce Npenopbr4sa
MeTGOPMHH Ja Ce NMpreMa KaTo 2 JHEBHH JI03H 110 BpEME Ha WJIH cjie]l XpaHeHe. baBHOTO nmoBHILaBaHe
Ha 103aTa MOJXKE CBIIO Jia Moj00pH CTOMAILIIHO-YpEBHATa MOHOCHMOCT.

Cpob11aBaHe Ha NMOA03UPAHU HEXKEJIaHU PEaKLIMH

ChoOLIaBaHETO Ha MO/I03MPAHH HEXEJIaHW PeaKLMH cle/l pa3peluaBaHe 3a yrnorpeda Ha J1eKapCTBEHHS
NPOAYKT € BaxkHO. ToBa no3BosisiBa a NPOABLIKH HaOJIIOIEHHETO Ha ChbOTHOLIEHHETO M0J13a/PHCK 32
NleKapcTBEHUs NMPOAYKT. OT MEAMLIMHCKUTE CMELIMAJIUCTH C€ U3MCKBA /1a ChOOIIaBaT BCAKA

Noo3MpaHa HexellaHa peakuus uype3 M3nbiHuTeHa areHuus no jekapersara yi. ,,Jlamsas ['pyes™ Ne
8, 1303 Codums, ten.: +35 928903417, yebcaiit: www.bda.bg.

4.9 Ilpenosupane
HsiMa naHHM CBBpP3aHHM C npeao3dpaHe ¢ Buicnokc.

Bunoaznunmun
MudopmanmsaTa rno OTHOLIEHUE HA NMPEN03UPAHE C BUIIAATIMIITHH € OrpaHUYeHa.

CuMnToMH

HUHbopMalMsaTa 3a BEpOATHA CUMIITTOMH Ha IPEI03HpaHe C BUIAATTIMIITHH € MOJTy4YeHa OT Mpoy4BaHe
3a MOHOCHMOCT Ha yBeJIM4aBalla ce J03a MpH 3/ipaBu HHAWBH/IH, HA KOMTO € NpUJiaraH BUJIarjunTHH
3a 10 auu. [pu no3a ot 400 mg e umano Tpu ciydasi Ha MyCKYJIHH OOJIKH M OTJIEJIHM CJIy4YaHn Ha JIEKH
M MPEXOHHU NapecTe3uy, BUCOKA TEMIEpaTypa, OTOLH U NPEXOJAHO NMOBHIIaBaHe HA HUBOTO Ha
numnasarta. [1pu no3a ot 600 mg eaHO JdLe € MOJYUYHIIO OTOK Ha CThIajlaTa M PbLETE, U MOBUILIABaAHE
Ha HuBaTra Ha kpeaTMHochokuHazara (KDOK), ACAT, C-peakruBHus nporerH (CRP) u muoriobuHa.
Tpu apyru Mua ca noxy4Ydid OTOLM MO XOAWJIaTa, B JIBa OT CJIy4auTe ¢ napecre3uu. Beuuku
CUMITTOMH M OTKJIOHEHHs B JIaOOpaTOpHUTE MOKAa3aTe/IM OT3By4aBar 0€3 JIeUeHHE Clie/]
MpeyCcTaHOBSIBaHE MPHEeMa Ha U3CJIeIBaHHs JIEKAPCTBEH MPOAYKT.

Memdgopmun

[Ipeno3upaHe ¢ BUCOKA 03a METGOPMHH (WM MPH CHITBTCTBALLl PUCK OT JIaKTaTHA al[M/103a) MOXeE /1a
N0Bee N0 JIAKTaTHA ali|103a, KOSATO MpeICTaB/IsABA CNIELIHO CbCTOSHUE U TPAOBA [1a ce JIEKyBa B
OoJHMLIA.

Jleyenue




Haii-epeKTUBHUAT METO/I 3a OTCTpaHsBaHe Ha MET(GOPMHUH € XeMoananu3a. Bungarmunmuy, odbaye, He
MO2Ke J1a ObJIe OTCTPaHEH Ype3 XeMOIHa/In3a, HO OCHOBHUAT My MeTabonuT ciiel xuaponusa (LAY
151) moxe na ce nanusupa. [Ipenopbusa ce rnoaabpKailo JIe4eHHUe.

5. @OAPMAKOJOI'NYHU CBOUCTBA
5.1 ®apMakoAHHAMHYHH CBOHCTBA

dapmakoTepanesTHuHa rpyna: JlekapcTea 3a jeueHHe Ha quabeT, KOMOMHALMA OT NMEPOPaIHH,
MOHWXKaBalLllM KpbBHaTa 3axap jekapctBa, ATC kon: A10BDO08

MexaHU3bM Ha JICUCTBUE

Buicnokc KoOMOMHHpA [1B€ aHTUXUIIEPIrIIUKEMUYHH CPE/ICTBA C B3aMMHO JOMBJIBALIH CE€ MEXaHU3MH
Ha AeMcTBHE 3a NoJA00OpsABaHE HA MNNIMKEMHYHHUS KOHTPOJI NP MaLHUEeHTH C auader Tinm 2:
BWJIJArJIMIITHH, NPEACTAaBUTE/ Ha KJlaca JIEKapCTBEHH NMPOAYKTH CTUMYJIMPALIH KJIETKHUTE B OCTPOBHUTE
Ha MaHkKpeaca ¥ MeT(OpPMHUHOB XHAPOXJIOPH/, MTPEACTABUTEI HA Kilaca Ha OUMIrBaHUMUTE.

BuaarnMnTyH, KOHTO Crajia KbM KJlaca JIEKapCTBEHH MPOAYKTH CTUMYJIHPALIIM OCTPOBHHUTE KJIETKH B
MaHKpeaca, € MOILEH M CeJIEKTUBEH MHXHOUTOP Ha aunenTuau nenruiasa-4 (DPP-4). Mergopmus
ieiicTBa OCHOBHO Upe3 HaMaJIiBaHE Ha €HIOTEHHOTO 00pa3yBaHe Ha IJII0K03a B YepPHHUs Jpo0.

dapmakoIMHAMUYHU €PEKTH

Bunoaenunmun

BunaaraunTyH AeHdcTBa OCHOBHO 4pe3 HHXuOupaHe Ha DPP-4, eH3uMBT OTrOBOpPEH 3a pa3rpaxcaHeTo
Ha uHKpeTHHOBHTE XopMOoHH GLP-1 (rmrokaron noaodex nentua-1) u GIP (rimoko3o-3aBHcHM
WHCYJIMHOTPOIEH TMOIKIIENTH]).

[TpunoMXKEHUETO HA BHJIJATTTMIITHH BOAH 10 ObP30 M ITbJIHO HHXHOMpaHe Ha akTUBHOCTTA Ha DPP-4, B
pe3yJITaT Ha KOETO Ce MOBHILABAT eHJ0reHHUTE HHBA Ha HHKpeTHHOBMTE XOpMOoHH GLP-1 u GIP,
KaKTO Ha IJ1aJlHO TaKa M cjie[] XpaHeHe.

