HPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHMUSI TIPOAYKT
Komboglyze 2,5 mg/850 mg ¢unmupanu Tabnetku
Komboglyze 2,5 mg/1 000 mg punmuparu TabaeTKu

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB
Komboglyze 2,5 mg/850 mg dwnmMupanu TabIeTKH

Bcsika Tabnetka chappika 2,5 mg cakcarmuntuH (Saxagliptin) (kato xuapoxmopun) u 850 mg
meTdopmul xuapoxiopus (metformin hydrochloride).

Komboglyze 2,5 mg/1 000 mg punmupanu TabaeTku
Besika Tabnerka chabpika 2,5 mg caxcarnmuntus (saxagliptin) (karo xuapoxmopua) u 1 000 mg
MeTdopmuH xuapoxiopun (metformin hydrochloride).

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabneTka (TabieTka)
Komboglyze 2,5 mg/850 mg dunmMupanu TabIeTKH

CeetnokadsBu 10 KadsBU, TBOMHON3ITBKHAIH, KPBIIIH, GUIMAPAHHA TAOJIETKH ¢ HAAIHC ChC CHHBO
MacTHIo ,,2,5/850” ot eqHara cTpana u ,,4246” OT Apyrara cTpaHa.

Komboglyze 2,5 mg/1 000 mg dbunMupany TabaeTKu
briegoxxbaTH 10 CBETIIOXKBITH, JBOWHOM3ITEKHAIIN, OBATHU, (PUIMHAPAHU TaOJIETKH C HAIIHC ChC
CHHBO MacTHIIO ,,2,5/1 000” oT emHaTa cTpaHa u ,,4247” oT ApyraTa cTpaHa.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU MOKA3AHUSA

Komboglyze € IMOKa3aH IIPpU Bb3PACTHU MMALIUCHTHU CHC 3aXapCH ILI/Ia6CT THI 2 KaTO JOIIBJIHEHUEC KbM
AucTaTta u (1)I/I3H‘ICCKaTa aKTHUBHOCT, 3a HOZ[O6p$IBaH€ Ha KOHTpOJIa Ha KpbBHATA 3axap:

o NpY TTALMEHTH C HeaJleKBaTeH KOHTPOJI C MAKCUMAaJTHO IOHOCHMATa JI03a Ha MeT(HOpMUH KaTo
MOHOTepaIus
o B KOMOMHALUS C APYTH JIEKAPCTBEHH MIPOAYKTH 32 JICUeHUE Ha TUa0eT, BKIIOUUTEIHO HHCYJIIHH,

NIpY TIALMEHTH, HEAOCTATHYHO KOHTPOJIUPAHH ¢ MET(HOPMHH U TE3H JICKAPCTBEHU MPOIYKTH
(Bx. Touka 4.4, 4.5 n 5.1 3a HaNWYHUTE TAaHHU 33 PA3TUYHUTE KOMOWHALINH)

[ ] HpI/I ITaIfMCHTH, KOUTO BCYEC Ca HGKYBaHI/I C KOM6I/IHaI_[I/I${ CBbC CaKCarJIuITHUH U MeT(i)OpMI/IH KaTto
OT/EJIHA TaOJIETKH.

4.2 Jlo3upoOBKa M HAYMH HA MPUJIOKEHHE

Jlo3npoBka
Bwvspacmuu ¢ nopmanna 6vopeuna @pynxkyus (GFR > 90 ml/nun)

Ilpu nayuenmu c HeadeKkeameH KOHmMpOJI Ha KpvbeHAma 3axap npu MmoHomepanus ¢ Memd)ODMMH 6
MAKCUMATHO NOHOCUMAMA 003d




[TanuenTHTe, IPU KOMTO CaMO C METQOPMUH HE Ce IIOCTHUIa aJeKBaTeH KOHTPOJ Ha KpbBHATA 3aXap,
TpsiOBa J1a MOTyyaBaT TO3HU JIEKAPCTBEH MPOAYKT B 71033, €KBUBAJICHTHA Ha 00IIa AHEBHA 103
CaKCarMNTHH 5 mg, MPUEMaH /Ba TbTU JTHEBHO 10 2,5 mg, TI0C METPOPMHUH B J103aTa, KOSITO BeUe
npueMar.

Ipu nayuenmu, npemunasawit om Je4enue coC CaKkCaiunmun U Mempopmun Kamo omoeinuy
mabiemxu

[NaruenTrTe, MPEMUHABAIIY OT JICYCHUE ChC CAKCATJIUITHH U MET(OPMHUH KaTO OTJCITHU TaOIEeTKH,
TpsAOBa J]a MPOBIIXKAT MTPHEMa Ha CAaKCATJIUIITHH U MET(OPMUH B J103aTa, KOUTO Ca IPUEMAJIH MPeIn
TOBA.

Ilpu nayuenmu ¢ neadexkeamer KORMPOJL Ha Ponda Ha 080UHA KOMOUHUPALA Mepanus C UHCYIUN U
MembopMUH Uil npU nAyueRmu ¢ 000vp KOHMPOJI HA hoHA Ha MPOUHA KOMOUHUPAHA Mepanus C
UHCYIUH, MeMBOPMUH U CAKCATURINUN KAMO OMOEHU MablemKu.

Jlo3aTa Ha TO3HM JIEKapCTBEH MPOIYKT TPSIOBA J]a OCUTYpsiBa 2,5 mg CaKCArJIMIITHH /1B TBTU JHEBHO
(oOrra qHEeBHA 7032 5 mg) U MET(HOPMHUH B /1033, KOSTO JIa € CXO/[HA C TpUEeMaHaTa MpeIyd TOBa J103a.
KoraTo To3u JlekapCTBEH MPOIYKT CE M3MOJI3Ba B KOMOMHAIIMS ¢ HHCYJIHH, MOXKE J1a € HE00X0TUMO
W3MOJI3BAHETO Ha MO-HUCKA /1032 UHCYJIMH C 1Ie]1 HAMAIlIBaHe Ha PHCKa 3a pa3BUTHE HA XUITOTIIMKEMUS
(Bxk. Touka 4.4).

Ilpu nayuenmu ¢ neadexsamen KOHMPOJL HA PoHA HA 080UHA KOMOUHUDAHA MEePANUSL CbC
cyanunypeen npenapam u memgopmun, Uiy npu NAYUeHmy, NPeMunasauiy Ha ieyerue cied Kamo
ca bunu Ha MpouHa KOMOUHUDARA MEPANUS CbC CAKCASIUNMUN, Mem@opMun u cyipanuiypeen
npenapam, NpuemMany Kamo omoeiny madiemxu.

Jo3upoBKaTa Ha TO3H JIEKapCTBEH MPOAYKT TPSOBA J1a OCUTYPH MIpHeMa Ha CaKCarJIAITHH 2,5 mg aBa
BT JHEBHO (00IIa JJHEBHA J103a 5 mg), KaKTO U J103a MeT(GOPMHH, CXOJIHA C M3IIOJI3BaHATA MTPEIU
ToBa. Koraro T03u jiekapCTBEH NMPOYKT CE U3I0JI3Ba B KOMOMHAIIUS ChC CyJI(aHWIypeeH mpemnapar,
MOJKE J1a € HEOOXOIUMO OT CyJI(DaHMITYPEHHHUAT Ipernapart Jia ce MprueMa Mmo-HUCKa 1033, 3a J1a Ce
HaMaJId PUCKBT 32 Pa3BUTHE HA XUTIOTIIMKEMHES (BXK. ToUka 4.4).

Ilpu nayuenmu ¢ neadexkeamer KOHMPOJ 1A PoHa HA 080UNHA KOMOUHUPALA Mepanus C
0ana2nudrosun u Mem@opmun, Uil npU RAYUEHIMU, NPEMUHASAUU OM JeYeHue ¢ MPOUHAd
KOMOUHUPAHA MEPANUsL CbC CAKCASAUNIMUN, MEMPOPMUH U OANASAUDAO3UH, NPUEMAHU KAMO OMOCTHU
maobiemxu

Jlo3upoBKaTa Ha TO3H JICKAPCTBEH MPOIYKT TPSOBA J]a OCUTYpHU TIpUEeMa Ha CaKCarIMITHH 2,5 mg /1Ba
'BTH JIHEBHO (001112 JHEBHA 71032 5 Mg), KaKTO U 1032 MET(HOPMHUH, CXO{HA C M3MOJI3BaHATA TIPEIN
TOBA.

Crneyuannu nonyrayuu
Bvopeuno yepeacoane

He ce Hanmara KopekIys Ha J1o3arta npy MalUeHTH ¢ JieKa cTeneH Ha 0b0pedno yBpexnane (GFR 60-
89 ml/mun).

IIpeau 3amouBade Ha JeUEHHE C MTPOAYKTH, ChAbPKAIIN MET(OPMHUH, TPSIOBA /1a Cce HAIIPaBH OLEHKA
nHa GFR croitHOCTHTE, & CIIeT TOBA - TIOHE BEAHBK TOAUIIHO. IIpH MalMeHTH ¢ TIOBUIIIEH PUCK OT IT0-
HATATBIITHO MPOTPECHpane Ha ObOPEUHO YBpEKIaHEe U MIPH MAIMEHTH B CTapyecka BB3pacT TpsiOBa 1mo-
YeCTO Jia Ce MPaBH OllcHKa Ha ObOpeuHarta GyHKIMS, HApUMep Ha BCeKHu 3-6 mecera.

3a npe/novnTaHe € MaKCMMaTHATa JTHEBHA J103a METQOPMUH Jia ObJie pa3zericHa Ha 2-3 THEBHU JIO3H.
dakTopHu, KOUTO MOTAT Jla YBEIUYAT PUCKA OT JIAKTATHA aru/03a (BK. Touka 4.4), TpssOBa 1a 6baat
npepasrieqany, MPeIH a ¢c€ 0OMHUCIH 3aII0YBaHETO Ha JIeYeHHe ¢ MET(OPMIH TIPH MAIHEHTH C

GFR < 60 ml/mus.

Axo He e JOCTBhIIHA JO30Ba (bopMa Ha Komboglyze C aICKBAaTHO KOJIMYCCTBO HAa aKTUBHOTO BCIICCTBO,
BMECCTO KOM6I/IHaI_II/I$I C (l)I/IKCI/IpaHI/I 031 TpH6Ba Ja CC€ MU3II0J3BaT OTACIHHUTC MOHOKOMIIOHCHTH.



Tadoauua 1 Jlo3upoBKa NPH NaeHTH ¢ 0LOPEYHO YBpeKIaHe

GFR ml/mun MeThOpMUH CaKCarJuITHH
60-89 MakcuManHaTta JHEBHA 1032 € MaxkcuMarHaTa

3 000 mg. o0111a JHEBHA

Modxe na ce OOMHUCIIN TIOHIKABaHE Ha nosza e 5 mg.

Ji03aTa BbB BPb3Ka C HAMAJISIBAHETO HA
O0bOpeuHaTa QyHKIUS.

45-59 MaxkcrumanHaTa JHEBHA 1034 € MaxkcuMaiHaTa
2 000 mgq. o011a THEBHA
Hauannara go3a € Hali-MHOTO mo3a e 5 mg.

IIOJIOBHMHATa OT MaKCUMaJIHaTa a03a.

30-44 Makcumaigara JHEBHA 1034 € Maxkcumaiuara
1 000 mg. 00111a THEBHA
Hauannara go3a e Hali-MHOTO mo3a e 2,5 mg.

IIOJIOBHMHAaTa OT MaKCUMaJIHaTa a03a.

<30 MeThopMUH € TPOTHBOIIOKA3aH. MakcumanHara
o0111a 1HEeBHA
no3a e 2,5 mg.
YeproopobHo yspexcoane

To3u iekapcTBeH MPOIYKT He TpsOBa J1a ce M3IMO0JI3Ba MPHU MALMEHTH ¢ YepPHOIPOOHO YBpEKaAaHe (BK
touka 4.3 u 4.5).

Cmapuecka év3pacm (> 65 200unu)

IMToHexxe MeTHOPMHUH U CAKCATTIMIITHH Ce eKCKpeTHUpa upe3 ObOpenuTe, Mpy NaleHTH B CTapuecKka
BB3PACT TO3M JICKAPCTBEH MPOJIYKT TPsAOBA Ja ce U3IMO0J3Ba ¢ MOBUIIIEHO BHUMaHue. Heobxomum e
KOHTPOJ Ha ObOpevyHaTa QyHKIIHS, 3a J]a Ce MPEOTBPATH PA3BUTHETO HA CBhP3aHa ¢ MpUeMa Ha
MeT(QOPMHUH JIaKTaTHA ali103a, 0COOCHO MPH MAIMEHTH B CTapuecKa Bh3pacT (BXK.

touka 4.3, 4.4 u 5.2).

Ileduampuuna nonynayus
be3zonacHocTTa M e(hMKACHOCTTA HA TO3H JIEKAPCTBEH MPOLYKT IIPH JIeLa U I0HOIIX, OT PasKAaHETO J10
BB3pacT < 18 ronuHH, BCe Ollle HE ca yCTaHOBEHHU. JIMIcBaT aHHH.

Hauun Ha npunoxenue
Komboglyze Tpsi6Ba na ce mpuema qBa MbTH AHEBHO 10 BpeMe Ha XpaHEHe, 3a J1a Ce peAyLHpar
HEXXEJIaHU PEeaKIliy OT CTPpaHa Ha CTOMAIIHO-YPEBHHS TPAKT,CBBP3aHHU C ITpUeMa Ha METPOPMHUH.

4.3 TIlpoTuBomoKa3aHHus

- CBpBX4yBCTBUTEITHOCT KbM aKTHBHUTE BEIIECTBA WIIM KbM HSIKOE OT TIOMOIIHUTE BEIIECTRA,
n30pOeHHU B TOYKA 6.1, WJIM aHAMHE3a 332 CEPHO3HA PEaKLUs Ha CBPbXIYBCTBUTEIHOCT, BKIIOYHTEITHO
aHaUIaKTHYHA peakiys, aHa(hUITaKTUYEH IOK U aHTHOEIeM KbM HSIKON OT MHXUOUTOPHTE Ha
nunentun nentuaasza 4 (DPP4) (Bx. Touku 4.4 u 4.8).

- Bceku T octpa MetaboamMTHA anpmo3a (KaTo JIakTaTHa aluao3a, A1adeTHa KeToalm03a).

- JnabeTHa mpekoma.

- Texxka 6b0pevyHa HeoCcTaThUHOCT (KpeaTHHUHOB KiupbHC < 30 Ml/Mun) (Bk. Touka 4.2, 4.4 u

- OcTpH CHCTOSIHUS C MOTEHIMAN A2 MOBIHSIAT BbPXY ObOpeuHaTa (yHKIHS KaTo:
- JeXuApaTays,



- TEXKU UHPEKIUH,
- LIOK.
- OcTpH 1 XpOHMYHH 3200 sIBaHUS, KOUTO MOTAT Ja MPEJU3BUKAT ThKaHHA XUIIOKCHSI, KaTO:
- Chbp/ICYHA WU JUXaTeJHa HeJOCTaThYHOCT,
- npeceH HHPapKT Ha MEOKap/a,
- ITIOK.
- YepuoapoOHo yBpekaaHe (Bx. Touka 4.2 u 4.5).
- Octpa anKoXoJIHa MHTOKCUKALIUS, AIKOXOIU3bM (BXK. TOUKa 4.5).
- Kbpmene (Bx. Touka 4.6).

4.4 ChneuuajHu npegynpe:kaeHus U NpeAnasHu MEPKH NPH ynorpeda

OO0
Komboglyze ne Tpsi6Ba 1a ce n3mon3Ba Mpu MalueHTH ChC 3aXapeH AunadeT TN | win 3a JedeHne Ha

nradeTHA KEToaua03a.

OcTbp naHKpeaTuT

VYnorpebara na DPP-4 naxuburopu € cBbp3aHa C PUCK OT Pa3BUTUE HA OCTHP MaHKPEATHT.
[TanmenTuTe TpsIOBa 1a ObIAT MHPOPMHUPAHH 32 XaPAKTEPHUTE CUMIITOMH Ha OCTBP MTAHKPEATUT:
HEePCUCTHpAIIA CHIIHA KOpeMHa 00sika. AKO MMa ChMHEHHS 32 TAaHKPEATHT, yIoTpedara Ha TO3H
JIEKapCTBEH MPOAYKT TPSAOBA J1a ce MPEyCTaHOBH, aKO CE OTBBPH OCTHP MaHKPEATUT, yroTpedaTa Ha
TO3H JIEKapCTBEH MPOJYKT HE TPsIOBa Ja ce Bb300OHOBsIBa. HeoOX0aMMO € MOBHUILICHO BHUMaHHUE TIPU
MaIMeHTH C aHaMHe3a 3a ITaHKPEaTHT.

B xo1a Ha MOCTMapKETHHIOBUS OIUT ChC CAKCATJIMITUH ca OniM choOIIaBaHU CIOHTAHHU HEXEJIaH!
PeaKnyu Ha OCTHpP MAHKPEATHT.

JlakTaTHa anMa03a

JlakTaTHata anu103a, MHOTO PSAKO, HO CEPUO3HO META0OJIUTHO YCIIOKHEHUE, HAli-ueCTO HACThIIBA
P OCTPO BJIOIIIaBaHe Ha ObOpeYHaTa (GYHKIIHS, KapAuO-PECIUPaTOPHO 3200 ISIBAHE UIIH CETICHC,
HarpymnBaneTo Ha MeT(hOpMUH HACTHIIBA IIPU OCTPO BIIOIIABaHE Ha ObOpeuHaTa GpyHKIUSA U
yBeJIMYaBa PUCKa OT JIAKTAaTHA alu03a.

B ciyyait Ha nexunparanus (TexKa AUapus Wi MOBPBIIaHe, TPECKa MIIM HaMaJIeH ITPUeM Ha
TEYHOCTH), TPsiOBa BPEMEHHO Jia ce ciipe npuema Ha Komboglyze u e npenopbuntento na ce
YCTaHOBH BPB3Ka C MEAUIIMHCKH CIICIIHATIKUCT.

[IpreMbT Ha JIEKapCTBEHH MPOILYKTH, KOUTO MOTI'aT OCTPO Jia yBpeAsaT ObOpeuHara GpyHKuus (KaTo
AQHTUXUIIEPTEH3UBHU cpesicTBa, nuypetni 1 HCIIBC) TpsiOBa na ce 3amovHe ¢ MOBHUIIEHO BHUMAHUE
NPH MAIKMEHTH, JIeKyBaHH ¢ MeTdopmuH. [[pyru puckoBr (akTopH 3a JIaKTaTHA alu103a ca
IPEKOMEPEH IPHEM Ha aJKOXO0JI, YePHOAPOOHA HEAOCTATHYHOCT, HEJOCTAThYHO KOHTPOJIUPAH THaleT,
KETO03a, IPOIBDKUTEITHO IJIalyBaHe U BCIKAKBU ChCTOSHHUS, CBbP3aHU C XUTIOKCHS, KAKTO U
€/IHOBpPEMEHHATa ynoTpeda Ha JIEKapCTBEHH MPOIYKTH, KOUTO MOTAT Jia IPUYMHSIT JIAKTaTHA alna03a
(Bx. Touka 4.3 u 4.5).

[MTanuenTrte W/unu OOHOIIEAaYUTE TPSIOBA Aa ObIaT MHOOPMHUPAHH 32 PUCKA OT JJaKTaTHA allki103a.
JlakTaTHarta anua03a ce XapakTepu3upa ¢ auJI0THYHA JUCITHES, KOpeMHa 00ITKa, MyCKYJIHU KPaMIIH,
ACTEHUS U XUTIOTEPMHUSI, TTOCIIEIBAaHH OT KoMa. B citydaii Ha ChMHEHHE 32 CUMIITOMH TTAIUEHTHT
Tpsi0Ba j1a cripe npuema Ha Komboglyze u HezabaBHO ja moTHpCH Jiekapcka nmomonl. J[marHocTuaHuTe
7a00paTOPHHU HAXOAKH BKIIOYBAT MOHMKEHO KpbBHO PH (< 7,35), moBumieHa ria3mMeHa
KOHIIEHTpaM Ha JaKkTaT Hag 5 mmol/l u moBuILIeHa aHMOHHA Pa3JIMKa U ChOTHOIIEHHUE
JaKTaT/IIpyBaT.

Tayuenmu c ycmanogeHu unu no003upany MumoxoHOpUaIHu 3a00196aHUs
[Tpn manmeHTH ¢ yCTaHOBEHN MUTOXOHIPHAIHH 3a00JIBaHNs, KATO CHHAPOM Ha MHUTOXOHIpHATHA
eHuedanonarus ¢ JakTaTHA anuo03a U nHeynronono0Hu enmsoau (Mitochondrial Encephalopathy
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with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacieacTBeH auabeT U TAyXoTa Mo
MatiumHa inansg (Maternal inherited diabetes and deafness, MIDD), meTdhopMuH He ce TIperopbUBa
MOpajy pUcKa OT 0OOCTPSHE Ha JIAKTaTHA aI[103a U HEBPOJOTUYHU YCIOKHEHHSI, KOUTO MOXKE JIa
JOBEJIaT 10 BIIOLIaBaHe Ha 3a00IIBaHETO.

B cnyuait Ha mpusHanm u cummntomu, nokazarenau 3a MELAS cuaapom win MIDD, cien nprema Ha
MeT(QOpMUH, JedeHUEeTo ¢ MeT(hopMUH TpAOBa Ja ce cIipe BeAHara 1 Ja ce Halpasu Obp3a
JTUATHOCTHYHA OICHKA.

brOpeuna hyHKIMS

[Tonexxe meTGOpMHH ce eKCKpeTrpa upe3 0p0peka, OpOpeunHaTa (pyHKIHS TPSOBa 1a Ce OIEHSBA:

- Npey 3arioYBaHe Ha JIeYeHHE U PEJOBHO ciell ToBa (BXK. Touka 4.2, 4.8, 5.1 u 5.2);

- Haif-Manko 2 1o 4 mbTH Ha ToAnHa npu ObOpedna GyHkums ¢ HuBa Ha GFR Onm3ku 10 HUBaTa
py yMepeHo OBOpedHO yBpeKIaHe U MPU MalUeHTH B CTap4YecKa Bb3PacT;

- IPH MAIMEHTH ¢ yMepeHo 0b0pedHo yBpexaane, kouto umat GFR > 30 10 < 45 ml/muH, npu

OTCHCTBHE HA ApyTH 3a00IsIBAHHUSI, KOUTO MOTAT JIa TOBHINAT PHCKA OT JIAKTAIMI03a,
nozatae 2,5 mg/1 000 mg wiu 2,5 mg/850 mg Benubxk aueBHO. He ce mpemopbuBa
3aI104YBaHEC Ha JICYCHUC ITPU TC3U MALUCHTH. JleuenneTo Moxe Ja IPpOABbJIKU ITPU 2[06pe

WHQOPMUPAaHU  TALUCHTH, IPU CTPOrO HAOIIOJCHHUE.
- MeT(hopMuUH € poTruBoIokasaH mpu nanueHTu ¢ GFR < 30 ml/mun u TpsOBa na 6b1e BpeMEHHO
CIIPSIH TP HAJIMYKE Ha ChCTOSIHUSI, KOUTO MPOMEHST ObOpedynHara GpyHkuus (BxK. Touka 4.3).

Hamanenara 660peyna ¢GyHKIUS MPY MAIIMEHTH B CTapyecka Bh3PACT € YeCTa U ACHMIITOMATHYHA.
TpsiOBa crienMaaHO Ja ce BHMMAaBa B CIy4auTe, B KOUTO ObOpeuHaTa QyHKIUA MOXe J1a Obe
yBpeJlcHa — HalpuMep pHY 3all0YBaHEe Ha aHTUXUIICPTECH3UBHO WIH JUYPETHYHO JICYCHUE, WIN TIPU
3anouyBane Ha jJeuenue ¢ HCIIBC.

Onepanus
Komboglyze tpsioBa 1a ce cripe 1o Bpeme Ha orepaiiys Mo 1 001ia, ClIHHAIHA WK eMTHIypaTHa

aHecte3us. JleueHueTo Moxe Jia Objie Bhb30OHOBEHO HE IMO-paHo OT 48 yaca clie]| onepanusaTa Wil
Bb300HOBSBAHETO HA XPAHEHETO NPE3 YCTa, U MPH YCJIOBUE ue ObOpedyHarTa (GyHKIMS € OlleHeHa
OTHOBO H € YCTaHOBEHO, 4e € cTaOWIIHA.

[punoxenue Ha HOAMpPAaHU KOHTPACTHH BELIECTBA

BwTpechoBoTo npuitoyKeHne Ha HoAWpaHu KOHTPACTHH BEIECTBA MOXKE J1a JIOBEJIE /10 KOHTpAcT-
WHIyIMpaHa HeponaTusi, BOJEIIA 10 HATPYIBaHETO Ha MET()OPMHH U MTOBHIIICH PUCK OT JIAKTATHA
anunosa. Komboglyze tpsioBa na ce cripe npeny wiu 1o Bpeme Ha rmpoueypara 3a oopasHa
JMarHOCTHKA U He TpsAOBa J1a ce Bb300HOBsIBA /10 Haii-Manko 48 yaca cieq] ToBa, IIPpU YCIOBUE, Ue
O0bOpeuHaTa (GYHKIMS € OllCHEHa OTHOBO M € YCTaHOBEHO, ue € crabmiHa (BK. Touka 4.2 u 4.5).

Hapymenus Ha koxaTa

OT HEKJIMHUYHY TOKCHKOJIOTHYHH MPOYYBAHMS HA CAKCATJIUITHH PY MAaiiMyHHU IMa CHOOIIEHUS 3a
pa3BUTHE HA yIIEPO3HU ¥ HEKPOTUYHH KOXKHHU JIE3UHM Ha KpaitHuIuTe (BX. Touka 5.3). B knuan4yaMTE
MPOyYBaHUS HE CE€ YCTAHOBSBA [TOBHUINIEHA Y€CTOTA HAa pa3BUTHE HA KOXKHU Jie3ud. lpu kmaca Ha
naxubutopure Ha DPP-4 nma onucaHy moCTMapKETUHIOBH CHOOIEHHS 3a KOKHH 00pruBU. OOpuBHU
CBILO Taka ca 0TOeJIsI3aHu KaTo HexxenaHa JekapeTseHna peakuus (HJIP) Ha cakcarnunTus (BX.

touka 4.8). [lopagu ToBa, ce npenopbyBa KOHTPOIMPAaHE HAa HAPYLICHUITA OT CTPaHa Ha KOXKaTa -
Oy, ynuepanuy Wiv OOpUBHH €IMHUIINA KATO YacT OT PyTHHHHUTE TPIIKH 33 AIMEHTUTE C THader.

Bynozen nemdurons

Cpo0111aBa ce 3a IOCTMApPKETHHIOBH CITy4an Ha OyJi03eH nmeM(uron 1, U3MCKBAIK XOCITHTAIN3aLHs,
npu ynorpedaTa Ha mHXuOUTOpY Ha DPP4, BKiIFOUMTENHO cakcarunTuH. B cro0menure ciryyau,
NalMeHTUTE OOMKHOBEHO CE MOBJIUABAT OT JOKAIHO WM CHCTEMHO HMYHOCYIIPECUBHO JICUEHUE U
MpeyCTaHOBsSBaHE Ha MpreMa Ha nHxuouTopa Ha DPP4. Ako npu naruenTa ce MmosiBsIT MEXypH Uil
€pO3UH JJOKAaTO IpUeMa CaKCcarIMITHH U UMa MOJ03peHue 3a 0yI03eH neMpUronsi, IpueMbT Ha TO3U




JIEKApCTBEH TPOIYKT TPsAOBA Ja Ce MPEYCTAHOBH M Jia C€ OOMHCIIH KOHCYJITAIHsI C IEPMATOJIor 3a
JQUATHOCTHIIHPAHE U HOAXOIAIIO Jeuenune (Bxk. Touka 4.8).

Peakuuu Ha CBPBbXYYBCTBUTEIHOCT

Twil KaTO TO3M JIEKAPCTBEH MPOAYKT ChAbPHKA CAKCATIIUITHH, TOH HE TPAOBA J1a ce M3IOJ3Ba IIPH
HAlKUCHTH, KOUTO Ca UMAJT CEPHO3HA PEaKIIHs Ha CBPbXUYBCTBUTEIHOCT KbM HHXHOUTOP HA
mqunentuaui-nentuaasa 4 (DPP4).

ChOOIIEHH Cca CIIeIHITE HEKEIAH! JIEKApCTBEHH PEaKIUK MPH yroTpeba Ha CaKCATJIMIITHH 110 BpeMe
Ha MOCTMAPKETHHTOBHS OIHUT, KOETO BKJIIOYBA CIIOHTAHHH ChOOIIEHUS M ChOOIICHUS OT KIMHHYHH
HPOYYBAHMS: CEPHO3HHU PEAKIINK Ha CBPBXYYBCTBUTEIHOCT, BKIIOYUTEHO aHA(DUIAKTHYHA PEAKIIN,
aHa(pWIAKTHYEH 0K ¥ aHTHOEIEM. AKO C€ TT0I03Mpa CEPUO3HA PEAKIUs Ha CBPBXUYBCTBUTEIHOCT
KbM CaKCarJIMIITHH, Ha3HAYETe IPEKpaTsIBaHe Ha pHeMa Ha TO3M JIEKApCTBEH MPOJYKT, HAIPaBeTe
OIIEHKA Ha JIPYTH HOTEHIUAIHHN IPHIUHK 38 COUTHETO, W Ha3HAYETE AITEPHATHBHO JICYECHUE Ha
mrabera (Bk. Touka 4.3 u 4.8).

