HPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Eucreas 50 mg/850 mg ¢unmupanu TabneTku
Eucreas 50 mg/1000 mg ¢uimupanu TabieTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Eucreas 50 mg/850 mg dhmnmupany TabaeTKH

Bcesika punmupana tadierka cpabpka 50 mg sunnarmuntun (vildagliptin) u 850 mg merdopmun
xumpoxiaopun (metformin hydrochloride) (exsuBanentan Ha 660 Mg MeThopMuH).

Eucreas 50 mg/1000 mg dbuiMmupanu TabieTKu

Bcesika punmupana tabiaetka chabpka S0 mg sumariuntas (vildagliptiny u 1000 mg merdopmun
xuapoxiopua (metformin hydrochloride) (exBuBanentHu Ha 780 mg MeThOpMUH).

3a IBIHUA CIIMCHK HAa TOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana TadneTka

Eucreas 50 mg/850 mg dmnmupanu TabaeTKH

Kbnra, enuncoBunna gpuiaMupana TabieTKa Cbc CKOCEHH Ph0oBe, ¢ Hareuatanu “NVR” ot enHara
crpana u “SEH” ot npyrara.

Eucreas 50 mg/1000 mg dbuiMupanu TabIeTKH

THMHOXBITA, EMUTICOBHIHA (PHIMUpPaHa TabJeTKa ChC CKOCEHU phOOBe, ¢ HanedaTanu “NVR” ot
enHata crpana u “FLO” ot apyrara.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUSA

Eucreas e nokaszaH KaTo IOIIbJIHEHUE KbM AMETATa M YIPAXKHEHUATA 38 NOJOOPEHNE HA TTTUKEMUYHHS

KOHTPOJI MTPH BB3PACTHHU ChC 3aXapeH nuabeT TUI 2:

- MU MAIUEHTH, TIPU KOUTO HE € BB3MOKHO J]a C€ TTOCTUTHE aJeKBaTeH KOHTPOJI Camo C
MET(GOPMUH XUIPOXIOPHU.

- NPY TAIMEHTH, KOUTO BeUe Ce JIEKYBaT ¢ KOMOWHAIMATA BUIJATHIITHH U METPOPMUH
XUJIPOXIIOPHJI 1101 popMaTa Ha OTAEITHU TaOJIETKH.

- B KOMOMHALMS C APYTH JIEKAPCTBEHH MIPOAYKTH 3 JIeUeHUE Ha TrualeT, BKIIOUNTEITHO HHCYJIINH,
KOTaTO T€ HE OCUT'YPsIBAT aJeKBAaTECH IJIMKEMUYEH KOHTPOJ (BXK. ToUkH 4.4, 4.5 u 5.1 3a
HATMYHH JAHHU OTHOCHO Pa3INYHUTE KOMOWHAIIHH).



4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

2031/1[30131(3

Bw3pacmnu ¢ nopmanna 6vopeuna dyuxuyus (GFR> 90 mi/mun)

Jlo3ara npu aHTHXHIIEPTIIMKEMUYHATa Tepanus ¢ Eucreas TpsoBa 1a Obje MHIUBUIYaTH3HpaHa Bb3
OCHOBa Ha TEKyIaTa cCXeMa Ha MalieHTa, eeKTUBHOCTTA U IIOHOCHMOCTTA, KaTo HE Ce MPEBHIIIaBa
MaKCHMaJHaTa MpernopbyurTenHa JHeBHa f03a ot 100 mg BwnarmunTaH. EUCreas Moxe na ce 3amovne
nnu kaTo TabmeTka ot 50 mg/850 mg wmmu karo tabierka ot 50 mg/1000 mg, mpuiokeHa IBa IIBTH
JTHEBHO, €/IHA TabJIeTKa CyTPHH U €[Ha Bevep.

- [Ipu nanyeHTH, MPU KOUTO HE € MOCTUTHAT aJIeKBaTeH KOHTPOJ C MAKCHMAJTHATa TOHOCUMa
J103a MeT(hOPMUH, MPUIIaTaH KaTO MOHOTEPAITHS:

Hauannara no3a Ha Eucreas tpsioBa na mpeaoctass BuigarmunTia 50 mg asa metu gaesro (100 mg

o0I11a JHEBHA [033) IUIIOC 03aTa Ha MeT(OPMHUH, IPHEMaHa 10 MOMEHTA.

- HpI/I IMalMCHTH, HpI/I KOHUTO Ca HpI/IHaFaHI/I eZ[HOBpCMeHHO BUJIAAI'JIUIITUH U MCTq)OpMI/IH KaTo
OTJIETHU TaOJIETKH.

Eucreas Tps0Ba 1a ce 3am04HE B CBHINUTE 03U HA BUIIATTHITHH U METQOPMUH, KAKTO MPUEMAHUTE JIO

MOMCHTA.

- [Ipyn manyeHTy, Tpy KOUTO HE € MOCTHIHAT a/IeKBAaTeH KOHTPOJI C ABOMHA KOMOMHAIINS C
MeTGOPMUH U CyIPOHUITYPEHHO TPOU3BOIHO:

Jo3ara na Eucreas Tps6Ba 1a npenoctaBs BULAArIMOTYH B 103a oT 50 Mg aa metu aueBHo (100 mg

o0Iia THEBHA 71034), a 1o3ara Ha MeT(GOopMHUH TpsIOBa ja Ob/ie MoA00Ha HA IPHEMaHaTa 10 MOMEHTA.

Koraro Eucreas ce npurara B KOMOMHANNS ChC CyT(HOHUIYPEHHO MPON3BOIHO, MOXKE /Ia CE MMa

HpeBUJ TO-HUCKA /1032 Ha CyJI(HOHUITYPEHHOTO IPOU3BOIHO, 32 1a C€ HaMaJIl PUCKa OT

XHUITOT'JIMKEMHUA.

- [Tpu marueHTH, IPU KOUTO HE € TIOCTUTHAT aJICKBaTCH KOHTPOJI C IBOMHA KOMOMHUPaHA
Tepanus ¢ MHCYJIMH U MaKCHMajIHa MOHOCHUMa J103a MET(hOPMUH:

Josara na Eucreas tps6Ba 1a npenrocTaBst BUWLIATIMNTAH B 103a oT 50 Mg asa metu auesHo (100 mg

o0Iia JHEBHA 71034), a 1o3ara Ha MeT(GOpMHUH TpsiOBa ja Ob/ie MoA00Ha Ha J03aTa, IPUEMaHa J10

MOMEHTA.

besonacHoctTa 1 e(l)I/IKaCHOCTTa Ha BUJIJarJIuIiTHH U MeTq)OpMI/IH, IpujiaraH Kato TpOfIHa nepopaiHa
TCpamuia B KOMGI/IHaHI/IH C THA30JIMAVHJUOH, HC Ca YCTAHOBCHHU.

Cneyuannu epynu nayuenmu

Cmapuecka év3pacm (> 65 200unu)

Tbii KaTO METHOPMHH Ce EKCKpeTHpa mnpe3 ObOpenuTe, a NalueHTHTE B CTapvecKa Bb3pacT MOKa3BaT
TeHJCHIIMS KbM HaMaJIsiBaHe HA ObOpeyHaTta (OyHKIMS, P MAMEHTHTE B CTap4YecKa Bb3pacT, KOUTO
npuemMat Eucreas, pemoBHo TpsiOBa 11a ce rpociensBa GyHKIusITa Ha OBOperuTe (Bk. Touku 4.4 u 5.2).

bvbpeuno yspeocoane

[Ipenu 3amouBaHe Ha JeUSHHE C MPOAYKTH, ChIAbPKaIl MeT(GOPMHH, TPsIOBa J1a ce HAllpaBU OLIEHKA
Ha GFR croltHocTHTE, 2 cnien ToBa - TOHE BEJHBXK TOAUIIHO. [Ipy ManueHTy ¢ NOBUIIIEH PUCK OT I0-
HATaTBIIHO MPOrpecupane Ha OBOPEUHO YBpEKIaHEe U MTPH MAIMEHTH B cTapyecka Bb3pacT TpsOBa 1o-
YecTo Jja Ce MPaBHU OlleHKa Ha ObOpeyHarta QpyHKIMA, HapUMep Ha Bceku 3-6 mecena.

3a npeanoyrTaHe € MaKCUMaliHaTa JHEBHA /1032 MeT(hOpMHUH J1a ObJie pa3jeiieHa Ha 2-3 THEBHU JI03H.
®dakTopu, KOUTO MOTAT J]a yBeIUYaT pUCKa OT JIaKTaTHA anuzo3a (BxkK. Touka 4.4), TpsOBa na Obaar
npepasriicaanu, npeau aa ce 06MI/ICJ’II/I 3aI104YBAHECTO HA JICUCHHUC C MeT(i)OpMI/IH IIpyu MaluCHTH C
GFR< 60 ml/min.



AKo He e JoCThITHA 71030Ba (hopMa Ha EUCreas ¢ agekBaTHO KOJIMYSCTBO HAa aKTUBHOTO BEIIIECTBO,
BMECTO KOMOMHAITHS C (UKCHPAHU JTO3H TPSOBA Ja CE U3IOI3BAT OTACITHUTE MOHOKOMITOHEHTH.

GFR ml/min Metdopmun Bunnarauntua

60-89 Maxkcumannara naeBHa go3a € 3000 mg. | He ce Hanara kopurupase Ha j03arta.
Mosxe i1a ce OOMHCTN HaMalsiBaHe Ha
J103aTa MpHu BJOlIaBaHe Ha ObOpevHaTa
GyHKIHSL.

45-59 Makcumannara gaesHa go03a ¢ 2000 mg. | MakcumanHaTa qHEBHA 103a € 50 mg.
Havannara no3a e Hail-MHOrO
MOJIOBMHATA OT MAKCUMAaJTHATA J103a.
30-44 Makcumannara gaeBHa go3a ¢ 1000 mg.
Havannara no3a e Hail-MHOrO
MOJIOBMHATA OT MAKCUMAaJTHATA J103a.
<30 MeTtdopMuH € IpOTHBOIIOKA3aH.

YeproopobHo yspexcoane

Eucreas ne Tpsi0Ba 1a ce mpuiiara nmpu NallMeHTH ¢ YEPHOAPOOHO YBPEXKIaHEe, BKIFOUUTETHO T€3U ChC
CTOMHOCTH Ha anaHuH amuHoTpanchepasa (AJIAT) unu acmaprat amunotpancdepaszara (ACAT)
ey 3armoYBate Ha JeYeHHeTo > 3 MbTH ropHara rpanuiia Ha Hopmannoto (I'TH) (Bx. Touku 4.3, 4.4
u 4.8).

Teouampuuna nonynayus
He ce mpenoppuBa ynorpedara Ha Eucreas npu nena u roHomu (< 18 rogunn). besomacHoctra u

eukacHoctTa Ha Eucreas npu gena u roHomn (< 18 ronunun) He ca ycTaHOBeHH. JIMIICBAT TaHHU.

HauwuH Ha npuiioxxeHue

IlepopanHo NpuIIOKEHHE.
[TpuemsbT Ha Eucreas o Bpeme WM BeHara ciie]l XpaHeHe, MOXKe Jla HaMaJld CTOMAITHO-4YPEBHUTE
CHMIITOMH, CBbP3aHU ¢ MeTOPMHUH (BXK. ChIIO TOYKaA 5.2).

4.3 IlpoTuBONOKA3aHUS

- CBpBXUyBCTBUTEIHOCT KbM aKTHBHHUTE BELIECTBA MM KbM HSIKOE OT OMOIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.
- Bceku Tum octpa MeTaboIMTHA alra03a (KaTo JakTaTHa alu/03a, 11adeTHa KeToalH103a)
- JuabeTHa nnpekoma
- Texxka 6b0peuna venocrarbuHocT (GFR < 30 ml/min) (Bx. Touka 4.4)
- OcTpu ChCTOSHUS, KOUTO MOTAT Jia MPOMEHAT ObOpeuHara GpyHKIus, KaTo:
- JeXHUIpaTaIys,
- TexKa MHEKIHs,
- IIOK,
- BBTPECHJOBO NPUIIOKEHHE HA HOMpaHH KOHTPAcTHH BeuiecTBa (BK. Touka 4.4).
- OcTpo Wi XpOHUYHO 3a00JIsIBaHe, KOETO MOXKE JIa IPUYNHH ThKaHHA XUITOKCHS, KaTO!
- ChpJIcuHa WM JMXaTelTHAa HeJ0CTAThYHOCT,
- CKOPOILIEH MHOKap/ieH HH(DapKT,
- IIOK.
- UepHoapoOHO yBpexkaane (Bxk. Touku 4.2, 4.4 u 4.8)
- Ocrtpa anKoXoJIHa MHTOKCUKAIIUS, AJIKOXOJIH3bM
- Kbpmene (Bk. Touka 4.6)



4.4 CoenuajJHU nMpexynpexIeHusi U NpeanasHu MepKHU MpH ynorpeda

OO0wmu

Eucreas He e 3amecTrTeN Ha HHCYJIMHA TIPU HHCYJIMH-3aBUCUMH TIAITUEHTH W He TpsiOBa Ja ce mpuiara
TIPH MAMCHTH ChC 3aXapeH quadeT Tvir 1.

JlakTaTHa anMaoo3a

JlakTaTHaTa anm03a, MHOTO PSAKO, HO CEPUO3HO METAa0OJIMTHO YCIOKHEHHE, HAall-4eCTO HACThIIBA
P OCTPO BJIOIIaBaHe Ha OhOpeYHaTa (QYHKIHS, KapAuO-PECIIUPaATOPHO 3a00ISIBAHE UIIH CETICHC.,
HarpymBaneTo Ha MeT(hOpMUH HACTHIIBA IPU OCTPO BIIOMIABaHE HA ObOpeyHaTa (GYHKITUS U
yBeJIMYaBa PUCKa OT JIAKTAaTHA alHUJ03a.

B cnyuait Ha nexuapaTanys (TeKKa AMAPUS WK MOBPBIaHe, TPeCKa WM HaMaJleH IPUEM Ha
TEYHOCTH) TPSIOBa BPEMEHHO Jia ce CIpe IMpreMa Ha MeT(GOPMHUH U € IPENOPHUYUTEITHO Ja C€ YCTaHOBH
BpPB3Ka C METUIIUHCKH CTICIIUAIUCT.

[IpueMbT Ha JeKapCTBEHHU MPOIYKTH, KOUTO MOTAT OCTPO Ja YBpeaaT ObOpednaTa QyHKIus (KaTo
aHTHXHIIEPTEH3UBHH cpeacTBa, auyperunn 1 HCIIBC) tpsbBa na ce 3amo4yne ¢ MOBHIEHO BHUMAaHHE
NpY TIALMEHTH, JIEKyBaHU ¢ MeTQOpMHH. J[pyru puckoBu GakTopy 3a JaKTaTHA alua03a ca
HNPEKOMEPEH MPHEM Ha aJKOXOJI, YePHOAPOOHA HETOCTATHYHOCT, HEIOCTATHYHO KOHTPOJIMpaH Anaber,
KE€TO03a, NPOABJIKUTCIIHO I'NIalyBaHC U BCAKAKBU CbCTOSAHHSA, CBbpP3aHU C XUIIOKCHS, KAKTO U
€IHOBpEMEHHAaTa yrnoTpeda Ha JIEKapCTBEHH MPOIYKTH, KOUTO MOTAT Jla IPHYMHSAT JIAKTAaTHA allia03a
(Bx. Touku 4.3 u 4.5).

[NaruenTuTe 1/vu OOJHOTIIENAYUTE TPIOBA 1a ObaaT MH(GOPMHUPAHU 33 PUCKA OT JIAKTaTHA allk103a.
JlakTaTHaTta anua03a ce XapaKTepu3upa ¢ anuao3Ha JTUCIIHEs, KopeMHa 00JKa, MyCKyJTHH KpaMmIiy,
ACTEHUS U XUIIOTEPMUs], IIOCIEIBAaHN OT KoMa. B ciydail Ha CbMHEHHUE 32 CUMIITOMU ITALUEHTHT
TpsiOBa Jia cripe mpruemMa Ha MeTGOpMHUH U He3a0aBHO J1a MOTHPCH JIeKapcka oMo, J[MarHocTHIHUTE
nabopaTopHU HAXOJKH ca MOHMWKEHO KpbBHO pH (< 7,35), moBHIlIeHN HKUBA HA TIA3MEHHUS JIAKTAT

(> 5 mmol/l) 1 noBHIIICHA aHKMOHHA PA3JIMKa U ChOTHOIICHHE JIAKTAT/ TIHPYBAT.

Ilpunoosicenue na i0oupany KOHMPACMHU 8eUWecmea

BwTpechoBoTo npuitoyKeHne Ha HoAWpaHU KOHTPACTHH BEIECTBA MOXKE J1a JIOBEJIE 10 KOHTPAcT-
UHIyIHpaHa HepomaTus, BOJCIIA 10 HATPYIIBaHETO Ha MET(OPMUH U MOBUIIICH PUCK OT JIAKTaTHA
anuao3a. MerdopmuH TpsiOBa Ja ce Crpe mpeau WK 110 BpeMe Ha IIpoleaypara 3a oopa3Ha
JIMarHOCTHKA U He TPsOBa Jla ce Bb300HOBSIBA /10 Hali-Manko 48 yaca cie] TOBa, IIPU YCIOBUE Ue
0b0OpeuHaTa GyHKIUS € OIIEHeHa OTHOBO U € yCTAaHOBEHO, Ue € cTabmiHa (BXkK. Touku 4.2 u 4.5).

buOpeuna ¢yHKIMA

[Tpeau 3amouyBaHe Ha JEYCHUETO TPSOBA Jia ce HAMpaBH oleHKa Ha ctoitHocTuTe HAa GFR 1 penoBHO
cien ToBa (BK. Touka 4.2). MerdopMmun e mporuBomokasan mpu napentd ¢ GFR < 30 ml/min u
TpsiOBa J1a ObJic BPEMEHHO CIPSH MPH HATMYKE HA ChCTOSHUS, KOUTO MIPOMEHAT ObOpeyHaTa QyHKIHS
(Bk. Touka 4.3).

ChIbTCTBAIIOTO NPWIIOKEHHE Ha JIEKAPCTBEHU MPOJIYKTH, KOUTO MOTAT Ja MOBIHsAT ObOpeuHara
¢byHKUUS, Ja JOBEAAT 10 3HaYMMa XeMOAMHAMHYHA IPOMSIHA WJIH []a HHXUOUpaT ObOpedHust
TPAHCTIOPT M J1a TIOBUIIIAT CUCTEMHATa eKCIIO3UIIMs Ha MeT(hOpMHUH, TPsIOBa J]a ce U3BBHPIIBA C
MOBUIIICHO BHUMaHKE (BXK. Touka 4.5).

YepHOapoOHO YBpEKIaHE

[TanimeHTH ¢ YepHOAPOOHO YBpEKIaHE, BKIIOUUTEIHO Te3U ChC cToitHOCTH Ha AJIAT mimu ACAT
mpenu 3anouyBaHe Ha jieueHnero > 3 bty [ TH, He TpsOBa na Obnat siekyBanu ¢ Eucreas (Bx.
touku 4.2, 4.3 u 4.8).



