KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA

1. HUME HA JEKAPCTBEHMS MPOJYKT

| “3ﬂbJ'IHHTEﬂHA Al EHl.ll'lﬂ N0 NEXAPCTBATA

Menkapt dyo 50 mg/850 mg gunmupany Tabnetku
Melkart Duo 50 mg/850 mg film-coated tablets

Menxapt dyo 50 mg/1000 mg punamupanu TabneTku
Melkart Duo 50 mg/1000 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Menkapt dyo S0 mg/850 mg ¢punmMupanu Tabnerku

Bcsaka gunmupana tabaetka ceappka 50 mg swiaarndnTul (vildagliptin) v 850 mg MeThopMHHOB
xuapoxnopup (metformin hydrochloride) (exBuBanenTHu Ha 662,88 mg MeTQOpPMHH).

Bceaka punMupana tabnerka cpabppxka 93,5 mg nakrosa.

Menkapt Jdyo 50 mg/1000 mg punmupanm Tabnerku

Bcesaka dunMupaHa Tabaetka ceabpaa S0 mg sungarnmuntuH (vildagliptiny n 1000 mg
MeTHOPMUHOB XUAPOXNOPHA (metformin hydrochloride) (exBuBaneHTHH Ha 779,86 mg

METHOPMHH).

Bceaka punMupana tabnerka cpabppka 110 mg Jakrosa.

3a MBJIHUA CIIMCHK Ha MTOMOLIHUTE BELLIECTBA BIDKTE TOYKa 6.1.
3. JEKAPCTBEHA ©®OPMA

DunMupaHa tabneTka.

Menxkapt Jlyvo 50 mg/850 mg dunmupany TabneTku

Kniita, mpoasIroBaTo-oBanHa GUnMHpana TabaeTka ¢ JeJIMTe/IHA YepTa OT €AHaTa CTpaHa B “VA”
OT Apyrara c¢TpaHa. /[b/pkuHa Ha Tabnerxara: 19,4 £ 0,5 mm
JlenurenHara dyepra He € MpeaHa3HayeHa 3a pa3je/igsHe Ha tabneTkara.

Meakapr Jyo 50 mg/1000 mg dunmupanu Tabnerxu

TeEMHOXBITE, NPOABIrOBAaTO-OBANHA QHIMHpaHa TabneTka ¢ AeIuTeNHa YepTa MexXoy “V” u “B”
OT €HaTa CTpaHa H ¢ ACJIMTEIIHA YepTa OT Apyrara ctpada. JwpkuHa Ha Tabnerkara: 21,1 + 0,5
mim

Henurennara yepra He € nNpeaHa3HauYeHa 3a pa3aesigHe Ha TabneTkara.

4. KJ/IMHHUYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHAA

Menkapt Jlyo_e noxa3aH KaTo JOIMBJIHEHHE KbM JHETAaTa H yNPaKHEHHUATA 3a ogo0peHne Ha
FIMKEMHYHHUA KOHTPOJ MPHU BH3PACTHH ChC 3axapeH guaber Tvn 2:
° [IpH MALMEHTH, NMPH KOHTO HE € BE3MOXKHO J1a Ce NOCTUIHE ai€KBATEH KOHTPOJI CAMO
METQOPMHH XUIPOXJTIOPH.
* [IpH MALUMESHTH, KOHTO BEUE CE JICKYBAT C KOMOMHAIIMATA BHJIJATJTHIITHH H
XHIPOXJIOPHA Noa $popmaTa Ha OTAETHH TabeTKM. S/ S
* B KOMOHHALMA C APYTH JIEKAPCTBEHH NPOYKTH 3a JieUeHHe Ha nuaber, BRI gy """"*T'
KOraTo T€ HE OCUTYPABAT aJeKBaTeH INIMKeMUWYEH KOHTPOJ (BXK. TOYKH 4. '1 % i
HATHYHH JaHHH OTHOCHO pa3jiuyHHUTe KOMOHHALIMY ). E
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4,2 JO3APOBKA H HAMMHH HA OPHIIOKEHHE

lo3upoBKa

Bv3pacmnu ¢ nopmanna 6vbpeuna hyuxyun (GFR> 90 mli/mun)

Jo3aTa Npu aHTHXHUNEpIIIMKeMHYHaTa Tepanua ¢ Menkapr Jlyo TpsOBa na Os1e HHIMBHIYaIH3IHpaHa
Bb3 OCHOBA HAa TEKylUaTa CX€Ma Ha MTALUEHTAa, €QPEKTHBHOCTTA H MIOHOCUMOCTTA, KATO HE CE
NMpeBUIIABA MAKCHMAIHATA NMpenopbYMTenHa AHeBHa no3a oT 100 mg suwnnarnunmiH. Menkapr yo
MOXXE [la C€ 3amoyYHe WM KaTo tabaerka ot 50 mg/850 mg unu karo Tabnerka ot 50 mg/1000 mg,
MPHJIOXKEHA ABAa NIHTH JHEBHO, €JHAa TadNeTKa CYTPHH M €aHa Beyep.

- [Ipn nanueHTH, IpY KOMTO HE € NOCTHIHAT a€KBAaTEH KOHTPOJ ¢ MaKCHMAJIHATa MIOHOCHMA
n03a MeThOPMHUH, TIpPIWIAradH KaTo MOHOTEPAIHA:

HauanHata noza Ha Menkapr J{yo tpaGBa ga nmpeaoctas BWIAATTHITTHH 50 mg 71Ba ITETH JHEBHO

(100 mg ofiua gaeBHa [03a) IUIIOC A03aTa Ha METGOPMHH, MPUEMaHa KO MOMEHTA.

- [IpM mauueHTH, IPH KOKTO ca IpyANaraHd EAHOBPEMEHHO BWIJAIMIITHH H MeTGOPMHH KATO
OT/AEIHH TablieTKH:

Menkapt Jyo TpsOBa aa ce 3ano4He B ChbLIHTe JO3M HAa BIWIJATUIITHH H METQOPMHH, KAKTO

[pUEMaHUTe OO MOMEHTA.

- IIpn malpeHTH, IIPH KOHTO HE € MOCTHTHAT aJIeKBaT€H KOHTPON ¢ JBOiHA KOMOHHALHSA ¢
METQOPMHH U CYJIPaHUTYPEHHO MPOU3BOIHO:

Ho3zara Ha Menkapt [yo TpabBa na npenocrasd BWINArMITTHH B 1032 oT 50 mg aBa ITETH AHEBHO

(100 mg obma nHeBHA N03a), a Ao3aTa Ha MeTdopmuH TpabBa na 6vae nogobHa Ha MpHeMaHaTa 10

MoMeHTa. Korato Menkapr Jlyo ce npuiara B koMOuHaLua cbe cyagaHwTypeHO MPOH3BOAHO, MOXKE

la e iMa MpeABMA NO-HMCKaA 1034 Ha CyN(paHHITypefHOTO ITPOU3BOJHO, 33 Ada C€ HAMAIH PHCKBT OT

XHUITOTJINKEMHA.

- [Ipy nauMeHTH, MPH KOHUTO HE € MTOCTHTHAT aJIeKBaTEH KOHTPOJ ¢ ABOHA KOMOHHHpaHa
TEpanua ¢ HHCYJHH U MaKCHMAJTHA MTOHOCHMA 1038 METHOPMHH:

Jo3ata Ha Menkapt Jlyo Tpa06Ba na npenocTaBs BUNIATTHIITHH B 1032 o1 50 mg ABa IbTH AHEBHO

(100 mg obuma nHeBHa N03a), a No3aTa Ha MeTGOPMHH TpabBa /1a Obae moAo0Ha Ha 103aTa, IPHEMaHa

IO MOMEHTA.

be3onacHOCTTa K eQUKACHOCTTAa HA BWINAMVIUITTHH H METQOPMHH, NPHIaraHM KaTo TpoiHa
repopajiHa Tepanusa B KOMOMHALMA C THA30MANHIHOH, HE €& YCTAHOBEHH.

Cneyuannu 2pynu nayuenmu

Cmapuecka ev3pacm (= 65 zoounu)

T'n#t xaT0 METHOPMHH Ce ekckpeTHpa npe3 6B6peLnTe, a MAlMEHTHTE B CTapYeCKa BE3PACT I1OKA3BAT
TeHJEHLUs KbM HaMa/ABaHe Ha OBOpeuHaTa QyHKUMSA, IPU TIALIMEHTHTE B CTAPYECKA BH3PACT, KOUTO
npueMar Menkapt [lyo, peaosHo TpsabBa na ce npocneassa GyHKIHATA Ha OBbOpermTe (BX. TOUKH
44u 5.2).

bvbpeuno yepexcoane
IIpeau 3anousane Ha JleueHHE ¢ NPOAYKTH, ChAbprKalIy MeThopMHUH, TpAGBa N2 ce HaNpaBH OLICHKA
Ha GFR croiliHocTuTe, 4 cnien ToBa - NoHe BeAHBK OAMINHO, [Ipy NallHeHTH ¢ NOBHIIEH PHEKE
HaTaThLUIHO NPOrpecHpaHe Ha OB0peyHo yBpexaaHe H MPH MALHEHTH B CTAPUECKA BB3D; ‘
4€CTO Ja Ce IPaBH OLCHKA Ha ObOpeuHaTa QyHKUMA, HANPHMEP Ha BCeKH 3-6 mMecela. |

3a npeanoyYKTaHe € MAKCHMaJIHaTa AHEBHA 103a MeTdOpMHH Aa Obae pasaeneHa Ha ;
(DaKTOpH, KOMTO MOFAT [ia YBEJIMYAT PHCKa OT JIAKTATHA auMo3a (BxK. Touka 4.4), Tps
npepasriielaHH, Mpeiy Aa ce 0OMKCIIH 3aII04YBAHETO Ha JICYEHHE ¢ METGHOPMHH IIpH Nnal)



GFR< 60 ml/min.

AKO He € JOCThITHA 1030Ba opMa Ha Menkapt Jlyo, ¢ aeKBaTHO KOJIHYECTBO Ha AKTHBHOTO
BELLECTBO, BMECTO KOMOMHALMA ¢ GUKCHpPaHU J03H, TpAOBa Ja ¢e U3IION3BAT OTHACIHHTE

MOHOKOMIIOHCHTH,

GFR ml/min MeTdopMuH BungaraHnTvH
60-89 MakcumanHaTta n1HeBHa no3a ¢ 3000 mg. He ce Hanara kopurupase Ha gosara.
Moxe na ce oOOMHCIH HaMadBaHe Ha

1103aTa 1Mpu BjaomasaHe Ha 6nOpeunara

GYHKIMA.

45-59 MakcHmanHaTa aHeBHa no3a e 2000 mg.
HavanHaTta f03a e oHe NoJ0BHHATA OT
MaKCHMAaJIHaTa J03a. MakcumanHarta AHeBHa 103a € 50 mg.
30-44 MakcumanHara aHepHa no3a € 1000 mg.
HayannaTta no3a e rnoHe nojoBHHATA OT
MAKCHMAJIHATA N034.
<30 MeTdpopMHH € NMPOTHBONOKA3aH.
YeproopobHo yapesicoane

Menxapr [lyo He Tpadea a ce npuara Mpy NalMEHTH ¢ YePHOAPOOHO YBpeK1aHe, BKIIOYHATETHO
Te3H CbC CTOMHOCTHU Ha alaHuH aMMHOTpaHcdepasa (AJIAT) win acnaprat amMmuHoTpaHchepasarTa
(ACAT) npenau 3ano4yBaHe Ha JICUSHHETO > 3 ITTH FOpHATA rpaHKua Ha HopMmanHoTto (I'TH) (Bx.
TOYKH 4.3, 4.4 n 4.8).

Heouampuuna nonyrayus

He ce npenopsuBa ynorpebara Ha Menkapr lyo npu geua v ©HOWH (< 18 romausHn).
bezonacHocTTa M edukacHoCcTTa Ha Menkapr [lyo npu neua u oHoWM (< 18 rogueH) He ca
yCTaHOBEHH. JIMIICBAT AaHHH.

HauyuH Ha [IDHITOKCHHC

[lepopanHo npHAOKEHHE.
[IpuemsT Ha Menkapt [lyo no BpeMe Ha WIIK BeJHAra cjej XpaHeHe, MOXKe Ja HaMajlH CTOMAallHO-
YpEBHUTE CHMITTOMH, CBBP3aHH ¢ METQOPMUH (BX. CBIIO TOYKA 5.2).