[TocpecTBOM MOBUILIABAHE HA €HAON€HHUTE HHBA HA T€3W MHKPETUHOBH XOPMOHH, BUJIIArTMNTHH
MOBMILIIABA YYBCTBUTEIHOCTTA Ha OeTa KJIETKMTE KbM KPbBHATA 3aXap, KOETO BOJM /10 Moao0OpsBaHe Ha
rIFOK030-3aBUCUMAaTa UHCYJIMHOBA cekpelus. Jleuennero ¢ sungarauntild 50-100 mg nHeBHO npu
MaLMeHTH ¢ AuabeT TN 2 3HaYMMO No100psBa nokasaTesiure 3a 6eTa-KieTbYHaTa PyHKLHS, KOUTO
smouBaT HOMA-[3 (Homeostasis Model Assessment—[3), CbOTHOLIIEHHETO MPOHHCYJIHH CIPAMO
MHCYJIMH U U3MEPBAHETO HA PEAKTUBHOCTTA Ha 0eTa KJIETKUTE MpH TeCTa 3a TOJEPAHTHOCT MPH YECTO
naBaHe Ha XpaHa. [1pu nuua, KOUTO HAMAT AHa0eT (HOPMOTIMKEMHS ), BUIAATJIMIITHH HE CTUMYJIMpa
CeKpelLMaTa Ha UHCYJIMH U HE HaMaJlsBa HUBOTO HA KpbBHATa 3axap.

Upe3 nosuiaBaHe Ha eHAOreHHoTo HUBO Ha GLP-1, BunaarnvMnTuH noBHilaBa 4yBCTBUTETHOCTTA Ha
anda KJIETKHTE KbM KpbBHATa 3aXxap, KOETO BOJIM /10 [0-a/IeKBaTHa Ha KPbBHATa 3aXxap CEKpeLMs Ha
rJIKOKaroH.

[ToBMIIABAHETO HA HHKPETHHOBUTE XOPMOHHM B YCJIOBHATA HAa XHUIIEPIIIMKEMHs BOJM 10 3aCHJIEHO
yBe/IMYaBaHe Ha CbOTHOLLEHUETO MHCYJIMH/TJIFOKArOH M HaMalliBaHe NPOYKUHUATA Ha [IH0K03a OT
yepHHUs Apo0, KaKTO Ha I1aJHO, TaKa M Clie/l XpaHeHe, C KOETO C€ HaMaslsiBa INIMKeMHUATA.




U3BecTHHUAT eeKT, ye NoBUIIeHOTO HUBO Ha GLP-1 3ab6aBs cTOMAIHOTO MU3ITPa3BaHE HE CE
Ha0J1I01aBa MpPH JIEYEHHE C BHUJIIATJIMIITHH.

Memdgopmun

MeThOopMHH € GUrBaHK/| C AHTHXHMIEPIIIMKEMUY€EH €(EKT, KOWTO MOHWKAaBa CTOMHOCTHTE Ha IIIOKO32
B [JIa3MaTa - KaKTO Ha IJ1aJHO, TaKa M cjiel XpaHeHe. 1ol He CTUMYJIMpa CeKpeuMsaTa Ha UHCYJIMH H
opajy TOBa He BOJM /10 XMMOITTUKEMHUSA WIH yBeJIM4aBaHe Ha TEJIECHOTO TEIJIO.

MeThOpMHH MOKe J1a OKa3Ba CBOS IIIOK030-MOHKKABALL €EKT NMOCPEACTBOM TPH MEXaHH3MA.!

- [OCPEICTBOM HaMasisBaHe Ha 00pa3yBaHEeTO Ha IJIIOKO3a B YEPHHSA Ap0o0 4Ype3 HHXHOMpaHe Ha
rJIFOKOHEOreHe3aTa M TJIMKOre€HOJIM3aTa,

- B MYCKYJIMTE [TOCPEICTBOM YMEPEHO M3pa3eHO yBeIMYaBaHe Ha MHCYJIMHOBATA
yyBCTBHTEIHOCT, NMOA0OpABaKH NepHU(PEpHOTO NMNOoeMaHe U YCBOABAaHE Ha IIIIOK03aTa,

- nocpeacTBOM 3abaBsiHe Ha abcopOLMATa Ha IJIIOKO3aTa B YepBara.

MeThOpMHH CTUMYJIMpA BTPEKIETbYHHSA CHHTE3 Ha INTMKOTeH, MOCPEACTBOM IMOB/IMABAHE HA

[IMKOreH CMHTe3aTa M MOBHIIAaBa TPAHCIIOPTHHUSA KaraluMTeT Ha crieuMPUUHHM THIIOBE MEMOpaHHH

rmoko3Hu TpaHcnoptepu (GLUT-1 u GLUT-4).

[Tpyu XOpa, HE3aBMCHMO OT BIIMAHUETO CH BbPXY IIIMKEMHUSATA, METGOPMHH MMa OJ1aronpHATHH edekTH
BBbPXY JUIHIHKA MeTabou3bM. B cpeHo- M AbAroCpOYHH KIMHUYHH MPOYYBaHUs, NIPH NPHEM Ha
TepareBTHYHH JI03H € NOKa3aHO, Ye: MeTGOPMHH MOHMKXABa CEPYMHHMTE HUBA HA OOLLHA XOJIECTEPOIL,
LDL-xonecreposia U TPUTIIHLIEPHIHTE.

[TpocniekTHBHOTO, panfomusupano npoyusaHe UKPDS (UK Prospective Diabetes Study) ycraHoBsBa
IBJICOCPOYHMTE MOJ3M OT HHTEH3UBHUS KOHTPOJI Ha KPbBHATA 3aXap MpPH NalMeHTH ¢ AnabeT Ty 2.
AHAIU3BT HA PE3YNTAaTUTE MPHU MALMEHTH C HAJHOPMEHO TEIJI0, JIEKYBaHH C METGQOPMUH Clie]]
HeycreX OT JIeYUeHHE caMo ¢ JIMeTa MoKa3Bar:

- 3HAYMMO HaMaJIsBaHe Ha aOCOJIOTHUS PUCK OT BCAKO CBBP3aHO ¢ AHabeTa yCIO0)KHEHHE B
rpynara Ha MmetdopMuH (29,8 cbOuTHa/1000 nauMeHT-roAMHK) CNpSIMO NALUEHTHTE OCTABEHH
camo Ha auera (43,3 cp6uTns/1000 nauuent-rogunn), p=0,0023 1 cnpsaMo rpynuTe Ha
KOMOMHHMpaHa Tepanus cbe CyIPOHWIYypeHHH MPOAYKTH U HA MOHOTepanus ¢ MHCYTHH (40, ]
cbouTua/1000 naupeHt-roaunu), p=0,0034;

- 3HAYMMO HaMaJIsiBaHe Ha aOCOMIOTHUS PHUCK OT CBbp3aHa ¢ quabera CMBbPTHOCT: METPOPMHH 7,5
cp6uTHA/1000 nauMeHT-roguHu, caMo Ha aueta 12,7 cvourusa/1000 naumenT-roauny, p=0,017;

- 3HAYMMO HaMaJisiBaHe Ha aOCOIIOTHHUS PUCK OT 001a CMBPTHOCT: MeThopMuUH 13,5
cbOuTHA/1000 nauueHT-roauHu crnpsimo camo Ha auera 20,6 cbouTra/1000 nauueHT-roaMHu
(p=0,011) 1 cipsiMO rpynuTe Ha KOMOMHHpPaHa Tepanus CbC CyJIPOHNITYPEHHH NPOAYKTH H Ha
MOHoTepanus ¢ HHCY/IMH 18,9 cvOuTna/1000 naument-roaunu (p=0,021);

- 3HAYMMO HaMasIsiBaHe Ha abCOMIOTHUS PHCK OT HH(PAPKT Ha MUOKapAaa: MeTGOopMHH 1 |
cbouTHa/1000 nauueHT-roguHu, camo Ha auera 18 cuouTua/1000 nauuent-roaunu (p=0,01).

