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Tarmus Met 50 mg/1000 mg dunmupanu rabnericn DoCEAERUR N i e

Taglin Met 50 mg/1000 mg film-coated tablets
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1. HME HA JJEKAPCTBEHHS IPOYKT paspeusere 4.

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Beaka dunmupana Tabnetka ceabpka 50 mg unnarnunTan (vildagliptin) u 1000 mg
MET(HOPMUH XHAPOXNOPHA (metformin hydrochloride).

3a IBLITHEA CIMCBK Ha NOMOLIHHTE BEWIECTBA BHATE TOUKa 6.1,
3.  JNEKAPCTBEHA ®OPMA

DunMupaHa Tabnetka.

Xnara, ABOHHONSTEKNATA, enMNCOBHRA durMupana TanerTxka Chc CKoceHH pBboBe, ¢ AbMKHHA
21,5 mm u mHpounna 10,4 mm.

4, KJAHHAYHH JAHHH
41 TepaneBTHYHE NOKAZANUY

Tarmu MeT e nokasan xaro pomenmenme KM AWETaTa H ynpaxHeHHATa 3a noncOpeHHe Ha

TITHKEMUTHIA KOHTPOJI [IPH BB3PAcTHH ChC 3aXapeH auabeT THI 2:

- TIpH MalHEHTH, NPH KOMTC He € Eb3MOXHO 1a Ce NIOCTHIHE aj[eKBaTeH KOHTPOI caMmo ¢
MeTHOPMHH XHAPOXTIOpPHA,

- TIpA MALHEHTH, KOUTO BeYe Ce NEKYBAT ¢ KOMGHHALMATA BIIAATANTHH 1 MeThopMHH
XHAPOXIOPHA NOX (POpMaTa Ha OTAENHH TabIeTKY.

- B KOMOHHaIMA ¢ ApyrH JIEkapCTEBCHH NPOAYKTH 3a NleYeHHe Ha ARaleT, BRIIOYHTENHO HHCYIIMH,
KOI'aTo T¢ He OCHTYpPABAT aAeKBATeH [HKEMUYeH KOHTpON (Bk. Touka 4.4, 4.5 1 5.1 3a HAMMYHK
AaHHH OTHOCHO pasnuuHuTe KOMOUHaUNH).

42  Jlo3HpOBKA H HAYMH Ha NnpuAOKEHHe

EO3HQOBK3,

Brvspacmnu ¢ nopmanna 6v6peyna gy GFR> 90 ml/mun

lo3aTa npn aRTHXHIEPrIHKeMHIHOTO NeveHHe ¢ Tarmuy Mer Tpa6Ba na 6b1e HHAMBR LY aH3HpaHa
BB3 OCHOBA Ha TEKYIaTa CXeMa Ha NTAMENTA, eeKTHRHOCTTa H NOHOCHMOCTTA, KATO He ce
NpCBUIIAB2 MAKCHMAITHATA IPENOPLYUTENHA AHeBHa 1033 oT 100 mg BHAarnunTHd. Tarnue Met
MOXE J1a ce 3al0YHe WK KaTo TabneTka oT 50 mg/850 mg uny kaToe Tabnetka ot 50 mg/1000 mg,
MIpHIIOXKEHA NBa ITHTH HEBHO, €/iHa TAbeTKa CYTPHH H eqHa Bedep.

- Ilpu naumenTy, npu koMTO He ¢ NOCTHrHAT AACKBaTCH KOHTPON ¢ MAKCHMAIIHATA HOHOCHMA
D033 METHOPMHH, NPHIAraH KaTo MOHOTEPAITHS;

Hauannara 103a va Tarnun Mert TpA6Ba Na NpenoCTaBd BUNZArNKANTHY 50 mg ABa I'bTH JHEBHO

(100 mg obma nnesna a03a) nmoc nosata Ha METHOPMIH, IIPHEMAHA 10 MOMEHTA.

- Ipu nanmenTy, npy kouTo ca npunarauu €AHOBPEMEHHO BHIIATRHNTHY ¥ METHOPMUH KaTO
oTaensy tabnerku:

Tarmuu Mer Tpa6Ba 1a ce 3ancure & chummTe A03H Ha BHILAAITIRIITHH H MET(HOPMHH, KAKTO

IPHEMAHHUTE JI0 MOMEHTA.,

- Ipu naunents, npu kouro He e mocTHrHAT aACKBaTeH KOHTPOJ ¢ ABoifHA KOMGHH
METHOPMHH K CyIPOHAIY peiiHi NpETIapaTH;
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Zo3ara Ha Tarnun Mert Tps6Ba Xa NpenocTaBs BWIIAMTHITHH B Ao3a oT 50 mg ABa IBTH AHEBHO
(100 mg o61ma AneBRa f03a), a f03aTa Ha MeT¢dopMuH Tpabea na 6se MogobHa Ha NpHeMaHaTa 10
MmoMenTa. Korato Tarnud Mer ce npryiara B koMGHHRAIHS Che CYNOHHITYpeHHO NPCH3BOAHO, MOMKE
Ala Ce MMa Pe/IBMJL MIO-RUCKA 11038 Ha CYNQOHITYpeifHHs npenapar, 3a 1a ce HaMai pHcKa OT
XHIOTTIHKEMHS.

- [Tpu oauuenTy, NPH XOUTO HE € MOCTUTHAT AREKBATER KOHTpPON ¢ fiBoiiHa koMOnHApana
TEpanui ¢ HHCYTHH H MaKCHMAITHA NTOHOCHMA [03a METGOPMHH:

Hosara na Tarnun Mer TpabBa na IpeaocTaBs BHILIANTANITHH B Ao3a ot 50 mg 1pa NsTH ZHEBHO

(100 mg 06ma gHeBHa 103a), a o3ara Ha MeT¢OpMHH Tpabea fa 6pAe nogodHa Ha 03aTa,

TIPHEMaHA 10 MOMEHTA.

BezonacHocTra 1 edHKacHOCTTa Ha BUNIAMIHIITHE 1 MeTGhOPMHH, IPHIAraHK KaTo TpoiiHa nepopanya
Tepanu’ B KOMOUHALMA C THAIONHANHANOH, HE €4 YCTAHOBEHH.

Creyuanuu 2pynu nayuenmu

Cmapuecka svapacm (> 65 200unu)

Txif kato MeTdopmuH ce exckpeTnpa npe3 616pennTe, a NaupeHTATE B CTApYECcKa BB3PACT I0KA3BAT
TCHACHIHS KEM HaMasABaHe Ha Gb0pednaTa QyHKIHAS, pH ALHEHTHATE B CTAPYECKA BB3PACT, KOHTO
npuemar Tarnnu Mer, peoBHo Tpafiea aa ce mpociesea GyuxupaTa Ha GeOpenute (Bx. Touxn 4.4 1
5.2).

Bvbpeuno yapescoane

TIpeau 3anousaHe Ha MeyeHue c TIPONYKTH, ChABPKaLIM METPOPMUH, TPAGBA a C¢ HANIPABH OLEHKA
Ha GFR crofiHocTHTe, 2 crieql TORA - MOHE BeHbX TONMIIHO. ITpy nauMeHTH ¢ TOBHIIEH PHCK OT [O-
HATATLUIHO MPOrpecHpane Ha GEOPeYHO yBpexk/aHe M IPH MaNMEHTH B CTAPIECKa BB3pacT TpabBa Io-
H€CTO Aa C€ NpaBH OleHKa Ha 6B0peuHaTa ¢pyHKIHA, Hanp. Ha Beeku 3-6 Mecelia.

3a ipeanovHTAHE € MAKCUMANTHATA AHEBHA 032 MeTQOPMUH Ja GbAe pa3AeneHa Ha 2-3 JHEBHHU JO3M.
DaKTOpH, KOHTO MOTAT J]a YBE/THYAT PHCKA OT NakTaTHa auiao3a (mx. Touka 4.4), TpzOBa 1a 6BaaT

MpEpaIrieany, peax a ce oOMUCTH 3aN0YBAHETO Ha IeYeHHe ¢ MeTHOPMHE NPH NALUMEHTH ©
GFR< 60 ml/min,

AKO He € JOCTHIIHA A030Ba dopma Ha Tarnus Mer ¢ 42€KBATHO KONHYECTBO Ha AKTHBHOTO
BEIICCTRO, BMECTO KoMOunaums ¢ uKCHpaHH Jo30 TpabBa Aa ce M3NOI3BAT OTAEAHATE
MOHOKOMIIOHEHTH,

GFR ml/min Metdopmun BHiaarmanTun

60-89 Makcumannara queBHa no3a e 3000 mg. | He ce ganara KODHTHpaHe Ha 103aTa.
Moxe na ce obMucIH HaManaBaHe Ha
Jl03aTa NpH BlCINaBaHe Ha GbOpeaHaTa
bynakuus.

45-59 MakcumannaTa qHeBHa fo3a e 2000 mg. | MakcHMmanHaTa qHeBHa Ao3ae 50 mg.
Hagannara 103a € OHe MONOBHHATA OT
MaKCHMANIHATA J034.

30-44 Maxkcumarnnara qHeBHa nosa e 1000 mg.
Hawannara 1o3a e noxe nonoBuHaTa ot
MakKCHMaIHaTa 1034,

<30 Mertopmun € poTHBONOKa3aH.

Yeprodpobro yspeacoarne




Tleduampreuna nonynayus
He ce npenopruga ynotpe6ara na Tarman Met IpH feria ¥ wHomy (< 18 roauun). BesonacHocTTa M
epHkacHOCTTa Ha Tarmue Mert fpy aena M 10HOMH (< 18 roamny) He ca ycraHoBenn. JIMNCBAT RaHHH.

Haunn va npunoxenne

Hepopanue npunoxeHue.
IpuemsT Ha Tarnun Met no Bpeme 1y BeaHAra Criex XpaHeHe, MOXe 13 HAMAH CTOMALIHO-
HPEBHATE CHMIITOMH, CEBP3aHH C METOPMHH (BX. CHINE TOUKa 5.2).

43 IlporuBonoxazanus

- CBpEXuYBCTBHTENHOCT KbM aKTHBHUTE BELLECTBA IIH KBM HAKOE OT NOMOIIHHTE BellecTBa,
130poeHH B TouKa 6.1;
- Beekn ThI octpa MeTabGonuTtra alHAo03a (KaTo aKTaTHa algo3a, nuabeTha KeToalugosa);
- HnabeTna mpexoma;
- Texka 666peuna Hegoctarbunoct (GFR < 30 mb/min) (8. Touka 4.4);
- OCTpH ChCTORHNA, KOMTO MOraT na npoMenat 6udpeuHara PpyHKLMA, KaTO:
= dexuppaTaums,
- TEKKA HAQEKIMS,
- HIOK,
- BETPECBAOBO NPHITOKEHAE HA HOAHPaHH KOHTPACTHH BEHIECTRA (Bx. TouKa 4.4);
- OcTpo uH xpoHuTHO 3a60MABAHE, KOSTO MOMXE J13 NPHYHHH ThKAHHE XMIIOKCHS, KaTO:
- CBPIESYHA WK AMXATENHA HEAOCTATEYHOCT,
- CKOpOIICH MHOKapJeH HHAPKT,
- LIOK;
- YepHoapobro yepesknane (Bx. ToMku 42,44u4.8);
- OcTpa amkoxonHa HHTOKCHKALHA, ATKOXOIHIbM;
- Kopmene (Bx. Touka 4.6).

44 CoeuMainu npeaynpexicHns u NpeAnazHH MepPKH IIPH YIoTpeba

Ob1un

Tarnun Mer He e 3amecTHTen Ha nHCYTHHA NpH HHCYNHH-3aBHCHMH IalIHEHTH U He TpabBa fa ce
fipi/lara NpH DaHEHTH Cb¢ 3axaped quaber tun 1.

JlakTaTaa anynozg

JlakTaTHata auna03a, MHOTO pssKo, HO CEPHO3HO METabONMTHO YCNOXHEHHE, HAH-9€CTO HACTRIBA
[IpH OCTpO BNIOIIaBaHe Ha Ob0peunarta dyuxuus, Kapauo-peCnupaTopio 3abonaBane MM CencHc.
Hartpynsaneto na merdopmun nactnnea TIpH OCTpo BIOLIaBaRe Ha GbOpeunaTa QyHKUMA 1
YBENHYABA PHCKA OT NAKTATHA AUHO34.

B cnyuaii ma AeXHApaTalMa (TeXKa AHapus HITH NIOBPRIIAHE, TPECKA HIIH RaMallcH IIpHEM Ha
TETHOCTH) TpAGBa BpeMEHHO fa ce ClIpe NpHeMa Ha METGOPMHH H € NPeNOpLYATENHO Aa Ce YCTAHOBH
BPB3KA C MEAWITHHCKH CTIEIHATHCT.

