KPATKA XAPAKTEPUCTUKA HA IIPOAYKTA

1. HIME HA JIEKAPCTBEHMUS INPOAYKT

— e ———— -

Menun 50 mg/850 mg @puiMupay TabneTkn /31 1B HUTENHA ATEHUNS I AEKAPCTBATA ‘

Memua 50 mg/1000 mg dpunmupanmn TabieTku KoarmKa XADAKTPUCTIUKE HE NPOGYKMA -, [PUAOXEHUE |

oI008/ OF

Melyd 50 mg/850 mg film-coated tablets
Melyd 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIMHECTBEH CbCTAB

Memma 50 mg/850 mg dunmupanu TabneTkm
Besika dpunMupana tabnerka chabpika S0 mg sunarmunTu (vildagliptin) u 850 mg metdopmun
xuzpoxaopu (metformin hydrochloride) (exBuBanenTHH Ha 660 mg MeTHOPMUH).

Memn 50 mg/1000 mg dunmupanmn TadbieTku
Besika dunmupana tabnerka cbabpika S0 mg sungarnuntui (vildagliptin) u 1000 mg mergopmuH
xuppoxsopu (metformin hydrochloride) (exkBuBanenTHu Ha 780 mg MeTdhopMUH).

3a NbJIHUSA CIMTUCHK HA NMOMOILIIHUTE BEllleCTBa BUIKTE TOoUKa 6. 1.

3. NJEKAPCTBEHA ®OPMA

dunvupaHa Tadbnerka.

Memua 50 mg/850 mg dpunmupanu TadieTKH ca KbJITH, ETMTNICOBUIHU, IBOMHOU3ITbKHAIN TA0NETKH C
IB/DKWHA npuoau3uTenHo 20,2 mm ¥ mupoynHa npuosMsuTeHo 8,1 mm.

Menu 50 mg/1000 mg dunmupanu TabJIETKH ¢a TBMHOXKBIITH, €JTUTICOBHIAHHN, JIBOHHOM3ITBKHAIIHN
TaOJIETKHN ¢ OAbJDKUHA Npubnau3uTento 21.2 mm u wupoynHa npuodausuresnHo 8,4 mm.

4. KIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHS

Menuj e nokasas KaTo JOIMbJIHEHUE KbM [IMeTaTa U YIIpakKHEeHUsATa 32 NoA00peHHE HA MTUKEMUYHHUS
KOHTPOJI MIPU Bb3PAaCTHU ChC 3aXapeH AuadeT THI 2:

- TIPU MTALMEHTH, TTPU KOUTO HE € Bb3MOINKHO J1a C€ NMOCTUTHE alleKBaTEH KOHTPOJI caMO ¢ MET(HOPMUH
XHUIPOXIOPHL.

- TIPU NALMEeHTH, KOUTO Beve ce JIEKYBAT ¢ KOMOMHALIMATA BUNAATIIUIITUH U MET(OPMUH XUIPOXIJIOPH]L

noji ¢popMaTa Ha OT/JeJIHU TabJIETKH. . G .
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- B KOMOMHAIIUA ¢ IPYTH JISKapCTBEHU MPOIYKTH 3a JedeHHe Ha qHadeT, BKITIOYHTETHO WHCYITHH, KOTaTo
T€ He OCHTYpPABAT aJICKBATEH IIMUKEMUYeH KOHTpon (BX. TOUkH 4.4, 4.5 ¢ 5.1 3a HANHYHY JaHHH OTHOCHO

pPazNHIHUTE KOMOWHALIHH).

4.2 Ho3upoBKa H HAYHH HA NPUIOKEHHE

JI03UpOBKa |
BuapacTtHM ¢ HopMaTHa 686pedna ¢pyukuusa (GFR> 90 mi/mMun)

Jlo3aTa NpH aHTHXHUIIEPrIWKeMWYHATA Tepanuda ¢ Menup Tpadsa ga Obae MHAUBUAYANTH3HUPaHA

BBb3 OCHOBA Ha TEKYIATa CXeMa Ha ManmenTa, ePekTUBHOCTTA U NMIOHOCUMOCTTA, KaT0 HE CE

ipeBHILIABA MAKCHMATHATA [PENOpbYUTEIHA IHEBHA A03a OoT 100 mg sungarnunTuH. Meana moxe Ja

ce 3afo9yHe Wik kato Tabnerxa ot 50 mg/850 mg wnw kato tabnetka ot 50 mg/1000 mg, npwioxkena

7Ba IMTTH JHEBHO, eAHA TadneTKa CyTpUH 4 e1Ha Beyep.

- TIpu NauWeHTH, TIPH KOUTO HE € TIOCTUIHAT afIeKBATEH KOHTPON ¢ MAKCUMaltTHaTa MOHOCHMa 1034

MeT(OPMHH, IpHJIaraH KaTo MOHOTEPAITHA: '

Hauannata no3za Ha Menug TpsaOea Ja npeaocTass sungarmanTyH 50 mg n18a nbTH [HEBHO (100 mg ob1ua

JIHEBHA J103a) MIIOC J03aTa Ha MeT(QOPMHH, IpieMaHa 10 MOMEHTa. |

- TIpu nauueHTH, NPH KOUTO ca MPpUIAraii e4HOBPEMEHHO BUNAAMIMITTHH 0 METQOPMHH KATO OTHENHH

TabNETKH:

Menun TpaOga Aa ce 3ano4He B ChLUINTE JO3U Ha BIIAAMTHIITHH 0 METPOPMUH, KAKTO NPUEMAHUTE 10

MOMEHTA.

- TIpu naumeHTH, TPH KOMTO He € MOCTUTHAT afIcKBATEH KOHTPOA ¢ ABOifHA KOMOMHALIUS ¢ METPOPMHH U

cynpaHunypeHO NPOUIBOIHO:

Ho3aTta Ha Menuza TpsabBa na npenocTass BUIJAFIUNTUH B J03a OT 30 mg XHUTIOFITUKEMHSL.

- Tlpu nauMeHTH, NpH KOUTO HE € NOCTUTHAT afIeKBATEH KOHTPOJ ¢ ABOIHA KOMOUHRpaHa Tepanus ¢

WHCYNTHH H MakCHMaTHa TOHOCHMa X033 MeTHOPMUH:

Tlo3aTta Ha Menup TpaOBa fa NMpenocTass BANIATTIMATHH B 103a oT S0 mg aga nbTH AHEBHO (100 mg

ob1a AHeBHa J03a), a mo3aTa Ha MeTthopMuH TpaOBa 1a 6sae nonobHa Ha qo3aTta, TPUEMaHa [0

MOMEHTA.

be3onacHocTTa M €MKACHOCTTA Ha BUNIJArNIMTTHH U METGOPMHUH, NPIWIaraiy Kato TpoiiHa nepopaiiHa
Tepanus B KOMOWHALINS ¢ THAZOMUAUHAWOH HE ca YCTAaHOBEHHM.

CrieuuanHu rpyny MaueHT!

Crapuyecka Bb3pacT (> 65 roauHH)

Toit kKaTo METGOPMHUH ce eKcKpeTHpa npe3 0p0peLuTe, a NalHeHTUTE B cTapyecka Bb3pacT
NOKa3BaT TeHIEHLIMS KbM HaMansaBane Ha 6n0peunara QpyHKUMA, PN TALIMEHTUTE B CTAPYECKA Bh3pacT,
KOWTO npueMar Menua, penosHo TpsabBa aa ce npocncasina GyHKUHUATA Ha OBOpenUTe (BXK. TOUKH 4.4

n 5.2).

bnOpe4YHO yBpexkIaHE

[Ipenu 3amousaHe Ha JedeHUe ¢ MPOAYKTH, ChIbpkallH MeTGopMHH, TpaOBa [a ce HanpaBH OLICHKA HA
GFR croitHocTHTE, 2 crnejl TOBRa - NOHE BeAHBXK roauiHo. [Ipu mauueHTH ¢ NOBULIEH PUCK OT

T10- HATATBIIHO TIporpecupate Ha 6bOpedHo yBpekaaHe W MpHU NallMEHTH B CTapUecka BL3pacT TpAOBa
Mo- 4eCTO Jia Ce TIpaBH oueHka Ha 6u0pecuHaTa GpyHKLMA, HAMPHMED Ha BCeKH 3-6 Meceua.

3a npeano4MTaHe € MaKCHMATHATA JHEBHA 1032 MeTGOPMHH a Obae pasfiesieHa Ha 2-3 THEBHH. ——.




6BOaT npepasrieNaHy, NpeoH 1a ce 0OMUCTY 3aMoMBaHETO Ha JICUCHHE ¢ METGOPMHH TTPH NaLMEHTH

¢ GFR< 60 ml/min.

AKoO He e TOCTBITHa Ao308a ¢opMa Ha Menua ¢ aaekBaTHO KOMUYECTBO HA AKTUBHOTO BEIIECTBO, BMECTO
KOMOHHALMA ¢ GUKCUPAHH 03U TpsaOBa Ja ce W3NON3BaT OTAETHUTE MOHOKOMITIOHEHTH.

GFR ml/min MetdopMuH BungarnunTiH
60-89 | MakcuManHara qHEBHa J103a € He ce Hanara kopurupaHe Ha

3000 mg. J03ara.
Mo:xe na ce obMHUCIH '

HaMaJIgBaHe Ha Jo03ara Mpu
BIOIIaBaHe Ha ObOpevHaTa

(PYHKLIMA.

45-59 MakcuManHaTa qIHeBHA f03a ¢
2000 mg.

Hayannara [o3a e noHe
MOJIOBUHATA OT MAKCUMATHATA

034,
30-44 MaxkcumManmHaTa JHeBHA 033 € MaxkcuManuara THEBHA 7034 e
1000 mg. 50 mg.

HayanHaTta mo3a e noHe
MOJIOBUHATA OT MaKCUMAIIHATA
034.

<30 _ MeTrdhopMHH € NPOoTHBOMNOKA3aH

YepHoapoGHO yBpexaaHe
Menua He TpAOBa Ja ce MpWiara npH MauyeHTH ¢ 4epHOJAPOOHO YBpekKIaHe, BKITIOYUTEITHO TE3N

ChC CTOWHOCTY Ha allaHuH aMuHoTpaHcdepasa (AJIAT) unu acnaprat amyuroTpancepaszara
(ACAT) npenu 3aniouBaHe Ha JIe4eHHETO > 3 IMLTH FropHaTa rpaHula Ha HopMandoTo (I'TH) (Bx. Touku

4.3,4.4 n 4.8).

[leguaTpryHa NONyJALIWA
He ce npenopsusa yrnotpebara Ha Memua npu acua v oHomH (< 18 roaunn). bezonacHoctTa n

edkacHoCcTTa Ha Menua nmpy neua u roHomy (< 18 ronwHH) He ca ycTaHOBeHH. JIUMcBaT JaHHH.

HauuH Ha pHIOXKEHHE

TepopasiHO MPUITOXKEHHE.
(IpuemMsT HA Menua Mo BpeMe UKW BEiHAra cliefl XpaHeHe, MoXKe 1a HaMalH CTOMAallHO-YPEeBHHTE
CHMITTOMH, CBbp3aHU ¢ MeTQOPMHH (BX. CBHIO TOYKa 3.2).

4.3 IpoTHBONOKa3aHHA

— CBpPBXUYYBCTBUTENHOCT KbM aKTHBHUTE BELLECTBA WIN KbM HAKOE OT MOMOILHHATE BEINECTBA, H30POEHU
B TOUYKa 6.1;
— Bcexu TMn ocTpa MeTaboNUTHA alMao3a (KaTo NaKTaTHa aunao3a, AnabeTHa Keroaunag
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— HuabetHa npekoMa;
— Texxka 6u6peuHa HepocraTe9HOCT (GFR < 30 ml/min) (Bx. Touka 4.4);
— OcTpH CHCTOAHHS, KOUTO MOTAT Ja TpoMeHAT Ob0peyHaTa QyHKUUS, KaTo:
AeXHIpaTaLus;
TEXKa UHDEKITHS;
oIoK;
— BBTPECHIOCBO MPUNOKEHUE Ha HOoA-ChABpPXAIIY KOHTPACTHH BEWIECTBA (BX. ToUka 4.4).
— OCTPO HIH XpOHWYHO 3abongBaHe, KOETO MOXE [a NMPUYHHH ThbKaHHA XUITOKCHSA, KaTo.
ChpAeYHa WK AWXaTEeNHa ReEAOCTaTbYHOCT,
CKOpOIIeH MAOKAPACH HHDAPKT;
LLIOK.
'— YepHoapobHo yBpexaaHe (Bk. ToukH 4.2, 4.4 1 4.8);
— OcTpa anKOX0NHA HHTOKCHKALUS, ANKOXO0MAN3BM;
— KspMeHe (BX. To4Ka 4.6).

