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KPATKA XAPAKTEPHCTUKA HA ITPOAYKTA



A OX2 0838

1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Tarnuua Met 50 mg/1000 mg ¢punmupanm TadseTku é ¥ % ? g 10 -0&- 2075
Taglin Met 50 mg/1000 mg film-coated tablets

& KAYECTBEH U KOJIMYECTBEH ChCTAB

Beska dwnmMupana tabnetka chabpxka S0 mg suigarnunTuH (vildagliptin) u 1000 mg
MeT(HOPMUH XUapoxuopua (metformin hydrochloride).

3a IMBJIHUA CITUCBK HA MOMOUIHHUTE BEIEeCTBA BHXXTE TOYKA 8.1.

3. JIEKAPCTBEHA ®OPMA

(Dunmupana tabnerka.

XbnTa, ABOHHOM3IMbKHANIA, eNUINICOBHUIHA (hHIIMHpaHa TabJieTKa CbC CKOCEHH pb0OBE, C IbJ/KHHA
21,5 mm ¥ wupounna 10,4 mm.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NMOKA3AHUA

Tarnua MeT e nokasaH KaTo JOITbJIHEHWE KbM JHMETAaTa M YINpaXHEHUATa 3a MogoOpeHue Ha

FMAKeMHUYHUA KOHTPOJI MPH Bb3PAaCTHH CbC 3axapeH auadeT T 2:

- MPpH MALMUEHTH, IIPU KOUTO HE € Bb3MOXKHO Ja Ce NMOCTUTHE aZIEeKBATE€H KOHTPOJI CaMo ¢
METHOPMHUH XUAPOXIJIOPHI.

- NPy NMalMeHTH, KOUTO Beue ce JIeKyBaT ¢ KOMOMHALMATA BUJIAATIMIITUH U METQOPMHUH
XUJAPOXJIOpU noj popMaTa Ha OT/IEJIHHM TA0JIETKH.

- B KOMOMHAUMS C JIPYTH JIEKAPCTBEHM MPOAYKTH 3a JieYeHUe Ha AnaldeT, BKIOUHUTEIIHO UHCYJINH,
KOraTo T€ He OCUTYpsBaT aJleKBaTeH rMKeMUYeH KOHTpOoJ (BXK. Touka 4.4, 4.5 1 5.1 3a HaJINYHK
JJAHHU OTHOCHO pa3IMYHHUTE KOMOUHALIMH).

42 Jlo3HpOBKA H HAYHMH HA NPHJIOKEHHE

Jo3upoBka

Bv3pacmnu ¢ nopmanna 6vopeuna yuxyusi (GFR> 90 mi/mun)

Jlo3ata nmpu aHTUXHUNEPrIMKEMUYHOTO JieueHHne ¢ Tarnuu MeT TpsOBa J1a O0b/1e MHAWBHIYANTH3HpaHa
Bb3 OCHOBA Ha TEKYlllaTa cXeMa Ha MnalueHTa, epeKTHBHOCTTA U MOHOCUMOCTTA, KaTo He ce
MpeBylliaBa MaKCMMalHara npenopbynTesHa AHeBHa Ao3a oT 100 mg sunaarnuntuH. Tarnud Met
MOXeE J1a ce 3anoyvHe WM kato Tabnetka ot 50 mg/850 mg unm karo tabnetka ot 50 mg/1000 mg,
MpUJIOXKEHa /iBa IMTbTHU JHEBHO, €Ha TabJeTKa CYTPUH M €1Ha Be4ep.

- [Ipn nameHTH, NMPU KOUTO HE € MOCTUTHAT aJleKBATEH KOHTPOJI ¢ MaKCUMaJiHaTa MoOHOCHMA
no3a MeThOopMHUH, NpUJIaraH KaTo MOHOTEparus:

Hauannara no3a Ha Tarnua Met TpsaOBa 1a npegocrabs BUuigarJaunTad S0 mg ABa NbTH JAHEBHO

(100 mg obma aHeBHa J03a) IUTKOC j103aTa Ha MeTHOPMHH, MpUEMaHa 10 MOMEHTA.

- [Tpn nainpeHTH, NpyM KOUTO ca NpujiaraHi €JHOBPEMEHHO BUJIAArJIMNTHH U MET(POPMHUH KaTo

OTHEJIHU TadNeTKu: '
Tarnun MeT TpsiOBa 1a ce 3anoyHe B ChLIMTE /1031 HA BUJIAATIMIITUH U METHOPMHH, KakK
MPUEMAHUTE 10 MOMEHTA.

- [Tpn naumeHTH, NPU KOUTO HE € MOCTUTHAT aIeKBATEH KOHTPOJI ¢ JBOHHA KOM
MeThOPMHH M cyTIPOHUITYpeitHH TpenapaTu:
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HNozara Ha Tarnuu MeT TpAOBa Ja npeocTassd BUNJAMTUNTHH B 103a oT 50 mg ABa MbTH JHEBHO
(100 mg o61na AHeBHA 03a), a Jo3aTa Ha MeThopMHH TpsadBa fa 6bae noaobHa Ha npueMaHara 110
momenta. Korato Tarnun Met ce npunara 8 KOMOHHALIHA CBC CYyNGOHUNTYPEAHO TPON3BOAHO, MOXE
I1a Ce ¥Ma NMpeIBH]] MO-HUCKA [103a HA cYNOHUNYpeHHNA NIPEnapar, 3a /1a ce HaMalnH pHCKa oT
XUITOrNUKEMHUS.

- I1py nauneHTH, NIPH KOWTO HE € MOCTHIHAT afleKBaTeH KOHTPOJ ¢ ABOHHA KOMOMHMpaHa
TepaIuaA ¢ HHCYJIKH U MaKCHMAaJTHa MOHOCHMA [103a MET(OPMHUH:

Jlo3ata Ha Tarnud MeT Tpsa0Ba Aa NpeoCcTaBd BUIAATTUIITHH B Ko3a oT 50 mg ABa ITbTH ZHEBHO

(100 mg obiwa nHeBHa J03a), 4 A03aTa Ha METPOpMKH TpsOBa Aa Obae nojodbHa Ha n03aTa,

npHeMaHa 10 MOMEHTA.

BezonacHOCTTa M ePHKACHOCTTA HA BUANIANTHH H MeTGOPMHH, PHITaraHy Karo TpokiHa nepopaiHa
Tepanus B KOMOHHALINA C THA30JIMIWHANOH, HE Ca YCTAHOBEHM.

Cneyuairnu cpynu nayuernmu
Cmapuecka ev3pacm (2 65 200unu)

Tt karo MeTQOPMHH Ce eKCKpeTHpa npe3 6bbpeluTe, a HALMEeHTHUTE B CTapUeCKa Bb3pacT MOKa3BaT
TEHAEHLMA KbM HaMansuBaHe Ha ObOpeuHaTa PyHKUMSA, [1PH ALHUEHTHUTE B CTAPUYECKa Bb3pacT, KOUTO
npuemat TarnuH Met, pegosHo Tpabea aa ce npocnesea GyHKUUATA Ha OL0peruTe (BXK. TOUkH 4.4 ¢

3.2).

Bvbpeyno yepescoane

ITpenu 3amoyBaHe Ra JieyeHHe ¢ NIPOLAYKTH, CbAbpKallv MET(HOPMHH, TpAOBA /1a ce HAaNpaBH OLEHKA
#a GFR ctolfinocTHTE, 2 cnes ToBA - MOHE BEAHBX roAullHoO. [TpH mauyeHTH ¢ NOBHLIEH PHCK OT MO~
HATATHIITHO NporpecHpaHe Ha 6K0pedHo YBpEKIAHE H TIPH NMALKHEHTH B CTapYecKa BB3PACT TpsOBa 1o-
YecTo Jia Ce [paBM oleHka Ha 0b0peuHaTa yHKUMs, HANIp. HAa BCcekH 3-6 Mecela.

3a npeANOYHTAHE € MaKCHMaTHaTa JHEeBHA A03a MeTPOPMHUH Ja Obe pasaesicHa Ha 2-3 AHEBHH IO3H.
(daxTopr, KOUTO MOTaT Jla YBETHUAT PUCKa OT NaKTAaTHa auuaosa (Bx. Touka 4.4), TpabBa ga 0Obaar
npepasrieqaHH, npejy Ja ce oOOMHCITH 3aM0YBaHETO Ha IEYEHHE C MeTGOPMHUH TIPH NALHEHTH C
GFR< 60 ml/min.

AKo He e JocThITHA J030Ba dopma Ha TarmuH MeT ¢ aZ1eKBaTHO KOJIHYECTBO Ha aKTHBHOTO
BELIeCTBO, BMECTO KOMOHHALMA ¢ dUKCHpaHU KO3U TpsAOBa Aa ce U3MNON3BAT OTACITHUTE
MOHOKOMITOHEHTH.

GFR ml/min MetdopMuH Bungarnuntus

60-89 MakcumanHata aHerHa go3a e 3000 mg. | He ce Hanmara xopurupase Ha jo3ara.
Moxe na ce oOMHUCIIHM HaMalisiBaHe Ha
703aTa npu BIolIaBaHe Ha OrOpevHaTa

$yHKLMS.

45-59 Makcumanuara aHeBHa fo3a e 2000 mg. | MakcnamanHara JHeRHa Jo3a e 50 mg.
HadanHaTta fo3a e noHe NoJIOBUHATA OT
MakcUMaJHaTa 103a.

30-44 Makcumannara gHeBHa fgo3a e 1000 mg,

Hauyanxarta no3a € noHe NOJIOBUHATA OT
| MAKCHMAITHATA J103a.
<30 MeT¢dopMHH € NPOTHBOMOKA3aH.

Heprnoopobro yspeaucoare
Tarnnd MeT He TpsaOBa a ce npunara npu NauHEHTH ¢ YepHOAPOOHO YBpEXKIaHe, BKIIOW
ChC CTOMHOCTH Ha anaHWH aMuHoTpaHcepasa (AJIAT) wan acnaptat aMHHOTpaHChep3Ne

npeay 3ano4yBaHe Ha MEYEHUETO > 3 ITHTH rOpHaTa rpaHuua Ha HopManHoTo (I'T'H) (B#.
n 4.8).




Ieouampuuna nonyrayuA
He ce npenopnuBa ynorpebara Ha Tarnun MeT npH feua v roHolnu (< 18 rognuu). bezonacHocTTa 1
ednxacHocTTa Ha Tarmue Met npu aeua v oHowWwH (< 18 rognau) He ca ycraHoBeHH. JIMMCBAT NaHHA,

HayuH Ha IpHUACKEHHE

[lepopaitHo NPHIIOKEHHE.
INpuembT Ha TarnnH Met no Bpeme UM BEQHATa ClIe[ XpaHEeHe, MOXKE 1a HAMAaNH CTOMALIHO-
YPEBHUTEC CHMITTOMH, CBBP3aHH ¢ METPOPMHUH (BX. CBIIO TOYKA 5.2).

4.3 IIpoTHBONOKA3AHHSA

— CBpBbXuyBCTBUTEITHOCT KbM aKTUBHUTE BELLECTBA KK KbM HAKOE OT MOMOLIHUTE BEUECTBA,
n30poeHy B Touka 6.1;
— Bcexu THn ocTpa MeTaboMHTHA aluao3a (KaTo JlakTaTHa alygo3a, quabeTHa KeToauuiosa);
- uabeTHa npekoMa;
- Texxka 6n0peuna HepoctaThruHOCT (GFR <30 ml/min) (ex. Touka 4.4);
- OcCTpH ChCTOAHHA, KOMTO MOTAT J1a NpoMeHAT ObOpeyHaTa pyHKIUH, KaTo:
- Jexuaparaums,
— TeXKa HHPEKUNA,
- IOK,
- BHTPECBAOBO NPHIOKEHHE HA HOJHpAHU KOHTPACTHH BEILECTRA (BXK. TOUKA 4.4);
- OcTpo UNH XpOHKYHO 3a00NgBaHe, KOSTO MOXeE Jla MPHYHHHN ThKAaHHA XHITOKCHA, KaTo:
- ChpIeuHa UK JUXATEIIHA HEQOCTATBYHOCT,
- CKOpOLIeH MHOKapAcH HHPApKT,
— LIOK;
— YepHoapobHo yepexnaHe (BX. To4ku 4.2, 4.4 n 4.8);
— OcTpa aNKO0X0JIHa HHTOKCHKALHA, ATKOXOJIUIBM,;
- KspMeHe (BX. TOUKA 4.6).

44 ChnenuaJHH npefynpexieHHs H NpeANasHH MEPKH NMPH ynoTpeoda

Ob61H

Tarnun MeT He e 3aMeCTHTENT Ha HHCYJIMHA TIPA MHCYJIMH-3aBUCHMHU MalUEeHTH U He TpAOBa aa ce
TIpHnara 1pH ManyAenTH Cbe 3axaped aWadbet tvn 1.

JlakTaTHa alliJo3a

JTakraTHara aun03a, MHOTO pAIKO, HO CEPHO3HO METADONMHTHO yCI0XKHEHNE, HAH-YECTO HACTHLNBA
NpH OCTPO BiOLIaBaKHe HA 6b0peuHaTa QyHKIMSA, KapAHO-pECTTMPATOPHO 3a00JIABAHE HITH CETICHC.
HarpyneaHeTo Ha MET)OPMHH HACTRLIIBA NMPH OCTPO BloLIaBaHe Ha OLOpeynaTa GyHKUMA U
YBENTHYaBa PACKa OT JJAKTAaTHa aUM03a.

