MHNPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT
Komboglyze 2,5 mg/850 mg ¢punmupanu TabneTku
Komboglyze 2,5 mg/1 000 mg ¢punmupanu TabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Komboglyze 2.5 mg/850 mg ¢unmupany TabIeTKH

Bcesika Tabnerka cpabpika 2,5 mg cakcarnunTul (saxagliptin) (kato xuapoxiopun) u 850 mg
MeTdopmuH xunpoxiopus (metformin hydrochloride).

Komboglyze 2.5 mg/1 000 mg ¢punmupanu TabiaeTku
Bcesika Tabnerka cpabpika 2,5 mg cakcarnunTul (saxagliptin) (kato xuapoxiopun) u 1 000 mg
MeTdopmuH xunpoxiopus (metformin hydrochloride).

3a IIBJIHKUS CIIMCHK Ha INOMOIIIHHUTE BEIICCTBA BUXKTC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (TabaeTka)
Komboglyze 2.5 mg/850 mg dbuiMupanu TabIETKH

CeetnokadsBu 10 Ka(sBHU, TBOHHOU3IIBKHAIN, KPBIIIH, GUIMHAPAHA TaOJIETKH C HAIUC CbC CHHBO
MacTHIo ,,2,5/850” ot eqHara cTpana u ,,4246” OT ApyraTa cTpaHa.

Komboglyze 2,5 mg/1 000 mg ¢puaMupaHu TaOIETKU
Briegox bt 10 CBETIIOKBIATH, ABOWHOM3ITEKHAIN, OBATHU, (GUIMHUPAHU TaOJIETKH C HAMITUC ChC
CHUHBO MACTHJIO ,,2,5/1 000” oT eqHara cTpaHa u ,,4247” OT npyrara cTpaHa.

4. KJIMHNUYHU JAHHHU
4.1 TepaneBTHYHHU NOKA3AHUS

Komboglyze € MMOKa3aH IIPH Bb3PACTHU MALIUCHTU CHC 3aXapCH ,Z[I/Ia6€T THII 2 KaTo JOII'BJIHCHHUEC KbM
Juerara u (l)I/I3I/I‘{€CKaTa AKTUBHOCT, 3a HO}:[O6p$IBaHe Ha KOHTPOJIa Ha KPpbBHATA 3axap:

° IIpU MaUCHTU C HCAICKBATCH KOHTPOJI C MAKCUMAJIHO ITIOHOCHUMATAa 1034 Ha MCT(l)OpMI/IH Karo
MOHOTCpAIunAa
° B KOM6I/IHaI_II/I$I C APYTH JICKAPCTBCHU MMPOAYKTH 3a JICUCHHUC Ha ,Z[I/Ia6eT, BKJIFOUUTCIHO UHCYJIMH,

TIpH MAIUSHTH, HEIOCTATHhYHO KOHTPOJIUPAHH ¢ METQPOPMHH U TE€3H JIEKAPCTBEHU IPOTYKTH
(Bk. Touka 4.4, 4.5 u 5.1 3a HATMYHAUTE NaHHU 32 PA3TUYHUTE KOMOMHAIINN)

o IIpU MauCHTHU, KOUTO BCUC Ca JICKYBAHU C KOM6I/IHaLII/I$I ChC CaKCarjiuIITHUH U MeT(l)OpMI/IH KaTto
OTACIHHU TaOIETKH.

4.2 Jlo3upoOBKAa M HAYMH HA MPUJIOKEHHE

Jo3upoBka
Bwspacmuu ¢ nopmanna 6vopeuna pynxkyus (GFR > 90 ml/mun)

Ipu nauuenmu ¢ HeadekgameHn KOHMPOJL HA KDbEHAMA 3axXap NPU MOHOMEPANUs ¢ Mem@opMuH 8
MAKCUMAIHO NOHOCUMAmMa 003d




HaI_II/IeHTI/ITe, IIpU KOUTO CaMoO C MeT(l)OpMI/IH HC CC NIOCTUT'a AICKBATCH KOHTPOJI HAa KPbBHATA 3aXap,
TpSI6Ba Ja IoJIy4daBaT TO3H JICKAPCTBCH MNPOAYKT B 103a, CKBUBAJICHTHA HA 0611_[3 JHCBHA 103a
CaKCariumnTuH 5 mg, NpuceMaH ABa I'bTU JHCBHO I10 2,5 mg, Miroc MeT(l)OpMI/IH B 103aTa, KOsATO BEYC
npuemar.

Ilpu nayuenmu, npemunasauiu om Je4enue CobC CaKCasaunmun U Mem@opmur Kamo omoeinu
mabaemku

[NaruenTrTe, MpeMUHABAIIY OT JICYCHNE ChC CAKCATIUITHH U MET(HOPMUH KaTO OTJICITHA TaOJIEeTKH,
TpsOBa Jja MPOBIKAT MTPHEMa Ha CaKCATJIUIITHH U MET(POPMHH B J103aTa, KOUTO ca IPUEMAITH TTPETU
TOBA.

Tpu nayuenmu ¢ Headekeamen KOHMPOJI HA (DOHA HA 08OUHA KOMOUHUDAHA Mepanus ¢ UHCYIUH U
MemdOopMUH Wil nPU RAUUEHMU ¢ 000bD KOHMPOJ HA hoHA Ha MPOUHA KOMOUHUDAHA Mepanus ¢
UHCYAUH, MeM@DOPMUH U cakcazTunmus Kamo omoenHu mabiemku.

Jlozata Ha TO3H JIEKAPCTBEH MPOAYKT TPsOBa Ja OCUTYpsiBa 2,5 mg CaKCATJUNTHH JBa ITbTH THEBHO
(obmra gHEBHA 7032 5 mg) U MeT(HOPMUH B /1032, KOSITO J1a € CXOJHA C ITpHeMaHaTa IpeIy ToBa J03a.
Koraro T03u JiekapcTBeH MPOAYKT Ce M3MO0I3Ba B KOMOWHAINS ¢ WHCYJIMH, MOKE JIa € HE00X0IMMO
M3IIOJI3BAHETO Ha MTO-HUCKA /1032 MHCYJIHH C 1Ie]T HaMaJliBaHe Ha PHCKa 32 Pa3BUTUE HA XHUITOTIUKEMUS
(Bk. TOuKa 4.4).

[pu nayuenmu ¢ Headekeamer KOHMPOJI HA (hoHa HA 08OUHA KOMOUHUDAHA Mepanus CbC
cynanunypeen npenapam u Mem@opmMun, iy npU RAyUeHmu, NPEeMUHA8awU A JeyYyenue cied Kamo
ca OuaU Ha MPOUHA KOMOUHUDAHA Mepanus CbC CaAKCASAUNMUR, Mem@dopmun u cyadanurypeen
npenapam, nNPpUemMaHl Kamo omoeaHu mabiemku.

Jlo3upoBKaTa Ha TO3H JICKapCTBEH MPOIYKT TPSAOBa Ja OCUTYpH IIpHeMa Ha CaKCarJIMITHH 2,5 mg Ba
IIBTH JTHEBHO (00IIa JHEBHA 71032 5 mg), KaKTO U 1032 METQOPMHIH, CXO/IHA C H3TI0I3BaHATA MTPETU
ToBa. Koraro To3u JiekapCTBEH MPOYKT Ce M3IM0JI3Ba B KOMOHMHAIUS ChC Cy(aHIITypeeH mpenapar,
MOJXe Jia € HE0OXOAUMO OT CyJ(paHUITYypPEHHHUAT Tperapar Aa ce IprueMa Imo-HUCKa /1033, 3a J1a Ce
HaMaJId PUCKBT 32 pa3BUTHE Ha XUIOTIUKEMUs (BXK. Touka 4.4).

Tpu nauuenmu ¢ HeadekeameH KOHMPOJ HA hoHa HA 080UHA KOMOUHUDAHA Mepanus ¢
oanaznudrozun u Memoopmun, Uiy NPy NAyUeHmu, NPEeMUHASAU OM Je4eHUe C MpPounad
KOMOUHUDAHA MEePanusi CbC CakCaziunmun, Memaopmun u 0anasau@io3un, npUemManil Kamo omoeatu
mabaemku

Jlo3upoBKaTa Ha TO3H JIEKApCTBEH MPOIYKT TPSAOBa ]a OCUTYPH IIpHeMa Ha CaKCarJIMITHH 2,5 mg Ba
IIBTH JHEBHO (00Ia JHEBHA 71032 5 mg), KaKTO U /1032 MEeTQOPMHH, CXO/IHA C H3IIOI3BaHATA TIPEIU
TOBA.

Cneyuanuu nonyiayuu

bvopeuno ysepesicoane

He ce nanara xopekuus Ha g03aTa IpY MaLMEHTH ¢ Jeka cTened Ha 0p0peuno yBpexnane (GFR 60-
89 ml/mun).

[Ipenu 3amouBaHe Ha JeUeHHUE C TPOAYKTH, ChABPKANIN MeT(HOpMHUH, TpsAOBa J]a ce HANpaBU OILICHKA
Ha GFR croliHOCTHTE, a Clle/] TOBA - TIOHE BEAHBXK roMuIIHO. [Ipy manueHTr ¢ TOBUIIIEH PUCK OT TO-
HATATBIIHO POrpecupane Ha ObOPEYHO YBpPEXKIAaHE U MIPH MAIIMSHTH B CTap4ecka Bh3pacT TpsOBa mo-
YecTo J1a ce MpaBM OIleHKa Ha ObOpeuHara (GyHKIUS, HalpuMep Ha BCeKU 3-6 Mecena.

3a npenmounTaHe € MaKCUMallHATa JHEBHA /1032 MeT(HOPMUH 1a ObJie pa3/esieHa Ha 2-3 THEBHU JI03U.
daxTopH, KOUTO MOTaT Jja YBeINdJaT PUCKa OT JIaKTaTHA anuo3a (Bx. Touka 4.4), TpsOBa 1a Ob1aT
Tpepasriieflanu, Ipean Ja ce OOMUCIHN 3arouBaHeTo Ha nedeHue ¢ Komboglyze npu nanmenTu ¢

GFR < 60 ml/mMuH.

Axo He e JOCTBhIIHA JO30Ba (l)OpMa Ha Komboglyze C aACKBATHO KOJIHMYCCTBO HA aKTHUBHOTO BEIIECCTBO,
BMECTO KOM6I/IHaHI/I$I C q)HKCI/IpaHI/I 031 Tpﬂ6Ba Ja C€ U3IMO0J3BAT OTACTIHUTC MOHOKOMIIOHCHTH.



Tadauua 1 Jlo3upoBKa npu nauueHTu ¢ 0b0peYHoO yBpeKIaHe

GFR ml/mun MeThOpMUH CaKCarJIUNTHH
60-89 MaxkcumanHaTa THEBHA J103a € MakcuManHaaTa

3 000 mg. o0111a JHEBHA

Moxe 1a ce 0OMuUCIIN MOHMKaBaHE Ha no3a e 5 mg.

7103aTa BbB BPBb3Ka C HAMAJISIBAHETO HA
O0bpOpeuHara GyHKIUSL.

45-59 MakcuManHaTa JHEBHA J103a € Maxcumannara
2 000 mg. o0111a JHEBHA
Havannara no3a e Hail-MHOTO no3a e 5 mg.

IIOJIOBHMHATA OT MaKCUMaJIHATa a03a.

30-44 MakcumManHaTa JHEBHA J103a € Maxcumannara
1 000 mg. o0111a JHEBHA
Havannata no3a e Hail-MHOTO no3a e 2,5 mg.

IIOJIOBHMHATA OT MaKCUMaJIHATa a03a.

<30 MeTdhopMIH € TIPOTHBOITOKA3aH. MakcumMannaara
o0111a JHEBHA
no3a e 2,5 mg.
YeprodpobHo yepedicoane

To3u nexapcTBeH NPOMYKT HE TPsIOBa Ja ce M3MO0I3Ba IPH MAIMEHTH C YePHOAPOOHO yBpekaaHe (BK
Touka 4.3 u 4.5).

Cmapuecka 6v3pacm (= 65 coouru)

ITonexxe MeTHOPMHH U CaKCATIMIITHH € eKCKpeTHpa upe3 ObOpenuTe, Npy MalueHTH B CTapuecKa
BB3pAcT TO3M JICKAPCTBEH MPOAYKT TPsiOBa /1a ce U3I0JI3Ba C MOBUIIEHO BHUMaHue. HeoOxoaum e
KOHTpOJI Ha ObOpeyHaTa QyHKIMSA, 32 a ce MPeIOoTBPaTH Pa3BUTHETO HAa CBBbp3aHa ¢ IpueMa Ha
MeT(QOPMHUH JIAKTaTHA AI1103a, 0OCOOCHO MPH MAMEHTH B CTapyecKa Bb3pacT (BXK.

Touka 4.3, 4.4 u 5.2).

THeouampuuna nonyrayus
BezonacHocTTa M epuKkacHOCTTa Ha TO3M JIEKAPCTBEH MPOLYKT MPHU AeLa U IOHOIIH, OT PaXKJaHETO JI0
BB3pacT < 18 roanHy, Bce olle HE ca yCTaHOBeHH. JIumcBaT naHHu.

Hauwun Ha OPUITOKCHHUC
Komboglyze TpH6Ba Ja CcC npucma JiBa IIbTU AHCBHO 1O BPEMEC Ha XpaHCHC, 3a J1a CC peAynupar
HCXKCJIaHU pCaKIUU OT CTpaHAa Ha CTOMAIIHO-YPCBHUSA TPAKT,CBbP3aHU C IIpUCMa Ha MeT(bOpMI/IH.

4.3 IIporuBomokazanus

- CBpBXUyBCTBUTEITHOCT KbM aKTHBHUTE BEILECTBA MIIM KbM HIKOE OT IIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1, WiIu aHaMHe3a 3a Cepro3Ha PEaKLUsl Ha CBPbXUyBCTBUTEIHOCT, BKIIOUUTEITHO
aHa(MIaKTUYHA peakys, aHa(UIAKTHUEH [IOK U aHTHOEIeM KbM HAKOH OT HHXUOUTOPHTE Ha
munentun entunaza 4 (DPP4) (k. Touku 4.4 u 4.8).

- Bceku tun octpa MetabonuTHa anuao3a (KaTo JJaKTaTHA allu03a, 11a0eTHa KeTOalu103a).

- JnabeTHa mpexkoma.

- Texxka 0pOpeyHa HEAOCTATHYHOCT (KpeaTHHUHOB KIUPBHC < 30 ml/mMuH) (BX. Touka 4.2, 4.4 u

- OcTpu CbCTOAHUS ¢ TOTEHLIUAI 12 TIOBIUAAT BbPXY ObOpeuHaTa GyHKUIUS KaTo:
- JexXuIpaTays,



- TEXKH WH(EKIINH,
- LIOK.
- Octpu ¥ XpOHUYHH 3a00JIIBaHUs, KOUTO MOTAT Aa MPEAU3BUKAT ThKaHHA XUIIOKCHS, KaTo:
- ChpJICYHA WM JUXaTeIHa HEJOCTaThUHOCT,
- npeceH nHGapKT Ha MHOKap/a,
- LIOK.
- YepaoapoOHo yBpexnaHe (Bx. Touka 4.2 u 4.5).
- OcTpa aNKoX0JHa HHTOKCUKAIKS, aJIKOXOIU3BM (BXK. TOUKa 4.5).
- Kepmere (Bk. Touka 4.6).

4.4 ChnenuanaHu npeayrnpesxaeHust U NpeANa3Hil MEePKH NIPH ynoTpeda

Oomm
Komboglyze He TpsiOBa 1a ce M3M0J13Ba [P MAIMEHTH ChC 3aXapeH AuadeT THIT | Wik 3a JICueHHE Ha

nra0deTHa KeToalua03a.

OcCTbp NaHKpeaTUT

VYnorpebara Ha DPP-4 naxuburtopu e cBbp3aHa ¢ pUcK OT pa3BUTHE Ha OCThP MaHKPEATHUT.
[TanmenTure TpsiOBa na ObIAT HHGOPMHUPAHU 32 XapaKTEPHUTE CHMITOMH Ha OCThP MAHKPEATHUT:
MEepCUCTUpALla CHITHA KOpeMHa 0oska. AKO UMa CbMHEHHMS 3a ITAHKPEaTHuT, yrorpebdara Ha TO3U
JIEKapCTBEH MPOJYKT TPsIOBa Aa ce MPEeyCTaHOBH, aKO C€ MOTBBPAM OCTHP MAaHKPEaTHT, yrnoTpedarta Ha
TO3H JIEKapCTBEH MPOAYKT HE TPsOBa Aa ce Bb300HOBABa. HeoOxoarMo € MoBHILICHO BHUMAaHHUE TIPU
MAIMEHTH C aHAMHE3a 33 TAaHKPEATHUT.

B X0Ja Ha NOCTMAPKETUHTOBUSA OITUT CHbC CAKCATJIMIITUH Ca Oounmn C"[>06H_laBaHI/I CIIOHTaHHH HCXKCJIaHU
PCaKl1 Ha OCTHP MMAHKPCATUT.

JlakTaTHa anuno3a

JlakTaTHarta anua03a, MHOTO PAJKO, HO CEPHO3HO META0OIUTHO YCIOKHEHNE, HAali-4eCTO HACThIIBA
IIPY OCTPO BJIOIIaBaHe HAa ObOpeyHaTa QPyHKIHS, KapJHO-PECTUPATOPHO 3200 sIBAaHE MITH CETICHC.
HarpynBanero Ha MeT(OpMHH HACTBIIBA IPH OCTPO BIIOLIaBaHEe HAa ObOpeuHaTa GyHKIUS U
yBEJINYaBa PUCKa OT JaKTaTHA alua03a.

B cnyuaii Ha nexuapaTanus (TeKKa AUapus WM MOBPBIIAHE, TPECKa WM HaMaJIeH IIPHEM Ha
TEYHOCTH), TPSIOBa BpeMEHHO J1a ce crpe mpuema Ha Komboglyze u e npenopbunTenHo aa ce
YCTaHOBHU BPB3Ka C MEAUIIMHCKH CIEUAIIHCT.

[IpueMbT Ha JeKapCTBEHHU MPOIYKTH, KOUTO MOTaT OCTPO Ja YBpeasaT ObOpedHaTa PyHKus (KaTo
aHTHXUNepTeH3uBHU cpeactra, nuyperuii 1 HCIIBC) TpsiOBa fa ce 3amoyHe ¢ MOBHUIIIEHO BHUMaHUE
TIpH MAIUEeHTH, JIEKyBaHU ¢ MeTQopMuH. [pyru puckoBu (hakTopH 3a JIaKTaTHA aln03a ca
MIPEKOMEPEH MPHEM Ha alIKOXO0JI, YePHOJPOOHA HEIOCTATHYHOCT, HEAOCTATHYHO KOHTPOJIUPAH IUa0eT,
KeT03a, MPOIBIKUTEITHO TJIayBaHE W BCAKAKBU CHhCTOSIHHS, CBBP3aHH C XUTTOKCHS, KAKTO U
eTHOBpPEMEHHATa ynoTpeda Ha JeKapCTBEHH MTPOIYKTH, KOUTO MOTaT JIa MPUYUHAT JaKTaTHA alli103a
(Bx. Touka 4.3 n 4.5).

[NanmenTure u/vnu 6onHOTIIEAaYUTE TPsOBa 1a ObAAT MHOPMHUPAHHU 32 PUCKA OT JIAKTATHA allu03a.
JlakTaTHaTa anM03a ce XapaKTepu3upa ¢ aluA0THYHA AUCIHES, KOpeMHa 00JIKa, MyCKYJIHH KpaMIIH,
aCTEHHsI U XUIIOTEPMHS, TIOCJIEABAHU OT KoMa. B cityuail Ha cbMHEHHUE 32 CHMIITOMH MAUEHTHT
TpsiOBa n1a cripe npuema Ha Komboglyze 1 He3abaBHO 1a MOTHpCH Jiekapcka momonl. J[narHocTHIHUTE
1a00paTOpHU HaXOAKH BKIIIOUBAT MOHMKEHO KpbBHO pH (< 7,35), moBuieHa mia3mMeHa
KOHIIEHTpALMs Ha JIaKTaT HaJ 5 mmol/l 1 moBuIlIeHa aHMOHHA Pa3JfKa U ChOTHOIICHHUE
JIAKTaT/IIpyBaT.

bropeuna pynknms
[Tonexe MeThopMHH ce eKcKpeTupa upe3 0b0peka, ObOpeuHara QyHKIHs TpAOBa Ja ce OLeHsBa:
- MIpeIy 3aroYBaHe Ha JICUeHUE U PEIOBHO clie ToBa (BXkK. Touka 4.2, 4.8, 5.1 u 5.2);
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- Hail-manko 2 10 4 mbTH Ha roauHa pu ObOpeuna pynknusa ¢ HuBa Ha GFR 61m3ku 10 HUBaTa
pu yMepeHo ObOpeyHo yBpeKaaHe U IpH MALHEeHTH B CTapUecKa Bb3pacT;
- IIpY TIALMEHTH ¢ yMepeHo 0b0peuHo yBpexaane, kouto umat GFR > 30 no < 45 ml/mun, npu

OTCBHCTBHE Ha JpyrH 3a00JsBaHMSA, KOUTO MOTAT JIa MOBHUILAT PUCKA OT JIAKTalua03a,
nozatae 2,5 mg/1 000 mg nnum 2,5 mg/850 mg Beanwx aHeBHO. He ce mpenopruBa
3aro4BaHe Ha JIeYeHHE TP Te3U MalueHTy. JIedeHneTo Moxe 1a NpoIbJDKU IPH J00pe

nHPOPMHUPAHM  MALUEHTH, IPU CTPOTrO HAOIIOACHHE.
- MeTQOopMuUH € npoTuBonokaszan npu nauuertyu ¢ GFR < 30 ml/mun u TpsidBa na Obae BpeMEeHHO
CHPSIH IIPHU HAJTMYME HA ChCTOSHUS, KOUTO MPOMEHAT ObOpeunaTa GpyHKmsa (BXK. Touka 4.3).

Hamanenata 660peuna GyHKIMS IpYU HALMEHTH B CTapyecKa Bb3PACT € YecTa M aCHMIITOMaTHYHA.
Tps0Ba cnennanHo Aa ce BHUMaBa B ClIyyanTe, B KOUTO ObOpeuHaTa (yHKUUS MOXe Aa Obae
yBpeZeHa — HaIIpUMEp NPH 3a04YBaHe HA aHTUXUIICPTEH3UBHO WIIM IUYPETUYHO JICUCHUE, WIH TIPU
3anousane Ha nedyenue ¢ HCIIBC.

Oneparus
Komboglyze Tpsi6Ba n1a ce cripe mmo BpeMe Ha oreparius 1moj o01ia, CiiHalHa HITH eIy paliHa

aHecTe3us. JledueHHEeTO MOXKe Ja 6’[))16 BB30OHOBEHO HE IMO-paHo OT 48 gaca CJIC oriepanudaTa Uiin
BB30OHOBSBAHETO HA XPpaHCHETO IPE3 yCTa, U IIPpU YCIIOBUC YC 6’B6p€‘lHaTa (I)YHKLU/ISI € OIICHCHA
OTHOBO U € YCTAaHOBCHO, Y€ € CcTa0OuIHA.

[Ipunoxkenne Ha HOAMPAHU KOHTPACTHH BEIIECTBA

BrTpechaoBoTO MpuiIoKeHHe HAa HOAUPAaHU KOHTPACTHHU BEIECTBA MOXKE /1a I0BEE IO KOHTPACT-
WHAyLMpaHa HedponaTus, BOACIIA A0 HATPYNBAaHETO Ha MET()OPMHH U MOBHILEH PUCK OT JIAKTaTHA
annno3a. Komboglyze Tps6Ba na ce cnpe npenu wiy 1o BpeMe Ha mpolenypara 3a oopasHa
JIMarHOCTHKA U He TpsiOBa /1a ce Bb30OHOBSBA 10 Hail-manko 48 Jaca cies ToBa, IPH yCIOBHUE, Ue
ObOpeuHaTa (GyHKLHS € OLEHEeHa OTHOBO U € yCTAaHOBEHO, 4e € cTabmiHa (BX. Touka 4.2 u 4.5).

Hapymenus Ha koxxaTa

OT HEeKTMHUYHU TOKCUKOJIOTUYHH MPOYYBaHMS Ha CAaKCATIMITHH IPU MalMyHH UMa ChOOILCHUS 32
pa3BUTHE HA YJIIEPO3HU M HEKPOTUYHU KOKHHM JIE3UH HAa KpaHUIMTE (BX. ToUKa 5.3). B knuHuuHuTe
MIPOYYBaHUs HE CE€ YCTAHOBSIBA IMOBUIIIEHA YECTOTA Ha pa3BUTHE HA KOXKHH Je3un. IIpu kimaca Ha
naxubutopure Ha DPP-4 nMa onucanu mocTMapKeTHHIOBU ChOOIIECHUS 32 KO>KHU 00puBU. OOpuBHU
CBLIO TaKa ca 0TOeNsI3aHN KaTo HexkennaHa JekapcrBeHa peakuus (HJIP) Ha cakcarnunTus (BX.

touka 4.8). I[lopanu ToBa, ce mpenopbyBa KOHTPOJIUPAHE Ha HAPYLICHUATA OT CTPaHa Ha KOXKaTa -
Oyuu, ynuepanyuy Wil OOpUBHU €IMHHULIM KaTo YacT OT PyTUHHUTE IPHKU 32 MALUEHTUTE C JUaleT.

Bynosen nemduronn

CpobmaBa ce 3a MOCTMapKETHHIOBY CIy4an Ha Oyino3eH neMpuron, N3UCKBAIY XOCIUTATH3aLus,
npu ynorpebara Ha uaxuOuTOpK Ha DPP4, BrimrounTenHo cakcarimuntiH. B cro0menute ciayyau,
MAUEHTUTE OOMKHOBEHO CE MOBIHUABAT OT JOKATHO WM CUCTEMHO HMYHOCYIPECHBHO JICUCHHUE U
IpeycTaHOBsIBaHE Ha mpreMa Ha nHxuOuTopa Ha DPP4. Ako npu nmamuenTa ce mosBiT MeXypH Win
€pO3HHU JOKATO IpHUeMa CaKCArJIMITHH U UMa NMoJo3peHue 3a 0ya03eH neMpurons, IpueMbT Ha TO3U
JIEKapCTBEH MPOIYKT TPsIOBa Ja ce MPEyCTaHOBHU M Ja ce OOMHUCIN KOHCYJITALMS C IEPMaTOoJIOT 32
QUAarHOCTULUPAHE U MOAXOSIIIO JIedeHue (BXK. Touka 4.8).

Peakiinu Ha CBPBEXYYBCTBUTEITHOCT

TBit KaTo TO3U JIEKAPCTBEH MPOAYKT ChABPIKA CAKCATTHUIITHH, TOH HE TPAOBa Ja ce M3MO0JI3Ba IIPH
MAIUeHTH, KOUTO Ca UMAJIH CEPUO3HA PEaKIusl Ha CBPbXIYBCTBUTEITHOCT KbM HHXUOUTOP HA
munentuaun-nentuaasa 4 (DPP4).

C’LO6H.[€HI/I Ca CJICOHUTC HCKCIIAHU JICKAPpCTBCHU PCAKINU IIPU yrIOTpe6a Ha CaKCarJMvIITUH 110 BPpEME
Ha NIOCTMAPKCTHUHIOBUA OIIUT, KOCTO BKIIFOUBA CIIOHTAHHHA C’BOGH_IGHI/ISI u C’LO6H_ICHI/I$I OT KIMHUYHHU
MMpOy4YBaHUA: CCPUO3HU PCAKIIUN HAa CBPBXUYBCTBUTCIIHOCT, BKIIFOUYUTCIIHO aHa(i)I/IJ'IaKTI/ILIHa pcaknuysi,
aHa(l)I/IJ'IaKTI/ILIGH IIOK K aHTHOCICM. Axo ce noao3uvpa CCpruo3Ha peaksd Ha CBPbXUYBCTBUTCIIHOCT
KbM CAaKCArJUIITUH, HA3HAYUCTC MPCKPATABAHEC HA IIpHUEMa Ha TO3U JICKAPCTBCH MPOAYKT, HAIIPABECTC



OLIEHKA Ha JIPYTH MOTCHIIMATHN TPUYNHY 32 ChOUTHETO, M HA3HAYETE AITEPHATUBHO JICUCHUE Ha
muadera (BxK. Touka 4.3 u 4.8).

[IpomsiHa B KIMHUYHOTO CHCTOSHHE MIPY NALIMEHTH C KOHTPOJIMPAH NPEIU TOBA 3axapeH auader Tvm 2
Tl KaTO TO3U JIEKAPCTBEH NPOAYKT ChIbPKa MET(OPMHH, aKO MALHEHT ¢ J0Ope KOHTPOJIMPaH Ipean
ToBa ¢ Komboglyze 3axapen auabet Tun 2, pa3Bue 1a00paTOpHHU OTKIOHEHUS MU KITMHUYHO U3SIBEHO
3a0osaBaHe (0co0OEHO MPH HESICHO U cllabo JeUHUPaHO 3a00IsABaHe), ChIIMAT TPsIOBA CBOEBPEMEHHO
Ila ce u3cienBa 3a Oene3n Ha KeToalua03a Win JakTauuao3a. Onenkara TpsiOBa 1a BKIIOYBA
U3CIeBaHe Ha CEPYMHH €JIEKTPOJINTH U KeTOHH, KpbBHA 3axap M, Ipu nmoka3zanus — pH Ha KpbBTa,
HUBA HA JIAKTaT, MAPyBaT U MeTQOPMHH. AKO Ce pa3BHe KOWTO U Jja € THIl au03a, IPUEMBT Ha TO3H
JIEKapCTBEH MPOIYKT TPsIOBa Aa ce cIpe He3a0aBHO U Aa ce MpeAnpHeMaT ChbOTBETHUTE MEPKH 3a
KOpPEKLHS Ha OTKIOHCHUSTA.