TIpueMBT Ha NeKapCTBEHH IPOLYKTH, KOHTO MOLaT OCTpO Aa YBpeaaT 6b6peunata dyuxuns (xato
AHTHXMIICPTEH3UBHU CPeACTBa, AAYpeTHuy 1 HCIIBC) Tpabea fa ce 3anoune ¢ NOBUIIEH
TipH MALKCHTH, TEKYBAHH ¢ MeThOpMHAH. JpyrH prckoBu (aKTOpH 3a TaKTaTHA ALHAO
TIPEKOMEPEH IPHEM Ha ANTKOX0]1, 9epHOAPOGHA HEOCTATHYHOCT, HELOCTATHYHO KO
KET034, NPOAL/KHTENHO IMayBaHe H BCAKAKBH ChCTOAHMA, CEBP3AHN ¢ XUIIOKCHA
CAHOBPEMCHHATA yNoTpeda Ha 1eKapcTBEHH POAYKTH, KOHTO MOTAT Aa MPHUMAST
(Bx. Touky 4.3 1 4.5).




HaunerTare u/anu 6onnornenaumre TPAGBa Aa 6b/1aT HBGOPMApPAHH 3a PHCKA OT HaKTaTHa alla03a,
JlaxkratHara annaoza ce XapaKTepH3Hpa ¢ alli03Ha JHCHHEs, KopeMHa Gonka, MYCKYJTHH KpaMITH,
aCTCHUA ¥ XHIIOTEPMHUA, IIOCTIEIBAHH OT XoMa. B ciiyuail Ha chMHeHHe 33 CHMITOMH NalHeHTHT
Tpa6Ba a cipe npuema Ha METHOPMHH U He3a6aBHO a NIOTLPCH Jekapcka nomoin. JluaruocTHunnTe
nabOPATOPHH HAXOAKH Ca IOHMKEHO kpBbBHO pH (< 7,35), NOBMINENH HUBA HA MIA3MEHHSA TAKTAT

(> 5 mmol/1) u noBMINeHa aHMOHEA PasniKa H ChOTHOLIEHHE NaKTaT/NHPYBaT.

HMODICEHHB HQ ﬁOdHQﬂHH Konmpacmyi eetjecmen

Brrpechacroro npunoxkenue na HONMPaHH KOHTPACTHH BELIECTBA MOXE Aa JOBEJE O KOHTpacT-
MHAYUHpana HedponaTis, BoAeIA o HATPYIBAHETO HA MeT(hOPMHH H [IOBHIIEH PHCK OT 1aKTaTHA
aimxosa. Merdopmun Tpabea aa ce COpe Npein WA TI0 BPEME Ha NpoiieAypaTa 3a obpasua
AHArHOCTHKA H He TPA6Ba 12 ce BB30GHOBABA 10 Hali-Manko 48 Haca cJie)| ToBa, IPH YCIOBHE Yye
6b6peunata dynkuua € oueHena 0THORO K e YCTAaHOBEHO, e ¢ cTabuina (BX. Toukd 4.2 u 4.5).

Bubpeuna $yrxuns

Ipeau sanoupane Ha nevennero Tpa6ea aa ce HanpaBH OLEHKA Ha cToiiHocTHTe HAa GFR 1 penosno
Cnell ToBa (B. Touka 4.2). Metdopmun e TPOTUBONOKA3aH NpH nauweHTH ¢ GFR < 30 ml/min u
TpAGBa 1a Gb/ie BpeMEHHO CIIpsH TIpH HATHYHE Ha CBCTOAKMA, KOUTO NPOMEHAT GhOpednaTa pymxums
(BX. TOWKa 4.3).

CritbTCTBAOTO NpHNOkeHue Ha ACKApCTBEHH IPOAYKTH, KOHTO MOrarT /ia NOBNHAAT 6u6peunara
DYHKIHS, 3 KOBEAAT 0 IHATHMA XEMOAMHAMAYHA NpoMAHA WK 13 HHXHOupaT 666peqHns
TPAHCIIOPT H A3 MOBUINAT CHCTEMHATA eKCTIOZHIIMA HA Me’[‘(l)OpMKH, ‘I‘pﬂGBa Jace H3BBpUIBA C
TNOBHINEHO BHUManHe (BK. Touka 4.5),

Yepronpodino YBpexane

TanuenTs ¢ uepHoAPOGHO YBpekaaHe, BIIIOYHTENHO TesH CbC cTolHOCTH Ha AJIAT nnmn ACAT
TIpe/n sano4BaHe Ha neueHyuero > 3 meta I'TH, He Tps6ea fa 6haar nexkyeanu ¢ Tarnuu Met
(B%. To9KH 4.2, 4.3 1 4.8).

Hpocredssane na YePROOPOOHITNE eHIUMU

Hma cBobuierns 3a peaxu ciyuan na HapyIleHa YePHOAPOOHA DYHKINA (BKIIOYHTENHO XenaTur)
CIIC]L IpUEM Ha BUNJArNUITHH. B Te3u cnyvad nanueHTHTe KaTo Ao ca Hes CHMIITOMH, Ge3
KIMHHYHH HOC/IeICTBHA B CTORHOCTHTE Ha H3CNEIRAHMNTA 33 ueproapobua dynxms (UID) ce
BBIBPBINAT 10 HOPMATHHTE CJIER NMPeKpPaTABAHE Ha JTedeHHETO. Ilpemn 3anousane Ha NedeHnHeTO ©
Tarnur Mert Tpa6ea aa ce nposeaat HUM, 3a 1a ce 3Hae HIXOAHOTO HUBO Ha nannenTa. ITo Bpeme Ha
fiegerneTo ¢ Tarnun Met yepHoapo6rata dyHKias TpAbBa Aa ce Habmoxasa Ha TPHMECETHH
HHTEPBAIN NPe3 MEPBATa FOMHA ¥ EPHOSHIHO CIEA TOBA. ITaurenTHTe, NPH KOUTO ce MOBHIIAT
CTOHHOCTHTE Ha TPaHCAMMHA3HTE, TPAGBA A3 Hbaar NpoCIieZIeHH Ypes MOBTOPHA OLEHKA HA
4epHOAPOGHaTa (YHKIMS 32 NOTBEPKAABAHE HA JAHHMTE H cnen topa YO na ce npasar yecto,
ALOKATO OTKIOHEHNATA C¢ BBPHAT KbM HOPMATHHUTE CTOHHOCTH. AKO MOKaYBaHeTo Ha ACAT HIH
AJIAT >3 nema ITH, nepcuctupa, ce [IpENOpPEYBA NIpeyCTAHOBABAHE HA JICYeHHETo ¢ Tarnuy MerT.
TawgierTure, KoHTO pasBuiT HKTEp Wi APYTH NPH3HALM, HPeANoNarauly HapyLieHa qepHoApotya
dynkuus, Tpabea fa npekpaTAT NeveHHeTO CU ¢ Tarnuu Mer.

Crep npexparssane na nevenueto ¢ Taryun Mer m HopManuzupane na HU®, neuennero ¢
Tarmus Met He Tpa6aa aa ce 3amousa oTHORO.

Hapvinenns na xoxara

Koxuu ne3nn, Bxmountento nosea ua MEXYPH H yNllepalyd o KpafiHHUUTe HA
CHOOMABAT [IPY MPUIIOKEHHE HA BIILIACAIITHH B HEKTHHHYHHY NPOYYBAHHS 3a
TOYka 5.3). Bampekn, ue B kNunHaHnTe NpOYYBaHHA HE ce Ha0MOJaBa NoABa HA

TIOBHINICHA 9ECTOTA, ONMPTA NPH MANMEHTH ¢ KOXKHH YCIOKHEHHS H2 AuabeTa e o
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TOB2 M NIOCTMAPKETHHIOBH ChoOIeHHA 3a GyI03HH H €KC(OTHATHEHNA KOXHHA eaun. ETo 2amo,
KaTo 4acT OT pyTHHHHTE IPHXKH NPH NaLMEHTHTE ¢ KHabeT, ce IpenopsBa npocneasBate 3a
HapyUICHHA HA KOXATA, KATO 0ABa Ha MEXYDH HITH Y/ILEPAlH.

OcThp naHkpearur

YroTpe6ata Ha BUNJAINHNTHA € CBBP3aHa ¢ PHCK OT pa3BHTHE Ha OCThbp NAHKPEATHUT. [TanneHTHTE
Tpa6Ba Aa 6unat undopMEpany 3a XapaKTepHAS CHMIITOM Ha OCTBP [TAHKPEATHT.

AKO Ce nOZO3Mpa HATHYHE HA IAHKPEeaTHT, [pHEMBT Ha BHIIATITHIITAH TpaOBa Aa ce NpeycTaHoBY,
aKO CC NOTBLPAN HATHYHE HA OCTHP TIAHKPEATHT, JIEYEHHETO ¢ BHIIATTIMITHH He TpsbBa Aa ce
noAHoBsBa. HeoGxomumo € noBuimeHo sauManme TpH NALMEHTH ¢ aHAMHE3a 3a IPEKapaH OCThbp
NaHKpeaTHT.

XunoraukeMus

HsBectno ¢, e cyndonnnypeiinure npenapaTd Moxe N2 NpeIu3BUKAT XHOOrMuKeMua. [TauuenTure,
NpHEMALR BUINAMIMITAH B KOMOHHALIAS ChC CYNGOHIIYpeeH IIpenapaT, MOTaT Ja 6Laar N3noKeHH
Ha PUCK OT BL3HHKBAKE HA XMIOTAHKeMHA, ITopanu Tasy NpHYHHA, MOXE Ja ce 0BMUCIU
TIPUAAraHETO Ha 110- HHCKa /1032 Ha CyiQOHINypeeH Nperapar, 3a A2 ce HaMaIH PHCKa 0T BE3HHKBAHE
Ha XMIOOrAHKEMHSA.

Onepaimg

Mergopmnn Tpabsa na ce cope o BpeMe Ha onepanid nox obila, CIMHATHA HWIH eNHAYpaiHa
aHecTe3us. JledenneTo moxe Aa 616 BB30OHOBEHO He Ho-paHo oT 48 vaca clie] ormepanusTa UK
Bb300HOBABAHETO Ha XPAHEHETO TIpe3 yCTa, H NpH ycnosue 4e 656peqnara ¢yHKIMA € olleHEHa
OTHOBO H € YCTAHOBEHO, Y€ € cTadMIna.

45 BsaumopeiicTsue c Apyru JACKAPCTBEHE NPOAYKTH H APYrH OpMH HA B3aHMOIElicTBHE

He ca nposexnann opunpaniu NpOYYBAaHHA 32 B3AHMO/EHCTBHA C BHIAAMTHIITHH/ METGOPMHUH.
Crennure qaHHH oTpasasar HHGOPMALHATA, HATMYHA 33 OTAENHHTE AKTABHH BEINECTRA.

Buinarnunmun

BHIAarMANTHHE HMa HHCEK TIOTEHIHA 32 B3aHMOJEHCTEBHA IPH €AHOBPEMEHHOTO MY IPH/OKEHUE ¢
APYTH NEKaPCTBEHH NPoAyKTH. Thil KaTO BHIAAMMITHH HE € cyberpar Ha en3umMa uuToxpom P (CYP)
450 u He MExHGuUpa, U He HHAywApa ensumaTe CYP 450, HiMa BeposTHOCT 32 B3aMMOIEHCTRHE ¢
AKTHBHH BelIECTBA, KOMTO ca cyGeTpaty, MHXWOMTOPH HIN HHIYKTOPH Ha TE3H SH3HMH.

Pesynrature ot kitunnann npoyusanmus, NPOBEJEHH ¢ NEPOPAIHATE aHTHANA0ETHH NPOIYKTH
MHOLIHTA30H, METQOPMHH H MHGypHz, B KOMGHHAIHA ¢ BHILIATTIMIITHE, HE TIOKAa3BaT KIMHHYHO
3HaYMMH HAPMAKOKHHETHYHH B3aHMOAEHCTBHS B TapreTHaTa MoIy /AL,

TIpoyyeanns 3a nekapcTeeHHTE B3aUMOEHCTBHS C AHrokcHH (CyGeTpar Ha P-rnukonpotenn) u
saptpapnn (cy6erpar Ha CYP2C9) npu 3MpaBY HHAWBHH HE IIOKA3BAT KIHHHYHO 3HAYHMHE
{apMakoKHHETHIRY B3aMMONEHCTRAS Clien €IHOBPEMEHHO TIPUIIOKEHHE ¢ BUNAATTHIITHH.

HNpoyupsanns 3a nexapcreenn B3aHMOGHCTRBHA MPH 3ApaBH WHAWBHOH Ca NpOBEACHA
PaMHIIDHII, BANICAPTAH ¥ CHMBACTATHH, [1py Te3u npoyusauua, cnej €IHOBPEMEHH!

BHIITANIMNTYH, HE C¢ HAG/MOAABAT KIMHAYHO SHAYHMH (apMaKOKHHETHYHH B3aHM
obarie, He € yCTAHOBEHO 3a PHUENHATA TIOTY ALK,




Komburayus c ACE unxubumopu

Br3MoxeH e MMOBHITIEH PHCK OT PAa3sBHTHE Ha aHTHOSIeM [IpH NAHECHTH ChC ChITBTCTBALL NPHEM Ha
ACE unxn6uTOpH (BX. TOUKa 4.8).