4.4 CrnenHaJsau NpeaynpexieHnsd v Npeara3Hd MepKH Npu ynoTpeoda

Oo1Lm
Menua He € 3aMeCTUTEeN Ha MHCYIMHA NPH WHCYNTHH-3aBUCHMH NAaUWEHTH M HE TpA0Ba Ja ¢e MpUara npu
MaLiHEHTH ChC 3axapeH auadert tan |.

JlakTaTHa aumng03a

JTaktaTHaTa aLKA03a, MHOTO PAAKO, HO CEPHO3HC MeTaDOJIMTHO YCNOXHEHHUE, HAR-YECTO HACTBIIBA TPH
OCTpo BIIOMAaBaHe Ha OxOpeyHaTa GpyHKLHA, KApAHO-peCTHpaTOpHO 3aboNgBaHe WITH CENCHUC.
HaTtpynsaneTo Ha MeTdhOpMHH HacTLIIBa MPU OCTPO BloLaBaHe Ha ObOpeunaTa pyHKuMA W yBENNYaBa
pHCKa OT NTAKTATHA aAUWA03A.

B cnyuail Ha aexuaparauns (TeXxxka AMapus WK MOBpbIUAHE, TPECKA WIH HAMAIEH NPUEM Ha TEYHOCTH)
TpAOBa BpeMEHHO J1a ce CTIpe MPUEMA Ha METQOPMUH U € TIPENOPBYHTENTHO Ja C€ YCTAHOBH BPh3Ka ¢
MEIHLWHCKH CTIEUHATTACT.

TIpUeMbBT Ha NIeKapCTBEHH MPOAYKTH, KOUTO MOraT oCTpo J1a YBpeaAT 6nOpeynara pyHKLuA (Karo
aHTUXUNEPTEHIUBHA cpelcTra, AuypeTuiiy 1 HCTIBC) Tpabea na ce 3anouHe ¢ noBHILIEHO BHUMaHHE
[p¥ MNaLMEHTH, TeKyBaHH ¢ MeTdopMmuH. Ipyry packoBu ¢akTOpU 3a nakTaTHa aluuao3a ca npekoMepeH
MpPUEM Ha ATKOXOI, YepHOAPOoOHA HEOCTATBYHOCT, HEAOCTATHYHO KOHTPOAUPaH AHabeT, KeTo3a,
MPOABIDKUTENHO rajlyBaHe U BCAKAKBH CbCTOAHUA, CBBP3daHHN C XMMOKCHA, KakKTO U €AHOBpEMEHHATA
ynoTpeda Ha NeKapcTBEHU MPOIYKTH, KOMTO MOTAT Jia MPUHYHHAT JlaKTaTHa alMno3a (BK. ToUkH 4.3 U
4.5).

[TauuenTHuTe W/ Hunyu OoNHornenaunre Tpadea Aa ObAaT HHGOPMUPAHH 3a pUCKa OT JlJaKkTaTHA aUMgo3a.
JlakTaTHaTa aupao3a ce XapakTepHusnpa c aliI03Ha JHCTTHES, KOpeMHa 00/1ka, MyCKYJIHU KPaMIIH,
ACTEHUS U XMTIOTEPMUSA, NOCNIEABAHH OT KoMa, B ¢nyuait Ha cbMHEHHe 3a CHMITTOMU TIALIMEHTHT TpAOBa
Ia Crpe npHeMa Ha MeTGOpMUH U He3abaBHO a NOTBHPCH Jekapcka oMo, JJHarHoCTHIHHTE
nabopaTOpPHU HAXOOKH ca NOHWkeHO KpbBHO pH (< 7,35), MOBULIEHH HUBA Ha INa3sMeHNs NaKTaT (:=-
mmol/l) ¥ nosuilleHa aHUOHHA pa3/THKa M ChOTHOLICHHUE TAKTAT/TTUpYBaT,

[TpunoxkeHue Ha HOA-ChAbpKAINY KOHTPACTHH BELLECTBA
BBTpechA0ROTO MPUITOWEHHUE HA HOA-ChIBPXKAUIM KOHTPACTHH BELIECTBA MOXeE 1a nnne,ue IO KOHTPACT-

MHAYLUHpaHA HedpomnaTHsA, BOJACLIA A0 HATPYNBAHETO Ha METHOPMUH M MTOBUILECH PUCK OT I




ce Bh30OHOBABA JIo Hali-Manko 48 Jaca ciiel ToBa, Npu yclnorue 9e-0bbpeutara GyHKLHA € OLIEHEHA
OTHOBO U € YCTAHOBEHO, Ue ¢ crabunHa (8. Toukn 4.2 1 4.5).

bnbpeuHa dyHK1NA

[Mpeaw 3anmogBaHe Ha JedeHHETO TpAOBa Oa ce Hanpasu olleHKa Ha cTolHocTuTe Ha GFR ¥ peosHO ¢cnen
ToBa (BX. Touka 4.2). MerdopmiH ¢ nporuBonokazaH npu naweHTH ¢ GFR <30 ml/min u Tps6sa na
OBA€ BpEMEHHO CNPAH NP HATMYNE Ha CbCTOAHNSA, KOUTO NPOMEHAT 6n6peunarta pyHKUMA (BX. TOUKa
4.3).

CuIisTCTBAMOTO NMPHWIOKEHUE HA JIEKAPCTBEHN NMPOXYKTH, KOMTO MOTAT Ia NoBIvasaT 6b0peynara
¢yHKUMA, Ia 1OBENAT A0 3Ha4YMMa XeMOOWHAMHUYHA NPOMIHA WK 1a HHxubupar 6u0peuHus TpaHCnopT U
Ia MOBHIIAT CUCTEMHATA eKCIIO3NIUA Ha MET(POPMUH, TpAOBaA Aa C€ U3IBBLPILBA C [TOBUINEHO BHUMAaHUE
(BX. Touka 4.5).

YepHoapoOHO yBpeKIaHE
IManuenT! ¢ YepHOAPOOHO YBpekaaHe, BKITIOIHTENHO Te3W cbe CTOMHOCTH Ha AJIAT wnu ACAT npenu
3anoyBaHe Ha JeyeHuero > 3 et [ TH, He Tpabea ga 6naaT nekyraHu ¢ Menua (Bxk. Toukn 4.2, 4.3 m

4.8).

IMpocnenspaHe Ha YEPHOAPOOHUTE EH3IUMN
WUma choOiieHus 3a peaKH Ciyyad Ha HapylicHa YepHoapoOHa PyHKUNS (BKAIOYHTEITHO XENaTuT) cliel

NpHeM Ha BWIHNATTUITTHH. B Te3n crmydyan naiweHTUTe KaTo 1Ano ca be3 CHMNTOMH, be3 KIMHIYHH
MOCAEACTBHS M CTOHHOCTHTE Ha NMoKa3aTefNTe 3a OLUEHKa Ha YepHoapoOHaTa dpyHkuus (ITOYD) ce
BB3BPBIIAT A0 HOPMAITHATE CNe]] NIPeKpardBaHe Ha JiedeHueTo. Ipeau sanousaHe Ha iegeHueTo ¢ Menug
TpabBa na ce npoeegar [TOUYD, 3a na ce 3Hae U3XOAHOTO HUBO Ha NnauMeHTa. [1o Bpeme Ha NIeUeHHETO ¢
Menun uepHoapoOHaTa GpyHKUMSA TpsOBa Aa ce HadIroAaRa HA TPUMECEUHH UHTEPBAITA NpPE3 MbPBATa
roaydHa v MmepHoaHyHo cnell Toea. [TauMeHTUTE, MPY KOUTO CE NOBULIAT CTORHOCTUTE Ha
TpaHCaMHHA3KTE, TPAOBA Ha 6BaaT NMPOCIENEHH Ype3 MOBTOPHA OLIeHKa Ha YepHOApoOHaTa QyHKLMS 38
NOTRLPXKAaBaHe Ha AaHAWTe | cen Tosa [TOYD na ce npaBAT YeCTo, JOKATO OTKIIOHEHUATA CE€ BBPHAT
KbHM HOPMANHHATE CTOMHOCTH. Ako nokausaHeTo Ha ACAT wnu AJIAT >3 neu I'TH, nepcucrupa, ce
NpenopbiBa NIPEYCTaHOBABaHE Ha NedeHneTo ¢ Menua. ITauueHTHTe, KOUTO pa3BUAT UKTEP WIH APYTrH
NpU3HALK, NpeNoNaraly HapylieHa YepHoapooHa ¢yHKkUMs, TpAOBa Ja NPEKPATAT JIEYEHHETO CH C
Menna.

Cnep npekpaTaBaHe Ha neueHuero ¢ Menwa n Hopmanuzupade Ha HY®, neyenunero ¢ Menun He Tpabsa

Aa Cg 3arnovysa OTHOBO.

Hapyuienus Ha KoxkaTta
KoxHY Ne3vyt, BKITFOYHTETHO 1109Ba HA MEXYPH U yIILEPALHH N0 KpaltHUUWTe Ha MaliMyHH ce crobuIaBar

NPy NMPWIOXKEHNE HA BIWIAAMTUNTHH B HEKITMHUYHY IPOYYBAHMSA 33 TOKCUYHOCT {BX. Touxa 5.3).
Bunpeku, 4e B KIMHUYHHTE NMPOYUBaHUA He ce Habmoaara MosiBa Ha KOXHHU fle3WH ¢ MOBUILIEHA YECTOTa,
ONMUTLT NIpH NMaUKEHTH ¢ KOXHHU YCIIOXHEHNs Ha Anabera e orpaHn4eH. OcseH ToBa HMa
[MOCTMapKETUHTOBY CHOOIISeHUA 332 OYNO3HU U €KCPOTUATHBHU KOXKHH Ne3uu. ETo 32110, KaTo 4acT oT
PYTHUHHHTE I'PHAKHN NPHN NIALMEHTUTE ¢ IUA0ET, CE NpenopbUBa NpocneasBaHe 3a HAPYLWCHUS HA KOXKATa,
KATO TOSABa Ha MEXYPH WM YIUEpauuH.

OcCThp NaHKpeaTHT




Ynorpe6aTa Ha BUNJAMTHIITHH € CBEP3aHa C pUCK OT pasBUTHE Ha OCTBP naHkpeatHt. [laueHTHTE
Tps6Ba fa 62T MHGOPMHUPAHH 32 XaDAKTEPHUA CHMIITOM Ha OCTLD NaHKpeaTHT. AKO C€ NOAO3Upa
HANHYHe HA NAHKPEeATHT, MPHEMBT Ha BHJIAArTHITHH TpsiOBa ia ce NpeyCTaHOBH, KO CE€ NOTBBPAH
HAJIMYHE Ha OCTBD MAHKPEATUT, NCUCHHETO C BUIAAMNIHNTHH HC Tpsa6Ba Aa ce noaHopasa. Heobxoanmo ¢
[MOBHLICHO BHHMAHHE NPH TIALIHEHTH C aHAMHE3a 32 NMPEKApaH OCTLP NAHKPCATHT.

XHMNOrAKKEMHSA
HseecTHo e, ue cyndoHnIypeliHHTe TPOH3BOAHU MOXE Ja TPEAH3BUKAT XHIIOTTHKCMHA. ITanuenTHTE,

NpueMallid BUJJATTHITHH B KOMOKHaLHA CbC cyndoHuIypeiHO NPO3BOAHO, MOTaT Aa OBJAT H3NOKEHH
Ha PHCK OT Bb3HHKBAHE Ha XHIOTTHKCMHA. IMopaau Tasu NPUYHHA, MOXeE Aa Ce OOMHUCIIH NPUNAraHeTo Ha
[O- HUCKA 71032 Ha CY/IGOHUITYPEHHOTO MPOU3BOAHO, 32 la CC HAMATH PHCKa OT BE3HMKBAHE HA
XHIIOTTHKEMH .

Onepalus
MerdopmuH TpsOBa Aa ce CTpe NPEAH onepauns noj 001113, CIHHAJIHA HITH eNHAYPanHa aHeCTE3NHA.

TleueHueTo MoXe 1a GbJe Bb30GHOBEHO HE NO-PaHo OT 48 4aca Cie/l ONepaLuATa HIlH Bb300HOBABAHETO
Ha XpaHEHETo Mpe3 YCTa, 1 [PH YCIIoBHe e 6p0peyHaTa dbyHKIHS € OLICHEHa OTHOBO M € YCTAHOBEHO, Y€

e crabunya.
4.5 BianmonelicTBHe ¢ APYrH JIEKAPCTBEHH NPONYKTH H APYFH GOpMH HA BIAHMOJEHCTBHE

He ca nposexaany OpHUANHHE NPOYuBaHKA 33 p3aumMoneiicteua ¢ Menua. CneaHuTe JaHHH OTpassBaT
nH(OpMALUATA, HANHYHA 33 OTACJHHTE aKTUBHH BEIICCTBA.

