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1. UME HA JIEKAPCTBEHMUMS ITPOIYKT

b‘ianﬂ.”"TtﬂHﬂ« AFEHHWH HO NEKAPCTBATA

TyTel{BH Konibia S0 mg/SSO mg d)HﬂMHpﬂHH TabrieTKy Kpamka x?paﬁmﬂpu *MuKa Ha ngugywna ﬁ'pU'iDHfEHUE 1
Tutecvi Combi 50 mg/850 mg film-coated tablets Kom Pez. Ne ... "20 ’ZD“O{QO .......
Tyreksu KomOun 50 mg/1 000 mg duamupanu tabnerku | Faapawme 1}9267}\9 / 1 1 09 2076
Tutecvi Combi 50 mg/l 000 mg film-coated tablets INIIAIMIL = L8 iiisiiasisniodssiermes snssscommor ammsasi

2. KAYUECTBEH U KOJIMMECTBEH CbCTAB

Tyreksu KomOu 50 mg/850 mg puamupanm tabnerku
Beska ¢puimupana tabnerka eceabpika 50 mg sunaarauntun (vildagliptin) u 850 mg merdopmunos
xuapoxiaopua (metformin hydrochloride) (exkBuBanenTHu Ha 660 mg meThopMuH).

Tyrexksu Komou 50 mg/1 000 mg duamupanmn TabaeTku
Beska ¢punmupana Tabnerka ebabpxka 50 mg suaaarauntuu (vildagliptin) u 1 000 mg metrdopmunos
xuapoxaopua (metformin hydrochloride) (ekBuBanenTHu Ha 780 mg meThopMuH).

3a NbJIHUS CIIMCHK HA NMOMOLILHUTE BelllecTBa BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
duamupana Tabnerka.

TyrekBu KomOu 50 mg/850 mg ¢puamupanu TadneTku ca xbJITH, €IMNCOBUAHM, (hUamMUpaHu
TabJIETKH CbC CKOCEHHU pbOOBE, IJ1aJIKH OT JABETE CTpaHU KU npubausuTentun pazmepu 20,7 x 8,8 mm.

Tyreksu KomOu 50 mg/1 000 mg ¢unamupanun tabneTku ca TbMHOXKbBIITH, €JIUMIICOBU/IHU, (PUIIMHpaHH
TabNIeTKH CbC CKOCEHHU pbOOBE, I1aJIKK OT JBETE CTpPaHU U Npuban3uTeHu pazmepu 21,3 x 10,1 mm.

4. KJIUHHUYHHA IAHHHU

4.1 TepaneBTHYHH NMOKA3AHHS

Tyreksu KomOu e nokaszan kato A0MbAHEHWE KbM JIHETATA W YIIPAKHEHUATA 3a N000peHHe Ha
FMTMKEMHYHHUA KOHTPOJI MPH Bb3PACTHH CbC 3axapeH auader tvn 2.

s MpU MaUKMEHTH, TPH KOUTO HE € BB3MOXKHO Jla C€ [1I0CTUIHE aJleKBaT€H KOHTPO/I camMo ¢
METPOPMHHOB XHAPOXJIOPHUL;

& NpU MallUEHTH, KOUTO BeYe ce€ JIeKyBaT ¢ KOMOMHAUUATA BWAAAITIMNTHH M METPOPMHUHOB
XHJIPOXJIOpPHA 1o popmara Ha OT/AeHH TabNeTKH;

® B KOMOMHALMS C IpYI'd JIEKAPCTBEHH MPOAYKTH 3a JleueHue Ha JuadeT, BKIIOYHUTETHO HHCYJIMH,
KOraTo T€ He OCUI'ypsBaT a/IeKBaTeH rNIMKEeMUUYEH KOHTPOJI (BXK. TOUKH 4.4, 4.5 1 5.1 3a HAIMUHU TAHHHM
OTHOCHO pa3/IMYHUTE KOMOMHALIUH).

iiiiiiiiiiiiiiiiiiiiiiiiiiiiii



4.2 Jo3upoBKAa H HAYMHH HA NPUIOKEHHE

EOSH POBKA4

Buvapacmuu ¢ Hopmanna 6vopeuna pynxyus (GFR > 90 mli/mun)

Jlo3aTa NpH aHTHXUNEPTNUKEMUYHOTO NeueHHne ¢ Tyteksd Kombu Tpadea aa 6vae
UHAKWBUAYATH3UPaHa Bb3 OCHOBA HA TEKYLUATA CXeMa Ha nauueHTa, eheKTHBHOCTTA U MOHOCUMOCTTA,
KaTO He ce NpeBMlIaBa MAKCHMAIHATA NpenopbUnTentda AHeBHa 0o3a oT 100 mg sBHIAarnMNTHH.
TyrekBu KomOu moxe na ce 3anouHe unu karto tabnerka or 50 mg/850 mg, unu kato tabnerka ot
50 mg/1 000 mg, npunoxera ABa NbTU AHEBHO, MO eAHA TabneTKa CYTPHH U e1Ha Beuep.

- [Ipn nauneHTH, NPY KOUTO HE € NOCTUIHAT AAEKBATEH KOHTPOJ ¢ MAKCUManHaTa NoHocHMMa
A03a MeT¢OPMHUH, NpUnarad KaTo MOHOTEpanus:

Hauannara nosza Ha Tyteken KomOu Tpabea na npenocrass sungarnuntui 50 mg asa NbTH AHEBHO

(100 mg obwa aHeBHa f03a) NAKOC 103aTa HA MET(OPMHH, KOATO BEUE CE NpuUara.

- [Ipy naumMeHTH, KOMTO NPEMUHABAT OT €1HOBPEMEHHO NPHaraHy BUMAATIMNTHH K METHOPMMUH
KaTO OTAENHW TAORETKH:

Tyrexksn Kombu TpabBa ga ce 3anouHe B ChLIWTE J03M HA BUAAATIMNTHH U METQOPMUH, KaKTO

NPHEMAHUTE 10 MOMEHTA.

- [Ip1 MauUeHTH, NPYU KOUTO HE € MNOCTHIHAT aAeKBaTeH KOHTPOJ C ABOHHA KOMOMHALIUA OT
METHOPMHH U CYJIPOHHITYPEHHO NPOU3BOAHO:

Ho3aTa Ha TytekBn KomOu TpaOBa aa npenocraBs BUAJATNIUIITHH B 103a OT 50 mg ABa NbTH AHEBHO

(100 mg obia aAHeBHA 103a), a Ao3aTa Ha MeThOpMHH TpabBea na 6bae nonobHa Ha npuemaHaTa 10

MoMeHTa. Korato Tyrexsn KoMOM ce npunara 8 KOMOMHAUHA CbC CYNPOHUAYPEHHO NPOH3BOAHO,

MOXKE A4 ce 0OMUCAH NMO-HHUCKA A03a HA CYNOHUNYPERHOTO NPOU3BOAHO, 32 A4 C€ HAMa/IM PUCKBT OT

XUMOrTAKEMMUSL,

- [Ip1 nauMeHTH, NPH KOUTO HE € MOCTUIHAT aZIEKBATEH KOHTPOJI ¢ JIBOHHA KOMOUHYpaHa
Teparnusi ¢ HHCYJIKH U MAKCHMAJTHO NOHOCHMAaTa 1033 METHOPMHUH:

Ho3aTta Ha Tyreksu KomOu Tpabsa da npenocTass BUNAACMHMNTHH B A03a oT 50 mg ABa NbTH AHEBHO
(100 mg obwa aHeeHa no3a), a Ao3aTta Ha MeT(hOopMHUH Tpabea 1a 6bae nogobHa HA Ao3ara, npUeMaHa
00 MOMEHTA.

bezonacHocTTa M epUKACHOCTTA HA BUAAMTUITUH U MeThOPMHH, NpUiaraH1 Kato TpoHHa nepopanHa
Tepanus B KOMOMHALMA C THA3ONWAMHAMWOH, HE Ca YCTAHOBEHH.

CreunaiHy_nonynaiuu

Cmapuecka ev3pacm (= 63 coounu)

Tbi kaTo METQOPMMH ce eKcKkpeTHpa npe3 OLOpeurTe, a NALMEHTHTE B CTApHECKA Bh3pacT MOKa3sar
TEHASHUUA KbM HamansBaHe Ha ObOpeqHaTa PyHKUHUSA, NALUKEHTHUTE B CTAPHECKA Bb3PaCT, KOUTO
npveMat Tyrekeru Kombu, peaosHo Tpabsa aa npocneassat pyHkunaTa Ha 6ubpeunTe cu (Bx.

Toukh 4.4 u 5.2).

bvbpeuno yapeoicoane

[Ipenu 3anouBaHe Ha Ae4YEHUE C NPOAYKTH, ChbAbPXKALLM METPOPMUH, TpAOBA Aa c€ HaAMpaBH OLUEHKA
Ha GFR, a cien ToBa — noHe BEAHBXK rOAHILHO. [IpH NaLlMeHTH ¢ NOBHILEH PUCK OT NO-HATATBLUHO
nporpecupaHe Ha OBOpeUHO YBpeKIaHe U NPU NALMEHTH B CTAapPUECKa BBIPACT TPAOBA M0-4ECTO Aa ce
npaBK OLieHKa Ha ObOpeuHaTa dyHKuUMA, HarpuMep Ha BcekH 3-6 meceua.

3a npeanovMTaHe € MaKCUMalHaTa JAHeBHa 1033 MeT¢opMuH Aa 6bae pazaeneHa H
QdakTopH, KOUTO MOraT A3 YBE/IMUaT PUCKa OT NaKTaTHa auuao3a (Bx. Touka 4.4)

fpepa3rienaHy, npeaun aa ce oOMUCITH 3aN0YBAHETO HA JIEYEHHUE C METPOPMHH
GFR < 60 ml/min.



AKO He € JOCThMHA Ao30Ba dopma Ha Tyteker KoMOM ¢ aaekBaTHO KOJIMYECTBO HA AKTHBHOTO
BELLECTBO, BMECTO KOMOHHALMA C PUKCHpaHHU 103U TpAOBa Aa Ce U3MON3BAT OTACHHTE
MOHOKOMIMOHEHTH.

GFR ml/mun | MetdopmuH Buagarauntuu

60-89 MakcumanHaTta aHeBHa nosa € 3 000 mg. He ce Hanara kopurupaHe Ha
Moxke na ce oOMHUCIH HaManaBaHe Ha Jo03aTa MpH | Jo3ara.
BJIOLIABaHE HA ObOpeuHaTa PyHKLIMSL.

45-59 MakcumanHaTa AHeBHa a03a € 2 000 mg, MakcumanHaTa JHEBHa 1034 €
HayanHarta n03a € fioHe MTOI0BUHATA OT 50 mg.
MaKCHMaaHaTa 103a.

30-44 MakcumanHnata aHesHa no3a ¢ 1 000 mg.

HavanHaTta 003a e noHe NoJJOBUHATA OT
MAKCHUMATHATA 1034.

< 30 MeTdopMHH € MpOTHBONOKA3AH.

Yeproopobro yspexcoane

Tyrexsu KombOu He TpaOBa na ce nprnara rnpyv nauMeHTH ¢ YepHOAPOOHO YBpEkKAaHE, BKIKUUTENHO
TE3U CbC CTOMHOCTH Ha ajlaHWH amuHoTpaHcgepasaTa (AJIAT) uam acnaprat aMuHoTpaHcdepazarta
(ACAT) npeau 3anoypaHe Ha jle4eHHeTo > 3 NbTH ropHata rpadsua Ha Hopmandoto ([ TH)

(Bk, TOuk 4.3, 4.4 n 4.8).

[leouampuuna nonyiayun

He ce npenopbusa ynorpebara Ha Tyreksn Kombu nipu neua v woHowu (< 18 roauuu).
bezonacHocTTa M €PUKACHOCTTA HA BUAAArMUNTHH/ METGOPMHH NpH Aleua K KHOIIH (< 18 roauHH) He
¢a yCTaHOBEHHM., JIMNcBaT naHHM.

Ha4yuH HA MPpUNOKEHHUE

[TepopaiHO npUnoxeHue.,

[IpnemsbT Ha TyTteksu Kombu no speMe HA WM BeAHAra cieq XpaHeHe, MOXeE 1a HaMali CTOMALIHO-
YPEBHUTE CUMIITOMHU, CBHP3aHHU C METHOPMHUH (B¥K. CBLIO TOUKA 5.2).