[IpoMsiHa B KIMHUYHOTO CHCTOSIHUE IPU MAIMEHTH ¢ KOHTPOJIMPAH MPEJIN TOBA 3aXapeH AuabeT THIl 2
Twit KaTO TO3M JIEKAPCTBEH MPOAYKT ChABPKA METPOPMHH, aKO MAIUCHT ¢ J00pe KOHTPOJIUPAH IPeIn
TOBA C HETO 3axapeH auaber TuM 2, pa3BUe JTa00paTOPHH OTKIOHEHHS HIIH KIMHHYHO U3SBCHO
3a0oJsBaHe (0COOCHO NP HESICHO U ¢1a00 eMHUPAHO 3a00JIsBaHE), CHIUAT TPSOBA CBOCBPEMEHHO
Jla ce u3ciienBa 3a Oene3u Ha KeToaluao3a win Jakranuao3a. OneHkara TpsOBa 1a BKIOYBA
M3CIIEIBAHE Ha CEPYMHH €JIEKTPOJIMTH M KETOHH, KPbBHA 3axap M, P MoKaszaHus — pH Ha KpBBTa,
HHBa Ha JIAKTAT, MUPYyBaT U MeTHOPMHUH. AKO Ce pa3Bre KOWTO M JIa € THIT al[i/103a, IPUEMBT Ha TO3U
JIEKapCTBEH MPOAYKT TPsAOBa J1a ce crpe He3abaBHO U J1a Ce MpEeANpUeMaT ChOTBETHUTE MEPKH 32
KOPEKIINS Ha OTKJIOHCHUSTA.

ChbpaeyHa HEJOCTATHYHOCT

B knunnunoro m3nurBane SAVOR e HabmarogaBaHo MajaKko HOBUILIEHHE HA YECTOTATa Ha
XOCIIUTAIA3AINS, TIOPAIU Chp/ieuHa HEJOCTAThYHOCT MPH MAIMEHTHUTE, JIKYBAaHU ChC CAKCATIIHIITHH,
B CpaBHEHHE ¢ 1U1a1e00, BHIPEKH Y€ HE € yCTAaHOBEHA MPUYUHHO-CIICICTBEHA Bpb3Ka (BK. Touka 5.1).
Heobxomumo e moBUIIIEeHO BHUMAaHKE, aKO TO3H JIEKAPCTBEH MPOAYKT Ce MpIIara npy NaIieHTH C
W3BECTHU PUCKOBHU (haKTOPH 32 XOCIUTAIH3AINS MTOPAJIH ChpJedHa HEIOCTATHYHOCT, TAKUBA KATO
aHaMHe3a 3a ChpJICYHA HEOCTATHYHOCT MM YMEPEHO JI0 TeXKO ObOpedHo yBpexaane. [lanmenture
TpsiOBa Jla ce MH(POPMHUPAT 3a XapaKTEPHUTE CUMIITOMH Ha ChPJICYHA HEOCTATHYHOCT U HE3a0aBHO J1a
CHOOIIAaBAT IPH TIOSIBaTa HA TAKMBA CUMIITOMHU.

ApTtpanrus
B nmoctmapketuHroBu croOienns 3a naxuouTopu Ha DPP4 ce cro0miaBa 3a craBHa O0JKa, KOSTO

Moxe Ja Ob1e cuiHa (BX. Touka 4.8). Ilannenture ca momyyunu objaeKuyeHre Ha CUMIITOMUTE CIIe]
MIpEeyCTaHOBSBaHE Ha JIEKAPCTBEHUS MPOAYKT, a MIPHU HAKOU CUMIITOMHTE Ca PEIUIUBUPAIIH CIIE
MIOJTHOBSIBAHE HA JICYUSHUETO ChC ChIIMA WK JIpyT uHxuOuTop Ha DPP4. Havanoro Ha cumntomute
CIIe]] 3aII0YBaHe Ha JIEKapCTBEHATa Tepanus Moxe Aa Obae Obp30 WM T€ MOXKE /1a HACTBIIAT cle] 110-
MPOABIDKUTEHA IEPUOIN Ha JieueHre. AKO JaJieH MallMeHT MOJIydr CHIIHA CTaBHA OOJIKa,
MPOABIDKaBaHETO Ha JIEKApCTBEHATa Tepanus TpsiOBa a ce OlleHN MHINBUIYaTHO.

MMyHOKOMIIpOMETHPAHU MTAIIMEHTH

B xnmHM4YHaTa nporpama 3a cakCarJuITHH HE ca MPaBeHU MPOYUYBAHUS TPU UMYHOKOMIIPOMETUPAHU
MaleHTH, HalIpUMEp TaKWBa CJIE] OpTaHHA TPAHCIUIAHTAINS WM ChC CHHIApOMA Ha IpuaoouTara
UMYHHa HeIoCTaTh4YHOCT. [lopaau ToBa, edmkacHOCTTa M TPOMUITBT Ha O€30IaCHOCT Ha
CaKCarJIMNTHH IIPU TE3U NALIUEHTU HE €A U3BECTHM.

Ynorpeba ¢ moniau unaykropu Ha CYP 3A4
[puemsbt Ha naAyKTOpH HAa CYP3 A4 Kato kapbamasenuH, JekcaMmeTa3oH, penobdapourai, peHnTonH
U pudaMIUIMH MOXKE J]a HaMaT XUIIOTJTMKeMU3Upaniys eheKT Ha CaKCarJuNTHH (BX. Touka 4.5).




Ymorpeba ¢ 1ekapcTBEeHH TPOAYKTH, 332 KOUTO € U3BECTHO, Y€ TPUINHIBAT XUIIOTIUKEMUS
W3BecTHO €, 4e MHCYTUHBT U CyI(paHmITypeHHATE TpenapaTH MPeIn3BUKBAT XUMormnKkeMus. ETo
3aI110, MOKe Jla € He0OXOAMMO M3IMOI3BAHETO HA MO-HUCKA 1033 UHCYJIMH WIH CyJlI(aHuIypeeH
npenapar, KoraTo ce IpuiiaraT B KOMOWHAINS C TO3H JIEKapCTBEH MPOJYKT, C [e]l HaMallsiBaHe Ha
pUCKa 3a pa3BUTHE HA XUOTJINKEMUSI.

[MonmkaBaHe Ha HUBOTO/neUIUT HA BUTaMuH B12

MertdopMuH MOXKe Ja IOHKK CEpyMHNTE HABA HAa BUTaMHUH B12. PUCKBT OT MOHIDKaBaHE HA HUBOTO
Ha B12 ce yBennuaBa ¢ yBennyaBaHe Ha 103aTa MET(OPMUH, C IPOABIDKATEIIHOCTTA Ha JICUSHUETO
W/WIY TIPY TIAIIMEHTH C PUCKOBHU (PaKTOPH, 38 KOUTO € U3BECTHO, Y€ MPUUUHIBAT HEAOCTUT Ha BUTAMUH
B12. B cnyyaii Ha cbMHEHHE 32 HEJOCTHT Ha BUTaMuH B12 (kaTo aHeMHs WM HEBpONaTusi),
cepyMHHUTE HMBa Ha BUTaMuH B12 Tps6Ba na ce HabmogaBaT. Moyke 1a ce HaJIOXKH TEPUOIIHO
HaOroneHne Ha BuTaMuH B12 mpu naumeHTH ¢ pruckoBH (PakTOpH 3a HENOCTUT Ha BUTaMuH B12.
Tepanusra ¢ MmeTopMUH TpsIOBa Ja MPOABIKH JOKATO Ce MOHACS J00pe, He € MPOTUBOIMOKAa3aHa U €
OCHTYPEHO TOIXOSII0 KOPUTHUPAIIO JeUeHHE 32 HEJJOCTUT Ha BUTaMrH B12 B chOTBETCTBHE C
HACTOSAIINTE KIMHIAYHU YKa3aHUS.

45 B3auMmoaeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH U APYru (JopMH HA B3auMOo/eiicTBHE

MHOTroKpaTHOTO €THOBPEMEHHO MPUIIOKEHNE Ha CaKCarJIMNTHH (2,5 mg 1Ba IbTH AHEBHO) U
metdopmut (1 000 mg nBa MbTH AHEBHO) HE TOBJIHSABA 3HAYUMO (PapMaKOKWHETHKATA HUTO Ha
CaKCarJIMITHH, HUTO Ha MeT(OPMHUH TPH MANUEHTH ChC 3aXapeH auadeT THir 2.

He ca npoBexnanu odunmanau npoyuBanus 3a B3aumoeiicteus ¢ Komboglyze. [Ipencrasenure
M0-/I0JTy JAHHW OTpa3sBaT HAIWYHATA 33 OTACITHUTE aKTUBHU CyOCTaHIMH UHPOpMAIIHS.

CaxkcarmunTug
OnucaHuTe No-A01y KJIMHUYHYU JaHHH TOBOPSIT, Y€ PUCKBT OT PA3BUTHE HA 3a KIMHUYHO 3HAYUMHU
B3aUMO/ICHCTBUS ITPH STHOBPEMEHEH MPHUEM C JIPYTH JICKapCTBa € HUCHK.

CaxcarunTtiH ce MeTabosm3upa riaaBHo ot uutoxpom P450 3A4/5 (CYP3A4/5). Tlpu npoyuBaHust

in Vitro cakcarmunTyH ¥ TIaBHUAT My MeTabomuT Huto naxubupar CYP1A2, 2A6, 2B6, 2C8, 2C9,
2C19, 2D6, 2E1 unu 3A4, auro unaynupar CYPL1A2, 2B6, 2C9 unu 3A4. Tlpu npoyusanus,
MIPOBEJICHHM TIPH 3JIpaBU JJOOPOBOJIIIH, PapMaKOKHHETHKATA HUTO HA CAKCATJIMIITHH, HUTO Ha TJIaBHHUS
My MeTa0OJIHT Ce MOBIHSIBA 3HAYUMO OT MET(HOPMUH, TTTMOCHKIAMU, TUOTJINTA30H, JUTOKCHH,
CHUMBACTAaTHH, OMEIPa3oJ, aHTHanuIu ik GpamotuarH. OCBEH TOBA, CAaKCATJUITAH HE POMEHS
3HauYUMO (hapMaKOKMHETHKaTa Ha MeT(OPMUH, IIHOSHKIIAMHA]], TUOTIINTA30H, TUTOKCHH,
CUMBACTAaTHH, aKTUBHUTE KOMIIOHEHTH HA KOMOWHUPAH MePOPaICH KOHTPAICHTHB (STaHU €CTPa U0
1 HOPTreCTUMaT), TUITHA3EM U KETOKOHA30JI.

EHOBpEMEHHOTO MPHUIIOKEHUE HA CAKCATTIMIITHH ¢ yMeperus uuxuoutop Ha CYP3A4/5 muntrasem
noBuiasa Cmax 1 AUC Ha cakcarmuntud ¢0TBeTHO ¢ 63 % 1 2,1 IbTH KaTO ChbOTBETHUTE CTOMHOCTH
3a aKTUBHHS META0OJINT Ce IIOHMXaBaT CbC CbOTBETHO 44 % u 34 %.

EHOBpEMEHHOTO MPUIIOKEHUE HA CaKCArTUNTHH ¢ MotHusS nHxuOuTop Ha CYP3A4/5 keTokoHa30u
nosuiasa Cmax 1 AUC Ha cakcariaunTud ¢h0TBETHO ¢ 62 % 1 2,5 mbTH, KaTO CbOTBETHUTE CTOMHOCTH
3a aKTHUBHHS META0OJIMT Ca IIOHMXKEHH ChC ChOTBETHO 95 % 1 88 %.

EHOBpEeMEHHOTO NMPHIIOKEHNE Ha CAKCArTUITHH ¢ MotiHust HHAyKTop Ha CYP3A4/5 pudamnunma
HamaiaBa Cmax 1 AUC Ha caxcarimunTud ¢s0TBeTHO ¢ 53 % u 76 %. Excriosunusara Ha akTHBHUSA
MeTaboNnuT 1 MHXNOMPAHETO Ha TuIa3MeHaTa akTUBHOCT Ha DPP4 B mo3oBus nHTepBan He ca
HOBJIUSHA OT pudamnuimH (BXK. Touka 4.4).

EnHOBpeMEHHOTO NpritoskeHne Ha cakcaraunTiH ¢ nHaykropu Ha CYP3A4/5, paznuynu ot
pudamnuimH (kaTo KapdamaszenuH, JeKkcameTasoH, (eHo0apOouTan u peHUTONH), He € IPOYYBAHO U
MO’KE J1a TOBE/Ie 10 TIOHKAaBaHe Ha IUTa3MeHaTa KOHICHTPAIMs Ha CAKCATIMITHH U ITOBUIIIaBaHE Ha



KOHIICHTpAIMATA Ha TTIaBHUS My MeTa0ouT. [Ipn eqHOBpeMeHEeH IprueM Ha CaKCariIuITHH U MOIICH
naaykTop Ha CYP3A4, ruKeMUYHHUAT KOHTPOJI TPsiIOBa BHUMATEITHO Aa Ce OLICHSBA.

He ca mpaBenu cnienuanHu Npoy4YBaHUs 32 BIMSHUETO Ha TIOTIOHOMYIIEHETO, JUeTaTa, mpueMa Ha
OMIIKOBY TIperapaTy M Ha alIKOX0J BbPXY (papMaKOKMHETHKATa Ha CAKCATJIMIITHH.

Mertdopmun

He ce npenopvusa convmemsawia ynompeba

KaTtnonHu BemecTBa, KOUTO ce eMMMUHHpPAT Npe3 ObOpenuTe upe3 TyOyinHa cekpenus (Harmp.
OUMETUIMH) MOTaT Ja B3aUMOACHUCTBAT C MET(POPMHUH Upe3 KOHKYpHpaHe 3a 001 0b0peuHn TyOyTHHI
TpaHCHOPTHU cucTeMu. [IpoydBaHe, MPOBEAICHO NPH CEEM 3paBU JOOPOBOIIIIH, TOKA3Ba Ye MPHEMBT
Ha umetuanH 400 mg nBa MhTH THEBHO MOBUIIIaBa CUCTeMHAaTa ekcrio3unus Ha meTdopmuH (AUC) ¢
50 % u Cmax — ¢ 81 %. ETo 3a1110, npu € THOBPEMEHHO NPUIIOKEHHE C KATHOHHU JICKAPCTBEHU
MPOAYKTH, KOUTO CE ENMMUHUPAT Tpe3 ObOpennTe upe3 TyOyliHa ceKkpenusi, TpaOoBa 1a ce 0OMHCIN
CTPUKTHO TPOCIE/IBaHe Ha TTIMKEMHYHHSI KOHTPOJI, KOPEKIIXs Ha 103aTa B PAMKUTE Ha
NpenopbUYUTENHATA JO3UPOBKA M IPOMEHH MPH JICYSHUETO Ha AnadeTa.

Anxoxon

AJKOXOJIHATa MHTOKCHKAIIMS CE€ CBBP3Ba C MMOBULICH PUCK OT JIAKTaTHA alli/103a, 0COOEHO B CIydau Ha
riajyBaHe, HeAOXPaHBaHe WIH YePHOAPOOHA HEJOCTATHYHOCT, B PE3YJITaT Ha MpreMa Ha MeT(HOpMUH
— aKTUBHA ChCTaBKa Ha TO3M JIEKAPCTBEH MPOAYKT (Bk. Touka 4.4). KoHcymanusTa Ha aTkoXoul U
NPUEMBT Ha JIEKaPCTBEHH MPOLYKTH, ChABPIKAIIY aJIKOXOJ, TPSOBa 1a ce n30sreart.

Hooupanu xonmpacmuu éewjecmea

BbTpech10BOTO NMPHIIOKEHUE HA HOAMPAHN KOHTPACTHHU BENIECTBA MOXKE JIa JIOBEJIe 10 KOHTPACT-
WHIynrpaHa HeponaTusi, BOJEIIA 0 HATPYNBaHETO HA MET(OPMUH U MOBHIICH PUCK OT
nakraimao3a. Komboglyze tpsOBa 3a1b/DKUTENHO Aa ce CIIpe MPEIH UITK [0 BpeMe Ha MpoleypaTa
3a o0pa3Ha IMarHOCTHKA U He TPsiOBa Jla ce Bh30OHOBSBA JI0 Hai-Mayko 48 vaca cliefl TOBa, U
ycioBue de ObOpeuHara (pyHKIUs € OIleHeHA OTHOBO U € YCTAHOBEHO, Ue € cTabmiHa (BK. Touka 4.2 1
4.4).

Kombunayuu, usuckeawu npednasnu mepku npu ynompeoa

I'mrokokopTHKOCTEpOUIUTE (TIPHIIAraHl CUCTEMHO HITH JIOKATHO), O€Ta2-MUMETHITUTE U TUYPETUIIHTE
MIOBHUIIIaBaT KpbBHATA 3axap. [laimenture TpsiOBa Aa ObJaT NpeaynpekaaBaHy 3a TOBa M KpbBHATA UM
3axap TpsOBa /1a ce u3CciIeABa 0-4eCTO, 0COOEHO B HAYAJIOTO HA JICUEHUETO C TAKUBA JICKAPCTBEHU
NPOAYKTH. AKO € He00X0IMMO, B X012 Ha JICUEHHUETO C APYTHs JIEKapCTBEH NPOAYKT, KAKTO H ClIe]
Kpas Ha TOBa JICUCHHE, 103aTa Ha aHTUXUIIEPTIMKEMUYHUS JIEKapCTBEH MPOAYKT TpsAOBa a Obe
KOpPUT'MPAaHA.

Hsikowm ekapcTBEHH MPOILYKTH MOTAT Jia Ce OTPa3sT HeOIaronpusaTHO Ha ObOpeuHaTa GyHKIUS, KOETO
MOJKE J]a yBEeJIMYU pPUCKa OT JIakTaTHa anuo3a, Hanpumep HCIIBC, BKIIOYUTENHO CENEKTHBHU
nHxubuTopu Ha nukiookcurenasa (COX) I, ACE unxuburtopu, aurnotensut |l penentopan
AQHTAarOHUCTHU U ANYPETHIIN, 0cOOeHO OpuMKOBHU nuypetun. Ilpu 3anmouBaneTo uiam ynorpedaTta Ha
TaKWBa MPOAYKTH B KOMOWHAIMS ¢ METOPMHUH € HE00X0ANMO BHIMATEITHO MPOCTIEAsIBAaHE Ha
0b0peuHaTa QyHKIHUS.

4.6 @epTHANTET, O)PEeMEHHOCT H KbpMeHe

BpemenHocT
Ynorpebara Ha Komboglyze niu cakcarlunTvH He € Mpoy4YBaHa Mpu OpeMeHHHU KEHH.

IIpoyuBaHusTa IPHW )KMBOTHH MTOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT TIPY BUCOKH JIO3H CaKCaTJIUITHH
CaMOCTOSITETTHO MJIM B KOMOMHALMS ¢ MeTHOpMUH (BK. Touka 5.3). [loTeHIMaIHUAT PUCK IIPH X0Opa He
e u3BecteH. OrpaHU4YeHUTE JaHHU MIOKa3BaT, e yrnoTpedara Ha MeTGOPMHH OT OpeMEHHH KEHH HE €
CBBbp3aHa ¢ TIOBUILIEH PHUCK 32 Pa3BUTHE Ha BpoJieHH Manipopmaunu. [IpoyuBanusra Ha MeThopMuH
NIPY J)KUBOTHU HE TIOKa3BaT BpelHU e(heKTH, CBBP3aHH ¢ OPEeMEHHOCTTA, EMOPHOHAITHOTO HITH
(GeTarHOTO pa3BUTHE, PAKAAHETO MM HEOHATATHOTO pa3BuTHe (BXK. Touka 5.3). To3u iekapcTBeH
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MIPOIYKT HE TPsOBA Ja ce mpuJiara rmo BpeMe Ha OpeMEeHHOCT. AKO MarpeHTKaTa Jkejae 1a 3abpemMeHee
WM aKO HaCTBhITM OPEMEHHOCT, JICYCHUETO C TO3M JICKAPCTBEH MPOIYKT TPSAOBA Jla CE MPEKpaTH
He3a0aBHO U JIa Ce MPEMHUHE KbM JICUCHHE C HHCYJIVH.

Kspmene
[Ipoy4uBaHusTa IpH )KUBOTHH MTOKA3BAT, Y€ CAKCATIIUIITAH H/MIIN METa0OIUTHTE MY, 1 MET(hOPMHUH ce

eKCKpeTHpaT B KbpMaTa. He e u3BecTHO aiy mpH Xopa CaKCarJIUITHH Ce eKCKpeTHpa B KbpMara, HO
MeT(GOPMHUH ce eKCKpeTHpa B MaJlko KonndecTBo. ETo 3a1110, To31 JekapcTBEeH NPOAYKT HE TpsAOBa Aa
CE M3IM0JI3Ba MPH )KEHH, KOUTO KbPMST (BXK. Touka 4.3).

deprunurer
EdexTpT Ha cakcarmunTvH BbpXY (hepTUiINTeTa Ipu Xopa He e mpoyuBaH. Edektn Bbpxy

¢deprrnmTera ca HaOMIOAABAaHN TIPH MBKKH U KESHCKH IUTHXOBE ITPH TPHIOKEHNE BbB BUCOKH JI03H,
JIaBaIly SBHU Oesie3r Ha TOKCUYHOCT (BXK. Touka 5.3). 3a MeTOpMHUH NpOYyUBaHUATA P KUBOTHH HE
MOKa3BaT PENpOyKTHBHA TOKCUYHOCT (BXK. TOUKa 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTa 32 modupaHe 1 padoTa ¢ MAIINHH

CakcarnmunTtyH wid MeTQOpMUH UMAaT MIPEHEOPEKNMO BIHIHNE BBPXY CIIOCOOHOCTTA 32 MOQUpaHe U
pabota ¢ mammuu. [Ipu modupane uiu padoTa ¢ MallIMHU TPSAOBA J1a CE UMa TPEIABUI, Y€ OT
KIIMHUYHUTEC IIPOYYBaHNA HA CAKCAIrJIUIITUH UMa C’bO6HI€HI/ISI 3a 3amariBane. OcBeH TOBA, INAIITUCHTUTC
TpsiOBa J1a ObIAT MpeAyNpeKIaBaHH 33 HATMYUETO HA PHCK 33 Pa3BUTHE HA XUIOTIMKEMHUS TIPU
ynorpeba Ha Komboglyze B komOuHaIms ¢ Apyru aHTHAUA0ETHH JIEKAPCTBEHN MPOAYKTH, 32 KOUTO €
M3BECTHO, Y€ PHYMHABAT XUIIOTIIMKEMHS (HAIp. HHCYIIHH, CyI(aHIITypeiHN Tpenapary).

4.8 HexejaHu JeKAPCTBEHH PEaAKIIUH

He ca npoBexJaHu TepaneBTUYHH KIMHUYHE poyuBanus Ha Komboglyze Tabnerku, HO €
ycraHoBeHo, ue Komboglyze e OnoeKkBUBaJICHTEH Ha CAKCArJIMIITHH U MET(HOPMHUH, IPUIIaraHu
€IHOBPEMEHHO (BX. TOuKa 5.2).

CakcarIunTuH

Pestome na npoduna na bezonacrnocm

B niect nBoitHOCIENH, KOHTPOJIMPAHU KIIMHUYHY MTPOYYBAHHUS 32 6€30MaACHOCT U e(hUKaCHOCT,
MIPOBEJICHH C I1eJ1 OIICHKA Ha KOHTPOJIA Ha KPbBHATA 3aXap ChC CAKCATIHIITHH, Ca PaHJIOMH3UPAHU
4 148 nanueHTH che 3axapeH aquadet Tui 2, BKiIounuTeaHo u 3 021 nanueHTy, IeKyBaHH ChC
cakcarJiunTvH. B paHgoMusupanu, KOHTPOJIMPAHHU, IBORHOCCIH KIMHUYHN U3TUTBAHUS
(BKJTFOUUTEITHO OMKTA TP Pa3paboTBAHETO U CJIe]] MyCKAHETO Ha MPOIyKTa Ha Ma3apa) Haj

17 000 naumenTH ¢ quabeT TUIl 2 ca JIKYBaHU ChC CaKCArJIMIITHH.

B c6open ananu3 Ha 1 681 manuenTr ¢ AMabeT THI 2, BKIOYUTEITHO 882 MaIMeHTH, JISKyBaHHU ¢ 5 Mg
CaKCarJIHMIITHH, PAHJIOMU3UPAHHU B MIET JBOWHOCIIEIH, IUTAle00-KOHTPOIMPAHH KIIMHUYIHHU ITPOYIBAHHS
3a 6€30MacHOCT U €(hUKACHOCT, TIPOBE/ICHHM 3a JIa CE OLEHAT €(DEKTHTE HA CAKCATJIMIITHH BbPXY
TITUKEMUAYHHS KOHTPOJI, 001I[aTa YeCTOTa Ha HeXKeTaHUTE ChOMTHUS MPHU MAIMEHTUTE, JICKYBaHU ChC
CaKCarJIMITHH 5 Mg, € CXOIHA C Ta3W IPpH MpreM Ha 1uiare6o. IIpu marpeHTuTe, JeKyBaHU ChC
CaKCarJIMITHH 5 Mg, MPeKpaTssBaHETO HA TePANUATA 3apaIi HEKETaH! CHOUTHS Ce CyYBa MO-4eCTo,
OTKOJIKOTO TIPH MalUeHTHTE, TosyyaBain ianedo (3,3 % cpemry 1,8 %).

Tabauuen cnucvk HA Hedcelanume 1eKapCmeeny peaKyuu

Hexenanute nexkapcTBEHU peakiiuu, ChOOIMICHH TPH > 5 % OT JeKyBaHHUTE ChC CAKCATrJIUIITAH 5 M(
MAIEHTH, U C TT0-BUCOKA Y€CTOTA, OTKOJIKOTO TIPH MOIydaBaIuTe IUIane0o MarnueHTH, WId ChOOIICHN
pu > 2 % OT JIEKyBaHHUTE ChC CAKCATJIMITHH 5 Mg MAI[MEHTH, ¥ ¢ Y€CTOTa, o-BUcoka ¢ > 1 % ot
YecTOoTaTa MPH MMOJyYaBajuTe IIanedo NalMeHTH, ca NpeJACTaBeHN B Tadua 2.

HesxenanuTe peakiuu ca n30pOSHH 110 CUCTEMO-OpTaHeH Kiiac U abcoiroTHa yecToTa. YectoTute ca
neduHupany kaTo: MHOTO YecTH (> 1/10), uectu (> 1/100 mo < 1/10), meuectu (= 1/1 000 go 1/100),
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penku (= 1/10 000 mo 1/1 000), muoro penku (< 1/10 000), ¢ Hen3BecTHA YecTOTa (OT HATMYHHUTE

JIAHHU HE MOXe J1a ObJie HalpaBeHa OICHKA).

Ta6auna 2 Yectora HA He:KeJJAHUTE JTeKAPCTBEHH PEAKIINHU M0 CHCTEMO-OPraHeH KJiac

CucreMo-opraneH Kjac YecToTa HA HEKEJIAHUTE PEAKLHH CIIOPe]
Hesxenana peakuus TepaneBTHYHATA CXeMa
CaxcaraunTuH ¢ Mergopmun’

Mudexnnu u nudecranuu

WMudexnnn Ha TOpHUTE Yectn
JUXaTeTHH THTHLIA

Nudexnnn Ha MHKOYHUTE Yectn
IIBTHUIIA

I'actpoenTteput Yectu
Cuny3ut Yectun
Haszodapuarut Yectn ?
Hapymenusi Ha HepBHaTa

cHcTeMa

I'maBoGonue Yectn
CroMalIHO-4YpeBHH

HApYlIIEeHHUs

IToBpblaHe Yectu

lBKJ'IIO‘-IBa CaKCarJImnTHH, L[06aBeH KBbM JICUCHHUEC C MeT(l)OpMI/IH, KaKTO M JICUCHHUE CBC CaKCArjIMIITHH U MeT(i)OpMI/IH,

3aroyHaTo KOMOMHHUPAHO.

2Camo IIpy JIeueHHe, 3aII09HATO KOMOUHMPAHO.

llocmmapkemun2o6 onum om KIUHUYHYU NPOYYEAHUSL U CHOHIMAHHU C'b06u{eHuﬂ

Tabmuiia 3 npejicTaBs AOMBIHUTESIIHN HEXKEIAHN PEaKIMU, KOUTO ¢a ChOOIIECHH B X0JIa Ha
MMOCMapPKETUHTOBHUS OIUT ChC CaKCcarIMNTHH. YecToTHTE ca ONpeesicHH! CIIope] OIUTa, IPUI00UT B

KIIMHUYHU TPOYYBaHUS.

Tadauua 3 YecToTa HA JONbJIHUTETHH HEKEJIAHHN JIEKAPCTBEHH PeaKLUNHU 10 CHCTEMO-

OpraHHa Kjiacupukanus

Cucremo-opraneH Kjiac
Hesxenana peaxkuus

YecToTa HA HEKETAHUTE

peakuu’
I'acTpouHTeCTMHAJIHN HAPYILIEHUSI
T'anene Yectu
ITankpearur Heuectn
3amnek C HeHW3BECTHA YECTOTA

Hapyiienusi Ha HMYHHaTa cUCTeMa

Peakuyu Ha CBPbXYYBCTBUTENIHOCT (BIK. Heuectn
Touka 4.3 u 4.4)

AHaQUIaKTHYHH PEAKLUH, BKIIOUUTETHO Penxn
aHadmIakTH4eH mokK (Bx. Touka 4.3 u 4.4)

Hapyiienusi Ha K0KaTa U MOJAKOKHATA ThKaH

Awnrunoenem (Bx. Touka 4.3 u 4.4) Penku
Hepmatut Heuectn
Cupbex Heuectn
OGpus? Yectu
Yprukapus Heuectu

Bbynoszen nemburons

C Heu3BECTHA YECTOTA
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! Ouenkara Ha yecToTHTE Ce Gaszupa Ha COOPEH aHANM3 OT KITMHUYHH IPOYYBAHHS TIPH MOHOTEPAIIHS ChC CAKCATTHIITHH,
CaKCarJIUITHH 100aBeH KbM MET(GOPMIH H JICYCHNE ChC CaKCATTIMITHH U MET(OPMUH, 3alI0YHATO KaTO KOMOWHHPAHO,
CaKCarJIUITHH 100aBeH KbM CyJI(aHIITyPEifHN IPOU3BOJHH, CAKCATJIUIITHH 100aBeH KbM THA30IUANH/IHOH.