CopaedyHa HEJOCTATHEYHOCT

B ximanunoto m3nurBade SAVOR e HaOmIr01aBaHO MaIKo IMOBHUIIIEHHE HA YECTOTATa Ha
XOCTIMTANIU3ALIMSI, IOPAIU ChPCUHA HETOCTATHYHOCT NP MNALIUEHTUTE, JIEKYBAHU ChC CAKCATJIUIITHH,
B CpaBHEHHE C Mmane0o0, BRIIPEKH Ye He € YCTaHOBEHA IPUYHHHO-CIIC/ICTBEHA BPh3Ka (BXK. TOUKa 5.1).
Heo0xoammo e moBuIlIeHO BHUMaHWE, aKO TO3H JICKAPCTBEH MPOYKT C€ MpUiIara py NarueHTH ¢
M3BECTHU PUCKOBH (haKTOPH 32 XOCIIUTAIN3ANNS TIOPaId ChpAeYHa HEJOCTATHYHOCT, TAKHBA KaTO
aHaMHe3a 3a Chp/IeYHa HeIOCTATHUYHOCT WIIM YMEPEHO JI0 TeXKKO OBOpedHo yBpexkaane. [lanmentuTe
TpsOBa Ja ce MHPOPMHUPAT 3a XapaKTePHUTE CUMIITOMHU Ha ChpJIeYHa HEOCTaThYHOCT U He3a0aBHO /1a
ChOOIIAaBAT MPH MOSBATA HA TAKWBA CUMITTOMH.

Aprpanrus
B moctmapkeTrHroBu choOIIeHNs 3a nHXuOUTOpH HAa DPP4 ce chobmiaBa 3a craBHa 0oJka, KOSITO

MOXKE aa 6’L,Z[e CHJIHa (B)K. TOYKa 48) HaL[I/IeHTI/ITe Ca MOoJy4uIin 00JIEKUCHUE HA CUMIITOMHTE CIICa
MNPCyCTAHOBABAHC HA JICKAPCTBCHUS IIPOAYKT, a IIPU HAKOU CUMIITOMUTC Ca pCUUINBHUPAIIN CICH
MOAHOBABAHC HA JICUCHUCTO CbC ChIIUA WU APYT I/IHXI/I6I/ITOp Ha DPP4. Haganoro Ha cuMnroMure
CJIC 3al1I0YBAHC HaA JICKAPCTBCHATA TCpAIIUA MOXKE Aa 6’[:,[[6 6’Lp30 MK TC MOXKE Ja HACTBIIAT CIICH I10-
MNPpOABJIZKUTCIIHA ICPUOAN HA JICUCHUC. Axo JAaJCH MAallUCHT MOJIY4YU CHUJIHA CTaBHA 60)'[1(3,
MMPpOABJIZKABAHCTO Ha JICKAPCTBCHATA TCpAIllnd TpH6Ba Ja ¢ OLICHU UHAWBUYAJIHO.

HMMyHOKOMIIpOMETHUPAHH HAIIMEHTU

B xnmHMYHATA IporpaMa 3a caKCarJIUNTHH He ca IPaBeHH MPOYYBAHUS PH KMYHOKOMITPOMETHPAHU
MAIUeHTH, HAPUMEp TaKUBa CIIe]l OpraHHa TPAHCIUTAHTAIUS WU ChC CHHpOMA Ha IPpUI00uTaTa
MMyHHA HelocTaTh4HOCT. [lopanu ToBa, edrkacHOCTTa M MPOPUITBT HA OE€30MACHOCT Ha
CaKCArJIUMNTHH MPU TE3U MAUEHTH HE Ca U3BECTHHU.

Ynorpeba ¢ moutau uanykropu Ha CYP 3A4
[TpuemsT Ha unaykropu Ha CYP3A4 kato kapOamasenus, AekcaMmeTa3oH, peHodapOuTai, GeHUTONH
1 pudaMIUIIH MOXE Ja HaMaJId XUIIOTJIMKEMHU3UpaIlus epeKT Ha cCakCarIMOTHH (BX. Touka 4.5).

yHOTDC6a C JCKApCTBCHU MPOAYKTH, 3d KOUTO € M3BCCTHO, Y€ MPHUYIMHABAT XHUITOTTTUKEMHUA
H3BectHO €, UC MHCYJIMHBT U Cy.]'[(i)aHHJ'IypefIHPITe npenapaTt NpeaAn3BUKBAT XUIIOTJIUMKCMUS. Ero
3al10, MOXXE 1a € H606XO,Z[I/IMO H3MOJI3BAHCTO HA MO-HUCKA 103a UHCYJINH WA cyﬂ(baHI/mypeeH
npenapar, Korato C¢ npujiarar B KOM6I/IHaI_II/I$I C Komboglyze, C IICJ]T HaMaJIIBAHC HA PHUCKa 3a
Pa3BUTUC HA XUIIOTJIUKCMUS.

[MoumxaBane Ha HUBOTO/neUIIUT Ha BUTaMuH B12

MetdopMuH MOXKe a MOHWKH CEPyMHUTE HUBA Ha BUTaMuH B12. PUCKBT OT moHMKaBaHe Ha HUBOTO
Ha B12 ce yBenmuaBa ¢ yBennuaBaHe Ha 703aTa METQOPMUH, C IPOIBDKUTEITHOCTTA Ha JICUEHUETO
W/WIK TP MIALUEHTH C PUCKOBU (aKTOPH, 38 KOUTO € U3BECTHO, Y€ MPUYUHSIBAT HEJOCTUT HA BUTAMUH
B12. B cnyyaii Ha CbMHEHHE 32 HEAOCTUT Ha BUTaMHH B12 (kaTo aHeMUS MM HEBPOIIATHSL),
cepyMHHUTE HHMBA Ha BUTaMuH B12 TpsiOBa na ce Habmogasat. Moxe Ja ce HAIOXU HEPHOAUIHO
HabroneHne Ha BUTaMHuH B12 npu nanueHTH ¢ pucKoBU (aKTOpH 3a HEAOCTUT Ha BUTaMHH B12.
Tepanusra ¢ MmeThopMHH TpsIOBa Ja MPOIBIDKH JOKATO ce OoHacA A00pe, He € MPOTHUBOIIOKA3aHa U €




OCUTYPCHO NOAXOAAIIO KOpUTHUPALIO JICUCHUC 3a HECAOCTUT HA BUTAMUH B12 B choTBETCTBHE C
HACTOAMIUTC KIIMHUYHHU YKa3aHHA.

4.5 BzamMmopeiicTBHe ¢ JPYIH JIeKAPCTBEHU MPOAYKTH M APYrd (pOpMH Ha B3auMojelicTBHe

MHOroKpaTHOTO €IHOBPEMEHHO NPUIIOKEHHE Ha CAaKCATrMIITHH (2,5 mg qBa MIbTH AHEBHO) U
metdopmuH (1 000 mg 1Ba MbTH AHEBHO) HE MOBIKSABA 3HAYUMO (PapMaKOKHHETHKATa HUTO Ha
CaKCarJIMOTHH, HATO Ha MET(OPMHH IPH MALUEHTH ChC 3aXapeH JuadeT THII 2.

He ca npoBexnanu oduimanau npoyusanus 3a B3aumoeiicteus ¢ Komboglyze. [lpeacrasenunte
M0-/10JTy JAaHHU OTPa3sBaT HAIWYHATA 38 OTACTHUTE aKTUBHU CyOCTaHLIMU HHPOPMALHSL.

CakcarunTud
OnucanuTe no-A07y KIMHUYHU JaHHU TOBOPSIT, Y€ PUCKBT OT PA3BUTHE HA 38 KIMHUYHO 3HAUYMMU
B3aUMOJICUCTBUS MPU €AHOBPEMEHEH MIPUEM C IPYTH JIEKAPCTBA € HUCHK.

Cakcarnuntus ce Meraboiu3upa rinasHo oT nutoxpoM P450 3A4/5 (CYP3A4/5). Ilpu npoyuBaHus

in vitro CakCarfiunTHH U TIaBHUAT My MeTabomut HuTo maxuoupatr CYP1A2, 2A6, 2B6, 2C8, 2C9,
2C19, 2D6, 2E1 nmu 3A4, uuto unayuupat CYP1A2, 2B6, 2C9 unu 3A4. IIpu npoyuBaHus,
MIPOBEJICHHU TIPH 3/IpaBU T0OPOBOIIIH, (hapMaKOKUHETHKATa HUTO Ha CAKCATJIMIITHH, HUTO Ha TTIAaBHUS
My MeTabOJIUT Ce MOBIHSIBA 3HAYUMO OT MET(HOPMHH, TIIMOCHKIIAMU, TTHOTIINTA30H, TUTOKCHH,
CUMBACTAaTHUH, OMENPAa30JI, aHTHANUIAN Wi GpamMoTuanH. OCBEH TOBAa, CAKCATIUITHH HE TPOMEHS
3HaYUMO (papMaKOKHHETHKATa Ha MET(POPMHUH, TITHOCHKIAMU]], TUOTJINTA30H, TUTOKCHH,
CUMBACTATWH, AKTHBHUTE KOMIIOHEHTH HA KOMOWHUPaH TIepopaieH KOHTPAIIECTITUB (€TaHWIT eCTPAIHOIN
Y HOPTeCTUMAT), TWITHA3EM U KETOKOHA301II.

EnnoBpeMeHHOTO NpHIIOJKEHHE Ha CAKCATIUITHH ¢ yMepeHus: nHxuOuTop Ha CYP3A4/5 nuntnazem
noBumaBa Cmax 1 AUC Ha cakcariunTHH CbOTBETHO ¢ 63 % u 2,1 IbTH KaTO ChOTBETHUTE CTOMHOCTH
3a aKTHBHHS META0OIUT c€ MMOHUKABAT ChC ChOTBETHO 44 % u 34 %.

EnHoBpeMEeHHOTO NPUIIOKEHHE Ha CAKCATIMITHH ¢ MOIIHUS nHXuOuTOop HAa CYP3A4/5 ketokoHazom
noBumaBa Cmax 1 AUC Ha cakcariaunTHH ChOTBETHO ¢ 62 % u 2,5 MBbTH, KaTO ChOTBETHUTE CTOMHOCTHU
3a aKTUBHHS META0OJIUT ca MOHKEHH ChC CHOTBETHO 95 % m 88 %.

EnHoBpeMEHHOTO NPUIIOKEHHE Ha CAKCATIMITHH ¢ MOIIHUS nHAYKTOp Ha CYP3A4/5 pudamnuuma
HaMmairsiBa Cnax 1 AUC Ha cakcarimnTiH ¢bOTBETHO € 53 % u 76 %. Excno3unusita Ha akTUBHUSA
METa0O0JINT 1 HHXMONUPAHETO Ha I1a3MeHara akTuBHOCT Ha DPP4 B no3oBust nnTepBai He ca
MOBIHUSHM OT puamMnuiuH (BX. Touka 4.4).

EnHoBpeMEeHHOTO NpUIIOKEHHE Ha cakcaraunTUH ¢ uHAyKTopu Ha CYP3A4/5, paznuunu ot
pudamnumH (kato kapbamaszenuH, AeKcaMera3oH, penodapouTan u GEeHUTOHNH), HE € MPOYUBAHO U
MOKE J]a TOBEZIE A0 MOHKABaHE HA TUIa3MeHaTa KOHIICHTPALMSI HA CAKCArJIUITHH 1 TIOBUIIABAHE Ha
KOHIIEHTpaLUATa Ha TIaBHUSA My MeTabonut. Ilpu eqHoOBpeMeHeH IprueM Ha CaKCarJUITHH U MOILCH
unaykrop Ha CYP3 A4, rmmkeMUYHUAT KOHTPOJ TPsiOBa BHUMATEIHO /1A CE OLICHSBA.

He ca IMpaBCHU CIICHHAIIHU ITPOYUBAHHNA 3a BIIMAHHUCTO HA TIOTIOHOITYHICHCTO, AUCTAaTa, MpUEMa Ha
OHIIKOBU npernapaTt 1 Ha aJIKOXOJI BbpXY q)apMaKOKI/IHeTI/IKaTa Ha CaKCarjiuIITHhH.

Metdopmun

He ce npenopvusa convmcemeawa ynompeba

Katnonnu BemiecTBa, KOUTO ce ENMMUHMPAT Ipe3 OpOpennTe upe3 TyOynHa cekpenus (Hamp.
LHUMETHUANH) MOTaT Jja B3aMMOAEUCTBAT ¢ MET(OPMHUH Upe3 KOHKYpHpaHe 3a o01m Ob0pedHu TyOyIHH
TpaHcHnopTHH cucteMu. [IpoyuBane, mpoBeaeHO NpU ceeM 3ApaBy T0OPOBOIILH, T0OKa3Ba Y€ MPHUEMBT
Ha uMetuanH 400 mg Ba bTH THEBHO MMOBUIIIaBa CUCTEMHaTa ekcrosuius Ha MeTdopmuH (AUC) ¢
50 % ¥ Ciax — ¢ 81 %. ETO 321110, Ipy €THOBPEMEHHO NPUIIOKEHNE C KATHOHHM JIEKAPCTBEHU
MIPOAYKTH, KOUTO C€ ENMMHUHHpAT Ipe3 ObOpennTe upe3 TyOysiHa cekpenus, TpsOBa 1a ce oOMucIn




CTPUKTHO MPOCJICAABAHC HA INIMKECMUYHHA KOHTPOJI, KOPCKIUA Ha 1034Ta B paMKHUTC Ha
MNpCopHUYUTCIIHATA JO3UPOBKA U IPOMCHU IIPU JICHCHUCTO Ha ,Z[I/Ia6eTa.

Anxoxon

AJKOXO0JTHATAa HHTOKCUKAIUS Ce CBHP3Ba C MOBUIIIEH PUCK OT JIAKTaTHA allu/[032, 0COOCHO B CITyYau Ha
TiIaayBaHe, HeIOXpaHBaHEe MM YePHOAPOOHA HEIOCTATHYHOCT, B PE3YJITAT Ha MpHeMa Ha MeTHOpMUH
— akTuBHa chcTaBka Ha Komboglyze (Bxk. Touka 4.4). KoHcymanusaTa Ha aqKoXoJ ¥ MPUEeMbT Ha
JIEKapPCTBEHU MPOAYKTH, ChABPIKAIIH aJIKOXOJI, TPSOBA J1a ce N30sATBAT.

Hooupanu xonmpacmuu eewecmea

BrTpechnoBoTo npunoxkeHne Ha HOAUpaHU KOHTPACTHHU BEILECTBA MOXKE Jja TOBEJE 10 KOHTPACT-
WHAynHpaHa HedponarTus, BOACIIA A0 HATPYNBAaHETO HA MET(HOPMHH U MOBHIIEH PUCK OT
nakTauupo3a. Komboglyze TpsiOBa 3a1bJKUTENHO Aa ce CIpe Npear KU 10 BpeMe Ha Mpoleaypara
3a 00pa3Ha IMarHOCTHKA U HE TpsAOBa Ja ce Bb30OHOBsBA 10 Hal-MasKo 48 yaca cies ToBa, Ipu
ycnoBue e Op0peuHara GyHKIHS € OLEHeHA OTHOBO U € YCTAaHOBEHO, 4e € cTabuiHa (BXK. Touka 4.2 1
4.4).

Kombunauuu, uzuckeawiu npeonasHu Mmepku npu ynompeba

['mokokopTuKOCTEpOUIUTE (TPHIIATaHW CHCTEMHO WIIH JIOKAJTHO), 0€Ta,-MUMETHUITUTE U JUYPETUIITE
MOBHINIABAT KpbBHATA 3axap. [lanuenTure TpsaOBa na ObAaT MpeaynpexIaBaHu 3a TOBa U KPhbBHATA UM
3axap TpsiOBa Ja ce U3cie/[Ba Mo-4ecTo, 0COOEHO B HAYAJOTO Ha JICYCHUETO C TAKUBA JIEKAPCTBCHH
MPOJYKTH. AKO € HE0OX0IMMO, B X0/ Ha JICYCHUETO C APYTHUS JIEKAPCTBEH MPOAYKT, KAKTO U CIIE]
Kpasi Ha TOBA JICYCHNUE, /103aTa HA AaHTUXUIIEPTINKEMUYHHUS JICKAPCTBEH MPOAYKT TpsiOBa 1a Ob/ie
KOpHUTHpaHa.

Hsikon nekapcTBeHH MPOAYKTH MOTAT Aa Ce OTPa3aT HeOnaronpusaTHO Ha ObOpeuHara GyHKIHs, KOETO
MO’KE Jia YBEJIMYM PUCKA OT JIakTaTHa anno3a, Hanpumep HCIIBC, BKIIOUNTENHO CENEKTUBHU
naxubutopu Ha uukiookcurenasa (COX) I, ACE naxuburtopu, anrnotensut Il penentopan
AHTAaroOHUCTH U AUYPETULH, 0cOOCHO OPUMKOBH auypeTuud. [Ipu 3amouBanero wim ynorpebara Ha
TaKWBa MPOAYKTH B KOMOWHALKS C METPOPMUH € HEOOXOANMO BHUMATEIIHO NpOCceasiBaHe Ha
O0bOpeuHara pyHKIUSL.

4.6 dDepruaurter, )peMEHHOCT H KbPMeHe

Bpemennoct
Ynorpebara Ha Komboglyze wimu cakcarnmuntuH He € TpoydYBaHa Mpu OpeMeHHU JKEHU.

[IpoyuBanusTa MpH )KUBOTHH MOKA3BaT PENPOAYKTUBHA TOKCHYHOCT IPH BUCOKH 03U CaKCATIUIITHH
CaMOCTOSITEITHO WM B KOMOMHAIMS ¢ METGOPMHUH (BXK. Touka 5.3). [loTeHIManHusT pucK Ipu Xopa He
e n3BecTeH. OrpaHuueHUTE TaHHM TIOKA3BaT, ye ynoTpedaTa Ha METQPOPMHUH OT OPEMEHHH JKEHH HE €
CBBbp3aHa C TIOBUILEH PHCK 33 Pa3BUTHE Ha BpoJeHU Mandopmanun. [IpoyuBanusita Ha MeThopMuH
IIpY )KMBOTHHU HE TIOKA3BaT BpeAHHU e(peKTH, CBbp3aHu ¢ OPEMEHHOCTTa, EMOPHOHATHOTO MK
(eTaTHOTO pa3BUTHE, PAKIAHETO WM HEOHATATHOTO pa3BUTHE (BXK. Touka 5.3). To3u nekapcTBeH
MPOLYKT He TpsIOBa J1a ce Impuiiara 1o BpeMe Ha OpeMeHHOCT. AKO MallMeHTKaTa xeae Ja 3ad0peMeHee
WM aKO HACTBIU OPEeMEHHOCT, JICYEHUETO C TO3H JICKApCTBEH NPOAYKT TpsOBa Ja ce MPEeKpaTH
He3a0aBHO U J1a ce MPEeMHUHE KbM JICUEHUE C HHCYIIUH.

Kopmene
[IpoydBaHusATa IpH )KUBOTHH MTOKA3BAT, Y€ CAKCATIHUIITAH U/UIIH META0OIUTHTE MY, U MET(OPMHUH ce

eKCKpeTHpaT B KbpMaTa. He e u3BecTHO Aany mpu Xopa CaKCarjMIITHH Ce eKCKPETUpa B KbpMara, HO
MeTQOPMHUH ce eKCKpeTHpa B MaJIkO KonndecTBo. ETo 3a110, To31 ekapcTBeH MPOAYKT He TpsiOBa aa
ce U3II0J3Ba TIPH JKEHH, KOUTO KBPMAT (BK. Touka 4.3).

depTunurter
EdexTsT Ha cakcarnunTuH BhpXy (hepTHIUTETa IPU X0pa He e poyuBaH. Edektn Bbpxy

q)epTI/IJ'II/ITCTa ca Ha6J’IIO,Z[aBaHI/I OpU MBKKHU U JKCHCKU INUIBXOBC ITPU NPUITOKCHUC BbB BUCOKH 103U,



JaBally SBHU Oelie3d Ha TOKCHYHOCT (BX. Touka 5.3). 3a MeT(hOpMHH NPOYyUBaHUTA IIPH KUBOTHH HE
MOKAa3BaT PENPOLYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

4.7 EdexTu BbpXy crioco0HOCTTA 32 IoupaHe n padoTa ¢ MAIIUHA

CakcariaunTiH Wid MeTGOPMHH UMAaT IPEHEOPEKUMO BIHSHUE BBPXY CIIOCOOHOCTTA 32 Imodupane u
pabora ¢ mamumaK. [Ipn modupane niam paboTta ¢ MamuHU TPsIOBa 1a ce UMa IPEABU, Y€ OT
KJIMHUYHHUTE MPOYYBaHMS Ha CaKCArIMITHH UMa ChOOIIeHHs 3a 3amaiiBane. OCBEH TOBa, MAIIEHTHTE
TpsiOBa 1a ObIAT MpeayNpeXIaBaHu 32 HATMYUETO Ha PUCK 3a Pa3BUTUE HA XUIIOTJIUKEMUS IPU
ynotpeba Ha Komboglyze B komOnHauus ¢ Apyru aHTUAHMA0ETHH JICKAPCTBEHU MPOIYKTH, 38 KOUTO €
W3BECTHO, Y€ MPUYMHABAT XUIIOTJIIMKEMUS (HAIp. HHCYJINH, CyAQaHuIypeiiH Ipenaparn).

4.8 HexesaHu JIeKAPCTBEHH PeaKIuH

He ca mpoBexxnanu TepaneBTUYHN KIMHUYHY MTpoyuBaHus Ha Komboglyze Tabnerku, HO €
ycTaHoBeHo, ue Komboglyze e OnoekBuBalleHTeH Ha CaKCAarTUNTHH U MET()OPMHUH, TIpUITaraHH
€THOBPEMEHHO (BK. TOuka 5.2).

CakcarimunTuH

Pe3some na npoduna na bezonacrnocm

B mect gBoiiHOCTENH, KOHTPOJIUPAHH KIMHUYHYU MPOYYBaHUS 32 0€30MacHOCT U e(pUKacHOCT,
MIPOBEICHHU C L€ OLIEHKA Ha KOHTPOJIa HAa KPpbBHATA 3aXap ChC CAKCATJUITHH, Ca PAHAOMU3UPAHU
4 148 manmeHTH Che 3axapeH auadet Tum 2, BKIIounTeHo u 3 021 manueHTH, JIeKyBaHU ChC
cakcarmunTuH. B pangoMusupanu, KOHTPOJIUPaHU, TBOMHOCIENY KIMHUYHU U3MUTBAHUA
(BKJTFOUMTEITHO OMUTA IIPH pa3pabOTBaHETO U CIIe yCKAaHETO Ha MPOJyKTa Ha 1a3apa) HaJ

17 000 marenTty ¢ muabet THIl 2 ca JeKyBaHU ChC CAaKCATITUITHH.

B c6open ananus Ha 1 681 nauuenTn ¢ nuadeT TUN 2, BKIIOYUTETHO 882 MaleHTH, JIEKyBaHU C 5 mg
CaKCarlMOTHH, PAaHAOMHU3UPAHH B NIET ABOMHOCIENH, MJ1ane00-KOHTPOIUPAHH KIMHUYHN TPOYYBAHUS
3a 6e30macHOCT U e(pUKACHOCT, MPOBEACHH 3a Ja CC OLECHAT eeKTUTE Ha CAKCATJIMITHH BbPXY
TTTUKEMUYHHS KOHTPOJI, 00ILaTa YeCTOTa Ha HEXXEJTaHUTe ChbOUTHS NP MALUEHTHUTE, JIEKYBaHU ChC
CaKCarJIMNTHH 5 Mg, € CXOAHA C Ta3M MpU NpueM Ha rianedo. [Ipu naunenTuTe, JeKyBaHu Cbe
CaKCarJIMOTHH 5 Mg, NPEeKpaTsIBaHETO Ha TePaIusITa 3apaJy HEKENaH! ChOUTHS Ce CITy4Ba MO-4ecTo,
OTKOJIKOTO TIPH MalMeHTUTE, ody4aBany 1amebo (3,3 % cpemry 1,8 %).

Tabruyen cnucvk Ha Hedceranume J1eKapCmeeHu peaxyuu

Hesxenanute nekapcTBeHH peakLnH, CbOOLICHU NIPH > 5 % OT JIEKyBaHUTE ChC CAKCATTIUITHH 5 mg
MAIMEHTH, ¥ C TI0-BUCOKA YECTOTa, OTKOJIKOTO MPH MOTyYaBaIuTe IIanedo MaueHTH, WId ChOOIIECHH
npu > 2 % OT JeKyBaHUTE ChC CaKCArJTUNTHH 5 Mg NalMeHTH, U ¢ 4YeCTOTa, o-BUcoKa ¢ > 1 % or
YyecToTaTa Py MOTyYaBaIMTe IUane0o NanueHTH, ca IpeACTaBeHd B Tabauna 2.

Hexenanute peakmum ca n30pOCHU IO CUCTEMO-OPTaHeH KIIac M a0COIIOTHA YecToTa. YecToTuTe ca
neuHUpaHU KaTo: MHOTO decTH (= 1/10), uectu (= 1/100 mo < 1/10), vewectu (= 1/1 000 mo 1/100),
peaxu (= 1/10 000 mo 1/1 000), maOTO peaxu (< 1/10 000), c HeM3BecTHA YecTOTa (OT HATUIHUTE
JTAaHHH HE MOXe J1a Ob/ie HalpaBeHa OIEHKa).

Tabanna 2 YectoTa HA HeXKeTaHUTE JIEKAPCTBEHH PEaAKIUH 110 CHCTEMO-OPraHeH KJac

CucreMo-opraseH KJac YecToTa HAa He:KeJIaHUTE PEAKIHH CIIOpeN
Hexenana peaknus TepaneBTHYHATA CXeMa
CakcarunTus ¢ MeTdopMun’

Nudexnnn n nndecranun

Wndexunn Ha ropHUTE Yectn
JIUXaTEIHU ITHTHINA

Nudexnnn Ha MHKOYHNTE Yectn
IIBTHUIIA



lactpoenTepur Yectu
Cunysur Yectu
Hazodapunrur Yectn 2
Hapymenusi Ha HepBHATA

cHucTeMa

['maBoOonme Yectu
CroMamHo-4YpeBHHA

HApPYILIEHUs

[ToBpbiiane Yectn

'BKIIIOYBa CaKCArTUIITHH, TOGABEH KbM JIEYEHHE ¢ MET(GOPMHUH, KAKTO U JIEYEHHE ChC CAKCATIIUITHH U MET(HOPMHH,

3aroyHaTo KOMOMHUPAHO.

2Camo 1Ipy JIeYeH e, 3a0YHATO KOMOUHMPAHO.

Hocmmapkemunzoe onum om _KIUHUYHU RPOYYEAHUS. U CHOHIMAHHU CbOOWEeHUS

Ta6mz1ua 3 npeaACTaBsd JOIMMBJIHUTCIIHU HCXKCIIAHU PCAKIIUH, KOUTO Ca C’LO6H_I€HI/I B X044 Ha
MOCMApKCTUHI'OBUSA OIMUT CbC CAKCATJIUIITHH. Yecrotute ca OIIPEACIICHU CIIOPC OIIUTA, HpI/I,Z[O6I/IT B

KIIMHUYHU IPOYyYBaHUS.

Tabanna 3
opraHHa kjaacuukanus

YecToTa HA JOMBJIHUTETHU HEXKEJIAHU JICKAPCTBEHU pEaKIUM IO CUCTEMO-

CucreMo-opraHeH Kjiac
Hesxenana peaxkus

YecToTa HA HEKEJIAHUTE

peakuun'
I'acTpouHTECTUHAIHM HAPYLIEHUSI
I'anene Yectn
[Tankpearur Heuectn
3amnek C HeHW3BeCTHA YeCTOoTa

Hapyumienusi HAa MMYHHaTa cucTeMa

Peakiuy Ha CBPBXUYBCTBHTEIHOCT” (BXK. Heuectn
Touka 4.3 u 4.4)

AHa(UIaKTUYHU PEaKINH, BKIFOUYHUTEITHO Penxu
aHaduIakTH4eH MoK (BK. Touka 4.3 u 4.4)

Hapymienns Ha K0KaTa | MOJKOKHATA ThKaH

Amnrnoenem (Bx. Touka 4.3 u 4.4) Penxu
Hepmatut Heuectu
Cop0Oex Heuectn
O6pus> Yectu
YpTukapus Heuectu

Bynoszen nemurons

C Heu3BeCTHA YECTOTa

! Onenkara Ha uecrorute ce 6a3upa Ha COOPEH aHANN3 OT KIIMHUYHY MPOYYBAHHUS [IPU MOHOTEPAIIUS ChC CAKCATITHIITHH,

CaKCarJMITHH 100aBeH KbM MET(OPMHUH U JICYCHHE ChC CAKCATTIMITHH U MET(OPMHH, 3aIlI0YHATO KaTO KOMOUHUPAHO,

CaKCarJaMNTHH J00aBEeH KbM CyI(aHITypeHI IPOU3BOAHH, CAKCATTIMITHH J00AaBEH KbM THA30IUINHINOH.
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Tesu peakiuy ca HASHTUGUIMPAHH U TI0 BpeMe Ha KIIMHUYHHUTE IPOYYBaHUs NPEM pa3pelaBaHeTo 3a ynoTpeda, Ho He

OTTOBapAT Ha KPUTEPUHTE 32 BKIFOUBAHE B TAOIMIA 2.

Pezynmamu om kaunuunomo usnumearne SAVOR

Knuanunoro n3nursane SAVOR BxirouBa 8 240 manueHTH, JIEKYBaHU ChC CaKCarJUNTHH 5 mg WIN
2,5 mg BemHBK JHEBHO, U § 173 manuenT Ha turane6o. OOmara 4ectoTa Ha HeXKEeNaHu ChbOUTHSI PU
MAIUEHTHTE, JIEKYBAaHU ChC CAKCATJIMIITHH B TOBA KIIMHUYHO M3MTUTBAHE, € MOA00HA Ha Ta3u Ha

miane6o (cboTBeTHO 72,5 % crpsimo 72,2 % ).

UYecrorara Ha CHOUTHSA, OTJAaBaHH Ha MaHKpeaTHT, € 0,3 % KakTo IpH JIeKyBaHUTE ChC CAKCATIIUIITHH
MAIUeHTH, TaKa U MPH MAIUSHTHUTE Ha TU1ane0o B MOIyIanusTa intent-to-treat.



YectoTaTa Ha PCAKIIUUTC HAa CBPBXYYBCTBUTCIHOCT € 1,1 % KakTo IIpU JICKYBAHUTC CHC CAKCAIJIMIITUH
ManucHTH, TaKa U IIPU MAMUCHTUTC Ha HJ'IaLIe60.

