KPATKA XAPAKTEPHCTHKA HA ITIPOJIYKTA

1. HME HA JEKAPCTBEHHSA NPOAYKT | W3NBIRWTENHA ATERUWA N0 SIEKAPCTBATA
Kpamna xapaNmopucinuNg Ha npogyxma - [TpunomeHie 1

Menua 50 mg/850 mg gunmupany TabaeTku 030%{ 09

Memnz 50 mg/1000 mg dunMupanH TabneTkH LoRTY T X | J— '}\0 l&f}ot ......................... _

Melyd 50 mg/850 mg film-coated tablets Paspeweru Ne 270 i iR/ .
Melyd 50 mg/1000 mg film-coated tablets . 10, 01 1012

| Ogotpenue M sz

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Menna 50 mg/850 mg punmuparu TabneTky

Besika drMupata Tabnerka chIbpxa 50 mg pwigarmuntis (vildagliptin) u 850 mg meThopMHuH
xunpoxnopua (metformin hydrochloride) (ekpuBaneHTHE Ha 660 mg MeTdhopMHH).

Menua 50 mg/1000 mg punMupann TabIeTKH
Besika punmupana tabneTka chAbpka S0 mg BHIJATTAITHH {vildagliptin) u 1000 mg MeTopMuH
xuapoxnopsn (metformin hydrochloride) (expaBanentsu Ha 780 mg MeThOpMHH).

3a ITRIHHA CIACHK HA TIOMOTI{HUTE BELIECTBA BHXTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

DujiMApaHa Tabnerka

Menua 50 mg/850 mg dunmupand TabIeTKH ¢a KBIITH, ETHNCOBHAHH, TNEOHHOM3ITLKHATH TAOIETKH ¢
AbAANa nprGarsaTenno 20,2 mm H wHpounHa npubnusurento 8,1 mm.

Menua 50 mg/1000 mg GunMupans TabNeTKH ¢a TEBMHOXKBIITH, €IH{ICOBH/IHY, JABOMHOM3NBKHAIH
TabNeTKH ¢ ThIDKHHA NpUOIH3KTenHO 21,2 mm M IHpoYMHa IPUGIH3ATENHO 8.4 mm.

4. K IHHHYHU JAHHH

4.1 TepaneBTHYHH NOKAIAHHA

Menuz € MoKa3aH 3a JeYeHHe HA Fh3PacTHH NaWeHTH ChC 3axapen mabeT THi 2:
- MeJIu e oKa3aH 3a Te4eHHe HA Bh3PACTHH MAUHEHTH, IPH KOUTO HE € Bh3MOXHO /1 CE NIOCTHIHE
34/I0BOSMTENIEH TIHKEMHAYEH KOHTPOJ, TPH MAKCHMATHO MOHOCHMATa 32 TAX 1032 NEPOPATHO MPHIOKEH
MET{POPMUH HIIM NPH TIALMEHTH, KOWTO BEYE Ca JIEKYBaHHM C KOMOHHAIMATA BHIAACIUITHH 1 MeT1hOopMHHE
noJ opMata Ha OTAENHH TabNeTKH.

- Menu e noka3aH B KOMGHHALMA Che CYI(aHITypeAHO NPOH3BOAHO (T.€. TPoiiHa kOMOHHHpana
TepanHs), B TOIbIHEHUE KbM AHETATA H YIPAKHEHUATA, IPH BH3PACTHH NalHCHTH, IIPH KOATO HE
IIOCTHTHAT aACKBATEH KOHTPOJ ¢ METQOPMHH H CyNnaHunypeiHHO MPOU3BOHO.

- Menup ¢ noxasaH KaTo TpoiiHa KOMOHHHpPAHA TEPAIMA C HHCYIIHH, B AONBIHCHHE KbM
YOpaXKHEHHSATA 34 T000PsBAHE HA MTMKEMH4HHA KOHTPON MPH BB3PacTHH MAHCHTH




NOCTOAHHATA 038 HHCYJIHH H MBT(bOpMHH, OPHNTOXCHKE CAMOCTOATEIHO HE MOCTUIAT aJCKBATCH
T'MTHKEMHYEH KOHTPOII.

4.2 Jlo3RpoBKA H HA9HH HA DPHJIKEHEE

Jo3npoBka

Br3pacTin ¢ HopManna 0b0peqna dynkuns (GFR> 90 ml/mun)

JlozaTa npy aHTHEXHIEPTIHKeMHYHATA Tepanus ¢ Menua TpabBa na 6s1e HHAMBHAYAIH3APAHA

BB3 OCHOBA HA TEKYILIATa CXeMAa Ha [TaIHEHTa, e(peKTHRHOCTTA M TOHOCHMOCTTA, KATO He ce

OpeBHINABA MAKCHMATHATA NPeNophYIATENHA AHeBHa A03a oT 100 mg sungarnunTHH. Menua Moxe aa
ce 3ano4YHe WM Kato Tabnerka ot 50 mg/850 mg 1au karo tabnerka ot 50 :’hg/ 1000 mg, nprnoxxeHa
ABa IThTH THEBHO, e/jHa TabJeTka CyTpUH H eiHa Bedep.

- Ilpu nauneHTH, IpY KOHTO He € IOCTHIHAT 3JeKBATEH KOHTPON ¢ MAKCHMANHATA IOHOCHMa 1033
MeTHOPMHH, PHIIATAH KATO MOHOTEpaIus:

Hauannara f03a Ha Memna TpaGBa fa npefoctard sunjarnuntas 50 mg asa wete Anepso (100 mg ofma
JHEBHA [1034) NIOC 103aTa Ha MeThOPMUH, IPHEMAaHA O MOMEHTA.

- Ilpm naumesTH, NP KOATO Ca NPHJIAraHH €JHOBPEMEHHO BHJIIATIHITHH H MeT()OPMHH KaTO OT/AEITHH
TabneTku:

Menua TpabBa Aa ce 3an0YHe B CHIUIMTE AO3H HA BEIJATTHITHH H MET()OPMHH, KaKTO IPHEMAHHTE 0
MOMEHTA.

- Ilpu manuenT#, MPH KOHTO HE € NOCTHTHAT AAEKBATEH KOHTPOI C ABOHHA KOMOKHAIAA ¢ METHOPMHH H
cyNnpaHUNYpeiiHO NPOH3BOAHO:

Hozara Ha Menun Tpsa0Ba ia peZiocTas BIIIAMIHNITAH B 1033 OT 50 Mg XHNOTIHKEMHUA.

- Ilpy nauseHTH, IpH KOHTO HE & NOCTHTHAT AACKBATEH KOHTPON ¢ ABolHA KOMGHHHpaHA Teparus ¢
HHCYJHH ¥ MaKCHMaJTHa TOHOCHMA 032 MET(GOPMHH:

Hosara Ha Memnp TpaGBa na npefocTags BHANAITIMNTHH B 1034 0T 50 mg apa neTH AHeBHo (100 mg
ofla AHeBHa f03a), a Io3aTa Ha MeTdOPMHH TpaGBa 1a 6bae MoA0GHA Ha J03aTa, PHEMAHA 110
MOMCHTA.

Be30nacHocTTa H e(UKACHOCTTA Ha BUAJATTHOTHH H MeTGOPMHH, IPHIAraHH KaTo TPoitHa nepopaHa
TEpanus B KOMOHHAIHA C THA3OMHAMHAHOH HE Ca YCTaHOBEHH.

CreuHagHH rpyny nauHeHTH

Crapuecka Ep3pact (= 65 rogann)

Toit kaTo MeTdopMuH ce exckpeTHpa npe3 GEOpeLHTe, 4 NAUMCHTHTE B CTApYeCcKa Bb3pacT

NoKa3paT TEHACHIHS KbM HaMa/ABaHe Ha 6b6pednata ¢yHKLHA, IPH NAHEHTHTE B CTapYECKa BB3pacT,
KOHTO IpHeMaT Mesug, penosHO TpAGBa a ce mpocneadsa (pyHkiHaTa Ha 6s0penyTe (BX. TOUKH 4.4
u5.2).

bnbpeuno yepexaane

[peau sanovBane Ha NeuYeHMe © IPOAYKTH, ChABPKAIM MeTGOPMHH, TpAOBa Aa ce HalpaBy OLEHKa Ha
GFR croiinocTHTe, a clel TOBA - TOHE BeAHEXK roguuHo. [Ipy NAUHEHTH C NOBHIEH PHCK OT

TN0- HATATHINHO NPOTPECHpaHe Ha GHOpeYHO YBpeXk/|aHe U NpH TIALHEHTH B cTapyecka Bb3pacT Tpsbea
Mo- YeCTO A4 Ce NMpakH OlIeHKa Ha 6nOpeynarTa $yHKIHA, HAMpHAMep Ha BCeKH 3-6 Mecella.

3a mpeanounTaHe € MAKCHMANHATA NHEBHA 1033 MeTdopMHH Aa Oble pa3AeneHa Ha 2-3 THEBHH

Objat npepasrienans, Npeax na ce oGMHCIH 3aN0YBAHETO Ha JiedeHHe ¢ MeTdopMH
¢ GFR< 60 ml/min.



Ako He € 0CcThiHA 03082 $opMa Ha Menna ¢ afeKBaTHO KONHYECTBO Ha aKTHBHOTO BEILECTBO, BMECTO
xoMOHHAIMA ¢ PHKCHpaHK No3H TpabBa Aa ce HANON3BAT OTACIHATE MOHOKOMIOHEHTH,

GFR ml/min Mertdopmun BuinarnantHH
60-89 MaxcHMamHaTa JHEBHA 71033 € He ce Hanara KopuripaHe Ha'
3000 mg. J03aTa.

Moske ma ce oOMHCTH
HaMansBsaHe Ha J03aTa NpH
BIOmaBaHe Ha 6506peuHaTa
byHKIHA.

45-59 MakcHManHaTa JHEeBHA 1034 €
2000 mg.

Haganmara go3a e noHe
TIOJIOBHHATA OT MAKCHMATHATS

J03a.
3044 MaxcHMaIHaTa JHEBHA 1033 € MaxkcaManHaTa JHEBHA 1034 €
1000 mg. 50 mg.

Hayannara n03a e none
MONOBHHATA OT MAKCHMANHATA
A03a.

<30 MetdopMHH € IPOTHBONMOKA3aH

YepuoapobHo yBpexaaHe

Mennn se Tpabsa na ce npunara npy MalHeHTH ¢ 4epHOAPOGHO YBpeKIaHe, BKIIOYHTSHHO TE3H

CBC CTOHHOCTH Ha anaHuH aMuHoTpaHchepasa (AJIAT) uiH acnapraT aMHHOTpaHcdepasaTa

(ACAT) npeay 3anmodBaHe Ha JIEYEHHETO > 3 HTH FOpHATA rpasuua Ha HopmanHoto (TTH) (k. Todxn
4.3,4.414.8).

IennaTpuyna nomynaus
He ce npenopwusa ynotpebara Ha Menua npH Zeua u roxnoluu (< 18 romnun). besonacHocTTa H
ejpHKacHOCTTa Ha Menug npu Aena u oHomd (< 18 rogann) He ca ycTaHoBeHH. JInncear JaHHH.

HauuH Ha npanoxenune

IMepopanno npHIOKEHHE.
[IpreMbT Ra MenHA Mo BpeMe HIIH BEIHATA Ciiell XpaHeHe, MoXe Ja HaMallH CTOMAITHO-IPEBHHTE
CHMITOMH, CELP3aHH ¢ MeThopMEH {BX. CBINO ToYka 5.2).

4.3 IIpoTHRONOKA3AHRA
— CBpbXUyBCTBHTENHOCT KbM aKTHBHHTE BEIECTBA HIA KbM HAKOE OT TIOMOIIHHTE BEIMECTBa, H3DpOeHH
B TOuKa 6.1;

~ Beexd THIT 0cTpa MeTA0OAMTHA aIHMA03a (KaToO JIAKTATHA allHa03a, AHabeTHa KeTo
— JlnaGeTHa nmpekoMa;

— Texxa 6x6peuna HepocrarsyHocT (GFR < 30 ml/min) (Bx. Touka 4.4);

D,
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— OCTpPH CCTOAHHA, KOHTO MOTAT 3 IPOMEHAT OoOpeunaTa (yHKuus, KaTo:
®  AexHApaTanHs;
®*  Texka HHeKIus;
*  HIOK;
— BBTPECHACBO NPHIOKEHHE HAa HOOHpaHH KOHTPACTHH BEIEeCcTBa (B Touxa 4.4).
= OCTPO HJIH XPOHHYHO 3a60/14BaNe, KOSTO MOXE JIa IPHYHHA ThKaHHA XHITOKCHS, KaTo:
®  ChpAEYHA HIH HXaTelHa HeAOCTATHYHOCT;
®  CKOpOMLIEH MHOKapZieH HH(apKT;
" [IOK.
— Yeproapobuo yepesknaHe (K. ToukH 4.2, 4.4 n 4.8);
— OcTpa ankoXoTHa HHTOKCHKALMA, TKOXONH3BM;
~ Kspmene (k. Touka 4.6).