BujaariunTHH
BuagariynTiH HMa HUCBK NOTEHUHAN 32 B3aMMOJCHCTBHA MPH €AHOBPEMEHHOTO MY NpHiaraie ¢ Apyry

neKapcTBeHH NPoAYKTH. Thi KaTo BUAZATTMNTHH HE € cyberpar Ha enzuMa LuToxpoM P (CYP) 450 n He
HHXHOHpA, 1 He HHAYLHPA CH3IUMHTE CYP 450, usMa BEpOATHOCT 34 B3aMMOAEeHCTBHE C AKTHBHH
BEILIeCTBA, KOHTO ca CyOCTpaTH, HHXHOHTOPH HIH HHIYKTOPH HA TC3H CHIUMH.

PesyntaTvTe OT KIMHHYHH NPOY4BaHKA, MPOBEACHH C NEPOPATHUTE aHTHAMaO0eTHH NPOAYKTH
[THOTIHTA30H, MeThOPMUH H FIMOYPHA, B KOMOUHALAS C BHIAATNHNTHH, HE TOKA3BAT KIHHHUHO
3HAYUMH HAPMAKOKHHETHYHH B3aUMOAECHCTBHS B TAPreTHATa MOMYIALHA.

Ipoy4Banus 3a ICKAPCTBEHHTE B3AUMOACHCTBHASA C IUTOKCHH (cy6cTpat Ha P-rinkonpoTenH) u
papdapun (cyberpar Ha CYP2C9) npy 38paBH HHIAMBKAH HE NMOKA3BAT KIHHATHO 3HAYUMH
hapMaKOKMHETHYHH B3aHMOACHCTBHA CAEA €AAHOBPEMCHHO MPHJAraHe BHUIAATJIHIITHH.
[poyuBaHus 3a N1€KAPCTBEKH B3aWMOCHCTBHA NPH 3ApaBH HHAMBHAH Ca NPOBEACHH C AMJIOJHIIKH,
paMHIIPHA, BaicapTaH H CHMBacTaTHH. [1py Te3u npoyusanus, Clea e IHOBPEMEHHO TPUNIaraHe ¢
BHJLIAMMIITHH, He ce HabroAaBaT KHHHYHO 3HAUHMH (apMaKOKHHETHYHY p3anMoeiicTeus. ToBa
obaue, HE € YCTAHOBEHO 34 NpHUEHaTa nomynauns.

Kom6unauus ¢ ACE HHXHOHTODH

Bp3MoXkeH € MOBHLIEH PHCK OT PA3BATHE HA aHTHOEAEM IIPH NAUMEHTH ChC ChIIBTCTRALLL PHEM Ha ACE
HHXU6uTOPH (BXK. ToUKa 4.8),

KakTo u npy ApyruTe Nepopaiiy aHTHAHAOCTHH IPOAYKTH, XHNOMTHKEMHYHHA e(exT Ha BUNArTHNTHH
MOJe 1a 6bIe HAMAIEH OT ONPEAesieHH akTHBHH BELIECTBA, BRIOYBALUY THA3HAH, KOPTHKOCTCPORIM,

1% 1 f

THPOHZHH Npenapard i CHMIATHKOMHUMETHLH. N Ny
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MeTtdopMun

KoMOHHALNH, KOWTO He ce NpernophyBar:

ANIKOXOon
AJIKOXONMHATA MHTOKCHKALMA Ce CBbP3Ba C MOBHIIEH PHCK OT JIAKTATHA alUa03a, 0CcODEHO B ClIY4aH Ha
rnaayBane, HeJOXpaHBaHe WU qepnn,upoﬁﬂa HEIOCTATHYHOCT.

Hon-chinpxaliiy KOHTPACTHH BELIECTBA |
Metdopmun TpabBa 3aABIKUTENHO J1a ce CIIpe MPeRH MpoLeaypaTa 3a 00pa3Ha MHarHOCTHKA H HeE

TpabBa Aa ce Bb300HOBABA A0 Hali-Manko 48 uaca cnena TOBa, NpU yCnoBue e ObOpeuHaTa PyHKLUs €
OlleHEHA OTHOBO M € YCTAHOBEHO, Ue e cTabunHa (BxX. Touki 4.2 1 4.4).

KoMOuHauWH, KOUTO M3HCKBAT peAna3Hu MepkH MpH ynoTpeba .

Hsxou nexapcTBeHM MPOLYKTH MOTAT JIa ce OTpassAT HeONaronpHsTHO Ha 6x0pedHaTa QyHKLHS, KOETO
MOJKe 14 YBEIIMIH PHCKa OT JIakTaTHa auuno3a, kanpuMep HCIIBC, BKITFOUATETHO CENEKTHBHH
uaxubuTopu Ha unkiookcuredasa (COX) I, ACE uaxubutopy, aurvoreH3dH Il petentopHu
AHTArOHUCTH ¥ OUYPETHLM, ocobeHo OpruMmkosH auypeTull. [Tpu 3anouraHeTo unu ynotpebara Ha
TaKWBa MPOIYKTH B KOMOHHAUNS ¢ METPOPMHUH € HeoOX0IHUMO BHUMATCIIHO MPOCACAABAHE Ha
6nOpeunaTa gyHkuHsS.

I MHOKOKOPTHKOWIHUTE, GeTa-2-arOHUCTUTE M IHYPETHLIMTE NMAT NPUCHINA XHTIEPTITHKeMUHHa aKTURHOCT.
ITauneHTsT TpAOBa na 6bae MHGOpMHpPAH 3a TOBa K TPA0Ba Ja Ce U3BLPLIBA [10-4YECTO MPOCNENABAHE Ha
KpBBHATA 3axap, 0c00eHO B HAYATOTO Ha JICHeHNeTo. Ako € Heobxonumo, no3ata Ha Menua Moxe fa
ObJie KOpUTHpaHa NO BPEME HA ChITBTCTBALLOTO JISUEHHE U CNeA NPEYCTAHOBABAHETO MY.

Unxu6utopuTe Ha aHTHOTEH3MH KoHBepTHpaulua eH3uM (ACE) MoraT 1a noHwkaT HUBOTO Ha KpbBHATA
1axap. AKo € HeoOXOAMMO, 103aTa Ha aHTHUXHITEPITMKEMHUHHS IEKapCcTBEH MPOAYKT Tpsbea na dbvae
KOpHTHPAHA 10 BpeMe M NpH NpeycTaHOBABAHE HA IEYEHUETO C APYT IEKapCTBEH MPOXYKT.

CwsnbpTcTBamAaTa yrnorpeba Ha nekapcTBeHM NMPOAYKTH, KOWTO BAUAAT HA obmuTe 660peyHu TyOYynHu
TPAHCIIOPTHH CUCTEMH, YYacTBallyX B 01xOpevHOTO eNTUMUHKpaHe Ha MeTGOopMHH (Hamnp. nHXUBUTOpU Ha
TpaHcroprepa Ha opranvuHu kaTuoHu-2 [OCT2)/TpaHcniopTepa 3a eKCTpY3Hs Ha MHOXKECTBO JIEKapCcTBa U
TokcuHR [multidrug and toxin extrusion, MATE], kato paHona3snH, BanaeTaHub, IONYTErpaBup M
UWMETHIMH), MOKE JIa TIOBHINH CUCTEMHATA EKCITO3HULIMA Ha MeTPOPMHUH.

4.6 @epTHAHTET, OpeMEHHOCT H KbpPMeHe

-bpeMeHHOCT
Hama qoctaTsyHO JaHHH 33 yroTpebaTa Ha Mennn npu OpeMeHHH XKeHH. 3a BIWIAArTUITTHH
eKCIepUMCHTATHUTE NPOYYBaHHA MTPY XKUBOTHH NOKA3BAT PENpPoNyKTHBHA TOKCHYHOCT NPH BUCOKH 03M.
3a MeTOpPMHH, NPOYUYBAHUATA TIPH XXWBOTHH HE MMOKA3BaT PEMPOAYKTHBHA TOKCUIHOCT.
EkcrnepuMeHTaNHUTE NPOYy4YBaHHSA NpPH AUBOTHU [IPOBEAECHH C BUILIATIUNIPHH U METHOPMUH HE ca
MOKA3aIM JIOKA3aTENCTBa 3a TEPATOTEHHOCT, HO ca MoKa3anu GeTOTOKCHYHM eeKTH MPU TOKCHYHH 3a
MaifkaTa 1o3M (Bx. Touka 5.3). [ToTeHLHATHAAT PUCK NpH XOpa He € n3BecTeH. Menmuy He TpsabBa 1a ce
H3MON3Ba MO BpeMe Ha OpeMeHHOCT.




KspMmeHe

[MpoyyBaHHATA TIPH XKHUBOTHH TIOKA3BAT EKCKPELNA KaKTO HA METGOPMHIH, TAKa ¥ Ha BUJIAATTTHNTHH B

. MJIgKOTO. He e M3BecTHO JalTH BWIIATITHITTHH ceé eKCKPETHpPa B KbPMaTa, HO METPOPMIH CE EKCKPETHpA B
KbpMaTa B MaNKH Konn4decTsa. Ilopany noTeHUMATHHA PUCK OT XHIIOTIMKEMHSA HA HOBOPOJACHOTO,
CBBp3aHa U ¢ MeT(hOPMUH U C MHIICaTa HA BaHHW 3a BUJATTTUITTHH NpH xopa, Menus He Tpabpa na ce
W3TI0JI3BA O BPEME Ha KhpMEHe (B, Toyka 4.3).

DeprunuTer . |
He ca nposexnany NpoyyBaHud 3a edekra Ha Menun Bupxy pepTianrera npu xopa (BXK. ToUKa 5.3).

4.7 EdexTH BLPXY ciocobHOCTTA 32 WoPHpPaHe H padoTa ¢ MAINIHHH

He ca npoBexaaHu npoy4BaHus 3a eGeKTUTE BhpXY crnocobHocTTa 3a wodupaHe u padoTa ¢ MalluHH.
[TaumMenTHTE, KOWTO MONYYAT 3aMalfBaHe, KaTO HeXellaHa peakLys, TpAbBa na u3bsarear ga wodHpar ¥ a
paboTsaT ¢ MAIHWHHU.

4.8 Hexenanu nekapcTBeHH peaKkiiMH

O600menye Ha npoduna Ha He3onacHOCT

JTaHuM 32 6e30nacHOCT ca noayueHu ot 0610 6 197 nauHEHTH ¢ eKCNO3ULINR Ha

BUTHAT TUITTUH/METOOPMHH B PaHIOMW3HPAHH, IaLeO0-KOHTpONUpaHH H3MUTBaHHUA. OT TaX 3 698
MaLHEHTH [TOJTy9aBaT BHANATTHIITHH/MeTPOPMHH, a 2 499 nalMeHTH NOMy4YaBaT 1anedo/MeThOpMHUH.,
HsaMa npoBeneHn KMMHWYHY NPOy4BaHNA 3a nedeHue ¢ Menua. YcradoseHo e obave, ue -
OWOCKBURANTEHTHOCTTA HA MeTua € KaKkTo Ha eTHOBPEMEHHO MPUITOXEeHW BWIAAFTWITTUH U METQOPMUH
(BXK. TOMKZ 5.2).

[To-ronsMaTa YacT OT HeXElaHHWTE peaKiiMy ¢a JICKU U NPEXOIHH, W HE H3UCKBAT NPEYCTAaHOBSABAHE Ha
neuennero. He e ycTaHOBEHA BPh3Ka MEXIY HEXETAHWTE PEaKL MM U Bh3pacTTa, ETHAYECKATA
MPHHAIEXXHOCT, NPOAB/KHTEIHOCTTA Ha EKCITO3WLMATA MU JHEBHATA 103a. YioTpebaTa Ha
BUJINATIHIITHH ce CRBP3BA ¢ PUCK OT pa3sBUTHE HA MaHKpeaTHT. ChobulaBa ce 32 Bh3HMKBAHE Ha JIAKTaTHA
aungosa cneq yrnorpebara Ha MeTGOpPMKH, 0cOoGEHO TIPH NAUHEHTH ChC ChIECTRYBalIO 6B0peyHO
yBpexkaaHe (BxX. Touka 4.4).

