NPHJIOXEHHE 1

KPATKA XAPAKTEPHCTHKA HA ITIPOAYKTA



1.  MME HA JEKAPCTBEHMS IIPOAYKT ; VISTILJIHITENHA ATEHLNA NO NEKAPCTBATA

| Kpanmia xapexmepucmuia Ha NpOgYKMA - [DUAGKEHUS 1

Bunpakon-Met 50 mg/1000 mg dmmmupann Taﬁnem? 2oL/ 2
Vildacon-Met 50 mg/1000 mg film-coated tablets KnM Pog 12378

----------------------------------------------------------------
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2. KAYECTBEH 4 KOJJMYECTBEH C'BCT POUIOHUE N8 22 erolonreecrersiretversc cavesvessrssnassivsseanonans F
AKTHBHH BellleCTBa; goc;peuue NE ocriemresmseneencnsanns A 2 lnm
- BHINAArMNOTHM (vildagliptin);

- MET(QOPMMH XUApOXNOpHA (metformin hydrochloride).

Bcska ¢punmupana tabnerka caabpxa 50 mg sunaarnunTHu (vildaglipting n 1000 mg

meThOPMHH XHAPOXIIOPHT (metformin hydrochloride) (exsuBanenTHH Ha 780 mg

MeT)OpMHH).

3a MBAHKUA CIIHCLK HA MOMOIIHWTE BEIIECTRA BHXKTE TOYKA §.1.

3. JIEKAPCTBEHA ®OPMA

DunmupaHa Tabnerxa.

THMHO xBATa, eTUNICOBAAHA QUnMHIpana TablieTka ¢ BATEOHATO penedHo o6o3HaueHue
“MHV” or efiHaTa CTpaHa M [IA[KH OT ApYTaTa, ¢ J(b/DKHHA nprGmu3nTenno 21,1 mm u

HIMpOoUHHA anGJmamenHo 9,1 mm.

4. KJIHHHYHH JAHHH
4.1 Tepanesraann moKkazanus

Bunpakon-Mer e nokasaH 3a ieueHne Ha Bh3pacTHH MALMEHTH Che 3axapeH Auaber Tun 2:
- Binnakon-Mer e nokasas 3a jieyenye Ha BEIPACTHH NAIHEHTH, TIPH KOHTO HE €
BBE3MOXKHO J1a C€ MOCTHIHE 3a/I0BOJIHTENICH ITIMKEMHYEH KOHTPO, IPH MaKCHMAITHO
IOHOCHAMATA 3a TAX 1034 TICPOPAITHO [IPHIOXKEH MeTGOPMHH HJIM NPH NMAHEHTH, KOUTO Beve
Ca JIeKyBaHH ¢ KOMOMHALMATA BHNJATTIHIITHE U MeTQOPMHUH NOA GopMaTa Ha OTACIHH
TabneTky.

- Buwigakon-Mert e nmokasaH B koMGHHawma cue cyndanmwtypeiiHo Tpon3BoAHO (T.¢.
TpOiiHa KOMOHHHpaHa Tepallks), B OTLIHEHHE KbM JHETATA U YIPAKHEHHUSATA, TPH
BB3DACTHH NAUMEHTH, TIPH KOUTO He € MOCTHTHAT afeKBaTeH KOHTPOA ¢ METGODMUH H
CybaHHITYpeiHO TIPOH3BOHO.

- Bunpakon-Mer ¢ nokazan karo TpoiiHa KOMOHHKpaHa Tepalyi C MHCY/HH, B
AOITBIIHEHHME KBM JHCTATA H YIPOKHEHHMATA 33 ToNo0paBaHe Ha MIAKEMWYHAS KOHTPOI TIpH
BE3DAacTHH TALIMEHTH, [IPH KOMTO NMOCTOAHHATA 1033 MHCYJIHH W MeT(OPMUH, TIPHIOKESHH
CaMOCTOSTEITHO He [TOCTHIaT aJIEKRATEH MMIMKEMHYeH KOHTPOIL.

4.2 [lo3ApoBKA M HAYAH HA NPHAOGKEHHE

ﬂozuponxa

Buvspacmuu ¢ nopmanua 6vtipeuna dynxyus (GFR> 90 ml/mur)
Josara mpu aHTHXMnNEprIVKEMWYHATA Tepanus ¢ Buagakon-Mer TpaGea
HMHAMBHIYATH3HpaHa BBE3 OCHOBA Ha TEKYlaTa CXEMa HA MALMEHTa, edekT
NMOHOCUMOCTTA, KaTo HE c€ MpeBHilaBa MAKCHMATHATA [IPENOPHUMTEIIHA JHCBH
mg BUNAArTHIITHH. Bunzakon-Mer Moxke Ia ce sanouse Karo Ttabnerka or 50
NPUIIOHKERA [BA IHTH JHEBHO, €1HA Ta0NIETKa CYTPHH M €/Ha Bevep.




- Ilp¥ nauWeHTH, NPH KOMYO HE € TOCTMTHAT aACKBATEH KOHTPON ¢ MaKCHMATHATA
[OHOCHMA 1038 METGOPMUH, TIPHIATAH KATO MOHOTEPAIIHA:

HayanHara nosa na Bungakon-Met TpsGBa ja npeaocTass BEAJALTMOTHE 50 mg /iBa ObTH
AxesyHo (100 mg 06ma AHeBHa N03a) WMOC 03aTa HA METGOPMEH, IPHEMAaHa J10 MOMEHTA.

- Ilpn maumeHTH, IpH KOMTO Ca HpWIaraHd eXHOBPEMEHHO BWIAAITHMIITHH B MeTGOPMHH
KaTo OTAENHH TabIeTKH:

Bunpgakon-Mer Tps6Ba na ce 3anouHe B CHIHTE J03H Ha BHINAITIHIITHH H METHOPMHH,
KAKTO [IPHEMAHHTE O MOMEHTA.

- [Ipy naumeHTH, NpH KOWTO He € MOCTHIHAT AJAEKBATEH KOHTPOI ¢ ABOHHA
KoMOBHAMA ¢ MeTPOPMHH K cYidaHITYPEitHO MPOM3BOIHO:

Hozata Ha Bunnakon-Mert Tpa6sa ma npefocTaBs BHIJATIMITTHH B 103a 0T 50 mg ABa IITH
Axesno (100 mg obmia mHEBHA K03a), a Jo3ara Ha MeThOpPMHH Tpalea aa 6nae moxolua Ha
npuemanaTta a0 MomeHTa. Koraro Bmnpakon-Mer ce mnpunara B xkoMOHWHALMA CBC
CynthaHMTypeHHO TNpPOM3BONHO, MOXE Ja €€ HMa NpeABHA IO-HMCKa J03a Ha
CyNpaHITYPEHHOTO NPONU3BOHO, 32 1A C& HAMAIH PHCKA OT XHMITOTITHKEMHS.

- Ilpu malmeHTH, TIPM KOMTO HE € MOCTHTHAT aJIeKBATeH KOHTpoJ ¢ IBOifHa
KOMOHHMpaHa TEpanHA ¢ HHCY/IMH H MAKCHMAJIHA TTOHOCHMA JI03a MET(OPMHH:

Hosara Ha Buanaxon-Mer Tpa6Ba fa npefiocTaEs BUIAANIHITHE B 034 OT 50 mg ABa 0bTH
ndesno (100 mg obma 1HeBHa 103a), & Ko3aTa Ha MeTGOPMHUH Tpabpa Na Gbae noaobHa Ha
J103aTa, IPHEMAHAa JI0 MOMEHTA.

BezonacHOCTTa 1 e(UKACHOCTTA Ha BHIAACIMIITHH M MeTQOPMHMH, IIPUIATaHA KaTo TPoiiHa
1epopanHa TepanHa B KoMOMHALIHSA C THA3ONMIMHIHOH HE C4 YCTAHOBEHH.

Creyuaanu 2pynu nayuenmu

Cmapuecka ev3pacm (> 65 z00unu)

Trit xaro MergopmuH ce exckperupa npe3 6p0pelnTe, a NAUMEHTHTE B CTAPYECKE BH3Pact
[OKa3BaT TCHAEHLHA KbM HaMaldBaHe Ha OnOpeuHaTa QyHKUHA, OpH TAIHEHTHTE B
CTap4ecka BB3pacT, KOHTO NpHemar BunnakoH-Mert, pemosHo TpaGBa Aa ce mpocienssa
¢ynkumnaTa Ha 6B6perre (Bx. ToukH 4.4 1 5.2).

Bvbpeuno yspescoane

Ilpeau 3anodBaHe Ha JNEYEHHE C nponymn ChABp:KalK MeThOpPMHH, TPAOBA J1a ce HANPABH
onenka Ha GFR croifHocTHTE, a Ciles TOBa — 1 Ce MPOCEAABAT TTOHE BEAHEK rogumHo. Ipu
NIALHEHTH C MOBHINEH PUCK OT MO~HATATBUIHO HporpecHpaHe Ha 6B0peuHo YBpexKIaHe H IIPH
NAanMeHTH B CTapyecka BB3pacT Tp:AOBa MO-4eCTO Aa ¢ TNpaBH ONeHKAa Ha OwnOpeuHara
(yHKIHA, HANPAMEp Ha BcekH 3-6 Mecena.

3a npeanovywTaHe € MAKCHMATHATS AHEBHA 1032 MeT(OPMHH Ja Gbae paszencHa Ha 2-3
RHEBHH 1034. DaKTOPH, KOMTO MOTAT /1A YBEIHYaT PHCKa OT NAKTATHA alHA03a (B, TOYKA
4.4), Tpabea na Opnar npepasrieaany, Npeay Aa ce 0OMHCIIH 3aN0YBAHETO Ha JISUSHHE C
MeThOPMHH NIpH NMauuenTi ¢ GFR< 60 ml/min.

AKo He e IOCTEIHA 103082 dopmMa Ha Bruiinakon-Mer ¢ afeKBaTHO KOMYECTBO HAa aKTHBHOTO

MOHOKOMIIOHEHTH.




GFR ml/min Metdopmun BuiparnunTvH

60-89 Makcumannara arepHa fo3a ¢ 3000 mg. He ce Hamara KOpHTHpaHe Ha 103aTa.
MO}KG Jia cc OGMHCJIH HaMaligBaHC Ha
Jlo3aTa [pH BlioIaBaHe Ha Ob0pedHara

Pynxrpas,

45-59 MakcumanHara nHeBHa fo3a e 2000 mg, MakcumaliHaTa HeBHa f03a € 50 mg.
HavanHaTa 034 € [I0He NOJIOBHHATS OT
MaKCHMAHaTa J103a.

30-44 Maxcumannara neesHa go3a e 1000 mg.

Havannara 1032 € moHe NOJIOBMHATa OT
MaKCHMA/IHATA 034,
<30 MeT¢hopMHH e NpOTHBOMOKA3AH.

Yeprodpobuo yepexcoare

Buinakon-Mer He TpafBa Na ce npuiara IpM TAUMEHTH ¢ YePHOAPOOHO YBpex[aHe,
BKIOYHTEHO TE3H CBC CTOMHOCTH Ha anaHuH amuHOTpancdepasa (AJIAT) win acnaprar
amuHOTpaHcpepasata (ACAT) npeau 3anoysaHe Ha NEYEHHETO > 3 BTH ropHaTa rpaHHLa
Ha HopManHoTo (I'TH) (Bxk. Toukm 4.3, 4.4 u 4.8).

Heouampuuna nonynayus

He ce mpenopwupa ynorpeara na Buanakon-Mer npu gena u joHomu (< 18 rommHm).
bezonacnocTtra m edukacHocTTa Ha BHnpakon-Mer nipH feua 1 tonomH (< 18 roauuu) #e ca
ycTanoBeHK. Jluncear naHHu.

Haunn Ha npunoxenue

Iepopanno npunoxeHue.
IpuemtT Ha Bunnakos-Mer No Bpeme wiu BeaHara Ciiel XpaHeHe, MOXe /i HaMaiu
CTOMANIHO-YPEBHHTE CHMIITOMH, CBEP3aHH C METHOPMHH {BK. CBILO TOYKa 5.2).

4.3 Ilpormeonokazamms

- CBpBEXYYBCTBHTEITHOCT KBM AKTHBHHTE BEIIECTBA MMM KbM HAKOE OT HOMOLIHHTE
BCILeCTRA, W30poeHH B Touka 6.1.; '
- Bceexu THD ocTpa MeTaboiuTHa anmao3a (KaTo TaKTaTHa anujo3a, AuabeTHa
KEToalKI03a);
- HuabeTHa npekoma;
- Texxa 6b6peuna HenocTarsunoct (GFR < 30 ml/min) (Bxk. Touka 4.4);
- OcTpu cBCTOARHA, KOHTO MOTaT /1a TIpoMeHAT Or6peunara GyHKIMA, KaTO:
*  JexuapaTalmi,
®  Texka HHpeKnus,
*  [IOK,
¢  RBETPECHAOBO NMPHIIOIKEHHE HA HONUPAaHH KOHTPACcTHH BenlecTRa (B, Touka 4.4);
- Octpo Win XpoHUYHO 3a60NsBaHeE, KOSTO MOXE [1a IPHIHHH THKAHHA XUIIOKCHS, KaTo:
®  CBHpACYHA WIH QUXATEIHA HEJAOCTATLUHOCT,
®  CKOpOIICH MHOKap/eH nHpapKT,
*  IIOK;
- YeprompoGHo yepexaaHe (sxk. Touku 4.2, 4.4 1 4.8);
- OcTpa anKkoX0NHa HHTOKCHKALIHS, ATKOXONR3EM;
- Knpmere (Bx. Touka 4.6).