4.3 IIpornBOonOKA3AHUA

- CBPBXYYBCTBHTEIHOCT KbM aKTHBHHTE BEIECTBA HIH KbM HAKOE OT MTOMOLIHMTE
BelecTBa, M30OpoeHu B Touka 6.1.
- Bceku i ocTpa MeTaboIMTHA alao3a (KaTo JaKTaTHa aluao3a, JHabeTHa KeToauma03a)
- HuabeTHa npexomMa
- Texka 6B6peuna HenoctarpuHoCcT (GFR < 30 ml/min) (Bxk. Touka 4.4)
— OcCTpH CHCTOAHHA, KOUTO MOTaT Aa NPOMEHAT ObOpeyHaTa (pyHKIH, KaTo:
- ACXHiparaliki,
— TEXKA HHPEKLHA,
— LIOK,
— BRTPECHAOBO NPHIOXKECHHE Ha HOOUPaHU KOHTPACTHH BelllecTBa (BX. Touka 4.4).
— OCTpo KK XPOHHYHO 3200/11BaHe, KOSTO MOXE JIa NPUUYMHH THKaHHA XHTIOKCHA, KaTo:
~ ChpJAeuHa WK NUXaTelTHa HeAOCTATHUHOCT,
~ CKOpOLIEH MHOKAp/AEH HH(papKT,
— LIOK.
- YepuoapobHo yBpexaaHe (BxK. TOUKH 4.2, 4.4 u 4.8)
— OcTpa anKoxonHa MHTOKCHKALIHMA, AJIKOXOIU3bM
— KspMmeHe (Bxk. Touka 4.6)




4.4 CnenHanHu OpeAynpekIeHAS H NpeINA3HH MEPKH NpH ynorpeda
88117

Menkapr Jlyo He € 3aMeCTUTEN Ha HHCY/IMHA NTPH HHCYJIHH-3aBHCHMH NallMeHTH H He TpaOpa 1a ce
pyUaara NpH NalMeHTH Cbe 3axapeH auaber tvm 1.

JlakratHa 034

JlakraTHaTa alK03a, MHOTO PAIKO, HO CEPHO3HO METAaDOIUTHO YCIOKHEHHE, HAH-4ECTO HACThIIBA
Mpy OCTPO BIIOIIABaHE HAa OBLOpeyHara GyHKUHA, KAPAMO-PECITHPATOPHO 3a00IABaHE WIIH CETICHC.
HarpyneaHero Ha MeT)OPMHH HACTHIIBA ITPH OCTPO BiAoOLIaBaHe Ha OBOpeyHaTa QyHKLMA U
yBEJIM4aBa PHCKA OT JIAKTATHA alMIo3a.

B cnyvail Ha nexuapaTaums (TeKKa JHapHUs WIH NOBpbLIUaHEe, TpeCcKa WIM HAMAJICH TIPHEM Ha
TEYHOCTH ), TPAOBA BpEeMEHHO [a C€ CIIpe NPHEMBT HA METQOPMHUH M € MPENOPBUHTEIHO J1a CE
YCTAHOBA BpPb3Ka ¢ MEAULIMHCKH CNELIMATIMCT.

[TpHeMET Ha JleKapCTBEHU NPOAYKTH, KOMTO MOTAT OCTPO Aa yBpeaar Ox0peunara pyHKUMA (KaTo
AHTUXHICPTEH3UBHU cpencTea, auypetiud 1 HCIIBC), TpabBa na ce 3aroyHe ¢ NoBHINIEHO
BHMMAHHE TIPH MALMEHTH, JeKYBaHH ¢ METGOPMHH. JIpyru puckoBH ¢aKTOpH 3a JIaKTaTHA allH03a
ca IMPEKOMEPEH NMPHEM Ha ATKOXOJ, YePHOAPOOHA HEAOCTATHYHOCT, HEAOCTATHYHO KOHTPOIHPaH
auabeT, kerosa, MPOABL/DKUTENHO INTAAYyBAHE U BCAKAKBH ChCTOSHUSA, CBBD3aHH ¢ XHIOKCHA, KAKTO H
¢AHOBpeMeHHaTa ynoTpeda Ha JIEKapCTBEHH NMPOAYKTH, KOMTO MOTaT Ja NPUYHHAT JIAKTaTHA allHA03a
(BX. ToukH 4.3 u 4.5).

[TammenTure w/unu 6oHornegauuTe Tpadea aa Opaar nHGOPMHPAHM 3a PHCKA OT JIAKTATHA alHAO34.
JlakTaTHaT2 AUMA03a CE€ XapakTepu3Kupa ¢ alKAO3HA AUCITHEd, KopeMHa 00ka, MyCKYIHH KpaMITH,
ACTEHHMS H XHUIIOTEPMHA, [TOCACABAHU OT KOMa. B cimyyait Ha CbMHEHHE 32 CHMITTOMH [alIHEHTHT
TpaAOBa Aa cripe mpyeMa Ha MeTQOPMHH ¥ He3a0aBHO J1a MOTHPCH Jiekapeka noMoll. JIMarHOCTHYHHTE
1adopaTOPHH HAXOAKH Ca MOHkEHO KpbBHO pH (< 7,35), noBHleHH HWBA Ha IUTa3MEHHA JIAKTAT

(> 5 mmol/l) u moBHIIEeHAa aHHIOHHA Pa3/TMKa H CHOTHOLIECHHE JIAKTAT/IIHPYBAT.

Ipwiodicenue na dooupanu KORMPACMHU 8ewecmeda

BbTpechaosoTo mpuioskeHue Ha HOXHpaHH KOHTPACTHM BEIECTBA MOXKE Ia JOBEAE A0 KOHTPACT-
HHIyUMpaHa HegponaTus, BOJCIIA 0 HATPYINBAHETO HA METPOPMHH H NMOBHHICH PHCK OT JIAKTaTHA
anunosa. MergopMHH TpAOBa Aa ce Crnipe Npeay WIH [0 BpeMe Ha Ipolie/ypara 3a o0pazHa
AHArHOCTHKA M He TpA0Ba fa ce Br300HOBABA 10 Hal-Maiko 48 yaca ciex ToBa, IPH YCIOBHE Ye
O1LOpeyHaTa GyHKIMSA € oLieHeHa OTHOBO M € YCTAHOBEHO, 4e € cTabuHa (Bxk. TouxH 4.2 1 4.5).

bvbpeuna dynxyusn

Ilpenu 3anoysane Ha Jie4eHHETO TpAOBA fa ce HaMpaBH oLieHka Ha croiHocTure Ha GFR M penoBHO
ciiel ToBa (BX. Touka 4.2). MeTdopmuH € mpoTHBonokasaH rpH naupeHTd ¢ GFR < 30 mV/min u

TpAOBa A2 6bJie BPEMEHHO CIIPAH NPH HAMTHMYHE HA CBCTOSIHMSA, KOWTO MPOMEHAT 6Bb6peuHara GyHKLMA
(B>K. TOUka 4.3).

CBITBTCTBALIOTO NPWIOKEHHE HA JIEKAPCTBEHH NPOAYKTH, KOMTO MOTAT [a NORIMAAT Gb6pedHaTa
(GYHKILHA, 1a JOBEAAT A0 3HAYMMa XEeMOJMHAMHYHA NPOMAHA WK Ja MHXHOHpaT GBGpeunus

TPAHCTIOPT ¥ 2 MOBHUILAT CHCTEMHATA EKCMO3MLMA Ha MeTGOpMHH, TpOBa 1a Ce U3BBPILBA C
NOBHIUEHO BHMMaHHUe (BXK. Touka 4.5).

YHeproopobuo yepesicoane




(BXK. TOukH 4.2, 4.3 H 4.8).

[Ipocreossane na 4wepHoopobuume ensumu

Hma cpobineHus 2a peaKy CTydad Ha HapylleHa YepHOAPoOHa QYHKIMA ( BKIIFOYHTE/IHO XCIaTHT)
cJiell MpUeM Ha BWINArNHNTHH. B Te3u ciy4an nauueHTHTE KaTo 110 ca 6e3 cHMIToMH, Hea
KIMHHUYHH TIOCJIEACTBHSA M CTOKHOCTUTE Ha H3C/IeABaHMATa 32 yepHoapobna ¢pyuxkuus (MUD) ce
BE3BPBIIAT A0 HOPMAJIHMTE Cle[ NpeKpaTABaHe Ha JJeueHHETO. [Ipeau 3anoyBaHe Ha JICYEHHETO C
Menkapt Jlyo Tpabsa aa ce nposegar HYQ, 3a 1a ce 3Hae H3XOAHOTO HHBO Ha nmauMeHTa. Ilo Bpeme
Ha jedeHueTo ¢ Menkapt Jiyo uepHozapoOHaTa pyHKuHMA TpaOBa 1a ce HabmOJaBa Ha TPUMECEHHH
HHTEPBATH I[IPe3 ITLPRATa FOAHHA U NEPUOAHYHO ciel TOBa. IlallMeHTHTE, NPK KOUTO C€ NOBHINAT
CTOMHOCTHTE HA TpaHCAaMHHA3WTe, TPAOBA Aa OBAAT MPOCICACHH Ype3 NOBTOPHA OLICHKA Ha
yepHoapoOHaTa (QyHKUHA 3a MOTBbpXKAaBaHe Ha JaHHUTE U cael Topa MUYD na ce npapAaT yecTo,
JOKAaTO OTKJOHEHHATA C€ BHPHAT KbM HOpPMAJIHUTE CTONHOCTH. AKO nokayBaHeTo HA ACAT unH
AJIAT>3 et I TH, nepcuctupa, ce nmpenophuBa MpeycTaHOBABaHE Ha JieueHueTo ¢ Menkapt Hyo.
[laumenTHTE, KOUTO PA3BHAT HUKTEp WM APYTH MpHU3HALIM, IIPEANoaralid HapyineHa yepHoapobua
dbyHKLMA, TpsAOBa Ja nNpekpatraT JedeHnueTo cu ¢ Menkapr Hdyo.

Crnen npexpatsaBaHe Ha JedeHHeTo ¢ Menkapt Jyo H ropManuzupaHe Ha MUO, neueHnero ¢ Menkapr
Hyo He TpaOBa ga ce 3ano4usa OTHOBO.

Hapvwenug na xoocama

KoxHH J1e3uy, BITIOMHTEHO MTOABA HA MEXYPH H YILEpalMM No KpaiHULMTE Ha MaliMyHH ce
cbOOLIABAT NPH MPWICKECHUE HA BWIAATJIMIITHH B HEKIIHHHYHH TIPOYYBAHHS 32 TOKCHYHOCT (BXK.
TO4YKA 5.3). Benpeky, ye B KIMHHYHKTE NMPOYYBaHHA He ce HabmoiaBa MosBa Ha KOXKHHM NE3MH ¢
NOBHIICHA YECTOTA, ONMMUTHT NPH MAlMEHTH ¢ KOXKHH YCI0)KHEeHHS Ha nuabera e orpaHuded. OcBeH
TOBA HMAa MTOCTMAPKETHHIOBH ChOOIICHH 3a 6YJI03HH H eKCPOTHATUBHHM KOXHH ae3un. Eto 3aino,
KaTO YacT OT PYTHHHHUTE IPHKM NPH NMAUMEHTHTE ¢ AuabeT, ce npernopsysa NpocaeasBaHe 3a
HapyLLICHHA Ha KOXKAaTa, KaTo NosABA Ha MEXYPH WM YJILEpaLMH.

Ocmyp nanxkpeamum

Ynorpebara Ha BWIJArJTHIITHH € CBBP3aHA ¢ PHCK OT pa3sBUTHE Ha OCThP NMaHkpearT. [lanmeHTHTe
TpabBa fa 6baaT HHPOPMHPAHH 3a XaPAKTEPHHA CHMITTOM Ha OCTBP MAaHKPEATHT.

AKO ce 1o03Hpa HATMYME Ha IMAHKPEaTUT, IPYMEMBT HA BUILAATJIMITTHH TPAOBA J1a Ce NMpeyCTAHOBH;
aKo Ce NOTBBPAM HAJIHYME HA OCTHP MAHKPEATHT, JIEYSHHETO ¢ BWIAATTIMIITHH He TPAOBa 1a ce
noaHoBABa. HeobxoauMo € nosuileHo BHUMaHHWe TIPH MALMEHTH C AaHAMHE3A 3a ITPEKapaH OCThP
[TaHKPEaTHT.

Xunozruxemus

H3BecTHO €, Ye CynpasIiITyperTe MOXE Jla TPEAU3BUKAT XUNornukeMus. [aleHTHTe, mpHeMallu
BIIIATMHNTHH B KOMOMHALMSA ChC Cy/I(paHITypEHHO MPO3BOAHO, MOraT Ja ObAAT HIIOKEHH Ha PHCK
OT Bb3HHKBAHC Ha XHNOIJHKeMus. [lopany Tasu npuynHa, MoXke Ja ce OOMHCITH IPUIATaHETO Ha N10-

HHCKa 1033 Ha CY(paHUTypEHHOTO MIPOM3BOAHO, 32 J1a C€ HAMAJIH PHCKA OT Bh3HHUKBaHE Ha
XHIOTTMKEMHA.