Ipocneosasane na yepnodpobrume enzumu

Nma cpoOmieHust 3a peiku Cilydan Ha HapyllieHa YepHOIPOOHa (pyHKIUS (BKIFOUUTEITHO XCTIATUT)
cJieN IpUeM Ha BUJIATJIMIITHH. B Te3u cilydan marueHTUuTe Kato 1su10 ca 6e3 cuMIToMu, 0e3
KITMHIYHU TIOCJIEICTBUS U CTOWHOCTUTE HA M3CJeIBaHuATa 32 depHOoApoOHa PpyHkuusa (MUD) ce
BB3BPBIIAT JI0 HOPMATTHHUTE CJIe]| PeKpaTsIBaHe Ha jiedeHueto. [Ipeau 3anouBane Ha JICUYCHUETO C
Eucreas TpsioBa na ce mposegar YD, 3a na ce 3Hae n3X0JHOTO HUBO Ha naruenTa. [1o Bpeme Ha
nedenueTo ¢ Eucreas yepHoapoOHaTa ¢pyHKIms TpsiOBa 1a ce HaOIrOnaBa Ha TPUMECEUYHN HHTEPBAITN
npe3 IbpBaTa ToJIHA U TIEPHOJINYHO cjie]] ToBa. [lanueHTrTe, Npy KOUTO CE MOBHIIIAT CTOMHOCTUTE HA
TpaHCaMUHA3UTE, TPAOBA 1a OBJIAT MPOCIICACHU Ype3 TOBTOPHA OIEHKA Ha YePHOAPOOHATA (DYHKITUS
3a MOTBBPKJaBaHe Ha JaHHUTE | ciel ToBa MUD na ce mpaBsT 4ecTo, TOKATO OTKIOHCHUATA CE
BbPHAT KbM HOpMaHUTE cTOHHOCTH. AKO mokauBaHeTo Ha ACAT winu AJIAT 3 metu I'TH nnu
MOBeUe TIEPCUCTHPA, CE PENophUBa MPEYCTAHOBsABaHE HA TepanusTa ¢ Eucreas. [lanuenTure, KOUTo
Pa3BUAT XXBIATCHUIA WK APYTH MPU3HAIM, MTPEIIOIaralii HapylieHa YepHoApoOHa (hYyHKIHSI, TpIOBa
Jla IpeKpaTsIT JiedeHuero cu ¢ Eucreas.

Crnen npekpatsBaHe Ha JedeHneto ¢ Eucreas u Hopmanusupane Ha MUD, neuennero ¢ Eucreas He
Tps0Ba Ja ce 3aro4Ba OTHORO.

Hapymenusa Ha Kkoxkarta

KoyxHn n1e3un, BKIIFOUYUTEITHO TO0sIBa HA MEXYPH H YJILEPAIMH 110 KpatHUIIUTE HA MAaiiMyHH ce
ChOOIIABAT NP NPUIOKECHHE HA BIUJIIATIMITAH B HCKIIMHUYHH POYYBAHUS 32 TOKCHYHOCT (BXK.
Touka 5.3). Bbrpeku, ye B KIMHUYHUTE IPOYIBAHKS HE CE HAOJI0/1aBa MOsIBA HA KOXKHH JIC3UH C
MOBUIICHA YECTOTA, OMUTHT IPH NAMEHTH C KOXKHH YCIOKHEHUS Ha AnadeTa e orpanndeH. OcBeH
TOBA MMa MMOCTMAPKETHHIOBH CHOOIICHNS 3a OyJI03HU U eKc(OIMaTHBHY KOKHH Jie3ur. ETo 3amo,
KaTO 4acT OT PYTHHHUTE TPIDKHU MPH MAIlMEHTHTE ¢ AUa0eT, ce IpernopbyuBa NpociesIBaHe 3a
HapyIIeHHs Ha KOXKaTa, KaTo IMOsiBa HA MEXYPH WU YIILEPaIiH.

OcTbp HaHKPEATUT

Ynorpebara Ha BUWIAATIMOTYH € CBbP3aHa C PUCK OT pa3BUTHE HA OCTHP MaHKpeaTHT. [lanmenture
TpsiOBa 1a Ob1aT HHGOPMUPAHH 32 XapaKTEPHHUS CUMIITOM Ha OCTHP ITaHKPEAaTHT.

AKO ce 1mo1o3vpa HallnJue Ha TaHKPEaTuT, MPUEeMbT Ha BUJIIATNIMIITHH TPsIOBa Ja ce peyCTaHOBH,
aKo ce MOTBbP/IN HAIMYKME HA OCThD MAaHKPEATHUT, JICUSHNUETO C BUJAATIIUIITHH HE TPIOBa /1a ce
noHoBsiBa. Heo0X01uMo € MOBUIIICHO BHUMAHUE NIPY MAIIMEHTH ¢ aHaMHe3a 3a MPeKapaH OCThP
MMaHKPEAaTUT.

XUHOOTJIMKEMUSL

H3BecTHO €, uc Cyn(l)OHI/IJ'IypePITe MOXE [1a NPpCAU3BUKAT XUIIOTJIMKCMUSI. HaHHeHTHTe, npueManin
BUWJIJArJIMIITHH B KOM6I/IHaLII/IH CbC Cy.]'[(l)OHHJ'IypefIHO MMpou3BOJAHO, MOTaT Aa GT»Z[B,T H3JIOKCHHU HAa PUCK
OT Bb3HUKBAHC Ha XUIIOTJIMKCMUS. Hopa)m Tasyu Npu4YrHa, MOXKE J1a C€ oomucIn IpujIaraHeTo Ha I10-
HHCKa J03a Ha CYH(bOHHHypeﬁHOTO MIpOU3BOJHO, 3a Ja C€ HAMaJIM pUCKa OT Bb3HUKBAHC Ha
XHUIIOTJTIMKCMMUA.

Ornepartus

Mert¢opmuH TpsOBa 1a ce crpe 1Mo BpeMe Ha onepanys 1o ooma, CoMHATHA WM eMHAypaiHa
aHecte3us. Tepamnusita Moxe Ja Ob/1e Bb30OHOBEHA HE TIO-paHo OT 48 yaca cieJl onepanusara uin
BBH300HOBSBAHETO HA XPaHEHETO MPE3 yCTa, U MPH ycJIOBUE Ye ObOpeuHaTa (yHKIUS € OLleHeHa
OTHOBO U € YCTaHOBEHO, Y€ € cTabuIiIHa.



4.5 B3zaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHu HA B3auMoelicTBHE

He ca MMPOBCXKAAHU 0(1)I/IIH/IaJ'IHI/I MMpOoy4BaHUs 3a B3aumopencTeus ¢ Eucreas. CJ'IGI[HI/ITG JaHHH
OTpa3saBat I/IHq)OpMaHI/IHTa, HaJIM4HA 3a OTACIIHUTC aKTUBHHU BCIICCTBA.

BunpgarmunTaa

BungarnunTrH MMa HUCHK MMOTEHIIMAN 32 B3aUMOJIEHCTBHS TP €HOBPEMEHHOTO MY TIPHIIOKEHHE C
JIPYTH JIEKapCTBEHHU MPOMYKTH. T KaTO BIJIAATIIMIITHH HE € cyOocTpaT Ha eH3uma nutoxpom P (CYP)
450 u He uHXMOMpa, 1 He nHaynupa ensumute CYP 450, HIMa BEpOSITHOCT 332 B3aMMOJICHCTBHUE C
aKTHUBHU BEIIECTBAa, KOUTO Ca CyOCTpaTH, MHXUOUTOPH WM UHAYKTOPY Ha TE€3U CH3UMH.

P €3YJITAaTUTC OT KIIMHUYHU IIPOYUBAHM, IPOBCACHU C IEPOPATHUTC aHTI/II[I/Ia6eTHI/I MMPOAYKTH
IIHUOTJINTa30H, MeT(i)OpMI/IH n FJ'II/I6ypI/IH, B KOM6I/IHaHI/Iﬂ C BUWIAATrJIMIITHH, HC IIOKa3BaT KJIMHHUYHO
3HAYUMHU (l)apMaKOKI/IHeTI/I‘IHI/I BSaHMOHeﬁCTBHH B TapreérHara IoIryjanus.

[MpoyuBaHus 3a JeKapCTBEHUTE B3aUMOJCHCTBHSI C IUTOKCHH (cyOcTpaT Ha P-rimkonporenH) u
BapdapuH (cyoctpar Ha CYP2C9) npu 31paBu WHANBHAIN HE TTOKA3BaT KIIMHAYHO 3HAYUMU
(bapMaKOKHMHETHYHH B3aUMOJCHUCTBUS €€ €JHOBPEMEHHO MPHUIIOKECHUE C BUIJATIUITHH.

[IpoyuBanus 3a J€KapCTBEHU B3aUMOJICHCTBUS MIPH 31PaBH MHIMBUIN Ca IIPOBEICHU C aMJIOIUIINH,
paMuUIpuIL, BajcapTaH U cuMBacTaTuH. [lpu Te3u npoyyBaHus, ciesl €AHOBPEMEHHO IPHIIOKEHHE C
BUJIIATIAIITHH, HE C€ HAOJI0aBaT KIMHUYHO 3HAYUMH (papMaKOKMHETHYHH B3auMOJeicTBUs. ToBa
obade, He € yCTAHOBEHO 32 MPHIIETHATA MOIYJIaIHS.

Kombunauus ¢ ACE uuxubumopu
Bb3MOXkeH € TIOBUIIICH PUCK OT pa3BUTHE HA aHTHOEAEM IPU MAIIMEHTH ChC ChITHTCTBAII IPUEM Ha
ACE unxuburopu (Bx. Touka 4.8).

Kakro u npu apyrute nepopaiHu aHTUIHMA0CTHU MPOAYKTH, XUITOTIIMKEMUYHUST €PEKT Ha
BUJIIATJIMIITHH MOXKE Ja ObJle HaMaJieH OT ONpeeNieHH aKTUBHU BEIIeCTBa, BKIIOYBAIM THA3H/IH,
KOPTUKOCTEPOUIU, TUPOUIHU IIPOLYKTH U CUMIIATUKOMUMETHULIU.

Metdhopmun

Kombunayuu, koumo ne ce npenopvusam

Anxoxon

AJKOXO0JIHATAa MHTOKCHUKAIIHSI CE€ CBBhP3Ba C TIOBMIIICH PUCK OT JIAKTAaTHA alli/103a, 0COOCHO B CIyyau Ha
rJ1aayBaHe, HeJIOXpaHBaHE WM YePHOPOOHA HENOCTATHYHOCT.

Hooupanu konmpacmuu sewecmea

Mer¢popmuH TpsOBa 3aIBIDKUTEIHO J1a Ce CIIPe MPEIH HiIH 10 BpeMe Ha IpolieypaTa 3a oopazHa
JIMarHOCTHKA M He TPsOBa J1a ce Bh30OHOBSIBA JI0 Hai-Maiko 48 yaca ciie]] TOBa, U YCIOBUE Ye
O0bOpevHaTa (YHKIINS € OIIEHEHa OTHOBO M € YCTaHOBEHO, ue € cTabmiHa (Bk. Touku 4.2 u 4.4).

Kombunayuu, xoumo usuckeam npeonasnu mepku npu ynompeoa

Hsikou nekapcTBeHU MPOAYKTH MOTAT Jia ce OTpa3sT HebIaronpuaTHO Ha ObOpedHaTa QyHKIIUS, KOETO
MOJKE J1a YBEJIMYW PHCKA OT JIaKTaTHa arumo3a, HanpuMmep HCIIBC, BKIIOYUTEITHO CEICKTHBHU
naxubuTopu Ha nukiookcurenasa (COX) II, ACE unxuburtopu, anrnorensut 1l penentopan
AHTAarOHUCTH M JUYPETHIIN, 0COOeHO OpUMKOBHU auypetuny. [Ipu 3amouBaneTo uim yrnorpedara Ha
TaKWBa MPOAYKTH B KOMOWHAIMS ¢ MET(OPMHUH € HE00X0ANMO BHUMATEITHO MPOCTIEAsIBAaHE Ha
O0bOpeuHaTa QyHKUIHUS.




I'mokokopTHKOUIUTE, OETa-2-arOHUCTUTE U JUYPETHIIMTE UMAT MPUCHINA XUIIEPTITUKEMIYHA
akTHBHOCT. [larueHTsT TpssOBa Aa ObAc HHPOPMHUpPAH 3a TOBA U TPSAOBA J1a C€ U3BBPIIBA TO-UECTO
npociieisBaHe Ha KpbBHATA 3aXap, OCOOCHO B HAYAIOTO Ha JIEYeHUETO. AKO € He00X0ANMO, 103aTa Ha
Eucreas moxe n1a ObJie KOpuUrHpaHa 1o BpeMe Ha ChITbTCTBAIIATa TePaIusl U CJIe]] PEYCTaHOBIBAHETO

H.

WNuxuburopure Ha aHrMOTeH3UH KoHBepTHpanus en3uM (ACE) morat na moHmwkar HUBOTO Ha
KpBbBHaTa 3axap. AKO € He0OX0ANMO, 103aTa HAa AHTUXHUIIEPTINKEMUYHUS JIEKAPCTBEH MPOIYKT TpsiOBa
na Obae KopUrupaHa 1o BpeMe U IPH IPeyCTaHOBSIBaHE HA TepausTa C APYT JIEKAPCTBEH MPOIYKT.

CpoprcTBamiaTa ynorpeda Ha JeKapCTBEHU MPOAYKTH, KOUTO BIHUSAT Ha oOmuTe Ob0pedHn TyOyIIHU
TPAHCTIOPTHU CHCTEMH, YIaCTBAIIN B ObOPEYHOTO ETMMHHYPAaHE HAa MeT(hOpMHH (HAIIp. HHXHOUTOPH
Ha TpaHcnoprepa Ha opraHu4yHu katuoHu-2 [OCT2]/Tpancnioprepa 3a eKCTpy3Hs HA MHOKECTBO
JekapcTBa ¥ TokcuHu [multidrug and toxin extrusion, MATE], kato paHona3uH, BaHAETaHUO,
JIOJYTETrpaBUpP W IIUMETH]IMH), MOKE JIa TOBUIITM CUCTEMHATA SKCITO3HUIINS Ha METQOPMUH.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeEHe

BpemenHoct

Hsma nocrarbuno ganHM 3a ynotpebara Ha Eucreas npu OpeMeHHH KeHH. 3a BUIIArIUIITHH
NPOYYBaHUATA MIPU )KUBOTHH MMOKA3BaT PENPOAYKTUBHA TOKCHUYHOCT MPH BUCOKH J03H. 3a
MeT(GOPMHUH, TPOYUBaHUATA NIPH JKUBOTHH HE MOKa3BaT PENPOAYKTHBHA TOKCHUHOCT. [IpoyuBanusTa
IPH KUBOTHH MPOBEACHU C BIWIJATIUITHH U METHOPMHUH HE ca ITOKa3aIM T0Ka3aTeJICTBa 3a
TEpPaTOreHHOCT, HO Ca MOKa3alH ()eTOTOKCHYHH e)eKTH MPU TOKCHYHH 3a MaikaTa 1034 (BXK.

touka 5.3). [ToTeHIMaTHUIT PUCK IIPU XOpa He € u3BecTeH. EUCreas ue TpsOBa aa ce M3Mmoi3sa 1o
BpeMe Ha OpEMEHHOCT.

Kepmene

[TpoyuBaHuUsITa IPY )KUBOTHH [TOKA3BAT EKCKPEIMS KAKTO Ha MeT(hOPMUH, TaKa U HA BHJJIATJIUIITHH B
MIIIKOTO. He e 3BecTHO Jalii BUJIATTTUITHH c€ eKCKPETHpa B KbpMaTa, HO MET(OPMHUH ce
€KCKpeTHpa B KbpMaTa B MaJIKi KoJndecTBa. [lopaan NOTEHIIMATHUA PUCK OT XMITOTJIMKEMUS Ha
HOBOPOJIEHOTO, CBBP3aHa 1 ¢ MET(OPMHUH U € JIMIICaTa Ha JaHHH 33 BWIJATIMITHH IIpH Xopa, Eucreas
He TpsiOBa J1a ce U3I0J3Ba 110 BpeMe Ha KbpMeHe (Bxk. Touka 4.3).

DepTUuTer

He ca npoBexxaanu mpoyuBaHus 3a epekra Ha Eucreas Brpxy ¢epruiurera npu xopa (Bx. Touka 5.3).
4.7 EdexTH BLpXYy cCocOOHOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA

He ca nmpoBexxganu mpoyduBaHus 3a eQEeKTHTE BBPXY CIOCOOHOCTTA 3a ModupanHe u padboTa ¢ MaIlluHU.

[TanuenTHTE, KOUTO MONYYAT 3aMaliBaHEe KaTO HEXKEIaHA peakiys, TPAOBa 1a u30sreat aa modupar u
Jia paboTSAT C MAIIWHU.



4.8 Hexenanu JeKapCTBEeHH peaKun

O0600menue Ha npoduiia Ha 6€30IaCHOCT

JlaHHU 32 6€30MacHOCT ca MOMYYeH! OT 0010 6 197 manueHTn ¢ eKCo3uIus Ha
BHJIIATTTUTITHH/MET(HOPMUH B paHIOMH3HUPAHH, IHIAIC00-KOHTPOINPAaHH M3nUTBaHu. OT TAX
3 698 manmeHTH NONMy4aBaT BUINATIUNTHH/METGOpMHUH, a 2 499 manuenTn moryyaBar
miarne6o0/MeThopMuH.

Hsima npoBeieHn KIIMHUYHU POYYBaHus 3a JeueHue ¢ Eucreas. Ycranoseno e obaue, ue
OMOEKBUBAJICHTHOCTTAa Ha EUCreas e KakTo Ha eIHOBPEMEHHO TMPHIOKEHH BUIIATIUIITHH U
meTdopMuH (BK. Touka 5.2).

[To-ronsiMaTa 4acT OT HEXKEJIAHUTE PEaKMH ca JEKH U MPEXOJHH, ¥ HE M3UCKBAT MPEYCTaHOBSIBAaHE Ha
nedenuero. He e ycTaHOBeHa Bpb3Ka MEK/Ty HEXKEITAHUTE PEaKIUK U Bb3pacTTa, eTHUYECKaTa
NPUHAIIICKHOCT, TPOIBDKUTEIHOCTTA HA eKCIIO3UINATA MIIH JHEBHATA 103a. YroTpebara Ha
BUJIJJATJIMIITHH CE CBBP3Ba C PUCK OT pa3BUTHE Ha maHKpeaTHT. ChoOIaBa ce 3a Bb3HUKBAHE Ha
JaKTaTHA aluI03a ciel] ynorpedbara Ha METQOPMIH, 0COOCHO MPH MallUEHTH ChC CHIIECTBYBAIIIO
0B0peuHo yBpexaane (Bx. Touka 4.4).

Tabauuno OpeaAcCTaBIHC HAa HCXKCIIAHUTC pCaKIInn

Hexenanute peakunu, ChoOIIaBaHU NP MAIIMEHTH, KOUTO MOJy4YaBaT BUIIATIHUIITHH, B IBOHHOCIICIH
KJIMHUYHU U3MUTBAHKUS KaTO MOHOTEPAIIHS H JOMIBJIBAIIH TEPANUH, ca K30POSHH MO-0JTy 110 CHCTEMO-
opranHa Kinacudukanus u abcomoTHa yectora. YectoTure ca nenHUpaHN KaTO MHOTO YECTH
(>1/10); gectu (>1/100 mo <1/10); neuectu (>1/1 000 xo <1/100); penxu (>1/10 000 o <1/1 000);
muoro peaku (<1/10 000), ¢ Hen3BecTHA YecTOTa (OT HAIMYHUTE TAHHU HE MOXe J1a Ob/Ie HarpaBeHa
oueHka). [Ipu BCsiko rpyrnupaHe B 3aBHCHMOCT OT YE€CTOTATa, HEKEIAHUTE PEaKIUK ca IPECTABECHHU B
HH3XOJIAI PEI IO OTHOILICHHE Ha TAXHATA CEPUO3HOCT.