Kakro u nipi npyrute nepopanay antammabertu HPOJYKTH, XMIICTIIHKeMHYHHS edekT Ha
BHNJATHITHH MOXKeE 1a GBJC HaManeH OT Onpe/ieNeHHd AKTHRHH BellecTRa, BKJIIOMBATIH THA3HIH,
KOPTHKOCTEPORLH, THPOHIHM TIPENapaTi M CHMITATOMUMETHLH.

Metdopmin
Komﬁuﬂayuu, Koumo He ce ngenop_bueam

Anxoxon
AJIKOXONHATA WHTOKCHKALUA ce CBbp3Ba C MOBHIIEH PHCK OT JIaKTaTHA aliA03a, 0CO6EHO B CIlyday Ha
rianyBaHe, HeIoXpaHBaHe HIM YePHOAPOGHA HEOCTaTHYHOCT.

I?odupauu KoHmpacmuu sewjecmea

Merdopmus Tpabsa sarsmKUTENHO 12 ce CIIpe NIpEAN HIH 10 BpeMe Ha NpolieAypaTa 3a oOpasHa
AMArHOCTHKA H He TPAGBa 1a ce BB300HOBABA N0 Haii-Manko 48 yaca ClIeN TOBA, IPH YCIOBHE e
616peynata GyHKUMA ¢ OlleHeHa OTHOBO U e YCTaHOBEHO, He e cTabunHa (Bx. Touku 4.2 u 4.4).

Kombunayuu, xoumo usuckeam npednasuu meniu n nompeda

Hskon nexapcTrenn nposyicrs morar aa ce OTpasaT HebNaronpuATHO Ha Grpednata PyHKIHA, KOETO
MO3e /2 BEIIMTH PHCKA OT JIAKTATHA allH/103a, Hanp. HCIIBC, exmounTteNiHo celeXTHRHY
MHXHOHTOPH Ha WHKAoOKcHrenasa (COX) I1, ACE HHXuGHTOPH, anrvoTemnsnH Il peuenropHu
AHTATOHHCTH ¥ IHYPETHIH, ocoGeHo GPHMKOBH HY peTHIH. Ilpu 3ano9BaneTo Wiu ynotpe6ara Ha
TakHBA NPOJYKTH B KOMOHHALMA ¢ METGOPMHH € HEOGXOHMO BHUMATEIIHO npociaeaiBaHe Ha
6nOpeuHara dyHKimA.

I'nroxokopruxonsuTe, 6eta-2-aroHHcTHTE H AHYPETHUHMTE HMAT NPHCHIIA XUNEPIIHKEMHYHA
aKTHBHOCT. [TalmenTHT TpadBa fa 6bxe HEpOpMUpaH 3a ToBa 1 TpA0Ba Ja ce HIBBPIIEA NO-UECTO
TIpocne/IABaHE HA KPBbBHATA 3aXap, 0co0EHO B HAYANOTO HA JIEYEHHETO. AKO e Heo0xoaumo, Ao3aTa Ha
Tarmmu Met Moxe na 6ae koparupana o BpeMe HA CHITRTCTBALIOTO ISIEHHE H CHe)|
NIpeyCTaHOBABAHETO My.

HuxnbutopuTe Ha anrHOTEHINH koneepTHpaus eH3uM (ACE) Morar Aa NoHIbkaT HHEOTO Ha
KPBBHATA 3axap. AKo € Heob6xouMo, 03aTa Ha AHTHXHIIEPITTMKEMHYHMA NEKAPCTREH TIPONYKT TpatBa
Na 6bae KOpPHrHpaHa o BpEMeE H IpH NpeyCTAHOBABAHE HA IEYEHHETO ¢ APYT IEKAPCTBEH NPOAYKT.

ComureTBamara ynorpe6a na NeKapCTBEH NPOJYKTH, KOHTO BAMAAT Ha 00muTe GB6peuHn TySyauu
TPAHCIOPTHH CHCTEMH, ydacTBalm B 656pedHOTO etMMHHHpaHe HA MeThopMHH (Hap. HHXHOHTOPH
Ha TpaHCNOpTepa Ha OPraHUIHH KaTHOHK-2 [OCT2)/Tpancnioprepa 3a EKCTPY3HE Ha MHOJKECTBO
RexapcTsa ¥ ToKeHHH [multidrug and toxin extrusion, MATE], kato pasonasuy, BAHJETAHHO,
ACTYTErpaBHp H LIMMETH/IHH), MOXKE A MOBHLIM CHCTEMHATA €KCNO3HIHS Ha MeThopMHH,

46 ®eprnauTer, GpeMeHHOCT U KLpMeHe

BpemennocT

Hama poctarsyuno paunu 3a ynorpe6ara na Tarmue Mer NpH OpeMeHHM XeHH. 3a BUIarI
CKCIEPUMEHTATHHTE IPOYYBAHUA IPH XHBOTHH I10KA3BaT PETPOYKTHBHA TOKCHIHOCT
A03H. 3a METGOPMHH, NPOYIBAHMATA NPH KHBOTHH HE IOKAIBAT PenpoAyKTHBHA TOKC,
EkcniepuMeHTaNHKTE IPOYIBaRAS HpH KHEOTHH MPOBEJIEHH C BHLAAMIHITHH U MET
TIOKasallH I0KA3aTeNICTRA 32 TEPATOTEHHOCT, HO Ca NOKA3a/IH (eTOTOKCHYHY eekT i
Malikara 1o3u (BX. Touka 5.3). [ToTenuMaTHUT DHCK TIpH Xopa He e u3BecTeH. Tarn
Aa ce H3Mmo/3Ba 10 Bpeme Ha OpeMeHHOCT.




Krpmene

IIpoyuranusTa npu XUBOTHY Moka3BaT €KCKpelis KakTo Ha MeThOpPMHH, TaKka H Ha BHIIATIANTHH B
MIIAKOTO. He e H3BeCTHO Aamn BHILIATVIMIITHH C& eKCKPETHpA B KbpMaTa, HO MET(OPMHH ce
CKCKPETHDA B KbPMATA B MAJIKH KONHYECTRa. [Topaju NOTEHUMANHHS PHCK OT XHIIOTIIHKEMHA Ha
HOBOPOJICHOTO, CBBP3IAHA H C MET(HOPMHH 1 C JIHINCATA HA JAHHH 33 BHJIIATIMITHH 1pH xopa, Tarmun
Mert ne Tpa6ea na ce u3nonsea mo BpeMe Ha KbpMeHe (Bxk. Touka 4.3),

DepTHIHTET

He ca npoeexnanu npoyusanma 3a edekTa Ha BUITArTHNTHH/METQOPMUH BEPXY (epTAnUTeTA OpH Xopa
(BX. Touka 5.3).

4.7 Edexru BLPXY cnocoGHocTTa 32 mopHpane u paboTa ¢ MALIHAN

He ca npopexnanu npoyusauus 3a eeXTUTE BHPXY crtocobHOCTTa 3a modnpaHe H paGoTa ¢ MAIIHHY.
HanuenTare, kouto nomysar samaiipane, kato Hexenana peakums, Tpsa6Ba aa U3GArBaT Aa wodupar u
Ja paboTaT ¢ MamuHu.

48 Hexenanm nexapcreenn peaxuna

Hama nposeneny xIHEMYAY Mpoyesanus 3a nevenme ¢ BHIJIATTTHNITHH/MeThOpPMHE. YCTaHOBEHO €
obaue, ve GHOEKBHBATEHTHOCTTA Ha BHIIArTUNTHH/MeTGOPMHH € KaKTO Ha €IHOBPEMEHHO
NPUNOKCHH BIIZATIMITTHA ¥ MeT(OPMHH (BX. Touka 5.2). [IpeacTapenure TYK AaHHH c€ OTHACAT 3a
€AHOBPEMEHHOTO NPHIIKEHHEHA BIIIAMTIHITHH H METGOPMEH, KATO BHIAANIHITTHE € i nobapeH
KBM JieueHne ¢ MerdopmitH. He ca npoBexkaany npoyuBaHus, IPH KOHTO KbM JIEYEHNE
BHIJACNHNTEH € fobaseH MeTdopmun.

Obobirenne Ha npodina wa GezonacnocT

Ilo-ronaMara YacT OT HEXKENaHHTe PCaKMH Ca JIEKH H OPEX0AHH, H He HIHCKBAT NPEYCTAHOBABAHE HA
Ieyenuere. He e YCTAHOBEHa BPB3Ka MCIKAY HEeXKelaHHTe peakniy M BB3pacTTa, CTHHYECKATA
NPHHALNNCKHOCT, NpOABIDKHTENHOCTTA HA CKCNO3HIHATA MK JHeBHATA A03a.

Hma crobinenns 3a peaxn coyyan na HapylleHa YepHoApo6Ha GyRKUMA (BKMIOTATENHO XETaTHT)
CHCA NpUEM Ha BUNZIANTUNTHH. B Tesw cIyvan maupeHTuTe KaTo uano ca es CHMIOTOMH, Oe3
KINHHUHA NIOCNE/CTBHA H CTOHHOCTHTE Ha M3CIEABAHAATA 32 YEPHOAPOOHA OYHKIINA ce BB3BPBIAT
AC HOPMAJHHTE ClieZ IPEKpaTABAHE Ha NeYeHHETo. B qannuTe o1 KOHTPONHpaHH [IPOYIRAHNAL C
MOHOTEpAITHA HIIH aAf0OBAHTHA TEPANNA C IIPOABLIKHTETHOCT A0 24 CeMULH, 9ECTOTATA HA
nopHmasaide Ha AJIAT wnn ACAT 2 3 ovta [TH (knacupuuypana KaTo HATHYHE IPH Hafi-MaKo
2 NocneJOBATENHA H3MEPBAHMSA HITH npH duHanHaTa on-treatment Bu3KTa) € 0,2%, 0,3% u 0,2%
CBOTBETHO 32 BUIIANMNTHH 50 mg BeawsXk AHEBHO, BIAALMITHH 50 mg ABYKPATHO JHEBHO ¥
BCHYKH CPABHUTEITHH JIEKAPCTBEHH MPOAYKTH. Te3H MOBHINABAHWSA Ha TPaHCAMHHASHTE KATO 1710 ¢a
Ge3cHMITOMHY, HenporpecHpalIy Mo XapaKTep ¥ He ca CBbP3aHH ¢ XONECTa3a HIIH HKTEp.

TIpn nedenne ¢ BAANArMUOTHE ce cho6mABa 32 PEJKHA CTy4ad Ha aHFHOENEM C YeCTOTa CXO4HA C Ta3H
Ha KouTtponute. Io-romsMa yacr ot cnyyaure ca ¢HOOIIEHN, KOraTo BHANATIHNTHH € NpHIarax B

KkoMOuuanus ¢ ACE auxuburop. ITo-rongmara yact oT ch6uTHsTa €a NIEKH MO TEXECT H OT3
NPH NPOSBLIDKABAHE HA NEYeHUETO ¢ BIUINATTIAIFTHH.

Tabnuuno INPERCTABAHE HA HEKETAHUTE peaklnH
AHOC) e

=
Hexenanwre peakin crobmasann NpH NALHEHTH, KOHTO MOJYYABAT BHIIATTHITTHH Apo i
NpOY4BaHHs, KATO MOHOTEPATHA H ROMBIBALIO JICYEHHE, ca u3bpoeHH no-gomay 1o CHCTEMOOpFaRHa
KnacHGHKANMA ¥ a6CoMOTHA gectora. Hexenanute peakiun, u3bpoetu B Tabmuma 5, ce OcHo_haBar
8 .
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Ha CBUIECTRY BaINaTa HHpOPMALHA B KPATKATA XAPaKTEPHCTHKA HA nmpoayxta MeTdhopmuH B EC. Tlo
4eCTaTaTa ce AeMHApAT KaTo MHoro ecTr (>1/10); yecty (=1/100 ao <1/10); newectn (>1/1000 go
<1/100); peaxu =1/10 000 zo <1/ 1000); mHoro peaxn (<1/10 000), ¢ HeusBecTHA 4eCTOTA {oT
HUTHYHHTE JAHHH HE MOske Na Obae HanpaBeHa ouenka). IIpn Beaxo rpyNHpaHe B 3aBHCHMOCT OT
‘1ECTOTaTa, HeXkeNaHUTe peakUdH ce H3GPOABAT B HU3XOIAIL PEl 10 OTHOLICHHE HA TAXHATA
CepHO3HOCT.

