IPHUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Repaglinide Krka 0,5 mg tabxerku
Repaglinide Krka 1 mg tabnetku
Repaglinide Krka 2 mg tabnetku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Repaglinide Krka 0,5 mg Tabnerku
Bcesika Tabnetka cpabpxa 0,5 mg penarnunug (repaglinide).

Repaglinide Krka 1 mg tabmeTku
Bceska tabnetka chabpika | mg penarnuHun (repaglinide).

Repaglinide Krka 2 mg tabnetku
Bcesika TabneTka chabppika 2 mg penariuHu (repaglinide).

3a IBJTHUSA CIUCHK Ha IMTOMOIIMHUTE BEIIECTBA, BIDKTE TOUka 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka
Repaglinide Krka 0,5 mg Tabnerku
TaOnerkure ca 6enu, KPBIJIM U IBOHHO U3IBKHAIM ChC CKOCEHU PBHOOBE.

Repaglinide Krka 1 mg tabmeTku
Tabnetkute ca 01em0KkapsIBO-KBITH, KPBIIIH, IBOMHO U3IIBKHAIIU ChC CKOCEHU PHOOBE U C BH3MOKHHU
MO-THMHH TIETHHIIA.

Repaglinide Krka 2 mg tabnetku
TabneTkure ca po30BU, MO3a€YHH, KPBIJIM, IBOHHO U3IIBKHAIIN ChC CKOCEHU PHOOBE U ¢ Bb3MOXKHHU
MO-THMHH IETHHIIA.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHM NOKA3AHUA

Penarnunaun e mokasaH npu Bb3pacTHH ChC 3aXapeH AuadeT TUI 2, TPH KOUTO C TUeTa, HaMalsBaHe Ha
TErJ0TO U (hU3NYECKa aKTUBHOCT, XUIIEPIIIMKEMUSITA BeUe HE MOXKE JIa C& KOHTPOJIHpa Jo0pe.
Penarnuann cpimo e moka3zaH B KOMOMHAIHS ¢ MET(OPMUH IIPH BB3PACTHU CHC 3aXapeH AuadeT Tul 2,
MIPH KOUTO CAMOCTOSTEIIHOTO MPHUIIOKEHUE HAa MET(GPOPMUH HE OCUTYPSIBA 33I0BOJUTEIICH KOHTPOJL

Jledenuero TpsAOBa J1a ce 3all0YHE KaTo TOMBIHCHUE KbM JTUeTaTa U (pu3mdeckaTa akTHBHOCT C 11T
MOHIKaBaHe Ha 3aBUCUMATa OT XpaHEHETO KpbhBHA 3axap.

4.2 Jlo3MpOBKa U HAYUH HA MPUJIOKEHUE

203H[203Ka

Penarnuaun ce 1aBa npenaHAnalIHO U J03aTa ¢e ONpeiens HHANBHIYaTHO, 3 JIa Ce ONTHMHU3UPA
TJIMKEMHUYHMS KOHTPOJI. JJOMbIHUTETHO KbM OOMYaiHNS CAaMOKOHTPOJI Ha KpBhBHATA 3axap W/Wix
3axapTa B ypHUHATa, U3BBPIIBAHU OT MAIIMEHTa, KPhBHATA 3aXap Ha IaIleHTa TPIOBa qa Oble
MOHHUTOpHpaHa MEPUOJIYHO OT JIeKap, 3a Ja Ce ONpees MUHUMaIHAaTa e(eKTUBHA 71032 Ha
nanueHTa. OnpeaenssHeTO Ha HUBATa Ha MIMKO3WINPAaHUS XeMOITIOOMH UMa 3HaueHHe IpU



MOHHTOpHpPAHE Ha OTTOBOpPA Ha Mal[MeHTa KbM JedeHueTo. [lepnoaniHo MOHUTOpHpAHE €
HEeoOXOIMMO 32 YCTaHOBsIBaHE Ha HEa/IeKBaTHO IIOHM)KaBaHe Ha KPbBHATA 3aXap IPH MaKCUMaJlHaTa
npenopbyYBaHa 1032 (T.H. IbPBUYHO H3YEPIIBAaHE) M 32 yCTAHOBSIBAHE Ha OTCIa0BAHETO Ha aJeKBaTCH
MOHIKABaIll KpbBHATA 3axXap OTTOBOP CJIe]] HAualleH Iepro/] Ha eeKTUBHOCT (T.H. BTOPUYHO
U3YEPIIBAHE).

KpaTKOBpeMeHHO MPUIIOKCHUEC Ha pearjimtHua MOKE Jia € JOCTAThbYHO IPH MMPEXOAHO HAPYIIIaBaHC Ha
KOHTpOJIa IMMPpU MALUCHTH C I[I/Ia6eT THIL 2, KOHTO OOMKHOBEHO C€ KOHTpOJIMpaT z106pe C qucTa.

Hauanna no3a

JlosupoBkarta TpsOBa J1a ObJe onpeIesicHa OT JieKap, CIIope HYKAUTE Ha MalieHTa.
[IpenopruBanara HavanHa go3a € 0,5 mg. Exna no nBe cenMuiy TpsaOBa ga MpeMUHAT MEXKIY
OTJIETTHUTE CTHITKM HA TPOMSIHA Ha J03aTa (B 3aBUCHUMOCT OT OTTOBOpA Ha KPhBHATA 3aXap).
AKO TIallMEHTUTE TIPEMUHABAT OT APYT IepOpalieH XUTIOTIMKEMHU3UPAIIL JIEKAPCTBEH MPOIYKT,
HayajiHaTa mpernopbyuBaHa 103a € 1 mg.

IHomaepikaina n1o3a

MaxkcumaltHaTa MpernopbhYBaHa eAMHUYHA 7032 € 4 Mg, MPUETa C OCHOBHUTE XPaHEHMUSI.
OO0mara MakcMMaJTHa JTHEBHA J103a He TpsOBa j1a mpeBumiasa 16 mg.

CHeI_[I/IaJ'IHI/I OOoImyjaannum

Cmapuecka 8v3pacm
He ca nmpoBexnanu KINIMHUYHYA TPOYYBAHUS MIPU MALUEHTH >75-TOIUIIHA BB3PACT.

bvopeuno ygpescoane

Penarnmuuun He ce moBiHsBa OT ObOpPEYHH HApYIICHHUS (BX. TOUKaA 5.2).

OceM npolLieHTa OT eJIMHIYHA J103a PeNarinHu]| Ce eKCKpeTUpaT upe3 ObOperuTe U o0Iust mia3mMeH
KJIMPBHC HA TPOIYKTa € OHIKEH MPY MAUSHTH ¢ HapylieHa 0b0peuna dynknus. [Ipu nuabetHo
OosHM ¢ OBOPEYHH yBPEKIAHNUS, HHCYJIMHOBATA YYBCTBUTEIHOCT € [TOBHUILICHA M TUTPHPAHETO HA
J03aTa TpsiOBa Jia ce 3BbPILBA BHUMATEIHO.

YeproopobHo yepescoare
Hsma mpoBeneHr KJIMHUYHH [TPOYIBAHUS MPH NAMEHTH ¢ YSPHOAPOOHA HETOCTATHYHOCT.

Hsmowenu unu neooxpaneru nayueHmu

[Ipu u3TOIIEHN UK HEJOXPAaHEHH MAIIMEHTH HayallHaTa U TOJIbpIKaIIUTe T03U TpsOBa 1a ObaaT
yMepeHH U 3a Ja ce U30erHar XunormMKeMUYHUTE PeaKlii Ce U3UCKBA BHUMATEITHO TUTPUPAHE Ha
Jo3arta.

THayuenmu, nonyuasawu opyeu nepoparHy Xuno2iukeMusupawu 1eKapcmeeru npooyKmu
[TanmenTuTe MOrar Aa NpeMUHAT JUPEKTHO HA penariuHu] OT IpYrd NepopaIHu
XHITOTJIMKEMH3HUPAIH JEKapCTBEHH MPOIYKTU. BhIpeku ToBa, HE ChIIECTBYBA TOUHA BPb3Ka MEKIY
JO3UTE Ha PEeNariiiHuA U IPYTUTE NepOPaTHU XUITOTIUKEMU3UPAILH JEKApCTBEHH IPOLYKTH.
[IpenopruBanaTa MakCUMajHa HadyajHa 03a 33 NALMEHTH, KOUTO IPEMUHABAT Ha peNariuHu] €

1 mg, mpueT mpeau OCHOBHUTE XPaHEHHUS.

Penariuaung Moxke 1a ca npuiiara B KoOMOMHaIMs ¢ MeTGOpPMUH, KOraTo KpbBHATA 3aXap He ce
KOHTponupa nodpe camo ¢ MeThopMuH. B To3u ciydaii no3ata Ha MeT(hOpMUH TpsOBa 1a Obae
3ara3eHa U penarivHuA Ja ce Ipuiiara eIHOBpeMeHHo ¢ Hero. Havannara no3a penarinuaug e 0,5 mg,
HpHET Ipe OCHOBHUTE XPaHCHUS; THTPUPAHETO Ha J103aTa € B 3aBUCHMOCT OT OTTOBOpa Ha KphBHATA
3axap KaKkTo [P MOHOTEpaIusl.

Ileouampuuna nonynayus
BbezonacHoCcTTa 1 ehUKaCHOCTTA Ha penariauHuA Opu Jena noj 18-roauiHa Bb3pacT BCe Olle He ca



YCTaHOBCHH. Jluncear JaHHH.

Hauue Ha npuiaoxeHne

Penarnunaug Tp$[6Ba Ja ce nmpueMa npea OCHOBHUTE XpaHCHHUA (T.e. HpCHpaHI[I/IaJ'IHO).

Jlo3nTe 0OMKHOBEHO ce pUeMaT 15 MUHYTH Ipeu XpaHEeHe, HO BPEMETO MOJKE J1a BapHpa OT
HENocpeCcTBeHO npeau A0 30 MUHYTH Mpeau XpaHeHe (T.e. mpernpanguanto 2, 3 uiau 4 xpaHeHus
nHEeBHO). [TanueHTH, KOUTO MPOITyCHAT XpaHeHe (MITH TPHOABAT JIOITBIHUTEITHO XPaHEHe), TPsOBa J1a
OBbIaT HHCTPYKTHUPAHH Ja MPOITyCHAT (WM 100aBsIT) 1032 32 TOBA XpaHEHE.

B ciyyaii Ha eTHOBpeMeHHA yIioTpeda ¢ Ipyry aKTUBHU BEIIECTBA, BHXKTE Toukd 4.4 u 4.5, 3a 1a
MPELICHUTE JO3UPAHETO.

4.3 IIporuBonoka3zanusi

- CBPBXUIYBCTBHTEIHOCT KbM PEIATTUHA WM HSIKOE OT TOMOITHHUTE BEIIECTBA, H30POCHH B
Touka 6.1,

- 3axapeH auadet tun 1, C-menTu OTpUIATENCH,

- IrabeTHa KeToanuI03a, CbC Wik 0e3 Koma

- TEXKKO YePHOPOOHO (PYHKIIMOHATHO HAPYIIICHHE

- eZHOBpeMeHHa ynotpeba ¢ remdpudposun (Bx. Touka 4.5).

4.4 CrhenuajHu npeaynpe:kaeHUus U MpeanasHul MepKH NP ynorpeda

O06mmm

Penarnuaug Tp${6Ba Ja ce€ NpEAINCBa KOraTo KpbBHATA 3axXap € JIOMIO KOHTPOJIMpaHa U CUMIITOMUTE
Ha /:[Ha6eTa EPCUCTUPAT, HC3ABUCUMO OT aACKBATHUTEC OIIUTHU C TUECTA, (I)I/I3I/I‘ICCK8. AKTUBHOCT U
IIOHM)XaBaHEC Ha TCTJIOTO.