Ta6auna 1 HexeslaHu peaknuu, chboOIEHH NPH NANMEHTH, KOUTO MOJY4aBAT BUIIATJIMIITHH U
MeT¢opMHUH (KATO MOHOKOMIIOHEHTH MJIM KaTo (PMKCHPAHA 1030Ba KOMOUHAIUS)
WM B KOMOUHANMS € APYTrd AHTHANAOETHY JIeYeHUsl B KIIMHUYHH U3MUTBAHUS U OT

MOCTMAPKETUHIOBHUSA OIIUT

CucreMo-oprafeH KJjac — He:KeJIaHA peaKknus \ YecroTa
Nupexkuun 1 nHpecTanuu

Wudeknus Ha TOpHUTE TUXATSIHU TBTHUIIA Uectu
Hazodapurarur Yectn
HapyuieHusi Ha MeTa00JI13Ma U XpaHEHETO

XUNOTrJIUKEMUS Heuectu
3ary0a Ha aneTuT Heuectu

Hawmaiena abcopOmus Ha BuTamMuH Bio 1 TakTaTHA anmmosa

MHoro peakn™

HapyuieHusi Ha HepBHAaTa cUcTeMa

3aMastHOCT Yectu
I'maBoGonue UYectu
Tpemop Yectu
MertaneH BKyc HeuecTtun
CToManIHO-4YpeBHHM HApYIIeHHUSs

[ToBpplIaHE YecTtu
Juapust Yectu
l"anene Yectu
I"acrpoesodareanna pedaykcHa 6ojiect Uectn
dnaryaeHIus Yectun
3anek Yectn
Kopewmna 601ka, BKIIOUUTEIHO B TOPHATA YacT Ha KOpeMa Yectn
[Tankpeatur Heuectu
XenaTo0WJIMAPHU HAPYLUEHUs

Xematut \ Heuectu
HapyumieHusi Ha KokaTa ¥ MOJK0KHATA ThKaH

Xunepxuaposa Yectu
[Ipyputyc Yectu
Oo6pus Uectn
Hepmarur Yectu
Epurem Heuectun
Yprukapus Heuectn

ExcdonratuBau U OyI03HU KOXKHH JIE3UH, BKITFOYUTEITHO
OyJ103eH eMGUTrounI

C neusBecTHa uectoTa’

KoxeH BacKyiIuT

C neusBecTHa uectoTa’

Hapyumenusi Ha MyCKYJIHO-CKeJI€THATA CHCTeMA M CheIMHUTEJHATA ThKaH

ApTtpanrust YecTtn
Muanrus Heuectu
OO0uu HapymieHus M e()eKTH HA MSICTOTO HA MPUJIOKEHUE

Actenust Yectu
YmMmopa Heuectn
Brpucane Heuectun
[Tepudepen orox Heuectun
WN3cnenBanus

OTKJIOHEHHs B YepHOAPOOHHTE DYHKIMOHAIHY oKazarenu | Hedecrn

*

Hesxenanu peakiuu, ChOOIEHH NPH MAIUEHTH, KOUTO MOJTy4YaBaT MET(QOPMUH KaTo

MOHOTEpAIKs ¥ He ca HaOMI01aBaHu TP MAlMEHTH, KOUTO TIOJTy4yaBaT
BWIIATIUNTHH+METHOPMHH KaTo PUKCHpaHa 1030Ba KOMOMHALMS. 32 IOIBIHUTEIHA
nH(pOpMaIus, BIDKTE KpaTKaTa XapaKTepUCTHKa Ha TIPOAYKTa 32 MET(POpMHUH.

t Bb3 0CHOBa Ha IOCTMAPKETHHIOBUSL OIMT.
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Bunoaznunmun

Yeproopobro yspedcoane

Nma cpobmieHus 3a peAKH caydyal Ha HapylIeHa YepHoApoOHa (GYHKIHS (BKIFOYATEITHO XEMaTHT)
CJIeNl IprieM Ha BUJIATJIMIITHH. B Te3u cirydan manueHTuTe Kato Isu1o ca 6e3 cuMnToMu, 0e3
KIIMHUYHU TIOCJIEICTBUS M YePHOIPOOHATa (DYHKIIHS CE BH3BPbINA 10 HOPMaJTHA CIIe] IpeKpaTsIBaHe
Ha JIeYeHneTo. B JaHHNTE OT KOHTPOIUPAHU H3MUTBAHNS KaTO MOHOTEPAIHS U KaTO AOIBJIBAIIa
Tepanus ¢ IPOIbIDKUTEIHOCT 10 24 ceamuiiy, yecrorara Ha nmopumasane Ha AJIAT wiu ACAT

> 3 mpt ITH (kmacuduipana KaTo HaTWYKHE IPU HA-MajIKo 2 MOC/IC0BATEIHN H3MEPBAHMS WK
npu (puHaNHATa on-treatment BusuTa) € 0,2%, 0,3% u 0,2% choTBeTHO 32 BrimaraunTua 50 Mg
BEJHBXK JIHEBHO, BUWIaNUNTHH 50 mg JBa MTH THEBHO U BCUYKH CPABHUTEIHH MPOAYKTH. Te3un
MOBHINIABAHUS HAa TPAaHCAMUHA3UTE KATo IS0 ca Oe3CHMITTOMHH, HETIPOTPECHPAILH 110 XapaKkTep U He
ca CBBbp3aHU C XOJIeCTa3a WIH KbITCHHIIA.

Aneuoeoem

I1pu jeyeHne ¢ BUIIATIUIITHH Ce ChOOIaBa 3a PEIKU CIIydad Ha aHTHOEEM C YeCTOTa CXO/HA C Ta3u
Ha KoHTpoJuTe. [To-roisMaTa 9acT OT CIy4anuTe ca ChOOIICHH, KOraTo BUJIIATIMIITHH ¢ TPHUJIarad B
xomouHanus ¢ ACE unxuburtop. I[To-ronsMaTa 9acT OT CHOUTHATA Ca JIEKH 110 TEXKECT M OT3ByYaBaT
IPH [TPOIb/DKABAHE HA JICYCHHUETO C BUJIIATIUIITHH.

Xunoenuxemus

B cpaBHUTENTHN, KOHTPOJIMPAHU TPOYYBAHUS HA MOHOTEPAITHS, XUTIOTJINKEMHATA € HedecTa IpH
usrnomsBane Ha BugaraunTud (0,4%) KaTo MOHOTEpaIus CIIPSIMO aKTHBEH CPaBHUTENICH MPOAYKT WIIH
ane6o (0,2%). Hama choO1eHns 3a TeXKKH WK CEPUO3HU CHOUTHS HA XUNoraukemust. [Ipu
yrnoTpebda KaTo IOMbJIBaIla Tepamnus KbM METGOPMUH, XUTIOTTIMKEMHS Bb3HUKBA 1pH 1% ot
MAIMEeHTHTE, JIeKyBaHu ¢ BugarnuntuH u npu 0,4% ot manuenture Ha manebo. [Ipu nobassHe Ha
MUOTIIUTA30H, XUMIOTTUKEeMHsI Bb3HUKBA pu 0,6% OT manueHTuTe, JeKyBaHU C BIUIJATJIAIITAH U TIPU
1,9% ot nanueHTuTe, JeKyBanu ¢ mianeto. [Ipu nobassHe Ha CynhOHUITYPEHHO POU3BOIHO,
XUIOTJIMKEMHUSI Bb3HUKBA 1pu 1,2% OT mauueHTure, JeKyBaHu ¢ Buiigarauntud u opu 0,6% ot
nanueHTuTe Ha mianebo. [lpu nobassHe Ha CyNpOHMITYPEHHO MPOU3BOTHO U METPOPMUH,
XUMOTJIMKEMHUS Bb3HUKBA MpH 5,1% OT manmeHTuTe, JeKyBaH! C BUIAArIUNTHH | 1ipu 1,9% ot
nmanueHTuTe Ha rianebo. [lpy nanuenTy, nmpuemMany BIIIIATIUIITAH B KOMOWHAIMS ¢ WHCYJIVH,
YyeCcTOTaTa Ha Bb3HUKBaHE Ha XUNoriMkemus € 14% 3a suigaraunTtud 1 16% 3a miane6o.

Mempopmun

Hamanena abcopoyus na sumamun Bio

Hamanenune na abcopOuusita Ha BUTaMuH B1s ¢ TOHIDKEHHE Ha CepyMHUTE HUBA ce HAOII01aBa MHOTO
PAIKO TIPH MAIMEHTH, KOUTO ca JIEKYBaHHU ¢ MeT(OPMHUH 3a JIBIIBT TIepro/1 oT Bpeme. [IpenopruBa ce
Jla ce MMa TPeBH/I IT0J00HA €THOJIOTHS, aKO IIPH MAIMEHT € HaJIMYHa Merajo0IacTHa aHeMHUsl.

Yeproopobna gyuxyus

CphoO11aBa ce 3a U30JIMPaHH CIIy4an Ha OTKIIOHCHHUS B CTOMHOCTHTE HA YEPHOIPOOHHTE
(GYHKIMOHATHY MTOKA3aTeM UK XEMAaTUT, KOUTO OTIIYMSIBAT CJIE/] TPEeKpaTsIBaHe MpremMa Ha
MeThOpPMUH.

Cmomawino-upeenu HapyuweHus

CromanrHo-4peBHUTE HEXKEAHU pEeaKLU Bb3HUKBAT Hall-4eCTO 110 BpEME Ha 3alI04YBaHE Ha
TepanuATa ¥ OTIIyMSIBAT CIIOHTAHHO B MMOBEYETO CIIyYad. 3a Ja ce MPEAOTBPATAT Ce MPEenopbyBa
MeT(GOpMUH Jia ce mpreMa KaTo 2 THEBHHM J03U I10 BpeMe Ha WM ciie XpaHeHe. baBHOTO moBuiiaBane
Ha J103aTa MOXKE ChIIIO J1a MOJ00PH CTOMAILTHO-UYPEBHATa IOHOCUMOCT.
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Cpo0111aBane Ha MOA03UPAHN HEKETAHHN PEAKITHH

Cro01IaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUH CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa MMO3BOJISIBA Ja MPOIBJKK HAOIIOICHUETO Ha ChOTHOIICHUETO IMOJI33/PUCK 32
JeKapcTBeHUs MpoaAyKT. OT MEIUIIMHCKUTE CIISIIUAIMCTH C€ M3MCKBA Ja ChOOIIaBaT BCSIKa
MTOI03MpaHa HeXKeIIaHa Peakilys Ipe3 HaIlMOHAHA CICTEMa 3a ChOOIIaBaHe, IIOCOYEHa B

[Ipuioxkenue V.

4.9 Ilpemo3upane
Hsama mannu, cBbp3aHu ¢ npeaosupane ¢ Eucreas.

Bunngarnuntun
HMudopmanusra 1mo OTHOIICHNE Ha TIPEI03UpaHe ¢ BIUIIATIIAIITHH € OTpaHrYCHa.

Cumnmomu

Nudopmarysita 3a BEpOATHATE CHMITOMH Ha MPEI03UpaHe C BUIAATIHUIITHH € TIOIy4eHa OT
NpOoyYBaHE 32 MOHOCHMOCT Ha yBEJIMYaBallla ce 1032 IPH 3paBH MHIUBUIN, HA KOUTO € MpUJIaral
Bungariuntie 3a 10 qau. [Ipu no3a ot 400 mg e uMano Tpu cirydast Ha MyCKYJTHHA OOJIKH U OT/ICITHU
CIIydad Ha JIEKW ¥ IPEXO/IHU MapecTe3nur, BUCOKA TeMIIepaTypa, OTOIH U MPEXOJHO MTOBUILIABAHE HA
HuBaTta Ha nunaszata. [Ipu 600 mg enuH y4acTHHK € MOITY4YWI OTOK Ha CThIajaTa U pbLETe, U
MOBHIIIaBaHe Ha HUBaTa Ha kpeaTuHpochoknnazata (KOK), ACAT, C-peakruBnus npotent (CRP) u
Muornoouna. TpuMa Apyru y4acTHHIIN ca OIYYHIH OTOLH 110 XOUIIaTa, B IBa OT CIIy4auTe C
napecrte3nd. BcHUKM cHMITOME M OTKJIOHEHUS B JJAOOPATOPHUTE MOKA3aTeIN OT3BYy4aBaT 0e3 JIeueHHe
ClIe/T TIPeyCTAaHOBSIBAaHE MIPUEMa Ha M3CIIEABAHHS JIEKApPCTBEH MPOIYKT.

Metdhopmun

ITpeao3upate ¢ BUCOKA 1038 METPOPMHUH (MK TIPH CHITBTCTBAII PUCK OT JIAKTATHA alli103a) MOXKE Ja
JTIOBEJIE JI0 JIAKTaTHA aly/103a, KOSTO MPEACTABIISABA CICIIHO ChCTOSHUE U TPIOBa Ja ce JIEKyBa B
OOJIHHUIA.

Jleuenue

Haii-eekTHBHUAT METOJT 32 OTCTpaHsBaHE HA MeT(HOPMUH € XoMoauanu3ara. BunarnmunTus, odade,

HE MOXe J1a ObJIe OTCTPAHEH Ype3 XeMOAHAIN3a, HO OCHOBHHUST My MeTa0ouT ciiex xuaponusa (LAY
151) moxe na ce muanusupa. IIpenopbuBa ce MOAIBPIKAIIO JICUECHHE.

5. ®APMAKOJIOTUYHU CBOMCTBA

51 @apmakoguHAMUYHH CBOMiCTBA

dapmakorepaneBTHYHA rpymna; JlekapcTBa 3a JieueHne Ha JuadeT, KOMOMHALUS OT TIePOPAITHH,
MOHW)KaBallly KpbBHAaTa 3axap jekapcta, ATC xon: A10BD08

MexaHu3bM Ha IEWCTBUE

Eucreas KOM6I/IHI/Ipa ABC€ aHTUXUIICPIIIMKEMHUYHU CPEACTBA C B3AUMHO AOIIBJIBAIN CE MEXaHU3MHU Ha
ﬂeﬁCTBHC 3a HO,I[O6p$[BaHe Ha TNTMKEMUWYHHAA KOHTPOJI IIPpU MAalMUCHTH C ,I[I/Ia6CT THII 2: BUWJIOArJIUIITHUH,
MNpEACTABUTCII HA KylaCa JICKAPCTBCHU MPOAYKTH, CTUMYJIUPAIIN KJICTKUTC B OCTPOBUTC HA ITaHKpPEaca,
n MeTq)OpMI/IH XUApOXJIOpUd, MPEACTABUTEII HA KjlaCa Ha 6I/IFBaHI/IJII/ITe.

BI/IH,I[aFJ'II/IHTI/IH, KOHTO Cllaga KbM Kijiaca JICKAapCTBCHU MPOAYKTH, CTUMYJIUpAIIA OCTPOBHUTEC KJICTKU B

HaHKpeaca, € MOIICH U CeJICKTHUBEH HHXUOUTOp Ha qunentuant nentuaaza-4 (DPP-4). Merdopmun
JIelicTBa OCHOBHO 4pe3 HaMalIsIBaHe Ha CHJOI€HHOTO 00pa3yBaHe Ha TJII0K03a B YEPHUS APOO.
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dapMakoMHAMUYHU ePeKTH

Bunoaznunmun

Bunparnuntus nericTBa OCHOBHO upe3 nHxuOupaHe Ha DPP-4, eH3UMBT OTTOBOPEH 32 pa3rpakIaHeTO
Ha HHKpeTHHOBUTE X0pMoHU GLP-1 (Tmokaron momo6en nmentua-1) u GIP (riroko30-3aBucHM
WHCYJTMHOTPOIIEH TTOUTIETITH).

IIpunokeHreTo Ha BIJITATIUIITHH BOAH 10 OBP30 M ITHIHO HHXHUOWpaHe Ha akTUBHOCTTa Ha DPP-4, B
pe3ynTaT Ha KOETO Ce IMOBHUIIABAT €HIOTEHHUTE HUBA Ha WHKpeTHHOBUTE XopMoHu GLP-1 u GIP,
KaKTO Ha IJIaJHO TaKa U CIe] HaXpaHBaHE.

ITocpeacTBoM NOBHIIABAHE HA CHIOTCHHUTE HUBA HA T€3U HHKPETUHOBH XOPMOHH, BUIIAATIUIITHH
MOBHINIABA YYBCTBUTEIHOCTTA HAa OeTa KICTKUTE KbM KPBbBHATA 3aXap, KOSTO BOM JI0 MOI00psBaHE Ha
TJIFOK030-3aBHCHUMAaTa MHCYJIMHOBA cekperus. Jleuenuero ¢ BuparimnTud 50-100 mg qaeBHO npu
MAIMEeHTH ¢ TrabeT THH 2 3HAYMTEITHO MOA00psBa IToKa3aTeuTe 3a OeTa-KieThuHaTa (DYHKITUS, KOUTO
BkirtouBaT HOMA-B (Homeostasis Model Assessment —f3), ChOTHOIIEHHETO IPOUHCYIIUH CIIPSIMO
WHCYJIMH U U3MEPBAHETO HAa PEAKTHBHOCTTA Ha OeTa KJIETKUTE MPHU TECTa 3a TOJICPAHTHOCT IPH YECTO
JaBaHe Ha Xpana. [Ipu juna, KOUTo HAMAT AuadeT (HOPMOTIIUKEMUS ), BUJIIATTTUIITHH HE CTUMYJIAPA
CeKpelysiITa Ha MHCYJIMH M He HaMaJsiBa HUBOTO HAa KPhBHATA 3axap.

Upes noBuiiaBane Ha eHAOreHHOTO HUBO Ha GLP-1, BuinarmuntuH ChIIo0 MOBUIIABA
YyBCTBHTETHOCTTA Ha alia KIETKUTE KbM KpbBHATA 3aXap, KOETO BOJIH JIO TI0-3/ICKBaTHA Ha KPhBHATA
3axap CeKpeuus Ha MIIOKaroH.

[ToBumaBaneTo Ha WHKPETHUHOBUTE XOPMOHHU B YCJIOBUATA Ha XUIICPIIIMKEMHUA BOAU N0 3aCUIICHO
yBEIM4YaBaHC HA CbOTHOIICHUCTO I/IHCYJII/IH/I‘IIIOKEIFOH 1 HAaMAJIABaHC IMMPOAYKIMATA Ha I'IFOKO3a OT
qCpHUA I[p06, KaKTO Ha riiaaHo, Taka 1 CJIC HaxXpaHBaHEC, C KOCTO CC HaMaJIsIBa INIMKEMHUATA.

N3zBecTHUAT edekT, ye mopuiieHOTo HUBO Ha GLP-1 3a06aBsi croManiHOTO U3NIpa3BaHe, HE ce
Ha0JIr01aBa MpH JICYEHKE C BUIIIATIUIITHH.

Mempopmun

MeT(bOpMI/IH € 6I/IFBaHI/I,I[ C AHTUXUIICPIIIMKCMHUYCH eq)eKT, KOITO HaMaJIsiBa CTOMHOCTHTE Ha IJII0K03a
B IJIa3MaTa, KaKTO Ha I'IaIHO TaKa U CJIC HaXpaHBAHC. Toit He CTUMYJIMpPA CCKPCUUATA Ha UHCYJINH U
rnmopaauv ToBa HE BOAU 10 XUIIOTJIMKEMUA UJIN YBEJIMUAaBaHC Ha TCJIICCHOTO TEIJIO.