2 Tesn peaxIyy ca NASHTH(UIMPAaHH ¥ TI0 BpeMe Ha KIMHUYHUTE ITPOYYBAHHUS IIPEAN pa3penIaBaHeTo 3a ynoTpeba, HO He

OTroBapsT Ha KPUTEPHHUTE 32 BKIIOUBAHE B TaOIMIa 2.

Pezynmamu om xnunuunomo usnumeane SAVOR

Knuanmanoto m3nuteane SAVOR Brimousa 8 240 narueHTH, JIEKyBaHU ChC CAKCATIUIITHH 5 MJ I
2,5 mg BeaubK AHEBHO, 1 8 173 manuenTy Ha 1wiaie0o. OO0IIara 4YecToTa Ha HEeXXeJIaHH ChbOUTHS IIPH
NALUCHTHUTE, JIEKyBaHH ChC CAKCATJIMIITHH B TOBA KIIMHUYHO U3IHMTBAHE, € MMOJ00HA Ha Ta3u Ha
mane6o (crorBeTHO 72,5 % cnpsimo 72,2 % ).

UectoTara Ha CHOUTHS, OTJABAaHH HA TAHKpEaTHT, € 0,3 % KaKTo IpH JIEKyBaHUTE ChC CAKCATIIUIITHH
NAlMCHTH, TaKa U TPH MAIMEHTHTE Ha IuTane0o B momysiaiusra intent-to-treat.

YecroTara Ha pEaKIMUTE HA CBPBXYYBCTBUTEIHOCT € 1,1 % KakTo MpH JISKYBaHUTE ChC CAKCATJIUIITHH
MAIMeHTH, TaKa U IPH MAIMSHTUTE Ha T1aneoo.

OO6mmara yecToTa Ha ChOOICHA XUTTOTITHKEeMHS (0TOETIA3BaHa B €)KeTHEBHUIINTCHA TTAIIUCHTHTE) €
17,1 % npu nunara, JeKyBaHU CbC CakcariunTuH, u 14,8 % npu nauuentute Ha miane6o. [IpouneHTsT
Ha JINIaTa, ChOOIIMIN CHOUTHS Ha 3HAYNTETHA XUTIOTIIMKEMHS TI0 BpeMe Ha JiedeHneTo (aeduHrupana
KaTo ChbOUTHE, KOETO M3UCKBA TIOMOLI OT JPYT YOBEK), € TI0-BHCOK B Ipylara ChC CaKCarjHIITHH,
OTKOJIKOTO B rpynara ¢ mianebo (crorBeTHO 2,1 % u 1,6 %). [loBuieHusT puck ot o01ma
XUIIOTIMKEMHUS U 3HAYUTCIIHA XHUITOTJTIMKCMHUA, Ha6HIOZIaBaH B IrpyImnara, JICKyBaHa CbC CaKCarjImmnTHuH,
BB3HMKBA ITPEIMMHO IIPH JINIIA, JeKyBaHU cbc CY Ha U3XOJHO HUBO, HO HE ¥ IIPH JIMIA HA
MOHOTEpAIUs ¢ HHCYJIMH WIN MeT(HOPMHH Ha U3XOIHO HUBO. [IOBHIIEHHAT pHCK OT 0012 1
3HAYUTEJIHA XUIIOTIMKEeMHUs € HabaroaBaH nmpeagumHo npu jmna ¢ A1C < 7 % Ha U3X0HO HUBO.

Hawmauen Opoii mumdorutu ce chobmana npu 0,5 % OT marueHTuTe, JIeKyBaHU ChC CAKCATJIUIITHH, U
npu 0,4 % oT manueHTuTe Ha ramneoo.

XocnuTanu3anus nopaar ChbpAeYHa HEJOCTATHUHOCT € HAOII0IaBaHa MO-YeCTO B IPyaTa ChC
cakcariunTut (3,5 %), B cpaBHEHHe C rpymnara Ha riaie6o (2,8 %), ¢ HOMHHAIHA CTATHCTHYECKA

3HAYMMOCT B moJ13a Ha are6o [HR=1,27; 95 % CI 1,07; 1,51); P=0,007]. Bmxkre cbImo Touka 5.1.

Onucanue Ha u36pauu Hedlcenanu peakyuu

Hexenanute cbOUTHSA, 32 KOUTO U3CIIEIOBATENIUTE Ca CMATAIIH, Y€ HA-MaJIKOTO € Bb3MOXKHO Ja ca
CBBP3aHH C JIEKAPCTBOTO, M KOUTO ca ChOOIIEHH NPH MOHE JIBaMa JIEKYBaHH ChC CAKCArJIMITHH 5 MQ
TIAI[MEHTH TIOBEYE B CPAaBHEHHE C KOHTPOJIHUTE MAI[EHTH, Ca OIMCAHU T0-/I0JIy CTIOPE]]
TepaneBTUYHATA CXEMa.

Karo MmoHoTepamnus: 3amaiiBane (4€CTO) U OTIAAHAIOCT (YECTO).

[Ipu moGaBsHE Ha caKCarJIMOTHH KbM JICUEeHHE C METQOPMHUH: JUCIICTICUS (YE€CTO) M MUAITHU (YECTO).

B komOuHamus ¢ MeTQOPMUH U3XOJJHO: TaCTPHT (YECTO), apTpaNTH™ (HEUecTo), MUANTHs (HEUecTo) 1
epeKTiIHA TUCYHKIHS (HeYecTo).

[Ipu no6aBsHe KbM MeTHOPMHUH U cylihaHUIYpEEH Mpenapar: 3aMaiBaHe (4ecTo), OTHaIHAIOCT
(uecTo) u QuaryneHuus (4ecTo).

* ApTpairus ce cho0IaBa ChIIO U MPH IOCTMAPKETUHIOBO HaboieHke (BXk. Touka 4.4).

Xunoenuxemust
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OreHKaTa Ha XUITOTIMKEMUSTA KaTO HEXeJlaHa Peakys € Bb3 OCHOBA HA BCHYKH CHOOIIIEHUS 32
pa3BUTHUE HA XMUIIOTJIUKEMUS; HE € U3UCKBAHO YCIIOPESIHO U3MEPBAHE HAa KOHIICHTpAIMATA Ha KPhBHA
3axap. UeCTOTUTE Ha pa3BUTHC HA XUTIOTJIMKEMUS 33 CAKCATJIUITHH 5 Mg U 3a ianedo KaTo
JIOITBJIBAIIO JICYCHUE KbM MET(HOPMUH ca ChOoTBETHO 5,8 % u 5 %. UecToTnuTe Ha pa3BUTHE HA
XunorimkeMus ca 3,4 % mpu HelleKyBaHU IPEAH TOBA MAIlUEHTH, TOTyYaBalld CAaKCArJuITHH 5 M(J
urroc methopmuH, u 4,0 % npu manueHTH camo Ha MmeTgopmuH. Korato ce m3momn3Ba Kato
JIOTTBTHEHNE KBM JISYEHUETO C HHCYNIHH (ChC Win 0e3 MeTdhopMuH), 00IIaTa 4ecToTa Ha ChOOIIEHUATA
3a xunornaukemus ¢ 18,4 % 3a cakcarmunTul 5 mg u 19,9 % 3a mane6o.

[Tpu noGaBsiHe KbM MET(HOPMUH ILTIOC CYJI(paHIITypEeH Ipemapar, o0I1ara 4ecToTa Ha ChOOIICHHUSTA
3a pa3Butue Ha xumnoraukemus € 10,1 % 3a cakcarmunTus 5 mg u 6,3 % 3a miamnedo.

Hzcnedsanusa

B paznuuHuTe KIMHUYHU IPOYYBAHHS YeCTOTaTa Ha HEXKENaHUTe ChbOUTHUS, CBbP3aHH C
7Ta00paTOPHUTE ITOKA3aTENH, € CXO/JHA TP MALMEHTHTE, JIEKYBaHH ChC CAKCATJIUITHH S5 My, 1
NalMeHTHTE, OTyYaBaIn Ianedo0. Y CTaHOBEHO € JIEKO TIOHKaBaHe Ha aOCOMOTHUS Opoil Ha
mumponutute. OT U3XOACH CPEJCH a0COIIOTeH Opoil Ha TMM(OIUTHTE IPUOJIU3UTEITHO

2 200 xnerku/pl, mamne6o-KOHTPOIUPAHUIT COOPEH aHAIM3 MOKA3Ba CPEAHO MOHIKABAHE OT
npubmsutenno 100 knerku/pl B cpaBaeHue ¢ miane6o. CpeaHusT abcomoTeH TuM(OnuTeH Opoit
ocTaBa CTaOWJICH MPH eXeIHEBEH MpueM B npoabinkeHue Ha 102 cenmuru. [ToHmwkaBaHeTo Ha
muMdonuTHIS Opoii He € CBBP3aH0 ¢ KIMHUYHO 3HAYMMH HEXeNaH! peakiun. KIIMHIYHOTO 3HAaUYeHHe
Ha TOBa MIOHMXKaBaHe Ha JIMM(OIMTHHUS OpO B CpaBHEHUE C IIae00 He € SICHO.

Metdhopmun

Hannu om KiuHuYHUME NPOYY8AHUA U NOCMMAPKEMUHS08U OAHHU

Tabnuua 4 npencTaBs HEKEIAHUTE JIEKAPCTBEHU PEAKLIUH [0 CUCTEMO-OPraHeH Kiac ¥ CIope[
KaTeropumre 1o yecrora. Kateropuure 1no 4ecToTa ca OnpesiesieHd Bb3 OCHOBA Ha HH(opManusTa ot
Kpatkara xapakteprucTrka Ha mpoaykTa MeT(hopMuH B EBporielickus chio3.

Taoaunma 4 Yecrora Ha PAa3BUTHUE HA HEKETTAHU JICKAPCTBCHU PE€AKIIMM B KIIMHUIHUA
NMpOoy4YBaHUA U MPE3 NOCTMAPKETUHIOBUSA MEPUOT

CucremMo-opraneH Kjiac YecroTa
Hexenana peaxkuust

Hapymenus Ha MeTa00JIM3Ma U XPaHEHETO

INonmwxkasane/nedunut Ha Buramun B12 Yectu
JlakTanmmoosa MHoro psiiko
Hapymiennsi Ha HepBHAaTa cUCTEMa

MeraneH BKyC Yecto
CTOMAIIHO-YPEBHU HAPYIIEHUSA

CTOMAIHO-YPEBHH CUMIITOMM MHoro 4ecTo
XenaToOMJIHAPHHM HAPYIICHHSA

Hapyiienus Ha yepHOApoOHaTa QYHKIIMSA, XEHATHT MHOTO PsIIKO
HapymeHnus Ha K0KaTa M MOJKOKHATA ThKaH

YpTukapus, epureM, Ipypuryc MHoro psiiko

! CroMaIHo-4peBHM CUMIITOMH KaTO rajieHe, MOBPBILAHE, JUapHsl, 00JIKH B KOPEMA M 3ary0a Ha areTuT ce pa3BUBaT

Hal-4yecTo IIpY 3al104YBaHE Ha JICYUEHUETO U B ITOBEYETO CiIydau OT3By4aBaT CIIOHTAHHO.

CpoOuaBane Ha NOAO3UPAHH HEXKEJIAHN PEAKIINHI

Cro0maBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEAKIIUU CIIe] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOJISIBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO IOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH CE M3UCKBA J1a CHOOIIaBaT BCAKA
[0I03UPaHa HeXKEIaHa PeaKiis Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B

punoxenne V.
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4.9 Ilpemo3upane

JlurcaT JaHHU 1O OTHOILICHHUE HA MIPEAo3upaHe ¢ KOMOMHALUS Ha (PUKCHpaHa 1032
CaKCarjIuITHH/ METPOPMHUH.

CaxcarmnTuHa

JlaHHUTE TIOKA3BaT, Ye MPHET MPe3 ycTaTa, CaKCArJIMITHH € ¢ 100pa MOHOCUMOCT, 0€3 KITHHUIHO
3HaYnMU epekTn BbpXy QTC-UHTEpBaa WK ChplIedyHaTa 4YeCToTa pH niepopaiiu a03u 1o 400 mg
JHEBHO B MPOABDKeHHE Ha 1Be ceamuin (80 mbTH MO-BUCOKH OT MpernophuaHara jgo3a). B ciaydyaii Ha
npeo3upane, Ce/Ba a Ce 3aMmouHe ChOTBETHO HA KIIMHMYHOTO ChCTOSTHUE Ha MaIMeHTa
noyIbprKanio edenne. CakCarjunTHH U TIIaBHUAT My METa0OMT MOTAT JIa & OTCTPAHSIBAT MPH
xemoauanusa (23 % ot mo3ara 3a 4 gaca).

Mertdopmun

MacHuBHOTO Ipeno3upane ¢ MeT(HOPMHUH MM HATMYUETO HA PUCKOBU (PaKTOPH MOTAT Jia J0BEJaT J0
pa3BUTHE Ha JTaKTanua03a. JIakTanuao3ara e CrenrHo CbCTOSIHUE U TPSAOBa J1a ce JICKyBa B OOJHUIIA.
Haii-euxacHust MeTO | 32 OTCTpaHsIBaHE Ha JIAKTaTa U MeT(hOpPMHUHA € XeMOHau3aTa.

5.  ®APMAKOJIOI'MYHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOHCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTsa, U3MON3BaHH MTPH 3aXapeH auadeTr, KoMOMHauy Ha
MIEPOPAITHU JIEKapCTBa, TIOHMKABAI HUBOTO Ha riroko3aTa B kpbBTa, ATC xom: A10BD10.

MexaHnu3bM Ha AeHcTBHE U (hapMakoAHHAMUYIHY €EeKTU

Komboglyze e komOuHanus OT 1Ba aHTUXUIEPIIIMKEMUYHH JICKAPCTBEHU POAYKTa C AOIBJIBALIH CE
MEXaHHU3MH Ha JIeUCTBHE, M0100psIBalll KOHTPOJIa Ha KphBHATA 3axap MPH MAllUeHTH ChC 3axXapeH
JIabeT TUI 2: CaKCarIMITHH — MHXHUOUTOp Ha qunentuaui-nientuaasa 4 (DPP-4), u merdhopmun
XUJIPOXIIOPU] — MPEJICTABUTEN HA Kilaca Ha OUTBaHUINTE.

Caxcaznunmun

Caxcarnunrus e Bucoko aktuseH (Ki: 1,3 nM), cenektiBeH, 00paTuM, KOHKYPEHTEH HHXHOUTOP Ha
munentuaun-nentuaasa 4 (DPP-4). Tlpu maiueHTH ¢he 3axapeH uabeT THIT 2 TPUEMbT Ha
CaKCarJIMITHH BOAM JI0 MHXUOMpaHe Ha akTuBHOCTTA Ha DPP-4 3a nepuoy ot 24 yaca. Cien
nepopaiHo 00peMeHsBaHe ¢ TII0K03a, To3W HHXHOUTOp Ha DPP-4 npenu3suksa 2- 1o 3-kpatHo
MOBHIIIABaHE HA HUBATA HA HHKPETUHHTE, BKIIIOYUTEIHO U Ha TitoKaronomnonoouus nenrux 1 (GLP-1)
U Ha III0K0303aBUCUMUs MHCY IMHOTponeH nonunentu (GIP), moHmkaBaHe Ha KOHIICHTPAIMATA Ha
TJIFOKAroH | MOBHINIABaHe Ha TIIFOK0303aBHCUMUS O€Ta-KIeThYeH OTTOBOP, KOETO BOJIHU JI0
MOBHINIABaHE HA KOHICHTpaIMUTe Ha MHCYJIMH U C-rientu. [loBuilieHaTa ceKpenus Ha MHCYJIUH OT
MaHKpeacHUTe OeTa-KJIETKU U MOHM)KEHATA CEKPEIMs Ha TIIIOKAroH OT MaHKpeacHUTE aia-KIeTKH ca
CBBbP3aHM C O-HUCKU CTOMHOCTH Ha KPbBHATA 3aXap Ha IVIaJHO U MOHKEHU BapUallii B HUBOTO Ha
KpBbBHATA 3axap CJie]] IepOopPaTHO 0OpeMeHIBaHe ¢ TIIIOKO03a WK Cie]] XpaHeHe. [Ipu manueHT che
3axapeH quabeT THIT 2, CAaKCArJIUITHH oJ00psiBa KOHTPOJIa HAa KphBHATA 3aXap upe3 MOHIKaBaHe Ha
HUBATa i Ha TJ1aJHO U CJIe]] XpaHCHE.

Memdghopmun

MeTdopMuH € OUTBaHWINH C AHTUXHIIEPTIIUKEMIYECH e(eKT, KOWTO MOHMWKaBa KaKTO Oa3aiHaTa, Taka
U TIOCTIpaHANaTHaTa KOHIIEHTpalysl Ha KpbBHATA 3axap. Toll He CTUMYJIMpa CEKpEeLHsITa Ha HHCYJIUH
U CJIEI0BATEIHO HE BOAM IO XUIIOTIUKEMHUS.

MeTtdopMuH MOXKe Ja ISHCTBA MO0 TPH MEXaHU3Ma:

- Yype3 HaMalsiBaHE Ha YEPHOJIPOOHATA POIYKIIHS Ha TIIF0K03a Ype3 MHXUOUpaHe Ha
TJIIOKOHEOTeHe3aTa U INIMKOT€HOIN3aTa B MyCKYJIUTE;
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- 4Ype3 yMEPEHO MOBHUIIIaBaHE Ha YYBCTBUTEIIHOCTTA KbM HHCYJIHH, C KOETO C€ MOA00psBa
nepugepHOTO 3aXBalljaHe Ha TIIF0K03a U OMOJI30TBOPSBAHETO i;
- ype3 3a0aBsiHE HA YpeBHATA PE30pOIHS Ha TIIOKO3a.

MertdopMuH CTUMYIMPa BETPEKIEThYHATA CHHTE3a Ha TJIMKOTE€H Ype3 Bh3IEHCTBHE BPXY TIIMKOT€H
cuHTa3ara. MeTOpMHUH TTOBHUINIABA TPAHCIIOPTHHUS KalAIUTET Ha CIIEHU(pUIHE THIIOBE MEMOPAHHH
rirroko3uu Tpancnoprepu (GLUT-1 u GLUT-4).

[Tpu xopa, HE3aBUCUMO OT BB3JICHCTBUETO BHPXY HMBOTO HA KPhBHATA 3aXap, MET(OPMUH HMa
OJyiaronpusTHU €pEKTH BbPXY JIMMUAHUS MeTa00In3bM. ToBa € 0Ka3aHO C TEPArieBTUYHU JI03H B
KOHTPOJIMPAHU CPETHOCPOUHH U JBITOCPOYHU KIMHHYHH TIPOYYBaHUS: MET(POPMHUH HAMAIISIBa
croitHocTHTe Ha 0o0mTHs Xonectepoir, LDL-C u TpurimnepuauTe.

Knunnuna eukacHOCT 1 6€30macHOCT

B paHaoOMU3UpaHn, KOHTPOJIHUPAHU, ﬂBOﬁHOCHCHH KIIMHUYHU U3IIUTBAHUA (BKHIO‘-II/ITGJ'IHO OoruTa 1npu
pa3pabOTBaHETO U CJIe]] IyCKaHEeTO Ha MpoayKTa Ha na3apa) Haj 17 000 nauuenTu ¢ quabet tum 2 ca
JIEKYBaHHU ChC CAKCATIUIITHH.

Cakcaznunmun 8 KOMOUHAUUS ¢ MEM@DOPMUH 3a 2IUKEMUYECH KOHIPOL

EnHOBpeMEHHOTO MPUIIOXKEHHUE Ha CAaKCArIMITHH U METQOPMUH € IPOYy4BaHO MPU MALUEHTH ChC
3axapeH OuabeT THIM 2 ¢ HeaJAeKBaTeH KOHTPOJI Ha [uadeTa mpyu MOHOTepanus ¢ MeTpOpPMHUH, KAKTO U
NpY HeJIeKyBaHN MEJIMKaMEHTO3HO MAlMeHTH ChC 3axapeH quabeT THI 2 ¢ HeaJeKBaTeH KOHTPOJ Ha
nuabeTa caMo ¢ AueTa U Qu3ndecka akTUBHOCT. JIeUeHHeTo Che CaKCAarIMITHH 5 Mg eJHOKPATHO
JHEBHO BOJHU 10 KIMHUYHO U CTATUCTUYCCKU 3HAYNMO HOILO6peHI/Ie B KOHIICHTpalIuATa Ha
xemornoouH Alc (HbAlc), koHIIeHTpanusATa Ha KpbBHATA 3axap Ha riagHo (fasting plasma glucose,
FPG) u moctnpanamanHo (postprandial plasma glucose, PPG), B cpaBHeHue ¢ mianedo B KoMOWHAIUS
¢ MeTQOopMHH (KaTO N3XOTHO KOMOMHUPAHO JISYCHHE WIIH KAaTO JOMIBIHEHUE KbM JICUSHUETO).
Hamansasane Ha KOHLCHTpalnuAaTa Ha Alc ce YCTaHOBsABA BbB BCUYKU IMOJATPYIIH 110 I10JI, Bb3pacT,
pacoBa npuHaie:)kHOCT U u3xoJieH BMI. [lonmxaBaHeTo Ha TEIECHOTO TETJIO B TEpalleBTUYHATA
rpyrma Ha CakCarjMIiTUuH B KOM6I/IHaIII/I5[ C MeT(i)OpMI/IH € CXOZHO C TOBa B I'pyIUTE Ha MOHOTCpAIIUA C
MeTdopmMuH. JIEYeHHEeTO ChC CAaKCATIIMIITHH TUIIOC MET(GOPMHH HE CE pa3iniaBa 3Ha4uMO OT
MOHOTEpaIusiTa ¢ MeT(OPMHUH 110 OTHOLICHUE HAa NPOMSHA B U3XOJHATA CTOWHOCT HA JIMIUIUTE B
CepyM Ha IJIaJHO.

Caxcaznunmun, Kamo 0ONvABAUA MEPANUSL KbM MEMPOPMUH

IIpoBeneHo e 24-ceAMUYHO TUTaNEe00-KOHTPOJIUPAHO KIIMHUYHO M3IMTBAHE 3a J100aBsIHE Ha
CaKCarJMIITHH KbM JICYCHUETO C MET(HOPMHH, C I1eJT OIICHKA Ha e(hUKaCHOCTTa M O€30MaCHOCTTa Ha
CaKCarJHIITHH B KOMOMHAIMS ¢ MET(OPMUH, TIPH MAIMEHTH C HeaJeKBaTeH KOHTPOJI Ha KpbBHATA
3axap (HbAlc 7-10 %) Ha pona Ha MoHOTepamnus ¢ MeThpopmuH. B cpaBHeHue ¢ miarebo (N=175),
npueMbT Ha cakcarunTud (N=186) Boau 10 3HAYNTETHO MOA0OPEHHE 110 OTHOIICHHE Ha
koHieHTparmsata Ha HbALcC, kppBHaTa 3axap Ha rinagno (fasting plasma glucose, FPG) u
nocrnpanauanao (postprandial plasma glucose, PPG). Criex sedenue che cakcaraunTiH 5 Mg 1o
MeT(hopMuH, Too0peHneTo mo otHomenne Ha HDALC, koHneHTpanusaTa Ha KppBHATA 3aXap
MOCTIPAHIHATHO U Ha TIAHO ce 3aabpxka a0 ceamuna 102, [IpomsHara B HuBoto Ha HDALC mpu
NalMeHTHTE Ha cakcariunTHH 5 Mg mroc metopmuH (N=31), B cpaBHEHHE C TOBA IPH MAIIHEHTUTE
Ha miane6o miroc metdopmun (N=15), e —0,8 % na ceaqmuma 102.

Caxcaznunmun 06a nomu OHEEHO, KAmMo OONbASAUA MEPANUsL KoM MemM@POPMUH

3a ouieHKa Ha eUKACHOCTTA U 0€30MacCHOCTTA Ha CAKCArJIMITHH 2,5 mg Ba IbTH AHEBHO B
KoMOMHanus ¢ MeT(OpMHUH IIPH NALMEHTH C Hea/leKBaTeH KOHTPOJI Ha KpbBHaTa 3axap (HbAlc

7-10 %) Ha ¢ona Ha MOHOTEpanusi ¢ METHOPMHH, € IPOBEJCHO 12-CeIMUYHO II1ae00-KOHTPOINPAHO
KJIMHAYHO M3MIUTBAHE 3a JI00ABsHE HA CAKCATJIMIITHH KbM MOHOTepamnus ¢ MeTdopmun. Cien

12 cepMuny, MallMEHTUTE B TPyIaTa Ha CAKCAIUNTHH (n=74) ca UMali MO-ToJIsIMa CPETHA PEITYKIHS
Ha HbAlc B cpaBHEHHE C M3XO/IHATA CTOMHOCT, OTKOJIKOTO MAIlMEHTUTE B Ipynara Ha miarebo (n=86)
(cvotBeTHO -0,6 % cpery -0,2 %, pasnuka ot -0,34 % 3a cpeaHa usxoaHa konienrpaius Ha HbAlc
7,9 % B rpynara Ha cakcarnuntud u 8,0 % B rpynara Ha miane6o), U mo-rojisiMa peaykuus Ha FPG
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(-13,73 mg/dl cpsimo -4,22 mg/dl), no 6e3 crarncTruecka sHaunmoct (p=0.12, 95 % CI [-21,68;
2,66]).

Caxcaznunmun, Kamo 00ONvABAWA MEPANUsL KbM MeMPOPMUH, 8 CPABHEHUE CbC CYAPaAHUTYpelnU
NPOU3BOOHU, KAMO OONBAEAWA MEPANUS KbM MEMPOPMUH

[IposeneHo e 52-cemMUUHO POyYBaHE 3a OIEHKA Ha eUKACHOCTTA U OE30MacHOCTTa Ha
cakcaraunTiH 5 Mg B komOuHams ¢ Merhopmut (428 nannueHTH) B CpaBHEHUE ChC CYI(GaHUTypEeHHNA
npou3BOHHU (TITUMU3KA, 5 MY TUTPHPAH KakTo e HeoOdxoaumo 1o 20 mg, cpeana go3a ot 15 mg) B
koMmOuHanus ¢ Mmerpopmus (430 nauuenTtu) npu 858 manueHTH ¢ HealeKBaTeH MTMKEMUYEH KOHTPOI
(HbA1c 6,5-10 %) mpu MoHOTepanus ¢ Mmethopmun. CpenHaTa 103a Ha MET(GOPMHUH € Omia
npubmm3utenHo 1 900 mg BB Besika oT rpynute Ha jiedenue. Cien 52 ceaMuiiy, npu rpyrnuTe Ha
CaKCarIMITHH U Ha TIIHIU3U] € UMaJIO TOJ00OHO CPeIHO HaMaJeHUe CIIPSIMO U3XOAHUTE CTOWHOCTH Ha
HbAlc npu anamu3 criopen nporokoia (ceorBeTHO -0,7 % cupsamo -0,8 %, cpeaHn u3X0IHN
croitnoctt HbAlc ot 7,5 % 3a nBere rpymu). Intent-to-treat anaau3sT mokasa ChOTBETCTBAIIH
pesyaratu. Hamanenuero na FPG e O6uio Manko mo-HHUCKO B TpymaTa Ha CaKCarjMITHH U B Hesl €
MMaJIo MmoBeve mpekpatsaBanus Ha Jedenuero (3,5 % crpsimo 1,2 %) nopaau nurca Ha e(UKaCHOCT
BB3 ocHOBa Ha FPG kpuTepus o Bpeme Ha mbpBUTE 24 ceMHUIN Ha rpoy4uBaHeTo. ChINo, KaTo
pe3yATaT OT CAKCATJIMIITHH, 3HAYUMO TO-HUCHK MPOLEHT MAeHTH Ca MOIyYHIId XUIOTIuKeMus, 3 %
(19 ciyuas npu 13 marmentr) crapsamo 36,3 % (750 ciaygas npu 156 marueHTH) 3a TIMITH3HL.
[ManenTHTE, JEKYBAaHU ChC CAKCATJIMIITHH, Ca TIOKA3aJId 3HAYUMO MTOHKCHHUE OT U3XOJJHOTO HHBO Ha
TEJIECHOTO TETJIO B CPaBHEHHUE C MOBUIIABAHE HA TETJIOTO MPU MAMEHTH, Ha KOUTO € MPHII0KEH
rmammsug (-1,1

crpsimo +1,1 Kg).

Caxcaenunmun, Kamo 0ONvA8AWA MePanust KoM MEMOOPMUH, 8 CPASHEHUE CbC CUMALTUNMUH, KAO
Jonvasawa mepanusi KoM Mem@opmum

[IpoBeneno e 18-ceAMUYHO KIMHIUYHO U3IIMTBAHE 32 OI[eHKA Ha e()UKaCHOCTTa 1 Oe301MacHOCTTa Ha
CaKCariMnTHH 5 mg B KomOuHanus ¢ metdopmut (403 manueHTH), B CpaBHEHUE ChC CUTATIIANITHH
100 mg B xomOuHarus ¢ mergopmuH (398 narmentn), npu 801 manueHTH ¢ HealeKBaTeH TITUKEMUYCH
KOHTPOJI IIpu MOHOTepanus ¢ MeTdopmut. Ciex 18 cenMuiiy, cakCarMITHH € OWIT HE IT0-MaJIKo
e(heKTHBEH OT CHTATJIMIITHH B CPEJHOTO HAMaJICHHE OT U3XoaHuTe cToHocTH Ha HDALC, kakTo B
aHaJIM3a CIopes1 MPOTOKOJI, TaKa U MPH IIbIHKUS HA00p aHanu3u. HamalleHueTo ot u3XoHuTe
croitrocT Ha HDALC 3a cakcarIMITHH U CUTATJIMIITHH B TBPBUYHMUS aHAIIK3 CIIOPEJT IPOTOKOJIA €
6uino crotBeTHO -0,5 % (cpento u meauana) u -0,6 % (cpenHo u Meauana). [Ipu MOTBBPANTETHHUS
IbJICH HAa0Op OT aHaNM3H, CpeaHOoTo HamaneHue e omio -0,4 % u -0,6 %, chOTBETHO 32 CakcarJIUNTHH
W CUTaIJIMIITHH, ¢ MelnaHa Ha Hamasienueto -0,5 % 3a nBere rpymnu.