KnuHuyHa e(pHKacHOCT M 6€301acHOCT

[IpubaBsHETO HA BUJIJATIMIITUH KbM JICYEHHETO HA NMALIMEHTH, YHHTO INTIMKEMHYEH KOHTPOJI HE €
3aJI0BOJIMTE/IEH BBIIPEKH MOHOTEpanMATa ¢ MeTGOPMHH, ciie/l 6-MeCeYHO JIeHeHHe BOAM 10
NOMBJIHUTETHO CTATUCTHYECKH 3HAYMMO CPE/IHO MOHWKaBaHe Ha CTOWHOCTHTE Ha HbA | B CpaBHEHHE
¢ auebo (pazauku Mexay rpymure ot -0,7% 1o -1,1%, cboTBETHO, 3a BUIAArIMNTHH 50 mg U

100 mg). [TpoLEHTHT Ha NAaLMEHTHTE, KOUTO MIOCTUraT NOHWXKaBaHe Ha CTOMHOCTHTE Ha HbA | C

> 0,7% cnpsAMO U3XOIHHUTE € CTATUCTHYECKH 3HAYMMO IO-BHCOK B JIBETE IpyIH Ha BUIAATJIMIITHH
o MeThopMHH (ChOTBETHO 46% u 60%) cnpsiMo rpynaTa Ha MeTGOpMHH IUTOC wiauedo (20%).




B 24-ceAMMUHO KJIMHHYHO M3NHUTBaHe, BUiaaraunTiH (50 mg 1Ba MbTH AHEBHO) € CPABHEH C
nuornuTa3oH (30 mg BeAHBK AHEBHO) NPHU MALMEHTH, ITPH KOUTO HE € MOCTHUIHAT a/ICKBATCH
FIMKEMUYEH KOHTPOJ ¢ MeThopMHUH (cpeaHa aHeBHa no03a: 2020 mg). CpeAHOTO NOHMWKEHHE Ha
nupata Ha HbA . npu cpenen usxozneH HbA . ot 8,4%, e -0,9% npu nobassiHe Ha BUIAATJIMNTHH KbM
meThopMuH M -1,0% npu n06aBsiHe Ha MHOTIMTa30H KbM MeThOopMHH. CpeIHOTO NMOBHIIABAHE HA
TeJIECHOTO TerJ10, HabJ110/1aBaHO TPHU NMALMEHTUTE, IPUEMAIIH MTHOTJIUTa30H B JOMTBJIHEHHE KbM
metdopmuH e +1,9 kg, cnpsamo +0,3 kg npu naunMeHTHTe, MpUEMallH BUIJATTTHITHH B JOITb/IHEHHE
KbM MET(HOPMHH.

B KIMHHYHO M3IMMTBaHE C 2-TOAMIIHA MPOAB/KUTEHOCT, BUNAAraMnTHH (50 mg /1Ba MbTH IHEBHO) €
CpaBHEH ¢ rMMenupu (10 6 mg/aeH — cpe/iHa 103a npe3 2-Te roauHu: 4,6 mg) cnen nobaBsiHE KbM
TeparMaTa Ha MaluKMeHTH, JIEKYBaHH C meTopMHH (cpeaHa qHeBHa 103a: 1894 mg). Cnen 1 ronuHa
CpeJHOTO NMoHWXKeHHe Ha HuBaTa Ha HbA ¢ e -0,4% npu n00aBsiHe Ha BUIJATTTUIITHH KbM METGOPMHH
u -0,5% npu 106aBsHE HA IMMENUPH KbM MeTGOPMUH, npu cpesieH usxoaeH HbAc ot 7,3%.
[TpoMsHATa B TEAECHOTO TErJIo npu BuigaraunTuH e -0,2 kg cnpsamo +1,6 kg npu raumenupun.
YecToTaTa Ha CJIydyauTe Ha XMITOrJIMKEeMHs € CHTHH(HKAHTHO MO-HUCKa B rpyrnaTa Ha BUIJAarjunTHH
(1,7%) B cpaBHeHHe ¢ rpynara Ha riumenupun (16,2%). B kpaiiHata Touka Ha npoy4BaHeTo (cien 2
roguHu) croiHocTutre Ha HbA | ca mogoOHH Ha H3XOAHUTE CTOMHOCTH B IBETE TEPANEBTHYHH I'DYIIH,
a pa3/IMuMATA M0 OTHOLIEHHWE Ha MPOMSAHATA B TEJICCHOTO TErJIO M C/Ty4auTe Ha XMITOTTIHKEMHA Ce
3ara3Bar.

B 52-ceIMHUYHO M3NMUTBaHe BHiAAraMnTUH (50 mg aBa MbTH JHEBHO) € CPAaBHEH C INIMKJIa3K/ (Cpe/aHa
nHEeBHa A03a; 229,5 mg) caen nodaBsHe KbM TEpanusaTa Ha MalUeHTH, MPH KOUTO HE € MOCTUIHAT
KOHTpOJ ¢ MeTdopMuH (M3xoHa fo03a 1928 mg/neH). Cnen | roauHa CpeAHOTO NMOHMWKEHHE HA HbA .
e -0,81% npu no6aBsiHe HA BWJIIATJIMIITHH KbM MeTdopMuH (1pH cpelieH usxonaeH HbA. 8,4%) u -
0,85% npu nobaBsiHe Ha MIMKIa3ua KbM MeTGopMuH (npu cpeneH u3xoneH HbA . 8,5%); noka3saHa e
CTATUCTHUYECKH 3HaUMMa He no-mMasika edpukacHoct (95% CI -0,11 — 0,20). IlpoMsaHaTa B T€J1I€CHOTO
terio e +0,1 kg npu BungarnunTyH cnpsamo +1,4 kg npu rivknasun.