Ob6mrara yecToTa Ha ChOOIICHA XUITOTITUKeMHs (0TOeII3BaHa B ©)KCTHECBHUIINTECHA AIUCHTUTE) ©

17,1 % nipu numara, JeKyBaHU ChC cakcarmunTuH, U 14,8 % npu manuenTtute Ha miarebo. [IporeHTsT
Ha JIMIaTa, ChOOIIMIN ChOUTHS Ha 3HAYUTEITHA XUTIOTJIMKEMHS 10 BpEMe Ha JIeUeHHETOo (IepuHrpaHa
KaTo CHOWTHE, KOETO M3MCKBA IIOMOII OT IPYT YOBEK), € T0-BIUCOK B IpymaTa ChC CaKCATJIUIITHH,
OTKOJIKOTO B rpymarta ¢ miane6o (ceorBeTHo 2,1 % u 1,6 %). IloBummeHusT pruck ot odia
XUIOTIIUKEMUS ¥ 3HAYUTEITHA XUTIOTJIMKeMUs1, HaOJIoaBaH B rpymara, JIeKyBaHa ChC CAKCATJIHITTHH,
BB3HUKBA MPEAUMHO IMPH JIULA, JIeKyBaHU cb¢ CY Ha W3XOAHO HUBO, HO HE U MPH JIULIA Ha
MOHOTEpAITUs C HHCYJIWH WM MeT(QOPMHH Ha U3XOAHO HHUBO. [[oBUIIEHUAT pUCK OT 00IIIa 1
3HAYUTEITHA XUTIOTJIMKeMUs € HaOronaBaH npeauMao pu mna ¢ A1C < 7 % Ha U3X0IHO HUBO.

Hamanen 0poii mumdornutu ce cpobmasa npu 0,5 % OT nanueHTuTe, JeKyBaH! ChC CaKCarIuITHH, U
npu 0,4 % oT manuenTuTe Ha rIaneo.

Xocnuranu3zanus Iopajay ChpAedHa HeJOCTAaThYHOCT € Ha0Ilo/JaBaHa IMO-4eCTO B rpymaTa ChC
cakcarmuntaH (3,5 %), B cpaBHEHHE ¢ TpymnaTa Ha tiane6o (2,8 %), c HOMHHATHA CTaTHCTUYeCKa

3HAYMMOCT B 10J13a Ha miane6o [HR=1,27; 95 % CI 1,07; 1,51); P=0,007]. BrmxTe cbimo Touka 5.1.

Onucanue nHa u3bpanu Hedceaany peaKyuu

Hexenanure C’L6I/ITH$I, 3a KOUTO U3CJIICAOBATCINTEC Ca CMATAJIN, Y€ Hali-MaJIKOTO € Bb3MOKHO Ja ca
CBBP3aHU C JICKAPCTBOTO, U KOUTO Ca C’BO6I]_[6HI/I IIpU MOHE JIBaMa JICKYBaHH CHC CaKCAIlJIUIITUH 5 mg
MAalUCHTH MMOBCYUC B CPABHCHUC C KOHTPOJHUTC MMALUCHTH, Ca OIMMCAHU IMO-A0JYy CIIOPpCH
TCpariCBTUIHATA CXEMaA.

Karo moHoTepanus: 3amMaiiBaHe (4€CTO) U OTHAIHAIIOCT (YECTO).
[Ipu mobGaBsiHE Ha CaKCATJIUIITHH KbM JICYeHHE C MET(QOPMHH: JUCTICTICUS (YECTO) U MUAITHH (Y4ECTO).

B xomOunanus ¢ MeTOpMUH U3XOAHO: TACTPUT (UECTO), apTpairus™® (He4ecTo), MUaNTHs (HE4eCTO) U
epeKTHIIHA JUCYHKIMA (HEIECTO).

[Ipu nobaBsiHe KbM MeTHOPMUH U CyI(aHMITypEeeH Mpenapart: 3aMaliBane (4ecTo), OTIagHaIOCT
(uecto) u puaryneHus (4€CTo).

* ApTpanrus ce cho0IaBa ChIIO U IPH MOCTMAPKETHHIOBO HaOmoneHue (BX. Touka 4.4).

Xunoenuxemus

OrneHkaTa Ha XUTIOTJIIMKEMISITa KaTO HeXellaHa Peakus € Bb3 OCHOBA Ha BCHYKH CHhOOIIEHHMS 32
pa3BUTHE Ha XUMOTIUKEMHUS; HE € M3UCKBAHO YCIIOPEIHO U3MEpPBaHe Ha KOHIICHTPANKATa Ha KPhBHA
3axap. UeCcTOTUTE Ha pa3BUTHE HAa XUIIOTJIMKEMHS 33 CAKCATJIMIITAH 5 mg U 3a 1iamnedo Kato
JOIBJIBAILO JIEYEHHE KbM MeT(HOPMUH ca chOTBETHO 5,8 % u 5 %. UectoTuTe HA pa3BUTHE HA
XUnornukeMus ca 3,4 % npu HelleKyBaHU MPEIN TOBA MAIMEHTH, TOTyYaBalld CAKCATJIUIITHH 5 mg
roc metdopmuH, u 4,0 % npu manueHTH camo Ha MetdopmuH. KoraTto ce u3nomn3Ba kaTo
JOITBJTHEHUE KBbM JICUEHUETO C HHCYIIWH (ChC WU 6e3 MeT(hOpMHH), 00IIIaTa 4eCTOTa Ha ChOOIIEHUATA
3a xunornukemus e 18,4 % 3a cakcarmmnTid 5 mg u 19,9 % 3a numane6o.

[Ipu nobaBsiHe KbM MET(HOPMHH IUTIOC CyNi(aHUIYpEEH Mpenapar, o0Iara 4ecToTa Ha ChbOOLIeHUATa
3a pazButTHe Ha xunoriukemus e 10,1 % 3a cakcarnmunTun 5 mg u 6,3 % 3a maneoo.

Hscneosanus

B paznuuHuTe KIMHIYHN TPOYYBAHUS YECTOTaTa HA HEXKEITAHUTE CHOUTHUS, CBBP3aHHU C
Tab0opaTOPHUTE MOKA3aTeINH, € CXOHA MPH MAIMEHTHUTE, JIEKYBAaHU ChC CAKCATJIMIITHH 5 mg, U
MAIUEHTHUTE, MOTyYaBalu 1iare0o. Y CTaHOBEHO € JISKO IMOHMKaBaHe Ha a0COMIOTHHSI Opoil Ha
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muMmdorurute. OT U3X0EH cpereH adbcomoTeH Opoil Ha IMMGPOLUUTHTE TPUOIU3UTEITHO

2 200 xnetku/pl, maane60-KOHTPOIUPAHHUAT COOPEH aHAIHM3 MTOKa3Ba CPEJHO MOHMKABAHE OT
npubmmsutenso 100 knetku/pl B cpaBHeHue ¢ mane6o. CpeaHusaT abconoten auMdonuren Opoit
ocTaBa cTaOWJICH NIPH ©KEAHEBEH NpHeM B npoabbkerne Ha 102 cenmunu. [lonnxkaBaneto Ha
muMQonUTHUS Opoii HE € CBBP3aHO ¢ KIMHUYHO 3HAYMMHU HEXeNaH! peakuuy. KIIMHIYHOTO 3HaueHue
Ha TOBa MOHM)XaBaHE Ha JTMMQOLUTHUS Opoli B CpaBHEHHUE € TIAe00 He € SICHO.

Merdopmun

Hannu om krunuunume npoy4eanus u NOCMMAPKEMUH208U OaHHU

Tabauna 4 npencTaBs HEXXEIAHUTE JIEKAPCTBEHU PEAKLIUH [0 CHCTEMO-OPraHeH KJIAc U CIIOpex
KaTeropuuTe 1o yectoTa. Kareropumure mo 4ecToTa ca onpeneneHd Bb3 OCHOBAa Ha MH(POPMAIUITa OT
Kparkara xapakreprcTuka Ha IpoayKTa MeT¢popMuH B EBponeiickus chio3.

Tabamna 4 Yectora Ha pa3BUTHE HA HEXKEJTAHU JIEKAPCTBEHH PEaKINU B KJIMHUYHHA
NPOYYBAHMS M Mpe3 MOCTMAPKEeTHHTOBHSA NePHO

CucreMo-opraseH Kjac Yecrora
Hexenana peakuus

Hapymenusi Ha MeTa00JIM3Ma U XPaHEHETO

[NonmxkaBane/nedunut Ha Buramuu B12 Yectn
Jlakramumosa MHoro psiiKo
HapymeHnusi Ha HepBHaTa cUCTEMa

MertaieH BKyc Yecro
CTOMaIIHO-YPEeBHU HAPYIIEHUS

CTOMaNIHO-YpEBHH CHMOTOMH ' MHoro gecto
XenaToOMIHAPHHM HAPYIUICHUS

Hapymenuns Ha uepHOApoOHaTa QYHKITUS, XENATHT MHoro panko
Hapyumienusi Ha K0:KaTa M NOJKOKHATA ThKaH

YpTukapus, eputem, NpypuTyc MHOT0 PsIIKO

! CToManHo-4peBHE CHMIITOMH KATO TajIeHe, OBPBIIAHE, TApHsi, GONKU B KOpeMa U 3ary0a Ha alleTUT Ce Pa3BUBAT

Hal-49ecTo IIpH 3a1I0YBAHE HA JICYUCHUETO U B MTOBEYCTO CJIy4and OT3BY4YaBAT CIOHTAHHO.

C’BO6H_IaBaH€ Ha 1Imoa03rupaHd HEXCIIaHW PCAKITUHN

C’LO6H_IaBaHeTO Ha MOAO03UPAHU HCKCIIAHNU PCAKIIUU CJIIC pa3pClIaBaHC 3a yHOTp€6a Ha JICKApCTBCHUA
MNPOAYKT € BaKHO. ToBa no3BossiBa Aa MpoabJIIKA Ha6J’IIO,I[eHHCTO Ha CbOTHOIICHUETO HOJ'I3a/pI/ICK 3a
JICKaApCTBCHUA MTPOAYKT. Or MCIUIIMHCKUTEC CIICHUAJIMCTH CE U3MCKBA Ja C”bO6H.[aBaT BCsiKa
Ioao3rpaHa HEXKEJIaHa pC€aKusa Yp€3 HallHOHAJIHA CUCTEMA 3a C'I:O6H.[aBaHe, IIOCOYCHA B

[Ipunoxenue V.

4.9 TIlpeno3mpane
Jluncear nanHm 1o oTHOIIEHUE Ha mpeno3upane ¢ Komboglyze.

CakcarnuntuH

JlanHWTE TIOKA3BaT, Ye MPHET Ipe3 yCcTaTa, CAaKCArJIMITHH € ¢ J00pa TOHOCUMOCT, 06€3 KIIMHUYHO
3HauuMH edektn Bepxy QTc-uHTepBaa Win ChpAeYHaTa YeCTOTa Py epopaiau 1034 10 400 mg
JTHEBHO B IPOABIDKEHUE Ha JBe ceamuin (80 bTH MO-BUCOKH OT IperopbhyaHaTa 103a). B ciyyaii Ha
TpeIo3upaHe, cIe/Ba J1a Ce 3all0YHE CHOTBETHO Ha KIIMHUYHOTO CHhCTOSTHUE HA TIAI[NeHTA
moIbpaKanto JedeHue. CakCariuiTHH U TIaBHUAT My MeTa0OIIUT MOTAaT Ja C€ OTCTPaHsBAaT NpU
xemoaunanuza (23 % ot mo3ara 3a 4 Jaca).

Merdopmun

MacuBHOTO npeao3upaHe ¢ MeT(bOpMI/IH HJIN HAJTMYUECTO HA pPUCKOBU q)aKTopI/I Morart ga J0B€aaT 10
PAa3BUTUC HA JIAKTAIIMA034a. .HaKTaL[I/I,Z[OBaTa € CIICIIHO CHhCTOSAHUEC U TpH6Ba Ja C¢ JICKYBa B 60J'IHI/II_Ia.
Haﬁ—e(bHKaCHI/IﬂT MCTO/J 3a OTCTpAHABAHC HA JIAKTATa U MeT(i)OpMI/IHa € XeMoauajm3ara.


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakogUHAMHYHH CBOIiCTBA

dapmakoTepaneBTHuHa rpyna: JlekapcTsa, H3MOA3BaHH MIPU 3aXapeH auadeT, KoMOMHAaLUHU Ha
MIEpPOPATTHY JIEKAPCTBA, OHMKAaBAIlM HUBOTO Ha Iiroko3aTa B KpbBTa, ATC xox: A10BD10.

Mexanu3bpM Ha AeiicTBUe U (hapMaKOAMHAMUYHU ePEKTH

Komboglyze e koMOuHanmst OT [Ba aHTUXHUITEPTINKEMUYHH JIEKAPCTBEHH MPOAYKTA C TOBJIBAIIH CE
MeXaHU3MH Ha JIeHCTBHE, TOJ0o0psIBaIll KOHTPOJIa Ha KPhBHATA 3aXap NP MAIMEeHTH ChC 3aXapeH
nua0eT THIT 2: CaKCarJIMIITHH — HHXUOUTOp Ha munentuamwi-nientuaasa 4 (DPP-4), u merdhopmun
XHUJIPOXIIOPU/I — TIPEACTABUTEIN HA KiTaca Ha OUTBaHUINTE.

Caxcaznunmun

Cakcarnuntus e Bucoko aktuseH (Ki: 1,3 nM), cenektuBeH, 00OpaTuM, KOHKYpEHTEH HHXUOUTOP HA
nunentuauia-nentugasa 4 (DPP-4). Ilpu nanuenTu cbe 3axapeH AnabeT TuM 2 mpueMbT Ha
CaKCarJUITHH BOJY JI0 MHXUOMpaHe Ha akTUBHOCTTa Ha DPP-4 3a mepuon ot 24 gaca. Cren
nepopayHo 00peMEHsIBaHe € TII0K03a, To3U HHXHOUTOp Ha DPP-4 npennsBuksa 2- 10 3-kpaTHO
MOBHIIIABaHE HA HUBATa Ha MHKPETUHUTE, BKIIOYUTEIHO U Ha TiokaroHonogoonus nentun 1 (GLP-1)
U Ha TIII0K0303aBUCUMHUA HHCYTHMHOTponeH nonunentun (GIP), noHmwkaBane Ha KOHIEHTpALHUATa HA
[JIIOKAaroH M NOBUIIABAHE Ha INII0OK0303aBUCUMUS OeTa-KJIEThYEeH OTTOBOP, KOETO BOJIH 110
MOBUINIABaHE HAa KOHLEHTpauuTe Ha HHCYIUH U C-nientua. [loBuinenara cexpenus Ha MHCYJIUH OT
MaHKpeacHNUTe OeTa-KIETKH U MOHM)KEHATa CEKpelMs Ha TIIOKAroH OT MaHKpeacHUTe anda-KIeTKH ca
CBBP3aHH C MO-HUCKH CTOMHOCTH Ha KpbBHATA 3aXap Ha IIaAHO U MOHWKEHHU BapHalliy B HUBOTO Ha
KpBbBHATa 3axap cje]] IepopaiHo oOpeMeHsIBaHe C III0K03a WM ciied XpaHeHe. [Ipu nanueHTy cbe
3axapeH JuadeT THIl 2, CaKCarJUITHH MoJ00psBa KOHTPOJa HAa KpbBHATA 3axap Ype3 MOHMKaBaHEe Ha
HUBaTa ¥ Ha TTIaHO U CJIE/ XpaHEHe.

Memepopmun

MCT(bOpMI/IH (S 6I/II‘BaHI/I,Z[I/IH C AaHTUXUIICPITTUKCMHUYCH C(I)GKT, KOHTO IIOHIKaBa KaKTO 6a3aJ1HaTa, TakKa
U IOoCTHpaHAHaIHATA KOHIICHTpAallld Ha KPbBHATA 3axap. Toit HE CTUMYJIMpa CCKPCUUATA HAa UHCYJIINH
1 CJICJ0BATCIIHO HE BOAU JO XUIIOTIIMKEMU.

MetdopmuH Moxe Ja JeiicTBa 10 TPU MEXaHHU3Ma!

- Yype3 HaMalsiBaHe Ha YePHOAPOOHATA MPOAYKIHS Ha [II0K03a Yype3 HHXHOUpaHe Ha
[JIIOKOHEOTeHe3aTa U INIMKOTr €HOIN3aTa B MyCKYJIUTE;

- Ype3 YMEpEeHO MOBUIIABAHE HA YyBCTBUTEIHOCTTA KbM HHCYJIMH, C KOETO ce€ Moao0psiBa
nepugepHOTO 3aXBallaHe Ha TII0K03a U ONOI30TBOPSIBAHETO H;

- ype3 3a0aBsHe HA YpeBHATA PE30POLMS Ha TIIIOKO3a.

MetdopMuH cTUMYyTUpa BETPEKICThUHATA CHHTE3a HA TJIMKOT'CH Ype3 Bb3ACHCTBUE BBPXY IIIMKOTEH
cuHTa3aTa. MeTdOpMHUH MOBHUILIABA TPAHCHOPTHHUS KaaUTeT Ha CICHU(PHUYHI TUIIOBE MEMOpPaHHU
rmoko3Hu Tpancnoptepu (GLUT-1 u GLUT-4).

[Ipu xopa, HE3aBUCHMO OT BB3ACHCTBUETO BPXY HUBOTO Ha KpbBHATA 3aXap, MET(POPMUH UMa
OnaronpuaTHU e(heKTH BBPXY JMIUIHUS MeTa00au3bM. ToBa € TOKa3aHO C TepalleBTHYHH 03U B
KOHTPOJIMPAHU CPEIHOCPOUYHH U IBJITOCPOYHH KIMHUYHH IPOYYBaHUS: MET(OPMHH HaMalsBa
croifHocTuTe Ha oowws xonectepoi, LDL-C u tpurnuuepuanTe.

Knunanyna edukacHocT 1 6€30macHOCT

B pangomusupanu, KOHTPOIUPAHH, ABOHHOCIEIH KJIMHUYHU U3NUTBAHUS (BKJIIOYUTEIHO ONUTA IPU
pa3paboTBaHETO U Cle] MyCKaHeTo Ha MPOAyKTa Ha nmasapa) Hag 17 000 nanuenTu ¢ nuabet Tun 2 ca
JIEKyBaHU ChC CAKCATJIMIITHH.




Caxcaznunmun @ KOMOUHAWUS ¢ MEMBOPMUH 30 2IUKEMUYEH KOHMPOT

EnHOBpeMEHHOTO MPUIIOKEHNE HA CAKCATIMIITHH U MET(OPMHUH € IPOY4BaHO MPHU MALUEHTH ChC
3axapeH AuadeT THIl 2 ¢ HeaJAeKBaTeH KOHTPOJI Ha JuadeTa Ipyu MOHOTepanus ¢ MeTQpOpPMUH, KaKTO U
IIpY HEJIEKYBaHU MEAMKAMEHTO3HO NalMeHTH ChC 3aXapeH IualeT THI 2 ¢ HeaAeKBaTeH KOHTPOJ Ha
nrabeTa caMmo ¢ AueTa U pu3nyecka akTUBHOCT. JIeueHHeTo ¢he CakCarIunTHH 5 mg eAHOKPATHO
JHEBHO BOJM 10 KIIMHUYHO M CTATUCTUYECKU 3HAUMMO MOA0OpEHNE B KOHIICHTPALMATA Ha
xemorinobun Alc (HbAlc), koHueHTpauusaTa Ha KpbBHaTa 3axap Ha riaaHo (fasting plasma glucose,
FPQG) n noctnpanauanno (postprandial plasma glucose, PPG), B cpaBHeHue ¢ miane6o B KoMOMHAIUS
¢ MeThOopMHUH (KaTo U3XOAHO KOMOMHHUPAHO JICUCHHE MITH KaTO JOIBIHEHUE KbM JICYEHHETO).
HamansBane Ha koHIeHTpanuaTa Ha Alc ce yCTaHOBsIBa BB BCUUKH MOATPYIH IO MOJI, BB3PacT,
pacoBa npuHaanexxHocT 1 u3xonen BMI. IlonmkaBaHeTo Ha TEIECHOTO TETJIO B TepaleBTUYHATA
rpyla Ha CaKCarJIMOTHH B KOMOWHAIMA ¢ MET(OPMHUH € CXOAHO C TOBA B TPYIIUTE HA MOHOTEPAITHS C
MeTdopMuH. JIeYeHHETO ChC CAKCATIMIITHH IUIIOC MET(GOPMHH HE Ce pa3indaBa 3Ha4uMO OT
MOHOTEpaIusITa ¢ MET(OPMHH IO OTHOILICHHE Ha MIPOMSIHA B U3XOIHATA CTOMHOCT Ha JUMUANTE B
cepyM Ha TJIaJiHo.

Caxcaznunmun, Kamo 0ONvbABAWA MEPAnus KoM Mem@opmun

[IpoBeneHo e 24-ceqMUYHO MIane00-KOHTPOIUPAHO KIMHUYHO U3NUTBAHE 3a 00aBsSHE Ha
CaKCarJIMOTHH KbM JICYCHUETO ¢ MET(hOPMHH, C LIeJI OLIEHKa Ha e(pHKaCHOCTTa U 0€30MMacHOCTTa Ha
CaKCarJIMOTHH B KOMOMHAIMA ¢ MET(OPMHUH, IIPH NALMEHTH C HEaleKBaTeH KOHTPOJI Ha KpbBHATA
3axap (HbAlc 7-10 %) na ¢pona Ha MmoHOTepanus ¢ meTdpopmuH. B cpaBaenue ¢ miaunebo (n=175),
NpUEeMbT Ha cakcarmunTuH (n=186) Boan A0 3HAYMTENTHO NOAOOPEHHE 110 OTHOILICHHUE HA
koHueHTpanusTa Ha HbA lc, kppBHaTa 3axap Ha rianHo (fasting plasma glucose, FPG) n
noctupanauanto (postprandial plasma glucose, PPG). Cnexn neuenne cbe cakcarlunTUH 5 mg IITI0C
MeTdopMuH, nogodperneTo no otHomenue Ha HbA lc, koHLleHTpauusTa Ha KpbBHATA 3aXap
MOCTHPAaHANAIHO U Ha TJIaJHO ce 3aabpxa 1o cenmuna 102. [Ipomsinara B HuBoto Ha HbAlc mpu
MalMEeHTUTE Ha CAKCArJIMNTHH 5 mg mioc MeTdpopmuH (n=31), B cpaBHEHHUE C TOBA MPH NALUEHTHTE
Ha 1utare6o mrtoc merdopmuH (n=15), e —0,8 % Ha ceqmuma 102.

Caxcaznunmun 08a nbmu OHe8HO, KAMo 0ONBABAWA THEPANUsL KbM MeM@OPMUH

3a oueHKa Ha eUKacCHOCTTa U 0€30MacHOCTTa Ha CAaKCArIMNTHH 2,5 mg 1Ba IbTH AHEBHO B
KoMOMHanus ¢ MeTQpOPMHUH NPH NALMEHTH C HeaJleKBaTeH KOHTPOJ Ha KpbBHaTa 3axap (HbAlc

7-10 %) Ha ¢oHa Ha MOHOTEpanHs ¢ METHOPMHH, € IPOBEACHO 12-ceqMUYHO MIaned0-KOHTPOIUPAHO
KIMHAYHO M3MIUTBaHE 32 100aBsSHE Ha CAaKCArJIMIITHH KbM MOHOTepamus ¢ MeTdopmuH. Crexn

12 cenqmuiy, NaMEHTUTE B IpyTnaTa Ha CaKCariaunTyH (n=74) ca UMajy Mo-ToJsiMa CPEeAHa PeAYKIHS
Ha HbAlc B cpaBHEHHE C U3XOAHATA CTOWHOCT, OTKOJIKOTO MAL[EHTUTE B rpynara Ha mianebo (n=86)
(cvotBeTHO -0,6 % cpemy -0,2 %, pasznuka ot -0,34 % 3a cpenna u3zxonHa koHueHTpanust Ha HbAlc
7,9 % B rpynara Ha cakcarnuntuH u 8,0 % B rpynara Ha riane0o), 1 no-roisiMa peaykuus na FPG
(-13,73 mg/dl cnpsmo -4,22 mg/dl), Ho 6e3 cratuctruecka 3Hagnumoct (p=0.12, 95 % CI [-21,68;
2,60]).

Caxcaznunmun, Kamo 0ONvABAWA MEPANUs KoM MEM@POPMUH, & CPABHEHUE CbC CYLPAHUTYPeHU
NPOU3BOOHU, KAMO OONBABAWA MEPANUSL KbM MempopMuH

[IpoBeneHo e 52-ceAMUYHO MPOYYBaHE 3a OLIEHKA Ha ePUKACHOCTTA M 0E30IacHOCTTa Ha
CakcarJIMOTHH 5 mg B KoMOuHauus ¢ MeTgopMuH (428 manueHT) B CpaBHEHUE ChC CyIpaHmTypeiHu
MPOU3BOAHHU (TIIMIU3KUA, 5 ME TUTPHPAH KaKTO € HeoOxonumo a0 20 mg, cpeaHa ao3a ot 15 mg) B
koMOuHanus ¢ Merdopmud (430 nauueHTn) npu 858 MaMeHTH ¢ HeaJeKBaTeH IMKEMHYeH KOHTPOI
(HbAlc 6,5-10 %) mpu monotepanus ¢ merdpopmut. CpenHaTa 103a Ha MeTopMHH € Onia
npubnuzutenso 1 900 mg BB Beska OT rpynuTe Ha Jgedenue. Cuen 52 cenMUIy, IpU TPyIUTE Ha
CaKCarJIMOTHH U Ha TIHUIU3U € UMAJIO TOJOOHO CPeJHO HaMaJICHHE CIPSIMO U3XOIHUTE CTOMHOCTH Ha
HbA 1c nmpu ananuz cnopen nporokouna (ceotBeTHO -0,7 % cpsimo -0,8 %, cpeaHu u3X0oaHN
croitnoctu HbAlc ot 7,5 % 3a nBere rpynn). Intent-to-treat aHanu3bT OKa3a CbOTBETCTBAIIN
pesynratu. Hamanenuero Ha FPG e 6ui0 Manko mo-HHCKO B IpyIiaTa Ha CaKCArJMIITHH U B Hesl €
MMaJIo MoBeYe NpeKpaTsBaHus Ha JeueHneTo (3,5 % crpsamo 1,2 %) nopaau jurica Ha eUKaCHOCT
BB3 ocHOBa Ha FPG kputepus o BpeMe Ha MbpBUTE 24 ceAMUIM Ha TpoyuBaHeTo. ChINo, KaTo
pe3yaTaT OT CaKCAIJIMIITHH, 3HAYUMO MTO-HUCHK MPOLEHT MALMEHTH Cca MOIYYHIN XUIIOTIUKEMHUS, 3 %o

15



(19 cnyuas npu 13 manuentn) cupsmo 36,3 % (750 cnyqas npu 156 nmanuenTH) 3a TIUIU3UA.
[TarmenTute, 1eKyBaHU ChC CAKCATJIMITHH, Ca TIOKA3aJIM 3HAYUMO MOHIKEHHUE OT U3XOJHOTO HUBO HA
TEJIECHOTO TErJIO B CPaBHEHME C MOBUIIABAHE HA TETJIOTO NPY MALMEHTH, HA KOUTO € MPUIIOKEH
rimnusug (-1,1

capsamo +1,1 kg).

Caxcaznunmun, Kamo 0ONvABAWA MePanusi KoM MEM@POPMUH, 8 CPAGHEHUE CbC CUMALTURMUH, KAMO
donvisawa mepanus KoM MempopmMuH

[IpoBeneHo e 18-ceAMUYHO KIMHMYHO U3MUTBAHE 3a OLIEHKA HA eUKACHOCTTa M OE30MaCHOCTTA Ha
CakcarJIMOTHH 5 mg B KoMOuHaIMs ¢ MeThopMmuH (403 manueHTH), B CpaBHEHHE CbC CUTATIUIITHH
100 mg B komOunanus ¢ Mmergopmut (398 naumentn), npu 801 manueHTH ¢ HeaJeKBaTeH MINKEMHUYCH
KOHTPOJ IpH MOHOTepanus ¢ MeTdopmuH. Cren 18 ceamuiy, cakcarIuoTHH € OMIT He TTO-MaJIKo
eeKTHBEH OT CUTATIUITHH B CPETHOTO HAMAJIEHUE OT W3XoAHuTe cToiiHocT Ha HbAlc, kakTo B
aHaJM3a Cropel MPOTOKOJI, TaKa M PH IIbJIHKUSA Ha0op aHanu3u. HamaneHneTo ot u3xoqHure
croitHoctn Ha HbA lc 3a cakcarlUNTUH U CUTATJUITHH B IBPBUYHMS aHAU3 CIIOpe]] IPOTOKOJA €
6uno crotBeTHO -0,5 % (cpenHo u meauana) u -0,6 % (cpenHo u Meanana). [Ipu noTBbpAUTENHUSL
IThJIEH HA0Op OT aHaJM3H, CpeAHOTO HamaneHue e omno -0,4 % u -0,6 %, ChOTBETHO 3a CaKCATTUIITHH
W CUTAarJMIITHH, C MeANaHa Ha HamaneHueto -0,5 % 3a aBere rpynu.