B crxyvaih Ha AexuapaTtauns (TEXKa JHapvs WIH MOBpBILaHe, TpeckKa HIIH HaMalleH TITpHEM Ha
TEYHOCTH) TPAOBA BpEMEHHO Aa Cce Cripe NpUeMa Ha METQOPMHH U € NPENOPBHUYNTENHO Ja C€ YCTAHOBU
BPB3KaA C MEAWLIMHCKH CTICIIHAITHCT.

[TpueM®BT Ha TIeKapCTBEHU NMPOIYKTH, KOUTO MOTAT OCTpo Jia yBpeasT 6ubpevHaTa ¢pyHkuus (kato
aHTHXHUIIEPTEH3UBHY cpeactaa, guypeTuid 1 HCIIBC) TpsA6Ba na ce 3ano4yHe ¢ NOBHIIEHO BHHMaHHe
NIPH MAalAeHTH, JeKyBaHu ¢ MeThopMuH. J{pyru puckoBr GakTOpy 3a IakTaTHa allao03a Cg
NIPEKOMEPEH NIPHEM Ha aKOX0J1, UepHOApoOHA HEJOCTATBYHOCT, HEJOCTATHYHO KOHTD @\
K€T03a, MPOOLIKATENHO FagyBaHe M BCIKAKBHM ChCTOSHHUA, CBbP3aHH C XUIIOKCHA, KK
elHOBpeMeHHara ynortpeba Ha n1ekapCTBEHHU NPOAYKTH, KOHTO MOIaT Ja NMPHUMHAT J¢
(BXk. Touky 4.3 n 4.5).




[MauuenTnre W/unu bonHorneaauynte TpadbBa na 6bAaT UHPOPMHUPAHHK 32 PUCKA OT NTAKTaTHA alH103a.
JlakTaTHATa allHA03A Ce XapaKTepu3upa ¢ alM03Ha JUCITHES, KopeMHa 601Kka, MyCKYJIHY KpaMIH,
aCTEHHs H XHMOTEPMUS, TIOCIEIBAHH OT KoMa. B ciryqait Ha CbMHEHHE 33 CHMIITOMH NALHEHTET
Tpsa6Ba Ja cnpe npHeMa Ha MeThopMHH ¥ He3abaBHO a TOTHpCH Jiekapcka noMolll. JInarHoCTHIHNTE
nabopaTOPHH HaXoOAKH ca NMOoHMKEHO kpbeHo pH (< 7,33), NOBHUICHH HNBA HA NNA3MEHNA NAKTaT

(> 5 mmol/l) ¥ noBHIIEHA aHHOHHA Pa3JIWKa ¥ CHOTHOLIEHHE NNaKTAT/ITHpYBaT.

Ipunoxcenue Ha #OOUpanU KOHMPACMKU 8eUjeCMed
BETpechA0BOTO NMPHIOKEHNE HA HOAHPAHH KOHTPACTHH BEUIECTBA MOXE [4a J0BEJIe 10 KOHTPAcT-

WHIyLMpaHa Hedponatus, BoAeLla 10 HATPYIBAHETO HA METQOPMHIH M MOBHUIEH PHCK OT JlaKTaTHA
anuao3a. MeTtdhopMHH TPAOBA 112 ce cTIpe peX WM MO BpEMe Ha nmpouelypaTa 3a 00pa3Ha
OWArHOCTHKA H He TpaORra fa ce BL300HOBABA [0 Hali-Manko 48 4aca ciiell TOBa, [TPH YCIIOBHE U€
6b0peuHaTa GyHKLMA € OLiEHeHA OTHOBO U € YCTAHOBEHO, ue € cTabMIHa (BX. ToUkH 4.2 1 4.5).

brbpeuna QyHKINA

[Mpenn 3ano4BraHe Ha NedeHneTo TpAOBa Ja ce HanpaBH olleHka Ha cTtoiHocTHTe Ha GFR 1 peosHo
cren ToBa (BX. Touka 4.2). MetdopmuH e npoTHBonokazaH npu nmauueHTy ¢ GFR <30 ml/min
Tpa6Ba 1a Ob/i¢ BPEeMEHHO CIPSH MPH HATUYHE HA ChCTOAHHA, KOHTO NPOMEHAT ObOpeuHaTa ¢y HKUKSA
(BX. TOuKa 4.3).

CBITbTCTRALIOTO MPHIOKEHHE HA JIEKAPCTBEHH TIPOAYKTH, KOWTO MOTaT Aa MoBJHsIAT 060peynara
pyHKLHESA, Ja AOREJAT O 3HAYMMA XeMOAWHaMHU4Ha IIPOMSHA MK Ja HHXHOUpAT 660peunus
TPaHCMOPT W Ja NOBHLLAT CHCTEMHATA EKCTNIO3NLUA HAa MEeTQOPMHH, TpA0Ba Na ce H3IBBPLIBA C
MOBHINEHO BHUMaHHe (BXK. Touka 4.5).

YepHoaApoOHO yBpekJaHe

[MainenTH ¢ YepHOAPOOHO YBpEXkNaHe, BKNIOUATENHO Te3H ChC CTOMHOCTH Ha AJIAT wnn ACAT

npeaM 3anoysaHe Ha nedyeHueto > 3 mbTH I'TH, He TpsabBa na 6baar nexysanu ¢ Tarnuu Met
(BX. ToukH 4.2, 4.3 n 4.8).

IIpocregsaeane Ha weproOpOOHUME eH3UMY
HMa cpobixeHus 3a peKH ¢IIyyaH Ha HapylleHa 9epHOoApobHa PyHKUHMA (RKTIOYHTETHO XETIATHT)

clie]i IPHEM Ha BHIAAFIHITHH. B Te3n cmydau nalMeHTHTE KaTo o ca 6e3 cumMntomy, 6e3
KJITHHWYHH [TOCNEACTBRA U CTOMHOCTHTE Ha U3c/elpaHusTa 3a uepHoapobHa ¢pyHkuus (MHD) ce
BBb3BPBIIAT 10 HOPMAJTHUTE Clie]l IpeKpaTABaHe Ha JedeHneto. [1peau 3anousane Ha IEYEHUETO C
Tarnuu Met TpabBa aa ce nposenatr UU®, 3a Aa ce 3Hae W3XOOHOTO HHBO Ha nauueHTa. ['lo BpeMe Ha
neyenneTo ¢ TarnuH Met yepHoapoOHaTa yHkuus TpabBa 1a ce Ha0moAaBa Ha TPHMECEYHH
HWHTEPBAIH Npe3 ITbPBaTa roJuHa ¥ MepHOANYHO ciiel ToBa. [TanneHTHTe, IPH KOXTO CE NOBHIIAT
CTOHHOCTHTE Ha TpaHCaMHHa3uTe, Tpa0Ba Aa 6bAaT npocneaeHH Ype3 NMOBTOPHA OLIEHKA Ha
yepHOApoOHaTa PYHKUMA 3a TOTBBPXXAABaHEe Ha JaHHHTe U cneq ToBa MU na ce npasdar yecTo,
AOKAaTO OTKJIOHEHHATA CE BbPHAT KbM HOPMAJIHHTE CTOHHOCTH. Ako rmokayBaHeTo HAa ACAT wim
AJIAT >3 netu I'TH, nepcucTrpa, ce npenopbyBa NpeycraHoBABaHe Ha eueHHeTo ¢ TarminH Mer.,
ITauMeHTHTE, KOUTO PA3BUAT UKTEP WIIH APYry NMpU3HallYM, npeanoiaraild HapyileHa YepHoaApobHa
dyHkua, Tpabra Ja MpekpaTAT JeHeHUETO cH ¢ TarmuH Mer.

Crnen npekpaTABaHe Ha nedyeHHeTo ¢ Tarnud MeT ¥ HopManu3upare Ha YD, neuenneTo ¢
TarnmuH MeT He TpsaOBa 213 ce 3ano4Ba 0THOBO.

Hapyuienns Ha K0XKaTa

chLOOINaBaT TIpH NMPUIOKEHNE HA BHIJATANTHH B HEKJIMHHYHH [TPOYYBAHHS 33 TOKCHY
TouKa 5.3). BrIipexy, ye B KIHHAYHHUTE MPOy4BaHUA He ce HaOniogasa 1osBa Ha KOXH
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TOBA KMa MOCTMAPKETHHIOBH ChoOIIeHHs 3a 6y03HU M eKCOTHAaTHBHH KOXKHHM ne3sun. ETo 3auio,
KaTQ 4acT OT PyTHHHNTE IPHXKM NPU NalUeHTHTe ¢ AMabeT, ce NpenopuYBa npocyieJABaHe 3a
HapylIeHUA Ha KOXKaTa, KaTo MOARa Ha MEXYPH WITH YIILIEPAIHHA.

OcCTbp NAaHKPEATHT

Yrnotpebara Ha BUNIATMIITHH € CBbP3aHa ¢ pUCK OT Pa3BHTHE Ha OCTBHP NMaHKpeaTHT. IlalueHTHTE
TpAbBa Aa 6BaaT HHOOPMUPAHH 33 XapaKTEPHUA CUMIITOM Ha OCTbP IaHKPEATHT.

AKO ce NoJ03Npa HalMuKe Ha MaHKPeaTHT, MPHeMbT Ha BUJIArNUNTHH TPAOBa 1a c€ NpeyCTaHORH,
ako ce TIOTRLPJAM HAMYME HA OCThD NAHKPEATHT, JICYEHHETO C BHIJAIIMIITHH He TpAbBa aa ce
noaHoBsiea. HeoGxoaumo e NMoBULIIEHO BHHMAaHHKE NMPHY RARUEHTH C aHaMHeE3a 3a IpeKkapaH oCThbp
MaHKpeaTuT.

XHANOrMHKeMus

W3BecTHO €, ue CyNpoHUITYypeifHHTe NpenapaTi Moxe Aa MpeJu3BHKaT XUnorinukeMud. [lamenTure,
[MpUEMAlLH BITIAMTHNTHH B KOMOHHALKA cbC cy1¢OHUTYPEEH npenapatr, MOTaT Ja ObJaT H3NoXKEHH
Ha PHCK OT Bb3HHKBaHe Ha XuNoriHkeMmus. Iopagy Tazu NpU4HHa, MOXe Ja ce OOMHCIH
npunaraHeTo Ha No- HUCKa 103a Ha CyJIQOHMWITypeeH Ipernapar, 3a Ja ce HaMalli pHCKa OT Bh3HHKBaHe
Ha XHIOTIIMKEMNA.

Orne s

MeTthopmuu TpabBa 1a ce cnpe No BpeMe Ha onepanus noJ obima, CnuHAIHA HIH €THIY paTHa
aHecTe3Hst. JleueHHeTO MOXe Jia ObJe Bb30OHOBEHO He 110-paHo oT 48 vaca cnep onepaunsaTa HiH
Bb300OHOBABAHETO HA XPAHEHETO Npe3 yCTa, U NpH ycnoeue ve OwbpeuHaTa pyHkUWA € olieHeHa
OTHOBO ¥ € YCTaHOBEHO, e ¢ cTabuiHa.

4.5 BsanmoaelcTBHe C IPYIH JEKAPCTBEHH MPOIYKTH U APYTrH GpopMH Ha B3AHMOJcHCTBHE

He ca nposexJaHu 0HUIIMATHH TIPOYYBAHHA 34 B3aUMOAEHCTBUA C BUIAAMTHITITHH/METGOPMHUH.
CrneqHHTe TaHHH OTpa3sBaT HHPOPMALMATA, HATHYHA 32 OTAEIHHTE aKTHBHH BEUIECTRA.

BHNgarmugTHH

BungarunTMH UMa HUCBHK MOTEHLNAN 3a B3aUMOACHCTBHA NPH €JHOBPEMEHHOTO MY TIPHJIOKEHHUE C
ApYTH NeKapcTBeHN NpoayKTH. Thit KaTo BUIJArMUITHH He e cyOCcTpaT Ha eH3nMa uurtoxpom P (CYP)
450 u ve nHxHOUpa, ¥ He HHOyUMpa eH3umMuTe CYP 450, HAMa BEpOATHOCT 32 B3aUMOAEHCTBHE C
aKTHMBHH BellleCTBa, KOUTO ca cybcTpaTn, HHXUOUTOPH WK MHAYKTOPH HA TE€3H €H3NMH.

PesynraTure OT KIWHHYHA [TPOYYBAHVA, TIPOBEAEHM ¢ NIEPOPATTHHTE AaHTHANA0ETHN MPOOYKTH
MUOFNUTA30H, METHOPMHH ¥ rindypua, B KoMOUHAUMA C BUNAAMTHNTHH, HE NOKA3BAT KIIMHHYHO
3Ha¥MMH (PapMaKOKHHETHYHYN B3aUMOAEHCTBHA B TapreTHaTa monyJaims.

[TpoyuBaHus 3a IEKAPCTBEHHTE B3aNMOAEHCTBHA ¢ OUroKCHH (CybcTpat Ha P-riinkonpoTenH) 1
BapdapuH (cyocTpatr Ha CYP2C9) npw 3apaBi HHAMBUAN HE MOKA3BAT KTHHWYHO 3HAYHMH
dapMaKOKMHETHUHH B3aUMOACHCTBUA Cle]l €AHOBPEMEHHO NPHUJIOKECHHE C BHIAATTTUTITHH.