Koraro nmaruenT, cTabMIIM3UpaH ¢ TIepopalicH aHTHANA0STCH JICKAPCTBEH MPOAYKT € M3JIOKEH Ha
CTpec KaTo MOBUIIICHA TeMIIepaTypa, TpaBMa, HHPEKIUS I XUPYpriudecKa oneparus, Moxe Ja ce
HapyIlu KOHTPOJIBT Ha KpbBHATA 3axap. B TakbB MOMEHT MOXKeE J1a CE HAJIOKU CITMpaHe Ha IIprueMa Ha
penarivHu ¥ BPEMEHHO MPUIIOKEHUE Ha WHCYJIHH.

XHUIIOTJIMKEMUS

PeHaFJ’II/IHI/I,Z[, HO[[OGHO Ha APYTUTE MHCYJIMHOBU CEKPETAro3u, MOXKE Ja JOBEAC 10 XUITOTTTUKCMUA.

KOM6I/IHaHI/I}I C MHCYJIMHOBH CCKPETAro3u

[MoHmkaBamuAT KpbBHATA 3aXap e()eKT Ha MEPOPATHUTE XUIIOTIUKEMUYHY JICKAPCTBEHH MIPOTYKTH
HaMaJIsiBa IIPY HSKOM MALMEHTH Cllel IPOABIDKUTENEH IprueM. ToBa MOXKe a ce IbJIKHU Ha
MporpecrpaHe Ha TeXKECTTa Ha quadeTa Uik Ha TIOHW)KEHHUS! OTTOBOP KbM JIEKapPCTBEHUS MPOIYKT.
To3u GpeHoMeH e U3BECTEeH KaTo BTOPUIHO U3UEPIBAHE, 32 1 CE Pa3TPaHUYIH OT IBPBHYHO
W3YEpIBaHe, KBACTO JIEKAPCTBEHUSAT IIPOAYKT € Hee(heKTHBEH NPH OTACTHHS MALUCHT CIIe]l ITbPBUS
npueM. Kopurupanero Ha 103aTa U IPUABPKAHETO KbM JTUETA U (PU3UUECKa aKTUBHOCT, TpsiOBa aa ce
TIPEICHST, IPEAN AaJcH MMAIHCHT 1A ce KIACH(UITIpa KaTo TAKbB ¢ BTOPUIHO U3UEPIIBAHE.

Penarnuaup neifcTsa upes CHenUaaIHoO CBbP3BAII0 MACTO C KPAaTKOTPacH €(eKT BbPXY P-KIETKUTE.
YnorpebaTa Ha pemariauHuA B CIyvail Ha BTOPUYHO W3UePIIBaHe KbM HHCYJIHMHOBH CEKPETAaro3u He €
M3CIeBaHa B KIIMHUYHM IpoydBaHus. HsaMa npoBeaeHu MpoydIBaHus 3a KOMOMHHPAHE C APYTH
HHCYJIMHOBU CEKPETaro3u.

Komb6unanus ¢ Neutral Protamine Hagedorn (NPH) nHCYIMH MM THA30JIMAHHIUOHU




[IpoBenenu ca npoyuBanus 3a komOnHUpaHa Tepamus ¢ Neutral Protamine Hagedorn (NPH) uncynun
WM THA30JIUIMHANOHU. BeIpeku ToBa, Bce Olle He € YCTaHOBEH NMPOGUIBT Ha O€30IacHOCT B
CpaBHEHHE C IPyrH KOMOWHUPAHH TEPAITUH.

KoMbunarus ¢ MerhopMHUH

KoMOuHMpaHoTO JIedeHne ¢ MeT(hOPMUH € CBBP3aHO C MOBHILEH PUCK OT XUIIOTJIMKEMHUSI.

OcTbp KOPOHAPEH CHHAPOM

YnorpebaTa Ha penarinHUI MOXKE JIa Ce CBBPXKE C TIOBHUIIIEHA 3a00JIEBAEMOCT OT OCTHP KOPOHAPEH
CUHJIPOM (HAIp. HHGAPKT HA MHOKApJIa), BUXKTE TOYKH 4.8 1 5.1.

EngnoBpeMenHa ynorpeba

PeHaFJII/IHI/I}l TpH6Ba Jla c€ mnpujara ¢ NIOBUIICHO BHUMaHUC WIN Ja CC I/I36$IFBa Ipyu NalrCHTH,
MIPUEMAIIH JIEKapCTBEHH MPOIYKTH, KOUTO BIUSAT BBPXY META00IM3Ma Ha peHarinHu (BXK. TOUKA
4.5). Axo e HAJIOXKUTEITHA eTHOBPEMEHHA yIoTpeda TpIOBa J1a ce MPOBEXk/1a BHUMATCITHO
MpocIie/isiBaHe Ha KPbBHATA 3aXap M CTPOTO KIMHUYHO HAOIIOICHHUE.

[Tomomiau BertecTBa
ToBa iekapcTBO ChIbpAKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKeE JIa ce Kaxe,
Ye MPaKTHUYECKH HE ChIbPKa HATPHU.

4.5 BzaumojgeiicTBHe ¢ JPyrH JIeKaPCTBEHH NPOAYKTH U APYTH (hopMHU Ha B3auMojJeiicTBHe

W3BecTHO €, ue HAKOM JIEKapPCTBEHU IPOIYKTH MOTAT A2 HOBIHSAT BEPXY MeTabonu3ma Ha
penarivHu/, CIe0BAaTEIHO JIEKapsT TpA0Ba 1a UMa MpelIBU]] Bb3MOKHUTE B3aUMOJICHCTBUSA:

In vitro naHHHUTE TIOKA3BaT, Y€ penarauHu] ce Metabonmsupa npeaumuo ot CYP2CS, Ho cbiiio 1 oT
CYP3A4. KnuHuuHY AaHHY OpU 3ApaBU OOPOBOILY NOTBEpKAaBaT, ue CYP2CS e Half-BaXKHUAT
€H3UM, yJacTBalll B MeTa0OM3Ma Ha perariuHuI, ¢ HesHauntenHa poss Ha CYP3A4, Ho
otHocuteHUAT 1511 Ha CYP3A4 moxe na HapactHe npu naxuOupane Ha CYP2CS. CnenoBatenHo,
MeTaboJIU3MBbT, a OTTaM U KIMPBHCHT Ha PEeMariiiHuA, Morat Jja ObJIaT U3MEHEHH OT BEILECTBa,
MIOBJIHMSIBAIIN Te3H HUTOXpoM P-450 enzumu upe3 nHxnOupane win HHIyKnws. CrieiaaIHo BHUMaHNe
TpsaAOBa 1a ce 00BbpHE, KOTaTo eHOBPEMEHHO ce mpuarat nHxuoutropu Ha CYP2C8 n 3A4 ¢
pemarTuHu.

BB3 ocHOBa Ha in vitro JaHHW peNariuHU] ce POSBsABa KaTo CyOCTpaT Ha aKTUBHO YEPHOAPOOHO
3axBaliane (oprannyeH anuoH-npeHacs nporeuds OATP1B1). BemectBa, KouTo HHXUOUpAT
OATPI1BI, cpmro Taka MOTaT Ja MOBHINAT MJIA3MEHUTE KOHIIEHTPAIIMHA HA PETIArINHII, KaKTO €
JIOKa3aHo 3a IUKJIOCTIOPHH (BXK. TIO-JI0ITY).

CrenHuTe BEIIECTBA MOTAT A3 YCHIIAT H/WIN YIBIDKAT XATOTTTUKEMUYHAS €(PEeKT Ha perarinHuI;
I'emdudOpo3nI, KIAPUTPOMUIIMH, HTPAKOHA30II, KETOKOHA30JI, TPUMETONPUM, IIUKIOCIIOPHH,
nedepasupokc, KIOMUAOTPEN, IPYTH aHTUANAOETHH BEIECTBa, HHXUOUTOPH Ha
MoHoamMHuHOOKcHnazata (MAO-HHXHOUTOPH ), HECEIICKTHBHH OeTa-0J0KepH, NHXHOUTOPH Ha
AHTUOTEH3UH KoHBepTHpamus eH3uM (A CE-unxuburtopn), canununati, HCIIBC, oktpeotun,
QIIKOXOJI M aHA0OJIHU CTEPOU]IH.

EnHoBpeMmeHHOTO npuiarane Ha reMpuoposun (600 mg aBa mbTH JHEBHO), nHXuouTop Ha CYP2C8, 1
penarinuHuy (eauHU4HA 1o03a oT 0,25 mg) yBenuyasa miouira noj kpusara (AUC) Ha penariunug 8,1
ITbTH ¥ MaKCUMalTHaTa Tuta3MeHa KoHneHTpaus (Cmax) 2,4 mbTH IpH 31paBu Jo00poBoinu. Bpemero
Ha MOJTyKHUBOT c€ yABIXaBa oT 1,3 uaca Ha 3,7 4aca, KOETO MOKE J]a MOBUIIU U yIBIIKU
MTOHM)KaBaIlINs KphBHATA 3aXap e(heKT Ha penarinHu U TIa3MeHaTa KOHIIEHTPAIYs Ha PEHarinHIT
Ha 7-us yac ce ypenu4vara 28,6 mbTH oT reMpuopo3mit. EqHoBpemMenHaTa ynorpeba Ha reMpuopo3ut
U pernaryivHyuj € IPOTUBOIIOKA3aHa (BXk. Touka 4.3).



EnnoBpemenHoTO mprtoskeHne Ha TpuMeTtonpuM (160 mg 1Ba TbTH JHEBHO), yMEPEH HHXUOUTOP Ha
CYP2CS, u penarnmuuug (eaunudna go3a ot 0,25 mg) yBenmuaBa AUC Ha penarnuaug, Cmax u tV2
(cvotBeTHO 1,6-, 1,4-, 11 1,2 mBTH), 6€3 CTATHCTUYECKH 3HAYNMU €(DEKTH BHPXY HUBOTO Ha KphBHATA
3axap. Tasu nurnca Ha (hapMakoaMHaMU4YeH eeKT e HabIoJaBaHa Mpy NPHUIIOKEHNE Ha
cyOTeparneBTHYHA /1033 Ha penariuHuI. Tl KaTo MporiIbT Ha 6€301MacHOCT Ha Ta3u KOMOMHAINS He
€ YCTaHOBEH 3a /1031 no-Bucoku ot 0,25 mg 3a penarnuuun u 320 mg 3a TPUMETOIPUM,
€/THOBPEMEHHOTO MPHUJIOKEHUE Ha TPUMETOIIPHM M PHIIATIIMMUJ TPsiOBa J1a ce n305rBa. AKO €
HAJIOKUTEIIHA €THOBPEMEHHA yioTpeba TpsiOBa a ce MpoBeKIa BHUMATEITHO POCIeIIBaHe Ha
KpBbBHATa 3axap ¥ CTPOro KIMHUYHO HaOIfoAeHue. (BXK. Touka 4.4).

Pudamnummust, Moten naaykrop Ha CYP3A4, a cpiro u Ha CYP2CS, aelicTBa 1 KaTo HHAYKTOP H
KaTo MHXHOUTOp Ha MeTaboin3Ma Ha penariuanu. CexeM THEBHO CaMOCTOSITETHO PHIIOKEHNE Ha
pudammunus (600 mg), mocaeaBaHo OT q00aBsHE HA penariuHu (€AMHUYHA 103a 4 Mg) HA CeAMUS
neH, Boau 1o HamasBaHe HAa AUC ¢ 50% (edext oT koMOMHUpaHO HHAYIMpaHe 1 nHXxuOupane). I1pu
NPUIIOKEHNE Ha penariiuHu 24 yaca cliesi oclieiHaTa 1o3a pudamnunus ce Ha0ronasa 80%
Hamanenne Ha AUC Ha pemmarnuang (edexT camo Ha MHIYIMpaHe). 3aTOBa €THOBPEMEHHOTO
MIPUIIOKEHHE Ha pU(paMITUIIMH U PETIariiiHIIl, MOXe J]a HAJIOKH KOPUTUPaHe Ha JI03aTa Ha
peTarianHuI, OCHOBAHO HAa BHUMATEJIHO HAaOIII0IeHNe Ha KOHIIEHTPAMUTe Ha TIIF0K03aTa B KPbBTA MIPH
3aro4yBaHe Ha JieueHue ¢ pudamMnuimH (0cTpo HHXUOUpaHe), TOCIeABAINO0 H03UpaHe (KOMOMHUPAHO
MHXUOMpaHe U WHAYNHpaHe), CIUpaHe Ha JIEYeHHeTo (caMo MHIYIIMpaHe) 1 JI0 JIBE CEIMHIH CIIe]
cnupaHe Ha pudaMIHUINH, KOTaTO HHAYLIUPALIHIT My e(eKT Beue € n3uepmad. He e u3kioueHo npyru
WHITYKTOpH, Harp. GEeHNTONH, KapOamaszenuH, (eHoOapOuTall, )XbIT KaHTAPHOH Ja UMaT I0JI00eH

e eKT.