TabnuyHo npeacrapiHe Ha HEXKeENAHHTE peakIiy

Hexxenanure peakliny, Cbo0dIaBAHH NPY NALKEHTH, KOUTO NOMYy4YaBaT BUNIATNUIITHH, B ABOHHOCTENH
KNTHHUYHH U3MTHTBAKUA KaTO MOHOTEPAIINA U JONBIBAILN TEPAMUH, ca W3OPOECHU 110-JOITY 110 CUCTEMO-
opraHHa Knacudmkauus U abcomoTHa dectota. UecToTTe ca tehUHUpPAHH kaTo MHOTO decTH (>1/10);
yectd (>1/100 go <1/10); ueyectu (=1/1 000 no <1/100); peaxu (>1/10 000 go <1/1 000); MHOroO peaku
(<1/10 000), c Hem3BecTHA YecToTa (OT HANTMUHUTE TAHHHU HE MOXe I1a Obae HanpaBeHa otleHka). [pn
BCAKO FPYTIMPAHE B 3aBUCHMOCT OT YECTOTaTa, HEXEIAHUTE PEaKLUUH ca NMpelcTaBeHU B HU3XOAALL pea 110
OTHOIIEHWE Ha TAXHATa CEPHO3HOCT.

Tabmmna 1 Hexxenanu peakuuit, CeOOMIEHH TP MALMEHTH, KOHTO MOMYyYaBaT BIUTIArMTUNITHH U
MeT(OpMHH (KaTo MOHOKOMIIOHEHTH WIH KaTo QUKCHpaHa J1030Ba KOMOUHALMA) UK B KOMOUHALIUS C
JAPYTH aHTHAWaO0ETHHU NICUEHNUA B KTUHWYHH U3NUTBAHUA U OT MOCTMAPKETHHTOBHSA OTTHT

CHcTeMo-oprases Kjac — Hekenana YecToTa L
| PeaKnHd D, ;; _—
Hndexunn ¥ HudecTALIHA ' |
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HHdexuyis Ha TOpHHTE OUXATENHH MbTHIIA | YecTH
Ha3ogapHHrHT Yecru
Hapymenns Ha MeTaboJaH3Ma H XPaHEHETO
XHUMOTINKEMHUSA HeuectH
| 3ary6a na anetut HeuectH
Hamanena abcopoums na sutaMui B12 u | MHoro peaxu®
NAKTAaTHA aliia03a
HapyumieHHd Ha HEPBHATA CHCTEMA
3aMasgHOCT Yectn
['naBobonue HectH
Tpemop Hectu
MeraneH BKyC HewectH
CToManmiHo-4peBHH HAPYLIEHHH
IloBprinaHe Yectu
Ilnapus Yectu
[aneHe YecTH
['acTpoe3odiareanta peduaykcHa 6onecT Hectu
dnaryneHums YecTi
3anek Yecrtu
KopeMHa 60nka, BKIIOUMTENHO B ropHarta | Hectd
yacCT Ha KopeMa
[TaHKkpeaTHT HeuecTH
XenaToOHIHAPHHW HAPYINEHHS
XemaTur HeuectH
Hapymenns Ha K0XKaTa H NOAKOKHATA ThKaH
Xunepxuaposza Hecru
[Ipyputyc YecTH
Obpus YectH
lepMaTur YecTu
EputeM | HeudecTH
Y pTUKapud HeuectH
ExcidonuaruBHU ¥ OyNO3HU KOXHHM ne3un, | C HeH3BECTHA YecToTat
BKJIHOYHTENRHO Oyno3zeH neMuronn
KoskeH BacKyIuT C HeH3BeCTHA YecToTat
Hapymenus Ha MYCKYJAHO-CKEJIEeTHATA CHCTEMA H CheIHHHTEJHATA ThKAH
ApTpanrus YectH
Muanrus HeuectH
OO0y HapymeHHd H e(peKTH Ha MACTOTO Ha NPHAOKEHHE
ACTEHUSA YectH
YMopa HeyectH
BTpucane HexectH
IlepudiepeH oTok Heuectn
HicieasaHHs
OTKIOHEHHA B YEPHONPOOHHUTE Heuectn
 GpYHKLMOHANHH NoKa3aTenu

* Hexxenanw peakiiuy, CbO0ILIEHH NTPYU NaLWEHTH, KOUTO TToTy4YaBaT MeTGOPMHH KaTo
MOHOTEpanud U He ca HabmoaaBaHH NpH NalMCHTH, KOUTO NONyYaBaT Bmarnnrmm+mer¢0pmnﬂ
xato pUKCHpaHa Jo30Ba KOMOHHAL[HA, 32 DOMTBIHUTENHA HHQOpMaUHs, BIDKTE KpaTKaTa e

XapaKTepPUCTHKA Ha TPOAYKTA 3a METGOPMHH.




+ Bn3 ocHOBa Ha NOCTMAPKETHHIOBUSA OITNT.

Onmcanne Ha U3BpaHA HeXETaHH peakivu

BunparnunTul

YepHonpoQHo yBpexkaaHe

HWMa cuobiuenns 3a pelIkH ciydad Ha HapylleHa yepHoapobHa dyHKIUS (BKTFOUUTENHO XENATHT) cllel
MpHeM Ha BUIAArMMATHH, B Te3n cnyuyan nauuMeHTHTe KaTo iano ca be3 CHMNTOMH, 0€3 KITWHHYHH
MOCNENCTBHS ¥ YepHoIpobHaTa GyHKLMS ce BB3BPbILA 0 HOPMATHA ClE]] MTPEKPATABAHE HA JIEUEHHETO.
B naHHuTe OT XKOHRTPOJIIHPAHU H3NMUTBAHNA KATO MOHOTEPAIHA H KaTo JOITLIBAlla Teparnus ¢
MPONBIKHUTETHOCT 0 24 ceIMULM, yecToTaTa Ha nosuiaBaHe Ha AJIAT wnu ACAT = 3 nmwytu [TH
(xnacuduLMpaHa KaTo HATWYWE TIPH Hali-Maliko 2 MocneaosBaTeNHi H3MepBaHus WK NMpH gUHaIHaTa on-
treatment Bu3nTa) € 0,2%, 0,3% 1 0,2% CHOTBETHO 33 BRALANIUITHH 50 mg BeHBK JHEBHO,
BANAArTMNTHH 50 mg IBa MTH JHEBHO W BCHYKHW CPABHUTENHU NMPOAYKTH. Te3M MoRHLIaBaHUS Ha
TpaHCaMMHa3uTe KaTo Lo ca 6€3CUMNTOMHY, HENPOrpeCHpallH MO XapaKTep K HE ¢a CBbP3aHH C
XoJlecTasa Wi XBIITEHHLEA.

AHTHOEZEM

[MTpu nedeHue ¢ BUWIAATIUITHH ce ¢hoOIIaBa 32 pelikd ClTyYaHd Ha aHr'HOoeNeM € YeCcTOoTa CXOJIHA C Ta3u Ha
koutponute. [lo-rongMara 4acT oT ciy4auTe ca ChoOUIEH], KOraTo BUIJArIMITHH ¢ MPUIAraH B
koMOMHauua ¢ ACE unaxuburop. Io-ronsmara yact 0T CBOUTHATA Ca JIEKH TO TEXKECT H OTIBYYABAT I1PH
MPOABIKABAHE HA JIEYEHHETO C BWIAATJIMITTHH.

XHUNOrNUKEMHUA

B cpaBHHTENHH, KOHTPOIMPAHN TIPOYYBAHUS Ha MOHOTEPANHA, XUITOTITHKEMUATA € HEUECTa NpH
winon3saxe Ha suinarnunTHH (0,4%) xaTo MoHoOTEpanug CIpPAMO aKTUBEH CPAaBHUTEIIEH MPOAYKT HIIW
rnaue6o (0,2%). Hama croblneHud 3a Texkd WK cepro3HU chOMTHA Ha xunornukeMmud. [1py ynorpeba
KaTo JOIMLJIBAIlA TEPATTHA KbM METHOPMUH, XUTIOTITHKEMHUS BE3HHKBA MpH 1% oT NalueHTHTE, IEKYBAHH
¢ sunparmunTri U npu 0,4% oT nauuenTute Ha miauedo. [py nobassaHe Ha UOMMHTA3O0H,
XMITOrMTUKeMUs BE3HUKB2 NipH 0,6% OT maLuUeHTHTE, NEKYBaRH C BUIOArMTUITHH ¥ nipH 1,9% oT
naieHTUTE, TeKyBaHu ¢ nnauedo. IIpn nobasaHe Ha CyIPOHITYpEHO TIPOUIBOAHO, XUITOTIHKEMHS
Bb3HUKBa NpH 1,2% OT MaHWeHTHTE, NEKYBAHU ¢ BIWIAArIUNTHH U nipu (,6% 0T nalmeHTHTE Ha MaLebo.
[Tpyu nobapaHe Ha cynGoHUTYpelHHO NPON3IBOAHO ¥ MEeTPOPMUH, XUNOTNTHKeMHUs BB3HUKBA MpH J,1% oT
MAaLMEHTHTE, NEKYBAHH ¢ BUagarnumTud u npu 1,9% ot nauventute Ha rnauebo. Ilpn nauveHTw,
npHeMaly BAIIATUITTHH B KOMOMHALNS ¢ WHCYJIMH, YECTOTaTa Ha Bh3HHKBAHE Ha XHIIOTINKeMns € 14%
3a BULnarnunTuH u 16% 3a nnaueoo.

MetdhopmuH

HamaneHna abcopbuns Ha BuTaMul B12

Hamanenue Ha abcopOumsata Ha BuTaMiud B12 ¢ NoHMKEeHKE Ha CEpyMHMTE HIBa e HabMoaasa MHOTO
PAIKO MPH MALMUEHTH, KOWTO ca NeKyBaHW ¢ MeTGOPMHH 3a IBJIbI Nepuon oT Bpeme. [Tpernopbysa ce aa
ce UMa NpeaBu noobHa eTHONOTHA, aKO MPH NALMEHT € HaTMYHa MeranodiacTHa aHeMUS.

YepHonpobra ¢ yHKLHA
Cro6lilaBa ce 3a WIOANPAHU CNyYaH Ha OTKIOHEHWS B CTOHHOCTHTE Ha YePHOHPOOHHUTE (YHK




CToMallHO-YpeRHH HapYLIEHUS

CToMaIIHO-YPEBHUTE HEXKENAHH PEaKIINK BE3HWKBAT Hal-4eCTOo M0 BpeMe Ha 3aMoYBaHe HA TEPanuiTa U
OTLIYMSBAT CIIOHTAHHO B NMOBEYETO cy4au. 3a a ce NpeNoTBPaTAT ce NPEenopbhyBa METHOPMHH Aa ce
MpHueMa kaTo 2 JHEBHW AO3H M0 BpeMe Ha WUITH clieli XpaHeHe. baBHOTO MOBHIIABaHE Ha J03aTa MOXKE
CBHLIO 12 IOXOGPH CTOMANLTHO-YPEBHATA NMOHOCUMOCT.

Cvobmagane Ha NOJ03NPAHH HEKETAHH peaKIHu

CrofluaBaHeTo Ha NOJO3UPAHU HeXKeNlaHt peakliMK clell pa3dpeiuasaHe 3a ynorpeba Ha nekapcTBeHHA
MPORYKT € BaXkHO. TOBa TO3BOAABA Ja MPOALIKY HAOIMHOIEHHETO HA CHOTHOLIEHHETO MOM3a/PHUCK 32
nexapcreeHus npoaykT. OT MEAMUMHCKUTE CNELIMATHCTH C€ W3UCKBA Jla ChOOIABAT BCAKA NMOJN03MpaHa
HEXKeJTaHa peakLus Ypes:

HM3nbaHuTENHA areHuds Mo J1eKapcTRara

yn. ,, Jlaman I'pyes” Ne 8

1303 Cogmna

Ten.:+359 2 8903417

yeOcanT: www.bda.bg

4.9 Ilpenozupane
Hama naHHu CBBp3aHy ¢ Npefo3upade ¢ Memua.

BungarnuntuH |
HudopmauysTa Mo OTHOLIEHHE Ha NPEAO3UPaHe ¢ BUIJATIUITTHH € OrpaHH4YeHa.