TaGnana 1 Hexerann nexapersenu PEAKIHH CHLOGIIEHY NPH NAIHENTH, KOWTO NOXY4aBaT
BHIRNTHITHE 100 mg IHeBHO KaTo JOMBBAINC JAedenHe KM MeTGOpMHN,
CpaBHEHN ¢ IIauelo ILTIOC MeTHOPMHN, IPH JBOHHOCEH npoyusanus (N=208)

Hapymenns ua metaGormima 1 xpanenero
Yectn XunornukeMus
Hapymenns ua nepeHaTa cucrema
Yectu Tpemop
Hectn I'nasoGonne
Yectu 3amasHocT
Heuectn YmMmopa
CroMamHo-upeBHY HapynieHus
YecTn Tanene

Onucanue na ustpanu nexcenanu peaxyuu

TIpH KOHTPONHpaHHM KITHHHYHY HAMUTEAHHA ¢ kombHHaNuA 0T BUnAarmANTHA 100 ing aHeBHO +
MeThOPMHE, HAMA cHOBILenuT 33 NpEXPATABAHE Ha JEUEHHETO NOPaTH HexkenaHH TEKapCTBeHH
PEAKI{HH, KAKTO B IPyTaTa Ha NeYyeHne ¢ BHIAArmunTHH 100 mg qHeBHO + MeT(QOPMHH, TaKa H B
Tpynara Ha neyeHue ¢ mnaue6o + merhopMun,

TIpu KIMHHIHH H3NHTBAHMA OABATA HA XUTIOTTIMKEMHS € YeCTa IPH NaHeHTH, TIPHEMALLH
BHIIarMANTHH 100 mg AHEBHO B KOMGUHALMS C meTdhopMuH (1%) 1 HevecTa IpH NAHEHTH,
Toxy4apau nianebo + Merdopmun (0,4%). He ce cho6luapa 3a TeXKH eNH30IM HA XHIOTTHKEMHS B
TEPANCBTHIHHTE FPYNH ¢ BHILAAMTHIITHH.

B X012 na knMBK9BN W3MMTRANUA, TernoTo He ce NpoMens CIIPAMO H3XOIHATA CTOHHOCT, KOTATo
BUnAarmHnTAHE 100 mg ce no6aes kem MeTdopmun (+0,2 kg ¥ -1,0 kg, cboTBeTHO 32 BHIIJATTTHIITHH M
mwianefo).

Knvnuanu n3nuteanus ¢ Hax 2-rogumua OPOABIDKHTENHOCT HE TIOKA3BAT HACHTAQHIINpaHe Ha
AOIBITHHTENHH, CBBP3aHH € NIeKapCTReHATA He30MacHOCT, CHIHAIM HiIH HETIPEABHACHH PHCKOBE IPH
nobaBiAne HA BUIArTHOTHE KbM METQOPMUH.

Kombunayus cve cyadonunypeen npenapam

Ta6ayuua 2 Hexenanu JekapcTeenn PEAKIINHE, CholUleHH NPU MANHEHTH, KOWTO NOAYSaABAT
BHAAArTHOTHR 50 mg JBa ILTH JHEBHO B KOMOHHAUKS ¢ MeTgOPMHH H
cyapanuaypeer npenapar (N=157)

Hapymenns na MeraGoumsma u xpatenero
Yectu XHunornakeMHs
Hapymenus Ha HepBRaTa cucTema
Yectn 3amasHoCT, TPEMOD
HapymienHsa Ha KOKATa M OAKOKHATA THKAH
Yectu Xunepxuapoza
O6mu napymenus u edekTH Ha MACTOTO Ha IPHITOXKEHHE
Yecrn ACTeHHA




Onucanue na usbpanu nexcenanu peaxiyu

He ce crobmaea 3a npexpargsane Ha JeuenneTo nopajgy Bb3HHKBAHE HA HEKEAHU PEakliuy B
TEpaneBsTHHATA [PyNa HA BHAZATHITHH + METhOPMHH + MMHMETHPHI cupamMo 0,6% B
TEpaleBTHYHATA Ipyna Ha nnanebo + MeThopMHH + riuMenHpua,

Ciyyau Ha XHNOTTHKeMHs HMA H B BeTe TCpaneBTHYHH IpynH (5,1% 3a rpynara sunjarnuntiyg +
merdopmusd + TanMenupun cnpamo 1,9% 3a rpynara miane6o + mergopmad + riEMenkpun). B
TPyHaTa Ha BUIJATIHITHH Ce Cho6ImaRa 3a eMH TeXEK CITyYaii Ha XHIOTTTHKEMHA.

B kpas Ha npoyqpauero, edeKTET BBPXY CPEAHOTO TENECHO TErno e HeyTpaneH (10,6 kg B rpynara na
BHIarAUATHA | -0,1 kg B rpynaTa Ha niane6o).

Kombunayus ¢ uncymun

Tabnuna 3 HexellaHH AeKapCTEEHH peakinm, choGmenH NpH NANHEHTH, KOHTO MOJIYYABAT
BEAZar1ANTHH 100 mg AneBHO B KOMOMEALNS ¢ HHCYIHH (¢ HIH Ge3 MerdopMuH) B
X043 Ha RBOHHOCTENH NpoyYBaHua (N=371)

Hapymenns na MeraGoamima n IpaHEeHEeTO
Yecrn Ionwxenne Ha kpLBHaTa 3axap
Hapymenns Ha HepBHaTa cHCTeMa
Yectn naeoBonue, Tpecka
Cromamno-upeBnu napymenns
Yeeru Faneue, ractpo-esodareanna pegryxcaa Gonect
Hegectn _ Muapns, dmarynesa

Onucanue na usbpanu nexcenany peaxyuy

B Xoz1a Ha koHTpONHpaHH KIHHHUHK H3MHTBAHHS, TIPH KOHTO BRJJATMITHH B 1032 oT 50 mg aBa
TbTH IHEBHO € NpHIaraH B KoMOHHALKA C HHCYNIHH, ¢ HITH Ge3 MEeT(HOPMHNE, 06I1aTa YeCTOTa Ha
MPEKLCRAHE HA JIEYEHNETO MOPAJM Bh3HHKEAHE Ha HeXeNaHH peakuud ¢ 0,3% B TepaleETHYHATA
TPyTa Ha BHAJACIHNITHH U HAMA [IPeKbCBANE HA JIETEHHETO B IpyraTa Ha niauebo.

YecToTaTa Ha XUNOTIHKEMHs € NOZOGHA B NBETE TepaneBTHIHH rpynH (14,0% B rpynara Ha
BHIIarMITHH cnpaMo 16,4% rpynara Ha iane6o). JipamMa nauyenTd chobmasar 3a CJIydad Ha
TEXKa XUNOTTUKEMUS B IPYNaTa Ha BUNAAIIMOTHH H 6 NIALHEHTA B rpynara Ha maane6o.

B kpas Ha mpoyuganeTo, egexrnT BEPXY CPEAHOTO TeNECHO TerNo € HeyTpaieH (+0,6 kg npomana
CIpAMO U3XO/IHATA CTORHOCT B IPYIiaTa Ha BHIIATMITHH U 6€3 IpOMSAHa B TETTIOTO B rpymara Ha
nnane6o).
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OITbITHHTENHA HEdODM 34 OTNEJTHUTE AKTHBHH BEUIECTRA Ha DMKCHPAHATA KOMOHHALIHS
Bungaznunmun

Tabauna 4 Hemenanu AEKAPCTBEHH PEAKINHH CLOOIEHH NPH NalMeRTH, KOHTO noay4yagar
BHAAarAHnTHH 100 mg anerao xato MOHOTEePailHA NPH ABOHHOCAENH NPOYMBAHNS

(N=1 855)
Hudexumn u andecramun
Mpnoro penku Hudexunn na ropun auxarensu msTHima
MHoro peaxn Hazogapnurur
Hapymenna na meraGoausma n XpaHeHeTo
Hewectn XunornukeMus
Hapymienus ua wepeHaTa cHerema
Yecrn 3amasHOCT
Heuecrn I'naBoGonne
Cra0BH Hapymenns
Heyectn Ilepndepuu otowm
CroMamno-upesnn napymenns
Hegectu 3anek
Hapylrennn Ha MycKyaHO-cKeleTHATA CHCTEMa 1 CHLEAHHHTENHATA THKAH
Hewectn Aprpanrns

Onucanue na uzbpanu weacenanuy DPeaxyuu

O611aTa JecTOTa Ha MPEYCTAHORABANE Ha JIEUEHHETO MOPAJH HeXENaHH PeaKiHH, B KOHTPONHpaHH
[IpOY1BANHA C MOHOTEPANMNS, HE € N0-BHCOKA IPH NALMENTH JIEKYBaHH C BRIJATAHITHH B 032

100 mg nHesHo (0,3%) B CpaBHeHHe ¢ npueMamute manebo (0,6%) uim cpaBruTenHH NPOOYKTH
(0,5%).

B xo0z1a Ha cpasHuTETHE KOHTPOJIHpaH# H3MHTBAHUA KATO MOHOTEPANHAS, NOABATA Ha XHIIOTTHKEMHS €
HetecTa, noknansaka nph 0,4% (7 ot 1855) or naumenture, AICKYBAHU ¢ BUNAArTMNTHE 100 mg
AHEBHO, cupamo 0,2% (2 ot 1082) npu nanuenTuTe B TpynuTe, NIEKYBAHH ¢ aKTHBEH CPABHHTENCH
JIEKapCTBeH NMPOAYKT wiH niaueGo, 6e3 Rokitamu 3a CEPHO3HA UITH TEXKH HEXKEJIAHH PeakiyH.

B X022 Ha KWIHHHYHY H3MTHTBAHMA, TEMNOTO He ce TIPOMEHA CIIPAMO H3XOJHATA CTOMHOCT, KOraTo
BHAJarnunTiH 100 mg aHeBHO e npHnaraH kato MoHoTepamns (-0,3 kg u -1,3 kg, choTBeTHO 32
BHIJATIMIITHH ¥ NNaie6o).

KnnHuann w3nureanms ¢ 2-rogumaa NpOABDKHTENHOCT He NOKA3BAT HACHTHULHpaHe Ha

OONBIHHATEHH, CELP3aHH C JNIeKapcTBeHara GCSOHBCHOCT, CHCHANIH UM HETIpeIBHACHH PHCKDREBE ITPH
NPHIOXCHAE HA BHIIATTMIITHH KATO MOHOTCpAanus.
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Mempopmun

Tabauma 5 Hexenanu aexapersenn PeAKIHH 32 CHCTABKATA MeTHOPMHH

Hapymennn na MeTaGo.IH3IMa H XpaHeneTo

MHuoro peakn Hamanspake ua aGcop6umara Ha ButaMuH B2 ¥ JJaKTaTHa anHposa*
Hapymienns Ha HepBHAaTa cHcTeMa

YecTh Meranen Bkyc
CToMANIHO-IPEBHH HapymIeHHs

MHoro uscTi Ianene, nospeinaie, JHapHs, KopeMHa 60aKa ¥ NHNca Ha alleTHT
Xerato-Guanapuu

Muore peaxu OTKNOHEHHA B CTOHHOCTH Ha NOKA3aTENHTe 32 gepHOpoOHAaTa

¢yHKIHAA HIH XenaTHT **

Hapymienns Ha xoxaTa H NoAKoKHATA ThKAH

Mpuoro peaku Kosx#u peakitnu kato eputeM, cuplex win YPTHKapHA
*HamansaBane ua abcopbimsaTa na BATAMUH B12, ¢ namandpase Ha cepyMHOTO HHBO, € HabmoaaBa
MHOPO p:iKko NPH NAUHEHTH Ha ABATOCPOTHO Niedenne ¢ MeTdopMul. TpaGBa Aa ce HMa NpeABH]
Takasa eTHOJIOTHS, aKO NPH NAHEAT CE€ pa3BHe MeranobIacTHa aHeM.
**HalmonasaHu ca H30AMpaHH CITy4aH Ha MPOMEHEHH CTOHHOCTH Ha YepHOAPOOHHTE
YHKIHOHANIHH OKA3ATENHM MK XeNATHT, KOHTO OTILYMABAT CJIEA NPEYCTAHOBABAHE HA JIEYCHHCTO
¢ MeTOpPMHH.

CToMauHo-4PEBHHTE HeXENaHH PeAKIMH BH3HHKBAT Hall-4ecTo TpH 3a04BaHe Ha A¢UEHHETO U
OT3BYdaBar COHTAHHO B [OBEHETO CITy4an. 3a 1a Gb/AAT PEAOTEPATEHH C¢ NPENOPHYBA AHeBHATA
A03a METGOPMHH Ja ce pazieny B ABA PHEMa I10 BPEMe Ha, HIIH ClIe]| xpaHene. BaBHOTO
yBIMYaBaHe Ha 03aTa MOXe CBLIO Ja MONoGPH CTOMAIIHO-4PEBHATA IOHOCHMOCT.