EdekThT Ha KETOKOHA30J1, MPOTOTHUI HA MOIIHUA U KOHKYpeHTHH HHXuOuTopu Ha CYP3 A4, BBpXY
(hapMaKOKMHETHKATa Ha PETarjnHU € MPOYyYeH MpH 37paBu Xopa. EJqHOBpeMEeHHOTO Npuiiarane Ha
200 mg kerokonazon yBenmdana 1,2 mptu AUC u Cmax Ha pemnarinHuI Ipy IpoMsHaA B Ipoduia Ha
KpbBHATA 3axap Mo-Manko oT 8% (mpu equHU4YHa 103a 4 mg penariuHun). EnHOBpeMeHHOTO
npunarade Ha 100 mg urpakonason, naxudutop Ha CYP3A4 b0 € npoydeHo npu 37paBu
noopoomu 1 yBenuuaBa AUC 1,4 mptr. Hsima HaOro1aBaHO 3HAYNTENTHO JISHCTBHE BHPXY HUBOTO
Ha IJII0K03aTa MpH 37paBy 00poBoiH. [Ipu npoydBaHe Ha B3aMMOAEHCTBHATA ITPH 31PaBH
JOOPOBOJIIY €IHOBPEMEHHOTO Tpriiarane Ha 250 mg KJIapuTpOMHUIIMH, MOILIEH, 0a3upaH Ha
MexaHHn3Ma Ha jeiictBue naxudutop Ha CYP3A4, nexo yBenngasa 1,4 metit AUC Ha penarnuHug 1
1,7 mbtu Cmax, u yBenuuana 1,5 mbTu cpeqHoTo nHKpemenTaaHo AUC Ha cepyMHUS HHCYJIUH U
1,6 mbTH MakcUMaliHaTa KOHLIEHTpalusl. TOUHHUAT MEXaHU3bM Ha B3aUMOJICHCTBUETO HE € U3SICEH.

B mpoyuBane, MpoBEACHO CHC 3/paBH JOOPOBOIIIIH, €THOBPEMEHHOTO PHIIOKECHNE HA PETIATTHHILT
(emnHnyHa no3a oT 0,25 mg) u nukIocnopuH (MHOTOKpaTHa 1o03a oT 100 mg) noBumasa AUC u
Cmax Ha penarjiMHU]] CbOTBETHO OK0JIO 2,5 u 1,8 mbTH. Thil KaTO B3aMMOJEHCTBUETO HE €
YCTaHOBEHO C JI03U, TI0-BUCOKH 0T 0,25 mg penariuHu, eqHOBpEMEHHATa yroTpeda Ha IUKIOCTIOPHH
W penariauHu; TpsOBa aa ce m30srBa. AKO KOMOMHAIIMATA € HAIOKUTEITHA, TPSIOBa J1a Ce U3BHPIIBA
BHUMATETHO KIIMHUYHO HAOJI0/IeHUE U MTpOoCciieAsiBaHe Ha KpbBHATA 3axap (BXk. Touka 4.4).

B npoyuBaHe 3a B3aUMO/ICHCTBUSATA TIPH 3/IpaBU TOOPOBOJIILH, €HOBPEMEHHOTO MPHUIIOKEHUE HA
nedepasupokc (30 mg/kg/nmaeBno, 4 nuu), ymeper uaxuourop Ha CYP2C8 u CYP3 A4, u penariauHug
(emuamuHa no3a 0,5 mg) Boam 0 yBeIMYaBaHE HA cUCTeMHaTa ekcro3uius Ha penarmuaug (AUC) oo
2,3 metH (90% CI [2,03-2,63]) cipsimo koHTpoaata, 1,6 netu (90% CI [1,42-1,84]) yBenuuenue Ha
Cinax 1 MAJIKO, 3HAUMMO HaMaJIeHUE Ha CTOMHOCTUTE Ha KpbBHATa 3axap. Tbi KaTo HE € yCTaHOBEHO
B3aMMOJICHCTBHE C JIO3U pENariuHu/, o-BUCOKH oT 0,5 mg, enHOBpeMeHHAaTa yrnorpeba Ha
nedepasupoke U perariinHu TpsIOBa 1a ce n30sarea. AKo KoMOMHAMATa € Heo0XoauMa, TpsOBa aa ce
M3BBPIIBa BHUMATEIHO KIIMHUYHO HAOIO/IeHNe U TIPOCIIeissBaHe Ha KpbBHATA 3axap (BK. Touka 4.4)

B npoyuBane 3a B3auMOJIeHCTBHSI IPH 3/IpaBU TOOPOBOIIIHN, ETHOBPEMEHHOTO NMPHIIOKEHUE Ha
kaonuooepen (300 mg HatoBapBaia 103a), nExuouTop Ha CYP2C8, yBennuaBa eKCro3uIuATa Ha
penarmuuaug (AUCO—o) 5,1 mbTH, a IpOIBIIKABALIOTO MpUIoXKeHHE (75 mg THEBHA J103a) yBEIHMYaBa
excrio3unwmsita Ha penarauan (AUCO0—0) 3,9 metu. Habmonasa ce Manko, 3Ha4MMO HaMaJeHUE Ha



CTOMHOCTUTE Ha KPbBHATA 3axap.
[-610kepUTE MOTaT 1a MACKMPAT CUMIITOMHTE Ha XUTIOTIIMKEMUSI.

EnHOBpeMeHHOTO MpHUIIOKEHUE Ha TUMETHANH, HU(DETUTINH, ECTPOTEH UM CHMBACTaTHH C
penarnuang, Bermakute cyocrpati Ha CYP3 A4, He mpoMeHs 3HAYUTENHO (hapMaKOKHHETHIHUTE
napaMeTpy Ha penariuHuI.

Penarnuaun HAMa KIMHAYHO 3HAYUM €(EKT BbpXY (PapMaKOKHHETHYHHUTE CBOMCTBA HA TUTOKCHH,
TeorH Wi BapdaprH MpH CTAIHOHAPHO CHCTOSHHUE, KOTaTO Ce MpHUIIara IpH 3paBu T0OPOBOJIIIH.
CrenoBaTenHO HE € HeOOXO0JMMa KOPEKINS Ha 103aTa Ha TE3H ChEAMHEHHS IPU CAHOBPEMEHHOTO UM
MIPUIIOKEHHUE C PeNariuHuI.

CrnenHuTe BelecTBa MOTAT JIa HAMAJIST XUITOTTTUKEMUYHUS €eKT Ha perarauHu/I;
MepopaIHi KOHTPAUENTUBH, pudaMnuinH, 6apoutypaTu, kapbama3enut, THA3UIH,
KOPTHUKOCTEPOUIU, JaHA30JI, THPEOUIHH XOPMOHHU U CUMITATUKOMUMETHIIH.

Koraro Te3u JICKapCTBCHU NNPOAYKTHU CC MpUJiarat ujiy c€ Crinpa NpujIOXKCHNUETO UM IIPH IMMAlJUCHT,
noJrydaBall p€uarinHua, IaqueHTbT TpﬂGBa Ja Cce Ha6J'IIO,I[aBa BHHUMATCJIHO 3a IIPOMCHU B

TIIMKEMUYHUA KOHTPOJI.

Koraro pernarinHug CC npujara 3a€aAHO C APYTrd JICKAapCTBEHU NPOAYKTH, KOUTO KaTO HEro CE
H3JIpYBAT OCHOBHO C XKJIbYKaTa, Tp}I6Ba Ja c€ uMat npe€aBrU] Bb3MOXHUTC B3aPIMO,Z[CfICTBPIH.

IlenuaTpuyna DomyJiarus

HpOy‘lBaHI/IH 3a BSaHMOHCﬁCTBHHTa HC Ca NPOBCKIAaHU NIPU A€1la U FOHOIIH.
4.6 @epTUauTeT, O)PEMEHHOCT U KbpPMEHE

BpemenHoCT

[IpoyuBanus ¢ penarnuHuI Npu OpEMEHHH KEHU HE ca IPOBeXIaHu. Pernarnuauy TpsOBa aa ce
n30srea 1o BpeMe Ha OpeMEeHHOCT.

Kspmene

[IpoyuBaHus ¢ penariIvHAUL PH KBPMEIIHN KSHN HE ca MPOBEkKAaHu. Pemarmuau He TpsOBa na ce
M3I0J13Ba 110 BpeMe Ha KbpPMEHe.

DepTUIUTET

JlaHHU OT IpOyYBaHUsI IPU KUBOTHH, U3CIEIBAIIN e(PEeKTUTE BBPXY eMOPHO(ETATHOTO Pa3BUTHE U
Pa3sBUTHETO HA IOTOMCTBOTO, KAKTO U EKCKpELMs B KbpMaTa, ca OMMCaHU B TOUKa 5.3.

4.7 Edextu BbpXy cnioco0HOcTTa 32 modupaHe u padoTa ¢ MAIIMHHA

Repaglinide Krka He moBiusiBa Wiv MOBJIHsIBA MPEHEOPEKMMO CIIOCOOHOCTTA 32 IIo(HUpaHe u padboTa
C MaIlIMHH, HO MOXeE J1a IPUYNHU XUITOTIUKEMHUSL.

[NanmentuTe TpssOBa qa OBIAT MOCHBETBAHU J1a H30ATBAT IMOSABATA HA XUMOTITHKEMHS TI0 BpeMe Ha
mogupane. ToBa € 0co6eHO BaXKHO 3a TE€3M OT TAX, KOUTO UMAT HaMaJIeH WX JINTICBA yCeT 32
MpeynpeUTENHATE OeNe3n Ha XUTIOTJIMKEMHUS WIK UMAT YeCTH eMU30/I1 Ha Xumnoriukemus. [lpu
TaKWBa CIy4au TpsiOBa BHUMATEIHO Ja C€ MPEICHHU TOKOJIKO € MPENOPBUUTETHO MO(QUPaHETO.

4.8 HexenaHu JeKapPCTBEHH PeaKIMH



Pesrome Ha npoduia Ha 6€300aCHOCT

Hait-gecto cpo0maBannuTe HeXEIaHU PeakUy ca MPOMECHU B HUBaTa Ha KpbBHATA 3axap, T.€.
xunornukemus. [losiBaTa Ha TakMBa PeakIMK 3aBUCH OT MHIUBUAYATHH (GaKTOPH, KATO XPAaHUTEITHH
HABHIIU, TO3UPOBKA, GU3NIECKU YIIPAKHEHUS H CTPEC.

