KPATKA XAPAKTEPUCTHUKA HA Iiéo,uylcTAX "

1. HME HA JJEKAPCTBEHUA ITPOAYKT 7 6 2002-4

Buncnokc 50 mg/850 mg punmupanu tabneTku
Buncnioke 50 mg/1000 mg ¢punmupanu 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 TabeTKH
Besika gunmupana tabnetka ceabpka 50 mg BunparaunTu (vildagliptin) v 850 mg MeTpOpMHUHOB
XUApOXJIOpHA (metformin hydrochloride)(cboTBercTBail Ha 660 mg METQOPMHH).

Buacnokce 50 mg/1000 mg puamupann Tad/ieTKH
Besika huamupana Tabnerka cpabpxka S0 mg Bunaarnuntu (vildagliptin) n 1000 mg meTpopMHHOB
XUApOXJIOpua (metformin hydrochloride)(cvorBercTBaul Ha 780 mg MeTGOPMHUH).

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

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tabnerka.

Buacnoke 50 mg/850 mg ¢puamupann TadIeTKH

XKbnTa, enuncosuaHa puiMHUpaHa TabneTka cbc CKOCeHH pbOoBe, ¢ rpaBupaH Haanuce “NVR”™ or
enHara ctpaHa U “SEH” ot apyrara ctpaHa.

JbmkuHa: npubausurento 20,1 mm

[IIupuna: npubausurenHo 8,0 mm

Buiacnokce 50 mg/1000 mg puamupann Tad/1eTKH

THMHO XBbJTa, ETUNICOBHAHA (PHIMHpaHa TablieTKa cbC CKOCEeHH ppOOBe, ¢ rpaBupaH Haanuc “NVR™
oT eaHaTa ctpaHa 4 “FLO” ot apyrara cTpaHa.

JbmokuHa: npubnausurenHo 21,1 mm

[[Iupuna: npubnusurenHo 8,4 mm

4. KJIMHUYHHU JAHHU
4.1 TepaneBTHYHH NOKA3AHHS

Buicrnokc e nokaszaH KaTo JOMbJIHEHHE KbM JHeTaTa M YIpaXKHEHHATA 3a N0J00peHHE Ha
[IMKEMHYHHMSI KOHTPOJI TIPH Bb3PACTHHU ChC 3aXapeH AuadeT Tvm 2.

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




- IPM MALMEHTH, KOMTO Beye Ce JIEKYBaT ¢ KOMOMHALMATA BH/IJATIMITHH U METOPMHH XHIPOXJIOPH]
noJ popmara Ha OT/I€JIHU TaOJIETKH.

- B KOMOMHALMSA C JPYTH JIEKAPCTBEHH MPOAYKTH 3a JICUEHHUE Ha AHA0€ET, BKIIFOYHUTETHO HHCYJIUH,
KOraTo T€ He OCHTypABaT aJIcKBaTE€H IITMKEMUYEeH KOHTpOJ (BX. Touka 4.4 CrielMaiHu
MpeayInpexaeHUs U Npeana3Hi MepKM rpH ynorpeda, 4.5 B3zaumoencTBue ¢ Apyrd J€KapCcTBEHH
MPOAYKTH U ApYrH GOpMH Ha B3aumoencTBHe U 5.1 PapMakoJMHAMHYHH CBOMCTBA).

4.2 Jlo3HpOBKAa H HAYHH HA NPHJIOXKEHHE

J1o3upoBKa

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

Jlo3aTa rnpy aHTHXMIEPriUKeMUYHaTa Tepanus ¢ Buiacnokce TpsaOsa na Ob1e HHAMBHIYaTU3HPaHA Bb3
OCHOBA Ha TEKYIllaTa CXeMa Ha MalMeHTa, e)eKTUBHOCTTA U NIOHOCUMOCTTA, KaTO HE Ce MPEBULIABa
MaKCHUMaJIHaTa NpenopbYuTeIHa IHeBHA J03a oT 100 mg BungariMnTuH. 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 TabsieTKa CYTPHH M €/1Ha Beyep.

- [Ipy mauueHTH, NPH KOMTO HE € MOCTUTHAT aleKBaTEeH KOHTPOJI ¢ MaKCHMaJiHaTa MOHOCHMa
no3a MeThopMHH, NpUIarad KaTo MOHOTEpanus: HayasiHaTa 103a Ha Buicrnoke tpsOBa na
npegoctaes BuigarauntuH 50 mg asa bt AHeBHO (100 mg ob1ia qHeBHA n03a) MIKOC Ao3aTa
Ha MeT(OPMHH, TpUEeMaHa 10 MOMEHTA.

. [Tpu nauyeHTH, NMPU KOMTO ca MpHJIaraHi €JHOBPEMEHHO BUJIJAMIMIITHH U METHOPMHH KaTo
otaenaHu Tabnetku: Buncnokce TpsaOBa aa ce 3aro4yHe B ChLIMTE J03U Ha BHJIJIArJIMIITHH H
MeT(HOPMHH, KAKTO NMPUEMAHUTE 10 MOMEHTA.

. [Ipu nauMeHTH, MPU KOUTO HE € MOCTUrHAT aIeKBAaTEH KOHTPOJI C JIBOHHA KOMOHHALIMA C
MeT(GOpPMHUH M cynhOHUTypeeH MPOAYKT: no3ara Buicnoke Tpabsa aa npeaocrass
BUJIAArIMNTHH 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/IPOHUITYpEeH NMPOAYKT, MOXKE Ja Ce HMa MpeIBK/L M0-HUCKA /1032
Ha CyN(OHWITYpPEeHHUA NPOAYKT, 3a Ja C€ HaMaJli PUCKBT OT XUIIOTTTHKEMHS.

- [1pu nalMeHTH, NpU KOUTO HE € MOCTUIHAT aIeKBaTeH KOHTPOJ C JBOMHA KOMOMHUpaHa
Teparnus ¢ HHCYJIMH U MaKCHMAaJIHa MOHOCHMa /10332 METQOPMHH:
no3ata Ha Buicnokc TpsaGBa Ja npeaocTaBs BUJIJATIMITHH B 1032 OT 50 mg JBa MbTH JHEBHO
(100 mg ob1a a1HeBHa /103a), a Jo3aTa Ha MeThOopMHUH TpsOBa aa Obe noaodHa Ha no3aTa,
pUeMaHa 10 MOMEHTA.

Be3zonacHocTTa ¥ epHKacHOCTTA Ha BUJIAAIJIMIITHH U MET(OPMHUH, NPUJIaraH! KaTo TPOMHA MepopaiHa
Tepanus B KOMOMHAUMA C THA30JIMAUHAUOH HE Ca YCTAHOBEHH.

CrneLMajaHHy 1omnyJialuuu

Cmapuecka ev3pacm (= 65 200unu)

Twi kaTo METOPMHH Ce EKCKpeTHpa npe3 ObOpeLuTe, a NalMEHTHTE B CTap4yecKa Bb3pacT NMOKa3BaT
TEHJEHLIMA KbM HamansgBaHe Ha ObOpeuHaTa GyHKLMSA, IPH MALMEHTUTE B CTapyeCKa Bb3pacT, KOMTO
npuemaT Buiicnoke, penoBHo TpsaOBa 1a ce npociensBa GyHKUMATa Ha ObOpeunTe (BXK. TOYKH 4.4 U

5.2).

bvopeuno yspesxcoane




[Tpeau 3anouBaHe Ha Jie4eHHe C MPOAYKTH, ChAbpXKallx MeTGOPMHH, TPsOBa Na Ce HaNpaBH OLICHKaA
Ha GFR croiiHoCcTHTE, a cjie] TOBA — [TOHE BEAHBXK roAUIIHO. [IpU MalMeHTH C NMOBHILIEH PUCK OT MO-
HATATBIIHO TIpOrpecupane Ha GBOPEYHO yBpeXK/JaHe U MpH NMaLMEHTH B CTap4ecka Bb3pacT TpsbBa ro-
YeCTO J1a Ce MpaBH OlieHKa Ha ObOpeuHaTa QyHKLMSA, HApUMEP Ha BCEKH 3-6 Meceua.

3a npeANOYMTAHE € MaKCHMaJIHaTa JHEeBHA 103a MeTHOPMHUH Jia Obie pasaesieHa Ha 2-3 IHEBHH JI03H.
dakTOpH, KOMTO MOTAT /Ia YBEIHYaT PUCKa OT JIAKTaTHA alu103a (BXk. To4ka 4.4), TpsOa na 6baart
npepasrieaaHy, Npeau a ce 0OMHCIIH 3aMo4BaHETO Ha JIYEHHE C MET()OPMHH TPH MALUEHTH C

GFR<60 ml/mMuH.

AKO He e 0CThIIHA 1030Ba (hopMa Ha Buiicnokc ¢ aleKBaTHO KOJIHYECTBO Ha aKTUBHOTO BELLECTBO,
BMECTO KOMOMHaLIMA ¢ GUKCUpPaHU 1034 TPsAOBa [a C€ U3MO0I3BaT OTACTHUTE MOHOKOMIIOHEHTH.

GFR ml/mun | Merdgopmun BunparnuntuH

60-89 MakcumanHara qHeBHa go3a € 3000 mg. He ce Hanara kopekuus Ha qo3ara.
Mooke J1a ce OOMMCIIM MOHWXXaBaHe Ha
103aTa BbB Bpb3Ka C HAMaJIAIBaHETO Ha
ObOpeuHaTa pyHKUMS.

45-59 MaxkcumanHara aHeBHa ao03a € 2000 mg. MaxkcumanHaTa AHeBHa 103a € 50 mg.
Hauannara 103a € Hal-MHOro 1MoJIOBMHATa
OT MaKCMMaJIHaTa J103a.

30-44 MakcumanHarta aHeBHa ao3a € 1000 mg.
HauanHaTa no3a € Han-MHOro rnoJioBHHara
OT MaKCUMaJIHaTa J103a.

<30 MeThOopMHH € MPOTUBOIIOKAa3aH.

Yeproopobro yspexcoane

Buncnokc He TpsA0OBa Ja ce rnpujiara Npy NalMeHTH ¢ YePHOAPOOHO yBpexkAaHe, BKIIOUHUTETHO TE3H
CbC CTOMHOCTH Ha anaHuH amuHoTpaHcdepasa (AJIAT) wiu acnaprat amuHoTpaHcepasata (ACAT)
[pe/y 3arnoyYBaHe Ha JeYeHHeTo > 3 MbTH ropHara rpanuua Ha Hopmarta (I'TH) (Bx. Touku 4.3, 4.4 1

4.8).

[leouampuuna nonynayus
He ce npenopbuBa ynorpebara Ha Busicnoke npu neua u ool (< 18 ronnuu). besonacHocTTa H
edukacHocTTa Ha Busicnoke npu aeua v oHowM (< 18 roaunu) He ca ycraHoBeHH. He ca HamnyHH

JTAHHH.

HauyuH Ha npUJIOXKEHHE

[lepopasiHO NpHIOKEHHE.

[TpueMbT Ha BUcnoke o BpeMe WM BeJHara cjie/l XpaHeHe, MOXKe 1a HaMaJli CTOMalIHO-4YPEBHHUTE
CUMITTOMH, CBbpP3aHH ¢ METHOPMHH (BXK. CHLLO TOYKA 5.2).

4.3 IlporuBOomOKa3aHHA




- CBpBXYYBCTBUTETHOCT KbM AKTUBHUTE BEIECTBA M/IH KbM HAKOE OT MOMOLIHHTE BELLIECTBA,
U30poeHH B TO4Ka 6.1
— Bceku TN Ha OcTpa MeTaboJIMTHA ali/103a (KaTo JJakTaTHa alua03a, AMabeTHa KeToalu/103a)
- JIlnabetHa Kkoma
— Texka 6b6peuna HegoctaTbuHOCT (GFR <30 mL/Mun) (Bx. Touka 4.4)
- OcTpH ChCTOSIHUA, KOUTO MOraT J1a MpoMeHAT ObOpeuHaTa QyHKLM, KaTo:
- nexyaparauus,
- TeXKa UHPEKLHS,
- 1IOK,
- BBTPECHA0BO MPUJIOKEHHE HA HOMPAaHH KOHTPACTHH BELLECTBA (BX. TOYKA 4.4).
— OcTpo WM XPOHUYHO 3a00/8BaHe, KOETO MOXKE Jla MPUYHHH ThbKaHHA XHUITOKCHS, KaTo:
- Chp/IeYHa WM JAMXaTe/IHa Hel0CTaThb4YHOCT,
- CKOpOLLEH MUOKAapAEeH UH(DAPKT,
- LLOK.
— YepHoapoOHo yBpexaaHe (Bx. Touku 4.2, 4.4 u 4.8)
— OcTpa aJIKOX0JIHA HHTOKCHUKALMSA, AJIKOXOJIM3bM
~ KbpMmeHne (Bxk. Touka 4.6)

4.4 CpoennajHH npeaynpexIieHHs H NpeJNa3sHH MEPKH NPH ynorpeda

O01mu
BWJICNOKC HEe € 3aMeCTHTE)1 Ha HHCYJIMHA NMPU UHCYJIMH-3aBUCHMH NMAaLUEHTH H HE TpsiOBa J1a ce
[puJiara rnpH MnauMeHTH ChC 3aXapeH nuader Tan 1.