4.4 Cpenmannu npeaynpexIeHHs H NPeIIA3NHA MEPKH NpPH yooTpeda

Obmu

Bunnakon-Mert He e 3amMecTHTeN Ha HHCY/IMHA NIPH HHCY/TMH-3ABMCHMH NALKEHTH H He
TpabBa fa ce MpHIara Ipy NALMEHTH CHC 3aXapeH AHabeT Tan 1.

JlakTaTHa auKnoe3a

JlakTaTHara anp03a, MHOIO PAAKO, HO CEPUO3HO METAOOIHTHO YCAOKHEHHE, Hall-uecTo
HACTBIBa NPK OCTPO BlioluaBaHe Ha 6p0peuHaTa GYHKIHA, KApXHO-DECTTHPATOPHO
3abomaeane Wi cence. Hatpynsaneto na MerdOpMHAH HACTBIIBA [IPH OCTPO RIOMIABAHE HA
6B0peunara GyHKIMA H yBenHuaBa PHCKA OT JAKTATHA ALM/I034.

B cnywaii Ha aexuapataima (Texka IHApHS WIH MOBPLILAHES, TPECKA HIH HAMAJICH IIPHEM Ha
TCYHOCTH) TPAOBA BPEMEHHO [ia ce CTpe NpHeMa Ha MeThOPMHH M € NIPEnOPBEUHTEIHO Aa ce
yCTaHOBH Bp1.3xa C MEQULIKMIICKH CNIeLHAIHNCT.

IlpreMBT Ha JIeKapCTBEHH POAYKTH, KOMTO MOTAT OCTPO Aa YBPEIAT 6L6peduHaTa (yHKIIMA
(KaTo AHTHXMIIEPTCHIMBHM Cpe/ICTRa, AuypeTHiH 1 HCIIBC) Tpafpa na ce 3amnouse ¢
MOBHIICHO BHUMAHKE TNIPH MALMEHTH, ICKYBAHH ¢ MeThopMEH. Jlpyra pckoBH gakTopH 2a
NaKTaTHa auMA03a ca MpeKoMepeH ITPUEM Ha aJIKOXOJI, YePHOAPOOHA HeOCTAThYHOCT,
HEAOCTATEYHO KOHTPOliHpaH qHabeT, KeTo3a, MPOIB/DKHTENHO TNalyBaHe B BCAKAKBH
CHCTOSHHSA, CEBP3aHH ¢ XHIOKCHSA, KAKTO H eIHOBPEMEHHATA YIIOTpe6a Ha IEKapCTREHH
MPOAYKTH, KOHUTO MOTAT & HpUIHHAT JaKTATHA alizosa (Bx. TOUkH 4.3 1 4.5).

MMauuerrure w/um GonHornenaunre TpsGea na GbAAT HHGOPMHPAHH 33 PUCKA OT JIAKTaTHA
anunoza. JlakraTHaTa anuno3a ce XapakTepu3Kpa ¢ ALI03Ha ANCITHEd, KopeMHa 0oJlKa,
MYCKYJIHH KPaMITH, aCTeHHA H XUIIOTEPMHS, MOC/ISABAHH OT Koma. B ciyuait na chMienue 32
CHMIITOMH MALIMEHTET TPOBa J1a CIIPE npUeMa Ha METGOPMIH H He3a0aBHO A2 NOTHPCH
nexapcka nomoill. JinarnoctauauTe nabopaTopHH HaXoAKK ca MoHKeHo KpbeHo pH (< 7,35),
NOBHIICHH HUBA Ha IUTa3MeHMA J1akTar (> 5 mmol/l) 1 moBMmIeHa aHHOHHA pa3IMKa B
CBOTHOIIEHHE NAKTAT/IMPYBAT.

Ilpunoxcenue na tiodupanu KOHMPACHY Beupecmea

Bw1pecsacBoTO MpuiIoxeHwe Ha HOAHPAHH KOHTPACTHH BEIECTBA MOXME 3 AOBEAE AC
KOHTpacT-MHAYLUMPaHa HedponaTis, BojeIla 10 HATPYNBAHETO Ha METHOPMHH H NIOBHILICH
PHCK OT JlakTaTHa anuao3a. Merdopmun tpsabsa fa ce cnpe NpejH WK o BPEME Ha
NIpolIeypata 3a 06pa3Ha JMarHOCTHKA H He TpAORa Aa ce Bh30OHOBARA 10 Hali-Maiko 48 gaca
cIief] TOBa, NpH yCnoBHe de O0pevHaTa GyHKIHA € OLSHeHa OTHOBO H € YCTAHOBEHO, Y€ e
crabuina (Bx. Touku 4.2 u 4.5).

br6peuna dyHKImA

Ipeaw 3anouBane Ha ledeHHeTo TpsOBa 1a ce HATIPARH OLIGHKA Ha cToHHOocTHTe HAa GFR 1
PEIOBHO crief] ToBa (B, Touka 4.2). MeThopMHH € NpoTHBONIOKa3aH npH mamueHTH ¢ GFR <
30 mi/min u Tpa6Ba na Ghae BpEMEHHO CIPAH NPH HANMYHE HA CHCTONHNS, KOHTO IIPOMEHAT
OrOpednata GpyHkumsa (Bx. Touka 4.3).

YepronpobHo yBpekIaHe

TarmenTy ¢ yepHOAPOGHO YBpEKNAHE, BKIKOUMTEIHO TE3H ChC CTOMHOCTH Ha AJIA
ACAT npenw 3anoqBae Ha jieuenuero > 3 netd [TH, ne TpabBa na 6uaar nexypa
Bunpakor-Mer (Bx. Touku 4.2, 4.3 u 4.8).



Ipocaedsgane na uepnodpobuume enzumu

Hima crobinenns 1a pefxu ciryqan Ha HapyIieHa YepHOAPoOHa GyHKIMA (BKTIOUHTENHO
XENAaTAT) /e[| IPHeM Ha BWLIATTHITHH. B Te3H cllyvau NauueHTHTe KaTo Lo ca be3
CHMITOMH, (€3 KIIMHUMHH NOCNECTBUA M CTOMHOCTHTE Ha W3CEABAHUATA 32 YepHOPoGHa
ytxuus (MUD) ce Bp3BpBIIAT A0 HOPMAIHMTE CIIE] MPEKPATABAHE Ha JeYeHueTo. [Ipenu
3anovBaHe Ha JleveHueTo ¢ Bunnakon-Mert Tpabea aa ce mposeaar YD, 3a aa ce 3Hae
H3X0AHOTO HHBO Ha mauueHTa. [lo Bpeme Ha sieyendeTo ¢ Bunpakon-Mer yepHoapobHarta
yrkims TpaGea na ce HAGMEOAABA Ha TPUMECEUHH HHTEPBANH MPE3 TLPBATa FOMHA H
NEPHOANYHO clle) ToBa. [lanmenTyTe, NPH KOKTO CE MORHILIAT CTOHHOCTHTE Ha
TpaHcaMHHa3HTe, TpAGBA na 6BAAT NpocAeneHH Ypes NORTOPHA OLIEHKA Ha YepHOAPOOHATA
{ynKums 32 NOTELpxKAaBaHe Ha AaHupTe U ciei Tosa HUD na ce npasar decto, 10KaTo
OTKJIOHCHHATA Ce BHPHAT KEM HOPMAITHHTE CTOHHOCTH. Ao nmokausaHeTo Ha ACAT nim
AJIAT >3 mema I'TH, nepcuctrpa, ce npenopb4Ba NpeyCTAHOBABAHE Ha JICYEHHETO C
Bunnakon-Mer. [NaumeHTHTe, KOHTO PASBHAT HKTEP WIN JPYTH MPH3HALM, (PE/ITOIaraiy
HapyIneHa YepHoapobHa GyHKIM, TpSOBa 1a NPEKPaTAT NEYEHHETO cH ¢ BunaakoH-Mer.

Cren npekpaTdBaHe Ha JieycHUeTo ¢ BanaakoH-Mer H HOpManuzHpane Ha HY®, nexeHueTo
¢ BunpakoH-Mer He TpsGBa A4 ce 3a1104Ba OTHOBO.

HapymeHnus sHa koxara

KoxHu Jie3uH, BKIIIOUHTETHO HOABA HA MEXYpPH H YILEPALINH 110 KPAMHHIIHTE Ha MaliMyHH Ce
CBOGIIABAT IIPH TIPHIIOKEHHE HA BUIJIACTIMIITHH B HEKARHHYHM NPOYYBAHAS 32 TOKCHUHOCT
(Bx. TOwK@ 5.3). BeipekH, ¥ie B KIMHHYHHTE NPOYYBAHKA HE Ce Hab/IoNaBa 1I09Ba HA KOXHH
Jie3uH C MOBHIICHA YECTOTa, ONMTEHT NPH NallHEHTH ¢ KOXKHM YCIOXKHACHHA Ha nHabcTa e
orpaniieH. OCBeH TOBa MMa TTOCTMAPKETHHIOBH ChOOIEHHS 32 6YIO3HH H €KC)ONHATUBHU
KOHH Jiesnn. ETo 3ammo, KaTo 4acT OT pyTMHHATE rPEDKU TIpH NALHEHTHTE ¢ quaberT, ce
NpenopeyBa MPOCIEAABAHE 32 HAPYILEHHA HA KOXKaTa, KAaTo [0ABAa Ha MEXYPH H/IH YITLECPALHH.

OcThp NaHKpeaTHT

Yrorpe6aTa Ha BHIJATTHITTHH € CBHP3aHA C PHCK OT Pa3BUTHE HA OCTHP NAHKPEaTHT.
TlaumenTure Tpsbea na 6saaT HHPOPMHpaHH 32 XAPAKTEPHUA CHMITTOM Ha OCThp [IAHKPEATHT.

Axo ce MOR03Wpa HAIMYHE HA TAHKPEaTHT, IPHEMBT HA BWITATTHITHH Tpa6Ba 1a ce
NpeyCTaHOBH, aKO C¢ MOTBBPIH HAJIMYHE HA OCTEP MAHKPEATHT, JICICHHETO ¢ BH/IIAFTTHATHH
He Tpabea na ce nogHoBsBa. HeoBX0MMMO € NMOBHINEHO BHUMAHHE TIPH TIALMEHTH ¢ aHAMHe3a
32 MPEKapaH OCTEP MaHKPCaTHT. :

XHUDOTITHKEMHS

HzBecTHO ¢, Ye cynpaHTyperTe MOke []a MpeAM3BHKAT XHTornKemus. IarmenTuTe,
TIPHEMAIITH BIIIIATTHITTHH B KOMOHHAIHA ChC cyndamuTypeHHO MPO3BORHO, Morar Aa Obaat
H3JI02KEHH Ha PHUCK OT Bb3HHKRAHC Ha XMIIOTTIHKEMHA. Hopam»: Ta3zHA l'[pI‘I‘IP]]-[& MOXKE Ja ce
OOMHCITH [IPUJIAraHeTo Ha FO- HUCKA 71033 Ha CYJIQaHiaypeiHoTO npomso_uﬂo 1a 1a ce
HAMaJTH PHCKA OT PE3HHKBAHE HA XUTTOTAHKEMHSL.

Onepaups

Mertdopmun TpaGpa f1a ce cnpe 0o Bpeme Ha onepai|a NoA oblia, CIMHATHA Wi
eMMTypaiia aHecTesus. Jledennero moxe na 6pae Bb306HOBEHO He [IO-PaHO 0T,
ORnEpaLHATa WM Bh300HOBABAHETO HA XPAHEHETO NPE3 YCTa, H NPH YCIOBHE Y
(QyHKIHA € OLICHEeHa OTHOBO U € YCTAHOBEHO, Y¢ € cTabHiHa.



4.5 BsaumopelicTene ¢ APYTM JEKaPCTBEHN NPOAYKTH M APYTH (JOPMH HA
B3aHMOJeHCTBHE

He ca nposexcranu oduupaniy npoyusaHus 3a Bzaumoneiictsud ¢ Buiiakos-Mer.
CreaHuTe NaHHH OTpa3ABaT HHGOPMALMATA, HATHYHE 33 OTAEJHHTE AKTHBHY BEIIECTBA.

Buinaraunoun

BennarnunmiH HMa HHCBK OTEHIMAN 32 B3aMMOJEHCTRHA IIPH €IHOBPEMEHHOTO MY
TIPHJIATAHE C IPYTU JIEKAPCTBERH NMPOAYKTH. THil KaT0 BIWIJATIHIITHE He € cyOcTpaT Ha
cH3uMa untoxpoM P (CYP) 450 u He uaxubupa, 1 He unaynupa esumure CYP 450, aama
BEPOATHOCT 32 B3aMMOJCHCTBHE ¢ aKTHBHY BEIECTBA, KOHTO ¢a CyOCTpaTH, HHXHOHTOPH HITH
HHIYKTOPH HA TEZH EH3IHMH.