4.3 IlporuBonokazanus

— CBpbX4YBCTBUTENHOCT KbM aKTUBHHUTE BELLECTBA WM KbM HAKOE OT NOMOLHUTE BELLIECTBA,
13bpoeHn B Touka 6.1.
— Bceku Tun ocTpa MeTabonuTHa auMao3a (KaTo NaKTaTHA auuao3a, anaberHa keroauunosa).
— MuvabeTHa npexoMa.
— Texka 6bp0peuna HeaocTaTbuHOCT (GFR < 30 ml/mun) (8x. Touka 4.4).
— OCTpH CBCTOAHHA, KOUTO MOraT J1a NpoMeHAT OBbpeyuHaTa PyHKLMA, KaToO:
— AeXHapaTaLus,
- TEXKa HHPEeKLHUA,
— [LIOK,
— BbTPECHAOBO NMPHIOKEHHWE Ha HOAUPAHW KOHTPACTHH BELLECTBa (BX. Touka 4.4).
— OcTpo UNKU XpPOHUUHO 3aD01MBaHE, KOETO MOXE /1a [IPUYHHH ThKaHHA XHUNOKCHA, KATO:
— CbhpACHHA WK AUXaTeNHA HEAOCTATbYHOCT,
- CKOpOLLEH MUOKapPAEH HHDAPKT,
— LLIOK.
- HepHoapobHo yBpexkaaHe (Bx. Touku 4.2, 4.4 u 4.8).
- OcTpa ankoxonHa HHTOKCUKALUS, ANTKOXOMHIbM,
— KbpMeHe (Bx. Touka 4.6).




4.4 CnenHaiHu npeaynpexieHus U NPeANa3HA MEPKH NPH ynoTpeda

OouIu
TyTexsu KoMO# He € 3aMECTUTEN HAa WHCY/IMHA NMPH MHCYJHUH-3aBUCUMU NALMEHTH U He TpsbBa na ce
rnpufiara Npy NauMeHTH Che 3axapeH avabet tun 1.

JlakraTHa aunao3a
JlaKkrarHaTa auu03a, MHOMO PAAKO, HO CEPHO3IHO METADONMUTHO YCIOKHEHHEe, HAH-uecTO HAacThIBA

[1pH OCTPO BAOLUIABAHE HA ObOpeunaTa pyHKUMNR, KapaAno-pecnUpaToOpHO 3ad0naBaHe MK CencHC.
Hatpyneaheto Ha METOPMUH HACTBITBA NPH OCTPO BAoLIaBaHe Ha ObOpeuHaTa QyHKLUKS U
yBelMuaBa pMCKa OT NaKTaTHa aluao03a.

B cnyuaii Ha aexydapatauus (Texka AMapua Wiy NOBpPbLIAHE, TPECKa MK HAMAaJTEH NIPUEM Ha
TEYHOCTH) TpA6BA BPEMEHHO Aa ce crpe NPUEMBT Ha MeT(HOPMUH W € NMPEeNnoOpPbUHTENHO Aa ce
YCTAHOBH KOHTAKT ¢ MEAUILIMHCKY CIEUHANUCT.

[IpHeMBT HA NEKAPCTBEHHW MPOAYKTH, KOUTO MOTaT OCTpO Aa yepeasaT Obbpeurara pyHkuua (KaTo
aHTUXUNepPTEH3MBHU cpeacTsa, aMypeTHud U HCIIBC), Tpabea aa ce 3anouHe ¢ NnoBUILIEHO BHHMaHHE
NMpyY NauHeHTH, NeKyBaHu ¢ MeThopmuH, Ipyru puckosiu ¢akTopH 3a nakTaTHa aLmMao3a ca
MPEKOMEPEH NPHEM Ha ANIKOXO0J1, YUepHOAPOOHA HEAOCTATHLYHOCT, HEAOCTATLHHO KOHTPONIUpPaR auaber,
KeT03a, MPOABIKHTEIHO rladyBaHe U BCAKAKBU CbCTOAHUS, CBbP3aHHU C XHMOKCHA, KAKTO W
€QHOBpEeMEHHaTa ynotpeba Ha JleKapCTBEHHW NPOAYKTH, KOUTO MOraT 4a NPUYMHHAT NaKTaTHA aunno3a
(BXK. TOUKH 4.3 u 4.5).

[MaunenTure H/unu GonHorneaauuTe Tpadea Aa 6bvaaT HHGOPMHPAHH 3a pUCKa OT TAKTATHA alWA03a.
JlakTaTHaTa auMAO3a ce XapakTepu3vpa ¢ auMao3Ha AMCNHEs, KopeMHa O0/Ka, MyCKYJIHH KpamIu,
aCTEHUA U XUNOTEPMHUA, NIOCNEABAHK OT KoMa. [Ipr noao3puTenHu (CyCnekTHH) CUMITTOMM,
nauMeHTHT TpAOBa Aa cnpe npuema Ha MeTQOPMHH ¥ He3a0aBHO Aa NOTLPCH JIEKAPCKa MOMOLL.
JnarHocTHuHKHTE NadopaTOpPHU HaXOAKK ca NOHHUXKEeHO KpbBHO pH (< 7,35), noBulieHH HMBA Ha
nraiMenus naktar (> 5 mmol/l) u noBULIEHa aHHOHHA pa3ivKa U CbOTHOLIEHUE RAKTaT/NUpYBaT.

Hpunoscenue na Lodupanu KORMpPAcMHU Bewjecmea

BbTpecta0BOTO NPUNOKEHHE HA HOAXPAHK KOHTPACTHH BELLECTBA MOXE Ja AOBEAE A0 KOHTPACT-
WHAYUWpaHa HedponaTHs, BOJACLLA A0 HATPYNBAHETO HAa METQOPMUH M NOBHLLIEH PUCK OT NAKTAaTHA
auuao3a. MerdopmHH TpaGea aa ce cripe Npean WK KbM MOMEHTA Ha npoleaypara 3a odpasHa
AUArHOCTHKA M He TpaOBa aa ce B1L300HOBARA N0 Hal-manko 48 yaca ciiea TOBa, NpH YCJI0BHE Ye
6bOpeuHarTa pyHKUMA € OLUEHEHa OTHOBRO KW € YCTAHOBEHO, Ye ¢ cTabunHa (Bx. Touky 4.2 1 4.5).

Tayuenmu ¢ ycmarnosenu iy nOOO3UPAHYU MUMOXOHOPUATIHYU 30001A8AHUA.

[lpu nauueHTH C yCTAHOBEHH MHTOXOHAPHATHHU 3ab0nsBaHus, KaTO CHHAPOM Ha MUTOXOHAPHAJTHA
eHuedanonaTia ¢ NaKkTaTHa auMA03a U HHCyaTonoaooHH enuzoan (Mitochondrial Encephalopathy
with Lactic Acidosts, and Stroke-like episodes, MELLAS) u Hacneactsen nuaber v rnyxorta no
maiunHa nuHus (Maternal inherited diabetes and deafness, MIDD), meTpopMuH He ce npenopbupa
nopaaM pMcka ot o80oCTpaHE Ha JIaKTaTHA aLUA03a M HEBPOJIOTHMUHH YCIOKHEHHS, KOUTO MOXKeE Aa
NOBEAAT A0 BAOLIaBaHe Ha 3aboNARaHeTO.

B cnydaid Ha npH3HaAUK M CUMIITOMH, Noka3aTenHu 3a MELAS cunapom nnu MIDD, cnen npuema Ha
METQOPMHUH, JIEUEHHETO ¢ MeT(HOpMHUH TpaOBa Aa ce cnpe BeaHara yU aa ce Harnpasy 6bp3a
AHArHOCTHYHA OLECHKA.,

br6peuHa QyHkuMs
[Ipenn 3anousaHe Ha nedeHueTo TpAabBa aa ce HanpasH oueHka Ha GFR w penosHO cnep 1o

CbITbTCTBALLOTO NPUNOKEHHUE HA NIEKAPCTBEHH [IPOAYKTH, KOUTO MOTAT J1a MOB
¢yHKLHA, Aa AOBEAAT A0 3HAYHMA XEMOJHHAMKWYHA NPOMAHA UNH J1a HHXUOUpa




TPAHCIIOPT U Aa MOBUWIAT CUCTEMHATA EKCNO3UUMA Ha METPOPMHH, TpAOBa jla ce U3BBLPUIBA C
NOBHLIEHO BHHMAaHHe (ByK. TOMKa 4.5).

YepHoapobHo yBpexaHe
[TauneHTH ¢ YepHOAPOOHO YBRPEKAAHE, BKIIOUHUTENHO TE3H Cbe ¢TOHHOCTU Ha AJIAT unun ACAT

rpeauM 3anoyBaHe Ha nevyeHueTo > 3 nbtu ['TH, He TpabBa na 6vaar nekyBanu ¢ Tyreker Kombu (Bix.
Touku 4.2, 4.3 u 4.8).

IIpocneossane na weprHoOpobrume en3umu

Mma crobuieHHa 3a peaku ciyyuaum Ha HapyuleHa yepHoapoOHa GyHKUMS (BKIOUYHTENHO XENaTUT)
cjiel [IPHEM HA BUAAAMTMIITHH. B Te3u chydad naudeHTHTe Kato usano ca 6e3 cuMnTomu, 6e3
KNIHHHYHK NOCNEACTBHA M CTOHHOCTHTE Ha H3CAeABAHUATA 33 YepHoapoOHa dpyukuna (UUD) ce
BbL3BPLLUAT A0 HOPMANHUTE ciiel lpekpaTaBaHe Ha geueHHeTo. [Ipeau 3anousaHe Ha JI€UEHHETO C
Tyrexsn Kombu Tpsadsa na ce nposenat MUD, 3a na ce 3Hae u3xoaHOTO HHBO Ha nauueHTa. [lo Bpeme
Ha neueHueTto ¢ Tyreksu Kombu uepHoapobuara pyHkuuns Tpabea na ce Habnaasa Ha TPUMECEYHH
HHTEPBAJM NPeE3 MbPBATA rO/IMHA K NEPUOAUYHO cnell TOBA. [TauuMeHTHTe, NpH KOMTO ce NOBUILIAT
CTOMHOCTHTE Ha TpaHcaMKHa3uTe, TpAOBa aa 6baaT NPOCNEAeHW upes NOBTOPHA OLUEHKA Ha
yepHoapobHaTa GyHKUHA 32 NOTBBbPKAABAHE HA AaHHUTE U chea Tosa MYUD na ce npapst uecTo,
AOKATO OTKIOHEHUATA CE€ RbPHAT KbM HOPMATHKUTE CTOHHOCTH. AKO nokavBaHeTo HA ACAT unu
AJIAT > 3 nvti [T H npoabnikasa, ce rpenopbusa fipeyCTaHOBABAHE Ha ICUEHHETO ¢ TYTCKBH
Kom6u. HayueHTTE, KOMTO pa3BUAT UKTEP HIIK APYrd NPH3HALUM, Npeanoaarally HapylueHa
yepHoapobHa dyHKUKA, TpsOBa Aa npexkparsT jedeHueTo ¢ ¢ Tytekeu Kombu.

Chnen npekpaTasaHe Ha neueHueto ¢ Tyreken KoMbn n Hopmanusunpane na HU®D, nevenuero ¢
Tyrexsu KoMmb6u He TpadBa aAa ce 3anoysa OTHOBO.

HapyuieHud Ha KoXKaTa

Ko>XHH A€3UH, BKIKOUUTENHO NOSBA HA MEXYPH M YALEPAUMH 10 KPAMHALUTE HA MAMMYHHU Ce
ChOOLLABAT NPU NPUIOKEHHE HA BUJAT/IMIITHH B HEKJTHHHYHU NPOYYBAHUSA 32 TOKCHUHOCT (BX.
Touka 5.3). Bunpeku ue B KMIHHUHHHATE [IPOYYBaHUA HE ce HabJlroaBa NOABA HA KOWKHHU NE3HH C
NMOBUIIIEHA YECTOTA, OTIUTHT MPH MAUHEHTH C KOXHHA YCIA0XKHEHUA Ha N11MabeTa e orpaHuueH. OcaeH
TOBA HMa NMOCTMAPKETHHIOBH CbOOLIEHHA 33 OYNO3HH M eKCPONHATUBHHA KOXHH Jiesud. ETo 3a10,
KaTO 4acT OT PYTHHHHUTE FPHXKH NMPH NAUKEHTHTE ¢ AHAbeET, ce npenopbUuBa npocneaspaHe 3a
HapyLIE€HHs Ha KOXKaTa KaTo NOABa Ha MEXYPH WK YaUEpaLHH.

OcTbp naHkKpeaTuT
Ynorpebarta Ha BHNJArNUNTHH € CBBP3aHA C PUCK OT Pa3BUTHE Ha OCTBP NaHkpeaTuT. [launeHTHTE

TpaOBa na 0baaT HHOOPMHUPAHH 32 XapaKTePHUS CHMNTOM HA OCTLP NAHKPEATHT.

AKO Ce NoJo3Mpa HaNHYMe Ha NaHKPEaTUT, NPUEeMbT HA BUNAArTHNTUH TpsAOBa Aa ce NMpeyCTaHOBM;
aKO Ce€ NOTBbPAU HANUUYHE HA OCTHP NAHKPEATUT, JIEYEHUETO C BUIAArNUNTHH He TpaOBa na ce
noaHossea. HeobOXxoaMMo € NoBHILIEHO BHHMAHHE NPH NALKEHTH C aHaMHe3a 3a npexapaH OCcThp

NMAHKPEATHT.