CUMITTOMM

HUnrdopmaunnTa 3a BEPOATHATE CUMITTOMH Ha [IPEA03UPAHE C BUNAATIHIITAH € MONYUYCHA OT NPOYyYBaHe
33 TTOHOCHMOCT Ha yBETM4aBallla c¢ 1o3a IpH 3ApaBH UHIWBHUIH, HA KOWTO € NpUnaradH BUIAATTTUITTHH 33
10 muu. TTpy nosa ot 400 mg € UMano TPH clydas Ha MYCKYJTHU G0JTKM ¥ OTHENTHH CITy4ay Ha JICKH |
NpeXoaHU MapecTe3nr, BHCOKA TeMIIEpaTypa, OTOUM U MPEXOIHO NOBHUUIABAHE Ha HUBOTO Ha JIMIA3ara.
IMpn no3a ot 600 mg eqHO TNLE € MONYHYWIO OTOK Ha CTBIIANATA U PBLETE, U TOBUINIABAHE HA HUBATA Ha
kpeatuHpocoknHazara (KOK), ACAT, C-peaktusuns nporeus (CRP) u muornobuna. Tpu Apyry nuua
ca TTOJIYYWIIHA OTOIM TI0 XOOWIaTa, B ABa OT CMYYAHTE C NapecTe3ni. BCUYKH CUMITTOMU U OTKJIOHEHHUA B
naboparopHuTe NoKasaresy OT3Ry4aBar 0€3 IeHeHHe crell NpEeyCTaHOBABAHE NpHEMa Ha H3CNEABaHHA
NIEKApPCTBEH TIPOIYKT.

MetrdopMuH

MMpeno3upaHe ¢ BHCOKa H03a MeT(GOPMHH (MW NPH CHITBTCTBALLl PHCK OT JIAKTaTHa allia03a) MoXe J1a
f0BeNe A0 NAKTaTHA allia03a, KOATO NpeACTaBnaBa CTICLIHO ChCTOAHME U TpaOBa Aa ce JIeKyBa B
OoTHULA.

JleueHue

Hait-eekTMBHUAT METOA 3a OTCTpaHABaHE Ha MeTGOPMUH € XeMoananusara. BungarnarrH, odaye, He
MOXe Aa OBJ1e OTCTpaHEH Ipe3 XeMOoauaTh3a, Ho OCHOBHUAT My MeTabomuT ciien xugpommsa (LAY 151)
MOXe Aa ce nuanusupa. [Ipenopbusa ce MogABPKALIO JTIEYECHHUE.




5. ®BAPMAKOJOTHYHU CBOUCTBA

5.1 PapmaxkoAHHAMHYHH CBONCTEa

dapMaxoTepaneBTHYHa rpyna: JlekapcTsa 3a nedenye Ha IWabeT, KOMOMHALMS OT EPOPATHH,
MOHKXKABANIX KpbBHATa 3axap nekapcrea, ATC koa: A10BDO8

MexaHu3bM Ha AeHCTBHE

Menun koMOHHUpa JBE aHTUXHUINEPTITUKEMUYHH CPEACTBA C B3aKMHO JOMBIBaillH €€ MEXAHU3MU Ha
aehcTBUE 33 MONOOPABAHE HA TMTUKEMHUYHUA KOHTPON TPH NalUEeHTH ¢ AUA0ET THIT 2! BIUTOATITHITTHH,
npeACTaBUTEN Ha Kaca JIEKApCTBEHU NPOAYKTH CTUMYJIMPALLM KINETKHTE B OCTPOBHTE Ha NMaHKpeaca u
MeTGOPMHH XMAPOXIJIOPHI, NPEICTaBUTENT Ha KNaca Ha GUrsaHuauTe.

Bunnarnunruy, KoiTo cnaia KbM KIaca JIeKAPCTBEHU NPOAYKTH CTUMYNUPALH OCTPOBHUTE KIIETKU B
MaHKpeaca, € MOILEH ¥ CEIEKTUBEH WHXUOUTOp Ha aunenTuann nentuaasa-4 (DPP-4). Merdopmun
neiicTBa OCHOBHO Ype3 HaMalldBaHe Ha eHIOTEHHOTO obpa3yBaHe Ha IITHOK03a B YepHHUs Apod.

dapmakogHHAMWYHHA eQeKTH

Bungaranmrun

BunmarnunTtHH AeHcTBa OCHOBHO upe3 HHXHONpaHe Ha DPP-4, eH3UMBT O0TrOBOpEH 3a pa3rpakxIaHeTo Ha
WHKpeTHHOBHTe XopMoHn GLP-1 (rimokaron nogoben nenrui-1) u GIP (rmoko3zo-3apHcHM
MHCYTHHOTPONICH MOJIMIIENTHL).

[TpynoxeHUeTo Ha BUIAATIMITHH BOAM 10 6BP30 U NbIIHO NHXUOMpaHe Ha akTUBHOCTTA Ha DPP-4, B
pe3yJITAT HA KOETO CE NMOBHILARAT eHIOTCHHUTE HHBA HA WHKpeTUHOBUTE XopMoHH GLP-1 u GIP, xakto
Ha raiHO TaKa U cnell HaXpaHBaHe.

lMTocpencTBoM NOBHINABAHE HA EHOOTCHHUTE HHBA Ha TE3W HHKPETHHOBH XOPMOHH, BUJITATTHATHH
IOBUILIABA YYBCTBUTEAHOCTTA Ha 6eTa KNeTKUTE KbM KphBHATA 3aXap, KOeTo BOIHW N0 nonobpasaHe Ha
FMOKO30-3aBUCHMAaTa WHCYTHHORBA cexpelns. Jleuennero ¢ swigarnuntud 50-100 mg aHesHo npu
MalUeHTH ¢ ouadeT THIT 2 3HaYNMOo nogoOpaea nokalatennTe 3a bera-kieTbyHaTa GYHKLUNA, KOUTO
pknousaT HOMA-B (Homeostasis Model Assessment —3), CbOTHOMIEHHETO FIPOUHCYIIHH CIIPIMO
WHCYJTWH U U3MEPBAHETO Ha PEakTUBHOCTTA Ha OETa KIETKHUTE NPH TECTA 34 TOJIEPAHTHOCT NIPH YeCTO
napaHe Ha xpaHa. [Ipu nuua, kouTo HamaTt aUadeT (HOpMOriUKeMus ), BUWIAArMTHNTHH HE CTUMYNIHAPa
cexpelMsiTa Ha MHCYITWH U HE HAMAJIABA HUBOTO Ha KPBBHATA 3aXap.

Upes nosuiiapaHe Ha eHAOreHHOTO HWBO Ha GLP-1, sungarnunTuH MOBHLLIABA YYBCTBUTEIHOCTTA Ha
anda KIeTKUTe KbM KpbBHaTa 3axap, KOeTO BOAW A0 MO-afeKBaTHa HAa KPbBHATA 3aXap CEKpELHA Ha
FTTKOKATOH,

[ToBHiIABAHETO HA UHKPETHHOBUTE XOPMOHM B YCNOBHATA Ha XHNEPTIHKEMHA BOAMH N0 3aCHICHO
yBeNIMYaBaHe Ha CHOTHOWEHUETO MHCYJIMH/TIIOKArOH U HaMaliABaHe TPOMYKLUATA Ha IIFOK03a OT YepHMUS
Npo0, KAKTO Ha MMaaHo, Taka U cliell HaxpaHBaHe, ¢ KOETO C¢ HaMansaBsa rMUKEMHATA.

UssecTHHAT edekT, Ye NoeHLIeHOTO HUBO Ha GLP-1 3a6aBsd cTOMAIIHOTO K3Npa3BaHe He ce Habnmonasa

[IpH NEYEHHUE C BUILAATTHHTHH.

MeTdopMuH
MeTdhopMUH € OWTBAHK ¢ AHTUXUMTEPTIUKEMHYEH eekT, KOWTO HaMalaBa CTOMHOCTHTE Ha ITI0OK03a B
[1a3Mara, KakTo Ha ITaJgHo Taka W clied HaxpaHBaHe, Tol He CTHMYNTHpa CEKpeunaTa Ha HHCYJIHH 1

MOpajM TOBa HEe BOOH A0 XUNOITIMKEMHS WU YBENTUYaBaHE HA TENECHOTO TErNO,
MeTdopMIH MOXe J1a OKa3Ba CBOS TJIIOK030-TIOHINKARAM ePEKT MOCPEACTBOM TPH MEXAHU3




- MOCPEACTBOM HAMAaNIiBaHe Ha o0pa3yBaHETO Ha IfTIH0K03a B YepHUA Ipo6 upel MHXHOUpaHe Ha
IJIFOKOHEOoreHe3aTa ¥ rMUKOreHONU3aTa,

- B MYCKYJTHTE MOCPSICTBOM YMEPEHO W3pa3eHO YBEJIHUYABAHE HA WHCY/THHOBATA YYBCTBUTENHOCT,
nonoOpsaBaiiky nepudepHOTO NOEMaHe U YCBOABAHE Ha IMOK034aTa,

- MocpeAcTBOM 3abarsaHe Ha abcopOiMaTa Ha rIF0KO3aTa B HepBara.

MeTtdopMuH CTUMYNHpa RTPEKNETRYHNA CUHTE3 Ha TITHKOTEH, TIOCPEACTROM MMOBITHABAHE HA TTTHKOTEH
CUHTETA3aTa ¥ [I0BHINABA TPAHCIIOPTHHUA KaMaluMTeT Ha cCnelUPHYHH TUITOBE MEMOpaHHHU TIHOKO3HU
tpaHcnoptrepu (GLUT-1 n GLUT-4).

IMpu xopa, HE3aBUCHMMO OT BIIHAHUETO CH BbPXY FMHUKEMHUATA, METGOPMUH UMa ONATONPUATHH e(eKTH
BEPXY JUIHIHUA MeTabomn3eM. B cpeiHo- H ABATOCPOYHH KITMHWIHH NPOYTBAHUA, NPU NIPHEM Ha
TepaneBTUYHH J03H € MoKa3aHo, Ye: MeTQOPMHH [IOHIDKaBa CEPYMHHTE HHBA Ha 001Hs XonecTepon,
LDL- xonecrepona u TpHIiMUEpUAUTE,

[TpocnexTusHOTO, pannoMusrpano npoyusaHe UKPDS (UK Prospective Diabetes Study) ycranosasa
IBATOCPOTHUTE MOM3N OT HHTEH3UBHAUA KOHTPOI Ha KPbBHATA 3aXap IpH MalWeHTH ¢ anabdet THm 2.
AHAITHIBT Ha pe3yITATHTE NIPH NMAHEHTH ¢ HAIHOPMEHO TETTIo, JIEKyBaHHM ¢ METQOPMUH cliell HEYCITEX OT
NiegeHHe caMo ¢ IHeTa [10Ka3BarT:

- IHAYUMO HaMalsBaHe Ha aDCOMOTHNE PUCK OT BCAKO CBBpP3aHO ¢ nnadeTa yCnoxkHEHWE B IpyTiaTa Ha
mMeTdhopMun (29,8 cuouTHA/l 000 nauMeHT-TOAUHH) CMIPAMO MALUEHTUTE OCTABEHH caMo Ha aueTa (43,3
cubuTHa/1 000 naumenT-roawHu), p=0,0023 ¥ cripamo rpynure Ha KOMOMHUpaHa TEpaTHus ChC
cyndoHIy peitHi NPONYKTH K Ha MoHoTepanua ¢ HHCYRHH (40,1 cubutns/l 000 nalMeHT-ronHK),
p=0,0034;

- IHAYWMO HaMaNsgRaHe Ha aOCOMOTHHA PHUCK OT CBBbp3aHa ¢ DHabeTa CMBPTHOCT: METPOPMHUH 7,5
cuouTug/1 000 naumerT-rogHu, camo Ha auera 12,7 cpontusa/l 000 naunent-rogunu, p=0,017;

- 3HAYVMO HaMallfBaHe Ha aBCOMOTHHA PHCK OT 001Ia CMBPTHOCT: MeTgopMHH 13,5 cubutus/1 000
MauueHT-roAMHH cnpaMo caMo Ha nueta 20,6 cxoutus/1 000 nauvent- roauuu (p=0,011) 1 cnpamo
rpynuTe Ha KOMOMHMpaHa Tepanua cbe CyNPOHUTYPEHHU NTPOIYKTH ¥ HA MOHOTEPANUA ¢ MHCYNTUH 18,9
cuOuTua/1 000 naunent-roguuu (p=0,021);

- 3HAUMMO HaMangBaHe Ha abcoMoTHUA puck oT UHdapKT Ha Muokapaa: MeThopMuH 11 cpbutusa/1 000
MauMeEHT-ToOWHI, caMo Ha nueTa 18 cwoutnsa/1 000 nanuenT-roguau (p=0,01). |

KnuangHa edukacHocT ¥ 6¢3omacHocT
ITpnGapsHEeTO HA BUAArNTUNTHH KbM JICYEHUETO Ha MAUUEHTH, YHHTO MMUKEMUYEH KOHTPON HE €

3aJ0BOJIUTENEH BBIIPEKA MOHOTEpanuaTa ¢ MeTQOpMUH, criel 6-MeCcedHo NeHeHue BOIH 0
OOITBNHUTENHO CTATHCTHYECKH 3HAYUMO CpeHO MOHMKaBaHe Ha cToiHocTuTe Ha HbA 1c B cpaBHeHue ¢
rwauedo (paznuku Mexay rpymnure ot -0,7% no -1,1%, ckoTBeTHO, 3a BUAarnunTuH 50 mg u 100 mg).
[TpoUeHTST Ha NALMEHTHTE, KOUTO TIOCTHT AT MOHIkaBaHe Ha cToliHocTuTe Ha HbA 1¢ ¢ = 0,7% cnipsaMo
W3XOIAHUTE € CTATUCTHYECKH 3HAUUMO TMO-BUCOK B ABETE I'PYIM Ha BWIAArTIKNTHA TWI0C METHOPMUH
(cvoTBeTHO 46% M 60%) cnpsaMo rpynara Ha MetdopMiH rumoc nnauebdo (20%).