JlakTaTHa anmao3a
JlakTaTHaTa aluK103a, MHOIO PAJAKO, HO CEpUO3HO METAOOJIMTHO YCJIO)KHEHHE, HAaH-4ECTO HAaCThIIBa

[PU OCTPO BJIOLIaBaHe Ha 6bOpeuHaTa QyHKLMS, KapAHO-PECIIMPATOPHO 3200 IsIBaHE WIIK CETICHC.
HarpynsaHeTro Ha MeT()OPMHH HAcTBIIBA MPU OCTPO BiIOLIaBaHe Ha ObOpeyHaTa QyHKUMS H
yBeJIM4aBa pucKa OT JlaKTaTHa alua03a.

B ciyuait Ha nexuaparaums (Texka AMapys WM NOBPBIIAHE, TPECKA WKW HaMaJIeH MpUeM Ha
TEYHOCTH ), TPAOBA BPEMEHHO Ja ce Crpe NpueMa Ha MET(OPMHH H € MPENOPBUYHTE/THO [a Ce yCTaHOBH
Bpb3Ka C MEJAMLIMHCKH CIIELIHAJIMCT.

[IpMeMBbT Ha JIeKApCTBEHH MPOIYKTH, KOUTO MOraT OCTpoO J1a yBpeaaT Ob0peyHara pyHKums (KaTo
aHTUXUIIepTeH3UBHHU cpenacTa, auypetuun 1 HCIIBC) TpsabBa na ce 3arno4He ¢ MOBUIICHO BHUMaHHKE
[PY NaLMEHTH, JIEKyBaHH ¢ METGOPMHH. J[pyry puCKOBH (HaKTOPH 3a JIJaKTaTHa allMa03a ca adaoer,
K€TO03a, NPOJABb/DKUTEIHO IJ1ayBaHe U BCAKAKBH CbCTOSHHA, CBbP3aHH C XUIOKCHS, KaKTO U
eZIHOBpeMeHHa ynorpeba Ha JIeKapcTBEHH NMPOYKTH, KOMTO MOraT Ja MpUYHHAT JIaKTaTHa aluao3a
(BX. ToukH 4.3 u 4.5).

[TauuenTuTe W/Kuau 6oHOrIE auMTe TPAOBa 1a ObaaT MHGOPMHUpPaHH 32 PUCKA OT JIAaKTaTHA allkM/1034.
JlakTaTHaTa aLM/103a C€ XapaKTepU3upa ¢ aluUa03Ha JUCITHEes, KopeMHa 00Jika, MyCKYJIHH KpaMIIH,
acTeHHUs W XUIOTEPMHMS, MOC/IEABaHU OT KoMa. B ciiyyaii HAa CbMHEHHME 32 CHMIITOMH NMALMEHTbT
TpsGBa Aa crnipe npueMa Ha MeTOpPMHH U He3abaBHO J1a MOTHPCH JieKapcKa nomoii. JInarHoCTH4HUTE
n1abopaTOpHHU HAXO/IKH ca NMOHWKEeHO KpbBHO pH (< 7,35), NOBUIIEHH HHBA Ha IJIa3MEHHUs J1aKTaT (>
mmol/L) 4 noBuilIeHa AHHOHHA Pa3JIMKa U CbOTHOLIEHHE JIaKTaT/TIHpYBaT.




ITayuenmu ¢ ycmanoeenu uiu ROOO3UPAHU MUMOXOHOPUAIIHU 3A00NIA6AHUA.

[Tpu nauMeHTH C yCTAHOBEHH MHUTOXOH/IpPHAJIHH 3a00/1BaHUs, KaTO CHHAPOM Ha MUTOXOHJpHAaJIHA
eHueanonaTHs ¢ J1aKTaTHA aMa03a U MHCyaTonoao6nu enusoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacnencTBeH quadeT v riryXxora o
maiuuna auHus (Maternal inherited diabetes and deafness, MIDD), meT¢opMHH He ce npenopbyBa
Mopaay pUcKa OT 00OCTpsIHE Ha JIaKTaTHA alli/103a U HEBPOJIOTHYHH YCI0)KHEHHUSA, KOWTO MOXeE /1A
NOBEJAT [0 BJIOlIaBaHe Ha 3a00/15BaHETO.

B ciyuaii Ha NpU3HALM M CUMITOMH, NokasaTtennu 3a MELAS cunzapom umin MIDD, cnen npuema Ha
MeTdOPMHUH, JleueHHeTo ¢ MeTHOpMHUH TpAOBa 1a ce crpe BeiHara M Ja ce Harpasu Obp3a
JIMarHOCTHYHA OLICHKA.

[IpunoxxeHue Ha HOJAMPaHH KOHTPACTHHU BELIECTBA

BbTpech10BOTO NMPHIOKEHHE Ha HOAMPAaHH KOHTPACTHH BELECTBA MOXKE J1a I0BEJIE 10 KOHTPACT-
MHIYLUMpaHa HedponaTus, BoJella 10 HaTpynBaHe Ha METQOPMHH U MOBUILEH PUCK OT JIAKTaTHA
alu03a. MetrdopMuH TpsabGBa J1a ce cripe Nnpeay WM Mo BpeMe Ha npoleaypara 3a oOpasHa
JIMarHOCTHKA M He TpAOBa /1a ce Bb30OHOBABA 10 Hal-Maiko 48 yaca cjiell TOBa, NpU yCJIOBHE 4e
6bOpeuHaTa QyHKLMS € OLleHeHa OTHOBO M € YCTAHOBEHO, Y€ € CTabuiHa, BXK. TOUkH 4.2 1 4.5.

brbpeuna ¢yHKLMS

[Tpeau 3anouBaHe Ha jie4eHHeTO TPsAOBa Ja ce HampaBH olieHKa Ha croMHocTUTe Ha GFR 1 penosHo
csien ToBa (BXK. Touka 4.2). MerdopmuH € npoTHBornokasaH npu nauueHTd ¢ GFR<30 mL/muH 1
TpsaGBa 1a 6b/ie BPEMEHHO CIPSH NPH HAJIMYHE HA ChCTOAHMSA, KOMTO NPOMEHAT ObOpeuHaTa QyHKUMS
(BXK. TOuka 4.3).

CHIITCTBALIOTO MPUJIOKEHHE Ha JIEKAPCTBEHH MPOJYKTH, KOUTO MOraT /ia MoBjIusaT Ob0peyHara
dYHKIMA, 12 N0BEAAT J0 3HaYMMa XeMOIMHAMHYHA NPOMSAHA MITH /1a MHXHOUpaT ObOpedHNs
TPAHCTIOPT M JIa MOBUILAT CHCTEMHATa eKCIO3HLMA Ha METGOPMHH, TpsAOBa a ce U3BBPLLBA C
MOBUILIEHO BHUMaHHUE (BXK. TOYKa 4.5).

YepHoapoOHO yBpex/1aHe
[TaimeHTH ¢ Y4epHOAPOOHO yBpeXaAaHe, BKIIOYUTETHO Te3U cbe cTOWHOCTH HAa AJIAT u ACAT npeau

3anouBaHe Ha jedeHueTo > 3 mbTh [ TH, He Tps6Ba na ObaaT nekyBanu ¢ Buncnokc (Bx. ToukH 4.2,
4.3 u 4.8).

IIpocneosisane Ha wepHoOpobHume eH3uUMu
Mma choOlIeHHs 3a PEeAKH Cily4ad Ha HapylleHa YepHOApoOHa GyHKLMS (BKIIOYMTETHO XEMaTHT)
cJie]] MPHEM Ha BUWIJATIMITHH. B Te3u ciryuan malMeHTHTe KaTo LsI0 ca 0e3 CUMNTOMH, Oe3
KJIMHUYHM MOCJIECTBUS U CTOMHOCTUTE HA U3c/ieIBaHUATA 32 YepHOApOoOHa pyHkuus (MYUD) ce
BB3BPBIIAT 0 HOPMATHHUTE CJIE/l MPEKpaTABaHEe Ha JieyeHUeTo. 1pean 3anoyBaHe Ha JICUEHHETO C
Bunicnokc Tpa6sa aa ce nposeaar MUD, 3a 1a ce 3Hae M3XOAHOTO HUBO Ha nauueHTa. [1o Bpeme Ha
neyeHHeTo ¢ Buncnokc yepHoapobHarta ¢pyHkLuMs TpsaOBa 1a ce Hab/ronaBa Ha TPUMECEYHH
MHTEpPBAJIM NPe3 IbpBATa rOIMHA U NMEPHOAHYHO ciie/l ToBa. [lalMeHTHTe, NPH KOUTO C€ MOBHUILAT
CTOMHOCTHTE Ha TpaHCAMHHa3uTe, TpAOBA 1a ObAAT NMPOCIEICHH Ype3 NMOBTOPHA OLICHKA Ha
yepHOApoOHAaTa (YHKIIMA 32 MOTBbPKAaBaHe Ha JaHHUTE W cnea ToBa MHD na ce npasAar yecTo,
JIOKATO OTKJIOHEHHUATA CE BbPHAT KbM HOPMaJTHUTE CTOMHOCTH. AKO nokayBaHeTo Ha ACAT wiu
AJIAT > 3 mbru I'TH nepcuctupa, ce npenopbuBa npeycTaHOBABaHE Ha JIeYEHHETO ¢ Buicnokc.
[TauMeHTUTE, KOUTO Pa3BUAT XKbJITEHULIA WM JAPYTrH MTPU3HALIM, MpernoJaraiy HapyLieHa
yepHoApoOHa QyHKUMA, TpAOBaA 1a NPEKPATAT JIEYEHHETO CH ¢ BUJICTIOKC.




Cnepn npekpaTtsiBaHe Ha jieueHueTo ¢ Buicnoke 1 Hopmanusupane Ha MU®, neyennero ¢ Buncnoke
He TpsaOBa na ce 3arno4sa OTHOBO.

HapyiieHus Ha koxara

Ko>XHH J1e3uM, BKIIFOYMTEIIHO MOSBa HA MEXYPH M YJILEpaLMH 110 KpaHHULIUTE HA MAaHMYHH Ce
CHOOLIABAT NMPH NMPHIOKEHHE HA BUWIAANTMITHH B HEKTMHUYHM NMPOYYBaHUA 32 TOKCHYHOCT (BXK.
Touka 5.3). Beripeku, ue B KIMHHYHHUTE NMPOYYBAHUA HE ce HA0JII0/1aBa M0sABa Ha KOXKHH JIE3HH C
MOBUILIIEHA YECTOTAa, ONUTHT IIPH MALIMEHTH C KOXKHH YCIIOXKHEHHUS Ha quadera € orpaHuyeH. OcBeH
TOBAa MMa MOCTMAPKETHHIOBH CHOOLIEHHUS 3a OY/103HH U eKCGhOJIMaTUBHU KOXKHH Nie3uH. [lopanu Toa,
KaTO 4acT OT PYTHHHHUTE IPHXKU MPH NMaLMEHTHTE ¢ HadeT, ce npenopbuBa rnpocie/isBaHe 3a
HapylLIeHUs Ha KOXKaTa, KaTo IMosBa Ha MEXYpPH WK yJILEpaLHH.

OcTbp NaHKpPEATHT
Ynorpebara Ha BUIAArIMIITHH € CBbP3aHa ¢ PUCK OT pa3BUTHE HA OCTbpP MaHKpeaTHT. [lanueHTure
Tpsa6Ba na 6baaT UHPOPMHUPAHH 3a XapaKTEPHHS CUMIITOM Ha OCThP MAHKPEATHT.

AKO ce Moji031pa HaJIMYHe Ha MaHKpEeaTUT, MPUEMBT Ha BU/IJArIMITHH TPAOBA [a Ce MPeyCTaHOBH,
aKo ce MOTBbPAY HAJIMUKE HAa OCTBP NMAHKPEATUT, JICYEHUETO C BHJIIArJIMNTHH He TpsAOBa J1a ce
noauoBsBa. Heo6xoauMo € moBHIIIEHO BHUMAaHKE NMPU NallMEHTH, C aHAMHE3a 3a IpeKapaH OCThP
MaHKpEaTHUT.