Caxcaznunmun ¢ KOMOUHAYUS C MEMPOPMUH KAMO HAYATHO Jeyenue

[Ipu HenmeKyBaHU MAlMEHTH C JIOLI KOHTpoI Ha KpbBHaTa 3axap (HbAlc 8-12 %), e mpoBeneHo 24-
CeIMUYHO M3MHUTBAHE 3a OLIEHKAa Ha e(pUKACHOCTTA U 0€30MaCHOCTTa HA JIEYCHUETO ChC CAKCATIUIITHH
5 mg u MeThopMHH KaTo HayanHa KomOuHamA. B cpaBaenue ¢ merdopmun (n=313) nim
cakcariunTH (n=317) caMOCTOSTEIHO KaTO HAYaJIHO JICUCHHE, HayalHaTa KOMOMHUpaHa Tepanus CbC
cakcarlnTuH 5 mg mmoc MetdopmuH (n=306) moka3Ba 3HAYUMO MOJOOPEHUE IO OTHOLICHUE HA
HuBoto Ha HbAlc, croiiHOCTUTE Ha KpbBHATA 3aXap Ha IIafHO U nmoctnpaHananto. IloHmwkaBane Ha
croitHocTuTe Ha HbA 1C OT ceqmuia 24, B cpaBHEHUE C U3XOAHUTE, € HAOI0JaBaHO BHB BCUYKH
OLICHSIBaHU TOATPYIH, Ae(UHUPAHU Bb3 OCHOBA Ha M3XoJHaTa croiHOCT Ha HbAlc, kato Haii-ronsmo
MOHM)XEHHUE B CPAaBHEHHE C M3XOAHATa CTOWHOCT € HaOJltoJaBaHo Mpy nanueHTute ¢ u3xoaen HbAlc
> 10 % (Bx. Tabnuna 5). Cren npueM Ha CakCarJUINTHH B KOMOMHALUS C MET()OPMHH KaTo HA4aJIHO
JedeHne nogoopenneTo no ornomenue Ha HbA lc, koHLIeHTpaLusITa Ha KpbBHATA 3axap
MOCTIPAaHANAIHO U Ha TIaJHO ce 3aabpxa 1o cenmuna 76. [Ipomsinata B konueHtpauusita Ha HbAlc
MIPY IPUEM Ha CaKCarjMNTHH 5 mg miroc Merdopmut (n=177) B cpaBHEHHUE ¢ IpHEM Ha METOPMUH
wrroc mwiare6o (n=147), ¢ -0,5 % Ha ceqmuma 76.

Caxcaznunmum, Kamo 0ONvABAWA MEPANUsL KoM UHCYIUH (CbC ulu 6e3 Mmemg@opmut)

006110 455 manMeHTH cbC 3axapeH AUadeT THIl 2 ca y4acTBajIH B 24-CeIMUYHO PaHAOMHU3HPAHO,
JBOWHOCIIAIO, TUIAIe00-KOHTPOIUPAHO MPOYUBAHE 32 OLIEHKA HA e(pUKacHOCTTa M Oe30MaCHOCTTA Ha
CaKCarJIMOTHH B KOMOMHAIMA C TIOCTOSIHHA 1038 MHCYNMH (M3X0AHA cpenHa 103a: 54,2 eMuHUL) TpU
MAaIMEHTH C HeaJleKBaTeH KOHTPOJI Ha KpbBHaTa 3axap (HbAlc > 7,5 % u <11 %) Ha ¢ona Ha
MOHOTepamus ¢ uHeylIuH (n=141) 1 Ha QoHa Ha Tepamus ¢ HHCYJIMH B KOMOMHALUS C TIOCTOSTHHA
no3a metopmuH (n=314). CakcarmunTud 5 mg B IOMBIHEHHE KbM JICYCHUETO C HHCYJIUH ChC WIH
6e3 MeTopMuUH OcUTypsBa 3HAUMMO TIOAOOPEHNE 10 OTHOLICHNUE Ha cToiiHOcTUTe HA HbAlc 1
KpbBHATAa 3axap MOCTIIPAHAMAIHO ciell 24 CeIMHLIHU, B CPaBHEHHE C IUT1aLe00 B JOBIHEHUE KbM
JICUCHUETO C MHCYIHH ChC WK 0e3 MeTgopMuH. CXOQHO MOHWXKaBaHe Ha cToiiHocTuTe HAa HbAlc B
CpaBHEHHE C IIanedo € MOCTUTHATO U MIPU MAalMEHTH Ha JICYEHUE ChC CAaKCArJIMIITHH 5 mg B
JOIbJIHEHUE KbM JICUEHUETO C MHCYJINH, Oe3 3HaueHue oT npuema Ha metdopmus (—0,4 % u 3a nBete
noarpynw). [logo6penne Ha n3xomuute croitHocTn Ha HbAlc B rpymara Ha cakcarfluNTHH B
JOI'BITHEHUE KBM JICUEHUETO C MHCYJIMH, B CPaBHEHHUE C TpylaTa Ha Ianedo B JOMBIHEHHE KbM
JICYCHNETO C MHCYJIMH, ChC WK 0e3 mprueM Ha MeT(OPMHUH, ce 3ama3Ba 10 52-a cenmuua. [IpomsiHata
Ha HbAlc B rpynara Ha cakcarnuntuH (n=244), B cpaBHeHHe ¢ marebo (n=124), e -0,4 % Ha 52-a
ceIMuIa.



Caxcaznunmun, Kamo 0oNvABAWA MePanusi KoM KOMOUHUPAHO NeueHue ¢ Mem@opmun u
cynganunypeen npenapam

B 24-ceamMu4HO paHIOMU3HPAHO, IBOHHOCIIAINO, TUIALE00-KOHTPOIUPAHO MIPOYUBAHE 32 OLICHKA Ha
edukacHOCTTa U 0€30IMaCHOCTTA Ha CAKCArIUITHH (5 mg BeAHBK AHEBHO) B KOMOMHALIUS C
MeTdopMuH wioc cyiadanumnypeet npenapat (SU) npu nalMeHTH ¢ HeAOCTaThUCH INTUKEMUYCH
koHTpoa (HbAlc > 7 % u < 10 %) ca yuactBanu 257 nauueHTH cbe 3axapeH nuabet tun 2. B
cpaBHeHue c mianebo (n=128), cakcarmunTiH (n=127) ocurypsiBa 3Ha4UMO MO-TOJISIMO ITO00pEHE
Ha croiiHocTHTe Ha HbAlC 1 KOHIEHTpanuaTa Ha KpbBHATA 3axap nocrupanananto. Ha 24-a
ceIMHIIa, B CpaBHEHHE C m1anebo, mpomsHata Ha HbA 1c mpu ynorpeba Ha cakcariauntud e -0,7 %.

Caxcaznunmun, Kamo 0ONvAAWA MePanusi KoM 0anaziuguo3un nioc Memgopmum

B enno 24 ceqnMuyHO paHIOMHU3UPAHO, ABOHHO-CIIAIO, IIALe00-KOHTPOJIMPAHO MIPOYUBAHE,
MIPOBEEHO MPH MALMEHTH ChC 3aXapeH AuabeT TUM 2, ce CpaBHsIBA CaKCArJIMITHH 5 mg ¢ mianedo
Kato nobaBeHa Tepanus npu suna ¢ HbAlc 7-10,5 %, nexyBanu ¢ ganaraugao3us (MHXUOUTOP Ha
SGLT2) u meropmun. Ilanmenture, 3aBbpIIMIN HaYamIHUs 24-ceIMUYCH TIEPHOJ HA IPOYYBAHETO,
ca MOJAXOAIIN 32 BKIIOYBAHE B KOHTPOJIUPAHO 28-CEIMUYHO IBIATOCPOUHO MPOIBIIKEHUE Ha
npoyuBaneTo (52 ceqMunn).

[laruenTure, JeKyBaHHU ChC CAKCATJIAIITHH, J0OaBEH KbM Janarianduo3nd u MmeTrgopmuH (n=153),
cien 24 ceIMUIH JOCTUTAT CTATUCTUIECKH 3HAYNMO (p-ctorHOCT < 0,0001) mo-roisiMo HamalieHue Ha
HbAlc, cipsimo rpynara c mane6o, 100aBeHO KbM Aanaraudiao3uH mwioc Metdpopmut (n=162) (Bx.
tabmmna 5). EdexktsT BepXy HbA 1c, HabmogaBan Ha ceqmuiia 24, ce MoAIbpxKa Ha cenMuIa 52.
[IpodunbT Ha 6E30MACHOCT HA CAKCATIHUIITHH, J00OaBEH KbM JANariu(IIO3uH ILI0C METPOPMUH, B
IBIITOCPOYHUS TIEPHUO/I HA JIEYCHNE ChOTBETCTBA Ha HAOIOIaBaHUs IpH 24-CEIMUYHUS TIEpHO]T Ha
JIYeHHE B TOBA MPOYYBaHE U B KIIMHHYHOTO M3MUTBAHE, IPU KOETO CAaKCATJIUIITHH U Aarnarin(Io3uH
ca TpWJIaraHy €IHOBPEMEHHO KaTo JIOMBJIBAIIA TEPaITis IpH MAIlUeHTH, JeKyBaHU ¢ MeT(HOpMUH
(ommcano mo-10ITy).

Ilpoyenm na nayuenmume, docmuenanu HbAlc < 7 %

[IponeHThT Ha manueHTure, nocturHanu HbAlc <7 % Ha cenMunia 24, e mo-BHCOK B TpyIaTa ChbC
CaKCarlIMOTHH 5 mg mnoc ganariaudiuo3us mioc merdopmut 35,3 % (95 % CI [28,2,42,4]) B
CpaBHEHHE C rpynara ¢ mianebo mitoc panarauduio3uH mioc metdopmud 23,1 % (95 % CI[16,9,
29,3]). EdextsT BBpXY HbAlC, HaOmronaBan Ha ceamuna 24, ce moaxbpxa Ha ceaMua 52.

Tabamna 5 Kino4doBu pe3yiaraTu 3a epMKACHOCTTA OT IJIANe00-KOHTPOJIMPAHU NMOYYBAHHS HA
KOMOHHHMPAHO JIeYeHHe CbC CAKCATJIMIITHH U MeT(hOPMHUH

Cpeana Cpeana Kopurupana cnpsimo
H3X0AHA npomMsiHa' B mianedo cpeaHa
CTOI{HOCT Ha CpaBHeHUe ¢ NpPOMSIHA Ha
HbA1lc (%) U3XO0/IHATA croiiHocTTa HAa HbAlC
CTOIHOCT Ha (%) (95 % CI)
HbAlc (%)

IIpoyuBanusi ¢ 100aBsiHe KbM/3a1I0YBaHe HA KOMOMHMPAHO JieYeHHe ¢ MeT(hOpMHUH

24-ceqMUIUA

CakcarliunTH 5 mg JHEBHO, 100aBEH KbM

metdopmun; [Ipoyusane CV181014 8,1 -0,7 -0,8 (-1,0; -0,6)2

(n=186)

CakcarliunTH 5 mg JHEBHO HaYalHA

KOMOWHUpaHa Teparus ¢ METQPOPMUH;

Ipoyusane CV181039° 9,4 -2,5 -0,5(-0,7;-0,4)*
O6ma nonynanus (n=306) 10,8 -3,3 -0,6 (-0,9; -0,3)°
I'pyna ¢ m3xoxen HbAlc > 10 %
(n=107)




12-ceaMunu
CakcarnmnTaH 2,5 mg ABa THTH THEBHO,
nmobaBeH kpM MeTopmuH; [IpoyuBane 7,9 -0,6 -0,3 (-0,6; -0,1)®
CV181080 (n=74)

IIpoyuBane Ha no0aBsiHe KbM/KOMOMHHPAHO JIeYeHHe ¢ IPYTH CpeacTBa

JoGaBsiHe KbM JieueHHE ¢ UHCYJIUH (+/-

MeT(hOPMHH)

CakcarnunTtis 5 mg IHEBHO, IPOYUYBaHE 8,7 -0,7 -0,4 (-0,6; -0,2)
CV181057:

O6u1a nonynanus (n=300)

24-ceqMu M

CakcariaunTtis 5 mg IHEBHO, 0OaBEH KbM

MET(QOPMUH ILTIOC CyI(paHmITypecH

npenapar; 8,4 -0,7 -0,7 (-0,9; -0,5)>
[Ipoyusane D1680L00006 (n=257)

CakcaraunTtis 5 mg IHEBHO, OOaBEH KbM

MET(QOPMUH IIIIOC JanarauQio3uH

[Ipoyusane CV181168 (n=315) 7,9 -0,5 -0,4 (-0,5, -0,2)’

n=PaHIOMHU3MpPaHU NALHEHTH

! Kopurupanara cpeqHa mpoMsHAa B CPABHEHHE C M3XOIHATA CTOMHOCT € KOPHTHPAHA MO OTHOIIEHWE HA M3XOIHATA
croitHocT (ANCOVA).

2 p<0,0001 B cpaBHEHHE C WIALEGO.

3 Merdopmun e tutpupan ot 500 10 2 000 mg AHEBHO B 3aBUCHMOCT OT IIOHOCUMOCTTA.

4 Cpennara npomsna Ha HbA I ¢ e pasimkara Mex Iy TPYIIHTE HA CAKCATIMOTHH 5 mg+METQOPMUH U HA MOHOTEPAIIHUS C
meTdopmud (p< 0,0001).

5> Cpennara npomsna Ha HbAlc e pasnukaTa MexIy IPyIMTE HA CAKCATJIMITHH 5 mg+MeTGOPMUH U HA MOHOTEPAIIUS C
MET()OPMUH.

% p-croiinoct=0,0063 (Mex 1y CpaBHEHHATA O IPyM curaudukantay mpu 0=0,05)

7 Cpennara npoMsna Ha HbAlc e paznukara MeKay TPYIIMTE HA CAKCATVIMITHH 5 mg +aanarau@uo3us-+MeThopMuH 1

nanarmudiosus-+merdopmut (p< 0,0001).

Caxcaznunmun u 0anazaugio3ut, Kamo OONvABAWA MEPAnUs KoM MEMPOPpMuH

06110 534 BB3pacTHU MALMEHTH ChC 3aXapeH AUA0ET TUIl 2 U HEAOCTAThUYCH TIIMKEMUYEH KOHTPOI
camo ¢ methopmuH (HbAlc 8 %-12 %) yuacTBaT B ToBa 24-CeAMUYHO PAaHIOMHU3UPAHO, TBOWHO-
CJIATNIO KJIMHUYHO U3IUTBAaHE, KOHTPOJIMPAHO C aKTUBEH KOMIIApaTop, 3a CpaBHIBAHE HA
KOMOHMHALIMATA HA CAKCATIHUIITUH U Aanarmi(io3ut, 100aBeHH eAHOBPEMEHHO KbM MET(QOPMUH,
CHPSIMO CaKCarJTUITHH WK Janaraudiuo3uH, 1odaseHu kpM MeTdopmuH. [lannenture ca
PaHIOMU3UPAHU KbM €IHa OT TPUTE IPYIH HA ABOHHO-CIISIO JCUCHHE, OTyYaBally CaKCariIuITHH
5 mg u ganarnuduo3un 10 mg, nobaBeHn KbM METGOPMUH, CaKCarIMOTHH 5 mg U 1anedo,
no6aBeHU KbM MeT(HOpMHH, 1 nanarinduiosud 10 mg u mnanedo, 106aBeHH KbM MET(HOPMHUH.

['pymara Ha cakcariuITUH U Janariu@Io3uH JOCTUTa 3HAYUMO TIO-TOJIsIMO HaMasenne Ha HbAlc
CHpsIMO TpyTiaTa Ha CaKCarJHUITHH WK TPyTaTa Ha nanariudio3uH cien 24 ceaMund (Bx.
Tabauia 6).



Ta6anna 6 HbAlc Ha cenmuna 24 B npoy4BaHe ¢ AKTHBEH KOMIIApPATOP, CPABHABAIIO0
KOMOMHAIMSATA HA CAKCATJIMIITUH U JaNarjaudJio3uH, 100aBeHH eTHOBPEMEHHO KbM
MeT(OpPMHH, WU ChC CAKCATJIMIITHH, UJIH C JaNarjaudyuio3nH, 100aBeHH KbM

MeT(OpPMHH
CakcarsimnTuH
5 mg
+
Iloxa3zares 3a epuxacHoCT panarsmgpaosn | Cakcarnuntud | Janarandgiosun
H 10 mg 5 mg 10 mg
+ merdpopmun | + merdopMuH + MeTopmMuH
N=179° N=176" N=179°
HbAlc (%) Ha ceqmumua 24"
Wzxomuu croitHOCTH (CpeTHM ) 8,93 9,03 8,87
[IpomsiHa cipsIMO U3XOIHOTO HUBO
3

(KopurupaHu cpeHu") 147 0,88 1,20
(95 % moseputenen uarepsain [CI]) (-1,62,-1,31) (-1,03, —0,72) (-1,35,-1,04)
Pasnuka ot cakcarnmunTuH +
MeThOopMUH (KOPUTHPAHK CPETHH") -0,59¢
(95 % CI) (-0,81,-0,37) - -
Paznuka ot manarmudmosun +
MeThOpMHUH (KOPUTHPAHH CPETHH") —027°
(95 % CI) (—0,48, —0,05) - -

' LRM = Longitudinal repeated measures/JIOHrUTY JMHAIHA MHOTOKPATHH H3MEPBAHHUs (M3II0JI3BAIU CTOMHOCTY IIPEIU
CHACUTEITHO JIEKAPCTBO).

2 PaHIOMU3MPAHH | JIEKYBAHH MAIIAEHTH C M3XOIHU CTOMHOCTH M Hali-Manko | n3MepBane 3a ehUKACHOCT CIIE] H3XOIHOTO
HHBO.

3 Haii-MaJIky cpe[HH KBaIpaTH, KOPUTHPAHH 110 H3XOJHATA CTOMHOCT.

4 p-croiinoct < 0,0001.

3 p-croiinoct = 0,0166.

Ilpoyenm na nayuenmume, docmuenanu HbAlc <7 %

B xomOuHMpanaTa rpymna Ha cakcarmunTiH U Janaraudiuosus 41,4 % (95 % CI [34,5, 48,2]) ot
narerTure pocturaT HuBa Ha HbAlc mon 7 % B cpaBHenue ¢ 18,3 % (95 % CI [13,0, 23,5]) ot
MAIUeHTHTE B TpyTaTa cbe cakcarmunTuH u 22,2 % (95 % CI [16,1, 28,3]) oT manueHTuTe B rpynaTa
Ha aanarin@Io3uH.

Knunuuno npoyusane ,, Oyenxa na pesyimamume no OMmHoUleHUe Ha CbO08eme, Npu 1eYeHue CbC
CAKCAIUNTUH, PESUCMPUPANU NPU NAYUEHMU CbC 3aXapeH Ouabem — mpomooausa npu Muokapoen
ungapxm” Saxagliptin Assessment of Vascular Outcomes Recorded in Patients with Diabetes
Mellitus-Thrombolysis in Myocardial Infarction (SAVOR)

SAVOR e KIMHUYHO M3NHUTBaHE 3a pe3yATatu no otHomeHue Ha CC cuctema mpu 16 492 manuentu ¢
HbAlc>6,5% nu<12 % (12 959 ¢ ycranoseno CC 3abonsBane; 3 533 caM0 ¢ MHOKECTBEHH PUCKOBH
(axTOpH), KOUTO ca paHAOMH3HUPAHU 3a JeUeHHe che cakcarnunTul (n=8 280) win miauedo

(n=8 212), nob6aBeHn KbM MeCTHHUTE cTaHnapTH 3a rpwxu 3a HbAlc u CC puckoBu dakropu.
Wzcnenpanara momymnarysi BKIFOYBA MAMEeHTH > 65 roquau (n=8 561) u > 75 roguaun (n=2 330) ¢
HOpMaHa ObOpeyHa QPyHKIHUS WK C JIeko 0B0pedHo yBpexaane (n=13 916), kakTo 1 ¢ ymMmepeHo

(n=2 240), unu ¢ Texxko (n=336) 6BOPEUHO YBpEKIAHE.

[IppBuuHaTa KpaitHa ToUka 3a Oe30MmacHOCT (He mo-Mayika 6e30macHoCT, noninferiority) U epuKacHOCT
(IpeBB3X0ACTBO, Superiority) € chcTaBHa KpaifHa TOUKa, ChCTOSAIIA CE OT BPEMETO JI0 IIbpBaTa MosBa
Ha HsKoe oT cneanute 3HaunTesHu Hexenanu CC cedurus (MACE): CC cMbpT, HedaraieH
MHOKapieH HHApKT WU HedaTaleH HCXeMUYEeH HHCYIT.




CJ'IGI[ CpCAHO IPOCICaAsABAHC OT 2 roAWHHA, KIIMHUYHOTO U3IMUTBAHEC € JOCTUTHAJIO CBOATA IbPBUYHA
KpaﬁHa TOYKa 3a 6630HaCHOCT, KaToO IOKa3Ba, Y€ CaKCArJIUIITUH HC MMOBUIIIaBa CbpACHYHO-CHbAOBUA
PHUCK IIPpU MAIIUCHTH C ):[I/Ia66T THII 2 B CpaBHCHUC C rmaue60, Koraro c€ ,I[O6aB$I KbM TCKyLIaTa

OCHOBHa TCpalus.

He e nabmronaBana nmonsa no orHomenne Ha MACE wim o01iata CMBPTHOCT.

Ta6anna 7: II'bpBuYHa M BTOPHYHA KIMHAYHU KPAHN TOYKH 110 TPyNa HA Je4eHue B

KJIHHUYHOTO m3nuTBane SAVOR¥*

CakcarJIunTuH I1.1ane6o
(N=8 280) (N=8 212)
Jluna cbe Yecrora Ha Jluna Yecrora Ha Koeduunent
CHONTHA CHOMTHSA HA C¢hC CHOUTHA CHOMTHSA HA HA pHUCKa
Kpaiina Touxa n (%) 100 n (%) 100 nanueHTo- 95 % CI)f
nmanueHTo- TOAUHU
TOAUHU
[IppBUYHA ChCTaBHA 613 3,76 609 3,77 1,00
KpaiiHa Touka: (7,4) (7,4) (0,89; 1,12)%8:#
MACE
Bropuuna cecTaBHa 1059 6,72 1034 6,60 1,02
KpaifHa TouKa: (12,8) (12,6) (0,94; 1,11)T
MACE mroc
CMBPTHOCT 110 420 2,50 378 2,26 1,11
BCSKAKBA IPHIHHA (5,1) (4,6) (0,96; 1,27)1

*  Intent-to-treat momynauys

T KoeduuueHT Ha pucKa, KOPUIMPaH CIOPEN M3XOQHATa KaTeropus Ha ObOpeuHaTa (QYHKLMS U U3XOAHATA KATErOpUs HA
puck ot CC3.

¥ p-croitnoct < 0,001 3a He-mo-Manka Ge3onacHocT (noninferiority) (B3 ocHosa Ha HR < 1,3) B cpaBHeHue ¢ miaue6o.

p-croitroct=0,99 3a mpeBB3x0/CTBO (Superiority) (B3 octHoBa Ha HR < 1,0) B cpaBHeHue ¢ miare6o.

CpbutusiTa, HATPYNBAaHM C BPEMETO, W YECTOTaTa Ha CHOUTHATA 3a CAKCAMIMOTHH W IUIae00 He ce pa3iudaBar

CBILECTBEHO C BPEMETO.

1 He e recTBaHa 3HAaUNMOCTTA.

Enun KOMIOOHEHT OT BTOPUYHATA ChCTAaBHA KpallHa TOUKA, XOCMUTAIN3alus [TOpan ChpIcyHa
HEJOCTaThYHOCT, Bh3HHUKBA C ITO-TOISIMA YECTOTAa B Ipynara cbc cakcarnmunTHH (3,5 %), B cpaBHEHUE ¢
rpynara Ha mare6o (2,8 %) ¢ HOMUHaIIHA CTaTUCTHYECKa 3HAYMMOCT B ToJi3a Ha rane6o [HR=1,27;
(95 % CI 1,07; 1,51); P=0,007]. Knuauaao 3Ha4uM# (PakTOpH, MPOTHOCTUYHH 32 ITOBHUIIIECH
OTHOCHTEJICH PHCK TIPH JISYCHUE ChC CAKCATIUITHH, HE MOTAT J1a C€ HICHTH(HUIIUPAT KaTerOpU4IHO.
JIuuara ¢ mo-BUCOK PUCK OT XOCIUTAIU3ALMS MMOPAAH ChpACYHA HEIOCTAThYHOCT, HE3aBUCUMO OT
HA3HAYEHOTO JICYSHHE, MOTaT J]a Ce UACHTU(UIINPAT TI0 U3BECTHUTE PUCKOBU (DaKTOPH 3a ChpJeuHa
HEJOCTaTHYHOCT, KaTO M3XO/IHA aHAMHE3a 3a ChpJIeYHA HEIOCTAThYHOCT WIIH yBpeleHa Ob0peuHa
¢dynkus. Jlnmara Ha cakcaryIMNTHH ¢ aHaMHe3a 32 ChPJIeYHa HEJAOCTATHYHOCT WK YBPEIeHA
O0BOpeyHa (PyHKIMS Ha H3XOIHO HUBO 00aue, He ca C MOBHIIIEH PUCK MO0 OTHOIICHUE Ha IIIanedo 3a
IbPBUYHATA WM BTOPUYHATA CbCTABHU KPAHU TOUYKHU WJIM CMBPTHOCTTA IO BCSIKAKBA MPUYUHA.

Hpyra BropuyHa KpaifHa TouKa, 00Illa CMBPTHOCT, Bb3HHUKBA ¢ yectoTa 5,1 % B rpymnara Ha
cakcarnmunTuH 1 4,6 % B rpynara Ha mwiane6o (Bx. Tadnuua 7). Cnyyante Ha CC cMBpT ce
pasmnpenesaT paBHOMEPHO Cpell TPyNHTE Ha JeueHue. ViMa dncieHa HenmponopIHOHAIHOCT Ha
cllyyauTe Ha CMBPT ¢ pazinudeH oT CC mpon3xoa, KaTo UMa IIOBeUe ChOUTHS ChC CAKCATIUIITHH
(1,8 %), otkoakoTo ¢ mranedo (1,4 %) [HR=1,27; (95 % CI 1,00; 1,62); P=0,051].

A1C e no-HUCBK IIpu CaKCArJMIITUH B CPABHCHUC C rmaueGo B CIUH CKCIUIOPATOPCH aHaJIn3.

Memepopmun

[IpocnexktuBHO pangomuzupano uinutBane (UKPDS) ycraHOBsIBa IBATOCPOYHUTE MTON3U OT
WHTEH3MBHUS KOHTPOJI HA KPBBHATA 3aXap MPU MAaLUEHTH ChC 3aXapeH AuadeT THIl 2. AHAIU3BT Ha
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PE3YIATATUTEC NTPU MALMCHTH C HAAHOPMCHO TCTJIO, JICKYBAHU C MeT(l)OpMI/IH Cpea HCYCIICX Ha
JICYCHUETO CaMO C nMETa, IoKa3Ba:

- 3HauMMO HaMaJIsIBaHe Ha aOCOIOTHHS PHCK 32 KOETO U J1a € CBhP3aHO ¢ AnadeTa yCI0KHEHUE B
rpynata Ha MmetdopmuH (29,8 cpoutus/1 000 nauneHToronuHM) B CpaBHEHHUE C rpynara Ha
mueronedenne (43,3 cpoutusa/1 000 marmentoronuau), p=0,0023, KaKTO U B CpaBHEHHE C
KOMOWHHPaHH OT TPYIH Ha JIEYCHNE ChC CyN(OHIITypEeH MpernapaT 1 MOHOTEpaIus ¢ HHCYJTUH
(40,1 cpbuTHst/1 000 marwentoroguam), p=0,0034.

- 3HauYMMO HaAMaJIIBaHE Ha a0COIOTHHS PUCK 32 CMBPTHOCT 110 KaKBaTO U Jia € IPUYHNHA,
cBbp3aHa ¢ nuabera: Mergopmut — 7,5 ceoutus/1 000 manueHToroguHu, CaMo AUeTa —

12,7 cv6utns/1 000 manuenToroaman, p=0,017.

- 3HauYNMO HaMaJIsIBaHE Ha a0COTIOTHHS PUCK 32 CMBPTHOCT I10 KaKBaTO U J1a € TIPUIHHA!
metdopmut 13,5 cpbutns/1 000 mauneHTOroJMHU Cperry
20,6 cwoutns/1 000 manuenToroguan mpu aueronederne (p=0,011) u cpenry
18,9 croutus/1 000 manmenToroauan (p=0,021) 3a rpynuTe HA JeUeHNUE ChC CYI(DOHITYpECH
mperiapaT ¥ MOHOTEpan¥sl ¢ UHCYJIHH.

- 3HauYMMO HaMaJIsIBaHE Ha aOCOIMIOTHHS PUCK 3a MH(PAPKT HA MHOKap/a: MET(POPMHH -

11 cubutnsa/1 000 nanuenToroauHu, camo auera - 18 croutusa/1 000 nanreHTOroauHN
(p=0,01).

[onynanus B cTapuecka Bb3pacT
B noarpynure ¢ nauueHTy Ha Bb3pacT Haa 65 U Haj 75 roAMHU B KIIMHUYHOTO u3nuTtBane SAVOR,
eduKracHOCTTa 1 OE30MMaCHOCTTa ChOTBETCTBAT HA 00MIaTa MOIYJIAlUs B U3MTUTBAHETO.

GENERATION e 52-cenMn4HO poy4YBaHe Ha TTUKEMUYHHS KOHTPOJI Iipy 720 ManeHTH B cTapyecka
BB3pAacCT, CpeaHata Br3pact e 72,6 rogunu; 433 numa (60,1 %) ca < 75-roguniHa Bp3pacT u 287 mia
(39,9 %) ca > 75-ronuina Be3pact. [IppBUUHAaTa KpaiiHa TOUKa € MPOLEHTHT MALUEHTH, JOCTUTAILH
HbAlc <7 %, Oe3 mOTBBpACHA MU TEXKa XUIIOTIHKeMusl. M3rnexxaa HimMa pas3yivka B IPOLCHTa Ha
otroBopuiute: 37,9 % (cakcarmuntur) u 38,2 % (rmuMenMpuI) JOCTHTAT TFPBUYHATA KpaiiHa TOUKa.
[lo-HHUCHK MPOLICHT NAlMEHTH B TpylNara cbe cakcarnuntul (44,7 %) B cpaBHEHHUE ¢ TpyHara c
rimmvenupu (54,7 %) aocturat xxemanus HbAlc ot 7,0 %. Ilpn mo-HUCHK MPOIIEHT MAUEHTH B
rpynara cbe cakcarnmunTuH (1,1 %), B cpaBHeHHe ¢ Tpymara ¢ rimMenupu (15,3 %), ce nabmogasa
CHOUTHE HAa NOTBBbPACHA WM TSKKA XUIOTIIUKEMUSI.

