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1. HWME HA JIEKAPCTBEHUSA ITPOAYKT

Menxapt Qyo 50 mg/850 mg hunMupany TabneTky
Melkart Duo 50 mg/850 mg film-coated tablets

RS rar

Menxapr dyo 50 mg/1000 mg dpunmupany tabnetku
Melkart Duo 50 mg/1000 mg film-coated tablets

2. KAYECTBEH 1 KOJIMYECTBEH ChCTAB

Meaxaprt Jlyo 50 mg/850 mg dpuamupany tabaerky

Beaka punmupana Tabnetxa chappika 50 mg punparnunran (vildagliptin) v 850 mg merdopmun
xuapoxnopull {metformin hydrochloride) (exeuBanentHu Ha 660 mg MeThopMUR).

Beska rabnerka caabpka 93,5 mg nakrosa.

Menkapt Jyo 50 mg/1000 mg dramripans TabaeTky

Beska puamupana rabnerka cvabpixa 50 mg ewirarmurny (vildagliptiny n 1000 mg MeThOpMHUH
xuapoxnopra (metformin hydrochloride) (expnsanedtun na 780 mg merhopmun).

Bedka Tabnetka cvappxa 110 mg nakrosa.

3a NhIHMA CIHCHK HA MOMOWHKMTE BELICCTBA BUXTE To4Ka 6. 1.
3. JIEKAPCTBEHA ®OPMA

DunMupana tabieTka.

Menkapt Jyo 50 mg/850 mg dunMupanu rabsetku

Kbiira, eMncoBuaHa QpunMupaa TabneTka ¢ AeAHTeNHa YepTa OT eaHaTa cTpaHa ¥ “VA” oT npyrara
cTpada. Juiokuda Ha tabnerkara: 19,4 £ 0.5 mm
HenprenHata uepTa He € NpeNHAZHAYECHA 32 Pa3AelsHe Ha TablieTkaTa.

Menkapr JIyo 50 mg/1000 mg duimuparn TabeTku

TeMHOKBATA, €THNCOBHANA pHnMHpata TabneTKa ¢ nenvTenna YepTa Mexy “V” i “B” ot exHara
CTPAHA M ¢ JEeNUTENHA YepTa OT Apyrara crpana. [Ibnkuua na tabnetkara: 21,1 £ 0,5 mm
Jenutennara depra He e NpeHA3IHAYEHA 33 pasAciaHe Ha TabreTkaTa.

4, K/IMHUYHU JAHHH

4.1 TepaneBTHYHRA NOKAAHHUA

Menkapr [lyo e roxasan 3a leuenme Ha Bb3pacTHY NALIKEHTH ChC 3aXapeH avabeT tvn 2:

- MesnkapT Hyo e nokasaH 3a JieueHne Ha Bb3PACTHH NALMEHTH, TPH KOUTO HE € Bb3MOMKHO 12
C¢ TOCTUIHE 33JOBOTMTENCH MAHKEMHYEH KOHTPON, IPH MAKCHMATTHO NTOHOCUMATA 34 TAX
A032 [EPOPATHO NPHAOKEH METPOPMUN UM NPH NALMEHTH, KOHTO BEUE Ca AEKYBAHH C
KOMOMHALMATA BUANANIUIITHH M MeTHOPMHUH N0/ dropMaTa Ha OTAESHTHN TAONETKA.

- Menkaprt [lyo ¢ nokasaH B KoMOUHALMA CbC CYMpaHNIYPEHHO IPON3BOLHO (T.€.
KOMOHHHDAHA Tepanys), B NOITLIHEHNE KBM IMETATa M YNPAKHEHUATA, PY BB3
NANMEHTH, MPY KOUTO HE € IMOCTUTHAT a/ISKBATEH KOHTPANT C METQOPMAN H CYJI
NMPOU3BOHHO.

- Mesixapt [lyo ¢ noxasan kato Tpoiina koMGHUHHpana Tepatius ¢ MHCYITHH, B JOT




MpH KOHTO IIOCTOAHHATA 7033 MHCYJIMH W METHOPMEH, NPWIOKEHK CAMOCTOATENIHO HE [OCTUTAaT
aNE€KBATEH ITIMKEMHUUYCH KOHTPOA.

4.2  /{o3HpORKA H HAYHHA HA UPUIOKEHHE

HOBEQD BKa

Byspacmuu ¢ nopmanna 6v6peuna drynkyus (GER> 90 ml/mun)

Ho3aTa mpu aHTHXUNEPrIKHKeMMYHaTa Tepanus ¢ Meakapt Jlyo TpaGea 1a 6v0e MHIHBUIYAIH3HpAHA
Bb3 OCHOBA Ha TCKYl{aTa CXEMa Ha NMALMEeHTa, ¢PEeKTHBHOCTTA U NOHOCHMOCTTA, KATO HE Ce MPEeBrilaBa
MaKCHMaNHaTA NIpeNopbYMTe/Ha JHeBHA 1033 0T 100 mg srnparmunrud. Menxapr Jiyo Moxe ga ce
3AMOYHE WM KaTo TabneTka ot 50 mg/850 mg wnu karo Tabnetka ot 50 mg/1000 mg, npunokewa 1B8a
NBTH AHEBHO, ¢AHA TabJIETKa CYTPHH M €]JHa Beuep.

- [Ipy manmenTy, 1ipy KOHTO HE © NOCTHIHAT AZEKBATEH KOHTPOJ ¢ MAKCMMAJIHATA NOHOCUMA
40332 MeTHOPMUH, TIPUTIATaH KATO MOHOTEDAHS:

Havannara nosa wa Menkapr Jlyo Tpa6sa 1a npefocTaBs BHAAarnHOTHE 50 mg ABa METH JHEBHO (100

mg olIia IHeBHE /103a) MII0C 103aTa Ha MET(HOPMUH, NTPHEMANA IO MOMEHTA.

- Ipu natvienTy, Npy KOUTO Ca NPUNAraHH eXHOBPEMEHHO BUIAATTHOTIE H MET(HOPMHH KaTo
OTACAHH TabaeTKH:

Mesnkapr Jlyo Tpa0pa fa ce 3al104He B CHUIMTE 034 HA BUALATTHATHH H METGOPMUH, KAKTO

NPUEMAHUTE AO MOMEHTa.

- I1py nanyieHTH, IPK KOWTO HE € [IOCTUTHAT aaeKBaTeH KOHTPOJI ¢ ABOHHA KOMOUHALHA C
METPOPMUH H CYNaHIWIYPeHHO MPOU3BOAHO:

Hoszara na Menxapr Jlyo tpabsa na npefocTas BUASAMIMITHH B 1033 0T 50 mg ABa mbTi AxesHo (100

mg 00mia KHEBHA 103a), a j03aTa Ha MeThOPMUH TpSIGBa Ma Gbae MoA06Ha Ha ApUEMAaHAaTa 0 MOMEHTA.

Koraro Menkapr Iyo ce npunara B koMGuHauus che cyndanmty peiiHo NPOU3BOAHO, MOXKE O3 C& HMa

Npe/IBHA O-HUCKA 033 Ha CYIpaHWIy peHHOTO NPON3BO/IHO, 33 A2 C€ HAMAIM PHCKLT OT
XUNOTAVKEMHUSL.

- Hpu naupienT, npy KOMTO He © NOCTUIHAT aAEKBATEH KOHTPO ¢ JBOMHA KOMO HHHpaHa
Tepanus ¢ HHCYNHH U MAKCUMATHA NOHOCHMA J03a METGHOPMUH:
Jo3sara Ha Mesixapt lyo tpa6sa aa npesocTass BUNAArNuNTHH B 1033 0T 50 mg /1Ba TbTH AHEBHO (140

mg o0wma A4eBHa /103a), a 103aTa Ha MeTdopMuH TpsbBa na 6bae nogobHa Ha 103aTa, [pyeMaHa 10
MOMEHTA.

besonacHOCTTa M ehUKACHOCTTA Ha BUIANTUITIMH U METQOPMHH, TPUIAraHy KATO TPOHA
NepopanHa Tepanys B KOMOHHALIMA C THA3OIHAMHANOH, HE €2 YCTAHOBEHMN.

Creyuannu zpynu nayuenmuy

Cmapuecka ev3pacm (= 635 zo0unu)

TeH Kato MeThopMuR ce eKkckpeTrpa npes OROpenuTe, a NaUMEHTHTE B CTapuecka Bb3PAcT MOKA3BAT
TEHICHIUA KbM HaMaNaBaHe Ha ObOpeyrarTa Gy HKUMA, IPH NAUHEHTHIE B CTAPYECKA BB3PACT, KOMTO

npuemar Menkapt [lyo, peaosro Tpabpa aa ce npocnenssa GpyHKuuaTa na GuGpennTe (Bxk, Touks 4.4 1
5.2).

SvOpeuno yepescoane
IIpenw 3anousane Ha neveHHe ¢ IPOLYKTH, ChABPKAILM meThopMHuH, TpsGBa na ce Hanpasy
GER crolinoctHTe, a clies TOBA ~ NOHE BEAHDK TONHUIHO. Ilpn nauuenTy c noBuiled puc
HATATHLIHO Nporpecypane Ha HBROPEYHO yBpeKnaHe U NPY MALUMEHTH B CTAPUYECKa BH3Pa
YECTO Na Ce NpaByu OueHKa Ha GbOpeyHaTa GyHKUMS, HanpHMep Ha BCEKH 3-6 meceua.

3a npeanovyKTaHe © MaXCUMAIIHATA IHEeBHA 1032 MeThOpMHUH Aa Gh1e pazaenieHa Ha 2-3 .
PaKTOpH, KOWTO MOraT Aa YBETHUAT PUCKA OT NAKTATHA ALHA03a (BXK. TOUKA 4.4), Tpabsa Besiar...



Npepasriesany, peln a ce 0OMHUCIH 3aTIOUBAHETO HA JICUCHHE ¢ METPOPMUH NIPH NALMENTH C
GFR< 60 mV/min.

Ako He ¢ nocrenHa 103083 popma Ha Menkapt J[yo, ¢ aJeKBATHO KOJIHYECTBO HA AKTHBHOTO BELIECTRO,
BMECTO KOMOHHALWSA ¢ PUKCUPAHN A03H, TPAGBA Ja ¢e W3M0A3BaT OTASTHHTE MOHOKOMIOHEHTH.

OFR ml/min Mergopmun Bungarmintyu
60-89 Makcumanuara xeesHa fosa € 3000 mg. He ce panara xopurupase Ha no3ara.
Moxe na ce obMuCIM HamanasaHe Ha
o03aTa npy BjIOIIaBaHe Ha OvOpeyHaTa
GyHKUHA.
45-59 MakcumanuaTta aHesRa 103a e 2000 mg.
Hauannara g03a € noHe MoAOBHHATE OT
MaKCUMATHATA 1034, MakcumMannara IneBHa q03a € 50 mg.
30-44 Maxcumantiata quesHa fo3a e 1000 mg.
Hauanxata A03a € 1OHe 110/10BHHATA OT
MaKcuMansara J03a.
<30 MerdopmuH € NpoTHBOMOKa3aH.
Yeprnoopobuo yepexcoane

Menxapt [lyo He Tpa6Ba na ce npunara npu MALMEHTH C YePHOAPOGHO YBPEXKNAHE, BKITIOUHTE/THO
TE3H CbC CTOHHOCTH HA ATaHUH aMHHOTpaHc(epasa (AJIAT) unu acnapTar amuHoTpaHcdepa3ara

(ACAT) npenu 3anoysaHe Ha JIEUCHHETO > 3 [TLTH FOPHATA MPAHULIA HA HopmanHoto (I'TH) (Bx.
Toykn 4.3, 4.4 u 4.8).

lleduampuuna nonynayus

He ce npenoprusa ynorpeGata Ha Menkapr JIyo npu aeua ¢ 1oHows (< 18 roauun). bezonacHoctra
H ebukacHocTTa Ha Meukapt Hyo npd deua u woHown (< 18 roaunn) He ca yctaHosenn, Jluncear
AaHHH.

Haunu va npunoxerye

[lepopanuo npunoxetue.

IlpuembT Ha Menkapr Jyo 1o BpeMe Ha niM BejHara ciie] XpadeHe, MOKe a HaMaJIH CTOMALIHO-
HUPCBHUTE CHMITTOMH, CBBP3aHH ¢ METGOPMHH (BXK. CHIC ToYKa 5.2).