B 24-ceAMWYHO KIHHAYHO H3NMUTBaHe, BUWIAArnuITHH (50 mg ABa NIbTH AHEBHO) € CPABHEH C
nuornuTazoH (30 mg BeAHBXK OHEBHO) NPH NAUMEHTH, IpH KOUTO HE € MOCTUTHAT aJEKBATEH rINKEMHYECH
KOHTpOJI ¢ MeTdopmHH (cpenHa aHeBHa no3a: 2020 mg). CpexHoOTO TOHMWXEeHNHE Ha HUBaTa Ha HbA Ic,
npu cpeneH u3xoneH HbA Ic ot 8,4%, ¢ -0,9% npu nobassne Ha BUnJariMIrrvH KbM METHOPMHH H -
1,0% npwr poOaBgaHe Ha MUOMTUATA30H KbM MeTGopMiH. CPeTHOTO NMOBHLIABAHE HA TEJIECHOTO TETIIO,
Ha0MI01aBaHOo NPW NALMERTHTE, TIpPUEeMAlH THOTJIHTA30H B NOMMBITHEHHE KBM MeTdopMuH € +1,9 kg,
cnpamo +0,3 kg npu nauueHTHTE, NpHEMaLLM BUNAATTUANTAH B IOMBIHEHHE KbM METQOPMUH. . .. — —




B KIMHWYHO U3NHTBAHE ¢ 2-TOIUIUHA MPOJRIKHTEIHOCT BUTIANTHITTAH (50 mg ABa ITETH AHEBHO) €
cpaBHeH ¢ rnuMenupua (10 6 mg/neH - cpeaHa no3a npe3 2-Te roauHu: 4,6 mg) cnen nobassHe KbM
TEpanugTa Ha TTALUEeHTH, JIeKyBahH ¢ MeTGopMuH (cpenHa qHeBHa fo3a: 1894 mg). Cnen | rogusxa
CpelHOTO NOHWXkeHUe Ha HUBaTa Ha HbA 1c e -0,4% nipu no6aBaHe Ha BUIAArNUITTHH KbM METGOPMHH H
-0,5% npu nobaesHe Ha rMMMENUpH KbM MeTdhopMHUH, NpH cpefied uixoxeH HbA Ic ot 7,3%.
[TpoMsHATa B TENIECHOTO TETAO NpK BUAarnunTus ¢ -0,2 kg cnpamo +1,6 kg npy rmuMenupu.
YecToTaTa Ha CIYYaHTe HA XUMOTIUKEMUS € CATHH(HKaHTHO NO-HUCKA B rpyTiaTa Ha BUWIAArmANTHH
(1,7%) B cpaBHeHHe C rpymaTa Ha raumenupun (16,2%). B kpailisaTta Touka Ha MMpoy4BaHETO (Crney 2
ronuun) croitsocTute Ha HbA 1¢ ca nogo6Hn Ha H3IXOOHUTE CTOHHOCTH B ABETE TEPAlEBTUYHH I'PYIH, a
PA3NTHYUATA IO OTHOLLIEHNE HAa TIPOMSAHATA B TENECHOTO TETIIO U CTYYAHTE Ha XHTIOrIMKEMUs CE 3aMa3Bar.
B 52-cenMu4HO M3NKTBaHe BUAAArnanTHH (50 mg nBa MbTH AHERHO) € CPaBHEH C MMUKNa3ny (cpexHa
JHEBHa no3a: 229,5 mg/nenH) cnen qobassiHe KBM TEPAITUATA HA NMALHEHTH, HENOCTUIHAJIM KOHTPOJI €
MeTdopMun (M3X0aHa 1033 Ha MeTdopMuH 1928 mg/nen). Cnen | roauuna cpeHoTo noHmxkeHdue Ha HbA
lc e -0,81% npy nobassHe Ha BHILIArTATITHH KBM MeThOpPMHUH (MMpH cpeacH waxoaeH HbA 1c¢ 8,4%) u -
0,85% mnpn gobassHe Ha MIHKIIAa3ua KbM MeThopMuH (Tipu cpeaeH usxoneH HbA 1c 8,5%); nokasana e
CTATHCTHYECKH 3HaMMMa He no-Manka edpukacHocT (95% CI -0,11 — 0,20). [TpoMaHara B TENECHOTO TETNO
e +0,1 kg nIpy BITIArTHIITHH cripAaMo +1,4 kg mpw rukIasug.
B 24-ceaMu4HO KIMHUYHO M3ITUTBAaHE € olicHeHa e(pHKACHOCTTa Ha PUKCHpaHaTa 0308a KOMOMHALIMA OT
BUILIATITMITTUH H METHOPMHH (TIOCTENESHHO TUTpUpPaHa Ko Ao3a oT 50 mg/500mg aBa MeTH THEBHO UIH
50 mg/1000 mg nBa NbTH JHEBHO), MPWIOKEHA KATO IMEPBOHAYANIHA TEpPaNHs MPH MaLHEHTH,
HenpHeManH Npely ToBa APYTH NekapcTba. KoMOUHaLMATa BIiaarmuiTHe/meTgopmut 50 mg/1000 mg,
MPUIOKEHA OBA ITHhTH JHEBHO, MoHkasa HbA 1c ¢ -1,82%,sunparnunrus/MetrgopMuH 50 mg/500 mg,
NPWIOKEHa HBa ITbTH AHEBHO, € -1,61%, MetdopmuH 1000 mg, npusiokeH aBa MbTH JHEBHO, C -1,36%, a
BHAIArTATITHH 50 mg, NpHIoXeH OBa ITETH THEBHO, ¢ ~1,09 npu n3xomen HbA I[c 8,6%. ITormkeHueTto
" Ha HbA Ic, HaGnronaBaHo npy nauMeHTH ¢ uixoaeH HbA 1¢>10,0%, e no-ronamo.
24-ceAMWIHO, PAHIOMU3HPAHO, TBOIHOCHATIO, TIalefo KOHTPONHPAHO W3NTUTBAHE € IPOBEACHO TIpH 318
MayMeHTH, 3a Ja OlleHH edrKacHocTTa 1 Be30nacHocTTa Ha BugarnunTid (50 mg asa NbTH AHEBHO) B
xomOuHalms ¢ MeTrdopMuH (21500 mg aHeBHO) U rMUMenupHa (>4 mg JHEBHO). BUNAariunTvH B
KoMOWHAIHS ¢ METHOPMUH N rTuMenpua curandukanTHo nmormkasa HbA 1c¢ cnpamo naanebo.
Kopurupanara cripsMo mianefo pasznuka B cpeIHOTO oHWxkeHHue Ha HbA lc cnpaMo nixonuara
ctoitHocT ot 8,8% e -0,76%.

[TpoBenmeHo € NETTOAMIIHO, MHOTOLEHTPORBO, paHAOMH3UpPaHo, ABofiHocnAno mpoydsade (VERIFY) npn
NalMeHTH Che 3axapeH auadeT Tun 2, 3a /1a ce oLeHN edeKThT Ha paHHAa KOMOMHKpaHa Tepanus ¢
BUAZArTHATHH ¥ MeThopMiH (N = 998) cnipsaMo cTraHxapTHA THPBOHAYATHA MOHOTEPAITHA C METHOPMHH,
ocneaBaHa oT kKoMOMHALMA C BIWIAAMTUITTHH (rpyna Ha nocnenosarento nedenue) (N = 1 003) npu
HOBOIMArHOCTHLIMPAHH MalUEHTH CbC 3axapeH Auaber Tin 2. Cxemara ¢ koMOHaALUMATA Ha
BUIAACTUNTHH 50 mg IBa ITbTH MHEBHO TUTIOC MeT(hOPMHUH BOJU A0 CTATUCTHYECKH H KIIWHHYHO 3HAYUMO
OTHOCHTETHO HAMaNIgBaHE Ha PHCKa “‘BpeMe JI0 NOTBLPACH HEYCNEX Ha IThPBOHAYATHOTO JIEUeHUe ™
(croitvocT Ha HbA I ¢ >7%), cripsmo MoHOTepanns ¢ MeTGOPMHUH TIPH HeNeKyBaHU 10 MOMEHTA MALUEHTH
chC 3axapeH auabeT THT 2 mpe3 S5-roguliHaTa NpoIkXUTENHOCT Ha npoyysaHeTo (HR [95%CI]: 0,51
[0,45, 0,58]; p<0,001). YectoTaTa Ha HEycex Ha MLPBOHAYATHOTO NieueHue (croiHocT Ha HbAlc>7%) e
429 (43,6%) nauMeHTy B rpynara Ha JiedeH1e ¢ koMOuHauusta ¥ 614 (62,1%) mauueHTH B rpynara Ha
OCNIeA0BATEITHO JICUEHHUE.

24-ceIMUYHO paHIOMHU3HPAHO, ABOHHOCIAMNO, TUTaLes0 KOHTPOINPaHO U3NUTBAHE € MPOBEACHO NMpU.449.
MALMEHTH, 3a [a OLieHH eUKACHOCTTA M 6E30MACHOCTTA HA BIIAAFIMIITHH (50 mg IBa THTH JECRHQ)LE 7




KOMOWHALIUA ¢ NOCTOAHHA JIo3a OasaneH WIH CMeCeH WHCYVH (CpeXHa AHERHA 1033 oT 41 eAMHULM), CBC
CHITBTCTBALL NTpHeM Ha MeTdopMuH (N=276) unu 6e3 ceIbTCTBALN NTPUEM Ha MeThopMuH (N=173).
BunparnuntvH B KOMOMHALIMS ¢ WHCYNTHH cUTrHUBUKaHTHO noHmkara HbA lc cripamo rmauebo. B
o011ara monynalya KopurupaHara cupaMo nnauedo paznuka B cpeaHoTo MoHWwxenHe Ha HbA 1c npu
cpelHa w3XoqHara cTofiHocT Ha HbA 1¢ 8,8%, e -0,72%. B noarpynwve, JeKyBaHW ¢ WHCYIIHH, ChC WITH
6e3 CBIBTCTBRAIL NPUEM Ha MeT(hOPMHH, KOPUTHUpPaHOTO cnpsaMo Tutauebo cpeano nonwxenne Ha HbA lIc,
e ceOTBeTHO -0,63% u -0,84%. UYecToTaTra Ha XunornukeMus B obulara nomynauus ¢ 8,4% u 7,2%,
CROTBETHO B TPYITHTE HA BUIAAMNTHIITHH U Tnauebo. [Ipw namuedTHTe, npyeMalliy BILIAArTANTTHH, HE e
Habnonasa nosuilasane Ha Ternoto (+0,2 Kg), Jokaro npy npuemalyuTe mwiauedo ce Habmonasa
noHmxkenwne Ha ternorto (-0,7 kg).

B npyro 24-ceaMHUYHO MPOYHBAHE NPH MTALMEHTH C MO-HAIPEOHAN 3axapeH AuabeT THN 2, NpU KOUTO He €
[TOCTHTHAT aIcKBATEH KOHTPOI € IedeHHETO ¢ MHCYJIMH (KpaTKo ¥ Obp3oaeiicTeall, cpeaHa NHCYTHHOBA
no3a ot 80 1U/aHeBHO), CpenHOTO noHwkeHne Ha HbA ¢ npu nobasaHe Ha ungarnantud (50 mg npa
TETH OTHEBHO) KbM HHCYJIHHA € CTATHCTHYIECKH 3HAYHMO TTO-TONIAMO, OTKOJIKOTO TIpH KOMOHHALMATa
mwranie6o nmoc uHeyauH (0,5% cnpsaMo 0,2%). Hectorara Ha XUTTOTTIMKEMHSA € MO-HUCKA B rpynara Ha
BHIAArMITTHH, OTKOJIKOTO B Tuiauebo rpymara (22,9% cnpamo 29,6%).