XHIOrITNKEMHUS

HM3sectHO e, ye cyadoHunypenTe MOXKE a Npean3BUKAT Xunornukemud. [launedture, npuemaum
BUNAArNKHIITHH B KOMOHWHAUKA ChC CYNPOHHIYPEHHO NPOUIBOAHO, MOraT ja ObJaT H3N0KEHH HA PUCK
OT Bb3HHKBaHe Ha XUnoraukemus. [lopaau Tasu npudyrHa, Moxe Aa ce cOMUCAH MPUIAraHETO Ha o-
HMCKA 11033 Ha CYNPOHUTYPEHHOTO NPOU3BOAHO, 32 Aa C€ HAMAIN PHCKBT OT Bb3HUKBaHE HA

XHMMOrMHKEMHNAL.

Onepauuns
MetdopmuH TpabBa aa ce cnpe nNo BpeMe Ha onepauuda rnoa oodla, CnHHanHa Wiy enuay
aHecTesMd. JleueHueTo Moxke na 6bvae BL30OHOBEHO HE NMO-paHo OT 48 yaca cnen onep
Bb300HOBABAHETO Ha XPaHEHETO MPE3 YCTa, U NpH ycnhorue ve 6ubpeqnara hpyHKkUMA
OTHOBO W € YCTaHOBEHO, e ¢ cTabunHa.



4.5 BianMoaeHCTBHE ¢ APYIM JEKAPCTBEHH NPOAYKTH H APYrH (OPMH HA BianMoaeiicTBHe

He ca nposexxaanu opuudanHy npoy4saHus 3a B3aUMOAEHCTBHA C BUNAAFTHNTHH/METHOPMHH.
CneandTe JaHHK OTpassaBaT MH(pOpPMALKATA, HATKYHA 32 OTAECNHUTE AKTMBHH BEUIECTBA.

Bunaarnunru-

BuaaarnHNTHH HMa HUCBK MOTEHLNA 32 B3AUMOAEHCTBUA NPU €JHOBPEMEHHOTO MY NPHAOKEHHUE C
APYrH NeKapCTBEHH NpoayKTH. Tbit kaTo BUAArNUNTHH He € cyOcTpaT Ha eH3uma uutoxpoM P (CYP)
450 n He nHXKOUpa nnu nHayuupa eHzumute CYP450, Hama BepoATHOCT 3a B3aUMOEHCTBUE C
aKTHBHH BELLECTBA, KOUTO ca cydCTpaTH, HHXUOUTOPH HNKU UHAYKTOPH HA TE€3W EH3HMH,

Pe3ynTaTUTe OT KIIHHUYHW NPOYyUBAHHA, MPOBEAEHM C NMEPOPANHUATE aHTHANAOETHU NPOAYKTH
NMAOFAUTA30H, METPOPMHUH U rIUBypua B KOMOHHALIMA ¢ BUNAAMAMNTHH, HE NOKA3BAT KJIMHUYHO
3HAYUMH PApMAKOKHHETHUHU B3aUMOICCTBUA B TapreTHaTa nomnyJiauus.

[IpoyuBaHus 3a NekapCTBEHHU B3aMMOAENHCTBUA C AUTOKCHH (cybcTpaT Ha P-rnukonpoTtent) #
papgapuH (cydctpar Ha CYP2C9) npu 3apaBy MHAHBUAMW HE NOKA3BAT KJIMHHUYHO 3HAYUMU
$apMaKOKHHETUYHH B3aUMOACHCTBUR CNEN CAHOBPEMEHHO MPHUNOXEHHUE C BUNAATTTHIITHH.

[IpoyuBaHua 3a NeKapCTBEHYW B3aMMOAEHCTBUA NPU 3ApaBH UHAWBUIM €a NPOBEAEHH C aMIIOAWITHH,
paMHUNpHI, BA/ICAPTAH U CUMBACTATHH. [Ipyu Te3u npoyuBaHHg, chel €AHOBPEMEHHO NPUIMKEHHWE Ha
BUJIAArTMITTHH, HEe ce Ha0MoaaBaT KIMHAYHO 3HAUUMH HapMaKOKHHETHHHIY B3aUMOieiicTBUA. ToRa
obaue He € YCTAHOBEHO NMPU NPULIENHATa NONYNaLu.

Kombunauus ¢ ACE nHxuburopu
Bb3MoxeH e MOBHILIEH PUCK OT PA3BUTHE HA aHTHOEeleM NPH MALMEHTH ChC CHITBTCTBAL NMPHEM Ha
ACE nuxubyropu (BX. Touka 4.8).

KakTo 1 npu Apyrure nepopaiHy aHTHAMADETHU NPOAYKTH, XHIIOTJTUKEMUYHHUAT €PEKT Ha
BUNJAMUNTHH MOXe Na Obie HaMmaseH OT onpeaeNeHd aKTUBHHW BELLECTBA, BKIOYBALLA THA3HIH,
KOPTHKOCTEPOK AU, THPOUIHHM NpenapaTi H CUMNATOMUMETHLH.

MetdopmuH

Kombunayuu, xoumo ne ce npenopvueam

Ankoxon

ANKOXOJIHAaTA MHTOKCHKALUNA CE CBBbP3Ba C NOBULLEH PUCK OT JlaKTaTHA auuao03a ocobeHO B ciyHau Ha
rnaayBaHe, HeAOXpaHBaHe UK YepHOAPOOHA HEIOCTATBLYHOCT,

Hooupanu xoumpacmuu gewjecmea

MeTdopmuH TpsibBa 3aABLHKUTENHO Aa Ce crpe NPeAn WK KbM MOMEHTA Ha npoueaypara 3a obpasHa
AUarHocThka u He Tpadea aa ce BL30OHOBARA A0 Haill-Manko 48 vyaca chen ToBa, NPU YCIOBHE Ye
6b6peunara GyHKUHA e OLleHEHA OTHOBO M € YCTAHOBEHO, Ue € cTabunHa (BX. TOUkH 4.2 n 4.4).

Kombunayuu, koumo usuckeam npeondasHu Mepku npu ynompeba

Hsakoun nekapcTBEHHU NMPOAYKTH MOraT Ja ¢€ OTpas3aT HeOAaronpuaTHO BbpXy ObOpeynaTa (PyHKLHA,
KOETO MOJKE 1a YBEIMYM PMCKA OT JlakTaTHa aunao3sa, Hanpumep HCIIBC, BKIIOUMTENHO CENEeKTUBHHU
nHxuOuTopH Ha uukiiookcuredasa (COX) II, ACE nuxuburopu, aHrnoreHsu Il peuentopHu
aHTATOHUCTH ¥ AUYPETULM, 0CObeHo DprumMKoBU AnypeTHUH. [1pH 3anousakeTo WK ynotpebara Ha
TaKMBA NMPOAYKTH B KOMOWHALKMA C METGOPMHH € HEOOXOAUMO BHUMATEHO NPOC/EAsABaHE HA
6pbpeunara QyHKLUMA.

[ NiOKOKOPTUKOUAUTE, BETa-2-arOHKCTUTE U AHYPETHLIUTE HMAT NPUCHLIA XHNEPITHKEM
akTUBHOCT. [lauueHrut Tpadaa aa 6bae MHGOpMUpPaH 3a ToBA W TpabBa 1a ce U3BBP
npocieasBaHe Ha KpbBHATA 3axap 0CO0eHO B HAYAIOTO Ha NE4EHHETO. AKO € HEoD
Tyteksn KomGu moxe aa 6bae KopUrHpaHa no BpeMe Ha ChiTbTCTBALLOTO JCHEHH
NpeycTAHOBABAHETO MY.




UHXHOUTOPUTE HA aHrHOTeH3uH KoHBepTUpallua eH3uM (ACE) morar na noHvxart HMBOTO Ha
KpbBHATA 3axap. AkO € HeoOX0AUMO, 103aTa Ha AaHTUXUIIEPrIMKEMUUHKIS JEKAPCTBEH NPOAYKT Tpabsa
fa 6bae KOpHrupaHa o BPEME Ha Y NPU NPEyCTAHOBABAHE HA JIEHEHHETO C APYT JIEKAPCTBEH NPOAYKT.

CobnbTeTBaLlara ynotpeda Ha JIEKapCTBEHHW NPOAYKTH, KOUTO BAUAAT Ha obuinTe Ob0peutu TyOyIHMU
TPaHCMOPTHK CHCTEMH, yyHacTBalM B8 0bOPEYHOTO ENUMUHHUpaHe Ha MeTHOPMUH (Hanp. HHXHOUTOPH
Ha TpaHcnopTepa Ha OpraHWYHKU KaTUOHK-2 [OCT2]/TpaHcnopTepa 3a eKCTPY3ua HA MHOXECTBO
nekapcTsa M TOKCHHM [multidrug and toxin extrusion, MATE] karo panonasuH, BaHgetaHuo,
AONYTErPABHP U ULMMETHINH), MOXKE Aa MNOBULLM CUCTEMHATA €KCNO3ULUMA HA METHOPMHUH.

4.6 DepTHANTET, OPEMEHHOCT H KbpPMEHE

bpeMeHHOCT

Hama pocrarbyHo AaHHM 3a ynoTpedaTa Ha BUNJaTAUNTHH/METQOPMHYH NpH OpeMeEHHH XKeHH. 3a
BUIIANUNTHH, AIPOYYBAHHUSA NPH XXWBOTHH MOKAa3BaT PENPOAYKTUBHA TOKCHYHOCT NPYU BUCOKH 03 H.
3a MeT(hOpPMHH, NPOYUBAHUA NPH )KWBOTHH HE NOKA3BaT PeNnpoAYKTUBHA TOKCUUHOCT. [IpoyuBaHus
NPy KHUBOTHH, TIPOBEAEHU ¢ BUILAANTHNTHH U MET(POPMHUH, HE Ca NPEAOCTaBMUIIH JOKA3aTe/ICTBA 3a
TepaTONeHHOCT, HO ¢a NOKa3and GEeTOTOKCHYHHU ePEKTH NpH TOKCUYHU 3a MalikaTa A03M (BX.

Touka 5.3). [loTeHuHManHUAT pHCK pU Xopa He € u3BecTeH. TyrekBd KomObu He TpabBa na ce uanoniea
o BpeMe Ha OPEMEHHOCT.

KnpMmeHne

[IpoyuBaHusiTa NPH JKHMBOTHH MOKA3BAT EKCKpeLHA KaKTO Ha METHOPMUH, Taka U HA BHAJATNHIITHH B
MAaKkoTo. He € u3BecTHO nany BUNAArNUNTHH CE €KCKPETHPA B YOBELLIKaTa KbpMa, HO METHOPMHUH ce
€KCKPETHpa B HOBELLKATa KbpPMa B MAIKH KoauuecTsa. [lopaan noTeHUManHUsA pUck oT
XUMOrAUKEMHA Ha HOBOPOAEHOTO, CBbP3aH ¢ METPOPMUH, KAKTO W € IUICaTa Ha JaHHH 3a
BUNAarmvnTuH npy xopa, Tyreksu Kombu He TpsabBa na ce U3non3sa no BpeMe Ha KbpMeHe (B,
Touka 4.3).

DepTHANTET
He ca nposexaanu npoyUBaHHA 3a €PEeKTa Ha BUNJATNKUNTHH/METHOPMHUH BbPXY PepTHNMTETA NPH
xopa (Bx. Touka 3.3).

4.7 EdexkTH BbpxXy cnocobHocTTa 32 modHupane n pabora ¢ MAlIUHK
He ca nposexaaHu npoyuBaHHa 3a e(PEKTHTE BbPXY CNOCOOHOCTTA 3a o upaHe U paboTa ¢ MalliMHH.

[TauMeHTUTE, KOMTO NOAYUaT 3aMaiBaHe KaTo HeXenaHa peakuus, Tpadsa na usdarsar ja wodupar H
na paboTAT ¢ MaLLUHM.

4.8 Hexelahu NeKapCTBEHH PeaKIHH

O606enne Ha npoduna Ha He3zonacHocT

JlaHHK 3a 0€30MacHOCT ca Nony4veHH ot 00o 6 197 nauneHTH ¢ excrnosnumMs Ha

BUIINArTUTITHH/ METHOPMHH B paHAOMU3UPaAHH, MnaLebo-KoHTponupaHU nanutealus. Ot Tax 3 698
NaudeHTH NONy4yasaT BUAAArTUOTHH/METQOPMHUH, a 2 499 nauueHTH nonyyaBar
nhauebo/MeTHopMHUH.

Hama npoBeeHH KITMHUYHU NPOYYBAHHA 34 NIEYEHUE C BUIAATIMMITHH/METGOPMUH. YCTaHOBEHO €
obaye, ye OHOEKBUBANEHTHOCTTA HA BUJACTUNTHH/METPOPMUH € KATO Ha €IHOBPEMEHHO MPHITOKEHH
BUNAANTANOTHH W MeThOpMUH (BX. TouKa 5.2).