4.4 Cpenmaianm npeAynpexieHHs H HpeAUa3HA MEepKHE HPH ynorpeba

Obmu

Menna He € 3aMeCTHTEN Ha HHCYJIHHA TIPH MHCYJIHH-32BHCHMH [TAIIMEHTH H He TpAGBa Jia ce NIpHara npH
OAIHEHTH CBC 3axapeH nuaber Tan 1.

JlakTaTHa auKA03a

JlaxraTHara aiu03a, MHOTO PAIKO, HO CEPHO3HO METAGONHMTHO YCIIOKHEHHE, Hal-1ecTo HACTHNBA NPH
OCTpO BIOmaBake Ha GuOpeynaTa GyHKIIA, KapIHO-PECIHPATOPHO 3a604BaHe HIH CETICKC.
Harpynsanero na MeThOpMHH HACTBIIBA [IPH OCTPO BiOWAaBane HA GpOpeuHaTa GyHKIMA H yBeIHYaBa
PHCKa OT aKTaTHA A0HIO34.

B cnywvaii Ha nexuzparalus (Texka JHapHs HWIH MIOBPBIIARE, TPECKA H/IH HAMAJEH TIPHEM HA TEHHOCTH)
TpAGBa BPEMEHHO JA Ce CIpe NpHeMa Ha METOPMUH H € NPENOPEINTENHO A3 C& YCTAHOBH BPYb3KA C
MEANIMHCKH CTIENHAITHCT.

[IpuemMBT Ha NeKapcTBEHH MPOAYKTH, KOUTO MOTAT OCTPO A YBpeaAT OuGpeunara GyHKUHA (KaTO
aHTHXHIIEPTEH3UBHHA cpeacTsa, Auypetuny ¥ HCTIBC) Tpabea na ce 3anouHe ¢ NoBALIEHO BHHMaHHE
[IpH NAIHEHTH, JIeKyBaHH ¢ MeT(opMHAH. JIpyra packoBy (aKTopH 3a JAKTaTHA alHA03a €4 PEKOMEPEH
apHeM Ha ankoxod, 4epHoApoOua HenOCTaTHYHOCT, HEAOCTATLYRO KONTPONHpaH AnabeT, keTo3a,
NPOABICKATENHO [IAMyBaHEe H BCAKAKBH CHCTOAHAA, CRBP3AHA ¢ XHIIOKCHA, KAKTO H €AHOBPEMEHHATA
ynoTpeGa Ha NeKAPCTBEHH NIPOAYKTH, KOMTO MOTAT 2 NPHYHHAT JAKTaTHA aluaosa (BX. ToukH 4.3 0
4.5).

Hanmewrnre w/unu Gonuornenaqnre Tpabea A2 Guaar uudOPMUPaHH 32 PHCKA OT NAKTATHA ALMAO3A.
JlakraTHaTa amu103a Ce XapaKTepH3Upa C alHA03HA JHCITHES, KOpeMHa 50/1Ka, MyCKY/IHH KpamIiH,
acTeHHA H XHIIOTEPMHA, NOCACABAHHE OT KOMa. B cilyuaii ua ChMHeHHe 33 CHMNTOMH MAITHEHTET TpA6Ba
Ag cnpe NpAeMa Ha MET(OPMHEH ¥ He3abaBHO Aa IOTHPCH JIeKapcka MoMol. [HArHOCTHYHHTE
naopaTOPHH HaXOAKH ca MOHHKEHO KpBBHO PH (< 7,35), NOBHINEHH HABA HA A3MEHHA Naktat (> 5
mmol/l) H NoBAMIeHAa AHHOHHA PA3TYKA H CHOTHOMIEHHE aKTAT/THPYBAT.

Ipunoxende Ha HOAHPAHH KOHTPACTHH BEIECTBA

BrTpechaoBoTO NnpHNOKEHAE Ha HONHPaHH KOHTPACTHH BELECTBA MOXKE [a A0BeAe A0 KOHTpact-
HHAyUMpaHa HehponaThs, BoAeINa A0 HaTPYNBaHETO Ha MET(OPMHH H MOBHINEH PHCK OT JIAKTaTHA
anuao3a. MergopmiH Tpabea aa ce cripe Ipean WK no BpeMe Ha Mpouelypara 3a o0pasHa AHarHOCTHKA




BrOpeuna dyHxmua

IIpenn 3anousane Ha neveHNeTO TpAOBa AA Ce HANpaBH oueHKa Ha cToliHocTHTe HA GFR M pefosHO cen
TOBRa (BX. Touka 4.2). Merdopmun e nporueonokazar nps nauneHts ¢ GFR < 30 ml/min u Tpabea xa
Oblie BpeMEHHO CIIpAH NPH HAJTHYHE HA ChCTOAHRA, KOHTO NPOMeHAT ObOpednaTa dyHKuma (BxK. TOUKa
4.3).

YepronpoOHO yBpexkaane

IManueHTH ¢ YepHOAPOOHO YBpeXKAaHe, BKIIOURTENHO Te3M ¢bC cTOMHOCTH Ha AJIAT nnu ACAT openu
3afio9BaHe Ha neveHueTo > 3 weTH I'TH, He Tpa0Ba na Onaar nexyBand ¢ Menna (Bx. Touku 4.2, 4.3 1
4.8).

Ilpocnensisane Ha YepHOOPOOHHTE EH3UMH

Wma chobmennd 3a peakn cilyuay Ha HapyueHa YepHOAPoOHA GyHKIHA (BKIOTHTENHO XENATHT) CNej
npHeM Ha BUAAArNMNTHH. B Te3n ciyyay nanmeHTHTe KaTo 1o ca 6e3 cuMnToMH, 663 KIMHUYHH
NOCTIEACTRHA H CTORHOCTHTE Ha H3CIIeBaHAATA 32 YepHoApobHa dynkuus (MU®P) ce Bp3BpRIAT 10
HOpMAJIHHMTE C/Ie/l NpexpaTaBaHe Ha jJedeHHero. [Tpean 3anodBaHe Ha nedennero ¢ Menua Tpsbsa aa ce
nposefgar HUD, 3a na ce 3Hae H3XOMHOTO HHBO Ha NaupenTa. [To Bpeme Ha neveHHeTO ¢ Menua
gepHOApobHaTa ¢yHKIHA TpAGBa Aa ce HadMoOAaBa Ha TPUMECEUHH HHTEPBANH NPE3 TEPBATa TOARHA H
NepHOAUIHO chey ToBa. [launeHTnTe, pH KOHTO Ce MOBHINAT CTORHOCTHTE Ha TPaHCAMMHA3NTe, TPAOBa
Aa 6bAaT IpocneAeHH Ypes NOBTOPHA OLEHKA Ha YepHOApoOHaTa QyHKIMA 3a IOTRBPKIAaBaHE Ha
namHATE U ciex ToBa MU 1a ce npaest 4ecTo, AOKATO OTKICHEHHATA C& BHPHAT KbM HODMaJHHTE
cToliHOCTH. Ako nokaupaneTo HAa ACAT wmn AJIAT >3 mete [ TH, nepcucThpa, ce npenopsusa
[IpeyCTAHOBABAHE Ha JICUeHHETO ¢ Menua, [lannentuTe, KOHTO PA3BHAT MKTED HIH IPYTH NPH3HAIH,
npeArnonaramy HapymeHa YepHoApoGHa PyHKIusA, TpAOBa Ja MPeKpaTAT JeueHHeTo ¢l ¢ Menua.

Cnea npexparaBaHe Ha Je4eHHETO ¢ Menua M HopManusnparne Ha HU®, nevennero ¢ Menuz ne Tpabsa
Jla ce 3aII04Ba OTHOBO.

Hapylienna Ha koxara

KoXkHH JI€31H, BIIIOYHTENHO MMOSBa HA MEXYPH H YIHIEpALMH 10 KpaliHHUMTe HA MaliMyHH ce cho0lasar
HpH MPHIOKEHHE HA BWIAATTHITHH B HEKJIHHAYHA NPOyYBaHHA 3a TOKCHYHOCT (BXK. TOuka 5.3).
Brenpekd, Ye B NIMHUIHHATE MPOYHYBAHHA HE C¢ HAa0/I0JaBa NOABA HA KOXKHH JIE3MH ¢ MOBHINEHA YeCTOTa,
OMHUTET NPH MAlHEHTH ¢ KOXHH YCI0XHAeHHA Ha quadera e orpadudeH. Ocsen TOBA HMA
NOCTMAPKETHHTOBA chOOIMEHMN 3a Gyno3nk 1 exchONMaTHRHE KOXHH Jieaud. ETo 3amo, KaTo yacT OT
PYTHHHHTE I'PHXKH [IPH NalMEHTHTE ¢ guaber, ce npenopnusa NpocieadBaHe 33 HAPYIICHHS HA KOXKATA,
KAaT0 N0ABa Ha MEXYpH HIIH yJIIepaiuH.

OcTtpp NaHKpeaTHT

Ynorpebara Ha BUIJATTHIOTHHE € CEbP3aHa ¢ PUCK OT PasBHTHE HA OCTHP NAHKPEaTHT. ITanuenTHTE
TpAOBa Aa OBAAT uHbOpMUpaNH 32 XaPAKTEPH CHMIITOM Ha OCTBP NAHKPEATHT. AKO CE NO03Hpa
HATHYHE HA NaHKPEATHT, MPHEMBT HAa BUIAATUNTHH TpsOBa Ja ce NpeyCTaHOBH, aKO C¢ TIOTBBPAR
HAJIMYHE HA OCTBbP NaHKPEATHT, TeYSHHETO ¢ BHNJATTHITHH He TpaGBa Aa ce nojaHoBaBa. Heobxonumo e
NOBHINEHC BHHMaHHE NPH MMAHEHTH ¢ aHaMHe3a 3a npekapaH oCThp NaHKpeaTuT.

XunoriakeMns
H3BecTHO €, 9e cyndannAnypenTe Moxke Aa MPEAMIBEKAT XUNOINKeMus. [lanuenTHTe, NpHe




BB3HHKBAHE HAa XUNOTTTMKeMHs. [Topaju Ta3H IPHYANHA, MOXKE A3 Ce 0OMECIH NPHIIATAHETO HA 110- HHCKA
A03a Ha Cya(aHHTypeliHOTO IPOH3BOIHO, 34 JIa C€ HAMAIIH PACKA OT BE3HAKBAHE HA XHIOTTHKEMHS.

Onepanus

MetdopmuH Tpabea aa ce cipe N0 BpeMe Ha omepaiius noj oda, CIHHANHA HIH ¢NHAYpaiHa
aHecTe3HA. JleuenneTe Moke Aa 0bse BR30GHOBEHO He no-pado oT 48 gaca cnea onepalluaTa Hin
BB300HOBABAHETO HA XPaHEHETO Npe3 YCTa, H TIPH YcnoHe Ye 6p0peunata ¢pyHKUMs € olleHeHa OTHOBO H
€ yCTaHOBEHO, Ye e cTabHIHa.

4.5 B3aaMoaeiicTBAE ¢ APYTH JekapcTREHH DPOAYKTH H APYTH HOPMHE B BiaHMOAeiicTBYE
He ca npoBexaann opuuHATHE NPOyYBaHHs 3a B3auMoaeiicTBus ¢ Menua. ClequdTe AaHHH OTPa3sBaT
HH(OpMaALHATA, HANMHYHA 32 OTIE/IHHTEe aKTHBHH BeIECTBA.

Bunnarnuntaa

BragarMnTHH HMa HHCBK MOTCHLKANA 34 B3aHMOACHCTBHA [IPH €JHOBPEMEHHOTO MY NpPHIATAHE C APYTH
JeKapcTBeHH npoAykTH. Thil KaTo BHIKATAIMITHH Ke € cy0cTpar Ha eH3nMa uaToxpoM P (CYP) 450 u ne
HHxH0Hpa, B He HHRyHpa easuMaTe CYP 450, HaMa BepoATHOCT 3a B3aUMOJIEHCTBHE ¢ aKTHBHH
BEIIECTBa, KOMTO ca cy0cTpaTH, HHXHOHTOPH WIH HHAYKTOPH Ha TE3H CH3HMH.

PesynTaTHTE OT KIIHHHYHH [IPOY4YBAHHS, NIPOBEACHH ¢ NEPOPATHATE aHTHAHRAGETHH NPOAYKTH
NUOTTIHTA30H, MeThOpMHH H MTHOYpHA, B KOMOHHALAA ¢ BUIIATTHITTHH, HE OKA3BaT KIHHUYHO
3HaYMMH HAPMAKOKAHETHYHA B3aMMOAEHCTENA B TAPreTHATA NOMyNatns.