TabauyeH COUCHK HA HEKEITAHUTE PCaAKIIMn

B®3 0cHOBa Ha OIUTA C PENArjMHUI U IPYTH XUITOTIIMKEMUYHH JIEKapCTBEHH POIYKTH Ca
HaOJIf0/TaBaHU CICTHUTE HEXEIaHu peakimu. YecToTara ce onpeaens KakTo ClieBa:

- Yectu (>1/100 g0 <1/10)

- Heuecru (>1/1 000 mo <1/100)

- Peaxu (>1/10 000 mo <1/1 000)

- Mmuoro peaxu (<1/10 000)

- C HensBecTHA YecTOoTa (0T HAIMYHHTE JIAHHU HEe MOXKe J1a ObJic HalpaBeHa OlCHKA)

Hapymenns va nmyHHAaTa AJleprudH peaknuu ™ MsHoro peaku
crucTeMa
Hapymenus Ha metabonu3ma u Xunornukemus Uectn
XPaHEHETO Xumnornukemudna koMa 1 | C HeM3BeCTHA YeCTOTa
XUIIOTJIMKEMHUYCH
MPHUIIATBK
Hapymienus Ha ounte Pedpaxkimonno MHoro peaku
HapyueHue™*
Copaednu HapyIICHUS CbpaedHo-chI0BO Penxu
3a00IsiBaHe
CromairHo-upeBHH HapyLIeHUs KopemHa 6oinka, auapust Yectu
[ToBpbiiane, 3amnek MHoro peaku
lanene C Heu3BeCTHA YeCTOTa
XenaToOWIMapHU HAPYIICHHS Hapymiena yeproapobHa MHoro peaku
(yHKLUS, TOBUIICHH
YePHOAPOOHU CH3UMU *
Hapymienus na xoxara u CBpBX4yBCTBUTEITHOCT * C HeusBecTHa 4YecToTa
MOJIKOXKHATA ThKaH

* BrokTe Touka Onrcanue Ha oJ0paHH HeKeTIaHH PEAKIHH TI0-JI0JTy

Omwcanue Ha HOIL6DaHI/I HCXKCJIaHU pCaKlIn

Anepeuunu peakyuu
[enepanu3upany peakuy Ha CBPEXYYBCTBUTEIHOCT (HAIp. aHA(QMIaKTUIHA PEaKIns) WIn
MMYHOJIOTUYHM PEAKLIMU KaTO BaCKyJIUT.

Pegppaxyuonnu napyuenus

W3BecTHO €, ue NpOMEHUTE B HUBaTa Ha KpbBHATA 3aXap BOAST A0 IPEXOAHU HapylIEeHHUs Ha
3pEHHETO, 0COOEHO B HAYAJIOTO Ha JieueHHeTo. TakuBa HapyIIeHUs ca ChOOIIEHH CaMO B MHOT'O MAJIKO
CJlydau Clie]] Ha4aJloTO Ha JISYeHHE C penariuHu. TakuBa ciyyau He ca JOBEJIH J0 CIUpaHe Ha
JICYEHUETO C pelariiMHu B KIMHUYHUTE [IPOYYBaHUsl.

Hapywena wepnoopobna ¢yrxyus, nosuuienu 4epHoopoodHY eH3UMU

OtzesnHY ciyyan Ha IOBHIIABaHEe Ha YEPHOPOOHUTE €H3MMH Ca ChOOIIEHH 110 BpeMe Ha JIeYeHHeE C
penarnuuu. [ToBedeTo ciaydau ca JIEKH U MPEXOJIHH K MHOTO MAaJIKO MAIUSHTH Ca NPeKbCHAIN
JICYCHUETO TTOpa/H MOBHUIIABaHE HAa YEPHOAPOOHHUTE EH3UMH. B MHOTO peaku ciydau € ChoOIIeHO 32
YepHOIPOOHA TUCYHKIIHS.

Cspvxuyecmeumennocm
Morat fa ce oSBT KOXKHU PeaKliu Ha CBPbXUYBCTBUTEIHOCT KaTo 3a4epBsiBaHe, ChbpOeK, OOpUB U
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yprukapus. Hsima npuunHa ga ce mozo3upa KpbCTOCcaHa aleprisi Che CyIPOHMIYpeiHO IPON3BOIHO,
MOpaax pa3inius B XMMUYHATA CTPYKTYpA.

C'I>06H.[aBaHe Ha NMoA03UpPaHN HCXKCITAHHU PCAKIIMN

Cpo0IaBaHeTo Ha MOA03UPAHH HEXKETaHH PEAKIMH CIIe/l pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBeHHUS
MPOIYKT € BaxkHO. TOBa IMO3BOJISIBA Ja MPOABIDKM HAOIIOJEHHETO Ha ChOTHOLIIEHHETO 10JI3a/PHCK 3a
JieKapcTBEeHUs MPOAYKT. OT MEAUIIMHCKHUTE CIICLUAIMCTH Ce U3UCKBA JIa ChOOIIABAT BCSKA
MOJI03MpaHa HeXXellaHa peakiiys ype3 Hal[MOHAJIHA CHCTeMa 3a ChoOlIaBaHe, mocoueHa B [IpuiioxeHne
V.

4.9 [Ilpenozmpane

Cumnromu

PenarnuHun e npuiiarad 4eTUpU IbTU JHEBHO 32 MEPUOA OT 6 CEAMMIIU ChC CEIMUYHO NMOBHUILIABAHE
Ha no3ute oT 4 o 20 mg. He ca ycTtaHoBeHU Mpo0OIieMu 10 OTHOIIICHHE Ha Oe30macHocTTa. Thid KaTo
XHUIIOITIMKEMUS B TOBA IPOYYBAHE € I/136€FHaTa nopaayv NOBUIICHUA KAJIOPUECH MPUEM, OTHOCUTCITHOTO
MpeIo3upaHe MoXKe Ja JOBele 0 IMPEKOMEpeH MOHMKABAII TIII0K03aTa e(eKT ¢ pa3BUTHE Ha
XHITOTJINKEMHIYHH CHMIITOMH (CBETOBBPTEXK, M3IOTSIBAHE, TPEMOD, TTIaBOOOIHE U T.H.).

JleueHue

AKO Te31 CUMIITOMH C€ TIOSIBAT, TPAOBA J1a ce MpeanpueMaT aJeKBaTHI MEPKH 32 KOPEKIUs Ha
HHUCKaTa KpbBHA 3axXap (IIepopaHo BBIIEXHApaTH). [1o-TexKa XUITOTIIHKEMH ¢ ThPUOBE, 3aryda Ha
Ch3HaHHE WM KOMa TPsOBa Ja ce JIEKyBa C HHTPABEHO3HO MPIIIOXKEHHE Ha TIIFOKO03a.

5. DAPMAKOJIOI'HYHU CBOUCTBA

5.1 @®apmakoguHAMMYHM CBOMCTBA

dapmako-TepaneBTHUHA rpyna: JlekapcTsa 3a jeueHune Ha AuadeT, IPYTH JeKapCTBa, IOHKABAIIN
TJIFOKO3aTa B KPBBTA, ¢ n3kimouenne Ha nHcynuau, ATC xox: A10BX02

MexaHU3bM Ha JIEHCTBUE

Penarnuaun e kpaTkozaeiicTBaIl IepopajeH CeKpeTaror. Penarianuua noHmwkasa 0bp30 HUBATa Ha
KpBbBHATA 3aXap 4pe3 CTUMYJIMpaHe 0CBOOOXKIaBAaHETO HAa MHCYJIMH OT IaHKpeaca, eeKT, KOWTO
3aBUCH OT (PYHKIIHOHHUPALINTE 3-KIESTKH B TAHKPEACHUTE OCTPOBYETA.

Penarnunun 3atBapst ATdD-3aBucHMUTE KaTHUEeBH KaHAIM B MeMOpaHaTa Ha -KJIETKUTe Ype3
TIPHUIIENeH MPOTEeHH, Pa3InieH OT TO3M 3a APYIuTe cekperarosu. Tosa aenonspusmpa B-KIeTKUTE U
BOJIY IO OTBAapsIHE HA KaJIIMEBUTE KaHAIH. B pe3ynTar Ha TOBa MOBHIIEHUST KANIIHEB HHQITYKC BOIH
JIO CEKpEeLrsl Ha UHCYJINH OT -KJIETKHUTE.

dapmakoIMHAMUYHA e(bCKTI/I

[Ipu nanuentu ¢ quadeT TUI 2, MHCYJIMHOTPOITHUAT OTTOBOP KbM XpaHaTa HacThiBa 10 30 MUHYTH
CIIe/T IepopajIHa 103a penaranHua. ToBa Boau 10 eeKT Ha MOHIKAaBaHe Ha KPbBHATA 3aXap mpe3
ey nepuosl Ha xpaHneHe. [loBuilieHHTE HUBA HA MHCYJIMH HE MIEPCUCTHPAT CIie]l XpaHeHe.
[Ima3MennTe HUBA Ha penarTuHUL ObP30 Ce MOHMKABAT U 4 Jaca Clie/l IPWIOKESHHETO MY ca
YCTaHOBCHH HUCKY KOHIICHTPAIIMH Ha BEIIECTBOTO B IIa3MaTa MPH MALUeHTH ¢ AnadeT Tul 2.

Knannnanaa e{l}CKTI/IBHOCT 1 0€30IMacHOCT

J1030-3aBUCHMO MOHM)KaBaHE HA KPhBHATA 3aXap € HAOJI0JaBaHO TPH MAIUEHTH C AHa0CT TUI 2,



Korato ce mpuiara B 1034 oT 0,5 10 4 mg penarivuHu.

PesynTatuTe OT KIMHUYHO NPOyYBaHE MOKA3BaT, Y€ € Hail-no0pe penariavHua Aa ce Ipuiiara npeau
OCHOBHHTE XpaHEHUs (TIpeTpaHInaiHo IPIIOKECHHE).

[IprembT 06MKHOBEHO CTaBa 15 MHUHYTH Ipen XpaHEHE, HO TOBA BpEMe MOXeE Jia Bapupa OT
HETOCPEACTBEHO Mpeau XpaHeHe 10 30 MUHYTHU NpeIu TOBA.

EnHo enuaemMuonornyHo npoy4sBaHe nperosara OBUILIEH PUCK OT OCThP KOPOHAPEH CUHAPOM IIpU
MAIMEHTH, JICKYBaHH C PEMArInHU]] B CPABHEHUE C TAIIMSHTH, JICKYBaHH ChC CYJI(DOHMITYpEHHN
npenapaty (Bx. Touku 4.4 u 4.8).

5.2 ®apMakoKMHEeTHYHHU CBOICTBa

AOGcopOrus

Penarnmuaun 66p30 ce abcopbupa B CTOMANTHO-UYPEBHUS TPAKT, KOETO BOAM 0 OBP30 MOBHUINIABAHE HA
IIa3MeHaTa KOHIICHTpAIHs Ha aKTHBHOTO BEIIECTBO. MaKCHMaHaTa IIa3MeHa KOHIICHTPAITUS Ce
JOCTHTa J0 €IUH Jac cien nprioxenue. Cieq TocTUrane Ha MaKCHMyMa, ITa3MEHOTO HUBO OBP30 ce
MOHIKABA.

@dapMaKkOKHHETHKATa Ha peNariiHU] Ce XapaKTepH3Upa ChC CpelHa a0COMOTHATa OMOHAINYHOCT OT
63% (CV 11%).

He ce oTkpuBa KJIMHUYHO 3HAYMMa pasiiuKa BbB (papMaKkOKHMHETHKATa Ha PETariuHI, KOraTo ce
npunara 0, 15 unu 30 MUHYTH Npeau XpaHEeHe, WK Ha TJIaJIHo.

ITpy KMMHUYHHUTE IPOYYBAHUS C€ OTKPUBA BUCOKA MHTEPUHAUBUAyalIHa BapuabuiHocT (60%) mo
OTHOLICHUE Ha KOHLEHTPALMATA Ha PENarInHU B Ila3Mara. THTpauHAMBHIyalHaTa BAPUAOHITHOCT €
HHUCKa 10 yMepeHa (35%) u Thil KaTo 103aTa Ha penarinHug TPSOBa 1a ce TUTPHUPA CIIPSIMO
KJIMHUYHHUS OTTOBOP, €(hUKACHOCTTA HE Ce BJIMsIe OT MHTEPUH/IMBHU/IyalHaTa BapuaOuiIHOCT.