IMocTMapKeTHHIOB ONHT

Tabauna 6 TlocTMADKETHHIOBH HeKeNaHH peaxuns

CToMamHBo-4peBHU HApYIICeHHS

C HewspecTHa INankpearuT
YecToTa
XenaTo-6AanapHH napymenns
C neussectHa Xenatut (06paThM cllesy cupane Ha npueMa Ha NeKapCTBEeHHA
YECTOTA MPOAYKT)

OrknoneRns B 4epHOAPOOHNTE GYHKLHMOHANHH MOKA3ATEMH
(obpaTumu cnen cnupane Ha IpHeMa Ha TNEKAPCTBEHNA NPORYKT)
Hapyuienus ua MyCKy/IHO-CKe/IeTHATA CHCTEMA M ChETHHATEANATA TLKAH

C nenseecTtHa Mnuanrus
4ecToTa
Hapymenun Ha KOXKATA H NOAKOKHATA THKAH
C HemseecTHa Yprukapns
4ecToTa Exctonuarieay i 6yN03HM KOXKHH lTe3MH, BKITIOYHTEIHO oynoseH
nempurony

Crob1iapane Ha NOAO03HPAHH HEXENAHH PeakLHH

CnobliapaneTo Ha NO03HpaHK HexelTaHH PCaKUHH ClieA paspelagaHe 3a ynotpeba Ha
TIPOAYKT € BaxkHO. TORA N03BONABA A2 NPOIBLIDKH HAGIIONEHHETO Ha CHOTHOLIEHHETO
NIeKapCTBEHHA IPOIYKT. OT MEAMLMHECKATE CIEUAATHCTH CE H3HCKBA 12 CHOGINARAT

HejKeNaHa Peakiiis AMPEKTHO upes:

12



HamenavTenna arennus no nexapcreara (MAJ):
yi. ,,Jlaman Cpyes Ne 8

rp. Codus 1303,

Teln. +359 2 8903417

el noma: bda@bda.bg
yebcailT: www.bda.bg

49 lpexosmpane
Hama zanuu cesp3anu ¢ npesosupane c BH/IATTHIITHR/METOpMHH.

BuiaarnuoTus
HedopmauuaTa o oTHOIWIEHHRe Ha Ipe03HUpaHe ¢ BUIAATIHNITHH € OTPaHMIeHA.

Custnmomu

HndopMaunaTa 3a BeposTaMTE CUMITOMH Ha [PEJO3HpaHe ¢ BUNAATIHITHH € MONYYEHa OT
MPOYHIBAHE 32 IOHOCHMOCT Ha YBENUYABAIIA C€ 4034 ITPH 3APABH HHAHBHIH, Ha KOHTO € NpHNIara”
BHILAArHOTHN 32 10 auu. ITpu nosa o1 400 mg e nmano TPH ClIyqas Ha MYCKYJTHHM OO/IKH H OTIeHH
CNy"aH Ha JIEKH 1 IPEXOJHH MapecTesHH, BHCOKA TEMITEPATYpa, OTOLH H [IPEXOAHO MOBUILABAHE HA
HHBOTO Ha MANasata. [Ipn nosa ot 600 mg eano NHue e NOTYYHAO OTCK HA CTENANATA H peLeTe, ’
DoBHIIaBAHE HA HUBATa Ha KpeaTHH(pochokuHazara (KOK), ACAT, C-peaktuBHua npoten (CRP) u
MHOrn0o0HHa. Tpu ApyrH iuua ca nOAyHHIM oTOmM O XOJMIIaTa, B ABa OT CNy4anTe ¢ NapecTe3HH.
Beuuki CHMOTOMM # OTKIIOHEHRA B n1adopaTOPHUTE NOKa3aTeNH OT3By4aBar 6e3 egenue crnex
MPEYCTAHORABAHE IPHEMA HA H3C/1E/JBAHNA IEKAPCTBEH MPOIYKT.

MetdopMun

IMpeno3upare ¢ Brcoka no3a MeTOPMHH (HIIH TIPH CHITBTCTRAI PHCK OT MTakTaTHa alHgoe3a) MOXKe 1a
OOBEOE A0 JIAKTATHA anuno3a, KoATo OPEACTABAARA CHEINHC CRCTOSHHE M 'rpaﬁsa Ja CE NeKyBa B
Gonmuua.

Hevenue

Haii-edexTuBHRAT MeTON 30 OTCTPAHABAHE HA MET(HOPMIH € XOMOZHANM3ATA. BunparmanruH, obaue,
He MoXe Ja 6b/ie 0TCTpaHeH Ipes XeMOAHANH3A, HO OCHOBHHSAT My MeTabomHT crex Xuaponusa (LAY
151) moxe Aa ce auanuzupa. IIpenopbusa ce nogaspixamoe neyenye.

5. ®APMAKOJIOTHYHH CBOMCTBA

51 dapmakogHHaMuuHM cBoficTRa

DapMakoTepaneBTHYHA rpyma: JlekapcTra 3a neuenwve Ha (uaber, KoMGHBANHA OT nepopanHy,
NoHHKABAI KPBEHATA 3axap nekapetea, ATC koa: A10BDOS

Mexann3sM Ha geiicTeue

Tarnun Met xomMGHHHpa ABe AHTHXHIIEPIIIMKEMHYHH CPEJICTBA C B3AHMHO JIOITHJIBAINH C& MEXAHM3MH
Ha fielicTBHE 3a noAcOpABaHe Ha IITHKeMHIHHA KOHTPOJI TIpH NMalyeHTH ¢ AHadeT Thn 2;
BHIIArHNTAH, NPEICTABUTEN Ha KNaca JIEKAPCTBEHH TIPOYKTH CTHMYJIHpAINH KIETK
Ha NaHKpeaca B MET(OPMHH XMAPOXIIOPH, NPEACTABHTEN HA KIACA HA GUrBan

BunparnmanTaH, koiiTo cnaga kbM Kiaca JIeKapCTBEHH TIPOYKTH CTHMYIHpatiH HETKH:
TNaHKpeaca, € MOIIEH H CENleKTHREH WHXMOMTOP Ha JUNeHTHANN nentHzasa-4 (DP FIQOPMHH:
AeHCTBA OCHOBHO Ype3 HAMANABAHE HA €HAOTEHHOTO ofpasyBane Ha rIOKO3a B Yephd (@Lr '

G
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Ddapmako HHAMHIHY edekTH

Bundazmmpun

Bunnaraunman netictsa ocHoBHO upes HHXHOHpaHe Ha DPP-4, eH3HMBT OTTOBOPEH 3a PasTPaKIIaHETo
Ha HHKPETHHOBHTE XOpMOHH GLP-1 (rmokaron nono6en nentua-1) n GIP (TMOK030-3aBACHM
HHCYJTHHOTPOIIEH NOJHNENTH]T).

IlpunoxeHueTo Ha BHIAAMTHNTHH BOAR 40O 6bp30 H TBIHO MHXAGHMpaHe Ha AKTHBHOCTTa Ha DPP-4, b
PE3YITaT Ha KOSTO Ce NOBMINABAT eHNOTSHHHTE HHBA HA HHKPETHHOBHTE xopMonr GLP-1 u GIP,
KaKTO Ha ITAJHO TAKa H CJIe]] HaXpaHBaHe,

IocpencTBoM MOBHIIABAHE HA eHOTEHHATE HUBA Ha Te3H HHKPETHHOBH XODMOHM, BHIIATTHIITHH
TIOBHINABA TYBCTBHTENHOCTTa Ha (eTa KNETKHTE KbM KPBBHATA 3aXap, KOETO BOIM A0 nonodparane Ha
ITI0K030-3aBHCHMATA HHCYNTHHOBA cexpelus. Jledenuero ¢ BungarnunTae 50-100 mg OHEBHO [IpH
TIALMEHTH ¢ fuabeT TN 2 3HawuMo moao6GpsBa NoKa3aTeNnTe 3a GeTa-KleThuHaTa yEKIHA, KoHTO
BxrousaT HOMA-f (Homeostasis Model Assessment —B), CLOTHOIIEHHETO IPOUHCYIIMH CIIPAMO
HHCYTHH M H3MEPBAHETO Ha PEaKTHBHOCTTA Ha (eTa KIETKHTE TIPH TecTa 3a TONEPAHTHOCT MPH YECTO
JaBane Ha XpaHa. [Ipu auna, kouto RaMaT nuaber (HopMOrTHMKEMHS), BUIAATTHITHH He CTHMYHpa
CEKpPELHATA HA NHCYITHH M HE HAMANABA HHBOTO Ha KPbBHATA 3aXap.

Ypes noBuIIaBaHE Ha EHAOTEHHOTO HABO Ha GLP-1, BHNAaITHITHH NOBUINABA YYBCTBHTETHOCTTA Ha
anfa KNeTKuTe KbM KPLBHATA 3axap, KOSTO BOJIH 10 N0-aJleKBaTHA Ha KPbBHATA 3aXap CEeKpenns Ra
FJIOKATOH.

Iorumasanero Ha HHKPCTHHOBHTE XOPMOHH B YCNOBHATA HA XHIICPIrITHKEeMHA BOAH A0 3aCHIIEHO
YBENHYABaHE Ha CHOTHOIIEHNETO HHCYJ]PIH/ IMKKarod H HaMansBaHe NPOAYKIHATA HA [MTIOKO3a OT
YepHHA I.lpOﬁ, KaKTO Ha I'’ajHO, TaKa H CIex HaXpamnpane, ¢ KOCTO ¢e HAMATABA IVIHKEMHITA.

MsBectnuar edext, e nosmrenoro nuso va GLP-1 326283 CTOMAILIHOTO H3IpasBaHe He ce
Haﬁmo,nana TIPY IIC2CHHE ¢ BULIAArTHIITHH.

Memdopmun

Metgopmun e Gureanug ¢ AHTHXHNEPITIHKEMHYeH edekT, KOHTO HAMANARA CTOMHOCTHTE Ha NIOKO33
B I1a3MaTa, KakTO HA [NIATHO Taka i cnell HaxpaHsane. Tol He cTuMyIHpa CeKpPeLHATA Ha HHCYIIHH H
Nopaay ToBa HE BOAH 0 XHNOTNHKeMHA MITH YBEIHYABAHE Ha TeJICCHOTO TErNo.

Merdopman Moxe Aa oxasea cBos MIOK030-MOHMKABALL edeKT NOCPeICTROM TPR MEXAHUIMA:

- TIOCPEACTBOM HaMANABAHE HA 05PA3YBAHETO Ha I/IOKO34 B YePHHA Apo6 upes HHXHOMpaHe Ha
TIOKOHEOreHe3aTa | INIMKOTEHOH3ATa;

- B MYCKYJIHTE [IOCPEACTBOM YMEPEHO U3Pa3eHO YBeNuYaBaHe Ha HHCYIHHOBATA
TyBCTBUTEJIHOCT, Nof0GpsBaiikn NepudepHOTO IoEMaHe H YCBOABAHE HA TUTIOKO3aTa;

- nocpeacTBOM 3abaBsHe Ha abcop6UHATa Ha IIIOKO3aTa B YepBara.

MeTdopMHH CTHMYTHpa BETPEKIeTEUHAA CHHTES Ha FIIHKOTeH, NOCPEACTBOM MOBNHABAHE HA

[JIMKOT€H CHHTETA3aTa H OBHILABA TPAHCNOPTHHS KANALKTET Ha CTICIH(HIHH THIIOBE MeMOpauHn

FIfoko3Hd Tpancnopreps (GLUT-1 u GLUT-4),

ITpu xopa, HezaBHCHMO OT BNHAHAETO CU BbPXY TIIHKEMHATA, METGOPMHH HMa GrraronpustHi edektu
BbPXY JUNUAHHA METaOONHIBM. B cpeano- U ABArocpouHy KIMHHYHH IpOYUBAHWA, IPH 1
TCPaNeBTHYHE 03H € NNOKa3aHo, 4e: MeThOPMHH OHWKABA CEPYMHHTE HMBA HA 00U
LDL- xonecrepona u TPUTHLIEPHANTE.