Pesynrarure oT kiMHMMHN MpOyUBaHHA, IPOBEEHH C [IEPOPATTHHTE AHTHIKAGSTHH NPOLYKTH
NHOTTIATA30H, METGOPMHH U rMUGYpH, B KOMOHHALMA ¢ BULAACIMITTHH, HE I0KA3BAT
KIHHHYHO 3HAYAMH (apMaKOKHHETHYHH B3AMMOJCHCTBHA B TAPreTHATA NOMyALMS.

Ilpoy4sanus 3a leKapcTBEHHTE B3AHMOAGHCTBHA C JUrOKCHH (Cy6CTpar Ha P-rinkonpoTeny)
n Bapapus (cyGerpat Ha CYP2C9) npu 3paBy MRAMBHAH He NOKA3BAT KIMHHYHO 3HAUHMK
dapMakOKHHETHYHH B3aMMONEHCTRAA CIe]] EAHOBPEMEHHO MIPHIIATAHE ¢ BHIGTIMIITHH.

[Tpoyusanus 3a nexapcTBeHH B3aMMOAEHCTBHA NIPH 31paBH HHIMBHIMA Ca [POBEIEHH C
aMJIOJIMITFH, PAMHUIIPHII, BAJICAPTaH ¥ CUMBACTaTHH. [IpH Te3n Npoy4BaHus, ciiel
CHHOBPEMEHHO NPHIIATAHE ¢ BHILIAITIMIITHH, He ce HabaronaBaT KIIMHHYHO 3HAYAMHE
GapmakokureTHIHH B3auMoaelicTera. Tosa obate, He ¢ YCTAHOBEHO 32 [IPHIIE/IHATA
IOy TALEHAS.

Kombunayun ¢ ACE unxubumopu

BramosieH ¢ MOBHHICH PHCK OT pasBHTHE Ha AHTMOCAEM IIPH NALMEHTH CBC CHITBTCTBALII
npreM Ha ACE naxuGurops (Bk. Touka 4.8),

KakTo u npu apyruTe nepopajiun antuanabeTHH NPOIYKTH, XANOT/THKEMHYHIA e(eKT Ha
BIIJArTHITHH MOXE Aa Obie HaMaJled OT orpeelleHd akTHBHH BEIecTra; BKITFOYBAlIH
THAa3HIM, KOPTHKOCTEPOKAH, THPOHAHH NpernapaTi ¥ CHMNATOMHMETHIIA.

Merdopmun
Kombunayuu,_xoumo xe ce HPEROPBLYBAm
Anroxon

AnkoxonHaTa HHTOKCHKAIIHA C¢ CBBP3BA ¢ IIOBHLICH PHCK OT AAKT4THA alliao3a, ocobeHo B
Cliydad Ha riagyRaHe, HENOXPpaHBaAHE WIH qepﬂonpoﬁna HEAOCTATBEIHOCT.

E_’oaupauu KONMPpacmuu gewiecmesa

Merdopmun Tpabsa 3aBIKHTENHO Ja ce CIIpe MpeIy HIIH N0 BpeMe Ha Npoueaypara 3a
obpa3Ha AMarHOCTHKA K He Tpa6Ba 1a ce Bh30GHOBABA O Hal-Manko 48 uaca cnex ToBa, Ipy
ycnoeue ve 6n6peunaTa pyHKIMA e OLleHeHa OTHOBO M € YCTAHOBEHO, Ye € crabuiHa (BX.
Touk 4.2 1 4.4).

Kamuonnu akmusernu sewgecmsa

KaTHOHHMTC aKTHBHH BEILIECTRA, KOUTO C€ ETMMHHHPAT TIOCPEACTBOM GEOpeuna Ty
cexpeums (Hanp. MMETHAHH), MOTAT J2 B3aUMOJICHCTBAT C MET(hOPMHH Ypes KOH
3a 001L[a TPAaHCTIOPTHa cHcTeMa B GBOpeyHHTE TyOY/M R CIIEOBATENHO Aa 3a0aBsT
CIMMHHHPAHETO HAa METGOPMHH, KOSTO MOJKE 12 MOBHINM PHCKA OT JIAKTATHA ALIMAY



Hsnursate npu 3apaen Jo6poBOILM NOKA3Ea, Y€ LIHMETHAMH, IPHIOXKeH B A03a 400 mg asa
OBTH JHEBHO, yBeJIUYaBa CHCTEMHaTa excno3unua Ha MetpopmuH (AUC) ¢ 50%. IMopanu
TOBA, KOI'aTO ¢AHOBPEMEHHO C€ MPHTAraT KATHOHHH JEKAPCTBEHH MPOIYKTH, KOHTO C€
€IMMEHAPAT upes 61Opeuna TyOynna ceKpeuus, TpabBa Aa ce OOMHUCIIH CTPHKTHO
TIPOCIICIBAHE HA ITIMKEMHYHHA KOHTPOJI, KOPUTHPaHe Ha 103aTa B PAMKHTE Ha
MpenopBLYBaHATA JO3HPOBKA M MPOMAHA B TeuyeHHeTo Ha nuabera (Ba. Touka 4.4).

Kombunayuu, kxoumo uzuckeam ppednaznyu Mepxu npu ynompeba

Hsikou nexapcTBeHH MpoayKTH MOrat ia ce OTpasaT HeGIaronpHATHO Ha GBOpeunata
(PYHKITHSA, KOSTO MOXE /Ia YBE/IH4M PUCKA OT JIAKTATHA anuao3a, Hanpumep HCITBC,
BIJIIOUHTENTHO CEIEKTHBHH MHXUOHTOPH Ha ukiIookenreHasa (COX) i1, ACE uaxuburopn,
aHTHOTeH3HH 1l peLeITTOpHM aHTAarOHHCTH B IHYPETHIIH, 0CO0eHO OPUMKORH JHYPETHIIH.
Tpu 3an0uBaneTo WM yroTpeGara Ha TAKKHBA POAYKTH B KOMOHHALHS ¢ METHOPMHH ¢
HeoDXORUMO BHUMATEJIHO NpocieasBane Ha Gnbpeunara GyHKima.

I'moxokopTakomnIHTe, GeTa-2-arOHUCTHTE M QHYPETHLIMTE HMAT JIPHCHIIA XHITEPIITHKEMHYHA
akTHeHOCT. [lalmenTsT Tpabsa e 6bae MHGOpMHUpaH 33 TOBa H TPAGBA 1a C& H3BBPILBA NIO-
4eCTO MpocneABaHe Ha KPLBHATA 3aXap, 0coOEHO B HAYAIOTO Ha JIEUEHHETO. AKO €
Heobxoaumo, Jo3aTta Ha Bitinakon-Mer Moxke /2 611e KOPHrupaHa o BpeMe Ha
CBITBTCTBAUIOTO JIEYEHHE H CAE] MPEYCTAHOBABAHETO MY.

Muxuburopure Ha aHrHoTeHsnH kouseprupamus ensum {(ACE) MoraT fa mOHHXAT HHBOTO
Ha KpBBHaTa 3axap. AKo e HeoOXOIIHMO, X03aTa HA aHTUXUNEPIIMKEMUYHNIS TeKAPCTBEH
NpoxyKT TpAGBa fa 6b/ic KOPHrHpaHa MO BPEME K [PH IIPEYCTAHOBSBAHE HA JISYEHHETO ¢
ApYr NeKapCTREH MPONYKT.

4.6 ®epTHaHTET, GpeMEHHOCT H KhpPMeHe

Bpementoct

Hama noctaTesuno fanuu 3a ynotpeSara na Bunnakon-Mer npu 6peMensH skeHn. 3a
BUINAarTTMOTHH CKCIIEPHMEHTATHHTE TIPOYYBaHHA NPH JKHUBOTHH OKA3BAT PENPOAYKTHBHA
TOKCHYHOCT NIPH BHCOKK J103H. 32 MeTGOPMMH, IPOYIBAHHATA TIPH JKABOTHH HE MOKA3BaT
PENpOAYKTHBHA TOKCHYHOCT. :
ExcrniepumetitanHuTe NpoyuBanys NpH KHUEOTHH NPOBEASHH ¢ BIIAATTHIIPHH M METGHOPMHH
HE Ca AOKa3aJIH JOKA3ATeNCTBA 3a TCPATOTEHHOCT, HO €2 HOKA3aIH (heTOTOKCHYHH eDeKTH
NIpH TOKCHYHM 3a MaiKaTa /1034 (BXK. T04Ka 5.3). [loTeHUMaNHHAT PHUCK NPH XOpa He €
H2BeCTeH. Brunnakon-Mer He TpaGea 1a ce M3NON3Ba 110 BpeMe Ha GPEMEHHOCT.

Kspmene

IIpoy4BaHuATa IPH JKHBOTHH [IOKA3BAT €KCKPEIMA KAKTO HA MeTHOPMHH, TaKa U Ha
BHIJArIANTHH B MisikoTO. He € m3BecTHO maimi RMNariKITHH e €KCKpeTHpa B KbpMATd, HO
METGOPMHH Ce EKCKPETHpA B KbpMaTa B MAJIKM KomuyecTea. ITopai NOTeHLMATHHIS PHCK OT
XHIOTTIHKEMHA Ha HOBOPOJEHOTO, CBLP3aHa M ¢ MET(QOPMUH U ¢ ITMIICATa Ha AAHHH 33
BHIIZarIRITHH NpH X0pa, Bunaaxon-Met He TpabBa 21 ce H3NON3BA HO BpeMe Ha KEPMEHe
(B>x. TOuKa 4.3).

DepranuTer

He ca nposexnanu npoyusanus 3a edekra Ha BuinakoH-Met Bbpxy (bepriiam
(Bx. TOuKaA 5.3).



4.7 EdexTn Bbpxy cnocobHOCTTA 32 Modupane B paboTa ¢ MAITAHA

He ca nposexaaHu npoyusaus 3a eeKTHTe BLPXY cnocobHOCTTa 3a modupate u pafoTta
¢ MauiuHi. JlalHeHTHTe, KOUTO MONTyHaT 3aMaiiBaHe, KaTo HeXeNlaHa peakiHd, Tpabna Aa
u3barsat na modwpar U na paGoTAT ¢ MAIIHHH.

4.8 HexkenaHA neKapCTBEHA PeaklHh

HsMa [mpoBeneHH KIHHIYHE OpOyYBaHKA 3a JleueHHe ¢ Bunakos-Mer. YcraHoBeHo € 00aue,
4¢ GHOEKBHBAJIEHTHOCTTA Ha BHiakoH-MeT € KaKTo Ha eIHOBPEMEHHO NPKIOKEHH
BHJIAATTHIITMH H MeT(opMuH (BK. Touka 5.2). [IpeacTaBeHdTe TyK JaHHH Ce OTHACHT 3a
€/IHOBPEMEHHOTO NpWIAraHe Ha BHITAANTHIITHH H MeTPOPMHH, KaTO BHIAALHIITHH € G1n
AoGaBeH KbM nedenue ¢ Merdopmun. He ca nposexiaHu IpoyyBaHHA, NPH KOHTO KbM
JICYEHHE C BHJLAATIIHOTHH € Jo0aBeH MeTHOPMHAH.

Ofobuienne Ha mpoduna ua SesonacHocT

Ho-romsimara 4acT oT HexkenaHHTE PeaKUUH ca Tekd U IPEXOTHH, U He H3UCKBAT
HpeyCTaHOBfABaHE Ha AeYeHHETO. He € ycTaHOBEHA BPh3Ka MEYKAY HEXKEIAHUTE PEAKLIMH H
BB3pacTTa, eTHUHECKATa NIPHHAISKHOCT, NIPOAB/DKHTEHOCTTA HAa €KCTIO3HITHATA HIIH
JHEBHATA [1034.

HMa ch061neHHA 3a Pe/IKH CITyday Ha HAPYIIEHA YepHOAPOGHa QyHKITHA (BKTHOUNTENHO
XENATHT) il PHEM Ha BUNAArANTHH. B Te3n ciydan nanMeHTHTe KaTo 1Aio ca Ges
CHMITTOMH, 6€3 KTHHWYHH MOC/IEACTEHS ¥ CTOWHOCTHTE HA H3C/ICABAHHATA 33 YepHOAPOOHa
dynkumMa ce BEIBPHIAT 10 HOPMATHUTE Clie IPeKpaTABAHe HA JEYeHUETO, B 1aHuuTe OT
KOHTPOJIHPAHH TIPOYUBAHHMS C MOHOTEPANHA KK ANFOBAHTHA TEPANHA ¢ MPOABLKHTENHOCT 10
24 cenmunm, yectoTara Ha nopyuapane Ha AJIAT wii ACAT > 3 e [TH
(rnacupHUMpaHa KaTo HaNUYHE IPH HAN-MATKO 2 NOCTEAOBATEIHH H3MEPBAHHES KITH TIPH
¢unannara on-treatment BusuTa) € 0,2%, 0,3% u 0,2% CHOTBETHO 3a BHANATMITHH 50 mg
BeAHBXK OHEBHO, BUWIJATTHITHH 50 mg ABYKPATHO JHEBHO U BCHYKH CPaBHUTEHH
JIEKapCTBEHH NOAYKTH. Te3H NOBHIIaBaHHA Ha TPAHCAMHHA3HTE KaTo IAIO ca bescuMnToMHN,
HENIPOrpeCHPAIIM 110 XapakTep U He ¢a CRBP3aHH ¢ X0JIeCTasa WiH HKTep.