B enno 24-ceIMHYHO KJIMHUYHO M3MMTBAHE € olleHeHa e(pUKaCHOCTTa Ha QHUKCHpaHaTa J1030Ba
KOMOMHALMA OT BWIJArJIMITUH U MeTOPMHH (MOCTENEHHO TUTpUpaHa 10 ao3a ot 50 mg/500 mg nsa
mbTH AHeBHO WK 50 mg/1000 mg aBa MbTH AHEBHO), NMPHJIOXKEHA KaTO MbpBOHa4Ya/IHA TEpanus NpH
MalMeHTH, KOUTO HE ca MPHEMaJIH Mpea ToBa Apyry JekapcTsa. KomOuHauusTa
puiaaraunTuH/Merdopmun 50 mg/1000 mg, npusioXkeHa 1Ba MbTH IHEBHO, MoHWkaBa HbA . ¢ -
1.82%., sungarnuntui/merdopmud 50 mg/500 mg, npunoxeHa ABa IMbTH AHEBHO, ¢ -1,61%,
meTdopmuH 1000 mg, NpuIoKeH ABa MbTH AHEBHO, C -1,36% u BunaarnunTiH 50 mg, NpUIIOKEH /1Ba
[TbTH JHEBHO, ¢ -1,09% npu uzxoneH HbA | 8,6%. [Tonmwxkennero Ha HbA |, HabmoaasaHo npu
nauueHTH ¢ u3xoaeH HbA . >10,0% e no-roasamo.

24-ceIMHUYHO, PAaHJIOMH3MPAHO, ABOHHO-CIIANO, IJ1ale00-KOHTPOJIMPAHO U3MUTBAHE € NPOBECHO IPH
318 maLMeHTH, 3a a olleHH e(PUKACHOCTTa ¥ Oe30macHOCTTa Ha BUJaraunTuH (50 mg 1Ba mbTH
JIHEBHO) B KOMOMHaLuUs ¢ MeTdhopMuH (>1500 mg 1HEBHO) U rIUMENUpH (=4 mg JHEBHO).
BuijarunTiH B KOMOHWHALMA ¢ MET(OPMHH M INTAMENTUPU CUTHU(GHUKAHTHO noHwkasa HbA
cnipsaimo nane6o. Kopurupanara cnpsmo ruiane6o pasjivka B CpeAHOTO noHwkenne Ha HbA . cipsamo
u3xoaHara croiHocT oT 8,8% e -0,76%.

[TpoBeeHO € METTOAMIIHO, MHOTOLIEHTPOBO, PAHIOMHM3HPAHO, ABOHHOCIIATIO NMPOYUBAHE MpPH
NalMeHTH CbC 3aXapeH AuabeT THI 2, 3a a ce OLeHH epEeKThT Ha PaHHO JIeYeHHE C KOMOMHALMATA
BI1AAraMnTHH U MeThopmuH (N=998) cnipsiMO cTaH1apTHA MbPBOHAYaJIHA MOHOTEPANHA C
MeTdOpPMHUH, MOCeIBaHa OT KOMOMHALIMA C BUJIJATJIMIITHH (Ipyna Ha Nnociae10BaTe/IHO




(N=1003) np4 HOBOAMArHOCTHULIUPAHH MALMEHTH ChbC 3axapeH auaber tun 2. Cxemara ¢
KOMOMHALMATA HAa BH1AAraunTHH 50 mg ABa MbTH JHEBHO TUTKOC METGOPMHH BOJH 10 CTATHCTHYECKH
M KJIMHMYHO 3HAYMMO OTHOCHTEJIHO HaMaJIsBaHE Ha PUCKa “‘BpeMe 10 MOTBbP/JAECH HEYCIeX Ha
MbPBOHAYATHOTO JieyeHue™ (cToHOCT Ha HbA 1. >7%), cripaMo MOHOTepanus ¢ METQpOPMHH NpH
HEJIEKYBaHH 10 MOMEHTA MALMEeHTH CbC 3aXapeH A4adeT THM 2 npe3 5-roAMIIHaTa NPOAb/DKUTETHOCT
Ha npoyusaHeTo (HR [95%CI]: 0,51 [0,45, 0,58]; p<0,001). Hecrorara Ha Heycnex Ha
MbPBOHAYAIHOTO JieueHue (ctorHocT Ha HbA1:>7%) e 429 (43,6%) nauueHTH B rpyrnara Ha Je4eHHe
¢ koMOuHauuaTa ¥ 614 (62,1%) nauueHTH B rpyrnara Ha rocjaeq0BaTe/JIHO JIEYEHHE.

24-ceIMUYHO, PAHIOMH3HUPAHO, ABOWHO-CIIANO, M1aLe00-KOHTPOJIMPAHO M3ITMTBAHE € NPOBE/ICHO NpH
449 nalMeHTH, 3a J1a OlleHH e(MKAaCHOCTTa U Oe30nmacHOCTTa Ha BHAArJunTyH (50 mg 1Ba mbTH
JIHEBHO) B KOMOWHALIMSA C NMOCTOSHHA A03a 0a3aneH WM CMECeH MHCYJIMH (Cpe/iHa IHeBHaA 1032 41
eIMHULIM ), CbC CHITBTCTBALI ITpHeM Ha MeThopMuH (N=276) wiu 0e3 CbIIbTCTBALIL [IPHEM Ha
merdopmun (N=173). Bungarnuntua B KOMOMHALMSA C MHCYJIMH CUTHU(UKAaHTHO noHWkaBa HbA .
cnpamo rane6o. B o6uiara nomynanus KopurupaHara Crpsmo njiauedo pasjimka B CpeiHOTO
noHwxkeHue Ha HbA . npu cpeana uzxoaHa croiHocT Ha HbA ¢ 8,8% e -0,72%. B noarpynure,
JIEKyBaHH C MHCYJIMH, CbC WK €3 ChbIIbTCTBALL MPHEM HA METHOPMHH, KOPUTHPAHOTO CHPSIMO
nnauebo cpeaHo nonwxeHne Ha HbA . e crotBeTHO -0,63% 1 -0,84%. HecroTaTa Ha XMNOIIMKEMHUS B
ob1iata nonynauus € 8,4% u 7,2%, CbOTBETHO B rpYNHUTE HA BUWIAArIMNTHH M 1u1aue6o. [pu
MaLMeHTHTe, NPUEMALIM BUIJATJIMITHH, He ce HabJioaaBa nosuinaBate Ha Ternoro (+0,2 kg), nokaro
npu npuemainure ianebo ce HabaoaaBa noHwxkeHue Ha Teryoro (-0,7 kg).

B apyro 24-ceAMHYHO NpOy4YBaHe NMpH NMALMEHTH C MO-HaNpeaHas 3axapeH AdadeT THIl 2, MpH KOUTO
He e MOCTUIHAT aJIeKBaT€H KOHTPOJI C JICYUEHUETO C MHCYJIMH (KpaTKo M Obp30/eHCTBAalll, Cpe/IHa
uHcyMHOBa 103a oT 80 IU/nHeBHO), cpeaHoTo noHmwxkeHue Ha HbA . npu nobaBsHe Ha
puaarMnTHH (50 mg ABa MbTH JHEBHO) KbM HHCYJIMHA € CTATHCTUYECKH 3HAUYUMO T0-TOJISAMO,
OTKOJIKOTO NMpH KoMOMHauusTa ruiauebo ruoc uHcyauH (0,5% cnpamo 0,2%). Hecrorara Ha

XUIMOTJIMKEMHUS € TO-HUCKA B rpyIara Ha BUJIJIaTJIMITTHH, OTKOJIKOTO B ruiauedo rpynara (22,9%
cripsimo 29,6%).