XHUIMOIIMKEMHUS

U3BecTHO e, 4ye cy/IpOHUTypEUTE MOXKE J1a NMPeAU3BUKAT XUIOrIukeMus. IlatnenTure, npuemaiuu
BIWJIIArJIMIITHH B KOMOMHALIMA ChC CYJI(OHMUITYpEEH NPOAYKT MOraT aa ObaaT W3JI0)K€HH Ha PUCK OT
Bb3HUKBaHE Ha XUroriukemus. [Topaau Tazum npuyrHa, MOXe J1a c€ OOMMCIIM NPHJIAraHeToO Ha Mo-
HUCKa /103a Ha cy1(OHMTypeiHHS MPOAYKT, 3a [la C€ HaMaJIM PUCKa OT Bb3HHKBaHE Ha XUIMOTIUKEMHS.

Onepauus

MertdopMuH TpsOBa J1a ce cripe 1o BpeMe Ha onepaius 1noj ooua, CiMHaIHA WK enuaypaliHa
aHecTe3us. JleueHueTo Moke J1a Obae Bb30OHOBEHO He Mo-paHo OT 48 yaca ciell onepauusaTa UM
Bb300HOBABAHETO HA XPaHEHETO Mpe3 YCTa, U MPH yciloBUe Ye ObOpeyHaTa PyHKLMS € OlleHeHa
OTHOBO H € YCTaHOBEHO, Y€ € CTaOWIHA.

4.5 B3anmoaelcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH JOPMH HA B3aHMO/IeHCTBHE

He ca npoBexxaaHu ouLIMaTHK NMPOYYBaHHMSA 3a B3auMoaeicTBus ¢ Buiicnioke. CrieaHure JaHHH
oTpa3sBaT HH(popMaLMATa, HAJIMYHA 32 OTAC/IHUTE aKTHBHH BELIIECTBA.

BuagarnianTyu-

BuigariunTiH UMa HACHK MOTEHLMAN 3a B3aUMOAECHCTBHSA IPH €JHOBPEMEHHOTO MY IpHJIaraHe ¢
JIPYTH JeKapcTBEHH NpoayKTH. Tl KaTO BUWIAATIMIITHH HE € cyOcTpar Ha eH3uma uuToxpom P (CYP)
450 v He uHXUOUpa, U He MHaYUMpa eH3umuTe CYP 450, HamMa BEpOATHOCT 3a B3aHMOJEHCTBHE C
AKTUBHH BEILIIECTBA, KOUTO ca cyOcTpaTH, HHXMOMTOPH WJIM HHAYKTOPH Ha T€3H €H3UMM.

PesynTature OT KIMHHYHH MPOYYBaHHS, MPOBEJEHH C MEPOPATHUTE AHTHAMAOETHH MPOYKTH
[MUOIJIMTa30H, METGOPMHUH U ITUOYpHU, B KOMOMHALMSA C BHJIJATIMIITHH, HE MOKa3BaT KIMHUYHO
3HaYMMH (papMaKOKMHETHYHH B3aUMO/ICHCTBHS B TapreTHaTa rnoiryJauus.

[IpoyuBaHMs 3a JIEKAPCTBEHH B3aUMOJICHCTBHA C IMFOKCHH (CyOcTpar Ha P-rivkon
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sapdapun (cyoctpar Ha CYP2C9) npu 31paByd HHAMBH/IM HE MOKa3BaT KJIMHUYHO 3HAYMMHU
(dapMaKOKMHETHYHM B3aUMO/IEHCTBHS CJIe]] €THOBPEMEHHO MpUJiaraHe ¢ BUJIAATHITTHH.

[IpoyuBaHus 3a JIeKAPCTBEHW B3aUMOJEHCTBHUSA NPH 3/IpaBU HHAMBH/IM Ca MPOBEJICHH C aMJIOAMIIHH,
paMMIIpHJI, BaJicapTaH ¥ cuMBacTaTvH. [Ipu Te3u npoyuysaHus, cjie]l €IHOBPEMEHHO MpuUJlaraHe ¢
BHJIIATTMNTHH, HE ce HaOMoAaBaT KIMHUYHO 3HaYMMH (hapMaKOKMHETUYHU B3auMoercTBusd. ToBa
obaue, He € YCTAaHOBEHO 3a IPHULIEJTHATA MTOITyJIaLMA.

Kom6unauus ¢ ACE HuHXUOUTOpH
BBb3MOKEH € NMOBUIIEH PHCK OT Pa3BUTHE HA aHIMOEEM MPH MALMEHTH ChC CHITBTCTBAIIl PHEM Ha

ACE unxuburopu (BX. Touka 4.8).

KakTo npu apyrure nepopaiHu aHTHIHa0eTHH MPOILYKTH, XUITOTNIMKEMHUYHHS €(PEKT Ha
BUJIIArJIMIITUH MOXe J1a Ob/le HaMaJleH OT ONnpeAeIeHH aKTUBHHU BELECTBA, BKJIFOYBALIM THA3H/IH,
KOPTHKOCTEPOUIN, THPOUIHH NTPOAYKTH H CHMITATHKOMHUMETHLIH.

MetdopmuH

Henpenopvuumennu kombounayuu

Ankoxon
AJIKOXOJIHaTa UHTOKCHUKALIMA C€ CBBbP3Ba C [MOBHUILIEH PHUCK OT JIaKTaTHA allu103a, 0c00€eHO B c/ly4yau Ha

riajyBaHe, HeJOXpaHBaHe UM YEpHOAPOOHA HENOCTAThYHOCT.

Hooupanu konmpacmuu eeujecmea

MeTdopMHH TpsAOBa 3aIbJDKMTETHO Ja ce CTpe Mpey Wi 110 BpeMe Ha Mpoleaypara 3a oopa3Ha
IMarHOCTHKA U He TpAOBa na ce Bb30OHOBsABA 0 Hail-MalKo 48 yaca cjiell TOBa, NMpH YCIOBHE Y€
6bOpeunara QyHKLHsA € OLleHeHa OTHOBO U € YCTaHOBEHO, Y€ € cTabuiIHa (BXK. TouYkH 4.2 u 4.4).

Kombunayuu, uzuckeawyu npeonazHu Mepku npu ynompeoa

Hsixom nexapcTBEHH MPOIYKTH MOraT Jia ce OTpa3sT HeO1aronpusaTHO Ha ObOpeyHaTa PyHKIHs, KOETO
MOJKE [1a YBEJIMYM PUCKA OT JiakTaTHa auuao3a, Hanpumep HCIIBC, BKIIOYHTEIHO CE/IEKTHBHH
uaxuburopu Ha nukiookcureHasa (COX) II, ACE unxudburopu, anrnoreHsuH Il peuenropHu
AHTArOHUCTH U JUYPETHIH, 0c0OeHO OpuMKOBH AuypeTuiM. [Ipu 3anouBaHeTo WM ynorpedara Ha
TaKMBa MPOYKTH B KOMOMHALUs ¢ MET(OPMHH € HEOOXOAUMO BHUMATEJTHO MpOC/esBaHe Ha
ObOpeuHara GpyHKUMA.

[mokokopTHKOUAUTE, OeTa-2-arOHUCTUTE W JUYPETHLIMTE UMAT MPHUCHIIA XUINIEPIITMKEMHUYHA
akTUBHOCT. [laleHTHT TpAOBa 1a Obae HHGOPMHUPAH 3a TOBA U TPAOBA /J1a c€ U3BBPILLIBA MO-YECTO
pocJieABaHe Ha KpbBHATa 3aXap, 0COOEHO B HAYaJIOTO Ha JIEYEHHETO. AKO € HEOOXO0AMMO, 103aTa Ha
Buiicriokc Moxe 1a Obie KopurupaHa 1o BpeMe Ha ChITbTCTBALLOTO JIEYEHHE H CJIE]
[MPEeyCTAaHOBABAHETO MY.

MHXUOUTOpHUTE HAa aHTMOTEH3UH KOHBepTHpallus eH3uM (ACE) morar J1a moHW»KaT HUBOTO Ha
KpbBHaTa 3axap. AKO € He0OXOAUMO, J103aTa Ha AaHTUXHUIEPIJIMKEMUYHUS JIEKAPCTBEH MPOAYKT TpsOBa
na Oble KOpUrupaHa o Bpeme M MnpH NpeycTaHOBsBaHE Ha JICYEHHETO C JAPYT JIEKAaPCTBEH MPOIYKT.

ChpTcTBaLaTa YoTpeda Ha JIEKapCTBEHH MPOAYKTH, KOUTO BIMAAT Ha 001MTe ObOpEeUHH TyOYJITHH
TPAHCIIOPTHH CHCTEMH, y4acTBally B 60peUHOTO €IMMHHUpaHe HAa METQOPMHH (Harp., HHXMOMTOPH




nekapcTBa M TokcHHM [multidrug and toxin extrusion, MATE], kxato paHona3uH, BaHeTaHHO,
JIOTyTErpaBUp ¥ LIMMETHINH), MOJXKE J1a MOBUIIHM CUCTEMHATA EKCIO3MLMSA HA METQOPMHH.

4.6 ®DepruauTeT, OPEeMEHHOCT H KbpPMEHE

bpemeHHOCT

HsMa nocTaThyHO JaHHHM 3a ynorpedara Ha Buncnokc npu OpeMeHHH XeHH. 3a BUJIIArJIMIITHH
eKCrIepUMMEHTAJIHUTE MPOYYBaHUs MPH )KUBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT MPH BUCOKH
n03M. 3a MeTOpPMHH, MPOYUBAHUATA MIPH )KUBOTHH HE MOKA3BaT PENpoayKTUBHA TOKCHUYHOCT.
[TpoyuBaHHMs NMpPH XKMBOTHH NPOBE/IEHH C BUIIATIMNTHH U METQOPMHH HE Ca MOKa3ajli 10Ka3aTe/IcTBa
3a TEpaTOreHHOCT, HO ca MoKa3aiu GeTOTOKCHYHHU €(EeKTH MPU TOKCHYHH 3a MaiKaTa J103M (BX. TOUYKa
5.3). IToTeHLMAIHHAT PUCK MPH XOpa He € u3BecTeH. Buiicnoke He TpsAOBa a ce U3M0JI3Ba MO BpeMe
Ha OpeMEHHOCT.

KbpMeHe

[IpoyuBaHMATA 3a dKUBOTHH MOKA3BaT €KCKPELM KAKTO Ha METQOPMHH, TaKa U Ha BUJIAArJIMIITHH B
MJIsk0TO. He e M3BECTHO Jany BHIAMIMITHH Ce eKCKpeTHpa B KbpMara, HO MET()OPMHH Ce
eKCKpeTHpa B KbpMaTa B MaJIku KoivuecTsa. [lopaay noreHuUMalIH|s PUCK OT XHITOTITMKEMHS Ha
HOBOPOAEHOTO, Buiicriokc He TpsOBa /1a ce U3M0JI3Ba 110 BpeMe Ha KbpMeHe (BX. Touka 4.3).

QepTUIHTET

He ca npoBex/aaHu npoy4BaHus 3a edexta Ha Buiacnoke BbpXy (epTHIMTETa MPH XOpa (BXK. TOYKA
5.3).

4.7 EdekTn BbpXy cnoco0HOCTTa 32 o HpaHe H padoTa ¢ MAIIHHH
He ca npoBex/aaHu Npoy4BaHus 3a eeKTUTe BbpPXY CNOCOOHOCTTA 3a WodHpaHe U paboTa ¢ MalIMHH.
[TaupeHTUTE, KOMTO NMOJy4YaT 3aMaiBaHe, KaTo He)KenaHa peakius, TpsaOBa 1a u3barsar aa wodupar u

na paboTAT C MaLLWHH.

4.8 HexeanH JeKapCTBEHH PeaKIHH

O6006uIeHHe Ha npoduaa Ha 6€3010aCHOCT

JlaHHu 3a 6€30MacHOCT ca MoJiy4eHH oT obuo 6 197 nauueHTH ¢ eKCno3uiuMs Ha
BHJIAATIMITHH/MET(HOPMHH B paHAOMHM3HPaHH, M1a1e00-KOHTPOIMpaHy M3nuTBaHus. OT Tax 3 698
NalMeHTH MOJTy4aBaT BUJIarIMNTHH/MeTGOPMHUH, a 2 499 nauueHTH nosyyasar ruanedo/
MET(GOPMHH.

Hsma npoBeieHH KIMHMYHH NPOYYBaHUs 3a JeyeHue ¢ Buicnoke. YcraHoBeHo € obauve, e
OUMOEKBUBAJIEHTHOCTTA Ha BHJICNOKC € KaKTO Ha €IHOBPEMEHHO IMPHJI0KEHH BHJIIATTIMIITHH U
MeTGOPMHH (BX. TOUKa 5.2).