Hpu seyetme ¢ BUNAATIHMITHH ce ChoGIIABA 32 PE/IKH CIYYaH Ha AHTHOEAEM C YECTOTa
CXOJHA C Ta3H Ha KoxTposuTe. [lo-rongma yact oT cnydyauTe ca ChoOIMEHH, KOTaTo
BHJIArTIHATHE ¢ Npunarad B kombunauus ¢ ACE wixu6urop. [To-ronsmara vact ot
CHOMTHATA Ca JIEKH IO TEKECT H OTIBYYABAT [IPH MPOARDKABAHE Ha IEUEHUETO ¢
BUIIIACMIITHH, '

Tabauyno [IPCACTABAHE HA HEKETAHHUTE PDEAKITHH

Hexenanure peakunn c»061aBaHy npH NALKEHTH, KOATO NOMYYaBaT BEIIATIMITHE B
JIBOMHOC/IETIH [TPOYUBAHHKA, KATO MOHOTEPAIHA W JOMHIBAINA TEPAHs, ¢4 H3GpOoeHH Mo-Aomy
T0'CHCTEMO-0pranHa Kiacuduxanus u abcomoTHa yectota. HexkenanuTe peakuuu, w3bpoeHu
B Tabnmua 5, ce ocHOBaBaT Ha CHILECTBYBAILATA HR(OOPMALNS B KPATKATA XaPAKTEPHCTHKA
Ha npoaykra MeTdopmud & EC. o 4ectorara ce nedarMpaT KaTo MHOTO YectH (>1/10);
qectd (=1/100 o <1/10); neuectn (=1/1 000 no <1/100); penxn (=1/10 000 xo <1/1 000);
MHOTO peakd (<1/10 000), ¢ HeussecTHa YecToTa (OT HATHYHHUTE AAHHH HE MoKe Za 6bae




Tabsmana 1 HexenanH ieKapcTEeHA PeAKNHHA Cho6MeHN PE NANHEHTH, KOATO
noTyuasart saaarnanrad 100 mg AxeRHO KaTo AONBIABAIIA TEPANHS KbM
MeT(dhopmun, cpaBAEHH ¢ NIanebo miwe MeThOpMRBR, IPH ABOHAOCICNH
npoyusanus (N=208)

Hapymenns na MerabommsmMa B XpaneHeTo
Yecru ] XunornukeMus
Hapymiennsa Ha HepBHATA CHCTeMA
Yecern Tpemop
YectH nasobonne
Heerun 3amasHoct
Heuectn Ymopa
Cromammno-4peBHH HADYIIEHAS _
Yectu ageue

Onucanue 1a u3Gpanu Hexcenanu peaxyuu

IIpy KOHTPONHPAHN KIMHIYHH M3NHTBaHAA ¢ KOMOHHALEA OT BWIZAarnuTHH 100 mg qHesHO
+ MeTOPMHH, HAMa ChOGILCHNA 32 [IPeKpaTABaHe Ha TEPANHATA [10pajii HeXKelaHH
JICKapCTBEHH PEAKLMH, KAKTO B IPYTIATA Ha feueHHe ¢ PHIAarnanTiH 100 mg aueBHO +
meTdOPMHH, TaKa H B IPYTIaTa Ha fie4eHHE C mIauebo + MeTgopMEH.

I1pH KIMHKMHH H3MHTBAHKS NOABATA HA XHIIOTTMKEMHS € YeCTa MIPK NALMEHTH, NpHeMalin
BIIAArnUnTHH 100 mg aueBHO B koMGuHaims ¢ MeTgopMHH (1%) 1 HeYecTa NPH NALMEHTH,
nonyyasau rnane6o + merdopmun (0,4%). He ce cho0mana 3a TEXKH eNH30AH HA

' XHITOTJIHKEMHS B TEPANICBTHYHHTE IPYIIH ¢ BIIIANTHITHH.

B Xopa Ha KITMHMYHEA HINHTRAHKS, TEIVIOTO HE C€ NIPOMEHH CITPAMO M3XOHATA CTOHHOCT,
KoraTo BiwigarmunTHH 100 mg ce nobaes kM MerdopmuH (+0,2 kg u -1,0 kg, choTBeTHO 32
BHIIAATTIMITTHH ¥ rianebo),

KnuHuYHN H3NHTBAaHKA C© Haj 2-ToHIIHA NPOILIDKHTEHOCT HE NOKA3BAT HAeHTHQHLEpaHE
Ha AOMTKIHATENIHH, CBBP3aHH ¢ JIEKApCTBEHaTa 6e30IacHOCT, CHIHAIH HIH HEeTIpe ABUACHH

PHCKOBE NpH /I00aBAHE Ha BUNJIATTHIITHH KbM METQOPMHH.

Kombunayun cve cyrgpanunypeting npouszgodno

Tabmmna 2 Hexkenana Jexkapcreenu peaﬁcmm, cLOGICHA PR IANHEHTH, KOUTO
OOMyYaBaT BRIAACIANTAN 50 mg ABa 'LTH AHEBHO B KOMOHHALAS C
MeThopmun # cyadanmaypeiino npoussoaae (N=157)

Hapymenus Ha MeTa00aH3Ma B XpaHERETO
Uectn | XHUIOTTHKEMHS
Hapywmenns Ha sepBHaTa cAcTemMa
‘ Yecrn | 3aMasHOCT, TPEMOP
Hapymenns Ha K0OXATa B NOJKOKAATA THKAH
Yectn | ' Xunepxuaposa
O0mu napymenns # eekTH HA MACTOTO HA IPHJIOKEHME
| " Yectn | AcreHns
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Onucanue Ra usbpanu Hexcerany peaxyu

He ce cr.oﬁluaaa 32 [IpeKpaTspaHe HA JICHCHHETO nopaayd Bb3HHKBAHE Ha HEXCAHN pCAKLIHH
B TEpaeBTHYHATA IPyTa Ha BHIAAINUIITHH + MeTQopMHEH + rmMerpua cripamo 0,6% »
TepaneBTHYHATA MPYyTIa Ha Tianedo + MeThopMHH + rITHMenHpU.

Cnyyau Ha XMTIOTTIHKEMHS MMa H B JIBeTe TepaneBTH4HH rpynH {5,1% 3a rpymara
BHIIJArHNTHH + METGOPMHH + IIIHMeNHpHA cripamMo 1,9% 3a rpynata nnane6o +
MeThOpMHH + rIuMenHprz). B rpynara Ha BUIArTHUITHH ce ChOOMIABA 32 EIHMH TEKBK
CITydai HAa XUMOTTHKEMHS.

B xpas Ha npoy4saneTo, edeKTsT BHPXY CPEAHOTO TENECHO Terno ¢ HeyTpaieH (+0,6 kg B
rpynaTa Ha BHiAaraunTyH | -0,1 kg B rpynara Ha rianeGo).

Kombunayun ¢ uncynun

Tabiuna 3 HexeladH JieKapCTBEHA PEAKIEH, CHOOIIENH NPH NAACHTH, KOHTO
nojyuapart BuagaraanTeH 100 mg AHeBHO B KOMOHHANHNA ¢ HHCY/IHA (€ AIH
Ge3 meTrdgopmun) B xona Ha ABolHOCKenH NpoyuBanns (N=371)

Hapymenun Ha MeTaGoIH3MA H XPAHEHETO

‘Yeéctn | TloHsbxeHHe HA KPEBHATA 3aXap
HapynieHAs Ha HePBHATA CHCTEMA
YecTn [ I'naBoboiiHe, Tpecka

Cromamno-qpeBHN HAPYIIEHHAS

cHa

Yectn Tagene, racTpoesodareanHa pedyk
Gomecr

Heuectn Jinapus, (natyneHuus

Onucanue na usﬁpanu HedICenanu peaxyuu

B X0n1a Ha KOHTPOMMPAHK KIMHUYMHH H3ITHTBAHMS, IPH KOUTO BHIIATTMITTHH B /1033 0T 50 mg
AB2 ITbTH THEBHO € NpHiIarad B KOMGHHALMA ¢ HHCYJIHH, ¢ Wik 6e3 MeTdopMmHH, obmara
1€CTOTa Ha NPESKBCBaHE HA ICUCHHETO NMOPaiH BRIHHKBAHE HAa HexeAaHH peakuyH € 0,3% B
TEPANEeBTHIHATA IPYTIA Ha BHIIRTIMITAH H HAMA IIPEKhCEaHE Ha JIEYEHHMETO B IPYNATa Ha
mnane6o.

Yecrorara Ha XHIOMIWKEMHs € NOAO6Ha B JIBETE TepaleBTHYHH Tpymu (14,0% B rpynarta Ha
BIJINATTHITHH Ciipamo 16,4% rpynata na miaue6o). JIpamMa nauueHTH choGIIaBAT 32 Clly4an
Ha TeXKa XHITOTMTMKEMHA B rpynaTta HA BWHIATTIMITTHH H 6 TIallHEHTa B rpynaTa Ha ranefo.

B kpas Ha npoyuBakeTo, eeKTET BBPXY CPERHOTO TENECHO TEMIO € HeyTpasies (+0,6 kg
NPOMSHA CIPAMO H3XOHATA CTOMHOCT B IPyNaTa Ha BHIJANTHIITUH U 6€3 MpoMSHA B TEITIOTO
B TPyIAaTa Ha wiaueto).

I

T

Ve
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OITBJIHNTEIHA MHGOPM 33 OTAENHHT¢ aKTHBHH BELIECTBA Ha HHKC ara KoMOHHALUA
Buroaznunniun
Tabnuna 4 Hexkenann JiekapcTBenn peaknad Cho0menH NpH NANAEETH, KOHTO

noayuasar sragaraanTan 100 mg AHeBnO KATO MOHOTEPANHS NPH
Asoiinocaens npoyarannu (N=1 855)

Hndexnan 1 undecramuu

MHuoro penxn Hudekimn Ha FOpHH ABXATEIHH THTHILA
MHoro peaxu Haszodapuhrur
Hapywenna Ha MeTAGOIHIMA H XPaHEHETO
Heuect | XHIMOrMTHKEMHS
Hapymenns Ha HepBHATA cHCTEMA
Yectn 3amasHOCT
Hegectu I'napobonne
Coiosu Hapymenns
HeuectH i [Tepadepnn oTomm
CToMamHO-upeBHE HADYHICHAS
Heuectn i 3amnex
HapymieHRs Ha MYCKYJHO-CKEJIETHATA CHCTEMA B CheAHAHTEINATA THKAE
He4yectn [ - Aprpanrus

Onucanve na u3bpanu Heaiceaanu peaxyuu _

O6mara 9ecTOTa Ha IPEYCTAHOBABAHE HA JIEUSHHUETO TIOPAH HEKEIIAHH PeaKliiy, B
KOHTPOJIMPAHE IPOYHBAHHA ¢ MOHOTEPATIHA, HE & T0-BUCOKA MPH NALHEHTH JICKYBAHH C
BHJIAarmHITHA B 1032 100 mg nuesno (0,3%) B cpasHenwe ¢ npnemamme mwianebo (0,6%)
WIH CPABHHTEIIHH NPOJYKTH (0,5%).

B X012 Ha CpaBHUTEITHH KOHTPOJIHPAHH H3IMTBAHUS KATO MOHOTEpANN, [10SBATA HA
XMNOTTIMKEMHA € HedecTa; foknaneada npu 0,4% (7 or 1 855) or nanmenTyTe, TeKyBaHH ¢
BrgarunTie 100 mg nHesxo, cnpamo 0,2% (2 ot 1 082) npu naumeHTHTE B CPYIIMTE,
JIEKyBaHH € aKTHBCH CPaBHHUTENCH JIeKapCTBeH MPORYKT Wi iwiatebo, 6e3 poxnamu 3a
CEPHO3HM MJTH TEXKKH HCIKCITAaHH PEaKIHH. '

B Xoza Ha KTHHWIHM H3MUTBAHNA, TEINIOTO HE C& IIPOMEHA CIIPAMO H3XOAHATA CTOHHOCT,
Koraro BWigarnantas 100 mg anesHo e npuiaran kato MoHoTepanus (-0,3 kg u -1,3 kg,
CHOTBETHO 3a BHIIAIIIKITHH H IL1a11e60).

KJIHHHYHY M3NHTBaNHA ¢ 2-rogMIlHa TPOABIKUTENHOCT He NOKA3EaT KACHTHOHULMpPaHe Ha

HAOIYBITHUTCIIHH, CBLP3aHH C ICKapCTBSHATa 63301'13.CHOCT, CHIHAITH KHIIH HCNPCABHACHH
PHCKOBE NIPH [IpWIAraHe Ha BRIIATITHIITHH KaTo MOHOTEPpAITHA.