Cakcaznunmun 6 KOMOUHAYUA C MEMPOPMUH KAMO HAYATIHO JeyeHue

I1pu HelleKyBaHM TAI[MEHTH C JIONI KOHTPOJT Ha kpbhBHATa 3axap (HbALc 8-12 %), e mposeneno 24-
CEIMUYHO M3IUTBAHE 3a OLIEHKA Ha e()UKACHOCTTA U 0E30IMaCHOCTTA Ha JICUYEHUETO ChC CaKCATIIUIITHH
5 mg u MeTdopmuH KaTo HayaaHa KoMOuHaIws. B cpaBrenue ¢ merdopmun (N=313) mim
cakcariunTiH (N=317) caMOCTOSATETHO KaTO HAYaIHO JIeYeHHE, HadyalHaTa KOMOHMHUPAHa TePAITHsl ChC
cakcarmunTiH 5 Mg miroc merdopmun (N=306) mokas3Ba 3HAYUMO TIOA0OPEHHUE TT0 OTHOIIICHHE Ha
auBoTo Ha HbALC, croitHOCTHTE Ha KpBBHATA 3aXap Ha TJIAJHO U MOCTIpaHAnaiHo. [IoHmKaBaHe Ha
croitHoctuTe Ha HDALC oT ceamuria 24, B cpaBHEHUE C U3XOHHUTE, € HAOJIOABAHO BHB BCHUKHU
OLICHSIBAaHM TIOATPYIIH, Ie(HMHUPAHU Bb3 OCHOBA Ha M3XojHara croitHocT Ha HDALC, kato Hal-rosmMo
NOHIKCHUE B CPABHEHME C M3XOJHATAa CTOMHOCT € HaOJII0JaBaHo MpH nanueHTure ¢ u3xoaeH HbAlc
> 10 % (Bx. Tabmuia 5). Cieq mpueM Ha CakcarjMITHH B KOMOMHAINS ¢ MET(OPMHUH KaTO HAYaTHO
JeueHne moxoopenneTo mo oTHomenwe Ha HDALC, KoHIeHTpanuaTa Ha KphBHATA 3aXap
MOCTIIPAHIMATHO U Ha IIAJIHO Ce 3aabpka 1o ceamuiia 76. [pomsHara B koHteHTpanusta va HoAlc
IPH [IPUEM Ha CaKcariunTHH 5 My miroc Methopmur (N=177) B cpaBHEHHUE C TpUeM Ha METHOPMUH
witoc miare6o (n=147), e -0,5 % na ceamura 76.

Caxcaznunmun, Kamo 0ONvASAWA MePANUsl KoM UHCYIUH (CbC uau 6e3 memgpopmun)

00110 455 ManueHTy chC 3axapeH AuadeT THII 2 ca y4acTBajIu B 24-CeAMUYHO PaHIOMHU3UPAHO,
JBOWHOCIIATNO, TUIALe00-KOHTPOIMPAHO MPOYUBAHE 32 OIICHKA Ha e(UKACHOCTTa U 6€30I1acCHOCTTa Ha
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CaKCarJuNTHH B KOMOWHAIMSI ¢ TIOCTOSIHHA 1033 MHCYJWH (M3X0IHA CpeIHa 103a: 54,2 equHUIN) TPy
MAI[UCHTH C HEaJIeKBaTeH KOHTPOJI Ha KpbBHATa 3axap (HbAlc >7,5 % u <11 %) Ha dona Ha
MOHOTepanus ¢ uHCyJuH (n=141) win Ha poHa Ha Tepanus ¢ UHCYJIUH B KOMOMHAIUS C IIOCTOSIHHA
no3a metopmut (n=314). CakcarmunTHH 5 Mg B JOITBIHCHUE KbM JICUCHUETO C UHCYJIUH ChC WIIN
0e3 MeTQOpMHH OCHTYpsIBa 3HAYMMO MTOI00pEHHE 10 OTHOIIeHHe Ha cToitHocThTe HAa HbAlc n
KpBBHATA 3aXap MOCTIPAHAUATHO ciiel] 24 CeIMUIIN, B CPABHEHHE C IUIANe00 B IOMBIHEHNE KbM
JIEYEHUETO C MHCYIJINH Che Win 6e3 metopmuH. CXOAHO TOHMKaBaHe Ha cToifHocTHTe HAa HbAlC B
CpaBHEHUE C IUIare00 € MOCTUTHATO U NIPU TIAIIMCHTH Ha JICUSHUE ChC CAKCATJIMIITUH 5 mg B
JIOITBTHEHUE KbM JICUYCHUETO C MHCYJIHMH, O0e3 3HaueHue oT nmpruema Ha metdopmuH (—0,4 % u 3a nBere
nonrpynw). [logoOpenue Ha uzxoauaute croiiHoctd Ha HbAlc B rpynarta Ha cakCarjJuNTHH B
JIOIBITHEHNE KBbM JICYCHUETO C MHCYIIMH, B CPAaBHEHHUE C TpyMaTa Ha rianedo B JOMbIHEHUE KbM
JIYEHUETO C MHCYIINH, ChC WU 0e3 rmpreM Ha MeT(popMuH, ce 3ama3Ba 0 52-a ceaqmura. [IpomsHaTa
Ha HbAlc B rpymnata Ha cakcarnmunTiH (n=244), B cpaBHeHue ¢ manedo (n=124), e -0,4 % na 52-a
ceMuIa.

Cakcaznunmun, Kamo 0onva8awja mepanusi KoM KOMOUHUPAHO JedeHue ¢ MemgpopMun u
cyaganunypeen npenapam

B 24-ceamuyaHO paHIOMHU3HPAHO, JBOWHOCIIATIO, TUIANE00-KOHTPOIMPAHO MPOYUYBAHE 32 OI[EHKA Ha
epuKracHoOCTTa U 6€30MACHOCTTA HAa CAKCArJIMIITHH (5 mg BeHBX JHEBHO) B KOMOMHAIIHS C
MeTdopMuH mioc cyidanmrypeer npenapat (SU) npu nanueHTH ¢ HeJoCTaThbueH MIMKEMUYeH
koHTpos (HbAlc>7 % u <10 %) ca yuactBanu 257 manueHTH ChC 3axapeH auadet tum 2. B
cpaBHeHue ¢ manebo (n=128), cakcarmuntul (n=127) ocurypsiBa 3Ha4UMO MO-TOIAMO TT0T0OpeHe
Ha ctoitHocTuTe Ha HbA 1c 1 KOHIIEHTpanmsaTa Ha KphBHATA 3axap mocTinpanauanHo. Ha 24-a
CeJMHMIIa, B CpaBHEHHeE ¢ Tuiare6o, mpomsHata Ha HbAlc npu ymorpeba Ha cakcarmuntus e -0,7 %.

Cakcaznunmun, Kamo 0onva8awja mepanus Kbm 0anaziughiosur naioc mem@popmun

B eqHo 24 cenMUYHO paHAOMU3HUPAHO, TBOMHO-CIIATIO, TUTAIIE00-KOHTPOIMPAHO MTPOyIBaHE,
NPOBEIEHO IPH MALMEHTH ChC 3aXapeH AUadeT TUM 2, ce CpaBHsIBA CAKCAIJIMITHH 5 mg ¢ mane6o
karo nmobaBeHa Tepanus npu auna ¢ HbAlc 7-10,5 %, nexyBanu ¢ panariugio3uH (MHXUOUTOP Ha
SGLT?2) u merdopmun. [lanmenTuTe, 3aBbpIUIMIA HauaTHUS 24-ceIMAYCH IEPHO HA IPOYYBAHETO,
ca MOAXOMAALIN 32 BKIIOUBAHE B KOHTPOJIUPAHO 28-CEAMUYHO IBITOCPOYHO MPOABIKEHHE Ha
npoyuBaHeTo (52 ceagmunn).

[larmenTture, NEKyBaHH ChC CAKCATJIAIITHH, 00aBeH KbM Aarmarindiao3nH u MmergopmuH (n=153),
cien 24 ceIMUIN JOCTUTAT CTATHCTHYECKH 3HAYNMO (P-croitHoct < 0,0001) mo-roasMo HaMalleHHe Ha
HbAlc, cnipsimo rpymnaTta ¢ riaie6o, 100aBeHO KbM Aanaringiio3uH mioc MetdopmuH (n=162) (Bx.
tabmmna 5). EdexrsT BbpXy HbAlc, HabmonaBan Ha cenmuria 24, ce MoAIbpKa Ha CeAMHAIIA S52.
[TpoduabT Ha 6€30TACHOCT HA CAKCATJIHIITHH, I00OABEH KbM Janarin@IIo3uH IUTC MET(HOPMHUH, B
JUBJITOCPOYHHMSI IEPHOJT Ha JICYCHUE ChOTBETCTBA HA HAOJFO1aBaHus IpU 24-CEIMUYHUS TIEPUOJT Ha
JICYCHHUE B TOBA MPOYYBAHE U B KIMHUYHOTO M3MUTBAHE, IIPH KOETO CAKCATJIMIITHH U JAanariugio3uH
ca IpWIaraHyl eJHOBPEMEHHO KaTo JOIBJIBAIIA TEPAIUS PY NAIIMEeHTH, JIEKyBaHH C METQOPMHH
(omucano Mo-AoIy).

Ipoyenm na nayuenmume, docmuenanu HbAlc <7 %

IIpouenTht Ha manmenTute, focturHaiy HbAlc <7 % nHa ceamuna 24, € o-BUCOK B IpyIiaTa ChC
CaKCarJMITHH 5 Mg mwiroc panarauduosut mioc Metdhopmul 35,3 % (95 % CI [28,2, 42,4]) B
CpaBHEHHeE C rpynara ¢ 1miane0o mitoc aanarnudiosus mioc metpopmun 23,1 % (95 % CI [16,9,
29,3]). EbextbT BEpXy HbAlC, HaO r01aBan Ha ceamuiia 24, ce MoAabpxa Ha ceaMuiia 52.

Tadanna 5 Kiao4oBu pe3yaraTi 3a epuKacHOCTTA OT MJ1ane00-KOHTPOJIMPAHU MOYYBAHUS HA
KOMOMHHMPAHO JieYeHNe ChC CAKCATJIUNTHH U MeT(GOopMUH
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Cpenna Cpenna Kopurunpana cnpsamo
U3XO0THA npomsiHa' B nianeéo cpenHa
cTOiiHOCT Ha CpaBHeHHe ¢ NpoMsiHA HA
HbA1c (%0) H3XO0HATA croitnoctra Ha HbAlc
CTOIHOCT HA (%) (95 % CI)
HbAlc (%)
IIpoyuBanus ¢ 1o0aBsiHe KbM/3alI0YBAHEe HA KOMOMHUPAHO JedeHHe ¢ MeT(hOpPMHH
24-ceamunu
CakcarmunTrH 5 mg THEBHO, T00aBeH KbM
merhopmun; [Ipoyusane CV181014 8,1 -0,7 -0,8 (-1,0; -0,6)2
(n=186)
Cakcarjuntus 5 mg JHEBHO HayalHa
KOMOWHHpaHa Tepanusi ¢ MeTQOPMHUH;
ITpoyusane CV1810393 9,4 -2,5 -0,5(-0,7;-0,4)*
Oo6a nonynanus (n=306) 10,8 -3,3 -0,6 (-0,9; -0,3)°
I'pyna ¢ u3xonen HbAlc > 10 %
(n=107)
12-ceamunu
CakcarnunTud 2,5 mg ABa IbTH IHEBHO,
Jno0aBed kbM MeThopmuH; [IpoyuBane 7.9 -0,6 -0,3 (-0,6; -0,1)¢
CV181080 (n=74)
IIpoyuBane Ha 100aBsiHE KbM/KOMOMHMPAHO JieUeHHe C JPYrH CPecTBa
JlobdaBsiHe KbM JieYeHHe ¢ HHCYJIHH (+/-
MeT¢GOpMHH)
CaxcariunTyH 5 mg JHEBHO, IPOYyUIBaHE 8,7 -0,7 -0,4 (-0,6; -0,2)?
CVv181057:
O61mma nomynarus (n=300)
24-ceqmuuu
CakcarnmunTtuH 5 mg THEBHO, 100aBEH KbM
MeT(HOPMUH IUTHOC CylaHUTypecH
Ipenapar; 8,4 -0,7 -0,7 (-0,9; -0,5)2
[Ipoyusarne D1680L00006 (n=257)
CakcarnmunrtuH 5 mg THEBHO, 100aBEH KbM
MeThOPMUH TUTIOC AanariudIo3uH
ITpoyusane CV181168 (n=315) 7,9 -0,5 -0,4 (-0,5, -0,2)’

n=PaHIOMI3MpaHU MAIEHTH

1 KopI/IeraHaTa Cp€aHa MpoMsHa B CpaBHECHHUE C HU3XOJHATa CTOHHOCT € KOpurvpaHa no OTHOLICHHUE Ha M3XOAHaTa

croiiHocT (ANCOVA).
2p< 0,0001 B cpaBHEHHE ¢ TIALEOO.

3 Met¢opmun e Tutpupas ot 500 10 2 000 mg JHEBHO B 3aBUCMMOCT OT IIOHOCUMOCTTA.
4 Cpennara npomsna na HbA l¢ e pasnukara Mex 1y rpynuTe Ha CAKCATJIMIITUAH 5 mg+MeT(GOPMUH U HA MOHOTEPAIIHS C

merdopmut (p< 0,0001).

5 Cpennara npomsina Ha HbA I ¢ € pasnukara Mex Iy TPyITUTE Ha CAKCATIIMIITHH 5 mg+MeT(HOPMUH ¥ Ha MOHOTEPAIHS C

MeT(QOPMHUH.

6 p-cToitHocT=0,0063 (MEX /Ty CpaBHEHHATA MO TPYMH CUTHU(HUKAaHTHY TipH 0=0,05)

" Cpennara npomsna Ha HbALC e pasnukara Mex 1y rpynuTe Ha CakCarJunTUH 5 Mg +aanarnuao3uH+mMeThOopMUH 1

nanarmudiosua-+merdopmun (p< 0,0001).

Caxcaznunmun u danazaughno3un, Kamo OONvIBAWA MEPAnUsi KoM MEMPOPMUH

006110 534 BB3pacTHU MANMEHTH ChC 3aXapeH AualdeT TUM 2 U HeIOCTAThYCH TITUKEMUYEH KOHTPOI
camo ¢ metdopmun (HbALc 8 %-12 %) yuacTBat B ToBa 24-C€IMUYIHO PAHIOMHU3UPAHO, TBOWHO-
CIISITIO KJIMHUYHO U3IUTBaHE, KOHTPOJIUPAHO C aKTUBEH KOMITapaTop, 32 CPaBHSIBAHE Ha
KOMOWMHAIIMATA HA CAKCATJUITHH U 1anarauduio3nH, 100aBeH! eTHOBPEMEHHO KbM MET(OPMUH,
CIPSIMO CaKCarjMITHH WK Aanarinudio3rH, 100aBeHn KkbM MeTdopmuH. [lanuenture ca
PaHIOMHU3UPAHU KbM €/IHA OT TPUTE I'PYIH Ha JBOHHO-CIIAIO JICYCHHE, TOTyYaBalli CAKCATIUIITHH
5 mg u nganarnudno3un 10 mg, nobaBeHn KbM METPOPMHUH, CAKCATIUNTHH 5 MY U Taneoo,
no0aBeHd KbM MeThOpMUH, Wi ganariauduiosud 10 mg u miame6o, 100aBeHd KbM MET(HOPMUH.
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I'pynata Ha CaKCArJUITHH U Aanarin@IO3uH JOCTHTa 3HAYUMO TO-rosisiMo Hamanenue Ha HbALc
CIPSAMO TPyIaTa Ha CAaKCATJIUIITHH WK rpymara Ha ganarnudiaos3ud cien 24 cenmunu (BXK.
Tabsuma 6).

Tadmmuma 6 HbALC Ha ceamuua 24 B npoy4uBaHe ¢ aKTHBEH KOMIIAPaTOP, CPABHSIBALIO0
KOMOMHALIMATA HA CAKCATVIMNTHH U Janariaudgao3uH, 100aBeHN eIHOBPEMEHHO KbM
MeT(hOPMHUH, HIIH CbC CAKCATJIMIITHH, WIH € AaNarangJio3nH, 106aBeHH KbM

MeT(HOpPMHUH
CakcariunTuH
5mg
+
IToka3zareJ 3a epMKACHOCT panaraudaosn | Cakcarnmuntud | Janaraudgiosun
H 10 mg 5mg 10 mg
+ Meropmun | + MerdhopMuH + meTdopMuH
N=179° N=176° N=179°
HbAlc (%) na cexmumna 24!
W3xomHu CTORHOCTH (CPETHH) 8,93 9,03 8,87
[IpomsiHa cipsIMO U3XOIHOTO HUBO
3
(KOpUTHpaHH CPETHH") 147 0,88 120
(95 % nosepurencu unrepsain [CI]) (-1,62,-1,31) (-1,03,-0,72) (-1,35,-1,04)
Pasnuka ot cakcarnunTux +
MeT(HOPMUH (KOPUTHPAHHU CPETHMU) -0,59*
(95 % CI) (-0,81,-0,37) - -
Paznuka ot manariudnosus +
MeTHOPMHUH (KOPUTHPAHH CPETHI) —0.275
(95 % CI) (—0,48, —0,05) - -

1 LRM = Longitudinal repeated measures/JIoHTHTy IMHATHY MHOTOKPATHH W3MEPBaHus (M3ION3BalIY CTOMHOCTH IPean
CITACHTEITHO JIEKApCTBO).

2 PaHIOMU3MpPAHH ¥ JIEKYBaHHU TIAIMEHTH C U3XO/IHA CTOWHOCTH M Hal-Maiko 1 M3MepBaHe 3a e(pUKACHOCT CIIE]] U3XOHOTO
HHBO.

8 Haif-Masku cpe/iHU KBaJpaTH, KOPUTHPAHH TI0 U3X0HATa CTOMHOCT.

4 p-croiinoct < 0,0001.

5 p-croitnoct = 0,0166.

Tpoyenm na nayuenmume, oocmuenanu HbAlc <7 %

B xoMOuHHMpaHaTta rpyna Ha cakcariuntud u ganariuduiosud 41,4 % (95 % CI [34,5, 48,2]) ot
nanuenTuTe gocturaT Huea Ha HDALC mox 7 % B cpasuenwue ¢ 18,3 % (95 % CI [13,0, 23,5]) ot
NalMEeHTHTE B Tpynara ¢be cakcarintul u 22,2 % (95 % CI [16,1, 28,3]) ot manmeHTuTe B rpynara
Ha JanariugIo3uH.

Knunuuno npoyusane ,, Oyenxa na pe3yimamume no OmHOUEHUe Ha CbO08eme, npu 1eUeHue CbC
CaKCazIunmuH, pecucmpupany npu NayueHmu CbC 3axaper ouadem — mpomooau3a npu MUoKapoeH
ungaprm” Saxagliptin Assessment of Vascular Outcomes Recorded in Patients with Diabetes
Mellitus-Thrombolysis in Myocardial Infarction (SAVOR)

SAVOR e KIMHUYHO U3NHUTBaHE 3a pe3ynraTd 1o otHomenue Ha CC cuctema npu 16 492 nauuenTtu c
HbAlc > 6,5 % u <12 % (12 959 c ycranoseno CC 3aboisiBane; 3 533 caMo ¢ MHOKECTBEHH PUCKOBU
(akTopH), KOUTO Ca paHIOMH3HUPAHU 32 JieueHHe che cakcariaunTuH (N=8 280) miu miae6o

(n=8 212), no6aBenn kbM MecTHUTE cTaHAapTy 3a rpmwxu 32 HOALC u CC puckoBu akTopu.
W3cneapanara nomysiaiiys BKIFOYBA NalueHTH > 65 roquuu (N=8 561) u > 75 rogunu (N=2 330) ¢
HOopMasiHa ObOpeyuHa QyHKIMS WK ¢ J1eko 0bOpeuHo yBpexaane (N=13 916), kakTo U ¢ yMepeHo

(n=2 240), nnu ¢ Texko (N=336) OBOPEUHO YBpPEKIAHE.
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IIspBHYHATA KpaiiHa ToUKa 3a Ge30macHOCT (He mo-Majika 6e3omacHoct, honinferiority) u edukacHocT
(IpeBB3X0ACTBO, SUPEriOrity) e chbecTaBHa KpaliHa TOYKa, ChCTOSIIA CE OT BPEMETO JI0 ITbpBaTa MosiBa
Ha HsKoe OT cieanute 3HaunTenHu Hexenanu CC cxoutus (MACE): CC cMmbpT, HedaTaieH
MHOKap/ieH HHPAPKT Wi HedaTaaeH HCXEMHYCH HHCYIIT.

CJ'IC,Z[ CpE€OHO IpOocCiICaAsABaHE OT 2 TOAVHH, KIMHUYHOTO M3IMUTBAHE € JOCTUI'HAJIO CBOsATA ITbPpBUYHA
KpaﬁHa TOYKa 3a 6C3OHaCHOCT, KaTo IMOKa3Ba, Y€ CaKCariluiThH HE IMOBUIIaBa ChbpACYHO-CHA0BUA
PHUCK IIpU MAITUCHTH C I[I/Ia6CT THUII 2 B CpaBHCHUC C rmaue6o, Korarto c€ )1063B5{ KBbM TCKYyILIaTa
OCHOBHaA TCpaIrius.

He e nabmronaBana nossa o orHomeHue Ha MACE wiu o0maTa CMBbPTHOCT.

Ta6auuna 7: II'bpBUYHA M BTOPHYHA KIMHUYHU KPAliHU TOYKHU MO TPyNa Ha JiedyeHue B
KJINHUYHOTO m3nuTBaHe SAVOR*

CakcarJunTuH Ilnanedo
(N=8 280) (N=8 212)
Jluua cbe YecroTa Ha JIuna Yecrora Ha Koeduuuenr
cponTHS CcHOMTHS HA ChC CHOUTHS ChOHUTHS HA Ha pHCcKa
Kpaiina Touka n (%) 100 n (%) 100 naumnenTo- (95 % CI)t
ManMeHTo- TOIMHHU
TOAUHHU
[IspBHUYHA CbCTaBHA 613 3,76 609 3,77 1,00
KpaiHa TOYKa: (7,4) (7,4) (0,89; 1,12)%8-#
MACE
Bropuuna chcTaBHa 1059 6,72 1034 6,60 1,02
KpalHa TOYKa: (12,8) (12,6) (0,94; 1,11)7
MACE mmoc
CMBPTHOCT TIO 420 2,50 378 2,26 1,11
BCSIKaKBa MIPUYHMHA (5,1) (4,6) (0,96; 1,27)ﬂ

*Intent-to-treat momynamms

T Koeduiment Ha pucka, KOpUTHPAH CIOPEN M3XOJHATA KATeropusi Ha OhOpeuHata (Q)YHKIHMSA U U3XOJHATA KATETOPUS HA
puck ot CC3.

p-croiiroct < 0,001 3a He-mo-mainka 6e3omacuoct (noninferiority) (8s3 ocrosa Ha HR < 1,3) B cpaBHenue ¢ mane6o.
p-croitnoct=0,99 3a npeBn3x0aCcTBO (SUpEriority) (83 ocHosa Ha HR < 1,0) B cpaBHeHue ¢ miane6o.

CpOuTHATa, HATPYIBaHH C BPEMETO, W YECTOTaTa Ha CHOMTHATA 3a CAKCATJUNTHH M Iulanebo He ce pa3indaBar
CBILECTBEHO C BPEMETO.

*+ oW

1 He e TecTBaHa 3HAYUMOCTTA.

ENWH KOMIIOHEHT OT BTOPUYHATA ChCTABHA KpaifHa TOYKA, XOCITUTATIM3AIUS TIOPAJH ChpACUHA
HEJIOCTaThYHOCT, Bh3HUKBA C TIO-TOJIIMa YeCTOTa B rpymara che cakcarauntut (3,5 %), B cpaBHEeHHE C
rpymara Ha miane6o (2,8 %) ¢ HoMrHaTHa CTaTUCTHYECKA 3HAYMMOCT B TToJ13a Ha manebo [HR=1,27;
(95 % CI 1,07; 1,51); P=0,007]. Knuau4ro 3HaYMMHK (BaKTOPH, MPOTHOCTHIHH 3a ITOBHIIIEH
OTHOCHUTECJICH PUCK IIPHU JICYECHUEC CHC CaKCarJIMITUH, HC MOrart Jia c€ I/I}leHTI/I(bI/IHI/IpaT KaTeropu4Ho.
JlunaTa ¢ O-BHCOK PUCK OT XOCIHUTAIU3AIUS TOPAIH Chp/ICUHA HEAOCTATHYHOCT, HE3ABUCHMO OT
HA3HAYCHOTO JICUCHHE, MOTAT J1a CC UACHTHU(UIIUPAT MO U3BECTHUTE PUCKOBHU (DAKTOPH 32 ChpAcUHA
HEIOCTAThYHOCT, KATO M3XO0/JHA aHAMHE3a 3a ChPJCYHA HEIOCTATHYHOCT WIIH YBpeaeHa ObOpeuHa
¢yukiwms. JIuara Ha CaKCarJUITHH C aHAMHE3a 3a Chp/IeYHa HEIOCTATHYHOCT M YBpEIeHa
O0BOpevHa QyHKIMS HA H3XOJHO HUBO 00ave, He ca ¢ TIOBUIIIEH PHCK [0 OTHOIICHUE Ha TuIaredo 3a
IIbpBUYHATA UJIM BTOPUYHATA CbCTaBHU KpaﬁHH TOYKH WJIN CMBPTHOCTTA IO BCAKAaKBa IpUYMHA.

[pyra BropuuHa KpaiiHa TO4Ka, 00I1la CMBPTHOCT, Bb3HHKBa ¢ uyectoTa 5,1 % B rpynara Ha
cakcaraunTH # 4,6 % B rpynata Ha miane6o (Bx. tadbimna 7). Ciaygaure Ha CC cMBpT ce
pasnpenenaT paBHOMEPHO CpeJl IPYyIUTe Ha JiedeHre. FiMa gyuciieHa HenmporopIMOHAIHOCT Ha
cilydauTe Ha cMbpT ¢ pasznudeH oT CC npousxo, KaTo MMa I0Be4€e ChbOUTHUS ChC CAKCATJIUIITUH
(1,8 %), otkosxkoTo ¢ wianedo (1,4 %) [HR=1,27; (95 % CI 1,00; 1,62); P=0,051].
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A1C e mo-HHUCHK ITPH CAKCATJIMITHH B CPABHEHHUE C I1J1ale00 B €AMH €KCIIOPATOPEH aHalIu3.

Mem@opmun

[MpocnextuBHO pannomusupano uznursane (UKPDS) ycTaHoBsIBa IbATOCPOYHUTE MOT3U OT
WHTEH3WBHUSI KOHTPOJ HA KPhBHATA 3aXap NPH MAIUEHTH ChC 3axXapeH AuadeT THIl 2. AHAIH3bT Ha
pe3ynTaTuTe MpH MAIMEeHTH C HATHOPMEHO TETII0, JIEKyBaHH ¢ MET(QOPMHH CpeJ] HEyCIeX Ha
JIEYEHUETO CaMo C TMeTa, MOoKa3Ba:

- 3HaunMO HamassiBaHe Ha aOCONIOTHHS PUCK 32 KOETO | Ja € CBhP3aHo ¢ AuadeTra yCIoKHEHUE B
rpynara Ha metdopmuH (29,8 crouTns/1 000 marueHTOroAMHN) B CpaBHEHHE C rpyrnaTa Ha
nuetoseuenue (43,3 cpoutus/1 000 manuenroroaunn), p=0,0023, KakTo U B CPaBHEHUE C
KOMOWHHMpPAHH OT TPYIH Ha JICUCHHE ChC CYIHOHMITYPEeH MpernapaT i MOHOTEPATIHSI ¢ HHCYJTUH
(40,1 cr6uTns/1 000 manmenToroauun), p=0,0034.

- 3HauMMO HamalsiBaHe Ha a0COIOTHHS PUCK 32 CMBPTHOCT IO KaKBaTO U Jia € IpUInHAa,
cBBbp3aHa ¢ auadbera: Methopmut — 7,5 crOutnsa/1 000 manueHTOorouHM, caMo JUeTa —

12,7 c6utust/1 000 nanuenroroaunu, p=0,017.

- 3HaYMMO HaMallsiBaHe Ha a0CONIOTHHS PUCK 32 CMBPTHOCT MO KAKBATO U JIa € PUYHHA:
metdopmuH 13,5 croutns/1 000 narmeHToroInHN Cperry
20,6 ceouTus/1 000 marmentoroguan npu aueronedenne (p=0,011) u cpemnry
18,9 cuouTust/1 000 narmentoroaunu (p=0,021) 3a rpynurte Ha JIeYCHHE ChC CYJIHOHUIYPECH
npenapaT 1 MOHOTEpaNus ¢ HHCYJIHH.

- 3HaYnMO HamassiBaHe Ha aOCOIOTHHS PUCK 3a HHPAPKT Ha MHOKap/ia: METPOPMUH -

11 ce6uTua/1 000 marmenToroanau, camo aueta - 18 cpoutrss/1 000 manueHTOroAMHN
(p=0,01).