[lo-ronsmara 4acT OT HeXeJJaHWTE peakLUM K €a JIEKH W NPEXCAHU U HE UIHCKBAT NPEYCTAHOBABAHE Ha
nedeHueTo. He € ycTaHoBeHa Bpb3ka MEXAY HeXelaHHWTE peaklMH H Bb3pacTTa, eTHHYECKATa
NMPUHAANEHKHOCT, NPOABIKMTENIHOCTTA HA EKCTIO3MLIMATA WK JHEBHATA a03a. YnoTpebaTa Ha
BWIJArMMITHH CE CBBP3Ba C PUCK OT pa3BUTHE Ha narkpearut. Chobllasa ce 3a Bb3HHKBAKE Ha
naKTaTHa aunao3a ciel ynorpebara Ha MeTHOPMUH, 0COOEHO NPHU NALMEHTH CbhC ChLUECTBYBALLO
616peuHo yspexxnaHe (Bx. Touka 4.4).

TabanuHo npeacTaBRHE HA HEXKETAHUTE peaklIMH

HexenannTe peakunu cboOUlABAHU NIPH NAUKWEHTH, KOUTO NOJIyvaBaT BWIAAFIMITHH B ABONHOCIENM
MpOY4BAHHMA KATO MOHOTEPANHUA M JOMbABALLO NeUeHHe, ca U3DpOEHHU NO-101Y NO CUCTEMO-OpPraHHa
Knacupurkauusa v abcontotHa yectota. Hectorure ca aepuHHpaHW KaTo MHOro Yectd (> 1/10); yectn
(= 1/100 no < 1/10}); Heuectn (= 1/1 000 no < 1/100); peakmn (= 1/10 000 ao < 1/1 000); MHOrO penkw
(< 1/10 000), c HenssecTHa HecTOTa (OT HAIMYHKTE JaHHKW He MOe 1a Obae HanpaseHa oueHka). [1pu
BCAKO IpynvpaHe 8 3aBUCMMOCT OT YECTOTATa, HEKENAHUTE peakLMH ce U3DposasaT 8 HU3XOAALL pea
[0 OTHOLUEHWE Ha TAXHATa CEPHO3HOCT.

Tabnuua 1 HexenaHH peakuuH, CboGIEHH MPH NAUHEHTH, KONTO NOJAYYABAT BHUIAFINNTHH
H MeTpopMuH (KATO MOHOKOMIIOHEHTH HJAH KaTo (HKCHpPaHA [1030Ba
KOMOHHAUMS) HIH B KOMOHHALMA ¢ APYrH AHTHAHAGETHH leueHHA B KIHHHYHH
H3NHTBAHHA W OT MOCTMAPKETHHIOBHA ONTUT

CHCTEMO-OPraHeH KJac — HeXeJ1aHA peakiums YecroT12
Hudexkuns 4 HHPpecTALHH
Mudexuus Ha ropHUTE IMXATEJIHH MbTHUIA YectH
HazogpapuHrut Yectn
Hapyutenna Ha MeTa00JIHIMA H XpaAHEHETO
XHMOrMUKEMUS HeuectH
3aryba Ha aneTut HeuectH
HamaneHna abcopbumrs Ha BuTamun B12 u naktathia | MHoro peaku™
aunao3a
Hapyuienus Ha HEPBHATA CHCTEMA
3aMasHoCT YecTH
["nasobonue YecTH
Tpemop UecTy
MetajieH BKYC Heuvectn
CroMallHO-41pPeBHA HAPYIIEHHSA
[loBpbulaHe YecTH
Huapus Yectn
["anene YecTH
["actpoesogareanta pedayrkcHa donect YecTH
QnatyneHuus HecTH
3anex YecTn
KopeMHa ©onka, BKJIIOUMTENHO B TOpHaTa 4acT Ha YecTn
kopeMa
[TankpeaTur Heuecty
XenarobuinapHn HapyIIeHHS
Xenarur HeuecTH
Hapyumwenus Ha KOKaTa M NOAKCKHATA ThKaH
XHNepxuaposa YecTn
[lpyputyc HecTH
Obpus YectH
EPMATHUT HecTH
Eputem HeuecTH




CHcTeMO-0praneH K/ac — HeXXeJ1aHa peaklus HecToTa

Y pTHKapms Heuecth

EkcgonrnaTMBHHU U Oy03HU KOXKHU J1€3HH, C HeusBecTHa yecToTa’

BKJTIOUHTENHO Dy103€H NeMpUroua

KOXeH BAaCKYJIUT C HeW3BecTHa yecToTa'

HapyumieHus Ha MyCKYAHO-CKEJETHATA CHCTEMA H CHEeIHHHTETHATA ThKAH

ApTparus HecTu

Muanrus Heuectu

O0wn HapymeHus H edpeKTH HA MACTOTO HA MPUIOKEHHE

AcCTeHHUS HecTu

Ymopa HeuectH

Brpucaue HeuecTu

[lepudepen oToK HeuecTH

H3cnenBanus

OTKIOHEHHUA B 4epHOAPOOHHTE PYHKLUHOHANHM Heuectu

NnoKasare/t

¥ Hexenanu peaxuuu, cbo0LueHH NPy MaLUEHTH, KOUTO NOJy4aBaT METHOPMHUH KATO
MOHOTEpPANKs U He ca HabNIoNABaHU MPH MALIMEHTH, KOWTO NONAyYapat
BH1AACTHNTHHHMET(POPMUH KaTO PUKCHPaAHA 1030Ba KOMOHHALIUA. 32 AOMbAHUTEHA
HHpOPMaLIUA, BHKTE KPATKATA XaPaKTEPUCTHKA Ha NPOAYKTa 38 MET(POPMHH,

' Bb3 OCHOBA HAa NOCTMapKETHHIOBHSA ONMT.

Onycanue Ha u3bpaHu HexeNnaHu peakumu

Buroazaunmun

HeprnoopobHo yepeocoane

Uma cbobLueHuns 3a peaku cayyan Ha HapylueHa yepHoapoOHa ¢yHKUMA (BKIOUHUTENHO XEMATHT)
CleQ NPUEM Ha BUAAArNHNOTHH. B Te3n cayvan nauMeHTUTE KaTo uano ca 6e3 cumntoMu, 6e3
KJMHHYHH [TOCNEACTBHA W yepHoapodHaTa GYHKUHMA ¢ Bb3BpbLIA A0 HOPMAIHA Cell NpeKpaTaABaHe
Ha IEYEHHETO. B JaHHUTE OT KOHTPOAUPAHU U3NHUTBAHHS KATO MOHOTEpAaNHUs W KaTo NOMbJBaLLA
Tepanuys ¢ NPOABHKUTENHOCT A0 24 ceaMHLUM, YecToTaTa Ha noBHaBaHe Ha AJTAT nnu ACAT

>3 nbt [ TH (knacuduuupana karo Hann4Me npu Hai-Manko 2 nocnegoBaTe/IHH W3MEPBAHUA WK
npu puHanHara on-treatment eusuta) € 0,2%, 0,3% n 0,2% cvorsetHo 3a Bungarnuntie 50 mg
BEAHBK AHEBHO, BUNAAMHNTUH 50 mg ABa NbTH AHEBHO M BCHYKH CPaBHUTENHH NPOAYKTH, Te3u
MOBHiliaBaHWA HA TPAHCAMMHA3WTE KATO LANO ca 6e3cCMMNTOMHH, HENPOrpeCHpalillK NO XapaKTep U He
ca CBBP3aHH C X0NeCcTasa MK KbATCHUUA.

Aneuoeoem

[Tpn neyenHe c BUNAATIMITTHH ¢€ CbOOLAaBA 33 PEAKH CAyYan Ha AHIMOEIEM C HE€CTOTa CXO/HA € Ta3H
Ha xoHTpoauTe. [lo-ronamara wacT ot cnyuaurte ca cboSUIEHH, KOraTo BUNAACAKIITHH € NPUTaraH B
koMOuHauus ¢ ACE unxuburop. [lo-ronamara yact ot cbOUTHUATA Ca IEKK NO TEXKECT W OTIBYYaBaT
Npy OPOABIKABAHE HA JIEHEHUETO C BUNAATTIMIITHH.

Xunozauxemus
B cpaBHUTENHH, KOHTPOJMPAHU NPOYUBAHUA HA MOHOTEPAMNKA, XHMIOTJIUKEMHUATA € HEYeCTa Npu
nznon3eaHe Ha suiaaraunTuH (0,4%) kaTo MOHOTEpPanUA CNpPAMO akTUBEH CPABHHUTENEH NPOAYKT UK
niauebo (0,2%). Hama cbobLueHns 3a TexkH iKW CepHO3HU cbOMTHA Ha XUNoraukeMusa. Ilpu
ynoTpeba KaTo A0NbABAWIA Tepanusa KbM METQPOPMHH, XUNOrMTMKEMHA Bb3HKKBa npu 1% ot
NayMeHTUTe, NeKyBaHHW ¢ Buigarnuntul v npu 0,4% ot naunentnre Ha miauebdo. [pu apobasaHe Ha
NMUOCMTUTA30H, XUTIOTIMKeMHs Bb3HUKBa npu 0,6% OT nauueHTUTe, NEKYBAHHN C BUNAArAUNT
1,9% or nauneHTHTE, NekyBaHu ¢ niauebo. [lpu nobapsaHe Ha CyndOHHNYPEHHO NPON3B
XUMOrTUKEMHUA BB3HWKBA NpH 1,2% OT NaUMEHTHTE, NEKyBaHK C BUJIAATTTUIITHH M (IPH
nauuMeHTHTE Ha nnauedo. [lpn gobassaHe Ha cyndOHUNYpPERHO NPOU3BOAHO U METGOP
XUMOrJIMKEMHS Bb3HUKBA NpH 5,1% OT NaLUMeHTHTE, NEKYBAHHW C BUJIAArTUIITHH U NPH
nauveHTUTe Ha nnauebo. [py NauMeHTH, NpUeMallli BUAJArAKNTHH B KOMOMHALMA C
4ecToTaTa Ha Bb3HHKBaHe Ha xunoriinkemus € 14% 3a sungarnuntud v 16% 3a nnaue
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Memdpoprmun

Hamanena abcopbyus na eumamun B

Hamanenue Ha abcopbumnsaTa Ha BuTaMuH B2 ¢ NoOHHXKEHHE HA cepyMHHTE HHBA ce HAOMIONaBa MHOFO
PAAKO NpH MaLUMEHTH, KOMTO Ca 1IeKYBaHW ¢ MeTHOPMHUH 3a 4Bkl nepuoa ot Bpeme. fpenopbusa ce
Ia ce ¥Ma npeaeua nogobHa eTUONOrnA, ako NPH NalHUeHT € HaJTHYHA MeranobiacTHa aHeMus.

Yeproopobna ghynxyun

Cbobiuasa ce 3a M30IMpaHK Cy4an Ha OTKIIOHEHHA B CTOHHOCTUTE Ha YepHOApoOHHTe
QYHKUHOHAIHHU NOKA3aTeNH UK XENATHT, KOUTO OTLIYMSABAT C/le/l NpeKpaTABaHe Np1eMa Ha
METPOPMUH.

Cmomawuno-upesiu HapyueHus

CToMaLLHO-4PEBHUTE HEXENAHWY PEeaklMY Bb3HUKBRAT Haii-4eCTO NO BpeMe Ha 3anoyBaHe Ha
TEpanuaTa U OTLIYMABAT CMIOHTAHHO B NOBEMETO CJ1y4au. 3a 21a ce NPeaoTBPaTAT Ce NPenocpbyBa
MET(OPMHH 13 C€ NPHEMA KaTO 2 AHEeBHW N03M M0 BpPeMe Ha WK clea XpaHeHe, basHoTo noBuinaBaue
Ha 103aTa MOXKE ChL0 A3 NOA0OPH CTOMalIHO-4YpeBHATa MOHOCHMOCT.

CwobuiaBaHe Ha NOAO3MPAHY HEXENAHU PEAKIIUM

CpobLaBaHeTo Ha NOAO3MPAHK HEXKENAHH peakUMU CNel paspellaBaHe 3a ynotpeda Ha leKapcTBEHHS
MPOAYKT € BaXHO. ToBa N03B0OAABRA 3 NMPOABIKY HAOMAOAEHHETO HA CLOTHOLLIEHHETO N0JI3a/PUCK 32
neKkapcTBeHUs NpoAykT. OT MEAULIMHCKHUTE CIELIUATMCTH CE€ U3UCKBA Ja cbobulaBaT BCAka
NOJO3MpPAHA HEXENAHA peakLud vpes:

MambiaHuTEeNHA areHLUS NO NeKapcTBaTa

yi. ,,Jdaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcadt: www.bda.be

4.9 Ilpexo3npane
HaMa naHHu, CBBbp3aHH € NMPEA03UpaAHE C BUNAArTUNITHH/METPOPMHUH.,

Bunroazrunmun
URpopmauuaTa no OTHOWIEHHE HA NMPEA03UPaAHE C BUIAAMTUATHH € OFpaHHYCHa.