12




-

3l xw X

Memdopryun

Tabnuna S Hexenann NexapcTBeHA PeAKNHE 33 ¢hCTABKATA MeT(POPMAR

Hapymenns #a MeTaG0an3Ma B XpancHeTo

Hamanasane Ha abcopOiMaTa Ha BUTAMHH

Mroro pezku B12 u nakraraa anEpoza*

Hapymesns na sepsnara cicrema

Yectu Meranen Bkyc

CToMalmHO-4pEBAR HAPYIMICHHS

Tapene, nosptinase, Juapus, KOpeMHa

Msoro yectu
GoNKa H ITHIICA HA aneTHT

XenaToOHIHAPDHH HApYIDeHAS

O1cioneHus B CTONHOCTH HA TIOKA3ATEHTE

Mroro peAkH 38 4epHOAPOGHATA GYHKIIHA HIH XCnIaTHT **

Hapymennsa na koxaTa n nomcomna'ra ThKAH

KoxxHM peakilHy KaTo epHTEM, ChpOex WM

MHuoro peaky Kaphs

*Hamanssane Ha aGcopbumsta Ha BuTamMiH Bi;, ¢ HaManseane Ha CePYMHOTO HUBO, CE
Hal;1r0aBa MHOTO PAZIKO NPH NALKEHTH Ha ABITOCPOUHO Jeuenue ¢ Merdopmut. Tpabea na
C€ UMa IPE/IBMA TAKABA €THOJIOTHA, aKO TPH IAIIHEHT ce pa3sue MeranobacTHa aHeMus.
**Habmonaeany ca H30/THpaHK cliy4ad Ha IPOMEHEHN CTOHHOCTH Ha YepHONpOSHUTE
(DYHKLHOHATHH TIOKa3aTeNIH HITH XEeNaTHT, KOUTO OTIIYMABAT CIICA NPEYCTAHORABAHC Ha
NeYEeHHETO ¢ METHOPMHH.

CToMaIHO-4PEBHATE HEXKETaHH PEaKIH BB3HHKRAT Haif-4ecTO TIpH 3al04BaHe Ha
TEPanAfgTa v OT3BYYaBaT CIIOHTAHHO B [IOBEYETO ClyyuaH. 3a Aa GbIAT NPEAOTEPATEHH ce
NpenopLtBa AHEBHATA 1032 MeTHOPMHUH Ja ce pa3ieny B Ba npHeMa 10 BpeMe Ha, WM ciiel
xpanene. baBHoTO yBenH4asaHe Ha Jo3aTa MOXKe CHILO Aa OA0GPH CTOMAUIHO-4PeBHATA
NOHOCHMOCT.

ITocTMAPKETHHIOB ONIUT

Ta61ana 6 MIocTMRPKETHRIOBH HEXKEIAHA PeAKIHH

CromamHo-upeBHE HADYHICHAN

C HeuzBeCTHA uecTOTA | Mauxpearur
Xenatobuanapun HAPYMEHHA '
C newsBecTHa yecToTA S Xenarur (0GpaTuM cries COMpaHe Ha NPHEMA

Ha JICKApCTBEHHA NPOAYKT)

OtxioHeHNsA B YepHOAPOOHHTE
$YHKIHMOHAIHH TOKa3aTe/u {00paTHMH crell
CHMpaHe Ha MpHeMa Ha JIEKapCTBEHHS

NPOAYKT)

Hapymienug Ha MycKyJIHO-CKeIETHATA CHCTEMA H CheARHATEIHATA ThKAH

C Hem3BecTHa yecToTa | Muanrus

Hapymeﬂnn HA KO3KATa W nonxomna'ra TBKaH

C Hem3sBecTHa yecToTa Yprukapus
EkcdonnardBiH H GYIIO3HH KO
BKMIOUHTENIHO Oyno3eH nemds
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Crofuiapane Ha NOJOIMPAHH HENEIAHH PEAKIMN

CrobuiaBaHeTo Ha NOZO3MPAHM HEKENAHH PEaKLMK Clie]l paspeliasaHe 3a ynotpeba Ha
JICKapCTBEHHA TIPOIYKT € BaXkHo. ToBa NO3BONIABA 1a IPOXEIDKH HAOIIONCHHETO Ha
CBOTHOLIEHHETO 110/13a/PHCK 3a IEKAPCTREHUS IPOAYKT, OT MEIHUMHCKUTE CHELHATHCTH ce
M3HCKBa Aa cHOONIAaBAT BCAKA MOIO3HPAHA HEXENaHa PeaKius dpes:

HsmrenuuTenna areHUHa No lekapcTpara
yn. Jiamau Ipyes* Ne 8

1303 Codma

Ten.: +359 2 8903417

yebcaitr: www.bda.bg
4.9 IIpenosnpane
Hama naHHM cEBp3anu ¢ mpenosupane ¢ Bunpaxon-Mer.

BungarnuntHH
HnadopmanuaTa no orHOLIEHWE HA HpeNosHpaHe ¢ BHIAArITHIITHH € OTPaHHYCHA.,

Cumnmomu _

HHdopmanmaTa 3a BEPOATHHTE CHMITTOMH Ha IIPEfO3HpaHe ¢ BIILIATTMOTHH € NOTyYeHa oT
Npoy4BaHe 3a IOHOCHMOCT Ha yBeNM4aBala ¢e /1034 Py 3ApaBH HHAMBHIIM, HA KOHTO €
npuarad BWLIArMnTyH 3a 10 nau. [pu goza ot 400 mg e uMano TpH ciryuas Ha MYCKYITHH
GOMKiA 1 OTIENMHM ClTyuau Ha NEKH H IPEXOHM MIAPECTE3HH, BUCOKA TEMIIEpaTypa, OTOLH U
MpeXOnHO NMOBHUIABAHE HA HHBOTO Ha nHnasaTa. [Ipk no3a ot 600 mg exHO NHIlE € NOTYYHIIO
OTOK Ha CThIIAJATA U PBLETE, M NOBKIIABAHE HA HMBaTa Ha KpeaTuHpochoknnazara (KDK),
ACAT, C-peaxtusuna nporews (CRP) # Muorno6una. TpH ApyTy HIA Ca NOTYHIIM OTOLMA
MO XONHJIATA, B iBA OT CITYYaMTe C MAPECTE3HM.

BeHYKK cUMITTOMM 1 OTKIIOHEHUS B 1a0OpaTOPHATE MOKA3aTeNH OT3BY4ABaT 663 eueHue
CNEJ NpeyCTAHOBABAHE MPHEMa Ha M3CIIeABaHNS JIEKAPCTBEH MPOLYKT.

MerdopMuH

Ilpenoampane ¢ BcoKa 1032 METGOPMIH (MK NPH CHITLTCTBANY PHCK OT JAKTATHA ALH034)
MOX€ 113 10Be/ie IO JIAKTATHA ania03a, KOATO MPeAcTas/iBa CIeIHO ChCTORHUE H TpaGBa fa
ce nelqma B Gom-mua

Jleuenne :

Hait-epexTHBHHAT METOA 32 OTCTPaHABAHE HA MCTQOPMHH € XOMOAHAIH3ATA. Brnarnummui,
ofade, He MOXe Nla GBI OTCTpaHeH upe3s XeMOAMANK3E, HO OCHOBEHST My MeTaGOIHT ciiex
xuapomnsa (LAY 151) moxe ma ce auanmstipa. Tpenops4sa ce nogabpKanio JedeHHe.

5. ®APMAKOJIOTHYHH CBOMCTBA

5.1 ®apmakogAEAMAYHH CBOlCTBA

dapmakoTepaneBTHYHa rpyna: JlekapcTea 3a jieueHne Ha aHaber, KOMOHHAIMS OT NEPOPAIHH,
NOHHKABAIIM KPBBHaTA 3aXap nekapctea, ATC kon: A10BDOS

Mexanu3sM Ha nelicTRHE
BunnakoH-Mer komMbGuaMpa nBe AHTHXHIEPTIIMKEMHYHH CPEIICTBA ¢ B3aBMHO JOTI

MEXaHH3MU Ha NeHcTRHE 3a Noo0psBaHe HA LIMKEMHYHMA KOHTPOJ MPH HALKE
THI 2: BUJIAGTIMITTHH, IPE/ICTABKTE HA Kaca JIEKAPCTBEHH TPOAYKTH CTHMYIT

6Hrna.mmm'e
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Bunparmantis, kofito cnaga KbM KJIaCa JICKapCTBEHY NPOAYKTH CTHMYITHPAIIH OCTPOBHUTE
KIIETKH B TAHKPEAca, ¢ MOLUEH M CelleKTHBeH HHXMONTOp Ha AWTETTHARN nerruaasa-4 (DPP-
4). Me’rtbopmnﬂ AelicTBa OCHOBHO 4pe3 Hamanﬂaane Ha eHJIOTEHHOTO 00pa3yBaHe Ha
TJIIOKO03a B 4epHUs Apo6.

®apmakonHHaMu9HE edekTH

Buidazmummun

Bunparnunman aelictea 0cHOBHO upe3 HHxuGHpane Ha DPP-4, eH3HMBT OTTOBODEH 32
PasTPOKAAHETO Ha HHKpeTHHOBMTE XopMonH GLP-1 (rmokaron noaoGen nerrrua-1) u GIP
(rmoK030-3aBHCHM HHCYITHHOTPOIEH NOJHIEIITH).

IipiinoxeHHeTO Ha BIWIZATIMITTHE BOAM 10 6BP30 M ITHIHO HHXKOMpaHE HA AKTHBHOCTTA HA
DPP-4, B pe3yTaT Ha KOCTO ce IOBHILABAT €HIOTCHHHTE HHRA HA HHKPETHHOBHTE XOPMOHH
GLP-1 u GIP, xakTo Ha T/IaJiHO TaKa M CJieJl HaXpaHBaHe.

[ocpeacTroM noBumiaBaHe Ha €HIOTEHHUTE HABA Ha T€3H HHKPETHHOBH XOPMOHH,
BMJLIATJTHIITHH NMOBHILABA YYBCTBUTETHOCTTA Ha 6eTa IIeTKHTE KbM KphBHATA 3aXap, KOSTo
BOJIH 110 noao6psABaHe Ha [VI0KO20-3aBHCHMATa MHCYITMHOBa Cekpelus. JleuenueTo ¢
BHJIAArmHnTHH 50-100 mg nHeBHO MpH NMaLMeHTH ¢ quabeT THII 2 3HaYHMO NofodpsBa
nokasatenure 3a Gera-kneTbuHaTa GyHKUMA, Kouto BKmodeaT HOMA-B (Homeostasis
Model Assessment —), CLOTHOILICHHETO NPOHHCYJIMH CIIPAMO MECY/IMH ¥ M3MEPBAHETO Ha
PCAKTHBHOCTTA Ha 6era KIIeTKIHTE NPH TECTA 33 TONSPAHTHOCT NPH YECTO AABAHE HA XpaHa.
Tlpu mua, KOHTO HAMAT AHAGET (HOPMOTIIMKEMMU ), BAIAIIMIITHH He CTHMYIHpa
CCKpeIHATA Ha MHCY/IMH M He HaMasiBa HHBOTO Ha KpbBHATA 3axap.

Ypes nosumaBaHe Ha SHAOTEHHOTO HHRO Ha GLP-1, BUIArHITHH NOBHILIABA
YyBCTBHTETHOCTTA Ha ana KNEeTKHTEe KbM KPBBHATA 3aXap, KOETO BOMH 0 110-aJeKBATHA Ha
KPBBHATA 3aXap CeKpelda Ha [TIOKAroH.

[ToBamapaneTo Ha HHKPSTHHOBHTE XOPMOHH B YC/IOBMATA HA XHIIEPITIMKEMHES BOIH [0
3aCHICHO YBE/IHYaBaHe HAa ChOTHOLMEHHETO HHCYIIHH/TIIOKATOH M HAMAIMBaHe MPOLYKIIHATA
Ha ITIOK03a OT YepHHA Apob, KakTo Ha rNajHO, TAKA | CJell HAXpaHBaHe, ¢ KOeTO ce
HaMansBa FAHKEMHATA.

UzsecTHuAT edexT, Ye NoBUIEHOTO HUBO Ha GLP-1 3a6aBu CTOMAIIHOTO H3IIpa3BaHe He e
Habmonasa NpH JieyeHue ¢ anarnnn'mu

Memdpopmunt

MetdopmuH € GurBaHuA ¢ AHTHXHITEPTIMKEMHYCH eeKT, KOHTO HaMaiiBa CTOMHOCTHTE Ha
IIOKO33 B IU1a3MaTa, KaKTO Ha INaIHO Taka H ciel Haxpansane. Toil He cTHMymnHpa
CEKPELIMATA HA HHCYJIMH H MOPaJIk TOBA He BOJH A0 XMIIOTTHKEMHS WIH YBelIHYaBaHe Ha
TEIECHOTO TETIO.