IpocnexTHBHOTO, PaHAOMU3IBPAHO npoyusane UKPDS (UK Prospective Diabetes S
ABATOCPOHATE NON3H OT HHTEH3HBHHUA KOHTPON HA KPHBHATA 3aXap [PH MALMEHTH C
AHIU3LT Ha Pe3yATaTHTE [IPH NAUHEHTH C HATHOPMEHO TETJIO, IEKyBaHH ¢ MeT(gopM
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HEYCIIeX OT JIedeHHe caMo ¢ JHeTA MOKA3BAT:

- 3HATAMO HaManABaHe Ha abCOMIOTHHA PHCK OT BCAKO CBBP3AHO ¢ AuabeTa yenoKHeHue B
rpynara Ha MeTdopmun (29,8 cr6HTHA/ 1000 NIALHAEHT-rOIHHK) CIIPAMO TALIHEHTHTE OCTABEHH
camo Ha nuera {43,3 cn6uTHa/1000 NalUHeHT-roAuHy), p=0,0023 1 copAMo rpymnuTe Ha
KOMOHHHpaAHA TEPAINHA Che CYNGOHHTYpEeiiHH MPOAYKTH H Ha MOHOTEPAITHA ¢ HHCYIHH
(40,1 cuOuTHA/1000 NaUAeHT-roAuHH), p=0,0034;

- SHaYHMO HaMANABAHE Ha AGCOMOTHUA PHCK OT CBbp3aHa ¢ AuabeTa CMBPTHOCT: MeTdhopMuH
7,5 cebutua/1000 TIAMCHT-TOAHHH, caMo Ha aueTa 12,7 cuburus/1000 nanuear-roamsy,
p=0,017;

- SHaTHMO HaMaNABaHe Ha aGCOIOTHHA PHCK OT 061Ua CMEPTHOCT: MET(OPMHH
13,5 cB6uTHA/ 1000 NnanenT-rogMEM COPAMO caMo HA HeTa 20,6 c6uTHA/1000 NanuenT-
roanxu (p=0,011) u cipsamo rpynnTe Ha KOMOHHHpaHa Tepanus ¢be CyIPoHypefinu
HPOAYKTH 1 HA MOHOTEpaNuA ¢ HHCYNHH 18,9 ¢bGuTHA/ 1000 nalmenT-roguHu (p=0,021);

- SHaYHMO HaMAJABAHE Ha AGCONIOTHUS PHCK OT HHMAPKT Ha MHOKapAa: MeThOpMuH
11 cb6uTHs/1000 nanuenT-roguuy, camo Ha aueta 18 cuOnTHA/1000 nagHenT-roguun

(p=0,01).
Knunwina erkacHoct B 6e3omacuocT

ITpubaesHeTo Ha BUILAATTHIITHH KbM NeYeHHETO Ha NALMEHTH, YHATO rAHKEeMUYEH KOHTPOJ He e
3aZ0BONHTENCH BHIPEKH MOHOTEPANHATA ¢ METHOPMEH, C/ie 6-MeCeqHO neYeHHe BOAM 0
ACIBIHATENHO CTATHCTHYECKH 3HAMUMO CPEAHO NIOHIDKABAHE Ha cToiHocTHTE Ha HbA (o B cpasHenue
€ Manedo {pasmukn MexIy rpymnute ot -0,7% xo -1 »1%, cboTBeTHO, 32 BuArMITHHE 50 mg H

100 mg). IpouenTsT Ha MALHCHTHTE, KOUTO MIOCTHTaT HOHMXKABAHE HA CToHHOCTHTE Ha HbA . ¢

2 0,7% cnpAMO M3XOAHHTE € CTATHCTHYECKH 3HAYHMO MO-BHCOK B JBETE [PYNH Ha BHAJATTANTHH
TIIoC MeThOpMUH (CHOTBETHO 46% H 60%) cnpsivo rpymara Ha MeTgopMin nnoc mwianebo (20%).

B 24-ceamuuno xnuAngHO H3NHUTBaKE, BUIAArMUNTHH (50 mg ABa TTH AHEBHO) € CPABHEH C
IHOTUTa30H (30 mg BeAHEX JHEBHO) NPH TIALMEHTH, IIPH KOHTO He € NOCTHIHAT a/eKBaTeH
TTIHKEMHYCH KOHTPOI ¢ MeTHOPMHH (CpeaHa AHeBHa Bo3a: 2020 mg). CpeqHOTO NOHIXEHHE Ha
HuBara Ha HbA ., npu cpeaen maxoaen HbA . ot 8,4%, e -0,9% npH xofapane Ha BUNOATFMITHH KBM
MeThopmuH i -1,0% npH fo6aBsHe Ha IHOTTHTAZOH KBM MeThopMHH, CpeaHOTO NOBHIIABAHE Ha
TENIECHOTO TETAO, HAGIOAABAHO NPH NALHEHTHTE, IPHEMALLH MMOTHTA30H B AOMEIHEHHE KbM
MeTdopmu e +1,9 kg, cnpamo +0,3 kg npu nauuenTHre, NpHeMALIH BHIIAMHITHH B JOMbAREHHE
kbM MeTHOpMHEH,

B knuEMYHO H3nRTBaHE ¢ 2-roaMImHa NPOABLIDKUTENHOCT BHIAAIHOTHHE (50 mg ABa MbTH JHEBHO) €
CPABHEH C TIIHMENHPHA (10 6 mg/neH - cpeHa 103a Mpe3 2-Te roAMHM: 4.6 mg) caeq nobaBsHe KeM
TeparuiTa Ha MAlHEHTH, NIEKyBaHH ¢ MeTdopmuH (cpeana AHEBHa go3a: 1894 mg). Cren | roguna
CPEAHOTO NOHIKEHHe HA HUBATa Ha HbA ce -0,4% npu n06aBaHe Ha BHAZATTMIITHE KBM MeThOpMHH
H -0,5% Ipu NoGaBsHe HA FIHMENHPUI KbM MeTgopmuH, Npu cpeaeH u3xoned HbAi.: ot 7,3%.
TIpomsnara B TenecsoTo Terno npu BUNZArIHOTHE € -0,2 kg cnpamo +1,6 kg npu raEMenupu.
YecToTaTa Ha ClyyanTe Ha XHNOTTHKEMHA € CHTHH(MKAaHTHO NO-HUCKA B IPYIaTa Ha BUIJATIHIITHH
(1,7%) B cpaBHenue ¢ rpynata Ha rnuMenupua (16,2%). B kpaiiHata Touka Ha IpOy9BaHeTO (Clek

2 roauny) croinocTTe Ha HbA 1. ca MOAOGHN Ha H3XOIHKTE CTOHHOCTH B ZIBETE TEPaNeETHYHH
TPYIH, 2 pa3NHHATA 10 OTHOIICHHE Ha IPOMAHATA B TeJIECHOTO TETJIO H CIIyYaHTe HA XHITOTIHKEMHUS
e 3anaIsar.

B 52-cenmuyHo M3nnTRAHE BUIAArMMNTHE (50 mg ABa MBTH JHEBHO) € CpaBHeH ¢ MHKIA3U (CpeaHa
IOHEBHA J03a: 229,5 mg/aeH) cien nobapiue KEM TEPATHATA HA NALKMEHTH, HEMOCTHTHAIT KOHTPON ¢

MeTdOpMHH (H3X01Ha A03a Ha MeTdopmun 1928 mg/neH). Cnen 1 roAHHa cpeaHOTO IOHK
HbAce -0,81% npn no6assHe Ha BHAAAMOTHE KbM MeTGOPMEH (NPH CpejieH HIXOAE,
# -0,85% npH nobapane Ha rMUKIasHA KEM MeTdhopMmuH (IpH cpesieH mxofen HbA
© CTATHCTHYECKH 3HAYHMA HE No-MaJika edmkacHocT (95% CI -0,11 — 0,20). IMpoma
Terno e +0,1 kg npn sAnAaraunTHH copamo +1,4 kg npu rauknasun,

= in Lo
B 24-cenMudHO KIMHHYHO USMHTBAHE € OUCHEHA edukacHOCTTa Ha dUKCHpanaTa 1 okg“ﬁmfﬁﬂaaum
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OT BHIIAMIANTHH H METOPMHH (TOCTENEHHO THTPHpaHa 10 033 OT 50 mg/500mg nBa ITTH AHEBHO
w50 mg/1000 mg Ba T6TH AHEBHO), IPHIOKEHA KATO OBPBOHAYANHA TepalAd MPH NaLHEHTH,
HETIPHEMAIIH NIPEIH TOBA APYTH Nekapcrsa. KoMOuHarmaTa BHIAACTHITHH/ MeThopMuy

50 mg/1000 mg, npunoxena q8a IBTH AHEBHO, MoHmKasa HbA 1 -1,82%,
BUIAArMTHITHE/MeTdopMHH 50 mg/500 mg, npiioxena fga mbTH AHEBHO, ¢ -1,61%, meTdopMuH
1000 mg, npunoxen ABa TETH AHEBHO, ¢ -1,36%, a Barnmunas 50 mg, NPpHIOXKEH JBA ITETH
AHEBHO, ¢ -1,09 npn n3xomen HbA i 8,6%. [ToHmwxeHHeTo Ha HbA 1, HabmoaaBaHo npy NauMeHTH ¢
u3xoneH HbA:: >10,0%, e no-ronsmo.

24-ceMUYHO, PAHIOMH3APaHo, ABOKHOCIATIO, NNALE60 KOHTPOJIHPAHO H3NHUTBAHE € NPOBEAEHO NPH
318 mauueHTH, 32 Na OLEHH e(PMKACHOCTTa H G30NACHOCTTA HA BHILAArTTHNTHE (50 mg IBa ThTH
AHEBHO) B KOMOUHaLHA ¢ MeTdopMuE (>1500 mg AHEBHO) H THMEIMPHA (>4 mg THEBHO).
BunparnunTus 8 xomGunanma ¢ MeTQOPMEH H THMENHPHA CHTHRGHKAHTHO MoHmKaka HbA
cripsMo nnaue6o. Koparipanara cnpamo nnatie6o pazimka cpeaHoTo nompkeHne Ha HbA (- capamo
H3Xo/iHaTa cToHHOoCT oT 8,8% e -0,76%.

IIpoBeseHo e neTroanmHAo, MHOTOLEHTPOBO, PAHAOMUINPaHO, ABOHHOCIATIO MpoyuBade (VERIFY)
TIPH NAUHEHTH CBC 3aXapeH AnaleT THN 2, 33 1a ce OLeHH eeKTHT HA PAHHO JeYeHHe ¢
KOMOMHALMAT2 BHIJANIHITHH H METQOPMHH (N=998) cnpamMo cTaHapTHA MEPBOHAYANHA
MOHOTEpanuA ¢ MeTGOPMHH, MOC/IeBala OT KOMOHHALHA C BWIZATTHIITHH (CpyTia Ha
Toc/enopatTento aevenne) (N=1003) npn HOBOAHATHOCTHIMPAHH MALHEHTH ChC 3axaped AHaber
THN 2. CxeMaTta ¢ koMOHHAUMATA Ha BHAZATTHNTHH 50 mg ARa TBTH AHEBHO TIMOC MeT(hOPMIH BOIH
A0 CTATHCTHYCCKH ¥ KIHHHYHO 3HAYHMO OTHOCHTE/IHO HaMaNgBaHe Ha PHCKA “BpeMe J0 MOTBBpAEH
HEYCTIEX Ha TbPBOHAYATHOTO Jiedente” (cToiiHocT Ha HbA . >7%), cnpamo MOHOTEpanus ¢
MeTGOPMHH NPH HENEKYBAHH 10 MOMEHTA MALHEHTH Che 3axapeH AvabeT THO 2 npez 5-rogMinHaTa
TPOMB/KHTENROCT Ha nipoy4saneTo (HR [95%CI): 0,51 [0,45, 0,58]; p<0,001). YectoTara Ha Heycmex
Ha M-PBOHAYANHOTO NedeHHe (cToAHOCT Ha HbA1.>7%) e 429 (43,6%) NauseHTH B rpynara Ha
nevenne ¢ KoMOHAaIMATA U 614 (62,1%) nauuenTy B rpYTNAaTa Ha NOCNefOBATEIHO IeYeHHE,

24-cenMMIHO PaHIIOMU3KpPaNO, ABOHHOCATIO, TIALE60 KOHTPOAMPAHC HINMHTBAHE € MPOBEICHO TPH
449 nauueHTH, 3a 1a oLeHH eUKACHOCTTA ¥ 6e30MacHOCTTA Ha BHIAATTHNTHH (50 mg nBa MBTH
BHCBHO) B KOMOMHAIINA C NOCTOAHHA N03a Gasanen wnm cMecen MHCYJIHH (CpelHa JHEeBHA 1034 OT

41 eAMBAIK), CBC CHITLTCTRALL IPHEM Ha MeThopmus (N=276) in Ge3 ChILTCTBAIY IpHEM Ha
MeTtopmuH (N=173). Bungariunras B koM6uHamHs c HHCYJIHH CHrHH(HKaHTHO moHmkasa HbA i
cnpamo nianebo. B obmata nonynauus xopHrupasara crpAMo Nnaneto paziHka B CPEAHOTO
nonmxenne Ha HbA. npu cpesna usxoanara crofinoct Ha HbA . 8,8%, e -0,72%. B moarpynure,
JICKYBAHH € HHCYITHH, CBC HH Ge3 CHITETCTBALL MPHEM Ha METGOPMHH, KOPHTHPAHOTO CIpAMO
mnaue6o cpeaHo noHmxkerne Ha HbA e e ChOTBETHO -0,63% n -0,84%. YecToTaTa Ha XUIIOTTHKEMHAS B
obara nomynauus e 8,4% u 7,2%, CHOTBETHO B TPYNHTE HA BUIAATTHOTHH K miaue6o. [Tpu
TAUREHTHTE, [IPHEMAllH BUNAATAHITHH, He ce Ha6moaBa NOBAIIABARE Ha TernoTo (+H),2 kg), nokaro
[pd NpHEMalATe Mane6o ce HabmoaaRa NOHIKeHVe Ha TeroTo (-0,7 kg).