Paznpenenenue

dapMakOKMHETHKATA Ha peNariiMHK] Ce XapaKTepu3upa ¢ Malbk obeM Ha pasnpeznenenue, 30 L
(choTBeTCTBAIL Ha pa3Iipe/ieNieHHe BbB BhTPEKIIEThYHATA TEYHOCT) M BUCOKA CTEIEH Ha CBBbP3BaHE C
IIa3MEHNUTE IPOTEUHU IpU Xopa (moBeue oT 98%).

Eanmunupane

Penarnmuuann ce emumuHupa O6p30 OT KPBBTa B paMKuTe Ha 4 — 6 gaca. [I1a3MeHHuAT enMMrHAINOHEH
HOJTY>KUBOT € MPUOTU3UTETHO €IHH Yac.

PenarauHu/ moYTH HAITBIIHO C€ META0OIU3MPa U HE € OTKPHUT META0OJHT ¢ KIMHUYHO 3HAYUM
XUIMOTIIUKEMHU3UpaI e(heKT.

MeTtabonuTHTE Ha penariiHu ce eKCKPeTUpaT MPEIMMHO Ype3 xirbukaTa. CaMo Maika 4act (Io-
MaJIKO OT 8%) OT MPUIIOKEHATA /1034 CE MOSIBSIBA B YPUHATA, IPEIUMHO KaTo MeTtabonutu. [lo-manko

or 1% ot pernarinHnu/jg C€ YCTaHOBSBA B U3IPAXKHCHHUATA.

CHeLlI/IaJ'IHI/I T'pYIIN NaMCHTHU

Excrnosunmsara Ha penarnTuHA] € yBeNndeHa [P NalueHTH ¢ YepHOIpoOHa HEAOCTATHYHOCT, KAKTO U
IIpY TMALUEHTH B CTapuecka Be3pacT ¢ auabdet tun 2. AUC (SD) cnen eqHOKpaTeH mpueM Ha 2 mg

(4 mg npu ManueHTH ¢ YepHOoApoOHa HeoCcTaThUHOCT) € Omna 31,4 ng/ml x hr (28,3) npu 3apaBu
no6posomy; 304,9 ng/ml x hr (228,0) npu nanmeHTy ¢ 4epHoApoOHa HemocTaThbuHocT U 117,9 ng/ml
x hr (83,8) npu nanueHTy B HampeaHai€a Bb3pacT ¢ 1uadet Tvi 2.

Cren 5 mHEBHO TprITaraHe Ha penariuHuL (2 mg/TpH IBTH HA IeH) IPH MAIMEHTH C TEeXKKH
yBpeXIaHus Ha ObOpeuHarta GpyHKIMs (KpeaTHHUHOB KIHpBHC: 20 — 39 ml/min), pesynrarute
MOKa3BaT 3HAUUTENHO 2-KpaTHO yBenuueHue Ha excrionupane (AUC) u BpeMeTo Ha MOTyKuBOT (tY%),
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B CpaBHEHHE C TIAIIMEHTH ¢ HopMaliHa ObOpedHa GyHKIIHS.

IlennaTpuyHa monysanus

Hsma HanuvHu naHHU.

5.3 IlpeakIuMHUYHH JAHHH 32 0€30MACHOCT

[IpexnHUYHNTE JaHHH HE MTOKa3BaT OCOOCH PUCK 32 XOpaTra Ha 0a3a Ha KOHBCHIIMOHATHUTE
q)apMaKOJIOFI/ILIHI/I HU3IHWTBAaHUA 3a 6630HaCHOCT, TOKCUYHOCT IIPU MHOT'OKPATHO MPHUJIOKCHUE,
TEHOTOKCHYHOCT U KapIIMHOT'CHEH MTOTCHIIAAL.

B npoyuBaHus npu )XKUBOTHU PeNarjuHKU/ He II0Ka3Ba TepaTOreHHOCT. 1Ipu )KeHCKHU IUIbXOBE,
EKCTIOHMPAHU Ha BUCOKH JTO3H B IIOCIICIHUS €Tall Ha OPEMEHHOCTTA | Ipe3 TIEPHOo/Ia Ha JIAKTAINS, ca
HaO0IIt0JaBaHH EMOPUOTOKCHYHOCT, aHOMAJIUH B PAa3BUTHETO HA KPaWHUITUTE HA PETyCHTE U
HOBOPOJCHHUTE IJIBXOBE. PeHaFJ'II/IHI/II[ € OTKPHUT B MJIAKOTO Ha )KUBOTHHU.

6. DOAPMALEBTUYHU JAHHU

6.1 Chucbk Ha IOMOIIHHUTE BeleCTBA

MuxkpokpucrtanHa uenynosa (E460)

Kammues xunporendocdar

Kpockapmenosa Hatpuit

TToBumoun K25

I'munepon

Marne3ues creapat

Mernymun

ITonokcamep

Kenesen oxcun, xbat (E172) - camo B TabneTkute ot 1 mg

XKeneszen oxcun, uepser (E172) - camo B TabyieTKUTE OT 2 Mg

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

3 roguHH

6.4 CrnenmajHH yCJOBHSI HA CbXpPaHEHHUE

[a ce cpxpaHsiBa B OpUTHHATHATA OTIAKOBKA, 32 JIa CE IPEANa3d OT CBETIHMHA.

6.5 JlanHm 3a omaKoBKaTa

Brnuctepna onakoBka (OPA/AI/PVC-Al): 30, 60, 90, 120, 270 u 360 TabneTku B KyTusl.
He Bcuuku BUOBE OMAKOBKKM MOTaT Jia ObAaT MyCHATH B IPOAaX0a.

6.6 Crnenma/jHM NpeAna3sHU MePKH NPH U3XBbPJIsIHE

Hsama CIICIHMAJITHHU U3UCKBaHUA.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA



KRKA, d.d., Novo mesto, Smarjeé‘.ka cesta 6, 8501 Novo mesto, CiioBeHus

8. HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA

Repaglinide Krka 0,5 mg Tabietku
30 rabaerku: EU/1/09/579/001

60 tabnerku: EU/1/09/579/002

90 Tabnerku: EU/1/09/579/003
120 Ta6merxu: EU/1/09/579/004
270 Tabnerku: EU/1/09/579/005
360 tabnerku: EU/1/09/579/006

Repaglinide Krka 1 mg tabnerku
30 Ta6nerxku: EU/1/09/579/007
60 tabaerku: EU/1/09/579/008
90 Tabmerku: EU/1/09/579/009
120 Tabnerxu: EU/1/09/579/010
270 tabaerku: EU/1/09/579/011
360 Tabnerku: EU/1/09/579/012

Repaglinide Krka 2 mg tabneTku
30 rabnerku: EU/1/09/579/013
60 tabnerku: EU/1/09/579/014
90 tabaerku: EU/1/09/579/015
120 tabnerkn: EU/1/09/579/016
270 tabnerku: EU/1/09/579/017
360 Tabnerku: EU/1/09/579/018

9. JATA HA ITBbPBO PA3PEIITABAHE/IIO/JTHOBABAHE HA PASPEHIEHUETO 3A
YIHHOTPEBA

Jlata Ha mepBO paspemasane: 04 HoemBpu 2009 r.
Jata Ha moceqHo mogHOBsiBaHe: 22 aBryct 2014 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Monpo6Ha nHbopMaIyst 32 TO3M JICKapCTBEH MPOIYKT € peJlocTaBeHa Ha yeOcalita Ha EBponeiickara
areHnus 1o JekapcTaara http://www.ema.europa.eu.
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INPUJIOKEHMUE II

IMPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOXJABAHE
HA TTAPTU N

YCJI0OBUA WK OT'PAHUYEHUSA 3A JOCTABKA U
YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA PASPELHIEHUETO
3A YIIOTPEBA

YCJI0OBUA WK OT'PAHUYEHNUSA 3A BE3OITIACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT



A. IMIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA ITAPTHUIU

HMe 1 aapec Ha MPOU3BOIUTENS OTTOBOPEH 3a OCBOOOXKIABAHE HA HAPTUINTE

KRKA, d.d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto
CroBeHus

TAD Pharma GmbH
Heinz-Lohmann-Straf3e 5
27472 Cuxhaven
Iepmanns

KRKA - FARMA d.o.o.
V. Holjevca 20/E

10450 Jastrebarsko
XbpBaTus

[TeyaTHaTa TUCTOBKA 3a MAIIMEHTA Ha JIGKAPCTBEHUS MIPOAYKT TPsAOBa Jla ChAbpIKa UMETO U ajjpeca Ha
MIPOU3BOAMTENS, OTTOBOPEH 32 OCBOOOXK/IaBaHETO Ha ChOTBETHATA MAPTUAA.

b. YCJIOBHUSA WA OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IS[T OPOAYKT CC OTIIYCKa IO JICKAPCKO MPEATIMCaHUEC.

B. JAPYI'M YCJIOBHUSA U N3BUCKBAHUSA HA PABPELHIEHUETO 3A YIIOTPEBA
J IlepuoauyHn akTyaJIu3upaHu A0KJIaau 3a 6e3onacHoct (ITAIB)

MsuckBanusra 3a nogasane Ha [TAJIb 3a To3u nekapcTBEH NPOAYKT ca MOCOYEHH B CIIHCHKA C
pedepentaute natu Ha EBponeiickus cpro3 (EURD criuchk), npeasuaex B wi. 1078, an. 7 ot

Jupextusa 2001/83/EO, 1 BbB BCHYKH CIIEIBAIIM aKTyallu3alluH, TyOIIMKYBaH! HAa €BPONICHCKUS
yeOmopTa 3a JIeKapcTBa.

r. YCJIOBHUSA WA OI'PAHUYEHMUSA 3A BESOITACHATA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

e Ilian 3a ynpasiaenue Ha pucka (IIVP)

Henpunoxumo
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INPUJIOKEHMUE II1

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA



A. JAHHHU BBPXY OITAKOBKATA



JAHHH, KOUTO TPABBA JIA Cb/IbP)KA BTOPUYHATA OITAKOBKA U
IO'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA

1. NME HA JIEKAPCTBEHMUS ITPOAYKT

Repaglinide Krka 0,5 mg Tabnerku

penarinHu g

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO

Bcesika TabneTtka chabpka 0,5 mg penariuHu.

/3. CINHUCBHK HA IOMOUIHUTE BEUIECTBA

| 4. JIEKAPCTBEHA ®OPMA Y KOJIMYECTBO B EJJHA OITAKOBKA

TabneTka

30 tabneTkHn
60 TabneTkn
90 TabneTkn
120 TabneTkn
270 TabneTku
360 TabneTKn

5. HAYYH HA TPUJIATAHE U ITbT HA BBBE/K/IAHE

[Ipenu ynorpeba mpoueTeTe JIUCTOBKATA.
IepopanHo npunoxeHue

6. CIIEHUAJIHO NPEAYHPEXKIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSCTO JAJIEY OT HOI'VIEJA 1 TOCEI'A HA JEITA

I[a C€ CbXpaHsBa Ha MsACTO, HCAOCTHIIHO 3a A€1a.

‘ 7. APYI' CHEIUAJIHUA NPEAYIIPEXIEHUA,AKO E HEOBXOINMO

| 8. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT

T'onen no:

9. CIIEHTUAJTHU YCJIOBUSA HA CbXPAHEHUE
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I[a C€ CbXpaHsABa B OpUTHMHAIHATA OIIAaKOBKa, 3a Aa C€ NpEAra3nu OT CBETIIMHA.

10. CHEIWMAJIHU IPEAIIAZHU MEPKHU ITPU NU3XBBPJIISIHE HA HEN3ITIOJI3BAHA
YACT OT JIJEKAPCTBEHUTE NPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HME U AJIPEC HA IPUTEXATEJISA HA PASPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

12.

HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA

30 Ta6merxn: EU/1/09/579/001
60 tabaeTku: EU/1/09/579/002
90 Tabnerku: EU/1/09/579/003
120 Tabnerxu: EU/1/09/579/004
270 tabnerku: EU/1/09/579/005
360 tabnerku: EU/1/09/579/006

13. TAPTHUJAEH HOMEP
[MapTunen Neo
‘ 14. HAYUH HA OTIIYCKAHE
‘ 15. VYKA3AHWUJS 3A YIIOTPEBA
‘ 16. WH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Repaglinide Krka 0,5 mg

| 17.

YHUKAJIEH UAEHTUDOUKATOP — IBYU3MEPEH BAPKO/]

</IBym3mepeH 0apKo[ ¢ BKIFOYCH YHUKAICH HICHTH(PHKATOP>

| 18.

YHUKAJIEH HAEHTU®UKATOP — JIAHHHU 3A YETEHE OT XOPA

PC
SN
NN

18




MUHHUMYM JAHHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMUCTEP

| 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Repaglinide Krka 0,5 mg Tabnerku

penariinHu g

| 2. NME HA TPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

EXP

| 4. IHAPTUAEH HOMEP

Lot

5.  JIPYIO
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JAHHH, KOUTO TPABBA JIA Cb/IbP)KA BTOPUYHATA OITAKOBKA U
IO'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA

1. NME HA JIEKAPCTBEHMUS ITPOAYKT

Repaglinide Krka 1 mg tabnetku

penarinHu g

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO

Bcesika TabneTka chappka 1 mg penarauHuI.

/3. CINHUCBHK HA IOMOUIHUTE BEUIECTBA

| 4. JIEKAPCTBEHA ®OPMA Y KOJIMYECTBO B EJJHA OITAKOBKA

TabneTka

30 tabneTkHn
60 TabneTkn
90 TabneTkn
120 TabneTkn
270 TabneTku
360 TabneTKn

5. HAYYH HA TPUJIATAHE U ITbT HA BBBE/K/IAHE

[Ipenu ynorpeba mpoueTeTe JIUCTOBKATA.
IepopanHo npunoxeHue

6. CIIEHUAJIHO NPEAYHPEXKIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSCTO JAJIEY OT HOI'VIEJA 1 TOCEI'A HA JEITA

I[a C€ CbXpaHsBa Ha MsACTO, HCAOCTHIIHO 3a A€1a.

‘ 7. APYI' CHEIUAJIHUA NPEAYIIPEXIEHUA,AKO E HEOBXOINMO

| 8. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT

T'onen no:

9. CIIEHTUAJTHU YCJIOBUSA HA CbXPAHEHUE
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I[a C€ CbXpaHsABa B OpUTHMHAIHATA OIIAaKOBKa, 3a Aa C€ NpEAra3nu OT CBETIIMHA.

10. CHEIWMAJIHU IPEAIIAZHU MEPKHU ITPU NU3XBBPJIISIHE HA HEN3ITIOJI3BAHA
YACT OT JIJEKAPCTBEHUTE NPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HME U AJIPEC HA IPUTEXATEJISA HA PASPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

12.

HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

30 Ta6merxn: EU/1/09/579/007
60 tabaeTku: EU/1/09/579/008
90 Tabmerku: EU/1/09/579/009
120 Tabnerxu: EU/1/09/579/010
270 tabaerku: EU/1/09/579/011
360 Tadbnerku: EU/1/09/579/012

13. TAPTHUJAEH HOMEP
[MapTunen Neo
‘ 14. HAYUH HA OTITYCKAHE
‘ 15. VYKA3AHWUJS 3A YIIOTPEBA
‘ 16. WH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Repaglinide Krka 1 mg

| 17.

YHUKAJIEH UAEHTUDOUKATOP — IBYU3MEPEH BAPKO/]

</IBym3mepeH 0apKo[ ¢ BKIFOYCH YHUKAICH HICHTH(PHKATOP>

| 18.

YHUKAJIEH HAEHTU®UKATOP — JIAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMUCTEP

| 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Repaglinide Krka 1 mg tabnetku

penariinHu g

| 2. NME HA TPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

EXP

| 4. IHAPTUAEH HOMEP

Lot

5.  JIPYIO
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JAHHH, KOUTO TPABBA JIA Cb/IbP)KA BTOPUYHATA OITAKOBKA U
IO'BbPBUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Repaglinide Krka 2 mg tabmeTku

penariinHug

2. OBSABABAHE HA AKTUBHOTO BEIHIECTBO

Bcesika TabmeTka chIbppika 2 mg penarinHu.

| 3. CIIMCBK HA IIOMOIIHUTE BEIIECTBA

‘ 4. JEKAPCTBEHA ®OPMA Y KOJIMYECTBO B EJHA OITAKOBKA

Tabmeka

30 TabneTku
60 TabaeTkH
90 TabaeTkH
120 TabneTkn
270 TabnaeTku
360 TabneTKH

5. HAYMH HA ITPUJIATAHE U I'bT HA BBBEK/IAHE

[Ipenu ymorpeba nmpoueTeTe INCTOBKATA.
ITepopanHo npunoxenue

6. CIIEHUAJIHO NPEAYIPEXKJIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSABA HA MACTO JAJIEY OT HOTI'JIEJA X TOCEI'A HA JETIA

Ia ce chxpaHsBa Ha MACTO, HEIOCTBITHO 32 JIEIla.

l 7. APYI'l CHEIIMAJIHU NPEAYIIPEXXAEHUA,AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

T'onen no:

’ 9. CIIEIUAJTHU YCJIOBUSA HA CbXPAHEHUE

Ha CC€ CbXpaHsBa B OpUTMHAJIHATA OIIAKOBKa, 3a Aa CC€ NpeAra3u OT CBETJIIMHA.
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10. CIEOUAJIHU ITPEAITAZHUA MEPKHU ITPU U3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKHUBA

11. HWME U AJPEC HA IPUTEKATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, 8501 Novo mesto, CiioBeHust

12. HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA

30 radnerku: EU/1/09/579/013
60 Tabnerku: EU/1/09/579/014
90 tabnerku: EU/1/09/579/015
120 Ta6ierku: EU/1/09/579/016
270 tabnerku: EU/1/09/579/017
360 Tabmerku: EU/1/09/579/018

13. TMAPTUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Repaglinide Krka 2 mg

‘ 17. YHHUKAJIEH WAEHTH®UKATOP — IBYU3MEPEH BAPKO/]

<JIBym3amepeH 0apKo]I ¢ BKIIOUCH YHUKAICH HACHTH()HKATOP>

‘ 18. YHUKAJIEH HWAEHTHO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Repaglinide Krka 2 mg tabnetku

penariinHu g

| 2. NUME HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3STUYAHE HA CPOKA HA TOJJHOCT

EXP

| 4. HAPTUAEH HOMEP

Lot

5.  JIPYIO
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b. JUCTOBKA
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JlucroBka: UHdopmanus 3a nanuenta

Repaglinide Krka 0,5 mg Tanerku

Repaglinide Krka 1 mg Tadjerkn

Repaglinide Krka 2 mg Ta01eTku
penarmuang (repaglinide)

IIpodeTeTe BHUMATEHO HSAJATA JUCTOBKA, MPEIM 1A 3alI09HeTe 1a IpHeMaTe TOBA JeKapcTBo,

Thil KaTO TH CHABPKA Ba:kHA 3a Bac nndpopmanus.

- 3anazere Ta3u JIMUCTOBKA. MosKe Ja UMaTe Hy’K/1a Ja S MPOUYETETe OTHOBO.

— AKO UMaTe HSIKaKBU JOMBIHUTEITHN BBIIPOCH, TTonuTaiiTe Bamus nexap wiu dapMarnienT.

— ToBa nexapcTBO € MpeanrucaHo EAUHCTBEHO U TuYHO Ha Bac. He ro npeorcrenBaiiTe Ha Apyru
xopa. To Moke 1a UM HaBpelr, He3aBHCUMO Y€ MPHU3HAIMTE Ha TAXHOTO 3a00JIsIBAHE Ca CHIIUTE
KakTo Bammre.

— AKO TOTyYnTe HIKAKBY HEXKEIAHU JIEKAPCTBEHU PeaKIlny, yBeaoMere Bamus nexap umm
(apmarieBT. ToBa BKIIFOUBA U BCHUKH BH3MOXKHHU HEXKEIIAHU PEaKI[UH, HEOITMCAHH B Ta3n
JINCTOBKA. Brokre TOuKa 4.

Kaxso ChAbPiKa Ta3u JUCTOBKA:

Kakso mpencrasmsiBa Repaglinide Krka u 3a kakBo ce u3non3sa
Kakgo Tps6Ba na 3Haete, npeau na npuemere Repaglinide Krka
Kak na npuemare Repaglinide Krka

BB3MoKHE HEKENIaHH PEeaKIHH

Kak na cexpansBate Repaglinide Krka

ChabpxKaHue HA OMAKOBKATA U IONBJIHUTENHA HH(OPMALIHS

AN e

1. Kaxpo npeacraBasisa Repaglinide Krka u 3a kakBo ce u3noJi3ea

Repaglinide Krka e nepopaien anTu1uabeTHO JIEKapCTBO, ChBPIKAIIO0 PENAariuHII, KOWTO ImoMara Ha
MaHKpeaca Jia MPOU3BEeK/1a MOBEYe HHCYIIUH U 10 TO3M HAYWH HAMaJsiBa HUBOTO Ha 3axap (TJII0K03a) B
KPBBTA.

Junader Tin 2 e 3a00i1s1BaHe, IpU KOETO Bammst maHkpeac He Mpon3Bexa JOCTAThUHO HHCYJINH,
KOMTO ja KOHTpoIupa 3axapra B KpbBTa Bu mnu Bamust orpanus3bsM He pearupa ooudaiiHO Ha
WHCYJIMHA, KOUTO TOW MPOU3BEXKAA.

Repaglinide Krka ce n3nomn3sa 3a koHTpoIupaHe Ha AHa0eT TUM 2 MPH BH3PACTHHU, KaTO JOITBIHCHHE
KbM JAneTaTa u Hu3ndecKkara akTHBHOCT: JIEYCHHETO OOMKHOBEHO 3aI104Ba, KOraTo CaMo C JIMeTa,
¢bu3MUecKa aKTUBHOCT U HaMaJIsiBaHE Ha TETJIOTO HE MOJKE Jla C€ MOCTUTHE KOHTPOJ (I
MOHWKaBaHe) Ha KpbBHATa Bu 3axap.

Repaglinide Krka mosxe cbio ja ce gaBa B komOWHaIMs ¢ MeT(HOPMHUH, APYTO JISKAPCTBO 3a JIeUCHUE
Ha nuaber.

Jlokazano e, ye Repaglinide Krka HamaisiBa kppBHaTa 3axap, KOETO clioMara 3a MpeJIoTBpaTsABaHe Ha
YCIIO)KHEHUSATA OT JradeTa.
2. Kakso TpsidBa 1a 3Haere, npenu ga npuemere Repaglinide Krka

He npuemaiite Repaglinide Krka

. aKo CcTe aJIepruYHU KbM PEnariuHu WIK KbM HAKOS OT APYTHUTE ChbCTABKH B TOBA JIEKAPCTBO
(130poeHu B TOYKA 6)

° ako uMmarte Tan 1 quader

. aKOo HUBOTO Ha KHCEIMHHOCT B KphBTa BU € moBuIieHO (quadeTHAa KeToAmn103a)

. aKo CTpajiaTe OT TeKKO YePHOAPOOHO 3200 I51BaHe
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. ako mpuemate reMm¢puopo3nI (JIekapcTBO 3a MOHIDKABaHE Ha HUBATa HA JUMUINTE B KPHBTA).