MeTdopmuH Moske fia Oka3Ba cBOA INIIOKO30-TIOHHXKABAN eeKT MOCPEACTBOM TP
MCXaHH3Ma:

- " MOCPeACTBOM HaMajisBaHe Ha o0pa3yBaHeTo HA IIFOK03a B YyepHus Apod upes
HHXHOHpaHe Ha IIIOKOHEOTeHe3aTa H IMIHKOreHOJIH3AaTa,;

- B MYCKYNHTE OCPEACTBOM YMEPEHO M3Pa3eHo yBeaHYaBaHe BA HHCYTHHOBATA
HYBCTBHTE/IHOCT, MoAo6psBaiiku nepudepHOTO MOEMaHe M YCBOABAHE HA [IIOKO3
- nocpeacTeoM 3aapsane Ha abcopGUMATA Ha THOKO3aTa B YEPBATA.
MeT(hopMHH CTHMYTHPa FETPEKIETHYHHMS CHHTES Ha TIIMKOTEH, TIOCPEICTBO
TJTHKOr€H CHHTETA3aTa M [OBUIIABA TPAHCTIOPTHHA KANALKTET HA crelHd
membpaniH rmokosnu Tpatcnoprep (GLUT-1 u GLUT4).
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1Ipu xopa, He3aBHUCHMO OT BIHAHHETO CH BbPXY [IIMKEMHATa, METGOPMHH HMa GaronpusTHi
edexTH BBpXY AUIHAHES MeTabonusnM. B cpeiHo- ¥ ABITOCPOYHA KIMHMMHH IPOYHBAHH,
NpH NpHEM Ha TePANCBTHYHM JJO3H € NIOKA3aHO, Ye: MEeT(HOPMUH NOHMKABE CEPYMHHTE HHBA
Ha o6 xonectrepon, LLDL- xonectepona 1 TpHIIHUEPUAHTE.

[IpocnektuBHOTO, parAoMusHpano npoyusane UKPDS (UK Prospective Diabetes Study)
YCTaHOBSARA JB/TOCPOYHUTE MOJN3H OT HHTCH3UBHUA KOHTPO Ra KphLBHATA 3aXap npH
NAUMEHTH ¢ AHA0eT TUN 2. AHANH3BT Ha pe3y/ITaTHTE IPH NaUUeHTH ¢ HaHOPMEHO TEITIo,
JIEKyBaHH ¢ MET(OPMHH ClIe]| HEYCIIEX OT JIEYEHHE CaMO ¢ JMETA MIOKA3BAT:

- 3HAYHMMO HAMANABaHe Ha abCOMOTHHA PHCK OT BCAKO CBBp3aHo ¢ Auabeta
YCIO)KHEHHe B rpynaTa Ha MeT(hopmuH (29,8 crbutis/l 000 nanpeHT-rogHHEN) CIpIMO
NAMEHTHTE OCTABCHH caMo Ha meeta (43,3 ¢eburra/1 000 manment-roguan), p=0,0023 u
CHpAMO rpyNHTe Ha KOMOHHHpaHA TePanus ¢b¢ CYNDOHHTYPEHHH NPOAYKTH M Ha
MOHOTepanua ¢ uucynur (40,1 cuOurua/l 000 nmauuent-roautu), p=0,0034;

- 3HAYMMO HaMaIABAHE HA aGCOOTHHA PHCK OT CBBp3aHa ¢ Auabera CMBPTHOCT:
meTpopMuH 7,5 cubuTHa/1 000 nauueHT-roAHHHE, caMo Ha aueta 12,7 cubumua/1 000
nauHeHT-rogvHy, p=0,017;

- 3HaYMMO HaMaIBaHE Ha abCOMIOTHHA PHCK OT 06Ia CMBPTHOCT: METHOPMHH

13,5 cuburna/! 000 nanmesT-roguEy cupsaMo camo Ha auera 20,6 cxburus/1 000 nauuenT-
rojaan (p=0,011) u cnpamo rpynuTe Ha KOMOHHUpPAHa TEPaIus ¢be CYIPOHHIYPEHHHA
NPOAYKTH H Ha MOHOTepamua ¢ uacymmH 18,9 cebutna/1 000 naupenr-roaunn (p=0,021);
- 3HAYHMO HAMATSBAHE Ha abCOMIOTHNIS pHCK OT HHGAPKT HA MHOKAapAa: MeThOPMHH
11 cubuTua/l 000 naimenT-roanus, caMo Ha aueta 18 cb6uTHA/1 000 NaLHEHT-TOOHHE

(p=0,01).

Knvanana edHKacHOCT M He30MacROCT

[IpubaBsHEeTO Ha BHIATIHIITIHH KbM JIEYEHHETO Ha TNIALMEHTH, YHIHTO TTIHKEMUYEH KOHTPOI
HE € 3a/IOBOJIMTEIICH BENPEKH MOHOTEPAITHUATA ¢ METQOPMHEH, ciiesl 6-MeCeTHO JiedeHHEe BOAK
A0 JOIBTHHTEIIHO CTATHCTHYECKH 3HAUHMO CPEHO NOHWKaBaHe Ha crofiHocTHTe Ha HbA | B
cpaBHenue ¢ wiauebo (pasmuKu Mexay rpymute ot -0,7% po -1,1%, cvoTBETHO, 32
BIIAATIHMIITHH 50 mg 1 100 mg). IIpoueHTHT HAa NALMEHTHTE, KOHTO NOCTHIAT MOHIKABAHE
Ha crodHocTHTe Ha HbA ; ¢ > 0,7% cnpsamo M3xOAHHTE € CTATHCTHYECKH 3HAYMMO TI0-BHCOK
B JIBCTE [PYTIH HA BHINATTTHITHH [ITI0C MeT(hopMHEH {choTBETHO 46% M 60%) crpAMo
rpynara Ha MeTqopmun wioc nnaueto (20%).

B 24-cenMIYHO KIMHHYHO HANMTRAHE, BLIACTMOTHHE {50 mg ABa ITTH JHEBHO) € CPABHEH ©
MHOTIIHTa30H (30 mg BEAHBXK /{HEBHO) NIPH NALWEHTH, TIPH KOMTO HE © MIOCTHIHAT aeKBaTeH
TTIMKeMHYeH KOHTPOJI ¢ MeTdopmud (cpeana aueHa xo3a: 2020 mg). CpeaHOTO NOHAKCHAES
Ha HuBata Ha HbA ., npu cpezien usxoznen HbA,, ot 8,4%, e -0,9% npu no6aesHe Ha
BH/IAIJIANITHH KbM METHOPMEH H -1,0% nipu 106aBsaHe Ha MMOrIHTA30H KbM METHOPMEH.
CpeaHOTO NOBHILIABAHE HA TEJIECHOTO TETJI0, HaOMI0IABAHO NPK NALHEHTUTE, IPHEMAILK
NHOTTIHTa30H B JOMb/IHEHHE KbM MeThopmuH € +1,9 kg, ecnpamo +0,3 kg TIpH NAUMEHTHT,
NIPHEMANIH BUILATIIMIITHH B AOTBITHEHHE KbM MeT:popMuH

B KIHMHMYHO H3MUTBAHE ¢ 2-rOAANIHA MPOIBIKHTETHOCT BRI araunTue (50 mg Ba IbTH
AHEBHO) € CpaBHEH ¢ FAMMeNHpuy (10 6 mg/aeH - cpeAHa 103a npe3 2-Te TOAUHH: 4,6 mg)
ciaen nobapsiHe KbM TepanHiTa Ha NTAlHCHTH, JeKyBaHH ¢ MeTdopMiH (cpeaHa JHEBHA 11034:
1894 mg). Cnen ! roguna cpexnoro nonmkeHue Ha HABaTa Ha HbA, e -0,4% npu noGaesy

np# cpezeH usxoaen HbA,, ot 7,3%.
I[Ipomsnara B TEJIECHOTO TErNO npu BANAArTHNTHH € -0,2 kg cipamo +1,6 kg ip
DIUMENUPHA. YeCTOTaTd Ha ClyuanTe Ha XMIOITTMKEMUS © CHIHHHKAHTHO No-
rpynara Ha BWiAarnunTyH (1,7%) B cpaBHeHHe ¢ rpynara Ha riuMenHpun (16,2
KpaliHara ToYKa Ha npoy4BaHero (cnen 2 roausn) croiiHocTaTe Ha HbA, ca mo
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H3XOIHHUTC CTOF[HOCTﬁ B JBCTC T‘epaﬂeBTH‘-IHH Py, a pasimHiIMATa N0 OTHOLICHHE HA
NPOMSHATA B TEJIECHOTO TErNO K CIIyJaHTe Ha XUIMOIJIHKEMHUs Ce 3ara3par.

B 52-cenMiMHO M3NMTBaHE BHIAATAMITTHH (50 mg Ba IIETH JHEBHO) € CPABHEH C FIHKIA3HIT
(cpenua nHeBHa no3a: 229,5 mg/nen) cnen goGaBAHe KbM TepanHATa HA (ALHEHTH,
HENIOCTHIHATKM KOHTPON ¢ MeThOPMUH (H3XxoaHa A03a Ha MeTdopMuH 1928 mg/nen). Cnen 1
roJyHa cpeHoTO noHrkenue Ha HbA;, e -0,81% npu nobasgHe Ha BIINArIHITHE KM
MeTdopMuH (ipu cpeaen usxoneH HbA,, 8,4%) u -0,85% npu noGapsane Ha TIMKIA3H], KBM
metdopmuH (pH cpeneH usxoneH HbA |, 8,5%); moka3aHa € CTATHCTHUECKH 3HAYAMA He 110-
Maiika edukacHocT (95% CI -0,11 — 0,20). ITpomarara B TenecHoTo Terno e +0,1 kg npu
BRLIATITHITTHH ciipaMe 1,4 kg npu rmukiasua.

B 24-ceaMuuHo KIMHEYHO W3IHTRaHE € OLEHEHA e(HKacHOCTTa Ha (pUKkCHpaHaTa AO30Ba
KOMOHMHALMA OT BIINANTHITIHE i MeTGOPMEH (OCTENEHHO THTpHUpaHa Ao 103a ot 50 mg/500mg
ABA TBTH JUeBHO Uk 50 mg/1000 mg nBa IbTH AHEBHO), NPUIOKEHE KATO MhLPBOHAYAITHA
Tepanus NpH MALMENTH, HEIPHEMAIH NIPSAH TOBA NpYTH JekapcTa. KoMbunanuara
BHNarnuanTaH/MerdopMan 50 mg/1000 mg, npunoxena ABa METH AHEBHO, NoHmwkasa HbA,
¢ -1,82%, Bunparmunrun/Merdopmun 50 mg/500 mg, npuioxkeHa ABa ITHTH JHEBHO, C -
1,61%, Metdpopmun 1000 mg, npunoskeH nsa ITBTH AHEBHO, ¢ -1,36%, a BwiparaunTun 50 mg,
TIPHJIOMKEH JABa ITBTH THEBHO, ¢ -1,09 1ipu naxonen HbA,, §,6%. [TonikerueTo Ha HbA |,
HaGmolaBaHo NPH naltHeHTH ¢ u3xomeH HbA, >10,0%, e mo-roiamo.

24-cenMuyHO, PAHNOMA3NPAHO, ABOHHOCTANO, ITALEG0 KOHTPOIHMPAHO H3NHTBAHE ¢
npoeefieHo MpH 318 maumenTH, 3a Ja oueHH epHKACHOCTTa H He301MacHOCTTa Ha
BUAaarmunTHH (50 mg ABa ITBTH THCBHO) B KOMOHHaLHA ¢ MeTdopmuH (1500 mg HeBHO) H
TAMMENTHPHA (>4 mg MHEBHO). '

BrigarnunTiH B koMOHHAUHS ¢ MeTHOPMUE ¥ TIIMMETHPHJ CHIHH(KKaHTHO IOHMKABA
HbA,, cnipsmo ntaue6o. Kopurupanara cnpsamo miate6o pasiuka B CpeIHOTO MOHIKEHHE Ha
HbA,; cnpamo nusxoasara croiinoct ot 8,8% e -0,76%.

24-cenMHMHO PAHOMU3ZAPAHO, ABOHHOCIATIC, MIaLe60 KOHTPOIHPaHO M3TIHTEAHE ¢
fapoeeeHo NpH 449 manieHTH, 3a 1a oLeH: e HKACHOCTTA ¢ 6e30MacHOCTTa Ha
BUAAarmAnTHH (50 mg J(Ba NbTH JHEBHO) B KOMOWHALIA ¢ MOCTOAHHA J03a GasaeH wiu
CMECeH UHCYNTHH (CpeaHa JHEBHA A03a OT 41 eMHMIM), Che CHOBTCTRALL NPHEM Ha
MeTdopmul (N=276) i Ges coubreTBawm npueM Ha meTgopmud (N=173). Bungarauntun &
xOMOMHALWS C MHCY/IHH CHrHHOHKAHTHO NoHuxkasa HbA,, cnpaMo mutane6o. B ofmara
NOMyZalusA KOPHrHpaHaTa cupAaMo rnanedo pasnuka B cpeaHoTo noHmxkenwe Ha HbA . npu
cpezHa uzxosHaTa croiHoet Ha HbA |, 8,8%, e -0,72%. B noArpynute, nexyBaHd ¢ HHCYJIHH,
CBC WIH 63 CHIBTCTRAN ApHEM Ha MeTOPMHH, KOPHTHPAHOTO CIPAMO Manebo cpeaHo
nonwkenne Ha HbA (., e choteerHo -0,63% 1 -0,84%. YecToraTa Ba XMIormHuKkeMus B ob1uaTa
nonynawui e 8,4% u 7,2%, cbOoTBETHO B IPYIIHTE HA BHIAArIKITHH H W1aue6o. [pu
NAUMEHTHTE, NpHeMallll BHIIJArNUnTHAH, He ce HabmoJapa moEMITaBaHe Ha Ternoro (0,2 kg),
ACKATO Mp# fpHeMaminTe miauebo ce Habiogasa nmoHmxkenue Ha rertoro (-0,7 kg).