MertdopMuH MOKe 71a OKa3Ba CBOS TIIFOKO30-TIOHMKaBAI €()EKT MTOCPEACTBOM TPU MEXaHU3MA!

- HOCPEICTBOM HaMaJIsiBaHe Ha 00pa3yBaHETO Ha IIIOKO3a B YEPHUS P00 Ype3 MHXHOMpaHe Ha
IJTIFOKOHEOTeHe3aTa 1 IIMKOTeHOIN3aTa,;

- B MYCKYJIUTE TIOCPEICTBOM YMEPEHO M3Pa3eHO yBeIMYaBaHEe Ha HHCYJIHHOBATA
qyBCTBHUTEIHOCT, MOJO0PsBaliKU Mepr(epHOTO MIOEMaHe U YCBOSBAHE HA TJTI0K03aTa;

- nocpecTBOM 3a0aBsiHe Ha aOcopOIMATa HA INIFOKO3aTa B YepBarta.

MertdopMuH CTUMYIHPA BBTPEKICThYHHS CHHTE3 HA TIIMKOTEH, IIOCPEICTBOM MOBIIUsIBaHE Ha

TJIMKOT€H CHHTa3aTa M MIOBHIIABA TPAHCIIOPTHUS KaallUTET Ha CHEUU(PUIHU TUIIOBE MEMOpaHHH

rimoko3uu Tpancnoprepu (GLUT-1 u GLUT-4).

[Ipu xopa, He3aBUCHMO OT BIMSHUETO CH BBHPXY INIMKEMHATA, METQPOPMUH UMa OaronpusiTHA eeKTH
BBPXY JIMIUIHUS METa00IH3bM. B cpesiHO- U IBJITOCPOYHH KIMHUYHH POYYBAHUS, TIPU MIPUEM Ha
TepaneBTHYHH JI03U € TI0Ka3aHo, Ye: MeT(OPMHUH NOHIKaBa CEpYMHUTE HUBA Ha OOIIHsI X0JIEeCTepo,
LDL- xonecteposa 1 TPUTTHLEPHIUTE.
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IIpocnextuBHOTO, pangomusupano npoyuBane UKPDS (UK Prospective Diabetes Study) ycranossiBa
JUBJITOCPOYHHTE MOJI3U OT MHTCH3UBHUS KOHTPOJ Ha KPhBHATA 3aXap MPH MalMeHTH ¢ qradeT THIl 2.
AHanu3bT HA PE3YJITATUTE TIPH MAIUCHTU C HATHOPMEHO TETJIO, JISKyBaHHU C METQPOPMHUH CIIE]T
HEYCIIEeX OT JICYCHUE CaMO C JTUCTA MTOKa3BaT:

- 3HAYMMO HaMallsiBaHe Ha a0CONIOTHHS PUCK OT BCSIKO CBBP3aHO ¢ AHadeTa YCIOKHEHUE B
rpymnara Ha metdopmuH (29,8 ceoutns/1 000 nanueHT-roauHN) CIPSIMO TMAUEHTUTE OCTABCHU
camo Ha aueta (43,3 csoutus/1 000 manuent-rogunan), p=0,0023 u cnpsaMo rpynuTe Ha
KOMOWHHpaHa Teparnus Che CyJIGOHMITYPEHHN MPOTYKTH U HA MOHOTEPAIHS C HHCYJIHH
(40,1 cebuTus/1 000 mammenT-roauuun), p=0,0034;

- 3HaYMMO HamallsiBaHEe Ha a0COIIOTHHS PUCK OT CBbp3aHa ¢ quadeta CMbPTHOCT: MET(OPMUH
7,5 cpoutns/1 000 manmenT-rognau, camo Ha guera 12,7 cxourus/1 000 manueHT-roguHy,
p=0,017;

- 3HaYMMO HamallsiBaHe Ha a0CONIOTHHS PUCK OT 00Ia CMBPTHOCT: MET(HOPMUH
13,5 cuouTus/1 000 namuent-roguau cnpsmo camo Ha auera 20,6 cpoutuss/1 000 namuenT-
roguau (p=0,011) u cipsimo TpynuTe HAa KOMOMHIPaHA TEPAIHS ChC CYI(OHIITYpEHH
NPOAYKTH U Ha MOHOTepanus ¢ uHcyauH 18,9 croutus/1 000 mamuent-roguau (p=0,021);

- 3HAYMMO HamajsBaHe Ha aOCOMOTHHS PUCK OT HH(PAPKT HA MHOKap/a: MeTHOPMHH
11 cpOuTua/1 000 manmenT-roanau, camo Ha guera 18 csouTusa/1 000 mamueHT-roguHu
(p=0,01).

Knnnnuna edukacHocT ¥ 6€300aCHOCT

HpI/I6aBﬂHeTO Ha BWJIJarJIvuIiTHH KbM JICHCHUCTO HaA IMallUCHTH, YUNATO TIINKEMUYEH KOHTPOJI HE €
3a/I0BOJINTEJICH BBIIPEKH MOHOTEpAIHsiTa ¢ METQOPMHH, CIIe/l 6-MECeUHO JICUCHUE BOJH 10
JOTBJIHATETHO CTATUCTHYECKH 3HAYUMO CPETHO MOHIKaBaHe Ha croiiHocTHTe Ha HDA1: B cpaBHEeHHE
¢ ranebo (pasmuku Mexay rpymnute ot -0,7% o -1,1%, choTBeTHO, 3a BuAaraunTiH 50 Mg u

100 mg). IIpoueHTHT Ha MALUEHTHTE, KOUTO TMOCTHTaT MOHWKaBaHe Ha croiHocTuTe Ha HhA:c ¢

> 0,7% CIIPSAMO M3XOAHUTEC € CTATUCTUYCCKU 3HAUYMMO I10-BHCOK B ABCTC I'PYIIM HAa BUJIAATJIAIITUH
wioc MetdopmuH (croTBeTHO 46% U 60%) cripsiMo rpymara Ha MeTopmuH wToc miare6o (20%).

B 24-cemMuuHO KIMHWYHO W3NUTBaHE, BUAarunTHH (50 mg Ba MTH THEBHO) € CPABHEH C
nmorntaszoH (30 mg BEAHBXK THEBHO) MPH MAIMEHTH, MTPH KOUTO HE € MMOCTUTHAT aIeKBaTeH
TJIMKeMIYeH KOHTPOI ¢ MeTQopMuH (cpenHa qHeBHa mo3a: 2020 mg). CpeqHOTO MOHIKEHNE Ha
uuBara Ha HbA., ipu cpenen nzxomen HbAj. ot 8,4%, e -0,9% npu 1o6aBsiHe Ha BUIIATIAIITHH KbM
MeTdopmuH 1 -1,0% npu 1odaBsHE Ha MUOTIANTA30H KbM MeThopMuH. CpeTHOTO MOBUINIABaHE HA
TEJIECHOTO TETJI0, HAOIF0IaBaHO MPH MAIUEHTHTE, IIPUEMAIIY ITHOTIUTa30H B AOMBIIHEHHE KbM
metdopmuH e +1,9 kg, cnpsimo +0,3 kg nipu nanueHTUTe, npreMaily BIJIATIUITHH B OITbIHEHUE
KbM MET(QOPMUH.

B xuHIYHO M3MUTBaHE ¢ 2-TOIUITHA TPOABIKUTEIHOCT BIUIAATIUNTHH (50 MQ ABa TBTH THEBHO) €
CpaBHEH ¢ TMMenupu (10 6 mg/aeH - cpeHa 103a npe3 2-Te roauHu: 4,6 Mg) npu naueHTH,
NeKyBaHU ¢ MeTQopMHuH (cpeaHa qHeBHaA no3a: 1894 mg). Crien 1 ronrHa cpeAHOTO TOHMKEHHE Ha
HuBata Ha HbA 1. e -0,4% npu no6aBsiHe Ha BUIAANIMOTAH KbM MeTopMuH u -0,5% npu nobaBsHe
Ha TJIMMENUPUI KbM MeThOPMUH, 1ipu cpeneH usxoneH HbAc ot 7,3%. IIpomsiHara B TEJIECHOTO
terso npu sunarauntu e -0,2 kg cnpsamo +1,6 kg npu rmumenupua. Yecrorata Ha ciaydanTe Ha
XUIIOTIIMKEMHUS € 3HAYMTENTHO TO-HUCKa B rpynara Ha Buiagarauntud (1,7%) B cpaBHeHuUe ¢ Tpynara
Ha raumernpun (16,2%). B kpaiinara Touka Ha nmpoy4BaHeTo (cies 2 ToAuHN) cToiHOCTHTE HAa HbA 1
ca MoZ00HY Ha M3XOJHHUTE CTOMHOCTH B JIBETE TEPANIEBTUYHH IPYIIH, & Pa3INIHATa TI0 OTHOIIIEHHE Ha
MIpOMsIHATA B TEIECHOTO TEMJIO U CIIyYauTe Ha XUIOTIIMKEMUS CE 3ara3Bar.

B 52-cenmuuno m3nuTBane BuiaaraunThH (50 mg 1Ba MsTH JHEBHO) € CPaBHEH C TIIMKIA3u (CpeaHa
JHEBHa j103a: 229,5 mg/neH) npu nalueHTH, HETOCTUTHAIM KOHTPOJ ¢ MeT()OpMUH (M3X01HA 033 Ha
merpopmuH 1928 mg/nen). Cnexn 1 ronuna cpequoro nonmwkenue Ha HbA. e -0,81% npu nobassine
Ha BUJIIATTIMIITHH KbM MeThopMHEH (TIpu cpeseH m3xoneH HbA1c 8,4%) u -0,85% npu nobassiHe Ha
TIIMKIIa3u]] KbM MeTopMuH (TipH cpener uzxoaeH HbAic 8,5%); mokazana e craTUCTHYECKH 3HAYHMA
He no-manka edukacuoct (95% ClI -0,11 — 0,20). [IpomsiHara B TenecHoTo Terio e +0,1 kg npu
BUWJIJIATJIAIITHH cpsMo +1,4 kg npu rimknazuj.
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B 24-ceaMuuHO M3MUTBAHE € OlICHEHA ePUKACHOCTTA Ha (PMKCHUpaHaTa 1030Ba KOMOMHAIIUS OT
BUWIIATJIMIITHH ¥ MET(OPMUH (TIOCTETIEHHO TUTpUpaHa 10 f03a or 50 mg/500 mg nBa mbTH JHEBHO
i 50 mg/1000 mg aBa mMbTH THEBHO), MPUIIOKEHA KAaTO TbPBOHAYAIIHA TEPAITHUS IPH MAIMCHTH,
HeTIpUeMaIH TIPEeIH TOBa JPYTH JiekapcTBa. KoMOMHanumsaTa BUIIAr IMITHH/METPOPMIH

50 mg/1000 mg, mpuiiokeHa Ba MbTH JHEBHO, moHmwkaBa HbA1¢ ¢ -1,82%,
Butarnuntia/Merdpopmun 50 mg/500 mg, npuitoxkeHa Ba IbTH AHEBHO, ¢ -1,61%, metdopmun
1000 mg, mpuiokeH J1Ba MbTH JHEBHO, ¢ -1,36%, a Bumparmuntud 50 mg, MpUIoKeH J1Ba MbTH
JIHEBHO, ¢ -1,09% npu u3xomen HbA1¢ 8,6%. [Tonmxkerunero Ha HbA1c, HaOM01aBaHO [IPH MALUCHTH C
n3xoaeH HbAic >10,0%, e mo-roasamo.

24-ceIMUYHO, PAHIOMU3HUPAHO, JBOWHOCIIAIIO, THIAe00 KOHTPOIUPAHO U3MUTBAHE € TIPOBEJCHO MPH
318 manmenTy, 3a 1a ce olleHH erKacHOCTTa U Oe3onacHocTTa Ha Buiaarmuntil (50 mg aBa mbTi
JTHEBHO) B KoMOuHanust ¢ MetdopmuH (>1500 mg aHeBHO) U ruMenupua (>4 My THEBHO).
Bugarauntud B KOMOMHALNS ¢ METGOPMUH M TIMMEINPHL 3HAUNTETHO HoHmKaBa HbA . cripsmo
miare6o0. Kopurupanara crpsamo miane6o pasivka B CpeaHoTo monmkenne na HbA ¢ cripsimo
u3xoaHata ctoiHocT ot 8,8% e -0,76%.

[IpoBeneHo e meTroAuIIHO, MHOTOLIEHTPOBO, PAHJOMHU3UPAHO, NBoiHOCANO poyuBane (VERIFY)
MIPH MAIUSHTU ChC 3aXapeH AuadeT TUN 2, 3a Jia Ce OIICHU e()eKThT Ha paHHA KOMOWHHMpaHa Teparusi ¢
BUIIAArMnTHH U MeThopmuH (N = 998) cripsiMo cTaHAapTHA MTbPBOHAYATHA MOHOTEPAITHS C
MeThOpMUH, ITOCTIeIBaHa 0T KOMOHMHAITNS C BIJIATIIANITHH (TPyTIa Ha TIOCIIEI0BATEIHO JICUSHHE)

(N =1 003) mpu HOBOAMATHOCTUIIMPAHH ALUESHTH ChC 3axapeH auadet tun 2. Cxemara ¢
KOMOMHAIMATA Ha BUWiAarmunTiH 50 mg JBa MbTH JTHEBHO IUTIOC METPOPMUH BOIM JIO CTATHCTUYCCKU
Y KIIMHUYHO 3HAYMMO OTHOCHUTEIHO HaMaJsBaHe Ha PUCKa “BpeMe /10 MOTBBP/CH HEYCIeX Ha
ITbPBOHAYAIHOTO JiedeHue" (ctoifHocT Ha HDA1c >7%), cripsiMo MOHOTepamnus ¢ MeTGOPMHUH IPH
HCJICKYBAaHU 1O MOMCHTA IMallMCHTU CHC 3aXapCH ,HI/Ia6CT THII 2 npes3 5'FOILI/IH_IHaTa MMPOABIKUTCIIHOCT
na npoyusaneto (HR [95%CIl]: 0,51 [0,45, 0,58]; p<0,001). YecroraTta Ha HEyceX Ha
IbPBOHAYATHOTO JieueHue (cToitHocT Ha HbA1. >7%) e 429 (43,6%) nanuenTy B rpynaTa Ha JieueHHe
¢ komOuHarmsTa u 614 (62,1%) nauueHTH B rpynaTa Ha MOCIeI0BATEIHO JICUCHHE.

24-ceIMUYHO PaHIOMHU3UPAHO, TBOWHOCIISINO, TIIANe00 KOHTPOJIMPAHO U3MUTBAHE € TIPOBEJICHO MPH
449 manueHTy, 3a J1a OlleHH e(pUKacHOCTTa U Oe30macHocTTa Ha BuuiaarauntiH (50 mg n1Ba mbTi
JTHEBHO) B KOMOWHAIHS C TIOCTOSTHHA J103a Oa3asieH Wik CMeCEH WHCYIIHH (CpeIHa JHEBHA 1033 OT

41 equHUIK), ChC ChITBTCTBAIN pHeM Ha MeTdopmun (N=276) wiu 6e3 ChIIbTCTBAII IPHEM Ha
merdopmud (N=173). Bungarnuntis B KOMOHHAIMS ¢ HHCYJIMH 3HAYATETHO MoHMmKaBa HDA
cnpsiMo 1iare6o. B o0maTa momnynamnys KOpurupaHaTa CrpsiMo Iianedo pasinuka B CpeaHOTO
nonmwkeHue Ha HbA1c mpu cpenna uszxoaHa croitnocT Ha HbA 1 8,8%, e -0,72%. B noarpynure,
JIEKYBaHU C MHCYJIUH, ChC WU 0€3 ChIIBTCTBAI MPUEM Ha MET(HOPMHUH, KOPUTHPAHOTO CHPAMO
mtare6o cpearo nmormkenne Ha HbA; ¢ e crotBeTHO -0,63% 1 -0,84%. YecToTara Ha XMITOTIINKEMHS B
oOmrara nomysanus € 8,4% u 7,2%, chOTBETHO B IPYNUTE HA BUJIATIIMIITHH U Tu1aie6o. [Ipu
NalUeHTHTE, IPUEMAIIF BUIIATTIHIITHH, He ce HaOJr0/1aBa nmosuiasade Ha ternoto (+0,2 Kg), mokato
IpH [TpUeMaliuTe wianedo ce Habmo1aBa nmoHmwkerue Ha terioto (-0,7 Kg).

B npyro 24-cenmuyHO npoy4BaHe IpH MAMEHTH C MO-HAIIPEIHAN 3aXapeH AualdeT THI 2, PU KOUTO
HE € IMOCTHTHAT aJIeKBaTeH KOHTPOJI C JICYEHHETO C MHCYJIMH (Obp30eiicTBal U 1O-ABJITo/IeiicTRall,
cpeana uHCymuHOBa m03a ot 80 1U/nHeBHO), cpeanoTo nmonmkenne Ha HbA:: ipu mobassiHe Ha
utarauntiH (50 My 1Ba MbTH JHEBHO) KbM HHCYJIHHA € CTATHCTHYECKH 3HAYUMO MO-TOJISIMO,
OTKOJIKOTO TpH KoMOMHanusTa mianebo mioc uucyiaus (0,5% crpsimo 0,2%). YectoTara Ha
XHUITOTJIMKEMUS € TO-HMCKA B TPpyIaTa Ha BHIIAATIIMITHH, OTKOJIKOTO B Tu1anebo rpymnara (22,9%
crpsimo 29,6%).
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CvpoeyHocv0os puck

Mera aHanHM3 Ha HE3aBUCHMO U ITPEABAPUTEIHO ONPEICTICHUTE ChPACYHOCHIOBU HEXEIAHU CHONTHS
ot 37 daza Il u IV x1MHUYHY poyYBaHMS IPU MOHOTEpanus U KOMOMHUpaHa Teparnus, C
NPOABIDKUTEIHOCT HaJ 2 TOAUHU (cpeaHa ekcno3uiust 50 ceqMHny 3a BUJIATIUNTHH U 49 ceaMuiu
3a CpaBHUTEIHUTE TPOAYKTH), IOKA3Ba, e JICUCHUETO C BIIJATIIUITHH HE € CBBP3aHO C IIOBHIIABAHE
Ha ChPJICYHOCHIOBHS PUCK CIPSIMO CPABHUTEIHHUTE MPOXyKTH. ChcTaBHATA KpaifHa TOYKa Ha
NpeABApUTETHO ONPEIEICHUTE TOJIEMH ChbpACYHOCHIOBH chOuTHs (major adverse cardiovascular
events — MACE), BKIIIOYUTEITHO OCTHP MHOKap/IeH HH(DAPKT, HHCYIT WM CMBPT MOPAIH
CBPJICYHOCHA0BA MPUYNHA, € TT0100HA IPH BIJIAATIUIITHH CIPSMO KOMOMHUPAaHHU aKTHBHH U ILTAIie00
cpaBHuTENHU npoaykTu [OTHOCUTENeH prck o Mantel-Haenszel (M-H RR) 0,82 (95% ClI
0,61-1,11)]. MACE nacrbnBa mipu 83 ot 9 599 (0,86%) nauuenTH, JeKyBaH! ¢ BUIAATIUITHH U TIPH
85 or 7 102 (1,20%) manmeHTH, JeKyBaHHU ChC CPaBHUTEIECH MPOAYKT. OTleHKaTa Ha BCEKH OTAEIICH
kommoHeHT Ha MACE He nokassa nosuteH puck (nogodbex M-H RR). Cr0uTus ¢ motBspaeHa
cbpaeuna HegoctarbuHocT (CH), nedunupana karo CH, nsncksaiia xocnutanu3amnus, Hin
nHosormosiBria ce CH, ce cpobmasar mpu 41 (0,43%) ot manueHTHTe, IEKYBaHU C BIJIAATIHUIITAH U IIPH
32 (0,45%) ot nammenTHTe, JIEKyBaHH ChC cpaBHUTENeH poaykT M-H RR 1,08 (95 CI 0,68-1,70).