[Tomynanus B cTapuecKka BE3pacT
B moarpynuTte ¢ manueHTH Ha Bh3pacT Haja 65 v Haj 75 rouHU B KIIMHUYHOTO u3nuTBaHe SAVOR,
euKacHOCTTa U 0€30MACHOCTTA CHOTBETCTBAT HA O0IIATA MOMYJIAIMS B U3MUTBAHETO.

GENERATION e 52-cenMu4HO poy4BaHe Ha TIIMKEMUYHUS KOHTPOJ rpu 720 MaIMeHTH B cTapyecka
BB3pACT, CpeiHaTa Bs3pacT € 72,6 roqunu; 433 nuna (60,1 %) ca < 75-rogumiaa Bb3pact u 287 nuia
(39,9 %) ca > 75-roauiHa Be3pact. [IbpBUUHATA KpalHa TOYKA € MIPOIEHTHT IMAIlHEHTH, JOCTHT Al
HbAlc < 7 %, 6e3 moTBBbpEHA WM TEKKA XUIOTTHKeMHUs. V3rinexaa HsiMa pasjvKa B IPOIeHTa Ha
orroopunute: 37,9 % (cakcarmunTud) u 38,2 % (TIMMENHPHI) JOCTUraT IbPBUYHATA KPAaifHA TOYKA.
[To-HUCHK TPOIEHT MAIMEHTH B TpyIaTa Cbe cakcariunTHH (44,7 %) B cpaBHEHUE C rpymara ¢
rimumenupun (54,7 %) nocrurar xenanus HDALC ot 7,0 %. IIpu mO-HUCHK MPOIIEHT MAMCHTH B
rpynara cbe cakcariuntud (1,1 %), B cpaBHeHue ¢ rpynara ¢ rumenupun (15,3 %), ce HabmonaBa
cbOUTHE Ha OTBBP/CHA HIIH TEKKA XUTIOTITUKEMHS.

IlenpnaTpuyHa nomyJsianus

EBponeiickaTa areHuus 1o JiekapcTBaTra 0cBOO0XAaBa OT 3aIbJDKEHUETO 3a MPEJOCTaBsIHE Ha
pesynrarure oT npoyuBanusita ¢ Komboglyze BpB Bcnuku moarpynu Ha neuaTpiyHaTa MomyJTaiis
npu 3axapeH auader tun 2 (BK. Touka 4.2 3a vHPOpMAIKs OTHOCHO MenaTpuIHaTa ynorpeoa).

52 @apmakoKHMHeTHYHHM CBOWCTBA

Pesynrature oT mpoy4BaHusATa 32 OMOCKBUBAJICHTHOCT IIPH 3]JpaBU TIOOPOBOJIIIH TIOKA3BaT, ye
xoMmOuHupanute Tabnerku Komboglyze ca OnoexBuBaieHTHH Ha €THOBPEMEHHO MTPUIIOKCHU OTICITHH
TabJIETKH CaKCarJIMOTHH U MET(HOPMUH XUIPOXIOPUA B CHOTBETCTBALIH J03H.

W3noxxeHuTe 1Mo-10J1y JaHHH OTpa3sBar (apMaKOKMHETHUYHUTE CBOWCTBA HA OTIICIIHUTE aKTUBHH
CBCTABKH HA TO3M JIEKAPCTBEH MPOAYKT.

CakcanmmnTug
dapMaKkOKUHETHKATA HA CAKCATJIMIITHH U [JIABHUS My METaOOJIUT € CXOHA MPH 3ApaBH 10OPOBOIILIN U

ManrueHTHU ChC 3aXapCH I[I/Ia6eT ™I 2.

21



Peszopoyus
Cren mepopajieH IpueM Ha IIaJHO CAKCArjHMIITHH ce pe30pOupa 0bp30, KATO MAKCHMATHUTE

ru1a3MeH KoHIeHTpau (Cmax) Ha CAKCATJIMOTHH U TJIAaBHUA MY METa0OJIUT c€ TIOCTUTaT B PAMKHUTE
cpoTBeTHO Ha 2 U 4 "aca (Tmax). CroitHocTuTE HA Cmax 1 AUC Ha CakCarfuNTHH U TITaBHAS MYy
MeTaboJIHT ce TIOBHUIIABAT NPOIIOPIMOHAIHO HA TOBUIIABAHETO HA J103aTa Ha CAKCATJIMIITHH, KaTO
Ta3| J0303aBHCUMOCT ce Habmonasa npu go3u 10 400 mg. Cren mpuem oT 3apaBu 10OPOBOIIH HA
€IHOKpaTHa mepopaiiHa 703a 5 mg cakcariauntil, cpeaaute AUC Ha cakcarfMTUNTHH U TIaBHUS MY
MeTaboauT ca cboTBeTHO 78 NG h/ml u 214 ng h/ml. CrotBercTBammTe CTOMHOCTH HA Crnax B TUIa3Ma
ca cboTBeTHO 24 ng/ml u 47 ng/ml. UnTpannauBuayanHuTe KoeQuuueHTH Ha Bapuauu Ha Cmax 1
AUC na cakcarnunTuH ca nog 12 %.

MuaxnbupaneTo Ha I1a3MeHaTra akTHBHOCT Ha DPP-4 ot cakcarmunTiH B IpOAbIDKEHHE Ha TIOHE
24 4aca cnes mepopajicH MPUEM Ce IbDKU Ha BHCOKATa My aKTUBHOCT, BUCOK a)UHUTET U
MMPOABIDKHUTCIIHOTO CBBP3BAHC KbM aKTUBHHUSA HCHTHP.

Bzaumooeucmesus ¢ xpana

[Tpu 3mpaBu 10OPOBOIIIM XpaHaTa OKa3Ba CPAaBHUTEITHO C1a00 BIUSHUE BHPXY (papMaKOKHHETHKATa
Ha cakcarimunTyH. [IpuemMbT 3aeaHO0 ¢ XpaHa (0oraTa Ha Ma3HHUHH) HEe BOJH 110 TpoMsiHA Ha Chax Ha
cakcarnuntul, qokato AUC ce nosumana ¢ 27 % B cpaBHEHHE ¢ TIpreMa Ha IiaHo. Bpemero 1o
npocturade Ha Cmax (Tmax) Ha CAaKCATJIMIITHH C€ YABIDKaBa ¢ mpubnusutento 0,5 gaca cie mprueM Ha
XpaHa B CpaBHCHUEC C IPUEM HaA I'IaJHO. Te3u IMPOMCHHU HE C€ CMATAT 3a KIIMHUYHO 3HAYHNMHU.

Pasnpedenenue
In vitro cBbp3BaHETO HA CAKCATIIUIITHH M TJIABHUS My METa0OJMT C IPOTCHHHUTE B YOBEIIKHS CEPYM €

npeHeOpexumo. [lopanu ToBa, He ce OUaKkBa MPOMEHHUTE B KOHIICHTPAIIMUTE HAa IPOTEMHUTE B KPBBTA
NIpY pa3InyHu 3a00siBaHus (Harp. ObOpEevHO WM YEPHOIPOOHO YBpEXKIaHe) J1a MOBIUSIST
pasnpeneneHneTo Ha CaKCarIuITHH.

Buompancdopmauus

buoTpanchopmarmaTa Ha CaKCariauITHH Ce OCHIIECTBSIBA TJIaBHO OT IuToxpom P450 3A4/5
(CYP3AA4/5). I'naBHUSIT METa0OIHUT HA CAKCATTIUIITHH CHIIO € CEICKTHBEH, 00paTUM, KOHKYPEHTECH
naxubutop Ha DPP-4, npurexasal mojioBUHATa OT aKTUBHOCTTA HAa CAKCATJIMIITHH.

Enumunupane
CroitHOCTHTE HAa CpEAHHS TEPMUHAJICH TUIa3MEH MONYKUBOT (t1/2) Ha CAaKCATIUITHH U TJIABHUSA MY

METa0OJIHT ca ChOTBETHO 2,5 yaca u 3,1 yaca, a CpeIHUAT MOMYNEPHO/T ty2 HA MITa3MEHO UHXUOUpaHe
Ha DPP-4 e 26,9 yaca. CakcariunTtuH ce eJIMMUHIpa KaKTo upe3 ObOpernTe, Taka v 4pe3 YepHHsI
npo6. Cnen eaHokpaTHO npunoxenue Ha 50 mg ~ C-cakcarmuntus, 24 %, 36 %, u 75 % ot no3ara ce
EKCKpETUpaT B ypUHATA, ChOTBETHO KAaTO CAKCATJIMIITHH, IJIaBEH METa0OIHUT U 001112 PaOaKTHBHOCT.
Cpenuust 0b0pedeH KIupbHC Ha cakcarmunTvH (~230 ml/MuH) e mo-rojsM OT cpeHaTa N3YKCIICHA
CKOpOCT Ha TioMepyaHa ¢untparus (~120 ml/Mun), KoeTo roBopu 3a U3BECTHA aKTUBHA OBLOpeUHa
eKCKpelus. 3a TIaBHAS My METaOOIUT CTOWHOCTUTE Ha ObOpEYHHS KIIMPBHC Ca CPABHUMU C
M34YHCIIeHaTa CKOPOCT Ha riioMepyJiiHa unrparus. 0610 22 % oT NpuIoKeHus pagruodapMaieBTHK
ce OTKpHUBAT BBB (perieca 1 MpeJICTaBIIsABa YacTTa OT MIPUETATa J103a CAKCATJIHIITHH, eKCKpETHPaHa B
KITbUKATA U/UIIM Hepe30pOrpaHa B CTOMAITHO-YPEBHUS TPAKT.

Jluneiinocm

Cmax 1 AUC Ha cakcarlIMnTHH U TTIaBHUS My METa0OJUT Ce TIOBHIIABAT MPOMOPITUOHAIHO Ha J]03aTa
Ha cakcarjMnTyH. [Ipy MHOrOKpaTHO MpHUIIaraHe Ha €THOKPATEH THEBEH MPUEM HE ce HaOJro1aBa
3a0€eJIeKUMO KyMYJIMpaHe HUTO Ha CaKCATJIMITHH, HUTO HA TJIABHUSA MYy METaOOJIUT 3a KOSATO U Jia €
J1o3a. 3a KIIMPhHCA HAa CaKCATJTUNTHH U TIIABHUS My METa0OJIUT He ce HaOJII0/1aBa 3aBHCHMOCT OT
Jl03aTa ¥ BPEMETO MIPU €THOKPATEH THEBEH MPUEM B IPOABIKEHUE HA 14 THU Ha CaKCarJIUOTHH B 1032
ot 2,5 mg no 400 mg.

Cneuuaﬂnu nonyaauuu
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bvopeuno yspeacoane

[IpoBeneHO € OTKPUTO MPOYYBaHE, C MPUIJIAraHe Ha €THOKpATHA /103, 33 OIICHKA Ha
(hapMaKOKHHETHKATA Ha cakcarnunTuH 10 mg nepopaiiHo, MpH MAIUSHTH C pa3jnyHa CTCIICH Ha
XPOHUYHO OBOPEUHO YBPEKAaHE, B CPABHEHHUE C MAIIMEHTH ¢ HOpMaHa ObOpeuHa QyHKIus.
IIpoy4BaHeTo BKIIIOUBA MAIIMEHTH C OBOPEUHO YBpEKAaHEe KIacH(PUIIMPAaHO Bh3 OCHOBA Ha
KPEaTHHUHOBHS KJIIMPBHC KaTo: Jieka cterneH (nmpudamurtentso GFR > 45 no < 90 ml/mun), ymepena
crene (mpubmusutenso GFR > 30 no < 45 ml/mun) win Texka creneH (MpudIM3UTETHO

GFR < 30 ml/mun) 660peuno yBpexaane. Excrio3uiusaTa Ha CaKCariuiTHH € MTO-BUCOKA ChOTBETHO
1,2, 1,4 u 2,1 mbTH, a excno3unuara Ha BMS-510849 e mo-Bucoka croTBeTHO 1,7,2,9 1 4,5 nbTH OT
Ta3u MpH XOpa ¢ HopMasiHa ObOpevHa QYHKIHS .

YeproopobHo yspedxcoane

Ipu narmentu ¢ sieka (knac A mo Child-Pugh), ymepena (xinac B o Child-Pugh) win texka (kmac C
no Child-Pugh) ctenen Ha uepHOAPOOHO yBpeKaaHe, EKCIIO3ULUATA Ha CAKCATIMITHH € M0-BUCOKa
crotBeTHO 1,1, 1,4 u 1,8 mbTH, a excro3uimara Ha BMS-510849 e nmo-urcka crotBeTHO ¢ 22 %, 7 % u
33 % ot HabOnrOAaBaHaTA TIPU 3APABU XOPA.

Cmapuecka év3pacm (> 65 2o0unu)

[TanmenTn B crapuecka Be3pacT (65-80 roannu) ca nmanu npudnusutenHo 60 % mo-BUcoKa CTOMHOCT
Ha AUC Ha cakcarlUNTHH B CPaBHEHHUE C IMO-MIIaau naruenTy (Ha Bp3pact 18-40 ronuau). ToBa He ce
CYMTA 33 KIMHAYHO 3HAYMMO, TIOPaIi KOETO HE ce MPEnopbhiBa KOPEKIHs Ha 103aTa Ha TO3U
JIEKapCTBEH MPOJYKT B 3aBUCUMOCT OT Bb3pacTTa.

Metdhopmun

Pezopoyusa
Crnen mepopalieH nmpreM Ha MeTQOPMIH, tmax Ce JocTura 3a 2,5 daca. [Ipu 3apaBu nodpoBoimm

abcomoTHaTa OMOHAIMYHOCT cliell ipueM Ha Tabnetka metdopmun 500 mg e 50-60 %. Cnen
nepopajieH MprueM Hepe3opOupaHara 4acT, KOATO ¢e ycTaHOBsiBa BbB (erieca, ¢ 20-30 %.

Crnen mepopaneH npuem, pe3opouusara Ha MeT(hOPMUH € 3aBHCHMa OT HACHIIIAHETO U € HeIThJIHA.
[Tpuema ce, ye papmakoKuHETHKATA HA pe30pOIMATa HA MeT(popMHH e HenuHelHa. Cien nprueM Ha
MeT(HOpMHUH B OOMUANHHUTE JTO3M U TEPANEBTUYHH CXEMHU, CTAIMOHAPHATA TNIa3MEHa KOHIIEHTPAIIUS Ce
JIOCTHTa B paMKuTe Ha 24-48 yaca u oOukHOBeHO € 1ox 1 pg/ml. B koHTponupanuTe KIMHUYHA
MPOYyYBaHUs MaKCUMaliHaTa Mia3MeHa KoHeHTparus (Cmax) Ha MeT(hOpMHUH He HajBHINaBa 4 pg/ml
JIOPH ¥ TIPH MAKCUMAJTHH JIO3H.

Bzaumooeucmsue ¢ xpaua

XpaHaTa HamMaJIsIBa CTEMEHTA U Jieko 3a0aBst pe3opOiusaTa Ha MeTdhopmuH . Ciiell mpueM Ha 1033 OT
850 mg ce HabronaBa 40 % mo-HKUCKa M1a3MeHaTa KoHIeHTpalus, 25 % Hamanenue B AUC u 35 MuH
yAb/DKaBaHE Ha BPEMETO 3a JIOCTHraHe Ha IMMKOBATa IUla3MeHa KOHIeHTpanus. KinHnynara
3HAYUMOCT Ha TOBA HAMAJICHHE € HEM3BECTHA.

Pasnpedenenue
CBBp3BaHETO C TIA3MEHUTE MPOTEHHU € MPeHeOpexuMo. MeThopMrH HaBIIM3a B EPUTPOITUTHTE.

ITukoBaTa KOHIIEHTPALIKS B Iis1a KPBB € IT0-HUCKA, OTKOJIKOTO B IJIa3Ma, U CE JOCTHUTa 3a
MPHOIM3UTETHO €IHO U ChINO BpeMe. BeposSTHO epUTPOLIMTUTE MPEACTABISBAT BTOPU KOMIAPTUMEHT,
B KOWTO ce pasnpenens meTdopmut. Cpeaausar obeM Ha pasnpeaenenne Vqy Bapupa ot 63 10 276 1.

buompancpopmayusa
MeTtdopMuH ce eKcKpeTHpa HEMpOMEHeH B ypuHaTa. [Ipu xopa He ca OTKPUTH HETOBH METa0OIHTH.

Enumunupane
bbOpeunust kiupbHC Ha MeThopmuH ¢ > 400 ml/mMuH, koeTo roBopu, ue MeTHOPMHUH Ce EITUMHHUPA

ype3 raoMepyHa puitpanus u TyoymnHa cekpenuus. Ciiex nepopaiieH npueM NPUBHIHHUAT My
TEpMHUHAJICH MOIYKUBOT € MPHOIM3UTENHO 6,5 yaca. Korato 6ps0peunara pyHKIuS €
yBpeAeHa,00peyHHAT KIUPBHC HaMaJlsiBa MPONOPIHUOHATHO HA KPEaTHHUHOBUS KIUPBHC, U 10 TO3H
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Ha4YuH ce YAbKaBa TEPMUHATIHUAT MY NOJIYy’KHUBOT, KOETO BOAM 10 MOBHUILIABAHE HA KOHLIEHTPALIUUTE
Ha MeT(GOPMHH B IJIa3Mara.

5.3 TlpeakJuHUYHYU TaHHH 32 0€30MACHOCT
EHOBPEMEHHO NMPUIIQKEHUE HA CAKCATJIUOTHH U MeT()OPMHUH

C KOMOHMHANKATA OT CAKCATIIUIITHH ¥ MET(HOPMHUH ca MPOBEACHN 3-MECEYHO M3MHUTBAaHE NIPU Ky4eTa ’
MPOyYBaHUS 32 €PeKTH BEPXY eMOPHO(ETATHOTO PAa3BUTHE TIPH TUTHXOBE U 3aHIIH.

ENHOBpPEeMEHHOTO MPUIIOKECHUE HAa CAKCATJIMIITHH U MET(QOPMUH MTPH OPEMEHHH ILTHXOBE U 3alIN
mpe3 Mmepuojia Ha OpraHoreHe3aTa B J103M, AaBaiu cuctreMuu excnosunuu (AUC) npu urbxoBe
cpoTBeTHO 70 100 1 10 IbTH MO-BUCOKU OT MAKCUMAITHUTE MIPEHOPBHUUTEITHU 03U IIPH XOpa
(maximum recommended human doses; RHD; 5 mg cakcaraumntus u 2 000 mg merdopmuH) u npu
3ai cboTBETHO 110 249 1 1,1 mbTH no-Bucoku oT RHD, He Bomu 0 pa3BUTHE HUTO HA
eMOpHOIIeTATHU, HUTO Ha TePATOTeHHU e(eKTH MPU KOWTO U Ja € OT ABara Bujia. [Ipu rurexose,
MUHUMAJTHUTE TPOSBU Ha TOKCUYHOCT MIPH PA3BUTHETO Ca OTPAaHUYCHU J0 MOBUIIICHA YECTOTA Ha
3abaBeHa ocudukanus (“wavy ribs”); choTBeTHATa MaYMHA TOKCHYHOCT € OTPaHMYEeHA J0 MO-HUCKO C
5-6 % TenecHo Terio oT 13-u 10 18-u ACH OT reCTallMOHHUS TIEPUO/T, KAKTO U CHOTBETHOTO
OrpaHMYaBaHE Ha KOHCYMalUATa Ha XpaHa oT MaikaTta. [Ipu 3aiiii, MHOr0 Mailku IOHACST JIOLIO
MIPUIIOKEHUETO Ha KOMOMHAITUATA, KOETO CE M3Pa3siBa B CMBPT, TEKKO OOIIO ChCTOSHUE HITH a0O0pT.
Bce nak, npu onenenuTe Mailky ¢ NOAJIEXKAIO HA OLEHKA IOTOMCTBO, MAaHYMHATA TOKCUYHOCT €
OTpaHUYeHa JI0 TPAHUYHO TO-HUCKO TEJIECHO TETIo OT 21-1 10 29-1 IeH OT reCTAIlMOHHUS TIEPUOT;
ChOTBETHATa TOKCUYHOCT 33 Pa3BUTHETO B T€3M MOTOMCTBA € OTPaHUYCHA JI0 TIO-HUCKO ¢hC 7 %0
TEJICCHO TETJIO Ha IUIO/Ia M HECKA YeCTOTa Ha 3a0aBeHa OCH(UKAIIHs Ha TI0JIC3UYHATA KOCT Ha IUI0/a.

IIpoBeneHo € 3-MeceyHO U3NUTBAHE MPU Ky4yeTa Ha €IHOBPEMEHHO MPUIIO)KEHHE Ha CAaKCATIMIITHH U
MeTdopmuH. He ce ycranoBsiBa TokcnaHOCT npu ekcniozuninu (AUC) cpoTBeTHO 68 U 1,5 10-BHCOKH
ot RHD Ha cakcariuntud u MeThOpMHUH TIPU XOpa.

C xoMOuHanuMsATa OT peNapaTy, BIU3aIM B cheTaBa HAa Komboglyze, He ca mpoBexaHu npoydBaHUS
IpH KMBOTHH 32 OIICHKA Ha KapIMHOTeHe3a, MyTareHe3a 1 yBpexaane Ha peprunmmrera. [lagenure
H0-JI0JTy JaHHU Ca Bb3 OCHOBA Ha PE3yJITATUTE OT MPOYYBAHHS HAa CAKCATIMIITHH U METOPMUH
HOOT/IEIHO.

CaxcarimuntuH

[Tpu nparoomnamaTs Makak MPHJIOKEHUETO Ha CaKCArJIMITHH B 71031 > 3 mg/kg/nHeBHO BOaM 110
pasBUTHE Ha 00pAaTHMHU KOXHH JIE3HUHU (CTPyIIEH, yiIlepaluy 1 HEKpo3n) Ha akpuTe (Omalika, IpbCTy,
CKpOTYM /i Hoc). Jlo3ara, mpu kosito He ce HabmonaBa edekt (no adverse effect level, NOEL) no
OTHOLIIEHHE Ha JIe3uuTe € 1 ¥ 2 IbTH MO-BUCOKO OT EKCIIO3ULHUATA [IPH X0pa, ChOTBETHO HA
CaKCarjMITHH U rI1aBHus MeTabonut, mpu RHD ot 5 mg aueBHo.

KnnaudHaTa 3Ha9MMOCT Ha KOKHUTE JIE3UH HE € SICHA, HO B KITMHUYHUTE NMPOYyYBAHUS Ha
CaKCarJIMITHH IPU XOpa HE ¢a YCTAHOBEHU KOXKHHM JIE31H, ChOTBETCTBAILM Ha HAOJII0JaBaHUTE MIPU
MalMyHHU.

IIpu Bcuuku BUAOBE, TPU KOUTO CAKCATJUIITHH € MPOYYBaH B €KCIO3UIINH, HAJBUIIABAIIIN 7 ITH
RHD, uma cb00111eHHs 32 TPOMEHH OT CTpaHa Ha UMyHHATa CUCTeMa — MUHUMAJIHA, HelTporpecupaiia
auMQOonIHA XUTIEPILIa3Ks B CIe3KaTa, JUMGHUTE Bb3/IM U KOCTHHS MO3bK 0€3 HeXeJIaH!
MOCJIEACTBHSL.

HpI/I Ky4€Ta, CaKCAIJIUIITUH NTOKa3Ba CTOMAIIHO-YPCBHA TOKCUIHOCT, BKIIFOUUTCIIHO K’I)pBaBI/I/ CIIy3€CTU

M3MPAXHEHUS U SHTEPONATHS TIPH MO-BUCOKH 1031, kKato NOEL oTroBapst chOTBETHO Ha 4 1 2 IBTH
SKCTIO3MITUATA Ha CAaKCATJUNTHH U MIaBHUSA My MeTtabonut RHD.
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IIpu KOHBEHIIMOHATHA OaTepHs OT MPOYYBAHMS 38 TEHOTOKCHYHOCT iN Vitro u in Vivo, cakcarnmumnTiH
He MOKa3Ba Takapa. B JIBYTrOJUIIHO H3MKUTBAHE 3a KAPIUHOTCHEH MOTEHIIHA TP MHUILIKHU U TUTbXOBE
TaKbB HE € YCTAHOBEH.

[Tpu MBKKH | KEHCKH TLTBXOBE ca HAOI0/JaBaH! HEeXXellaHu ePeKTH BbPXY QepTHINTETa IPU BUCOKU
JIO3H, BOJICIIM JIO U3SIBEHH OeJie3un Ha TOKCHYHOCT. [IpH KOSTO ¥ Jia € OT IO3HUTE, U3MUTBAHU MPH
TUTHXOBE U 3aiIIM, CAKCATJIMIITHH He MoKa3a TepaToreHHu edekTH. [Ipu BUCOKHU 03U TPH ITHXOBE,
CaKCarIMITHH NpeIn3BrKa 3a0aBeHa ocudukaius (3a0aBsHe Ha pa3BUTHETO) Ha Ta3a Ha eTyca u
HOHIKECHO TEJIECHO TerIo (Mpu Hamuukre Ha TokcudHocT npu maiikara), NOEL e 303 u 30 mbTH no-
BHCOKO OT €KCIO3HUIIMATA TIPH XOpa ChOTBETHO HA CAKCATJIUIITHH U TIaBHUsS MeTabonut, npu RHD.
[pu 3aiinm edexTrTe HA CAKCATITUITAH Ca OTPAHIMYCHH JI0 HE3HAYHUTEITHH CKEIETHH BapHaIlHH,
HaOJII0IaBaHy caMo IpH TokcudHu 3a MaiikaTa no3u (NOEL e, 158 u 224 mbTH 110-BHCOKO OT
SKCIIO3HIIMSATA TP XOpa ChOTBETHO Ha CAKCATJIMIITHH U TiaBHus Metabosut, mpu RHD). B npoyuBane
3a BIMSIHUE BbPXY Mpe- ¥ MOCTHATAJIHOTO Pa3BUTHE MPHU ILTHXOBE, CAKCATJIUIITHH MPEAN3BUKBA
MOHMYKEHO TETJI0 Ha MAJIKUTE MPH TOKCUYHU 3a MaiikaTa 03H, karo NOEL e 488 u 45 nbtu no-
BHCOKO OT €KCIIO3UIUsATA IIPH XOpa ChOTBETHO HA CAKCATJIUIITUH U ri1aBHus MeTaboyut npu RHD.
EdextuTe BEpXY TEIECHOTO TETJIO HA MAJKUTE ca 3a0els3aHn ChOTBETHO 10 92-ns u 120-us
MOCTHATAJICH JICH MPH )KESHCKU M MBIKKH.

Metdhopmun

Hexnuanunute ganHu 3a MeTQOPMUH HE MMOKa3BaT 0co0eH PHCK 3a Xopa Ha 06a3zaTta Ha
KOHBCHIIMOHAJTHUTEC (l)apMaKOHOFI/ILIHI/I IMpoy4BaHUsA 3a 6C3OHaCHOCT, IMpOoy4YBaHud 3@ TOKCUYHOCT IIpU
MHOT'OKpPaTHO MpUJIaraHe, TeHOTOKCHYHOCT, KAHIIEPOTeHEH MOTEHIMA U PEITPOIYKTHBHA TOKCHYHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BELIeCTBA
Snpo Ha TabneTkara;

IToBumoun K30
Marne3sues creapar

PUIMOBO TOKPUTHE!

Komboglyze 2,5 mg/850 mg ¢purmupanu mabremru
IMonu (BUHKUIIOB AIKOXOII)

Makporon 3350

TurtanoB nuokcun (E171)

Tank (E553b)

UYepseH xene3en okcun (E172)

XKunt xxenezen okeun (E172)

Komboglyze 2,5 mg/1 000 mg duimupanu madbaemxu
[Monm (BUHHUIIOB aJIKOXOJT)

Maxporou 3350

TuranoB nuokcua (E171)

Tank (E553b)

JKbnt xenesen okenn (E172)

Mactuiio:
Iemnak
WNuauro-xapmun amymunues iak (E132)
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roguHu

6.4 ChnenmuajJHu yCJI0BHUS HA ChbXpaHeHHe

Ia ce cexpansa mox 25°C.

6.5 Buau chbabpikaHue HA OMAKOBKATA

AJyMHHHEBO/aTyMUHHEB OIHCTED.

OmnaxkoBku ot 14, 28, 56 u 60 ¢hunmupanu TabIeTKH B HeTIeppOpupaHu OIHCTEpH.
onemu omakoBkH, chabpkaiy 112 (2 omakoBku ot 56) u 196 (7 onakoBku ot 28) dhunmupann
TabneTKu B Hetlep(hopupaHu OIUCTEPH.

60x1 ¢punmupanu TabaeTKH B ieppopupaH OIUCTEp C SANHUYHH TO3H.

He Bcuuku BHoBe OMakoBKM Morar ja ObJat IyCHATH Ha Tasapa.