IMpoyusaHuA 32 TeKapCTBEHHTE B3ARMOASHCTERS ¢ AHFOKCHH (CyOcTpaT Ha P-riuKonpoTenH) H
sapthaprn (cyocrpar Ha CYP2C9) npu 3apaBy HHAHBHAH He MOKA3BAT KIKKHYIHO 3HAYHMH
(hapMakOXHHETHYHH B3aMMOJEHCTRHA el GTHOBPEMEHHO NpHJIaTaHe ¢ BHILAATTHITHH.

IpoyupaHns 3a IeKapcTBEHH B3aHMOJEHCTBHA NIPH 3APABH HHIHBUIH Ca POBEAEHH C AMIOHITHH,
PaMHIIPHIL, BAIcapTaH H cAMBacTaTHH. [IpH Te3W Npoy4BaHHA, clef eHOBpeMEHHO NMpHaraHe ¢
BHJIIATTHIITHH, He Ce HaOOAaBaT KNHHAYHO 3HaYHMH (apMaKOKHHETHYHH B3auMofeHcTeud. Tora
obate, He @ YCTaHOBEHO 3a NPHIENHATA MONyJIalHA.

Kombusauns ¢ ACE uaxaburopn

Bhb3MojKeH € NOBHINEH PUCK OT PasBHTHE Ha AHTHOSAEM MPH MAIHEHTH ChC ChITBTCTBAN MpHem Ha ACE
HEXAOUTOPH (BX. Touka 4.8).

KaxTo 1 npr ApyTHTE NEpOpATHH aHTHAHAOETHH MPOAYKTH, XHIOMTHKEMHYHHA ¢(EKT Ha BHILIATTHIOTHH
Moxe 1a Obae HaMaleH oT ONPEeeHH aKTHBHU BEleCT a, BKIIOYBALIH THA3HIH, KOPTHKOCTEPOUAH,
THPOMIHH NPETIapaTH H CHMIATOMHMETHIIH.

MerdopMun
KoMOuHa1MK, KOHTO He ¢ MpenephuBar:

AJkoxon
AJIKOXONTHATA HHTOKCHKALHA C€ CBBP3Ba C MOBHIIEH PHCK OT JIAKTaTHA alHA03a, ocobeno B cniydyad Ha
ragyBaHe, HeNOXpaHBaHE HIIM YepHOIpoGHa HEJOCTATBYHOCT.

HO,IIHPB.HH KOHTPACTHH BELISCTRA




Merdopmun Tpa6Ba 3aTBIKHTENHO Ja ce cIpe NpeJH KK [0 BpeMe Ha npoleaypara 3a obpasHa
JHArHOCTHKA H He TpaOBa Ja ce Bb3obHOBABA J0 Hali-Manko 48 uaca cien ToBa, IPH YCNOBHE Y€
610peunara GyHKIHA € OLEHEHa OTHOBO M € YCTAHOBEHO, 9€ € crabunHa (Bx. TOUkH 4.2 u 4.4).

KaTHOHHH aKTHBHH BEILIECTBA

KaTHOHHHTE aKTHBHH BEIECTBA, KOMTO ¢€ CIAMHHHpAT TIocpecTBoM Oh0peuHa TyOyiHa CeKpelus
(Hanp. mHMeTHAMH), MOTAaT A3 BlauMoelicTBar ¢ MerdOpMHH Ype3 KoHKyPHpaHe 3a 00Ina TpaHcnopTHa
cHcTeMa B 6u6pednnTe TyGynH H CIeIOBATENHO Aa 3a0aBAT SIHMHHHPAHETO HA METQOPMHH, KOETO MOXe
Ja MOBHINMA PHCKA OT NaKTaTHA aiaos3a. H3nuTBaHe mpy 3apasa AoGpOBOILM MOKA3BA, Y€ LIHMETHINH,
NpHIOXKeH B 032 400 mg npa MeTH AHEBHO, YBEAHYABa CHCTEMHATA ekcrio3Hiua Ha MerdopMuH (AUC)
¢ 50%. [Topaay ToBa, KOTaTO €AHOBPEMEHHO C¢ NIPHJIATraT KATHOHHH JEKapCTBEHH IPOJYKTH, KOHTO ce
€MMUHHpaT 9pe3 6L0peurna TyOynna cekperua, Tpadea na ce 0OMHCIH CTPHKTHO NpocIeiBaHe Ha
ITIMKEMHIYHRA KOHTPOIL, KOPHIHPAHE HA 033Ta B PAMKHTE HA NPEeNophYBaHaTa NO3HPOBKA H POMAHA B
nedyeHHeTo Ha AHabeta (Bk. Touka 4.4).

KoMOuHBald, KONTO H3HCKBAT NIPEANa3Hl MEPKH TIpH ynoTpeda

HiKOM NexapcTBeHM MPOAYKTH MOTAT Aa C¢ OTPasAT HeGIaronpHaTHO Ha OBOpeduHaTa QyHKIIHA, KOETO
MOXe€ A3 YBeJIHYIH PHCKA OT JIAKTATHA aiuaoe3a, Hanpumep HCTIBC, BRITOYHTENHO CENEKTHEHA
BExu6uTOpH Ha IKnookcurenasa (COX) I1, ACE nnxuburopH, anruotensyH [I penenropes
aHTATOHMCTH H JUYPETHIH, 0c00eH0 6puMKoBH TuypetHiy. [Ipn 3anousanero win ynorpebara Ha
TaxkHBa OPOAYKTH B koMOHHALNA ¢ MeTdopMHH ¢ HeoGXOIUMO BHHMATEHO NMPOCNeAdBaHe Ha
6u6peunara dynxmus.

I'moxoxoprakonauTe, 6eTa-2-arOHHCTHTE H JHYPETHIHTE HMaT MPHCHIA XHNePrIHKeMHYHA aKTHBHOCT.
MauuenTsT TPA6Ba Aa 6bae AAEGOpMEpaH 32 TOBA U TPaOBa Ja c& H3BBPIIBA I0-4ECTO NPOCNeAsBaHe Ha
KPBbBHATA 3aXap, 0COOEHO B HAYANOTO Ha JiedeHHeTo. AKO e HeoOX0AHMO, J03aTa Ha Menua Moxe aa
6b1e KopHTHpaHa 10 BpeMe Ha CHIBETCTBAILOTO NEYEHHE ¥ CIIET IPEYCTaHOBABAHETO MY.
HuxHOHTOPHTE HA aHTHOTEH3HH KOHBepTHpailua en3uM (ACE) Morar fa NOHIKAT HHBOTO Ha KPBhRHATA
3axap. AKo e He0DX0AMMO, 1103aTa Ha AHTHXHIEPTIHKEMIIHHS TEKapCTBEH NPOAYKT TpaOBa Ja 6bae
KOPHTHPAaHAa 10 BPpeMe H IIPH NPeyCTAHOBABAHE HA JICYEHHETO ¢ BPYT NIEKApCTBEH MPOAYKT.

4.6 PepTHNHTET, GpeMEeRHOCT H KbpMEHE

BpemeHHOCT

Hama pocrarbuso fanHn 3a ynorpebara na Menun npu 6peMeHHH XeHH. 3a BHIAATTHNTHH
EKCIIEPHMEHTAIHHATE TIPOYYBAHHA NPH JKHBOTHH N0KA3BAT PEIPOAYKTHBHA TOKCHYHOCT MPH BHCOKH [IO3H.
3a MeT(OpMHH, NPOYUBAHHATA NIPH JKHBOTHH HE MOKA3BAT PENPOAYKTHBHE TOKCHIHOCT.
ExcnepHMeHTATHHTE NPOYYBAHNS [IPH }KHBOTHH NPOBENEHH ¢ BUNAATNHIPHH H MeTGOPMHH He ca
NOKA3aNH I0KA3aTENCTRa 38 TEPATOTEHHOCT, HO ¢a Mokazany GeToTOKCHIHH edEeKTH NpH TOKCHYHH 32
Maiikata 703 (BK. Touka 5.3). [TOTEHUHATHHAT PUCK IPH XOpa He e uasecteH. Menun He Tpabpa ja ce
H3MOJI3Ba 110 BpeMe Ha OpeMEeHHOCT.

Kspmene
IIpoy4paHuisTa NPH SKHBOTHH NMOKAa3BaT KCKPEWHA KAKTO HAa MET(POPMHH, TAKa H Ha BUIJArNHNTHH B
MIsKkoTo. He € H3BeCTHO Aayi BHILAATAHNTHH CE eKCKPETHPA B KbpMaTa, HO METIOPMHH CE €KCKPETHPa B
KEpMaTa B MATIKH KoiHdecTsa. [Topags noTeHMHANHNA PHCK OT XHOOIJIHKEMHEA HA HOBOPOREHOTO,
CBBp3aHa H ¢ MET(OPMHAH H ¢ THNCATA HA JAHHE 33 BUILATIHIITHH IIPH Xopa, Menua ne tp ‘
H3107138a 0O BPEME Ha KbpMeHe (Bx. Touka 4.3).




QepranaTer
He ca nposexaann npoyusasud 3a edexra Ha Mennn pppxy depTHIHTETa NPH X0pa (BXK. TOUKa 5.3).

4.7 Edextn BLPIY cnocobnoctra 3a modupane 1 paGoTa ¢ MAIBER

He ca npopeskiann npoy4BaHud 32 edeKTHTe BEPXY cIIocoOHOCTTA 32 odrpane H paboTa ¢ MALIHHH.
[lalenTHTe, KOUTO NOJIy4aT 3aMafiBane, KaTo HekenaHa peakuus, Tpabea aa w30aTBaT N2 WodHpat | 1a
paboTAT ¢ MAITHHH.

4.8 HemensHH JeKaADCTBEHH PEAKIHE

Hsama npoBeleHH KIHHHYHE MPOyJYBaHHA 3a jedeHde ¢ Memna. YcranoseHo e obaue, ue
GHOCKBHBATEHTHOCTTA Ha Menna e KakTo Ha eAHOBPEMEHHO [PHUAOKEHH BRIJATTHITHH # MeTHOPMHUH
(x. Touka 5.2). [IpeacTaBeHTE TYK JaHHH ¢¢ OTHACAT 32 €AHOBPEMEHHOTO NPHJATAHE Ha BHILAATTHNTHH
H METGOPMHH, KaTO BHILIArAMNTHH € 61N fobaBeH kbM neuenne ¢ Merdopmul. He ca nposexaanu
MPOYYMBaHHA, IPH KOUTO KBM JICUeHHE ¢ BUIIATIHNTHH € J00aBeH MeT(OpMHH.

O606menne Ha npo¢una Ha Ge30MacHOCT

[No-rongMara 4acT OT HEXEeRAHATE PEaKUMH C4 JIEKH ¥ MPEeXONHH, H He H3HCKBAT IPEYCTAHOBARAHE HA
nevyeHnero. He e ycranoBeHa Bph3Ka MexAy HEKENaHHTE PEaKlHH H Bb3pacTTa, CTHHYECKATA
NPHHANJIEXHOCT, [IPOXLDKHTENHOCTTA HA eKCTIOZHIAATA HIH HEBHATA 1034,

HMa crobinerns 3a peaxy ClyHaH Ha HapyIleHa 4epHOApoGHa GyHKIMA (BKIIOYHTENHO XENaTHT) Clel
[IPMEM Ha BUIAATTHNTEH. B Te3H cyyan naupeHTHTe KaTo HAN0 ca 6e3 CHMITOMH, 6e3 KITHHHYHH
NOCAEACTBHA ¥ CTOMHOCTHTE HA M3CNEABAHNATA 32 MePHOAPoOHa (yHKIMs Ce PHIBPBILAT 50 HOPMAnHUTe
cJIeh IpekpaTABaHe Ha fiedeHweTo. B JaHHHMTE OT KOHTpOAMpAHH NPOYIBAHAA ¢ MOHOTEPANHA HIH
aMIOBaHTHa Tepanns ¢ NPOLIGKATEIHOCT 10 24 ceMHLM, YECTOTaTa HA nosnmaBaHe Ha AJTAT Hiun
ACAT >3 nema I'TH (knacrduumpasa kaTo HanH4He NpH HaH-Manko 2 nocieloBaTelHH H3IMEPBAHHA
WIH npu (uHATHaTa on-treatment su3HTa) € 0,2%, 0,3% 1 0,2% cpoTBEeTHO 33 BUAAArAHNTHHE 50 mg
BCAHBXK AHECBHO, BHINATIHITTHH 50 mg ABYKPATHO JHCBHO H BCHYKH CPABHHTENHH JICKApPCTBEHH
npoxayKTH. Te3H NOBMIIABAHHA HA TPAHCAMAHAZHTE KATO L3O ¢a Ge3CHMITOMHE, HEMPOrPECHPALIH 00
XAPaKTep H HE Ca CELP3aHH C X0NECTa3a LNy HKTED.