[To-rossiMaTta 4acT OT HeXeJIJaHUTE PEeaKLMH ca JIEKH U MPEXOJHH, U HE U3UCKBAT IPEYyCTAaHOBIBAHE HA
neueHueTo. He e ycraHOBeHa Bpb3Ka MEXy HEXEJIAHUTE peakllMH U Bb3pacTTa, ETHHYEeCKaTa
[PUHAJIEXKHOCT, MPOAB/DKUTE/THOCTTA Ha KCIO3ULMATA WK IHEBHATA J103a. YTioTpebara Ha
BHJIIArJIMIITHH CE CBbP3Ba C PUCK OT pa3BUTHE Ha naHkpeaTuT. CboO11aBa ce 3a Bb3HMKBAHE Ha
NaKTaTHA aluM/03a ciel yrnorpedara Ha MeThOpMHUH, 0COOEHO MPH MALMEHTH CHC CHIIIECTBYBALLO
ObOpeuHo yBpexaaHe (BxK. Touka 4.4).




CnuchK Ha HEXKEJIAHUTE JIEKAPCTBEHHU peaKlMy B TaOIHYEH BH]

He>xenaHuTe peakiMu cboOLIaBaHK MPU MALIUMEHTH, KOUTO I10/1y4aBaT BUJIJArIMIITUH B IBOWHO-CJIENH
NpOy4YBaHMs, KATO MOHOTEPATHUs U O0MbJIBallA TEPANHs ca U30POEHH MO-/10J1y 10 CHCTEMO-OpraHHa
knacudukauus ¥ abcomoTHa yectoTa. YectoTute ce aeduHupar kato MHOro 4ectH (=1/10); yecTn
(>1/100 po <1/10); Hewectu (=>1/1000 no <1/100); peaxu (=1/10 000 xo <1/1000); MHOroO HYecTu
(<1/10 000), ¢ He3uBecTHA YecToTa (OT HAJTMYHUTE JAHHH HEe MOXKe Ja Ob/ie HanpaBeHa oleHka). [1pu
BCAKO rPyNHMpaHe B 3aBUCHMOCT OT YECTOTaTa, HEKEJIAHUTE PEAaKLIMK Ce H30pOABAT B HMU3XOAAL pel
10 OTHOILIEHHE Ha TAXHATA CEPUO3HOCT.

Ta6auna 1 Hexeslann peaknuu, CbOOIIEHH NPH NANHEHTH, KOHTO NOJYYaBaT BHAATIHOTHH H
mMeT$OpMHH (KATO MOHOKOMIIOHEHTH HJIH KATO (PHKCHPAHA 1030Ba KOMOMHALHA)
HJIH B KOMOHHAIHSA C APYrd aHTHAHAOETHH JIeYeHHs B KJIHHHYHH H3NHTBAHHA H OT
NOCTMAPKETHHIOBHA ONHT

CHCcTEeMO-OpraHeH KJiac — HeXKeJIaHa peaknus YecroTa

Nudexnuuu 1 HHPecTANHH

MHdekuuns Ha rOpHATE TMXaTeIHHU ITbTH1IIA YectH

HazodapuHrur Yectu

Hapymenns Ha MeTa00/IH3Ma H XpaHEHETO

XHUMNOrIMKeMus Heuectun

3ary0a Ha aneTuT Heuectu

Hamaniena abcopOuus Ha BUTaMHH B1z M lakTaTHa auuao3a | Muoro peaku*

HapyumieHHs HA HEPBHATA CHCTEMA

3aMasHOCT YecTtu

["'naBobonue YectH

Tpemop YectH

MertaJsieH BKyC Heuectu

CroMamHO-YpPEeBHH HAPYLUICHHS

[loBpbuiaHe YectH

Jnapus Yectu

["anene YectH

["acTpoe3odareanta pedurykcHa 6oaecT YectH

OnaryjeHUHs YectH

3ariex YectH

KopemMHa 6oska, BKIKOYMTEIHO B TOpHATa 4acT Ha Kopema YectH

[TaHkpeaTHT _ Heuectu

XenaroOH/IHAPHH HAPYIUIECHHSH

XernaTur Heuectu

HapymeHHs HA KOKATAa H NOAKO0KHATA ThKaH

Xunepxuiposa YectH

[Ipypuryc YectH

O6pus YectH

JlepMaTur Yectu

Epurem Heuectu

Y pTHKapHs Heuectu

ExcdonuatuBHU U OYJ103HH KOXKHH JIE3HH, BKITFOYMTEITHO C ;
HEU3BECTHA YECTOTa

OyJio3eH NeMPHUrou

KoxeH BacKyJIUT C Heu3BecTHa 4yecToTa'

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

ApTpanrus YectH




Muanrus - Heuectu

O6mH HApYIIEHHS H ePeKTH HA MACTOTO HA NPHJIOKEHHE

AcTteHus Yectu

YMopa HeuectH

BT]J_I'{LCB.HE: Heuectu

[Tepudepen oTok _ Heuectn )
H3cieqBanus

OTKJIOHEHHS B YepHOAPOOHHUTE QYHKLIMOHAIHM NoKa3arend | Hevectu

¥ Hexxenanu peakiivy, chOOIIEHH MPH MALMEHTH, KOMTO M0JIy4yaBaT METGOPMHH KaTo

MOHOTEpAIMA U He ca HabloaaBaHH NpH MalMeHTH, KOUTO MoJTyvYaBaT
BUJIAArIMNTHHHMET(GOPMHUH KaTo (UKCHUpaHa 1030Ba KOMOMHALMA. 3a NOMMbIHUTETHA

HHMOPMALIMS, BUKTE KpaTKaTa XapaKTepUCTHKA Ha MPOAYKTa 338 MET(OPMHUH.
f Bb3 0OCHOBA Ha MOCTMAPKETUHIOBUS OTIHT.

OnucaHue Ha W30paHU HeXelaHU peaKLIy

Bunoaznunmun

Heproopobro yepedcoane

MMa cboOuieHHs 3a pe/IKH Cllydad Ha HapyllieHa YepHOAPOoOHa PyHKLMs (BKIKOYHTEIHO XENaTHT)
c/e/l IPUEM Ha BHJIAATJIMIITHH. B Te3u ciryuau nalMeHTUTe KaTo 1isio ca 6e3 cuMiTomu, Oes3
KJIMHUYHH TOCEACTBUS U YepHOApoOHaTa (pyHKLHMs ce Bb3BPbIlA 10 HOpMAJIHA Clie/l MpeKpaTsBaHe
Ha JleYeHUeTo. B JaHHUTE OT KOHTPOJIMPAHHU U3MTUTBAHUA KaTO MOHOTEpAIMs M KaTo J10ITbJIBallla
Tepanus ¢ NMPOAB/DKUTETHOCT 10 24 ceIMULM, YeCTOTaTa Ha noBviuasaHe Ha AJIAT wiu ACAT

>3 nmpTi [ TH (knacuduumpana kaTo HaJlMuMe MpY HaW-MaJIKo 2 MocCJ/IeI0BaTeIHA U3MEPBaHHUA WU
npu huHanHaTa on-treatment susura) e 0,2%, 0,3% u 0,2% cbOTBETHO 3a BUIAANTHNTHH 50 mg
BeIHBK JIHEBHO, BHJ11araunTUH S0 mg Ba MbTH JHEBHO U BCHYKHU CPABHHUTEJIHH NMPOAYKTH. Te3u
MOBUILIABAHMUS HA TPAHCAMHHA3UTE KaTO LUAJIO ca O€3CMMIITOMHHU, HEMPOrPECHPALLH 110 XapaKTep U He
ca CBBP3aHM C XOJIECTa3a WK XKbJITEHHULIA.

Anzuoeoem

[Tpu nedyeHure ¢ BUWIAAMIMOTHH Ce CbOOILLaBa 3a peJKH Clly4au Ha aHTHOEIeM C YECTOTa CXO/IHa C Ta3H
Ha KoHTpoJaute. [To-rojisMara yacT OT ciyyauTe ca ChOOLIEHH, KOraTo BH/IAArIMNTHH € NpUiiaraH B
koMOuHauus ¢ ACE unxuburop. [To-ronsMara 4act oT CbOMTHATA Ca JIEKHU 10 TEXECT M OT3By4aBaT
MNP NPOABb/DKABAHE Ha JICYEHHETO C BHJIJIATIUIITHH.

Xunoz2iukemus

B cpaBHHUTEIHU, KOHTPOJIMPAHH [POYYBAHUS HA MOHOTEPAIHs, XMIOIJIMKEMHATA € HeYecTa MpH
u3nossBaHe Ha BuaaaraunTiH (0,4%) kato MOHOTEpanHMs CIPsAMO aKTHBEH CPABHHUTEJIEH NMPOAYKT WJIH
nnaue6o (0,2%). Hama choOleHts 3a TeXKKHA WK CEpHO3HU CbOUTHA Ha XUrorjiMkemus. [lpu
ynoTtpe6a KaTo J0IMbJBalla Tepanus KbM METQOPMHUH, XHUIIOTTIMKEMHs Bb3HHKBA NpU 1% ot
MalMEeHTHUTE, JIEKYBaHU ¢ BuiaarunTiH 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 ¢ mauebo. [Ipu nobaBsHe Ha cyaOHUITYpEHHO TTPOU3BOIHO,
XUIOTIMKEMHUS Bb3HUKBA NpH 1,2% OT nalyeHTUuTe, 1€KyBaHU ¢ BU1AAraunTiH | npu 0,6% ot
nauMeHTuTe Ha ruiauedo. [Tpu no6assHe Ha cyndOHUTYpeHHO MPOU3BOAHO U METHOPMHH,
XUIMOTJIMKEMHUS BB3HUKBA NPH 5,1% OT nmauueHTUTe, IE€KYyBaHU C BUWIJAIUIITHH U nipH 1,9% or
naumeHTUTE Ha 1uianedo. [Ipyu nauueHTH, NpyemMaly BUJIJArIMIITHH B KOMOMHALHA C HHCY




Memdaghopmun

Hamanena abcopbyua na eumamun B12

Hamanenue Ha abcopbuusta Ha BuTaMuH B12 ¢ noHWwkeHHe Ha cepyMHHUTE HHBA C€ Ha0J1i01aBa MHOI'O
PAIKO NPH NALIMEHTH, KOMTO Ca JIEKyBaHH ¢ MET(OPMHH 3a IbJTbI NIepuol OT BpeMe. [Ipenopbusa ce
71a ce MMa npeBUI Mogo0Ha €THOJIOT U, aKO MPU MALMEHT € HaJIM4YHa Merajio0/1acTHa aHeMMS.

Yeprnoopobna @pyHKyus

Crob11aBa ce 3a M30JIMpaHH CJTy4au Ha OTKJIOHEHHMs B CTOMHOCTHTE Ha YepHOAPOOHHTE

(G YHKLIMOHAIHY 1OKa3aTe/Id WK XeNaTHUT, KOUTO OTUIyMSABAT Clie/l MpeKpaTsaBaHe Npuema Ha
METHOPMHUH.

Cmomawno-uypeeHu HapyueHus

CToMalHO-4peBHUTE HEXETaHW PEaKLIMM Bb3HMKBAT HalH-4€CTO M0 BpeMe Ha 3ano4YBaHe Ha
TepanuaTa U OTLIYMSBAT CIIOHTAHHO B MOBEYETO CiTy4au. 3a J1a ce NpeIoTBPaTAT ce Npernopr4sa
MeTGOPMHH /a ce NMpreMa KaTo 2 JHEBHH JI03H 110 BpEME Ha WJIH Cjie]l XpaHeHe. baBHOTO noBHilaBaHe
Ha 103aTa MOJXKE CBIIO Jia MoJ00pH CTOMAILIIHO-YpEeBHATa MOHOCHMOCT.

CrpoOuiaBaHe Ha 1M0J1I03MPaHHU HEXKEJIaHU peakLIMH

ChoOLIaBaHETO Ha MO/I03UPAHH HEXKEJIaHU PeakKLMH cje/l pa3peluaBaHe 3a yrnorpeda Ha JIeKapCTBEHHS
NPOAYKT € BaxkHO. ToBa no3BosisiBa a NPOABKH HaOJIIOIEHHETO Ha ChbOTHOLIEHHETO M0J13a/PHCK 32
NleKapcTBEHMs MPOAYKT. OT MEAMLIMHCKUTE CNELIMAJIMCTH C€ U3MCKBA /1a ChOOIABaT BCAKA
MoAO3MpaHa HexellaHa peakiuus upe3 M3nbiHuTeHa areHuus no jekapcersara yi. ,,Jlamsas ['pyes™ Ne

8, 1303 Codums, ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Ilpenosupane
HsiMa naHHM CBBpP3aHHM ¢ npeao3dpaHe ¢ Buicnokc.

Bunoaznunmun
MudopmanuaTa rno OTHOLIEHWE HA NMPEA03UPaHE C BUIIAAMIMIITHH € OrpaHUYeHa.