CvpoeyHo-cv008 puck

MeTa-aHaJiM3 Ha HE3aBUCHMHTE W NMPOCIEKTUBHO MPEABAPUTETHO OMNPEAEIEHUTE ChpP/IEYHO-CHI0BH
He)KeJIaHW ChbOMTHA OT npoBeaeHH 37 KIMHUYHM u3nuTBaHus, ¢asa Il u IV 3a moHoTepanus u
KOMOMHHMpaHa Teparus ¢ NMPOABb/KUTENTHOCT Hajl 2 TOAMHH (Cpe/iHa eKCno3uLms 50 ceaAMULM 3a
BUWJIJIATJIMITTUH U 49 ceAMMIIM 32 CPABHUTETHOTO CPEACTBO), MOKa3Ba, Y€ JICYEHUETO C BUJIIarJIMIITHH
HE € CBBP3aHO C MOBUIIaBaHe Ha CbPACYHO-ChAOBHSA PHUCK CNPAMO CPABHUTEITHUTE MPOJIYKTH.
ChcTaBHATa KpaiiHa TOYKA Ha MpeBAPUTENTHO ONPEE/IEHUTE CEPUO3HH ChPACYHO-CHI0BH CHOUTHS
(MACE), BKJIIOYBALIH OCTHP HH(APKT Ha MUOKapAa, HHCYJIT WIH ChPJEYHO-ChI0BA CMBPT, € NoA00Ha
PY BUJIAATIMIITHH CIIPAMO KOMOMHHUPAHU aKTMBHH U TU1a1ie060 CpaBHUTE/IHHU MPOAYKTH [OTHOCUTENCH
puck no Mantel-Haenszel (M-H RR) 0.82 (95% CI 0,61-1,11)]. Cepro3Ho cbpae4HO-CHAOBO ChOUTHE
e Bb3HUKHaJI0 1pH 83 o1 9599 (0,86%) OT maLeHTUTE JIEKyBaHHU C BUJIAArJIMIITHH U rpy 85 ot 7102
(1,02%) npu naLKMeHTHTE, JIEKYBaHU CbC CpaBHUTENIHMA NMPoayKT. OueHka Ha Bceku otaeneH MACE
KOMIMOHEHT MOKa3Ba, ye HaAMa noBuileH puck (nogodono M-H RR). IlorBbpaeHuTe ciiyyau Ha
cepaeuHa HegoctarbyHOCT (HF), nedunnpanu kato chbpaeyHa HEAOCTaTbYHOCT, H3UCKBALLA
XOCIHUTAIM3ALIMA WIH HOBOBB3HUKHAJIA ChpJIeYHa HEAOCTATHYHOCT ca AokiaasaHu rpu 41 (0,43%) ot
MalUEHTHUTE, JIEKYBaHH ¢ BunaaraunTuH U 32 (0,45%) oT naLMEeHTHUTE, JIEKYBaHU ChC CPAaBHUTEIIHHUSA

npoaykt ¢ M-H RR 1,08 (95% CI 0,68-1,70).

[leauaTpuyHa nomyJiaLus




EsponeiickaTa areHius 1o jeKapcTBaTa 0cBOO0XK/1aBa OT 3aIb/DKEHHETO 3a NMPeIoCTaBsHe Ha
pe3yJITaTHTE OT NMPOYy4YBaHUATA C pe(epEeHTHHUS JIEKAPCTBEH MPOAYKT, ChAbPIKalll BUJIAATIMIITHH B
kKoMOMHaUMs ¢ METGOPMHH BbB BCHUKH MOATPYIH Ha NeAHaTpUYHATa MOMyJIalus CbC 3aXapeH J4adeT
tin 2 (BX. To4ka 4.2 3a MHGOpMaLIMs OTHOCHO YIoTpeda B neMaTpHsiTa).

5.2 ®apMaKOKHHETHYHH CBOHCTBA

BuigaraunTuH U MeTdopMUH

Abcopbyus

Jloka3aHa € GHOEKBUBAJIEHTHOCT Ha (PUKCUpaHaTa KOMOMHALMs Ha BUIIArJIMIITHH U METGOPMHHOB
XUIPOXJIOPH/L NP TPH pasinyHu 103upoBkH (50 mg/500 mg, 50 mg/850 mg 1 50 mg/1000 mg)
CIpAMO KOMOWHALIMA OT OT/AETHH TabNeTKH BUIJATTMIITHH U METQOPMHUHOB XHAPOXJIOPHA B
ChOTBETCTBALLUTE JI03H.

XpaHaTa He MOB/JIMABA CTENEHTa U CKOpOCTTa Ha abCOpOLIMA Ha BUJIJAIIMIITHH OT BUicnokc.
CkopocTTa M cTeneHTa Ha abcopbums Ha merdopmun ot Buncnoke 50 mg/1000 mg ca Hamanenw,
KOraTo ce Nnpujiara eJIHOBpEMEHHO C XpaHa, KOeTO ce OTpa3siBa B MOHMWKEHHE HA Crax € 26%, AUC cbe
7% wu 3abaBsiHe HA JOCTUraHETO Ha tmax (2,0 10 4,0 yaca).

[TocneaBaioTo H3JIoKEHHE oTpa3saBa (PapMaKOKMHETUYHHTE CBOMCTBA Ha OT/CJTHUTE aKTUBHH
BelecTsa BbB BHICIOKC.

BunnaraMnTtuH

Abcopbyusn

Cnen nepopaiHo NMPHIOKEHHE Ha IJ1aJHO BUJIAATIMIITHH ce abcopOupa OBbp30 ¢ NMUKOBA J1a3MEHa
KOHLIeHTpalus HaOmonaBaHa Ha 1,7 yac. XpaHara ciabo 3a0aBsi BpeMETO 3a JOCTHIaHe Ha MUKOBaTa
1a3MeHa KOHLIEHTpaLus /10 2,5 yaca, Ho He nosiausaBa obwara excrno3uuus (AUC). [1punoxenuero
Ha BWJIJAIVIMIITHH C XpaHa BOJHU 10 NMoHWwkaBaHe Ha Crax (19%) cnipsMo npuiokeHne Ha riaaHo.
CreneHTa Ha NpoMsHa, obaue, He € KIIMHUYHO 3HaYMMa, TaKa Y€ BUIIArJIMITHH MOXKe J1a ce MpuJjiara ¢
uiu 6e3 xpaHa. AGcomoTHaTa OMoHaTHYHOCT € 85%.