[leanaTpuyna monynanus

EBpomnelickaTa areHius 1o jekapcTBara 0cBOOOKAaBa OT 3abJKCHUETO 3a MPEIOCTABSIHE Ha
pesynraTture oT npoyuyBanusTa c Komboglyze BB Bcuuku moArpynu Ha neguaTpuyHaTa MoIyJIaus
IpHU 3axapeH auadeT Tun 2 (BX. Touka 4.2 3a nH(pOpMaLus OTHOCHO NeAUAaTpUYHATa yroTpeda).

5.2 ®apmMakoKMHETHYHH CBOMCTBA

PeBy.TITaTI/ITe OT IMpOYyYBaHHUATA 34 OMOCKBUBAIIEHTHOCT Ipu 3ipaBu ,Z[O6pOBOJ'ILII/I IIOKa3Bar, 4€
KOM6I/IHI/IpaHI/ITG TabJICTKH KOIIIbOglyZG ca OMOCKBUBAJICHTHH HA CAHOBPCMCHHO MPUJIOKCHU OTACIIHA
TaOJIETKU CaKCATJIUIITHH U MeT(bOpMI/IH XUApOXJIOpUA B CbOTBCTCTBAIIU NO3HU.

WznoxxeHunTe mo-10ay JaHHU O0Tpa3sBaT papMaKOKWHETHYHUTE CBOMCTBA HA OT/JCITHUTE AKTHBHH
cbcraBku Ha Komboglyze.

CakcarmunTud
dapMakOKWHETHKATA HA CAKCATIUITHH U TIIaBHUS My METaOOJIUT € CXO/THA MPU 3APaBH JTOOPOBOIIN U
MAIUeHTH ChC 3aXapeH AnadeT Tul 2.

Pezopoyus
Crnen nepopa’jeH mpreM Ha II1aJTHO CAaKCaTJIMITHH ce pe3opOupa 0bp30, KAaTO MAKCUMAITHUTE

11a3MeHd KOHIEHTPANH (Crax) Ha CAKCATJIMOTHH U TJIABHUS My METa0OJIUT CE IIOCTUTAT B PAMKHUTE
cboTBeTHO Ha 2 U 4 4aca (Tmax). CroliHocTuTe Ha Ciax 1 AUC Ha cakcarJIunTUH U INIaBHUS My
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METa0OJIUT e MOBHUILABAT MIPONIOPLUOHAIHO Ha MOBUILIABAHETO HA 03aTa HA CAKCATJIUITHH, KaTo
Ta3u J10303aBUCUMOCT ce Habmoaasa npu 1o3u a0 400 mg. Crex npueM oT 31paBu 100pPOBOJIIM Ha
eHOKpaTHa IepopajHa a03a 5 mg cakcarauntil, cpeanute AUC Ha cakcarfTUNTUH U TIaBHUS MY
MeTabouT ca cboTBeTHO 78 ng h/ml u 214 ng h/ml. CrorBeTcTBamnTe CTORHOCTH HA Ciax B TUIA3MA
ca cpoTBeTHO 24 ng/ml u 47 ng/ml. UaTpannguBruayannuTe koepuuueHTy Ha Bapuaunu Ha Cgx U
AUC na cakcarmunTud ca mon 12 %.

I/IHXI/I6I/IpaHeTO Ha 11a3MeHara akTuBHOCT Ha DPP-4 ot cakcarnmunTuH B MNpOABJIZKCHUC HA TTOHE
24 gaca CJIcq IepOopajicH MPUEM CC OIbJIZKH Ha BUCOKAaTa My aKTUBHOCT, BUCOK a(l)I/IHI/ITCT n
NPpOABIIZKUTCIIHOTO CBbP3BAHC KbM aKTUBHHA LCHTHDP.

Bzaumooeucmsus ¢ xpana

[Ipu 31paBu m0OpOBOIIIM XpaHaTa OKa3Ba CPABHUTEITHO ¢1a00 BIUSHUE BEPXY (PapMaKOKHHETHKATA
Ha cakcarnmuntyH. [IpuemMbT 3ae1HO ¢ XpaHa (OoraTa Ha Ma3HUHH) HE BOJH 110 TPOMSHA Ha Cpax HA
cakcarnunTug, fokato AUC ce moBuiasa ¢ 27 % B cpaBHEHHUE ¢ IpUeMa Ha riiagHo. Bpemeto no
nocturade Ha Cuax (Tmax) HAa CAKCArMIITHH CE YABIDKABa ¢ mpubau3uTenHo 0,5 yaca ciies mpreM Ha
XpaHa B CPaBHEHUE C MPHUEM Ha INagHO. Te3U MPOMEHH HE C€ CMSATAT 3a KIIMHUYHO 3HAUYKMHU.

Pasnpedenenue
In vitro cBbpP3BaHETO Ha CAaKCATJIUIITHH U TTIABHUS MYy METa0OJUT C IPOTEUHUTE B YOBEUIKHUS CEPYM €

npeHedpexumo. [lopanu ToBa, He ce 0OYaKkBa NPOMEHHUTE B KOHLEHTPALUUTE HA NPOTEHHUTE B KPHBTA
MPY Pa3IUYHH 3a00isIBaHus (Hamp. ObOpEUHO WM YepHOAPOOHO yBpEXIaHe) a MOBIUSISAT
pasnpeneeHnueTo Ha CaKCarIUIITHH.

Buompancdopmauus

BuotpancopmanusiTa Ha CaKCarJaMITHH CE OCHIIECTBSIBA INIABHO OT UToXpoM P450 3A4/5
(CYP3A4/5). I'maBHEAT MEeTAOOJIUT HA CAKCATJIMIITHH CHILO € CEJIEKTUBEH, 00OpaTHM, KOHKYPEHTEH
naxuburop Ha DPP-4, nputexasai nosoBUHAaTa OT aKTUBHOCTTA HAa CAKCATIIUIITHH.

Enumunupane
CroifHOCTHTE Ha CPeIHUS TePMUHAIICH TNIA3MEH TOIYKHUBOT (t12) HAa CAKCATJIMIITHH U TJIABHUS MY

MeTaboJIUT ca ChOTBETHO 2,5 daca u 3,1 4aca, a CpeqHUSAT MOIyIepUo/ 12 Ha TUIA3MEHO HHXUOUpaHe
Ha DPP-4 e 26,9 yaca. CakcarnuntuH ce eTMMUHIpa KakTo upe3 Ob0pennTe, Taka U 4pe3 YepHHs
npo6. Cnen eAHOKpaTHO MpuiokeHne Ha 50 mg 14C—CaKcal“J'II/IHTI/IH, 24 %, 36 %, u 75 % ot no3ara ce
EKCKpETHpaT B YPHHATA, ChOTBETHO KAaTO CAKCATJIMIITHH, TJIABeH MeTa0O0IUT 1 00IIa palOaKTHBHOCT.
Cpenaust 6b0pedeH KIUpHHC Ha cakcarmunTrH (~230 ml/MUH) € o-TosIM OT CpeIHaTa U3YHCIeHa
CKopocT Ha raoMepynHa ¢uarparus (~120 ml/MuH), K0eTO TOBOPH 3a U3BECTHA aKTHUBHA OBOpeuHa
eKCKpeIusl. 3a TIaBHUS My METabO0JIUT CTOMHOCTUTE HAa OBOPEYHUS KIUPHHC Ca CPAaBHUMHU C
M3YHUCIIeHATa CKOPOCT Ha TioMepyiiHa urpanus. O01mo 22 % oT npuiiokeHus paanodapMamneBTuK
Ce OTKpHBAT BBB (ereca U MpeACcTaBIsaBa YacTTa OT IIPHETaTa J103a CAKCArIuITHH, eKCKpEeTHPaHa B
JIThYKATA W/WIH Hepe3opOrpaHa B CTOMAITHO-YPEBHHS TPAKT.

Jlunetinocm

Cmax 1 AUC Ha cakcarJunTHH U TJIaBHUA My METAa0O0JIUT ce MOBHUILABAT NPOIMOPLUHOHAHO Ha J03aTa
Ha cakcarnuntul. [Ipy MHOrOKpaTHO npujarane Ha €IHOKPATeH JHEBEH MPHEM He ce HabronaBa
320eIeKUMO KyMyJIUpaHe HUTO Ha CAKCATJIMOTHH, HUTO HA TJIABHUS My METa0OJIUT 3a KOSITO U /1a €
703a. 3a KIMPBHCA HAa CAKCATJIMITHH U INIABHUS My METa0ONUT HE ce HaOmo1aBa 3aBUCUMOCT OT
J103aTa ¥ BpEMETO MPH €JHOKpATEH JHEBEH MIPUEM B IPOABIDKEHNE Ha 14 THM Ha CaKCaIJIMITHH B 034
ot 2,5 mg 1o 400 mg.

Cneyuanuu nonyiayuu

bvopeuno yspesicoane

[IpoBeneHo € OTKPHUTO MPOyUYBaHe, C IpUJIaraHe Ha eIHOKPATHA /1034, 33 OLCHKA Ha
(apMakoKHHETHKaTa Ha cakcarmunTuH 10 mg nepopaiHo, Npy MalUeHTH ¢ Pa3MyHa CTeNeH Ha
XPOHUYHO OBOPEUHO yBpeXJaHe, B CPaBHEHHE C MALMEHTH ¢ HOpManHa ObOpeyHa pyHKUusI.
[Ipoy4BaneTo BKJIIOUBA MALMEHTH ¢ OBOPEUHO YBpEKAaHEe KIACH(PULIUPAHO Bb3 OCHOBA HA
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KpEaTUHUHOBHS KIIUPBHC KaTo: Jieka cteneH (nmpudnusutentHo GFR > 45 o < 90 ml/mun), ymepena
crerieH (mpubmusutenHo GFR > 30 mo < 45 ml/MuH) unm Texka crerneH (MpUOIH3UTEITHO

GFR < 30 ml/mun) 660peuno yBpexxaane. Excrio3uiusita Ha CakCarjiunTHH € M0-BUCOKA ChOTBETHO
1,2, 1,4 u 2,1 mp1H, a ekcno3unusara Ha BMS-510849 e mo-Bucoka ceoTBeTHO 1,7, 2,9 1 4,5 0bTH OT
Ta3u NP XOpa ¢ HopMasiHa ObOpevHa QYHKIHS .

YeprodpobHo yepedicoane

[Ipu naumentu c aeka (knac A no Child-Pugh), ymepena (knac B mo Child-Pugh) nnu Texka (kmac C
no Child-Pugh) crenen Ha yepHOaPOOHO yBpEKIaHE, EKCIIO3ULIMATA HA CAKCATIUIITHH € II0-BUCOKA
crotBeTHO 1,1, 1,4 u 1,8 rbTH, a ekcno3uiuara Ha BMS-510849 e mo-uucka cpotBeTHO € 22 %, 7 % n
33 % ot HaOmroaBaHaTa MpHU 3paBH X0Opa.

Cmapuecka év3pacm (= 65 coounu)

[TanmenTn B crapyecka Bp3pacT (65-80 rognnm) ca umanu npubnusutento 60 % mo-sucoka CTOHHOCT
Ha AUC Ha cakcarjMIITHH B CpaBHEHHUE ¢ IO-MJIau nanueHTty (Ha Bb3pact 18-40 ronunnm). ToBa He ce
CYMTA 32 KJIMHUYHO 3HaYMMO, IOPAIU KOETO HE CE MPENOoPbUBa KOPEKIMA HA J03aTa HA TO3U
JIEKapCTBEH MPOAYKT B 3aBUCUMOCT OT Bb3pacTTa.

Metdopmun

Pezopoyus
Crnen nepopajeH mpreM Ha MeT(QOPMHUH, tmax C€ AOCTHTA 32 2,5 yaca. [Ipu 3apaBu qo0poBOIIIH

abcomoTHaTa OMOHAIMYHOCT ciiell mpueM Ha Tabnerka merdpopmuH 500 mg e 50-60 %. Cnen
nepopaJieH pueM Hepe3opOupaHaTa 4acT, KOSITO ce yCTaHOBsBa BbB (eneca, € 20-30 %.

Cren nepopaieH npueM, pe3opouusaTa Ha METPOPMUH € 3aBUCHMa OT HACHILAHETO U € HEITbJIHA.
[Ipuema ce, ye papMaKOKHHETHKATa Ha pe30pOuMsaTa Ha MeTHOPMHH € HenrHelHa. Cien npueM Ha
MeTQOpMUH B 0OMUaHUTE 103 U TEPANIEBTHYHH CXEMH, CTALlMOHApHATA TJIa3MEeHa KOHLICHTPALUs ce
JocTHra B paMkuTe Ha 24-48 yaca u 0bukHOBeHO € mox | pg/ml. B KoHTponupaHuTe KITMHUIHU
IpOYyYBaHUS MAaKCHMaJHaTa M1a3MeHa KOHIEHTpauus (Cmax) Ha METGOPMHUH He HaaBUIIaBa 4 ng/ml
JOpH U IIPU MaKCUMAaJIHU JO3H.

Bzaumooeucmsue ¢ xpaua

XpaHara HamallsIBa CTEIIEHTA U JIeKOo 3a0aBs pe3opOuusaTa Ha MeTdopmuH . Cien mprueM Ha 103a OT
850 mg ce mabmronaBa 40 % mo-HUCKa TUTa3MeHaTa KoHIeHTpamus, 25 % namanenue B AUC u 35 MmuH
yIObJKaBaHE HAa BPEMETO 3a JOCTUTaHE Ha MUKOBAaTa IUIa3MeHa KOHIeHTpauusa. Knunuunara
3HAYMMOCT Ha TOBa HaMaJICHHE € HEU3BECTHA.

Pasnpedenenue
CBBp3BaHETO C IUTa3MEHUTE MTPOTEHHH € TpeHeOpeknMo. MeThOopMUH HaBITH3a B €PUTPOIIUTHUTE.

IInkoBaTa KOHIIEHTpAIUS B [Is71a KPBB € MO-HUCKA, OTKOJIKOTO B I1a3Ma, U Ce JOCTUTA 3a
MPUOJIM3UTETHO €THO U CBILO BpeMe. BeposTHO epUTpOLUTHTE MPEACTABISIBAT BTOPU KOMIIAPTUMEHT,
B KOWTO ce pasnpeaeis MeTgopmut. CpenHUST 06eM Ha pasnpeaenenue Vq Bapupa ot 63 1o 276 1.

Buompancdopmauus
MeTtdopMuH ce eKCKpeTHpa HelpoMeHeH B ypuHata. [Ipu xopa He ca OTKPUTH HETOBU METa0OJHTH.

Enumunupane
bropeunusT kmuprHC Ha MeThopMuH € > 400 ml/MuH, KOETO TOBOpH, Y€ MET(POPMHH Ce ETUMUHHPA

4pe3 rioMepyiHa GpunTpanys u TyOynHa cexpenust. Cieq nepopaieH npueM NPUBUAHUAT My
TEpPMHUHAJICH MOIY>KUBOT € MPHOIM3uTeNHO 6,5 yaca. Korato 6p0peunara GpyHKIus €
yBpeAeHa,00peYHHAT KIMPBHC HaMaJlsiBa IPONOPLUOHATHO HA KPEaTHHUHOBUS KIUPBHC, H MO TO3U
Ha4uH ce yAbKaBa TEPMUHATHHUAT MY IOJIY>KUBOT, KOETO BOAM A0 MOBHUILIABAHE HA KOHLIEHTPALIUUTE
Ha MeT(OPMHUH B IJIa3Mara.

5.3 IlpeakJMHUYHM JAHHU 32 0€30MACHOCT
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EnHoBpeMeHHO NpuiioykeHHe Ha CaKCArIUOTHH U METQOPMUH
C xoMOHMHAIMATA OT CAKCATIMITHH U MET(HOPMHH Cca MPOBEIEHH 3-MECEYHO M3MUTBAHE PU KydeTa ’
Mpoy4BaHus 3a ePeKTH BbPXY eMOpro(deTanHoTo pa3BUTHE MPH IUTBXOBE U 3aiLH.

EnHOBpeMEHHOTO MPUIIOKEHNE HA CAKCATIIUIITHH U METPOPMUH ITPH OPEMEHHH ITHXOBE U 3aHIN
Tpe3 Imeprojia Ha OpraHoreHe3aTa B JI03M, JaBaiy cucteMHu excnosunuu (AUC) mpu urbXoBe
c¢b0TBeTHO 40 100 1 10 IbTH MO-BUCOKH OT MAaKCUMAJTHUTE OPEIOPHhUUTEIHH JO3U IIPU XOpa
(maximum recommended human doses; RHD; 5 mg cakcarnuntud u 2 000 mg MeTdopMuH) U IpH
3aiiiu cboTBeTHO 110 249 u 1,1 bt no-Bucoku ot RHD, He Boau 10 pa3BUTUE HUTO Ha
eMOpHOJIeTaTH, HUTO Ha TePaTOreHHU epeKTH Py KOWTO U Ja € OT ABarta Bujaa. [Ipu rursxose,
MUHUMAITHUTE TMPOSIBH Ha TOKCUYHOCT IPHU Pa3BUTHUETO Ca OTPAHUYCHU JI0 TIOBUIIICHA Y€CTOTa Ha
3abaBeHa ocudukanus (“wavy ribs”); chOTBeTHaTa MalfYlHA TOKCHYHOCT € OTpaHUYEHA JIO TI0-HUCKO C
5-6 % TenecHo Terio oT 13-u 10 18-u neH OT recTalMoOHHUA IEPUO, KAKTO U CbOTBETHOTO
OrpaHWYaBaHe HA KOHCYMaIlWsITa Ha XpaHa oT MaiikaTa. [Ipu 3aiiii, MHOTO MaliK¥l ITOHACAT JIOIIO
MIPIJIOKEHUETO Ha KOMOMHAIIUATA, KOETO C€ M3Pa3siBa B CMBPT, TEKKO OOIIO ChCTOSHUE U abOopT.
Bce nak, mpu orenenute Maiiky ¢ MOAJIEKano Ha OIeHKa TOTOMCTBO, MafYMHATA TOKCHYHOCT €
OTpaHWYEHA JI0 TPAHUYHO MO-HUCKO TEJIECHO TETJIO OT 21-1 10 29-1 JIeH OT TeCTallMOHHUS TIEPUO/T;
CBHOTBETHATA TOKCUYHOCT 3a PA3BUTHETO B TE€3U MOTOMCTBA € OIPaHUYEHA 10 IO-HUCKO cbC 7 %o
TEJIECHO TETJIO Ha TUI0/Ia M HICKA YeCTOTa Ha 3a0aBeHa OCH(HKAIV Ha TIOJIe3NYHATa KOCT Ha ILI0JA.

[IpoBeneHo € 3-MeceqHo U3NUTBAaHE MIPH KydeTa Ha €THOBPEMEHHO IPUIIOKEHUE HA CAKCATJIMIITHH U
MetdopmuH. He ce ycranoBsiBa TokcnaHOCT mipu ekcrio3unuu (AUC) cpoTBeTHO 68 1 1,5 mo-BUCOKH
ot RHD Ha cakcarnuntud 1 MeT(h)OpMHH IPH XOpa.

C xoMOHMHaLUsATa OT IpenapaTy, BIU3aly B cbcTaBa Ha Komboglyze, He ca mpoBexxaanu npoy4uBaHUs
IIPY )KUBOTHH 3a OLICHKA Ha KapLUUHOTeHe3a, MyTareHesa u yBpexaane Ha Gpepruiureta. Jagenure
M0-710JTy JaHHU ca Bb3 OCHOBA HA PE3yNTaTUTE OT NPOYYBaHUs HA CAKCATIMIITHH U METHOPMHUH
HOOTIEIHO.

CakcarnuntuH

[Ipu gpnroomnamarust Makak IPUIOKEHHETO Ha CAaKCATJIMIITHH B 103U > 3 mg/kg/mHeBHO BoM 110
pa3BUTHE Ha 00OPAaTUMHU KOKHH JI€3UH (CTPYyIeH, YILEpalii U HEKPO3K) Ha akpuTe (ONalka, mpbCTH,
CKpOTYM u/unu Hoc). J{o3ara, npu kosito He ce Habmoasa edekT (no adverse effect level, NOEL) mo
OTHOIICHHUE HAa JIe3UHTe € | U 2 TbTH MO-BUCOKO OT €KCIIO3HULMATA IPU XOPa, CbOTBETHO HA
CaKCarJIMOTHH | ri1aBHU MetabonuT, npu RHD ot 5 mg nHeBHO.

KnuanyHaTa 3Ha4MMOCT Ha KOXKHUTE JIE3UH HE € SICHA, HO B KIIMHUYHUTE MTPOyYBaHUA HA
CaKCarJIMOTHH MPH X0pa He ca yCTaHOBEHH KOXKHU JIE3UH, CHOTBETCTBALIHM HA HAOII0AaBaHUTE IIPU
MalMyHH.

HpI/I BCHYKHU BUOOBC, IIPU KOUTO CAKCAITIMIITHH € IPOYYBAH B CKCIIO3UINHU, HAZIBUIIIaBaIlIN 7 npTH
RHD, nma C’BO6H.I€HI/I$I 34 IPOMCHHU OT CTpaHa HA UMYHHATa CUCTEMAa — MUHUMaAJIHA, HCTIpOrpeCcupalia
J'II/IM(l)OI/I,I[Ha XUIICPIUIAa3ud B CJIC3KaTa, J'II/IM(I)HI/ITG BB3JIU U KOCTHHS MO3BK 0€3 HexKeIaHu
IOCJICACTBHUA.

[Ipu kydera, cakcarjJuNnTUH MOKa3Ba CTOMAITHO-YPEBHA TOKCHYHOCT, BKIIFOUUTEITHO KbPBABH/CITy3€CTH
M3OPaKHEHUS U EHTEPOMNAaTHUs IIPU MO-BUCOKH 1034, kato NOEL oTroBapsi cbOTBETHO Ha 4 U 2 IbTU
EKCIIO3HIIMATA Ha CaKCATJIUIITHH U TNaBHUSA My MeTabommt RHD.

[Ipu xoHBeHIIMOHATHA OaTepusl OT MPOYUBAHUS 32 TEHOTOKCHUYHOCT i1 Vitro W in vivo, CakCarilunTuH
HE MOKa3Ba TakaBa. B IBYroAMIIHO M3NKTBaHE 32 KAPLUUHOTEHEH NOTEHINAN IIPH MUIIKH U IITbXOBE
TaKbB HE € YCTAHOBEH.

HpI/I MBKKH U KCHCKHU IINIBXOBEC Ca Ha6J'IIO)_IaBaHI/I HCXCIIaHU e(l)eKTI/I BBPXY q)epTI/IJ'II/ITeTa IIprU BUCOKHU
J031, BOACIIN 10 U3IBCHU 0ele3u Ha TOKCHUYHOCT. HpI/I KOATO U [1a € OT JO3UTC, UBIIUTBAHU IIPU
IIBXOBEC U 3a171u1/1, CaKCarJIMIITUH HC MMOKa3a TCPpaTOrCHHU e(l)eKTI/I. HpI/I BHUCOKH 03U IIPH MIIBXOBE,
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CaKCarJIMOTHH Npeau3BuKa 3a0aBeHa ocuukamnys (3adaBsHe Ha pa3BUTHETO) Ha Ta3a Ha deTyca u
MOHM)KEHO TEJIECHO TeriIo (X HaJM4ue Ha TOKCHYHOCT mpu Maiikara), NOEL e 303 u 30 mbTH 10-
BHCOKO OT €KCIO3HMLUATA IIPU XOpa ChOTBETHO HA CAKCArJIUIITUH U TIaBHUA MeTabonut, npu RHD.
[Ipu 3aiiim edexTuTe HA CAKCATTTUITUH CA OTPAaHUYECHHU 10 HE3HAYUTEIHN CKEJICTHU BapUallly,
HabIroaBaHu caMo NpH TOKcH4HHM 3a MaiikaTta n1o3u (NOEL e, 158 u 224 nbTH M0-BHCOKO OT
EKCIIO3UIMATA IPH XOpa ChOTBETHO HA CAKCANIUIITHH U IMaBHUS MeTabonuT, npu RHD). B npoyuBane
3a BIIMSAHUE BBPXY Mpe- U OCTHATATHOTO PA3BUTHUE NPH IITbXOBE, CAKCATTUITHH IPEIU3BUKBA
MIOHMXEHO TErJl0 Ha MAJIKUTE MPU TOKCUYHU 3a Maiikata 103, kato NOEL e 488 u 45 mbTu no-
BHCOKO OT €KCIO3MLUATA IIPU XOpa ChOTBETHO HA CAKCATJIMITHH U Ti1aBHUS Metabonut npu RHD.
EdexTure BppXy TENECHOTO TErI0 Ha MAIKHUTE ca 3a0eIsI3aHN ChbOTBETHO 10 92-us u 120-us
MTOCTHATAJIEH AEH NPH KEHCKH U MBKKH.

Metdopmun

Hexnuananante JaHHHU 3a MeT(bOPMI/IH HE IOKa3BaT 0CO0cH PHUCK 3a XOpa Ha Oa3ara Ha
KOHBCHIIMOHAJTHHUTC (bapMaKOHOFI/I‘IHI/I MMpoOy4BaHUA 3a 6C3OHaCHOCT, MMpOy4BaHU 3d TOKCUIHOCT IIpU
MHOT'OKPATHO IMIpujiarane, rCHOTOKCHUYHOCT, KAHICPOTCHCH NNOTCHIUAI U PCIIPOAYKTHBHA TOKCUYHOCT.

6. OAPMAINIEBTNYHHU JAHHU
6.1 Chnucbk Ha IOMOLIHHUTE BelleCTBAa
Slapo Ha TaGierkara:

IToBumon K30
Marne3ueB creapaT

PUIMOBO TOKPUTHE:

Komboglyze 2,5 mg/850 mg purmupanu mabiemxu
[omu (BMHHIIOB aJIKOXOI)

Maxporomn 3350

Turanos nuokcuz (E171)

Tank (E553b)

UepseHn xene3eH okcup (E172)

XKbat sxenezen okeun (E172)

Komboglyze 2,5 mg/1 000 mg purmupanu mabiemxu
[omu (BMHHIIOB aJIKOXOI)

Maxporon 3350

Turanos muokcuz (E171)

Tank (ES53b)

XKbat xenezen okeun (E172)

MacTtuio:

[emmak

Wnpuro-kapmun anymunues jiak (E132)
6.2 HecnBMecTHMOCTH
Henpunoxumo

6.3 Cpoxk Ha roaHoct

3 roguHU

6.4 CrnenuajaHu ycJI0BHSI HA CbXpPaHeHHUe
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Ma ce cexpansasa mox 25°C.
6.5 Buawu chabpkaHue HA ONIAKOBKATA
AyMHHHEBO/aTyMHUHKEB OaHCTED.

OmnakoBku ot 14, 28, 56 u 60 ¢unmupanu TabneTku B HenepdopupaHu OIMCTEPH.

lNonemu omakoBky, chabpkamm 112 (2 onakoBku ot 56) u 196 (7 omakoBku ot 28) GpummMupanu
TabneTKu B HenephopupaHu OIHUCTEPH.

60x1 ¢unmupanu TabneTku B nepdopupad OIHUCTEP C EANHUYHH JO3H.

He Bcuuky BuoBe OMaKOBKH MOrat Aa ObAaT IMyCHATH Ha ma3apa.

6.6 CrnenuajaHu npeanasHu MepKHU NMPH U3XBbPJIsIHE

Heusnomssanusr JICKAPCTBCH NPOAYKT WJIN OTHAABYHUTC MATCPUAIIU OT HET'O TpSI6Ba Aa CC U3XBBPJIIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBernms

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Komboglyze 2.5 mg/850 mg dunmupanu TabneTku
EU/1/11/731/001 28 ¢unmupanu TabaeTku

EU/1/11/731/002 56 ¢unmupanu tabiaeTku

EU/1/11/731/003 60 ¢unmupanu tabiaeTku

EU/1/11/731/004 112 (2 onakoBku OT 56) ¢punmMupanu TadaeTku
EU/1/11/731/005 196 (7 onakoBku OT 28) ¢puaIMHUpaHu TaOIETKH
EU/1/11/731/006 60x1 ¢punmupanu tabiaeTku

EU/1/11/731/013 14 ¢unmupanu TabiaeTku

Komboglyze 2.5 mg/1 000 mg ¢puimupanu TabiaeTku
EU/1/11/731/007 28 ¢unmupanu tabiaeTku

EU/1/11/731/008 56 ¢unmupanu tabiaeTku

EU/1/11/731/009 60 ¢unmupanu tabiaeTku

EU/1/11/731/010 112 (2 onakoBku OT 56) ¢punmupany TabIeTKH
EU/1/11/731/011 196 (7 onakoBku OT 28) ¢punMupanu TabIeTKu
EU/1/11/731/012 60x1 ¢punmupanu tabiaeTku

EU/1/11/731/014 14 ¢unmupanu tabiaeTku

9. JATA HA ITbPBO PA3ZPEIIABAHE/TIOJJHOBABAHE HA PAPEIIEHUETO 3A
YIOTPEBA

Jlata Ha mBpBO paspemasane: 24 HoemBpu 2011 .
Jara Ha nocimemHo nmogHoBsBaue: 15 romu 2016 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
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[Monpo6Ha nH(OpMAaIMs 3a TO3M JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu
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MHNPUJIOXKEHMUE 11

MNPON3BOAUTEJI(M), OTTOBOPEH(HN) 3A
OCBOBO/XKJABAHE HA ITAPTUIN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUA N UBUCKBAHUA HA PASPEIIIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A.  TIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE
HA ITAPTU AN

HmMe u aipec Ha npousBoAuTEsI(UTE), OTTOBOPEH(HN) 32 OCBOOOK/IaBaHE HA HAPTUIUTE

AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
IBenmsa

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

Cheshire

SK10 2NA
BenukoOpuranus

IleyaTHaTa nucTOBKA Ha JICKaApCTBCHUA MMPOAYKT Tpr6Ba Ja CbAbpiKa UMCTO U aJpeCa Ha
MMPOU3BOAUTCIIA, OTTOBOPCH 3a OCBO60)K,Z[aBaHCTO Ha CbOTBCTHATA MapTHUAA.

b. YCJI0OBHMA NWJIN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

HeKapCTBeHI/IHT MIPOAYKT CC OTIIYCKa I10 JICKAPCKO NPpCANNCaHUC.