Onepayus

Metdopmun Tpa6Ba na ce cripe Mo BpeMe Ha ONepauHs oz o61ma, CrIHHANHA HITH €
aHecTe3us, JleyeHuero Moxe a 6ba¢ BE300HOBEHO HE MO-paHo OT 48 yaca clien OrK
BB3CTAHOBABAHETO Ha XPaHEHETO Mpe3 YCTaTa, H [PH yeiosue ye Op6peduHaTa ¢
OTHOBO H € YCTaHOBEHO, e € cTabuiHa.
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Jlakro3a
[MaieHTH ¢ peaxH BpoJeHH 3a00NABaHK, KATO TOTAJIEH JIAKTA3CH AePULMT WIH TITHOKO30-TATAKTO3HA

manabcopbiua, He TpabBa na npHeMar TORa JIEKapCTRBO.

Hatpuii
To3u nekapcTBeH NPOOYKT ChABPrKa No-Maiko or | mmol HaTpuit (23 mg) BBB Beaka Tabiierka, T.€.
NPakKTHYECKH HE ChABP)Ka HATPHH.

4.5 BzaumoaeiicTsae ¢ ApYrH J1eKaAPCTBEeHH NPOAYKTH H APYrA GOopMH HA B3auMoAelicTBRE

He ca npoBexxnaHu opHLMAIHK NMPOYYBaHUA 3a B3aumoaencTBua ¢ Menkapr Jyo. Cneanure naHHu
OTpa3seaT MHGOPMALMATA, HAJIMYHA 33 OTAC/IHUTE aKTHBHH BELIECTBA.

ByWiariaumnrue

BunaarnunTiH ©Ma HUCBK MMOTEHIMAI 33 B3aUMOACUCTEBHA NPU €AHOBPEMEHHOTO MY ITPHIATAHE C
APy IEKAPCTBEHH MPOAYKTH. Thid KaTO BIWIAAITIMIITHH HE € CyOCcTpar Ha eH3uMa uuroxpoM P (CYP)
450 u He uHxubHpa, U He HHAYUHMpa eH3uMuUTEe CYP 450, HAMa BEPOATHOCT 3a B3AUMOACHCTBHE C
aKTHBHH BellleCTBa, KOHTO ¢a CyOCTpaTH, HHXHOHTOPH HIH UHAYKTOPH Ha TE3H CH3IHMH,

PesynraTure OT KITHHHYHH [TPOYYBAHUA, MTPOBEIEHHU C NEPOPAIHHTE aHTHINAOETHH MPOAYKTH
NHOTNIUTA30H, METPOPMHH H IMTHOYPHI, B KOMOMHALMA ¢ BHILAAT/THITTHH, HE MOKA3BAT KITHHHUYHO
3HAYUMH (papMaKOKHHECTHYHH B3aHMOACHCTBUA B TAPreTHATA MOITYIaLUA.

[Ipoy4BaHNA 3a JIEKAPCTBEHUTE B3aUMOACHCTBHA C IMTOKCHH (Cy0OcTpaT Ha P-rIMKONpOTEHH) U
papgapuH (cydcTpar Ha CYP2C9) npu 3apaBH MHAMBUAY HE NOKA3BAT KIMHHYHO 3HAUMMH
(apMaKOKMHETHYHH B3aUMOJEHCTBHA Cle CAHOBPEMCHHO TIPHWIAaraHe ¢ BHJLOATJIMITTHH.

[IpoyuBaHMs 3a IeKAPCTBEHH B3aHUMOCHCTBHA MPH 3ApaBH HHAMUBUIM Ca MPOBEACHH ¢ AMJIOIUITHH,
pPaMUIIpWI, BaJICApTaH M CHMBACTaTHH. [IpH Te3H npoy4BaHns, Ciiell €JHOBPEMEHHO IIPHIAraHe ¢
BANJIArMMITTHH, He c¢ HabmoaaraT KIIHHAYHO 3HAYHMMH (papMaKOKHHETHIHH B3auMozeicTeud. ToBa
obaue, He € YCTAHOBEHO 34 NMpULEIHATA MOMy/IalHA.

Kombunayus ¢ ACE unxubumopu
B13MOXKEH € NOBHUIUECH PUCK OT pa3BUTHE HA aHTUOEAEM NpPH MALMEHTH ChC ChITETCTBALL IIPHEM Ha
ACE naxuduropu (Bxk. Touka 4.8).

KakTo 4 npu ApyruTe nepopajiHy aHTHAHAOETHH NMPOAYKTH, XUIOTTHKEMHYHHAT €(eKT Ha
BIW1JATJIMITTHH MOXe Ja O6be HaMalieH OT onpeleieHH akTHBHH BEllleCTBa, BKAIOYBAIIHN THA3HIH,
KOPTHKOCTEPOHIH, THPOHAHH NpernapaTd i CHMNIATOMHAMETHLIH,

Mergopmun

Kombunayuu, xoumo He ce npenopbyeam

Aaxoxon
AJIXOXO/THATAa HHTOKCHKALMA CE€ CBBP3Ba C MOBHINEH PHCK OT JIAKTAaTHA alidA03a, 0cO0EHO B ClTyYau
Ha IJIagyBaHe, HeIOXPaHBaHE MM YepHOAPoOHa HEAOCTATHYHOCT. '

Hooupanu xoumpacmuu seiyecmaa

IHAarHOCTHKA H He TpAOBa Na ce Bp300HOBABA 10 HA-MaIKO 48 Yaca cliel TOBa, NPH YC
61u6peuHaTa GyHKLMA € OLIEHEHA OTHOBO H € YCTaHOBEHO, 4e € CTabGHIHA (BXK. TOUKH 4.2



Kombunayuu, xoumo usucKeam npeondaszii Mepxu npu ynompeba

Hsakou nexkapcTBeHH NPOAYKTH MOraT Aa ce orpasar HebnaronpuatHo Ha Ob0pevuHaTa QpyHKIUS, KOETO
MOJKE Ja YBENHMYH PHCKa OT JIakTaTHa auunoza, HarmpuMmep HCIIBC, BKTIOYHTENHO CENEKTHRHH
uHxubuTopH Ha LHKnookcuresasa (COX) I, ACE muxnburopHu, anruorensus 1l peuenropuu

aHTArOHHUCTH H AMYPETHLH, 0c00eH0 OpHUMKOBH AMypeTHLM. [IpH 3ano4BaHeTo WM ynotpebara Ha
TAaKHBA NPOAYKTH B KOMOHHAUMSA ¢ METQOPMHH € HeoOX0OMMO BHHMATETHO NPOCIeIBaHE Ha

ObOpeyHaTa QyHKLMS.

[ mroKOKOpTHKOHAMTE, OeTa-2-arOHUCTHTE W AHYPETHUMTE HMAT MPHCHINA XUITEPriTHKeMHWYHA
akTUBHOCT. [laumenTsT Tp2OBa N2 HBAC MHPOPMHUpPAH 3a TOBA ¥ TPAOBA Ja ce H3RBPIUBA II0-4ECTO
NPOCICAIBAHE HA KPBHBHATA 3axap, 0COOEHO B HAYANOTO HA JICYCHHETO. AKO € HeoOXoauMo, A03aTa
Ha Menkapt [Iyo moxe ga 6bie KOpUrHpaHa 110 BpeMe Ha ChITBTCTBAIIOTO JICYEHHE H CIICH

[IpPeYCTAHOBSBAHETO MY,

Huxuburopure Ha aHrMOTEeH3UH KOHBepTHpaluKs eH3uM (ACE) Morar Jia NOHMXAT HHBOTO Ha
KpbBHaTa 3axap. AKO € He00X0AMMO, 103aTa HA AHTUXMTICPTITUKEMHHHHS JICKAPCTBEH MPOLYKT
Tpa0OBa 1a ObAe KOPHTHpaHa 110 BpeME H ITPH MNpeYCTaHOBABAHE HA JICYSHUETO C IPYT JIEKAPCTBEH

[POAYKT.

CrrnbTeTBalaTa ynoTpeba Ha JIekapcTBeHH MPOAYKTU, KOMTO BIHAAT Ha o0muTe Ob0peuHy TyOyIHH
TPAHCIIOPTHH CUCTEMH, YYACTBAIIH B Ob0peUHOTO €TMMHHMpaHe Ha METHOPMHH (Hanp. HHXUOHMTOPH
Ha TPAHCNOpTepa Ha OpraHW4Hy KaTHoHHU-2 [OCT2])/TpaHcnoprepa 3a eKCTpY3Us Ha MHOXECTBO
nekapcTsa ¥ TOKCHHM [multidrug and toxin extrusion, MATE), kaTo paHo/a3uH, BaHAeTaHUO,
NONyTErpaBup H LMMETHANH), MOXKE J1a MOBHILIH CUCTEMHATA CKCIIO3ULIHA Ha MET(HOPMHH.

4.6 QepTHNHTET, DPEMEHHOCT H KbpMeHe

bpeMEHHOCT

Hsama noctarsuHo DaHHH 3a yroTpebara Ha Menxapt JIyo npu OpeMeHHM %eHH. 3a BWIIATIMITTHH
CKCTICPHMEHTANHHUTE MPOYUBAHMA TIPH XKUBOTHH NOKA3BAT PCIPOAYKTHBHE TOKCHYHOCT IIPH BHCOKH
N03U. 3a METPOPMHH, NMPOYYBAHUATA NIPU KUBOTHH HE MOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT.
ExcnepuMeHTaATHUTE NMPOYYBAHUS MPH JKUBOTHH NPOBEACHU C BIJIZATTTHITPHH H METOPMHH HeE Ca
IOKA3aId J0KA3aTeJICTBA 38 TEPATONCHHOCT, HO €a MOKa3alH PETOTOKCHYHH €DEKTH NIPH TOKCHYHH 32
MakKaTta 103H (BX. Touka 5.3). [ToTeHUManHMAT pHCK IPH XOpa He € u3zpected. Menkapr dyo He
TpsAOBa Ja Ce U3NoM3Ba Mo BpeMe Ha OpeMEeHHOCT.

KbpMeHe

IIpoyuBanHaTa NpH KUBOTHHM MOKA3BAT EKCKPELIMA KAKTO HA MET(OPMHH, TAKA W Ha BIWILJATJIMIITHH B
MJIAKOTO. He € M3BECTHO i BHAATTTHITTHH Ce EKCKPeTHpa B KbpMaTa, Ho METPOPMHH ce
CKCKpeTHpa B KbpMaTa B MAJIKH KONH4eCcTBa. [lopanu noTeHLMATIHUA PUCK OT XHIIOTIMKEMHS Ha
HOBOPOIEHOTO, CBBEP3aHa H ¢ METPOPMUH H C JIMIICATa HA JAHHH 32 BHIJANIMIITHH [IPH XOpa,
Meinkapr [lyo He TpabBa na ce W3non3sa no BpemMe Ha KbpMeHe (Bx. Touxa 4.3).

DepTUnuTeT

He ca nposexnanu npoyusanus 3a edexra Ha Menkapr Jlyo BepXy depriinrera npH xopa (BX. TOUKa
5.3).

4.7 Edexrn BBpXy cnocobrocTTa 32 modHpane u pa6ora ¢ MANIHHH

He ca mposexaaH# npoy4BaHHA 3a eHEeKTUTE BBPXY CIOCOGHOCTTA 33 WO(HUPAHE U DA
[laieHTHTE, KOUTO NOMYYaT 3aMaliBaHe, KATO HEXKE/NAaHa peaKkuus, TpAoBa Ja 3t

Aa paboTsaT ¢ MalllHHM.

4.8 HexesanH JieKAPCTBEHH PeaKIHA



Ob60o61eHne Ha npoduna Ha He30NacHOCT

JlaHHH 3a Oe30macHoCT ca moay4YeHH oT 0610 6 197 nalMedTH ¢ eKCIo3ULMA Ha
BUAArJTMIITHH/ MET(OPMHH B PaHIOMHUIHPAHH, IU1aLeb0-KOHTPOJIMPaHy U3NMTBaHUA. OT Tax 3 698
NalHeHTH MOTyYaBaT BILAArMNTUH/MeThOopMHUH, a 2 499 nanmeHTH nomyyvasar wiauebo/MeThopMuH.

Hsama nposeneHd KITMHHYHHM NIPOY4YBaHUA 34 JeueHHe ¢ Menkapt [{yo. YcraHoBeHO e obaue, ye
OuoekBHBAIEHTHOCTTa Ha Menkapt Jlyo e KakTo Ha eqHOBPEMEHHO MPHIOKEHH BHJITATTMIITHH K
MEeTGOPMHH (BX. TOUKa 5.2).