[leqnaTpryHa MOMyJIamus

EBponeiickaTa areHIus 1o jgekapcTBaTra 0cBOO0Xk/1aBa OT 3aIbJDKEHUETO 32 IIPEIOCTaBsSIHE Ha
PEIYIATATUTE OT NPOYyUYBAHUATA C BUILAAITIUIITUH B KOM6I/IHaHI/ISI C MeT(I)OpMI/IH BBB BCUYKHU NOATPYIIN
Ha NeJuaTpuYHaTa MoIyJIanis Cbe 3axapeH nuaber Ti 2 (BX. Touka 4.2 3a mHpOpMaIys OTHOCHO
ynorpe0a B IeIuaTpusTa).

5.2 ®apmakokuHeTHYHH CBOWCTBA

Eucreas

Abcopoyus
Joka3ana e OnoexBuBajIeHTHOCT Ha Eucreas npu tpu paszmuanu no3uposku (50 mg/500 mg,

50 mg/850 mg u 50 mg/1000 mg) crpsiMo KOMOMHAIIKS OT OT/AEIHHU TaOJIETKH BUIIATTIUIITHH 1
MeT(HOPMUH XUIPOXIOPHU B CHOTBETCTBALIUTE JIO3H.

XpaHara He MMOBJIHSBA CTETICHTAa U CKOPOCTTa Ha abcopOLust Ha BUIIAArIUNTHH OT Eucreas. Ckopoctra
U cTeneHTa Ha abcopOiust Ha Mmetdopmut ot Eucreas 50 mg/1000 mg ca HamaseHH, Korato ce
npuiIara eJHOBPEMEHHO € XpaHa, KOeTO ce 0TpassBa B moHmkaBaHe Ha Cmax ¢ 26%, AUC ¢ 7% u
3abaBsHe Ha JOCTUraHeTo Ha Tmax (2,0 mo 4,0 uaca).

[NocneaBanoTo U3JI0KEHUE 0Tpa3siBa PapMaKOKHHETHUYHUTE CBOMCTBA HA OTICIHUTE aKTUBHU
BemecTna B Eucreas.

Bungarnuntux

Abcopoyus
Criet mepopaiHo MPHUIOKEHHUE Ha TJIaIHO BUJIAMIUIITHH ce abcopOupa ObP30 ¢ NMKOBa IJIa3MeHa

KOHIICHTpaIus HabmomaBana Ha 1,7 gac. Xpanata ciabo 3a6aBsi BpeMeTO 3a JOCTUTaHE Ha MMIKOBAaTa
TUTa3MeHa KOHIeHTpaIys 1o 2,5 Jaca, Ho He noBimsiBa odmiara excrozunus (AUC). [Ipunoxxenuero
Ha BUJIJATJIMIITHH C XpaHa BOAM 10 moHmkaBaHe Ha Cmax (19%) cripssMo mpHyIosKeHHe Ha TIIAIHO.
Crenenra Ha IpoMsiHa, 00ade, He € KIIMHWNYHO 3HAYMMa, Taka ue BUJIIATJIMITHH MOXKE J1a Ce TIpujiara
cbc i 0e3 xpaHa. AGconoTHaTa OnoHanu4aHoOCT € 85%.

Pasnpedenenue
CBBp3BaHETO HA BUIJATIUIITHH C IJIa3MEHUTE MPOTEHHH € c1a0o (9,3%) 1 BUIIIArIunTrH ce

pasmpenens MOpaBHO MEX Ty IIa3MaTa ¥ YepPBEHUTE KPBBHU KieTku. CpeHus 00eM Ha
pasmpe/enenre Ha BUJIATIMITHH B CTAIIIOHAPHO CHCTOSHHUE CIIE] MHTPABEHO3HO MpHiokeHue (Vss) €
71 nutpa, KOETO MpeaArnoiIara eKCTpaBacKyIapHO pa3npeneacHue.
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buompancgopmayus

MeTabonmu3mMbT € OCHOBHHUS BT HA ETUMUHHApAHE Ha BIIJATIUITHH IIPH X0Pa, KOETO Ce OTHACA 32
69% ot nozata. OcHoBHUAT MeTabouT (LAY 151) e papMakonornyHo HeaKTHBEH U € MPOJYKT Ha
XUJIPOJIU3aTa Ha IMaHO TpyIaTa, ChCTaBlisgiBa 57% OT A03aTa, MOCJICABAH OT MPOIYKT Ha aMHUJIHA
xuaponusa (4% ot gozara). DPP-4 nompuracs 9acTHYHO 3a XUAPOJIM3aTa Ha BUJIATIIANITHH, KOETO Ce
OCHOBaBa Ha iN VIVO mpoy4BaHe, B KOETO ¢a M3IMOJ3BaHu ITbX0Be ¢ Aedurmt Ha DPP-4.
Bunparnuntun He ce metabonusupa ot CYP 450 eHsumure 10 cTerneH, KOATO MOXe Ja ObJie
ompezeneHa. Cre0BaTeHO, HE C€ 0YaKBa METAaOOIMTHUAT KIIMPHHC HAa BIJIAATIIMIITHH 1A CE TTOBIIHSC
ot egHoBpeMeHHOTO npritoxkenne ¢ CYP 450 uuxuburopu w/win HHAYKTOpH. IN Vitro npoyuBanusiTa
MOKA3BaT, ue BWIJATIUNTHH He nHXxuOupa/uaaynupa easumute CYP 450. Eto 3amno, Hima
BEPOSATHOCT BUJIIATJIUIITHH JIa IOBJIMSIBA METAOOJIUTHUS KIMPHHC HA SIIHOBPEMEHHO NPUJIAraHUTe
JeKapcTBeHU npoaykTH, Metabomm3upanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6,
CYP 2E1 wmu CYP 3A4/5.

Enumunupane
Cnen nepopanuo npunoxkenue Ha [*C] BwigaraunTus, npuoIusuTenHo 85% ot no3ara ce

eKcKkpeTupa B ypuHara u 15% ot mo3ara ce oTkpuBa BB (erieca. brOpeunara ekckpenus Ha
HENPOMEHEH BUJIATJIMIITHH ChCTaBisiBa 23% ot fo03ara ciief] mepopaiiHo mnprinoxkerue. Cren
WHTPABEHO3HO MPHUIIOKEHNE Ha 31paBU WHAWBHIU, OOUIUAT ID1a3MeH U ObOpeUeH KIIMPBHC Ha
BUJIJIATJIMIITHH €, ChOTBETHO, 41 1 13 l/gac. CpeAHUAT eTMMUHAIIMOHEH TTOTYKHBOT CIIE]T
HMHTPABEHO3HO MPHJIOKEHHUE € IPUOJIU3UTEIHO 2 Yaca. EMUMUHAIIMOHHMAT TIOTY)KUBOT CIIE]T
TIEPOPAITHO MPUIIOKEHHE € TPUOTUZUTEIHO 3 Jaca.

Jlunetinocmlnenunetinocm
Crmax Ha BUIIIATJIUIITYH | IDIONITA IO KpUBaTa Tuta3MeHna KoHeHTpanws/Bpeme (AUC) ce moBuIaBar
10 TIPHOJIU3UTEITHO J103a-TIPONOPLHOHATICH HAYMH B pAMKHTE Ha TEPAIeBTHYHUS J030B HHTEPBAJI.

Xapakmepucmuku npu nayuenmume

ITon: He ce HaOmroaBaT KJIMHUYHO 3HAYMMH Pa3IMKU BbB (DapMaKOKMHETHUKATA Ha BUIJATIUIITHH
MIPU 3JIpaBH MBXKE U )KEHU B IIMPOK JUAMa30H Ha BB3PacT U MHAEKC Ha TenecHa Maca (MITM).
WNuxubupanero Ha DPP-4 oT BUIgarnunTuH He ce MOBIHMIBA OT MoJja.

Bwu3pacr: [lpu 31paBu nHANBHIM B cTapuecka Bb3pacT (> 70 roguam), 001aTa eKCIo3uius Ha
BusnarunTyd (100 mg BeHbxkK THEBHO) ce yBeiauuasa ¢ 32%, ¢ 18% noBuiiaBane Ha MUKOBaTa
I1a3MeHa KOHIIEHTPAIKsI B CpPaBHEHUE ChC 3/1paBu Mitaan uHauBuan (18-40 roqunu). Cuwnra ce,
obaue, ye Te3u MPOMEHH He ca KIMHUYHO 3HauuMu. Muxubupanero Ha DPP-4 ot BunmaarmunTvH He ce
MOBJIMSIBA OT BH3PaCTTa.

YepHopoOHO yBpexkaane: [Ipu naueHTy ¢ 1Ko, YMEPEHO WITH TEXKKO YePHOAPOOHO yBPEKIaHEe
(Child-Plugh A-C) HsiMa KIMHUYHO 3HAYMMH TPOMeHH (MakcuMyM ~30%) Mpu eKCIO3UIMATA Ha
BUJIIATJTUIITHH.

Bropeuno yBpexaane: [Ipr HHAUBUIH C JIEKO, YMEPEHO HJIH TEXKKO OBOPEUHO YBpEKIaHE CHCTEMHATA
eKCIIO3MITUS Ha BHIAarmunTuH ce yBenudasa (Crax 8-66%; AUC 32-134%) u ToTanHus TeaeceH
KIUPHHC HAMANISABA B CPABHEHUE C MHIUBHUIU ¢ HOPMaTHa OBOpeuHa HyHKIHUS.

Etanuecka rpymna: OrpaHndeHUTe JaHHA MPEIoaraT, ye eTHUIecKaTa IpUHAIIe)KHOCT He OKa3Ba
TOJISIMO BITUSIHHE BBPXY (DapMaKOKHMHETHKATA Ha BUJIJIATIIUIITHH.

Metdopmun

Abcopoyus
Cren mepopajieH npueM Ha MET(POPMHUH, MAKCUMAJTHATA Mia3MeHa KoHIeHTpaius (Cmax) ce mocTura

cies; okoJio 2,5 yaca. AGCooTHAaTa OMOHATMYHOCT Ha TabsieTka MetgopmuH ot 500 mg npu 31paBu
uHauBKH M € puoausuTenHo 50-60%. Cren nepopaiieH npueM, HeabcopOUpaHaTa 4yacT, KOSTO Ce
ycraHoBsBa BbB (eneca e 20-30%.
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Cren mepopaltlHO IpHiIoKeHne abcopOIiaTa Ha MeT(OPMUH € HacHIIaIia u HemrbiaHa. [Ipuema ce, ge
(apMakOKMHETHKATa Ha abcopOIMsaTa Ha MET(HOPMHUH He € JrHelHa. [Ipu o0uuaiiHuTe 1031 Ha
MeT(OPMUH U CXEMH Ha MPUIIOKCHHUE, CTAIIMOHAPHA TUIa3MEHa KOHLICHTPAIHS CE JIOCTHra B PAMKHTE
Ha 24-48 yaca u 0610 B3ero e moa 1 pg/ml. IIpu KoHTpoTMpaHy KITMHUYHY W3MUTBAHUS
MaKCHMaJIHHTE IIa3MeHd HuBa Ha MeThopMuH (Crax) He HagBurmasat 4 pg/ml, nopu mpu
MaKCHUMAJIHHU 103H.

Xpanara c1abo 3a0aBst 1 HaMaJsiBa CTETICHTa Ha abcopOIusa Ha MeTdopMuH. Cres MpriIoKeHne Ha
no3a ot 850 Mg nukoBara mia3Mena Konmnentpanus € ¢ 40% mo-uucka, AUC e Hamanena ¢ 25% u
BPEMETO 3a JIOCTHTaHe Ha MMKOBA MIa3MEeHa KOHIICHTpaIHs € yIbJkeHo ¢ 35 munyTu. He e sicHa
KJIHHAYHATA 3HAYMMOCT Ha TOBA HAMAJICHHE.

Pasnpedenenue
CBBP3BaHETO C MIa3MEHUTE IPOTEHHH € HE3HAYUTENTHO. MeT(hOPMHUH Ce pasmpe/esis B epUTPOIMTHTE.

Cpennusit o6em Ha pasnpenencuue (Vg) Bapupa mexay 63 u 276 nutpa.

buompancgopmayusa
MetdopMuH ce eKckpeTrpa HeMpOMEHeH B ypuHaTta. IIpu xopa He ce ycTaHOBSIBAT METa0ONUTH.

Enumunupane
MetdopmuH ce enuMuHupa Ype3 Ob0peuHa ekckpennsi. BrOpedHusT KupbHC Ha MeTQOPMUH €

> 400 ml/min, koeTo mokasBa, ye MeTHOPMHUH Ce EIUMHUHHPA Ype3 TIIOMepYJIHa (GuiTparms u TyOyTHa
cekpenus. Cien mepopaieH npueM, IPUBHIHIS TEPMUHAIICH SIIMMUHAIIOHEH TIOTYKUBOT €
npubnusutenHo 6,5 gaca. [lpu yBpenena 6w0peuna pyHkuus, ObOpeUHUAT KIMPBHHC € HaMaJleH
HPOIIOPIMOHATHO HA KPEATHHUHOBHS KIMPBHHC U TIOPAJN TOBA SIMMUHAIMOHHHUSAT HOIYKUBOT €
YIBIDKEH, KOSTO BOJI JI0 TIOBHIIIABAaHE HUBATa HA MET(OPMUH B IIa3MarTa.

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

[IpoBeneHu ca NpOyYBaHUsI IPY KUBOTHHU C MPOIBJIKUTEIHOCT 10 13 ceaAMUIIM ¢ KOMOUHAIMSTA OT
BEII[eCTBATa, ChAbPKAIIK ce B EUCreas. He ce ycraHOBSBAaT HOBU IIPOSIBH HA TOKCUYHOCT C Ta3H
komOuHanus. CleqBauTe TaHHU ca YCTAHOBEHH B MTPOYYBAHUS MPOBEICHHU C BIJIIATIIMIITHH U
MeT(HOPMUH ITOOTIEITHO.

BunparmunTua

I[Tpu kyueTa ce HaOIIOIABA yIb/DKaBaHEe HA MHTPAKAPAMAIHOTO MPOBSKAAHE TIPH 71032, IPU KOSTO
HsiMa edekT, ot 15 mg/Kg (7-mbTH Haa eKCIO3UIKUSTA TPU XOpa Bb3 0CHOBA HA Crax).

Kymynupane Ha ieHecTH anBeojJapHu Makpodaru B 0eiure IpoOoBe ce HaOI0aBa MpH IMITbX0BE U
murnky. Jozara, mpu KoATo He ce HabmoaaBa moaooen edekT mpu mrpxose e 25 mg/kg (5-etu Hax
excno3uusiTa npu xopa B3 ocHoBa Ha AUC) u 750 mg/kg npu muiuku (142-mbTr Haj eKCIIO3UIUATA
TIPH X0pa).

CTOMaH_IHO-‘lpeBHI/I CUMIITOMM, 0CO00EHO MEKHU HBIPAKKHCHUSA, U3NIPAKHCHUA CbC CIIY3, AUAPpUA U IIPpU
IMO-BUCOKHU 03U KPBB B U3NIPAKHCHUATA, Ca Ha6J’IIO,I[aBaHI/I Ipu Ky4deTa. HI/IBO, IIpU KOCTO HE CC

HaOJr01aBa €(PEKT HE € YCTAaHOBEHO.

BI/IJ'I,I[aFJ'II/IHTI/IH HE € MYTarcHCH NNpu KOHBCHIIMOHAJIHUTC in vitro m in vivo HU3CICIBaHUsA 3a
TCHOTOKCHUYHOCT.
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[IpoyuBane 3a GepTHIUTET U PAHHO EMOPHUOHAIHO Pa3BUTHUE IIPH TUIHXOBE HE J]aBa JaHHU 32
HapyIIeHHs BbB QEePTUIINTETA, PEPOAYKIUATA WM PAHHOTO €MOPUOHATHO Pa3BUTHUE B PE3yJITaT Ha
JICYCHUETO ¢ BUIAArmunTHH. EMOpHo-deramHaTa TOKCHYHOCT € OLICHsIBaHa MPH ILTbXOBE H 3aiilIu.
[ToBumieHa yecToTa Ha BHIHOOOpa3HU pedpa ce HabJr1aBa IPH IUIHXOBE BbB BPb3Ka C HAMAJICHH
mapaMeTpH Ha TEJIECHOTO TETI0 Ha MalUHHIS OPraHU3bM C 1034, TIPH KOATO HAMa edekT, ot 75 mg/kg
(10-rpTH Hax excro3uisiTa mpu xopa). [Ipu 3aiiiy, HaMaIeHO TEIeCHO TErJIO U MPOMEHH Ha CKeJleTa,
NIOKA3aTEJIHU 32 32a0aBsiHE B Pa3BUTHETO, Ca OTOCISI3aHN CaMO MPU HAIMYUETO HA TEKKA TOKCUYHOCT
3a MafYMHMS OPTaHU3bM C 1034, IIPH KosATo HaMa edekt, 50 mg/kg (9 mbTH Ha eKCIIO3HITUATA TIPH
xopa). [IpoBesieHo e mpoy4BaHe 3a Mnpe- ¥ MOCTHATATHOTO Pa3BUTHE MPH IUThXoBe. Haxomku ce
HaOJr01aBaT caMO BBB BPB3Ka C TOKCHYHOCT MPH MaifunHus opranu3bM npH > 150 mg/kg u Brmousar
NPEXOJHO HaMaJIsIBaHe Ha TEJIeCHOTO TErJIO U HaMaJieHa JIBHIaTelTHa aKTUBHOCT BBB F1 mokoseHuero.

JByroamiHo npoyyBaHe 3a KaHIIEPOI'€HHOCT € MPOBEJCHO MPH TUTbXOBE MPU NEPOPATHH A03U JI0
900 mg/kg (mpubnusurenHo 200 MbTH EKCIO3UIMATA ITPU XOpa MPH MAKCUMAIHO MIPETOpbhUBaHATa
nmo3a). He ce nabmrogaBa moBuIIaBane Ha 4eCTOTaTa Ha TYMOPHUTE, KOUTO OMXa MOTJIH Jla C€ OTHECaT
KbM BHJJIATTUITHH. J[pyro IBYyroIUITHO POYYBaHe 332 KAHIIEPOTCHHOCT € MPOBEIEHO TPU MHUIIIKH C
nepopaiau 1034 10 1000 mg/kg. [ToBuienara yecTora Ha aJlcHOKapIIMHOM Ha I'bpjara u
XeMaHTHOCAPKOM Ce HaOJII0/1aBa MMpH 1033, IPH KOATO HAMa edekT, choTBeTHO, oT 500 mg/kg

(59 neTH excriosurmsTa pu xopa) u 100 mg/kg (16 mbTu ekcrios3ummsaTa npu xopa). Cuura ce, 4e
ImoBuHICHAaTa 4€CTOTA HA TE3U TYMOPH IIPU MUIIKH HE MTPEACTABJIsIBA 3HAYMM PUCK 3a XOpaTa, Bb3
OCHOBA Ha JiuiicaTta Ha TCHOTOKCUYHOCT Ha BUJIJATTIMIITUH U OCHOBHUSA MY MeTa6OJ'H/IT, mosABaTa Ha
TYMOPHUTE CaMo MPH CJAWH Bl K BUCOKHTE ChOTHOIICHUS HA CHCTEMHA SKCITO3HIINS, IPY KOSTO ca
HaOJI0/JaBaHU TYMOPHTE.