B apyro 24-ceqmuano npoyyeaue TIpH IAUKEHTH C TI0-HaNpeAHal 3aXapeH anabeT T 2, npu KouTo
HE € IOCTUTHAT a/IEKBATEH KOHTPON ¢ JIEYEHHETO ¢ MHCYIHH (KpaTko H Gbp3oaeiicTsan, cpelHa
MHCYNnUHOBA No3a oT 80 [U/aHeBHo), cpennoTo noHmwxkeHKe Ha HbA | npu fobapsAHe Ha BUIAATTHITTHH
(50 mg nBa MbTH QHEEHO) KbM HHCYNHHA € CTATHCTHHECKH 3HaYHMO NO-TOAAMO, OTKOMKOTO IIPH
KOMOMHaLHATa IIaue6o nmoc urcyuH (0,5% cnpaMo 0,2%). YecToTaTa Ha XHITOTTIHKEMHESA € TTO-
HHCKA B rpyNaTa Ha BUILIATTHIITHH, OTKOJIKOTO B Inauebo rpymara (22,9% crpamMo 29,6%).

Cvpoeyno-cvdoe puck

Merta anaju3 Ha He3aBHCHMO M MpeIBAPHTENHO ONpeneneHuTe CHPACHHO-CHIOBH H:

oT 37 tasa IIl u IV kmuEHuHN H3NHTBAHMA TIPH MOHOTEPANuA 1 KoMOHHApaHa Tep.

[POXBIDKUTENHOCT HAX 2 FOAMHHE (CpeAHa eKCIO3HIMA 50 CeqMHLM 3 BUNIArHI R ceamug

32 CPaBHUTENHHTE NPOJYKTH), II0KA3Ba, e NEUCHHETO ¢ BHIArJHIITHH He & CBBP3ANC, NosiinaBane

Ha CbpAEHHO-CRAOBUA PHCK CTIPAMO CPABHUTENHHTE NPOJyKTH. ChCTABHATA Kpaiina Jigca il

TIPEIBAPUTENHO OTIpEAENEHHTE FONEMHA ChPAETHO-ChAOBH CHONTIA (major adverse ¢ !
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events — MACE), BnounTento MuokapaeH HHQAPKT, HHCYNT HAH CMBPT NOPaIH ChPAeTHOCHI0BA
MPHYHHA, € NoA0ORA NIPH BHIAATIMITHH CIPIMO KOMGHHAPAHH aKTHBHE H [UIane6o CPaBHUTENHU
NpoAYKTH [OTHOCHTEEH pHck no Mantel-Haenszel (M-H RR) 0,82 (95% CI 0,61-1,11)]. MACE
HacTenBa npH 83 or 9 599 (0,86%) naumenTy, NEKyBaHH ¢ BRAAArAMNTAR U 1pH 85 ot 7 102 (1,20%)
TAUHEHTH, JIEKYBaHH CBC CPABHHTE/IEH NPOAYKT. OLEHKATA Ha BCEKH OTHENeH KoMIIoHeHT Ha MACE
HE Toka3ka nosuleH puck (ogoben M-H RR). Cr6uTia ¢ noTeLpaeHa CHPAETHA HEROCTATEHHOCT
(CH), redunupana xaro CH, n3ucksama XOCHHTATH3ALMA, HIH HOBONOABHNA ¢e CH, ce ¢nobmagar
nipu 41 {0,43%) oT naumeHTHTE, NEKYBAHH C BRALATTHITTHH B npd 32 (0,45%) OT nTaUKeHTHTE,
JIEKYBAHH ChC CpaBHHTENeH npoayxt M-H RR 1,08 (95 CI0,68-1,70).

fleanwarpuuna nomynanyus

Epponefickara areHimus no nekapcTrata 0cBOGOKAABA OT 3aMBIKEHHETO 3a npeocTaBsHe Ha
PE3YIITATHTE OT NPOYYBAHUATA C BUIIAIHIITHH B KOMOHHALIHA ¢ MeT$OPMHUH BBB BCHUKH NOATPYNH
Ha NEMATpHIHATA NONyAITHA ChC 3axapeH AuabeT v 2 (BX. Touka 4.2 32 HHMOPMALHS OTHOCHO
ynoTpeda B egHaTpHATA).

52 PapMaKoOKHHETHYHH cBolcTBA

Bn_ngarmmmn/me'rghogmnn
Abcopbuyus

HokasaHa e GHOCKBHBANIEHTHOCT Ha BH/LAATTHOTHH/METGOPMUH [IPH TPH PAasIHIHHA AO3HUPOBKH (50
mg/500 mg, 50 mg/850 mg n 50 mg/1000 mg) crpAMO KOMOUHALHSA OT OTHENHHA TAGNETKH BHJIIATJIMOTHH
¥ METHOPMHH XHAPOXIOPHA B CHOTBETCTBALIHTE JIO3H.

XpaHaTa He OR/THABA CTEMEHTA M CKOPOCTTA Ha abcopbIuA Ha BUNZATIMNTHH oT TarnuH Mer.
CkopocTTa H cTenenTa Ha abcop6uus Ha MeTdopMun ot Tarmue Met 50 mg/1000 mg ca HamaneHH,
koraTo ce Iipuiara eJHOBPEMEHHO ¢ xpaHa, KOeTo ce OTpa3fABa B HOHikaBaHe Ha Cmax ¢ 26%, AUC ¢
7% u 3abaBAHe Ha NOCTHIAHETO Ha Twmax (2,0 70 4,0 Yaca),

TocneaamoTo u3noxeHue oTpasapa GapMakOKHHETHIHUTE CBOACTBA Ha OTACTTHHTE AaKTHBHH
BemecTea B Tarmun Mer.

Buigarnuntey

Abcopbyus
Crien epopanHe NpIIOXKeHHe Ha TTIAAHO BHIATTHIITHH Ce abcopbupa 6mp30 ¢ MHKOBA MasMeHa

kOHUECHTpaums HaGmoxnasaa Ha 1,7 wac. Xpanara cna6o 3a6aBa BpeMeTO 34 7OCTHIAHE HA THKOBATA
TIa3MeHa KOHUCHTpauud 1o 2,5 yaca, HO He NIOBJKMABA 06IATA EKCNO3HINA (AUC). ITpunoxennero
Ha BUIIIATTHNTHH ¢ XpaHa BOIK 110 NOHIXABAHE Ha Crax (19%) CHpAMO npHIOKEHHE Ha TIANHO,
CrenenTa Ha npoMsiHa, ofave, He € KITHHAUHO 3HaYHMa, T2KA Ue BHINATTIMITHH MOXe Ja ce [PHIIAra ¢
Ak 6€3 Xpana. AGconoTHaTa GHOHATHYHOCT € 85%.

Pasnpedenenue
CBrp3BaHeTo Ha RUIAAMNHITHH ¢ NAa3MeHATe npoTeHHH e cnabo (9,3%) ¥ BHAJATTIHITTHH ce

Pa3NPENCIIA NOPABHO MEXKY [UIA3MATA M YEPBEHHTE KPLBHH KiIeTkA, Cpennus o6eM Ha
PasUpPEIEICHHE HA BATAATTIHNTHH B CTALHOHAPHO ChCTOSHME CIIE] HHTPABEHOZHO NPHIOKEHHE (Vi) €
71 nuTpa, KOeTo HpeANoiara eKCTpaBacKyTapHO pasnpegecHue,

Buompanco (%]

MeTabonu3MBT e OCHOBHHA VBT HA CIMMHHHDAHE HA BUJAFTHITHH IpH Xopa, K

69% ot nosara. OcuoBunAT MeTabomut (LAY 151) e thapMakcnorHaHO HeaxTHBEH i3

XHIPONH3ATA HA LHAHO IPYNATa, CECTARIABA 57% OT fo3aTa, MOCKEJBAH OT NpoXyKN\Hd2 n,q §

xuaponusa (4% ot aoszara). DPP-4 JOMpYHACH YACTHYHO 32 XHIPONHIATA HA BI/IATNIY uﬁm,i 'ii’perol_ge

OCHOBABA HA in ViVo NPOYYBANeE, B KOETO A H3MON3BAHH [LUTHXOBE ¢ Jedwmr ua DPP4, - 7, - { ;-'v;u,f?f”‘?';?/
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Bungarmuanrun ne ce MeTabommsupa oT CYP 450 eH3suMATE A0 CTENEH, KOATO MOXKE Aa Gpae
onpenenera. ClIe/IOBAaTENHO, HE CE 0YaKBa META0ONMTHHAT KIIHPBHC HA BHAJIATATITHH A2 e NOBNHIE
OT €HOBPEMCHHOTO npunokenne ¢ CYP 450 AHXHOGUTOPH W/HnK uBIYKTOpH. In Vitro IIpOY4BaHHATA
T10kaspar, 4e BHIAATMNTHE He HHXHOUpa/MHyHpa ersumuTe CYP 450. Eto 3a10, HiMa
BEPOATHOCT BHIAATTHOTHH A4 OBANABA METaGONHTHHA ITHPBHC Ha EAHOBPEMEHHO TPHIIAraHATe
nekapcTsa, Merabomusupann ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E! uiH
CYP 3A4/5.

Enumunupane
Crien nepopanno npunoxenue Ha [*C) BHIAAITHIITHH, MpHbMHsuTenHo 85% ot J03ata ce

CKCKpeTHpa B ypuHaTa ¥ 15% oT mo3ata ce oTKpHBa BBE Peneca. Buipeunara exckpeLlns Ha
HEIIPOMEHCH BHIINArTMNTHH ChCTaBMABa 23% OT j03ata cied nepopanto npunoxenue. Caen
HHTPaBeHO3HO NPHIOKEHHE HA 3APABH HHAWBHIH, OOMIHAT IIa3MEH H 6nL0Opeded KIMpLHC Ha
BHIIIAMIUOTHH €, COTBETHO, 41 1 13 l/uac. CpenHuaT emMMARALIOHEH NONYKUBOT Clieq
HHTPAaBEHO3HO NPHINIOXEHAE ¢ NPUOTH3HTENHO 2 Yaca. EnuMUHALHMOHHMAT NONYXHBOT clien
NEpopanHo MPIIOXKEHHE € TpNONTU3ATENHO 3 Yaca.

Hunetinocm/nepunesinocm

Cunex HA BHIZATIIHNTHH H TIOMITA 110 KpHBaTa IUIa3MeHa KOHIEHTpalHs cnipaMo Bpeme (AUC) ce
TIOBHIIABAT N0 NPHOIM3UTENHO 1034-TIPONOPLUMOHATIEH HAYHH B PaMKHTE Ha TepaneBTHYHHAS JO30R
HHTEPBAIL.

Xapaxmepucmuxu DU RAYUERmtne

TToa: He ce HabmonaBat KIMHHYHO 3HAYINMH PasiiKy BbB tapmMakoKHHeTHKATa HA BHIAAMTIMIITHH
TIPH 3APABH MBXKE M JKEHH B ITHPOK AHAIA30H HA BB3PAcT U HHJEKC Ha TenecHa Maca (HTM).
Huxubupanero na DPP4 ot Bungarmunrus He ce MOBNMHMABA OT IIOJIA.

BapacT: [1pn 3apasr naaueuan 5 CTapecka Bb3pact (> 70 ronHan), o01aTa eKCo3nIHA Ha
BHAAArmANTHE (100 mg Bempsk DHEBHO) ce yBenuuara ¢ 32%, ¢ 18% MOBHINABAHE HA MHKOBATA
[UIa3MEHA KOHLEHTPALHS B CPABHEHHE ChC 34PaBH MIajH WHAMBHIH (18-40 roguan). Cumra ce,
obade, 4e Te3W MPOMEHH He ¢a KIHHUYHO FHATHAMM, Huxnbupanero va DPP-4 oT BHAZArIHOTHH He ce
TIOB/IHABA OT BEIPACTTA.

Yepronpobuo yspexaane: ITpy nanneHTH  Neko, YMEPEHO WIIH TEXKO YePHOAPOOHO YBpeXKTaHe
(Child-Plugh A-C) nama KIHHEYHO 3HAYHME NPOMEHH (MakCHMYM ~30%) MpH eKCMO3HIMATA HA
BHIIATTIHIITHH.

b1r6peuno yepexane: [Tpn uHuBHAK ¢ Neko, YMepeHo HITH Texko Os0peuno yBpexkaaHe cHcTeMHAaTa
CKCTIO3ULHA Ha BATIAMTHITHH Ce yBenu9aBa (Crax 8-66%; AUC 32-134%) u ToTaNHHAS Tenecen
KIMPRHC HAMANABA B CPABHEHHE ¢ HHAMBHIIM ¢ HopManHa 6s6peuna dyHKuuUA.

Etnudecka rpyna: Orpannyenute gannu npeamonarar, ue eTHHYSCKATa MPHHAICKHOCT HE 0Ka3Ba
FONAMO BAHAHHE BBPXY (GapMakOKHHETHKATA Ha BUILATTIHITTHH,

Merdopmun
Abcopbuun

Crest nepopanen npreM Ha MET(HOPMHH, MAKCHMANHATA 1a3MeHa KOHUeHTpaAs (Cmax) C€ ZocTHTA
Cnefi oxono 2,5 yaca. AGconoThaTa GROHAMHYHOCT Ha TabieTka MeThopmuH ot 500 mg npu 3apaBn
HHAMBH/W € NpuOH3uTenHo 50-60%. Crnen nepopanes npuem, neaGcopOHpaHara 4acT, Ko
YCTaHOBABA BBE (deneca e 20-30%.

o)
1% B paspiass

Ha 24-48 vaca u o610 B3eto e nox 1 pg/ml. Tpu KOHTPONHpaHH KNUHAYHH npqusauﬁ}g\ 3
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MaKCHMaNHHTE MIa3MEHH HUBA Ha MeTQGOPMHAH (Cumax) He HAABHIOABAT 4 pg/ml, AOPH NpH
MaKCHMAITHH JO34.