IIpu nedenue ¢ BHIAAITIMATHH ce ¢hoOILIABA 32 PENKH Cy4aH Ha aHFHOEIEM ¢ YeCTOTa CXO/Ha C Ta3H Ha
KoHTponuTe. Ilo-roaaMa 9acT OT Cayd9auTe ¢a cho0meHH, KOraTo BHAAArANNTHH € IIPHIaral B
koMbuHanA ¢ ACE uuxuGnrop. I[To-ronamara yacT ot chOHTHATA Ca JTEKH TIO TEXKECT M 0T3BYYaBaT npH
NPOTbIDKaBaHE HA JEYCHHETO ¢ BHAAArTTHIITHH.

Tabn14HO mpeACTaBAHE HA HEKEJIAHHTE peaKIlHe

HexenannTe peakitiy cboOIaBaHK NMpH MANHEHTH, KOUTO TIONTyJaBaT BHIJArTHOTHH B ABOHHOCIEITH
OpOY4BAHNA, KATO MOHOTEPAMHA H AOTHIBAIIA Tepanus, ¢a H36poeHH No-A0MTy 110 CHCTEMO-OpraHHa
inacH(nkauus H abcomroTHa Yectota. Hexkenannte peakuun, n3bpoeHH B Tabnana 5, ce ocHOBaBaT Ha
CBIIECTBYBAIATA HH{pOPMAIIHA B KPaTKaTa XapaKTepUCTHKA Ha MpoxykTa Merdopmun B EC. Tlo
YECTOTATA ce AeUUMpAT KATo MHOro YecTu (>1/10); yectr (1/100 go <1/10); nevectn (=1/1 000 mo
<1/100); penxn (>1/10 000 mo <1/1 000); Muoro peaku (<1/10 000), c HeH3BecTHa YyecTora (OT
HANMHYHHTE JAHHH He MOXe Aa 6bje Hanpabena oleHka), IIpu Beako rpynkpane B 3aBHCHMOCT OT
4ECTOTATA, HEXENAaHHTE PEaklHU ce H30pOoABaT B HU3XOAAIN Pl IO OTHOLIEHHE HA TAXHATA CEPHOZHOCT.

100 mg nxeBHO KaTO AOMBIBALNA TEpanusa KbM MeThOpMHH, CpaBHeHH ¢ mnauebo ILITIOC )
nsolidocnend npoy4eanans (N=208)



Hapymenns 5a MeTaGoaH3Ma H XpaHeHETO
Yectn XHIOTIHKEMHA

HapymeHns Ha HePBHATA CHCTEMA
Yectu: Tpemop

Yecrn: I'nasoGonue

Yecru: 3amasHocT

Heuecrn: ¥Ymopa

CroMammo-upeBHH HapYLICHAN
Yecrn: T'agene

OnHcanue Ha H30paHH HeXkeNaHA PeaKiuH

IIpu koHTpONUpauy KIHHAYHA H3MHTBAHUA ¢ KOMOuHanua ot ewiaarnuntae 100 mg AneBHo +
MeT¢OPMHH, HAMA ChOOIIEHHS 3a MpeKpaTABaHe Ha TEPANHATA [I0PaJH HexKenaHH JCKapCTBEHH pPeaKLHH,
KaKTO B IpyNaTta Ha Jiedenne ¢ BUAgarnunTAH 100 mg pgueBHo + MeTgOPMHH, TAKA K B Ipynara Ha
nedeHne ¢ wianedo + Merdopmun,

ITpyu KNHHUYHK H3NHTBAHAA [104BaTA Ha XHIIOMIHKEMHUS € 4eCTa NPH NalHSHTH, NpHeMalH
eungarndnTed 100 mg nuesHo B koMGHHaIMA ¢ MeTdopmus {1%) B HevecTa IPH NALHEHTH,
nomy9asauu anauedo + mergopmun (0,4%). He ce crofinaea 3a TeXKM SNU30AK HA XHIOTTIHKEMHS B
TEpaneBTHYHHTE TPYTIH ¢ BHILIArTHIITHH.

B xona Ha KIHHAYHH H3NHTBAHUA, TETOTO HE Ce IIPOMEHS CIIPAMO H3XOAHATa CTOHHOCT, KOraTo
unparmunTad 100 mg ce nobaps xpMm Merdopmun (+0,2 kg 1 -1,0 kg, chOTBETHO 33 BAIIATIHITHH H
nnaue6o).

KNHHMYHM H3MHTBAHHA ¢ HAJ 2-TOAMIUNA IPOABIDKATENHOCT HE TOKA3BaT HACHTHOHLMpPAHEe Ha
ACITHJIHHTENHH, CBBP3aHH € JICKAPCTBEHATA 6e30nacnoc1‘, CHIHAIH HIH HENPEeABHAECHH PHCKOBC IIPH
nobapsAHe Ha BUIIATTHITTHH KbM MET()OpMUH.

Kombunalua cue cyadaamwnypefino NpoH3BoIHO
Tabnuma 2 Hexenanu TekapcTBEHH peakiyy, ChO0IIeHH MpH NAlHeHTH, KOUTO MOIyYaBat
BHARATAUOTHR 30 mg nsa whTH qoepHo B xoMOunanys ¢ MethopMER 1 cyndannnypelino nNpowzBOIHO

(N=157)

Hapymenns 53 MeTAG0E3MA B XpAHEHETO
YecTH: XHIOTTHKEMHAS

Hapymenas HA HEPBHATA CHCTEMA
Yectu: 3amasgHocT, TpeMop

HapymieHns HA KOXKaTa H HOAKOXKHATA THKAH
Yectu: XHnepxuiaposa

O0mm Bapymenns H ¢eKTH H MACTOTO HA NPHIOKEREE
Yecti: ActeHud

OnHcanre Ha H30paHH HeKENaHH peakiuH




He ce cro0inaea 3a mpexpaTaBaHe HA NeYEHHETO MOPAAH Bh3HHKBAHE HA HEKENAHH PEAKiHH B
TepaneBTHYHATA IPYTA HAa BHITATAKIITHH + MeTd)OopMUH + rTAMenUpHA cnpaMo (,6% B TepaneBTHYHATa
rpyna Ha mnanebo + merdopmun + rmuvemmpus. Coydas Ha XUNOIMUKESMAS WMA ¥ B JBETE
TepanesTHYHHA rpynH (5,1% 3a rpynaTa BWifarHITHE + METGOPMHEH + rIMMEnHpu, cpaMo 1,9% 3a
rpynaTa mrane6o + MethopMud + rnuMenupuz). B rpynata Ha BUNAANIHOTHH ce ChoOINABA 32 €/MH
TEXKBK CTyuall B2 XHNOTIHKeMHUA.

B kpas Ha npoy4YBaxeTo, e)EKTHT BBPXY CPEIHOTO TENECHO Terno € HeyTpaneH (+0,6 kg B rpynara Ha
pungarnunTeH 4 0,1 kg B rpynarta ga mnaue6o).

KoMmOHHalHA ¢ HHCYJIHH

Tabnnrua 3 Hexenalu nexapcTBeHH peakiHH, Cbo0menHd NPpH NauHCHTH, KOHTO IOTy4aBaT
pwnnarmMnTHe 100 mg gHesHo B KOMGHHAIIUA ¢ HHCYIHH (¢ Wiu 6e3 MeT¢OopPMHH) B X042 Ha
ApoitrocnenH npoyusanus (N=371)

Hapywenns na meTaGona3Ma H XpaHeHETO
Yectn: [lonwkenne na KpbphaTa 3axap

HapyileHns Ha HEPBHATA CHCTEMA
Yectn: manofonue, Tpecka

CroMamHO-9peBHRA HApyIDeHHS
Yectu: I'apene, ractpoesodarcanta pedurykcea 6onect
Heuectn: luapns, ¢pnarynennus

OnHcaAne Ha H30PAHH HeXEIAHH PEaKIHH

B xoaa Ha KOHTPONHpPaHH KTHHHYHY H3TIHTBAHHA, TIPH KOMTO BHIJATTHITHH B 1033 oT 50 mg 1pa IbTH
HIHEBHO € NpANarad B KoMOUHALMA ¢ HHCYJIHH, ¢ WK Oes MerdopMaH, obinaTa 9ecToTa Ha NpeKpCcBaHe
Ha JIeYEHHETO NOpaaH BE3HUKBAHE HA HEXeNIaHH peakuuH e 0,3% B TepaneBTHYHATa rpyna Ha
BHJIJIarJIHOTHH W HAMA NpPeKbCBAHE HA IEYSHHETO B TpynaTa Ha mnanebo.

YecroTara Ha XHNOTIHKeMHs € Moae0Ha B [BEeTe TepaneBTAYHH rpyny (14,0% B rpynarta Ha
BIULZATTHITHN cIpsiMo 16,4% rpynaTta Ha mnane6o). [lpaMa nanneHTH cho01aBar 3a Clyyan Ha TexkKa
XHWTIOTTIMKEMHMs B TPYNaTa HA BUNJArMITHH M § TALKEHTa B rpynara Ha nuanedo.

B xpas Ha IpoyqBaHeTo, eDEKTET BBPXY CPEAHOTO TENECHO Terne € HeyTpaneH (+0,6 kg mpomsaHa
CIIpAMO H3XOAHATA CTOHHOCT B PYNATa HA BHIJATTHITHH ¥ 0e3 IpOMAHa B TerIOTO B IPyNara Ha
mwrane6o).

JomerHurensa nadopManus 3a OTASTHHTE AKTHBHM BelllecTBa Ha duKkcHpaHaTa koMOHHAIHSA
Bungarnunrun

Tabmana 4 Hesxenalu nexapcTBeHn peakilns choOOUIeHH MPY MALHEHTH, KOHTO NOTy4aBaT BHIIATIHIITHH
100 mg AHEBHO KaTO MOHOTEPAITHA [IPH ABOMHOCTENH TpoyuBanny (N=1 855)

Hndexnnn 1 uadecrannd
Mpnoro peakn: UAdeKMHE #a rOpHE ANXATEIHH THTHINA
MHoro peaxa: Halodapuurar




Hapymenns Aa MeTa(oIE3Ma B XpAHEHETO
Heuecrn: XHoorHKeMus

HapynieHHS Ha HepBHATA CHCTEMA
Yectn: 3aMadsHoCT
Heyecrn: I'napoboame

CrLaoBH HapymecHRY
Heuecru: Ilepndepuu oroun

CromMalniBO-9peBHA HApylIeHAS
Hewectsi: 3anex

HapymieRHS Ha MYCKY/IHO-CKeJETHATA CHCTEMA B CHLEAHAHTENHATA THKAH
Henectn Aprpanrus

Onucanue Ha M30paHH HeKEIaHH PeAKIHH

O61mara 4ecToTa Ha MPEyCTaHOBABAHE HA IEYSHHETO MOPaiH HeXeNaHH PeAKIHH, B KOHTPOIUPAHH
OPOYIBAHMA ¢ MOHOTEpaNHS, HE € NO-BACOKA NPY NANMEHTH NeKyBaHH C BHIJATMATAR B A03a 100 mg
nueeno (0,3%) B cpaeHenue ¢ NpHemamuTe niaiebo (0,6%) uiu cpassprentn npoaykTh (0,5%).

B xona Ha CpaBHHTENHH KOHTPOJIHPAHHA M3MUTBAHHA KATO MOHOTEPAIHS, NOABATA HAa XHIIOTIHKEMHA ©
HedecTa, Aoknaaeana npu 0,4% (7 or 1 855) ot nanuenTyTe, nexysauu ¢ sugarauntid 100 mg AHEBHO,
cipsamo 9,2% (2 ot 1 082) npH manMeHTHTE B MPYIIHTE, NEKYBaHH ¢ AKTHBEH CPABHHTE/ICH JICKApCTBEH
NPOAYKT HIH Ianefo, 63 AoKNaaH 32 CEpUO3HH HITH TEXKH HEXENaHH peaKIHH.

B Xoza Ha KIMHHYHA H3MHTBaHHA, TETNIOTO HE CE IPOMEHA CIIPAMO H3XOMHATA CTOHHOCT, KOraTo
Bungarnuntey 100 mg gueBHO e mpunarad karo moHorepanus (-0,3 kg u -1,3 kg, c»oTBETHO 32
BHJAATJIHOTHH H IIanedo).

KUIMHAYHY H3NHTBAHHSA ¢ 2-TOAMLIHA NPOABLKHTEHOCT He NOKa3BaT HACHTHQULWpaHe Ha
JOIBJIHATENHH, CEBP3aHH ¢ JeKapCTBeHATa 0e30MACHOCT, CHIHATH HIH HENPEABHICHH PHCKOBE IIPH
TNIpHJIaraHe Ha BHJLAATHITTHH KaTO MOHOTEPAIHA.