B. JAPYI'N YCJIOBUA N U3UCKBAHUS HA PASPEIIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npanu 1okjaaau 3a desonacuoct (ITAJIB)

WznckBanusrta 3a nonasane Ha [IA/Ib 3a To3u nexkapcTBeH NPOIyKTa ca MOCOUEHH B CIIHCHKA C
pedepentuTe natu Ha EBpomnetickus cbio3 (EURD crmcebwk), mpensuaex B wi. 1078, air. 7 ot
Hupextua 2001/83/EO n mybnukyBaH! Ha eBpoOIEiicKHs yeOmopTal 3a JIeKapcTBa.

r. YCiI0BUs NJIM OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[Iputexatenst Ha paspewenuero 3a ynorpeda (IIPY) TpsOBa ga u3BbpIIBa U3UCKBAHUTE JEHHOCTH U
JeUCTBHSL, CBBP3aHH C TIPOCIIEsIBAHE Ha JIEKapCTBEHATa 0e30MacHOCT, TocoYeHH B ono0penus [1YP,
npeacrased B Moayn 1.8.2 Ha pasperieHnero 3a ynorpe0da, KakTo ¥ BbB BCHUKH CJICABALIHN 0JI00peHH
akTyanu3anuu Ha [TYP.

Axkrtyanusupan [IYP tps6Ba na ce monasa:

e 110 MCcKaHe Ha EBpomnelickaTa areHus 1o JIEKapcTBaTa;

e BHHArW, KOraTo Ce M3MEHs CUCTEMAaTa 3a YIpaBJIeHHE Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJy4aBaHe Ha HOBA MH(pOpMAaLus, KOSTO MOXKE 12 JOBEAE 10 3HAYMMHU IPOMEHH B
CHOTHOIICHUETO I0JI3a/PHUCK, WK CIIe] JOCTUTaHE Ha BayKeH eTarl (BbB Bpb3Ka C
npociensBaHe Ha JIeKapCTBEHATa 0€30MacCHOCT MM MUHUMHU3HUPAHE HA PHUCKA).
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MNPUJIOXKEHMUE II1

JAHHHU BbPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUS ITPOAYKT

Komboglyze 2,5 mg/850 mg ¢punmupanu TabneTku
CaKCarJMNTUH/METHOPMHUH XUIAPOXJIOPHULL

2. OBSBABAHE HA AKTUBHOTO BEIIECTBO/AKTUBHUTE BEIIIECTBA

Bcsika Tabnetka cpabpika 2,5 mg cakcarmunTHH (Kato xuapoxiaopua) u 850 mg merdopmun
XUIPOXIIOPHU.

‘ 3. CIIMCBK HA ITIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 ¢punmupanu TabneTku

28 ¢unmMupaHu TaOIEeTKH

56 ¢uaMupaHu TabIeTKH

60 ¢punmupanu TabIeTKH

lonsama onakoBka: 112 (2 onakoBku OT 56) puiMupanu TabIeTKu
lonsima onakoBka: 196 (7 omakoBku OT 28) ¢pUAMHpaHU TaOJIETKH
60x1 ¢unmupanu TabIeTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEK/IAHE

[Ipeau ynorpeba npodereTe TMCTOBKATA.
3a nepopaiiHa ynorpeba

6. CIIENUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOTJIEJZA U TOCEI'A HA TELITA

I[a CC CbXpaHsABa HAa MSACTO, HCAOCTBIIHO 3a ACHA.

‘ 7. APYI'Y CHEIUAJIHUA NPEAYIIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

‘ 9. CIIEHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa mox 25°C.
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10. CIEHOUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIA OT
TAX, AKO CE UBUCKBAT TAKUBA

11. HME U AJJPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBernms

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/11/731/001 28 ¢unmupanu TabiaeTku

EU/1/11/731/002 56 ¢unmupanu TabiaeTku

EU/1/11/731/003 60 ¢unmupanu TabiaeTku

EU/1/11/731/004 112 (2 onakoBk# OT 56) GuIMHUpaHU TaOIETKH
EU/1/11/731/005 196 (7 onakoBku oT 28) GpuIMHUpaHU TaOJIETKH
EU/1/11/731/006 60x1 ¢punmupanu TadbaeTku

EU/1/11/731/013 14 ¢unmupanu TabaeTku

13. IMAPTHJAEH HOMEP

[TapTunen No

14. HAYMH HA OTITYCKAHE

.HeKapCTBCHI/IFIT MOPOAYKT CC OTITYCKa IO JICKAPCKO IMPEANMCAHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAIMJIOBA ABBYKA

komOornais 2,5 mg/850 mg

‘ 17. YHHMKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIIOYCH YHUKAJIECH HICHTU(DHUKATOP.

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABPKA MEXK/INHHATA OITAKOBKA

KAPTOHEHA KYTUA

1. NME HA JJEKAPCTBEHUSA ITPOAYKT

Komboglyze 2,5 mg/850 mg ¢punmupanu tabneTku
CaKCarJIMNTHH/MEeTHOPMHUH XUAPOXIIOPHULL

2. OBSIBABAHE HA AKTUBHOTO BEIMECTBO/AKTUBHUTE BEIIIECTBA

Bcesika TabneTka chabppika 2,5 mg cakcarIMOTHH (Kato xuapoxiaopua) u 850 mg merdopMuH
XUIPOXIIOPHU.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

56 ¢punvupanu TabneTku. ToBa € 9acT OT MO-TOJIsIMA OITAKOBKA U HE MOXKE Ja ce TIpo/iaBa
CaMOCTOSITEITHO.
28 dmnmupanu TabeTky. ToBa € yacT OT Mo-roIsiMa ONaKOBKA M HE MOXE J1a C€ PO/IaBa
CaMOCTOSITEIHO.

‘ 5. HAYUYH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEK/IAHE

[Ipeau ynorpeba npodereTe TMCTOBKATA.
3a nepopaiiHa ynorpeba

6. CIIENUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HECAOCTHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHUA NPEAYIIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

‘ 9. CIIEHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ma ce cexpansBa mox 25°C.
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10.

CIIEHUAJIHU ITPEAITA3HA MEPKU ITPU U3XBBHPJISSHE HA HEN3IIOJI3BAHA
YACT OT JIJEKAPCTBEHUTE IMPOAYKTHU NWJIN OTITIAABYHU MATEPHUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

11.

NUME N AJJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBernms

| 12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

| 13.

IHHAPTUAEH HOMEP

[TapTugen No

14.

HAYUH HA OTITYCKAHE

.HeKapCTBGHI/IHT OPOAYKT CC OTITYCKa IO JICKAPCKO IMPCAIMUCAHNC.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAMJIOBA A3BYKA

kombOormai3 2,5 mg/850 mg

| 17.

YHUKAJIEH NWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JIByn3mepeH 0apKoJ ¢ BKJIIOYEH YHUKAIECH HICHTU(DUKATOP.

| 18.

YHUKAJIEH WIEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU IIEPO@OPUPAHU/HEITIEP®OPUPAHN)

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Komboglyze 2,5 mg/850 mg Tabnerku
CaKCarJIMNTUH/METHOPMHUH XUAPOXJIOPHUL

2. HUME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA 1A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Komboglyze 2,5 mg/1 000 mg ¢puimupanu TabieTku
CaKCarJIMOTHH/MET()OPMUH XUIPOXJIOPUL

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEILIECTBA

Bcsika Tabnerka cpabpika 2,5 mg cakcarnmuntuH (kato xuapoxiaopun) u 1 000 mg merdopmuH
XUIPOXIIOPHU.

‘ 3. CIIMCBK HA TIOMOINIHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 ¢unmupanu TabneTku

28 ¢unMupaHu TaOJIETKH

56 ¢puaMupaHu TabIeTKH

60 ¢punmupany TabIeTKH

lNonsama onakoBka: 112 (2 onakoBku OT 56) ¢puIMHUpaHu TaOIETKH
lonsama onakoBka: 196 (7 onakoBku OT 28) pUIAMHPaHU TaOIETKH
60x1 ¢unmupanu TabaeTKu

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynmorpeba mpoverere TMCTOBKATA.
3a nmepopainHa ymorpeda

6. CIIEHUAJIHO IMPEAYNPEXJIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsABa HAa MSAACTO, HCAOCTBITHO 3a ACHaA.

‘ 7. APYI'U CIHEIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

TI'oxen no:

9. CIIEIIUAJIHHU YCJIOBUS HA CbXPAHEHUE
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Ma ce cexpansasa mox 25°C.

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOMWAJIHU ITPEAITA3SHA MEPKU ITPU N3XBBPJIAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NJIX OTITAABYHU MATEPUAJIA OT

11. HME U AJJPEC HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBernus

12. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/11/731/007 28 ¢unmupanu TabiaeTku

EU/1/11/731/008 56 ¢unmupanu TabiaeTku

EU/1/11/731/009 60 ¢unmupanu TabneTku

EU/1/11/731/010 112 (2 onakoBku OT 56) GpuaMupanu TabIeTKu
EU/1/11/731/011 196 (7 onakoBku oT 28) GUIMHPAHU TaOJIETKH
EU/1/11/731/012 60x1 ¢punmupanu TadbiaeTku

EU/1/11/731/014 14 ¢unmupanu tabiaeTku

13. IMAPTHJAEH HOMEP

[TapTunen No

14. HAYMH HA OTITYCKAHE

.HeKapCTBeHI/IHT MIPOAYKT CC€ OTIIYCKaA IO JICKAPCKO MPCATINCAHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAJIOBA A3BBYKA

kombOormnais 2,5 mg/1000 mg

‘ 17. YHHMKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JIByn3mMepeH 0apKoJ ¢ BKJIIOYEH YHUKAIEH HACHTU(DHUKATOP.

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JTAHHMU 3A YETEHE OT XOPA

PC
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JAHHU, KOUTO TPABBA JTA CBABPKA MEXKINHHATA OITAKOBKA

KAPTOHEHA KYTUA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Komboglyze 2,5 mg/1 000 mg ¢puimupanu TabieTku
CaKCarJIMOTHH/MET(HOPMHUH XUAPOXIOPU

2. OBABSABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIINIECTBA

Bcesika Tabnerka chabppxa 2,5 mg cakcarimnTuH (kato xuapoxiaopun) u 1 000 mg merdopmuH
XUIPOXIIOPHU.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

56 ¢punvupanu Tabnetkn. ToBa € 4acT OT MO-TOJIIMa OTTAKOBKA U HE MOJKE JIa Ce MpoJ1aBa
CaMOCTOSTEIHO.
28 dmmupanu TadeTky. ToBa € 9acT OT Mo-roIsiMa OIIAaKOBKA U HE MOXKE Jla Ce TIPojiaBa
CaMOCTOSITEITHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/JIAHE

[Ipean ynorpeba npovereTe IMCTOBKATA.
3a nepopanHa ynorpeda

6. CIIEIUAJIHO MPEAYHNPEXJIEHUE, UE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHABaA HAa MACTO, HCAOCTBIIHO 3a AC1A.

‘ 7. APYI'U CIIEHUAJIHUA NPEAYIIPEXIEHUA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

‘ 9. CIIEHUAJIHHA YCJIOBUS HA CbXPAHEHUE

Ma ce cexpansasa mox 25°C.
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10.

CIIEHUAJIHM TPEJATTA3HU MEPKU ITPU U3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTHU NJIN OTIIAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NUME U AIPEC HA ITPUTEKXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBernms

| 12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEGA

| 13.

IHHAPTUAEH HOMEP

[TapTugen No

14.

HAYMH HA OTITYCKAHE

.HCKapCTBCHI/IHT MOPOAYKT CC OTITYCKa IO JICKAPCKO NPCAINMNCaHUC.

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAILIMS HA BPAMJIOBA A3BYKA

kombOornais 2,5 mg/1000 mg

| 17.

YHUKAJIEH HTIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JIByn3mMepeH O0apKoA ¢ BKIIOYEH YHUKAIECH HICHTU(DHUKATOP.

| 18.

YHUKAJIEH HIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHHMMYM JAHHU, KOUTO TPABBA JA CBABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPU ITIEP®OPUPAHU/HENNIEP®OPUPAHN)

1. NME HA JJEKAPCTBEHUSA IMTPOAYKT

Komboglyze 2,5 mg/1 000 mg TabneTku
CaKCarlIMOTHH/MEeTHOPMHUH XUAPOXJIOPHULL

2. NUME HA IIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

|5.  JIPYTO
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Bb. JUCTOBKA
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JIncroBka: nHGOpMALHU 32 MALHEHTA

Komboglyze 2,5 mg/850 mg ¢puniimupanu tadinerkn
cakcarmunTrH/MeThopMuH xuapoxsopua (saxagliptin/metformin hydrochloride)

IIpoyeTreTe BHUMATEIHO LSAJIATA JUCTOBKA, IIPEIM a 3all04HeTe Ja IpueMaTe TOBa JIEKapcTBo,

Thil KATO TS ChAbPa BaxkHa 3a Bac madopmanms.

- 3amasere Ta3u JMCTOBKA. MoOKe 1a c€ HAJIOXkKHM J1a s IPOYETETE OTHOBO.

- AKO MaTe HAKaKBU AOIBIHUTEIIHH BBIIPOCH, NonuTaiTe Bamms nekap, papmManeBT uin
MEAMLHHCKA CECTpa.

- ToBa nexapcTBO € MpeanICcaHo eIUHCTBEHO M TU4HO Ha Bac. He ro npeorcrsnBaiite Ha npyru
xopa. To Mo>ke 1a UM HaBpenu, HE3aBUCHMO Y€ NPU3HALKTE HA TAXHOTO 3a00JIsBaHE ca CHIIUTE
Kato Bamure.

- AKO NoITyYuTe HAKAKBU HEXKEIAHU JIEKAPCTBEHN PeaKluy, yBeoMeTe Bamms nekap,
(apMmareBT WM MEAULMHCKA cecTpa. ToBa BKIIOYBA U BCHUKH Bb3MOKHH HEXEJIAHU PEaKIny,
HEOIHCaH! B Ta3M JUCTOBKA. Brxkre TOuKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakso mpencrasisia Komboglyze u 3a kakBo ce uzmonssa
Kaxso Tpsa6Ba na 3Haere, npeau aa npuemere Komboglyze
Kak na npuemate Komboglyze

Bb3MOXXHM HEXeNaHU peaklnu

Kax na cexpansBare Komboglyze

ChabpprkaHue Ha OTIAKOBKATA W JIOIMBIHUTEHA HH(pOpMAaUs

A

1. Kaxkso npeacraBasasa Komboglyze u 3a kakBo ce u3nosnssa
ToBa s1ekapcTBO ChABPKA ABE PA3IMYHH CyOCTAaHIIMN HAPECUCHU:

CakcariaunTtus, KOWTO € OT Kjlaca JIeKapcTBa, HapeueHH nHxuoutopu Ha DPP-4 (maxubutopu Ha
IUMENTHAMI-TIenTHAa3a 4), 1
MerthopMuH, KOWTO € OT KJlaca JIeKapcTBa, Hape4eH! OUTBaHUIN.

W nBete mpuHaIeKaT KbM IpyTiaTa Ha JIeKapcTBaTa, HApEUSHH ,,[IEPOPaTHH aHTHANA0CTHU
cpencrea’.

3a kakso ce uznoua3zsa Komboglyze
ToBa nexapcTBO ce U3IMOJI3BA 32 JIEUEHHE Ha OIIpPeIeNieH BU/I 3aXapeH quader, Hap. 3axapeH auader
™I 2.

Kak neiictBa Komboglyze

U cakcarmunTuH, 1 MeThOPMUH MMOHMKABAT KpbBHATA Bu 3axap. Te npenn3BUKBaT MOBUIIABAHE HA
OTJIEIISTHETO HA MHCYJIMH CIIe/ TpueM Ha XpaHa. ChIIo Taka, MOHMKABAT KOJMIECTBOTO 3aXap, KOSTO
ce oOpasyBa B Tsutoto Bu. ToBa, Hapes ¢ Mo kaHeTo Ha IMeTa U (PU3uUYecKaTa aKTUBHOCT,
crioMara 3a IoHImKaBaHe Ha KphBHaTa By 3axap. ToBa nekapcTBO MOXKe Jja c€ U3I0NI3Ba
CaMOCTOSITEITHO WJIA B KOMOWHAIWS C IPYTH aHTHIUA0ETHH JIEKapCTBa, BKIIOYUTEITHO HHCYJIHH.

KOHTpOJ'I’BT Ha ,Z[I/Ia6eTa HW3HUCKBA CIIa3BaHC Ha JUCTA U (1)I/I3I/I‘ICCKa AKTUBHOCT, 1OPU U KOraToO

npueMare ToBa JICKApCTBO. 3aroBa ¢ BaXXHO Ja CJICABATC CbBCTUTC Ha JICKApA WM MCAUIIMHCKATa
CeCTpa OTHOCHO AUCTaTa U q)HSH‘leCKaTa Bu akTuBHOCT.
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2. Kaxso Tpsi0OBa na 3Haete, npeaun aa npuemere Komboglyze

He npuemaiite Komboglyze:

. aKo CTe aNepruuHu KbM CaKCArJUITHH, MET(HOPMHUH WK KbM HAKOSI OT OCTAHAIHNTE ChCTABKU
Ha TOBa JIEKapcTBO (M30pOEHH B TOUKa 0).
. aKo HSKOTa CTe MMaJIM CEPUO3HA AJIEPrHYHa Peakuus (peakuus Ha CBPbXUyBCTBUTEIHOCT) KbM

HSIKOE APYTO MOA00HO JIEKapCTBO, KOETO IIpHeMaTe, 3a ja KOHTPOJIMpaTe KpbBHATA CH 3axap.
CumnroMuTe Ha CEpUO3HA ANEPrUYHa Peakiys Morar aa ObaaT cIeTHHUTE:

e 00pus;

® [IOJXYTH YEPBEHH YUacCThLH 110 KoxkaTa Bu (KonmpuBHa Tpecka);

e [IOJIyBaHE Ha JMLETO, yCTHHUTE, €3UKa U I'bPJIOTO, KOETO MOJKE J1a IPUYNHU

3aTpyAHCHOAUIIAHE WITH MPETIbIIAHE.

AKO MaTe Te3U CUMITOMH, CIIpETe MPHeMa Ha TOBA JISKApCTBO M He3abaBHO ce obazere Ha
Bamms nexap unu MeIUIMHCKA CEeCTpa.
aKo HSKOra cTe OMiM B JuabeTHa KoMa.

. aKo UMaTe HEKOHTPOJIMPaH AUadeT, HalpUMEp C TeKKa XUIEPTINKeMus (BUCOKa KpbBHA 3axap),
rajgeHe, OBpblIaHe, Auapus, Obp3a 3aryda Ha Teryo, JakTaTHa auuao3a (BUXTe ,,Pruck ot
JaKTaTHA aluI03a‘ mo-A0iy) Wik keroauuaosa. Keroanumnosara e chCTosiHUE, TPU KOETO
BEIIECTBATa, HAPEUYEHH ,,KETOHHH Tesa®, ce HaTPyNBaT B KPbBTa U TOBA MOKE J1a JOBEAE 10
nuabetHa npekoMa. CHMITOMUTE BKJIIOYBAT OOJIKKA B CTOMAaxa, y4eCTEHO U AbJI00KO AWIIaHe,
CHHJIMBOCT WJIM HEOOMYACH IUIOI0B apoMar Ha abxa Bu.

. aKo MMaTe CUJIHO HamalleHa ObOpeuHa QyHKIHS WK IPOOJIeMH C YepHUS Ipo0.
aKo HaCKOPO CTe MPEKUBENH HH(PAPKT, aKO UMaTe ChbpACYHA HEJOCTATHUYHOCT UM CEPUO3HU
npobieMu ¢ KpbBOOOpAILIEHUETO, MITH UMaTe 3a0yX, KOWTO MOXKe Aa e Oesier Ha mpoOjaeMu cbe
CBPIETO.

. aKo MMate TeXKa HHPEKIHS WIK cTe 00€3BOAHEHH (3aryOniIy cTe MHOTO TEYHOCTH).
aKo KbpMUTE (BIDKTE CHIIO ,,bpemeHHoCT 1 KbpMeHe”).
aKo MHUeTe roJIeMU KOJIMYECTBa aJIKOX0J (KaKTO BCEKH JICH, TaKa U OT BpeMe Ha Bpeme) (MOJIs
BIUXTE Touka ,,Komboglyze u ankoxon”).

Axo HIKOE OT H36pO€HI/ITe IMO-IrOpcC BAXKHU 3a Bac, HC an/IeMaﬁTe TOBA JICKAPCTBO. Axo He cTe CUr'ypHH,
TOBOPCTC C JICKaps UJIN q)apMaueBTa CH, IIpeau na MpueMeTe ToBa JICKApCTBO.

I[IpexynpesxxkaeHnst U NpeIna3Hd MEPKH:

Puck oT JaKTaTHA anmao3a

Komboglyze Moxe a mpuarHE MHOTO psiika, HO MHOTO CEPHO3HA HE)KEIaHa PeaKIys, HapedeHa
JAKTaTHA anuao3a, ocodbeHo ako OxOpernuTe Bu He pyHKIMOHMpAT MpaBWIIHO. PUCKBT OT pa3BuTHe Ha
JIAKTaTHA al|03a Ce YBEIM4YaBa v MPH HEKOHTPOIUPAH AUA0ET, TeXKKH HH(PEKIIHH, TIPOIBIKUTEITHO
TJIayBaHe WM TIPUEM Ha ajKOXOJl, IeXUpaTaIus (BIKTe olie HHGOpMAIHs IT0-101y), YSPHOAPOOHU
MPOOJIEMHU ¥ BCIKAKBU ChCTOSHHUSI, TIPA KOUTO YacCT OT TsUIOTO MMa HaMalleHO CHaO/IBaHE C KUCIOPOT
(kaTo OCTpO MpOTHYAIIA TEXKKA OOJECT HA CHPIIETO).

AKko HsIKOe OT M30pOeHHTe Mo-Trope ce oTHacs 3a Bac, roBopere ¢ Bamms inexap 3a JOBIHUTETHI
yKa3aHusl.

Cupere npuema Ha Komboglyze 3a kpaTbk nepuoj otT Bpeme, ako umare 3a00/1sIBaHe, KOETO
MO3Ke 1a 0ble CBbP3aHO ¢ AeXuapaTanus (3HaunTeITHa 3ary0a Ha TeJICCHU TEYHOCTH) KaToO TEKKO
MOBpbILAHE, AUapUs, TPECKA, U3JIaraHe Ha TOIUIMHA WK aKO MUETE MO-MaJIKO TEYHOCTU OT
HOpManHOTO. ['oBopeTe ¢ Bamus gexap 3a JOMBIHUTEIHN YKA3aHUS.

Cupere npuema Ha Komboglyze u He3a0aBHO ce cBBp:KeTe ¢ JJeKap UM Hail-0Jn3KaTa 00J1HMLA,
aKO0 MMaTe HAKOM OT CUMIITOMUTE HA JIAKTATHA allM/1034, Thil KATO TOBA ChCTOSIHUE MOXKE Ja
JOBEJE IO KOMa.

CuMnTOMHUTE HA JIAKTaTHA alli103a BKIIIOYBAT:

. MTOBPBIIIAHE;
. 00K B cTOMaxa (KOPEMHH OOJIKH );
. MYCKYJTHU CIIa3MH;
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. 001110 yCelaHe 3a Hepa3MoOKEeHUE, MPUAPYKEHO ¢ TEKKA YMOpa;

. 3aTpyAHEHO JIUIIAHE;

] MOHMXKEHA TeJeCHa TeMITepaTypa 1 myJic.

JlakTaTHaTa anu03a € ChCTOSIHUE, U3UCKBAIIIO CIICITHA MEIUIIMHCKA TIOMOIII, U TpsiOBa J1a ce JIeKyBa B
OoHuUIIA.

[Ipenu na 3amounere na ynotpedsisate Komboglyze, roBopete ¢ Bamms nexap unu papmanest:

. ako umare 3axapeH nuabet tun 1 (opraHusmbsT Bu He 06pasyBa uncyuH). ToBa lekapcTBO He
TpsiOBa J1a ce M3MOJI3Ba 3a JICUCHUE HA TOBA ChCTOSHHUE.
. uMarte WM cTe UMany 3a00sBaHe Ha MaHKpeaca.

AKO NpUEMAaTC MHCYJINH UIIN aHTI/I):[I/Ia66THO JICKapCTBO, U3BCCTHO KATO cyn(baHHnypeeH
MNpOAYKT, Bammsar JICKAap MOKE [1a pCIIN Ja HAMAJIM N03aTa Ha MHCYJIMHA WA Ha
Cy.]'[(baHPIJ'IprﬁHHH MIPOAYKT, KOraTO I'0 U3I0J3BATC C TOBA JICKAPCTBO, 3a a CC U30erHaT HUCKU
HHUBA HAa KPbBHATA 3axap.

° aKO CTC UMaJIi aJICpTUYHA pCaKrd KbM KOCTO U Aa € APYTO JICKAapCTBO, KOCTO NpHUEMATe 3a
IIOHMW)XKAaBAHC Ha KpbBHATA CHU 3axap.

o aKO UMarTe HpOGJ’ICM ChC 3allluTaTa Ha OpraHu3Ma CpeIy HHq)eKHHH HJIK IpueMarte JICKapCTBo,
KOC€TO MOXKE a4 A ITIOTHCHE.

° aKoO CTpaaaTe OT ChbpACUHA HCAOCTATHBYHOCT WM UMATC APYTHU PHUCKOBU (baKTOpI/I 34 pa3BUTUC

Ha ChpJeYHa HEIOCTaThYHOCT, KaTO HallpuMep npodsiemu ¢ 0v0penute. Bamust inekap mie Bu
OIHIIE MPU3HALNTE U CUMIITOMUTE Ha ChPJI€YHA HENOCTATHYHOCT. AKO MOJIYYNUTE HIKOU OT
T€3W CUMIOTOMH, TpsIOBa BeHAra a ce odanuTe Ha Bamms nekap, papMareBT Win MeJULUHCKA
cectpa. CUMITOMHTE MOJKE J1a BKIIIOUBAT, HO HE CE OIpaHNYaBaT 10 3aCHJIBAHE Ha 3a1yXa,
OBp30 MOBHUILIABAHE HA TETJIOTO M MOyBaHe HA KpakaTa (OTOK Ha KpakaTa).

Axo Bu ce Hanara jga nmpeTspruTe cepruo3Ha omneparys, TpsiOBa 3aIbIKUTEITHO J1a CIIpeTe MprueMa Ha
Komboglyze mo Bpeme Ha 1 U3BeCTHO BpeMe ciell ImpollenypaTta. BamusT Jiekap 1ie pemmu Kora
TpsAOBa Ja cripeTe U Kora Ja Bb300HoBHTE teueHneTo ¢ Komboglyze.

JnabeTHUTE KOXKHHM JIE3UU Ca YECTO YCIOXKHEHHE Ha quadera. [Ipu nmpuem Ha cakcarfJUNTHH, KAaKTO U
Ha ONpeAeICHN aHTUANAOETHHU JIEKapCcTBa OT ChIIUS KIJIac, € HaOM0AaBaHO Pa3BUTHE HA OOPHUBH.
CrenBaiiTe npenopbKUTE 3a TPIXKH 3a KOXKaTa U Kpakata Bu, konto Bamust nekap nin MeIuHCKa
cectpa ca Bu gamu. Cebpixkete ce ¢ Bamms nekap, ako OTKpreTe MeXypH o Koxkarta, Thbi KaTo ToBa
MoOJKe a ObJie CUMIITOM Ha 3a0oJsiBaHe, HapeYeHo Oyno3eH nemdurona. BammsaT nexkap moxe na Bu
Kaxe Ja cnpete npuema Ha Komboglyze.

Axo HIKOE OT I/I36p06HI/ITe IMO-TrOpcC BAXHU 3a Bac nim He cTe CUTYPHU, KOHC}’J’ITHpaﬁTe ce ¢ Bamms
JICKap Wi q)apMaL[CBT, npeau aa 3arnovYHCeTe Ja IpUEMaTe TOBA JICKApPCTBO.

H3caensane Ha 0b0peyHaTa QPyHKIHUS

Ilo Bpeme Ha JIe4eHHETO ¢ TOBA JIEKAPCTBO, BamusT jekap uie nposepsiBa 0b0peunara Bu dynkuus
MOHE BEJHBX FOJHIIHO MU M0-9ECTO, aKO CTE B CTApUYECKa BH3PAcT U/HIM aKO UMaTe BIIOIICHA
O0pOpeuHa QyHKIHA.

Jeua u roHomu

He ce npenoppuBa npuem Ha Komboglyze npu neua u ronomn Ha Bb3pact nox 18 ronunu. He e
M3BECTHO JJAJIM TOBA JIEKApCTBO € Oe30MacHO U eprKacHO NpH Jela U IOHOIIN Ha BB3PACT MOJ
18 roauHM.

Apyru nexapcrBa 1 Komboglyze

Ako Tpsi6Ba 1a Bu 0b1e moctaBeHa HHKEKIHSI ¢ KOHTPACTHO CPEACTBO, ChIBPIKALIO HOA, B
KPBHBOOOpAIIIEHNETO, HAPUMEP B KOHTEKCTA Ha PEHTTEH UIIN CKeHep, TPAOBa Ja cripeTe mpueMa Ha
Komboglyze npenu niu mo BpeMe Ha WHXEKIUATA. Bammsar ekap e permm kora TpsiOBa fa cripere u
Kora J1a Bb3o0HOBHTE JiedeHneTo ¢ Komboglyze.
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TpsbBa na kaxere Ha Bamms exkap wim gpapmanesT, ako premMare, HACKOPO CT€ MPUEMaH WU €

BB3MOXKHO J1a IpHEMaTe Ipyry jJekapcTBa. Mojke 1a ce HalloKU MO-4eCTO A C€ M3CJIEBa IIIIK03aTa B

KpBBTa M (PyHKIMOHHUPAHETO Ha ObOpenuTe Wi BamusaT gekap Moke 1a KOpurupa ao3ara Ha

Komboglyze. U3kmounTeHO BaXKHO € J1a CIIOMEHETE CICAHOTO:

- LUMETHUINH, JIEKapCTBO, N3IOI3BAHO 3a JICUCHHE Ha CTOMAIIHH TPOOIeMH.

- KETOKOHA30J]1, KOWTO Ce M3I0JI3Ba 32 JIeUeHHE Ha M’bOMYHH HH(EKLINH.

- Oponxoannararopu (0eTaz-arOHUCTH), KOUTO CE M3MOI3BAT 32 JICUCHHE Ha acTMa.