B apyro 24-ceaMuyHO NpOyyBaHe PH NALMEHTH C NIO-HATIPEAHAN 3axapeH Auaber Tun 2, npu
KOMTO HE ¢ [IOCTUTHAT aleKBaTEH KOHTPOJI ¢ IEIEHHETO € MHCYIIMH (KPaTKo H
Obp3oaciicTRam, cpeaHa UHCYTHHOBA 1033 oT 80 IU/nueBHO), CpegHOTO NOHMKCHUE Ha
HbA, mpu no6apsHe Ha BriacvnTeEs (50 mg ABa TETH JHEBHO) KbM HHCYJIMHA €
CTATUCTAMECKH 3HAYMMO FO-TOIIAMO, OTKONKOTO 1IpH KOMOHHALMATA TWIALe60 IUTI0C HHCYTHH
(0,5% cnpsmo 0,2%). YecToraTa Ha XUIOFTMKEMHS € ITO-HUCKA B IPYyTiaTa Ha BILIAL,
OTKONMKOTO B nrauedbo rpynara (22,9% cnpamo 29,6%).

,..
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Cypoeuno-cvos puck
Mera aHanH3 Ha HE3ABHCHMO W TPEIBAPMTEIHO ONPEIENeHHTE ChPAEYHO-CHIOBH HEXEaHH

cpburrn ot 37 daza [l u IV KIMHM4HM H3NUTBAHKA IPH MOHOTEPAHs ¥ KOMOHUHMPAHA
TeparHi, ¢ NPOABIDKHTETHOCT Haf 2 FOJHHH (cpefHa eKcno3HIm 50 ceamuiM 3a
BHIJATIMITAH H 49 ceIMHLIM 3a CPABHUTEIHHTE TIPOAYKTH), OKA3Ba, 4¢ JIEYCHHETO C
BUJIIArTHNTHH HE € CBBP3aHO ¢ MOBULIABAHE HA CHPAEYHO-CHJOBHA PUCK CIIPAMO
CpaBHHTEIHHUTE NMPOAYKTH. CheTaBHATa KpaiHa TOYKa Ha NPEABAPHTENHO ONpPEACICHATE
TOJIEMHE CHEPASYHO-CHA0BH cHOMTHA {major adverse cardiovascular events — MACE),
BIKJIFOUHTEITHO MHOKApASH HHBAPKT, HHCYNT HITK CMBPT NOPAJIH ChPASHHO-CHAOBA NIPHYHHA,
€ noo6Ha NpH BIIAATTHIITHH CNIPAMO KOMOHHHPAHY AKTHBHH 1 M1aue60 cpaBHATENHK
npogyktH [OtHocHTeneH puck no Mantel-Haenszel (M-H RR) 0,82 (95% CI 0,61-1,11)].
MACE nacrsuga npu 83 ot 9 599 (0,86%) naupenTy, TeKyBasy ¢ BIULJArTHITTHH B NpH 85
ot 7 102 (1,20%) naumenTH, TleKyBaHH CuC CpaBHUTENEH NPoayKT. OLUeHKaTa Ha BCEKH
oraener KomnoHeHT Ha MACE He nokaspa noeumen puck {nogoben M-H RR). Ce0utus ¢
NOTBEPACHA CEpAeYHa HeaocTaTbyHoeT (CH), nedunnpana kato CH, HanckBaia
XOCTIHTanM3anus, Mk Hosonosasina ce CH, ce crobmasar npu 41 (0,43%) ot naupeHTHTe,
JICKYBaHH ¢ BHIAarnunTai B opy 32 (0,45%) oT naumenTlTe, 1eKyBaHH ChC CPAaBHUTENIEH
npoaykr M-H RR 1,08 (95 CI 0,68-1,70).

TeauaTpudna normynams

Erponeiickata areHiHs o jiexapcTsara ocBoGOXKIABA OT 3aIB/DKEHRETO 3a NIPEAOCTABSHE HA
pe3yATaTHTE OT MPOYYBAHMATA ¢ BHIJArTTHNTHH B KOMOHMHALNS ¢ MET(HOPMHH BBB BCHUKH
NOArPYIH HA NEAHATPHYHATA NOMYNAlMA ¢be 3axaped auabeT Tun 2 (Bx. Touka 4.2 2a
uHGOPMAITMA OTHOCHO YNIOTpe6Ga B MeHATPHATA).

5.2 ®apMaKkOKHHETHYHH CBOHCTBA

Abcopbima :

Hoxasana ¢ GHOEKBHBANIEHTHOCT Ha BHIAAFTMITTHH/ METHOPMHAH XHAPOXIOPHA [IPH TP
pasnHMHEK 103MpoBKH (50 mg/500 mg, 50 mg/850 mg u 50 mg/1 000 mg) cnpsmo
KOMOMHaNmMs OT OTxenHM TAONETKH BIIAAMIMIITHH 1 MeTHOPMHH XHAPOXIIOPH B
CBOTBETCTBALIHTE JO3H,

XpaHaTa He NOBIIMABA CTENEHTa K CKOPOCTTa Ha abcopbuis Ha BUIAATMOTHH oT Bunaakon-
Mer. Ckopoctra u crenenra Ha aGcop6Guma Ha Metdopmun ot Buiaakon-Met 50 mg/1 000
mg Ca BaMaJICHH, KOraTo ¢€ NpWIara €HOBPEMEHHO ¢ XPaHa, KOeTO Ce OTpa3fBa B
noHmkasaHe Ha Cpyy ¢ 26%, AUC ¢ 7% u 3a6aBgHe Ha mocTHraneTo Ha T, (2,0 10 4,0 uaca).

TTocnesamoro H3N0XKeHHE OTPa3siBa PapMaKOKHHETHIHHTE CROJCTBA HA OTAE/IHHTE
AKTHBHY BelllecTBa B Bunmaxon-Mer.

Bunoaznmmmun

Abcopbiyus
Crex nepopaiHo NpaNoXeHHe Ha [IAIHO BUIANTHITHH ce aGoopOupa 6bp30 ¢ MMKOBa

[UIa3MEHA KOHLIEHTpalya HabmonasaHa wa 1,7 yac. Xpauara cnabo 3abaBs BpeMeTo 2a
AOCTHraHE Ha IMKOBATA [UTa3MeHa KOHLCHTpauus A0 2,5 waca, HO He OBIUsBa obuaTa
excnosknus (AUC). Hpuwioxenwnero na BAI/IRTTTHITHH ¢ XpaHa BOAH 110 IOHIK2BAHE,
{19%) crpsamo NPUIOKEHHE Ha TIaAHO.

CreneHra Ha npomana, ofave, He € KITHHHYHO 3HAYHMA, Taka Ye BIWINATTRITHH
npunara ¢ wiu 6e3 xpasa. AGconioTHara GuoHaTBE4HOCT € 85%.

wnB/HYy,

N
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Pasnpenencrue
Cehp3BaHeTO Ha BWIAATIHIITHH ¢ TU1A3MEHHTE TIPOTEHHH € cnabo (9,3%) U BAIIAHIITHH ce

pasnpened ropaBHO MEXY UIa3MaTa W 4epBeHHTE KpsBHH KieTkd. CpeHHA obeM Ha
pasupeesieHle Ha BWIAMIKIITHE B CTAMOHAPHO ChCTOAHHE CIISA HHTPABEHO3HO
npanokeHue (Vss) e 71 mirpa, KoeTo MpeAnonara eKCTpaBackyNapHO paslpesielicHHe.

buoTpancthopma:

Merabonu3MbT e OCHOBHHA BT Ha eTHMWHMpAHe Ha BIIANTHITHH IIPH X0pa, KOETO ¢e
OTHacs 3a 69% ot nosara. Ocuosrust metabomut (LAY 151) e apMakoIornuHO HEAKTHBEH
H € NPONYKT Ha XHApPONH3aTa Ha LIMaHO rpyIaTa, ChCrasiasa 57% OT A03aTa, NoCIeABaH oT
MPONYKT Ha aMHIHA XHpo3a (4% ot gozara). DPP-4 nonprHaca 9acTHYHO 3a

XHAPONN3aTa Ha BUIJIArIIAIITHH, KOCTO Ce OCHOBABA Ha in Vive NpOy9BaHe, B KOETO ca
H3ITOM3BAHA TUTEX0BE C AePHUHT Ha DPP-4,

BunparnuntiH He ce Merabonnsipa o CYP 450 ensumure 0 cTeneH, KoATo Moxe fa Obze
onpegenera. Clen0BaTeHo, He ce 049aKBa MeTaOOIMTHUAT KJIMPBHC Ha BIWIAATIIMIITHH a ce
MORJIMAE OT eAHOBPEMEHHOTO npHnoxenue ¢ CYP 450 unxuburopn v/unH aHxyKkTOpH. Iin
Vifro IpOYYBAHMATA NOKA3BAT, Y€ BIIINATIIMIITHH He nHXuOupa/munyunpa exsumure CYP 450.
ET0 3amo, HAMa BEpOATHOCT BHIAAIMTMITTEH Ja MOBAMABA META0OTATHHA KIHPHHC HA
€THOBpEMEHHO NpHJIaraHHTe nekapcTsa, Merabonmzupany ot CYP 1A2, CYP 2C8, CYP 2C9,
CYP 2C19, CYP 2D6, CYP 2E1 unu CYP 3A4/5.

Emvmunnpane '
14 o
Cren nepopaiHo npunoxetve Ha [ C] BHnaaraunTus, npubausuTenso 85% or aosara ce

eKCKpeTupa B ypHHata H 15% ot 03aTa ce orkpHBa BbB (elieca. BrOpeuHata ekckpeiua Ha
HEIIPOMEHEH BHIJIATTMITHH CheTaBaBa 23% OT Jo3zaTa ciieq iepopaiHo npwioxenue. Cnen
HHTPaREeHO3HO [IPUIOKEHHE Ha 3APARH MHANBHAH, OOLHAT IU1a3MeR H OEOpeUcH KIHPEHC Ha
BH/TAITUNTHH €, CROTBETHO, 41 1 13 V/uac. CpeAHMAT eMMMHHALMOHEH MOJYXHBOT ClleR
HHTPARCHO3HO NPUIOKEHHE e npubau3uTenHo 2 yaca. ENHMHHAIIMOHHHAT NOIYAKHBOT Clie/
NIEPOPANTHO NPHIIOKEHHE € Npubnu3uTendo 3 Jaca.

JInneliHoCT/HenHHeHHOCT

Cinax Ha BUWINATTMITIHH | TNOMITA 104 KPHUBATA [U1a3MEHA KOHLUEHTPALMA CIIPAMO BPeMe
(AUC) ce nosHmaegar o npuGaM3sHTeNHo uosa—nponopm{ona.neﬂ Ha'HH B paMKKTE Ha
TEPaneBTHYHHA 1030B HHTEpBAL.

Xapaxmepucmuxiu npyu nauuenmume

ITon: He ce HabmoaaeaT KIAHMYHO 3HAYMMH PA3JIHKH BhE (QapMaKOKMHETHKATA Ha
BHJIJATIMITTHH NIPU 3APABH MBXKE K JKEHH B LUPOK AHANA30H Ha BRh3pacT H HHIEKC Ha
tenecHa maca (MTM).

Huxubupanero Ha DPP-4 0T BUNAarnunTHH He ce TIORTUABA OT [10J1a.

Bwapacr: Ilpu 3npasu MHAMEAIHM B cTapuecka BE3pact (> 70 ronuuu), obmaTa excro3uups Ha
BHIAArMHATHH (100 mg Beansk AHEBHO) ce yBenudasa ¢ 32%, ¢ 18% nosxumapane Ha
NHBKOBATA IJIa3MeHa KOHLIEHTPAIH B CPaBHeHHE Che 31paBH Miany uHAUBHIHM (18-40
roguns). Cumra ce, obade, ye Te3H NPOMEHH HE €A KITHHHIHO 3HAYHMH. HquESﬂpaHeTo Ha
DPP-4 or BUKarMIITHH HE Ce TOBJIMARA OT Bh3PACTTA.

UYepnoapoGuo yspexaane: IIpH NauMeHTH ¢ IEKO, YMEPEHO HITH TEKKO YEPHOIPOGHO
yBpexaane (Child-Plugh A-C) namMa KIMHHYHO 3HAYAME npoMeHn (mMakcumym ~30%) npu
CKCTIO3MIIMATA Ha BWIAATIIHIITHH.

Brbpeuno yspexnane: [Ipn unaueumm ¢ neko, ymepeno Wi Texxo 66peuno
CHCTEMHATA CKCIIO3HIHA Ha BAAJATTMITTHHE ce yBenyyara (Cmax 8-66%; AUC
TOTAJIHHA TEJIECEH KIMPBHC HAMA/IABA B CPABHEHHE ¢ HHIMBHAH C HOpMarHa

dyHkums,
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EtHuuecka rpyna: OrpaHudeHuTe RaHHU NPEANONATaT, 9¢ ETHHYECKATA IPHHAJLTEKHOCT He
OKa3Ba rOMSMO BIIMSAHHE BHPXY HApMaKOKMHETHKATA HA BUIIATITHIITHH.