Merdopmun
Tabnuna 5 Hexenann nexkapcTBeHH peakilHH 33 CHCTABKATA METHOPMHH

Hapymwenns a MeTaGoaB3Ma B XpaHeHETO
Meoro penxu Hamanssane ua abcopOuusta na Butamus B 12 u nakTatha ammaosa*

HapyweHHsa na HEPRHATA CACTEMA
Yectn Mertanen Bkyc

CroMauRo-4peBHH HAPYIICHAR
Meuoro yectu I'ajeHe, noBpriNake, AHAPHA, KOPEMHA G0JKa H JIHIICA HA ANIETHT

XenaToGRIHapHA HapyIWeHAS
MHuoro peakn: OTKIOHEHHS B CTOHHOCTH HA MOKA3ATEAMTE 33 YepHOApoOHaTa dyHKIHA

HapymweHHS Ha KOMATE H HOJKOKHATE ThHKAH




Muoro peaxn: KoxHH peakiyn kato epureM, CbpOex HNH yPTHKapHI

*Hamanseaue Ha abcopGumsta Ha sTaMuH B12, ¢ HaMaidBaHe Ha cepyMHOTO HUBO, ce Habmonasa
MHOTO PAAKO MPH MaLiMeHTH Ha JBATOCPOYHO Jeuenue ¢ MeTdgopMun. Tpabea fa ce HMa NpeIBHA Takapa
€THONOTHA, aKO NpH MAlHEAT Ce pa3BHe MerajobnacTHa aHeMHs.

**Habmonasany ca H30JHpady CIIy4aH HA MPOMEHEHH CTONHOCTH HA YepHOIpOOHATE QyHKIHOHAIHH
NOKAIATENH WAH XENATHT, KOWTO OTIIYMABAT CJ¢]l NPEYCTAaHOBABAHE Ha JIieMeHKeTo ¢ MeTHOPMUH.
CToMaiIHO-uYpeBHHTE HeXXeNlaHH PeakilHi Bh3HAKBAT Haif-yecTo NpH 3armo4BaHe Ha TepanuaTa H
OT3BYYABaT CIIOHTAHHO B HOBEYETO cay4yay. 3a Aa Gnaar npeXoTBpaTeHH ce NpenopsyuBa AHEBHATA 1033
MeT(GOPMHH Jia Ce pa3fielii B JIBa NIPHEMa o BpeMe Ha, WIH CNeA XpaHeHe, baBHoTo yBenHyaBaHe Ha
A03aTa MOXKe ChHIO Aa Nojo0pH CTOMAIHO-4PEBHATA IOHOCHMOCT.

I[OCTMSPRCTI]HI‘OB OOHT

Tabnnua 6 ITocTMapKeTHHTOBH HeXeNaHH PeakLHH
CTroMamHO-1peBHA HApyIeARS
C neuspecrna uectora: [TaHKpeaTuT

XenaToGR/IMAPHE HAPYIICHHS
C Hem3pectHa 4ecTora: XenaTHT (0OpaTHM ciiell CNHpaHe Ha IpHeMa Ha JeKapCTBeHHs MPOAYKT)
OtxsioHenns B yepHOApoGHNTe (GPyHKIMOHANHH MOKa3aTenH (00pATHMHE Clen
CIIHpaHe Ha IPHEMA Ha JIEKAPCTBEHAN MPOAYKT)

Hapymenus Ha MyCKY/THO-CKEJIETHATA CHCTEMA H Che/JHHHTENHATS THKAH
C HeH3pecTHA YecTOTa: MHanTHa

Hapymemm HA KOXKATA H n0IKOXKHATAE TEKAHR
C HeH3BecTHa YeCTOTa: YpTHKApUA
Excdonnarieuy u GyI03HH KOXHH Ie3HH, BKIIOUHTENHO Gy103eH neMpUrons

Crofmapane Ha NOXOIAPREN HeXEARAN PEAKNHY

CrobmapaneTo Ha MONO3HPAHH HEXENaHH PEAKIMH CJIe]| pa3pelnaBane 3a yoTpeda Ha IEKapCTBEHHS
MPOAYKT € BaxkHO. ToBa No3B0JABA JIa NPOIBIKKE HAGNIONEHAETO HA CHOTHOLIEHHETO TI0J13a/PHCK 323
NIEKAPCTBEHHA TPOAYKT. OT MEIHIMHCKHTE CHSNHANNCTH ce H3MCKBa ja ChOOIMABaT BCaka MOA03HpaHa
HeXeJIaHa peakiys upes:

HanbanunTenHa areHins no aeKapeTeara

yi. . Jlaman I'pyer"” Ne 8

1303 Codun

Ten.:+359 2 8903417

yebeaiiT: www.bda.bg

4.9 Iipenosmpane
HamMa nannn cBsp3asy ¢ npenosnpade ¢ Menuz.

Bunparauorad
Hrdopmanuara o OTHOMEHNE HA peI03HPaHe C BULATTHNTHH € OTpaHHYeHa.




CuMnromMu

HudopmanuaTa 3a BEPOATHHTE CHMITOMH Ha TIPEIO3HpaHe C BHIJAIHNTHH € NOTy4eHa OT NpoyyBaHe
33 MOHOCHMOCT HA YBENUYABAMA Ce 038 NPH 3APABY KHAMBUAME, HA KOUTO € IpUIaral BUANArIMITHN 33
10 nuu. ITpn xo3a ot 400 mg ¢ nMano Tpu ciyvas Ha MycKyTHH OOJNKH U OTACIHH CITyYad Ha JIEKH H
NPEXONHH MAPECTE3HH, BHCOKA TEMIEPATYPa, OTOLH H NIPEXOAHO NOBHIIABAHE Ha HUBOTO Ha JIMIIA3aTa.
[Tpu fo3a ot 600 mg eano NMNE € MONYUMIO OTOK HA CTHIIANATA M PBIIETE, ¥ MOBHIIaBaHe HA HUBATA Ha
kpeatHHpochokunazara (KOK), ACAT, C-peaxruprua nporeut (CRP) n Muornobuna. Tpu apyru nuua
ca DOJNYYHITH OTOLH II0 XOJWIAT4, B 1B OT CIyYauTe ¢ napecTe3n. Bcudkn cHMITOMH H OTKJIOHEHHA B
NabopaTopHHUTE NoKasaTeNH OT3By9apar §e3 IeueHHe cliel IpeyCTAHOBABaHe IPHEMAa Ha H3CAeIBaHAN

NIEKapCTBEH MPOMYKT.

MeTtdopmrn

IIpemosnpane ¢ BHCOKa X032 MET(OPMHH (KM IIPH CHITETCTRALN PHCK OT JIAKTATHA all|033) MOXKe A3
ZoBeAe JO NEKTaTHA AlH03a, KOATO MPENCTARNARA CIEMHO CHCTORHNE H TPAORA /1a Ce NeKyBa B
OonHHLA.

Jeyenue

Haii-eeKTHBHHAT METOJ 3a OTCTpaHsBaHe Ha METHOPMHH e XeMOAHaNu3aTa, Bunnarnunthy, obave, He
Moske Ja Obae OTCTpaHEH Ypes XeMOAHANIN3a, HO OCHOBHHAT My MeTaGoHT cien xuaponusa (LAY 151)
MOXe N1a ce AHanH3upa. llpenopbura ce MOALLPKAIO NeYeHHe.

5. PAPMAKOJOIHYHH CBOMCTBA

5.1 dapmaxoauHAMUIEH CBOACTEA
dapmakorepanesTHyda rpyna: JlekapcTea 3a nedeHue Ha AHaber, KoMOHAALHA OT NEPOpATHH,
MOHMXKapamM KPbBHATA 3aXap Nekaperia, ATC koa: A10BDOS

Mexanm3eM Ha gelicTBre

Menna koMOHHHpA ABE aHTHXMNEPTIHKEMHYHH CPEACTRA ¢ B3AHMHO JOTIBIIBAILH C& MEXaHH3MH HA
AeHCTBHE 3a N0A0OpABaHEe Ha IMHKEMAYHHS KOHTPON IIPH NAIHEHTH ¢ AHadeT THN 2: BHLATIKITHH,
OpeJCTaBHTEN Ha Kaca JIEKapCTBEHH NIPOAYKTH CTHMYJIHPaIH KISTKHTE B OCTPOBHTE Ha MaHKpeaca
MeTOPMHH XHAPOXIOPHA, IPEACTABHTEN HA KIIaca Ha GUrBaHHIMTE.

BungarnunTiH, KoHTO Cllafa KBM KJaca NEKapCTBeHH NPOLYKTH CTHMYIIMPAIH OCTPOBHHTE KIETKH B
TaHKpeaca, € MOIIEH A CeNeKTHBeH HHXHOHTOp Ha AunenTHAMN nenTuaasa-4 (DPP-4). Merdopmue
AeficTBa OCHOBHO vpe3 HaMasBaHE HA EHAOTeHHOTO o6pa3yBaHe Ha NMOK03a B MepHHA apod.

DapMakoguHaMHyHH edekTH

Bungarmanrux

BunnarnanTeH AeficTBa 0CHOBHO 4pe3 HHXHOHpaHe Ha DPP-4, eA3HMBT OTroBOpeH 3a pa3rpaxgaHeTo Ha
HEKpeTHHOBATE XO0pMOHH GLP-1 (rmoxaron nonoben menthn-1) 1 GIP (rarokozo-3aBHCHM
HHCYNTHHOTPOTIEH NOIHIEIITHA).

IIpunoxkeHHeTO HAa BHAJATTHNTHH BOAH 10 Obp30 H bjHO HHXHOHpaHe Ha akTHBHOCTTa HA DPP-4, B

Ha MMAAHO TAKa H CNIe]] HaXpaHBaHe.



[locpeacTBOM IIOBHIIABAHE HA CHAOTEHHHTE HHBA HA Te3H HHKPETHHORH XOPMOHH, BIILJArTUNITHH
NOBHIABA YYBCTBHTEJIHOCTTA Ha O€Ta KIETKATE KbM KPHBHATA 3aXap, KOETO BOAH IO moAobpaBaHe HA
TJIIOKO30-3aBHCHMATa HHCY/IMHOBA cekpenus. Jlewennero ¢ pangarmanTa 50-100 mg AHeRHO TpH
NauMeHTH ¢ AdabeT THN 2 3HAUHMO noAo0paBa TIOKA3aTeNHTE 32 OeTa-KNeThUHATA PYHKIHN, KOHTO
srmousar HOMA-B (Homeostasis Model Assessment —B), CLOTHOIIEHHETO NPOUHCY IHE CHPAMO
HHCYJTHH M H3MEPBAHETO HA PeaKTHRHOCTTA Ha OeTa KiIeTKHTe NpH TECTa 33 TONESPAHTHOCT NPH YeCcTo
Japade Ha Xpana, IIpn nuna, kouto HaMaT gruaber (HopMornikemMus), BUWIJACTANITHH He CTEMYTHpa
CEKpelIMATA HA HHCY/IHH H He Hamansgsa HHBOTO Ha KPBBHATa 3axap.

Ypes nopAmaBase Ha eHAOTSHHOTO HHBO Ha GLP-1, BUNJArmHITHH IOBHIIABA YYBCTRHTEIHOCTTA Ha
anda KIeTKHTe KbM KPEBHATA 3aXap, KOETO BOAH 4O M0-aieKBaTHA HAa KPBBHATA 3aXap CeKpellHsa Ha
IIIOKAaroH.

ITopHINaBaRETO Ha HHKPETHHORKHTE XOPMOHH B YCIOBHATA Ha XMIIEPTIHKEMHS BOJH N0 3aCHIEHO
YBENIRYABAHE Ha CHOTHOIEHHETO HHCYIIHH/TIIOKATOH ¥ HAMA/IBaHe MPOAYKIIHATA HA NIIOKO3a OT YEPHHA
Apos, KAKTO HA I71a/IHO, TAKA H CIIEA HAXPAHBAHE, ¢ KOETO C€ HAMATIABA TITHKEMHATA.

H3BecTHHAT edeKT, Ye NOBHINECHOTO HHBO Ha GLP-1 3a0aBs cTOMAIIHOTO H3Npa3BaHe He ce Habmonasa
NPH JieueHHe C BUNRArTHETHH.

MergopMun

Merdopmun e 6urBaHnA © aHTHXUNEprIHkeMHYeH edekT, KOoHTO HaMaNnAea cToliHOCTHTE Ha IIII0K03a B
TUTa3MAaTa, KakTo Ha [IIfIHO TaKa M cliel HaxpaHBaHe. Toil He CTHMYNIHpa CEKpeLHATa Ha HHCYTHH H
nopajH TOBa He BOAH IO XHNOMMHKEMHA HIH YBEIHYABaHE HA TENECHOTO TETNIO.