4.3 IIporRBonOKaA3aLNA

— CBpBX4yBCTBUTENHOCT KbM aKTHBHUTE BELIECTRA HITH KbM HAKOE OT fIOMOLLHHTE BEIECTRA,
H3bpoenu B Touka 6.1.
— Beexus Thn ocTpa MetabonuTHa aunao3a (KaTo NaKTaTHa allnao3a, 1iabeTHa KETOALMKO034a)
— JinabGerHa npexoma
— Texka 6bbpeuna negoctarbunoet (GFR < 30 mi/min) (Bx. Touka 4.4)
— OCTpH CHCTOSHUA, KOUTO MOTAT Ja MPOMEHST GuOpeuHaTa QyHKLwA, KaTo:
~ AeXuaparai(is,
~ TEKK3 UHPeKn1s,
~ IOK,
~ BLTPECHACBO IIPWIOKESHHE Ha HOAUPaHY KOHTPACTHY BelecTsa {BX. T0uka 4.4).
- OcTpo vk XpoHMYHO 3a60AsBaHE, KOSTO MOXKE 44 MPHIUHK THKAHHA XHUITOKCHA,
- ChpAeYHA WA AUXATEHA HEJOCTATLYHOCT,
- CKOpOIIed MHOKapAeH HHPAPKT,
- [IOK.
—~ Uepnoapobno yepexnane (Bx. Touku 4.2, 4.4 n 4.8)
-~ OcTpa aNKkoXONHA UHTOKCHKALMS, 3TKOXOMUIbM
~ Kspumetie (sx. Touxa 4.6)




4.4  Cuoenuannd npenynpekIeHnd A QpeInashA MEPKHE HPR YIOTpeba

Odum

Meiikapt [{yo He e 3aMecTHTE Ha MHCYIMHA NPY MHCYJMH-3aBHCHMHA NAUMEHTH 1 He TpsiGBa ja ce
npunara 1npy NanHeHTH che 3axapeH nuaber v 1.

Jlakto3za

[TauvenTy ¢ peaxy BpoAeHH 3aG0MABaAHNA, KATO TOTa/IeH NAKTA3EH JCPUINT MNH IIIOKO30-ranakTo3Ha
Masiabcopbuus, He TPAOBA Aa NPHEMAT TOBA JICKAPCTRO.

Harpui

To3y nexapeTseH NPORYKT chABPXkaA No-Manko ot 1 mmol Harpwii (23 mg) BB Besika TabiueTka, T.¢.
NPAKTHYECKH HE CHOBPKA HATPHIA.

JlakTarda auunosa

JlakraTHara aMao032, MHOTO PAIIKO, HO CEPHO3HO METABONMTHO YC0XKHEHHe, HAl-UeCTO HACTHIBA pu
OCTpO BRoWaBaHe Ha OBOpeuHaTa yHKIMA, KAPIMO-PECTUPATOPHO 3a60a9BaHE WM CEIICHC.
Hatpyneatero Ha MeTGopMHH BacTwIBa PR OCTPO BAOmaBaHe Ha OBOpeuHaTa PYHKUMA U YREIVMABA
PHCKA OT JIAKTATHA alHJ034.

B cnyuait Ha fexuapaTanns (TexKKa JMAPYUA WIH IOBPBLINAHE, TDECKA WIH HAMA/ICH NPUEM HA TEYHOCTH),
TpabBa BPeMEHHO /13 Ce CHPE NPUEMBT Ha METGOPMUH U € NPENOPLYMTENHO JIa ¢ YCTAHOBY BPb3KA C
MEAWLAHCKU CNEUMANHCT.

IIpreMBT Ha neKapCTBEHU NPOAYKTH, KOUTO MOFAT OCTPO J1a yBpenaT Gu6peutara DYy UKL (KaTo
aHTHXHNEPTEH3HBHU cpeacTra, nuypeTuuy u HCTIBC), tpabea aa ce 3anouHe ¢ nOBMUICHO BHEMAHNE
NIPH NaUMEHTH, IEKYBaH# ¢ METQOpMHUH. pyrH pHCKOBH (DaxTopy 33 JAKTATHA alHE03a ca
IPEKOMEPEH NPHEM Ha ANTKOX0JI, YePHOAPOOHA HEAOCTATHUHOCT, HEAOCTATHYHO KOHTPOMHPAH ANabeT,
KETO3a, NPOABIDKUTEIHO IMAAYRAHE W BCAKAKBH CBCTOSAHHA, CBBP3AHN ¢ XHIIOKCHS, KAKTO 1
€AHOBPEMEHHATA YTIOTPeOA Ha IEKAPCTBEHH FPOTYKTH, KOMTO MOMaT J1a IPUYHHAT NAKTATHA alMA03a
(Bx. Toukm 4.3 » 4.5).

[ManwnenTuTe w/unn GoaHorNena MTe TPA6Ba Aa 6BAaT MAMOPMHPAHH 32 PHCKA OT JAKTATHA ALIMI03a.
JlakraTHata auna03a ce XapakTepU3npa ¢ allMa03HA JUCITHES, KOPeMHa GONKa, MYCKYJIHH KpaMii,
aCTCHHA 1 XMTIOTEPMMS, DOC/ICNIBAHM OT KOMa. B cayuait Ha chMHEHHE 32 CUMITTOMY TIALMEHTHT TpsORa
fla cnpe nMprueMa Ha METPOPMHH H He3abaBHO J1a MOTHPCH NeKapeka NoMoll. JJuarHoCTHYHWTE
nabOPATOPHN HAXOIKM Ca IOHWKEHO KPBBHO pH (< 7,35), noBuineyys H¥BA Ha rIa3MeHna faKkTaT

(> 5 mmol/l) ¥ noBuineHa aHKWHOHHA Pa3HKa W CHOTHOMEHHE NAKTAT/ IHPYBAT.

Hpunojicenue na HioOUparu KOHMPACMHY 8eUeCEq

BHTpecha0BOTO NPUIOKEHHE Ha HOaUMpaHH KOHTPACTHHA BEIIIECTRA MOKE A NOBEJe N0 KOHTPAcT-
WHIYUHpaHa HeGponaTus, BOASIIA 10 HATPYNIBAHETO HA MET(OPMHH K NOBHILIEH PUCK OT JIAKTATHA
aumao3a. Metdopmun TpabBa na ce cnipe npeaw WiK no epemMe Ha npouenypara 3a obpasna
AWarHOCTHKA W He TPAOBA Na ce Bh300HOBABA A0 Hal-Masiko 48 uaca cnes Toka, IipM ycaosue ve
6BOpeuHata GyHKUHA € OUECHEHA OTHOBO M € YCTAHOBEHO, Ue e cTabuiHa (BXK. TOukH 4.2 u 4.5).

bvopeuna dynxyus

lHpeny 3anoypane Ha IeUEHHETO TPAGBA 1A C& HATIPABH OLICHKA HA cToMiHocTUTe Ha GFR
cnen Toea (BK. Touka 4.2). Merdopmun ¢ npotusonoxazad nipu natuenTH ¢ GFR < 30

fia Ob/1€ BPEMEHHO CIIPAH TIPH HATTHYHE HA CHCTOSHHA, KOUTO NPOMEHAT Gp6peunaTa by
To4yka 4.3).



Hepnoopobno yepexcoane

[MaupenTn ¢ wepHoapobHO yBpexaane, BRIIOYWTETHO Te3H ¢he cTOiHOCTH Ha AJIAT win ACAT

npeay 3anoyBane Ha eveHneTo > 3 weTv ['TH, ne pabdea na Ovaar nexysanu ¢ Mesikapt Jyo (Bix.
ToukH 4.2, 4.3 u 4.8).

Ipocaedsasane Ha uepHodpobnume enzumu

Hma crobiueHns 3a peaKd CiTywan Ha HapYmeHa 9epHo/pobHa Gy HKLUS (BIUTIOYNTENHO XSMATHT) Clel
IpHEM Ha BWINAITIMIITHH. B Te3u ciyy4au NauuMeHTHTe KaTo Wwio ca 63 cumaroMy, 6e3 KiIHMHAIHE
FIOCAENCTBHA M CTOHHOCTUTE HA W3CNEIBAHUATA 33 MepHOApo6GHa yrxuus (MUD) ce Bu3ppLILAT A0
HOPMAITHUTE CEA NpekpaTABane Ha neyenyeTo. Hlpean sanoysane na nevenwero ¢ Menkapr dyo
TpsbBa fa ce nposeaar HUD, 3a J1a ce 3Hae M3XOAHOTO HMBO Ha nanueHTa. [1o BpeMe Ha NEeYeHUeTo ¢
Menkapt Jyo yepronpobnarta pynkums tps6ea 1a ce HaGMmoJaea Ha TPUMECEUHH HHTEPBATH Npe3
TBPBATA TOAVHA W IEPHOAMYHO ¢ien ToBa. [latmenTture, npu KOUTO ¢ NOBUINAT CTOHHOCTUTE HA
TPaHCaMHMHA3NTe, TPAOBa Jia O6BAAT NPOCACACHM pe3 NOBTOPHA OLEHKa Ha YepHOAPOOHATa (BYHKIHA 3a
NOTBBLPIKAABAHE HA JAHHATE M ci1ex ToBa YD 1a ce npapsaT wecTo, NOKATO OTKNOHESHHATA CE BLbPHAT
KbM HOPMATHHTE CTOHHOCTH. Ako nokaysareto Ha ACAT wim AJIAT>3 etu I'TH, nepcucrapa, ce
NPenopbYEa NPEyCTaHoBIBaHE Ha NeyeHueTo ¢ Menkapr dyo. [lauuenTure, KOHTO pa3BUAT HKTEp MU
APYTH NpU3HALH, TIpEATIO/Iarailld HapyuIeHa YepHOApoOHa QyHKIHA, TPaOBa Ja IPeKpaTsT JeUeHUETO
cu ¢ Menkapr /lyo.

Cnen nipexparssasie Ha nedennero ¢ Menkapr [lyo u wopmammsupare na MU®, nedenueto ¢ Menxkapt
Hyo He TpsabGsa fa ce 3amouBa OTHOBO.

Hapvwenus na koxcama

KoxHn siesny, BRBOYUTENHO NIOABA HA MEXYPH M YIILIEPALWH IT0 KpalHKIUATE HA MaIHAMyHH Ce
ChOOIIABAT DU PUTOKEHHE HA BWINAMTUINTHH B HEKTHHMYHY MPOYHBAHAS 33 TOKCHYHOCT (BX. TOHKa
5.3). Bpripekn, ye B OIMHAIHUTE MPOYHBaHHA HE Ce HaON0/aBa NOSBA HA KOXKHM JIe3dH ¢ TOBHIICHA
YSCTOTA, ONHTHT NPH HALUHEHTH C KOKHH YCIIOKHEHNNs Ha avabeTta e orpaduded. OCBeH TOBA MMa
TIOCTMAPKETHHIOBY CHOOmIeHMA 32 Oy No3HN M eKCHONHATUBHM KOXKHY JIe3Hd. FTo 3a10, Karo wacT oT
PYTHHHHUTE FPYKHA TIPY NAIKSHTUTE ¢ AHA0ET, Ce MpenophyBa NMPOCACAABANE 32 HapyHIeHUs Ha KOXKAaTa,
KaTO MOSBA Ha MEXYPU WIHM YIiEpailuH.

Ocmup nauxpeamum

YnorpeGata Ha BUIIATTIMITHH € CBBP3AHA C PHCK OT Pa3BHTHE HA OCTHD NanKpeaTyr. [launenTiTe
TpabBa 1a 6baaT HEGOPMHPAHH 38 XaPAaKTEPHUs CAMIITOM Ha OCTHP NAHKPEATHT.

AKO ce TON03HPA HANMYME HA NAHKPEATHT, NNPUEMLT Ha BUAIAITHNTAH TpabBa 1a ce NPeyCTAaHOBH; aKO
Ce JIOTBbPAH HAITMHHE HA OCTHD MAHKPEATHUT, JICYSHHETO C BUIAATUNTHN He TpA0Ba i3 ce NOHOBYBA.,
HeoOx0ammo e HOBUIICHO BHUMAHHE TIpH HALMEHTH C aHAMHE3a 33 [IPEKapaH OCTBP TIAHKPEATHT.

XUno2auKesus

H3BecTHo ¢, e cyndanunypente Moxe 2 npeau3BuKaT XuIorHKemus. IlannenTure, SIPHEMALL N
BUIIJATTHIITHH B KOMOMHALHA CBhC CyadaHmTypeHo NPO3BOIHO, MOTaT 1a ObaaT N3IoKEeHU Ha PUCK OT
BH3HHKBaHC Ha Xunornukemns. Ylopany Tasu npuurna, Moxe a3 ce 00OMUCIIH NPWIAraHeTo Ha 110~




) aHecTe3ua. JleueHHeTo Moske ia 6h/ie BE300HOBEHO He Mo-paHc OT 48 yaca cJie] onepauMaTa Ky
BB3CTAHOBABAHETO HA XPAHEHETO NIPe3 yCTaTa, U NPH YCIOBHe 4e 6b0peunara hyHking e oneHeHa
OTHOBO H € YCTAHOBEHO, Y€ € cTabWiIHA.

4.5  BsanmojeiicTBRE ¢ APYrH KeKAPCTBEHK HPOIYKTH M APYrH POPMH RA BIAHMOIEHCTERE

He ca nposesknasm opuLManiy apoyusands 3a B3auMoaeicTars ¢ Menkapt J{yo. Crnensure naHHu
OTpa3fABaT HHPOPMaliHATa, HAMWYHA 33 OTACTHUTE AKTUBHH BEIIECTBA.