Pasnpeoenenue

CBbp3BaHETO HA BWJIJIAMIMIITHH C TU1a3MEHHUTE NPOTEHHH € ¢1a00 (9,3%) U BUNAArTUNTHH Ce
pasnpezeis MopaBHO MEX/Y TUla3MaTa U YepBEHHUTE KPbBHH KJIETKH. CpeHUAT 00eM Ha
pasnpe/ie/ieHHe Ha BUJIAATTMITHH B CTALMOHAPHO ChCTOSHHUE CJIEJl HHTPABEHO3HO MPHIIOXKEHHE (Vss) €
71 nuTpa, KOETO NMpeanosara eKCTpaBacKyJiapHO pa3npe/ie/ieHUe.

Buompancgopmayus
MeTabo0au3MbT € OCHOBHHUAT ITHT Ha €JIMMUHHPAHE Ha BUIJATJIMIITUH IPH XOpa, KOETO ce OTHacH 3a
69% ot no3ara. OcHoBHHAT MeTabonuT (LAY 151) e hapMakonOrd4HO HEAKTHBEH H € NMPOAYKT Ha
XHAPOJIM3aTa Ha MaHO rpynara, CbCTasJisgBa 57% OT J03aTa, MoC/ie/IBaH OT NMPOAYKT Ha aMU/IHA
xuaponu3sa (4% or noszara). DPP-4 nonpuHacs 4aCTHYHO 3a XHWAPOJIM3aTa Ha BUJIAAIJIMIITHH, KOETO Ce
OCHOBAaBa Ha In Vivo NMpoy4YBaHe, B KOETO Ca U3MOJI3BAHM ILUTbXOBE ¢ aepuuut Ha DPP-4.
Bungarnuntus He ce Metabosm3upa ot CYP 450 eH3umuTe 10 cTeneH, KOATO MoxXe Ja Obae
onpeneneHa, Cie10BaTe/HO, HE ¢ OYaKBa META0OIMTHHUAT KIIMPBHC Ha BUIIArIMITHH J1a Ce MOBIHse
ot eaHoBpeMeHHOTO npuiiokeHne ¢ CYP 450 HHXUOMTOPH W/ MK MHIYKTOPH. [n vitro nNpoy4BaHHUATA
MoKa3BaT, Ye BWIJArIMNTHH He HHXuOupa/unayuupa ensumure CYP 450. CrenosaresiHo, HAMa
BEPOSATHOCT BHJIJIArJIMIITHH /1a MOBJIMsABA METaDOTMTHHS KIIMPBHC HA €JHOBPEMEHHO MpHJIaraHuTe
nekapctsa, metabonusupanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D, CYP 2E1 unu
CYP 3A4/5.




Enumunupane

Cnen nepopaiHo npunoxenue Ha ['*C] BuinarnunTus, npubausurento 85% ot nosara ce
eKCcKpeTHpa B ypyHata v 15% ot 103aTa ce OTKpHBa BbB (eueca. bhOpeuHaTa ekckpeuus Ha
HEMpPOMEHEH BUJIJATJIMIITHH ChCTaBlsABa 23% OT 103aTa ciiefl nepopaiHo npuioxenue. Cnen
MHTPABEHO3HO MPUJIOXKEHHE Ha 3/ipaBU HHIUBHIM, OOIMAT M1a3MeH U ObOpeveH KJIMPBHHC Ha
BWJIIArJIMITTHH €, CbOTBEeTHO 41 1 13 /yac. CpeaHUAT eITMMHHALIMOHEH MOJTY>KHMBOT CJIe/
MHTPaBEHO3HO MPHJIOKEHHE € NPUOIU3UTEIHO 2 Yaca. ENTMMUHALIMOHHUAT MOJTY>KUBOT CJIEA
EPOPATHO NMPUJIOXKEHHUE € NPUOIU3UTETHO 3 Yaca.

Jluneunocm/neauneunocm

Crax Ha BWIJIAMIMITTAH W TUTIOLITA MO KPUBATa Mja3MeHa KoHueHTpauus cripsaMo Bpeme (AUC) ce
MOBMILIABAT M0 MPHOJIU3UTETHO 103a-PONOPLUOHAJIEH HAYHH B PAMKHTE Ha TepaneBTHYHUSA 10308
UHTEpBAaJl.

Xapaxmepucmuxu npu nayuexwmume

[Ton: He ce HabnoaaBpaT KJIMHHYHO 3HAYMMH Pa3/IMKHU BbB (papMaKOKMHETHKATa Ha BHJIIAr/IMIITHH
MPH 3/]paBH MBbXKe M J)KEHH B LIMPOK JHANa3oH Ha Bb3PacT M MHJIEKC Ha TesnecHa Maca (MTM).
Nuxubupanero Ha DPP-4 ot BUaariMnTHH He Ce MOBJIHABA OT MOJIa.

Bw3pact: [1pu 3apaBH HHAMBHIM B CTapyecKa Bb3pacT (2 70 roguHM), oO111aTa €KCIO3ULIMA Ha
suaaraunTyH (100 mg BequbK AHEBHO) ce yBenuuasa ¢ 32%, ¢ 18% noBHinaBaHe Ha NMUKOBaTa
M1a3MeHa KOHLEHTPALMs B CPaBHEHHE ChC 3jpaBu Miaau UHAMBUIM (18-40 roaunu). Cumra ce,
obaye, 4e Te3¥ NPOMEHH He ca KIMHUYHO 3HauMMHu. Muxubupanero Ha DPP-4 oT BUIAArMNTHH He ce
NMOBJIMSABA OT Bb3PaACTTa.

YepHoapoOHO yBpexaaHe: [Ipu MaLMeHTH C JIEKO, yMEPEHO WITH TEKKO YEPHOAPOOHO yBpeKaaHe
(knac A-C no Child-Pugh) HaMa KIMHHYHO 3HAYMMHM NPOMEHH (MakcumMyM ~30%) Npu eKcro3uuusTa
Ha BHJIIArJIMINTHH.

b16peuno yBpexaate: [Ipi HHANBUIM C JIEKO, YMEPEHO HJIM TEXKO OBOpeUYHO yBpexaaHe
CHUCTEMHATa eKCIO3MLIMA Ha BHIAArIUNTHH ce yBearudaBa (Cmax 8-66%; AUC 32-134%) n o0us
TeJleCeH KJIMPBHC HamaisiBa B CPaBHEHHE C MHIMBHIH C HOpMasiHa ObOpeyuHa QyHKLHS.

EtHuuecka rpyna: OrpaHiueHUTe JaHHU Nperoarar, 4e eTHU4YeCKaTa NpHHaJUIe)KHOCT He OKa3Ba
rojsiMa BJIMsHUE BbpXYy (papMaKkOKHMHETHKATa Ha BHUJIAATJIANTHH.

MetdhopMHH

Abcopbyus

Cnexn nepopajieH NpMeM Ha MeTGOpPMHH, MaKCUMaJTHaTa ruiazMeHa KOHUEHTpalus (Cmax) c€ AocTHIrA
cien okosio 2,5 yaca. AGconroTHaTa OMOHAIMYHOCT Ha Tabnerka metdpopmuH ot 500 mg npu 31paBu
MHAMBUAM € npubausutenHo 50-60%. Cnen nepopaneH npuem, HeabcopOHpaHaTa 4acT, KOATO ce
ycraHoBsBa BbB (ereca e 20-30%.