[To-ronamara JyacT OT HeKelTaHUTE PEAKLIMA Ca JICKH H IIPEXOAHH, H HC H3HCKBAT MNPEYCTAHOBABAHC
Ha JedeHHeTo. He ¢ YCTAHOBCHA BPBh3Kad MCAKAY HOXCIIAHMTC PCAKIIHH H Bb3pacTTa, CTHAUCCKATA

[MPHHAJICKHOCT, NPOABJ/DKHTCIHOCTTA Ha CKCITO3ULIIUATA WK JHCBHATA 103a. YHOTpeﬁaT& Ha
BHJIAATTIMITTHH CC CBBP3Ba C PHCK OT PA3BHTHE Ha ITAHKPCATHT. Cro0Olnaga ce 3a Bb3HHMKBaHe Ha

NaKTaTHA alHao3a el ynorpebara Ha MeT¢dhopMHUH, 0COOEHO NPH NALMEHTH CHC ChIUICCTBYBALIO
OBp0peyHo yBpexxaane (BK, Touka 4.4),

TabnuuHo npeAcTaBsHE HA HEKENAHMTE PEAKLIMH

HexxenaHwTe peakUMH ChOOLIABAHH ITPH NTALIMEHTH, KOUTO MOTy4aBaT BUIJATJIMIITHH B JBOWHOCTIENH
KJIHHUYHH NpOy4BaHHs, KATO MOHOTEPAIIUs K JOMTb/IBAllla Tepanus, ca H30pOoeHH Mo-A0JTY MO
CHUCTEMO-OpraHHa KiacH¢HKalma u abconroTHa yectoTa. [1o dectorara ce nepHHHpPAT KaTO MHOTO
yectd (=21/10); yectn (=1/100 oo <1/10); neuectu (>1/1 000 no

<1/100); peaxn (=1/10 000 go <1/1 000); muoro peaxu (<1/10 000), c Heu3BecTHa yecTOoTA (OT
HaJIMYHHUTE JAHHH HEe MOXeE Z1a ObAe HanpaBeHa olieHKa). IIpu BCAKO rpynupase B 3aBUCHMOCT OT
4ECTOTATa, HEXKENAHUTE peakliH ce H30poABaT B HU3XOAAL pel N0 OTHOIIEHHE Ha TAXHATA
CEPHO3HOCT.

Tabnana 1 Hexenrann JJeK2pcTBeHH PeaKUHH CHLOOMICHH NPH NAIHEHTH, KOHTO OJAYYaBaT
BHJAATTANTHE B MeTPOPMHHE (KATO MOHOKOMIIOHEHTH HAH KATO PHKCHpana
A0308B2 KOMOHHALINS) HIIH B KOMOHHANHAS ¢ IPYIrdA aRTHAHRAOETHH JiledeHHAN B
KJIHHMYHH B3NHTBAHHA H OT DOCTMAPKETHHTOBHR ONAT

CHcTeMo-opraHen Kjac — Hexkelana peaKnus YecroTa
Hudexnnn 0 nRpecTANHA

| MudexMg Ha rOpHHTE MHXATEIHH ITBTULLA Yectn

| Hasodapuurut Yectu

| HapyinenHs na MeTa00J183Ma H XpaHeHeTO
XHNOMTMKEMHS Heuectu

3aryba Ha aneTHT HeuecTH
Hamanena abcopOums Ha BuTamMuH B1; 1 akTaTHa anmio3a | Muoro peaku®
HapyineHHS Ha HEPBHATA CHCTEMA
3aMasHOCT YecTH
["naBobonue Hectn
Tpemop Yectu
MeraneH Bkyc HeuecTu
CromamBo-4peBHE HApYLICHUS
[loprluane YecTH

| Jlnapus Hectu

| Tapeue Yectn
["acTpoesodareanna peduryxcHa Gosecr YectH
QnaryneHims Yectn
3arek YectH

. Kopemna 60/1ka, BKIIOYHTENTHO B rOpHATA YACT Ha KOpeMa Yectn
Ilankpearur Heuectn




. XenaToGH.1HADHH HapyIIeHHAS

Xenatur Hevectn
HapymieHAS HA KOXKATA H NOAKGKHATA ThKaH
| Xunepxuaposa YectH
| TIpypHTyc YecTH
Ob6pus YectH
Hepmatur YectH
" Eputem HeuecTn
| Vpruxapus Heuectn
. ExchonuaTieHM M OYNO3HH KOXKHH JIE3HH, BKIIOUMTEITHO '
C HeM3BECTHA YecTOTA
OyJ103¢H neMpHrous
| KoxeH BacKysuT C HeusBecTHa yecToTa'
" Hapyuiends Ha MYCKYJIHO-CKEJIETHATA CHCTEMA R CheAHAHTENHATA ThKAH
ApTpanrus Yectn
Muanrus Heuectn
O6mn napymenns u epeKTH Ha MACTOTO HA MPHAOKEHHE
| ACTeHuA Yect
" YMopa HevecTu
Btpucane Heuectn
[lepudepen ook HeuecTH
Hicneapanus
OTKIOHEHHA B YepHOAPOOHHTE QYHKUHOHANHM NoKa3aTenu | Hedectn

* HexenaHu peakunH, ChOOLIEHH NPH NALMEHTH, KOMTO MOJTy4aBaT METGOPMHH KATO
MOHOTEpanu ¥ He ¢a HabMmoJaBaHH NPH MALMEHTH, KOUTO NOAY4YaBaT
BHJIRArTMOTHH+METGOPMHH KaTo dUKCHpaHa 4030Ba KOMOMHAUMA. 3a JOITLJIHATENIHA
MH(OpMALMS, BIDKTE KPaTKaTa XapaKTepHCTHKA Ha MPOAYKTA 3a MET(HOPMHH.

| 1 B33 0CHOBA Ha HOCTMapPKETHHTOBHA OITHT.,

Onucanue Ha H3OPaHKM HEXETAHU peaKLuH

Bunoazaunmun

Yeprnoopobro yepexcoarne

HMa crolineHus 3a peaky CITy4ad Ha HapylleHa YepHOAPOOHa GYHKIHA (BKIIOUMTENHO XENAaTUT)
Cllel IPUEM Ha BIJIJATJIMNITHH. B Te3H cmyyau naLMeHTHTe KaTo 1o ca H6e3 cUMITToMH, Ge3
KIHHUYHH NOCNIEACTBHA U HYepHOOpoOHaTa (PYHKIMA Ce BB3BPHIIA A0 HOPMAJIHA CME/ NpeKpaTaBaHe
Ha JleYeHUETO. B NaHHHTE OT KOHTPONHPAHH H3NMTBAHKMA KATO MOHOTEpAIlka M KaTO JOITEIBALLA
TepanuA C NPOIB/DKMTEIHOCT 10 24 ceaMHULM, YecToTaTta Ha noBuiliaBave Ha AJIAT win ACAT

2 3 meTi ITH (xnacuduumpana kaTo HamMuue npH Haif-MaKo 2 NOC/EAOBATEIHH H3MEPBAHUS WK
pH QuHaTHaTa on-treatment BusuTa) € 0,2%, 0,3% 1 0,2% chOTBETHO 3a BUAAACIMITTHH 50 mg
BEJHBK JHEBHO, BULJArTHITHH 50 mg nBa MbTH JIHEBHO M BCHYKH CPABHHUTEIHH IPOAYKTH. Tesu
[OBHIUABAHHA HA TPAHCAMHMHAIUTE KaTO LIAJIO C&8 OE3CHMITTOMHH, HENPOrpecHpaLIt 110 XapaKTep U He
Ca CBBP3aHH ¢ XOJIECTa3a WM JKEIITEHHULA.

Aneuocedem

[IpH nedenre ¢ BUIAAITIHMITHH ce CHOOIIABA 33 PEAKH CTy4aH Ha AHTHOSAEM C YeCTOTA CXOIHA C TasH
Ha KOHTponHTe. Ilo-ronamara yacT oT ciyyanTe ca choGLIEHH, KOTaTO BIWIJIATTIHITTHH € NpHiaraH B
komObuHauus ¢ ACE unxu6urop. Ilo-ronsiMara 4act OT CHOMTHATA Ca JIEKH IO TEXKECT H OT3BYYABAT
NPH IPOIB/DKABAHE HA JIECYEHHETO C BIJIIArIHITTHH.

Xunoz2nuxemus
B cpaBHMTENTHH, KOHTPOJIMPAaHH NPOYYBAHHA HA MOHOTEPAITHA, XUITOITHKEMHUSTA €
H3M0NI3BaHe Ha BUWIZarmunTHH (0,4%) kaTto MOHOTepanus CpAMO aKTUBEH CPaB
rwtanedo (0,2%). Hama cpobiueHns 3a TexKH WM cepuo3HM ChOMTHS Ha XHIOTH
ynotpeda KaTo JOMb/IBAILA TepalTid KbM MeTGOPMHH, XHITOITHKEMHS BB3HHKBA
NalUMEeHTHUTE, JIEKYBaHH ¢ BWILIArMHITHH ¥ 0pH 0,4% ot nauuesTUTe Ha mwnaiebo.



1,9% ot naumeHTHTE, JEKYBaHH ¢ IU1auebo. Ilpu nobasane Ha CyNdOHITYpeHHO MPOH3IBOAHO,
XMITOTIMKEMHA BB3HHKBA IMpH 1,2% OT nauueHTHYE, JeKYBaHHU ¢ BUAaaraunTvi U nmpu 0,6% ot
naigeHTHTe Ha rwauedo. IIpu nobapaxe Ha Ccy1poOHWIYpeHHO NPOKU3BORHO H MET(QOPMHH,
XHMIIOT/IMKeMHUS BB3HHKBA IIPpH 5,1% OT nalueHTUTE, JIeKYBaHH ¢ BHILJATTMITTHH U npu 1,9% ot
naumeHTuTe Ha mauedo. [Ipu naimenTH, NprueMaly BWIJArIMIITHH B KOMOHHALKMA C HHCYJIHH,
4YeCcTOTaTa Ha Bh3HUKBAHE HA XUIIOrIHKeMHud € 14% 3a puigaraunrvd 1 16% 3a mnanebo.

Memdhopmun

Hamanena abcopbyus na sumamun B;;

HamaneHnue Ha abcopbumsara Ha BuTamMuH B, ¢ rioHIDKeHHe HA CEPYMHHTE HHBA ¢€ HA0MmoaaBpa MHOTO
PAIKO ITPH NaUMEHTH, KOUTO Ca JIEKYBAHH ¢ MET(OPMHH 3a XBJILI iepHoA ot BpeMe. [Ipenoprusa ce
Ja ¢€ UMa NpeaBH MoA0OHa eTHONOTHA, aKO MPH NaLMEHT € HAJIMYHA Merano01acTHa aHSMHA.

Yeprnoopobra ghyrxyus
Crof11taBa ce 3a U30IUPAHU CITy4au Ha OTKJIOHEHHUA B CTOMHOCTHTE Ha YepHOAPOOHUTE

(pYHRKLIMOHAIHM MOKA3ATENH WM XCIATHT, KOUTO OTLUYMSABAT CJie[ MPeKpaTaBaHe NPHUeMa Ha
MET(OPMHH.

Cmomauuno-upeanu Rapyuenus

CTOMaIIHO-YpeBHUTE HEXEIaHU PeakuMK Bb3HHKBAT Hal-4eCTo 10 BpEME Ha 3alo4YBaHe Ha
TeparmATa 4 OTIIYMABAT CIIOHTaHHO B ITOBEYETO CIy4YaH. 3a 4a ¢e MpeAOTBPATAT C& MpernoppryBa
MET(QOPMHH Ja C€ MpUeMa kaTo 2 JHEBHH 03U 10 BpeMe Ha WIH Ciell XpaHeHe. baBHOTO noBUinaBaHe
Ha 103aTa MOXKe ChILO Aa NoACOPH CTOMAIIHO-YPEBHATA IOHOCHMOCT.

C'BDﬁgﬂBﬂHe Ha [TOA03HPaHHA HOXKCTIAHH pCaKIIHH

CroOlL1aBaHeTO Ha MOJO3UPAHM HEXKETaHH peakLiH ciiel] pa3pellaBaHe 3a ynotpeba Ha JIeKapCTBEHUSA
NPOAYKT € BaXKHO. TOBa MO3B0JIABa Aa NPOABILKM HAOMIOACHUETO HA ChOTHOLIEHHETO MOM3a/PHCK 32
JIEKApCTBEHHUS NPOAYKT. OT MEAHLIMHCKHTE CIIELIHATUCTH Ce H3UCKBA /a2 ChoOLaBaT BCAKa NOA03UpaHa

HCIKC/IdHAd PCAKIMA HpE3.