BunnarnunTun

Buinarmuimun iMa HUCHK TIOTSHIMAN 32 B3AUMOAEHCTBHS [IPH €JHOBPEMEHHOTO MY IIPUIIAraHe ©
APYTY NEKAPCTBEHN NPOAYKTH. Thil KATO BUNIArTHITTHH He € cybeTpar Ha ensuma tmroxpom P (CYP)
450 1 ne vaxpbMpa, ¥ He UHAYIMpa ensuMuTe CYP 450, HaMa BSPOSTHOCT 32 B3aUMONSHCTEYE ¢
aKTHBHH BEILECTBA, KONTO ¢a CyOCcTpaTi, MHXUONTOPH WA WHAYKTODH HAa TE3H CHIMMH.

PesyntaTrte OT KTMHMYHK NPOYYBaHUs, IPOBENICHH C MEPOPATHUTE AHTHAHAOETHY NPOAYKTH
[THOTTIATA30H, MET(OPMHKH Y IOy pUA, B KOMOHHAIMA C BHIAATTUITTHH, HE TIOK23BAT KIMHHYHO
SHaYUMK HAPMAKOKMHETHYHH B3aUMOACHCTBUY B TAPIETHATA HOMYAaLiiA.

Ilpoy4asatinn 3a nexkapcTBeHMTE B3AUMONCSHCTBIA ¢ AUrOKCHH (Cy6eTpar Ha P-rankonporens) n
Bapgapui (cyberpar va CYP2C9) npu 30paBd MHAMBUIY HE NOKA3BAT KIMHWYMHO 3HAYMMN
$GapMaKkOKMHETHYHH B3aUMOIEHCTBHSA Clle €MHOBPEMEHHO MIPWITATAHE C BIIAAITMIITHH.

Ipoyusanus 32 neKapCTBEeHH B33MMOASHCTRYS IPH 3APABY HHAKBHIK Ca IIPOBEACHH C AMIIOJHITHH,
PAMHIIPHIL, BAICAPTaH M CHMBACTATHH. 11py Te3u npoyysanys, ciell eAHOBPEMEHHO MPHAAraHe ¢
BHAZAMIKIATHH, HE ¢ HADMOAABAT KNWHHYHO 3HAYUMK (apMaKOKHHETHYHA B3auMoaeicTeHs. Topa
00aue, He ¢ YCTAHOBEHO 32 NIPUNENHATA NIOTYNALIMS.

Komburnayus ¢ ACE yuxubumopu

Be3MOIKEH € HOBHIICH PHCK OT PasBHTHE HA AHIMOE/IEM NPA NALMEHTH ChC CHITBTCTBAIL IPHEM Ha
ACE uuxubutops (B Toyka 4.8).

KakTto u fipu Apyrute nepopanHy aHTuaHabeTHH NPORYKTH, XUIOTTHKEMAYHHUAT eeKT Ha
BUIZArTHITTHH MOXKe 48 ObAe HaMaieH OT ONpefieSICHH aKTUBHY BEUIECTBA, BKTIOYBALIH THAZHIM,
KOPTHKOCTEPOUAH, THPOHAHK NPENapaTH H CUMNIATOMMAMETHLIM,

Merdopmus

Kombunayuu, koumo ue ce npenopvusam

Anxoxon

ATNIKOXONHATA HHTOKCHKALMA CE CBBP3BA C MOBUILIEH PHCK OT JIAKTATHA AlKI03a, 0COBEHO B CAyqau
Ha rjangyBaHe, HEAOXPaHBAHE Wit YEPHOAPOoOHA HEAOCTATEYHOCT.,

HoOupanu kxonmpacmuu gewgecmea

MeThopmun TpabBa 3a1BLKATENHO A4 Ce CIpe NPEAH il 110 BpeMe Ha npoiesypara 3a o6
AMArHOCTHKA K HE TPAOBa 1A ce BL306HOBABA 0 Hali-Manko 48 4aca cnes TOBa, TIPH YCIIQ
O1OpeuHaTa dyHKIMA € OleHeHa OTHOBO H € YCTRHOBEHO, ¢ ¢ CTabuiHa (B, Touxy 4.

Kamuonnu akmuénu gewyecmea



cuctemMa B ObOpeUHMTe TYOY/IH U CISI0BATENHO Aa 326aBAT e/TMMMHHPAHETO HA METHOPMHH, KOETO
MO 12 TIOBMIIH DHCKa OT JIaKTaTHA auyo3a. Manureane npu 3apasy 06poBONLIYM NOKA3BA, Ye
UMMETUAKH, NpHIoXKeH B 1033 400 mg Ba TETH AHEBHO, YBEIUYABA CHCTEMHATA SKCNIOZHIMS HA
meTdopmue (AUC) ¢ 50%. Ilopaau ToBa, KOraTo €IHOBPEMEHHO C& TIPUIIATAT KATUOHHH JEKAPCTBEHH
NPOJYKTH, KOUTO c¢ eTHMHHUpAT ype3 OpOpeduna TyOynHa cexpeuus, Tpabsa aa ce OOMHCIY CTPHKTHO
NpOCnesBaHe Ha MTHKEMHUYHKSA KOHTPOJI, KOPHTHPAHe Ha J03aTa B PAMKHTE Ha MPeriopbLuBaHATa
AO3MPOBKA H MPOMSHA B ISYSHUETO Ha Analerta (K. Touka 4.4).

Kombunayuu, xoumo usuckeam npednasui Mepky npu yrompeba

Hakou nekapCTBeHu NPOAYKTH MOTAT Ia ¢e OTPasAT HeOnaronpustHo Ha 6b0peunaTta dyHKIMA, KOETO
MOXE Ia YBeAMYH PHCKA OT JakTaTHa anugosa, vanpumep HCIIBC, BRIOYHTENHO CENEKTHBHA
HHXHOMTOPH Ha uknookcurenasa (COX) 1l, ACE muxu6buropu, anruorenzud 11 penenropHu
AMTATOHMCTH ¥ AUYPETULM, 0co6eHO OpUMKOBH auypetHiud. I1py 3amo4BaneTo wiaM yriorpebara Ha

TAKHBA NPOTYKTH B KoMOHHALKS ¢ METOPMHH & HEOBGX0AMMO BHUMATEIHO NPociieaaBaHe Ha
6nOpeunara pyHKIMS.

['ntokokopTikoHadTe, 6eTa-2-arOHHCTHTE M JNYPETHLMTE UMAT NPUCHULA XUIIEPIIIMKEMHYHA
akTHBHOCT, IlalmenTsT TpsiGBa na 6bne nHOpMUpaH 3a ToBa M TPAGBA A4 CE HIBBPUIBA 10~YECTO
npociaeasBaHe Ha KPbBHATA 3aXap, 0COOEHO B HAYAIOTO HA JIeUeHHeTO. AKO e HeOOX0AMMO, 032Ta HA

Menkapt dyo mMoxe na Ob/ie KOpUrHpaHa N0 BpeMe Ha ChITBTCTBALOTO JICUCHWE W CIICH
NPEyCTAHOBABAHETO MY.

MHXubHTOPUTE HA aHFMOTEH3WH KOHBepTUpalnys eH3km (ACE) MOraT Aa MOHXKAT HUBOTO HA
KpbBHATA 3aXap. AKO € HeOOXOARMO, 2034Ta HA AHTHXHMIICPIAMKEMUYHUS NIEKAPCTBEH TIPOAYKT TPAOBa
za 611 KOpHI¥paHa NO BPeMe W NIPH NPEYCTaHOBSBAKE HA NCYEHHETO ¢ APYT JSKAPCTBEH MPOIYKT.

4.6 OepranuTeT, GPeMEeHROCT H KbPMEHe

bpeMeHHOCT

Hima foctaThuno nanHy 3a ynorpeGata Ha Menkapt Jlyo nipu GpeMesHi sKeHH. 3a BIUIarIHNTHHE
EKCTNEPUMCHTAJIHUTE NPOYHBAHUS IIPH MHBOTHH [JOKA3BAT PENPOLYKTHBHA TOKCHUHOCT [P BHCOKH
A03H1, 32 MeTPOPMHH, NIPOYUBAHHATA TIPU XUBOTHH HE MOKA3BAT PENPOLAYKTHBHA TOKCHYHOCT.
ExcriepuMeHTaNHUTe IPOYYBAHKA (IPH JKHBOTHY POBEASHH C BWIAITMIPUH U MeThOPMIH He ca
(T0Ka3a/1y JOKA3aTe/ICTBA 32 TePATOreHHOCT, HO €A TIOKA3alii PEeTOTOKCHUHH eMEeKTH NPH TOKCUYHHY 34

MaiikaTa 031 (B TouKa 5.3). TIoTeHUMANHHAT PUCK NPH XOpa He € H3kecTeH. Meikapt Jlyo He TpsOBa
Aa Ce W3MOJI3Ba 110 BPeMe Ha OPEMEHHOCT.

Kupmene

ITpoyuBanmsiTa Py IMUBOTHH MOKA3ZBAT EKCKPEUMA KAKTO H2 METHOPMUH, TAKS ¥ HA BUNAATIMITTHH B
MAKOTO. He & M3BeCTHO AaTM BUNAAINUNTHH Ce CKCKPETUPA B KBPMATA, HO METHOPMUH & eKCKPETHPA
B KbPMaTa B MANKH KOJIM4eCTBA. [lopaau MOTeHUMANHIA PUCK OT XHIONTUKEMHS Ha HOBOPOJEHOTO,

CBBHP3aHA ¥ ¢ METQOPMMH M € JTHNCATA HA AAHHM 33 BWIIATIMITTHH 1PU Xopa, Menkapt iyo e TpsiGBa
Aa Ce M3MOoJI3Ba 0 BpEMe Ha KbpMeHe (BK. Touka 4.3).

Depruavrer

He ca npoBesxnanu npoyusanus 3a edexra na Menkapr {yo ebpxy deprunurera fip Xopa (BK. Touka 5.3).

4.7 EdexTH BLpXy cnocoGHocTTa 32 modupane u padoTa ¢ MamHHR

He ca nposexaany npoyusaHus 3a eieKTHTe BBPXY cnocoGHocTTa 3a wiodupase M

[TaupenTure, KOUTO TIONYUaT 3aMaiiBake, KaTOo HexKeIaHa peakuus, TpAOBa ga H365rBa
paboTAT ¢ MalMHK.




4.8 He:xkenannd NekapcTBeNH pesKiHA

Hama nposeneHy KiIMHUYHYA NPOYYBAHMA 22 Neuenne ¢ Menkaprt Hyo. VeTaHoseHO € obave, ye
6uoexBUBaneHTHOCTTA HAa Menkapr Jyo € KakTo Ha eJHOBPEMEHHO NPUI0KEHH BUIIATTMITTHH U
MeTgopMuH (Bxk. To4xa 5.2). IIpeactapeHnTe TyK AaHHH CE OTHACAT 3a €IHOBPEMEHHOTO fipyIdraHe Ha
BUNAATIUIITHH U METQOPMHH, KaTO BIIIAAITIUNTHH ¢ 6un nobaBeH KuM Jieyeune ¢ merdopmun. He ca
MPOBEXAAHM NPOYUBAHHS, MPU KOUTO KBM JIEHEHUE C BHNJArNANTUH e JjobaseH MeThopMuH.

Obobuenne na npoduna ha bezonacrhocm

Ho-ronaMara 4acT O HeKeNnauuTe PCAKIINY CA NCKH W NPEXOAHH, ¥ HE M3HCKBAT NPCYyCTAHOBABaHE HA
aeyenuero. He e YCTAHOBCHA BPB3KaA MCKAY HEXKEIAHHTEC pCaKI{HH H BB3PpacTra, ETHHYECKATA
TIPUHALJICHKHOCT, NIPOABLIKUTES/IHOCTTA Ha SKCIIOMUHATA WIH JTHEBHATA 1034,

Mma cpodieHuns 3a peiky cyuan Ha HapyLeHa YepHoapobHa QyHKUHA (BKTOUHTETHO XeNaTHT)
Clel npHeM Ha BUNAArnuiTHH. B Te3n ciayuau nanyeHTHTe KaTo 1o ca 0e3 cumirromy, 6e3s
KTUHAYHMA I0CNCACTBHA M CTOMHOCTUTE Ha M3CIEABAHUATA 32 YePHOIPOoOHA DYHKIHE C€ Bh3BPLILAT
J10 HOpPMATTHATE CJie]l IPEKPaTABaHE Ha JeueHueTo. B naHHUTE OT KOHTPOIMPAHH MTPOYUBAHNS ¢
MOHOTENANHA HITH IFOBAHTHA TEPATHSA C [IPOAB/DKITENIHOCT J0 24 CeqMUIKH, YeCTOTaTa Ha
nosuiasade Ha AJIAT wnn ACAT = 3 nwru I'TH (xnacndpuumpana kato Hanuuue npu Ha-manko
2 nOCneI0BaTeHH M3MEPBaHUs MK NPH (bHHATHATA on-treatment Bu3mTa) ¢ 0,2%, 0,3% 1 0,2%
CBOTBETHO 32 BUNAATIUINTHH 50 mg BeIHbK AHEBHO, BUIANIHITHH 50 mg NBYKpPATHO AHEBHO U
BCHUKH CPABHUTE/IHH JIEKAPCTBCHM NOJYKTH. Te34 NOBHLLIABAHMS HA TPAHCAMHHAZHUTE KATO LEIO ¢4
6e3CHMITOMHH, HETIPOTPECHPALIY TTO XapaKTep U HE Ca CBBPIAHM C XOIEeCTasa HIH HKTED.