CuMnTOMH

HUHbopMalmaTa 3a BEpOATHA CUMIITTOMH Ha IPEI03HpaHe C BUIAANIMIITHH € MOJTyYeHa OT Mpoy4BaHe
3a MOHOCHMOCT Ha yBeJIM4aBallia ce J103a Mpu 3/ipaBu HHAWBH/IH, HA KOMTO € NpUJiaraH BUJIarjunTHH
3a 10 auu. [pu no3a ot 400 mg e umano TpU ciydasi Ha MyCKYJIHH OOJIKH M OTJIEJIHH CJIy4Yau Ha JIEKH
M MPEXOHHU NapecTe3uy, BUCOKA TEMIIEpaTypa, OTOLM U IPEXOJAHO MOBHIIaBaHEe HA HUBOTO Ha
numnasarta. [Ipu no3a ot 600 mg eaHO JULIE € MOJYUYHIO OTOK Ha CThIajlaTa M PbLETE, U MOBUILIABaHE
Ha HuBara Ha kpeaTMHochokuHazara (KOK), ACAT, C-peakruBuus nporerH (CRP) u muoriobuna.
Tpu apyru 1Mia ca noay4Ydid OTOLM MO XOAWJiaTa, B JIBa OT CJIy4auTe ¢ napecre3uu. Beuuku
CUMITTOMH M OTKJIOHEHHs B JIaOOpaTOpHUTE MOKA3aTe/IM OT3By4aBar 0€3 JIeUeHHE Clie]
MpeyCcTaHOBSIBAHE MPHEMa Ha U3CJIeIBaHHs JIEKAPCTBEH MPOAYKT.

Memdgopmun

[Tpeno3upaHe ¢ BUCOKA 11032 METHOPMHH (MJIH MPH CHITBTCTBAILl PUCK OT JIAKTaTHA allM103a) MOXe /1a
N0BeAe N0 JIAKTaTHA ali|/103a, KOATO MpeICTaB/IsABA CNIELIHO CbCTOSSHUE U TPAOBA [1a ce JIEKyBa B
OoJHMLIA.

Jleyenue




Haii-epeKTUBHUAT METO/ 3a OTCTpaHsBaHe Ha MET(GOPMHUH € XeMoananu3a. BungarmunTuy, obaue, He
MO2Ke J1a ObJIe OTCTPaHEH Ype3 XeMOIHAIN3a, HO OCHOBHUAT My MeTabonuT ciieq xuaponusa (LAY
151) moxe na ce nuanusupa. [Ipenopbusa ce rnoaabpKailo JIeYeHHUE.

5. @OAPMAKOJOI'NYHU CBOUCTBA
5.1 ®apMakoAHHAMHYHH CBOHCTBA

dapmakoTepanesTHuHa rpyna: JlekapcTpa 3a eueHHe Ha uabeT, KOMOMHALIMA OT NEPOPaIHH,
MOHWXKaBalLllKM KpbBHaTa 3axap nekapctBa, ATC kon: A10BDO8

MexaHU3bM Ha JICUCTBUE

Buicnokc KOMOMHHpA JiB€ aHTUXUIEPIrIIMKEMUYHH CPE/ICTBA C B3aMMHO JOMBJIBALLH CE€ MEXaHU3MH
Ha AeMcTBHE 3a NoJ00OpABaHE HA NNIMKEMHYHHUS KOHTPOJI MPH MaLHUEeHTH C nuader Tinm 2:
BWJIIArJIMIITHH, NIPEeJCTaBUTE] HA Kj1aca JIEKApCTBEHH MPOAYKTH CTUMYJIMPALIH KIE€TKHTE B OCTPOBHTE
Ha MaHkKpeaca ¥ MeT(OpMHUHOB XHAPOXJIOPH/, PEACTABUTEI HA Klaca Ha OMIrBaHU/IMUTE.

BuaaraunTHH, KOMTO Crajia KbM Kjlaca JIeKapCTBEHH MPOAYKTH CTUMYJIMPALIH OCTPOBHMTE KJIETKH B
MaHKpeaca, € MOILEH M CeJIEKTHBEH MHXHOUTOP Ha aunenTuan nenruiasa-4 (DPP-4). Mergopmus
JieiicTBa OCHOBHO Upe3 HaMaJIsiBaHE Ha €HIOTeHHOTO 00pa3yBaHe Ha IJII0K03a B YepPHHs Jpo0.

dapmakoIMHAMUYHHU €PEKTH

Bunoaznunmun

BunaaraunTyH AeHcTBa OCHOBHO 4pe3 HHXuOupaHe Ha DPP-4, eH3sUMBT OTrOBOpPEH 3a pa3rpaxcaHeTo
Ha UHKpeTHHOBHTE XopMOoHH GLP-1 (rmokaron noaodex nentua-1) u GIP (rimoko3o-3aBHcHM
WHCYJIMHOTPOIEH TMOHKIIENTHN).

[TpunoMXKEHUETO HA BHJIJATTMIITHH BOJH 10 ObP30 M ITbJIHO HHXHOMpaHe Ha akTUBHOCTTA Ha DPP-4, B
PE3YJITAT Ha KOETO CE MOBMILABAT EHAOTeHHUTE HUBAa Ha HHKpeTHHOBUTE XOpMOHH GLP-1 u GIP,
KaKTO Ha IJIaJIHO TaKa M CJie[] XpaHEeHe.

[TocpeCTBOM MOBMILIABAHE HA €HAOI€HHUTE HUBA HA T€3W MHKPETHHOBH XOPMOHH, BUJIIArJIMIITHH
MOBMILIIABA YYBCTBUTEIHOCTTA Ha OeTa KJIETKMTE KbM KPbBHATA 3aXap, KOETO BOJM /10 Mojo0psBaHe Ha
rIFOKO30-3aBUCUMATa UHCYJIMHOBA cekpelus. Jleuennero ¢ sunaarauntid 50-100 mg nHeBHO npu
MaLMeHTH ¢ AuabeT TN 2 3HaYMMO N0100psBa nokasaTesiuTe 3a 6eTa-KieTbYHaTa PYHKLHS, KOUTO
smouBaT HOMA-[3 (Homeostasis Model Assessment—[3), CbOTHOLIIEHHETO MPOHUHCYJIHH CIPAMO
MHCYJIMH ¥ U3MEPBAHETO Ha PEaKTUBHOCTTA Ha OeTa KJIETKUTE MpH TeCTa 3a TOJEPAHTHOCT MPH YECTO
naBaHe Ha xpaHa. [1pu nuua, KOMTO HAMAT AHa0eT (HOPMOTJIMKEMHSA ), BUIAATJIMIITHH HE CTUMYJIMpa
CeKpelMaTa Ha MHCYJIMH U HE HamaJlsiBa HUBOTO HAa KpbBHATa 3axap.

Upes nosuiaBaHe Ha eHAOreHHoTo HUBO Ha GLP-1, BunaarnvMnTiH noBHilaBa YyBCTBUTETHOCTTA Ha
anda KJIETKHTE KbM KPbBHATa 3aXap, KOETO BOJHM /10 [0-a/IeKBaTHA Ha KPbBHATa 3axap CEKpeLHs Ha
rJIFOKaroH.

[ToBHIIaBaHETO HA HHKPETHHOBUTE XOPMOHH B YCJIOBHSTA Ha XUMNEPIJIMKEMHS BOJM 10 3aCHJIEHO
yBe/IMYaBaHe Ha CbOTHOLUEHUETO MHCYJIMH/TJIFIOKArOH M HaMaliBaHe NPOYKUHUATA Ha [I0KO3a OT
yepHUs Apo0, KaKTO Ha IV1aJHO, TaKa M CJie/l XpaHeHe, C KOETO Ce HaMaJlsiBa INIMKEMHATA.




U3BecTHHUAT eeKT, ye NoBUILIEeHOTO HUBO Ha GLP-1 3ab6aBs cTOMAIHOTO MU3ITPAa3BaHE HE CE
Ha0J1I01aBa MPH JIEYEHUE C BHUJIATTIMIITHH.

Memdgopmun

MeTdopMHUH € OUrBaHH/ C AaHTUXMIIEPIJIMKEMUYEH €(EKT, KOUTO MOHHXKaBa CTOMHOCTHUTE Ha IIHOKO3a
B [JIa3MaTa - KaKTO Ha IJ1aJIHO, TaKa M ciiel XpaHeHe. Tol He CTUMYJIMpa CeKpeluMsaTa Ha UHCYJIMH H
[opajii TOBa He BOAM [0 XMITOTJIMKEMHS WM yBEIU4YaBaHE Ha TEJIECHOTO TErJIO.

MeThOpPMHH MOKe J1a OKa3Ba CBOS IIIOKO30-MOHKKABALL €EKT NMOCPEACTBOM TPH MEXaHHU3MA!

- [MOCPEICTBOM HaMasisBaHe Ha 00pa3yBaHEeTO Ha IJIIOKO3a B YEPHHA Ap00 4Ype3 HHXHOMpaHe Ha
rJIFOKOHEOreHe3aTa U NJIMKOreHOJIM3aTa;

- B MYCKYJIMTE [TOCPEICTBOM YMEPEHO M3Pa3eHO yBeIMYaBaHe Ha MHCYJIMHOBATA
yyBCTBHMTEHOCT, 110100paBaiiku nepudepHOTO NoeMaHe U yCBOABAHE Ha IIHOK03aTa,

- nocpeacTBOM 3abaBsiHe Ha abcopOLMATa Ha [JIFOKO3aTa B YepBara.

MeThOopMHH CTUMYJIMpA BHTPEKIEThYHHSA CHHTES Ha INTMKOTeH, MOCPEACTBOM IMOB/IMABAHE HA

FIMKOreH CMHTe3aTa M MOBMIIAaBa TPAHCIIOPTHHUSA KanaluMTeT Ha crieuMPUUHHM THIIOBE MEMOpaHHH

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

[Ipu XOpa, HE3aBMCHMO OT BIIMSAHUETO CH BbPXY ITMKEMHUSATA, METQOPMHH MMa OJ1aronpHATHH eekTH
BBLPXY JIMMKAHKSA MeTaboau3bM. B cpeiHo- 1 ABJIrOCPOUHH KIIMHUYHH NPOYYBaHMUA, NPH NMPpHEM Ha
TepaneBTHYHH JI03H € 0Ka3aHO, Ye: MeT(OPMHH NOHMWKABA CEPYMHHUTE HHBA Ha OOLLKMS XOJeCTepol,
LDL-xonecreposia ¥ TPHUIJIHLEPHINTE.

[pocniekTHBHOTO, panfomusupano npoyusane UKPDS (UK Prospective Diabetes Study) ycraHoBsBa
IBJICOCPOYHHTE MOJ3M OT HHTEH3UBHUS KOHTPOJI HA KPbBHATA 3aXap MpH NalMeHTH ¢ AnabeT Ty 2.
AHAIU3BT HAa PE3YITATUTE MPHU MALMEHTH C HAJHOPMEHO TEIJI0, JIEKYBaHH C METQOPMHUH ClIe/]
HEyCIeX OT JIeYEHHE caMo ¢ JHeTa MOKa3Bar:

- 3HAYMMO HaMaJIsBaHe Ha aOCOJIIOTHUS PUCK OT BCAKO CBBP3aHO ¢ AHabeTa YCIO)KHEHHE B
rpynara Ha MmetrdopMuH (29,8 cbOuTHa/1000 nauMeHT-roAMHK) CNpSIMO NALUEHTHTE OCTABCHH
camo Ha auera (43,3 cuourns/1000 nauuent-ronunun), p=0,0023 u cnpsMo rpynure Ha
KOMOMHHMpaHa Tepanus cbe CyIPOHWITYypeHHH MPOAYKTH U HA MOHOTEpanus ¢ MHCYTHH (40, ]
cbOuTHA/1000 nauuent-rogunu), p=0,0034;

. 3HAYMMO HaMaJIsiBaHe Ha aOCOMIOTHUS PHUCK OT CBbp3aHa ¢ quabera CMBPTHOCT: METPOPMHH 7,5
cu6ouTHa/1000 naumeHT-ronuHy, camo Ha auera 12,7 csoutna/1000 nauueHT-roausu, p=0,017;

- 3HAYMMO HaMaJIsiBaHe Ha aOCOJIIOTHUS PHCK OT 0011a CMBbPTHOCT: MeTOpMHUH 13,5
chOuTHA/1000 nauueHT-roauHu crnpsimo camo Ha auera 20,6 cvouTra/1000 nauueHT-roauHu
(p=0,011) 1 cipsiMO rpynuTe Ha KOMOMHHpPaHa TEPaNnKs CbC CyJIPOHNITYPEHHH NPOAYKTH U Ha
MoHoTepanus ¢ MHCY/IMH 18,9 cbOuTnsa/1000 naument-roaunu (p=0,021);

- 3HAYUMO HaMaJIsiBaHe Ha abCOMIOTHUS PHCK OT HH(PAPKT Ha MUOKapAa: METQOpPMHH 1 |
cpouTHa/1000 nauueHT-roguHu, camo Ha auera 18 cuouTua/1000 nauuent-roaunu (p=0,01).