[TpoyuBaHHA 3a JeKapCTBEHH B3anMOAEHCTBHA MPH 34paBU VHIAWBHIH ca NPOBEACHH ¢ aM

BHIIAATTHIITHH, HE ce HaOMOOABaT KNIMHWIHO 3HAYHMH (papMaKOKHHETHYHH B3aNMO
obaye, He € YCTAHOBEHO 3a MPHULIETHATA TIOMyJIalHs.




Kombunayua ¢ ACE unxubumopu
B13MoXKeH e NMoBHINEH PHCK OT PAa3BUTHE HA AHTMOEACM MPHU NaLKEHTH CbC CHNBTCTRALY MTPHEM Ha
ACE naxubutopu (BX. Touka 4.8).

KaxTo ¥ npy Apyrure nepopaiHi aHTHAKAOETHA NPOOYKTH, XHNOMNIKKEMHYHHS e(PEeKT Ha
BHIAATVIMIITHH MOXe 12 Obe HaMalleH OT ONIPEACICHA aKkTHBHY BEILECTRA, BKITIOYBAINH THA3H/IH,
KOPTHKOCTEPOHAH, TAPOUIHH TIPENapaTH U CUMITATOMHMETHLIH.

MetdopmuH

Kombunayuy, koumo He ce npenopb4eam
Anxoxon

AJIKOXO/IHAaTa HHTOKCHKALIMA c€ CBbP3Ba C [I0BMILIEH PHCK OT NakTaTHa auy103a, 0coOCHO B clTy4yas Ha
rnamyBaHe, HeoXpaHBaHe WiIn depHOApobHA HeJOCTaTHUHOCT.

Hodupanu xonmpacmuu eewgecmsa

MeTdopMuH TpadBa 3aXbMHKUTETHO J1a Ce CTIpe NPEAN WIH N0 BpeMe Ha Ipoueaypara 3a obpa3na
OHArfHOCTHKA K He TpaOBa Aa ce Bb300HOBABa 40 Hall-Manko 48 yaca cnej TOBa, NTPH YCIIOBHE Y€
OBbOpeyHaTa PyHKLHUA € OLieHeHa OTHOBO M € YCTAHOBEHO, Y€ € cTabunHa (BX. TOUKH 4.2 1 4.4).

Kombunauyuu, xoumo usucksam npednassu Mepku npu ynompeba

Hsaxou nexapcTBeHH NPOAYKTH MOraT a ce oTpasaT He6GnaronpuaTHo Ha Ob0peunaTa GyHKLUHA, KOETO
MOXe J1a YBEJTHYH PUCKa OT NakTaTHa aumgosa, Hanp. HCIIBC, BkIrOUHTENHO CENEXTHBHU
nHxubuTopH Ha Luknookcurenasa (COX) II, ACE unaxubutopu, anrnoreHsuH Il peuentophu
aHTAarOHWCTH W AHYPETHIH, 0cob0eHo OpHMKOBH anypeTHIM. [IpH 3amouyBaHeTo WM ynoTtpebara Ha
TaKHWBa MIPOAYKTH B KOMOHHALMS ¢ METHOPMHH € HEOOXOIMMO BHHMATEITHO MTPOCIIEIABAHE Ha
O0bOpeunara pyHKUNA.

I mokokopTHKOMANTE, OeTa-2-aroHHCTUTE U AHY PETHLIMTE UMAT NIPUCHUIA XHNEPriHKeMHYHA
aktuBHOCT. [TauMeHTsT TpOBa Na O6b/e HPOpMHUpPAH 32 TORA U TPAOBA a ce W3BELPLIBA NMO-Y4ECTO
npocjejisiBaHe HAa KPbBHATA 3axap, 0cobeHo B HAYANOTO Ha NIEYEHHETO. AKO € HeoOX0IHUMOo, 103aTa Ha
Tarnun MeT Moxe aa ObJe KopurupaHa o BpeMe Ha ChITBTCTBALIOTO JIeUeHHE H Cnel
MPeyCTAHOBABAHETO MY.

UuxnbuTopuTte Ha aHFMOTEH3HH KORBepTupawns eH3uM (ACE) morar 1a NOHHXAT HUBOTO Ha
KpbBHATA 3axap. AKo e HeoOX0 MO, J03aTa Ha AHTUXUNEPTIIMKEMHIHUA JIEKAPCTBEH NPOAYKT TpsOBa
Ja 0bJe KOpUrupaHa no BpeMe U Npy NpeyCcTaHOBABAaHE Ha JIEUCHHETO C IpPYT JIEKAPpCTBCH NMPOLYKT.

CemeTcTBalaTa Yyrotpeda Ha TeKapcTBEHH NPOAYKTH, KOWTO BIMAAT Ha oOLIHTe OBOpeuHH TYOYJIHH
TPaHCIIOPTHN CUCTEMH, yHacTBalll B 660peyHOTO enMMHHKMpaHe Ha MeTQOPMHH (Hanp. HHXUOUTOPH
Ha TpaHCHopTepa Ha opraHnyHu katnoHu-2 [OCT2])/rpaHcniopTepa 3a eKCTPY3HsA HA MHOXKECTBO
nekapcTea W TOXCHHHM [multidrug and toxin extrusion, MATE], kato paHonasuH, BaHAETaHHO,
AOJIyTEerpaByup M LIAMETHAMH), MOXE Aa MOBHLIM CUCTEMHATA €KCNO3HLINA Ha METHOPMHH.

4.6 DeprHanTeT, OPEMEHHOCT H KLPMEHE

bpeMeHHOCT

Hsama nocraTsuHo JaHHU 3a ynorpebara Ha Tarnun Met npu 6peMeHHy XeHH. 3a BUNJarTHITHH

Jla Ce M3MOoN3Ba 110 BpeMe Ha OpeMeHHOCT.



KspMmene

[MpoyuBaHuATa [P KUBOTHH MOKa3BAT eKCKpellUs KaKkTo Ha MeT(OPMHH, TaKa U Ha BHIIJArnulTHH B
musikoto. He € H3BecTHO Jany BHIAATTTHITTHH ce eKCKPETUpA B KbpMaTa, HO MET(POPMHH Ce
EKCKpeTHpa B KbPMaTa B MaJIKH KOJIH4ecTBa. [ lopaan NOTEHIHAIHUA PHCK OT XHITONTHKEMH Ha
HOBOPOLEHOTO, CBBP3aHa ¥ ¢ MeT(HOPMHMH M ¢ JIUIICATA HA JAHHH 33 BUNJATIHNTHH NPH Xopa, Tarnuu
Met He TpsabBa 1a ce H3M0JI3Ba ITO BpeMe Ha KbpMeHe (BK. Touka 4.3).

DepTHIHTET

He ca npopexaaHH Npoy4BaHKA 3a edeKTa Ha BUILAATTUIITHH/MET(POPMHH BbPXY QPEPTHIIHTETA MTPH XOpa
(BX. TOYKa 3.3).

4.7 Ed¢exkTH BLPXY criocobHocTTa 3a HIodupaHe u pabora ¢ MALIHHH

He ca npopexaaum npoyuBaHus 3a eekTHTE BbpXy cniocoOHOCTTa 3a WogupaHe H paboTa ¢ MalIMHU,
TManueHTHUTE, KOUTO NMOJYYaT 3aMaliBaHe, KaTo HexenaHa peakums, TpaOBa fa n3bsarear ga wopupar u
na paboTAT c MallUHH.

4.8 Hexenanu JeKAPCTBEHH PeAKUHH

Hsama npoBegeln KTHHUIHY POYYBAHHA 32 JIeYeHHE ¢ BUIATTHIITUH/METQOPMUH. Y CTAHOBEHO €
obade, ye OHOEKBHUBAIEHTHOCTTA Ha BUNAATTHNTHH/MEeTOPMHH € KakTO Ha € XHOBPEMEHHO
NPHIOKEHH BUNAAMTHNTHH U MeTGOpMHH (BK. Touka 5.2). [lpeicTaBeHHTE TYK JaHHM C€ OTHACAT 3a
eIHOBPEMEHHOTO TMPHIIOKEHHEHA BHIKATTAITTHH H METGOPMHH, KaTo BUILIAMHIITHH € OHI aobaBeH
KBbM JieueHHe ¢ MeTgopMuH. He ca npoBexxaaHH Npoy4BaHHs, IPH KOUTO KbM JICUEHHE C
BHNIArTMITHH € J00aBeH MeTHOPMHUH.

O606uiedKe Ha npoduaa Ha 6e30MacHoCT

[To-ronsiMaTta 4acT OT HeXElaHUTe pcakUHH Ca JIEKH H IIPCXOAHH, H HC N3HCKEBAT IIPCYCTAHOBABAHC Ha
nedeHueTo. He e YCT2HOBCHA BP'Bb3Ka MEXIAY HEXKCIIAHHTC pEaKHHN W Bb3pacTra, CTHHHECKATA
TIPUHAITEKHOCT, MPOABIIKHUTEITHOCTTA Ha CKCTIO3ULMATA NITH JHEBHATA 4034.

HMMa cpoOLIeHHA 3a pefIKH cTydyan Ha HapyllieHa YepHoApoOHa GYHKUMA (BKIIOUHTETHO XEMATHT)
cle/i MpHeM Ha BWIIAFTHMITTHH. B Te3n clyvau NalMeHTHTE KaTo Lsno ca 6e3 cHMIToMH, 0e3
KAMHHYHY NOCIIECTBHA U CTOMHOCTHTE Ha H3c/IeIBaHKHATa 3a 4epHOAPpOOHa QYHKIIKHA cE BB3BPBILAT
A0 HOPMAJTHUTE cliell IpeKkpaTaBaHe Ha JTeYeHHETO. B JaHHHUTE OT KOHTPONWpaHH NPOYYIBAHHA C
MOHOTEpanya WM aJi0BAHTHA TEPANUA ¢ MPOABLIKHTENHOCT 40 24 CeAMHLM, YECTOTATa Ha
noeHmaBale Ha AJIAT wmu ACAT = 3 metu I TH (knacuduiigpana kato HanH9He NpH Han-Malko
2 nocneaoBaTeIHA H3MEPBAHUA UK NIpH (UHANHATa on-treatment Bu3uTa) € 0,2%, 0,3% u 0,2%
CBOTBETHO 32 BUNAArTunTuH 50 mg BeAHBXK AHEBHO, BANJArTUNTHH 50 mg ABYKpPAaTHO JHEBHO H
BCUYKH CpaBHUTENHH JIeKapCTBEHHW NMpoAyKkTH. Te3n moBrIaBaHUs Ha TpaHCaAMHHA3HWTE KaTo IS0 ca
0e3CMMNTOMHHA, HENIPOTPECHPALIN NO XapakTep U HE ca CBbP3aHM ¢ XOJNecTasa UK HKTep.

[lpH nedeHHe ¢ BUIMANIAIITHH ce cbo0laBa 3a pelIKy CIyd9ad Ha aHTHOEIEM ¢ YeCToTa CXOIHA ¢ TasH
Ha koHTponuTe. [To-ronsgMa yact oT cnyuanTe ca CboOLIEHN, KOraTo BUNJArNHNTHH € NPHJIarad B
kombuHauusa ¢ ACE uaxubutop. Io-rosamara yacT oT CROUTHATA €A JIEKH 1O TEXECT H OT3BYHARAT
npy NpogbJDXKaBaHe HA JICUEHUETO C BHIIArJIUITTHH.

TabauuHo NpeACTARAHE HA HEXEJIAHWTE PEaKIIHK

Hexenanute peakiiuy cbo01aBani Npy NaUEHTH, KOUTO MONYYaBAT BHIJATTHIITH
NPOYUYBAHHKA, KATO MOHOTEPAITUS W AOIMTBLIBALIO eYeHWe, ¢a H30POEeHH NMO-J0Ny MO ¢

xnacuduxama U abcomoTHa YecToTa. Heckenanure peakuu, n3dpoenu B Tabnuna
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Ha CBINECTBYBallaTa MHGOPMaLIHs B KpaTKaTa XapakTepHCTHKa Ha npoayxra MerdopmiuH B EC. Tlo
yecToTaTa ce AedUHMUpaT kaTo MHoro yecTh (>1/10); uectu (=1/100 go <1/10); HeuectH (=1/1000 no
<1/100); peaxw (>1/10 000 go <1/1000); muoro peaxu (<1/10 000), ¢ HenssecTHa gectoTa (0T
HAJTMYHUTE JAaHHH He MoxXe Ja Objae HanpaBeHa olieHka). [ Ipy BCsAko rpynupaHe B 3aBUCHMOCT OT
yecTOTaTa, HesKeJJaHUTE peakiny ce H30poABaT B HU3X0AsL pell N0 OTHOIIEHHE HA TAXHATa
CEpHO3HOCT.