CHUMNTOMM

UndopmaumaTa 3a BEpOSATHHTE CUMNTOMM HA NPEAO3HPAHE C BUNJATUNTHH € NoJly4eHa OT
NPoOy4BaHe 3a NOHOCHMOCT Ha YBEJTMYABALLA C€ 1034 [TPU 3APaBH MHAUBHUAH, HA KOUTO € pUaraH
sungarnunTidH 3a 10 anu. [1pn go3za ot 400 mg € umano Tpu cinydas Ha MYCKYJIHH DOJKH W OTAENHU
CllyqaH Ha JIEKH M NPEXOAHH MapecTe3nu, BUCOKA TeMMepaTypa, OTOUMN M NPpeXOAHO NOBHIIABAHE HA
HMBOTO Ha auMnasara. [1pu nosza or 600 mg eAHO HUE € NOJYYHNO OTOK Ha CTbNANATa U PbLETE M
MOBHILARAHE HA HMBATa Ha KpeaTHH PocdokuHazaTta (KDK), ACAT, C-peakrnsuns npotend (CRP) u
MHOTODOMHA.

Tpu apyrv n1uua ca NONY4UIIM OTOLM MO XOA4MUNaTa, B ABa OT cllyyauTe ¢ napectesuun. Beuuky
CUMIITOMM W OTKJIOHEHHA B NabopaTOpHHTE fokasaTenyd oT3ryuasaT 6e3 neueHue cnes
NpeycTaHOBABAHE NPUEMA HA M3CMIEABAHUS IEKAPCTBEH MPOAYKT.

Memdhopmuri
[Ipenosupane ¢ BHCOKa f03a METHOPMUH (WJIU NPH CLITLTCTBALL PHCK OT JIAKTaTHA aLK103a) MOXE /13
NOBE/E 10 JaKTAaTHA auKMAa03a, KOATO NMpeacTaBiiBa CnellHO CbCTOSHUE U TpAOBA Aa ce JIEKYBa B

DONHULA.
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JleueHne

Haii-edexTuBHUAT MeTOA 3a OTCTpaHABaHe Ha MeTMOPMUH € XemoauanuzaTa. Bunaarnuntun obaue
HE MOXKE N1a Oblle OTCTpPaHEH Ype3 XeMOAMANW3a, BMNPEKH Y€ OCHOBHUAT MY METaboUT clel
xuaponunsa (LAY 151) moxe na ce auanusupa. [lpenopbusa ce noaabpxailo eueHue.

5. ®APMAKOJIOTHYHU CBOUCTBA
5.1 QPapMaKoJHHAMHYHK CBOHCTBA

(apmakoTepaneBTH4Ha rpyna: JlexapcTsa 3a jeueHue Ha aaber, komMGuHauMs OT NepopanHHu,
NOHWXaBalWK KpbBHAaTa 3axap nekapetsa, ATC koa: A10BDOS

MexaHH3bM Ha AeHcTBME

Tyrexsn KomOHn koMOMHHUpa ABe aHTHXUNEPrIHKEMUYHH CPECTBA C B3aHMHO AOMbJBALM CE
MEXaHH3MH Ha XEHCTBHUE 32 NOJOOPABAHE HA MNTIUKEMUUYHUA KOHTPON NPH NaUMEHTH ¢ AnadeT Tvn 2:
BUNAATIHNTHH, NPEACTABUTEN HA KN1aca NEKapCTBEHH NMPOAYKTH, CTHMYIMPALUH KIIETKHTE B
OCTPOBUTE Ha NaHKpeaca,  METPOPMUHOB XHAPOXNOPUI, NMPEACTABUTE HA Kitaca Ha OUrBaHvauTE.

BunaarauntuH, KOWTO CMaja KbM Kaca 1eKapCTBEHHU NPOAYKTH, CTUMYNUPAUIH OCTPOBHHUTE KIETKHU B
naHkKpeaca, € MOLLEH N CEeIEKTHBEH HHXHOWTOP Ha aunentuaun nentuaasa-4 (DPP-4). MerdopMun
AeHCTBa OCHOBHO Ype3 HaMalIsBaHE Ha €HAOreHHOTO 0Opa3syBaHe Ha IJI0K03a B HEpHUs Apob.

MapMmakoaHHaMHUYHY edekTH

Buroaznunmun

Bungarnuntux aeicTaa ocHOBHO upe3 nuxubupaHe Ha DPP-4, eH3uMbT, OTroBopeH 3a
pa3rpaxJaaHeTo HaA UHKpeTHHOBUTE XOpMOHU GLP-1 (ratokaron noaoben nentyn-1) u GIP (rmokoso-
3aBHUCHM MHCYJIMHOTPONEH NOMHNENRTHA).

[1punoskeHHeTO Ha BUNAArNUIITHUH BOAKX A0 61P30 M NbAHO MHXHOMpaHe Ha akTHBHOCTTa Ha DPP-4, B
pe3ynaTaT Ha KOETO Ce NMOBULIABAT €HAOMEHHHUTE HMBA HA NHKpeTHHOBUTE XOpMoHU GLP-1 n GIP
KaKkTO Ha rnagHo, Taka W cie] HaXpaHBaHE.

[TocpencTsoM nosuLIaBaHe Ha €HAOMeHHUTE HMBA HA T€3W WHKPETHHOBH XOPMOHH, BUNIAarTMNTHUH
NOBHIUABA YYBCTBUTENHOCTTA Ha O€Ta KNETKUTE KbM IIOKO3a, KOETO BOAW AC noaobpsaBaHe Ha
rNOKO30-3aBHCUMATa HHCYIMHOBA cexpeuusd. JleueHuneto ¢ Bunaarnuntux 50-100 mg aHeBHO npu
nauMeHTy ¢ anader Tvn 2 3Ha4uMo nogobpasa nokaszarenute 3a HeTa-kneTbuHaTa PYHKUMA, KOUTO
siunioupaT HOMA-B (Homeostasis Model Assessment—f), cCbOTHOLIEHUETO MPOKUHCYIHH CHPAMO
WHCY/IMH U W3MEPBAHETO HA PEAKTHBHOCTTA HA OeTa KIETKUTE NPH TECTA 3a TOJNEPAHTHOCT NMPH YeCT
npyeM Ha xpana. [lpn nnua, kouro HaMaT anabder (HopMOrIMKeMUA), BUNAAMIUOTHH HE CTUMYJIHpa
CEKpPELMATA HA HMHCYJIMH U HE HamMansBa HUBOTO Ha KPbBHATA 3axap.

Upes nosuitiasaHe Ha eHAOreHHOTO HMBO HA GLP-1, BUnaarAunNTHH ¢bLIO NOBUILIABA
YYBCTBUTEAHOCTTA Ha allpa KIETKUTE KbM IJIHOK03a, KOETO BOAM A0 NMO-aZ€KBATHA HA KPbBHATA 3aXap
CEeKpeLHsa Ha [JIKOKaroH.

3aCHNEHOTO YBCIIHYABAaHE Ha CHbOTHOLUCHHUETO HHC)’HHHfFHlORaFOH B YCIIOBHATA H& XUNCPIrIHKEMHUA
nopaiayv NOBHULIABAHETO HA HUBATA HA HHKPCTHHOBHUTEC XOPMOHH BOAHW N0 HAMANABAHE NMPOAYKUHUATA HA

IrMOKO3a 0T MCPHHA ﬂpﬂﬁ KAKTO Ha I'MaJlHO, TadKa H CJICA HAXPAHBAHE, € KOCTO CC HaManAaBa
FTHKCMHWATA.

HabnwonaBa NpH JICUCHHUC C BUJITAATrTUIITHH.
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Memghopmun

MeTdopMuH e GuraaHnn ¢ aHTUXUNEPrIUKEMUYEH edeKT, KOHTO HamansBa CTOMHOCTUTE Ha [OKO34
B M1a3MaTa KakTo Ha rTaiHO, TaKa W clie HaxpaHsBaHe. Tol He CTUMYNTUpa CEKPELIUATA HA MHCYJIHH M
MOpajy TOBa HE BOAH 10 XMIOMTUKEMHUS UM YBENHYABAHE HA TEJIECHOTO TErNO.

MeTtdopMHH MOXe /la OKa3Ba CBOA IIOKO30-NOHHKABALL €heKT MOCPEACTBOM TPH MEXAHU3IMA!

- MOCPEACTBOM HaMalsBaHe Ha oOpa3yBaHETO Ha rioKo3a B YepHUA Apob upes nHxHGUpaHe Ha
[OKOHEOrEHe3aTa U NHUKOreHONH3aTa,;

- B MYCKYJIMTE NOCPEACTBOM YMEPEHO M3Pa3€HO YBENMUYABAHE HAa UHCYNHHOBATA
YyBCTBHTETHOCT, NOAOCOpABaAKH nepudepHOTO NOEMaHe H YCBOABAHE HA MIKOKO3aTa;

- nocpeaAcTsoM 3abaeaHe Ha abcopbumaTa Ha rnoKo3aTa B YepBaTa.

MeT(popMHUH CTUMYNHPA BLTPEKAETHUHHS CHHTE3 HA TNHMKOreH NOCPEACTBOM MOBJIMABAHE Ha
[IMKOT€H CHMHTA3aTa H NOBUILIABA TPAHCIIOPTHHA KanaLMTeT Ha cneurpUyHN THNOBE MEMOpaHHH
rmoko3Hu Tpadcenoprepu (GLUT-1 w GLUT-4).

[1pn xopa, HE3aBUCUMO OT BIIMAHHETO CH BBPXY FIMKEMHUATA, METHOPMHUK HMa 61aronpuaTHH edexTH
BbPXY JIMOUAHHA MeTabonu3bM. B KOHTpONUpaHH KIMHUYHH MPOYUBAHHMA ChC CPEAHA U AbIra
NPOABIKUTENHOCT, MPY MPHEM HA TEPANIEBTUYHHM J03U € NOKA3aHO, Ye: METPOPMUH MOHHXKABA
cepyMHuUTe HuBa Ha o0ns xonecteposn, LDL-xonectepona v TpyurnuuepruamTe.

[IpocniektnBHoTO, pasaoMusupado npoyusaHe UKPDS (UK Prospective Diabetes Study) yctanosssa
ABArOCPOUYHUTE MOJ3MA OT HHTEH3UBHHUA KOHTPO/ HA KpbBRATa 3axap Npy NauueHTH ¢ auadeT Tun 2.
AHaNH3bT Ha pe3yNTATHUTE MPH MALUUEHTH C HAAHOPMEHO TEIIO, TEKYBaHK C METHOPMHUH clea
Heycnex OT Ne4YeHHe caMo C JIWeTa, NoKa3Bar:

- 3HAYHMO HaMansaBaHe Ha aOCOAOTHUSR PUCK OT BCAKO CBBbP3aHO ¢ AnabeTa yCnoKHEeHHUE B
rpynara Ha MeThopMMH (29,8 cubutua/l 000 nauneHTOroAMHN) CAPIMO NALIMEHTHUTE, OCTABEHH CAMO
Ha anera (43,3 cvouTna/l1 000 naunenToroanun), p = 0,0023, u cnpsamo rpynurte Ha kKoMOUHMpaHa
TEpAIUA CbC CYNPOHUNYPEHHU NPOU3BOAHY U UHCYJIMH KaTO MOHOTEpAanus

(40,1 cvbuTua/l 000 naunenToroamnn), p = 0,0034;

- 3HaYUMO HaMaaBaHe Ha adDCONIOTHHA PUCK OT CBbp3aHa ¢ AUadeTa CMBLPTHOCT: METHOPMUH
7,5 cvoutua/l 000 naunenToroamum, camo Ha avera 12,7 cxbutna/l 000 nauuenroroamuwm, p = 0,017;
- JHAYUMO HaMaNABaHe Ha abCOAOTHUA PUCK OT 00L1a CMBPTHOCT: MET(HOPMHH

13,5 ¢cubutHna/l 000 naumeHTOrOAHHN cNpAMO camo Ha auerta 20,6 cuburug/1 000 nauueHTOroAMHU
(p =0,011) ¥ cnpamo rpynute Ha KOMOHHUPAHA TEPANKA CbC CYNDOHUNYPEHH NPOU3BOIHH H
WHCYNUH KaTo MoHoTepanus 18,9 cubutua/l 000 naumedtoroannu (p = 0,021);

- 3HAUMMO HaManaBaHe Ha abCOMTIOTHHA PUCK OT HHGAPKT Ha MUOKapAaa: METHOPMHH

11 cubuTtna/1 000 naunenToroanHM, camo Ha ameta 18 cvdbuTHa/l 000 naunentoroamnnu (p = 0,01).