MerdopMuH Moke Aa 0xa3Ba CBOA INIHOKO30-MOHMKABAI] edeKT MOCPEACTBOM TPH MEXaHH3Ma:

- TOCPEACTBOM HaMamsuBaHe Ha o0pazyBaHeTo Ha ITIOK03a B YepHEs Apo0 dpes HHXUOHPAHE Ha
TIIOKOHEOTeHe3aTa H TTHKOTeHOIH3ATa;

- B MYCKYJIHTE [TOCPEACTBOM YMEPEHO H3pa3eHO YBeaHIaBaHe HA HHCYTHHOBATA JyBCTBHTEIHOCT,
noaoGpaBalika neprdepHOTO NOEMaHe H YCBOABANE HA ITIOK03aTa;

- ZlocpeacTBoM 3aDabane Ha abcopbLuATA HA [IIOKO34Ta B YEPBATA.

MerdopMHH CTEMYIMpa BETPEKIESTHYHEA CHHTES HA NIMKOTEH, NOCPEACTBOM NOBIMABAKE Ha FTMKOreH
CHHTETa3aTa H NOBHINABA TPAHCTIOPTHHS KAAMTET Ha cieludyyHn TANOBE MeMOpalHy TIIOKO3HH
Tpancooprepn (GLUT-1 u GLUT4).

ITpr Xopa, HE3aBHCHMO OT BIIMAHHETO CH BBPXY ITIHKEMHATA, MeTGOPMHH HMa OnaronpHATHH ebekTH
BBPXY NHNHAHHA METaboNmH3BM. B cpeaHo- 1 ABITOCPOUHH KIMHWYHH MPOYYBaHHA, [IPH [IPHEM Ha
TEpANEBTHYHH [034 € TTOKA3aHO, Ye: MeTHOPMHAH NOHHKAaRa CEpyMHHTE HHBa Ha obmus xonecTepor,
LDL- xonecTepona H TPHITHUEPHAKTE.

INpocnexrreHoTO, panaoMuzkpano npoyqsane UKPDS (UK Prospective Diabetes Study) ycranossasa
ABATOCPOYHMTE NO3H OT HHTEH3HBHHA XOHTPON Ha KPhBHATA 3aXap IIPH NauueHTH ¢ anabet Tan 2.
AHaJHM3BT Ha pe3y/ITaTHTe NPU NAHEHTH ¢ HAJHOPMEHO TETTIO, JIEKYBaHH ¢ MeT(OPMIEH Clie]l HEyCIeX OT
neycHHe caMo ¢ IHETa NOKAIBAT:

~ 3HaYHMO HaMansABaHe HAa a0COMOTHHA PHCK OT BCAKO CBBHP3aHO C AHabeTa yCcloXKHEeHHE B Ipynara Ha
merdopmuH (29,8 cebutnn/l 000 nauMeRT-roAHHH) CIPAMO NALHEHTHTE OCTABEHH caMo Ha jueTa (43,3
ceOnTHA/] 000 mareHT-roguun), p=0,0023 u cnpsmo rpynuTe Ha KOMOWHApPaHa Tepalnis ChC
cyndouunypeiian NpoAykTH i Ha MOROTepanus ¢ HHCyuH (40,1 cxbuTna/l 000 nanneHT-roguHu),
p=0,0034;

- 3HAYMMO HaMaABaHe Ha abCOMOTHHA PHCK OT CBBp3ana ¢ anabeta cMbpTHOCT: MeTdhopMEH 7,5




IpyilHTe Ha KOMOHHMpaHa Tepanus e CyndOHNAY peliHy POAYKTH H Ha MOHOTEpanus ¢ UHCYJIHH 18,9
cuOnTHA/1 000 nanuent-roguad (p=0,021);

- 3HaYMMO HaMa/ABaHe Ha A6COMOTHHESA PHCK OT HH(APKT Ha MHOKapaa: MeTqopmuH 11 crbutra/1 000
ManHeHT-TrOAHAN, caMo Ha auera 18 cubutua/1 000 maunent-roguun (p=0,01).

Knuuuuna eduracHOCT ¥ DE30TACHOCT

IpabapaseTo HA BUAGATIANTHH KbM JEYCHHETO Ha NAlHeHTH, YHHTO INHKEMHYCH KOHTPOJ HEe €
33J0BOJIHTEJIEH BHIPEKH MOHOTEPANHATA ¢ METDOPMHH, el 6-MecedHO NeUEHHE BOIH J0
IOIBIHATE/THO CTATHCTHYECKH 3HAYHMO CPEAHO NOHHKaBaHe Ha cToifHocTTe Ha HbA 1¢ B cpaBHeRHe ¢
nnaueGo (pasnukn Mexay rpymmte ot -0,7% a0 -1,1%, choTBeTHO, 3a BuaAarmnTHH 50 mg 1 100 mg).
TponesTHT Ha NAIIMEHTHTE, KOUTO MTOCTHIAT MIOHIDKABAKE HA CTolHocTHTe HAa HDA 1c ¢ > 0,7% cnpamo
M3XOLHHUTE € CTATHCTHYECKH 3HAYMMO TTO-BHCOK B JBETE IPYNH Ha BHIGAMIKITHH IUHOC METHOPMHH
(croTBeTHO 46% H 60%) cnpaMo rpynara Ha MeTgopMiH moc miauebo (20%).

B 24-cenMHHO KNHHHYHO H3MNTBAHE, BUIAArIENTHH (30 mg NBa IbTH ZHEBHO) € CPaBHEH ¢
nHornuTasos (30 Mg BEAHDK AHEBHO) NPH NALMEHTH, IIPH KOHTO HE € [IOCTHTHAT afeKBaTeH INIHKEMHYEH
KOHTpON ¢ MeThopMuH (cpeiHa OHesHa X03a: 2020 mg). CpeaHoTO NOHMAKCHHE Ha AHBaTa Ha HbA lc¢,
apu cpeaen HaxoaeH HbA lc ot 8,4%, e -0,9% npn JobapsHe Ha BUIAArAHITTHH KbM MeThOPMHEH H -
1,0% npu nobagsaHe Ha THOTIATA30H KBM MeThopmuH, CpeIHOTO NOBAIIABAaHE HA TEJIECHOTO TETNO,
Ha0MoAaRaHO NpH MandeHTATE, NPHEMAllH THOTJINTA30H B JONLIHeHKE KbM MeTdopMuH e +1,9 kg,
cpsamo +0,3 kg mpH nanyMenTwre, NpHEMALIM BHIAArTUNTHH B IOTBJIHEHHE KM METHOPMHEH,

B K/IMHHYHO M3NMHATBaKE C 2-rOMIIHA NPOABKATENHOCT BHAGAIMENTHH (50 mg ABa ITbTH AHEBHO) €
CpaBHEH ¢ MIMMENUpH (10 6 Mg/neH - cpeiHa A03a npe3 2-Te roAHA: 4,6 mg) cies nodapiHe KbM
TepanusTa HA NALHEHTH, JEKyBaHu ¢ MeTdhopMHH (cpeana AHeBHa fo3a: 1894 mg). Cnea 1 roquna
CPeaHOTO NOHHXEHAE HA HuBaTa Ha HbA 1c e -0,4% npu Ao6apane Ha BRIAArTMITHH KbM MeTQOPMEH H
-0,5% npn nobapsHe HA TTHMENHPUA KbM MeT(hOpMHH, pH cpejied u3xoaen HbA 1c ot 7,3%.
Ipomanara B TeleckKoTo TerIo NMpH pruAarTunTHY € -0,2 kg cnpamo +1,6 kg nps rmMMenHpu.
YecToTara HA CHYYAHTE HA XHOOTIIMKEMHA € CHIHIGUKAHTHO ITO-HHCKA B TPYIIATA HA BHITArHITHH
(1,7%) B cpasHeHmse c rpynata Ha rmaMenupus (16,2%). B kpalinaTa Touxa Ha npoyysaHero (cnea 2
roauHr)} crofiHocTHTe HAa HbA 1¢ ¢ca nopobre HA H3XOAHHTE CTOMHOCTH B ABETE TEPaneETHYHH TPYTIH, a
Pa3iHYHATA 10 OTHOMEHHE Ha MPOMAHATA B TEJIECHOTO TEIJIO K CIyYauTe Ha XUMOTIHKeMH ¢ 3ana3paT.
B 52-cetMHY4HO H3MUTBAHE BUIATTHATHH (50 mg ABa s TH AHEBHO) € CPaBHEH ¢ IVIHKIA3UY (CpeAHa
JHEBHa Josza: 229,5 mg/aen) cnen nobapsHe KbM TepanusaTa Ha NaHEHTH, HENOCTHTHAIM KOHTPOX ¢
meropMuH (H3X01HA 1032 Ha MeTdhopMER 1928 mg/nen). Cnen | roanHa cpeaHoTo noHMkenue Ha HbA
lc e -0,81% npu nobaesuHe HA BHNAATTIMITHH KbM MeTdopMuH (IpH cpefier naxoaed HbA 1c 8,4%) u -
0,85% npu aoGassHe Ha rIHKNa3A KbM MeTdopmut (npu cpenen usxonen HbA 1c 8,5%); nokasana e
CTATHCTHYECKH 3HAYHMA He mo-majika eduxacHocT (95% CI -0,11 — 0,20). [TpomsHaTa B TENSCHOTO TETTO
e +0,1 kg npu BUNOarnMITHH copaMo +1,4 Kg npH riaKnasu.

B 24-ceMHYHO KITHHHYHO HINUTRAHE € OLeHeHA edHKACHOCTTA Ha HKCHpaHaTa f030Ba KOMOHHAIHA OT
BHJIAATTTHOTAH H METGOPMHEHE (IOCTENeHHO THTPHpada o Ao3a oT S0 mg/500mg ABa IBTH NHEBHO MIH
50 mg/1000 mg ABa TbTH JHEBHO), NPHIGKEHA XKATO ThPBOHAYATHA TEPANKA IPH NALMEHTH,
HEeTIPHEMANTH Nped ToBa APYTH Jekaperea. Kombunauusa ewnparmnTua/Merdopmun 50 mg/1000 mg,
TPUIOKEHA /IBa TbTH JHEBHO, NoRmkasa HbA ic ¢ -1,82%,swinarnuntan/merdopmud 50 mg/500 mg,




24-ceaMHTHO, PAHAOMH3MPAHO, IBOHHOCITANO, NIANe50 KOHTPOAHPAHO HIMHTBAHE € MpoBeneHo npH 318
NAIMeNTH, 32 Ja oleHH eduKacHOCTTa M 6€30MacHOCTTa Ha BRLAarAunTHH (50 mg A8a MbTH AHEBHO) B
koMOnHAIHS ¢ MeTdopMEH (>1500 mg AHeBHO) H rIUMenUpHA (>4 mg AHEBHO). BHAAAITHNTHH B
KOMOHHAIHA ¢ MeTGOPMEHE H IIHMENHPHA CUrEX(HKanTHO moHmxkaBa HbA 1¢ cmpamo nnane6o.
Kopuruparara cnpsmo naaueGo paznnxa B cpeiHoTo Roumxkenre Ha HbA 1¢ cripaMo u3xoaHara
croiinocT ot 8,8% e -0,76%.

24-ceIMHYHO PAHAOMM3INPAHO, ABOHHOCAANO, TNaNe0 KOHTPONHPAHO H3NHUTBAHE € MPOBEACHO NpH 449
TNALKCHTH, 32 [a OleHyn edMKacHOCTTa B GesonacHocTTa Ha BHIZAraEnTEH {50 mg ABa MBTH AHEBHO) B
KoMOHHaIHA ¢ MOCTOAHHA A03a GasaneH Wi cMeceH HHCYIHH (cpeAHa AHEBHA 1033 oT 41 elHHULM), CbC
CHIBTCTBAL NpreM Ha meTdopmun (N=276) uin Ge3 ChIBTCTBaI pHeM Ha MeTdopman (N=173).
Bunparnmuntus B KOMOHHALMA ¢ HHCYJIMH CHrHHGHKaHTHO NoHWxkasa HbA lc cnpamo nnaueto. B
ofmara nomynauyps KOpHrHpaHaTa cnpaMo muatedo pasiuka B CpefHOTO NoHwkenne Ha HbA 1c mpH
cpenHa H3xoAHara crofiHoct Ha HbA 1c 8,8%, e -0,72%, B noarpynure, JIeKyBaHH ¢ HHCYJIHH, CbC HITH
6e3 CBITLTCTBAL IPHEM Ha METGHOPMEH, KOPATHPAHOTO CIIPAMO [ane6o cpeano nonHxedHe Ha HbA Ic,
€ cboTBeTHO -0,63% 1 -0,84%. YecToTara Ha XHNoraukeMus B oGuata nonynauns e 8,4% u 7,2%,
CHOTBETHO B IPYNHTE Ha BIAarMHOTHH M miauebo. ITpn nalnyenTATE, NpHEMAINH BIWIAATTMIITHH, HE C€
Habniolasa NosuiIabane Ha Ternoto (+0,2 kg), Aokato npu npueMaiuTe Miaebo ce nabmoaasa
nonuxenue Ha rernoto (-0,7 kg).