Ta6anna 1 HexelaHN JeKapCTBEHH peakliHH CHOOIREHH NPH NALHEHTH, KOHTO NOJy4YaBatT
BIAATIHNTHH 100 mg AHeBHO KATO JONBJABAII0 Je4YeHHe KbM MET(HOPMHEH,
cpaBHEHH ¢ Naanedo Miloc MeTGOpMHH, NIpH ABoiiHocaenH npoyuBanus (N=208)

Hapymenus Ha MeTabon3Ma H XpaHEHETO
YectH XHUTIOTTUKEMHUSA
HapymeHnsi HA HEPpBHATA CHCTEMA
YecTu Tpemop
YectH ['naBobonue
HecTH 3aMadHOCT
Heuectn YMopa
CToMaImHO-4YpeBHH HAPYLIeHHS
YecTH ["apeHe

Onucanue na u3dpanuy Hexceranu peaxKyuu
[TpW KOHTpONHPAHK KIWHUYHU W3NHTBAHUA ¢ KOMOMHaLHA oT BHaAaraunTHH 100 mg aqHeBHO +

MET(OPMHUH, HsIMa CLODILEHHUA 32 TpeKparsiBaHe Ha NCYEHUETO NOPaaH HeKEIaH! JIEKAPCTBEHH
peakiMy, KaKTo B Ipyrara Ha JieueHue ¢ BungarnvnTiH 100 mg gnesHo + METQOPMHH, Taka 1 B
rpynara Ha JedeHue ¢ nuaueto + MeThopMuH.

[1pH KIIMHWYHHA H3NWATBAHKWSA [TOABATA HA XHNTOTMTHKEMHS € YeCTa MPH NMatHEHTH, TTIPAEMaLIH
pungarmuntaH 100 mg nHeBHO B koMOHHaLUa ¢ MeTPOpMHH (1 %) 1 HedecTa NPy NALIMEHTH,
nmomyuasaum manebo + metdopmuH (0,4%). He ce crobinaba 3a Texxky enW30N Ha XHTOTIIHKEMUS B

TEPANCBTHIHHUTE I'PYIIH C BWIAAITUNITHH.

B xona Ha KTHHHYHM H3MMNTBAHNA, TETJIOTO HE CE ITPOMEHS CNIPAMO H3X0IHATa CTOMHOCT, KOraTo
sungarauntiH 100 mg ce nobass keM MeTdhopmuH (0,2 kg ¥ -1,0 kg, CbOTBETHO 33 BHIAATIHIITHH H

nnaiebo).

KauanuHY HINUTBAaHKA C HAJ 2-TOAHLLIHA NPOABLIDKHTEITHOCT He N0Ka3BaT HAEHTHGHUMPaHE Ha
JOTLIIHUTENHH, CEBP3aHM ¢ ekapcTBeHaTa 6e30MacHOCT, CHTHAIH HITH HENPeIBWICHH PHCKOBE NPH
no0aBsAHe Ha BUJIAATITUIITHH KbM METGOPMUH.

Kombunayus cvc_cyrgonunypeen npenapam

Tabanua 2 HexelaHH JeKapCcTBEHH PeaKIHH, CHOOIMEHH NPH NALHEHTH, KOHTO NOJIYy41aBaT
BHAAATAHNTHH 50 mg ABa MbLTH AHeBHO B KoM6uHausa ¢ MeTQOPMHH H

cyadanunypees npenapat (N=157)

Hapymenns Ha MeTa00/IH3Ma H XpPaHEHETO
YecTu XUNOTIHKEMHA
HapyiieHMs HAa HEPBHATA CHCTEMA
YecTH 3aMasHOCT, TPEMOP
HapyilleHHUs Ha KOXKATA U MOAKOXKHATA THKAH
Yectn Xunepxungposa
O6mu Hapymesus ¥ epeKTH HA MACTOTO HA NIPHJIOKEHHe
YectH ACTEHHSA




Onucanue Ha u3bparu Hexceaanu peaxyuu

He ce chofiaBa 3a npekpaTsiBaHe Ha JICUEHHETO NopaJd Bb3HHKBAHE HA HEXKEJIaHH PEaKLIMU B
TeparleBTHUHATA TPyNa Ha BUNJArnunTHH + mMerdopMuH + rmumenupuz cnpsimo 0,6% B
TepaneBTHYHATA rpyna Ha iauebo + MeTopMHH + rTHMENUPH.

Cnydan Ha XHIIOrMTUKEMHSA HMa U B ABETE TepaneBTHYHH rpyny (5,1% 3a rpynara BUNAArTHITTHH +
MeTdopMHH + rmuMenupni cnpamo 1,9% 3a rpynara nnauebo + Metdopmun + rouMenupna). B
rpynata Ha BUJIIArMUITHH ce ChoOLIaBa 3a €IUH TEXBK CITy4al Ha XHITOTIHKEMHS.

B xpast Ha TIpoy4YBaHeTo, edekThT BBPXY CPELAHOTO TeNnecHo Terno e HeyTpanel (H0,6 kg B rpynara Ha
BHIAArTHITHH ¥ -0,1 kg B rpynara Ha niaue6o).

Kombunauua ¢ uHcyaux

Tabauna 3 Hexenann TekapcTBeHH PeaklUH, CLOOIEHH NPH NALHEHTH, KOATO NMOJAYyYaBaT
BHIAAAraUNTHH 100 mg AHeBHO B KOMOHHALMSA ¢ HHCYAHMH (¢ HaH 6e3 MeT(POPMHH) B
X072 Ha JBoliHocaeny npoyusanua (N=371)

Hapymenusi Ha MeTa00IH3MA H XPaHEHETO
YecTH [ToHMXKEHME Ha KpBBHATA 3axap
Hapymenusi Ha HEpBHATA CHCTEMA
YecTH ['taBobonne, Tpecka
CToMamHOo-4YpeBHH HAPYIUIEHUS
YecTu ["aneHe, ractpo-e3odareanta pednyxkcHa bonect
HeuecTH Jnapus, ¢pnatyneHums

Onucanue Ha u30panu HeENCERARU pearyull

B xona Ha KOHTpONMpaHH KIIMHMUYHA H3TIMTBAHUA, TIPH KOUTO BIJIAATIMITTHH B Jo3a oT 50 mg nBa
MbTH JHEBHO € Npuiaral B KOMOMHaUHUA ¢ HHCYJIHH, ¢ HNH €3 MeTQOpMHUH, obLIaTa YecToTa Ha
NMPeKbCBaHE HA JICUCHUETO MOPAAN Bb3HHUKBAHE HA HeXeNanyu peakinm € 0,3% B TepaneBTHYHATA

rpyna Ha BWINATTMIITHH ¥ HAMA MpEeKbCBaHe Ha JIEYeHUETO B rpymnara Ha muauebo.

YecroTaTa HA XHIIOTJIHKEMHAA € MofoOHa B eeTe TepaneBTHYHH rpyny (14,0% B rpynaTa Ha
BIJIAATTTHIITHH cripaMo 16,4% rpynara Ha nnaie6o). JipaMa nauueHTH crob1aear 3a cirydam Ha
TeXKa XHITOTJIMKEMHA B MpyNaTa Ha BUNJACTMNTHH K 6 NaiueHTa B rpynara Ha rniaueoo.

B xpas Ha npoy4BaHeTo, €DEeKTHT BLPXY CPEAHOTO TeNeCHO Terno € HeyTpaneH (+0,6 kg npomsHa
CpAMO M3XOJHATA CTOMHOCT B IpyrnaTa Ha BUILAArIMIITHH ¥ O€3 NpOMsAHA B TETIIOTO B rpyrnara Ha
nanebo).
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NonbIHUTENHA UHDOPMALIHA 33 OTAECTHUTE AKTHBHH BELECTBA HA GUKCHpaHaTa KOMOHMHALKS

Bunoaznunmun

Tabanua 4 HexelaHH JIeKapCTBEHH PeaKlUH CHOOIMENH NPH NALHEHTH, KOHTO NOJaAYy4aBaT
BHAArTHNTHH 100 mg AHeBHO KaTO MOHOTEPANHA NPH ABOHHOCICNH NPOYYBaAHHA

(N=1 855)
HudexiHn H HHPECTALHHA
MHoro peaku HNudekunn Ha ropHH JUXaTeTHN ITHTHINA
MHoro peaku HazodapuHrur
HapymeHnus Ha MeTab0/IH3Ma H XpaHEHETO
HegecTn XHITOTNIHKEMHA
HapyuieHns1 Ha HEPBHATA CHCTEMA
YecTn 3aMasHOCT
Heuectn I'maBobonue
Cba0BH HADYIICHHEA
HeuecTn Tlepudepnu oToun
CromMaunHo-4peBHH HAPYIICHHUA
Heuectn 3anex
HapyumieHna Ha MYCKYJHO-CKEJI€THATA CHCTEMA H CHeAHHHTE/IHATA THKAH
HeuectH ApTtpanrug

Onucanue Ha u3bpanu nexcenanu peaxyuu

O61aTa 4eCTOTa Ha NIpeyCTaHOBSIBAHE HA JICUEHHETO MOPARH HEeXENIaHU peakLivi, B KOHTPONHpaHH
NpOyUYBaHHA ¢ MOHOTEPAITHA, HE € [TO-BICOKA ITPH NMALHEHTH JIeKyBaHH ¢ BHJIATIIMNTHH B 1034

100 mg nueeHo (0,3%) B cpaBHeHHe ¢ npruemauuTe fu1auebo (0,6%) unu cpaBHUTETHH NPOAYKTH
(0,5%).

B xona Ha CpaBHATEIHH KOHTPOJIMPAaHH U3MUTBAHUA KaTO MOHOTEpanys, NoABaTa Ha XUNOITHKEMUS €
HeuecTa, JoknagsaHa npu 0,4% (7 ot 1855) oT nauueHTHTE, JJIEKYBAHH ¢ BHIJANMITHH 100 mg
nHeBHO, ciipaMo 0,2% (2 ot 1082) npu nauueHTHTE B MPYMUTE, JIEKYBAHHN C aKTHBSH CPaBHUTE/ICH
TeKapCTBEH MPOAYKT Uy rtanebo, 6e3 qoknasv 3a CEpHO3HH HITH TEXKH HEXEJIaHH peakUHH.

B X013 Ha X IMHHYHH H3MTUTBAHKA, TETTIOTO HE CE MPOMEHA CIIPAMO U3X0AHATA CTOHHOCT, KOraTo
sungarmunTue 100 mg nHeBHo e npunarad karo MoHoTepanws (-0,3 kg u -1,3 Kg, cLOTBETHO 3a
BHNAATIHITTHH ¥ ninaiedo).

KanHuuHy M3MATBAHUA ¢ 2-TOONIIHA TPOIBIKHATEIHOCT He MOKA3BaT NICHTHPHULMPAHE Ha
OOITBJIHUTEIHH, CBbP3aHH € NEKapcTBEeHATa 0€30MNacHOCT, CHIHATH MIH HENMPENBHACHA PUCKOBE MTPH
NMPHUIOKEHNE Ha BUIIAATIIUNTHH KAaTO MOHOTEpanusl.
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Memagopmun

Tabanua 5 Hexenann nexapcTBeHH peakIHH 32 CHCTABKATA METHPOPMHH

Hapymenus Ha MeTa00TH3Ma H XPpAHCHETO

MHOTO pelKH HamansiBane Ha abcopOuusaTa Ha BuTaMuH B; ¥ nakTaTHa auugosa*
HapynieHHsi HA HEPBHATA CHCTEMA

HectH MeTaneH BKyC
CToOMAINHO-YPEBHH HAPYILIeHHA

MHoro yectu I"anene, noBpbinaxe, ANaphus, KopeMHa 6omnka ¥ TuIca Ha aneTUuT
XenaTo-OHITHAPHH

Mmuoro penku OTKINOHEHHS B CTOWHOCTH Ha MOKA3aTeaxuTe 3a uepHoApobHaTa

$yHKLUHA UK XenaTHT **

HapymeHns Ha KOXAaTa K NOK0KHATA ThKaH

MHoro peaxku Ko>XKHH peakliH¥ KaTo epHTEM, ChpOeX HITH yPTHKAPHS
*Hamanspane Ha abcopbumaTta Ha BuTamMud B12, ¢ HaMansBaHe Ha CEPYMHOTO HHMBO, ce Habmonasa
MHOTO PANKO TPU NALKMEHTH Ha TBIATOCPOYHO neueHue ¢ MeThopMHH. TpsbBa na ce uMa npeaABUI
TaKapa eTHOJIOrH, aKO NIPU NaLMeHT ce pa3Bue MeranobnacTHa aHeMus.
**Habmio1aBaHy ca W30NMPaHH CTydan Ha MPpOMeHeHW CTORHOCTH Ha YEPHOIPOOHHTE
GYHRKIUOHATHYW ITOKA3aTENH UITH XEMATHT, KONTO OTUIYMSBAT CNeJ IPeYCTAHOBABAHE HAa IEUICHHETO

¢ METQOPMHUH.

CToMalLIHO-YPEBHATE HEXEMAHW Peakl¥H BL3HHKBAT Hal-4eCcTO NPH 3ar104BaHe Ha NEYEHHETO U
OT3BYYABAT CITOHTAHHO B NTOBeYeTO ciTyyad. 3a Aa OBJaT NpefoTBpaTEHH ce NpenopbYBa AHEBHATA
m03a MeThOpMHH lia C€ pa3desiy B Jiga NpHeMa 110 BpeMe Ha, HITY criell XxpaheHe. baBHOTO
yBelMuyaBaHe Ha J03aTa MOXKE ChIIO Ja NOA0OpH CTOMALLIHO-4PEeBHATA TOKOCHMOCT.