B 13-cemmuyHO npoydYBaHe 3a TOKCHYHOCT PH MaiiMyHH MaKaly, KO>KHH JIE3UH Ca OTOCISA3aHH IPU
no3u > 5 mg/kg/nen. Te ce nokanu3upar BUHAru 1o KpanHULIKTE (PbLETE, XOAUIATa, YIIUTE U
omamikara). [Ipu 5 mg/kg/nen (nmpudnausuteneH ekpuBanieHT Ha AUC eKCro3uiusTa npyu xopa rnpu
no3a 100 mg), ca HaOMonaBaHU caMO MEXypH. Te ca 00paTHMU HE3aBUCUMO OT TOBA, Y€ JICUCHUETO €
HPOJBIDKEHO U HE ca CBBP3aHU C XUCTONATOJIOTHYHN aHoManny. Hamykana xoxa, Jromienia ce Koxa,
CTpYIICH M PaHU HA OMAIIKATa C KOPEIUPAIIX XUCTOMATOIOTHYHH TIPOMEHH ca HaOI0aBaHu MPH
no3u > 20 mg/kg/nen (npubnusutento 3 mbti AUC excrio3uiusita mpu xopa npu go3a 100 mg).
Hekpornunu ne3nu Ha omnamikara ce Habmogasar mpu > 80 mg/kg/nen. KoxxHuTe ne3nu He ca
oOparnmu Tipu MaiiMyHH, NleKyBaHu ¢bc 160 mg/kg/nen o Bpeme Ha 4-CeIMUYHHS Bh3CTAaHOBHUTEIICH
TEPUO/I.

Merdopmun

Hexnuauunute ganHu 3a MeT(OPMHUH He MMOKa3BaT 0coOeH pHCK 3a Xopa Ha 0a3ara Ha
KOHBEHIMOHATHUTE (DApMaKOJOTHYHHU MTPOYUYBAHHS 32 O€30MaCHOCT, IPOYYBAHMS 32 TOKCHYHOCT MPU
MHOT'OKPATHO IMPUJIOKEHUEC, TCHOTOKCUYHOCT, KaHIICPOIr€HCH MMOTCHIHA X PEIIPOAYKTUBHA
TOKCHUYHOCT.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 CnuchbK Ha IOMOIIHMTE BELIECTBA

Sapo Ha Tabnerkara

XUIPOKCUITPOMIILIENTYI03a
Marune3ueB creapat

DrIMOBO HOKPUTHE

Xunpomenosa

Turanos auokcun (E 171)
Kenesen oxcun, xwit (E 172)
Maxkporoin 4000

Tank

6.2 HecbBMecTHUMOCTH
Henpunoxumo

6.3 Cpok Ha rogHocT
PA/alu/PVC/alu 2 roguan
PCTFE/PVC/alu 18 mecena
PVC/PE/PVDC/alu 18 mecena

6.4 Cneunamm yYcdioBusi HAa CbXpaHCHUE

[a He ce cvxpansBa Hax 30°C.
Jla ce chXpaHsiBa B OpUIMHAJIHATA ONakoBKa (OyucTep), 3a Ja ce mpejinasu Ot Biara.

6.5 Bwuaxu chabpkaHNe HA ONMAKOBKATA

Anymununit/ Anymunues (PA/alu/PVC/alu) Giuctep

[Ipennara ce B omakoBkH, chabprkamm 10, 30, 60, 120, 180 wim 360 dunmupanu TabIeTKH U B
IPYIOBH OMAaKOBKH, chabpikaiy 120 (2 onakosku 1o 60), 180 (3 onakosku mo 60) uin 360

(6 ommakoBku 110 60) hUITMHEPaHH TaOIETKH.

IMomuxnoporpudayopoetwnen (PCTFE/PVC/alu) 6nuctep

[Mpennara ce B onakoBku chabpxkanm 10, 30, 60, 120, 180 wnu 360 ¢punmupanu TabIETKH U B
rpynoBu omakoBkH, chabpkamm 120 (2 onakosku o 60), 180 (3 onmakosku mo 60) wmm 360
(6 omakoBku 110 60) hUIMHPaHHU TAOIETKH.

Honmusuannxnopua/I[omuernnen/NomBunnnunen xnopua/Anymunnii (PVC/PE/PVDC/alu) 6muctep
[Ipennara ce B onakoBku chabpxamu 10, 30, 60, 120, 180 nnu 360 punmupanu TaOIETKA U B
rpynoBH OmakoBKH, chabpskamm 120 (2 onakosku o 60), 180 (3 onmakosku mo 60) umm 360

(6 ommakoBku 110 60) pUITMHPaH TaOIETKH.

He Bcruku BHJIOBE OMIAaKOBKH M TaOJIETKH MOTat jJa ObJIaT IyCHATH Ha Ia3apa.

6.6 CnenmajJHu npeanasHu MePKH NPH U3XBBPJIsIHE

Hewnsnon3sanust JICKAPCTBECH NPOAYKT WM OTHAABYHUTEC MaTCpUaJId OT HETO TpSI6Ba na C€ U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.
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7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Eucreas 50 mg/850 mg dbwimupanu Ta0IeTKU

EU/1/07/425/001-006
EU/1/07/425/013-015
EU/1/07/425/019-024
EU/1/07/425/031-033
EU/1/07/425/037-045

Eucreas 50 mg/1000 mg dunmupanu TabneTku

EU/1/07/425/007-012
EU/1/07/425/016-018
EU/1/07/425/025-030
EU/1/07/425/034-036
EU/1/07/425/046-054

9. JATA HA ITBbPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[aTa Ha epBO paspemasane: 14 noemBpu 2007 .
JlaTa Ha nocneauo nogHoBsBaHe: 23 ronu 2012 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MoxpoOHa uH(popMaIIKs 3a TO3U JICKAPCTBEH MPOIYKT € IpeIocTaBeHa Ha yeOcaliTa Ha
EBponeiickara areHius 1o jgekapcrsara http://www.ema.europa.eu
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HPUJIOKEHUE I1

MMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJABAHE
HA ITAPTU N

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUS U U3BUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA WJIN OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOXXJABAHE HA ITAPTUIN

HwMe u afipec Ha TPOU3BOJUTENIS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

Lek d.d, PE PROIZVODNJA LENDAVA
Trimlini 2D

Lendava, 9220

CroBeHus

Novartis Pharma GmbH
Roonstrasse 25

D-90429 Nirnberg
T'epmanus

Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

1000 Ljubljana
CroBenuns

Novartis Farmacéutica, S.A.
Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ucnanus

Novartis Pharma GmbH

Sophie-Germain-Strasse 10

90443 Nurnberg

I'epmannus

IlewaTHaTa JTUCTOBKA Ha JIEKAPCTBEHMS MTPOAYKT TPIOBa J1a ChIbPKa UMETO M ajpeca Ha
IMPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KI[aBaHeTO Ha CbOTBETHATA MapTujaa.

b. YCJIOBUS WJIHN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKA I10 JICKAPCKO NPCAIINCAHUC.

B. JAPYI'U YCJIOBUS U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokjaanau 3a 6ezonacuoct (IIALB)

WzuckBanwmsrta 3a mojgaBane Ha [IAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYEHH B CIHCHKA C
pedepentauTe natu Ha EBpometickus cpro3 (EURD criuchk), npensuaes B wi. 1078, an. 7 oT

Hupexktusa 2001/83/EO, 1 BbB BCHUYKH CJICIBAIIN aKTyaJIn3alliH, TyOJUKyBaHH Ha
€BPOIIEHCKHUS yeOropTan 3a JISKapCTBa.
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I'. YCJIOBUs NN OI'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

. Ilan 3a ynpaBienue Ha pucka (ITYP)

[purexatensrt Ha pa3pemenueto 3a ynorpeba ([TPY) TpsOBa na n3BbpIiBa H3UCKBAHUTE ICHHOCTH U
NIeWCTBHS, CBBP3aHU C TIPOCIICAsIBaHe Ha JIeKapCcTBEHATa 0€30acHOCT, TOCOYeHH B ogooperus [1VP,
npencraBed B Moxyn 1.8.2 Ha pa3pemieHrneTo 3a ynorpeda, KakTo W BB BCHUKH CIIEBAIIH OT00pEHH
akTyanu3anuu Ha ITYP.

Axryammsupas [IYP TpsiOBa na ce moxaBa:

. o uckane Ha EBporelickaTta areHIus mo JeKapcTBaTa;

. BUHArW, KOraTo ce U3MEHsI CUCTeMaTa 3a yIpaBJeHHe Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH()OpMAITHs, KOATO MOXKE Jla TOBEIE 10 3HAYNMHU TIPOMEHH B
CHOTHOIICHHUETO T0JI3a/PUCK, WITH CJI JOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C MPOCICIIBaHe
Ha JIeKapCTBeHaTa O€30MacHOCT MK CBEXKJaHE Ha PUCKA O MUHIUMYM).

24



HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTHS 3A EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/850 mg dunMupanu TabaeTku
BUJIIATJTMIITHH/MET(HOPMUH XUAPOXIOPHU]T

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceska Tabnerka cpabpska 50 mg sunparnuntud u 850 mg metdopMuH xuapoxiopus (eKBUBAJICHTHU
Ha 660 mg metdopmuH).

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

10 punmupanu TabIeTKH
30 dunMmupanu TabICTKH
60 dpuiMupanu Ta0ICTKH
120 ¢punmupanu TabIETKH
180 punmupanu TabIeTKH
360 ¢puimupanu TabneTKu

‘ 5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHUAJIHO HPEAYIPEXIEHUE, YE JEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

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

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

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
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E

CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cwxpansBa Hax 30°C.
[a ce cpxpansiBa B OpUrHHAIIHATA OTIAKOBKa (OJMCTED), 3a Aa ce Mpeara3y OT Biara.

10. CHEHNUAJIHU NPEIAINA3HHW MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE MPOAYKTHU NJIU OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE UTBUCKBAT TAKUBA

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

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Wpnannus

12. HOMEP(A) HA PABPEHLIEHMETO 3A YIIOTPEBA

EU/1/07/425/001 10 ¢punmupanu tabnerku (PA/alu/PVClalu)

EU/1/07/425/002 30 pummupanu radbmerku (PA/alu/PVC/alu)

EU/1/07/425/003 60 punmupanu Tadbmetku (PA/alu/PVC/alu)

EU/1/07/425/004 120 punmmupanu Tabnetku (PA/alu/PVC/alu)

EU/1/07/425/005 180 ¢pummupanu Tabnerku (PA/alu/PVC/alu)

EU/1/07/425/006 360 dpunmmupanu tabnerku (PA/alu/PVC/alu)

EU/1/07/425/019 10 punmupanu tadbaerkn (PCTFE/PVC/alu)

EU/1/07/425/020 30 ¢punmupanu Tadbnerku (PCTFE/PVC/alu)

EU/1/07/425/021 60 dpunmupanu Tabnerku (PCTFE/PVC/alu)

EU/1/07/425/022 120 punmupanu Tabmetku (PCTFE/PVC/alu)

EU/1/07/425/023 180 ¢punmupanu Tadaerku (PCTFE/PVC/alu)

EU/1/07/425/024 360 ¢punmupanu tabnerku (PCTFE/PVC/alu)

EU/1/07/425/037 10 punmupanu tadbnetku (PVC/PE/PVDC/alu)

EU/1/07/425/038 30 punmupanu Tadbmetku (PVC/PE/PVDC/alu)

EU/1/07/425/039 60 ¢punmupanu Tabnerku (PVC/PE/PVDC/alu)

EU/1/07/425/040 120 punmmupanu Tabmetku (PVC/PE/PVDC/alu)

EU/1/07/425/041 180 ¢pummupanu Tabrerku (PVC/PE/PVDC/alu)

EU/1/07/425/042 360 ¢punmupanu tabnerku (PVC/PE/PVDC/alu)

13. IMAPTHUJIEH HOMEP

ITapt.Ne

| 14. HAYMH HA OTIIYCKAHE |

| 15,

YKA3AHUSA 3A YIIOTPEBA |
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16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Eucreas 50 mg/850 mg

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JiBym3mepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTU(PHUKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/850 mg ¢bunmupanu tabneTku
BUJIIAT TN THH/MET(OPMUH XUAPOXIOPHUIT

2. HUME HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXIUHHA KAPTOHEHA KYTUS HA I'PYIIOBUTE OITIAKOBKHM (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/850 mg buamupanu TabieTku
BUJIIATJTMIITHH/MET(HOPMUH XUAPOXIOPHU]T

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceska tabnerka cpabpika 50 mg sunparnuntud u 850 mg MeTdopMuH Xuapoxiopus (eKBUBAICHTHU
Ha 660 mg metdopmuH).

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

60 ¢punmupanu Tabnetku. YacT OT rpynoBa onakoBka. [la He ce mpojaBa OTACITHO.

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30°C.
[a ce cpxpaHsBa B OpUriHaIHATa OTTaKOBKa (OJIMCTeEp), 3a 1a ce Mpeanas3y OT Biara.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/07/425/013 120 ¢pummupanu Tabnerku (PA/alu/PVC/alu)
EU/1/07/425/014 180 punmmupanu Tabmetku (PA/alu/PVC/alu)
EU/1/07/425/015 360 dpunmmupanu tabnerku (PA/alu/PVC/alu)
EU/1/07/425/031 120 dunmupanu tabnetku (PCTFE/PVC/alu)
EU/1/07/425/032 180 ¢pummupanu Tabnerku (PCTFE/PVC/alu)
EU/1/07/425/033 360 dpunmupanu tabnerku (PCTFE/PVC/alu)
EU/1/07/425/043 120 ¢punmupanu tabnerku (PVC/PE/PVDC/alu)
EU/1/07/425/044 180 ¢pummupanu Tabnerku (PVC/PE/PVDC/alu)
EU/1/07/425/045 360 ¢punmmupanu tabnerku (PVC/PE/PVDC/alu)

13. TAPTHUIAEH HOMEP

IMapt.Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Eucreas 50 mg/850 mg

32



JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBbHIIHA KAPTOHEHA KYTHUS HA I'PYIIOBUTE OITAKOBKH (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/850 mg ¢bunmupanu TabieTKu
BUJIIATJTMIITHH/MET(HOPMUH XUAPOXIOPHU]T

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcesika Tabnerka cpabpka S0 mg Bunmparmuntud u 850 mg MeThopMuH XUApOXIopu (€KBHBAICHTHH
Ha 660 mg metdopmuH).

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

I'pymoBa omakoBka: 120 (2 omakoBku 1o 60) dhuaMupaHu TaOIETKH.
I'pynosa omakoBka: 180 (3 omakoBku no 60) punmmMupanu TaOIETKH.
I'pynoBa omakoBka: 360 (6 onakoBku 1o 60) pumMupanu TaOIETKH.

5. HAYMH HA NIPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHNUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cwxpansBa Hax 30°C.
[a ce cpxpaHsiBa B OpUrHHAIIHATA OTIAKOBKa (OJUCTEp), 3a Ja ce Mpeanas3y OT Biara.

10. CHEIWMWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/07/425/013 120 dpunmupanu tabetku (PA/alu/PVC/alu)
EU/1/07/425/014 180 ¢pummupanu Tabnerku (PA/alu/PVC/alu)
EU/1/07/425/015 360 dhunmmupanu tabnerku (PA/alu/PVC/alu)
EU/1/07/425/031 120 punmupanu Tabmetku (PCTFE/PVC/alu)
EU/1/07/425/032 180 ¢pummupanu Tabnerku (PCTFE/PVC/alu)
EU/1/07/425/033 360 ¢punmupanu tabnerku (PCTFE/PVC/alu)
EU/1/07/425/043 120 punmmupanu Tabretku (PVC/PE/PVDC/alu)
EU/1/07/425/044 180 ¢punmupanu Tadaerku (PVC/PE/PVDC/alu)
EU/1/07/425/045 360 ¢punmupanu tabnerku (PVC/PE/PVDC/alu)

13. TAPTHUJAEH HOMEP

ITapt.Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Eucreas 50 mg/850 mg

‘ 17. YHUKAJIEH UAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOP
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTHUA 3A EAMVHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/1000 mg dunmupanu TabaeTKu
BUJIIATJTMIITHH/MET(HOPMUH XUAPOXIOPHU]T

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcesika Tabnerka cpappika S0 mg sunparmuntud u 1000 mg metdopMuH XuapoxIopua (€eKBUBaJIeHTHA
Ha 780 mg metrdopmuH).

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

10 duamupanu TabIeTKH
30 dhunmupanu TaOICTKH
60 puamupaHu TaObIeTKH
120 ¢unmupanu TabIeTKH
180 dhunmupanu TabICTKH
360 punmmupanu TabeTKH

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

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TIPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:
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E

CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cpxpansBa Hax 30°C.
[a ce cpxpansiBa B OpUrHHAIIHATA OTIAKOBKa (OJMCTED), 3a Aa ce Mpeara3y OT Biara.

10. CHEHNUAJIHU NPEIAINA3HHW MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE MPOAYKTHU NJIX OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE UTBUCKBAT TAKUBA

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

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Wpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/425/007 10 ¢punmupanu tabnerku (PA/alu/PVClalu)

EU/1/07/425/008 30 punmupanu rabmerku (PA/alu/PVC/alu)

EU/1/07/425/009 60 punmupanu Tabmetku (PA/alu/PVC/alu)

EU/1/07/425/010 120 punmmupanu Tabnerku (PA/alu/PVC/alu)

EU/1/07/425/011 180 ¢pummupanu Tabnerku (PA/alu/PVC/alu)

EU/1/07/425/012 360 dpunmmupanu taberku (PA/alu/PVC/alu)

EU/1/07/425/025 10 punmupanu tadbnerkn (PCTFE/PVC/alu)

EU/1/07/425/026 30 ¢punmupanu Tadbnerku (PCTFE/PVC/alu)

EU/1/07/425/027 60 dpunmupanu Tabnerku (PCTFE/PVC/alu)

EU/1/07/425/028 120 punmupann Tabretku (PCTFE/PVC/alu)

EU/1/07/425/029 180 ¢punmupanu Tadbaerku (PCTFE/PVC/alu)

EU/1/07/425/030 360 ¢punmupanu tabnerku (PCTFE/PVC/alu)

EU/1/07/425/046 10 puamupanu tabnerku (PVC/PE/PVDC/alu)

EU/1/07/425/047 30 punmupanu Tabmetku (PVC/PE/PVDC/alu)

EU/1/07/425/048 60 ¢punmupanu Tabnerku (PVC/PE/PVDC/alu)

EU/1/07/425/049 120 punmupanu Tabretku (PVC/PE/PVDC/alu)

EU/1/07/425/050 180 ¢pummupanu Tabrerku (PVC/PE/PVDC/alu)

EU/1/07/425/051 360 ¢punmupanu tabnerku (PVC/PE/PVDC/alu)

13. IMAPTHUJIEH HOMEP

ITapt.Ne

| 14. HAYHUH HA OTIIYCKAHE |

| 15,

YKA3AHUSA 3A YIIOTPEBA |
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16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Eucreas 50 mg/1000 mg

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JiBym3mepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/1000 mg duimupanu TabieTKu
BUJIIAT TN THH/MET(OPMUH XUAPOXIOPHUIT

2. HUME HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXIUHHA KAPTOHEHA KYTUS HA T'PYIIOBUTE OITIAKOBKHU (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Eucreas 50 mg/1000 mg dunmupanu TabaeTKu
BUJIIATJTMIITHH/MET(HOPMUH XUAPOXIOPHU]T

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceska Tabnerka cpabpika 50 mg punparnuntud 1 1000 mg MeThopMHUH XUAPOXIOPH (EKBUBAICHTHU
Ha 780 mg metrdopmuH).