HambnHATENHA areHUMs 110 JIeKapCcTBaTa
yn. ,,JdamsaH ['pyeB” Ne 8

1303 Coduna

buwirapus

Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 Illpenozupane
Hama ganuu, cesp3anu ¢ npeaosupane ¢ Menkapr Jlyo.
BUhaaarnuirTiH
MHdopmaLuaTa 110 OTHOIICHHUE Ha Mpeao3HpaHe ¢ BUIAATIMIITHH € OrpaHKY€EHa.

Cumnmomu
MugpopMalmaTa 3a BEpOSTHHTE CHMITTOMM Ha MpeA03HpaHe ¢ BWIAATIHITIHH € NOIy49€eHa OT
NMpoy4BaHe 32 MOHOCHMOCT Ha YBeTH4aRalla ce 032 MpU 3ApaBy HHIAUBHIH, Ha KOWTO € MpHJIaraH
BuiAarmMnTyH 38 10 auu. Ipu no3a ot 400 mg e umano TpH caysas Ha MyCKY/IHHM OONIKM U OTOEHH
CJTy4ad Ha JICKH H TIpEXO0JHH NapecTe3HH, BUCOKA TEMITEpaTypa, OTOLM M MPEeXOIHO NOBHIL
HHBOTO Ha JMnasaTa. llpu gosa ot 600 mg eqHO NHIle € NOMYyYHIO OTOK Ha CTHIIAJIATE M P / :

myornobuna. Tpu apyr nuia ca noJy4diId OTOLH [10 XOLWIaTa, B maa OT CIIyYaure ¢
BCHYKHM CHMITTOMH U OTKJIOHEHHS B T1abopaTopHHTE NMOKa3aTe/IH OT3Byuyagar 6e3 Jeue
[peyCcTaHOBABAHE NPUEMA HA H3CJICABAHKA JIEKAPCTBEH NPOMYKT.



MergopMHH

[Ipenosupane ¢ BUCOKa J03a METGOPMHH (IIH MPH CHITBTCTBAN] PUCK OT JIAKTaTHA allH03a) MOXKE 1a
JOBEAE A0 JAKTaTHA aLHAO38, KOATO MPeACTaBifgBa CNELIHO ChCTOAHUE K TpAOBa Ja Ce IeKyBa B
OONMHHLIA.

Jlevenue
Hari-e)eKTHBHHAT METOA 3a OTCTpaHsBaHe Ha MeETPOPMHH € XOMOAHANN3aTa. BUigarnumnTus, obaue,

HE MOXe Aa Obe OTCTPAaHEH Ype3 XeMOAMAIN3a, HO OCHOBHMAT My MeTabonuT cnen xuaponusa (LAY
151) moxe na ce auanusupa. IlpenoppyuBa ce moaaABpKAaLIO JIeUeHHE.

5. @®APMAKOJOI'NYHHU CBOMCTBA

5.1 DapmMakoAHHAMHYHHA CBOHCTBA

QapmMakorepaneBTHIHa rpyna: JlekapcTsa 3a feueHHe Ha Auaber, KoMOUHALHA OT NEPOPATHH,
MOHWXKAaBallM KpbBHaTa 3axap Jekapctea, ATC kon: A10BD08

MexaHU3sbM Ha NeHCTBHE

Menxkapt [lyo koMOMHHpa Be aHTUXHIICPIIHKEMHYHH CPEJICTRBA C B3aMMHO JIOITBJIBALIH CE
MEXaHM3MH Ha IEHCTBHE 3a ITOA0OPABAHE HA ITTMKEMUYHUA KOHTPOJI NPH NTALIMEHTH ¢ AHabet THi 2:
BIUIIArTMNTHH, NPEACTABHTEN Ha Klaca JIEKAPCTBEHH IMPOAYKTH CTUMYJIMPAILH KIETKHUTE B
OCTPOBHTE Ha NaHKpeaca U METPOPMHH XMIPOXIIOpHI, MPEACTABHTEN Ha K1aca Ha OHTBaHHaHTE.

BHIJArnunTHH, KOHTO Crajia KbM KJIaca JIEKapCTBEHH MPOAYKTH CTUMYJIHPAILH OCTPOBHHUTE KJIETKH B
MaHKpeaca, € MOLIECH M CEJISKTHBEH HHXHOHTOp Ha aunentuawi nenrugasa-4 (DPP-4). Mergopmun

ACACTBA OCHOBHO Ype3 HAaMAIABAHE Ha €HAOTCHHOTO OOpa3yBaHe Ha IMIIOKO3a B YEPHHA gpob.

MapMakoIUHAMWYHH e(PeKTH

Bunoaznunmun

BunnarmmmuH geHcTBa OCHOBHO 4Ype3 HHXHOMpaHe Ha DPP-4, €H3MMBT OTTOBOPEH 38 PasrpaKIaHeTo
Ha HHKpETHHOBHTE XOpMOHH GLP-1 (rnrokaron nogoSeH nentHa-1) u GIP (rmokozo-3aBucHM
UHCYJIMHOTPOIIEH [TOJIHITSTITHA).

[IpunoskeHHETo HA BIWIAATTMIITHH BOOM A0 OBP30 ¥ MWIHO HHXHOHpaHe Ha akTHBHOCTTA Ha DPP4, B
pE3yJITAaT Ha KOETO Ce MOBMIIIABAT €HIOT€HHUTE HUBA HA HHKpeTHHOBUTE XopMoHH GLP-1 u GIP,
KaKTO Ha IMajHO TaKa H clieéd HaXpaHBaHEe.

IocpeacTsom noBHLIaBaHE HA EHAOTCHHUTE HUBA HA TE3H HHKPETHHOBH XOPMOHH, BH/LIATNIUIITHH
[MOBMILABA TYBCTBHTEIHOCTTA Ha D€Ta KIIETKHTE KbM KPBBHATA 3aXap, KOETO BOOM A0 NoAoGpaBaHe Ha
FMIOKO30-3aBHCHMAaTa HHCYJIHHOBa CeKpelrs. Jleuenuero ¢ BwinarmunTud 50-100 mg mHeBHO npu
NaudeHTH ¢ AuadeT THIT 2 3HaUMMO nonobpsABa NoKasaTeHTe 3a OeTa-KIeThYHATa (BYHKLHA, KOHUTO
BroueaT HOMA-f (Homeostasis Model Assessment —f3), ¢bOTHOIIEHHETO MPOUHCYJTHH CIIPAMO
HHCYJIMH H U3MEPBAHETO HA PCaKTHBHOCTTA Ha OeTa KNETKHTE MPH TECTa 3a TOJIEPAHTHOCT IPH YECTO
napaHe Ha xpaHa. [lpu mmia, kouro HaMar qHabeT (HOPMOITTMKEMHS), BULIATIMITHH HE CTHMYJ/THpa
CCKpeLMATa H3 MHCYJIMH W He HaMaJIaBa HUBOTO Ha KPBhBHATA 3axap.

pes noBMiIaBaHE HA CHAONCHHOTO HUBO Ha GLP-1, BHIAarmunTuH nosMInasa JyBCTBHTEJTHOC
anda KIETKHTE KbM KPBBHATA 3aXap, KOETO BOAH A0 NO-aACKBATHA HA KPBBHATA 3aXap CoKpe
[JIEOKAroH.

[loBHIIaBAHETO HA MHKPETHMHOBHTE XOPMOHH B YCAOBHATA HA XHIIEPIITHKEMHS BOIH J
yBeJIHIaBaHe HA ChOTHOIICHUETO HHCYIHH/TIIIOKAroH M HaMajisBaHe MPOIYKLMUATA &
YyepHUd Opod, KaKTo Ha ITIaJHO, TaKa H Cled HaXpaHBaHe, C KOETO Ce HaMaABa IiH




H3secTHuAT epekT, ye MoBHIIEHOTO HUBO Ha GLP-1 3a0aBs cTOMAIHOTO W3Ipa3BaHe, HE Ce
HaGroaaBa NpM JeUYEHHUE ¢ BWILATTIUITTHH.

Memdopmun

MetdopMuH € OHrBaHU] C AHTUXHIIEPIIIHKEMHUEH eQEKT, KOHTO HaMandBa CTOHHOCTHTE Ha IUIIOKO3a
B [1a3MaTa, KaKTO Ha [VIaJIHO TaKa W cjie] HaXpaHBaHe. ToH He CTHMYNIHpPa CEKpeLHiITa Ha HHCY/IHH H
fIopaJy TOBa HE BOAU JO XMIIOTJIMKEMHS WM YBEIMYABAHE HA TEJIECHOTO TEIJIO.

MeTdhopMHH MOXe Ja OKa3sBa CBOS MNIHOKO30-IIOHIKABALL €(peKT IIOCPEACTBOM TPH MEXaHHU3Ma:

- MOCPeJCTBOM HaMalfgBaHe Ha oOpa3yBaHeTO Ha INIIOKO3a B YepHHA Apod upe3 mHxubupaHe Ha
IMIOKOHEOreHe3aTa ¥ IIMKOT€HONN3aTa;

- B MYCKYJIHTE MOCPEACTBOM YMEPEHO H3Pa3eHO YBEIIMUaBaHE HA HHCY/IMHOBATA
JYBCTBHTEJIHOCT, NOACOpABAIKH NepUPepHOTO NOEMAHE K YCBOSBAHE HA INIIOKO3aTa;

- mocpeAcTBOM 3abaBsiHe Ha aOCOpOLMATA HA ITIOKO3aTa B YEpBara.

MeT¢hopMHH CTHMYJIHpa BETPEKIETBMHHS CHHTE3 Ha TMIHKOreH, MOCPEACTBOM MOBIXABAHE HA
[JIMKOreH CHHTETa3aTa M NOBKIIABa TPAHCIIOPTHHSA KalalMTeT Ha CelMpHYHHE THIIOBE MEMOpaHHH
rimoxo3Hd TpaHcnoprepy (GLUT-1 u GLUT-4).

[Ipu xopa, HE3aBHCHMO OT BJIHAHHETO CH BBPXY ITIMHKEMHUATA, METGOPMHAH UMA OnaronpuaTHH ¢(eKTH
BBHPXY JIHNKAHHUA MeTabomu3sM. B cpegHo- H IBIroCpoyYHHy KIMHHYHH NPOYYBAHUS, ITPH [IPHEM Ha
TEPANEeBTHYHH JIO3H € NOKA3aHO, 4e: MET(OPMHH NOHWDKABA CEpYMHUTE HUBA HAa ODIIUA XOA€CTEPO,
LDL- xonecTepona ¥ TPUITTHLIEPUIUTE.

[IpocnexkTuBHOTO, panaoMmzupano npoyusaHe UKPDS (UK Prospective Diabetes Study) ycraHossasa
OBLJITOCPOYHHTE MOJI3H OT MHTEH3UBHHA KOHTPOJ Ha KpbBHATA 3aXap NpH NauMeHTH ¢ auabet Tun 2.
AHaIM3BT HA PE3YATATUTE MPU NALMHEHTH ¢ HATHOPMEHO TErNO, JEKYBAHH C METQOPMHH Cllell
Heycnex OT ISYEHHME CaMO ¢ JUeTa NOKA3BaT:

- 3HAYHMO HAMANABAHE HA a0COMOTHHA PUCK OT BCAKO CBBP3aHO ¢ JHabeTa yClIOKHEHHE B
rpynaTa Ha MeT¢opmuH (29,8 cpburna/l 000 naureHT-roquHN) CIIPAMO MAIJHEHTHTE OCTABEHH
camo Ha auera (43,3 csburust/1 000 natmenr-roguau), p=0,0023 4 cnpaMo rpynure Ha
KOMOHHHMpaHa Tepanud cbC CyIPOHHNYPEHHU NPOAYKTH ¥ HA MOHOTEpAIHSA ¢ HHCYJIHH
(40,1 ¢cuburus/1 000 nanpenr-roguau), p=0,0034;

- 3HAYMMO HaMaJlsiBaHe Ha a0COMIOTHHA PHCK OT CBBp3aHa ¢ AdabeTa cMBpTHOCT: METHOPMHH
7.5 cubutHa/1 000 naumeHT-roadHH, caMo Ha adera 12,7 cuourust/1 000 nammenT-romisu,
p=0,017;

- 3HAYMMO HaMa/LiBaHe Ha abCOMOTHUA pHCK OT 001ila CMBPTHOCT: METHOPMHH
13,5 cebutna/1 000 maumeHT-roguHM cripaMo camo Ha aueta 20,6 croutia/1 000 nmaimeHT-
roauHH (p=0,011) u cnpsamo rpynure Ha KOMOMHHMpaHa Tepanui CbC CYJIPOHIWIYPEHHH
NPOLYKTH M HA MOHOTepaInHs ¢ MHCY/MH 18,9 croutna/1 000 nammenT-roguny (p=0,021);

- 3HAYKMO HaMasnsABaHe Ha abCOMOTHHA pHCK OT HHMApPKT HAa MHOKapaa: MeTHOPMHH
11 cuburrsa/l 000 narimeHT-roAHHH, caMo Ha aHeta 18 cxOurus/1 000 nauueHT-roauHU