Ipn eueHHe ¢ BHIZAMMATHHE ce ¢hoBINaBa 33 PelKH CIy4au Ha AHMHOEAEM ¢ YeCTOTa, CXOAHA C TasH
Ha KoHTposnTe. Tlo-ronama 4acT oT ciyuauTe ca ChoGIIeHH, KOTATO BHIJATAHNTHH € MIPH/IaraH B
komOutauma ¢ ACE unxuburop. ITo-romsmara 4acT oT CLOMTHATA Ca JIEKH IO TEXECT H OTIBYYABAT
MPH MPOABIHKABAHE HA ACYEHUETO C BUANATIMITIVH,

TabnviunHo npencTaRgHe HA HEKEAAHUTE PEAKLIHH

Hexenanure peakuuu choOIIABAHN NPY [AUMESHTH, KOHTO NOAY44BaT BATAAIMUTHE B ABOMHOCICNH
NPOYYBaHHS, KATO MOHOTEPAITHA M AOMTLABAILA TePallii, Ca U3DPOSHH NO-J0AY 110 CHCTEMO-OPTaHHa
knacHpurxauna ¥ abcomoTna yectora. Hexenanure peakumy, usbpoenu B Tabnuwa 5, ce ocHoBaBaT Ha
CHINECTBYBAIIATa HHPOPMaUMs B KpaTKaTa XapaKTepucTdka Ha npodykra metdopmus B EC. ITo
4ecToTaTa ¢¢ AeQUHHpAT KaTo MROTO yecTH (=1/10); wectu (>1/100 no <1/10); nweuectu (>1/1 000 o
<1/100); peaxu (=1/10 000 0 <1/1 000); mHoro penku (<1/10 000), c HemsBecTHa YecToTa (OT
HaAJINMHWTE NaHHY HE MOXKe /1a OhJe HarnipaBeHa ougHKa). IIpu BCaKo rpynupane B 3aBUCMMOCT OT

4eCTOTATA, HEXKEIAHUTE PEAKUMH ce H3OPOABAT B HM3XOAAL] PeJj 1O OTHOIUEHUE Ha THXHATA
CEPHOIHOCT.

Tadarua 1 Hexenann JexapcTBedy peakuyy choliuenn pu NanAenTn, KOUTO HOAYyYABAT
BRIAJATIHUTEH S0 mg 182 UbLTH IHERRO KATO JONBABAILA TEPANHA KbM mMeThopmun,
CpaBHEHH ¢ MIale0o niaioc MmerGopMul, npu apoiidocaens npoyupanns (N=208)

Hapyienns 5a MeTa00183MA B XPAHEHETO
Yectu XUMOrNUKE MU
Hapywenns da HepBHATa CHCTEMA
Yectn Tpemop
Yectu [U'naBobosue
Hectu 3amaguoct
Heuectn Ymopa
CroMamino-upeBHA HApYIIEHHS
Hectu I'agene




Oniicanue Ha u30pany HeXCeNaH PeaKyuy

Ilpy KOHTPONMpaHH KIHHMYHW U3NHTBAHUA ¢ KOMOHHAUWA OT BMARArTMNTHH S50 mg IBa NbTH
AHEBHO + METHOPMHH, HAMA CHLOOMIEHUA 32 NPEKPATIBAHE HA TEPanMATa TOPagN HeKENaHH
NEKAPCTBeHW peakuyn, KaKTO B FPYnaTa Ha JjieyeHde ¢ sujarmnrud 50 mg npa msTd JHEBHO +
MET(POPMHH, TAKa M B rpyIaTa Ha JeucHue ¢ manedo + MeThopMuH.

Ipy KTMHHYHY U3NMTBAHWA OSBATA HA XATIOTITHKEMMSA € YeCTa TP NAIMEHTH, NpHEMallH
BWIAArMMITTHH B KoMOunarius ¢ MeTpopmun (1%) v HedecTa npu NAlMEeHTH, TONy4aBau niauedo +
MmeThopmun (0,4%). He ce crobimana 3a TeXKY eMH30M HA XHIOTIMKEMHA B TEPANCBTHIRATE IPYITH ¢
BUAJATIUNTHN.

B X014 Ha KAMHUYHH MSMTUTBAHHA, TEIJIOTO HE Ce NPOMEHS CIIPAMO W3XOAHATA CTOMHOCT, KOraro
BiigarndinTHd 50 mg asa nbTH qHEBHO ce nobass kM MeTdopmud (+0,2 kg u -1,0 kg, chorBeTHO 32
BIJIJAIJIMNTHH B 1u1auebo).

KITHHWYHY M3MTUTBAHNA ¢ HaZ 2-TOAUIIHA MPOABDKUTENHOCT He NOKA3BAT HACHTUOULMpPAHE Ha
NOMBJIHUTEIHH, CBBP3aHH C JIEKapCTReHaTa Oe30I1aCHOCT, CUTHANK WV HENpeIBUACHH PHCKOBE 11pY

R00aBSIHE HA BUWIIATTIHITHH KbM METHOPMUH.

Kombunayus covc cyaganunypetino Rpouzeoouo

Tabnnna 2 Hexelann JeKAPCTBeHH PeaKWHH, ChOOIERH MPH UARHEHTH, KOHTO HOJIYYABAT
BHJMATJIMNTEH SO mg 184 UBTH THEBHO B KOMOHHANAS ¢ MeTHOPMHUH R
cyadauuaypeiino apoussoano (N=157)

Hapywenna ra Meraboau3ma R XpaseneTo
Yectn XHIOrTUKeMUs
Hapyuienns HA HEPBHATA CHCTEMA
Yectu 3aMasHOCT, TPEMOP
Hapyuwienng A2 KoKAT2 B DOAK0OKPATA THKAH
YecTn XHNepXuaposa
O0mn sapymicHun B eeKTH Ba MECTOTO HA APRIOKEHRE
Yectn AcTeHns

Onucanue Ha usBparu Hexcerany peaxyuu

He ce cbobuwiaBa 3a npexparsiBase Ha JeHEHUESTO MOPaAH Bh3HUKBAHE HA HEXKEIAHH PEaKLuy B
TEPANCBTUYHATA I'PYNA HA BHIRATTHATHH + MeTdhopMuH + raumenupun cnpsmo 0,6% B
TepanesTHYHATA IPYHA Ha nianedo + MeThOpPMUH + IMHMENUPUA,

Cayuau Ha XMIOrTIMKEMHUS UMa U B IBETE TepaneBTuHu rpynd {5,1% 3a rpynara BUINATTMITUH +
MeTHOPMEH + rauMen|pul cnpamo 1,9% 3a rpynara niaue6o + methopMmuH + raumenupun). B
rpynata Ha BWIAAarigiTiH ce chOOUIaBa 3a €JIMH TEXKDbK CITYUald Ha XUNOrINKeMH.

B xpas Ha npoyuBaHeTo, eeKTHT BBPXY CPEAHOTO TEAECHO Terno € heyTpanen (+0,6 kg B rpynata Ha
Bungarannrus U -0,1 kg B rpynara Ha nnane6o).




Kombunayus ¢ uncvaun

Tabamua 3 Hexenaun jrekapcTBens peaknup, choGINeRy NPy TANWCHTH, KOATO NOJAYYABAT
BR/garagnTag 50 mg ABa NETH AHEBAO B KOMOHHAUHBA ¢ HACYIHH (¢ Kiax 6e3
mMeTgOpMEH) B X04a AA ABoiiRocaenn upoyusanuna (N=371)

Hapymenas ra MeTabond3Ma B XpaneHeTo

Uectu [TonwKeHHUe Ha KPBBHATA 3axap
HapymeHnnd na HepBHATA CACTEMA
Yectn ["nasobosnue, Tpecka
CTOMAIUNO-"IPeBHHE RAPYUWICHARA
Hectd I'anene, ractpoesopareanya pedurykcua 6oject
Heuectn Auapus, GnaryaeHums

Onucanue na u3bparu HeXCenanu peakyuu

B xona ¥a KOHTPONHMPAHH KIHMHHYHY W3ITUTBEHHS, [IPH KOWTO BUWIZANTMITYH B 033 0T 50 mg npa
ITETH AHEBHO € MPUIIArad B KOMOKHAUMA ¢ HHCYNHH, Cb¢ M 6e3 MeTPopMHUE, o61IIaTa YeCTOTa Ha
NPeKbCBAHE Ha NICHCHHETO NOPAAH BEIHMKBAHE HA Hexenany peaxunm ¢ 0,3% B TepaneBTHYHATA
Ipyia Ha BHJIAATJIATITHH # HAMA IIPEKXECBate Ha JISYSHHETO B IPynara Ha naauebo.

YecToTaTa Ha XuNornuKkeMus e NoJo0Ha B [iBeTe TepanesTudiu rpynu (14,0% B rpynaTa Ha
BUIZATIUITUH cupamo 16,4% rpynarta Ha rnaue6o). JgaMa nawpientn crobIasar 3a ciyyay Ha
TEXKA XMIIOTIMKEMUA B I'PYNIATA HA BUIAAIIHIITHH ¥ 6 NAlLHeHTa B rpynara ha rnaueto.

B kpad Ha npoy4BaneTo, eQEKTHT BLPXY CPENHOTO TENECHO Tersio e HeytpaneH (+0,6 kg npoMaHa
CIIPAMO H3XOAHATA CTOWHOCT B rPYNATa HA BWIIANIUNTHH K Oe3 MPOMAHA B TENJI0TO B IPYIIATa HA
miauebo),

Honbatinrenua nHGOPMALKS 38 OTACTHHTE aKTHBHH BEINECTBA Ha (PUKCHpanaTa KOMOHHALs

Buroazrunmu

TaOnana 4 Hexenann nexkapcTBeHN PeakUun chLo0WeHH IPH NARHEHTH, KOHTO HOIY43BAT
BHAJArMHENTEA 50 mg ABa WbTH JHEBHO KATO MOROTEPANNS UPH NBOHHOCKENH
npoyusanns (N=1 855)

Hndexunu um undGecTannn
MHoro peaku WUndexuny Ha ropHH AWxarTeHn MLTHILE
Mmroro peaxy Hazodapunrur
Hapywenns na MmeTaboNn3mMa B xpauenero
Heuectu XUITOrTUKEMHs
Hapymennn na vepsuara cucrema
Yeceru 3aMafgHOCT
Heuectu I nmaobonue
CnaoBu napymenns
HeuecTy Ilepudepun otouu
CroManmiHo-YpeBHA HAPYLICHUN
Hedectu 3anek
Hapymenusa Ha MyCKY.IHO-CKEJETHATA CHCTEMA N CLEARHUTEIHATA THKAH
Heuectur Aptpanrus




Onucanue na u3bpany HeJNCeNaHu peaxyuu
O01maTa 4eCcToTa Ha NPSYCTAHOBABAHE HA JICHCHHETO NOPaTH HEXeIAHH PeaKLMH, B KOHTPOIHMPaHH
NPOY4BaHUA ¢ MOHOTEPAITHSA, HE € NO-BHCOKA TIPH NALMEHTH JIEKYBaHH ¢ BUIJATIHITHH B [034

100 mg auesno (0,3%) B cpaBnenue ¢ npuemaumre naueto (0,6%) MM cpasHATEIHYU IIPOTYKTH
(0,5%).

B xoJa Ha cpaBHUTEIHY KOHTPONMPAHH M3NMTBAHMS KATO MOHOTEPANTHS, NOABATA HA XUMOTTUKEMUS €
nevecta, gokaasana npu 0,4% (7 ot 1 8535) ot nanuenTure, nexynadu ¢ swigaridirTaa 100 mg
aneBHo, cripsmo 0,2% (2 ot 1 082) npu nauueHTHTe B rpYNHTE, NEKYBalH ¢ aKTHBEH CPaBHUTENEH
JIEKAPCTBEH NPOAYKT WM wianebo, 6e3 Toxtaan 3a cepro3ny WiV TEXKKY HEXKEIaH PeaKildu.

B x0a2 Ha WIMHWYHYE W3NHTBAHUA, TEMIOTO HE Ce MPOMEHS CIIPAMO H3XOAHATA CTOHHOCT, KOraTo
sunaraunTil 100 mg nHeBHO e npunarad kavo moHotepanus (-0,3 kg  -1,3 kg, cboTBEeTHO 24
BUJIAACTMIITUH M rUiaefo).

KNMMHHYHE H3THTBABRS ¢ 2-TOAMINHA OPOABIDKHTENHOCT HE MOKA3BAT HACHTHQHLMpAHE Ha
HOITLIHHUTENHY, CBBP3aHH ¢ NeXapeTBeHaTa 6€30NacHOCT, CHIHANHM WIH HENPEJBHIACHH PHCKOBE TIPH

NPUIArade Ha BWINArMHOTHH KATO MOHOTEpany4.