Cbpae4Ho-ChI0B PHCK

MeTa aHaTH3 Ha HE3ABHCHUMO U NPEIBAPUTEIHO OTIPENCNICHUTE ChpICTIHO-CHA0BH HEXETaHN ChOWTHA OT
37 daza Il n IV KnMHUYHU U3NUTBAHUSA MPU MOHOTEpanus U KOMOMHMpaHa Tepanus, ¢
MPOALDKHATETHOCT HA 2 FOAWHM (CpeliHa eKcno3uuusa S0 ceAMHUIM 3a BWIAANTHITTHH ¥ 49 ceAMULIK 3a
CPaBHUTEITHUTE MPOAYKTH), TOKA3RA, Ye JICUCHUETO ¢ BIUTAATTHNTHH HE € CBhP3aHo ¢ NOBUIIABAHE HA.
ChPIEYHO-CHIIOBHS PUCK CMPAMO CPAaBHUTENHMTE NpOoAYKTH. ChcTaBHATa KpaiiHa TOYKA Ha
MpeaBapuTENTHO OTIpeleNeHUTE rolieMU ChpeYHO-CBhIOBH ChOHMTHA (major adverse cardiovascular events
— MACE), BKMIOYHTENHO MUOKApACH HH(APKT, UHCYAT WIN CMBPT [1I0paji CbPACUHO-CHIOBA NpHUYNHA, €
nonobHa npy¥ BWIJAFMHITTHH CAPAMO KOMOWHHPAHH aKTHRHW U Utauebo CpaBHUTETHH TPOOYKTH
[OTHocuTenen puck mo Mantel-Haenszel (M-H RR) 0,82 (95% C1 0,61-1,11)]. MACE nactnnsa npu 83
oT 9 599 (0,86%) naumeHTH, nekyeanu ¢ sugarnunTul U npy 85 or 7 102 (1,20%) nauueHTH, 1eKyBaHH
ChC CpaBHHTENICH NMPOXYKT. OUeHKaTa Ha BCeKM oTAc/eH koMTToHeHT Ha MACE He moka3ea MOBUILEH
puck (nonober M-H RR). Créurus ¢ noTebpaeHa cbpaeuHa HeaoctarhuHocT (CH), aedunnpana karo
CH, uzsckBauia XoCIUTATWIaUMA, Wi Hosonossuna ce CH, ce cxobmanar npu 41 (0,43%) ot

NALNEHTHTE, NieKyBaHH C BUNZArnunTHH 4 nipu 32 (0,45%) oT nauneHTHTe, NeKyBaHH ChC CPABHUTENEH
npoxyxt M-H RR 1,08 (95 C1 0,68-1,70).

[TeguaTpuvHa momymanus
EBponejickaTa areHius Mo JiekapcTeaTa ocBob0X1aBa 0T 3aBIDKEHHUETO 3a NPEAOCTABAHE HA

pe3yJITaTUTE OT NMPOYYBAHUATA ¢ BUNJATIUNTHH B KOMOUHAUMS ¢ METHOPMHUH BHB BCUUKH NOATPYTIN Ha
negHaTpuYHaTa NomyIalMs Cue 3axapeH nuaber Tun 2 (Bk. Touka 4.2 3a HHPOpMALHA OTHOCHO yrioTpeba

B NMEANATPUATA).
5.2 PapMaKOKHHETHYHH CBORCTBA
Menua

Abcopbrus




Hoxaszana e OMOCKBHBAIEHTHOCT Ha Menua npH TpH pasninaHu fosuposky (50 mg/500 mg, 50 mg/850
mg ¥ 50 mg/1 000 mg) cnpaMo koMOUHALMA OT OTAETHHU TaGNeTKU BUTAAMTIMITHH W METGOPMUH
XUAPOXAOPH B ChOTBETCTBALLIMTE AO3H.

XpaHaTa He MOBJTNABA CTENEHTA H CKOPOCTTa Ha abcopbuus Ha BUnaarnunTiH ot Menuzg. CkopocTra |
cTerneHTa Ha abcopbums Ha meTdhopmur oT Menua 50 mg/1 000 mg ca HaManeHu, KoraTo ce npunara
eIHOBPEMEHHO C XpaHa, KOeTOo ce OTpa3siBa B NoHmkasaHe Ha C max ¢ 26%, AUC ¢ 7% u 3abapsHe Ha
gocturanero Ha T max (2,0 no 4,0 uaca).

TTocnenBammoTo HATOKEHHE 0Tpa3Asa (papMaKOKMHETHYHHTE CBOICTBA Ha OTJC/THUTE aKTUBHH BELIECTBA

B Menu.
BungarmunTtrH

AbcopOuns

Cren mepopaiHo NPUIOKEHHE HA TNTATHO BUANATIUITTHH ce abcopbupa 6Bp30 ¢ TMKOBA NMTa3MeHa
KOHUEHTpalMd HabmonasaHa Ha 1,7 gac. XpaHara cnado 3abass BpeMeTO 32 JOCTUTaHE HA MMHKOBATA
IUTa3MeHa KOHUeHTpaLus go 2,5 yaca, HO He nopnuasa obirara ekcriosuums (AUC). TlpunoxernueTo Ha
BIJIOArTUIITHH C XpaHa BOAM Jo NoHmkaaHe Ha C max (19%) cripAMo MpImoxeHUe Ha rnajHo.
CreneHnTa Ha NpOMSAHA, 00aye, He € KITMHUYHO 3HAYUMa, TaKa 4e BUIJArInIITHH MOXE Aa Ce Nprnara ¢
win 6e3 xpana. ABcomoTHaTa BuoHaANUYHOCT € 85%.

Paznpenenerue

CrEp3BAHETO HA BHITIATIMITTHH ¢ MIa3MeHHTe MPOTEUHH e cnabdo (9,3%) ¥ BHNAarmTMNTHH ce pasmnpenens
MOpaBHO MEXIY fU1a3MaTa ¥ YepBeHHTE KPbBHH KNeTky, CpeaHus o6em Ha pasnpenesieHye Ha
BIIJArTUINITHH B CTAIIHOHAPHO CHCTOAHUE CIIE] HHTPAaBEHO3HO Npunoxkenue (V ss ) e 71 nutpa, koeto

rpeanosiara CKCTpaBaCKynapHO pasnpeacicHuc.

broTpaHchopmalus

MeTabonuiMeT € OCHOBHHSA ITBT Ha eNMUMWHHPAHE Ha BHIINATTTHITTHH NMPH Xopa, KOETo ce oTHacH 3a 69%
oT po3arta. OcHoBHHAT MeTabonuT (LAY 151) ¢ papMakonOriyHo HEAKTHBEH U € NMPOAYKT Ha
XWIpoNi3aTa Ha L{MaHO rpynara, CbCTaB/gBa 57% OT H03aTa, NOCIeABAH OT NPOAYKT Ha aMHJIHA
xunponuia (4% ot nozara). DPP-4 nonpunHacd wacTudHoO 3a XMIPOJIM3IATA HA BUIHATITHIITHH, KOETO CE
OCHOBABa Ha fn vivo TTPOyYBAaHE, B KOETO Ca U3NON3BaHM rbXose ¢ Aeduuut Ha DPP-4.

Bunparnuntus He ce MeTabonmznpa ot CYP 450 ensumHuTe A0 cTEleH, KOATO MOXKE fa ObJc onpelaeneHa.
CnenoBaTeNiHO, He ¢& 0YaKBa MeTaDONMUTHUAT KIINPBHC HA BUNAATTUATHH Ja Ce MOBIUAE OT
enHoBpeMeHHOTO npunoxerue ¢ CYP 450 nuxuGuropu W/Wiu UHAYKTOpH. [n vitro NpoyYBaHUATA
TIOKa3BarT, Ye BUNIArNUNTHH He MHXNOHupa/wvHayumnpa eHsuMute CYP 450. Eto 3amio, HiMa BeposSTHOCT

BUIIATTTUIITHH JA NTOBNMABA META0OMNTHHUSA KITUPBHC Ha €AHOBPEMEHHO MPWIAraHUTE JIEKApCTRa,
MeTabommanpanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP2CI19, CYP 2D6. CYP 2E1 v CYP 3A4/5.

EnnMuHHpaHe

Cnen nepopanHo npunoxenue Ha [ 14 C] swnparnuntiuy, npubnusutento 85% oT Ao3aTa ce eKCKpeTHpa
B YpHHaTa U 15% OT Jo3aTa ce OTKpHBa BB (elieca. brdpeyHaTa ekckpelus Ha HEMpOMeHEH
BWIJATTTUIITHH CheTaBnaBa 23% oT go3arta cneq nepopanHo npuiaokeHue. Cnead NHTpaBeHO3HO
MPWIOKEHHE Ha 3ApaBH HHAMBHAH, oOWMAT ITa3MeH ¥ ObLOpeUeH KIIHpBHC HAa BUITATJIMITHH €,
choTBETHO, 41 ¥ 13 l/4ac. CpenaudaT enUMHHALMOHEH MONYXUBOT CIIEI WHTPABCHO3ZHO NPUITOXKEHHE €
npubaAu3nuTenHO 2 yaca. ENMMUHALIHOHHUAT NOTYKUBOT Clic]l MEPOPANTHO NPUNOKEHUE € MPUOTHINTERHO —
3 uaca. | AT S

e,




JIuneliHOCT/HENMHEHHOCT

C max Ha BUIOarIMATHH U TUTOLITA 1O KpHBaTa Iia3MeHa KoHLIeHTpauus cnpsaMo Bpeme (AUC) ce
MOBHULIABAT 1O MPHONHIUTENTHO J103a-NPONOPLIMOHANIEH HAYHH B PAMKUTE Ha TEpaneBTUYHHA N030B
HUHTEPBAJL.

XapaKTepUCTHKH NIpU MaLUeHTHTE

[Ton: He ce HabmrogaBRaT KIMHUYHO 3HAYWMH pa3IHKHA BBB (apMaKOKMHETHUKATA HA BUITATIIMITHH TIPH
3APABU MBXKE H KEHH B IIMPOK IUaNa30H Ha Bb3pacT ¥ HHAEKC Ha TenecHa Maca (MTM). HMuxubupaneto
Ha DPP-4 oT BWJIAATTIHIITHH He Ce MOBNHABA OT nona. Bu3pact: [Ipu 31paBu HHAUBUIAY B CTapyecKa
Bb3pacT (> 70 roaunn), odiuaTta excno3uums Ha pungarnunTid (100 mg BeaHBXK AHEBHO) CE€ YBEIH4ABA C
32%, ¢ 18% noBHINaBaHe Ha [TUKOBATA MIA3MEHA KOHLIEHTpALUs B CpABHEHHE CBC 3APABU MIadH
unausuaH (18-40 roaunu). Cunra ce, obaye, 4e T€3H NPOMEHH HE €A KNUHUYHO 3HAYUMU. UHxubupanero
Ha DPP-4 oT BHIAArTHOTHH HE C¢ [TOBIIHABA OT BB3PACTTA., "

YepHoapoGHo yepexaaHe: [1Ipn naupeHTH ¢ eko, yMEpEHO WM Texko 4epHoapobHo yspexaaHe {Child-
Plugh A-C) HAMa KTHHHYHO 3IHAYHMH MPOMeHH (MakcuMyM ~3(%) npH eKCNo3NIUsiTa Ha BUIATTHITTHH.
BrOpeuro yepexnaHe: [Ipn nHAMBUAY C JIeKO, YMEPEHO WK TEXKO OhOpeyHO yBpeXKAaHe CHCTEMHATA
eKCTTO3NINSA Ha BIUIIArTUNTHH ce yeernudana {C max 8-66%; AUC 32-134%) u ToTanHus TeneceH
KITHPBLHC HaMaligBa B CpaBHEHHNE C MHOUBHIH C HOpManHa OnOpeuHa GyHKLUus.

Etauuecka rpyna: OrpaHMdeH#Te BaHHYU MIPEATIoNarar, e eTHHUECKaTa NPUHALMEKHOCT He OKa3Ba
FONISIMO BJTMAHHE BHPXY (hapMaKOKHHETHKATA Ha BUIJATTTHITTHH.

Merdopmun

Abcopbuus

Cnen nepopasieH npueM Ha MeThOpMHH, MAKCHMATTHATA U1asMeHa KoHLieHTpauus (C max ) ce gocrura
cnen okomno 2,5 gaca. A6comoTHaTa OHOHaANWYHOCT Ha TabneTka MerdopMuH ot 500 mg npy 3xpaBy
WHAMBUAHM € pubnusutenno 50-60%. Cren nepopaneH nprieM, HeabcopbupaHaTa 4acT, KOATO ce
ycTaHoBsBa BbB eueca e 20-30%.