Crnea nepopaJiHo npuiokeHue abcopOumsaTa Ha MeTHOPMHH € HacHLIalla U HerbHa. [1puema ce, e
dhapmakokuHeTHKaTa Ha abcopOuusaTa Ha MeThOpPMHH He € TMHeiHa. [1py oOuyaiHKuTe 1031 Ha
MeTGOPMHH U CXEMH Ha NpUJaraHe, CTallMOHApHA MIa3MeHa KOHUEHTpaLUs ce J0OCTHra B paMKHTE Ha
24-48 yaca u karto o e noa 1 pg/ml. [1pu KOHTpOIMpPaHH KJIMHWYHH MPOYYBaHUA MAKCUMAaJIHUTE
ruiasMeHu HuBa Ha MeTGOpMHH (Cmax) He HaaBUILABAT 4 png/ml, 1opH Npu MAaKCUMATHH J103H.




Xpanara ciabo 3a0aBs ¥ HamasIsBa cTeneHTa Ha abcopOuus Ha MeTopMuH. Criesl NpUIoKEeHHe Ha
no3a ot 850 mg, nukoBara rasmeHa koHueHTpauus e 40% no-uucka, AUC e HamasieHa ¢ 25% u
BPEMETO 3a JIOCTHIaHe Ha MUKOBA M1a3MeHa KOHUEHTpALKs € YABIDKEHO ¢ 35 MUHYTH. He e sicHa
KJIMHMYHATa 3HA4YUMOCT Ha TOBa HaMaJIeHHE.

Paznpeoenenue
CBBbp3BaHETO C IJIA3MEHUTE MPOTEUHH € HE3HAYMTEIHO. MeT(hOpMUH ce pasnpe/elis B epUTPOLIUTHTE.

Cpennuar obem Ha pasnpeneneHue (Vq) Bapupa Mexay 63-276 nurpa.

buompancgopmayus
MeTdopMHH ce eKCKpeTHpa HerpoMeHeH B ypuHata. [Ipu Xxopa He ce ycTaHOBSIBAT METabOJIUTH.

Enumunupane

MeTtdhOopMHUH ce eIMMUHKMpa Ype3 ObOpeuHa ekckpeuus. bhOpeuHHaT KIMpbHC Ha METQOPMHUH €

> 400 ml/min, koeTo nokassa, 4e METOPMHH Ce eIMMHUHHUPA Ype3 IIIOMepYJIHa GUITpauHs U TyOyIHa
cekpenms. Crell nepopajieH npHeM, MPUBUIAHHS TEPMHHAIECH €JIAMHHALMOHEH TMOJTYKHBOT €
npubnusurenHo 6,5 daca. [1pu yBpenena 6b0peuna QyHKuus, ObOpeHHUAT KIMPBHC € HaMaJleH
MPONOPLMOHAIHO HA KPEaTHHWHOBHUS KJIMPBHC M MOPA/IM TOBA €IMMHUHALIMOHHUAT MOTYXKHBOT €
yIbJDKEH, KOETO BO/M /10 MOBUILIEHO HUBO HA MET(HOPMHH B IUIa3MaTa.

5.3 Ilpeaxk/HHHYHH JAaHHH 32 0€30MaACHOCT

[Ipu XKMBOTHH Ca MPOBEAECHH €KCIIEPUMEHTAIIHH NPOYYBAHHMS C MPOABIDKUTETHOCT 10 13 ceamuLu ¢
KOMOWHALMATA OT BellleCTBaTa, ChAbpKalLlM ce BbB Buiicnokc. He ce ycraHoBsiBaT HOBH NMPOSBU Ha
TOKCHYHOCT C Ta3u KoMOMHanus. CreaBaliyre JaHHHU ca YCTAHOBEHH B NMPOY4YBaHHUA MPOBEJICHHU C
BHJIIArJIMITTHH U METHOPMUH MOOTAEHO.

BunagaravuntuH
[Tpu kydera ce HabonaBa yb/DkaBaHE HA MHTPAKapAHATHOTO MPOBEX/IaHe MPH 1033, NMPH KOATO
HaMa edekT, oT 15 mg/kg (7-mbTH HaJ €KCMO3HLMATA ITPH XOpa Bb3 OCHOBA Ha Cax).

KyMynupaHe Ha EHECTH ajiBeoslapHU Makpodaru B 0esiMre 1poboBe ce Had/1t01aBa MPH MIbXOBE
muiku. JlozaTa, npu KoaTo He ce HabmoaaBa nogobeH edekr npu rurbxose € 25 mg/kg (5-mbTH Hax
eKcro3uuuaTa npu xopa b3 ocHoBa Ha AUC) u 750 mg/kg npu muiuku (142-mbTH Hag €KCrIO3HLIMATA
[pH XOpa).

CTOMAaLIHO-YPEBHUTE CUMIITOMH, OCOOEHO MEKH U3INPAXKHEHHUS ChC CJTy3, IHAPHS M TIPH M0-BHCOKH
71034 KPBB B M3NpaXHEHUATa, ca HabmoaaBaHu npu Kyvera. HuBo, npu koeto He ce Hab/onaBa eQekr
HE € YCTAHOBEHO.

BunaarnunTUH HE € MyTareHeH NpyM KOHBEHLIMOHAJIHUTE 1 VIlro W In vIvo U3CJie/IBaHUA 3a
Fr€HOTOKCHYHOCT.

[TpoyuBaHe 3a GEPTUIMTET U pAaHHO EMOPHOHAIHO pa3BUTHE TNPH MUIBXOBE HE aBa JaHHH 32
HapyLIeHHs BbB (DePTHIIMTETA, PENTPOAYKLMATA WIM PAHHOTO EMOPHOHAIHO pa3BMTHE B PE3YJITAT Ha
JIe4YeHHEeTO ¢ BWIAArTUNTHH. EMOpHO-(eTanHaTa TOKCHYHOCT € OLIEHsBaHa IPH TUTbXOBE U 3aHIIH.
[ToBMIIEHA YeCTOTa Ha BJIHOOOpa3HHM peOpa ce HaboAaBa MpH IUTbXOBE BbB BPb3Ka C HAMaJIEHH
napaMeTpH Ha TeJIECHOTO Terj0 Ha MaYMHHS OPraHU3bM C /1034, IIPU KOATO HAMA edekT, oT 75 mg/Kg
(10 mbTH HaJ eKCNO3ULMATA MpU Xopa). [Ipu 3aiuu, HamaneHo TEJIECHO TErJI0 U MPOMEHH Ha CKEJIETa,
[MOKa3aTesIHM 3a 3a0aBsiHe B pa3BUTHETO, ca OTOENA3aHH CaMO TMPH HAJTMYUETO Ha TEXKK




3a Ma4YMHHUSA OPraHU3BM C J103a, NPH KoATO HAMa edekT, 50 mg/kg (9 mbTH Haa eKCro3ULMATa NpH
xopa). [Ipu ruTbXOBe € MpOBEACHO Mpe- U NOCTHATAIHO NMpoyy4BaHe 3a pa3BUTHE. Haxoku ce
HabI01aBaT caMO BBB BPb3Ka C TOKCHYHOCT MpHU MaifuuHUA opraHu3sm npu > 150 mg/kg u Briousat
[MpeXOoHO HaMaJIsiBaHe Ha TEJEeCHOTO TErJI0 U HaMaJleHa JBUraTeiHa akTHBHOCT B F 1 nokoneHuero.