(p=0,01).
KinunuyHa epHKacHOCT B 6e30macHoCT

[IpubapsHeTO Ha BUIAATIHIITHH KbM JICYEHHETO Ha NALIMEHTH, YHMHTO I'THKEMHYEH KOHTPO HE €
33JI0BOJIMTENICH BBIIPEKH MOHOTEpAlMATa ¢ MET(HOPMHH, clie]] 6-MecedHO JIeueHHe BOAU A0
DOIMBJAHHTEHO CTATUCTUYECKU 3HAYMMO CPEeIHO MOHIDKaBaHe Ha cToiiHocTuTe Ha Hb
¢ rauedo (paznuku Mexay rpyrure ot -0,7% no -1,1%, ChOTBETHO, 33 BWIAAr
100 mg). IIpoLeHTHT Ha MALIMEHTHTE, KOUTO MOCTUTAT MOHMKABAHE HA CTOMHOCTHUTE
2 (,7% cnpsAMoO M3XOJHUTE € CTATHCTHYECKH 3HAYHMO ITO-BHCOK B JJBETE I'PYITH Ha B
moc MergopmuH (cboTBeTHO 46% M 60%) cripamo rpynara Ha METGOPMHH TUTIOC




B 24-ceJMHYHO KJIMHMMHO H3MHATBaHEe, BWIAArMHNTHH (50 mg ABa MbTH AHEBHO) € CPABHEH C
niorauTazoH (30 mg BeIHEX JHEBHO) IIPU NALMEHTH, NMPH KOUTO HE € MIOCTHIHAT aJeKBaTeH
IIIHKeMHYEH KOHTPOJ ¢ MeTQOpMHH {cpeaHa guerHa fo3a: 2020 mg). CpeaHOTO NOHWKEHHKE Ha
uupara Ha HbA,, npu cpenen usxoaen HbA . ot 8,4%, e -0,9% npwn nobapane Ha BUAJATIMITHH
KbM MmeT¢hopMHH H -1,0% npu nobaBsaHe HA NMHOITIUTA30H KbM METQOPMHH. CpeaHOTO NOBHILUABAHE
Ha TENEeCHOTO TerJo, HabMmoaaBaHO NMpU MAUMEHTUTE, NPHEMALIY ITHOTJIHTAa30H B JOITBJIHEHHE KbM
meTgopmuH € +1,9 kg, cipamo +0,3 kg npH naumeHTHTE, MPHEMALIIH BHIJANIMIITHH B JOITBJIHEHHE
KBM MET(POPMHH.

B KMHHMYHO H3MHTBaHE ¢ 2-TOJMIIHA NPOABDKUTEIHOCT BILUIAArMHITUH (50 mg aBa ITETH JHEBHO)
e CpaBHEH ¢ MIMMEIHApHUA (10 6 mg/neH - cpeHa n03a npe3 2-te roguHu: 4,6 mg) cnen nodbassHe
KbM TEpamuATa Ha MallHeHTH, JIeKyBaHH ¢ MeTGOopMHH (cpeaHa AHeBHa ao3a: 1894 mg). Cnen 1
roadHa CpeIHOTO MOHIDKCHHE Ha HUBaTa Ha HbA, ¢ -0,4% npu nobassHe Ha BUWIAATTHIITHH KBM
meThopMuH H -0,5% npu nobapaHe Ha rIIMMENTHPUA KbM MeTHOPMHH, NpH cpeaeH u3xoaeH HbA ¢
oT 7,3%.

[IpoMsHaTa B TEJIECHOTO TerJio Npy BWiAAraMiTHH € -0,2 kg cnpamo +1,6 kg npu rimuMenupua.
YecToTaTa HA CTY4aHTe HA XHIIOTJIMKEMHs € CHTHH(PHKAHTHO MMO-HUCKA B PYyTaTa HA BWIIATIMITTHH
(1,7%) B cpaBHeHue ¢ rpynara Ha rnuMenupua (16,2%). B kpaiinara TOuka Ha Npoy4BaHETO (Clex
2 roauHy) ctofHocTHTe HA HbA | ca mogoOHH Ha H3XOAHUTE CTORHOCTH B ABETE TEPAIICBTHYHH
rpynu, a pa3jiMdUATA [0 OTHOIIIEHHE HA MPOMAHATA B TENECHOTO TETJIO U CITy4YauTe Ha
XHIMOTTMKEMHSA Ce 3ara3par.

B 52-ceqmuuHo M3OMTBaHE BUIAArJIMNTHH (50 mg ABa METH JHEBHO) € CpaBHEH C TJIMKIA3M]
(cpeaHa aHeBHA fo3a: 229,5 mg/nen) cnea qobaeaHe KbM TEPANMATA HA MALHEHTH, HETIOCTUT HAJIH
KOHTPOJI ¢ MeTPOpPMHH (M3X0aHa ro3a Ha MeTdopmuH 1928 mg/aen). Cnex 1 roauna cpegHoTo
noHwxkenue Ha HbA). e -0,81% npu gobapsHe Ha BUIZATTHMIITHH KbM METHOPMHEH (IIpH CpelleH
u3xoneH HbA,. 8,4%) u -0,85% npu nobaesne Ha riuknazun kKeM MeTGOpMHH (TIPH CpeneH
uixoneH HbA): 8,5%), nokaszaHa e cTaTHCTHUECKH 3HAYHMa He no-Manka epuxacnoct (95% Cl -
0,11 - 0,20). [IpoMauara B TenecHoTo Terno € +0,1 kg npH BUngaraunTuH cnpamMo +1,4 kg npu
TIAUKIA3K.

B 24-ceaMUYHO KIMHHYHO U3NUTBAHE € OLICHCHA €(PUKACHOCTTA Ha (PMKCHpaHAaTa 1030Ba
KOMOMHAaLMA OT BANAATTUITTHH U MeTPOPMHH (MOCTENEHHO TUTPHpaHa a0 103a oT 50 mg/500mg
asa meTH AHEBHO WM 50 mg/1000 mg apa meTH THEBHO), MPHIOKEHA KATO ITBPBOHAYA/THA
TepalHs PH MallUeHTH, HeIIPHEMAITH NPeAH TOBa JPyTH JekapcTea. Menkapt [lyo 50 mg/1000
mg, MPWIOKEH JBa [THTH AHEBHO, MOHIkaBa HbA. ¢ -1,82%, Menkapr [iyo 50 mg/500 mg,
MPHJIOKEH NBA ITBTH AHEBHO, C -1,61%, Mmerdopmun 1000 mg, npuitoxkeH IBa IbTH AHEBHO, C -
1,36%, a swigarnunTad 50 mg, mpwIoskeH iBa MbTH JAHEBHO, ¢ -1,09 npu usxoaen HbA,. 8,6%.
[omoxenuero Ha HbA |, HabnmrogasaHo npu mauuenTH ¢ u3xoaeH HbA, . >10,0%, e mo-ronamo.

24-ceMUYHO, PaHIIOMH3HPAHO, IBOHHOCIANO, IU1alle00 KOHTPOJIHPAHO M3MHTBAHE € MMPOBEACHO
npu 318 mauMeHTH, 3a 21a OLCHH epuKacHOCTTa M 6e3omacHOCTTa Ha BIgarnunTHH (50 mg apa
MBTH JHEBHO) B KOMOHMHALMA ¢ MeTopMuH (>1500 mg qHEBHO) H rmuMenHpH (>4 mg JHEBHO).
Bungarnuntus B koMOuHauys ¢ MeTOpMHH H IITMMENHPUA CHrHH(HKaHTHO noHwkaBa HbA i
cnipsaMo mianebo. Kopurupanara cnpsmo nnaue0o pa3fiika B CpeAHOTO NoHwkeHne Ha HbA

CMpAMO  \3XxoAHAaTa CToHHOCT OT 8,8% e -0,76%.

[TpoBeneHO € NETrOAMIIHO, MHOTOHEHTPOBO, PAHAOMH3UPAHO, ABOHHOCAANO NPOYIBAHE




CTATHCTHYECKH H KIIMHHYHO 3Ha4YMMO OTHOCHTENHO HaMalIABaHE Ha PHCKa “BpeMe A0 NOTBBLPAEH
HEyCrex Ha MbPBOHAYAIHOTO JieueHHe™ (cToHOoCT Ha HbA ¢ 27%), cripaMo MoHoTepanus ¢

MEeT(HOPMUH IIPH  HeJIeKYBaHH JO MOMEHTA MALIMEHTH ChC 3axapeH anabet Ty 2 nipes 5-
rofMiIHaTa npoaAsDKHTENHOCT Ha apoyuBaHeTo (HR [95%CI]: 0,51 [0,45, 0,58); p<0,001).
UecToTaTa Ha HEycrex Ha ITBPBOHAYAIHOTO JieueHHe (cToHHOCT Ha HbA; . >7%) e 429 (43,6%)
NalKeHTH B IpynaTa Ha ICYCHHE ¢ koMOuHaumaTa U 614 (62,1%) naiieHTH B rpynara Ha
[I0CIEeIOBATETHO JICUCHHE.

24-ceIMHAYHO PaHAOMHU3HPAHO, ABOKHOCIANO, IU1alie00 KOHTPOJIHPAHO HAMMTBAaHE € MPOBEACHO
npyd 449 naiHeHTH, 38 Ja OUeHH ePHUKacHOCTTa U Oe3onacHocTTa HAa BUIZarTHNTHH (50 mg aBa
NbTH JHEBHO) B KOMOMHALMA ¢ NMOCTOSHHA A03a 0a3alieH MM CMECEH HHCYJIMH (CpeliHa THeBHA
nosa ot 41 eAUHUIM), CbC CHITETCTRALL IpHeM Ha MeTGOpMHH (N=276) win Oe3 CBITBTCTBAIL
npuem Ha MeThopMuH (N=173). BHnaarnunTiH B KOMOMHALIMS C HHCYJTMH CHTHH(HKAHTHO

noHmwxasa HbAi. cnpamo nnane6o. B o6iara nomysalus KOpMrapaHara CrpsaMo rutaueso
pas/iuka B cpeaHoto MOHwkeHne Ha HbA . npu cpenna nsxoaxara croinoct Ha HbA . 8,8%, e -

0,72%. B noArpymMre, nekyBaHH ¢ HHCYJIHH, ChC WIH 6€3 CHITETCTRALI MPHEM Ha METPOPMHH,
KOPUTUPAHOTO CIPAMO

rauedo cpeano noHwkeHue Ha HbA ., € cvoTBeTHO -0,63% 1 -0,84%. UecTOTaTa Ha
XHIIOTJIHKEMHA B o01naTa nonynauusa € 8,4% u 7,2%, CbOTBETHO B rpYITHTE HA BIIAATTHIITHH H
mnauebo. Ilpy nanpeHTHTe, NpHEMallld BUTJATTTMIITHH, He c€ Habmro1aBa NOBHITABAHE Ha TETJIOTO
(+0,2 kg), noxaro npu npueMainure rauedo ce Habmonara nonmwkeHue Ha Teryioro (-0,7 kg).

B npyro 24-ceAMHUYHO NPOYYBaHe NPH MALMEHTH C MO-HAPEAHAN 3axapeH auaber Tim 2, npH
KOUTO HE € MOCTHUIHAT ATeKBATEH KOHTPO C JICUEHHETO C HHCYJIMH (XpaTko H Obp3oaeticTsaiil,
cpeaqa HHCyaMHOBa f03a or 80 IU/nneBno), cpeanoro noHwkenne Ha HbA . mpu nobapane Ha
BUIAarTMIITHH (50 mg nBa TbTH JHEBHO) KbM UHCYJIMHA € CTATHUCTHYECKH 3HAYHMO MO-TOJAMO,
OTKOJIKOTO NpH KoMOuHalusTa miauedo mwiroc HHeynuH (0,5% cnpamo 0,2%). Yecrorara Ha
XHIMOTJIMKEMHS € MTO-HUCKA B I'pyriaTa Ha BWIAArIHIITHH, OTKOJKOTO B Iuauedo rpynara (22,9%
cnpamo 29,6%).