Memaopmun

Abcopbums
Cnen nepopanek nprem Ha MeTGOPMHH, MAKCHMAJIHATA TUIA3MEHA KOHUEHTPALMA (Crax) CE

JocTera cne okono 2,5 qaca. AGcomoTHata GHOHanHIHOCT Ha TabneTka MerdopmuH ot 500 mg
NP 3ApaBH HHAMBHIM € NplbauzuTenno 50-60%. Cren nepopaneH npHeM,
HeabcopOHpaHaTa 9acT, KOSTO ¢ YCTaHOBABA BLB (erieca ¢ 20-30%.

Cren nepopanso npuioxenue abcopOuuara Ha METPOPMHEH € HACHIAILA U HEITBIHA.
Ilpuema ce, 1€ apMakokHReTHKATA Ha abeopOiuaTa Ha MeTGOpMHUH He € maHeliHa. [Ipn
obuyaiHuTE 1034 Ha MeTGOPMHH H CXEMK Ha IPWIAraHe, CTALMOHAPHA MIa3MeHa
KOHIICHTpAIIMS Ce JOCTHra B paMknTe Ha 24-48 uaca 1 o6uwo B3ero-¢ mox 1 pg/ml. Ilpn
KOHTPONMPaHH KIMHM4HH IIPOYIBAHHA MaKCHMAJTHITE IUTIa3MEHH HHBa HA MeT(hopMuH (Cpay)
HE¢ HAZBHILABAT 4 \g/ml, TOpH Np¥ MAKCHMAITHH 03K,

Xpanara cnaGo 3abaBs ¥ HamassBa cTeNeHTa Ha abcopbuus Ha MeTdopmuH. Cren
NpHIIOKeHHe Ha f103a oT 850 mg nuKkoBaTa [U1a3MeHa KOHUEHTpawMs ¢ ¢ 40% no-aucka, AUC
€ HaMaJleHa ¢ 25% K BpeMeTo 3a NJOCTHIaHE Ha NMKOBA [UTa3MeHa KOHLIEHTPAIMS € YIBIKEHO
¢ 35 muHyTH. He € AcHa KIMHMUYHATA 3HAYHMOCT HA TOBAa HAMAJIEHHE.

Pasnpenenenue
CBBp3BaHeTo C I1a3MEHHTE [IPOTEMHH € HE3HAUMTEHO. MeThOpMHH ce pasnpenen B

epurpoumrare. Cpenruar obem Ha pasnpenencHue (Vy) BapHpa Mexay 63 u 276 nurpa.

buotpanchopmanus

MerdopMuH ce ekcKpeTHpa HenpoMeHeH B ypuHara, [Ipy xopa He ce yCTaHOBIBAT
MeTaGoTUTH,

EnuMuanpane
Merdopmun ce enuMHHERpa upes 6u0peuna exkckpelius. BLOPEYHAAT KIHPBLHC HAa MET(POPMHUH

¢ > 400 ml/min, koeTo oka3Ba, ye MeET(HOPMHH Ce ETHMHNMPA Ype3 TIIOMepPYIIHa (QITpanns
1 TyOynHa cekpera. Crell nepopasicH NpUeM, NPUBUAHHA TEPMUHAJIEH S/THMHHALIMOHEH
NIONY)KMBOT € NpubIusUTENHO 6,5 4aca. [Ipu yBpeneHa 6u0peura gpyHkums, OnOpeunusT
KIApBHC € HaMalieH NpONOPLHBEOHAIIHO Ha KpeaTHHHHOBHA KIIHPBHC H NIOPaAH TOBA
€IHMHHALMOHHUAT TOMYXKKBOT € YB/DKEH, KOSTO BOAM AC NOBHIIABaHE HHBO HA METQOPMHH
B TUIa3Mara. : :

5.3 IlpeaxinHHYHE JAHUHA 32 fe30NacHOCT

IIpu >KHBOTHH Ca NPOBEIEHH EKCIIEPUMEHTATHH MpOy4YBaHHA ¢ NPOTBIDKHATEHOCT A0 13
CeIMHIIM ¢ KOMOHHALMATA OT BENECTBATA, CHABPXKalM ¢ B Bunpakon-Mer. He ce
YCTaHOBSIBAT HOBH NPOABH HA TOKCHYHOCT ¢ Ta3H komOnHaimA. Cre(BallKTe JaHHH Ca
YCTaHOBEHH B IIPOYYBAHHS NPOBEACHH ¢ BHIAANTMITTHH H METHOPMHH NTOOTAEIHO.

Bunparnunrus

I1px kyyeTa ce HabmoAaBa yaLIKaBAHE Ha HHTpaKapAHAIHOTO NPOBEKIAHE NPH
koATo HaMa edext, ot 15 mg/kg (7-TETH HAN SKCIIO3MLMATA PR XOPa BB3 OCH

Kymynupane na nienectr anseonapun Makpodgarn B 6enure apoSone ce Hab
IUrexoee ¥ MULky, Jlosara, mpy KOATO He ce HabiroaRa mopobeH edexr mpu
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(5-IrbTH Haj EKCTIO3MIIHATA [IPH xopa BE3 OCHOBA Ha AUC) n 750 mgfkg npy Muky (142-
ITETH HaJl €KCIIOBULIMATA [IPY XOpa). '
CToMaIHO-IpeBHHTE CHMITOMM, 0COGEHO MEKH. M3MPAKHEHH, HIIIPAKHEHHA ChC CITY3,
AHADHA Y TIPH I10-BUCOKH 103H KPBB B H3NPAKHEHMATA, ca HaOmoAasaxnH nNpH Kysera. Huso,
TIPH KOETO He ce Habumonana epeKkT He € yCTaHOBEHO.

BHIZArTMITHH He € MyTareHeH NPH KOHBEHIHOHATIHHUTE in Vitro U in vivo W3CIeABaHMA 32
IeHOTOKCHYHOCT.

[Ipoyusane 3a depTrnuTeT B PaHHO eMEPHOHANHO Pa3BHTHE NPH IUTHXOBE HE JIaBa JAHHH 32
HapyIIeHUs BB (epTiuTeTa, penpoAyKIMATa WM PaHHOTO eMOPHOHAITHO Pa3BUTHE B
PE3YIITAT Ha JIEYCHHETO ¢ BUIAaIHNTHH. EMOpro-heTanHaTa TOKCHYHOCT € OlieHABaHA TIPH
irexose U 3aifiu. [fosmuena yectora Ha BEnHOOGpa3HN pefpa ce HAOMIOAABA NPH IUILXOBE
BBE BPB3Ka C HAMAJICHH IapaMETPH Ha TENECHOTO TEMIO HA MaiiMHHUA OpraHu3bLM C 11034,
npu KoATo HaMa edexr, ot 75 mg/kg (10-npTH Hag excnosnumaTa npy xopa). Ipu zaiiuy,
HAMAJICHO TEICCHO TEITO H IIPOMEHH Ha CKENeTa, NOKas3aTe/THH 3a 3a0argHe B Pa3BUTHETO, C2
oTOe/3aHN CaMO NPH HATIMHETO HA TEXKa TOKCHYHOCT 33 MAHIHHH OPraHH3HM C 1038, MPH
KoATO HAMA edekT, 50 mg/kg (9 mbTH Han ekcno3uLIMATA npH xopa). [TpH rLTbXoBE €
NpPOBEICHO Npe- M MOCTHATANIHO NIPoy4BaHe 3a pasBuTHe. Haxonky ce Habmonapar camo BEB
BPB3Ka ¢ TOKCHIHOCT IIPH MaiuMHHA OPraHAu3eM IpH > 150 mg/kg 1 BIIOYBAT NpexoaHo
HaMaJI1BaHE Ha TEIECHOTO TETJIO H HaMaleHa ABHraTeNHa akTHRHOCT B F1 nokosicHHeTo.

JZBYTOARIUHO TIpOYYBAHE 32 KAPLMHOTEHHOCT € MPOBEACHO IIPH IUTBXOBE MPH MepopaTHH
no3u o 900 mg/kg (upubnuzurento 200 TETH EKCTIOZUUMATA MPH XOPA TIPH MAKCHMATHO
npenopeYBanarta fo3a). He ce HabnionaBa noBHuaBale Ha 4ECTOTATA HA TYMOPHTE, KOHTO
Guxa MOTIIH Jia ce OTHECAT KBM BHIArMITHE. JIPYTO JBYTOAHILHO NpOy4BaHe 32
KapLHOTEHHOCT € NPOBEACSHO MPH MHILKH ¢ nepopanau no3d o 1 000 mg/kg. Iormmenara
YeCTOTA HA A/ICHOKAPLIMHOM Ha I'bpIaTa M XeMaRTHOCAPKOM ce HabmofaBa NpH 1032, TIPH
KOSATO HAMA edeXT, ChboTReTHO, OT 500 mg/kg (59 IMbTH ekcno3unEATa IIpH Xopa) u 100 mg/kg
(16 neTH €KCrIo3MIMATa NPy Xopa). CumTa ce, Ye MOBHIICHATA YeCTOTA Ha Te3H TYMODPH IpH
MHIIKY He MpeCcTaBIABa 3HAYMM PHCK 3a XOpaTa, B3 OCHOBA Ha JIHIICATa Ha
CEHOTOKCHYHOCT Ha BHJIIATTTHITTHH M OCHOBHHUA MY MeTalo)IUT, MOABATa HA TYMOPHTE CaMO
[pH €AMH BH/I K BUCOKHTE CLOTHOINEHHA Ha CHCTEMHA eKCIIO3HLIKA, TIPH KOATO ca
HabuonaBaHu TyMopHTe. :

B 13-cenmino npoydBaHe 3a TOKCHMHOCT PR MARMYHH MaKallH, KOKHH JIe3uH ca
oTOENs3aHM 1pH /1034 > 5 mg/kg/nen. Te ce NOKAIM3IUPAT BUHATH TIO KpalHHLATE (pBIETE,
XOJWAAT], yiuure W onamkara). IIpn 5 mg/kg/nen (npubmusprency expupanent Ha AUC
SKCITO3HUHATA OpH Xopa NpH 1o3a 100 mg), ca Habmomaranu camo MexypH. Te ca obGpaTumu
HE3aBUCHMO OT TOBA, Y€ JICYESHHETO € TIPONBDKEHO M He ¢a CBBP2aHH C XHCTONATONOTHYHH
aHoManuH. Hanykana koxa, NioIerila ce K0xa, CTPYTICH M paHH Ha ONAIIKATa C KOpeTHpaliy
XHCTONATONOIHYHH MPOMEHH ca HabnmonapaHn npH A03H > 20 mg/kg/nen (npnﬁnmme.ﬂﬂo 3
wbTH AUC excrniospimaTa npu xopa npH gosa 100 mg).

Hexporuutn ie3ny Ha onamkaTa ce HaGroaasat npd > 80 mg/kg/nen. KoxaHTe nesnu He ca
0GpaTHMK 1Ipi MANMyHH IeKyBaHH ¢ 160 mg/kg/meH no BpeMe Ha 4-CCMHYHMA
BB3CTAHOBHTENEH TIEPHOZ.

Me’rgbogmm

Hexnunuduure naneu 3a MeTHOPMEH He NOKa3BaT ocobeH puck 32 Xopa Ha 6a3a
KOHBEHIHOHATHHTE HapMaKOIOrHYHY IPOYYBAHHA 32 6€30TaCHOCT, TOKCHHHO
MHOTOKPaTHO NPHJIaraHe, FeHOTOKCHYHOCT, KARUEPOreHe TIOTEHUMAI U perp
TOKCH‘-]HOCT

21



6. PAPMANEBTHYIHH JAHHH
6;1 CoHchK Ha DOMOIKHETE BEIMECTRA
Aapo Ha TabneTkara

MHKpoOKpHCTANHA enyio3a
XugpokcHponuALenyIo3a

Kpocmosnaon,
MarHesuep cTeapat

DUIMOBO IOKPHTHE

Xunpomenosa (E 464)

Turaros auoxcua (E 171)
Makporon/ITomaerunen rmukon (E 1521)
Tanx (E 553b)

Xwnt xenesen okcun (E 172)

6.2 HecnemecTHMOCTH
Henpuioxumo.
6.3 Cpok Ha rogHocT

2 roaHHA

6.4 CpoenHaiH} YCJOBHSA HA CHXPAHEHHE

Ha ce cexpanzsa nog 30°C.
Jla ce cexpaHdBa B OpUrHHaIHaTA onakoska (SHeTep), 32 A4 ce MPEANASH OT BJara.

6.5 Bngu chALpXKAEAE HA 0NAKOBKATA

Anymuuuii/ AnymMunnes (PA-Alu-PVC/Alu) 6nuctep
TIpeanara ce B ONMAKOBKH, ChALPXAIH 60 GHIMHpaHH TabIeTKH.

6.6 Crenpanns npennasuu MepKH NPH A3XBLPISHE

Hama crienManHH H3NCKBaHW,

7. IPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

OAPMAKOHC AJ]

6yn. ,ITeito K. Slsopos™ Ned4, er.1
Codus 1164

boarapus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Per.Ne

9. JMATA HA IIBPBO PA3PENIABAHE/TIOAHOBABAHE HA
PAPEINIEHHUETO 3A YIIOTPEBA

JlaTa Ha ITEpBO paspelnaBane:

10. JATA HA AKTYAJIM3IHWPAHE HA TEKCTA

10/2021
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