Xpanara cnafo 3abaBs M HaMandsa cTeneHTa Ha abcopOuua Ha MeThopmud. Clell NPANOXERNe Ha
Ac3a oT 850 mg nukoBara IUTa3MeHa KOHHEHTpauua ¢ ¢ 40% no-uucka, AUC e Hamanena ¢ 25% u
BpPEMETO 32 IOCTHT2HC Ha NHKOBA IIa3MEHa KOHIEHTpanus € YALIKeno ¢ 35 MunyTH. He e acHa
KJIHMHHYHATA 3HAYMMOCT Ha TOBa HaMaJICHUE.

Pasnpederenue
CrBbp3BaHeTO ¢ NNA3MEHATE NPOTEHHHU € HESHAMHTENHO. MeTttopmuH ce pasmpeens B epHTPOLATHTE.

Cpennust ofem Ha pasnpenenenne (Va) Bapupa Mesky 63 u 276 nutpa.
Buomparchopmanusn

MeTgopMHH ce ekcKpeTHpa HenpoMereH B ypHHara. IIpd Xopa He cé YCTaHOBABAT METaGONNTH.

Enumunupane
Merdopmun ce emiMuuKpa ape3 GLOpedHa EKCKPELHA. BBOpeYHHAT KIHPBHC HA METOPMUH e

> 400 mV/min, xoeTo nioka3Ba, Ye MeTHOPMHH Ce eNMMEHHPA YPe3 IIOMEpYTHA (GUITPAIHS i Ty6y/Iua
cexpeliud. Criesi epopaneH npueM, IPHRUAHNS TEPMHHANCH ETHMHHALMOHEH TIONYKHBOT €
npuGIH3HTeNnHo 6,5 qaca. [pu yBpesena 6x6peuna gyHKuus, GHOPEUHHAT KINPBHC € HAMANCH
NPOIOPUHOHATHO HA KPEATHHHHOBHSA KIHPBHC H IOPAZH TOBA SINUMUHALHOHHHAT MOy KHBOT €
YABJLKEH, KOETC BOJH 0 MOBHIABaHE HABO HAa MET(OPMEH B NUTa3MaTa.

53 IlpeaxnuHHYHH AAHHH 32 GezonacHoOCT

IpH HBOTHE ca MPOBEXEHH eKCIIEPHMEHTAIHH MPOYYBAHHS C IPOABLDKHTENHOCT A0 13 ceaMuuy ¢
KOMOHHALMATA OT BELIECTRATA, ChABPXALW ce B Tarnuu Mer. He ce ycTaHOBABAT HOBH MIPOSEH Ha
TOKCHYHOCT ¢ Ta3# komGHHanms. CrieiBaIlMTe JaHHH ca YCTaHOBEHH B MPOYYBAHHA TIPOBEACHH C
BHILAArTHMITHH 1 MeTdOpMEH TNIcoTAeNHe.

Bungarnmunman

Ilpu xy4era ce HabmoAaBa yrIDKaBaHe HA HHTPAKAPAHATHOTO IPOBEKIAHE IPH 034, TIPH KOATO
HAMa edexT, 0T 15 mg/kg (7-1bTH Hax EKCIIO3HLMATA IPH XOPa BE3 OCHOBA HA Crax).

Kymynnpase na nenectH anseonapuu Makpodaru B Gemute gpobobe ce HaGMOAABA MPY ITBXOBE K
mutky. Jlosara, npu koATo He ce HabmoOAaRa 10/100en edexT npu WIEXoRE ¢ 25 me/kg (5-IWBTH Hax
CKCIO3HLMATA TIPH X0pa B3 ocHoBa Ha AUC) u 750 mg/kg npy Mumxu (142-msTH HaJ €KCNIO3HIMATA
NpH xopa).

CToMAIIHO-4pEBHHUTE CHMITTOMM, 0COGEHO MEKH M3NPAKHEHHS, H3NPRKHEHNS ChC CITY3, AHAPHA H
IIpH NO-BHCOKK O3H KPbE B H3NPAKHEHUATA, ca HabmoAaBanH NpH Kydeta. Hiugo, npu koeTo He ce
Ha0monaea edekT He € YCTAHOBEHO.

BURarunTAR HE € MyTareHeH HpH KOHBEHIMOHANKHATE i Vitro H in vivo H3cieBaHuA 3a
FEHOTOKCHIHOCT.

[Ipoyusare 3a depTnurer H panHo eMGPHOHAIHO PasBHTHE NMPH ILTHXOBE He JaBa JaH 1
HapyILCHUA BEB (ePTHANTETA, PENPOAYKIMATA IIH PAHHOTO eMOPUOHATHO Pa3BUTHE/E
TeIEHUETO ¢ BHNJArTMNTHH. EMOpHo-theTanHaTa TOKCHYHOCT € OLEHABaHA ITPH TLTH
Toguiuena wecToTa Ha BuHOOGpasHy pebpa ce HabmoaBa MpH ILTHXOBE BB Bp’BS i
HapaMeTpH Ha TeNeCHOTO TErne Ha MaifMHHHA OPTAHHIBM C 4033, IPH KOATO HAMA € bes

(10-mrbT Han exciosMUEATA NpH Xopa). [TpH 3alilk, HAMATEHO TEECHO TETIIO H TpOMEAIHa,
TNoKa3aTelHy 3a 3a0aBsHe B pa3BRTHETO, €4 OTOENA3aHH caMo MPH HATHYHETO Ha Tex&a <'ﬁmccu'-moctr o
32 Maf9iHAA OPraHU3BM C 038, IIPH KOATO HaMma edekT, 50 mg/kg (9 meTH Hag excnoan’nnﬂa npm i /
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xopa). IIpH 1wThX0Be € NPOBE/IEHO Npe- ¥ IOCTHATANEO IPOYYBaHe 3a pazenTHe. Haxoaky ce
HabMOZaBar caMo BBE BPB3Ka ¢ TOKCHTHOCT TIPH MaiuuHus opraHd3bM Opd > 150 mg/kg 1 BKMIOUBAT
[PEXOAHO HAMATIABAHE HA TENIECHOTO TETMIO H HaMaleHa JABHTaTeIHA akTHRHOCT B F1 roxonennero.

/ABYTOMIIHO NPOy9BaHE 32 KAPUHHOTEHHOCT € NIPOBEAEHO [IPH ILTBXOBE [pH NEPOPATHH JO3H 10
900 mg/kg (mpubmH3nTENHO 200 THTH EXCTIO3HITMATA [IPH XOPA TIPH MAKCHMAITHO NpenophLIBaHaTA
no3a). He ce HaGmonasa noBHIIaBase Ha YECTOTATA HAa TYMOPHTE, KOHTO GHXA MOTIH /A C€ OTHECAT
KbM BHJLIANHOTHH. JIpyro AByroammnHo npoyysane 3a KApHHHONEHHOCT € NPOBEACHO TIPH MHIIKH C
nepopanHy nosu 1o 1 000 mg/kg. IMopuineHata YecToTa Ha aAEHOKAPLUHHOM HA THPJATA H
XEMaHrHOCApKOM ce HaMonaBa Npy 033, PK KOATO HAMa €dexT, ChbOTBETHO, OT 500 mg/ke

(59 mvTH excnosunuaTa npu xopa) u 100 mg/kg (16 MbTH ekcNo3uKATA MpH Xopa). CuuTa ce, ue
[IOBHUICHATa MeCcTOTa Ha Te3x TYMOpPH MPH MHIUKH HE 11pe/ICTaBIIABa 3HAYHM PHCK 3a XopaTa, Bb3
OCHOBA HAa JIMIICaTa HA TEHOTOKCHYHOCT Ha BHIJAMHITHH H OCHOBHHA My MeTaGoNuT, moAearta Ha
TYMOPHUTE CAMO MPH eAHH BH/ H BHCOKHTE CHOTHOLIEHHA HA CHCTEMHA EKCIIOSHLAA, IIPH KOSTO ca
HalmozaBaHH TYMOpHTE.

B 13-ceaMHUHO NpOyHBAHE 32 TOKCHUHOCT NPK MaliMyH] MaKallH, KOKHHA Ne3MN ca oTOeN13aHk npH
nosH > 5 mg/kg/nen. Te ce nokamu3npar BHHATH o KpaifHBLMTE (PBLETE, XOAMIATA, YIIHTE H
onauikara). Ipn 5 mg/kg/nen (npnGnusnrenen exempanent Ha AUC excno3nHaTa Npy Xopa pH
aoza 100 mg), ca nabmoaapaHn camo MexypH. Te ca o6paTHMM HE3aBHCHMO OT TOBA, Y€ IEYSHHETO €
NPOABIDKEHO H HE ca ¢FbP3aHH ¢ XHCTONATONOTHYHN anoMallii. Hamykana xoxa, JIOIeNa ce koxa,
CTPYIICH H DaHH Ha oTlalllkara ¢ KopenHpall# XHCTeNATONOrHYHE IPOMEHH ¢a HabJilofaBaHi npH
Aozu 2 20 mg/kg/nen (npubnusutenno 3 metu AUC excriosuiuaTa pH Xopa NpH Aosa 100 mg).
HexpoTuaHu ne3un Ha onaurkata ce Habmogasat npyu > 80 mg/kg/nen. KoxkHHTE ne3Hu He ca
0OpaTHMH NIpy MajiMyHK leKyBanu ¢ 160 mg/kg/nen Mo BpeMe Ha 4-CeIMHIHKA BB3CTAHOBHTENECH
nepuoa.

M MHH

HexnuHuvaATe nasay 3a MeThopMUH HE NOKa3BAT 0coGEH PUCK 33 XOpa Ha Gasara Ha
KOHBCHIHOHATHATE (apMakoIOTHUHN MPCYYBAHNA 32 Ge30NaCHOCT, MPOYUBAHHS 33 TOKCHUHOCT OpH
MHOTCKPATHO [IPHIOKEHHE, FEHOTOKCHYHOCT, KAHIEPOTeHEH MOTEHLHAT W pellpOAyKTHEHA
TOKCHYHOCT,

6. @®APMAIIEBTHYHH JAHHH

6.1 CHOHeLK HAa IOMOUIHHTE BEIIECTBA

Hgpo Ha TabmeTkaTa

Muxpokprcrannua uenynosa PH 102
MarHesues creapar
Toeunon K90

PHIMOBC NOKpHTHE

Xunpomenoza 2910

Turanos guokcug (E 171)
Henesen oxeun, %uat (E 172)
Maxkporoa

Tank

6.2 HechLBMecTHMOCTH

Hempunoxnmo




6.3 Cpox na rognoct
2 ronanrEK

64 Coenmajauu ycaoBns Ha ChXpaHeHHe

Ha ce cbxpansBa Ha MACTO, HEAOCTHIHO 3a JiENa.

Hla ce cbXpaHaBa B OpUrHHATHATA ONTAKOBKA.

Ha ce cbxpansea nog 25 °C.

6.5 Buau chALPKAHHE HAa ONAKOBKATA
AnmymuHueB/ATyMHAKEB GlucTep

B onaxoBku, chaspxamm 30, 60, 120 1 180 TabmeTiu.

Bupaoee omakoBkH:

30 ¢unmupanu Tabnetky onaxoparH B GIHCTepH, ceabpKam 10 pUAMHPaHH TAGNETKA BCEKH.

60 dunmupanu TabneTku onaxoBaHn B GAKCTEpH, chabpRam 10 ¢unmupany TabeTky Boeku.
120 ¢punmupany TabreTku onakoBaHn B 61MCTepH, ChABPKai N0 10 $unMupann TabneTk BCekH.
180 ¢punmupann TabnerTku onakoBany B GaHCTEpH, cpABpaxan no 10 dunMupan TaGneTkn Bocexn
He Beunku sunose onakopxn u TabneTku Morar Aa 6BaaT MycHATH Ha nazapa.

6.6 Crnenmannn npeanasHa MepPKH NPR HIXBELPASHE

Heusnonspanust JIEKAPCTBCH IIPOAYKT HIIH OTNAABYHHTE MATCPHATIA OT HETO Tpﬂﬁ]!a Ja ¢¢ H3XBBPIIAT
B CBOTBETCTBHE C MECTHITE H3MCKRAHHS.

7. IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
HOBEJ ®APMA E0OO/]

¥I. ,,OKONOBPECTEH BT Ne 36

rp. Cotua 1415, Brarapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Perncrpaimonen Ne:

9. JATA HA TbPBO PA3PEINABAHE/MO/HOBABAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA

Hara Ha nepBO paspeluaBane:
10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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