- JTUIITHA3eM, KOWTO ce M3IT0JI3Ba 3a MOHMKaBaHe Ha BUCOKOTO apTEpHaIHO HaJIATaHe.

- pUQaMIUIMH, aHTHOMOTHK, KOHTO ce U3M0JI3Ba 3a JIeYUeHHe HAa MH(EKLIUHN KaTo TyOepKyio3a.

- KOPTHUKOCTEPOUIH, KOUTO CE U3IO3BAT 3a MOTUCKAHE Ha BH3MAJICHUETO NpH 3a00IsBaHHS KaTo
acTMa WM apTpPHT.

- kapOamazenuH, peHoOapOuTan UM GEHUTONH, KOUTO CE U3MOJ3BAT 3a JICUCHUE Ha ThPUYOBE HIIH
Ha XpOHWYHA OOJIKa.

— JIEKapCTBa, KOUTO yBEINYaBaT OTACISIHETO HA ypuHA (AUYPETHLIN).

— JIeKapcTBa, U3MOJI3BaHN 3a jiedeHne Ha Oonka u Bp3nanenue (HCIIBC u COX-2 uaxuburopw,
KaTo uOynpodeH 1 1eaeKoKcuo).

- HSIKOM JIEKapCTBa 3a JIeueHHE Ha BUCOKO KpbBHO HamsArane (ACE-nHXuONTOpY 1 aHTHOTEH3UH
II peenTopHu aHTarOHUCTN).

Axo HIKOE OT I/136pOGHI/ITG IMO-TOpC BaXHU 3a Bac nim He cTe CUT'YPHH, KOHCYJ'ITPIpafITC ce ¢ Bamms
JICKap Wi (bapMaueBT npeau aa 3arovHeTe aa nmpueMarTe ToBa JICKApCTBO.

Komboglyze ¢ ankoxon

U36sraiite npekoMepHaTa ynoTpeba Ha ajkoxoJ 1o Bpeme Ha npuema Ha Komboglyze, Toii kato
TOBa MOJE J]a YBEJIMYM PUCKaA OT JIaKTaTHA aluo3a (BIXKTe ToUKa ,,I[peaynpexxaenns u npeamnasu
MEpPKH).

BpemenHocT 1 KbpMeHe
He npuemaiite ToBa JiekapcTBO, aKO CTe OpeMEeHHa WM MOKe 1a 3a0pemeneere. [IpuunHara 3a ToBa €,
ye Komboglyze mosxe na mosnusie Ha 6ebdeto.

He aneMaﬁTe TOBAa JICKAPCTBO, aKO KbPMUTC WJIM Bb3HAMCPSABATC 1a KbpMUTC. HpI/I‘II/IHaTa 3a TOBa €,
Y€ MAJIK1 KOJIMYCCTBA MeT(l)OpMPIH npeMHHAaBaT B KbpMarta.

[TocwBetBaiiTe ce ¢ Bammus nekap wiu gapmaneBT Ipeau ynoTpedara Ha KOETO U J1a € JEKapCTBO.

lodupane u padora ¢ MAIIUHU

CakcarnmunTiH 1 MeTHOPMHUH UMaT PeHeOPEKUMO BITUSTHIE BHPXY CIIOCOOHOCTTA 3a modupaHe u
pabota ¢ MamHA. XUITOTIUKEMHUATa MOXKE J1a 3acerHe criocoOHocTTa Bu na modwupare u na padoture
C MaIlluHM, KaKkTo U ctabmiHaTa Bu mo3a no BpeMe Ha paboTa, a mpu MpueM Ha TO3H JISKapCTBEH
MPOIYKT 3a€HO C APYTH JICKAPCTBEHU MPOIYKTHU, 32 KOUTO € U3BECTHO, Y€ MPEIU3BUKBAT
XUIOTIIUKEMUS — KaTO MHCYIIMH U Cyl(haHWITypelHU TperapaT, MOKe Jia CE pa3BHe TaKaBa.

3. Kak na npuemare Komboglyze

Bunaru npuemaiite ToBa JIeKapCTBO TOYHO KakTo Bu e xa3an BamusT jgekap. AKo He cTe CUTYpHH B
Helo, nonurtaiTe Bammus nekap wim GpapmanesT.

Axko Bammsar nexap Bu npennuie ToBa JekapcTBO 3a€JHO ChC CyaaHUIypeeH Mpenapar il ¢
WHCYJIUH, He 3a0paBsiiTe a mpueMare Te31 JIEKapcTBa TOYHO Taka, KakTo Bu ru e npeanucan Bamust
JIeKap, 3a Jja MOCTUTHEeTe Hali-100pHTe 3a CBOETO 3ApaBe pe3yaTaTH.

Koako na npuemare

e KommuecTBoTO OT TOBA JICKApCTBO, KOCTO LIS MPpUCMATEC, 3aBUCU OT Bamrero CbCTOSAHHUEC, U OT
J0O3UTE MCT! q)OpMI/IH, H/WIIH CAaMOCTOSITCITHUTE TaONETKH CAKCATTIUITUAH WU MeT(l)OpMI/IH, KOHTO
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npuemMare KbM MOMeHTa. Bamusr siekap me Bu kake kakBa € TOYHATa 1032 OT TOBa JIEKapCTBO,
KOsITO TpsiOBa 1a mpreMarTe.

e [IpenoppunTenHara 103UPOBKA € €Ha TaONeTKa 1Ba IIbTH JHEBHO.

Axo nmate HamasieHa ObOpeuHa pynkuus, Bammst nekap moske na Bu npeanuine mo-Hucka 1o3a.

Kak na npueMarte ToBa JEKapCTBO

e ToBa JICKApCTBO CC MpUCMa IIpE3 yCTaTa.

° HpHeMaﬁTe TOBA JICKApCTBO IO BPEMC HAa XPAHCHC, 3a 1a HAMAJIMUTC PUCKA 3a CTOMAIIIHO
HCPA3IMOJIOKCHUC.

Juera n ¢puznvecKn HATOBAPBAHUS

Jlopu 1oKaTo nmpueMaTe TOBa JISKapCTBO, 332 KOHTpoJMpaHe Ha aquadera Bu e BaxkHO 1a criazBate quera
U 1a cTe GU3MUECKH aKTUBHU. 3aTOBA € BAYKHO Ja IPOABIDKHUTE /1a CIIa3BaTe ChBETUTE Ha JIeKaps U
MEAWIHCKATA CU CECTPpa OTHOCHO AueTaTa U (PU3MYECKUTE HATOBApBaHUA. AKO B YACTHOCT CTE Ha
JeTa 3a KOHTPOJI Ha TEJIECHOTO TErjlo, TpsOBa Aa NpoabJKaBaTe Ja s Cra3Bare, JOKaTo prueMaTe
TOBA JIEKapCTBO.

AKo cTe npuesu nopeve oT Heodxoaumara 103a Komboglyze
Ako cte ipuenu nmoBeue Tabnetkn Komboglyze ot HeoOxoauMoTo, He3a0aBHO TOBOPETE C JIEKaps CU
WM OTHJETE B OoNHUIA. B3emere onmakoBKaTa OT JIEKAPCTBOTO ChC ce0e CH.

AKko cTe nponycHanu aa npuemere Komboglyze

. AKO CcTe MpoITyCHaJIM €jHa 103a OT TOBA JIEKapCTBO, B3EMETE 51 BEAHAra I[OM CH CLIOMHHUTE. AKO
obaue Beye € BpeMe 3a IIpreM Ha ciesBamara Bu no3a, He mpuemaiite npomycHaTara, a Harpaso
IpreMeTe clieiBallla CH 1032 B 00NYaifHOTO BpeMe.

. He B3nmMaliTe nBOiHA 103a OT TOBA JIEKAPCTBO, 3a Aa KOMIIECHCHpATE NPOITyCHATATA.

Axo cnipere nprueMa Ha Komboglyze
[Ipogpmxere npremMa Ha ToBa JeKapcTBO, fokaTo BamusaT nekap He Bu kaxe na cnpere. Tosa e
CIIOMOTHE J1a KOHTPOJIMpaTe HUBaTa Ha KpbBHATa Bu 3axap.

AKO “MaTe HSKaKBU JOIBIHUTETHH BBIPOCH, CBBP3aHH € yIoTpebdara Ha TO3U NPOIYKT, MOJIS
nonuTaiite Bamms nexkap uin papMarnesT.

4. BB3MOKHT HexkeJIaHU peaKkIuu

Kakro Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKC Ja IPCAU3BUKA HCIKCIIaHU PCAKIINU, BBIIPCKU Y€ HC
BCCKH T' [IO0JTy4aBa.

TpsidBa na npexkpaTuTe NpHEeMa HA TOBA JIeKAPCTBO M He3a0aBHO Aa yBegomuTe Bamms Jekap,

aKo 3a0eJie;KNTe HAKOS OT CJeJHUTE CEPHO3HU HeKeJAHU PeaKknun:

. JlakraTHa anuno3a, Komboglyze Mosxe na noBeae 1o MHOTO psizika (MOXKe J1a 3acerae Ao 1 Ha
10 000 mymm), HO MHOTO CeprO3Ha HeXeJlaHa PeaKlys, HapeUueHa JIaKTaTHa alu03a (BUKTE
Touka ,,IIpenynpexneHus u npennasHu Mepku). AKO TOBa ce CIIy4H, TpsAOBa 3abKUTEIHO 12
cupere npuema Ha Komboglyze u He3a0aBHO 1a ce CBBp:KeTe € JieKap WU Hai-0M3KaTa
00JIHMIA, THI KaTo JIAKTaTHAaTA alliA03a MOXKE J1a AOBEE 0 KoMa.

. CuiHa ¥ MOCTOSTHHA 00J1Ka B KopeMa (KopeMHaTa 00J1acT), KOSITO MOXe JIa CTHTa JI0 I'bp0a,
KaKTO ¥ rajicHe U MOBPBIIAaHe, 3alll0TO TOBA MOKE Ja Ca CUMIITOMM Ha BB3IaJICH MaHKpeac
(maHKpeaTur).

Tp;{6Ba Ja ce O6a}:[HTC Ha Bamms JICKAp, aKO MOJYYUTC CJICAHATa HCXKCJIaHa JICKAPCTBCHA PCAKIU:
o CUJIHA CTaBHA 00JKa

Apyru Hexenann peakunu Ha Komboglyze BkiatouBar:
Yectu (Morar aa 3acerHar jo 1 Ha 10 mymm)
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riaaBo0osme

00JIKH B MYCKYJUTE (MUAJITHN)

MOBPBIIAHE WIN HAPYILIECHO XPaHOCMHUIIAHE (AHUCIIETICHS)

nHGEKIUH Ha MMKOYHHUTE MbTHIIA (MH(PEKIUN HAa YPUHAPHUS TPAKT)

WH(EKIUY Ha TOPHUTE AUXATEIHU IBTHLIA

BB3MAJICHHE Ha HOCA MJIH I'BPJIOTO KATO MPU HACTHHKA

BB3MAJICHUE Ha CTOMaxa (racTpuT) WK YepBaTa, OHSIKOTra B pe3yiTaT Ha HH(eKIus
(racTpoeHTepuT)

WH(EKIUY Ha CHHYCHUTE, TIOHSIKOTa ¢ YyBCTBO Ha OO0JIKA M TEXKECT 3aj] Oy3UTe U OYUTE (CHHY3HUT)
MOBUIICHO 00pa3yBaHe Ha ra30Be

3aMaiiBaHe

yMopa (0TIagHaIocT)

Heuectu (Morat ma 3acernar o 1 Ha 100 mgymm)
. OoNKU B cTaBUTE (apTpaITrhy)
° 3aTpPyJHEHO TOTydYaBaHe WM 3aIbpiKaHe Ha epeKIus (epeKTHITHA TUC(YHKIINSA)

Hesxesranm peakuuy npu NpueM Ha CAKCATIMITHH CAMOCTOSITETHO:

Yectn
° 3aMaiiBaHe
. yMopa (0TIagHaIocT)

He:xenanu peakuuu nNpy NpyeM Ha CaKCATJMITHH CAMOCTOSITEIHO WJIM B KOMOMHALIMSA:

C HeusBecTHa yecToTa (OT HATMYHUTE JAaHHU HE MOKE J1a ObJic HAIpaBEHA OLIEHKA HA YECTOTAaTa):
e 3arex
e MexypH 1o KoxkaTa (Oyno3eH nempurounn)

HpI/I HAKOH ITAIIMCHTH € Ha6J'IIO,I[aBaHO JICKO ITOHMW>KaBaHE Ha 6p0$[ Ha ONpCAC/ICH BUJ Oemu KPbBHU
KIICTKHN (J'H/IM(bOLII/ITI/I), KOCTO CC YCTAHOBsBA IPU U3CJICABAHC HA KPBB, KOIaTO CaKCArJIUIITUH CC
H3M10J13Ba CaMOCTOATCIIHO UJIK B KOM6I/IHaI_[I/I$I. B JOIIbJIHCHUEC, HAKOU ITallUCHTH C’BOGH_IaBaT, uc npu
IIpUCM Ha CAKCArJIMIITUH pa3BUBAT 06pI/IBI/I 1 KOXXHHU pCaKIInn (CBp’BX‘-IYBCTBI/ITeJ'IHOCT).

B nepuona cnen paspemaBade 3a ynorpeda Ha CaKCarjJUITHH, ca ChOOLICHU TOMBIHUTEIHH
CTPaHUYHU €(PEKTH, KOUTO BKIIOYBAT CEPUO3HU HEXENaHU PeakiH (aHapuIaKcusl) ¥ MOyBaHe Ha
JIMILIETO, YCTHHUTE, €3UKa U I'bPJIOTO, KOETO MOXKE Jja PUYHMHU 3aTPYAHEHO TUIIAHE WX IPEriabllaHe.
AKo MMaTe anepruyHa peaknus, clipere nprueMa Ha TOBa JIEKapCTBO U He3a0aBHO ce CBBPIKETE C
Bamms nekap. Bamusat nexap Mosxe 1a Bu npennuie gekapcTBo 3a JeUSHNUE Ha allepruyHaTa PeaKus
U Ipyro JekapcTBo 3a Bammsa auaber.

Hesxenanm peakuuu npu npueM caMo Ha MeT(hpOpMUH:
MHoro 4yectu (Morat aa 3acerHar moseue ot 1 Ha 10 mymm)

° rajicHe, MOBPhIIaHe
° IUapys Wik OOJKU B CTOMaxa

° JINIICA HA allEeTUT

Yectn

° MeTaJIeH BKYyC B ycTara

° TTOHIKEHH WM HUCKH HUBA Ha BUTaMuH B12 B KpbBTa (CHMIITOMUTE MOXKE J]a BKIIFOUBAT

MMPEKOMEpPHA yMOpa (I/I3TOH_IGHI/Ie), BB3MAJICH U 3a4YCPBCH C3UK (FJ'IOCI/IT), ycemaHe 3a UTJINYKn
(HapeCTfBI/IH) HIIn 6J1e/:[a WJIN )XBJITCHUKAaBa KO)Ka). Bammsar JICKap MOKEC na Bu nHa3zHauu HiIKOH
H3CJICABAHUA, YPC3 KOUTO Ja YCTAHOBU NPHUYIUHATA 34 TC3U CUMIITOMHU, 3alIIOTO HAKOU OT TAX
Mmorart aa 6’B,Z[aT MNPUYINHCHU OT ,Z[I/Ia6eT WJIK a C€ AbJKAT HAa APYTHU, HCCBBP3aHU C HECT'O
3ApaBOCIIOBHHA HpOGJ’ICMI/I

MHoro penku
. npodieMu ¢ YepHHUs APOO (XemaTur)
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. 3a4yepBsiBaHe Ha KokaTa (0OpUB) WK ChpOexK

Cpo0maBane Ha HeKeJAHH PeaKIHH

AKXO TIOJTyYHTe HAKaKBU HEKEIIaHU JICKAPCTBEHU peakluy, yBenomere Bamms siexap, papmaneBT wim
MeIUIUHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH BH3MOKHH HEOIIMCAHU B Ta3H JHCTOBKA HEXKEIIAHU
peakin. MokeTe ChIIo a ChOOIINTE HEKEIAaHH PEaKIMy TUPEKTHO UYpe3 HAlMOHAIHATA CHCTEMa 323
cbo0mmaBane, nocoueHa B [punoxkenne V. Kato cro0maBarte He)KeaH! Peakliy, MOKETE J1a a1eTe
CBOSI ITPUHOC 32 MOJTy4aBaHe Ha MOBeUe HHPOpMAIUs OTHOCHO 0€30MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpanssare Komboglyze

Jla ce cbxpaHsiBa Ha MsICTO, HEAOCTHITHO 3 Jlea.

He n3non3BaiiTe TOBa IEKapCcTBO Clie]] CpOKa HA TOJHOCT, OTOENsI3aH BEPXY OJrcTepa U KapTOHeHAaTa
omnakoBKa choTBeTHO ciaen ,,EXP” u ,,l'onen no:”. CpokbT Ha TOJHOCT OTrOBapsl HA MOCIEAHUSI IEH OT
IMOCOYCHHS MECEII.

Ma ce cexpansBa mox 25°C.

He u3non3paiite ToBa JICKapCTBO, aKO 3a6eJ’I€)KI/ITe, YcC OIlaKOBKaTa € MOBpCJcHa NN € CbC CJICAU OT
BMCIIATCIICTBO.

He H3XB’BpJ'I$IﬁTC JICKapCTBAaTa B KaHAJIU3allUATa WU B KOHTefIHepa 3a JOMalIHH OTIIaAbIIN.
Ilommraiite Bamus q)apMaueBT KaK [a U3XBBbPJIATC JICKAPCTBATa, KOUTO BCUC HC U3IIOJI3BATC. Te3n
MCPKHU IIC CIIOMOTrHAT 3a OI1a3BaHC HA OKOJIHATA Cpcaa.

6. ChbabpikaHue HA ONIAKOBKATA M JONBJIHUTETHA MH(pOpManms

Kakso cbabp:xa Komboglyze

AKTUBHH BELIECTBA CAKCATIMIITHH U METHOPMUH XUAPOXIOPUL.

Bcesika ¢punmupana tabaerka chabpika 2,5 mg cakcarmunTHH (KaTto xunpoxmaopuna) u 850 mg

MeT(bOpMI/IH XUAPOXJIOpHUI.

Jpyru cbCcTaBKHU (IIOMOIIIHH BEIIECTBA):

. SAnpo na Tabnerkara: noBuaoH K30, maruesues creapar.

. OUIMOBO NOKPHUTHUE: MTOTUBHHUIATIKOX0I, Makporoin 3350, tutanoB nuokuca (E171), tank
(E553b), uepBen xenesen okcun (E172), xbaT xkenezer okcun (E172).

. Mactuno: mennak, THIUro-kapMuH axymunues jnak (E132).

Kak m3rae:xxnga Komboglyze n kakBo cbabpika onakoBKaTa

. Komboglyze 2,5 mg/850 mg ¢punmupanu Tabnerku (,,TabneTku’) ca cBeTio kKadsBu 10 Kadasu
Y KPBIJIH, C HAJIIUC ChC CHHBO MACTWIIO ,,2,5/850” oT eqHaTa cTpaHa u ,,4246” ot apyrara.
. Komboglyze ce npeanara B anymunuesu onuctepu. OmakoBkuTte ca ot 14, 28, 56 u

60 ¢unmupanu TabneTku B HenepdopupaHu OJIMCTEepH, TOJIEMH ONIAKOBKH, ChAbpxKamm 112
(2 onakoBk#u 0T 56) u 196 (7 onakoBku ot 28) hunMupanu TabiaeTku B HenepopupaHu
omucrepy, u 60x1 ¢uamupanu TabneTku B neppopupaHn eIHOA030BH OJIMCTEPH.

He Bcuuku BUIOBE OMMAKOBKH MOTAT Ja OBIAT MyCHATH B IPoAakOa BB Bamiara ctpaHa.
IIpuTesxkaTes Ha pa3pellIeHUETO 32 ynoTpeda
AstraZeneca AB

SE-151 85 Sodertilje
IBernms
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IIpounsBoguten

AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
IBenmsa

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

Cheshire

SK10 2NA
Benukobpuranus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKAPCTBO, MOJISI, CBBPIKCTC CC C JIOKAJTHUA
npeaACTaBUTCII HAa IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yrIOTpe6a:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +322 37048 11

Bbarapus
Acrtpa3eneka bearapus EOO/]
Ten.: +359 (2) 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

EALGoa
AstraZeneca A.E.
TnA: +30 2 106871500

Espaiia

AstraZeneca Farmacéutica Spain, S.A.

Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 85 808 9900

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.

Tel.: +48 22 245 73 00

Portugal

AstraZeneca Produtos Farmacéuticos, Lda.

Tel: +351 21 434 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41



Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvnpog
Aléktop Gappokevtikn Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, 0.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Pul/Tel: +358 1023 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom (Northern Ireland)
AstraZeneca UK Ltd
Tel: +44 1582 836 836

IlaTa Ha MOCJICAHO NMpepasriekaane Ha JUCTOBKaTa

Hoszo6Ha I/IH(bopMaLII/IH 3a TOBa JICKAPCTBO € IIPEA0CTABCHA HA ye6caﬁTa Ha EBpOHeﬁCKaTa arcHus

T0 JIeKapcTBara http://www.ema.europa.eu
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JIncroBka: nHpoOpMAnNMs 3a MANMEHTA

Komboglyze 2,5 mg/1 000 mg ¢punamupann TadjeTKu
cakcarmunTuH/MeThopMuH xuapoxnopua (saxagliptin/metformin hydrochloride)

IIpoyeTeTe BHUMATEIHO HAJIATA JMCTOBKA, IIPEIM A 3all04HeTe Ja IprueMaTe TOBa JIEKapCTBO,

Thil KATO THA CbAbPka BaxkHa 3a Bac nngopmanus.

- 3anaseTe Ta3u JIMCTOBKA. MoKe /1a ce HaJO0XkHU Ja sl IPOYETETE OTHOBO.

- AKO “MaTe HSIKaKBH JOIBJIHUTEIIHH BBIIPOCH, HonuTaiTe Bammus nekap, papmaneBT win
MEIUIMHCKA CECTpA.

- ToBa nexapcTBO € MpeANICcaHo eIMHCTBEHO U TMYHO Ha Bac. He ro npeorcrsnBaiiTe Ha npyru
xopa. To Moxe fa UM HaBpeIu, HE3aBUCHMO Y€ MPU3HAIMTE Ha TAXHOTO 3a00JIsIBaHE Ca ChILUTE
Karo Bamre.

- AKO NOITy4uTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKIIMHM, yBeToMeTe Bammsd nekap,
(apmareBT WM MEAULIMHCKA cecTpa. ToBa BKIIIOYBA M BCHUKH Bb3MOXKHHU HEXEJIAHH PEAKIINH,
HEONMCaH! B Ta3M JUCTOBKA. Brxkre Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakgso npencrasnsBa Komboglyze u 3a kakBo ce u3mnonssa
Kakgo Tps6Ba na 3naere, npeau ga npuemere Komboglyze
Kak na npuemate Komboglyze

BB3MOXKHH HEXXETaHU peakuu

Kak na cexpansiBare Komboglyze

ChabpxaHue Ha ONAKOBKATa M JOIBIHUTENIHA HH(POPMALUS

A e e

1. Kaxkso npencraBiasiba Komboglyze n 3a kakBo ce u3nosnssa
ToBa nexkapcTBO ChABPKA ABE PA3IHMYHH CyOCTAHIIMN HAPECUCHH:

CakcarnunTtiH, KOWTO € OT KJlaca JIeKapcTBa, HapeueH! naxuouropu Ha DPP-4 (maxubutopu Ha
IUMENTHANI-TIenTHaa3a 4), u
MetdopmuH, KOWTO € OT KJlaca JeKapcTBa, HApEeUeHH OUTBaHUIN.

W nBere mpuHaIeKaT KbM TpyTiaTa Ha JIeKapcTBaTa, HApEUCHH ,,[IEPOPaTHH aHTHANA0CTHH
cpencrea’.

3a kakso ce uznoa3sa Komboglyze
ToBa nekapcTBO ce U3ION3BA 3a JieueHNE Ha ONpe/IeIeH BH 3aXapeH quabeT, Hap. 3axapeH auader
™I 2.

Kak neiicrea Komboglyze

U cakcarmunTuH, 1 MeTOPMUH MMOHMKABAT KpbBHATA Bu 3axap. Te mpean3BUKBAT MOBUIIIABAHE HA
OTJIENITHETO HA MHCYJIHMH CJIe]] TpUueM Ha XpaHa. ChIIO Taka, MOHKABAT KOJMIECTBOTO 3aXap, KOSTO
ce oOpasyBa B TsutoTo Bu. ToBa, Hapes ¢ moabppKaHeTo HA AueTa U (Pu3ndecKaTa akTUBHOCT,
crioMara 3a IoHIKaBaHe Ha KpbhBHaTa Bu 3axap. ToBa jekapcTBO MOXe J1a ce U3I0NI3Ba
CaMOCTOSTETHO WJIM B KOMOWHAIUS C IPYTH aHTHIUA0CTHH JIEKapCTBa, BKIFOYUTEITHO HHCYIIVH.

KOHTpOJ'I’BT Ha ,Z[I/Ia6CTa HN3HUCKBA CIIa3BaHC Ha JHUECTA 1 (1)I/I3I/I‘IGCKa AKTUBHOCT, 1OPHU U KOIaTO
npueMarte ToBa JICKApCTBO. 3aroBa € BaXXHO Ja CJICABATC CbBCTUTC HaA JICKAps WM MCAUIIMHCKATa
CeCTpa OTHOCHO AuECTaTa 1 q)HSquCKaTa Bu akTHBHOCT.

2. Kakso TpsdBa na 3naere, npeau na npuemere Komboglyze
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He npuemaiite Komboglyze:

. aKo CT€ AJIEPIHYHH KbM CaKCATJHUIITHH, MET(OPMHUH WIH KbM HSIKOSA OT OCTAHAIUTE ChCTABKH
Ha TOBa JIeKapcTBO (M30pOEHH B TOUKA 0).
. aKo HSKOTa CTe MMAJIM CEPUO3HA AJIEPTUUHa peakuus (peakLus Ha CBPbXUYBCTBUTEIHOCT) KbM

HSIKOE APYTo HOA0OHO JIEKapcTBO, KOETO MpUEMare, 3a Ja KOHTPOIMpaTe KpbBHATA CH 3aXap.
CuMmnToMHTE Ha CEpHO3HA aJepruiHa peakys Morart aa ObaaT cleIHHTE:

e 00puB.

® [IOJYTH YepBEHH y4acThIM 10 KokaTa Bu (kompuBHa Tpecka).

® [I0JyBaHE Ha JUIETO, YCTHUTE, €3UKa U I'bPIOTO, KOETO MOXKE Aa MPUUHHHU 3aTPYAHEHO

JUIIAHE WK TPETTbIIaHe.
AX0 nMmare Te3u CUMIITOMH, CIIPETe IPHeMa Ha TOBa JICKApCTBO M He3abaBHO ce 00ajeTe Ha
Bamms nexap unu MeIUIMHCKA CEeCTpa.
. aKo HSKOTa cTe OMJIM B Ja0eTHA KoMa.
aKo MMaTe HEKOHTPOJIMPAH AUa0eT, HalpUMep C TEKKa XUIEPIINKeMusl (BUCOKa KpbBHA 3axap),
rajeHe, MoBpbILaHe, Auapus, Obp3a 3ary0a Ha TerJo, JJaKTaTHA auuao3a (BUxTe ,,Puck ot
JaKTaTHA alluao3a‘ mo-A0Jy) WiM Keroauuaosa. Keroanunosara e cbCToIHUE, IPU KOETO
BeIlleCTBaTa, HAPCUCHH ,,KETOHHH TeNa™, ce HaTpylBaT B KPbBTa U TOBA MOJKE J1a IOBEZC A0
nuabetHa npekoMa. CHUMOTOMHTE BKJIIOYBAT OOJIKH B CTOMAaxa, y4eCTeHO U ABJIOOKO IUIIAHE,
CHHJIMBOCT WJIM HEOOMYaeH TUIOI0B apoMar Ha Ibpxa Bu.
aKo MMaTe CUJIHO HamalleHa ObOpeuHa QpyHKIMS WK IpodieMu ¢ YepHUs Ipo0.
aKO HAaCKOPO CTe MPEKUBENN HH(PAPKT, aKO UMaTe ChbpACYHA HEJOCTATHYHOCT MIIH CEPUO3HU
npobjeMu ¢ KpbBOOOpAIIEHHETO, WIIM UMaTe 3a1yX, KOMTO MOXe Aa € Oener Ha mpobiaemMu chbe
CBPIETO.
aKo MMaTe TeXKa HHPEKIH WIK cTe 00€3BOAHEHH (3aryOUIIM CT€ MHOTO TEYHOCTH).
aKo KbpMUTE (BIJKTE CHIIO ,,bpeMeHHOCT 1 KbpMeHe”).
. aKo MHeTe roJieMU KOJMUYECTBA alIKOX0J (KaKTO BCEKH JICH, TaKa U OT BpeMe Ha Bpeme) (Mo,

BIXTe TouKa ,,Komboglyze u ankoxon”).

Axo HIKOE OT H36pO€HI/ITe IMO-TrOpC BAXKHU 34 Bac, HC HpPIeMafITe TOBA JICKApPCTBO. Axo He cTe CUT'YpHH,
TOBOPCTC C JICKaps WA (bapMaueBTa CH, Ipcau Ja NpUEMETC TOBA JICKApPCTBO.

[penynpesxaeHus: U Mpeana3sHu MEPKU:

Puck oT JaKTaTHA anmuao3a

Komboglyze Moxe na mpuarHA MHOTO Ps/iKa, HO MHOTO CEPHO3HA HEeXKellaHa peaKIys, HapeyeHa
JAKTaTHA anua03a, ocodeHo ako 0pOpernure Bu He pyHKIIMOHMpAT paBWIIHO. PUCKEBT OT pa3BuTre Ha
JIAKTaTHA aIfu103a Ce YBEIMYaBa U MPH HEKOHTPOIIMPAH AUa0eT, TeXKKH HH(DEKIIUH, TPOIBIKUTEITHO
TJIaayBaHe WK TPUEM Ha aTKOXOJI, eXUapaTaius (BIKTe ollle HHPOPMAIHs IT0-J0Ty), YePHOAPOOHU
MPOOJIEMH ¥ BCIKAKBU CHCTOSHHUS, TIPU KOUTO YaCT OT TSJIOTO MMa HAMAJIEHO CHAOISIBaHE C KHCIIOPO]T
(kaTo OCTPO MpOTHUAIIA TEXKKA OOJIECT HA CHPIIETO).