B apyro 24-cemMH4HO Npoy4BaHe NPH NALHEHTH ¢ NO-HaNPeAHal 3axapeH JuabeT THN 2, IPH KOHTO He €
MOCTHIHAT 4/1EKBATEH KOHTPOJ C JISYEHUETO ¢ HHCYNIHH (kpaTko H Obp3oaehcTBall, Cpe/IHA HHCYIHHOBA
Ao3a ot 80 [U/nueBHo), cpeanoTto moumkenue Ha HbA 1¢ npu gobapane Ha BrigarnunTad (50 mg nsa
ITBTH JHEBHO) KbM HHCYJIHHA € CTATHCTHIeCKH 3HAYAMO M10-TONAMO, OTKOJIKOTO NPH KoMOuHaumsTa
mnauebo wiroc mHeyHH (0,5% cnpamo 0,2%). YecToTata Ha XMNOrTHKEeMEA € O-HHCKA B rpynata Ha
BHJIIArNMIITHH, OTKOJKOTO B mnatebo rpyrara (22,9% cnpsamo 29,6%).

CrpaedrO-CBAOB PHCK

Mera ananyz Ha HE3ABHCHMO H NPEIBAPHTENHO ONMpPEAENEHRTE CEPACYHO-ChJ0BH HEXENAHH ChOHTHS OT
37 dasa 1l 1 IV xiMBHYHA H3THTBAHYUA IPH MOHOTEPANNHA ¥ KOMOHHUpaHA TEpANHH, ¢
NPOABIKHTENHOCT HAA 2 rOZHHH (CpeaHa eKcnoanuya S0 ceIMUUH 3a BUNJATTHNTHH B 49 ceAMHITH 32
CPaBHHTETHHTE MPOAYKTH), ICKA3Ba, Ue JeUeHHETO ¢ BIIJATTIHITHH HE € CELP33aHO ¢ IOBHINABAHE Ha
CEPAEHHO-CHOBHA PHCK CIIPAMO CPaBHHTENIHATE NpoAyKTH. CheTaBHATa KpaliHa TO4Ka Ha
NpeBapuTeNHO ONPEIeNeHATE FONeMH ChPEIHO-CHI0RA CEOHTHA (major adverse cardiovascular events
—~MACE), BxmounTeHo MIoKapAeH HH(APKT, HHCYJIT WIH CMBPT NOpajH CHPACIHO-CHAOBA IPHIHHA, €
nogo6Ha NpH BUATATTIHOTHY CIPAMO KOMOHHHPAHH AKTHBHE H nanefo cpasHATENHH [IPOAYKTH
[OtHocuTenen puck mo Mantel-Haenszel (M-H RR) 0,82 (95% CI 0,61-1,11)]. MACE nactenBa npu 83
or 9 599 (D,86%) nauneHTH, JTeKyBaHy ¢ BuAgarnunTaA ¥ npy 85 or 7 102 (1,20%) nalmeHTH, NTeKyBaHu
ChC CpPaBHUTENEH MpoIyKT. QueHkara Ha BeekH otaeneH koMnoHeHT Ha MACE He noka3pa MOBHILEH
puck (noxoben M-H RR). Cu6uTia ¢ moTebpaeHa cepaedna Heaoctarsunoct (CH), nedmnnpana kato
CH, u3mcKBaIna XOCTIHTANH3AINA, WiH HOBonosemina ce CH, ce cpobluasar npu 41 (0,43%) ot
NAHEHTHTE, JEKYBaHH ¢ BUNAArmMnTHH K npd 32 (0,45%) OT nanpenTHTe, 1eKyBaHH CbC CPABHHTENECH
npoaykr M-H RR 1,08 (95 CI 0,68-1,70).

TeauaTpryuda menmyIanHEs
Epponeiickara aresilia no nekapcTeaTta ocEob0X1aBa OT 3aIBIDKEHHETO 34 NPEIOCTABIHE
Pe3yITaTHTE OT NPOYYBAHHATA C BHANATTHIITHH B KOMOHHALHA C MET(GOPMHH BEB BCH
NeAdaTpHYHATA NONYTalHsA Che 3aXapeH quaber Tan 2 (BXx. Touka 4.2 3a HHBOP
B NeHATPHATA).
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5.2 ®apMaAKOKHHETHYHH CBOHCTBA
Menun

Abcopbuua

Jloka3aHa e GHOEKBHBANEHTHOCT Ha MenHy IIpH TpH pa3snuuH# Ko3upoBKH (50 mg/500 mg, 50 mg/850
mg 1 50 mg/1 000 mg) cnpsamo koMGMHALIHS OT OTAETHH TabneTKy BUIAATTHITHH H METQOPMHAH
XHAPOXIOPHA B CHOTBETCTRAILINTE JO3H.

Xpanara He HOBAHABA CTENICHTA H CKOPOCTTA Ha A6copOusa Ha BHIAATIHANTHE T Meany. CKopocTTa 1
cTeneHTa Ha abcopbuus Ha MerdopmuH ot Menun 50 mg/1 000 mg ca HamaleHn, KoraTo ce mpuiara
eIHOBPEMEHHO C XpaHa, KOeTO C€ OTpa3fBa B MoHmkapaHe Ha C max ¢ 26%, AUC ¢ 7% u 3a0aBsne Ha
nocteradero na T max (2,0 no 4,0 qaca).

MocneapamoTo HANOKeHHE OTpa3apa GapMaKOKMHETHUHNTE CBOHCTBA Ha OTACTHHTE aKTHBHH BellleCTBa
B Mennz.

Bunparmdnmrus
A6copbuns

Cren nepopanno NpHIoKeHHE Ha rAaAHO BHIRALTHOTHE ce abcopbupa 6Bp30 ¢ n¥KoBa nia3sMeHa
KOHLEHTpalHs Habmiofasana Ha 1,7 uac. Xpanara cnabo 3abaps BpeMeTo 3a JOCTHIaHe Ha NHKOBaTa
IU1a3MeHa KOHLEHTpanua jo 2,5 Jaca, Ho He noBausea ofmara excnosznigaa (AUC). [Ipunoxeniero Ha
BHJIAATTIMITHH C XpaHa BOJH A0 NoHwkasaHe Ha C max (19%) cipAMo NpHAOKeHHe HA TIAJHO.
Crenenra Ha mpoMaAHa, 06ave, He € KIHHUYHO 3HAYHMA, TAKa Ye BHANAMIHITHH MOXE /ia Ce puara ¢
i Ge3 xpaHa, ABcomoTtHara buoHammIHocT € 85%.

Pasnpenenenue

Cebp3BaHeTo HA RIIAATTTHITHH C MIA3MEHHTE NPOTEHHH € cabo (9,3%) 1 BHIarmuInTyH ce pasnpeaens
NIOpaBHO MexAY INA3MAaTa H YepBeHHTE KpbBHH KieTku. CpeqHnd obeM Ha pasnpenenenye Ha
BRJIAATTHNTHH B CTALMORAPHO ChCTOSHEE CJIel MHTPaBeHo3HO Npanoxkenne (V ss ) e 71 nurtpa, koeto
OpeAnonara €eKCTPaBackyaapHo pa3npeAc/ieH e,

Buorpanchopmarius
MeraGoNH3MET € OCHOBHMA MBT Ha eNHMHHMpPAHE HA BHIIANTHITHH TIPH X0Opa, KOETOo Ce oTHaca 3a 69%
oT no3ata. OcHoBHHAT MeTabonuT (LAY 151) e dapMakonorHyHo HEAKTHBEH H € IPOAYKT HA
XHApONH3aTa Ha IHAHO IPYMATa, ChCTABNARA 57% OT N03aTa, NocHeABaH OT MPOAYKT Ha aMHJHA
xuaponrza (4% ot posara). DPP-4 gonpasacs 4acTHYHO 33 XWAPORH3aTa HA BIRATAHNTHH, KOSTO Ce
OCHOBABA Ha in vivo MPOy4YBAHE, B KOETO ca H3MOJ3BaHA NIbXOBE ¢ AedhHIHT Ha DPP-4.

Buaparnmunras He ce MeTaGonm3upa oT CYP 450 ensuMuTe 10 cTemeH, KoATO Moxe Jia Oblie oNpesenena.
CrenoBartesiHo, He ce 0YakBa MeTabONIHTHUAT KIHPHHC HA BANATIUITHH 43 C€ NIOBIHAS OT
€IHOBPEMEHHOTO mpHnoxkeHue ¢ CYP 450 uHxuGuTOpH W/HIH HAAYKTOPH. [n vifro NpoyYBaHHATA
NOKAa3BaT, Ye BHIJACMHITHH He HHXHOHpa/HHayIMpa eHsEMuTe CYP 450. ETo 3aimo, HiMa BEPOATHOCT
BHIIAArHNTHH 1A NOBIHABA METAOOIHTHHA KIMPHHC HA eqHOBPEMEHHO NPHNATAHHTE JIEKapCTB

Enumunupane



Cnep nepopanno npunoxenue Ha [ 14 C] sunparnunTas, nprbmuzarento 85% or no3ara ce eKCKpeTHpa
B ypuHaTa ¥ 15% or no3aTa ce oTkpuBa BpB (eneca. brbpeunaTa ekCKpeLHs Ha HEMPOMEHEH
BHJIIAMIMNTHH CBCTaBIABA 23% OT j103aTa ciiell NepopatHo NpHNckeHHe. Chel HHTPABCHOZHO
NPUNOKEHHE HA 31paBH HHAMBHIH, OOIIMAT Nna3MeH U 6uOpedeH WIMPHHC HA BWIJATIIHITHH €,
ChOTBETHO, 41 ® 13 [/uac. CpeaHHAT eNHMHAALHOHEH NOIYKHBOT CI€]] HHTPABEHO3HO NPHITOKCHHE €
NpUGTH3ATENHO 2 yaca. EMMMUHAIIHOHHAST OMYKHBOT cJiell IEpOPaNHO IPHIOKEHHE € IPHOITU3UTENHO
3 uaca.

JuneiiHocT/HenueiinocT

C max Ha BWIJArNHNTHH H IIOLITA oA KPHBATA IIA3MEHA KOHIHTpalHS cpamo BpeMe (AUC) ce
MOBHIIABAT N0 NPUBIM3UTENHO A03a-TIPONIOPUHOHATIEH HAYMH B PAMKUTE Ha TEPANEBTHYHHA A030B
HHTEpPBa,

XapaKTepHCTHKH NPH NTAUUEHTHTE

Iox: He ce HabmofaBaT KIMHAYHO 3HATMMY PA3IHKd BB GapMaKOKHHETHKATE Ha BHIAALHIITHH IIPH
3XpaBH MEXKeE H JKeHH B LIAPOK AKANIA30H HA BH3PACT M HHJEKC Ha TenecHa Maca (ITM). HnxuGupanero
Ha DPP-4 ot BunnarnunTas He ce noenHgRa oT nona. Brapact: [Ipu 3ApaBd HHAKBHAH B cTapyecka
BB3pacT (= 70 rogunn), obmara excrosHuus Ha BungarmantHH (100 mg BeaNEX NHEBHO) C€ YBEIMYaBa C
32%, ¢ 18% noBHINaBaHe HAa NMHKOBATA NIa3MeHa KOHIEHTPalHsd B CPaBHEHHE ChC 3APaBH MIIAIH
auaupian (18-40 rogunn). Cunra ce, obaye, Ye Te3n IPOMEHH He ca KITHAMYHO 3Ha9HMH. HEXHGRpaHeTo
Ha DPP-4 oT BH1JarmHNTHH He Ce NOBJIHEBA OT BB3PACTTA.

YepaoapobHO yBpexaaHe: [Ipi NaUHEHTH ¢ JIEKO, YMEPEHO HITH Texko depHoApoGHO yepexaade (Child-
Plugh A-C) HAMa KTMHAYHO 3HAYMMH MPOMEHH (MakCHMYM ~30%) MpH eKCIO3ALHUATa HA BHIIATTHIITHH,
Bxbpeyno yspexaane: Ilpy uHAHBYAH C IO, yMepeHO unH Texkko Gp0peyHo yBpekiaHe CHCTeMHATa
eKCNIO3HLHA HAa BHIJATTIMNTHH ce yBenuyasa (C max 8-66%; AUC 32-134%) u ToTanHua TeneceH
KIMPBHC HAMANARA B CPABHEHHE ¢ HHAHBHIH ¢ HopManua Ob0peyuna fyHKIHA.