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

60 ¢punmupanu Tabnetku. YacT oT rpynoBa onakoBka. [la He ce mpojaBa OTACITHO.

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

[Ipenu ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30°C.
[a ce cpxpaHsBa B OpUrHHAIHATA OMTaKOBKa (OJIMCTeEp), 3a 1a ce Mpeanas3y OT Biara.
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10. CHELHUAJIHU ITPEANTASHU MEPKHU IMTPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/07/425/016 120 ¢pummupanu Tabnerku (PA/alu/PVC/alu)
EU/1/07/425/017 180 ¢pummupanu Tabnerku (PA/alu/PVC/alu)
EU/1/07/425/018 360 dhunmmupanu tabnerku (PA/alu/PVC/alu)
EU/1/07/425/034 120 dunmupanu tabnetku (PCTFE/PVC/alu)
EU/1/07/425/035 180 ¢pummupanu Tabnerku (PCTFE/PVC/alu)
EU/1/07/425/036 360 dpunmupanu tabnerku (PCTFE/PVC/alu)
EU/1/07/425/052 120 ¢punmupanu tabnerku (PVC/PE/PVDC/alu)
EU/1/07/425/053 180 ¢pummupanu Tabnerku (PVC/PE/PVDC/alu)
EU/1/07/425/054 360 ¢punmmupanu tabnerku (PVC/PE/PVDC/alu)

13. TAPTHUIAEH HOMEP

IMapt.Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Eucreas 50 mg/1000 mg
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHS HA I'PYIIOBUTE OITAKOBKH (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Eucreas 50 mg/1000 mg dunmupanu TabaeTKu
BUJIIATJTMIITHH/MET(HOPMUH XUAPOXIOPHU]T

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcesika Tabnerka cpappka S0 mg punparmuntyd u 1000 mg metdopMuH Xuapoxiopua (€KBUBaJIeHTHA
Ha 780 mg metrdopmuH).

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

I'pymoBa omakoBka: 120 (2 omakoBku o 60) dhuiaMupaHu TaOIETKH.
I'pynosa omakoBka: 180 (3 omakoBku no 60) punmmupanu TabIeTKH.
I'pynosa omakoBka: 360 (6 onakoBku 1o 60) punmMupanu TaOIETKH.

5. HAYMH HA NIPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHNUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

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

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a He ce cwxpansBa Hax 30°C.
[a ce cpxpansiBa B OpUrHHAIIHATA OTIAKOBKa (OJMCTED), 3a Aa ce Mpeara3y OT Biara.

10. CHEIWMWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/07/425/016 120 dpunmupanu tabetku (PA/alu/PVC/alu)
EU/1/07/425/017 180 ¢pummupanu Tabnerku (PA/alu/PVC/alu)
EU/1/07/425/018 360 dhunmmupanu taberku (PA/alu/PVC/alu)
EU/1/07/425/034 120 punmupanu Tabmetku (PCTFE/PVC/alu)
EU/1/07/425/035 180 ¢pummupanu Tabnerku (PCTFE/PVC/alu)
EU/1/07/425/036 360 dhunmupanu tabnerku (PCTFE/PVC/alu)
EU/1/07/425/052 120 punmmupanu Tabretku (PVC/PE/PVDC/alu)
EU/1/07/425/053 180 ¢punmupanu Tadaerku (PVC/PE/PVDC/alu)
EU/1/07/425/054 360 ¢punmupanu tabnerku (PVC/PE/PVDC/alu)

13. TAPTHUJAEH HOMEP

ITapt.Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Eucreas 50 mg/1000 mg

‘ 17. YHUKAJIEH UAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoJ ¢ BKIIOYESH YHUKAIECH HACHTU(DHUKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Eucreas 50 mg/850 mg ¢puamupanu TadiaeTkn
Eucreas 50 mg/1000 mg ¢puamupanu TadaeTKu
vildagliptin/metformin hydrochloride
(BMIIATTIHIITHH/MET(HOPMHH XUAPOXITOPHI)

IIpoyeTeTe BHUMATEIHO IAJIATA JUCTOBKA, MPEIH J1a 3aMl04YHeTe /1a MpUeMaTe TOBA JIEKapCTBO,

Thil KaTO T4 ChABbPKA BaxHa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MoXKe J1a ce HANOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus jiekap, GpapmareBT uiu
MEIHUIINHCKA CECTpa.

- Toga nekapcTBo € mpeanucano JuyHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Ue TIPU3HAIIMTE HA TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo Bamwre.

- AKO TIOTTyYnTe HAKaKBU HEXEIAaH! peaklny, yBeaoMeTe Bamus iekap, papmareBt nim
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOKHH HEXXEJIAHHU PEaKIIH, HEOTNCAHH B
Ta3M JUCTOBKA. BrkTte Touka 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

Kaxkso npencrasnsBa EucCreas u 3a kakBo ce U3M0I3Ba
Kakso TpsiOBa ma 3Haere, npenu Aa mpuemere Eucreas

Kak na npuemare Eucreas

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpansiBate Eucreas

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

U wdE

1. Kakso npencraBiasBa Eucreas u 3a kakBo ce n3moJi3pa

AxTuBHHTE BemecTBa B EUCreas, BUIjariuiTHH U MeTOPMHUH, IPUHAJICKAT KbM IpyTia JIEKapcTBa,
HapeuYeHH “‘TIepOpaTHN aHTUANAOETHH CPECTBA .

Eucreas ce u3mnos3Ba 3a jieueHUe Ha Bb3PACTHU MAUEHTH ¢ AuabeT tun 2. To3u Tum quadet Chio
Taka € U3BECTCH KaTo MHCYJIMHOHE3aBUCUM 3axapeH auader. Eucreas ce M3mo3Ba, Korato quabeThT
HEe MOJXe J1a ObJie KOHTPOJHPAH CaMo upe3 JUeTa U YIPAKHESHUS W/UIH C IPYTH JICKapCTBa,
U3IM0JI3BaHH 3a JICUCHUE Ha AUa0eT (MHCYIIMH WK CyJI(POHIITYpes).

Juaber Tur 2 ce pa3BUBa, aK0 OPraHU3MbBT HE MPOU3BEXK/A JOCTATHYHO HHCYJIHH UK aKO
WHCYJIMHBT, KOWTO OPraHu3MbT IIPOU3BEKIA, HE JCHCTBA Taka 100pe, KakTo Ou TpsoBaio. Moxke
CBIIIO TaKa JIa C€ pa3BUe, aKO OPTraHU3MbT IPOU3BEK/A IIPEKAJICHO MHOT'O TJIIOKAroH.

Kakro HWHCYJIMHDBT, TaKa U INIFOKAro"HbT CC MPOU3BCIKAAT B ITaHKPEaAcCa. I/IHCYJ'II/IHT)T criomMara 3a
IOHM>XKaBaHC Ha HUBOTO Ha 3axXapTa B KPbBTA, 0co0eHo CJIC HaXpaHBaHEC. I'mokaroHsT OTKITIOYBA
nmponeca Ha IMMpOU3BCIKAAHC Ha 3axap OT YCpHUSA Z[p06, KOC€TO BOAU A0 IMOBHIIIAaBaHEC HA HUBOTO Ha
KpbBHATA 3axap.

Kak aeiictBa Eucreas

JIBeTe akTHBHHM BeleCTBa BUIIATIIMIITHH U METQPOPMHH CITIOMAaraT 3a KOHTPOJIa Ha HUBOTO Ha
Kp’bBHaTa 3axap. BCHICCTBOTO BUJIAAT JITUIITUH HeﬁCTBa Taka, 4ue HaHeraCLT aa nponsBemna IIOBCYC
WHCYJIMH U TIO-MaJIKO TIIFOKaroH. BemecTBoTo MeThopMuH elicTBa KaTo MoAIoMara Oprannsma Jia
M3II0JI3BA MHCYJIMHA 110 TI0-100bp HaYMH. Y CTAHOBEHO €, Y€ TOBA JIEKAPCTBO NIOHMKaBa HUBOTO Ha
KpBhBHATA 3axap, KOETO MOXKE J]a [IOMOTHE 3a IPeIOTBpaTsIBaHE Ha YCIOKHEHHSTA Ha uadera.
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2. KaxBo Tpsn6Ba n1a 3HaeTe, npeau 1a npuemete Eucreas

He npuemaiite Eucreas

- aKo CTe aJlepru4HU KbM BUIAATIIUITAH, METQOPMUH WIH KbM HAKOS OT OCTAaHAJIUTE ChCTABKH
Ha TOBa JIEKapcTBO (M30poeHH B TOUKA 6). AKO MHCIIUTE, Y€ CTE aJICPrUYHH KbM HSIKOS OT TSIX,
roBopete ¢ Bamms nexap npean na npuemere Eucreas;

- aKo MMaTe HEKOHTPOJHMpaH AuadeT, HalpruMep C TEKKa XUNepriIuKeMus (BHCOKa KpbBHA 3axap),
rajieHe, MoBpbhIIaHe, Anapus, Obp3a 3ary0a Ha Terjo, JaKTaTHa anuao3a (BIxKTe ,,Prck ot
JaKTaTHA anua03a’ mo-10y) Wi Ketoanuao3a. Ketoammnosara € cbCTosTHUE, TIPH KOETO
BEIlIeCTBaTa, HAPEUCHH ,,KETOHHH Tela™, ce HaTPyMNBaT B KPbBTa U TOBA MOKE J1a IOBEE 10
nuabeTHa npexoMa. CHMIOTOMHTE BKIIOYBAT OOJIKH B CTOMAaxa, y4ecTeHO U AbJI00KO AUIIaHe,
CHHJIMBOCT WJIM HEOOWYaeH IIOI0OB apoMar Ha 1bxa Bu;

- aKO HACKOPO CTE MPEKUBEIN ChpeUeH y1ap WIN aKo UMaTe ChpJcyHa HEIOCTaThYHOCT UITN
CEpUO3HU NPOOIJIEMH C KPHhBOOOPAILICHUETO WK 3aTPYAHEHHS B AUIIAHETO, KOETO MOXKE J1a Ob1e
MPHU3HAK Ha ChPJAEYHU MpOOIeMH;

- aKo MMaTe CHIIHO HaMasieHa Ob0pedrHa (yHKIS;

- aKo MMaTe TeXKa HH(DEKIHs M CEPHO3HO 00e3BO/IHSABaHE (3aryOniin cTe MHOTO BOJa OT
opraHusma cu);

- aKo BW mpeicTON KOHTPACTHO PEHTI€HOBO U3cienBane (CreruduyeH Bua peHTI€HOBO
U3CIIeIBaHEe, KOSTO BKIIIOYBA MHKEKTUPaHEe Ha Oarpuino). Mosist BIKTE ChIo nH(opmamusta
OTHOCHO TOBa B pazzen “IIpenynpexneHus u npennasHu Mepku’;

- aKo MMate IpodIeMu ¢ YePHHS JPo0;

- aKo THETEe MPEKaJICHO MHOTO aJIKOXO0JI (HE3aBUCUMO JIajli BCEKHU JICH WUIIU CaMO OT Bpeme Ha
BpeMe);

- ako kbpmuTe (BIXKTE ChINO “BpemeHHOCT M KbpMeEHEe™).

Ipenynpesxaenust ¥ NpeanasHu MEePKH

Puck oT JaKTaTHA anmuao3a

Eucreas Morxe 1a MpUYUHU MHOTO PsIKa, HO MHOTO CEPHO3HA HEKeIaHa peaKiys, HapeyeHa JaKTaTHa
aiu103a, 0codeHo ako OnOperuTe Bu He pyHKIIMOHUpAT NMPaBUIIHO. PUCKBT OT pa3BUTHE HA JJaKTaTHA
aIuI03a ce yBeIr4YaBa U IPH HEKOHTPOIMPAH AUa0eT, TEXXKH HH(DEKIINHY, TIPOIBIDKUTEITHO TIIayBaHe
WM TIPUEM Ha alTKOXOJI, IeXHaparanus (BIKTe olle nHHOpMAIUs 10-10.1Y ), YepHOIPOOHH MTPOOIeMU
1 BCSIKAKBHU ChCTOSIHUSA, IPH KOUTO YacT OT TSUIOTO MMa HAMAJICHO CHaOsBaHE ¢ KUCIOPO (KaTo
OCTpO MPOTHYAIIA TEXKa OOIECT Ha CHPIIETO).

AKo HsIKOE OT H30pOeHUTE MO-Tope ce OTHacs 3a Bac, roBopere ¢ Bamms jekap 3a JOBIHUTEITHN
yKa3aHUs.

Cropere npuema Ha Eucreas 3a kpaTbK nepuoa oT BpeMe, ako UuMaTe 3a00JisiBaHe, KOETO MOKe
Aa 0bJe CBbP3aHo0 ¢ AexuapaTanus (3HaYnTelIHa 3ary0a Ha TEIECHH TEYHOCTH) KaTO TEKKO
IMOBpBLIAHE, JUapus, TPECKa, U3JIaraHe Ha TOIIJIMHA WJIM aKO IMUETE MMO-MaJIKO TCYHOCTHU OT
HopManHOTO. ['oBopeTe ¢ Barius ekap 3a JONBIHUTETHY yKa3aHHS.

Crpere npuema Ha Eucreas un He3a0aBHO ce CBBpIKeTe € JieKap WM Hal-0JM3KaTa GoTHUIA, AKO
HMAaTe HAKOHM OT CHMIITOMUTE HA JJAKTATHA all103a, Thil KaTO TOBAa ChCTOSTHUE MOXKE Ja JIOBEJIE JI0
KoMa.

CHUMITTOMHTE Ha JJaKTaTHA al[i/103a BKJIIOYBAT:

- MOBPBIIIAHE;

- 00nKM B cTOMaxa (KOpeMHH OOJIKH);

- MYCKYJIHH CIIa3MU;

- 001110 ycelane 3a Hepa3ImoIoKeHHe, MPUIPYKEHO C TEXKKa yMOopa,

- 3aTpyIHEHO JHIIAHE;

- MIOHIKEHA TEJIECHA TeMIIepaTypa 1 myJic.

JlakTaTHaTa anua03a € ChCTOSIHUE, M3UCKBAIIO CIIENTHA MEAUIIMHCKA TIOMOIII, U TPsiOBa Jia ce JIEKyBa B
OoIHHUILIA.
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Eucreas He 3amectBa uncynuna. [Topaau ta3u npuurHa Eucreas He TpsiOBa ja ce npuiiara 3a JIe4UeHue
Ha 3axapeH nuadet tam 1.

['oBopete ¢ Bamust siekap, GpapMaliieBT nin MEIMIIMHCKA cecTpa, mpeau na npuemere Eucreas, ako
MMaTe WIN CTe UMaiy 3a0011BaHe Ha MaHKpeaca.

I'oBopere ¢ Bamms nekap, ¢papmalneBT Wid MEAULIMHCKA cecTpa, pean aa npuemete Eucreas, ako
MpreMaTe MPOTHBOANAOETHO JIEKAPCTBO, M3BECTHO KaTo CyM(hOHITYypEitHO TekapcTBO. Bammst gexap
MOJKe J1a TIOWCKa J]a HaMaJlH J103aTa Ha CYI(OHMITYpEeHHOTO JIEKapCTBO, KOTATO 5 IpHUeMare
enHoBpeMeHHO ¢ Eucreas, 3a 1a n30erne pucka oT HUCKa KpbBHA 3aXap (XUIOTITUKEMHS).

AKo0 cTe mpreMa BUIAATIHUIITHH, HO CE € HAJIOXKMIIO J]a PEKPATUTE pUeMa My TIOpaan
4epHOIPOOHO 3a001sIBaHe, HE TPSAOBA J1a IPUEMATEe TOBA JICKAPCTBO.

JuabeTHnTE KOKHU JIE3UH Ca YecTO yCcIoKHEHUe Ha quabera. [IpenopbuBa ce na cia3pare
IPENOPBKUTE 3a IPYDKU 3@ KOXKaTa M KpaKaTa, KOUTO CTE MOIyYrId OT Bamus nekap nim MeIuuHCKa
cectpa. ChIIo Taka ce MpenopbyBa Jia o0phIaTe 0COOCHO BHUMAHUE Ha MOsBaTa HA HOBU MEXYPH WIIH
panmu, nokaro npuemare Eucreas. B cinyuaif, 4e ce mosBAT TakuBa, TpsiOBa He3a0aBHO Ja ce
KOHcyJITHpaTe ¢ Bammms nexap.

Axo Bu ce Hanara a npeThpIuTe cepro3Ha onepanysi, TpsAoBa 3aIbIKUTEITHO J1a CIIPEeTe IpreMa Ha
Eucreas mo BpeMe Ha ¥ U3BECTHO BpeMe Cliesl mpoueaypara. Bammar nekap e pemu kora TpsaoBa ga
CrpeTe U Kora Jia Bb300HOBUTE jieueHueTo ¢ Eucreas.

Ille Bu 6b1e HamipaBeHO M3CIIEBAHE 32 ONpeelsiHe GYHKIHUATA Ha YepHHUS APOO, MpEn 3ar09YBaHe
Ha jedyeHue ¢ Eucreas, Ha TpUMECEYHU MHTEPBAIIU [IPE3 IbpBaTa roIMHA U NEPUOAUYHO CJIE] TOBA.
ToBa e HEOOXOIUMO, 3a 1a MOXKE MIPU3HALIUTE HA IIOBUIIICHU qepHOI[pOGHI/I €H3UMH 1a ObaaT OTKPUTHU
BB3MOXHO Hal-CKOpO.

ITo Bpeme Ha neuenuero ¢ Eucreas Bammsr nekap me npoBepsiBa 0b0peunara Bu ¢pyHknus moHe
BEJIHBK TOJIUIITHO WX TI0-9€CTO, KO CTE B CTApUECKa Bh3PacT U/MIIM aKO MMAaTe BIIOIICHA ObOpeyHa
GyHKISL.

BammsT nexap penoBHO I1ie u3cienBa KpbBTa U ypuHata By, 3a 1a onpenens CTOMHOCTHTE Ha 3axapTa.

Jleua u roHOIIHN
He ce mpenoppuBa ynorpedara va Eucreas mpu fieria u FoHOIIK Ha BB3pacT noj 18 roguHm.
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Apyru gexapcrBa u Eucreas

Axo Tps6Ba 1a Bu 6b11¢ IocTaBeHA MHXKEKITHS ¢ KOHTPACTHO CPEACTBO, ChABPIKAIIO MO, B
KPBHBOOOPAIIICHUETO, HAIPUMED B KOHTEKCTA Ha PEHTTCH WM CKeHep, TPAOBa Ja cripeTe mpueMa Ha
Eucreas npeau niv 1o BpeMe Ha WHXKEKIMITA, Bammsar jiekap 1e pemru kora Tps0Ba Ja cripeTe u kora
Jla Bb300HOBHTE JIeueHneTo ¢ Eucreas.