IloCcTMApDKETHHIOB OMUT

Tabauna 6 IocTMapKeTHHIOBH HEXEJIAHH PeaKLHH

CToMamHoO-4YpeBHH HAPYIICHHS

C Heu3BecTHA [lankpeaTuT
YeCcToTa
XenaTo-OMNHEPHH HAPYILIECHHA
C Heu3BecTHA XenaTtuT (0OpaTHM crief]l CTHpaHe Ha [TpHUeMa Ha JIEKapCTBEHHA
4eCTOTa NpoAYyKT)

OTKNIOHEHHUS B 4EPHOAPOOHHTE PYHKLIMOHATHH MMOKa3aTeNH
(oOpaTHMU cnie clTipaHe Ha NpHeMa Ha JIeKapCTBEHHA NMPOOYKT)
Hapyiiens Ha MYCKY/JHO-CKE/JETHATA CHCTEMA H CHeIHHUTEIHATA ThKaH

C Heu3BecTHa Mnanras
4eCcTOTa
HapyiuieHUs HA KOKATa H [I0JKO0KHATA THKaH
C HenzBecTHA Yprukapus
q4ecTOTA ExcdonmariBHY ¥ OYN03HH KOXHH JIE3NH, BKITIOYHTENHO Oyno3eH
[EMQHrons

CrobiapaHe Ha NOA03UPAHH HEXENTaHW peakLUH

CrobuagaHeTo Ha MOJO3UPAHUN HEXKEAHY PEaKLUN Cle] pa3pellaBaHe 3a yrnorpeda Ha TexapCTBEHHs
NPOOYKT € BaXHO. TOBa MO3BONABA A TPOIL/DKH HAOMIOAEHHUETO HA CHOTHOLIGHHETO O3 '
neKapcTBeHHA NPOoAYKT. OT MEIHLMHCKHTE CIEUMATHCTH C€ H3UCKBA Aa ChODHIABAT BC

HEXeJlaHa peaKLns JUPEKTHO Ypes:
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HampnBuTenHa areHuns no nexapcrsara (MAJI):
yn. ,,Jlamsan ['pyen™ Ne 8

rp. Codwusa 1303,

Ten. +359 2 8903417

es1. nowa: bda@bda.bg

yeGcaiiT: www.bda.bg

4.9 Ilpeao3upane
Hsma ganHH CBbp3aHH ¢ NMPeJO3UpaHe C BHIAATTTUIITHH/MET(HOPMHUH.

BunpariunTHH

HUudopmManuaTa mno oTHOILIEHNE HA MTPeI03UpaHe ¢ BANJATTHIITHH € OTPaHHYEHa.

Cumnmomu

HudopManmsTa 3a BEpoATHHTE CHMITTOMH Ha Mpelo3HpaHe ¢ BIIJATITHITTHH € TTONTy9YeHa OT
Mpoy4YBaHe 3a MOHOCHMOCT Ha yBeMWUaBalla ce J03a MpH 31paBy MHAUBHAN, HA KOHUTO € NpUiaraH
punaarninTiH 3a 10 guu. Ipu go3a ot 400 mg ¢ MMano Tpy ciydas Ha MYCKYJIHH OONIKH M OTIENHH
CMy4aH Ha JIEKH W TIPEXOQHY MapecTe3n, BUCOKA TEMIIEPATYPa, OTOLIH H TPEXOLAHO NOBUIlIABAHE HA
HHUBOTO Ha Juna3zara. [Ipy go3a ot 600 mg eJHO NHLUE € NONYYHNIO OTOK Ha CTHNANaTa H PhLETE, U
NMoBHINaBaHe Ha HUBaTa Ha kpeaTuHdochoknHazata (KDK), ACAT, C-peaktusHHs npoTenHd (CRP) u
mMuorno6una. TpH Opyry MHiia ca NOJYYHJIH OTOLM IO XOAQW/ATA, B ABA OT CIYYAUTE C MAPECTEINH,
BcHYKKM CUMITTOMH M OTKJIOHEHHA B 1ab0paTOpHATE NOKa3aTeik OT3By4aBar 0€3 1eueHue ciel
ApeyCcTaHOBABAHE NMPHEMA Ha H3CIICABAHHSA IEKApPCTBEH MPOAYKT.

MeTdopMuH

[Tpeno3npane ¢ BUCOKa J03a MeTPOPMHH (MM NMPH CBHITHTCTBALL PHCK OT fIAKTaTHA alMI03a) MOXe Aa
NOBeE 0 JTAKTATHA alMI03a, KOATO NpeAcTaBNfABa CNEUIHO CHCTOAHUE H TPAOBaA 1a ce IeKyBa B
OonHHLIA.

Jleuenue

Haii-eek THBHHAT MeTOJ] 32 OTCTpaHABaHe Ha METPOPMHH e XoMoauanu3ara. BuwijarmunTiy, obayve,
HE MOXeE Ja Obje OTCTpaHeH Ype3 XeMOoAuain3a, Ho OCHOBHUAT My MeTabonuT cnel xuaponunsa (LAY
151) Moxe 1a ce ananu3upa. [lpenopbysa ce NOATBRPKAILO JICUEHHE.

5. @GOAPMAKOJOTHYHH CBOHCTBA

51 dapMakoIJHHAMHYHH CROHCTBA

(dapmakorepaneBTHYHa rpyna: JlekapcTsa 3a neueHue Ha AWa0eT, KOMOMHALMA OT NEpPopanHu,
MOHMXABALM KPbBHATA 3axap NekapcTra, ATC koa: A10BDOS

MexaHu3bpM Ha JelicTBre

Tarmus MeT koMOMHHpa iBe aHTHXUTIEPTITHKEMHYHY CPEACTBA C B3aHMHO JOIThBALIA C€ MEXaHHU3IMH
Ha felicTBUE 3a nonoOpaBaHe Ha FMHKeMUYHUS KOHTPOJ TIPH nauneHTH ¢ anadet tun 2.

BHJIZAITHITTHH, TIPEJICTABKTEN Ha KI1aca NeKapCTBEHU NMPOIYKTH CTUMYITHPALUH KJIETKHTE B OCTP
Ha naHkpeaca B MeThOpMHH XWAPOXJIOPUI, NpeICTABUTEN HA Kilaca Ha OMrBaHUANTE.
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PapmakoanHaMKUIHH edekTH

Bunoaenunmun
BungarnuntuH aeficTBa OCHOBHO 4ype3 HHXubupane Ha DPP-4, eH3UMBT OTrOBOpeH 3a pasrpax/JaHeTo
Ha HHKpeTHHOBUTE XOpMOoHH GLP-1 (rmokaron nogoben nentua-1) u GIP (rmoko3o-3aBHCHM

MHCYJIMHOTPOINEH MOJMINENTHI).

[TpunoxkeHHeTo HA BUNJATTIHIITHH BOOY OO 6BP30 M MLITHO UHXNOKpaHe Ha akTuBHocTTa Ha DPP-4, B
pe3y/TaT Ha KOETO Ce NOBMLIaBAT €HAOIeHHUTE HHBA HA HHKpeTHHOBHTE XopMOHH GLP-1 n GIP,
KaKTO Ha IJIagHO TakKa ¥ CcJie] HaXpaHBaHe,

IMocpencTBOM NOBHINABAHE HA CHIOMEHHHUTE HUBA HA T€3H HHKPETHHOBH XOPMOHH, BHIZArNHITTHH
[MOBHIIIABA TYBCTBUTEIHOCTTA Ha 6eTa KJIeTKATE KbM KPBbBHATA 3aXap, KOETO BOJH JI0 NoAo0psABaHe Ha
rMOK030-3aBHCHMAaTa MHCYNTHHOBA cekpelud. JleueHueTo ¢ Bungarnuntux S0-100 mg aueBHo npH
naLyeHTH ¢ AvabeT THN 2 3HauuMo NoAoOpABa nokasarenuTe 3a feTa-KeTbYHaTa PyHKLHS, KOUTO
pronousat HOMA - (Homeostasis Model Assessment —f3), CbOTHOLHEHHETO MPOWHCYIIHH CIIPAMO
WHCYNHH ¥ H3MEPBAHETO HA peaKTMBHOCTTA Ha beTa KNEeTKUTE MTPH TECTa 3a TOIEPAHTHOCT NPH 4YECTO
naeaHe Ha xpaHa. Ilpu nuua, KouTo HAMAT qUabeT (HOpMOTrITHKEMHS ), BUIIJarIHANTHH HE CTHUMYJTHpa
CeKpelUATa Ha HHCYIHH ¥ He HaMaJIiBa HUBOTO Ha KPbBHATA 3aXap.

Ypes NoBUIDABAHE Ha EHAOTEHHOTO HHBO Ha GLP-1, BANJAarIMNTHH NOBUIIABA HYBCTBUTEIHOCTTA Ha
ana KIETKHTE KbM KPLBHATA 3aXap, KOeTo BOJH OO MO-aJcKBaTHA Ha KpbBHATA 3aXap CekpelHs Ha
rIIOKaroH.

[MoBuaBaHeTO Ha HHKPETHHOBHTE XOPMOHH B YCIIOBUATA Ha XHIIEPrIUKEMHS BOAM A0 3aCHIIEHO
YBENTHYaBaHe HA ChOTHOIIEHHETO HHCYIHH/TMOKAroH ¥ HaMaNgBaHe MPOAYKLUMATA Ha TITIOK03a OT
yepHHA Apob, KaKTO Ha FMaJHO, Taka U Cllell HaXpaHBaHe, ¢ KOETO ¢€ HamallsgBa rIMKeEMUATA.

H3BecTHUAT e(eKT, 9e MOBHIICHOTO HMBO Ha GLP-1 3a0aBq CTOMAIIHOTO U3IMpa3BaHE HE CeE
Ha0MoaBa NPy JIeUEHUE C BUIJIATJINIITUH,

Mem@opmun

MeThopMHIH e ONrBaHN C aHTUXHUMEPTINKeMUUYeH edekT, KOHTO HaManaBa CTOHHOCTHUTE HA TI0K03a
B IJ1a3MATa, KAKTO HA IaJHO Taka W clie] HaxpaHeaHe. Toll He cCTUMYyNHpa ceKpellnaTa Ha UHCYJIHH K
nopaja# TOBa HE BOAM [0 XWINOTJIHKEMUS UIIH yBETHYABaHe HA TENECHOTO TErNO.

MeTdopMHHE MOXe /Ia OKa3Ba CBOS I'TIOK030-NOHMXAaBall €(eKT MocpeACTBOM TPH MeXaHU3MA.

- MocpelcTBOM HamaligsBaHe Ha 00pa3yBaHETO Ha MIIOKO3a B 9epHHUA Ap0od upe3 HHXUOHpaHe Ha
ITHOXKOHEOTeHe3aTa U ITUKOTCHOTH3AaTa;

- B MYCKY/TMTE NOCPEICTBOM YMEPEHO HU3pa3eHO YBeIU4aBaHe Ha HHCYIMHOBaTa
qYBCTBHTENNHOCT, MOA0OPABaHKH NMepHPEPHOTO NMOEMAHE H YCBOSBAHE Ha ITIOKO03aTa,;

- rnocpeaAcTBoM 3adbaBgHe Ha abcopOunsTa Ha ITIOK03aTa B UepBaTa.

MeTdopMHH CTUMYJINpA BbTPEKIETLYHHA CHHTE3 HA TTIMKOreH, MOCPEACTBOM MOBHABAaHE HA

rITAKOTEH CHHTETA34Ta M MOBHLUABRA TPAHCIOPTHUA KanaLHUTeT HA cnelHPHYHHU THNOBE MEMOpaHHH

rmoko3uM Tpaacnioptepn (GLUT-1 u GLUT-4).

[Tpu X0opa, HE3ABHCHMO OT BIIMAHMETO CH BbPXY INIMKEMHUATA, METGOPMUH HMa GnaronpusTHi edekTH
BBHPXY JTUNHIHNAA MeTabonn3sM. B cpefiHo- M IBATCCPOUHH KIHHUYHE TIPOYYBaHHA, TIPH IPHEM Ha

TEpaneBTHYHH NI03H € [10Ka3aHo, 4e: MeTGOPMHH TOHIKABA CEPYMHHTE HHBA Ha OOLIHA XonecTepon,
LDL- xonecTepona H TPHFTHLIEPHANTE. —
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HeycreX OT JIEYeHHUE CaMo ¢ AHeTa [MoKa3par:

- 3HAYHMMO HaMalgBaHe Ha abCOIOTHHA PUCK OT BCAKO CBbP3aHO ¢ NHabeTa yCIOXHEHHE B
rpynara Ha MeTdopMuH (29,8 crbuTra/ 1000 mauueHT-roAuHN) CIIPIMO NaLHEHTHTE OCTABEHH
camo Ha auera (43,3 cuontua/1000 nauuent-roguun), p=0,0023 n cripaMo rpynure Ha
KkoMOUHUpaHa Tepanua Cbe CYNDOHUNYpEHHHN NPOAYKTU U HA MOHOTEpANHA C HHCYJIHH
(40,1 cpOuTHa/1000 naunenT-roaunn), p=0,0034;

- 3HAYHMO HaMansBaHe Ha abCoMOTHHA PHCK OT CBbp3aHa ¢ AnabeTa CMBPTHOCT: METHOPMUH
7.5 cu0uTHa/ 1000 nauueHT-roAMHH, camo Ha auerta 12,7 crouTna/ 1000 naupweHT-rognnn,
p=0,017,

- 3HAYNMMO HaMansgBaHe Ha abCOMIOTHHA PUCK OT 0011a CMBPTHOCT: METHOPMHH
13,5 cpouTHa/1000 nauneHT-roguHA cnpaMo camo Ha aveta 20,6 cubutus/ 1000 nauneHT-
rogvH (p=0,011) ¥ cnpsiMo rpynuTe Ha KOMOHMHHpaHa Tepanus cbC CyNPOHUTYpeliHu
NMPOAYKTH H Ha MOHOTepanua ¢ HHCYAUH 18,9 cubuTha/1000 nauuent-roannm (p=0,021);

- 3HAYUMO HaMansiBaHe Ha abcomoTHHA PUCK OT MHGAPKT Ha MHOKapJa: MeTHOPMHH

11 ¢cubuTis/ 1000 naunerT-roguau, caMo Ha aueta 18 ¢cuoutna/ 1000 nanpeHT-roqnHH
(p=0,01).