Memgopmun

Ta6nuna 5 He:kenanm jiekapcTBeR# peaknny 3a CLCTABKATE MeTHOPMEN

Hapymenns aa MeTab0a83Ma 1 XpaReHeTo

MHoro pejxu Hamanaeare ua abcopbumgra va sutamuas Bz v JakTaTHa amunoza*
Hapymienus Ha HepBHATA CHCTEMA

Yectu MeTanen Bxyc
CroMamHo-upeBHN HAPYIICHHS

MHoro 4yectu ["anene, nospoluaHe, quapus, kopemHa 507Ika ¥ IMIICA HA ANCTUT
Xenaroonnuapug HApymeHHN

MHuoro peaxu OTKN0HENHS B CTOHHOCTH Ha NOKa3aTenuTe 3a YepHoApobHaTa

pyHKLMs Uu Xenarur **
Hapymenns 52 K0KaTa 4 NOAKOKHATA THKAH
MHuoro peaiw KoxXHy peakiiy KaTo epuTeM, ChpOek HIM ypTHKapHs

*Hamasigsare Ha aGcopbunata Ha BUTaMuH By, ¢ Hamanssaxe Ha cepyMHOTO HUBO, c¢ HAaGIHOAABA
MHOTO PAKO NPH NAUMEHTH HA ABIATOCPOUHO JieueHUe ¢ MeTdopmud. Tpabea Aa ce Ma npeasun
TAKABa €THONOIHA, AKO NPH NAIMEHT Ce Pa3BUe MeranodiacTHa aHEMHA.

**HaGmonarauu ca u30AMpaHy CIYHaH HA TPOMEHEHM CTOIRHOCTY Ha YepHOAPOBHUTE
pyHKUMOHATHY TIOKA3ATENH MTH XENATHT, KOUTO OTINYMSBAT CEJi PEyCTAHOBIBAHE HA JICUCHHETO
¢ METOPMHH.

CTOMaUIHO-UPEBHUTE HEXKETAHH PEaKIHK BL3HHMKBAT HAI-UECTO NPY 3aN0UBaNe Ha TepanusITa 1
OT3BY44BAT CTIOHTAHHO B ITOREWETO cyvan. 3a na 6bAaT NpeqoTBpaTeHu, ce MPENophuBa AHCBHATA
1032 METOPMUH J1a ce pa3eny B J(Ba NPHMEMa N0 BPEME Ha, WK ClTed XpaHeHe. basHOTo
YBEIHYABAHE HA 103aTa MOXKE CBIIO A3 NOACOPU CTOMALIHO-UPEBNATA NOHOCHMOCT.




IocTMapKeTHHIOR ONUT

Tabmuna 6 [ocrmapkeTHRIOBH HEXENAHM pPeaKHHH

CromMalmrso-4peBHH HAPYIICHHY

C Heu3BecTHa Tlankpearur
4ecToTa
XenaroOuauapHA HAPYHICHAA
C uenzeecTHa Xenarut (obpaThM cael cnMpaHe Ha MpUeMa Ha JIEKAPCTBEHMS
9ecTOTa MPOIYKT)

OTKIOHEHHA B YEPHOAPOOHHUTE QYHKIINOHATHY FIOKA3aTe M
(0BpaTHMu cnel crimpaHe Ha PUEMA Ha JIeKapcTBEHNS NMPOAYKT)
HapymeHun Ha MyCKYJJHO-CKEJIETHATA CHCTEMA H CHLENMUNTEIHATA THKAK

C Hem3BecTHA Muanrss
4eCcToTa
Hapymenns Ha KoxaTa H HOZKOXKEATA THKAY
C HenspecTHa Y pTHKapus
4ecTOTa Exchonnaturun u 6yM03HH KOXKHH JIC3HH, BRIIOUUTENHO Dyio3eH
neMQurona

Crobimagane Ha NOAOZUPAHN HEWKETAHN PeAKIIUM
Cp001aBaneTo HA NOAO3HPAHH HEKETAHH PeakIMM CRel| Pa3peIasane 3a YoTpeda Ha JISKApCTREHHS
[POAYKT € BaxkHO, ToBa no3songpa 1a NpoAb/iKd HaGMOIEHUETO HA CHOTHOWEHHUETO NO3a/PUCK 32

JEKAPCTBCHUA JIDOAYKT. Ot MCINIMHCKNTE CTIRIHANHCTH C€ H3UCKBA A& CBOﬁlﬂﬂB&T BCKA Noa03npaHa
HEKCAAHA PEAKUHA 4Pl

HanpanwuTenyHa areHuss 110 JeKapeTBaTa
yi. ,,Jlaman ['pyer” Ne §

1303 Codus

brvarapus

Ten.: +359 2 8903417

yeOcanT: www.bda.bg

4.9 TIlpenosmpame

HamMa paHHH, cBhp3any ¢ npenosupane ¢ Menkapt Jyo.

Buwnaarnuotul

HugopmanmsTa 1o oTHOIIEBHE HA NPE03UPAHE ¢ BUWIAATIUNTHH € OFpaHAYCHA.

Cumnmomu

Hudopmanmara 3a BEpOATHUTE CHMIITOME HA APESO3NPAHE ¢ BUAATIHIITHH € NONYUYeHa OT
NPOoYIBAHE 33 NOHOCHMOCT HA YBEIWYABAILA CC 1032 IPY 3/IPaBH HHIWBU/IU, HA KOKTO € NipHiarau
BUnaarnnnTii 3a 10 quM. Hpu no3a ot 400 mg e umano tpu ciyyan Ha Myckyanm GOAKM M OTAENHU
CJTy4ay Ha NEKM W NMPEXOIHH NMAPECTe3lH, BUCOKA TEMTIEPATYpa, OTOLIM U NPEX0HO NOBULLIABAHE HA
HUBOTO Ha nknasata. [lpy 103a ot 600 mg eaHo nuNe € NONYYMIO OTOK HA CTHLNATATA U PHUETE, H
MoBHIn2BaHe Ha HYBaATa Ha kpeatungochokunazata (KPK), ACAT, C-peaxtupums nporesn (CRP) u
Muomoﬁuﬂa Tpn npyru nvua ca noayyYuIH OTOUH 110 XOAMNATA, B B4 OT CJIYYAWTE C Ti

[MPpCYCTAaROBABAHE HPHEMA HA MU3CJICABAHNA JICKaPCTBEH l'lpl)Il;y KT.

Merdopmun




A0OBENIC OO NAKTATHA alHa034, KOATO MPEACTARAIBA COCIHO CHCTOSHIE ¥ TPAOBA 14 ce nexyBa B
OoNnHuA.

Jevenue

Hai-epeKTHBHUAT METO, 32 OTCTPAHARAHE HA METHOPMHUH € XOMOMAIH3aTa. BuanarnurThy, obaue,
He MOXKE Ja OBae OTCTpaHeH upe3 XeMOAUAIN3a, HO OCHOBHMAT MY MeTaboaHT cnen xuapousa (LAY
151) moxe na ce nHanwiupa. [Ipenoprypa ce MOAABPIKAIIO TCIECHHUE.

5. @©APMAKOJIOTUYHM CBOMCTBA
5.1 PapmaxoinHAMHYHEH CBOHCTBA

dapmakoTeparieeTH4Ha rpyna: JlekapcTea 3a jedenne Ha auabet, koMOMHALNS OT MepopaHu,
NOHWIKABAIM KpbBHATA 3axap nekapersa, ATC xox: AT0BDOS

Mexagn3bpM HA JeicTeUe

Mesnkapt [yo koMOuHupa n8e aHTHXHNESPTIHKEMHAYHHE CPEACTBA ¢ B3AUMHO NOTTBNABAIIY CE
MEXaHU3MH HA ACHCTBUE 33 NOZOOPABAHE HA MIMKEMHUHHMS KOHTPON NPU NMalKeHTH ¢ AHabeT TH 2:
BAAJAITMIITHH, NPEJCTABUTE] HA KIACA ICKAPCTBEHN MPOAYKTH CTUMVIIHPALIH KIIETKHTE B
OCTPOBMTE HA NAHKPEaca U MeThQOPMHH XWAPOXIIOPHA, PSACTABUTEN HA KI1aca Ha DMrBasuanuTe.

BunparnuiryH, KOHTO ciiaja K6M KEaca JISKapCTBEHM NPOAYKTH CTHMYIMPAIId OCTPOBHUTE KIETKH B
NaHKpeaca, € MOIIEH M CENEKTHBEH HHXHOWTOp Ha qunenvaun nentiaasa-4 (DPP-4). Merdopman
NeHCTRA OCHOBHO 4pe3 HaManidBaHe Ha eHIIOTEHHOTO 00pa3yBaHe Ha IIOK03a B YepHUS APOO.

PDapMako HHAMUYHY eheKTH

Bunoaznunmiin

BunparnunTin AeicTBa 0CHOBHO upe3 MHXxHGHpaHe Ha DPP-4, eH3uMbT OTrOBOPEH 32 pasrpaxaaueTo
Ha MHKpPeTHHOBHTE X0pMOHHU GLP-1 (ratoxaron noaoden nentug-1) n GIP (rmoko3o-3asucum
UHCY/IMHOTPONEH MOAHTICIITHA ).

IlpunoaenneTo Ha BIWLIATTIMNTUH BOAK JI0 ObP30 ¥ TBJIHO MHXHOUPAHE HA aKTHBHOCTTA Ha DPP-4, B

PE3yJITAT Ha KOSTO Ce MOBUIMARAT EHIOTCHHHTE HHBA Ha HHKpeTHROBUTE XopMOHY GL.P-1 u GIP,
KaKTO Ha INaqHO Taka W cieli HaxpaHBaHe.

[TocpencTsom rosuitarate Ha €HAOFEHHHTE HYUBA Ha TE3W WHKPSTHHOBH XOPMOHH, BHIASTINIITHH
MOBUILARA Yy BCTBUTEITHOCTTA HA D¢Ta KIeTKUTE KbM KPBBHATA 3aXap, KOSTO BOAM JI0 NORoOpABaHe Ha
ITIFOKO30-33BHCHMATA HHCYJIMHOBA ceKkpeuns. Jleueurero ¢ sunaarnuntak 50-100 mg avesHo npu
NAlMeHTH ¢ JMabeT THI 2 3HaUUMO MoAoOpABa noKasarenyTe 3a HeTa-kxneThunaTa GyHKuys, KOWTO
BrnouBaT HOMA-f} (Homeostasis Model Assessment —f§), ChOTHOLISHMETO NPOUHCYIHH CHPAMO
MHCYJTHH H W3MEPBAHETO HAa PEAKTMBHOCTTA Ha DETa KNETKWTE NPH TECTA 32 TONCPAHTHOCT OPH HYECTO
maBaxe Ha xpaHa. llpn nvia, xouto HamaT anaGet (HOPMOTIIMKEMUs), BHAJAJIHITHH He CTHMYJIAPA
CEKpenyATa Ha VHCYNHH U HE HaMandBa HUBOTO HA KPBBHATA 3aXap.

Ypes nopuinaBaHe Ha €HAOTEHHOTO HUBO Ha GLP-1, BUnmariunTiH NOBMIIABa YyBCTBUTENHOCTTA HA

anda KICTKHTE KbM KPBBHATa 3aXap, KOSTO BOJW JIO TI0-a/IeKBATHA HA KPLBHATA 3aXap cexpen
[THOKArOH.

JloBuiIaRaHeTO HA MHKPETHHOBHTE XOPMOHH B YCJIQBHATA HA XHREPTIIAKEMHS BOIN
YBETHYARAHS HA CHOTHOLICHHETO MHCYTHI/TTIIOKATOH ¥ HAMANSBAHE [IPOIYKIHITA
YepHHS Apo0, KAKTO Ha MIAAHO, TAKA M CJle]l HAXPaHBaHe, ¢ KORTO C& HAMAIABA TITHK
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Ha0J0aa8a NpH NeYeHNs ¢ BUIAATTIUITUH.

Memdoprun

Metdopmu e OHrBaHUN ¢ AaHTUXHIIEPIIIMKEMUHEH €(PEKT, KOHTO HAMAaNABa CTOHHOCTUTE HA TIIIOKO32
B NJ1a3MAaTa, KAKTO Ha TMAJIHO TaKa u Ciae[l HaxpaHsaHe, TOH HE CTUMYNIHPA CEKPELATa HA MHCYIUH U
nopaau TOBa HE BOAM A0 XHIIOTIMKEMHA HAH YBEIHYABAHE HA TENECHOTO TEro.

MetdopMuH MOXe 1a 0Xa3Ba CROA IIIOKO30-NTOHIDKABAIL €hEeKT TOCPEACTEOM TPH MEXAHHIMA:

- IOCPEICTBOM HaMallaBaHe Ha 00pa3yBaHeTo Ha [ITFOKO3a B dopHHA APob upes uuxubupane Ha
TIOKOHEOIeHe3aTa U TJIMKOreHOIH3aTa;

- B MYCKYJIATE MTOCPEACTBOM YMEPEHO U3PA3CHO YBEIMYABAHO HA HHCYJIWHOBRATA
4YBCTBHTEHOCT, NoaobpaBaliky nepudepHoTO NoeMaHe U YCBOABAHE Ha MIIFOKO34Ta;

- nocpeacTsoM 3abasaHe Ha abcopOuusaTa na rOKO3aTa B 4EPBATA.