KnuHu4Ha epUKAacHOCT W 6e30macHoCT

[IpnBaBaHETO Ha BUNAAMIUIITUH KbM JICUEHHUETO HA MAUUEHTH, YUIATO NNIMKEMHYEH KOHTPOM HE €
3a10BOJIMTENEH, BbIIPEKKH MOHOTEPANUATA ¢ METHOPMHH, cliell 6-MeCeuHO JieYeHHe BOAH 110
NONMBIAHUTENHO CTATHCTHUHECKHM 3HAYHMO CPEIHO MOHWXKABAHE Ha cToiHocTUTe HAa HbA ¢ B cpaBHeHHe
¢ ruiauedo (paznvku mexay rpynute ot - 0,7% 1o - 1,1%, ch0TBeTHO 3a BUAArnHNTHH 50 mg v

100 mg). IIpoueHTLT Ha NaUKMEHTHUTE, KOUTO NOCTUIaT NOHWXKaBaHe Ha cToWHocTHTe Ha HbA ¢ ¢

> 0,7% cnpaMo W3XOAHUTE, € CTATHCTHUUECKH 3HAYMMO NO-BUCOK B ABETE I'PYNH Ha BUAAATAUINTHH
mmoc metgopmuH (cvoTBeTHO 46% W 60%) cnpsaMo rpynarta Ha meTdopMuH ko nnauebo (20%).

B 24-ceaMHWUYHO KNHHWUYHO M3NUTBaHE BUAAArnaunTuH (50 mg ABa MbTH AHEBHO) € CpPaBHEH C
nuornutasoH (30 mg BeaHBLXK JHEBHO) NPH NALUMEHTH, TPH KOMTO HE € NOCTHUIHAT AAEKBATEH KOHTPON
¢ MeTopMuH (cpeana nHesHa ao3a: 2 020 mg). CpeaHoro noHvxkeHHe Ha HMBaTa Ha HbA ¢, npu

n3xoaeH HbAlc 8,4%, e - 0,9% npu nobasane Ha BunaaraMnTyH kbm meThopmut u - 1,0% npw
AobaBsHe HA NMUOIANTA30H KbM MeTGOpMHH. CpeIHOTO NMOBKILIABAHE HA TENIECHOTO TEr

B KNHHMYHO N3NUTBAHE ¢ 2-TOAHLIHA NPOALKHTEAHOCT BUhaarnunTtvH (50 mg aB
CpaBHEH C riauMenupua (1o 6 mg/aeH — cpeaHa no3a npes 2-te roanuu: 4,6 mg) cn
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TE€panuAaTa Ha [aLUeHTH, JIEKYBaHH ¢ MeTHOpMUH (cpeaHa aHeBHA go3a: | 894 mg). Cnen 1 roauHa
CPEeAHOTO NMOKRKWXKEHHUe Ha HUBata Ha HbA1c e - 0,4% npu 1ob6asgHe Ha BHJILAArIMNTHH KbM
METQOPMHUH K - ,5% npu nobassHe HA rMUMENUPUI KbM METQOPMHH, NPH CpeleH U3X0AeH

HbA1c¢ 7,3%. IlpomaxaTa 8 TenlecHOTO Terno rpu sungarauntuy € - 0,2 kg cripamo + 1,6 kg npu
rnuMmenupua. Hectorara Ha CayyanTe Ha XMNOTIMKEMMUS € 3HAYMTENHO NO-HUCKA B MPpynaTa Ha
pungarnunTHH (1,7%) B cpaBHeHue ¢ rpynata Ha raumenupun (16,2%). B kpalinara Touka Ha
npoyusaHeTo (cnen 2 roanHu) croiiHocTUTe HAa HbAlc ca nopobHu Ha M3XOAHUTE CTORHOCTH B ABETe

TCPANCBTUHHH PYIIX, a Pa3jtHuUuATa NO OTHOLUEHHUE HA TTPpOMAHATA B TEJIECHOTO TErNO U CIIYHAHUTE Ha
XHINNOTAHKCMHUA CC 3alla3Bar.

B 52-ceaMH4HO H3nuTBaHE BUNAArNUNTUH (50 mg ABa NbTH AHERHO) € CPaBHEH ¢ rHKNa3zuA (cpeHa
AHEBHa A03a: 229,5 mg) cnea aobaBaHe KbM TEpanUATa Ha NaLUKMEHTH, HENOCTHUTHANK KOHTPOJI €
MeTGOPMUH (M3X0aHa A03a Ha MeTdopMHH 1 928 mg/aen). Cnea 1 roanHa cpeHOTO NOHHXKEHHUE Ha
HbAlc e - 0,81% npu aobassate Ha BUIAAMNUNTHH KM METPOPMUH (NTpU cpedeH U3XOAEH

HbAlc 8,4%) v - 0,85% npu robapsHe Ha rinknazua KbM METQOPMHUH (NPH CpeaeH H3XO/1EH
HbA ¢ 8,5%); nokazaHa e CTaTHCTUUECKH 3HAYMMA He no-manka edukacHoceT (95% CI - 0,11-0,20).
[Ilpomsnara B TenecHoTo Terno e + 0,1 kg npu BuaarnunTvH cnpamo + 1,4 kg npu rnuknasu.

B 24-ceAIMHYHO KIIMHHYHO M3TIUTBAHE € OlIEHEHA e(MKACHOCTTa Ha PHKCHpAHATA 2030Ba KOMOUHALKS
OT BHJJArTHOTHH U METHOPMHH (NOCTENEHHO TUTPUpPaHa 10 fo03a oT S0 mg/500 mg aABa NbTH AHEBHO
uan 50 mg/1 000 mg nBa NbTHW AHEBHO), NPUIIOAKEHA KATO NbPBOHAYASIHA TEpanvua NPH NALMEHTH,
HeNMpUemManu npeay Toea Apyru nekapctesa. KoMOnHaumaTa BunaarnintuH/MeTgopMHuH

50 mg/1 000 mg, npunoxkena nBa NbTH AHEBHO, NoHWKaBa HbAlc¢ ¢ - 1,82%,
pungarnuntui/mergopmud 50 mg/500 mg, npunoxxkena aBa mbTy AHEBHO — ¢ - 1,61%, MeTdopMUH

1 000 mg, npunokeH ABa NbTH AHEBHO — ¢ - 1,36%, a sungarnunTuH 50 mg, npunoXxeH ABa MbTH
aHeBHo — ¢ - 1,09 npu n3xonen HbA ¢ 8,6%. [Nonwxkenneto Ha HbA ¢, HabnogasaHo npy nauueHTH

¢ u3xoaeH HbAic > 10,0%, e no-ronsamo.

24-ce AMHYHO PAaHAOMHU3IUPAHO, ABOHHOCNANO, NNALEDO KOHTPONUPAHO HINUTBAHE € NPOBEAEHO MPH
318 nauueHTH, 3a Aa oueHH epHKacHOCTTa M BezonacHocTTa Ha BUAaaravMnTHH (50 mg aABa NbTH
AHeBHO) B koMOuHaums ¢ MetdhopmuH (= 1 500 mg aHeBHO) v ranMenupua (= 4 mg AHEBHO).
Bunparnuntiy B koM6uHauus ¢ MeThopMrH U TMUMENHPHAI 3HAYHMTENHO noHwkaea HbA ¢ cnpamo

nhauedo. KopurupaHara cnpamo naauedo pasjivka B cpeaAHOTO NOHWXKEHUE HA HbA 1¢ cnpamo
cpeaHaTa M3x0/Ha cToiHocT ot 8,8% e - 0,76%.

[TpoBesieHO € NETrOAULIHO, MHOTOUEHTPOBO, PAHAOMHU3HPAHO, ABOHHOCAANO npoyyBaHe (VERIFY)
MPH NALMEHTH CbC 3axaped AvadeT THN 2, 3a [1a ¢€ OUECHHU €(EeKTHT Ha PpaHHO N€HEHHE C
KOMOUHALMATA BUAAAraunTUH H MeThopMuH (N = 998) cnpamo cTaHaapTHa NbpBOHAYANHA
MOHOTEpanus ¢ METQPOPMHH, NnocsieaBaHa oT KOMOMHaUMA ¢ BUAArMNTHH (rpyna Ha
nochenosarento aedeHue) (N = 1 003) npv HOBOAKHATHOCTHUHPAHHM MALMEHTH CBHC 3axXapeH avaber
N 2. CxeMara ¢ komOvHauKuaTa Ha BUNAarnunTUH 50 mg asa NbTH AHCBHO NNHOC METPOPMHUH BOAM
10 CTATHCTHUYECKH M KNTWHUYHO 3HAYUMO OTHOCHTEMHO HaMalABaHE Ha pUCKa “BpeMe 10 NOTBBPAEH
HEyCneX Ha MbpBOHA4anHOTO NeyeHue™ (ctoiHocT HA HbA ¢ > 7%) cnpsaMo MoHOTepanus ¢
MET(POPMHH NMPH HEAEKYBAHHM 1O MOMEHTA MALIMEHTH CbC 3axapen auabert tvn 2 npe3 S-roaMuiHara
npoab/ixuTenHoeT Ha npoyusabeTo (HR [95% CI]: 0,51 {0,45; 0,58]; p < 0,001). YecToTtara Ha
Heycnex Ha NbpBOHAUYANHOTO JieueHue (cTodHocT Ha HbA]c = 7%) e 429 (43,6%) nauueHTH B

rpyinara Ha iedeHue ¢ komObuHauusTa u 614 (62,1%) nauuenTy B rpynara Ha nocneaoBaTeHo
NeYeHUeE.

24-ceAMHYHO PAHAOMHU3HPAHO, ABOHHOCIANO, NAalle00 KOHTPOIUPAHO W3NUTBAHE € NMPOB

449 nauneHTH, 3a 1a C€ OUEHH ePUKACHOCTTA ¥ De3onacHOCTTa Ha BUNRArNHITTHH (50 RN\
NHEBHO) B KOMOWHAUMA ¢ NOCTOAHHA N03a Da3aneH Uik NpeaABapUTENIHO CMECEH HHCY .- '“ffg_}\
L
AHeBHa A03a OT 4] €AUHKLM), CBC CbNBTCTBALL [TpHEM HA MeTGOPMHH (N = 276) un =
y X
-4

npuem Ha MeTPopMHH (N = 173). Bunaarnnatud B KoMONHALMS C MHCYNHH 3HAYMT li'e ﬁ@ﬁux{aaa \m

HbAl¢ cnpamo nnauebo. B obara nonynauns kopurupaHara cnpamo rsauedo pas ﬁa‘-a gpemmw J o>
noHuxxkenne Ha HbAlc npu cpeaHa uzxoaHa croiHocT Ha HbAlc 8,8% ¢ -0,72%. B n rpynu-re | S“i

", ;Eg_._r - !....' _-.?ﬂjs‘l_"}
\Q:Em"fi/
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NEKYBaHH C MHCYJIMH CBhC WK Oe3 ChiTbTCTRALL NNPUEM Ha METPOPMHUH, KOPHIHPAHOTO CNPAMO
nnauedo cpenHo noHrxkeHue Ha HbAlc e cwvotBerHo -0,63% u -0,84%. YecToTaTa Ha XHIOrMUKEMHUA

B obwuara nonynauus e 8,4% u 7,2%, CLOTBETHO B IpyNnuTe HA BUWIAAMIMNITHH K miauebo. [pu
NauMeHTHTE, MpHEMalLY BUNAAMSIHNTHH, He ce Habnronasa nosuwasaune Ha Ternoto (+ 0,2 kg), nokaro
npu nprematnre rnauedo ce Habnoaasa noHwxeHHe Ha ternoto (- 0,7 kg).

B npyro 24-ceaMHUHO npoy4saHe NpY NALUUEHTH C MO-HanNpeaHan 3axapeH Anaber THN 2, IPU KOUTO
HE € NOCTHIHAT &1EKBATEH KOHTPOJ C JJEHEHUETO € HHCYMHMH (KPATKO M ABATrOAEHCTRALL, CpeaHa
HHCcyMHOBa 103a oT 80 [U/aHesHo), cpeaHoTo noHvxkenue Ha HbA | ¢ npu nodassaHe Ha

unaaraunTHH (50 mg aBa NbTH AHEBHO) KbM HHCY/IMHA € CTATUCTHYECKU 3HAYHUMO MO-ronaMo,
OTKOJIKOTO Mpu KoMOuHauuaTa naauebo natoc uHcynuH (0,5% cnpamo 0,2%). Hectorata Ha
XHUMOMTMKEMMUA € NO-HUCKA B IpynaTta Ha BHIAArAUNTHH, OTKONKOTO B muiauebo rpynara (22,9%

cripaMo 29,6%).