Tps6Ba na kaxere Ha Bamms nekap, ako nmpueMare, HACKOpO CTe MPHEMaNIU WU € Bb3MOXKHO Ja

npreMate IpyTrH JeKapcTBa. Moxke Jja ce HaJIOXKU MO-9eCTO JIa Ce M3Ccie/iBa TIII0K03aTa B KPbBTa U

¢byHKIIMOHUpaHeTo Ha OBOperuTe ninn BammsT gexap Moke 1a kopurupa gpo3ata Ha Eucreas.

N3KI104MTETHO BaXKHO € J]a CIOMEHETE CIIEIHOTO:

- TIIFOKOKOPTHKOUIN, KOUTO OCHOBHO CE M3IOJI3BAT 3a JICUCHUE Ha BB3IAIICHUE;

- Oera-2 arOHUCTH, KOUTO OCHOBHO CE M3IOJI3BAT 3a JICUCHUE HA JINXATEHU 3a00IsIBaHNS,

- JpYTH JIEKapCTBa, U3MOI3BaHHU 32 JIeUeHUE Ha TUaleT;

- JIeKapCTBa, KOUTO YBEIMYaBaT OTACISIHETO HA YPUHA (IUYPETHUIIN);

- JIeKapCTBa, M3IIOI3BaHN 3a jJeueHne Ha 6onka n Be3nanenne (HCIIBC u COX-2 uaxuburopu,
KaTo HOympodeH 1 IeNeKOKCHO);

- HSIKOM JIEKapCTBa 3a JieueHHe Ha BUCOKO KpbBHO Haisrane (ACE maxubutopu u anrnoreHsus Il
PEIenTOPHN aHTaTOHUCTH);

- HSIKOM JIEKapCTBa, ACWCTBAIIM Ha IIUTOBHIHATA XKIIE3a;

- HSIKOM JIEKapCTBa, NEHCTBAIM Ha HEpBHATA CHCTEMA,

- HSIKOM JIEKapCTBa, M3MOJI3BaHU 3a JICUCHNE Ha CTEHOKApAUs (HAMp. paHOJIa3uH);

- HSKOM JIEKapCTBa, U3IONI3BaHH 3a jiedeHrne Ha XVB-uadexus (Hanp. noryTerpaBup);

- HSIKOM JIEKapCTBa, M3MOJI3BaHH 32 JICYCHHE HAa KOHKPETEH BH/Jl paK Ha MIMTOBUHATA YKJIe3a
(MemymapeH KapIiHOM Ha IIUTOBHIHATA jkKJie3a) (HAmp. BaHICTAHHO);

- HSIKOM JIEKapCTBa, U3IIOJI3BAHM 32 JIeUeHHe Ha KUCEIIMHU B CTOMaxa M MENTUYHY SI3BU (HAIp.
IIAMETHINH ).

Eucreas ¢ aikoxoJ
N36srBaiiTe mpekoMepHara yrmorpeda Ha alTkoXoJI, JoKaTo mpueMare Eucreas, Teii kaTo ToBa MOXeE Ja
YBEJIMYH PUCKA OT JIAKTaTHA alu103a (MOJIsl BUKTE paszen ,,[IpenynpekIeHus U mpeana3Hu MepKu™).

BpeMeHHOCT 1 KbpMeHe

- AKko cte OpeMeHHa, cMsATaTe Y€ MOXKe a cTe OpeMeHHa WK IIaHupare OpeMeHHOCT,
HochBeTBalTe ce ¢ Bamms nekap npenu ynorpebara Ha TOBa JIeKapcTBO. BammsaT nekap me
00chau ¢ Bac Bp3MOXKHHS pHUCK OT pueMa Ha Eucreas mo Bpeme Ha OpeMeHHOCT.

- He npuematite Eucreas, ako cte OpeMeHHa MM KbpMUTE (BIXKTE ChINO TouKa “‘He nmpuemaiite
Eucreas™).

IlocwBetBaiiTe ce ¢ Bamms nekap wnm dapManeBT Ipean yrmoTpedara Ha KOeTO U /1a € JIEKapCTRO.
Ilodupane u padoTa ¢ MAIIMHU

AKo uyBCTBaTe 3aMasiHOCT II0 BpeMe Ha npuema Ha Eucreas, He modupaiite u He paboreTe ¢
WHCTPYMEHTHU ¥ MAIIHH.
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3. Kaxk na npuemare Eucreas

KonunuectBoTO Eucreas, KOCTO XOopaTta TpH6Ba Ja nmpuemar, € pas3jinidHo U 3aBUCHU OT TAXHOTO
ChbCTOsIHHE. Bammsr JICKap 1ie Bu kaxe Touno kakBa g03a Eucreas ga npuceMare.

Bunaru npuemaiite ToBa JEKapCTBO TOYHO KakTo Bu e ka3zan Bamust nekap. AKO HE CT€ CUTYpHH B
HEIIlo, monuTaite Bamus nekap wim dapManesT.

ITpenopbunTenHaTa 03a ¢ eaHa Guamupana Tabnerka ot 50 mg/850 mg miu 50 mg/1000 mg, npueta
JIBa IbTH JHEBHO.

Ako umare HamasieHa OhOpeuHa (yHKIMs, BamusaT nekap Moxe 1a Bu npeanuine no-Hucka 103a.
CrI10 Taka, ako IpremMaTe aHTHANA0EeTHO JIEKapCTBO, HapedeHo cyndoHmTypest, Bamusar nekap Moxe
Jla Bu mpeanuiie no-Hucka Jg03a.

BammsT nexkap moxke 1a Bu ripenmurie ToBa JeKapCTBO CAMOCTOSITEIHO WK C OTIPEICTICHH APYTH
JIeKapcTBa, KOUTO TIOHM)KaBaT HUBOTO HAa KPhBHATA 3axap.

Kora u kak na npuemare Eucreas

- ['TeTHETE TabNMeTKATA Is1a C Yalia BoJa;

- Bsemaiite enHara TabieTka CyTpUH U Jpyrara Bedep 1o BpeMe Ha HJIM BeIHara cliell XpaHeHe.
[TpuemaneTo Ha TabieTKaTa BeIHAra Clie]l XpaHEHe e HaMalli PUCKa OT JIpa3HeHe Ha CToMaxa.

Hpo;:[LnxcaBaﬁTe Ja cra3BaTr€ BCHYKH CbBCTH I10 OTHOIICHUEC HA AUCTAaTa, KOATO € Ha3HAa4YCHa OT
Bammus JICKap. Ocobeno ako cTe Ha AUETa 3a KOHTPOJ Ha TCJICCHOTO TEIJIO IpU )Z[I/Ia6CT, MMPOOABIIKETE
Ja s cra3Bare, 10KaTo InmpuemMare Eucreas.

AKo cTe npHe/Iu NoBevYe OT HeoOXoauMaTa 103a Eucreas

AKO cTe mpHenu npekateHo MHOTo TabneTku Eucreas, uinm ako HAKO# apyr npueMe Bamure
Ta0JIeTKH, He3a0aBHO ce cBbpakeTe ¢ Bamus jgexap niau ¢papmaneBT. Moxe 1a ce HyXaaeTe oT
MEIUIHCKY TPIKHU. B3eMeTe omakoBKkaTa 1 Ta3u JIMCTOBKA ¢ Bac, ako e HeoO0XxoanMo 1a moceTure
JeKap WIN Jja OTUEeTe B OOJIHULIA.

AKo cTe nponycHaau aa npueMerte Eucreas

AKo cTe IpoIyCcHaNu Ja mpueMeTe TabjeTKa, IpueMeTe 5 ChC CISIBAIOTO XPaHEHe, OCBEH aKo TOraBa
He Tps0Ba J1a mpueMeTe ciensaiara. He B3emaiite aBoiiHa 032 (1Be TabJSTKN HaBEIHBK), 32 J1a
KOMIIEHCHpATe NpoITycHaTaTa TabaeTKa.

AKo cTe cripesu npuema Ha Eucreas

IIponpipkere na mpueMaTe TOBa JIEKAPCTBO TOJIKOBA IBJIT0, KOJIKOTO € NMPEANNCaHo OT Bamms nekap,
3a J1a IPOABJDKUTE 1a KOHTPOJIUpaTe HUBOTO Ha Bamrara kpbpBHa 3axap. He cnimpaiite npuema Ha
Eucreas, ocBen ako Bammsr nekap He Bu kaxke. Ako IMaTe BBIIPOCH OTHOCHO TOBA, KOJIKO JIBJITO Ja
IIpHEMaTe TOBa JIEKAPCTBO, TOBOpETE ¢ Bamms nekap.

AKO MMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebaTa Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bammus nekap, ¢papManeBT WM MEJUIMHCKA CECTpa.

50



4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEIKCIAaHU PCaKIIUH, BBIIPEKU Y€ HC
BCCKM I' TIOJTy4aBa.

Tps6Ba na cnpere npuema Ha Eucreas u 1a ce cBbp:keTe ¢ Bamus nexkap He3abaBHO, B CiTydail ue

MOJTYYUTE CICIHUTE HEXKEIIAHU PEaKIUH:

. JlakTaTHa anumo3a (MHOTO psaaka: Moxe na 3acerue mo 1 Ha 10 000 myimm):

Eucreas moxe /1a moBeze 10 MHOTO psiika, HO MHOTO CEpPHO3HA HEe)KETaHa peaKIns, HapeyeHa
JaKTaTHA anuao3a (BIKTE TouKa ,,[IpemymnpeskneHus u mpeana3Hd Mepka ). AKO TOBa ce
city4d, TpaOBa 33IbJDKUTENHO Jla cipeTe mpuemMa Ha Eucreas n He3a0aBHO /1a ce CBbPKeTe €
JieKkap WiN Hai-0uM3KaTa 00JIHMIA, THI KaTo JJAKTaTHATa alli03a MOXE J1a TOBEJE 10 KOMa.

. Anrnoenem (psaka: Moke fa 3acerte mo 1 Ha 1 000 gyrm): CHMITOMUTE BKITFOUBAT MOTyBaHE
Ha JIUIETO, €3UKa W T'BPIIOTO, 3aTPYJHEHO TPETTbIllaHe, 3aTPYIHEHO JAUIIaHe, BHE3aITHa
MosiBa Ha OOPHB MJTM KOIIPUBHA TPECKa, KOUTO MOXKE Jla CHTHAJIM3HUPAT 32 PEaKIus, N3BECTHA
KaTo ,,aHruoeqiem”’;

o YepHoapobHo 3abomsiBane (xematur) (HedecTa: Moxe Aa 3acerte a0 1 Ha 100 gymm):
CuMIiToMuTe BKITIOYBAT MTOXKBITABaHE HA KOXKATa U OYUTE, TaJeHe, 3ary0a Ha alleTUT WIIn
THMHO OIIBETSIBaHE HAa YPHHATA, KOUTO MOJKE JIa CUTHAIM3HUPAT 32 YEPHOAPOOHO 3a00IIsIBaHe
(xenarur),

. Br3nanenue Ha maHkpeaca (maHkpeatur) (HedecTa: Moxe fa 3acerte a0 1 Ha 100 gymm):
CuMIiToMHTe BKITIOYBAT CHITHA U TIOCTOSTHHA O0JIKa B Kopema (B 00JiacTTa Ha cTOMaxa), KOsTO
MOJKE JIa C€ pasNpOoCTpaHu KbM I'bp0a, KaKTO U raficHe U MOBPHIaHe.

Jpyru HexKeJlaHH peakiuu

Hsikoun manmeHTH noyvaBaT cleIHUTE HEXeJlaHW PEeakLiH, J0KaTo nprueMat Eucreas:

. UYecrtu (morar ma 3acersar a0 1 Ha 10 qymmm): Be3maneHo Iepiio, Xpema, MOBHUIIeHa
Temreparypa, Cbposi 0OpHUB, MPEKOMEPHO MOTEHE, OOJIKK B CTABUTE, 3aMastHOCT, IJ1aBo0oJIHeE,
TperepeHe, KOeTo He MOKe JIa ce KOHTPOIINpa, 3arekK, TajieHe, MOBphIIane, Tuapusl, Ta3ose,
KHCEJIMHH, O0JIKa BEB U OKOJIO CTOMaxa (KopeMHa 0oITka).

o Heuectn (Morat na 3acernar o 1 Ha 100 aymm): ymopa, cnaboct, MeTalieH BKyC, HUCKa KpbBHA
3axap, 3ary0a Ha aneTHT,l10/lyBaHe Ha pbLeTe, IJIe3eHUTe U XoauIara (0TOK), BTpUCaHe,
Bh3MalIcHHE Ha MaHKpeaca, 0OJIKK B MyCKYJIHTE.

. MHoro penku (Morat na 3acersar j0 1 Ha 10 000 gymm): npu3HaIy 3a BACOKO HUBO Ha
MIICYHATa KHCEIMHA B KPbBTa (M3BECTHO KATO JIAKTATHA allM/103a) KaTO ChHJIMBOCT HJIH
3aMasHOCT, TEKKO M3Pa3eHo rajieHe WK HOBpbIIaHe, KopeMHa 00JIKa, HEpaBHOMEPEH ITyJIC WIN
JBIIO0KO, YIECTEHO TUINaHe; 3a4epBsiBaHe Ha KOXKaTa, ChpOek; MOHMKEHO HIUBO HA BUTAMUH
B12 (6neagnoct, ymopa, ICHXUYHNA CHMIITOMH KaTo 00bPKaHOCT MM HAPYIICHUS Ha TIAMETTa).

OTKakKTO IMPOAYKTHT € Ha I1a3apa, C€ C’bO6HIaBaT CBIIIO TaKa CJICIHUTE HEXKECIIaHU PCAKIINU .

L4 C Hen3BECTHA YECTOTa (OT HaJIMYHUTC JaHHU HC MOXCE da 6'[;2[6 HaIrpaBCHa OLIGHKa):
JIOKaJIn3npaHo OejieHe Ha KOXKaTa WA 06pa3yBaHe Ha MCXYpPH, Bb3MNAJICHUC HaA KPbBOHOCCH Cbl
(BaCKy.]'II/IT), KOC€TO MOXKE Ja JOBEAC A0 IMOsABA Ha KOXKCH 06pI/IB MM TOYKOBUIHMU, IIJIOCKH,
YUCPBCHU, KPBIJIM IICTHA 11O MIOBBPXHOCTTA HA KOKATa UJIN 06pa3yBaHe Ha CUHHWHH.

Cpo01aBaHe HA HeKeJIaHU PeaKIun

AKO ToNTyuuTe HAKAaKBU HEXEJIaHU JICKAPCTBEHH PeaKilny, yBenromere Bammus nexap, hapmaneBT win
MEIUITMHCKA cecTpa. ToBa BKIIFOUBA BCUYKH BH3MOKHH HEOITMCAHU B Ta3H JIUCTOBKA HEXKEIIAHH
peakmun. MOXKeTe ChITO Ja ChOOINUTE HEXKEITaHH PEaKIIU JUPEKTHO Upe3 HAIMOHATTHATA CUCTEMA 3a
choOIIaBane, mocoueHa B [Ipunoskenue V. Kato cho0IiaBare He)KeNaHN peakiuy, MOXKETe Ja Ja/ieTe
CBOS MMPUHOC 32 TI0Jy4YaBaHe Ha MoBede HH(OPMAIUsi OTHOCHO 0€30T1aCHOCTTAa Ha TOBA JIEKAPCTBO.
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5. Kak 1a cbxpansiBate Eucreas

° Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a ACIa.

° He uzmomn3Baiite TOBa JI€KapCTBO CJell CpOKa Ha TOHOCT, OTOETA3aH BhpXY OIucTepa u
KapTOHEHaTa omnakoBka cien ,,EXP*/, Tonen no:”. CpoKbT Ha TOJHOCT OTTOBAPS Ha MTOCIICAHUS
JIEH OT IIOCOYCHHMS MECEII.

. [a He ce cpxpanssa Hax 30°C.
o [a ce cpxpaHsiBa B OpUrHHAIIHATA OTIAKOBKa (OJMCTED), 3a Aa ce Mperas3y OT Biara.
o He u3xBbpisiiTe nekapcTBaTa B KaHATU3AIUATA WIK B KOHTCHHEPA 32 JJOMAITHH OTIIA bIIH.

ITommuratiTe Bamms dhapMmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATA, KOUTO BeUe HE M3IOJI3BATE.
Te3n Mepku IIie CIIOMOTHAT 32 Olla3BaHEe Ha OKOJIHATA CPeaa.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

Kaxkso chabpika Eucreas

. AKTUBHH BEIIECTBA: BUJIIATIUITHH U MET(HOPMHH XUAPOXIOPHI.

o Bcesika dpunmmupana tabietka Eucreas 50 mg/850 mg ceapprika 50 mg summarmuntua u 850 mg
MeThOPMUH XUAPOXIOpH (EKBUBAIEHTHH HA 660 mg MeTQOopMuUH).

o Besika ¢punmmupana tabnerka Eucreas 50 mg/1000 mg ceabprxa 50 MQ BUIIATTUNTHH |
1000 mg meTdopMuH XUAPOXIOPH (EKBUBAICHTHH HA 780 mg MeTQOpPMUH).
o JpyrH ChCTaBKHU: XHIPOKCUIIPOIHIILIETYI03a, MAarHE3UEB CTEapaT, XUAPOMEI03a, TATAHOB

nuoken (E 171), sxbar sxenesen okeun (E 172), maxporon 4000 u Task.

Kak m3raexxna Eucreas n kakBo cbabp:ka 0MaKOBKaTa

Eucreas 50 mg/850 mg ¢punmMupanu TabaeTKH ca KbITH, AUICOBUAHM TabneTku ¢ “NVR” ot enHara
ctpana u “SEH” ot apyrara.

Eucreas 50 mg/1000 mg dunmupanu TabIeTKH ca ThBMHOXBIITH, SITHIICOBUIHH TabieTku ¢ “NVR” ot
eanara ctpana u “FLO” ot npyrara.

Eucreas ce npemnara B omakoBkH, chabspxkamm 10, 30, 60, 120, 180 wim 360 dunmupanu TabieTky U B
rpynoBu omakoBkH, chabpkamm 120 (2x60), 180 (3x60) mmu 360 (6x60) dunmupanu tabnetku. He
BCHUYKHU BHJIOBE OMAKOBKU U BHJIOBE TAOJICTKU C PA3JIMYHO KOJMUYECTBO HA aKTUBHHUTE BEIIECTBA MOTAT
Jia ObJaT MyCHATH Ha Ma3apa BbB Bariara ctpana.

IIpuTexkaTes HA pa3pelIeHUETO 32 YIOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnannus

IIpousBoauren

Lek d.d, PE PROIZVODNJA LENDAVA
Trimlini 2D

Lendava, 9220

CroBeHus

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nurnberg
I'epmanus

Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

1000 Ljubljana
CraoBeHus
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Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764

08013 Barcelona
Hcnanns

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nirnberg
I'epmanus

3a momreTHATETHA WHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JTOKATHUS
MPEJICTABUTEI Ha MIPUTEKATEIS Ha Pa3pelieHHeTo 3a yrnorpeoda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Boarapus
Novartis Bulgaria EOOD
Ten.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E\\aoa
Novartis (Hellas) A.E.B.E.
TnA: +30 210281 17 12

Espafia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungéria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +351 21 000 8600

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01



Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 7550

Island Slovenské republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbztpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija

SIA Novartis Baltics
Tel: +371 67 887 070

JlaTa Ha mocJIe HO NpepasrjiekaaHe Ha JUCTOBKATA
JApyru u3rouyHuuu Ha nHpopManus

IMoxpoOHa nH(popMaIus 3a TOBA JIKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
o JiekapcrBara http://www.ema.europa.eu
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