Cvpoeuno-cb008 puck

Merta aHanH3 Ha HE3aBUCHMO U NPEIBAPUTENHO OIPEACICHHTE ChPACIHO-CHAOBH HEXEJIaHA
chOMTHA OT 37 aza Il v IV KIMHHYHY U3NKUTBAHHUA [IPU MOHOTEpaNUi H KOMOHHHpPAaHa TepariHs, ¢
IPONBL/DKMTENHOCT HaZl 2 rOAMHM (cpeaHa ekcriosnuma S0 ceAMULIM 32 BUWIJATTIHITTHH H 49
CEOIMHLM 32 CPABHUTEITHHTE IPOXYKTH), IOKa3Ba, Y€ JICUECHHUETO C BUIAATTTUNTHH HE € CBBP3aHO ¢
[MOBHLIABAHE HA CHPACYHO-CHAOBHSA PHCK CIPAMO CPaBHHTEJIHHTE MPOAYKTH. CheTaBHATaA KpaiiHa
TOYKA Ha MPEABAPHTEIHO ONPENETICHUTE MOJIEMH CHPASYHO-CBA0BU CBONTHA (major adverse
cardiovascular events - MACE), BiwrousTeTHO MHOKapAEH HHQAPKT, HHCY/IT HIH CMBPT NOpaiH
ChPACHHO-CBAOBA TNPHYHHA, € MOLOOHA NMPU BWIAATTHITTHH CIPAMO KOMOUHHPAHH aKTUBHH K
ru1anebo cpaBHHUTENHH MpoAyKTH [OTHOCHTENeH prck no Mantel-Haenszel (M-H RR) 0,82 (95%
C10,61-1,11)). MACE Hactensa npu 83 ot 9 599 (0,86%) naieHTH, 1IeKyBaHH ¢ BHJLOATIKITTHH
1 11pu 85 o1 7 102 (1,20%) maumeHTH, teKyBalH ChC CpaBHHUTENEH NMPpoayKT. OLeHKaTa Ha Bceku
oTaeneH KOMIOHeHT Ha MACE He noka3ssa nosuieH puck (nogobed M-H RR). Cr6urus ¢
NoTBbpAeHa ChpacyHa HegocTaTeuHOCT (CH), nepunmpana xato CH, usucksaina
Xocnuramsanus, wim Hosonogsuia ce CH, ce ceobmasar npu 41 (0,43%) ot nauueHTHTE,
JIEKYBAHH C BUWILIAMITTUH H 1IpH 32 (0,45%) oT naiMeHTUTE, NEKYBAHH CHC CPABHHTENEH NPOLYKT
M-H RR 1,08 (95 CI 0,68-1,70). -

[lenuaTpuuna nonmyaamMs
EBponefickara areHuus no jJexkapcTBaTa 0CBOOO0KIaBa OT 3ab/DKCHHETO 3a Npenociid
Pe3yATATHTE OT NPOYUBAHHATA ¢ BHINATIMITTHH B KOMOMHALMA ¢ MeTGOPMHH BB 4
NOArpYNH Ha NeHATPHYHATA NOITYJIalMe CbC 3axXapeH Auaber THN 2 (BK. TOUuka 4.2A%2




nHpOpMAaLHS OTHOCHO YyIoTpeda B NeAHATPHATA).

5.2 PapMaKoKHHETHYHH CBOHCTB2a

Menkapt Jlvo

Abcopbyus
JlokazaHa e 6MoekBHBaNICHTHOCT Ha Menkapt Jyo npu TpH paznuuHu 103upoBkH (50 mg/500 mg,

50 mg/850 mg v 50 mg/1 000 mg) crpsMo koMOMHAIIMA OT OTACIHY TaONETKH BUILIATTHITTHH U
MeTGOPMHH XHAPOXJIOPHA B CHOTBETCTBALIMTE J03H.

XpaHaTta He MMORIHABA CTENIEHTA M ckopocTTa Ha abcopOima Ha BuiaarnunTul ot Menkapt dyo.

CkopocTra H creneHTa Ha abcopbuma Ha MeTdopmun ot Menkapr yo 50 mg/1 000 mg ca
HaMaNeHW, KOraTro ce NpUara eJHOBPEMEHHO ¢ XpaHa, KOETO C€ O0TPa3sABa B MOHIKABAHE HA Cuax €

26%, AUC ¢ 7% 1 3abapaHe Ha JOCTHraHeToO Ha Tmax (2,0 mo 4,0 yaca).

Ilocnenpammoro H3M0XKEHHE OTpa3aBa PapMakKOKHHETHYHHATE CBOMCTBA Ha OTACJIHHTE aKTUBHM
BeliecTBa B Menkapr [lyo.

BungarnunruH

Abcopbyus
Cnep rnepopanso MpwioKEHUE Ha IMagHO BIWIAArIUMITHH ce abcopbupa 61p30 ¢ MUKkoBa asMeHa

KOHUEHTpauua HabmonaBana Ha 1,7 yac. XpaHara cinabo 3abaBg BpeMero 3a JOCTHraHE Ha
NMKOBaTa IUIa3MEHa KOHLGHTpaLHMA [0 2,5 yaca, HoO He MoBiHsABa o6iiaTta excriozuiiug (AUC).
[IpwioxeHdero Ha BHIAArIHOTHH ¢ XpaHa BOAH 10 NoHikaBaHe Ha Cpax (19%) cipsamo

NIPUACKEHHE Ha [V1aTHO.
CrernenTa Ha NpoMsiHa, 00ade, He € KIIMHMYHO 3HAYMMAa, TaKa Y¢ BHJIJATTMITHH MOXe Jia ce
npwiara ¢ uwnn 6e3 xpana. AbcomoTHara 6uoHaTHyHOCT € 85%.

Pasnpeodenenue

CBBP3BaHETO HA BIIJAIVIMIITHH C TUIa3MEHHTE NMPOTEHHH € ¢s1abo (9,3%) H BUIaarTMnTHH ce
pasnpeAcIs NMopaBHO MEXAY IUIa3MaTa H YepBEHHTE KPbBHM KieTku, CpeaHua obeM Ha
pasnpeaeacHHe Ha BILIATIMIITHH B CTALIMOHAPHO CHCTOAHHE Clle HHTPABEHO3HO MPHIOKEHHE

(Vss) e 71 nutpa, koeTo npeanonara eKCTpaBacKyNnapHO pasTpeaccHHeE.

buompancgopmayus
MeTabonH3MbT € OCHOBHHA ITT HA EIHMHHHpPaHE HA BUNATTIMIITHH NPH XOpa, KOETO ¢e OTHACH 34
69% ot nosara. OcHoeHuAT MeTaGonur (LAY 151) e dpapMakonorMiHO HEAKTHBEH M € MPOLYKT Ha
XMAPOJIN3aTa Ha IHAHO IpyTIaTa, ChCTaB/IABA 37% OT Ao3aTa, MOCIeABaH OT NPOAYKT Ha aMHAHA
xunposnusa (4% ot nosara). DPP-4 nonpuHacs 4acTH4HO 33 XHAPONH3aTa Ha BHIAATIMIITHH, KOETO
C€ OCHOBABAa Ha in Vivo NPOYYBaHE, B KOETO Ca W3NOJ3BaHH ILTbXOBE ¢ AeduuuT Ha DPP-4.
Buinarnmunmul He ce Metabonusupa ot CYP 450 eHsumuTe 10 cTeneH, KOATO MOXKe J1a Obje
onpeaeneHa. CrienoBaTeslHO, HE Ce 04aKBa MeTaOOJTHTHHAT KIMPBHC Ha BUIAATHITTHH 1ia ce
MOBIHAE OT €AHOBPEMEHHOTO NpHIokeHHe ¢ CYP 450 unxuburopn wuwnm uvayxropu. In vitro
MpOy4BAaHHATA MOKA3BAT, Y€ BUIAATTIMITTHH HEe HHXHOUpa/HHAyuMpa eH3uMHTe CYP 450. Eto
3all0, HAMa BEPOATHOCT BIJIJAIJIMITTHH 12 TIOBJIMBA META0OIMTHHSA KIHPHHC HA €AHOBPEMEHE
MpuiaraHuTe nekapersa, metabonuzupann ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2
2D6, CYP 2E1 win CYP 3A4/5.

Enumunupane
Cnen nepopanno npwioxeHue Ha [*C] BungarnunTil, mpuausuTenno 85% ot noda’s

€KCKpeTHpa B ypHHaTa M 15% ot nozara ce orkpuBa BEB ¢elieca. bnOpeunara ekckk



HETIPOMEHEH BUIJIATJIMIITHH ChCeTaBiaBa 23% oT Aosara ciaen nepopaiso npuwioxkeHne. Cnen
HHTPABEHO3HO MPHJIOKEHHE Ha 3[paBH HHIMWBUAH, OOLIUAT Ina3MeH U 650peueH KINPBHC Ha
BW/IJATJIMIITHH €, CBOTBETHO, 41 1 13 /uac. CpeqHHAT emMMHHALIHOHEH MOIYKHBOT CJIeN
HHTPABEHO3HO NPHIOKEHHE € NPUOIUIUTENHO 2 yaca. ENMMUHALHOHHUAT MOTYKHBOT ClE/
IEPOPANTHO MPUIOKEHHE € NPHONHIUTENHO 3 Yaca.

Huneiinocm/neauneunocm

Cmax Ha BWIIATJIMITHH H [UIOINTA [TOJ KPHBATAa IUIa3MeHa KOHUEHTpauus cnpamo speMe (AUC) ce
MOBHINIABAT N0 MPUOMUIUTENHO J03a-TIPONIOPLMOHANICH HA4YKH B PAMKUTE Ha TEpAIleBTHYHHA AO30B
WHTEPBAaJ.

Xapaxmepucmuxy npu RayuUeHmume
[Ton: He ce HabmoaaBaT KNIMHUYHO 3HAYMMH Pa3THKH BbB GapMaKOKWHETHKATA Ha

BIWIJAIIMITTHH TPH 3PaBH MBXeE H )KEHH B LIMPOK JMANa30H Ha BH3PacT U HHIEKC Ha TeNeCHa
maca (MTM).
Huxubuparero Ha DPP-4 ot BUaarfiMnTHH He ce NoBIHABA OT MOJA.

Bw3pacT: [Ipu 3apasy HHAMBHAAK B cTapyecka Bb3pacT (= 70 roquun), obmara eKCrno3uuHg Ha
BunaarnunTeH (100 mg BenHLk aHEBHO) ce yBenuyaBa ¢ 32%, ¢ 18% noruiaBaHe Ha ITHKOBAaTa

TUTa3MEHA KOHLIEHTpallis B CpaBHEHUE ChC 3ApaBy Maaay HHAMBUIM ( 18-40 roaunm). Cumura ce,
obaue, ye Te3u NPOMEHH HE Ca KIIMHHYHO 3HauuMH. UHxiOupanero na DPP-4 ot Bunarnuniy He

ce IOBMHABA OT BB3PACTTA.

UepHoapoOHo yBpexaade: IIpy naiHeHTH ¢ 1eKo, yMEPEHO WM TEKKO YepHOAPOGHO
yspexnaHe (Child-Plugh A-C) naMa xnuanyHO 3HauMMH mpomeHn (MakcumyM ~30%) mpu
eKCMO3ULIMATA HA BHIJATJIHITTHH.

brOpeuHo yspexxnane: [Ipy HHAMBHIM ¢ NIeKO, yMEPEHO WIH Texkko ObOpeuHo yBpexaaHe
CHCTEMHATA CKCIMO3HLKA Ha BUIAAITIMITTHH ce YBenu4aBa (Cmax 8-66%; AUC 32-134%) u

TOTAIHMSA TesleCeH KITMPBHC HAMAIABA B CPaBHCHHE C HHAHBHIY C HOpMalTHa Ob6peuHa QyHkims.

ETnnyecka rpyna: OrpaHH4eHUTe NaHHH MPEATIONarar, 4¢ eTHHYECKATa MPHHALIEKHOCT HE
OKa3Ba TOJIIMO BITHAHHE BBPXY (apMAKOKMHETHKATA HA BHIIATJITHIITHH.

MetdopmuH

Abcopbyun
Cnea nepopaJieH nnpueM Ha METGOPMHH, MAKCHMAJTHATA IUTa3MeHa KOHLEHTPAUMA {Cuax) C& HOCTHIA

cien okono 2,5 yaca. AbcomoTHata 6noHanuYHOCT Ha Tabnetka MetdopMuH ot 500 mg npu
31paBd MHAUBKAM ¢ Mpubnusurenno 50-60%. Cnen nepopaneH npueM, HeabcopbupaHaTa JacrT,
KOSITO ¢€ YyCTaHOBABa BLB ¢eLeca e 20-30%.

Cnen nepopanHo npuioxeHue abcopOrmsTa Ha MeThOPMHH € HaCHIIAMA M HermbHA. [TpHeMa ce,
ye ¢apMakxokuHeTHKATa Ha abcopbLuLiTa Ha MeT(OPMUH He ¢ uHelHa. [Ipy o6uualinuTe 103K Ha
MET(HOPMHH U CXEMHU Ha MPHIAraHe, CTAlMOHAPHA IUTA3MEHa KOHLIEHTPALMA C¢ JOCTHTa B PAMKHTE
Ha 24-48 qaca 1 0bwo B3eTo e noA 1 pg/ml. IIpH KOHTPONHUpaHH KIMHAYHU POYYBaHUA
MAaKCHMaJIHHTE IUN23MCHHM HHBa Ha MeTHOPMHH (Cnax) He HafBHIIABAT 4 pg/ml, topu npw

MaKCHUMaTHH JO3H.