6.6 CrHenmajaHu NMpeaNa3Hy MEPKH NPH U3XBbPJISHE

Hewsnon3BaHusT JeKapcTBEH NPOAYKT WU OTIaAbYHATE MaTepHalli OT HETo TPsIOBa Jia C€ U3XBBPIIST
B CbOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEBA
AstraZeneca AB

SE-151 85 Sédertalje

Isenus

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

Komboglyze 2,5 mg/850 mg ¢uinmupanu Tabaetku

EU/1/11/731/001 28 dbunmupanu TabieTku

EU/1/11/731/002 56 ¢punmupanu TabieTku

EU/1/11/731/003 60 ¢punmupanu TabieTku

EU/1/11/731/004 112 (2 onakoBku oT 56) punmupanu tadbiaeTku
EU/1/11/731/005 196 (7 onakoBku ot 28) dpunmMupanu TabaeTKu

EU/1/11/731/006 60x1 punmupanu TabaeTku
EU/1/11/731/013 14 ¢punmupanu TabeTKu

Komboglyze 2,5 mg/1 000 mg punmuparu TabaeTKu
EU/1/11/731/007 28 dbunmupanu TabieTku

EU/1/11/731/008 56 ¢pummupann TabreTKu

EU/1/11/731/009 60 ¢punmupanu TabieTku

EU/1/11/731/010 112 (2 onakoBku ot 56) punmupanu tadbiaeTku
EU/1/11/731/011 196 (7 onakoBku ot 28) dpunmupanu TabaeTKu
EU/1/11/731/012 60x1 punmupanu TabaeTku

EU/1/11/731/014 14 punmupanu TabIeTKA
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9. JATA HA ITBPBO PASPEIIABAHE/IIOJJHOBAABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[Hata Ha mppBO pazpemanane: 24 HoemBpu 2011 1.
Jlata Ha nocieaHo nogHoBsABaHe: 15 romm 2016 T.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MonpoOHa nH(opMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € peJoCTaBeHa Ha yeOcaiita Ha EBpormelickara
areHIws 1o JiekapcraaTa http://www.ema.europa.eu
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MNPUJIOXKEHHUE |1

MMPOU3BOUTEJ (M), OTTOBOPEH(HH) 3A
OCBOBOXJABAHE HA ITAPTHIH

YCJIOBUA NJIN OTPAHUYEHMUA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIIOBUA N UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODGH(HI/I) 3a OCBO60)KI[aBaH€ Ha NapTuauTre

AstraZeneca AB
Gartunavagen
SE-152 57 Sodertélje
Isenus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

Cheshire

SK10 2NA
Bemukobputanus

[TeyaTHaTa TMCTOBKA HA JICKAPCTBEHUS IPOAYKT TPsIOBa Aa ChIbPKa MMETO M afpeca Ha
IPOU3BOJUTEIS, OTTOBOPEH 32 OCBOOOKIaBaHETO Ha ChOTBETHATA MAPTH/A.

b. YCJIOBUSA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEIIUCaHue.

B. JPYI' YCJIOBUS U U3NCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
o IepuoanyHu akTyaIu3upanu Jokjaaau 3a oezonacuoct (ITAB)

W3uckBanusra 3a nogasane Ha [TAJIb 3a To3u nexapcTBeH NpoayKTa ca MOCOYCHH B CIIUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupektusa 2001/83/EO u nyOauKyBaHH Ha €BPOMCHCKHsI yeOIopTa 3a JeKapCTBa.

. YyciaoBus HJin OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Mputexaressar Ha paspeiennero 3a ynorpeda ([TPY) TpsioBa 1a n3BbpIiBa H3UCKBAHUTE ISHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, mocoueHu B 0J00penus [1YP,
npencrased B Monyn 1.8.2 Ha pa3pemieHrneTo 3a ynorpeda, KakTo W BB BCHUKH CIIEBAIIN 0100pEHH
akTyanu3auuu Ha [TYP.

Axryammsupas [IYP TpsiOBa na ce moxaBa:

e 110 HckaHe Ha EBpomneiickara areHuus 1o JIEKapcTBara;

e BHHAru, KOraTo ce U3MEHs CUCTeMaTa 3a YIpaBJIeHUE Ha PUCKa, OCOOCHO B pe3yiTaT Ha
MoJly4aBaHe Ha HOBa MH(OpMalys, KOSATO MOXeE Aa JOBEAE 10 3HAYMMHU IIPOMEHH B
CHOTHOILECHUETO MOM3a/PUCK, WU CIIe]l TOCTUTAaHE Ha BayKeH eTarl (BbB BPB3Ka C
[IPOCIIe/IIBaHE HA JIEKApCTBEHATa 0€30M1aCHOCT WX MUHUMU3UPAaHE Ha PUCKa).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKATA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Komboglyze 2,5 mg/850 mg ¢puamupanu TabaeTku
CaKCarJIMIITHH/MET(OPMHUH XUIPOXIIOPH/T

2. OBSBABAHE HA AKTUBHOTO BEIMECTBO/AKTUBHUTE BEIIECTBA

Bcesika TabneTka chabpxa 2,5 mg cakcarMTunTUH (KaTo Xuapoxyopun) u 850 mg MetrhopMuH
XUJIPOXJIOPU.

‘ 3. CITMCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 punmupanu TabaeTku

28 dhunmupaHu TabJICTKH

56 dhunmupanu TabICTKH

60 dhunmupanu TabICTKH

lomsma onakoBka: 112 (2 onakoBku 0T 56) dhuiiMupaHu TaOIEeTKU
lomsima onakoBka: 196 (7 onakoBku ot 28) duIMUpaHu TaOIETKH
60x1 dpunmupanu TabieTKH

‘ 5. HAYUH HA TPUJIOKEHUE U ITbT(MIIA) HA BBBEK/IAHE

IMpeau ynorpeba nmpoveTeTe JINCTOBKATA.
3a mepopanHa ymorpeba

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA TELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

I'omen no:

‘ 9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanspa mox 25°C.
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertdlje
Isenus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIOTPEBA

EU/1/11/731/001 28 dbuamupanu TabaeTKu

EU/1/11/731/002 56 ¢punmupanu TabieTKu

EU/1/11/731/003 60 ¢punmupanu TabieTKu

EU/1/11/731/004 112 (2 onakoBKH OT 56) huaMupanu TabIeTKH
EU/1/11/731/005 196 (7 onakoBku ot 28) huiMupanu TabaeTKu
EU/1/11/731/006 60x1 ¢punmupanu TabaeTku

EU/1/11/731/013 14 ¢punmupanu tabneTku

13. TAPTHUJIEH HOMEP

IMaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCTBEHUSAT IIPOLYKT CE OTIIyCKa IO JIEKAPCKO IPEIIUCAHUE.

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

KomOoriai3 2,5 mg/850 mg

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYUSMEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKJIFOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPSIBBA JIA CbABPKA MEKJIUHHATA OAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Komboglyze 2,5 mg/850 mg ¢puamupanu TabaeTku
CaKCarJIMIITHH/MET(OPMHUH XUIPOXIIOPH/T

2. OBSBABAHE HA AKTUBHOTO BEIMECTBO/AKTUBHUTE BEIIECTBA

Bcesika TabneTka chabpxa 2,5 mg cakcarmunTuH (kato xuapoxsopun) u 850 mg merpopMuH
XUIPOXJIOPHI.

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢unmupanu TabneTku. ToBa € 4acT OT Mo-rojIsiMa OIIaKOBKa M HE MOXE JIa CE IIpojaBa
CaMOCTOSITEITHO.
28 punmupanu TabneTku. ToBa € 9acT OT Mo-rojisiMa ONaKoBKa U HE MOXKE J1a e MPOo/IaBa
CaMOCTOSITEITHO.

‘ 5. HAYMH HA IPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
3a nepopanHa ynorpeda

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cbxpanspa mox 25°C.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sdodertélje
IBenus

| 12,

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

| 13,

ITAPTUJAEH HOMEP

[Taptunen Ne

14.

HAYHMH HA OTITYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPEaIICaHue.

| 15,

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Kombormaiis 2,5 mg/850 mg

| 17.

YHUKAJIEH TAEHTU®UKATOP — IBYU3BMEPEH BAPKO/{

JByn3mepeH 0apkoa ¢ BKJIFOYECH YHUKAJIEH HACHTU(DHUKATOP.

| 18.

YHUKAJIEH WAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU (IIEPOOPUPAHU/HEINNEP®OPUPAHN)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Komboglyze 2,5 mg/850 mg tabnetku
CaKCarIuNTHH/METHOPMHH XHAPOXITIOPHT

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

|5.  JOPYro
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JAHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Komboglyze 2,5 mg/1 000 mg punmuparu TabaeTku
CaKCarIuNTHH/METHOPMHH XHAPOXITIOPHT

2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIECTBA

Bcesika Tabnerka chabpika 2,5 mg cakcarmnTrH (kato xuapoxiopua) u 1 000 mg merdopmun
XHPOXIIOPH/I.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

14 punmupanu TabneTku

28 dunmupanu TabIeTKH

56 GunmMupanu TaOIECTKH

60 dhunmupanu TabICTKH

lomsima onakoBka: 112 (2 onakoBku 0T 56) huIMUpaHu TabIeTKH
lomsima onakoBka: 196 (7 onakoBku ot 28) huIMUpaHu TabIETKH
60x1 punmupaHu TaOIETKH

‘ 5. HAYMH HA NPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
3a nepopanHa ynorpeda

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ma ce cexpanspa mox 25°C.
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

11. HWME U AJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertdlje
IBenus

12.  HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

EU/1/11/731/007 28 dunmupanu TabieTKu

EU/1/11/731/008 56 dbuamupanu TabieTKu

EU/1/11/731/009 60 dunmupanu TabIeTKH

EU/1/11/731/010 112 (2 onakoBku oT 56) dpunmupanu TabaeTKu
EU/1/11/731/011 196 (7 onakoBku oT 28) GhuaMupanu TabIeTKH
EU/1/11/731/012 60x1 punmupanu TabaeTka

EU/1/11/731/014 14 punmupanu TabIeTKA

13. TAPTHUJAEH HOMEP

IMaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCTBEHUSAT MIPOLYKT CE OTIIyCKa 110 JEKAPCKO IIPEIIIUCAHUE.

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

KoMmbormaiiz 2,5 mg/1000 mg

‘ 17. YHUKAJIEH UIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKJIOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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JAHHH, KOUTO TPABBA JA CbABPKA MEXK/INHHATA OITAKOBKA

KAPTOHEHA KYTHUS

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Komboglyze 2,5 mg/1 000 mg punmupanu TadbaeTku
caKCaraunTHH/METHOPMHH XHAPOXITIOPHT

2. OBSABSBAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEILIECTBA

Bcesika Tabnerka cpappika 2,5 mg cakcarnmuntaH (kato xuapoxiaopua) u 1 000 mg mergopmun
XUIPOXIIOPHUI.

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabneTku. ToBa € 4acT OT Mo-rojIsiMa OIIAKOBKA M HE MOXE JIa CE IIpojaBa
CaMOCTOSITEITHO.
28 punmupanu TabeTku. ToBa € 4acT OT Mo-royisiMa ONaKOBKa U HE MOXKE JIa Ce MPOo/IaBa
CaMOCTOSITEITHO.

‘ 5. HAYMH HA IPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
3a nepopanHa ynorpeda

6. CIIEHNUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cbxpanspa mox 25°C.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

| 12,

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

| 13,

ITAPTUJAEH HOMEP

[Taptunen Ne

14.

HAYHMH HA OTITYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPEaIICaHue.

| 15,

YKA3AHMNSA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BBYKA

KoMmbormaiiz 2,5 mg/1000 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3BMEPEH BAPKO/{

JByn3mepeH 0apkoa ¢ BKJIFOYECH YHUKAJIEH HACHTU(DHUKATOP.

| 18.

YHUKAJIEH WAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU (IIEPOOPUPAHU/HEINNEP®OPUPAHN)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Komboglyze 2,5 mg/1 000 mg tabietku
CaKCarIuNTHH/METHOPMHH XHAPOXITIOPHT

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

|5.  JOPYro
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b. IUCTOBKA

42



JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManMeHTa

Komboglyze 2,5 mg/850 mg ¢puamupanu Tadiaerkn
cakcarnunTua/MeTdopmun xuapoxiopun (saxagliptin/metformin hydrochloride)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MPEIM 12 3all0YHeTe 1a MPpUeMAaTe TOBA JIEKAPCTBO,

Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

- 3amasere Ta3u JUCTOBKA. MoiKe /1a ce HaJO0XH Ja sl IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaliTe Bamus nekap, GpapmarieBT niu
MEIHNIIMHCKA CECTPa.

- ToBa JIeKapCTBO € NPENUCaHo €IUHCTBEHO U JINYHO Ha Bac. He ro nmpeorcrriBaiite Ha Apyru
xopa. To MOXke Jja UM HaBpEeJM, HE3aBUCUMO Y€ MPU3HAIUTE HA TSIXHOTO 3a00JIIBaHE Ca CHIIUTE
Kato Bamure.

- AKO TIONTyYnTe HAKaKBU HEXEJIaHU JIEKAPCTBEHH PEaKINH, yBeqoMeTe Barmms aexap,
(hapMareBT WM MEIUIIMHCKA cecTpa. ToBa BKIIFOUBA ¥ BCUYKH BH3MOXKHU HEIKEIIAaHU PEaKIIUH,
HEOIMCaHU B Ta3M JUCTOBKA. BrkTte Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kaxkso nipencrasisa Komboglyze u 3a kakBo ce u3mnosn3sa
KakBo Tpsi6Ba 1a 3Haete, npeau Aa npuemere Komboglyze
Kak ma mpuemate Komboglyze

Bb3MOXKHHU HEXKeETaHH PEaKIin

Kak ma cexpansiare Komboglyze

ChbpikaHne Ha OITAKOBKATA U JOITBJIHUTEIHA HHPOPMAIIUS

Uk wd P

1. Kakso npencrasasa Komboglyze u 3a kakBo ce u3no;a3Ba
ToBa nexapcTBO ChABPKA JBE Pa3INYHU CYOCTaHIIUN HapEUEHU:

CakcarnunTtus, KOMTO € OT KJlaca JIeKapcTBa, HapedeH! nHxuouropu Ha DPP-4 (maxuburopu Ha
TUTIENITHIMII-TIeNTHAa3a 4), U
MetdopmuH, KOWTO € OT KJlaca JIeKapcTBa, HApEYeH! OUTBaHUIIH.

W nBete mpuHaIeKaT KbM TpyIIaTa Ha JIEKapCTBaTa, HAPECUCHH ,,[IEPOPATHH aHTHINAOCTHU
cpeacTna’.

3a kakBo ce u3noaszsa Komboglyze
ToBa nekapcTBO ce M3MOJI3Ba 32 JICUCHNE Ha ONIPEesIeH BU 3aXapeH quabeT, Hap. 3aXapeH AuadeT
THII 2.

Kak aeiictea Komboglyze

U cakcarnmunTuH, 1 MeTOpPMUH TIOHWKaBaT KpbBHaTa By 3axap. Te nmpeau3BUKBaT MOBHINIABAHE HA
OTJIEJISTHETO HAa MHCYJIHMH ClIe]] MpueM Ha XpaHa. ChIIo Taka, MOHKABAT KOJMYECTBOTO 3aXap, KOSTO
ce obpazysa B Ts10T0 Bu. ToBa, Hapes ¢ moIbpikaHeTo Ha TueTa U pu3ndecKaTa akTHBHOCT,
crioMara 3a MoHIKaBaHe Ha KpbBHaTa Bu 3axap. ToBa iekapcTBO MOKe /1a ce M3M0I3Ba
CaMOCTOSTEITHO WJIA B KOMOWHAIUS C IPYTH aHTUINA0ETHU JIEKapCTBa, BKIFOYUTEITHO WHCYJIVH.

KOHTpOH’LT Ha }_'[I/Ia6eTa HN3HCKBAa CIIa3BaHC HA JUCTA U (bnanecxa AKTUBHOCT, 1OPU U KOraTo

MpueMaTe TOBa JIEKapCTBO. 3aTOBA € BAKHO JIa CIEABATe CHBETHTE Ha JICKAPs WIIM MEIUITMHCKATA
CECTpa OTHOCHO JiMeTaTa u Gusnuveckara Bu ak THBHOCT.
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2. Kakso TpsioBa 1a 3HaeTe, npenu 1a npuemere Komboglyze

He npuemaiite Komboglyze:

o aKo CTe aJlepru4HU KbM CaKCarilUNTHH, METQPOPMHUH WIN KbM HAKOSI OT OCTAaHAJINTE ChCTABKH
Ha TOBa JIEKapCcTBO (M30pOCHHU B TOYKA 6).
J aKO HSKOra CTe MMaJM CEpHO3Ha aJepruiHa peakus (peakysi Ha CBPbXUyBCTBUTEITHOCT) KbM

HSIKOE APYTro NOAO0OHO JEKapCTBO, KOETO IIpUEMaTe, 3a ja KOHTPOJIMpaTe KpbBHATA CH 3aXap.
CumnromuTe Ha CEpHO3HA aJepruyHa peakiyst Morat Aa ObAaT CIeIHUTE:

e 00puB;

® [IOAYTH YEPBEHH Y4acThLH 10 KoxkaTa Bu (kompuBHa Tpecka);

® [IOIyBaHE Ha JIULETO, YCTHUTE, €3UKa U I'BPJIOTO, KOETO MOXKE /14 IPUUMHU

3aTpYJHEHOUILIAHE WIIH MPETTbIIaHe.

AKO UMaTe Te3U CUMITOMH, CIIpeTe IpHeMa Ha TOBA JICKApCTBO M He3a0aBHO ce obajere Ha
Bamust nexap uiau MeIuIMHCKa CecTpa.

. aKoO HAKOra cre OWiM B 1uabeTHa Koma.

o aKo UMaTe HEKOHTPOJIHMpaH AradeT, HalpruMep C TEKKa XUTIEprIUKeMus (BHCOKa KpbBHA 3axap),
rajeHe, MoBpbIIaHe, Auapus, Obp3a 3aryba Ha TerJo, JJakTaTHa anuao3a (BUKTe ,,Puck ot
JaKTaTHA anuI03a’ Mo-I0y) Wi Ketoaruno3a. KeroamumosaTa € CbCTOSTHIE, TIPA KOETO
BEILIECTBATa, HAPEUCHU ,,KETOHHH TeNa™, ce HaTPyNBaT B KPbBTA U TOBA MOKE J1a JOBEE 10
nuabeTHa npexkoMa. CHUMOTOMHTE BKIIOYBAT OOJIKH B CTOMAaxa, y4eCTEHO U AbJIOOKO AUIIAHE,
CHHJIMBOCT WJIM HEOOWYaeH IUI0I0B apoMar Ha ibxa Bu.

o aKo MMaTe CHITHO HaMaseHa O0bOpevHa QyHKIUs Wik Npo0IeMu ¢ YepHHUs APO0.

o aKO HACKOPO CTE MPEKUBENN HH(PAPKT, aKO NMaTe ChbpACYHA HEIOCTATHYHOCT HITH CEPUO3HH
Mpo0OIIeMH ¢ KPHBOOOPAIIEHNETO, MIIK MMATe 3ayX, KOWTO MOKe /1a € Oejer Ha poOJIeMu Che
CBPLETO.

o aKo MMaTe TeKKa WHPEKIUS UIN cTe 00e3BOAHEHH (3aryOHITH CT€ MHOT'O TEYHOCTH).

. aKo KbpMHUTE (BHXKTE CBHILO ,,bpeMeHHOCT U KbpMeHe”).

. aKo THEeTe TOJIEMU KOJTMYECTBa aJIKOX0J (KaKTO BCEKH JIEH, Taka U OT BpeMe Ha Bpeme) (MoJIs

BHXKTE Touka ,,Komboglyze u ankoxoin”).

Axo HiIKOE OT I/I36pO€HPITe IIO-TOpPC BAXKHU 34 Bac, HE HpHCMaﬁTC TOBa JICKapCTBO. Axo He cTe CUT'YPHHU,
TOBOPCTE C JICKApA WIN Q)apMaueBTa CH, IIpeau Aa IMpueMeTe TOBA JICKAPCTBO.

IpenynpeskieHus 1 MpeINa3HU MEPKH:

Puck 0T 1aKTaTHA anmua03a

Komboglyze mosxe na npuuuHN MHOTO psijika, HO MHOT'O CEPHO3HA HEXXeJlaHa peakins, HapeueHa
JaKTaTHA alua03a, 0co0eHo ako OvOpenuTe Bu He pyHKIMOHUpAT NpaBHIHO. PUCKBT OT pa3BuTHE HA
JaKTaTHA ali03a Ce yBEeIMYaBa U NPU HEKOHTPOIUPAH IHA0ET, TEKKH HHDEKIMHU, TPOIBIDKUTEITHO
rJialyBaHe WU PHEM Ha allKOXOJI, eXUapaTanus (BIKTe o1le HHPOPMALIUS 1M0-10I1y), YePHOAPOOHH
NpoOJIEMH M BCSKAKBH CHCTOSIHUS, TIPH KOMTO YacT OT TSUIOTO MMa HaMaJIeHO CHa0/sIBaHE ¢ KHCIOPO]
(kKaTo OCTPO MPOTHYAIIA TEXKKA OOJIECT HA CHPIIETO).

AKo HsKOE OT U30pOEHUTE TIO-TOpe ce OTHAcs 3a Bac, ropopere ¢ Bamus nekap 3a TOMBJIHUTETHH
YKa3aHHA.

Cnpere npuema Ha Komboglyze 3a kpaTbk nepuoja ot BpemMe, ako uMate 3a00JisiBaHe, KOETO
MoOzKe J1a O'bjie CBbP3aHO ¢ AeXuapaTanus (3HaunTelIHa 3ary0da Ha TeJICCHH TeYHOCTH) KaTo TEKKO
NOBpPBILAHE, THAPHUs, TPECKa, U3JIaraHe Ha TOIUIMHA WIIH aKO TIHETEe T0-MaJIKO TEYHOCTH OT
HOpMastHOTO. ["'oBOpeTe ¢ Bamus jekap 3a JOIBIHUTEIHU yKa3aHUsL.

Cnperte npuema Ha Komboglyze u He3a6aBHO ce cBbp:KeTe € JJeKap HJIM Haii-0JiM3KaTa 00THULA,
AKO0 MMAaTe HSAKOU OT CHMIITOMHUTE HA JIAKTATHA al1/103a, Thi KaTO TOBAa ChbCTOSIHUE MOXKE J1a
JI0BeJie 10 KOMa.

CuMNTOMHTE Ha JIAKTAaTHA alli103a BKITIOYBAT:

. MOBPBIIIAHE,;
. Oosku B cToMaxa (KOpeMHH O0JIKN);
. MYCKYJIHU CIIa3MH;
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. 001110 ycelane 3a Hepa3moJIoKeHHE, MPUIPYKEHO C TEXKKA yMOopa,
. 3aTpyAHEHO JHIIAHE,
= MOHMKEHA TeJIeCHa TeMITepaTypa u MmyJic.

JlakTaTHaTta anua03a € ChCTOSIHUE, U3UCKBAIIO CIIEITHA MEJUITUHCKA TIOMOIIL, ¥ TPsIOBa Jia ce JIEKyBa B
OoJHHIIA.

T'oBopere ¢ Bamms nekap He3ab0aBHO 3a TOMBIHUTEIHH YKA3aHUS:

o aKo € yCTaHOBEHO, Y€ CTPaJaTe OT HACIEACTBEHO TeHETHYHO 3a00IIBaHe, TIOBIIHSBAIIO
MUTOXOHJPUUTE (KOMIIOHEHTUTE, KOUTO MPOM3BEKAAT CHEPTHUS B KJICTKHUTE), KATO CHHAPOM Ha
MUTOXOHJIpUANIHA eHIe(aonaThs ¢ JaKTaTHa alun03a u uHcynTonogoonu enuzonn (MEJIAC
CHH/IPOM) WM HACJICJCTBECH AnaleT U riiyxoTa 1o Maitunna aunust (Maternal inherited diabetes
and deafness, MIDD).

o aKo MMaTe HAKOM OT Te3W CHUMITTOMH CJIe]T 3aII0YBaHe Ha JICYeHUE ¢ MET(HOPMHH: TPUIIATBK,
HaMaJICHH TI03HABATEIHN CIIOCOOHOCTH, 3aTPYAHCHH JIBIDKCHHUS HA TSUIOTO, CHMIITOMH,
MOKAa3aTeNHH 3a yBpEeXJaHe Ha HepBUTE (Harp. O0JIKa MM U3TPBIIBAHE ), MUTPEHA U TIIyXOTa.

IIpenu na 3amounete na ynorpedssare Komboglyze, roBopere ¢ Bamus jiekap wiu gpapManesT:

. aKo umare 3axapeH nuader Tum 1 (opranu3mMbT Bu He 00pa3yBa uHCYJIMH). ToBa JI€KapcTBO HE
TpsiOBa J1a ce M3MOJI3Ba 32 JICUCHUE Ha TOBA ChCTOSIHHUE.

o uMare WM CTe MMai 3a00JsIBaHe Ha MaHKpeaca.

o aKo MpHeMaTe UHCYJIUH WK aHTUINA0ETHO JIEKapCTBO, M3BECTHO KATO CyNI(aHUITypecH

NPOAYKT, BammsT nekap Moxke a peri 1a HaMaiu J103aTa Ha WHCYJIMHA WIH Ha
cyndaHnTypedHIS IPOIYKT, KOTaTO IO U3MOJ3BaTe C TOBA JIEKAPCTBO, 32 JIa Ce N30eTHAT HUCKH
HUBA Ha KpbBHATA 3axap.

o aKo CTe UMaJlu aJepruyHa peakiys KbM KOETO U Ja € IpyTo JEKapcTBO, KOETO NIpUeMare 3a
MOHM)KaBaHe Ha KPbBHATA CU 3axap.

o aKo rMate IpoOlIIeM ChC 3aliTaTa Ha OpraHu3Ma cpelry HHQEKINU HiIH [IpueMare JIEKapcTBo,
KOETO MOJKE J1a s IOTUCHE.

o aKo CTpajate OT ChbpAeYHa HEOCTATHYHOCT MITM UMaTe JAPYTH PUCKOBH (DAaKTOPH 32 pa3BUTHE

Ha ChpJ/ieYHa HEJOCTAaThYHOCT, KaTO HanpuMmep npodiemu ¢ Ob0pennte. Bamust nekap e Bu
OTIMIIIE MPU3HAIIUTE U CUMIITOMUTE Ha ChPJICYHA HEAOCTATHYHOCT. AKO TOJIYYUTE HIKOU OT
TE3W CUMIITOMH, TPsAOBA BeiHAra Jia ce obaauTe Ha Barus nekap, hapMarieBT WM MeUIIMHCKA
cectpa. CUMIITOMHUTE MOKE /1a BKIIFOYBAT, HO HE Ce OTpaHMYaBaT JI0 3aCHIBAHE Ha 33yXa,
0bp30 NMOBHUIIIABAHE HA TETJIOTO U MOyBaHE HA Kpakara (OTOK Ha KpakKara).

Axo Bu ce Hajiara 1a npeThpIIMTe CEpHO3HA oneparys, TPOBa 3ab/DKUTEIIHO Jla CIIpeTe MpreMa Ha
Komboglyze o Bpeme Ha 1 U3BECTHO BpeMe Clie]T poLieAypaTta. BammsaT gekap 1ie penru Kora
Tpsi0Ba J1a cripeTe M Kora Jia Bb30OHoBHUTE JieueruneTo ¢ Komboglyze.

JlnabeTHHTE KOXKHU JIS3UH Ca YeCTO YCIOKHEHUE Ha auadeTa. [Ipu mprem Ha cakcariMnTiH, KakTo U
Ha OIpe/IeIeH! aHTUIMa0CTHH JIEKapCTBa OT ChIIHSA KJIac, € HaOII0aBaHO pa3BUTHE Ha OOPHBH.
CrenBaiiTe IPeNOPHKUTE 3a TPHKH 3a KOKaTa U Kpakara Bu, kouto BammusT exap nim MeIUIIMHCKA
cectpa ca Bu namu. Cbpkete ce ¢ Bammms nekap, ako OTKpreTe MeXypH 0 KOXKaTa, Thil KaTo TOBa
MOe J1a ObJie CHMITOM Ha 3a00JIsiBaHe, HapedeHo Oyo3eH nemdurony. Bammsr nexap moxe 1a Bu
Kake J1a ciperte npuema Ha Komboglyze.

AKO HSKOE OT U30pOCHUTE TIO-TOpe BayKH 3a Bac uiu He cTe cUTypHU, KOHCYJITHpaiiTe ce ¢ Bammis
nexap uiu papManeBT, Ipeau 1a 3al04YHeTe Ja IpueMare ToBa JIEKapCcTBo.

H3caeapane Ha 0bOpeyHaTa PyHKIUSA

[lo BpeMe Ha JIe4eHUETO C TOBa JIEKapcTBO, BammsaT jekap mie nmposepsiBa 0b0peunara Bu ¢ynkuus
MIOHE BEIHBK FOJUIIHO HIIH [0-4€CTO, aKO CTE B CTap4ecKa Bb3PacT /MM ako UMaTe BIIOLICHA
O0bOpeuHa QyHKIHS.

Jeua v roHOIIN
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He ce npenoprusa npuem nHa Komboglyze npu mera u roromm Ha Be3pacT moj 18 rogunu. He e
W3BECTHO JIAJIA TOBA JICKAPCTBO € OE30IMacHO U ePUKACHO MPH JIella U FOHOIIHM Ha Bh3PACT O/
18 romunm.

Jpyru aekaperBa u Komboglyze

Axo Tps6Ba 1a Bu 6b1¢ IocTaBeHa HHXKEKITHS ¢ KOHTPACTHO CPEACTBO, ChABPIKAIIO MO, B
KPBHBOOOpAIIIEHHETO, HATPUMEP B KOHTEKCTa Ha PEHTTEH WM CKeHep, Tps0Ba Ja cripeTe mpreMa Ha
Komboglyze npean wnu mo BpeMe Ha MHKEKIUsITa. Bamusar ekap 1ie pemn kora TpsiOBa J1a cripere u
Kora Jia Bb300HOBHUTE JledeHneTo ¢ Komboglyze.

Tps6Ba na kaxere Ha Bamms nexap wim gapmaieBT, ako IpueMare, HaCKOpO CTE MPUEMalll WK €

BB3MOJKHO J1a ITpUeMaTe APYTH JiekapcTBa. Moske 1a ce HaJIOXKHM IT0-4ECTO Jla C€ M3CJIe/IBa IIII0K03aTa B

KpBBTa U (QYHKIIMOHUPAHETO Ha OBOpenuTe Wi Bammsar nekap Moxe 1a KOpUTrupa 103aTa Ha

Komboglyze. M3kmounTenHo BaKHO € 1a CIIOMEHETE CIECAHOTO:

- [IUMETHINH, JIEKapCTBO, U3IOJI3BAHO 3a JICYEHHE Ha CTOMAITHH IPOOIeMH.