MeTgopmyiH cTUMYIHpPa BETPEKACTYHUS CHHTES HA TIIHKOreH, NHOCPEICTBOM MOBIMABAHE HA
FUKOI'CH CHHTETA34Ta U YIOBRILABA TPAHCHIOPTHYA KANALMTET Ha CNEUHDHUHHM THIOBE MeMOpaHHU
ritoko3nu Tparcroprepu (GLUT-1 u GLUT-4),

IIpi x0pa, HE3ABHCHMO OT BIIMAMMETO CU BBPXY ITHMKEMUATA, METGOPMHH HMa 61aronpusTHY edeKTy
BBPXY JIMIAAHMS MeTalomu3bM. B cpearo- 0 ABIrocpouHy KIYHAYHY NIPOYUBAHMS, IPH NPHEM Ha
TEPANCBTAYHH RO3U € NOKA3aHO, 4e: METPOPMHH NIOHMIKABA CEPYMHHUTE HUBA Ha OOLIHA XOMECTEpon,
LDL- xonecrepona u TpurniuepuiyTe.

IlpocnexTuBHOTO, pansoMmuzkparo mpoyurare UKPDS (UK Prospective Diabetes Study) ycranosssa
ABATOCPOYHMTE O3 OT HHTCH3WBHHA KOHTPOJ Ha KPBBHATA 3aXap TIPH NANKEHTH ¢ auabet T 2.
AHANUIBT HA PE3YATATHTE IPH NAUMEHTH ¢ HAZHOPMEHO TETNO, TEKYBAHU C MeTHOPMHH Clie/]
HEYCTIEX OT JICUCHHE CaMO C IUETA IOKA3BaT:

- 3HAYMMO HAMANABAHE HA AOCOMOTHUA PHCK OT BCAKO CBBP3AHO ¢ 1HA6eTa YCI0KHEHHE B
rpynara Ha methopmun (29,8 cubutna/l 000 naupenT-roarun) capaMo NalUEHTHTE OCTABSHH
camo Ha nvera (43,3 culurus/l 000 namment-roauny), p=0,0023 1 cnpsmo rpynure Ha
KOMOHHUpaHa Tepanis ¢’bc CyN(OHWTYPeiHN NPOIYKTH ¥ HA MOHOTEPAIIHS ¢ HHCYIHH
(40,1 cubuTna/l 000 nanmenr-rogunu), p=0,0034;

- 3HaU¥MO HAMANABAHE Ha AOCOMOTHMSA PHCK OT CRBP3aHA ¢ AnabeTa CMEPTHOCT: METPOPMUH
7,5 cuourua/l 000 maumenT-roaunu, camo Ha anera 12,7 cuourus/1 000 nauMeHT-roaMHN,
p=0,017;

- 3HAYMMO HamaJlsBaHe Ha abCOMOTHHA PUCK OT o0INA CMBPTHOCT: METGOPMHH
13,5 cpburna/1 000 nanueHT-roguHn cnpsmo camo Ha aueta 20,6 cuoutHg/1 000 nanyenT-
rogvun (p=0,011) u cripsaMo rpynuTe Ha KOMOMHHpaHa Tepariis Che CynPoHNTypelitn
FMIPOXYKTU H HA MOHOTEpans ¢ HCY Mk 18,9 cxbutrs/l 000 nanuent-rogunv (p=0,021);

- 3HAYUMO HaMaNABAHE Ha aDCOMOTHYS PUCK OT HH(DAPKT Ha MUOKApAA: METHOPMHH

11 cuburng/l 000 nanpent-roguns, camo Ha aueta 18 cuburns/l 000 naudeHT-roanHy
(p=0,01).

Knunn4da ¢QuracHOCT 1 6€3011acHOCT

IlpubaBsHETO HA BUINATTMIITHH KbM I€UEHHETO HA NALMEHTY, YMHTO FIHKEMHYEH KOHTPOM HE ¢
380B0IUTENICH BRIPEKH MOHOTEPANINATA ¢ METQOPMHH, CAST O-MECEHHO JIEHCHHUE BOIN JIO
AOITLIIHMTENIHO CTATUCTHUSCKH 3HAUKHMO CPEAHO TIOHMKaBaHe Ha cToliHocTTe Ha HbA 1. B cpapHenye
¢ manedo (pavtiky Mexxy rpynute ot -0,7% 10 -1,1%, cHLOTBETHO, 32 BWIIATIUIITHH 5§ B4 N0 e
100 mg). TlpouenTsT Ha NaMEHTHTE, KOUTO NMOCTUMAT NIOHVXKARAHE HA CTOHHOCTUTE =/._u ¥ A2
2 0,7% cnpAMO B3XONHKTE € CTATHCTUYECKH 3HAYMMO NO-BUCOK B ABETE IPYNH HA B / AR
TUTIOC METHOPMUH (CHOTBeTHO 46% u 60%) chpsamo rpynata Ha MeTHOPMUH TLUTIIOC (209,




B 24-cenmuuno KnHAMYHO W3NMTRaKE, BuiaaravnTis (50 mg 1Ba NHTH AHEBHO) € C paBHEH ¢
nHOrIMTa30H (30 mg BeIHBAK AHEBHO) MPY NALUSHTH, NPH KOUTC He € NOCTUCHAT AJEKBATEH
TIBKeMUY4eH KOHTpPOJI ¢ MeTdopmit (cpeasa fHeBHa Ao3a: 2020 mg). CpehHOTO NOHMKEHKE HA
uuBara va HbAi., npu cpeaen usxoaes HbA . or 8,4%, ¢ -0,9% npu nobasgHe Ha RBIIZATTHOTHE KM
METHOPMUH H -1,0% npu gobaBsHe HA NHOFIMTAZOH KbM METHOPMUH. CPEIHOTO MOBUIUABAHE HA
TEJIECHOTO TEIJ10, Hab/BOXABAHO MPU NALMEHTHUTE, MPHEMALY NHOTIWTA30H B JOMBAHCHUE KM
meThopmun e +1,9 kg, cnpamo +0,3 kg npu nauMeHTUTe, NPHEMAILH BWIAAITHITTHH B JOIFhIHEHHE
KBM METHOPMHH.

B KNMUMHUYHO H3MHTBAHE ¢ 2-TOAHIIHA HPOIBDKATEIHOCT BUANArAMITHH (50 mg ABa MHTH JHEBHO) €
CpaBHeH ¢ rEMenupua (10 6 mg/nen - cpenna no3a npes 2-t¢ roaunu: 4,6 mg) ciex A06aRAHE KhM
TepanuiTa Ha NAUKEHTY, JICKYyBaHH ¢ MeThopMHH (cpeaHa AHeBHa no3a: 1894 mg). Cnex 1 ronuna
CPEAHOTO NOHMAKEHHE HA HMBaTa Ha HbA . ¢ -0,4% npu aobaesine Ha BwiaaryunTiH KbM MeTHOPMHH
1 ~0,5% rpu nobaRsHe HA TTUMENHPHI KxM METGOPMHH, NipH cpeaen uixoneHd HbA . ot 7.3%.
ITpomsnara B TeecHOTO Terv1o px BHNArIMITHH e -0,2 kg cnpsimo +1,6 Kg npy ciuMenupus.
Hecrorara na cayyanTe Ha XUNOTIIMKEMMS ¢ CHTHAQMKAHTHO TIO-HKCKA B IPYNATa HA BRAAAMTHITHH
(1,7%) B cpaprenne ¢ rpynata Ha rivMenapun (16,2%). B kpaitrarta Touxa #a npoyusaHeTo (cnen

2 roanHK) croittoctuTe Ha HbA | ca nopo6Hu Ha W3XOAHWTE CTOIMHOCTH B JBETE TEepANeBTHYHH

TPYTIH, 2 PA3/IMUKMATA MO OTHOIWICHHE Ha MPOMAHATA B TSIECHOTO TETIIO U CIAYHAUTEC Ha XUIIOTIIHKEMUA
CE 3ana3Bar.

B 52-cenmiHO M3NHTRAHE BUNAATIANTHH (SO mg Ba WHTH IHEBHO) € CpaBHeH C MMKAa3H (CpeaHa
AHeBHa 103a: 229,5 mg/nen) cnen 106aBAHE KM TEpanuaATa HA HALHEHTH, HEMOCTHIHANTM KOHTPON C
MeTdhopMUn (W3x0aHa 1033 Ha MetdopMud 1928 mg/nen). Coaea | roausa cpenHoTO NOHWKEHUE Ha
HbA\c e -0,81% npu noGasaxe Ha BHIAANINOTHE KM METHOPMHUH (NIPH cpeieH u3xoneH HbA i
8,4%) 1 -0,85% npu fobasane Ha rmKIasua KbM MeTGopMun (Opu cpeneH Hixoaes HbA . 8,5%);
MoKa3aHa € CTATUCTHYCCKY 3Ha9iMa He Tio-ManiKa euxacHocT (95% Cl -0,11 ~ 0,20). Ilpomanara B
TeAecHoTo Terio ¢ H),1 kg nmpu swigarnunmid cupamo +1,4 kg npu riminasuz,.

B 24-cenMu4HO KNMHMYHO H3NHTBAHE € oUeHEHa ePUKACHOCTTA HA PUKCUPAHATA JO30BA
KOMOHMHalis OT BUARATTHANTHH U MeT(HOPMHH (TTOCTENIEHHO THTPHpaHa a0 103a ot 50 mg/500mg aga
rbTH AHEBHO M 50 mg/1000 mg nBa IMeTH JHEBHO), NPWIOKEHA KATO (THPBOHAYATHA TEPATIMS HPH
NAauHCHTH, HENPHEMAany NMPeAH TOBa APYrH NekapcTsa. KoMOrHalusiTa BHAAarmMITuH/ MeTpopMuH
50 mg/1000 mg, npunoxena qea ThTH KHEBHO, noumxasa HbA . ¢ -1,82%,

BUISATIMNTUE/ MeThopMun S0 mg/500 mg, npunoxena pa nvTy quesHo, ¢ -1,61%, MetdhopMuy
1000 mg, npunoxen a3 MbTH AHEBHO, ¢ -1,36%, a BungarnunTH 50 mg, NPUI0KEH JRA MBTH
RHeBHO, ¢ ~1,09 npu maxoaen HbA . 8,6%. [Monmwxkenvero na HbA ., HaGMORaBAHO NIPH NALMEHTH C
m3xoned HbA . >10,0%, e no-ronsmo.

24-ceAMUYHO, PAHIOMU3HPAHO, ABOHROCIIANO, NIIAUEGO KOHTPOIMPAHO H3UTBAHE € NPOBECHO TPY
318 nausenty, 3a 18 oLeHH edHKkacHocTTa ¥ BesonacHocTTa Ha BuARarmunTvs (50 mg aBa bty
AHEBHO) B KoMOHMnanHsa ¢ MeThopmuH (>1500 mg aHeBHO) v TiUMenupu (>4 mg AHEBHO).
Bujiparavnmyn B KoMOMHAIUA ¢ METGOPMUH W FAKMENTHPHI CUTHHGUKARTHO NIoHWKaBa HbA ;.
cnpsMo nianebo. Koprrupasara cnpsamo rwiaie6o paziuka B cpegHoto noumkenve Ha HbA ). cnpamo
n3xoaHata cTodiHocT oT 8,8% ¢ -0,76%.

24-ceAMHHO PAHAOMH3MPAHO, JBOHHOCIIAND, IALe00 KOHTPONUPAHO MITUTBAHE € IIPOBEACHO NPH
449 naiMenTy, 3a 1a OLEHN ePUKACHOCTTA U 5€30NaCHOCTTA HA BUIAArAMIITHH {50 mg ABa NLETH
AHEBHO) B KOMOWHALIAA C NOCTOSAHHA 034 6a3a/ICH HIH CMECEH MHCYJIHH (CPe/IHA NHEBHA [0
41 eanHUIIM), CHe CHIBTCTRAL preM Ha MeThopMHR (N=276) uny 6e3 conbTeTRall Tl
MeTdopmun (N=173). Bunparnurrun B koMGHHALMA ¢ MHCYAYH CHTHM(UWKAHTHO 110}
cHpAMO 1wiauebo. B obmara nonynanus KOpUrkHpaHaTa CIPAMO TIaUeto pasiKka B ¢ ok
nowxkenne Ha HbA . npu cpenya usxonnara croiitoct Ha HbA | 8,8%, e ~0,72%. ﬁ P O
JIEKYBaHU ¢ MHCYJTHH, ChC WK 63 CHITETCTBALL MpHEM Ha MeTGOPMHH, KOPHIMPAHOTES 3 ‘*f
nnauedo cpenno nonmwkerne Ha HbA 1 e crotsetno -0,63% u -0,84%. YectoTaTa 1 f@gﬁoﬁ:ﬁfﬁéﬁm /\
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B oO1waTa nomnynauysd e 8,4% v 7,2%, CrOTBETHO B rpynuTe Ha BUNAArMATHH M mnane6o, TTpu
MalWeHTHTe, NpUeMAalul BUTIANTHIITHH, He ce HabmoaBa nosuiuapane Ha Ternioto (+0,2 kg),
[OKATO TMpH nipHeMawite nhanebo ce HabnioAasa NoHMXkeHKe Ha Ternoto (-0,7 kg).