JIBYrOMIIIHO NMPOYYBaHE 32 KAPLIMHON€HHOCT € IPOBEIEHO MPH IUIBXOBE IPH MEPOPATHH 103H 10
900 mg/kg (npubnuzurenHo 200 mbTH €KCHO3ULIMATA MPH XOpa NMPH MaKCHUMAJTHO MpenopbYBaHaTa
nosa). He ce HabmonaBa nopuinaBaHe Ha 4eCTOTaTa Ha TYMOPUTE, KOMTO OMXa MOTJIM Ja C€ OTHecaT
KbM BWJIJArJIMNTUHH. JIpyro ABYyroJMIIHO MPOYyYBaHE 3a KAPLUMHON€HHOCT € MPOBEAEHO MPH MHULIKH C
nepopanHu ao3u 10 1000 mg/kg. [Topuinenara yecrora Ha aA€HOKapLIMHOM Ha r'bp/iaTa v
XE€MaHrHocapKoM ce HabJroaaBa npM 103a, Mpy KoATO HAMa edekT, cboTBeTHO, OT 500 mg/kg (59
MbTH ekcrosunuara npy xopa) 1 100 mg/kg (16 nmbTH ekcno3uuusaTa npy xopa). Cuura ce, ye
MOBHUIIIEHATA Y€CTOTa Ha Te3W TYMOPH NMPH MULLUKHK HE NMPEACTAaBJIsABa 3HAYUM PHUCK 3a XOpaTa, Bb3
OCHOBA Ha JIMIICaTa Ha FTeHOTOKCUYHOCT Ha BUJIJArJIMIITHH U OCHOBHUA My MeTabOoJIUT, nosBaTa Ha
TYMOPHTE CaMO MPH €IHH BUJ1 U BUCOKUTE CbOTHOLLIEHHS Ha CUCTEMHA €KCIIO3HULIMA, ITPH KOATO ca
Ha0/1I01aBaHU TYMOPHTE.

B 13-cenMH4HO NMpoyyYBaHe 3a TOKCHYHOCT MPHU MAHMYHH MaKall¥, KOXKHH JIE3HH ca OTOE/IA3aHH MPH
no3u > 5 mg/kg/neH. Te ce okanu3upaT BUHAru Mo KpauHULUMTE (pbLETE, XOAHUJIaTa, YIIUTE U
onawmkara). [Ipu 5 mg/kg/nen (npubnusurenex ekBuBaieHT Ha AUC eKcrio3vuusTa rpy Xopa rnpu
no3a 100 mg), ca HabmonaBaHu caMo MexypH. Te ca oOpaTUMH HE3aBUCUMO OT TOBA, Y€ JICYEHUETO €
MPOAB/DKEHO U HE Ca CBbP3aHM XUCTOMATOJOIrMYHM aHOMaJIMM. HanykaHa Koxka, JrioLielna ce Koxa,
CTpYII€H U paHM Ha OMallKaTa ¢ KOpeJMpalld XMCTONaTOJIOrMYHH POMEHH ca HabJIIolaBaHH TpH
no3u > 20 mg/kg/nen (npubausurento 3 mbtH AUC ekcno3uuudara npy xopa npu ao3a 100 mg).
HekpoTuunu ne3un Ha onamikara ce Habmoaasar npy > 80 mg/kg/nen. Koxxnure ne3uu He ca
oOpaTHMH NpH MalMyHH, JlekyBaHH cbe 160 mg/kg/nen no Bpeme Ha 4-ceIMUYHHUS Bb3CTAHOBHUTEJIEH
MEPHOI.

MetdopmuH

HexiMHUYHHMTE JaHHM 32 MeT(OPMHH He NMOKa3BaT 0cOOEH pUCK 3a Xopa Ha Da3ara Ha
KOHBEHLIMOHAITHH (hapMaKOJIOrMYHHU NMpOoyUYBaHHUsA 3a 0€30MacHOCT, TOKCHYHOCT MPH MHOTOKPATHO
MPUI0KEHUE, FTEHOTOKCUYHOCT, KAPLUIMHOIeHEH NMOTEHLMa H PEeNpOaYKTHBHA TOKCHYHOCT.

6. PAPMALEBTUYHUA JAHHHA
6.1 ChnucbK HA NIOMOIIHHTE BellecTBAa

Cwvpyesuna Ha mabaemkama.
XHUAPOKCUITPOMHUJILIETYJI03a
Marse3ueB creapar

Duimoso nokpumue:
Xunpomenosa 2910 3¢cP
TuranoB guokcun (E 171)
XKeneszen oxkcun, xxuat (E 172)

Makporon 4000
Tank

6.2 HecbBMEeCTHMOCTH




Henpuioxumo.

6.3 Cpok Ha rogHocr

PA/Alu/PVC/Alu 2 roauuu

PCTFE/PVC/Alu 18 meceua

PVC/PE/PVDC/Alu 18 meceua

6.4 ChnenuaJIHH YCJIOBHSA HAa ChbXpaHeHHe

Jla ce cpxpansBa nog 30°C.

Jla ce chbXpaHsBa B OpUIrMHAJ/IHATa OMAKOBKa, 3a J1a Ce Mpeanasy OT Biara.

6.5 BuaH cbAbpKAHHE HA ONIAKOBKATA

- Anymunnit/ Anymunuii (PA/Alu/PVC//Alu) 6auctep
- Tonuxnoporpuduyopoerunen (PCTFE)/PVC//Alu 6aucrep
- TMonusuanwmxnopun/Tloauerunen/IonuBununuaex xaopua/Anymununit (PVC/PE/PVDC//Alu)
oaucrep
[Ipennara ce B ONMakoBKH, Chabpxkau 30 uam 60 ¢puiimupann TabNeTkH.
He BCcHuUKM BHIOBE ONAKOBKM M KOHLIEHTpALMK MOraT Ja ObaaTt mycHaTH B rpoaaxoda.

6.6 ChnenuaJHH NpeAnasHH MePKH PH H3XBbLPJIsiHE H padoTa

HeW3no/3BaHUAT JEKapCTBEH NMPOAYKT WM OTNA bYHUTE MaTEepPHaId OT HEro TpAOBa 1a ce U3XBBPIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHA.

T NMPUTEXATEJ HA PABPEINIEHUETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, 1000 Ljubljana
CnoBeHus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Buncnoke 50 mg/850 mg: 20170218
Buncnoke 50 mg/1000 mg: 20170219

9. JIATA HA IBPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3pewaBane: 23.06.2017




Jlata Ha nocneaHo noaHoesBane: 07.09.2022

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

03/2025