KnuHuyHa e(pMKacHOCT M 6€30MacHOCT

[IpubaBsAHETO HA BUJIJATTMIITUH KbM JICYEHHETO HA NMALMEHTH, YHHTO INTIMKEMHYEH KOHTPOJI HE €
3aJI0BOJIMTE/IEH BBIIPEKH MOHOTEpanHsaTa ¢ MeTGOpPMHH, ciie]l 6-MeCeYHO JieHeHHe BOAH 10
NOMBJIHUTETHO CTATUCTHYECKH 3HAYMMO CPE/IHO MOHWKaBaHe Ha CTOWHOCTHTE Ha HbA | B CpaBHEHHE
¢ maue6o (pazauku Mexay rpymure ot -0,7% 1o -1,1%, cboTBETHO, 3a BUIAArIMNTHH 50 mg U

100 mg). [TpOLIEHTHT Ha MALMEHTHTE, KOMUTO MOCTHIaT MOHMKaBaHe Ha cTOMHOCTHTE Ha HbA | C

> 0,7% cnpsAMO U3XOAHHUTE € CTATUCTHYECKH 3HAYMMO IO-BHCOK B JIBETE IpyIH Ha BUJIAATJIMIITHH
o MeThopMHH (ChOTBETHO 46% u 60%) cnpsiMo rpynaTa Ha MeTGOpMHH IUTOC wiauedo (20%).




B 24-ceiMMUHO KJIMHHYHO M3NHUTBaHe, BUiAaraunTHH (50 mg 1Ba MbTH AHEBHO) € CPABHEH C
nuorsiutas3oH (30 mg BeIHbXK AHEBHO) MPH MALMEHTH, MPH KOUTO HE € NMOCTHUIHAT a/ICKBATCH
FTMKEMUYEH KOHTPOJ ¢ MeThopMuH (cpeaHa aHeBHa qo3a: 2020 mg). CpeTHOTO NOHWKEHHE Ha
nupata Ha HbA . npu cpenen uzxoneH HbA . ot 8,4%, e -0,9% npu nobassiHe Ha BUINATJIMNTHH KbM
meThopMuH M -1,0% npu n06aBsiHe Ha MHOTIMTa30H KbM MeThOopMHH. CpeIHOTO NMOBHIIABAHE HA
TEJIECHOTO TErJ10, HabJIK01aBaHoO TP NMALMEHTUTE, NPUEMAIIH MTHOTJIUTa30H B JONTBIHEHHE KbM
meTdopmuH € +1,9 kg, cnpsamo +0,3 kg npu nauMeHTHTe, NpUeMallli BUIJArIUITHH B J0NBIHEHHE
KbM MET(HOPMHH.

B KJIMHUYHO M3MMTBAHE C 2-TOAMIIHA NPOABKMTENTHOCT, BUIAAraunTHH (50 mg 1Ba MbTH JHEBHO) €
CpaBHEH ¢ raMMenupu (10 6 mg/aeH — cpe/iHa 103a npes 2-Te roauHu: 4,6 mg) cinen nobaBsiHE KbM
TepanuATa Ha NMalKeHTH, JIeKyBaHH ¢ MeTQOPMHH (cpeaHa AHeBHa fo3a: 1894 mg). Cnen 1 roauHa
CpeHOTO MoHWXKeHHe Ha HuBaTa Ha HbA ¢ e -0,4% npu n00aBsiHe Ha BUIJATTIMIITHH KbM MEeTHOPMHH
u -0,5% npu 106aBAHE HA IMMENUPH KbM MeTGOPMUH, Npu cpesieH usxoaeH HbAjc ot 7,3%.
[TpoMsHATa B TEAECHOTO TerJio npu BuigarnaunTuH e -0,2 kg cnpsamo +1,6 kg npu raumenupua.
YecToTaTa Ha C/IydyauTe Ha XMUITOrJIMKeMHs € CHTHH(DMKAHTHO MO-HUCKa B rpyrnaTa Ha BUJIJAarjunTHH
(1,7%) B cpaBHeHHe ¢ rpynara Ha raumenupun (16,2%). B kpaiinata Touka Ha npoy4BaHeTo (cien 2
roguHu) croiHocture Ha HbA | ca nogoOHH Ha H3XOAHUTE CTOMHOCTH B IBETE TEPANIEBTHYHH I'PYIIH,
a pa3/IMuMATA [0 OTHOLLIEHHE HAa MPOMSAHATA B TEJICCHOTO TEIJIO M C/Ty4auTe Ha XMITOTTIHKEMHA Ce
3ara3Bar.

B 52-ceIMHUYHO M3NUTBaHe BHiAaraunTvH (50 mg aBa MbTH JHEBHO) € CPAaBHEH C INIMKJIa3K/] (Cpe/Ha
nHeBHa A03a; 229,5 mg) caen nodaBsHe KbM TeparnusaTa Ha MalUeHTH, MPH KOUTO HE € MOCTUIHAT
KOHTpOJ ¢ MeTdopMuH (M3xoHa 1o03a 1928 mg/neH). Cnen | roauHa CpeAHOTO NMOHMWKEHHE HA HbA .
e -0,81% npu no6aBsiHe HA BWJIIATJIMIITHH KbM MeTdOopMHH (1pH cpeleH usxonaeH HbAj. 8,4%) u -
0,85% npu nobaBsiHe Ha MIMKIa3u KbM MeTGopMHH (npu cpeneH uzxoneH HbAjc 8,5%); noka3saHna e
CTATUCTHUYECKH 3HaUMMa He no-mMaiika edpukacHoct (95% CI-0,11 — 0,20). IlpoMaHaTa B T€JI€CHOTO
tersio e +0,1 kg npu BungarnunTyH cnpsmo +1,4 kg npu riMknasun.

B enno 24-ceIMHYHO KJIMHUYHO M3MMTBAHE € olileHeHa e(UKaCHOCTTa Ha QUKCHpaHaTa 1030Ba
KOMOMHALMSA OT BWIJArJIMITUH U MeTOPMHH (MOCTENEHHO TUTpUpaHa 10 1o03a ot 50 mg/500 mg nsa
mbTH AHEeBHO WM 50 mg/1000 mg aBa MbTH AHEBHO), NMPHJIOXKEHA KaTO MbpPBOHAYa/IHA TEparu1s NMpH
MalMeHTH, KOUTO HE ca MPHEMaJIH MpeaH ToBa Apyry JekapcTsa. KomOuHauusTa
puiiaaraunTuH/Merdopmun 50 mg/1000 mg, npuioXkeHa 1Ba MbTH IHEBHO, MoHWkaBa HbA . ¢ -
1.82%., sungarnuntud/merdopmud 50 mg/500 mg, npunoxeHa ABa IMbTH JAHEBHO, ¢ -1,61%,
meTdopmuH 1000 mg, NpuIoXkKeH ABa MbTH AHEBHO, C -1,36% u BunaarnunTiH 50 mg, NpUIIOKEH /1Ba
IbTH JHEBHO, ¢ -1,09% npu uzxoneH HbA | 8,6%. [Tonmwxkennero Ha HbA |, HabmoaasaHo npu
naumeHTH ¢ u3xoaeH HbA . >10,0% e no-roasamo.

24-ceIMHUYHO, PAaHJIOMH3HPAHO, JBOHHO-CIIANO, MJ1ale00-KOHTPOJIMPAHO U3MUTBAHE € NPOBECHO IPH
318 maLMeHTH, 3a a OlleHH e(pUKACHOCTTA ¥ Oe30macHOCTTa Ha BUaraunTuH (50 mg 1Ba mbTH
JIHEBHO) B KoMOMHaLus ¢ MeTdhopMuH (>1500 mg AHEBHO) U rIUMENUpH (=4 mg JHEBHO).
BuijarunTiH B KOMOHMHALMA ¢ MET(OPMHH M INTAMENTUPU CUrHU(GUKAHTHO noHmwkasa HbA
cnipsaimo nnane6o. Kopurupanara cnpsmo ruiane6o pasjivka B cpeAHOTO noHwkenne Ha HbA . cipsamo
u3xoaHara croiHocT oT 8,8% e -0,76%.

[TpoBeieHO € METTOAMIIHO, MHOTOLIEHTPOBO, PAHIOMHM3HPAHO, ABOHHOCIIATIO NMPOYYBAHE MpPH
NalMeHTH CbC 3aXapeH AuabeT THI 2, 3a 1a ce OLeHH epEeKThT Ha PaHHO JIeYeHHE C KOMOMHALIMATA
uiaarMnTHH U MeTdopmu (N=998) cnipsMo ctaH1apTHa MbpBOHa4YaIHA MOHOTEpAnus C
MeTdOpPMHUH, MOCaeIBaHa OT KOMOMHALIMA ¢ BUIJATJIMIITHH (Ipyna Ha Nnociae10BaTeIHO




(N=1003) np4 HOBOAMArHOCTHLIUPAHH MALIMEHTH CbC 3axapeH auaber tun 2. Cxemara ¢
KOMOMHALMATA HAa BH1AAraunTHH 50 mg Ba MbTH JHEBHO TUTKOC METGOPMHH BOJH 10 CTATHCTHYECKH
1 KJIMHUYHO 3HAYMMO OTHOCHTEJTHO HAaMaJIIBaHE Ha PUCKA “"BpeMe 10 MOTBBbPJAEH HeyCleX Ha
MbPBOHAYATHOTO JieyeHue™ (cToHOCT Ha HbA 1. >7%), cripaMo MOHOTepanus ¢ METQOPMHH MpH
HEJIEKYBaHH 10 MOMEHTA MaLMEeHTH CbC 3aXapeH A4adeT THM 2 npe3 5-roAMLIHATa 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
¢ kombunHauumsaTa u 614 (62,1%) nalMeHTH B rpynara Ha Mnocjie10BaTeJIHO JIEYEHHE.

24-ceIMUYHO, PAHIOMH3HUPAHO, ABOWHO-CIIANO, MI1aLe00-KOHTPOJIMPAHO M3IMTBAHE € NMPOBEICHO NpH
449 nalMeHTH, 3a J1a OlleHH e(MKAaCHOCTTa M Oe30nmacHOCTTa Ha BUAArMnTUH (50 mg 1Ba mbTH
JIHEBHO) B KOMOHWHALIMSA C NMOCTOSHHA A03a 0a3aneH WM CMECeH MHCYJIMH (Cpe/iHa IHeBHa 1032 41
eIMHULIM ), ChC CHITBTCTBALI ITpHeM Ha MeThopMuH (N=276) wiu 0e3 CbIIbTCTBALI [TPHEM Ha
merdopmun (N=173). BungarnuntuH B KOMOMHALMSA C MHCYJIMH CUTHU(UKAHTHO noHWkaBa HbA .
cnpamo riane6o. B o6iiara nomynanus Kopurupasara Crpsmo njiauedo pasjimka B CpeiHOTO
noHwxkenue Ha HbA . ipu cpeana uzxoana croiHocT Ha HbA . 8,8% e -0,72%. B noarpynure,
JIEKyBaHH C MHCYJIMH, CbC WK €3 ChbIbTCTBALL MPHEM HA METQOPMHH, KOPUTHPAHOTO CHPSIMO
nnauebo cpeano nonwxeHne Ha HbA . e crorBeTHO -0,63% 1 -0,84%. HecroTaTa Ha XMNOIIMKEMHS B
ob1iata nonyaauus € 8,4% u 7,2%, CbOTBETHO B rpYNHTE HA BUWIAArIMNTHH M 1u1auebo. [pu
MaLMeHTHTe, NPUEMAlLIM BUIJATJIMITHH, He ce HabJioaaBa nosuinaBate Ha Ternoro (+0,2 kg), nokaro
Mpu npuemainure ianebo ce HabmoaaBa noHwxkeHue Ha Ternoro (-0,7 kg).