B apyro 24-ceIMU4YHO NPOYYBaHe NPH NAUMEHTH ¢ NO-HANpeAHan 3axaped nHabeT THI 2, IPU KOUTO
HE € MOCTUTHAT aICKBATEH KOHTPOJI ¢ NEUEHHETO ¢ HHCYIMH (KpaTko K 6bpaoaeiicTsall, cpenta
HHCyMHosa A03a oT 80 IU/aHesHo), cpennoTo nonwxernue Ha HbA . npy nobassHe Ha

B iarawnTul (50 mg nBa NbTH THEBHO) KBM MHCYITMHA € CTATHCTHYECKH 3HAYUMO HO-FONIMO,
OTKONXOTO 1npH KoMOuHaivaTa rauebo nuc uHeyaun (0,5% cupsmo 0,2%). YectoraTa Ha

XHIIOTIMKEMMA € NO-HHUCKA B I'pyliaTa Ha BHIRAIJIMOTHH, OTKOAKOTO B Naailebo rpynara (22,9%
crpamo 29,6%).

C'upoeyHo-cb008 puck

MeTa aHaIu3 Ha HE3aBHCHMO U NPEABAPHTENIHO ONPEAEACHHTE ChbPAEUHO-CHAOBH HEXKENAHN CROMUTHA
ot 37 dasa Il 1 1V xnunuyHM M3nUTBAHKUA TIPY MOHOTEPANUA ¥ KOMOMHMPAHA TEPATHSA, C
TPOTBIKHTENHOCT Han 2 FOOUHM (CpeaHa ekcno3mius 50 ceAMHELY 3a BHIIAIMITHE 1 49 cenmuim
33 CPABHUTENHUTE TIPOIYKTU), MOKA3BA, Y€ JICUEHHETO C BUWIATIMIITHY He € CBhP3aHO ¢ TIOBUILABAHE
Ha CbPACUHO-CHIOBHUA PUCK CIIPAMO CPABHHTENHHTE NpoAyKkTU. CheTaBHATA KpaiiHa TOYKA Ha
MpeaBapruTeIHO ONPSACEHUTE FOJIEMH ChPAECYHO-CHI0BU cHhONTHS (major adverse cardiovascular
events ~ MACE), BKMOYHTENHO MHOKApIEH HHOAPKT, UHCYAT KM CMBOT (TOPAAH CLPAEYHO-CHII0BA
NpHYMHA, € NoNoOHa NPY BUIAATIIMIITHH CHIPAMO KOMOHHUPAHH aKTHBHY ¥ INALe00 CpABHHTENIHI
npoaykry [OrHocuTeneH prck no Mantel-Haenszel (M-H RR) 0,82 (95% C10,61-1,11)]. MACE
HACTRIBA 11pH 33 oT 9 599 (0,86%) naumenTy, nekysanuu ¢ BUNJArIWNTHE | npu 85 or 7 102 (1,20%)
NaudeHT™, JEKyBaHN ChC CPABHHUTENEH MPoayKT. OLCHKATa HA BCEKH OTAeAeH KoMnoneHT Ha MACE
He 10Ka3Ba NopHileH pruek (nopoted M-H RR). CubutHa ¢ noTebpacHa ChpAeuHA HEJOCTATHEHHOCT
(CH), nedunnpana kato CH, nsucksauia xocn#ranuzanms, win Hosornosseia ce CH, ce choOuasar
upu 41 (0,43%) oT nanueRTHTE, NeKyBany ¢ BUIAAAMNTUH W pu 32 (0,45%) oT natmMenTHTE,
neKyBaHy ¢ue cpapupreneH npoaykr M-H RR 1,08 (95 Cl1 0,68-1,70).

[leauarpruHa OmyJIaLHs

Epponelickara areHums 1o J1eKapcTBaTa 0CB000KAABA OT 3aAB/IKEHHETO 32 NPeJOCTABIHE Ha
PE3yATaTUTE OT NPOYIBAHHATA C BUNAAITMIITHH B KOMOHHALYS C MET(HOPMUH BLB BCHUKH MOATPY A
Ha MeaHaTpuYHaTa MOMyaHs Che 3axapen A¥abeT Tun 2 (BX. Touka 4.2 338 HHHOPMALHSI OTHOCHO
ynotpeba B neaHaTpRaTa).

3.2 dapMaKoOKHHETHIHA CBOHCTBA

Menxkapr JIvo

Abcopbyus
Hokasana e 6uoexBHBasieHTHOCT Ha MenkapT Jlyo npu Tpd pasnuuuu sosuposkd (50 mg/500 mg,

50 mg/850 mg n 50 mg/1 000 mg) cripsamo koMOHHALMS OT OTAENHH TabIETKH BUANATIHATHH U
METPOPMHUH XHAPOXIOPHA B ChOTBETCTBALINTE JO3H.

XpaHara Ke HOBAHABA CTENEHTa M ckopocTTa Ha abcopOLms Ha BUIAArIUITUAH 0T Menkapt dyo.
Cxopoctra W cTenerra Ha abcopbuma Ha MetgopMun ot Menxapr dyo 50 mg/1 000 mg ca

HAMaJIEHH, KOTaTo ce TIPUAAra eAHOBPEMEHHO C XPpaHa, KOSTO C& OTPaiftBa B NIOHMKABAHE
26%, AUC ¢ 7% u 3abaBsiHe Ha JOCTHTAHETO HA Tmax (2,0 10 4,0 yaca).

[locneasaiioro H3noAeHUE OTPazgsa HapMaKOKMHETHUHITE CBONCTRA HA OTASIHK
BeuiecTra B Menxapr Jlyo.



BuinaraunTus

Abcapbyus

Crnexn nepopanto npunoxeHye Ha MIaAHO BIULIAIAKOTHH ce abcopbupa 65p30 ¢ MUKOBa MIa3MeHa
KOHUEHTpalua Habmoaasata Ha 1,7 gac. XpaHara cnabo 3a6aBs BpeMeTo 32 JOCTAraHe Ha ITMKOBATa
Tuia3MeHa KOHUGHTpAUMS A0 2,5 Yaca, HO He nosauasa obuara ekcnosuims (AUC). IpunoxenueTo
Ha BHIATIMIITAH ¢ XpaHa BOAH 10 NOHWKABaHe Ha Cmay (19%) cnpsaMo npunioxeHHe Ha MamgHo.
CTeneHTa Ha npoMsHa, 006ave, He € KIMHMYHO 3HAYMMA, TaKa Y& BUIAATTHIITHH MOXKE A C& PHIara ¢
1y Oes xpana. AGcomoTHata GnoHatHaHocT ¢ 85%.

Pasnpedenrenue

CBbp3BaHETO HA BWINATTIMITHH C IIa3MEHATE NPOTEUHHN € ci1abo (9,3%) ¥ BHNRATIHITHH Ce
pasnpeens NopaBHO MEXKIY INIA3MAaTa H YSPBCHHTE KPpbBHMU KieTkH. Cpennus obeM Ha
pasnpeneneHue Ha BUAZArIRITHH B CTAUMOHAPHO CHCTOSHWE Cle/l MUHTPABEHO3HO NpUnokeHue (V)
¢ 71 nutpa, K0oeTo npeanonara eKCTPABACKYNAPHO pasrpenencHue,

Buompancopmayus

MeTaboNH3MBT ¢ OCHOBHUA LT Ha ENMMUHHPAHE HA BUNJATTIMITTHA NPH XOPa, KOETO C& OTHACH 3a
69% ot zosata. OcHosruaT MeTabonmut (LAY 151) e hapMakonoruuHo HeaKTHBEH H € MPOAYKT Ha
XHAPOJIN3aTa HAa UHAHO rpyrarTa, ChCTaBngaea 37% OT N03aTa, MOCHAEABAH OT HPOAYKT Ha aMUIHA
xunposnsa (4% ot go3ara). DPP-4 gonpryacs 4acTHHHO 32 XHApOAM2aTa Ha BWIZATJIMITTHH, KOETO Ce
OCHOBABA H4 i1 Vivo MPOYUBAHE, B KOSTO €2 U3N0NI3BAHM NbXoBe ¢ neduuut Ha DPP-4,
Bunaarnunrey ve ce merabonmsupa oT CYP 450 ewsumuTe N0 CTENeH, KOATO MOXeE 1a Obae
onpenenera. CreoBarTento, He & O4aKBA METAOOIUTHUAT KAHPBHC HA BHANATIUIITHH Aa Ce NORIASE
OT eAHOBpPeMEHHOTO NpuiokeHue ¢ CYP 450 unxnburopy wuny nuxykTopu. In vitro npoy4BaHHsTa
[OKa3BAT, 4¢ BHARATTHITHH He HHxHOMpa/mHIynupa ensumure CYP 450. Eto 3aino, HaMa
BEPOATHOCT BU/IAAFJIMIITHH Na MOBNUABA META0O/INTHUSA KNUPHHC HA eHOBPEMEHHO NMPHIAraHHTE

nexaperpa, Metabonusupanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 unn
CYP 3A4/5.

Enuwmunupane

Cnen nepopanuo npanoxerue ua [ *C) Buagarauntyy, npubmsirenso 85% or no3ara ce
CKCKpeTHpa B ypuHata d 15% oT po3ara ce oTkpusa BbB (peueca. brlpeunara exckpeuus Ha
HEMPOMEHEH BUIAATIMIITUH CbCTab/iaBa 23% 0T nozara cien nepopanto npuinokeHue. Cnen
MHTPABEHO3HO NPUJIOKSHUS HA 31PABH HHAWBHAY, OOILHAT IUTa3MEH H OLOpeyeH KITMPBHE HA
BUJIAAIIMIITHH €, ChOTBETHO, 41 4 13 l/9ac. Cpeannar enuMMHAIMOHEH NOSYKMBOT IS

HHTPABEHO3HO NPUIOKEHHE € NPUONM3HTENNO 2 Yaca. ENWMNHALIMOMHHAT IONYXHBOT Clel
NEpOPANnHO NPUIOKEHWE ¢ npubinayuTento 3 yaca.

JIuneunocmy/HeruHeliHocm

Crnax Ha BR/IZIATIHITTHH H JUIOITA FIOJ KPUBATA NJIA3MEHa KOHUEHTpamus crpsimo Bpeme (AUC) ce

NOBHILABAT 110 NPUOIUNTETHO 103a-NPONOPLUMOHANEH HAUMH B PAMKHTE Ha TEPANeBTHYHMS 10308
WHTECPBA.

Xapaxmepucmuxy npu nayuesmune
[on: He ce nabnropapat KNMHWYHO 3HAYMMM PA3INKK BbB hapMaKOKHHETHKATA HA BHANATTHIITHH

MPH 31paBy MBIKE W JKEHN B [WPOK AHAMA30H HA BB3PAcT M HHAEKC Ha TejlecHa maca (UTM),
Huxubupatiero Ha DPP-4 ot BusinarninTin He ce nornusLBa OT NOMA.

S—

BwigarnunTiH (100 mg seibK AHEBHO) ce yBeAHYaBa ¢ 32%, ¢ 18% nopuisaBane Ha
[LTa3MEHA KOHLICHTPAUNA B CPaBHEHHE ChC 3APABK MIasW NHAKBUIH (18-40 roaunu),

obave, 1e Te3W NPOMERH He ca KIFHUIHO 3HaunMu. MaxuGupasneto va DPP-4 ot sl
MOBITHABA OT Bh3PacTTa.

Buspact: [Ipu snpasyn nHAKMBHIY B cTapuecka Bh3pact (> 70 roautu), oGMIATa EKCNO3HLIMY




HYeproapobno yspexaare: I1py NaliMeHTH ¢ IEKO, YMEPEHO WM TEIKKO YEPHOAPOOHO
yspexnane {Child-Plugh A-C) Hama xnuunaHO 3rauHME npoMeHu (MakcuMyM ~30%) nipy
EKCMO3ULIMNATA HA BW/IAATTHITTHH,

brOpeuno yspexnane: Ilpy MuIUBUAM C JIEKO, YMEPEHO MITH TexkKO 6n6pedHo yepexaHe
CHCTEMHATA SKCTIO3UIMS HAa BUNJATMITTHH ce YBenu4ana (Cra 8-66%; AUC 32-134%) u

TOTAHHA TEeNSCeH KIHPBHHC HAMASBA B CPABHEHHE C HHAHMBHAN ¢ HOPMATHA ObOpeuna hyHKLHA,

EtHuyecka rpyna: OrpansdenuTe JaHHU NMPEANONarar, e €THHUECKATa NPHHAAICKHOCT He
OKa3Ba ToJiaMo BIIMAHUE BLPXY (PApMakOKHUHETHKATA Ha BHJIZAHITHH,

Metdopmun

Abcopbyus
Cnef nepopancs npueM Ha MetdOpMHH, MaKCUMaTHATA MUTasMena KoHueHTpauus (Crna) c& ocTura
cret 0KoJIo 2,5 4aca. AGcomoTHaTa OHoHANWUHOCT Ha Tabnetka MetdopmuH ot 500 mg mpu

3APAaBH HHAMBHIM e npubausuTenHo 50-60%. Crea nepopaneti nmpuem, HeabcopbrpaHata gacr,
KOATO C¢ ycTaHoBgBa BBE delicca ¢ 20-30%.