Cwpoeunocv008 puck

MeTta aHanu3 Ha HE3aBUCHMO U NPEABAPHTENHO OMNPEAENeHY ChPASHHOCHA0BH HEKEAAGHH CLOHTHA OT
37 daza IIl v IV KAMHUYHY HU3NUTBAHKS 38 MOHOTEPANUA U KOMOHHHMpaHa Tepanus ¢
MPOABIKHTENHOCT Hal 2 roAWHH {CpeaHa excno3uuus 50 ceaMHLM 3a BUNAATTHTHH K 49 ceAMKLH
33 CPABHUTEJIHUTE JIEKAPCTBEHH NPOAYKTH), ITOKA3BA, Y€ JIEHEHHETO C BUNAATAMNTHH HE € CBbP3aHO C
[TOBHLLIABAHE HA ChPAEYHOCHAOBUA PUCK CNIPAMO CPABHUTENIHHUTE NEKapCTBEHU NPOAYKTH. CheTaBHaTa
KpaHa TO4YKa Ha NPEABAPUTEHO ONpPEeAENEeHHTE MOJEMH CbpAEHHOCHAOBH CHOUTHA (major adverse
cardiovascular events — MACE), BKAIOYHTENHO OCTbP MUOKAPAEH UH(PAPKT, HHCYAT WK CMBPT
opaau ChbpACHHOCHAOBA NPHUHHHA, € NoA0OHA NPU BUNJAMTTKMIITHH CNpAMO KOMOWHUPAHH aKTHBHH H
nnauebo CpaBHUTE/IHM ICKAPCTBEHH NPOAYKTH [OTHOcHTENeH pucK no Mantel-Haenszel (M-H RR)
0,82 (95% (C10,61-1,11)]. MACE HacTbnsar nipu 83 ot 9 599 (0,86%) natimeHTH, NekyBaHu ¢
BUAArNMNTHH, W fipK 85 o1 7 102 (1,20%) naurveHTH, NeKyBaHHU CbC CPABHUTENEH JIEKAPCTBEH
npoaykT. OueHkaTta Ha BCceKHU oTaeneH koMnoHeHT Ha MACE He nokazsa nosuuleH puck (nonodex
M-H RR). CvbutHa ¢ notebpaerHa cbpaeuua HeaoctaTbuHocT (CH), redmnupana karo CH,
M3UCKBaLlla XOCNHTaNn3auns, unu Hoponoasuna ce CH, ce cvobwaeat npu 41 (0,43%) or
NALMUEHTHUTE, JIEKYBaH# C BUNAArNKUNTHH, U npH 32 (0,45%) ot naunMeHTUTE, IEKYBAHH CbHC
cpaBHuTENeH NtekapeTrseH npoaykt M-H RR 1,08 (95% CI1 0,68-1,70).

[leqnaTpyyHa nonyaauuns

EBponeickaTa areHUHUA 1o NekapcTsata oCBoOOKAaBa OT 3aAbJ/HDKEHNETO 32 NMPeAOCTABSIHE Ha
Pe3yNTATHTE OT MPOYUYBAHUMATA C BUNAArMTUNTHH B KOMOKWHaUKA ¢ MeT(POPMHH BLB BCUUKH MOATPYNH
Ha NeJUaTpHYHATA MONyaauns cbue 3axaped amader Tun 2 (Bx. Touka 4.2 3a UHQOpPMALIUA OTHOCHO
ynoTtpeda B nea®aTpHsTa).

5.2 @apmMaKOKHHEeTHYHU CBOHCTBA

BuanarnunTud/ MeThopMuH

Abcopbyun

Hokazana e OMOEKBUBAIGHTHOCT HA BUAATTTUITHH/METPOPMHUH TIpHU TPH PA3AUUHHN JO3UPOBKH
(50 mg/500 mg, 50 mg/850 mg n 50 mg/1 000 mg) cnpamMo koOMOHHALMA OT OTASNHU TabIeTKH
BUIAArAUNTHH H METHOPMHUHOB XUAPOXJIOPUA B CHOTBETCTBALLIMTE A03H.

XpaHaTa He NOB/AHABA CTENEHTA U CKOPOCTTa HAa abcopOUMA HAa BUNJATrTUIITHH OT
sunnarnuntud/MerdopMuH. Cxopoctra v cTeneHTa Ha abcopbdbums Ha METHOPMHUH OT
Bunaarnuntun/Merpopmud 50 mg/1 000 mg ca HaManeHH, KOraTo ce npunara €AHOBPEMEHHO C
XpaHa, KOeTo Ce 0Tpa3saBa B NOHKKkaBaHe Ha Chax ¢ 26%, AUC ¢ 7% 1 3abaBdaHe Ha 4OCTUraHeTo Ha

Tmax (2,0 10 4,0 uaca).

[TocneaBalOTO W3I0KEHHE OTpa3aBa GapMaKOKKWHETHYMHHTE CBOHMCTBA Ha OTAEJIHUTE
peltecTBa 8 Tyrekeu Kombu.
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BunaarnuntuH

Abcopbyun

Che nepopaiHO NPUNOXKEHUE Ha IJ1aJHO BUAJArNMMNTHH ce abcopOupa Obp30 ¢ NHKOBA Nia3MeHa
KOHUeHTpaLMa, Habnoaapana Ha 1,7 uaca. XpaHara cna®o 3abaBs BpeMeTO 3a AOCTUraHEe Ha MKOBATA
niasmeHa KOHUEHTpaLuMa A0 2,5 vaca, HO He NoBnusaBa obwata ekcnoswumns (AUC). [punoxkenueTto
Ha BHJArMHUIITHH C XpaHa BOAW 10 noHwxkaBaHe Ha Cinax (19%) cnpsaMo npunoxerye Ha rnaaHo.
Crenexdta Ha NpomsaHa 00aye HE € KIIMHMYHO 3HA4HMMa, TaKa 4e BUAJIarTUNTHH MOXKE A1a Ce npuiara
cbe KWK Oe3 xpaHa. AbcontoTHara SronanuuHocT € 85%.

Pasnpeoenenue

CBBP3BAHETO HA BUAATAMUITTHH € NNasMeHUTe nporeuHHy e cnabdo (9,3%) 1 BunaariunTvHs ce
pasnpeaens NopaBHO MEXAY N71a3MaTa U YEPBEHUTE KPbBHHU KneTku. Cpeanus obem Ha
pasfpeaeneHue Ha BUITAArTMNTHH B CTAUMOHAPHO CHCTOAHKE Clel MHTPaBeHO3HO nNpunoxkerue (V) e
71 nuTpa, KOETo NMpeAnonara eKCTPaBacKynapHo pasnpeacicHHe.

buompancopmayus

MeTaboMH3IMBT € OCHOBHUAT MbT HA €IMMUHHUPAHE HA BUWIAAIMWIOTHH NPU X0pa, cbCTasnasall 69% ot
ao3ata. OcHOBHNAT meTabonut (LAY 151) e hapMakonoruyHo HeakTHBEH U € MIPOAYKT Ha
XUApOAKU3aTa Ha LIMaHorpynara, KaTe cserasigBa 57% OT a03aTa, nocneBal OT NPOAYKT Ha aMUAHA
xuaponusa (4% ot pozara). DPP-4 gonpuHacs 4aCTHUHO 3a XUAPOJIM3AaTa HA BUIAATNUNTHH, KOETO Ce
OCHOBABa Ha in vivo NPOYyuBaHE, B KOETO Ca U3NOM3BAHU MITbXOBE ¢ AeuuMT Ha DPP-4,
Bunparauntun He ce MeTadbonu3upa or CYP450 eH3uMuUTE 110 cTeneH, KOATO MoXKe 1a Obae
onpeaecneHa. CnenoBaTenHo, He ce o4akBa METAOONUTHUAT KIUPDBHC HA BUNJAMIMOTHH A4 € NOBJIHAE
OT eAHOBPEMEHHOTO npuioxeHue ¢ CYP450 nHxnOUTOpU W/ MU HHAYKTOPM. In vitro NpoyuBaHUsATA
NOKa3BaT, 4€ BUNAArnUNTHH He HHXxHOUpa/uHayuupa CYP450 enzumure. ETo 3a110, HAMa BEPOATHOCT

BHAACMTUATHH 12 NOBAUABA METADONUTHHA KIMPBLHC HA €AHOBPEMEHHO NPHIIaraHMTE IEKapcTBa,
meTabonuznpady ot CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL unn CYP3A4/5.

Erumunupane

Cnea nepopanHo npunoxexue Ha ['*C] sunaarnuntun, npubnuzurenyo 85% ot nozara ce
€KCKpeTupa B ypHHaTa ¥ 15% oT go3ata ce oTKpUBa BuB (elieca. bvbpeuHara ekckpelms Ha
HEMPOMEHEH BHIAAMNKMNTHH cbheTaBnsaBa 23% oT ao3ara cnel nepopaiHo npunoxeHue. Chea
MHTPaBEHO3HO NMPUIOKEHHE HA 3APaBH HHAKWBHAH, OOWMAT nnazmeH M 6bOpeueH KNUpbHC Ha
BUAArAUNTUH € ¢bOTBeTHO 41 W 13 /yac. CpeaHusaT eMMMHHAUUOHEH NONYXKHUBOT Chej
WHTPABEHO3HO NMpUOKEHHKe e npubiinanTento 2 yaca. EAMMUHALMOHHHMAT NOAYXKHUBOT Ciiel
epopanHo NpunoKeHue € npubnusuTenHo 3 yaca.

Juneiinocm/mnenunetinocm

Cmax Ha BUNJATNKITTHUH K TUIOLITA NOA KpUBATA TU1a3MeHa KOHUeHTpauusa cnpsamo speme (AUC) ce
NOBMILABAT NO NPUONUIUTENHO N03a-NPONOPLUHUOHANEH HA4%UH B pAMKHUTE Ha TePanesTHYHHUA N030B
HHTEpBAJ.

Xapaxmepucmuxu npu nayuenmume
[Ton: He ce HabniogaBaT KIMHUUYHO 3HAYUMY Pa3NMKU BbB HapMaKOKHHETHKATA HA BUIAATNUITTUH
NpH 30PaBKM MbKE H XKEHH B LUIKPOK AHANA30H HA Bb3PacT U MHAEKC Ha TenecHa maca (UTM).

Unxubupanetro Ha DPP-4 o1 BUnaaraMnTHH He ¢e NOBIHABA OT Noa.

Bw3pacT: [1puy 3apaBu uHauBuUaK B cTapuecka Bb3pacT (> 70 roauHu) obuiara ekcno3vums Ha
sunaarnunTHH (100 mg sBeaHBXK AHEBHO) ce yBenruana ¢ 32%, ¢ 18% noBuulaBaHe HA NUKOBATa
r1asMeHa KOHLEHTPaLUUMA B CpaBHEHHUE CbC 3ApaBU Mnaan WHAKBKAHM (18-40 roaunn). Cuura ce obave,
ye TE3H NPOMEHH HE ca KIHHUYHO 3HaHUMH. Unxubupadeto Ha DPP-4 oT BunparnunTuH He ge—
NoBAvABA OT Bb3pacTra.

BHITONACAUINITHH.
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bbbpeuro yspexaate: [lpn nHAMBHAK C NeKO, yMEPEHO WK TeXKO OBOpeuHo yBpexaaHe CHCTEMHATA
€KCIO3HLNA Ha BUNJAraunTHH ce yBenuyasa (Ciax 8-66%; AUC 32-134%) u toTanHuaT Tenecen
KIHPHHC HaMaNABa B CpaBHEHUE C HHAMBHUAH ¢ HOpMaitHa 01L0peuHa hyHKkuuA.

ETHHuecka rpyna: OrpaHdyeHuTe JaHHU NPEANOoNarar, 4¢ eTHHYecKaTa NPHHALIEKHOCT HEe OKa3Ba
rOiAMO BJIUAHUE BbPXY (DApPMAKOKMHETHKATA Ha BHJLAAFJIMNTHH.

MeTtdopmuH

Abcopbyus

Caen nepopanen npreM Ha MeT(OPMUH MaKCHMaNHATa nnasmeHa KoHueHTpauua (Cmax) C€ 1OCTHIA
cnel okono 2,5 vyaca. AbcontoTHata HuonanMyHoCT Ha TabneTka MetpopmuH ot S00 mg npu 3apasu
WHAnBUAHU ¢ nprbnuzntenHo 50-60%. Cnen nepopasnieH npuem HeabcopbupaHaTa HacT, KOSITO ce
YCTAHOBABA BBB (ereca, e 20-30%.

Cnen nepopanHo npunoxeHue abcopbunaTa Ha MET(OPMHH € HacuLlawa U HenbiHA, [TpUema ce, ue
chapMakokHHeTHKaTa Ha abcopOumunta Ha MeThOPMHH He € NUHeiHa. [1pu oOuuaiiHUTe 103K U cXeMH
Ha NPUIOIKEHHE Ha MET(OPMHUH, CTaLlMOHAPHA MN1a3MeHa KOHLUEHTpAUWS CE€ I0CTUra B paMKHUTE Ha 24-
48 yaca v 00w B3eTO € noA 1 ug/ml. [IpH KOHTpPONKPAHU KNWHUYHH MPOYHBAHHS MAKCHMANHHTE
nnasMeHu HuBa Ha MeThOpMUH (Cpnax) He HaaBuLLaBat 4 pug/mi A0PH NMPU MAKCHMATHH JO3H.