KnuandHa edukacHOCT ¥ 6€30NaCHOCT

[IpubaBaHETO Ha BHAJATIIWNITHH KBM JICUCHHETO HA NMALHEHTH, YHATO NTHKEMHYECH KOHTPOIT HE €
3aI0BOJINTENEH BBLITPEKH MOHOTEpanuATa ¢ MET(OPMHUH, ciiel 6-mMeceuHo IeUeHHe BOIH 10
AOMMBJIHUTENHO CTATHCTUYECKH 3HAYMMO CPEJIHO MOHMXaBane Ba cToWHocTHTEe HA HbA . B cpaBHeHuUe
¢ nnatedo (pa3nmuku Mexay rpynure ot -0,7% no -1,1%, cboTBETHO, 3a BUNAATTUIITHH 50 mg #

100 mg). ITpoueHTHT Ha MALMEHTHTE, KOUTO NTOCTUTAT MOHUXKaBaHe HAa cTOHHOCTHTE Ha HbA .

> 0,7% CRpAMO U3XOAHUTE € CTATUCTUYECKH 3HAYUMO MO-BUCOK B JBETE IPYINHA HA BUNOArTTHIITHH
nmoc MeTGopMHuH (croTBeTHO 46% M 60%) cripsaMo rpynara Ha MetdopMuH rumoc mnauedo (20%).

B 24-cegMMYHO KJIMHHYHO H3NTHTBAHE, BUILAATAUIITHH (50 mg OBa MbTH JHEBHO) € CPABHEH C
nuornutaizoH (30 mg BeAHBXK AHEBHO) NPH NMAalHEHTH, TPU KOUTO HE € NMTOCTHTHAT aIEKBaTEH
rMHKEMHAYEH KOHTpON ¢ MeTopMUH (cpenHa nHesHa aoza: 2020 mg). CpeJHOTO NOHWIKEHHE Ha
avBata Ha HbA ., npu ¢penen usxoneH HbA . ot 8,4%, e -0,9% npwn qodapsiHe Ha BUNJArIMIITHH KBM
MeTdopMuH H -1,0% nipu nobassine Ha NHOrMNUTA30H KbM MeTHOpMHH. CpeaHOTO NOBHIIABAHE HA
TENECHOTO TEerno, HabmoxasaHo NpU NALHEHTHTE, MIPHEMALLM ITHOINTATA30H B JOITBHIIHEHHE KbM
meTdopMmuH € +1,9 kg, cnipsimo +0,3 kg npy maumeHTHTe, IpMeMalliy BUJATTHITTAH B JOITBIHEHHE
KbM METQPOPMHH.

B kIMHHYHO W3NMHTBaHe ¢ 2-TOANITHA NPOAB/KHTENHOCT BARAANIKNTHH (50 mg JBa MBETH AHEBHO) €
cpaBHEH ¢ rmuMenupuz (1o 6 mg/neH - cpena no3a npes 2-te ronuuu: 4,6 mg) cnea nodassHe KbM
TepanyaTa Ha NalMEHTH, TEKYBaHU ¢ MeTPOopMIH (cpeaRa aHeBHaA Jo3a: 1894 mg). Cnexg 1 roauHa
CpeaHOTO NMOHIKeHne Ha HuBaTa Ha HbA e -0,4% npu nobaBsHe Ha BUNAArTUNTUH KbM METHPOPMHH
u -0,5% npu aobassiHe Ha rMKMeNnHpHI KoM MeTQOPMHH, NpU cpeleH uxoaeH HoA . ot 7,3%.
TIpoMsiHaTa B TENMECHOTO Terno npu BUuamarnanTuH e -0,2 kg copamo +1,6 Kg npu rauMenupu.
YecToTaTa Ha CIY4auTE HA XUIIOTTTHKEMHS € CHTHU(WUKAHTHO NMO-HUCKA B rpynaTa Ha BUNJATTTHIITHH
(1,7%) B cpaBHeHHe ¢ rpynata Ha riumMenupux (16,2%). B kpalinata To4ka Ha Npoy4BaHeTO (Clen

2 roguHu) croitHocTuTe Ha HbA 1. ca nogoOHM Ha U3XOAHWUTE CTOHHOCTH B IBETE TEPANEBTUYHH
rpYIY, a pasfIninuATa Mo OTHOLIEHUE HAa POMAHATA B TEJIECHOTO TEITIO H CIIyYaHWTe HA XUMOTTTHKEMHS
ce 3ana3Bar.

B 52-ceaMuuno n3nKTBaHe BUAgarnunTHH (50 mg IBa hTH QHEBHO) € CpaBHEH C THKNa3knA (CpeaHa
OHeBHA No3a: 229,5 mg/neH) cnen fobaBsne KbM TEpanuaTa HA NMaLHEHTH, HEMOCTUTHAJIM KOHTPOT ¢
MeTPOPMHH (H3X0/1HA 1032 Ha MetdopMmiuH 1928 mg/aen). Cnex | roanHa cpeAHOTO NMOHMXKEHHE
HbA e -0,81% npu nobassAne Ha BHIJATTHIITHH KM METQOPMKHH (NpH cpelieH H3xoaeH Hbj

u -0,85% npu noSapdaHe Ha rMKIa3Ing KbM MeT@opMuH (npu cpeaeH uixoaeH HbA . B,S'V &

€ CTATHCTUYECKH 3HAYMMA He nmo-Manka epukacHocT (95% CI -0,11 —0,20), [IpomsaHara f ? oCHd
Terno e +0,1 kg npu BUnJarnunTiH cnpsaMo +1,4 kg npu rnuknasug. R '

B 24-ce aMHYHO KJIHHHYHO W3NUTBAHE € OLIeHCHA epHKacHOCTTa Ha (PHKCHpaAHATa 03082
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OT BUIMATTHIITHH U MeThopMHH (IocTeleHHO TUTpUpaHa xo fo3a oT S0 mg/500mg aBa mbTH AHEBHO
unu 50 mg/1000 mg ABa TLTH AHEBHO), IPHNI0KEHA KaTO ITbpBOHAYaliHa Tepanus I1pH MaLKeHTH,
HEMPHEMAIH MTpeJH TOBA APYTH JiekapcTa. KomOnHauusaTa BUAAArTHITTHH/ MeTPOPMHH

50 mg/1000 mg, npmioxkeHa ABa MLTH AHEBHO, NoHKkasa HbA.c -1,82%,

BrgarnunTaR/ MeTdopmud 50 mg/500 mg, npunoxkeHa nBa MbTH JHEBHO, € -1,61%, MeTdopMHH
1000 mg, ipunoKeH JBa ITbTH JHEBHO, C -1,36%, a BunaarnunTvd 50 mg, NpUIoKeH ABa IbTH
IHEBHO, ¢ -1,09 npu u3xoaen HbA 1. 8,6%. ITornxkenuero Ha HbA (., HabmrogaBaHo npy NALMEHTH C
n3xoneH HbA . >10,0%, e mo-ronsmMo.

24-ceAMHYHO, PAaHIOMM3UPAHO, ABOHHOCAAIO, Nnauedo KOHTPOIUPAHO U3NHTBAHE € IPOBEICHO NpH
318 nmaupeHTH, 3a 1A OLIeHH ePUKACHOCTTA U Oe3omacHOCTTa Ha BUnaarnunTvH (50 mg aBa meTH
IHEBHO) B KOMOWHAaIMs ¢ MeTdopMuH (1500 mg gHeBHO) ¥ riinMennpui (4 mg AHEBHO).
BungarnuntuH B KOMOWHALMA ¢ METPOPMHH ¥ NMUMENUpU CArHUgHUKaHTHO NoHKWXkaBa HbA .
cnpamo mnauedo. Kopurupanara cnpamo mnauedo pasznuka B cpeiHoTo noHmwxenye Ha HbA . cnipsamo
u3xoaHata cTofHocT OT 8,8% ¢ -0,76%.

[IpoBeieHo € METrOANLIHO, MHOTOICHTPOBO, PAHAOMU3UpaHO, ABOHHOCTANO nMpoyuBaHe ( VERIFY)
npY MALMEHTH ChC 3axapeH quabeT THT 2, 3a J1a ¢€ OLEHH e(EKTHT Ha paHHO JIEYEHHE C
KOMOHHALUATA BUAAArNMUNTHH W MeTgopMuH (N=998) cnipamo cTaHAapTHa ThpPBOHAYalHa
MOHOTepanus ¢ MeTQOpPMHH, nocieaBaHa 0T KOMOMHALVA ¢ BUNJATTHIITHH (Tpyna Ha
nocieaoBatesiHo nedeHre) (N=1003) npH HOBOIMATHOCTHLHPAHH MALHUEHTH CbC 3aXapeH nuader
THn 2. Cxemara ¢ koMOMHauMATa Ha BUNAarnunT¥H 50 mg asa meTH JHEBHO NIKOC METGOPMHUH BOAH
70 CTAaTUCTHYECKH U KJIMHHYHO 3HAYHMO OTHOCUTEIIHO HaMansaBaHe Ha pUCKa “BpeMe 10 NOTBLPACH
Heyclex Ha NPBOHAYANHOTO JiedyeHue (CToHHOCT HA HbA1.>7%), cripaMO MOHOTEpaNKs ¢
MeTHOPMHH IIPH HEJIEKYBaHH A0 MOMEHTA MallUeHTH Che 3axapeH quabeT T 2 npes S-roauiuHara
NpoIbJBKUTENHOCT Ha NpoyuBaHeTo (HR [95%CI]: 0,51 [0,45, 0,58]; p<0,001). YecToTara Ha Heycmnex
Ha IbPBOHAYANHOTO aeveHue (cToHHOCT HA HbA 1. 2>7%) e 429 (43,6%) mauuedTH B rpynara Ha
nedcHHe ¢ koMOuHauuaTa 1 614 (62,1%) nauueHTH B TpynaTa Ha NOCNEA0BATEIIHO TIEYEHHE.

24-cefMUYHO paHIOMH3NPaHo, ABOIHHOCTANO, NalLed0 KOHTPONNAPAHO U3NUTBAHE € NPOBEIEHO NpH
449 maiMeHTH, 3a Aa OUeHN eddMKacHOCTTA M Oe30MacHOCTTa HA BUIAArmunTUH (50 mg ABa MbTH
JIHEBHO) B KOMOMHAITUA C TOCTOSHHA /103a 0a3alleH WIN CMECeH WHCYJIMH (CpeaHa JHEBHA J03a OT

41 eqMHHLIK), CBC CBOBLTCTRAL NpueM Ha MeThopMHH (N=276) uau 6e3 cbmbTCTBALl NPHEM Ha
meTdopMuH (N=173). BUagarmunTHH B KOMOMHALNA ¢ UHCYIMH CHTHHQHUKAHTHO MoHMxkara HbA .
crpaMo mianeto. B oblara nonynauunsi kopurupaHaTta cnpsaMo nnauedo pasnMka 8 CpeaHOTO
noumwxkeHne Ha HbA . npu cpenna uzxoanara crofinoct Ha HbA . 8,8%, € -0,72%. B noarpynure,
JleKYBaAHHU ¢ HHCYJINH, ChC WM 03 ChITBTCTBALL IIpHeM HA METHOPMHH, KOPHUTHPAHOTO CIIPAMO
nnauedo cpenHo noHnxeHne Ha HbA .. e cvoTBeTHO -0,63% U -0,84%. YecToTaTta Ha XHNOrJIHKEMHs B
obmara nomynauus € 8,4% u 7,2%, CbOTBETHO B rpyniiTe Ha BUAZANMITTHH M nnauebo. Iipn
MalHeHTHTE, NpUEMallid BWIIArInnTiH, He ce Habmoaasa nmoBuuIasane Ha termoto (10,2 kg), nokato
MpH npremMallrTe nnanedo ce HabnwAara noHKUxkeHue Ha Ternoto (-0,7 kg).

B npyro 24-ceAMNUHO Npoy4BaHe NpH NauUeHTH ¢ IO-HanpelHal 3axapeH AnadeT TUI 2, IpH KOUTO
He € TIOCTHI'HAT aiIcKBATEH KOHTPOJI ¢ JICUEHHETO ¢ HHCYNTHH (KpaTKo W Obp3oAelicTalll, cpeiHa
wHCYnHHOBa f03a 0T 80 1U/aHeBHO), cpeaHoTo NOHIDKEHHE Ha HbA . npyu nobaBsiHe Ha BUILATIIHITTHH
(50 mg aBa TETH JHEBHO) KbM MHCYIIMHA € CTATHCTHYECKH 3HAYHMO T0-TOJIIMO, OTKOJIKOTO TIPH
koMOuHayusara nianedo nmoc uHcynuH (0,5% cnpamo 0,2%). YecToTaTa Ha XMNOrMMKEMHUH € T0-
HHCKa B TpyTIaTa Ha BUIJArIMIITUH, OTKONKOTO B rnauedo rpynara (22,9% cnpamo 29,6%).