Creg nepopaito npunoxeHne abcopbungra Ha MeTGOPMUH € HacMIama W Henbiaa. [Ipuema ce,
ye (apmaxokuHeTuxaTa Ha abcopOumHaTa Ha METHOPMHH He e uHeHna. [Tpu obuualinure no3y Ha
MeTPOPMHH U CXeMH HA NPWIATaHE, CTAUHOHAPHE (UTA3MEHA KOHLEHTPALHS €€ JOCTUTA B PAMKHTE
Ha 24-48 yaca u o010 8310 € noa 1 pg/ml. Ilpu KOHTPOIMPAHY KNMHYYHK NTPOYYBAHHA
MAKCHMANHWTe [123MEHM HUBA HAa MeTPOPMUH (Cpa) He Hampmimanat 4 wg/mi, opu npu
MAaKCHMAJTHU J03H.

Xpanara c1abo 3a0ass M HamManasa cTenenTa Ha abcopOums na MeTdopmuu. Chesi IPWIOKESHUE Ha
no3a ot 850 mg nukoBara wiazMena koHneHTpanud € ¢ 40% no-uucka, AUC e HamaneHa ¢ 25% u

BPEMETO 33 AOCTUraHe Ha NUKOBA ITa3MeHa KOHUEHTpaUMA € YABIDKEHO ¢ 35 MuHyTH. He ¢ acHa
KJIUHUYHATA 3HAYUMOCT HA TOBA HAMAJICHME.

Pasnpegenenue
CBbp3BaHETO C TA3MEHUTE NIPOTEMHY € He3HauuTeNHo. MeThopMuH ce pasnpenens v
eputpountire. CUpenHuar obiem Ha pasnpenencsue (Vq) Bapupa mexay 63 n 276 nurpa.

buompancgopmayia
MeTtgopMHH ce eKCKpeTHpA HEMTPOMEHEH B ypuHaTa. [Ipu Xopa He ce yCTaHOBABAT METADOIUTH.

Eaumunupane

Merdopmit ce etumMuHMpa upes 6H0peuHa exckpelus. BrOpeuHUsT KNUphHC Ha METGOPMHUH €

> 400 ml/min, koeTo Noxa3Ba, 4¢ METHOPMHH ce eNUMHHUPA Ype3 TIOMEPYAHa QPUATPALIM W
TyOynHa cexpewms. Cned nepopanieH npueM, NPUBHAHNA TEPMHHANEH SAMMMHAIIMOHEH TI0YKHUBOT
¢ npubnusntenyo 6,5 yaca, [lpy yppenena 616peuna pyHxuys, Gu0pedHUAT KIHPBLHC € HamalieH
PONOPUHOHATHO HA KPEATHHHHOBHSA KITHPHLHC U [TOPAZIY TOBA €HMUHALMOKHUAT TIQIYIKHBOT €
YABJDKEH, KOETO BOAY [0 NOBUILABAHE HUBO HA METHOPMHUH B TL133MaTa.

3.3 [IpeaxnaauvnH 1apuy 3a 6e300aCHOCT

11pu xuBOTHY ca NPOBENEHM EKCTIEPUMEHTATHH IPOYUBAHMA C NPOTBIKUTENHOCT A0 13,
KOMOWHAIMATA OT BEINCCTRATA, CHABRPKaK ¢e B Menkapt yo. He ce yeranoBsear Ho :
H& TOKCHYHOCT C Ta3M komOuHanud, ClieBailiuTe NaHHK Ca YCTAHOBEHH B TiPOY4BaHHA

¢ BWAJATTMATHH U MeTGOPMHH NOOTASIHO.



Byutnaraunmy

Ipu kyueTa ce HabMo/aBa yIBIIAABAHE HA HHTPAKAPAHAIHOTO MIPOBEXKIAHE NPH 1034, NPH KOATO
HAMa edekr, oT 15 mg/kg (7-rbTh Haa eKCIIO3UIMATA IPK XOPpa BH3 OCHOBA HA Cra).

Kymymipaxe Ha ReHecTH anseonapsn Makpodaru B Genure apo6ose ce Hab/Tio(aBa NpH mWIbXoBe H
MHIIKH. J]]03aTa, NPH KoATO He ce Habmoaara nogoGer edexr npd mwisxose ¢ 25 mg/kg (5-wTH Han
eKCNO3uiIMsTa NPy Xopa Bb3 ocHosa Ha AUC) u 750 mg/kg npu Muwky (142-m6Tv Hag
SKCIIO3UUMATA [PU Xopa).

CroMalHO-YpeBHUTE CHMITTOMH, 0COOSHO MEKM H3IPAKHEHHS, HINPAKHEHNS ChC CIY3, JHApUI
H TP 0O-BUCOKH 03U KPHB B H3NPAKHEHUATA, ca HaOmonaBanu npu kyyeTta. Hupo, nipu koeto
He c¢ Habmoaasa edekT He e YCTAHOBEHO.

BuinariunTug He € MyTareHeH 1pd KOHBEHUHOHANHHTE 1N VIO M i1 ViVo U3CIIeIBAHUA 33
reHOTOKCHYHOCT.

IMpoyusane 3a GepTUAMTET M PaHHO eMOPHOHATHO Pa3BHTHE NPH IUTEXOBE HE NaBa RAHHU 3a
HapyLICHUS BBE GEPTUNHTETA, PEIPOSYKLMATA UM PAHHOTO eMOPHOHAJIHO Pa3BUTHE B Pe3y/ITaT Ha
ASHCHHETO ¢ BUAATIHITHH. EMOpro-eTanHaTa TOKCUMHOCT € OLEHABAHA MPH ILTBXOBE H 3aiiy.
TopuiieHa uecTOTa Ha BHIAHO0OpasHH pebpa ce HaG/roaaBa MTpH WIBXOBE BBB BPB3KA ¢ HAMAJEHH
NapaMeTPH Ha TENECHOTO TerA0 Ha MaHYHHHA OPraHUIbM C 4033, NIPY KOATO HAMA edeKT, oT 75
mg/kg (10-nbTH Raz ekcHO3HMUMATA IpH Xopa). TIpK 3aliiy, HaManeHo TenecHo Terio 1 NPOMEHH Ha
CKEIeTa, NOKA3ATENHM 33 3a0aBAHE B PAa3BUTHETO, Ca OTOSNA3AHY CAMO MIPH HANHYHETO HA TEXKKA
TOKCHUYHOCT

33 MaWUMHHA OPraHK3bM C 034, NPH KoaTo HaMa edekT, S0 mg/kg (9 MbTH Ha EKCIIO3UIMATA (TP
xopa). LIpn nirexoBe € nPOBEACHO Npe- U NOCTHATAIHO NMPOyYBaNne 3a pasrTie. Haxonxu ce
HabirnaBaT caMO BB BPB3KA ¢ TOKCMYHOCT NPH MaAHYHHAS OPranusbM opu > 150 mgikg v
BIJIIOUMBAT MPEXOAHO HAMAIABAHE HA TEJISCHOTO TETAO W HAMANEHA ARMraTe/IHa akTHRHOCT B F
MOKOJIEHHETO.

ABYroAMILHO NIPOYYBaHE 33 KAPUMHONEHHOCT € NPOBEASHO NPH IILXOBE MIPH NEPOPATIHH A03K [0
900 mg/kg (npubsmsurenHo 200 mMbTH EKCIO3MIMITA PH XOPa NIPY MAKCHMMAIHO
npenopbusaHaTa Ao3a). He ce Habmonasa noRuIaBaHe HA YECTOTATA HA TYMODHTE, KOHTO Guxa
MOINIH 18 C& OTHECAT KbM BHIIAATTMOTHH. Jpyro ABYroAHIIHO APOYUBAHE 32 KAPUMHOTEHHOCT €
NPOBEJSHO IIPH MUILLIKK ¢ fiepopaniy 2o03u Jo | 000 mg/kg. ITopuineHaTa yecTora Ha
4[CHOKAPLIHHOM Ha I'bDAATA H XeMAHTHOCAPKOM ce HaOMmOoAaBa Npy 1033, IPH KOATO HAMA eeKT,
CHOTBETHO, oT 500 mg/kg

(59 bTH excnosumATa 1pu Xopa) # 100 mg/kg (16 moTi ekcnosuimsTa npyu xopa). Cuura ce, ye
TOBUIIEHATA HECTOTA HA TE3H TYMOPH Py MUK He MPeCTaBNiABA 3HAUMM PHICK 3a XOpaTa, Bb3
OCHOBa Ha JINACAT4 Ha MEHOTOKCUUYHOCT HA BWIAAITIMIITHH M OCHOBHHA MY MeTabOoJIHT, NOARATA
Ha TyMOpUTE CaMO IPH €IUH BWI U BUCOKUTE CHOTHOUICHHMA HA CHCTEMHA EKCIIO3ULMS, Sy
KOATO ca HAbMIogaRaHd TYMOPHTE.

B 13-cenmMuuno npoyuBaHe 3a TOKCHYHOCT NP MaliMyHKH MaKALlH, KOXKHHN Ne3HU ca ordeligsany
npu fo3u > 5 mg/kg/ne. Te ce noxanu3upat BHHATH 110 KpaHHAIUTE (PBLIETE, XOMWIATA, YIUUTE
v onawkara). Ilpu 5 mg/kg/nen (npubimsnrenen exupanent na AUC ekcnozuumuara npy xopa
apx 2032 100 mg), ca HabmronaBaty caMo Mexypu. Te ca oBpaTuMK HE3aBUCHMO OT TOB
JIEYEHUETO € MPOMABIKEHO H HE Ca CBhP3aHU C XUCTONATOMOrHUHH aHoManu, Hany
MOWISUNA C& KOKA, CTPYNEH H PaHH HA OMAILKATa C KOPEJMPAIY XUCTONATOIOrIY
HaOmoaasadu npH  7o3u > 20 mg/kg/new (npubnuzurento 3 v AUC excriosu
npy no3a 100 mg).

HexpoTuutu ne3sny Ha onauwkara ce Habmogaear npy > 80 mg/kg/nen. Koxuure




ofpaTHMy MpU MaliMyHH neKyBatu ¢ 160 mg/kg/nen no speme Ha 4-CeMUYHHMA
BB3CTAHOBHTENEH MEPUOA,

Metdiopmun

Hexnuuanynvte aansy 3a Mer(hOpMHH He TIOKa3Bat 0COOSH PHCK 38 Xopa Ha H6asara Ha
KOHBEHIHOHATHUTE (apMaKOJIOrHUHA NPOYYBaHuA 3a 6€301aCHOCT, TOKCHYHOCT TIPY MHOTOKPATHO
NpUIarabe, reHOTOKCHYHOCT, KAHIIEPOTeHEH NOTSHUKANT H PEfpPO Iy KTHBHA TOKCUYHOCT.

6. CAPMANEBTUUYHU JAHHU

6.1 Cnachbk HA NTOMOLMIHATE BelllecTBa

Aapo Ha TabneTkara

XUAPOKCHIIPONUALIENY 034
JlakToza

Mukpokpycransa uenynosa 102
Kpockapmenosza HaTpuii
Harpues creapun dymapar

OWIMOBO NOKPHTHE

Xwvnpomenosa 2910
Turauor guokeng (F 171)
Maxporon/PEG MW 4000
Tank

KenezeH okcu, xuar (E 172)

0.2 HeenLBMEeCTHMOCTH

Henpunoxumo

6.3 Cpox na rogHocTt

2 TroavHH

6.4 Cneunannm YCI0BRA HR ChLXPIREHNE

To3y siekapcTBEH NPOAYKT He UIHUCKBA CTICLIMANTHY YCIOBUA 33 CbXPAHEHHE.

6.5 Bua¥ cpaLpKaAAHE HA OMAKOBKATA

ALU/OPA-ALU-PVC 6amcrepu.
Bunore onaxosku: 10, 28, 30, 56, 60, 120, 180 u 360 punmupanu Tabnerxu,

He scH4ki BHZOBE ONAKORKM MOTaT Ja Gu1aT MycHaTH B npoaaxoa.




6.6 Cnennajup npejnasuy MepKH NP W3XBhpasAE B pabora

Hewn3nonzsanuar JekapeTBeH MPOMYKT KK OTNANBYHUTS MATEPHANH OT HETO TPSOBA 1A C& U3XBBPIAT
B CHLOTBETCTBUE C MECTHUTE H3UCKBAHHA.

7. TIPHTEXATEJ HA PASPENIEHHUETO 3A YTIOTPEEA
G. L. Pharma GmbH

Schiossplatz |
8502 Lannach

ABCTpHS
8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Menxkapt dyo 50 mg/850 mg dpramupans tabnetku Perucrpanmonen Ne 20200171

Mesxkapr yo 50 mg/1000 mg dunmuparu tabnerkn Perucrpauviorend Ne 20200172

9. JATA HA IIBPBO PAZPEINABAHE/TIOAHOBABAHE HA PASPEHIEHHMETO 3A
YIIOTPEBLA

Hara Ha mepBo pazpewnasane: 06.10.2020
JlaTa Ha MOCAEOHO NMOAHOBSABAHE:

10. JATA HA AKTYAIU3UPAHE HA TEKCTA

10/2022