XpaHara ci1abo 3a6aBa H HaMassBa cTeneHTa Ha aGcopbuma Ha MetdopmuH. Cren
Ao3a ot 850 mg nMxoBaTa IIasMeHa KoHIeHTpanus e ¢ 40% no-aucka, AUC e u:
BPEMETO 3a JOCTUTaHe HAa MHKOBA IUTA3MEHA KOHUCHTpALHA € YARDKEHO ¢ 35 MUH
KIIHHHYHATa 3HaYMMOCT Ha TOBA HaMaJICHHE.



Pasnpedenenue
CBBbp3BaHeTO C TUIa3MEHUTE NPOTEHHH € He3HAUHTENHO. MerdopmuH ce pasnpeaend B

eputpounTuTe. CpenHuaT obem Ha pasnpeaenenue (Vq) Bapupa Mexay 63 u 276 nurpa.

buompanchopmayus
MeThopMHH ce eKCKpeTHpa HEelMpoMeHeH B ypuHata. [IpH xopa He ce yCTaHOBABAT METabOMHTH.

Erumunupane

MetdopmuH ce enMMHHENpa upe3 6u6peuna exckpelus. brGpedHUIT KIHPBHC Ha METQOPMHH €

> 400 ml/min, koeTo Moka3ea, 4¢ METHOPMHH Ce STMMHHMPA Ype3 IIOMepyHa GUITpalMs 1
TyOynHa cekpewms. Ciea nepopaneH MpHeM, NPHBHAHMA TEPMHUHANICH €TAMHHAIIHOHEH TOTYKUBOT
e npubnusurenso 6,5 uaca. [lpu yspenena 6u6peuna QyHkima, 6u0peyHHAT KIMUPELHC € HaMajIeH
NPONOPLMOHANIHO Ha KPEAaTHHHHOBHA KIHPBHC M NOPAJH TOBA ETUMHUHALIMOHHMAT TOTY>KHBOT €
yIB/DKEH, KOeTO BOAH [0 NOBHILABaHE HUBO Ha MET(HOPMHH B IU1a3MaTa.

5.3 IlpeaxiHHHYHH AAHHH 32 6€30MACHOCT

I1pH >KMBOTHH Ca NPOBEJCHH EKCIEPUMEHTAJIHH MPOYUYBAHHSA ¢ NMPOAB/DKUTEIHOCT A0 13 ceaMMIm ¢
KOMOHHALIMATA OT BeLUeCTBaTa, ChaAbpiKkaliH ce B Menkapt Jlyo. He ce ycTaHOBSIBAaT HOBH IIPOSBH
Ha TOKCHYHOCT C TasH KoMOuHauus. Cieapaluure JaHHH €a YCTAHOBEHH B MPOYUBAHHA [TPOBEACHH
C BWIJAITMITTHH H METQOPMHUH NOOTAEITHO.

Bungarnyunruy

IIpn kydeTa ce HaO/oAABa yARDKaBaHe Ha HHTpaKapIHAIHOTO MPOBEXKIAHE ITPH 1034, IIPH KOATO
HAMa edekT, oT 15 mg/kg (7-IrbTH HaA eKCIO3HULMATA NPH XOpa Bb3 OCHOBA Ha Cuax).

KyMynupatie Ha IEHECTH aBeOsIapHH Makpodaru B Genure Apobose ce HabGMONaBa ITPH IUTHXOBE H
MHUKH. Jlo3aTa, MpH KOATO He ce Habmoaasa noaobeH edekT npu rsxose € 25 mg/kg (5-mbTH Hax
eKCNO3HLIMATA IpH Xopa B3 ocHoBa Ha AUC) u 750 mg/kg npu Muiiku (142-meTH Hax
eKCNO3ULMATA TIPH XOpa).

CroMaiHo-4YpeBHHTE CHMITOMH, OCOOEHO MEKH H3NMPaOXKHEHUs, H3NIPAKHEHHA CBC CITY3, AHAPHS
H TpH [10-BACOKH J03U KPBB B M3NPOXKHEHHsTa, ca HabmmonaBanu npu Kyvera. HuBo, nmpH koeto
He ce¢ Habmonaea edeKT HE € YCTAHOBEHO.

Bunnaravmis He € MyTareHeH IpH KOHBEHLIHOHAIIHHTE in VItro M in vivo W3ciensanud 3a
FEHOTOKCHYHOCT.

[IpoyuBate 3a PepTHIHTET H paHHO eMOPHOHATIHO pa3BHTHE MPH IUTEXOBE HE JaBa JaHHH 3a
HapyIIeHHS BBB PEPTHIHTETA, PENPORYKLMATA WIH PAHHOTO eMOPHOHANIHO PA3BHTHE B PE3YIITAT Ha
JIEYEHUETO ¢ BUIAArIMNTHH. EMOpHO-(eTannaTa TOKCHYHOCT € OLieHABaHa [TPH TUTEXOBE M 3aMILIH.
IlosuineHa yecToTa Ha BLIHOOOpa3HH pebpa ce HabMOAABa ITPH ILTEXOBE BBB BPE3Ka C HAMATICHH
MapaMCTPH Ha TEIIECHOTO TErJIO HA MAWYMHKA OPraHH3bM C /1033, IPH KOATO HAMa edeKT, OT 75
mg/kg (10-mBTH HaZl eKCNO3HUMATA NPH Xopa). ITpy 3aifiM, HAMATEHO TEJIECHO TEIVIO H MPOMEHH Ha
CKeNneTa, IOKA3aTe/HH 3a 3a0aBaHe B pa3sBUTHETO, ¢a 0TOEIA3aHH CaMO [IPH HATHYHETO Ha TEXKKA
TOKCHYHOCT

xopa). [1py wbXoBe € MpoBEAEHO Mpe- ¥ MOCTHATAIHO MPOYUBAHE 3a Pa3BHUTHE.
HaOIFOaBAT CaMO BBB BPB3Ka C TOKCHYHOCT NPH MaifYHHHA OPraHHU3bEM IpH > 15
BKJIIOYBAT [MPEXOAHO HAMAJIABAHE Ha TENSCHOTO TErJI0 H HAMAJIEHA JBUTaTelIHA ak
MOKOJICHUETO.




JIBYTOMHINHO NMpOy4YBaHe 3a KapLUHHOT€HHOCT € MPOBEACHO MPH ILTBXOBE MPH NEPOPATHY A03H A0
900 mg/kg (rmpubmuauTenHo 200 METH €KCNO3HIUMATA MIPH XOpa IPY MAaKCHMAITHO
npenopruBaHaTa Ao3a). He ce Habmonapa nosvuaBaHe Ha 4eCTOTaTa Ha TYMOPHTE, KOHTO OHXa
MOTJIM J1a ¢€ OTHECAT KbM BWJLAArJIMITTHH. Jdpyro ABYroguiiHO NPOYYBAHE 3a KAPLIHHOTECHHOCT €
[IPOBEICHO MPH MULIKK ¢ niepopaiix 03 10 1 000 mg/kg. [TopuieHata yectoTa Ha
a/IeHOKapLIMHOM Ha I'bp/JaTa U XEMaHIrHOCapKoM ce Hab/moasa IpH 034, IPU KOATO HAMA €(EKT,
cBOTBETHO, OT 500 mg/kg

(59 mbTH excrio3HLMATA TP Xopa) ¥ 100 mg/kg (16 ITbTH eKCNO3HLMATA IIPH Xopa). CuHTa ce, ue
[MOBHIIEHATA YeCTOTa Ha Te3H TYMOPH NPH MULLIKH HE MPEACTaB/ABa 3HAYHM PUCK 3a XOpaTa, Bb3
OCHOBA Ha JIMIICATA HA NEHOTOKCUYHOCT HAa BWIAAITUIITHH U OCHOBHHA MY METaOOJIHT, I104BaTa
Ha TYMOPHTE CaMO NpH €IUH BUX H BUCOKHTE ChOTHOLICHHS HAa CHCTEMHA E€KCIIO3HMLHUS, NpY

KOATO ¢a HalJI0JaBaHH TYMOPHTE.

B 13-ceqMHYHO MPOYYBAHE 38 TOKCHYHOCT NMPH MAliMyHH MakKailM, KOOKHHU €34U ¢a OTOeNs3aHH
npe O03 > 5 mg/kg/neH. Te ce NOKaMM3MPAT BUHATH MO KpaiHUIMTe (PBLETE, XOAUIIATa, YIIHTE
u onawkara). Ilpu 5 mg/kg/nen (mpudbmsureneH expupaieHT Ha AUC exkcriozuuuaTa fpH xXopa
npu aoc3a 100 mg), ca HabmoaasaHu camo MexypH. Te ca 00paTHMHK HE3aBUCHMO OT TOBA, Y€
JICYEHHUETO € MNPOABJDKCHO U HE Ca CBBP3aHH ¢ XUCTOMNATONOrMYHY aHoManud. HanyxaHa xoxa,
JIIOIIELIA Ce KOXKa, CTPYMeH U paHHW Ha OMNALIKaTa ¢ KOPEIMpallld XHCTONATOMOMAYHM [TPOMEHH ca
HabmogapaHd nMpH 0034 > 20 mg/kg/ned (npubnusurenHo 3 metd AUC ekeno3yuMsaTa npM xopa
npu ao3a 100 mg).

HekpoTuynu ne3uH Ha onainxara ce Habmronasar npu 2> 80 mg/kg/nen. Koxanre nezum He ca
obpaTuMH npu MaUMyHH JieKyBaHM ¢ 160 mg/kg/neH o BpemMe Ha 4-CeAMHUYHHA
BB3CTAHOBUTENICH MEPHOA.

MetdopMuUH

HeknnHu4drKTe AaHHM 33 METQOPMHH HE NMOKa3BaT 0cobDeH pHCK 3a Xopa Ha Oazara Ha
KOHBEHLIMOHAJTHHUTE (papMaxoJIOTHYHHM NPOYYBaHUA 32 6e301acHOCT, TOKCHYHOCT MPH MHOTOKPATHO
Npuiarase, reHOTOKCHYHOCT, KaHLIEpOreHeH MOTEHIMaN H PerpOAyKTHBHA TOKCHYHOCT.

6. DOAPMAIIEBTHYHU TAHHHA
6.1 Cnuchk HA NTOMOHIHHTE BeIecTBA

Anpo Ha TabsieTKaTa

XHIPOKCHITPOMWILIEITYJI03a
JlakTo3a

MuxkpokpucranHa uenynosa 102
Kpockapmenosa HaTpuit
Harpues cTteapungymapar

OUIMOBO NOKPUTHE

Xunpomenosa 2910
TuranoB guokcug (E 171)

Maxporo/PEG MW 4000
Tank

KenezeHn okcun, wiT (E 172)

6.2 HechLBMECTHMOCTH

Henpunoxumo.




6.3 Cpok Ha TOAHOCT

2 roOJAWHM

6.4 CuoenHAJHH YCJI0BHS HA ChbXpaHEeHHe

To3u nexapcTBeH NPOAYKT HE U3UCKRA CIELMAIHK YCIOBUS 34 ChXPaHEHHE.

6.5 Bua#cbLABLPXKAHAE HA ONAKOBKATA

ALU/OPA-ALU-PVC 6aucrepu.
Bupnose onakosku: 10, 28, 30, 56, 60, 120, 180 u 360 ¢uiMupaHu TabieTkH.

He BCHUKH BHOOBE OMAKOBKH MOTAT a OBAaT ITYCHATH Ha nasapa.

6.6 ChneunanHH Npe¢ANA3ZHA MEPKH NPH B3XBhLpJAgHe H paboTa

Heu3non3paHUAT IEKAPCTBEH NMPOAYKT WIH OTIAABYHHTE MATEPUANIH OT HErO TPAOBA 2 C€ H3XBBPIAT
B ChOTBETCTBHE C MECTHHTE H3HCKBaHHA.

7. TIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH
Schlossplatz 1
8502 Lannach

ABCTpUS
8. HOMEP(A) HA PAJPEILIEHHETO 3A YIIOTPEBA

Menkapt Jyo 50 mg/850 mg dpwimupanu tabneTku Peructpaunonen Ne 20200171

Menkapt Ayo 50 mg/1000 mg ¢punmupann tabaeTku Perucrpaimosed Ne 20200172

9. JATA HA ITBPBO PAZPEITABAHE/IIOJHOBABAHE HA PAJPENNIEHHUETO 3A
YIIOTPEBA

Hara Ha mepBO paspewasare: 06.10.2020
Hata Ha noCIeHO NOJHOBABAHE:

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

10/2024