XpaHarta cnabo 3abaBs M HaManaBa cTeneHTa Ha abcopOuus Ha MeTGopMuH. Crea NpUNoXKeHHE Ha
no3a ot 850 mg nukoeara nnazMeRa koHueHTpauua € ¢ 40% no-Hucka, AUC e Hamanena ¢ 25% u
BpEeMeTO 32 AOCTHIaHe Ha MUKOBA NNa3sMeHa KOHLUEHTPAaLMA € yabmkeHo ¢ 35 MuHyTH. He e sacHa
KIHHWU4YHATA 3HAYUMOCT HA TOBA HAMATEHHE.

Pasnpeoenenue
CBBLP3BAHETO C NNA3MEHUTE NPOTEUHH € He3HAUYHTENHO. MeThOPMMH ce pa3npeaens B epUTPOLUMTHTE,
Cpeanust 00em Ha pasnpeaenenune (Vd) sapupa mexcay 63 u 276 nutpa.

bBuompanciopmayus
MeThOopMHUH C€ EKCKpPETHpa HENMPOMEHEH B YpHHaTa. [1pn xopa He ce yCTaHOBABAT METabOoNHTH.

Eaumunupane

MeTdopmuH ce enuMuHupa upes 6n6peuna ekckpeurs. brOpeUHUAT KNMPBLHC HA METHOPMHUH €

> 400 ml/mun, xoeto nokasea, ue METGOPMHUH C€ EIMMMHUPA upe3 rlIoMepyaHa GuaTpaums U Tybynua
cekpeuus. Cnen nepopancH npueM, MPUBUAHHUAT TEPMHHANCH CMUMHUHALUOHEH MONYKHBOT €
npubnuanrenHo 6,5 uaca. [1pu yepeaeHa 6wbpeuna pyHkUHUA, OBOPEUHUAT KNHPBHC € HaManeH
IPONOPLUHOHANHO HA KPEATHHHHOBUA KJIWPBLHC W NMOPAAH TOBA ENHMHAHALIMOHHUAT NONYXXHBOT €
YAB/DKEH, KOETO BOAK A0 AOBULIEHO HUBO HA METQOPMHH B Na3mara.

5.3 IlpeaAKJIHHHYHE AAHHH 32 0e30nacHOCT

[Ipy >KMBOTHU Ca NPOBEAECHHW EKCNEPUMEHTANHN NPOYUBAHUS C NPOABIDKUTENHOCT 40 13 ceamuus ¢
KoMOUHaUMATA OT BELLECTBATA, ChabpKalH ce B TyTekBn KoMOH. He ce ycraHoBaBat HOBH NpOABH
Ha TOKCHUYHOCT ¢ Ta3u KomOurauus. CineapalliiTe JaHHK ¢a YCTAHOBEHH B MPOYUBAHMHSA, NPOBEAEHH C
BUNAAMIAOTHH W MET(HOPMHH NOOTAENHO.

BungarnunTud
[lpu kyueTa ce HabnMonaBa yab/HKaBaHe Ha MHTPAKapAHaNHOTO NPOBEKAAHE MPU 1034, [IPH KOATO
HaAMa edekT, ot 15 mg/kg (7 nbTy Haa ekcno3MuMaTa NpH Xopa Bb3 OCHOBA Ha Cinax).

KymMynupaHe Ha NeHeCTH anBeonapHu makpodaru B 6enute npodose ce Habnawaasa np Q’:&S{
MHLLIKH. [Jo3aTa, npu KoaTo He ce Habawaaea noaodeH edexT Npy NALXoBe, € 25 mg F@S W Han.
eKCMO3MLMATA MPH XOpa Bb3 ocHoea Ha AUC) u 750 mg/kg npu muwiku (142 metu vafl exdnoinunsra -
Mnpn xXopa). [ T ey
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CToMaLHO-UYPEBHH CUMITTOMM, MO-TOYHO MEKH M3MPAXKHEHHSA, HINPAKHEHHA CHC CNTY3, AMAPHA U NPH
Mo-BHCOKHM 103H KPbB B U3NPAXKHEHHUATA, ¢a HabnionapaHu npu kyvera. HUBO, nipu xoeTo He ce
HaOnoaaBa eekT, He € YCTAHOBEHO.

BunoarnunrtuH He € MyTareHeH Nput KOHBEHUHOHANHUTE in Vilro ¥ in vivo W3cieBaHus 3a
reHOTOKCHUYHOCT.

[IpoyupaHe 3a pepTUAUTET U PAHHO EMOPHUOHANHO Pa3BHTHE NPH MILXOBE HE 1aBa NaHHH 3a
HAPYLUEHHS BbB (PEPTUNUTETA, PENPOAYKLUMATA MK PAHHOTO eMOPHOHANHO Pa3BUTHE B PE3YITAT Ha
JICYEHHUETO € BHUAAArnMnTHH. EMOpHO-deTanHaTa TOKCHUHOCT € OLeHABaHA MPU NIBXOBE W 3akLM.
[ToBMiteHa yecToTa HA BLAHOOOpa3HK pebpa ce HabaaBa NPHY MNbXOBE BbB BPb3Ka ¢ HAMAIEHU
napaMeTpH Ha TENECHOTO TEMO Ha MallYMHHA OPraHH3bM ¢ 1034, NpU KoaTo Hama edekt ~ 75 mg/kg
(10 meTH HAA excno3vuMaTa NpH xopa). [1pu 3akiud HaManeHo QeTanHo Terne U NPOMEHU Ha CKeJleTa,
MoKa3aTeNHU 3a 3a0aBAHE B Pa3BUTHETO, ¢a OTOENA3AHH CAMO MPH HANTMUYHUETO HA TEXKKA TOKCHYHOCT
38 MaH4YUHKUA OpraHy3bM C 4033, NpH KoATO HAMa edekT — 50 mg/kg (9 nbTH Haa ekcno3nUMATa NpH
xopa). [Ipy nbXxoBe € NpoBeACHO fIPe- W NOCTHATANHO NPOYYBaHe 33 pa3sBUTHE. Haxoaku ce
HabMoaaBaT caMO BBB Bpbh3Ka ¢ TOKCHYHOCT NpH MaidnHUs opradn3bm Tpu > 150 mg/kg v BknouBaT
NpexojHO HaMaIsBaHe Ha TeJIeCHOTO TEr10 U HamaseHa ABHraTenHa akTuBHOCT B F1 nokonenuero.

JBYrOAHLUHO NpOy4BaHE 38 KAPUUHOMEHHOCT € NPOBEAEHO NPU NABXOBE NPH NEpoOpaiHU A03H 10

900 mg/kg (npubausurenHo 200 MbTH eXCNO3ULMATA NPH XOpa NPH MAKCUMATHO NMpenopbYBaHAaTa
no3a). He ce HabnoaaBa noeuiagaHe Ha 4eCTOTaTa Ha TYMOpPHUTE, KOUTO BK1Xa MOTJIM Ja ce OTHecaT
KbM BUJIJArnUNTHH. JIpyro ABYroIMIIHO NPOYYBAaHE 3a KAPUWHOTeHHOCT € MPOBEAEHO NPH MULIKH C
nepopanuu no3u ao | 000 mg/kg. I'loByluenaTa yecToTa Ha aA€HOKAPLMHOM Ha I'bpjaTa M
XeMaHTrHocapkoMm ce Habnonasa fpu A03a, NPH KOATO HAMa eQekT, choTeeTHO oT 500 meg/kg (59 nbTH
ekcnozuumata npd xopa) M 100 mg/kg (16 muTH ekcnosnuusaTa npu xopa). CuuTa ce, ye NOBHILIEHATA
HECTOTA Ha TE3H TYMOPH NPH MULLKK HE TIPEACTABIABA 3HAYUM PUCK 33 XOpaTa, Bb3 OCHOBA HA
JIMTICATa HA MTEHOTOKCUYHOCT HA BUAAACNKIITHH H OCHOBHHA MYy MeTabONUT, noABaTa HA TYMOPUTE
CaMoO MpH €1HH BUJ U BUCOKUTE CLOTHOILUEHHA HA CUCTEMHA €KCMNO3HULMA, NPH KOATO ¢a HabntoaagaHM

TYMOPHTE,

B 13-ceaMH4YHO Mpoy4BaHe 3a TOKCHUYHOCT NPU MAHMYHH MaKalH, KOXKHH Ae3UM ca ordena3aHH npu
no3u > 5 mg/kg/nen. Te ce nokanu3Mpar BUHATY NO KpalHKLUKWTE {PbLUETE, XOAKUIATA, YIIKTE U
onawkara). [1pu 5 mg/kg/ned (npubnunzurenen exsusanent Ha AUC ekcno3nuuaTa npu Xopa npu
no3a 100 mg) ca HabnrogaraHu camMo MexypH. Te ca oDpaTiMK, HE3ABUCUMO OT TOBA, YE IEYEHHUETO €
NPOABbAKEHO, H HE €A CBBP3aHHU C XUCTONATONOIMHHY aHOMaNK. HanykaHa koka, JI0LeLla ¢e KoxXa,
CTpYNeH U paHU Ha Onaulkara ¢ KOpeJIMpalll XMCTONaToNoruuHd NpoMeHH ca HabnoaasaHu nNpu
no3u = 20 mg/kg/nen (npubnunsurenno 3 nbtH AUC exkcnosvuungTa npu xopa npu ao3a 100 mg).
Hekpotruiu ne3nn Ha onaiukata ce Habnonasat npy > 80 mg/kg/nen. KoxHuuTe neauu He ca
o0paTHMH Npy MaMyHH, nekyBaHu ¢ 160 mg/kg/nen no speMe Ha 4-ceAMUUYHUA BBICTRHOBUTENEH
nepHoA.

MetrdopMuH
HexnmHWuHHUTE JaHHU 3a MET(OPMHH HE NMOKa3BaT ocobeH pucK 3a Xopa Ha Dasara Ha
KOHBEHUHOHAJIHUTE (hapMaKOAOrMYHU NPOy4UBaHHUA 33 O€30NaCHOCT, MPOYy4BaHHUA 32 TOKCHHYHOCT NpH

MHOMOKpaTHO NpHiaraHe, rCHOTOKCHUYHOCT, KaHUCPOTCHEH NOTCHIIHAN H DENMPOAYKTHBHA TOKCHYHOCT.
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6. OAPMAIIEBTUYHHA JAHHHU
6.1 CnHCBbK HA NOMOL{HUTE BELIECTBA

AHopo na mabaemxama.
Llenynosa, MUKpOKpUcTanHa
Konosuaon K 25-31
KpocnosuaoH (Tun B)
XUAPOKCHNPONHILLENY103a
Marhesues cTeapar

DuiIMO80 NOKpUMUE .
Xunpomenosa

Turanos anokena (E 171)
Kenezed oxcun, kw1t (E 172)

Maxporoa/[1EI" 8000
Tank

6.2 HecnBMecTuMoOCcTH
Henpunoxumo

6.3 Cpok na roanocr
3 roanHH

6.4 CneuHanHH yC/I0OBHS HA ChbXpaHeHHe

To3u nexapcTBeH NpoaYKT HE H3HCKBA CNIELMANHK TEMNEPATYPHH YCIOBHA HA CbXpaHEHHeE.
Jla ce cbXpaHsiBa B OpUrHHaltHaTa ornakoBka, 3a Ja ce fipeanasu oT Blara.

6.5 Buan cnabpxaHHe HA OMAKOBKATA

baucrep anyMuHuit/anyMmuHuil (OPA/anymMunueso donuo/PVC)
[Npennara ce B onakoeky, ceabprkainu 10, 30, 56, 60, 120, 180 unu 360 ¢punmupanu tabneTkw.

He BcHuky BHaOBE onakoBKK MOraT Aa ObAaT MyCHaTH Ha nasapa.

6.6 ChnenuanHH NpeaANa3HU MEPKH NPH H3XBbP.IgHE

Heusnon3saHKAT IEKAPCTBEH APOAYKT WM OTNAABHHUATE MAaTEPHATIM OT HEro TpAOBa Ja ce U3IXBLPNAT
B CbOTBETCTBHE C MECTHUTE U3NCKBAHHA,

7.  TIPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Viatris Limited
Damastown Industnial Park,
Mulhuddart, Dublin 15,

DUBLIN,
HUpnanans

8. HOMEP(A) HA PABPEIIIEHHUETO 3A YIIOTPEBA

TytexkBu Kombu 50 mg/850 mg punmupanu rabnerku: per. Ne 20220059
Tyreksn Kombu 50 mg/1 000 mg dunmupanu Tabnetku: per. Ne 20220060
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9. JATA HA ITBPBO PASPEMIABAHE/TIOJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIIOTPEBA

Jdata Ha nbpBO pazpelwapaHe: 21 ¢espyapu 2022 T.
JlaTa Ha nocneaHO NOAHOBABAHE:

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA

07/2026
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