CupoeuHo-cb008 puck
MeTa aHan#u3 Ha HEe3aBUCUMO U NPeIBAPHTEIHO ONPEEIEHHUTE ChpAeYHO-CHI0BH HE}I{EJ'I

oT 37 daza IIl u IV KNTHHAYHHA N3NUTBAHKMA TPH MOHOTEpANHA H KOMOWHHMpaHa TEparus, ¢
NPOXBKUTETHOCT HAZ 2 TOANHU (cpeHa eKcro3uuua 50 ce IMULM 3a BUNTATTTUITTHH U A9
3a CPaBHUTENTHUTE MPOYKTH), N0KA3Ba, e JISUEHHUETO C BUNJAMNIHIITHH HE € CBLP3aHo J(NaBH]
Ha ChpAEYHO-CBIOBUA PUCK CTIPAMO CPABHUTCIHUTE NMPOIYKTH, ChLCTABHATA KpaHHa TOv a-%{

npeJBapUTEIHO ONpPeleNeHUTe roieMH ChpACUHO-CHAOBY CHOUTHA (major adverse cardigy %’E |
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events — MACE), BKITIOUHTEIHO MUOKApAeH HH(APKT, HHCYNT WIH CMBPT MOpaJH ChHpACYHOCHAOBA
NpHUNHA, € NoAo6Ha NPHU BHIAATIMIITHH CIPAMO KOMOMHUPAHHW akTUBHH H I1aLe00 CPaBHHTENHH
npoaykTh [OtHocuTeneH puck no Mantel-Haenszel (M-H RR) 0,82 (95% CI1 0,61-1,11)]. MACE
HacTenea npH 83 ot 9 599 (0,86%) nauueHTH, NeKyBaHH ¢ BHAArmWITHH M TipH 85 o1 7 102 (1,20%)
[MALIHEHTH, JeKYBAHU CbC CPABHUTENEH NPOAYKT. OUEeHKaTa Ha BCEKH oTAeNieH KOMNOHEHT Ha MACE
He nokasea nosuineH puck (mogoben M-H RR). CubutHs ¢ MOTBBpAECHA CHpACUHA HEJOCTATBYHOCT
(CH), nedwnupana karo CH, u3uckpama xocnuranu3alus, Uin Hosonosisuaa ce CH, ce cbobmasar
npu 41 (0,43%) oT nalUEeHTHUTe, JIEKYBAHH ¢ BUNAArIHOTHH U ipH 32 (0,45%) oT manmeHTHTE,
NeKyBaHH ¢he cpaBHuTeneH npoaykr M-H RR 1,08 (95 CI 0,68-1,70).

IlegnaTpy4Ha MOMyJIaLNd

EBponeiickaTa areHUHUSA 10 eKapcTBaTa 0CBOOOXKAaBa OT 3aIb/DKCHHETO 33 NPENOCTaBsiHe Ha
pe3yNITaTHTE OT NPOYYBAHNUATA C BHIAATTHITTAH B KOMOHWHAIWA ¢ METQOPMHH BEB BCHUKH NOJATPYTIH
Ha NMeauaTpU4HaTa NOoNyalusa ¢he 3axapeH quabet Tvn 2 (Bxk. Touka 4.2 3a nHgopMaurs OTHOCHO
ynoTpeda B nequaTpHaTa).

5.2 <PapMakOKHHETHUHH CBOHCTBA

BungarniunTus/MeThopMAH

Abcopbys

Hokazana e 6HOeKBUBAJIEHTHOCT HA BHIAAMTHITHH/MeTGOPMHH NPH TPH Pa3NTUIHK J03UpoBKH (50
mg/500 mg, 50 mg/850 mg u 50 mg/1000 mg) cnpamo xOMOMHALMA OT OTACNHHA TabNEeTKN BUILAATIMIITHH
H METHOPMHH XHAPOXJIOPU] B CHOTBETCTBALINTE JO3H.

XpaHaTa He MOBJINABA CTENEHTA U CKOPOCTTA Ha abcopbuusa Ha BUIAATSIMNTHH OoT TarnuH Mer.
CkopocTTa ¥ cTencHTa Ha abcopbuua Ha mMeTdopmun oT Tarmun Met 50 mg/1000 mg ca HamaneHw,
KOraTo ce NTpunara e¢JHOBPEMEHHO C XpaHa, KOeTO Ce OTpa3sBa B MOHWXaBaHe Ha Cmax ¢ 26%, AUC ¢

7% u 3abaBsHe Ha gocturaHeTo Ha Tmax (2,0 fo 4,0 yaca).

[TocneaBaltloTo U3NOKEHHUE 0Tpa3aBa papMakOKMHETUHHHTE CBOHCTBA HA OTAENHUTE aKTHBHH
BeniecTsa B TarnuH Mer.

BungarnunoTHH

Abcopbyus

Cnexn nepopalHo NMPHUIOKEHHE Ha IMTaJHO BUITAATANTHH ce abcopbupa 6bp30 ¢ MHKOBa Iu1asMeHa
KoHLeHTpalna Habnmoasana Ha 1,7 dyac. XpaHata cnabo 3abaBs BpeMETO 3a JOCTHraHe Ha NMHKOBATa
nnasMeHa KoHIeHTpalus oo 2,5 yaca, Ho He nopiuaBa obara excnosuuns (AUC). Tlpunoxennero
Ha BHJIIATJIMIITHH ¢ XpaHa BOIM J0 MOHWXARAHE HA Cmax {19%) cipAMO NputokeHue Ha rnaaHo.
CrerneHTa Ha NMPOMsAHA, 00aue, HE ¢ KTHHUYHO 3HAYMMA, TaKa ue BUJJAMTUIITHH MOXXE Ja Cce Tpuara C
unn Oe3 xpaHa. AbcomoTtHara SnoHanuyHocT € 85%.

Paznpedencrue

CrBbp3BAHETO HA BUJIRATTIMIITHH € NNa3sMeHUTe NPOoTerHH € cnabo (9,3%) 1 BHUIJArnunTHH ce
pasipenens NOPaBHO MeXJIy Ta3MaTa M YepBeHUTe KpBBHH KJIeTKH. CpenHus obem Ha
pasnpejeleRie Ha RUIJArMOTHH B CTALIMOHAPHO CHCTOAHHE Clie]l MHTPABEHO3HO NPUNOXKEHHE (V) €
71 nuTpa, XOETO NpEANONAra eKCTpaBacKynapHoO pasnpeneieHne.

buompancdopmayun
MeTabonu3MbT € OCHOBHHUA IThT HA €IMMHUHHUPAHE Ha BUJIAATJTUIITHH TIPY XOpa, KOET

69% ot go3ata. OcHoBHUAT MeTabonut (LAY 151) € papMakonornyHo HEaKTUBEH
XMApOJIN3aTa Ha HHaAHOo Tpynarta, ¢heraridsa 57% oT Ao3arta, TocAeABaH OT NpOIY
xugponusa (4% ot nozara). DPP-4 nonpuxacs 4acTHYHO 3a XHAPONIN3aTa HA BUJL
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Bungarnuntud He ce metabonuanpa ot CYP 450 eH3uMHTE 10 CTEMEH, KOATO MOXe Aa Obae
onpegeneHa. CnenoBaTeNHo, He ce 0OYakRa MEeTAOOIMTHHAT KIHPBHC Ha BUWIJATTMIITAH Ja CE MOBINAE
oT eqHoBpeMeHHoTO npuiokeHHe ¢ CYP 450 vHxuOUTOpH W/HUNN HHAYKTOPH. [n vitro NpoyuBaHWATA
MOKa3BaT, 4e BHIJIarTUNTHH He HHXHOupa/nugyuupa ensumute CYP 450. ETo 3amo, HaMa
BEPOATHOCT BUNJArTIMNTHH Aa NOBIMABA METADOINTHHA KIIMPBHC Ha €AHOBPEMEHHO NPUJIATaHHUTE
nekapctia, Mmetabonusupaun ot CYP 1A2, CYP 2C8, CYP 209, CYP 2C19, CYP 2D6, CYP 2E1 nin

CYP 3A4/5.

Enumunupane

Cnen nepopanHo npunoxedne Ha ["*C) sunnarnuntus, npudausutento 85% ot no3ara ce
eKcKpeTHpa B ypHHaTa ¥ 15% ot qo3ara ce 0TKpHBa BB deueca. brdpeuHara ekckpeliHs Ha
HEeMPOMEHEH BHIIIATJIMIITHH CheTarnABa 23% oT go3ara ciiel] nepopanto npunoxenue. Cren
MHTPAaBEHO3HO MIPHIOXKEHHE Ha 3ApaBH HHIMBUAK, OOLIMAT nia3MeH U 6b0peyeH KIUPEHC Ha
BHJATTHIITHH €, ChOTBETHO, 41 1 13 l/yac. CpenHUAT eTUMHHALHOHEH MOIYXXHBOT Clel
HHTPABEHO3HO TIPHIIOXKEHHE € npubnnznTenko 2 yaca. EMAMHHaLHOHHHAT TOJYXXHBOT CJic
MEPOPAIHO MPUAOKEHHE € NpUbnu3uTenHo 3 yaca.

Jluneunocm/neauneurocm

Crmsx Ha BUIIIArTHIITHH U TJIOILTA [10]] KpUBATa [U1asMeHa KOHUeHTpatug cipsaiMo Bpeme (AUC) ce
MOBHIIABAT IO NPUOIH3NTENHO A03a-MPONOPLHOHATIEH HAYHH B paMKHTE Ha TepaneBTUYHHA TO30B
MHTEPBAI.

Xapakmepucimuxy npu ayuemume
[Ton: He ce nabnoaasaT KNWHHYHO 3HAUYMMH Pa3/InKH BbB PapMakOKMHETUKATa Ha BUNIarmunTHi

pH 37[paBy MBXKE M )KEHH B LIMPOK ANana3oH Ha BL3pacT W HHIEKC Ha TenecHa Maca (M TM),
Huxubupanero va DPP-4 0T BUNgarnunTHH He ¢€ MOBNHABA OT IOJ14A.

BbapacT: [Ipu 3apaBn HHAMBHAM B cTapdecka BhapacT (> 70 roanun), obiara excrno3nnus Ha
srgarmunTiH (100 mg BeAHBXK JHEBHO) ce yrenudasa ¢ 32%, ¢ 18% nosuuasaHe Ha MHKOBaTa
J1a3MeHa KOHLIEHTpalluA B CpaBHeHHe Che 3paBy miaayl HHANBUIOM (18-40 roguun). CuHTa ce,
obade, 4e Te3H NPOMEHH He ca KIMHAYHO 3HavyuMi. THxHOHpaHeTo Ha DPP-4 oT BHAZArmUNTHH He ce
[TIOB/IMABA OT Bb3pacTTa.

YepHoapoOHo yepexkaaHe: [IpH maLMeHTH ¢ IEKO, YMEPEHO UITH TEXKO ZePHOAPOOHO yBpeKIaHe
(Child-Plugh A-C) HaMa KNHHAYHO 3HAYMMH NpOMeHH (MakCHMYM ~30%) NMpH eKCrio3nLKgTa Ha
BHJIAATTAITTHH.

B16peuno yspexaane: [1pn HHANBKAM € NIEKO, YMEPEHO UNH TexKO OBOpeuHO yBpexkaaHe CHCTEMHATA
eKCITO3HMI[HA HA BUIJANTHITTHH ce yBennyaBa (Cmax 8-66%; AUC 32-134%) u ToTamHHUA TeNECEH
KJIMPBLHC HAaMansiBa B CpaBHeHHe ¢ HHAWBUAHN ¢ HopManHa 6bOpeyna yHKUUA.

ETaudecka rpymna:; OrpaHMieHnTe JAHHH PEAToNnarar, Ye eTHHHeCKaTa MPHHALIESKHOCT He OKa3Ba
roasiMo BNHSHUE BbpPXY (PAPMaKOKUWHETHKATA HAa BUNJATTTHIITUH,

MetdhopmuH

Abcopbyus

Cnen nepopajieH npHeM Ha METPOPMMH, MAKCUMATHATA Na3MeHa kKOHUEHTPpALMSA (Cmax) C€ IOCTHTA
cnell okoJio 2,5 yaca. AGcomoTHaTta OnOHaNNYHOCT Ha TabneTka MeTopmuH ot 500 mg npy 30pasu
uHIUBUAN e npubnusuTenno 50-60%. Cnexn nepopanel npueM, HeabcopOupanaTa 4acT, KOAT
yCTaHOBSBa BRB (eueca € 20-30%. ‘@:\W N0 e 4:&

Cnexn nepopanHo nmpunoxeHue abcopbuuara Ha MeTOpPMHH € HacULIAlla ¥ HEITh/IHA.
dapMakokyHeTHKaTa Ha abcopOuuaTa Ha MeTopMuH He € nuHeiHa. [Tpn obnyaiinuT ;&i
MeTHOPMHH H CXEMH Ha NPUIOKEHHE, CTALHOHAPHA NMJIA3MEHA KOHUEHTpalUHnd ce J0C ré‘éﬂ

Ha 24-48 yaca W 061 B3eTO € oA 1 pg/ml. [IpH KOHTpPONHpPAHN KNTHHHYHH NPOYYBaH cé, 4; i
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MaKkCHMATHHUTE MJa3MeHH HHBa Ha MeThopMuH (Cmax) He RAABHLIABAT 4 pug/ml, nopu npu
MaKCHMAaTHH JIO3M.