AKko HiKOe OT U30poeHuTe Mmo-rope ce oTHacs 3a Bac, roBopere ¢ Bamms jnexap 3a JOBIHUTEITHU
YKa3aHwUs.

Cupere npuema Ha Komboglyze 3a kpaTbk nepuoj ot BpeMe, ako nMate 3a00/1s1BaHe, KOETO
MOKe 1a 0bje CBbP3aHO ¢ JeXuaApaTanus (3HaunuTellHa 3ary0a Ha TeJIECHU TEYHOCTH) KaToO TEKKO
MOBpBILAHe, AUapuUs, TPEeCKa, U3JIaraHe Ha TOIUIMHA WK aKO MUETE MO-MaJIKO TEYHOCTU OT
HOpManHOTO. 'oBopeTe ¢ Bamus nexap 3a JON'BIHUTEIHN YKA3aHHUS.

Cupere npuema Ha Komboglyze u He3a0aBHO ce CBBbp:KeTe ¢ JieKap WK Hal-0JM3KkaTa 00J1HMLA,
aK0 MMaTe HAKOM OT CHUMIITOMHUTE HA JIAKTATHA allM103a, Thii KATO TOBA ChCTOSIHUE MOXKE Ja
JIOBEJIE 10 KOMa.

CUMNTOMHUTE HA JIAKTAaTHA allK103a BKIIOYBAT:

. MTOBPBIIIAHE;

. 001K B cToMaxa (KOPeMHHU OOJIKH);

. MYCKYJIHH CIIa3MU;

= 001110 ycelllane 3a HepasMoIIOKEeHUE, MPUAPYKEHO C TeXKKA YMOpa;
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] 3aTPyJAHCHO JUIIIAHE;

] MOHMKEHA TEJIECHA TEMIIEPaTypa U MyJiC.

JlakTaTHaTta anu03a € ChCTOSIHUE, M3UCKBAIIIO CTICITHA MEUI[HCKA TIOMOII], U TPsiOBa /1a ce JISKyBa B
OoHHUIIA.

[Ipenu na 3anounere na ynotpedsasare Komboglyze, roBopete ¢ Bamus nekap uinu hapmanest:

. aKo uMmare 3axapeH nuadet tun 1 (opranusmbsT Bu He 0OpasyBa uncynuH). ToBa iekapcTBO He
TpsiOBa J1a ce U3MOM3Ba 3a JICUCHHE Ha TOBA ChCTOSHHUE.

. uMaTe WK cTe UMain 3a00JsBaHe Ha MTaHKpeaca.

. aKo NMpUeMaTe MHCYJIMH WK aHTUANA0ETHO JIKapCTBO, U3BECTHO KaTo cylpaHuIypeeH

MNpOAYKT, Bammsr JICKap MOXKC Aa pClin Aa HaMaJIM 103aTa Ha MHCYJIMHA UJIU Ha
Cy.]'I(i)aHPIJ'IypefIHPISI MIPOAYKT, KOraTO I'0 U3M0JI3BATC 3aC/ITHO C TOBA JICKAPCTBO, 34 Jid CC n30eryaT
HHUCKHU HMBA HAa KPbBHATA 3axap.

° aKO CTC MMaJIk aJICpruiHa peakuusa KbM KOCTO U Aa € APpYyro JCKAPCTBO, KOCTO IPUEMATC 3a
IIOHMNKABAHC Ha KPbBHATA CHU 3axap.

o aKO umMarte HpO6J'I€M ChbC 3alIUuTaTa Ha OpraHu3ma Cpeuly I/IH(i)eKI_[I/II/I HJI1 npuemMarte JICKapCTBo,
KOC€TO MOXXCE JJ1a s ITIOTHCHE.

° aKO CTpaaaTe OT CbpACYHA HECAOCTATHBYHOCT WM UMATC APYTHU PUCKOBU (1)aKTOpI/I 34 Pa3BUTHUC

Ha CbpACYHA HEAOCTATBYHOCT, KaTO HAIIPUMCEP HpO6HeMI/I C 6’B6peLII/IT€. Bammsar JICKap e Bu
OMNUIIC NPU3HAIUTE U CUMIITOMUTC HA CbpACYHA HCJOCTATBYHOCT. Axo NOJIYyYUTC HAKOU OT
TE3U CUMIITOMU, TpH6Ba B€aHara aa ce 06az[1/1Te Ha Bamms JICKap, q)apMaueBT I MEIUIIMHCKA
cecTpa. CUMITOMHUTE MOXKE Ja BKJIFOYBAT, HO HC CC OrpaHnYaBaT A0 3aCHJIBAHC HA 3a1yXa,
6’Bp30 MNOBHUIIIaBAHC HAa TCTJIOTO U MMOJAYBAHC HA KpaKaTa (OTOK Ha KpaKaTa).

Axko Bu ce Hanara fa mpeTbpnuTe cepro3Ha ornepanus, TpAaoBa 3aIbJDKUTETHO /1a CIIpeTe NprueMa Ha
Komboglyze no Bpeme Ha 1 U3BecTHO BpeMe cie[ npoleaypaTa. BamusT nekap e pemu Kora
TpsiOBa ja crpere U Kora Ja Bb300HoBUTE JeueHneTo ¢ Komboglyze.

JnabeTHUTE KOKHH JIE3UU Ca YECTO YCIOKHEeHHe Ha quabera. [Ipu nmprem Ha cakcarfJUNTHH, KAKTO U
Ha ONpe/eIeH! aHTHIUa0CTHH JIEKapCTBa OT CHILUS KJIac, € HaOJII0JaBaHO Pa3BUTUE HA OOPUBH.
Crenpaiite mpernopbKUTE 3a TPHXKH 33 KOXKaTa U KpakaTta By, konto BammsT nexap uim MeIuIHCKA
cectpa ca Bu gamu. CebpikeTe ce ¢ Bamus nekap, ako OTKpreTe MeXypH o Koxkarta, Thbi KaTo ToBa
Moe Jja ObJie CUMIITOM Ha 3a0o0isiBaHe HapeueHo Oyino3eH neMm¢urons. Bammsar nexap moxe ga Bu
Kaxke Ja cnpete npuema Ha Komboglyze.

Axo HIKOE OT I/I36p0€HI/ITe O-TOpC BaXKU 3a Bac nm e cte CUT'YpHHU, KOHC}’J’ITHpafITe CEC C Ballus
JICKap Win (bapMaueBT, npeau Aa 3ario4HeTe Ja IpUeMaTe TOBa JICKapCTBO.

H3ciensane Ha 0b0peynaTa GyHKIAS

I[To Bpeme Ha neuenuero ¢ Komboglyze Bammst nekap e nposepsiBa 0b0peunata Bu ¢pynkuus none
BEAHBK TOIUIIHO WIH MI0-4ECTO, aKO CTE B CTapuecKa Bb3pacT W/WIM aKo UMaTe BIIOLIeHa ObOpeuHa
¢byHKLUS.

Jeua u roHomu

He ce npenopbuBa npuem Ha TOBa JEKapCTBO MpH A€lia U FOHOUIN Ha Bb3pacT nof 18 ronunu. He e
M3BECTHO J]AJIi TOBA JIEKAPCTBO € 0e301acHo U erKacHO NpH Jela U FOHOIIN Ha Bh3PAacT O]

18 roguHM.

Apyru nexapcrea 1 Komboglyze

Ako Tpsi6Ba 1a Bu Ob1ie mocTaBeHa MHXKEKIHSI C KOHTPACTHO CPEACTBO, ChIBPIKALIO HO, B
KPBBOOOPBILEHUETO, HATPUMEP B KOHTEKCTA Ha PEHTTE€H WM CKEHep, TPAOBa a CIpeTe IpremMa Ha
Komboglyze npenu niam no BpeMe Ha HHXKeKIMATA. BammsaT nekap e pemy kora TpsoBa a cupeTe U
Kora j1a Bb300HOBUTE JieueHneTo ¢ Komboglyze.

TpH6Ba Ja KaXXETC Ha Bamms JICKap Wi q)apMaueBT, aKO NIpUEMaTe, HACKOPO CTC MMprUeMalii UJiu €
BB3MOXHO [1a IPpUEMATC APYTH JICKApPCTBA. Moxe Ja C€ HaJIOXKH I10-4€CTO Aa CC€ M3CJICABA I''TIOKO34aTa B
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KpbBTa 1 (YHKIMOHUPAHETO Ha OBOpennTe nin BammsT gekap Moke Ja KOpurupa 1o3ara Ha

Komboglyze. N3k1r04nTeTHO BasKHO € J1a CIIOMEHETE CIEIHOTO:

- LUMETUINH, JIEKapCTBO, M3M0JI3BAaHO 32 JICUEHHE Ha CTOMAIIHU MPOOIEeMH.

- KETOKOHA30J1, KOWTO Ce W3I0JI3Ba 32 JIeueHHE Ha 'bOMYHH HH(EKINH.

- OpoHxoaunaTaTopu (0eTaz-arOHUCTH), KOUTO CE U3MOI3BAT 32 JICYEHHE Ha acTMa.

- JTWIITHA3eM, KOWTO ce M3M0JI3Ba 32 MOHWKaBaHe Ha BUCOKOTO apTEPHAITHO HAJIATaHE.

- pUQaMIIUIIH, aHTHOMOTHK, KOHTO ce M3II0JI3Ba 3a JIeYeHHE Ha MH(EKIUHN KaTo TyOepKyio3a.

- KOPTHUKOCTEPOUAN, KOUTO CE U3IOJ3BAT 3a MOTUCKAHE Ha BB3MAIICHUETO IpH 3a00JIIBaHHS KaTO
acTMa WM apTpHT.

- kapOamasenuH, heHoOapOuTan UM PeHUTONH, KOUTO CE U3MO3BAT 3a JICUCHUE HA I'bPUOBE HIIH
Ha XpOHHWYHA OOJIKa.

- JIEKapCTBa, KOUTO yBEIMYaBaT OTACISHETO HA ypuHA (ANYPETHLIH).

— JIEKapCTBa, U3IMOJI3BaHN 3a JiedeHre Ha Oonka u Be3nanenue (HCIIBC u COX-2 uaxuburopw,
KaTo noynpodeH u 1eneKokcuo).

- HSIKOM JIEKapCTBA 3a JICUCHHE Ha BUCOKO KpbBHO Hassirane (ACE-nHXxuOuTopu n aHrMHOTEH3UH
II peuenTopHN aHTarOHUCTN).

Axo0 HIKOE OT I/I36p06HI/ITe IMO-rOpcC BaXH 3a Bac nim He cte CUTYpPHH, KOHCYJITI/IpaﬁTe ce ¢ Bamms
JICKap Wi (I)apMaueBT npeau aa 3arovYHCTe Aa MpueMaTe ToBa JICKapCTBO.

Komboglyze ¢ ankoxoa

W36sreaiiTe npekoMepHaTa ynoTpeda Ha aJIkoxoJl 110 BpeMe Ha npreMa Ha Komboglyze, Twit kaTo
TOBa MOXeE J]a YBEJIMUM PUCKa OT JIaKTaTHA aluao3a (BwxTe ,,l[pexynpesxxaeHus u npeanasHu
MEpPKH").

BpemenHocT 1 KbpMeHe
He mpuemaiite ToBa 1ekapcTBo, ako cte OpeMeHHa i MoXke 11a 3abpemeHeere. [Ipuunnara 3a ToBa e,
ye Komboglyze mosxe na nosnusie na 6ebdeto.

He aneMaﬁTe TOBA JICKAPCTBO, AKO KbPMHUTC UJIU Bb3HAMCPSABATC 1a KbpMUTC. HpI/I‘II/IHaTa 3a TOBa €,
9€ MaJIK1M KOJIMYECTBa MeT(l)OpMI/IH npeMrHaBaT B KbpMara.

[TocwBerBaiite ce ¢ Bamus nekap win gpapmaneBT npeay ynorpedara Ha KOETO U J1a € JEKapCTBO.

lo¢pupane u padora ¢ MalIUHU

CakcarnmuntuH 1 MeTOPMUH UMaT IpeHeOPEKUMO BIUSHIE BHPXY CIIOCOOHOCTTA 3a modupane u
paboTta ¢ MammHu. XUMOTINKEMISITa MOKE JIa 3acerHe criocoOHocTTa B a modupare u 1a paborute
C MaIlluHM, KaKTo U cTabmiHaTa Bu mo3a o Bpeme Ha paboTa, a Ipy MPUEeM Ha TO3H JISKapCTBEH
MPOIYKT 3a€THO C APYTH JICKAPCTBEHU MPOIYKTH, 32 KOUTO € U3BECTHO, Y€ MPEAN3ZBUKBAT
XUIOTITUKEMUS — KaTO WHCYJUH U CyN(aHIWITypeHHH MpernapaTH, MOXKe JIa Ce pa3BHe TaKasa.

3. Kak na npuemare Komboglyze

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo By e xazan BamusaT nekap. Ako He CTe CUTYpPHH B
Helo, nonurtaiTe Bammus nekap wim gpapmanesT.

Axo Bammsar JICKap Bu OPCANUIIC TOBA JICKAPCTBO 3a€AHO ChC cynq)aHI/mypeeH npenapar uim ¢

HUHCYJIMH, HC 336paB5[fITe Ja IpUeMaTe TE3U JICKApCTBa TOYHO TaKa, KAKTO Burue npeanucal Bammsar
JICKap, 3a 1a NIOCTUTHETC Haﬁ—HO6pHTe 3a CBOCTO 3ApaBC pE3yJITaTH.
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Koako na npuemare

. KonnuecTBoTo OT TOBa €KapcTBO, KOETO I1ie TPHEMATe, 3aBUCH OT BaieTo cbCcTosiHME, U OT
1031Te METPOPMUH /WM CAMOCTOSITEITHUTE TaOJIEeTKN CaKCArJUITHH U MET(HOPMHH, KOUTO IIpuemMare
KbM MOMEHTa. Bamust nekap e Bu kaxke kakBa € TouHaTa 1032 OT TOBA JIEKAPCTBO, KOATO TPAOBa 11a
pHeMare.

e [IpenoppuuTenHara 103UPOBKA € eJHa TaONeTKa [Ba IbTH JHEBHO.

Ako nMate HamajieHa 0bOpeuHa pyHkums, Bamust nekap mosxe na Bu npeanuiie mo-Hucka 1o3a.

Kaxk 1a npuemare ToBa JieKapcTBO

e ToBa 1ekapcTBO ce mpueMa Mpe3 ycraTa.

e [IpuemaiiTe ToBa JIEKapCTBO MO BPpEME Ha XpaHEHE, 3a /1a HAMAJIUTE PUCKa 3a CTOMAIITHO
HEpa3NoJIoKEHNUE.

Juera n puznyeckn HATOBAPBAHUS

Jlopu tokarto mpuemare ToBa JISKapcTBO, 32 KOHTpoJMpaHe Ha quadera Bu e BaykHO #a cra3Barte quera
U J1a cTe QU3MYECKH aKTUBHH. 3aTOBA € BAYKHO Ja MPOABJDKHUTE J1a ClIa3BaTe ChbBETUTE Ha JIEKaps U
MEIUIHCKATa CH CECTpa OTHOCHO JueTaTa U (U3NUECKUTE HATOBApBaHUS. AKO B YACTHOCT CTE Ha
JeTa 3a KOHTPOJI Ha TEJIECHOTO TETJIo, TPSAOBa Aa MpoxbJKaBaTe Ja s cla3Bare, JOKaTo IprueMaTe
TOBA JIEKapCTBO.

AKo cTe npueiv noeve oT HeoOxoaumara 103a Komboglyze
Axo cte ipuenu noBede TabneTku Komboglyze ot HeoOxoanmoTo, He3a0aBHO TOBOPETE C JIeKaps CU
wim oTHJIeTe B OonmHUIAa. B3eMere onakoBKaTa OT JIEKAPCTBOTO ChC cede CH.

AKko cTe nponmycHaan ga npuemere Komboglyze

. AKO cTe MpOnmyCHAJM €/1Ha 1032 OT TOBA JIEKapCTBO, B3EMETE 5 BEAHAra IIOM CU CIIOMHHUTE. AKO
obaue Bede € BpeMe 3a IpueM Ha cienBaiata Bu 1o3a, He mpuemaiite nporycHaraTa, a HAPaBo
IpreMeTe cieBalla CH 1033 B 00MYaifiHOTO BpeMe.

. He B3uMaliTe 1BoiHA 103a OT TOBA JIEKAPCTBO, 3a J1a KOMIIEHCHpATe NMPOIyCHATATa.

Axo cnipere npueMa Ha Komboglyze
[Ipomemxere npuema Ha TOBa JEKapCcTBO, JOKAaTO BammsaT nekap He Bu kaxe na cipere. Tosa e
CIIOMOTHE /1a KOHTPOJMpaTe HUBaTa Ha KpbBHaTa Bu 3axap.

AKO UMaTe HIKAaKBU JOMBIHUTEIIHH BBIIPOCH, CBBP3aHH C yIoTpedara Ha TO3U MPOAYKT, MOJIS
nonuTaiite Bamms nekap nnn ¢papmanesT.

4. BB3MOKHI HexkeTaHU peaknuu

Kaxro Bcnuku JICKApCTBa, TOBA JICKApPCTBO MOXKCE J1a TPCAN3BHUKA HCKCIIaHU PCAKIINU, BBIIPCKU Y€ HC
BCCKH I'1 IOJIy4aBa.

TpsidBa 1a npexkpaTuTe NpHEMa HA TOBA JIEKAPCTBO M He3a0aBHO a yBeaoMuTe Bamms Jiekap,

aKo 3a0eJieskuTe HAKOS OT CJIeJHUTE CCPHO3HU HeKeJIaHU pPeaKnHu:

. JlakTratHa anuao3a, Komboglyze Mosxe na 1oBene 1o MHOTO psika (MOXKe J1a 3acerne 1o 1 Ha
10 000 mymm), HO MHOTO CepHO3Ha HeKelaHa peakiys, HapeueHa JIAKTaTHa aln03a (BUKTE
ToukKa ,,IIpenynpexaeHus u npeanazHu MEpKu™). AKO TOBa ce CIIy4YH, TpA0Ba 3aIbJDKUTETHO J1a
cupere npuema Ha Komboglyze u He3a0aBHO 1a ce CBBbp:KeTe € JieKap WU Haii-01M3KaTa
00JIHMIA, THI KaTO JIAKTaTHAaTA alli03a MOXKE J1a TOBEAE 0 KoMa.

. CuiaHa ¥ mocTosTHHA 00J1Ka B KopeMa (KOpeMHaTa 00JIacT), KOSITO MOXKe Jla CTHTa JI0 T'bp0a,
KaKTO ¥ TrajieHe U MOBPBIIaHe, 3all0TO TOBa MOXKE Jia Ca CUMIITOMH Ha BB3MAaJIEH IMTaHKpeac
(maHKpeaTur).

Tp;{6Ba Ja Cce 06a)11/1Te Ha Bamms JICKAp, aKO MOJYUYHUTC CJICAHATa HCXKCIaHa JICKAapCTBCHA pCAaKIU:
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o CUJIHA CTaBHA 0OJKa

Apyru Hexenann peakuun Ha Komboglyze BxirouBar:

UYecrtu (Morar ga 3acerHar jo 1 Ha 10 mymm)

. riaBo0osme

00JIKH B MYCKYJUTE (MUAJITHN)

MOBPBIIAHE WK HAPYIIEHO XPaHOCMUIIaHe (ANUCTICTICHS])

WHEKINY Ha MTUKOYHHUTE MbTHLIA (MH()EKIMN HA YPUHAPHUS TPAKT)

WHQEKIUY Ha TOPHUTE AUXATEIHHU IBTHLIA

BB3MAJICHUE Ha HOCA WJIHM I'bPJIOTO KaTO IMPU HACTHHKA

BB3MAJIICHUE HAa CTOMaxa (racTpuT) WK YepBaTa, MOHSKOra B pe3yJITaT Ha MH(EKIUsSI
(TacTpOEHTEpHUT)

WH(EKINY Ha CHHYCHTE, MOHSAKOra C YyBCTBO Ha OOJIKA M TEXECT 331 Oy3UTe U OUUTEe (CUHY3HUT)
MOBHIIEHO 00pa3yBaHe Ha ra30Be

3aMaiBaHe

yMopa (0TIagHaIoCT)

Heuectu (Morat ma 3acernar a0 1 Ha 100 gymm)
. 00JIKM B cTaBUTE (APTPAITHH)
o 3aTPYJHEHO MMOTy4YaBaHe WK 3aIbpiKaHe Ha epeKIus (epeKTHIIHA TUCHYHKITUS)

Hexeslann peakuuy nNpu NpueM HA CAKCATJIMITHH CAMOCTOSITETHO:

Yectn
° 3aMaliBaHe
. yMopa (0TIagHaIoCT)

He:xeanu peakuuu nNpH nNpueM Ha CAKCATVIMOTHH CAMOCTOSITEJIHO HJIM B KOMOMHALWS:

C HewsBecTHa 4ecTOTa (OT HATMYHHUTE JaHHU HE MOXe Ja ObJie HallpaBeHa OLIEHKA Ha YeCTOTAaTa):
® 3ameK
e MexypH Mo Koxkara (0yno3eH nempuromnn)

HpI/I HAKOH IIAIMUCHTH € Ha6J'IIO,I[aBaHO JICKO ITOHM>KaBaHC Ha 6p0$[ Ha OIIPCACIICH BU it KPbBHHU
KIICTKH (J'II/IM(i)OI_[I/ITI/I), KOCTO CC YCTAHOBsBA IIPU U3CJICABAHC HA KPbB, KOraTO CAKCArJIMIITUH CC
Hn3M10J3Ba CaMOCTOATCIIHO WX B KOM6I/IHaLII/I$I. B JOIIBJIHCHHUEC, HAKOU ITallMCHTH C’LO6H_[aBaT, uc nmpu
IIpUCM Ha CAKCArJIMIITUH pa3BUBAT O6pI/IBI/I " KOXXHHU pCaKInn (CBp’BX‘IYBCTBI/ITeJ'IHOCT).

B nepuopa cnen paspemaBade 3a ynorpeda Ha CakCarJUITHH, ca ChOOLICHU TOTBIHUTEIHH
CTpaHMYHU eEeKTH, KOUTO BKIIOUBAT CEPUO3HU HEKeJIaHHU peakuun (aHaduiakcus) U MoyBaHe Ha
JIMIIETO, YCTHUTE, €3UKa U I'bPJIOTO, KOETO MOXKE J1a MPUYMHH 3aTPYAHEHO IUIIAHE I IPETIbILAHE.
Axo nMaTe ajiepruyHa peakuys, CrpeTe MpreMa Ha TOBa JISKApCTBO U He3a0aBHO ce CBBPIKETE C
Bamms nexap. Bamust nekap Moxe n1a Bu npeanuiine gekapcTBo 3a JeUeHHE Ha aJlepruyHaTa peaKus
U Ipyro JeKapcTBo 3a Bamms quaber.

He:xenanm peakuuu npyu npueM caMmo Ha MeT(hOpMHUH:
MHoro 4yectu (Morat aa 3acertar mosede ot 1 Ha 10 mymm)

° rajicHe, MOBphIaHe
° TUapys WA OOJKU B CTOMaxa

° JINIICA HA alleTUT

Yectn

° MeTaJIeH BKYyC B ycTara

° MTOHIKEHH WM HUCKH HUBA Ha BUTaMuH B12 B KpbBTa (CHMITOMHUTE MOXKE J]a BKIIFOUBAT

MMPEKOMEpHA yMOpa (I/I3TOH.I€HI/IG), BB3IAJICH U 3aUCPBCH C3UK (FHOCI/IT), yCCllaHeC 3a UTJIINYKHN
(HapeCTeSI/Iﬂ) nin 6JICI[a WK )XBJIITCHUKaBa KO)Ka). Bammsr JICKap MOKEC na Bu nHa3zHauu HiIKOH
H3CJICABAHUA, YPC3 KOUTO J1a YCTAHOBU NPHUYIMHATA 34 TC3U CUMIITOMHU, 3alIIOTO HAKOU OT TAX
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Mmorart aa 6’B,Z[aT MNPUYINHCHHA OT ,Z[I/Ia6€T WK Aa C€ OAbJKAT HAa APYTHU, HCCBBbP3aHU C HCTO
3ApaBOCIIOBHA HpOGJ’ICMI/I

MHoro penxu
. npobieMu ¢ YepHHs ApoO (XemaTuT)
. 3auepBsiBaHe Ha KOXkarta (0OpUB) UM ChPOEK

Chol0maBaHe HA He:KeJIAaHH PeaKINU

AKO TIOJTy4HTE HIKAaKBH HEXEJIaH! JICKApCTBEHU PEeaKIny, yBeqoMere Bamms nexap, hapManeBT Wim
MEIUIMHCKA cecTpa. ToBa BKIFOYBA BCUYKH BH3MOXKHU HEOTMCAHU B Ta3H JIMCTOBKA HEXXEIaHH
peakiuu. MokeTe ChINOo 12 ChOOIIUTE HeKENaHU peakllny JUPEKTHO Ype3 HalMOHATHATA CHCTEMA 3a
choOIaBane, mocouyena B [Ipmiokenue V. Kato cho0maBaTe HexellaH! peakilny, MOXKETe 1a a/ieTe
CBOS IIPUHOC 3a MOJIy4aBaHe Ha ToBede WH(OPMAIUs OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Komboglyze

[a ce cbxpansiBa Ha MSICTO, HEAOCTBITHO 3a JELa.

He n3non3BaiiTe TOBa IEKapcTBO Clie]] CPOKA HA TOAHOCT, OTOENsI3aH BEpXY OJrcTepa U KapTOHeHaTa
onakoBka cboTBeTHO ciell “EXP” u ,,l'onen 10:”. CpoKbT Ha TOAHOCT OTrOBapsl HA MOCIAEAHUS ICH OT
TIOCOYCHHSA Mecell.

Ma ce cpxpansasa mox 25°C.

He usnomssaiite ToBa JICKapCTBO, aKO 336€H€)KI/ITC, YcC OIlaKOBKaTa € MOBpEACHA UJIN € CbC CICAU OT
BMCIIATCIICTBO.

He usxBbprsiiTe lekapcTBaTa B KaHAIU3ALMATAa WIK B KOHTEHHEPA 32 JOMAIIHH OTNAabLIH.
[NonuTaiite Bamus apManeBT Kak Aa U3XBBPILATE JIEKapcTBaTa, KOUTO Beue HE U3MoI3Bare. Te3n
MEpKH 1€ CIIOMOTHAT 3a OMa3BaHe Ha OKOJHATa Cpefa.

6. ChabpikaHHe HA OMIAKOBKATA M JOITBJIHUTETHA MH(pOpManms

Kakso cbabpxa Komboglyze

AKTHBHH BELIECTBA CAKCATIUITHH U METPOPMUH Xuapoxiopul. Beska punmupana tabnerka

chIbpKa 2,5 mg cakcarnunTul (kato xuapoxiopun) U 1 000 mg MeTdhopMHUH XUAPOXIOPHL.

Jpyru cbcTaBkH (TIOMOIIHU BEIIIECTBA):

o SAnpo Ha Tabnerkara: moBuaoH K30, marHe3ues creapar.

o OunMm Ha TablIeTKaTa: MOTMBHHMIAIKOX0I, Makporon 3350, turanos quokuch (E171), Tank
(E553Db), it sxene3eH okcug (E172).

. Mactuno: mesnak, HHIUro-kapMuH axyMuHueB jnak (E132).

Kak n3rnexna Komboglyze u kakBo cbabpaka oaKoBKaTa

. Komboglyze 2,5 mg/1 000 mg ¢punmupanu tabnaetku (,,rabiaeTkn’) ca 6J1ea0 KBIJITH 110
CBETJIOXKBJITH U KPBIIH, C HAAMKC ChC CHHRLO MAacTHIIO ,,2,5/1 000” oT exnara cTpana u ,,4247”
OT Jpyrara.

. Komboglyze ce npemara B amymuaueBu omauctepu. OnakoBkure ca ot 14, 28, 56 u

60 ¢unmupanu TabieTk B HerieppopupaHu ONHUCTEPH, TOJIEMH ONTAKOBKM ChABpKammy 112
(2 onmakoBk#u 0T 56) 1 196 (7 onakoBku ot 28) hunMupanu TabaeTku B HenephopupaHu
omucrepu, u 60x1 ¢uaMupanu TabneTKH B HeppOprUpaHn eTHOA030BH OJIMCTEPH.

He Bcuukn BHIOBEC OIIAKOBKH MOrar aa 6’B,Z[aT ITyCHATUu B npoz[a>K6a BBB Bamara CTpaHa.
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IIpuTexaTten Ha pa3pemieHHeTo 32 ynorpeda

AstraZeneca AB
SE-151 85 Sodertilje
IBernms

IIpousBoauTen

AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
IBenus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

Cheshire

SK10 2NA
Benunkobpuranus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKApPCTBO, MOJIA, CBBPIKETC CC C JIOKAJIHUA
MNPEACTABUTCII HA MPUTCIKATCIIA Ha Pa3pCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +32237048 11

Bbarapus
Acrtpa3eneka bwarapus EOO/]
Ten.: +359 (2) 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

EALGoa
AstraZeneca A.E.
TnA: +30 2 106871500

Espaiia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 85 808 9900

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.

Tel.: +48 22 245 73 00

Portugal

AstraZeneca Produtos Farmacéuticos, Lda.



Tél: +33 1 41 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvnpog
Aléxtop Pappaxevtikn Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

Tel: +351 21 434 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, 0.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Pul/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom (Northern Ireland)
AstraZeneca UK Ltd
Tel: +44 1582 836 836

IlaTa Ha MOCJIECAHO Mpepasrie;kaane Ha JUCTOBKaTa

Hoz[po6Ha I/IH(I)OpMaLII/IH 34 TOBa JICKAPCTBO € MMPEAOCTABCHA HA ye6caﬁTa Ha EBpOHCﬁCKaTa arcHIus

T0 JIeKapcTBaTa http://www.ema.europa.eu
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