Ernnyecka rpyna: OrpaHH4eHATe DaHHH MPEATIONaraT, 4e €THHYECKATA NIPHHAJJICKHOCT He OKa3sa
FONIAMO BNUAHHE BLPXY (PapMAKOKHHETHKATA H& BHJLIAIHITHH.

Metgopmus

Abcopbuua

Crnen nepopaneH npueM Ha MeThOpPMIH, MAKCHMANBaTa NNa3MeHa KoHLeHTpaus (C max ) ce foctira
cnep okomno 2,5 waca. AbcomoTHaTa GHOHANHYHOCT Ha TabneTka MeTdopMuH oT 500 mg npH 3apaBH
HHHBHAH ¢ npubausuTento 50-60%. Cnen nepopanes npueM, HeabcopbypaHara 4act, KOATO Ce
ycTaHoBsBa BB (eneca e 20-30%.

Crex nepopanno npunoxenie abcopOunsita Ha MeTOPMEE € BacHilama i HereHa. Ilpuema ce, ge
thapmakokiHeTHKaTa Ha abcopOumaTa Ha meTdopMuE He e nuHeiina. [Ipa obyHalinvTe Ko3H Ha
MeTHOPMHUH H CXEMH HA IIPHIAraHe, CTAMOHAPHA [1a3MEHa KOHIEHTPALHs e JOCTATA B PaMKUTE Ha 24-
48 gaca u 061 B3eTo € oA 1 pg/ml. Npi KOHTPONHPARH KNHHHYHHA NPOYIBAHKA MAKCUMATHHTE
nnasmMeHy HHBa Ha MeTdgopmun (C max ) He HagsHmasar 4 pg/ml, OPH MPH MAKCHMANHH 103H. XpaHata
c¢nabo 3abaBs u HaMan#Ba cTeneHTa Ha abcopbuus Ha Metdopmun. Cnen NpUIOKeHHe Ha Ao3a o1 850 mg

TOBA HAMAICHHE.




Paznipenenenne
CpBp3BaHeTO ¢ MNa3MEHHTE NPOTEHHH € He3HauuTenHo. MeTgopMHH ce paznpejes B EpHTPOLUTHTE.
Cpenunar obem Ha pasnpegenenne (V d } Baprpa Mexay 63 u 276 anrpa.

Brorpancdopmarnus
MertdopMuH ce exckpeTHpa HENpOMEHeH B ypHHara. [IpH xopa He ce ycTaHOBABAT MeTaboMTH.

EnuMunupane

MetdopmuH ce enumuanpa upes Gu6peyHa exckpenrs. BrOpeunusT kmphac Ha Metdopmun e > 400
ml/min, KOeTo noKa3pa, 4e MeTHOPMHH c& SIMMHBHPA Upe3 roMepynHa duntpanus u TyOyaHa
cexpenns. Cnez nepopaneH NpHeM, IPHBUIHAA TEPMUHANCH €THMHHAIHOHEH NOJYKHBOT €
npubnusuTenno 6,5 vaca. [pn yBpenena 656peuna pyHxums, GpOpeYHAST KIHPEHC € HAMANEH
NPONOPIHOHANHO Ha KPCaTHHHHOBHSA KNUPBHC H NOPajiH TOBA eTMMHHALHOHHHAT NONYXHBOT €
YABJIKEH, KOETO BOAH X0 NOBHIIaBaHe HHBO Ha MET(OPMHH B ILIa3MaTa,

5.3 NpepkIHHHTHE JAHHH 32 §e300aCHOCT
Ip HBOTHH ca NPOBENEHH EKCIIEPHMEHTAIHY NPOYYBAHNS ¢ BHIAATTHNTHH H METQOPMHH MOOTIEIHO.

Bunnarnantua

IIpn Kydera ce HabmiozaBa yobDKaBaHe Ha HHTPaKapHAIHOTO NPoBeXkAANe IIPH /033, IPH KOATO HAMA
edexr, ot 15 mg/kg (7-mpTH HaA exCIO3UIEATA NPH XOpa Bb3 ocHoba Ha C max ).

KyMympaHe Ha neHeCTH anBeonapey Makpodaru B 6earTe 1pobose ce HabnoAaBa IPH [LUTLXOBE H
MHWIkY. Jlosara, npH KoaTo He ce Habmonasa noxoGen edexr npH rsxose e 25 mg/kg (5-meTH Hax
€KCIO3HLHATA NIPH Xopa B3 ocHoba Ha AUC) u 750 mg/kg npu mammku (142-msTH Han eKCTIO3HIHATA
TIpH X0pay.

CroMalHO-4peBHHTE CHMIITOMH, 0cO0EHO MEKH H3NpaKHEeHHA, H3NPAXKHEHHA CBC CIIY3, AUAPHA H MpH
MO-BHCOKH JI03H KPBB B M3NpaKHEHHATA, ca HablrogapaHu npH Kydera. Huso, npu koero He ce
Habmonasa eeKT HE € YCTAHOBEHO.

BHIBATTHITAH HE € MyTareHeH IIpU KOHBEHLMOHAMRUTE in Vitro u in vivo H3cAeABaHH 3a
TEHOTOKCHYHOCT.

TIpoyupane 3a depTHIHTET H panHO eMGPUOHAIHO Pa3BHTHE IIPH ILTBXOBE He HaBa NAHHH 38 HADYIICHHA
EBB (hepTHIHTETA, PENPOAYKIIMATA HIH PAHHOTO eMOPHOHANHO PA3BHTHE B PE3Y/ITAT HA JIEYEHHETO C
BHNAArnunTHH. EMOpHo-deranrnara TokcHaHOCT € ouensBsaHa NPH IUTEX0Be H 3ajiiy. [loBHIIcHA YecToTa
Ha PEIHOOOpasHH pebpa ce HabmonaBa NpH TIBX0BE BHR BPB3KA ¢ HAMAJIEHH NIaPAMETPH Ha TENECHOTO
TErno Ha MaiiMMHHA OPraHU3BM C 038, MPH KOATO HAMA edekT, oT 75 mg/kg (10-rbTH Haj eKCTIO3HLMATA
npH xopa). [pu salion, namaneHo TelecHo TErNio H MPOMEHH HA CKeJleTa, IOKAa3aTellHH 3a 3abaBiaHe B
PAa3BHTHETO, Ca oTOeN#3aHA CAMO [IPH HAMHYHETO Ha TEKKA TOKCHYHOCT 34 MaliuMHHA OPTaHH3EM C 11033,
HpH KoATO HAMa edexT, 50 mg/kg (9 MbTH Haj eKCNO3HLMATA MPH Xopa). IIpH mWIbXoBe € IPOBEAEHO Tpe-
H MOCTHATANHO NIPOyYBaHe 3a paspuTHe. Haxonku ce HabmoaaBaT caMO BhB BPB3KA C TOKCHYHOCT NPH
MaliuuHus opradnyeM npu > 150 mg/kg W BrmoOYBAT NpexXoHO HaManABaHe Ha TENSCHOTO TETTO H
HaManieHa ABHraTenHa akTHeHocT B F1 okoneHreTo.

JByroanitno npoy4Bane 32 KapUUHOTEHHOCT € IIPOBEAEHO NPH ITEX0BE NIpH NIepopayHA o34 1o 900
mg/kg (npubnu3aTento 200 MLTH eKCIO3KIMATA NPH X0pa IPH MAKCHMAJIHO [Ipenopk4Banara Jo3a). He
ce HabmonaaBa MoBHLIAaBaHe HA YECTOTaTa Ha TYMOPHTE, KOHTO OHXa MOTVIM 2 C€ OTHECAT KbM
BUIIATABNTHH. JIpyre ABYTOHIIHO NPOYYBAHE 33 KAPIIMHOTEHHOCT € MMPOBEJEHO MpH MAUIK




eKkCcNIO3HIHATA NIPH Xopa) u 100 mg/kg (16 mbTH excno3uuusTa mpH xopa). Caura ce, 4e MOBHINEHATA
9eCTOTa Ha TE3H TYMOPH NPH MHINKH He TPEeJCTABNABA 3HAYHM PHCK 3a XOpaTa, Bb3 OCHOB2 Ha JHIICATa
Ha TEHOTOKCHYHOCT Ha BUIJATMHIITAH M OCHOBHAA MY METa0ONHT, 104BaTA HAa TYMOPHTE CAMO IIPH €IHH
BHJ H BUCOKHTE CHOTHOINEHHS HA CHCTEMHA SKCTIO3HIMA, TPH KOATO ca HabmonaBaHy TyMOPHTE.

B 13-cezMudHO MpoyYBaHe 3a TOKCHYHOCT MPH MAMMYHH MaKalH, KOKHH JIe3kH ¢a OTOC/A3aHH IIPH A03H
> 5 mg/kg/nen. Te ce nOKaNM3UpaT BUHAA N0 KpaliHMuMTe (phlieTe, XOAWNATA, yIIKTe ¥ onamxara). [Ipk
5 mg/kg/nen (npubnmznTenen expuBaieHT Ha AUC excnosuiuaTa ipa Xopa nipu Ao3a 100 mg), ca
HabmoNaBaHA caMo MexypH. Te ca 0OpaTHMH HE3aBHCHMO OT TOBA, 4¢€ JIEYEHHETO € NPOJABIDKEHO H He ca
CRLP34HH ¢ XHCTONATONOTHYHH aHoManid. Hanykana koxa, NroLiema ce Koxa, CTpyNeH H PaHH Ha
ONALIKATA ¢ KOPEMHpALILH XHCTONATONOMHYHHE TPOMEHH ca Habaonasany npu Aosd > 20 mg/kg/nen
(npubnmsntenso 3 meTH AUC excriozuiuaTa np xopa rnps Ao3a 100 mg). HekpoTHIHH Nne3HH Ha
onawkara ce HaGmozaasar npd > 80 mg/kg/aeH. KoxuuTe e3ud He ca 00paTHMH IpH MaHMYHE
nexyBanH ¢ 160 mg/kg/nen no pemMe Ha 4-CEAMMYHHA BEL3CTAHOBHTENECH NEPHO,.

MergopMud

HexHHMYHNTE AaHHH 3a METHOPMHH He MOKa3BaT oco0eH PHCK 3a Xopa Ha 6asata Ha
KOHBEHIHOHATHHTE (papMaKCGIOTHYHH NPOYYBaHRAS 332 H€30MACHOCT, TOKCHYHOCT NIPH MHOFOKpPAaTHO
TIpAJIarale, TeHOTOKCHYHOCT, KARIIEPOTEHSH NOTEHNAAT K PepOAyKTHBHA TOKCHIHOCT.

6. PAPMAIIEBTUYHH JAHHH

6.1 CnHchbK HA NOMOLIHATE BeMECTRA
SAapo Ha TabnetkaTta:
XuApoKCHNponuLe Iy 103a

Konosuaon

Jlaxroza MoHOXHApAT

Marneanes cTeapat

OunaMoBO NOKPHTHE:
Xunpomenosa (E 464)

Turtanos anokcuy (E 171)
Maxporon (E 1521)

Tank (E 553b)

Xwat xenesen okcup (E 172)
6.2 HechbBMeCTHMOCTH
Henpunoxumo

6.3 Cpox Ha rogHoCcT

3 ronuuH

6.4 CoenmaadH yCJOBHA HA ChXPAHCHHE

To3H nekapcTBEH NPOAYKT HE H3NCKBA 0COOEHH yCIOBHA HA ChXPAHEHHE.




W

Jla ce crXxpaHiBa B OpPHIHBAIIHATA ONAKOBKA, 3a Ja ce NPeAnasH OT BAara v CBeTIHHA.

6.5 Bup B chIbpKaBAe HA OMAKOBKATA
oPA/Al/PVC/Alu 6nucrep

Ipennara ce B onakoBkH, chAbpxkamw 10, 30, 60, 120, 180 dunmupann tabaeTkn
He BcHYKH BHOBE ONAKOBKH ¥ TabJieTKH Morat fa ObaatT mycHaTd B nmpoaak0a.
6.6 CnenpanHn npeaua3HH MEPKHE OpH BIXBLISHE

Hsama ciennanHy H3HCKBAHWA.

7. IPUTEXATEN HA PASPEINIEHHETO 3A YIIOTPEBA

STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

lepManua

8. HOMEP(A) HA PAZPEHIEHHETO 3A YITIOTPEBA

Menuna 50 mg/850 mg dunmapann Tabnetkn: Per.Ne: 20210308

Memua 50 mg/1000 mg punmupanu tabnerru: Per. Ne: 20210309

9. JATA HA ITBPBO PAZPEITABAHE/MOJHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jara Ha wepeo pa3pemagane: 15.10.2021
Hata Ha noclieAHO TOAHOBABAHE:

10. TATA HA AKTYAJIU3RPAHE HA TEKCTA

11/2021