B apyro 24-ceAMHUYHO NpOy4BaHe NMpH NaLMEHTH C MO-HaNpeaHas 3axapeH AdadeT THIl 2, MpH KOUTO
He € MOCTUIHAT aJIeKBaT€H KOHTPOJI C JICYUEHUETO C MHCYJIMH (KpaTKo M Obp30AeHCTBAlll, Cpe/IHa
uHCyMHOBa 1032 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 KoMOuHauusTa ruiauebo rioc uueyauH (0,5% cnpamo 0,2%). Hecrorara Ha

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

Covpoeyno-cb008 puck

MeTa-aHaJIu3 Ha HE3aBUCHMHTE M NMPOCNEKTUBHO NMPEABAPHUTEIHO ONPEAE/IEHUTE ChP/IEYHO-CHI0OBH
He)KeJIaHW ChbOMTHA OT NpoBeaeHH 37 KIMHUYHM u3nuTBanus, ¢asa Il u IV 3a moHoTepanus u
KOMOMHHMpaHa Teparus ¢ MPOAb/KUTETHOCT Hajl 2 TOAMHH (Cpe/iHa eKcno3uims 50 ceaAMULM 32
BUJIJIATJIMITTHH U 49 ceAMMIIM 32 CPABHUTETHOTO CPEACTBO), MOKa3Ba, Y€ JICYEHUETO C BUJIIarJIMNITHH
HE € CBBP3aHO C MOBUIIaBaHe Ha CbPACYHO-CHAOBHS PUCK CIPAMO CPABHUTEITHUTE MPOILYKTH.
ChcTaBHATa KpaliHa TOYKA Ha MpeIBAPUTENHO ONPEE/IEHUTE CEPUO3HH ChPACYHO-CHI0BH ChOUTHS
(MACE), BKJIIOYBALLH OCTHP HH(APKT Ha MUOKapAa, HHCYJIT WIH ChPJEYHO-ChI0BA CMBPT, € NoA00Ha
PY BUJIAATIMIITHH CIIPAMO KOMOMHHUPAHU aKTMBHH U 11a1ie060 CpaBHUTE/IHH MPOAYKTH [OTHOCUTE/ICH
puck no Mantel-Haenszel (M-H RR) 0.82 (95% CI 0,61-1,11)]. Cepro3Ho cbpae4YHO-CHAOBO ChOUTHE
e Bb3HUKHAJI0 1pH 83 or 9599 (0,86%) OT maLMeHTUTE JIEKyBaHHU C BUJIAArJIMIITAH U rpy 85 ot 7102
(1,02%) npu naLKMeHTHTE, JIEKYBaHU ChC CpaBHUTENIHMA NPoAyKT. OueHka Ha Bceku otaeneH MACE
KOMIOHEHT MOKa3Ba, ye HAMa noBuilueH puck (nogodono M-H RR). IlorBbpaeHuTe ciiyyau Ha
cepaeuHa Hegoctarb4HOCT (HF), nedunmnpanu kato chbpaeyHa HEAOCTaTb4YHOCT, H3UCKBALLA
XOCIHUTAIM3ALIMA WIHM HOBOBB3HUKHAJIA ChpJIeYHa HEAOCTATBYHOCT ca AokiaasaHu npu 41 (0,43%) or
MalMEHTHUTE, JIEKyBaHH ¢ BuaaaraunTuH U 32 (0,45%) oT nauMEeHTHUTE, JIEKYBaHU ChC CPAaBHUTEIIHUA

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

[lequaTpuyHa nomyJiaLus




EBponeiickara areHuus 1o JieKapcTBara 0CBOO0XK/1aBa OT 3ab/DKCHHETO 3a NPe/IoCTaBsHe Ha
pe3yJITaTHTE OT NMPOYy4BaHUATA C pe()epPEHTHHUS JIEKAPCTBEH MPOAYKT, ChAbPIKalll BUJIAATIMIITHH B
KoMOMHaUMUs ¢ METOPMHH BbB BCHUKH MOATPYIH HA NeAHaTPpUYHATA MOMyJIalus CbC 3aXapeH qHadeT
Tun 2 (BX. To4ka 4.2 3a uHpopmalMs OTHOCHO ynoTpeda B NeauaTpH1saTa).

5.2 ®apMaKOKHHETHYHH CBOHCTBA

Bungarnuntud U MeTdOpMHH

Abcopbyus

Jloka3aHa € GHOEKBUBAJIEHTHOCT Ha (PUKCUpaHaTa KOMOMHALMs Ha BUIIArJIMIITHH U METGOPMHHOB
XUAPOXJIOPH/L NP TPH pasinyHK 103upoBkH (50 mg/500 mg, 50 mg/850 mg 1 50 mg/1000 mg)
CIPAMO KOMOMHALIMA OT OTAETHH TabNeTKH BUIJATTMIITHH U METQOPMHUHOB XHAPOXJIOPHA B
CbOTBETCTBALLUTE JI03H.

XpaHaTa He MOB/JIMABA CTENEHTa U CKOpOCTTa Ha abCOpOLIMA Ha BUJIJATIMIITHH OT BUicnokc.,
CkopocTTa M cTeneHTa Ha abcopOums Ha metdopmun 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% w 3abaBsiHE HA JOCTUraHETO Ha tmax (2,0 10 4,0 yaca).

[TocneaBaioTo H3JIoKEHHE oTpa3saBa (PapMaKOKMHETUYHMTE CBOMCTBA HA OT/ACJTHUTE aKTUBHH
BelecTsa BbB BUICIOKC.

Buaaarnuntux

Abcopbyus

Cnen nepopaiHo MPHIIOKEHHE Ha IJ1aJHO BUJIAATIMIITHH ce abcopOupa Obp30 ¢ NMUKOBA MJ1a3MEHa
KOHLIeHTpalus HabmonaBaHa Ha 1,7 yac. XpaHara ciabo 3a0aBsi BpeMETO 3a JOCTHIaHE Ha MUKOBaTa
M1a3MeHa KOHLIEHTpaLus /10 2,5 4aca, Ho He nosiusaBa obwara excrnosuuus (AUC). [1punoxenuero
Ha BUWJIJAIVIMIITHH C XpaHa BOJHU 10 MoHwkaBaHe Ha Crax (19%) cnipsMo npunokeHne Ha riaaHo.
CreneHTa Ha NpoMsHa, obaue, He e KJIMHUYHO 3HaYMMa, TaKa Y€ BUIIArJIMITHH MOXKe 1a Ce NpuJjiara ¢
uiu 6e3 xpaHa. AGcomoTHaTa OMoHaTHYHOCT € 85%.

Pasnpeoenenue

CBbp3BaHETO HA BWJIJIATJIMIITHH C TU1a3MEHHUTE NPOTEHHH € ¢1abo (9,3%) U BUNAArTMNTHH Ce
pasnpezess MopaBHO MEX/Y TUla3MaTa U YepBEHHUTE KPbBHH KJIETKH. CpeiHUAT 00eM Ha
pasnpe/ie/ieHHe Ha BUJAATTMITHH B CTALMOHAPHO ChCTOSTHHE CJIEJl HHTPABEHO3HO MPHIIOKEHHE (Vss) €
71 nauTpa, KOETO Mpeanosara eKCTpaBacKyJ1apHO pa3npe/ie/ieHUE.

Buompancgopmayus

MeTab0aUu3MbT € OCHOBHHUAT ITHT Ha €JIMMUHHUPAHE Ha BUJIJATJIMIITUH IPH XOpa, KOETO ce OTHacH 3a
69% ot no3ara. OcHoBHuAT MeTabonuT (LAY 151) e hapMakonOrdyHoO HEAKTHBEH H € NMPOAYKT Ha
XHUAPOJIM3aTa Ha LIMAaHO rpynara, cbCcTaBiisiBa 57% OT 103aTa, MnocjiejBaH OT MPOAYKT Ha aMU/IHA
xuaponusa (4% or nozara). DPP-4 nonpuHacs 4aCTHYHO 3a XHAPOJIM3aTa Ha BUIAAIJIMIITHH, KOETO Ce
OCHOBAaBa Ha In Vivo MpOoy4YBaHe, B KOETO Ca U3MOJI3BaHM ILUTbXOBE ¢ aepuuut Ha DPP-4.
BungarnuntuH He ce Metabosm3upa ot CYP 450 eH3umuTe 10 cTeneH, KOATO MoXe J1a Obae
onpeneneHa, Cie10BaTe/HO, HE ¢e OYaKBa META0OIMTHHUAT KIIMPBHC Ha BUIIANIMNTHH /1a Ce MOB/IHse
ot eaHoBpeMeHHOTO npuiiokeHne ¢ CYP 450 MHXUOMTOPH W/HITH MHIYKTOPH. [n vitro npoy4BaHHUATA
MoKa3BaT, Ye BUIJArIMNTHH He MHXUOupa/unayuupa ensumure CYP 450. CnenosaresiHo, HAMa
BEPOSATHOCT BHJIJIArJIUIITHH /1a MOBJIMsABA METADOIMTHHS KIIMPBHC HA €JHOBPEMEHHO INpHJIaraHuTe

nekapctsa, metabonusupanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2De6, CYP 2E1 unu
CYP 3A4/5.




Enumunupane

Cnen nepopajiHo npuioxenue Ha ['*C] BungarnunTuH, npubausurenHo 85% ot nosara ce
eKCcKpeTHpa B ypvHata v 15% ot 103aTa ce oTKpHBa BbB (eueca. bhOpeuHaTa ekckpeuus Ha
HEMPOMEHEH BUJIJArJIMITHH ChCTaBABa 23% OT 103aTa ciiefl nepopaiHo npuioxenue. Cnen
MHTPABEHO3HO MPUJIOXKEHHE Ha 3/ipaBU HHIUBHIM, OOIMAT M1a3MeH U ObOpeveH KJIMPBHHC Ha
BWJIArJIMITTHH €, CbOTBEeTHO 41 ¥ 13 /yac. CpeaHUAT eITMMHHALIMOHEH MOJTY>KMBOT CJIe/
MHTPaBEHO3HO MPHJIOKEHHE € MPUOIU3UTEIHO 2 Yaca. ENTMMUHALIMOHHUAT MOJTY>KUBOT CJIE/
[EPOPATHO NMPUJIOXKEHHUE € NPUOIU3UTETHO 3 Yaca.

Jlunetinocm/nenuneurnocm

Cax Ha BWIJIAMIMITTAH W TUTOLITA M0 KpUBATa Ija3MeHa KoHueHTpauus cripsamMo BpeMe (AUC) ce
MOBMILIABAT M0 MPHOJIU3UTETHO 103a-PONOPLUOHAJIEH HAYHH B PAMKHTE Ha TepaneBTHYHHUA 10308
HHTEpBaJl.

Xapaxmepucmuxu npu nayuenmume

[Mon: He ce Haba01aBaT KIIMHUYHO 3HAYHMM Pa3/IMKHM BbB (papMaKOKMHETHKATa Ha BUJIAAT/IMIITHH
MpPH 3/]paBH MBbXKe M J)KEHH B LIMPOK JHaNa3oH Ha Bb3PacT M MHJIEKC Ha TenecHa maca (MTM).
Nuxubupanero Ha DPP-4 ot BU1aarjiMnTHH He Ce MOBJIHABA OT MOJ1a.

Bu3pact: [1pu 3apaBu HHAMBUIH B CTap4ecka Bb3pacT (= 70 roauHu), od1ara eKCro3HLMs Ha
suaaraunTid (100 mg BequbK AHEBHO) ce yBenuuasa ¢ 32%, ¢ 18% noBHilaBaHe Ha NMUKOBaTa
Ma3MeHa KOHUEHTPALMs B CPaBHEHHE ChC 37jpaBu Maaau UHAMBUIM (18-40 roaunu). Cuwura ce,
obaye, 4e Te3¥ NPOMEHH He ca KIMHUYHO 3HauMMHu. Muxubupanero va DPP-4 oT BUIAArIMNTHH He ce
NMOBJIMABA OT BB3pacTTa.

YepHoapoOHO yBpexaaHe: [Ipu MaLMeHTH C JIEKO, yMEPEHO HITH TEKKO YePHOAPOOHO yBpeKaaHe
(knac A-C no Child-Pugh) HaMa KIMHHYHO 3HAYMMHM NPOMEHH (MakcumMyM ~30%) npu ekcrno3uuusTa
Ha BHJIJArJIMIITHH.

b16peuno yBpexaate: [Ipi HHANBUIM C JIEKO, YMEPEHO HJIM TEXKO OBOpEeYHO yBpexaaHe
CHUCTEMHATa eKCIO3ULIMA Ha BHIAArIUNTHH ce yBearudaBa (Cmax 8-66%; AUC 32-134%) n o0mus
TeJleceH KJIMPBbHC HamajisiBa B CPaBHEHHE C MHIMBHIH C HOpMasiHa ObOpeyuHa QyHKLHS.

ETHuuecka rpyna: OrpaHiueHUTe JaHHU NpE/IoJarar, 4e eTHU4YeCKaTa NpHHaJUIe)KHOCT He OKa3Ba
rojsiMa BJIMssHUE BbpXYy (papMaKOKMHETHKATa Ha BUJIATJIUNTHH.

MetdhopMHH

Abcopbyusn

Cnen nepopajieH npueM Ha MeTHOpPMHH, MaKCHMaJIHaTa Iula3MeHa KOHUEHTpalus (Cmax) c€ AOCTHTA
ciiell 0KoJ10 2.5 yaca. A6contoTHaTa OMoHaNIMYHOCT Ha Tabnetka MetdopmuH oT 500 mg npu 31paBu
WHAMBUAM € npubausutento 50-60%. Cnen nepopaneH npuem, HeabcopOHpaHaTa 4acT, KOATO ce
ycraHoBsBa BbB (ereca e 20-30%.