- KETOKOHA30J]1, KOWTO ce U3I0J3Ba 32 JieueHHe Ha M’bOMYHH HH(EKIIHH.

- Oponxoaminararopu (0eTaz-arOHUCTH ), KOUTO CE M3MOJI3BAT 3a JICUCHUE Ha acTMa.

- JUIITHA3eM, KOWTO Ce U3IM0JI3Ba 3a MOHMWKaBaHe HA BUCOKOTO apTEpUAITHO HaJlsiTaHe.

- pubaMIUINH, aHTHOMOTHK, KOWTO ce U3IOJI3BA 3a JIeueHHe Ha WH(EKIINU KaTo TyOepKyno3a.

- KOPTHKOCTEPOU/IN, KOUTO CE M3IIOJ3BAT 32 MOTUCKAaHE Ha BB3MAJIEHUETO IPH 3a00JIsIBaHMUS KaTO
acTMa WM apTpUT.

- kapOaMasenuH, peHoO0apOouTal Wik PEHUTOMH, KOMTO CE U3II0JI3BAT 32 JICUCHUE HA T'bPUOBE WU
Ha XpOHUYHA 0OJIKA.

- JIeKapCTBa, KOUTO YBEJIMYaBaT OTACISIHETO HA ypUHA (AUYPETHUIIN).

- JIeKapcTBa, M3MOJI3BaHN 3a JiedeHne Ha Oonka u Bp3nanenue (HCIIBC u COX-2 uaxuburopw,
Kato HOynpodeH 1 MeeKOKCHO).

- HSKOM JIEKapCTBa 3a JICYCHNE Ha BUCOKO KpbBHO HaysiraHe (A CE-nHXMOUTOpH 1 aHTHOTEH3WH
II penenTopHu aHTarOHUCTH).

AKO HKOE OT U30pOCHUTE NIO-TOpe BayKH 3a Bac wiu He cTe cUrypHHU, KOHCYJITUpaiiTe ce ¢ Bamms
JeKap win (papManeBT IIpeiu a 3all0YHeTe J1a IpUeMaTe TOBa JIEKapCTBO.

Komboglyze ¢ ankoxoa

W30srBaiiTe npekoMepHaTa ynoTpeda Ha alkoxodl 1o Bpeme Ha rpuema Ha Komboglyze, Twit kato
TOBA MOJKE J[a YBEJIMYM PHCKa OT JaKTaTHA alu/03a (BIKTE ToUKa ,,[Ipeaynpexienns u npeanasu
MEpPKH‘).

BpeMeHHOCT 1 KbpMeHe
He npuemaiite ToBa JiekapcTBO, aKO CTE OpEeMEHHA MM MOXKe Jla 3abpemeHeeTe. [IpuunHara 3a ToBa e,
ye Komboglyze moxe 1a moenusie Ha 6ebeTo.

He npuemaiite ToBa 1€KapcTBO, aKO KBPMUTE WIIM Bb3HamepsiBaTe 1a KbpMute. IIpuunnaTa 3a ToBa €,
Yye MaJIKH KOJIMYECTBa MET(HOPMHUH ITPEMUHABAT B KbpMaTa.

ITochBeTBaiiTe ce ¢ Barms jekap unu papmaiieBT npeau ynorpedaTa Ha KOSTO | Ja € JIEKapCTBO.

Hlopupane u padora ¢ MAILIMHK

Cakcarnuntu 1 MeTOPMHH UMAT IPEHEOPEKUMO BIIUSHUE BBPXY CIIOCOOHOCTTA 3a IOQHUpaHe U
pabota c MamMHU. XHUITOTJIIMKEMUITAa MOXKe J1a 3acerHe crocoOHocTTa Bu 1a modwupare u 1a padoture
C MalllMHH, KaKTO U cTabuiaHata Bu no3a no BpeMe Ha paboTa, a Ipy NpUEM Ha TO3H JIEKapCTBEH
MPOJYKT 3a€JHO C APYTH JIEKAPCTBEHU MPOIYKTH, 32 KOUTO € U3BECTHO, Y€ MPEM3BUKBAT
XHUITOTIIMKEMUS — KaTO HHCYJIMH U CylipaHUIypeiHN MpenapaTy, MOXe Jia ce pa3BHE TaKapa.

3. Kaxk na npuemate Komboglyze
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Bunaru npuemaiite ToBa JIEKapCTBO TOYHO KakTO Bu e ka3zanm Bammusar ekap. AKo HE CTE CHTYPHH B
HeIo, monuTaiTe Bamms nekap wimm papmaneBT.

Axo Bammsr nexap Bu npennuiine ToBa JIeKapcTBO 3a€IHO ChC CYJI(haHMITYPEeeH Npenapar Wi C
WHCYJINH, He 3a0paBsiiTe /la mprueMaTe Te3! JIeKapcTBa TOYHO Taka, KakTo Bu ru e nmpennmcan Bammst
JeKap, 3a Ja MOCTUTHETe Hail-oOpHTe 3a CBOETO 3/IpaBe PE3yJITaTH.

Kouako n1a npuemare

e KonmyecTBOTO OT TOBa JIEKAPCTBO, KOETO 1€ IpHUEMaTe, 3aBUCH OT BaieTo chCTosHIE, H OT
Jo3uTe MET(HOPMIH, W/ HITH CAMOCTOSITEITHUTE TA0JIETKH CAKCATJIMIITHH W METQOPMUH, KOUTO
npruemMare KbM MOMeHTa. Bammst nekap me Bu kake kakBa e TOUHaTa 7j03a OT TOBa JIEKapCTBO,
KOsITO TpsIOBa 1a mpuemare.

e [IpenopbunTenHara 103UPOBKA € eqHa Ta0lIeTKa ABa MbTH JHEBHO.

Axko nmare HamasieHa ObOpedHa GyHKIws, Bammsat nexap moxe na Bu npeanuie mo-Hicka /103a.

Kak na npuemare ToBa JieKapcTBO

e ToBa JeKapcTBO ce mprema npe3 ycrarta.

e [Ipuemaiire ToBa JiekapCTBO MO BpeMe Ha XpaHEHE, 3a ]a HAMAJIUTE PUCKA 32 CTOMAIIHO
HEpasIoJIoKEeHHE.

JAuera u pu3nvYecKu HATOBAPBAHUSA

Jopu nokxaTo mpuemMaTe TOBa JIEKapCcTBO, 32 KOHTpOIHpaHe Ha fuadeTa Bu e BakHO 11a cria3BaTe queTa
1 J1a cTe (pU3MYecKy akTUBHU. 3aTOBa € BAYKHO J]a MPOIBIDKHUTE Ja ClIa3BaTe ChBETUTE HA JIeKaps U
MEMIIMHCKATA CH CECTpa OTHOCHO JTUeTaTa U (PU3NUCCKUTE HATOBApBaHUs. AKO B YaCTHOCT CTE Ha
JIMEeTa 32 KOHTPOJI Ha TEJICCHOTO TErJI0, TPSOBA Jla MPOoIbJKaBaTe Ja s Clla3Bare, IOKaTo MpueMaTe
TOBA JICKapPCTBO.

AKo cTe nipuesiu noBeye oT HeodOxoaumaTta ao03a Komboglyze
Ako cte puenu noBede Tabnetkn Komboglyze oT HeoOxomumMoTo, He3a0aBHO TOBOPETE C JIeKaps CH
WK OTHJIETe B OoNHUIA. B3eMeTe omakoBKaTa OT JIEKAPCTBOTO ChC cede CH.

AKko cte npomycHaau a1a npuemere Komboglyze

o AKo cTe NpoIycHalu €/JHa 1032 OT TOBA JIEKAPCTBO, B3EMETE 51 BEIHAra I1[OM CH CIIOMHUTE. AKO
o0aue Beue € BpeMe 3a IIpueM Ha ciiesiBaiiata Bu 103a, He mpueMaiite nporycHaTarta, a HalpaBo
IpueMeTe clle/iBallla CU 103a B 00U4aliHOTO BpeMe.

o He B3umaiite nBoiiHa 103a OT TOBA JIEKAPCTBO, 32 J]a KOMIIEHCHpATe MPOITyCHATAaTa.

Ako cnpere npuema Ha Komboglyze
IIpoxpmxere mpuemMa Ha TOBA JIEKAPCTBO, JoKaTo Bawmmar nexap He Bu kaxe na crpere. Tosa e
CIIOMOTHE Jia KOHTpOJIMpaTe HUBaTa Ha KpbBHaTa Bu 3axap.

AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TO3U MPOIYKT, MOJIS
nmonuTaiTe Bamms mekap wim Gapmarest.

4, Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HCIKCIAHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKH I'l TIOJTy4aBa.

TpsidBa 1a npekpaTUTe MpUEMa Ha TOBA JIEKAPCTBO U He3a0aBHO 1a yBenoMuTe Bamus nekap,

aKo 3a0eJie;KUTe HIAKOS OT CJIETHUTE CEPHO3HH HEXKeJTAHN PeaKIUM:

. JlakraTHa anumo3a, Komboglyze mosxe na moBese 10 MHOTO psiika (Moske 1a 3acerte a0 1 Ha
10 000 mgymm), HO MHOTO CEpHO3HA HEXKEJIaHa PeaKLusl, HapeueHa JJaKTaTHa alua03a (BIKTE
ToYKa ,,JIpenynpexaeHus 1 mpeAna3sHu MepKH ). AKO TOBa ce CIIy4H, TpA0Ba 3aIbJDKUTEIHO 12
cnpere npuema Ha Komboglyze u He3a6aBHo 1a ce cBbpiKeTe ¢ JIeKap WM Hali-01M3KaTa
00THMIIA, THII KaTO JJaKTaTHATA alli/103a MOKE J1a TOBEZE 0 KOMA.
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o CujHa 1 mocTosiHHA 00JIKa B KopeMa (KopeMHaTa 00J1acT), KOSITO MOKe Jla CTUra J1o repoa,
KaKTO M Ta/IeHE U MTOBPBINAHE, 3alI0TO TOBAa MOJKE J]a Ca CHMITOMH Ha BB3IAJICH ITaHKpeac
(TmaHKpeaTHT).

TpsOBa na ce obaauTe Ha Bamus nekap, ako MOJyduTe ClieIHATa HeXeNaHa JIeKapCTBeHa PeaKIIvs:
° CHJIHA CTaBHA OOJIKa

JApyru Hexenanu peakuuu Ha Komboglyze BkirouBar:

Yectu (morart na 3acernat 10 1 na 10 mgymm)

o riaBoOoJme

0OJKM B MYCKYJNHTE (MUAAITHH)

MOBPBIIaHE WIIM HAPYIIEHO XPAaHOCMUIIaHE (IUCTIETICHS)

WH(pEKINY Ha MTMKOYHHUTE MhTUIIA (MHPEKINH Ha YPUHAPHUS TPAKT)

MH(EKINY Ha TOPHUTE AUXATEIHU THTHILA

Bb3MaJICHHE Ha HOCA WM I'bPIIOTO KAaTO MPU HACTHHKA

Bb3NaJIcHHE Ha cTOMaxa (racTpUT) WM YepBaTa, OHSIKOTa B Pe3yiTaT Ha HHPEKIHS
(racTpoeHTEpHT)

WH(EKINN Ha CHHYCHUTE, TTOHSIKOTAa C YyBCTBO HA 0OJIKa M TeXeCT 3a]] Oy3uTe U 0OUnTe (CHHY3HT)
HOBHUIIEHO 00pa3yBaHe Ha Ta30Be

3aMaiiBaHe

yMopa (OTIa{HaAJIOCT)

Heuectu (Morat aa 3acersar g0 1 va 100 mymim)
o 0OJKHM B CTaBHUTE (apTPAJITHH)
o 3aTPYAHCHO TOTyYaBaHe WU 3aIbPXKAHE HA ePEKIUs (epeKTHITHA TUChHYHKITHS)

Hexenann Pe€aKIMH NPH NIPpHEM HA CAKCATJIMIITHH CAMOCTOATEIHO!:

Yectu
. 3amaiiBaHe
o yMopa (OTIIa{HaIIOCT)

Heskenanu peakuuu npy npueM Ha CAKCATJIMITHH CAMOCTONATETHO WJIH B KOMOUHALIUS:

C Heu3BecTHA 4ecTOTa (OT HAJIMYHUTE JJAHHU HE MOXe Jia Ob/iec HAlpaBeHa OI[CHKA Ha YeCTOTaTa):
e 3areK
e MexypH 1o Koxara (0yio3eH neMpuronn)

ITpu HIKOM MalMeHTy € HaOIr01aBaHo JIEKO MOHMKAaBaHe Ha Opost Ha onpeaesieH BU Oenn KpbBHU
KJIETKH (TUMQOIMTH), KOETO C€ YCTaHOBSIBA MPU U3CJIeIBaHE HA KPBB, KOTATO CAKCATIUITHH Ce
W3M0JI3Ba CAMOCTOATEIIHO I B KOMOWHANMs. B ombiiHeHre, HAKOH MAllMeHTH ChOOIIaBart, 4e Mpu
MIpHEM Ha CaKCarJIMITUH pa3BUBAT OOPHUBH U KOKHU PEAKLINHU (CBPBXUYBCTBUTEIHOCT).

B nepuona cien pasperiaBade 3a ynorpeda Ha CaKCariUITHH, Ca ChbOOLICHU TOTBIHUTEITHH
CTpaHUYHH e(EeKTH, KOUTO BKIIOUBAT CEPHO3HH HEXKEJIAaHHU Peakuuu (aHaduiIakcus) v IoAyBaHe Ha
JIMLETO, YCTHUTE, €3UKa U I'bPJIOTO, KOETO MOXKE /12 IPUYMHHU 3aTPYAHEHO AUILIAHE WIH MPErIbIIaHE.
AK0 UMaTe alepruiHa peakiys, clpeTe IprueMa Ha TOBa JISKAPCTBO U He3a0aBHO Ce CBBPIKETE C
Bamws nekap. Bamust nekap Moxe 1a Bu npeanuiiie gekapcTBO 3a JICUEHUE Ha aJIEpruyHaTa peakius
U JIpyro JekapcTBo 3a Bamms aualer.

He:xenanm peaknuu npyu npueM camo Ha MeT(OpMUH:
Msuoro 4ectu (Morat aa 3acersat noseue ot 1 Ha 10 xyrim)

o rajieHe, MOBpbIIaHe

. JIuapys Wi OOJIKH B cTOMaxa
o JIMIICA HA areTUT

Yectn

o METaJIeH BKyC B ycTara
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o TIOHW>)KEHU WJIM HUCKH HUBA Ha BUTaMHH B12 B kpbBTa (CHMIITOMHTE MOXKE JIa BKJIIOYBAT
npekoMepHa yMopa (M3TOIIEHHE), BB3MAJICH U 3aUepBEeH 31K (TIIOCHT), yCeIllaHe 3a UTTTHYKN
(mapecTe3usi) wiau Oyea WK JXbJITSHUKaBa Koxka). BamusT nekap moxxe na Bu Ha3Hauun HIKOU
W3CJIC/IBAHMS, YPE3 KOUTO JIa YCTAHOBU MPUYMHATA 33 TE3U CUMITTOMH, 3AIIOTO HAKOU OT TSIX
Morar Aa ObJaT IPUYINHEH! OT TUabeT WK J1a ce AbJDKAT Ha PYTH, HECBBP3aHH C HETO
3IpaBOCIOBHH IMPOOTIEMHU

MHoro penku
o npobieMu ¢ YepHus ApoO (XemaTur)
. 3avepBsBaHE Ha Kokata (0OpHB) W ChpOEK

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKO TIOITyYuTe HAKaKBU HEXEJaH! JIEKAPCTBEHH PEaKIvH, yBenroMere Bamms nexap, hapmaneBT wim
MEINIMHCKA cecTpa. ToBa BKIIFOUBAa BCHYKH BH3MOXKHH HEOIMCAHHU B Ta3W JUCTOBKA HEXKETaHH
peakuu. MoxeTe ChIIO J1a ChOOIINTE HEXKENaH! PeaKkluy TUPEKTHO Ype3 HallMoOHaTHAaTa CHCTeMa 32
choOIaBane, mocoueHa B [lpunokenue V. Kato cpobiiaBare HexXelIaHU peakivy, MOKETe Ja JajieTe
CBOS MPUHOC 32 TIOJy4YaBaHe Ha MoBede HH(OPMAIUs OTHOCHO 0€30TIaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak n1a coxpansiBate Komboglyze

Jla ce chxpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a JIClia.

He uzmomn3BaiitTe TOBa JIEKapCTBO CJeJl CPOKa Ha TOHOCT, OTOENA3aH BhpXY OJMUCTepa  KapTOHEHATa
OITaKOBKa ChOTBETHO cien ,,EXP” u ,,'onen 10:”. CpoKbT Ha TOAHOCT OTTOBaps Ha MOCIICIHUS JICH OT
ITOCOYEHUS MECEIL.

Ha ce cexpanssa mox 25°C.

He mn3non3BaiiTe ToBa JICKapCTBO, aKO 3a6ene>1<HTe, Y€ OIlaKOBKaTa € NoBpE€AcHa Wi € CbC CIICAU OT
BMCHIATCICTBO.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apMalieBT Kak j1a U3XBBPIISTE JIEKapCcTBaTa, KOUTO Bede He M3MNo3Bare. Te3n
MEpPKH L€ CLIOMOTHAT 3a OIa3BaHE HAa OKOJIHATA CPeaa.

6. Chbabp:kaHue HA OIAKOBKATA M JOIbJIHUTETHA HH(pOpManus

KakBo chabp:xa Komboglyze

AKTUBHH BEIIECTBA CAKCATIUIITHH U METHOPMHUH XUAPOXIIOPH/I.

Besika pumvupana TabneTka chabpika 2,5 mg cakcariunTHH (KaTo xuapoxiopun) u 850 mg

MeT(HOPMUH XUAPOXIOPHU].

Hpyru cbcTaBku (IIOMOIIHY BELIECTBA):

° Snpo Ha Tabnerkara: mosunon K30, marnesues creapar.

° DUIMOBO MTOKPUTHE: TOTUBUHUIAIKOXO0JI, Makporo 3350, tutanoB auokuca (E171), Tank
(E553b), uepreH xkenezen okcua (E172), xbat xkenesen oxcua (E172).

. MacTuiio: menaxk, HHIUro-KapMuH amymuHueB Jak (E132).

Kak usraexna Komboglyze n kakBo chabpska onakoBKaTa

o Komboglyze 2,5 mg/850 mg ¢unmupanu Tadbnetku (,,radiaeTku’) ca cBETIIO KadsiBU 10 Ka(siBU
1 KPBIJIM, C HAIIKC ChC CUHBO MACTHIIO ,,2,5/850” oT eaHara crpaHa u ,,4246” OT npyrara.
o Komboglyze ce npeniara B anymununesu oauctepu. OnakoBkute ca ot 14, 28, 56 u

60 ¢punMupanu TabaeTKH B HenepopupaHu OIUCTEPH, TOJIEMHU ONAKOBKH, Chabpxarmu 112
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(2 omakoBkm o1 56) u 196 (7 omakoBku ot 28) huUIMHUpaHU TaOJIETKH B HerrepHOpHUpaHH

onmuctepu, u 60x1 ¢uamupanu TabneTku B nepGopHpaHy €IHOJ030BU OJIUCTEPH.

He BcuukM BHAOBE OITAKOBKH MOTaT Ja 6’I>IlaT ITyCHAaTU B npoz[a>I<6a BBB Baiara CTpaHa.

IIpurexkaTten Ha pa3pelIeHHETO 32 YNOTpeda

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

IIpousBoauren

AstraZeneca AB
Gartunavagen
SE-152 57 Sodertdlje
Isenus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

Cheshire

SK10 2NA
BenukoOpuranus

3a nonbJIHUTETHA HHOPMAIIHS OTHOCHO TOBA JIEKapCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: #4322 37048 11

Buarapus
Acrpa3eneka boarapus 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

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

Espafia

AstraZeneca Farmacéutica Spain, S.A.

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: +431711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.



Tel: +34 91 301 91 00 Tel.: +48 22 24573 00

France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 141 29 40 00 Tel: +351 21 434 61 00
Hrvatska Roménia

AstraZeneca d.0.0. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
Island Slovenské republika
Vistor AstraZeneca AB, 0.z.
Simi: +354 535 7000 Tel: +421 25737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010
Kvbzpog Sverige

Aléxtop Dappokevtic Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

IIaTa Ha MOCJIECAHO MpepasrjeKaane Ha JUCTOBKaTa

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBata http://www.ema.europa.eu
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManMeHTa

Komboglyze 2,5 mg/1 000 mg ¢puamupanu TadaeTkn
cakcarnunTua/MeTdopmun xuapoxiopun (saxagliptin/metformin hydrochloride)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MPEIM 12 3all0YHeTe 1a MPpUeMAaTe TOBA JIEKAPCTBO,

Thil KaTO TH ChABbPKA BaxHa 3a Bac undgopmanms.

- 3amasere Ta3u JUCTOBKA. MoiKe /1a ce HaJO0XH Ja sl IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaliTe Bamus siekap, papmarieBt nim
MEIHNIIMHCKA CECTPa.

- ToBa JIeKapCTBO € NPEeINUCaHo eIUHCTBEHO U JINYHO Ha Bac. He ro npeorcrriBaiite Ha Apyru
xopa. To MOXke Jja UM HaBpEeJM, HE3aBUCUMO Y€ MPU3HAIUTE HA TSIXHOTO 3a00JIIBaHE Ca CHIIUTE
Kato Bamure.

- AKO TIONTyYnTe HAKaKBU HEXEJIaHU JIEKAPCTBEHH PEaKINy, yBeqoMere Barmms jgexap,
(hapMareBT WM MEIUIIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKU Bh3MOXKHU HEKEJIaHU PEaKIIUH,
HEOIMCaHU B Ta3M JUCTOBKA. BrkTte Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kaxkso nipencrasisa Komboglyze u 3a kakBo ce u3mnosn3sa
KakBo Tpsi6Ba 1a 3Haete, npeau Aa npuemere Komboglyze
Kak ma mpuemate Komboglyze

Bb3MOXKHHU HEXKeETaHH PEaKIun

Kak ma cexpansiare Komboglyze

ChbpikaHne Ha OITAKOBKATA U JOITBJIHUTEIHA HHPOPMAIIUS

Uk wd P

1. Kakso npencrasasasa Komboglyze u 3a kakBo ce u3noJi3Ba
ToBa nexapcTBO ChABPKA JBE Pa3INYHU CYOCTaHIIUN HapEUEHU:

CakcarnunTtus, KOMTO € OT KJlaca JIeKapcTBa, HapedeHH nHxuoutopu Ha DPP-4 (maxubutopu Ha
TUTIENITHIMII-TIeNTHAa3a 4), U
MetdopmuH, KOWTO € OT KJlaca JIeKapcTBa, HApEYeH! OUTBaHUIIH.

U nBete mpuHaIeKaT KbM TpyIIaTa Ha JIEKapCTBaTa, HAPECUCHH ,,[IEPOPATHA aHTHINAOSTHU
cpeacTna’.

3a kakBo ce n3no3Ba Komboglyze
ToBa nexkapcTBO ce M3IOJI3Ba 32 JICUCHNE Ha ONIPEEsICH BU 3aXapeH quabeT, Hap. 3aXapeH auadeT
THII 2.

Kak aeiictea Komboglyze

U cakcarnmunTuH, 1 MeTOpPMUH TIOHWKaBaT KpbBHaTa Bu 3axap. Te npeau3BUKBaT NOBHIIAaBAaHE HA
OTJIEJISTHETO HAa MHCYJIHMH ClIe]] TpueM Ha XpaHa. ChIIlo Taka, MOHMKAaBaT KOJMYECTBOTO 3aXap, KOSATO
ce obpazysa B Ts10T0 Bu. ToBa, Hapes ¢ moIbpikaHeTo Ha TueTa U pu3ndecKaTa akTHBHOCT,
crioMara 3a MoHIKaBaHe Ha KpbBHaTa Bu 3axap. ToBa iekapcTBO MOKe /1a ce M3MO0I3Ba
CaMOCTOSITEITHO WJIM B KOMOWHAIUS C IPYTH aHTUINA0ETHU JIEKapCTBa, BKIFOYUTEITHO WHCYJIVH.

KonTponsT Ha quabera H3UCKBA ClIa3BaHe Ha JAueTa U (PU3MUYECKa aKTUBHOCT, IOPU B KOTaTo
MpreMaTe TOBa JIEKapCTBO. 3aTOBA € BA)KHO JIa CJIeABATE CHBETHUTE Ha JICKapsI WA MEAUITMHCKATA
CECTpa OTHOCHO JiMeTara u Gusnveckara Bu akTHBHOCT.

2. KakBo Tpsi6Ba 1a 3HaeTe, npenu 1a npuemete Komboglyze
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He npuemaiite Komboglyze:

o aKO CTC QJICPTUYHH KbM CAKCaTJIUITUH, MET(QOPMHUH WIN KbM HIKOS OT OCTAHAIIMTE ChbCTABKH
Ha TOBA JIEKAPCTBO (M30pOEHH B TOUKA 6).
o aKO HSKOTra CTe MMAJI CEpHO3HA aJlepruvHa peakiusl (Peakius Ha CBPbXUyBCTBUTEITHOCT) KbM

HSKOE IPYT0 MOJ00HO JEKapCTBO, KOETO IIpUeMaTe, 3a a KOHTPOJIUpaTe KPhbBHATA CH 3aXap.
CHUMITTOMHTE Ha CEPHO3HA AJICPTUYHA PEAKIIMSI MOTAT J1a ObJaT CICTHUTE:

e 00puB.

® [IOJyTH YEPBEHU y4JacThIU 1O KokaTa Bu (KompuBHA Tpecka).

e [I0/lyBaHE Ha JINIIETO, YCTHUTE, €3WKa U T'bPIIOTO, KOETO MOKE /1a TPHIUHH 3aTPyTHEHO

JIUIIIaHE WK TIpETIIbINaHe.

AKO uMare Te3u CUMIITOMH, CIIPeTe IprueMa Ha TOBa JICKapCTBO U He3a0aBHO ce 00ajieTe Ha
Bamus iekap wim MEITUITMHCKA CeCTpa.

. aKo HsKOra cTe OMjIM B 1rabeTHa KoMa.

. aKo MMaTe HEKOHTPOJIHPaH MuabeT, HapuMep C TeXKa XUTIEPTIInKeMus (BUCOKa KphBHA 3aXap),
rajieHe, MoBphIIaHe, Anapus, Obp3a 3ary0a Ha Terjo, JaKTaTHa aruao3a (BIXKTe ,,Puck ot
JaKTaTHA anuI03a’ Mo-I0y) Wi Ketoaruno3a. KeroamnumosaTa € cChbCTOSHIE, TIPA KOETO
BelIeCTBaTa, HAPEUCHH ,,KETOHHH Teja“, Ce HaTPyIBaT B KPbBTa M TOBA MOXKE J1a IOBEIE 10
nuaberHa npexomMa. CUMIITOMUTE BKJIFOYBAT OOJIKU B CTOMaxa, YY€CTEHO U IbJIOOKO JHIIaHE,
CHHJIMBOCT WJIM HEOOWYaeH IUI0I0B apoMar Ha ibxa Bu.

o aKo MMaTe CHIIHO HaMayieHa ObOpevHa (yHKITHS HITH POOIEMH C YepHUS AP00.

o aKO HAaCKOPO CTE MPEKUBEIN HH(PAPKT, aKO UMaTe ChbpACYHA HEOCTAThYHOCT MM CEPUO3HU
MpoOJIeMH ¢ KPHBOOOPAIIEHUETO, HITK MMaTe 3ayX, KOUTO MOKe /1a € Oener Ha mpoOieMHu ChC
CBpLETO.

o aKo MMaTe TeXKa HHPEKIHSI WK CTe 00e3BOJHEHH (3aryOrIN CTe MHOT'O TEYHOCTH).

. aKo KbpMHUTE (BHXKTE CBHILO ,,bpeMeHHOCT U KbpMeHe”).

o aKo ITMETE TOJIEMH KOJIMYECTBA AJIKOXOJI (KAaKTO BCEKH JIeH, TaKa U OT BpeMe Ha Bpeme) (MoJIs,

BIKTE TOUYKa ,,Komboglyze u axxoxon™).

AKo HKOE OT U30pOCHUTE NIO-TOpe BaxKu 3a Bac, He nmpuemaiite ToBa JiekapcTBO. AKO HE CT€ CUTYPHH,
rOBOpETE C JieKaps Wi (papMaleBTa CH, IPear Aa IpUeMeTe TOBa JEKapCTBO.

Ipexynpexnenns: u Npeana3sHl MepPKHU:

Puck 0T 1aKTaTHA anmua03a

Komboglyze moxe na npuurHi MHOTO psiika, HO MHOTO CEpHO3HA HeXeTaHa PeaKiysi, HapeyeHa
JaKTaTHA anun03a, ocobeHo ako ObOpennTe By He (yHKIIMOHMPAT MpaBUiIHO. PUCKBT OT pa3BUTHE HA
JIAaKTaTHA ali103a ce yBEJIMYaBa U IPU HEKOHTPOJIMPAH AUA0ET, TeKKH MH(PEKINH, TPOABIKUTEIHO
rJIayBaHe WIN IIPUEM Ha aJIKOXOJI, leXuapaTanus (BIKTe ole HH(opMalus Ho-1011y), YepHOAPOOHH
npoOJIEeMHU 1 BCIKAKBU ChCTOSHHUS, TIPY KOUTO YacT OT TSUIOTO MMa HaMaJIeHO CHaOIsIBaHE C KHCIIOPO.T
(kKaTo OCTPO MPOTHYAIIA TEXKKA OOJIECT HA CHPIIETO).

AKo HAKOE OT U30pOeHHUTE MO-Tope ce OTHacA 3a Bac, rosopere ¢ Bamus nexap 3a 1OMBJIHUTETHA
YKa3aHHUS.