Ipeaynpexnenust 1 npeanasHu MepKU

I'oBopere ¢ Bamus nexap, npeau aa npueMete Repaglinide Krka:

. aKo uMate mpoodJemu ¢ yepHus Apod. Repaglinide Krka He ce npenopwsyBa npu MaueHTy ¢
yMepeHo 4epHoApoOHo 3abomnsaBaHe. Repaglinide Krka He TpsiOBa na ce mpruema npu TexKo
4epHOApoOHO 3a0omnsBane (BuxTe He npuematime Repaglinide Krka)

. ako mMate mpodJemu ¢ 6bopennte. Repaglinide Krka Tpsi6oBa na ce npuema ¢ moBHIIICHO
BHHMaHHE

. ako Bu mperncron rosisiMa Xupypru4Ha onepaums Wi CKOpo CTe MpeKapain TeKKO
3aboaaBaHe Wik HH(peKknus. B TakuBa cirydan e Bb3MOXKHO KOHTPOIIBT Ha THadeTa Ja ce
BIIOIITH

. ako cte mof 18 wim Hax 75 roqunn. Repaglinide Krka ne ce npenopsusa. Toit He € mpoy4eH

IIPU T€3U Bb3PACTOBU I'PYIIH.

HNudopmupaiite Bamms jexap, ako HIKoe OT U30pOCHUTE IO-TOpe ChbCTOSHUA ce OTHAcs 3a Bac.
Repaglinide Krka na He e moaxopsiio 3a Bac. Bammsr siekap me Bu mocbBeTsa.

Jleua v roHOIIM
He npuemaiite ToBa 1ekapcTBO, ako cTe MoJ 18§-roauiiHa Be3pacT.
AKO IoJIyYyMTe XHIIOTJIMKeMHUsl (HUCKa KPbBHA 3aXap)

Moske a oy4uuTe XUNorIMKeMus, ako KpbBHaTa Bu 3axap crane TBbpe Hucka. ToBa Moxe 1a ce
CITyYH:

. aKo cre npwim TBbpAe MHoro Repaglinide Krka

. MIPH MO-TOJISIMO OT O0MYaHHOTO (PU3MYECKO HATOBApPBAaHE

. aKo MpueMare JPYTH JICKapCcTBa HIIM CTPajJaTe OT YSPHOAPOOHH Wi ObOpedHH podIeMu
(BwxTe Apyrute Touku Ha 2. Kakeo mpsabsa oa sHaeme, npedu da npuememe Repaglinide
Krka).

IIpexynpenuTesiHNTe NPU3HALIY HA XUIIOTVIMKEMHUSITA MOTAT Ja Ce MOSABAT BHE3AITHO U 12
BKJTFOYBAT: CTy/EHA 10T, XJIa[Ha OJeaa Koxka, raBo0oire, yCKOpeHo OMeHe Ha ChPIIETO, 9yBCTBO 32
rageHe, 4YyBCTBO Ha CHUJICH TJiad, BDCMCHHHU 3PUTECIHU CMYIIICHN A, CbHIINBOCT, HeoOW4Jaiina yMopa u
cnabocT, HEPBHOCT WJIH PAa3TpenepBaHe, UyBCTBO Ha OE3MOKOUCTBO, 00BPKAHOCT, TPYJHO
CBCPEIOTOIABAHE.
Axo kpbBHATa By 3axap e HUCKa WM OYYBCTBaTe, Ye MOJy4aBaTe XHUIOIITUKEeMHUsI TIpHEMeETe
TJIIOKO3HH Ta0JIeTKH, OoraTa Ha 3aXap 3aKyCcKa WM HallMTKa ¥ HalpaBeTe MOYMBKa.
Koraro cumnToMuTe Ha XMNOTJIMKEMHs H34e3HAT MJIM KOTaTO HUBOTO Ha KPbBHATA 3axap ce
cTa0MIU3Mpa, IPOABIKETE JICUCHUETO C PEeNariuHu.
IIpenynpenere oKoTHUTe, Ye HMATe AMA0ET M, Ye aKO MPUNAJAHeTe (M3MagHeTe B Oe3Ch3HAHNE)
MOpaIy XUIIOTJINKEMHs, T TpsiOBa 1a Bu 00bpHAT HACTpaHHU U HE3a0aBHO A2 MOBUKAT MEIUIIMHCKA
nomou. He tpa6Ba na Bu naBat HUIIO 3a seHe Wiy nueHe. Toea Ou Morio na Bu 3agymm.
¢ AKO TeKKaTa XUINOIVIMKeMUsl HE CE JIEKyBa, MOXKE J1a IPeTU3BIUKA MO3BYHO YBPEXKIaHE
(BpeMEHHO W TPaitHO) U IOPH CMBPT
¢ AKO HMaTe XMIIOIJIMKEMHS], BOJEIIIA 10 Oe3CH3HAHNE MM ITOBTAPSIIH CE XUITOTINKEMUH,
KOHCcyNTHpaiiTe ce ¢ Bammus nexap. KonnuectBoto Repaglinide Krka, xpanaTa min
(U3UIECKOTO HATOBApBaHEe, MOXKE Ja C€ HY>KIasT OT KOPUTHPAHE.

Ako KppBHaTa Bu 3axap craHe TBbp/Ae BHCOKA

KpbBHaTa Bu 3axap Mo’xe 1a cTaHe TBBpPJIC BUCOKA (XUMEpIiInKeMust). ToBa MOXe J1a ce CIIydH:

. aKo npuemare TBbpe Mayiko Repaglinide Krka
. aKo uMmare MHQEKIHS WK BUCOKA TeMITepaTypa
) aKo Ce XpaHHUTe MOBeYe OT OOUYAIHOTO
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. TIPY MTO-MAJIKO OT OOMYaHHOTO (PU3HYECKO HATOBAPBAHE.

IpenynpeaureJHUTE CHMITOMH Ha NMPEKAJIEHO BUCOKATA KPbBHA 3aXap Ce MOsBSIBAT
nocrerneHHo. Te BKIIIOUBAT: 4eCTO YpUHHpPaHe, JKak/a, CyXa Koxa, cyxora B ycrata. KoHcynrupaiite
ce ¢ Bammmst nekap. KomuectBoro Repaglinide Krka, xpanara win Gpu3naeckoTo HaTOBapBaHE, MOXKE
Jia ce HY)KAasT OT KOpUTHUPaHE.

JApyru nexapcTBa u Repaglinide Krka

Hndopmupaiite Bamms jgexap nim gapmanesT, ako mpueMare, HaCKOpPO CTe MPUEMATH WK €
BB3MOXKHO J[a TIPHEMETE APYTH JIEKapCTBa.

Moxe na npuemate Repaglinide Krka B komOuHanus ¢ MethopMuH, IpyT aHTHIHA0CTEH JIEKapCTBEH
MIPOAYKT. AKO mpremate reM(pnuOpo3ui (M3M0I3BaH 3a MOHIKABaHe Ha IIOBHIIIEHH HUBA Ha JINIHNUTE
B KpBBTa), HE TpsAOBa na npuemare Repaglinide Krka.

OtroBopbT Ha Bammms opranusbsm kbM Repaglinide Krka Moske na ce mpoMeHH, ako IpreMate IpyTrH
JIeKapCcTBa, 0COOCHO TE3H:

. WNuxubutopn Ha MoHOaMIHOOKcHAa3aTa (MAO-uHXONTOpH) (M3MMOI3BAT Ce 32 JICUCHUE Ha
JIETIPECHS).

o Bera-010kepu (M31013BaHU 3a JIeYEHHE HAa BUCOKO KPBHBHO HAJISITaHE M HA ChPACYHU
3a00IIsBaHuUN ).

. ACE-unxuburopu (U3M0JI3BaHU 3a JIEUEHUE Ha ChbPACYHH 3a00JIBaHUS).

o Canumuary (Hamp. acIMpHH).

. OxTpeoTu 1 (M3M0I3BaH 3a JICUEHUE Ha PaK).

o Hecrepounnuu nporuBoss3nanurennu cpeacrsa (HCIIBC) (Bua o6e36osaBamn).

o Crepounn (aHaOOTHY CTEPOUIN U KOPTHKOCTEPOHUIH — H3IIOI3BaHH MIPH JICUCHIE Ha aHEMUS
WJIM BB3MAJIICHUE).

o [lepopanHu KOHTpaLeNTUBHU (IPOTUBO3a4YaThUHU CPEICTBA).

° Tuazuau (IMypeTHII WM OTBOIHSBAIIM TaOJIETKH).

o Jana3on (M3M0JI3BaH 32 JICUCHHUE HAa KUCTH HA TBPANUTE U CHIOMETPHO32).

o XOpMOHH Ha ITUTOBUIHATA Kjie3a (M3IMO3BaHH 3a JICUCHHUE Ha HUCKU HHMBa HA XOPMOHU Ha
LIUTOBUIHATA JKJIe3a).

o CUMNaTHKOMUMETHIIN (M3TO0I3BAaHU 32 JICUSHUE Ha acTMa).

. Knapurpomunus, TpuMeTonpuM, prudaMIinuH (RaHTHONOTHIHY JICKapCTBa).

. UtpakoHa3oin, KeTOKOHA30J (TPOTHBOI'BOUYHH JICKApCTBA).

o I'empuOpo3wm (M3M0I3BaH 3a JICUCHNE Ha BUCOKH HHBA Ha JIUITUIUTE B KPBBTA).

o [{uknocnopuH (M3M0J3BaH 3a MOTHCKAHE HA MIMYHHATa CHCTEMA).

Hedepasznpokc (M3N0I3BaH 32 HAMASIBAaHE Ha XPOHIHYHOTO HATPYTIBaHE Ha YKEII30)
Knonunorpen (mpeaoTBpatsiBa 00pa3yBaHETO Ha KPBBHHU CHCHUPELIH)

dennTonH, KapbamasenuH, PeHoOapOuTa (M3MO0I3BaHH 32 JICUCHUE Ha CITHIICTICHS)
JKBNT KaHTapUOH (PacTUTENEH JIEKAPCTBEH MPOIYKT).

Repaglinide Krka ¢ ankoxou

AJNKOXOIBT MOJKE J1a IPOMEHHU criocoOHocTTa Ha Repaglinide Krka qa HamaisiBa kpbBHaTa 3axap.
Crnenere 3a NpU3HAIM HA XUTIOTIIMKEMHUSI.

BpemeHHOCT M KbpMeHe

AKO cTe OpeMeHHa WM KbPMHUTE, CMATATE, Y€ MOXKE Jla CTe OpEMEHHA WM TUIaHUpaTe OpeMEHHOCT,
nochkBeTBaiiTe ce ¢ Bamms nekap npenu ynorpedara Ha TOBa JIEKapCTBO.

He Tps6Ba na mpuemare Repaglinide Krka, ako cTe OpeMeHHa nim riaHupare OpeMeHHOCT.

He tps6Ba na mpuemare Repaglinide Krka, ako kbpmuTe.
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Mo¢pupane u padota ¢ MalIuHU

Cnoco6HocTTa Bu 1a modupare win qa n3noi3Bare MallnHA MOXKeE J1a Oblle HapyIIeHa, ako KpbBHATA
Bu 3axap e Hucka nim Bucoka. Vimaiite npeaBu, ye MOKeTe J1a U3JI0KHUTE cede CH WK IPYTH Xopa Ha
omacHocT. Mousi, monuTaiite Bammus nekap nanu Moxe fa mogupare, ako:

° II0JIy4aBaTeC 4Y€CTU XUIIOTTIMKEMUN
o TMOJIy4aBaTC HAKAKBU UJIU HE MOJy4aBaTC HUKAKBU MPCAYNPEAUTCIIHU IPHU3HAIU 3a
XHUIIOTTIMKECMHUSI.

Repaglinide Krka cbabp:ka HaTpuii
ToBa nexapcTBO ChABPIKA MO-MaJKO OT 1 mmol Hatpwii (23 mg) TabieTKa, T.€. MOXKE J]a ce Kaxe, ue
MPaKTUIECKH HE ChABPKA HATPHA.