Crnea nepopaiHo npuiokeHre abcopOumsaTa Ha MeTGOPMHH € HacHLIalla U HerbHa. [1puema ce, e
dhapmakokMHeTHKaTa Ha abcopOuusTa Ha MeThOPMHH He € TMHeiHa. [1py oOuyaiHKuTe 1031 Ha
MeT(GOPMHH M CXEMH Ha MpHJiaraHe, CTallMOHapHa M1a3MeHa KOHUCHTpaLUs Ce I0CTUra B paMKHMTE Ha
24-48 yaca u karto o e noa 1 pg/ml. [1pu KOHTpOIMpPaHH KJIMHWYHH MPOYYBaHUA MAKCUMAaJIHHUTE
riasMeHy HUBa Ha MeTGOpMHH (Cmax) HE HaaBUILABAT 4 ng/ml, 1opH Npu MAaKCUMAaTHH JI03H.




Xpanara cina6o 3a6aBs ¥ HamasisBa cTerneHTa Ha abcopOums Ha MeT(popMHUH. (el NpuIoXKeHHEe Ha
no3a ot 850 mg, nukoBara rasmeHa koHueHTpauus e 40% no-uucka, AUC e HamasieHa ¢ 25% u
BPEMETO 3a JIOCTHraHe Ha MUKOBA M1a3MeHa KOHUEHTPALKs € YABIDKEHO ¢ 35 MUHYTH. He e scHa
KJIMHHYHATa 3Ha4MMOCT Ha TOBA HaAMaJIEHHE.

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

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

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

Enumunupane

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

> 400 ml/min, koeTo nokassa, 4e METPOPMHH Ce eIMMHUHHUPA Ype3 IIIOMepYJIHa GUITpauHs U TyOy/1Ha
cexpeuus. Cnea nepopaneH npyeM, NPUBUIHUSA TEPMHUHAIICH €JIAMHHALIMOHEH MOJTY>KHBOT €
npubnusurenHo 6,5 daca. [1pu yBpenena 6b0peuna QyHKuus, ObOpeYHUAT KIMPBHC € HaMaJleH
MPONMOPLHOHAIIHO Ha KPEaTHHUHOBUS KJIMPBHC M NOPaJid TOBA €IMMHUHALIMOHHUAT MOTYXKHBOT €
yIBJDKEH, KOETO BOM /10 MOBUILIEHO HUBO HA MET(HOPMHH B IUIa3MaTa.

5.3 Ilpeaxk/HHHYHH JAaHHH 32 0€30MACHOCT

[Ipu XKMBOTHH Ca MPOBEAECHH €KCIIEPUMEHTAIHM NPOYYBAHHMS C MPOABIDKUTETHOCT 10 13 ceamuiu ¢
KOMOHMHALMATA OT BellleCcTBaTa, ChAbpKallM ce BbB Buiicnokc. He ce ycraHOBsIBaT HOBH NMPOSBU Ha
TOKCHYHOCT € Ta3u KoMOMHanus. CieaBaliyre JaHHHU ca YCTAHOBEHH B NPOY4YBaHHUA MPOBEJICHH C
BHJIJIArJIMITTHH U METHOPMUH MOOTAEHO.

BuagarauntuH
[Tpu kyuera ce HaOJl01aBa yAb/DKaBaHE Ha HHTPAKapAMaIHOTO NMPOBEXK/aHe NMpPHU 1034, MPH KOATO
HaMa edekT, oT 15 mg/kg (7-mbTH HaJ €KCMO3HLMATA IIPH XOpa Bb3 OCHOBA Ha Cax).

KymynupaHe Ha NeHeCTH ajiBeosiapHu Makpodaru B 6esiure apobose ce Hab/1r0/1aBa MpH TUTHXOBE U
muiku. JloszaTa, npu KoaTo He ce HabmoaaBa nogobeH edekT npu rurbxose € 25 mg/kg (5-mbTH Hax
ekcro3uuuaTa npu xopa b3 ocHoBa Ha AUC) u 750 mg/kg npu muuku (142-mbTH Hag €KCrIO3HLIMATA
MpH Xopa).

CTOMalIHO-YPEBHUTE CUMITTOMM, OCOOEHO MEKH U3MPAXKHEHHUS CbC CILY3, IHAPHS M MPH MO-BHCOKH
71034 KPBB B M3NpaXHEHUATa, ca HabmoaaBaHu npu Kyvera. HuBo, npu koeto He ce Hab/ronaBa egekr
HE € YCTaHOBEHO.

BunaarnunTHH HE € MyTareHeH Npyv KOHBEHLIMOHAJIHWTE 1 VIlro W In vIvo U3CJie/IBaHUA 3a
r€HOTOKCHYHOCT.

[TpoyuBaHe 3a GEePTHIMTET U paHHO eMOPHOHAIHO pa3BUTHE NPH IUIBXOBE HE aBa JaHHH 32
HapyLIeHHUs BbB (DEPTHIIMTETA, PETIPOAYKLIMATA WIM PAHHOTO €EMOPHOHAIHO pa3BMTHE B PE3YJITAT Ha
JIe4YeHHeTo ¢ BWIAArIUNTHH. EMOpHO-(eTanHaTa TOKCHYHOCT € OLIEHsBaHa IPH TUTbXOBE U 3aHIIH.
[ToBuIEHA YeCTOTa Ha BJIHOOOpa3HH peOpa ce Hab/oAaBa MpH IUTbXOBE BBB BPb3Ka C HAMaJIEHH
apaMeTpH Ha TeJIECHOTO Terj0 Ha MaiuMHHs OPraHU3bM C /1034, IIPU KOATO HAMA edekT, oT 75 mg/Kg
(10 mbTH HaJ eKcro3uLMATa rpu xopa). [Ipu 3akim, HamaneHo TeJIECHO TETJI0 U IPOMEHHM Ha CKeJleTa,
[MOKa3aTeJIHU 3a 3a0aBsiHe B pa3BUTHETO, ca OTOE/IA3aHH CaMO MPH HATMYHETO Ha TEXKK




3a MaYMHHUA OPraHU3BM C J103a, NPH KoATO HAMa edekT, 50 mg/kg (9 mbTH Haa eKcro3uLMsTa NPy
xopa). [Ipu rubXoBe € MpoBEeACHO Mpe- U MOCTHATAIHO NMpoyyYBaHe 3a pa3BUTHE. Haxoku ce
HabI01aBaT caMO BBB BPb3Ka C TOKCHYHOCT MpHU MaifuuHUA opraHu3sm npu > 150 mg/kg u Biousar
MpexXoJHO HaMaJIsiBaHe Ha TEJEeCHOTO TErJI0 U HaMaJleHa JBUraTejiHa akTHBHOCT B F 1 nokoneHuero.

JIBYrOIMIIIHO NMPOYYBAaHE 32 KAPLIMHON€HHOCT € IPOBEIEHO MPH IUILXOBE IPH MEPOPAIHH 103H 10
900 mg/kg (npubnuzurenHo 200 mbTH €KCHO3ULIMATA MPH XOpa NMPH MaKCHUMAJTHO MpenopbYBaHaTa
no3a). He ce HabaonaBa nopuinaBaHe Ha 4eCTOTaTa Ha TYMOPUTE, KOMTO OMXa MOTJIM Ja C€ OTHecaT
KbM BHJIAArIUINTHH. Jpyro ABYroauiHO NpOy4YBaHe 3a KapLUMHOIE€HHOCT € MPOBEAEHO NMPH MHULLKH C
nepopanHu ao3u 10 1000 mg/kg. [Topuinenara yecrora Ha aA€HOKapLIMHOM Ha rbp/JiaTa v
XE€MaHrHocapKoM ce HabJroaBa npM 103a, Npy KoATO HAMa edekTt, cboTBeTHO, OT 500 mg/kg (59
mbTH ekcriosunuara npy xopa) ¥ 100 mg/kg (16 nmbTH ekcno3uuusaTa npy xopa). Cuura ce, ye
MOBHUIIEHATA YECTOTA Ha T€3HW TYMOPH IPH MULLIKHK HE MPEACTaB/sABa 3HAYUM PUCK 3a Xopara, Bb3
OCHOBA Ha JIMIICaTa Ha FreHOTOKCUYHOCT Ha BUJIJArJIMIITHH U OCHOBHUA My METabOJIUT, nosBaTa Ha
TYMOPHTE CaMO TMPH €IMH BUJ U BUCOKMTE CbOTHOLUIEHHUSI Ha CUCTEMHA €KCITO3MLIMA, NPH KOSTO ca
Ha0/1I01aBaHU TYMOPHTE.

B 13-cenMH4HO NMpoy4BaHe 3a TOKCHYHOCT MPH MAHMYHH MaKall¥, KOJXKHH JIE3HH ca OTOE/IA3aHH MPH
no3u > 5 mg/kg/neH. Te ce okanu3upaT BUHAru Mo KpauHUUMTE (pbLETE, XOAHUJIaTa, YIIUTE U
onawmkara). [Ipu 5 mg/kg/nen (npubnusurenex ekBuBaieHT Ha AUC eKcrio3vuusTa rpy Xopa rnpu
no3a 100 mg), ca HaGmonaBaHu caMo MexypH. Te ca oOpaTUMH HE3aBUCUMO OT TOBA, Y€ JICYEHUETO €
MPOAB/DKEHO M HE Ca CBbpP3aHM XMCTOMATOJIOrMYHA aHOMaJIuM. HamykaHna koxka, Jrolerna ce Koxa,
CTPYIE€H ¥ PaHHW Ha OnallKaTa ¢ KOpeJaupalluy XMCTONaToJIOrMYHY MPOMEHH ca HaOJII0AaBaHH MpH
no3u > 20 mg/kg/nen (npubnausurento 3 mbtH AUC ekcno3uuusara npy xopa npu ao3a 100 mg).
HekxpoTuunu ne3un Ha onaiikara ce Habmoaasar npy > 80 mg/kg/nen. Koxxnure ne3uu He ca
oOpaTHUMH NpH MalMyHH, JilekyBaHH cbe 160 mg/kg/nen no Bpeme Ha 4-ceIMUYHHUS Bb3CTAHOBHUTEIIEH
MEPHOI.

MetdopMuH

HexiuHU4YHMTE NaHHM 32 MeT(OPMHH He NOKa3BaT 0COOEH pUCK 3a Xopa Ha Da3ara Ha
KOHBEHLIMOHAITHH (hapMaKOJIOrMYHHU MpOoyUYBaHUs 3a 0€30MacHOCT, TOKCHYHOCT MPH MHOTOKPATHO
MPUI0KEHUE, FTeHOTOKCUYHOCT, KAPLIMHOIeHEH NMOTEHLMa H PENpOaYKTUBHA TOKCHYHOCT.

6. PAPMALEBTUYHUA JAHHHA
6.1 ChnuchbK HA NIOMOIIHHTE BellecTBAa

Cwvpyesuna Ha mabaemkama.
XHUAPOKCUITPOINHUIILIETYJI03a
Marse3ueB creapar

Duimoso nokpumue:
Xunpomenosa 2910 3¢cP
TuranoB auokcua (E 171)
XKeneszen okcun, xwat (E 172)

MakporoJs 4000
Tank

6.2 HecbBMEeCTHMOCTH




Henpuioxumo.

6.3 Cpok Ha rogHocr

PA/Alu/PVC/Alu 2 roguuu

PCTFE/PVC/Alu 18 meceua

PVC/PE/PVDC/Alu 18 Meceua

6.4 ChnenuaJIHH YCJIOBHS Ha ChbXpaHeHHe

Jla ce cpxpansaBa nog 30°C.

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

6.5 Buau cbabpKAHHE HA ONIAKOBKATA

- Anymunnit/ Anymunuii (PA/Alu/PVC//Alu) 6auctep
- Tonuxnoporpuduyopoerunex (PCTFE)/PVC//Alu 6aucrep
- TMonusuunwmxnopun/Tloauerunen/IonuBununuaex xaopu/Anymununit (PVC/PE/PVDC//Alu)
oaucrep
[Ipennara ce B onakoBKH, chabpkauu 30 nim 60 puimupann TadbneTkw.
He BCHuUKHM BHIOBE ONAKOBKM M KOHLIEHTpALMK MOraT Ja Obaart mycHaTH B rpoaaxoda.

6.6 ChnenqaJHH NpeAnasHH MePKH NPH H3XBLPJIsIHE H padoTa

HeW3no/I3BaHUAT JEKAPCTBEH MPOAYKT WM OTNAaJbYHUTE MaTEPHaId OT HEro TpAOBa 1a ce U3XBBPIIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHA.

e NMPUTEXATEJ HA PASPEIHNIEHUETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, 1000 Ljubljana
CrnoBeHus

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 mppBO pa3pewaBane: 23.06.2017




Jlata Ha nocneaHo noaHoesBane: 07.09.2022

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

03/2025