XpaHnara cnabo 3a6aBs 1 Hamansea cTeneHTa Ha abcopbuns Ha meTdopMuH. Clell NTPHIIOKEHHE HA
no3a ot 850 mg nukoBara nnasMeHa koHueHTpauus e ¢ 40% no-uucka, AUC e HamaneHa ¢ 25% u
BPEMETO 3a JOCTHIaHe Ha NHKOBA I/1a3MEHa KOHLUEHTPALUA € YIBIDKEeHO ¢ 35 MuHyTH. He e sacHa
KIHHAYHATA 3HAYMMOCT Ha TOBA HaMaleHHe.

Paznpedeneniie
CBbp3BaHeTO C MIa3MEHHTE NPOTENHH € HE3HAYHTENHO., MeTdopMHH ce paznpeacns B epUTPOILIUTHUTE.

Cpexuuat o6eM Ha paznpeaesienne (Vq) Bapupa Mexy 63 u 276 nutpa.

buomparncpopmayui

MeTdopMuH ce excKpeTHpa HeNpOMeHeH B yprHara. [IpH xopa He ce yCTaHOBABAT METAOONHTH.

Enumunuparne

MeTdopMuH ce eMMHHApa Ype3 Ob0peyuHa ekckpelus. BLOpeuHNUAT KIMPBHC Ha METQOPMHH €

> 400 ml/min, koeTo MoKa3Ba, He MEeTHOPMKH C€ CTUMHHIPA Ype3 FAOMepyNRa HiITpanus U TyOyTHa
cekpeuna, Cies nepopaleH npueMm, MPUBHUHUA TEPMHHANEH €AMHHALIMOHEH MOJYXHBOT €
npuban3uTENHO 6,5 uaca. [Ipu yBpenena 6s0peuHa pyHkLusA, OBOPEUHMAT KIHPBHC € HAMATIEH
MPOTIOPLIHOHANHO HA KPEATHHHHOBYSA KIIMPBHC U NOPaIH TOBA EIMMHHALHOHHUAT Oy KHBOT €
yIb/DKEH, XOETO BOJAM [0 fOBHIIaBaHe HUBO Ha MeTQOPMHUH B NJ1a3Mara.

5.3 IlpeaxnHHHYHM JaHHH 3a Oe30MacHOCT

ITpu )XMBOTHM ca NIPOBEAEHH EXCTICPUMEHTAIIHA NPOYYBaHUs C POABIDKUTENHOCT /10 13 cenmunum ¢
kOMOMHAIINATA OT BELECTBATA, ChABPXKAILH ce B TarnmuH MeT. He ce ycTaHOBSBAT HOBH NPOABH Ha
TOKCHUHOCT ¢ Ta3u KoMOnHanus. CneapainyTe JaHHH ¢a YCTAHOBEHH B TIPOY4YBaHUSA POBENEHH C
BUIAArIRNTHH 1 METPOPMHUH NOOTAEIHO.

BUNJArTMOTHH

INMpu kydera ce HaOmoRasa yAb/DKaBaHe Ha UHTPAKapAMATHOTO NMPOBEXKAAHE MPH 1033, IIPH KOATO
HAMa edekT, ot 15 mg/kg (7-mbTH Hag eKCNO3ULMATA NIPK XOpa Bb3 OCHOBA HA Crax).

KyMynupaHe Ha neHecTH anBeosiapHu Makpodaru B 6enute Apobose ce HabmogaBa nNpH NUTbXOBE U
MuLIKH. JJo3aTa, MpH KOATO He ce Habmoaasa nojobeH edexT npu nwpxose € 25 mg/Kg (5-N1bTH Hal
eKCIIO3ULHATA NIPpH Xopa Bb3 ocHoBa HAa AUC) n 750 mg/kg npy mMutnku (142-mvT Had eKCIOZHLIMATA

NpH XOpa).

CTOMAILTHO-YPERHHUTE CUMITTOMH, 0CODEHO MEKH HU3NPAXKHEHUA, UINPAKHEHHS ChC CY3, AWAPHA H
NpH NO-BHCOKH JI03H KPBB B H3NIpaXXHEHNATa, ca HabmoZasanu npu ky4era. Huso, npn koeto He ce
HabmoaaBa edexT He ¢ YCTAHOBEHO.

BHNIArMANTHH HE € MYTarcHeH NpY KOHBEHUHMOHATHUTE in Vifro Y in vivo R3CNEIBaHUA 3a
FEHOTOKCUYHOCT.

[TpoyuBane 3a QepTHNMTET 4 panHO eMOPHOHANTHO pa3BHTHE NPH IUTHXOBE HE 1aBa NaHHH 3a
HapyiHeHHs BbB (hepTHINTETa, PENPOAYKLUHATA HITH PAHHOTO eMOPHOHANTHO Pa3BUTHE B p >,
NeYeHHUETO ¢ BUNJarnunTiH. EMOpHO-deTasiHaTa TOKCHMHOCT € OLiCHABaHa NpH HJI'bKDB .,
[NoBHiDeHa Y4ecTOTa Ha BRITHOOOpa3Hu pebpa ce HabmoiaBa MpH IUTHX0BE BHB BPb3Ka ¢ Hagarte a2
nMapaMeTpH Ha TENECHOTO TerJIo Ha MalfuMHUA OPTraHK3BM C 033, TP KOATO HAMA edekt, DT 1Hingike = v
(10-ITbTH Had eKcro3MLMATA MpH Xopa). Ipn 3aluy, HaManeHo TeECHO TerJio U NPOMey Wl tﬁqﬁm, o
oxasaTeHH 3a 3a6aBsiHe B pa3BITHETO, ca 0TOENA3aHHU CaMo MPH HANTMYMETO HA TEXKKA\} \@H&ﬁf?’* X
32 MaldMHUA OPraHM3ILM C 032, IIPH KOATO HAMa edpekT, 50 mg/kg (9 TBTH Haj eKcrosMETa [ipH ..~ v/
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xopa). IIpH TUTEXOBe € nNpoBeJeHO Mpe- U NOCTHATANHO NpoyYBaHe 3a pa3sHTHe. Haxonkwu ce
Ha6110aBaT caMo BbB BPh3Ka ¢ TOKCUMHOCT MPH MaH4nHUA Opran3sM Npu > 150 mg/kg v sxmousar
MpexoAKO HaManABaHe Ha TeJIeCHOTO TETJIO H HaMalleHa JBUraTeNHa akTHBHOCT B F1 moxonennero.

JIByroAmiuHO NpOyYBaHE 3a KAPLUHOIEHHOCT € NNPOBEIEHO NPH IUILXO0BE MpH NEPOPAIHA 03K 10
900 mg/kg (npubnusntenHo 200 THTH EKCNOINLMATA TIPH XOpa PH MaKCUMAIHO NTpenopbYBaHaTa
no3a). He ce vabmoziasa nosiinaBaHe Ha YECTOTATa Ha TYMOPHTE, KOWTO OHXa MOTIH ia ce OTHECAT
KBM BIIAArIUNTHH. Jipyro AByroanuiHO MpOyYBaHe 3a KAPUHHOTEHHOCT € IPOBEAEHO TIPH MHLUKH C
nepopamau qo3u 10 1 000 mg/kg. TTosHllleHaTa Y€CTOTA HA A/iCHOKAPUMHOM Ha I'bpaaTa n
XeMaHFHOCAPKOM ce Habmoasa npy 03a, NPH KOATO HAMA edekT, ChoTBeTHO, oT 500 mg/kg

(59 TbTH excno3uiuaTa npu xopa) v 100 mg/kg (16 meTH exCrio3nLusATa NpH Xopa). C4UuTa ce, Je
OBHINEHATA HeCTOTa Ha Te3H TYMOPH NpH MHLIKH He NMpeCTaBigBa 3Ha4HM PHUCK 3a XOpaTa, Bb3
OCHOBA Ha JIAMCaTa Ha FTeHOTOKCHYHOCT Ha BUWIZAITIMIITHH U OCHOBHHA My MeTaboNHT, 1ospata Ha
TYMOPHUTE CaMO IIPY €IWH BHJ M BUCOKHTE CHOTHOUWICHHS HA CHCTEMHA €KCIIO3KIINA, PU KOATO ca

HaOmoJaBaH¥ TYMOPUTE.

B 13-ceaMH9HO NPOYYBaAHE 32 TOKCHYHOCT MPH MaiMYHM MakalH, KOXKHH JIE3HH ¢a OTOCA3aHH MPH
no3n > 5 mg/kg/men. Te ce nokatn3npaT BUHArM No kpalHUUNTE (PBLETE, XOANAATa, YHIUTE N
onatukara). [1py 5 mg/kg/nen (npubnusutenes exsrpanedT Ha AUC excno3nuysaTa npu Xxopa npy
no3a 100 mg), ca HabmoaapaHH caMo Mexypu. Te ca obpaTHMH HE3aBHCHMO OT TOBA, Ye JICYCHHETO €
MPOABJLDKEHO M HE ca CBbP3aHU ¢ XHCTONATOJIONKUHH aHoManuHi. HamykaHa Koxa, Tiolella ce Koxa,
CTpYIIEH U paHH Ha ONAllIKaTa ¢ KOPETUpPALA XUCTONMATONOTHYHH NPOMEHH ca HabJTI0JaBal NpH
ao3u > 20 mg/kg/nen (npudnusprendo 3 meTH AUC ekcniozuiMsATa npu xopa npy go3a 100 mg).
HekpoTuusy Ne3un Ha onaiikara ce Habmonasat npy > 80 mg/kg/nen. Koxuute ne3nu He ca
oOpaTiMH NipH MaitMyH# nekyBanu ¢ 160 mg/kg/nen no Bpeme Ha 4-CeIMHIHHA BH3CTAHOBHTENEH
nepuon.

MetdopmMuH

HexnHHUYHKTE AaHHK 3a METPOPMHH HE noka3saT 0coOeH pHCK 3a Xopa Ha ba3ara Ha
KOHBEeHUHOHANTHUTE (PapMaKOJOTWYHHW NPOYYBaHUS 32 6e30MacHOCT, NPOYYBAHHSA 32 TOKCHYHOCT ITPH
MHOFOKpPaTHO NPHJIOKEHHE, TEHOTOKCHYHOCT, KaHLEPOI'eHEH NOTEHLHAT M PEenpoay KTHBHA
TOKCHHHOCT.

6. OAPMAINEBTHYHH JAHHHA

6.1 Choschk Ha NOMOIIHHATE BEIIECTRA

Anpo Ha TabreTkaTa
MuxpokpucTtanHa uemynosa PH 102
Marsne3ues creapar

[Toupon K90

DUIMOBO ITOKPUTHE

Xurnpomenosa 2910

Twranos quokcHua (E 171)
JKenezen okcun, xuaT (E 172)
Makporoin

Tanx

6.2 HecLBMECTHMOCTH

Henpunoxxumo

20




A

6.3 Cpox Ha roaHocT
2 TOIHHHU
6.4 CienHaIHM YCJIOBHS HA CLXPAHEHHE

Jla ce cbxpaHsiBa Ha MACTO, HEJOCTBIHO 3a JeLla.
Jla ce cuxpaHsiBa B OPUTMHAITHATA OTIAaKOBKa.
Ha ce cexpanssa nnog 235 °C,

6.5 Bua v chaAbLpAKAHHE HA ONAKOBKATA

AnyMunues/AnyMHHHEB OnucTep

B onakoskH, ceabpxaiiu 30, 60, 120 u 180 TabneTky.

BuaoBe oniakOBKH:

30 ¢punMupaHHd TabneTkn onakosaHK B OJUCTEPH, Chabpxkaly 10 dpuamupaHn TabNeTKH BCEKMU.

60 dunmMupann TabneTKH onakoBawK B OnucTepH, chabpxall 10 ¢punmupann TabneTkH BCEKH.

120 punmupanu Tabnetkn onakosanu B 6J1ucTepu, chabpxall o 10 punMupany TabNETKU BCEKH.
180 ¢punmupann TabneTky onakoBaHk B OimctepH, cbappxaul no 10 punMupany TabieTky BCEKH

He Bcuuxy BHIOBE ONakOBKYU M TabneTku Morar Aa O6b1aT NycHaTH Ha na3apa.
6.6 CnennajHy NpeaNazHH MEPKH NPH U3XBLpASHE

Heusnon3sanuaT nekapcTBEeH MPOOYKT WIH OTHATRYHHTE MAaTEpHANH OT Hero Tpa0Ba Ja ce M3IXBBPIAT
B ChOTBETCTBHE C MECTHHTE H3NCKBAHNA.

1. MPHTEXATEJ] HA PASPEIHEHHUETO 3A YIIOTPEBA

HOBEJ ®APMA EOO/J
oyn. “bwnrapug” Ne 109
Codws 1404, buarapus

8. HOMEP(A) HA PAPEHIEHHUETO 3A YIIOTPEBA

Perucrpanmonen Ne: 20220238

9. JATA HA IBPBO PAZPEINABAHE/MOJHOBSABAHE HA PASPELHIEHHMETO 3A
YIIOTPEBA

Hata Ha mbpRO paspelaBaHe:

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA

01/2025
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