3. Kak na npuemare Repaglinide Krka
Bunaru npuemMaiite ToBa JIEKapcTBO TOUHO KakTo Bu € ka3as Bamusar nexkap. Ako HE cTe CUTYpHU B

Hello, nonuTaite Bamus nekap.
Bammsar nexap me onpenenu BamaTa nosa.

° Oo6uuaiinaTa Hayajana go3a e 0,5 mg, mpuera npeau BCSKO OCHOBHO xpaHeHe. [lormpiiaiite
TaOJICTKUTE ¢ Yallia BoJa HEMOCPEACTBCHO Npean Win 10 30 MUHYTH IPEIH BCIKO OCHOBHO
XpaHeHe.

. Ho3ara moxe na Obae kopurupata oT Bamus nekap ¢ 10 4 mg, KOUTO Jja ce mpuemMar

HEIMOCPEeACTBEHO npean wiu 10 30 MUHYTH TTpeIn BCSIKO OCHOBHO XpaHeHe. MakcnmanHaTa
IIpernopbUBaHa JHEBHA 103a € 16 mg.

He npuemaiite noBeue Repaglinide Krka, otkonkoro Bu e mpenopbuan BamusT nekap.

AKO cTe Ipue/d nNoBeve 0T HeoOGxoaumara qo3a Repaglinide Krka

Axo npuemere TBBpJie MHOTO TabJIeTKH, KpbBHaTa Bu 3axap Moe Jja ce IOHMKU MHOTO, KOETO BOJIU
JI0 XUITOTJIMKEMUsL. MOJIst BUKTE AKO noiyyume Xunoeiuxkemusi OTHOCHO TOBA KaKBO MPEJICTABIIBA
XHITOTJINKEMHISITA U KaK J1a CE JICKyBa.

AKko cTe nponycHaju aa npuemere Repaglinide Krka

Axo cTe MpOoITyCHAJIM 103a, MPUEMETE Cli€ABallara 103a KaKTO OOMKHOBEHO.
He B3emaiite nBoitHa J034, 3a 1a KOMIICHCUPATE MMpOoITycHaTaTa TabJIeTKa.

Ako cnperte n1a npuemare Repaglinide Krka

Nwmatite mpensua, ye ako crpere aa npueMate Repaglinide Krka, sxenanusat edekrt Hsama na Obe
nocturHat. JlnadbersT Bu Moske /a ce Biom. AKO ce Hajlara HiKakBa IpoMsiHa BB Baieto nevenue,
MHOT0O € BaKHO ITBPBO J1a C€ CBBprKeTe ¢ Barms jexap.

AKX0 nMare HAKaKBH JOITBIHUTEIIHH BBIIPOCH OTHOCHO yroTpebara Ha Repaglinide Krka, nonmraiite
Bammus nexap unu apmariesr.

4. Bb3MOKHM HeKeJIaHU peakuu

KakTo Bcnuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Ja NPEAN3BHUKA HEKECIIaHU PCAKIIUH, BBIIPCKH Y€ HE
BCCKU I'M I10JTy4aBa.

XUIOTTUKEMUSI

Haii-uecTo cpelianarta HexelaHa peakiys € XUIMOTIUKEMHITa, KOSITO MOXe Ja 3acerre 7o 1 Ha 10
4yoBeKa (BUKTE AKo nonyuume xuno2iukemus B To4ka 2). Peakiuure Ha XUTOTJIMKEMHUST OOMKHOBEHO
ca JIeKd/yMepeHH, HO TIOHSAKOTa MOTaT Jia TOBEaT IO XUITOTIMKEMHUYEH MPUTIAIbK WK KoMa. AKO
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TOBA C€ CIIy4H, He3a0aBHO Ce HY)XKJaeTe OT METUITMHCKA MTOMOIII.

Aneprus
Auneprusra e MHOTO psizika (Moxe na 3acerHe 110 1 Ha 10 000 goBeka). CHMIITOMHU KaTO TIOTyBaHe,

3aTpyIHEHO JTUIIAHe, YCKOPEHO OMEHE Ha ChPIETO, 3aMaiBaHe U M3IIOTIBAHE MOTaT Aa ObaaT
NpU3HAIK Ha aHapuIaKTHYHA peakuusi. He3a0aBHO ce CBBpIKETE C JieKap.

JIpyry HEXKENIaHU peaKIin

YecTu (Morat ja 3acersar Jo 1 Ha 10 4oBeka):
. CromariHa 001Ka

o Hwnapus.

Peaxm (morar na 3acernar 1o 1 Ha 1 000 uoBeka):
. OcCTBp KOPOHAPEH CUHIPOM (BHE3AITHA ChpieuHa 00JIKa), HO MOXKE | JIa He CE IBJIKH Ha
JIEKapCTBOTO.

MmHoro peaku (Morat na 3acersat o 1 Ha 10 000 goBeka):

[ToBpbIane

3anek

3pUTEIHU HAPYIICHUS

Texku yepHOIPOOHM TIPpobIeMU (HapyllleHa YepHOAPOOHa QYHKIUS, KATO YBEINICHN
YepHOAPOOHU €H3UMH B KPBBTA).

HensBecTHa yecToTa (OT HAIMYHUTE JaHHHU HE MOXKE Ja ObJIc HAMpPaBeHa OIICHKA 3a YeCTOTaTa)
. CBpBXYYBCTBUTEITHOCT (KaTo 0OpHB, ChpOEIK, 3auepBsIBaHe, MOyBaHEe Ha KOXATa.)
° [MoBnurane (rageHe).

CphobiaBaHe HA MOJJ0O3MPAHU HEXKeJIAHU pPeaKIuu

Cpo011aBaHeTo Ha MOA03UPAHU HEXKENaHU Peakliu cliell pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHHUS
MPOAYKT € BakHO. ToBa MO3BOJIsIBA JIa MPOIBIIKK HAOIIOJJCHHETO HAa ChOTHOIIICHUETO TI0J13a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT METUITMHCKUTE CIICIIMAIMCTH CE U3UCKBA Jla ChOOIABaT BCSIKA
MOI03UPaHa HEeXKeNlaHa peakius ype3 HallMOHATHA CUCTeMa 3a ChoOIaBaHe, mocoueHa B [Ipunoxenne
V.

5. Kak na coxpansiBate Repaglinide Krka
Ja ce cbxpaHsiBa Ha MACTO, HEIOCTBITHO 32 JIeIla.

He n3mon3Baiite ToBa J€KapcTBO Cle CpOKa HA TOJHOCT, OTOCIA3aH BEPXY ONMUcCTEpa MITH
KapTOHEHaTa onakoBka. CpOKbBT Ha TOJHOCT OTrOBapsl Ha MOCJIEAHUS IEH OT TIOCOUYEHUSI MECELL.

I[a C€ CbXpaHsBa B OpUTHHAJIHATA OITaKOBKaA 3a Ja CC Mpeanasu OT CBETIMHA.

He m3xBBpIsiiTe NekapcTBaTa B KaHAIH3AIMITA WIIH B KOHTSHHEPa 32 TOMAIITHHU OTIIAIBIIH.
[Monuraiite Bamms gapmarneBT kak J1a H3XbPIATE JEKapCTBaTa, KOUTO Beue He u3nospare. Te3n
MEPKH II[¢ CIOMOTHAT 3a OIIa3BaHE HA OKOJIHATA Cpefa.

6. ChabpikaHue Ha ONAKOBKATA U IONbJIHUTETHA HHPOPMALHS

KaksBo chabp:xa Repaglinide Krka
. AKTHBHOTO BEIIECTBO €: penarinanA. Beska tabnerka cpappxa 0,5 mg, 1 mg wmm 2 mg
penariauHu.
e Jlpyrure CbCTaBKU ca: MUKPOKpUCTaNHA Lenyno3a (E460); kanues
xugporeHdocdaT; KpockapMenosa HaTpui; moBuaoH K25; raumepor; Marae3ues
cTeapar; METJIyMHH; TToJIOKCaMep; KBJIT skese3eH okcua (E172) - camo B TabneTkuTe
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ot 1 mg u yepBeH xkene3eH okcu (E172) - camo B Tabnerkure ot 2 mg. BruxTe Touka
2 ,,Repaglinide Krka cpabpxa HaTpuii®.

Kak msrie;xxna Repaglinide Krka u kakBo cbabpixa onakoBKaTa

Tabnetkure ot 0,5 mg ca 6e1u, KPBIJIU U IBOHHO U3IMBKHAIU ChC CKOCEHU PHOOBE.

Tabnerkure ot 1 mg ca Gie0Ka(sIBO-XBITH, KPBIUIU, TBONHO U3MBKHAIN ChC CKOCEHH PHOOBE U C
BB3MOKHH NO-THMHH TIETHHIIA.

TabneTkure oT 2 mg ca po30BU, MO3aCUHU, KPBIJIHU, IBOHHO U3IIBKHAIN ChC CKOCEHHU PBOOBE U C
BB3MOKHH NO-ThbMHH TETHHIA.

[pennarat ce kytuu ¢ 30, 60, 90, 120, 270 unu 360 TadneTku B 6IUCTEPH.
He BcuukH BHJIOBE OMAKOBKH MOTaT Jia ObJaT IMyCHATH B TIpoaaxoa.

Ipurexaren Ha pa3peLieHHeTo 32 ynorpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHHs

IMpousBoauTen

KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, CioBeHus
TAD Pharma GmbH, Heinz-Lohmann-Straf3e 5, 27472 Cuxhaven, ['epmanus
KRKA - FARMA d.o.0., V. Holjevca 20/E, 10450 Jastrebarsko, XbpBaTusi

3a AombIHUTENHA HH(OpPMAIMs OTHOCHO TOBA JIEKAPCTBO, MOJISL CBBPIKETE CE C JIOKATHHUS
MPEICTaBUTEN Ha MPUTEKATENS HA Pa3peIICHUETO 3a yIoTpeda:

Belgi¢/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 507 362 Tel: +370 5236 27 40
bnarapus Luxembourg/Luxemburg
KPKA Bbairapus EOO/ KRKA Belgium, SA.

Temn.: + 359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 507 362 (BE)
Ceska republika Magyarorszag

KRKA CR, s.r.o. KRKA Magyarorszag Kereskedelmi Kft.
Tel: + 420 (0) 221 115 150 Tel.: +36 (1) 355 8490
Danmark Malta

KRKA Sverige AB E.J. Busuttil Ltd.

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21 445 885
Deutschland Nederland

TAD Pharma GmbH KRKA Belgium, SA.

Tel: +49 (0) 4721 6060 Tel: + 32 (0) 487 507 362 (BE)
Eesti Norge

KRKA, d.d., Novo mesto Eesti filiaal KRKA Sverige AB

Tel: +372 (0) 6 671 658 TIf: + 46 (0)8 643 67 66 (SE)
E\rada Osterreich

KRKA EAAAX E.ILE. KRKA PharmaGmbH, Wien
TnA: +30 2100101613 Tel: +43 (0)1 66 24 300
Espaiia Polska

KRKA Farmacéutica, S.L. KRKA-POLSKA Sp.z o.0.
Tel: +34 911 61 03 80 Tel.: + 48 (0)22 573 7500
France Portugal
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KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA — FARMA d.o.o.
Tel: +385 16312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 353 1413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.l.
Tel: +39 02 3300 8841

Kvonpog
KI.PA. (PHARMACAL) LIMITED
TnA: + 357 24 651 882

Latvija
KRKA Latvija SIA
Tel: +371 6 733 86 10

KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romania
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 147 51 100

Slovenska republika
KRKA Slovensko, s.r.o.,
Tel: +421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: +358 20 754 5330

Sverige
KRKA Sverige AB
Tel: + 46 (0)8 643 67 66 (SE)

I[aTa Ha MOCJICAHO MPePA3IICKAAaHEe HA JIUCTOBKATA

[TonpoOHa nHpopMaIyst 3a TOBa JICKapCTBO € MpeJ0CTaBeHa Ha yeOcaliTa Ha EBporelickara areHIus

1o JekapcTBaTa http://www.ema.europa.eu
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