Cupere mpuema Ha Komboglyze 3a kpaTbk nepuox or Bpeme, ako mMate 3a60/1BaHe, KOETO
Mo3Ke 1a 0b/le CBHP3aHO C AeXuapaTanus (3HaunTelIHa 3ary0a Ha TeJIECHU TEYHOCTH) KaTO TEXKO
MOBpPBILAHE, AUApUs, TPECKa, U3JIaraHe Ha TOIUTMHA WM aKO IUETE MO-MaJIKO T€YHOCTH OT
HopMmasHoTo. ['oBopeTe ¢ Balusg nekap 3a JOMBJIHUTEIIHU YKa3aHUSI.

Cnperte npuema Ha Komboglyze u He3a6aBHO ce cBbp:KeTe € JJeKap HJIM Haii-0JiM3KaTa 00THULA,
aK0 MMAaTe HAKOU 0T CHMITOMHUTE HA JIAKTATHA alll/103a, Thi KaTO TOBA ChCTOSTHUE MOXKE JIa
JI0BeJie 1O KOMa.

CuMNTOMHTE Ha JIAKTAaTHA alln03a BKIIIOYBAT:

] MOBPBIIIAHE;

. 00nKM B cTOMaxa (KOpeMHH OOJIKH);

. MYCKYJIHU CIIa3MH;

. 001110 ycelane 3a Hepa3moJIoKeHHE, MPUIPYKEHO C TEXKKA yMOopa,
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. 3aTPyAHEHO JUIIAHE;
. MIOHIDKEHA TEJIeCHA TeMIIepaTypa 1 myJic.

JlakTaTHaTa anKa03a € ChCTOSHUE, H3UCKBAIIO CIICITHA MEAUIIMHCKA TIOMOIII, U TPsIOBa Jia ce JIEKyBa B
OoJIHHLIA.

I'oBoperte ¢ Bamus nexap He3a0aBHO 3a JOITBIHUTEIIHU YKa3aHUS:

o aKO € YCTAaHOBEHO, Y€ CTPAJaTe OT HACIEACTBEHO TEHETHYHO 3200 IsBaHE, TOBIUSBAIIO0
MUTOXOHJPUUTE (KOMIIOHEHTUTE, KOUTO TPOU3BEXKIAT CHEPTUS B KJICTKUTE), KATO CUHIPOM Ha
MUTOXOHJpHATHA eHIle(alionaTrs ¢ JakTaTHa anumo3a U uacynrononooun enuzonu (MEJIAC
CHH/IPOM) WJIM HACIIE[ICTBEH AUa0eT U TITyxoTa 1o MaitunHa nmuHus (Maternal inherited diabetes
and deafness, MIDD).

o aKO MMaTe HIKOHW OT TE€3U CUMIITOMH CJIC]I 3a[I0YBaHE HA JICUCHUE C MET(OPMUH: MPHUIA]IBK,
HaMAaJICHU TI03HABATEIHA CIIOCOOHOCTH, 3aTPYAHCHU JIBUKCHUSI HA TSUIOTO, CHMITTOMH,
MOKA3aTeJIHU 3a YBPSK/IaHE HA HEpBUTE (HAIp. OOJIKA MM U3TPBIIBAHE), MUTPEHA U TIIyXOTa.

Ipeau ma 3amounete aa yrnotpedssare Komboglyze, rosopete ¢ Bamus nekap wiu hapmariesT:

. ako umare 3axapeH nuader tum 1 (opranu3mMbT Bu He 00pa3yBa uHCYJIMH). ToBa JI€KapcTBO HE
TpsiOBa Jia ce M3MOJI3BA 32 JICUCHUE HA TOBA ChCTOSIHHUE.

o uMare WM cTe UMain 3a00JsiBaHe Ha MaHKpeaca.

o aKo MpHeMaTe UHCYJIUH WM aHTUANA0ETHO JIEKAPCTBO, M3BECTHO KaTO CYJI(aHUITypecH

NPOAYKT, BammsT nexap Moxke a pery 1a HaMany 103aTa Ha MHCYJIMHA WK Ha
cyndaHUITypeHIS TPOIYKT, KOTaTo o U3MOJI3BaTe 3a¢THO C TOBA JIEKAPCTBO, 3a J1a ce W30erHar
HHUCKH HUBA Ha KpbBHATA 3axap.

o aKo CTe UMaJlu aJepruyHa peakiys KbM KOETO U Ja € IPyro JEKapcTBO, KOETO IIpreMaTe 3a
MOHM)KaBaHe Ha KPbBHATA CU 3axap.

o aKo “Mate Ipo0IeM ChC 3alUTaTa Ha OpraHu3Ma cpelry HHQEKIUU HIH IpUueMare JIEKapCcTBo,
KOETO MOJKE J1a s TOTUCHE.

o aKo CTpajate OT ChbpAeYHa HEOCTATHYHOCT MITH UMaTe JAPYTH PUCKOBH (DAaKTOPH 32 pa3BHTHE

Ha ChpJ/ieYHa HEJ0CTAaThYHOCT, KaTO HanpuMmep npodiaemu ¢ Ob0pernnte. Bamust nekap e Bu
OTIMIIIE MPU3HAIUTE U CUMIITOMHTE Ha ChPJICYHA HEAOCTATHYHOCT. AKO TMOJIYYUTE HIKOU OT
TE3W CUMIITOMH, TPsAOBA BeiHAra Jia ce obaauTe Ha Barvs nekap, hapMarieBT WM MeUIIMHCKA
cectpa. CUMIITOMHUTE MOJKeE /1a BKIIFOYBAT, HO HE Ce OTpaHMYaBaT JI0 3aCHIBAHE HA 33ayXa,
0Bbp30 NMOBHUIIIABAHE HA TETJIOTO U MOIyBaHE Ha Kpakara (OTOK Ha KpakKara).

Axo Bu ce Hajara 1a npeThpIIMTe CEpHO3HA ONepalys, TPsOBa 3ab/DKUTEIIHO JIa CIIpeTe MpreMa Ha
Komboglyze o Bpeme Ha 1 U3BECTHO BpeMe ClieT polieAyparta. BammsaT gekap 1ie penru Kora
TpsiOBa J1a cripeTe M Kora Jia Bb30oOHoBHUTE Jieueruneto ¢ Komboglyze.

JlnaGeTHHUTE KOXKHH JIE3HHU ca YeCTO YCIOKHEeHHe Ha nradeTa. [Ipu npreM Ha CakCariUnTHH, KaKTo U
Ha OIpe/IeIeHH aHTUIMa0CTHH JIEKapCTBA OT ChIHS KJIac, € HaOII01aBaHO pa3BUTHE Ha OOPHBH.
CrenBaiiTe IPeNOPHKUTE 3a TPHKH 3a KOKaTa U Kpakara Bu, kouto BammusT exap nim MeIUIIMHCKA
cectpa ca Bu namu. Cebpikere ce ¢ Bamust iekap, ako OTKpHETe MeXypH 110 KoXKaTa, Thil KaTo ToBa
MOke J1a ObJie CHMITOM Ha 3a00JIsiBaHe HapeueHo Oyiio3eH nemdurona. Bammst nexap moxe na Bu
Kake J1a crperte npuema Ha Komboglyze.

AKO HAKOE OT U30pOCHUTE TIO-TOpE BayKH 3a Bac wiu He cTe cUTypHU, KOHCYJITHpAKTE ce C BallHs
nekap v GapMarieBT, Ipeu Jia 3aroYHeTe Ja MpUeMare ToBa JIEKapCcTBo.

H3caeapane Ha 0bOpeyHaTa PyHKIUSA
Mo Bpeme Ha snedenneTo ¢ Komboglyze Bammsr nexap me nposepsiBa 0b0peunara Bu gpyHkums mone

BEJHBK T'OJIMIIHO WM MI0-4ECTO, aKO CTE B CTAPUECKa Bb3pacT W/WIM aKO UMate BiIolleHa ObOpedHa
byHKUUS.

Jeua v roHOIIN
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He ce npenopbuBa nprem Ha TOBa JICKapCTBO MPH JIelia M FOHOIIN Ha Bb3pacT mox 18 rogunu. He e
W3BECTHO JIAJIA TOBA JICKAPCTBO € OE30IMacHO U ePUKACHO MPH JIella U FOHOIIHM Ha Bh3PACT O/
18 roguuu.

Jpyru aexaperBa u Komboglyze

Axo Tps6Ba 12 Bu 6b1¢ ocTaBeHa HHXKEKIIHSI ¢ KOHTPACTHO CPEICTBO, ChABPIKAIIO WO, B
KPBHBOOOPBIIIEHUETO, HATIPIMEP B KOHTEKCTA Ha PEHTTeH WM CKeHEep, TpsiOBa Ja crpere mpremMa Ha
Komboglyze npean wiu mo BpeMe Ha HIKEKIUATA. Bamusr jiekap e pery Kora TpsoBa a crpere u
KoTa J1a Bb300HOoBHTE MeueHnero ¢ Komboglyze.

Tps6Ba na kaxere Ha Bamms nexap wim gapmaieBT, ako IpueMare, HaCKOpO CTE MPUEeMalll WK €

BB3MOJKHO J1a ITpUeMaTe APYTH JiekapcTBa. Moske 1a ce HaJIOXKHM IT0-4ECTO Jla C€ M3CJIe/IBa IIII0K03aTa B

KpBBTa U (DYHKIIMOHUPAHETO Ha OBOpenuTe win BammsaT nexap Moxe 1a KOpurupa 1o3aTta Ha

Komboglyze. U3kiirountenHo BaXHO € 1a CHIOMEHETE CJICJHOTO:

- [IUMETHINH, JIEKapCTBO, U3IOJI3BAHO 3a JICYEHHE Ha CTOMAITHH IPOOIeMH.

- KETOKOHA30J]1, KOWTO ce M3I0J3Ba 32 JieueHHe Ha M’bOMYHH UH(EKIIHH.

- Oponxoaminararopu (0eTaz-arOHUCTH ), KOUTO CE M3MOJI3BAT 3a JICUCHUE Ha acTMa.

- JUIITHA3eM, KOWTO Ce U3IM0JI3Ba 3a MOHMWKaBaHe HA BUCOKOTO apTEpUAITHO HaJlsiTaHe.

- pubaMIUINH, aHTHOMOTHK, KOWTO ce U3IOJI3BA 3a JIeueHHe Ha WH(EKIINU KaTo TyOepKyno3a.

- KOPTHKOCTEPOU/IN, KOUTO CE M3IION3BAT 32 MMOTUCKAaHE Ha BB3MAJICHUETO IPH 3a00JsIBaHMUS KaTO
acTMa WM apTpUT.

- kapOaMasenuH, peHoO0apOouTal Wik PEHUTOMH, KOMTO CE U3II0JI3BAT 32 JICUCHUE HA T'bPUOBE WU
Ha XpOHUYHA 0OJIKA.

- JIEKapcTBa, KOUTO YBEIMUYABaT OTAEISHETO Ha ypUHA (JUYPETHULIN).

- JIeKapcTBa, M3MOJI3BaHN 3a JiedeHne Ha Oonka u Bp3nanenue (HCIIBC u COX-2 uaxuburopw,
Kato HOympodeH 1 MeeKOKCHO).

- HSKOM JIEKapCTBa 3a JICYCHNE Ha BUCOKO KpbBHO HaysiraHe (A CE-nHXMOUTOpH 1 aHTHOTEH3WH
II penenTopHu aHTarOHUCTH).

AKO HKOE OT U30pOCHUTE NIO-TOpe BayKH 3a Bac wiu He cTe cUrypHH, KOHCYJITUpaiiTe ce ¢ Bamms
JeKap win (papManeBT IIpeiu J1a 3all0YHeTe J1a IpUeMaTe TOBa JIEKapCTBO.

Komboglyze ¢ anxoxoa

W30srBaiiTe npekoMepHaTa ynoTpeda Ha alkoxodl 1o Bpeme Ha rpuema Ha Komboglyze, Twit kato
TOBA MOJKE J[a YBEJIMYM PHCKA OT JJaKTaTHA aluy03a (BIKTe ,,[IpeaynpexieHns u npenna3sHun
MEpPKH‘).

BpeMeHHOCT 1 KbpMeHe
He npuemaiite ToBa JiekapcTBO, aKO CTE OpEeMEHHA MM MOXKe Jla 3abpemeHeeTe. [IpuunHara 3a ToBa e,
ye Komboglyze moxe 1a moenusie Ha 6ebeTo.

He npuemalite ToBa 1€KapCcTBO, aKO KBPMUTE WIIM Bb3HamepsiBaTe 1a KbpMute. IIpuunnaTa 3a ToBa €,
Yye MaJIKH KOJIMYECTBa MET(HOPMUH MTPEMUHABAT B KbpMaTa.

ITochBeTBaiiTe ce ¢ Barms jekap unu papmaiieBT npeau ynorpedaTa Ha KOSTO | Ja € JIEKapCTBO.

Hlopupane u padora ¢ MAILIMHK

Cakcarnuntud 1 MeThOPMHH UMaT MPEHEOPEKUMO BIMSHIE BBPXY CIIOCOOHOCTTA 3a IodupaHe 1
pabota c MamMHK. XHUITOTJIIMKEMUITa MOXe JIa 3acerHe crocobHocTTa B a modupare u 1a padoture
C MalllMHH, KaKTO U cTabuiaHata Bu no3a no BpeMe Ha paboTa, a Ipy NpUEM Ha TO3H JIEKapCTBEH
MPOJYKT 3a€HO C APYTH JIEKAPCTBEHH MPOIYKTH, 32 KOUTO € U3BECTHO, Y€ MPEU3BUKBAT
XUIOTIIMKEMUS — KaTO HHCYJIMH ¥ CyJI(paHmTypeiHH NpenapaTh, MOXe Jia ce pa3BUe TaKapa.

3. Kaxk na npuemate Komboglyze
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Bunaru npuemaiite ToBa JIEKapCTBO TOYHO KakTO Bu e ka3zanm Bammusr ekap. AKO HE CTe CHTYpHH B
HeIo, monuTaiTe Bamms nekap wimm papmaneBT.

Axo Bammsr nexap Bu npennuiine ToBa JIeKapcTBO 3a€IHO ChC CYJI(haHMITYPEeeH Npenapar Wi C
WHCYJINH, He 3a0paBsiiTe /la mprueMaTe Te3W JIeKapcTBa TOYHO Taka, kKakTo Bu ru e nmpennucan Bammst
JeKap, 3a Ja MOCTUTHETe Hail-oOpHTe 3a CBOETO 3/IpaBe PE3yJITaTH.

Kouako n1a npuemare

o KonuuecTBOTO OT TOBa JISKAPCTBO, KOETO IIIE ITpHEMaTe, 3aBUCH OT BaieTo chCTosSHUE, U OT
Jo3uTe MET(HOPMHH /WA CAMOCTOSATEITHUTE TA0JICTKH CaKCATJIMIITHH U METHOPMHH, KOUTO TIpHEMaTe
KbM MOMeHTa. BamusT nekap me Bu kake kakBa € TOYHATa J03a OT TOBA JICKApCTBO, KOSATO TPsiOBa Ja
npuemMare.

e [IpenopbunTenHaTa J03UPOBKA € €IHA Ta0JIEeTKA JIBA TBTH THEBHO.

Axko nmare HamasieHa ObOpedHa GyHKIws, Bammsat nexap moxe na Bu npeanuie mo-Hucka /103a.

Kak na npuemare ToBa JileKapcTBO

e ToBa JieKapCTBO ce mpremMa npe3 ycraTta.

e [Ipuemaiire ToBa JiekapCTBO MO BpeMe Ha XpaHEHE, 3a /]a HAMAJINTE PUCKA 332 CTOMAIITHO
HEpasIoJIoKEeHHE.

JAuera u pu3nvYecKu HATOBAPBAHUSA

Hopu nokaTo mpuemaTe TOBa JIEKapCcTBO, 32 KOHTPOJIHpaHe Ha auadeTta Bu e BakHO 1a cria3BaTe quera
1 J1a cTe (pM3MYecKy akTUBHU. 3aTOBa € BAYKHO J]a MPOBIDKHUTE Ja Clla3BaTe ChbBETUTE Ha JeKaps U
MEMIIMHCKATA CH CECTpa OTHOCHO JTUeTaTa U (PU3NUCCKUTE HATOBApBaHUs. AKO B YaCTHOCT CTE Ha
JIMEeTa 32 KOHTPOJI Ha TEJICCHOTO TEIJI0, TPSOBA Jla MPoIbJKaBaTe Ja s Cria3Bare, JOKaTo IpueMaTe
TOBA JICKapPCTBO.

AKO cTe npueJH nmoBevye oT Heodxoaumara g03a Komboglyze
Ako cte puenu noBede Tabnetkn Komboglyze oT HeoOxomumMoTo, He3a0aBHO TOBOPETE C JIeKaps CH
WK OTHJIETe B OoNHUIA. B3eMeTe omakoBKaTa OT JIEKAPCTBOTO ChC cede CH.

AKko cte npomycHaau a1a npuemere Komboglyze

o AKo cTe NpoIycHalu €/]Ha 103a OT TOBA JIEKAPCTBO, B3EMETE 51 BEIHAra I1[OM CH CIIOMHUTE. AKO
o0aue Beue € BpeMe 3a IIpueM Ha ciiesiBamiata Bu no3a, He mpueMaiite nporycHaTarta, a HalpaBo
IpueMeTe clle/iBallla CU 103a B 00U4aliHOTO BpeMe.

o He B3umaiite nBO¥HA 103a OT TOBA JIEKAPCTBO, 32 JJa KOMIIEHCHpATE MPOITyCHATAaTa.

Ako cnpere npuema Ha Komboglyze
IIpoxpmxere mpuemMa Ha TOBA JIEKAPCTBO, JoKaTo Bawmmar nexap He Bu kaxe na crpere. Tosa e
CIIOMOTHE Jia KOHTpOJIMpaTe HUBaTa Ha KpbBHaTa Bu 3axap.

AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TO3U MPOIYKT, MOJIS
nmonuTaiiTe Bamms mekap winm Gapmanest.

4, Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIIAHU PCAKIIUU, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

TpsidBa 1a npekpaTUTe MpUEMa HA TOBA JIEKAPCTBO U He3a0aBHO 1a yBenoMuTe Bamus nekap,

aKo 3a0eJie;KUTe HIAKOS OT CJIETHUTE CEPHO3HH HEXKeJTAHN PeaKIUM:

. JlakraTHa anumo3a, Komboglyze mosxe na moBese 10 MHOTO psika (Moske 1a 3acerte o 1 Ha
10 000 mymm), HO MHOTO CEpHUO3HA HEXKEeJIaHa PeaKLusl, HapeueHa JJaKTaTHa alua03a (BIKTeE
ToYKa ,,JIpenynpexaeHus 1 npeana3sHu Mepku™“). AKO TOBa ce CIy4H, TpsAOBa 3aIbDKUTEIHO /1a
crnpere npuema Ha Komboglyze u He3a6aBHo 1a ce cBbpiKeTe ¢ JIeKap WM Hali-01M3KaTa
00THMIIA, THII KaTO JTJaKTaTHATA allU103a MOKE J1a JOBEJE 0 KOMa.
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o CujHa 1 mocTosiHHA 00JIKa B KopeMa (KopeMHaTa 00J1acT), KOSITO MOKe Jla CTUra J1o repoa,
KaKTO M Ta/IeHE U MTOBPBINAHE, 3alI0TO TOBAa MOJKE J]a Ca CHMITOMH Ha BB3IAJICH ITaHKpeac
(TmaHKpeaTHT).

TpsOBa na ce obaauTe Ha Bamus nekap, ako MOyduTe ClieTHATa HeKeNlaHa JIeKapcTBeHa PeaKIvs:
° CHJIHA CTaBHA OOJIKa

JApyru Hexenanu peakuuu Ha Komboglyze BkirouBar:

Yectu (morart na 3acernat 10 1 va 10 mgymm)

o riaBoOoJme

0OJKM B MYCKYJNHTE (MUAAITHH)

MOBPBIIaHE WIIM HAPYIIEHO XPAaHOCMUIIaHE (IUCTIETICHS)

WH(pEKINY Ha MMKOYHATE MhTUIIA (MH()EKINH Ha YPUHAPHUS TPAKT)

MH(EKINY Ha TOPHUTE AUXATEIHU THTHILA

Bb3MaJICHHE Ha HOCA WJIM I'bPJIOTO KAaTo MPY HACTHHKA

Bb3NaJIcHHE Ha cTOMaxa (racTpUT) WM YepBaTa, OHSIKOTa B Pe3yiTaT Ha HHPEKIHS
(racTpoeHTEpHT)

WH(EKINN Ha CHHYCHUTE, TTOHSIKOTa C YyBCTBO HA OOJIKA M TEXKECT 3a]] Oy3UTE U OYUTE (CHHY3HUT)
HOBHUIIEHO 00pa3yBaHe Ha Ta30Be

3aMaiiBaHe

yMopa (OTIa{HaAJIOCT)

Heuectu (Morat aa 3acersar g0 1 va 100 mymim)
o 0OJKHM B CTaBHUTE (apTPAJITHH)
o 3aTPYAHEHO TOTyYaBaHe WK 3aIbPXKAHE HA ePeKIUs (SpeKTHITHA TUCHYHKIIHS)

Hexenann Pe€aKIMH NPH IIPUEM Ha CAKCATJIUMIITHH CAMOCTOATEIHO!:

Yectu
. 3amaiiBaHe
o yMopa (0TI HaIoCT)

Heskenanm peakuuu npu nMpueM Ha CAKCATJMNTHH CAMOCTOSITEIHO WM B KOMOUHAIWS:

C Heu3BecTHA 4ecTOTa (OT HAIMYHUTE JJAHHU HE MOXe Jia Ob/ic HalpaBeHa OI[CHKA Ha YeCTOTaTa):
e 3areK
e MexypH 1o Koxara (0yio3eH neMpuronn)

ITpu HIKOM MalMeHTy € HaOIro1aBaHo JIEKO MOHW)KaBaHe Ha Oposi Ha onpeaesieH BU Oeln KpbBHU
KJIETKH (TUMQOIMTH), KOETO C€ YCTaHOBSIBA MPU U3CJIeIBaHE HA KPBB, KOTATO CAKCATIUITHH Ce
W3M0JI3Ba CAMOCTOSATEIIHO I B KOMOWHaNuMs. B nombiiHeHre, HAKOM MallMeHTH ChOOIIaBaT, Ye MpH
NpYeM Ha CaKCarJUITHH Pa3BUBAT OOPUBHU M KOKHU PEAKIIHU (CBPHXYYBCTBUTEIHOCT).

B nepuona cien pasperiaBade 3a ynorpeda Ha CaKCariUITHH, Ca ChbOOLICHU TOTBIHUTEITHH
CTpaHUYHH e(eKTH, KOUTO BKIIIOUBAT CEPUO3HM HEKEJIaHHU peakuuy (aHaduiakcus) 1 moayBaHe Ha
JIMLETO, YCTHUTE, €3UKA U I'bPJIOTO, KOETO MOXKE J1a IPUYHMHHU 3aTPYAHEHO JUILIAHE WM NPErIbLIaHE.
AK0 UMaTe alepruiHa peakiys, clpeTe IprueMa Ha TOBa JISKAPCTBO U He3a0aBHO Ce CBBPIKETE C
Bammis nekap. Bamust nekap Moxe 1a Bu npeanuiiie gexapcTBO 3a JICUEHUE Ha aJIepruyHaTa peakius
U JIpyro JekapcTBo 3a Bamms aualer.

He:xenanm peaknuu npyu npueM camo Ha MeT(OpMUH:
Msuoro 4ectu (Morat aa 3acersat noseue ot 1 Ha 10 xyrim)

o rajieHe, MOBpbIIaHe

. JIuapys Wi OOJIKH B cTOMaxa
o JIMIICA HA areTUT

Yectn

o METaJIeH BKyC B ycTara
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o TIOHW>)KCHU WJIM HUCKH HUBA Ha BUTaMHH B12 B KpbBTa (CHMIITOMHTE MOXKE J1a BKITIOYBAT
npekoMepHa yMopa (M3TOIIEHHE), BB3MAJICH U 3aUepBEeH 31K (TJIIOCHT), yCeIllaHe 3a UTTTHYKN
(mapecTe3usi) wiau Oyea WK JXbJITSHUKaBa Koxka). BamusT nekap moxxe na Bu Ha3Hauu HAKOU
W3CJIC/IBAHMS, YPE3 KOUTO JIa YCTAHOBU MPUYMHATA 33 TE3U CUMITTOMH, 3aIIOTO HAKOU OT TAX
Morar Aa ObJaT IPUYINHEH! OT TUabeT WK J1a ce AbJDKAT Ha PYTH, HECBBP3aHH C HETO
3IpaBOCIOBHH IMPOOTIEMHU

MHoro penku
o npobieMu ¢ YepHus ApoO (XemaTur)
. 3adepBsIBaHE Ha Kokata (0OOpHB) W ChpOEK

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKO TIOITyYuTe HAKaKBU HEXKEJaHHU JIEKAPCTBEHH PEaKIVH, yBenroMere Bamms nexap, apmaneBT wim
MEINIMHCKA cecTpa. ToBa BKIIFOUBAa BCHYKH BH3MOXKHH HEOIMCAHHU B Ta3W JUCTOBKA HEXKETaHH
peakuu. MoxeTe ChIIO JIa ChOOIINTE HEXKEIaH! PEaKuy TUPEKTHO Ype3 HallMoOHaTHATa CHCTEMa 32
choOIaBane, mocoueHa B [lpunokenue V. Kato cpobiiaBare HexXeIaHU peakivy, MOKETe Ja JajieTe
CBOS MPUHOC 32 TIOJy4YaBaHe Ha MoBede HH(OpPMAIUs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKApPCTRBO.

5. Kak n1a coxpansiBate Komboglyze

Jla ce chxpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a JIClia.

He uznon3BaiitTe TOBa JIEKapCTBO CJEJl CPOKa Ha TOTHOCT, OTOEA3aH BbpXY OJHcTepa U KapTOHEHATa
omakoBKa ¢h0TBeTHO cien “EXP” u ,,I'onen 10:”. CpoKbT Ha TOJAHOCT OTTOBAps Ha MOCIICIHUS JIEH OT
ITOCOYEHUS MECEIL.

Ha ce cexpanssa mox 25°C.

He mn3non3BaiiTe ToBa JICKapCTBO, aKO 336eﬂe)KI/ITe, Y€ OIlaKOBKaTa € NoBpE€AcHa WIr € CbC CIIEAN OT
BMCHIATCICTBO.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apManeBT Kak jia U3XBBPIIATE JIEKapCcTBaTa, KOUTO Bede He M3MNo3Bare. Te3n
MEPKH 1€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJHATa Cpefa.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

KakBo chabp:xa Komboglyze

AKTUBHH BEIIECTBA CAKCATIUIITHH U METQPOPMHH Xuapoxiopull. Beska ¢punmupana tabnerka

chIbpka 2,5 mg cakcarnuntiH (kato xuapoxiopua) U 1 000 mg metdopMuH Xuapoxnopus.

Hpyru cbcTaBku (IIOMOIIHY BELIECTBA):

° Snpo Ha Tabnerkara: mosunoH K30, Mmarnesues creapar.

° ®wuiM Ha TabIeTKaTa: MOJIMBHHUIAIKOXO, Makporod 3350, TuranoB nuokuca (E171), Tank
(E553b), bt xenesen okeun (E172).

. MacTuiio: menaxk, HTHIUro-KapMuH amymuHreB Jak (E132).

Kak usraexna Komboglyze n kakBo chabpika onakoBKaTa

o Komboglyze 2,5 mg/1 000 mg ¢punmupanu Tadbnaetku (,,radbiaeTkn’) ca Oemo0 KbITH 0
CBETJIOXBITH U KPBIJIH, C HAAMKUC ChC CHHBO MAcTHIIO ,,2,5/1 000” oT enHara ctpaHa u ,,4247”
OT Jpyrara.

. Komboglyze ce npeanara B anymunanesu onuctepu. OmakoBkute ca ot 14, 28, 56 u

60 ¢pumMupanu TabaeTKH B HenepdopupaHu OIMCTEPH, TOJIEMHU OMAKOBKU Chabprkainu 112
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(2 omakoBkm o1 56) u 196 (7 omakoBku ot 28) huUIMHUpaHU TaOJIETKH B HerrepHOpHUpaHH
onmuctepu, 1 60x1 ¢uamupanu TabneTku B nepGOpHpaHy €IHOJ030BU OIUCTEPH.

He Bcuuku BUIOBE OITAKOBKH MOTAT Ja 6’I>IlaT ITyCHAaTU B npoz[a>I<6a BBB Baiara CTpaHa.

IMpurexkaTten Ha pa3pelIeHHETO 32 ynoTpeda

AstraZeneca AB
SE-151 85 Sodertalje
Isenus

IIpousBoauTe

AstraZeneca AB
Gartunavagen
SE-152 57 Sodertdlje
Isenus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

Cheshire

SK10 2NA
BenukoOpuranus

3a JOIIbIHATEIHA I/IH(bOpMaI_II/If{ OTHOCHO TOBa JIEKapCTBO, MOJIA, CBBPKETE CE C JIOKAJTHUA

NpPEICTABUTEN HAa MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

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

Buarapus
Acrpa3eneka boarapus 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

Espafia

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +32 237048 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: +431711310

Polska
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AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.

Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 141294000 Tel: +351 21 434 61 00
Hrvatska Roméania

AstraZeneca d.0.0. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
island Slovenska republika
Vistor AstraZeneca AB, 0.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010
Kvbzpog Sverige

Aléktop OaplokevTikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

IIaTa Ha MOCJIECAHO MpepasrjeKaane Ha JUCTOBKaTa

IToapo6Ha nHdpOpMaIKs 3a TOBa JIEKApCTBO € MPEeI0CTaBeHa Ha yebcaiita Ha EBponeiickara areHius
1o JiekapcTBata http://www.ema.europa.eu
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