Cnen nepopanHo NMpUIoxkeHUe abcopOLnaTa Ha MeThOpPMIH € HacuIalla v HenrkyiHa. [1pueMa ce, ue
dapmakokHHeTHKaTa Ha abcopbruara Ha MmeThopMuH He € NHHedHa. TTpy obuuaitHNTe 103U Ha
MET(OPMHH W CXEMU Ha TMpHIarade, CTalHOHapHa IU1a3MeHa KOHLIEHTpal|A ce JOCTHIa B paMKUTE Ha 24-
48 yaca u 0610 B3ero € noa | ug/ml. TIpu KOHTpONRPAHH KIMHUYHU NPOYUBAHNSA MAKCUMATTHUTE
fjla3MeHu HUBa Ha MeTdopMil {C max ) He HaaBuIuaeaT 4 pg/ml, Topy nNpy MakCUMATHK 103U, XpaHara
cnabo 3a0arg ¥ HaMansgBa cTeneHTa Ha abcopbuusa Ha MeThOopMHUH. Crie NpUIoKEHNE Ha 103a oT 850 mg
NUKOBaTa rnasMena koHlenTpauus € ¢ 40% no-uucka, AUC ¢ HamaneHa ¢ 25% 1 BpeMeTo 3a KoCTHUraHe
Ha TIMKOBA MJIa3MeHa KOHLEHTpalus € yakkeHo ¢ 35 MuHyTH. He € scHa kNMHWYHATa 3HAYUMOCT Ha
TOBa HaMaJlIeHUE.

Paznpenenenue |
CeBp3BAHETO ¢ MTA3MEHHTE NPOTEHHH € He3HAUUTENHO. MeTGOPMIUH ce pasznpelens B €pUTPOLIUTHTE.
Cpenuusat obem Ha pasnpeaeneHue (V d ) sapupa Mexay 63 u 276 nutpa.

buoTpaHcopMaLms:
MeTdopMHH ce eKCKpeTHpa HenpoMeHeH B ypuHata. [Ipu xopa He ce yCcTaHOBABAT MEeTabOJIUTH. .
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EnuMUHHpaHe

MeTdopMuH ce enuMHUHUpa Ype3 OBOpeuHa exckpelys. beOpeyHNAT KIUPBLHC HA METGOpMHEH € > 400
ml/min, xoeTo nokasna, e MeThOpPMUH ce eTMMHHNPa Ype3 rmoMepynHa guntpauus ¥ TybysHa
cekpeuns. Cnen nepopaieH Npuem, NPUBUIHUA TEPMHHANIEH EJIMMUHALIMOHEH MOMYXHUBOT €
npubmnauTenyo 6,5 yaca. [Ipu yepenera 6s6peuta dyHKUMA, 6LOPEUHUAT KIHPEHC € HaMalleH
NPOMNOpLHOHATHO HA KPSATHHHHOBHA KITHPBHC U MOpPAOH TOBA ENHMHHALMOHHHUAT MONTYKHUBOT €
VIBIKEH, KOETO BOAM A0 NOBHIIABAHE HUBO HA METGOPMHUH B ILNA3MATA.

5.3 [MpeaxanHA4YHA AaHHK 33 GezonacHocT

an XXHUBOTHH Ca NPOBCACHH EKCNEPHUMCHTATHH NTPOYUYBAHHA C BHUILOATINIHAIITHH H MET(prMHH NMoOOTAEITHO,

Bungarnuntuu
[Mpu xydera ce HabmonaBa YL KaBaHE HA UHTPAKapAHATHOTO MPOBEXKIAHE NPH JI03a, IIPH KOATO HAMA
edekT, ot 15 mg/kg (7-NbTH Hall EKCTIO3NLMATA TIPH XOpa B3 0CHoBa Ha C max ).
KyMmymHupaHe Ha neHeCTH anBeonapHy Makpodary B benute apobose ce HabMoAaBa MpH TUTLXOBE U
mutiku. lo3aTa, pH KoATO He ce Habmoaasa nogodeH edekT npu nexose € 25 mg/kg (5-nbTH Hax
eKCNOo3MUMATA MpH Xopa Bb3 ocHoBa HA AUC) u 750 mg/kg npn Muibky (142-mbTH HANl eKCTTO3ULIMSTA
[IpH Xopa).
CroMalllHO-YpEBHHTE CUMNTOMY, OCOOEHO MEKH HU3MPaKHECHHUA, H3NPAXKHEHUSA CbhC CMy3, AHAPHAA W TIPH
MO-BHCOKY HO3U KpbB B H3NpaXHEHHUATA, ca HabItoJaBaHU MpH Ky4vera. HuBo, NIpH KOETO He ce
HaOmoaaBa eeKT He ¢ YCTAHOBEHO.
BunparnunruH He € MyTAT€HEH TP KOHBECHLUUWOHANTHUTE 11 Vitro W in vivo wacnensanus 3a
FeHOTOKCHYHOCT.
NpoyusaHe 3a GEepTUINTET U PAHHO eMOPUOHANTHO PasBUTHE NPH NTLXOBE HE NaBa NAHHU 3a HAPYILECHUS
BbB pepTHINTETA, PETIPOIYKOWATA HITH PAHHOTO ¢MOPHOHATHO pa3BUTHE B PE3YNTAT HA JICYEHHETO C
BUIAArNMNITHH. EMEpHO-(heTanHaTa TOKCUYHOCT € OLEHABAHA NP NIbXO0BE U 3aiiln. [ToBHLIEHa YecTOTa
Ha BRJITHOOOpa3H¥ pebpa ce Habmrogasa fpy TUIHXOBE BHB Bph3Ka ¢ HAMaleHH rapaMeTpH Ha TENECHOTO
TErNI0 Ha MAaWYUHUA OPTraHW3IBM C 11033, MpH KOATO HAMA edekT, oT 75 mg/kg (10-mbTH HA excrio3HunsTa
npy xopa). [Tpu 3aitiy, HaManeHo TenecHO TErno U NPOMEHY Ha CKENETa, MoKa3aTeNHN 3a 3abasaHe B
pa3BUTHETO, Ca OTOCNITIAHM CAMO MMPU HATHYHUETO Ha TEXKKA TOKCHYHOCT 3a MAIHWHIA OpPraHU3sM ¢ [03a,
npy kodato HsaMa edekr, 50 mg/kg (9 npTN Had exkcno3MUMATa NpH Xopa). [Ipy nnbXose € NpoBeAeHo MNpe-
W TIOCTHATATHO NPoYyUBaHe 3a pa3BuTHe. Haxonkm ce HabnoaaBaT caMo BB BPB3Ka C TOKCHYHOCT TPH
MaiuBHHA opraHu3bM NpH > 150 mg/kg n BIIIOUBAT NPEXOIHO HAMAIABAHE HA TEJIECHOTO TErJo K
HaMalleHa JBUraTeriHa aKkTHBHOCT B F| rokoiieHuero.
J{BYTOAWIIHO NPOYYBAHE 33 KAPLHHOTEHHOCT € MPOBEICHO NIPH MITEXOBE NMPH Mepopanyy no3n 1o 900
mg/kg (npubnusuTento 200 NsTH eKCNO3NLMATA NTPH XOpa NPH MAKCUMATHO NpenopbhyBaHaTta 103a). He
ce HaOmOIaBa MOBUIIABAHE HA YE€CTOTATA HAa TYMOPHUTE, KOUTO OWXa MOTJIH Ja c€ OTHECAT KoM
BWIAArMUNTHH. JIpyro IBYTOAKILIHO NPOYYBAHE 3a KapLWHOTCHHOCT € IIPOBEICHO NpH MHULIKH C
nepopanuu qo3u 1o 1 000 mg/kg. [TosuilieHaTa YecTOTA Ha aAEHOKAPLMHOM Ha FbplaTa U
XeMaHrHocapkoM ce Habnoaasa npu 103a, NpH KOATO HAMa edekT, choTBeTHO, oT 300 mg/kg (59 nvTH
excnozningaTa npu xopa) ¥ 100 mg/kg (16 nbuTH ekcno3uuusaTa npy xopa). Caura ce, 4e NoBHIIEHaTa
4YecTOTa Ha Te3U TYMOPH MpH MULLKH HE NpeACTaB/IgBa 3HAYHUM PHCK 34 XOpaTa, Bb3 OCHOBA Ha JTHIIcATa
Ha TEHOTOKCHYHOCT Ha BHIJIATTUNITHH H OCHOBHHAA My METa0OMUT, NTOABaTa HA TYMOPUTE CaMo TIpH €OHH
BHJ M BHCOKUTE CHOTHOLUEHHUA HAa CUCTEMHA €KCITO3ULIUA, MTPU KOATO ¢a HabmoaBaHH TYMOPHTE.
B 13-cenMuU4HO MpOYYBaHE 32 TOKCHYHOCT NIPU MaliMyHH MaKalli, KOXKHH JIE3WH ca OTOENA3AHIL APHOO3N -
> 5 mg/kg/nen. Te ce MOKANM3UPAT BUHATH M0 KpalHULMTE (pBUETE, XOAUNIATa, YIIUTE U 0T I&aTa)lth’f;H
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5 mg/kg/meu (mpubmuanTteneH eksueaneHT Ha AUC ekcnosuumaTa npH xopa npu go3a 100 mg), ca
Habmogaranm caMo Mexypu. Te ca oOpaTUMM HE3aBUCHMO OT TOBA, Ue JIEYEHHETO € TIPOAB/IKEHO U HE ¢a
CBBP3aHH C XHCTOTIATONOTHYHH aHOManWM. HanykaHa koxa, molleina ce KoXa, CTpYNen H paHHd Ha
onalliKkara ¢ Kopeanpaili XUCTONaTeIorH4HH NpoMeHH ca Habmoaasauy npu Ao3u > 20 mg/kg/neH
(npubnwusuTento 3 nbTH AUC ekcnosuimsTa npH xopa npu go3a 100 mg). HekpoTH4IHH ne3nw Ha
omarukara ce Habmomarar npu > 80 mg/kg/nen. KoxkHuTe e3nH He ca 0OpaTHMK MpH MaliMyHH
nexysany ¢ 160 mg/kg/nen no BpeMe Ha 4-CeAMUYHNA Bb3CTAHOBHTENECH NEPHOA.

MetdopmuH

HeknuHuuHUTE JaHHH 33 METHOPMUH He MTOKa3BaT 0coOeH pHCK 3a Xxopa Ha Ga3ara Ha
KOHBEHLIHOHAIIHNUTE (PapMaKONOTrHYHH NpOYy4BaHNA 3a 0€30MacHOCT, TOKCHYHOCT NPH MHOIMOKPaTHO
npunarase, re HOTOKCWYHOCT, KaHLIEPOTreHEeH MOTeHUHAN U pENpOIyKTHBHA TOKCHYHOCT, |

6. PAPMALUEBTHYHH JAHHHU
6.1 Cnuenhk Ha TOMOIMHUTE BeIeCTBA

Anpo Ha TabneTkara:
XUAPOKCUNPONWILENYTO3a
KonosuaoH

JlakT03a MOHOXHAPAT
MarHeaues cTeapar

OUIMOBO NOKPUTHE:

Xunpomeno3a (E 464)
TutanoB auokcna (E 171)

Maxkporon (E 1521)

Tanx (E 553b)

Xwat xeneszen okcua (E 172)
6.2 HecnBMECTHMOCTH

Hénpmo}mmu

6.3 Cpok nHa regHoct

3 TOOWHH

6.4 CnenuanHn YCJ0BHA HA ChXPaHeHHe

To3n nekapcTBeH NPOAYKT HE N3UCKBA 0cOO0CHW YCIIOBHSA Ha ChXpaHEHHE,
Ifa ce chbxpaHsdBa B OpHIrHHANIHATA OMAKOBKA, 32 [a ce Mpeanasy OT Bliara ¥ CBETNIMHA.

6.5 Bua ¥ chabpxkaHye Ha ONIAKOBKATA

oPA/Al/PVC/Alu bnuctep




[Mpennara ce B ONMAKOBKH, ChbAbPKAILH 10, 30, 60, 120, 180 ¢punmupanH TaONeTKH
He BCHYKH BHAOBE OMAKOBKH M TAONETKH Morart Ja §pJaT NYCHAaTH Ha na3apa.

6.6 CnennajHH npeAna3HH MEPKH NPH H3XBLPARHE

Hama cneliManHy H3UCKBAHHUA.

= TIPUTEXATEJ HA PA3PEIIEHHETO 3A YTIOTPELBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel
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8. HOMEP(A) HA PA3SPEHIEHHETO 3A YIIOTPEBA

Menua 50 mg/850 mg dpunmupany Tabnerku: Per.Ne: 20210308
Menua 50 mg/1000 mg dunmupanu Tabnerku: Per.Ne: 20210309

Iata Ha mbpBo paspewasane: 15.10.2021
JlaTa Ha nocAeJHO NOAHOBABAHE!

10. TATA HA AKTYAJIM3UPAHE HA TEKCTA
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